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®APMAIEBTHYECKAS KOMIIO3UIMSI THJAPASHHA CYJb®ATA I
IEPOPAJIBHOI'O IIPUEMA

OBJACTb TEXHUKH
M306peTeHne OTHOCHTCS K CTaGMIBHON (hapMaIeBTHYECKOH KOMIIOSHIIHH, COACpXalleH
rugpasuEa cynb@ar (N2He*H2SOs) m k crmocoOy ee monmydenus. B wacTHOCTH, n300peTeHue
OTHOCHTCS K (hpapManeBTHYECKOH KOMIIO3HIHH 1 CII0COBY, B KOTOPOH Cyibdar rHapasHHa sSBIseTCs
BBICOKOYCTOMUHBBIM K PEAKIUAM C APYTHMH COSIWHCHHSIMH B COCTABE JIEKAPCTBEHHBIX (OPM s
IIepOPANBLHOTO IPUEMa | TAKKM 00pa3oM, COXpaHseT WM YCHIIMBACT CBOU OMOTIOTHYECKHE CBOKCTERA,

a TaK>XC HC U3SMCHACT Q)apManeBTqucxnx CBOMCTB 3TUX JICKApCTBCHHBIX (bOpM.

YPOBEHb TEXHUKH

Kak U3BeCTHO, K COJISIM THApPa3HHA H CEPHON KMCIIOTHI OTHOCSTCS:

— wmoHocynbpar rumpasua (N2H4*H,SO4), cHHOHMMBL cymbdar —ruapasuHa;
THApa3sHHCYNb(AT; ruapasuHa cybdar, riApasHH cynbdar;

— cynbdar guruapasusa 2(N2Ha)*H2SOs;

— mucynsdar ruapazuaa NoHa*2H2SO4.

BBujy HeyCTOHYMBOCTH IOCIE[HHE JBE CONM HE HCHONB3YIOTCA B (apMareBTHIECKOH
npaktrke. ONMCAHBI THApasHHCYIb(AT (MOHOCYTb(GAT THApa3uHA), €ro NOMHQOpMEl M
(hapManeBTHIECKHE KOMIIO3HUIINH, COICPXKAINe THAPasHHCyIbdar.

Tak, moauMopdHBle (GOPMBI MOHOCYIb(aTa THApasMHA MOTYT ObITh IOJNYYEHBI IPH
pasIMYHBIX YCIOBUAX KpucTaumsamuy s1oi comu: dpopmst I [Klapotke, T. M. et al., Polyhedron,

1996, 15(15), 2579-2582] u dopmet Il [Martin, T., et al., Z. Anorg. Allg. Chem., 2017,) 643, 2019-
2023], [Pavlow, A. W., Z Krystallogr., 1900, 33, 162-163]. ik TTomamopdubie GopMer MOHOCYJb(aTa

.....

TH/PA3HHA TIPOSBIIAIOTCS XapaKTEePHCTIHIECKHMHE MKaMH Ha Au(paKTorpaMMax NpH HCCIE0BaHHH
CyOCTaHIMI METOIOM PEHTTeHO(hA30BOT0 aHAIN3a (OPOIIKOBAs PEHTTCHOBCKAs mudpaxis).
OnHako (hapMaleBTHYECKAE KOMIIO3HIMH, COACPXKAINe TUpPa3hH Cyrbdar, He OMHCAHEI
CIeNUATBHO, HE TOBOPS YXKE O JAaHHBIX O CTaOWIBHOCTH THAPA3MH Cyibdara B pasTHIHBIX
KPHCTAIHYECKHX (OpMax Py BKIIOUCHUH B TAKyIO (apMaleBTHYECKYIO KOMIIO3HIHIO.
Hanpumep, Gershanovich ¥ coaBT. NpPHMEHSIM B KIHHHYECKHX HCCICIOBAHMAX
JKEJAaTHHOBBIC KAICYJIsl HIM TabNeTKW, COAep)Kalue THApasMH Cyibdar, 6e3 ykasaHus
KPUCTALTHYECKOH (OpMbl aKTHBHOTO BemlecTBa (THApasHHCYNb(ara) H Kakux-mmbo Apyruax
xommoHeHTOB [Gershanovich, M. L. et al., 1981, Nutrition and Cancer, 3(1), 7-12]. Onucano

IpAMeHeHHe TaGNeToK M GYMaKHBIX KarCyll, COACPKAIMX KPHCTA/UIHIECKHH MOPOMIOK Cyabdara



THApa3syHa, I JICYCHHS 4YeNOBEKa, HO TaKKe 6e3 yKa3aHMS KOHKPETHOM KpHCTaIUIMYCCKOH
Mou(HKAIMH JNEHCTBYIOIEro BEmEcCTBa H JPYTMX KOMIIOHEHTOB YIOMSHYTBIX TBEPIBIX
nexapcreernbix gpopM (Filov, V. et al., Pat. IT 1243711(B) (1994). B marente CIIIA 4110437 (1978)
cynbhar rHIpasuHa IpeJyiaraeTcs Ipy JICYCHHH JIOCH HCTIOIB30BATh KaK JIEHCTBYIOIIIEE BELIECTBO
B cOCTaBe TabJIeTOK JUT IepOPaTbHOTo TPHeMa, MOyJaeMblX PeccoBaHneM. IIpn 5TOM B KauecTBe
BCIIOMOTaTeTbHBIX BEIIECTB U HAMOJHMTENEH aBTOP MIPe/UIaracT UCIoIb30BaTh TakHe KOMIIOHCHTEI,
KaK: TayIbK, KyKypy3HbIH KpaxMasl Ui CTEAPUHOBYIO KHCIIOTY,— C OMIMOHAIBHBIM IIOKPBITHEM TaKHX
Ta67eTOK 060JIOUKOl Ha OCHOBE IIEIUIAKA K IE/UTIONO36! ateTar ¢ranata. YKasaHuit Ha TOYHBIA
COCTAB TaGIeTOK H/HIIH COOTHOIICHHE BCIIOMOTaTebHBIX BENIECTBA, HAIIOJIHUTENEH, CONECPIKaHHe B
TaKOH KOMIOSHIIHY BOJBI M CaMOr0 aKTHBHOTO BEIIECTBA, @ TAK)KE HCIOIb30BAHUE TOH HIIM MHOH
KOHKDETHOM KpHCTA/UIAYECKOH (OpPMBI THApasuH Cyib(ara B 5TOM MCTOYHMKE TAIOKE HE
TPUBOAUTCA.

TakuM o00pa3oM, B MpPEAIIECTBYIOMEM YPOBHE TEXHHKM HE 3aTPOHYTHI npo6IeMbl
TpeIOTBPALICHUA notepu (COXpaHEHHS) M YCHJICHHS Kak OGHOIOrHYECKOM/hapMaKOIOTHIEeCKOR
AKTHBHOCTH, TaK ¥ jedeOGHoro addexra ruapasuH cyibpara B KOMIOSHUHMAX Ui NEPOPATLHOTO
[pueMa, B TOM YMCIe KaK IPH HX M3TOTOBIICHMH, TAK H IIPH MOCICAYIOUIEM XPaHCHHH, BKIOYAs
dapmaneBTHYECKyl0  CTaOWJIBHOCTH M COXpaHEeHHEe (dbapMaxoNOru4eckoll  aKTHBHOCTH.

BhlienepedncieHHbIe PoGIeMbl PEIAlOTCs HACTOSIIHM H300PETCHHEM.
CYIIMHOCTH N30BPETEHMSA

B macrosmeM H300peTeHHH NpeAIOKeHa TBepAas (apMaleBTHYeCKas KOMIIO3HIKS,
cofepXamas TuApasuHa Cynbdar M CONCPXHT BOAY B KOJIMYECTBE OT 0 mo 10 wmacc.%,
IPeANOYTHTENBHO OT 2 10 7 Mac.%.

B 6ojice YacTHOM HMCIONHEHMH H300peTeHHs TBepras (apmaieBTHYecKas KOMIIO3HIIKS
COZEPXKHT Takxke (hapManeBTHYECKH MPUEMIIEMYIO HEOPraHMIECKYyIO COJb WU CONH OJHO- MIIM
JIByXBaJICHTHBIX METAUIOB IIEJIOYHOM W/WIH IIETOYHO-3EMENBHOM IPYNNBL H (apMaleBTHYECKH
TIpHeMyIeMble BCTIOMOTATe/IbHBIE BEIECTBA (HAMONHUTENM), IPH TOM COOTHONIEHWE IHMApasiHa
cynmbdara ¥ (apMaNEBTHYCCKH IPHEMIEMOH HEOPraHWYeCKOH COMM MM CyMMapHO coseit
JBYXBAJIEHTHEIX METAUIOB IPYIIIB! cocTapyisteT oT 4:1 1o 1:10, bonee NPEATOUTUTENBHO OT 2:1 no
1:8, eme Gonee mpeamogTHTeNbHO OT 1:1 10 1:6, B MACCOBOM OTHOIICHHH.

B mponecce paboThl Hax H300peTeHUEM TaKke GbUIO 0OHAPYKEHO, YTO HEOPraHHIECKUE CONI
ABYXBAJIEHTHEIX META/UIOB IPYIIIE 3HAYHTENHHO yCHIMBAIOT GHOIOTHYECKOe NCHCTBUE IMIPasHHa

CYJIB(I)aTa IIPpH NoNagaHuH{ B KIIETOUHYIO CHCTEMY HJIM B OpraHu3M.



Kpome TOro, Kak BBISCHHIIOCH, BBEIEHHE TaKuX conefl B COCTaB (apManeBTHIECKOM
KOMIIO3HIMH JUIs IIEPOPANBLHOTO MpHEMa He TONBKO IPEIBABISET ONPE/ENECHHbIC TPeOOBAHUA K
KOJIMYECTBEHHOMY COJIEPIKAHUIO BOJIBL, H COOTHOILCHUSM HHTDEIMEHTOB, IIPU COOIIIOCHHY KOTOPBIX
BBIABJICHHOE YCHJICHHOE JeHCTBHE KOMOMHALMH PEalu3yeTCs B COXPaHAETCs B yKa3aHHOH TBEpIOH
JIeKapCTBEHHOM (HOPMBI IIPH PeaIu3aIiy HACTOSIIETO H300PEeTCHHA.

Taxke ObUIO OOHAPYKEHO, YTO COJCPXKAHHE BOJBI B KOMIIO3HIMH B BBINICYKA3AHHOM
JHana3oHe B IPUCYTCTBMA HEOPraHHMYECKHX COMHM (CONEH) OIHO- WM JBYXBAJICHTHBIX METAUIOB
SBJISAETCS KPUTHYHBIM JUIS IPEAOTBPAIEHHS HEXKEIATSIbHOIO MPEBPAIICHUS THAPa3HHA cynbata B
KOMIO3MIMA B €ro HEaKTHBHBIE COEJAMHEHHMA C OpPraHMYeCKHMM KOMIIOHEHTaMd TBEpIOH
nekapcTBeHHOM GopMbl. B yactHOCTH, po6IeMol, CBOMCTBEHHOM CMECAM THIpasvH cynbdara ¢
OPTraHMYeCKUMH BEIIECTBAMH, ABIACTCA B3AaUMOJACHCTBHE THApasWHa C  COC/IHHCHUAMY,
comepxamuMu KapGoHmIbHyIo Tpynmy C=0 (anbaernjjaMd, KETOHAMH, CJIOXHBIMH adupamm),
BechMa 4acTo BXOJISIIMMH B COCTAB ILICHOYHOM 0GOJIOUKHM TBEP/BIX JIeKapcTBEHHBIX (opM. Takas
peaxis IPUBOUT K YMEHBIICHHIO COJEPXKaHMs ICHCTBYIONIETO BEMECTBA B KOMIIO3UIUH, & TAIOKe

K o6pa3013aHmo THIpa3oOHOB, CIOCOOHBIX K JATbHEHIITUM XUMHAYECKNM IPEBPAICHUSIM.

\ \
/C=O + HoN—-NH, =<—= /C=N—NH2 + Hy,O

KapOOHWIBHOE T'MAPa3HH THIPa30H
coeqHeHNE

Fnﬂpamn COIEPXUT JBE€ aMHHHBIC I'PYIIIBI, Kaxaasd H3 KOTOPBIX crnocobHa BCTyIIaTh B
pe€aknuuro ¢ Kap6OHI/IJILHBIMI/I rpynnamMy, HalpuMep, BXOJUIMHUMH B COCTaB ITIOJIUMEPOB, YacTO
WUCIOJIB3YIOIMXCA B KaYCCTBE BCIIOMOTraTE/IBHBIX BCIICCTB aapa 1 000J104KH TabIETOK WIIA TEJUIET

(TIOBHUIOH, TIOIMMETAKPHUIAT U T.IL.).
NW\C=N—NH2 + O=C/NW b m— NW\C=N—N=C/WV+ H,O
N\ o/ N\

Ecnn mpopearnpoBaBiie KapOOHHIIBHBIE TPYNIBI MPHHAUICKATH PA3HBIM IOJIMMEPHBIM
[leTsiM, TO 3a CYeT BO3HMKIIMX C YYacTHEM TH/ApasHHa KOBAJIEHTHBIX CBs3ed moimmep oGperaeT
CeTYaTyl CTPYKTYpY, H MOXET IIPOHCXOIHUTH €ro OTBEPXKICHHE C YXYIIICHUCM Gbu3uKo-
MEXaHHYECKHX CBOHCTB. OTBEpXKIeHHE 060I0UKH MOXKET IPENATCTBOBATh BRIXO/Y ACHCTBYIOMIETO
BEIECTBA U3 TaGJIEeTKH (IIEIUIETHI) B PacTBOP, TO €CTh YMEHBIIATh OJIMH M3 BAXHEHIINX [TOKa3aTeNneH
KayecTBa - «PacTBOpEeHHEN.

Boja Kak TOJNSPHBIA pPAacTBOPHTENs CIOCOOCTBYET B3aMMOMCHCTBHIO aMHUHHOM H
xapGonmbHOM Tpymn. C Apyroi CTOPOHBI, BBHAY OOpaTMMOrO XapaKTepa 3TOH PEaKiuu IpH
BBUIENICHHH JIOCTATOYHO OONBIIOrO KOJIHYECTBA BOJBI IPOUCXOIUT TOPMOXKERUE npouecca. A priori

BECHMa CJIIOKHO IIPEACKA3aTh CTCIEHDb NPEBPAIICHHUA T HJpa3ruHa cynL(baTa B TOJIMMECPAHAJIOTHIHBIX



peaKIusaX, IPOTEKAONIHX B II0/I00HBIX F€TEPOTCHHbIX CHCTEMAX. IT10 06CTOATENBCTBO OTYEPKUBACT
HEOUYEBHIHOCTD IIPEJIaraéMoro TEXHHIECKOro PeIICHHU.

B KOMIO3HIMH HO M300peTeHHIo cyiabdar rujapasvHa NPHCYTCTBYET B KPUCTAUTHYECKOH
dopme. Bosee MPENOYTHTENBHO, KPUCTAIMISCKUH cynabbar ruapasuHa NPHUCYTCTBYET B BHIE
cBoeil momumopdHoit ¢dopmbl I MM cMecH CBOHMX nomamopdueix ¢opm I m II. ®Popma I
(opropomOuUecKas) XapaKTEpU3yeTCs CIEAYIOIHM HaGopoM yrios audpakuuu (20, rpan, £0,10) u
COOTBETCTBYIOLIMX UM MEXKIUIOCKOCTHBIX paccTosiHuH (d, A, £0,003): 14,48 - 6,113; 19,33 — 4,587,
21,56 — 4,118; 22,21 — 3,999; 25,25 — 3,524; 27,50 — 3,241; 28,70 — 3,108; 29,14 — 3,062; 33,42 —
2,679; 36,60 — 2,453; 47,65 — 1,907; 51,93 — 1,760. ®opma II (MOHOKIHHHAs) XapaKTepUu3yeTCs
naGopoM yrio mubpakumu (20, rpag, +0,10) # COOTBETCTBYIOIIMMH HM MEXILIOCKOCTHBIMH
pacctosmusmu (d, A, £0,003): 14,83 — 5,968; 20,07 — 4,420; 21,19 — 4,189; 21,98 — 4,041; 24,15 -
3,682; 25,11 - 3,544; 25,39 — 3,505; 25,69 — 3,465; 28,16 — 3,166.

®opmy 1 mm 11 ruppasuHa cynab(ara IpeAIIOYTHTEILHO TONYHAI0T IyTeM HaIpaBJIeHHON
KpucTaumsanuu u3 pactsopa. ®opmy II runpasuaa cyibara MpeaIOYTHTENBHO MOyYaloT IIPU
[IOMOIIM MeEJIEHHOTO OXJIXICHHA HArpeToro BOJHOTO pacTsopa cyibara rHapasHHA. Cwmech
dopmsr I 1 Gopmsl II MOXKHO HOJIYIHTH IPH JOCTATOYHO OBICTPOM OXJIAXKACHHH pacTBopa. Takke
TaKyIO CMECh MOYHO IIOJIyYHTh CMEITUBAHUEM IOy YCHHOM dopwmst [ u popmei I1. IlpeanodruressHO
B KA4ecTBE DACTBOPUTEIA TNPHMEHSIOT BOAy. Taixke MoryT OBIT HCHONB30BaHBI JAPYTHE
PACTBOHTENH, TAKWE KaK BOJHO-CIOMPTOBbIE CMecH. [miapasun cynpdpar b0 OYMIAIOT
TIepeKpUCTALIH3AIMEH 3 TAKHX CMECEH, MO0 0CKIAIOT ITyTeM JnobaBiIeHHst METAHOJIa HIIK 3TAaHOoJI1a
K BOJHBIM PacTBOPaM COJIH.

B apyroM IpeANOYTUTENFHOM HCIOTHEHHH H300pETeHHs CPeIHMH pasMep KPUCTAIUIOB
THApa3HHA Cy/bhara HaxOMuTCs B mpeaenax oT 5 1o 300 HM, IPEIOYITUTENHHO OT 10 o 150 mxMm.
CpenHumii pa3Mep 9acTHI{ MOXHO ONpEJIETHTh METO/OM JIa3epPHOK JdpakIuy WM ¢ IOMOIIBIO
MHKPOCKOIIA, B TOM YHCJIE ITyTEM MHKPOCKOIHMH CPE30B TabJICTKH.

@apMaleBTHUECKAs ~ KOMIO3HIMS  COIVIACHO — HACTOSIIEMY — M300pETEHMIO  MOXET
JOTIONHATENBHO COACPKATH N0 MEHbIIEH Mepe OHO BCIIOMOraTesbHOE BELIECTBO, BEIOPAHHOE U3
dapManeBTHIECKH IPHEMIIEMOTO Pa30aBUTEIs, PAa3PhIXJIMTENA, CBA3YIOMIETO BEMECTBA U BEIIECTBA,
CIIOCOOCTBYIOMIETO CKOJIBKEHHIO.

Tak, APYyrMMH KOMIOHEHTaMH, KpOMe IIPHCYTCTBYIOIIMX B JaHHOH KOMIIO3HIMH IIO
H306pETEHNIO, MOTYT OBITh (hapMalleBTHUECKH NPHEMIIEMble Pa30aBUTENH, TaKHE Kak: IJIIOKO3a
(mekcTpo3a), Kpaxmal, JIakto3a (IPEeANOYTHTENBHO MOHOTHApAT), copbur (copburton), MaHHMT
(MaHHHUTON), ApPYrde caxapa MIM MX KOMOHMHAIMM, CHIMKOHH3UPOBAHHBIE Caxapa, TakKue Kak
CHJIMKOHM3HPOBAHHAs TPETano3a, MarHus KapGOHaT, Kanblus KapGoHat, kamblms ruapogocdar,

MUKPOKPHCTA/IMYECKas LIeIUTI0N03a, TOPOIKooO6pasHas LEeIUTI0I03a | JIp.
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C 1uenpi0 oOECICYEHHMs pAcHajgaéMOCTH B COCTaB KOMIIO3WLHH MOTYT BXOJHTH
dapMareBTHIECKH TPHEMIIEMBIE PA3PhIXIHTENH (JE3MHTETPAHTbL): ONEPEYHO-CIMUTEIH MOBHIOH,
kpaxMan (B TOM YHCIC XHMHYECKH MOAM(HMIMPOBAHHBIA), METHIIEIIIONO3a, HaTpui
KapOOKCHMETHIIIEIUTION03a (KapMellio3a HaTpHs), KpPOCKapMellio3a, KpOCHOBHIOH, Malbro3a,
MHKPOKPHCTAJUTHYECKas LEUII0N03a U Ap.

KoMIo3unus 1o M300pPETEHHI0 MOXKET TalKe BKIIOYATh (papManeBTUYCCKH MPHEMIICMBIC
CBSI3YIOIIME BENIECTBA, 00ECTIEYNBAIONIKE IPOYHOCTH TabNETOK | IPaHy’l, TAKHe KaK KpaxMalbHbIH
KeiicTep, KeIaThH, caxapo3a, IPOH3BOHEIE ATbIHHOBOM KHCIOTHI, IPUPOHEIE KaMEIH, MAKpOToJl,
HPOM3BOJHBIC IEIUTIONO36], MOBH/OH, [MOBH/OH-BHHUIALETAT (KOHOBHJIOH) H Jp., & TaKXKe HX
KOMOMHAIIH.

B cocraB TabneToK W rpaHysl MOTYT BXOAHTh (papManeBTHYCCKH NPHEMIICMBIC BEINECTBA,
CIIOCOOCTBYIOIIHME CKOJIBKEHUIO, HAIPUMED, BEIECTBA, CIIOCOOCTBYIOMME CKOJIBKEHHIO: KpaxMal,
TaJIbK, adpOCHI (KpPEMHHMS IMOKCHA KOJUIOMTHBIN), KAaoJHH, 00€3)XKUPECHHBIA MOJIOYHBIH MOPOMIOK,
MAaKporoJ1, TToucopaT, cTeapiHOBasi KUCIIOTa U €€ conu, oymcopbar-80, Harpus naypuiacynbdar u
JIp., @ TAKXKE WX KOMOMHALIUH.

IIpeanoYTHTENBHO B COCTAB KOMIIO3HIMH, KPOME IHIpasnHa Cyibpara 1 (bapmaLeBTUYECKH
IIPHEMIIEMOM HEOPTaHAYECKON COJH MK COJEH JABYXBAJICHTHBIX METAILIOB, JOJDKHO BXO/HTH, KaK
MHHHMYM, 1O OJHOMY BCIIOMOTaTeJIbHOMY BEIIECTBY U3 TPYINI pa30aBUTEINCH, pa3phIXJIUTENEH,
CBA3YIOIIMX, TEXHOJIOTHYECKHX T06aBOK.

OcoGeHHO IpeAImoYTUTEIbHA KOMITO3HIUA, COJICpKaIas:

(A) ot 1 o 50 mMac.%, peamoututenbHO OT 1 10 40 Mac.%, ot 1 1o 30 mac.%, ot 10 1o 50
mac.%, ot 20 10 50 Mac.%, ot 30 o 50 mac.%, ot 10 1o 40 mac.%, ot 20 1o 40 mac.%, ot 20 mo 30
Mac.%, ot 1 1o 20 Mac.%, ot 5 1o 30 mac.% wmm ot 5 10 20 Mac.% rugpasuHa cynbgara,

(B) ot 1 10 50 mac.%, npexnoutuTensHo ot 1 1o 40 Mac.%, ot 1 10 30 Mac.%, oT 10 1o 50
Mac.%, ot 20 1o 50 mMac.%, ot 30 o 50 mac.%, ot 10 g0 40 mac.%, ot 20 1o 40 mac.%, ot 20 mo 30
Mac.%, ot 1 10 20 Mac.%, ot 5 g0 30 mMac.% mim ot 5 1o 20 Mac.% dapManeBTAIECKA IPHEMIEMOH
HEOPraHWYECKOH COJTA OJIHO- MM JIBYXBAJEHTHOTO METAJLIA JIM CMECH TaKHX COJCH,

(C) ot 0,1 10 90 mac.%, mpeAnodTUTENLHO OT 1 110 90 Mmac.%, ot 20 no 85 mac %, ot 20 o
80 mac.%, ot 20 1o 70 Mac.%, ot 20 xo 60 mac.%, ot 20 g0 50 mac.%, ot 30 g0 70 mac.%, ot 30 mo
60 mac.%, ot 40 mo 80 mac.%, ot 40 no 70 mac.%, ot 50 mo 70 mac.% wnu OT 60 mo 80 mac.%,
pa3baBUTEIS WM HAIIOJHUTEIA,

(D) ot 0,1 0 90 Mac.%, npexnourutensHO oT 1 10 90 Mac.%, ot 5 o 50 mMac.%, ot 10 oo 40
Mac.%, ot 10 10 30 mac.%, ot 20 10 50 Mac.%, ot 20 mo 40 mac.%, ot 10 no 20 mac.%, ot 10 no 30
mac.%, ot 20 10 30 mac.%, ot 1 10 20 mac.%, ot 5 10 30 Mac.% umm ot 5 10 20 Mac.% CBA3YIOIIETO

BCIICCTBA,



(D ot 0,1 0 40 Mac.%, mpeanodTUTENBEHO 1 10 40 mac.%, 5-40 mac.%, ot 10 mo 50 mac.%,
ot 10 1o 40 mac.%, ot 10 g0 30 mac.%, ot 20 mo 50 mac.%, ot 20 mo 40 mac.%, ot 10 xo 20 mac.%,
ot 10 10 30 mac.%, ot 20 10 30 mac.%, ot 1 1o 20 mac.%, ot 5 1o 30 mac.% unu ot 5 g0 20 mac.%
IE3MHTETPUPYIOIIETO areHTa H, BO3MOXHO,

(E) ot 0,1 10 10 mac.%, mpeamoYTHTEILHO OT 0,1 mo 5 mac.%, ot 1 o 5 mac.%, ot 2 0 4
Mac.% CKOJIB3SIIETO BELIECTBA.

Bornee NpeANOYTHTENBHBIME SBIAIOTCS KOMIIO3MIMHM, BKIIOYAIOMNC yKa3aHHBIC BBIMIC
IpeIOYTUTENbHEIE HANOMHATE M. ECu He yKasaHO HMHOE, BCE IPOLCHTHBIC COOTHOMICHAS,
IpHUBE/ICHHbIE B HACTOSAIIEM JOKYMEHTE, NPEICTaBIIAIOT coboif Mac.% Ha OcHOBEe OOIIEH MacChl
KOMITO3HIIUH,

IIpeanouTHTENFHEMA  (apMAIEBTHYECKH —PHEMIEMBIMA  HEOPTaHMYECKUMH  COJLAMH
JIByXBAICHTHBIX META/UIOB SBJISIOTCS: KalbIUsA ruapodocdar, MarHus ruapodocdar, Harpus
XJIOpHUA,.

[IpenmouTuTenbHBIME  pasbaBuTeNsMu  (B)  SBJIAIOTCA  MOHOTHApAT  JIaKTO3BL,
MHUKpPOKpUCTAILIIMYECKAS 1EJITI0N03A, HOPOUIKO0O0pa3Hast IEJUTI0X 033, JIEKCTPAHBI

| (THAPATHPOBAHHBIC), CHIIMKOHU3MPOBAHHAS MUKPOKPHCTAIIMIECKAs LETUIIOI03a, Caxaposa, KUCIIBIH
docdar Kanplms, KapbOHAT KalbLIAs, TAKTAT KalbIHs WK HX KOMOUHAIIHH.

IIpeAmoYTHTETHHBIME HAIIOMHHUTEAMHE (B) ABJISIOTCS: NOIMBHHIINHPPOIHU/IOH, HATPHEBAS
COJIb  KapGOKCHMETHIILIEIUIIONO3E], CTEapHHOBAsd KHUCIOTA, CTeapaT MarHus, CTeapar KalbilHd,
naypuiIcyibhaT HaTpus, THIPOTEHH3HPOBAHHOE PACTHTEIBHOE Macio, THJIPOreHM3MPOBAHHOS
KacTOPOBOE MacJIo, HATpHs CTeapiipyMapar, TallbK, MaKpOTOJl ¥ MX KOMOHHAIWH.

['uapasuna cyibdar (a) IPeATOYTHTENBHO MPEACTABIAET COO0H KPHCTAIIHYECKYIO bopmy 1
i cMech Gopmsr 1 1 gopmet I1. B ocieseM citydae, IpemodTHTENBHO, YTOOBI CMech Cofiepkana
e menee 90% dopwmel I, mpeanourutensHo He MeHee 91%, He MeHee 92%, He meHee 93%, He MmeHEE
94%, ue meHee 95%, He MeHee 96%, He Menee 97%, He MeHee 98% wiu He MeHee 99%%, B TOM
uncie 100% xpucrammdeckoir Momudukanuu (Gopmsr I). B yacTHOCTH, MacCOBOE COOTHOLIEHHE
kprcTauadeckux dopwm I 1 II B cMecn Moxer coctaBats ot 80:1 mo 99:1.

dapMaleBTHYeCKass KOMIIO3MIMS COLJIACHO HACTOAIIEMY H300pETEHHIO MOXET OBITh
BHINOJIHEHA B BHIE JICKAPCTBEHHOM (OPMBI Ui NpHEMa BHYTph, BhiOpaHHOH U3 TabNeTOK,
IIOPOIIKOB, TPaHyJl, Apaxe, CYCIICH3UH, MeIIET, KaIcyl, caute. [IpeanoyTuTensHo, KOMIO3HIHS 110
HACTOAIEMY H300PETEHHIO IIPEUMYIIECTBEHHO IPENCTAaBIAeT COGOH JIEKapCTBEHHYIO (opMy
TabeTKH WK KAICyJsl, HAMOJHEHHBIE IejuieTaMd. TableTKH M TEJUIETHI TOKPHIThl IUIEHOYHOMH
KHIIEYHOPACTBOPUMOi 000J109KOH.

Tak Kak KOMIIO3HIMS NO M300PETEHHIO XapaKTEPU3yeTCsi OCOOBIM CONEP)KAHMEM BOIBI,

takuM kak ot 1,0 10 9,0 Mac.%, IpeanoYTHTENIBHO OT 2 10 7 Mac.%, MPEeANOYTHTENBHO OT 2 J10 6
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mac.%, 6oree IpeAnoUTUTENHHO OT 3 10 4 Mac.%. Bce KOMIIOHEHTSI, B YaCTHOCTH HX KOJIMYECTBO U
cofiepKaHue B HAX BOJBL, @ TaKkxke cnocob ux o6paboTKH It MOMyICHHS KOMIIO3UIIAH, BEIOMpAIOT
TaKuM 0Gpa3soM, YTO B KOMIO3MIMH JOCTHraeTcs JENIaeMoe COZIEpkKaHHe BOJBL JTO MOXET
JIOCTHTaThCs, B YACTHOCTH, IYTEM YBIAXHEHWS JACTHI WUIM BCEX HAIOJIHUTENEH BOOH, KOTOPOS
MO>KET TIPOH3BOIUTHCS Ha OTAEIBHON CTaTHH Wi OBITh 9aCThIO CII0CO0a H3rOTOBIICHUS, HAPUMED,
OHO MOJKET HPOU3BOUTHCS HA CTAJHHA IPaHYJIALMH C MCIIOIb30BaHUEM BOJIBI HIIM TPAHYIHPYIOMNX
JKHIKOCTEH Ha BOIHON ocHOBE. KpoMe Toro, Kk M3MEHEHHIO COJACPIKAHHA BOJBI B TAOJIETKAX MOXKET
IPUBOJUTH BAPHHPOBAHHE YCIOBUN HAaHECEHHA MOA0GOIOYKH, MO0 0OO0NOUKH (TeMmepatypsl U
CKOPOCTH TIOZla4y IUTEHKOOOpasylomero cocrasa). Mim, HampoTHB, 3TO MOXET JOCTHIAThCA
TO/IEePKAHAEM 3aJaHHOTO PEXHUMa BHICYIIMBAHUS OT/ACTHHEIX KOMIIOHEHTOB (MX CMECeH) HITH A1ep
TabeToK, TabaeTOK ¢ 000MOYKaMH, MEJUIET B HPOLEcce IPOU3BOACTBA (IyTEM peryiHpOBaHUA
TeMIIEpaTyphl U CKOPOCTH IOTOKA OCYIIAIOIIETO BO3/yXa).

B uacTHOCTH, cIOCOOG IIOTy4eHHs JIEKapCTBEHHBIH (OPMBEI HA OCHOBE 3asBICHHOH
dapmareBTHIECKONH KOMIIO3UIMH BKIIIOYACT

(I) TPaHYIALMIO CMECH HAIOIHHTENCH C MPHMEHEHHEM BOJIBI B KQ4eCTBE IPaHyIHpYIOmeH
YHJIKOCTH C TIOJIyYEeHUEM IPaHyJIATa,

(I) nobasnenue ruapasHH Cyib(ara, BCIOMOraTelbHBIX BEIIECTB, M BO3MOXHO,
(apMaleBTHYECKH IPUEMIIEMOH COJH JBYXBAJICHTHOIO MeTala K TPaHyJATY C IOJIyIeHHEM
KOMIIPECCHOHHOH CMECH,

(II)  mpeccoBaHHe KOMIIPECCHOHHOM CMECH B KeJIaeMYIO JTIEKapCTBCHHYIO bopmy,

(IV)  BO3MOXHO, HaHECEHUE OOOJIOUKH.

JlexapcTBEHHBIH penapar B GpopMe TaGIeTKH MOXET OBITh IyTeM MPAMOTO TabIeTHPOBAHMUS
cMecn (apManeBTHUECKOH CyOCTaHIMK CO BCIIOMOTATEIbHBIMHA BEMECTBAMA JTH60 TabIeTHPOBAHUS
TpeIBApUTENBHO ITOArOTOBIEHHOIO IPaHyJIsTA.

TaGneTkd MOryT OBITh TOKPHITHI IUICHOYHOM 060NMOYKOM M3 OOBIYHBIX MAaTEpPHANOB,
HCIIONB3YEMBIX JIUIs OKPHITAS, TaK, KaK OIHCaHO B KHUIre « TeXHOIOTHS JE€KapCTB) MOX PEL. pod.
B.M Uyemosa, MTK-Kuura; U3g-Bo HOAY, 2002. tr. 1, 2. CocTaBsl JHA IICHOTHOTO MOKPBITHS
NPEAIOYTHTENBHO —COMEP)KAT  CHCAYIOIHE KOMIIOHEHTBL: MOIUMEP(BI), mwiacTuGuKaTop(bl),
KpacuTenb(H), 3aMyTHHTEIIb(H), HallOIHATENB(1). bobmas 4acTh MOJTMMEPOB, UCIIONB3YEMBIX JULT
CO3aHUS IUICHOYHOTO IOKPBITHS, MPEACTaBiIsieT OO0 NPOM3BOIHBIC NEJUIIONO3bI, TAKHE Kak
[EJUTIONO3HbIE 3QUPhI, WK aKPHUIIOBbIE TOTHUMEPHL M COTIOJIAMEPHL.

TunuaHBIMI adupamMu EJUTEOTIO3BI SIBJITEOTCS THAPOKCHITHIIEIUIION03a,
T'HIPOKCHIIPOMIINENLTION03a, THAPOKCHIIPONHIMETHIIIIEN0N03a, MeTHILeono3a, Tlomxonsmmme
AKPHIIOBBIE NOJMMEPH! BKIIOYAIOT CHHTETHYECKHE TOMUMEDDI € PasiIMYHBIME (yHKIHOHANLHBIMU

XapaKTepuCTHKaMH. OHH MOTYT GBITh JOMOIHUTENBHO MOAM(HIMPOBAHBI JUIS yCHIICHHS HAOYXaHHs
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¥ IPOHHI[AEMOCTH 34 CIET JONONHATENHHOTO BKIIOUCHHS TAKHX MAaTePHAIIOB, KaK BOJOPACTBOPHMBIC
3HPHI HEMONI03bI 1 KPaXMaJIbL, YTO HyXKHO /I 0becreeH st [OJIHOM JE3UHTErpaiuy IICHKH.

I[lokpsITHE MOXeT OBITh KHCJIOTOYCTOHYHMBBIM JUIA Pa3siHYHBIX /HAla30HOB pH,
IpeAnOYTHTENBHO OT 1 110 6.

Jlnst HaHeceHHUs 00O0JIOYKH MOKET ObITh HCIONB30BAHO CTAH/APTHOES obopy/toBaHKE, TAKOE
KaK ammapaThl JUIs TIOKDBITHS, TaKHe KaK arnaparhl ICEBAOOKIOKEHHOTO CIOs I CTaHIAPTHBIC
BaHHBI JUIS TTOKPBITHS.

KpoMe Toro, B HAcTOSIIEM H300peTeHHH NPEIIONKEHO MPUMCHEHHUE TBEPOH
(hapMaLeBTHYECKON KOMIO3HMIMH COTJIACHO HACTOAIIEMY ONHCAHMIO JULL JICYCHHS NAlMEHTa CO
37I0KAYECTBEHHOM OIYXONbIO B KA4eCTBE CUMIITOMATHYECKOTO CPEICTBA (MM, APYTHMH CIOBaMH,
CpeJICTBA ISl CAMITOMATHYECKOTO JIEYEHHs), 3aME/UISIOIIET0 IOTEPIO BECa, CHIKAIOIIETo 6oneBoit
CHHIpPOM, YMEHBIIAIOMEr0 YyBCTBO CJA0OCTH, YMEHBIIAIONIErO  SIBJICHHC JBIXaTeIbHON
HEJOCTATOYHOCTH, YIyYINAIOWIEro AammeTHT, MOBBIAIOMIEr0 JBHIATENbHYIO aKTHBHOCT,
YMEHBIIAIOMEro MOGOYHbIC SBICHHS XMMHOTEpAallMH Y IAlHEHTOB CO 3710Ka4CCTBCHHBIMH
OITyXOJISIMH.

KOMIO3HIMS COTTACHO H300PETEHHIO COAEPXKHUT TepaleBTHUECKH 3 PEKTHBHOE KOIMYECTBO
THApasMHa cylbdara W IpeJHa3HAYEHA Ul JIEYEHHS, BKIIOYAs CHMITOMATHYECKOE JICHCHHE,
HAIMEHTOB CO 3JI0KAUYECTBEHHBIMM OIYXOJIAMHU C IEJBI0 3aMEJIEHHs MOTepH BECa, YMCHBIUICHUA
6OJEBOr0 CHHAPOMA, YMEHBIIEHWs TyBCTBA CIA0OCTH, YMEHBIUEHHs SBICHHH JIbIXaTENbHOH
HEOCTATOYHOCTH, YIYYNICHHs AlIeTHTa, IOBBIICHHS JBUIATENbHOM AKTHBHOCTH, YJIy4IICHU
(H3MIECKOro, MCHXMUYECKOTO, COMHATBHOTO, SMOLMOHATBHOIO CTATyCa, CHIKEHHS JCIPECCHH,
yIydIIeHHs HACTPOEHHs, yIydlmeHHus 3(GQeKTHBHOCTH XMMHOTEpANUH, YMEHBUICHUS H0GOYHBIX
ABJCHAN XMMHOTEPAIHHU Y TIAMEHTOB CO 3JI0KAYECTBEHHBIMH ONMyXOJLsiMH. Taioke, IpeuIoxeHHas
KOMIIO3HUIAS MOXET yCHIMBAaTh 3(Q(HEKTHBHOCTh CHENH(HYECKOH MPOTUBOOIYXOJICBOM TEpPaNuH,
BKIOUAs XMMHOTEPAIHNIO, HATIPABIEHHOH Ha 3aME/UICHHE POCTa WM Ha COKpalleHHs oObeMa
OIYXOJIEBO# TKAHH HJIM PACIPOCTPAHEHHS ONYXOJIEBBIX KIIETOK, KOTOPYIO IPOXOMHT MAIMEHT CO
37I0Ka4E€CTBEHHBIMH OITyXOJISIMH.

[ToJ CHMIITOMATHYECKHM JiedeHHeM (CHMIITOMATHUECKON Tepanuel) IOHUMAETCs JICYCHHUE,
HAIPABJICHHOE HA TPEJOTBPAILCHUE HIHM YCTPAHEHME CHMIITOMOB CEPHE3HOTO MIIM ONACHOTO I
JKU3HH 3a00JICBaHHs, HAIIPUMED, TAKOT'0 KaK pak, H0604HbIX 30 (EKTOB, BHI3BAHHBIX JICUCHHEM 3TOTO
3aGoNeBaHHs, HANpUMEp, XHUMHOTEpamuei, yIydlleHHE KadecTBa JKM3HH, YCTPAaHEHHE WM
YMEHBIICHHE ICHXOJOTHYECKHX, COLNUAIBHBIX, JMONMOHANBHBIX NPOONEM, CBS3aHHBIX C
3a60JIeBaHMEM WM ero JedeHueM. CHMIITOMAaTHYECKOE JICUCHHE HE OKA3BIBACT 1IE€JICHANPABICHHOTO

BO3JICHCTBHS HA €r0 OCHOBHYIO IIPHYHHY HJIH MCXaHU3Mbl BOSHUKHOBCHHUS, HJIH IIPOTPECCHPOBAHUAC



3abosneBanns. CHHOHMMAaMH ITOHATHS “‘CHMIITOMATH4ECKOE JIeUeHHE” SBJISIOTCA TaKXKe TCPMUHBI

“IIaJUTMATUBHOE JIeUeHHEe” U “NO P KUBAIOIIEE JIEUCHUE .

IIPUMEPBI

Janee nacrosiuee u3o0peTeHre OyAeT IPOHILIIOCTPUPOBAHO C IIOMOIIBIO IPUMEPOB.

Bruto 0OHApYKEHO, YTO MPEANOYTHTEIBHOE COJAEPXKAHHWE BOJBI B TaKOd KOMITO3MIUH
coctagiser ot 1,0 1o 9,0 mac.%, IpeanodTHTENBHO OT 2 10 7 Mac.%, 6oJiee NPEANOYTHTENBHO OT 3
10 4 mac.%, mpu ompenenenun no Kapmy Oumepy. TecT mpoBOAAT B COOTBETCTBHH C
T'ocynapcrBennoit papmaxorneeii PO, OOC «Ompesenenne BoAbl», METOABI 1 win 2 wim ¢
EBponeiickoit hapmakoneeit 2.5.12, HanpruMmep, Ha KyJIOHOMETpHYECKOM THTpaTope ¢pupmer Mettler
Toledo, momens C30.

WroroBas KOMIIO3MLUSA HE TONBKO obmazana Oojee BBHICOKOH (apMaKoJIOrHYECKOM
AKTHBHOCTBHIO TIO CPAaBHEHHIO ¢ KOMIIO3HIMEH, He cojepamedl (apMaleBTHICCKH NMPHEMIIEMBIX
HEOPraHMYECKUX COJICH O/THO- U JIBYXBAJICHTHBIX METAIUIOB, HO ¥ [IPH HX COJCPKAHUH B YKa3aHHOM
KOJMYECTBE M YKA3aHHOM COJIEP)KaHMM BOJBI B KOMIIO3HIMM BO BpeMs XpaHeHHs obiajaia
YCTONYHBOCTBIO K HEXEJATENbHbIM PEBpAIlCHAIM THpa3sHHa Cyibdara B ero HEaKTHBHBIC
COEIMHEHHUS C OPraHMYECKUMH KOMIIOHEHTaMH KOMIIO3HIMH B Tab/IeTKaxX U Kalcylax MM caie ¢
Ie/UteTaMi. B 9acTHOCTH, IIpH XPaHEHWH MOKPHITHIX KHIIEYHOPACTBOPUMOH 060/104K0H TabeToK,
COZEPIKALTNX MEHBIIIEE MWK GOJblIee KOIMYECTBO BOJIBI, HEXKENH yKa3aHo B popMyJie H306peTeHns,
HaOMIOAIOCh OTBEPXKICHHE OOOJIOYKH, CONPOBOXKIABLICECS 3HAYUTENBHBIM YMEHBIICHHEM
BBLICBOGOXICHNS ICHCTBYIOIIETO BENMIECTBA. XapaKTePHCTUKON CTENEHH BHICBOGOKIEHHS SBIISCTCS
nokasarenb «PacTBOpeHHE», ONpeNeNseMblii Ul KHIIEYHOPACTBOPHMBIX O0GOJIOYEK COrIacHo
TI'ocynapcteennoit dpapmakonee PO XIV m3nanus (ODC.1.4.2.0014.15 «PacTBOpeHHe U1 TBEPABIX
JO3HPOBAHHBIX JIEKAPCTBEHHEIX (POpMY», METOAMKA 2, cTaaus 2, mesodnas) B GydepHoM pacTBope ¢
pH 6,8 (cm. Tabnuny). [Ipy aiuTeIbHOM XpaHEHHMH 3HA4YeHHMs MoKasatesned «PacTBopenue» Ui
cepuii TabNETOK ¥ MEIUIET, cojepKamuxX Mense 1 % umm Gonbine 9 % BOAbI, HE YROBICTBOPAIHA

dapmaxoneitnsM TpeboBanusam: He MeHee 70 %o (Q) + 5 %.

3uauenus nokazareas «Pacrsopenus» B 6ydepHom pacrsope ¢ pH 6,8, %

Conepxxanue Bpewms xpanenus, rox

BOJBI, % 0 0,5 1,0 1,5 2,0 2,5 3,0

Tabnemku ¢ KUMWEYHOPACMBOPUMOTl 060N04KOU

0,5 90,1 81,4 76,6 77,0 75,4 73,3 74,0




ConepxaHue BpeMms xpaHeHHs], TOA

BozsL, % 0 05 1,0 L5 2,0 25 3,0
1,0 943 85,1 81,2 80,0 78,9 782 75,5
3,0 96,0 87,9 83,5 82,0 80,4 78,1 78,5
39 97,3 89,0 85,2 82,6 79,4 78,6 78,0
45 95,1 86,2 82,4 814 | 79,0 775 76,2
6.9 92,0 82,1 79,3 77,6 76,8 75.8 754
.1 90,2 81,6 778 76,0 76,1 75,6 753
93 87,0 80,0 785 76,0 754 75,0 733

Kancynvl ¢ neanemamu ¢ KUme4Hopacmeopumou 060104Kou
03 92,2 83,0 78,0 76,1 758 74,7 749
19 96,1 88,0 83,7 82,4 80,0 77,9 76,4
2.9 97,5 38,7 34,0 83.6 812 79,5 79,7
38 98,6 90,0 844 815 78,7 77,7 76,1
47 96,3 87,2 83,0 81,9 80,2 77,5 76,0
6.8 93,1 §2.8 80,2 78,4 771 76, 753
7.9 90,6 81,0 78, 772 75,9 75.0 75.0
9,0 88,5 30,3 78,0 76,8 752 74,8 73
Caue ¢ neanemamu ¢ KUMEYHOPACMEOpUMOti 060104K0U
03 91,9 83,0 78,1 76,6 75,6 75,1 74,6
1.9 96,4 88,2 83,8 82,2 80,2 77,9 763
2.9 96,8 88,4 85.6 83,0 81,7 789 79,8
38 99,8 91,5 85,0 82,3 79.1 78,7 76,0
47 97,4 87,1 82,6 83,5 79,6 78,7 777
6.8 92,8 82,3 80,0 78.4 76,9 76,2 751
7.9 oL.1 81,5 78,6 771 76,1 752 75,1
9,0 88,3 80,4 77 76,3 755 746 733

Kak BHAHO W3 TaGIMIB], IPH XPAHEHHH MOKPHITBIX KHIIEYHOPACTBOPHUMOM IUICHOYHOM
060104KOH TABNIETOK, COAEPIKAIMX MEHbIIee MM 6onpluee KOMMYECTBO BOABI, HEXEIH YKa3aHO B
dopmyne n306peTeHus, HabIIOAANOCH OTBEPXKICHHE TaGIETOK, COMPOBOXKAABIIEECS CYIECTBEHHBIM
3aMe/UICHHEM HOCTYIUIEHHs IEMCTBYIONIEro BeIecTBa B cpely pactBopenus. K aHanormdHomy
SBJICHHIO IPHBOJINIIA M PEAKIIUs THAPA3HHA CyIb(arTa ¢ KMIIEIHOPACTBOPHMON 000JIOUKOM IeIIeT,

COZepXaIUXCA B Karncy/ax wi came (cM. Tabiuity). Eciu sxe ucnoss3oBaii OObIMHBIC KAIICYJIB C
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HEMOM(UINPOBAHEBIM BHICBOOOXICHHEM aKTHBHOTO (HhapMalleBTHYECKOTO HHIPEUCHTA, TO
B3aMMOJIEICTBHE TUpasHHa Cy/bdara ¢ HXENaTHHOBOKH 000JI0YKOH KalCya IPHBOAWIO K IOTEPe

(opMBI TOCTIEHAX ¢ 0GpasoBaHUEM OTBEPCTHIA ¥ BBICHIIAHIEM HAPYXKy COAEPIKUMOTO KarcylL.

IIpumep 1. [lonydenne KpucTATAIECKOH GpopMsI I rupasuHa cynbdara.

7,8 Kr ruapasuHa cyabhara KBaTQUKAME «4» PacTBOPSIOT B 10 J1 BOABI OYMIICHHOH B
peakTope M3 HHEPTHOTO MaTepHaia (3Mallb, CTEKIIO0) BMECTHMOCTBIO 60-125 1 npu Temmeparype 75—
80 °C. 3atem npubasmsuor 0,2 Kr yrisd akTHBHPOBAHHOTO M MEPEMEINMBAET NPH TEMIIEpaType 75—
80 °C B Teuenre 1015 MunyT. CyCIeH3MIO IPOMYCKAIOT Yepe3 000rpeBacMblii MEMIOYHEIA GUIBTP,
dumsTp npomeisatot 10 11 ropsiaeit (80 °C) BobI 09MIEHHOM. 3aTeM GuIBPTpaT ¥ NPOMBIBHYIO BOITY
06BEIUHAIOT, OXJTAXAAIOT B TeueHre 1 4 10 10-15 °C u mepeMeImBaroT PH yKa3aHHOH TEMIIEpaType
B Teyenue 3—4 4acos. VI3 mONydeHHOM BOJHOM CycreH3u (UIBTPOBAHHEM HA HYTY-GHILTPE HIHA
LEHTPH(YTHPOBAHAEM BBIIEIISIOT OCaIOK (hapMaKoNeHHOro cybara ruapasHHa i IPOMBIBAIOT HX
Ha uinbTpe 12 11 X0MoxHOH BOABL BiaxHBIA 0CaIOK CymIaT B BaKyyM-CYIIHIbHOM mkady npu
Temueparype 45-55 °C 1 0cTaTo4HOM HaBIeHHH 5—10 MM pT.CT. B Teuenue 2-3 4acos. Bexox cyxoro
npoaykra okono 7 xr (89 mac. %). Ilomydennoe 6enoe KpHCTAUIMYECKOE BEIIECTBO HMMCCT
TeMieparypy IUIaBieHHs oT 248 no 253 °C (c pasnoxenuem). Ilo naHHBIM P®A mnomyduenHoe
BEILIECTBO Eonepxcnr Gonee 90 % xpucrammyeckoir (opmbel | rHppasuHa cymbdara u
XapakTepusyercs HaOoOpoM yrioB mubpakuuu (20, rpar, +0,10) ¥ COOTBETCTBYIOIIMX HM
MEXIUIOCKOCTHEIX paccTostHUH (d, A, £0,003): 14,48 — 6,113; 19,33 — 4,587; 21,56 — 4,118; 22,21 -
3,999; 23,66 — 3,757; 25,25 — 3,524; 27,50 — 3,241; 28,70 — 3,108; 29,14 — 3,062; 33,42 — 2,679;
35,60 —2,520; 36,60 — 2,453; 45,03 — 2,011; 47,65 - 1,907; 51,93 —1,760. ®opma Il mpucyTCTBYET B

koyimgecTtBe He 6ostee 10 %.

IIpumep 2. [TonyueHune rupasuHa Cynbdara B BUAC CMECH KPHCTATNIHIECKHUX dopm Iull B
cootHomenun 1:1.

7,8 Kr rumpa3uHa cynbdara KkBanuEKamuM 9 pacTBOPSIOT B 10 1 BOMEI OYHIICHHOH B
peaKTope M3 HHEPTHOTO MaTepHana (3Maib, CTEKIIO) BMECTUMOCTBIO 60—125 11 pu Temmepatype 75—
80 °C. 3arem npubasisior 0,2 Kr yriig aKTABUPOBAHHOTO U IEPEMEIIHMBAIOT NIPH TEMIICPAType 75—
80 °C B Teuenne 10—15 MuayT. CyCHEH3HIO IPOIYCKAIOT Yepe3 000TrpeBacMBblil MEIIOTHBIN ¢uiIsTp
U Me[UICHHO OXJIAKAAIOT 0e3 MepeMCEIIUBaHUs, IOJIEPXKHBAs CKOPOCTh OXJAXICHHS HE BBINIC
0,01 °C/MuH. U3 mHONYYeHHON BOJHOM CYCIEH3MH QUILTPOBaHHEM Ha HYTY-QUIBTPE HIH
HeHTPU(YTHPOBAHUEM BBIICIITIOT OCAIOK CyJb(ara ru/pasuHa, MPOMBIBAIOT €TO Ha ¢uneTpe 12 1
XOJIOHOM BOIbL. BIaHbI 0CaOK CyIIaT B BaKyyM-CyIIAIBHOM IIKady Ipu Temnepatype 45-55 °C

¥ OCTATOYHOM JaBJIeHNH 5—10 MM PT.CT. B TedeHHe 2-3 9acoB. BBIX0JI CyXOro NpoyKTa 0KoJIo 6,7 KT
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(89 mac. %). [TonydenHoe Gesoe KPUCTAUTMIECKOE BEIECTBO HMEET TEMIICPATYPY IIABJICHUA OT 255
10 256 °C (c pasnoxenueM). [To nanabmvM POA, 570 BEIECTBO NPEACTABIACT coboit cMech ¢opm 1
II. B ee aubpakTorpaMme NPUCYICTBYIOT HAaGOpHI YIJOB mudpaxiuuu (20, rpan, +0,10) u
MEKILIOCKOCTHBIX paccTosaui (d, A, £0,003), xapakTepHsie Kak st Gopmst I: 14,48 — 6,113; 19,33
— 4,587; 21,56 — 4,118; 22,21 — 3,999; 23,66 — 3,757; 25,25 — 3,524; 27,50 — 3,241; 28,70 — 3,108;
29,14 — 3,062; 33,42 — 2,679; 35,60 — 2,520; 36,60 — 2,453; 45,03 - 2,011; 47,65 — 1,907; 51,93 —
1,760,— Tax u s dopmsrt 11 14,83 — 5,968; 20,07 — 4,420; 21,19 — 4,189; 21,98 — 4,041; 24,15 -
3,682; 25,11 — 3,544; 2539 — 3,505; 25,69 — 3,465; 28,16 — 3,166. Ilo OTHOCHTEJBLHOM

MHTEHCHBHOCTH JIMHH} YCTAaHOBJIEHO, YTO cooTHouIeHHe hopm 6musko k 1:1 (48 : 52)

Ipumep 3. TaGneTky ¢ NICHOYHOH KMIIEYHOPACTBOPUMOH 000J104KOM, MOy YEHHBIE
METOZOM NPAMOTO HPECCOBAHMS, H3 THAPa3HHA Cylb(aTa B KPUCTAINYECKON dopme 1.

CocraB (hapManeBTHYECKOH KOMITO3UIMHM (Ha OJIHY TaGIeTKY):

eticmsyrowee eewyecmeo Konuuecmeo, m2
uapasuna cynbdar 60,0
Bcnomozamenvrvie éewjecmea a0pa

kansius ragpodocdar (USP) 304,0
niosunoH (OCIT 42-0345-4368-03, USP) 24,0
marnus creapat (TY 6-09-16-1533-90, USP) 4,0
KpeMHHs uokcu Koyutonnslit (aspocm) (TOCT 14922-77, USP) 8,0
Bcnomozamenvibvie eeujecmea no0o0O0I0YKY

Omnanpai, 6,0

B ToM urcite: runipomennosa (USP, Eur. Ph., JP) 84,1 %, tpuanetun (USP,

Eur. Ph., JP) 8,4 %, tansk (USP, Eur. Ph., JP) 7,5 %

Bcnomozamenvivie gewyecmea 060104Ku

Axpuins, 12,7
B TOM YHCJIE: COTIOJHMMEP METAKPHMIIOBOM KHMCIOTHI H STHIaKpuiara, 1:1

(USP-NF, Eur. Ph., JP) 66,0 %, tamsk (USP, Eur. Ph., JP) 16,5 %,

KpacHTes xenesa okcun kpacusrit (kenesa[lll] oxcun) (E172) (USP, JP)

10,7 %, aIOMHHHEBBIM JIaK Ha OCHOBE KPacCHUTENs aopa KpacHBIH

(E129) (JECFA) 2,3 %, turana auoxcun (USP, Eur. Ph., JP) 1,3 %,

KpeMHHs auokenn koywtouanbti (aspocui) (USP-NF, Eur. Ph., JP) 1,0 %,

Hatpus ruapokapoonat (USP, Eur. Ph., JP) 1,0 %, amoMuHueBbli 1ak Ha

ocHoBe kpacurens unmuro kapmut (E132) (JECFA, JSFA, JP MO) 0,7 %,

naypwicynsdar (USP-NF, Eur. Ph., JP) 0,5 %

Tpuanerun (USP-NF, Eur. Ph., JP) 1,3

OCHOBHBIMM CTaJHsAMH TNOJy4eHHS (apMalleBTHUCCKONH KOMIO3MIMH B (QopMe TabNeToK,
IIOKPHITEIX KHIIEYHOPACTBOPHMO# 0GOI0UKOM, SIBIAIOTCA: IIOJTYYEHHE MacChl Ul TabIeTHPOBaHH,

TabJIeTHPOBAaHKE TAGIETOK-SIAED, HOJydeHHE TabJIETOK, HOKPHITEHIX IIEHKOOOPA3yIOIIM COCTaBOM.
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B mpomecce HpPHTOTOBIEHHS MacChl I TaONETUPOBaHHS NPOMCXOIAT CMEIICHHE H
ONyJApUBaHHE. B YCTaHOBKY I CMEMIMBAHHS CYXHX KOMIIOHEHTOB JIEKapPCTBEHHHIX (OpM C
GapaGaHHbIM WK OMKOHYCHBIM CMECHTeIIeM 3arpyxainu 17,3 kr runpasuna cynsdara (neicTByIOMEE
BemecTBo) ¥ 87,109 kr xanbuums rugpodocdara 6e3poauoro. [lepememnmsamu 10 mun, 106apisiu
6,884 Kr OBMIOHA U IIPEIBAPUTEIBHO NPOCESTHHBIE MarHus cteapar (1,147 Xr) B KpeMHHUS THOKCH]T
(2,294 xr). IlepememmBanu 20 MuH, 3aTeM TOTOBYIO Maccy Juis Tabnetupopanus (108,9 xr) u3
CMeCHUTeJIs TepeAaBaty sl TabIeTHPOBAHUS.

Jlns TabneTupoBaHus TabICTOK-SIEP UCTIONH30BAIH TaOJIETHPOBOYHBIH IPECC POTALHOHHOTO
tuna E-150 Plus-32EU-B. Ilo oxoHuanumm mponecca TaOneTHpoBaHUs TabJEeTKU-s/pa,
YAOBJIETBOPSIIOLIHE TPeOOBaHUAM cHenuuKanyiy, B KoqauecTBe 107,5 Kr nepefiaBain Ha CTaHIO
HOKPBITHS INIEHKOOOPa3yIOIUM COCTAaBOM.

Jina  QopMupoBaHus O0OOJOYKH HCIOJNB30BAIM BHICOKOIQGMEKTUBHYIO MAUIUHY s
HaHEeCeHHd IUIeHOYHoro mokpertis (koyrep) BGB-150 D. Ilpu AByXCTaiuifHOM HaHECCHUH
IJIEHKOOOPa3yoliel CyCIeH3u: Ha BOJHOM OCHOBE 00Opasyercss MpOYHOE KHIIEYHOPaCTBOPHMOE
TIOKpBITHE, COCTOSIIEE U3 TT01000I0UKH (Omapaii) 1 000I0YKH (aKpHIIU3).

Tl HaHeceHHs moaoGonouku memonmb3oBamu 11,5 % pactBop omazpait (cmech 84,1 %
runpoMennossl, 8,4 % tpuaunernsa u 7,5 % Tanbka) B BOJe OYMINEHHOH. IIpu npoBeneHHH
TEXHOJIOTHUYECKOIO TIPOIIECCca HAHECeHNUS IUICHKY TEMIIEpaTypa BO3[yXa Ha BXO/IC B anmnapar J0JKHa
ObTh OT 65 mo 70 °C, Ha BeIXOAE OT 57 no 62 °C. Bpems mporecca 40-45 muHyT. Pacxon
IIeHKOoOGPa3yIoIIero cocTaBa MOCTeneHHo yBenuuuBama ot 80 mo 210 mu/muH. B xoze nporecca
oTOHpany Mpo6s! TaGIETOK JJIs OLCHKH PABHOMEPHOCTH MIOKPHITUSA U OJTHOPOJHOCTH IUICHKH.

Jns HaHeceHus 060s0uky mcrons3oBamd 20 % pacrBop akpmmsa (66,0 % comomumepa
METaKpHJIOBOM KHMCIIOTBI W STWIaKpHiara, 1:1, 16,5 % Taneka, 10,7 % xenesa(lll) oxcuna, 2,3 %
ATIOMAHMEBOTO Jlaka Ha OCHOBE KpacHTels aumop KpacHseii, 1,3 % Turana amoxcuia, 1,0 %
aspocuina, 1,0 % narpus ruapoxapbonara, 0,7 % alOMHHHEBOTO JIaka Ha OCHOBE KPacHTE/IA HHMIO
kapmuH, 0,5 % naypuicyishara) B Boje OuUMIIeHHOH ¢ nobGasnenmeM 10% tpuanerusa. Ilpu
NPOBEJAECHHN TEXHOJOTHIECKOTO IPOIEcca HaHECEHHs IUICHKHM TeMIlepaTypa BO3lyXa Ha BXOZIE B
anmapar Jo/kHa ObITe oT 50 10 55 °C, Ha Bexoge oT 47 o 52 °C. Pacxon mieHKo0Opasyromero
coCTaBa IOCTEeIeHHO yBenuumpamu oT 80 mo 210 mu/mun. B xonme mpouecca or6mpamu mpoGst
TabNeTOK JUIS OLEHKH PAaBHOMEPHOCTH ITOKPBITHS X OAHOPOJHOCTH IICHKH.

KoHmunuoHHbIE TaOJIETKH HMEIOT KPYTIIYI0 GOpMY C JBOSKOBBIIYKJIBIMH MOBEPXHOCTSMU €
IIeJIbHBIMH KPasMH, TIOBEPXHOCTB - TJIaJIKast, OQHOPOAHAs, IBET TaOIETKH, IIOKPHITOH 000I0UKOMH —
KpacHO-Kopr4HeBsIit. Ha m3nome Genoro nsera. Macca ta6inerok ot 400 10 440 Mr, BeIcOTa TabNIeTKH

(4,2 + 0,4) mm, guameTp - (10,0 +0,3) Mmm.
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TlonyueHHBIe TaGIETKH, 10 JAHHBIM (QH3HKO-XHMHYECKUX WCTIBITaHHi, coaepxkana 59,7 mr
cynpdara rugpazusa u 3,6 % Boxel. IlommuHHOCTR JIEHCTBYIONIECTO BEINECTBA IOATBEPXK/ACHA
KA9ECTBEHHBIMM XMMUUECKUMH PEaKIMAMH C JMMETHIAMHHOOSH3AIBETHOM H PacTBOPOM #Hoza
(TpasuBHAs TPYIIIa) U XIopuaoM bapust (cynbdar-uon). [To manEEM POA, B 1101y4eHHOH CMeCH
IIPUCYTCTBYET CynbdaT IHIpasuHa, CONePIKAMM Gosee 90 Y% dopmbl I ¢ xapakTepHEIM HAGOPOM
yrnos audpaxuun (20, rpaj, +£0,10) 1 COOTBETCTBYIOMHMX UM MEXIITOCKOCTHBIX paccrosuuit (d, A,
+0,003): 14,48 — 6,113; 19,33 — 4,587; 21,56 — 4,118; 22,21 - 3,999; 25,25 — 3,524; 27,50 — 3,241,
28,70 — 3,108; 29,14 — 3,062; 33,42 — 2,679; 36,60 — 2,453; 47,65 — 1,907; 51,93 - 1,760.

Ipumep 4. TabeTKy C [UIEHOYHOR KUIIEYHOPACTBOPUMO# 000TOUKOH, MOy ICHHbBIC
METOZIOM TPaHYJIAIMH, U3 THAPa3HHa Cyb(aTa B KPUCTAUTHYECKOR dopme L.

CocraB (hapManeBTHIECKON KOMITO3HIIHHM (Ha OJ(HY TabNeTKy):

Heticmeyiowee éeujecmeo Konuuecmeo, m2
Cunppasuna cynbdar 60,0
Bcnomozamenvhule éeujecmea 10pa

xanpius ruapodocdar (USP) 304,0
nosuzoH (OCII 42-0345-4368-03, USP) 24,0
maruud creapat (TY 6-09-16-1533-90, USP) 4,0
KPEMHHS JMOKCHA Koo b (aspocun) ([OCT 14922-77, USP) 8,0
Bcnomozamenvhvie geuyecmea 060104KU

COTIOJIMMEp METAKPHIIOBOH KHCIOTH! M dTHnakpuiara, 1:1 (USP-NF, Eur. 13,00
Ph., JP)

Tansk (USP, Eur. Ph., JP) 3,30
Maxkporon 400 1,30
Turana guokcuz (USP, Eur. Ph., JP) 1,30
KpacuTens xemnesa okcun kpacublii (xenesa[lll] oxcnn) (E172) (USP, JP) 0,65
Jumeruxon (USP, Eur. Ph., JP) 0,45

TeXHOJOTHUECKHii PONIECC TOTyYeH sl TabIeTOK Cynbdara ruapasvHa METOAOM BIIaXHOH
IPaHYISAIMM COCTOMT M3 CNEAYIOIMX CTajui [POU3BOJCTBA: IMOJYYEHUS Macchl Ui
TabneTupoBaHus, TabeTHpoBaHHE TabIETOK-A/ep, HAHECCHUE IIJIEHOYHOTO IIOKPBITHS Ha Ta0JIeTKH-
saapa.

B cmecutens-rpagynstop CM-18 (Tropi30HTaIBHBIH anmapar ¢ KOPITOOOpasHbIM KOPITyCOM
¥ JIONACTHOM MEIIATKOH) 3arpy>Ka IpeABapUTENbHO IPOCEsSHHEIE cynbdar ruapasuna (17,0 xr) u

Kanpnua rugpodocdar Gessoamsiid (86,133 kr), mepeMelunBaid U paBHOMEPHO B TpH TIpUeEMa
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n006aBisu Boay ouMineHHyo (42 m). Ilocne xaxaoH 3arpy3Ky yBIaXHUTEIA MacCy NepeMeIInBAIN
3-5 MuH. 3areM YBIaXHEHHYIO TableTOUHY0 Maccy Ha Kaimubpartope-rpanymstope PM-44
TIPOTHpAJIH Yepe3 CETKY ¢ oTBepeTHsiME axameTpoM (5,0 £ 0,5) mm. Braxusiit rpanyst (143,793 xr)
nepeaBaId Ha CYHIKY ¥ IPaHyJIAIHIO.

VBIaKXHEHHYIO TabJIeTOYHYIO0 Maccy CyIIHIM OKollo 120 MHH B CYNIHIIKE KKHIISLIETO» CIIOS
tuna WSG-120 npu temmeparype Bosayxa ot 40 mo 45 °C. 3arem cyxyio (oxomno 2,0 % Bojsl)
Tabnerounyro maccy (107,571 xr) mpoTupanu uepe3 oTBepcTHs Kanubparopa-rpanyistopa PM-44
(mnameTp otBepcTHit ceTku (2,0 = 0,5) Mm).

Cyxo# TrpaHyJaT 3arpykald YCTaHOBKY JUli CMEIIMBAHWS CyXHX KOMIIOHCHTOB
JNIEKapCTBEHHBIX (opM ¢ GapaGaHHBIM WM GHKOHYCHBIM CMECHTENIEM H ONyJpUBaIM cMechio 1,133
KT Maruus creapara ¥ 2,267 Kr KpeMHHS JaoKcuaa. Berxox Macchl 1yt Tabneruposanns 110,483 kr,
conepxkanme Buaru 3,4 %.

JUis1 TaGeTUpOBaHKs TabJIETOK-SAEp UCIIOIb30BAIH TaOIETHPOBOYHBIH IIPECC POTALMOHHOTO
tuna RT-36. Ilo okoHUaHWM TaGIeTHPOBAHUS TaOJIETKH-AAPA, YAOBIECTBOPSIONIME TPeOOBAHUAM
cnenudukanuy, B konnyectse 108,84 Kr mepenaBany Ha CTAMIO HOKPBITHS IJIEHKOOOPa3yrOUIUM
COCTaBOM.

I[Ipomecc HaHeceHMs OKDAIIEHHOrO pacTBOpa IIOJNMMETAaKpuiIaTa Ha TabJieTKu-sapa
nposomwid B ammapare "kumsmero” ciost STREA 60 Aeromatic. TabneTku-siipa WHTCHCHBHO
IepeMENIMBAIIN a30TOM B TedeHHe 3 MHH, 3aTeM no0apnsu 0,138 Xr [uMETHKOHA, IIEPEMEIIHBANH
3MHH ¥ HAaHOCHJIM IUICHKY, PpAcObUIAs TIPEJBApUTEIbHO IPHUIOTOBJICHHBIA  PacTBOP
IIOJIEMETaKpHiaTa B cMecu MeTrnenxiopua (110 i) i cupra stanosoro (102 i) ¢ noGasnennem
cycnensun murmentoB (0,954 xr tameka, 0,376 xr TuTana auokcuna, 0,1 88 xr xeme3a okcuaa
kpacHoro u 0,376 Kr Makporoia) B CIHpTE STHIOBOM (6,3 Kr).

ITponecc NMPOBOAMIM B 3aKPHITOM KOHTYpe IMpKylIanuu Oe3 moaBoJa W OTBOJA a30Ta B
teuerne 100 mun. TeMnepaTypa Bo3IyXxa Ha BXOJE B anmapar cocTasisia oT 60 no 62 °C, Ha BeIxozie
40 - 46 °C. Pacxoj mienkoo6pasyromero coctasa 240 1o 260 mn/muH. B Xo1e NoKphITHs TabIeTOK-
sep oTOupa npoObl TabIETOK I OLEHKH PABHOMEPHOCTH NMOKPBITAS X OXHOPOJHOCTH IIJICHKH.
3areM TabJIETKU MOACYITHBAIHN B TedueHue 30 MHH.

ITony4ennsle TaGNeTKA UMEIOT HOPMY, LIBET U Pa3MePEhI, OIIM3KHE ONHCAHHBIM B IPUMEpE 3.

IToyuennsie Tabnetku (06mas Macca cepurt 113,072 Kr), 0 NaHHBIM QU3UKO-XUMAIECKIX
HCHIBITaRui, comepxkar 60,6 mr cynbdara ruapasusa u 3,5 % Bozabl. II0ITMHHOCTE ACHCTBYIOMETO
BEIIIECTBA MOITBEPXKACHA Ka4eCTBEHHBIMU XUMHYECKUMH peaKIHsIMU c
JIMMETHIaMHHOOCH3IBIETHIOM H pacTBOPOM Hoja (rHiapasuWHHas TPYIIA) M XJIOpHAOM Oapus
(cynsar-uon). Ilo namapmM PDA, B MONydeHHOH CMECH IPHCYTCTBYET Cyjb(aT ruapasvHa,

conepxanmit 91 % dopmer I ¢ xapakrepHsM HaGopoM yrioB nuppakmmu (20, rpax, +£0,10) u
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COOTBETCTBYIOIMX MM MEXIUIOCKOCTHBIX pacCTosAHumH (d, A, £0,003): 14,48 — 6,113; 19,33 — 4,587,
21,56 — 4,118; 22,21 — 3,999; 23,66 — 3,757; 25,25 — 3,524; 27,50 - 3,241; 28,70 — 3,108; 29,14 —
3,062; 33,42 — 2,679; 35,60 — 2,520; 36,60 — 2,453; 45,03 — 2,011; 47,65 - 1,907; 51,93 — 1,760.

Conepsxanue dpopmsl Il cynbdara rumpasuna — okoio 9 %.

Hpumep 5. TabreTKy ¢ IWICHOYHOM KHIIEYHOPACTBOPUMON 000II0UKO#H, IOy YCHHBIE
METOIOM TpaHy/ISIiH, U3 TUApasHHa Cynbdara B KpuCTALIMYECKOR popme L.

Tlosy4eHs! aHATOTMYHO TIPHMepPY 4 ¢ TeMH OTIHYHAMH, YTO YBIAXHEHHYIO TaOIeTOUHYIO
MAcCy CYIIHIA OKOJIO 60 MHH B CYIIMIIKE KKHIIAIIEro) CII0s pH TeMiepatype Boszyxa okoio 40 °C,
a HpoIECcC MOKPHITHS 0G0I0YKOM TakK jKe IIPOBOMMIH B TeueHue 60 MuUH.

TToydeHHble TabeTku HMEroT GOpMY, LBET H pa3Mepsl, 6IIM3KKe ONUCAHHBIM B IpuMepe 3,
110 ZIAHHBIM (PH3HKO-XMMHYECKUX HCIILITAHUH, comepxar 61,4 Mr cynbdarta ruapasuna u 6,8 % BOZBL.
Tlo nanaem PDA, B IOIyUeHHOH CMECH NMPUCYTCTBYET Cyib(daT ruapasuua, copepxammit 91 %
dopms! I ¢ xapakTeprsM HaGopoM yrinoB mudpakuuu (20, rpan, +0,10) ¥ COOTBETCTBYIOMMX UM
MEXKIIOCKOCTHBIX paccTosHuit (d, A, £0,003): 14,48 — 6,113; 19,33 —4,587; 21,56 — 4,118; 22,21 -
3,999; 23,66 — 3,757; 25,25 — 3,524; 27,50 — 3,241; 28,70 — 3,108; 29,14 — 3,062; 33,42 — 2,679;
35,60 — 2,520; 36,60 — 2,453; 45,03 — 2,011; 47,65 — 1,907; 51,93 - 1,760. Conepxanue ¢popmsi 11

cynbdara ruapasusa — okoso 9 %.

Ipumep 6. TabieTky C IUICHOYHO KHIIEIHOPACTBOPHMOH 000JI0UKOM, IOy JCHHBIC
METOJIOM I'PaHy/IAINM, W3 THApasHHa Cyibdara B KpuCTALTAIECKOH popme L.

[ToTydeHsl aHAIIOTHYHO MPEMEpPY 4 C TEM OTIMYHEM, YTO B Ka4eCTBE CBHIPbsS HCIIOIB30BaH
xanbius ruapodocdar auruapar (108,939 xr). Ionyuennsie Tabnetku (113,562 xr), 1o faHHBIM
(DU3MKO-XMMHYECKUX HCIBITaHui, cojepxar 61,2 Mr cymasdara ruapasusa u 3,8 % BombL
ITo/UTHHHOCTB ACHCTBYIONIEro BeNIeCTBa MOATBEPAK/IEHA KaYeCTBEHHBIMU XHUMHUYECKUMH PEAKIIUAMU
C IMMETHIAMHHOGEH3AIBICTHAOM H PacTBOpoM kHona (THApasHHHAas IpyNNa) M XJIOpuaoM Oapus
(cynsdar-non). Ilo mamHem P®A, B HONydeHHOM CMeCH NPUCYTCTBYET Cyibhar IHIpasuHa,
cozmepxanit 92 % ¢opmer 1 ¢ xapaktepHsM HaGopoM yriuos mudpakuuu (20, rpax, +0,10) u
COOTBETCTBYIOIIMX UM MEXIUIOCKOCTHBIX paccTosHui (d, A, +£0,003): 14,48 — 6,113; 19,33 — 4,587,
21,56 — 4,118; 22,21 — 3,999; 23,66 — 3,757; 25,25 — 3,524; 27,50 — 3,241; 28,70 - 3,108; 29,14 —
3,062; 33,42 — 2,679; 35,60 — 2,520; 36,60 — 2,453; 45,03 — 2,011; 47,65 — 1,907; 51,93 —1,760.

Conepxanne ¢popmsl 11 cynpdara ruapasusa — okoso 8 %.

Ipumep 7. Kancynsl ¢ HOPOLIKOM, COASPXKANIUM I'HApa3sHHa CyIbpaT B KPHCTALIMIECKOH

¢dopme 1.
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Cocras (papMalleBTHYECKON KOMIIO3HIINH (Ha OJIHY KarcCyJy):
Leticmsyroujee eeugecmso Konuuecmeo, m
I'unpasuna cynbdar 60,0

Bcnomozamenvruie eeuecmea K'CU'IC}/’JZI)HOIalv cmecu

kansuus rugpodocdar (USP) 100,0
nosuoH (OCIT 42-0345-4368-03, USP) 17,0
KpeMHHUA JuoKcu 1 kKosutou bl (aspocun) (TOCT 14922-77, USP) 1,7
marams creapat (TY 6-09-16-1533-90, USP) 1,3

OCHOBHBIMH CTAAMsMH TONydeHHs (apMaleBTHUYCCKOH KOMIIO3HIMH B (opme Karcyi
SBJIAIOTCA: NPUTOTOBJIEHHE YBIAXKHHUTENS, IOJy4EHHE H CYyIIKA IPaHYJATa, ONyIPHBAHAC TPaHYI,
HAIOJHECHUE KaICyl.

B KkadecTBe YBI@XHHTeNs Hcmonb3oBamd 10 % BommBIH pacTBOp MOBHAOHA (5,2 KT
IIOBHIOHA, 5,2 KI' YBJIaXXHUTEIS).

ITonydyeHne MacChl JUI KalCyJIHPOBaHHS IPOU3BOJMIM Ha CYIIHJIKC-TPAHYJIATOpE C
nceBnooxmxeHHbIM citoeM tuna FBE PRO 60. B cymuky-rpanyistop 3arpyXajis IpoCeSHHOE
ceIpbe: 8,72 kr ruapasuna cyiabdara (Gopma I) u 14,39 xr xanbuus rugpodocdara 0e3BOIHOTO.
VHTpeAMEeHTHl MepeMeIMBaIH TPH HAarpeBaHWHW, M MO NOCTHXECHHH TEMIIEPaTypel B CJI0€
npoxykta oT 25 mo 35 °C HauMHanu Tojady yBiaxHuTeds. 110 OKOHYAHMHM OpOIICHHS
IIEPEXO/IIIN Ha PEXUM CYIIKH IIPH TeMIepatype npoaykra ot 25 no 35 °C. Cymky 3aKaHUHBAJIHA
IIpK IONy4eHHH TPaHyJIATa ¢ MACCOBOI Joneii ocTaTouHOM Biiark He Gonee 4 %.

[Ipomecc ONMyApHBaHHS OCYLIECTBISIA B TOM XK€ ammapare. B CymIHIKy-rpaHylIsaTOp
no6asismm 0,52 kr aspocuna 1 0,34 Kr MarHus cTeapar H IepeMeIUBaIH 2-3 MUH.

Maccy s HAmOJNHEHHs KarCyll BBIrPYXXand B COOPHHK, B3BEIIMBAIM M OTOHpAIH poby
MacChl JUIS COZIEp)KaHMs TujapasuHa cyibdara (0T 56 10 65 Mr B pacyere Ha CPEIHIOI0 Maccy
COLEPXKUMOTO Karcyisl). Berxox Ha craguu cocraBun 96,6 % (25,28 kr).

Maccy [uIs HaIlOTHEHKS KaICyJl IepefaBalli Ha CTa/I0 KancyiupoBaHnus. JIis HalloIHEHHs
¥ 3aKPBITHS KAICYJ HCIOJIB30BAIH aBTOMATHIECKYIO MallMHy Moxead Romaco Macofar CD-25
I aHaJoTHYHY0. KancybHyro Maccy $pacoBaiu B TBEp/BIE JKeIATHHOBbIE Kancyibl Ne 2. Berxon
na craaud 96,5 % (24,38 kr). [To JaHHBIM GU3NKO-XUMHUUYECKHIX MCIBITAHMH, Kancyis coxepxar 61,9
MT CcyNb(aTa rupasuta u 3,7 % BoJpL. B mponecce mpon3BoACTBa KAICyIl ACHCTBYIOMIEE BEMIECTBO
He IIpeTepIeBaeT U3MEHEHHH U, N0 MaHHBEIM POA, mprCyTCTBYeT B KalCyjlaX B BHAE THAPasHHa
cynbtara, conepxamero 6onee 90 % dopmsl I ¢ XxapakTepHsIM HaGOPOM YIJIOB mudpakuuu (20,

rpaj, £0,10) M COOTBETCTBYIOIIMX MM MEXKILIOCKOCTHBIX paccTOsHuH (d, A, £0,003): 14,48 - 6,113;
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19,33 — 4,587; 21,56 — 4,118; 22,21 — 3,999; 25,25 — 3,524; 27,50 — 3,241; 28,70 — 3,108; 29,14 —
3,062; 33,42 — 2,679; 36,60 — 2,453; 47,65 — 1,907; 51,93 — 1,760.

IIpumep 8. Kamcynbl, HOKpPBITBIC KHIIEYHOPACTBOPUMOM 00O0JIOYKOW, C IOPOIIKOM,
CO/IEpIKANTHM TMApasHHa Cynb(ar B KPHCTAIMYCCKOM dbopme L.

[lonyd4eHs! aHAJIOTHYHO IpPHMEPY 7, HO BMECTO 0E3BOJAHOTO KIbIHs rugpodocdara B
Ka4ecTBe ChIPbs HCIONB30BaH Kablus ruapodocdar muruapar. lonydenne rpanysisTa u ero CymKy
TIPOBOJMIIHN B alIiapaTe MCEBIO0KIKEHHOTO CII0st Midi-Glatt.

Kpome TOro, BMECTO OOBIMHBIX TBEPABIX OKCIATHHOBBIX —KalCyl HCHONB30BAIA
xumeunopacteopumele Kancyast VCAPS® ENTERIC npowussonctsa ¢upmsr Capsugel. J{ns
HAIOJHEHHNS ¥ 3aKpHITHA Kancya Ne 2 HCIOJIB30BAIM PYYHYIO KalCyJIO3AMOIHSIOMYIO MAlINHY
ITA-05.

[onyuennbie Kancyisl (4151, 95,7 %), 0 AaHHBIM UCIIBITABMH, COAEPXKAT 61,0 mr cynbdara
runpasuna u 3,5 % Bozs!. ITO/UTHHHOCTH IEACTBYIOIIETO BEMECTBA MOATBEPKACHA KaIeCTBEHHbIMH
XHMHYECKAMH PEaKIHAMHE C JUMETHIAMHHOOCH3AIBIETHIOM H PacTBOPOM Hoza (ruxpa3uHHAs
rpymmna) u xjuopuaom Oapus (cymbdar-uo). B mpomecce mpoOM3BOACTBA KalcCyll JieficTByIOMIEE
BELIECTBO HE NpeTepreBaeT M3MEHEHWH M, Mo JaHHbM POA, NpHUCYTCTBYET B KalcCynax B BHAC
rupasuHa cyibhara, comepxamero Gomee 90 % ¢opmsr I ¢ XapakTepHbIM Ha0OpOM YTJIOB
nudpakmun (20, rpag, £0,10) ¥ COOTBETCTBYIOIMX HM MEXIUIOCKOCTHBIX paccrosmuit (d, A,
+0,003): 14,48 — 6,113; 19,33 — 4,587; 21,56 — 4,118; 22,21 - 3,999; 25,25 — 3,524, 27,50 — 3,241;
28,70 — 3,108; 29,14 — 3,062; 33,42 — 2,679; 36,60 — 2,453; 47,65 — 1,907; 51,93 - 1,760.

Mpuamep 9. Kancynsl ¢ me/uieTaMu ¢ KHIIEYHOPAacTBOPHMO 00ONOYKOH, comepxkamue
rHjpasuHa cynbpaT B KpucTauImdIecKoi popme L.

CocraB (hapMaleBTHUECKOH KOMITO3UIMHY (Ha OJIHY KaIcCyry):

Jleiicmeytowee seuwjecmeo (8 si0pe neniem) Konuuecmso, m2

I'uapasuna cynsdar 60,0
Bcnomozamenvnvie éewyecmea a0pa neiiem

Kaneisg rugpodocdar 81,0
HaTpus KapOoHAT 12,7
nosuaoH K-30 1,8
MarHus creapar 1,3

Bcnomozamenvnwie geuecmesa 000104KU neinem

CHITpOMeNIo3b! (ranat 42,0
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TUIIPOMEITTO3a 33,0

THTaHa JTHOKCH]T 13,5
TaIbK 11,7
LETUJIOBBIN CIOMPT 3,8

OCHOBHBIMH CTaJHSMH IOJyYeHHS (PapMalleBTHYECKOH KOMMIO3HWIMH B (opMe Karcy,
3a[0JIHEHHBIX IeJIeTaMH, SBISIOTCSA: IPUTOTOBIICHHE MHUKPOTpaHys (MENIeT) MyTeM BIaXHOH
rpaHyJIsAIUY, HaHECEHHE Ha IeJIeTTH INICHOYHOH 000JI0UKH C CYIIKOH B IICEBIOOXHXEHHOM CJIOE,
3aIlOJIHEHHUE KamcyJl.

Cmech mopommkooOpasHeIX ruapa3uHa cyisdara (popma I) (60 r), kanenus ruapodocdara
Oesogroro (81 r), Hatpmsa kapbomara (12,7 r) m MarHus creapara (1,3 r) B ammapare
ICEBIOOXKIKEHHOro ciog Midi-Glatt npu mnocTossHHOM nepeMemuBaHUM YBI@XHM 10%
pactopom nosuziona K-30 (18 r), a 3ateM cymmii npy TemMIiepaType BXOASIEro Bo3ayxa 55-60 °C
JI0 coziep kanus Boabl He Oostee 4 %. ['paHyitsl, HOIy4eHHBIE IPY JAHHOH TEMIIEPATYpPE, OTIHYAIUCH
OTHOCHTEJIBHO IJIaKO# TOBEPXHOCTHIO U XOPOIIEH CHIIY4ECTRIO.

Ha mostydenHble rpaHyibl (II€JUIETHI) MyTeM paclbUICHUsS HAHOCHIH IUIEHKOOOpPa3yromyro
CYCIIEH3HIO cMecH 42 T rumpoMeIuio3sl ¢ranara, 33 r runpomeniossl, 12,5 r tutana quoxcua, 11,7
r Talbka u 3,8 r nermnoBoro cmupra B 0,3 1 BOABI OYMINEHHOM W CYIIMIM IIPH TEMIEpAType
Bxoasmero Bo3gyxa 55-60 °C. Ilocnme nmpoceMBaHMs  BBIXOA  IEIUIET,  IIOKPBHITBIX
KHIIEYHOPACTBOPUMOM 000J10uKOi, coctaBui 254 1 (97,4 %).

INenneTsl nepeaaBajid Ha CTAMIO KalCyIMpoBaHus. [[s1 HallOJHEHUS U 3aKPHITHS Kancy
ACIIONIB30BAIM PYYHYIO Karcynozanonustonryo Mamuay [TA-05. IlemteTs! dpacoBamu B TBEpABIE
JKeNaTuHoBEIe Kancyibsl Ne 2. Bexoa Ha craguu 95,2 % (242 r). ITo nanHbBM (HH3MKO-XHMHYECKHX

UCIIBITAHUM, KanCyIisl cogepxkar 61,9 mr cynsdara ruapazusa u 2,9 % BoAEL

IIpumep 10. Kancynsl ¢ meureTaMy ¢ KHIIEYHOPACTBOPHMOH OGOJIOUKOM, COIEpIMKAIKE
rupasuHa cyiapdar B BUae cMecH Kpuctaumdyeckux dopm [ u IT (1:1).

IMoy4yeHbI aHATOTHYHO TIPUMEPY 9, HO JUIA U3TOTOBJICHHS NEJIJIET BMECTO THIpa3uHa
cynbdara B BUIC KpAUCTALTHIECKO# (HOpMBI | HCIIOIB30BaIM TO K€ KOJIMYECTBO MM/Ipa3HHa
cynbsdara B Buae cMecu kpuctajunueckux ¢opm I u Il B cootHomenuy 1:1, momy4eHHyro Kak
OIMCaHO B HpuMepe 2.

CozepXuMoe KaricyJl, 1o JaHHBIM UCTIBITaHA, BurodaeT 61,3 Mr cynbdara ruapasusa v 3,2
% Bozpl. [TOMMMHHOCTD MEHCTBYIONIETO BEMIECTBA MOATBEPXKACHA KaYECTBEHHBIMH XHMHYCCKHMM
peaKuusaMM ¢ JIUMETHIAMMHOOCH3aIBJETHAOM M PpacTBOpOM Hoja (THApa3sWHHAs TIpyIna) H
xyopusioM Oapus (cynbdaT-HoH).
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IIpumep 11. Kancynsl ¢ memwieTaMH ¢ KHIIEYHOPAcCTBOPMMOM O0ONOUKOM, cozepixamme
ruapasuHa cynbdar B Buae cmecu kpuctaummdecknx ¢opm I u II (1:1) u murrapar ruapodocdara
KaJbLIUA.

IoydeHs! aHATOTHYHO TIpuMepy 9, Ho BMecTo 81 r Kanbnus ruapodocdara Ge3BOAHOTO B
mesutetsl BRoguway 102 r xanemus ruapodocdara quruapara. [lomydyeHHBIE KarcCybl, 0 JaHHBIM
HCIBITaHHi, cogepxar 62,2 Mr cynbbara rujapasuna u 3,5 % Bozsl. [lo[utHHHOCT JEHCTBYIOIETO
BEIIECTBA TIOJITBEPK/ICHA Ka4eCTBEHHBIMH XUMHYECKUMH peaxIusIMu c
JTUMeTHIaMHHOGEH3aJIBETHIOM H PacTBOPOM Hona (TMApasuHHAs IpyNna) W Xjopuaom Oapus

(cynsdar-uon).

Ipumep 12. Came ¢ meweTaMH C KHIIEYHOPACTBOPHMOH OOOJIOYKOMH, conepxkamme
ruapasuHa cynbhar B KpuctTaumdeckoi popme L.

[le/weTs! TMONyYeHbl aHAIOruyHoO mnpuMmepy 9. JInsd momydeHHs TOTOBOM JICKApCTBEHHOH
GopMBl HCIIOJB30BAM MAMIMHY /Ul YIAKOBKH IOpOIKOB B makeTsl FPP-2A, Ha KoTOpOW
mpoucxouia (acoBka NEUIET M HX YNAKOBKA B MAKETHl THNA came, (GOpMHpYeMbIC H3
TepMOCBapHBAEMO# CBETOHETIPOHUI[AEMO# IIOJIMMEpHO# IieHKH. Beixon neter B cate 95,0 % (230
r). ITo naHHEIM (GH3HKO-XHMHYECKUX HCIIBITAHHH came cofiepxkat 63,3 Mr cynbbara ruapasiHa 1 2,9

% BOIBI.

IIpavep 13. Came ¢ mewieTaMu € KHIIEYHOPAaCTBOPHMOM 00O0JIOUYKOH, cozepxaiue
TUApasuHa cyjibdaT B Buae cMecH kpucTamumdeckux gopm [ u IT (1:1).
[lemnneTs! HOTyYeHsl aHalorm4Ho npumepy 10, came 3amonHsym Kak B mpumepe 12. Ilo

JaHHBIM aHAIH3a cojepxkar 63,5 Mr cynbdara rufpasuHa u 3,2 % BOJEL.

Ipumep 14. Came ¢ mewieTaMH C KHIIEYHOPACTBOPUMOH OOOIIOYKOH, COzepxaline
rHApa3nHa cyiabdar B Buae cMecH kpuctaummaeckux gopm I m II (1:1) m muruapar rugpodocdara
KaJTBIIHSL.

I[leaneTsl MOMydYeHBI aHAJIOTMYHO mpuMepy 11, came 3amonHAIM Kak B Ipumepe 12.

ITomy4eHHBIE cale, 10 JaHHBIM MCIBITAHHH, cofepxKaT 62,2 Mr cynbdara ruapasuna u 3,5 % BOJIBL.

Ipumep 15. ®apmaxonornyeckas akTHBHOCTh BapHaHTa KOMIIO3HIMH [10 H300PETEHHIO.
dapmakosiornyecKasi akTHBHOCTb KOMIIO3UIIUH 110 H300pETEHMIO, COAEpXKaIas THIpasHH

cynsdar (I'C) 1 HeopraHuuecKyro coib ApyxBajieHTHoro Merauia (HCIAM).
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JKCIIEPHMEHTHI IPOBOITHCH Ha 40 KpbIcax-camiiax Bucrap maccoit 180— 250 r, koTopsmM
TIOJIKOXHO PHBHBAIHM KapuHocapkomy Walker-256 B Bujie CycrieH3uH KICTOK (1 MITH KIETOK B 0,2
MJI M30TOHHYECKOIO pacTBopa XJopuia Harpus). Ha Tperwit eHp Mocie HHOKYJIAIMH KICTOK
OTIyXOJIH, )XMBOTHbIE ObUIM pa3/ic/IeHb! Ha 4 papHbIe IPyHNsL: (1) rpynna XHUBOTHBIX, MOJIyJaBIIMX
KOMIIO3UIMIO [0 W300pETEHHI0, TPUTOTOBNEHHYI0 Tak Kak 5T0 omucano B Ilpumepe 9), u
conepxamyro I'C u HCAM («omsT 1»); (2) rpynma >XMBOTHBEIX, IIOJYYaBIIHMX 2HATOTHIHYIO
KOMIIO3HIIMIO, HO COZIEPKAILyI0 ToibKo I'C B TOM e KOIIecTBe («OIBIT 2%); (3) rpymnna XHBOTHBIX,
II0JIyYaBIINX AHAOTHIHYIO KOMIIO3UIMIO, HO cofepxantyio Toinbko HCJIM B TOM Xe KOIUYeCTBe
(«ombIT 3»); (4) TpynIa XHBOTHBIX, HOIYyYaBIINX aHAJIOTHYHYIO KOMIIO3HIHIO, HO HE COACPXKAIYIO
gu ['C, an HCJIM, («KOHTpOJB» - HOCHTENb). Bce KOMMO3WIuM BBOAMIM B BHJC B3BECH B
M30TOHAYECKOM PACTBOPE XJIOPHJA HATPHs BHYTPHIKENYIOYHO Yepe3 KAHIOMIO, Ha9iHas ¢ 3-I0 JHs
TIoCiIe TIEPEBUBKHU OIIYXOJIH, €XKEAHEBHO. B3BeCh roTOBUIIACH NPSIMO HEPE BBEACHUEM KUBOTHBIM.
KOMIIO3HIIHS 110 H300pETeHHIO BBOAMIIACH B 03¢ 40 MI/Kr B pacyere Ha I'C 01HOKpATHO €XeJHEBHO.
O6BeMBI BBOIMMBIX KOMIIO3HIHH TOAOHPATIH TaKUM 00pa3oM, YTOOHI JKMBOTHBIE COOTBETCTBYIOIIHMX
rpymn moiydann oauHakoBeie 036l I'C um HJCM, COOTBETCTBEHHO, Vil IOCICAYIOLICTO
KoppekTHOro cpaBHeHus dddexToB. Uepes 10 nmeit nocne Havana JEYCHHUS NONOBHHY XKHUBOTHBIX
KaXIO#M TPYINBI 3BTAHA3UPOBAIH, OIYXONb BBIIEIIM U ONPEACIM €€ Maccy s Kaxnoro
XKMBOTHOTO. BBIUMCIIH CpENHIO Maccy i Kaxpoil rpymmsl (M), Onpenensimi HHICKC
topMosxerus pocta omyxoinu (TPO, %) ans rpynn 1-3 mo popmyie:

TPO, %= [(M«Koﬂrpom» - M«onbrra») / M«KOI—H‘pOJUI»]X 100 %.

Pe3ysIbTaT OKPYTIISIR 10 LEBIX. BTOPYIO MOJOBHHY JKMBOTHBIX-OIYXOJICHOCHTENICH

OLICHMBAJIA HA NIpeIMET IPOIOIDKUTEIBHOCTH JXH3HH. [loyueHHbIe pe3yIbTaThl OKPYTJISIIM 0

eJbIX. Pe3ympTaTsl peICTaBICHE! B CIEAYIOMEN Tabue:

I'pynmna Nupexc TPO, % Cpenuss
[IPOIOJDKHTENFHOCTD XKU3HH,
JHU
1) I'C u HCIIM («onsIT 1») 89 38
2) I'C («omsIT 2») 68 28
3) HCJIM («omsIT 3») 0 20
4) KKOHTPOJIB)» - 21

Kak BHAHO M3 IPEACTABICHHBIX J@HHBIX, BapHaHT KOMIO3HIMH [0 H300PETCHHIO
(comepxamuii KOMOWHAIMIO THAPA3HH Cynbara W HEOPraHMYECKOH COJNM JBYXBAJICHTHOTO

MeTaJ1a), HPOSBHI GOJIBIIYIO (HapMaKoIOTHIECKYIO aKTUBHOCTD Y MJICKOIIUTAIONMX C OIyXOJIAMH,
21



YyeM KOMIIO3HIIMH, COJEpIKalllie THAPasHH CylbGaT UM HEOPraHMYECKYIO COJIb ABYXBAJCHTHOIO
MeTaila 10 OTJAECIBHOCTH. IIpH 95TOM KOMIO3MIHMS, COJEp)Kaliasd HEOPraHM4YEeCKylo COlb
nByxBanenTHoro Mmeramta (6e3 'C) oxumaemMo He NposiBMIA HUKAKOW akTuBHOCTH. Takas e
3aKOHOMEPHOCTh ~ Habimofanack B  OTHONIEHWH  CHOCOOHOCTH — KOMIO3MIMH  IIOZABIATH

e THITHPYIOLIYIO CIIOCOOHOCTh KPOBH XHUBOTHBIX-OIYXOJICHOCHTEIICH.

Ipumep 16. Vzsmernenus npu XpaHeHHH (HapMaKoJIOrMYeCKOi aKTHBHOCTH KOMIIO3HIMH 110
n306peTennio, conepxaeit ruapasud cynasdar (I'C), HeopraHuYecKyIo COJIb METallia, ¥ BOAY B
OIIpEAETICHHOM KOJMYECTBE.

B ombITax UCIOIB30BAIACH KOMIIO3UIIMH, IPUTOTOBJIEHHBIC TaK, KaK 3TO OMKUCAHO B IpUMepe
9: memnerhl (MHKPOTPAHYJbl, IOKDHITbIC KHIIEYHOPACTBOPUMOH O0OOJIOYKOH) € PpasIUIHBIM
conepxanueM Bogsl (0T 2,9 10 6,8 %). B xauecTBe KOMIO3MIMH CPaBHEHHS HCTIOIB30BANIACh CyXas
MEXaHHYECKas cMech TeX ke KOMIIOHEHTOB, HO 6€3 UCIIOJIb30BAaHHsI HEOPTaHHYECKOM COJIH MeTaslia
# ¢ comepxanneM Bozs! 1,8 %. KomMnosuiuu 6bUIM UCIIBITAHBI CPa3y MOCIIE IPUTOTOBJICHUS H, 3aTEM
XPaHHJIUCh B OJMHAKOBBIX YCIHOBUsX IIpH 55 °C, B Teyenme 60 cyT, mocie 4ero ObUIM HCIIBITAHBI
IIOBTOpHO. VICTBITaHMsS MPOBOMMIM TaK, Kak 3To omucano B Ilpumepe 12, HO nHeBHas xo3a
KOMIIO3HIIAHM B IIepecyeTe Ha rujipasuH cyibdar coctapisuia 40 Mr/kr. Onpenesioch COOTHOIECHAS
AKTHBHOCTH KOMITO3HIIHIA, OTIPE/IENAEMOE 110 HHAEKCY TOpMOXKeHHs pocTa omyxoiu (TPO) uepes 10
JqHell Tociie Hayajga JedeHus. KOHTPOJIBHBIE >XHBOTHBIC-OIIYXOJEHOCHTENM IOJIyYald TOJIbKO

HAaIoOJIHUTEIHA B BUAC B3BECH B (bnzpaCTBope.

HammeHoBaHue HUupexc TPO, %
(hapMarieBTHYECKOH KOMITO3HUIIHHN ITociie U3roTOBIEHNUS [Tocne XxpaneHus
Kommo3uius ¢ copepx aHueM

80 70
BOJEI 2,9 %
KoMmo3uus mo u300peTeHHIo ¢

86 88
conepxanueM Bogsl 3,8 %
KoMnosuius no u300peTeHuio ¢

88 86
cojepxanueM BoJsI 4,7 %
KoMmnosuius ¢ coaepaniem

84 50
BoAHI 6,8 %
Kommo3unus cpaBHEHUs 80 64

Taxkum 06p2130M, BHJIHO, YTO IPUMCHCHHAC B COCTABE KOMIIO3UIINU CMECH (bapMaueBanecxn

IIPpHUEMJIEMBIX HCOPraHHYCCKHUX coJieil O1HO- U JABYXBAJICHTHBIX METAJJIOB € COACPXKAHUEM BOJDbI B
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KOMIIO3HIIMHK OT 2 110 7 % NPHBOINT K 3HAYMMOMY YBEJIHUYCHHIO (PapMaKOIOTHYECKON aKTHBHOCTH
KOMIIO3HUIIMH, TI0 CPABHEHHIO C KOMIIO3UIIMEH CPaBHEHN S, OLICHEHHOMY IIOCJIC M3TOTOBJICHHUS, OXHAKO
1OCJIe XpaHEHUs aKTHBHOCTH KOMIIO3HIMH IO M30GPETEHHIO COXPAHMIACh Ha TIPEKHEM YPOBHE, B
OTIMYHME OT KOMIIO3HIHH CPaBHEHHsA, I7e (apMakoJOTH4ecKas aKTHBHOCTb KOMIIO3UIMH IpH
XpaHEHHH CHU3HMJIACH, BO3MOXHO, B CBSI3H C IIOBBIIIEHHBIM 00pa3OBaHIEM HEaKTHBHBIX IIPOIYKTOB

pEaKnuu rupasuHa chII)(baTa C OPraHu4YCCKMMH KOMIIOHEHTaMH KOMITO3HIIHH.
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®OPMYVYJIA N30BPETEHHA

1. Teepmast hapManeBTHUECKas KOMIIO3HIHS, COEPIKallIas TH/APasuH CyIbpaT i MMeromas
comepxanune Boap! ot 1 10 9 Mac. %.

2. Teepnas ¢apmareBTHYecKas KOMIO3HIHMA 1O I. 1, B KOTOPOH COJEpXaHHE BOJbI
cocraBysieT oT 2 1o 7 mMac. %.

3. Teepmas ¢apMaueBTMYeCKass KOMIIO3MIHMSA HO 1. 1, B KOTOpOH THApasHH cynbgpar
TpeCTaBIIEH B KPHCTAILTMIECKOH popme.

4. Tpepnas apManeBTHYecKas KOMIIO3HIUA 1O II. 3, B KOTOPOH KPUCTAILTHIECKas ¢bopma
THPas3HH CyNb(aTa NpeacTaBsieT co6oi KpHCTALTHYECKYIO GOopMy I HIlM KPHUCTAIUTHIECKYIO bopmy
II ruzpasul cynsdara.

5. Teepmas (apMaueBTHYCCKas KOMIIO3MIHS O I. 2, B KOTOPOH TMApasvH cynbdat
npescraBiseT coboit cmech xpucraumueckux popm I u I ruppasus cynpdara.

6. TBepaas (apmaueBTHYCCKas KOMIIO3UIMS MO 1. 5, B KOTOPOH CMeCh KPHCTAUIMYECKHX
dopm I u 11 conepxur He MeHee 90% dopmsr L.

7. TBepaas hapManeBTHYECKast KOMIO3HIISA 10 MO60MY I1.1-6, TOTOTHATENHHO COAepKAIIAst
(hapMaIeBTHUECKH TPHEMIIEMYIO HEOPTaHUUYECKYIO COJTb METAILIA HIIH CMECh TAKHX CONCH.

8. Teepmas (apMaleBTHUECKas KOMIO3HIHS IO I.7, B KOTOPOH (apMaleBTHYECKH
IpueMIeMas HEOpraHiu4IecKas COJIb METaJIIa SBJIAETCS COBIO OJJHOBAICHTHOTO METaILIA.

9. Teepmast (apMaleBTHYECKas KOMIIO3WIHS IO 1.7, B KOTOpOH (apMaleBTHYECKH
npueMieMas HeOpranudeckas CoJIb METajlla SBJIAETCS CONBIO JBYXBAIICHTHOIO METAILIA.

10. TBepmas dapMameBTHYECKas KOMIO3HIMI N0 1.7, B KOTOPOHM OnHa M3 COliel cMecH
ABJIIETCS COJIBIO JIBYXBAJICHTHOIO METAILIA.

11. Teepmas ¢QapmaneBTHYecKas KOMIO3HIHSA IO 1.9, B KOTOpOH (apMareBTHICCKH
IpHeMJIeMasl HEOPTaHMYECKas COJIb OJHOBAJEHTHOTO METa/lIa BbIOpaHa M3 HEOPraHWYECKOH COIH
HaTpUs WIK HEOPraHUYECKOH CONIM KasusL.

12. Teepmast QapMamneBTHYECKas KOMIO3HIHS IO IL9, B KOTOpOH (apMaleBTHICCKH
IIpHeMIIeMas HEOPTaHMYeCKas COJIb JABYXBaJICHTHOTO META/UIa BhIOpaHa M3 HEOPraHMYeCKOH COMM
COJIBIO KANIBIIUS FJIH HEOPTaHUYECKON COJIM MarHus.

13. Teepmas dapManeBTHYecKas KOMIIO3HLHA 110 1.7, B KOTOPOX MaccoBO€ COOTHOLICHUES
ruapasuH cyjibdara u $hapMaleBTHIECKH IPUEMIIEMON HEOPTaHUIECKOM COJIM METalla Ml CMECH
TaKHXx coJieit coctapnser ot 1:1 go 1:8.

14. Teepnas dapManeBTHYECKas KOMIIO3HIHA 1o MoOomy M3 mil.l-13, AONOIHUTENBHO

coacpxamasd 1o MEHBIICH MEpPE OTHO Q)apMaueBanecxn IIPpUEMIIEMOE BCIIOMOTaTEIbHOE BENMIECTBO,
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BEIOpaHHOe H3 (hapMalleBTUYECKH NPUEMIIEMOTO pa30aBHTENs, HANOJHHTENSA, PAa3phIXJIMTEIS H
CBSI3YIOILIETO BEIIECTBA.

15. Teepmas ¢apMmaneBTHYECKass KOMIIO3UIMSA MO J0OoMy u3 mi.l-13, HONOIHHTENBEHO
coZiep)kaiias 0 MEHbIIeH Mepe OIWH pa30aBHTENb, BBIOpaHHBIM K3 MOHOTMIpaTa JaKTO3E,
MHKPOKPUCTATMYECKON HEJUTIONO3E], noponrkoodpa3zHoH [EJUTIOJIO3E], JIEKCTpaHa,
CHJIHKOHM3UPOBAHHON MHKPOKPHCTAIIMYECKOH IIEJLTIONO03b], caXxapo3bl, KACII0ro Gocdara Kanbius,
KapOoHaTa KalbIUs, JTaKTaTa KaIbLUA MM UX KOMOMHAIMH.

16. Trepmas QapManeBTHYECKass KOMIO3MIMS IO JroboMy M3 mm.l-13, IOIOIHHTENHEHO
cojiepaias Mo MEHBIIeH Mepe OJMH HAIllOJHHUTEb, BBHIOPAHHBIA K3 IOJUBHHHITHPPOIHIOHA,
HATPHEBOM CONMU KapOOKCHMETUILEILTIONO3bL, CTEAPUHOBOM KHCIIOTHI, CTeapara MarHus, creapara
Kaiblidsi, Jlaypwicyinbdara  HaTpusi, THAPOICHHU3HPOBAHHOIO  PACTHTEIBHOTO  Macia,
TUIPOT€HU3MPOBAHHOTO KaCTOPOBOrO Macia, HaTpHs creapuidymapara, TajlbKa, MAKpOrojia i ux
KOMOMHaIH.

17. Teepnas apManeBTHYECKas KOMIIO3MIMSA 1o JoboMy m3 mm. 1-13, momonHHTENBHO
cozepalias MO MEHbIIeH Mepe OJHO CBS3YIONIEE BENIECTBO, BBIOPAHHOE M3 KpPaXMalbHOTO
KJeficrepa, JKeNaTHHA, CaXxapo3bl, IMPOHM3BOJHOIO AaJbIMHOBOM KHCIOTHI, HPHPOJHOIO KaMEIH,
MaKporoJia, IPOM3BOHOTO IEJUIOJIO3E], IOBU/I0HA, IIOBHIOH-BUHHJIALETATa WM MX KOMOUHALMH.

18. TBepaas QapmaneBTHUECKAas KOMIO3HMIMA 10 JroboMy u3 mm. 1-13, momonHHTENBHO
cojepxamas 0 MEHbIIeH Mepe OAWH Pa3phIXJIUTENb, BBIOPAHHBIA W3 IIONCPEYHO-CIIATOrO
HOBHJIOHA, Kpaxmaja, METHIIEIUIION03b], HaTpus KapOOKCHMETHIILEILTIONO03bI, KPOCKapMeIlIO3H,
KPOCIIOBHIOHA, MAJIbTO35I, MUKPOKPUCTAIUTMIECKOH IEILTION03b] HIIM HX KOMOMHAIUH.

19. Teepnas ¢apMmaneBTUYecKas KOMIIO3HIMS [0 M. 7, cofiepxamas ot 15 po 70 mac.%
COBOKYITHO TH/Ipa3HH CyJbdaTa i HapManeBTHIECKH IIPHEMIIEMOA HEOPraHUYESCKOU COM MeTajlia
HITH CMecH Takux codeit; ot 10 o 60 Mac.% nanonautend, ot 0,1 10 5 Mac.% CBA3yIOIIETO BEMIECTBA,
ot 0,1 1o 5 mac.% pa3pbIXIUTEs.

20. Teepmas ¢apmaneBTHYECKass KOMIO3MIHUS Mo moboMy m3 mm.1-19, uro yxasaHHas
dapmarieBTHYECKas KOMIO3ULMS BHIIONHEHA B BHJE JEKApCTBEHHOH (OpMBI, BBIOpaHHOH W3
TabJIETOK, TOPOUIKOB, TPaHyJI, Apaxe, CyCIEeH3UH, IIEJUIET, KalCyJl WK calle.

21. Teepnas dapmaneBTHuecKas kommosuuus 1o m. 20, B KOTopod TabieTka MOKpHITa
00071049KOi.

22. Tsepnas QapManeBTHYEeCKass KOMIIO3MIHSA MO 1. 21, B XoTopod TablieTka MOKpHITA
KHIIIEYHO-PacTBOPUMOH 000JI0UKOH.

23. IlpuMmeHeHHe TBepaod (apManeBTHYECKOH KOMIIO3UIMH, COJepXalledl ruapasuH
cynbhar M HMeoled conepxande Boasl oT 1 mo 9 mac. %, juid JiCYEHHS MAOHEHTa CO

3JI0KaYECTBEHHOM OIIYyXOJIBIO.
25



OTYET O HATEHTHOM INOUCKE
(ctares 15(3) EAIIK u mpasumo 42 [TaTeHTHOH HHCTPYKIHH K
EAIIK)

IHoMmep eBpa3uiicKkoii 3asBKH:

202291901

CM. JOTOTHUTCIBHEIH JTHCT
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A. KITACCU®UKALUA TTPEIMETA U30BPETEHUS:

b. OBJIACTE TTOMCKA:

[IpocMOTpEeHHAS JOKYMEHTALHA (CHCTEMA KiIaccu(puranuu u wHAeKCH MITK)
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B. JOKYMEHTEHI, CYHUTAIOINUECS PEJIEBAHTHBIMI

Kareropms* CCBUTKH HAa JOKYMEHTEHI C YKA3aHHEM, TJI€ 3TO BO3MOKHO, PEICBAHTHBIX YACTCH OtHocHTCS K myHKTY No
Y Cerngpua® (Sehydrin) uaCTpyKIHA WO MpHUMeHEHHEO, 16.05.2021 [oH-maifH] 1-12, 14-23
<https://web.archive.org>. Hatineno B8 <https://www.vidal.ru/drugs/sehydrin__

A 28689> 13

Y RU 2095054 C1 (AKTIEBOLAGET HASSLE) 10.11.1997, ctpanuna 5, xoronka 1, 1,7-12, 14-18, 21-23
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Y TOCT 30333-2007. Cymsdhar rugpazuauns > 99%, p.a., ACS. ITacnopr 6ezomacHocTH 3-6
15.11.2021

A US 4110437 A (GOLD JOSEPH) 29.08.1978 1-23

I:I MOCJICAYOIMUE JOKYMCHTEI YKA3AHBI B PO JODKCHU U

* OcoOBIe KATCTOPHI CCBUIOMHBIX JOKYMCHTOB:

«A» - DOKYMCHT, OLPCICIHIFOIIUA OOIIHH YPOBCHD TCXHHKH

«D» - DOKYMEHT, IIPUBCACHHBIN B €BPA3HICKON 3a4BKE

«E» - Gomee paHHMIT JOKYMCHT, HO OIMYOJIHMKOBAHHBIA HA JATY IIOJAYH
eBpa3miicKoil 3aABKY M IIOCTE HES

«O» - MOKYMEHT, OTHOCSINUHCSA K YCTHOMY PACKPBITHIO, SKCIIOHHPO-
BAHHIO B T.1.

"P" - IOKYMEHT, OIlyOJIMKOBAHHEIN IO JATHI IIOJAYH ¢BPa3HiiCKON
3a4BKH, HO IIOCJIC AATHI HCIIPALIMBACMOr0 npuopuTeTa”

«T» - Goee MO3MHMUIA JOKYMCHT, OITy OJIMKOBAHHBIH ITOC/IC AATHI IPHOPUTETA H
[IPHBEACHHBIH I MOHAMAHI H300PSTCHI

«X» - HOKYMCHT, UMCIOINUiT HAnOO0JIee OIM3K0C OTHOMICHHUE K MPCAMETY HOUCKA,
MOPOYAINHAI HOBH3HY HIH H300PeTaTe/IbCKIil YPOBCHB, B3ATHIH B OTACIBHO-
CTH

«Y» - HOKYMCHT, HMCIOINUiT HAnOO0JIee OIM3K0C OTHOMICHHUE K MPCAMETY HOUCKA,
MOpOYAaInHii H300PeTaTeNbCKALl YPOBSHD B COUCTAHNH C APYTUME JOKYMCH-
TaMH TOII Jke KaTerOpHK

«&» - MOKYMEHT, SBIITIOMANCA TATCHTOM-aHATIOTOM

«L» - JOKYMEHT, IPUBCACHHBIH B OPYIUX IELIX
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