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COCTABBI KOITAHJIMCHUB A

Hacrosmee nzo0peTeHne OTHOCHTCS K:

o crocol0y mojydeHus: CTaOMIBHOTO, COAEPIKAINEro KOMaHJIUCUO, BOIHOTO
HepacacOBaAaHHOTO  pacTBOpa, MNPUTOAHOrO  Adsd  Juodwiuzaumm W JJIs
TEpaneBTUYECKOr0 TMpUMeHeHHs, (B gaibHelimeM 00OO3HAaUYeH Kak «cmocod
U3TOTOBJIEHUS»);

o cTabunbHOMY, coaepikameMy kKomaHaucud, HepachacCOBAaHHOMY pPacTBOPY,
(B nmanpHedmem oO0O3HaYeH Kak «HepachacOBAHHBI pPacTBOP»), TOBBILIEHHON
PacTBOPUMOCTH, KOTOPBIH HEMOCPEACTBEHHO MOAXOAUT AJIsl TUOPUIN3ALHH

o crioco0y nuopuIM3aluy yKa3aHHOro HepachacoBaHHOTO pacTeopa, (B
nanpHeleM 0003HaYeH KaK «crnoco0 muoduiansanuny),

o ctabunpbHOMY,  JHOPWIN3UPOBAHHOMY,  COAEpIKAaIIeMy  KOMAHJIHCUO
TBEPAOMY BELIECTBY, B YAaCTHOCTH, MOPOIIKY HJIU OpUKETy, B OCOOEHHOCTH,
copepiKaleMy TepaneBTUUECKYI0 03y KomaHiaucuba B OJHON MIIM ABYX €MKOCTSX, B
0COOEHHOCTH, B OJHOW 3ame4daTaHHONH eMKOCTH, (B nainbHelmeMm O00O3HA4YeH Kak
«InoguInu3aTy),

o K crnoco0y BOCCTAHOBJIEHHS] YyKa3aHHOro juodunusata (B HajbHeHIIeM
0003Ha4YeH KaK «CIoco0 BOCCTAHOBIIEHUSY); U

o CTaOMJIIBHOMY, BOCCTaHOBJIIEHHOMY, COJAEp KalleMy KOMaHJIuCUO, pacTBOpy
MOBBIIIEHHOW pPAaCTBOPUMOCTU, MPUTOAHOMY IJIsl JajJbHEWImero pasdaBieHUs U IJIs
TEpareBTUYECKOro NMPUMEHEHHs, (B nanbHelmeM 0003HAYEH KaK «BOCCTAHOBJICHHBIH
pacTBop»).

Konaunucub SIBJISIETCSI HOBBIM BHYTPUBEHHBIM UHTUOUTOPOM
docharunununosuron-3-kuHazer  (PI3K) [ xknmacca ¢ wHrubupyromeidt KuHasy
aKTUBHOCTBIO, MpeumyinecTBeHHO mnpotuB u3opopm PI3K-a u PI3K-5, koTtopwie
3KCIPECCUPYIOTCS B 3J0KadeCcTBeHHbIX B-knerkax. Ilyte PI3K yuacTByer B pocte
KJIETOK, BBDKHMBAHMU U MeTaboJiu3Me, U ero JUCPEryJslus HIrpaeT BaXKHYI pPOJb B
HexOoJUKKHHCKoN tuMdome (HXJT).

Konannucu® mnposiBIsgeT IIHPOKUH CHEKTP AaKTHBHOCTH TIPOTHB ONyXOJei

MHO>€CTBA TUCTOJOTUYECKUX TUNOB KaK /7 VIifro, Tak U in vivo.
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Komannucu® ™oskeT OBITH CHHTE3MPOBAH B COOTBETCTBHH CO crmocodamu,
NPUBENEHHBIMU B MeXAyHapoaHoiW mareHtHou 3asske PCT/EP2003/010377,
onyoOnukoBaHHOW kak WO 04/029055 Al ot 08 anpens, 2004, (koTopasi MOJHOCTBIO
BKJIIOUEHA B HACTOSINYIO 3a8BKY MOCPEICTBOM CCBUIKH), Ha cC. 26 u nanee.

Konaunnucub PacKpBhIT B MEXAYHApOIHON NaTEeHTHOU 3asiBKe
PCT/US2007/024985, onybnukoBanHoit kak WO 2008/070150 A1 ot 12 urons 2008
r., (KOTOpasi MOJHOCTHIO BKJIFOYEHA B HACTOSAIIYIO 3asBKY MOCPEICTBOM CCBLIKH), Kak
COeUHEeHUe u3 IIpumepa 13: 2-amuHO-N-[ 7-MeToKCcU-8-(3-Mophonun-4-
WINPOMOKCH)-2,3-nuruaponmunasof 1,2-c|XxuHa30MuH-5 -1 | TupUMHIUH-5-
KapOOKCcaMHuz, KOTOPBIA sABIsETCS CBOOOIHBIM OCHOBaHHMEeM. CBOOOZHOE OCHOBaHUE
KonmaHnucuda MOXKeT OBbITh CHHTE3UPOBAHO B COOTBETCTBHU CO cmocodamu,
npuBeneHusiMu B WO 2008/070150, cc. 9 u Oanee, m Ha cc. 42 u Oanee. JlaHHBIE
Ouonornueckux UCHbITaHUNU 1 coenuHenudn Qopmyaer (I) npusenersr B WO
2008/070150 na cc. 101 - 107.

Hurunpoxyopua komannucuba, mnpexactaBiusomuii  coboit  2-amuHO-N-[7-
MeTOKCHU-8-(3-MopdoNuH-4-uanponokcu)-2,3-nurugpoumMun-asol 1,2-c|xuna3onun-5-
W | HIUPUMHUANH-5-KapOoKcaMu AUTHAPOXJIOpHA, (KOTOPBINA B HanbHeHIIeM 0003HaYeH
KaK «AUTHAPOXJIOPUJ KOMAHJIUCHOa»), paCKPBIT B MEKIYHAPOAHON MAaTEHTHON 3asABKe
PCT/EP2012/055600, onyonukoBanHoi kak WO 2012/136553 ot 11 okTsa6ps 2012 r.,
(koTOpas MOJHOCTBIO BKJIIOUE€HA B HACTOSALMI JOKYMEHT MOCPENCTBOM CCBHUIKH ), Kak
coenunenue u3 IlpumepoB 1 wu 2: 2-amuHO-N-[7-meroxcu-8-(3-mopdonun-4-
UIIMPOTIOKCH )-2,3-nuruapoumunaso| 1,2-c|XxuHa30auH-5-ui | tupuMuguH-5-
KapOOKCaMHUa AUTHUAPOXJOPHUJA. €ro MOXKHO CHHTE3UPOBaTh B COOTBETCTBHHU CO
criocobaMu, MPUBENEHHBIMU B YKa3aHHbIX [Ipumepax 1 u 2.

CBobonHoe OCHOBaHME KOMaHAucUOAa W AUTHIAPOXJIOPUI KOMAHJIHCHOA MOTYT
OBITh Tak)kK€ CHHTE3UPOBAHBI B COOTBETCTBUU CO CHOCOOAMH, OMyOJUKOBAHHBIMH B
MexxayHaponHoi nateHTHoH 3asiske PCT/EP2015/075789, ony6aukoBanHOil kak WO
2016/071435 ot 12 mas 2016 r., (xoTopas MOJHOCTBIO BKJIKOYEHA B HACTOSLIUN
TOKYMEHT IMOCPEICTBOM CCBHIJIKH).

Hurunpoxyopua konannucuda cyuecTsyer B amopdHoii popme wiu B OqHON U3

TpexX Kpuctaundeckux Gopm, kotopbiMu siBystrores runpar I, 11 u 11



10

15

20

25

-3-

)
doos

.2 HCI . x H,0

B KkOHTekcTe HAacTOsIero H300peTeHus, €CiId He YyKa3aHO HWHOe, TEPMHUH
KKOTAHTUCHOY» UM «JIEKaPCTBEHHOE BEIIeCTBO» OTHOCHUTCS K KomaHiaucudy B Gopme
CBOOOJHOTO OCHOBAHWs, HJIH COJIM, TaKOW Kak THUIPOXJOpPHA, B HYaCTHOCTH,
MOHOTHAPOXJIOPU] WU AUTHAPOXJOPHUI, WM TO3WIAT, HAlPUMEpP, YKa3aHHas ¢opma
MOXET CYIIeCTBOBATh B BUJE THApPATA, aHTHUApaTa Ui B amopdHoit popme.

CoennHeHHne, WCIOJb3yeMOE€ B KaudeCTBE JICKAPCTBEHHOI'O BEINECTBAa B
HACTOsIIIeM H300peTeHNH, IPEACTaBIsAeT COOOH NTUTHAPOXIOPU KONAHINCHOa.

KoHKpeTHBIE TEXHHYECKHE HDO6J’IeMbI, CBA3AHHLIC C IPUTOTOBJICHHUEM

KomaHanucuda

Konaunucud nposiBisieT MOBBIIEHHYIO PACTBOPHUMOCTbh B BOAHBIX pacTBOpax MpH
cHmwxkeHuu pH, 4TO, OHAKO, CBSI3aHO C YMEHbLIEHUEM CTAOUIBHOCTU U, KPOME TOTO,
HU3KOH JTOKaJbHOW MEPEHOCHMOCTBIO JaHHOTO MOTEHIHAIbHOTO COCTaBa.

Jdurunpoxnopun komannucudba mposiBiaser pH-3aBUCHMYH0 pacTBOPUMOCTB. OH
aerko pacteopsiercs B 0,1 M consinol kucnore, pocpataom 6ydepe pH 1, pocharaom
Ooydepe pH 2, uutpataom O6ydepe pH 3. On pactBopum B uurpatHom O0ydepe pH 4.
OH siBysieTcst oueHb ciabopacTBopuMbIM B iutpatHoM Oydepe pH 5. OH nmpakTuuecku
HepacTBOpuM B pocharHom Oydepe pH 6 u pocparnom 6ydepe pH 7.

Cornacao omnpenenennto HMIOITAK, pacTBOpuMOCTh TpencraBisieT coOoM
AHAJUTUYECKYI0 KOMIIO3ULIMIO HACBIIEHHOIO PacTBOpa, BBIPAKEHHYIO B MPOMOPLIUU
YKa3aHHOTO PaCTBOPEHHOIO BELIECTBA B YKA3aHHOM PacCTBOPHUTEJIE.

PacTBOpUMOCT - 3TO CBOHCTBO TBEPAOrO, JKHAKOrO WJIH ra3000pa3HOro
XUMHUYECKOTO BeL[eCTBA, HA3bIBAEMOIO PACTBOPEHHBIM BELIECTBOM, PACTBOPATHCS B
TBEPAOM, KHAKOM HJIM ra3oo0pa3HOM pacTBopuTesie. PacTBOPUMOCTh BeLIECTBA B
OCHOBHOM 3aBUCHUT OT (PU3UYECKHX U XUMHUYECKUX CBOWCTB PACTBOPEHHOI'O BEINECTBa
U pacTBOPHTENs, a TakKKe OT TeMmmeparypbl, nasieHus u pH pacrBopa. CremeHb

pPacTBOPpUMOCTH BCIICCTBA B KOHKPETHOM pacTBOpUTEIIC U3MEPACTCA KakK
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KOHIIEHTPALUsl HACBILIEHHs, rae aoOaBieHHe OOJbLIEro KOJUYECTBA PACTBOPEHHOIO
BEI[ECTBA HE YBEJMYMBAET KOHLEHTPALUIO pacTBOpa M HAYMHAET OCAXAATh
n30BITOYHOE KOJIMYECTBO PACTBOPEHHOTO BellecTBa. PacTBOPHUMOCTH BelIECTBa
ABJISI€TCS CBOWCTBOM, MOJHOCTHIO OTJIMYAIOIUMCS OT CKOPOCTH PACTBOPEHUs, KOTOpasi
3aBHUCHT OT TOTO, HACKOJIBKO OBICTPO OHO PaCTBOPSETCS .

IIpu omnpeneneHHBIX YCIOBUSIX pPaBHOBECHAash PAaCTBOPUMOCTb MOXKET OBITh
NpeBbILIEHA IS MOJYYEHHS] TaK HA3bIBAEMOTO MEPEHACHIIIEHHOTO PacTBOPa, KOTOPBIH
SIBJISIETCSI METACTAOUIIbHBIM.

[TepeHachileHHBIE PACTBOPbI OYAYT KPHCTAJNIU30BATHCS MPU OMPENEICHHBIX
ycnoBusix (cM. crathio «Kpucramnmmsamus MOJEKYJSIpHbIX CHCTEM U3 pacTBOpa:
¢da3oBble qUArpaMMbl, EepeHACHIIIEHHEe U APYrue OCHOBHBbIe KoHIenuuuy», Chemical
Society Reviews, RSC Publishing. 43: 2286). B HopManbHOM pacTBOpE, KaK TOJBKO
MaKCHMaJbHOE KOJHYECTBO PACTBOPEHHOT'O BELIECTBA pPAacTBOPEHO, Ho0aBieHUE
OoJbIIEro KOJNYECTBA PACTBOPEHHOIO BEIIECTBA MPUBEAET K TOMY, YTO PACTBOPEHHOE
BEIIECTBO WJIM BBIMAAET B OCANOK, H/WUJIM pPACTBOPEHHOE BEIIECTBO BOOOINE He
pacTtBopuTCs (CM. cTaThio «MexaHn3M 0Opa3oBaHUs OCagKa MPU CAMOIPOHU3BOIBHON
KPUCTAJIN3ALUH U3 TEPEHACHIIIEHHBIX BOAHBIX pacTBOpoBY; Chem. Review. 83: 343
364. 2014). B HekOTOpBIX cCly4asX pacTBOPUMOCTb HACBII[EHHOIO pacTBOpa
CHUJKAaeTCsd 3a CYeT U3MEHEHHUs TeMIlepaTypbl, JAaBleHUs UJIu oO0beMa, HO
NEPEHACHIIEHHOI0 COCTOSIHUS He NpoucXoauT. B 3Tux ciaydasx pacTBOpeHHOE
BEL[ECTBO IPOCTO BBIMAAAET B OCAJOK. IJTO CBSI3aHO C TE€M, YTO IEPEHACHIIEHHbIN
pacTBOp HAXOOUTCSI B COCTOSHUM OoJiee BBICOKOW OHEPruH, YeM HaCbIIEHHBIH
pacTBop.

BakHO OTMETHUTb, YTO pPAacCTBOPUMOCTb pPAaCHPOCTPAHsIETCsl Ha Bce 00nacTu
XUMHUH, T€OXUMHHU, HEOPTaHUYECKOU, (Pu3nueckoil, opraHudeckoi u Owoxumuu. Bo
BCEX CJIydasix 3TO OyaeT 3aBUCETh OT (PU3MUYECKUX YCIOBUH (TeMIEpaTyphl, AaBJICHUS
U KOHIIEHTPAIMHU), a TAKXKE OT SHTAJIbIIUU U SHTPOIHUHU, HEMOCPEICTBEHHO CBSI3aHHBIX
C COOTBETCTBYIOLIUMH PACTBOPUTEISIMU H PACTBOPEHHBIMH BEIECTBAMH.

TpaguuuonHas nuodunIH3anus SBJISETCA CIOXKHBIM IMIPOLECCOM, TpeOyrImum
TINATeJIbHON OaJaHCUPOBKH MPONYKTA, OOOPYIOBAaHUS W TEXHOJOTUH 00paboTku (CM.
International Journal of Novel Trends in Pharmaceutical Sciences. 3(4). 2013).
I[ToMHUMO pa3IUYHBIX NPEUMYIIECTB, TUOPHIN3AUSA TAKXKE UMEET MHOT'O HEJJOCTATKOB,
TaKUX KaK IJIUTENbHOE BpeMs o0paboTku, acenTuueckas oOpaboTka, OrpaHUYEHHUS B

OTHOILICHHNU pa3MeEpa U oObeMa HAaMOJHEHUS NoOAXOOAII X eMKOCTell W CBsI3aHHBbIE C
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5TUM pacxoxasl. [lockonbky nuodpunusanus npeacrasisieT coOOW CIOXKHBIA MpoLecc,
TO HEOOXOAMM ONpeIeNeHHbIl ONBIT W 3HAHUSI O KPUTHYECKOH TeMmmepaType
cocTaBa/TeMIepaType pa3pylLIeHHs COCTaBa U MapamMeTpax CyOJIMMAaIlMOHHONW CYLIKH.
Ha ctpyktypy Opukera nuoduianszata U TBEpAOe COCTOSIHUE aKTUBHBIX U HEAKTHUBHBIX
UHTPEUEeHTOB BJIHUSIOT KaK COCTaB, TaK U MapameTpbl 00paboTKu.

B koHKpeTHOM ciy4ae KomaHnucuba HeoOXoammas TepaneBTHYecKas [103a
KomaHiaucuba pacTBOpUMa TOJBKO B Oonpmux oObemax paszbaBurens wiu npu pH,
KOTOpPO€ IJIOXO MEPEHOCUTCS MPU U MOCJe MapeHTEepPalibHOTO MPUMEHEHHs, T.€. BO
BpeMsl M Tocyie BBeAeHUs. [lapeHTepabHble COCTaBbl JOJIKHBI OBITh HANPABJIEHBI HA
TO, 4TOOBl OBITP M30TOHWYECKUMH M dyrujpuueckumu. [lapeHTepanbHbIE COCTaBBI
IOJDKHBI MMEeTh 3HaueHne pH, koTopoe cooTBEeTCTBYeT (PU3NOJOTHIECKOMY 3HAYECHHIO
pH B MmecTe HaHeceHus unu, B ciaydae mH(Dy3uil, pusnosornueckomy 3HaueHuo pH
kpoBu. Ilpunumas Bo BHUMaHHEe OyQepHyI CIOCOOHOCTH TKaHEH, OPraHOB U KPOBHU
YyeJioBeKa, MapeHTepabHble COCTaBbl HEOONbIIOTO oObeMa co 3HadeHusmu pH 4-8
CYUTAIOTCSI BECbMA MPUEMIIEMBIMH.

Kak  ymomumHanoce  Bblme, KomaHaucud  mposiisger  pH-3aBucumyro
pactBopuMocTh U pH-3aBUCUMYyI0 HecTaOUIBHOCTH: KOMAHJIUCHUO IOKa3bIBAET
TUAPOJUTHYECKYI0 HECTaOUIBHOCTh B PA3JIUUHBIX Cpelax, TAKUX Kak Boaa, oydpep pH
7u 0,1 M consinasa kucnora u 0,1 M pacTBOp rUApOKCUAA HATPHUS.

B menom, pasnoxeHue NaHHOrO aKTHUBHOTO (papMaleBTUUYECKOTO HHIPENHEHTa
MOXXET TPOMCXOAUTb M3-32 XHUMHYECKOH HEeCTaOWJIBHOCTH, 4YTO MPUBOIHUT K
NOSIBJIEHUIO HOBOTI'O0 XMMHYecKoro oobekra. Hanmpumep, Xxumuueckass HecTaOMIBHOCTD
MOXeT OBITh pe3yJbTaTOM THAPOJHM3Aa W/UJHM OKUCIEHHs. Pa3nokeHne aKTHUBHBIX
(apManeBTUYECKUX HMHIPEAUEHTOB SBJSETCA HeEXeJaTeJdbHbIM dddexTom  ans
dapmaneBTUueCKUX mNpuMeHeHUuH. D(PPEeKTHUBHOCTP WM AOCTYMHOCTH Ipernapara
MOKET PE3KO U3MEHHUTHCS.

AKTUBHBII (apMaeBTUYECKUH HMHIPEAUEHT TaKKE€ MOXKET ObITh (HU3UUECKH
HecTaOMIbHBIM. Du3nueckas HeCTaOWIBHOCTh PAacTBOPAa MOXKET OBITh PE3yJIbTaTOM
KPUCTAJIM3ALUN W/WIM  OCAXIEHHS, KOrJa B pacTBOpe MPEBBINEH Mpenen
pacTBOPUMOCTH/PAaBHOBECHE  PACTBOPUMOCTH  aKTHBHOTO  (apMaLeBTHYECKOTO
UHTPEIUEHTAa, YTO MOXET NMPUBECTH K oOpaszoBaHuio yactun. OOpa3oBaHHE YaCTUL B
(dapmaneBTHUECKUX TNpenaparax AJs MapeHTEePaJlbHOrO MPHUMEHEHHUS, B YaCTHOCTH,

ACJIACT KOMITIO3UITUIO BpeHHOﬁ JJId KIMHUYCCKOT'O UCITIOJIb30BaHUA .
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CnenoBaTenbHO, cojaepkamue KomaHiucuO® HepachacoBaHHbIE PaCTBOPHI,
UCIIONb3yeMble AJIs JanbHelmeil 00paboTKU JOMKHBI IEMOHCTPUPOBATH JOCTATOYHYIO
$U3NUECKYI0 U XUMHYECKYIO CTAOMIBHOCTb («BpPEMsl BBIAEPKKH») I oOecredeHus
LIEJOCTHOCTH COCTaBa. | OTOBBIE K TPUMEHEHHIO pAacTBOPBl TaKKe JOJIKHBI
AEMOHCTPUPOBATh AOCTATOYHYI (PU3MUECKYHdD U XHMHYECKYK CTaOMIBHOCTH
(cTaOMIBHOCTD TMPH HUCMOJb30BaHUM), 4TOOBI M30€KaTh Bpeaa NMPU OKOHYATEIbHOM
BBEJCHUU MALHEHTY.

Kak wu3BecTHO B 00jJacTH NPUTOTOBIECHUS (HapMaLEeBTHYECKOTO COCTaBa,
Ao UIN3aIus, TAaK)Ke U3BECTHASI KaK CYLIKa BHIMOpPA’KMBAHUEM, MPeNCTaBisieT coOoi
crocob nepepadboTKH KUAKOTO MPOAYKTA B CYXOH TBEPAbIH MPOAYKT.

B oOmewm, nuodpunusaumsi ompenensiercs Kak MPOHecc CTabuiu3anuu, MpH
KOTOPOM MPOAYKT 3aMOPAKUBAETCS C MOCIEAYIOUIUM YIAJICHUEM COAEPKAHUSI BOIBI
cyOauManuen.

[Tony4yeHHBIH JTUOPUIN3UPOBAHHBI TNPOAYKT HOJDKEH HMMETh MPUEMIIEMYIO
CTPYKTYpy OpHKeTa MW JOOCTATOUHYIO CTaOMJIBHOCTH (KCPOK TOAHOCTH»), KOPOTKOE
BpeMsi  pPEeruapaTaluu/BOCCTAHOBJICHHS M  JOCTATOYHYIO  CTaOMJIBHOCTb  MpH
UCMOJIb30BaHUU mpu TpeOyemoil Temmepatype. OOHUM M3 OCHOBHBIX HEJOCTATKOB
TuOoPUIU3UPOBAHHBIX  NPOAYKTOB  sABJSETCS TOT  (PakT, UYTO CTAOUJIIBHOCTH
JE€KapCTBEHHOI'0 CPEACTBA 3aBUCUT KaK OT ero (U3N4YeCKOro COCTOSHHSA, TaK U OT
(pU3NIECKOro COCTOSTHUS BCEX KOMIOHEHTOB.

ITepen nuodunmsanueld NaHHBIH AKTUBHBIH (apMaleBTHUYECKUH HMHIPEIUEHT
BMeCTe C JIOOBIMH OKCIUIIMEHTAMH, TaKUMHU Kak o0O0beMooOpasyrolque areHThl,
peryastopbl pH, KpHOMPOTEKTOpPHI, KOTOpPbIE MOTYT MNPUCYTCTBOBATH, HAalpUMeED,
IOJDKEH OBITh PAacTBOPEH B MPUTOAHOM pacTBOpUTeNe IJisi oOpa3oBaHUS pacTBOpa
(«HepacdacoBaHHOro pacTBopay). Ilocine CymKW BBIMOPAXKMBAHUEM TOJYYEHHOE
CyxO0€ TBepJ0e BELeCTBO M BMECTE C HUM aKTHBHbBIA HHIPEIUEHT HEOOXOIUMO CHOBA
pPacTBOPHUTH B MPUTOAHOM pa3zbaBUTENE HIIM PACTBOPUTEJE AJisi 00pa3oBaHUs pacTBOpa
(«BOCCTaHOBJIIEHHOIO pPacTBOpa»). DTOT BOCCTAHOBJIEHHBI PacTBOP MOXKHO 3aTeM
BBOJIMTD MALUEHTy HEMOCPEACTBEHHO HIIM MOCJE NaJIbHEHIIETro pa3BeeH sl

B xadecTBe mpeaBapUTENBbHOTO VYCIOBHS 1 Juopuinmszanuu Tpedyercs
HeOoNpmol 00beM HamoJHEHUs (PIaKOHOB, YTOOBI cHOCOOCTBOBAThH 3P (PeKkTUBHOMY
npoueccy nuodunuzaunu. CrenoBareiapbHO, JTUOPUIN3ALUS MOAXOAUT TOJBKO A
AKTHBHBIX MHTPEIUEHTOB, KOTOpble 00ECMeYrBAIOT BBICOKYIO PACTBOPHUMOCTbH B BOAE

WM HU3KYI TEPaneBTHYECKYI0 03y, YTOObI YMEHBUIUTb KOJUYECTBO (PIAKOHOB Ha
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BBeneHne. Takum oOpa3oM, B ciiydae BBICOKMX TEpalneBTHYECKUX 1103, Hampumep, 60
MT JUI KOMaHaucuba, HeoOXOqUMOe KOJINYeCTBO (PpJIaKOHOB IJIsl BBEIECHHUS 3aBHCUT OT
pPacTBOPUMOCTH JIEKAPCTBEHHOT'O BEIECTBA.

MaHHUT WHUPOKO MCHOJB3YIOT B KadecTBe 00BEMOOOpasylolero areHra s
TMO(GUIN3UPOBAHHBIX MPOAYKTOB. bBBUIO NPOAEMOHCTPHPOBAHO, HYTO BO BpeMs
AMoGUIN3alMy  MAHHHUT KPUCTAJJIM3yeTcss B BHAE Tpex OOmHuX CTaOHIbHBIX
0e3BonHBIX OAUMOpPGHBIX Gopm (T.e. o, p u &) Wi B BUAE MONyrHApaTa MaHHUTA
(cMm. «Mexanu3sm oOpa3oBaHUs OCajKa MPH CAMONPOU3BOJIBHOW KPHUCTAJUIU3ALUH U3
NEepPEeHAChIIEeHHbIX BOAHBIX pacTBopoB», Chem. Review. 83: 343-364. 2014).
OObrunble cTabunapHble O€3BOAHBIE MOJTUMOP(HBIE (OPMBI MaHHHUTA TAKKE MOIKHO
HazBaTh Moaudukanuei | (B nanpHeiimmem obo3HaueHa Kak «moxa. I» mmm «B»), II (B
nanpHelimeM oOo3HadeHa kKak «mox. II» mnum «o») u Il (B manbHelmem obOo3HaUYeHA
kak «mox. III» unm «6») (cm. Journal of Pharmaceutical Sciences, Tom 89, Beinyck 4,
anpens 2000, cc. 457-468. A. Burger, J.-O. Henck, S. Hetz, J. M. Rollinger, A. A.
Weissnicht, H. Stottner).

OngHOWf W3 TNpPHYUH IIHUPOKOrO HCHOJb30BAHUS MaHHUTA SIBIAETCS €ro
CKJIOHHOCTb K KPUCTAJUIM3ALUH U3 3aMOPOKEHHBIX BOJHBIX PACTBOPOB. DTO CBOMCTBO
IOJDKHO cmocoOcTBoBaTh 3(P(QexkTHBHON CyOIMMAanMOHHON cymke U (Qusnyecku
CTaOUIIBHOMY bapmaneBTUUECKH NPUBJIEKATEIbHOMY TMO0(PUIU3NPOBAHHOMY
TBEPAOMY BEILECTBY.

B ornuume OT MHOrMX HamoJHUTENeH (Hampumep, copOuUTa W OUCAXapUIOB),
MaHHUT UMEET CHJIbHYIO TeHICHIIMI0 KPUCTAJIIU30BATHCS U3 3aMOPOKEHHOI'0 BOJHOTO
pacTBOpa, Kak MpPU OXJAKAEHUHU, TaK M TPU MOBTOPHOM HarpeBaHuun. PeHoMmeH
paspyuieHus GaakoHa SBISETCS SIPKOU MILTIOCTpaLMel 3Tol TeHaeHunu. Habmronany,
YTO MAHHUT MPOJOJIKAET KPUCTAJIM30BAThCS IIOCJHE CYIIKH BBIMOPAaKHBAHUEM,
0COOEHHO B pe3yJibTaTe BO3NEHCTBHUS TEIJIa M BJIATH, YTO YKAa3bIBA€T Ha TO, YTO
NpOLECC CYLIKH BBIMOPAKMBAHHEM MOXKET MPUBECTH K TOJYUYCHUIO YaCTHYHO
aMOp($HOTO M YAaCTUYHO KPUCTAJIHU4YEeCKOro marepuana (cMm. Yu u coast., Journal of
Pharmaceutical Sciences Tom 88, Ne 2, ¢heBpanp 1999).

CooOmanoce 0 HeONArOmpUsITHOM BO3AEHCTBUM MAaHHHTAa Ha CTaOWIBHOCTH
JEKapCTBEHHBIX CPEICTB B BUJE JHOPUIN3NPOBAHHBIX TBEPAbIX BemecTs. Y Herman u
COaBT. COOOIINIIHN, YTO CKOPOCTh FUAPOJIN3a METHINPEAHU30JI0HA HATPUS CYKIIMHATA B
TMOGUIN3UPOBAHHOM TBEPAOM COCTOSSHMHM 3HAYUTENbHO BBbIIIE, KOTZa MAaHHHUT

UCIOJB3YIOT B KadecTBe 00beMOOOPa3yHINero areHT MO CPaBHEHHIO € aMOpQHBIM
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HaMoJIHUTEJIeM, TaKuM Kak jakrto3a (cMm. Journal of Pharmaceutical Sciences Tom 87,
Ne 8, aBryct 1998). OTa HecTaOUIBPHOCTDH JEKAPCTBEHHOrO CPEACTBA B NMPUCYTCTBUHU
MaHHHUTa Oblla MPHUIKCAHA, IO MEHbIIEH Mepe 4YacTUYHO, K MPOAOJIKAIOLIEHCs
KPUCTAIIM3ALMM MAaHHHTA M3 CHUCTEMbI, KOTOpas MEepBOHAYAJIbHO ObLIA TOJBKO
YaCTUYHO  KpUCTaIau4deckoi. XoTs  aMOpdHBII MAHHHT MOXET  CIyXKUThb
crabunusatopom mist akTuBHOTro (papmanesrudeckoro uHrpenuenta (API) (cm. Izutsu

u coaBT., Chemical and Pharmaceutical Bulletin Tom 42, Ne 1, suBapp 1994,

,
TPYAHOCTh MOAAEPKAHUSI MAHHUTA B aMOP(HOM COCTOSHUU BO BpeMsl JTHO(PUIU3ALNU
JejaeT MaHHUT MJIOXUM BBIOOpOM B KauecTBe crabmiauzaropa (cm. Pikal, 2002. Freeze
drying. In: Swarbrick, J., Boylan, J. (Eds.), Encyclopedia of Pharmaceutical
Technology. Marcel Dekker, New York, cc. 1807—-1833).

Bce eme cymecTByeT mMOTpeOHOCTDh B JIydIleM NOHUMAaHUU (PU3HUYECKOH XHUMUHU
CYIIKH BBIMOPa)XMBAHHUEM COJEpP)KAIIMX MAaHHUT COCTaBOB, 4YTOOBI NPEABUAETb U
nzderaTh HEOIArONMPHUATHBIX BO3AEHCTBHI MaHHUTA Ha (PU3HUYECKYI0O U XUMHYECKYIO
CTaOUNIBHOCTh JHOQPUIM3UPOBAHHOTO TBEpAOro BemecTBa. CHenwanuct B JaHHOH
obsacTh [OJDKEH TMOHHUMAaTh, YTO Ha (HU3UYECKOEe COCTOSIHHE MAaHHHUTA B
TMOPUIN3UPOBAHHOM TBEPIOM BEIIECTBE BIHUSIOT KaK COCTaB, TaK U IapamMeTpbl
06paboTku.

VY4uTbiBas BBIMIEHU3JIOKEHHOE, BBUAY KOHKPETHBIX TEXHHUYECKUX MpobieMm,
CBS3aHHBIX C COCTAaBJIEHHEM KOMaHaucuOa, 3ajaya HACTOSAIEro M300peTeHUst COCTOUT
B TOM, 4TOOBI OOECIIEYHTD:

o dapmaneBTUUECKH ~ MpPHEMJIEMbIH  COCTaB  KomaHiaucuba,  KOTOPBIH
NpeaOTBPAINAET XUMHUYECKYIO B (PU3UUECKYI0 HECTAOMIbHOCTD;

. CTaOMJIBHBI BOJHBIH PacTBOP, COAEPXNKALUA KOMaHAUCHO, KOTOPBIH
NOAXOIUT JJISl IPSIMOTO APEHTEPATbHOTO BBEICHUS WIN JalibHeHmero pa3oaBieHus;

. cTabuUNbHBIA CcOCTaB, conepKamuil OOy TepameBTHYECKYH H03Y
KOMaHJIucHOa MakCHUMaJIbHO B 1 MM 2 MOAXOISIIIUX €MKOCTSX;

o croco0 HW3TOTOBJIEHHs, KOTOPBIH IMO3BOJIAET MONYYHUTh (PapMameBTHYECKHU
NPUEMJIEMbII COCTaB KOMAaHINCHOA IS MapeHTEePaJIbHOTO BBEICHHS.

VY 3asBUTENS UMEIOTCS CBEAEHHs, YTO TaKHe COCTABBI, COAEpIKAINNE KOMAHIUCUO
U TaKkHhe IMPOU3BOJCTBEHHBbIE CIOCOOBI IJI M3TOTOBJIEHUS COAEPIKAIMMX KOMAaHIUCHO

COCTaBOB, HCU3BCCTHDI.
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PapmMaLeBTUUECKHU NPUEMIIEMBII COCTaB kKonauucuoda, KOTOPBIN
NpEeAOTBPAIAET XUMHYECKYI0 U (PU3NUECKYIO0 HECTaOMIBHOCTD, MOXKET OBITh MOJy4YeH
nyreM Jauopunmzanuu. BopmHbIl pacTBOp, conepiKamUil KOMaHIUCHO, KOTOPBIH
HOAXOAUT AJISI MPSIMOTO MapeHTePaTbHOTO BBECHHS WIH AajibHelero pasoasieHus,
TpebyeT pH, KOTOpBIH SABISIETCS NMEPEHOCHMMBIM B MECTE BBEIAEHUS U HE Hapyluaer
¢usuonornvyeckuit pH kpou. UTo kacaercs HU3KOW PACTBOPUMOCTH KOmMaHIucuOa
npu nepeHocumom/pusnonorunueckom pH, To auopunuzanus Gonapmoro odbema Oblia
Opl HeoOxomuma JJisi TOKPBITUS OOWel TepameBTHUUYECKOW 103bl. IIOCKOJBKY
muodunuzanus eMKocTedl OOoNBIIOro oObemMa HEOCYINeCTBUMA, TO 3TOT MOAXOM, Kak
OKHJIaeTCsl U3 YPOBHS TEXHUKH, IPUBENET K JTUOPUIN3AIUN MHOKECTBA €eMKOCTEH TJIs
NOKPBITHS TEPANEBTUYECKON O3bI KOMaHaucuda.

CrnenoBaTeNnbHO, MOBBIIIEHHAs] PACTBOPUMOCTD KOMAHJIUCHOA B BOJHOM PacTBOpE
TpeOyercss i obecreueHuss BO3MOXHOCTH JHOPUIHU3ALMNU COCTAaBa, COAEPIKALIETO
0o0IIYI0 TEepameBTUUECKYIO 103y B | Uiin 2 eMKOCTSIX.

B cBeTe KOHKPETHBIX TEXHHUYECKHX IHpoOJieM, CBA3AHHBIX C COCTaBJIECHHEM
KomaHaucuda, HEMPEIBUIEHHO W HEOXKHUIAHHO OBIIO OOHApPYKEHO, W 3TO SIBISIETCS
OCHOBOW HACTOSILIEr0 M300peTeHUs, YTO ObUI OTKPBHIT CIOCOO M3TrOTOBJIEHUS, KOTOPBIH
NPUBOAUT K TOJYYEHUIO BOIHOrO HepacpacoOBaAaHHOTO pacTBOpa KomaHiucuoba,
KOTOpPBII o0ecreunBaeT MOBBIIIEHHYIO PAaCTBOPUMOCTb JIEKAPCTBEHHOTO CPEACTBA U
NPUTOJEH IS MPSAMOH MO UIH3anKu.

Taxxe HeoxxumaHHO ObUIO OOHAapy»XeHO, YTO MOCJIe BOCCTAHOBJIEHUS
auodpunuzara ObLT  TOJYyYeH pPacTBOP, KOTOPBI MOKA3bIBA€T IMOBBIMIEHHYIO
pPacTBOPUMOCTb KOMAHJAHUCUOA U KOTOPBIH MOAXOOUT IJISi MPSMOrO MPUMEHEHUS HIH
pazbaBiieHUs.

Kpome TOro, B OCHOBE HAcTOSIIEro M300pPETEHUs TAKKE JIEKUT HEOXKUIAHHOE
OTKPBITHE TOTO, 4YTO JUOPUIHM3AT, COoAepKamuil komaHiaucud, perymstop pH wu
00beMOO0Opa3yOIKUH  areHT  MpedoTBpallaeT XHUMHYECKYHD U (PU3HUYECKYIO
HECTaOMIBHOCTD MPH JUIUTEIbHOM XPaHEHUU.

B wactHOCTH, OBLTIO HEOXUAAHHO OOHAPYXKEHO, YTO CHOCOO H3TOTOBIEHHS B
COOTBETCTBHUU C HACTOSAIMUM H300peTeHneM o0ecnednBaeT BOAHBIA COIEpIKAIIUI
KomaHanucud HepacpacOBaHHBIH PACTBOP M YTO MPOLECC BOCCTAHOBJICHHS NMPUBOAUT
Jake K CoAepiKalleMy KOMaHJMCUO BOCCTAHOBJIEHHOMY pAacTBOPY, KOTOPBIH
IIOKa3bIBAET IIOBBIIIEHHYID pAacCTBOPUMOCTbh B COOTBETCTBYIOIIEM pPAaCTBOPHUTEIE,

KOTOpPBI B 3HAYUTEJbHOW CTENEHU HAXOAUTCS BBIIIE OKUAAEMOW PaCTBOPUMOCTH B
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3TOM pAacTBOPHUTENIE COTJACHO MaHHBIM PACTBOPHUMOCTH Komauaucuba (CM. pasmaedn
«IIpumepsi»).

Kpome Toro, HeoxxuganHo ObLIO OOHapy)keHO, uTO HepachacOBaAHHBIA PacTBOP
KomaHaucuba W BOCCTAHOBJIEHHBIH  PacTBOP HE  MPOSIBISIOT  (PU3SUUYECKOMH
HecTaOUIBHOCTH (Hampumep, oOcCaxKAaeHusi) U O0O0eCrneuMBalOT JOCTATOYHOE BpeMs
BBIIEPXKKH W CTaOMJIBHOCTH MPH MCIOJb30BAHUU, HECMOTPsS HA MeTacTabuIbHOE
COCTOSIHHE pacTBOpa: OTO O4YEHb HEOXHIAHHO B CBETE W3BECTHOIO YPOBHS
TEeXHUKU/OOUIMUX 3HAHUH B JaHHOU 00acTH.

Kpome Toro, HeokumaHHO ObLIO OOHapyskeHO, 4TO HepachaCOBAHHBIA PACTBOP
KomaHaucuba He MPOSIBISIET KPUCTAIIU3ALMH/OCAKIEHUs TMPH 3aMOpPa)kKMBaHUU U
OTKHUTE BO BpeMsi crocoda muoduin3anui, HECMOTPS Ha METacTaOUIIbHOE COCTOSIHUE
pacTtBOpa: 3TO TAKKE OUYCHDb HCOXKHUIAAHHO B CBETEC U3BCCTHOI'O YPOBHHA TeXHI/IKI/I/O6H_[I/IX
3HAaHUW B JAaHHOU 00JaCTH.

Kpome Toro, HeoxumaHHo ObLIO OOHAPYKEHO, YTO COCTaB JHO(UIN3ATA,
conepskamuii konanmucud, perynsrop pH u kpucramnuydeckuii o6bemMoodpasyromui
areHT MpPenoTBpallaeT KPpUCTAIIH3auio (a3bl aMOp(HOTO JEKapCTBEHHOTO BeIlleCTBa
Ha KPUCTAJNIMYECKOM 00bheMO0OOpas3yroiieM areHTe BO BpeMs AJUTENbHOTO XPAHEHUS
5TO OY€Hb HEOXHUIAHHO B CBETE€ HU3BECTHOI'O YPOBHS TEXHUKW/OOIMX 3HAHHUN B
naHHOU obyacTH.

I[ToMrUMO 3TOTO HEOXUOAHHO ObLIO OOHAPYXKEHO, 4YTO COCTaB Juoduausara,
coaepxamui KomaHaucud, perynasarop pH u xpucrannmyeckuit o0bemMoo0pasyromui
areHT MpeaOoTBpaIlaeT KPUCTAIU3ANI0 (Pa3bl aMOpPHOTO JEeKapCTBEHHOIO BEIIECTBA
HAa KPUCTAJJIHYECKOM O00BEMOOOpa3yrmeM areHTe IMPH IOBBIIIEHHBIX YPOBHIX
OCTATOYHOW BJIATHM COCTaBa JUO(PUIK3ATA. OTO OUYEHb HENPEABHAEHHO B CBETE
U3BECTHOI'O YpPOBHS  TEXHUKW/OOmMMWX 3HAHMUH B  JaHHOW  oOjacTu  M3-3a
METacTaOUIBHOTO COCTOSIHHS JIEKAPCTBEHHOTO BEIECTBA B COCTABE.

Kak omnucano BbhIIEC, CIICIHUAJINUCT B I[aHHOfI O6.]'IaCTI/I HEC mpUAET K BBIBOAY, YTO
pPacTBOPUMOCTD KOHaHHI/ICI/I6a MOXHO TIOBBIIIATh W MNOAACPKHUBATHD B TEUCHHC
HECKOJIbKUX HeZesb B BUJe Hepac(hacOBaAaHHOTO pacTBOpPa M B BHAE BOCCTAHOBJIEHHOTO
pacTBOpa, a Takke BO BpeMs JUOPHIU3ALNHN, BKIOYAs 3aMOpPaKUBAaHUE U OTKUT, 0e3
CONIOOUMU3UPYIOIKUX HJIH CTAOUNIM3UPYIOIIHUX areHTOB (HANMpUMeEp, 3MYJIbraTopOB,
MOJTUMEPOB).

Kak omucano BbIIIEC, CIICIUAIUCT B I[aHHOfI O6.]'IaCTI/I HEC mpuAC€T K BbBIBOAY, 4YTO

aMop(HOE COCTOsSIHME KOMaHJHCUOa, NOCTUraeMoe BO BpeMs JUODHUIM3ALUH, MOXKET
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(1)I/ISI/II'IGCKI/I NOAACPKUBATBCA B TCUYCHUEC MIUTECJIBHOIO XpPaHCHHA, ITOKAa MAHHUT
IPUCYTCTBYET B KPUCTAJUNIMYECKOH popme.

CoOTBeTCTBEHHO, HAacTOsIee N300PETEHHE OTHOCUTCS K

J croco0y mosy4eHUsi CTaOWIBHOTO, COAepIKaIero KOmaHIucHO, BOJHOIO
Hepac(acOBaHHOIO  pacTBOpa, MHPUTOAHOro  aias  juoduimsauwu W IS
TepameBTUYECKOro TMpuUMeHeHus, (B gaibHelimieM 00OO3HAaUYeH Kak «cmocod
U3TOTOBJICHUS»);

o cTabuIbHOMY, coaepikaieMy komaHaucud, HepachaCOBAaHHOMY pPacTBOPY,
(B nmanpHeiiimem oO0OO3Ha4YeH Kak «Hepac(hacOBaHHBI pacTBOP»), TMOBBILIEHHON
PacCTBOPHUMOCTH, KOTOPBIA HEMTOCPEACTBEHHO MOAXOMUT JJIsl TUO(UITH3AIUH;

o crioco0y nuopuiIu3aluy yKa3aHHOro HepachacoBaHHOro pactBopa, (B
nanpHelmeM 0003HaYeH KaK «crocob muodrinsanumny),

o cTabunbHOMY,  JHOPWIU3UPOBAHHOMY,  COAEpIKaIeMy  KOMAaHJIHCUO
TBEPAOMY BEINECTBY, B YAaCTHOCTH, IMOPOWIKY UM OpHKETy, B OCOOEHHOCTH
CoZepIKalleMy TepaneBTUYECKYI0 103y KOMaHAUCHOa B OJHOW WJIM IABYX €MKOCTSIX, B
0COOEHHOCTH, B OJHOW 3amedaTaHHOH eMKOCTH, (B nainpHelmeMm O0O0O3HA4YeH Kak
«nodunuzaTy),

o K cnoco0y BOCCTAaHOBJIEHUs YyKa3aHHOTO juoduiauszara, (B HalbHeHIIeM
0003HaYeH KaK «CIOCO0 BOCCTAHOBJICHUS»); U

J cTaOUIBPHOMY, BOCCTAHOBJEHHOMY, COAEpIKalleMy KOMAaHIHCUO, pacTBOpY
NOBBIIIEHHOW PAaCTBOPHUMOCTH, NMPUTOJHOMY IUJIsl AajbHEHWINero pa30aBieHHs W IS
TepaneBTUYECKOro MpUMeHeHus1, (B JajibHelWImeM 0003HAUeH KaK «BOCCTAHOBJIEHHBIN
pacTBoOp»).

OnpeneneHus, UCIOJb3YEMBIE B HACTOSIIEM TEKCTE:

Hcnonp3yemblii B HACTOsIIIEH 3asBKe TEPMHUH «(papMaleBTUUECKHI COCTaB» UIH
«COCTaB» OTHOCHUTCS K Tpemnapary, KOTOpPbIH HAXOAWTCS B TakoW (opme, KoTopas
NO3BOJIsIET OMOJIOTMYECKOW aKTHUBHOCTH aKTHBHOTO MHIPEAUEHTA, CONEpIKAIEerocs B
HeM, ObITh 3¢ (PeKTUBHON, U KOTOPBIH HE COAEPIKUT IOMOJHHUTEIbHBIX KOMIIOHEHTOB,
KOTOpbIE HENPHEMIIEMO TOKCHYHBI I CyObekTa, KOTOPOMY KOTOPOMY BBOIST
KOMIIO3ULIUIO.

Hcnone3yeMblii B HACTOsLIEN 3asBKe TePMHUH «perynaarop pH» ornocutcs, B
YAaCTHOCTH, HO HE€ HCKIIYUTEIbHO, K 3abydepenHomy pactBopy, pH kotoporo

HU3MCHACTCA TOJBKO HE3HAYUTCIIBHO ITOCJIIC I[O6aBJ'IeHI/I$I KHCJIOTHBIX HWJIM OCHOBHBIX
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BelecTB. 3a0ydepeHHble pacTBOPBI COAEpPKAT cMech Cinabol KHCIOTBL U €€
COOTBETCTBYIOILIEr0 OCHOBAHHUS, WMJIM CJa0Oro OCHOBAHUS U €Tr0 COOTBETCTBYIOLIEH
KHCJIOTBI, COOTBETCTBEHHO. TepMuH «OydepHbIi areHT», UCMOJIb3yeMbli B HACTOSILIEH
3asBKE€, OTHOCHTCA K CMECH OJHOW MJIM HECKOJbKHUX IPHUBEAEHHBIX BBIIIE KUCIOT H
ocHoBaHui. Perymstopbl pH, koTopble MOryT OBITh HMCHOJB30BAHBI B HACTOSILIEM
U300peTeHUn MPEeACTaBISAIOT co00i#l, Hampumep, Oydepsl, Takue Kak JUMOHHAas
KHCJIOTA WUJIM €€ COJIb, YKCYCHAasl KUCJIOTa WJIH €€ COJib, Uiu (pochopHast KUCIOTA HIIH
€e COJIb, WJIW HEOpPraHWYecKas KHCJIOTa, Takas Kak, HAlmpuUMep, COJIIHAs KUCJIOTa,
OopHasi KUCJIOTa, YrojibHAas KUCIOTa, OMKapOOHOBAs KUCJIOTA WU aMUHOKHUCIIOTA WU
OpraHuYeckKas KHCJIOTa, Takas Kak MOHOKapOOHOBasi, OKCOKapOOHOBas HJIH
noinkapOOHOBAasE KUCIOTA, UJIM OCHOBAHUE, TAKOE KaK, HAIIpUMEpP, THAPOKCHI HATPUS,
THAPOKCHUI Kanusi, kapOoHaT Harpusi, OukapOonaT Hatpus. B wactHOcTH, OydepHbIil
areHT mpexacrtaByisieT coboii  gumoHHyr  kuciory u  NaOH. Haubonee
NPEeANnOYTUTENBHO Oy EepHBIH areHT COAEPKUT cMech JUMOHHON kucinotrel 1 NaOH. B
KOHTEKCTE HACTOSAIEro H300peTeHUs TEPMHUH «JIMMOHHAs KHCJIOTA» OTHOCHUTCS K
Oe3BomHON (opmMe WM ee TUApaTy MM ero COJIM, TaKOH KaK IUTpaT HaTpus,
HaIlpuMep, €CJIH CIeHaJbHO He YKa3aHO HHOE.

Hcnonbe3yemblii B HACTOsIIEeN 3asBKe TEPMUH «IPUTOAHBIN
pazbaBUTENB/PACTBOPUTENbY» OTHOCUTCS, B YAaCTHOCTH, HO HE€ HCKIIOYUTENBHO, K
BOJHOMY pacTBOpy xJjopuaa Hatpus 0,9%, pactBopy riawko3sl 5%, Boae Ajs
UHBEKL U, pacTBOpy Punrepa, 5% ManHuTa u T.1.

HUcnonb3yemblii B HACTOSIIEH 3assBKe TEPMUH «JITHOPUIU3UPOBAHHBINY» O3HAYAET,
4TO KOMIo3uuus Oblia nuodunusupoBana. Bo Bpems nuoduauszanuu KUAKUH COCTaB
3aMOPa’KMBAIOT, a pPACTBOPEHHbIE BEIIECTBA OTHEJSIIOTCS OT PACTBOPHUTEJS.
PactBOpuTEeNb yIaNAOT cyOauManuei (T.e., IepBUYHON CYIIKOI) U 3aTeM aecopOumei
(T.e., BTOpUYHOU cCymikoit). Jlmopunuzamus NPUBOIUT K MOJYUYEHHUIO OpUKeTa WU
NOpPOINKA, KOTOPbIE MOJKHO XPaHHTh B TEUEHHE JUINTEIbHOTO IEePHOJa BPEMEHH.
Ilepen BBemeHueM JUOQHIM3NPOBAHHAS KOMIIO3ULMS  BOCCTAaHABIMBAETCS B
NOAXOISIIEM PACTBOPUTEINE, B YACTHOCTH, B BOJHOM PacTBOpPE XJIOPHUAA HATPUS.

Hcnonbe3yemslii B HACTOsIIEd  3asiBK€  TEPMUH «BOCCTAHOBJICHHBIN
pacTBop/cocTaB» OTHOCHUTCS K TakoW JHOPUIM3UPOBAHHOW KOMIO3HMIIMU TOCTE
nobaBleHUs MOAXOAAIEro pa30aBuTeNs.

CnocoOpl nmuoduan3zanuu XOpoOLUIO U3BECTHBI B JaHHOW obOnactu (Hampumep, CM.

Wang, International Journal of Pharmaceutics Tom 203, 2000). JIuopunuzupoBaHHbie



10

15

20

25

30

-13 -

KOMIIO3UIMA B COOTBETCTBHHM C HACTOSLIUM H300peTeHneM ObUIM TOJYYEHBI
pa3nu4YHbIMU criocobaMu THOPUIU3ALMY, KaK ONHUCAaHO B pa3nene [IpumepoB HIKe.

Hcnonp3zyemblil B HacTOsI1IEH 3asBKe TEPMHUH «(PUKCHUPOBAHHASA 103a» OTHOCUTCS
K BBeeHHI0 60 Mr komannucuoda.

B coorBeTcTBHMM C NEpPBBIM aCHEKTOM HACTOsLIee H300peTeHHe OTHOCHTCS K
crioco0y  moJiydeHuss  CTaOMJIIBHOTO,  COAep’kallero  KOMaHJucuO,  BOJHOIO
Hepac(acOBaAaHHOIO  pacTBOpa, MNPUTOAHOTO  aist  JuouiIM3auuud | s
TEepPaneBTUYECKOTr0 MPUMEHEHHUs, NpPUYEeM YyKa3aHHbI HepachacoBaHHBIA PacTBOP
COIEPKUT:

. KOMaHJIUCHO, B OCOOEHHOCTH B KOJHYECTBE, IMOAXOMSIIEM B KadeCTBE
TEpPaneBTUYECKON 03I,

J OIVH HWJU HECKOJbKO perynsaTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBI B YACTHOCTHU, COAEPIKUT CJaOyI0 KHCIOTY, TAKYIO KakK, HapuMep, JTUMOHHasI
KHCJIOTa, ¥ CHJIbHOE OCHOBaHME, TAKOE KaK FHAPOKCU] HATPUs, HATIpUMED, U

o 00beMo00pas3yoImuil arexT,

yKa3aHHBIA HepachacoBaHHbIH pacTBop uMmeeT pH Mexny 4 u 5 (BKIIOUUTENBHO),

yKa3aHHBIA c10cO0 BKJIKOUYAET B ceOsl:

. 3anpaBKy NOAXOASALIEr0 COCYyAa BOAOM A UHBEKLIU,

o nepeHeceHne komanmucuba, B ¢popme CBOOOAHOrO OCHOBAHHS WM COJH,
TaKOM Kak, HampuMep, TUAPOXJOPHA, B UYACTHOCTH, MOHOTHAPOXJOPUA HIH
OUTHAPOXJIOPUI, UJIN TO3HIJIAT, B YKa3aHHBIN COCYN;

o obecrieyeHrue paCcTBOPEHUS YKA3aHHOrO KoMaHaucuba, HeoOs13aTebHO
nyTeM nepeMelruBaHus, Hanpumep, npu pH mexny 2 u 3 (BKIHOUUTENBHO), 00pasys
TaKUM CIOCOOOM Conep Kalmuil KOMaHIuCcuO pacTBop;

o nobaBjeHHe YKa3aHHOT'O OydepHoro areHTa u YKa3aHHOTO
00beM000pa3yLIero areHTa B yKa3aHHbIH cOAepIKaluii KOMaHIucub pacTBop;

o obecrneyeHue pacTBOPEHUsS] YKa3aHHOTO Oy(depHOro areHTa M YKa3aHHOTO
00bpeM000pa3yroIero areHTa, Heo0s3aTeabHO, HAIPUMED, MyTEeM NMepEeMEIINBAHNUS

. perynuposanue pH oOpa3oBaBmerocs Takum oOpa3zom pactsopa a0 pH ot 4
70 5 ¢ IOMOIIBID COOTBETCTBYIOLIEr0 KOJIMYECTBA PACTBOpPA FHAPOKCUIA HATPUS, TEM
caMbIM 00pa3yst HepacacoBaHHBINA PacTBOP,

o ¢urpTpanIUI0 yKa3aHHOTO Hepac(hacCOBAaHHOIO pPacTBOpPa CTEPHIbHBIM

crmocobom,
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obecneunBasi TaAKUM 00pa3oM CTaOMIBHBIA COAEpIKAIMUN KOMAHINCUO, BOIHBIN
Hepac(hacOBaHHBIN pPAaCTBOP, MPUTOAHBIA AJIS HEMOCPENCTBEHHON NHOPHIN3ALNU |
TepaneBTUYECKUX NPUMEHEHUN; U

o 3anoyiHeHue  OoOpa30BAHHOIO  TaKUM  CnocoOoM  OTQHIBTPOBAHHOIO
Hepac(acoOBaHHOTO pacTBOpa B OAMH MJIM HECKOJBKO (HJIAKOHOB.

B coorBercTBUM ¢ BapHMaHTOM OCYILIECTBJIEHHUs IMEPBOTO aCMHEKTa HACTOSLIETO
u300peTeHusl yKa3aHHbI KOMaHJAuCcHO, TEPEeHOCHMbIH B yKa3aHHBIH COCYI,
npencTaBisieT coO0 QUrHAPOXIOpHU KomaHaucuda.

VYka3aHHbIH croco0 B manbHeiimeM 0003HaueH KaK «CIOCOO M3TOTOBJIEHHUS», a
yKa3aHHbIH  Hepac(acoBaHHBIH  pacTBOp B  JanbHeidmmeM  00O3HAa4YeH  Kak
«Hepac(pacoOBaHHBIA PACTBOPY.

Vka3zaHHBIH Ccroco0 H3roToBieHUs oOecrnednBaeT CTAOMIBbHBIN, COAepIKaIIui
KOmaHaucuO® BOAHBIN HepachacoOBaHHBI pPacTBOP, KOTOPBIH [JaeT MOBBIIIEHHYIO
pacTBOPUMOCTh  KomaHjucuda, T.€.  KOTOPbIH  COAEPKUT  KOMaHIucud B
KOHIIEHTPALUAX, KOTOPble MJOCTATOYHO BBICOKH JUISI TOPsAMOH  JuOoQuUIN3anuu
TEepameBTUYECKON 03Bl B OHOM HJHU ABYX (pIakOHaX, B YaCTHOCTH, OAHOM (pirakoHe,
KOTOPbIM HMEET AONYCTHUMBIM ypoBeHb pH U noaxoaut Ansd TepaneBTHYECKOTO
MPUMEHEHHS.

B cooTBeTcTBHM CO BTOPBIM aCIEKTOM HAaCTosIIee H300peTeHHe OTHOCHUTCA K
CTa0MIBPHOMY, COAEpKaleMy KOMaHJIUCUO BOJHOMY Hepac(hacoOBaHHOMY pacTBOpPY
NOBBIIIEHHON  PAacTBOPUMOCTH, KOTOPBII  HEMOCPEACTBEHHO  MNOAXOAUT  JJIA
Ao uIN3anuy, NpuYeM yKa3aHHbIH Hepac(acoBaHHBIH PaCTBOP COAEPIKUT:

. KOMAaHJIUCHO, B OCOOEHHOCTH B KOJHYECTBE, IMOAXOMSIIEM B KadeCTBE
TEpParneBTUYECKOMN 103bI,

o OIMH WJU HECKOJbKO peryisTopoB pH, B ocobeHHoctn OydepHbIH areHr,
KOTOPBII B YaCTHOCTH, COAEPKUT CJadyI0 KUCIOTY, TAKYIO KakK, HApUMep, JIUMOHHAs
KHCJIOTa, U CUJIbHOE OCHOBaHHE, Takoe Kak, HallpuMep, TUAPOKCU HATPUs U

o 00beMo00pas3yroImuil arexT,

yKa3aHHBIA HepachacoBaHHBINA pacTBop umeer pH Mexny 4 u 5 (BKJIIOYUTENBHO).

B cooTBercTBUM € BapMaHTOM OCYILECTBJIEHUS BTOPOrO acleKTa HaCTOSLIEero
n3obpeTeHusl ykasaHHasl TepameBThdeckas mo3a cocrtasisier 30, 45, 60 unu 80 wmr

Komauaucuoa.
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B cooTBercTBUHM ¢ BapHAaHTOM OCYINECTBJICHUS BTOPOTO AacCleKTa HACTOSIIEero
n3o00peTeHus yKka3aHHasi TeparneBTuYeckas 103a cocrapisieT 60 Mr konmaHaucuoa.

B coorBercTBUHM ¢ BapHMaHTOM OCYIIECTBJICHUS BTOPOrO acCleKTa HACTOSILIETO
uzo0pereHus ykazaHHbii peryasatop pH npencrasnser coboii OydepHbIii areHrT.

B coorBercTBUHM ¢ BapHMaHTOM OCYIIECTBJIEHUS BTOPOrO acleKTa HaCTOSILIEero
n300peTeHust yka3aHHbIH Oy(QepHBIil areHT mpeacTaBiseT cOOOW JUMOHHYIO KHCJIOTY
U TUIAPOKCHUI HATPHSI.

B cooTBeTcTBUM ¢ BapHMaHTOM OCYINECTBJIEHUS BTOPOrO AacCleKTa HACTOSIIErO
u300peTeHus yKa3aHHBI Hepac(hacCOBAHHBIN COAEPIKAIMUNA KOMAHIUCUO pacTBOP
COIEpIKUT JUMOHHYI Kucyioty B konuuectBe 0,18-18.5 mac./mac.%, B ocoOeHHOCTH
0,18-3,7 wac./mac.%, B 4yacrHoctu, 0,37 wmac./mac.% OT  yKa3aHHOIrO
Hepac(hacoOBaHHOTO pacTBOpA.

B cooTBeTcTBUHM ¢ BapHMaHTOM OCYINECTBJICHUS BTOPOTO AacCMeKTa HACTOSIIEero
u300peTeHus yKa3aHHBIM Hepac(haCOBAHHBIN COAEpKAIMUN KOMaHIUCHO pPacTBOP
COIEepP KHUT TUAPOKcHUa HaTpus B konmdyectBe 0-0,8 mac./mac.%, B ocodbennoctu 0,3-0,5
mac./mac.%, B uactHoctH, 0,4 wmac./mac.% OT ykKa3aHHOro Hepac(hacoOBaAaHHOTO
pactBopa.

B coorBercTBUHM ¢ BapHMAaHTOM OCYIIECTBJIEHHUS BTOPOrO acCleKTa HACTOSIIEero
n3o0peTeHus ykKa3aHHBI HepachacCOBaHHBIN coAepKaMUi KOomaHJIucud pacTBOp
comepKuT ruapokcun Hatpus B kojaudectse 0,01-0,8 mac./06.%, B ocobennoctu 0,3-
0,5 wmac./06.%, B wuactHoctH, 0,4 wMmac./00.%, ykazaHHOro HepachacoOBAHHOTO
pacTBopa.

B cooTBeTCTBUM ¢ BapHaHTOM OCYINECTBJEHUS BTOPOrO acIleKTa HaCTOSLIErO
u300peTeHus yka3aHHbId 00beMOOOPA3YIOMKMI areHT MPeacTaBisieT cOOOH MaHHUT.

B cooTBeTcTBUHM ¢ BapHAaHTOM OCYINECTBJIEHUS BTOPOrO AacCleKTa HACTOSIIErO
u300peTeHus ykKa3aHHbIA HepacpacOBAHHBIN, COIepKAIMUA KOMaHIUCHO pacTBOP
COmepKUT MaHHHUT B KkommdecTBe 3,0-23,1 wmac./mac.%, B ocobennoctu 3,0-15,4
mac./mac.%, B wactHocTH, 7,7 Mac./mMac.% OT YyKa3aHHOTO Hepac(pacOBaAaHHOTO
pactBopa.

B cooTBeTcTBUHM ¢ BapHaHTOM OCYINECTBJICHUS BTOPOTO acCIeKTa HACTOSIIETO
u3o0peTeHus yKa3aHHBI Hepac(haCOBAaHHBIM COAEpPKAIMUNA KOMaHIUCHO pacTBOP
COINEpKUT YyKa3aHHOe CBOOONHOE OCHOBaHWe KomaHhaucuba B kojuuectse 0,5-15,2
Mmac./mac.%, B ocobennoctu 1,0-7,6 mac./mac.%, B uacTtHOocTH, 3,8 mac./mac.% oT

YKa3aHHOTO Hepac(}hacoOBaHHOTO pacTBOpA.
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B cooTBeTCTBHMM C BapUaHTOM OCYLIECTBICHHUS BTOPOr0 AaCIEKTa HACTOSIMIErO
n300peTeHus B yKa3aHHOM Hepac(hacCOBaHHOM COJeprKalleM KONMaHIUCHO pacTBoOpe:

J yKa3aHHas TepamneBTHYECKas J103a KOMaHJucuba TNPHUCYTCTBYET B
koandecTBe 3,8 mac./mMac.% OT yka3aHHOTO Hepac(hacoBaHHOTO pacTBOpa,

. yKa3aHHas JIMMOHHas KHUCJIOTa MPUCYTCTByeT B Kkoaudectse 0,37
mac./mac.% OT yka3aHHOTO HepacaCOBaHHOTO PacTBOpa,

o YKa3aHHBIA THAPOKCHJ HATPUS MPUCYTCTBYET B KoauvyectBe 0,4 mac./mac.%
OT YKa3aHHOTO Hepac(acoBaHHOrO pacTBoOpa, U

. yKa3aHHBIH MAaHHUT NPHUCYTCTBYeT B KojuuectBe 7,7 wmac./mac.% or
yKa3aHHOTO HepachaCOBAHHOTO PacTBOpA,

yKa3aHHBIA cofepkamuil komannucud pactBop umeer pH wmexny 4 u S
(BKJIFOUUTENBHO).

B cooTBeTCTBHMM C BapHaHTOM OCYLIECTBICHHUS BTOPOrO AaCIEKTa HACTOSIMIETO
n300peTeHus B YKa3aHHOM Hepac(hacoBaAaHHOM COAepIKalleM KOMaHIucubO pacTBope:

o yKa3aHHas TepameBTHYECKas [103a KOMaHJucuba TPHCYTCTBYET B

konuuecTBe 68,4 mr,

o yKa3aHHasi IUMOHHAsI KUCJIOTA NPUCYTCTBYET B KOJIUYECTBE 6,0 MT,
. yKa3aHHBIA TUAPOKCU HATPUSI IPUCYTCTBYET B KOJIUYECTBE 7,2 MT, U
. yKa3aHHbIA MAaHHUT NPUCYTCTBYET B KOJU4YecTBe 130,8 Mr,

yKa3aHHbIA HepachacoBaHHBIN coxep:kamui komauHaucud pactBop umeer pH
Mexay 4 u 5 (BKIIIOUHUTENBHO),

yKa3aHHbIA HepacpacOBaHHBIN COAEpKAIINN KOMAHIUCUO pacTBOP UMeEET 00beM
1,71 mm.

B cooTBercTBMM C BapMaHTOM OCYLIE€CTBJEHHUS BTOPOrO aCHEKTa HACTOSLIEro
u300peTeHus yKa3aHHBI Hepac(hacCOBAHHBIN COAEPIKAIMUNA KOMaHIUCHO pPacTBOP
COIEP KUT KOMaHaucuod B kojauuecTse 40 Mr/mi.

B cooTBercTBMM C BapMaHTOM OCYLIE€CTBJEHHUS BTOPOrO aCHEKTa HACTOSIIETO
u3o0peTeHus yKa3aHHBI Hepac(haCOBAHHBIN COAEpKAIMUNA KOmaHIucud pacTBOP
conepxxut 68,4 mr konanaucuba B odbeme 1,71 mu.

B cooTBercTBMM C BapuMaHTOM OCYUIE€CTBJEHHUS BTOPOrO aCHEKTa HACTOSIIETO
n3obpeTeHus yKa3aHHBI Hepac(haCOBAHHBIH COAEpPKAIMUNA KOMAaHIUCHO pPacTBOP

conepsxkut 60 Mr konaniucudba B odbeme 1,5 mu.
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B cooTBercTBMM C BapMaHTOM OCYIIECTBJIEHUS BTOPOrO aCHEKTa HACTOSLIETO
n3o0peTeHus yKa3aHHBI HepachaCOBAHHBINM coAepKaIMUN KOomaHJaucud pacTBOp
IOTOJIHUTENBHO pa30aBisIIOT MNPUTOAHBIM pa3zOaBUTENEM, TAaKUM Kak, HaIlpUMep,
CTepUJIbHAsA BOJA JJIsl UHBEKIUN UM CTEPUJIbHBIN BOIHBIN pacTBOp XJIOpPUIA HATPHS,
B ocobenHocTu 0,9% BOIHBIH PAacTBOP XJIOPHAA HATPHS.

B cooTBercTBMM C BapMaHTOM OCYLIECTBJEHUS BTOPOrO aCHEKTa HACTOSLIETO
u300peTeHusl yKa3aHHbIM HepacpacOBAHHBIN coAeprKalqUi KOmaHIuCUO pacTBOp, B
KOTOPOM:

. yKa3aHHas TepameBTHYECKas J103a KOMaHjucuba TNPHCYTCTBYET B

konuuecTBe 68,4 mr,

o yKa3aHHasi TUMOHHAsl KUCJIOTA NPUCYTCTBYET B KOJIUUYECTBE 6,0 MT,
. YKa3aHHBINA TUJIPOKCUM HATPUSI IPUCYTCTBYET B KOJIUYECTBE 7,2 MT, U
. YKa3aHHBI MAaHHUT NPUCYTCTBYET B KOJU4YeCTBe 136,8 Mmr,

TOTIOJTHUTENBHO pa30aBIISIOT C:

. pazbaButeneM, KOTOpBIH mpencrapisier coboit 0,9% BoxmHBIN pacTBOp
XJIOpUAA HATPHUsl, B KONu4ecTBe 4,4 M,

yKa3aHHBIH HepacacoBaHHBIN coxep:kamuil komaHiaucud pactBop umeer pH
MexXay 4 U 5 (BKIIOUUTENBHO),

yKa3aHHBIH Hepac(hacOBaHHBIN coAep KalUi KOMaHIuCUO pacTBOp MMeeT 00beM
1,71 ma.

B cooTBercTBUM ¢ BapuMaHTOM OCYINECTBJIEHUS BTOPOTO AaCHEKTa HACTOSLIErO
n300peTeHusl yKa3aHHBIM Hepac(PacCOBAHHBIN COAEpIKAIMMI KOMAHJHCUO pPacTBOP
IOTIOJTHUTENBHO  pa30aBJsIFOT MNPUTOAHBIM  pa3baBuTesieM, TNpPUYEM YKa3aHHBIH
NpUroAHbIN pa3baBuTenp mnpencrasiser coboit 0,9% BOAHBIA pacTBOpP XJIOpUIA
HaTpus, B ocobeHHocTu B 00beMe 100 mut.

B cooTBercTBUM € BapHMaHTOM OCYILECTBJEHHUS BTOPOrO acleKTa HaCTOSILIEero
n300peTeHnsl yKa3aHHBIM HepachacCOBAHHBIN CONEpIKAIMMI KOMAHJHCUO pacTBOP
IOTOJTHUTENBHO pa3baBisIFOT TPUTOAHBIM  pa3baBuTeNeM, TNpPUYEM YKa3aHHBIH
NpUTOAHBIN pa3baBuTens mnpexacrtaeisier coboit 0,9% BoOmHBIA pacTBOpP XJIOpUIA
HaTpusi, B 0COOeHHOCTH B oObeme 100 MJ, KOTOPBIA CONEPKUTCS B HHOY3MOHHOM
MelKe, B ocoOeHHOoCTH cnenanHoM u3 nonudtuiena (I19), momunponmnena (I1I1),

nommBuHUIXJI0opHuaa (IIBX) nmnn stuneaBurunauerara (OBA).



10

15

20

25

30

-18 -

Vka3zaHHbIH Hepac(acOBaHHBIH pacTBOP B JajbHEHIIEM YIOMHHAETCS Kak
TaKOBOM.

B cooTBeTcTBHMM C TpPeTHHUM acCHEKTOM HacTosillee H300peTeHHE OTHOCUTCH K
cnoco0y nuodunamsanuu  cTabHIbHOrO, COAEpPKAIEro KOMaHJUCHO, BOJHOTO
Hepac(acOBaAaHHOIO  pacTBOpa, MPUTOAHOrO st  JUOPUIM3ALMM U AJIS
TEepPaneBTUYECKOro MPUMEHEHUs, IPHUYEeM YKa3aHHAst KOMIIO3ULUSI CONEPIKUT:

. KOIMAHJIUCHO, B OCOOEHHOCTH B KOJHYECTBE, IOAXOMSIIEM B KadyeCTBE
TEpPaneBTUYECKOMN 103BbI,

o ONVH WJU HECKOJbKO perynsTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJIadyI0 KUCIOTY, TAKYIO KaK, HAMpUMeEp, JUMOHHAs
KHCJIOTA, U CHJIbHOE OCHOBAaHHUE, TAKOE KaK, HaIpUMep, THAPOKCUT HATPHUS, U

o 00beMo00pa3yrImuil arexT,

yKa3aHHBIA HepachacoBaHHBbIH pacTBop uMmeeT pH Mexny 4 u 5 (BKJIFOYUTENBHO),

yKa3aHHBIA croco0 nuouIn3anuy BKJIKOYAET B ce0s: CTaAuu 3aMOpa’kKUBAHMS,
OTJKHMra, IEPBUYHON U BTOPUYHOU CYIIKH,

TaKUM obpazom yKa3aHHBIN crocod obecrneunBaeT ctabunpHOE,
TMopUIN3UPOBAHHOE, COJAEpIKallee KOMaHIUCHO TBEpPAOE BEINECTBO, B HYAaCTHOCTH,
NOPOIIOK MJHM OpHUKeT, MNpPUrogHOe s pa3daBleHUs U JJIsl TEPaneBTHYECKOro
NPUMEHEHHMs], MPUYEM YKa3aHHOE TBEpPJO€ BELIeCTBO, B HYACTHOCTH, IMOPOMLIOK HJIHU
OpHKeT COmEPIKUT:

J KONaHIuCcuO, B OCOOEHHOCTH B KOJHMYECTBE, MOAXOASINEM B KadecTBe
TepParneBTUYECKOMN 103bI,

o OIVH WJH HECKOJbKO perynsTopoB pH, B ocobeHHocTn OydepHbIH areHr,
KOTOPBIH B YaCTHOCTH, COAEPIKUT CJAOYIO KHCIIOTY, TAKYIO KaK, HAIpUMep, JTUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TAKOE KaK, HAIpUMep, THAPOKCUT HATPUS, U

o 00beMO00pa3y K arexT,

yKa3aHHOE TBEPIO€ BELIECTBO, B YaCTHOCTH, NMOPOINOK uiu Opuker, umeer pH
Mexay 4 u S (BKIOUYHUTENbHO), MPU BOCCTAHOBJIEHUM MOIXOIAIHM pa3zdaBuUTENEM,
TaKUM Kak, HampuMep, CTEpUIbHAs BOJA IJIs WHBEKIUH WMJIM CTEPUIbHBIA BOJHBIH
pacTBoOp XJiopuaa HaTpus, B ocobeHHocTH 0,9% BOIHBINA pacTBOP XJIOPUAA HATPUS.

VYka3zaHHBIH cIOCOO BOCCTAHOBJIEHUS BKIIIOYAET B ceOs:

* no0aBieHHEe K YKa3aHHOMY CTaOWUJIbHOMY JHO(PUIN3UPOBAHHOMY TBEPAOMY

BC€IICCTBY, B YaCTHOCTHU MNOPOIIKY, B HpHFOI[HOfI CMKOCTH, B YaCTHOCTH B
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repMETUYHON €MKOCTH, B YaCTHOCTH B HMHBEKLHOHHOM (JIakOHE, B YaCTHOCTH B
UHBEKIMOHHOM (pi1akoHe Ha 6 mu, pazbaBuTesie, TAKOM Kak, HApUMep, CTEPUJIbHAs
BOJA JUIS MHBEKIUH WU CTEPHJIbHBIH BOJHBIH PacTBOpP HATPHS PACTBOP XJIOPUIA, B
4acTHOCTH, 0,9% BOIHBINA PACTBOP XJIOPHIA HATPUS,

cTabuiapHOE THOPUIN3UPOBAHHOE, COlepIKaliee KOMaHIucuO TBepaoe BEIIeCTBO,
B YAaCTHOCTH, IMOPOIIOK WM OpHUKET, MOCJie BOCCTAHOBJIEHUS B BOCCTAHOBJICHHBIH
pacTBOp TMPHUIOAHO Ui JalibHeiero pasOaBieHUs © IJIs TEParneBTHYECKOTO
IpUMEHEHHUS.

Vka3zaHHbIH crmoco0 B fganpHeWmeM O0O03HAYeH Kak «Crmocol JHoduinsammm.
Ykazanubiii ciocod nuodunuzanuu obecneduBaeT cTabuUibHOE, THOPUIH3UPOBAHHOE,
cojepikaliee KOMaHJUCUO TBepIO€ BEIEeCTBO, B YAaCTHOCTH, MOPOIIOK WU OpHKET,
KOTOPO€ MMEET MPUEeMIIEMYIO CTPYKTYpY OpUKeTa U KOPOTKOE BpeMsi BOCCTAHOBJICHHSI.

B cooTBeTCcTBHU C YEeTBEPTHIM ACIEKTOM HACTOsIee M300peTeHHEe OTHOCUTCS K
cTabUIbHOMY, JUOPUIU3HUPOBAHHOMY, COAEpKAIlEeMy KOMaHJUCHO TBEpAOMY
BELIECTBY, B YACTHOCTH, MOPOLIKY MU OpHUKETY, MPUTOJHOMY Ui pa30aBiieHus U IJIs
TEepPaneBTUYECKOro MPUMEHEHHUsI, MPHYeM YKa3aHHOE TBepIOe BELIECTBO, B YACTHOCTH,
MOPOLIOK MU OPUKET CONEPIKUT:

. KOMaHIUCHO, B OCOOEHHOCTH B KOJHYECTBE, IMOAXOMSIIEM B KadeCTBE
TEpaneBTUYECKON 03B,

J OIMH WJIM HECKOJIBKO peryisitopoB pH, B ocobenHocTu OydepHblii areHr,
KOTOPBIH B YACTHOCTH, COAEPIKUT CIAa0yI0 KHCIOTY, TAKYI0 KakK, HaIIpUMep, JTUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TaKOE KakK, HApUMep, THAPOKCH HATPUSI, U

o 00beMO00pa3yOIKi arexT,

yKa3aHHOe TBEPAO€ BELIECTBO, B YaCTHOCTH, MOPOLIOK uiau Opuker, umeer pH
Mexay 4 u 5 (BKIIOUHUTENBHO) MPH BOCCTAHOBJICHUH MOAXOISIIUM pa3baBHUTENEM,
TaKUM KaK CTepHJIbHAsi BOJAA IJIsi MHBEKLUMH WJIM CTEPUJIbHBIA BOIHBIA pPacTBOP
xJopunaa Hatpusi, B ocoOerHocTH 0,9% BOIHBIN pacTBOP XJIOPUIA HATPHUSI, HATIPUMED.

B cooTBeTCTBHM C BAapHAHTOM OCYLIECTBJICHHUS YETBEPTOTO ACMEKTa HACTOSIIETrO
n3o0peTeHusl ykazaHHasi TepameBTudeckas mo3a cocrtasisier 30, 45, 60 unu 80 wmr
KomaHaucuoba.

B cooTBeTCTBHM C BAapHAHTOM OCYLIECTBJICHHUS YETBEPTOTO ACMEKTa HACTOSIIETrO
n300peTeHus yKa3aHHas TepaneBTUYeckas qo3a cocrasiser 60 Mr konannucuoda.

B cooTBeTCTBHM C BAapHMAHTOM OCYLIECTBJICHUS YETBEPTOTO ACMEKTa HACTOSIIETO

nzobpereHus ykaszaHHbii peryiasitop pH npencrasisier coOoit OydepHbIil areHrT.
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B cooTBeTcTBUU C BapUAHTOM OCYIIECTBJICHUS YE€TBEPTOTO ACIEKTa HACTOSIIETO
n300peTeHus: yKa3aHHbI OyQepHbIll areHT mpencTaBisieT COOOH JUMOHHYIO KHCJIOTY
U TUAPOKCHUI HATPHUSI.

B cooTBeTcTBUU C BapUAHTOM OCYIIECTBJICHUS YETBEPTOTO aCIEKTa HACTOSILIETO
n300peTeHust yka3zaHHblH OydepHbIii areHT mpeacTaBiser coOOi JTUMOHHBIN Oydep,
KOTOpbIii naeT 3HaueHue pH ot 4 g0 S5 (BKJIKYHUTENBHO), B YAaCTHOCTU S, MpH
BOCCTAHOBJIEHUM TOIXOISINUM pa3daBUTeNeM, TaKUM KakK CTepHJIbHAas BOHA IS
UHBEKLHI UM CTePUJIBHBIN BOJHBIN pacTBOp Xjopuaa Hatpus, B ocobeHHoctu 0,9%
BOIHBIN PaCTBOP XJOPHUAA HATPHS, HAIPUMED.

B cooTBeTCTBUH ¢ BApUAHTOM OCYINECTBJICHHUS YE€TBEPTOTO aCMEKTa HACTOSIIETO
u300peTeHusi, B KOTOPOM YKa3aHHOE cojlep:Kallee KOMAHINCUO TBEPIOe BEIIECTBO, B
YaCTHOCTH, TMOPOMIOK UM OPUKET, COMEPKUT JTUMOHHYIO KHCJIOTY B KonuuecTBe 0,7-
75 mac./mac.%, B ocobennoctu 1,5-30 mac./mac.%, B wactHocTH, 2,98 mac./mac.%, oT
yKa3aHHOTO JTUO(PUIH3UPOBAHHOTO, COASPIKAINEr0 KOMAHINCUD TBEPIOTO BEIIECTBA.

B cooTBeTcTBUU ¢ BapUAHTOM OCYIIECTBJICHHUS YETBEPTOTO ACMEKTa HACTOSIIETO
n300peTeHusi, B KOTOPOM YKa3aHHOE colep:Kallee KOMaHJINCUO TBEpPIOe BEIIECTBO, B
YaCTHOCTH, MOPOIIOK WU OpPUKET, COAEPKUT TUAPOKCUI HATpUs B KonudecTBe 0-6
Mac./mac.%, B ocobennoctu 3,3-4,0 mac./mac.%, B dacTtHocTtH, 3,7 Mmac./mac.%, OT
yKa3aHHOTO JUO(PUIH3UPOBAHHOTO, COAEPIKAIIEro KOMaHANCUO TBEPIOTO BEIIECTBA.

B cooTBeTcTBUU C BapHMAHTOM OCYINECTBIEHUS YE€TBEPTOTO acCIeKTa HACTOSILIETO
n3o0peTeHus, B KOTOPOM yKa3aHHOE COAepkallee KOMmaHIucuO TBEpAOe BELIECTBO, B
YACTHOCTH, MOPOILIOK WK OpPUKET, COAEPKUT T'MAPOKCHA HaTpus B KonudectBe 0,01-6
Mmac./mac.%, B ocobennoctu 3,3-4,0 mac./mac.%, B uwactHoctH, 3,7 Mmac./mac.%, OT
yKa3aHHOTO JTUO(GUIU3UPOBAHHOTO, COAEPIKAIIEr0 KOMAHIUCUO TBEPIOTO BEIIEeCTBA.

B cooTBeTCTBUU ¢ BAPUAHTOM OCYINECTBJIEHHUS YE€TBEPTOTO aCMEKTa HACTOSIIETO
n300peTeHus yka3aHHbId 00beMOOOpa3yIOIUI areHT MpPeacTaBisieT cOOOH MaHHUT.

B cooTBeTCTBUU ¢ BapUAHTOM OCYINECTBJIEHUS] Y€TBEPTOTO aCMEKTa HACTOSIIETO
u300peTeHusi, B KOTOPOM YKa3aHHOE cojlep:kallee KOMaHJINCUO TBEPIOe BEIIECTBO, B
YACTHOCTH, MOPOLIOK WU OpHUKET, CONEepXKUT MaHHUT B KojaudecTBe 15,4-821
mac./mac.%, B ocobernnoctu 30,8-82,1 mac./mac.%, B yactHocTH, 61,6 Mac./mac.%, oT
yKa3aHHOTO JUO(PUIH3UPOBAHHOTO, COAEPIKAINEr0 KOMAHINCUD TBEPIOTO BEIIECTBA.

B cooTBeTcTBUU ¢ BapUAHTOM OCYIIECTBJICHHUS YETBEPTOTO aCMEKTa HACTOSIIETO
n300peTeHusi, B KOTOPOM YKa3aHHOE colep:Kallee KOMaHJINCHO TBEpPIOe BEIIECTBO, B

YaCTHOCTH, TOPOIIOK UM OpHUKET, COXEPKUT YKa3aHHOEe CBOOOJHOE OCHOBAaHHUE
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konannucuba B komuuectBe 7,7-92.4 wmac./mac.%, B ocobenHoctu 7,7-61,6
mac./mac.%, B gactHoctH, 30,8 mac./mac.% oOT NTUOPUIU3UPOBAHHOTO COAEPIKAIIETO
KOTIaHJIUCUO TBEPAOTrO BEIIECTBA.

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBJIEHUS] YETBEPTOTO ACHEKTa HACTOALIETO
n300peTeHus, B KOTOPOM B YKa3aHHOM JHO(PUIN3UPOBAHHOM, COAEpIKAIIEM
KOMaHJIUCUO TBEPIOM BELIECTBE, B HACTHOCTH, MOPOIIKE UJIH OpUKeTe:

o yKa3aHHas TepameBTHYECKas J03a KOMaHjaucuba TNPHCYTCTBYET B
konndectBe 30,8 mac./mac.% OT yKa3aHHOTO JHODUIUZUPOBAHHOIO, COAEPIKAIIErO
KOTIaHJIUCUO TBEPAOTO BEIIECTBA,

. yKa3aHHas JIMMOHHAas KHUCJIOTa MPUCYTCTBYeT B Kojudectse 2,98
mac./mac.% OT yKa3aHHOTO JHOQUIM3UPOBAHHOIO, COAEPINKAIMETro KOMaHIUCHO
TBEPAOTO BEIIECTBA,

o YKa3aHHBIA THAPOKCHJ HATPHS MPHUCYTCTBYET B KodaudecTse 3,7 mac./mac.%
OT YKa3aHHOro JHOQPUIM3UPOBAHHOrO, COJEPIKAIMEro KOMaHIUCUO TBEpPAOro
BEIECTBA, U

. yKa3aHHBIH MaHHUT MPUCYTCTBYyeT B KkonudectBe 61,6 mac./mac.%, ot
YKa3aHHOTO JUO(QUIN3UPOBAHHOTO, COJEPIKAINEero KOMaHINCUO TBEPIOro BEIEeCTBa,

yKa3zaHHO€ JUOQMIN3NPOBAHHOE, COAepKallee KOMaHIUCHO TBEpAOe BEIIECTBO,
B YaCTHOCTH, TOPOLIOK MM OpHUKET, TMpPU BOCCTAHOBJIEHUH MOAXOISIIUM
pazOaBuTeneM, TakKUM Kak, HampuMep, CTEpPWIbHAas BOJAA ISl HMHBEKLUHH HIH
CTEpUJIbHBIM BOAHBIN pacTBOp XJopuaa Hatpus, B ocodennoctu 0,9% BOIHBIN pacTBOp
xjgopuna Hatpusi, umeet pH mexay 4 u S5 (BKIIOUHUTEIBHO).

B cooTBeTCTBHHM C BapHMAHTOM OCYLIECTBJICHHS YETBEPTOTO aCHEKTa HACTOSLIETO
n300peTeHust B YKa3aHHOM JUODMIN3NPOBAHHOM, COAEPIKALIEM KOMAHIUCHO TBEPAOM
BEIECTBE, B YACTHOCTH, MOPOIIKE HIH OpUKeTe:

o yKa3aHHas TepameBTHYECKas J103a KOMaHJucuba TPHCYTCTBYET B

konuuecTBe 30, 45 unu 60 mr,

o yKa3aHHas JUMOHHAsl KUCJIOTA NPUCYTCTBYET B KOJIUYECTBE 5,8 Mr,
. YKa3aHHBINA TUAPOKCUJ HATPUSL NIPUCYTCTBYET B KOJIMYECTBE 0,3 MTI, U
. YKa3aHHBIA MaHHUT NPUCYTCTBYET B Kouu4decTse 120 mr,

yKazaHHOe JTHO(HMIN3UPOBAHHOE, COAeprKallee KOMAaHIUCUO TBEpIOE BEIIECTBO,
B YaCTHOCTH, IMOPOILIOK niIn 6pI/IKeT, npu BOCCTAHOBJICHHUH noaxoasamum

p336aBI/ITeJ'IeM, TaKUM KakK, Hampumep, CTEpUJTIbHAA BOJa HJId WUHBEKIIUA HWIH
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CTEPUJIbHBIN BOJHBIA PacTBOP XJOpUAa HATPUsA, B ocodbeHHocTU 0,9% BOIHBIN pacTBOP
xjopuna Hatpus umeet pH mexnay 4 u 5 (BKIIOUHUTENBHO).

B cooTBeTcTBUM ¢ BapUAaHTOM OCYILNECTBJIEHHUs YETBEPTOrO aCIEKTa HACTOSIIEro
n300peTeHnst B YKa3aHHOM JIHO(PUIM3UPOBAHHOM, COJEpIKalleM KOMaHIUCHO TBEPAOM
BELIECTBE, B YACTHOCTH, MOPOLIKE WIH OpHUKeTe:

o yKa3aHHasi TepameBTHUYeCKas Jo03a KomaHnucuba TPHCYTCTBYET B

konuuecTBe 80 mr,

o yKa3aHHasi JUMOHHAs KUCJIOTA NPUCYTCTBYET B KOJIUYECTBE 7,7 M,
. YKa3aHHBINA TUAPOKCUJ HATPUS NPUCYTCTBYET B KONU4eCTBE 8,4 Mr, U
. YKa3aHHBI MaHHUT NPUCYTCTBYET B KoaudecTse 160 mr,

yKa3aHHOE JUOQMIM3NPOBAHHOE, COAEpIKallee KOMaHIUCHO TBEpPAOe BEIIECTBO,
B YaCTHOCTH, TOPOWIOK WM OpUKET, TNpPU BOCCTAHOBJIEHUH MOAXOISIINM
pazbaBuTeneM, TaKMM Kak, HamIpuMep, CTEpUJbHAas BOAAa [Js WHBEKUUH WU
CTEePHUJIbHBIN BOJHBIA pacTBOP XJOpUAa HATPHUs, B ocodeHHocTH 0,9% BOIHBIN pacTBOP
xjopuna Hatpus umeet pH mMexnay 4 u 5 (BKIOUHUTENBHO).

B cooTBeTcTBHHM C BapHAaHTOM OCYILIECTBIECHHS YETBEPTOTO ACHEKTA HACTOSALIETO
n3obpeTeHus, yka3aHHOe JTHOPUIN3UPOBAHHOE, COIeprKallee KOMaHIHCUO TBeproe
BEI[ECTBO, B YAaCTHOCTH, MOPOLIOK MJIM OpPHUKET, CONEPKUTCA B OAHOH EMKOCTH, B
OCOOEHHOCTH B 3ale4aTaHHOH €MKOCTH, INPEeANOYTUTENbHO BO (QIaKOHE s
UHBEKIHUH, OoJiee MPeANOUTUTENBHO B 6 MJI (DJIAKOHE AJISI HUHBEKIUH .

B cooTBeTcTBHM C BapHAHTOM OCYLIECTBJIEHUS YETBEPTOTO ACIEKTa HACTOALIETO
u300peTeHus, ykazaHHOe JTHOPUIM3UPOBAHHOE, COIeprKallee KOMaHJIUCUO TBepaoe
BEI[ECTBO, B YACTHOCTH, MOPOIIOK MU OPUKET, COAEPKUT KOMAHIUCUO B KOJUYECTBE
68,4 mr.

VkazaHHOE TBepIO€ BEMECTBO, B YAaCTHOCTHU, TOPOIIOK UWIU OpHUKET, B
nanpHelmeM 0003HAYCHO KaK «JIHO(PUIU3ATY.

YkazanHoe crabuipHOEe JHOPUIM3UPOBAHHOE, COAEpIKaliee KOMaHIUCHO
TBEPAOE BEIIECTBO, B YACTHOCTH, MOPOINOK WJIH OPUKET, COAEPKUT KOMAHIUCHO B
aMOp(GHOM TBEPIOM COCTOSTHUU, KOTOPOE MOKA3bIBAET JOCTATOUYHYIO CTAOMIBHOCTD.

Kpome Toro, ykaszanHoe cTaOuibHOE JHOPUIN3UPOBAHHOE, COAEpIKaIIee
KOMaHJINCUO TBEpPIOE BEINECTBO, B YACTHOCTH NMOPOIIOK WMIM OpuKeT, oOecreunBaeT
ITUTENbHOE XpaHEHHWE B BUAE JTUOPHUIM3MPOBAHHOM KOMIIO3WLIHH, TO €CTh HMEET

I[J'II/ITeJ'IbeII\/’I CPOK XpaHCHHUSA, U TOCJIEC BOCCTAHOBJICHHA B BHUAC cTaOUJIBHOTO
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BOCCTAaHOBJIEHHOT'O, COJ€pPIKaIero KOMaHIuCHO pacTBOpa, MMEET JOCTATOYHOE BpeMs
171 IPUMEHEHUsI N10CJIe BOCCTAHOBJICHUS.

CoOTBETCTBEHHO, YKa3aHHOE€ CTaOmibHOE JTHOQUIN3NPOBAHHOE, COAEpIKaliee
KomaHnucu® TBepAOe BEIIeCTBO, B YACTHOCTH, IOPOLIOK MJIHM OpHKeT, mocie
BOCCTAHOBJICHUsI B BOCCTAHOBJICHHBI PacTBOp, MPUIOAHO IS HENOCPEACTBEHHOIO
TEpaneBTUYECKOr0 NMPUMEHEHHs, WIH IJs NajbHellero pa30aBieHHs ¢ MPUTOJHBIM
pazbaBuTeIeM, TAKMM KaK CTEPUJIbHAS BOJAA JJIsI UHBEKIUN WM CTEPUJIbHBIA BOIHBIN
pacTBop xsiopuna Hatpusi, B ocobenHoctu 0,9% BOAHBIN pacTBOP XJIOpHAA HATPHS,
HarpuMep, U, B CBOK Odepelb, IJs AalbHENHIIEero TepaneBTHIeCKOro NIpuMEeHEeHHUs .

Hns pgoctuxkenus (usnyueckoll CTaOUIBHOCTH BO BpeMsi M IMOCJE Mpolecca
auopuIN3aMK  TIpenyiaraeMass B H300pETEHHH JKUIKAss KOMIIO3UIHS COJEPIKUT
obbremoobpasyrmuii areHT. O0beMooOpa3ywIlnue areHThl OOBIYHO MPHUMEHSIOT B
YpPOBHE TEXHHUKHU JUIsl MPUIOAHUS CTPYKTYphl U Beca «OpUKETy», MOJNIYyUEHHOMY B
pesynbrate Juodmimuzaunu. JroOoW mnpurogHeli 00beMOOOpAa3yHO MUl  areHT,
U3BECTHBIH B JaHHOW oOjacth, MoOXeT OBITh HCHOJNB30BAH B CBS3H C
TMOoGUIN3NPOBAHHON KOMIO3HIUEH B COOTBETCTBUU ¢ n3obOpereHneM. K mpuromaaeim
00beMO00pa3yOIMKUM  areHTaM  OTHOCHT, Harmpumep, MaHHHT,  JEKCTPaH,
LUKJOAEKCTPUHBI U TIULUH, TPErajao3y, caxaposy.

B cooTBeTcTBHMM C MATBIM aCHEKTOM HAaCTosIIee H300peTeHHe OTHOCUTCS K
cnoco0y BOCCTAHOBJIEHUSI CTAaOMJIBHOro, JHOQIIM3UPOBAHHOTO, COJAEPIKALIEro
KONaHJIUCHO TBEPIOro BEIIEeCTBA, B YACTHOCTH, NMOPOIIKA MM OpUKeTa, MPHUTOTHOTO
st pa3baBiieHUss M IS TEPANEBTUYECKOrO0 TPUMEHEHHs, NpUYEeM YKa3aHHOE
cTabunpHOe, JNHOPUIU3UPOBAHHOE TBEPAOE BEIIECTBO, B YAaCTHOCTH, MOPOLIOK,
COAEPIKUT:

. KOIMaHIUCHO, B OCOOEHHOCTH B KOJHYECTBE, IMOAXOMSIIEM B KadeCTBE
TEpPaneBTUYECKON 103,

J OIVH WJH HECKOJbKO perynsTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJIaOYI0 KHCIOTY, TAKYIO KaK, HapuUMep, JTUMOHHAs
KHCJIOTa, U CUJIbHOE OCHOBAaHME, TaKOe KaK, HapuMep, TMAPOKCU] HATPUs, U

o 00beM000pa3y K arexT,

yKa3aHHO€ TBEPIOE€ BELIECTBO, B YaCTHOCTH, MOPOINOK uiu Opuker, umeer pH
Mexay 4 u S5 (BKIIOUHUTENBHO) NMPH BOCCTAHOBJIEHHH MMOAXOASLIUM pa3zdaBUTENEM,
TAaKUM KaK CTEepUJIbHAs BOJAA MJIsi MHBEKUMH WJIW CTEePUIbHBIM BOIHBIA pPacTBOpP

xJjiopuna Hatpus, B ocodeHHoctu 0,9% BOIHBIN pacTBOp XJIOPHUAA HATPHS, HATIPUMED,
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yKa3aHHBIA CIOCOO BOCCTAHOBJIEHUS BKJIIOYAET B CeOs:

o nobaBiieHHE K YKa3aHHOMY CTaOUJIBHOMY, THOQHUIN3NPOBAHHOMY TBEPAOMY
BEI[ECTBY, B YAaCTHOCTH, IOPOLIKY, B MPHUIOJAHON €MKOCTH, B OCOOEHHOCTH B
3ame4yaTaHHOW €MKOCTH, TPEINOYTUTENbHO BO (IakoHe il HWHBEKLUUH, Oojee
NPEeANOYTUTENbHO B 6 Ma (JakoHe sl WHBEKUUH, pa3baBuUTeNs, TaKOro Kak,
HarmpuMep, CTEepUibHAas BOJAAa s HUHBEKUUNW WJIM CTEPUJIbHBIH BOIHBIH pPacTBOP
xJjopuaa Hatpusi, B ocodberHocTu 0,9% BOAHBIN pacTBOP XJOpPUIA HATPHUS,

TaKUM obpazom yKa3aHHbIN crnocod obecrneynBaeT CcTaOUIbHBIH,
BOCCTAHOBJICHHBIH, COIEPIKAIINN KOMAHINCUO pacTBOP, MPUTOAHBIN IS NajbHEHIIEero
pazbaBlieHUs U IS TEPANEeBTHYECKOTO NMPUMEHEHHS, YKa3aHHBIH BOCCTAHOBJIECHHBIH
pPacTBOpP COAEPIKUT:

o KOMaHIucub, B OCOOEHHOCTH B KOJHYECTBE, MOAXOISAINEM B KadyeCTBE
TEpPaneBTUYECKON 03I,

J OIMH HWJHU HECKOJbko perynsaTopoB pH, B ocobeHHoctn OydepHbIH areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJIaOYyI0 KUCIOTY, TAKYIO KaK, HapuMep, TUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TaKO€ KakK, HaIpUMep, THAPOKCHA HATPHS, U

o ob6beMo00pasyromuil arexT,

yKa3aHHBIH BOCCTaHOBJIEHHBIN pacTBOp umeer pH Mexny 4 u 5 (BKIIOUHUTEIBHO).

B cooTrBeTrcTBHMM € BapHAaHTOM OCYIIECTBJIEHHsS NATOTO AaCIEKTa HACTOALIETO
u300peTeHusl yKa3aHHas TepaneBTU4YecKas no3a cocraBiusier 30, 45, 60 unu 80 mr
KomaHnucuoa.

B cooTBeTCTBMM ¢ BapHaHTOM OCYINECTBJEHHUS MATOTO aCHEKTa HACTOSLIEero
n300peTeHus yKa3aHHasi TeparneBTHYecKas 103a coctapisier 60 Mr konaniaucuoa.

B cooTBeTCTBMM € BapHMaHTOM OCYINECTBJIEHHUS NATOTO ACHEKTa HACTOSALIEeTO
u3obpeTeHusi, ykazanHblid perynsitop pH npencrasiser coboit OydepHbIil areHT.

B cooTBeTcTBMM € BapHMAaHTOM OCYINECTBJICHHS NATOTO ACIEKTa HACTOSLIETO
u3obpeTeHusi, yKka3aHHbld OyQepHBbIH areHT mpeacTaBisieT cOOOW JTUMOHHYI KUCJIOTY
U TUAPOKCHUA HATPHS.

B cooTBeTcTBHMM € BapHMAaHTOM OCYINECTBJIEHHS NATOTO aCIEKTa HACTOSALIETO
n300peTeHus yKa3aHHBI BOCCTAHOBJEHHBIN, CONEpKAIWi KOMaHJIUCUO pacTBOp,
MOJIYYCHHBIH YKAa3aHHBIM CIIOCOOOM, COAEPKUT JUMOHHYIO KHCJIOTY B KOJUYECTBE
0,08 — 15,0 mac./06.%, B ocobennoctu 0,15-3,0 mac./006.%, B uactHOcTH, 0,15

mac./00.% OT yka3aHHOT'O BOCCTaHOBJIEHHOTO pacTBOpa.
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B cooTBercTBUM C BapuaHTOM OCYLIECTBJIEHUS MATOTO AacleKTa HACTOSLIETO
n300peTeHusl yKa3aHHBI BOCCTAHOBJIEHHBIN, COAEpKAL(WI KOMaHJIUCUO pacTBoOp,
MOJIYYE€HHBIH YKa3aHHBIM CIIOCOOOM, CONEPKUT TMAPOKCUI HATpuUs B KonuuecTse 0-0,3
Mac./06.%, B ocobennoctu 0,14-0,18 mac./06.%, B uactHocTH, 0,16 mac./00.% ot
yKa3aHHOTI'O BOCCTAHOBJIEHHOI'O PacTBOpa.

B cooTBeTrcTBMM C BapUaHTOM OCYILIECTBJIEHHUS IMSTOrO ACHEKTa HACTOSLIEro
U300peTeHus] yKa3aHHBIM BOCCTAHOBJIEHHBIN, COAEp KAMH KOMaHJIUCUO pacTBOp,
MOJIYYEeHHBIN YKa3aHHBIM CITOCOOOM, CONEpPKUT THAPOKCU HaTpust B kKosuuecTse 0,01-
0,3 mac./00.%, B ocobennoctu 0,14-0,18 mac./006.%, B uactHocTu, 0,16 mac./00.% ot
yKa3aHHOTI'O BOCCTAHOBJIEHHOI'O pacTBoOpa.

B cooTBercTBUM C BapuaHTOM OCYLIECTBJEHUS MATOTO acleKTa HACTOSILIEero
n300peTeHus yKa3aHHbI 00beMOO0Pa3yIOIINN areHT MPEeACTaBIsIET COOONH MAHHHUT.

B cooTrBercTBUM C BapuaHTOM OCYLIECTBJEHUS MATOTO acleKTa HACTOSLIEero
n300peTeHus yKa3aHHBI BOCCTAHOBJICEHHBIN, CONIEpKAIUi KOMaHIUCUO pacTBOp,
MOJY4YEHHBbI yKa3aHHbIM CIOCOOOM, COIEPXKUT MAaHHHUT B KojudectBe 1,5-24,0
Mac./00.%, B ocobenHoctu 1,5-16,0 mac./00.%, B uactHoctH, 3,0 mac./00.% ot
yKa3aHHOTI'O BOCCTAHOBJIEHHOI'O pacTBopa.

B cooTrBercTBUM C BapuaHTOM OCYLIECTBJIEHUS MATOTO AacleKTa HACTOSLIETO
n3o0peTeHusl yKa3aHHbIM pa3daBUTENb NpencTaBiseT COOOH CTEePHIbHBIM BOJHBIN
pacTBOp XJopuaa Hatpusi, B ocobeHHoct 0,9% BOAHBIN pacTBOpP XJIOpPUAA HATPUS.

B coorBercTBUM C BapuaHTOM OCYLIECTBJIEHUS MATOTO AacCleKTa HACTOSLIETO
u300peTeHus  MOJIydeHHbIM TakuM  0o0pa3oM  yKa3aHHBIH  BOCCTAHOBJIEHHBIMH,
coaepKalmui KOMAaHIUCUO pPacTBOpP, COAEPKUT yKa3aHHOE CBOOOJAHOE OCHOBAaHHUE
komaunucuba B konuuectse 0,5-16,0 mac./06.%, B ocobennoctu 1,0-8,0 mac./06.%, B
4acTHOCTH, 1,5 Mac./06.% OT yka3aHHOTO BOCCTaHOBIIEHHOTO PacTBOpaA.

B cooTrBercTBMM C BapuaHTOM OCYLIECTBJEHUS MATOTO acleKTa HAaCTOSLIEeTo
N300peTeHns] B YKa3aHHOM BOCCTAaHOBJIEHHOM, COAEp KalleM KOMaHJIUCHO pacTBOpe,
MOJIYyYEHHOM YKa3aHHBIM CITOCOOOM:

J yKa3aHHas TepameBTHYECKas [103a KOMaHJucuba TNPHCYTCTBYET B
konuuecTBe 1,5 Mac./06.% OT yka3aHHOr0 BOCCTAHOBJIIEHHOT'O PacTBOpa,

o yKa3aHHas JIHIMOHHAsI KUCJIOTA MPUCYTCTBYET B Konudectse 0,15 mac./06.%
OT YKa3aHHOI'0 BOCCTAHOBJIEHHOT'O PacTBOpa,

. yKa3aHHBIA THAPOKCHUJ HATPHUS MPUCYTCTBYeT B konudectse 0,16 mac./00.%

OT YKa3aHHOTO BOCCTAHOBJIICHHOTO pacTBOpa, U
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J yKa3aHHBIH MaHHUT TPHUCYTCTBYeT B KouudecTtBe 3,0 mac./00.% ot
YKa3aHHOI'O BOCCTAHOBJIEHHOTO PacTBOpa,

yKa3aHHBIH pa3baBurenp npeacrasiser coboit 0,9% BoOaHBIN pacTBOp XJIopHAa
HaTpus,

yKa3aHHBIH coaepkamuii komaHnaucud pactBop wumeer pH mexny 4 u 5
(BKJIFOUUTENIBHO).

B cooTBeTrcTBMM C BapUaHTOM OCYIIECTBJIEHMS IMSTOrO ACHEKTa HACTOSLIEro
u300peTeHus yKa3aHHbIM BOCCTAHOBJIEHHBIM COAEPIKAIIUN KOMAHIUCUO pacTBOp,
NOJIYYEeHHBIH YKa3aHHBIM CIIOCOOOM, CONEPIKUT KOMaHIUCUO B KoudecTse 15 mMr/mir.

B cooTBercTBMM C BapUaHTOM OCYIIECTBJEHMUS MSATOrO ACHEKTa HACTOSLIEro
u300peTeHus yKa3aHHbIM BOCCTAHOBJICHHBIM COAEpKAIMUN KOMAHIUCUO pacTBOp,
MOJIYYCHHBIH YKa3aHHBIM CIocoOoM, comepkut 68,4 mr komaniaucuda B odwveme 4,55
ML

B cooTBercTBMM C BapHaHTOM OCYILIECTBJEHHUS MSATOrO ACHEKTa HACTOSIIEro
n300peTeHus yKa3aHHbIM BOCCTAHOBJICHHBIM COAEpKAIMUN KOMAaHJIUCUO pacTBoOp,
MOJIYYE€HHBIN YKa3aHHBIM CIIOCOOOM, conepkuT 60 Mr konannucuba B oobeme 4 M.

B cooTBercTBMM C BapUaHTOM OCYILIECTBJIEHHUS IMSITOO ACHEKTa HAaCTOSIIEro
n300peTeHns] B YKa3aHHOM BOCCTAaHOBJIEHHOM, COJI€pIKallleM KOMaHJIHCUO pacTBope,
MOJIy4€HHOM YKa3aHHBIM CIIOCOOOM:

. yKa3aHHasi TepameBTHUYeCKas Jo3a KomaHnucuba TPHUCYTCTBYET B

konmuecTBe 68,4 mr,

o yKa3aHHasi JUMOHHAs KMCJIO0TA NPUCYTCTBYET B KOJIU4YECTBE 6,6 MT,

. YKa3aHHBINA TUAPOKCUJ HATPUS NPUCYTCTBYET B KOJUYECTBE 7,2 MT, U

. yKa3aHHBbI MaHHUT NPUCYTCTBYET B KOJU4YecTBe 136,8 Mmr,

o yKa3aHHbIH pa3baBurens mnpexacrtasiser cobodi 0,9% BOgHBIA pacTBOp

XJIOpUAA HATPpHUsl, IPUCYTCTBYET B KonudecTse 4,4 mi,

yKa3aHHBIH BOCCTAHOBJICHHBIW, COAEp KaIluil KomaHaucud pactBop umeer pH
MeXay 4 U 5 (BKIFOUYUTENBHO),

yKa3aHHBIH BOCCTAHOBJIEHHBIH, CONEPIKAIMI KOMAHIUCUO pacTBOp UMeeT 00beM
4,55 M.

B cooTBercTBMM C BapHaHTOM OCYILIECTBJEHHUS MSATOrO AaCHEKTa HACTOSIIEro
n300peTeHus yKa3aHHbIM BOCCTAHOBJICHHBIH COAEpKAIMUN KOMAaHJIUCUO pacTBoOp,

MOJYy4EHHBIN YKa3aHHBIM CIIOCOOOM, CONEPKUTCSI B OJHOW €MKOCTH, B OCOOEHHOCTH B
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3alevyaTaHHOM €MKOCTH, NPEeNNOYTHTENbHO BO (JIakoHe Ml WHbEKIuid, Oonee
NPEANOYTUTENBHO B 6 MI (IIaKOHE IJI UHBEKIUHN.

VYka3aHHbIH CTAaOMJIBHBIN BOCCTAHOBJIEHHBIHN, CONEpKAUI KOMAHIUCUO pacTBOP
uMeeT ponyctuMmblii pH u mnpuromeH s HENOCPEACTBEHHOTO TEPaneBTUYECKOIO
NpUMEHEHUs] W/WUIW A JalbHelimero pas0aBiieHUs € NPHUTOAHBIM pasdaBuUTENEM,
TaKUM Kak, Halpumep, CTEpPUJIbHAs BOAA IJIsI MHBEKLUUN HJIU CTEPUIbHBIA BOJHBIN
pacTBOp XJjopuaa HaTpus, B ocodbeHHocTu 0,9% BOAHBIN pacTBOP XJOpHAA HATPUS, H,
B CBOIO Ouepenb, AJs JajJbHEHIIero TepaneBTUYeCcKOro NpuMeHeH s .

B cooTrBercTBMM C BapuaHTOM OCYIIECTBJIEHUS MATOTO acleKTa HACTOSILIEeTO
u300peTeHus yKa3aHHbIM BOCCTAHOBJIEHHBIM COAEPKAIMMN KOMAHIUCUO pacTBOp,
NOJIYyYCHHBbIH yYKa3aHHbIM CIOCOOOM, B JaibHeimmeM pa3OaBIsiOT NPHUTOAHBIM
pazbaBuTEeNEM, TaKMM KakK, HalmpuUMep, CTEpUIbHAs BOXA U HHBEKIUH HIH
CTEPUJIbHBIN BOJHBIA pacTBOP XJOpUAa HATPHUs, B ocobeHHOCTH 0,9% BOIHBIN pacTBOp
XJIOpUJa HaTpus.

B cooTBercTBUM C BapuaHTOM OCYLIECTBJEHUS MATOTO acleKTa HaCTOSLIEero
n300peTeHus! yKa3aHHbIM MPUTOAHBIN pazbaBuTesb npencrapisier coboit 0,9% BomHbIN
pacTBOp XJiopuaa HaTpusi, B ocobeHHocTH B 0Obeme 100 mi.

B coorBercTBUM C BapuaHTOM OCYLIECTBJIEHMS MATOTO AacCleKTa HACTOSLIETO
n300peTeHus] yKa3aHHbIM BOCCTAHOBJICHHBIH COAepKAIUi KOMaHJIUCUO pacTBop,
NOJIyYEHHBbIH yKa3aHHBIM CIIOCOOOM, COAEpPXKHUTCS B HHPY3MOHHOM MelIKe, B
oco0eHHOCTH  cnenmaHHOM w3 nojudtuineHa (I1D), mnomunponunena  (IIID),
nonusunuaxjgopuna (I1BX), unu stunensununamnerara (3BA).

VYkazaHHbIH c1OCO0 B HajbHeiIeM 0003HAYEH KaK «CIIOCOO BOCCTAHOBJICHHS Y.

B cOOTBETCTBHMM € WIECTHIM AaCHEKTOM HACTOsIIee H300peTeHHE OTHOCUTCS K
CTaOUIIBHOMY, BOCCTaHOBJIEHHOMY, coaepiKaliemy KOMaHJIUCHO pacTtBOpy
NOBBIIIEHHOW PAaCTBOPUMOCTH, NMPUTOAHOMY IJIsl NaJbHEWImero pasdaBieHUs U IJIs
TepaneBTUYECKOro MPUMEHEHHsI, YKa3aHHbIM BOCCTAHOBJIEHHBII PaCcTBOP COAEPIKUT:

o KOMaHIucub, B OCOOEHHOCTH B KOJHUYECTBE, IMOAXOISAINEM B KadyeCTBE
TEpaneBTUYECKONH M03blI, B OJHOW HWJU ABYX EMKOCTSX, B OCOOEHHOCTH, B OJHOH
3arnevyaTaHHON €eMKOCTH,

L OIVH HWJH HECKONbKO perynsaTopoB pH, B ocobeHHoctn OydepHbIH areHrT,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJNaOYyI0 KUCIOTY, TAKYIO KaK, HalpuMep, JTUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHME, TAKOE KaK, HallpuMep, THAPOKCUZl HATPUS, U

L ob6beMo00pasyromuii arexr,
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yKa3aHHbIH BOCCTAHOBJIEHHBI pacTBOP OBbII MPUTOTOBJIEH C MPUTOIHBIM
pacTBOpHTENIeM, TAKUM KaK CTePUIJIbHASI BOJA IJIsl UHbEKIUI WU CTePHIIbHBIA BOTHBIN
pacTBop xJsopuna Hatpus, B ocobenHoctu 0,9% BOAHBIN pacTBOp XJIOpHAA HATPHS,
HarpuMmep,

yKa3aHHBIH BOCCTaHOBJIEHHBIN pacTBOp umeeT pH Mexnay 4 u 5 (BKIIOUUTEIBHO).

B cooTBeTCTBMHM C BapMaHTOM OCYLIECTBJIEHHS IIECTOrO aCIEKTa HACTOSLIEero
u300peTeHusl yKka3aHHasl TepameBThdeckass no3a cocraBisier 30, 45, 60 unu 80 wmr
KonaHnucuda.

B cooTBeTCTBHHM C BapHMaHTOM OCYLIECTBJEHHS IIECTOrO aCHEKTa HACTOSALIETO
n300peTeHus yKa3aHHasi TeparneBTHYecKas 103a coctapisier 60 Mr konaniaucuoa.

B cooTBeTcTBHHM C BapHMaHTOM OCYILIECTBJEHHS IIECTOrO aCHEKTa HACTOSLIETO
nzo0OpereHus ykazanHbiil peryisatop pH npencrasnser coboli OydepHblil areHr.

B cooTBeTcCTBHM C BapMaHTOM OCYILIECTBJIEHHS IIECTOrO aCHEKTa HACTOSALIETO
n300peTeHnsl yKa3aHHbIH Oy(epHBIl areHT mpeacTaBisieT cOOOH JMMOHHYIO KHCIJIOTY
U TUJIPOKCHUJ HATPHSI.

B cooTBeTcTBHHM C BapMaHTOM OCYLIECTBJIEHHS IIECTOrO ACHEKTa HACTOSALIETO
n300peTeHusl yKa3aHHbIM BOCCTAHOBJICHHBIW, COIepKalUil KomaHaucud pacTBOp
COAEPKUT JIUMOHHYIO KHCIOTYy B KonudectBe 0,08 — 15,0 mac./06.%, B ocoOeHHOCTH
0,15-3,0 mac./06.%, B wactHocTH, 0,15 Mac./06.% OT yka3aHHOTO BOCCTaHOBJIEHHOTO
pacrtBopa.

B cooTBeTcTBHM C BapMaHTOM OCYLIECTBJEHHS IIECTOr0 aCHeKTa HACTOALIETro
u300peTeHns] YKa3aHHBbIH BOCCTAHOBJIEHHBIH comepKaluii KOMaHJIUCHO pacTBOP
CONepKUT Tuapokcun Hatpusi B konmdectBe 0-0,3 mac./00.%, B ocobennoctu 0,14-
0,18 mac./06.%, B uactHocTH, 0,16 Mac./006.% OT yka3aHHOTO BOCCTaHOBJIEHHOIO
pacTtBopa.

B cooTBeTCTBHHM C BapHMaHTOM OCYLIECTBJEHHS IIECTOrO aCHEKTa HACTOSLIETO
n300peTeHus YKa3aHHBII BOCCTAHOBJIEHHBIM CONepKaI(Uil KOMAaHJIUCHO pacTBOP
comepskuT runpokcun Hatpus B konmdectse 0,01-0,3 mac./06.%, B ocobennoctu 0,14-
0,18 mac./06.%, B uwactHocTH, 0,16 Mac./06.% OT yka3aHHOTO BOCCTAaHOBJIEHHOTO
pacrtBopa.

B cooTBeTcTBMHM C BapMaHTOM OCYLIECTBJIEHHS IIECTOrO aCHEKTa HACTOSALIETO
n300peTeHus ykazaHHbIH 00beMOOOpa3yIO Ui areHT mpeacTaBisier COOOW MaHHUT.

B cooTBeTcTBHM C BapMaHTOM OCYLIECTBJEHHS IIECTOrO aCHEKTa HACTOSALIETO

n300peTeHusl yKa3aHHbIM BOCCTAHOBJICHHBIH, COAepKAUIUN KOMaHJUCUO pacTBOP
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CONepKUT MaHHUT B kojuuectBe 1,5-24,0 wmac./00.%, B ocobennoctu 1,5-16,0
mac./00.%, B gactHocTH, 3,0 Mac./00.% OT yka3aHHOTO BOCCTAaHOBJIEHHOTO pacTBOpA.

B cooTBercTBUM C BapHMaHTOM OCYIIECTBJEHHs LIECTOrO acClMeKTa HAaCTOSLIETO
n300peTeHnst yKa3aHHbIH pa3baBuUTeNb NpeAcTaBiseT COOOW CTEPHJIbHBIH BOJHBIN
pacTBOp XJopuaa Hatpus, B ocobeHHocT 0,9% BOAHBIN pacTBOpP XJOPUAA HATPUS.

B cooTBercTBUHM C BapMaHTOM OCYINECTBJEHHUS LIECTOrO aCMEKTa HACTOSLIETO
u300peTeHus] yKa3aHHbIM BOCCTAHOBJICHHBIW, COOepKaU[Ui KOomaHJaucud pacTBOP
COINEpPKUT YyKa3aHHOe CBOOONHOE OCHOBaHWe KomaHmucuba B kojudectBe 0,5-16,0
Mac./00.%, B ocobennoctu 1,0-8,0 mac./06.%, B uwacTtHOcTH, 1,5 Mac./00.% ot
yKa3aHHOTI'O BOCCTAHOBJIEHHOI'O pacTBoOpa.

B cooTBercTBUM C BapHMaHTOM OCYIIECTBJIEHHS LIECTOrO acleKTa HaCTOSILIero
n300peTeHus, B KOTOPOM B YKa3aHHOM BOCCTAHOBJIEHHOM, COAEp KalleM KOMaHIucHO
pactBOpe:

J yKa3aHHas TepameBTHYECKas [103a KOMaHJucuba TNPHCYTCTBYET B
konuuecTBe 1,5 Mac./06.% OT yka3aHHOr0 BOCCTAHOBJIIEHHOT'O PacTBOpa,

J yKa3aHHas JIHIMOHHAsI KUCJIOTAa MPUCYTCTBYET B KosnmdecTse 0,15 mac./06.%
OT YKa3aHHOI'0 BOCCTAHOBJIEHHOT'O PacTBOpa,

. yKa3aHHBIA THAPOKCHUJ HATPHS MPUCYTCTBYeT B konudectse 0,16 mac./00.%
OT YKa3aHHOTI'O BOCCTAHOBJIEHHOT'O PacTBOpa, U

J yKa3aHHBIH MaHHHUT TPUCYTCTBYeT B KkonudectBe 3,0 Mac./06.% or
yKa3aHHOTI'O BOCCTAHOBJIEHHOI'O PacTBOpa,

yKa3aHHbIA pa3baBuTeNb mpeactasiser coboit 0,9% BOAHBIM pacTBOp XJOpHAA
HaTpus,

yKa3aHHBIA conepkamuii komannucud pactBop umeer pH wmexny 4 u S
(BKJIFOUUTENBHO).

B cooTBercTBUM C BapHaHTOM OCYILECTBJIEHHUs LIECTOrO0 acleKTa HaCTOSILIEero
U300peTeHus, B KOTOPOM B YKa3aHHOM BOCCTAHOBJICHHOM, COAEp KalleM KOMaHIuCHO
pactBOpe:

o yKa3aHHas TepameBTHYECKas [103a KOMaHJucuba TPHCYTCTBYET B
konuyuecTBe 68,4 mr,

J yKa3aHHasi TUMOHHAs KUCJIO0Ta NPUCYTCTBYET B KOJUUYECTBE 6,6 MT,

. YKa3aHHBIA TUAPOKCUJ HATPUSI IPUCYTCTBYET B KOJUYECTBE 7,2 MT, U

. yKa3aHHbIA MaHHUT NPUCYTCTBYET B KOJU4YeCcTBE 136,8 Mmr,
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L yKa3aHHbIH pa3zOaBurens mnpexacrasiser coboit 0,9% BoxgHbIH pacTBOp
XJIOpUAA HATPUsl, IPUCYTCTBYET B KonuvyecTse 4,4 mi,

yKa3aHHbIH BOCCTAHOBJICHHBIW, CoAepikalluii komaHaucu® pactBop umeer pH
Mexny 4 U 5 (BKIOYUTEIBHO),

yKa3aHHBIH BOCCTAHOBJIEHHBIH, COIEpIKAIIUI KOMAHINCUO pacTBOp UMeeT 00beM
4,55 mi.

B cooTBeTcTBUM € BapuMaHTOM OCYIIECTBJIEHHUS LIECTOrO aCMEKTa HAacCTOSLIEro
u300peTeHus] yKa3aHHbIM BOCCTAHOBJICHHBINW, COIEpKAlIUi KOMaHJIUCUO pacTBOP
COHEPKUTCSI B OOHOW €MKOCTH, B OCOOEHHOCTH B 3ale€4yaTaHHOW €MKOCTH,
NPEeANnOYTUTENBbHO BO (hJIaKOHE Ui WUHBEKUHH, OoJjiee MPENNMOUYTHTEIBbHO B 6 MI
(bJ1aKOHe IJIst UHBEKIUM.

B cooTBeTrcTBUM ¢ BapHaHTOM OCYLIECTBJIECHHUs LIECTOrO ACHEKTa HACTOSIIEro
u300peTeHus yKa3aHHbIM BOCCTAHOBJICHHBIW, COIepKAUUi KOmaHJIucud pacTBOp
COIEP KHUT KOMAaHIUCUO B KojuuecTBe 15 Mr/mi.

B cooTBeTrcTBHM ¢ BapHaHTOM OCYLIECTBJIECHHUs LIECTOrO ACHEKTa HAaCTOSIIEro
n300peTeHnus YKa3aHHBI BOCCTAHOBJICHHBIM cOnepKalmuil KOMAaHJIUCHO pacTBOP
comepxuT 60 Mr konaniaucuda, B 0cOOEHHOCTH B 00beMe 4 MII

B cooTBeTcTBUM € BapHaHTOM OCYIIECTBJIEHHUs LIECTOrO AaCMEKTa HAaCTOSILIEro
n300peTeHus YKa3aHHBI BOCCTAHOBJICHHBIM conxepKalmuil KOMaHJIUCHO pacTBOP
JOTOJHUTENBHO pa30aBiAOT NPUTOAHBIM pa30aBUTeIeM, TaKUM Kak, Halpumep,
CTepHuJbHas BOJAA IJIsl UHBEKLUMUN WU CTEPUJIbHBIM BOJHBIN PAacTBOP XJIOPUAA HATPHS,
B ocobenHocTu 0,9% BOIHBIN PacTBOP XJIOPUIA HATPUS

B cooTBeTcTBUM € BapuMaHTOM OCYIIECTBJIEHHUS WIECTOrO ACMEKTa HACTOSLIEro
U300 peTeHusl YKa3aHHbIM MPUTOAHBIN pa3baBuTe b npeacTapiser coboit 0,9% BomHbIN
pacTBOp XJIOpUIA HATPHsI, B 0COOeHHOCTH B 00beme 100 mut.

B cooTBeTcTBUM € BapMaHTOM OCYIIECTBJIEHHUs LIECTOrO ACMEKTa HAaCTOSLIEro
u300peTeHnus] YKa3aHHBII BOCCTAHOBJIEHHBIM CONepKaI(Uil KOMAaHJIUCHO pacTBOP
COAEPKUTCSI B MHPY3UOHHOM MeEIIKe, B OCOOEHHOCTH CIEJaHHOM H3 IOJUSTHJIEHA
(IT13), monmunponunena (I1IT), monuBuamaxnopuna (I1BX), unu >TuneHBUHUIALETATA
(OBA).

Yka3aHHbIH CTaOMIBHBIN BOCCTAHOBJIEHHBIHN, CONEpKAMUI KOTMAHIUCUO pacTBOP
COAEPKUT KOMAHINUCUO B JOCTATOYHO BBICOKHUX KOHIEHTPALUAX, T.€. YTO KOMAHIUCHO
obyiaiaeT MOBBIMIEHHON PAaCTBOPHUMOCTBIO U UMEET NpHueMieMblil ypoBeHb pH amus ero

HECIMMOCPEACTBEHHOI'O TCPANICBTUYCCKOTO MNPUMCHCHUA u/unm AJ1A naanel‘/'lmero
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pazbaBlieHUsl C MPUTOJHBIM pa30aBUTENeM, TAKMM KakK, HalIpUMep, CTEpPUJbHAs BOJA
O MHBbEKIUH WU CTePHIIbHBIM BOJHBIA PAaCTBOpP XJOpPHUIA HATPHUsSA, B OCOOEHHOCTH
0,9% BOAHBIN pacTBOpP XJOpUAA HATPUs, U, B CBOK OUepeAb, [Js AaJbHEHIIEro
TEpaneBTUYECKOr0 TMPUMEHEeHHUs. YKa3aHHbII CTaOWJIbHBIH  BOCCTAHOBJIEHHBIH,
coaepkamuii  KOMaHIMCHUO pacTBOp obecmeyuBaeT AOCTATOYHOE BpeMs  IJis
MIPUMEHEHHUS MOCJIE BOCCTAHOBJICHUS.

VYka3zaHHBI BOCCTAHOBJICHHBII PacTBOpP B AajibHelinieM 0003HAaYeH KaK TaKOBOM.

DxconepuMeHTajlbHasd YacTh

IIPUMEP 1: Cnocob noayuyeHns cTabWIbHOTO, COAEPIKALLEerO0 KONAHIUCHO,

BOJHOI'O HeDaCd)aCOBaHHOFO pacTBOpa, IPUTOJHOTO AJIA J'II/IOd)I/IJ'II/ISaHI/II/I " A

TEPANECBTHYCCKOI'O IPUMECHEHUA .

VYka3aHHbIH crocoO B manbHeiimeM 0003HAaUEH KaK «CIOCOO HM3TOTOBJIEHHUS», a
MOJIYYCHHBIH TaKuM criocoOoM HepacdacoBaHHBIN pacTBOp B AajibHeHIIeM 0003HA4YEH
KaK «HepachacoOBaHHBIH PacTBOPY.

Cnocob HU3TOTOBJICHUS HepacpacoOBAaHHOTO pactBoOpa KomaHaucuoda
OCYIIECTBJISIIOT CIEAYIOIMUM 00pa3oM:

B npousBOACTBEHHBIH coOCyn 3arpykarT Boay s uHbeknui. Komannmcu®
NEePEHOCSAT B COCYI U pacTBOPSAIOT INpu nepemewmnBanun npu pH 2-3. JloGasisior
o0bemMoo0Opasyromuil areHT U OyQpepHBI areHT U pacTBOPSAIOT NpPH MepeMeIlNBaHUU.
pH pactBopa nosoast no pH 5,0 ¢ momMompr COOTBETCTBYIOLIErO KOJUYECTBA
pactBopa rujapokcupa Hatpus. Ilocie 3TOro  OCyWECTBISIOT  CTEPHUIBHYIO
bunbTpanuo HepachacoBaHHOTO PACTBOPA U PACTBOPOM HAMOJHSIOT (JIAKOHBI.

PacTBOpHUMOCTE:

Tabnuna 1: PacTBOPpUMOCTh TUTHAPOXJIOPUIA KOMTAHIHUCHOA

PacTBOopurens PactsopumocTs nipu 25 °C  |OnucaTenbHbIN TEPMUH
[mr/mi]

Bona 2.3-10° JIETKO PACTBOPUMBIN

0,1 M cosisiHast KUCJI0Ta 1.9 10 JIETKO PACTBOPUMBIN

bydep (bocdar) pH 1 5.1-10° JIETKO PaCTBOPHUMBIHN

bydep (dbocdar) pH 2 2.5-10° JIETKO PACTBOPUMBIHN

bydep (uurpar) pH 3 2.5-10° JIETKO PACTBOPUMBIHN

bydep (uurpar) pH 4 2.5-10" PacTBOPUMBIH

bydep (uurpar) pH 5 6.2-10" OYeHb CJ1abopPaCcTBOPUMBIH

bydep (dbocdar) pH 6 1-107 MPaKTUYECKHU
HEPaCTBOPUMBIH

bydep (dbocdar) pH 7 <110” MPaKTUYECKH
HEPaCTBOPUMBIH

a B coorBercTBUU ¢ EBponeiickoii @apmakoneeii/Papmakoneeit CIITA
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Xumuueckasi cTaOUILHOCTb B pPACTBODE

Paznmuunsie Boguble pacTBopsl (0,05 % xomannucud, mocne nodasnenus 50 % 2-
npornanona, [OydepHsiit pactBop puapTposanu uepes 0,5 Mkm MeMOpanHbIi GUIbTP])
xpanunu npu 25°C u 70°C B TeueHue 24 4. u ogHON Henenu. AHAIUTHYECKUH METON
BOXX Obi1 paspaboran nas ompenesieHus npod M OpPraHUYECKHX MpUMecei

KomaHnucuOa, a Takke MPOIYKTOB Pa3JIOKEHUS.

Tabnuua 2: Pe3yapTaThl THAPOJUTHYECKON CTA0OMJIBLHOCTH KONAaHaucuda

Ycnosus BuemHuii Bug Cymma Makc. oTaenbH.
MPOAYKTOB IPOAYKTOB
Pa3JIOKEHUA  Pa3JIOKECHUs
[rmon.-%] [mmom.-%]

Bona:

Hcxonnble clierka OKpalle€HHBbIN pacTBOpP 2.79 0.25

24 4., 25°C clierka OKpalleHHbIN pacTBOpP 3.43 0.23

24 4., 70°C clierka OKpalle€HHBbIN pacTBOpP 58.00 25.89

1 Henens, clierka OKpalle€HHBbIN pacTBOP 5.33 0,54

25°C

1 Henens, clierka OKpalleHHBbIN pacTBOP 98.59 45,44

70°C

bydgep pH 7:

Hcxonnbie clierka OKpall€HHbIA MyTHBIN 3.15 0.23

pacTBOp
24 4., 25°C clierka OKpalleHHbIA MyTHBIN 3.22 0.20
pacTBOp

24 4., 70°C ClIeTKa OKpPaUI€HHBINA pacTBOP 56,06 23.25

1 Henens, CJIETKa OKpaLI€HHBbIH MYTHBIN 4.85 0,82

25°C pacTBOp

1 Henens, clierka OKpalleHHbIN pacTBOpP 97.65 39.01

70°C

0,1 M HCI:

Hcxonnble clierka OKpalleHHbIN pacTBOp 5.87 1.13

24 4., 25°C clierka OKpalleHHbIN pacTBOpP 8.75 1.90

24 4., 70°C clierka OKpalleHHbIN pacTBOpP 92,49 22,82

1 Henens, clierka OKpalleHHBbIN pacTBOpP 24,27 7,15

25°C

1 Henens, clierka OKpalleHHBbIN pacTBOpP 100,00 25,48

70°C

0,1 M NaOH:

Hcxonnble clierka OKpalle€HHBbIN pacTBOpP 30,72 6.51

24 4., 25°C clierka OKpalleHHBbIN pacTBOP 45,40 10,02

24 4., 70°C clierka OKpalle€HHBbIN pacTBOP 99.88 23.94

1 Henens, clierka OKpalleHHBbINA pacTBOP 86,64 22.03

25°C

1 Henens, clierka OKpalleHHbIN pacTBOpP 99.90 32.63

70°C
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dusnueckas cTabUAbLHOCTD

Uro kacaeTcss HEOOXOAMMOTO BPEMEHH BBIIEPKKH Hepac(hacoBaHHOrO pacTBopa
B Xozxe cnocoba M3rOTOBJIEHMs, BKJIOYas HANMOJHEHUE (PIIaKOHOB M 3aMOpa’KMBAHUE
pacTBopa, XxuMHYeckas u (usndeckas cTabMIBHOCTD B  pPacTBOpPE HMEET
NPUHLHUIHAIBHOE 3HAYCHHUE Jake JUIs pa3paboTku tuoduinsara.

BoccraHOBIEHHBIE PACTBOPBI TAK)Ke MOJKHBI J€MOHCTPHPOBATH AOCTATOYHYIO
(GU3UUECKYI0O U XHUMHUYECKYI CTaOMIbHOCTH (CTAOMIBHOCTh NPH HCIOJB30OBAHHH),
4TOOBI N30€kKaTh Bpena Npu OKOHYATEJIbHOM BBEIEHHH MALUECHTY.

Xumudeckass CcTaOUIbHOCTH  HepacpacCOBAaHHOTO  pacTBOpa  KomaHiaucuba
yBenuuuBaeTcs ¢ yBenuuennem pH. B wacTHOocTH, 06pa3oBaHHe OCHOBHOI'O MPOAYKTA
pa3NokKeHUuss aMHHO3THJITPHOKCOXMHA30JUHNHNpamMuaa (B HajbHeHIIeM COKpPAaIleHHO
obo3nauaemoro kak «AETQP») BbIsiBHIO 4eTKyro 3aBUCHMOCTh pH B mcciaenyemom
nuana3one ot pH 3 no pH 6, nemoHcTpupys Oosiee BEICOKYIO CTAaOUIIBHOCTH MpU OoJiee
BbICOKOM pH.

Tem wne wmenee, mnpu pH 6 ocaxagenue HepachacCOBAaHHOTO pacTBOpa
auruapoxJiopuaa kKomannucuda ObUIO OOHAPYKEHO BU3YAJIbHO B CTPECCOBBIX
ycnosusix. CnenoBarenbHo, pH HepacdacoBaHHOro pacTBopa JAOJIKEH OBITh HHXKE
pH 6.

Ha ®@urype 1/4 npencraBneno pH-3aBucumoe obOpazoBanne AETQP B
HepacgacoBaHHOM pactBope kKonmannucuda mpu 2-8 °C, 25 °C u 40 °C.

Ha ®urype 2/4 npencrasinena pH-3aBucumasi cTaOuIbHOCTh Hepac(hacOBaHHOIO
pacTBOpa KomaHucuoa.

Hepacdhacosanusiii pacteop (40 Mr/mi, ¢cBOOOAHOE OCHOBAHUE KONAaHIucuba)

HUccnenoBaHusi OTHOCUTEIBHO (U3UYECKOW CTAOMIBHOCTH Hepac(hacOBAHHOTO
pactBopa komaHaucuba TPOBOAWIU TMOCJE 3anojHeHus (rakoHOB. BusyanbHbIN
OCMOTpP MPOBOAMJIM IJs1 (PJIAKOHOB, 3aNOJHEHHBIX Hepac(hacOBAHHBIM pPAaCTBOPOM,
npuONIu3uTEeNbHO Yepe3 17 nHel mocie Havaia NMPOU3BOACTBA U XpaHeHus npu 2-8°C
6e3 xkakux-nmubo pe3ynpraToB. JlanbHeline uccienoBaHUsl ObLTM BBITIOJHEHBI MO3XKE,
npuOIU3UTENBHO Yepe3 3 HeleNnHu MOCje M3TOTOBJIEHUs Hepac(hacoBaAaHHOTO pacTBOpa
(Tabnuna 3). Bo BpeMs mepuoaa HCHBITAHWN B TEUEHHE IOMOJHUTENbHBIX 14 mHEH
IpU KOMHATHOH TeMmepaType Wau Inpu XxpaHeHuu npu 2 - 8 °C ocagkoB He
HaOmoganu.  Takum  oOpa3om, HepacacoBaHHBIH  pacTBOp  KomaHJHcHOA,

U3rOTOBJIEHHBIH B OINMCAHHBIX YCJIOBUSX, BKJIOUas CTEPWIbHYIO (QUIBTPALUIO U
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HAImOJIHCHHUE CTCKIIAHHBIX (1).]'IaKOHOB, HC NPOABUJI TCHACHIUU K OCAXKACHUIKO B TCUHCHUC

5 HeneNb IMOCJie U3TOTOBJICHUS.

Tabauua 3: Bausgue teMneparypbl Ha GU3UUECKVIO CTAOUIBLHOCTD

HepacdacoBaHHOTO pacTBopa BO (uakoHax (n=3), McCIEN0OBaHNS HAYAJIU IIPpUOJI.

yepes 3 HemeJd MOCje U3rOTOBJIEHU U XxpaHeHus npu 2-8°C (BpeMsl BBIAECDKKH

HepachacoOBaAaHHOIO PACTBOPA):

Habnronenus 20°C 4°C

Hauano MPO3pavyHbIil pacTBOP MpO3pavyHblil pacTBOP
(3 Henenu nocne
WU3rOTOBJICHUS)

24 4. NPO3PavYHbII PACTBOP NPO3PAYHBII PaCTBOP

48 4. NIPO3PavYHbIi PACTBOP NPO3PAYHBII PaCTBOP

5 pHel NPO3PavYHbIN PACTBOP NPO3PAYHBII PaCTBOP

7 nHen MPO3PavYHbIi PACTBOP NPO3PAYHBIN PacTBOP

14 nuei MPO3PavYHbIi PACTBOP NPO3PAYHBIN PaCTBOP

INPUMEP 2: Cnocob jguodunuzanuu cTabUIBLHOrO, COAEPKALEro KONAHJIUCUO,

BOJHOI'O HeDaCd)aCOBaHHOFO pacTBOpad, NOPHUTOAHOTIO AJiA J'II/IOd)I/IJ'II/ISaI_II/II/I u ajiaida

TECPANCBTHYCCKOTO MPUMECHECHUA .

VkazaHHbIH crmoco0 B pganpHelmeMm o00O3Ha4eH Kak «cmocod nuodumuzanumny,
IM0(GUIN3UPOBAHHOE TBEPAOE BELIECTBO, B YACTHOCTH, MOJYYEHHBIH TakKUM 00pa3zom
MOPOULIOK WJIM OpUKeT B AalibHelmeM o003HaueH Kak «imoduinuzat» u cTabuibHOE
Ao UIN3NPOBAHHOE, COJepIKallee KOMaHAUCHO TBepaOe BELIECTBO, B YAaCTHOCTH,
NOPOUIOK MM OPUKET, MPUTOJHOE AJIS TePaNeBTHYECKOro MPUMEHEHHUs, CoepiKaliee,
Cpeau Mpovero, TEPaneBTUUYECKYIO 03y KOMaHaucuba B OJHOW MU ABYX €MKOCTSX, B
O0COOEHHOCTH, B OJHOH 3amedyaTaHHOW €MKOCTH, B JajibHeHmeM OOO3HAa4YeHO Kak
«TOTOBBIH K BOCCTAHOBJICHHUIO JIMO(PUIU3AT» HIIH «JIEKAPCTBEHHBIH MPOIYKTY.

Cnoco6 auodunuzanuu

.HI/IO(l)I/I.HI/ISaI_II/ISI NN CY6J'II/IMaLII/IOHHa$[ Cylika ABJACTCA XOpOHIIO HU3BCCTHBIM
IpOLECCOM CTAaOMIM3AaUNN JKHUAKUX COCTaBOB. THHUYHBIA crnoco® nuoduinszanuu
MOXHO pa3AcJIuTb Ha TpU CTAAUU. 3aMOpPAXKUBAHUEC, BKJIKOYAA OTXKUI, MCPBUYHYIO
CYUIKY U BTOPUYHYIO CYLIKY.

HauannHoe 3aMOpaXUuBaHUE JKUAKOTO COCTaBa MPUBOAUT K MNPEBPALICHUIO BOADBI
B JIEA U KpHUCTAJIJIM3allUU PACTBOPCHHBIX BCIICCTB. I[OHOJ'IHI/ITGJ'H:;Haﬂ craausa OTKuUra
oOecrneunBaeT MOJHYK KPHUCTAJUIM3aLMIO pPACTBOPEHHBIX BewecTB. Bo Bpems

NEePBUYHOIN CYIIKH 3aMOPOKEHHBIH Jen cyOnmumupyercs nox Bakyymom. OcraTouHas
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BJjlara BbIIIAPUBACTCA U3 MATPULBI BO BpEM: BTOpH"IHOfI CYLIKH. HaKOHeI_I, MOJIy4aroT

CyXOM U TBepABINl OpuKer,

pacTBopa.

cofepKalluil pacTBOPEHHbIE BeElLIECTBA HCXOJHOTO

Cnoco6 nuodunuszauuu Obut pazpadboran B sabopatopHom macuitadbe (HOF,

3aBoack. Ne: koM. 41239). /lnsa npousBoacTBa IMO(HUIN3aTa B OIBITHOM U

npombiiieHHoM Macmtadbe HOF, 3aBoack. Ne: koM. 1o cux mop ucnosb3oBanu 41041,

Tabnuua 4a: HoMuHAJIbHOE HANOJHEHUE U HAIOJHEHUE, BKJKOYAs NEPENOJHEHUE

U KOJIMYECTBO CBOOOIHOIO OCHOBAHUS KOIMAHJAUCUOA U JUTHAPOXJOPUIA KonaHaucuba

JUIS 10361 60 Mr

HomunanbHOE Hamnonnenwue, BKiroYas
HATNOJTHEHUE NepernoHeHHE

Konannucub csobogHoe 60 mr 68,4 mr
OCHOBAHHE
Jlurunpoxinopua konanaucuda 69,1 mMr 78,8 Mr
O0nem HepachaCOBaAHHOTO 1,5 mn 1,71 mn
pacTBOopa/ GpIaKoH
OO0mbem BoCCcTaH. pacTBopa 4.0 ma 4,55 mn
/bakoH

ITapameTpsl CyONMMALUMOHHON CYHIKH CIEAYIOIIHE:

Tabauua 4b: CpaBHEHHUE NIPOLIECCOB CYOIUMAIMOHHON CYINKHA, OPUMEHSIEMBbIX K

nquoduanzaTtaM Komnauaucuda

IIpouecc
cyOTUMaIIMOHHOU
CYLIKH,
NPUMEHSIEMBbIN K
auodunn3aTy
kormanaucuba 80 mr

HauanbHblii
npouecc
CyOIUMaIMOHHO
CYUIKH,
MPUMEHSIEMBbIN K
anopuIn3aTy
konannucuda 60 mr

Koneunslii npouecc
CyONMMMaMOHHOM
CYILIKH, MPUMEHSEMBII
K THOQUIU3ATY
komaujgucuba 60 mr

Hanonnenue
Hepac(acoBaHHOTO
pacTBOpa

HomuuanbsHOE
HanojHeHue 2.0 Ma
IIJIFOC JOIIOJIHUTEIBHO
0,1 M nepenojaHeHUs

HomunanbHOE
HamojJHeHue 1,5 M
TLTIOC
JIOTIOJIHUTEJIBHO
0,07 mn unm 0,21
MJI IEPETIOJTHEHU S

HomunansHOE
HanonHeHue 1,5 ma
TUIFOC TOTIOJIHUTEbHO
0,21 mn nepenonHenue
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BeimopakuBanue |JIMHeHHOE U3MEHEHHE JIunennoe JluneniHOEe U3MEHEHUE
no -45 °C, ynepxxanue| uzmeHenue 1o -45 | no -45 °C, yaepxanue
B T€UYEHHE 2 4. °C, yaepxaHue B B TeueHue 1,5 u.
TeueHue 1,5 u.
OToxur -20 °C B Teuenue 4 4. | -20 °C B Teuenue 2 | -20 °C B TeueHue 3,5
9. 9.
IlepBuyHas cymka H3orepmuueckoe Juneiinoe Hsorepmuueckoe

yaepxkanue npu -5 °C | usMeHeHue cymku | yaepxanue npu +5 °C
/100 mx0ap B Teuenue | ¢ -45 °C no +30 °C | /110 mxOap B TeueHue

23 4. ¢ 0,08 °C/mun / 100 14 4.
mkbap,
JUTATEIBHOCTh 15,6
9.
Bropuunas cymka |JIuHeliHOE U3MeHEeHHE JIuneninoe JluneiiHOe U3MeHEHUE
no +40 °C, uzmenenue a0 +35 | mo +35 °C, ynepxanue
yaepxaHnue B TeueHue | °C, yaepkaHue B B Te4ueHue 4 u.
8 4. TeyeHue 6.2 4.

Tabauua 5: KoHeuHblll npouecc, BKAK YA TUANA30HbL:

Cranus Temneparypa JlaBnenue Bpewms
3aMopaXuBaHue oT - 42 no -48 °C aTMocdepHoe > 1,5 4.
OTxur oT -18 no -24 °C aTMocdepHoe > 3,0 u.
IlepBuuHas cymka 1-9 °C 70—150 mxbap > 10 4.
Bropuunas cymka 30-40 °C 70—150 mxbap 3-8 4.
XpaHeHue 10 5-25°C 70-150 mx6ap <72 4.
BBIT'PY3KHU

OnpeneseHue PaCTBOPUMOCTH:

PacTBOpUMOCTh OUTHAPOXJIOpHAA KOMAHIUCUOA OMpPenessiiu ¢ UCIOJIb30BAHHEM
KOJOOBOrO MeTona TNyTeM TMepeMelHnBaHus KomaHiaucuba B pPacTBOPUTENSX,
NO/JIeKALTUX UCITBITAHUIO, HA BOISHON 0OaHe ¢ TEPMOCTATHUYECKHM pPEryJHpOBaHHEM
npu 25 °C B teuenue 19 yaco. CycneH3ur0 LEeHTPUPYTUPOBAIH TEPea aHAIU3OM
B2XX. Konuentpauuro koHTpohaupoBanu ¢ nomoubio BIOXKX no cpaBHeHuo ¢
BHCIIHUM CTAHAAPTOM.

Onpenenenue pH:

pH pacTBOpoB KOmaHnHCUOa OMpPEAENAIOT NOTEHINOMETPHIYECKH B COOTBETCTBUHU
¢ Esp. ®apmakoneen.

DKCIIEPUMEHT CO CTAOUJILHOCTLIO IPU XPAHEHUH:

B xone paspabotku nuoduianzaroB komaHaucuOa aHaiu3 (PU3INKO-XUMHUUYECKOTO
COCTOsIHUA J'II/IO(I)I/IJ'II/I?;I/IpOBaHHOFO NpoAyKTa TOATBEPAUJI TOJBKO KPHCTANIHYCCKHEC

NUKH Ha OCHOBe MaHHUTa (mpucyrtcTByrouiero B moaupukanuu III) u He BBISIBHM
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NPU3HAKOB KPHUCTAJJIM3AaLUU JIEeKapCTBEHHOro BemecTtBa. (Tpecc-TecTUpOBaHUE
TEXHUUYECKUX U KJIMHUYECKUX MapTUH MOKa3ajo, YTO 3TO NOBEJEHUE COXPAHSETCS B
TeueHue He MeHee 18 mecsaues xpanenus npu 30 °C/75 % OB.

Ta6Jmua 6: Teepmoe cocrTosiHue 60 wMr auoduausara KonaHaucuda A

HHBEKIIUH ITOCJTIE CTPECC-TECTUPOBAHHUS

Ne maprum YcnoBus XpaHeHUs Teepnoe cocrosinue (MPCA)

IMapTus A 18 mecsines, 30 °C/75 % OB Mannut monu. 111,
aMop¢HOe JeKapCTBEHHOE BEIIECTBO

ITapTus B 18 mecsines, 30 °C/75 % OB Mannut monu. 111,
aMop(¢HOe JTeKapCTBEHHOE BEIIECTBO

IMaptusa C 12 mecsines, 30 °C/75 % OB Mannut monu. 111,
aMop(¢HOe JTeKapCTBEHHOE BEIIECTBO

ITaptun A, B u C Ilaptus A, B u C wumeroT cieaymooliue KoJIU4YeCcTBa
KOMIIOHEHTOB, Kak MoKa3aHo Huxke B Tabnwuile 6a.

Tabnuua 6a: KomunyecrtBa komMnoHeHTtoB B Ilaptusx A, B u C nunodunusara

konauaucudba 60 mr

Jluodunuzar (mac./mac.% )
Konannucub 31
(cBobomHOE
OCHOBaHUE)
MauHHuT 62
JIUMOHHAas KHCJIOTa 3

I'mapokcun HaTpus, KOTOPBIM HeoOXonum ans koppektuposku pH, comepskurcs
B HEOOXOIMMOM KOJIMYECTBE.

Taxxe MMEITCS NapTUM JIEKAPCTBEHHBIX NPOAYKTOB € A030i 80 Mr, KOTOpbIe
XpaHUJIW IMpU TpearnojaraeMbix ycioBusx xpaHeHus 2 — 8 °C, a Takxke Ipu
NMOBBIMEHHBIX ycnoBusix 25 °C/60 % OB, B koTopbhix ObLIO MOATBEPKIAEHO, YTO
aMop(HOE COCTOSHUE JIEKAPCTBEHHOI'O0 BEINECTBA MOIAEPKHBAJIOCH AK€ B TEUCHHUE
4 ner xpanenus (Tabnuua 7).

Tabnuna 7: TBepnoe coctosinue nuodminzata konauaucuda 80 Mr st

I/IH"beKLII/Iﬁ MOoCJe JIUTEJIbHOIO TECTUPOBAHUA

Ne maptun YcnoBus xpaHeHus Teepnoe cocrossane (mPCA)
ITaptus D 48 mecsues, 2-8 °C Masnsaut mog. 111,
aMop(dHOEe JeKapCTBEHHOE BEIIECTBO
ITaptus D 48 mecsnes, 25 °C/60 % OB |Maunut mon. 111,
aMop(dHOE JeKapCTBEHHOE BEIIECTBO
ITaptus E 37 mecsues, 2-8 °C Maunnut mon. 111,
aMop(dHOEe JeKapCTBEHHOE BEIIECTBO
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Ne mapTun VYcnoBus xpaHeHus Teepnoe cocrossane (mPCA)

ITaptus E 37 mecsues, 25 °C/60 % OB |Maunnut mona. 111,
aMop(dHOEe JeKapCTBEHHOE BEIIECTBO

Taxum  oOpa3oM, MOXHO MOATBEPAUTb, 4YTO aMOpdHOE  COCTOSIHUE
JeKapCTBEHHOTO BeIIeCTBa, KOTOpoe olecrmeunBaeT OBICTPOE pACTBOpPEHHE IpH
BOCCTAHOBJICHUH, COXPAHAETCS HA MPOTSI)KEHUHU BCEr0 CPOKA FOAHOCTHU NPOAYKTA.

Kpome TOro, oCTaTOYHYI BJIAXKHOCTh JUO(HUIN3aTa KOHTPOJHPOBATIH BO BpeMs
DOJNTOCPOYHBIX HCCIENOBaHUN cTabmibHOCTH. Pe3yabraThl 1is coctaBa 60 mr u 80 mr
onodunamsata TIpeAcTaBleHBl B ciaenyromux Tabmaunax. OTHOCHTENBHO  BCeX
UCCIIEIOBAHHBIX MaPTUH U YCIOBUH COAEPIKAHNE BOABI B IHOPUIN3ATAX HAXOIUIOCH B

pamkax ykazanHoro mpenena 2,0%. HccnenoBanus TBepaoro coctosHus (mPCA)

J'II/IOd)I/IJ'II/ISaTa OOATBEPAUIHN aMODd)HOG COCTOAHUE JICKAPCTBCHHOI'O BCIICCTBA

HE3aBUCHUMO OT MCCJIEAyeMOro cojAepskaHus BOJbl. bojee TOro, MaHHUT Bce elle
npucyTcTByeT B Monudukaunu 11

Ha ®urype mnpencraBneHa 3/4 peHTreHOBCKas MOPOMIKOBas AUPpaKTOrpaMma
komaniaucuba 60 mr mns mHBeKUHd uyepe3 18 mecsaueB npu 30 °C U OTHOCHTEIBHOU
BrnaxkHoctu 75% (Ilaptusa A, cm. Tabnuny 6a).

B Tabnuue 7a mpencTaBieHbl COOTBETCTBYIOLINE 3HAUCHUSA 20 MU pPaKIHOHHBIX
MUKOB.

Jlns crnpaBKM, MOPOLIKOBAas peHTreHoBckas nudpakrorpamma moaudukanuu 11
D-manHuTa (Takke H3BECTHON Kkak ¢opma O) mnpencraBieHa Ha Purype 4/4.
JdudppakTorpaMmy MOAETUPOBAIHM HAa OCHOBE MOHOKPHUCTAJUIMYECKON PEHTreHOBCKOH
CTPYKTYpBhI, onyonukoBaHHoi y Botez u coast. 2003 (cm. C.E. Botez, P. W. Stephens,
C. Nunes, R. Suryanarayanan, Powder Diffr. (2003), 18, 214).

Tabnuua 7a: 3uauenus 20 nudpakIMOHHBIX MUKOB KOomanaucuba 60 mr s

nHBLEeKIMA ntocye 18 mecsues xpadenusa npu 30 °C 1 OTHOCUTENBHOH BJIAXXKHOCTH 75%

(ITaptus A cm. Tabauny 6a)

Vroa nudpaxuuu (20, °)

9.7

19.4

19.8

20,4

2




21.2

22,1

bl

22.7

24.7

253

27.9

293

Tabnuua 8: Pe3yapTaThl IO OCTATOYHON BJAXKHOCTU Juoduinsara Komnanaucuba

-39 .

60 Mr uepes 12 MmecsiieB

Ne maptun VY cnoBust XxpaHeHus OcrtatouHas BIaxxHOCTH [%0]
Cnemndukauns makc. 2,0 %
Hauanbnas 12 mecsiues

ITapTus A 30 °C/75 % OB 0,6 0,9
2-8°C 0,5
ITapTus B 30 °C/75 % OB 0,6 0,9
25 °C/75 % OB 0,8
2-8°C 0,6
ITapTus F 25 °C/60 % OB 0,5 0,8

Tabnuua 9: Pe3yapTaThl O OCTATOYHON BJAXKHOCTHU Juoduanizata komnanaucuba

80 mr uepe3 36 mecsIEeB

Ne maptun VYcnosus XxpaHeHUs OcrtatouHas BiaxHoCTh [%]
Cnenundukanus makc. 2,0 %
Hauanbnas 36 MmecsLes
ITaptus G 25 °C/60 % OB 0,7 1,5
2-8 °C 1,0
ITaptus D 25 °C/75 % OB 1,1 1,7
2-8 °C 1,1
ITapTtus E 25 °C/60 % OB 1,0 H.O.
2-8 °C 0,9

ITockonbky He ObLIO OOHapyXeHO HU3MEHEHH

JEeKapCTBEHHOr'0 BellecTBa B Jjuodunusare, ObLIO NMPOBEACHO CIEAyIoINee CTpecc-

aMOp(HOM COCTOSIHUH
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TECTHPOBAaHUE BJAXHOCTH ¢ Juodpuiau3datoM KomaHaucuba 60 Mr 1isi UHBEKIUU
(Tabnuna 10). Kpeimmka u npoOka ¢ ¢yakoHOB ¢ nuoduan3aroM komauiucuba Obliu
ynaneHsl, a ¢uakonsl xpanmwiu npu 25°C/60 % OB po 48 uyacoB, 4TOOBI yBEJIUUYUTH
comepkanue Boabl B Juoduiumuzare. (OCTATOUHYIO  BJAXHOCTb  OMpPENeJsiin

tutpoBanueM no Kapny-®Pumepy. PaBHoBecue 3,5% BIa)XHOCTU JOCTHUIaeTCs MOCIE

24 4yacoOB OTKPBITOrO XpaHEHU.

Tem He MeHee, usMeHeHust B amop(dHO# (a3e cocTaBa He ObLIM OOHAPYIKEHBI C

noMoInbr0 MPCA 10 3,5% 0oCcTaTOYHON BJAXKHOCTU U 48 4aCOB OTKPBLITOrO XPaHEHUS
2 2

YTO AEMOHCTPUPYET OYE€Hb HU3KYIO TEHASHIHUIO K KPUCTAILIN3AUU aMOPHOH (pa3bl.

Tabnuua 10: BiusHane oCTATOYHOM BJjard Ha TBEPAOE COCTOsiHUE auodun3ara

konanaucuda 60 mr nus napexuuid (naptus K)

OTkpoiTOE OcraTouHas Teepnoe coctosinne (MPCA)
XpaHEHUE B BOZA MOCIJIE
KJIIUMAaTU4YeCKOU OTKPBITOTO
kamepe [4.] xpaHeHus [%]
0 0,4 Manuut moa. 111, amopdHOE TexkapCTBEHHOE BEIECTBO
0,5 0,8 Manuut moa. III, amopdHOE NTeKapCTBEHHOE BEIECTBO
1 1,4 Manuut mox. 111, amopdHOE NTeKapCTBEHHOE BEIECTBO
1,5 1,6 Manuut mox. 111, amopdHOE NTexkapCTBEHHOE BEIECTBO
2 1,7 Manuut moa. 111, amopdHOE NTeKapCTBEHHOE BEIECTBO
3 2.4 Manuut mox. III, amopdHOE N1exKapCTBEHHOE BEIECTBO
4 3,0 Manuut mox. 111, amopdHOE 1exKapCTBEHHOE BEIECTBO
24 3,6 Manuut mox. 111, amopdHOE n1eKapCTBEHHOE BEIECTBO
48 3,5 Maunnut moxa. 111, amopdHOe TexapcTBEHHOE BELIECTBO

IIPUMEP 3: Cnocob BOCCTAHOBJIEHHUs CTAOWJIBLHOTO, JUODUIU3ZUDPOBAHHOIO,

coaepxKamero KOMaHIUCUO TBEPAOTI'O BEIMIECTBA, B YaCTHOCTH, NOPOIIKA HMJIH 6nm<eTa,

ONPpUTroaAHOIO JJIsA [)3.363.BJI€HI/I$I U O TEpalneBTUYCCKOIro NIpMMCEHCHUNSA .

VYka3aHHbIH cioco0 B gajibHelimeM 0003HaUeH Kak «Cmoco0 BOCCTAHOBJIEHUS», a

MOJIYyYEHHbIH TakUM CHOCOOOM

CTaOMIIbHBIN,

BOCCTAHOBJIEHHBIN, COAEpKALUN

KOMAaHJIUCUO pacTBOp MOBBIMIEHHON pPAacCTBOPUMOCTH, MPUTOAHBIA JJIsI JalbHEHIIEro

pa36aBJ'IeHI/I$[ U g TCPAnEeBTUYECCKOTO NPUMCHCHUA B HaHbHefILHeM 0003HaYeH Kak

«BOCCTAHOBJICHHBIN PacCTBOPY.
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Boccranosnenubiii (15 mr/ma, konaaaucud, ceo0OIHOE OCHOBAHUE) U

pasOasaeHHbli pacTtBop (0.56 Mr/mu, konaHaucubd, cBoOOOIHOE OCHOBAHUE)

Jluounuszarel, u3roToBiieHHbIEe B JiabopaTopuu, OBLIM BOCCTAHOBJEHBI 0e3

CHATUSI TPOOKM BOAHBIM pacTBOpoM xjopuaa Hatpus 0,9%, ¢ monydeHueMm pactBopa

15 mMr/mn ¢cBOOOIHOTO OCHOBAaHUA KonaHaucuda.

Ilo pesyabratam

TEeMIIepaTypbl ObUIO MCCIENOBAHO TAaK)Ke sl BOCCTaHOBJIeHHOro pacteopa (Tabnuma

11).

HepacdacoBaHHOTO

pacTBopa

KomaHiucuba  BIIUSIHUE

Tabnuua 11: Biusaue temoepatypsl Ha QU3HYECKYIO cTaOUIBHOCTD

BOCCTAHOBJIEHHOro pacTteopa (15 Mr/mia ¢cBoOoAHOE OCHOBaHME KOonaHaucuda), mapTus

H (cTtabuipbHOCTb IPYU NPUMEHEHUU BOCCTAHOBJIEHHOIO PACTBOPA):

Habnronenus 20°C 4°C
baaxoH Ne | baaxon Ne I11
Hauauno NPO3pavyHbIi pacTBOP NPO3pavyHbIil pacTBOP
1 neHb NPO3paYHbIN PACTBOP NPO3PAYHBINA PACTBOP
2 nHs NPO3paYHBIN PACTBOP NPO3PAYHBIN PACTBOP
5 pHen NPO3PaYHbIN PACTBOP NPO3PAYHBIN PACTBOP
6 nHeu NPO3PaYHbIN PaCTBOP NPO3PAYHBIN PACTBOP
7 nHeu NPO3PaYHbI PaCTBOP NPO3PAYHBIN PACTBOP

ITPUMEP 4: Konauaucud v MauMEHTOB C PEUUAUBUPVIONIEH Uiu pedpakTepHOH

WHAOJIEHTHOU B-xjeToOuYHOU JuMdOMOA.

CnocoOsbi:  IlpuemaeMbiMH OBIIM TALMEHTHl C WMHAOJEHTHOW B-ki1eTo4HOM
HEXOMKKMHCKON numdpomoit (4 moatunos: ¢onnukynspHas (DJI), mapruHasbHOMN
30oHbl (JIM3), menkokyerounas numdorurapuas (MJIJI) u numdonnazMounTapHas
mumpoma/makpornodynunemuss Banpnencrpema (JIIIJI-MB)) u peunaus mocie, HIH
pedpaktepHas K >2 MPEeABIIYLUIUM JIMHUAM JieueHus. [lpeapiayiiee JieueHUE AOJIKHO
OpLIO BKJIIOYATh pUTYKcHMAO W ankunupyromuii areHt. Komanmmcu® (60 mr, B.B.)
BBOAWJM nepuoaudecku B A1HU 1, 8 u 15 28-nHeBHOro uuknaa. [lepBuuHOi KOHEUYHOU
TOUYKOU ObLIa OOBEKTHBHASI CKOPOCTh OTBEeTHOH peakuuu onyxonu (OOP), oneneHHas
M0 He3aBUCHMOMY paauosiorndeckomy o63opy (Cheson u coast., JCO 20:579, 2007).

PesynbraTer: [Monynsinus st MOJHOTO aHalin3a BKIOUYana B cedst 142 mauuenra,
u3 KOTOophIXx 141 mammeHT uMen WHAOJEHTHY nuMpomy (@JI/JIM3/MJLJI/JITTI-MB:
104/23/8/6). Ha MOMEHT MepBUYHOTO aHAIU3a CPEHSS MPOAOJKUTEIbHOCTD JEUECHUS
cocraBisina 22 Hemenu (mmamnaszoH 1-105); 46 manmeHTOB OCTalUCh Ha JICUCHHH.

Haubonee pacnpoctpaneHHbIMH mnoOo4uHbIMU 3¢ dextamu (I13), cBA3aHHBIMEH C
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nJedeHueM (Bce cTeneHu/crenenb 3+), Opun npexonsmas runepriaukemus (49%/40%)
u runeptoHus (29%/23%). Jpyrue npeacrasisatomue uatepec I[19 Bkmrouanu B ceds
HelTponeHuo (25%/19%), nmapero (18%/4%), nerounyio undpexuun (14%/11%),
nHeBMOHUT (7%/1,4%) u xonut (0,7%/0,7%). Ilepdopamuto TOJNCTON KHUIIKH HE
HaOmomanu. beim  1Be  HecMepTesnbHble  ONMOPTYHUCTHYECKHE  HMHQEKLIHH.
[Ipencrapnsiromasi wHTEpec JabopaTopHass TOKCHYHOCTb MpPEACTaBisyia COOOM,
rJIaBHbIM 00pa3oMm, CTemneHb |, BkoYas alaHuHaMuHOTpaHchepasy (23% Bce creneHu
/19% ctenenp 1) u acnapraramunorpancdepasy (28%/25%). bouio 6 cmepreii, 3 u3
KOTOPBbIX OBUIM CBsI3aHBI C KOMAHJAUCHOOM: JierouyHass WH(QEKIHUs, AbIXaTelbHas
HEJOCTATOYHOCTb U TPOMOO3IMOOINYECKHE OCTIOKHEHHS .

O6mas orBetrHast peakuus (OOP) cocraBuna 59,2%, skmroudast 12.0% moaHOro
orBeta (I10) u 47,2% wactuunoro orsera (YO), co crabunbHbIM 3a00jieBaHHEM Y
29,6% manueHTOB W TporpeccupyromuM 3abdoneBaHuem y 2,1% mnaumeHtos. B
cyomonymsinnu ®JI OOP cocrtaBuna 58.7%, Bkmrouas 14,4% I10 u 44.2% 4YO. B
cyomonyysiunu JIM3 OOP cocraBuna 69,6%, Bkmwouas 8,7% I1O u 60,9% YO.
PacueTrnas MenmaHHas NpPOAOJIKUTENbHOCTH oTBeTa Kammana-Metiepa (KM) B
NOMYJISILHUK IS TIOJIHOTO aHanu3a cocraBuia 687 nHeil (nuanaszon 0-687) u 370 ngHeit
(nuanaszon 0-687) B cyOnmonynsinuu @JI. Pacuér KM menuannoro PFS cocraBun 340
nHel (nuanason 0-736). Menuana oOmeil BBI)KUBA€MOCTH €111€ He JOCTUTHYTA.

BeiBoabl: JleyeHwe MAalUMEHTOB C peUUAUBHUPYHOLIEH wuiIn pedpaKTepHO
UHIOJEHTHON B-kierounoit numdomMoil moCpeacTBOM KOMaHAUCHOA TPUBOAHUIO K
IJTUTENIbHBIM OTMYXOJIEBBIM OTBETHBIM peakiusM. BBeneHune komaHiucuba HMENO
yopaBisieMblii mpoduib 0e30macHOCTH, ¢ HU3KHUMHU TOKa3aTeIsIMH  TSDKEJIOH
NEeYEHOUYHOW HH3UMOIATUH, THAPEU HJIM BOCHAJUTEIbHBIX SBICHHUH, a TaKKe HU3KUM
YPOBHEM OMNMOPTYHHUCTHYECKUX HWH(QPEKLUHH, CMEPTENbHBIX WH(PEKIUH WU JAPYTUx
CMEPTENbHBIX CEPbE3HBIX HEXKEJIATEIbHBIX SIBICHUN .

B cooTBeTcTBHHM C CEIbMBIM acCIEKTOM HACTOSIIEe H300pETEeHHE OTHOCHTCA K
CTaOUIIBHOMY,  BOCCTAHOBJIEHHOMY,  COJep’KalleMy  KONAHJIHCUO,  pacTBOpPY
NOBBIIIEHHON pPAacTBOPHUMOCTH, NMPUTOAHOMY IJIsl JalbHEWIero pasdaBieHUs U IS
TEPaneBTUYECKOr0 MPUMEHEHHS, YKA3aHHBII BOCCTAHOBJIEHHBIH PACTBOP CONEPIKHUT:

o TEPaNeBTUYECKYIO 03y KONaHIuCHOa B OJHON HWIM JBYX EMKOCTSX, B

0COOEHHOCTH, B OJHOU 3aMe4aTaHHOW €MKOCTH,
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L OIMH WU HECKONbKO perynsaTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBII B YACTHOCTH, COAEPKUT CadyI0 KUCIOTY, TAKYIO Kak, HalpuMep, JUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TaKO€ KakK, HapuMep, THAPOKCHU HATPUSI, U

o 00beMO00pa3yOLIN areHT,

YKa3aHHBIH BOCCTAHOBJICHHBIH pPAacTBOpP ObLI TPHUTOTOBIEH C MPUTOIHBIM
pacTBOpHUTENEM, TAKUM KaK CTEPUJIbHAs BOJA AJIs1 UHBEKLUH UJIM CTEPUNIbHBIN BOJHBIN
pacTBOp xyiopuna Hatpusi, B ocobenHoctu 0,9% BOAHBIN pacTBOP XJIOpHAA HATPHS,
HaIrpumep,

yKa3aHHBIA BOCCTAHOBIEHHBII pacTBOp uMmeet pH mexay 4 u S5 (BKIOYHUTENBHO),

IS JIeYeHUs WU TPOPHIAKTHKH paka, B OCOOEHHOCTH HEXOIKKUHCKOH
mumdpomer (HXJT), takoit kak 1-ii nuHuuM, 2-W JUHUUA WU 00 9 TPENIIeCTBYIOIIUX
JeUeHUN, peuuauBuUpyroield, pedpakrtepHoi, wHaojseHnTHo HXJI, B wacTHOCTH,
bomnmukynaproit numbpomsl (PJI), numpomer maprunanpHOW 30HBI  (JIM3),
MeNKOKJIeTouHOH Jgumdonurapraoit numdpomsr (MJLJI), numbonnazMonuTapHoOn
muMpomel/Makporinodynuaemun Banpnerctpema (JIIIJI-MB) unu arpeccusnoit HXJI,
B 4acTHOCTH, nudp¢y3Hoi B-kpymHoknerounoit numpomsr (ABKJI), numdombr u3
kierok Ma"tuiiHo# 30HbI (MKJI), nepudepudeckoii T-knerounoit mumpombr (ITTKII),
TpanchopmupoBanHoi numdpomsl (TJI) nnu xpoHnueckoro TUMEQPOIUTAPHOro Jeiiko3a
(XJIJI) B BuUge MOHOTEpamuu UM B COYETAHUU C OJHUM HWJIH HECKOJIbKUMHU
UMMYHOTEpPaNeBTUUECKUMH, XUMHOTEPaneBTHYECKUMHU Un UMMYHO -
XUMHOTEPANEeBTUUECKUMHU MPOTUBOPAKOBBIMU CPEACTBAMM.

B COOTBETCTBUM C BapHMAaHTOM OCYINECTBJICHHUS CEIbMOIrO acClMeKTa HAaCTOSLIEeTrO
n300peTeHusl YKa3aHHbIA COAEpKAIIUN KOMAHIUCUO pacTBOp OmpenesieH B JI0OOM H3
aCIMEeKTOB, OMUCAHHBIX BBIIIE.

B cooTBeTcTBHM C BOCBMBIM acCIEKTOM HACTOsAIIEe H300pETEHHE OTHOCHTCA K
CTa0UJIBHOMY,  BOCCTAHOBJIEHHOMY,  COJep’kKalleMy  KONAHJIHCUO,  pacTBOpPY
MOBBIIIEHHON pPAacTBOPHUMOCTH, NMPUTOAHOMY IJIsl NaJbHEWIero pasdaBieHUs W IS
TEPaneBTUYECKOr0 NIPUMEHEHHS, YKA3aHHBII BOCCTAHOBJIEHHBIH PACTBOP CONEPIKHT:

o TEPaNeBTUYECKYIO 03y KONaHIHCHOa B OJHON WIM JBYX EMKOCTSX, B
0COOEHHOCTH, B OJTHOH 3ame4yaTaHHOW €MKOCTH,

J OIMH WJHU HECKOJbKo perynsaTopoB pH, B ocobeHHoctn OydepHbIH areHr,
KOTOPBII B YaCTHOCTH, COAEPIKUT CIadyI0 KUCIOTY, TAKYIO KakK, HaIpuUMep, JUMOHHAs

KHUCJIOTA, U CUJIBHOC OCHOBAHUEC, TAKOC KaK, HANIPpUMED, TUAPOKCHUA HATPUA U
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o 00beMo00pasyoImuil arexT,

yKa3aHHBIH BOCCTAHOBJIEHHBI pPAacTBOP ObLI MPUTOTOBJIEH C MPUTOAHBIM
pacTBOpHUTENEM, TAKUM KaK CTEPUJIbHAS BOJA JJIs1 UHBEKIUI UJIM CTEPUNIbHBIN BOJHBIN
pacTBOp Xsopuaa Hatpus, B ocoOeHHocTH 0,9% BOAHBIN pPacTBOp XJIOpUAA HATPHS,
HalpuMep, YyKa3aHHbI BOCCTAHOBJIEHHBIM pacTBop uMeer pH wmexay 4 u 5
(BKJIFOYUTENBHO),

sl JIeYeHUs WU TPOPHIAKTHKH paka, B OCOOEHHOCTH HEXOIKKHUHCKOH
mumdomer (HXJT), takoit kak 1-fi nuHuu, 2-W JUHUU UK 00 9 TPENIIeCTBYIOIIUX
JeUeHUN, peuuauBUpyroInel, pedpakrtepHoi, wHaojseHTHoW HXJI, B wYacTHOCTH,
bomnmukynsaprHoit  numdpomsl  (PJI), numpomer wmaprunampHOW 30HB  (JIM3),
MeNKOKJeTouHon gumdonurapuaoit numbpomsr (MJLJI), numdomnmasMonuTapHOn
muMpombl/Makporiaodynmuaemun Banpnencrpema (JIIIJI-MB) unu arpeccusnoit HXJI,
B vacTHocTH, nudpdy3Hoi B-kpymHokinerounoit mumdpombr (ABKJI), numdombr u3
kyierok MantuiiHo# 30HbI (MKJI), nepudepudeckoii T-knerounoit mumpombr (ITTKII),
TparchopmupoBanHoi mumbpomsl (TJI) nnu XxpoHnueckoro TUMQPOUTAPHOTO JIEHKO3a
(XJUJI), B BHAe MOHOTEpamuW WU B COYETAHUM C OJHHUM WU HECKOJbKHUMU
UMMYHOTEPANEeBTUUECKIMH, XUMHOTEPANEeBTHIECKUMHU 1781071 UMMYHO -
XUMHOTEPANEBTUUECKIUMHU MMPOTHBOPAKOBBIMH CPECTBAMM.

B coorBeTcTBHM € NEBATBIM acClMeKTOM HACTOslIee U300pETeHHE OTHOCHUTCS K
CTa0MJIBPHOMY,  BOCCTAHOBJIEHHOMY,  COJAEp’KalleMy  KOMaHjIucud,  pacTBOpPY
NOBBIIIEHHOW PAaCTBOPHUMOCTH, NMPUTOJHOMY IUJIsl AajbHEWIIero pa30aBieHHs] W IS
TEepaneBTUYECKOro NPUMEHEH!s], YKa3aHHbIII BOCCTAHOBJIEHHBIH PACTBOP CONEPIKUT:

o TEPaNeBTUYECKYIO 03y KOMaHIMCHOAa B OJHON WM JBYX EMKOCTSX, B
0COOEHHOCTH, B OJTHOH 3ame4yaTaHHOW €MKOCTH,

o OIMH WJU HECKOJbKO peryisTopoB pH, B ocobeHHoctn OydepHbIH areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJAOYIO KHCIOTY, TAKYIO KaK, HapuMep, JTUMOHHAs
KHCJIOTA, U CHJIbHOE OCHOBAaHHUE, TAKOE KaK, HaIpUMep, THAPOKCUA HATPHS, U

o 00beMo00pas3yroImuil arexT,

YKa3aHHBIH BOCCTAHOBJIEHHBI pPAacTBOP ObLI MPUTOTOBJIEH C MPUTOAHBIM
pacTBOpHUTENIEM, TAKUM KaK CTEPHJIbHAS BOJA IJIsl MHBEKIUH UJIM CTEPUIIbHBIN BOJHBIN
pacTBop xyiopuna Hatpus, B ocoOenHoctu 0,9% BOAHBIN pacTBOP XJIOpHAA HATPHS,
HalpuMep, YyKa3aHHBbI BOCCTAHOBJEHHBIM pacTBOp umeer pH wMexay 4 u 5

(BKJIFOUUTEIBHO),
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ISl TIOJIyY€HHUs JIEKAPCTBEHHOTO CPEACTBA Ui JIEUCHUS WIU NPOQHIAKTHKH
paka, B ocoOeHHOCTH HeXOJKKHHCKOW numdombr (HXJI), Takoit xak 1-# nunum, 2-i
JUHUM WM 10 9 mNpeauecTBYIOUUX JIeYeHUH, peluAuBUPYIOLIEH, pedpaKkTepHON,
unHponentHoit HXJI, B uactHocTH, (onnukynsapuoit numdomer (PJI), numdomsr
mMapruHanbHOU 30HBI (JIM3), menkokierounon naumdouutapHoit numbpomer (MJILI),
auM@ormnazmMouuTapHoi tumdpombl/MakpornoOyiunemun Banpnenctpema (JIITJI-MB)
win arpeccuBHoi HXJI, B wactHocTH, nuddysHoii B-kpymHOKJIeTOUHOH NUM(EOMBI
(ABKJI), numdomsl u3 kierok wmaHtuiHOW 30HBI (MKJI), nepudepuueckoii T-
kiaerounoir gumpomer (IITKJI), tpanchopmupoBannoit maumdomsr (TJI) wnm
XpoHH4eckoro aumdonurapHoro neiko3za (XJIJI), B BuIe MOHOTEpamuu HJIH B
COYEeTAaHUHU c OTHUM 1701031 HECKOJIbKUMU UMMYHOTEPANEeBTHYECKUMH,
XUMHOTEPANEBTUUECKIMH UM HMMYHO-XUMHUOTEPANEBTUYECKUMHU MPOTHBOPAKOBBIMHU
CPeNCTBAMH.

B cooTBeTCTBHM € NECATBHIM acCMEKTOM HACTOsIIee H300PETeHHE OTHOCHUTCS K
crioco0y JedeHuss WIM NPOPUIAKTHKH paka, B OCOOEHHOCTH HEXOJKKUHCKOH
mumpomer (HXJI), takoit kak 1-#i nuaUM, 2-H JNUHUM UIH A0 9 NpPEeaUIECTBYIOLIUX
JeUeHUN, peuuauBuUpyromel, pedpaktepHol, wmHAojsenTHoi HXJI, B wyacTHOCTH,
bomnukynaprHoit numdpomsl (PJI), numpomer maprunanpHOH 30HBI (JIM3),
MEJKOKJIeTOUHOH mauMmdonurapoit numdpomsr (MJIJI), numdonnazmMonuTapHon
aumdpombl/Makporaobynuaemun Banpnencrpema (JIIIJI-MB) unu arpeccusnoit HXJI,
B 4yacTHOCTH, naudpdys3Hoi B-kpymHokaerounHoit numdomer (JABKJI), numbpombr wus3
KieTok MaHTuitHoU 30HbI (MKJI), nepudepuyeckoit T-knerounoit sumdpomsr (ITTKIT),
TpanchopmupoaHHoi tumdpomsl (TJI) unu xpoHuueckoro TUMQPOIUTAPHOTO Jeiiko3a
(XJ11)

y cyOBekTa, BKJIHOYaINeMy B ce0s BBEIEHHE YKa3aHHOMY CYOBEKTY
CTaOUJIBHOTO, BOCCTAHOBJIEHHOTO, COIEPKALIEr0 KOMAHINCHO pacTBOpa MOBBIIIEHHON
pacTBOPUMOCTH,  NPUTOAHOrO sl AalbHelmero — pasbaBieHus W IS
TEPaneBTUYECKOr0 TMPUMEHEHUs, NpPUYeM YKa3aHHbIH BOCCTAHOBJEHHBIH pPacTBOP
COZIEPIKHUT:

J TEPaNEeBTUYECKYIO 03y KONaHIMCHOAa B OJHON HWIM JBYX EMKOCTSX, B
0COOEHHOCTH, B OJTHOH 3ame4yaTaHHOW €MKOCTH,

o OIMH HWJU HECKOJbko perynsaTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPIKUT CIabyr0 KHCIOTY, TAKYIO KakK, HalpuMep, JTUMOHHAs

KHUCJIOTA, U CUJIBHOC OCHOBAHUEC, TAKOC KaK, HANPUMED, TUAPOKCHUA HATPUs, U
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o 00beMo00pasyoImuil arexT,

yKa3aHHBIH BOCCTAHOBJIEHHBI pPAacTBOP ObLI MPUTOTOBJIEH C MPUTOAHBIM
pacTBOpUTENIeM, TAKUM KaK CTEpUJIbHAS BOAA [JIs MHBEKLMH WU CTEPUJIbHBIN BOAHBIN
pacTBOp Xsopuaa Hatpus, B ocoOeHHocTH 0,9% BOAHBIN pPacTBOp XJIOpUAA HATPHS,
HalpuMep, YyKa3aHHbI BOCCTAHOBJIEHHBIM pacTBop uMeer pH wmexay 4 u 5
(BKJIFOYUTENBHO),

B BHJE MOHOTE€panuu WJIM B COYETAHUU C OJHUM HJIH HECKOJIbKUMU
UMMYHOTEpaneBTUYECKUMH, XUMHOTEPANEBTHIECKUMHU UJTn UMMYHO -
XUMHUOTEPaneBTUIECKUMH NPOTUBOPAKOBBIMU CPEACTBAMU.

B cooTBeTcTBMM ¢ BapuaHTOM OCYIIECTBJIEHHS BOCBMOTO, JEBSITOrO UIHU
IECSATOTO aCHeKTa HACTOSAIEeTro HM300PEeTEeHHs YKa3aHHBIH COAep)Kallui KOMaHJIUCHUO
pacTBOp ompeneseH B IIOOOM U3 aCTEKTOB, OMMMCAHHBIX BBILIE.

B cooTBeTcTBMM € BapuaHTOM OCYILECTBJIEHHs BOCbBMOTIO, JEBSTOrO HIHU
IEeCATOTO aCIeKTa HACTOSIEero H300PETEeHHs YKa3aHHBIH COAep)Kallui KOMaHIUCHO
pactBop comepxut 30, 45, 60 unu 80 Mr konannucuda.

B cooTBeTcTBMM ¢ BapuaHTOM OCYILECTBJEHUS BOCbBMOTO, JEBSITOrO HIHU
IEeCATOTO aCIeKTa HACTOSIETO H300pETEeHHs YKa3aHHBIH coAep)Kallui KOMaHIUCHUO
pacTBop comepxuT 60 Mr konaniaucuoda.

B cooTBeTcTBMM ¢ BapuaHTOM OCYILECTBJEHHUs BOCbBMOIO, JEBSITOrO HIHU
AECATOr0 AacleKTa HACTOSINero HM300peTeHus YKa3aHHOE NPUMEHEHHE YKa3aHHOIO
coleplKallero  KOMAHAUCUO  pacTBOpa  OCYIIECTBISIOT  NyTeM BBEJICHUS
dukcupoBaHHON n03bl 60 wMr komaHjaucuba TMalUMEHTy B BHAE 1-4acoBOH
BHyTpUBEeHHON wuH(Y3uu B aHu 1, 8 m 15 u3 28-7HEBHOro LMKJA JICYEHHUS IO
UHTepBaJbHOMY rpaduky (Tpu Heaeu BBEIEHUS U OJHA HENEJs ePEPhIB).

B cooTBeTcTBMHM ¢ BapuaHTOM OCYILECTBJEHHUsS BOCBMOTO, JEBSTOrO HIHU
IEeCSATOTO aCIeKTa HACTOSAIEeTro HM300PETEeHHs YKa3aHHBIH COAep)Kallui KOMaHJIUCHUO
pacTBOp BBOASIT B KOMOMHAUMH C XUMHOTEPANEBTUUYECKHUM MPOTHUBOPAKOBBIM
CpPeICTBOM, B YaCTHOCTH, XUMHOTEpPAaNeBTUYECKUM IPOTHBOPAKOBBIM CPEICTBOM,
BBIOpPAHHBIM U3 TPYIIBL, BKIOYAOLIEH B ceOsl:

1311-chTNT, abapenukc, abupatepoH, akjgapyObuuuH, aganumymad, ano-
Tpacty3ymad oswmran3wH, adatuHuO, adaubepuent, anbaecIeWKWH, aJeKTHHUO,
aneMTy3yMal, ajleHAPOHOBAas KHCJIOTAa, AJUTPETHHOUH, aJTPEeTaMHUH, aMHU(OCTHUH,
AMUHOTJIYTETUMHJI, TE€KCUJIAMUHOJEBYJIUHAT, aMpyOWIMH, aMCaKpWUH, aHACTPO30JI,

AHLIECTUM, AaHETOJ JUTHOJETHOH, aHeTyMad paBTaH3WH, aHruoteHsuH I

2
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antutpom6bun III, ampenurant, apuutymomad, apriabuH, TPUOKCHUI MBIIIbAKA,
acmaparuHasa, aTre3osin3ymad, akKCUTUHHO, a3auuTHUAUH, Oa3minukcumad, OemoTekaH,
Oennamyctun, Oe3unesomad, OenuHocTaT, OeBaunzymad, OekcapoTeH, OMKaTyTaMHI,
OucantpeH, Oneomuuus, OnuHarymomal, Ooptezomub, OycepenuH, OoCyTuUHUO,
Opentykcumalb BenoTuH, Oycynbdan, kabazurtakces, KabO3aHTHHUO, KaJbLUTOHUH,
donuHaT Kanbius, JeBOGOJMHAT KajblMs, KaneuutadbuH, kanpomad, kapOama3emnuH,
kapOomnatuH, kapOOKBOH, kKapdmizomubd, kapmModyp, KapMyCTHH, KaTymMakcomao,
LeJeKOKCUO, LEeIMOJIeHKIH, HepUTUHHO, HeTykcumad, XJIopaMOyIui, XJIOPMaIuHOH,
XJOpMeTHH, UUAOPOBUP, LMUHAKAJILET, UHCIUIATHH, KIaaApuOUH, KJIOAPOHOBAs
KHCiIoTa, KiopapabuH, koOuMeTnHUO, KpU3aHTacHa3a, KpU3O0THHUO, ukIodochamun,
LUIIPOTEPOH, LuTapabuH, nakapOa3uH, NaKTHHOMHULWH, AapaTyMymad, napOemosTuH
anbda, nmabpadenud, nacatuHu®, payHOpyOwWIMH, nenuTabuH, Jerapeiukc,
NEHUTEHKUH nu(TUTOKC, neHocymao, IenpeoTuI, JEeCIOpENHH,
AUAHTUAPOTANAKTUTOJN, AEKCPAa30KCaH, TUOPOCTUANS XJIOPU, AHAHTHAPOraJaKTHTO,
nukiaodeHak,  AUHYTYKCcUMad,  JOmEeTakces,  JOJaceTPOH,  OOKCH(IYyPHUIHH,
OOKCOPYOULMH, MOKCOPYOHWIIMH + 3CTPOH, NPOHAOWHOJ, 3Kynu3ymad, snpekosomad,
SJIIUNITUHUS ~ ameTaT, »JoTy3ymad, sarpomOonar, SHIOCTATHH, JHONUTAOWH,
SH3AIYTAMUJ, STUPYOHUIIUH, SNMUTHOCTAHOJ, 3MO3THH anbda, 3mo3THH OeTa, 3MO3THH
3eTa, SNTAIUIATHH, 3pUOYJIHH, 3PJOTHHUO, 3COMENpas’oi, 3CTPAnUO, ICTPAMYCTHH,
STUHMUIIICTPAUOJ, OSTOMO3UI, 3IBEPONHMYC, OKcemecTaH, Ganpo3on, QGeHTaHu,
¢unrpactum, ¢iayokcumectepoH, Guokcypunaus, (QuaynapabuH, ¢TOpypaumi,
bayramun, QonuHoBas kucinora, ¢opmectaH, ¢ocanpenuTaHt, (GOTEeMyCTHH,
dynBecTpanT, ragoOyTpos, TraJOTEpPUAON, TragoTepoBas KHCJIOTa MErJyMHUH,
rajoBepceTaMu], rafoKCeTOBasi KUCJIOTA, HUTPAT rajuius, TaHUpPeNIHKc, reGuTuHuo,
reMuutabuH, remry3ymad, raykapnupasza, riaytokcum, GM-CSF, rosepenuH,
IPAHHCETPOH, KOJOHUECTHUMYJIUPYIOUIUNA (PaKTOp TPaHyJOLUTOB, AUTHAPOXJIOPHULI
rUICTaMUHA, THCTPENWH, THUApokcukapOamuza, 3epHa 1-125,  mancompasou,
ubaHIpOHOBasT KHUCIOTa, HOpuUTymMOMad THyKceTaH, HOpyTUHHUO, wumapyOUIUH,
upochamua, UMaTHHUO, MMHUKBUMOJI, HMIPOCYIb(aH, WHINCETPOH, WHKAIAPOHOBAS
KHuciotra, MeOynat uHreHos, uHtepdepoH anbda, mHTepdepoH Oera, mHTEpPEpoH
ramma, uoburpumon, uodbenryan (1231), wmomemnpon, unuiaumMymad, HPHUHOTEKaH,
UTPAKOHA30JI, HUKCAaOEMWIOH, WKCAa30MHUO, JAHPEOTHU., JIAHCOMPA30J, JAMaTUHHO,
Ja30XOJIMH, JIEHANUAOMHUJ, JICHBATUHHO, JIEHOTPACTUM, JICHTHHAH, JETPO30JI,

JeyNpopeNuH, JIeBaAMU30J, JIEBOHOPreCcTpesa, JEBOTUPOKCUH HAaTpus, JU3YPUT,
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Jo0aniaTHH, JIOMYCTHH, JIOHHJAAMHH,  MAa30IpPOKOJ,  MEIPOKCHIIPOreCTEepPOH,
MErecTpoJ, MelnapcompoJs, MendanadH, MENUTHOCTAH, MEpPKaNTONypHH, MeCHa,
METaJ0OH, METOTPEKCAT, METOKCaJieH, MEeTHJIAMHHOJIeBYJHHAT, METUJIPEIHU30JIOH,
METUJITECTOCTEPOH,  METHPOCHH, MH(PaMypTun, MUITEPOCHH, MHUPHUILIATHUH,
MUTOOPOHUTOJ, MHUTOTYa30H, MHTOJIAKTOJ, MUTOMHULIHMH, MHTOTAaH, MHTOKCAHTPOH,
MOTaMyJju3yMad, MOJIPaMOCTHUM, MOMUAAMOJ, THAPOXJopun MopduHa, Cyibdar
MopduHa, HaOwinoH, HaOukcumojc, HadapenwH, HAJIOKCOH + TEHTA30LMH,
HAJITPEKCOH, HAPTOrPACTUM, HEIUTyMyMmald, HemamjiaThH, HejgapaOWH, HEPUIAPOHOBAS
KHCJIOTa, HETYNHUTAHT/MAJIOHOCETPOH, HHUBOJYMad, TEHTEeTPEOTHa, HHUJIOTUHUO,
HUJYTaMHJA, HUMOpPA30J, HUMOTY3yMald, HHUMYCTHH, HUHTeNaHHO, HHUTPAKPHH,
HUBONAyMab, oOuHyTy3ymad, oktpeorun, odarymymad, onmanapud, omapatymao,
OMalleTaKCUH MEMeCYKLHUHAT, OMEINpas3oJi, OHJAHCETPOH, OMNPENBEKUH, OPTrOTEHH,
OpUJIOTUMOJ, OCUMEPTHHHO, OKCAJMILIATHH, OKCUKOIOH, OKCHUMETOJIOH, O30TaMHLUH,
pS3 reHHas Tepamnus, MakJIUTaKces, nansoouuknud, nanudepmMuH, 3epHa nananus-103,
NaJOHOCETPOH, MaMHAPOHOBAs KUCIOTA, MAHUTYMyMal, maHOOMHOCTAT, MAHTOMPa3oJ,
nasonanub, meracmapra3a, I[I3I-smostun Oera (Merokcu IIDI-3mosTur Oera),
nemMOponuzymad, marpunrpactuM, mdruaTepdepor anbda-2b, mnemOponusymao,
neMeTpeKce, IeHTa30UH, MeHTOCTaTHH, NeIIoOMULIuH, nepduyOyran, neppochamun,
nepty3ymad, nmunuOaHwWI, MUIOKAPNHUH, MUpapyOHULUH, MUKCAHTPOH, Iiepukcadop,
IUIMKAMHUIUH, ToJuriaycaM, ¢ocdar NONUICTpaanoNa, MNOJUBUHUINUPPOJUIOH +
rHajypoHaT HaTpus, noaucaxapun-K, momanunomun, noHatuHud, nopdumep HaTpus,
npajaTpeKkcar, MpeJHUMYCTHH, TPEIHU30H, MpokapOa3uH, MPOKOAA30J, MPOIPAHOJION,
XuHarojaua, padenpasoin, pakorymymad, xjaopun paaus-223, panotuHud, panokcudex,
paiNTUTPEKCeN, PaMOCETPOH, pamMyuupymad, paHUMYCTHH, pacOypuKac, pa3OKCaH,
pebameTnnud, peropadeHud, puzegpoHOBAs KHUCJIOTA, OSTUAPOHAT peHwusi-186,
puTykcumad, pONATIUTAHT, POMHUIEICUH, POMHUIIOCTHM, POMYPTHUL, pyKamapuo,
camapuii  (153Sm)  nekcugpoHam,  caprpaMocTHM,  caTyMoMad,  CEKpEeTHH,
cuntykcumab, cunyneiiuen-T, cuzodupan, coOy30kcaH, TIHIUAUAA30J HATPUS,
conugerud, copadeHud, CTAHO30JI0J, CTPENTO30LUHMH, CYHHUTHHHO, Tamanopdux,
TaJIMMOIEH JlareprnapenBek, TaMuOapoTeH, TaMOKCH(eH, TameHTagoJ, Ta30HEepPMHH,
teneneikuH, TexHenu (99mTc) HOoperymomad mepnentan, 99mTc-HYNIC-[Tyr3]-
okTpeoTHa, Teradyp, Terapyp + rumepanua + orepanui, TeMOnoppUuH, TEMO30JIOMUL,
TEeMCHPOJUMYC, TEHHIIO3UJ, TECTOCTEPOH, TeTpOPOCMUH, TalUIOMHUI, THOTENA,

TuManapacuH, TUPOTPONHUH anb(a, THOTYaHUH, TOUMIN3YMa0, TOMOTEKAaH, TOpeMHU]EH,
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TO3UTYyMOMAaO, TpalOeKkTeauH, TpPaMeTHHHO, Tpamamoj, TpacTy3ymad, TpacTtyzymad
SMTaH3UH, Tpeocyib(aH, TpPeTHHOWH, TpUAypUAMH + TUNHpPALWI, TPUIOCTAH,
TPUNITOPENHNH, TpaMeTHHUO, Tpodochamun, TpoMOONosTHH, TpuntodpaH, ydeHUMeEKC,
BaJaTUHHO, BajpyOWMLMH, BaHAeTaHuO, BampeoTHa, BeMmypadeHud, BUHOIACTHUH,
BUHKPUCTUH, BUHIECHH, BHUHGIYHUH, BHUHOpeJIOMH, BHCMOAEernd, BOPUHOCTAT,
BOPO30JI, CTEKJISIHHbIE  MHKPOIIApUKH  HUTPuUs-90, 3UMHOCTATHUH, 3HHOCTATHUH
CTUMaJiaMep, 30JIeIPOHOBAs KUCJIOTA, 30pyOULIHH.

Vka3aHHOE BbILIE BBEAEHHE OCYIIECTBISIOT MEPOPANBHO WM MapEeHTEPANbHO.
Jdns  xomaHnucuba  mapeHTepajbHblEe  MyTH  BBEAEHWs]  SIBJISIIOTCS  OoJiee
npeanoututenbHbiMi. CrnocoObl MapeHTepaNbHOW JOCTABKU BKJKOYAKOT B  cels
MECTHOE, BHyTpHapTepuajbHOE (HEMOCPEACTBEHHO B OMYyXOJib), BHYTPUMBIIIEYHOE,
MOJKOKHOE, HHTpaMenyJUsipHOe, HHTpaTeKaJbHOE, UHTPABEHTPHUKYJISIPHOE,
BHYTPUBEHHOE, BHYTPUOPIOLIMHHOE WJIM UHTPaHa3ajbHOE BBeAeHHe. B momonHeHue Kk
AKTHUBHBIM HHIPEAHEeHTaM 3TH (apMaleBTHYECKHe KOMIO3HIIMU MOTYT COAEpPIKATh
noaxonsimue (papMaLeBTUYECKH MpUEMJIEMble HOCUTENH, COAEpPIKaIUe HATOJHUTEH
U BCIOMOTATEeJbHbIE BELIECTBA, KOTOpble oO0Jer4aroT mnepepaboTKy aKTHBHBIX
COeNMHEHUN B IpemnapaTbl, KOTOPble MOTYT OBITh MCIOJIb30BaHbI (apMal€eBTUUYECKH.
bonee moapoOHYH HHPOPMALHMIO O METONAaX NPUTOTOBJECHUS U BBEIEHHS MOXKHO
HaliTu B mocienHeM wusznaHuu Remington's Pharmaceutical Sciences (M3n. Maack
Publishing Co, Easton, Pa.).

CocTaBpl B COOTBETCTBHM C H300pETEHHEM MOTYT OBITH BBEIEHBI C
UCIOJNIB30BAHWEM  HHBEKTOpa,  HAacoca,  IINpUOA  MJIM  JOOBIX  ApPyrux
yCTPOUCTB/MH(PY3UOHHBIX YCTPOWCTB, U3BECTHBIX B NAHHOW OOJACTH, a TaKKe MO
OeHCTBHEM CHJIBI TsbkecTH. Mriia Wi Katerep MOTYT OBbITh HMCIOJBb30BAaHBI IJIsI
BBEJICHHUSI COCTABOB HACTOSLIErO M300peTeHHss B OpraHuU3M MalHeHTa MOCPEICTBOM
Onpene/ieHHbIX MapeHTePalbHbIX MyTeH.

dapmarieBTHUYECKHE KOMIO3HMIIUH, MPUTOAHbIE AJsl MPUMEHEHHsS B HACTOSLIEM
U300peTEeHUH, BKJKOYAIOT KOMIIO3ULHUH, B KOTOPbIX AaKTHBHbIE HHIPEIUEHTBI
conepskatcsi B 3p(EeKTUBHOM KOJIMYECTBE AJIsi JOCTUKEHUsI HAMEUEHHOW LeJIH, TO €CTh
IJIs1  JIeYeHHus] KOHKpeTHoro 3aboneBaHus. OmnpeneneHue >5¢Pp(EKTUBHON O3B
HaXOJUTCS B Mpeaesiax KOMIETEHIHH CIeLHaJTUCTOB B TaHHOM 00IacTH.

Jdns  xomannucuba TepameBTUUecKH JS(¢eKkTHBHAsS a03a MOXET OBITh
NepBOHAYAJIbHO OIleHeHa JHOO B aHANIM3aX Ha KJIETOYHBIX KYJbTypax, HalpuMmep, B

ONIYXOJICBBIX KJICTKAX, oo B MOACIIAX Ha KHUBOTHBIX, 0OBIYHO Ha MblIax, KpPpOJHUKAX,
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cobakax, CBHHBAX MM 0Oe3bsiHax. JKHMBOTHYIO MOJENb TaKXe€ HCIONb3YIOT s
OOCTHIKEHUS KEJAeMOro AHMana3oHa KOHIEHTPAIuld M NMyTH BBEIEHUsA. 3aTeM Takas
uH(pOpMaIUs MOKET ObITh UCIIOJb30BAHA JJIs ONpeeNeH!s IPUEMIIEMbIX 103 U NMyTel
BBEIEHMUS JIIOMISIM.

Comepxamue KOMAHJIMCUO KOMIO3MLMU B COOTBETCTBUHM C HACTOSIINM
N300peTEeHNEeM COCTaBJIEHBI TaK, YTOOBI OHM ObUIM MPUEMJIEMBI I TEPANEeBTHYECKOTrO
npuMeHeHusi. [IOHsTHE «TepaneBTUYECKOE NPUMEHEHHE» OTHOCHTCS K JICYEHHIO,
BKJIIOYAIOLIEMY BBEJCHUE HYXAAKOIIEMyCs B JICYEHUH CYOBEKTY TepameBTHUYECKHU
s¢ppexTuBHOrO KoMmuecTBa komannucuOa. IloHaTue «repameBTudecku 3P HeKTUBHOE
KOJIMYECTBO» MPH 3TOM ONpeneseTcs KaK KOJUYEeCTBO KOMaHaucuba, KOTOpoe
SBJISIETCSL TOCTATOYHBIM KOJUYECTBOM JUJII TOTO, YTOOBI BbI3BATh T'MOEIb OMYXOJEBBIX
KJIETOK B Pe3yJIbTaTe arolnTo3a U MHrHOMpPOBaHHS Npoiudepanu JUHUH MEepBUYHBIX
3JI0Kau€CTBEHHbIX B-kjeTok nmu00 B BUIE OOHOKPATHOW AO3BI, JIMOO B COOTBETCTBUHU C
PEXXKUMOM MHOTOKPATHBIX /03, OTAEIbHO WJIM B COYETAHUHU C APYTHUMHU CPEICTBAMHU,
YTO TPHUBOJUT K OOJErdeHur0 HeOJNaronpusTHOTO COCTOSHHUS, HO BCE JXKE€ 3TO
KOJIMYECTBO  SIBISETCA  TOKCHKOJOruuecku  mnpuemiaeMbiM. CyOBEeKT  MOXKeT
NpEeACTaBIATh COOOW dYemoBeKa MJIM JKUBOTHOE, OTJIMYAOINeecs OT 4YeloBeKa
(HampuMep, KPOJIMK, KPbICAa, MbIIb, cobaka, 00e3bsiHa WJIM APYrodl MpUMAT HU3IIETO
MopsIKa).

Tounass no3upoBKka MOXET OBITb BBIOpaHAa OTAEJNBHBIM BpPAauOM C Y4YETOM
NalUeHTa, MOAJIeXalero Je4yeHu. Jlo3MpoBKa U BBENEHHE MOAOUPAIOT TaKUM
oOpa3zoMm, 4TOOBI O0€CHeunTh OOCTATOYHBbIE YPOBHH AaKTHBHOTO KOMIIOHEHTA WU
noAepKUBATH kejaaeMblid 3pdext. JJonoaHutenbHble PaKTOPbI, KOTOPBIE MOTYT OBITH
NPUHATBI BO BHUMAaHHE, BKJIOYAIOT B Ce0s TsKECTh OOJE3HEHHOTO COCTOSHUS,
HalpuMmep, pasMep U MECTOIMOJIOKEHUE ONYyXOJH; BO3PACT, BEC W IOJ MAaIUeHTA;
peXXUM THTAaHHUS, BpeMs M YacCTOTy IMpuUeMa, KOMOWHAIUIO(WUU) JIEKapCTBEHHBIX
CPEeACTB, YYBCTBUTEIBHOCTD K PEAKIMH U TOJEPAHTHOCTH/OTBET HA TEPAIHIO.

dapmMaLeBTHYECKHE KOMIIO3UIUU JUIMTEIbHOTO JeHCTBUS MOXHO BBOJHTS,
Harpumep, Kaxasle 3-4 OHs, pa3 B HEJEN0, OJMH Pa3 KakJble ABE HEAENIU, UJIH OIUH
pa3 KaXzable TPH HEOENH, B 3aBUCHUMOCTU OT IEPHOJAA IMOJYBBIBEAECHHS M CKOPOCTH
BBIBEIEHUSI KOHKPETHOTO COCTaBaA.

B cooTBeTcTBMHM ¢ HACTOSAIUM H300pETEHHEM conep)Kallue KOMaHJIHCUO
KOMIIO3UIIMU MOTYT OBbITh BBEJ€HBI MAIIUEHTY B BUAE QUKCUpOBaHHOHN 1036l 30, 45, 60

win 80 Mr komaHnucuba B Buae l-dacoBoil BHyTpuBeHHON uH(y3uu B aHu 1, 8 u 15
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u3 28-1HEBHOTO IIMKJIA JIEYEHUS 110 UHTEPBAJIbHOMY rpaduKy (TpH HeIeNH BBEICHUS U
OJIHA HEeJeJIsl IePEePhIB).

B coorBercTBMUM ¢ HAcTOSUIUM HU300peTEHUEM CcoIepKallue KOMaHIUCUO
KOMITO3UIMU BBOJAT MAIlMEHTY B BuAe (PUKCHUPOBAHHON m03bl 60 Mr komanmaucuba B
Bune 1-dyacoBoil BHyTpuBeHHOH WH(Y3uu B nHU 1, 8 m 15 u3 28-gHeBHOrO HMKIA
Je4eHuss IO HWHTepBalbHOMY rpaduky (Tpu Hemenu BBEAEHUS U OXHA HeHels
nepephIB).

B cooTBeTcTBUM C OOWHHAALATHIM ACTIEKTOM HACTOALIee U300PETeHUE BKIIOYAET
B ceOlsi:

IMyukt 1. CTabunbHbIf, BOCCTAHOBIIEHHBIN, COMEpKAIUN KOMAHIUCUD pPacTBOP
NOBBIIIEHHOW PacTBOPUMOCTH, MPHUTONHBIA IJs HalbHeHmero pa3OaBleHUS W IS
TepaneBTUYECKOrO0 IMPUMEHEHHUs, TIJ€ YKa3aHHbIII BOCCTAaHOBJIEHHBI pacTBOP
COJIEPKHUT:

o KOMmaHiaucud, B OCOOEHHOCTH B KOJHMYECTBE, MOAXONSAINEM B KadeCTBE
TEpaneBTUYECKONH M03blI, B OJHOHW HIU ABYX E€MKOCTAX, B OCOOEHHOCTH, B OJHOM
3arnevyaTaHHON €eMKOCTH,

o OIMH HWJU HECKOJbko perynsaTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJadyl0 KHUCIOTY, TAKYI0 Kak, HampuMep, JUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHME, TAKOE KaK, HapuMep, THAPOKCUJl HATPHUS, U

o 00beMO00pa3yOLINI areHT,

YKa3aHHBIH BOCCTAHOBJICHHBIH pPAacTBOP ObLI TPHUTOTOBIEH C MPUTOIHBIM
pacTBOpUTENIEM, TAKUM KaK CTepUJIbHAS BOJA IJI UHbEKIUI MU CTePUJIbHBIM BOJHBIN
pacTBop xyopuna Hatpusi, B ocobenHoctu 0,9% BOAHBIN pacTBOP XJIOpHAA HATPUS,
HarnpuMmep,

yKa3aHHBIA BOCCTAHOBICHHBIN pacTBOp uMmeeT pH Mexay 4 u S (BKIOUYHUTEIBHO).

ITyukT 2. BoccTaHOBIEGHHBIH COAEp KAIMUN KOMAHIUCUO PacTBOpP MO MYHKTY 1,
r7ie yKazaHHas TepaneBTHUeckas no3a cocrasysier 30, 45, 60 wnu 80 mMr konannucuba.

ITyukT 3. BoccTaHOBJEHHBIN COAepIKaIluil KOMaHJIUCHO pPacTBOpP MO MYyHKTY 1
WM 2, TIe YKa3aHHAas TepaneBTUUecKas 103a coctaBiseT 60 Mr konmaniaucuoda.

ITyakT 4. BOCCTaHOBJIEHHBIN COMEPKAMUN KOMAHINCHO pacTBOp MO JOOMY H3
nyHKTOB 1 - 3, e ykasanHblil peryisitop pH npencrasnser coboit OydepHbIil areHr.

ITyakT 5. BOoCcCTaHOBJIEHHBIN COMEpKALUN KOMAHINCHO pacTBOp Mo JOOMY H3
nyHKTOB | - 4, roe ykasaHHbIH Oy(epHBI areHT mpencTaBiseT co0OH JMMOHHYIO

KUCJIOTY U TUAPOKCUA HATPUA.
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IIyakT 6. BocCTaHOBJIEHHBIN comepKaluil KOMaHIUCUO pacTBOp mo JOOMy H3
NYHKTOB 1 - 5, KOTOPBIA COAEPKUT JUMOHHYK KHUCIOTY B kosmudectse 0,08 — 15,0
Mac./00.%, B ocobennoctu 0,15-3,0 mac./06.%, B uwactHocTth, 0,15 mac./06.% oT
yKa3aHHOI'O BOCCTAHOBJIEHHOTO pacTBOpA.

ITynkT 7. BoccTaHOBIEHHBINH COAEpIKALIUN KOMAHIUCUO pacTBOp Mo JOOMYy H3
NyHKTOB | - 6, KOTOPBINA COAEPIKUT TUAPOKCUA HaTpus B konudectse 0-0,3 mac./06.%,
B ocobenHoctu 0,14-0,18 mac./06.%, B wactHOocTH, 0,16 Mac./06.% OT yka3aHHOTrO
BOCCTAaHOBJIEHHOT'O PacTBOpA.

ITyukT 8. BocCTaHOBIEHHBIN COMEpIKAIMUN KOMAHIUCUO pacTBOp MO JOOMY H3
NYHKTOB | - 7, KOTOpPBIA COAEPKUT TUAPOKCUI HaTtpusa B kouaudectse 0,01-0,3
Mac./00.%, B ocobennoctu 0,14-0,18 mac./06.%, B uactHoctH, 0,16 mac./06.% oT
YKa3aHHOT'O BOCCTAHOBJIEHHOTO PacTBOpA.

ITyakT 9. BOoCCTaHOBJIEHHBIN CONMEp KAIMUN KOMAHIUCUO pacTBOp MO JOOMY H3
nyHKTOB | - 8, B KOTOPOM YyKa3aHHbII 00beMOOOpa3yIOUINNA areHT MpPeACTaBIsSET
co00if MaHHHUT.

ITyakT 10. BocCTaHOBIEHHBIN COnep AU KOMAHIUCUO PacTBOpP MO MYHKTY 9,
KOTOPBIA CONEpPKUT MAaHHUT B KojudecTtBe 1,5-24.0 mac./06.%, B ocobennoctu 1,5-
16,0 mac./06.%, B wactHOCcTH, 3,0 Mac./06.% OT ykKa3aHHOrO BOCCTAHOBJIEHHOI'O
pacTtBopa.

ITyukT 11. BoccTaHOBIEHHBIN COAEpIKALIUI KOTTAHIUCUO PacTBOpP MO JIOOOMY H3
nyHkToB 1 - 10, B KOTOpOM YyKa3aHHBIH pa30aBuTeNnb NpeAcTaBisieT CcoOOH
CTEPHUJIbHBIN BOIAHBIA paCcTBOP XJOopHuAa HaTpusi, B ocobeHHocTH 0,9% BOAHBIN pacTBOP
XJIOpUIA HATPHUSI.

IMyukT 12. BoccTaHOBJIEHHBIN COnEpIKAINNN KOTTAHIUCHO PacTBOP MO JIIOOOMY U3
nyHKTOB 1 - 11, KOTOpPBIA COOEPIKUT YKa3aHHOE CBOOOAHOE OCHOBAHUE KOMaHINCHOA B
konuuectBe 0,5-16,0 mac./06.%, B ocobernnoctu 1.0-8.0 mac./06.%, B yactHOoCTH, 1,5
Mac./00.% OT yka3aHHOT'O BOCCTAHOBJIEHHOTO pacTBOpaA.

IMynkT 13. BoccTaHOBIEHHBIN COnep KAl KOMAHIUCHO pacTBOpP MO JIOOOMY U3
NyHKTOB 9 - 12, B KOTOpOM:

o yKa3aHHasi TepameBTHYeCKas J03a KomaHnucuba TMPHCYTCTBYET B
konuuecTBe 1,5 Mac./06.% OT yka3aHHOr0 BOCCTAHOBJIIEHHOT'O PacTBOpa,

o yKa3aHHas JIUIMOHHAsI KUCJIOTA MPUCYTCTBYET B Konudectse 0,15 mac./06.%

OT YKa3aHHOTO BOCCTAHOBJIICHHOI'O paCTBOpA,
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. yKa3aHHBIA THAPOKCHUJ HATPHS MPHUCYTCTBYeT B koaudectse 0,16 mac./00.%
OT YKa3aHHOI'O0 BOCCTAHOBJIEHHOI'O PacTBoOpa, U

o yKa3aHHBIH MaHHUT MPUCYTCTBYeT B KouudectBe 3,0 mac./00.% ot
yKa3aHHOTI'O BOCCTAaHOBJIEHHOI'O PacTBOpa,

yKa3aHHbIH pazbaButenp mpexncrasiser coboii 0,9% BOAHBIA pacTBOp XJOpHUAa
HaTpus,

YKa3aHHBIA conepikamuii komannucubd pactBop umeer pH wmexny 4 u S
(BKJIIOUUTENBHO).

ITyukT 14. BoccTaHOBJIEHHBIN COAEpIKAINNN KOTTAHIUCHO PacTBOP MO JIIOOOMY U3
NyHKTOB 9 - 13, B KOTOpPOM:

o yKa3aHHas TepameBTHYECKas [03a KOMaHJucuba TNPHCYTCTBYET B

konuuecTBe 68,4 mr,

o yKa3aHHas JUMOHHAsI KUCJIOTA NPUCYTCTBYET B KOJIUYECTBE 6,0 MT,

. YKa3aHHBIA TUAPOKCU HATPUSI IPUCYTCTBYET B KOJIMYECTBE 7,2 MT, U

. YKa3aHHBbIA MaHHUT NPUCYTCTBYET B KOJIU4YeCTBE 136,8 Mmr,

J yKa3aHHbIH pa30OaBurens mnpexacrasiser coboii 0,9% BogHbIH pacTBOp

XJIOpUAA HATPHUsl, IPUCYTCTBYET B Konu4ecTse 4,4 mi,

yKa3aHHBIH BOCCTAHOBJICHHBIH, CoAepikamuil komaHaucud pactBop umeer pH
Mexny 4 U 5 (BKIOYUTEIBHO),

yKa3aHHBIH BOCCTAHOBJIEHHBIH, CONEpIKAIIUI KOMAHINCUO pacTBOp UMeeT 00beM
4,55 m.

ITyukT 15. BoccTaHOBIEHHBIN COmep KAl KOMAHIUCHO pacTBOP MO JKOOOMY U3
nyHKTOB | - 14, KOTOpBIIi CONEpPKUTCSA B OJHOM EMKOCTH, B OCOOEHHOCTH B
3alevyaTaHHOW €MKOCTH, MPENNOYTHTENbHO BO (JIaKOHE sl UHBEKIUH, Oonee
NPEANOYTUTENBHO B 6 MJI (D JIAKOHE JJISI UHBEKIUH .

IMynkT 16. BoccTaHOBIEHHBIN COnep KA KOMAHIUCHO pacTBOpP MO JKOOOMY U3
nyHKTOB 1 - 15, comepkamuii konmawnucud B konudecTse 15 mMr/mi.

IMyukT 17. BoccTaHOBIEHHBIN COnepIKAINUN KOTTAHIUCHO pacTBOpP MO JIOOOMY U3
nyHKTOB 1 - 16, koTOpPHBIHA comepkuT 60 Mr komaHnucuda, B 0coOeHHOCTH B oObeme 4
MIL.

ITyukT 18. BoccTaHOBIEGHHBIN COnep KAl KOMaHIUCHO pacTBOpP MO JIIOOOMY U3

nyHKTOB 1 - 17, KOTOpBIH NOMOJHHUTENbHO Pa30aBJSIOT MPUTOAHBIM pa3daBUTENEM,
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TaKUM KaK CTepuibHAas BOAA /sl MHBEKLIMUH WJIN CTEPUIbHBIH BOXHBIA pPacTBOP
xJjiopuna Hatpus, B ocodenHoctu 0,9% BOIHBIN pacTBOP XJIOpHUAA HATPHS, HATIPUMED.

ITyakT 19. BoccTaHOBIEGHHBIN cOnepIKalMil KOMAHINCUO pacTBOp MO MYyHKTY 18,
npUYeM YKa3aHHbI NPHUTOAHBbIN pa3OaBuTenp mnpeacrtasyuser coboi 0,9% BomHBIH
pacTBOp XJIOpuaa HaTpusi, B 0COOeHHOCTH B 00beMe 100 mut.

ITynkt 20. BoccTaHOBIEHHBIH coep Kaliuii KONAHINCUO pacTBOP MO NMyHKTY 19,
KOTOPBIH COmepKUTCSI B HHPY3MOHHOM MeIIKe, B OCOOEHHOCTH CHEJaHHOM W3
nommatunena (I[19), nomunponunena (III1), nonuBuHmaxygopuga (IIBX), wnm
stuneHBuHUIamnerata (BA).

IIyukt 21. Cnoco® BOCCTaHOBJIEHHS CTA0UJIBHOrO, JHO(PHUIU3UPOBAHHOTO,
coaepKalero KONaHjInucud TBEPAOTO BEINECTBA, B YACTHOCTH, MOPOLIKA HJIH OpUKETa,
OPUTOAHOTO Ui pa30aBleHUs M U1 TEPaNeBTUUYECKOrO MPUMEHEHHs, MNpUYeM
yKa3aHHOE cTabuibHOE, JTHOPUIN3UPOBAHHOE TBEPAOE BELIECTBO, B YAaCTHOCTH,
MOPOULIOK, CONEPKUT:

o KOMmaHaucub, B OCOOEHHOCTH B KOJHUYECTBE, MOAXOASAINEM B KadeCTBE
TEpPaNneBTUYECKOMN 103,

o OIMH HWJU HECKOJbko perynsaTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBIH B YACTHOCTH, COAEPIKUT CadyI0 KUCIOTY, TAKYIO Kak, HalpuMep, JUMOHHAs
KHCJIOTA, U CUJIBHOE OCHOBAaHHUE, TaKOe KakK, HampuMep, THAPOKCHU HATPUSI, U

o 00beMO00pa3yOLINI areHT,

yKa3aHHO€ TBEPAOE BEILIeCTBO, B YACTHOCTH, NOPOLIOK uiu Opuket, umeer pH
Mexay 4 u 5 (BKJIIOUHMTENIBbHO) MPU BOCCTAHOBJEHHMH MOAXOASLIUM pa3baBUTENEM,
TaKUM KaK CTepUJbHAash BOJA JJIsl WHBEKLIMH WJIM CTEPUIIbHBIH BOIHBIA pPacTBOP
xJjiopuna Hatpus, B ocodbennoctu 0,9% BOIHBIN pacTBOP XJIOPHUAA HATPUS, HATIPUMED,

YKa3aHHBIA CIOCOO BOCCTAHOBJIEHHS BKJIIOYAET B CeOsl:

o nobaBiieHNE K YKa3aHHOMY CTa0UJIBHOMY, TUOQHIH3NPOBAHHOMY TBEPAOMY
BEI[ECTBY, B YAaCTHOCTH, IOPOLIKY, B MNPHUTOJAHON €MKOCTH, B OCOOEHHOCTH B
3aMevyaTaHHOW €MKOCTH, WpPEeANOYTUTENbHO BO (JIaKOHE Ui HWHBEKUHH, Ooree
NpEeANnoOYTUTENbHO B 6 My (IakOHe I HHBEKIUH, pa3daBUTENs, TaKOro Kak
CTEepUJIbHASA BOAA AJS MHBbEKIUN MU CTEPHIIbHBIA BOJHBIN PAcTBOP XJOPHUAA HATPHS,
B ocoberHocTu 0,9% BOXHBIN pacTBOP XJIOPUIA HATPUSI, HATIPUMED,

TaKUM obpazom yKa3aHHBIN crmocod obecrneynBaeT CTaOUIIbHBIH,

BOCCTAHOBJICHHBIH, COlepKALIUN KOMaHIUCUO pacTBOP, MPUTOAHBINA IJIs HaJbHEHIIEero
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pazbaBlieHUs W AJIST TEPaANeBTHYECKOTrO NMPUMEHEHHs, YKa3aHHBI BOCCTAHOBJIEHHBIH
pacTBOp COAEPIKUT:

J KOMmaHiaucub, B OCOOEHHOCTH B KOJHUYECTBE, IMOAXOASAINEM B KadyeCTBE
TepaneBTUYECKONU AO03HI,

o OIMH WIJIM HECKOJIBKO peryisitopoB pH, B ocobenHocTn OydepHbIii areHr,
KOTOPBIH B YACTHOCTH, COAEPIKUT CIAa0yI0 KHCIOTY, TAKYIO KakK, HaIpUMep, JTUMOHHAs
KHCJIOTa, U CUJIbHOE OCHOBAaHHE, TaKOe KaK, HapuMep, THAPOKCUl HATPUS, U

o 00beMO00pa3yOIKil arexT,

yKa3aHHBIA BOCCTAHOBIECHHBIN pacTBOp uMmeeT pH Mexay 4 u S (BKIOUYHUTEIBHO).

ITyukT 22. Cioco® BOCCTAHOBJIEHHUS 1O MYyHKTY 21, re yKa3aHHbIH coaep Kamni
KOMAaHIUCUO pacTBOpP, MOJYYEHHBIH TaKUM CIocoOOM, ompeaeneH B JIOOOM H3
nyHKTOB 1 - 21.

IIyakt 23. CrabunbHOe, NTHOPUIN3UPOBAHHOE, COAEpKallee KOMAHINCUO
TBEPAOE BEIIECTBO, B YACTHOCTH, NMOPOLIOK MJIM OPUKET, MPUTOJHOE s pa30aBieHus
U AJs TepamneBTUUECKOro MNPUMEHEHHUs, IpHUUEeM YyKa3aHHOE TBEpPAOE BEIIECTBO, B
YaCTHOCTH, TIOPOILIOK HJIU OPUKET CONEPIKHT:

J KOMmaHiaucub, B OCOOEHHOCTH B KOJUYECTBE, IMOAXOASAINEM B KadeCTBE
TepaneBTUYECKON 03B,

o OIMH HWJHU HECKOJbko perynsaTopoB pH, B ocobeHHocTn OydepHBbIH arexr,
KOTOPBIH B YACTHOCTH, COAEPIKUT CJaOyI0 KHCIOTY, TAKYIO Kak, HapuMep, JUMOHHAsI
KHCJIOTA, U CUJIbHOE OCHOBAHME, TAKOE KaK, HaIpUMep, THAPOKCUJ HATPHUS, U

J 00beMO00pa3yOIKi areHT,

yKa3aHHOE TBEPIO€ BELIECTBO, B YaCTHOCTH, MOPOMIOK uiu Opuker, umeer pH
Mexay 4 u S5 (BKIIOUHMTENIBHO) NMPU BOCCTAHOBJIEHHMH MOIXOASIIUM pa3zdaBuUTeNEM,
TakKUM KaK CTepHJbHas BOJAa JJs HHBEKLUUN HIM CTEPpUJIbHBIM BOAHBIH pPacTBOP
xJjiopuna Hatpus, B ocodbennoctu 0,9% BOIHBIN pacTBOP XJIOPHUAA HATPUS, HATIPUMED.

[TyukT 24. JInopuniusupoBaHHOE, COAEpIKallee KOMaHINCHO TBEpIOE BEIIECTBO,
B YAaCTHOCTH, IOPOLIOK UM OpHKeT, MO MNYyHKTY 23, B KOTOPOM YyKa3aHHas
TepaneBTUYecKas no3a cocrapisier 30, 45, 60 unu 80 mr konannucuda.

ITyukT 25. JInopunusupoBaHHOE, CoAeprKallee KONMAHINCHO TBEPAOE BEIIECTBO,
B YAaCTHOCTH, IOPOLIOK UKW OpHKeT, N0 MNYyHKTY 23, B KOTOPOM YKa3aHHas

TepameBTHUYecKas 103a cocTasisier 60 Mr konmannucuoa.
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ITyukT 26. JInopunusupoBaHHOE, COAEpIKallee KOMaHINCHO TBEpHOE BEIIECTBO,
B YAaCTHOCTH, NMOPOIIOK WJIX OpPUKET, MO MYyHKTY 23 uiau 24, B KOTOPOM YKa3aHHBIH
peryastop pH npencrasnsier coOoit OydepHbIii arexr.

ITynkt 27. JInopunusupoBanHoe, copeprkamee KonaHaucud TBepaoe BELeCTBO,
B YAaCTHOCTH, NOPOWIOK uiu OpHKeT, mo J0OMy H3 NyHKTOB 23 - 26, mpuyem
yKka3aHHbIH Oy(depHBI areHT npeacrasisier coOOH JTMMOHHYIO KHUCIOTY U THAPOKCHJ
HaTpHUs.

ITyukT 28. JInopuiusupoBaHHOE, COAEpIKallee KOMAHINCHO TBEpIOe BEIIEeCTBO,
B YAaCTHOCTH, NMOPOINOK Wiu Opuker, mo JroOoMy U3 NyHKTOB 23 - 27, KOTOpOE
COAEPKUT JIHIMOHHYIO KUCIOTY B KonuuecTBe 0,7- 75 mac./mac.%, B ocobennoctu 1,5-
30 mac./mac.%, B wactHOCTH, 2,98 Mac./mac.%, OT yka3aHHOTrO JHOGHUIU3UPOBAHHOTO,
coaepKalero KOMmaHIucuO TBEPAOTO BEIIECTBA.

ITyukT 29. JInopunusupoBaHHOE, COAEpIKallee KOMAHINCHO TBEpIOe BEIIECTBO,
B YAaCTHOCTH, MOPOIIOK WM OpwWKeT, mo JOOMy u3 myHKTOB 23 - 28, koTOpOe
COAEPKUT TUAPOKCHA HaTpus B KoauuecTBe 0-6 mac./mac.%, B ocobenHoctu 3,3-4,0
mac./mac.%, B dacTHOCTH, 3,7 Mac./mac.%, OT yKa3aHHOTO JHOMHUIU3UPOBAHHOTO,
copep Kalero KOmaHIucuO TBEPAOTO BEIIECTBA.

ITyukT 30. JInopunusupoBaHHoe, copeprKaliee KOMaHIucud TBepaoe BELIECTBO,
B YACTHOCTH, MOPOIIOK WM OpHWKeT, mo JOoMy u3 myHKTOB 23 - 28, koTopoe
COAEPKUT TUAPOKCcHA HaTpus B konuuectBe 0,01-6 mac./mac.%, B ocobenHoctu 3,3-
4,0 mac./mac.%, B yacTHOCTH, 3,7 Mac./mac.%, OT yKa3aHHOTO JUODUIU3ZUPOBAHHOTO,
coziepIKaliero KOnaHaucud TBEPAOTO BEINEeCTBA.

ITyukT 31. JInopunusupoBaHHOE, COAEpIKallee KOMAHIUCHO TBEpIOe BEIIEeCTBO,
B YAaCTHOCTH, MOPOINOK MJIH OpuKeT, mo JrdoMy U3 myHKTOB 23 - 30, B KOTOpPOM
yKa3aHHbIA 00beMOOOpa3yIOIIUI areHT MpencTaBiseT co00il MaHHUT.

ITyukT 32. JInopunusupoBaHHOE, COAEpIKaIee KOMAHIUCHO TBEPAOE BEIIECTBO,
B YAaCTHOCTH, MOPOLIOK WJIM OPUKET, MO NMYHKTY 31, KOTOPBIA CONEPKUT MAHHHUT B
konuuectBe 154-82,1 wmac./mac.%, B ocobennoctn 30,8-82,1 wmac./mac.%, B
gactHOocTH, 01,6 Mac./mac.%, OT yka3aHHOTO JUO(PUIU3HMPOBAHHOTO, COAEPIKAIIETO
KOTaHJIUCUO TBEPAOrO BEIIECTBA.

ITyukT 33. JInopunusupoBaHHOE, COAEpIKallee KOMaHINCHO TBEpIOE BEIIECTBO,
B YAaCTHOCTH, IMOPOLIOK WU OpuKeT, mo J0OOMYy U3 NYHKTOB 23 - 32, KOTOPBIH

COINepKUT YyKa3aHHOe CBOOONHOE OCHOBaHUE KomaHmucuba B kojuuectse 7,7-92.4
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Mmac./mac.%, B ocobenHoctu 7,7-61,6 mac./mac.%, B dyactHoctu, 30,8 mac./mac.% ot
TMOPUIN3UPOBAHHOTO COJEPIKAINETO KOMAHINCUO TBEPOro BEINECTBA.

ITyukT 34. JInopunusupoBaHHOE, COAEpIKallee KOMaHIUCHO TBEpHOE BEIIECTBO,
B YaCTHOCTH, OPOIIOK UJIK OpHKET, Mo JIIoOOMY U3 MyHKTOB 23 - 33, B KOTOPOM:

o yKa3aHHasi TepameBTHUYEeCKas J03a KomaHnucuba TPHUCYTCTBYET B
xkonndectse 30,8 mac./mac.% OT yka3aHHOTO JUOQHUIM3UPOBAHHOTO, COAEPIKAIIETO
KOTIaHJIUCUO TBEPAOTO BEIIECTBA,

. yKa3aHHas JIMMOHHAas KHMCJIOTa MPUCYTCTBYeT B KojudecTBe 2,98
Mac./mac.% OT yKa3aHHOTO JHOQUIU3UPOBAHHOIO, COAEPIKAIMEro KOMAHIUCHO
TBEPIOro BEIeCTBa,

o YKa3aHHBIA THAPOKCHJ HATPHS MPHUCYTCTBYET B KonuvecTse 3,7 mac./mac.%
OT YKa3aHHOro JHOQPUIM3UPOBAHHOrO, COJEpPIKAIMEro KOMAaHJIUCUO TBEpPAOro
BEIlEeCTBA, U

. yKa3aHHBIH MaHHUT MPUCYTCTBYeT B KkonudectBe 61,6 mac./mac.%, ot
YKa3aHHOTO JUO(QHUIN3HNPOBAHHOTO, COMEPIKAINEero KOMaHINCHO TBEPIOro BEIIEeCTBa,

yKa3zaHHOE JTUOQHMIM3NPOBAHHOE, COAEpIKallee KOMaHIUCHO TBEpPIAOE BEIIECTBO,
B YaCTHOCTH, TOPOWIOK HJIM OpHUKET, TNpU BOCCTAHOBJIEHUH MOAXOISIIUM
pazbaBuTeneM, TaKMM Kak, HAaIpuUMep, CTEpUJbHAas BOAA [Jg WHBEKIUH WU
CTEPUIIbHBIN BOJHBIN pacTBOp XJOpuaa HaTpus, B ocooennoctu 0,9% BORHBIN pacTBOp
xjopuna Hatpust umeeT pH mexay 4 u 5 (BKIIOUHUTENBHO).

ITynkt 35. JInopunusuposanHoe, copeprkamee KOnaHaIucud TBEpAOe BELIECTBO,
B YaCTHOCTH, TOPOLIOK MJIM OpHUKET, Mo JIIoOOMY U3 NMyHKTOB 23 - 34, B KOTOPOM:

o yKa3aHHas TepameBTHYECKas J03a KOMaHJucuba TNPHCYTCTBYET B

konuuectBe 30, 45 unu 60 mr,

o yKa3aHHas JUMOHHAas KUCJIOTA NPUCYTCTBYET B KOJUYeCTBE 5,8 Mr,
. YKa3aHHBINA TUAPOKCUJ HATPUSI NPUCYTCTBYET B KOJMYECTBE 6,3 MTI, U
. YKa3aHHBIA MaHHUT NPUCYTCTBYET B KoaudecTse 120 mr,

yKa3aHHOe JTHOPUIN3NPOBAHHOE, COAEpIKallee KOMAaHNNCUO TBEpAOE BEIECTBO,
B YaCTHOCTH, TOPOWIOK WM OpHUKET, TNpPU BOCCTAHOBJIEHUH MOAXOISIINM
pazbaBuTeneM, TaKMM Kak, HalpuMep, CTEpUIbHAas BOAA [Js HHBEKIHH WM
CTEPUJIbHBIN BOJHBIA pacTBOP XJOpUAa HATpuUs, B ocodeHHocTn 0,9% BOIHBIN pacTBOp

xjopuna Hatpus umeet pH mMexnay 4 u 5 (BKIIOUHUTEIBHO).
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ITyukT 36. JInopunusupoBaHHOE, COAEpIKallee KOMaHINCHO TBEpHOE BEIIECTBO,
B YaCTHOCTH, OPOIIOK UJIU OPHUKET, MO JNI0OOMY U3 NYHKTOB 23 - 34, B KOTOPOM:
. yKa3aHHas TepamneBTHYECKas J103a KOMaHJucuba TNPHUCYTCTBYET B

konudyecTBe 80 Mmr,

o yKa3aHHasi JUMOHHAs KMCJIOTA NPUCYTCTBYET B KOJIUYECTBE 7,7 MT,
. yKa3aHHBINA TUAPOKCUJ HATPUSl IPUCYTCTBYET B KoaudecTse 8,4 mr, u
. YKa3aHHbI MaHHUT NPUCYTCTBYET B KoauuecTBe 160 mr,

yKa3aHHOE JUOQHMIM3UPOBAHHOE, COAEpIKallee KOMaHIUCHO TBEpPAOe BEIECTBO,
B YaCTHOCTH, TOPOWIOK WJIM OpUKET, TNpPU BOCCTAHOBJIEHUH MOAXOISIIUM
pazbaBuTEeNeM, TAaKMM KakK, HalpuMep, CTEpUIbHAas BOAAa [Js WHBEKUUH WU
CTEPUJIbHBIN BOJHBIA pacTBOP XJIOpUaa HaTpus, B ocobenHocTu 0,9% BOIHBINA pacTBOP
xjopuna Hatpus umeet pH mMexay 4 u S (BKIIOUHUTEIBHO).

ITyukT 37. JInopunusupoBaHHOE, COAEpIKallee KOMAHINCHO TBEpIOE BEIECTBO,
B YAaCTHOCTH, IMOPOLIOK HIU OpuKeT, Mo JOOMY U3 NYHKTOB 23 - 36, KOTOPBIHA
COAEPKUTCSI B OJHOM €MKOCTH, B OCOOEHHOCTH B 3ame€4yaTaHHOW €MKOCTH,
NPEeANOYTUTENBHO BO (pJaKOHE Ui UHBEKUHH, Oojiee MPENNOUYTHTEIbHO B 6 MI
(baKoHe st UHBEKIUMN.

ITyukT 38. JInopunusupoBaHHOE, CoAepIKallee KOMaHINCHO TBEpAOE BEIIECTBO,
B YAaCTHOCTH, MOPOIIOK WIK OpuKeT, mo JroOoMy U3 MyHKTOB 23 - 37, comepikaiiee
KOMmaHJIuCUO B KONU4ecTBe 68,4 Mr.

ITyukt 39. Cnoco® nuoduiuzanuu CTaOMIBHOIO, COAEPIKALEero KOMaHJIHCHUO,
BOOHOrO Hepac(hacoBaHHOTO pacTBOpa, NPUTOAHOTO IJiA JUOGUIM3ALMH U s
TEpaneBTUYECKOr0 MPUMEHEHHS, TPUYEM YKa3aHHass KOMIO3HIIUS COAEPIKUT:

. KOIMaHJIUCHO, B OCOOEHHOCTH B KOJMYECTBE, IOAXOMSIIEM B KadeCTBE
TEpPaneBTUYECKON 103BbI,

o OIVH HWJH HECKOJbKO peryinsTopoB pH, B ocobeHHoctn OydepHbIH areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJaOYI0 KHCIOTY, TAKYIO KaK, HapUMep, JTUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TAKOE KaK, HaIIpUMep, THAPOKCUT HATPUS, U

o 00beMo00pa3yrImuil arexT,

yKka3aHHBIA HepachacoBaHHBbIH pacTBop uMmeeT pH Mexny 4 u 5 (BKJIIOYUTENBHO),

yKa3aHHBIA croco0 NuoQHIN3aluy BKJIIOYAET B ce0s: CTaANu 3aMOpPa’KUBAHUS,

OT)KHMIa, IEPBUYHON U BTOPUYHOU CYILIKH,
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TaKUM obpazom yKa3aHHbBINA crocod obecrneunBaeT crabunpHOE,
TnopUIN3UPOBAHHOE, COJEpIKallee KOMaHIUCHO TBEpPAOEe BEINECTBO, B HYAaCTHOCTH,
NOPOIIOK MJM OpUKEeT, MNPUrogHOe [Js pa3daBleHUs U AJIs TEPaneBTHYECKOro
NPUMEHEHHUs, MPUYEM YKa3aHHOE€ TBEpPJO€ BELIeCTBO, B HYACTHOCTH, IMOPOMLIOK HJIHU
OpHUKET COmEPIKUT:

o KOmaHaucud, B OCOOEHHOCTH B KOJMYECTBE, MOAXOAAIIEM B KadeCTBE
TEpParneBTUYECKOMN 03I,

o OIVH WJHU HECKOJbKo perynsTopoB pH, B ocobeHHocTn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJIaOyI0 KUCIOTY, TAKYIO KaK, HAIpUMep, JUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TAKOE KaK, HAIpUMep, THAPOKCUT HATPUS, U

o 00beMo00pa3yrImuil arexT,

yKa3aHHOE TBEPIOE BELIECTBO, B YaCTHOCTH, MOPOINOK uiu Opuker, mmeer pH
Mexay 4 u S (BKIIOUHMTENBHO) NMPU BOCCTAHOBJIEHHH MOAXOASIIUM pa3zdaBuTeNeM,
TaKUM Kak, HampuMep, CTEpUIbHAs BOJAA U MHBEKIUH WMJIM CTEPUIbHBIAH BOJHBIH
pacTBop xJiopuaa HaTpusi, B ocobeHHocTH 0,9% BOIHBINA pacTBOP XJIOPUAA HATPHS.

ITyakTt 40. CtaOunpHbIl, coxepskamuil KOmaHIuCcHO BOAHBIN HepachacoBaHHBIN
pacTBOp TMOBBIMIEHHONH PAaCTBOPUMOCTH, KOTOPBIH HEMOCPENCTBEHHO IMOAXOIUT IJIs
anopunIu3anuy, NIpuyeM YKa3aHHbII Hepac(hacoBaHHBIN pPaCTBOP CONEPIKUT:

. KOMaHIUCHO, B OCOOEHHOCTH B KOJHYECTBE, IMOAXOMSIIEM B KadeCTBE
TEpPaneBTUYECKON 103HlI,

J OIMH WIJIM HECKOJIBKO peryisitopoB pH, B ocobenHocTn OydepHbIii areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJaOYI0 KHCIOTY, TAKYIO KaK, HalpuUMep, JUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TAKOE KaK, HApUMep, THAPOKCH HATPUS, U

o 00beM000pa3yOIKil arexT,

yKa3aHHbINA HepachacoBaHHbIH pacTBOp uMmeeT pH Mexny 4 u 5 (BKJIIOYUTENBHO).

ITyukT 41. HepacdacoBaHHBINH conepiKamuil KONAHIUCUO pacTBOp MO MyHKTY 40,
B KOTOPOM YKa3aHHas TepamneBTHueckas ao3a cocrtaBiser 30, 45, 60 umum 80 wmr
KomaHaucuoba.

ITyukT 42. HepacdacoBaHHBINH copepiKamuil KONAHIUCUO pacTBOp MO MYyHKTY 40,
B KOTOPOM yKa3aHHasl TeparneBTUYECKas 103a cocTasisier 60 Mr komaHmucuoa.

ITyukT 43. HepachacoBaHHBIN COaep KalIui KOMAHIUCHO PacTBOp Mo Jr0doMy H3
nyHkToB 40 - 42, B koTOopoM ykKa3aHHbIi peryiasarop pH mnpencrasiaser coboii

Oy(depHbIii areHT.
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ITyukT 44. HepachacoBaHHBIN conepskalnuii KOMAHIUCHO PacTBOp Mo Jrobdomy u3
nyHKToB 40 - 43, B KOTOpPOM YyKa3aHHBIH Oy(depHbIl areHT mnpexncrasiseTr coOoM
JUMOHHYIO KUCJIOTY U TUAPOKCUI HATPUs.

ITyukT 45. HepacdacoBaHHBINM conep Kaluil KOMAHIUCUO pacTBOpP MO JIOOOMY U3
nyHKTOB 40 - 44, KOTOpBIM COAEPKUT JUMOHHYIO KHMCJIOTYy B konudectse 0,18 - 18.5
Mmac./mac.%, B ocobennoctu 0,18-3,7 mac./mac.%, B wactHoctu, 0,37 mac./mac.% ot
yKa3aHHOT'O HepachacOBAHHOTO PAacCTBOPA.

IMyukT 46. HepachacoBaHHBIN comepskalinii KOMAHIUCUO PacTBOP Mo JOOMY K3
nyHKTOB 40 - 45, KOTOpBIA COAEpPKUT TUAPOKCUI HaTpus B koaudectse 0-0,8
Mmac./mac.%, B ocobennoctu 0,3-0,5 mac./mac.%, B uactHoctu, 0,4 mac./mac.% oT
yKa3aHHOT'O HepachacOBAHHOTO PACTBOPA.

ITyukT 47. HepachacoBaHHBIN conepskaliuii KOMAHIUCHO PacTBOP Mo Jr0OOMy H3
nyHKTOB 40 - 46, B KOTOPOM YyKa3aHHbI 00beMO0Opa3yOIINi areHT MpeaACTaBIsET
c0o00if MaHHHUT.

ITyukT 48. HepacdacoBaHHBINH comepiKamuil KONaHIUCUO pacTBOP MO MYHKTY 47,
KOTOPBIA COAEPUT MAaHHHUT B KoamdectBe 3,0-23,1 mac./mac.%, B ocobennoctu 3,0-
15,4 mac./mac.%, B wactHOocTH, 7,7 Mac./mac.% OT yka3aHHOro Hepac(acoBaHHOTO
pactBoOpa.

ITyukT 49. HepacdacoBaHHBIN cofeprkaliuil KONAHIUCUO pacTBOpP MO JHOOOMY U3
nyHKTOB 40 - 48, KOTOPBIH COAEPKUT YKa3aHHOEe CBOOOJHOE OCHOBaHUE KOMaHaucuba
B kosndecTBe 0,5-15,2 mac./mac.%, B ocobennoctu 1,0-7,6 mac./mac.%, B 4aCTHOCTH,
3,8 mac./mac.% OT yka3aHHOTO Hepac(acoOBaHHOrO pacTBOpa.

ITyukT 50. HepacdacoBaHHBINH conep Kam il KOMAHJIUCUO pacTBOP MO JTHOOOMY H3
nyHKTOB 40 - 49, B KOTOpPOM:

o yKa3aHHas TepameBTHYECKas J103a KOMaHJucuba TNPHCYTCTBYET B
konnuecTBe 3,8 Mac./mac.% OT ykazaHHOTO HepachacOBAHHOTO PacTBOPA,

. yKa3aHHas JIMMOHHAas KHUCJIOTa MpPUCYTCTBYeT B kojuudectse 0,37
Mac./Mac.% OT yKa3aHHOTO Hepac(acoBaHHOTO pacTBOpa,

o YKa3aHHBIA THAPOKCHJ HATPHUS MPHUCYTCTBYET B konnvectBe 0,4 mac./mac.%
OT YKa3aHHOTO Hepac(acoBaHHOrO pacTBoOpa, U

. YKa3aHHBIH MaHHUT NPHUCYTCTBYeT B KojuyectBe 7,7 wmac./mac.% oOrT

yKa3aHHOTO Hepac(hacoBaHHOIO PacTBOPA,
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yKa3aHHBIH cofepkamuil komannucu® pactBop umeer pH wmexny 4 u 5
(BKIIFOUUTENBHO).

ITyukt 51. HepachacoBanHbIll comepskamnii KONaHJIUCHO pacTBOp Mo JrobdomMy u3
nyHKTOB 40 - 50, B KOTOPOM:

. yKa3aHHasi TepameBTHUYEeCKas J03a KomaHnucuba TPHUCYTCTBYET B

KoaudecTBe 68,4 mr,

o yKa3aHHasi JUMOHHAs KUCJIOTA NPUCYTCTBYET B KOJIMYECTBE 6,0 MT,
. YKa3aHHBINA TUAPOKCU HATPUS NPUCYTCTBYET B KOJUYECTBE 7,2 MT, U
. yKa3aHHBI MaHHUT NPUCYTCTBYET B KOJU4YeCcTBe 136,8 Mmr,

yKa3aHHBIH HepachacoBaHHBIN coxep:kamuid kKomaHaucud pactBop umeer pH
MeXay 4 U 5 (BKIFOUYUTENBHO),

yKa3aHHBIA Hepac(hacOBaHHBIN COAepIKAIUN KOMaHIUCHO pacTBOp UMeeT 00beM
1,71 mn.

ITyukT 52. HepacdacoBaHHBINH conepiKamuil KOMAHIUCUO PacTBOP MO JTHOOOMY H3
nyHKTOB 40 - 51, KOTOpPBIHA conep > KUT KomaHaucud B koaudectse 40 mMr/mi.

ITyukT 53. HepacdacoBaHHBIN conepikamuil KOMAHIUCUO pacTBOpP MO JTHOOOMY H3
nyHKTOB 40 - 52, xoTopHIil cogepxut 68,4 mr konannucudba B ooveme 1,71 mi.

ITyukT 54. HepacdacoBaHHBIN coaeprkaluil KONAHIUCUO pacTBOP MO JTHOOOMY H3
nyHKTOB 40 - 53, koTopHIi cogepxut 60 mr konannucuda B ooveme 1,5 mi.

ITynkt 55. HepacdacoBaHHBIH coneprKamuii KOMaHINCUO pacTBOp HO JII0OOMY U3
nyHKTOB 40 - 54, KOTOpPBII AOMOJHUTENBHO Pa30aBisAOT MPUTOAHBIM pa3zbaBUTENEM,
TaKUM KakK, Halpumep, CTEpPUJIbHAs BOAA IJisl MHBEKLUW WM CTEPUIbHBIH BOIHBIN
pacTBOp XJiopuaa HaTpusi, B ocobeHHOCTH 0,9% BOIHBIN pacTBOP XJIOPUIA HATPUS.

ITyukT 56. HepacdacoBaHHBIH conepsKamuil KONMAHIUCUO pacTBOP MO MYHKTY 55,
B KOTOPOM:

. yKa3aHHas TepameBTHYECKas J03a KOMaHJucuba TPHCYTCTBYET B

konuuecTBe 68,4 mr,

o yKa3aHHasi JUMOHHAsl KUCJIOTA NPUCYTCTBYET B KOJIMYECTBE 6,0 MT,
. YKa3aHHBINA TUAPOKCUJ HATPUSI NPUCYTCTBYET B KOJIMYECTBE 7,2 MT, U
. yKa3aHHBbIA MaHHUT NPUCYTCTBYET B KOJIU4YeCTBE 136,8 Mmr,

TOTIOJTHUTENBHO pa30aBISIOT C:
. . o .
. pa3baButenb, KOTOpBIM mpencrasiser coboit 0,9% BOmHBIN pacTBOP

XJIOpUAA HATPHUsl, IPUCYTCTBYET B KONIUUYECTBE 4,4 M1,
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yKa3aHHbIH Hepac(acoOBaHHBIA COAEpIKAIMUNA KOMaHAUCUO pacTBOp mmeer pH
Mexay 4 U 5 (BKIIOUUTENBHO),

yKa3aHHBIH Hepac(hacOBaHHBIN coAep KalUi KOMaHIuCuO pacTBOp UMeeT 00beM
1,71 mn.

ITynkt 57. HepacdacoBaHHBII copepKamui KOMaHIUCHO PpacTBOP MO MYHKTY 55
Wi 56, KOTOpBIA AOTMOJHUTENBHO Pa30aBisIOT MPUTOAHBIM pa30aBUTENEM, MpPUUYEM
yKa3aHHBIA TPUTOAHBIA pa3zbaBurenp mpencrasiaseT coboit 0,9% BOAHBIN pacTBOP
XJIOpUIa HAaTpusi, B 0coOeHHOCTH B 0O0beMe 100 mut.

ITyukT 58. HepacdacoBaHHBINH conep Kauil KOMAHIUCUO pacTBOP MO JTHOOOMY H3
NyHKTOB 55 - 57, xoTOpbIf conmepkutrcs B MH(PY3HMOHHOM MeEIIKE, B OCOOCHHOCTH
caenanaoM u3 nonmdytuiena (I19), monunponunena (I111), monuuamaxnopuna (IIBX)
unu stTuneHBuHmnanerara (OBA).

IIyakt 59. Cmnoco0 mnonyueHHss CTaOWIBHOrO, COAEpPIKAILIEro KOMAaHJIHCHUO,
BOOHOrO Hepac(acoBaHHOTO pacTBOpa, NPUTOAHOTO A JUOPUIU3ALUM H s
TEPaNeBTUYECKOr0 MPUMEHEHHs, MPUYEeM VKa3aHHbIH HepacPpacOBAHHBIH pPacTBOP
COIEPKUT:

o KOmaHiaucub, B OCOOEHHOCTH B KOJHUYECTBE, IMOAXOASAINEM B KadeCTBE
TEpPaneBTUYECKON 03B,

o OIMH HJU HECKONbko perynsaTopoB pH, B ocobenHoctn OydepHbIN arexr,
KOTOPBIA B YACTHOCTH, COAEPIKUT CIA0yI0 KHCIOTY, TAKYI0 KakK, HaIIpUMep, JTUMOHHAsI
KHCJIOTA, U CUJIBHOE OCHOBAaHHUE, TaKOe KakK, HampuMep, THAPOKCUA HATPUsI, U

o 00beMO00pa3yOIKi areHT,

yKa3aHHBIA HepachacoBaHHbIH pacTBop uMmeeT pH Mexny 4 u 5 (BKJIIOYUTENBHO),

yKa3aHHBIHA c1oco0 BKJIOYAeT B cedsi:

. 3ampaBKy NOAXOASIIEr0 COCyAa BOAOH AJId UHBEKLIUA,

o nepeHeceHne komanmucuba, B ¢popmMe CBOOOAHOTO OCHOBAHHS WM COJIH,
TaKkOW Kak, HampuMep, THAPOXJOPHUI, B YACTHOCTH, MOHOTHIPOXJOPHUA WU
OUTHUIAPOXJIOPHI, WU TO3UJIAT, B YKA3aHHBIH COCY;

o obecrieyeHne pacTBOPEHUsS YKA3aHHOrO KOMaHIuUCcuOa, HeoOs3aTelbHO
nyTeM nepeMenuBaHus, Hanpumep, npu pH mexnay 2 u 3 (BKIrOUHUTENbHO), 00pa3ys
TaKUM CIOCOOOM COnep KAl KOMaHIUCHO PacTBOp;

o nobaBieHNe YKa3aHHOT'O OydepHoro areHTa u YKa3aHHOTO

00BeM0O00pa3yoLIero areHTa B YKa3aHHbIN cofepKalluii KONaHIuCcud pacTBop;
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o obecrneuyeHne pacTBOPEHUs] YKa3aHHOTO Oy(depHOro areHTa M yKa3aHHOTO
00beM000pa3yroIero areHTa, Heo0s13aTeabHO, HAIPUMED, TyTEM NepEeMELINBAHNUS

. perynuposanue pH oOpa3oBasmerocs Takum odpaszom pactsopa a0 pH ot 4
70 5 ¢ MOMOUIBIO COOTBETCTBYHINEr0 KOJINYECTBA PACTBOpA F'MAPOKCHUAA HATPUs, TEM
caMbIM 00pa3ys HepacacOBaHHBIN PacTBOP;

o ¢unpTpanmuio yKa3aHHOro HepachaCOBAHHOTO pPAaCTBOpPA CTEPHJIbHBIM
crmocobom,

obecneunBasi TAKUM 00pa3oM CTaOMJIbHBIA COAEpKAIIUN KOMAHIUCUO, BOIHBIN
Hepac(hacCOBaHHBIN pPACTBOP, MPUTOAHBIA JAJIs HEMOCPEACTBEHHOW NHOPHIH3ALNU |
TepaneBTUYECKUX NPUMEHEHU; U

o 3alOJIHEHHE  O0pPa30BAHHOTO  TAaKHUM  CINOCOOOM  OT(QUIBTPOBAHHOTO
Hepac(acoBaHHOTO PacTBOPa B OAWH HJIH HECKOJbKO (DJIaKOHOB

I[Iyakt 60. Cmoco® mo mnyHKTYy 59, B KOTOPOM VKa3aHHBIH KOMAaHJIHCHUO,
NEePEeHECEHHBbI B  YKa3aHHBI COCYJ, TMpexncrtasisieT co0OW  AUTHIPOXIOPHN
KomaHaucuoba.

ITyakt 61. CTabunpHbIN, BOCCTAHOBIEHHBIN, COAEPIKALINA KOMAHIUCUD, PacTBOP
NOBBILIIEHHON pPacTBOPUMOCTH, NPHUTOAHBIA IJs fajbHelmero pa3OaBleHUS W IS
TepaneBTUYECKOrOo MNPUMEHEHHs, INpHUYeM YKa3aHHbII BOCCTAHOBJIEHHBIH pacTBOP
COIEPIKUT:

o TEpPaNeBTUYECKYI0 A03y KomaHnucuba B OAHOW MIIM IBYX EMKOCTSX, B
0COOEHHOCTH, B OOHOI 3ame4aTaHHONW €MKOCTH,

J OIVH WJU HECKOJbKO perynsTopoB pH, B ocobeHHocTn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJIaOYI0 KHUCIOTY, TAKYIO KaK, HaIpUMep, JUMOHHAs
KHCJIOTa, U CUJIbHOE OCHOBaHHE, TaKOe KaK, HallpuMep, THAPOKCUIl HATPUS, U

o 00beM0O00pa3yOIKil arexT,

YKa3aHHBIH BOCCTAHOBJICHHBI pPAacTBOp ObLI MPUTOTOBJIEH C MPUTCOAHBIM
pacTBOpUTENieM, TAKUM KaK CTepUJIbHAs BOJA JJI UHbEKL U MU CTePUJIbHBIN BOJHBIN
pacTBOp xJsiopuna Hatpusi, B ocoOenHoctu 0,9% BOAHBIN pacTBOP XJIOpHAA HATPHS,
HanpuMmep,

yKa3aHHBIA BOCCTAHOBIEHHBIN pacTBOp umeer pH Mexay 4 u S5 (BKIOUHUTENBHO),

sl JIeYeHUs UIW TNPOPHIAKTHKH paka, B OCOOEHHOCTH HEXOIKKUHCKOH
amumdombr (HXJI), takoit kak 1-ii nuHuuM, 2-W JUHUKA UJIH 10 9 TPEAIIECTBYIOIIUX

JeUeHUN, peuuauBuUpyromeld, pedpaktepHoi, mHAojsenTHo HXJI, B wyacTHOCTH,
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bomnmukynaprHoit numbpomsr (PJI), numpomer maprunanpHOW 30HBI (JIM3),
MENKOKJIeTOUHOH gumdonurapaoit numdpomsr (MJIJI), numbonnazmMonuTapHon
auMpomel/mMakpornodynunemun Banpnencrpema (JIIIJI-MB) unu arpeccusnoit HXJI,
B 4yacTHOCTH, Audpdys3Hoii B-kpymHokaerouHoit numdomer (JABKJI), numbpombr u3
kJeTok MaHTuiiHOH 30HbI (MKJI), nepudepuyeckoit T-knaerounoit numpomsr (ITTKII),
TpanchopmupoBaHHoi tumdpomsl (TJI) unu xpoHuueckoro TUMQOIUTAPHOTO Jeiiko3a
(XJLI),

B BHJE€ MOHOTEpPalmWud WX B COYETAHUU C OJAHUM WJIH HECKOJbKHUMHU
UMMYHOTEPANEeBTUYECKIMH, XUMHOTEPANEBTHYECKUMHU 17010 UMMYHO -
XUMHOTEPANEBTUUECKIMHU MPOTHBOPAKOBBIMH CPECTBAMM.

Ilynkt 62. IlpuMeHeHue mno MNyHKTY 61, rae yka3aHHBIM COAEpIKALIUN
KOTaHJIUCUO pacTBOP OmpeesieH B II0OOM U3 MyHKTOB | - 20.

IIyakt 63. IlpumMeHeHHe CTAaOUIBHOTO, BOCCTAHOBJEHHOTO, COIEPIXKAIIEro
KOMaHJIUCHO, pacTBOpPa MOBBIIMIEHHOW PACTBOPUMOCTH, MPUTOAHOTO JUIS JaIbHEHIIETo
pazbaBleHUs W AN TEPANEeBTHYECKOTO NMPUMEHEHHS, YKa3aHHBI BOCCTAHOBJIEHHBIH
pPacTBOp COOEPIKUT:

o TEPaneBTUYECKYIO 03y KONaHIucuba B OJHON HMIM JBYX EMKOCTSX, B
0COOEHHOCTH, B OJTHOH 3ame4yaTaHHOW €MKOCTH,

o OIMH HJU HECKONbko perynsaTopoB pH, B ocobenHoctn OydepHbIN arexr,
KOTOPBIH B YACTHOCTH, COAEPIKUT CIAa0yI0 KHCIOTY, TAKYIO KakK, HaIpUMep, JTUMOHHAs
KHCJIOTA, U CUJIBHOE OCHOBAaHHUE, TaKOe KakK, HampuMep, THAPOKCUA HATPUSI, U

o 00beMO00pa3yOIKi areHT,

YKa3aHHBIH BOCCTAHOBJICHHBI pPAacTBOp ObLI MPUTOTOBJIEH C MPUTOAHBIM
pacTBOpHUTENIeM, TAKUM KaK CTEPHJIbHAS BOJA JJIsl MHBEKIIUH UJIM CTEPUNIbHBIA BOJIHBIN
pacTBop xJsiopuna Hatpusi, B ocobernHoctu 0,9% BOAHBIN pacTBOP XJIOpHAA HATPHS,
HallpuMep, YKa3aHHBI BOCCTAHOBJEHHBIM pacTBOop umeer pH wMexay 4 u 5
(BKJIFOUUTENBHO),

sl JIeYeHUs WU TPOPHIAKTHKH paka, B OCOOEHHOCTH HEXOIKKHHCKOH
mumdpomer (HXJI), takoit kak 1-#i nuHuuM, 2-W JUHUU WU 10 9 TPENIIeCTBYIOIIUX
JeUeHUN, peuuauBuUpyromeld, pedpaktepHoh, wHaojseHnTHoi HXJI, B wyacTHOCTH,
bomnmukynaprHoit numdpomsl (PJI), numpomer maprunanpHOH 30HB  (JIM3),
MENKOKJIeTOUHOH gumdonurapaoit numdpomsr (MJIJI), numdonnazmMonuTapHon
auMpomel/Makporinodynunemun Banpnenctpema (JIIIJI-MB) unu arpeccusnoit HXJI,

B 4acTHOCTH, OuP¢y3HOoN B-kpymHoknerounoit numpomer (ABKJI), nmumdombr u3



10

15

20

25

30

- 65 -

kyerok Ma"tuiiHo# 30HbI (MKJI), nepudepudeckoii T-knerounoit numpombr (ITTKII),
TpanchopmupoBanHoi numdpomsl (TJI) nnu xpoHnueckoro nuM@oIUTApHOro Jeiiko3a
(XJLID),

B BHJE€ MOHOTEpPanMud UIX B COYETAHUM C OJHUM MM HECKOJIbKHUMHU
UMMYHOTEpPaNeBTUYECKUMU, XUMHOTEPaneBTUYECKUMHU uian UMMYHO -
XUMHOTEPANEeBTUUECKUMHU MPOTUBOPAKOBBIMU CPEACTBAMMU.

I[Iyukt 64. IlpumeHeHue CTaOUIBHOTO, BOCCTAHOBJEHHOTO, COIEPI)KALIEro
KOMAaHJIUCHUO, pacTBOpa MOBBIMEHHONW PACTBOPUMOCTH, MPUTOAHOTO JUIS JaIbHEHIIEeTO
pazbaBlieHUsT U ISl TEPANEeBTHYECKOTO NMPUMEHEHHS, YKa3aHHBIH BOCCTAHOBJIEHHBIH
pPacTBOp COAEPIKUT:

J TEPaNeBTUYECKYIO 03y KOMaHIMCHOa B OJHON WIM JBYX EMKOCTSX, B
0COOEHHOCTH, B OJTHOH 3ame4yaTaHHOW €MKOCTH,

J OIMH WJHU HECKOJbKo perynsTopoB pH, B ocobeHHoctn OydepHbIH areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJaOYyI0 KHCIOTY, TAKYIO KaK, HapUMep, TUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBAaHHUE, TAKOE KaK, HaIIpUMep, THAPOKCUT HATPUS, U

o ob6beMo00pasyromuil arexT,

yKa3aHHBIH BOCCTAHOBJIEHHBI pPAacTBOp ObLI MPUTOTOBJIEH C MPUTCOAHBIM
pacTBOpHUTENEM, TAKUM KaK CTEPHUJIbHAS BOJA IJIs1 UHBEKIUH UJIM CTEPUIIbHBIN BOJHBIN
pacTBop xJsopuna Hatpus, B ocodenHoctu 0,9% BOAHBIN pacTBOp XJIOpHAA HATPHS,
HalpuMep, YyKa3aHHBbII BOCCTAHOBJIEHHBIN pacTBop uMeer pH wmexay 4 u 5
(BKJIFOUUTEJIBHO),

IJIsl TIOJIyYEHHUsl JIEKAPCTBEHHOTO CPEACTBA Ui JICUCHUS WJIM MPOQHIAKTHKH
paka, B ocoOeHHOCTH HeXOJKKUHCKOM aumdombl (HXJI), Takoit kak 1-it nunum, 2-i
JUHUHM WM 10 9 TNpeaumecTBYIOMHX JIEYeHUH, PEeUUAUBUPYIOLEH, pedpaKTepHOM,
uHnonentHoit HXJI, B wacTtHOCTH, QommukynspHoi numbpomsl (DJI), aumdomsr
MapruHanbHOU 30HBI (JIM3), menkokierouHod aumdouutapHoi nmumpomer (MJILI),
auM@ortazMouuTapHoil tumdomel/Makpornodyiunemun Banpnenctpema (JIITJI-MB)
win arpeccuBHoi HXJI, B wactHocTH, nuddysHoii B-kpymHOKJIETOUHON NHM(EOMBI
(ABKJI), numdomsl u3 kierok wMaHtuiiHOW 30HBI (MKJI), mepudepuueckoin T-
kinerounoir numpomer  (IITKJI), tpanchopmupoBannoit naumdomsr (TJI) wmnm
XpoHHYeckoro guMponutapraoro nerikosa (XJLI),

B BHJE€ MOHOTEpPanmWud UIX B COYETAHUHU C OJAHUM WJIH HECKOJIbKHUMHU
UMMYHOTEPANEeBTUUECKIMH, XUMHOTEPANeBTHIECKUMHU U UMMYHO -

XUMHUOTECPANICBTUYCCKUMHU NIPOTUBOPAKOBBIMHU CPEACTBAMMU.
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IIyakt 65. Cnoco® nedeHus wWiIM TPOPUIAKTHKH paka, B OCOOEHHOCTH
HeXOMKKUHCKON numbpombl (HXJI), Takol kak 1-W nauHuM, 2-W JuHUM unam 10 9
NpeAIeCcTBYOUUX JIEUeHUH, peuuauBupyoLel, pedppakrepHoit, nanonentnon HXJI,
B 4YacTHOCTH, ¢osnukyiasipHod aumbpomsl (DJI), numMdpombl MapruHajJbHOH 30HBI
(JIM3), MEJIKOKJIETOUHON auMpounTapHOM JTUM} OMBI (MJLJI),
auM@ormnazmMouuTapHoi tumdpombl/MakpornoOyiunemun Banpnenctpema (JIITJI-MB)
win arpeccuBHoi HXJI, B wactHocTH, nuddysHoii B-kpymHOKJIeTOUHOH NUM(EOMBI
(ABKJI), numdomsl u3 kierok MantuiiHoi 30HbI (MKJI), nepudepuueckoii T-
kiaerounoir gumpomer (IITKJI), tpanchopmupoBannoit maumdomsr (TJI) wnm
XpoHHYeckoro guMponutapruoro jerikosa (XJLJI),

y cyOpekra, BkioHammeMmy B ceOs BBeNEHHE YKa3aHHOMY CYOBEKTy
CTaOMIBPHOTO, BOCCTAHOBJIEHHOT0, COJEPIKalIero KOMaHINCHO pacTBOpa MOBBIMIEHHOI
pacTBOPHUMOCTH,  NPUTOAHOrO i fAalbHelmero — pasbaBieHus W 1A
TEPaneBTUYECKOr0 MPHUMEHEHHUs, NpPHYEeM YKa3aHHbII BOCCTAHOBJEHHBIH pacTBOP
COZIEPIKHUT:

J TEPaNeBTUYECKYIO 03y KONaHIucuba B OJHON HWIM JBYX EMKOCTSX, B
0COOEHHOCTH, B OOHOI 3ame4aTaHHOI eMKOCTH,

J ONMH HWJIU HECKONbko perynsatopoB pH, B ocobenHoctn OydepHbIH arexr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CNabyI0 KUCIOTY, TAKYI0 KakK, HalpuMep, JTUMOHHAs
KHMCJIOTA, U CUJIBHOE OCHOBAaHHUE, TaKOe KakK, HampuMep, THAPOKCHU HATPUSI, U

o 00beMO00pa3yOLINI areHT,

YKa3aHHBIH BOCCTAHOBJICHHBIH pPAacTBOP ObLI MPUTCOTOBJIEH C MPUTOAHBIM
pacTBOpHUTENIeM, TAKUM KaK CTePHJIbHASI BOJA JJIsl MHBEKIIUH UJIM CTEPUJIbHBIN BOJIHBIN
pacTBOop xsiopuna Hatpusi, B ocoOenHoctu 0,9% BOAHBIN pacTBOP XJIOpHAA HATPHS,
HalpuMep, YyKa3aHHBbI BOCCTAHOBJEHHBIM pactBOop umeer pH wMexny 4 u S
(BKJIFOUUTEIBHO),

B BHJE€ MOHOTEpPanmuud UJIX B COYETAHUU C OJAHUM WJIH HECKOJIbKHUMHU
UMMYHOTEPANEeBTUUECKIMH, XUMHOTEPANEBTHYECKUMHU 170107 HMMYHO -
XUMHOTEPANEBTUUECKIMHU MPOTHBOPAKOBBIMH CPECTBAMM.

ITyakT 66. IlpuMenenue no nyHKTy 63 uian 64, uim crnocod mo MyHKTy 65, rae
yKa3aHHBIA COAEPIKAIUA KOMAHJIUCUO pacTBOpP OMNpenesieH B JIIOOOM U3 MYyHKTOB 1 -

20.
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IIyukt 67. IlpumeHenne mo m0OOMY U3 NMYHKTOB 63 miam 64, wnu cnocod mo
NyHKTY 65, rae yka3zaHHbIH conepiKallui KOMaHJHCUO pacTBOp comepxkur 60 wmr
KomaHaucuoba.

Ilynxkt 68. IIpumeHeHue mno MNOyHKTYy 67, TA€ YKa3aHHBIM CcoOAepKalul
KonaHnucud pactBop umeer o6vem 4,0 M.

IIynkt 69. IlpuMeHeHue Mo NyHKTY 68, yka3aHHOE MPUMEHEHUE OCYLIECTBISAIOT
NyTeM BBEAEHHS MAalUEeHTy (UKCUPOBAHHOW n03bl 60 Mr komannucuba B BHAe 1-
4aCcOBOW BHYTPUBEHHOUW MH(Y3uu B AHH 1, 8 u 15 u3 28-1HEBHOTO LUKJIA JEYEHHS 1O
UHTEPBaJbHOMY TpaduKy (TpU HEAETU BBEAEHHS U OJHA HENEJsI ePephIB).

ITyukT 70. IIpumenenue no nyHkTaMm 63 unm 64, uau cnocod mo myHKTy 65, rae
yYKa3aHHBIA PacTBOP BBOJSAT B COUYETAHUU C XUMHOTEPANEBTHYECKUM IPOTHBOPAKOBBIM
CPEICTBOM.

Ilynkr 71. IlpumeHenune 1o nyHKTy 70, B KOTOpPOM YKa3aHHOE
XUMHOTEPANEBTUUECKOE IMPOTHBOPAKOBOE  CPEACTBO  BBIOMPAOT U3  TPYIIBI,
BKJIIOHarO el B celsi:

1311-chTNT, abapenukc, abuparepoH, akjgapyOWUWH, amaiumymad, axo-
Tpacty3ymad osmrTaH3uH, adatuHub, aduubepuent, anbAecCIeWKUH, AaJeKTUHHO,
aneMTy3yMal, aJeHIpPOHOBas KHCJIOTAa, AJIUTPETHHOWH, AajJTPETaMUH, aMU(OCTHH,
AMHUHOTJIYTETUMHUJI, TE€KCUJIAMHHOJEBYJINHAT, aMpyOWLIUH, aMCaKpHH, aHacTPO30J,
aHIECTUM, QHETOJ JWUTHOJETHOH, aHeTymMald paBTaH3WH, aHTHOTEeH3UH Il
antutpom6Obun III, ampenurtant, apuutymomad, apriaOuH, TPUOKCHI MBIIIbSKA,
acrmaparnHasa, are3oyu3ymald, akCUTHHUO, azauuTUAWH, Oazuaukcumad, OeloTekaH,
OeHmamycTuH, Oe3une3omad, OeauHocTaT, OeBanu3ymad, OekcapoTeH, OMKaTyTaMUI,
Oucantpen, OneomuuuH, OnuHarymomad, Oopresomud, OycepenuH, OOCyTUHHO,
Opentykcumab BenoTuH, Oycynbdan, kabazuTakcen, Ka003aHTUHHO, KaJbLIUTOHWH,
dbonuHaT Kanbuus, JeBO(ONMHAT KajabLUsA, KanenuTabuH, kanpoMmad, kapbaMa3emnuH,
kapOoratuH, kKapOOKBOH, Kapdum3zomud, kapModyp, KapMyCTHH, KaTyMakcomao,
L[EJIEKOKCUO, LEeJMOJIEHKIH, LePUTUHHO, LEeTyKCUMald, XJopaMOyIHII, XJIOPMaJIHHOH,
XJOpPMETHH, UUA0(OBUp, LMHAKAILUET, LUCIUIATHH, KJIaApuOWH, KJIOJPOHOBAS
KHCIIO0Ta, KiopapabuH, koOOUMeTHHUO, KpU3aHTacnasa, KpU30TUHUO, nukiodochamun,
UMPOTEPOH, uuTapabuH, nakapOa3WH, NaKTHHOMHULMH, Aapatrymymad, napOemosTuH
anbda, nmabpadenud, pmacatuHUO, nOayHOPYOWUIIMH, JAeUUTAOWH, Jerapesiukc,
NeHUJIEHKIH nudTuTOKC, IeHocymao, AEeNpeoTH, I eCIOPEeNH,

AUAHTUAPOTraJIaKTUTOJ, ACKCPA30KCaH, I[I/I6pOCHI/II[I/I$I XJIOpUuAa, JTUAHTUAPOTAJIAKTUTOI,
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nukiaodeHak,  JAUHYTYKCUMaO, IOoLeTaKcel,  A0JaceTPOH,  JOKCUDIYPHUAUH,
OOKCOPYOULIMH, NOKCOPYOUIIMH + 3CTpOH, APOHAOMHOJ, 3Kynu3ymad, sapekosomad,
SJIIUNTUHUS ~ aleTraT, 23J0Ty3ymad, »sarpombomnar, SHAOCTATHUH, JSHOLUTAOUH,
SH3AJIYTAMUM, SMUPYOULHMH, SMUTUOCTAHOJ, SMO3TUH albda, 3mo3TUH Oera, 3MO3THH
3eTa, ANTAIUIATHH, >PUOYINH, 3PJOTUHUO, H>COMENpPas3oi, 3CTPAAHMOI, ICTPAMYCTHH,
STUHHUJIACTPAIMOJ, OTOMO3UJI, DJBEPONUMYC, OKceMmecTaH, ¢anpo3on, QeHTaHum,
bunrpactuMm, ¢GiayokcumectepoH, GiaokcypunauH, GaynapabuH, (GTOpypaLnI,
dbayramun, ¢GonuHoBass kucinora, Qopmecran, QocanpenuraHt, (HOTEMYCTHH,
dynBecTpaHT, TranolOyTpoJ, TaAOTEPUAOJ, TagOTEepoBasi KHCJIOTA METJIyMHH,
rajioBepceTaMu];, raJOKCETOBasl KUCJIOTA, HUTPAT TajUins, TaHUPETUKC, rePpuTUHHO,
reMautabuH, reMTy3ymad, riuykapmnupgasa, raytokcuMm, GM-CSF, rosepenuH,
IPAHHCETPOH, KOJOHUECTHUMYJHPYIOMUNA (PAKTOp TPaHYJIOLUTOB, ITUTUIPOXJIOPHU
rICTaMUHA, THUCTPEJWH, ruapokcukapbamma, 3epHa [-125,  jancompasod,
ubaHapoHOBasE KHUCIOTa, uOpurymomMald THyKceTaH, uUOpyTHHHO, wuUAapyOHIUH,
upochamua, UMaTHHUO, UMHUKBUMOJ, HUMIPOCYNbdaH, WHAUCETPOH, MHKAAPOHOBAS
Kuciora, MeOynar uHreHos, uHrepdepon anbda, uaTephepon Oera, mHTEepdhepoH
ramma, wuoburpumon, uodbenryan (123I), momenpos, wununumymad, HPUHOTEKAH,
UTPAKOHA30JI, HMKCAaOEMWIOH, HWKCAa30MHUO, JIAaHPEOTHA, JAHCOMPAa30J, JaMmaTHHUO,
JA30XOJIUH, JIEHAJIUAOMUJ, JIEHBATUHUO, JIEHOTPACTUM, JIEHTHHAH, JE€TPO30JI,
JeyIpOpeNnH, J€BAMU30J, JIEBOHOPTECTPeJ, JEBOTUPOKCUH HATpus, JU3YPHJ,
ao0anyiaTuH, JOMYCTHH, JIOHMJAMHH,  Ma3ONpPOKOJ,  MEAPOKCHUIIPOTECTEPOH,
MErecTpoJi, MeJapcompoi, MejiadanaH, MENUTHOCTAH, MEpPKANTONMypHUH, MeCHa,
METaJ0OH, METOTPEKCAT, METOKCAaJleH, METHJIAMHHOJIEBYJIMHAT, METHJIPEIHH30JIO0H,
METHJTECTOCTEPOH,  METUPOCHH, MupaMypTua, MUITEePOCHH,  MHUPHUILIATHH,
MUTOOPOHHTOJ, MHTOTYa30H, MHUTOJAKTOJ, MHUTOMHLMH, MHUTOTaH, MHUTOKCAHTPOH,
MOTaMyJu3yMad, MOJITPAaMOCTHUM, MOMHUAAMOJI, THAPOXJOpHA MopduHa, Ccyabdpat
mopduHa, HaOwioH, HaObukcumoyc, HadapeauH, HAJOKCOH + TEHTa30IuH,
HAJITPEKCOH, HAPTOrPacTUM, HeUUTyMymald, HeJamjIaTuH, HejJapaOuH, HEPUIPOHOBAS
KUCJIOTa, HETYNUTAHT/MAJJOHOCETPOH, HUBOJyMad, TMEHTETPEOTH], HUJIOTHHUO,
HUJIYTaMHJA, HUMOPA30J, HHUMOTy3ymMald, HUMYCTHUH, HHHTENaHHO, HHUTPAKPUH,
HUBOJyMab, oOwHyTy3ymad, okTpeorun, odarymymad, omamapud, onapatymao,
OMalleTaKCUH MEMEeCYKIHUHAT, OMEINpas3oJi, OHJAHCETPOH, OINPEJBEKHUH, OPTrOTEHH,
OpUJIOTUMOJ, OCUMEPTHHHO, OKCAJIUIJIATHH, OKCHKOIOH, OKCHMETOJIOH, O30TaMHULIUH,

pS3 reHHas Tepamnus, MakJIUTaKCces, Nanoouukauo, nanudepmuH, 3epHa nanaaus-103,
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NAJOHOCETPOH, NaMHIPOHOBAsI KUCIOTA, MAHUTYMyMal, NaHOOMHOCTAT, MAHTOMPA30J,
naszonanub, meracmapraza, II9I-smostun Oera (merokcu IIDI-s3mosTur Oera),
nemMOponuzymad, marunrpactuMm, miIruHrepdepon anbda-2b, mnemOponusymao,
neMeTpeKce]], MeHTa30LMH, IEHTOCTATHH, NeMIOMULNH, nepdayOyTan, nepdochamun,
nepTy3ymad, muuuOaHuJ, MUIOKAPIUH, NMUPAapyOULIMH, MUKCAHTPOH, Miepukcadop,
IUIMKAMHUIUH, nojauriaycaMm, ¢ocdar noamscrpanuona, MNOJTUBUHUINHPPOIUAOH +
ruanypoHaT HaTpus, noaucaxapuna-K, momanugomun, noHaTUHHO, moppuMep HATPHs,
npajaTpeKkcar, IpeaAHUMYCTUH, MPEAHU30H, MPOoKapOa3uH, MPOKOIA30J1, IPOMPAHOJIOI,
XUHArojaua, padbenpasosn, pakorymymad, xymopun panusi-223, panotuHud, panokcuden,
paiTUTpEeKCeNn, PaMOCETPOH, paMyLupymad, paHHUMYCTHH, pacOypukac, pa3OKCaH,
pebameTnnud, peropadeHud, puseapoHOBas KHUCIOTAa, OJOTHUAPOHAT peHus-186,
puTykcumad, pONANMUTAHT, POMHACICHUH, POMHIUIOCTHM, pPOMYpPTHZA, pyKamapuo,
camapuii  (153Sm)  nmexkcugpoHam,  caprpaMoCcTHM, caTymMomald, CEKpeTHH,
cuntykcumab, cunyneiiuen-T, cuzodupaHn, coOy30KCaH, TIHIUAWAA30J] HATPUS,
conunerud, copapeHud, CTaHO30JION, CTPENTO30IMH, CYHUTHUHHUO, Tamanopdus,
TAJMMOIEH JlareprnapenBek, TaMUOApOTeH, TaMOKCH(EH, TameHTaaoJ, Ta30HEePMHH,
tenenelikuH, texHenui (99mTc) nHoderymomad mepnenrtan, 99mTc-HYNIC-[Tyr3]-
okTpeoTHun, Teradyp, reragyp + ruMepanui + oTepanmi, TeMOIOp(UH, TEMO30JIOMHU],
TEMCHPOJUMYC, TEHHIO3UJ, TECTOCTePOH, TeTPOPOCMHH, TAIHUAOMHJ, THOTENA,
TUMandacuH, THPOTPONHUH ainb(da, THOTYAaHHH, TOUUIN3YMa0, TOMOTEKaH, TopeMuQeH,
TO3UTyMOMab, TpabeKkTenuH, TpPamMeTHHHO, Tpamaznoi, TpacTty3ymad, TpacTyzymad
SMTAaH3UH, TpeocynbdaH, TPETUHOWH, TPUPIAYPUAUH + TUINHPALUI, TPHUIOCTAH,
TPUNITOPENINH, TpaMeTuHuoO, Tpodochamun, TpomObonosTuH, TpuntodaH, ydOeHUMEKC,
BaJIaTUHUO, BajdpyOWUMH, BaHAeTaHuO, BampeoTun, BemypadeHuOd, BUHOIACTHUH,
BUHKPUCTUH, BHUHAECHH, BUH(JIYHUH, BUHOpPEJOWH, BUCMOAErud, BOPHUHOCTAT,
BOPO30JI, CTEKJsIHHbIE  MHKpOIIApUKH  uTpusi-90, 3UHOCTATHUH, 3UHOCTATHUH

CTUMaJiaMep, 30JIeJPOHOBAs KUCIIOTA, 30PyOULIHH.
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OOPMVIJIA U30BPETEHH A

1. CrabunpHoe, nuOQUIN3UPOBAHHOE, CcoOAepXKalee KOMAHIUCHO TBepaoe
BELIECTBO, B YaCTHOCTH, MOPOLIOK MJU OpHKET, MPUroaHOe AN pa3OaBiIeHHs] M IS
TEepareBTUYECKOr0 MPUMEHEHUsI, MPUYeM YKa3aHHOE TBEPIO€ BEIIeCTBO, B YaCTHOCTH,
MOPOIIOK UJIU OPUKET COAEPIKUT:

. KOIMaHJIUCHO, B OCOOEHHOCTH B KOJMYECTBE, IMOAXOMSIIEM B KadyeCTBE
TEpPaneBTUYECKOMN 103BbI,

o ONVH WJU HECKOJbKO perynsTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CIaOyI0 KUCIOTY, TaAKYIO KaK, HApUMep, JTUMOHHAs
KHCJIOTA, ¥ CUJIbHOE OCHOBaHHUE, TAKOE KakK, HAIpUMep, THAPOKCHI HATPUS, U

o 00beMo00pa3yrImuil arexT,

yKa3aHHOE TBEpAOe BELISECTBO, B YACTHOCTH, MOPOLIOK uiu Opuker, umeer pH
Mexay 4 u 5 (BKIIOUYHUTENBHO) MPH BOCCTAHOBJIEHHH MOAXOMSIIUM pa30aBUTENIEM,
TaKUM Kak, HampuMmep, CTEpHUJbHAs BOJA IJIs UHBEKIUN WM CTEPUIbHBIA BOMHBIHI

acTBOD xJjiopuaa Hatpus, B ocobennHoctu 0,9% BOOHBIN pacTBOD XJIOPUIA HATPUS.
2 2

2. JluopunusupoBaHHOE, coaepikallee KOMAHIUCHUO TBEpAOE BEIIECTBO, B
HYaCTHOCTHU, MOPOLIOK HUJIH 6pI/IKeT, 1o II. 1, B KOTOPOM YKa3aHHass TE€pancBTHUYCCKAA

no3a cocrasisieT 30, 45 unu 60 Mr kona"aucuoa.

3. JluodunusmpoBaHHOE, conaepkaliee KOMaHAUCHO TBEpAOEe BELIECTBO, B
YaCTHOCTH, MOPOIIOK HMJIM OpUKeT, Mo m. 1 Wiu 2, B KOTOPOM yKa3aHHBIH PeTyJsaTop

pH npencrasisier coboit OydepHbIii areHT.

4. JlmodpunusupoBaHHOE, CcoOIepKalee KOMAaHIUCUO TBEpPIOEe BEIIECTBO, B
YaCTHOCTH, MOPOUIOK WU OpHUKeT, 1Mo Jrodomy u3 mm. 1 - 3, B KOTOPOM YKa3aHHBIH

OydepHbIii areHT npencTapisieT cOOOH JMMOHHYIO KUCIOTY U THAPOKCHI HATPHS.

5. JlmopunuaupoBaHHOE, CoOAeprkKallee KOMAHJIUCUO TBEpPHOE BEIIECTBO, B
YaCTHOCTH, MOPOLIOK WM Opuker, mo mobomy u3 mm | - 4, KOTOpoe€ COOEpKHT
JUMOHHYIO KHUCIOTYy B koauudectBe 0,7- 75 wmac./mac.%, B ocobennoctu 1,5-30
mac./mac.%, B uvacTHOCTH, 2,98 Mmac./mac.% OT yka3zaHHOro JHOPHIN3UPOBAHHOTIO,

coneprKaliero KonaHaucud TBEPAOTO BEIEeCTBa.
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6. JlmopunmsmpoBaHHOE, conepkaliee KOMaHIUCUO TBEpPAOE BEINECTBO, B
YaCTHOCTH, MOPOIIOK uiau Opuker, mo jgwbomy u3 mm 1 - 5, KOTOpoe COmep>KUT
THIPOKCHA HaTpus B konumdectse 0-6 mac./mac.%, B ocobennoctu 3,3-4,0 mac./mac.%,
B 4acTHOCTH, 3,7 Mac./mMac.%, OT yKa3aHHOTO JUOQUIU3UPOBAHHOIO, COAEPIKAIIEro

KOIMaHJIHuCUO TBEPAOTO BEIIECTBA.

7. JluodpunuzmpoBaHHOE, conaepkaliee KOMaHAUCHO TBEpAOEe BELIECTBO, B
YaCTHOCTH, MOPOLIOK Wiu Opuker, mo mobomy u3 mm | - 6, KOTOpOe COOEpIKHT
ruapokcun Hatpus B komudectBe 0,01-6 wmac./mac.%, B ocobennoctu 3,3-4,0
mac./mac.%, B bacTHOCTH, 3,7 Mac./mMac.% OT yKa3aHHOro JUOQHMIN3UPOBAHHOTO,

CoZiepIKalero KonaHaucud TBEPAOTO BEIeCTBa.

8. JlmopunuampoBaHHOE, COAEpIKallee KOMAHINCUO TBEPAOE BEIIECTBO, B
YaCTHOCTH, MOPOIIOK UIU OpHKeT, mo Jrodomy u3 mm. 1 - 7, B KOTOPOM YKa3aHHBIH

00BpeM000pa3yIO KU areHT MPENCTaBIsIeT COOOH MAHHUT.

9. JlmopunuzmpoBaHHOE, conepkallee KOMaHAUCUO TBEpPAOE BELIECTBO, B
YaCTHOCTHU, MOPOIIOK MU 6pI/IKeT, 10 II. 8, KOTOPOEC COACPINKUT MAHHUT B KOJIUYCCTBE
15,4-82,1 wmac./mac.%, B ocobennoctu 30,8-82,1 wmac./mac.%, B yacTHOCTH, 61,6
mac./mMac.%, OT YyKa3aHHOTO JUOQHIM3UPOBAHHOTO, COAEPIKALIero KOMaHIUCUO

TBECPAOTO BEIICCTBA.

10. JluopunusumpoBaHHOE, conaeprkallee KOMaHIUCHO TBEpPAOE BELIECTBO, B
YaCTHOCTH, TMOPOLIOK WiIu Opuker, mo mobomy u3 mm | - 9, KOTOpOe CONEpKHT
yKa3zaHHOE CBOOOAHOE OCHOBaHMe KomaHmucuda B konudectBe 7,7-92.4 mac./mac.%, B
ocobennoctu 7,7-61,6 wmac./mac.%, B uactHoctu, 30,8 wmac./mac.% oT

J'II/IO(l)I/IJ'II/ISI/IpOBaHHOFO COACpKAIEro KOIMaHJHCHO TBEPAOIO BCILIECTBA.

11. JluopunusmpoBaHHOE, conaepKallee KOMAHIUCHO TBEPAOE BELIECTBO, B
JaCTHOCTH, MOPOLIOK MJIU OpuKeT, o Jrodomy u3 nm. 1 - 10, B koTopom:

o yKa3aHHas TepameBTHYECKas J103a KOMaHJucuba TPHCYTCTBYET B
konndectBe 30,8 mac./mac.% OT yka3aHHOTO JHODUIUZUPOBAHHOIO, COAEPIKAIIETrO

KOMaHJIUCUO TBEPAOTO BEIIECTBA,



10

15

20

25

30

-72 -

. yKa3aHHas JIMMOHHAas KHUCJIOTa MPUCYTCTBYeT B Kojudectse 2,98
mac./mac.% OT yKa3aHHOTO JHOQHUIN3UPOBAHHOIO, COAEPIXKAIEro KOMaHIUCHO
TBEPAOro BEILECTBa,

. yKa3aHHBIA THAPOKCHA HATPUS NPUCYTCTBYET B kKosuuecTse 3,7 mac./mac.%
OT YKa3aHHOTO JUO(PUIN3UPOBAHHOIO, COJEpIKAIIero KOMaHIUCUO TBepIOro
BEIECTBA, U

. yKa3aHHbBI MaHHUT MPUCYTCTBYeT B KojuuyectBe 61,6 mac./mac.%, ot
YKa3aHHOTO JUOQHIN3UPOBAHHOTO, COEPIKAINEro KOMaHINCHO TBEPIOro BEIeCTBa,

yKa3aHHOE JUOQHMIM3UPOBAHHOE, COAEpIKallee KOMaHIUCHO TBEpPAOe BEIECTBO,
B YaCTHOCTH, TOPOWIOK WJIM OpUKET, TNpPU BOCCTAHOBJIEHUH MOAXOISIINM
pazbaBuTEeNeM, TAaKMM KakK, HAaNpuUMep, CTEpUJbHAs BOAA [JII HHBEKIUH WIH
CTEPUJIbHBIN BOJHBIA pacTBOP XJOpUAa HATpuUs, B ocodeHHocTn 0,9% BOIHBIN pacTBOp

xJjopunaa Hatpusi, umeeT pH mMexnay 4 u S5 (BKIIOUHUTEIBHO).

12. JluopunuampoBaHHOE, conaepkallee KOMAHIUCHO TBEPAOE BELIECTBO, B
JaCTHOCTH, MOPOIIOK MU OpukeT, mo Jrodomy u3 nm. 1 - 11, B koTopom:
J yKa3aHHas TepameBTHYECKas J103a KOMaHJucuba TNPHCYTCTBYET B

konuuecTse 30, 45 unu 60 mr,

. yKa3aHHasi IUMMOHHAsI KUCJIOTA NPUCYTCTBYET B KOJIMYECTBE 5,8 M,
. yKa3aHHBbIA TMAPOKCUJ HATPUsl NPUCYTCTBYET B KOJIUYECTBE 6,3 MI, U
. yKa3aHHbI MAaHHUT NPUCYTCTBYET B konuuecTse 120 wmr,

yKa3aHHOE JTHO(PUIN3NPOBAHHOE, COAEpIKallee KOMaHIUCUO TBEpAOe BEIECTBO,
B YAaCTHOCTH, TOPOWIOK HJIM OpUKET, TNpPU BOCCTAHOBJIEHUH MOAXOISIIUM
pazbaBuTENIEM, TAaKMM Kak, HampuMep, CTepUJbHAas BOAA JJIs WHBEKUUNH WIH
CTEPUJIbHBIN BOJHBIA PacTBOP XJOpUAa HATpHUs, B ocodeHHocT 0,9% BOIHBII pacTBOP

xjopunaa Hatpusi, umeeT pH mMexnay 4 u S (BKIIOUHUTEIBHO).

13. JluopunusumpoBaHHOE, conepkallee KOMaHIUCHO TBEPAOE BELIECTBO, B
YaCTHOCTH, MOPOLIOK HJIM OpuKeT, o Jrodomy u3 nm. 1 - 11, B koTopom:

J yKa3aHHas TepameBTHYECKas [103a KOMaHJucuba TNPHCYTCTBYET B
konuuecTBe 80 mr,

J yKa3aHHasi TUMOHHAs KUCJIOTa NPUCYTCTBYET B KOJUUYECTBE 7,7 MT,

. yKa3aHHBIA TUAPOKCUJ HATPUSL NPUCYTCTBYET B KOIU4eCcTBe 8,4 Mr, U
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. yKa3aHHBbIA MaHHUT NPUCYTCTBYET B Koau4decTBe 160 mr,

yKa3aHHOe JHO(PUIN3UPOBAHHOE, COAepiKalllee KOMaHIUCUO TBEpAOE BEIECTBO,
B YaCTHOCTH, TOPOLIOK HJIM OpHUKET, TMpU BOCCTAHOBJIEHUH MOAXOISIIUM
pazOaBuTeneM, TakKUM Kak, HampuUMep, CTepHJbHas BOJA JJg WHBEKLUUH WIH
CTEpUJIbHBII BOAHBIN pacTBOp XJOpuAa HaTpus, B ocobennoctu 0,9% BOAHBII pacTBOp

xjgopuna Hatpusi, umeeT pH mMexnay 4 u S5 (BKIOUUTEIbHO).

14. JluopunusmpoBaHHOE, conaeprkallee KOMaHIUCHO TBEpAOEe BELIECTBO, B
YaCTHOCTH, MOPOLIOK MU OpukeT, mo Jobdomy u3 nm. 1 - 13, KOTOPBIA CONEPIKUTCS B
ONHOW €MKOCTH, B OCOOEHHOCTH B 3al€4aTaHHOW €MKOCTH, MPENNOYTHTEIbHO BO

dbakoHe st UHbEKIU, OoJiee MPeAnoUYTUTENHbHO B 6 M (DJIaKOHE ISl HHBEKIIUH .

15. JluopunusumpoBaHHOE, coneprkallee KOMAHIUCHO TBEPAOE BEIIECTBO, B
YaCTHOCTH, MOPOINOK M Opmker, mo mobdomy m3 mm. 1 - 14, conepxkamee

KomaHaucud B koaudecTBe 68,4 mr.

16. Cnoco®6 mnonydeHuss JNHOPUIN3UPOBAHHOIO, COJAEpPKAINEro KOMAHJIUCHUO
TBEPAOTO BEI[ECTBA, B YACTHOCTH, MTOPOLIKA UK OpuKeTa, no jrodomy u3 nm. 1 - 15,

yKa3aHHBIHA cIOCO0O BKJIIOUAeT B ceOs:

. noJay4eHue CTaOUIBHOTO, coAeprKalero KOTaHJIUCUD BOJHOTIO
Hepac(acoBaHHOTO pactBOpa MOBBILIEHHON PacTBOPUMOCTH, KOTOpPBIN
HETOCPEeICTBEHHO NOAXOOUT IS AuopHUITH3AINH, npuiemM yKa3aHHBIN

Hepac(acoBaHHBIA PACTBOP COAEPIKUT:

o KomaHaucud, B OCOOEHHOCTH B KOJHUYECTBE, MOAXOASINEM B KadeCTBE
TEpPaneBTUYECKON 03I,

o OIMH HWJH HECKOJbKO peryistopoB pH, B ocobeHHocTn OydepHbIH areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJaOYI0 KHCIOTY, TAKYIO KaK, HapuMep, JTUMOHHAs
KHCJIOTA, U CUJIbHOE OCHOBaHHUE, TAKOE KaK, HaIpUMep, THAPOKCUT HATPHUS, U

o 00beMo00pa3yrImuil arexT,

yKa3aHHbIA HepachacoBaHHbIH pacTBop uMmeeT pH mexay 4 u 5 (BKJIFOYUTENBHO).

o CTaIMH 3aMOPAXUBAHHUS, OTXKHUIa, IEPBUIHON M BTOPUUHOM CYIIKH;

TaKUM obpazom yKa3aHHBINA croco0 obecrieunBaeT cTaOUIBbHOE,

TnopUIN3UPOBAHHOE, COJEpIKallee KOMaHIUCHO TBEpPAOE€ BEINECTBO, B HYAaCTHOCTH,
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NMOPOLOK HIN 6pI/IKeT, NpUrogHoe aJid p2136aBJ'IeHI/I$I U Ojd TEPaneBTHYCCKOro

npUMEHeHus, 1o jodomy u3 nm. 1 - 15,

17. CtabunpHbId, conepKamui KOMaHINCUO BOIHBINH HepachaCOBaAHHBIH pacTBOP
NOBBIIIEHHON  pacTBOPUMOCTH, KOTOPBbII  HENMOCPEACTBEHHO  MOAXOAUT  AJIs
Ao uIN3anuy, NpuYeM yKa3aHHbII Hepac(acoBaHHBINH PACTBOP COAEPIKUT:

o KOmaHaucub, B OCOOEHHOCTH B KOJUYECTBE, MOAXOASINEM B KadyeCTBE
TEpPaneBTUYECKOMN 103BbI,

o ONVH WJU HECKOJbKO perynsTopoB pH, B ocobeHHoctn OydepHbIN areHr,
KOTOPBIH B YaCTHOCTH, COAEPKUT CJIadyI0 KHUCIOTY, TAKYIO KaK, HalpUMep, JUMOHHAs
KHCJIOTA, U CHJIbHOE OCHOBAaHHUE, TAKOE KaK, HAIIpUMep, THAPOKCUT HATPUS, U

o 00beMo00pa3yrImuil arexT,

yKa3aHHBIA HepachacoBaHHBbIH pacTBop uMmeeT pH Mexny 4 u 5 (BKJIFOYUTENBHO),

KOTOPBIIf B OCOOEHHOCTH CONEPIKUT KOMaHIucud B komuuectse 40 Mr/mi.

18. HepacdacoBaHHBINH comeprKamuii KomaHaucud pactsop no mn. 17, B KOTOpoMm:

o yKa3aHHas TepameBTHYECKas J103a KOMaHJucuba TNPHCYTCTBYET B
koandecTse 3,8 mMac./mMac.% OT yka3aHHOro Hepac(hacoBaHHOrO pacTBOpa,

. yKa3aHHas JIMMOHHas KHUCJOTa MpPUCYTCTBYeT B koauudectse 0,37
Mac./Mac.% OT yKa3aHHOTO Hepac(haCoOBAaHHOI'O PacTBOPA,

o yKa3aHHBIA THAPOKCHA HATPUS NPUCYTCTBYET B konnuecTtBe 0,4 mac./mac.%
OT YKa3aHHOTO Hepac(pacoOBaAHHOTO PacTBOpa, U

o yKa3aHHbIH 00beMoOOpa3yomuii areHT, KOTOPBIA MpencTaBisieT coOoi
MaHHHUT, TPUCYTCTBYeT B  KojguuectBe 7,7 wMmac./mac.% OT yKa3aHHOTO
Hepac(hacoBaHHOIO PacTBOPA,

yKa3aHHBIA conepkamuii komannucud® pactBop umeer pH wmexny 4 u S

(BKJIFOUUTENBHO).

19. Cnoco® mnonyuyeHusi CTaOMIBHOTO, COAEPIKAIETO KOMAHJMCUO BOIHOTO
HepacdacoBaHHOTro pacTBopa mo m. 17 unaum 18,
yKa3aHHBIA CIOCO0O BKJIIOUAET B ceOs:

. 3anpaBKy NOAXOASLIEr0 COCYyAa BOAOW AJsl HHBEKIUM,
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o nepeHeceHne komanmucuba, B ¢popme CBOOOAHOTO OCHOBAHHS WM COJH,
TaKOM Kak, HampuMep, TUAPOXJOPHA, B HYACTHOCTH, MOHOTHAPOXJIOPUA HIIH
OUTHAPOXJIOPUI, UM TO3HJIAT B YKA3aHHBIH COCYN;

o o0ecrnieyeHne pacTBOPEHMsI YKa3aHHOro KomaHiaucuba, Heo0s3aTeNbHO
nyTeM NepeMelnnBaHus, Hanpumep, npu pH mexny 2 u 3 (BKIOUHTENBHO), 00pasys
TaKUM CIIOCOOOM Coaep KAl KOMaHINCUO pacTBOp,

o nobaBjeHHE YKa3aHHOI'O OydepHoro areHTa u YKa3aHHOTO
00beM000pa3yLIero areHTa B yKa3aHHbBIH coAep Kalluii KOMaHaucubd pacTBop;

o obecrneyeHne pacTBOPEHHS YKa3aHHOTO Oy(depHOro areHta W yKa3aHHOTO
00beM000pa3yoIero areHTa, Heo0s13aTeabHO, HAPUMED, TyTEeM MePEeMELTUBAHUS

. perynupoBanue pH oOpa3oBaBmerocs Takum oOpa3zom pactsopa a0 pH ot 4
70 5 ¢ MOMOIIBI COOTBETCTBYIOIIETO KOJUYECTBA PACTBOPA TMAPOKCHUAA HATPHS, TEM
caMbIM 00pa3yst Hepac(acoBaHHBINA PacTBOP,

o GuIbTPAIUIO YKAa3aHHOTO Hepac(hacCOBAaHHOIO pPaCTBOpPa CTEPHIbHBIM
crnocobom,

obecneunBasi TaKUM 00pa3oM CTaOMIBHBIA COAEpIKAIMUN KOMAHIMCUO, BOIHBIN
Hepac(hacOBaHHBIN pPACTBOP, MPUTOAHBIA AJIsI HEMOCPEACTBEHHON JNHOPHIN3ALHU |
TepaneBTUYECKUX MPUMEHEHHUI;, U

o 3all0JlHEHHE  O00pa30BaHHOTO  TAaKUM  CINOCOOOM  OT(QUIBTPOBAHHOTO

Hepac(acoBaHHOTO pacTBOpa B OAMH MJIM HECKOJBKO (HJIAKOHOB.

20. Cnoco6 mo m. 19, B KOTOPOM YyKa3aHHbIH KOMAHJIUCHO, MEPEHOCHUMBIH B

yKa3aHHBIA COCYH, MPEACTaBIsAET COOOH QUTrHAPOXJIOPUA KONaHaucuda.

21. JluopunmsmpoBaHHOE, CoOAepKallee KOMAaHAUCHUO TBEpPAOE BEIECTBO, B
YaCTHOCTH, MOPOIIOK WU OpukeT, mo jgrobomy mu3 nm. 1 - 15, KOoTOpoe moaydarT B
COOTBETCTBHU €O crnocodom mo n. 16, B 0coOOeHHOCTH U3 CTAOUIBHOTO, COAEpPIKAIIEro
KormaHiaucud BomHOro HepacdacoBaHHOro pactBopa mo n. 17 wnm 18, yka3aHHBIH

Hepac(hacoBaHHBIN pacTBOpP OBLI MOJY4eH, B HaCTHOCTH, criocodom mo . 19 wim 20.

22. CrabunbHbIH, BOCCTAHOBJICHHBIM, COAEpKAIMUH KOMAHJIUCUO pacTBOP

NOBBILIIEHHON PacTBOPUMOCTH, MNPHUTOIHBIA i NalpHeWmero pazbaBieHUs U s
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TepaneBTUYECKOr0 MPUMEHEHHUs, INpHUYEeM YKa3aHHbI BOCCTAHOBJIEHHBI pacTBOP
CONEPIKHUT:

o AMOGUIN3UPOBAHHOE, COAepXkKallee KOMAHIUCUO TBepAOe BEIIEeCTBO, B
YACTHOCTH, MOPOIIOK Ui Opuker mo jobomy u3 mm. 1 - 15 unu 21, n

o NPUTOAHBbINH pa3baBuTeNb, TAKOH Kak, HANpUMep, CTEpUIbHAs BOJA IS
UHBEKLHI UM CTePUJIbHBIN BOJIHBIN pacTBOp Xjopuaa Hatpus, B ocobeHHoctu 0,9%
BOJIHBIN pPacTBOP XJIOPUAA HATPHUS,

yKa3aHHBIA BOCCTAHOBJIEHHBIN pacTBOp uMmeeT pH Mexay 4 u S (BKIOUHUTEIBHO).

23. BoccTaHOBIIEHHBIH, COAepIKallUi KOMAHJIUCHUO pacTBOp MO M. 22, KOTOPBIH
COIEpKHUT JINMOHHYIO KUCJIOTY B kojudectBe 0,08 — 15,0 mac./06.%, B ocobeHHOCTH
0,15-3,0 mac./06.%, B wactHoctH, 0,15 Mac./06.% OT yka3aHHOTO BOCCTAaHOBJIEHHOTO

pacTBopa.

24. BocCCTaHOBJIEHHBIH COnIep)KaIlui KOMaHJHCUO pacTBOp mo m. 22 unu 23,
KOTOPBIH CONEPKUT TUAPOKCU HaTpus B Koaudectse 0-0,3 mac./06.%, B ocoOeHHOCTH
0,14-0,18 mac./06.%, B uactaoctu, 0,16 mac./006.% OT yka3aHHOTO BOCCTaHOBJIEHHOTO

pacTBopa.

25. BoccTaHOBIIEHHBIH cofepiKaluil KomaHaucud pacTBop mo m. 22 wiam 23,
KOTOPBIH COAEPKUT TUApOKcun Harpus B koimdectBe 0,01-0,3 wmac./06.%, B
ocobennoctu 0,14-0,18 wmac./00.%, B uactHocTH, 0,16 Mac./06.% OT yka3aHHOTrO

BOCCTAaHOBJICHHOT'O paCcTBOpa.

26. BocCTaHOBJIEHHBIN comep Kaluil KOmaHIucud pacTBOp Mo JKOoMy u3 mm. 22
- 25, KOTOpPBII CONEpPKUT MAaHHHUT B KojudyecTtBe 1,5-24.0 mac./06.%, B ocoOeHHOCTH
1,5-16,0 mac./06.%, B wacTtHOCcTH, 3,0 Mac./06.% OT yKka3aHHOTO BOCCTAHOBJIEHHOTO

pacTBopa.

27. BocCTaHOBIEHHBIN COMEpPIKAIMMUI KOMAHINCUO pacTBOp mo JrdoMy u3 mm. 22
- 25, KOTOpBI COAEPKUT YyKa3aHHOE CBOOOAHOE OCHOBaHHME KOomaHiaucuba B
konuuectBe 0,5-16,0 mac./06.%, B ocobernnoctu 1.0-8.0 mac./06.%, B wactHoCcTH, 1,5

Mac./00.% OT yka3aHHOT'O BOCCTaHOBJIEHHOTO pPacTBOpaA.
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28. BoccTaHOBIEHHBIN COMEp KMl KOMTAHINCUO pacTBOp mo JrdoMy u3 mm. 22
- 277, B KOTOpOM:

o yKa3aHHas TepameBTHYEeCKas J103a KOMaHaucuba TNPHUCYTCTBYET B
konuuectse 1,5 Mac./06.% OT yka3aHHOrO BOCCTAHOBJIEHHOTO PAacTBOpA,

J yKa3aHHAas JIUMOHHAS KHUCJIOTa NPUCYTCTBYeT B Konudectse 0,15 mac./06.%
OT YKa3aHHOT'O BOCCTAaHOBJIEHHOI'O PacTBOPa,

. YKa3aHHBIA THAPOKCHJ HATPHS MPUCYTCTBYET B koauvectse 0,16 mac./06.%
OT YKa3aHHOI'O BOCCTAHOBJIEHHOI'O PacTBoOpa, U

o YKa3aHHBIH MaHHUT MPHCYTCTBYeT B KosmdecTtBe 3,0 ™mac./00.% or
yKa3aHHOI'O BOCCTAHOBJIEHHOT'O pacTBopa,

yKa3aHHBIA pa3baBuTenb npencrasiseT coboh 0,9% BOOHBIA pacTBOp XJIOpHAA
HaTpus,

yKa3aHHBIA cofepkamuii komannucud pacrBop umeer pH wmexny 4 u S

(BKJIFOUUTENBHO).

29. BocCTaHOBIEHHBIN COMEpIKAIMMUI KOMaHINCUO pacTBOp mo JrdoMy u3 mm. 22
- 277, B KOTOpOM:
o yKa3aHHas TepameBTHYECKas [J103a KOMaHJucuba TNPHUCYTCTBYET B

KojaudecTBe 68,4 Mmr,

L yKa3aHHasi TUMOHHAs KMCJIOTA NPUCYTCTBYET B KOJUUYECTBE 6,6 MT,

. yKa3aHHBbINA TMAPOKCUJ HATPUSl NPUCYTCTBYET B KOJIUYECTBE 7,2 MT, U

. yKa3aHHbI MaHHUT NPUCYTCTBYET B KOoJu4decTBe 136,8 Mmr,

o yKa3aHHbIA pa3baBurens mnpexacrtasiser coboii 0,9% BOOHBIA pacTBOp

XJIOpUAA HATPUsl, IPUCYTCTBYET B KonudecTse 4,4 mi,

yKa3aHHBIA BOCCTAHOBJICHHBIH, COAEp KalIuii KomaHaucud pactBop umeer pH
MeXay 4 U 5 (BKIFOUYUTEIBHO),

yKa3aHHBIH BOCCTAHOBJIEHHBIH, CONEPIKAIMI KOTAHIUCUO pacTBOp UMeeT 00beM

4,55 M.

30. BoccTaHOBJIEHHBIH COAEpIKAIUA KONMAHIUCUO pacTBOp MO Jr0OOMy U3 mm. 22
- 28, KOTOpBIH CONOEPKUTCA B OAHOH €MKOCTH, B OCOOEHHOCTH B 3ame4dyaTaHHOH
€MKOCTH, MPEANOUYTUTENbHO BO (JIakoHe Al UHBEKUH, Oojiee MPennouYTHTENbHO B 6

MJ prakoHEe AJIsT HHBEKITUN.
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31. BoccTaHOBJIEHHBIH COAep KAUM KOMAHIUCUO pacTBOp MO Jr0OOMy U3 mm. 22

- 30, comepxamuil KOmaHiIucud B konuvecTse 15 mMr/mi.

32. BOCCTaHOBJICHHBIH COAepIKAIUNA KOMaHIUCUO pacTBOp Mo JodoMy u3 mm. 22

- 31, xotopsiii conepkut 60 Mr konannucuba, B 0COOEHHOCTH B 00beMe 4 M.

33. BoccTaHOBIIEHHBIN COMEpKAMUN KOMAHIUCUO pacTBOp Mo JrobomMy u3 mm. 22
- 32, KOTOpPBIH DOMOJHUTEIBHO Pa30aBISIIOT MPUTOAHBIM pa3OaBUTENeM, TAKHM Kak,
HanpuMmep, CTepuibHas BOAA AJs HHBEKLUUN WJIN CTEPUIbHBIA BOAHBIA PacTBOP

XJopuaa Hatpusi, B oco0erHocTH 0,9% BOIHBIN pacTBOP XJIOPUAA HATPUS.

34. BoccTaHOBJIEHHBIH COEpIKAIINN KOMAHIUCUO pacTBOp mO M. 33, B KOTOPOM
yKa3aHHBIH TNPUTrOAHBIA paszbaBuTenp mpencrasiaseT coboit 0,9% BoOxHBIA pacTBOP

XJIOpUIa HaTpus, B 0CoOOeHHOCTH B 0Obeme 100 mut.

35. BoccTaHOBJIEHHBIH comep Kallui KOMaHIUCHO pacTBOp mo m. 34, KOTOPBIH
comepkKUTCsI B MHPY3MOHHOM MeEIIKe, B OCOOEHHOCTH CIEJaHHOM M3 IOJUSTHJIEHA
(I13), nonunponunena (I1IT), monusunmnaxnopuna (IIBX), unu sTuneHBUHUIALETATA

(OBA).

36. Cnoco0® BOCCTAHOBIIEHUS CTAOMIBHOTO JUOPUIU3UPOBAHHOTO, COMEPIKALIETO
KOMAaHJIUCUO TBEPAOTO BEIIECTBA, B YaCTHOCTH, MOPOLIKA WIH OpHKeTa, MPUTOAHOTO
st pa3baBlieHUs U I TePANeBTUYECKOro NMPUMEHEeHHs, no jgwobdomy u3 mm. 1 - 15
unn 21, wiam mojJyd4eHHOro cmocobom mo 1. 16, mpuuemM YyKa3aHHBIH Cmoco0
BOCCTAHOBJICHHUSI BKJIIOUAET B CeOs:

. nobaBlieHHE K YKa3aHHOMY CTaOUJIBHOMY, TUOQHIH3NPOBAHHOMY TBEPAOMY
BEI[ECTBY, B YAaCTHOCTH, IOPOLIKY, B MPHUIOJAHON €MKOCTH, B OCOOEHHOCTH B
3aMevyaTaHHOW €MKOCTH, NpPEeANOYTUTENbHO BO (JaKOHE Ui HWHBEKUHH, Ooxee
OpEeANnoOYTUTENBbHO B 6 M (IakoHe sl HWHbEKUUH, pa30aBUTENs, TAaKOro Kak,
HanmpuMep, CTEpUibHAs BOJAA MAJS HUHBEKUUNH WJINW CTEPUNIbHBIH BOJHBIH pacTBOP

xJjopunaa Hatpus, B ocooerHocTu 0,9% BOAHBIN pacTBOP XJIOpUIA HATPHUS,
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TakuM  obpasom, yKa3aHHbIH  cmocob® — oOecmeumBaeT — CTaOUIIbHBIN,
BOCCTAHOBJIEHHBIH, COlEPKAIINN KOMAHINCUO pacTBOP, NPUTOAHBIN IJIs HajbHEHIIero

paz0aBlieHUs U AJIs1 TEPANIEBTUYECKOr0 IPUMEHEHUs 10 Jro0oMy u3 mm. 22 - 35.

37. JlmopunusupoBaHHOE, CcoOAepiKallee KOMAHINCUO TBEpPAOE BEIIECTBO, B
YaCTHOCTH, MOPOINOK UJiu OpukeT mo jgrodomy u3 nn. 1 - 15 wau 21, win nony4dyeHHoe
crocobom mo m. 16, unu cTabunbHbIA, BOCCTAHOBJEHHBINW, COMEp KALUIUN KOMaHIUCUO
pPacTBOp MOBBINIEHHON PaCTBOPUMOCTH, MPUTOAHBIN IS HajibHEeHero pa3daBieHus: u
11l TePareBTHYECKOTO MPUMEHEHUs, Mo JOoMmy u3 nm. 22 - 35, WM moJy4YeHHBIH
cmocoboM mo mn. 36 A JiedeHUs WM TNPOPUIAKTHKH paka, B OCOOEHHOCTH
HEeXOMKKHHCKON numbpombr (HXJI), Takol kak 1-W jguHMHM, 2-W JUHUH uam 10 9
NpEeAIeCcTBYIOMUX JICUSHUH, peUUAUBUpPYOLIEH, pedpakTepHoit, nHnoneHTHon HXJI,
B 4acTHOCTH, QoumkyisapHoil numpombr (PJI), numMpomMbl MaprUHAIBHON 30HBI
(JIM3), MEJIKOKJIETOUYHON auM@ouuTapHOH JTUMQOMBI (MJLJI),
muM@ornazmMouTapHoil tumdomel/MakpornoOyiunemun Banpnenctpema (JIITJI-MB)
win arpeccuBHo HXJI, B wactHocTtn, nud¢ysHoit B-kpymHOKIEeTOUHON NHM(EpOMBI
(ABKJI), numdomsl u3 kinerok wMaHTtuiiHOW 30HBI (MKJI), mepudepuueckoir T-
kinerouno gumpomber (IITKJI), tpanchpopmupoBannoit numdomsr (TJI) wunm
XpoHu4eckoro maumdornurapHoro neikosza (XJIJI), B Buzme MoOHOTEpanmuu HJIU B
COYEeTaHHUH c OJHUM Ui HECKOJbKUMU UMMYHOTEpaNeBTUUECKUMU,
XUMHOTEPANEBTUUECKUMU UM MMMYHO-XUMUOTEPANEBTUYECKUMHU MPOTHBOPAKOBBIMU

CpeaCTBaMH.

38. IlpumeneHue NHOPUIN3UPOBAHHOIO, COAEPIKALIErO KOMAHIUCUO TBEPAOTO
BEIECTBA, B YACTHOCTH, MOPOLIKA Uiu Opukera, mo arodomy u3 nm. 1 - 15 unu 21, uin
NoJly4deHHOro cmocoboM mo m. 16, wumu crabunpbHOro, BOCCTAHOBJIEHHOTO,
copep Kalero KOMmaHJIUCHO pacTBOpPa MOBBIIEHHOW PacTBOPUMOCTH, MPHUTOJHOTO LIS
nanpHelmero pa30aBieHus U ISl TEPANeBTHUECKOrOo NPUMEHEHHUsI, 1O JIF0OOMY M3 IIIL.
22 - 35 uau mosy4eHHOro crnocodom mo n. 36, s JedeHUs! U NPOoQIIAKTHKH pakKa,
B 0COOEHHOCTH HeXOJKKHHCKOHW numbombl (HXJI), Takoi kak 1-it nuHum, 2-ii TUHUH
Wi A0 9 TpeamecTBYKOMMX JICUCHHUN, peUuauBHpYyOINeHd, pedpakTepHOH,
uHnonentHoit HXJI, B wacTtHOCTH, QomnukynspHoit numdpomsl (DPJI), aumdomsl
MapruHanbHON 30HBI (JIM3), menkokierouHod naumdouutapHoit numpomer (MJILI),

auM@ormnazmonuTapHoil numdomsel/MakpornoOyiunemun Banpnencrpema (JIIIJI-MB)
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win arpeccuBHo HXJI, B wactHocTH, nud¢ysHoit B-kpymHOKIeTOUHON NHM(EpOMBI
(ABKJI), numdomsl u3 kinerok wmaHtuiiHOW 30HBI (MKJI), nmepudepuueckoir T-
kinerouno snumpomber (IITKJI), tpanchopmupoBannoit numdomsr (TJI) wunm
XpoHHUecKoro naumdonurapuoro neiikoza (XJIJI), B Bume MOHOTepamuu UIU B
COYeTaHUH c OlHUM WJIH HECKOJbKUMU UMMYHOTEpaANeBTUUECKUMU,
XUMHOTEPANEeBTUYECKUMHU HJIM UMMYHO-XHMHOTEPANEeBTUUYECKUMH MPOTHBOPAKOBBIMH

CpenCTBAMH.

39. IlpumeneHue NHOPUIN3UPOBAHHOIO, COAEPIKALIETO KOMAHIUCUO TBEPIOTO
BEIECTBA, B YACTHOCTH, MOPOINKA uiu Opukera mo jrodomy u3 nm. 1 - 15 wnm 21, unn
NOJIy4eHHOro cmocodboM mo mn. 16, wunu cTabHIBHOrO, BOCCTAHOBIEHHOTO,
coaepKallero KOMaHJIUCHO pacTBOpPa MOBBIIEHHOW PacCTBOPUMOCTH, MPHUTOJHOTO JUIS
nanpHelnero pa30aBieHus U ISl TEPANeBTHYECKOrOo NPUMEHEHHUsI, 1O JII0OOMY M3 IIII.
22 - 35 unW TONYYEHHOTO CHocoOoM mo m. 36 Ijs MOJIydeHUs JIEKapCTBEHHOTO
CpeacTBa IJsl JIeUCHUs WM NPOPUIAKTHKH Paka, B OCOOEHHOCTH HEXOJIKKHHCKOH
mumdomer (HXJI), takoit kak 1-#i nuHuuM, 2-W JUHUU UJIH 10 9 MPENIIECTBYIOIIUX
JeUeHUN, peuuauBuUpyroImeld, pedpakrtepHoi, wmHAojseHnTHo HXJI, B wyacTHOCTH,
bomnukynaprHoit numdpomsl (PJI), numpomer maprunanpHOH 30HBI (JIM3),
MEJKOKJIeTOUHOH mauMmdonurapaoi numpomer (MJIJI), numdonnasmMonuTapHon
aumdpombl/Makporaobynuaemun Banpnencrpema (JIIIJI-MB) unu arpeccusnoit HXJI,
B 4yacTHOCTH, naudpdys3Hoi B-kpymHokaerounHoit numdomer (JABKJI), numbpombr wus3
KieTok MaHTuitHoU 30HbI (MKJI), nepudepuyeckoit T-knerounoit sumdpomsr (ITTKIT),
TpanchopmupoanHoit numpomsl (TJI) unu xpoHuueckoro TUMQOIUTAPHOTO Jeiiko3a
(XJIJI), B BHUIE MOHOTEpANmWH WJIM B COYETAHHU C OJHUM HJIH HECKOJbKUMH
UMMYHOTEPANEeBTUYECKIMH, XUMHOTEPANEBTHYECKUMHU 17010’ UMMYHO -

XUMUOTEPANCBTUYECCKUMU MPOTHUBOPAKOBBIMU CPEACTBAMU.

40. Cnioco® nedeHuss wiu NpoPUIAKTUKN paka, B OCOOCHHOCTH HEXOIKKUHCKOH
mumdombr (HXJI), takoit kak 1-ii nuHuu, 2-W JUHUU WU 00 9 TPENIIeCTBYIOIIUX
JeUeHUN, peuuauBuUpyromed, pedpakrtepHol, wmHAojseHTHo HXJI, B wyacTHOCTH,
bomnmukynapraoit numdpomsl (PJI), numpomer maprunanpHOW 30HBI  (JIM3),
MENKOKJIeTOUHOH JnumdonurapHoit numdpomsr (MJIJI), numbonnazMonuTapHoOn
muMpomel/Makpornodynunemun Banpaencrpema (JIIIJI-MB) unu arpeccusnoit HXJI,

B 4acTHoCTH, OuP¢y3HON B-kpymHoknerounoit numpomsr (ABKJI), numdombr u3
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kierok Ma"tuiiHo# 30HbI (MKJI), nepudepudeckoii T-knerounoit mumdomsr (ITTKII),
TpanchopmupoBanHoi numdpomsl (TJI) nnu xpoHnueckoro nuM@oIUTApHOro Jeiiko3a
(XJLID),

y cyObekTa, BKJIOYAOMUA B ce0sd BBeJeHHE YKAa3aHHOMY CyOBeKkTy
cTaOUIIBHOT'O, BOCCTAHOBJIEHHOT'0, COAEPIKallero KOMaHINCUO pacTBOpPa MOBBIIEHHON
pacTBOPMMOCTH,  NPUTOAHOTO  JUIsl  jJainbHedmero  pasbaBimeHuss W 1A
TEepaneBTUYECKOr0 MPUMEHEHHUsI, yKa3aHHbIH HepachacoBaHHbIH pacTBOp mmeer pH
Mexay 4 u S (BKIFOYUTEIHHO)

CTaOMIBPHOrO, BOCCTAHOBJIEHHOIO, COAEp)KaIero KomaHaucud®  pacTBopa
MOBBIIIEHHOW PacTBOPUMOCTH, MPUTOJHOTO IS NajlbHEWImero pa3OaBieHHs W IJIs
TEPaNeBTUYECKOr0 NMPUMEHEHHUs, Mo JroOoMmy wu3 mm. 22 - 35, UiIM NOJYy4YEHHOTO
cnocobom mo 1. 36,

B BHJE€ MOHOTEpPanmWud UIX B COYETAHUU C OJAHUM WJIH HECKOJIbKHUMHU
UMMYHOTEPANEeBTUUECKIMH, XUMHOTEPANEBTHIECKUMHU 170107 HMMYHO -

XUMUOTECPANCBTUYICCKUMHU MPOTHUBOPAKOBBIMU CPEACTBAMMU.

41. Ilpumenenue mo n. 38 wmnm 39, unu crnocod® mo n. 40, rae yka3aHHBIN

conepikamui KomaHaucud pactBop comepkut 60 Mr konmaniaucuoda.

42. Tlpumenenue mo m. 41, rae ykasaHHbIH COAepIKalUil KOMAHIUCUO pacTBOP

umeer 00bem 4,0 M.

43. Ilpumenenue no n. 42, rae ykasaHHOE NMPUMEHEHHE OCYILIECTBISIOT NyTEM
BBeAEHHS] (PUKCHUPOBAHHOW n103bl 60 Mr komaniaucuda MamMeHTy B BUAE |-4acOBOi
BHYTpUBEeHHON wuH(Y3uu B aHu 1, 8 m 15 u3 28-gHEBHOro LHKJA JIEYEHHUS IO

UHTEPBAJbHOMY TpaduKy (TpU HEAETU BBEJAEHHS U OJJHA HENEJsI IePEPhIB).

44 Tlpumenenue no nn. 38 mwiu 39, unu cnocob no n. 40, unu o nr0OOMy U3 mII.
41 - 42, rpe yka3aHHBIM pacTBOpP BBOASAT B COUYETAHUU C XUMHUOTEPANEBTUYECKUM

NPOTUBOPAKOBBIM CPEJCTBOM.
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45. Ilpumenenue mno n. 44, rae YyKa3aHHOE XHUMHUHOTEPANEBTHYECKOE
IPOTUBOPAKOBOE CPENCTBO BHIOPAHO U3 IPYIMIIbI, BKIKOYAKOIIEH B cels:

131I-chTNT, abapenukc, abuparepoH, axkjgapyOuUHWH, axaiumymad, ano-
Tpacty3ymad osmran3uH, adatunubd, adnubepuent, ajabAecieKUH, aJeKTHHUO,
anemMTy3yMad, aJeHAPOHOBAsl KHCJIOTA, AJUTPETUHOWH, alTPETaMUH, aMHU(pOCTHH,
AMHUHOTJIYTETUMHUJI, TE€KCUJIIAMUHOJIEBYJIMHAT, aMpPyOUIIMH, aMCAaKpHWH, aHaCTPO30JI,
AHLECTUM, aHETOJ JHUTHOJIETHOH, aHeTymMald paBTaH3WH, AHTHOTeH3WH Il
antutpom6bun III, ampenurtanT, apumtymomad, apriaOuH, TPHOKCHA MBILIbSKA,
acrmaparnHasa, are3osu3ymald, akcUTHHUO, azanmuTuAuH, Oasunukcumad, OelloTekaH,
OenmamyctuH, Oe3une3omad, OenuHocTaT, OeBanu3ymad, OekcapoTeH, OMKaTyTaMUI,
OucanrpeH, OneomuuuH, OnmHarymomad, Ooprezomud, Oycepenun, OOCyTHHHO,
Opentykcumab BenoTuH, Oycynbdan, kabazuTakcen, Kab03aHTUHHO, KaJIbLIUTOHWH,
dbonuHaT Kanbuus, JeBO(OJMHAT KaJbIUs, KamenutaOWH, Kanpomad, kapOama3emnuH,
kapOomnatuH, kKapOOKBOH, Kapdpum3zomud, kapModyp, KapMyCTHH, KaTyMakcomao,
L[eJIEKOKCUO, LeIMOJICHKUH, LHEePUTUHUO, LHeTyKCcuMad, XJopaMOyIU, XJIOPMaIUHOH,
XJOPMEeTHH, UUAO(GOBUP, LHUHAKAJIIET, UUCIUIATHH, KJIAApUOUH, KJIOAPOHOBAs
KHCiIoTa, KiopapabuH, koOOUMeTHHUO, KpU3aHTacnasa, KpU30TUHUO, nukiodochamun,
LUIIPOTEPOH, LuTapabuH, nakapOa3uH, AAKTHUHOMMIMH, Hapatrymymald, napOenosTus
anba, nabpadenud, pacatuHuO, nOayHOPYOUIIMH, JAeUUTAOWH, Jerapesukc,
IEHUNEeHKIH Iu(THTOKC, neHocymao, JeNnpeoTHn, NE€CIOPEIUH,
AVAHTUAPOTANAKTUTOJN, AEKCPa30KCaH, AUOPOCIHANS XJIOPUA, TUAHTUAPOTANAKTUTOI,
nukiaodeHak,  OUHYTYKcuMald,  JOLeTakced,  JAOJAcCeTPOH,  MOKCUDIYPHUOUH,
OOKCOPYOUILIMH, NOKCOPYOUIIMH + 3CTPOH, APOHAOMHOJ, 3Kynu3ymad, sapekosomad,
SJIUNTHHUS  aleraTr, 23J0Ty3ymad, osiarpombomar, SHAOCTATUH, SHOUUTAOWH,
SH3AJyTaAMUI, SMUPYOUIIUH, STTUTUOCTAHOJ, SMO3TUH alibda, 3TMOITHH OeTa, SMO3TUH
3€Ta, SMTAIUIATHH, 3pUOYJIHH, 3PIOTUHHO, 3COMENpPa3oJ, 3CTPATUOJ, SCTPAMYCTHH,
STHUHHUJIACTPAIHOJ, JTOMO3UI, IBEPOIUMYC, BJKceMecTaH, Qaapo3on, ¢GeHTaHWU,
¢unrpactuMm,  ¢GiayokcumectepoH, GiaokcypunauH, GaynapabuH, ¢GTOpypaIni,
bnyramun, ¢QonmHoBas kucnora, Qopmecran, QocanpenuTaHT, (OTEMYCTHH,
¢ynBecTpaHT, ranolOyTpoid, TaAOTEPUAO], TagoTepoBas KHCJIOTAa METJIyMHH,
rajioBepceTaMu], raJOKCETOBas KHMCJIOTA, HUTPAT TajUIHs, TAHHUPEIUKC, reUTHUHHO,
reMautabuH, reMTy3ymald, riaykapmnupasa, raytokcumMm, GM-CSF, rozepenuH,
I'PAHHCETPOH, KOJOHUECTUMYJHUPYIOUUNA (PAKTOp TrpaHyJIOLUHUTOB, IUTHIAPOXJIOPH

rICTaMUHa, TUCTPEJWH, ruapokcukapbammua, 3epHa [-125,  jancompasod,
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ubaHIpOHOBass KHUCIOTa, wuOpurymMomMad THUyKceTaH, HUOpPyTHHHO, wuAapyOuLUH,
upochamua, UMaTHHUO, UMUKBUMOJ, HUMIPOCYNbdaH, UHAUCETPOH, MHKAAPOHOBASI
KHCIIOTa, MeOynat wHreHoin, uHrepdepon anbda, untepdpepon Oera, uHTepdepoH
ramma, uoburpunon, uobenryan (1231), momenpon, unuaumymad, HPUHOTEKaH,
UTPAKOHA30JI, WKCAaOEMmuJIOH, HWKCa30oMuUO, JAHPEOTHHA, JAHCOMPa30oJj, JamaTUHHO,
JA30XOJIMH, JIEHAJTUAOMUJ, JICHBATUHHO, JIEHOTPACTUM, JICHTHHAH, JIETPO30JI,
JIEYNPOPEJIUH, JIeBAMU30J, JIEBOHOPreCTpes, JIEBOTUPOKCUH HATPHs, JU3YPHI,
go0annaTvH, JOMYCTHH, JIOHHJAAMHH,  MAa30MPOKOJ,  MEIPOKCHUIIPOreCTEepPOH,
MErecTpoJi, Mejgapcompos, wmeidalaH, MENUTHOCTaH, MEPKANTONMypPHUH, MeECHA,
METaJ0OH, METOTPEKCaT, METOKCAaJeH, METHUJIAMHUHOJEBYJIHUHAT, METHJIPEIHU3O0JIOH,
METHUJITECTOCTEPOH,  METUPOCHH, MHPaMypTHA, MHUIATEPOCHH,  MHPHUILIATHH,
MUTOOPOHHUTOJ, MHTOTYa30H, MHUTOJAKTOJ, MUTOMHLHH, MHUTOTaH, MHUTOKCAHTPOH,
MOramyyiu3ymad, MOJTPaMOCTHM, MOMHAAMOJ, THUIPOXJopun MopdwuHa, cyrabdar
mopduHa, HaOwioH, HaObukcumoyCc, HadapeauH, HAJOKCOH + TEHTa30MuH,
HAJITPEKCOH, HAPTOrPACTUM, HeUUTyMyMmal, HeJamjaTuH, HeaapaOuH, HEPUAPOHOBAs
KUCJIOTa, HETYNUTAHT/MAJJOHOCETPOH, HUBOJyMad, TMEHTETPEOTHD, HUJIOTHHUO,
HUJyTaMHA, HUMOPA30J, HUMOTY3ymMad, HUMYCTHH, HHUHTeNaHUO, HUTPAKPHH,
HUBOJyMab, oOuwHyTy3ymad, okTpeorun, odarymymad, omamapud, onapatymao,
OMalleTaKCUH MEMeCyKIHUHAT, OMENpas3oJ, OHIAHCETPOH, ONPEJNBEKHUH, OPTrOTEHH,
OPUJIOTUMOA, OCUMEPTHHHO, OKCAJIUIIIATHH, OKCHUKOIOH, OKCUMETOJIOH, O30TaMHULIUH,
pS3 reHHas Tepamnus, NakiIuTakcel, najndouukiand, manudepmMuH, 3epHa nanagus-103,
NaJOHOCETPOH, MaAMUIPOHOBAsI KUCJIOTA, MAHUTYMyMald, TaHOOMHOCTAT, MAHTOMPA30JI,
nazonanu®, mneracmapraza, IIOI-smosatun Oerta (Mmetokcu IIDOT-3mosaTuH Oera),
nemMOponuzymad, marpunrpactum, mirunrepdepon anvda-2b, mnemOpoauzymao,
neMeTpeKce], MeHTAa30LUHH, TEeHTOCTATHH, MeMIoOMULNH, nepdnydyran, neppochamun,
nepTy3ymMad, MUNUOAHUI, MHUJIOKAPTHWH, MUPApyOULIMH, MUKCAHTPOH, miepukcadop,
IUIMKAMHUIUH, noauriaycaMm, ¢ocdar noamscTpanuosa, MNOTUBUHHINHPPOIUAOH +
rHajypoHaT HaTpus, nojucaxapun-K, momanugomusn, noHaTUHHO, moppuMep HaTpws,
npajaTpeKkcar, IpeAHUMYCTHH, MPeAHU30H, MPoKapOa3uH, MPOKOAA30J, MPOMPAHOJIOI,
XUHArojaun, padbenpasos, pakotrymymad, xmopun panusi-223, panotuHud, panokcudex,
pPanNTUTPEKCEN, PaMOCETPOH, paMyuupymad, paHUMYCTHH, pacOypuKac, pa3OKCaH,
pebameTnnud, peropadenud, pulegpoHOBas KHUCIOTAa, OJOTHUAPOHAT peHus-186,
puTykcumad, pONANUTAHT, POMHACICHUH, POMHIUIOCTHM, POMYpPTHZA, pyKamapuo,

camapuii  (153Sm)  nmexkcugpoHam,  caprpaMocTHM, caTymMomald,  CEKpeTHH,
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cuntykcumab, cunyneiinen-T, cuzodupaHn, coOy30KCaH, TIHIUAHAA30J HATPUS,
coHunerud, copadeHud, CTaHO30JI0JI, CTPENTO30LUUH, CYHHUTHUHHO, Tajamopdus,
TAJIUMOTEH JlareprnapenBek, TaMHOapOTeH, TaMOKCHU(EH, TaleHTanoJ, Ta30HEePMHH,
teuesneikuH, TexHeuui (99mTc) Hodperymomad mepnentran, 99mTc-HYNIC-[Tyr3]-
okTpeoTun, teradyp, reragyp + rumepanui + oTepanus, TeMONOp(UH, TEMO30JIOMHU],
TEMCHPOJIUMYC, TEHHIO3UJ, TECTOCTEPOH, TEeTPOYOCMHUH, TAJIUAOMHA, THOTENA,
TUMaJI(pacCuH, THPOTPONHH anb(a, THOTYAHUH, TOUMIN3YyMal, TOMOTEKaH, TopeMuQeH,
TO3UTYyMOMAaO, TpabeKkTeauH, TpamMeTHHHO, TpamanoJy, TpacTy3ymad, TpacTty3zymad
SMTAaH3UH, TpeocynbdaH, TPETUHOWH, TPUPIAYPUAUH + TUNHUPALMI, TPHUIOCTAH,
TPUNITOPENHH, TpaMeTUuHHO, Tpodochamun, TpomOonosTUH, TpunTodaH, yOeHHMEKC,
BaJIATUHUO, BaJpyOWMUMH, BaHAeTaHHO, BampeoTun, BemypadeHuO, BUHOIACTHH,
BUHKPUCTUH, BHUHAECHH, BUH(IYHHUH, BHUHOpPEJOWH, BUCMOAErud, BOPHUHOCTAT,
BOPO30JI, CTEKJsHHbIE MHUKpOIIapuku HUTPHUA-90, 3UHOCTATHUH, 3WUHOCTATUH

CTUMaJiaMep, 30JIePOHOBAs KUCIIOTA, 30PyOULIHH.
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