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OPAPMANEBTHYECKAS KOMITIO3ULUA, COAEPKAIIIAA METAAPCEHHUT,
N CITIOCOBb U3TI'OTOBJIEHUA

O0J1aCTh TEXHUKHU, K KOTOPOH OTHOCHUTCS. W300peTeHue

Hacrosee n3o0pererne oTHOCHTCS K (papManieBTHYECKUM KOMITO3HIMSM, COAEPIKALUM
HATPUEBYIO I KAJTHEBYIO COJIb METAAPCEHUTA, U CIIOCO0aM M3rOTOBJIEHHS (hapMalleBTHUECKUX
komnozuumii. Hactosimee nzobpereHne Takke OTHOCHTCS K CrocoOy JIeUeHHs ¢ MPUMEHEHHEM
(apMareBTHUECKUX KOMIO3HLUH.

YpoBeHb TEXHUKU

Pak sBnsiercst BaxxHOW mpoOieMoit it 310poBbsi B Mupe. HecMOTpsi Ha JOCTUTHYTHIE
yCIeXH B OTHOLIEHUHU BbISBIIEHUHU U JIEUEHUs paka, B HACTOsIee BPeMsl OTCYTCTBYET BaKI[MHA
WINA APYro€ YHUBEPCAIbHOE YCIEIHOE MPOPHIAKTHIECKOE HIIH TePAIeBTUIECKOe CpencTBo. B
HAcTosIIee BpeMs JIedeHne 3a00IeBaHUsI OCHOBBIBAETCS HA KOMOWHAIINH PaHHEH TUArHOCTHKH U
arpecCUBHON TEpaIuy, KOTOpasi MOXET BKIJIOYATh OJUH WJIM HECKOJBKO Pa3HOOOPA3HBIX BUAOB
Tepanuil, TakKuX Kak XUpyprus, jydeBas Tepanus, XUMUOTepanuss U FOpMOHalbHAas Teparusi.
XOTs Takue METOAbl Tepanuud TMPUHOCAT TMOJb3y MHOIUM MalUeHTaM, [O-IPeXKHEMY
HAOMIOAaeTcst  BBICOKAsl  JIETAJIBHOCTb  JUIi ~ MHOTMX  BHAOB  paka.  Pa3pabotka
yCOBEPLIEHCTBOBAHHBIX MIPOTUBOOIYXOJIEBbIX CPencTB Oynmer croco0CTBOBATH
MPEAYIPEKICHUIO U JICHEHUIO PaKa.

K coxanenuro, pak siBIsieTCs BeAylledl NMPUYMHOM CMEPTH, BTOPOH MO OTHOLICHUIO K
CepAEYHO-COCYANCTHIM 3a00JIEBAHUSAM, KaK Y MYKYHH, TaK U Yy keHUIUH. [l 6oprObl mpoTuB
paka pa3paboTaHbl MHOTOYHCJIIEHHBIE METOMBI, KOTOPBIE SIBJISIOTCS TPEIMETOM TEKYIIero
UCCIIEIOBAHMS, HAMPABJICHHOTO HAa IMOHMMAHUE MNPHUPOAbI M TMPHUYMHBI 3a00JeBaHUs, M Ha
obecrnevyeHne CrocoOOB ero KOHTPOJIS HITH U3JICUEHUS.

Hecmotpst Ha TO, uTO OBUIM OLIEHEHBI TBHICAYM MMOTEHLUAIBHBIX MPOTHBOPAKOBBIX
CPEICTB, JICUEHUE PaKa y 4eJOBEKa MO-MPEKHEMY COMPSKEHO C TPYAHOCTIMH, KOTOPBIE 4acTO
NPEACTABJSIIOT Psii  HEONTHUMAJbHBIX BAapUAaHTOB JiedeHWs. B wacTHOCTH, KenaTeabHbIM
JOTIOJIHEHHEM K CIIOCO0aM TepaneBTHYECKOTO BO3ASHCTBUS, JOCTYITHBIM OHKOJIOTY B HACTOSIIIEE
BpeMs, MOTJM Obl CTaTb XHUMHOTEPANIEBTUYECKUE CPEACTBA, KOTOPbIE IPOSIBISIOT
HE3HAYUTENIbHYI0 TOKCHYHOCTb WUJM HE HUMEIOT €€, SBJAIOTCS HEeNOPOrOCTOSIIIMMU C TOYKU
3pEeHUsl MOJIyYEHUs] WM HU3TOTOBJIEHMs], XOPOLIO MEePEHOCSTCsS MAlUEeHTOM U KOTOpbIE JIErKO
BBOAUTH. Taxke, JKeJaTeIbHbIMHU SIBJSIFOTCS CPENCTBA, KOTOPbIE OyAyT CEJIEKTHBHO IMOBBIIIATH
YyBCTBUTEJIBHOCTh 3JIOKAYECTBEHHOW TKAaHW YTO MO3BOJUT NPUMEHSTh OoJjiee HHU3KHE O3Bl

O6J'IyLIeHI/I$I WK Te€pannuun AJid JOCTUKCHHS TAKOIr'o KE TCPANCBTHUYCCKOTO 3(1)(1)eKTa ¢ MCHbIIUM
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yiepboM sl 3J0POBBIX TKaHEH. AHAJOTUYHBIM O0pa3oM, TaKKe KeJATEITbHBIMHU SIBJISIOTCS
CpEeACTBa, KOTOPbIE MPEAYNPEKIAI0T BOSHUKHOBEHUE MITH TOBTOPHOE BO3HUKHOBEHHE PaKa.

B Hactosimee Bpemsi pa3palOTaHO MHOTO XHMHOTEPANEBTUYECKUX JIEKAPCTBEHHBIX
CPEICTB IJI1 BHYTPUBEHHOTO BBeAeHUs. [lepopaibHOE JiedeHHe MPOTHBOPAKOBBIMU CPEICTBAMH,
OJTHAKO, TIPEACTABIIIET HMHTEpec Onaromapsi MPEeUMYIIeCTBAM JIETKOTO BBENEHHs], JIYYIIero
COONIOICHHSI MALIMEHTOM PEKHMMa JICUCHUs], a TAKKe CHIKSHUS 3aTPaT U TOBBIIICHUS KauecTBa
JKU3HM TIAIIMeHTOB. Hampumep, MNalUeHTbl CMOTYT TMPOXOAWTH MEPOPaATbHOE JICHEHUE
amOynaropso. Takum 0Opa3oM, y mepopasibHbIX MPENapaToB IJisl JICUSHHs paKa ecTb Oynyiiee, u
OHH OyIyT UrpaTh OOJiee BAXKHYIO POJIb, YEM B MPOIIJIOM.

CoenviHeHHsI MBIIIbSKA MPUMEHSUIA B KadecTBE (PapMaLEBTHYECKUX CPEIACTB IS
JIEYeHHUsT OTPOMHOTO KOJIMUECTBa 3a0oJjieBaHMH, BKIIOYas pak. HeopraHudeckue coennHEHHS
MBIIIbSIKA BBICOKOTOKCHYHBI. C OBICTPBIM pasBUTHEM MeIULUHBI B 20-M Beke MpUMEHEHUE
JICKAPCTBEHHOTO MBIIIbsKa OBICTPO COKpamanoch. HMHTEpec K COEIUHEHUSIM MBbIIIbsKa
BO3POAMIICS, KOrza ObUIO MPOAEMOHCTPUPOBAHO, YTO €XKEIHEBHOE BHYTPHUBEHHOE BBEICHHE
B35ITOTO B OTHEJIBHOCTH TPUOKCHAA MbIbsika (As»O3) BbI3bIBAET TIOJHBIE OTBETHl Y
MOMNABJISIONEr0  OONBIIMHCTBA ~ MALIMEHTOB  C  BIEPBbIE  TUAHOCTUPOBAHHBIM U
PELUIUBHUPYIOIUM OCTPBIM  MPOMHUENOUTAPHBIM  JIEHKO30M. HemoctaTkoM — TpuOKcHOa
MBIIIbSIKA SIBJISIETCST TO, YTO €r0 BBOAST BHYTPHUBEHHO €KEOHEBHO myTeM 1-4 4 mHQYy3Uu Ha
MPOTSDKEHUU O HEAeNb.

IIpu mepopaabHOM THpUEeMe TPUOKCHAA MBIIIbSKA OH CBS3BIBACTCS C XJIOPUA-HOHAMH B
JKenyake U npoayuupyet xiaopua Meimbska (AsCls). XJIopun MbIIIbsiKa SBISETCS TOKCUIHBIM H
uMeeT cepbe3Hbie ToOouHbie 3(dexTrr. Bcenencreue mnpucylneld COEIUHEHHUSIM  MBIIIbSKA
TOKCUYHOCTU TMPHU MEPOPATBHOM MPUEME WHTEPeC K COSNMHEHUSM MbIIIbsKA ISl Teparuu
ocraeTcst HU3KUM. OTHAKO OTMEYaeTCsl, YTO ePOPATbHBIE COCTABBI JIETKO BBOAUTD MAIIEHTAM H
OHHM CIIOCOOCTBYIOT JIy4IIeMY COOJFOACHUIO TAIIMEHTOM PEXKIMa JICUSHHUSI.

Takum 00pa3zoMm, CylecTByeT MNOTPeOHOCTh B  YIYYIIEHHBIX (PapMaleBTUYECKUX
KOMITO3UIUSIX, COAEPKAIUX COSTMHEHHS MBILIbSIKA, MOAXOASIINE IS EPOPATHHOTO BBEICHUS,
IUTSE IPUMEHEHUsT JIsl JIeYeHHs 3a00JIeBaHUI M COCTOSIHUH, TAaKUX KaK paKk M OHKOJIOTMYECKast
00J1b.

CyiHocThs n300peTeHust

ABTOp  HacTrosimero  u300peTeHWs  paspaboran  TBepAyKR  (apMaleBTHYECKYIO
KOMIIO3ULIUKO € 3HTEPOCOTIOOUJIBHBIM TIOKPBITHEM, CONEPIKAINYI0 METAapCEHUT HATPHs
(O=As-O'Na") umu meraapcenut kamusa (O=As-O K'), koropast sBIsieTCs MOAXOASMIEN ISt
NEPOPAJIBLHOTO BBCACHUSA W KOTOpas MNPOXOAHUT 4YCPE3 KECIYAOK M HAYHMHACT PACTBOPATHCA B

TOHKOM KHUIIIeUHHKE (T7Ie KUCJIOTHOCTh HAXOAUTCS B quana3one pH 6,5-7,5).



B nepBoMm acmekre HacTosmnee wu3o0peTeHne obecrnednBaeT (hapMaleBTHUYECKYIO
KOMITO3HMLIUIO, MOIXOISIIYIO AJIsl IEPOPATbHOIO BBEISHHS, CONEPIKALIYIO:

(a)  TBepayrO CepALEBHHY, COAEPIKALIYID METaapCEHUT HATPHsS HIIM METaapCeHHT
KaJusi, ¥ OJHO WJM HECKOJbKO (PapMaleBTUYeCKH MPUEMJIEMbIX BCIIOMOTaTeJIbHBIX BEIIECTB,
IPU 5TOM OJHO HJIHM HECKOJBKO (PapMaleBTHYECKH MPHEMJIEMBIX BCIIOMOTATEIbHBIX BEIIECTB
BBIOMPAIOT TakuM 0Opa3oM, 4YTOOBI CBECTH K MHHHUMyMY OKHCJIGHHE METaapCeHHuTa 0
MeTaapCceHaTa;

u

(b)  sHTepocoMmOOUIEHOE MMOKPHITHE, COAEPIKAIIEe YHTEPOCOTIOOMITBHBIN MOTMED;

Opd 3TOM MAacCOBOE MPOLIEHTHOE COAepiKaHHe SHTEPOCOJIOOUIBHOIO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(papMaLeBTHUECKOH KOMIO3ULIMH, U TOJIIUHA MOKPBITHSI COCTABJSET OT OKOJIO 6,5% IO OKOJIO
15% ot TomuuHb! papMareBTUIECKONH KOMITO3ULIH.

Hanpumep, B BBIIEYNOMSHYTOM aCHeKTE€ OJHO HIJIM HECKOJbKO (hapMaLeBTHUYECKU
NPUEMJIEMbIX BCIIOMOTATEIbHBIX BEIECTB MOIYT ObITh BBHIOPaHbI M3 HATOJHUTENS HWIH
pazbaBuTENsA, PA3PBIXJIUTENS, CKOJB3SILIEro BellecTBa (TJIMAAaHTa), CMa3bIBAIOLIErO BEIIECTBA U
CBSI3bIBAIOIIErO BELIECTBA. B HEKOTOPBIX BapHaHTaX OCYLIECTBJCHHS TBepHas CepIlleBUHA
MOKET COIep:KaTh [Ba WK 0OJjiee U3 3TUX BCIIOMOTATeJbHBIX BEIIECTB, TPU WK OoJiee U3 ITHUX
BCIIOMOTaTeNIbHBIX BELIECTB, Y€ThIpe WM OOJiee M3 3TUX BCIIOMOTATENbHBIX BEIIECTB HIIU BCE
5TH BCIIOMOTaTejbHbIe BellecTBa. TakuM oOpa3oM, B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHUS
TBEpAas CepLEBUHA COAEPXKUT HAIMOJHUTENb WIH pa30aBUTENb, Pa3pbIXJIUTENb, CKOJb3SLIee
BEILECTBO, CMa3bIBAIOLIEE BEIIECTBO U CBS3bIBAIOIIEE BEIIECTBO.

Bo BTOopoM acmekre Hacrtosimee wu3o0OpereHne obecrednBaeT (hapMaleBTHUECKYIO
KOMIO3HLIUIO, MOIXOISIIYIO JIs IEPOPATbHOTO BBEIEHHS, COAEPIKAILYIO!

(a)  TBepayrO CepALEBHHY, COAEPIKALIYID METaapCEHUT HATPHsS HIIM METaapCeHHT
KaJIus ¥ Clieaytouiie papMaleBTHUECKH MPUEeMIIEMbIE BCIOMOTATEIbHBIE BELIECTBA!

(1) HANOJHUTENb WM pa30aBUTENb B Jauama3oHe OT okono 5% mo 95%
Mac./mac.,

(i)  paspexsnTeNb B AuanaszoHe ot okojo 10% mo 90% wmac./mac.,

(ii1)  ckosb3siIee BELIECTBO B quanasoHe oT okoJio 0,1% no 5% mac./mac.,

(iv)  cmaspIBarolIee BEUIeCTBO B 1uamna3oHe oT okouo 0,1% no 5% mac./mac., u

(v)  HeoOs3aTeNbHO CBs3BIBAKOINEE BEIIECTBO B auama3oHe ot 0% mo okouo
30% mac./mac.;

u

(b)  sHTepocomOOUIBPHOE MOKPBITHE, COAEPIKAIIEE SHTEPOCOMOOMUITBHBIN TOJIUMED;



4

npu 3ToM (papManeBTUYECKH MpHEMJIEMble BCIIOMOTATENbHBIE BEINECTBA BBHIOHPAIOT
TAKUM 00pa3oM, YTOOBI CBECTH K MUHUMYMY OKHCJICHHE METAapCEeHUTA 0 METAapCeHaTa,

OpU 3TOM MAacCOBO€ MPOLIEHTHOE CONEPKaHHE SHTEPOCOIOOMIBHOTO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(dapMareBTHUeCKON KOMIIO3UIH, U

MPU 3TOM TOJIIIMHA TOKPBITUSL COCTABJISIET OT OKOJIO 6,5% 10 okoso 15% OT TonuHbI
(apMareBTHUECKON KOMIO3HLINH.

CrnenmanucraM B IaHHOW oOnacth OyAET MOHSATHO, YTO HEKOTOPbIE BCIOMOTATENIbHBIC
BEIIECTBA MMEIOT MHOKECTBO (YHKUMH. Ecnm BcmomorarenbHOE BEIECTBO, BKIIOUYEHHOE B
(apMareBTHUECKYI0 KOMITO3ULIMIO 10 HACTOSIIEMY M300PETEHHIO, MMEET MHOXKECTBO (DYHKIIHIA,
cunTaercs, 4to (papmaumeBTHUECKas KOMIIO3ULIUS BKJIIOYAET BCIOMOTATENIbHBIC BEINECTBA C
STUMHU (PYHKUMSIMH, HATpUMEP, €CJIH BCIOMOTaTeJIbHOE BEIIECTBO NEHCTBYET B KadeCTBE
CBSI3BIBAIOIETO BEILIECTBA W PAa3PBIXJIIUTENS, CJIEAyeT IOHMMaTh, 4YTO (papManeBTUYeCKast
KOMIIO3ULIUSI COAEPKUT CBSI3BIBAIOLIEE BELIECTBO M PA3PBIXJIUTEND.

[MpennouturensHo (apMareBTHUECKU TMPUEMJIEMbIe BCIIOMOTATEIbHbIE BEIEeCTBA B
TBEPAOW CEepALIEBUHE HMEIOT HU3KHI YPOBEHb BJIAXKHOCTH WM HU3KYI) aKTHBHOCTH BOJBI,
YTOOBI CBECTH K MHHUMYMY BO3MOJKHOCTb OKHCJICHHS METaapCeHUTa 10 MeTaapceHara. Takum
o0pa3oM, MPEeaNnoOYTHTEIbHO, 4YTOObI (hapMaLEBTUYECKAs KOMIIO3ULUS IO HACTOSIIEMY
n300pETEHUI0 HE COJeprKalia BCIIOMOTATEIbHBIX BEIIECTB C BHICOKMM YPOBHEM BJIAXKHOCTH WJIH
BBICOKOM aKTUBHOCTBIO K BOJIE.

dapmarieBTHUeCKass KOMIO3HMLUS MOXET OBITh mpencraBieHa B (opme Tabietku ¢
SHTEPOCOIOOMIBHBIM TIOKPBITUEM HWJIM KalCyJbl € OSHTEPOCOMIOOMIBHBIM TMOKpbITHEM. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJIEHHUs (papMaleBTUYECKash KOMIIO3ULUS MPEACTaBIseT cOOOM
TabJIETKy C OSHTEPOCOMOOMIBHBIM TOKPBITHEM. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS
dapMarieBTHUECKasT KOMIIO3MLMS TPEACTaBIsIeT COOOM Kamcyilny ¢ 3SHTePOCOTIOOMIBHBIM
MOKPBITHEM.

B Tperbem acmekTe Hacrosmee H300peTeHHe O0eCneunBaeT CIOCOO0 H3rOTOBJIICHUS
(apManeBTHUECKOW KOMIIO3MLIMU [0 IEPBOMY acleKTy, MNpPHU 3TOM CIOCOO BKIIKOYAET
CJIEAYIOIINE CTaUH:

(a) CMEIINBAaHUE aKTUBHOTO (hapmareBTHUecKoro uHrpeaneHta (API), BeiOpaHHOTrO
U3 METAaPCEHUTA HATPUS U METAaPCEeHUTA KaJIHsl, ¢ OAHHUM HJIM HECKOJIbKUMH (papMaleBTHUECKU
MPUEMJIEMbIMH BCTIOMOTATEIbHBIMU BEIIECTBAMH C OOpa30BAaHUEM IMOPOIIKOBOW CMeCH, TpU
5TOM OJHO WJIM HECKOJBKO (papMaleBTUYECKU MPHUEMJIEMbIX BCIIOMOTATENIbHBIX BEIECTB
BBIOMPAIOT TakuM 0Opa3oM, 4YTOOBI CBECTH K MHHHUMyMY OKHCJIGHHE METaapCeHHuTa 0

METaapCe€Hara,



(b) MPeCcCOBaHUE MOPOIIKOBONW CMECH, MOJy4YeHHOU Ha cTanuu (a), ¢ oOpa3oBaHUEM
TBEPAOH CEPALIEBUHBI,

u

() HAHECEHHWE Ha TBEPAYIO CEpALEBHUHY OSHTEPOCOJIOOMIBHOIO  MOKPBITHS,
COJZIEPIKAILIET0 SHTEPOCOMIOOMIBbHBIN OJINMED;

Opd 3TOM MAacCOBOE MPOLIEHTHOE COAepiKaHHe SHTEPOCOJIOOUIBHOIO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(papMaLeBTHUECKOH KOMIO3ULIMH, U TOJIIUHA MOKPBITHSI COCTABJSET OT OKOJIO 6,5% IO OKOJIO
15% ot TomuuHb! papMareBTUIECKONH KOMITO3ULIH.

B uerBeproM acmekrTe Hacrosiiee m3o0pereHHe oOecreuMBaeT Crnocod H3rOTOBJIICHUS
(papMaLieBTHUECKOH KOMIIO3ULMHU 10 BTOPOMY aCIEKTy, BKIIFOUAOIIUH CIASAYIOIIHUE CTaANN:

(a) CMEIINBAaHUE aKTUBHOTO (hapmareBTHUecKoro uHrpeaneHta (API), BeiOpaHHOTrO
U3 MeTaapCeHUTa HATPUS U METAapPCeHUTa Kaus, CO CJCAYIOLIUMH (hapMalleBTHUECKH
NpPUEMJIEMbIMU BCIIOMOTaTeIbHBIMU BELLIECTBAMH C 00pa30BaHHEM MOPOLIKOBOM CMECH:

(1) HANOJHUTENb WM pa30aBUTENb B Jauama3oHe OT okono 5% mo 95%

Mac./mac.,

(i)  paspexsnTeNb B AuanaszoHe ot okojo 10% mo 90% wmac./mac.,
(ii1)  ckosb3siIee BELIECTBO B quanasoHe oT okoJio 0,1% no 5% mac./mac.,
(iv)  cmaspiBaromee BeliecTBO B auamazoHe oT okoso 0,1% mo 5%

Mac./mac., u

(v) HeoOs3aTeNTbHO CBSI3bIBAIOIIEE BEINECTBO B auamna3oHe oT 0% 40 OKoJo

30% mac./mac.;

(b) MPeCcCOBaHUE MOPOIIKOBONW CMECH, MOJy4YeHHOU Ha cTanuu (a), ¢ oOpa3oBaHUEM
TBEPAOH CEPALIEBUHBI,

u

() HAHECEHHWE Ha TBEPAYIO CEpALEBHUHY OSHTEPOCOJIOOMIBHOIO  MOKPBITHS,
COJZIEPIKAILIET0 SHTEPOCOMIOOMIBbHBIN OJINMED;

npu 3ToM (papMaLeBTUYECKH MpPHEMJIeMble BCIIOMOTaTeNbHbIE BEIECTBA BHIOMPAIOT
TAKUM 00pa3oM, YTOOBI CBECTH K MUHUMYMY OKHCJICHHE METAapCEeHUTA 0 METAapCeHaTa,

Opd 3TOM MAacCOBOE MPOLIEHTHOE COAepiKaHHe SHTEPOCOJIOOUIBHOIO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(dapMareBTHUeCKON KOMIIO3UIH, U

MPU 3TOM TOJIIIMHA TOKPBITUSL COCTABJISIET OT OKOJIO 6,5% 10 okoso 15% OT TonuHbI
(papMaLeBTHUECKOH KOMIO3ULIHH.

B mnatom acmekte Hacrosimee wu3o0OpeTeHne obecrneunBaeT (hapMaleBTHUECKYIO
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KOMITO3HMLIMIO TI0 TIEPBOMY HJIH BTOPOMY ACIHEKTYy Ui MPUMEHEHUs MPH JieYeHUH 3a00JieBaHuUs
WIH COCTOSIHUS, Trae 3a00jieBaHHe MM COCTOSIHHE BHIOPAHO M3 COJNIMAHOTO 3JI0KAYECTBEHHOIO
HOBOOOpPAa30BaHMU, METaCTaTHYECKOro MOpaKEeHHUs KOCTeH, METaCTaTHYECKOro
HEOIUIaCTU4YeCKoro 3aboyieBaHMs, MEPBUYHOW WM METaCTaTHYECKOH OMyXOJH JIErKOro,
YPOTEHUTAIBHOTO paka, Jieiko3a, 00u, paka KpOBH, METACTATHYECKOTO PaKa, OHKOJOTHYECKOH
Oonu, XpOHHYECKOH O0iM, BOCHANEHHs, AYTOMMMYHHBIX HapYIIEHHH, MMMYHOJOTHYECKUX
HApYLUICHUH, ANMa0eTUYeCKONW PETHHOMATHH, AMA0ETUYECKOH BacCKYJOMATHH, IHA0eTHYECKOU
HEBPAJITHU, CUMIITOMOB, CBSI3aHHBIX C HHCYJIUTOM, U SI3BEHHOTO KOJIUTA.

B mecrom acmekre Hacrosimee u300peTeHHe O0eCmeYMBaeT CHoco0  JieueHus
3a00JIeBaHUsT U COCTOSIHUSL Y CyOBeKTa, BKIIFOYAIOIIMN MEpopasbHOE BBEICHHE CYOBEKTY
(papMaLIeBTHUECKOH KOMIO3HULIMHK O MEePBOMY MJIM BTOPOMY acIeKTy, MpU 3TOM 3a00JieBaHUE
WIH  COCTOSIHME  BbIOPAaHO W3  COJHOHOIO  3JI0KAYECTBEHHOrO  HOBOOOpa3OBaHMS,
METaCTaTHYECKOrO MOPaKEHUsT KOCTEH, METAaCTaTHYECKOro HEeOIUIaCTHYeCKOro 3a0oJieBaHus,
MEePBUYHON HMJIM METACTATHYECKOH OMyXOJIH JIEFKOrO, YPOreHHUTAIbHOTO paka, Jielkos3a, 0oy,
paka KpOBH, METACTaTHYECKOTO paKa, OHKOJOTHYECKON OOJH, XpOHUYECKOH OO0JH, BOCHANEHHS,
AYTOMMMYHHBIX HApyLICHUH, MMMYHOJOIMYECKUX HapyIIEHHH, AUabeTHYeCKOH peTHHOMATHH,
nuabeTHYeCKOH BaCKyJIOMATHH, OUA0ETUYeCKOW HEBPAITHM, CHMITOMOB CBS3aHHBIX C
UHCYJIMTOM, U SI3BEHHOTO KOJIHTA.

B cempMoMm acmekre HacTosmiee ~ HM300peTeHHE  OOecreuMBaeT — IPUMEHEHHE
(papMaLeBTHUECKOH KOMIIO3UIMK MO TEePBOMY HJIH BTOPOMY AaCMeKTy MAJisl W3rOTOBJICHHUS
NepoPaIbHOro JIEKAPCTBEHHOTO CPENCTBA ISl JieueHUs1 3a00JICBaHUS MIM COCTOSIHUS, TIPU STOM
3a00JIeBaHNE MM COCTOSTHHE BBIOPAHO M3 COJHMIHOIO 3JI0KAYECTBEHHOTO HOBOOOPA30BaHM,
METaCTaTHYECKOr0 MOPAKEHUs KOCTeH, METaCTaTUYECKOrO HEOIMJIACTHYECKOTo 3aboJieBaHMs,
MEePBUYHON HMJIM METACTATHYECKOH OMyXOJIH JIETKOTO, YPOTSHUTAIBHOIO paka, Jieiko3a, 0o,
paka KpOBH, METACTaTHYECKOTO paKa, OHKOJOIMYECKOH OO0JIH, XpOHUYECKOH OO0JH, BOCMANEHHS,
AYTOMMMYHHBIX HApyLICHUH, MMMYHOJOTHMYECKUX HAPYIIEHHUH, A1Ma0eTHUeCKONW PEeTHHOMATHH,
nuabeTHUecKOH BacKyJIOMaTHH, OUa0eTHYeCKOH HEBPardH, CHMIITOMOB CBSI3aHHBIX C
UHCYJIMTOM, U SI3BEHHOTO KOJIHTA.

HOI[DO6HO€ ONMHCAHUE BAPHUAHTOB OCYVIIIECCTBJICHUA I/1306D6T6HI/I$[

HpeI[HOLITI/ITeJ'IbeIe BAPHUAHTBI OCYLICCTBJICHUSA HACTOSALICTO I/1306peTeHI/I$I OITNCaHbI
HUWXKE TOJILKO B KAYECTBE NpUMepa.

1. Onpenenenust

Ecnu B naHHOM NOKyMEHTE HE YKa3aHO MHOE, CJIEAYET MOHHMATh, YTO CIEAYIOIIHE
TCPMHUHBI UMCHOT CJICAYIOLIUEC O6H_II/Ie 3HAYCHUA. TepMI/IHbI, YHOOMSAHYTBIE HUKE, UMCIOT O6H_II/Ie

3HAUCHUA, KOTOPBIC CJIICAYIOT HHXKE, KOrga TCPMUH HUCIOJB3YCTCA OTACIBbHO U KOrla TCPMUH



UCTIOJIB3YETCS B COUETAHUU C IPYTUMHU TEPMUHAMH, €CJTH HE YKA3aHO MHOE.

TepMuH «KOMITO3ULMSD OXBATHIBAET KOMIIO3MLIMM M COCTAaBbI, COIEpIKAIIUE AKTUBHBINA
dapmaneBTiueckuii  uHrpenueHT («API») co BcmomoraTenbHBIMH - BEIECTBAMM — WIIU
HOCHUTEJISIMH, & TAK)K€ KOMITO3ULIMH U COCTABBI C MHKAICYJIMPYIOMUMH MaTepHallaMH B KAUeCTBE
HOCHUTEJNSI Ul CO3JAHHUsl KarCyJjbl, B KOTOPOH aKTHUBHBIM (papManeBTUYECKHI HHIPEOHEHT (C
APYTUMH  HOCHTEISIMH MM 0e3 Jpyrmx HocuTened) OKpY)KeH HOCHUTeNeM Ul
UHKancynupoBanus. B ¢dapmaueBTHYeCKMX KOMIO3HIMAX BCIIOMOIaTENbHOE BEIIECTBO WIIH
HOCUTENb SIBJISIETCSl «(papMalleBTHUECKH MPHEMJIEMBIM», YTO O3HAUYAeT, YTO OH HE SIBJIETCS
HE)KEJIaTeNbHbIM ¢ OHOJIOTMYECKOW WMIJIM MHOW TOYKH 3pPEHHs, T.€. BELIECTBO MOXKET OBITh
BKJIFOYEHO B (papMalleBTUYECKYIO KOMITO3HUIIHMIO, BBOJUMYIO MAILUEHTY, HE BBI3bIBAsT KAKUX-JITHOO
HE’KeJIaTeNbHbIX ONONOTHYEeCKUX 3(PPEKTOB I BPEAHOTO B3AUMOACHCTBUS C JIFOOBIM U3 APYTUX
KOMIIOHEHTOB KOMITO3UIINH, B KOTOPOH OH CONEPIKUTCS.

ITox «dapmarneBTHYeCKH TNPUEMIIEMBIMY», HAlpUMep, TAKOM Kak B OINUCAHHUU
«(papmaneBTudeck  TpUEMIIEMON  comM» MM «(apMaleBTHYECKH  MPUEMIIEMOTO
BCIIOMOTATEJIbHOTO BELIECTBA WM HOCHUTENS)» B HACTOSIIEM JOKYMEHTE IOIpa3yMeBaeTCs
BEIIIECTBO, KOTOPOE HE SIBIISIETCS HEXENATENbHbIM ¢ OMOJOTMYECKOW MM WHOH TOYKH 3pPEHMS,
T.€. BEI[ECTBO MOXET OBITh BKIIOYEHO B (PapMaleBTUYECKYIO KOMIIO3HMLIUIO, BBOAUMYIO
NAlMEHTY, HE BbI3BIBAS KAKUX-TUOO HEXENaTeNbHbIX OuoNorndeckux >(PQPeKToB UM
B3aUMOJIEHCTBYSI BPEIHBIM 00Pa30M C JIFOOBIM U3 IPYTUX KOMIIOHEHTOB KOMITO3UIIMH, B KOTOPOM
OH COJIEPKHUTCS.

TepmuH «3QPeKTHBHOE KOJTMUYECTBO» WUJIH «TEPANeBTHUECKH 3(PPEKTHBHOE KOIHIECTBO»
OTHOCHTCSl K KOJIMYECTBY AaKTUBHOIO (hpapMameBTUYECKOr0 HMHIPENNEHTa, KOTOPOE SIBJISETCS
IOCTAaTOYHBIM ISl TIOJYYEHHUS JKEJAaeMOTro TEPaneBTHUECKOTO OTBeTa 0e3 HeXeNaTeNbHbIX
noOouHbIX 3(PPeKToB (TaKMX KaK TOKCHYHOCTb, Pa3Apa’k€HHE WM AJUICPTHYECKH OTBET),
COM3MEPHMBIM C MPUEMJIEMBIM COOTHOLIEHHEM I0JIb3a/PUCK TPU HCIIOJB30BAHUH B CIIOCOOE 10
HacTosIIeMy M300peTeHnto. JJaHHOe KOJMYECTBO, HampuMep, MOKET ObITb 3PPEKTUBHBIM IS
3alIep’KKU POCTa, 3aACPIKKH METACTa3UPOBAHMS, HHIMONPOBAHHS aHTHOT€HE3a /U TEIOMEPBI,
W/WIM BBI3BIBAHMS COKpAIlEHUs pazMepa onyxoin. KoHkperHoe 3¢ heKTHBHOE KOJINYECTBO HUIIH
TepaneBTUIeCKd 3(P(PEKTUBHOE KOJIUYECTBO OyIeT H3MEHSTBhCS B 3aBHCHMOCTH OT TaKHX
(axTopoB, KaKk KOHKPETHOE COCTOSIHHUE, MOJBEpraeMoe JIEUeHHUI0, BO3PACT, Macca Tena, odiee
COCTOSIHME 370pOBbs, (PU3MUECKOE COCTOSIHHME, TOJN W JueTa CyOBeKTa, MPONOJLKHTEIBHOCTH
JICUSHHsI, TPUPOA COMYTCTBYIOIIEH Tepanuu (eCiii TaKOBask IMEETCs) U TSDKECTh KOHKPETHOTO
COCTOSIHHSL

Hcnonp3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHH «OKOJO» O3HadaeT HeOOJbIIoe

OTKJIOHEHUEC OT YKa3aHHOI'0 3HAUCHUA, MNPCANOUTUTCIBHO B AUANA30HC 10 NpOUECHTOB OT



JAHHOTO 3HaueHus. TeM He MeHee, TEPMUH «OKOJIO» MOXKET O3HadaTh OoJjiee BBICOKOE
JOMYyCTHMOE OTKJIOHEHHE B 3aBHUCHMOCTH, HAMPUMEP, OT HCIOIB3YEMOTO SKCIEPUMEHTATHLHOTO
MeTona. YTIOMSIHYThIe OTKJIOHEHUs (BapUallii) YKA3aHHOTO 3HAYCHHSI MOHSITHBI CIICHHATUCTY B
JaHHOW 00TaCTH U HAXOISTCS B KOHTEKCTE HacTosmero modperenus. Kpome Ttoro, utoObl nath
Oonee KpaTkoe OINMUCAHWE, HEKOTOpble W3 MPUBEASHHBIX B HACTOSALIEM JOKYMEHTE
KOJIMYECTBEHHBIX BBIPAKCHUN HE OMPEHENSIOTCS TEPMHUHOM «OKOjio». IloHSATHO, dTO
HE3aBHCHMO OT TOTO, UCTIOJIB3YETCs I TEPMHUH «OKOJIO» SIBHO WJIM HET, MOAPA3yMeBAETCs, YTO
KaXI0€ KOJMYECTBO, YKa3aHHOE B HACTOSIIEM IOKYMEHTE, OTHOCHTCS K (pakTHUecku HaHHOU
BEJIMYMHE, a TAKXKE MOAPA3yMEBAETCSI, YTO OHO OTHOCUTCS K MPUOJIHUKEHHOMY 3HAYSHHUIO TaKOU
JAHHOW BEJIMYMHBI, KOTOPOEe ObLIO0 ObI 0OOCHOBAHHO BKJIFOYEHO HA OCHOBE CTAHIAPTHBIX 3HAHUIA
B JIaHHOW 00NacTH, BKJIIOYAsT SKBUBAJCHTbI W NPUONMKEHHbIE 3HAYEHHs, OOYCIIOBJICHHBIC
YCIIOBUSIMH SKCTIEPUMEHTOB W/WJIH U3MEPEHUH JJIsl TAKOW JaHHOW BEJTMYMHBL.

Ecnu He ykasaHO WHOe, BCEe KOJMYECTBA BBIPAKEHBI B HACTOSIIEM JOKYMEHTE B
MaccoBbIX mporenTax (% mac./mac.).

Pasymeercsi, mo0oe BelIECTBO, UCIOJNB3yeMOE IJIsi M3TOTOBJICHUs (hapMarleBTHUECKON
KOMITO3UIIMH TIO HACTOSIIIEMY HW300pETEeHHI0, IOJLKHO OBbITh (papMaleBTUYECKH YHCTBIM U
MPAKTHYECKU HETOKCUYHBIM B UCTIOJB3YEMbIX KOJIMYECTBAX.

2. XuMus conel MeTaapCeHuTa

MeTaapceHUT HATPUSI U METAAPCEHUT KaJlusl MOTYT OBITb CHHTE3UPOBAHbI U3 TPHUOKCHIIA
mbImbsika (As;Os3). Hampumep, MeTaapCceHUT HATPHsI MOXKET ObITh CHHTE3UPOBAH IMyTEM PEaKIuu
Tpuokcuaa wmbibsika (AsyO3;) ¢ BOOHBIM PacTBOPOM THAPOKCHAA HATPUsI ¢ OOpa3oBaHHEM
TPEXBAJICHTHOTO MEeTaapCeHuTa HaTpus (BBEPXY clieBa Ha cxeme | Hipke). PacTBop oxmakaaroT,
METaapCeHUT HaTpHsi PUIBTPYIOT U BOAY BhimapuBaroT. OOpa30BaBIIUICS METaapCEHUT HATPUS
3aTeM MPOMBIBAIOT METAHOJIOM JUIsl YAAJIEHUSI BOJBI, (PHIIBTPYIOT MO BAKYYMOM U 3aT€M CyIIaT.
MeraapceHUT Kajgusi MOKEeT OBITb TMOJIyY€H aHAJOTHYHO METAapCEeHUTy HaTpus ¢
UCIOJIb30BAHNEM BOJIHOTO PAcTBOpA TMAPOKCHAA KaJiisi BMECTO BOAHOIO PAacTBOPA THMIPOKCHIA
HATPUSI.

Opnako oOCHOBHOW mpobnemoii comm Meraapcennta (conb O=As-O) sBisercs ee
XUMUYECKHI COCTaB M €€ CIMOCOOHOCTh MPEBpAIaThCsl B PsI Pa3judHbIX (OpPM B pacTBOpe,
HampUMep, KOTJa TepopajibHasi JIeKapCTBEHHash (opMma, Coaepkamas METAaapCeHUT HaTpus
(O=As-O"Na") unu meraapcenut kamus (O=As-O K"), pactBopsiercs B xenynke. Hampumep,
metaapcenut Hatpusi (O=As-O"'Na”) 1erko pacTBopsieTcss B CHJIBHONW KHUCJIOTE, B CHJIBHOM
OCHOBAaHWHU U B HEUTpAJIbHBIX yCiIoBUsX. [Ipucyrcryromue ¢popmsl 3aBucsAT oT pH pactBopa u
CKJIOHHOCTH MeTaapceHuTa HaTpus K okuciaeHuro (Cxema 1 Hioke). MeTaapCeHHT Kaius BENeT

ceOs1 aHATIOTUYHO METaapCeHNTy HaTpus. Kak mpaBuiio, yCIOBUS OT HEUTPAJIBHBIX A0 MIEIOYHBIX
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crocoOcTBYIOT oOpaszoBanuro (umm ynepxaanuto) As(II) (apcernrta), B TO BpeMsi Kak KHCIbIE
ycioBHusi (OCOOEHHO B MPHCYTCTBUU XJOPHI-HOHOB, HAMpPHMEp, B JKEIYIKE) CHOCOOCTBYIOT

obpazosanuto As(V) (apcenara).
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Cxema 1

Kpome Toro, meraapceHut (O=As-O7) MOKeT OKUCIATBCS IO MeTaapceHaTra BO BpeMsi
XpaHEHUA, KOrAa MPUCYTCTBYET XJIOPUA-UOHBI, MOHbI METAJIJIOB WUJIM BJjlara (HaHpI/IMep, B Cpeac
AJid paCTBOPCHUA HUJIM BHYTPU BCIIOMOTATECJIbHBIX BEIIECCTB, BCIIOMOTAaTCJIbHBIC BEIICCTBA MOTYT
KaTaJIU3UPOBaATh OKHUCJICHHUE, HAIIPpUMEP, BCIIOMOTaTCJIbHBIC BCIICCTBA ¢ MOHAMU METAJUIOB, B
YaCTHOCTH, Kene3a), wiu arMmocepHbiii kuciaopoa. OKHCIEHHE MeTaapCeHHUTa MOKET
INPOMCXOOUTh JOBOJBHO OBICTPO mTpH HU3KMX 3HaueHusix pH. Meraapcenutr HaTpus
(O=As-O"Na") u meraapcenur kanus (O=As-0O K") 06a SBAAIOTCS THIPOCKONTUYHBIMH.

B pacTtBOpe OCHOBHBIM BEIECTBOM, pa3JararoliMM METAaapCEHUT HATPUs, SBJISIETCS
MATUBANEHTHLIN MeTaapceHaT Hatpusi (AsOs” mmu As(V)), obpasyromuiics B pesyJbTaTe
peakuuu okucieHusi. [Ipenmonaraercsi, 4To 3TO MOMKET MPOUCXOIUTh, KAaK MOKA3aHO HUXKE B
tabnuiie 1, OHAKO, TEOPETUYECKH, OKUCIIEHHE (M3MEHEHNE BAJICHTHOCTH) MOJKET MPOUCXOANTD
0e3 mornolleHus Kucjaopoaa (HampuUMep, TMPH B3aMMOAEWCTBHH CO BCIIOMOIATEIbHBIM

BCIICCTBOM WUJIM B PCAKIHUH C MOHAMU MCTAJUJIOB, MPUCYTCTBYOIUMH B METAAPCCHUTEC HATPUA
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WJTH KOMITO3ULIUSX ).

Tabmuua 1
Bocemanoen. popma Oxucnennas cpopma
As™ As* + 2¢ uzmenenue eanenmuocmu As (Dopmyna 1)
AsOy + 0 AsOs” noenoujenue KUciopooa (Dopmyra 2)

Eme oaHON TPyAHOCTBIO, BO3HHMKAIOLIEH B PE3yjbTaTe€ pPaCTBOPEHHs METaapCeHUTa
Hatpusa (O=As-O'Na") wmmm wmeraapcennta kamusi (O=As-O'K") B xemymke, SBISETCS
obpazoBanue xjopuaa wmbiubska(lll) (AsCl;) w3 xmopun-wioHoB B xkenynke. OkKucieHue
METaapCeHUTa MOXKET TMPOUCXOAUTh OBICTpee, KOrja MNPUCYTCTBYET XJOPUA. XJIOPUA
mbrmbsika(Ill) TokcudeH aiist 4eoBeKka U BhI3BIBAET CEpbe3Hbie MOOOUHBbIE 3D (EKTHI.

ABTOp  HacTrosimero  u300peTeHWs  paspaboran  TBepAyKR  (apMaleBTHYECKYIO
KOMIO3ULIUIO € 3HTEPOCOJIOOMIBHBIM TMOKPBITHEM, COAEPIKAIIYI0 METAaPCEHUT HATPHS MU
METAaapPCeHUT KaJHs, KOTOpas MOIXOAWUT Ul MEePOPaJIbHOTO BBEACHUS, M KOTOpPAas MPOXOIHT
gyepe3 KeNyIOK 1 HAYMHAET PACTBOPSTHCS B TOHKOM KHINEYHUKE (TIe KUCIOTHOCTb HAXOIUTCS B
mnanaszoHe pH 6,5-7,5). Puck okucienust MmetaapceHUTHOHN (popMbl 0 MeTaapceHaTHOH (HOPMBI
(B >KeNyIKe WM BO BPEMsl XpaHEHHsI) M PUCK 00pa3oBaHUsl TOKCHYHOro xjopuaa Mbimbska(lll)
U3 XJIOPHI-HOHOB B JKEJIYIKE CBOIITCS K MHHMMYMY 3a CUET HCIIOJB30OBAHUS IOAXOISIINX
BCIIOMOTATENIbHBIX BELIECTB M HOCHUTENEH, U TOAXOISIIEro 3HTEPOCOTIOOMIBHOTO TMOKPBITHS
nogxoasAumiel tomuuHbl.  PacTBOpeHme TBepmoi  (papmareBTUYECKOH ~ KOMIIO3ULIMH  C
SHTEPOCOFOOMIbHBIM TOKPBITHEM B TOHKOM KHIIEYHUKE MOXKET MPOUCXOIUTH OBICTPO WM B
TedeHre OoJiee NTUTENBHOTO nepuona BpeMenu (Hanpumep, 0,5, 0,75, 1, 2, 3, 4, 5 wnu 6 4acos,
NPEANOYTHTENBHO B TEUEHUE 2 YaCcOB).

[IpennouTuTenpHble BapUAHTBI OCYINECTBJICHUS (PapMaleBTUYECKONH KOMITO3ULIMH IO
HACTOSIEMY M300pETeHHIO ONHCcaHbl HIbke. PapMaleBTHUECKass KOMIIO3UIHUS 10 HACTOSIIEMY
n300pETEHNI0 MOXKET OBbITh M3rOTOBJIEHA C MOMOLIBI 3()(EKTUBHBIX CIIOCOOOB, OMUCAHHBIX
HIDKE.

3. @apmaneBTHUECKAsT KOMITO3UIHS TI0 HACTOSIIEMY U300PETEHHUIO

B nmepBom acmekre Hacrosimee wu3o0pereHne obecrneunBaeT (hapMaLEeBTHUECKYIO
KOMIIO3ULIUIO, TIOAXOSINYIO ISl IEPOPATBHOTO BBEIEHUS, CONEPIKAIIYIO:

(a)  TBepayK CepALEBHHY, CONIEPKAINYI0 METAaapCEHHT HATPUS MM METaapCeHUT
KaJIHUs U OJTHO WUJIM HECKOJIBKO (papMarieBTUYECKH MPHEMJIEMBIX BCIIOMOTaTEIbHBIX BEIECTB, MPH
5TOM OJHO WJIM HECKOJBKO (HapMaleBTUUYECKH MPUEMIIEMbIX BCIIOMOTATENIbHBIX BEIECTB
BBIOMPAIOT TakuM 0Opa3oM, 4YTOOBI CBECTH K MHHHUMyMY OKHCJIGHHE METaapCeHHuTa 0
METaapCceHaTa;

u
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(b)  sHTepocoMmOOUTEHOE MMOKPHITHE, COAEPIKAIIEe YHTEPOCOTIOOMIBHBIN MOUMED;

Opd 3TOM MAacCOBOE MPOLIEHTHOE COAepiKaHHe SHTEPOCOJIOOUIBHOIO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(papMaLeBTHUECKOH KOMIO3ULIMH, M MPU 3TOM TOJIIMHA MMOKPBITUS COCTABJISIET OT OKOJIO 6,5%
10 okoJio 15% ot TomumHbI papManeBTHIeCKON KOMIO3HIINH.

Hanpumep, B BBIIEYNOMSHYTOM aCHeKTE€ OJHO HIJIM HECKOJbKO (hapMaLeBTHUYECKU
NPUEMJIEMbIX BCIIOMOTATEIbHBIX BEIECTB MOIYT ObITh BBHIOPaHbI M3 HATOJHUTENS HWIH
paz0aBuTeNs, Ppa3PLIXJUTENs], CKOJB3SILIEr0 BEI[eCTBa, CMAa3bIBAIOIIEr0 BELIECTBA U
CBSI3bIBAIOIIErO BELIECTBA. B HEKOTOPBIX BapHaHTaX OCYLIECTBJCHHS TBepHas CepIlleBUHA
MOKET COIep:KaTh [Ba WK 0OJjiee U3 3TUX BCIIOMOTATeJbHBIX BEIIECTB, TPU WK OoJiee U3 ITHUX
BCIIOMOTaTeNIbHBIX BELIECTB, Y€ThIpe WM OOJiee M3 3TUX BCIIOMOTATENbHBIX BEIIECTB HIIU BCE
5TH BCIIOMOTaTejbHbIe BellecTBa. TakuM oOpa3oM, B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHUS
TBEpAasi CepLEBUHA COAEPKUT HAMOJHUTENb WIH pa30aBHUTENb, Pa3pPbIXJIHUTENb, CKOJb3SILIEe
BEILECTBO, CMa3bIBAIOLIEE BEIIECTBO U CBS3bIBAIOIIEE BEIIECTBO.

Bo BTOpoM acmekre Hacrtosimee wu3o0OpereHne obecrednBaeT (hapMaleBTHUECKYIO
KOMIO3HLIUIO, MOIXOISIIYIO JIs IEPOPATbHOTO BBEIEHHS, COAEPIKAILYIO!

(a)  TBepayrO CepALEBHHY, COAEPIKALIYID METaapCEHUT HATPHsS HIIM METaapCeHHT
KaJIus ¥ ClIeAyouiie (papMaleBTHUECKH IPUEMIIEMbIE BCIIOMOTAaTEIbHbIC BEIIECTBA:

(1) HANOJHUTENb WM pa30aBUTENb B Jauama3oHe OT okono 5% mo 95%
Mac./mac.,

(i)  paspexsuTeNb B AuanaszoHe ot okojo 10% mo 90% mac./mac.,

(ii1)  ckosb3siIee BELIECTBO B quana3oHe ot okouo 0,1% mo 5% mac./mac.,

(iv)  cmaspIBarolIee BEUIeCTBO B 1uamna3oHe oT okouo 0,1% no 5% mac./mac., u

(v) HeoOs3aTeNTbHO CBSI3bIBAIOIIEE BEINECTBO B auamna3oHe oT 0% 40 OKoJo
30% mac./mac.;

u

(b)  sHTepocoMmOOUIEHOE MMOKPHITHE, COAEPIKAIIEe YHTEPOCOTIOOMITBHBIN MOTMED;

npu 3ToM (papMaLeBTUYECKH MpPHEMJIeMble BCIIOMOTaTeNbHbIE BEIECTBA BHIOMPAIOT
TAKUM 00pa3oM, YTOOBI CBECTH K MUHIMYMY OKHCJICHHE METaapCEHUTA IO METaapCeHara,

Opd 3TOM MAacCOBOE MPOLIEHTHOE COIEP:KaHHE SHTEPOCONIOOUIBHOTO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(dapMareBTHUeCKON KOMIIO3UIH, U

MPU 3TOM TOJIIIMHA TOKPBITUSL COCTABJISIET OT OKOJIO 6,5% 10 okoso 15% OT TonuHbI
(papMaLeBTHUECKOH KOMIO3ULIHH.

QdapmarieBTHUECKasT ~ KOMIIO3UIUS  MOXkeT Obitb B ¢opme  TabmeTku €
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SHTEPOCOFOOMIIbHBIM TIOKPBITHEM WJIM KamCyJbl C 3HTEPOCOJIOOMIBHBIM MOKpbITHEM. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJIEHHUs (papMaleBTUYECKash KOMIIO3ULUS MPEACTaBIseT cOOOM
TabJIETKy C OSHTEPOCOMOOMIBHBIM TOKPBITHEM. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS
(apmaneBTHUECKass KOMIIO3ULMSI TPEACTABIsIeT COOOH KamlCyly € OSHTEPOCOJIOOUIBHBIM
MOKPBITHEM.

3.1 AxtuBHbll dapmanesTuueckuil uarpeauert (API) (MeTtaapceHuT HATPUS WIN KAJIHsI)

B ¢dapmaneBTHueckoil KOMIO3WLMHM TIO HACTOSIIEMY H300pPETEHUIO AaKTHBHBIN
dapmaneptuueckuii uHrpenueHT (API) mpencraBnsier coOolf MeTaapCeHUT HATPHSI WIH
METaapCeHUT Kajusl.

MeTtaapceHUT HAaTpPUsl M METAAPCEHUT KaJUsl MOTYT OBITh IMOJIYYE€HbI MPOMBIIIJICHHBIM
nyTeM ¢ BbICOKOH unctoToit (>98% As(IIl) m muanmanbabiMu ypoBHSIMHE As(V)). MeraapceHuT
HaTpUsl U METAAPCEHUT KaJMsl ABJISIOTCS TUTPOCKOIIUYHBIMU.

bynyun HeopraHuuecKUMM COEIUHEHHUSIMH, KaKAblH W3 MeTaapCeHUTa HaTpus U
MeTaapCeHUTa Kajiusi uMeeT OoJiee BBICOKYK (MCTUHHYIO) IUIOTHOCTh YacTHIl (HAmpuMmep,
npubausuTensHo 2,1-2,3 r/cm® s MeTaapcenuTa HaTpUs M 0koJIo 8,76 r/cM® [ MeTaapceHuTa
Kaiusg) 10 CPaBHEHHIO CO  BCIIOMOTATENbHBIMU  BEIIECTBAMH THIUYHOH  TalNeTku
(BCriOMoOraTenbHbIe BEIECTBA TUIMTUYHON TabJIEeTKH OOBIYHO MPENCTABISIOT COOOH OpraHnYecKue
BEIECTBA, MIOTHOCTh KOTOPBIX COCTABIAET NpUONI3uTensHo 1,2-1,6 r/cm’).

BepositHocTh cerperaumn APl B kOMIO3MLIMAX SIBJISI€TCS BBICOKOH, KOIZa MMEIOTCS
pasnuuus B pasmepe uactul API u pasmepe yacTuil BCcrioMoratenbHbIX BelecTB. CreuanucTy
B JIaHHOU obyactu OyJeT MOHATHO, YTO HCIOJIb30BAHUE MPEANOYTUTENLHOTO pa3Mepa YacTHI
API BeITOAHBIM 00pa30M NMPUBOIUT K YJIYYIIEHHIO CMELIMBAHHS MOPOLIKOB U OJHOPOIHOCTH
CMeCH, CBOAMT K MUHHUMyMY WM YCTpaHsieT Cerperanuio B MOPOIIKAaxX MpPU MPeCcCOBaAaHUU U
obecrieunBaeT yAOBIETBOPUTEIBHYIO OJHOPOAHOCTh COCTaBA B KOMITO3HUIIMSX.

B HexoToOphIx BapuaHTax ocymectBieHus pasmep dactuu API cocrasnser okono 50-150
MUKpOH. B HexkoTOprIx BapuaHTax ocyuiecTBieHus pasmep dactuul API cocrasisier okosno 70-
120 mukpoH. B HekoTOpbIX BapuaHTax ocyliecTBiaeHUs pasmep dactull API cocraBiser okojo
90-100 MHUKpOH.

B Hekotopeix BapuaHTax ocymectBieHuss APl mpencraenser coboli meraapceHUT
HaTpUsl.

B HekoTopbIx BapuanTax ocyuiectieHnst APl npencrasisier co0oi MeTaapCeHUT Kausl.

B HexoTopbIx BapuaHTax ocyliecTBieHMsi kojuuecTBo APl B TBepmoll cepaueBuHe
(hapManeBTHUECKOH KOMITO3UIIMU MO HACTOAIIEMy H300peTeHuto cocrasiisieT okojio 0,1-5,0%
Mac./Mac. TBEpPIOW CepALICBHHBI, MpeAnouTuTeabHo okojo 0,5-3,0% wmac./mac. TBepaou

CEpPALEBUHBL, 0oJiee mpeanouTuTesibHo okoyo 1,0-2.5% mac./mac. TBepaoil CepALEBUHBL, IaXKe
2 2 2 2
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Oonee mnpenmoytuTenbHO OKOJIO 1,5-2,0% wMac./mac. TBepHOH cepAleBUHBI U Hamboee
MpeanouTuTebHO OKoJio 1,6-1,8% wmac./mac. TBepmoit cepAlleBUHBI, Hampumep, okosio 1,65%
Mac./mac., okojo 1,66% mac./mac., okono 1,67% wmac./mac., okoso 1,68% mac./mMac., OKOJIO
1,69% wmac./mac., okosio 1,70% mac./mac., okono 1,71% wmac./mac., oxkono 1,72% wmac./mac.,
okosno 1,73% wmac./mac., okomno 1,74% wmac./mMac. wiu oxoso 1,75% wmac./mac. TBepmou
CEepALIEBUHBI.

B HekoTOpBIX BapwaHTax OCyllecTBIeHHs pasmep uactuil APl u pasmepnl HacTwHil
(bapMaIeBTHUECKH TMPUEMIIEMBIX BCIIOMOTATEbHBIX BEINECTB SBJSIFOTCS COMOCTABHMbIMH.
[IpennouturensHo wucnonb3oBanue APl M BCmoMorarenbHbIX BEIIECTB C COMOCTABHMBIMU
pasMepamMH YaCTHIl MOXKET TMPHBECTH K YJIYYIIEHHOMY CMEIIWBAHUIO MOPOIIKOB |
OTHOPOJTHOCTH CMECH, MOKET CBECTH K MHHHUMYMY WJIH YCTPAHWUTH CErPEramui B MOPOIIKax
NpU TPECCOBAaHUM U MOXET OO0ECMeYHTh YIOBJIETBOPUTENIBHYIO OJHOPOJHOCTh COCTaBa B
KOMTIIO3UIIUSIX.

B HekoTophix BapuaHTax ocyiiectBieHuss APl mukponusupoan. Crenuanucry B
JMaHHOM 00acTH OyAeT MOHSITHO, YTO YMEHbIlIeHue pasMmepa dacTui APl myTeM MUKpOHU3AIUH
MOKET YJIYYIIUTh OJHOPOIHOCTh CMECH U OJHOPOIHOCTH COCTaBa B JIEKAPCTBEHHBIX (hopmax
(Takux Kak TabneTku), korna APl npucyTCTByeT MpH HU3KUX KOHIIEHTPAIHSIX.

B HekoTopeix BapuaHTax ocyiiectBieHus APl He siBisieTcss MHUKPOHU3UPOBAHHBIM.
Crnenmanucty B maHHOW oOmactu OyAeT MOHSATHO, YTO MUKPOHH3ALUS TUTPOCcKonmuuHOro API
(TakOro Kak MeTaapCeHUT HATPHs U METAAPCEHUT KajHsi) MOXKET MPUBECTU K TMOBBIIIEHHOMY
PUCKY pa3ioKeHUsI U3-3a OOJbIIEH MIOMAAN MOBEPXHOCTH U PEAKIIMOHHONW CIIOCOOHOCTH.

3.2 PapMalieBTHYECKHU OPUEMIIEMbIE BCIIOMOTaTEJIbHBIE BEIIECTBA

B omHOM acriexTte, B OMOJIHEHHE K METAaPCEHUTY HATPUS WIM METAAPCEHUTY KaJwus,
TBEpHas cepALeBrUHA (papMaleBTUIECKOH KOMIO3ULIUH TI0 HACTOSIIIEMY H300PETEHHIO COAEPIKUT
OJIHO WJIM HECKOJBKO (hapMalleBTHUECKH MPHUEMIIEMBIX BCIIOMOTATENIbHBIX BEINECTB, KOTOpBIE
BBIOMPAIOT TakuM 0Opa3oM, 4YTOOBI CBECTH K MHHHUMyMY OKHCJIGHHE METaapCeHHuTa 0
MeTaapceHaTa.

B HekoTOpbIX  BapuaHTax  OCYIIECTBJIEHUS  (hapMALEBTHUECKU  MPHEMIIEMbIE
BCIIOMOTaTENIbHbIE BEIIEeCTBAa BHIOPAHBI TAKMM 00pa3oM, 4To MeHee 4eM okojio 10% wmac./mac.,
NPEANOYTUTENBHO MEHee 4eM OKoJIo 5% mac./mac., OoJjiee MPennoYTHTEIBHO MEHEee YeM OKOJIO
2% wac./mac., maxe OoJjiee MPEANMOYTHTENLHO MeHee 4eM okojio 1% wmac./mMac. m Haubojee
NPEANOYTUTENBHO MeHee ueM okoo 0,5% mac./mMac. MeTaapCeHHTa HAaTPHUS MK METAaapCeHUTa
KAl OKUCIIETCSl 10 MeTaapceHaTa HATPHs WM METaapceHaTa Kayusl IMMOCNe XPaHEHUs NpU
KOMHATHON TeMIlepaType B T€YEHHE MO MEHbLIEH Mepe OKOJO 1 MecsAna, NpeAnoYTUTENbHO 10

MEHBIIIEH Mepe OKOJIO 2 MecsIleB, OoJiee MPEANOYTHUTENIbHO, MO MEHbIIEH Mepe OKOJo 3
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MecsLeB, Aaxe Oojiee MPEAMOYTHTENbHO M0 MEHbLIeH Mepe Okojo 4 MecsieB U Haubosee
MPEANOYTHTENBHO TI0 MEHBIIEH Mepe OKOJIO 6 MECSLIEB.

B npyrom acriekTe MOMONHHUTENIBHO K METAAPCEHUTY HATPHs MIIM METAAPCEHUTY Kajus
TBEpasi CepALEeBUHA (hapMaLIEBTHUECKONW KOMITO3ULIMH MO HACTOSILIEMY H300PETEHUIO COAEPIKHUT
crenyrouire papMaleBTHUECKH MPUEMIIEMbIE BCIIOMOTaTeNIbHbIC BEIIECTBA:!

(1) HATIOJIHUTEJNb WIN pa30aBUTEIIb,

()  paspeIXJIUTEND,

(ii1)  ckoyb3silIIee BELIECTBO,

(iv)  cMma3bIBarolIee BemEeCTBO, U

(v) HeoOs3aTeNTbHO CBSI3BIBAIOIIIEE BELIECTBO.

CrneuuanucraM B AaHHOW 00jacTH OyAeT MOHSTHO, YTO HEKOTOPbIE BCIIOMOTATEJbHbIE
BEILECTBA BBIMONHSOT HECKONIbKO (yHKIMi. Eciau BcmomoraTenbHOe BEIECTBO, BKIIOYSHHOE B
(papMaLIeBTHUECKYIO KOMITO3HLIMIO TI0 HACTOSINEMY H300PETeHHUIO, BBIMOJHSIET HECKOJbKO
($yHKLMIA, cYMTAeTCs, 4YTO (papMaLeBTHYECKas KOMIIO3ULHs BKJIOYAET BCIIOMOIATENbHbBIE
BEIECTBA C 3TUMHU (YHKLHUSIMH, HAMPUMeEp, €CJI BCIOMOraTeibHOE BELIECTBO JAEHCTBYET B
KAueCTBe  CBS3BIBAIOLIETO  BEIECTBA M  PAa3pbIXJUTENs, CJIeIyeT [MOHMMATb, 4YTO
(papmaLieBTHUECKAST KOMITO3HLIUS CONEPIKUT CBSI3bIBAIOLIEE BEIECTBO U PA3PBIXIUTENb.

OOBIYHO OJHO WJIM HECKOJbKO (PapMaleBTHYECKH MMPUEMIIEMbIX BCIIOMOIaTebHBIX
BEIECTB B TBEPAOW CEpALEBHHE SIBJISIOTCS COBMECTHMBIMH C METAaaPCEHHUTOM HATPHS HJIH
kanusi. [IpennoyruTenbHo, 4ToObI (papMaLeBTUYECKH PUEMIIEMbIe BCTIOMOTaTeIbHbIE BELIECTBA
B TBEPIOIl CepALEBUHE MUMEH HH3KHE YPOBHH BJIAXKHOCTH WJIM HHU3KYIO aKTHBHOCTb B BOJE,
4TOOBbI CBECTU K MHUHHUMYMY BO3MOKHOCTbH OKHCJIEHHUS] METaapCeHUTa A0 MeTaapceHata. Takum
0o0pa3oM, MpPeANOYTUTEIbHO, 4YTOObI (papMaleBTHUECKass KOMIIO3HMLHUSI MO HACTOSIIEMY
M300pETeHUI0 He COZeprKaia BCIIOMOTATEIbHBIX BEIIECTB C BHICOKUM YPOBHEM BIIAKHOCTH WK
BBICOKOH aKTHBHOCTBIO K BOJAE (Takue BCIOMOTATEeNbHbIE BEIIECTBA MOIYT KaTaJH3HPOBATH
OKHCJICHHE, HalpuMmep, BCIOMOraTeNbHbIE BELIECTBO C HOHAMH METaJUIOB, B YaCTHOCTH,
xenesa). OQHAKO CHELMANTUCTaM B JAHHOM 00NacTH TEXHUKU OyIeT MOHSTHO, YTO CYLIECTBYET
npeseN NpakTHYeCKOH MPUMEHUMOCTH 3TOro TpeOOBaHMUS AJisi (hapMaLeBTHUECKONH KOMIIO3ULIMU
N0 HACTOAIIEMY H300pETeHUI0, TMOCKOJbKY Ui  YIOBJETBOPUTEIBHOIO MPECCOBAHUS
HeoOXOaMMa HEKOTOpasi JOCTYIHAS BJIAKHOCTb.

B HekoTOphIX BapuaHTax oOCyllecTBieHUs pasmep dvactuu APl u pasmepsl yacTuu
(papMaLeBTHUECKH MPUEMIIEMbIX BCIIOMOTATEJbHBIX BELIECTB SBJISIOTCS COMNOCTABUMBIMH.
[Ipenmoururensho npumeneHne APl u  BComMoraTenbHbIX  BEIIECTB C  4YaCTHUIAMH
COMOCTABHMOTO pa3Mepa MOXKET TMPHBECTH K YIYYIICHUIO CMEIIWBAHHS TOPOIIKOB U

OJHOPOAHOCTHU CMECH, MOXKET CBECTHU K MUHUMYMY HJIM YCTPAHUTDH CCIperaluro B MOPOLIKax
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MPY TIPECCOBAHUU U MOXKET 00€CIeYnTh YIOBJIETBOPUTENBHYK OJHOPOIHOCTh COCTaBa TBEPAOH
CepLEBUHBI.

B HEKOTOpBIX BapuaHTaX OCYINECTBJEHUS, TJ€ 3TO BO3MOKHO, BBHIOMPAIOT BapHaHTHI
OCHOBHBIX BCIIOMOTaTEJIbHBIX BEIIEeCTB C 00Jiee BBICOKOW TIOTHOCTBIO, YTOOBI COOTBETCTBOBATH
IJIOTHOCTH METAaapCeHUTa HATpus WIM Kanus (MeTaapCeHUT HATPHUs HUMEeT OICHOYHYIO
HCTHUHHYIO MIOTHOCTh NpUONH3UTENbHO 2,1-2,3 r/cM’, U MeTaapCceHHT Kamus UMeeT OLIEHOUHYHO
HCTHHHYIO IUIOTHOCTb TPUONH3UTENLHO 8,76 r/cM’); THIIMYHbLIE BCIIOMOTATENbHLIE BEIeCTBA
Il TabJeTOK, TPEACTaBJsIomue CcoOOH OpraHMYecKHe BEIIeCTBA, WMEIOT IUJIOTHOCTH
npubauzutensHo 1,2-1,6 r/em’.

Hamonaurens wumu paszbaBuTenb MOKET OBbITh, HAmpuMep, BbHIOpaH U3 OE3BOIHOTO
IBYXOCHOBHOTO  (ocdara Kajmblusi, UYAaCTUYHO MPEKENATUHU3UPOBAHHOTO  Kpaxmaa,
CUJIMKATU3UPOBAHHOM  MUKPOKPUCTAJUTMUECKOM  LEJUIIOJIO3HI, MHUKPOKPUCTAJUTUIECKOM
LEJUTIOJIO3b], AWTHApaTa Cyibdara KanbLus, JaKkTO3bl, runpodocdara kampuus, kapOoHaTa
KanbLus, kKapOoHaTa Hatpus, docdara kanpius, ¢ochara HaTpUs WM UX cMecH. B HEKOTOpbIX
BapUAHTAX OCYIIECTBJICHUS HAMOJTHUTENb WM pa3OaBHUTENb MPENCcTaBisieT coO0il Oe3BOMHBIN
IBYXOCHOBHBIN (pochaT Kanblusl, YACTHYHO MPEKeTaTHHU3UPOBAHHBIN KpaxMall WK UX CMECh.
B HEKOTOpPBIX BapuaHTAaX OCYIIECTBJICHUS HAMOJHUTENb WIH pa30aBUTENb NPEACTABISIET COOOM
0e3BOAHBIA NBYyXOCHOBHBIA (ocdar kampiuss. B  HEKOTOphIX BapWaHTaX OCYIIECTBICHUS
HATIOJIHUTENb WIH pa30aBUTENb TPEACTABISAET COOOW YAaCTHYHO MpesKeTaTHHU3UPOBAHHBIN
KpaxMaj. B HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHHUS pa30aBUTENb MOKET MPEACTABISATbH COOOMU
npeccyembiii  pasOaBUTEb, HANpUMEp, CHJIMKATUZUPOBAHHYID  MHKPOKPHUCTAJUTMIECKYIO
LEJUTIONI03Y, MHUKPOKPHUCTAJUIMYECKYIO LEJUII0I03y WM YacTHUYHO IpeKeIaTMHU3UPOBAHHbBIN
Kpaxmat.

Hamonaurens wnu pa3daBUTENlb MOKET MPUCYTCTBOBATh B TBEPIOH CEpALIEBUHE
(hapManeBTUUECKOH KOMITO3ULIMKM B KOJHYECTBE OT Okoyio 5% no 95% wac./mac. TBepaou
CepalEeBUHbl. B HEKOTOpPBIX BapHUaHTaX OCYIIECTBJIICHUS HAIOJHUTENb WIH pa30aBUTENb
MPUCYTCTBYET B TBEPIOH ceplueBuHe (hapMaleBTUYECKON KOMIO3UIINN B KOJMYECTBE OT OKOJIO
10% no 90% wmac./mMac. TBepAOW CepAleBUHBI, Harmpumep, okojo 10% wmac./mac. TBepaou
cepaueBuHbl, okojio 15% wmac./mac. TBephoil cepauneBuHbL, okojo 20% wmac./mac. TBepaOU
CepaleBUHBI, OKOJIO 25% wmac./mac. TBepAoi cepAuneBuHbL, okojo 30% wmac./mMac. TBepaowu
cepaueBuHbl, OkoJio 35% wmac./mac. TBepaou cepauneBuHbl, okojo 40% wmac./mac. TBepaOU
cepaueBuHbl, okojio 45% wmac./mac. TBepAo# cepAleBUHBL, Okojo 50% wmac./mac. TBepaoOH
CepaleBUHBI, OKOJIO 55% wmac./mac. TBepAou cepAleBUHBL, Okojo 00% mac./mMac. TBepaou
CepILEBUHBI, OKOJIO 65% wmac./mac. TBepAoi cepAuneBuHbL, okojo 70% wmac./mMac. TBepaou

CepaLEeBUHBL, OKOJIO 75% wmac./mac. TBepmoli cepaueBuHbl, okojio S80% wmac./mMac. TBepOOH
2 2
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cepaueBuHbl, okojio 85% mac./Mac. TBepIOH cepaueBHHBI WIH O0koJio 90% wmac./mac. TBepaou
CepLEBUHBI.

Paspeixmutens Moxer ObITh, Hampumep, BbIOpaH U3 L-THAPOKCHIPONUILIEIUTIONOSbI,
YaCTUYHO NPEKETATUHU3UPOBAHHOTO Kpaxmalia, KPOCIOBHAOHA, KapTO(eIpbHOTrO Kpaxmana,
KYKypYy3HOTO Kpaxmana, HaTpusl Kpaxmaja TIJIMKOJIATa W ajbIMHOBON KuchoThl. Harpus
KpaxMaja T[JUKOJSAT W KPOCIOBUJOH SIBIIOTCS CYINEpPpPaspbIXJUTENssMU. B HekoTophIx
BApPHAHTAX OCYLIECTBIIEHHS Pa3pPbIXJIUTENb NPEACTABISIET COO0H L-ruapoKCHITPOTUITLENITIONO3Y,
YaCTUYHO MpeXeNaTHHU3UPOBAHHBIN Kpaxmall, HaTpHsl Kpaxmala INIMKOJSAT WX CMeCh ABYX WIIN
Oosee n3 HUX. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHUS Pa3phIXJIUTENb NpeaAcTaBisier codoi L-
TUIPOKCUNIPONMILIEIUIIONO03Y. B HEKOTOpBIX BapuaHTax OCYILECTBJEHHUS pa3pbIXJIUTENb
NpeACTaBisieT COOOH YaCTHYHO NpEeKeNaTHHU3MPOBAHHBIA Kpaxmal. B HEKOTOpPhIX BapHaHTaX
OCYILIECTBIIEHHSI Pa3pbIXJIUTENb MPENCTABISAET COOOM HATPUS Kpaxmaia MITHKOJISIT.

PaspbixnuTens MOXeT NPUCYTCTBOBAaTh B TBEPHAOH CepALEBUHE (apMaleBTHUECKON
KOMITO3UIIMHU B KOJMUECTBE OT 0K0Jjio 10% mo 90% mac./mMac. TBepaoi CepALleBUHbBI, HAPUMED,
ot okosio 10% nmo 50% wmac./mac. TBepmoro simpa. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS
Pa3pbIXJIUTENb TPHCYTCTBYET B TBEPAOH cepAueBHHE (HapMaleBTHUECKOW KOMIO3ULIUN B
KoJ4uecTBe oT okoyio 15% mo 85% mac./mac. TBepAo#l cepALleBHHBI, Hampumep, okoyio 15%
Mmac./mMac. TBEpAOW cepnueBuHbI, Ookojo 20% wmac./mac. TBepmoil cepAueBHHBL, OKoyo 25%
Mmac./mMac. TBEpAOW cepnueBuHbI, Okojo 30% wmac./mac. TBepmoil cepAueBHHBbL, OKoJO 35%
Mac./Mac. TBepmol cepaueBuHbl, okoyio 40% wmac./mac. TBepIOW CepAleBUHBI, OKOJO 45%
Mac./mMac. TBEpAOW cepiaueBUHBbI, Okojo 50% wmac./mac. TBepmoil cepAueBHHBL, OKOJO 55%
Mac./mMac. TBEpAOH cepnueBUHBbI, Okojo 60% wmac./mac. TBepmoil cepAleBHHBL, OKOJO 65%
Mmac./mMac. TBEpAOW cepnueBuHbI, Ookojo 70% wmac./mac. TBepmoil cepAueBHHBbL, OKoJO 75%
Mac./mMac. TBepAOH cepaueBuHbl, okojo 80% mac./mMac. TBEpIOH CepALEBHUHBI WM OKOJIO 85%
Mac./Mac. TBepAOH CEpIIEBUHBI.

Ckonb3siiee BemecTBo (MIMIAHT) MOXKET OBbITh, HAPUMEP, BHIOPAHO U3 KOJUIOUAHOTO
JUOKCH/Aa KPEMHUS U Tasbka. B HEKOTOpBIX BapUaHTaX OCYIIECTBJIEHHUS CKOJIb3sIee BELIECTBO
npeacTaBisieT cOO0H KOJUTOMIHBIA AMOKCUA KPEMHUs. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CKOJIB3SIIIIEE BELIECTBO MPENCTABISIET COOOH TaJbK.

Ckonp3siiee  BEIECTBO  MOXKET  NPUCYTCTBOBAaTb B TBEPAOH  CepAlLleBUHE
(apMareBTHUECKOW KOMMO3ULMU B KojudectBe oT okoso 0,1% mo 5% wmac./mac. TBepmoit
CepALEBUHBI. B HEKOTOPBIX BapuaHTax OCYLIECTBJIEHUs CKOJB3SIIEE BELECTBO MPUCYTCTBYET B
TBEpIOH cephueBuHe (papMaleBTUYECKOH KOMITO3MIMU B KosmdecTBe oT okoio 0,3% mo 4%
Mac./Mac. TBepIOH cepALeBHHBI, Harpumep, okosio 0,3% Mac./Mac. TBepAol CepALIeBHHBI, OKOJIO

0,4% mac./mac. TBepaoi cepaueBuHbl, 0kojo 0,5% Mac./Mac. TBepaoii cepaueBuHbl, 0kojio 0,6%
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Mac./Mac. TBepAOW cepaueBuHbl, okoso 0,7% wmac./mac. TBepmoul cepaueBuHbl, okojo 0,8%
Mac./Mac. TBepAOW cepaueBuHbl, okoso 0,9% wmac./mMac. TBepmoil cepaueBuHbI, Okojo 1,0%
Mac./Mac. TBepAoOW cepaueBuHbl, okoso 1,1% wmac./mMac. TBepmoil cepaueBuHbI, Okojo 1,2%
Mac./Mac. TBepAOW cepaueBuHbl, okoso 1,3% wmac./mMac. TBepmoil cepnaueBHHBI, OkojoO 1,4%
Mac./Mac. TBepAOW cepaueBuHbl, okoso 1,5% wmac./mMac. TBepmoil cepiaueBHHbI, Okojo 1,6%
Mac./Mac. TBepAOW cepaueBuHbI, okoyo 1,7% wmac./mMac. TBepmoil cepnaueBuHbl, Okojo 1,8%
Mac./Mac. TBepAOW cepaueBuHbl, okoyso 1,9% wmac./mMac. TBepmoil cepiaueBHHBI, OKoJO 2,0%
Mac./Mac. TBepAOW CepaueBUHbI, okoyo 2,1% wmac./mMac. TBepIOil CepaleBHHBI, OKOJO 2,2%
Mac./Mac. TBepAOW CepaleBUHBI, OKoJo 2,3% Mac./Mac. TBEpIOW CepaLEeBHHBI, OKOJO 2,4%
Mac./Mac. TBepAOW CEepALEBUHBI, OKOJNO 2,5% Mac./Mac. TBEpIOW CepaLeBHHBI, OKOJO 2,6%
Mac./Mac. TBepAOW CEepALEBUHBI, OKOJO 2,7% wMac./Mac. TBEpIO CepaleBHHBI, OKOJO 2,8%
Mac./Mac. TBepAOW CepAlLEBUHBI, OKOJO 2,9% wMac./mMac. TBEpIOl cepaueBHHBI, Okojo 3,0%
Mac./Mac. TBepAOW CepaueBUHBbI, Ookoyo 3,1% wmac./mMac. TBepIOil CepaleBHHBI, OKOJO 3,2%
Mac./Mac. TBepAOW CepaleBUHBI, OKOJO 3,3% Mac./mMac. TBEpIOW CepaLEeBHHBI, OKOJO 3,4%
Mac./Mac. TBepAOW CEepALEBUHBI, OKOJNO 3,5% Mac./Mac. TBEpIOW CepaLeBHHBI, OKOJO 3,6%
Mac./Mac. TBepAOW CEepILEBUHBI, OKOJO 3,7% Mac./Mac. TBEpIOW CepaueBHHBI, OkoJo 3,8%
Mac./Mac. TBePAOU CepIIEBUHBI, OKOJIO 3,9% Mmac./Mac. TBepAOl CepaueBUHbl Ui 0kojo 4,0%
Mac./Mac. TBepAOH CEpIIEBUHBI.

CwMmasbiBarolee BEIIECTBO MOXKET ObITh, HANpUMeEp, BBHIOpaHO U3 creapuidymapara
HaTpud, cT€apara MarHus, CTeapHHOBOﬁ KHCJIOTBI, TaJIbKa U JUOKCHOA KPCMHMHA. B HEKOTOPBIX
BapHAHTAX OCYIIECTBJICHUS CMAa3bIBAIOIIEe BEIIECTBO MPENCTaBIsieT CoOoOM creapuidymapar
HaTpusi. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJICHHUS CMAa3bIBAIOIIEE BEIIECTBO MPEACTABISET
coboii creapar MarHusi. B HEKOTOpPBIX BapHaHTAaX OCYLIECTBJICHHS CMa3bIBAIOIEe BEIIECTBO
npencTaBisieT CcoOOW CTEapUHOBYIO KHCJIOTY. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
CMa3bIBAIOIIEe BEIIECTBO MPEACTABISIET cOO0H TaibK. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CMa3bIBAIOIIEE BEIIECTBO MPEACTABIISICT COOOH TUOKCU KPEMHUSL.

CwmasbiBaromiee  BEIIECTBO  MOXKET NPHUCYTCTBOBAaTh B TBEPAOH  CEpILICBUHE
(apMareBTHUECKOW KOMMO3ULMU B KojudectBe oT okoso 0,1% mo 5% wmac./mac. TBepmoit
CEPALECBUHDI. B HEKOTOPBIX BapHUaHTaX OCYHECTBJICHUA CMa3bIBAOIIECC BEIICCTBO MPUCYTCTBYET
B TBEPIOU cepAuneBHHE (apMaleBTHUECKON KOMIO3ULUU B KonudecTBe oT okojo 0,3% mo 4%
Mac./Mac. TBepIOH cepALeBHHBI, Harpumep, okosio 0,3% Mac./Mac. TBepAol CepALIeBHHBI, OKOJIO
0,4% mac./mac. TBepaoi cepaueBuHbl, 0kojo 0,5% Mac./Mac. TBepaoii cepaueBuHbl, 0kojio 0,6%
Mac./Mac. TBepAOW cepaueBuHbl, okoso 0,7% wmac./mac. TBepmoul cepaueBuHbl, okojo 0,8%
Mac./Mac. TBepAOW cepaueBuHbl, okoso 0,9% wmac./mMac. TBepmoil cepaueBuHbI, Okojo 1,0%

Mac./Mac. TBepAoOW cepaueBuHbl, okoso 1,1% wmac./mMac. TBepmoil cepaueBuHbI, Okojo 1,2%
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Mac./Mac. TBepAOW cepaueBuHbl, okoso 1,3% wmac./mMac. TBepmoil cepnaueBHHBI, OkojoO 1,4%
Mac./Mac. TBepAOW cepaueBuHbl, okoso 1,5% wmac./mMac. TBepmoil cepiaueBHHbI, Okojo 1,6%
Mac./Mac. TBepAOW cepaueBuHbI, okoyo 1,7% wmac./mMac. TBepmoil cepnaueBuHbl, Okojo 1,8%
Mac./Mac. TBepAOW cepaueBuHbl, okoyso 1,9% wmac./mMac. TBepmoil cepiaueBHHBI, OKoJO 2,0%
Mac./Mac. TBepAOW CepaueBUHbI, okoyo 2,1% wmac./mMac. TBepIOil CepaleBHHBI, OKOJO 2,2%
Mac./Mac. TBepAOW CepaleBUHBI, OKoJo 2,3% Mac./Mac. TBEpIOW CepaLEeBHHBI, OKOJO 2,4%
Mac./Mac. TBepAOW CEepALEBUHBI, OKOJNO 2,5% Mac./Mac. TBEpIOW CepaLeBHHBI, OKOJO 2,6%
Mac./Mac. TBepAOW CEepALEBUHBI, OKOJO 2,7% wMac./Mac. TBEpIO CepaleBHHBI, OKOJO 2,8%
Mac./Mac. TBepAOW CepAlLEBUHBI, OKOJO 2,9% wMac./mMac. TBEpIOl cepaueBHHBI, Okojo 3,0%
Mac./Mac. TBepAOW CepaueBUHBbI, Ookoyo 3,1% wmac./mMac. TBepIOil CepaleBHHBI, OKOJO 3,2%
Mac./Mac. TBepAOW CepaleBUHBI, OKOJO 3,3% Mac./mMac. TBEpIOW CepaLEeBHHBI, OKOJO 3,4%
Mac./Mac. TBepAOW CEepALEBUHBI, OKOJNO 3,5% Mac./Mac. TBEpIOW CepaLeBHHBI, OKOJO 3,6%
Mac./Mac. TBepAOW CEepILEBUHBI, OKOJO 3,7% Mac./Mac. TBEpIOW CepaueBHHBI, OkoJo 3,8%
Mac./Mac. TBePAOU CepIIEBUHBI, OKOJIO 3,9% Mmac./Mac. TBepAOl CepaueBUHbl Ui 0kojo 4,0%
Mac./Mac. TBepAOH CEpIIEBUHBI.

Casi3bIBarolee BEIECTBO, €CJIM OHO MPUCYTCTBYET, MOKET OBbITh, HATIPUMEP, BHIOPAHO U3
CUJTMKATU3UPOBAHHOM MUKPOKPUCTAIUTHUECKOM LIEJITIOJIO3BI, MUKPOKPUCTAJITUIECKOM
LEJUTIOJIO3b], YACTUYHO MPEKETATHHU3UPOBAHHOTO KpaxMmala, L-ruapOKCHIPOITHIILEIITION03bI
(HU3KO3aMeIeHHOW TUIPOKCUTTPOIUIIIEIIFOIO3b), THIPOKCUTIPOTHIIIEIITIOJIO3bI, KOMOBUAOHA
(TOMMBUHUIMUPPOIIUIOHA), NpeKeTaTUHU3UPOBAHHOTO KYKYpPY3HOTO Kpaxmala,
TUAPOKCUIPONMUIMETHIILIEIUIIOJIO3b], KpaxMala, apaBUiCKON KaMelu, KyKypy3HOro Kpaxmaja U
JKeJaTuHA. B HEKOTOpPBIX BapUaHTaX OCYILIECTBJICHUS CBS3BIBAIOIIEE BEIIECTBO IMPEACTABIISIET
coboii L-runpoKCUnpOnHIeuTroao3y (HU3KO3aMEIeHHYI0 THIPOKCUIPOMIIILIEIUT0N03y). B
HEKOTOPBIX BapUAHTAX OCYIIECTBJICHHUS CBSI3BIBAIOIIEE BEIIECTBO MPEACTaBsieT coboi cmech L-
TUAPOKCUIPOITHIILEIIIFOJIO3bI (HM3KO3aMeIIeHHON THIIPOKCUIPOTIHIILIEIUTIONIO3bI) "
THAPOKCUIIPONUJILIEIUTIONO3bl. B HEKOTOPBIX BapHaHTAaX peajn3ally CBS3BIBAIOLIEE BEIIECTBO
npeacTaBisieT cOO0H YaCTUYHO MPEKeTaTHHU3UPOBAHHBIN KpaxMaJl.

Cesi3piBarolllee  BELIECTBO  MOXKET  INPHUCYTCTBOBaTb B TBEPAON  CEpILICBHUHE
(apMareBTHUECKOW KOMIIO3UIMM B KosuudecTBe OT okoso 0% no 30% mac./mac. TBepmow
CEPALECBUHDI. B HEKOTOPBIX BaApHUAHTAX OCYLICCTBJICHUA CBA3BIBAIOINECC BEIICCTBO MPUCYTCTBYCT
B TBEPIOH cepaLeBrHE (apMaleBTHUECKOW KOMIIO3HLUHU B KOJHUYeCTBe OT okojo 1% mo 30%
Mac./Mac. TBEPIOW CepALICBHHBI, Hampumep, OT okojio 5% mo 25% wmac./mac. TBepaou
CEPALECBUHDI. Haan/IMep, CBA3BIBAIOIICEC BCIICCTBO MOXKET MNPUCYTCTBOBATL B TBGpI[OfI
cepLeBrHE (hapMaleBTUYECKON KOMIO3UIMKH B KOJHYECTBE OT OKoJio 5% wmac./mac. TBepaou

cepaueBuHbl, okojo 10% wmac./mac. TBepmoll cepaueBUHbl, OKOJIO 15% wmac./mMac. TBepaou
2 2
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cepaueBuHbl, okojio 20% wmac./mac. TBepAOW CepAleBUHBI, OKOjJo 25% Mac./mMac. TBepaou
cepaueBuHbl, 0koyio 30% mac./mac. TBEpIOi CepALIeBUHBL.

dapmarieBTHYECKast KOMITO3UIHS 110 HACTOSIIIEMY H300PETEHHIO MOXKET HeoOs3aTeNbHO
conepaTb AHTHOKCHAAHT B TBEPAOH CepllLeBUHE. AHTHOKCHUAAHTBHI ACHCTBYIOT B KadeCTBE
BOCCTAHABJIMBAIOLINX AareHTOB MyTeM: (@) CHIKEHUS OKHUCIUTENbHO-BOCCTAHOBUTEIBHOTO
notreHnuana, (b) NOMJIOMEHUs Kuciopoma wiu (C) MpeKpamleHus peakuuil CBOOOIHBIX
pamukanoB (nefcTBysl B KaueCTBE MHIMOMTOPOB CBOOOAHBIX paauKaiioB). Mexanusmsl (a) u (b)
HanOoJiee BaKHBI JUIS PA3JIOKEHUS] METAAPCEHUTA HATPHUS WM KaJusl 0 METaapceHaTa HaTpHs
win Kanust. [IpenMylnecTBeHHO neficTBHE AaHTHOKCHAAHTA HAMpaBJICHO HA CHIDKEHHE WIIH
npenotepamenne okucaerns As(Ill) no As(V) B koMmo3unmu.

IIprMeprl aHTHOKCHUAAHTOB, KOTOPBIE MOKHO HCIOJB30BAaTh B TBEPAOH CEpILIEBUHE,
BKJIFOYAIOT: CYJb(UT HaTpws, OMCYyNb(UT HAaTpusi, MeTabuCynb(pUT HATpus, CyIb(ar HaATPHS,
THOCYNbGAT HATPUSA, TUAPOXJIOPHI LHCTEHHA, AaCKOPOWHOBYIO KHCIOTY, MPOIMMITaJuIaT,
OyrunmuposanHblii ruapokcurosyos (BHT) u OyrrnupoBanueiii rugpokcuannson (BHA).

AHTHOKCHAAHT MOJET MPHUCYTCTBOBATH B TBEPIOW CEPALICBHHE B KOJIMYECTBE OT OKOJIO
0,01% no 0,2% wmac./mac., Hampumep, 0,01% wmac./mac., 0,02% wmac./mac., 0,03% wmac./mac.,
0,04% mac./mac., 0,05% mac./mac., 0,06% mac./mac., 0,07% mac./mac., 0,08% mac./mac., 0,09%
mac./mac., 0,10% wmac./mac., 0,11% wmac./mac., 0,12% wmac./mac., 0,13% mac./mac., 0,14%
mac./mac., 0,15% wmac./mac., 0,16% wmac./mac., 0,17% wmac./mac., 0,18% mac./mac., 0,19%
mac./mac. niu 0,20% mac./mMac. TBepaoil CepaLeBUHBI.

Creuuanucty B HaHHOW OOJNACTH JOJDKHBI OBITH sICHO, 4TO KoymdectBa API
(MeTaapceHUTa HATPHUA WM METAapCEHHTa KaJlks), BCIIOMOTaTENbHBIX BEIIECTB U APYTHX
UHTPEIUEHTOB B TBEPIAOW CEPALICBHHE PETYIHPYIOT TaKUM OOpa3oM, 4TOOBI OHH COCTaBIISUIU
100% TBepnoil cepALIeBUHBI.

IIpenmymecTBeHHO TBepHash CepALEeBHHA (papMaLEBTHUECKON KOMIIO3UILUH IO
HACTOSIIIEMY H300pPETEHUI0 MMEET XOPOLIVI0 OJHOPOAHOCTh CMECH U OJHOPOAHOCTb COCTAaBa,
Oyaromapst HCIOJB30BAHMIO MOIXOASIIINX BCIOMOTATEbHBIX BELIECTB, KAK OMMMCAHO BHILIE.

B HEKOTOpBIX BapuaHTaX OCYIIECTBICHHMS TBEpHasl CepALeBHHA (apMaleBTHIECKON
KOMIIO3ULIUK TI0 HACTOSIIIEMY H300PETEHHIO HE COIEPXKUT JIF000€ OAHO HIIM HECKOJBKO W3
CIEAYIOIIMX  BEINECTB.  CHJIMKATH3MPOBAHHAS  MHUKPOKPHCTAUIMYECKAs  IIEJUTIOJIO34,
MUKPOKPUCTAJUIMYECKAs  LEJUII0JI03a,  AWruApar  cyibdara  KajgblHs,  KOMOBHUJIOH
(MOMUBUHWIMUPPOJIMIOH), KPOCIOBHIOH, CTE€APUHOBAsT KHCIOTA, TajlbK W MeTaduCyIbpUT
HATpUSI.

3.3 DHTEPOCONIOOUIBHOE TTIOKPLITUE

@dapmaiieBTHUECKasT ~ KOMIIO3UIMS 1O  HACTOSIEMY  H300PETEHHIO  BKJIFOYAET
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SHTEPOCOOOMIBHOE TIOKPBITHE, comepikariee SHTEPOCOTIOOMITbHBIH HOJIIMED.
DHTEPOCOMIOOUIBHOE TIOKPBITHE MOKHO HAHOCHTH C WCIOJB30BAHHUEM TMOAXOISIIUX METOJIIOB
HAHECEHUs] TOKPBITHS, H3BECTHbIX B JaHHOH oOjactu. Marepuan 3SHTEPOCONIOOMIBHOTO
MOKPBITUST MOKET OBITh JUCTIEPTHPOBAH WJIM PAacTBOpPeH JubOO B BoOne, JUOO B TOIXOISIINX
OPraHUYeCKUX PaCTBOPUTEIISX.

B kauecTBe MOJMMEPOB SHTEPOCOOOMIBHOTO IMOKPBITHS MOXKET OBITh HCIOJIB30BAaH
OJIMH WM HECKOJBKO M3 CIEIYIOUINX, OTAEIBHO WIM B KOMOMHALIUH, HAPUMeEpP: PacTBOPbI WU
IVCTIEPCUN COTIOJIMMEPOB AKPHJIOBBIX KHUCJIOT U UX CJOXKHBIX 3(UPOB HIN METAKPUIIOBBIX
KHACJIOT WJIM HMX CJOXHBIX 3(UpOB, monucopOaTel, NMOJMMEPHI areraT-prajiarT LeuTFoIO3bl,
¢ranar THIPOKCUTIPOTTHIMETHIILIEIUTFOIO3bI, areTaT-CyKIMHAT
THOPOKCUTIPOMIMETWILEIUTIONO3bL,  (prajar MOJMBUHMIIALIETATa, TPHUMEJUIUTAT — alerara
LEJUTIOJIO3bI, KapOOKCUMETUIISTHIILIEIUIFONI03a, EeIaK WX APYrod MOAXOASIIUN moaruMep(bl)
SHTEPOCOFOOMIBHOTO MOKPBITHSL.

B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHHUS SHTEPOCOTOOMIbHOE MOKPHITHE MPEACTABIISIET
co0OM MOKPBITHE Ha OCHOBE METAKpHJIaTa, HAIPUMEpP, COAepIKallee COTIONINMED METaKPUIIOBOM
KHACJIOTBI W STWIAKpHiaTa. HECKONBKO TMOJIE3HBIX TPOAYKTOB SIBJSIFOTCS KOMMEPYECKU
TIOCTYITHBIMH.

[TonumepHbIe TPOAYKTHI IJISI 3HTEPOCONIOOMIBHOIO MOKPBITUS AOCTYIHBI OT (DUPMBI
Rohm GmbH & Co., Darmstadt, Germany mox Toprosoii mapkoii EUDRAGIT®, Bxmouas
L100, L100-55 u S100. ITpumepsr nosne3nbix npoaykroe EUDRAGIT® sxmouator Eudragit
L100-55, Eudragit S100 u EUDRAGIT L30D-55. Eudragit L100-55 mnpencrasnsier coboit
noJI(METaKpHUIIOBYI0 KucioTy-co-3Tminakpmiar) (1:1). EUDRAGIT S100 mpencrasnsier coboi
COMOJIUMEP METAKPIIOBOH KHCIOTBI W MermiMmetakpuiara (1:2). EUDRAGIT L30D-55
npezncTasisier coOoi BoAHYK amcriepcuto pH-3aBucumoro monmmepa, pactsopumoro mpu pH
5,5 wiam BBIIIE, Ul HANPABJICHHOW IOCTaBKU B IBEHAAUATUIEPCTHYHO KuIIKy. Comonumep
metakpuioBoi kuciaotel EUDRAGIT L30D-55 mpencrasisier coboii cornosmmep METaKpUIOBOM
KUCIIOTHI ¥ dTHiakpunaTa B cootHourennu 1:1 u umeet hopmyny (CsH2020C4HsO2)x.

Acryl-EZE®  or  Colorcon  mnpexacraeiser  coOOH  BOOHYIO  AKPUIOBYIO
SHTEPOCOIOOMIIBHYIO CUCTEMY, IUCIIEPTUPYEMYIO B BOJZIE, ISl HAHECEHUST SHTEPOCOTIOOUIBHOTO
TUIGHOYHOTO TIOKPBITHSI Ha TBEpAbIE JIEKapCTBEHHbIE (POPMBI, TaKUe Kak TaOJETKH, TPaHyJIbl U
mapukd. I[Ipumeprr mone3Hbix nponyktoB Acryl-EZE® srmouaror Acryl-EZE 11 White
(4937180022) u Acryl-EZE Green (93011863).

DHTEPOCOMOONIBHOE MOKPHITHE MOYKET IOMOJHUTEIBHO COAEpIKaTh (papManeBTHYECKU
npUeMIIeMble TUIACTH()UKATOPBI AJIS MTOJYIeHUsT TPEOYEMBbIX MEXaHMUECKUX CBOMCTB, TAKUX KaK

ruOKOCTb U TBEPAOCTb OHTEPOCOJIOOMIBHOTO MOKphITHs. K TakuMm rmuacTudpukatopam



21

OTHOCATCA, HAIIPUMEDP, HO 663 OrpaHU4YCHUs, TPUALCTUH, CJIOXHbBIC B(I)I/Ipbl JIUMOHHOU KHUCJIOTHI,
clnoxHble  3pupbl  (PTANEBOW  KHCIOTB,  OUOyTWICEOALMHAT,  LETHJIOBBIA  CIHPT,
MOJIU3TUJIEHTJTUKOJIY, MOJTIUCOPOATHI 158)0%¢ apyrue m1acTU(UKATOPBL. Cpencraa,
NPpENATCTBYOIIUE CIIUINIAHUIO, TAKUE KaK, HAIPUMEDP, CTC€APAT MAarduda, JMOKCHUI TUTAaHA, TaJlbK U
Apyrue I[O6aBKI/I, TAKXKE MOT'YT 6bITb BKJIFOYUCHEI B 3HTepOCOJ'II-O6I/I.]'IbHOe MOKPBITUE.

B HekOoTOpBIX BapHaHTaX OCYIIECTBICHUS SHTEPOCOTIOOMIbHOE TOKPBITHE 00ECIIeYnBaeT
MPUPOCT MACChI, COCTaBISIOMIMN OT OkojIo 7% no 17% wmac./mMac. TBepIoOW CepALeBUHBI
HapUMep, TNPUPOCT MAcCChl, COCTaBISIOIIMHA OT okoio 8% mo 14% wac./mac. TBepmo
CEPALECBUHDI. B HEKOTOPbIX BapUaHTax OCYLICCTBICHUA 3HTepOCOJ'II-O6I/I.]'IbHOe MOKPBITUE
obecreynBaeT MPUPOCT MACChl, COCTABISIOMMA OKkojJo 8% Mac./mac., TPHPOCT MAaCCHI,
cocrapisroiui okosio 8,5% mac./mac., MPUPOCT MaCChl, COCTABJISIFOIINI OKoJio 9% Mmac./mac.,
MPUPOCT MACCHI, COCTABIISIOUI 0K0JIO 9,5% Mac./mMac., MPUPOCT MACCHI, COCTABJISIFOIHN OKOJIO
10% wmac./mac., mpUpPOCT Macchl, cocraBisromuii okojio 10,5% wmac./Mac., mpUpPOCT MaccChl,
cocrasisroiuii okosio 11% mac./mMac., mpupocT Macchl, cocTaBsiroIuid okoso 11,5% wmac./mac.,
INPUPOCT MACChI, COCTABILIOIUE OKoJio 12% Mac./mMac., MpUPOCT MAcChl, COCTABIISIFOIIUN OKOJIO
12,5% wac./mac., mpupoCT MAacChl, COCTABJSIOMUN OKoysio 13% mac./Mac., PUPOCT MAaCChI,
cocrapsiroiuil okono 13,5% wmac./mac., Wi TPUPOCT MAaCChl, COCTABISIONIMEI OkoJio 14%
Mac./Mac.. B HEKOTOpPBIX BapUaHTaX OCYMIECTBJICHUS OSHTEPOCOIOOMIBHOE TOKPBITHE
obecrieunBaeT MPUPOCT MACCHI, COCTABJISIIOLIHHA 0K0OJIO 12% Mac./Mac. TBEpAOH CepALIEBUHBL

B HEKOTOPBIX BapHaHTaxX OCYIICCTBJICHUA TBEpPAAdA CEPALCBHUHA MOXKET 6bITb MOKpbITA
MPOMECKKYTOYHBIM CJIOEM nepen HAHECECHUEM 3HTepOCOJ'II-O6I/I.]'IbHOFO MOKPbITHUA C
HUCIOJIb30BAHHUEM  TOJIMMEPOB, H3BCCTHBIX B I[aHHOfI O6J'IaCTI/I KaK TIIOAXOoOANUX  IOJidA
MPOMEKYTOUYHOTO CJIOSI.

3.4 Dopmbl hapMaLIEeBTUYECKON KOMIIO3ULIMHA 10 HACTOSLIEMY W300pETEHUI0

dapmarieBTHUeCKass KOMIO3ULUS 1O HACTOSIIEMY H300pPETEHUIO SIBISIETCS TBEPHOH C
SHTEPOCOIOOMIIBHBIM TMOKPBITUEM M TOAXOAHWT MJsl TEPOPAIbHOIO BBEICHMS, HAmpUMep,
TaOJNETKH C OSHTEPOCONIOOMJIbBHBIM TIOKPBITHEM HJIM  KalCyJbl C 3HTEPOCOTHOOMIBHBIM
MOKPBITHEM.

B HekoTOpBrIX BapHaHTaX OCYIIECTBJIEHUS (papmManeBTUYECKast KOMIIO3ULIHSA IO
HACTOSIIIEMY M300PETEHHIO TPEACTABIIET COO0H TaONETKy C SHTEPOCOTOOMIBHBIM OKPBITHEM,
KOTOpasi UMeeT TBEPAYIO CEPALEBUHY, UMEIOLIYIO UAMETP OT OKOJIO 5 MM 10 8 mMm. [uametp
NpeACTaBisieT COOOH IUaMeTp caMoro IMHUPOKOTO pasMepa TBEPAOH CepALEeBUHBL. B HEKOTOpPBIX
BApHAHTAaX OCYLIECTBJICHUS AUAMETP TBEPIAOH CEPIALICBUHBI COCTABJISIET OT OKOJO 5,5 MM 110 7,5
MM. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUs OUAMETP TBEPAOH CepALIEBUHbI COCTABISET OT

okojo 6,0 MM nmo 7 MM, Hampumep, OKOJO 6 MM, OKOJO 6,5 MM UM OKOJO 7 MM.
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[IpennouturensHo  (papmanmeBTUYECKast KOMIO3ULUS IO  HACTOSINEMY  H300pETEeHHIO
npeacTaBisier co0oi TabNeTKy € SHTEPOCOJIOOMIBHBIM MOKPBITHEM, KOTOpPask UMEET TBEPIYIO
cepaueBuHy ¢ nuamerpom 6,5 mm. bonee mpeamoyturensHo, GapManieBTHUECKAsS KOMITO3ULIUS
MO HACTOSIIEMY H300pETEeHUIO TMPEACTaBNsieT co0ol TabNeTKy ¢ SHTEPOCOTIOOUTIBHBIM
MOKPBITHEM, KOTOpasi UMEET TBEPAYH CEpPALICBUHY C AMAMETPOM 0,5 MM, U KOTOpast COAEPKUT
METAaapPCEHUT HATPUSL.

B HekoTOpBIX BapMaHTax OCYIIECTBICHHUS TOJNIIMHA TBEPAOrO siapa TaONETKH ¢
SHTEPOCOFOOMIbHBIM MOKPBITHEM MOKET COCTaBJIATH OT OKOJIO 2 MM 10 6 MM, HampuMmep, OT
okojio 2 MM a0 5 mMm. TommmHa TBEpAOW CEPALEBHHBI TAONETKH C HHTEPOCOIOOMIBHBIM
MOKPBITHEM TIPENCTaBysieT coOOl riyOMHY TBEpAOHW CEpALICBHHBI, TO €CTh BBICOTY TBEPAOH
CEepALEBUHBI, U3MEPEHHOM, KOrjaa TBeplas CEepALEBUHA JIEKUT Ha IUIOCKOW MOBEPXHOCTH. B
HEKOTOPbIX BapHaHTaX OCYIIECTBJIICHHS TOJIIHMHA TBEPAOW CepALEBHHBI TaOJETKH C
SHTEPOCOFOOMIbHBIM MOKPBITHEM COCTABISIET MPUMEPHO 3-4,5 MM. B HEKOTOpBIX BapuaHTax
OCYILIECTBJIEHUs] TOJIIWHA TBEPAOTO sApa TalNEeTKU € 3HTEPOCONIOOMIBHBIM TOKPBITHEM
COCTaBJsieT NpUMepHO 3,1-4,2 MM, Hanpumep, npuMepHO 3,1 MM, mpuMepHO 3,2 MM, IPUMEPHO
3,3 MM, npuMepHO 3,4 MM, npuMepHO 3,5 MM, NpuMepHO 3,6 MM, NPUMEPHO 3,7 MM, IPUMEPHO
3,8 MM, mpumepno 3,9 mM, npumepno 4,0 mM, npumepHo 4,1 MM wnm npumepHo 4,2 MM.
[IpennoyTUTENPHO TOJIIWHA TBEPAOH CEPALICBUHBI TaOJNETKH C 3HTEPOCOTHOOMIBHBIM
MOKPBITHEM COCTABJISIET NPUMEPHO 3,4 MM, IpuMepHO 3,5 MM, IPUMEPHO 3,6 MM, IPUMEPHO 3,7
MM, IPUMEPHO 3,8 MM HJIA IPUMEPHO 3,9 MM.

B HeKOTOpBIX BapuaHTaX OCYIIECTBJICHUS (papMarneBTH4YecKass KOMIIO3ULIHSA IO
HACTOSIIIEMY M300pETEHHUIO MPENCTABISIET COOOM Kamcysy ¢ SHTEPOCOOOMIBHBIM OKPBITHEM,
KOTOpass UMEET TBEPAYID CEpALEBUHY, HMMEKILIYI0O IIUMHY OT okono 8,0 mm go 16 mm. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJIEHUS JJIMHA TBEPAOHN CEPALIEBUHBI COCTABJISIET MPUMEPHO 8,5-
15 mMM. B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs IJWHA TBEPAOM CEpALIEBUHBI COCTABISAET
npumepHo 8,5-14,5 Mm, Hanpumep, 0koJo 8,5 MM, 0k0JI0 9,0 MM, OkoJIO 9,5 MM, okoJio 10,0 MM,
okoJsio 10,5 mm, okono 11,0 mm, okono 11,5 mm, okono 12,0 mm, okono 12,5 mm, okoso 13,0 MM,
okojo 13,5 mm, okono 14 mm miu okomno 14,5 mm. IlpennoururensHo (apmauneBTHUeCKast
KOMITO3UIMSI MO  HACTOSIeMy  HM300pPETeHHIO  NpEACTaBisieT  co0OM  Kamcyiny ¢
SHTEPOCOOOMIbHBIM TIOKPBITHEM, KOTOPAasi UMEET TBEPAYIO CEPALEBHUHY C AJIUHON okojo 14,3
MM. bonee mpennouTHTensHO (apMaleBTHUECKAsh KOMITO3UIHS IO HACTOSIIIEMY H300pETeHHIO
npeacTaBisier coO0OH Kamncylly ¢ SHTEPOCOJIOOMIBHBIM TMOKPBITHEM, KOTOpAask UMEET TBEPIYIO
CEepPALEBUHY, UMEIOLIYIO JJIMHY OKO0JIO 14,3 MM, 1 KOTOpast COAEPKUT METaapCEHUT HATPUSL.

B HekOoTOpBIX BapHaHTax OCYIIECTBJICHMs TOJIIHWHA TBEPAOW CEPALEBHUHBI KaICyJbl C

3HTepOCOJ'II-O6I/IJ'IbeIM MOKPBITUEM MOKET COCTABJIATH OT OKOJIO 3 MM a0 8 MM, HaIpumep, OT
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okojo 4,0 mm 10 7,0 mMm. TommuHa TBEpPIOHN CEPALIEBHHBI KAICYJbl ¢ YHTEPOCONOOMIBHBIM
MOKPBITHEM TIPENCTaBysieT coOOl riyOMHY TBEpAOHW CEpALICBHHBI, TO €CTh BBICOTY TBEPAOH
CEpALIEBUHBI, U3MEPEHHYIO, KOTJja TBepAasi CEpPALICBUHA HAXOAUTCS HA IJIOCKOM MOBEPXHOCTU. B
HEKOTOPBIX BAPHUAHTAX OCYLIECTBJIEHHUs TOJIINHA TBEPAON CEPALIEBUHBI COCTABIISIET MIPUMEPHO
4,5-6,5 MM, Hampumep, okoJo 4,5 MM, okosio 4,6 MM, okoJo 4,7 MM, okoJio 4,8 MM, okoJio 4,9
MM, 0koJI0 5,0 MM, okoJi0 5,1 MM, OKOJIO 5,2 MM, OKOJIO 5,3 MM, OKOJIO 5,4 MM, OKOJIO 5,5 MM,
okoJio 5,6 MM, ok0JIO 5,7 MM, okoJiO 5,8 MM, 0KOJIO 5,9 MM, okoJjio 6,0 MM, OKOJIO 6,1 MM, OKOJIO
6,2 MM, OKOJIO 6,3 MM, OKOJIO 6,4 MM niu okoJo 6,5 mMm. IIpeanodrurensHO, TONIIMHA TBEPAOI
CepPILEBUHBI KATICYJIbI C SHTEPOCOMOOUTBHBIM MOKPBITHEM COCTABIISIET OKOJIO 5,31 MM.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHUs TBEPAOCTb TBEPAOH CEPALEBUHBI COCTABISAET
ot okoJio 50 H no oxono 200 H, nanpumep, ot okoso 50 H no okono 150 H, unu ot oxono 70 H
1o oxono 120 H. B HEKOTOpBIX BapuUaHTax OCYLIECTBJIEHUs TBEPAOCTb TBEPAOrO sApa
coctasisieT oT okojo 80 H go okoso 115 H, Hanpumep, okosio 85 H, okoso 90 H, okono 95 H,
okoino 100 H, oxono 105 H umm okono 110 H. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUS
TBEPIOCTb TBEPJOTIO siApa COCTABIISAECT MO MeHblIen Mepe 0kojo 50 H, no meHblIel Mepe OKOJIo
55 H, no meHbiueit Mepe okoo 60 H, no MeHb1eil Mepe okojo 65 H, o MeHbIIell Mepe OKOJIO
70 H, no menblueii Mmepe okoJio 75 H, no menbuielt mepe okosio 80 H, mo MeHpLIel Mepe OKOJIO
85 H, no meHnbiueit Mepe okoo 90 H, no meHb1eil Mepe okojo 95 H, no MeHbleill Mepe OKOJIO
100 N, no menbuient Mepe okono 105 H, mo mensmein mepe okoso 110 H, mo MeHsluein mepe
okoJyio 115 H, mo menpieii mepe okoso 120 H, no menbiuein mepe okoso 125 H, nmo meHbluei
Mepe okoio 130 H, mo menbiein mepe okosno 135 H, mo menbiein mepe oxkono 140 H, no
MeHblIelH mepe okoJio 145 H, no mensiuein mepe okosio 150 H, no mensiuei mepe okoso 155 H,
o MeHblIen Mepe okoJio 160 H, mo meHbinel Mmepe okoso 165 H, no mensuiein mepe oxono 170
H, no mensiueit Mepe okosio 175 H, no mensiueit Mepe okosio 180 H, no menblielt Mepe OKOJIO
185 H, no menbiieii mepe okoyio 190 H, mo menpuieln mepe okoso 195 H unu oxono 200 H.
[IpennouTHTENHHO TBEPAOCTDH TBEPAOTO SIIPa COCTABISET MO MEHbIIEeH Mepe okoJio 85 H, Oonee
NPEANOYTUTENBHO TI0 MeHblIeH Mepe okoso 90 H, naxe 6ojee mpearnodTUTENbHO IO MEHbLIEH
mepe okojio 100 H, a Haubosiee mpeAnoYTUTENbHO O MeHbIneld Mepe okoso 110 H. O6braHO
TBEPAOCTb TBEPJOH CEPALEBUHBI HE MpeBbIlIaeT okojo 210 H.

B HekOTOpBIX BapHaHTaxX OCYLIECTBJIEHUS] XPYNKOCTb TBEPAON CEpALEBUHBI COCTABISET
MeHee yeM 0ko0J1o 0,5%, mpeanoututenbHO MeHee YeM okoJio 0,45%, Gojiee MpeAnoYTHTETHHO
MeHee yeM okousio 0,4%, naske Oonee mpeamoyTUTENEHO MeHee dyeM okojio 0,35% u Haubonee
MPEANOUTUTENBHO MeHee ueM 0koJio 0,3%. B HeKOTOpbIX BapHaHTax OCYIIECTBIEHHUS XPYNKOCTh
TBEpAOH CepALEeBUHBl coOCTaBisgeT MeHee udeM okoso 0,25%. B HexkoTOpbpIx BapuaHTax

OCYIIECTBJIEHUSI XPYIKOCTh TBEPAOW CEPALICBHUHBI COCTaBJsIET MeHee deMm okoyio 0,2%. B
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HEKOTOPBIX BAPUAHTAX OCYILECTBJICHUS] XPYNIKOCTb TBEPAOHN CEpALIEBUHBI COCTABIISIET MEHEE YEM
okosno 0,15%. B HeKoTOpbIX BapuaHTax OCYLIECTBJIEHUsI XPYNKOCTb TBEPAOH CepALeBUHbI
cocTasJjisieT MeHee yeM okoJio 0,1%, nampumep, okosio 0,08%.

B HexkOTOpBIX BapuaHTax OCYINECTBJIEHUS Macca TBEPAON CEPALICBHUHBI COCTABIISIET OT
0k010 50 mMr 1o 250 Mr. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUs Macca TBEPAOH CepALEBUHbI
cocTasysieT oT 0k0j0 80 mMr 1o 220 Mr. B HEKOTOPBIX BapUaHTaxX OCYILIECTBJICHHs Macca TBEPAOH
cepaueBuHbl cocTasysieT OT okosno 100 mr go 200 Mr. B HEkOTOpPBIX BapuaHTax pean3aluu
Macca TBEPAOro siapa cocrasysger npuMepHo ot 120 mo 180 Mr. B HEKOTOpBIX BapuaHTax
OCYILLIECTBJIEHUs] Macca TBEPAOH CepALEBUHBI COCTaBjisieT OT Okojo 140 mr po 160 wr,
Hanpumep, okoso 140 mr, okono 145 wmr, okoso 150 mr, okono 155 mr unu okono 160 mr.
IIpennoururenbHO Macca TBEPAOH CEpALIEBUHBI cOCTaBisAeT 150 mr.

B HeKOTOpBIX BapuaHTaX OCYIIECTBJICHUS (papMarneBTH4YecKass KOMIIO3ULIHSA IO
HACTOSIIIEMY U300PETEHUIO COAEPIKUT TBEPAYIO CEPALIEBUHY, BBIOPAHHYIO U3

* TBEPIOH CEepALIEBUHBI, COJEpKAIIel METaapCeHUT HATpHsi, OE3BOAHBIN JTBYXOCHOBHBIM
dochar xampums, L-runpOKCUNTPONIIILEIIIIONO3Y, THAPOKCUIIPOITUIIIEIUTIONO3Y, KOJUIOUIHBINA
IVOKCUZ KPEMHHUSI U CTeapriipymapaT HaTPHSL,

* TBEpAOW CEpALEBHUHBI, COAEpIKALIeH METAaapCeHUT HATPHs, MOPOIIOK Oe3BOJHOTO
IBYXOCHOBHOTO (pocara KaslbIusi, YACTUYHO MPEKENATHHU3UPOBAHHBIA KpaxMal, O0e3BOIHBIN
IBYXOCHOBHBIN (pocdar KaJablust, HATPHUS KpaxMasa TIUKOJSAT, KOJUIOUAHBIN THOKCU KPEMHHUS
U creapuiymapaT HaTPHSL,

* TBEpAOW CEpALEBHUHBI, COAEpIKALIeH METAaapCeHUT HATPHs, MOPOIIOK Oe3BOJHOTO
IBYXOCHOBHOTO (Qocdara kanbiwsa, O€3BOIHBIA JBYXOCHOBHBIH ¢Qochar xkamprus, L-
TUAPOKCUIIPONUIILIEIUTIONO3Y, HATPHUs Kpaxmania INIMKOJAT, KOJUIOWAHBIA TUOKCHI KPEMHUS H
cTeapuiadpymapar HaTPUS,

* TBEPIOH CEepALIEBUHBI, COJEpKAIIel METaapCeHUT HATpHsi, OE3BOAHBIN JTBYXOCHOBHBIM
docar xanpus, YACTUYHO MPEKENATHHI3UPOBAHHBIA KpaxMall, HATPUsl Kpaxmaya TIHKOJIIT,
KOJUIOUIHBIN TUOKCU KPEMHHUSI U cTeapriipyMapaT HaTPHsL, U

* TBEPIOH CEepALIEBUHBI, COJEpKAIIel METaapCeHUT HATpHsi, OE3BOAHBIN JTBYXOCHOBHBIM
dochar KampIHs, CHIMKATH3UPOBAHHYI0 MHKPOKPHCTAJUIMYECKYIO LEJUII0JIO3Y, HATPHs
KpaxmaJsia TIUKOJIST, KOJJIOWAHBIN THOKCHUA KPEMHHUSA U cTeapuiipyMapaT HaTPHsL.

B HeKOTOpBIX BapuaHTaX OCYIIECTBJICHUS (papMarneBTH4YecKass KOMIIO3ULIHSA IO
HACTOSIIIEMY M300PETEHHIO TPEACTABIIET COO0H TaONETKy C SHTEPOCOTOOMIBHBIM OKPBITHEM,
conmepxkamyro 1,67% wmac./mac. MeraapceHHTa HATPUS TBEPION CEPIALEBUHBL, U HMEIOIIYIO
IUaMeTp TBEPAON CepALEBHHBI OKOJO 6,5 MM, Maccy TBepaoul cepaueBuHbl 150 mr, u

SHTEPOCOIOOMIPHOE TOKPBITHE, KOTOpoe pobamisier okojo 12% wmac./mac.  TBepmoit
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CEpALICBUHBI.
B HeKOTOpBIX BapuaHTaX OCYIIECTBJICHUS (papMarneBTH4YecKass KOMIIO3ULIHSA IO
HACTOSIIIEMY U300PETEHHIO TPEACTABIACT OO0 TaONETKy C SHTEPOCOTIOOUIBHBIM OKPBITHEM,
conmepxkamyro 1,67% wmac./mac. MeraapceHHTa HATPUS TBEPION CEPIALEBUHBL, U HMEIOIIYIO
AuaMeTp TBEPAOW CepALEBUHBI OKOJIO 6,5 MM, MacCcy TBepAoul cepauesunbl 150 wmr, u
SHTEPOCOOOMIIBHOE MOKPBITHE, UMEIOIIEe TOJIIHUHY HOKPBITHS OKOJIO 0,2 MM.

B HekoTOphIX BapWaHTax OCYIIECTBICHHS TIIOCJIE BBENEHUS (apMaleBTHUECKON
KOMIIO3ULIUK 110 HACTOSIIIEMy H300peTeHHro  (papManeBTUYecKass KOMITO3ULMSI HUMEeT
CJEeNyIOLIe CBOMCTBA PACTBOPEHUS: HE MeHee deM 75% 3a 45 MUHYT, NpPeanoYTHTENBHO HE
MeHee ueM 75% 3a 30 MuHyT.

B HeKOTOpBIX BapHaHTaX OCYLIECTBJIEHHUs pACTBOPEHUE (hapMalleBTHUECKOH KOMITO3HLIUU
[0 HACTOAILIEMY H300peTeHHI0 M BbICBOOOXKAeHHE APl B TOHKOM KHIIEUHUKE MPOHCXOIUT
OBICTPO WMJTM MIPOUCXOANUT B TEUEHUE JUTUTEJIbHOTO mepuoaa BpeMenu (Hampumep, 0,5, 0,75, 1, 2,
3, 4, 5 win 6 4acoB, MPENNOYTUTENBHO B TEUEHUE 2 HaCOB).

B HekoTOphIX BapuaHTaX OCYLIECTBJIEHHUS MpPH PACTBOPEHHH SHTEPOCOIOOMIBHOTO
MOKPBITUST TBEPAAsl CEpALEBMHA pachnajgaercs 3a MeHee 4eM mnpuMepHo 10 MuHYyT,
NPEANOYTUTENBHO 32 MEHee 4eM NPUMEPHO 8 MHHYT, OoJiee MPEANOYTUTENBHO 32 MEHEee 4eM
npUMEpHO 6 MUHYT, eie OoJiee MPEArIOUTUTENBHO 32 MEHEee YeM IIPUMEPHO 5 MUHYT U HauboJee
MPEANOYTUTEIBHO 33 MEHEE YeM MPUMEPHO 4 MUHYTHI.

dapmareBTHUeCKass KOMITO3ULMSI IO HACTOSIIIEMY H300PETEHHIO MPEANIOUTHUTENHEHO
NpEeACTaBlIeHa B €QUHUYHON NO3UpOBaHHON (opme. EnuHuunas no3mposaHHash Gopma MOXKeET
NPEACTaBIsTh COOOM YMAaKOBAaHHBIM Mpemapar, MPU 3TOM YIAaKOBKA COIEPKHUT OTHENbHBIC
Kon4yecTBa (apMaLeBTHUECKON KOMIIO3ULMY, HAMpUMep, YIAaKOBaHHbIE TaONEeTKU WIH
karncynsl. Kpome Toro, equHUYHast 103UpoBaHHas (opMa MOKET MPENCTaBIsATh COOOH TabieTKy
WIN KarcyJly camy o ceOe, I OHA MOJKET IPEACTABIATh COOTBETCTBYIOIIEE YHCIIO JIFOOBIX U3
HUX B yIakoBaHHOW ¢opme. VYmakoBaHHas ¢(opMa MOXKET, Hampumep, COAEPXKaTh
METAJUIMYECKYI0 HJIM TUIACTHKOBYIO (POJNBIY, Takas Kak OJMCTEepHAas YMaKOBKa, Takas Kak
omucrepsl Alu-Alu, kKOoTOpble HENMpPOHMWLIAEMBl WJIM MEHEe MPOHULAaeMbl s kucioponma. K
yIaKOBaHHOH (POpMe MOTYT MPHIIAraThCsl UHCTPYKIHMU MO TPUMEHEHHIO.

B HeKOTOpBIX BapuaHTaX OCYIIECTBJICHUS (papMarneBTH4YecKass KOMIIO3ULIHSA IO
HACTOSIIEMY M300pPETEHUI0 MOXKET XPAHUTBCS MPH TEMIEPaType OKPYKArOIIEH CPenbl UIIH MPH
KOMHATHON TEMIIepaType B TE€UEHHE IO MEHbIIEH Mepe TPeX MECSLEB, MPEANOYTUTENbHO IO
MeHbIIEH Mepe LIECTH MecsueB, 0ojee MPEATIOUYTUTENbHO MO0 MEHbIIeH Mepe OOHOTO rojua H
HanOoyiee TMpPEANOYTUTENbHO B TeueHue 18-24 wmecsaueB. B HekoTophIx BapmaHTax

OCYILIECTBIIEHUs] (HapMAaLEBTUYECKYIO KOMITO3UIMIO MO HACTOSIIEMY H300PETeHHI0 MOXKHO
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XPaHUTh B XOJOAMIbHUKE (HAPUMEp, IPU TeMIeparype okoJio 2-807).

3.5 o3upoBKU

IMonxopsiimue MO3MPOBKM METa-apCeHWTa HATPUS WM Kajiusi MOTYT OBITh JIETKO
OTIpENIEJICHBI CIIEINAIICTOM B JAHHOH 00MacTu.

IMonxopsiimuii ypoBeHb NO3WPOBKU METa-apCeHUTA HATPUS WM Kajus, BBOJIUMOTO
cyOBekTy, 00brdHO Oymer coctaBisaTh okoyno 0,01-0,8 Mr/kr macchl Tena CyObeKkTa B CYTKH,
Harpumep, okosio 0,05-0,7 mr/kr maccel Tena cyObekTa B CyTkH, okoso 0,1-0,6 Mr/kr maccel
Tena cyObekTa B CyTKU min okoJio 0,2-0,5 Mr/Kkr macchl Tena cyObeKkTa B CyTKU, KOTOPBIE MOYKHO
BBOJHUTH OJJHOKPATHO UJIH MHOTOKPATHO B CYTKH.

Hanpumep, noaxonsumiuil ypoOBEHb CYTOYHOW IO3MPOBKH META-apCEHUTA HATPHs WIH
KaJiusi, BBOJAMMOTO MAIUEHTY (HApuMep, MalueHTy, UMEIOIIEMY PaK), MOXKET COCTaBJISITh OKOJIO
2,0-30 wmr/cytku, Hampumep, okono 2,5-20,0 wr/cytkm wmimu okoyio 2,5-17,5 wmr/cyTtku.
[IpenmoyTuTeNnbHO YpPOBEHb MO3UPOBKH BBOJUMOTO METa-apCeHUTA HATPUS WA KaJHs
cocraByisier okoyio 5,0-12,5 wmr/cytkm, Gonee mpemnmoututenbHo okosio 10,0-12,5 wmr/cyTkwy,
Hanpumep, 5,0 mr/cytkuy, 5,5 mr/cytkn, 6,0 mr/cytku, 6,5 mr/cytku, 7,0 Mr/cyTku, 7,5 Mr/CyTKH,
8,0 mr/cytku, 8,5 mr/cytku, 9,0 mr/cytku, 9,5 mr/cyrku, 10,0 mr/cytku, 10,5 mr/cyrku, 11,0
mr/cyTtku, 11,5 mr/cytku, 12,0 mr/cytku uimu 12,5 mr/cyTku.

Byner moHSATHO, 4TO KOHKPETHBIH YPOBEHb NO3bI U YaCTOTA NO3WPOBAHUS JJIsl JIFOOOTO
KOHKPETHOTO CyOBeKTa MOTYT BapbHpPOBATHCS W OYAYyT 3aBUCETh OT MHOKECTBAa (PaKTOPOB,
BKJIFOYAsl BO3PACT, Maccy Teja, o0Inee COCTOSTHUE 3I0POBbs, MOJI U JUETy CYOBEKTa, PEXXUM H
BpeMsl TMpHUEMa, CKOPOCTh BBIBENCHUS, KOMOWHAIIMH MpPernapaToB U TSIKECTh KOHKPETHOTO
COCTOSIHHSL

DapMaleBTHYECKYIO KOMITO3HUIIUIO IO HACTOSIIEMY H300PETEeHHIO MOYKHO MPUHUMATD IO
(marmpumep, 3a 30 MUHYT A0) MpHeMa IMHUINH, BO BpeMs NpHeMa MHIIH MK Mocie (Harmpumep,
yepe3 30 MUHYT OCTie) nmpuemMa muiny. [IpennouTuTenbHO papMaleBTHYECKYI0 KOMIIO3HUITHEIO TIO
HACTOSIIEMY U300pETEHUIO MPUHUMATH CPpa3y MOCIe MpreMa MUTIIH.

HUnarocTpaTUBHBIN peXUM TO3UPOBAHUS JUTsl TAOJNETKH MO HACTOSIIIEMY H300pETEHHIO,
comepxateii 2,5 mr meraapcennTa Hatpust (SMA), npencraBiieH HUXKE:

- npuem 5,0 Mr SMA: 1x TabneTka cpasy mocie 3aBTpaka, 1x Tabnerka cpasy mnocje
yIKHUHA,

- npueMm 7,5 mr SMA: 2x TabneTku cpasy mocie 3aBTpaka, 1x Tabmerka cpasy
NIOCJIE YIKUHA,

- npuem 10,0 mr SMA: 2x TabneTku cpa3y mocie 3aBTpaka, 2 TabJeTKu cpasy
nocyie y>KHuHa.

3.6 IIpumeHeHue
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@dapmarieBTHYECKasT KOMITO3ULIUS IO HACTOSAIIEMY U300PETEHUIO SIBJISIETCS MPUTOAHA IS
KIIMHUYECKOTO MPUMEHEHHSI TPH JICYSHUU Pa3IMYHbIX 3a00JI€BaHUIN 1 COCTOSTHUH.

DapMaleBTHYECKYI0 KOMITO3ULIUIO TI0 M300PETEHHIO MOYKHO, HAMIPUMEp, IPUMEHSTh JJIsI
JeUSHHs CIEAYIOUINX 3a00I€BaHNN 1 COCTOSTHHIN:

* CONIUJHAS 3JIOKAYeCTBEHHAsI OMyXOJib, TaKasi KaK OMYyXOJb TOJICTOW KHIIKH, OIyXOJb
JKEJTyIKA, OMYXOJIb MOJIOYHOU KeJIe3bl, OMyXOJib SUYHHUKA, OMyXOJib MPEACTaATeIbHOM Kene3bl U
OTYXOJIb MOYKH (COJUIHBIE 3JI0KAYECTBEHHBIE OTyXOJIH, OTHOCSIIIUECS K TPYIIE, COCTOSIIEH U3
OTMYXOJIM TOJICTON KHIIKH, OMYyXOJU MOJIOUHOM KEJe3bl, OMyXOJH MPEeNCTaTeNIbHON Kele3bl U
OTNYyXOJH TOYKH, OCOOCHHO YYyBCTBUTENBHBI K JICUEHHUIO METAaapCEeHHTOM Hatpusi), cM. WO
2003/086424, KOTOPBII BKIFOYEH B HACTOSIIIUN JOKYMEHT B KA4€CTBE CCHLIKH,

* CoJNUAHAs OMNyXOjb (HAMPUMEpP, COJHMIOHAS ONYyXOJb OJIUTENUATBHONW TKAaHH,
TUM(POUTHON TKaHW, COSNUHUTEIBHONW TKAHW, KOCTH, WJIH LEHTPAJIbHOH HEPBHON CHCTEMBI,
Takas Kak HeilpoOmacToMma, peTuHoONacTomMa, THOOIACTOMA WJIM  OJIMTOJSHAPOTIHOMA),
KOCTHBIE METAaCTa3bl, METACTaTUYeCKOEe HEeOIUIACTHYeCKoe 3aboJjieBaHue (HAMpUMeEp, pak
TUMGPOUTHON  TKaHW, BKJIIOYas JuMGPOMy  XOJKKHHA, HEXOKKHUHCKYI0  JUM(pOMY,
bommukynsapayro  gumbomy, aupdysayro  gumbomy,  numdoOmacTHyro  aumdbpomy,
KPYIHOKJIETOUHYIO ~ JUM(POMY  WIH  MEJIKOKICTOYHYyr0  JuM(oMy), TepBHYHAS WU
METacTaTU4YeCKasi OMyXOJb JIETKOTO, YPOT€HUTANbHBIH paK, TaKOH KaK pak MPeacTaTebHOU
JKEJIe3bI, MOYEBOTO TY3bIPsl, TIOYKH W SUYKA, JIEWKO3 (HAIpUMep, OCTPBIA MPOMHEONUTAPHBIN
JIEKO3, OCTpBIA MUENOTeHHBINH JIEWKO3 © OCTpblii JuMpoOIacTHeI Jeiko3), c¢cM. WO
2006/121280, KOTOPBII BKJIFOYEH B HACTOSIIIUN JOKYMEHT B KA4€CTBE CCHLIKH,

* Oonb (BKIROUAsi OOJb, BRI3BAHHYIO PAKOM, U 0OJIb, HE CBS3aHHYIO C PAKOM, HampuMep,
BUCLIEPAIbHYIO 00JIb, MOCIEONEPALIHOHHYIO WIIH NTEPHOMNEPALIUOHHYIO 00Jb, LIEHTPAJIBHYIO 0OOJIb,
XPOHHYECKYI0 0OJb, HEBPOMATHUYECKyl0 Oosb, Oonp B cnmHE, OOJb, CBSI3aHHYIO C
WH(PEKIUOHHBIM 3a00jeBaHreM, OOJIb, CBS3aHHYIO C XUPYPTUYECKOW MPOLEAYpPOH, TOJOBHYIO
00Jb, OJKOT, CTEHOKAPAMIO, TePIETHYECKYI) HEBPAITHIO, COCTOSHUE 3YOOB, NHAOETUYECKYIO
HEBPOIATHIO, ¢ubpomuanruro,  HIIBII-pe3sucTteHTHOE  COCTOSIHUE, coMaTtopOopMHBIe
pacCcTPOMCTBA, LIMCTUT, MBIIIEYHOE TMOBPEKIACHHE, IUCMEHOPEI, OCTEOAPTPUT U HHCYJIBT);
BOCTIAJICHHE (BKJIFOYAsl HE CBSI3AHHOE C PAKOM BOCIAJIEHHE, TAKOE KaK BOCTAJICHHE, CBI3aHHOE C
aCTMOM, JleroYHbIM 3a00JieBaHUEM, ayTOMMMYHHBIM 3a00JieBaHUEM, apTPUTOM, KpacHOU
BOJTYAHKOH, PAaCCEsSHHBIM CKJIEpO30M, OoJie3Hbt0 KpoHa, SI3BEHHBIM KOJUTOM, XPOHUYECKOM
oOCTpykTHBHOH OOJe3HbI0 JieTkuX u auadetoM | THma), ayroMMMyHHBIE HApYLIEHUS U
UMMYHOJIOTHYECKIE HapymeHus (HampuMep, OTTOPXKEHUE TKAHU WM OTTOPIKEHHE OpraHa);
nuabeTUYEeCKYI0 PETHHOMATHIO, MUA0ETHYECKYI0 BAaCKYJIONATHIO, MTHAOETUYECKYI0 HEBPATHIO;

CUMIITOMBI, CBS3aHHBIE C WHCYJHUTOM, SI3B€HHbIM KojmtoM; cM. WO 2008/097824, xoTopbiii
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BKJIFOYCH B HaCTOﬂH_II/Iﬁ AOKYMEHT B KQUECTBEC CCBLIKH,

* pakK, BKJIKOYadA pak, CBSI3aHHBIN C PaKOBbIMHU KJIETKaMH, COACPKAIIUMU XPOMOCOMBI,
HMCHOINUE NIUHHBIC TCJIOMEPDbI (Haan/IMep, pakKk JIETKOro, TAKOW KaK HEMEJIKOKJIETOUYHBIM pak
JErKOr0 M pak MpencTaTeNbHO kene3bl); cM. WO 2009/120697, KOTOpBI BKJIIOYEH B
HaCTOﬂH_II/Iﬁ AOKYMEHT B KQUECTBEC CCBLIIKH,

* paK KpOBH, METACTATUYECKHUH pak, OOJIb MPH paKe UM XPOHHUYECKYIO OOJIb.

3.7 BBenenue ¢ ApyruMu cpeacTBamMu

B HekoTOpbIX BapuaHTaxX OCYIIECTBJIEHUS (hapMAIeBTHUYECKYI0 KOMITO3ULIMIO TIO
HACTOSIIIEMY HM300pPETEHHI0O MOJKET MPUMEHSITh B KOMOWHAIMKM ¢ OJHUM WJIH HECKOJbKUMU
OPYTUMH CPENCTBAMU.

Hampumep, dapmaneBTHUECKYI0 KOMIIO3ULIHIO MO HACTOSIIEMY H300PETEHHIO MOKHO
BBOJUTH C JAPYTUMHU TEPANEBTHYECKUMHU CPENCTBAMH, TAKUMH KaK aHAJbIETHKH, aHECTETUKH,
AQHTHUAHTUHAJBHBIC CPEACTBA, MPOTHBOIPHOKOBBIE CPEIACTBA, AHTUOMOTHUKU, MPOTHBOPAKOBBIC
JIEKapCTBEHHBIE CPEACTBA (HANPUMEP, HE COJEPIKAIINe MBIIIbsKAa MPOTUBOPAKOBBIE CPEACTBA,
Takre Kak MUTOMHUINVH C, HUCIJIATHH, MAaKJIUTAKCEN U JOLETAKCEN), MPOTUBOBOCTAUTENIbHBIC
cpenctBa  (Hampumep, uOynpodeH W UHAOMETAIMH), TJINCTOTOHHBIE  CPENCTBA,
AQHTUCTIPECCAHTDI, AHTHIOTHI, TPOTUBOPBOTHBIC CPENCTBA, AHTUTHCTAMHHHBIE CPENCTBA,
TUIIOTEH3UBHBIE CPENCTBA, MPOTUBOMAJISIPUIHBIE CPEACTBA, AHTUMUKPOTPYOOUKOBBIE CPENCTBA
(HampuMep, KOJNXWULMH WU aJKaJlouabl OapBUHKA), NPOTHBOMUIPEHO3HBIE CPENCTBA,
MPOTUBOMHUKPOOHBIE CPENCTBA, AHTHIICHXOTHUYECKUE CPEICTBA, JKAPOIOHMKAIOIINE CPENCTBA,
AQHTUCENTHYECKUE  CPEeNCTBA, AHTUCUTHAJNbHbIE  CpeAcTBa  (HAampuMmep,  HHTUOUTOPBI
nporenHknHa3bl C  WJIW  UHTUOUTOPHI  MOOWUIM3ALMK  BHYTPUKIETOYHOTO  KaJIbIIHS),
MPOTUBOAPTPUTHUYECKHUE CPEACTBA, AHTUTPOMOMHOBBIE CPENCTBA, MPOTHBOTYOEPKYJIE3HBIE
CpeICTBa, MPOTHBOKAIIJIEBbIE CPEICTBA, MPOTHBOBUPYCHBIE CPEACTBA, MOMABIISIOIINAE ATITIETHT
CpeICTBa, KapAMOAKTHBHBbIC JIGKAPCTBEHHbIE CPEACTBA, JIEKAPCTBEHHbIE CPEINCTBA OT
XUMUYECKOW 3aBUCUMOCTH, ClaOUTEIbHBbIE CPEACTBA, XUMHUOTEPANEBTUYECKUE CPEACTBA,
KOpOHapHbIe, IepeOpanbHbie WU mNepudepudeckue Ba3OIUIATATOPBI, MPOTHBO3aYaTOYHBIC
CpeICTBa, JENMPECCaHThl, JUYPETUKH, OTXAPKUBAIOIIHME CPEACTBa, (AKTOPhI  POCTa,
TOPMOHAJIbHBIE ~ CPEICTBA, CHOTBOPHBIE  CPENCTBA, WMMYHOCYNPECCHBHBIE  CPENCTBA,
HApPKOTHYECKHE AHTArOHUCTBHI, MAapaCUMIIATOMUMETHKH, CENAaTUBHBIE CPEICTBA, CTUMYJISITOPHI,
CUMIIATOMHMETUKH, TOKCUHBI (HampuMep, XOJICPHBIH TOKCHH), TPAaHKBUJIM3ATOPHI U
JIEKapCTBEHHBIE CPEACTBA MPOTHB HH(EKITNH MOYEBBIBOSIIINX MYTEH.

Crnenyer moHMMaTh, YTO KOMOWHUPOBAHHOE BBEICHUE (hapMALEBTHUECKOH KOMIO3HUIINH
MO HACTOSIIEMY HW300PETEHUI0 C OJHUM WM HECKOJIbKHUMH JPYTUMH CPEICTBAMHU MOKET

NpEaACTaBJIATD coboit OJHOBPEMEHHOEC, MOCICAOBATCIIBHOC UIIN Pa3ACIbHOC BBEACHUC.
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4. Cnoco® wmsrotoBiennst (HapMaleBTHUECKOW KOMIIO3UIIMH MO  HACTOSIIEMY
n300pETEHHIO

B Tperbem acmekTe Hacrosmee H300peTeHHe O0eCIeunBaeT CIOCOO0 H3rOTOBJICHUS
(papMaLleBTHUECKOH KOMIIO3ULIMKM MO MEePBOMY acCHeKTy, MpPH 3TOM CHOCOO BKIIHOYAeT
CJIEAYIOIINE CTaUH:

(a) CMEIINBaHUE aKTUBHOTO (apmareBTHUeckoro unrpenuenta (API), BeiOpaHHOTO
U3 METAaapCeHUTA HATPHS U METAAPCEHUTA KaJusi, C OHUM MJIM HECKOJIbKUMU (papMalieBTUIeCKH
NPUEMJIEMbIMUA BCIIOMOTaTeJIbHbIMU BELIECTBAMH C OOpa30BAHMEM MOPOIIKOBOW CMECH, MpH
5TOM OAMH WJIH HECKOJbKO (hapMaLeBTHUECKH MPHUEMJIEMbIX BCIIOMOTATEIbHBIX BEIIECTB
BBIOMPAIOT TakuM 0Opa3oM, 4YTOOBI CBECTH K MHHHUMYyMY OKHCJIGHHE MeTaapCceHuTa 0
METaapCceHaTa;

(b)  mpeccoBaHMe MOPOIIKOBOI CMECH, MOJIYYEHHOH Ha cTagn (a), ¢ GOpMHUPOBaHNEM
TBEPAOH CEPALIEBUHBI,

u

() HAHECEHHWE Ha TBEPAYIO CEpALEBHUHY OSHTEPOCOJIOOMIBHOIO  MOKPBITHS,
COJZIEPIKAILIET0 SHTEPOCOMIOOMIBbHBIN OJINMED;

Opd 3TOM MAacCOBOE MPOLIEHTHOE COAepiKaHHe SHTEPOCOJIOOUIBHOIO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(papMaLeBTHUECKOH KOMIO3ULIMH, M MPU 3TOM TOJIIMHA MMOKPBITUS COCTABJISIET OT OKOJIO 6,5%
10 okoJio 15% oT ToNMmuuHb! (hapMaleBTHUECKON KOMITO3HIINU.

B uerBeproM acmekrTe Hacrosiiee m3o0pereHHe oOecreuMBaeT Crnocod H3rOTOBJIICHUS
(papMaLieBTHUECKOH KOMIIO3ULMHU 10 BTOPOMY aCIEKTy, BKIIFOUAOIIUH CIASAYIOIIHUE CTaANN:

(a) CMEIINBAaHUE aKTUBHOTO (hapmareBTHueckoro uHrpenueHta (API), BeiOpaHHOrO
U3 MeTaapCeHUTa HATPUS U METAapCeHUTa Kaus, CO CIeAYIIIUMH (apMaleBTHUECKH

MNPUEMIICMBIMH BCIIOMOTATCJIbHBIMUA BCIIECTBAMU C O6pa30BaHI/IeM HOpOLHKOBOfI CMECH:

(1) HANOJHUTENb WM pa30aBUTENb B Jauama3oHe OT okono 5% mo 95%
Mac./mac.,

(i)  paspexsnTeNb B AuanaszoHe ot okojo 10% mo 90% wmac./mac.,

(ii1)  ckosb3simiee BellecTBa B Auamnasone ot okono 0,1% no 5% mac./mac.,

(iv)  cmaspIBarolIee BEUIeCTBO B 1uamna3oHe oT okouo 0,1% no 5% mac./mac., u

(v)  HeoOs3aTeNbHO CBSI3BIBAIOLIEE BEINECTBO B nuamna3one ot 0 no okoso 30%
Mac./mac.;

(b)  mpeccoBaHMe MOPOIIKOBOI CMECH, MOJIYYEHHOH Ha cTagn (a), ¢ GOpMHUPOBaHNEM
TBEPJOU CEPILIEBUHBI,

u
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() HAaHECEHHE Ha TBEPAYID CEPALECBHHY OSHTEPOCOIOOMIBHOTO  MOKPBITHS,
COJZIEPIKAILIET0 SHTEPOCOMIOOMIBbHBIN OJINMED;

npu 3TOM (papMauLeBTUYECKU TNPHEMJIEMblE BCIIOMOTATENbHBIE BEIIECTBA BBIOMPAIOT
TAKUM 00pa3oM, YTOOBI CBECTH K MUHUMYMY OKHCJICHHE METAapCEeHUTA 0 METAapCeHaTa,

OpU 3TOM MAacCOBO€ MPOLIEHTHOE CONEPKaHHE SHTEPOCOIOOMIBHOTO MOKPBITHS
cocTaBisieT oT okosio 6% mac./mac. 1o okoso 20% mac./Mac. o OTHOIIEHHUIO K oOmieil macce
(dapMareBTHUeCKON KOMIIO3UIH, U

MPU 3TOM TOJIIIMHA TOKPBITUSL COCTABJISIET OT OKOJIO 6,5% 10 okoso 15% OT TonuHbI
(apMareBTHUECKON KOMIO3HLINH.

B HekoTOpbIX BapuaHTaX OCYINECTBJIEHUS CMocoba IO HACTOALIEMY H300pPETEHUIO
U3TOTOBJIEHHE TBEPIOH CEpALIEBUHBI HE BKIIFOYAET N00AaBJIEHUE BOJIbI HJIU PACTBOPHUTEIIS, T.€. BO
BpeMsl U3TOTOBJICHHsI TBEPAOW CEpILEBUHBI BOAY HIJIM PACTBOPUTENb HE NOOABISIIOT. Takum
o0pa3oM, B HEKOTOPBIX BapHAHTaX OCYIIECTBJICHUS CTAAMIO (2) CMEIIMBAHUS MO TPETbEMY U
YEeTBEPTOMY AacCIIeKTaM, OIHCAHHBIM BBILIE, BBIMOJHSIOT O€3 HCIIOJNb30BAHUS BOABI WM
pactBopuTens, U ctaanto (b) MPecCoOBaHUS MO TPETHEMY U YETBEPTOMY ACIEKTaM, OMUCAHHBIM
BBIIIIE, BBITIOJHSIOT O€3 MCIIOJIB30BAHMS BOJBI UM PACTBOPUTEIIS.

dapmareBTHyecKass KOMIIO3HMIUSI [0 HACTOSIIEMY H300pPETEHUI0 MOXKET ObITh
U3TOTOBJIEHAa CIIOCOOAMHM, M3BECTHBIMH B JAHHOW OOJNACTH, C HCIOJIb30BAaHHEM CTaHIAPTHOTO
000OpyIOBaHHSI.

Kak mpasuio, ¢apmareBrudeckas KOMIIO3ULHS 110 HACTOSIIEMY H300PETEHUIO MOMKET
OBITh M3TOTOBJICHA MyTEM CMEIIMBAaHUs WHTpenueHToB komno3uiuu (APl m BcmomorarenpHbIX
BeIIeCTB) ¢ 0Opa3oBaHueM cMelaHHOro nopomka. Ilockonbky koHneHTpauuss API mosxer ObITh
OuUeHb HM3KOW, ISl YIAYYIIEHHs] OJHOPOOHOCTH CMECH MOXKET OBITh HCIOJB30BAaH ABYX- WU
TPEXCTYIEHYAThII MPOLECC CMEIIMBaHUsS (C MCIONb30BaHUEM «mpemukca API» m «ocHOBHOTO
MuKca»). [IpomoKUTENBHOCTD BPEMEHN CMEIINBAHMS MOXKET BAPbHUPOBATHCS B 3aBUCUMOCTH OT
uHrpenueHToB. CMasbIBaIOlIee BEIECTBO MOXKET ObITh NOOABJIEHO OAHOBPEMEHHO C APYTHMH
UHTPEIUEHTaMH B OCHOBHYIO CMECh HITH MOJKET ObITh 100aBiieHO Ha OoJiee Mo3aHel OTAeTbHON
craguy, 4YToObl U30EKaTh BO3MOXHBIX OCJIOKHEHHH H3-32 UYPE3MEPHOrO CMa3bIBAHHS
(HampuMep, CHIDKEHUE TBEPAOCTH TAOJIETKH MIIH MPOOJIeMBl, CBsI3aHHBIE C pacTBOpeHHeM). Kak
NPABUJIO, CTAJUIO0 CMELIUBAHMS MTPOBOJAT O€3 MCIIOJIb30BAHUS BOABI MIIM PACTBOPHUTENS, T.€. HA
CTaguM CMEIINBAHUS HE NOOABISIIOT BOMY MIIM pacTBopuTenb. [locie cMelmmBaHus CMEIaHHbIA
MOPOLIOK TPECCYIOT ¢ (popMHupoBaHUEM TBepAOoH cepAreBrHbl. OOBIMHO CTAIUIO MPECCOBAHUS
NPOBOIAT O€3 MCIOJIb30BAHMUS BOABI UM PACTBOPUTENS, T.€. HA CTaIUU MPECCOBAHMS BOIY WU
pacTBopUTENb HE NOOABISIIOT. 3aTEM TBEPAYI CEPALIEBUHY MOKPBIBAIOT SHTEPOCOTIOONIBHBIM

MOJIUMEPOM.
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Takum 00pa3oM, B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHUS CIMOCOOa MO HACTOSIIEMY
n300peTeHNI0 CTaausl CMewmuBaHus (cragusi (a)) BKIIOYAET ABE CTAJAWU. TEPBYIO CTAIHIO,
BKJIFOHAKOLTYI0 cMemmBanne APl (KOTOpBIH MPEANOYTUTENBHO MPOIYIIEH Yepe3 CEeTKY/CHUTO) ¢
YacThIO0 HANOJHHUTENS (M HeoOs3aTeNbHO aHTHOKCHIAHTa) ¢ oOpasoBaHueM mnpemukca APIL u
BTOPYIO  CTaJMI0, BKJIIOYAOMYI0  CMEUIMBAHME  CKOJB3SIIEro  BeIecTBa  (KOTOpoe
NPEANOYTUTENBHO MPOMYIIEHO Yepe3 CETKY/CUTO), Pa3phIXIIUTENs], CMa3bIBAIOIIErO BEIECTBA U
HeoOs13aTeNbHO  CBsI3bIBAIOLIETO BemecTBa ¢ mnpemMukcoM APL. B HekoTopbhx BapmaHTax
OCYILIECTBJIEHHS HA CTAJUN CMEIINBAHUS HE MCIIONB3YIOT BOY MM PACTBOPUTEID, TO €CTh BOAY
WA PaCTBOPHUTEND HE JOOABISIOT HA CTATUN CMEIINBAHUS.

B HekoTOpbIX BapuaHTaX OCYINECTBJIEHUS CMocoba IO HACTOALIEMY H300pPETEHUIO
cragusi cMewmuBaHUs (ctaaus (a)) BKIOYAET TPHU CTAOUH. TEPBYIO CTAAHIO, BKIIOYAIOIIYIO
cmemnBanue APl (KOTOpBI MPEONOYTUTENBHO TMPOIYIIEH Yepe3 CETKY/CHTO) € YacThiO
HamoJHUTENA (M HeoOs3aTeNbHO aHTHOKCHUAaHTa) ¢ oOpasoBaHueM mpemukca API; BTOpyro
CTaaUI0, BKIIIOYAIOLIYI0 CMELIMBAHHE CKOJIB3AIIEr0 BeIecTBa (KOTOPOE MPEANOYTHTENHBHO
NPOMYIIEHO Yepe3 CETKY/CUTO), Pa3phIXJIUTENsT U HeoOs3aTeIbHO CBS3BIBAIOIIEIO BEINECTBA C
npemukcoM APl ¢ oOpa3oBaHneM OCHOBHOH CMeCH, M TPETHIO CTAAMIO, BKIIOYAIOIIYIO
no0aByieHHE CMa3bIBAIOLIETO BEIECTBAa (KOTOPOE MPEANOYTUTENILHO TMPOIYIIEHO 4Yepe3 CETKY
COBMECTHO C YacCThI0 OCHOBHOH CMeCH) K OCHOBHOW CMECH U 3aTeM CMEIIMBAHHUE MOTy4YeHHON
cMecH. B HEKOTOpBIX BapHaHTax OCYIIECTBICHHS HA CTAJUN CMEIINBAHUS HE UCTIOJIB3YIOT BOIY
WA PaCTBOPHUTENb, TO €CTh BOAY UJIM PACTBOPUTEINDb HE NOOABIISIOT HA CTAAUN CMELIBAHMSL

TunuuHelfi cOCOO M3rOTOBJICHUS, B KOTOPOM HCIOJIB3YIOT TPEXCTYIMEHYATYIO CTAIHIO
cMemuBaHus, Oonee moapoOHO ommcaH Hipke. OOBMHO Ha CTaguU TPEXCTYNEHYATOrO
CMEIIMBAHUS HE HCIOJB3YIOT BOIY MM pPAaCTBOPUTENb, T.€. BOAY WJIH PACTBOPHUTENb HE
I00aBJISIIOT HA CTAQAUN TPEXCTYNEHYATOrO CMEIIHBAHMSI.

APl cHayana mnpomycKarOT dYepe3 CUTO (Hampumep, pydHoe cuto). lIpemmkc,
conepxamuii API («mipemukc API»), M3roTaBiuBaroT myreM cMernnBaHus npocestHHoro API ¢
YacThl0 HANOJHUTENS. ECIM ONHUM W3 HWHIPEAMEHTOB SIBJISETCS aHTUOKCHIAHT, YKa3aHHBIH
AHTHOKCHUAAHT MOXeT ObITh nobaBieH B mnpemukc APl s obecneueHus: THIATETBHOTO
CMEIINBaHUs aHTHOKcHaanTa ¢ APL

Ckozp3siiiee BEIecTBO MPOMYCKAIOT Yepe3 CUTO JUIS IearjioMepanui. 3ateM Jo0aBIsoT
BCE OCTAJIbHBIE MHTPEAMEHTHI, BKIIIOUAs MPOMYIIEHHOE 4Yepe3 CHTO CKOJb3SIIIEe BELIECTBO, 3
UCKJTIFOUEHHEM CMa3bIBAIOIIEro BelecTBa, NpHu 3ToM npemMukc APl Haxomutcs B cepenuHe
nopokoBoi macchl. IlonydeHHYI0 B pe3ysbTare CMech (KOCHOBHOH MHKC» («main mix»))
MEePEeMEeITUBaIOT ¢ 00pa30BaHNEM CMEIIAHHOTO TIOPOITKa (KOCHOBHOM cMecr» («main blendy)).

CmaspiBaroliee BEIIEeCTBO IMPOCEHBAIOT COBMECTHO C HEOONBIION 4YacThiO OCHOBHOM
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CMeCH, U 3aTe€M COBMECTHO NPOCESHHYIO CMeCh JO0aBISIOT K OCHOBHOW CMECH. JTa CTaaus
CMa3bIBaHUSI MOKET OBITh BBITNIOJIHEHA OTAEIBHO, YTOOBI N30€KaTh BO3MOKHBIX OCJIOKHEHHH H3-
3a YpPEe3MEPHOro CMas3blBaHUs (Hampumep, NpoOieM, CBS3aHHBIX CO CHIDKEHHEM TBEPAOCTH
TaOJIETKN M PACTBOPEHUEM).

[TonyyeHHYI0 CMeCh MEPEMEINBAIOT C OOpa3oBaHMEM TakKUM O0pa30OM TMOPOIIKOBOM
cmecu. llocne cmemuBaHUS CMELIAHHBIH MOPOIIOK MPECCYOT C 0o0pa3oBaHHEM TBEPIAOU
CEpALICBUHBI.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHUs TBEPAOCTb TBEPAOH CEPALEBUHBI COCTABISAET
ot okoJio 50 H no okoso 200 H, manpumep, ot okojo 50 H no okoso 150 H unu ot oxono 70 H
1o okojio 120 H. O6bI4HO 11e1eBOH YPOBEHBb TBEPIOCTH COCTABJISIET 1O MEHBIIIEH Mepe o0koJio 80
H, npenmouruTensHo Mo MeHbLIeH Mepe okono 85 H, Gonee mpeamoYTUTENbHO MO MEHbIIEH
Mmepe okoJio 90 H u Hanbosnee npennouTurenbHo o MeHbineil mepe okoso 100 H. B HekoTopbix
BAPUAHTAaX OCYILECTBJICHUs] TBEPAOCTb TBEPAOHU CEPIALIEBUHBI COCTABJIAET MO MEHbIIEH Mepe
okozo 110 H.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHUs TBEPAOCTb TBEPAOH CEPALEBUHBI COCTABISAET
ot okoJ0 80 H o oxono 115 H, nanpumep, okono 85 H, oxoso 90 H, okoso 95 H, okosno 100 H,
okoso 105 H unm oxono 110 H. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHUSI TBEPAOCTb TBEPAOH
CEepALIEBUHBI COCTABIsIET MO MeHblIelH Mepe okono 50 H, mo meneiein mepe okosio 55 H, no
MeHblIen mepe okoso 60 H, mo mensiuein mepe okono 65 H, no mensiieit mepe oxono 70 H, no
MeHblIeH mepe okoso 75 H, no mensien mepe okono 80 H, no mensiieit mepe oxono 85 H, no
MeHblIel Mepe okoso 90 H, no mensiueit mepe okosio 95 H, no menpient mepe okoso 100 N, no
MeHblIen mepe okoJio 105 H, no mensiuei mepe okosio 110 H, no mensiuei mepe okoso 115 H,
1o MeHblIen Mepe okoJio 120 H, nmo meHbnel Mepe okono 125 H, no mensuien Mmepe oxono 130
H, no menbiueit mepe okono 135 H, no Menbiueii mepe okono 140 H, no MeHbliel mepe 0Kojo
145 H, no menbuient Mepe okono 150 H, mo mensmein mepe okoso 155 H, mo MeHbluei mepe
okojio 160 H, mo menpieli mepe okosio 165 H, no menbiuein mepe okosno 170 H, mo meHblueit
Mepe okosio 175 H, mo menbmiein mepe oxkosno 180 H, mo menbiiein mepe oxono 185 H, mo
MeHblIeH Mepe okoso 190 H, mo menbwmel Mmepe okono 195 H wumm oxono 200 H.
[IpennoutuTenbHO TBEPAOCTh TBEPAOH CEPALICBUHBI COCTABJISET MO MEHbIIEH Mepe okoJo 85 H,
OoJiee TPEANOUYTHTENILHO TIO0 MeHbIIel Mepe okoyo 90 H, maxe Oojee MpeArOYTHTENHHO IO
meHbIneli mepe okosio 100 H, n Haubonee npeanodruTenbHO o MeHbInel mepe okosio 110 H.
OObIUHO TBEPIOCTH TBEPAOH CEPALIEBUHBI He MpeBbImaeT okoyo 210 H.

Ilepen HaHeceHMEM 3HTEPOCOJIIOOMIBHOTO MOKPBITHS HA TBEPAYIO CEPILIEBUHY MOXKET
OBITh HAHECEH MPOMEKYTOUHBIA CJION C HCIOJB30BAHHEM IIOJUMEPOB, KOTOPBIE M3BECTHBHIC B

JaHHOM 00JIaCTH KaK MOIXOASIINE JIsl HAHECEHUS MPOMEKYTOYHOTO CIIOS.
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Teepayro cepaeBHHY MOKPHIBAIOT SHTEPOCOTIOOMIBHBIM TIOKPBITHEM, HAITPUMED, MYyTEM
pacrhbUIeHUs] AMCIIEPCHH SHTEPOCOOOMIBHOTO TOKPBITHS. Jlucepcust 3HTEPOCOMIOOMIBHOTO
MOKPBITUSL MOXET OBITh HM3TOTOBJICHA, HANpHMEpP, IMyTeM TUCIEPTUPOBAHUS TMOJHMEpa
SHTEPOCOFOOMIIBHOTO TIOKPBITHS B IEMOHU3UPOBAHHON BOJIE MM OPraHMYECKOM PaCTBOPHTEIIE,
NepeMeIBaHus TUCTIEPCHH U 3aTeM MPOIMYCKaHUs depe3 cuTo. TpebyemMoe KOJMYECTBO WIIH
TOJIIIMHA SHTEPOCOTIOOMIBHOTO TIOKPBITHSI HAa TBEPIOH CEPALIEBHHE JOCTUTAETCS C MOMOLIBIO
CTaHIAPTHBIX CIIOCOOOB, M3BECTHBIX B JAHHOW OONAcTH, HampuMmep, MyTEM PEeryJIUpPOBaHUs
CKOPOCTH PACHbLICHUSI AUCTIEPCUU SHTEPOCOTIOOUIBHOTO TOKPBITHS, PETYJIHMPOBAHUS BPEMEHH,
B TEUYEHUE KOTOPOTO TBEPAbIE CEPILEBHHBI OCTAIOTCS B TMOINOHE ISl HAHECEHHs MOKPBITHS,
peryJanpoBaHMs TEMIEpaTypbl Ha BXOJE, PEryJIMPOBAHUS CKOPOCTH BpaleHus OapabaHa WM
TaBJICHUS BO3MyXa IJISl PACTIBIIICHHUSI.

IIpumepsnr

Hacrosimee n3oOpeTeHne MOMOJHUTENBHO OMICAHO HIDKE CO CCHUIKOW HA CIIENYIOLINe
HEOrPaHMYMBAIOIINE TIPUMEPHI.

Mamepuansr u memooo:

Bce marepuanbl, ucnoibp3yeMble Uil M3TOTOBJIEHUS (PapMaleBTUYECKUX KOMIO3ULIUH,
NPUBEICHHBIX B KAUECTBE MPUMEpa HIUXKe, NOJIydal OT KOMMEPUYECKHX HCTOUHUKOB.

Mera-apcenut Hatpusi («SMA») nmonydanu ot ¢upmbl Sigma Aldrich Fine Chemicals.
[Tonyuennoe neiicTByrommee BemecTBo SMA UMeNno OueHb BBICOKYIO YHCTOTY (>98% As(IID)) u
MuHUManbHble ypoBHH As(V). B Tabnmue 1 Hmke mpencTtaBiieHbl CBOHCTBA MOJNYyYE€HHOTO
NEeNCTBYOLIEro BemmecTsa SMA.

Tabmuua 1: CBoiicTBa NOMy4EHHOTO AEHCTBYOMEro BemecTsa SMA

CgoiicTBO Bennunna/HaOmonenue
BremHuii Buj ITopomok ot 6e510ro 10 rpsi3HO-0eNIoTo IBETA
Temneparypa miaBjieHus 6150
PactBopumMocTh [TpubamsurenpHo 950 mr/ma
Tunmunsiii ananms (As(111)) 98 — 99%
Tunmunslii ypoBeHb yUCTOTHI (AS(V)) <0,2%
TunuyHoe conep:kanne BOJbI <1,0%
I'urpockonuyHOCTH ~ 40% nipu 75% BnaskHoctH Bozayxa (RH)
(TornoleHne Biarm) > 80% mpu 80% RH
> 130% npu 90% RH
ITnoTHOCTH (MCTUHHAS/YaCTHILIA) 2,1 -23 r/em’

Marepuainel, nepeyucieHHble HUKEe B TaOnwue 2, MCIONb30BAJIHM JJsl MPUTOTOBIICHHS
TabJIETOK C JHTEPOCOJIOOUIIBHBIM MOKPBITHEM, COAEpIKALINX 2,5 MI' MeTaapCeHHUTa HaTpUs
(«SMA»). Tam, rae 3T0 BO3MOKHO, BbIOUPAJIM BAPHAHTHI OCHOBHBIX BCIIOMOTATEIbHBIX BEIIECTB

¢ Ooyiee BBICOKOI IUIOTHOCTBEO € TeM, 4dYTOOBI COOTBETCTBOBATh ILIOTHOCTH SMA
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ABJIACTCSA OYCHD MJIOTHBIM MO CPABHCHUIO C OOJIBIIIMHCTBOM BCIIOMOTaTEIbHBIX BeH_IeCTB).

Tabnuua 2: IlepedyeHp MaTepraion

Marepuanel DyHKIUA Toprosoe Ha3BaHHe/
ITocraBmuxk
Mertaapcenut Hatpust («SMA») AKTUBHBIN Sigma Aldrich Fine
(uucrora >98%) (bapMareBTHUECKHIA Chemicals (Madison,
UHTPETUESHT Wisconsin, USA)
Juruapar cyiabdart KaabIust HATIOJHUTEINb Compactrol/JRS pharma
Kapbonar kanbrust HaIOJIHUTENb PressCAL MD 92.5/JRS
KapOoHar kanbIyst, BEICUTHIA COPT HATIOJHUTEINb Not applicable/JRS
JAByxocHOBHBIH (hocdar kanbuus HATIOJHUTEINb Fujicalin/Fuji chemicals
0e3BOAHBIN
JABYXOCHOBHBIH (ocdar kanbuus HaIOJIHUTENb A Comprez/JRS pharma
0€3BOIHBIMN, MOPOIIOK
JByxocHOBHbIH (ochat kanbuus HaIOJIHUTENb A-Comprez/JRS
0e3BOIHBIN, BBICIIUH COPT pharma
CunukaTu3npoBaHHAS HATNOJIHUTED, Prosolv HD 90
MUKPOKPHUCTAIUINIECKAs NPeCCyeMbIi
LEJITI0NI03a pa3baBuTenb
(sMCC) BBICOKOH IIIOTHOCTH
MukpokpucTainueckas CBsI3bIBAIOILEE Avicel PH302/FMC
uemttoo3a (MCC) BrICOKOM BEIIECTBO
TUIOTHOCTH
YactuaHo CBSI3BIBAIOIIEE Lycatab C-LM/Roquette
npeKeNTaTHHU3UPOBAHHBIN BEIIIECTBO,
Kpaxma Pa3pPbIXJIUTEND,
HATIOJHUTEINb
YactuaHo CBSI3bIBAOILCE Starch 1500/Colorcon
npeKeNTaTHHU3UPOBAHHBIN BEIIIECTBO,
Kpaxma PaxpBIXJIUTENb,
HATIOJHUTEINb
I'napoxcunponuiILesoI03a CBsI3bIBAIOILEE Klucel EXF/Ashland
BEIIECTBO
L-TI'uapokcunponuinesuiroio3a CBSI3bIBAOILCE LH-B1/Shin-EtSu
BEIIIECTBO,
Pa3pPhIXJIUTEND
Konnonanblit TUOKCH KPEMHUS CKOJIB3SIIIIEe Aerosil 200/Evonik
BEIIECTBO
Hatpus kpaxmana riamkossT CyNeppa3pbIXINTEb Explotab/JRS Pharma
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Marepuanel DyHKIUA Toprosoe Ha3BaHHe/
ITocraBmuxk
Kpockapmennosza HaTpust CyNeppa3pbIXJIUTEIb Ac-di-Sol/FMC
Creapundymapar Hatpus CMas3bIBaIOLIEEe PRUV/JRS pharma
BEIIECTBO
Opadry II (20A280013) MOJICJION Colorcon
Acryl-EZE 1I White MOJIUMEP MOKPBITHS Colorcon
(49372180022)

OOGopynoBaHue, ykazaHHOe B Tabnmie 3 HIDKe, HCIONb30BANU JUI W3TOTOBJIEHUS U
aHaJIN3a KOMITO3ULMH C SHTEPOCOMIOOMIBHBIM MOKPBITHEM, conepkamux SMA.

Tabnuua 3: Ilepeyenb oOopynoBaHus

HaumenoBanue obopynoBanusi  |M3rotoButens IIpumenenue
. B3BEIIMBAHIE MATEPUAJIOB U
Becnr Sartorius P
TabJIeTOK
Cwmecurens «Turbulay Turbula CMEIITMBaHUE
2L Emkoctb cmecutens « Turbulay Turbula CMEIIMBaHNE
H3mepurens mIOTHOCTH Copley HU3MepPEHUE MIOTHOCTH
OnHOMyaHCOHHBIN TaOJIETOYHBIH
Manesty U3rOTOBJICHHUE Ta0JNIETOK
npecc Manesty F3
PortopHhbriii Tabnerounstii npecc (7
P . pece ( SCI U3rOTOBJICHHUE Ta0JNIETOK
CTaHLUN)
6,5 mm Round Normal Biconcave
NCCP Tools (mockoBorayrast Natoli U3rOTOBJICHHUE Ta0JNIETOK
OCHACTKA)
0,25 mroiM MaImuHa A
usrotosnenust Tabnerok Tooling | Key International U3rOTOBIIEHHE TaOJIETOK

Key International
[Tpubop nnst onpeneneHust

U3MepeHHe MPOYHOCTH
Copley
POYHOCTHU TaOJIETOK TabJeToK
Mukpomerp Mitsuyi U3MEpEeHHe TOJNINHBI TabJIETOK
[pubGop s onpeneneHust Conle omnpeeseHue HCTHPAEMOCTH
UCTHPAEMOCTH TabJIETOK piey TabJIeTOK
BanHa 1151 vicmbiTaHUs HA
Copley UCTIbITAHHE Ha PACIagaeMOCTh
pacnanaeMocTb
15” YcraHoBKa It HAHECEHUS )
Thai Coater HaHeceHue 000JI0UKH

000J104KH Ha TabJETKH

IIpumep usrorosnenus 1

TabneTku ¢ SHTEPOCONIOOMIBHBIM MOKPBITHEM TIO mpumepam peuentyp 1.1-1.4,
conmepkamue MeraapceHuT HaTpus («SMA») B kadecTBe aKTUBHOTO (hapMarieBTHYECKOTO
uHrpenuenrta (API), nsroraBinsamu B COOTBETCTBUH C MPOLIENYPOH, ONMTMCAHHOMN HIKE.

B nemom, kak mnonmpoOHO ommcaHO Hwke, MeraapceHHT Hatpua («SMA») u
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BCIIOMOTATEJIbHBIE BEIIECTBA CMEIINBAIN BMECTE (B TPEXCTAAMIHOM MPOIecce CMEInBaHus 0e3
UCTIOJIb30BAHUST BOJABI WIJIM PAacTBOPUTENsA) € OOpa3OBaHHMEM MOPOIIKOBOH CMeECH. 3aTeM
MIOPOLIKOBYIO CMECh MPECCOBAIU ¢ (POPMUPOBAHUEM TBEPAOH CEpILIEBUHBI TAONETKH. 3aTeM Ha
TBEPIYIO CEPALIEBUHY TaOJIETKH HAHOCHIIN SHTEPOCOIOOMIBHOE MOKPBITHE.

CwmelnnBanue

Jing  cMellMBaHUs MHIPEJUEHTOB  MCMOJNb30BAIM  ONHCAHHBIH HWXKE Mpolecc
CMEIINBAaHUSL

APl u npyrue uHrpeaueHTbl JUisl KOMIIO3ULIUK OTMepsiau U B3BewiuBaiu. Ilockonbky
koHIeHTpauusi APl odeHb HU3Kasl, UCMOJB30BAIN TPEXCTYIEHUYATHIN MPOLECC CMEUTUBaHUA (C
UCTIOJIb30BaHuEM «mpeMukca API» m «OCHOBHOrO MHUKCa»), YTOOBI YIYYIIUTh OJHOPOAHOCTH
CMECH.

API nponyckanu uepes cuto 200 MM (pydHOE CHTO). Bpemst mpocenBaHus COCTaBUIIO S-
8 MUHYT.

IIpemukc, conmepxkamuii APl («mpemukc API»), M3roraBmuBaiy MyTeM CMELTHBAHHS
nponyieHHoro yepe3 cetky API ¢ Heckonapkumu rpammami (20 T st maptun pasmepom 500 T u
30 r ms maptuu pasmepoM 700 T) HAMOJHHUTENS B COOTBETCTBYHOIEM KoHTehHepe (100 mu
KOHTeWHep A mapTuu pasmepoM 500 r u 150 M mis maptuu pazmepom 700 r) B Teuenue 10
MUHYT 1pH 49 06/MuH ¢ nomo1ubio cmecurens « Turbulay.

Ckonp3siee BerecTBO (KOJUIOMAHBIA TUOKCHI KPEMHHMsI) MPOMycKaiu uepe3 curo 500
MKM U1 JearjoMepanuu. 3aTeM BCE OCTallbHble OTMEpPEHHble WHIPEAMEHTHI, BKIIOUasi
IPOCESIHHOE  CKOJB3ALIEE  BEINECTBO, 3a HCKIIOYEHHEM  CMAa3bIBAIOLIETO  BEINECTBA
(creapundymapar Harpusi), nobaBisuii B 2 1 CTeKIsiHHYIO emkocTh «Turbulay, mpu stom
npemukc API pacnionarancst B ceperiHe MOPOIIKOBONH MaccChl.

ITonyueHHYIO0 CMeCh (KOCHOBHOH MHKC») CMEIINBAINA B TeUeHHE OT Okoyo 10 MUHYT 1o
okojio 20 MuHyT mpu 49 oO/mMuH ¢ ucronpzoBaHueM cMmecurens «Turbulay ¢ obpaszoBanmem
CMEIIaHHOTO TIOPOIIKa («OCHOBHON CMECH» ).

CwmaspiBaromiee BeIiecTBO (creapwiymapar HaTpuisl) TPOCEHBAIM COBMECTHO C
HeOOJbIION MOpIUel OCHOBHON cMecH, HCIoJb3ys cuto 500 MKM, W 3aTe€M COBMECTHO
NPOCESIHHYI0 CMeChb JM00aBISUIM K OCHOBHOW CMECH. JTOT 3Tall CMAas3bIBAaHUS BBIMOJHSIIH
OTHENbHO, 4YTOObI M30€KaTh BO3MOMKHBIX OCJOKHEHHH H3-32 YPE3MEPHOTO CMa3bIBAHHS
(HarmpumMep, pobsieM, CBA3aHHBIX CO CHIDKEHHEM TBEPIOCTH TAOJIETKU WIN PACTBOPEHHUEM).

[TonyyeHHYIO CMECh MepeMelINBaId B Te4eHHe 2 MUHYT npu 49 oO/MHH B cMecHTene
«Turbulay ¢ oOpasoBanmem TakuM oOpa3oM mopomKoBoH cmecH. OLEHHBAIM CBOHCTBA

TEKY4€CTH OPOLIKOBOU CMECH.

IIpeccoBanue
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ITopourkoByro cMech MpeccoBald Ha OJHOMYaHCOHHOM TalJjeTodHOM mpecce Manesty
F3, ucnonp3yss OoOBIYHYIO IIOCKOBOTHYTYI0 OCHAacTKy 6,5 MM (NCCP), mpu ueneBoii macce
tabnerkn 150 mr. Manesty F3 umeer Tonbko ycnoBHble enuHHLbl (AU) s cujbl cxatus, U
HEBO3MOKHO HAaNpsMYI0 U3MEpPUTh NPUIIOKEHHYI0 cuity. LleneBoli ypoBeHb TBEPAOCTU COCTaBUI
Bbile 90 H.

DHTEPOCOMIOOUIBLHOE TOKPBITHUE

Jlucriepcrio 3HTEPOCOIOOMIBHOTO TIOKPBITHS C CONeprKaHueM TBepaoro BemecTsa 20%
Mmac./mac. mojydaiu mnyTeMm nucneprupoanms Acryl-EZE II  White (493Z2180022) B
JEUOHU3UPOBAHHON BoAe. JUcHepcuro mepeMenmrBaid Ha JIONACTHOW MEIIAJIKe B TedeHue 45
MUHYT Ilepe]l UCTOJIb30BaHUEM U Ha MPOTSKEHUU BCEro Mpoliecca HaHeceHus: nokpeitus. Ilepen
MIPUMEHEHHEM JUCIIEPCUI0 MPOMyCKaIN Yepe3 CUTo 250 MKM.

YcranoBky st HaHecenust obomouek 157 Coating Pan (Thai Coater) ocrasmsumm nuist
YPaBHOBEIINBAHUS A0 33aHHOHN TeMIIepaTypsl Nepes 3arpy3Koil TBEPIABbIX CepaLEeBUH TabJIETOK.
H3-3a HEOONBIIOTO pa3Mepa MapTUH K TBEPAbIM cepaueBuHaM APl moOaBisiim « HAIOJTHUTETNY,
9YTOOBI COOTBETCTBOBATH TPEOOBAHUSM 3arpy3KH YCTAHOBKH JJIs1 HAHECEHHs oOoJouek. Teepable
CepALICBUHBI TAOIETOK OCTABJISUTH JJIsl YPABHOBELIMBAHUS B YCTAHOBKE JUISl CYLIKH Ha 10 MUHYT
nepe;; HaHECEeHHEM MOKPBITHL. Takyro e TeMrepaTypy U BO3AYIIHbIN MOTOK UCIOJIb30BAIN AJIs
CTaguil HarpeBa, HAHECEHUs MOKPBITHA M CymKU. [IokpbIThie TaOneTku cyurmim B Tedenue 10
MUHYT B YCTaHOBKE TOCJe HaHeceHUs! MOKpbITHs. OOpa3ipl coOnpanu mocie npupocTa Maccehl,
cocrapsiromero 8, 10 u 12% mac./mac.

HccnenoBanus pacTBoOpeHUus

HccnenoBanust pacTBOpEHHUs] MPOBOAMJIA C HcmHosibzoBaHueM 500 mu cpenst u USP
Merona 2 (nomacty) BHadaje CO CKOpPOCThIO Bparuenwus jiomacred 100 o6/mun. UcnbiThiBamu
OIMH HabOp, COCTOSIIMHI W3 IIeCTH TabJETOK C IHTEPOCONIOOMIBHBIM TOKpBITHEM (n = ).
OO6pasupl cpenbl Uil pacTBOPEHHs OTOMpaNK 4yepe3 2 4aca B KHCJIOTY U OINPENeNs YPOBHU
METaapCeHNUTa HATPHsl ISl OLIEHKHM YCTOMYMBOCTH K AEHCTBUIO »KenynouHoro coka. Cpeny
3amensun pocharabim Oydepom mpu pH 6,8, u obpasubl oTOupanu ¢ uHTEpBaIamMu 15 MUHYT
IS IOJTy4eHuUs pod el pacTBOPEHUSI.

Jror cnocod ocHOBaH Ha (apMaKONEWHOM METOAE Ul SHTEPOCOTIOOMIBHBIX
no3upoBaHHbIX ¢opMm (EP.2.9.3 u USP <711>), xak nmokazaHo Huke B Tabnule 4.

Tabnuua 4: YcnoBusi UCTIBITAHHS HA PACTBOPEHNE

Cranus | Ycnosusi Onucanmne Lens Tpebosanue
1 0,01M HCI Kucnast pasza | Ycroituusocts k | He 6onee 10%
KUCJIOTE BBICBOOOKIAETCS uepes 2
Jaca
2 pH 6,8 bydepnas ITpodunp OO6b1uHO HE Meree 75%
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dbocdarHbIi
Gydep

daza BbICBOOOXKIeHUs | yepe3 30 - 45 MuHyT

IIpumep peuentyper 1.1

Teepnyro (dapmanesTudyeckyro kommnosuuuio (P63), comepxkamyro MeTaapCeHHT HATpUs
(SMA) B kauectBe akTHBHOrO (apmanesrudeckoro uHrpeauenta (API), msroraBimBamu ¢
UCTIOJIB30BAHUEM CIIOC00a, OMMMCAHHOTO BBIIIE B MPUMEPE U3TOTOBJICHUS 1.

Komnosunmto wm3rotaBnmBaiu B kommuectBe 700 1. OOpasmbl, oOmagaroniue
OJTHOPOJHOCTBEO CMECH M OJHOPOAHOCTBIO COCTABA, OTOMPANN JIsl OLIEHKH TOMOT€HHOCTH TIOCIIe
OCHOBHOT'O BPEMEHHU CMELINBAHUs, COCTABJSOEro 20 MUHYT.

B Ttabmuue 5 Hmxke mnpencTaBieHa KOMIIO3ULMS TBEPAOH CepALEBUHBI TaOJETKH,
comepxateii 2,53 Mr MeraapceHuTa HaTpus (10 CTaanu HaHeceHus MOKpbITHs). (B Tabmmme 5.1
HIDKE TIPENCTaBJIeHA JApyras BO3MOXKHAs KOMIIO3ULIMSI TBEPAOW CEpIALEBUHBI TaONETKH,

conepxareii 2,50 Mr MerTaapceHnTa HaTpHs (10 CTAANN HAHECEHUSI TIOKPBITHS).

Tabmuua 5: Komnosunus TBeproit cepanesnnsl Tabnerku P63

Marepuan DyHKIUSA mr/Tabnerka | % mac./mac.
MertaapceHUuT HaTpus API 2,53 1,69
JIBYXOCHOBHBIH Oe3BOHBIN (ocdaT HaIOJIHUTENb 82,22 54,81
kanbuus (Menkue rpanyiel A-Comprez)
L-T'uppoxcunponuiienizonos3a (Mapka CBSI3BIBAIOILIEE 60,00 40,00
LH-B1) BELIECTBO,
Pa3pPhIXJIUTEND

Tuppoxcunponuiueuonosda (Klucel CBSI3BIBAIOIIEE 3,00 2,00
EXF) BELIECTBO
Konnounusiit JUOKCHUT KPEMHUSA CKOJIB34IIIEe 0,75 0,50
(Aerosil 200) BELIECTBO
Creapungymapar Hatpus (PRUV) CMa3bIBArOIIEE 1,50 1,00

BEIIECTBO
Bcero 150,00 100,00

Ilocne cragum cMemMBaHUS NOPOLIKOBAas CMECh MNPOAEMOHCTPHUPOBANA XOPOLIHE
CBOMCTBA TEKy4eCTH, Ha 4TO yka3biBaeT uHaekc Kappa (29,3%). ITopomkoBasi cmech mepen
MPECCOBAaHUEM UMENA CIEAYIOIINE CBOMCTBA:

* TIJIOTHOCTh B Pa3phIXIEHHOM cocTosHuM: 0,64 r/cm’,

* HACBITIHAS [IOTHOCTH Hocne yrnoTHenus: 0,91 r/em’,

» unaekc Kappa: 29,3%,

 oTHOLIEeHUe XaycHepa: 1,30.

ITopolIKOBYHO CMECh OYE€Hb XOpPOLIO MPECCOBAIM, U BO BpeMs OKCIEPUMEHTA HeE
HaOJIIOIAIOCh OTKJIOHEHUN MAacChl W/WJIM BU3YAJIBHOW Cerperanuu. bbuia TOCTHTHYTa BBICOKAs

TBeprocth Tadnerok (104,8 H) m Huskas xpynkocth (0,08%), u Bpems pacmamaemoctu (34
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CeKyHIbl) OBIJIO OTHOCHUTENBHO ObICTPBIM. CpemHsisi TOJIIHMHA TBEPIOH CepALeBHHBI TaOIETKH
cocrasuia 3,63 Mm.

OO0pa3upl 1y11 UCHBITAHUS OAHOPOJHOCTH CMECH OTOMpajM TIOCHe CMELTUBaHMA,
npoBoaUMOro B TeueHHe 20 MUHYT, W OOpasiUpl Ui HCIBITAHUS OJHOPOTHOCTH COCTaBa
cobupany B Hadajie, CepelrHEe M KOHIle LIUKJIAa MPeccoBaHMs. Pe3ynbTaTel 10 OAHOPOAHOCTHU
CMECH TOKa3ajl OTJIMYHYK0 TOMOTE€HHOCTb CO 3Haue€HHEM % OTHOCHUTEIBHOIO CTaHIAPTHOTO
orksoreHust (RSD) 1,3. OnHOPOIHOCTE cOCTaBa TBEPABIX CEPALICBHH TAOJNETOK Ha MPOTSLKEHUH
BCEro LMKJIA NPECCOBAHMs (HAYano, CepPeAMHA M KOHEI]) MOKa3aja XOPOLIYI0 TOMOTEHHOCTS,
MOCKOJIBKY OBLJIO JOCTUTHYTO MakCHMaslbHOE npuemsieMoe 3HadueHue (AV) <7,4 (3HaueHune AV
<15 sBAsIETCS PUEMIIEMBIM).

ITocne craguu mpeccoBaHMs Ha TBEPAYIO CEPILEBUHY TaOJIETKH HAHOCHIIHN MOKPBITHE U3
NOJIMMEPHON CHCTEMBI 3HTepocosrobunbHoro nokpeitis Acryl-EZE I White (493Z2180022),
KOTOPYIO W3rOTaBIMBAJM, KaK OMHCAHO B mpumepe u3rotosneHus 1. Ilapamerpel HaHeceHUs
MOKPBITHS TIOKA3aHbI HUKE B TaOuLe O.

Tabmuna 6: [TapameTpbl HAHECEHUS TOKPBITHS

ITapametp PesynbTar
YcTaHOBKA AJIl HAHECEHUsI TIOKPBITHS 15” Thai Coater
Temneparypa Ha BXoze 90 - 110°C
Temnepatypa Ha BbIXOE ~50°C
Ckopoctb Bpatenus bapadbana 16 o6/muH
CKopoCTh pacibLICHUS 10-11 r/muH
Temnepatypa cios ~35°C
3aCIOHKH BXOIHOTO M BBIXOJHOTO OTBEPCTHS Obe B cepenune

Paccrosiaue MECXKAY IMUCTOJIETOM-

PACIBUIUTENEM U CIOEM > cm (Tleperoponu He Buibl)

YKunkocTtHas popcyHka (M) 1,2 MM
JlaBiieHHe BO3YLIHOTO MOTOKA 20 ¢yHT/moiim?
JlaBiieHMe BO3/lyxa MUCTOJIETa-PaclblINTENs 10 ¢pynT/moiim®

Macca HanogHuTeNs (T) 2500,0r

Macca akTUBHBIX TabNeToK (T) 473,0r

Macca cnost Tabnetoxk (T) 2973.0r

ITepBonavanbHast Macca 20 Tabierok (T) 3,017r

Llenesoit npupoct Magl(j)bl ans nokpsitus 12% 33791

Macca 20 TabeTok mocie NpupocTa MacChl 3,381 r

12% (1) (mpupoct maccsl 12,06%)

Tabnerka ¢ 3HTEPOCOMOOMIBHBIM TOKPBITHEM TIOKa3ajla MpHEMJIeMbIH Mpoduib

pactBopenusi (cpema 500 mui, ckopocTh BpameHus yonacreir 100 o6/muH). Uepes 120 mMuHyT
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KOMITO3UIIUST OCTaBasiach Oe3 usMeHenuii B kucjol cpene (pH 1,0) ¢ BeicBoOO:kneHuem 0% APIL
Uepes 135 munyT npu pH 6,8 npousomo Beicoboxknenne 91% APIL Yepes 150 munyt npu pH
6,8 mpomsouutio BeicBOOOkIeHHEe 98% API. Uepes 165 munyr npu pH 6,8 mnpowusomio
BbICBOOOKIeHue 100% APIL

Tabnerka c SHTEPOCOTIOONITBHBIM

MOKPBITHEM IPOAEMOHCTPUPOBAJIA

YAOBJIETBOPUTEIBHYIO  YCTOWYMBOCTb K  JEHCTBHIO JKEJIYyJOYHOIO COKa M OTBedasla
NPEJIOKEHHBIM TIPeIBAPUTEIbHBIM TpeOoBaHUAM He MeHee deM 75% BbIcBOOOXKIEeHHs 3a 45
MUHYT JUIs1 JO3UPOBAHHBIX (POPM € SHTEPOCOTIOOMIBHBIM MTOKPBITHEM.

B Tabmuue 5.1 Huke mpencraBieHa eme OJHA BO3MOXKHAsS KOMIIO3HLMS TBEPIOH
cepAueBUHbI TabJeTkH, copepkamen 2,50 Mr MeraapceHuTa HaTpusi (DO CTaAMM HAHECEHHS
noKpbITHs). TBEpaast cepaLeBrHa, Coaep Kamasi KOMIIOHEHTBI, ONTMCaHHbIE B Ta0muLe 5.1, MoxeT
OBITh M3rOTOBJIEHA CHOCOOOM, AHAJIOTMYHBIM ONMHMCAHHOMY BBILIE IJISI TBEPAOH CEpILICBHHBI,
HMMEIOLIEH KOMIIOHEHThI, OITUCAHHBIE B TAOIHIIE 5.

Tabnuua 5.1: AnbTepHaTUBHAsI KOMITO3HUIUS TBEPAOH CepALIeBUHBI Ta0neTku P63

Marepuan DyHKIUSA mr/Tabnerka | % mac./mac.
MaraapceHuTt HaTpus API 2,50 1,67
JIByxocHOBHBIH (pocdar kaapums, HaIOJIHUTENb 82,25 54,83
0e3BOAHBIN
(menkue rpanynel A-Comprez)
L-T'unpokcunponuiieiroosa (Mapka CBSI3BIBAIOIIIEE 60,00 40,00
LH-B1) BELIECTBO,
Pa3PhIXJIUTEND

Tuppoxcunponuiueuonosda (Klucel CBSI3BIBAIOIIEE 3,00 2,00
EXF) BELIECTBO
Konnounusiit JUOKCHUT KPEMHUSA CKOJIB34IIIEe 0,75 0,50
(Aerosil 200) BELIECTBO
Creapungymapar Hatpus (PRUV) CMa3bIBArOIIEE 1,50 1,00

BEIIECTBO
Bcero 150,00 100,00

IIpumep peuentypsr 1.2

Teepayro dapmanesTudeckyro kommnosunmto (P23), comeprkainyro MeTaapCeHUT HATpUs
(SMA) B kauectBe akTHBHOrO (apmanesrudeckoro uHrpeauenta (API), msroraBimBamu ¢
HCTIOJI30BAHUEM CIIOC00a, OMMUCAHHOTO BBIIIE B IPUMEPE U3TOTOBJICHUS 1.

Kommnoznnmto wm3roraBnmmBaimu B kojuuectBe 500 1. OOpasupl Uit WCTBITAHUS
OIHOPOAHOCTH cMecu oTOupanu depe3 10, 15 u 20 MUHYT OCHOBHOTO BPEMEHH CMEIIUBAHUSL.
Cwmech mpeccoBasii ¢ 00pa3oBaHUEM TBEPAOW CEPALIEBUHBI TAOJIETKH, a 3aT€M Ha TBEPAOE SIPO
TaOJIETKN HAHOCHJIH TTOKPBITHE.

B rtabmuue 7 Hmxke mnpencTaBieHa KOMIIO3ULMS TBEPAOH CepALEBUHBI TaOJETKH,

conepxareii 2,50 Mr MerTaapceHnTa HaTpHs (10 CTAANN HAHECEHUSI TIOKPBITHS).
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Tabmuua 7: Komnosunus Beproro siapa tadnerku P23

Marepuan OyHKIHs mr/rabaerka | % mac./mac.
MertaapceHUuT HaTpus API 2,50 1,67
JIByxOCHOBHBIH (ochar kambius HAIOJHUTENb 37,50 25,00
0e3BOAHBIHN, MOPOIIOK (MOPOIIOK A-
Comprez)
YacTU4HO NpekeaaTUHU3UPOBAHHBIN CBS3BIBAIOIIEE 45,00 30,00
kpaxmai (Starch 1500) BELIECTBO,
Pa3pBIXJIUTEND,
HATIOJIHUTETh
JIByxOCHOBHBIH (ochar kambius HAIOJHUTENb 58,25 38,83
6e3BonHbIH, rpanydsl (Fujicalin)
Hatpus kpaxmana raukosst (Explotab) Cyneppa3pbIXJIUTeNb 4,50 3,00
Konnounnsiii auiokcu kpemaus (Aerosil — |CKOJb3sIIee BEIEeCTBO 0,75 0,50
200)
Creapungymapar Hatpus (PRUV) CMa3bIBArOIIEE 1,50 1,00
BEIIECTBO
Bcero 150,00 100,00

Ilocne craguu cMmemIMBaHUsA MOPOLIKOBAash CMeChb MNPOAEMOHCTPHUPOBAIA XOPOLIHE
CBOMCTBa TEeKy4ecTH, Ha 4TO yKkasbiBaeT uHaekc Kappa (26,37%). [TopomkoBasi cMech mepen
MIPECCOBAHUEM UMeNa CIEeYIOLINEe CBONCTBA:

* TIJIOTHOCTh B Pa3phIXIeHHOM cocTosHu: 0,67 r/em’,

* HACBITIHAS [IOTHOCTH Hocne yrnoTHenus: 0,91 r/em’,

» unaexc Kappa: 26,37%,

 oTHOWEHue XaycHepa: 1,36,

* YrOJl eCTECTBEHHOI0 OoTKoca: 24,32°.

OO0pa3upl Ais1 UCHBITAHUST OJHOPOJHOCTH CMECH OTOHMpany TOCe CMELINBAaHHUS B
teueHune 10, 15 wu 20 MHHYT OCHOBHOrO BpeMEHH cMemuBanus. Komno3unus
MIPOJAEMOHCTPUPOBAJIA XOPOLIYK) FTOMOT€HHOCTD ITPU BPEMEHU CMEIMBaHus 20 MUHYT.

IIpeccoBaHue BBIMOJHSUIA HAa OJHOMYAaHCOHHOM Ta0yieTO4HOM mpecce Manesty F3 ¢
ucnojbp3oBanueM ocHacTku NCCP 6,5 mm. Cpenssisi TBEpAOCTh TBEPAOH CEPALIEBUHBI COCTABIIIA
943 H, cpemnsisi ToJMHMHA cOocTaBmwia 3,62 MM, uctupaeMocth coctaBuia 0,33% wu Bpems
pacnagaeMoCTH COCTaBUIO 39 CeKyHN.

Macca TBepObIX CEpALEBHH Oblla TOCTOSHHOW Ha TMPOTSDKEHWH BCErO LIUKJIA
NPeCCOBaHUs, M ObUIM H3TOTOBJIGHBl TNOAXOISINNE TBEPAbIE CEPALEBUHbL. BusyanbHOU
cerperanu He HaOmoanock. O6pasusl (10 TBEpAbIX CEPALICBHH B ABYX MOBTOpPax) coOMpain B
Hayaje, CepelrHe M KOHIE LIMKJIA MPECCOBAaHUsA U OTMIPABJUIA HAa MCHBITAHWE OAHOPOIHOCTHU
COCTaBa.

ITocne craguu mpeccoBaHUs TBEPAYIO CEPILEBUHY TAOJETKU MOKPBHIBAIN TIOJUMEPHON
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cucreMoil sHTepocomoOmnbHoro mokpeiTus Acryl-EZE I White (493Z180022), koTtopyro
W3rOTAaBIMBAJIM, KaK OIMCAHO B MpUMepe M3rOTOBIEHUs 1, um oOpasiupl cobupann mocie

npupocTa Macchel, cocrasysitomero 8, 10 u 12% wmac./mac. Ilapamerpsl HaHECEHHS TTOKPBITHS

[IOKa3aHbl HUKE B TaduLe 8.

Tabmuna 8: [TapameTpbl HAHECEHUS TOKPBITHS

ITapamerp Pesynbrar
YcTaHOBKA AJIl HAHECEHUsI TIOKPBITHS Thai Coater
Temnepartypa Ha BXoze 81 -90°C
TemnepaTtypa Ha BbIXOZE ~50°C
CkopocTtb BpameHus Oapadbana 18 o6/mms crinkero xo 16
006/MuH
HavanpHast CKOPOCTh pacTbUICHHS 7 r/MUH
Cxopoctb pacnbuieHus yepe3 30 MUH 11 r/MunH
Temnepatypa ciost ~35°C

3aclIoHKH BXOOHOI'O U BBIXOAHOT'O OTBEPCTUA

Ob6e B cepenuHe

Paccrosiaue MECXKAY MUCTOJETOM-PACIIBUIUTECIIEM U CJIOEM

5 cm (Ileperopoaku He

BUJTHBI)
CxopocTh Hacoca 05
KunxoctHas gopcyHka (Mm) 1,2 Mmm

I[aBJ'IeHI/Ie BO3AYIIHOI'O ITOTOKA

10 ¢pynT/moiim®

I[aBJ'IeHI/Ie BO3ayXa MUCTOJICTA-PACTIBIIINTECIA

20 ¢pyHT/moiim’

Macca HanosHUTENS (T) 3000 T
Macca akTUBHBIX TabJeTOK (T) 240r
Macca cnost Tabnetok (T) 3240 r
ITepBonavanpHast Macca 20 Tabnerok (T) 3,015r
Ienesoii % mac./mMac. AJist MIOKPBITHS Ta0IETOK 8%
IeneBoli mpupocT Macchl st mOKpbITHs 8% (T) 3,256
KonmnuecTBo pacnbuisieMoil JUCTIEPCHU AJISt TOCTHKEHUS 1900 T
npupocTa Maccel Ha 8% (T)
Macca 20 Tabnerok nocye npupocta Maccel Ha 8% (T) 3,248 r
Ienesoii % mac./mMac. AJist MIOKPBITHS Ta0IETOK 10%
Ienesoili mpupoct Maccsl st mokpbitus 10% (T) 3,317
KonmnuecTBo pacnbuisieMoil TUCTIEPCHH 11l AOCTHKEHUS
2400 r
npupocta Maccsl 10% (1)
Macca 20 Tabnerok nocye npupocra maccsl Ha 10% (1) 3,328 r
Ienesoii % mac./mMac. AJist MIOKPBITHS Ta0IETOK 12%
IeneBoli mpupoct Macchl st mokpbitus 12% () 3,377 r
KonmnuecTBo pacnplisieMOii TUCTIEPCHH IS AOCTIKEHHS
2900 r
npupocta Maccsl 12% (1)
Macca 20 Tabnerok nocyie npupocra Maccol Ha 12% (1) 3,384 r

Tabnerku ¢ 3HTEPOCOTIOOMIBHBIM TOKPBITHEM C MpHpocToM Macchl 8%, 10% u 12%
Mac./Mac. oABEPralld UCTIBITAHUIO Ha pacTBOpeHue (500 Mu cpenbl 1Jsl paCTBOPEHHUsI, CKOPOCTh
BpawieHust  Jomactedd 75  o0/MHMH) AN OmpeneNeHusl  MOOXOMALINX  YPOBHEH

SHTEPOCOOOMIIBHOTO MOKPBITHS. Pe3ybTaThl pacTBOPEHUS MPENCTaBIEHb! HIKE B Tabmuie 9.
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Tabnuua 9: Pe3ynbraThl HCIIBITAHUS HA PACTBOPEHHE

Hammenosanue o6pasia Cpennee 3nauenue (% BbICBOOOKICHUS JIEKAPCTBEHHOTO
CPEICTBA)
Bpewmst (MuH) 120 135 150 165 195
Cpena pH1,0 | pH6,8 | pH6,8 | pH 6,8 pH 6,8
TabJETKH ¢
SHTEPOCOTIOOUITBHBIM 00 67 80.5 87 90
nokpbitueM 8% mac./Mac.
TabJETKH ¢
SHTEPOCOOOMIbHBIM 00 26 82 89 HE OIPENETIEHO
nokpbitueM 10% mac./mac.
TabJETKH ¢
SHTEPOCOTIOOUITBHBIM 00 27 83 90 92
nokpbituem 12% mac./mac.

Tabnerku ¢ HHTEPOCONOOMIBHBIM TTOKPBITHEM OCTaBAJHCh B HEU3MEHEHHOM COCTOSTHUU
B kucnoil cpeme uyepe3 120 wmuHyr. Tabmetku ¢ 3HTEPOCOMIOOMIBHBIM TOKPBITHEM
MPOJEMOHCTPUPOBAIN YAOBJIETBOPUTEIBHYIO YCTONYUBOCTh K JEHCTBHUIO KEIYAOYHOIO COKa U
COOTBETCTBOBAJIM TMPEIJIOKEHHbIM MPEABAPUTENbHEIM TpeboBaHMsIM He Oonee dem 75%
BBICBOOOXKIEHUS 32 45 MUHYT Uil JO3UPOBAHHBIX (POPM € SHTEPOCOTIOOUIBHBIM MOKPHITHEM.

Ha ocHoBaHuM pe3ysnbTaTOB HCHBITAHUS HA PacTBOpeHHe ObUIO OOHapykeHo, 4to 12%
Mac./Mac. sIBJISTIOCh ONTHMAaJIbHBIM IPHPOCTOM MAaCChl TIOKPBITHSL.

IIpumep peuentypsr 1.3

Teepayro dapmaneTudeckyro kommnosunmio (P31), comeprkamyro MeTaapCeHUT HATpPUs
(SMA) B kauectBe aktmBHOrO (papmanesrudeckoro uHrpeauenta (API), usroraBnmBamu ¢
HCTIOJIb30BAHUEM CIIOC00a, OMMMCAHHOTO BBIIIE B MPUMEPE U3TOTOBJICHUS 1.

Kommnoznnmto wm3roraBnmmBaimu B kojuuectBe 500 1. OOpasupl Uit WCTBITAHUS
OIHOPOAHOCTH cMecu oTOupanu depe3 10, 15 u 20 MUHYT OCHOBHOTO BPEMEHH CMEIIUBAHUSL.
Cmech mpeccoBanu ¢ 0Opa3oBaHUEM TBEPIOW CEPALEBUHBI TAOJETKH, U 3aTE€M Ha TBEPAYIO
cepAneBUHY TabIeTKN HaHOCHIM MOKpbiTHe. Mcnonp3oBanu L-ruapoxcunponuiuesumtoiosy (L-
HPC;, HHu3KO03aMeIeHHY0 TUAPOKCUNIPOMIeonosy wMapku LH-B1), mockosibpky oHa
NEHCTBYET B KaueCTBE CBS3BIBAIOLIErO BemecTBa W paspbixyurens. llockompky L-HPC
HEPaCTBOPUMA B BOJIE, OKUAANIOCH, YTO 3TO OOECTICYHT MOJYIEHHE TBEPABIX TaOIETOK.

B Tabmmue 10 Hke mpencraBieHa KOMITO3ULMSL TBEPAOW CEpALIEBHUHBI TaONETKH,

comepxameii 2,50 Mr MerTaapceHnTa HaTpHs (10 CTAANU HAHECEHUSI TIOKPBITHS).
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Tabnuua 10: Kommno3umms tBepaoii cepaueBunbl Tadnerkn P31

Marepuan OyHKIHs mr/rabnerka | % mac./mac.
MertaapceHUuT HaTpus API 2,50 1,67
JIByxOCHOBHBIH (ochar kambius HAIOJHUTENb 37,50 25,00
0e3BOHBIMN, MOPOIIOK (MOPOIIOK A-
Comprez)
JIByxOCHOBHBIH (ochar kambius HAIOJHUTENb 80,75 53,83
6e3BonHbIH, rpanyisl (Fujicalin)
L-runpokcunponuinesuioiosa (Mapka CBSI3BIBAIOIIEE 22,50 15,00
LH-B1) BELIECTBO,
Pa3pPhIXJIUTEND

Hatpus kpaxmana raukosst (Explotab) Cyneppa3pbIXJIUTeNb 4,50 3,00
Komnounnsiii auokcun kpemaus (Aerosil  [CKob3siliee BEMECTBO 0,75 0,50
200)
Creapungymapar Hatpus (PRUV) CMa3bIBArOIIEE 1,50 1,00

BEIIECTBO
Bcero 150,00 100,00

Ilocne craguu cMmemIMBaHUsA MOPOLIKOBAash CMeChb MNPOAEMOHCTPHUPOBAIA XOPOLIHE
CBOHCTBA TEKy4YeCTH, Ha 4TO Yyka3biBaeT uHaekc Kappa (23,68%). IloporikoBas cmech H0
MIPECCOBAHUs UMeNIa CIEeYIOLINE CBONCTBA:

* TIJIOTHOCTh B Pa3phbIXIEHHOM cocTosHuM: 0,58 r/cm’,

* HACBITIHAS [IOTHOCTh MOCHe yrnoTHeHus: 0,76 r/cm’,

» unaekc Kappa: 23,68%,

 oTHOWEeHue XaycHepa: 1,31,

* YIOJI €CTECTBEHHOTO OTKOCca: 27,96°.

OO0pa3upl As1 UCMIBITAHUS HA OJHOPOAHOCTb CMECH OTOHMpasid IMOC/Ee CMEUIMBAHUS B
teueHue 10, 15 m 20 MUHYT OCHOBHOrO BpeMmMeHU cmemnBaHusA. Kommosunus nokasana
XOPOUIYIO TOMOT€HHOCTb IPH BPEMEHU CMEINNBaHUs 20 MUHYT.

IIpeccoBaHue BBIMONHSUIA HA OJHONMYAaHCOHHOM TaOneTo4HOM mpecce Manesty F3 ¢
ucnojbp3zoBanueM ocHacTku NCCP 6,5 mm. Cpeansisi TBEpAOCTb TBEPAOH CEPALICBUHBI COCTABMIIA
104,3 H, cpennsisi TommuuHa cocraBmia 3,52 mm, ucrupaemocTb coctaBuia 0,23% u Bpewmst
pacnagaemMocTu coctaBuio 30 cekyH.

Macca TBepOpIX CEpALEBHH OblIa TOCTOSHHOW Ha TMPOTSDKEHUH BCEro LIUKJIA
NPeCCOBaHUs, M ObUIM H3TOTOBJIGHBl TNOAXOISINNE TBEPAbIE CEPALEBUHbL. BusyanbHOU
cerperanu He HaOmonanock. O6pasusl (10 TBEpABIX CEPALIEBUH B IBYX MOBTOPAx) coOMpasy B
Hayaje, CepelrHe M KOHIE LIMKJIA MPEeCCOBAHMS U OTHPABJISUIM HA HCHBITAHUE OJHOPOAHOCTH
COCTaBa.

ITocne craguy MpeccOBaHUS TBEPAYIO CEPALICBUHY TaONETKU MOKPBHIBAIN TOJIUMEPHOM

cucreMoil sHTepocomoOmnbHoro mokpeiTus Acryl-EZE I White (493Z180022), koTtopyro
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W3rOTAaBIMBAJIM, KAaK ONMCAHO B MpuUMepe M3roToBiieHus 1, u oOpasuel coOupanu mnocnie
npupocta Maccel Ha 8, 10 u 12% mac./mac.. [TapameTpbl HAHECEHUST IOKPBITHS TIOKA3aHbI HUXKE B

Tabmmne 11.

Tabmuua 11. [TapameTpbl HAHECEHUS TTOKPBITUS

VcranoBka AJis HAHECCHUS MMOKPBITHUA

Thai Coater

TemnepaTtypa Ha BXOze 81 -90°C
Temnepatypa Ha BbIXOJE 50°C
Ckopoctb Bpatenus bapadbana 18 06/mum crinxero sio 16
006/MuH
HauanbHast CKOPOCTh pacbUICHHS 7 r/mMuH
Cxopoctb pacnbuieHus yepe3 30 MUH 11 r/mMuH
Temneparypa cios 35°C

3aclIoHKH BXOOHOI'O U BBIXOOHOT'O OTBCPCTUA

Ob6e B cepenuHe

Paccrosiaue MECXKAY MUCTOJETOM-PACIIBUIUTECIIEM U CJIOEM

5 cm (Ileperopoaku He

BUJTHBI)
CxopocTh Hacoca 05
KunxoctHas gopcyHka (Mm) 1,2 mm

I[aBJ'IeHI/Ie BO3YIIHOT'O IMTOTOKA

10 ¢pynTt/moiim?

I[aBJ'IeHI/Ie BO3ayXa MUCTOJICTA-PACTIBIIINTECIA

20 ¢pyHT/moiim’

Macca HanosHUTENS (T) 3000 T
Macca akTUBHBIX TabJeTOK (T) 260r
Macca cnost Tabnetok (T) 3260 r
ITepBonavanpHast Macca 20 Tabnerok (T) 2,995
IleneBoit % w/w nokpeiThs TabJIETOK 8%
Ienesoii npupoct Maccsl 1ist 8% mokpsITHs (T) 3,235
KonmnuecTBo pacnplisieMOii TUCTIEPCHH IS AOCTIKEHHS 1900 T
npupocTa Maccel Ha 8% (T)
Macca 20 Tabnerok nocye npupocta Maccel Ha 8% (T) 3231r
Ienesoit % w/w mokpwiTHs TabOJIETOK 10%
Ienesoti nmpupoct mMaccsl st 10% nokpeitusi (1) 3,295
KonmnuecTBo pacnplisieMOii TUCTIEPCHH IS AOCTIKEHHS
2400 r
npupocta Maccel Ha 10% (1)
Macca 20 Tabnerok nocye npupocra maccol Ha 10% (1) 3,282
Ienesoit % w/w mokpwiTHs TabOJIETOK 12%
Ienesoti mpupoct Maccsl st 12% nokpeitusi (1) 3,354 r
KonmnuecTBo pacnplisieMOii TUCTIEPCHH IS AOCTIKEHHS
2900 r
npupocTa Maccel Ha 12% (1)
Macca 20 Tabnerok nocyie npupocra Maccol Ha 12% (1) 3,362 r

Tabnerku ¢ 3HTEPOCONOOMIBHBIM MOKPBITHEM C IPUPOCTOM Maccel Ha 8%, 10% u 12%
Mac./Mac. IOABEPraid UCTIBITAHUIO Ha pacTBOpeHue (500 Mut cpenbl sl paCTBOPEHHSI, CKOPOCTh

BpawieHust  Jomactedd 75  o0/MHMH) AN OmpeneNeHusl  MOOXOMALINX  YPOBHEH

SHTEPOCOFOOMIIBHOTO MOKPBITHS. Pe3ybTaTsl pacTBOPEHUsS MPENCTaBIIEHb! HIDKE B Tabmume 12.
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Tabnuua 12: Pe3ynbTaTsl HCTIBITAHUS HA PACTBOPEHUE

Hammenosanue o6pasia Cpennee 3naueHue (% BHICBOOOKACHHUS JIEKAPCTBEHHOTO
CPEICTBA)
Bpewmst (MuH) 120 135 150 165 195
Cpena pH1,0 | pH6,8 | pH6,8 | pH 6,8 pH 6,8
TabJETKH ¢
SHTEPOCOOOMIbHBIM 19,6 0* 0* 0* 0*
nokpbitueM 8% mac./Mac.
TabJETKH ¢
SHTEPOCOOOMIbHBIM 00 55 74 86 HE OIPENETIEHO
nokpbitueM 10% mac./mac.
TabJETKH ¢
SHTEPOCOTIOOUITBHBIM 00 67 81 88 91
nokpbituem 12% mac./mac.

* Bce Tabnerku paspyiieHbl KucioTod. 0% JeKapCTBEHHOTO CPEACTBAa PacTBOPSUIOCH B
cpene ¢ pH 6,8, mockoibKy paspymeHHble TaOjneTku OyayT NMPHBOIWTH K JAerpagalliu Ha
KHUCJIOTHOH cTajguu u, cienoBateibHO, APl He Obu1 0OHapy:keH Ha ctaguu Oydepa.

Tabnerku ¢ HHTEPOCONOOMIBHBIM MOKPBITHEM C MPUPOCTOM Macchl Ha 8% He MpouuH
UCTIBITAHUE HA YCTOMYMBOCTb K KHCJIOTE. TalneTku ¢ 3HTEPOCONMOOMIBHBIM TOKPBITHEM C
npupocToM Macchl Ha 10% u TabneTku ¢ SHTEPOCOMOOMIBHBIM MOKPBITHEM C MPHPOCTOM MACChI
Ha 12% npoaeMOHCTPUPOBAIHN YAOBJIETBOPUTENBHYIO YCTONYMBOCTD K IEHCTBUIO XKENYJOUYHOIO
COKa M COOTBETCTBOBAIN MNPEJIOKEHHBIM MPEIBAPUTEIBHBIM TEXHUYECKUM YCJIOBUSIM
BBICBOOOXKIeHHs] HE MeHee 75% 3a 45 MUHYT AJIs1 JO3UPOBAHHBIX (OPM C SHTEPOCOTOOMIBHBIM
MOKPBITHEM.

Ha ocHOBaHNM MOJy4EHHBIX PE3yJIBTATOB MO PACTBOPEHUIO ObLIO 0OHApykeHo, uTo 12%
Mac./Mac. sIBJISIETCSI ONTUMAJIBHBIM YBEITMUEHUEM MACChl IOKPBITHS.

IIpumep peuentypsr 1.4

Teepayro dapmanesTudeckyro kommnosumto (P66), comeprkainyro MeTaapCeHUT HATpUs
(SMA) B kauectBe aktmBHOrOo (papmanesrudeckoro uHrpeauenta (API), msroraBnmBanu ¢
HCTIOJIB30BaHUEM CIIOC00a, OMMMCAHHOTO BBIIIE B IPUMEPE U3TOTOBIECHNUS 1.

Kommnozunmto umsrotasnuBaimu B konumdectBe 700 1. OOpasubl Uil UCHBITAHHUS HA
OJTHOPOIHOCTb CMECH M O0pasubl Al UCIBITAHUS HAa OJHOPOAHOCTH COCTaBa OTOHMpaNd IS
OLIEHKM TOMOT€HHOCTH IOCJI€ OCHOBHOTO BPEMEHHU cMelnBaHus 20 MUHYT.

B Tabmmue 13 Hmke mnpencraBieHa KOMIIO3ULUS TBEPAOW CEpPALICBUHBI TaOJETKH,

comepxaieii 2,53 Mr MeraapceHnTa HaTpus (A0 CTAANN HAHECEHUSI TIOKPBITHS).
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Tabmuua 13: Kommnosumms TBepaoii cepaueBuHbl TadieTku P66

Marepuan OyHKIHs mr/rabaerka | % mac./mac.
MertaapceHUuT HaTpus API 2,53 1,69
JIByxOCHOBHBIH (ochar kambius HAIOJHUTENb 71,55 47,70
Oe3BonHbIN (MenkHe rpanyisl A-Comprez)
YacTU4HO NpekeaaTUHU3UPOBAHHBIN CBS3BIBAIOIIEE 67,67 45,11
kpaxmai (Starch 1500) BELIECTBO,
Pa3pBIXJIUTEND,
HAIIOJHUTENb
Hatpus kpaxmana raukosst (Explotab) Cyneppa3pbIXJIUTeNb 6,00 4,00
Konnounnsiii auiokcu kpemaus (Aerosil — |CKOJb3sIIee BEIEeCTBO 0,75 0,50
200)
Creapungymapar Hatpus (PRUV) CMa3bIBArOIIEE 1,50 1,00
BEIIECTBO
Bcero 150,00 100,00

Ilocne cragum cmemuBaHUS MOPOIIKOBas CMeECh IPOAEMOHCTPHpOBAia XOpOllHe
CBOMCTBA TEKy4eCTH, Ha 4YTO yka3biBaeT uHAekc Kappa (25,74%). TlopomkoBas cMmech OO
MIPECCOBAHUs UMeNIa CIEYIOLINE CBONCTBA:

* IIJIOTHOCTh B Pa3phbIXIeHHOM cocTosHu: 0,75 r/cm’,

* HACBITIHAS [IOTHOCTH Hocne yrnoTHenus: 1,01 r/em’,

» unaekc Kappa: 25,74%,

 oTHOLIEHUe XaycHepa: 1,35.

IlopomkoBasi cMech OYE€Hb XOPOIIO MPECCOBAlach, U BO BPEMsl OJKCIEPUMEHTA HeE
HaOMIOAIOCh W3MEHEHHMsT MAacChl W/WIM BHM3YaJIbHOW cerperaumu. JloCTUTaianch BBICOKAs
TBeprOCTh TBepnoil cepaueBunsl (87,4 H) m Huskas wucrupaemocts (0,11%), u Bpems
pacniagaemoctd (2 MUHYTBHI 52 CeKyHbI) OBLJIO OTHOCHTENBbHO ObICTpbIM. CpemHsisi TOJNIIMHA
TBEPJIOrO sApa cocTaBuia 3,60 MM.

OO6pa3upl 1Is1 UCTIBITAHUS HA OJHOPOJHOCTH CMECH OTOMpaNIM TOCTEe CMELIMBAHHS B
TeueHre 20 MUHYT, 1 00pa3Ibl UIs UCTIBITAHUS Ha OJHOPOIHOCTH COCTaBa cOOMpai B Havaie,
cepeuHe W KOHIe LUKJIa INpeccoBaHus. Pe3ynbTaThl MCNBITAHMS HAa OJHOPOAHOCTH CMECU
MOKa3aJdu IMPEBOCXOAHYK) TOMOT€HHOCTb CO 3HAYEHHEM OTHOCUTEIBHOIO CTaHAAPTHOIO
orksiorenus (RSD) 2,1. Pe3ynbraTel HCIIBITAHHSI HA OHOPOIHOCTD COCTaBa TBEPABIX CEPALICBUH
Ha TMPOTSDKEHUH BCErO LMKJIA MPECCOBaHMS (HA4Yalo, cepenuHa W KOHEL[) MOKa3ald XOPOLIYIO
TOMOT€HHOCTb, TIOCKOJIbKY ObLIO JOCTUTHYTO MaKCHUMAaJIbHOE mpuemiieMoe 3HaueHne (AV) <6,3
(3Hauenue AV <15 sBiseTCS MIPUEMIIEMbIM).

ITocne cragum MpeccOBaHUSI TBEPAYIO CEPALEBHUHY TaONETKU MOKPBHIBAIU TOJIUMEPHOM
cucTeMoi anst sHTepocomoOmnbHoro nokpeitust Acryl-EZE II White (4932180022), koTopytro

HU3TOTaBJIMBAJIM, KaK ONHUCAHO B MPUMEPEC HU3TOTOBJICHUA 1. HapaMeprl HAHECCHUA TOKPBITUA



48

IIOKa3aHbI HUKE B Ta6m/1ue 14.

Tabmuua 14: TTapameTpbl HAHECEHUS TOKPBITHS

ITapamerp Pesynbrar
YcTaHOBKA AJIl HAHECEHUsI TIOKPBITHS 15” Thai Coater
Temnepartypa Ha BXoze 90 - 110°C
TemnepaTtypa Ha BbIXOZE ~50°C
CkopocTtb BpameHus OapadbaHa 16 06/mMuH
HauvanbpHass CKOPOCTD pacrbUIeHUs 10-11 r/muH
Temnepatypa ciost ~35°C

3aclIoHKH BXOOHOI'O U BBIXOOHOT'O OTBCPCTUA

Ob6e B cepenuHe

Paccrosiaue MECXKAY MUCTOJETOM-PACIIBUIUTECIIEM U CJIOEM

5 cm (Ileperopoaku He
BUJTHBI)

KunxoctHas gopcyHka (Mm)

1,2 mMm

I[aBJ'IeHI/Ie BO3AYIIHOI'O ITOTOKA

20 QynT/mroiim’

I[aBJ'IeHI/Ie BO3yXa MUCTOJICTA-PACIBIIINTECIIA

10 ¢pynTt/moiim?

Macca HanoygHuTens (T) 2600 r

Macca akTuBHBIX TabJIeToK (T) 350
Macca cnost Tabnetok (T) 29500 r
ITepBonavanpHast Macca 20 Tabnerox (T) 3,010r
IleneBoe yBenuyenne maccol 1yt 12% nokpeitus (1) 3371 r

3,380 1 (12,2%

Macca 20 TabneTox nocnie yseanueHust Maccel Ha 12% (T)
YBEJIINYEHHE MACCHI)

Tabnerka ¢ 3HTEPOCOMOOMIBHBIM TOKPBITHEM TIOKa3aja MpHEMJIEeMbIH Npoduib
pactBopenusi (cpema 500 mui, ckopocth BpamieHus jomactedi 100 o6/mun). Uepes 120 MunHyT
KOMITO3UIIUST OCTaBasiach Oe3 usMeHenuii B kucjol cpene (pH 1,0) ¢ BeicBoOO:kneHuem 0% APIL
Uepes 135 munyt npu pH 6,8 npoucxoamuno Beicoboxknenune 21% APIL Uepes 150 MunyT mipu
pH 6,8 mpoucxonuno BeicBobokaeHne 86% APIL. Uepes 165 munyr npu pH 6,8 npoucxonmio
BbIcBOOOXKIeHHe 96% APIL. Uepes 195 munyt npu pH 6,8 npoucxoamno BeicBoOoxkneHuE 98%
APL

Tabnerka c SHTEPOCOTIOONITBHBIM MOKPBITHEM MPOJAEMOHCTPUPOBAIA
YAOBJIETBOPUTENIBHYIO YCTOWYUBOCTb K JEHCTBUID >KEJIYAOYHOIO COKa M COOTBETCTBOBAJA
NPEIIOKEHHBIM TPeOOBAaHUSM BBICBOOOXKIEHHSI HE MeHee 75% 3a 45 MUHYT JUIst TO3UPOBAHHBIX
(hOpM ¢ FHTEPOCOTIOOMITBHBIM MTOKPBITHEM.

IIpumep usrotosienus 2

B Tabnume 15 Huke mnpencTaBieHa KOMIO3ULMS TaOJETKH C HHTEPOCOFOOMIBHBIM
MOKPBITHEM, cozepxaied 2,5 Mr MeTaapceHHWTa HaTpus B  KA4eCTBE AKTHUBHOIO
dapmanestuueckoro uHrpennenta (API). Tabnerku ¢ 3HTEPOCONIOOMIBHBIM TOKPBITHEM

HU3roTaBJIUuBaJIN C UCITOJIB30BAHHUEM cnoco6a, OIMMCAHHOT'O HUXKE.
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Tabmuna 15: Kommosuiust TabieTku ¢ 3HTEPOCOTIOOMIBHBIM MOKPBITUEM TIO TPUMEPY

U3TOTOBJIEHUS 2

Marepuainsl OyHKIUSA Mr/TabneTka % Mmac./mac.
MertaapceHuT HaTpus
(SMA) API 2,50 1,67
JIByXOCHOBHBIN
docdar KaJlbLus pa3baBuUTEND, 37.50 25.00
oe3poaubiii, USP HAIOJIHUTE b
(opo1oK)
CunukaTuzupoBaHHas
MHKPOKPHCTAJNINYECKA HATIOIIHITCIIE,

MIPECCYEMBIi 107,00 71,33
st nejutrosio3a (Prosolv A3 GARITENE
HD90) P .
Harpusa xpaxmana
rikonsT (Explotab) CYIIEePPaxXpBIXIUTEND 1,50 1,00
KomnongHbil muokcun
kpemsna (Cab-o-sil) CKOJIB3s1IEE BELECTBO 0,75 0,50
Creapungymapar CMa3bIBaIOIIEe 0.75 0.50
Hatpusi (PRUV) BELIECTBO

Bcero — cepauesuna: 150,00 100
[Tonumep
SHTEPOCOTIOOUITHBHOTO DHTEPOCOTIOOUITIbHOE 16.50
nokpbitust Acryl-EZE MIOKPBITUE ’
Green (93011863)
Bcero — B Buae TabNETKH ¢ IOKPBITHEM: 166,50

B nemom, kak mnonmpoOHO ommcaHO Hwke, MeraapceHHT Hatpua («SMA») u
BCIIOMOTATEJIbHBIE BEIECTBA CMEIINBAIM BMECTE (IBYXCTAIUIHBIN MPOLIECC CMEIINBAaHUS Oe3
UCTIOJIb30BAHUST BOJABI WIJIM PAacTBOPUTENsA) € OOpa3OBaHHMEM MOPOIIKOBOH CMeECH. 3aTeM
MOPOIIKOBYE) CMECh MPECCOBAIH, YTOOBI C(HOPMHUPOBATH TBEPAYIO CEPIALIEBUHY TaOJIeTKu. 3aTeM
Ha TBEPAYIO CEPALEBUHY TaONIETKU HAHOCHIIN SHTEPOCOTIOONIBHOE IOKPBITHE.

CwmelnnBanue

JUis  cMeIMBaHUS ~HMHIPEAMEHTOB  HCIOJb30BAIM ONHCAHHBIA HWXKE MpPOIecC
CMEIINBAHUSL.

APl u ppyrue MHrpeOUEeHTBbI ISl KOMIO3HLMK OTMEPSUTH W B3BeIIWBAIU. [IOCKONBKY
koHIeHTpauusi APl Obita oueHb HU3KOH, MCIIONBb30BAIN IBYXCTAJUIHBIN MTPOLECC CMELIMBAHUS
(c ucnonb3oBanueM «rmpemukca API» M «OCHOBHOrO MHKCa») ISl AOCTHIKEHHUS YIyYIIEHUS

OJAHOPOAHOCTHU CMECH.
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API nponyckanu uepe3 cuto 106 MKM (BpeMsl MPOCEMBAHUS COCTABILUIO MPUMEPHO 5-8
MUHYT).

Yacte naByxocHOBHOro ¢ocdara kampumst nodaemsii kK  mpocessHHomy APL u
MOJIyYEHHYIO CMeCh NepeMelnBaiy B TeueHue 30 MUHYT ¢ nojyueHueM «npemukca APDy.

3arem npemukc API cmermmBamy ¢ OCTaBIIMMCS JBYXOCHOBHBIM (ocaToM KajabLus H
APYTUMH  BCIIOMOTATEJIbHBIMH BELIECTBAMH (CHIIMKATU3UPOBAHHAS MUKPOKPUCTAIUINYECKAS
LEJUTI0JI03a, HATPUSl Kpaxmaja TIUKOJISAT, KOJUIOMAHBINA TUOKCHI KPEMHHs U creapuidymapar
HATPUs) C TOJYYEHHEM «OCHOBHOrO MHKCa». OCHOBHOH MHKC IEPEMEIIMBAIN C TMOMOIIBIO
CTEpPIKHA-YCUJINTENS B TeUeHHEe 4 MUHYT C MOJy4eHHEM MOPOLIKOBOI CMeCH.

IIpeccoBanue

ITopomkoByro cMech mpeccoBanu Ha Tabneroynoidt mammHe Key International tablet
machine ¢ ucrnonab3oBanueM ocHacTku 0,25 mroiiMa f0 meneBoi Macchl TabneTku 150 mr = 5%
(mnanazon 142,5 - 157,5 mr). TBepapie CepALICBUHBI OUUINATH OT MBLIH.

KoneuHbie TBepble CEpILIEBUHBI HE TIOKa3aIH 3HaYUTeNbHOH uctupaemoctu (0,00%), u
TBepAOCTh coctapmia 156,9 H (16 krc).

DHTEPOCOMIOOUIBLHOE TOKPBITHUE

Jlucriepcrio 3HTEPOCOIOOMIBHOTO TIOKPBITHS C CONEPKAaHUEM TBEpAOro BemecTna 25%
Mac./Mac. M3rOTaBIMBAIN MyTeM AMCIEPTrHPOBaHHs HeBbICylIeHHOro mopomka Acryl EZE B
IeVOHU3UPOBaHHON Boze. Jlucmepcuro mepeMemnBaiu B TedeHHe oOkojio 30 MuHyT (1o
TOMOTEHHOTO COCTOSTHUSI).

Ha ounmmeHHble OT MbUIM TBEpAblE CEPALEBHHBI HAHOCHIM MyTeM pacrbuieHus (350
I/MUH) AWCIEPCUIO ¢ MPHUPOCTOM Macchl mpumepHo 10-12% wmac./mac. CkOpocTb BpaineHust
Oapabana cocraBisiia okoyo 6-8 o0/muH. TaOneTkn ¢ HAHECEHHBIM MOKPBITHEM CYLIWIN TIOCHE
HAHECEHMsI MOKPBITHUS.

Crnenyer mOHUMATh, YTO €CJIM B HACTOSIIEM JTOKYMEHTE JeJIaeTCsl CChUIKA HA KaKyrO-THO0
NyOJIMKALMIO TIPENIIECTBYIOMEr0 YPOBHS TEXHUKH, TaKas CChUIKA HE SIBISIETCS NPU3HAHUEM
TOTO, YTO 3Ta MyOJHMKAIMs SBJISETCS YacThiO OOINEN3BECTHBIX 3HAHMN B NAHHOH OONACTH, B
ABcTpanuu win Jiro0oi apyroi crpaHe.

B nocnenyromeli popMysie n300peTeHHs U B MPEAIIESCTBYOMIEM OIMUCAHUH H300pETEHMs,
3a UCKJIIOYEHHEM CITydaeB, KOrJa KOHTEKCT TPpeOyeT WHOTO 3a CYET SI3bIKOBOTO BBIPAYKEHUS HIIH
HEOOXOIMMOTO OCYIIECTBIICHHS, CIIOBO «COAEPIKaT» WJIM BapHALMH, TAKHE KAK COAECPIKHUTY MU
«CoAep Kalluil», HCIMONB3YETCs BO BKIIIOYAIOIIEM CMBbICHE, T.€. Ul YKa3aHUsl MPUCYTCTBUS
YKa3aHHBIX MPU3HAKOB, HO 0€3 UCKIIFOUEHHS TPUCYTCTBUS I OOABJIEHUS IPYTUX MIPU3HAKOB B

Pa3JIMYHBIX BaprUaHTaX OCYLICCTBJICHUSA I/1306peTeHI/I$I.
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DOOPMYJIA U30OBPETEHUA

1. dapmaneBTU4eCKas KOMIIO3UIIMS, MONXOINasl IJisl MepOpPajbHOTO BBEICHUS,
conep:Karasi:

(a) TBepAyIO CepALICBUHY, CONEPIKAIY0 METAAPCEHUT HATPHS WJTH METAAPCEHUT KaJlus U
cnenyromue GhapMareBTHUECKH MPUEMIIEMbIE BCIIOMOTATeNIbHbIC BEIECTBA!

1) HAMOJIHUTENb WK pa3daBUTENb B JUara3oHe OT okoio 5% mo 95%
Mac./mac.;

(1)  paspeIxsuTens B AuanasoHe ot okono 10% no 90% mac./mac.;

(1i1)  ckomp3slIee BEECTBO B AuanaszoHe ot okojo 0,1% no 5% mac./mac.;

(lv) cmaspiBarolee BemecTBO B auanazoHe or okono 0,1% mo 5%

Mac./mac.; u

(v) HeoOsI3aTeNIbHO CBS3bIBAIOIIIEE BElIeCTBO B quanazoHe ot 0 1o okojo 30%

Mac./mac.;

u

(b)  sHTEpocOMOOMIPHOE TIOKPBITHE, COAEPIKALIEE YHTEPOCOTIOOMITBHBIN MOTUMED;

npu 3TOM (papMaLeBTUUECKU MpHEeMJIeMble BCIIOMOTATEbHbIE BEINECTBA BHIOHMPAIOT
TaKUM 00pa3oM, YTOObI CBECTH K MUHUMYMY OKHCJIEHHE METaapCeHUTa IO METaapCceHaTa,

Ipy 3TOM MAacCOBO€ IMPOLIEHTHOE COAEpPIKaAHWE DSHTEPOCONIOOUIBHOIO TMOKPBITHS
COCTaBJISIET OT OKOJIO 6% Mac./mac. 10 okojio 20% Mac./Mac. Mo OTHOIIEHUIO K 0oOIel Macce
(apManeBTUYECKON KOMITO3HULIUU, U

MIPU 3TOM TOJIIIMHA TIOKPBITUS COCTABIIIET OT OKOJIO 6,5% m0 okono 15% OT ToNmuHbI
(bapManeBTUYECKON KOMITO3UILIUH.

2. ®apmaneBTUYECKass KOMIO3ULIMS MO M. 1, OTIHWYAKOIMIAsACAd TEM, YTO KOJUYECTBO
MeTaapCeHUTAa HATPUs WM METaapCEHUTA KaJlus B TBEPIOH CEpAIEBUHE COCTABISIET MPUMEPHO
0,1-5,0% mac./mMac. TBepaOi CEepLIEBUHBI.

3. @apmaleBTUYECKasA KOMITO3ULMSA 1O M. 1 WK 2, OTIMYA0LIAsAC TEM, YTO TBEepAas
CepIIEBUHA COAEPKUT METAAPCEHUT HATPUSL.

4. dapmarneBTU4eCKass KOMIO3UIMS O JIFOOOMY W3 mim. 1-3, OTIMYAroImascs Tem,
YTO HAMOJIHUTENb WJIM Pa30aBUTENb MPUCYTCTBYET B TBEPAOH cepaueBuHe (apMaleBTHIECKOU
KOMITO3ULIMH B KosindecTBe OT okosio 10% no 90% mac./mac. TBepaoi CepALIeBUHBL

5. dapmaneBTU4IeCKass KOMIO3UIMS O JIIOOOMY W3 mil. 1-4, OTINYAroImascs TeMm,
YTO HAIMOJHHUTENb WIN pa30aBUTENb BBIOPaH M3 O€3BOAHOIO IBYXOCHOBHOTO (pocdaTta Kajmbums,
YACTHYHO TPEKENTATUHU3UPOBAHHOTO Kpaxmalia, CHINKATH3UPOBAHHOW MHUKPOKPUCTAITHIECKON
LEJUTFOJIO3bI, MUKPOKPHUCTAJUTMYECKON LEJUTIONO3bl, OUTHApaTa Cyjiabdara KajbIus, JaKTO3bI,

runpodocdara Kambiusi, kapOoHaTa Kanmblusi, kapOoHata HaTpus, ¢ocdara kambuus, (ocdara
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HATPHs WIA UX CMECH.

6. @apmaneBTUYECKass KOMIO3ZULMS MO M. 5, OTIIMYAOINAsACA TEM, YTO HAMOJHUTEIb
WM pa30aBUTENb MPENCTaBIsAeT cOO0I Oe3BOMHBIN ABYXOCHOBHBIN (ocdar Kanbpuus, YaCTHIHO
MpeXXETAaTUHU3UPOBAHHBIN KpaxMaJs WU UX CMECh.

7. dapmarneBTHYeCKas KOMIO3UIMS IO JIFOOOMY U3 mil. 1-0, OTIMYAI0OImascs TeMm,
YTO Pa3phIXJIUTENb MPUCYTCTBYET B TBEPAOW CepAleBHHE (papMaleBTHUYECKOW KOMITO3UIUH B
konuuecTBe oT okoso 10% no 50% mac./mac. TBepAOH cepALIEeBUHBI.

8. dapmarneBTU4eCKass KOMIO3UIMS O JIFOOOMY W3 mIl. 1-7, OTIMYAIOIAsCS TeM,
4TO Pa3pBIXJIUTEND BbIOpaH u3 L-runpoxcunpOonuinesuitoa03sl, YAaCTUYHO
MPeXEeTATUHU3UPOBAHHOTO Kpaxmalia, KPOCIOBUIOHA, KapTOopeIbHOro Kpaxmaa, KyKypy3HOro
KpaxMaJia, HaTpusl KpaxmaJia MIMKOJISTA U aJIblTMHOBOM KUCJIOTHI.

9. dapmareBTUIECKasi KOMIO3ULUSA 10 1. 8, OTJIMYAIOIIASACS TEM, YTO Pa3pbIXJIUTEIb
npeacrasisier  co0oil  L-rHapOKCUNpPONMIILEIUTION03y, YaCTUYHO MpeKeTaTHHU3UPOBAHHBIN
KpaxmaJi, HaTpusl Kpaxmasia TJIMKOJISIT WM CMeCh ABYX HIH OOJiee U3 HUX.

10. dapmanieBTHUECKasT KOMIO3ULHS MO JIOOOMY M3 mm. 1-9, oTiaMyaromasics Te,
YTO CKOJIb3siIee BELIECTBO TMPUCYTCTBYET B TBEPIOH CepALEeBHHE (apMaleBTHYECKOU
KOMITIO3HULIH B KoJirmdecTse oT 0koJ1o 0,3% no 4,0% mac./mac. TBepAOH CepaLeBUHBI.

11. dapmalnieBTHYECKass KOMITO3ULMS 1O JiroOoMmy m3 M. 1-10, OTaUYaromascs Tem,
YTO CKOJIb3SIIIIEee BEMECTBO BHIOPAHO U3 KOJJIOUAHOTO TUOKCHIA KPEMHHUS U TaJIbKa.

12. ®apmaneBTUYECKass KOMIO3ULMS 1O M. 11, oTIMyYaromascs TeM, 4To CKOJIb3sIee
BEIIECTBO MPENCTaBISIET COOON KOJJIOUTHBINA TUOKCHI KPEMHHUSI.

13. dapmalnieBTUYECKass KOMITO3ULIUS MO JIFoOOMy u3 M. 1-12, OTJaMYaromascs Tem,
YTO CMa3bIBAKOIEe BEINEeCTBO MPHCYTCTBYET B TBEPAOH cepaueBuHe (apManeBTHIEeCKON
KOMITO3ULIUH B KoJtmdecTBe oT 0koJjio 0,3% no 4,0% mac./mac. TBepaoi cepLeBUHBI.

14. dapmarieBTHYECKass KOMIO3HUIUS O Jr0OoMy u3 min. 1-13, oTnuvarommascs tem,
YTO CMAasbIBAIOIIEe BEIIECTBO BBIOpaHO W3 creapridymapara HaTpus, CTeapaTa MarHus,
CT€apUHOBOM KHUCJIOTHI, TaIbKa U TUOKCUA KPEMHUSL.

15. @apMalleBTHUECKAsi KOMMO3ULMS MO 1. 14, oOTauyaromascs TeM, 4YTO
CMa3bIBAIOIIEe BEIEeCTBO MPEACTABIISIET COOOU cTeapuiipyMapaT HaTPUsI.

16. dapmarneBTHyecKasi KOMIIO3ULHsST 1O Jirobomy u3 mm. 1-15, momojgHHUTENBHO
coneprKalasi CBSI3bIBAIOIIEE BEIIECTBO B KOJMYECTBE OT Okojo 1% mo 30% mac./mac. TBepaoi
CEepIUEBUHBbI, TIPU 5TOM CBSI3bIBAIOINEE BEIIECTBO BBHIOPAHO W3 CHJIMKATUPOBAHHOMN
MHUKPOKPUCTAUIMYECKON  LEJUIIOJIO3b], MHUKPOKPUCTAJUIMUYECKONW  LEJUIFOJIO3bl,  YaCTUYHO
MPEKEJATHHU3UPOBAHHOTO  Kpaxmaja, L-THAPOKCHUNPONMUINEIUTIONO3bI  (HU3KO3aMeeHHON

FI/II[pOKCI/IHpOHI/IHLIeHJIIOHOSBI), TUAPOKCUTIPOMUAILEIITOIO3bI, KOINOBHUAOHA
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(TTONMMBUHUIITUPPOIINIOHA), NPEKENATUHU3UPOBAHHOIO KyKyPy3HOIO Kpaxmala,

TUAPOKCUITPONUIMETUIILICIUTIONO3bI, KpaxMaja, apaBUHCKON KaMeau, KYKypy3HOro Kpaxmalja U

JKeJIaTUHA.
17. @apmaneBTUYECKass KOMIIO3MLMA 0O I 16, OTIMYAKOIAascs TeM, YTO
CBSI3BIBAIOIICE BELLECTBO MPEACTABIIAECT coboit L-runpoxcunponuinesuironosy

(HM3KO3aMEIIEHHYI0  TUAPOKCHIPOMMILEIUIION03Y), CMeCh L-THapOKCUIPONUIIEIUTION03bI
(HM3KO3aMEIIeHHOW  THUAPOKCHUIIPOMMILEIUIFONIO3bI) Y THAPOKCHUIIPONMMILENIION03bl  HIIN
YaCTUYHO MPEXKENATUHU3UPOBAHHBIA KpaxMall.

18. dapmaneBTHUECKass KOMIIO3UIMA 10 mobomy m3 nm. 1-17, ornuyaroimascs tem,
YTO SHTEPOCONIOOMIIBHOE TMOKPBITHE O0ECHeunBaeT NMPHUPOCT Macchl okono 7-17% wmac./mac.
TBEPAOU CEpALICBUHBI.

19. dapmarieBTHUECKasT KOMIIO3HLMS 1O roOoMy u3 mm. 1-18, ornmyaromiascs tem,
YTO MOJIMMEP SHTEPOCOTIOOMIBHOTO TOKPBITHS BBIOPAH U3 COMOJIMMEPOB aKPUIIOBBIX KHUCIOT H
UX CJIOXHBIX 3()UPOB MM METAKPWIOBBIX KHCIOT MM MX CJIOXHBIX 3(QHUPOB, MOIUCOPOATOB,
MIOJIMMEPOB arerat-ranar LeJUTIOJIO3BI, MIOJIMMEPOB ¢ranara
TUAPOKCUIIPOIMIMETUIILIEIUTIOJIO3b],  alleTaT-CyKIMHATa  TUAPOKCUIIPOIIMIMETUIILEIIIIONO3EI,
¢ranara NOJUBUHUIIALIETATA, TPUMEJIUTATa auerara LIEJITFOJIO3BI,
KapOOKCHMETHIIA THIILIEJUTIONIO3bI U LIEJITAKa.

20. PapmaneBTUYECKasi KOMIIO3ULMS MO M. 19, oTnnyaromascs TeM, 4TO IMOJNMED
SHTEPOCONIIOOMIBHOTO MOKPBITUSL NPEACTABIISIET COOOM COMOMUMEDP METAKPUJIOBOW KHUCJIOTHI H
stunakpunara (1:1).

21. dapmarneBTHYeCKass KOMITO3ULUS MO JiFoOoMy u3 M. 1-20, OTIMYAOIIAsCs TeM,
YTO TBEpPAAsi CEpALIEBUHA COACPIKUT METAaapCEHHUT HATpusi, Oe3BOAHBIN JBYXOCHOBHBIN (ocdar
KanbLys, L-ruapoxkcunponuinenroaosy, MApOKCUTIPONMIILEIIIIOI03Y, KOJJIOUAHBIA JTUOKCHL
KpPEeMHHS U cTeapuiiymMapaT HATpHs.

22. dapmaneBTHUECKass KOMITO3UIMA 10 JIobomy 3 mm. 1-20, OTiIHYaroIascs: Tem,
YTO TBEpAAs CEepALEBHHA CONEPKUT METAaPCEHUT HATPUs, TOPOIIOK Oe3BOJHOTO
IBYXOCHOBHOTO (ochaTa KaJbIHsl, YACTHYHO MPEKETATHHU3UPOBAHHBIN Kpaxmall, Oe3BOIHBIN
IBYXOCHOBHBIH (pocat KanbLus, HATPUS KpaxMalia TIIUKOJAT, KOJUIOMIHBIA TUOKCH KPEMHUS
u creapuiymapaTt HaTpHs.

23. dapmarneBTU4IeCKass KOMIIO3ULUS 1O JIEoOoMy m3 mil. 1-20, OTIHYAOIAscs TeM,
YTO TBepAas CEpIALEBHHA CONEPKUT METAAPCEHUT HATPUs, TMOPOLIOK OEe3BOIHOTrO
IBYXOCHOBHOTO (Qocdara kampims, Oe3BOAHBIN IBYXOCHOBHBIN (ocdar kamprmst, L-
TUAPOKCUNIPONWILICIIIFONIO3Y, HATPUsl Kpaxmasia INIMKOJIAT, KOJJIOWIHBIA JUOKCHI KPEMHUs U

cTeapmiymapar HaTpusl.
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24. dapmaneBTU4IecKass KOMIIO3ULUS 10 JIFoOoMy w3 M. 1-20, OTIMYAoIascs TeM,
YTO TBEpPAAsl CEPALIEBUHA COAEPIKUT METaapCeHHUT HATpusi, Oe3BOAHBIN JBYXOCHOBHBIN (ocdar
KaJbLUs, YaCTHYHO TMPEKENATHHU3UPOBAHHBIA KpaxMalsl, HATPUs Kpaxmaja [JIUKOJIAT,
KOJUTOUTHBIA JHOKCU/ KPEMHHS U CTeapuiipyMapaT HaTPHsL.

25. dapmaneBTHUECKass KOMITO3UIMA 1O robomy m3 mm. 1-20, oTnuyaroImascs Tem,
YTO TBEpPAAsl CEPALIEBUHA COAEPKUT METAapCEHUT HATpusi, O€3BOAHBIN JBYXOCHOBHBIN (ocdar
KaJbLUs, CHJIMKATU3UPOBAHHYI0 MHKPOKPHCTAINIMUECKYIO LEJIIONO3Yy, HATpHs Kpaxmana
TJIMKOJISIT, KOJIJIOWAHBIN TUOKCHUA KPEMHHUSI U CTeapHiIpyMapat HaTPHsL.

26. dapmarneBTH4eCKass KOMIIO3ULUS 10 JEoOoMy m3 M. 1-20, OTIMYAoImascs TeM,
91O (papMareBTHUECKasi KOMITO3ULUSI MPEACTaBIsieT COO0H TabNeTKy ¢ SHTEPOCONIOOUIBHBIM
MOKPBITHEM, coaepxaiyio 1,67% mac./Mac. MeTaapceHuTa HaTpusi OT TBEPAOH CepALEBUHBI U
UMEIOLIYIO0 AaMeTpP TBEpAOH CepALEeBUHbBI IPUMEPHO 6,5 MM, Maccy TBepAoH cepaueBuHsl 150
MI' ¥ 3HTEPOCOJIOOMIIBHOE TMOKpBbITHE, KOTOpoe nobamisier okono 12% wmac./mMac. TBepaoi
CEepALIEBUHBI.

27. dapmarnieBTHUECKasT KOMIO3ULMSA MO JT00OMy U3 min. 1-26 [uis nmpUMeHEeHHs Npu
JeYeHUN 3a00JIeBaHMsl WM COCTOSIHUS, KOTOPOE€ BBIOPAHO W3 COJIMIHOTO 3JI0KaY€CTBEHHOTO
HOBOOOpa30BaHus, METaCTaTUYECKOro MOpaKEHUs KOCTEH, METaCTaTUYECKOrO
HEOIUIACTHYECKOTO 3a00JieBaHMs, MEPBUYHONH WM METAaCTaTMYECKOH OIMyXOJH JIErKOro,
YPOTE€HUTAIIBHOTO pakKa, Jieiko3a, 00JM, paka KPOBH, METACTATUYECKOTO PaKa, OHKOJOTHUECKOM
Oonu, XpoHH4YecKOW OO0JM, BOCHAJICHHs, AayTOMMMYHHBIX HApYyIIEHHH, HMMYHOJOTHYECKUX
HapyILIeHWH, AUa0eTUYeCKON peTHHONAaTUH, NUA0EeTUYeCKOH BaCKyJOMATHH, AHA0eTUYeCKON
HEBPAJITUH, CAMIITOMOB, CBSI3aHHBIX C HHCYJIUTOM, H SI3BEHHOTO KOJIUTA.

28. Crniocob u3roroBjieHust papMaleBTUYeCKON KOMIIO3HUIIMHU IO Jirodomy u3 mi. 1-26,
BKJIFOYAIOIIUH CIENYIOIUe CTaAHH:

(a) CMEIIMBAaHNE aKTUBHOrO (apmanesruyeckoro uHrpenuenta (API), BeiOpanHOTO
U3 METAaapCeHHWTa HATPUs M METAaPCEHHWTA KaJus, CO CIeOYIIMUMH (papManeBTHYeCKU
NPUEMIIEMbIMHA BCIIOMOTATEJIbHBIMHU BEIIECTBAMHU C 00pPa30BaHHEM MMOPOIIKOBON CMECH:

1) HAMOJIHUTENb WM pa30aBUTENh B IUara3oHe OT Okoio 5% mo 95%

Mac./mac.,

(1)  paspeixsuTens B nuana3one ot okoso 10% no 90% mac./mac.,
(1i1)  ckousp3dlIee BEIECTBO B AranazoHe ot okojo 0,1% mo 5% mac./mac.,
(iv)  cmaspBaromee BemecTBO B auanazoHe or okomo 0,1% mo 5%

Mac./mMac., u

(v)  HeoOs3aTeNbHO CBS3BIBAIOLIEE BELIECTBO B nuamna3one ot 0 no okono 30%

Mac./mac.;
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(b) mpeccoBaHne MOPOIIKOBOH cMecH, 00pa30BaHHOW Ha cTanuu (a), ¢ GOPMHUPOBAHNEM
TBEPAOU CEpALICBUHBI,

u

(©) HAHECEHHE Ha TBEPAYK CEPIALEBHHY SHTEPOCOIOOMIIBHOTO  TOKPBITHUS,
COZIEPIKALIETO SHTEPOCONOOMIBHBIN TOJIHMED;

rae (papmaneBTHYECKM TpUEMIIEMBbIE BCIIOMOTATEbHbIE BEIIECTBA BBIOMPAIOT TaKUM
00pa3oMm, 94TOOBI CBECTH K MUHIMYMY OKHCJICHHE METAapCeHHTA 10 MeTaapCceHara,

IpU 3TOM MAacCOBO€ NPOLEHTHOE COIEpPXKAHWE SHTEPOCOTIOOUTIBHOTO TOKPBITHS
cocTaBJsieT OT OKoyo 6% Mmac./mac. 1o okono 20% mac./mMac. IO OTHOIIEHHIO K 0oOLIel macce
dapManeBTUUECKON KOMITO3ULIUU, U

IIPU 3TOM TOJIIMHA MOKPBITUS COCTABJIAET OT OKOJIO 6,5% n0 okojo 15% OT ToNuHbI
(bapMareBTUIECKONH KOMITO3ULIIH

29. Crioco0 o 1. 28, B KOTOpOM cTaaus (a) BKJIFOYAET JABE CTaJHU!

(1) cmemmBanne API ¢ gacTeio HanonHuTeNs ¢ 0OpazoBanueM npemukca AP u

(1)  cMemmBaHME CKOJB3SIIErO BEINECTBA, PA3PBIXJIUTENS, CMa3bIBAIOINErO BEIeCTBA
1 HeoOsI3aTeNIbHO CBSI3BIBAIOILETO BelecTna ¢ npeMukcoM APIL

30.  Cnocob no m. 28, B KOTOpOM cTaaus (a) BKIIOYAET TPH CTATHH:

(1) cmewmnBanue API ¢ yacThio HanosHUTENs ¢ 0OpazoBaHueM npemukca API;

(i)  cMemMBaHWE CKOJB3SIETO BEIECTBA, pa3pbIXJIUTENs] U  HE0OsS3aTENTbHO
CBSI3bIBAOILETO BelecTBa ¢ mpeMukcoM API; u 3atem

(ili)  pgobaBneHHe CMa3bIBAIOINErO BEINEeCTBA, KOTOPOE HEOOS3aTENbHO CMEMIAHO C
4acThIO cMecH co ctanud (i1), U 3aTeM CMEIIUBaHHE.

31,  Cnocob mo mrobomy w3 mm. 28-30, B kotopom cranusi (a) w/wnu cragusi (b) He
BKJIFOYAIOT 10OABICHUE BOIBI MJIH PACTBOPUTEIIS.

32. Cnocob nedeHus 3a00NeBaHUS] WJIM COCTOSHUSL Y CyOBEKTa, BKIIFOYAIOIIUH
nepopaibHOe BBeeHHe CyObekTy (papMalieBTHYeCKOW KOMITO3UIUH 0 JIEoOoMy u3 mim. 1-26, rae
3a0oNeBaHNe WM COCTOSIHHE BBIOPAHO M3 COJMIOHOTO 3JI0KaYeCTBEHHOI'O HOBOOOPA3OBaHMUS,
METACTaTHYECKOTO TOPAKEHUsT KOCTEH, METacTaTHYECKOro HEOIUIACTHUECKOro 3aboieBaHusl,
NEPBUYHON MJIM METACTATHYECKOW OIMYyXOJIM JIETKOTrO, YPOT€HUTAJIBHOIO paka, Jieikosa, 6oy,
paka KpOBH, METACTATUYECKOTO paka, OHKOJOTHYeCKOH O0JH, XpOHUYECKON OO0JIH, BOCTIAJICHHUS,
AyTOMMMYHHBIX HApyIIEHUH, UMMYHOJOTHYECKUX HapyLIeHH, NuabeTHYeCKOH peTHHONATHH,
nna0eTHYeCKOl BAaCKyJIONMATHH, JUAOETHYECKOW HEBPAITHH, CHMIITOMOB, CBSI3aHHBIX C
WHCYJINTOM, H SI3BEHHOT'O KOJIUTA.

33. [IpumeHeHne QapmManeBTUYeCKOH KOMIO3MLMHU MO JiroboMy u3 mm. 1-26 ans

HU3rOTOBJICHUA TMCPOPAJIBHOIO JICKAPCTBEHHOI0 CpPEACTBA MJIA JICHCHHSA 3a00/I€BaHUS  UJIH
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COCTOSIHMS, TIPHU 3TOM 3a00JI€BaHUE WM COCTOSIHHE BBIOPAHO U3 COJHIHOTO 3JI0Ka4€CTBEHHOTO
HOBOOOpPAa30BaHMUs, METacTaTHIECKOTO MOPAXEHUs] KOCTEH, METaCTaTHYECKOTO
HEOIIACTUUECKOrO  3a00JIeBaHUs, MEPBUYHON WIM METACTAaTUYECKOW OIMyXOJNH JIErKOro,
YPOT€HUTAJIBHOTO Paka, Jelkos3a, 0o, paka KpOBH, METACTATUIECKOTO Paka, OHKOJIOTHYECKON
Oomu, xpoHHUYeCcKOW OO0NM, BOCHANEHHs, ayTOMMMYHHBIX HapyIIEHHH, HMMYHOJOIHYECKUX
HapyILIeHWH, AuabeTHdecKoll peTHHONaTUH, NUabeTHYeCKOH BaCKyJOMaTHH, AMA0ETHYEeCKON

HEBPAJIIruy, CUMIITOMOB, CBA3aHHBIX C MHCYJINTOM, U A3BCHHOI'O KOJIUTA.
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