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CTAEUIIBHASL TBEPIASI KOMIIOSHUIIMA MOJIUIEINTUOHOT'O AT'OHUCTA GC-C
PELEIITOPA, MNPUEMJIIEMAA HOJId [NEPOPAJIBHOI'O BBEIEHNUA
OIIMCAHUE
OBJIACTE TEXHMKU
ODaHHad 3adBKa OTHOCUTCH K TBEpPObM KOMITO3ULMAM
IOJIUIIENTUIHOTO aroHMUCTa I'YaHMJIaTUMKIIa3HOTO C peluenTopa,
OpMreMJIeEMBEIM @OJIS IIepOopaJIbHOTO BRBeIeHMS M K CcroocofaM I[IoJIydeHUSA
TaKMX KOMIIO3UILINN .
I[IPMOPUTETHAA 3AABKA
B maHHOM 3adBKe 3BafdBJIeH IIPHMOPUTEeT HaTeHTHOW 3asaBku CIIA
perrMcTpalMOHHEN HoMep 61/089422, nomaHHoOM 15 aBrycra 2008 T., u
IpendBapUTeJIbHOM HaTeHTHOM 3asaBku CIA, nomaHHou 03 aBrycTa 2009
I'. 1ol HazBaHMeM “CTabuiibHad TBeplad KOMIIO3MIUMA MNOJUIENTUIHOTO
aroHucTa GC-C pelenropa, IpueMieMas IJsA IIepopalJibHOT'O BBeleHUA”.
Bce colepxaHue BHIIeYKa3aHHHX 3afdBOK BKJIOUEHO B JIaHHYKD 3asBKY
IyTEeM CCHUJIKU.
YPOBEHE TEXHUKU
MHOTHMe  TepalleBTUUECKU—-aKTHUBHEE  I[IOJUIIENTUIE  BKJIOUAKT B
KOMITO 3ULIUIO B BOIIHOM pacrBOpE, [IOCKOJIBKY OHU NIPOABJIIART
HauBoJIbIYyIld aKTMBHOCTE B Takou o¢opmMe. OpmHako OoJbliasgd YacTb
IIOJIUIIENITUIOOR He [4BJIgeTCcd ocofo CTabOMJIBHEIMM B BOIHOM pacTBOpe,
TakuM oBpasoM, KOMIIO3SUUIUM UYaCTO MMET KOPOTKMUIM IIePMOI IIOJIYXMIHU
U TpebyonT OoXJaXIeHMA. XOTS BOIOHEE PACTBOPH IIOJUIEITUIOBR MOTYT
OBITEL BHICYIIEHH JMOQMIILHOM CYIKOM, CYIIKOM pPAaCIIbUIeHMeM WM IPpYITUMM
criocobamu, TaKMe  BEICYIOIEHHHE  KOMIIO3UMLIMM MOT'YT OHTB  TakKxe
HeCcTabMJIBHEIMM WM MMETEB CHWXEHHYKD AaKTUMBHOCTEL IO CpPaBHEHUKD C
BOIHEIM PaCTBOPOM IIOJIMIIENTHIOA. TUIIMYHEE MexXaHM3ME pas3pylleHusd,

KOTOpOe IIPpOMCXOIMT KaK B BOIHOM pacTBOpe, TaK WM B BECYIEHHEX

KOMIIOBULMAX , BKJIIOUAOT anJioMepaluo u OKCHIATVBHEM M
TUOPOJIUTUUECKUN pacnan. TaxkmM obpasoM, OOJILIIYIO yacTb
TepalleBTUYECKM—aKTHBHEIX [IOJIMIIENTUIOE, B BOIJHOM pacTBOpPe WM
BEICYIIEHHHX , XpaHAaT B OXJIaXIeHHBEMM, BBUIY MX OTPaHUUEeHHOMN
CTabUIILHOCTH .

JIMHaKJIIOTHUI npelncTaBJIgeT cobon IenTum, MIMeoIMn

aMMHOKMCJIOTHYIO IocJeloraTelJlbHOCTE Cys Cys Glu Tyr Cys Cys Asn



Pro Ala Cys Thr Gly Cys Tyr, KoTOpad AKTUBUBUPYET
TyaHMJIaTUMKIa3Hem-C (GC-C) peuentop. JIMHAKIOTUI, KOTOPHM MOXeT
OBITE BBelleH IIepopalibHO, MOXHO  MCIIOJIL30BaTh O0JIA  JIeUYEeHUHA
KEJIYOOUHO-KMUIIEUHEX PacCCTPOMCTB UM COCTOSAHMM, BKJIOUYas CHHIPOM
pasipaXeHHOTO  KUIIeUHUKA (CPK) U XPOHMUECKMM  3arop (X3) .
Kommosuunm, comepxamme JIMHAKJIOTHIL, HeOOXOOMMO OBUIO OXJIaXOaThb BO
n3bexaHue  BPEeMeHHOT'O  pacliazia. OoHako  OXJaXIeHue  ABJISAETCH
HeyIOOOHEM Kak IIJII KOMMEPUECKOI'O PacCIpOCTPaHeHMa JIeKapCTBEHHOTO
CpeICTBa, Tak WU OJ4 XpaHeHMda TI[alyMeHTaMu. TakuMm oBpasoM,
CylleCTBYyeT IOTpeOHOCTHL B TBepOOo¥  KOMIIO3UIMM  JIMHAKJIOTHUIA,
KOTOopasd fABJIAeTCS CTabWMJILHOW IIPpM KOMHATHOW TeMIepaType B TeueHUe
Kak MUMHMMYM 12 MecCsleB.
CYIIHOCTH UBOEPETEHINA

B IaHHOM 3adBKe OINMCAHE TBepAble CTabuJIbHEE KOMIIO3ULUU
JIMHaKJIOTHOa, [IpUueMIIeMble IJIA I[1epOopalIbHOT'O BBeleHUS W CIIOCOOH
IOJIydeHMs TaKMX KOMNO3MuUMM. KoMnosuuuy, ONMCaHHBE B IaHHOMU
3a4aBKe, comepxar [IOJIUIIENTUL, VIMEMNM AMVHOKMCJIOTHYIO
nocyienoBaTelJibHOCTE Cys Cys Glu Tyr Cys Cys Asn Pro Ala Cys Thr
Gly Cys Tyr (“WmMHarJOTHUO”) WIM ero dapMalleBTUUECKU IIpHUeMIEeMy
COJIb .

Komniozsuumnm JIMHAKJIOTHULA, ONMCaHHEE B DaHHOM 3aAaBKe,
ABJIAITCA CTaOWMJIBHBEMM UM MMET BpPeMA IIOJYXM3HM, LOCTaTOUHOe IJiA
IIPOM3BOLCTRA, XpaHEeHUSHA u pacrnpocTpaHeHusa JIEKAPCTEBEHHOTO
CpeIcTRa. Hampumep, OpennojaraeTcda, UYTO KOMIIO3MLMM, OIMCAHHEHE B
DaHHOM 3afdBKe, MMenT CPOK IMOJIyXM3HM, COCTaBJAKIMM KakK MUHUMYM
12 wMecsdaueB IOpU YCJIOBMAX XpaHeHUd IIPpM KOMHATHOM TeMIepaType
(HanpuMmep, 25°C/60% OTHOCUTEJILHOM BJIQXHOCTHU (OB)) . B
OOIIOJIHUTEJIEHEIX  BapMaHTax  OCYIEeCTEBJIeHMsa  [penrnoJjiaraeTrcsd, uTo
KOMIIO3UIIMYM, ONMCaHHEE B IaHHOM 3adBKe, WUMeRT CpPOK [IOJYXM3HU,
COCTaBJIAKINY KaK MMHMMYM 18 MecCcHleR MIM KaK MUHUMYM 24 MecCHlleB
OpK YCJOBUAX XpPaHeHMSa I[IpM KOMHATHOW TeMlIepaType (HalpuUMep,
25°C/60% OB).

B HEeKOTOPHX BapMaHTax OCYWeCTBJIEHUS, ONMCAaHB KOMIIO3MLUM,
Toe 295% MCXOODHOTO KOJMUECTBa JIMHAKJIOTUIA B KOMIIO3UIWY OCTAEeTCH
Uepes TpM MecAlla, eCHIM YIaKOBaHHBEE IIPOOH XPaHAT B YCJIOBUAX

YCKOPEeHHOTO pacnazma (40°C/75% OB) mnpu OlLeHKe B aHaJuM3e Ha



Macc./Macc. OCHOBe, KaK OIpellesIJeHO IIPM IIOMOMM BHCOKO3OOEeKTUBHOM
XMOKOCTHOM xXpoMaToTpadum (BOXX) ©0o CpaBHeHMI C JMHAKJIOTUIOM
CTaHOaApTHOIO ofOpasla. B IOONOJHUTEJIEHEIX BapMaHTax OCYIleCTBJIEHUI,
290% WMCXOIOHOTO KOJMUECTBa JIMHAKJIIOTHIA B KOMIIO3ULUUM OCTaeTCH
yepe3 KaK MUHMMYyM 6 MecCsdlleB, eCJM YIaKOoBaHHBE IIpOOE XpaHAT B
YCJIOBUSAX YCKOPEeHHOTO pacrnanma (40°C/75% OB). B mpyImx BapuaHTax
OCYIWIECTBJIEHNA, OIMCaHB KOMIIO3MINM, B KOTOPHX XpoMaToTrpadpuueckasd
UyCcTOoTa JIMHAKJIIOTHIA, OlpelesieHHasd KakK [OPpOLeHT IJiomany IIpU
nomMomy BOXX, ocTaeTcs Ha YpoBHe 295% B TeueHMe KaK MUHUMYM Tpex

MecAdAlneB, eCJIM YIIaKOBaHHEE HpO@BI XPaHAT B YCJIOBMAX YCKOPEHHOIO

pacnana (40°C/75% OB) . B OOIIOJIHUT €JIb HEIX BapMaHTax
OCYWEeCTBJIEHNS, XpoMaToTrpadrueckas YnCTOTa JIVHAaKJIOTHUIA,

OIlpeneJieHHad KakK IIPOLeHT IjoWalu I[Ipu noMouy B3IXX, ocTaeTcd Ha
ypoBHe 2 90% B TeueHMe KaK MUHUMMYM 6 MeCdleB, ecJM YIaKOBaHHHEe
NpoBH XPaHAT B YCJOBUSAX YCKOPEeHHOTO pacnanma (40°C/75% OB).
TakuM oOpas3oM, HalpuMep, He 0OoJiee UeM OIpUOJIU3UTEJIEHO 1083
JIMHAaKJIOTMOa IIpeTeplleBaeT paclal Ha IOpyrMe IMNPOOYKTH, TaKKue Kak
OPOOYKT OKMCJIEHMA JIMHAKJIIOTUOE, [IPOOYKT IUOPOJIM3a JIMHAKJIIOTUIA
Wi bopMasibHeTUO—OlOCPelOBaHHEM MMMHHHY HOPOOYKT JIMHAKJIOTUIA
(“popMaIbIeTrMO-MMMHHEM IPOIOYKT”) .

B OOHOM  BapMaHTe OCYyWeCTBJIEHULI, OaHHOE n300peTeHNne
BKRJIOUAET OQapMalleBTUUECKYID KOMIO3MUMID, COHepXallyl JIMHAKJIIOTUL,
Toe XxXpoMaToTIpaduueckasd UMCTOTa JMHAKIOTHMIOA YMEHBIAaeTCHa MeHee
ueM Ha 10% uepes 18 MecdueB WM 24 wMecsla  XpaHeHud
bapmalleBTHUUECKOM KOMIIO 3ULIUM B TepMeTUYHOM KOHTelHepe,
comepxameM  OeCHMKaHT, npu 25°C wmu npmn 60% OTHOCUTEJILHOM
BJIQXXHOCTMU . B OOIIOJIHUT &JIbE HOM BapuaHTe OCyIWleCTBJIEHUS,
XpoMaToI'padpuueckasd UMCTOTa JIMHAKJIIOTMIOA YMeHbllaeTCs MeHee UeM Ha
9%, 8%, 7%, 6%, 5%, 4% wmam 2% depezs 18 wMecsuer wmm 24 wMecHdla
XpaHeHUs OGapMalleBTUUECKOM KOMIO3MIMM B TepMeTMUYHOM KOHTEeNHepe,
comepxameM  OeCHMKaHT, npu 25°C wm npu 60% OTHOCUTEJILHOM
BJIAXHOCTHM. B IpyI'OM BapuaHTe OCYWEeCTBJIEHMSA, LaHHOe M300peTeHue
BRJIOUaAET OQapMalleBTUUECKYD KOMIO3MUMID, COHepXallyl JIMHAKJIIOTUL,
Ioe XpoMaToIpaduueckKasd UMUCTOTa JIMHAKIIOTHUIOA YMEeHBIaeTCHa MeHee
ueM Ha 10% uepes 3 Mecdlna VI 6 MeCdlleB XpaHeH A

@apmaueBqueCKoﬁ KOMITO 3L B I'epMeTNYHOM KOHTeﬁHepe,



comepxameM IOecukaHT nopu 40°C u mpu 75% OTHOCUTEJILHOM BJAXHOCTMU.
B HOONOJIHUTEJIBHOM BapMaHTe OCYIECTBJIeHMSa, XpoMaToTrpadpuueckas
YyyCTOTa JIMHaKJIOTHMIOa YMeHbllaeTcd MeHee ueM Ha 9%, 8%, 7%, 0%,
5%, 4% wniam 2% uUepes 3 Mecdla WIM 6 MecALeB XpaHeHUud
bapmalleBTHUUECKOMN KOMIIO 3ULIUN B repMeTUYHOM KOHTeMVHepe,
comepxameM  OEeCHKaHT, npu  40°C wm  npu  75% OTHOCHUTEJILHOM
BJIQXHOCTH .

B OOHOM  BapuaHTe OCYIEeCTBJIEHUS, OaHHOE n3obpeTeHue
BKJIOUAET CTaHIaApPTHYKL JIeKapCTBEHHY bopmy bapMalleBTUUECKOM
KOMIIO 3ULIUN, comepxamyrn  JIMHAKJIOTUI, roe XpoMaToTrpapuueckas
UyCcTOoTa JMHaKJIOTMIAa YMeHbllaeTcd MeHee uYeM Ha 10% uyepezs 18
MecsAaleB WM 24 Mecdla XpaHeHMS CTaHIapTHOM JIeKapCTBEHHOM (QOPME

B TepMeTMUYHOM KOHTeMHepe, coaepXameM IecCUuKaHT, Opu 25°C u mnpwu

60% OTHOCUTEJILHOM BJIaXHOCTI . B IOOIIOJIHMTEJIEHOM BaplMaHTe
OoOCymeCTRBJIECHNA, XpOMaTOI‘pa@MT{eCKaH drcToTa JIMHARJIOTHIIa

yMeHbIIaeTCsa MeHee ueM Ha 9%, 8%, 7%, 6%, 5%, 4% wim 2% uyepes 18
MecdleR M 24 Mecsdlla XpaHeHMSA CTaHOAapPTHOM JIEKAapPCTBEHHOM QOPMEH
B TepMeTHMUHOM KOHTeMHepe, CoOIepXalleM OeCUMKaHT, Opu 25°C m nopu
60% OTHOCHUTEJILHOM BJIQAXHOCTM. B IOpyr'oM BapMaHTe OCYNEeCTBJIEHUS,
DaHHOe U300peTeHMe BKJIOUYAET CTaHOAPTHYK JeKapCTBeHHyD GopMy
bapMalleBTHUUECKON KOMIIO3ULIUH, coIepxamen JIMHaKJIOTUL, rIoe
XpoMaToTrpadmueckasa UMCTOTa JIMHAKIIOTMIOA YMeHbIlaeTCHA MeHee UYeM Ha
10% wuyepe3s 3 Mecdlla WIKM 6 MecCcsAlleB XpaHeHMS CTaHIapTHOM

ﬂeKapCTBeHHOﬁ CbOphﬂ::I B Ir'epMeTUYHOM KOHTeIZHepe, coepXaleM

IOeCHKaHT, npu  40°C m nopm  75% OTHOCUTEJILHOM  BJIAXHOCTM. B
OOIIOJIHUTEJIEHOM BapraHTe ocyulecTRJIeHUS, XpoMaToTrpadpuueckas

YMCTOTa JIMHAKJIOTMIa YMeHbllaeTcd MeHee uYueM Ha 9%, 8%, 7%, 0%,
%, 4% unn 2% depes 3 Mecdlla UIM 6 MeCslleB XpaHeHUS CTaHOapTHOM
JIeKapCTBeHHOM bopMEHI B TepMeTHMUHOM  KOHTeMHepe, comepXxalmeM
o] Q ~
DecukaHT, nopu 40°C m mnpu 75% OTHOCUTEJIEHOW BJIAXKHOCTU.

B OIOHOM BapraHTe OCyIeCTRJIEHUA, OaHHOe n3obpeTeHue
BKJIOUAET TepMe TUMUHBIN KOHTeMlHep, comepXamui MHOXECTBO
CTaHOAPTHEIX JeKapCTBeHHHX (QopM dapMalleBTUUEeCKOW  KOMIIO3ULUM,
ComepxXallyo JIMHAKJIOTHUI, roe XpoMaTorpadpnuueckas YMCcTOTa
JIMHAKJIOTHIOA YyMeHbllaeTCsa MeHee uyeM Ha 10% uepes 18 wMecsleB WM

24 Mecslla  XpaHeHUusd TepMeTUUYHOT O KOHTelHepa, comepxamero



Q

mecukaHT Impu  25°C wm  npu  60% OTHOCHMTEJBHOM  BJIAXHOCTM. B
OOIIOJIHMT eJIb HOM BapMaHTe OCYIIEeCTBJIEHUH, XpoMaToTrpapuueckas
YyyCTOTa JIMHaKJIOTHMIOa YMeHbllaeTcd MeHee ueM Ha 9%, 8%, 7%, 0%,
5%, 4%, wmm 2% uepes 18 wMecduer wim 24 Mecdla XpaHeHUA
TepMeTHUHOTO KOHTeMHepa, cCcoIepxXamero OecukaHT npu 25°C u npwu
60% OTHOCHUTEJILHOM BJIAXHOCTH.

B 1mpyroM BapuaHTe OCYIEeCTRBJIEHU, OaHHOe  mM300peTeHUe
BKJIOUAET TepMe TUUHBI KOHTeMlHep, comepxamui MHOXECTBO
CTAaHOAPTHEX JeKapCTBeHHHX (opM dapMalleBTMUeCKOV  KOMIIO3ULUM,
comepXamy JIMHaKJIOTHUI, roe XpoMaToTrpaduueckas YMCTOTa
JMHaKJIOTKIa YMeHbllaeTCd MeHee dYeM Ha 10% dUepes 3 Mecsla MIM 6
MecsAlleB XpPaHeHMSa TepMeTHMUHOT'O KOHTeMHepa, coIepXamero OeCHUKaHT
npu 40°C m mpu 75% OTHOCUTEJIEHOM BJAXHOCTM. B HOOMNOJHUTEIBLHOM
BapMaHTe OCYIMEeCTRBJIEHMA, XpoMaToTpaduueckas UYMCTOTa JIMHAKJIOTHUIA
yMeHblIaeTCcsa MeHee ueM Ha 9%, 8%, 7%, 6%, 5%, 4% wmiam 2% uyepes 3
Mecdla  WIu © MecCHslleB XpaHeHM TepPMETUUYHOT O KOHTeWVHepa,
comepxamero  JOeCHMKaHT IIpu 40°C w 1Opwm 75% OTHOCUTEJILHOM
BJI&XHOCTH .

B OIHOM BapuaHTe OCYIIeCTBJIEHUH, OaHHOE n3obpeTeHue
BKJIOUAET OQapMaleBTUUECKYK KOMIIO3MLIMD, COoepXallyld JIMHAaKJIIOTHUI,
roe OLIEHOUHOE 3HaueHue oJis JIMHAKJIOTUA onpelleJIeHHOe Ha
Macc./Macc. OCHOBe YyMeHbllaeTcs MeHee ueM Ha 10% uepes 18
MecsaleB MM 24 MecsAlla XpaHeHUs QpapMaleBTUUeCKOM KOMIIO3MLUNM B
TepMeTHYHOM KOHTeMHepe, comepxaleM OecUMKaHT, Opu 25°C u npu 60%
OTHOCUTEJILHOM BJIQXHOCTH . B OOIIOJIHMTEJILHOM BapMaHTe
OCYIECTRBJIEHN A, OIEHOUHOE 3HaueHMe NOJS JMHaKJIOTUIA OIIpelelIeHHOe
Ha Macc./Macc. OCHOBe YyMeHbllaeTCd MeHee uyeM Ha 9%, 8%, 7%, S,

%, 4%, 3%, 2% miam 1% depes 18 mecdueB miam 24 mMecHdlla XpaHeHUA
bapMalleBTUUECKOMN KOMIIO 3ULIUN B TepMETHUUYHOM KOHTelHepe,
comepxameM  OEeCHUKaHT, nopu 25°C wm 1npu 60% OTHOCHUTEJIEHOM
BJI&XHOCTM . B IpyroM BapMaHTe OCYINEeCTBJIEHMSA, IOaHHOe Mu300peTeHMe
BKJIOUAET (QapMaleBTUUECKYK KOMIIO3MIIMKD, COIepXallyl JIMHAKJIIOTHUI,
roe OLIEHOUYHOE 3HaAUEHUe oJis JIMHAKJIIOTHUIIA oIpelleJIEHHOE Ha
Macc./Macc. OCHOBe yMeHbIlaeTCcd MeHee ueM Ha 10% uepes 3 Mecsdla
NI 6 MeCsAleB XpaHeHM bapMalleBTHUUECKOM KOMITO 3ULIUA B

TepMeTUUHOM KOHTeMHepe, comepXalleM OecukaHT, nOpu 40°C m npm 75%



OTHOCUTEJILHOM BJIQXHOCTH . B OOIIOJIHUT eJIE HOM BapMaHTe
OCyIWleCTBJIEHNU, XpoMaTorpaduueckad uycToTra JIMHaKJIOTHIA
yMeHbllaeTCcsa MeHee ueM Ha 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2% mwimu 1%
yepes3z 3 Mecsalla WIM 6 MecdleB xXpaHeHUA  dapMaleBTUUECKOU
KOMIIO3ULMM B TIepMeTHMUYHOM KOHTeMHepe, CcolepXalleM IeCHuKaHT, IIpU
40°C u npu 75% OTHOCUTEJILHOM BJI&XHOCTU.

B OOHOM  BapMaHTe OCylMeCTBJIEHUSL, OaHHOE n306peTeHNnE
BKJIOUAET CTaHOAapTHYI JeKapCTBeHHYy  bopMmy  dapMalleBTUUECKOM
KOMIIOBULIMM, COHOepXallyld JIMHAKJIOTUIL, I'Ie OLEeHOUHOe 3HaueHUe IJId
JMHAKJIOTHIA OIpeneJleHHOe Ha Macc./MacC. OCHOBe YMEHBbIaeTCs
MeHee uyeM Ha 10% uepes 18 wMecdues wiu 24 Mecsla XpPaHEHUHA
CTaHOapTHOM JIeKapCTBEHHOM (GOpMEL B TepMEeTHMUHOM KOHTelHepe,
comepxameM  OEeCHUKaHT, npu 25°C wm 1Tpu 60% OTHOCHUTEJIEHOM
BJIQAXHOCTM. B HOONOJHUTEJIEHOM BapMaHTe OCYWeCTBJIEHUA, OLEeHOUYHOe
3HaUueHMe IJIS JIMHAKJIOTHIAa OIlpenelleHHOE Ha Macc./Macc. OCHOBe
yMeHbllaeTCcsd MeHee uyueM Ha 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2% mam 1%
uepes 18 MeCcAllepb VI 24 Mecdla XpaHeHmA CTaHOapTHOM
JleKapCTBEHHOM  QOpMH B TepMeTUYHOM  KOHTeMHepe, comepxaleM
necukaHT, npu 25°C u npu 60% OTHOCUTEJLHOM BJIAXHOCTMH.

B ImpyroM BapuaHTe  OCYIEeCTBJIEHU, DaHHOe  M300peTeHUe
BKJIOUAET CTaHIapTHY JeKapCTBeHHyD  dopMy  dbapMalleBTUUECKOMU
KOMIIOBUILINM, COOepXallyld JIMHAKJIOTUL, I'Ie OLEeHOUHOEe 3HaueHMe I[JI4
JVMHAKJIOTUIAa OIlpenejleHHOe Ha Macc./MacC. OCHOBe YMEeHbIaeTCs
MeHee uyeM Ha 10% uyepes 3 Mecsalla WIM 6 MecsleB XpPaHEHUHA
CTaHOaAapTHOM JIeKapCTBEHHOV GOpMEL B T'epPMEeTMUHOM KOHTelHepe,
comepxameM  OeCHMKaHT, npu 40°C wm npmn 75% OTHOCUTEJILHOM
BJIAXHOCTM. B HOONOJHUTEJIEHOM BapMaHTe OCYWeCTBJIEHMA, OLIEeHOUYHOE
3HaUueHMe IJIS JIMHAKJIOTHIAa OIlpenejleHHOE Ha Macc./Macc. OCHOBe
yMeHbllaeTCcsd MeHee ueM Ha 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2% mmmu 1%
yepes 3 MecHdlla UM 6 MecsdlleB XpaHeHMsa CTaHOapTHOM JIeKapCTBEeHHOU
bOpMEI B TepMeTMUYHOM KOHTeMHepe, comepXalmeM necukaHT npu 40°C wu
npu 75% OTHOCHUTENBHOM BJIAXHOCTH.

B OOHOM  BapuaHTe OCyWeCTBJIEHUSI, DaHHOe n300peTeHNne
BKJIOUAET TepMe TUYHHM KOHTEeNHep, conepXami MHOXECTBO
CTaHOApPTHHX JIeKapCTBeHHHX ©QopM (QapMalleBTUUECKOM  KOMIIO3UIUN,

comepxXxalyn JIMHakKJIOTHH, I'De OLUeHOWHOEe 3HaUeHMe IIJIA JIMHaKJIOTHMIAa



omnpeneJyieHHOE Ha Macc./MacC. OCHOBe yMeHbIlaeTcd MeHee uyeM Ha 10%
yepe3 18 mecsauer muamu 24 Mecslla XpPaHeHMSA TepMeTUUYHOT'O KOHTeMHepa
npu  25°C m npum 60% OTHOCUTEJBHOM BJIAXHOCTM B IepMETUUHOM
KOHTEeMHepe, CcoOepXalleM IeCHMKaHT. B IONOJHUTEJIEHOM BapMaHTe
OCYIWEeCTBJIEHNA, OLIEHOUHOEe 3HadueHMe JIA JIMHAKJIIOTHUIa OlpelelIeHHOe
Ha Macc./Macc. OCHOBe yMeHLIlaeTCcda MeHee ueM Ha 9%, 8%, 7%, 6%,
5%, 4%, 3%, 2% wmm 1% uepes 18 mMecauer mam 24 Mecdlla XPaHEHUd
TepMeTHUYHOTO KOHTeMHepa, cCcoIepXamero OecCUuKaHT npu 25°C u npwm
60% OTHOCUTEJILHOM BJIAXHOCTM. B IOpyroM BapMaHTe OCYMeCTBJIEHUA,
DaHHOe wu300peTeHMe BKIOUAET TEepMeTUUHHM KOHTEeMHep, cCcoIepXalun
MHOXECTEO CTaHOAPTHHEX  JIeKapCTBEHHHX bopMm  dbapMalleBTHMUECKOM
KOMIIO3ZUIIMY, COoOepXalel JMHAKJIOTKI, TOe OlleHOUHOe 3HaueHMe MJIsd
JIMHAKJIOTHOAa OIlpeleJleHHOe Ha Macc./Macc. OCHOBE YMeHbIlaeTCs
MeHee dWeM Ha 10% uepes 3 Mecsala WIM 6 MecsaleB XpPaHEHUdA
TepMeTHUYHOTO KOHTeMHepa, cCcoIepXamero necukaHT npu 40°C u npwm
75% OTHOCHUTEJIEHOM BJIQXHOCTH . B OOIIOJIHUT eJIE HOM BapMaHTe
OCYIWeCTBJIEHNA, OLIEHOUHOEe 3HaudeHMe IJIA JIMHAKJIIOTHUIAa OlpelelIeHHOe
Ha Macc./Macc. OCHOBe YyMeHbllaeTCd MeHee ueM Ha 9%, 8%, 7%, 6%,
5%, 4%, 3%, 2% wmum 1% dUepes 3 MecHdla WIM 6 MecCsdlleB XPaHeHUS
TepMeTUUHOTO KOHTeMHepa, coIepXalero necukaHT npu 40°C um nopwm
75% OTHOCHUTEJILHOM BJIAXHOCTH.

B HEeKOTOPEIX BapMaHTax OCYIWeCTBJIEHUL, nIpencraBJieHa
bapMalleBTHMUECKad KOMIIO3UILMA, CoOmepXallad JMHAKJIOTUI UM IIPOOYKT

I'MmopoJjinsa, conepxammﬁ:
H-Cys- Cys-GIu-Tyr Cys- Cys Asp-Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH
| s S -S—
S-S

B HEeKOTOPEX BapMaHTaxXx OCYIEeCTBJEHMSA, M IOIPOOYKT IMUIOPOJIM3a
COIEepXUT MeHee uUeM NpUOIM3UTEeNsEHO 15% 1o Macce KOMIIO3MIINM,
MeHee U4eM NOpubiam3uTeJibHO 10% 10 Macce KOMIIO3UIIMM, MeHee UeM
NIPUOIMU3UTEIEHO 7% 1o Macce KOMIIO 3ULIUN VIV MeHee uyeM
OpUOIN3UTEIEHO 5% IO Macce KOMIIO3UIMM. B IOpyI'MX BapMaHTax
OCYIECTRBJIEHNA, U IMNIPOOYKT TIHMIOPOJM3a COIOEPXUT OT MNIPUOIMU3UTEIBLHO
0,01% oo NPUBIIN3UTEJIEHO 15% igfe) Macce KOMIIO3ULIUN, oT
npudmusuressHo 0, 05% mo npmbiamsuTesbHo 10% IO Macce KOMIIO3ULINM,

OT INPUOIMU3UTEJIBEHO 0,05% mo [OpuUOIUBUTEJIEHO 7% 1o Macce



KOMIIOBULMU WM OT NpUOIM3UTesbHO 0,05% Do OpUOIM3UTEJIEHO 5% IO
Macce KOMIO3MUMM. B IOONOJHUTEJIBEHEX BapMaHTaxX OCyleCTBJIeHUd,
ofecriedeH CIIOCOD JleUeHMs XKeJYOOUYHO-KMIIEUHOT'O pacCTpoMcTBa Y
mauMeHTa, KOTOPEM HyXHaeTcd B TakKoOM JIeUeHUH, BRJIIOU AN
BBelleHMe dapMalleBTUUeCKOM KOMIIO3UUMKM, CcolepxXallel JMHAKIOTUL U
OIPOOYKT TUOPOJIM3A.

B HEKOTOPHIX BapMaHTax OCylleCTBJIEHUA, npenjoxeHa
bapMalLleBTHUUECKA A KOMIIO3MUM A, comepxalla s JIMHAaKJIOTUL u

bopManbIerMa-VM/YHHEM TPOOYKT, COISPXAIMN :

H,C—Cys- Cys -Glu-Tyr-Cys- Cys-Asn -Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH
[ s_s S -S—
S-S

B HeKOTOPHX BapMaHTax OCymMeCTBJIeHUA, GopMabIeTUI-UM/UHHEMN
IPOOYKT COHOEPXUT MeHee dWeM NpubiamsmuTessHO 15% 1o Macce
KOMIIO3UILIMYM, MeHee uUeM NOpubiansuTesbHOo 10% OO Macce KOMIIO3ULNUM,
MeHee UeM NOpUOIM3UTENBHO 7% 1O MacCe KOMIO3UMUMM WM MeHee UeM
OpUBIM3UTEJIEHO 5% IO MaccCe KOMIO3ULUMM. B IPYyIMX WMIJICTPAaTUBHEIX
BapMaHTax OCYMeCTRJIeHUsa, OQopMallbIeTIUI—VM/HHEY [IPOOYKT COIEPXUT
orT npubmmsmuresasHo 0,01% nmo nOpmMOaMsUTesbHO 15% IO Macce
KOMIIO3ULIUKM, NOpubImu3nuTesibHO 0, 05% mo npmubiusuTesbHO 10% 110 Macce
KOMIOBULIMK, OpubamsuTresbHo 0,05% mo npubiams3uTesJJbHO 7% IO Macce
KOMIIO3UUMM WM HOpubimusmuressHo 0,05% npo #pubimMsmTesIbHO 5% IO
Macce KOMIIOB3MUIMM. B IOMNOJHUTEJLHEX BapMaHTax OCyMecTBJIEeHUS
OIpenJjoxeH Crnoco® JeueHUd KeJYIOUHO-KMIIEUHOTO pPacCTpOoMCcTBa VY
nauueHTa, KOTOPHM HYXOaeTcd B TakKoM JedeHUuH, BRJIIOU AU/
BRBeIeHMe OGapMalleBTUUECKOM KOMIIOZUIIMY, CcoIepXallel JMHAKJIOTUI U
bopMalbOeTUI-VMM/HHEM OPOOYKT.

B HeKOTOPHIX BapraHTax OoCymeCcTBJIEHUSA, npeIcTaBJIeHa
bapmalleBTHMUEeCKass KOMIIO3UMUMA, CoIepXamasd JMHAKIOTUI ¥ T[IPOOYyKT
ero OKMCJIEHUSA . B OoIOHOM BapuaHTe OCymeCTBJIEHUSA, OPOOyKT
OKMCJIEHUSA JIMHAKJIOTHIA MUMeeT MOJIeKYJIApPHYK Maccy, COCTaBJIAKIY
1542,8, m HamboJiee BEPOATHO QOPMUPYETCSH IIpu »OoOaBJIEHMM OIHOTO
aToMa KUCJoOpoDa K OIOHOMY M3 MeCTM aTOMOB CepH LIUCTEMHUIIA B
JIVHakJoTHuIe. OOHa M3 BO3MOXHHEHX CTPYKTYpP IPOOYyKTa I[IOoKa3aHa HUXe,
XOTs CIelMaJMCT B IOaHHOM of0JacTy OpM3HaeT, UYTO aToOM KMKCJIopoIa

MOXeT OBITH IIprnMcoeigrMHeH K JIIOOOMY M3 OCTAaJIbHEIX IIATM aTOMOB CEPHL:



H-Cys- Cys Glu-Tyr-Cys- Cys -Asn-Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH
| P S -S— |
/ S-S
o

B OpyroM BapMaHTe OCYWEeCTBJIEHUS, MOXeT OBTE OCYIeCTBJIEHO
nobapJjieHre 0oJlee YeM OIHOT'O aToMa KUCJopoma K JIMHAKJIOTHIY, YTO
IIOBHIIAET eI'o MOJIEKYJIAPHYI Maccy Ha 16 AE Ha oIuH »noOaBJIEHHH
aToM KMucJopona.

B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUS, TMPOOYKT OKMUCIIEeHUI
JMHAKJIOTMOa COIEPXUT MeHee uUeM IpubamsuTelibHO 15% 1o wMacce
KOMIIO3UIIMYM, MeHee uUeM NOpubiausuTesbHo 10% IO Macce KOMIIO3UILNUM,
MeHee UeM OpUOIM3UTENBHO 7% 1O MacCe KOMIO3UUMM WIM MeHee UeM
OpUBIM3UTENILHO 5% IO Macce KOMIO3ULMM. B IPYTIMX WIJIICTPAaTUBHEIX

BapMaHTaX OCYmeCTBJIeHMA, IIPOOYKT OKHMCIIEHMA JIMHaKJIOTHMIa COIOEePXUT

NIPpUOIIN3UTEJIEHO oT 0,01% oo 15% rio Macce KOMIIO 3ULIUHA,
OPpUOIIN3UTEJIEHO oT 0,05% oo 10% rio Macce KOMIIO 3ULINHA,

oo

npubansurejsHo oT  0,05% nmo 7 [I0 MacCccCe  KOMIIO3UMLVM  WJIU
OPpUOIIU3UTEJIBEHO  OT 0,05% mo 5% 1o Macce - KOMIIOBULNWM. B
OOIIOJIHUTEJIBEHEIX BapMaHTax OCYIEeCTBJIEHUA IPEeNJIOXEH CIIOCOD JleueHUd

KeJIYOJOUHO~KUIIEYHOTI'O paCCTpOﬁCTBa Yy IlalllleHTa, KOTOpHﬁ HyXOaeTCA

B TakrOM JIeUueHn1, B KJIIOY a0 BBel€HNMe @apMaHeBTquCKOﬁ
KoMIIO3mMunm, conepmameﬁ JIMMHaKJIOTUM I u IIPOOYKT OKMCJIEHNA
JIMTHarJIOTHIOA .

OLleHOUHOE 3HaueHMe Ha Macc./Macc. OCHOBe (“MaCC./MaCC.

aHam3”) MOXeT OHTHL OIPeNeJIeHO IIyTeM CPaBHEeHUs, HalpuMep, IIpu
nmoMomu BOXX, KoJIMuecTBa JMHaAKJIOTMIA B HOpobe, CO CTaHIapTHHM
00pasloM JMHAKJIOTUIa. Kak OBJIO MCIOJIbL30BAHO B IaHHOW 3asBKe,
Maccy JIMHaKJIOTMIA B KOMIIO3MLUMM IIOCJe XPaHeHMS IOIpM KOMHaTHOM
TeMIIepaType WIM YCJOBMAX YCKOPEeHHOTO paclaga B  KOHKPeTHHM
[IeEpMON BPEeMeHM (HalpuMep, OT TpexX IO MeCTH MecCcHdlleB XPaHeHUSd B
YVCJIOBMAX YCKOPEHHOTO pacnama [40°C/75% OB] wummu 12, 18 wmim 24
Mecdlla XpaHeHMS B YCJOBUAX KOMHATHOM TeMmIepaType [25°C/60% OB])
CpaBHMBAKT C MaCCOW JMHaAKJIOTHMIA B KOMIO3ULIMM B MCXOOHOE BpPEMHA
(HanpuMep, BpeMH, KoT'ma bapMalLleBTUUECKASA KOMITO 3ULIU A
BHICBOOOXIOaeTCa IJIS KIMHUYECKOTO MCIIOJIbE30BAaHMSA WMJIM MCIIOJIb30BaHUA

HaluMeHToM (“IOaTa BEHCBOOOXOeHMA”)) c obecleueHMeM aHaJlUTUUeCKOTI'O
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MaCC./MaCC. SHa4YeHMA. Hanpmmep, MaccCy JIMHakKJIOTMIa B KOMIIO3UMIINK

MsSMep AT II0CJIe XPaHEeHMA B TeUdcHNMe YKa3aHHOI'O BpPpeMeHM B YCIJIIOBMAX

YCKOPEHHOTO pacrana (40°C/75% OB) ¥ CpPpaBHMBAKLT C MacCCOoM
JMHaKJIIOTHUOAa, KOTOPHM IpUCYTCTBOBAJ B npobe Ha naTy

BHICBOOOXIOEHMA. B OpyroM HOpuMepe, MaccCy JIMHAKJIOTHUIE B KOMIIOSULIVN
M3MepAT IIOCJIe XPaHeHMA B TeueHMe YKa3aHHOT'O BpPpeMeHM B YCJIOBUAX
KOMHATHOM TeMrepaTypu (25°C/60% OB) ® CpaBHMBALT C Maccou
JIMHaKJIIOTHUOa, KOTOPHM IpPUCYTCTEBOBAJ B npobe Ha naTy
BEICBOOOXIEHN I . TaxuMm oBpasoM, BHpaXeHNe “290% MCXOOHOTO
KOJIMYeCTRBa JIMHAKJIOTMOA B KOMIIO3MUMM OCTaeTcCd KaK MUHMMYM 6
MecCcsleB, eCJM YIaKOBAaHHEE IIpOOH XpaHAT B YCJOBUAX YCKOPEHHOTIO
pacmomama (40°C/75% OB)”, o3HauyaeT, UTO Macca JMHAKJIOTHUIA B
KOMIIO3UIIUM, WU3MepeHHasd B aHaJM3e Ha Macc./MaccC. OCHOBe, KOTOPY
olpeneisidT npm nomomyu BOXX, KaKk MMHMMyM dYepes 6 MecCcHdleB
XpaHeHrda B YCJOBUAX YCKOPEHHOTO pachnama cocTaBjsgeT =290% oT

KOJIMUueCTBa JIMHAKJIOTHMIa B KOMIIO3IMINM, KOTOpHﬁ IIpmMCcCyTCTBORBaAaJI B

MCXOoOHOEe BpeMsa (HanmpuMep, maTa BLICBOOOXIEHM I KOMIIO 3UIINN
JIMHakJIoTHUIa) .
XpoMaToTrpadmuueckasd YMCTOTAa JIMHaKJIOTUIAa MOXeT OLITH

OllpenejieHa IIpM IIOMOUM BEHIIOJIHEHMA BOXKX B YCJIOBMAX, OIMCAHHEX B
OaHHOM 3asABKe. Ijomanb 04 IIMKOM JIMHAKJIOTUIA  M3MEpSanT U
CpaBHMBalT C ofmel IJomanbio II0I BCeMM I[IMKaMM, 3a MWCKJInUeHMEeM
IMKa pacTBOPUTEJIA M BCex IIMKOB, KOTOPHE He OTHOCATCHA K
nojmnentuny (T.e., IOMKOB, CBSA3aHHHX C 3KCUUIMEHTaMM, KOTOPHE
MOTYT HabjomaTbcsa B IJlaulebo) . Kak MCHOOJIBE30BaHO B IaHHOM 3asdaBKe,
XpoMaToTpadrUueckKyrn UYMCTOTY JIMHAKJIOTHMIA B  KOMIIO3MIUMM IIOCJIE
XpaHeHMsa TIIPM KOMHATHOM TeMIepaType WMIM YCJIOBUAX YCKOPEHHOTO
pacraia B KOHKPeTHHM IIeprol BpeMeHM (HalpuMep, OT Tpex IO IeCTH
MecHdlleB XpaHeHMS B YCJIOBUAX YCKOPeHHOTO pacnama [40°C/75% OB]
wm 12, 18 wmmm 24 Mecsdlla XpaHeHMSI B @ VYCJIOBMAX KOMHATHOM
TeMIepaTyps [25°C/60% OB]) CpaBHMBAT C XpoMaTorpadnueckom
UMCTOTOM JIMHAKJIOTMIA B KOMIO3UIMM B MCXOOHOe BpeMsa (HaIpuMep,
BpeMH, KoTma bapMalleBTUUYECKASA KOMIIO 3LV A BHIEJISETCSH oJis
KJIMHUUECKOTO MCIIOJIb30BAaHMA WM MCIOJBE30BaHMA KIMEeHTOM (“maTa
BEHICBOOOXIOeHNA" ) ) c obfecrnedeHreM 3HaueHMA XpoMaToTpaduuecKomn

UVICTOTEI. HaHpMMep, XpOM&TOPp&@quCKyD UVICTOTY JIMHAKJIOTHIIa B
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KOMIIO3ZUILIMY M3MepPST I[IOCJe XpaHeHMs B TeueHMe YKas3aHHOTO BPEMEHMU
B YCJIOBUSAX YCKOPEHHOTO pacnana (40°C/75% OB) u cCcpaBHUBaAT C
XpoMaToTpadmMueCcKOM UMCTOTOM JIMHAKJIOTMIA B KOMIO3MUMKM Ha HaTy
BEHICBODOXIOeHUA. B IpyToM IIpuUMepe, XpoMaToTpaduuecKyl UUCTOTY
JMHaAKJIOTUIAa B KOMIIO3ULUMM M3MepAT IOCJe XpaHeHMA B TedeHUe
YKa3aHHOTO BpPeMeHM B YCJOBMAX KOMHATHOM TeMmIepaTyps (25°C/60%
OB) ¥ cCpaBHMBAKLT C XpoMaTorpadmuecKoM UUCTOTOM JIMHAKJIOTHIA B
KOMIIO3UIIMY Ha OaTy BHECBOOOXIEHM.

B maHHOM 3asgBKe ONMCAaH CIOCOD IMIoJydeHMSa oGapMalleBTUUYeCKOM
KOMIIO 3ULINM, comepXamey JIMHAKIJIIOTHUI WM eTo  dapMalleBTUUYeCKU
opueMiIeMyld COJIb, T'Ie Cchnocof BKJIOUaeT: (a) ODoJydeHMe pacTBoOpa,
HalpyMep, BOOHOTO pacTiBopa (“IOKPOBHHEM pacTBOPR”), coIepXameTro:
(1) JuHaKJIOTHUI MIM eTo OdapMalleBTUUeCKM OIpMeMJIeMykl COJib; (ii)
KaTMOH, BHOpaHHBlM M3 Mg?t, Ca?t, Zn?", Mn?*, K*', Na' mimu Al3" wuau
CTEepUMUECKM 3BaTPYIOHEHHHN [NepBMWUHHM aMMH (HalopuMmep, JeWUMH) M, IO
HeOoOXOOMMOCTH, (iii) bapMalleBTUUYECKHA IpreMJIEMOE CBA3YKIEeES
BEIeCTRO; u (6) HaHeCeHNe IIOKPOBHOTO pacTeBoOpa Ha
bapMalleBTUUECKM T[IPUEMJIEMBEI HAIOJHUTEJL C I[IOJIydeHMeM I[IOKPHTOTO
IIOJIUIIENTUIOM HAIIOJIHUTEJA (HalpuMep, OYyTeM paclbUIeHMd, CYIKU WU

ITIOKPEITMA q_)apMaLLeBTI/IT{eCKI/I InprneMiIeMoIro HallIOJIHUTEJIA ITIOKPOBHEM

pacTeopoM) . CrnocoB MoxeT HeoOA3aTeJIbHO BKIOUATE OOHY MM Oojiee
craguit: (1) CMellMBaHMA [IOKPETOT'O I[IOJIMIIENTUIOOM HAIIOJIHUTEJIA C
bapMalleBTUUECKN [IpMeMJIEMEIM TJIMOaHTOM, bapMalleBTUUECKM

IpueMJIEMBEIM CMA30UHEM MaTepMraJioM WM dapMaleBTUUECKM IpMeMIIeMOM
nofaBKOW, KOTOpas HOeMCTBYyeT M Kak IJIMOAHT, M KakK CcMa3hBawiee
BemecTBO; (1l) cMemmMBaHMe IMIOKPHTOIO IIOJUIIEITUIOM HAIIOJHUTEJS C
HalloJIHUTEeJIeM, KOTOPHM He IMIOKPHT IHoJuIIenTuioM, (1ii) cMmMemuBaHUA
IIOKPHTOTO IIOJUIIENITUOOM HAaIOJHUTEJI C IpyI'uMM pobaBxkamm,; (iii)
HaHeCceHMSa OQapMalleBTUUEeCKM MIpHeMJIeMOM IIOKpHBawmel nodaBkM Ha
HaIoJIHUTEeJIb, KOTOPHM TIOKPHIT IOJIMIIEIITUIOM. IloJlyyeHHas B
pe3yJybTaTe OQapMalleBTUUecKasa KOMIIO3UMUMA MOXeT OBTHL IIOMelleHa B
KarcyJel  (HaopuMep, XeJIJaTUMHOBYI KarllcyJly) WJIM MCIOJb30BaHa OJIiA
bopMHpPOBAHUA TabJIeTOK.

BEUIO OTKPEITO, UTO KAaTMOH, BHOpaHHHN M3 Mg2t, Ca?*, Zn?2t,
Mn?2+, Kt, Na*® wgm Al3t, MOXHO  MCIIOJIBE30BAaThE OJIA IIOIOaBJIEHUS

O@paBOBaHMF{ IIponoyKTa OKMCIIEHMA JIMHaAaKJIOTVMIa BO BpeMAd XPaHEeHUA.
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Taxxe OBJIO OTKPHITO, UTO CTEepUUYECKM 3aTPyIOHEHHEM I[IepPBUUHHBI aMWH,
HanpuMep JeMIMH, MOXHO MCIIOJIB30BATE IJIS IIOIOAaBJIeHMS o00pa30BaHMUA
dopMaibDeTIUO-VMMUHHOT'O annykTa JIMHaAKJIOTUIA (“popmasibmeruno-
VIMMHHOT'O nponykra’) BO BpeMd XpaHeHUd . TaxkmumMm obpasoM,
KOMIIO3ULIMSA JIMHAKJIOTHIOA, CoImepXamas KaTMOH, BHOpaHHBI M3 Mg?t,
Ca2*, Zn2+*, Mn2?*, K*, Na* wm Al3 (HanpuMep, »OBYXBaJIEHTHHIM
KaTMOH, BHOpPAaHHEM M3 7Zn2t, Mg?*t wim Ca?’) WIM CTepruUecKH
3aTPYOHEHHBEM I[IePBUYHBEIM aMMH, TakKoM, KaK aMMHOKMCJIOTa, HWMeeT
BpeMsa IIOJIYXKUBHHA, OOCTATOUHOE (coTylacHO VB3MEepEeHV M
XpoMaToTpadmMueckor uUMCTOTa WM [OPpM IIOMOIIM Macc./Macc. aHaln3a)
IJIS TIPOU3BOICTBA, XPAaHEHMS WM PaclIpOoCTPaHeHMsa JeKapCTBEHHOTO
cpencTBa. LOMINOJHUTEJIEHO, B TO BpeMsS KaK IIPUCYTCTBME CTEePUUECKU
3aTpPyIHEeHHOTO aMMHa camo 110 cefe MOXeT IIOBHMATHL oOpas3oBaHMe
NPOOYKTa TUOPOJM3a JIMHAKJIOTHMIA BO BpeMs XpPaHeHMs, KOMOMHALMA
CTEPUMUECKM BaTPYOHEHHOTO IIEPBMYUHOIO aMMHAa M KaTMOHAa, HallpUuMep,
koMOMHaMsa JerumHa un @ Ca?', 1nopmaejisgeT o00pa30BaHMe HOPOIYyKTa
TUOPOJIM3a JMHAKJIOTHUIA, & TakXe I[IPOIOYKTAa OKMCJIeHMS JIMHAKJIOTUIA
BO BpeMsA XpaHeHUd, IPpMBOIA K nHaxe OoJbmel ofmel cTadbujIbHOCTH,
COTJIACHO M3MepeHMAM IIpM IIOMONM Macc./Macc. aHajlM3a WM IIpuU
IIOMOMM MBMEPpeHMUM XpoMaToTrpadruuecKoy UMCTOTH.

B HEeKOTOPHIX BapraHTax OCYMEeCTBJIEHNUS, oBecrieueHa
bapmaneBTHUECKASA KOMIIO 3ULIN S, comepxalasa bapMalleBTHUUECKU
ONpreMJIEME HOCUTeJb, JMHAKJIOTUI UM OIOuH uiIu 0oJjlee aTreHTOB,
BHIOpaHHEX M3 Mg?*, Ca?f, Zn?t, Mn?*, K', Nat ugm Al3 U cTeprUecKH
3aTPYOHEHHEM I[IePBMUHEIN aMyH, I'Ie aTleHT VYJydllaeT KakK MUHUMYM
OOHO CBOMCTBO KOMIIO3UIINWM, IO CPAaBHEHMID C dapMalleBTHUUeCKON
KOMIIO3UIIMEN, He comepxamelr YKa3aHHEM aTleHT. B IOINOJIHUMTEJILHEX
BaprMaHTax OCYIMeCTBJIEHUSI, aTeHT OpencTaBjgeT cobor Mg?t, Ca?t wiu
Zn2+. B IOTIOJIHNT&JIL HOM BapraHTe OCyIeCTBJIEHUS, areHT
npencraBjgeT cobor Ca2*., B HEeKOTOPHX BapMaHTax OCylMeCcTBJIeHUS,
KaTruoH Oe3 OTIpaHMYeHMM IOpencTaBJiIeH KaK alleTaT MaTrHMSa, XJIOPUI
Marumsa, docoaT MarHMsa, CyabdaT MaATHMSA, aleTaT KaJblWsa, XJIOPUI
Kajgpumsa, oochaT KaJdbLUMa, CyabdaT KaJpLUMg, alleTaT LIMHKAE, XJIOPUI
umMHka, docdaT LMHKaE, CyabpdaT UMHKE, alleTaT MapraHlla, XJIopun
MapTaHua, bdocdaT Mapradila, cyjabdaT MapraHila, alleTaT KaJus,

xJopun kajJusg, odochaT KaJgMsg, cCyabdaT KaJamsg, allerTaT HaTpusdg,
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XJIOPUI HaTpusa, ¢ocdaT HaTpMd, CylabdaT HaTpMd, alleTaT aJIOMUHUAI,
XJIOPUL  aJIIOMMHWUA, dochaT aJMOMMHMA WM @ CyJbdaT aJIioMMHMSA. B
OOIIOJIHMTEJIbHEIX BapMaHTax OCYIEeCTBJIeHMSA, KaTUOH IpeldcTaBJIeH Kak
XJIOPUI MalHMA, XJIOpMUI Kajlbvlusg, odocdaT kKajlblLuig, CcyabdaT KaJbLuUd,
aleTaT LMHKA, XJOPMA MaTHMA, XJIOPUI KaJMd, XJIOPUI HaTpUd WK
XJIOPpUI aJIIoMMHMA. B OpyI'MX BapMaHTax OCYIeCTBJIeHMHA, KaTUOH
IpencTaBJIeH KaK XJIOPUIO KaJbLUMAg, XJIOPUIO MaTHMSA WJIM alleTaT LMHKAa.

B OpyTroM BapMaHTe OCYmeCTBJIeHUs, aleHT IIpedcTaBJigeT cobou
CTepUUYeCcKM  3aTPYIOHEHHBM  IIePBUYHBI aMMH . B  IOONOJIHUTEJILHOM
BapMaHTe OCYIEeCTBJIeHUI, CTepHMUeCKM SBaTPyIHEHHHM IIePBUUYHEI aMMH
opencraBygeT coBoM aMMHOKMCIIOTY. B emlle OOHOM IOOIIOJIHMTEJILHOM
BapMaHTe OCYIEeCTBJIEHUSA, aMMHOKMCJIOTAa nIpencTaBJIgAeT cobomn
BCTPEUaKnMylnCa B npupone aAMMHOKMCJIIOTY . B eme OIHOM
IOOIOJIHMTEJIbHOM BapMaHTe OCYIMEeCTRBJIEHUSA, BCTPeYaKnmylnCcd B IPUPOLEe
AMMHOKMCJIOTY BHOMpAaT M3 TPYIIH, CcOCToAmeN M3: ITUCTUIMHAE,
beHMJIalaHMHAE, aJlaHMHa, TJIIOTaMOBOM KIMCJIOTHI, acraparMHOBOM
KMCJIOTH, TJI0TaMMHa, JeWlMrHa, MeTMOHMHa, aclaparlMHa, THUPO3UHAE,
TpeoHMHa, W30JeWlMHa, TpulTodaHa, MEeTHMOHMHA W BaJlMHa; elle
OOIIOJIHUTEJIBHO, BCTpevaKmaacd B npmupozme aMVMHOKMCJIOTa
opencraBJgeT cobo¥ JeMUMH, WM30JIeMLMVH, aJlaHMH WMJIM MEeTMOHMH; B
OIPpYyIT'OM BapuaHTe OCYIIeCTBJIEHU, BCTpeUaKnaiacd B npupozne
AMMHOKMCJIOTa IpeacTaBJjseT cobol JIeMlIMH MWJIM MeTHUOHMH;  elle
OOIIOJIHMTEJILHO, BCTpedaKnmasacsa B opupome aMMHOKMCJIOTa
opencraBJjgeT coboy JieMuMH. B OpyT'oM BapuaHTe OCYHNeCTBJIEHUS,
CTepuuecKM SBaTPpyIOHEHHHM I[IepPBMUHHM aMMH I[OIpeIcTaBjisgeT cobo¥ He
BCTpPEeYaKnMylnCa B npupome AMMHOKMCJIOTY VI IPOM3BOOHOE
AMMHOKMCJIOTH (HalpMMep, 1-aMMHOIMKJIIOTEKCaHKapOOHOBYK KUCJIIOTY,
JJAHTMOHUH WJIM TeaHWH) . B IONOJIHUTEJBEHOM BapMaHTe OCYIeCTBJIEeHUHA,
CTepuuyecKr 3BaTPpyIOHeHHHM IIepBUYHENM aMMH I[IpeOcTaBjseT cobon
HIMKJIOTEeKCUJIIaM/H, 2-MeTWMJIOYTUIIaM/MH WMJIM XWTO3aH.

B IPYTUX BapMaHTax OCYIEeCTBJIEHUH, obecrnieueHa
bapmMalleBTUUECKAS KOMIIO3UILIVSA, comepxamas bapMaleBTUUECKHU
NpMEeMJIEMEM HOCHUTEJL, JMHAKJIOTUI, KaTMOH, BHOpaHHEI U3 Mg?t,
Ca?*, Zn?*, Mn2?*, K*, Nat wmam Al3" (Hanopumep, IMBAJIEHTHHM KaTUOH,
BEIOpaHHHN ¥3 Zn2?*t, Mg?t wu Ca?') u CTepuuecKM 3aTpyIOHEeHHBM

HepBMT{HBIﬁ aMIH. B OIOHOM BapMaHTe oCcymeCTBIJIEHNA, KaTlOH
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npencraBjgeT cobol Ca2*. B IpyroM BapMaHTe OCYIECTBJIEHMS, KaTUOH
npencraBjageT cofol cMecCh IOBYX MM Tpex Mg2't, Ca2?t, Zn2*, Mn2*, K,
Nat mnam Al3* (HanopuMmep, CMecb OBYX WMJIM Tpex 2Zn2t, Mg?2't uam Ca2').
B  IOOMNOJIHUTEJILHOM  BapuaHTe OCymeCcTBJIEHUS, bapMmaneBTHUECKAS
KOMITO3UILIMSA HOIOJIHUTEJILHO COHePXUT dapMalleBTHUUECKM IIpreMIIeMoe
CcBA3yKIEee BeMecTBO WIM (dapMaleBTUUEeCKM IIPUEeMJIEMBI TJIMIAaHT,
cMasHBakllee BeMecTBO MWIM »oBaBKy, KoTopas IelMcTBYeT U Kak
TJIMOAaHT, M KaK CMas3bBaplee BelecTBO, MWIM aHTUMOKCHUIAHT. B
OOIIOJIHUTEJILHOM BapMaHTe OCYIeCTBJIEHUS, CTePUUeCKM 3aTpyIHEeHHB
[IePBUYHLIM aMMH ABJIAETCSH AMUHOKMCJIOTOM . B eme OIHOM
OOIIOJIHUTEJILHOM BapMaHTe OCYMeCTBJIEHUI, aMMHOKMCIIOTa SABJISETCH
BCTpeuanIenca B npupone AMUHOKMCJIOTOM! « B eme OIHOM
OOIIOJIHUTEJILHOM BapMaHTe OCYIeCTBJIEHMSA, BCTpeUanIylnCcsd B IIPUPOIe
AMMHOKMCJIOTY BHOMpAT W3 TPYIOH, COCTOSmer M3: TUCTHUIUHAE,
beHmMJIalaHMHAE, aJlaHMHa, TJIIOTaMOBOM KIMCJIOTHI, acraparlMHOBOM
KMCJIOTE, IJIOTaMMHa, JeNlrHa, MeTMOHMHAa, aclapaluHa, TUPO3UHAE,
TPEeOHMHa, M30JeNlUrHa, TpulTodaHa, MeTMOHMHA WM BaJMHA; ele
OOTIOJIHUTEJILHO, BCTpeyanasacI B nprpone AMMHOKMCJIOTA
npencrTaBjsgeT coBoM JeMlUrH, W30JEeNUMVH, aJlaHMH WJIM MeTUMOHMH, B
IpyTOM BapraHTe oCymmeCcTBJIEHUS, BCTpeuanasacsa B opupone
aMMHOKMKCJIOTa IpencTaBjigeT cobou JleMUMH WIM MeTHMOHMH;  elle
OOTIOJIHUTEJILHO, BCTpeuanmasacsa B npupone AMMHOKMCJIOTA
opencraBjgeT coboy JIeMuMH. B OpyToM BapMaHTe OCYHNeCTBJIEHUS,
CTEepMUECKM SBaTPYIOHEHHH [IePBUYHHEM aMMH MOXeT OBTh CMechbi 0OoJiee
yeM OIHOTO CTEepMUYeCKM 3aTPpyIHEeHHOT'O IIePBUYHOTO aMMHa. Hamopumep,
CTEepMUECKM SBaTPYIOHEHHH [IePBUYHHM aMMH MOXeT OHBTb CMechbil 0OoJiee
yeM IOBYX WIM 00Jiee CTepuUecKM 3aTpPyIOHEHHHX II€PBUUHHEX aMMHOEB,
HanpuMep, CMeChb OBYX WM 0oJjiee aMMHOKMCJIIOT.

B HEeKOTOPHEX CJIydaAdX MOJIAPHOEe COOTHOIeHMe KaTHMOH:CTepMUYeCKNU

3aTpyOHEeHHBN [IePBUYUHLMN aMMH : JIMHaKJIOTHU (HampuMep,
CaZ*:JIeVLIMH : IMHaKJIOTHUI) B BOIOHOM pacTBOpE, HaHOCHMOM Ha
HOCUTEJIb, cocTaByggeT 5-100:5-50:1. MoxeT OHTbL XeJaTeJIbLHEM,

YTOOE  MOJIAPHOE COOTHOIEeHNE KaTUOH: CTepUUYeCKU 3aTPyOHEHHHM
IIepBUYHHM aMyH (Hamopumep, Ca2':jellurH) OBUJIO PaBHBM WJIM IIPEBHIAJO
2:1 (mamnpmmep, oT 5:1 pmo 2:1). TaxuMm o06pasoM, B HEeKOTOPHX

CllydaAdax MOJIAPHOE COOTHOIIEeHNME KaTlMOH:: CTepnueCKIM Bany,HHeHHbIﬁ
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IIEPBUYHLI aMMH:JIMHAKJIOTHUO (HaopuMep, Ca?':JelluH :  JMHAaKJIOTUI) ,
HaHOCHMMOe Ha HOCUTeJIbL, cocTapJjger 100:50:1, 100:30:1, 80:40:1,
80:30:1, 80:20:1, 60:30:1, 60:20:1, 50:30:1, 50:20:1, 40:20:1,
20:20:1, 10:10:1, 10:5:1 mim 5:10:1. Ecam cBA3HBawilee BeNeCcTBO,
HalpuMep, MeTUJILeJJInjio3a, IPUCYTCTBYEeT B pacTBOpe JMHAKIIOTUIA,
HaHOCAT Ha HOCUTEeJIb, TO OHO MOXEeT IIPUCYTCTBOBATHL B KOJMUECTBE
0,5%-2,5% no wmacce (Hanpumep, 0,7%-1,7% wmiam 0,7%-1% wmium 1,5%
mm 0,7%).

Macca JMHakJIOTMIA, KOTOpPYyK HaHOCHAT Ha JaHHYKD Maccy
HaoJIHUTeJId (HaopuMep, MUKPOKPUCTAJIJIMUECKYK LEeJIJIJIO3Y) MOXET
BapbUpoOBaTHECHA OT HOpubiausuresasHo 0,02:100 1no NpubIM3UTEJIBHO
2,67:100. Taxum obpasoMm, OpudbamsmuTesbrHo oT 0,05 Mr gmo 6,0 M
JMHaKJIOTHIa MOXeT OHBTE HaHeCeHO Ha 225 MI' HaloJHuUTeJld. B
OOIOJIHMTEJILHOM  BapuaHTe OCYIEeCTRBJIEHUH, Macca JIMHaKJIoOTHIAa,
KOTOPYK HaHOCHAT Ha JaHHYK Maccy  HalloJIHUTeJd, COCTaBJIAET
opubansuressHO oT 0,05 MI' mo nOpubiamusmuTesbHO 2,0 MDY JIMHAKJIOTHIA
(ganpumep, 0,1, 0,2, 0,3, 0,4, 0,5, 0,6, 0,7 M menrTmma Ha 225
MI' HaIOJIHUTEJILI) .

B PasIIMUYHBEIX BapMaHTax OCYIIECTBJIEHUA : CTEepUUYeCKU
3aTPYOHEHHBM TIePBUYHEM aMMH [IpeOcTaBJjigeT CcoOoM aMMHOKMUCIIOTY
(HanpuMmep, BCTPEeUaKlyinCd B opmupone aMUHOKUCJIOTY VI
BCTpeUanlyloCcsad B IIpUPONOe aMMHOKMUCIIOTY, BHOPaHHYK U3 IUCTUIOMHE,
beHmJIaslaHMHAE, aJlaHMHa, TJIIOTaMOBOM KMCJIOTH, acraparMHOBOM
KMCJIOTHE, TJUIOTaMMHa, MEeTHMOHWMHa, aclapalMHa, THMPO3MHAa, TPeOoHMHa,
JeMuMH, WuW30JeluHa, TpulTodaHa MIM BaJiMHa). B IOpyrux clydasx

CTepnuyeCKM1n SanyﬂHeHHHﬁ HepBMqHHﬁ aMH IIpeldCTaBJIdeT cobolm He

BCTPEUANIYIC I B npupomne AMMHOKMCJIOTY NI IIPOM3BOOHOE
AMUHOKMCJIO TEH (HammpuMep, JJAHTMOHUH, TeaHUH WU 1-aMMHO
LIMKJIOTeKCaH) . B IpyTUX clyyaax, CTepuuecKu 3aTPyOHEHHHM

IIEPBUYHEY aMMH IIpencTaBJjisgeT co0oM aMMHOcCaxap (HalpuMep, XUTO3aH

WIM TJIOKO3aMMH) .

B HeKOTOPEIX CcJIydaiax, CTepnuYeCKM SanyHHeHHHﬁ HepBMQHHﬁ

R
R, Rq

aMrH ¥MeeT QOpMyJIy : NHZ, roe Ri, Rz m R3 He3aBUCHUMO
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BrOMpawnT n3: H; —-C(0)0OH; Ci-Cesajikmila, HeoDSA3aTeJIbHO 3aMeleHHOTO
—CO2H, —-CONHz, wmmm 5-10 uJeHHOTO apwuia WK TeTepoapuia; Ci-
CeaJIKOKCHAJIKWIIA ; W C1—-CgTHOaJNIKOKCHAJIKIIIA, roe Jodad ns
YKa3aHHEIX  BHIIe  aJIKMJIBHBEIX WM  apUJbHEIX  TDPyNIl  MOXeT  OHTb
OOHOKPATHO WMJM MHOTOKpaTHO 3aMelleHa TajioTeHoOM wmiau —-NHz, u Opwm
YCJIOBUM, UYTO He OoJjilee ueM IBa U3 Ri, Rz u Rs npercrarjigioT cobou
H. B [OONOJIHUTEJILHOM BapMaHTe OCYWeCTBJIeHMSA, He O0oJjlee UeM OOUH
n3 Ri, Rz u Rz npexmcraryiseT coboy H.

TepMuH “aJkmi’”, Kak MCIOJL3YIT B HaHHOM 3asBKe, OTHOCUTCSH
K HaCHImEeHHOMY JIMHEeMHOMY WMJIM pPas3sBEeTBJIEHHOMY MOHOBAJIEHTHOMY
YIUIEBOOOPOIHOMY palukKajly. ECIM He yKas3aHO MHOe, TO aJIKMIIbHad
rpylna comepxuT 1-20 arToMoB yIJlepola (Hanpumep, 1-20 aToMOB
ynJjiepona, 1-10 aToMoOB yIJlepona, 1-8 aTOMOB yIJlepola, 1—-6 aTOMOB
youlepona, 1-4 aToMoB yrJlepola MM 1-3 aToOMOB yIulepona) . l[IpMMepH
AJIKMJIBHEIX TPy BKJOUAKT, He OTpPaHMUMBAaACH I[IPUBEOEeHHHM, MeTW,
STWUJI, H-IPONWJI, W30NPONWII, H-OyTWJI, MW300yTWJ, s—-0yTwWui, T-OyTW,
[IeHTWJI, TeKCWJ, ITelNTWUJl, OKTWUJ U T.Il.

TepMUHE Cp-n “alkoKcHaJNKMI” ¥ Cpn “THUOAJNKOKCHAJIKUII”Y O3HauamT
aJIKMJI, 3aMelleHHB ONOHOM WM 0oJiee aJIKOKCKM WM TUOAJIKOKCU
TpylllaM, B 3aBUCHMMOCTM OT OOCTOATENILCTB, I'IOe COeOMHEeHHOe ofmee
KOJIMYECTBO AaTOMOB YyIUlepoda aJIKMJIBHOM UM  aJIKOKCUTPYII, WU
AJIKMJIBHOM ¥ TUOAJIKOKCUIPYII, COEeIOMHEeHHHX, B 3aBUCUMOCTMU OT
0OCTOATEJILCTE, HaAXOOATCSA MeXIy 3HadeHMsaMM N M m. Hanpumep, Cia-
cAJIKOKCHAJIKMIJI MMeeT Bcero 4-6 aToMOB YIJlepola, pa3OdelIeHHHX
MeXOy aJIKMJIIBHOM ¥ aJIKOKCHM-YacTAMM,; HalpuMMep OHM MOTYyT OHTH
[UCH2OCH2CH2CH3, [CH2CH20OCH2CH3 mjam [CH2CH2CH>OCH3.

Kak MCHoJb3ylT B »OaHHOM 3asgBKe, TepMmuH “apuin” (xak B
BHPaXeHMAX “apuIbHBEM LUKJI”Y WM “apuilbHasd Tpynna”), KOTOpPHM
MCIIOJIbE3YIT IIO0 OTOEeJIBHOCTM WM KaK 4YacTb OoJibllel’o QpalMeHTa,
OTHOCUTCSH K KapOOUMKIMUECKOM CHUCTeMe, B KOTOPOM KakK MMHUMYM
OOVH LMUKJI B CUCTeMe HABJIAEeTCH apoMaTHUYeCKMM M MMeeT OHOHO MeCTO
IPUCOeNMHEHMS K OCTaBIeVca dYacTM MOJIeKyJH. Eciam He yKaszaHo
MHOEe, TO apuiibHada Tpylna MOXET OBITE MOHOLMKJIMUECKON,
OUUUKIIMUIECKOM MM TPULUKIMUECKOW M COoOepXaTh 6-18 uJIeHOB LMKJIA.
[IpMMepH apMJIBHEIX LMKJIOB BKJIOUAKT, HEe OIpaHMUMBASACL [IPUBEIEHHEM,

benmsi, HadTMII, MUHIAHWUI, MHISHWII, TeTpaJinuH, biyopeHMJT WU
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aHTpalleHWI.

TepmrH “rerepoapui” (nam “reTepoapoMaTudeckasg’” I
“reTepoapuiibHada rpynmna’” VI “YapomMaTuueCcKUn TeTepouuri”),
KOTOPEM MCIOJBE3YRT IO OTHeJIBHOCTM WM KakK dYacTb OoJblleTo
dparMeHTa, TaKOI'0, KakK “reTepoapalkul” wmiau “rerTepoapulaJiIKokcu’”,
OTHOCUTCSA K LIUKJIMUECKOM CHCTeMe, B KOTOPOM KaK MUHMMYM OIMH
LIMKJI B CHUCTeEMe ABJISEeTCHA apOMaTHUUYeCKVM M COHOEPXUT OOMH MM 0OoJiee
TeTepoaTOMOB, TOe KaXOEM LMK B CHUCTeMe ComepXuT oT 3 no 7/
YJIeHOB LMKJIa U KOTOPHM MMeeT OOHO MeCTO I[IpUCOoeIMHeHUS K
OoCTaBIEeNnCs JyacTu MOJIEKYJIEL . Ecnm He yKazaHo VHOE, TO
TeTepoapmjibHasad LUKIMUEeCKas CUCTeMa MOXeT OHTH MOHOUMKIMUECKOM,
OULIKKINUECKON WM TPULUKIMUECKOM ¥ MMeTh BCero OT OITHM OO
UeTHpPHAaOlaTM YJIEHOB LMKJIa. B OODHOM BapMaHTe OCYWleCTBJIEHUS, BCe
LUMKJE B TeTepoapMJIbLHOM CUCTeMe ABJATCHS apoMaTHuecKuMmm. Takxe
IO ITaHHOe OlpelleJileHMe IOoANalalnT I'eTepoapWlbHEe palWKallel, B
KOTOPEX TeTepOapuJIbHEM LMKJ CKOHIOEHCHMPOBAH C OOHMM WM Oojee
apoMaTnueCKVM NI HeapoMaTUueCKUM KapOBOOoUUKIINY e CKUMU VI
TeTepPOUMKINYECKMMM LUUKJIaM1, WM WX KOMOMHaUMAMM, IIOCKOJIBKY
pamukKajl WX MeCTO I[IPUCOEeOMHEeHMA HaXOOATCA B TIeTepOoapUiIbHOM
UMKJe. Buinmukimueckad 6,5 IeTepoapoMaTHUuecKasd CHUCTeMa, KakK OBJIO
MCIIOJIb30BAHO B IaHHOM 3asBKe, HaIpuMep, ABJLSeTCS MeCTUUJIeHHBM
reTepoapoMaTUdYeCKUM LVKJIOM, CKOHIEHCHUPOBAaHHEM co BTOPEM
OATUUYJIEHHEIM  LMKJIOM, roe palukKajl WIM MeCcTO IIPpUCOeIVMHEeHUSA

HaXonoAaATCA B HMeCTUWIJIEeHHOM LIHMKJIe.

T'eTepoapulibHEE LMK JITB BKJIOUAT, He OTPaHNUMBASICE
OpUBeIeHHEM, CJeOyimMe MOHOLUMKJE: 2-0ypaHwui, 3-dypaHmi, N-
VMM IO 30JINII, 2-VIMMIOO30JIUJII, 4 -1M OO0 30JIMII, 5-mMmgo30J4I, 3-

M30KCas30JIMJI, 4-M30KCa30JINI, 5-M30KCaz0JIMNI, 2-0KCas30JIJI, 4-
OKCaszoJunJI, b-okca3oJmij, N-NUPPOJIWJ, 2-IUPPOJIUII, I3-IUPPOJIMJI, 2-
OIVUPUOWII, 3-IUPpUOui, 4-OUpunouil, 2-NOUPVMMUOVWHWII, 4-IUPUMMUOVHWII, 5-
IVPUMUOVHWIL, OUPUIOa3VMHWUII (HaldpuMep, 3-OUPUIa3UMHWII), 2-TUas0oJInuI,
4-TMa30JIMII, 5-THMaA30JWJI, TeTpaszoJuJ (HalpuMep, 5-TeTpa3oJIui),
TPMaz30JIMJl  (HalopuMep, 2-TpUas30JIMII W b5-Tpuas3oJuil), 2-TUEeHWJI, 33—
TUMEHWJI, OMPa30JiMJl (HaOpuMep, 2-IIMUpa3oJiuil), W30THuas3oauil, 1,2,3-
oKCcaIMa30JInI, 1,2,5-0okcanra3oJni, 1,2,4-okcamgma30JIni, 1,2,3-

TPMas30JIUII, 1,2,3-Tuanmasojmi, 1,3, 4-Tmagmua3o0Jmi, 1,2,5-
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THMAOVMAa30JIWII, OUPpasuHMJI, 1,3,5-Tpra3mHnuiI, ¥ cjenyomye OMLIMKJIIE:

OEeH3MMMU IO 30JINII, OeH300YypPWUI, eH30THMOPEHWII, OeH30onIMpas3mUHNII,
OeH30NIMPaHOHWII, MHIOOJINJII (HanpuMep, 2-VMHOOJIWJII) , IYPUHWUII,
XVHOJIMHUIT (HalIpuUMep, 2-XUHOJIMHWII, 3-XUHOJIMHWII, 4-XVHOJIMHWII), U

M30XMHOJMHMII (HaopuMep, 1-U30XMHOJMHWII, 3-UMB30XUHOJMHWII, WIn 4-

V30XVHOJIVIHWUII) .

B Pas3JINUHEIX cIlydyadax : AHTUOKCULOAHT BEHIOMpPAnT nus3 BI'A
(BYy TMIMPOBAHHOTO TUIPOKCHMaHM30JIa) , BI'T (BY TMIMPOBAHHOTO
TUIPOKCUTOJIYOJia) , BUTaMMHa E, nponwujarajsjiaaTa, ACKOPOMHOBOM

KMCJIOTH M ee coJeM MM 20MpPpoB, TOoKobepoyla U eTo 20MuMpoB, ajbda-—

JIUTIOEBOM KVMCJIOTH, GeTa—KapOTMHa; @apMaHeBTquCKM IIpmemMiieMoe
cBA3yKlIee BelleCTRBO ABJIAETCA ITOJIMMBVIHIMJIIO BEIM CIIMpTOM MJin
TIOJIMBVMHWMIJITIMPPOJIMIOHOM ; @apmaueBTquCKme IprmemMiIieMoe CcBA3yKIee

BelleCTBO BHOMpAaKT M3: KpaxMaja (HalpMuMep, KYyKYypy3HOI'O Kpaxmala,
IpenIBapUTEeSILHO KeJIaTUHU3UPOBAHHOT'O KapTodesILHOTO KpaxMala,
PUCOBOTO  KpaxmMmala, NIeHVWUHOTO  KpaxMmala, 1M  HaTpU¥  Kpaxmal
TJIMKOJIATA) , MaJIbTOOEKCTPMHA WM 5S0Mpa LeJUIJIO3E  (HalpuMep,
Me TUJILeJIJII0JIO 3B, DTUJILLETIIIIOIIO ZEL, KapBOOKCHUME TUJILLEJIIIIOJIO 31,
TUIOPOKCUS TUJILLEJIIJIIOJIO BEL, TUIOPOKCUS TUIIME TUJIILEJIJII0JIO 3B,
TUIOPOKCUIIPOIINIILLEJIIIIOINO 3L 17 TUOPOKCUIIPONIUIIME TUJILEJIJIIOJIOBEL) ;
bapMalleBTUUECKHU IpreMJIeMEI HallOJIHUTEeJIb npencraBJjifgeT coBou
LeJIJIIJIO3Y (HanpuMmep, MUKPOHM3OBaHHYIO LeJIJIIJIO3Y VI
MUKPOKPUCTAJJIMUECKYD LeJJIoJIo3y, TaKkyl, kak Celphere CP-305 wim
Avicel); bdapmMalleBTHMUECKM MNpPpMeMIIEMHM HaOOJHUTEJb IpedcTaBjigeT
coboM caxap WIM CaxapHHM CIOMPT (HaopuMep, MaHHUTOJ, WM30MallbT,
CoOpBUTOJI, NOEeKCTPpOo3y, KCUINUT, CYKPO3Y M JakKTO3y); HaIlOJHUTEJb
COINEepPXUT YacTHLHE, HUMeklmue cpelHud muaMeTp oT 50 MxM mo 1000
MKM; CMa3sbBBapllee BeMeCTBO WM TJIMOAHT BHOMPAKT MW3: TajlbKa,
JeVllMHa, CTeapaTa MaTHUA, CTE€apMHOBOWM KMCJIOTH ¥ TMOJUBMHUIOBOTO
cIoMpTa; M CMas3eHBakllee BEMEeCTBO WM IJIMOAHT  BHOMpalT U3:
CTeapaTa KajblMdg, MMHEPAJLbHOTO Macdja, pPacTUTEeJLHOT'O Macia,
DOMUBTUIIEHTUIMKOJA (I8, HamnpuMep, II31', KOTOPHM SABJIAeTCH XUOKUM
WM TBepOEIM IIpM KOMHATHOM TeMllepaType), OeH30aTa HaTpuUsa U
HaTpuAa JaypuicyJbsodaTa.

B HEKOTOPHIX ciy4yadax, pacTBoOp JIMHAKJIIOTULE, KOTOPHM

IIPMMEHAIT B criocobe TIIOJIYUEeHMS KOMIIOBUILINN, rmMeeT pH HIVIXe 7
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(HanpuMep, pH or 1 mo 3 wmwm pH orT npubimusuresbHO 1,5 1O
OpubaImM3nTeJIbHO 2, 5). B3HaueHue pH MOXeT OHTE OTPETyJIMPOBAHO,
HanpuMep, ©GocOopHOM KUCJOTOM. B HEeKOTOPHX CJydasax, pacTBOP
OybepupyioT. MoryT OHTE MCIOJB30BAHH pPas3JIMUHEE OQapMalleBTHUUECKU
npuemMieMee Oydepn (Hanpumep, ¢ocdaTHEl Oydep) .

B HEeKOTOPEIX ciy4yasax, pacTseop JIMHaKJIOTUIAa, KOTOPHI
MCIIOJIE3YIT B cCHocofe IMNOJYUYEeHMS KOMIIO3ZULMM, COOEPXUT KaK KaTUOH
(HammpuMep, CaClz), Tak U CTEepPUUECKM BaTPYOHEHHHM NepBUUHLM aMUH
(HanlpuMep, JeWluH) .

B HeKOTOpHX CJydasdax pacTBOp JMHAKJIOTMIOa comepxuT CaCl: u
JIeMLNUH ; CB A3HBaKINM BelleCTBOM ABJISAETCH MeTUJIILEJIJIIIO3a ;
HaIlOJIHUTEJIEM [ABJIAeTCS MUKPOKPUCTAJIIMUeCcKad LeJlJiojio3a; IDJIMOaHT
WM CMa3HBaKlee BEMEeCTBO COOEPXUT TallbK MM JIeWMUMVH.

Taxkxe IOpelJloXeHa O¢apMaleBTHMUeCKasa KOMIIO3MLUMS, IIOJIyYeHHAad
JIOOBEIM M3 CIIOCOOO0B, OIMCAHHHIX B IaHHOM 3asBKe.

B IOpyroM acIlekTe, oOlKcaHa OoapMaleBTHUUYeCKasa KOMIIO3MLUUA,
comepxamas GapMalleBTUUECKM I[IPUEMJIEMEIMI HOCUTEJb, JMHAKJIOTUI U
OOVH WM 00Jiee areHTOB, BHOpPaHHHX M3 (1) KaTMOHa, BHOPAHHOTO U3
Mg2*, Ca2f, Zn?", Mn?', K', Na® wum Al3*, wm (ii) cTepuuecku
3aTPYOHEHHOTO IePBUYHOTO aMMHa . B HEeKOTOPHX BapMaHTax
ocymecTBJIeHUA, OGapMalleBTMUeCKasa KOMIIOBMUMA CONEPXUT KakK MUHUMYM
OOMH KaTMOH ¥ KaK MMHMMYM OIOMH CTEepMUecCKM BaTpyIOHEeHHHM

HepBMT{HBIIZ aMIMH.

Takxe OV CAaHE CIIOCOBEH NIpVIMEeHeHM S bapMalleBTHUUECKUX
KOMIIO 3ULINM OoJIs JleUueHuns PAa3JIMUHEIX KeJIY DOUHO— KU UHBIX
pPacCcTpoMCTE.

KPATKOE OIIMCAHUE OUIYPH
Ha ourype OeMOHCTpUpYyeTCd IIPpHMMep aHallM3a JMHaKJIOTHIAa IIPpU
nmoMmomy B3SXX, 1mme Y“OxkMcIeHMe” OTHOCHUTCA K TPOOYKTY OKMUCIIEeHUSA
JIMHaKJIOTHUIOE, “popMalbIOernI-MMMH”  OTHOCUTCHA K  QopMallbOeTrmi—
VMMHHOMY  HOPOOYKTY  JIMHAKJIOTUIA, a “T'unpoamsz” OTHOCUTCHA K
IPOOYKTY I'MIPOJIM3a JIMHAKJIOTHIA.
DaHHada o¢ourypa OpencTaBljieHa IJA IIpMMepa M He IIpelHa3HadeHa
0JI2 OTl'paHMUeHMdA oObeMa LaHHOT'O M300peTeHMud.
[IOOPOEHOE COIIMCAHWE MN30BPETEHNUA

HepopaHbeIe KOMIIO 31, coepxamme JIMHaKJIOTMMO , MOT'YT



20

IPUMEHSATECHA OJIA JleueHusAa Pa3JIMUHEIX KeJIY DOUHO— KU EeUHBIX
PacCcTpONCTB. B  pasaMuHBEIX BapMaHTax OCyIleCTRBRJIeHUd, nauveHT
CTpalaeT OT XeJYIOUHO-KMIEeuHOTO PacCTpOMCTBAa; IMalMeHT cTpalaeT
oT pPaccTpoMCTRBa, BEIOPaHHOT'O ns3 TPYIIIEL, cocTodmen nus:
paccTpoMcTBa MOTOPMKM IIUIEBaAPUTEJILHOTO  TpakTa, XPOHUUECKOM
KUIEeUHOM I[ICeBOO-00CTPYKUMM, IICEeBHO-0OCTPYKIMM TOJICTOM KUIIKU,
BoJIe3HU KpoHa, OyoIoeHOTacTpaJIbHOTO pedJiokca, OUCIIEIICUN,
OYHKIUMOHAJILHOM IOUCIEINICUM, HeSA3BEeHHOM IUCIHelcUuM, (YHKUMOHAJBLHOTO
KeJIYDOUHO—KUIIEeUHOT O paccTponcTBa, OYHKUMOHAJILHOM MU3XKOTHU,
racTpon3odarealbHOM pediokcHOM OoJjie3Hu (I'SPE), TacTponapesa,
CUHIpOMa Ppa3IpaXeHHOTO KUIeUHUKa, I[IOCT-OlIepalMOHHOW KMUIIeUuHOM
HEeNIpoOXOoIUMOCTH, A3BEHHOTO  KOJNUTAa, XPOHMUECKOW  KOHCTHIIALUWU,
KoHCTHIIauMM, ©O0JM, CBA3aHHOM C KOHCTUIAllMeM, U PacCTPOWMCTB u
COCTOSAHUM, CBA3aHHEX C KOHCTUNALUMEM (HalpuMep, KOHCTUIalluewn,
CBA3aHHOM c npUMeHeHVeM OTIVa THEIX OOJIey TOJI AU X CpelcCTs,
IOCJIeoepalMOHHOY KOHCTMIIaALUMel, W KOHCTHUIIalMelM, CBA3aHHOM C
HeMpolaTUUYeCKMM pPaccTpoMcTBaMM, a TakKxXe IPpYyTMX COCTOSHUM U
PacCTpPOMCTE, OINMCAHHEIX B MOaHHOM 3adBKe); I[DallMeHT cTpalaeT oT
pPacCcTpOoMCTBa MOTOPMKM IIMIEBAPUTEJILHOTO  TpakTa, XPOHNUECKOM
KUIIEUHOM IICeBOO—-OOCTPYKIMM, IICEBOO-OOCTPYKLUMM TOJICTOM KMIIKM,
BoJIe3HU KpoHa, OYyOIoeHOTacTpaJlbHOT'O pediwokca, OUCIIeIICUN,
bYHKUMOHAJBEHOM OMCIEeNCUM, HesS3BeHHOM IOUCIHEeNCHuM, OQYHKIMOHAJLHOTO
KeJIYOIOUHO—KUIEeUHOTO paccTponcTBa, OYHKLMOHAJILHOM MU3XKOTU,
racTpon3odparealbHOM pediokcHOM OoJsie3Hu (I'SPE), TacTponapesa,
BOCHAJIUTEJIEHOTO 3aboJieBaHuUsa KUIIeUHMKa, CHMHIOpoOMa pa3dpaXeHHOTO
KUIIEeUHUKA (HanpuMep, CHUHIPOM pasopaXxeHHOTO KUIIEUHUKA C
npeobijamaHveM nuapen (O-CPK), CHMHIPOM pa3dpaXeHHOT'O KMIIeUHVKa C
npeoBiamaHueM KoHCcTHNaUuM (k—-CPK) WM OepeMeXakmUics CUHIPOM
pa3opaxeHHOTO kumeuHukKa (nI-CPK)), HODOCT-oHepalMOHHOM KMUIIeUuHOM
HEeNIpOXOOUMOCTH, A3BEHHOTO KOJUTAa, XPOHMUECKOW  KOHCTHIIALUWU,
KoHCTHUIIauuM, ©O0JM, CBA3aHHOM C KOHCTUIAllMeM, M PacCTPOWMCTB u
COCTOAHUM, CBA3aHHEX C KOHCTUNALMEMN, (HadpuMep KOHCTUIalluewn,
CBA3aHHOM c npUMeHeHVeM OTIVa THEIX OOJIeYy TOJI AU X CpeIncTs,
IOCJIeoIepalMOHHOY  KOHCTMIIALUM, M  KOHCTHUIIALUMA, CBA3aHHOM C
HeponaTUUYeCKMM pPacCTPpOMCTBaMM, a TakKXkXe IPYIMMM COCTOSHUAMU U

paCCTpOﬁCTBaW, OIIMCaHHEIMM B OaHHOM 3afdBKe) ; IIallMMeHTy OBLJIO
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IpOOIMarHOCTUPOBAHO GYHKIMOHAaJILHOE KeJIYyJOUHO—KUIIEeUHOEe
PacCTPOMCTBO B COOTBETCTBUM C PUMCKUMM KPpUTepUAMM (HaIpUMep,
PUMCKUMU KpuUTepuaMu 11), HDauMeHTy OBJI [NPOOMAaTHOCTMPORBAH CHHIOPOM
pa3sOpaXeHHOTO KUIleuHUKa (HanopuMep, CPK ¢ npeobGiamaHueM Ouapew,
CPK ¢ mnpeofiamaHMeM KOHCTMUIIAUMM, WM IHepeMexalmurica CPK), B
COOTBETCTBUU c PUMCKMMM KPpUTEPUAMA (HanpuMep, PUMCKMMM
Kpurepuamvmu 11).

Iramnasz30H IOBUPOBOK JIMHAKJIOTHIA @OJS BS3POCJHX Jiogel B ofmeMm
cocTaBJgeT  OT 25 MK @O 6 MI' B IeHb [IepopaljibHO. B
OOIOJIHMTEJILHOM  BapuaHTe OCYIEeCTBJIEHUSA, oMarnas3oH OO3UPOBOK
cocTaBJdgeT OT 25 MKI OO 2 MI' B JIeHBb IepopalJlbHO. B HEKOTOPHX
BapMaHTax OCYMeCTBJIeHMI, IMalas0H OO3MPOBOK IJIS B3POCJEHX Jiooewn
cocrasjygeT oT 50 MKI nmo 1 MI' B IOeHb IIepopallbHO (Hamnpumep, 50
MKT', 67,5 mxr, 100 mMmxr, 133 mMmxr, 150 mxr, 200 Mrr, 250 MKD, 266
Mk, 300 mMxr, 350 Mmxr, 400 mxr, 450 Mxr, 500 mMxr, 550 mMxr, 600
MK, 650 Mxr, 700 Mxr, 750 mMxr, 800 mMxr, 850 mMxr, 900 mMxr, 950
MK w1 w™Mr). B OOINOJHUTEJBHEX BapMaHTax OCYIEeCTBJIeHUS,
orarasoH OO3UMPOBOK cocTaBjugeT oT 100 Mxr nmo 600 MK B IOEHBb
[epopaljibHO. B IOpyI'Mx BapMaHTax OCYUEeCTBJIEHMSA, IO03a COCTaBJIAET
50 mxr, 67,5 mxr, 100 Mmxr, 133 mxr, 150 mxr, 200 MKID, 266 MKIT,
300 wmxr, 400 wmxr, 500 wMmxr wmaum 600 MKI JMHaKJIOTHMIA B IOeHb
[IepopalibHoO . B onHOM BapuaHTe OCYIIeCTBJIEHNUA, nIpencTraBJieHa
KOMIIOB3ULMSA  JIMHAKJIOTHMIAa B OVCKPEeTHOM enuHuIlE, CTaHIapPTHOM
JleKkapCcTBeHHOV  dpopMe, (HanpuMep, TabjieTKe, KarncyJe, came)
KoTopasa sApjsgeTcd 20PeKTUBHOV IIpM TaKoM IO3UPOBKe WMJIM B TaKoMu
MHOXeCTBEeHHOM’ OO3UPOBKeE. B ompeleJIe HHEIX BapMaHTax
OCYIECTRBJIEHVA, CTaHIOapTHad JeKapCcTBeHHas QopMa M eXeIHeBHasd
nos3a SKBVBAJIEHTHH . B PasJINYHEX BapMaHTax OCYIEeCTBJIEHNH,
CTaHIOAPTHY JeKapCTBeHHY (opMy BBOIAT C eOo B Jwobdoe BpeMd
nHsa, ©es ensl B JobOoe BpeMd IOHSA, C eOOoM [ocJe HOUHOTO TIOJIoIaHuIg
(HanmprMep, C 3aBTpakoM). B pasJMUHEIX BapMaHTax OCYIMEeCTBJIEHUS,
CTaHIDaApTHYKL JeKapCTBEeHHYKK QOpMy BBOIAT pPa3 B IeHb, IBa pa3a B
IOEH:E WJIM TPpM pa3a B IeHb. CTaHOapTHad JIeKapCTBeHHas (opMa MOXET
HeoOd3aTeJIbHO CcolepXaThk IpyIue nobGaBKKM. B HeKOTOPHX BapMaHTax
OCVYIIECTBJIEHNA, OHOHAa, IOBEe WM TPU CTAHOAPTHEX JIeKapCTBEHHHX (QOpM

OyoyT comepXaThb OHEBHYID IIepopalibHYK OO3Y JIMHAKIIOTHIA. 3a TOoUuHOe
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KOJIMYeCTBO COeIVMHEeHNMA, KOTOpOe BBOIOAT IIallMEHTY, OyoeT HeCTHu

OTBETCTBEHHOCTDb COHpOBOXﬂaDMMﬁ Bpaud. OnmHako, IIprmMeHAeMad ITO03a

OynmeT 3aBUCETHb oT prAaoa baKTOpPOE, BRJIIOUA A BO3pacCT " I10JI
INalileHTa, TOUWHOE paCCTpOﬁCTBO, oT KOTOpOTIO JjeuarT, n eTro
TAXeCTb .

B oODHOM BapMaHTe OCYWeCTBJIEHUA, IIPemOJIOXKeH CIOoCO0 JieueHusd
CUHIpOMa pas3dpaXeHHOT'O KMIeUHMKa C KOHCTHUIIaLMemn (CPK-Kk) N
B3POCJIOTO naumMeHTa, KOTOPHIM HYXIaeTCs B TakoM JI€UeHUMU,
BRJIOUAKIMIM BBeleHMe IIallMeHTY pPa3 B IeHb 20peKTMBHOTO KOJIMUeCTBA
bapMalleBTUMUECKOM KOMIIOBMLMM, OIMCAHHOM B HaHHOM 3asaBke. B
PasJIMUHEIX BapMaHTaxX OCYMeCTBJIeHUSA, O(apMalleBTMUeCcKasd KOMIIO3UIINA
comepxuT 133 MKI MIM 266 MKI JMHAKJIOTMI Ha CTaHOapTHYKR 03y B
IEHE . B npyrmux BapMaHTax OCYIIECTBJIEHUSA, bapMalleBTUUECKYIO
KOMIIOBULIMIK BBOOAT B TEUEeHMe IIepuola, COCTAaBJAKIETO KakK M/HVMYM
OOVH IeHL, IOBa IOHA, TPpM IOHHA, UYeTHpe IHA, OATh IHeM, mecTb OHeHM,
OOHY HeIeJo, IBEe HeOeJM, TPpM HeIeJlM, YeTHpe Helelrn uiam Oojee. B
HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUH, JieueHue KOMIIO 3ULIEN
JMHAKJIOTHUOA VyJyudllaeT Kak MMHMMYM OOMH CHUMIITOM, BHOPAaHHHM U3
obJjleTueHHOM ad®moMMHAaJIbHOM O0JIM, VYBeJIMUEeHMS KOoJMUecTBa IIOJIHBIX
CaMOIIPOM3BOJIE HEIX OIIOPOXHEeHUN KHUIIeuHMKa (CIIOK) B HeneJwo,
YBEJIMUEeHUSS KOJIMUEeCTBa CaMOIIPOMBBOJILHEX OIOPOXHEHUM KUIIeUHUKA
(CIIOK) B HemeJio, VYJIYUYIEHHOM KOHCUCTEeHUMM CTYJjla, YMeHBIIeHHHX
HaATYXUBAHUM, YMEHBIEeHHOTO abIoMMHAJIBHOT O ouckombpopTa,
YMEHBLIIEHHOTO MeTeopHu3Ma MJIM YMEeHLBIIeHHOM TsaxecTu cumnToMa CPK-k.

B omHOM BapMaHTe OCYMeCTBJIEHUSA, IIPenOJIoXeH CIoco0 JieueHusd
XPOHMUECKOTO 3alopa Yy B3POCJOoTO IIallMeHTa, KOTOPHEM HYXIaeTCsa B
TaKOM JIedeHUH, BKJIOUAKIMY  BBeIeHMe IallMeHTy pas3 B  IOeHb
50PeKTUBHOTO KOJIMUeCTBa OQapMalleBTUUEeCKOM KOMIIO3UIINM, OIMCAHHOMN
B OaHHOM 3adBKe. B PasInUYHEX BapMaHTax OCYIEeCTBJIEHNH,
bapMalleBTUUECKAad KOMIIO3MUMA COOEepXUT 133 MKD WM 266 MKD
JMHaKJIIOTHIAa Ha CTaHIapTHY® I03y B HOeHb. B IpyI'MX BapMaHTax
OCYIMECTRBJIEHNA, OQapMalleBTUUYECKYK KOMIIO3UMIMIK BBOIAT B TeUeHUE
eproma, COCTAaBJIAKIETO Kak MWHMMYM OOWMH IeHb, IBa OHS, TpPWM IOHA,
yeTHpe IOHSA, NATb OHEeW, mMecThk IHeM, OOHY HeIeJllo, IOBe HeOeJlu, Tpu
Henenu, yeTHpe Hemeau wiam  OoJlee. B HEeKOTOpPHX BapuaHTax

oCymeCTBIIEHUA, JIeUeHNe KOMIIOBULIMEN JIMHAKJIOTUIA yJilydiaeT KakK
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MUHYMMYM OINOMH CUMMIITOM, BEOPAHHEM U3 YBeJMUEeHMA KOJIMUEeCTBa II0JIHHX
CaMOIIPOM3BOJIE HEIX OIIOPOXHEeHUN KUIIeUHMKa (CIIOK) B HeneJwo,
YBeJIMUEeHM S KOJIMUEeCTBa CaMOIIPOM3BOJIBHEX OIOPOXHEHMM KUIMEeUHMKA
(CIIOK) B HemeJo, VYJYUINEeHHOM KOHCUCTEeHLUM CTyJa, YMeHbLIIeHHBIX
HaTyXMUBaHUM, YMEHBIIEHHOT'O abooMMHAJILHOTO ouckombpopTa,
YMEHBIIEHHOTO MeTeopHu3Ma WM YMEHBIIeHHOW TIXeCTM KOHCTUIIALUN.

KoHncucreHumusa ctTyJjila kaxgoro OK MoxeT OBTH NPOKOHTPOJMpOBaHa
opu rnomomy 7-0aJibHOM BpMcCTOJILCKOM mKaJsl dopMm cTyia (BIOC) (1 =
TBepIOHe KOMKM, 2 = KOMKOBaTHE KoJbackKu, 3 = koJxbacku cC
PedpUCTOM IMMOBEPXHOCTLI, 4 = IJadkMue koJjibacku, 5 = MATKMEe KOMKWU,
6 = kamuueoBpa3HHM, 7 = BOIOAHUCTHM). HaTyXMBaHMS MOTYT OHTbL
IIPOKOHTPOJIMPOBAHE npu [IOMOIIN 7-0aJlIbHOM MK aJIBl JIETKOCTHU
NpoXOoXOmeHnr (1 = pydyHoe BHCBOOOXIeHMEe/HeOoOXOOUMOCTEL KJIUM3ME, 2 =
CUJIbHEE HaTyXUBaHUA, 3 = YMEPEHHHE HaTyXVMBaHUSL, 4 =
He3HaAUMTeJIbHEE HaTyXuMBaHMA, 5 = OTCYyTCTBMEe, 6 = HEOTJIOXHHE
IIO3EIBE, / = HenepxaHue). CIIOK wMoxeT OHTB WM3MEPEH IIPU [IOMOIMU
OMYIMeHUS IIOJIHOTO OIOPOXHeHMs nocjie COK (ma/HeT) . AOOOMMHAJELHEBIM
OMCKOMOOPT, METEOPM3IM MWMIM TSIKeCTh KOHCTHUIAUMM MOT'YyT  OHTB
M3MEepeHHE IIPpM IIOMOMM, HalpuMmep, 5S5-0aJlJIbHOV MNOPAOKOBOM mMKaJH (1 =
OTCYTCTBYeT, 2 = He3HauUMTeJIbHHe, 3 = yMepeHHbBe, 4 = Taxejee, 5
= OUeHb TaXeJIbe) .

KatTvMoH B COOTBETCTBUM C JaHHEM MSO@peTeHMeMZ MOXeT OHTb

IIpencTaBJIeH Kak @apMaHeBTquCKM InprneMiieMad CoOJibL, T.e., KaTMOH C
COOTBeTCTBYIIMM IIPOTHMBOVMOHOM. HpMMepH @apMaHeBTquCKM
IIprmeMIJIEMEIX coneﬁ, KOTOPEE MOTWYT OBITH IIPVMIMEHEHEL B IJaHHOM

n30bpeTeHrMr, BRJOUaT, 0e3 oIpaHMUeHMM, alleTaT MaTHUSg, XJIOPpUD
MarHug, ¢ochaT MarHMA, CyabdaT MaTHMA, alleTaT KaJblMia, XJIOPUI
Kaneuurdga, oGochaT kKaJIblMAa, CyabdaT KaJblMg, alleTaT LIMHKa, XJIOPUL
IMHKa, dochaT LMHKaE, CyasdaT LUIMHKE, alleTaT MapraHlla, XJIopun
MapTraHua, oGocodaT wMapra”Hua, cCcylabdpaT MapradHila, alleTaT Kajusd,
XJiopun kKaausa, odochaT kKaamdg, CcyasdaT Kaamsg, alleTaT HaTpus§,
XJIOPULI HaTpusa, o¢ocdaT HaTpua, CcyabdaT HaTpMg, alleTaT allloMMHUA,
XJIOPUL  aJIIOMUHWUA, dochaT aJMOMMHMA WIM @ CyJbdaT aJIioMMHMSA. B
HEKOTOPHEX BapMaHTax OCYWeCTBJIeHNA, O(apMalleBTUUECKM IIpUeMIIEMEE
COJIM BKJIOUAKT XJIOPUI KaJblusa, KapbOoHaT KaJjblMa, alleTaT KaJblui,

XJioprnao Mal'HurMAd, aneTaT Mal'HMA, aleTaT IOMHKa WM XJIOpKO LIOVMHKaAa. B
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OOIIOJIHMTeJIbHEIX BapMMaHTax OoCymeCTBJIEHWA, @apMaHeBTquCKM
InprmemMiieMad COJIB, KOTOpad MOXeT OHITL MCIOJIB30BaHa, IIpeacTaBJjideT

cobour XJIoprao KaJlIplMA, XJIOPpMO Mal'HMA M aleTaT LOVMHKa.

Kak MCIIOJIb 3YIOT B OaHHOM 3aaBKe, TepPMUH “Wecrazyolee
BelleCTBO”  OTHOCHTCHA K JioOoMy  dapMalleBTUUYeCKM  IIpMeMIIeMOMY
CBA3YKIEMY  BelleCTBY, KOTOpOe MOXeT OLHITE IIPMMEHEHO opu
peaymzauum un300peTeHUs. IIpyuMepH  QapMalleBTUUECKM  [IPUEeMIIEMEBIX

CBASYKIMX BelleCTB BKJKOUaAKLT, 06e3 OPpaHquHMﬁ, KpaxXxMalJl (HaanMep,
KyKypy3HHﬁ KpaxXxMalJl, KapTo@eﬂbHHﬁ KpaxXxMalJl n IIpeIBapmUTeJIEHO

XKeJIaTUHU3UMPOBAHHEM KpaxMaJl (Hanopumep, STARCH 1500® wu STARCH

1500 LM®, nponaeT Colorcon, Ltd.) u opyrue KpaxMalJlH) ,
MaJbLTOOEeKCTPHUH, XKeJJaTHUH, IPUPOIHHEe UM CHHTeTUMUYecKHMe KaMmelu,
Takue, kKak TIDyMMMapaduk, I[IOPOMKOOOPA3HEM TpalakKaHT, I'yapoBYID

KaMelb, LeJUJIJIO3Y WM €€ IIPpOM3BOIHEIE (HaHpMMep, MeTWMJIINEeJIJIIJIO3Y ,

TUIPOKCUS TUIIEJIJIIIOSY , TUIPOKCUD TUJIIME TIJILEJIIIIOIIO3Y ,
TUOPOKCUIIPOIMUIILLEJIJIIIO Y u TUIPOKCUIPOIUIIME TUJILIEJIIII0IIO 3Y
(IrUIpoMeJSIIosy) , STUIILEJIIIIO3Y , alleTaTLeJJInIo sy, KaJIb Ui
KapOOoKCUME TUJILIEJIIII0IIO3Y , HaTpun KapOOoKCUMe TUJILIEJIIII0IIO3Y ,
KapOOoKCUMe TUJILIEJIIII0IIO3Y , MUKPOKPUCTAJIJINYECKYIO LEeJIJIJIOBY

(HanpuMep AVICEL™, Hanpumep, AVICEL-PH-101™, -103™ wm -105™,
npomaer FMC Corporation, Marcus Hook, PA, USA)), IIOJUBUHUIIOBHM
CIMPT, IOJUBUHUIINIMPPOJUIOH (HaIpUMep, NIOJUBMHWINMPPOJMOoH K30),
U MX CMECHU.

Kak MCIOJB30BaAaHO B HOaHHOM 3asaBKe, TepMyH “HalOJHUTEJL”
OTHOCUTCSA K JOOOMy OGapMaleBTHUUYeCKM I[IPMEMIIEMOMY HAIIOJIHUTEJID,
KOTOPEM MOXeT OBTb MCIOJL30BaH IMIpM peaju3aluu M300peTeHUs.
IpuMeps bapMalleBTUUECKU TIPUEeMJIEMEIX HAalOJHUTEeJeV BKJUaonT, 06e3

OPpaHquHMﬂ, TaJlbK, KaPGOHaT KRaJIbLIMA (Hanpmmep, T'PaHyJIEl WJIN

[IOPOMIOK) , IOBYXOCHOBHOM ¢QochaT KaJblLUsd, TpexXOCHOBHOM docdar
Kajnplumsa, CcyasdaT KaJblusa (HaopyMmep, TPaHyJE WJIM  OOPOIOK) ,
MUKPOKPUCTAJIIMUECKYD LeJIJInJIo3y  (Hanpumep, Avicel PHI101 wmam
Celphere CP-305), nopomkoofOpasHy®w LeJJIJIO3Yy, IeKCTPaHH, KaoJIMH,
MaHHUTOJI, KPEeMHUMeBRYK KUCJIOTY, COpOuTOJ, KpaxMaJ (HaIopuMmep,
STARCH 1500), nIpenBapUTesIbHO XeJlaTUHU3UPOBaHHEM KpaxmMaJl,
JakTo3y, IUIOKO3y, OpykKTO3y, TIajlakTo3y, Tperajiol3y, CyKpo3y,

MaJIbTO3y, M30MaJibT, paddmMHO3Y, MaAJILETUTOJ, MeJIe3UTO3y, CTaxmuosy,
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JaKTUTOJ, MNaJIaTUHUT, KCUJIMTOJ, MMOMHO3UTOJ M MX CMECHU.

[IpuMepsl GapMalleBTUUECKM IIPpMEeMIIEMEIX HalloOJIHUTeJIeM, KOTOophe
MOTYT OBETE OCOO0O IIOJIE3HBEIMU IJIA IIOKPHTUA JIMHAKJIOTMIOOM, BKJIOUAKT,
tes OTpPaHVYeHul, TaJlbK, MUKPOKPUCTaJIJIMUECKYIO LEeJJIIJIO3Y
(HanpuMep, Avicel PH101 wmam Celphere CP-305), mnopomkooBpas3Hylo
LeJUIInJIos3Y, HOeKCTpaHH, KaoJMH, MaHHUTOJI, KPeMHUEeBYK KUCJIOTY,
copBuUTOoJI, KpaxMmalJl, IOIpelBapUTeJIbHO XeJIaTUHMIVMPOBAHHEI KpaxXmall,
JakTo3y, IJIKO3Y, OpyKTo3y, TajlakTo3y, Tperajo3y, CYKpo3y,
MaJLTO3Y, M30MaJlbT, »OBYXOCHOBHOM ¢dochaT kaJbumga, paddmuHo3y,
MaJIbTUTOJI, MeJIe3UTO3y, CTaxMo3y, JaKTUTOJ, NaJlaTUHUT, KCUIUTOJI,
MaHHMTOJI, MMOMHOBUTOJ M MX CMECHU.

Kak mMCHoJb30BaHO B HOaHHOW  3asaBKe, TepMuH  “noGabku”
OTHOCUTCH K Jo6omn bapMalleBTUUYECKHA IpueMIeMom nobaBke.
PapMalleBTUUECKM IIpHeMJieMble »HoOaBKM BRJoUawnT, 0e3 oI'paHUUueHUlM,
arTeHTH pacliaja, JIUCIHepIrupymre »noOaBKM, CMa3BHBaKMMe BEIECTBa,
TJIMOAaHTH, AHTUMOKCUIAHTEH, MOKpPHEBaKIMe HTOOaBKMU, PasXKUTEJIN,
[IOBEPXHOCTHO-aKTMBHHE BEIECTBAa, apoMaTU3UPYIRIE no6aBKMU,
YBJIQXHUTEJIN, no6aBKMU, CIIOCOOCTRYyKIIME IO TJIOIEHMIO, noBaBKU
KOHTPOJIMPYEMOT'O BHCBOOOXIEHMSI, AaHTUCIIeKaTeJM, [IPOTUBOMUKPOOHEE
aTeHTH (HanpuMep, KOHCEPBAaHTH) , [IUTMEHTEH, OEeCUKAaHTHL,
ILJIaCTUOUKATOPE U KPaCUTEJIN.

Kak MCIIOJIE30BAaHO B OaHHOM 3agdBKe, “HamoJIHUTeJIb "
opencraBJjgeT cobom Jmobyio dapMaleBTHUECKM IIpUeMeMylnd IoBaBKY,
HaOJIHUTEJIb, CBsA3yKlee BemeCTBO MJIM al'eHT.

Kak MCIOJIB30BaHO B IAaHHOM 3agBKe, “OUMIEHHHEM JMHAaKJIOTUD”
nIpencTaBJIAEeT cobom JIMHaKJIO TUI VI ero bapMalleBTUUECKHU
IpueMIIeMyld COJIb, KOTOPHM HuMeeT He MeHee 90 TIMIPOLEHTOB UYUMCTOTEH
I He MeHee 95 T[poOLEeHTOB UMCTOTE. B HEKOTOPEX BapMaHTax
OCYMeCTBJIEHUS, JMHAKJIOTUIL, KOTOPHM MCIOJIL3YIT B clroocodbax u
KOMITO3ULIUAX , ONMCAHHHX B @»OaHHOM 3asaBKe, ouumamnT. YMcToTa
JIMHaKJIIOTUIa MOXET OBITH U3MepeHa, HalpVMep, npu TOMOIIU
XpoMaToTpaduuecKom UMCTOTH JIMHaKJIIOTHUIA c VICIIOJIE 30BAHUEM
npoTuBOd®a3HOM BOXX, Kak OIIMCAaHO B I[Ipumepe 21. AHaJunz
JMHAKJIOTHIAa [Macc./Macc.] MoxeT OHTh ONpenesieH, HalpuMep, IyTeM
MCIIOJIL30BaHMA NpOoTHUBOdasHOM BOXX C KOJIMUECTBEHHBEIM OIpelelJIeHUeM

IIOCPeNCTBOM BHelHeM KaJMOPOBKM IIPpM I[IOMOMM CTaHIapTHOTO ofpasla,
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Kak onmcaHo B llpumepe 21.

B omHOM acHnekxkTe, OpapMaleBTHMUeCKad KOMIIO3MUMA MOXeT OBTH
[IOJIydeHa IIYTeM PacIllbJIeHUa pacTBopa, CcolepXallel'o JIMHAKJIIOTUIL WJIU
ero bapmMalleBTUUECKHU npreMIeMy COJib, Ha bapMalleBTUUECKU
IpUeMJIEME  HAIIOJIHUTEJIL C  IIOJYUYEeHMEeM IIOKPHTOTO JIMHAKJIOTUIOM
HaloJIHUTeJIS. B OOHOM BapMaHTe OCYIEeCTBJIEHMSI, CIOCOO BKJIKUaET:
(a) M3TOTOBJIEHNE pacTBOpPa, HapuMep, BOIHOTO pacTBOpa
(“IIOKPOBHEM pacTBoOp”), coIepxamero: (i) JMHaAKJIOTMO WJIM eTo
bapMalleBTHUECKNM IpMeMJIeMyl CoOJib; (11) kaTuoH, BHOpPaHHHEM U3 Mg?t,
Ca?*, 7Zn?*, Mn?2*, Kf, Na®* wmim Al MWIKM CTEepPUUECKM BaTPyIOHEHHHM
[IePBUUHLEIM  aMUH (HanpuMep, JIeMUuH) ", HeoOsa3aTeJIbHO, (1ii)
bapMalleBTUUECKHM IIPHMEMIIEMOEe CBA3YKIee BemMecTBO; U (06) HaHeCeHUe
IIOKPOBHOTO pacTBopa Ha OdapMalleBTHMUECKM IIpMeMIIeMbl HAaIlOJIHUTEeJIL C
IOJIyUeHMEeM IIOKPHTOTO IIOJUIISITUMIOOM HAaloJHUTEeNa (HalopuMep, IIyTeM
PacHbBUIeHMsa, CYIKM MM IDOKPHTUA dapMaleBTUUECKM IpUeMIIEeMOT O
HaIlOJIHUTEJIA TIOKPOBHBM pPacTBOpoOM) . Crnocod MOXeT IO HeOoOXOIMMOCTHU
BKJIOUATL OOHY MM 0OoJlee cCTaoum: (i) cMemMBaHUA IIOKPHETOTO
OJIUIIENITUIOM HAIIOJIHUTEJIA C dapMalleBTUUECKM I[IPpMEMIIEMBEIM IJIMIOAaHTOM,
bapMaleBTHUUECKU npreMJIeMbIM CcMa'30UYHBIM MaTepMrajioM VI
bapMalleBTUUECKM IIpMeMIIeMOy »OOOaBKOM, KOTOopasd IelCcTBYeT U Kak
TJIMOAHT, M KaK CcMasHBawlee BemecTBO; (1i) cMemMBaHMUA IIOKPHETOIO
IOJIUIIENITHUIOM HAIOJHUTEJIS C HaloJHUTeJeM, KOTOPHEM He IIOKPHT
IIOJIMIIEIITUIOM, (1ii) CMellMBaHM g IIOKPETOTO IIOJINIIENITUIOM
HaIOJIHUTEJIS C OIPYTUMM nobaBKaMM; " (iv) HaHeCeHUsA
bapMalleBTUUECKM IIPMeMJIeMOM IIOKpHBaKmel moO0aBKM Ha HAIOJHUTEJL,
KOTOPLIM TIOKPEIT TIOJIUTIEIITUOOM . [ToslyyeHHas B pesyJbTaTe
bapMalleBTHMUEeCKAad KOMIIO3MIIMA MOXeT OHTL IIoOMelleHa B KallCyJIH
(HanpuMmep, KeJIaTUHOBYIO KarcyJy) VI VICIIOJIE30BaHa oJs
bopMHpPOBAHUSA TabJIeTOK.

B OpYyTOM BapuaHTe OCYIEeCTRBJIEHUHA, bapMaleBTUUECKYIO
KOMIIOBUIIMIO IIOJIyYalnT IIPpM IIOMOMM BECYMMBAHMA PAaCIbBJIeHMEM, KOTopoe
IpencTaBJIgeT cobom MeTOI, VICIIOJIb 3Y MBI nJisg MIOJIYUeHU I
MUKPOUYACTHI] (HaIpMUMep, MUKPOKAICYJ MIM MHUKpocdep) JeKapCTBEeHHHX
CPelCTB. BHCYIIeHHEE paclBEJIEHVMEM IeNTUOE B O0OMEeM COXPaHSKnT CBO
BMOJIOTHUUECKYID aKTMBHOCTE IIPM PaCTBOPEHMM M MOTYT MMETb I10JIe3HBe

q_)T/[BT/[L_TeCKMe XapaKTeprMCTMKNM, BRJIOUYAA OIOMHAKOBHIM pPasMep dYacTuml U
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chepuueckyn popmy. IOTIOJIHUTEJIBEHO, MUKPOUYaCTULIH, TIOJIyUeHHEIe
[IyTeM BHCYIMBAHMA PAaCIBUJIEHMEM YacTO HABJIAKRTCS CBOOOOHO TeKyUMMH,
uTo CIIOCODOCTBYET [IPOBEeIeHND [IpoLIeCCOB bapMaleBTUUECKOT'O
IPOU3BOLCTBa, TaKMxX, Kak ©O¢opMUpOBaHMe TabJIeTOK WM HallOJIHEHUE
KallCcyJl. [IpoueccH BEICYIIMBAaHUA PacIEIIeHEM Takxe ABJIAITCH
[IOJIE3HEIMM, IIOCKOJIBKY OHM MOTYT OBTBH JIEI'KO MacllTabMpOBaHH IJIA
KJIMHUYUECKOTO UM KOMMEePUeCKOTIO IIPOM3BOICTBA.

TakuM oB0pasoM, B IOaHHOM 3afgBKe OIMCAaH CIoco® IIOJyUYeHUS
bapMalleBTUUECKOM KOMIIOBUIINWM, CcomOepxamel JMHAKJIOTUIO WJIM eTo
bapMaleBTUUECKM IIpUEeMIIEMYK COJIb, TI'Ie clIoco® BKJIKOUAET: (a)
M3TOTOBJIEHME pPacTBOpa, HaIpuUMep, BOOHOTO WM OPIaHNUYeCKOT'O
pacTBoOpa, comepxamero: (i) JMHAKJIOTUI WM eTo dapMalleBTUUECKU
npreMjIeMyld CoOJiIb; M (il) xatmoH, BHOpaHHHM M3 Mg?t, Ca?t, ZnZ2%,
Mn?*, K%, Na' mam Al3" miIM CTepUUeCKy SBaTPYIOHEHHB IePBUUHBIN aMUH
(HanpuMep, JerumH) u (0) BHCyIIMBaHME pPacIbBUIeHMeM JIMHAKJIOTUIL -
comepxamero pacTBopa C IIOJIYUYEeHMEeM MMKpodYacTull. JIMHaAKJIOTUI -
comepxXalmui pacTBOP MOXeT Heobsg3aTelJIbHO COOepXaTb  IIOJIMMEpP,
HaopyMep, OIOHO WM O0oJlee CBAS3YKINMX BEMeCTB, OIMCAHHHX B OaHHOMU
3asaBKe, Jmnun @ wiam  Qochosmnmnm, WV  HaAllOJIHUTEJb, HalprMep,
MaHHUTOJI. Crnocof® MOXeT HeoB43aTesJIbHO BKJKOUATE OINOHY WM 0oJee
OOTOJIHUTEJILHEX CcTaluy: (1) CcMemMBaHMA MMKPOUYACTMUIL JIMHAKJIOTHIA C
bapMalleBTUUECKU npreMIIeMbM TJIMOaHTOM, bapMalleBTUUECKHU
IpMeMJIEMBEIM CMA30UHEM MaTepMraJioM WM dapMaleBTUUECKM IpUMeMIJIeMOM
nofaBKOM, KOTOpas HOelMCTByeT M Kak IJIMOAHT, M KakK CcMa3hBaiee
BemecTBO; (ii) cMemMBaHMA MMKPOUACTHUIL C HAOJHMTeJeM, Wiu (iii)
CMENMBAHMA MHUKpPpOUaCTHUI, C JOpyI'mMu JobaBkamMu. IloJlydeHHasd B
pesyJbTaTe OQapMalleBTHUYeCKasa KOMIIO3MIMA MOXeT OBTbH IIOMEINEHa B
KaliCyJiel (HalpMMep, XeJJaTMHOBYK KaIllCyJly) WM WMCIOJb30BaHa IJIA
bopMHpPOBAHUSA TabJIeTOK.

B IPYTUX BapuaHTax OCYIEeCTRBJIEHUH, bapMaleBTUUECKYIO
KOMIIOBUIIMIO I[IOJIyYUalnT IOIpM IIOMOIM JIMOOMJIILHOM CymKM, 00paboTku
HAIKPUTUUECKOW XUIKOCTM WM JMOOMIM3aLMM pPacTBoOpa, HalpuMmep,
BOOHOTO WMJIM OPTaHMUeCKOT'O pacTBOpa, coIepxamero: (1) JIMHAKJIOTUI
Ui ero oGdapMalueBTUUECKM IIpUeMIIeMyK  COJIb; u (ii) KaTHOH,
BeIOpaHHBEM U3 Mg2t, Ca?*, Zn2?t, Mn2*, K', Na* wmm Al3* wau

CTEPUUECKM 3aTPyIOHEHHEM [NePBUUYHEM aMMH (HalpuMep, JeWLUH) .
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B HEKOTOPEIX BapMaHTax OCyIleCTRBJIEHNA, npencrTaBJieHa
KOMIIO3MLMA  JIMHAKJIOTKMIA B TBepIOM  QopMe IJA  [IepOopaJibHOTO
BBeIeHHUA. [MpuMepsl  Takux  (opM  BKJIOUAT, Be3 OT'paHUUEeHUl,
TabJleTKy, calle, IWJIKJ0O, KalcyJy WM IOPpOoIOoK. B  HeKOTOPHX
BapMaHTax OCYUEeCTBJIEHUI, KOMIIO3MUIMM  MOTYT IPMMEHATLCA  OJIA
CO3IOaHMAd CTaHOAPTHHEX JIeKapCTBEeHHEX QOpM, Halpumep, TabJeTokK,
KancyJi, calle WiIM OUiioJb. KoMIosuumMy OJd I[IepopalJIbHOT'O BBeleHUd
MOTYT  BKJIOUATH, Hallpumep, CBA3yKIMe BelleCcTBa, CMa 3EBaklme
BelleCcTBa, MHEPTHEE  Pa3XWKUTEIIN, CMasHBaKue, [IOBEPXHOCTHO-
AKTMBHEE WM OUCIHepTUpyKlMre »IOoOaBKM, apoMaTUlMpyKIre IOOABKU U
YBJIaXHUTe M. KoMIosmiuM OJId IIepopaJibHOT'O BBeOeHMd, TakKue Kak
TabJIeTKM, MOTYT HeoO43aTeJIbHO OBTL [IOKPHTH MM MMETL HACEUKU U
MOTYT OBITH COCTAaBJIEHH B KOMIO3MUMID TaKMM o00pa3oM, UYUTOOH
oBecClIeunThb HelpepHBHOE, 3aMeIJIeHHOe n KOHTPOJIMPpyeMoe
BEHICBOOOXIOEHNE JIMHAKIIOTUIA W3 HUMX. JIMHAKJIIOTUL MOXeT OHTL BBEIOEH
COBMECTHO ZR)%1 BKJIIOUEH B KOMIIO 3UILIMIO BMeCTe c OIPYIT'VIMM
JeKapCTBEeHHEIMM CpencTBaMM. B OIHOM BapMaHTe OCYIeCTBJIeHHUAd,
KOMIIO3ULMA JIMHAKJIOTHMIOA MOXeT OBTH BBeOeHa COBMECTHO C IPpYI'MMM
JeKapCTBEeHHEMA cpeIlcTraMu, KOTOPHE NIPUMEHAIT 0Ja  JIeUYeHUd
KEJIYOOUHO—KMIIEUHEX pPacCTpOoMCTB. KoMNO3MLUMA JMHAKJIOTHMIA MOXeT
IPUMMEHATLCSA TakKXe IJIA JedueHMsa IpyI'uMx 3adojleBaHUM, TaKux, Kak
ceprneuyHas HeOoCTaTOUYHOCTDb C 3aCTOVHEMHA ABJIEHU AMUA u
nobporauvecTBeHHad THUIEPTPodMsa HNpeacTaTelJIbHOM XeJle3H.

Kowmriosmuumm MOTY'T comepxaThb, HalpuMmep, pasJIiMyuHLeE
OOIIOJIHUTEJIbHEIE PacTBOPUTENNM, OUCIepI'aTOPhl, IMIOKPHETUA, TOOaABKHU,
CriocofcTByOIME IIOTJICMEHNI, notaBKMU KOHTPOJIUPYEMOT'O
BHICBOOOXIOEHVA, ¥ OOHY WM ©OoJiee MHEePTHHX I00aBOK (BKJIOUAKINX,
HallpuMep, KpaxMaJitl, [IOJIMOJIBL, TpaHyIMpyKlme no0aBKH,
MUKPOKPUCTAJIJINYECKYIO LeJIJIIJIO3Y, PasKMKUTEJIN, CMa 3EBalme
BelleCTBa, CBA3yKIMe BelleCTBa, OOOABKM IOJ4 pachaza, M T.IO.), U
T.0. Ipu XeJaHWM, IJO3UPOBKM TabJIeTOK, OIMCAHHHX B HOaHHOMU
3agBKe, KOMIO3ULIUM MOTYT OBTE [IOKPHTH OIPU IIOMOIM CTaHOapTHHEX
BOOHEIX ¥ HEeBOIHBIX MeTOHOB. KoOMIO3BMIMM MOTYT TakKXe COIepXaTh,
HallpuMep, aHTHMCIIeKaTeJM, KOHCEPBAHTE, I[IOOCJAaCTUTEJIM, IIUIMEHTH,
apoMaTU3aTOPHE, LOECHUKAHTHE, ILJaCTUPUKATOPE, KpaCUTeJ M M T.II.

[lpreMJIeMEle AaTEHTH paclama BKJOYAT, HalpuMep, arap-arap,
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kapboHaT KaJIbLMA, MUKPOKPUCTAJIJINYECKYIO LeJJII0JIOBY , HaTPUM
KPOCKAapMeJJIo3y, KPOCIOBMIOOH, IIOBUIOOH, IIOJaKPWUJIMH KaJui, HaTPUM
KpaxmaJl TJIMKOJIAT, KapTobeJIbHEM KpaxXMmalJl WM KpaxXmaJl TalMoKM,
IpyTme KpaxMaJibl, [OpelBapuTeJIbHO KeJIJATUMHUBUPOBAHHBIM  KpaxXMmall,

TJIMHEL, IOpyTI'Me aJIBIT'VMHE, IpyI'Ve LeJIJIIJIO3E, KaMell M MX CMeCHu.

[TpreMiieMEle CMa3ElBapimmne BelleCTBa BRJIOUAKT, HallprMep,
CTeapaT KRaJlbIMA, CTeapaT Mal'HuA, MIHepaJIEHOe  MaclJlo, JIeT'Koe
MMHepaJIbHOe MacCJIo, IJIMLLePVH, copduToJI, MaHHWTOJI,

IOJIMB TUJIEHTJIMKOJIL, IPpyTMe ITJIMKOJM, CTEeapMHOBYID KMUCJIOTY, HATPUM
JaypuicyJaedaT, TallbK, I'MIPOTEeHUBUPOBAHHOE pPaCTUTEJIBHOE MacJlo
(HanmpuMep, apaxXxmMcoBoe MacJo, XJIOIIKOBOE MacCJiOo, IIOINCOJIHEUHOE
MacJlo, Ce3aMOBOE& MacCJlo, OJIMBKOBOE MacJlo, KYKypy3HOe MacCJlO WU
cCoeBOe MacJlo), CTeapaT LIMHKa, DDTUIOJeaT, »TuUiJlaypaT, arap,
cujonncuinkareses (AEROSIL 200, W.R. Grace Co., Baltimore, MD
USA) , KOaTyJIMPOBaHHLM azpo30Jib CUHTETHUUYECKOTO KpeMHe3eMa
(Evonik Degussa Co., Plano, TX USA), NIMPOTEeHHHM IOMOKCUI KPEMHUI
(CAB-0-SIL, Cabot Co., Boston, MA USA), M MX CMEeCHU.

[IpueMsieMbEle TUIMOAHTH BKJIOUAT, HaOpuMep, JeWlVH, KOJIJIOMIHLI
OMOKCHUI KPeMHUS, TPUCKUIIMKAT Mal'HUA, IIOPOMKOOOpa3HYK LeJUJInJIo3Y,
KpaxMmaJl, TaJlbK M TPpexXOCHOBHOM ¢ocdaT KalbLMs.

[IpuemIIeMEle AHTHUCIIEKATEJIU BKJIOUAKT, HallpuMep, CUJIMKAT
KaJblUMsg, CUIMKAT MaTHUA, IUOKCHUI KPEeMHMS, KOJIJIOMOHBM OUOKCUI
KpeMHMS, TaJlbK UM MX CMeCHu.

[IpueMJIeMble IIPOTUBOMUKPOOHEIE »DOoOaBKM, KOTOPHE MOI'YT OHTH
MCIIOJIL30BAHE, HaIpMMep, B KauecTBe KOHCEePBaHTa MJIS KOMIIO3UIIUMA
JMHAKJIOTMOA, BKJIOUAKLT, HalpuMep, OeH3aJIKOHUM XJIopul, OeH30TOHUM
xJopun, OeH30MHYID KMCJIOTY, OeH3WMJIOBHM CcIOupT, OyTuianapabed,
HeTWINIUPUIOVHUY  XJIOPUI, Kpes30J, XJopbyTaHoJl, »OeIl'MIPOYKCYCHYIO
KUCJIOTY, 5STulnapabeH, MeTulmnapadeH, o¢eHOJ, G(eHMJISTUIIOBEM CIUPT,
beHOKCUDTAHOJ, OQEeHMJIPTYTL aleTaT, OQ(eHMJIPTYTb HUTpaT, copdar
HaTpusa, OponuinapabeH, ©OeH3o0aT HaTpPUL, »OeruipoalleTaT HaTPUHA,
IPONMOHAT HAaTPpMA, COPOMHOBYI KUCIOTY, THUMepo3ajl, TUMOJ U UuX
CMECH .

[IpyeMJIeMEle IIOKPOBHHE HOOOABKM BKJOUAT, HaIpuUMep, HaTpuUn
KapBOKCHUMe TUJILLEJIJIIIO3Y , aneTaTdTaliaTeJJInIIoO3Y, 5 TUJILEJIIIIOBY,

XeJlaTrH, q_)apMaLLeBTI/IT{eCKYIO Jiasyphb, I'MOPOKCUIIPOIIMIILLEJIIJIIIIO3Y ,
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TUIOPOKCUIIPOIIUIIME TUIILEJIIIIJIOBY , TUOPOKCUIIPOIINIIME TUJILLEJIJIIIIO3Y ,
Me TUJILEJITIIIO3Y, [IOJINA TUJIEHTJINKOJIE , [NOJIMBMHMIIAlleTaTOTajaT,
meJijiak, CYKpO3Y, OVOKCHUL THUTaHa, KapHayOCKun BOCK,
MT/[KpOKpI/ICTaJ'IJ'H/IquKMﬁ BOCK 12 nx CMeCl. HpMeMJ'[eMbIe SalliTHEIE
[IOKPEITUA BKJIIOUAIOT Aquacoat (HampumMmep, BOOHYIO OUCIIepCHD

STWIILEJUIJIO3H Aquacoat, 15% wmacc./macc., FMC Biopolymer, ECD-
30), Eudragit (#Hanpumep FEudragit E PO PE-EL, Roehm Pharma
Polymers) u Opadry (HanpuMep, Opadry AMB OucCHIepcuo, 20%
Macc./mMacc., Colorcon).

B ompelelJIeHHEIX BapMaHTax OCYMEeCTBJIEHUSA, IIpHeMIeMbe OoOaBKU
OJIS KOMIIO3MIMM JIMHAKJIOTMIA BKJIOUAKT OINHO MIM OOJIblle M3 CYKPO3H,
TaJjlbka, CTeapaTa MarHMA, KPOCHOBMIOOHa mim BI'A.

B oIpemeJlIeHHEX BapMaHTax OCYWeCTBJIeHUS, TepMUH 953”7 MoxeT
ouTe 95,0%, TepMmH “920%” MoxeT OHTB 90,0%, TepmmuH “10%” mMoxeT
ouTe 10, 0%, TepmmH “9%7 MoxeT OmHTE 9,0%, TepmmuH “8%” MOoXeT OHTH
8,0%, TmepMmH “7%” MoxeT OHTE 7,0%, TepMmH “6%” MoOxeT OBTE 6,0%,
TepMuH “5%” w™MoxeT OwpITB 5,0%, TepmmH “4%” wmMmoxeT OwvTe 4,0%,
TepMUH “3%” MoxeT OwvTE 3,0%, TepMmH “2%” MoxeT OBTBE 2,0%, mu
TepMUH “1%” mMoxeT OwpITH 1,0%.

B oIpeneJIeHHHX BapMaHTax OCYIIeCTBJIEHNUH, npencrTaBJieHa
KOMIIOZUIIMA JIMHAKJIOTHMIA B CTaHOAapTHOM JiekKapCcTBeHHOM odopme. B
HEKOTOPEX BapMaHTax OCYIeCTBJIeHMsa, CTaHDapTHasa JeKapCTBeHHAasd
bopma mnpemcTaBJigseT CcoBoM KalcyJy, TabjeTky, calle, IUIOJI0 WK
[IOPOmWOK. B OOHOM TaKOM BapMaHTe OCYmeCcTBJIeHMsa, CTaHIapTHAaA
JlekapcTBeHHas ¢opMa IIpencTaBjigeT cobo¥ KalcyJly Win TabJeTky.
Taxkue CTaHIOapTHHE bOopPMEI OO3UPOBOK MOTYT HaxXOoOUThLCHA B
KOHTelHepe, HalpuMmep, ©06e3 oTpaHMUeHMM, OyMaXHOM WJIM KapTOHHOM
AMMKe, CTeKJIAHHOW MM ILJIACTMKOBOM OYTHIJIKE MJIM Ccocyle, IIakeTe C
BOBMOXHOCTBLIO IIOBTOPHOM TepMeTH3aluuKM (HalpuMep, IJS XpaHeHUd
"IIOBTOPHOTO HaloJIHeHMA" TabjleTok @OJIA pPasMelleHVMsa B 2 IOpyIon
KOHTelHep), WM OJIUCTepHOM YIHIAaKOBKM C MWHIOMBUIOYAJLHBEIMM OO3aMU
IOJIS OIPEeCCOBEBAaHMA YIAKOBKM B COOTBETCTBUM C I'padMKOM JIEUEHUS.
BeposaTHo, ©6oJjiee OOHOTO KOHTeMHepa MoOXeT OHTb MCIOJIb30BaHO
BMECTe B onoHOM YIIaKOBKE oJis oBecrieyeHnd CTaHIapTHOM
JIeKapCTBeHHOM OQopMH. Hamnpumep, TabJeTKM WM KalCyJIE MOTYT

HaXOOUTBLCHA B OYTHIIKE, KroTopad, B CBOK Oudepelb, HaXoonmTcC4a B
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KopobOke. B HeKOTOPHX BapuaHTax OCYIEeCTBJeHMsa, I[IpedCTaBJIeHH
CTaHIOapTHHE bOopMH  OO3UPOBOK B KOHTeMHepe, OOIOJIHUTEJIBHO
comepXalleM IOeCHUKaHT. B HOONOJHUTEJILHOM BapMaHTe OCylNeCTBJIEHUS,
CTaHOapTHEE (QOPMEl OO3MPOBOK, HAIPUMEP, KOJMUECTBO TabJIeTOK WM
KarcyJ, IpelCcTaBJIeHH B KOHTelHepe, HalpuMep, OYTHJIKe, cocyle
WM YIaKOBKEe C BOBMOXHOCTLI IIOBTOPHOM TIepMeTM3alluM, cCcoIepxamen
IeCUKaHT. B @OONOJHUTEJLHOM BapMaHTe OCYIEeCTBJIEHVS, KOHTeMHep,
comepxamui CcTaHIapTHHEe (QOPMBL ITOBUPOBOK  yIaKoBaH BMecTe C
MHCTPYKUMAMM 10 BBeIOEHMIO MM  OO3UPOBKAaM. B omnpenejleHHHX
BapMaHTax OCYIMeCTBJIEHUS, KOMIIO3UIMA JIMHAKJIOTUIA I[IpeIlcTaBJjieHa B
Habope. KoMIO3MUMA JMHAKJIOTUIA, OIMCaHHas B IaHHOM 3asBKe, U
ATeHTH KOMOMHAILIMOHHOM TepaluMM MOTYyT OHTL YyIaKoBaHH kKak Habop,
comepxXamui OOMHAaPHHE WJIM MHOXEeCTBEHHEe OO3H IBYX WM 0OoJiee
areHTORB, Kaxmas M3 KOTOPHX yIakoBaHa WMJIM  COCTaBJIeHa B
KOMIIOBUIIMID MHOMBUIOYAJLHO, WIM KakK eIMHMUYHAS WIM MHOXEeCTBEHHEHE
OO3H IOBYX WIM ©0oJiee aTrleHTOB, YINaKOBaHHHX WMJIM COCTaBJIEHHHX B
KOMIIOBUIIMI0O B KoMOMHalMM. TakuM oBpasoM, KOMIO3ULMA JMHAKJIOTUIA
MOXeT TIIPUCYTCTBOBATEL B IIepPBOM KOHTeMNHepe, ¥ Habop MOXeT
HeoBdA3aTeJILHO COIepXaThk OIOMH MM 0OoJjlee aTr'eHTOB BO BTOPOM
KOHTeVHepe. KOHTelMHep WM KOHTEeMHEpPH IIOMemalnT B YIAKOBKY, a
yIakoBkKa MOXeT HeoOsa3aTelIbHO COIepXaThk MHCTPYKLMM II0 BBEIeHUO
WM OO3UPOBKAaM.
[TPUME PH

Clenyomue TIIPUMMEPH OIPMBEOEeHH TOJIBKO B LeJIIX MWJIJIoCTPaluu
DAaHHOTO M300peTeHMs M He IOJIKHBE OHTL MCTOJIKOBAHH KaK KaKuUM-JIKUOO
oBpasoM OTpaHMUMBAKMMEe O0O0BEeM ITaHHOTO UM300peTeHUs, IIOCKOJIBKY
MHOTMEe  BapualuuM U  DKBUBAJIEHTH, KOTOpPHE OXBaueHH  OaHHBM
n3obpeTenHreM, OyIOyT OUeBUIHBIMM ClIelMaJMcTaM B IaHHOM ofJjlacTu
Iocjie MNPOUTEeHMM OaHHOM 3asBKU.

JIMHAKJIOTUL WJIM eTo dapMalleBTUUECKM IIpMeMIeMas COJIb MOTYT
OBITEL IIOJIYUEHH ¥ OUMIEeHB CTAaHOAPTHEMM MeToOaMy, W3BEeCTHHMM U3
YPOBHSA TexXHUKU, OpM  TIOMOMKY  XUMUUECKOTO CMHTe3sa WIn C
mocjenymomey peKOoMOMHAHTHOM BSKCIpecCHuer M OUMCTKOWM IIpM IIOMOIN
CTaHOAPTHEX MEeTOIOB.

CxeMma coCTaBJIEHMS B KOMIIOBHUIIMIO A

[IooTOoTOBKa NOKPOBHOTI'O pacTiopa: lIpubimusuresbHO 32 T — 42 T
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OUMIEeHHOM BOIL CMemMBaJM C COJAHOM KUCJIOTOM C IIOJIyUeHMeM
pacrtBopa ¢ pH 1,5-2,0. B ciaydyae WMCIOJIE30BaHMA KaTHMOHa €TI0
nofaBJigjiM K pacTBOPY B KOJUUECTBe, oOecClleuMBawileM XeJjlaeMyk
KOHLIeHTpaluio, ¥ pacTBOp CMelluBaJMM B TeueHue HOOCTaTOYHOTI'O
BpeMeHU C [IOJIYyYEeHUEM Ipo3pavHoIro pacTBOpa. B ciyudae
MCIIOJIE30BaHUA CTEPUUECKM 3aTPYOHEHHOT'O IIepPBUYHOT'O aMMHa eTI'o
no6aBJjdaIM K pacTBOPY B KoOJMUeCcTBe, obecleumBawileM xXeJjlaeMylo
KOHLIEHTpaluo, ¥ PacTBOpP CMelMBaJM B TeueHMe OOCTAaTOUYHOTO
BpeMeHM C I[IOJIYYEeHMeM IIPpOo3padHoIr'o pacTBopa. 3aTeM »Do0aBJIAIM
opyrme noGaBKM, HalIpMMEpP, aHTUMOKCUIOAHTH, IIPM XeJlaHuM. 3SHaueHNe
pH pacTBOpa aHaJIM3UPOBAJM, M IIpM HeoBXoIMMOCTM  HoO0aBJIAIM
COJISHYK KMCJIOTY C IIOJIYUeHMeM pacTBoOpa, MMeKmero 3HaueHre pPH orT
1,5 nmno 2,0. Crgazyrmee BeleCTBO »J00aBJAJIM K PacTBOPY U CMECH
3aTeM IIeEPeEMENMVBAJIM B TeUeHMe JOCTaTOUHOT'O BPEMEHM C IIOJIydeHMEM
Ipo3padvHoTro pacTeBopa. XejlaeMoe KOJMUYECTBO JIMHAKIOTHIA I00aBJIAIM
K pacTBOpy U IepeMellMBalJiMd B TedeHMe 30-100 MuMHYT C oOeclieueHMeM
[IOKPOBHOT'O pacTBoOpa.

[IogpToTOBKa AKTHMBHEX TI'paHyl: IllpubinmsuresibHO 30-36 I' I'paHyJl

BEHICYIIEHHOV MMKPOKPUCTAJIJIMUECKOM LeJIJIIJIOBH »o0aBJIalIM B MMHU-
KOJIOHKY C IOKPHTHMEM KUIAMEI'O CJIOA. I['paHyJibl MUKPOKPUCTAJIJINYUECKOM
L1eJIJII0JIOBE [ICEeBOOOXMKAJIM M HarpeBaJiM Iepel INOCJIOMHBIM HaHeCEeHMEM.
Barewm, IIOKPOBHEIM pacTeop CJIO AMU HaHOCUJIN Ha TPaHyJIEL.
TeMIIepaTypy PacHObJIeHMS KOHTpoOJMpoBaliuM oT 24°C mo 55°C nyrem
KOHTPOJIMPOBAHUSA  BXOIOHOM TeMIlepaTypPHl, CKOPOCTM  pPacIBUIeHUS,
ODaBJIeHUS PacIbUleHMs U obbeMa BO3Oyxa. llocjle HaHeCeHMS IIOCJIOMHO

BCeIl'O IIOKPOBHOI'O pacCcTBOPpa Ha TIPaHyJIH, IIO0CJIeIHME BEHCYyINMBAaJIMA.

[IponyxT, TIOJIyYeHHEIN OaHHBEM criocoBowMm, Ha3BaJu aKTUBHBMU
TpaHyJaMi .
I[TooTOTOBKA AKTVBHEIX TPaHyJI c 3aNMTHEM TOKPHITHEM :

IpuBAIM3UTEILHO 35 T aKTUMBHEX TpaHyJl OoBaBIalM B MMHM-KOJIOHKY C
IOKPHTHMEM KUIAMETO CJOosS. AKTHMBHEE TPaHyJH T[ICEBOOOXMKAIU U
Hal'peBaJiM Ilepel IOKpHTHMeM Aquacoat (HaopuMep BOIOHAad OUCIIEPCUA
STUIILEJUIIO3H Aquacoat, 15% wmacc./macc., FMC Biopolymer, ECD-
30), Eudragit (Hanpumep Eudragit E PO PE-EL, Roehm Pharma
Polymers) wmm Opadry (HaopuMep, oucnepcua Opadry AMB, 20%

Macc./macc., Colorcon). 3aTeM, TIIOKPOBHHEM PacTBOP HAHOCUIIU
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CJIOAMMY Ha TI'paHyJiH. TeMIepaTypy PACIHIBUIEHUS pelyaImMpoBain oT 24°C
no 55°C nyTeM KOHTPOJMPOBAHMSA BXOIOHOM TeMIIepPaTypH, CKOPOCTHU
PAacCIIbUIeHU I, IOaBJIEHVS  pPacleUleHMs UM ofbeMa BO3IOyXa. [locJe
HaHeCeHMs IIOCJIOMHO BCero IIOKPOBHOTO pPacTBoOpa Ha  TPaHyJH,
rnocJiefHVe BHCYMUBAJIN .

CxeMa COCTaBJIEHUS KOMIIO3MUIIMKU B

[ToJlydeHMe TIIOKPOBHOTO pacTBoOpa: Mpudanu3nuTeJLHO 8,3 KU

OUMIIEHHOY BOIH CMemMBAaJM C COJIAHOM KUCJIOTOM C IIOJIYUeHMeM
pacTtBopa ¢ pH oT 1,5 mo 2,0. B ciydYae MCIHOJBb30BaHMA KaTHMOHa eTro
nofaBJIgIM K PacTBOPY B KOJMUeCTBe IJid ofeclieueHUI XejlaeMoMu
KOHIeHTpalluKM, ¥ PacTBOpP CMellMBaJM B TeueHMe OOCTATOUHOTO
BpeMeHUr c IIOJIyUeHMeM Ipo3pPavyHoTo pacTeoOpa. B ciydae
VCIIOJIL30BAHMUSA CTepuUYeckM 3aTpPpyIOHeHHOTO IIepPBMUHOT'O aMMHa eTo
noBaBJIgIM K PacTBOPY B KOJMUeCTBe IJid obecleueHUI xXejlaeMoMu
KOHIIeHTpalluM, ¥ PacTBOpP CMellMBaJIM B TeueHMe OOCTATOUHOTO
BpeMeHM C TIIOJIydeHMeM I[IpOo3pauHoTro pacTeBopa. IOpyTue #DobGaBKH,
Takue, KakK AaHTMOKCHMIAHTH, 3aTeM »Oo0aBJIAIM, IIPpU HeOoOXOOMMOCTMU.
CBAsyKllee BelleCTBO 3aTeM TO0aBJAIM K pPacTBOpPY ¥ pacTBOP
CMeMMBaJIn B TeueHUe OOCTAaTOUHOTO BpeMeHu c IIOJIyUeHMeEM
IpO3pPadyHOTO pacTBOopa. 3HaueHMe pH pacTBOpa aHalIM3UPOBAJIM, U IIpU
HeOoOXOOMMOCTM HOOAaBJAIM COJIAHYK KMCJIOTY C IIOJIYUYeHMEM pacTBoOpa,
uMepmero 3HaveHue pH orT 1,5 mo 2,0. 3TO g4BJgeTcsa pacTBopoM 1.
[Ipudam3nuTesJJbHO 8,3 KI' OUMIIEeHHOM BOIH CMEMMBAJIM C COJISHOM
KMCJIOTOM C IoJIydeHMeM pacTBopa ¢ pH or 1,5 mo 2,0. Xejyaewmoe
KOJIMUECTBO JIMHAKJIOTMIA HOoOaBJIAIM K PacTBOPY M CMemMBaJM B
TedeHre oT 10 mo 30 MmMHYT. 3HadeHue pH pacTBoOpa aHaIM3UPOBAJIM,
M OpM HeodBXoOIMMOCTHM »HOoDaBJIAJM COJLHYID KUCJIOTY C IIOoJydeHVeM
pacTBopa, uMeKnmero 3HaueHue pH ot 1,5 mo 2,0. 370 sgBjadeTcHd
pacreopoM 2. Pacreop 1 M pacTBOp 2 3aTeM CMellMBaJil BMeCTe.
SHaueHre pH pacTrBOpa aHalM3upoBalu, M TIpU  HeOoOXOIOMMOCTU
noDaBJIAJIM COJIAHYK KUCJIOTY C IOJIYyYdeHMeM pacTeopa, MWMeRIelo
3HaueHre pH oT 1,5 mo 2,0. 3T0 ABJIAJIOCH IIOKPOBHEM PacTBOPOM.

[TonTOoTOBKa AaKTHBHBEIX I'paHyJi: llpubiamsmresibHO 24,19 KI' IpaHyJl

MUKPOKPUCTAJIJIMUECKOM  LEeJUJIJIO3E HOo0aBJIAIM B KOJIOHKY Wurster
Column or Glatt GPCG-30 Fluid Bed. T'paHyJH MUKPOKPUCTAJIJIMUECKOMN

TeJJIIJIOSEL IICEBIOOOXVXAJIM WM Hal'peBaJIM OO TeMIIepaTypPH IIPOOyKTa,
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COCTaBJIAKIEN 45-477°C, BaTem, IIOKPOBHHEM  pPacTBOP  IIOCJOWMHO

HaHOCWMJIM Ha TIT'PaHyJIH. TeMnepaTypy PacCIllEUIeHMA KOHTpOJIMpoBaJIM OT

37°C mo 47°C mOyTeM KOHTPOJMPOBAHMSA BXOIOHOM  TeMIepaTypH,

CKOpoCTM  pacCIlblJIEHNMA, OJaBJIEHMA PacCIlEUIeHMA u obweMa BO3OyXa.

[Tocjle HaHeCeHUs IIOCJIOMHO BCEeTrOo IOKPOBHOTO pacCTBOpa Ha I'PaHyJIH,

T'PaHyJIE BEICYIIM B aJIN IIpn TeMlIlepaType BEICYIIMMBaHMA IIPOOYKTORB,

cocrapagomen 37°C-47°C. IIpoOykKT, IOJYYEHHBEM ITaHHBEM CIIOCOBOOM,
Ha3BaJIM aKTUBHBEIMM I'PaHyJIaMu.

puMeps 1-15: [NonydeHMEe KOMIIOBUIIMM JIMHAKJIOTHIA

KoMmosuumM  JMHaKJIOTUIA, IoJIyUeHHEe B llpumMmepax 1-15,

IoJIyyasn, B CYIEeCTBEeHHOM CTeleHHU, Kak oIMcaHO Ha CxeMe

IOJIYUeHMS KoMIosmuuum A, Tne Tabiuua 1 obecmeuuMBaeT KOJIUUECTBA

KaTlrMOHa, CTepPHMUeCKNM 3aTPpYOHEHHOI'O II€ePBMUHOI'O aMMHa, CBAIYKIEeI'O

BemeCTRBa, JIMHaKJIOTMOIa W I'vaHyJl, B TO BpeMAd Kak Tabimiia 2

obecrieunBaeT yYCJIOBUA, IIPM KOTOPEHX IIPOBOIOAT IIOKPEITHME I'DaHYyJI:

Tabmmua 1

[Ipumep KommmuecTBO KomnuecT- KommnuecTBO KommnuecTBO KommuecTrO
KaTMOHA BO aMMHa CBASBYKILEero JIMHAKJIIOTHIA | TPaHyJl
[ 1* [ ] BemecTBa e

1 CaCl; -2H>0 JlenumH Tunpomesi— 0,1282 Celphere CP-
0,6740 0,2005 r jgosa 1,019 305 33,38 1
[60] [20] iy

2 CaCl; -2H»0 JlenumH T'mnpomeJi— 0,1329 r Celphere CP-
0,6740 T 0,3007 T Josa 305 33,87 1
[60] [30] 0,3063 ¢

3 CaCl, -2H>0 JlenuyH Tunpomes— 0,1282 o Celphere CP-
0,2247 m 1,002 o Josa 305 33,86
[20] [100] 0,0656 1

4 CaCl; -2H>0 JlenumH Tunpomesi— 0,1282 Celphere CP-
1,123 o 0,2005 r jgosa 1,969 305 32,36 1
[100] [20] T

5 CaCl, -2H>0 JlenumH Tunpomesi— 0,1282 Celphere CP-
0,4493 T 0,4009 Josa 305 33,78 r
[40] [40] 0,5425 ¢

6 MgCl, -6H»0 JlenuyH Tunpomesi— 0,2100 Celphere CP-
0,2590 o 0,3341 r Josa 305 33,83 r
[10] [20] 0,6636 ¢
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7 ZnAc -2H:0 JlenumH Tunpomesi— 0,2100 Celphere CP-
0,279%96 0,3341 r Josa 305 33,82 r
[10] [20] 0,6636 ¢
8 HeT nmaHHBX JlenumH Tunpomesi— 0,4387 Celphere CP-
0,8944 r Josa 305 33,40 T
[27] 0,6636 r
9 CaCl; -2H»0 Her T'mnpomeJi— 0,4227 Celphere CP-
0,3745 1 IOaHHBIX Josa 305 33,83 1
[10] 0,6636 T
10 HeT naHHBX Her Tunpomes— 0,2114 Celphere CP-
IOaHHBIX Josa 305 34,28 r
0,6811 r
11 HeT nmaHHHX Her Tunpomes— 0,4227 Celphere CP-
IOaHHBIX Josa 305 34,13 r
0,6636 1
12 CuCl, -2H>0 HeT Tunpomesi— 0,4227 Celphere CP-
0,4342 T IOaHHBIX Josa 305 33,79 r
[10] 0,6636 T
13 ZnAc -2H>0 HeT Tunpomesi— 0,4227 Celphere CP-
0,5590 o IOaHHBIX Josa 305 33,68 r
[10] 0,6636 1
14 MgCl; -6H20 HeT Tunpomesi— 0,4227 Celphere CP-
0,5178 o IaHHBIX Josa 305 33,72 r
[10] 0,6636 ¢
15 HeT DaHHBIX MeTHOHMH T'unpomeJi— 0,4387 Celphere CP-
0,0380 r Josa 305 34,08 r
[1] 0,6636 T
* “KaTrmoH” OTHOCHMTCS K IOBYXBaJIEHTHOMY KaTMOHY, KOTOPHM
COOEepXUTCSI B COJM, KOTOPYK MCIOJB30BaIM B IIpuMepe, “aMuH”
OTHOCUTCH K CTEPUUECKHU 3aTPYIHEeHHOMY  IIepPBUYHOMY aMM1HYy,

3HaueHMe B [ ] OTHOCHUTCH K MOJIAPHOMY COOTHOIEHNMI KaTMOHa WMJIN

aMHa ¥ JIMHaRJIOTHIAa .

** KoJIMUeCcTBO JIMHAKJIOTMIA B IOaHHOM U InocjienyromeM IIprmMepax

oIlpeneJidim,
UVICTOTEI,
aHaJimsa,

aKTVBHOTI'O @apMaHeBTquCKOPO MHITpeIMeHTa

NMCXOoOo4d M3 COIepXaHMA IlellTVvIa MU xpomaTorpa@quCKoﬁ

KaK TIepPpedrCIJIEHO B CBUOeTeJIbCTBE O IIpoBeIeHVN

obecrieueHHOM OJIS KaXIOW MNPOMBBENeHHOW IapTUM

(ADU)

JIMHaKJIOTHIIa .
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Tabmuua 2

[TouMep Temrie- BxonHasa | Cko- HaBJjieHME BO3OyMHEM
paTypa TeMIle— POCThb pacIbUIeHUu IIOTOK
pacIk- paTtypa pacIisl—- (psig)
JeHns (°c) JIeHWS
IPOOYyK— (MJI/MUH)
Ta (°C)

1 34,0- 55,7~ 0,33- 20 Husxui
37,0 57,7 0,40

2 27,4- 37,01- 0,40 22 Husxut
32,3 42,1

3 32, 6- 60, 0- 0,33- 20 Huszxkut
34,7 60,1 0,40

4 35,3- 58, 9- 0,40 18 Husxkut
39,3 59,2

5 27,8- 58, 7- 0,35- 20 Husxwut
27,9 59,8 0,33

6 32,1- 42,0- 0,39- 22 Husxkum
38,3 53,4 0,75

7 31, 7- 50, 0- 0,27- 22 Husxun
39,3 52,5 0,57

8 33,3- 50, 5- 0,57- 22 Husxui
41,3 57,0 0,65

9 33,2- 49, 5- 0,82- 20 Husxmut
40,0 58,7 1,00

10 42,5 59,5 0,49 22 Husxmut

11 39,7 52,0 0,66 22 Husxut

12 36, 6- 47,2~- 0, 65— 20-22 Huskut
40,0 54,8 0,75

13 32,4 57,4 0,65 22 Husxuti

14 34,0 49,0 0,75 20 Husxkwut

15 24,1- 48, 5- 0,39- 22-23 Husxut
39,9 55,9 0,65

KoMIIosmuLmw JIMHAKJIOTHUIE,

NpmMmep 16: lojydeHMe KOMIIOBMLIMM JIMHAKIJIOTHIA

noJiyuyeHHyw B Ilpumepe 16,

noJiyyaJsin,
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B OCHOBHOM, KakK OIMCaHO Ha CxeMe II0JIyueHUud KOMIIO 3ULIMM B, rme B

Tabmuie 3 YKa3sSaHH KOoJIMYeCTBa KaTMOHa, CTepMUeCKM 3aTPpYIHEHHOI'O

IIepBMYHOT'O aMMHa, CBAIYKIEeI'O BeleCTBa, JIMHARIJIIOTHIa M TI'PaHyJIl, B

TO BpeMa kak B Tabiuue 4 T[OIpeICTaBJIEHH YCJIOBUA, IIPU KOTOPHX
[IPOBOOAT IIOKPHTHE I'PaHyJI:
Tabmuua 3
Mpumep | Kosm— Kosm- Komnm- KonmuuecT- | KommuecTBO
U4eCTBO UeCcTBO UeCcTBO BO TpaHyJI
KaTrOHa aMMHa cBaszywme— | JIMHaKJIO-
[ ] [ ] To THOa
BelleCcTBa
16 CaClz- Jevinmu I'mnpomesi—- | 73,5 T Celphere
2H20 171,8 ©m Jio3a CP-305
385,1 o [30] 175,0 24,19 ko
[60]
Tabmuua 4
[Ipumep Temnepa-— Bxon- Cko-— JaBiieHne ObpeM TemnepaTypa
Typa Ha4d poCTb pacIlibuie— TEXHOJIO— BBRICYIIMBAaHMA
pacIbUleHnsa TeMIle— pacne- Hua (Bap) TMYeCcKo— | IponyKTa
nponykKTa paTypa JIeHUS TO (°c)
(°c) (°c) (m/MmH) BOBOYXa
(ky©.
br./
MIMH)
16 64,9-65,1 80 150 2,0 515- 54,9-55,0
564
prMep 17: [NonyuyeHMEe KOMIIOBULIMM JIMHAKJIIOTUIA
KoMmrnosunuumon JMHaKJIOTHUOA, [IOJYyYeHHYH B llpmMmepe 17, nojiydalu,

B OCHOBHOM Kak OIMCaHO Ha CxeMe IIOJIYUYeHUsA KOMIIO 3ULIMN A, 3a

VMCKJIIOUEeHMEM TOTO, uTo KOMIIO 3ULIM I comepxala 22,96 MT

Oy TMIMPOBAHHOTO TIHIApOoKCcHaHmMzoJa (BI'A), Tne B Tabiauile 5 yKa3aHH

KoJIMyeCTBa KaTMOHa, CTepPpMUYeCKM 3aTpyIHeHHOI'O IIepPBMYHOI'O aMMHAa,

CBA3ymero eemecTBa, JIMHaKJIOTHMIOa W TI'PaHyJ, B TO BpeMA Kak

TaBiuua 6 ofecHneuMBaeT YCJIOBUSA, IIPU KOTOPHX IIPOBOAAT IIOKPHTUE

TpaHyJ:
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Tabmunua 5
[Ipumep KommnuecTt—- | KojnuectT- KommuecTBO KommuecT= | KosimuecTBO
BO BO aMmHa CBASYyWEro | BO TpaHyJI
KaTMOHa [ ] BellecTBa JIMHAKJIO—
[ ] T
17 CaCl; '2H,0 | HeT gmaHHBX | I'mnpomeJsi— 0,2100 r Celphere
0,3745 T Joza CP-305
[20] 0,6636 T 33,99 1
Tabimua 6
[Tpumep Temriepa—- | BxonHaga CropocTe | IarJjieHUE Bosnoym—
TYypa TeMIlepa— | pachbJie— | pacCHObJIeHUS | HEM
pacnegie- | Typa HUA (psiqg) IIOTOK
HUS (°c) (M71/ MMH)
IponyKTa
(°C)
17 33,5 47,7 0,56- 26 Husxum
34,8 48,6 0,74
[IpyMMep 18: [onydeHMe KaNCyJl, COIepXallMX KOMIIOBMUIIMIO JIMHAKIOTMIA

ComepxaHMe JIMHaAKJIOTMIaA Ha

M3MEepPeHOo,

Kak OIIMCaHO B

SKBMBAJIEHTHHX CIIOCOOOB.

s
BBeleHu4d,
OJI HallOJIHEHMSA XeJIAaTUHOBHX KallCyJl

PazmMmepa 2).

bopMMpOBaHMA

[Tpumepe

Karcys,

21

AKTVBHEIX

IIpreMIJIeMBIX

TpaHyJax

IOJI4

MOXeT OHTb

WM  IOIpM  IIOMOWM OPpYyTUX

IepopaJsibHOTO

COOTBeTCTBYyKIee KOJIMUeCTBO aKTHMBHEIX TI'PaHYJI MCIIOJIBE3YIT

(HanpuMep,

KeJIaTMHOBEIX RKallCyJI

COOTBeTCTByKIleEe KOJIMUSCTBO AaAKTUBHEX I'PaHyJI MOXeT

comepxaTk OT 50 MKI mo 2 MI' JIMHaAKJIOTMIAa Ha KalcyJy B IMalla30oHe,

COoCTaBJIARIEM
COOTBETCTBYyKIIEE
MOXeT CcoCTabBJIATE 50 MKT,
200 MKT, 266 MKT,
800 wmKT,

BapMaHTe OCYMeCTBJIEHUS,

B aKTMBHEX TI'paHyJlaXx cocTaBJgeT 67,5 MK,

MKT',

boJiee

200 wMKT,

+5%.

900 wMkKT,

KOHKPETHOM

KOJIMYeCTBO

300 wmkr,

266 MKT,

B HEeKOTOPHIX

1 w1,

BaplaHTe

67,5 MKT,
400 MKT,

2 MT,

300 wmKrT,

JIMHaAKJIOTHIOa

oCymeCTBJIEHNA,

BapMaHTax
B
100 wmMkr,

500 wMkr,

100 wmkr,

400 wMKT,

4 Mr MM 6 MI'. B

500 wmxT,

AKTHBHEX
133 wMkr,

600 mMKT,

133 wmkr,

OoCymeCTRBJIEHNA,

TpaHyJiax
150 wmxr,
700 wMKT,

KOHKpPETHOM

COOTBETCTBYyKIIee KOJIMUYECTBO JIMHARJIJIOTHIIA

150
600 mMxr. B

cooTeeTCTBYKIEE
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KOJIMUECTBO JIMHAKJIOTHMIA B aKTUMBHHX I'paHyJlaXx COCTaBJIgAeT 67,5 MKT,
133 mxr, 150 Mxr, 266 MKD mau 300 MK Ha KalcCyly.

B IpyIToM BapMaHTe OCYIIeCTBJIEHUH, COOTBETCTBYyKIEE
KOJIMUECTBO aKTHUBHBEIX I'pPaHyJl OJS HalOJIHEHUA XeJIaeMOI'O KOJIMUecTBa
XKeJIATMHOBHIX  KallCyJl IIOMemalT B KOHTeMHep. OmuH wiau BoJiee
bapMaleBTUUECKU IIpreMJIEMEIX HaloJIHUTeJIen WJIn OPYITMX
bapMalleBTUUECKM IIPUEMIIEMBEIX OOOABOK MOI'YT OHBTE JOOaBJIEHH, IIPU
XeJlaHuM, B KOHTeMHep. B HeKOTOPHX BapMaHTax OCYIleCTBJIeHUST,
HaloOJIHUTEeJIL WM podaBKa OpelcTaBJsgonT cobo¥ Taljlbk, JIeMLMUH,
MUKPOKPUCTAJIJINUECKYIO LEeJJIIJIOBY VI MaHHMTOJI. CoIepXxmumoe
KOHTelVHepa IIepeMelMBalnT ¥ CMeCh MCHOJLIYIT OJIS HallOJIHEeHUS
KeJIJATMHOBHIX KallCyJl COOTBETCTBYKIMM KOJMUECTBOM aKTUBHHX I'DaHyJ,
comepxamMx JMHaKJIOTUI (HampuMmMep, oT 50 MK o 2 MI' JIMHaKJIOTUIA
Ha KalcyJly B IMalla30He, cocTaBJjdwomeM +5%) .

B albTepHaTMBHOM BapMaHTe OCYMEeCTBJIEHUSA, COOTBETCTBYKIEe
KOJIMUEeCTBO AKTUBHEIX TpaHyJI VICIIOJIb 3YIOT nJis HallOJIHEHU A
KeJIATMHOBHIX KallCyJl M OIMH MM 0OoJjiee QapMalleBTUUECKU IIPpUeMIIEMEBIX
HaNoJIHUTEeJIeM WIM IpyTux OdapMalleBTUMUECKM [IpMeMJIeMHxX »Oo0aBOK
no0aBJIgT B XeJIaTMHOBEE KallCyJIH .

ODpuMep 19: MonydeHMe KAICYJI, COINEPXalMX KOMIIOBMLIMIO JIMHAKJIOTUIA

[TogTOTOBKAa IOKPOBHOTO pacTeBopa: CHauvaja, 41,98 T ouumeHHOM

BOOH CMemMBaau C 1,13 T' COJIAHOM KUCJIOTH C IOJIydeHMeM pacTBopa,
B KOTOPOM 3HaueHue pH cocraBjgsjgo or 1,5 mo 2,0. Barem, 7,49 r©
xXJopuioa KajgbLuug OuruipaTa u 6,68 T JeNlMHa OO0aBJIAIM K
PacTBOPY, KOTOPHM 3aTeM IepeMemyBaluM B TeueHue 30 MMHYT C
[IOJIYYEHMEM IIpO3padHoOI'0 pacTBOpa. 3HaueHMe pH aHammsupoBaly, U
noGaraaau 1,70 T COJNSHOM KMCJIOTH OJA I[IOJYy4YeHMsS pacTBopa, B
KOTOPOM 3HaueHue pH cocraejasajgo ot 1,5 mo 2,0. Barem, 13,27 1T
TUIIPOMEJIJIO 3L (I'MOPOKCUIIPOIINIIME THJILLEJIJIIJIO 3B ; Dow Chemical
Company; Midland, MI) noBaBisaiM K pacTBOPY UM CMeCh IepeMelUBaJiu
B TeueHre 60 MMHYT C I[OJYYeHMEM IIPO3PadHOTO pacTeopa. 3aTeM,
4,39 1 JMHarKJIOTHIa HOOABJAIM K pPacTBOPY M CMellMBaJiM B TeudeHUe
90 wMmHYT. B3BHaueHue pH pacTeOpa cCcocTaBJgAso 1,73. 3TO OBUI
IIOKPOBHHM PacTBOP.

[ToJslyuyeHMne AKTUMBHEIX Tpa”HyJ: 74,5 T TpaHyJl




40

MUKPOKPUCTAJIJIMUECKOM ULeJiJio3r  (Celphere CP-305; Ashai Kasel
Corporation (Tokyo; Japan) mo®GaBiasaaM B KOJIOHKY Wurster Column
or Glatt GPCG-2 Fluid Bed. T'paHyJIEL MUKPOKPUCTAJIJIMUECKOMN
LEeJUIIOJIOBE  [ICEeBIOOOXMXKAJIM W Hal'peBajiuM B TedeHre 30 MUHYT IIpH
TeMIepaType OpoaykTra 60°C. 3aTeM, TIIOKPOBHHEM pPaCTBOP I[IOCJIOMHO
HAaHOCHJIM Ha TIpaHyJE. TeMIepaTypy OPOIOYKTa KOHTPOJMPORBRAJIM OT
45°C mo 49°C BXOOHOM TeMIlepaTypol, cocTaBJjgomer 80°C, CKOPOCTLH
pPacCIbIIEHU A cocTaBJidJa 5,0-11 T/MUH, OaBJIeHUEe pPacIbUIeHU A
cocTaBjyaso 2,0 Bap, U obbeM Bo3Oyxa cocTabBjdasl 40-50 mM3/r. Ilocie
TOT'O, KaK BeChb IIOKPOBHHM pacTBOp OBJI IIOCJOMHO HaHeceH Ha
TPaHyJIEl, TpPaHyJb BHCYIMBAJIM B TeueHMe 10 MMHYT IIpM TeMlIepaType
oponykKTa, cocTaBjsawmen 46,9°C-50,9°C. IIpoOyKT, IIOJYUYEHHHM TaKuUM
crioco®oM, Ha3HBaJIM aKTUBHHMM TpPaHyJIaMu.

XunxocTHas npoTuBodasHasa XpoMaToTrpadmsa JMHaKJIOTHUIa,
SKCTPATMPOBAHHOTO M3 KOMIIO3MILIMM, IIOJYUEeHHOM, KakK OIMCAaHO BHIIE,
moxkasalna, uTo SKCTPaTrupOBaHHEM JIMHAKJIIOTUO u JIVHAaKJIOTUL
CTaHOapTHOTO of0paslla OPOABJAIM OIMHAKOBEE IIepMOIH YIePXMBAHUL,
¥ UTO 3HAUMUTEeJIbHOe M3MeHeHMe UMCTOTHEH B pe3yJibTaTe IIpollecca
COoCTaBJIeHMSA B KOMIIO3MUMIO He HadJoOalioch.

IOoa popmupoBaHmMa KarcyJ 49,50 I akKTMBHEX I'PaHyJl DOOaBJIAIU
B IycTom raker. B3arem, 0,25 1 JgeumuHa, OPOCESHHOTO uUepes3 CUTa
60 Mem, noGaBJAJM B IIakKeT. llakeT 3aBRA3HBaJIM U IepeMellMBaliM [IpU
125 obopoTax mOJ4d IepeMelmMBaHMA BCero MaTepuaja. 3atem, 0,25 1
TajlbKa, I[IPOCesSHHOTO uepes cura 60 Mem, pnodaBJjdajM B IIakeT. IlakerT
3aBA3HBaJIM U IIepeMemrBaJ M IIpu 125 obopoTax OJa IIepeMelMBaHUA
BCcero MaTepuala. Ilocjle IIepeMemMBaHMA BCero MaTepualsa, CMecCh
MCIIOJIL30BAJIM MOJIA HaloJIHeHUS XeJIJaTMHOBEIX KallcyJl Pas3Mmepa 2 Opu
lIeJIeBOM Macce 227 MI'/KalcyJl B OMalasoHe, cocTaBjdwpimeM *+5%.

Nprmep 20: lonydeHMe KAICYJ, COIepXallMX KOMIOSMIIVIO JIMHAKJIOTUIA

AKTUBHEE TI'PaHYJIE I[OJIydaJlM B COOTBeTCTBUKM C IlpuMepoM 16.
AKTUBHEE TI'PaHyJIH aHaJM3MpoBallM Ha COoIepXaHMe JIMHaKJIOTHUIA.
Vcxomda M3 pe3yJibTaTOB aHaliM3a aKTHMBHEX I'PaHyJl, COOTBeTCTBYKIEe
KOJIMYECTBO aKTUBHEX I'pPaHyJl (96 Mr — 123 MI') 3BaloJIHAJIM B TBepOHE
XeJlaTUHOBEE KallCyJIbl pasmMepa 2 npu [IOMOIIN YCTPOMCTBAa
M3TOTOBJIEHMA KalcyJg MG2 Futura, C IOJIydYeHMeM KOHIeHTpaluu

JIMHaKJIOTHUIOa, cocTaBjgaomer 300 MKI.
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AKTHBHEE I'PaHyJIE II0JIydaJIM B COOTBEeTCTBUIM C HpMMepON[ 15.
AKTHMBHEE I'PaHyJIE aHaJIMsrpoBaJllk Ha CooepXxaHne JIMHAKJIOTV A .

Ncxoma ms3 pPe3yJiIbTaTOB aHaJIlM3a aKTHMBHEX TI'DaHyJl, COOTBETCTBYKIIEE

KOJIMUECTBO AaKTHMBHEX I'paHyJ (48 MD — 62 MD') 3aloJIHAJM B TBEepOHE
KeJlaTUHOBEE KallCyJIbl pasmMmepa 2 npu [IOMOIIN YCTpPOMCTRA
bopmmpoBaHMA Kalcys MG2 Futura, ¢ [OJIydeHMeM KOHIUeHTpaluu

JIMHaKJIOTHIa, cocTaBjdgwomert 150 MKI.

Nprmep 21: lMsMepeHMe COOEPXaHMSI UM UMCTOTH JIMHAKIOTHIOA

ComepXxaHye ¥ UYMCTOTY JIMHaAKJIOTHUIA, a TaKXe M3MepeHue
POOCTBEHHHX JIMHAKJIOTUOY BelleCTB MOXeT OBTH OIpelelIEHO IIpU
IIOMOMM MHNPOTHMBOGA3HOM TPpaIMeHTHOM XUAKOCTHOM XpoMaToTrpadumu IIpu
[IOMOIN CHUCTEMEL Agilent Series 1100 LC C IpOTPaMMHEEM

oBecrieyeHMeEM Chemstation Rev A.09.03 WM 3KBMBAJIEHTHOTO.

VcrnoJb30BaliM KOJIOHKY YMC Pro™ C18 (pasmepw: 3,0x150 mM, 3,5 MKM
120 A; Waters Corp., Milford, MA) WJIN 3KBMBAJIEHTHYIO,
TeMIIepaTypy KOoTopo¥ nommepxmBau HOpu 40°C. TlomBmwxHas daszsa A
(II®A) cocTosayna u3 Bomoh c 0,1% TpUPTOPYKCYCHOM KMUCIOTOM, B TO
BpeMd, Kak IIOOBWXHA A baza B (IIOB) cocrodaiya ns3 95%
aleToHUTpUIa:5% Bomk c 0,1% TPpUOTOPYKCYCHOM KMUCJIOTOM. SJIOLMIO
JMHAKJIOTMAA M POACTBEHHHX JMHAKJIOTMAY BeNeCTB BHIIOJHAIM IIPU
rpamgueHTe oT 0% mo 47% IIOB 3a 28 MMHYT C TOCJeOyllMM BEOPOCOM

no 100% II®B 3a 4 MMHYTH C S5-MMHYTHBEM yIOepxmuBaHueM nopu 100% IIOB

OJIS IIPOMBIBAHMSA  KOJIOHKM. [IoBTOpHOE YypaBHOBeENMBaHME  KOJIOHKU
BHIIOJIHAJIM IIyTeM BO3BpaTa - 0% IIO0B 3a 1 MMHYTY C nocienywommm 10-

MUHYTHEIM yOepxuBaHMeM opu 100% IIOA. CKOpOCTH IOTOKa COCTaBJidja
0,6 MI/MMH, a IeTeKLMoO NPOBOIMJIM IpMU HoMomy Y@ mpu 220 HM.

[MpoBel @OJj4a aHajM3a TOTOBUIM IIYyTeM IOOABJIEHMI COLNEPXMMOTO
KalcyJl JIMHAKJIOTHUIOAa oo 0,1H. HC1 c IoJIyueHreM IeJIeBOM
KOHIleHTpaluuu 20 MKT JMHAKJIOTHIa/MiI. 100 MKJI ODaHHOTO pacTBOpa
BIIPEICKUBAJIM B KOJIOHKY .

ComepxmuMoe JIMHAKJIOTH A N3Mep AU nyTeM onpenejyieHusa
KOHLUEHTpaluM JIMHAKJIOTHIOA B TIOJyYeHHOM IIpobe IO CpaBHEHMD C
aHaJIOTMYHO I[IOOI'OTOBJIEHHEM BHENHVM CTaHIAPTHEM JIMHAKJIIOTUIOM.

[TouMep aHajJM3a JMHaKJIoOTMIOa IIpK I[omomy B3XX TI[okasaH Ha

durype 1, roe “OKMCIeHMe” OTHOCUTCHA K IIPOOYKTY OKMUCJIEHUA



JIVHaKJIoOTHUIAa,

VIMVMHHOMY

MPOOYKTY

“oopMasboernn—uMmuH"”
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JIMHaKJIOTMOa, a

IIPOOYKTY I'MAOpOoJIM3a JIMHAKRJIOTHIIA .

OTHOCHUTCHA K

“I'uonposms”

bopmManbonermun—

OTHOCHUTCHA

OpuMep 22: AHaAIU3 CTAOMIBHOCTM KOMIIOBUIIMM JIMHAKIOTHIOA

Hoiis

XKeJIaTMHOBEIE KallCYJIEI

KOMIIO 3MLIMIM,

By TeUIKM comepxalin 1-2 1T pgecukaHTa M ObBUIM VHIOYKIMOHHO

TpaHyJ. UYeTepe
OV TBUIIKM .
TepMeTUSUPOBAHEH.

mecTrn MeCAILleB.

ConepxaHue

POOCTBEHHEX JIMHAKJIOTHMIOY BelleCTB M3IMepAJIN,

HaOJIHAIM OPpUOIM3UTEIBEHO 225 MI' aKTMBHEX

HaIlOJIHEeHHEIe

UVMCTOTY

[pencTaBJIeHHEX

KRallCyJIEL

JIMHaKJIOTMna,

[TpuMmepax

rioMenmajin

ByTeUIKM xXpaHuau 1npu  40°C/75%

a TaKxe

OB B

B ofmeM,

1-15 mu

IIJIaCTUMKOBEIE

Kakr OIIMCaHO

B llpmMmepe 21 mimM OIpM [IOMOWM SKBUBAJIEHTHOI'O cliocoba. PesyJibTaTH
npencrasjeHsl B Tabimue 7.
Tabmuua 7
[ToumMmep | AHaIMU3 [Inomane % Hpu nomomy BIXX
[Macc./ JIMHaAKJIIO— OxucJiie- Tmoponms | dopmalibne—
Macc.] % o (S HUe TVIO-VIMVH
IepBOHA- IepBOHa-—
YaJIbHOTO YaJIbHOTO)
1 107,56 96, 88 0,11 0,24 0,19
(99,13)
3 98,87 97,36 0,07 0,52 0,15
(99,42)
4 95,67 95,61 0,10 0,16 0,24
(97,83)
5 103,41 95,87 0,07 0,25 0,24
(98, 68)
6 99, 46 93, 64 0,14 0,70 0,55
(95, 51)
7 98, 64 93,44 0,45 1,45 0,63
(95, 36)
8 92,81 88,20 0,37 1,85 0,49
(94,90)

17,

TeUeHN e

KOJIMYEeCTBO
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9 93,53 93,81 0,2 0,41 1,06
(96, 55)

10 77,12 84,85 0,37 0,29 4,45
(87,77)

11 85,73 89,009 1,18 0,49 1,38
(91, 63)

12 33,60 41,98 HemT HeT HeT maHHEIX
(43,15) IaHHBIX IOaHHBIX

13 87,69 91,921 1,98 0,74 0,86
(94,01)

14 86,94 90,59 0,25 0,54 1,23
(92,70)

15 87,71 87,54 0,24 0,66 1,67
(93,24)

17 98, 94 93, 65 ND 0,32 0,73
(95,16)

IS KOMIIO3ULMM, IIpeIcCTaBJIeHHOV B IllpuMepe 16, XeJJaTUMHOBEHE
KalCcyJiel HaloJIHAJIM NOpubiausuTesbHo 113 Mr o0mero KOJMUECTBAa
TpaHyJl. 35 HaNOJIHEHHHX IPaHyJl [IOMeMaJy B ILJIAaCTUKOBHE OYTEJIKU.
By TEUIKK conepXxan 2 T DeCHUKaHTa u OB VMHIOYKIVOHHO
TepMeTU3VPOBaHLE. BYTHUIKM XpaHuiau npu 40°C/75% OB B TeueHue
OIHOTO Mecdla.

ComepxaHVe ¥ UMUCTOTY JIMHAKJIOTHIA, a Takke KOJUUECTRBO
POICTBEHHHX JIMHAKJIOTUIOY BemecTB M3MepsalIM, B OCHOBHOM, Kak
onucaHo B llpumepe 21 wiM IOpM IIOMOIM BSKBMBAJIEHTHOT'O crocoba.

PesysibTaTH NOpencTabJieHH B Tabjuue 8.

Tabmuua 8

[ToumMep | AHaIU3 [nomane % Hpu nomomy BIXX

[Macc./ JimHaxgioTun | Okuciie—- | I'mopoJns | dopMajibne-—

Macc.] % (% HHUe I'VIO-VIMVH

IepBOHA- IepBOHa-—

YaJIbHOTO YaJIbHOTO)
16 97,01 97,12 <0,1 <0,1 0,34

(99,79)
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NpuMep 23: BHOJEHME M IIOJIYYEHME NPOOYKTA I'MIPOJMS3a JMHAKIJIOTHUIA

HpOHYKT I'MopoJjirMsa JIMHARJIOTHIOa IIoJIydaeTCAd IIpM IIpeBpalleHNNM
Asn B 7 TIIOJIOXEHUM B Asp (HymepauMH JIMHAKJIOTHUIOAa HauMHaeTca c 1

npm N-koHuLeroM Cys). Ero CcTpykTypa IlIoKas3aHa HUXe:

H-Cys- Cys-GIu Tyr-Cys- Cys Asp-Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH
S-S T S=§—

S-S

HpOHYKT I'MopoJiM3sa JIMHAaKJIOTHIOa OBUJI He3aBUCHMMO CUHTEe3MpPpOBaH

OJI9 TOIOTBepPXIeHUS UIEHTUUYHOCTM C MCIOJIb30BaHMEM CTaHIapTHHX
TBEPOOPAa3HEIX METOIOOB CHMHTEe?3a IelTHUIOB. [lpomykT TUOPOJIM3a
JIMHaKJIOTHIa  MOXeT  OHTb Takxe IIOJyYeH OpyImMMM  CclIocof®amu,
M3BECTHEIMMU W3 YPOBHS TeXHUMKM, HalpuMMep, IIyTeM BHIOEJIeHUS U3
IpernapaToBR JMHAKJIOTUIA IIPM TIIOMOIM XPOMaToTpadMUeCKMX CIOoCOOOB
MM PEeKOMOMHAHTHOM DSKCIPEeCCUM HYKJIEMHOBOM KUMCIJOTH, KOIOMPYIIeMn
NIPpOOyKT THIOpoJM3a JHMHakJoTurma (Cys Cys Glu Tyr Cys Cys Asp Pro
Ala Cys Thr Gly Cys Tyr), HeoBd43aTeJIbHO C  IIOCJeOylrM
OKMCJIEHVMEM LMCTEMHOBEX OCTaTKOB C o0pa3oBaHMEM OUCYJIEQUIHBIX
cpAazen.

Hpmmep 24 : BHOgeJieHME U IIQJIyYeHne @OpMaHbﬂePMﬂ—MMMHHOPO IIPOOYVKTA

JIMHAKJIOT OA

@OpMaﬂbHePMH—MMMHHHﬁ IIpoOoyKT IIOJIydaeTCA Ipm HO6aBHeHMM
VMMHa K N-koHUeBOMy CVysS (Cysl) nocpencTrsoM OdopMalsibOeTlnn—
oroCcpenoBaHHOM peaxkuun. IIpenynaraeMasa CTPYKTYPa IpoOyKTa

IIpmBelleHa HIMXe:

H,C=Cys- Cys -Glu-Tyr-Cys- Cys -Asn-Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH
| e Pa—

S-S S-S

@OpMaﬂbHePMH—MMMHHHﬁ IIPOOYyKT JIMHaKJIOTMIAa OBJI He3aBUCHMO

CMHTes3sMpPOBaH MOJIA TI[OATBEepPXIeHUS MIOSHTUUHOCTM MIyTeM peakKluu
JIMHaKJIOTMOa C odopMasgbnermmoM (1l:5 MOJSAPHOE COOTHOLIEHME) B
abCoOJIIOTHOM 3TaHOJIe IIPpM KOMHATHOM TeMIepaType B TeueHMe 4 IOHeH.
OdopMaJlbOeTUI-~VMM/HHEY OPOOYKT MOXeT OHTE TakXe I[IOJIydeH OPpYIUMU
crnocoBaMM, M3BeCTHEMM M3 YPOBHA TexXHUKM, HalpuMep, NOyTeM
BHIEJIEHUSA nus opernapaToB JIVHAaKJIOTUIAa c JCIIOJIb30BAaHMEM
XpoMaToTrpadmMuecCKMx METOHOB WM XUMUUECKMM [IeldTHUIHEM CHUHTEe30M

mJinm peKOMGMHaHTHOﬁ SKCHpeCCMeﬁ HyKHeMHOBOﬁ KMCIIOTEI, Konmpymmeﬁ
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JIMHAKJIOTHIO, C IIOCJIedYyKIMM @OpMMﬂMpOBaHMeM, Kak OIMCaHO B IaHHOMU
3aABKe, WJIM IOIpYyI'VIMU criocobamMmr, M3BECTHHMU U3 YPOBHA TeXHUKIH,
HeoO43aTeJIbHO C IIOCJenNyK VM OKMCJIEHMEM LMCTEMHOBEX OCTAaTKOB C
O@paBOBaHMeM OUCYJIEQUIOHEIX MOCTUKOB.

[IpyMep 25: BuIOeJIeHME M IOJIyUYEHME MNPOOYKTa OKMUCIISHMST JMHAKIOTMIA

[IpOOYKT OKMUCJIEHUA JIMHAKJIOTHIA UMeeT MOJIEKYJIAPHYK Maccy
1542,8. TIlpoOyKT OKMCJIeHUsa, HauboJiee BepoATHO, obpal3yeTcs IOIpu
no6aBJIeHMM OIOHOTO aToMa KMCJIopola K OOHOMY M3 MeCTM aTOMOB CEepH
UMCTEeMHMJIa B JMHaKJOTHOe. OOHa M3 BO3MOXHHX CTPYKTYP OPOIOYyKTa
IokasaHa HWXe, XOTsS CclIeluuaJucT B OaHHOM 006JacTM OCO3HaeT, UTo
aToM KMCJIOpOIa MOXeT OBTh IMIPHMCOeOMHEeH K JIOOMYy M3 OPYI'MX [IATU

aTOMOB CeEpPEHL:

H-Cys- Cys Glu-Tyr-Cys- Cys -Asn-Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH

| ss S-§— |
/ S-S

o)

IOj1g T[oOOepXKM TaKoW UIeHTUOMKALUM, IIPOOYKT  OKMCJIEHUA
JIMHAKJIOTHIOAa OBJI IIOJIYUYEH IIYTEM pPeaKUMM JIMHAKJIOTHIAa C IIePOKCHUIOM
Bomopoma (3% BOOHLIM) IIPM KOMHATHOM TeMieparype win npu 40°C B
TeueHre OO 24 YacorB. IIOJIYYeHHEM B pesyjbTaTe NPOoOyKT oboramaim
B IPpOOyKT oOkKucjeHusa Ha 1-10%. IIpoOyKT OKMUCIIEHMSI JIMHAKJIOTHUIA
MOXeT OBTh TakXe IIOJIyYeH IpyIMMM crocofaMy, M3BECTHEMM U3
YPOBHA  TEeXHUKU, HalpuMep, IyTeM BHIOEJeHUMA U3 I[IpellapaToB
JMHaAKJIOTHIAa C MCIOJb30BaHMEeM XpoMaTorpadUUuecKuMx MeTOIOB WMJIM
XVMUUECKUM IelNTUIHEM CHUHTE30M WMJIM PeKOMOMHAHTHOM BKCIpeccuen
HYKJIEMHOBOM  KUCJIOTHI, KoOupyome  JMHaKJIOTUI, C IOCJenyKolyM
OKMCJIEHMEM LMCTEMHOBEX OCTaATKOB C ofOpas3oBaHMEM OUCYJIbOUIHBX
MOCTMKOB C IIocJenywnmel peakluel JIMHAKJIOTHMIA C I[IepPOKCUIOM
BOIOpOIa WJIM aHaJIOTMUHEIM aleHTOM OKUCJIeEHMS C oOpas30BaHUEM
NIpOOyKTa OKMCJIEHUS JIMHaKJIIOTHIA .

IpuMep 26: dopMupoBaHME TaBJIEeTKM JIMHAKIOTHIA

I'paHyJISaUs B TCEBIOOXIKEHHOM CJIOE

JImHarjgoTun, CaCly, JeVUMH ¥ OOJIUBUHUINMPPOJIMIOH (IIBII) K30
pacreopsasm B 0,0001N HC1 c ofOpasoBaHMeM IIOKPOBHOI'O pacTBoOpa
(cMm. Tabamuuy 9). lV3omMalbT 3arpyXajlld B COCYI IICEBIOOXMKEHHOTO

cJo4. [Ipu IICEeBIOOXVKEHUU ropomKa u3oMalbTa, pacTBop
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JIEKAapCTBEHHOTI'O BeleCTBa PacCIIBUIAJIN CBEepXy I1pm CKOpOoCTH,

cocrTaBuswomer ~10T/MMH, [OpM TeMIepaType IIPOAYyKTa, COCTAaBJIALIEN

~40°C 1Jsa TIOKPHITMSA IIOPOMKOOOpa3HEIM I[IOKPOBHEIM pacTBOpOM. Ilocie

OKOHUAHMA pacCIllElJIeHV A, TIT'PaHyJIE JIMHAKRJIOTHMIa BEHCYIVBaJIMM B TeUeHNMe

30 MMHYT ¥ HOPOOYKT BHITPYXaJu.

Tabmuua 9

[Ipumep KomnuecTtBo | Kosm— KommnuecTBo | Konmnuec-— KosmmmuecTBO

KaTMOHa YeCcTBO cBA3yLle— TBO HaIoOJIHUTEe—

[ ] aMmHa inle} JIMHAKJIO— Jig

[ ] BellecTBa TIa

26A CaClz ‘2H2 Jlenumy PVP K30 3,08 T N3oMaJibT

O 15,4 r 6,9 T 40 T 935 1

[60] [30]

Indochar kadvlUMsa miamM Avicel Takke MCIOJL30BAJIM B KauecCTBe
HAIOJIHUTEJA OJIS TPaHYJALMM B IICEBIOOXKEHHOM CJIOe.

BraxHas I'paHYJSaIUs

JIMHAKJIOTUI B3BEMMBAJIM M PACTBOPAIM NpU IIepememyBaHuy B 250
r 0,1 N HCl (pH 1,7)

10).

c obOpa3oraHuMeM pacTBopa 1 (cMm. Tabauiy
CaCl, m JeMUMVH B3BelMBAJM M PacTBOPAJIM IIPpU IIepeMelMBaHUM B
100 r 0,1 N HCl obpaszsoBaHMeM pacTeopa 2. PacrtBop 1 M pacTBOp 2

CMelMeaJsiM BMeCTe M IIpM IlepeMellMBaH1M C O@paSOBbIBaJ'H/I HOKpOBHOVI

pacTBOop. Avicel pobaBjsaaM B COCyI TIpaHyJsaTopa C  OOoJbIMM
yCWJIeHreM cOBuIa. IlpM BocymmMBaHuu Opu 500 00./MMH., IIOKPOBHEIL
pacTBoOp noBaBJIAaIIn B Avicel. Ilocae OKOHUaHUA no0aBJIeHU A
pacTBOpa, TpPaHyJH CMelMBalM UM »OpoduiIM B TeueHMe 1 MMHYTH.

[IoJIlydeHHEEe BJIaXHHBE T'PaHYyJIE 3arpyxXajlm B COCYyIO IICeEBIOOXMXEHHOI'O

CJIOA n BEICYIIM B aJIN B TedeHVe 15 MMHYT, a 3aTeM I'PaHyJIE

JIMHaAKJIOTVIOa BEIPYXaJll.

Tabamua 10

[Ilpumep | KommmuecTBo | KosmmuecTBo | KosmuecTBo | KojimuecTBO | KOJIMUECTRBO
KaTMOHa aMrHa CBASYWRUIETO | JIMHAKJIOTHK] | HalOJIHUTEe—
[ ] [ ] BellecTBa a 54

26B CaClz -2H20 | Jlemumu Hem 1,54 o M3oMaJib T
7,68 1 3,42 1 IOaHHEIX 488 ©
[60] [30]
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B dopmyJie BJAXHOM TIPaHYJALMM, MOJAPHOe cooTHomeHMe CaCl: u

JeVlMH U JIMHaKJIOTHMIAa YCTaHaBJIMBaJIM B OuanasoHe 60-100 m 30-50,

COOTBETCTBeHHO. Takxe, B OINHOM M3 IIPMMEPOB HODABJIANIM CYKPO3Y.
(Cm. Tabmuuy 11).
Tabmuua 11
MTpu- CTabuJIbHOCTD HamnoJsiHuTeJIb CaClz:Leu: | Cykposza HC1
Mep (JImuaxkjgoTuna/ JIMHaKJIO-
HanoJsgHuTe ) T
26C 600 Mxr/225 Mr | Avicel 60:30:1 OrcyTcT- 0,1
BYyeT N
26D 600 Mxr/225 Mr | Avicel 80:40:1 OrcyTcT- 0,1
BYeT N
26E 600 Mxr/225 Mr |Avicel 100:50:1 OrcyTCcT- 0,1
BYyeT N
26F 600 Mxr/225 Mr |Avicel 60:30:1 5% 0,1
N
CocraBJieHue TabJETOK
T'paHyJiEl JIMHAKJIOTHIA CMEeNMBaJlM CO CJeOYIVMY HAIlOJIHUTEJIAMA

(cm. Tabauuy 12) U CHpecCOBHBaAJIM B TabJIeTKM TBEPOOCTBI ~4 KII.

Tabauia 12

OYyHKIM S Macca B 200 |Macca B 400 |Macca B 800 |Macca B

MHTpenOueHTa | MI' TabjleTKe | MI' TabjleTke | MI' TabjeTke | 1600 M
co 150 wmMrr|co 300 wMxr|co 600 MKD | TabjeTke CO
JIMHAKJIOTUIA | IMHaKJIOTHUOAa | JIMHakJjoTruoa | 1200 MKT

JVHAKJIOTHIA

T'paHyJIE 53,4 wMmT 106, 8 mMr 213,6 MT 427,22 wMr

JVMHAKJIOTHIA

ADU

NzoMalieT 134,1 wMr 268,2 MT 536,4 Mr 1072,8 wMT

HanojmHMTeJb

TabJIeToK

KpocnoemmoH | 10 M 20 M 40 MT 80 mMr

ATeHT

pacnana
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CreapaT 1,5 Mo 3 ™MD © MT 12 MU
MaTHMA
CMmaseBawilee

BemeCTBO

Tanbpk 1 MT 2 MDD 4 wMr 8 MT

I'mmgauT

Bcero 200 MT 400 wmMT 800 mMr 1600 mMr
CYyXOoTO

BemeCTBa

N3omMmaJgeT, KpaxmaJl 1500 WU oudpocharT KaJlbLUMA Takxe
MCIIOJIb30BAaJIM B  KadecTBe  HAIoOJHUTeJd  TablJleTok, ncxonmsa — mU3
IPpUBEeNeHHOM Bume GopMyJiHl (cM. Tabauuy 13).

Tabamua 13

I'panyngaumsa Hanojsuuress | CaClz: HamosiHMTe b TabJIeTOK
JIeVLIMUH ;
JIMHaKJIOTU

[ICEeBOOOXIMXKEHHEM | M30MAaJILT 60:30:1 n30MaJibT

cJjiom Kpaxmajy 1500

oupochaT KaJgbLUd

[IceBOOOXMXEHHEM | Avicel 60:30:1 Kpaxmaj 1500
CJIoM

BitaxHoe Avicel 100:50:1 kpaxmaj 1500
TpaHyJIMPpOBaHue

BiaxHoe Avicel 60:30:1 KpaxmaJ 1500
TpaHyJIMpOBaHue +5% CYKpO3H

Uepes nOBe HeleJM xXpaHeHusa nOpm 40°C m 75% oTHOCUTEJILHOM
BJI&XHOCTH, BCe TabJIeTKM, OIMCaHHEEe B Tabiuue 13, [OpPOABJIIAIM
AHAJIMTUUYECKME BHAUYEHMA JIMHAKJIOTUIA, I[IpeBHmawnmue 90%.

OpumMeps 27-53: HNonydyeHMEe KOMIIOBMUIIMM JIMHAKIJIOTHUIA

Komrnosuunm JmrHakKJIOTHUOA, IpuBeleHHEle B IlpuMepax 27-53, OvBIIK
[IOJIYYEHH, B OCHOEBHOM, KakKk  OIIMCaHOo B CxeMme COCTaBJIEHUA
xkoMmnozuuuu A u IpuMepax 1-15. IIOKPOBHHM pacTBOP JMHAKJIOTHUIA
comepxasi 0,7% CBA3yKIEeI'0 BeMNEeCTB (mMacc./06.), U TIOKPOBHLI
pPacTBOP pPacCHBUIAIM Ha TI'paHyJe Celphere CP-305, KkKak OIMCaHO B

[Ipumepax 1-15. B Tabmmue 14 npencrTabBJIeHH THUII KaTMOHa, aMMHA WK
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HallOJIHMTEJIA Hapdoy C UMX MOJIAPHEIMM COOTHOIMEHMAMM OTHOCUTEJIBEHO

JVMHaKJIOTUIOa, a TakKXe TUIl MKCIOJbB3YeMOTI'O CBA3YKIeI'0 BellecTBa, B
TO BpeMaA Kak B Tabmmue 15 OpencrTaBJeHB YCJIOBUA, IIPU KOTOPHX
TPaHyJIEl OBUIM IIOKPLHITEHL
Tabmmuua 14
MTpu- KaTnon AMUH MoJidpHOe Ceasywiee HDobaBp-
Mep COOTHOIIEH | BEIeCTBO Ka
ne
27 CaClz+2H>0 -= 20:0:1 T'nnpowmesi- -=
Josza
28 MnClz+4H20 -= 20:0:1 T'mnpowmei— -=
Josza
29 KC1 -— 20:0:1 T'nnpowmesi- -=
Josa
30 Al1Clz*6H20 -= 20:0:1 T'mnpowmesi— -—
Josza
31 CaClz+2H>0 JlemunH 60:30:1 T'mnpowmesi- -=
Josza
32 Ca JlemunH 60:30:1 T'mnpowmesi- --
aJIbTMHAT Jlosa
33 CaHPO4 JlemnH 60:30:1 T'unpowmeJi- -=
Jlosa
34 Ca crTeapat |Jleuuu 60:30:1 T'mnpomen- -=
Josza
35 CaS04°+2H20 JleninH 60:30:1 T'nnpomesi— -=
Josza
36 Zzn (OAC) 2 Jevinmu 60:30:1 T'mnpowmei— -=
Josza
37 CaClz*2H20 VzoyenumH 60:30:1 T'mnpowmesi- -=
Josza
38 CaClz*2H20 Basnmu 60:30:1 T'nnpomesi— -
Josa
39 CaClz+2H>0 MeTHMOHUH 60:30:1 T'mnpowmesi- -=
Josa
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40 CaClz*2H20 Qdenmyiana- 60:30:1 T'mnpowmesi— -=
HUH Josza
41 - T'mcrunuy 0:20:1 T'mnpowmesi- --
Josa
42 -= Tpunrodan 0:20:1 T'unpowmeJi- -=
Jlosa
43 CaClz*2H20 -= 0:20:1:20 | I'mnopomMeJi— Buramm
(BUT. E) Jo3a H E
44 -- 1- 0:20:1 T'nnpowmesi- -=
AMVHOLMK— Jio3a
JIOTeKCcaH
KapboHOBAaA
KMCJIOTa
45 -- InKJIOoTreK- 0:20:1 T'mnpowmesi- -=
CUJIaMUH Josa
46 -- 2-MeTmiiby—- | 0:20:1 T'mnpowmesi- -=
TUJIaMVH Josza
47 - XUTO3aH 0:20:1 T'mnpowmesi- -=
Josa
48 CaClz+2H20 Jlemunu 60:30:1 [MommMBUHMII- | ——
IVPPOJIMIOOH
49 CaClz*2H:20 JleMuuu 60:30:1 MeTuin -=
LeJJIojiosa
(Methocel
Al5)
50 CaClz2*2H20 Jevinmu 60:30:1 T'moporcu— -=
[IPOIINII
L& JIJII0JIO 3B
51 NaCl -= 20:0:1 T'mnpowmesi— -—
Josza
52 CaClz*2H20 JlemunH 60:30:1 KejmaTmu -=
53 CaClz*2H20 Tnnumy 60:30:1 T'mnpowmesi— -—
Josza
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* “KaTmon”
KOTOPYK IIPUMEHAIM B IIPUMEPE,

3aTPYIOIHEHHOMY II€PBUYHOMY aMMuHY,

OTHOCUTCA K KaTHMOHY,

KOTOPHIM COOEpXUTCH B COJIHU,

“AMMH” OTHOCUTCH K CTepUUeCKU

OTHOCHUTCA K MOJIAPHOMY COOTHOIEHMIO

KaTHMOH : aMMH : JIMHAKJIOTUI : o0aBKa

(ecmy HOPUMEHMMO) .

“MoJjigpHOe COOTHOoWeHMe”

Tadbamuia 15

[Ipumep Temnepa | BxomHasda CkopocCTb JaBJjeHne BO3 Iy IHbIM
TYpa TeMnepa- pacmneuie- pacnsleHnsa MIOTOK
pacnel— Typa (°C) HUA (psiqg)

JleHud (m/MMH)
NpoIOy K-
Ta (°C)

27 25,1- 37,0-50,1 0,44-0,62 |20 Huskuin
35,1

28 24,1- 37,3-50,9 |0,30-0,61 |[18-20 Husknin
35,8

29 28,1- 37,6-47,8 0,50-0,63 |18 Huskui
34,7

30 29, 8- 33,9-50,2 0,32-0,47 |20 Huskmin
35,0

31 25,5- 34,6-50,4 0,40-0,61 |20 Husxum
35,1

33 30,4- 38,7-51,0 0,48-0,52 |20 Huskuin
35,2

35 29,9- 37,8-50,4 0,37-0,76 |20 Husknin
34,9

36 29,9- 38,0-50,1 0,38-0,50 |21 Huskuin
35,4

37 27,3- 36,2-50,1 0,45-0,54 |20 Huskuin
34,9

38 27,6- 36,9-47,3 0,43-0,66 |20 Huskuin
36,2

39 30,1- 40,6-47,1 0,30-0,48 |20 Huskun

35,8
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40 31,7- 41,3-51,0 |0,40-0,67 |18 Husxkwu
37,5
41 29,4- 41,7-49,5 10,48-0,53 | 20 Husxumi
36,2
42 31,0- 42,4-51,2 0,52-0,64 |20 Husxui
38,6
44 31, 0- 39,5-48,8 0,40-0,46 |18 Husxui
37,6
45 28,7- 37,1-49,2 0,49-0,61 |18 Husxmut
36,5
46 28, 6- 37,1-47,2 0,39-0,53 |18 Huszxkmt
35,2
47 33,4- 40,6-48,5 |0,48-0,47 |18-26 Husxkut
38,7
48 31, 6- 41,6-46,77 0,36-0,72 |18 Huskut
36,1
49 28,5- 36,8-48,1 0,45-0,51 |18 Husku
36,5
50 27,9- 37,1-48,6 | 0,35-0,60 |18 Husxumi
36,4
51 29,3~ 36,7-49,2 0,42-0,55 |18 Husxui
37,9
52 29,8- 36,1-49,1 0,44-0,54 |18 Husxmi
36,3
53 28,9- 36,5-47,77 0,45-0,52 |18 Husxut
35,8
ObpabaTeHBaeMeEle BJIEMEHTH MCIHTHBAJIM BO BpeMfd pPacCIBUIeHMs Ha
TPaHyJIEl, HaOpuMep, 32 (albI'MHAT KaJblusg), 34 (cTeapaT KaJblMAg)
u (CaClz:BuTaMmmu E). Taxkum o6pasoM, IIOKPOBHEM pPacTBOP
cMemmBaJiM C I'paHyJiaMn Celphere m BHCylMBaJM T'PaHyJIEL Ha JIOTKE.

Npymep 54: AHanmu3 CTaOBMIBHOCTM KOMIIOBUIIMN JIMHAKJIOTHIOA

KOMIIO 3ULIMM, npencTaBJIEHHBIX B [IprMepax
KeJIJaTMHOBEE KalCyJIB  HAIOJHSAJIM [OIPUOJIM3UTEJIBHO 225 MDD
KoJIMUueCcTBa TpaHyJ (600 MKT' JMHaKJIOTMOa/Kamncysa) .
HaIllOJIHEHHEIX TpPaHyJl IIOMellaliM B ILJIaCTUKOBHE OYTHUIKH.

27-53,

oBuero

By TEUIKM
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comepXxaJin 1 I OecCHMKaHTa ¥ OBUIM MHOYKUMOHHO I'epMeTU3VPOBAaHH.
ByTBUIKM XpaHunm npu 40°C/75% OB B TeueHMe Tpex MeCcdleB WIn
meCcTU MeCAlLEeB.

Comepxmumoe JIMHAKJIOTULA (MKT/MT') 1z [IPOLIeHT
XxpoMaTorpadnuuecko UYMCTOTH ($CP) m3MepsaiM, B OCHOBHOM, Kak
onmcaHo B IlpuMmepe 21 wMiIM [IpM [IOMOWM SKBMBAJIEHTHOT'O CIocoBa.
PesyJbTaTH HOpeldcTabJieHs B Tabiuile 16A (Tpu Mecsdla CTabMIBbHOCTH)
unm Tabimile 16B (mecTs MecslleB CcTabMJILHOCTHU) .

Tabamuila 16A

[TpumMmep AHaamz % CP % CP
[Macc./macc. ] [% IIepBOHAYAJIBHOTO]
IepBOHAYAJb—

HOTO ~

27 96, 30 93, 98% 98,07

28 96, 82 93,59% 96,07

29 101, 56 92,71% 95,140

30 109, 06 93,07% 95,76

31 103, 59 95, 98% 99,12

32 66,53 82,66% 85,27

33 96,81 91,94% 93,55

34 30,75 55,47% 56,88

35 101, 37 93,07% 95,02

36 105,27 91, 49% 93,45

37 109,22 95, 73% 97,99

38 99, 24 95, 79% 97,59

39 95,22 95,76% 97,82

40 102, 98 95, 68% 97,60

41 110,92 94,03% 96,30

42 120,05 88,57% 91, 65

43 58,51 70,99% 74,06

44 98, 83 93,84% 96, 88

45 91,72 90,07% 93,71

46 90,17 89,45% 91, 67

47 105,70 88, 59% 91,31
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48 106,92 95,11% 97,62
49 96,48 94,62% 96, 60
50 112,30 95,86% 98, 98
51 102,92 91,80% 99,79
52 108,12 83,10% 86,80
53 104,22 95,25% 97,95

* BaprabeJIbHOCTL 3BHadYeHMuM OJIS aHaJluza [Macc./Macc. %
[IepPBOHAYAJILHOTO] OTpa)xaeT HEelOJIHBM KOHTPOJIE OOHOBHAUHOCTU
COOEPXMMOTO TakKMX HapTUM KalcyJ, KOTOpPHEe MNPOM3BOOAT B MaJbX

MacmTadbax.

[lpenmojiaraeTcs, dYTo 0O0JiIee HU3KYHD CTabWMJIBHOCTB, KOTOPY
Habmomaaru OJg TakKux Opod, MOXHO OOBACHUTEL  CJIOXHOCTAMU, C
KOTOPHMM BCTpedYaJIMCb BO BpeMda o0OpaboTkM M IIpM I[OIpolenype
pe3yibTUupymel MoauouimMpyome obpaboTky, Hamopumep, 32, 34 u 43
(cM. BbBmIE) .

Tabamia 16B

[ToumMmep | AHaJIUS3 [Inomans % Hpu nomMomym BIXX
[Macc./ JIMHaAKJIIO— OxucJIie- Tmoponms | dopmalibne—
Macc.] % ™™o (% HUe TUO-VMUH
[IepBOHAa- IepBOHa—
YaJIbHOT'O YaJIbHOTO)
27 91, 58 89, 68 0,09 0,60 1,59
(93, 58)
28 93, 36 88,44 0,24 0,41 1,55
(90,78)
29 93,73 87,79 0,18 0,53 1,82
(90, 34)
30 108,63 93,93 0,39 1,11 0,44
(96, 65)
31 94,53 86,83 - 0,41 0,98
(89,67)
32 69,28 73,15 0,97 1,93 1,69
(75,46)
33 88,91 85,96 0,97 3,86 0,17
(87,46)




34 77,37 70,42 0,67 0,99 1,78
(72,21)

35 95,34 88,85 0,39 1,80 0,33
(90, 71)

36 102,83 87,27 3,31 1,86 0,21
(89,14)

37 99, 33 87,23 - 0,59 0,25
(89,29)

38 93,97 86,27 - 0,42 0,45
(87,89)

39 87,78 85,23 - 0,40 0,31
(87,07)

40 94, 36 86,28 - 0,46 0,41
(88,01)

41 104,28 90,04 0,33 1,61 0,52
(92,22)

42 117,92 76,85 0,14 1,21 0,10
(79,52)

43 54,21 59,54 5,92 4,44 1,83
(62,12)

44 92,56 90, 24 0,16 1,47 0,54
(93,17)

45 76,23 79,57 0,17 0,87 1,22
(82,78)

46 73,07 78,92 0,51 0,66 0,65
(80,88)

47 97,65 82,73 0,92 0,60 2,68
(85,27)

48 93, 94 85,24 0,05 0,69 0,20
(87,49)

49 51,65 63,46 0,96 0,58 2,24
(64,79)

50 104,75 92,061 - 0,38 0,48

(95,62)
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51 94,15 88,19 - 0,58 1,35
(92,01)

52 100,06 72,81 0,06 0,49 0,41
(75,62)

53 95,74 89,80 0,06 0,36 1,40
(92,35)

BHaueHUd XpoMaToTrpaduuecKo¥ UMCTOTH, HalpuMep, 27-53 uepes
eCcThb MeCHleB Ka3aJIMCh HETUIIMUHO HU3KKMM, B OCOOEHHOCTM B TOM,
UTO KacaJloCh TpexXMeCSAUHOT'O Ileprola BpeMeHM IJId TakKux I[IpoD.
OTHOCHUTEJILHEE TeHIeHIWN 50dekTOB CTadbuiIm3alumun VI
DecTadmamMs3alumy MOTyT  OBHTB  YCTAHOBJIEHH IIyTeM CpaBHeHUd C
Ipumepom 27 wu llpuMepoM 31 Kak DKCIEePUMMEHTaMy BHYTPEHHUX
CTaHOapTOB, HOJA KOTOPHX 3HAUeHMsa XpoMaToTrpadrnuecKoM UMCTOTH
OpUBIN3UTEJIEHO  Ha 6-8% HMXe Tex, KOTOPHE TIOCJeNOBaTEeJIEHO
HaOmooaau B IOpyI'MX MCCJIeOOBaHMAX, KOTOPHEEe IIPOBOOWIIMCE (CM.,
HanpuMep, llpumepH 2 u 9). DaHHEE 3a TpM Mecsala I[IpelCTaBJIeHH B
Tabmuue 16A, THOe Te Xe CcaMble KOMIIO3UMLIMM TIPOABJIAIT 0OoJiee
TUIIMUHEIE 3HaUeHMsa XpoMaTorpadMuecCKoM UMCTOTH. TakuM o6pas3oM,
HM3KME 3HadeHMd XpoMaToIpadMueCKOM UMCTOTH UYepe3 WMeCTh MeCAleB,
BEPOATHO, BEH3BAHH HeNOCTATOUHOM eMKOCTBI HOeCHUKaHTa uYepes3 MecThb
MeCslLeR OJS IaHHHX KOHKPETHHX YCJOBUM XpaHeHUA. HaHHY IUIOTEes3Y
IIONNEePXUBAT IIUKM  [IPUMecCel, KOTOpPEEe HabiomaluM ¥  KOTOPHE
ABJIAITCA IIoKa3aTeJIMM BO3OeMCTBMUA BJATHU.

Nprep 55: AHanms CTaBMIBHOCTM KOMIIOBULIMM JIMHAKJIOTHIA IPU

25°C/60% OB B TeueHMe 24 MecCsLEeB

IS KOMIIO3UIIMM, TIpedcTaBJIeHHHX B IllpuMmMepax 8-15 wu 17,
XKeJIaTMHOBEIE KallCyJEl HAIIOJHANY NPUOIM3UTEJIEHO 225 MI' aKTUBHEX
TpaHyJi. [I4Tb HaANOJIHEHHEIX I'PaHyJl [IOMelajiM B ILJIaCTUKOBHE OYTHUIIKN.

By TEIUIKM cooepxalin 1 r ITeCrKaHTa n OBLIM VMHIOYKIMOHHO

TEePMETU3VPOBAHE . BYTBUIKM XpaHWIM Opu 25°C/60% OB B TeueHue 24
MeCcALEB.

ComepXaHye ¥ UMCTOTY JMHAKJIOTMIa, & TaKXe KOJIUUeCTBO
POLOCTBEHHEX JIMHAKJIOTUOY BelleCTB W3MepsaJid, B OCHOBHOM, Kak
onmcaHo B llpumepe 21 wiM OIpM I[IOMOIM BSKBUBAJIEHTHOT'O cCIriocoba.

Pes3yJIbTaTH IpencTaBJieHE B Tabiuue 17.
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Tabamuia 17

[Ipumep AHaaus [Iomowans % npu nomMouy B3IXX
[macc./ JIMHaKJIO- OkucJiieHne | I'mgposans | dopMasibOoeTrnn
Macc.] $ Tun (% —VIMMH
epBOHa— rnepBoHa~—
YaJIbHOT'O YaJlbHOTO)
8 94,36 94, 58 0,21 1,26 0,53
(101, 7)
9 94,08 95,09 0,14 0,36 0,93
(97,86)
10 80,80 87,82 0,38 0,26 3,77
(90,84)
10a b 89,29 91,55 0,50 0,39 1,60
(94,95
10b 2) 88,41 91,19 0,44 0,34 1,61
(95,02)
10c 3 72,35 72,36 0,30 0,26 19,13
(75,76)
11 87,50 90,25 1,03 0,42 1,94
(92,82)
12 62,82 66,77 2,20 1,24 2,11
(68,62)
13 90,59 93,79 1,21 0,65 0,77
(95,93)
14 91,41 94,88 0,18 0,47 0,65
(97,09)
15 90,91 90,31 0,17 0,56 1,64
(96,18)
17 91,45 92,92 0,71 0,56 0,73

(96,81)
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1) Kaxk B 1mpumepe 10 C JOOHNOJHUTEJLHHM 3alUMTHLEM ITOKPHTUEM
Aquacoat (BOOmHasd  OUCIepcus DTUIILEJIJIIIIORE  Aquacoat, 15%
Macc./mMacc., FMC Biopolymer, ECD-30).

2) Kax B npumepe 10 C OOHNOJHUTEJILHBIM 3alMTHHM IOKpPHTHeM Opadry
(nncnepcusa Opadry AMB, 20% macc./macc., Colorcon).

3] Kax B npuMepe 10 C OONOJHUTEJILHHIM 3BallMTHHM [IOKPHTMEM
Fudragit (Eudragit E PO, Degussa, Roehm Pharma Polymers; SLS,

CTeapMHOBaAa KMCJoTa) .

OpuMep 56: CocTaBiieHMe TabJIETOK JIMHAKIJIOTHUIA M aHAJINUS3

CcTabMIEHOCTH

AKTUBHEE TI'PaHYJIE JIMHAKJIOTHIOA OBUIM IIOJIYYEHH I[IPM  IIOMOIIN
TpaHyJaIuMM B IICEeBIOOXIMKEHHOM CJIOe, B CYMeCTBEHHOW CTeleHM Tak,
Kak onomcaHo B llpuMepe 26 C MCIOJB30BaAHMEM pPeaKTUBOB, OIMCAaHHEX
B Tabmmue 18. I'paHyJiH JMHAKJIIOTMIOA CMellMBaJiM C HAaIOJIHUTEJISAMM,
onucaHHeu B Tabimue 19, u oOpeccopalid B TabljleTKM C TBEPLOOCTHIO
~4 KII.

35 TabjgeTox VYIAKOBHBaJIM B OYTEUIKY Ha 60 kyd.cm ¢ 5
TpaMMaMM IecHKaHTa ¥ xpaHwiau npu 40°C/75% OB B TeueHue 1o 3

MecdueB miu npu 30°C/65% OB B TeueHMe OO 3 MeCHALEB.

ComepXaHVe ¥ UMCTOTY JIMHAKJIOTHIa, a TakKXe KOJMUUeCTBO
POICTBEHHHEX JIMHAKJIOTUIOY BelleCTB M3MepsaJM, B OCHOBHOM, Kak
omnmcaHo B IlpuMmepe 21 wmiaM IOpM IIOMOMM SKBMBaJIEHTHOTO crocoba.
Pes3yJbTaTH NpencTaBJieHE B Tabiauue 20.

Tabamuiia 18

VHTpeIneHTH dyHKLIM A I'panyjsa, 150 MkT

JMHakJoTHuna/ 53, 7 MD

TpaHyJ
JIMHaAKJIIOTHUD AdU 0,15 Mmr
MaHHMUTOJI, HamnoJsHuTe b 50 MO
Qapmakoriesa CHIA TpaHyJl

(USP)

JleiuimH, ®apmakones | Craduiam3aTop 0,064 Mo

CIIA (USP)
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CaClz*2H20, CTabuamzaTop 0,72 Mo
OapMakories CIA
(USP)
[IBII K30, CeasyKinee 2,2 MDD
dapmakoned CIA BEIeCTBO
(USP)
HC1l pacTBOp (pH -= -=
2,5)

Tabmmua 19
VMHTpeIneHTH dyHKLIMA TabjieTrka (200 MO

ofmer MacCCH)
T'paHyJ Bl IMHAKIJIOTUIA IDevcTrRyoOIEE 53,4
BEleCTBO

NzomaneT, OQapmMakoneda CIA HarnoJsiHuTeJIb 134,1
(USP) TabJIe TOK
HaTpuil KpockapMeJlJios3a, ArTeHT pacnana 10
O®apmakornes CIA (USP)
CreapaT MarHuda, dapmakolled CMasmBawllee 1,5
CIIA (USP) BeleCTBO
Tanbk, ®apmakones CIA I'mmpaHT 1,0
(USP)

Tabmunua 20
YcioBue Bpems V3MeHeHUS B OBmmit

aHamze % pacrnan

40°c/75% OB |llepBoHavaibHOE 100 2,27
40°c/75% oB |1 mecsan 96,2 2,09
40°C/75% OB |2 MecsHALeB 102 2,15
40°C/75% OB | 3 mMecsHaua 99,5 1,52
30°C/65% OB | 3 Mecsaua 100,1 1,19

pumMep 57:

@OpIMMpOBaHMe KallCyYJIE JIMHAKJIOTHOA

KoMrnosuumda JIMHakKJIOTULAa,

IoJiydyeHa, B OCHOBHOM,

npencraBjieHHas B Ilpumepe 57,

KakKk oIMcaHo B IlpuMepe 16.

OwlIa

B Tabmuie 21
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[IpenCTaBJIEHE MHIPEOMEHTH IIOKPOBHOT'O pacTBOpa M MX TeOpeTUUeCKUEe
MaCCH (Mr/T) u (kr/mapTusa) OJI IIOJIHOT'O  pacTBoOpa T'paHyd
JIMHAKJIOTMIOa IIOKPHTHX CJOeM JIeKapCTBEHHEX cpencrtB. B Tabmuue 22
[IpenCTaBJIEHE MHIPEOMEHTHT UM  TeOpeTUUeCKMre  MacCCH (Mr/T) u
(kT /mapTUg) oJis [IOJIyYeHU g aKTUBHEIX TpaHyJI JIMHAaKJIOTHIA .
KoMmosuumo JIMHAKIOTHIA MHKAICYJIMPOBaM B TBEpPOHEE XeJlaTHUHOBEE
KalcyJiel, pasMep 2 (mMacca 61 MI'), B OCHOBHOM, Kkak OIMCaHO B
[IpumMmepe 20. 150 MKI KalcyJl JMHaAKJIOTHUIA colepXasM 56 MI' I'paHyJl
JuHakJoTrga (600 MKD JMHaKJOTMIa /225 MI' TpaHyJ), B TO BpeMs
kak 300 w™MKD KamOcyJ JMHakJIoOTMIa comepXxalr 113 MI' TpaHyJ
JIMHakJIoTHIa (600 MKID JIMHAKJIOTHUIa /225 MI' T'paHyJ) .

Tabauia 21

VHTPpEeIMeHTEL OYyHKLUA TeopeTuueckasa | TeopeTuueckas
Macca (Mr/T) Macca
(kT/mapTug)
JIMHaKJIIOTHUD AdU 2,67 0,067
CaClz*2H20, CrabtummuszaTop | 15,41 0,385

Qapmakoliea CIA

(UsSp), EP, BP, JP

L-JlenuuH, CrabuamuszaTop | 6, 87 0,172

dapmakorneda CIA

(USP)
TMOPOKCUIIPOIINII Cpasylee 7,00 0,175
MeTuILeJJInJI03a, BEMeCcTBO

dapmakonesa CIA
(USP) (Methocel
E5 Premium LV)

OummeHHasa BoOIa, -= -— lc,666
Qapmakoriesa CHA

(USP)

HC1l (36,5-38,0), -= -= 0,114

He3 XMIKOCTH
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Tabauiia 22

VHTpeIMeHTEL OYHKLUSA TeopeTruueckasa | TeopeTHnueckasd

Macca (Mr/rT) Macca
(kr/mapTuga)

PacTeOop TI'paHyJI IToxporHOM | 31,95 0,799

JIMHAKJIOTUIAa, I[IOKPHTHX | PacTBOP

CJIOeM JIeKapCTBEeHHHX

CPeICTB

Chepw T'paHyJIE 968, 05 24,201

MUKPOKPUCTAJIIINUECKON

LIeJIJIJIO3E 0es

xmnkocT (Celphere

CP-3005)

Oflee KOJUUYECTBO, AKTHBHHE 1000 25,000

IIOJIy4eHHOEe B TpaHyJH

pe3syJjiETaTe.:
I'paryJiel JIMHAKJIOTHUIA,

600 MKrD/225 MI)
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$OPMYJIA N3BOEBPE TEHNA

1. Cnoco® moJgydeHMa o¢apMalleBTUUEeCKOM KOMIIO3UIINMM, CcoIepXalemn
JMHAKJIOTUO MJIM eT0 COJIb, BKJIOUAKINUN :

(a) mpemocTaBJIeHME BOIHOT'O pPacTBOPpa, COIOepXamero:

(1) JMHaARJIOTMI WMIM eTo dapMalleBTUUECKM IpMeMIIeMyl COJIb;
(ii) ommu mim OoJjylee KaTMOHOB, BHOPAHHHX U3 Mg2*, Ca?*, Zn2f, Mn?2t,
K+, Na* mam Al3*;

(iii) cTepuueckmu 3aTPYIOHEHHHM NEePBUUHLIM aMMH; U,

(iv) dapmalleBTHMUECKU IIpHeMIIeMOe CBA3yolee; U

(b) pacheJieHre BOIHOTO pacTBoOpa Ha bapmMalleBTUUYECKA
OpMeMJIEMBEI  HAMIOJIHMUTEJL OJIA I[IOJIyUeHMS  HalOJIHMUTeJIS,  IIOKPHTOIO
JIMHAKJIO TUIOOM.

2. Crnoco6 mno mn.l, Toe KaTMOH IpeIcTaBJIeH B BuUIe alleTaTa
MarHMAa, XJopula MarHusa, docbaTa MarHmud, cyJlbdaTa MarHKL, alleTaTa
KaJbliKg, XJopuIa Kajablusg, odocdaTa KajJbliusg, cCyJdbdaTa KaJbluidg,
alleTaTa LUMHKa, alleTaTa LIMHKa, XJopuIa LMHKa, oOGochaTa LIMHKE,
cyJabbaTa LUMHKa, alleTaTa MapTaHla, XJopuIa MapraHua, docbhaTa
MapTaHlla, cyJbdaTa MapraHia, aleTaTa KaJdusg, XJopuIOa KaJaudg,
dpochaTa kaamud, cCyJdbdaTa KaJaudg, alleTaTa HaATpUA, XJIopUIOa HaTPpHUA,
dpocdhbaTa HaTpHULg, cynbdpaTa HaTpHUdg, aleTaTa aJIOMMHMSL, xXJiopuna
aJIOMMHMA, ¢ochaTa aJloMUMHUS WM CcyJabdaTa aJIIoMUHUL.

3. Cnoco® no n.l wmim 2, TOe OOMH uiu 6o0Jiee KaAaTHMOHOB BHOpPaHH
us Mg?+, Ca?t, 7Zn?* mam Mn2t.

4. Cnoco® mno JjwodoMy M3 nOmn.l-3, roe ommMH MM OoJjlee KATUMOHOB
OpencTaBJIeHH B BuUIe XJopuIa MalHUA, XJopuIa KaJbLuuig, alleTaTa
LIMHKa WMJIM alleTaTa MapraHla.

5. Cnoco® mo mn.l, r©Oe cCTeprUeckM 3aTPYIOHEHHHM [IepBUUHLMN
aMMH TIpencTaBJigeT CcoOOM aMMHOKMUCIIOTY .

6. Cnoco® mno 1.5, TI'IOe aMMHOKMCIOTAa I[OIpelncTaBjisgeT cobou
BCTpevanlyncsa B IPpUPOIe aMMHOKUCIIOTY .

7. Cnoco® 1o 1m.6, I'Ie BCcTpeuvanmasacsa B IpUpode aMMHOKMCIIOTAa
opencraBygeT coboM TIUCTUIMH, O(eHWJaJlaHMH, aJlaHMH, TJIYTaMMHOBYIO
KMCJIOTY, AaclapalMHOBYI KMHCJIOTY, TJIyTaMuH, JeWliuH, MeTHMOHUH,
acrnapalMH, THUPO3MH, TPEOHMH, M3I0JeMUuH, TpulTodaH, MEeTMOHUH WJIU
BaJIMH.

8. Cnoco6 mno mn.l, TIe CTepUUeCKM 3aTPyIOHEeHHHEM II€PBUUHEMN
aMMH IIpencTaBJjgeT cofoM He BCTpedvallylncd B OpUMpode aMUHOKMKCIIOTY
WM [IPOU3BONHOE aMMHOKMCJIIOTEH.

9. Cnoco6 mo 1.8, I’oe He BCTpevapmascda B I[IpUpone

aAMVMHOKMCJIIOTAa rnpencraBjidaeT cobom 1—aM.T/IHOLI,T/IKJ'IOI‘eKcaHKaPGOHOBYIO
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KMCJIOTY, JIaHTaHMH WJIM TeaHMH.

10. Crnoco6 mno m.l, TIOe CTepUUeCKM 3aTPYOHEHHBM [IePBUUHEM
aMMHOM ABJISeTCSA LUMKJIOTEeKCUJIaMMH MY 2-MeTuJI0YTUJIaMUH .

11. Cnoco6 mno m.l, TOe CTepUUEeCKM 323aTPYOHEHHBM [IePBUUHEM
aMMHOM fBJISeTCS XUTO3aH.

12. Cnoco6 no Jmwbomy w3 nm.l-11, TIe BOIHHM PacTBOP
OOIIOJIHUTEJIBHO COLNEPXUT aHTUOKCUIAHT.

13. Crnoco6 mno 1m.l12, IIe aHTMOKCHMIAHT IIpelcTaBJigeT cobom
BHA, BHT, BuTamMmMH E, nOponuiaraijaT, acKOPOMHOBYK KUCIOTY U ee
COJIM WM CJIOXHEIE 5SOUPH, TOKOOEpOJI M €eT0 CJIOXHEEe 5SQUPH, aJibda-
JIMIIOEBYID KMUCJIOTY MM OeTa-KapoTUH.

14. Cnoco6 no JjgwboMy M3 nOmn.l1-13, IOe cBA3yKIee BHOMpPaLT U3
IIOJIMBUHUIIOBOTO coupTa, MIOJIMBUHWIIIIMPPOJIUIOHA (moBMOmoOHA) ,
KpaxMmaJja, MaJIbTOOeKCTPpMHa MIM 20upa LeJJIoJIO3H .

15. Crnioco6 mno Jgwbomy mn3 nmn.l-14, 1Doe HANOJHUTEJEL BHOMPAKT
13 LeJJIJIO3H, M30MaJlbTa, MaHHMTa MWJIM OBYXOCHOBHOTO dochaTa
KaJblKug.

16. Crnoco® mno Jjwobomy M3 HOII.1-15, IONOJHUTEJLHO BKJIIOUYAKMIMNA
TabJeTupoBaHme W VHKAICYJIMpOBaHUe HaIloJIHUTEA, IIOKPEITOTO
JMHAKJIOTUOOM, B TabJeTKy WM KalcyJy, COOTBEeTCTBEHHO.

17. Cnoco® mno mn.l6, TOoe HANOJHUTEJL, IIOKPHTHMW JIMHAKJIIOTUIOM,

MHKAICYJIUPYIT B XeJaTUHOBYID KalCyJy.
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