201600118 A1l

(19) EBpa3unckoe @) 201600118 13 A1l
naTeHTHoOe
Be4gOMCTBO
(12 OIMMUCAHUE U30BPETEHUS K EBPAZUIICKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 9/00 (2006.01)
2016.07.29 A61K 9/08 (2006.01)
AG6IK 47/40 (2006.01)
(22) [ata nonaum 3aaBku
2014.07.16
(54) KHUIAKAS BOJHAA ®PAPMAHEBTHYECKAS KOMIIO3UUSA C KOHCEPBAHTAMM,
COAEPKAIIASA DTEPUOULINPOBAHHBIE TPOU3BO/AHBIE IUKJIOAEKCTPUHA
(31) 13177268.3 (57) Hacrosiiiee n3o6peTeHue SIBISETCS HAMPABICH-
(32) 2013.07.19 HBIM Ha JKUIKYIO BOXHYIO (papMaIleBTHIECCKYIO KOM-
(33) EP TIO3HUIIMIO ¢ KOHCEPBAHTAMH, KOTOPAsi BKJIFOUAET OHY
(86) PCT/EP2014/065204 wm 6oee STepUUIIPOBAHHBIX TPONU3BOIHBIX ITHK-
(87) WO 2015/007760 2015.01.22 JIONEKCTPHUHA; ONUH WM GOJiee pacTBOPHUMBIX B BO-
(71) 3assurens: Ji¢ KOHCEPBAHTOB, MPEAIIOYTHTEIFHO BEIOPAHHBIX H3
BEPUHTEP UHTEJIBXAUM TPYIIBI, KOTOpasi COCTOMT M3 COPOMHOBON KHCIIOTHI
BETME/IUKA I'MBX (DE) WIA ee COJIeH, MPeamodTUTEeNhHO copbara HaTpus,
(72) Visobperarens: copbara Kanm{,ucop6aTa KaJIbIIHS, 666H301/IHOI/I KI/ICJIOT
Apen Muxasb, Jykac Tum (DE) THI HJTH €€ COJICH, IIPEIIOYTHTENBHO OEH30aTa HATPHsL;
XJIOpuAa OCH3aTKOHUS; XJI0pruaa OCH3ETOHHS; XJIOPH-
(74) Mpencrasuens: [ USTHIMUPUANHUS; METAaOUCYIb(pHUTa HATPHS; alle-

Becenunkasa U.A., KysenkoBa H.B.,
Beceanukmnii M.B., Kakcuc P.A.,
Besoycos 10.B., Kyiunkos A.B.,
Kysnenona E.B., Coxonos P.A.,
Kysnenosa T.B. (RU)

Tara HaTpUsL; MapabeHOB U HX COJIEH, IPEANIOYTHTEIb-
HO MeTwinapaleHa, sTuapadeHa, mponmmapadeHa,
Oyrunmapabena, OyTunmapabeHa HaTPHS; WIIA HX KOM-
OmHaIuiil; U 1Mo KpaiiHeil Mepe OgHO (apMareBTHUe-
CKHM aKTHBHOE COEAMHEHHE, KOTOpoe SIBIIETCs ¢1abo
PacTBOPHMBIM B BOJIE, OYEHb C1a00 PACTBOPUMBIM B
BOJIC WJIM HEpacTBOPUMBIM B Boxe. JKunkas BomHas
(apmarieBTHUECKass KOMIIO3HIUS 00ECIICUNBACT MPH-
eMJIEMYIO PacTBOPHUMOCTh (papMarieBTHYECKH aKTHB-
HOTO COCAMHEHHMS, TAKOTO KaK MIMOOEHIaH, B BOAHOM
pacTBOpe, C IIOMOIIIBIO YeT0 PACTBOPUMEBIE B BOAE KOH-
CEPBaHTHl COXPAHSIOT CBOIO A(P(PEKTHBHOCTH B TPH-
CYTCTBHHU 3TepH(DUUUPOBAHHBIX MPOU3BOIHBIX IIHK-
JIONEKCTPHHA, MO3BOJISS, TAKMM 00pa3oM, IPUMEHSTh
ee B (popmMe 11 mepopaibHOIO BBEICHHUS.
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Bermenuka I'm6X, DE

XUIKAA BOJHAS ®PAPMAIIEBTUYECKAS KOMIIO3ULUA
C KOHCEPBAHTAMMHU, COAEPXAIIIAA STEPUOULITUPOBAHHBIE
IMTPOU3BOJHBIE HUKJIOAEKCTPUHA

OBJIACTH, K KOTOPOH OTHOCUTCS U3OBPETEHHUE

N306peTeHHe OTHOCHUTCS K OO0JacTH MEIOUIUHBL, a HMMEHHO, BETepUHApHOMU
MeIHIMHBL. B 4YacTHOCTH, H300peTeHHE OTHOCHUTCS K HOBOH JKMAKOHW BOJHOMH
(apMalleBTHYECKOH KOMIIO3MIIMM C KOHCEPBAHTaMH, BKIIOYAIONICH OXHY win Oolee
3TepHPUIHPOBAHHBIX MPOU3BOJIHBIX IHKJIOJACKCTPUHA, OJUH MM 00Jiee PacTEOPUMBIX
B BOJIc KOHCEPBAaHTOB H, IO KpaiiHeii Mepe, OAHO QapManeBTHYECKH aKTHBHOE

CO¢JIMHEHHE.
MNPEAIIOCBHIJIKHA CO3JJAHUA H3OBPETEHHUS

[[uKknOKEKCTPUHB  NPEACTABIASIOT COOOH HHUKJIMYECKHE  OJIMIOCaXapHiblL,
cojiepkamiMe  IIecTb, ceMb HIM BoceMb  (a-1,4)-cBszaHHbIX  enauHHIl D-

[IIOKOIIMPAaHO3K/Ia, YTO IPUBOAHMT K oOpasoBaHuio anbda(a)-, 6era(B)- m ramma(y)-
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HUKJIOAEKCTPHHOB. B o0mem ciydae, LIHKIOAEKCTPUHLI MPEACTABISIOT co6oii
gapMaLeBTHYECKHE HAMOJTHHUTENH, KOTOPHIE MOTYT COJIIOOMIIM3UPOBATH DPa3JIUYHBIC
cnabopacTBOPUMBIE JIEKAPCTBEHHBIE CPEACTBA/MOJIEKYNIBI NOCPEACTBOM 00pa30BaHUs
pPacTBOPHMOTO B BOJAE KOMIUIEKCA JIEKAPCTBEHHOE CPENCTBO - LHKIIOJCKCTPUH
(Loftsson T u ap., Journal of Pharmaceutical Sciences 2012, 101(9): 3019-3032). B
YaCTHOCTH, LIMKIOAEKCTPHHBI B BOJHOM pacTBOpe 00pa3ylOT KOMIUIEKCHI BK/IIOUECHHS
C HEpPAcCTBOPHMBIMH B BOJE WM €J1a00 pPacTBOPHMBIMM JIEKAPCTBEHHBIMH CPEACTBAMU
nyTeM 3axBara JHNO(UIBLHOIO OCTaTKa MOJIEKYJBl JIEKAPCTBEHHOTO CpEICTBa B
OJIOCTh IIMKJIOAEKCTPUHA, KOTOpHIH siBisercss ruapodobusm (Brewster ME u ap.,
Advanced Drug Delivery Reviews 2007, 59: 645-666). OngHako TakxXe MOTYT
o€pa3oBBIBATHCA KOMIUICKCHI JIEKAPCTBEHHOE CPEACTBO - IMKIOAEKCTpUH  Oe3
BkfodeHHss. Yem Bhlllle KOHIEHTpalus NUKIOAEKCTPUHA, TEM BBIIIE YacToTa
ofpasoBaHHe arperatoB MOJEKYJIbl LHUKIOAEKCTPHHA M CIHOCOOHBIX K CaMocOOpke
KoMIUIeEKcOB. Elne oaMH acmekT, CBs3aHHBIH ¢ (apManeBTHYECKMMH KOMIIO3HLMSAMH,
COolepXKallUMH [UKJIOJEKCTPHH, NpelcTaBiseT coboH (OopMHPOBaHHE CIMOCOOHBIX K
camocbOpKe KOMIUIEKCOB W/mim oOpa3oBanue arperatoB (Messner M u np.,
International Journal of Pharmaceutics 2011, 408: 235-247). HanonHuTenn, KOTOpbIE
CONMIOOMIM3UPYIOT M CTAaOMIM3UPYIOT TaKHe arperartsl, BKJIIOYAIOT HeDOoJbLIME

HCHU3HPOBAHHBIC MOJICKYJIBI, TAKHUE KaK COJTH OPIraHHYCCKHX KHCIIOT H OCHOBaHHH.

CymecrBenHas npobieMa, cBsi3aHHas ¢ (papManeBTHUYECKMMH KOMIIO3HIIHAMH,
BKJIIOYAIOIIAMH HHUKJIOAEKCTPHHBI, 3aKJIIOYaeTCs B CO3JaHUH (apMaleBTHUYECKHX
KOMIIO3MIHH, KOTOpbl€é 3allMIIEHHBIMH OT pOCTa MHKpPOOPraHusMmoB. Takue
3aKOHCEPBHPOBAHHBIC KOMIIO3HLIMH OCOOEHHO BaXHBI U1 XPaHEHHS KOHTEHHEPOB,
colepXaluxXx MHOXECTBECHHBIE J03bl KOMINO3HUUHA. THIHYHBIE KOHCEPBAHTHI SBJIAIOTCS
OTHOCHTENBHO He3(P(PEKTHBHBIMH IpPH HOPMAJIBHBIX KOHLEHTPALMAX B TaKHX
KOMIIO3HIIMSAX, IIOCKOJBKY KOMIIO3MIIHH, BKJIIOYAIOIIHME TAKHE KOHCEPBAHTHI, HE B
COCTOSHHH COOTBETCTBOBATH MJIM MPOWUTH CTaHJapTHble TecThl 3GdexTHBHOCTH
xoHcepBaHToB (Hanmpumep, ®apmaxones CIHIA <51> unu Espomneiickas ®apmakomnes
5.1.3). Cuyuraercs, 4YTO KOHCEPBAHT oOpa3yeT KOMIUIEKC € LHMKJIOAEKCTPHHOM W,
CIEe0BAaTENbHO,  OKa3biBaeTCs  HEIQ(MEKTHBHBIM  HMJIM  HMEET  CHHIXXEHHYIO
3¢ peKTUBHOCTh B KadecTBe KOHcepBaHTa. Takum o0pa3oM, KOHCEPBAHT TepsieT CBOIO
NOJIHYIO aKTHBHOCTH TpH oOpa3oBaHMM KoMmiulekca. OOpasoBaHHMe 3THX KOMILIEKCOB

MEJKJIYy KOHCCPBAHTOM M IMHUKIOACKCTPHHOM HOIIOJIHHTCIBHO CHHXACT paCTBOPUMOCTD
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akTUBHOro nekapcrsennoro BemtectBa (Loftsson T wm np., Drug Development and

Industrial Pharmacy 1992, 18(13): 1477-1484).

HexoTopsle sTepuduuupoBaHHble B-NpOoH3BOAHBIE IHUKIOJECKCTPHHA SABJISIOTCA
HU3BECTHBIMM  Kak TaKHe, KOTOpBbIE YJIYYIIalOT pPacTBOPHUMOCTh YMEDPEHHO
pacTBOPHUMBIX  JICKApCTBEHHBIX  cpeiacTs, cmorpu WO 85/02767. Opnuako B
WO 85/02767 onuceiBaeTcs  TOJbBKO  IPUMEHEHHE  JTepHOUIUPOBAHHBIX  [3-
NpOM3BOAHBIX [UKIOAEGKCTPHHA BIUIOTH 10 KoumeHtpauuu 10%. Ilpu srom
npeAnoiaracTcs MOJISIpHOE COOTHOILIEHHE  JIEKApCTBEHHOIO cpeacTBa K
>TepupUIHPOBAHHON MPOU3BOAHOM B-nuxionekctpuna ot 1:6 no 4:1. PacrBopumocTthb
¢duiybennasona B Ipelenax MPHBEJEHHOIO BBIIIE COOTHOUIEHHs YBETHYHBACTCS
tonpko B 30 pa3. OnHako Takue KOMIIO3MIIMM HE SBISIOTCS IPHEMIIEMBIMH JUTIS
ncaydeHus (dapMaleBTUUYECKHUX KOMITO3UIIUH, BKJIIOYAIOIIMX 3aMeILEHHbIE

I OU3BOJHBIC OeH3MMHa30JI0B TaKUE, KakK NHUMOOEHIaH.

JlononHHUTENbHBE HCTOYHHUKH YPOBHS TEXHHKH IPEJCTaBIAIOT  CcOOOH
CIEAyIOIHE:
US2004/152664 sBiseTcs HampaBiICHHBIM Ha KOMIIO3HIHH, BKIKOYAKOUIUE

NpOU3BOJHBIC HHKJIOACKCTPUHA A IPCAHU30JI0HA.

W02004/089418 oTHOCHTCS K BOJHBIM KOMIO3UIHUAM, KOTOpPBI€ BKJIIOYAIOT

¢ropoxunonon ¢ pH ot 4 1o 7.

EP1920785 omnuceiBaeT OKHUJAKHH  Ipemapar, BKJIIOYAOIUA  KOMILIEKC

nuMoben aHa u INUKIOACKCTpHUHA.

Brewster ME u ap. (Advanced Drug Delivery Reviews 2007, 59(7): 645-666)

ONUCHIBAET LUKIOJAEKCTPHHBI B KauecTBe GapMaleBTHUECKHX CONIOOHIN3AaTOPOB.

Bassani VL u ap. (Journal of Inclusion Phenomena and Molecular Recognition
in Chemistry, 1996, 25(1-3): 149-152) oTHOCHTCS K yJIy4YIIEHHOW PAacTBOPUMOCTH B
Bone  ainpbeHja3osia  OyTeM  KOMILIEKCOOOpa3oBaHHS  IIPM  HCIOJIE30BaHUH

THIPOKCHITPOMHUI-B-IIUKIONEKCTPUHA.

Cratps Piel G ¢ coasropamu (Sciences Techniques et Pratiques STP Pharma
Pratiques 1999, 9(3): 257-260) sBnserca HampaBIeHHOW Ha  pa3spaboOTKy

napeHTepanLHoﬁ Hu nepopanLHoﬁ KOMIIO3HUIIHH anpOeHmasoa c HUAKIIOACKCTPUHAMU.
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OTO MO3BOJIAET OCYMIECTBIATH pa3paboTKy QapManeBTHUECKOH KOMITO3UIIHU
NS MapeHTepaJbHOTO NPHMEHEHHUS, HO IO MpHUYHHE CHHXEHHOTO CpOKa T'OAHOCTH
KoMIo3uluif 6€e3 KOHCEpBAaHTOB, 3TO HE IMO3BOJSAET pa3paborarh (hapMaleBTHYECKYIO
KOMIIO3UIMIO € MHOXECTBEHHBIMU JA03aMH IS [epopaibHOro IpuMeHeHHs. H3-3a
pHCKa CEPBE3HBIX NPOOJIEM € NEPEHOCHUMOCTHIO, @ TaKXKe H3-3a ONACEHUH BiaJelbIleB
JIOMAIIHUX XXHUBOTHBIX IO IIOBOJY TOIO, YTO BOCHAJCHHE B MOJKOXHOM CIIO€ MOCJe
HHBCKIMH, KaK CYHTACTCS, ABJISETCA (AaKTOpPOM pHCKa B Pa3BUTHH CapKOMBI, KpaiiHe

KeJaTeIbHOU sBIseTcs pa3paboTka nepopaibHOU GapManeBTUUECKOH KOMITO3HIIUH.

B cBs3M ¢ MHTEHCHBHBIM OIYIMEHUEM BKYCa Y HCKOTOPBIX XXHUBOTHBIX ABJIACTCA
0COOEHHO CJIOKHBIM peuciTHpOBaATh JICKAPCTBEHHOE CPEACTBO, KOTOPOC MOXKCT OBITH
BBCACHO TIICPOpPAJIBHO H KOTOPOC ABISACTCA NPHUEMIICMBIM JId JXHBOTHCIO, YTO
NPpHUBOAUT K NOJYUYEHHIO ITPOCTOTO B HUCIIOJIL30BAaHUHU JIEKAPCTBEHHOIO CpCACTBa AJid
KIBOTHBIX, B 4YaCTHOCTH, JOMAIIHHX JXHBOTHBIX TaKHX, KakK CO6aKI/I, KOHNIKH ¥ JiolaaHu

(koTopoe obsafnaeT JOCTaTOYHOH BKyCOBOM HpPHBIIEKATEIBHOCTHIO).

Ilens, koTOpas JIEXKHUT B OCHOBE HACTOSINEro M300peTeHHs, TakKuM 0OpazoMm,
npeacraBisieT coboif  co3gaHue  (papManeBTHUYECKOH  KOMIO3HIHH,  KOTOpas
[peosiojieBaeT IMpoOIeMbl H3BECTHOTO YPOBHS TEXHHKH, KaK OIHMCAaHO Bbimie. B
YacTHOCTH, JAOKHA obecneuuBaThes (papmaneBTHUEcKass KOMIIO3HIIHS, COAepKalnas
YMEPEHHO pacTBOPHMOE B Boje (apMaleBTUUECKH aKTUBHOE COEHUHEHHE IS
BBCIACHHS B aJekBaTHOH ¢opMme CyOBEKTy, KOTOpPBIH B 3TOM HYXJAAaeTcs, IMpH

MIPUATHBIX C TOYKH 3peHHUs BKyca 3HaueHusx pH (Hanpumep > pH 3).
KPATKOE U3JIOKEHUE CYTHU U3OBPETEHUSA

Taxum 06p2130M, obecreunBacTCs XHUIOKas BOZHAas (bapMaueBTqucxaﬂ

KOMIIO3UIIUA C KOHCEpPBAaHTaMH, BKJIIOHalO11as
- OJIHY HJIM 60Jiee 3TepuOUIIHPOBAHHBIX MTPOU3BOIHBIX [[HKJIOJACKCTPHHA;
- OJIMH uiu OolJiee paCTBOPUMBIX B BOJIE KOHCEPBAHTOB;

NpeANOYTUTENbHO BBIOPAHHBIX M3 TpYIIbl, KOTOpas COCTOHT H3 COPOHHOBOM
KHCJIOTHl MJIM €e coJield, NpeamouYTHUTeNbHO copbara HaTpus, copdarta Kanwus,
copbara kanbuusi; OCH30HHOH KHCJIOTBI MJIM €€ cojield, MNpPeANOYTHTEIHHO
OeH3zoata HaTpus; XxJopuaa O€H3aIKOHHs; XJopuJaa OeH3eTOHHS; XJOopHIa

HETUINUPUINHUS; MeTaOucynb(UTa HaTpHUs, alnerara HaTpUs;, napabEeHOB U HX
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coyeif, NpPEANOYTHUTENBHO MeTHINIapabeHa, OSTHinapabeHa, nponuianapabena,

6yrtunnapabena, OyTuianapabeHa HaTPHs; WIM X KOMOHHALKH;

Goyee NPEANOYTHUTENHHO BBIOPaHHBIX HMX TpPYNNBI, KOTOpas COCTOHT W3
COPOMHOBON KHCIOTBI HIM €€ CoJeH, NpPeANouYTHTENbHO copbara HaTpus,
copbara kamusi, copbara Kanbuusi; OCH30HHOM KHCIOTHI HJH €€ COJied,
NpEeANOYTHTENILHO  HaTpus  OeH30aTa; XJopuAa O€H3aJKOHHUS;  XJIOpHAA
OCH3eTOHMS, XJOpHAa UCTHINUPUIUHHUS; MeTabucynbpuTa HATpUd; anerara

HATpHUS; WK UX KOMOUHAIMH;

)51

no KpadHed Mepe, OoAHO (apMaleBTHYCCKH AKTHBHOE COCAMHEHHE, KOTOpOE
sBasieTcss ¢1abo pacTBOPUMBIM B BOJE, OYCHb CJIa00 pacTBOPUMBLIM B BOJE HIJIH

HCPACTBOPHUMBIM B BOJE;

rje  NOpeanodYTHTEeNbHO  pacTBOPUMOCTb, II0  KpaHEH  Mepe,  OIHOTO
dapmaneBTHYECKH aKTUBHOTO COEIMHEHHsS B BOJE IIPH TeMIleparype B HHTEpBaie

oT 15 mo 25°C omnpenensieTcs Tak, KaK OIIUCAHO HHXE:!

Ho KpaiiHe#l Mepe, OOHO (papMalEeBTHYECKH AKTHBHOE COEIAMHEHHE SIBJISETCS
c1ab0 pacTBOPHMBIM B BOJE, €ClIM HEOOXOIMMO HCNONb30BaTh 6onee yem 100 ma
BOJbl Ha TPAMM COEIMHEHUS; COCAMHEHHE SBIAETCS OYEHBb C/1ab0 PacTBOPUMEBIM
B BOJE, €ClIM HeoOXO0AMMO HCIoJb30BaTh Oonee yem 1000 ma BoABl Ha rpamMm
COEIHHEHHS; M OHO SfBJIETCS HEPACTBOPHMEBEIM B BOJI€, €CIH HEOOXOIUMO
ucnonp3osate Oonee yem 10000 My BoxBl HA TIpaMM  COEIMHEHHS JUIA

pacTBOpECHHS COCAUHCHHA, H

OPEANOYTHTEIPHO TPH YCJIOBHH, 4YTO KOPTHKOCTEPOHIBI, B YacCTHOCTH,
IpeHU30JI0H U €ro MpoJieKapcTBeHHas (opma HpelHH30JI0Ha aierara (CMOTpPH
US2004/152664), u (TOPOXHHOJIOHOHBI, B YaCTHOCTH, LHMIPO(IOKCAHH,
raTu¢IOKCaluH, MOKCH(ITOKCAIUH, cutadioKCcalluH, noMe(dIIoKCaluH,
rpenad)JIOKCaItH, reMu¢IOKCaluH, HOpIIOKCAL¥H, o(JIoKcaIuH,
neBodaokcanul, tpoBadokcanud ¥ noaobusie uM (cmotpu WO 2004/089418),
HEe3aBHCHMO JApYr OT Jpyra HMCKIIOYEHB B KadyecTBe (apMaleBTHYECKH
AKTUBHOTO COECAMHEHMS, KOTOpOe sBJsAeTcs cllabo pacTBOPHMBEIM B BOJE, OYEHb

ciabo pPacTBOPHUMBIM B BOJIE HJIHM HEPACTBOPHUMBIM B BO/JIC.
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Hactosimee u300peTeHHEe TakXe SBJISETCS HANpaBlIeHHBIM Ha  KHUJKYIO
(dapManeBTHYECKYI0 KOMIIO3HMIIMIO JUIsI NpPHMEHEHHs B crnocole eyeHUs cyOBheKxTa,
KOTOPBIA HYXJaeTcsi B TAKOM JICYEHUH, NMPEANOUYTHTEIbHO KMBOTHOTO, B YAaCTHOCTH,
JOMAIHETO >KUBOTHOIrO, Aaxe OoJjiee NpPEANOYTHUTEIBHO KOHS, COOAKM WU KOIIKH,
MOpPCKO# CBHHKH, XOMsIKa, KPYIIHOTO POTraToro CKOTa, KO3, OBEIl, B YACTHOCTH, KOILIKHU
Uil cobakH, OJHOro M3 TMoKa3zaHud, BBIOpaHHBIX u3: 3aboJicBaHUS cepara, B
YaCTHOCTH, TUNEpTpodUYECcKON  KapJHOMHUONATHH, B  YaCTHOCTH, CEpACYHOH
HegoctatouHoctd (HF), 3acroiinoit cepmeunoit HenocrtatoudHoct (CHF), octpoit
3aCTOHHON  CepAeYHOH HEJIOCTATOYHOCTH, JEKOMIIEHCHPOBAHHOrO JHAOKApaHO3a
(DCE), nunatanuonnoil xapaumomuonatuu (DCM), 6eccumnromuoit (ckpeitoit) CHF,
oeccumntomaoii DCM, runeprpodudeckoit kapauomuonatuu (HCM), orpanudeHHoO#H
kapauomuonatun (RCM) u cepneunoit HemoctatouHoctu B cBsisu ¢ HCM, RCM,

DCM wu/unu UCM.

Takxe packpblBaeTcs CcHoco® monydeHHs (apManeBTHYECKONH KOMIIO3HIIHH,

BKJIIOYAIOWIHH 3TAIbI:

- unpubapieHusi, @0 KpaiiHei Mepe, onHOro (¢apMamneBTHYECKH aKTHBHOTO
COeMHEeHMs, OoAHOM  unu  Oojiee  STepUPUUHUPOBAHHBIX  NPOU3BOJHBIX
MUKJIOJEKCTpHHA, OJAHOro MM Oojiee pacTBOPHUMBIX B BOJE KOHCEPBAHTOB,
HeoOs3aTeNbHO, ONHOrOo uNU OoJee AHTUOKCHIAHTOB H, Heo0s3aTellbHO, II0
KpaiiHelf Mepe, OJJTHOTO pacTBOPUMOTIO B BOJI€ MOJIHMEpPA K BOJAE U UX CMEUIMBAHHUE

IIpu N€pEMEUINBaAHUHA,
-  JAOBCACHHUC 3HAUYCHMUA pH IIpH HCIIOJIB30BAHHUH arc¢HTa IJist JOBECACHHUS pH,

rae TpPEeANOYTHTEIBHO OJHH HJIM 0o0Jiee pacTBOPUMBIX B BOJE KOHCEPBAHTOB
npubaBiAOT Nocjie NpudaBlIeHUs, MO KpadHedl Mepe, OJHOTO ¢apMaleBTHYECKH

AKTHBHOTO COCIUHCHHUI.

[TpenMeT HacTosIiero H300peTeHUss TaKXKe MpejcTaBiseT cobol Habop uactei,

KOTOPBIH BKJIIOYAET:

a) XUIKYI0O BOJNHYIO (apMaleBTHUECCKYI0O KOMMOO3HIHIO C KOHCEPBAHTOM B

COOTBCTCTBHH C HACTOALIUM I/I306peTCHI/IeM; 54

b) BKJIQABII JUISS YNakOBKH, KOTOpBHIH BKIOYaeT HHQOpManuio O TOM, 4YTO
¢apmanieBTHYECKasT KOMITO3HIIUS HCHOJB3YETCS JUIS MPEJOTBPAUICHHS H/WIH

JCUYCHHUSA CEPACUYHOIO 3360HCBaHI/I$I, NpECANMOYTHTCIBHO cepnequﬁ
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KOTOprﬁ HYXOA€TCSI B TAKOM IIPEAOTBPAIICHHUN HIIH JICUCHUH.

IlonHOCTRIO HCOXHUJIAaHHBIM ABJIACTCA TO, YTO (bapMaueBTHq.ecxaﬂ KOMIIO3HUIIUA
B COOTBCTCTBHH C HACTOAIIUM H306peTeHHeM MOXET IIpeoaoieBaTh HCIAOCTATKH,
OIIHCaHHBIC B YPOBHC TCXHHKH. }KHIIKI/IC BOJHBIC (bapMalleBTI/I‘—IeCKI/Ie KOMITO3HMIINH J1JIA
NEPOPATBLHOIO BBCACHMSA, BKIIOYAIOIHEC YMEPECHHO PACTBOPHUMEBIC UIIH HEPACTBOPHMBIC
B BOAEC (I)apMaI_[eBTI/I'-IeCKI/I AKTHUBHBIC COCAHHCHHA TAaKHC, KakK HI/IMOﬁCH}IaH, H3BCCTHBIC
H3 YpPOBHA TCEXHHKH, 0OBIYHO HE SBJISIOTCS IIPpUEMJICMBIMHA 11O MNPHYHHE HU3KOH
KOHLCHTpanuu d)apMaIIeBTI/I‘{eCKI/I AKTHUBHOI'O COCIUHCHUA, KOTopas 0OBIYHO

JOCTUTACTCH.

H3BectHOe (papMalleBTHUECKH aKTHBHOE COEIUHEHHE MNpeaAcTaBisetT coboit
nuMoOeHaaH (4,5-nurunpo-6-{2-(4-metokcupenun)- 1 H-6ea3umunazon-S-umj-5-
Metun-3(2H)-nupunazunon), packpeiteiii B EP0008391, koTopblit  sBiseTCs
BBEJCHHBIM B JaHHYIO 3aiBKy B Kaye€CTBE CCBUIKH B CBOEH ILENOCTHOCTH, U KOTOPHIi

umeet hopmyy:

[Ilumobennan mnpexncrtaBnsier coboif  XOpoIIO H3BECTHOE COCAHHEHHE IS
JIe4eHus 3acToWHOH cepaeyHod HenocratouHocTH (CHF), uMmeromeit mpoucxoxaeHue
OT aunaranvoHHod  kapauommonatuu (DCM) wuam  AeKOMIEHCHPOBAHHOIO
suakapauo3a (DCE), y )XUBOTHBIX, B yacTHOCTH, y cobak (WO 2005/092343). Kpome
TO'0, MNHMOOEHJAH TaKXe MCHOJb3YyeTcs JUIS  JIeYeHHs TIHIepTpoduyuecKoi
kapauomuonatuu y kotoB (WO 2010/060874). IlumoOGenmaH TakXe SBISETCS
0100 PEHHBIM B KavecTBe JAEKapCTBEHHOTO TIPOSyKTa TS NeYeHus

KapAHOBACKYJISIPHOro 3a00JICBaHUS Y YETOBEKA.

Kak yxe ©Opuio ommcano B EP 0439030 m WO 2005/08467, numoOeHmaH
npeicTaBisieT coboi HepacTBOpUMOE B BOJE JIGKAPCTBEHHOE BEIIECTBO: | T
JexapcTBEHHOI0 BeulecTBa pacTBopsiercss B Oonee uem 10000 mn. Ilpm pH 7

pacTBOPUMOCTH MUMOOEHIaHa COCTARJIAET TOJIbKO npubnu3utensHo 0,1 Mr Ha 100 mur.
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PacTtBopumocTh nuMmoOeHZlaHa B BOJHBIX pacTBOpax 3aBHCHT oOT pH.
PactBopuMocTs nuMoOeHAaHa sIBIsiCTCS 3HAYUTENBHO BBINIE MpH 3HaueHwd pH ot 1
nc 2,5, uem npu 6onee Bricokux 3HaueHusx pH (pH = 3,0). Tem He MeHee, MecTHas
HEPEHOCHMOCTh M BKYC, a TakXe XHMHUuYecKas CTaOUIBHOCTh TaKod KOMIIO3HIWH, HE
SABJAIOTCS NpPHEMIIEMBIMH. JTO CBS3aHO € TEM, 4YTO IlejieBas jJo3a morpeboBana ObI
KOHIEHTpPAallMd JIEKADCTBEHHOI'O CpelAcTBa B pacTBOpe, KOTopas MOXET ObITh
JIOCTUTHYTa TOJIBKO IpHU HUCIoJb30BaHUM pH npubnusutensno pH 2,5 u Huxe. OnHako
KOHI[EHTpaLUs JOJKHA ObITh 3HAYHTEJIbHO BBIIIE, YTO HPUBOAUT K HHU3KOMY 00BeEMYy,
KOTOPBIH XUBOTHOE JOJKHO IPOTJOTUTH, YEM 3TO SBISETCS BO3MOXHBIM npuH pH >
3,0 B mOpocTBIX BOJAHBIX pacTBopax. CoOTBETCTBEHHO, IIpemapar NHUMOOEH/1aHa,
BKJIIOYAOMHUA a0 1,5 mr/min numoOGeHnaHa, noTpedyeT MOBBIIICHHS PacTBOPHMOCTH
npu pH 7 npumepno B 1000 no 1500 pa3, yro He OBLIO JOCTUTHYTO B KOMIIO3UIHUSX
JUI. TepopalbHOr0 BBEACHHUSA, HU3BECTHBIX M3 YPOBHS TEXHUKH, BIUIOTH JIO

CECTOAHAIIHCTO JIHA.

B npoTtuBoBec 3TOMY, XXHJAKHE BOJAHBIE (apMalleBTHYECKHE KOMITO3HIIUU C
KOHCEPBAHTOM B COOTBETCTBHU C HACTOSAINHM HM300peTEHHEM, BKIIOYAIOIINE, IO
KpaiiHeil Mepe, OJHO ¢apMaleBTHUYECKH AaKTUBHOE COCJUHEHHE, KOTOPOE SBJIAETCH
cnabo pacTBOPHUMBIM B BOJIe, OUEHb CJ1a00 PacCTBOPUMBIM B BOJi€ HJIM HEPACTBOPHMBIM
B BOJE, C TMOMOIIbIO OAHOM miIu Oojee STEPUPUIUPOBAHHBIX MPOU3BOIHBIX
IUKJIOMEKCTpHHA OO0ecHeuYnBaloT MPUEMIIEMYIO pPacTBOPHUMOCTh (papMaleBTHYECKH
aKTHBHOTO COEJMHEHHUs, TaKOro Kak MUMoOeHIaH, B BOAHOM pacTBope. IlocpeacTBom
9TOr0 JIOCTUTAeTCs IMPHUCYTCTBHE IIPHEMJIEMOM KOHIEHTpaIluu (apMalleBTHUYECKH
aKTHBHOTO COCIMHEHHS, YTO MO3BOJSAET HCIOJb30BaTh €ro B (Qopme s

epOpaNbHOr0 IPUMEHEHUS.

Kpome Ttoro, oaun wuau Oojiee pacTBOPUMBIX B BOJIe KOHCEPBAHTOB
0o6:zcneynBaloT npuemiieMyr 3¢ (EeKTHBHOCTH COXPAaHHOCTH OT MHKPOOPTaHM3MOB B
TEUYEHHE HEOOXOIMMOro CpoKa TOJHOCTH (papMaleBTHYECKOH KOMIIO3WIIMH B

COOTBETCTBHHU C HACTOAIIHUM I/I306pCTeHI/IeM.

Kpome TOrO, COBEpIICHHO HEOXHIAHHO ObLIO OOHapyXeHO, 4YTO yKa3aHHBIE
BbIIIE PAacTBOPUMBIE B BOJE KOHCEPBAaHTHl COXPAHSIOT CBOIO 3(Q(EKTHBHOCTH B
IIPHACYTCTBHU 3TepUPHIMPOBAaHHOM(BIX) MPOH3BOJHOMN(BIX) MUKJIONCKCTPHHA, TO €CTh,

BKJIFOYCHHBIC pPacTBOpPUMBIC B BOJEC KOHCCPBAHTEHI HOEeHCTBUTEILHO HMEKOT
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CYIIECTBEHHYI) KOHCEPBUPYIOIMYK 3()(PEeKTHBHOCTh B MPUCYTCTBHH KOMIIOHEHTOB

HEKIOOCKCTPHHA.

ITockonpKy >xuiakue BOAHBIE (apMalleBTHUYECKHE KOMIIO3HMIIHH C KOHCEPBAaHTOM
B COOTBETCTBHM C HACTOSIIUM H300peTeHHEM MOTYT OBITb pPEHENTHPOBAHBI IS
[IEpOPAJIBHOTO BBEACHUS, TO MOXHO H30eXaTh HexelaTedbHbIX MOOOYHBIX 3 (PEKTOB
NapeHTEpalIbHOTO BBEJCHUS TaKHX, KaK BOCHAJeHHE B IOJKOXKHOM CJIO€ MoOCIie
uepeknuu. Kpome TOro, KOMHNO3UIMS HE JOKHA BBOAUTHCS BETEPUHAPOM, KakK B

clydae mapeHTepajbHOro BBEJICHHUS.

Kpome Toro, BKycoBas IIPHBIEKATEJIBHOCTb IIPH BBEICHHH IAlHEHTaM-
XKHBOTHBIM  OKa3blBa€TCA  SABHO  Jyulled  HM3-3a  BBICOKOH  KOHIIEHTpallMH
TePUDUIIUPOBAHHBIX  HPOM3BOAHBIX IUKIONEKCTPHHA ¢  XOpolleH  BKYCOBOMH
I[P UBJIEKATENBHOCTBIO, MPHUCYTCTBYIOIUX B  (apManeBTHYECKOH KOMITO3UIMH B

COOTBCTCTBHHU C HACTOAIIUM H306p€TeHHeM.

KpoMe Toro, noGaBieHHe HEKOTOPBIX HAMOJHHUTENEH TaKUX, KaK PacCTBOPHUMBIC
B BOJE IOJUMEpHI H/MJIM AaHTHOKCHUIAHTHI, OBLIH OIpENEeJeHO KAK TaKoe, KOTOpoe
SBISETCA NPEANOYTHTENIbHBIM JUIs  JajJbHEHINero MNOBBINICHUS KOHIEHTpPAaIUH
(apMaleBTHYECKH AaKTHUBHOrO COEIHMHECHHUS, KOTOPO€ HCHOJb3yeTCs, H/WIH IS
JnanpHedmed  crabunu3anuy  KHUAKOH  (dapManeBTHYECKOW  KOMIIO3MIUH, TIpU
OTCYTCTBHHM MNPENATCTBYIOUIEr0 BO3JIEHCTBUS Ha KOHCEPBHUPYIOIYIO 3(P¢EeKTHBHOCTH

pacTBOPHMOTIO B BOJI€ KOHCEPBAHTA.
HOAPOBHOE OIIMCAHUE U3OBPETEHUSA

Ilepen monpoOHBIM ONHCAaHMEM BapHAaHTOB pealH3allid B COOTBETCTBHH C
HACTOSIIUM H300peTeHHE CICAYeT OTMETHTh, YTO, KaK HCIONB3YyeTCs B JaHHOU 3asBKe
U B IpHIOXEHHOH (opmyne u3oOpeTeHHUs, GOpMBI €AHHCTBEHHOIO YHCJIa BKIIOYAIOT

MHOXECTBCHHOC YHUCJIO, €CJTH KOHTEKCT SIBHO HE€ YKA3bIBA€CT Ha APYroe.

Ecnmu He YKa3aHO HHOE€, TO BCE€ TEXHHUYCCKHEC W HAYYHbLI€ TCPMHUHBLI,
HCIIONIB3YEMBIE B JaHHO# 3asiBK€, HMCIOT TE€ XK€ 3Ha4Y€Hus, KOTOPHIE 00OBIYHO
NOHHUMAKTCA CICIHAIUCTOM C OOBIYHOM KBaJ’II/I(l)I/IKaI_II/Ief;I B obmnacTtu TCXHHKH, K
KOI‘OpOﬁ OTHOCHUTCA JaHHOC I/I306peTCHPIe. Bce MNPpUBCACHHBIE NHaAlla30HbBl U 3HAUCHUSA
MOIryT BapbHpPOBaTh B IIpEacjax oOT 1 mo 5%, €CJIK HEC YKA3aHO HHOC HWIH HHOC
H3BECTHO CII€HAJIMCTaM B JaHHOM oOnacTn TCXHHUKH, TaKHUM 06pa30M, TCPMHH

"mpuOIU3UTENBHO", KaK INpaBHJIO, TPONYyCKaeTcs B ONHCAaHUH U  (dopMmyne
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u306pereHns. HecMoTps Ha To, 4TO JM10OBIE CIOCOOBI M MaTepUalibl, aHAJIOTHYHbIE HITH
3KBHBAJIEHTHBIC TEM, KOTOpbIE ONMUCAHBI B JAaHHOH 3asiBKE, MOTYT OBITH MCIOJIb30BAHbI
B NpaKTHKE MJIM IPH TECTHPOBAaHHUU HACTOSINETO H300pETEHHS, IPEANOYTHTEIbHBIE
croco0bl, YCTpo#CcTBa B MaTepHajisl OyayT onucanbl. Bee nmybnukanuu, ynoMsHyTHIE B
JAaHHOM 3asiBKe, BKJIIIOUEHBI B HE€ B KAUECTBE CCBUIKH C IIEBIO OMHCAHUS U PACKPHITUS
BCIIIECTB, HAIOJIHUTENIEH, HOCHTENeH M METOJUK, KaK coobmaercss B NyOJMKaIUX,
KOTOpPBIE MOTYT OBITH MCIOJIb30BAaHBI B CBSI3M C HAcTOSIMUM H3o0pereHueM. Huuto B
JAHHOM 3asBKE HE JJOJDKHO OBITH HCTOJIKOBAHO KaK JOMYIIEHHE TOTO, YTO H300pETEHHE
He¢ MpeJoCTaBiseT IpaBa OBITh pPACKPHITBIM  HAa OCHOBAaHHHM MPEAIICCTBYIOLIErO

nzo00peTeHus.

Hactosmee wu300peTeHHEe OCHOBBIBACTCS Ha YAMBUTEIBHOM HEOXHIAHHOM
HabJII0IeHNH, 4TO (apMaleBTHYECKass KOMIIO3HMIMS, BKJIOYAIOIas OJHY Ui Oolee
TepH(UIHPOBAHHBIX HPOM3BOIHBIX IUKIOAEKCTPHHA M, IO KpaiiHe# Mepe, OIHO
(bapmaleBTUYECKH aKTUBHOE COEJHMHEHHME, MOXET IO0JBeprarbCsi KOHCEpBAaLHH, IIpH
OICYTCTBHM BO3HUKHOBCHHUS OIHCAHHBIX BBIIIE HEAOCTAaTKOB, B YACTHOCTH, 4YTO
BKJIIOYCHHBIE pAcTBOPHMBIE B BOJIe KOHCEpPBAaHTBHl 0O0JAmalOT CyHIECTBEHHOM

KOHCEepBHpYIOUIeH () PeKTHBHOCTHIO B IPUCYTCTBHU KOMIIOHEHTOB IUKJIOACKCTPHHA.

B coOTBeTCTBUH C HACTOSAIIUM H300peTeHHEM 00eCIeYUuBaIOTCS XUJAKasd BOIHAS
(dbapmaneBTHYECKass KOMIIO3ULMS C KOHCepBaHTaMu. TepMHH “BomHass” cCleAyeT
MOHUMaTh B 3HAYEHHH TOro, 4TO (papMmaleBTHUECKass KOMIO3HILHS COLEPXHT BOAY B
KayeCcTBE PACTBOPHTENS, HA OCHOBAHHM 4Yero HeoOs3aTEeNbHO MOTYT MNPHCYTCTBOBATH
ondH Hiu Oojiee JONMOJHHTENBbHBIX pacTBoputeiaeid. B CcOOTBETCTBHHM C OIHUM
OPEAIOYTUTENbHBIM  BapHaHTOM  pealu3aldd  BOJa  HpPeACTaBisieT  coboii

€JIMHCTBEHHBIH PACTBOPUTE/b B TaKo# (hapMaleBTHYECKOH KOMITO3HIIHH.

XKunkas BogHas dhapmaneBTHUYECKas KOMIIO3HUIIHS BKIIOYAET, IO KpaiHeH Mepe,
ogHO  (apMaleBTHYECKH aKTHBHOE COCJMHEHHE, KOTopoe sBasercs  ciabo
pacTBOPUMBIM B BOJE, OYEHH CJIab0O pacTBOPUMEBIM B BOJAE HIIM HEPACTBOPHMBIM B
Boge. B coorBercTBuu ¢ EBpomneiickoit @apmakoneeil pacTBOPUMOCTH COEJUHCHHUS B

BOJI€ B HHTepBase TeMreparyp ot 15 go 25°C onpenensiercs Tak, KaK OITHCAHO HHXKE:
PacTBOopHuTENH B MJI Ha TPaMM COCIHHEHHS
OueHb JIeTKOPacTBOPUMBIH <1

JlerxkopacTBOpHMBIH or 1 1o 10
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PacTtBOpHMBIH oT > 10 mo 30

CnabopacTBOpUMBIH ot > 30 mo 100
TpynHopacTBOpUMBIH ot > 100 no 1,000
OueHb TPYAHOPACTBOPHUMBIH ot > 1000 mo 10000
HepacTBopuMmslii B BOji€ > 10000.

Takum 00pa3oM, B COOTBETCTBHHM C HAacTOSILIMM H300peTeHHEeM, MO KpaitHeit
Mepe, 0JHO (hapMaleBTHYECKH aKTHBHOE COEAMHEHHUE SBIsSETCS CIabopacTBOPUMBIM B
BOoJe, O4YEeHh cIabopacTBOPUMBIM B BOJ€ HJIH HEPACTBOPUMBIM B  BOJE.
IIpeanouruTenpHo, Mo KpaiiHel mMepe, oAHO (papMaleBTHYECKH aKTHBHOE COCIHHEHHE
sBJIseTCcsl €1abopacTBOPHMBIM B BOJE, €CIM HEOOXOJMMO HCIOJNB30BaTh Oojiee veM
100 M1 BoABI Ha TpaMM COEAMHEHHS; OHO SIBJISIETCS OYECHb TPYAHOPACTBOPUMEIM B
BOJEe, €CiIH HeoOXoAMMO ucmonb3oBarh Oosnee udem 1000 M Boabl Ha rpamMm
COCOMHEHHS; M OHO SBISETCA HEpacTBOPUMBIM B BOJE, €CAH HEOOXOAUMO
ucnonp3obarh Oonee yeM 10000 mu1 BoAsl Ha rpaMM COEIHHEHHS MJIs PacTBOPEHHS

3TOT0 COCANHCHHNA.

[lo «kpaiine#t Mepe, omHO (apManeBTHYECKH AaKTHBHOE COEJHHEHHE
IpEANOYTUTEIBPHO NpeAcTaBiIseT coboii mpou3BoaHyr OeH3uMmaasona. [Ipoussoanas
Oed3uMua3oaa NPEeANOYTUTENBLHO NpPeACTaBIiseT coO0H 3aMenleHHBIH OCH3MMUIA30]1.
TepMuH «3aMelleHHBIH O€H3UMHIA30J1», KaK HMCIONB3YETCS B JAaHHOMW 3asBKe,
o3HavaeT, Ho ©Oe3 orpaHM4YeHHs TaKOBBIMH, THabeHma3on, ¢Gybepumaso,
okcubeHaaso, napOeHa3o.1, kamOeHaasou, MebeHason, denbennasoun,
¢nybeHnnazon, anpbeH1a30/, okcheHaa30J1, HOKOAA30J, aCTEMH30J U NMHUMOOEHAaH, HX
dbapmaneBTHYECKH IpUEMJIEMbIE coJH, NPOU3BO/IHBIE, MeTabOoJ U THI 7§
npoyiekapcTBeHHble  dopmbl.  Haubosee  mpeamouturensHO, KOrga  TEPMHH
NpoU3BOAHAsS OEH3MMHAAa30Jla, KaK HCHONB3yeTCss B JaHHOW 3asgBKe,  O3Hayaer

nuMoOeH/1aH UM JTI00YIo U3 ero (papMaleBTUUECKH MPHEMIIEMBIX COJIEH.

B nopyrom BapumaHTe  OCYIIECTBJIEHHS, IO KpaiiHeit  Mepe, OJHO
(apMaleBTUYECKH AaKTHBHOE COEAMHEHHE MPEeANOYTHTEILHO MPEACTaBiIseT co0oi
IpOU3BOAHYIO OKCHKama. [Ipom3BojiHas OKcHMKaMa MpEeANOYTHTENHHO NPEACTaBISCT
cofoli 3aMeuIeHHBIH OKcHUKaM. TepMHH «3aMeNeHHBbIH OKCHKaM», KaK HCHOJIb3YeTCs B
JlaHHOH 3asiBKe, O3HAa4acT, HO 0e3 OrpaHHMYeHHUs] TAKOBBIMHM, KaK aMITHPOKCHKaM,

JAPOKCHKaM, JIOPHOKCHKAM, IIHPOKCHKAM, TCHOKCHKaM H MCJIOKCHKaM, ux
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dbapManeBTHYECKH HpUeMJIEMbIe COJH, MPOU3BOIHBIE, MeTabOoJIUTHI 1%}
npoyiekapcTBeHHble  Gopmbel. Haubosiee NpPEANOYTHTENBHO TEPMUH IIPOM3BOAHAS
OKECHKaMa, KaK MCIOJIb3yeTCs B JaHHOM 3asBKe, O3HAYaeT MEJNOKCHKAaM HIIH JII00YIo

U3 ero (papManeBTHYECKHA NPHEMIIEMBIX COJIEH.

B  apyroM BapuaHTe  OCYyLIECTBJIE€HHsA, IO  KpaiHeH  Mepe, OJHO
dapMaleBTHYECKH AaKTHBHOE COCIAMHECHHE MPEANOYTHTEILHO HpEeACTaBiaseT CcoboH
NPOU3BOAHYIO HMHAa30IHHOHA. IIpoW3BojaHas MMHOA30JUHOHA INPEANOYTHTEIHHO
npeicTaBiser  coboif  3aMeIleHHBIH  MMHAA30dMHOH. TepMHH  «3aMEIICHHBIA
UMMIA30JMHOHY», KaK HCIOJb3yeTcss B JJAHHOM 3asiBKe, O3HA4aeT, HO 0e3 OorpaHuyYeHHs
TaKOBBIMH, Kak 1-(4-xnmopodennn)-4-(4-mopdonunnn)-2,5-aguruipo-1H-umnaazon-2-
on (MMEmUTOWH), ero (¢GapMaLeBTHYECKH IIPMEMJIEMBIE COJIM, [POM3BOJAHBIE,
MeTaboNMTEl W MposieKapcTBenHble (opmel. Haubosee npeanouTHTENbHO TEPMHH
NpPOU3BOJHAsS MMHIA30JHHOHA, KaK HCIIONB3YeTCs B JaHHOM 3asdBKe, o3Hayaer 1-(4-
xnopoderun)-4-(4-mopdonunun)-2,5-nuruapo-1H-umMnna3on-2-08  (AMENUTOUH) HIIHA

110YI0 U3 ero papMalneBTHYECKH IPHEMIIEMBIX COJIEH.

B  ngpyrom BapumaHTe  OCYIIECTBJIEHHS, MO KpaWHeW Mepe, OIHO
(dapMaleBTHUYECKH AaKTHBHOE COCIMHEHHE MPEANOYTUTEIbHO IpeJacTaBiieT Ccoboi
IJIIOKOIMPaHO3UJI-3aMEIIEHHY IO HPOHM3BOJIHYIO OeH3o1a. [ TroKONH paHO3HII-
3aMeleHHas [POM3BOJAHas OeH30jla MPEJIOYTUTENBHO  MpeACTaBiIseT  coOoM
3aMEIEHHYI0  [IIIOKOIMPAHO3UI-3aMEIIeHHYI0 Hpou3BOoAHYI0 Oensona. Tepmun
«3aMellleHHas  TIIOKONMHpaHO3WI-3aMelleHHass  Npou3BojgHas  OeH3oja»,  Kak
HCIONB3yeTcs B JAHHOM 3asBKe, O3HayaeT, HO 0€3 OorpaHM4Y€HHs TaKOBBIMH, Kak I-
nuano-2-(4-nuknonponunbdensun)-4-(f-D-rnroxonupanos-1-min)-6ensou, ero
(hapManeBTHYECKH npueMJieMble COJIH, NPOU3BOJHEIE, MeTaboJIUTHI U
nposiekapcTBeHHble Gopmbl. Hanbonee npeanmodruTenbHO, TEPMHH [IIOKOMHAPAHO3HII-
3aMelleHHas NPOU3BOAHAs OeH30/a, KaK UCIONb3yeTcs B JaHHOM 3asBKe, o3Ha4aeT 1-
HyaHo-2-(4-uuknonponmidensui)-4-(B-D-rnokonupanos- 1 -uin)-6en3on UJIH €ro
a0byro  dapMauneBTHYECKH — OpuemieMylo  ¢GopMmy H/MIM  €ro  COJlb,  IJe
dapManeBTHUeCKH TnpHemiemas (opMa IMPEANOYTHTENBLHO MNPEACTaBIsSeT Cc000M
KPMCTAJUIAYECKMH  KOMIUIEKC Mexay l-nuano-2-(4-uuxnonponunbensun)-4-(B-D-
[IIIOKONMpaHo3-1-un)-6eH3onmom ©  oAHOH HMim  Oojlee  aMHHOKHCIOT, I
NpeANOYTHTENBHO OJHA WK 0oJiee aMHHOKHCIOT IMpPEACTaBAseT cobol npoauH, Gosnee

MpEeANOYTUTENBHO L-1posnH.
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XKunkas BomHas QapMaleBTHYECKass KOMIIO3HIHMS B  COOTBETCTBUH C
HacCTOSIIMM H300pETEHHEM COAEPXKHUT, IO KpaiiHed Mepe, oAHO (apMaleBTHYCCKH
aKTHBHOE COEIHMHEHHE, KaK pacKpelTO B JaHHOH 3asBKe, B YacTHOCTH, B ¢opme
3aMEIleHHOro O€H3MMHAAa30J1a, B YAaCTHOCTH, NUMOOEHJaHA, NPEAMOYTHTSIBHO B
urTtepBaie ot 0,01 r/100 mxt go 1 r/100 mn, 6onee npeanourutensbuo oT 0,05 r/100 mn

1o 0,5 r/100 mu, Hanbosee npeammoututeaIbHO oT 0,1 1/100 M1 1o 0,25 /100 mut.

bnaromaps Hu3KOH pacTBOPUMOCTH B BoJe (apMameBTUYECKH AaKTHBHOIO
COCIMHEHHS, KaK pacKpbiTO B JaHHOH 3asiBKe, MPEANOYTHTEIBHO 3aMEIICHHOro
OeH3uMHaa3oa, TAaKoro Kak nuMmoOeHaaH, npu 3HadeHusix pH, KoTopwle SBASIOTCS
HpUEMJIIEMBIMH  JUIS NEpOpaJbHOM  (apMaleBTHUECKON  KOMIIO3HUIMH, ABJISETCH
HEOOXOAMMBIM TpUOABICHUE OJHOTO WM OoJiee COMIOOUTU3UPYIOIIUX HAIMOJTHUTEIEH

K KOMIIO3HUIIHUU.

B HacrosmeM W300peTeHHH TaKHe COJIOOHJIH3UPYIOIHE HANOJTHUTEIH
OpeAcTaBiIsioT coGoif onuH wunu  Ooyiee 3TepUDUUUMPOBAHHBIX  NPOH3BOMAHBIX

OUKJIOOCKCTPHUHA.

Xunkas BoxHas ¢apmaneBTHYEcCKas KOMIIO3HIHMS B  COOTBETCTBHH  C
HacTOSIIMM H300peTeHHEM COINEPXUT OAHY HUIHU Oosnee ITepUPUIIHPOBAHHBIX
I POU3BOJHBIX LUKJIOAEKCTPHHA, IPEANOUYTHTENbHO B HHTepBase oT 5 r/100 ma go 40
r/100 mn, 6onee npeamouturensHo ot 10 r/100 ma go 35 r/100 mu, vambolee
npeanouturensHo ot 20 r/100 mn mo 35 r/100 mu Ha ongHy 3TepHPHUIHPOBAHHYIO

NPOU3BOIHYIO IHKJIOAEKCTPHHA.

TepMun  «3TepuduuUUpOBaHHAs  MNPOM3BOJHAS  ILMKJIOJEKCTPHHA»,  KakK
UCUOJIb3YeTCSd B JIAHHOH 3asBKe, BKJIIOYAET, HO 0€3 OrpaHHYEHHS TaKOBBIMH, Kak
3Tephl anboa-, 6eTa- WM raMMa-IUKIOAeKCTpUHA. [IpeanouTnTebHO onHa uiin Gojee
3T¢pUGUIHUPOBAHHBIX IPOU3BOJHBIX IHKIOJCKCTPHHA, KaK HCHOJB3YETCS B JaHHOM
3asiBKe, O3HayaeT 3TepU(HUIMPOBaHHBIC B-IHKIOAEKCTPHHBL, 00Jiee MPEATOYTHTENLHO

Takue, KOTOpble uMeioT Gopmyny I:
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@D,

rAs ocTaTku R He3aBHCHMMO Apyr OT Apyra NpeacTaBisiioT co00i rHApOKCHaIKHIBHBIE
IPYIIBI, @ 4acTh OCTaTKOB R MoxeT HeoOs3aTeNbHO M HE3aBUCHUMO JIpyr OT Apyra
[IpeACTaBIsATh COOOH aJKWiIbHBIE TpyNIbl. [IpeANOYTUTENBHO HUCHONB3YETCS YaCTUUHO
sTepuduupoBanspii  B-nuknogekctpun  ¢dopmynsl I, B koTtopoM ocratku R
HE3aBHCHMO Jpyr OT Jpyra MpeACTaBiIsioT co00fl Trpynmbl THAPOKCHUITHIA,
TUAPOKCUIPONHMIIA MM Jaurujapokcunponuna. HeoOsizaTenbHo, wacTh ocTarkoB R

MOX€ET, HalpUMep, NMPeACTaBIATE COO0# TI'pyNIbl METHIIA HJIH STHIIA.

IIpuMeHeHHe YACTHYHO METHIHPOBAHHBIX B-mukinoxekcTpuHoB ¢ 7 - 14
IpyNIIaMH  MeETHJIa B MOJIeKyJie [B-IHKJIONEKCTpHHA, TIIOCKOJIBKY OHH SBJISIOTCS

n3sectasiMu u3 DE 31 18 218, He noananaeT nox o6beM HaCTOSIIETO H300pETEHHUS.

YacTuyHeie OTEPHI B-III/IKJIO,ZICKCTPI/IHEI, BK/IIOYAIOIHE TOJBKO aJIKHJIBHBIC
Ipyniibl TaKHE€, KakK METHI, OTHII U TOMY HO,[I06HOC, MOTYT OBITh YacTHYHO
IIpUEMIIEMBIMH B COOTBETCTBHHU C I/I306pCTCHI/ICM, €CJIH OHH HMMCIOT HH3KYIO CTCIICHb

3aMElLIeHUs, IPEANOYTUTENIBLHO TaK, Kak onpexaeneHo Beiue, ot 0,05 xo 0,2.

laxxe Goyiee NMpeaNOYTHTENHHO, KOrJa OJHa WIM Oojiee 3TepUHIHPOBAHHBIX
NPOU3BOIHBIX LHMKJIOJACKCTPHHA, KaK HCIOJB3yeTCSs B JAaHHOH 3asBKe, MPEACTABISIOT
cofoii THAPOKCHITHII-B-IIUKI0ACKCTPHH, TUAPOKCUTIPOTTHII--ITUKIOACKCTPHH,

JUTCAIPOKCUIIPONUII-P-HUKIONEKCTPUH, CYIb(GOoOyTUN-ITEp-P-1IHKIIOAEKCTPUH.

Haubonee mnpeamnouyTutenbHO, KOorja oJiHa MM Oojiee ITEpUPUIHEPOBAHHBIX
IPOM3BOAHBIX IMKJIOAEKCTPHHA, KaK HCIOJb3yeTCs B JaHHOH 3asBKe, NpeICTaBISIOT
coboit  ruapokcunponun-p-muxkinonekcrpuds  (HPBCD), «xorTopelii  Ha3pIBaeTcH
ruipokcunponmiberagekc B EBpomeiickoit  ®apmakomee. ['mapoxcumpommi-f3-
nukionexkctpun (HPBCD) dapmaneBTuueckoit Mapku mnpoaaeTcsi, HaNpUMEp, HOJ
TOproBeiM HamMmeHoBaHueM Cavasol® W7 HP Pharma u moxer O®ITh 3akazaH y

Wacker, ['epmanus.
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berta-nuKIONEKCTpUH  MHpeacTaBisieT coOOi  COeOUHEHHE ¢  KOJIBIIEBOIM
CTPYKTYpOH, KOTOpO€ COCTOUT M3 7 €IMHUI aHTHAPOTIIOKO3BI; OH TaK)Xe Ha3bIBaeTCs
nuKrentaamuinosa. Kaxnoe u3 7 xoner TJIIOKO3bI CONEPXKHUT B 2-, 3- U 6-TIOJIOKEHHH
TPU TUAPOKCUIPYINIBI, KOTOPhle MOTYT OBITH OJTepUGHUIUPOBAHEL. B dYacTHYHO
3TepuPUIIUpPOBaHHON(BIX) ONHOH wnM Oonee P-MpPoU3BOAHOM(BIX) LHKIONEKCTPHUHA,
KoTopasi(ble) HUCIOJb3YETCSA(IOTCS) B COOTBETCTBHHM C JAAHHBIM H300pETEHHEM, TOJBKO
4acTb JTHUX THAPOKCUIPYII SBJISIETCS OSTepUPUIUPOBAHHOM ¢ TOMONIBI TIpyHIl
TMAPOKCHANIKUIA H, HE0Os3aTeNbHO, JONOJHUTENBHO ¢ NOMOIIBIO I'pynn ankuia. [Ipu
STepU(PUKAIUH C MOMOIIBI TPYNI THAPOKCHAIKHIIA, KOTOPas MOXET OCYHIECTBIATHCS
¢ NMOMOUIIBXO pPCAaKIHHU C COOTBCTCTBYIOIIHMMH AJIKHJIICHOKCHJAAMH, CTCICHDb 3aMCHICHHS
yKa3blBaeTcs Kak MoJisipHoe 3amelieHue (MS), a UMEHHO B MOJISAX aJKHJICHOKCHIA Ha
€IMHUIY aHTUAPOrIoko3bl (a1 cpaBHeHus mateHT CIIA Ne 3,459,731, kononka 4).
B ruapokcuankuioBBIX 3Tepax B-IHMKIONEKCTPHHA, HCIONb3YEMBIX B COOTBETCTBHH C
n300peTeHueM, MOJSAPHOE 3aMELIeHHE [NPEANOYTHUTENBHO MpeAcTaBifseT coOoif
takoBoe B uHTepBajue ot 0,05 go 10, 6onee nmpenmourutensuo ot 0,2 no 2. OcobGeHHo
NpPEANOYTUTENIBHBIM SIBISETCS MOJISPHOE 3aMmelieHue oT mnpubausurensHo 0,40 mo
npubnuzutenbHo 1,50. Drepudukanus ¢ MOMOINBIO AJKHJIBHBIX TPYII MOXET OBITH
yKa3aHa HEIOCPEICTBEHHO KaK crTeneHb 3amemeHus (DS) Ha eauHHNy TIIIOKO3HI,
KoTopas Yyka3biBaeTcss Oonpmie 3 I TONHOrO 3amemeHus. B u3oCperenmu
UCIONB3YIOTCS  YacTH4YHO  JTepuHUIUpOBaHHBIE  B-IUKIOMEKCTPHHBI, KOTOPHIE
HpEeJNOYTUTENHHO BKJIIOYAIOT KPOME THAPOKCHAIKHIBHBIX TPYI TaKXe aJKHIbHEBIE
I'pPyNIbl, B YACTHOCTH, IPYNIBl METUJIA HJIM 3THJIA, BIUIOTH J0 CTCHEHM 3aMEHICHHUS OT
0,05 no 2,0, 6onee mpeamourutrensHo ot 0,2 mo 1,5. Haubonee npeamoyTHTENnbHO
CTEIICHb 3aMEUICHHUs C IOMOUIBIO AJKHJIBHBIX I'PYNIBI COCTABJISAET OT MPHOIH3UTEIBHO

0,5 no npubnuzurenpuo 1,2.

B kauecTBe  COMOOWIH3HMPYIOMIETO  HANOJNHHTENS  TIHAPOKCHIpomui-f-
nukinoaekerpud (HPBCD) nponeMoHcTpupoBasi o4eHb NPEANOYTUTENbHBIC 3O PEKThI 1
OpUBOAUI K HauOosplieMy TMOBBINIEHHK)  PACcTBOPHMOCTH HCIOJIE3YEMOT0
(dapManeBTH4YECKH aKTHBHOTO COCIWHEHHS, TaKOoro Kak MHUMOOEHIAH MJIH €ro

(bapMaleBTHYECKH IPUEMJIEMAst COJTb.

I{HH MMpEeAOTBPANICHUST POCTAa MUKPOOPraHUu3MOB B paCcTBOpPE B TCUCHHUC II€EpHOaA
NpUMCHCHHUSA OOHH HJIN Ooliee PacTBOPHMBIX B BOJ€ KOHCEPBAHTOB HpI/IGaBJISIIOT K

x)uakoi BomHol (apmaneBTHUYecKOH koMmMmo3unuu. Takum obOpa3zom, KHIKas BOJHAS
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GapmaneBTHYECKas KOMIIO3HMIUSI B COOTBETCTBHH C HACTOALIMM H300peTEeHHEM
BKJIIOYAET OJUH MM Oojiee pacTBOPHUMEIX B Bojae KOHcepBaHTOB. OmuH uiH 6onee
PacTBOPHUMBIX B BOJ€ KOHCEPBAaHTOB SIBISIOTCS NPEINOYTHTEIHHO BBHIODAHHBIMHM W3
TPYHIIBI, KOTOpas COCTOMT U3 COPOMHOBOH KHUCIOTHI WIIM €€ COJIeH, MPeAOYTHTEIBHO
copbata HaTpus, copbara kanus, copbarta KalblHs; OEH30HHONI KHCIOTH HJIH ee
CoJieH, MpEANOYTHTENLHO OeH30aTa HATpud; XJopuaa OCH3AIKOHHS; XJIOPHAA
O€H3€TOHMS; XJIOpHAa LETHINHPHANHMA; MeTaOucyib(uTa HATPUS; alleTara HaTpHS;
napabeHoB M HX cosiell, MOPeANOYTHTENbHO MeTHinapabena, 3sTuinapabeHa,
nponunnapabena, OyrunnapabeHa, OyTmwinapabeHa HaTpus; WJIM HX KoMOuuanumii. B
Oaiee NpEeEANMOYTUTCIIPHOM BOIIJIOINEHHUH OJWH HWJIHU boiee pacTBOPpUMBIX B BOJIC
KOHCEPBAHTOB SBJIAIOTCS BBIOpAaHHBIMH H3 T'PYNIIBl, KOTOpas COCTOHUT H3 COPOMHOBOM
KNCJOTHI WIIM €€ COJIeH, NPeanoUTUTEIbHO copbaTa HaTpus, copbaTta Kaius, copbara
Kanbuus; OeH30HHOM KHCIOTBI HJIH € COJIeH, MPeNIoYTHTEIbHO OeH30aTa HaTpHs;
XJopuaa  O€H3alNKOHHWs;  XJopHJa OeH3eTOHHs; XJOpHAAa  LETHINHUPUIHHUS;
MeTabucynbpuTa HATpUA; amerara HaTpus, HIM HX KoMmOuHauui. OcobeHHO

NpEANOYTHTCIIBHBIM ABJISACTCS cop6m1013a;1 KHCJIOTa HJIH €€ COJIA.

XKunkas BonHas (apManeBTHYECKAas KOMIIO3HIMS B COOTBETCTBHH C
HaCTOSAIIMM HM300pPETEHUEM COJEPXKHT OJUH HIH Oojiee pacTBOPUMBIX B BOJE
KOHCEPBAHTOB B KOJIMYECTBE, KOTOPOE INMPEANOYTHTEILHO HAXOXUTCA B HHTEPBAJE OT
0,05 /100 M mo 3,0 /100 mn, Gonee mpeamourureapHo ot 0,10 /100 mu mo 1,0

r/100 mn, HauGosee npeanourutensHo ot 0,20 /100 ma go 0,40 r/100 M.

PacKprIThie BBHIIE pPAacTBOPHMEBIE B BOJE KOHCEPBAHTHI HE BBITECHSIOT
¢dapmaneBTHUECKH AKTHBHOrO COCAHHEHHUS M3 KOMIUIEKCA WMKIoAekcTpuHa, Kpome
TON0 W abCOJNIOTHO HEOXHJAaHHO, YKa3aHHbIE BbIIC pPacTBOPHMBIE B  BOJE
KOHCEPBAHTHl COXPAHAIOT CBOIO 3G (EKTHBHOCTh B NPHCYTCTBHH 3TEPUMUIUPOBAHHOMN

HPOU3BOJHON HHUKJIOAEKCTPHHA.

Taxum obGpa3om, pacTBOpuMBIE B BOJI€ KOHCEPBAHTHI, KaK MPEICTABJIEHO BEIIIE,
NO3BOJAIOT  o0ecneuumBaTh  COACPXKAINYI0O  KOHCEPBAHTHI  (apMaleBTHYECKYIO
KOMIIO3HIMIO, BKIIOYAIOIIYI0 LHUKIOAEKCTPHUH, KOTOpas SBIFETCA  OCOOEHHO
OpUAEMJIEMOM [ MepopajbHOro  H/MIM  NApeHTEepPaJbHOIO NpPUMEHEHHS B

Be’]TepHHapHOf'I MCEIHUIIMHE, IIPCANIOYTHTENIBHO IIEPOPAIBHOTO IPUMCHCHHS.
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Taxum obpa3oMm, B COOTBETCTBHHM C OJHHUM acClEeKTOM HacTosIlee H300peTeHHe
OTHOCHUTCA K >XKHAKOH BOJHOHM (apMalleBTUUYECKOH KOMITO3HIMH C KOHCEPBAaHTaMH,
BKIMIOYaromed oaHy uian 6osnee 3TepuPHIUPOBAHHBIX NPOU3BOIHBIX ITUKJIOJEKCTPHUHA,
oA¥H uiau Oojee PacTBOPUMBIX B BOJIE KOHCEPBAaHTOB H, MO KpaifHe#l Mepe, OIHO
bapManeBTHYECKH aKTHBHOE COCIMHCHHE, KaK pacKphiTO B JAHHOW 3asBKE, B
YaCTHOCTH, B (popMe 3aMelmeHHoro OeH3MMMAa30Jia, B YacTHOCTH, MUMOOeHaaHa, Ije
onHa uiau Oojee 3TepuPUUUpPOBaHHAs NPOM3BOAHAS NHKIOIEKCTPHHA ABIAETCS
BbIOpaHHOH U3 TIpynmel, cocTosiuied u3: 3Tepa anbdpa-, OeTa- H/UaM ramma-

OHKITOACKCTPHHA.

B cOOTBETCTBMM ¢ J[JONIOJHHUTEIABHBIM acleKTOM HacTosiiee wu3obGpeTeHue
OTHOCUTCS K coJepalled KOHCEepBAaHTHl IKHAKOH BOAHOHN ¢dapMaleBTHYECKOM
KOMIO3HIHH, KaK  ONMCHIBAeTCs  BBIIIE, BKJIIOYAKONIEH OJNHY HiId  Oojee
3TepUPUIMPOBAHHBIX NMPOM3BOIHBIX IHKJIOAEKCTPUHA, OJUH HIH 00Jiee paCTBOPUMBIX
B BOJE KOHCEPBAaHTOB M, MO KpaiiHe#l Mepe, oAHO (apMaHEBTHYECKH aKTHBHOE
COSMHEHHE, KaK PACKphITO B JaHHOM 3asiBKe, B YaCTHOCTH, B (opMe 3aMEIIEHHOro
Oed3uMujazona, B YAaCTHOCTH, nuMoOeHmaHa, rjAe oOgHAa WIH  Oojee
STCPU(UIOMPOBAHHBIX  IPOM3BOAHBIX  HUKJIOAEKCTPHHA  NPEACTABIAIOT  coOoii
3T¢pUUIMPOBAHHBIA  B-muKnogeKcTpuH. SIBNSeTCS HPEeANOYTHTENLHBIM, KOraa
3TCPUOULHUPOBAHHBIA  B-IIMKIOMEKCTPHH MpENACTaBlisieT CcOO0H T'HAPOKCHITHI-B-
OUKJIOJEKCTPHH, THAPOKCHIIPONUI-B-NHKIONEKCTPHH MIIH  JUTHIAPOKCHIPOTHI-B-
HUKJIOACKCTpUH. [laxe Oosee NpEeNNOYTHTENBHO, KOTAa JSTePHOHIHMPOBAHHBIN [-
HHKJIOACKCTPHH MNpeAcTaBiseT coboit ruapoxkcunponui-B-muknonexcrpun (HPBCD),

KOTOPBIN Ha3bIBaeTcs Kak ruapoxkcunponuiberanekc B EBponetickoit ®apMakoriee.

Cogepxainas KOHCEpBAHTHI XKHJAKas BOAHAs (hapManeBTHYECKAss KOMIIO3UIIMS B
COOTBETCTBUM C HACTOSIIUM H300pETEHHEM MOXET COJIepXaTh OJHMH HIH Ooliee
HaitogHuTened. OnuH wiu Gojiee HamoJIHUTENEH MOTYT OBITH BBIOpAaHBI W3 T'PYIIIIHL,
KOTOpas COCTOUT M3 aHTHOKCHJAHTa, pacTBOPUMOro B BoJe moJimMmepa, Oydepa,
areHTa s jaoBeneHuss pH, kpacuTenéil MWIM MacKUPYIOIIMX BKYC HHIPEIHCHTOB,

BKJIXO4as BKYCOBBIC ar¢HTHI.

IIpeAnOYTHTENIBHO MOXHO  HCIONB30BaTh, 10 KpalHeH Mepe, OAHH
pacTBOPUMBIH B BOJ€ aHTUOKCHAAHT W/HIJIHM, [0 KpaiiHeld Mepe, OJUH pacTBOPUMEIH B

Bojie moJsiuMep. boliee mpennodTHTENbHO, MO KpaiiHeidl Mepe, OJWH PacTBOPHMEIM B
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BOJE AHTHOKCHAAHT H, II0 KpalHeW Mepe, OJMH pacTBOPHUMBII B BOJE MOJUMEpP

IIpI/I6aBJ'I$IIOT B KQUE€CTBE HAIIOJHUTENECH.

B npeanodyTuTenbHOM BOIUIOIIEHMHM JKMJKas BoJHas (apmarneBTHUYecKas
KOMIIO3ULIMS B COOTBETCTBUM C HACTOSIIUM H300pPETEHUEM JONMOJHHUTEIBHO BKIIIOYAET,
10 KpallHeH Mepe, ONMH pacTBOPHMBIA B BOJE€ aHTHOKCHAAHT HW/UJHU, MO KpaiHei
M¢pe, OJHMH DAacTBOPHMBIM B BOJA€ NOJUMEp, Ooijiee NMPEANOYTHUTENBHO, MO KpakiHeit
Me¢pe, OJWH pAacTBODHMMBIM B BOJE€ AHTHOKCHIAHT M, O KpalHeW Mepe, OJHH

pacTBOPUMBIH B BOJIE MOJUMED.

Taxum 06pa30M, B COOTBCTCTBHH C IPCAINOYTHUTCIBHBIM  BOINIOUWICHHECM
HacToOAIICC I/I306peTeHHe SIBJISICTCS HAIIPABJICHHBIM Ha COACPXKAINYHd KOHCEPBAHTHI

KHIKYIO BOJHYIO (hapMalleBTHUECKYIO KOMITIO3UITHIO, BKITFOYAIOIYIO:
- olHy Uiy 6osiee 3TepuGHUIIHPOBAHHBIX NPOU3BOAHBIX UKIOACKCTPHHA,
- OJMH UK 0oJiee paCTBOPUMBIX B BOJIE KOHCEPBAHTOB;

NpPEANOYTHTEIBHO BBIOPAHHBIX M3 TPYIIBI, KOTOpas COCTOHT M3 COpPOMHOBOM
KHMCIIOTBl MJIH €€ cOoJIel, NpedNoYTHTEeNbHO copbara HaTpus, copbarta Kaiwus,
copbara xanpuus; OCH30HHOH KHCJIOTHI WU €€ COJied, NpeanoYTHTEIbHO
OeH30aTa HaTpusl; XJOpHIa OEH3aJIKOHHS; XJIOpHAa OCH3EeTOHHUS; XJIOpHAA
NeTUIIHPUIUHAS, MeTabuCynbpHUTa HATpHs; aleTaTa HATpHs; HapabeHOB M HX
coJie, NpeANoOuYTHTENbHO MeTuiInapabena, sTuinnapabena, mnpomnuinapadbena,

OytunnapabeHna, OyruianapabeHa HaTPHs; WIN HX KOMOMHALHIHA,

6oyiee NPENNOYTHUTENIBHO BBHIOPAaHHBIX HX TIPYNIBI, KOTOpas COCTOHT H3
COpOMHOBOH KHCIOTHI WM €€ Ccojiel, Npeamo4YTHTENbHO copbara HaATpHS,
copbata xanus, copbara Kanubllus, OCH30HHOW KHCIOTEI HJIM €€ CoJel,
IpeanoyTuTeNnbHo  OeH3oaTa  HATpUs; XJopuaa OeH3alNKOHHS, XJIOpHIa
OeH3eTOHHS; XJIOpHIA MLETHJINHPHIUHUS;, MeTabucynphUTa HATpHs; alerara

HaTpHs;, WJIH UX KOMOMHAIH;

- o KpaiiHeli Mepe, OJHO (apMaleBTHYECKH AKTHBHOE COCJUHEHHE, KOTOpOe
sBiseTcsl ¢1abopacTBOPUMBEIM B BOJE, OYEHb CIa0OPacTBOPHMBIM B BOJE HIIH

HEPACTBOPHUMEBIM B BOJZE,

NpEeANOYTUTECIBHO IIPH  YCJIOBHH, YTO KOPTHKOCTCPOHABI, B YaCTHOCTH,

IIpEAHHU3O0IIOH U €ro mnpoJICKapCTBEHHAsA Q)opMa ancrara nNpcaHu30JIOHa (CMOTpPI
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US 2004/152664), u (GTOPOXHHOJOHBI, B YaCTHOCTH, HUNPOPIOKCAIHH,

raTu¢I0KCanuH, MOKCH(IIOKCAIUH, cutadIoKCcaIH, noMedIoKCcalliH,
rpenagaoKcaiuH, reMo(IoKcaluH, HOp(oKcaIuH, oGJoKCcaluH,
n1eBo¢IOKCAIUH, TpoBaJIOKCAIINH u TOMY nono6Hoe (cMoTpH

WO 2004/089418), He3aBHCHMO ApYyr OT Jpyra SBISIOTCS MCKJIIOYEHHBIMH B
KayecTBe (apMalleBTHYECKH aKTHBHOTO COCJAMHEHHS, KOTOPOE HABISCTCS
c1abopacTBOpPUMBIM B BOJE, OUYEHb ClIaboOpacTBOPUMBIM B  BOJAC HIIH

HEpPAaCTBOPHMBIM B BOJIE; U
- 1o KpaiiHeH Mepe, OJIMH PacTBOPHUMBII B BOJ€ aHTHOKCHIAHT.

B cooTBeTcTBMM ¢ M300peTEHHEM SBISETCS NPEANOYTHTEIBHBIM, KOTAA >KUJIKas
BoqHass (apMalleBTHYeCKass KOMIIO3HMIMS BKJIO4YaeT, IO KpaliHeil Mepe, OJIHH
pacTBOPUMBIA B BOJIC aHTHOKCHAAHT, MOCKOJIbKY KOMOMHAIUs PacTBOPUMOIO B BOIE
KOHCEpPBaHTAa M AHTUOKCHJAHTa SBJISAETCS OCOOCHHO IMpEeNNOYTUTENIbHON JUIs TOro,
4TOOBl CTAOMIM3UPOBATh pPAacCTBOPUMBIM B BOJ€ KOHCEpPBAHT. SIB/ISETCS W3BECTHHIM
TO.IBKO MAaJo€ KOJMYECTBO AHTHOKCHIAHTOB, KOTOpPBIE SBJSIOTCS PAaCTBOPUMBIMH B
BOJE M IMpencTaBIsIOT coboif mpeamer oOCYXIACHHS, TaKHe IPEINCTaBISAIOT CO0Ooi
JOBYIIKH CBOOOJHBIX pajJUKajoB, BOCCTAHABJIMBAIOIIME areHTHl M/HIH XeJIaTHPYIOIIUE
ar¢HTel. PacTBOpuMEbIE B BOJE aHTHOKCHAAHTHI, KOTOPhIE MOTYT OBITh HCIIOJIB30BaHBI,
BK.IIOYAIOT aCKOPOMHOBYIO KHCIOTY HWIH e€ (apMalleBTHYECKH NPUEMJIEMbIe COJIH, B
4acTHOCTH, ackopOaT HaTpHs; JTUMOHHYK KHCJIOTY (0€3BOAHYH H/HIIM MOHOTHIAPAT)
win ee (GapManeBTHYECKH MpPHEMJIEMbIC COJH, B 4YaCTHOCTH, IUTpaT HaTpHS;
3PUTOPOUHOBYIO KHCJIOTY; dbymapoByo KHCIIOTY; 10JI0YHYIO KHCIIOTY;
MOHOTHOIJIMLEPHH; (OCPOpPHYIO KHUCIOTY; MeTaOucylnbpUT HATpHUS; MeTaOUCYIbPUT
Ka.1usi; NMPONMHOHOBYIO KHCJOTY; OHUCYJIb(GUT HATpHsA; CylIbOHT HATPHSA, pECBEpPaTpol,
Oy THITHAPOKCHAHHU30J, MPOU3BOJAHBIE TajlllaTa, B YaCTHOCTH, IPONHJTraiaT, HJIH HUX
KOMOMHAaIMU, NPEANOYTUTENBHO acKOPOMHOBYIO KHCJIOTY WIH €€ (hapMaleBTHYECKH
[IPAEMIIEMBIE COJIM, JHMOHHYIO KHUCIOTY (0€3BOJHYIO W/WIM MOHOTHApAT) HJH €€
(bapManeBTHYECKH IpPHUEMJIEMbIE COJIH, METAOUCYNL(UT HATPUA HIIM METaOUCYIbOHT
Kaiusa. OcoOEHHO NPENNOYTUTEIbHON SBISIETCS acKOpOWHOBas KHUCJIOTa WM €€

d)apMaueBTqucxn NIpUEMIIEMBIC COJIN.

Cucrema KOHCEpBaHTOB, BKIIOYAlOINas OAMH MM OoJiee PACTBOPHMBIX B BOJE
KOHCEpPBAaHTOB, NPEANOYTUTENFHO B (OpMe KUCIOTHI HJIM €€ COJIM, W, 0 KpaiHei

MEpPC, OOHH paCTBOpI/IMHﬁ B BOJAC AHTHOKCHIAHT, ObL1a HNpOACMOHCTPHPOBAHA Kak
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Takas, Kotopasg sBiseTcad 3Q(PeKTUBHOH MJIsI COXpPAaHEHHS OMHCAHHBIX BBINIE >KHAKHX
BOJHBIX (papMalleBTHYECKHMX KOMIIO3MIIMH NpPH OTCYTCTBHH HETraTHBHOIO BIIMSHHUS Ha
KOHIIEHTpaUHiO (apMaleBTHUYECKd AaKTHBHOIO COCAWHEHHMS B (apMalleBTHYECKHX
KOMITO3HIHMSAX. B COOTBETCTBHMU C ITHM, B NPEANOYTUTEIHHOM BOILIOIEHHH >KHIKAs
BOJHas (papmaneBTHUYECKass KOMIIO3HUIUS B COOTBETCTBHM C H300pETECHHEM BKIIOYAET
olUH uinu Oojee pacTBOPUMBIX B BOJIe KOHCEpPBAHTOB H, IO KpaiHeH Mepe, OJHH

paCTBopHMBIﬁ B BOJC aHTHOKCHJIAHT.

beiio o0HapyXe€HO, 4TO, B YaCTHOCTH, COpPOMHOBas KHCJIOTa HMJIH €€ COJIb
JEMOHCTPUPYET NPEANOYTHTENbHBIE XapaKTEPUCTHKH H COOTBETCTBYIOIIHM 0Opa3om
COXpaHsAeT JXXHAKYKO BOJHYIO (apMaleBTHUYECKYI0 KOMIIO3HMIIMIO, Jaxe ImpH Oolee
BBICOKOM KOHIICHTpallMH, YEM B PAcTBOpax, KOTOPbIE HE CONEpPXKaT LHUKIOAEKCTPUHA.
C ToukHM 3peHHs cOXpaHEHHUsI OT MHKpoOboB uHTepBayi pH ot 2,5 1o 4.5. B 4acTHOCTH,
3,5, sBisiercs IpeMMYyLIeCTBEHHbIM (1), Koraa HaxoJMTCs B KUCIOTHOM JHaNa3oHe
(y:1y4yiieHHas aHTUMHKpOOHass aKTHMBHOCTBH Ja)ke NpPH OTCYTCTBHM KOHCEPBAHTOB) U
(2) xorja HaxOAMTCS 3HAYUTEJBHO HMIXKE€ 3HA4YCHUS KOHCTAHTBl KHCJIOTHOM
nuccounauuu (pKy) 4,75 nns copbunoBoit xuciorsl. Tonsko nmpu 3HaueHusx pH Huxke
pK.a 3HauuTenbHas 4acTh COPOMHOBOH KHCIOTHI NMPUCYTCTBYET B MPOTOHHPOBAHHOM
(He3apsAKEHHOM) COCTOSSHMM, KOTOpOE SBISETCS HEOOXOAUMBIM i nuddy3uu yepes

KJIETOYHbIe MeMOpaHbl OakTepuii U rpubOB.

KpoMe Toro, mpucyrcTBHe, IO KpalHedl Mepe, OJHOTO0 pacTBOPHMOIO B BOJE
AaHTHOKCHJAHTa  OKa3blBaeT  IIO3UTHBHOE  BIHsSHHE HAa  (apMaleBTHUYECKYIO

KOMHOO3HIHIO B COOTBETCTBHH C HACTOAILITHM H306pCTeHI/IeMZ

PacTtBopuMBIil B BoJ€ aHTHOKCHJAHT, NPEANOYTHTENHHO acKOPOHHOBAas KHCJIOTA
UK ee colid, Oblla oOHapy)keHa Kak Takas, KoTopas CTaOHIH3UPYEeT OAWH HiU Gojee
pacTBOPHMBIX B BOJI€ KOHCEPBAHTOB, HallpuMep, COPOMHOBYIO KHCIIOTY HJIH €€ COJIH, B
kovrno3unuu. Kpome Toro, pacTBOpMMOCTh OJHOrO Hiu Ooliee pacTBOPHUMBIX B BOJE
KOHCEPBAHTOB MOXET OBbITh IIOBBIIIEHA, €CJIHM IPUCYTCTBYET, MO KpaHed Mmepe, OAWH
aHTHOKCHJAHT. AHaJM3bl IIOKa3all IOBBIIIEHHE PACTBOPHMOCTH COPOMHOBOH
KHCoThl npubinmusurensbHo Ha 0,25% (Bec./06.) ¢ mnomomip0 TipuOaBlICHUS

acKOpOHMHOBOM KHCIIOTHI.

Kpome ToOro, HEKOTOpblE pacTBOpPHUMBIE B BOJE KOHCEpPBAHTHI, TakHe Kak

CO])6I/IHOB35{ KHCIIOTa H cop6aT Kanud, ABIAKOTCA YYBCTBHTCIBHBIMH K OKHCIICHHIO
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TaKk, 4YTO CleAyeT INPEeAlNOYTHUTEIbHO NpubaBiIsiTh, 1O KpaiiHed Mepe, OIUH

AHTHOKCHJAHT.

He3nauuTensHple KOJHYECTBA AHTHOKCHAAHTa MOTYT CO3JaBaThb IIPpCHMYILICCTBA

piRIp:| Q)apMaueBanecxoﬁ KOMIIO3HIIHUA B COOTBETCTBHH C HACTOAILIUM I/IBOGPCTCHI/ICM.

B nonoJiHUTENbHOM acleKTe XUIKas BoJHas (hapMalleBTHYECKas KOMIIO3HUIIUS B
COOTBETCTBHHM C HACTOSIIUM H300peTEeHHEM BKIIOYAeT, NO KpaiiHeW Mepe, OJuH
pacTBOpDUMBIH B BOJE AHTHOKCHAAHT B KOJHUYECTBE, KOTOpPOE MPEANOYTHUTEIBHO
Haxongutcs B uHTepBane otT 0,2 r/100 ma mo 2,0 r/100 ma, B wactHocTH, oT 0,3 r/100

mit 7o 1,0 r/100 M.

B nomonHHUTENbHOM acmekTe KUjikas BoJHas (apMaleBTHYeCKas KOMIIO3HUIIUS B
COOTBETCTBHHM C HACTOSIIHUM HM300pPETEHHEM HMEET COOTHOHIEHHE pPacTBOPUMOIo B
BONE KOHCEpPBAHTAa U AaHTHOKCUJAHTA, KOTOPOE MPEIIOYTUTEIHHO HaxXOJIUTCS B
untepsane ot 0,1 no 10, B yactHoCcTH, OT 0,1 1o 1,5, Hauboyee NMpeANOYTHTEIIHHO OT

0,2 mo 0,8.

B coorBercTBHHM ¢ H300peTeHHeM ObLIO OOHapyXeHO, YTO KOHLEHTpAIHs
¢dapManeBTHYECKH aKTHBHOT'O COEIHHEHHS, KOTOPOE PacTBOPAETCSA C MOMOIIBIO OJHOM
wi  6osiee STepUPUIIMPOBAHHBIX MPOU3BOJNHBIX IHKIOJAEKCTPHHA, MOXET OBITh
JONONHUTEIPHO YBEJIMYEHO IyTeM npubaBieHUs, 0O KpaiiHed Mepe, OJHOro

pPacTBOPHUMOI'O B BOJI€ IIOJIUMEPA.

brino oOHapyXeHO, UTO pacTBOPHMBIM B BOJE MOJUMED HE OKA3LIBAET BIUSHUS
Ha 9S¢dexkTUBHOCT, KOHCepBaHTa. KpoMe TOro, omucaHHoe 0Opa3OBaHHE
caMOarperdpoBaHHBIX KOMIIJIGKCOB H/WIM OOpa3oBaHHE arperaroB MOXeT OBITh
JOMNONMHUTENBHO  CHM)KEHO MM  TNOJHOCTBIO  NPENOTBpAIEHO ¢  MTOMOINBIO
HAIOJIHUTENEH, KOTOphIE CONIOOUIIM3UPYIOT W CTaOMIIM3UPYIOT TaKHe arperarsl,
HalIpUMep, C MOMOINBIO PACTBOPHUMBIX B BOJIC MOJHUMEPOB TAKHUX, KaK MPOH3BOLHBIE

OC. 1JIK0J103b1.

B nonosHeHne K 3TOMY, BKJIIOYEHHE TaKHX PacTBOPHUMBIX B BOJE IOJHUMEPOB B
KOMIIO3HIIHIO MOJXET HCIOJIB30BaThCA JJIs ONTHMH3AIUH BA3KOCTH MEPOPAIBLHOIO

pacTBOpa 4Jjid oOneruenus AO03HUpOBaHHs, HAIPHUMEDP, U3 IIJIACTUKOBOTO LINTPpHIIA.

B cooTBeTcTBHHM C H300peTeHHEM, MO KpaliHelt Mepe, OJIMH PacTBOPHMBIH B BOJIe
IIOIMMEP MMEET MPEANOYTHTEIBHO MOJEKYIsapHylo maccy oT 5000 mo 500000 r/mois,

6o:1ee npeamouTHTENHO 0T 10000 10 300000 r/™Moub, Kaxe Golee NPEANOYTUTEIBHO
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ot 15,000 no 200000 r/mons, naxe Oosiee nmpeamoututeapbHo ot 20000 mzo 200000
r/Moinb. [IpuMeps! yka3aHHBIX PACTBOPHUMEBIX B BOJI€ NMOJIMMEPOB NPEACTaBILIOT coboif
THAPOKCHIIPOIIHJIMETHIILEIUIION03Y (runmpomeiio3sy, HPMC),
THIPOKCHIIPONHIILEIUIIONO03Y, KapOOKCHMETHIILENIION03Y, THAPOKCHITHIIIEIUIIIONO03Y,
U IPOKCUITHUIIMETHIILIECILIIONO03Y, 3THIIEIUTIONO03Y, METHJILEJUTIONO3Y,
IIOJINBUHUJIIUPPOIUAOH, MOJUBHHMJIANETAT, A TakKXe HUX KOMOMHAIMM HIIH

COMMOJHMEPHI, IPEANTOYTUTCIBHO THAPOKCUNIPONAIMETHINEIIIIOTIO3Y (FI/IHPOMCJ’[HO3}’).

Kunkass BogHas papmaneBTHUECKass KOMIIO3HUIUS B COOTBETCTBHHM C HACTOSLIUM
U300peTeHneM HeoOs3aTeNbHO COJEPXKHUT, 10 KpaiiHell Mepe, OOWH pacTBOPUMBIN B
BOIE IOJNUMED IPEANOYTUTEIBHO B KOJHNYECTBE, KOTOPOE HAXOMHUTCA B MHTEPBAJC OT
0,01 r/100 mn mo 0,75 r/100 mu, 6onee npeanoururensHo ot 0,02 r/100 ma go 0,50

r/100 mu., Hanbonee npeanmoutruresibHo oT 0,05 r/100 mur go 0,30 r/100 M.

Taxkum o6pa30M, B COOTBETCTBHH € NPEANOYTHTCIBHBEIM BOINICHICHHEM
HacTosAHee I/I306peTCHI/IC SIBJIIETCA HAIIPaBJICHHBIM Ha COACPXKAINYIO KOHCCPBAHTEHI

KEJIKYIO BOJHYIO (papMaIneBTHYECKYI0 KOMIIO3HIIHIO, BKIIIOYAIOILYIO
- onHy unHu 6oJee 3TepHPUIHPOBAHHBIX IPOU3BOIHBIX HKIOAEKCTPHHA,
- OJIMH wiH 0oJiee paCTBOPUMBIX B BOJI€ KOHCEPBAHTOB;

HNPEANOYTUTENBHO BBIOPAaHHBIX M3 TPYIIBI, KOTOpas COCTOMT H3 COpOMHOBOM
KHCJIOTBI WJIM €€ COJIEH, MpEeNNoYTUTENIbHO copbara HaTpus, copbara Kalws,
copbara Kanblus; OCH30HHOH KHCIOTHI HJIH €€ COJIeH, MPEeANmOYTHTEILHO
OeH30aTa HaTpHs; XJopHJa OCH3aJKOHHS;, XJopHAa OCH3ETOHHUSA;, XJIOPHAA
LNETUINMPHINHUS; MeTabucynb(uTa HaTpHUs, anerara HaTpHsA; mapabeHOB H HX
colel, NpeaNoYTUTENbHO MeTuianapabeHa, sTuinapabeHa, mpomnuinapabexa,

Oyrunnapabena, 6yrTunnapabeHa HaTPHs; HIIH HX KOMOMHAIHM,

OoJsiee MpPENNOYTHTENBHO BBHIOPAHHBIX W3 TIPYNNbl, KOTOpas COCTOMUT H3
COpOMHOBOM KHCIOTHl HJIH €€ CoJied, INpPeaNoyYTUTEeIbHO copdara Harpus,
copbata kanus, copbara Kanplus; OEH30HHOW KHCJIOTBI HJIH €€ COJeH,
OpeANoYTUTENIbHO OeH3oaTa  HaTpHUs;, XJopujaa OEH3aJdKOHHsA, XJIOpHIA
OCH3EeTOHHMS; XJNOpHUJa UETHINHPUIUHHUSA, MeTaObucynb(uTa HATpHsA;, aleTara

HaTpHs; UJIM UX KOMOMHALINH;
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- no KpaifHe#i Mepe, OgHO (apManeBTHYECKH AaKTUBHOE COEAMHEHHE, KOTOpOe
sBaseTcs clab0 pacTBOPUMBIM B BOJE, OYeHb cnabo pacTBOPHUMBIM B BOJE HJIH

HEpPAaCTBOPHMEIM B BOJIE;

NpEeANOYTUTENFHO TIIPH  YCIOBHH, YTO KOPTHKOCTEPOHABI, B YacTHOCTH,
NpEeAHU30J0H M €ro IpojieKapcTBeHHas (popma NpeaHH30/I0HA aneraar (CMOTPH

US 2004/152664), w (TOpPOXHHOJOHB, B YacTHOCTH, IUNPOPIOKCAIUH,

raTu(IOKCallNH, MOKCH(TIOKCAHH, cartadiokcanuy, noMedIOKCaluH,
rpenagnokcanuH, reModiokcaIus, HOpGIOKCAIH, odoKcaluH,
neBodoKcanuH, TpoBadIoKcaluy U TOMY nojo0Hoe (cMmoTpH

WO 2004/089418), He3zaBUCUMO JApYr OT JApyra, SIBASIIOTCS HCKIIOYEHHBIMHU B
KayecTBe (apMaleBTHYECKH aKTUBHOTO COEIWUHEHHS, KOTopoe sBiseTcs ciabo
pPacTBOPUMBIM B BOJE, OYeHb cJIab0 pacTBOPUMBIM B BOJE WU HEPACTBOPHMEBIM B

BOJIE; U
- IO KpailHeH Mepe, OTMH PAaCTBOPHUMBIM B BOJIE€ ITOJTUMED.

B cootBeTcTBUE ¢ u300pereHueM 3Hauenue pH dapmaneBTHYECKOM KOMIO3HIIHMHA
I TepopajbHOTO0 NPUMEHEHHS NpPeANOYTHTENbHO cocTaBisier oT 2 mo 10, Gomee
npeanoyturenbHo or 3 nmo 10, Oosee mnpenmoururenbHo oT 3 no 8, Oonee
npeano4TuTensHo oT 3,1 nmo 8, Gosee mpeamoutrHTeSbHO OT 3 g0 7, naxe Oonee
MPEeANOYTUTETRHO OT 3,2 g0 7, naxe OoJjiee MPeANOYTUTENBHO OT 2,5 m0 5, HaubGonee
NpeanouTuTeIbHO OoT 3 10 5. OCo0eHHO NMPEeANnOYTHTENbHBIM SBISETCA 3HaucHue pH
oT 3,3 no 6, B yactHocTH, OT 3,4 10 5, B yacTHOCTH, OT 3,4 n0 4. IlyreM npuvMeHeHus
caMoro HH3KOTO MPEeANOYTHTEIHHOr0, HO BCE e€me IpHemieMoro 3Hadenus pH
SB.ISETCS BO3MOXHBIM JOIIOJHHTEIHHO MOBBICHTH PacTBOPHMOCTH (papMalleBTHUYECKH
AKTHBHOTO COEJHWHEHHS, KaK PAaCKPHITO B JAHHOM 3asBKE, TAKOro Kak MUMOOEHAaH, 1o
CPABHEHHIO C TakoBbIM npu Oonee BeicOKMX 3HaueHusx pH. Kpome nydmneit
pacTBOpUMOCTH ¢apManeBTHYECKH aKTHUBHOTO COEJIMHEHHUS 10 CPaBHEHHIO C TaKOBOM
niaa Oonee BoICOKMX 3Ha4YeHHit pH, wHTepBan OGosiee Hu3Koro 3Hauenus pH umeer
JNOTONHUTENPHOE MPEMMYIIECTBO B OTHOINCHHH YJIydmeHHOW 3¢ ¢eKTHBHOCTH
KOHCEepBaHTa. YiayullleHHas 3()QeKTHBHOCTh KOHCEpPBAHTA INPUBOAUT K Oosiee HU3KOM
KOHI[EHTpAlMW JaHHOTO KOHCEpPBAaHTa, KOTOopas sBIseTCs HeoOXoAuMoH g

JOCTHIXCHHUA al€KBAaTHOT'O 3(1)(1)CKT3 KOHCCpBaHTA.
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oaHy wid 6oJiee 3TepHPUIIMPOBAHHBIX NPOU3BOAHBIX LIUKIOJEKCTPUHA,
OJWH MU 6oJiee pacTBOPHUMEIX B BOJIE KOHCEPBAHTOB;

NPEANOYTHTEIHLHO BBIOPAHHBIX M3 TPYNIBI, KOTOpas COCTOMUT M3 COpPOMHOBOH
KHCIOTBI MJIM ee Cojiedl, MpeamouYTUTEIbHO copbara HaTpus, copbara Kaius,
copbata Kanblius; OCH30MHOH KHCIOTBI MJIM €€ COJIEH, NPeAnOYTUTEIHHO
OeHzoara HaTpus; XJopuaa OeH3aJIKOHHS; XjJopuia OEH3ETOHHsS; XJIopHujia
NEeTHINUPUAMHNS, MeTaOuCylnb(uTa HATpHs; aleTaTa HaTpus; napabeHOB U HX
coJielf, NpeaIoOYTHTENIbHO MeTHianapabena, osTunnapabeHa, nponuinapabeHa,

Oyrunnapabena, OyruinapabeHna HaTpHs; UIH UX KOMOUHAUHUH,

OoJiee MPENMOYTHTENBHO BHIOpPaHHBIX M3 TIPYNNBl, KOTOpasg COCTOHT H3
COpOMHOBON KHCIIOTHI HJIH €e Ccoleil, NpeAno4yTUTeNbHO copbara HaTpus,
copbara kanus, copbara Kanblus; OCH30HHOH KHCIOTBHI HIM €€ COJIEH,
OpPEANMOUYTHTENbHO OeH30ara HaTpHs; XJopuaa OEH3alIKOHHUSA, XJIOpHIA
OCH3ETOHMS; XJOpHJIa NETHWINMHPUIUHUI, MeTaOucylIb(QuUTa HaTpus; alerara

HATpHs; WK UX KOMOMHAIMIT;

no KpaiiHe#l Mepe, OXHO (hapMalleBTHYECKH AaKTUBHOE COEAMHEHHE, KOTOPOE
ABIgeTCs ¢1ab0 pacTBOPHMBIM B BOJE, OY€Hb CJIab0 PACTBOPHMBIM B BOJE HIIM

HCPaCTBOPHMEBIM B BOIE,

INPEeINOYTHTENPHO MpPH YCIOBHH, YTO KOPTHKOCTEPOHABI, B YaCTHOCTH,
IPEIHU30J0H M €ro mpojieKapcTBeHHas (opMa NpeaHH30JI0HA auerara (CMOTPH

US 2004/152664), u  (PTOPOXUHOJIOHBI, B YacCTHOCTH, NHIPOQIOKCAIIHH,

raTu¢IoKCaliiH, MOKCH(IOKCAIHH, catadIoKcanuy, noMedioKcanuH,
rpena¢roKcaliH, reMo(JIOKCaluH, HOp(IIOKCaIuH, odoKcanuH,
JgeBo(IIoOKCanyH, TpoBadIoKcanuH H TOMY nonobHoe (cMoTpH

WO 2004/089418), HezaBUcHMO ApYr OT JApyra SBISIOTCS HCKIIOYEHHBIMH B
KadecTBe (papMalleBTHYECKH AKTHBHOIO COENMHEHHS, KOTOpoe SBJAETCS Ciabo
pacTBOPHMBIM B BOJIE€, OYEHB €1a00 pacTBOPHMBIM B BOJE HJIM HEPACTBOPHMBIM B

BOJIE;

1o KpailHel Mepe, OJMH pacTBOPHUMBIN B BOJI€ aHTHOKCHAAHT; U
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- 110 KpaiiHeit Mepe, OIUH PACTBOPUMBIH B BOJIE IOJTHUMED.

B COOTBETCTBHHM C [JONOJHHTEIBHBIM AacleKTOM HacTosliee H300peTeHne
OTHOCUTCS K JKMJAKOH BOIHOM (apManeBTHUECKOH KOMIIO3HMLIMH, KaK ONHCHLIBAECTCS
BEIIIIE, BKJIIOYAIONIEd, @0 KpaiiHeil Mepe, OJHO (apMaleBTHYECKH aKTHBHOE
coeaMHEHHE B (popme, MO KpaiiHeil Mepe, OJHOro 3aMEIIeHHOro OeH3MMHAA30j1a HIIH
ero (¢apManeBTHYECKH IPHEMJIEMOH COJIM HIM 3aMEIIEHHOIO OKCHKama HIH €ro
dapMmarieBTHYECKH NPUEMJIEMOH CONM, MM 3aMEINEHHOTO HMMHUJA30JHHOHA HIH €ro
dapmaneBTHYECKH ~ IpHEMIIEMOH  CONM, HJIM  3aMEUICHHOW  TJIIOKONMHPaHO3MUII-
3aMelIeHHONH NpOM3BOJHONW OeH3o1a HiIM e¢ (hapMaleBTUUYECKH NpUEeMIIeMOH (OopMBbI
H/UIU CONH, OJHY WM Ooyiee 3TepUGUUMPOBAHHBIX NMPOU3BOAHBIX HHUKJIONCKCTPUHA B
Gopme 3TepUPUIIUPOBAHHOTO B-HAKIOAEKCTPUHA, OOMH MM OoJice PacTBOPHUMBIX B
BOJE KOHCEPBAHTOB, HeoOsA3aTeNbHO, MO KpaliHEH Mepe, ONMH pacTBOPUMBI B BOJC
noauMep MW, HeoOs3aTenbHO, IO KpalHe#d Mepe, OINMH pacTBOPUMBIM B BOJE

AETHOKCHUJIAHT.

Takum oOpa3oM, HacTosmee H300peTeHHE NPEANOYTHTENLHO OTHOCHTCS K
KMAKOHM BOAHOM (apManeBTUYECKOH KOMMO3UIMM, KaK OIIMCHIBAETCS  BBHIIIE,

BKJIIOYAIOIEH

a) 1o KpaiiHeil Mepe, OQHO (apMaleBTHYECKH aKTHBHOE coequHeHHe B (opme
3aMeLIeHHOro OeH3MMuaa3ona Wik ero (apMaleBTHUYECKH MPHUEMIEMOR COJIH,
MPEeANOYTUTENBHO THabeHa3ola, ¢dbybepunazona, okcubeHnasona,
napbenmazona, kambenmazona, mebennasona, ¢Genbennazona, ¢uybennasona,
anpbeHazona, okcenaasoa, HOKoa301a, acTeMH30Ja WM NHMOOEH[aHa MU
ux  (dapManeBTHYECKH  TNpUEMJEMBIX  cojel, Oonee  NpeANOYTUTENILHO

nuMoOeH1aHa Uil ero papMareBTHYECKH IPUEMIIEMOH COJIH;

b) oaHy unm Gonee d>TepHUPUIHUPOBAHHBIX MPOU3BOMHBIX IHKJIOJEKCTPUHA B (popMme
TEPUPHUIHMPOBAHHOTO B-IIUKIOAEKCTPHHA, MPEANOYTHTENBHO TUAPOKCHITHI-[-
IMKIOJAEKCTPUHA, THAPOKCHIPONUI-B-IHKIOAEKCTPHHA, TUTHIPOKCHIIpONu-B-
HUKJIOJAEKCTpHHA, GoJlee MPEANOYTHTENHHO THIPOKCHIIPOIII-B-1IUKI0OEKCTPHHA

(HPBCD);

¢) oauH miM Ooyiee pPACTBOPHMBIX B BOJE KOHCEPBAHTOB, MNPEANOYTUTEIBHO
BLIOpaHHBIX W3 TPYNIBI, KOTOpas COCTOHT M3 COPOMHOBOW KHCIOTHI HIJIH ¢

coneii, OCH30HHOM KHCIOTBI MJIM €€ cojieii, xnopuaa OeH3alKOHHUS, XJIOpHUIa
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OCH3EeTOHMs, XJIOpUIAa LETHINHPHAHHHS, MeTabucyibpUTa HATPUSA, aleTaTa
HaTpHs; napabeHOB MW HUX coieil, NpeANOYTHTEIbHO MeTHiapabena,
sTunnapabena, nponmwinapabeHa, Oyrunnapabena, OyTunmapabeHa HaTpus, HIA
UX KOMOHMHanui, Gojiee NpPEeANOYTHTENbHO BHIOPAHHBIX M3 TPYIIIBL, KOTOpas
COCTOMT M3 COpPOMHOBOH KHCIOTHI MJH €€ CoJiel, NpeANoYTHUTEIbHO copbara
HaTpus, copbara kamus, copbara Kajablus; OCH30MHONM KHMCJIOTHI MJIH €€ COJIEH,
NPEANOYTHTENLHO  OeH30aTa HATpHs; XJOpHAa OEH3aTKOHHA;, XJOpHIa
O€H3€TOHHS; XJIOpPHAAa LETUINHPUIUHUSA; MeTaOuCyab(UTa HATpHs; alerara
HaTpus, MJIH HMX KoMOMHanu#, Haubosnee MNPEANOYTHTENBHO COPOHHOBOM

KHACJIOTHI UJIH €€ COJICH;

HeoOA3aTeNIbHO, HO B COOTBETCTBHHM C HPEANOYTHUTEILHBIM BOILIOUIEHHEM, IIO
KpaliHell Mepe, OOHMH pPAacTBOPUMBIH B BOJE AHTHOKCHIAHT, MPEANOYTHTEILHO
aCKOpOMHOBYIO KHCJIOTY HJIH €€ COJIb, JIJAMOHHYIO KHCIOTY (6€3BOAHYIO W/HMIIH
MOHOTHJIpAT) HJIH €€ COJIb; METaOUCYIbGUT HaTpUsA, METAOUCYTbYHUT KalIHs HIH

pecBepaTpot; u

HeoOs3aTeJIbHO, HO B COOTBETCTBHH C HPEANOYTHTEIBHBIM BOILIOIIEHHEM, IIO
KpalHEH Mepe, OJlMH pacTBOPUMBIH B BOJE MOJHMEP ¢ MOJIEKYJISPHON Maccoi ot
5000 go 500000 r/mone, mpeamoutrutensHo ot 10000 mo 300000 r/moub, gaxe
b6onee mnpeamoututensHo ot 15000 go 200000 r/Moas, naxe Goisee
npeanoytutensHo ot 200000 mo 200000 r/mMoyib, NPEANOYTHTEILHO
THAPOKCHIIPONUIMETHIILECILIION03Y, THAPOKCHIIPOIMIILEILTION03Y HIIA
METHJILEIIION03Y, OoJjiee MPEANOYTUTENFHO T'HAPOKCHIPOIIHIMETHIIE/UII0I03Y

(runmpoMeniosy).

Taxum o6pa3om, HacTosmee H300peTeHHE NPEANOYTHTENLHO OTHOCHTCA K

XKUJIKOH BOAHOH (QapMmaleBTHUYECKOH KOMITO3HMIIHM, KaK OIMCBHIBAETCS  BBIIIE,

BK.TIOHYAIOUIe

a)

00 KpaliHe# Mepe, oAHO ¢apMaleBTHYECKH aKTHBHOE cOeJuHEeHHe B (opme
3aMEIIEHHOr0 OKCHKaMa MJIH ero (¢apMaleBTHYECKH TNPHEMJIEMOH COJH,
[PENNIOYTUTEILHO aMIIMPOKCHKaMa, JPOKCHKaMa, JIOpPHOKCHKaMma, MHPOKCHKaMa,
TEHOKCHKaMa H MEJIOKCHKaMa, MJIM MX (apMalleBTUYECKHE NPHEMJIEMBIX COJICH,
GoJiee IPEANOYTHUTEIBHO MEJIOKCHKaMa WM ero (¢apManeBTHYECKH IPHEMIIEMO

COJH;



10

15

20

25

30

b)

d)

27

OoIHy HJIH 6osiee 3TepuHUIHPOBAHHBIX IIPOU3BOIAHBIX IHUKIOAEKCTPUHA B (popme
3TepHOULIHEPOBAHHOIO [B-IUKIOAEKCTPHHA, NPEANOYTHUTENHHO FHIAPOKCHITHII-S-
LUUKJIOAEKCTPUHA, THAPOKCUIPONMWI-B-IUKIOAEKCTPUHA, AUTHAPOKCHIIPOIHII-B-
LIUKJIOAEKCTpHHA, 6ojiee NpeANOUYTUTENbHO TUAPOKCHIIPONUII-B-IIHKIOKEKCTpHHA

(HPBCD);

ONMH unM OoJsiee pacTBOPHUMBIX B BOJE KOHCEPBAHTOB, IPEANOYTHTEILHO
BBIODAaHHBIX M3 TIPYIIBl, KOTOpass COCTOHT W3 COPOMHOBOH KHCIOTHI HIIH €€
coyiei, OEH30HHOM KMCJIOTBI WU €€ CoJIeH, XJjiopuaa OeH3aJKOHHs, XJIOpHIA
OcH3eTOHHUS, XJOpHAA LETWIIMUPUIUHHA, MeTabucyinbduTa HATpHs, alerara
HaTpus; mnapabeHOB M MX COJIeH, NpPeANnoYTHUTEIBHO MeTulnapabeHa,
STHiINapabeHa, nponuiunapabena, Oytuinapabena, OyTunnapabeHa HaTpHs; HIIH
X koMmOMHanui, Oosiee NPEANOYTHUTENHHO BBIOPAaHHBIX H3 TPYNIIBI, KOTOpas
COCTOMT M3 COpPOMHOBOH KHMCIOTBI HIH €€ coJied, IpeAloyYTHUTEIbHO copbara
HaTpus, copbara Kamus, copbaTta Kanbllus; OCH30HHOU KHCJIOTHI HJIH €€ COJEH,
NpeANOYTUTENbHO  OeH30aTa  HaTpus; XJopuaa OEH3aJIKOHHSA;, XJIOpHJa
OcH3EeTOHHMs; XJIOpHUJAa UCTHINUPHIANHHUS, MeTabuCylb(uTa HATpHUs, ameTaTa
HaTpus; WJIM HX KOMOMHanui, Hauboyiee MPEANOYTHTEIIBHO COPOMHOBOM

KHCJIOTHI HJIU €€ CoJIeii;

HeoOs3aTeIbHO, HO B COOTBETCTBHH C HPEANOYTHTEIBHBIM BOILIOIIEHHEM, I10
KpaliHeH Mepe, OJHMH DPACTBOPHMBIH B BOJI€ AHTHOKCHIAAHT, NPEANOYTHTEIBHO
aCKOPOMHOBYIO KHCJIOTY HJIM €€ COJib; JMMOHHYIO KHCIOTY (O€3BOAHYIO H/HIH
MOHOTH/JpAT) HJIH €€ COJIb; METAaOHCYNb(GHUT HATPHUsA, METAOUCYIbPUT Kanus HIH

pecBepaTpolI; U

Heo0s3aTeIbHO, HO B COOTBETCTBHH C IPEANOYTHTEIHHBIM BOMJIOMIEHHEM, IO
KpalHeHl Mepe, ONUH pacTBOPHMBIA B BOJI€ MOJHUMEDP C MOJIEKYJISIPHOH Maccoit oT
5000 mo 500000 r/mons, npeanourutenbao ot 10000 mo 300000 r/mone, maxe
Oonee mpenmoutuTenbHO oT 15000 mo 200000 r/mMonb, gaxe Goiee
npeanoytutensHo ot 20000 go 200000 r/mMonp, NPEANOYTHTENIHHO
FUJPOKCUNIPONUIMETUIILIEILIIONO03Y, TUIPOKCHITPONHIIEIUIION03Y UJH
METHILEIUIION03Y, OoJjiee NpPEANOYTUTENHHO T'HIAPOKCHIIPONHIMETHILCIIIION03Y

(rumpomeiiosy).
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Taxum o6pa30M, HacTosAmEce I/I306peTCHI/I€ INpEANOYTHTCIIBHO OTHOCHTCA K

KHJAKOH BoaHON (QapManeBTHYECKON KOMIO3UIMH, KaK OIIMCBIBAETCS  BBIIIE,

BKJIFOYAIOLIE X

a)

b)
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no KpaiiHed Mepe, ogHO (dapMalEeBTHYECKH aKTUBHOE COEMHHEHHE B (opMe
3aMEUIEHHOr0 MMHAA30JIMHOHA WM ero ¢GapMaleBTHUYECKH TPHEMIIEMOH COH,
IpEeANOYTHTEIBHO 1-(4-xsopodenmn)-4-(4-mopdomunmn)-2,5-auruapo-1H-

UMH1a30]1-2-0Ha (MMEIIUTOMHA) HIIM ero apMaleBTHYECKH IPUEMIIEMO COJIH;

onHy Hid 6oJiee 3TepUPUIUPOBAHHBIX MPOU3BOIHBIX IHKIONEKCTPHHA B hopMme
3TEpHUPUIMPOBAHHOrO [B-IUKIOACKCTPHUHA, NPEINOYTHTEIBHO T'HAPOKCHITHII-f-
LUUKIOAEKCTPUHA, THIPOKCHIPONNI-B-IMKIONEKCTpUHA, IHTHAPOKCHIPONHI-B-
IUKIOAEKCTPUHA, O0Jiee NPEANOUYTHTENbHO HAPOKCHIIPONUI-B-IIHKI0AEKCTPHHA

(HPBCD);

OIMH wiH ©OojJee pacTBOPHUMBIX B BOJ€ KOHCEPBAHTOB, IPEANOYTUTEIHHO
BBIOpAaHHBIX U3 TIPYHNBl, KOTOpas COCTOMT M3 COPOHHOBOM KHCIOTHI HIIH €€
conei, OEH30MHOH KHCIOTBI MJHM €€ COJel, XJIopuaa OCH3aJKOHUs, XJIOpHIa
OeH3eTOHHS, XJIOpHAA ULETHINHPUAUHHS, MeTabucyns(uTa HATpHs, amnerara
HaTpus, napabeHoB W HX COJIeH, MpeANoYTHTEIRHO MeTHInapabeHa,
sTunnapabena, nponminapabena, 6yrunnapabena, OyTuimapabena HaTpus, WU
UX KoMOuHamui, GoJjiee HPEANOYTUTENHHO BHIOPAHHBIX W3 TPYHIBI, KOTOpas
COCTOMT M3 COpOMHOBOH KHCJIOTHI HIH €€ coJied, NMPEeAnoYTHUTENbHO copbara
HaTpus, copbara kanus, copbara Kajablus; OCH30MHON KHMCIOTBI HMJIM €€ COJIEeH,
IpeanoYTHTeNbHO  OeH30aTa  HATpHs; XJOpPHAAa OCH3AJIKOHHS;  XJIOpHUAA
OCH3€TOHMS; XJIOPHAA LETUINHPHIUHUSA;, MeTabucylbpuTa HaATpHd;, alerara
HaTpusA; MJIM KX KOMOMHalnMH, Haubojee NPEANOYTHUTEIHBHO COPOUHOBOMN

KHMCJIOTBI MJIH €€ coJieii;

HE00A3aTeNBHO, HO B COOTBETCTBHM C MPEANOUYTHUTEIBHBIM BOIUIOIIEHHEM, IO
KpaiiHel Mepe, OIUMH DacTBOPUMBIH B BOJE AHTHOKCHIAHT, NPEANOYTHTEIHHO
acCKOpPOHMHOBYIO KHCJIOTY HJIM €€ COJIb; JIAMOHHYIO KHCIIOTY (6€3BOJHYIO H/MIH
MOHOTMIpPAT) HJIH €€ COJib; MeTabucynbpuT HaTpus, MeTaObUCYIbGHUT Kalus HId

pecBepaTpo; H

HCO6H33TCHBHO, HO B COOTBCTCTBHH C INPCANOUYTHTCIBHBIM BOIIIOUICHUEM, IIO

KpaiHeH Mepe, OJIMH PacTBOPHMBIH B BOJI€ NOJUMEP C MOJEKYJISIPHOH Maccoil oT
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5000 mo 500000 r/mons, npeanoututensro ot 10000 no 300000 r/mons, naxe
Gonee mpegmoytureapHo oT 15000 mo 200000 r/monm, maxe Ooiee
npeanouyrutensio ot 20000 mo 200000 r/mMonb, HpeANOYTHTENBHO
THAPOKCHITPONMUIMETHIIEIUIIONO3Y, THAPOKCUTIPONUIILIEITIONO3Y UJIU
METHIILIEIUIIOI03Y, 0Oojiee TMPENNOYTHTEIBbHO THAPOKCHIIPONMIMETHIILEIIIOI03Y

(rumpomesiosy).

Takum o6pa3oM, Hactosllee H300pETEHHE MPEANOYTHTENBHO OTHOCHTCS K

XKUIKOM BOAHOM (dapMmaneBTHYEeCKOH KOMHOO3MIIMH, KaK OIIMCHIBAE€TCS  BBIIIE,

BKJIIOUAIOUICH

a)

b)

no KpailiHell Mepe, OQHO (apMaleBTHYCCKH aKTHBHOE CcoequHeHHe B (opme
3aMelIEHHON TIIIOKOMMPaHO3MI-3aMEeIeHHON INpOHU3BOJHON OeH30/la WM €ro
dapManeBTHUECKH  OPUEMJIEMOH  CoJM, TNPEANoYTUTENbHO  l-mmano-2-(4-
HUKJIONpOHI-0eH3un)-4-(B-D-rmokonupanos-1-un)-6en3ona 17801 ero
dapManieBTHUECKHE TIPUEMIIEMBIX coleil, 6olee MpeanouYTUTeNbHO 1-nnano-2-(4-
nMKnonponui-6eusun)-4-(B-D-riuoxonnpanos-1-una)-6en3ona HIH  ero 000H
dapmaneBTHuecku mpuemieMoil (GopMBl H/HIM CcONHM, rA€ (apMaueBTHYECKH
npuemiieMass GopMa NPEIIOYTHUTENHHO IPEACTABIAECT COOOH KpHCTaIMYECKHH
KOMIUIEKC Mexay |-nmano-2-(4-uukionponui-6en3un)-4-(B-D-riokonupanos-
1-un)-6eH3010M W OgHON WM Gojiee aMHHOKHCIOTaMH, IJle NPEANOYTHTEILHO
ofHa wiIM 0ojee aMHHOKHMCIOT [peAcTaBiseT coboi mponuH, Ooiee

IpeANOYTHTENbHO L-IpoiuH;

oJHy unu Goyiee dTEpHUPUIUPOBAHHBIX MPOU3BOMHBIX ITHKJIONEKCTPUHA B (popme
3TepUPHUIUPOBAHHOTO B-IUKIOAEKCTPHHA, NPEINOYTHTEISHO TIHAPOKCHITHI-B-
[UKJIONEKCTPUHA, THAPOKCHIIPONHII-B-IMKIONEKCTPHHA, JUTHAPOKCHIIPONHII-B-
LUKJIOJEKCTPHHA, Oojiee MPEeNNOUTUTENHHO THAPOKCUNPONHUI-B-UUKIONEKCTPHHA

(HPBCD);

oAMH uWiau 0oJlee pPAacTBOPUMBIX B BOJE KOHCEPBAHTOB, INPEANOYTHTEILHO
BLIOpAHHBIX M3 TPYIIBI, KOTOpas COCTOMT M3 COpOMHOBOH KHCIIOTBI WM €€
cosneli, OEH30MHON KHCJIOTHI HJIH e€e coliei, xjopuia OCH3aJIKOHHs, XJIOpHuIa
OeH3eTOHHUA, XJOpHAAa LETHINHPUANHUA, MeTabucynbduTa HaATpus, aunerara
HaTpua, napabeHOB W WX CoOJeH, TpeJNOYTHTENHHO MeETUInapadeHa,

stunmnapabena, nponwinapabena, Oyrumimapabena, 6yTunnapabeHa HaTpus; HIH
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UX KoMOmHanui, Oojiee HOPEJNOYTUTENBHO BBIOpAaHHBIX H3 TIPYIIBL, KOTOpas
COCTOMT H3 COpOHMHOBOHM KHCIOTH HMJIM €€ cOJieH, INpeNNnouTHTeNbHO copbara
HaTpus, copbara kanus, copbaTta Kanbius; O€H30HHONH KUCIOTHI UJIKM €€ coJield,
IpeANoYTUTENbHO ©OeH30aTa HATpus; XJopHAa OCEH3aJIKOHHA;  XJIOpHUIA
OeH3eTOHHUs; XJIOpHJAa NETUINHUPUIMHMSA; MeTabucyinbduTa HaTpus; amerara
HaTpus; MIM HUX KoMOMHanui, Haubojee NPEANOYTUTEILHO COpOUHOBOM

KHCJOTHI UJIM €€ COJIEH;

HeoO0s3aTeIbHO, HO B COOTBETCTBHMHU C IPEANOYTHTENHHBIM BOIUIOIIEBHUEM, IO
KpailHell Mepe, OIMH pacTBOPMMBIH B BOJE AHTHUOKCHUJAHT, NPEANOYTUTEIHHO
acKOpOMHOBYIO KHCIIOTY WJIM €€ COJIb; JUMOHHYIO KHCJIOTY (O€3BONHYIO H/UIH
MOHOTHJpAT) HJIH €€ COJb; MeTaOUCyIb(pUT HaTpus, MeTaOUCYJIbGUT Kajaus WU

pecBepartpoJ; U

Heo0sA3aTeNIbHO, HO B COOTBETCTBHH € NPEANOYTHTCIBHBIM BOILIOIIEHHEM, II0
KpailHe# Mepe, OJIMH PacTBOPUMBIA B BOJE NOJUMEP € MOJIEKYJISIPHON Maccoil oT
5000 mo 500000 r/mons, mpeanouytutensHo ot 10000 mo 300000 r/Mo.b, maxe
Oonee mnpenmoyturenbHo oT 15000 go 200000 r/monb, gaxe Oonee
npeanouturenbHo ot 20000 mo 200000 r/Moab, HPEANOYTHTEIBHO
THIPOKCHITPONHIMETHIIIEILIIONO03Y, THAPOKCHIPOTHINEIIIION03Y WJIn
METHIILEIUIIONO03Y, 6oJjiee MPEeAMOYTHTENIBHO THAPOKCHIIPOIHIMETHIILEILIION03Y

(runmpomeIniosy).

XKunkas BoxHas (bapMaueBTqucxaﬂ KOMITIO3UIIUA B COOTBCTCTBHHU C HACTOAUIHUM

I/I306peTeHI/IeM IIpC€ANTOYTHUTEIIFPHO BKIIKOYACT:

a)

or 0,01 r/100 Mn mo 1 r/100 M 3aMelneHHOro O€H3MMHAA30JIa UJIH €ro
(apManeBTUYECKH TPHEMIIEMON COJNH, NPEANOUYTUTENbHO MUMOOEHIaHA HJIK €ro
dbapManeBTHYECKH IPUEMIIEMOH COJIM, WM 3aMEINEeHHOr0 OKCHKaMa HJIM €ro
(dhapMaleBTUYECKH MPUEMIIEMON COJIM. MPEeANOYTUTENLHO MEJTOKCUKaMa UIH ero
(hapMalneBTUUECKH MPUEMJIEMOH COJH, WM 3aMEIIEHHOr0 HMMHAA30JHHOHA HIIH
ero  (apmameBTHYeCKHM  MpHEMIEMOM  CONMH,  HOpeanodTureabHo  1-(4-
xjopodenun)-4-(4-mopdomunmn)-2,5-nurunpo-1 H-umunazon-2-ona

(nMenuTONHA) MK ero (apMaleBTHYESCKH MPUEMIIEMON COJH, WM 3aMEHIEHHOMH
TJIIOKONTHPAHO3UJI-3aMEIIIEHHOH IIPOU3BOJTHOH OeH3o051a 17905 ero

dbapManeBTHYECKH MpHEMJIEMOH (GOpMBI H/WJIM COJIH, NPEANOYTHTEIBHO 1-
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nuago-2-(4-muknonponmi-6en3un)-4-(B-D-raokonupanos- 1-un)-6en3ona WU
ao6oi  ero  (¢apMamneBTHUCCKH HpuUeMiIeMod (GopMBl U/MIAHM  COIM, THE
dapMmaneBTHUECKH MNpuemiieMas GpopMa IPEANOYTHTENBHO NPEACTaBIAET COOOH
KPHUCTA/UIMYECKUH KOMILIEKC MexAay 1-nuaHo-2-(4-umukinonponun-6ensun)-4-(B-
D-rimokonupanos-1-un)-6eH30ioM H OonHOH uau Oojee aMUHOKHCIIOT, TI€
HNpeaNOYTHTEIbHO OJHA MU OoJiee aMHHOKMCIOT IPEACTaBIAET COOOH NpOJIHH,

foJiee MpeANOUYTUTENBHO L-TIpOJINH;

or 5 /100 man po 40 r/100 mMa oxmHoit unu 6Oonee 3TepuHULHPOBAHHBIX
IPOM3BOAHBIX  IUKJIONEKCTPHHA,  NPEANOYTHTENBHO  TI'HAPOKCHNpONui-fB-

OMUKIOACKCTPUHA,

ot 0,05 r/100 mx go 3,0 r/100 mu, no xKpaliHeH Mepe, OJHOIO pacTBOPUMOIO B

BOJIC KOHCEpBaHTa, NPCANOUYTUTEIIBHO COp6I/IHOBOl7[ KHCJOTHI HJIH €€ COJIN;

Heo643aTeNbHO, HO B COOTBETCTBMH C MPEAMOYTUTEIBHBIM BOILIOMIEHHH, 0T 0,2
r/100 mx mo 2,0 r/100 ma, mo KpaiiHell Mepe, OJHOTO pPacTBOPUMOIO B BOJE

AHTHOKCHOAaHTa, NPpCAIIOYTUTEIBHO acxop6m10130i’1 KHCJIOTHI HJIH €€ COJIU, U

Heo0sA3aTeIbHO, HO B COOTBETCTBHU C MNPEAIOYTHUTEIBHBIM BOIUIOIIEHHEM, OT
0,01 r/100 min mo 0,75 r/100 mi, mo kpaiiHed Mepe, OAHOTO PacTBOPUMOIO B
BOJC MOJIUMEDA, IPeAIOYTHTEIHHO HAPOKCHIIPOIIHIIMETHIILEIITIONO03BI

(runmpomesIO3Hl).

B cooTBeTCTBHH C ApyruM acCnekTOM XKHJOKasgd BOJHAd (bapMaueB'mquKaﬂ

KOMIOO3UIUSA B COOTBCTCTBHH € HACTOAIIUM I/I306p€TeHI/ICM NpEeaANOYTHTEIIBHO

BKJIXOYACT:!

a)

or 0,1 /100 ma no 0,25 r/100 mn nmumobOeHaaHa wiu ero ¢apmareBTHYECKH
IpUEMIIEMON COJIM WM MeJOKCHKama HJIH ero (GapMaleBTHYECKH NPHEMIIEMOH
conu, umu 1-(4-xnopodennn)-4-(4-mopdponuanin)-2,5-guruapo-1H-umnnazon-2-
OHa (MMENMTOWHA) WK ero ¢papManeBTHUECKH NPUEMIIEMOHN COJIM, MM |-LHaHo-
2-(4-nuxnonponuia-6ensnn)-4-(B-D-romokonupanos-1-um)-6ensona HITH ero
mo6oi  dapmaneTHyeckm — mopuemieMmoidl  GopMBl  M/MIM  conm, TA€
dapManeBTHYECKH HpuemieMas ¢GopMma MPEeINOUTHTENBHO HpPEACTaBJISET COOOH
KPHUCTA/UTHUECKHH KOMILIEKC Mexay |-numaHo-2-(4-muxionponui-6ensun)-4-(B-

D-rirokonupano3-1-un)-6eH30I0M H ofHOH MiM 0ojee aMHHOKHUCIOT, T
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NpEAINOYTUTCIIBHO OJlHA HJIN 0ojilee aMHHOKHCIIOT NpeACTaBIACT coboit IIPpOJIHH,

OoJiee NpeAnOYTUTENBHO L-1ponuH;
b) o120 1/100 M mo 35 r/100 M3 ruApOKCHIIPONMII-B-IIUKIOAEKCTPUHA;

¢) or 0,05 r/100 man pmo 0,30 /100 MJI TUAPOKCHIPONMHIMETHIIEIIIIONO3BI

(runpomennossl);

d) or 0,20 r/100 mn no 0,40 r/100 mn pacTBOpUMOro B BOJE KOHCEpBaHTa,

HPEANOYTHTENBHO COPOMHOBOM KHCIOTBI MIIM €€ COJIH;

e) or 03 r/100 mn mo 1,0 r/100 mMn aHTHOKCHZAHTA, MNPEANOYTUTENHHO

aCKOp6I/IHOBOI71 KHCJIOTHI UJIN €€ COJIN;

rae HeoOs3arenbHO 3HadeHue pH xommosunuu cocrasiasier ot 2 go 10,
npeanoututenbHo or 3 go 10, Oonee mnpeamoututensHo oT 3 g0 8, OGojee
OpeAnouYTUTENbHO OT 3 g0 7, Oojiee MpeaNnoyTHTENbHO OT 2,5 g0 5, nmaxe Ooilee
NpPEeANOYTUTENBHO OT 3 A0 5, aaxe OoJsiee MpeANOYTUTENBHO OT 3,4 10 5 U Hambonee

IpearnodTUTENbHO OT 3,4 110 4.

B oTHOmeHnun BKYCOBOﬁ IIPpUBJICKATCIIBHOCTH IPH BBCICHHH XHUBOTHBIM-

nagueHTaM JXHuJKasg BOJHas (papMaueBanecxaﬂ KOMIIO3HUIHUA SABJIACTCA XOpOLIO

MPUEMJIEMOH.

XKunkas BomHas ¢apmameBTHUECKass KOMIIO3HIHS 00ECHEYHBAET MPHEMIIEMYIO
pacTBOPHMOCTH (papMaleBTHYECKH aKTHBHOTO COEIHHEHHUs TAKOro, Kak IMHMOOEH]aH,
B BOJHOM pacTBOpe, KaK pacKpeIiTO B JIaHHOW 3asBKe, B COOTBETCTBHH C YEM
MHUHUMaJbHAas KOHIEHTpaUMus MNPHCYTCTBYIOIEro ¢apManeBTHYeCKH AKTHBHOTO
COCJIUHEHHUS IO3BOJISIET OCYIIECTBIATH NpPUMEHEHHE B (opMe IS MepopaabHOro
BBeAeHUs. Hanmpumep, MUHUMaNbHas KOHLEHTpalds NMUMOOEHIaHa MPEANOYTHTEIHHO
cocrapnger 1,5 mr/mn = 0,15% (Bec./06.). Kpome TOro, mnpHCYTCTBYET TOJBKO
HHUYTOXHO MAaJblii POCT KPUCTAIIOB (apMalleBTUUECKH aKTUBHOTO COEIMHEHHS, €CIIH
BOOOIIEC MPHCYTCTBYET, B TEUCHHE Nepuona xpaHeHus. Kpome toro, oamn unu Gojee
W3 TPUCYTCTBYIONIUX pACTBOPUMBIX B  BOJI€ KOHCEPBAHTOB  OOECICYHUBAIOT
npuemiieMylo  3(p¢peKTHBHOCTh 3allUTBl OT MHKpoopraHu3mMoB. Kpome Toro,
JIOJITOCpOYHAast CTaOMJIBHOCTh AKTHUBHOIO HHIpEJHEHTa, Kak ObUIO OIpEeAeleHo,
SBJISETCS XOpOoLled B COOTBETCTBUH C YCKOPDEHHBIM aHAJIH30M CTaOHIIBHOCTH B

unrepsare 3,0 < pH <6,0.
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KBanuduiupopanHplif crneuuanucT B JaHHOM 001acTH TEXHUKH 3HAET
>¢pexTHBHBIE TO3HPOBKHU (apMaleBTHUYECCKH AaKTHBHOTO COEJAMHEHHS, KaK PACKPBITO B
JaHHOHN 3asBKe, Takoro, KakK TMpOU3BOJHAas OEH3UMHAA30J0B, B YACTHOCTH
niMoOeHnana, ¥ 06e3 TpyAa CHOcOOEH amanTUpOBaTh 3Ty J[AO3UPOBKY, KOTOpas
BBOJIMTCA NAlMEHTy, TaKOMY, KaK >KUBOTHOE, KOTOpPO€ B 3TOM Hyxknaaetcs. Jlns toro
4TOoOBl HMMETh OOIIMEe MHCTPYKIMH B 3TOH CBS3H CleAyeT CKazaTh, 4YTO o00Imas
TepaneBTU4YeCKH >(QQeKTHBHas LeneBas A03a, B YaCTHOCTH, mis Jjedenus HCM vy
KOTOB, cocTaBiseT npubnausurensHo ot 0,1 mMr no 0,5 mr nmumoOeHmaHa jaBa pasa B
CYTKH Ha KHJIOTPAMM BecCa Tella JKMBOTHOTO, IIPEANOYTHTENBHO MpubausuTtesibHo 0,3

MTI HI/IMO6GHILaHa JABa pa3a B CYTKH Ha KHJIOIpaMM BEca Te€Jjia > KHBOTHOTIO.

Xunkas BoaHas ¢apmaneBTHYEcCKas KOMIO3UIMS B COOTBETCTBUH  C
HACTOSINIMM HM300peTeHHEM  SBISETCsS NpedHAa3HAYeHHOW JUIS IIE€POPaIbHOTO H/HIIH
IapeHTepaNbHOTO BBEAEHHS, B YAaCTHOCTH, MOTLYT OOeCHedYHBaThCS [E€POpPATbHBIE

pacTBOPBI.

B COOTBETCTBHM ¢  TPEANOYTHTENBHBIM  BOIJIOIIEHHEM  HACTOSIIETO
u300peTeHHd  KuAKasg  BoJgHas  (apMaleBTHYEeCKas  KOMIIO3MIHS  BKJIIOYAeT
dbapManeBTHYECKH AKTHBHOE COEIMHEHHE B (OpME 3aMENIEHHOro OGEeH3UMUAA30IIa,
OPEANOYTHTENBHO NHUMOOEH/IaHA, WJIM 3aMENICHHOTO OKCHKaMa, IpPeAIOYTHTENBHO
MEJIOKCMKaMa, MWJIHM 3aMEIIeHHOT0 HMHAA30JHHOHA, MPEANOYTHTENbHO  1-(4-
xsnopodennin)-4-(4-mopdoauni)-2,5-guruapo- 1 H-umunazon-2-ona (umenuTOMHA)
UK 3aMeIleHHOM IIIOKONHPaHO3MII-3aMeIIEHHO IPOU3BOJAHOM OeHnsoua,
IPEeANOYTHTENBHO 1-1HaBo-2-(4-mukinonponun-6en3uni)-4-(B-D-riumokonupanos-1-umn)-
Oendzona unu ero 000# ¢dapMmaneBTHUYECKH NpHeMIeMON (OPMBI /WM CONH, THAE
bapManeBTHUEeCKH IpHeMieMas (opma MPEANOYTHTENHLHO MPEACTABISET COOOMH
KPACTAJUIHYECKUH KOMIUIEKC Mexay |-nuaHo-2-(4-mukionponui-6en3ui)-4-(B-D-
[JIOKONHUpaHo3-1-uin)-6eH30ioM W ogHOH wnm  Oojiee  aMHHOKHCIOT,  IJIe
NpeANOYTUTENIBHO OfHA MK 0oJiee aMHUHOKHCIIOT HpeACcTaBiseT coboi nmpoiuH, Golee
HOpEANOYTUTENbHO L-nponuH, B TepaneBTHUYECKH 3((PEKTHBHOM KOJHYECTBE BILIOTH
J0 5 Mr/Mi, OpeANoOYTHTENbHO OT 1,5 1m0 4 Mr/mi, naxe 6osiee IPeaNOYTHTENLHO OT

1,5 mo 3 mr/mi.

B cooTBeTcTBHM ¢ HONONHUTENBHBIM acIEKTOM HACTOSINEEe H300peTEHHE TAKKE
OTHOCHTCS K cmocoby JledyeHHs W/HIH TpenoTBpaileHus 3abojeBaHuii, rie

KapaAHOTOHHYCCKHE, THIIOTCH3UBHBIC, IPOTHBOBOCIIAIUTEC/IBHEIC n
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aETHTPOMOOTHYECKME BEIIECTBAa UMEIOT TepaneBTHUECKUH >(PeKT, NpeouTHTENBHO
HaNpaBleHHBI Ha CyObEKTa, KOTOPBIH CTpajaeT ceplaeyHbIM 3aboneBaHHEM, B
YaCTHOCTH, THIepTpoduyeckoii KapAHOMHMONATHEH, BKJIIOYAIOIIEMY ISTal EBEICHHS
TakoMy CyOBeKTy, KOTODBIH HYXJaeTcs B O3TOM JICYCHHH TEpaneBTHYECKU
sdpexTHBHOrO KoJuYecTBa JI000H M3 IKMAKHX BOIHBIX (hapMaleBTHYECKHX

KOMIIO3UIIMH, KaK OIIHCBIBACTCS B JAHHOH 3asBKe.

[IpeamouruTeibHO XKHJAKas BoAHAas (apmaleBTHYeCKas KOMIO3MULHA B |
COOTBETCTBUHM €  HACTOAIIUM  U300peTeHHEM  BBOJHUTCS B  TEPANCBTHYCCKH
s¢dpexTuBHOM KosmdecTBe OT mpubnusutensbHo 0,075 mr o npubnusutensHo 0,5 Mr B
dopMe 3aMelIEHHON MPOU3BOJHON OEH3MMMIA30j1a, HNPEANOYTHTEIbHO MUMOOCHIaHa,
UM 3aMCEIIEHHOTO OKCHKaMa, MNPEeANOYTHTEIBHO MEJIOKCHKaMa, WM 3aMEIEHHOro
HMUJA30IHHOHA HpEeANOUYTHTEILHO 1-(4-xnopodenun)-4-(4-mopponuuni)-2,5-
avruapo-1H-uMuna3on-2-osa  (MMENUTOMHA) HIIM  3aMEIUEHHOW IJIIOKONHPAHO3HII-
3aMEICHHON NpOM3BOAHOM OeH301a, NMPEeIIOYTHTENBHO |-1HaH0-2-(4-IUKIOTPONNII-
6ens3un)-4-(B-D-rnoxonupanos-1-un)-6eH3ona uad e€ro Jo6ol  (papManeBTHYECKH
npuemneMoit GopMbl W/unM coin, rae ¢apManeBTHUeCKH mnpHemiiemas ¢popma
NpPEANOYTHTENBHO HPEACTaBIseT OO0l KPHCTAINIMYECKHH KOMILIEKC MeXy |-IuaHo-
2-(4-nuknonponui-6en3nn)-4-(f-D-rmokonupanos-1-un)-6eH30I0M U OXHONH WK
Golee AMHUHOKHCIOT, IJl€ NpPEANOYTUTEIBHO OJHAa HJHM 0Oojlee aMHHOKHCIOT
npeacTasiseT co0oi npoiuH, 6ojee NPENNOYTHTENBHO L-NPOAMH, B TEPaNeBTHYECKH
3¢ (heKTHBHOM KOJIHYECTBE, Ha KI Beca Tela XMBOTHOrO, Oojiee MPEANOYTHTEIILHO OT
npubausutensuo 0,2 mr o mpubnmsutensHo 0,4 Mr (apManeBTHYSCKH aKTHBHOIO
coequHeHHs B (GopMe 3aMelIeHHOH NpOU3BOLHOH OGEH3MMMIa30J1a, MPEANOYTHTENILHO
neMobOeHIaHa, MM 3aMEIEHHOTO OKCHKama, MPEeANOYTHUTEIBHO MEJIOKCHKaMa, HIIH
3aMENEHHOI'0 HMHIa30JIHHOHA NPEATOUYTHTEIBHO 1-(4-xnopodenun)-4-(4-
Mopdonunun)-2,5-nuruapo-1 H-umunazon-2-osa  (MMENMTOMHA) MM  3aMELICHHOH
FJIFOKOTHPAHO3UII-3aMEIEHHOM PON3BOAHON O€H30/a, NPEANOUTHTENbHO |-iHano-2-
(4-nuxnonponui-6ensui)-4-(B-D-rmoxonupanos-1-un)-6ensona  umu  ero o060
deapmaneBTHUECKH IpHemiIeMod (GOpMBI W/MAM  comM, TAe (apManeBTHYCCKH
npuemnemas Qopma NPEANOYTHTENHLHO MPEACTaBiAeT €000 KpUCTAININYECKHH
KOMIUIEKC MeXay 1-nmaHo-2-(4-uuKinonponui-6en3nn)-4-(B-D-ruroxonupanos-1-ui)-
GEH30JIOM M OJHOH MIH 0oJiee aMHMHOKHCIOT, Iie IPeJHOYTHTENLHO OfHA MM Ooiee

AMHUHOKHCIIOT HNPEACTaABIACT coboii IIpOJINH, OoJsee IIPCANOYTUTEIIBHO L-Hp()IIPIH, Ha
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KI Beca Tejla >XMBOTHOIO, Aaxe Oojiee MpeArnodrutrenpbHo npubiuzurensHo 0,3 mr
(dapManeBTHYECKH aKTHBHOT'O COEAMHEHHs B (opMme 3aMElIeHHOH MPOW3BOJAHON
OeH3MMKAA30J1a, NPEANOYTHTENIHPHO NHUMOOEH/aHa, WU 3aMELIEHHOro OKCHKama,
OpEeANOYTUTEIBHO MeJIOKCHKaMa, WU 3aMeIIeHHOTO HMH/1a30JIHHOHA
npeanoyTutTensHo  1-(4-xnopodenun)-4-(4-mopdomuunn)-2,5-auruapo-1 H-umuaaso-
2-0Ha (MMENHMTOMHA) WM 3aMEUIEHHOH TIJIIOKONHPAHO3UI-3aMEEHHON MPOK3BOLHOM
OeH3ouia, NPEeANOYTHUTEIBHO 1-uuano-2-(4-uukionponun-o6en3uin)-4-(B-D-
[IIIOKOIMUpaHo3-1-wi)-06eH3ona uiau ero JoO6oH QapmManeBTHYECKH NPHEMIIEMOMN
bopMBI W/Mnu conu, rae QapManeBTHYeCKH INpuemieMmas (opMa NPEANOYTHTEIHHO
npeacrapisier  cobon KpHUCTAJUIMYECKU I KOMIIJIEKC ~ MEXIY 1-nmano-2-(4-
nuKaonponui-6ensun)-4-(B-D-raokonupanos-1-um)-6eH3000M U 0oJHOH uim OoJiee
AMHHOKHCIIOT, TJie TMPEANOYTUTENHHO OJHa MM 0ojiee aMHHOKHCJIOT IPEICTaBIISET
coboii mposuH, OoJiee IpPEeANOYTUTEIbHO L-NpOJKH, ABa pa3a B CYTKH Ha KHJIOTpaMM
BEca TeJla XHBOTHOrO. IIpeAnodYTUTENBHBIM SIBISETCS, KOTAa BBOAAT ABE HAO3bI B CYTKH

(BBeJCHHE Ba pasza B CYTKH).

CyObexT/manuesT, KOTOPhIH HYX/aeTcsi B TAKOM JICUEHHH, YIIOMSHYTOM BBIIIE,
npeacTaBaseT Cco0OM MJIEKOMHTAIoIIee, IPEINOYTHTEIbHO [IOMAalIHEE >XHBOTHOE.
TepMHH «KHBOTHOE», Kak MCIOJNb3yeTCsi B JaHHOH 3asgBKe, BKJIIOYAeT, HO 0e3
OTrpaHHMYEHHs TAKHX, KaK AOMAIIHHE XXMBOTHBIE TaKue, Kak co0akM, KOTHI, MOPCKHE
CBHUHKH, XOMSKH, JIOIIAAX, KPYIHBIM POraThlif CKOT, KO3BI, OBIbl UIH NOJOOHBIE HMM.
[IpeanoYTHTEIbHO, KOTAa CYOBEKT, KOTOpPBIH HYXIaeTcs B TakKoOM JECYECHHH,
npeacraBiaseT coboil cobaky, KOHS WJIH KOTa, Haubojee NPEANOYTUTENBHO KOTa HIIH

cobaxy.

Xunkas Boanas ¢apManeBTHYECKass KOMIIO3WIHS B  COOTBETCTBHH C
HACTOALIUM M300peTEHHEM SBIISETCS TMpeJHAa3HAYEHHOH Ui NpPHMEHEHHs B cmocobe
J€YeHHs IalUeHTa, KOTOpHIfi HYXHaeTcs B TAKOM JICUCHHUH, NPEINOYTHTEIBHO IPH
[OKa3aHMAX, BBIOPaHHBIX M3 CJIEAYIOIIUX: cepAedyHas HepocratouHocTh (HF),
3acToiiHas cepaeynas HexocratouHocTh (CHF), octpas 3acroiiHas cepjeyHas
HEJAOCTATOYHOCTh, JE€KOMIEeHcHpoBaHHBIH dHAokapauo3 (DCE), nmnaraunonnas
kapauomuonarus (DCM), 6GeccumnromHo  mporekaiomas  (ckpeitas) CHF,
6eccumnrtomuas DCM, runeprpoduueckas kapaumomuonarus (HCM), orpanuyeHHas
xapauomuonarus (RCM) u cepaednas HegoctarouHocTs B cBsisu ¢ HCM, RCM, DCM

u/unu UCM.
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Bojlee mpeanodTHTENbHO XHUJKas BOJHAas (apMameBTHYECKasds KOMIIO3UIIHMS B
COOTBETCTBHH C HACTOSIIUM HU300pETCHHEM SBISETCA TpeJHa3HA4YeHHOH I
NpUMEeHEHHS B crocobe JjiedeHHs CyObeKTa, KOTODBIA HYXJaeTCs B TaKOM [JCUCHHH,
OPEIIOYTUTENBHO >XMBOTHOTO, B YacTHOCTH, IOMAIIHEro >XHBOTHOrO, Aaxe Oolee
IpEANOYTUTENIPHO KOHsA co0akM MJIM KOTa, MOPCKOW CBHHKH, XOMSKa, JIOMIaaH,
KPYIIHOIO pOraTOro CcKOTa, KO3, OBel, B YacTHOCTH, KOTa MIM cobakd, mpu
NICKa3aHugX, BBIOpAHHBIX M3 CIEIYIOUIMX: CepAcYHble 3a00JIeBaHMs, B YaCTHOCTH,
runeprpopuueckas KapAUOMHONATHS, B 4YaCTHOCTH, CepAeYHAas HEIO0CTaTOYHOCTH
(HF), s3acroitnas cepaeunas HenoctatouHocTs (CHF), ocTpas 3acroiiHas cepraeyHas
HEJAOCTATOYHOCTh, JeKOMIeHcupoBaHHbIH osHAokapauo3 (DCE), nunatamuoHHas
kapanomuonarus  (DCM), 6GeccumnrtomHo  mporexaromas  (ckpeitas)  CHF,
o6eccumnrtomHas DCM, runeprpoduueckas xapauomuonatus (HCM), orpanuuennas
kapauomuonatus (RCM) u cepneunas HenoctarouHocts B cBsizu ¢ HCM, RCM, DCM
u/unu UCM.

Hacrosmee wu300peTeHHe TakKXe SBIsAETCS HAIpPaBICHHBIM Ha INPUMEHEHHE
XHAKON BOAHOM (apManeBTHYECKOH KOMIO3MIIMM, KaK OIpEIEJICHO BhIMe, I
ncjaydeHds (papManeBTHYECKOH KOMIO3HMIHHK JUIs JICUYECHHS MIH IPeJOTBpAIIECHHS
3ab0j1eBaHui y cyOBeKTa, KOTOPHIH HYXIAeTCs B TAaKOM JIEYEHHH, NPEANOYTHTEIHHO

IIpUu NoKa3zaHuAX, BI:I6paHHI>IX U3 NIPABCACHHBIX BBIIIC.

B mpeanoyTHTENPHOM BOIUIOINEHMHM J>KHAKas BoJHas QapmaleBTHYECKas
KOMIIO3HMIIUs, KaK OIIpeJCIICHO BBIIE, /IS TNPHUMEHECHHS B YINOMSHYTBHIX BBILIE
cnocobax sBIgeTCS NpeaHa3HAYEeHHOM JUIsl TEepOopaJbHOTO H/MIM NapeHTEPalbHOIro

BBCACHHSA, IPECANOYTUTEIBHO IIEPOPATIBHOIO BBEACHH.

Taxxe O0OBEKT HACTOSAINEr0 H300peTeHHs MpencTaBiser coOoif Habop dacTel,

KCTOpPBIH BKJIIOYAECT:

a) CoJepXKAIyI0 KOHCEPBAHTHI JKHMJKYIO BOJHYIO (apMallEBTHYECKYI0 KOMIO3HUIHUIO,

KaK OIIHCBIBACTCA BBIIIC, U

b) BKJIaABII s YIAaKOBKH, KOTOPBIM BKIIOYaeT HMHQPOpManuw O TOM, UTO
dapManeBTHYECKAs KOMIO3HWIUS HCHOJIB3YyeTCs JUIS  IPEAOTBPalleHHS H/HIH
JIeYCHHUS CEpACYHOro 3abosneBaHus, MPEANOYTUTEILHO cepIaeyHOH
HEAOCTATOYHOCTH H/MIW THNEpTpOPHUUECKOd KapIAHOMHOINIATHH, Yy CYOBEKTa,

KOTOPBIN HY)K/aeTCsi B TAKOM MPEJOTBPAIICHHH U JICUYCHUH.
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B mpouecce moisiydeHus ObUIO HEOXKHUIAaHHO OOHApyXeHO, UYTO ABJISETCA
HpeAnOYTUTEIbHBIM, KOIJa OJMH HJIH 0oJee pacTBOPHUMBIX B BOJE KOHCEPBAHTOB
npubaBisoT mocie npubaBieHHs, MO KpaiiHedi Mepe, OQHOTrO (apManeBTHYECKH
aKTHBHOI'O COEJIHHEHHUS, KaK PACKPHITO B JaHHOH 3asBke. B ciywae, korja onuH Win
OoJjiee pacTBOPUMBIX B BOJE KOHCEPBAHTOB NPHOABISIOT K CMECH IMKJIOACKCTPHHA
nepea npubaBlieHHEM, [0 KpaliHeH Mepe, OTHOTO (apMaleBTHYECKH aKTHBHOTO
COSIMHEHHUs, TO pacTBOP MOXET CTAaHOBUThCS MYTHbIM. Ecim oaud wmwm Golsee
pacTBOPMMBIX B BOJIE KOHCEPBAaHTOB INpHUOABIAIOT mocie mpubaBieHHs, MO KpaWHei
Mepe, ogHOro (apMameBTUYECKH aKTHBHOIO COEIMHEHHS, TO IOJYYEHHBIH pacTBOp

OCTACTCA MPO3pavYHbIM.

B coOTBETCTBHMH ¢ [NONOJHHUTEIHHBIM acClMEeKTOM HAcTosIlee H300peTeHHe TaKxKe
OTHOCHTCS K MpOLECCY MNOJIyYyeHHs MO00H M3 XKUAKHX BOJHBIX (hapMalleBTHYECKHX
KOMIIO3MIMHA, KakKk OmucbIBaeTcss B fAaHHOM  3asgBke. Cnoco®  mosryyeHus

q)apmaueBTqucxoﬁ KOMIIO3HITHH BKIIIOYACT 3TAIlbI:

- npubaBieHus, IO KpaiiHel Mepe, oxHOro (¢apManeBTHYECKH aKTHBHOIO
COCIMHEHHUS, OOHOW unu  Oojiee  ITePUPHIHPOBAHHBIX  MPOM3BOTHBIX
LUKIONEKCTPHHA, OJHOTO WM Oollee pacTBOPUMBIX B BOJE€ KOHCEPBAHTOB,
HeoOs3aTeNpbHO, ONHOTrO WM OoJiee aHTHOKCHIAAHTOB M, HeoO0sA3aTellbHO, II0
KpaiiHe#i Mepe, OJHOTO pPAacTBOPUMOrO B BOJAE IOJIHUMEpPA, K BOJAE H HX

CMCIINBAHHUEC IIPHU NICPEMECIINBAHHUH,
- JOBCIACHHEC 3HAUCHHUSA pH IIPpU HCIIOJB30BAHHUU arcHra Qjisd JOBCIACHUA pH,

rA¢ MOPEANOYTHTENBHO OJHH MM Oojiee pacTBOPUMEIX B BOJAE KOHCEPBAHTOB
npabaBisAloT 1ocie npubaBieHus, NmO KpaiiHed Mepe, ogHOTrO (apMaleBTHYECKH

AKTHBHOTI'O COCIHHCHHUS.

B »sToif cBA3M crneayeT NpPUHUMATh BO BHHMAaHHWE, YTO CHOCOO NOJIyYEHHS
MOXET ObITh IPOU3BOJIBHBIM 00pa3oM BLIOpaH M3 MPOLUECCOB MNOJYUCHHS JKHIKHX
(dbapMalleBTHYECKHX KOMITO3HIHH, H3BECTHBIX H3 YPOBHS TEXHHKH, 3a HUCKIYECHHEM
TOI'0, YTO OJHMH HJHU OoJiee pacTBOPHMBIX B BOJIC KOHCEPBAHTOB IMPUOABJIAIOT IOCIIE

nprbaBieHus, 1o KpaiHel Mepe, o1HOro papManeBTHYECKH aKTHBHOTO COSIMHEHHS.

IIaJIee OIIUCBIBACTCS THUIIHYHBIA mpouece, KOTOpI:Iﬁ HE MOOJIXXCH TPAaKTOBATLHCH

KaK TaKoW, KOTOPBIH OTpaHUYKMBAET HacTosllee H3obpeTeHue.
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CHaauana B3BemMBaIOT Bojy. HeoOs3aTenpHO, NpHOaBAAIOT K BOJE, 110 KpaiHeH
Mepe, OJIMH pacTBOPHMBIH B BOJE IIOJIMMEpP, NPEANOYTHTENBHO IO 4YacTAM, MpH
NepeMENIMBAaHUU 10 TeX IIOp, MOKa, IO KpaiHeH Mepe, OJMH PacTBOPHMBIH B BOJE
MOJUMEP HE pacTBOPHUTHCS, obecneunBas, TakuM oO0pa3oM, TOJydeHHE MepBOH
xuakoit cmecu (la). AnbTepHAaTHBHO, OJHY MJIH Oojiee 3TepHPHUIHPOBAHHBIX
NpOU3BOJHBIX IHKIOAEKCTPHHA MPUOABIAIOT K BOJE NpPU MEpPEeMELIMBAaHHHU, IT0Jydasd,
TakuM 006pa3oM, MEpPBYIO XUAKYIO cMech (1b). AnbTrepHaTuBHO MW HEOOS3ATENBHO,
onHY WiH 6oyiee >TepUPUUHPOBAHHBIX MPOM3BOAHBIX IMKIOJEKCTPUHA IPHOABISIOT K
neppoil xuakoi cmecu (la), comepxkamei, no xpaiHed Mepe, OMHH PACTBOPUMBIH B
BOJE TONUMEp, NpPH TNepPeMEeINMBaHUM OO TeX Iop, MOoKa ojaHa wuiu Oolee
3TepU(PUIIMPOBAHHBIX HPOU3BOIHBIX IHMKJIOJEKCTPUHA HE PACTBOPSTHCS, obecrednBasd,
TakuM o0Gpa3oM, [ojydeHue mepBoii okuaxod cmecu (lc). Ilotom MoxHO
OCYIIECTRIATH Heobs3aTeNbHYI0 YAbTPa3ByKOBYIO 00pabOTKy TaKo# MEpPBOH KUAKOH
cmecd (1b) unu (1c), mpeaIIOYTUTENBHO NPH NepeMemuBaHuu. IloyyeHHyl0 mepBylo
XHAKylo cmech (1b) wmmm  (lc) uHKYOMpYIOT IIpH KOMHATHOH TeMmIeparype,
MpeANoYTHTENFHO Oe3 NepeMelnBanus, B TeueHHe OAHo# mnu Gonee munyr. Ilocre
sroro npubaBiAlOT, 10 KpaifHeili Mepe, OAHO (apMaNEBTHYECKH aKTUBHOE
COEJMHEHHE, NPEINOYTHTEIHHO [O YacTsAM, NPH HEPEeMEIIMBaHUM /O DPacTBOPEHHS,
monay4as, TaKMM o6pa3oM, BTOPYI XHIKy0 cMech (2). Ilocne storo mpubaBisioT
ONUH HIH 6oJjiee PaCTBOPUMBIX B BOJE KOHCEPBAHTOB, NMPEAMOYTHTENIBHO IO YacCTsM,
JUIS TOJIyYEHHUs BTOPO# XKUAKOH cMecH (2) NpH NEPEMEIIMBAHMHM 0 TeX IMOp, IOKa
OHH HE pacTBOPATHLCSH, obecreunBas, TaKHM 0OOpa3oM, NOJIyYeHHE TPEThECH KHIKOH
cmecu (3). HeoGsa3aTensHo, npubaBisoT oJuH HIH 00jic€ aHTHOKCHJIAHTOB, a TaKXe
JIOTIOJIHUTEJIbHBIX HaIOJHUTEIEH, ecliu 3TO SABIAETCSH KeJaTeIbHBIM,
IPEANOYTHTENBHO [10 YacTAM, K TPeThel XuAKOH cMecu (3) MpH HepeMCLINBAHHUH,
obecreunBas, TakuM o6Opa3oM, IOJydeHHEe dYeTBepTOi >XuaKod cmecu (4). lloTom
OCYIIECTBIIAIOT HeoOA3aTENbHYIO YIbTPa3BYKOBYIO OOpabOTKY YETBEPTOH  KUAKOMH
cMecd (4), TpEeANOYTHTENbHO IPH IEepeMelIMBAHMU. [lONydeHHYIO YEeTBEpPTYIO
KHAKYIO cMech (4) HHKYOUpYIOT IIPH KOMHATHOM TeMIeparype, NpeamovTHTE IbHO Oe3
nepeMelMBaHus, B TEUeHHE OJHOH unu OGosnee munyr. Ilocie 3TOro ompenensior
3pageHne pH monydeHHON 4deTBepTOM XHIKOH cMecH (4) W OCYIIECTBISIOT AOBOIKY
3HaueHus pH B ciay4yae HEOOXOAMMOCTH, IIPH HCIOJIb30BAaHHM areHrta JUIs NOBEICHHUS
pH 1o >emaeMoro 3Ha4eHHs, MOJydYas IKHAKYKO BOJHYIO (apMareBTHYECKYIO

KOMIO3HUIIAIO B COOTBECTCTBHH ¢ HACTOAIIHUM H306peT€HHCM.
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[To xpaineit Mepe, ogHO (GapMalEeBTUYECKH AKTHBHOE COECJIMHCHHE, OJHA HIIU
Gonee STepHUIMPOBAHHBIX IMPOM3BOAHBIX IMKJIOAEKCTPMHA, OAMH i Ooiee
pPacTBOPHMBIX B BOJE KOHCEPBAHTOB M ONMH WM Oojee AaHTHOKCHIAHTOB H, MO
KpaiiHe#l Mepe, OJMH DPACTBOPMMBIA B BOJE MOJHMMEp NPCACTaBIAIOT coboif Takue,
KOTOpBIE yXe ObUIM MOoAPOGHO ONMHCaHBl BBIIE. ATEHT JUls AOBeldeHus 3HavyeHus pH
NpPEANOYTHTENIBHO IPEACTaBIsAeT CO00H  XJIOPHCTOBOJOPOJHYIO  KHCJOTY W/unu

T'HAPOKCHI HATpHs.

Hcnonb3yeMple KOJMYECTBa 3aBHCAT OT MCIOJIb3yEMOro, 0 KpaiHeH Mepe,
oIHOTO (papMalleBTUYECKH AKTUBHOTO COEIUHEHHsA, a TaKkXKe OT NPeanosaaracMoro
NpUMEHeHus, crnocoba BBEJCHHMA M NAIMCHTA, KOTOPBIH IOABEPraercs JICYCHHIO.
KBaJrUIHPOBAHHBIA CNENUATUCT B JaHHOH O06JNACTH TEXHHKH CIOCOOCH JIEerko

BLIOPATh M aalNTUPOBATh HEOOXOAUMBIE KOJMYECTBA HA OCHOBE OOLINX 3HAHHUH.

OmmcanHoe u306peTenne OyjgeT Jajee NPOHILTIOCTPUPOBAHO (Urypamu.
O,JHaKO CcJIeJyeT SBHO YKa3aTh, YTO O3TH (HUIyphl IPHBEICHBI HCKIIOYHTEIBHO B
KadecTBe MJUIIOCTPAlHH W He JOJDKHBI PacCMaTPUBAaThCA Kak TaKue, KOTOPBIC

Or paHMYUBAIOT U300PETEHHE.
KPATKOE OIITMCAHHUE ®UI'YP

I{OHOHHI/ITBJ’IBHLIC IIpeuMyliecCTBa, IMPU3HAKH, XapaKTCPUCTHUKH H AaCIECKThI

HaCcTOAUIECTO I/I306pCTCHI/I§I BBITCKAIOT U3 C];)I/II'yp, KaK NpUBCACHO HHIXKC.

@durypal cxemarudeckas JuarpamMma, rJe pacTBOPHMOCTb NHMMOOeHIaHa
moKa3aHa Kak (YHKIHS KOHCEpBaHTa, THIA LUKJIONEKCTPMHA M 3Hauenus pH B

pacTBope, conepxaieM 25% (Bec./06.) IHKIOASKCTPUHA;

durypa2 cxeMmaTW4ecKas [HarpaMma, IJe pacTBOPHMOCTh NHMOOEHJaHa
moka3aHa Kak (YHKOUS THIA M KOHIEHTpPAllMH TIOJHMepa, COJIM H arcHTa

KCMILIEKCO0Opa3oBaHUS; U

®urypa3 cxemaTHdeckas [uarpamMma, Ij€ pacTBOPUMOCTb NUMOOeHIaHa
mokasaHa Kak (YHKUMS ~ KOHIEHTpPAaUUM THAPOKCHIPONMI-B-IHKIONEKCTPUHA H

MpHCYTCTBHSA copbaTa HaTpus U ruapokcunponuaMeTunnenonoss (HPMC).

(Durypa 1 moxassIBaeT CXeMaTHYeCKYyl0 JuarpamMmmy, rae pacTBOpUMOCTBb
npMoOeHZaHa NMoKa3aHa Kak (byHKI_[I/Iﬂ PaAcTBOPHMEIX B BOJIE KOHCEPBAHTOB XJIOpHIaA

OeH3aIKOHUA, Xjaopuga 66H3€TOHI/I$I, Xjgopuaa UHETHJINHUPHAHHHA, COp6I/IHOBOI71
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KHCIIOTHI, copbara HaTpusi, OEH30MHOH KHCIOTHI M O€H30aTa HaTpUsd, COOTBETCTBEHHO.
[TocnenHss cCTpoka KOJIOHOK IpeACTaBiseT co0Oi CCHUIKY Ha KOHTpPOJb, KOTOPBIH

ABJISIETCS COOTBETCTBYIOLIMM PacTBOPOM 6e3 KoHCcepBaHTa (“OTCYTCTBYET”).

KaxpIii pacTBOPHMMEIN B BOJE KOHCEpPBAaHT HCHONB30Balu NpH 3Hadedusx pH
3.5, 4,5,5,5, 71 9 B KOMOUHAIMU C THAPOKCHUIPONUI-B-IUKIONEKCTPHHOM, KOTOPBIH
COKpalieHHo o0o3HayaeTcss Kak “B”, M KaXAbIA PacTBOPUMBIA B BOJE KOHCEPBAHT
Mcronb3oBanu npu 3Havenmsx pH 3,5, 4,5, 55, 7 m 9 B xoMmOuuauuu c
FHAPOKCHIPOINHI-raMMa-UKJIOAECKCTPHHOM, KOTOPBIH COKpalleHHO o0o3Ha4yaeTcs Kak
“y”. PactBopbl codepxanu 25% (Bec./06.) umknonexkctpuHa. Kaxnias KoloHKa B
JAnarpaMMe NOKa3blBaeT ONpENelNCHHYI0 PacTBOPHMOCTh NUMOOEHaHa KaK (YyHKIHIO

KOHCEpPBAHTA, TUIA HUKJIOACKCTPUHA U 3HAYCHUS pH

Ha ®urype 1 MOXHO YBHIETh, 4YTO caMas BBICOKAs PpacTBOPUMOCTh
nemobGennana Bo3Hukaer npu pH = 3,5. Kpome Toro, numobGennan sBigercs Goiee
PacTBOPUMBIM C THAPOKCHIPONUI-B-HUKIOAEKCTPUHOM, YeM C THIPOKCHIIPONMI-
raMma-MKJIOJAEKCTPHHOM. Camas BBICOKasi  pacTBOPUMOCTH numoOeH1aHa
JIOCTMTaeTcss INPH HCIOJIb30BaHHMM copbaTa HATpus, IS KOTOPOro pacTBOPUMOCTD
3HAYUTEIBbHO SBISETCS OOJiee BHICOKOHM MO CPaBHEHHIO C pe3yJibTaTaMHM KOHTpOJIs, Iie

OTCYTCTBYET KOHCEPBAHT.

durypa 2 npeacraBiasgeT coboff  CXeMaTHYeCKyl0  aUHarpamMmy, TIe
pacTBOPHMOCTh NHMOOCHIAaHa IOKa3aHa Kak (YHKIHA THOA M KOHLEHTpauuu
HoauMepa, COJM HJIH areHTa KoMIulekcooOpasoBanus. Jlius ompeneneHus CTEINCHU
KOMILIEKCOOOpa30BaHus MOABEPrajd aHadU3y BIUSHHE TPEX Pa3JUYHBIX IOJIMMEPOB,
TpPeX pa3IMYHbIX COJed M OJHOTO XEJaTHPYIOIEro areHrta Ha pacTBOPHMOCTh

nmuMoOeH 1aHa.

3nayenne pH pactBopa coctaBisio 4,5. Merono3a npeiactaBaser coboi
rugpoxcunponunmetwinemonosy = HPMC = runpomennosy. Klucel ELF
npejactaBiger coboif ruapoxcunponuanemnonosy = HPC. Yucno, xoropoe cieayeT
[ociie XHMHUYECKOTO HAaMMEHOBAHHMs, I10KA3biBaeT KOHIEGHTpanuio Jo6aBku B %

(Bec./06.).

OJHOPONHOCTh 3HAYeHWi JTajoHa [HanpuMmep, “copbara HATpHs MPOTHB

“copbara HaTpus (NOBTOPHBIH)”] MOKa3pIBa€T, HYTO  PpE3YJIAbTAaThl  SABJIAIOTCA
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OCJIEAOBATECABHBIMU MEXAY pa3/IMYHBIMU OIBITAMHA U CHIYXaT B Ka4CCTBC IPOBEPKHU

JOCTOBCPHOCTH.

Ha ®urype 2 MoxHO yBHAeTh, uTo InpubGaBienne HPMC mnpusomut «
3HAYMTEIBHOMY HOBBIIEHHIO DAcTBOPHMOCTH nHMoGennana. IlpubaBnenue coiei
sjerara JMHATPHS 3HAYHATENbHBIM 00pa3oM He TOBBIIAIO  PACTBOPUMOCTH

numobeHIaHa.

durypa 3 npexacraBiseT coboH  CXeMaTHYECKylO  aHarpammy, rie
pacTBOPHUMOCTD nuMoOeH1aHa noKa3aHa KaK byHsKIus KOHIICHTPAIIUH
I'BAPOKCHIIPONHII-B-IIUKIOAEKCTPUHA ¥ OPUCYTCTBHS  copbara  Harpus H
rugpokcunponunmetuinenmonossl  (HPMC).  Takum obpasom, nHa O@urype 3
NpOHJUTIOCTPUPOBaHO BiusAHHe copbara Hatpus u HPMC Ha pacTBOpHMOCTD
nuMoOeHIaHa, a TAKXKe BIMSHHE KOHLUEHTPAalMH THAPOKCUIPONUI-B-IHuKiI0oAeKCTpHHA
Ha pacTBOPUMOCTh NuMOOeHHaHa. Mcronp3oBalu KOHIEHTpaUMu copbara HaTpus
1,0% (Bec./06.) 1 HPMC 0,1% (Bec./06.). 3Hauenne pH ycTaHaBnuBani Ha ypoBHe 4,5

IpH HCIIOJB30BAHUH XJ'IOpHCTOBOIIOpOIIHOﬁ KHCJIOTBI BO BCEX paCTBOpaAx.

Ha ®urype 3 MOXHO YBHAETb, YTO PE3yJIbTAThl MOATBEPXKAAIOT TOT (akT, yTo
copbaT HaTpHs 3HAYUTENHHO HOBBIMIAET PaCTBOPUMOCTH nmumobenzana. Kpome Toro,
pes3ynpTaThl  Takxe HOATBepxAaloT, uyro HPMC  3HaunTenpbHO  MOBBIIACT
pactBopuMocTh nuMobeHgana. Ilyrem npumenenus kak HPMC, tax u copbara

HaTpusi, paCTBOPUMOCTD HHM06CHIlaHa 3HAYHUTCJIBHO ITOBAIINAJIACK.

OnucanHoe wu300peTeHre OyaeT Jganee NIPOMILTIOCTPUPOBAHO C MOMOIIBIO
npumepoB. OnHako ciuenyeT YETKO yKa3aTb, 4YTO IpPUMEpPBl M  ONHCAHHE
NpenHa3’HaYeHsl TONBKO JUIS MILTIOCTPAIlMHM JTaHHOTO H300peTeHHs H HE MOryT
CUMTaThCH TAKHMH, KOTOpHIE OTpPaHHYHMBAIOT JaHHoe u3oOperenue. [lanee
u3o6peTenne OyaeT NPOMJUTIOCTPUPOBAHO B (JopMe NPHBEACHHBIX B KavecTBE IIpUMepa
(apManeBTHIECKHX KOMITO3UIIHH. OnHako HacTosIee n3obpereHue HE
OrpaHHYMBAETCS ONMUCAHHBIMH KOMIIO3HIHSAMH, H JIPYrde KOMIOHEHTHI, KOJHYECTBA H

BCIIOMOTraTeJbHBIEC BEUIECCTBA TAKXKE ABJIAIOTCA BO3MOXHBIMHU.
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HNPUMEPBI
IIpumep 1

[Iponec nony4yenus

B npusenenHoil Huxe Tabmume 1 wIOCcTpaTHBHBIE (GapMaleBTHYECKHE

KCMIIOBHHHAH B COOTBCTCTBHH C HACTOAIIHUM H306peTeHHeM npeaCTaBJICHBI Ooiee

noapobHo:

Tabauna 1: HNnnroctpaTuBHBIE (bapManeBTHYECKHE KOMIIO3HIIUU B

COOTBCTCTBHH C HACTOAIIIUM I/I306peTeHI/IeM

Copepxxanue
Hurpeanenr OyHKUHUA
pea [r/100 ma] yHRR
O] BTHY
IimoGenan 0.15 - 0.25 apMalleBTUYECKH aKTHBHOE
coeMHEHUE
['vapoxcunponui-f- 15 - 35 OtepudUIHPOBaAHHbIH
IUKJIOJEKCTPHUH IUKJIOJAEKCTPHH

['mapoxcunponunmerunnemnonosa | 0,05 - 2,5

PactBopuMBIit B BoJe monumep

CopOuHOBas KHCIOTa H/UITH
e copbar xanus

0,1-1,0
e 0OeH30aT HATpUA

e MeTaOHUCYIbYUT HATPHSA

PaCTBopHMBIﬁ B BOJC KOHCCPBAHT

AckopOHUHOBas KUCJIOTa U/UIH
e ackopbar HaTpus

e MeTaOUCYNbQHUT HATPUS 0,05-1,0
e JIMMOHHAs KHCJIOTa

® [HUTpaT HaTpHus

AHTHOKCHIAHT

XnopuctoBopopoaHas kuciora 0,1

M no pH 3,1 -4,0

AreHt nqns nosenenus pH

Bona 1o 100 ma

PactBOpuTens

[Iponenypa moJiy4eHUs HLIIOCTPATHBHON (apManeBTHYECKOW KOMIIO3HUIMH B

COOTBETCTBUH C HACTOSIIIUM M300pETEHHEM JJisi €eJUHHUYHON MapTUH Majoro macmraba
(100 mn) c ueneBriM 3HaueHHeM pH 3,5 B dpopMe obiieit HHCTPYKUMH SBIASETCS TaKoOMH,

KaK OITHCAHO HHUXC!:
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B3BemuuBasiy OYUIIEHHYIO BOJly. BHOCHIM MarHHTHYIO MELIAJIKY.

B3semuBanu rugpoxcunponunMmeruianennonosy (HPMC) u npubasnsanu ee no

JacTsaM K OYHIIEHHON BOJE IIpH IICpEMCIUINBaHHH.

B3BemuBaad THIAPOKCHNPONIII-B-IUKIONEKCTPUH B CTEKISHHYIO OYyTLIUIKY Ha
100 ma wm upubaBmsmu pactBop HPMC npu mnepememimBaHuM [0 pacTBOPEHHS

M, IPOKCHUITPONII-B-IIHUKJIOIEKCTPUHA.

[Moasepranu MHKYyOalMM NpH KOMHATHOM TeMmepaType 0e3 nepeMelinBaHUs B

teueHue 10 MUHYT.

B3BemnBaiu nuMoO€H/aH U NPHOABIAIM 110 YacTSAM IPH NEPEMELIMBAHUH 10

pacTBOpeHus NUMOOEeH1aHa.

B3pemunBand COpOMHOBYHO KHCJIOTY M HpHOaBiIsad [0 4YacTaM  IIpH

nepeMellMBaHUH 10 PACTBOPEHUS] COPOMHOBON KHUCIIOTHI.

B3BemuBanu acKOpOMHOBYIO KHCIOTY M, HEOOS3aTENIbHO, JIOBYIIKH CBOOOIHBIX
paaukanoB (Hanpumep, BHA wnnm ppomwiramiar) ¥ npuOaBisulA 10 4YacTsIM IpPH
nepeMelIMBaHHl B B aTMocdepe a3oTa 10 PACTBOPEHHMs aCKOPOMHOBOH KHCIIOTHI M

HeOo0sA3aTeIbHBIX JIOBYHICK CBOGOIIHBIX paduKajioB.

[Moxsepranu MHKyOaumHH NMPH KOMHATHOH TemIiepaType Oe3 mepeMelIWBaHHS B

teyeHue 10 MUHYT.

Onpenensnu 3Hauenume pH u, B ciydae HeoOXOAUMOCTH, IOBOAWIH [0

3HageHus 3,50.
Ipumep 2
AnTHMUKpOOHAs 3¢ HEKTUBHOCTD

[IpuMeHsieMble KPUTEpHHM aHaliM3a NPEACTaBIsUIM co0O# Takue ISl OLEHKH
AHTUMUKPOOHOW  aKTHBHOCTH TMEPOpAJbHBIX IIpenapatoB B  COOTBETCTBHM €
EBponeiickoit dapmaxoneeit 7 (aHamu3pl yepe3 14 nHedl m 28 nmeit). Kpurepuii
NpUEMIEMOCTH B COOTBeTCcTBUH ¢ EBpomelickoli ®apmaxomeeit 7, Cnoco6 5.1.3
"D PeKTUBHOCTH aHTUMHUKPOOHBIX KoHcepBaHTOB" Papmakoneu CIHA 34, u Cnocob

<51> Ananu3 anTUMHAKPOOHOH 3¢ (eKTUBHOCTH NpHBeAcHB! B Tabmuie 2.
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Tabnuna 2 Kpurepun s OIEHKH aHTUMHKpoOHOH 3(dexTuBHOCTH I
NeEpOpaNbHBIX IIpernapaToB B COOTBETCTBHH ¢ EBpomneickoit
dapmaxoneeit 7 u ®apmaxoneeii CIIA 34
Cnoco0 5.1. EBponeiickoit Croocob <51> dapmakoneu
dapmakoneu 7 CHIA 34
Tun .
JlorapudpmMuueckoe CHHXXEHUE KOIUYECTBA MUKPOOPTraHU3MOB
MHKpOOpranuszma
yepes
14 nueut 28 nHew 14 nuei 28 nuei
OTCYTCTBHUE OTCYTCTBHUE
BEJIMYEHHS 110 BEJIMYEHHS 110
baxtepunu >3 y > 1,0 Y
cpaBHeHHIO ¢ 14 CpPaBHCHUIO C
mHsAMH " 14 ausimu >
OTCYTCTBHE OTCYTCTBUE
OTCYTCTBHUE
YBEJIMYEHHUS 110 | YBEJIUHYEHUS IO
yBEJIMYEHUS 110
I pubs1 > 1 CPaBHEHHIO C | CPAaBHCHHIO C
cpaBHeHHI0 ¢ 14
1) HUCXOTHBIM HUCXOIHBIM
JHSMH 2) 2)
OJCYETOM OJCYSTOM
D nns Espom. ®apMakoned: OTCYTCTBHE YBEJNMUYEHHS = OTCYTCTBHC YBEIHYCHHS
KOJIHYeCTBa

2 s ®apmaxonen CIIIA: oTcyrcTBue yBenudeHHs = He OGosee dyem Ha 0,5 logio

€JIHUHHUI BBIIIEC, YEM pe(l)epCHTHOC 3HA4YCHHUC

KoMno3uuuy, KOTOphle MOJABEPrajd aHalIU3y B JKCIEPUMEHTE, SBISIOTCA
npeacTaBieHHbBIMU B Tabnune 3, npuBeeHHON HHXE.
[Togsepran¥  aHamusy  CJIEIAyIOIIHE  MHKpOOpPraHu3Mhl:  Pseudomonas

aeruginosa, Straphylococcus aureus, Escherichia coli, Candida albicans, Aspergillus

brasiliensis, Zygosaccharomyces rouxi

Tabnuna 3
Homep xoMno3uuuu

Komro- |1 Tyt gl s | 6|78 o102 3|ialislie]17]18]19]?2

HCHTEI O
Konuenrpauus [r/100 mi]

IMTumo- 0.15

bennar

HP-B-CD | 25

HPMC 0,1

Copbu-

HoBas 0, ]0, {0, |O, [0, ]0, }JO, |0, {0, {0, {0, |0, |_ i i ) i i i i

1 2 3 4 5 6 7 8 2 2 4 4
KHCJI01a
Copba- - - - - - - - - 0, |- 0, |- - - - - - - - -
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HoMep KOMNO31UKH

Komno-
HCHTBI

8

9

10

11 |12

130141516 17

19

O N

Konuentpanus [r/100 mi]

KaJbLUUs

2

4

Copb0ar
Kanus

0,
2

0,
4

bensoar
HaTpus

S~ O
()
o0
S

=

Xopu.1
OeH3an- - - - - -
KOHUS

—_0

oy

Ackop-
OunHoBas
KUCJI0Ta

0, {0, |0, [0, |0,
0510505 ]05]05

0,
05

05

0,
05

0’
05

0, |0,
05 | 05

0,
05

HCl Boan.

no 3uayenus pH 3.5
pacTBop

OuuineH-
Hasl BO.ia

10 100 mn

B npuseaeHHbIX anaiuzax kpurtepuun Papmakonen CHIA 34 Cmocob <51>, kak

npueneHo B Tabnune 2, 6b11M 0OHapyKEHBI KaK TAKHE, KOTOPBIC BBIIOTHAIOTCS AJIA

BCEX paCTBOPOB U IJId BCEX MUKPOOPraHu3MOB.

Hpumep 3

O6pasubl penentyp mojiydyaid NPH HCIOJIb30BAHUH KOMIO3HMIHH, TPUBEJACHHOM!

B IpeacTaBiieHHON Hike Tabnuie 4.

Tabnuna 4
Homep peuentypsl
Hurpeauent 1 2 3 4 5 6 7 8 9
Konuentpauus [r/100 ma]
[TumoGennan - - - - - - - 0,15 10,15
1-unano-2-(4-uuknonponui-6en3un)-4-(p-D- o1lotlon ) ) } ) } )
CIIOKoTIMpano3-1-un)-6enson L-nponun ? ’ ’
Umenuroun - - - 10,11]0,17}0,1
Menokcukam - - - - - - 0,1 - -
I'napokcunponna-B-uukI01eKCTpUH 25 125 |25 |25 |25 |25 25 25 25
[MuApOKCUNIPONHII-METUALEIIIION03a - 0,1 ] 0,1 - 10,110,1 0,1 0,1 0,1
CopOunoBas KMcjioTa 0,3 - 03103 - 10,3 0,3 - -
MeTtunnapabes - - - - - - - 0,18 10,18
[Tponunnapaben - - - - - - - 0,02 0,02
HCI BoaH. pactBop gI; 52 glg gg g;’ glg gg g}; g%
OunileHHas Boaa no 100 mn
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Crie Iy oIy 0 IpoLeypy HCIIONb30BaIN Ul IPUTOTOBIECHUS 00pa3oB:

B3BemuBanu MOJHOE KOJIMYECTBO BOIbI B MpoOUpKe

B3BemuBaid MOJHOE KOJNHMYECTBO HApPOKcHOponuiaMmetminemonoss (HPMC) B
OMKCe M MENJIEHHO HpHOaBJsIM K IepeMemuBaeMoil Boze. [lepememmuBanud 1o

LIOJTHOTO PaCTBOPEHHS.

B3pemuBail MOJHOE KOJMYECTBO rujpokcunponui-B-nuknonekcrpuna (HPBCD)
B OHMKCe U MeJUIEHHO NpuOaBIsIH K nepeMmemuBaeMoil cmecu. IlepememuBanu 10

MIOJIHOTO PACTBOPEHHS.
OcTaBIsiIM pacTBOP [UIsi OTCTAMBAHHUS B TEYEHHUE, IO KpaiiHei mepe, 10 MUHYT

B3pemmuBanm 1noJIHOE KOJHUYECTBO JEKApCTBECHHOI'O BEUICCTBA B OMKCce U MEAJIEHHO
l'IpI/I6aBII}IJII/I K HepeMemnBaeMoﬁ CMCCH. HepCMQIIII/IBEUII/I a0 IMOJIHOTO

pacTBOpEeHHUS.

B3BemuBald MONHOE KOJHYECTBO COPOMHOBOM KHCIOTBI B OHMKCE M MEMJIECHHO
npubapnsim K  NepememmBaemoil  cMmecd. IlepememmBanu A0  NOJHOIO

pacTBOpPEHHUS.
OcTaBJiaau pacTBOp 1Jisi OTCTAHBaHKs B TeUeHHE, N0 Kpained mepe, 10 MunyT
Josoaunu pH 1o neneporo 3sHadeHus npu ucnoyszosanuu HCl wan NaOH

OctaBnsnu pacTBOp IS OTCTaMBaHUsA B TEYCHHE HOYH H IIOBTOPHO JAOBOJAHNIIU

snauenue pH 10 nenesoro npu ucnosszoannu HCl win NaOH

PaCTBO})BI HMEJIM NPUBEACHHEBIC HUKC IIJIOTHOCTH H BHEIIIHHAH BU:

Tabnuna 5
Komno3unus ITnoTHOCTH BHemuunii Bua
[r/™mu]
1 1,082 IIpo3paunblii, 6€CIIBETHBIH, YAaCTUIbI OTCYTCTBYIOT
2 1,096 IIpo3paunpiii, 6€CLUBETHBIN, YaCTHI(BI OTCYTCTBYIOT
3 1,076 [Tpo3paunsblii, 6eCIIBETHBIN, YaCTUIbI OTCYTCTBYIOT
4 1,075 ITpo3payHblil, 6€CLIBETHBIN, YaCTHIBI OTCYTCTBYIOT
5 1,094 ITpo3pauHbrii, 6eCIIBETHBIA, YaCTULBI OTCYTCTBYIOT
6 1,085 I1po3paunsiii, 6€CLBETHBIA, YACTUIBI OTCYTCTBYIOT
7 1,074 ITpo3paunblii, O CIaOBIM XKEJNTHIM OKPAUTHBAHHEM,
YaCTHIIBl OTCYTCTBYIOT
8 1,080 [Ipo3paunblii, 6€CIIBETHBIH, YaCTHIEI OTCYTCTBYIOT
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Komnosunus IlnoTHOCTH Bremnunii Bua
fr/mi]
9 1,082 IIpo3paunblii, 6€ClBETHBIH, YACTHUIIBI OTCYTCTBYIOT
Tabnuna 6 Pe3ysibTaThl B OTHOIIEHUH MHKPOOPTAaHH3MOB I MCCJICAYEMBIX

pactBopoB: E. coli (6aktepus), P. aeruginosa (O6aktepusi) u S.
aureus (GaxTepus)

Mukpo- Kosionneobpa3syomux eauini / r

0raHu3M Homep Mroky- 7 nueit 14 nueii 28 aneii

pacTBopa aauus

1 540 000 <100 < 100 JAQHHBIEC OTCYTCTBYIOT

2 540 000 7300 500 JlaHHbIE OTCYTCTBYIOT
3 3 540 000 < 100 <100 JaHHbl€ OTCYTCTBYIOT
g 4 540 000 < 100 < 100 JaHHbIE€ OTCYTCTBYIOT
é: 5 540 000 48 000 2900 JaHHbIE OTCYTCTBYIOT
3 6 540 000 < 100 < 100 JaHHbIE OTCYTCTBYIOT
E’ 7 420 000 <100 flaHHbIC JaHHbIe OTCYTCTBYIOT
o OTCYTCTBYIOT

8 AHanu3 HEBO3MOXEH )

9 AHa/u3 HEBO3MOXKEH

1 440 000 <100 <100 JaHHbIE OTCYTCTBYIOT

2 440 000 <100 <100 JaHHbIE OTCYTCTBYIOT

“ 3 440 000 <100 <100 JaHHbI€ OTCYTCTBYIOT

S8 [4 440 000 <100 <100 JlaHHblE OTCYTCTBYIOT

§ a 5 440 000 %) 16 000 JaHHBIE OTCYTCTBYIOT

S 6 440 000 <100 <100 JaHHBIE OTCYTCTBYIOT

E S 7 500 000 <100 JaHHbIC JaHHbl€ OTCYTCTBYIOT
OTCYTCTBYIOT

8 AHaJH3 HEBO3MOXKEH V)

9 AHaJIn3 HEBO3MOXKEH V)

1 350 000 <100 <100 JlaHHbI€ OTCYTCTBYIOT
§ 2 350 000 <100 <100 JIAHHbIE€ OTCYTCTBYIOT
3 3 350 000 <100 <100 JaHHBIE OTCYTCTBYIOT
: 4 350 000 < 100 < 100 JIaHHBIE OTCYTCTBYIOT
S 5 350 000 <100 <100 J1aHHBIE OTCYTCTBYIOT
§ 6 350 000 <100 <100 JIAHHBIE OTCYTCTBYIOT
%:: 7 320 000 <100 g::;;gnymT JlaHHbIE OTCYTCTBYIOT
g?) 8 AHanns HEBO3MOXEH

9 AHanu3 HeBO3IMOXEH |

2 AHaJin3 He MOXET ObITh HAaYyaT HO NpUIHUHC GI:ICTpOI‘O pocTa MHUKPOOPIraHU3MOB B

HNEePHOJ MEXy NMpoBeleHueM QUIIBTPAIllHU U HaYaJoM aHaIu3a

2 o
) Pe3ym,TaT HEAOCTOBCPHLIHN 110 IPHYHHE BBICOKOI'O ITOKa3aTeJid
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Tabnuna 7 Pe3ynbTaThl B OTHOIIEHHH MHUKPOOPIraHHW3MOB IS HCCIAEAYEMBIX
pactBopoB: Z. rouxii (apoxskeBod rpub), C. albicans

(apoxxeBoil rpub) u A. brasiliensis (necHeBbIN rpuod)

Mukpo- KosnoHueobpasyronmx eiuHuL / r
3?4;2; Howmep pacTtBopa Huokynauus 7 nueit 14 nnei 28 nue#
1 380 000 <100 <100 A@HHBIC
OTCYTCTBYIOT
2 380 000 530 000 790 000 JlaHHBIC
OTCYTCTBYIOT
« 3 380 000 <100 <100 AatiHble
= OTCYTCTBYIOT
8
S 4 380 000 <100 <100 AaHHbIC
S OTC}/TCTB)’}OT
]
S 5 380 000 500 000 660 000 AaHHbIC
§ OTCYTCTBYIOT
3
S 6 380 000 <100 < 100 Alannble
OTCYTCTBYIOT
7 370 000 < ]00 JAAaHHbIC JaHHbIC
OTcyTCTBleT OTC)’TCTByIOT
8 AHau3 HEBO3MOXEH
9 AHanu3 HEBO3MOXEH
1 120 000 < 100 100 JlaHHbIC
OTC}’TCTBleT
2 120 000 290 000 190 000 AaHHbIC
o OTC)/TCTByIOT
2 3 120 000 7800 <100 AlaHHeIC
2 OTCYTCTBYIOT
g 4 120 000 10 000 600 AlaHHbIC
3 OTCYTCTBYIOT
n
= 5 120 000 830 0000 740 000 A2HHLIE
3 OTCYTCTBYIOT
N
S 6 120 000 3000 700 AaHHBIC
Z OTCYTCTBYIOT
7 290 000 600 JaHHBbIC JAHHBbIC
OTcyTCTByl'OT OTcyTCTBy}OT
8 AHanu3 HEBO3MOXeEH V)
9 AHaIu3 HEBO3MOXEH V)

1
) AHamu3 He MOXeT GBITh HAYAT IO IpHYHHE OBICTPOrO pocTa MHUKPOOPraHH3MOB B

Nepuoa MEXQy NpOBCACHUEM (bl/IJIBTpaLII/II/I H Ha4YaJiIOM aHaJiu3a

Kax BmaHO H3 pe3yinbTaroB, NpUBEeNCHHBIX B Tabnuiax 6 u 7, xopoiuas
aHTHMHUKpOOHas 3(PGEeKTUBHOCTH JOCTHTajlach MyTeM MNPUMECHEHHS COpOHHOBOMR
KHCIIOTHI B Ka4eCTBE PaCTBOPHUMOTO B BOJIE€ KOHcepBaHTa. PacTBopwl (HoMepa 2 u 5),
KOTOpBIE HE COJepXaldd pacTBOPUMOIO B BoOJIe KOHCEpPBaHTA, HE COOTBETCTBOBAJIH
KpPMTEPHUSAM 110 OLIEHKE aHTUMHKPOOHOH aKTHMBHOCTH B COOTBETCTBHUH ¢ EBpoieiickoi

®apmakoneei. PactBopsl ¢ MeTmnnapabeHoM u npommwinapabeHoM (Homepa 8 u 9)
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UMENM TAaKoW BBICOKMH pPOCT MHKPOOPraHH3MOB, YTO aHaJIM3 aHTHMHMKPOOHOM

3¢ $eXTHBHOCTH OBLI HEBO3MOXKEH.
IIpumep 4:

HeGonpmre koindyecTBa aHTHOKCHAAHTA, HAaIPUMEpP, aCKOPOMHOBOW KHCIIOTHI,
HEOXHMAaHHO obecrmeyWBanu  MOBbIEeHHE SQ(PEKTUBHOCTH  COXPAHHOCTH  OT

MEKpPOOpPraHHU3MOB:

Tabnuna 8 Penentypa KOMIO3HIMH B aHanu3e 3QPEKTHBHOCTH COXPAHHOCTH

OT MHKpPOOPraHu3MoB

Howmep peuenrtypsl
Hurpeauent 1 I 2 | 3 l 4
Konuentpauus [r/100 mi]

ITumobennaH 0,15 0,15 0,15 0,15
I"uapokcunponui- 25 25 25 25
B-UMKIOAEKCTPUH
Iuapoxkcunpomnun- 0,1 0,1 0,1 0,1
METHIILEJTI0JI03a

Copbunosas 0.3 0,3 0,3 0,3

KHCJIOTa
AckopOuHoBas 0,20 0,35 0,50 0,70
KHCJIOTA
Boan pactBop HCI pH 3,5 pH 3,5 pH 3,5 pH 3,5

J10 3HA4CHHA

OuuileHHas Boja a0 100 mn

Tabnuma 9 Pe3ynbpTaThl B OTHOIIEHUWH MHKPOOPraHH3MOB B COOTBETCTBHH CO
cnocobom 2.6.12. Espomneiickoii ®apmaxonen ans rpubos Zygosaccharomyces
rouxii, Candida albicans wu Aspergillus brasiliensis ¢ BapbHPYIOIIUMH

KOHI[EHTpalUsIMH aCKOPOMHOBOH KHMCJIOTHI.

HowMep peuentypsi / mepuos WHKyOauuu (JHM)
MuKpoOpPraHuim 1 2 3 4

14 0n. |28 00, | 14 au. |28 nu. | 14 nu. | 28 nH. | 14 nu. | 28 aH.
Zygosaccharomyces rouxii a a a a a a a a
Candida albicans b a a a a a a a
Aspergillus brasiliensis c C C b b b b a

Kompr: a: < [IKO KOE/Mn, b: TIKO — 1000 KOE/Mn, ¢: > 1000-10000 KOE/mu,
rne KOE = kononueobpasyromue enununsl, a IIKO = mnpexen KoJW4YeCTBEHHOTO

onpeaAciCHus
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pe3yJibTaThl

JIEMOHCTPUPYIOT

HCITOJIHF30BaAHHH

MNOBBIIAKOINYIOCS

IMOBBINIAKOIIUXCS

KC'HHCHTpaHHﬁ AHTHOKCHIAHTA TaKoro, KaK aCKOp6HHOBa$I KHCJIOTA.

IIpumep S:

[Tonyuanu penentypbl B coorBercrBuu ¢ EP1920785, a63an [0067] (cMoTpu

Tabnuny 10).

Tabnuna 10
mr/10 ma
Marepuaa Penentypa #1 Penentypa #2
I[Tumobennan 10,0 7,5
Knenroza HP (HPBCD) 3300,0 3000,0
Honexaruapar 17,6 17,6
rujpodocdara TMHATPUS
Jduruapar 8.0 8.0
quruapogdocdara HaTpHUs
MeTuinapaben 20,0 10,0
IIponunnapaben 5,0 5,0
Dnerat AMHATPHUS 5,0 5,0

Bona gnsg uanexnuii

BOJH. pacTBop 1o 10 mi

BOJH. pacTBOp A0 10 M

Ob6e penenTypsl

OBLIH

IPO3pavYHbIMH,

OecIBETHBIMHU u HE

HNPOJEMOHCTPUPOBANN 4YacTUll. Penentypa #1 mmena m3mepeHHoe 3HadeHue pH 8,2.

Penentypa #2 uMena usmepenHoe 3Hauenue pH 7,6.
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O®OPMVIJIA N30BPETEHUA

Kunkas BOJHasA q)apMaueBaneCKaa KOMIIO3H I U C KOHCECpBAHTAMHU,

BKJIKO4arouias

OJHY Unu Oosee dTepUPHIIMPOBAHHBIX MPOU3BOIHBIX IIUKIIONCKCTPUHA,;
OJMH Uiy 6ojiee paCTBOPUMEIX B BOJIE€ KOHCEPBAHTOB;

IPEANOYTHTENbHO BBIOPAaHHBIX W3 IPYNIBI, KOTOpas COCTOUT U3 COPOHHOBO#
KHCJIOTHl HJIM €€ COJIeH, MpeANodYTHTEeNbHO copbara HaTpus, copbara Kaaus,
copbata Kaiblus; OEH30HHOH KHUCIOTBI HJIH €€ CoJIeH, MPEeANOYTHTEIbHO
OeH3zoaTa HaATpHs; XJOpHAAa OeH3aIKOHMS; XJOopuaa OEH3ETOHHUsS, XJOpHIa
HeTUINUPUAUHUA; MeTabucylbhuTa HaATpHs; aneTaTa HaTpus, mapabeHOB H
ux cojei, HPEANOYTUTENBHO MeTuInapabeHa, sTHiInapabeHa,
nponuinapabena, Oyrunnapabena, OytuinapabeHa HaTpus; MIH — HX

KOMOHHaNUI,

6ojlee MpENNMOYTHUTENHHO BBIOPAaHHBIX M3 TpPYHNB, KOTOpass COCTOHT H3
COpOMHOBOH KHCIOTBI HJIH €€ cojiel, NpeAnouYTUTENbHO copbaTa HATpH4,
copbara kanms, copbara Kaiblus; OCH30WHOH KHCIOTHI HJIH €€ COJIEH,
OpeanodYTuTeNbHO OeH30ara HaTpus; XJOopHAa OCH3aIKOHHSA, XJopHaa
OEH3€TOHHUS; XJIOpHIa LECTHINUPHUAUHMSA, MeTaOucynbduTa HATpHUs; alerara

HaTpusd, HJIH UX KOMGHHaHHﬁ; H

0 KpaiiHeH Mepe, OJHO (apMaleBTHYECKH AKTHBHOE COEAMHEHHE, KOTOPOE
sBJIsieTcs ¢1abo pacTBOPUMBIM B BOJE, OYEHB €Ia00 pacTBOPHUMBIM B BOIE HJIH

HEpPAaCTBOPHMBIM B BOJE,

ri€ NOpEeANOYTHTENBHO pacTBOPHUMOCTb, II0 KpaiiHel Mepe, OXHOro
(apManeBTHUYECKU aKTHBHOIO COE€AMHEHHUs B BoJe B jauanaszoHe oT 15 no 25°C

ONpEaACIACTCA TaK, KaK HPEACTABJICHO HHUXC!

no KpaiiHe#i Mepe, oqHO (apMalleBTUYECKH AKTUBHOE COCAHMHEHHE SBJISCTCS
cnabo pacTBOPHMBIM B BOJE, €CJIH HEOOXOJUMO HCHOJB30BaTh Goyee uem 100
MJI BOJbl Ha TIpaMM CO€/JMHEHHUS; COEJHHEHHE SABJSeTCS O4YeHbL cJiabo
PacTBOPHUMBIM B BOJE, €CJIM HEOOXOAMMO HCIOJIB30BaTh Oonee yem 1000 mi; u

OHO 4ABJACTCSI HEPACTBOPHMBIM B BOAC, €CIIHA HEOOXOAHMO HCIIOJIb30BaTh
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6osee yem 10000 My BOXBI Ha rpaMM COEAUHEHHS JUIS PaCTBOPEHHS 3TOro

COCIMHCHHSA, U

NpPEANOYTHTENLHO TIPH YCIOBHH, 4YTO KOPTHKOCTEPOHIBI, B YaCTHOCTH,
NPEIHU30JIOH W €ro ImpoJjieKapcTBeHHas (¢opMa anerata IMpeIHU30JI0Ha,
GTOPOXHMHONOHBI, B  YaCTHOCTH, HMIPOQJIOKCANMH,  raTH(IOKCAIMH,
Mokcu(ioKkcanuH, curadokcanuH, JoMedraokcauud, rpenadoKcaluH,
remo(iokcanuy,  HopduiokcanuH,  OodIOKcaluH,  JNEeBO(IOKCAUH U
TpoBaJIOKCAIIMH, HE3aBUCHMO IpPYr OT JpYyra sBISIOTCA HCKJIIOYCHHBIMH B
KadecTBe (papMaleBTHYECKH aKTHBHOI'O COCIUHEHHS, KOTOPOE SABIAETCA ¢l1ado
pacTBOPMMBIM B BOJE, O4Y€Hb IUIOXO PAaCTBOPMMBIM B  BOJC HIH

HEPACTBOPUMEBIM B BOZC.

Kunkas ¢apmaneBruyeckasi KOMIIO3MIMS B COOTBETCTBHM C IIyHKTOM 1, rae
(apmaineBTHUecKas KOMIO3MIUS MOIOJHUTENLHO BKIIIOYAET, MO0 KpaWHe#H Mepe,
OJMH pPAacTBOPUMBIH B BOJE AHTHOKCHUAAHT, KOTOPBIA HPENNOYTHUTEIHHO
npencrasisger coboi BHIOpPaHHBIM H3 IPYNIBI, KOTOpas COCTOMT M3 aCKOPOHHOBOM
KHCJIOTH MIH ee (papMaleBTHUYECKH IPUEMIIEMBIX COJIeH, B 4acTHOCTH, ackopbara
HATpHs;, JMMOHHOHW KHCIOTHL (0€3BOAHOM HW/MIM MOHOTHApATa) WM €€
(dapMaleBTHYECKH HpPHEMJIEMBIX CoOJieH, 0oJiee NpPEAMOYTHTEIBHO LUTpaTa
HAaTpHs;, SPUTOPOMHOBOH KHCIOTHI; (GyMapoBOH KHCIIOTHI;, SA0JOYHOM KHUCIIOTBL;
MOHOTHOTTUIIEPHHA; dbocdopHoit KUCJIOTEHI; MeTabucynbpuTa  HaTpus;
MeTabuCyIbQHuTa Kajlus; HPONHOHOBON KHCIOTBI, OucynbdHTa HaTpHd; Cylbdura
HAaTpHsA;, pecBeparpoyia, OyTHITHAPOKCHAHM30ja, MPOM3BOJHBIX Trajiara, B
YacTHOCTH, NPONMITajjiaTa, WIH WX KOMOMHaIMi, Hambojee IPeArnoOYTHTENLHO
acKOpOMHOBOM KHMCIOTHI MM e¢ (apMalNeBTHYECKH IPUEMIIEMBIX COJIEH,
JMMOHHOH KHCIOTHI (0€3BOJHOM /MMM MOHOTHJpaTa) WU e¢ (apMaleBTHYECKH

NpHEeMIIEMBIX CoJiell, MeTabucynp(uTa HaTpHS UM METaOMCYIb(UTA Kajus.

XKunkas papmaneBTHUECKash KOMIIO3ULHS B COOTBETCTBHMHU C IYHKTOM | wiu 2, rae
dapmalrieBTHYECKass KOMIIO3MIUSI JIONOJIHUTENBHO BKIIOYAET, MO KpaifHed Mepe,
OJIMH PACTBOPHMEIN B BOJIe NMOJHMED, NPEANOYTUTENBHO, 10 KpaHEeHd Mepe, OUH
pPacTBOPHMBbIN B BOJAE NOJHMEp H, N0 KpaiHeH Mepe, ONMH pacTBOPDHUMBIA B BOAE

AHTHOKCHUJAHT.
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XKuakas dpapmaneBTHUECKass KOMIIO3UIHS B COOTBETCTBHH C JIIOOBIM M3 IYHKTOB 1
- 3, rae oaHa uwiH Ooyiee 3TepU(PUIUPOBAHHBIX IPOHU3BOJHBIX LHKIOAEKCTPHHA
SABJSIOTCS BHIOPaHHBIMH M3 TPYIIBI, KOTOpas COCTOHT H3: 3TepoB anbda-, 6eTa- u
raMma-IH1KJIOIEKCTPHHA, IPEANOUYTHTEIHHO 3TepUPUIIHPOBAHHOTO B-

LUKJIOJEKCTPHHA, KOTOPBIH HMeeT XUMUYECKyIo hopmyiy I

@D,

B KOTOpOM  ocTaTku R gBIAIOTCS  HE3aBHCHMO  Jpyr  OT  Jpyra
IHAPOKCHAIKWIBHEIMM ~ TpyNIaMH, M 4YacTh OCTaTkoB R Moxer  OBITh

Heo0s3aTeNbHO H HE3aBUCHMO APYT OT APYyra ajJKWIbHBIMH I'PyNIIaMHu.

XKunkas papmaneBTuyecKasi KOMIIO3UIUSA B COOTBETCTBUHU C JIIOOBIM M3 IIYHKTOB 1
- 4, rae onHa uian Oojee 3TepUPHUIMPOBAHHBIX MPOMU3BOJHBIX LHUKIOACKCTPHHA
IpeACTaBIAIOT CO0OM  THAPOKCHITHJI-B-IHUKIONEKCTPHH, THAPOKCHIPOIHI-B-
HUKJIOAEKCTPHH, JUTHIPOKCHIPONMI-B-IUKIOAEKCTPUH, Cyab()OOYyTHIOBEIA 3TEp

B-LIPIKJIOL[GKCTPPIH&, NpEANOYTHTEIBHO I‘H,IIpOKCPIHpOIII/IJI-B-HI/IKI[OHCKCTpI/IHa.

Xunkas gapmaneBTHUecKas KOMIIO3UIUs B COOTBETCTBHHU C JIIOOBIM U3 ITYHKTOB 3
- 5, rme mo kpaifHell Mepe, OOUH PACTBOPHMEIH B BOJE MOJHMED ABJISCTCA
BHIOpAaHHBIM M3 THAPOKCHIPOMMIMETHILNEILIIONO03  (runpomennossl, HPMC),
THIPOKCHIIPOIUIILEIUIIONO03H], © KapOOKCUMETHUIEILIIONO03HI,
THAPOKCHUITHIIICIUTIONO3b],  THAPOKCHATHJIMETHILE/UIION03E],  3THIIEIIONO03b],
METHIILIEUTIONO3E], [OTUBHHUJINUPPOIMAOHA, MOJHBHHMIIALIETATA., & TaKXe HX
KOMOMHanHH %4 COIOJIMMEPOB, MPEANOYTUTENHHO

THAPOKCHIIPONMIIMETHIIEIITIONO3H! (THIIPOMEILIO3BI).

XKunakas papmaneBTudyeckasi KOMIO3UIUS B COOTBETCTBHH C JIIOOBIM M3 IYHKTOB 1
- 6, rae, mo KpaiHe#t Mepe, OAHO ¢apMaleBTHYECKH aKTHBHOE ABJISAETCA

BBIOpaHHBIM H3:
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POU3BOAHOM OCH3HMHJA30JI0B, IPEeANnOYTUTEIBHO 3aMeIeHHOM
IpOHM3BOAHON OeH3MMHAa30J0B, Oojiee TNPeANOYTHTENLHO THaOeHa301a,
¢ybepuaasona, okcubenaasona, napbennasona, kambenaaszona, mebennasona,
penbennazona, ¢uybennasona, anpbeHnaszona, oxcdeHmazona, HOKOZA30Ja,
acTeMH30la ¥ NHMoOeHIaHa, WX (apManeBTHYECKH HpPHEMIIEMBIX COJIEH,
NPOM3BOAHBIX, METa0OJMTOB HJIM IIPOJEKAPCTBEHHBIX (opM, Hauboliee
HNPEANOYTHTENBHO MHMOOEHZaHa U ero (apMaleBTHYECKH IIPUEMIIEMBIX

coJieH; uau

NPOU3BOJHOM OKCHKaMOB, IIPEANOYTHTENLHO 3aMEIIEHHOW MNPOM3BOJHOM
OKCHMKaMoOB, OoJiee  NpPEANOYTHTEIBHO  aMIIMPOKCHKaMa, JpOKCHKama,
JOpPHOKCHKaMa, IHPOKCHKaMa, TEHOKCMKamMa H  MeJOKCHKama,  HX
papMalleBTHUECKH OPUEMIIEMBIX COJeH, NPOM3BOIHBIX, META0OJUTOB HIIH
IIpoJIeKapcTBEHHBIX (opM, HamboJjiee NpEANOYTHTENLHO MEJIOKCHKamMa U ero

(dapMaleBTHYECCKH IPHEMIIEMBIX COJICH; HIIH

(iii) mpou3BoJHOM UMHIa30JIHHOHOB, NpeIMOYTHTEIHHO 3aMeIeHHOM

IIPOM3BOJHON MMHIA30JIMHOHOB, Goyiee NPEeANOYTUTENbHO 1-(4-xn0podenun)-
4-(4-mopdonunmun)-2,5-nmuruapo-1 H-umunason-2-ona (uMenuTONHA), UX
(apManEeBTHYECKH TpPHEMIEMBIX COJIeH, NPOH3BOJHEIX, META0OJUTOB HIIH
NpoJeKapCTBEHHBIX (GOopM, Haubolee NpeRnodYTHTENBHO 1-(4-Xmopoderun)-4-
(4-mopdonuuun)-2,5-nuruapo- 1 H-umuazon-2-osa  (AMENMTOMHA) H €0

(apManeBTHYECKH IPUEMIIEMBIX COJIEH; HIIU

(iv) IIIOKONMPaHO3UI-3aMEICHHOH TIPOU3BOJHOH O€H30J10B, NPEANOYTUTEIHHO

3aMEINEHHON TIIOKONMHPaHO3HII-3aMEIEHHOW NpOUu3BONHONH OeH3onoB, Goiee
MPENNIOYTUTEIBHO 1-umano-2-(4-uukionpomnui-oen3ui)-4-(B-D-
IIIOKONUpaHo3-1-un)-0en3ona MM ero  (GapManeBTHYECKM IPHEMIICMOM
dopMel  W/umu  conu, riae  (apManeBTHYeCKH INpHemiemas  ¢opma
NpPEANOYTHTENBHO [peJCTaBIsIeT COOOH KPHCTAJIMYECKHH KOMILIEKC MEXIY
1-nimano-2-(4-nuknonponun-6eu3un)-4-(B-D-riaokonupanos- 1 -ui)-6eH30510M

¥ onHOH mau 6Gojee aMHHOKHCIOT, I'l¢ MPEANOYTHTENHBHO OJHa HiM Ooiee
aMHUHOKHCJIOT INpEACTaBiasieT coboil mposinH, Gonee NpPeaANOYTHTENbHO L-

IpPOJIMH.
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XKunkas papmaneBTHYecKass KOMIO3UIMS B COOTBETCTBHHU C JIIOOBIM H3 IMYHKTOB 1
- 7, rie KOMIIO3HIHS COJEPXHT OAMH HIKH Oojlee pacTBOPUMBIX B BOJE
KOHCEPBAaHTOB B KOJIMYECTBE, KOTOpoe Haxomutcs B uHTepBane oT 0,05 r/100 mu
o 3,0 /100 mn, 6onee npeanouyrurensbHo ot 0,10 r/100 ma go 1,0 r/100 mu,

naubonaee npeamourutesibao ot 0,20 r/100 mi go 0,40 r/100 M.

XKunkas gapmaneBTruecKas KOMIO3HIUS B COOTBETCTBHH C JIOOBIM U3 MyHKTOB 2
- 8, rae COOTHOIICHHWE pAcTBOPHUMOIO B BOJ€ KOHCEpPBAaHTAa M AaHTHOKCHAAHTa
coctasisier ot 0,1 mo 10, B wactHocTH, ot 0,1 mo 1,5, Haubosee mpeANIOYTUTEIBHO

or 0,2 1o 0,8.

Kunkas (bapMaueBTquCKa;{ KOMIIO3HUIHUA B COOTBCTCTBUH C JIOOBIM H3 IIYHKTOB 3

- 9, BKIOYaromas

a) no kpaiiHeli Mepe, 01HO (apManeBTHYECKH AKTHBHOE coeluHEeHue B (opme
3aMelleHHOro OeH3MMHIa30ja UK ero ¢gapMaleBTHYECKH MPHEMIIEMOR COJIH,
HIpeaNOYTUTEIBHO tHabenaasona, ¢ybepunazona, okcubeHgasoua,
napbenaazona, Kambenpasona, mebeHaa3ona, ¢penbennazona, Quybennasona,
anpbeHnasona, okcpeHnaszosa, HOKOJa30ja, acTeMH30Jla HWIM HUMOOeHIaHa,
UaM uX (apManeBTHUYECKH IpPUEMIIEMBIX coJleil, Oonee MNpPeanoYTHTENLHO
nuMobOeHjaHa MM ero (apMaleBTHYECKH IpHeMieMoll coiu; uIu B ¢dopme
3aMELIEHHOr0 OKCHKamMa HJIM ero (apMaleBTHYECKH IIPHEMJIEMOH COJIH,
HPEANOYTHTEIHHO aMIIIpOKCHKaMa, JIpOKCHKaMa, JIOPHOKCHKAMa,
IMPOKCHKaMa, TEHOKCHMKaMa M  MEJNOKCHKaMma, uX (apMaueBTUYECKH
NpHeMIIEMBIX coJiell, OoJjiee MPEANOYTHTEIBHO MENOKCHKaMa MM  €ro
dbapMalieBTHYECKH pueMIeMoi CONH; B dbopme 3aMeIIeHHOr 0
UMHIA30JIMHOHA  HJIM  ero  ¢apMaleBTHYECKH  NPHEMIEMOH  COJIH,
NpeAnoYTUTEIBHO 1-(4-xnopodenun)-4-(4-mophonunmi)-2,5-quruapo-1H-
UMH1a3071-2-0Ha (MMENUTOWHA) WM ero (apMaleBTUYECKH IpPHEMIIEMON
conmu; wuam B (opMe  3aMEIIEHHON  IUIIOKOIHPaHO3HII-3aMEIICHHON
NPOU3BOIHON OeH30a HJHM ero ¢GapMalleBTHUYECKH NPHEMIIEMOM CoJH,
NPEANOYTUTEIBHO 1-nmano-2-(4-uuxnonponuia-6en3mi)-4-(f-D-
[IIOKONHpaHo3-1-ui)-6eH3ona  HIH ero  mo0OoH dbapmalneBTHYECKH
npuemnaeMoil popMbl u/uiu conm, rae QpapmaneBTHYECKH NIpHeMieMas dopma
IPEeANOYTHTEIPHO NPEICTaBIgeT COO0H KPHMCTAIIMYECKHH KOMILIEKC MEXAY

1-nmano-2-(4-nukaonponui-6eu3uin)-4-(p-D-riokonupanos- 1 -um)-6eH3onom
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U ONHOH Minu OoJiee aMHHOKHCJIOT, Te NPEANOYTHTEIbHO OJHA HMiM Ooiee
aMHUHOKHUCJIOT mpeAcTaBiseT coboii mpoinmH, 6ojlee NpeANOYTHTENbHO L-

IPOJIHUH;

oany umu Oojee STepHPHUIMPOBAHHBIX IPOM3BOAHBIX ULHUKIOAEKCTPHHA B

dbopme 3TepUPUITTPOBAHHOT O B-MKI0IEKCTPHHA, NpEeaIOYTUTEIIBHO
THAPOKCHITHI-B-IIHUKIIONeKCTpUHA, THAPOKCHIIPONHII-B-MUKIOAEKCTPHHA,
JUTHAPOKCUIPOIUI-B-IIUKI0IEKCTPHHA, bonee NpPEeaNOYTHTEIHHO

ruapokcunponui-B-nuknonexcrpuna (HPBCD);

OIMH MM 0oJiee pacTBOPHUMBIX B BOJE KOHCEPBAHTOB, IPEANOYTUTENHEHO
BLIOpAHHBIX M3 TPYIIBL, KOTOpass COCTOUT M3 COPOMHOBOM KHUCJIOTHI MJIM €€
coneil, OeH30MHOM KHCIOTHI WU €€ COJIeH, XJopujaa OCH3aJIKOHHS, XjIopuua
OeH3eTOHHsI, XJOpUIA UETHINUPUIANHUSA, MeTaOHuCynbpuTa HATPHs, aierara
HaTpus; napabeHOB M HX COJIeH, MPEANOYTUTENLHO MeTuianapabena,
stuinapabena, nponwinapabena, Oyrunmapabena, OyTunnapaOGeHa HaTpHs,
WIM HMX KOMOHHAIui, OoJiee NpPEeamOYTHTEIBHO BbIOPAHHBIX M3 TI'PYIIHI,
KOTOpas COCTOMT M3 COPOMHOBOM KHCIOTHI UM €€ coslei, OEH30MHOM KMCIOTHI
WM ee cojel, xjaopuaa OCH3aJIKOHHS, XJiopuiaa OEH3eTOHHs, XJopHuia
HETHINUPUANHUS, MeTabucynbhHuTa HATpUs, alerara HATPHd, HIH HX
KoMOHuHanuii, Haubojiee NPEANOYTHTEILHO COPOMHOBOH KHCIOTHI HJIM €€

coJelt;

Heo0sA3aTeNIbHO, TT0 KpaliHEeH Mepe, OMH pacTBOPHUMBIM B BOJE aHTHOKCHIAHT,
NPEANOYTHTENFHO AaCKOPOMHOBYIO KHCIOTY HMIH €€ (apMalleBTHYECKH
IPHEMIIEMYIO COJIb; JIUMOHHYIO KHCIOTY (6€3BOAHYIO H/HJIH MOHOTHApPAT) HIIH
ee  (apMaleBTHYECKH [OPHEMJIEMYIO COIb; MeTabHuCyJbQHUT  HATpHA,

MeTabuCyIbQUT Kalusl UIU pECBEPATPOIL; U

HeoOsA3aTeNbHO, 1O KpailHedl Mepe, OJIMH PAacTBOPUMBIH B BOJAE IOJUMED C
MoseKynsapHoi maccoit ot 5000 mo 500000 r/mMosb, DPEANOYTHTENBHO OT
10000 no 300000 r/mMonb, gaxe Gonee mpeamnodrutenbHo o 15000 xo 200000
r/Monb, naxe Oonee mpeanoytureabHo ot 20000 mo 200000 r/morns,
NIPENNOYTUTENIEHO THAPOKCUIIPOIUIMETHIILEIUIIOIIO3Y,
MAPOKCHIIPONMIIIEIUTIONO03Y HWIH METHILEIUIIoN03y, Gojee NpeAnoYTUTENBHO

TMIPOKCHIPOIHIMETHIIIEILIIONO03Y (THIIPOMEIIO3Y).
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Kunkas papmaieBTHUecKas KOMIO3UIIAS B COOTBETCTBUH C JIOOBIM U3 IMYHKTOB 3

- 10, rome KOMIO3HIUA BKIIIOYACT:

a) or 0,1 r/100 mn mo 0,25 r/100 Mn nmumobGeHaaHa WU ero (GapMaleBTHYECCKH
MPUEMJIEMOM COJIM; MeJOKCHMKaMa HIH ero ¢apManeBTUUYECKH IMIPHEMIIEMOH
conu; wik 1-(4-xmopopennin)-4-(4-mopdosmmuun)-2,5-nuruapo-1 H-umunazon-
2-oHa (MMENMHTOWHA) HJH ero (apMaleBTHYECKH MpUEeMIEeMO# coym; unud 1-
uaHo-2-(4-nukiaonponui-6en3un)-4-(B-D-rimokonupanos-1-mwn)-6eH300a  wWIn
ero o000 (apmaneBTHYECKH mpueMyieMOod (opMbl H/HiIM  CONH, TJe
¢dapmaneBTHyeckun npuemiemas ¢opMa NPeANOYTHTETHLHO IIPEACTaBISIET
co0oif KpHUCTAIIMYECKHH KOMIUIEKC MeXAy 1-1uaHo-2-(4-IMUKICIpONuI-
Oen3un)-4-(B-D-rimroxonupanos-1-un)-6en3zonoM u  ogHod  unu  Oouee
AMHHOKHUCJIOT, TJie MNpPeANoYTHTEeTbHO OJHA uiu 0ojiee aMHUHOKUCIOT

IpeACTaBISIOT co00i mpoynH, 6oJiee NPeINnOYTUTENbHO L-NpouH;
b) ot 20 r/100 ma g0 35 r/100 Mn ruApOKCHTTPONUI-B-IUKIOJEKCTPHHA;

c¢) or 0,05 r/100 mn mo 0,30 r/100 M3 THUAPOKCHIIPOIMUIMETHIILEILIIONO3EI

(runpomeniossl);

d) or 0,20 r/100 mn mo 0,40 r/100 mn pacTBOpEMOro B BOJI€ KOHCEpPBAaHTA,

NpeAnOUYTUTCIBHO COp6I/IHOB0ﬁ KHCJIOTBI HJIH €€ COJIH,

e) or 0,3 r/100 mn mo 1,0 r/100 MI aHTHOKCHAAHTAa, MPEANOYTHTEIHHO

aCKOp6I/IHOBOI7I KHCJIOTBI HJIH €€ COJIH.

XKunkaa ¢papmaneBTudyeckass KOMIO3UIHS B COOTBETCTBHH C JIIOOBIM U3 MYHKTOB ]
- 11, rae 3Hayenne pH komMmo3unuu cocrasisier oT 2 10 10, NpeANOYTHUTENBHO OT
3 no 10, 6onee mpeanmouTuTENbHO OT 3 A0 8, Gonee mpeamnouTHTENbHO OT 3 1m0 7,
fosiee mMpeANOYTUTENbHO OT 2,5 o 5, maxe Oojnee MpeAnoOYTHTENHbHO OT 3 A0 5,
naxe OoJjiee MpeaOYTUTENBbHO OT 3,4 10 5 ¥ Hauboliee nmpeAnoOYTUTENBHO OT 3.4

o 4.

Kunkas ¢papmareBTUYecKass KOMIO3UIHUS B COOTBETCTBHUH C JIIOOBIM K3 IMIYHKTOB |
- 12, rae KoMOO3WOMSA SABJIAETCS TAKOW Ui  HepopalbHOro  HM/HIH

NapCHTCPAIbHOTIO BBCACHUA, IPEANOYTHUTEIIBHO OIS IIEPOPATIBHOTO BBEACHH.

)KI/II[KaSI d)apMaLICBTI/I‘{CCKa}I KOMIIO3HUIIUS B COOTBETCTBHUHU C JIO0BIM U3 IIYHKTOB 1

- 13 nng npuMmeHeHus B crmoco0e JedeHUus CyOBeKTa, KOTOPBIH HYXXJAaeTCs B TaKOM
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JIEYEHUHU, NPEANOYTUTEIHLHO >XUBOTHOTO, B YaCTHOCTH, JOMAIIHEro >WBOTHOTO,
Jaxe OoJiee NMPEeANOYTUTENIBHO KOHS, CODAKH UM KOTa, MOPCKOW CBHHKH, XOMSKA,
KpPyIHOIO poraToro ckoTa, KO3, OB€L, B YaCTHOCTH, KOTa MJIH c00akH,
BHIOpaHHOI0 U3 CIENYyIOIIUX MOKa3aHuii: cepaedHoe 3abojieBaHUe, B YaCTHOCTH,
runeprpoduyuecKass KapAHOMHONATHUs, B YAaCTHOCTH, CepledyHas HEeAOCTATOYHOCTH
(HF), 3acroilHas cepmeunas HexpoctatrouyHocTh (CHF), ocrtpas CHF,
JeKoMIIeHCupoBaHHbIH 3Hjokapauo3 (DCE), nunatanuoHHasi KapJAMOMHUOMATHs
(DCM), OeccuMNTOMHAs (ckpbITas) CHF, 6ecCUMITOMHBIH DCM,
runeprpopuueckas kapauomuonatus (HCM), orpanmyeHHass KapIuOMHUOIATHUS

(RCM) u cepaeunas Hegoctato4yHoCcTh B ¢Bsizu ¢ HCM, RCM, DCM wu/unu UCM.

Crnocob IIOJIYUCHH S (I)apMaIIeBTH‘IGCKOﬁ KOMIIO3UIIUM B COOTBETCTBUH C JIOOBIM

U3 NYHKTOB 1 - 13, BKIIIOYArOIMMA 3Tansl

- npubaBieHHus, MO KpaiHedt Mepe, OJHOro (¢apMamneBTUUYECKH aKTHBHOIO
COCUHEHHUsA, OJHOM unu Ooyee OSTEPUPHUIIUPOBAHHLIX  MPOU3BOJHBIX
IMUKIOAEKCTPHHA, OJHOro HIM Oojiee pacTBOPUMOrO B BOJIe KOHCEpPBAHTA,
HeoOs3aTeNbHO, OAHOTO MIH ©OoJiee AHTHOKCHAAHTOB H, HeoOA3aTesIbHO, IIO
KpaiiHell Mepe, OJHOTO pacTBOPUMOI'O B BOJE IOJHMEPA K BOJIE M CMEIIHBAHHE

NIpH IepeMeIlUBaHuH,
- JoBeAcHHUS 3HaueHUs pH npu ucnonp30BaHUU areHTa JJis 1oBeaeHus pH,

rfe TNpPeJIOYTHTEIBHO OJHH HJIH 0ojlee pacTBOPUMBIX B BOJEC KOHCEPBAHTOB
npubaBIAOT mociae npubaBieHUs, M0 KpaiiHed Mepe, OAHOro (apMameBTHYECKH

AKTHBHOT'O COCTUHEHHUS.
Ha6op vacTeii, KOTOPHIH BKIIOYALT:

a) colepallyld  KOHCEpBAaHTHl  JKHIKYI  BOAHYIO  (hapMaleBTHYECKYIO

KOMIIO3UIIUIO B COOTBETCTBHH C JIOOBIM U3 MYHKTOB 1 - 13; 1

b) BkAaaell A YNAaKOBKU, KOTOPBIM BKJIIOYAeT HHGOPMAIHIO O TOM, YTO
¢dapmaneBTHUecKass KOMIIO3UIUS HCHONB3YEeTCs IS NPENOTBPALICHUS H/WIU
JeueHus CEPAEYHOTO 3aboyieBaHusl, NpeANOYTUTEILHO cepeuHoOi
HEJIOCTATOYHOCTH H/WUIH THHEPTPOPUUECKOH KapJUOMHOIATHH, Y CYOBEKTa,

KOTOprﬁ HYXAA€TCA B TAKOM NPECAOTBPAICHUH UIIH JICYCHHUH.
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