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HOBBIE NOJIMMOP®HBIE ®OPMbI 4-AMUHOIINPUANHA U UX
OPAPMANEBTHYECKOE IPUMEHEHUE

Onucanue

HzobpereHne OTHOCUTCS K 00acTH MEOULMHBI, (PapMaKOJIOTHH U XUMHKO-(papMaleBTHUECKON
NPOMBIIIJIEHHOCTH, a HMMEHHO, K HOBBIM HONMUMOpGHBIM ¢opmam u amopdHOi aze 4-
AMUHONMPHUIMHA, W  BKJIIOYAIOIIMM HMX AaKTHBHOW  (apMaLeBTHYECKOW CyOCTaHLMH,
(apMareBTHIECKONH KOMITO3ULIMH U JIEKAPCTBEHHOH (popMe, KOTOPhIE MOTYT HCIIOJIB30BATHCS JJIS

CHUMIITOMATHYCCKOT'O JICUCHUA HapymeHI/Iﬁ XOI[I:;6I:>I Y naneHTa ¢ paCCEAHHbIM CKIIEPO30M.

Paccesunbiii  cknepo3 (PC) sBnsieTcss CINOKHBIM W MHOTO(AaKTOPHBIM  3a00JieBaHUEM,
3aTparvBalOIINM  LEHTpajdbHyr0  HepBHyto cuctemy (LUHC), ¢ nepemeHHpiMuU U
HEMpPEACKa3yeMbIMU MEPUOJaMH BHE3AMHOIO, HWHOIAA MPOAOIKUTEIbHOIO VXYIALICHHUS U
BPEMEHHOI'O YJYYLIEHUs, © MOXET MNPOSABIATHCS B LEJOM psi€ NPU3HAKOB U CUMITOMOB C
TeUueHUEM BpeMeHU. KiIMHUYeCKre CUMIITOMBI PACCEIHHOIO CKJIEPO3a B OCHOBHOM BKJIKOYAKOT
IOBUTATEJIbHbIC HAPYIIEHHs, B TOM YHCJIe NPOTPECCHPYIOIINE 3aTPyJAHEHUs MPU XOAbde,
OTCyTCTBHE (PU3UUECKON KOOPAUHAIINH, YTOMJISIEMOCTD, TOJIOBOKPY KEHUE, HAPYIIEHUS 3PEHUST U
MaMSITH, a TAK:Ke YyBCTBUTENILHOCTh K Teruty. HemocpencTBeHHON NpuunHON (yHKIIMOHABHBIX
HAapYLIEHUH TPH PAaCCETHHOM CKJIepOo3e sBisieTCsl OJIoKama MPOBOJUMOCTH aKCOHOB Ha (hoHE
OYaroB IEMHUETUHU3ALNUH, KOTOPbIE B CBOIO OU€pEIb ONOCPEIOBAHBI Ay TOUMMYHHBIM MPOLIECCOM
HeonpeneneHHoH stuonorun. Ilo Mepe mporpeccupoBanus 3a00NeBaHUA CaMH aKCOHBI MOTYT

MOCTENEHHO Pa3pyLIaThCsl, YTO MPUBOAUT K BTOpUUHOI noTtepe HelipoHos B LIHC.

Hecmotpst Ha TO uTO maroymorudeckuii mpouecc npu PC MoxkeT HempenackasyeMbIM o0pa3oM
3aTyXaTb U CHOBA aKTUBU3UPOBATHCS, BBIAEISIOT HEKOTOPbIE TUITUYHBbIE BAPUAHTHI €r0 TEUEHUS:
peLUIUBHUPYIOIE-PEMUTTUPYIOLIEE TeUEHUE, MEePBUYHO- U BTOpUYHO-Tporpeccupyrommii PC,
nporpeccupyrommii PC ¢ oboctpenusimu. HeszaBucumo ot TOro, kakas ¢popMa pacCesHHOTO
CKJIep03a y MalueHTa, yacToi cuMmnromatukoil npu PC sABnsA0TCA IBUraTeNbHbIE PAaCCTPONCTBA,
TaKWe Kak MbllleuHas cyiabocTb pa3HOH CTENEHU BBIPAKEHHOCTH, MOHOINApe3, Maparapes,
reMunapes, Terpanapes, NopaskeHusi MUPaMUAHOIO TPAKTA, MUPAMUHO-MO3KEUKOBBIM CHHAPOM

u ap. OQHUM U3 BUAOB ABUraTeNbHbIX paccTpoicTs pu PC sBisiercs HapylleHne NOXOAKH (B TOM
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YHUCJIe YMEHbIIEHHUE CKOPOCTH XOABOBI), KOTOPOE UMEETCs JaXKe Yy MAllMEHTOB Ha paHHEH cTaquu
3aboneBanus. HapymeHuss XoabObl yXyAIIAIOT KAueCTBO SKM3HU TAIMEHTa C PacCesTHHbIM

CKJIEPO30M, HapyLIAIOT €ro COUHANBHYIO KU3Hb, IPUBOIAT K MHBATUAN3ALIUH.

TepanesTuueckoit  crparerueii  yedennss PC, oOcHOBaHHOW Ha  MATO(HU3UOJIOTHUU
IeMHUEIMHU3UPOBAHHBIX ~aKCOHOB, SBIIeTCS Onokama KanueBbX KaHaioB. OpHUM U3
npeacTaBuTenieil 6JI0KaTOPOB KAJTHEBbIX KAHAJIOB HA MOBEPXHOCTH HEPBHBIX KJIETOK SIBJIAETCS 4-
amMuHONMPHUINUH (4-AP), KOTOpBIH Takke HM3BECTEH Kak (aMmIpuauH WM Janb)aMIpUvH.
brnaronapst OJOKMPOBAaHMIO KAJIMEBbIX KaHAJIOB KJETKH YBEIMYMBAETCS BpEeMsl MOTEHIIHAJa
JEWCTBUS, YTO MPHUBOAMT K IMOBBIIIEHHOMY BBIOPOCY HEHPOMENIMATOPOB B HEPBHO-MBIIIEYHBIX

CHHaIicax.

CrpyxrypHas ¢popmyna 4-aMUHOTTUPUINHA:

®Dopmyna |

B paHnoMH3MPOBAaHHBIX ABOWHBIX CIEMBIX IUIALE00-KOHTPOIUPYEMbIX HCIBITAHUSIX, B KOTOPBIX
MALUEHTh! TPUHAMANN TaOJETKH 4-aMHUHOIIMPUANHA C TIPOJIOHTUPOBAHHBIM BBICBOOOIKICHHEM U
no3upoBkoit 10 Mr nBaknbl B JAE€Hb C HHTEPBAJIOM OKOJO 12 9acoB, CKOPOCTb XOABOBI
YBEJINYMBAJIACh TPUMEPHO Y OJHOH TPETH MALUEHTOB (CPEAHSISI CKOPOCTh XOAbOBI ITOCIIE TEPAITHH

Obl1a IpuUMepHO Ha 25% BbIlIe MepBOHAYANBHOMN) [1].

W3 ypoBHS TEXHUKH U3BECTEH CMOCOO JieueHus1 OO U CIIACTUYHOCTH, a TAKXKE CIIOCO0 JICUeHUs

00N y MalMEeHTOB C TMOBPEXKACHHBIM CIHHHBIM MO3roM. Croco0 BKJHOYaeT BBeneHue 4-
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AaMHHONMPHUIMHA B 033X OT 15 10 30 Mr BHYTPUBEHHO, 4TO 3(PQPEKTUBHO AJIsI CHUKEHUsT O0onn

TPYIHOYCTPAHUMOTO XapaKkTepa Py NOBPEKAESHUN CITUHHOTO Mo3ra [2].

CTpykTypa ONpEeIeNeHHOro XHMHUYECKOro COCTaBa B pe3yJibTaTe Kakoro-mmdo (Qusuko-
XUMHUYECKOIO  BO3JEWCTBUA  (MEXaHMUYECKOro, TEPMHUYECKOIo, JAaBJIEHHE, BJAXKHOCTD,
pacTBOpPEHHE B PA3JIMUHbBIX PACTBOPUTEISIX MPHU PA3IMUHBIX YCIOBUAX) MOXKET B CUJIbHOM CTENeHU
U3MEHSATb CBOM  CBOHCTBA. boiblmeil 4acThi0 3TO  OOYCIIOBIMBAETCS  W3MEHEHUEM
KPUCTAJIIMUECKON CTPYKTYpPbl MM UCKAXKEHHUEM 3TOM CTPYKTYpbI NMOJ ACHCTBHEM BHEIIHHUX CHJI
WIN BHYTPEHHHX HampspkeHuil. Hekoropele (apmaneBTHUeCKH aKTHBHBIE BELIECTBA MOTYT
00pa3oBbIBATh KPUCTAIIMYECKHE CTPYKTYPHI OoJiee, ueM OIHOro THna. Takue BelecTBa HMEIOT
UJICHTUYHYIO CTPYKTYPHYIO (POpMyIsly, HO XapakTepU3yIOTCS PA3IHYHBIMU MOJEKYJISIPHBIMU
dopmamu  (monumopder). Kpome »sToro, ¢apmaneBTUYeCKd aKTHBHOE BEIIECTBO MOKET
HaxomuThcst B amopduoil ¢ase. AmoppHOE COCTOSIHHE BELIeCTBa OTJIUYAETCS  OT
KPUCTAJIJIMYECKOr0 OTCYTCTBUEM YIOPSAOUEHHOCTH BO B3aHMHOM PAaCIMOJIOXKEHUH aTOMOB HIIU
MOJIEKYJI B BELIECTBE, KOTOPAsi MOBTOPSIETCS] HA HEOTPAHUYEHHO OONBIINX PACCTOSHUSAX (abHUN
MOPSIIOK  B3aUMHOTO PACIOJIOXKEHUSI MOJIEKYJI), MEXKMOJIEKYJIPHBIM paccTOsiHueM U Oosee

BBICOKOI BHYTPEHHEU SHEpPruei.

MeTtoa MOpPOLIKOBOW PEHTTEHOBCKOH IHU(PPAKTOMETPHH MO3BOJSIET HWACHTU(PHUIMPOBATH JAXKE
He6OJ'IbI_HI/Ie U3MEHEHUSI B COCTOSIHUU aTOMHOM PELIECTKHU KpUCTAJlJId, HE YJIaBJIUBACMbIC APYTUMHU
MeTonamu. PeHTreHorpadust MoJIMKPUCTATUIECKIX 00pa3IOB MO3BOJISIET ONPENEISITh COCTOSHUS
TBEPAOTO Tejia (KPUCTAIMYECKOE, pasHbie ero (opmbl, amMopdHOE, WIH WX KOMOWHAIIWN).
3HaueHNe CTPYKTYPHBIX MCCIEAOBAHUN BecbMa BeJMWKO. OmpeneneHue CBA3U MEXAY aTOMHOMN
CTPYKTYpOM M CBOMCTBaAMM BELIECTBA MO3BOJISIET YCTAHABJIMBATh PALIMOHAIBHBIA KOHTPOJb 3a
TEXHOJOTUYCCKUMHU TMPOUECCaMU, PACKPbIBATb TIPHUYUHBI HN3MECHCHUSA OTUX CBOICTB 1og
IEWCTBUEM TOTO WM HMHOTO (pakTopa, HaeT BO3MOXKHOCTb OoOJiee CO3HATENBbHO YIIPAaBIATH
TEXHOJIOTHYECKUM TPOLIECCOM CO3HaHus (HapMaleBTUYECKUX CYOCTaHIMA U H3MEHSITh €ro B

HY>KHOM HaIlPaBJICHUU.

B ocnoBe pentreHogazosoro aHanuza (P@A) nexar cnenyromuye npuHIHIbL:
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MOPOLIKOBass ~ AU(PAKIMOHHAsT KapTUHA (TOJOXKEHHWE  XapaKTePUCTUYECKUX  IHKOB
PEHTTeHOBCKOW  Au(pakTOorpaMMbl) SIBISETCS HMHAMBHAYAIbHOH XapaKTEPUCTHUKOW (hasbl

BCLICCTBA,;

- KaKnasl KpucTajuindeckas ¢asza JaeT BCeraa OAMHAKOBBIA AU(PPAKINOHHBINA CIEKTp, MPUCYIIUH

TOJIbKO TAHHOW KPUCTAIIMUYECKOH (ase (moaumMopdHoii Gopme BemecTna);

- peHTreHAn(PAKIIMOHHBIN CIIEKTP OT CMECH MHAMBHUIYAJIbHBIX (ha3 SBISIETCS CYNEeprO3ZUIHeH UX

I(PAKINOHHBIX CIIEKTPOB.

PeHTFeHOI‘paMMbI KPUCTAJNIMICCKUX BCIICCTB OAOT OTHCJIBbHBIC, PE3KO BBIPAXKCHHBIC Y3KHUEC

JIMHUY (YeTKHUE MHKH), & aMOPPHBIX — IIMPOKHUHA PA3MBITBII MAKCHMYM (TaJI0).

Pasnble kpucramumyeckne u amopdHbie (HOPMBI ONPENEICHHOTO AKTUBHOI'O BEINECTBA, MOTYT
oOmagath pa3NMYHBIME CBOMCTBAMH, TaKUMHM Kak NPO(QHIb pacTBOPEHHs, TeMIepaTrypa
IUIABJICHUS, CTaOWJIBHOCTb, TMIPOCKONUYHOCTD, (JOpMa YaCTHUL], TUIOTHOCTh, OMOIOCTYIHOCTD,
3JIEKTPU3YEMOCTb, MpPECCYeMOCTb, ChINy4eCcTb M T.A. JlaHHbIE CBONCTBA TINATEJIBHO
AQHAIM3UPYIOTCS U YYMTBIBAIOTCSl MPU W3TFOTOBJICEHMM JIEKAPCTBEHHBIX CPEACTB. B yacTHOCTH,
CUJIbHAsI 3JIEKTPU3YEMOCTh M HU3Kasl MPECCYEMOCTh HE IMO3BOJISIOT MOJYYUTH JIEKAPCTBEHHYIO
dopmy, Takyro kak Tabnerka. JlekapcTBEHHBIE COSIUHEHMs JOJDKHBI 00JIanaTh COCOOHOCTHIO
XOpPOULIO PacTBOPSITBCA M XPAHUTHCSI B TEUCHHE JJINTEJIBHBIX NEPHOAOB BPEMEHU, HE MPOSBIIAL
3HAYUTEIBHOTO U3MEHEHUs1 (PU3NKO-XUMHUYECKHUX CBOMCTB, Hampumep, He OOBOIHATHCS, HYTO
MO>KET IMPUBOAMUTHL KaK K U3MEHEHHMIO XUMHYECKOrO COCTaBa JIEKAPCTBEHHO CPENCTBA, TaK U K

Pa3PBIXJICHUIO U PACCHITAHMIO JIEKApCTBEHHOH (POpMBI, Hanpumep, TabOJIETKH.

W3 ypoBHs TexHUKH [3] U3BECTHO, YTO 4-aMUHOMUPUANH MOXET CYLIECTBOBAaTb B BUJE BOCbMU
nouMopdHbIx Gopm I-VIII, oxapakTepu30BaHHBIX MOCPEICTBOM MOPOLIKOBBIX PEHTTEHOIPAMM,
UMEOIUX IH(PPaKIHOHHBIE MAKCHMYMBI TIMKOB ITPH 3HAYEHUAX 20, COCTABISIFOIINX

s monumopduoi dopmer 1 18.940°, 20.040°, 24.381°, 29.601°.

s monumopdroi dopmer 11 20.101°, 21.380°, 24.361°, 29.260°, 30.140°, 33.039°.

st nouMopdHo# popmer 11T 18.980°, 24.321°, 38.619°.

s nouMopdHo# popmer IV 20.020°, 20.119°, 24.259°, 24.419°, 29.200°.
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s monuMopduoi dopmer V 14.160°, 18.979°, 19.980°, 21.340°, 24.361°, 29.259°.
st monumopduoi dpopmer VI 20.179°, 24.440°, 29.300°.

s monumopduon ¢popmer VII 20.019°, 24.319°, 29.120°.

s monmmopduoi dpopmer VIIIT 20.060°, 24.401°, 29.280°.

VYkazannele nomumopdsl I-VIII ¢pamMnpuanaa MCHONB3YIOT AJIST NPUTOTOBIEHUS COCTABOB IS

JICUCHUA PACCCAHHOIO CKJICpO3a.

JIaHHBIX O TOM, Kak MOJIUMOPQBI 4-aMHHONMHMPHUINHA BEOYT ce0sl MPH AJTUTEIBHOM XpPaHEHHH,

JaHHBIX 00 WX TUTPOCKOMUYHOCTH B [3] HE NPEACTaBIICHO.

B kpucramnmudeckodi (Qopme TakKe HU3BECTHO CYINECTBOBaHWE KpuCTaioruapara 4-
AMUHOIMUPHUINHA, OXapPaKTEPU30BAHHOTO TIOCPEACTBOM  IOPOLIKOBOM  PEHTTEHOrPaMMBbI,

UMeroIero U pakMOHHbIE MAKCHMyMbI MTUKOB TPU 3Ha4YeHUsx 260, cocrapnstomux 12,523°,

13,761°, 22,525°, 24,383°, 25,455°, 30,632°, 34,050° (A=1.5406 A) [4].

B kadecTBe mpOTOTHIA HACTOSIIETO H300pETEHUS MOKHO CYHTATh PEIIeHHEe, OMHCAHHOE B
UCTOYHHUKE [5], W3 KOTOPOrO W3BECTHO KPUCTAUTMYECKOE COenMHEeHUe (haMIpUINHA,
OXapaKTEPU30BAHHOE TIOCPECTBOM MOPOIIKOBOM PEHTTEHOTPAMMBI, UMEIOIeH Tu(paKLnOHHbBIE
MaKCUMYMbI TTMKOB TpH 3HaueHusx 260, cocrasmsitomux: 20,0°, 20,1°, 21,4°, 24,3°, 24.4°,29,2°,
29,3°, 33,1° £ 0,2° [5]. 3agada yka3aHHOTO M300pPETEHUS] COCTOUT B MUHUMH3AIMH KOJTUYECTBA

npuMecei B CyOCTaHIIUH (haMIpuInHA.

Takum oOpaszoMm, 3amauell HACTOALIEr0 H300peTeHHs sABIsieTcs paspaboTka CTaOWUIIBHBIX TPU
XPaHCHUH, HCTUTPOCKOMUYIHBIX, SKOHOMHWYCCKHU L[eJ'IeCOO6pa3HbIX, MPOMBIINIJIEHHO PCAJIN3yCMbIX

npenapaTHBHBIX MOJUMOPQHBIX GopM 1 aMopdHOH (a3bl 4-aMUHOTUPUANHA.

ABTOpBI U300pETEHUs] HEOKUAAHHO OOHAPYKHJIH, YTO TOJYy4YEeHHBbIe NoJuMopdHbIE GopMbI U
amopduas ¢aza 4-aMHHONMPUAMHA, pPaHEE HEM3BECTHbIE B YPOBHE TEXHHUKH, OOJNAmaroT
NOHM)KEHHOW TUTPOCKOMMYHOCTBIO M MOBBIIIEHHON CTaOMIIBHOCTBIO MPH XPAHEHHH, & aKTHBHAS
dapmanieBTHUECKass CyOCTaHIUs, COAEprKallas yKa3aHHbIe HOBble NoiauMopdubie ¢opmsr 4-

AMHUHOIMUPUANHA, o6na):[aeT y.]'[y‘ILHGHHOfI npecCyeMOCTbIO € XOpPOHIMMH TIOKa3aTCIsAMU



10

15

20

WO 2022/124946 6 PCT/RU2021/050427

ChIMMy4€CTU 0e3 3aMEeTHBIX SJEKTPOCTATUICCKHUX ﬂBHeHHfI, npu STOM COXpaHsAd CBORO

TepaneBTHIECKYI0 3P (HEKTUBHOCTS.

Taxkum 00pa3oM, TEXHUYECKHIMH Pe3yJIbTaTaMH HACTOSIIEro U300PETEHUs SBIISTFOTCS:

- TIOBBILIEHHE CTAOMIIBHOCTH TMPH XPAaHEHHH (B TEUEHHE 3 JIeT) HOBBIX MOJUMOP(HBIX GopMm u

amopdHOit (as3el 4-aMUHONIMPUINHA;

- TIOBBIIIEHUE JOJATOCPOUYHOH (B TeueHune 10 neT) cTabMIbHOCTH HOBBIX MOJMMOpP(HBIX GopM U

amopdHOit (as3el 4-aMUHONIMPUINHA;

- ToBbIeHHe (OTOCTAOMIBHOCTH HOBBIX MOMUMOpQHBIX ¢GopM U amopdHOil ¢asel 4-

AMHUHOIMMUPUANHA;

- YMEHBLIEHHE TUIPOCKONMMYHOCTH HOBBIX mnoauMopdubx ¢opm u amopdHOon ¢aser 4-

AMHUHOIMMUPUANHA;

- VJIy4IIeHHEe MPECCYEMOCTH C COXPAaHEHHEM XOPOIIMX TMOKa3aTenel ChIydecTd Oe3 3aMEeTHBIX
SJIEKTPOCTATHYECKUX  SIBJICHUN  (papMalleBTUYECKUX CyOCTAaHLMN, COJEpKAllNX  HOBBIC

noauMopdHbie GOPMBbI 4-aMHHONMPHUINHA,;

- paclIupeHue apceHana CPeACcTB, MOAXOASIIINX JJIsI CUMITOMATHYECKOrO JICUSHHs] HApYILIEHUN

XOIbOBI y MAIUEHTOB C PACCESTHHBIM CKJIEPO30M.

IlocraBneHHass 3amadya pemIaeTcsi, a 3asBJCHHBIH TEXHHYECKHH pe3yJibTaT IOCTUTAETCS
NOJy4YeHHEeM HOBBIX nojauMopdHbIX ¢GopM U  amopdHOH (a3el  4-aMUHONMpPHIUHA,
OXapaKTEPHU30BAHHBIX TIOCPEACTBOM MOPOLIKOBON PEHTTEHOIPAMMBI, UMEoLIel AU paKIuOHHbIE
MaKCHUMYMBI IMUKOB MPH 3HaueHusx 26 (+ 0,2°), cocraBsromux: noxumopdHas Gopma 1 Trma -
17,5°, 21,7°, 24,9°; nmonmumopduass ¢opma 2 tuma - 25,5°, 27.3° 28,5°; amopdHas dasa
XapaKTEePHU3yeTCs HATMYHMEM pPa3sMBITOTO MakCUMyMa, TA€ B psne u3MepeHuil Ha (oHe
YIOMSIHYTOTO Pa3MBITOIO MAKCUMyMa MOTYT Pa3jIn4aTbCsl MAKCUMYMBbI 00JI€€ UETKHUX MUKOB TPH

3HaueHusIx 20 (+ 0,2°), cocrapmsaronux: 16,5°, 22,5°, 34,5°.
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Huxe NMPUBCACHBI ONPECACIICHUA TCPMHUHOB, KOTOPBIEC HCIIOJB3YHOTCA B ONMCAHUKU HACTOAIICTO

HU300peTeHus.

Ecmm ne YKa3aHO MHOE, BCC TCXHUYCCKUE U CNICLHUAJIBHBIC TCPMUHBI, UCITOJIb30BAHHBIE B JTAHHOM

KOHTEKCTEC, UMCIOT O6H.I€HpI/IH$ITOG B I[aHHOfI 00J1aCTH TEXHUKU 3HAYECHHE.

TepMuH «OXONIKa» B KOHTEKCTE HACTOSIIETO M300pEeTEeHUsT PEACTABIISIET COOOH COBOKYITHOCTh
WHIUBUIYAJIbHBIX OCOOEHHOCTEH, OMpeAeNsiomas MaHepy MeIIero mepeaBIKeHHs (XOIbObI)

OTACJIBHO B3ATOI'O YCJIOBEKA.

TepMHH «IKCUMMUEHT» B KOHTEKCTE€ HACTOALIEr0 H300pPETEHUs] XapaKkTEepH3yeT BEIIEeCTBA
HEOPTaHWYECKOTO HWJM OPTaHUYeCKOr0 MPOUCXOKAEHHUS, HCIOJb3yeMble B IIpOLIECCe
MPOU3BOJCTBA, M3TOTOBJICHUS JIEKAPCTBEHHBIX MPEMapaToB Ui MPHUIAHUS UM HEOOXOIUMBIX

(PU3UKO-XIMHYECKHX CBOWCTB.

«@DapmMareBTH4YeCKasi KOMIIO3ULMS» B KOHTEKCTE€ HACTOSIIEro H300peTeHus 00O3HaYaeT
KOMTIO3UIIMIO, BKJTOYAKOIIYIO B ceOsi HOBYIO mojumopdHyro (opmy win amopdHyo ¢asy 4-
AMUHOITUPUIMHA U, TIO KpaliHe! Mepe, OAUH U3 SKCLIMITHEHTOB, IPUMEHSIEMbIX B JaHHOH 00J1acTH
TEXHUKU, TAE€ «IKCLUUITUEHT» B KOHTEKCTE€ HACTOSIIEro H300peTeHus BHIOpAaH W3 TPYIIIbI,
COCTOsIILEH M3 (hapMaLeBTHIECKU PUEMIIEMBIX U (PapMaKOJIOTHYECKH COBMECTUMbBIX HOCHTENEH,
BCIIOMOTATeJbHBIX ~ CPENCTB, TAaKMX Kak pacTBOpPHUTENH, pa30aBUTENH, KOHCEPBAHTBHI,
CTaOMJIM3aTOPbI, HATOJHUTEIH, IE3UHTEIPAHTBI, YBJIAKHUTEU, MY JIbIaTOPbI, CYCIIEHIUPYIOLIIEe
areHTbl, 3aryCTUTENH, MOJACIACTUTENH, OTAYIIKH, apOMATH3aTOPbI, aHTHOAKTEPHAJIbHbIE areHThI,
(yHTULMbI, TyOPUKAHTBI, PEryJISTOPBI MPOJOHIUPOBAHHON JOCTABKH, BBIOOP M COOTHOLICHHUE
KOTOPBIX 3aBHCUT OT MX MPHPOIBI, Croco0a BBEACHHS KOMIIO3ULIMK W JIO3UPOBKH. 3aluTa OT
OEUCTBUS MHKPOOPTAHM3MOB MOXKEeT ObITh oObecreueHa ¢ TMOMOIIBIO  Pa3sHOOOpa3HBIX
aHTUOAKTEpUATIbHBIX U MPOTUBOTPUOKOBBIX ar€HTOB, HAMMPUMEDP, TAKUX KaK OEH3HMJIOBBIH CIHUPT,
YPOTPONHMH, 3TUJICHAUAMHUHTETPAYKCYCHAs KHCJIOTa, OEH30iHAs KHCIOTa, XJOpOyTaHoI,
copOMHOBasE KHUCJIOTA, MNapaleHbl, ANKWINHPUAWHUN, OCH3eTOHMH M WX (papMaueBTHYECKU
npueMseMble COMM M NoaoOHble MM coenuHeHus. DapmaneBTHYECKas KOMIIO3ULMS MOXKET
BKJIIOYAaTh TaKXKe H30TOHHYECKHE AareHThbl, HAmNpUMep, caxapa, XJOPHUCTbIA HATpUi U UM

nopoOHsle. [IponoHrnpoBaHHOE NEHCTBHE KOMITO3UIIMH MOXKET ObITh 00ECHeueHO C MOMOLIBIO
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areHTOB, 3aMEITIOMUX a0COpOILMI0 aKTUBHOTO Havajia, HAPUMeEpP, TAKUX Kak TUAPOPUIbHBIE
MOJIUMEPHBIE  3aMEJIUTENIM  BbICBOOOXKIEHUS, HANpuUMep, MPOU3BOAHBIE IEJUIFOJIO3bI, B
YaCTHOCTH, TUAPOKCUIPOMUIMETHIILIEIUTI0NI03a, TOJTUITUIIEHOKCH], JKEJIATUH, MOJMBHHUJIOBBIN
CIUPT, TOJUBUHUJINHUPPOIUAOH, aJbrUHATBI, KapOoMmepwl, TuApoGoOHBIE 3aMenuTeNu
BBICBOOOKIEHUSI, TaKhWe Kak DJIHLEPIOereHaT, MOHOCTeapaT aloMuHus. [lpumepamu
MOJXOSIIINX HOCUTENEH, paCTBOPUTENEH U pa3baBUTeNeH SIBISIFOTCS BOJA, TAHOJI, TIOJTHCITUPTHI,
OydepHbIe paCTBOPHI, a TAKKE UX CMECH, PACTUTENIbHBIE MACIa (TaKue, HampuMep, KaKk OJINBKOBOE
MAacJio) U UHBEKIMOHHbIE OPTaHHYECKUE CIIOKHBbIE 3(DUPHI (Takue, HAIpUMEpP, KaK 3TUJIOJEAT).
IIpumepaMu HamoJgHUTENEH SBISIOTCS JIAKTO3a, MOJIOYHBINA caxap, MUKPOKPHUCTAJINYECKAst
LEJITF0JI03a, [IUTPAT HATpUsL, KapOoHAT Kajbius, ¢pochar kanbims U uM nmopodHbie. [Tpumepamu
JyOpUKAHTOB SIBJISIIOTCSL  CTeapaT MarHws, Jaypuicyiabpar HaTpus, TajbK, a Takxke
MOJINATUJIEHTJIUKOINb.  [IpuMepaMu  CKOJB3SIIIMX areHTOB  SIBJIAIOTCSI  KPEMHUSI  THOKCHI
KOJUIOWIIHBIA, KpaxMaj, TajbK U TOMy mnoaoOHoe. DapmaneBThyeckas KOMIO3ULMS JIJist
MEePOPaTbHOrO, CYOJUHTBAIILHOTO, TPAaHCAEPMAJIBHOTO, BHYTPHUMBIIIEYHOTO, BHYTPHUBEHHOTO,
MOJKOKHOTO, MECTHOTO WJIM PEKTAJbHOTO BBEACHUS AaKTUBHOIO Haudaja, OAHOTO WJIH B
KOMOWHAIIMKA C JAPYTUM aKTUBHBIM HA4alioOM, MOXeT ObITb BBEIEHA JKHUBOTHBIM H JIFOASIM B
CTaHmapTHOW ¢opme BBemeHwus. lIpuromHele cTaHmapTHbIE (OPMBbI BBENEHUS BKIIFOYAIOT
nepopabHbie POopMbI, Takue Kak TabJIETKU, KaICyJibl, MeJIEThI, Ipaxke, KeIaTHHOBBIC KaTCyJIbl,
MTUJTEOJTH, TIOPOILKH, TPAHYJIbI, JKEBATEIbHBIC PE3UHKHU U MEPOPATIbHBIE PACTBOPBI UJTH CYCIICH3UU,
CyONMHTBAJIbHBIE W TPaHCOYKKaJIbHBbIE (POPMBbI BBEHACHUS, a3PO30JIH, WMIUIAHTATHI, MECTHBIE,
TpaHCAEPMaNbHbIC,  TOAKOKHBIC,  BHYTPUMBIIIEYHbIC,  BHYTPUBECHHbIC,  PEKTAJbHBIEC,

UHTPaHA3JbHbIE MJIH BHYTPUTJIA3HbIE (POPMBI BBEICHUSI.

Tepmun «(papmaneBTHUECKH NPUEMIIEMbIH» B KOHTEKCTE HACTOSINErO M300pETeHHs O3HA4aeT,
YTO JAaHHOE BELIECTBO WU KOMIIO3MLIUSA, B OTHOLIEHHWH KOTOPBIX NMPUMEHSETCS 3TOT TEPMUH,
IOJUKHBI OBITb COBMECTUMBI C TOYKH 3pPEHHS XUMHH W/HIM TOKCHUKOJOTHH C JAPYTHMHU
UHTPEIUEHTAMH, BXOSIIIIMMH B COCTaB Mperapara, U Oe30MacHbl AJIsl TOTO, KOTo JiedaT (CHUMAIOT

CUMITTOMBI) 3TUM BEIECTBOM WU KOMITO3HUIIHEHN.

«DapMalieBTUYECKU TpUeMIIeMasi COJib» B KOHTEKCTE€ HACTOSIIEr0 M300peTeHUsT O3Ha4daeT
OTHOCUTEJIbHO HETOKCHYHBIC OpPTraHWYECKHE U HEOPTraHWYECKHE COJM KHUCJIOT U OCHOBAHUM,
3aSIBJICHHBIX B HACTOSIIEM H300pPETeHHH. DTU COJIU MOTYT OBITh TIOJYYEHBI in situ B MPOLECCe

CHHTEC34, BBIACICHHA WJINM OYUCTKH COeI[I/IHeHPIfI. B YaCTHOCTH, COJIN OCHOBaHUI1 MOTyT OBITD
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NOJYYEHbl CHELUANbHO, HCXOAS W3 OYHIIEHHOTO CBOOOIHOTO OCHOBAaHHUS 3asiBIEHHOTO
COCIMHEHUs] WM TMNOAXOASAINEeH OpPraHW4YeCKOH WIH HEeOpraHu4eckon Kuciotsl. IIpumepamu
NOJYYEHHBIX TaKUM OOpa3oM COJIeH SIBIAIOTCS THUAPOXJIOPUABI, THMAPOOPOMHUABI, CYIb(aThI,
oucynbdarel, ¢ocdarel, HUTPATBHI, aleTaThl, OKCAJaThl, BajepaThbl, OJ€aThbl, MAJTbLMUTATHI,
cTeaparbl, Jlaypatrbl, OOpaTbl, OEH30aThI, JIAKTATHI, TOWJIATHI, LUTPATHL, MajeaTsl, (pyMapaTsl,
CYKLIMHATBI, TapTpPaThl, ME3WJIAThl, MAJIOHATHI, CAIWLIIATHI, MPOMUOHATHI, 3TAHCYJIb(pOHATHI,
OenzoncynbhoHaThl, cynbdamarsl u UM nmoaoOHbIe [6]. Conu 3asBIEHHBIX KUCJIOT TAK:KE MOTYT
OBITh CHELUANIbHO TIOYUEHBI peaKIie OYNIIEHHON KUCIIOTHI C MOIXOASIIIUM OCHOBAHHUEM, TIPU
5TOM MOTYT OBbITh CHHTE€3UPOBAHBI COJIM METAJIJIOB U aMUHOB. K METaIUIMIECKUM OTHOCSTCS COJIH
HATPHsI, Kausl, Kajdbluus, Oapust, [IMHKA, MAarHUS, JINTUS U ATIOMHUHUS, HAanOOJIee JKenaTeIbHbIMU
U3 KOTOPBIX SIBJISIFOTCSI COJTM HATpus U Kajws. [TonxonasmuMu HEOPraHUYeCKUMH OCHOBAHUSIMH,
U3 KOTOPBIX MOTYT OBITh IMOJTyY€HbI COJTH METAJIIOB, SIBIISTIOTCS TUAPOKCH, KapOoHaT, OukapOoHaT
U TUAPHUI HATPHsI, TMAPOKCUA W OukapOOHAT Kaius, TMOTall, THAPOKCHUA JIUTHSA, TUAPOKCHI
KaJbLMsA, TUIPOKCUI MAarHus, THAPOKCHUA LWHKA. B KadecTBe OpraHMYeCKHMX OCHOBaHUH, U3
KOTOPBIX MOTYT OBITh MOJYYEHBI COJIU 3asBJICHHBIX KHCIIOT, BBIOPAHBI AMUHBI 1 aMHUHOKHUCIIOTBI,
oOnagaromuye JOCTaTOYHOH OCHOBHOCTBIO, YTOOBI 00pa30BaTh YCTOWYHBYIO COJIb, U MPHUTOIHBIE
IUISL UCTIONIb30BAHMSI B MEIUIIMHCKHUX LelsiX. K TakuM aMMHaM OTHOCSITCS aMMHAaK, METHIIAMUH,
OVMMETWIAMUH, TPUMETHJIAMHH, 3TUJIAMUH, JIUITWIAMHUH, TPHSTWIAMHH, OCH3WIAMUH,
IOeH3UIaMUH, OULHKIOTEKCUIIAMUH, NHUIEPas3HH, STUJITHITEPUIHH,
TPUC(TUAPOKCUMETHII)aMIHOMETaH 1 ofoOHbIe M. Kpome Toro, amst coneoOpa3oBaHUs] MOTYT
OBITh HCIOJIB30BAHBI THAPOOKHUCH TETPAAIKIJIAMMOHUS, HAmpuUMep, TaKHe KakK XOJIHH,
TETPAMETHIIAMMOHHH, TETPASTHIIAMMOHUN W UM MOnoOHbIe. B KadecTBe aMHHOKHCIOT MOTYT

OBITb UCITOJIb30BaHbI OCHOBHBIE aMHUHOKHUCIIOTHI — JIM3UH, OPHUTHUH U apTUHUH.

TepMHH «JIeKapCTBEHHOE CPEACTBO» (IpenapaT) B KOHTEKCTE HACTOALIETO H300PETEHHs O3HAYAET
BEINECTBO (MJIM CMECh BEIIECTB B BHIE (PapMalleBTUYECKOH KOMIIO3ULIUHM) B BUAE TaOJIETOK,
KarcyJj, MHBEKIUH, Ma3el M IPYyrux TOTOBBIX JIEKAPCTBEHHBIX (DOpM, MpeaHAa3HAYEHHOE IS
BOCCTAHOBJICHHUS, WCIPABJICHUS WIM HM3MEHEHHs (PU3HOJOrndecknx (yHKIHMH y UeloBeKa U
KMBOTHBIX, & TaKKe IS JICYEHUS W TPOPHUIAKTHKH Ooye3HeH, NHarHOCTHKH, aHECTE3UH,

KOHTpalUCTIIUU U MPOYETo.
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Belpaxxenne «Haxomutrcs B TBepHOll ¢opMmMe» B TAHHOM KOHTEKCTE XapaKTepU3yeT
(apMarieBTHUECKHE KOMITO3ULIIMM W JICKAPCTBEHHBbIE CPEICTBAa TBEPIAOH, IUIOTHON WM BSI3KOH

KOHCHUCTCHIIUU, TIPHU 3TOM HaCTHULIbI AKTUBHO BSaHMOI[efICTBYIOT MECXKOY coboii.

Tepmun axtuBHas ¢apmaneBTudeckass cyOcranumss (ADPC) B KOHTEKCTe HACTOSILIETO
nu300peTeHrsl 03HAYAeT MPOMYKT CHUHTE3a, COAep KAIUN JIF00Oe BEINeCTBO MM CMECh BEIIECTB
CUHTETUYECKOTO HJIH HHOTO (OMOTEXHOJNOTHYECKOT0, PACTUTENBHOTO, JKUBOTHOTO, MUKPOOHOTO U
MPOYEro) MPOUCXOXKICHUS, MPEAHA3HAUYEHHbIN M MPOU3BOACTBA JIEKAPCTBEHHBIX CPEICTB,
KOTOpPBI B MpoOLieCCE€ NPOMU3BOJACTBA JIEKAPCTBEHHOIO CpEeACTBa (Ipemnapara) CTaHOBUTCA
AKTUBHBIM WHTPEIUEHTOM 3TOrO JICKAPCTBEHHOTO CpeAcTBa. Takue mpOAyKThI MpeIHA3SHAUYCHBI
IUIE TIPOSIBJICHUsT (DapMaKOJIOrMYeCKON AaKTUBHOCTH WM JApyroro mnpsiMoro 3ddexra mnpu
OUATHOCTHKE, JIeYeHHH, OOJIErYeHWH CUMNTOMOB WM NPOPUIAKTHKE OOJe3HU, WIH IS

BO3JICHUCTBHS HA CTPYKTYPY WM (PYHKIHMIO opranmsma [7].

TepMuHBI «conmepkamui», «COAEPKUT» B KOHTEKCTE HACTOSINEro M300PETeHUs] O3HAYAET, YTO
yKa3aHHble (papMalleBTUYECKHEe KOMIO3ULIMH M  JICKAPCTBEHHbIE CPEACTBA  BKJHOYAKOT

NEPECUUCICHHBIC KOMITOHCHTBI, HO HE UCKJTFOYAIOT BKIIIOUCHUEC APYTHUX KOMIIOHCHTOB.

TepmuH «3¢p(PeKTUBHOE KOIUYECTBO» B KOHTEKCTE HACTOALIETO M300PETEHHS OTHOCHTCS K
KOJIMYECTBY (papMareBTHUECKOH KOMIO3ULIMH WM JIEKaPCTBEHHOTO CPENCTBA, KOTOPOE MPHU
BBEICHUU CyOBEKTy s JiedueHUs] 3a00JeBaHUS WM IO MEHbIIEH Mepe OIHOIro W3
KJIUHUYECKUX CHMITOMOB 3a00JI€BaHMsSI WMJIM HApPYIICHHs SIBISETCS JOCTATOYHBIM IS
BO3JIEMCTBUS TaKOro JieueHHs Ha 3abojeBaHue, HapyLWeHne win cumnToM. "DddexkTuBHOE
KOJIMYECTBO" MOXET M3MEHATHhCS B 3aBUCHMOCTH OT TOro, B Kakol (opMe HaXxOmHUTCS
BEILIECTBO (Kakas ero noauMmopdHas popma, u3o0Mep, COJb U T.A.), 3a00JIeBaHUS, HAPYIICHUS
U/UIM CHMOTOMOB 3a00JIeBaHUS WJIM HAPYLIEHUS, TSDKECTH 3a00JIeBaHUs, HAPYLIEHUs W/ NN
CHMITOMOB 3a00JIeBaHMsI WM HapyIIeHHs, BO3pacTa CyObeKTa, MOIJIEXAIero JIEUEHUIO,
u/unn Beca cyObekTa, MOAJexamero JjedeHuro. Hanmexamee KONMHYECTBO B KaXKIOM
KOHKPETHOM ciiy4ae OyIeT O4YeBHUIHO CIELHUANNUCTY B JaHHOW OONACTH WIM MOXKET OBITh

ONPEACIICHO MYTEM CTAHAAPTHDBIX SKCIICPUMCHTOB.
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TepMuH «a03UPOBKa», HCHONB3YEMBbIH 371€Ch, XaPaKTEPU3YeT COMAEpPKAHUE OJHOIO WU
HECKOJIbKUX JEHCTBYIOIIHUX BELIECTB B KOJIMYECTBEHHOM BBIPAKEHHM HA €IMHMIYY O3B, WIU
enuHUIy oObeMa, WIN €IWHHUIYy MAacChl B COOTBETCTBHM C JieKapCTBEHHOH (opmoit mido mst
HEKOTOPBIX BHIOB JIGKAPCTBEHHBIX (POPM KOJHMUYECTBO BBICBOOOXKAAEMOTO U3 JIEKaPCTBEHHOMN

(hOpMBI TEHCTBYIOIIErO BEIECTBA 3a €AMHULY BPEMEHH.

TepMUH «IOPOMIOK», HCHOJIB3YEMBIA 371€Ch O3HAYAaeT COCTOSIHUE BEINECTBA, IPH KOTOPOM
TBEPAOE BEIECTBO WJIH BEIECTBA, BXOASIINE B €0 COCTAB, HAXOASATCA B CBOOOIHON TUCTIEPCHOMN
cucreMe 06e3 IUCIEPCHOHHOM Cpeibl C TUCTIEPCHOHHON (pa3oi (KpuCTaIIMUECKONH it aMop(HOIT)

B BUJIE€ TBEPABIX YACTHUL] PA3IMYHON (POPMBIL.

«Kpucranmmueckas (aza» B KOHTEKCTE HACTOSIIIEr0 N300PETeHHUS ONPEAeIsieT TPOCTPAHCTBEHHO
OIHOPOJHOE, PABHOBECHOE COCTOSIHUE BELIECTBA, XapaKTEPU3yEMOE ONPENEICHHBIM 3JIEMEHTHBIM
COCTaBOM U CTpykTypoH. Kpucrammmueckas ¢asza MoxkeT ObITh NPEACTAaBJIEHA Pa3IMYHBIMU
KPUCTAUTMYECKUMU  (OpMaMH, HUMEIOLUIUMH  OAMHAKOBBIH ~ XMMHUYECKHH  COCTaB, HO

XapaKTEePU3YIOLUMUCA Pa3IMYHBIMU CTPYKTYPOU U pa3MepOM KpUCTaJLIA.

«[Tomumop¢ras ¢opma» B KOHTEKCT€ HACTOSIIEr0 M300peTeHuss 0003HaYaeT KOHKPETHYIO
KPHUCTAJUTUYECKYIO (ha3y OHOTO XUMHUYECKOTO COEMHEHNS, OTJIMYAIOIIYIOCS OT APYTHX HAOOpOM
XapaKTEPUCTUUECKUX IMUKOB TOPOIIKOBOM PEHTTeHOBCKOH nudpakrorpammsl. [TomumopdHast
¢dopma BKJIFOHAET, B YACTHOCTH, IICEBIAONMOJUMOP(BI, TaKMe Kak TUAPATHl (HApUMep, B
KPHUCTAJTHUECKON (popMe NMPUCYTCTBYET CBA3aHHAS BOAA) M COJBBATHI (HANpPUMEp, CBSI3aHHBIE
PacTBOPUTENH, HHBIE YEM BO/Ia) OHOTO U TOTO K€ COeNMHEHMsI. TakuM o0pa3zom, nosuMopQHble
(GOpMBI O HACTOAMEMY H300PETEHHUIO MPEACTABISIOT COOOW pa3UYHbIE KPHUCTAJUTMYECKUE
(bopMBI, UMEIOIINE OHY U Ty K€ CTPYKTYPHYIO (opMyIry, HO IIPU 3TOM Kaxkaas noJauMopgHas
dopma MokeT 00manaTh pPasTUYHBIMU (PU3UKO-XUMHUYECKUMH CBoWcTBaMH. IlosTOMy oOmHO
COEAMHEHUE MOXET CYIECTBOBATh B PA3JIMYHBIX MONUMOPPHBIX Popmax, Kakaas U3 KOTOPbIX
UMEeT pas3NIMuHble W OTJIIMYHBIE OT JPYIMX CBOWCTBA, TaKWe KaKk NPOQHIb PacTBOPHUMOCTH,
TUTPOCKOIIUYHOCTh, (OpMa dYacTUL, CTa0WJIBHOCTb, OHOMOCTYNMHOCTb, 3JEKTPU3YEMOCTb,
CBIYy4YeCTb, MPECCYyeMOCTh U TMpOYHMe, M XapaKTePH3yeTCs ONpeneJIeHHbIM HaOopoM

XapaKTEPUCTUUECKUX MTUKOB IMOPOIIKOBON PEHTTEHOBCKON AU(PPAKTOrPAMMBI.
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Tepmun "amopdHas asza" B KOHTEKCTE HACTOSIIIEr0 N300PETEHUs] O3HAYAET TBEPAOE BEIIECTBO,
KOTOpOe He 00JNajaeT pasIMYNMOM KPHUCTAJUIMUECKON PELIeTKOH, U B KOTOPOM OTCYTCTBYET
HEOTPAaHUYCHHO TMOBTOPAKOLIAACA Ha OOJIBIIHAX PacCTOAHUAX YHNOPAAOUCHHOCTh BO B3aMMHOM
pAcCTIONIO’KEHUN MOJIEKYJI B BEINECTBE, MpHCyInas Kpucrauiam. B wactHocTH, amopdHOM
Ha3bIBAKOT (Da3y, KOTOpas XapakTepH3yeTCs Pa3MbITBIM MaKCUMyMOM (Tajio) W TIOYTH He
JIEMOHCTPHUPYET PE3KHX NMHKOB HA PEHTTEHOBCKOW AU(PpaKTOrpaMMe, OIHAKO MPH HEKOTOPBIX

HU3MCPCHUAX Ha (1)0He Pa3MbITOIO MaKCUMyMa MOTYT BbIABJIATHCA Pa3JIMIUMbIC MTAKH.

«ITopormkoBast peHTreHOBCKas TUPPAKLHST» - 3TO AHATUTHYECKUI METO], C MOMOIIBIO KOTOPOTO
U3MEPSIIOT 1 OTPENEIISIIOT YIUIbI CBA3EH M PACCTOSHUS B KPUCTAJUIMIECKHUX BEIIECTBAX, UCIIONb3Ys
IupakIu0 PEHTTEHOBCKOTO M3iydeHus. [lopomkoBast peHTIeHOBCKas AU(paKLUs SBISETCS
3¢ EKTUBHBIM UHCTPYMEHTOM I UACHTU(DHUKALMH PA3JIMYHbIX KPUCTAIMYECKUX (a3 3a cueT

WX YHUKaJbHBIX AU(paKTOrpamMm.

Tepmun "3HaueHue 2 Teta", win 26", OTHOCUTCS K IO3UIIUH MTHKA HA OCHOBE SKCIIEPUMEHTAIbHON
HACTPOMKHM H3KCIEpUMEHTa N0 AU(paKkiuu pPEeHTTEHOBCKUX JIydell U MpencTaBiisieT coOou
OOIIETPUHATYIO €OUHUITY TI0 OCU a0CUIUCC HA MU(PAKIIMOHHBIX KapTUHAX. DKCIEPUMEHTATbHAS
HACTpoOiiKa TpedyeT, 4To, eClii OTpaskeHHue TUQparupyeTcsi, Korna BXOAAIMUN J1yd 00pasyeT yroj
TeTa (6) ¢ onpeaeneHHON MIIOCKOCThIO PeLIeTKH, OTPaKeHHBIN JIyd 3aMUChIBAIOT MPHU yrie 2 TeTa

(29).

TepMUH «pa3MbITBIIT MAKCUMYM» (TaJi0) B KOHTEKCTE HACTOSIIEr0 U300PETEeHHUST XapaKTePH3yeT

MOPOIIKOBYK) PEHTTeHOrpaMMy aMOpP(HOrO BEIIECTRA.

TepMuUH «pPEHTreHOBCKass IUIOTHOCTb BEIECTBA» XapaKTEPU3yeT IUIOTHOCTb BELIECTBA,
PACCYMTAHHYIO IPH TOMOIIM PEHTTeHOrpau4Ieckoro HCCIENOBaHUSA. JTa TaK Ha3blBaeMast
peHTreHorpaduueckasl TIOTHOCTh HE 3aBHCHT OT HAPYLUICHWH KPUCTAJUIMYECKOH CTPYKTYpPBI

PE€aTBHOIO BEIICCTRA.

TepMI/IH «IMUKHOMETPUUICCKAA IUIOTHOCTH BCIICCTBA» B KOHTCKCTC HACTOALICTO I/1306peTeHI/I$I

NpPEeACTaBIsieT COOOM TIUIOTHOCTh BEINECTBA, OMpPEAENIEMYI0 IyTeM HW3MEpeHus obObema,
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3aHMMAEMOT0 U3BECTHON MacCON MOPOIIKOOOPA3HOTO BELIECTBA, KOTOPbIH SKBUBAJIEHTEH 00beMy

rasa Wwin >XUAKOCTH, BBITCCHEHHOTI'O BEIICCTBOM, OIIPCACTLHICMOMY C IIOMOLIBIO MUKHOMETPA.

TepMuH «ynenpHAas IUIOLIAb MOBEPXHOCTH BEIIECTBA» O0O3HAYAET CYMMApHYIO NMOBEPXHOCTh

BCEX YaCTHUL U3MEJIBUCHHOIO BEIECCTBA, PA3ACIICHHYIO Ha €0 MacCcCy.

TepMuH «cpenHuil MeOWAHHBIA pa3Mep YacTUL» B KOHTEKCTE HACTOALIET0 H300pETeHUs
OTHOCHUTCSI K YACTHOMY OT JI€JIEHUs] CyMMbl U3MEPEHUN MEeIMaHHOTO pa3Mepa BCEX U3MEPEHHBIX
U3MEPUMBIX YaCTHUI] Ha O0IIee YUCIO U3MEPEHHBIX YacTULl. «MeanaHHbIH pa3Mep 4acTUI» NpU
3TOM 0003HaudaeT, uTo npuMepHO 50% BceX M3MEPUMBIX U3MEPEHHBIX HaCTHLl UMEIOT pasMmep,
MEHBIIUN YKa3aHHOTO 3HAYEHHUS MEAUAHHOTO pa3Mepa 4acTul, W 4uTto npumepHo S0% Bcex
U3MEPUMBIX HM3MEPEHHBIX YaCTHUI[ HMEIT pa3Mep OOJbIINH, YeM YyKa3aHHOE 3Ha4YeHUe

MCAUAaHHOI'O pasMepa 4aCTul.

Hcnonp3yeMslil B TEKCTE TEPMUH 'TIPUMEPHO" 0003HAYaeT MPUOTU3UTENBHO IUIIOC MM MHHYC

ACCATHb MPOLUECHTOB OT YKasaHHOfI BCJIMYHHBI.

TepMmuH «mpuMecH» B KOHTEKCTE HACTOSINEro M300peTeHMs NMPeACTaBiIseT cOOON MOKa3aTesb
KadecTBa  (apMaLeBTHUECKON  CyOCTaHIMM,  XapakTepH3YIOIIMH  cOomeplkaHHe B
bapmManeBTHUECKON CYOCTAHIMU AOMYCTHMBIX NMPUMECEH, MONaBIINX B CYOCTAHIIMIO B MpoIiecce
€e CHHTe3a, KaK NPOM3BOACTBEHHBIX, TAK U POACTBEHHBIX, a TaKke OOpa3yroIUXCcs B XOHIE €
Aerpajaiiy MPH XPAHEHWU W BBIPAKAIOIIMICSA B MpPOLEHTax. MCTOUHMKOM mpumeceld MOTyT
SBIIATBCSL  MCIIONIB3yeMble B CHHTE3€ MCXOAHBIX BEIIECTB PEAKTHUBBL, KaTaJIN3aTOPHI,
TEXHOJIOTUYeCKOe O00OpyJOBaHHE, OCTaTku (DHIBTPYIOIIMX MAaTepHalOB, HEJOCTATOYHO

OYHIIIEHHOE HCXOIHOE ChIPhE, NCTIONB3YIOLINECs I CHHTEe3a (papMaLeBTUIeCKUX CyOCTaHLUI.

IlocTraBneHHas 3agada pewiaercs, a 3asBJICHHBI TEXHUYECKUN pPE3yNbTaT JOCTUIAETCA
NOoJy4eHHeM HOBOW mnoguMmopduON  QopMmbl  4-aMUHONMpPHIOWHA, OXapaKTEPH30BAHHON
MOCPEACTBOM ITOPOIIKOBON PEHTTEHOrPaMMBbl, UMerIel Tu(pakInOHHbIE MAKCHMYMbI IMHKOB

npu 3HadeHus1x 20 (+ 0,2°), cocrapmsromux: 17,5°, 21,7°, 24,9°.
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OnHuM 13 BapuaHTOB sBIsieTCA NoauMopdHas Gopma 4-aMUHOTIMPHINHA, OXapaKTEPU30BAHHASL
MOCPEACTBOM ITOPOIIKOBON PEHTTEHOrPaMMBbl, UMerIel Tu(pakInOHHbIE MAKCHMYMbI IMHKOB

npu 3HaYeHus1x 20, cocrasmsromux: 17,5°, 21,7°,24,9°, 25,2°.

IlocTaBneHHas 3ajgada pelnaeTcsl, a 3asBJCHHBIN TEXHUYECKUN PEe3ysbTaT TAKXKE JOCTUIAETCA
NOoJy4eHHeM HOBOW mnoguMmopduON  QopMmbl  4-aMUHONMpPHIOWHA, OXapaKTEPH30BAHHON
MOCPEACTBOM ITOPOIIKOBON PEHTTEHOrPaMMBbl, UMerIel Tu(pakInOHHbIE MAKCHMYMbI IMHKOB

npu 3HadeHus1x 20 (+ 0,2°), cocrapmsromux: 25,5°, 27,3°, 28,5°.

OnHuM 13 BapuaHTOB sBIsieTCA NoauMopdHas Gopma 4-aMUHOTIMPHINHA, OXapaKTEPU30BAHHASL
MOCPEACTBOM ITOPOIIKOBON PEHTTEHOrPaMMBbl, UMerIel Tu(pakInOHHbIE MAKCHMYMbI IMHKOB

npu 3HaYeHus1x 20, cocrapmstomux: 25,2°, 25,5°, 27,3, 28,5°.

[Monmumopdubie GopMbI 4-aMHHOTTUPHUINHA COTJIACHO HACTOSAILIEMY M300PETEHUI0 MOTYT OBITh B
dbopMe WHAMBHIYAJbHOTO TOaUMOpda WIM CMECH IBYyX WIH Ooyiee mNOIuMOphOB NpHU

HUCITOJIBb30OBAHHNH.

B pamkax Hacrosimero m3oOpereHuss nonuMopdHbie (GopMbl 4-aMHHOMUPUANHA MOTYT OBITH
NOJYYEHbI PAa3IMIHBIMI METOIAMH, BKJIFOYAs KPUCTAJUIM3ALMIO WK MEPEKPUCTATH3ALUIO U3
NOAXOALIEr0 PACTBOPUTENS, KPUCTAJUIM3ALMIO M3 CBEPXKPUTHUYECKOW IKHIKOCTH, METO[
pacHbUIEHHOHN CyIIKH, CyONMMAaLUI0, 3aMEHY pPacTBOPHUTENs, TBepAO(da3HOE INpPEBpalleHHe U3
apyroi ¢asel, U TA. MeToapl KPUCTAJUIM3ALUN WIH MEPEKPUCTAIUIN3ALNHN BELIECTB U3 CMECH
pacTBopuTeNell BKIIOYAIOT: pe3KOoe IOHIDKEHHE TEeMIepaTypbl CMECH pacTBOPUTENEH,
BBINIAPUBAHUE PACTBOPHUTENEH, NOOABIEHHWE AaHTUPACTBOPUTENS K CMECH pPacCTBOPHUTENEH,
BHECEHHE 3aTPaBKH B MEPEHACHIIEHHYIO CUCTEMY, JTUO(PIIN3ALNI0 CMECH PACTBOPUTENEH, U TA.
B dacTHOCTH, TpM W3MEHEHWHM YCJIOBUH KpUCTAJUIM3ALUMH (TeMIepaTypa, IaBJCHHE,
pacTBOpHUTENb, KOHIEHTpPAIMs, CKOPOCTb KPUCTAJUIM3AIMU, oOpa3oBaHME  3apOjbILIei
KPHUCTAJUTU3ALMH, TPUCYTCTBHE MPUMECEH M MX KOHLEHTPAaUHs M T.II.) MOTYT OOpa3OBBIBATHCS

pa3nnuHble ToNuMOp¢HbIE POPMBI HIIH CONBBATHI 4-aMHUHOIMPUANHA.
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IlocTraBneHHas 3amada peliaercs, a 3asABJICHHBIA TEXHUYECKUN PE3YJIbTAT TAKKE NOCTHUIaeTCs
CO3MaHMeM aKTHUBHOW (hapmaneBTHUecKolW cyOcTaHuu 4-aMUHONHMPUANHA, COAepKainei

BBILIEYTIOMSIHY ThIe MOJUMOp(dHBIE HOPMBI 4-aMUHOTTMPHINHA WIIH UX CMECh, & TAKIKE TPUMECH.

Bonee npeanodTuTeNnbHOMN SABISIETCS aKTUBHAS (PapMalieBTHUECKasi CyOCTaHLIs, TI€ YIIOMSIHY Tast

bapmareBTHUECKast CYOCTAHIMS HAXOIUTCS B (POpME TOPOIIKA.

bonee mpenmouTHTENHHON ~SBNSETCS aKTHBHAs (papManeBTUYecKas CyOCTaHLWsI, Tne

PEHTTeHOBCKas TINIOTHOCTh YIIOMSIHYTO# cybcTanmuu coctasnser 1.301 r/em’ (+ 0,2 r/evd).

bonee mpenmouTHTENHHON ~SBNSETCS aKTHBHAs (papManeBTUYecKas CyOCTaHLWsI, Tne

MMKHOMETPUYECKas TIIOTHOCTD YIOMSHYTOMH cy6cTanmuu cocTasnser 1.265 r/em’ (+ 0,05 r/em?).

Bbonee mpenmouTHTENbHON SIBIISETCS aKTHBHAs (papManeBTUYecKas CyOCTaHLUs, Iie yAeJIbHas
IUTOIA/Ib IOBEPXHOCTH YIIOMSIHYTOH aKTUBHOM (papmMarieBTHIeckor cybctanmu coctasiser 0,65

+0,06 M2/T.

Bbonee mpennoyTuTeNnbHON SIBISETCS aKTUBHAs (papMalieBTUYeCKas CyOCTaHLMsI, TAE CPEeIXHUM

MeauaHHbIi pasmep vactul d (0,9) cocrasmsier 25-150 Mrm.

Bbonee npennodTuTeNnpHON SBIIACTCS aKTHBHAS (hapMalleBTHUECKast CyOCTaHIMs, Te COAEpIKaHue

npuMmecH B Buze xkenesa cocrasisier 0,00004 — 0,0009 macc %.

Bbonee npennodTuTeNnpHON SBIIACTCS aKTHBHAS (hapMalleBTHUECKast CyOCTaHIMs, Te COAEpIKaHue

npumecHu B Bune Maraus coctasisier 0,000008 — 0,0002 macc %.

ITocraBneHHas 3ajada pellaeTcs, a 3asBJICHHBIM TEXHUYECKUM pe3ynbTaT Takke AOCTUIraeTcs

NOJIy4eHHEM HOBOH aMOop(HOH (a3bl 4-aMUHONHPUIHNHA.

bonee mpennoururenbHOR sBiseTcs amopdHas ¢aza 4-aMHHONMPUAMHA, TAE YIOMSHYTAs

amop¢Has ¢asa oxapakTepru3oBaHa Ha TIOPOIIKOBOH PEHTTEHOTPAMME Pa3MbITBIM MAaKCHMYMOM.
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B oxHOM w3 BapuaHTOB aMopdHas ¢asza, OXapakTepU30BaHA HA MOPOLIKOBOIH pEHTreHOrpaMme
Pa3sMBITBIM MaKCHMyMOM, TI7l€ Pa3MbITbIA MAaKCHMyM IMpPEACTaBisieM COOOH COBOKYITHOCTH

HECKOJIBKHX Pa3MbIThIX MAKCUMYMOB.

OnuuMm u3 BapmaHTOB amopdHas ¢a3a, oxapakTepHU3OBaHA Ha IMOPOLIKOBOH PEHTT€HOTpPaMMe
COBOKYITHOCTBIO Pa3MbITOTO MakCUMyMa UM NMUKOB INpH CleAyroLmx yriaax 20, © (x 0,2°): 16,5°,

22,5°,34,5°.

ITocraBieHHas 3amavya pernaercs, a 3asBJICHHBIM TEXHHYECKHH PE3yJbTaT TaKKe JOCTUTAETCS
co3maHreM (papMareBTUYECKOH KOMIIO3HMLIMK, NPEAHA3HAYEHHON M1 CHMITOMAaTHYECKOTrO
JeUeHUsT HapyIIeHWH XoAapObl y TMalUeHTa C PacCessHHbIM CKJIEpO30M, COAepiKalieid B
3¢ (PEKTUBHOM KOJHYECTBE BBIMEYITOMSHYThIE NOJUMOP(HYIO (opMy 4-aMUHONMPHIUHA HIIH
aKTUBHYIO (papMalleBTHUECKYIO CyOcTaHLMIO, Wiu amopdHyo (asy 4-aMUHONUPUAMHA, H, TIO

MeHbIIIeH Mepe, ONUH (hapMarleBTHUECKH MPUEMIIEMbIA SKCIUTAEHT.

Bbonee mpeamodTUTENbHBIM SBIAETCS (hapMaLEBTHUECKAsT KOMITO3ULHS, 1€ BBILIICYTIOMSHYTOE
CHUMITTOMATHYECKOE JICUeHHE HAPYLUICHUH XOAbOBI Y MALMEHTa C PACCETHHBIM CKJIEPO30M B TOM
YHCIe TPEACTaBIsieT COOOW yIydIIeHHEe IBUTATENbHON (PYHKLMU MALUEHTa C PACCETHHBIM
CKJIEPO30M W/WJIN yJyYIIEHHEe CKOPOCTH XONbOBI Y MALMEHTa C PACCESTHHBIM CKJIEPO30OM W/WIN
KOPPEKLMI0 HAPYIIEHWH XOAbObl y TAalUEeHTa C pPAacCesiHHBIM  CKJIEPO3OM  W/WIHU
CUMITOMAaTHYECKOE JIeueHHEe HApYLIEeHUH NOXOAKU Y MalleHTa C PacCesTHHBIM CKJIEPO30M U/UIIN

CUMIITOMATUYCCKOC YIIYULICHUC XOI[I:;6I:;I Y NaUEHTOB € PACCCAHHBIM CKIICPO30M.

boiee HpeHHOqTHTeHbHOﬁ ABJIACTCA (I)apMaLIeBTI/ILIeCKaﬂ KOMIIO3UlUsA, TAE€ YIOMAHYTAasA

bapmarieBTHUECKasT KOMITO3ULHMSL HAXOIUTCS B TBEPAOH hopMe.

boiee HpeI[HO"ITPITeJIbHOfI ABJIACTCA (I)apMaLIeBTI/ILIeCKaH KOMIIO3UILUA, A€ YACIbHAA IUIOLIadb

TIOBEPXHOCTH yHOMAHYTO#H (hapMalieBTHIeCcKOi KoMIo3uuu coctasnseT 0,68 +0,06 M>/r.

boiee HpeHHOqTHTeHbHOﬁ ABJIACTCA (I)apMaL[eBTI/ILIeCKaﬂ KOMIIO3ulMsA, A€ MUKHOMETPUYICCKAA

TJIOTHOCTh YIIOMSIHYTOH KOMIIO3HIMH cocTasiser 1.263 r/em’ (+ 0,05 r/em?).
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q)apMaLIeBTI/ILIeCKI/Ie KOMITO3ULINH 110 HaCTOALIEMY I/1306peTeHI/II-O MOTyT BKJIFOYAaTb
(I)apMaLIeBTI/ILIeCKI/I MNPpUEMIIEMBbIC OKCHHITHUCHTBI ((I)apMaLIeBTI/ILIeCKI/I MNPpUEMIIEMBbIC
BCIIOMOI'aTCJIbHBIC BeH_IeCTBa). CDapMaueBTquCKaﬂ KOMMO3ULUA Hapsaay C I[efICTBYIOLHHM
BEIIECTBOM IO HACTOALIEMY I/1306peTeHI/II-O MOKET BKJIIOYAaTb U APYTUEC aKTUBHBIC CY6CTaHLII/II/I, B
TOM YHUCJIC O6J'IaI[aI'OH.II/Ie AKTUBHOCTBIO, IIPHU YCJIOBHUU, UTO OHH HE BBI3BIBAOT HEXKEJIATCIIbHBIX

s¢dexToB.

IIpy HEOOXOOMMOCTH HWCHOJB30BaHUS (PapPMALIEBTHUECKON KOMITO3MLMH IO HACTOSIIEMY
U300pETEHNI0O B KJIMHUYECKOM TMPAaKTHKE OHA MOXKET CMELIMBATBCA C TPAJULHUOHHBIMU

(bapMareBTHUECKUMU HOCUTEIISIMHU.

@dapMalleBTUUYECKH  TNpUeMIIeMble  BCIIOMOTaTejbHble  BELIEeCTBAa,  MCIOJb3yeMble B
(apManeBTHYECKUX KOMIIO3HLMAX [0 HACTOALIEMY H300PETEHHIO0, MPEACTABISIOT COOOU
CIEAYIOIINE BEINECTBA, KOTOPbIE MPHUMEHSIOTCS B cdepe ¢PapMaleBTHKH Uil MOJyYEHUS
pacnpocTpaHeHHbIX ()OPM, B YaCTHOCTH (HE OTPaHUYHMBAsCh YKAa3aHHBIM). B NEPOPAJbHBIX
dopmMax HCMONMB3YIOTCS CBSI3YIOIUE BEILIECTBA, CMA3bIBAIOIIUE AreHThI, JEe3HHTErPaTOpPHI,
pactBopuTenu, pa3daBuTeNy, CTAOMIN3AaTOPBI, CYCIIEHANPYIOLIIE areHThbl, KOPPUTEHTHI BKYCa; B
dopmax ST WHBEKIMH HCIOJNB3YVIOTCS  AHTHCENTHYECKHWE AareHThl, CONMOOMIM3ATOPHI,
CTa0MIIN3aTOPBI; B MECTHBIX (POPMAax HCIIONB3YIOTCS OCHOBBI, Pa30aBHUTENH, CMa3bIBAIOIINE

AI'€HThI, aHTUCCIITUYCCKUE aI'€HTHI.

dapManeBTHUECKYI0 KOMITO3ULIMIO, COAEPIKAINYI0 HOBbIe MTOJUMOpPdBI U aMopdHyIO da3sy 4-
AMUHOMUPUANHA TIO HACTOSLIEMY H300pETEHHIO, MOYKHO BBOIUTH (HE OrPaHUYUBAACH
YKa3aHHbIM)  MOCPEACTBOM  MEPOPAJbHOrO,  MNAPEHTEPANIBHOrO,  HHIAJISALUOHHOTO,
PEKTaJIbHOTO, WJIM MECTHOTO BBEIEHUS CYOBEKTY, KOTOPBIM HYXAAETCS B JICUCHUH HIIU
YMEHBIICHUH KJIWHUYECKUX CUMIITOMOB. /[ mepopanbHOro BBeneHHUS (papMaleBTHUECKas
KOMITO3UIUSI TI0 HACTOSALIEMY H300PETEeHUI0 MOXKET MPEeACTaBJATh COOOH CTaHIapTHBIN
COCTaB B BHUJI€ TBEPAOH JIEKAapCTBEHHON (POPMBI, TAKOH Kak (HE OrpaHNYHMBAsACH YKA3aHHBIM)
TaOJETKH, TPAHYJIbI, TIOPOLIOK, KAICYJIbl, )KEBATEJIbHBIE KAIICYJIbl U T.II., JKHAKHUH Mpernapar,
TakoON Kak (He OrpaHUYMBAasACh yKa3aHHbIM) BOAHAs WJIM MacjsHas CyCIEH3HUs, TaKhe Kak
CUPOII, pacTBOP WM T.II.. JJIst mapeHTepaIbHOTO BBeAEHU (papMaleBTHIECKast KOMITO3HIIHIS

MO HACTOSIIEMY U300PETEHUIO MOKET MPECTABIATh COOOH (HEe OrpaHUYUBASCH YKA3aHHBIM)
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BOJHBIA PacTBOP, MACJISTHON KOHIEHTPAT, JUO(PUIN3UPOBAHHBINA MOPOIIOK MK nogodHoe. B
KauecTBE HEOTrPAHMYUBAIOIIETO MPUMEpPa MPEANOUTUTENBHBIH COCTaB (papMaleBTHUYECKOH
KOMITO3UIIMU [0 HACTOSIIEMY H300peTeHUI0 BbIOpaH U3 TabJIeTKH, TMOKPBITOH 00O0NOYKOMN

TaOJETKH WIJIH KaICyJIbl.

B HekoTOpBhIX BapHaHTaxX OCYLIECTBJICHHUS (apMaleBTUUECKYI0 KOMIIO3HMLIHIO COTJIACHO
HACTOSIIIEMY H300PETEHHUI0 MOJKHO MOJYYUTh C IMOMOIIBI H3BECTHBIX OOIIENPUHSATHIX

cnocodoB B obnactu papMaLeBTHKH.

Josuposka monuMopdHOH GhopMbl 1 aMOp(HHOH (a3bl 4-aMUHOMUPHUINHA COTIIACHO HACTOSIIIEMY
U300pETEHNI0, MPH WCMOJIH30BAHUM B KAauyeCTBE AaKTUBHOTO WHIPEIUEHTA (HEeHCTBYIOIIETO
BEIIECTBA), HaxoAUTCs B auarnazone ot 0,01 mr go 500 wmr, npeanoururensHo ot 0,1 mr no 100

MI'.

IMocraBneHHasi 3amadya pemraercs, a 3asBICHHBbIA TEXHUYECKUH Pe3yJIbTaT JOCTUTAETCS TaKKe
CO3/TaHUEM JIEKAPCTBEHHOTO CPEICTBA JJIsi CUMITOMATHYECKOTO JICUSHUS] HAPYIISCHUH XOIbOBI Y
MAIMeHTa ¢ PACCESTHHBIM CKJIEPO30M, comep:kamero B 3Q(QeKTHBHOM KOJIHYECTBE YIOMSHYTHIE
noumMopHy0 Gopmy 4-aMUHOMUPUANHA WITH AKTUBHYIO (DapMalieBTUYECKYIO CyOCTaHIUIO, HITH
amopdHyo ¢asy 4-aMHHONUpPHIUHA, WK (PapMalEBTHUECKYIO KOMIIO3HIIMIO TIO HACTOSIIEMY

HU300pETEHHIO.

bonee mnpennOYTUTENBHBIM SBJISIETCSl JIGKAPCTBEHHOE CPEACTBO, T[A€ BBIMIEYNOMSHYTOE
CHUMITTOMATHYECKOE JICUeHHE HAPYLUICHUH XOAbOBI Y MALMEHTa C PACCETHHBIM CKJIEPO30M B TOM
YHCIe TPEACTaBIsieT COOOW yIydIIeHHEe IBUTATENbHON (PYHKLMU MALUEHTa C PACCETHHBIM
CKJIEPO30M W/WJIN yJyYIIEHHEe CKOPOCTH XONbOBI Y MALMEHTa C PACCESTHHBIM CKJIEPO30OM W/WIN
KOPPEKLMI0 HAPYIIEHWH XOAbObl y TAalUEeHTa C pPAacCesiHHBIM  CKJIEPO3OM  W/WIHU
CUMITOMAaTHYECKOE JIeueHHEe HApYLIEeHUH NOXOAKU Y MalleHTa C PacCesTHHBIM CKJIEPO30M U/UIIN

CUMIITOMATUYCCKOC YIIYULICHUC XOI[I:;6I:;I Y NaUEHTOB € PACCCAHHBIM CKIICPO30M.

boiee NpEATIOYTUTEIIbHBIM SABJIACTCA JICKAPCTBCHHOC CPEACTBO, 1€ YIIOMAHYTOEC JICKAPCTBEHHOC

CPEACTBO HAXOAUTCS B TBEPAOH popme.
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JlekapcTBeHHbIe (POPMBI MO HACTOSIIIEMY HM300PETEHHIO BKJIIOYAIOT, HO HE OTPAHHYHBAIOTCS
yKa3aHHbIM, TAOJETKH, B YAaCTHOCTH, OYKKaJbHbIE TaONeTKH, mwumydne TabJeTku, TabJeTKwu,
MOKPBIThIE ODOJIOUKOH, TabNeTKH ¢ 3aMeNJIEHHbIM/ MPOJIOHTHPOBAHHBIM/MOIUDULIHPOBAHHBIM
BBICBOOOXKIEHHEM, OOBIYHBIE TaONEeTKH, TaONETKH C KOHTPOJIHPYEMBIM BBICBOOOXKIEHHEM,
OUCTIEpTHpPyeMble B TMOJIOCTH pra TabNeTku, JTHO(WIN3UPOBAHHBIE OBICTPOPACTBOPUMBIC
TaOJNeTKN W T.IL.; KAmCyJbl, TAKWE KaK TBEPIbIE KAICYJbl, MATKHE KaICYJIbl, KEIATHHOBBIC
KarcyJibl ¥ T.M., TIOPOILIKU JJIsl WHBEKIUH, Takue Kak JHO(UIN3UPOBAHHBIC TMOPOIIKH JIJis
UHBEKIUH, OObIYHbIE TIOPOLIKA Il HWHBEKIUH U TIL.; PacTBOPBL, adPO30JH, CIpEH,
TpaHCIepPMaJIbHbIE JIEKAPCTBEHHBIE CPENCTBA, HATPUMED, TUIACTBIPH, TPAHYJIbI, CYIIIO3UTOPUHU H

ApyTHUe JeKapCTBEHHbIE (POPMBI.

JlekapCTBEHHBIE CPEACTBA MO HACTOSILIEMY M300PETEHHIO MOTYT BBOIUTHCS (HE OrPaHUYMBAsCH
yYKa3aHHBIM) TE€POPaJIbHO, NAPEHTEPATbHO, WHTAALMOHHO, ITOAKOXHO, BHYTPHUOPIOLIMHHO,
MECTHO, PEeKTaJbHO. TepameBTHUECKas MO3UPOBKA JIEKAPCTBEHHOI'O CPENCTBA, CONEpPIKAIlero
HOBble monuMopdHble (GopMmbl wiu amopdHyro ¢asy 4-aMUHONMUPUANHA, WIH AKTHBHYIO
(apMaleBTHUECKYIO0 CYOCTaHIMIO, WIH (PApMALEBTHYECKYK) KOMIIO3HLUIO TO HACTOSIIEMY
u300peTeHni0  Miau  (PapMaLeBTHUECKOH KOMIO3MLMHU JUIsI CHUMIOTOMAaTUYECKOTO JICYCHUS
HapyLIeHUH X0b0bI y MAIIEeHTa C PACCESTHHBIM CKJIEPO30M, KOTOPAasi COAEPIKUT B TEPANIEBTHUECKH
3¢ EKTHBHOM KOJHYeCTBE HOBbIE OMMMOP(HbIE GopMbl 1 amopdHYIO a3y 4-aMUHOTUPUINHA
[0 HACTOSIIIEMY M300pPETeHHIO, y MALMEHTOB MOXKET KOPPEKTHUPOBATHCS B 3aBHCHUMOCTU OT
TepaneBTHUeCKO 3h(PeKTHBHOCTH M OMOJOCTYIMHOCTH aKTUBHBIX MHTPEIHUEHTOB B OpPTraHU3ME,
CKOPOCTH MX OOMEHa M BBIBEACHHUS M3 OPTaHU3MA, a TAK)XKE B 3aBUCUMOCTH OT BO3pacTa, moja u

CTaauu 3a00JieBaHUs MTALUEHTA.

IIpenmeToM HACTOSIIETO HW300PETEHHs] TaK)Ke SBISIETCS MPUMEHEHHE BbIIIEYITOMSIHYTHIX
noJUMOP(PHBIX (HOpM 4-aMUHOTTMPUINHA IJI1 CAMIITOMATHYECKOTO JISYEHHs] HAPYIIEHUH XOIbOBI

Y nalueHTa ¢ paCCE€AHHbIM CKIIEPO30M.

Bonee mpennouTHTENBHBIM SIBISIETCS NMPUMEHEHHE BbIIEYKAa3aHHbIX NOIMMOPGHBIX (opm 4-
AMHHONMPHUIMHA, TAE BBILIEYNOMSHYTOE CHMITOMATHYECKOE JICUEHUE HApYIIEHUH XOABOBbI Y
MALUEHTAa C PACCESTHHBIM CKJIEPO30M B TOM YHUCIIE MIPEACTABISIET COOOH yIyUIIeHHE ABUraTeIbHON

(I)YHKL[I/II/I nanueHTa ¢ paCCCAHHBIM CKICPO30M W/ uau YJIYUHICHUE CKOPOCTHU XOI[I:;6I:>I Y nanueHTa
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C PacCesTHHBIM CKJIEPO30M H/MIIM KOPPEKLHI0 HApYLIEHUH XOAbOBl y MALIMEHTa C PacCesTHHBIM
CKJIEPO30M W/WJIM CUMITOMAaTUYECKOE JIeHeHNe HapyIIeHUH MOXOAKH y MallMeHTa C PaCCesHHbIM
CKJIEPO30OM W/MJIM CHUMINTOMATHYECKOE YIyULIEHHE XOAbObl Yy TMAIMEeHTOB C PacCESHHBIM

CKJIEPO30OM.

[IpenmeToM HacToOsIIEero W300pETEHHsT TaKXKe SIBJISETCS IPUMEHEHHE BBIIIEYKA3aHHBIX
noauMOp(HbIX  GopM  4-aMHUHOMPHUIWHA ISl TIOJyYEHHUs] BBIIEYTIOMSHYTBIX aKTUBHOMN
bapmaneBTHUECKOH CyOCTaHUIMU WM (PapMaLEBTUYECKOH KOMITO3ULIMH, WJIH JIEKAPCTBEHHOTO

CpencTaa.

[IpenmeToMm HacTOSIIErO H300PETEHHSI TAKXKE SIBJISIETCS IPUMEHEHHE BBILIEYKa3aHHOW aMOp(HOM
(a3l 4-aMHHONIMPUANHA IJIS TIOJTyUEHHs BBIIIEYIIOMSHYTHIX (papMarleBTUIECKOH KOMITO3HLIUU

WJIK JICKaAPCTBCHHOI'O CPECACTRBA.

[IpenmeToMm HacTOSIIErO H300PETEHHSI TAKXKE SIBJISIETCS IPUMEHEHHE BBILIEYKa3aHHOW aMOp(HOM
¢a3bl 4-aMUHOUPUANHA JJIS1 CHMIITOMATHYECKOTO JICUSHHsI HApYIIEHUH XOap0bl Y MalUeHTa ¢

pPacCEAHHbIM CKIIEPO30M.

Bonee mnpenmouTUTENbHBIM SIBISIETCS TPUMEHEHHWE BBILNIEYKa3aHHOW amopdHoil a3l 4-
AMHHONMPHUIMHA, TAE BBILIEYNOMSHYTOE CHMITOMATHYECKOE JICUEHUE HApYIIEHUH XOABOBbI Y
MALUEHTAa C PACCESTHHBIM CKJIEPO30M B TOM YHUCIIE MIPEACTABISIET COOOH yIyUIIeHHE ABUraTeIbHON
(YHKLMHU MAIMEeHTa C PACCETHHBIM CKJIEPO30M H/HITH YIyYIIEHHE CKOPOCTH XOIbOBI Y MalUeHTa
C PacCesTHHBIM CKJIEPO30M H/MIIM KOPPEKLHI0 HApYLIEHUH XOAbOBl y MALIMEHTa C PacCesTHHBIM
CKJIEPO30M W/WJIM CUMITOMAaTUYECKOE JIeHeHNe HapyIIeHUH MOXOAKH y MallMeHTa C PaCCesHHbIM
CKJIEPO30OM W/MJIM CHUMINTOMATHYECKOE YIyULIEHHE XOAbObl Yy TMAIMEeHTOB C PacCESHHBIM

CKJIEPO30OM.

Hacrosmee I/1306peTeHI/Ie AOMOJIHUTCIBHO TMOACHACTCA, HO HE OrpaHUYMBACTCA CICAYHOUIUMU

npuMepamMH, KOTOPbIE HILTIOCTPUPYIOT HAacTOsIIee H300peTeHue.

IIpumepsl
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Hpumep 1. Criocod nosydeHnss HOBOTo noimmMopda 4-aMUHONIMPHINHA.

CuHTe3 1es1eBoro nponykra 4-aMUHONMHUPUANHA OCYIIECTBISIFOT MO METOANKE, NMPUBENEHHOU B

HCTOYHHKE [8].

Hanee mpencrasiieH crocod Moy4eHHUs HOBBIX MOJUMOP(HBIX (HOpM 4-aMHUHOTUPHUINHA.

Crioco6 mony4eHust HoBoro nosmMopda 4-amuHonupuauHa (nanee noaumopd 1 tuma).

3 I UCXOIHOTO TOpoIIKa 4-aMUHOMHUPUANHA pacTBopsutn npu Temmeparype 30-40°C B cmecu
STAaHON: BOJAa B MaccoBoM cooTHoumeHuu 1:20-20:1. 3arem mox nasnennem 5-13 Mlla B
nojyueHHbd pactBop nobaensmn CK-CO:2 (cBepxkpuruyeckuit auokcupn yriepozna). Ilocne
MOJIHOTO PACTBOPEHHs 4-aMMHONMUpPUAMHA B pabodyeM pacTBOpe cOpachiBaiM NaBJICHUE [0
aTMoc(epHOro, YTO TIOBJIEKJIO 3a cO0OM pe3kuii cran Temmneparypsl 10 -5°C. JlaHHbINA mporecc
obecrieunn 3pexruBnoe ynanenue CO2 u3 pacrBopa. [lonydeHHyo cMech OT(QHIBTPOBBIBAIH.

Ha BBIXOA€ MOJyYaJIu KPUCTAJINTNYCCKUE YaCTULbI 4-aMI/IHOHI/IpI/II[I/IHa.

Kaptira mnopomkoBoil peHTreHoBckol audpakumm nomumopda 1 Tuma Obwia mojydeHa C
NOMOIIBI0 U PAKTOMETPa, OOOPYAOBAHHOTO T€PMAHHUEBBIM MOHOXPOMATOPOM U CHCTEMOMN
meneil aust MoHoxpomarusaiu 1 pokycupoku (A[CuKa]=1.5406 A), a TaKKe TO3UIMOHHO-
YyBCTBUTEJIbHBIM JI€TEKTOPOM, B YIVIOBOM aAuanazoHe 6-60° c¢ marom 0.02° mo yray 20 ¢

UCIOJb30BAaHUEM T€OMETPHH Ha MPOIyCKaHUE.

Ha cnextpe mopommkoBoil peHTreHOBCKOH audpaxTorpammsel nojuMopda 1 tuma Habmromamu

CJIEAYIOIINE UHTEHCUBHBIC MTUKU MpH yriiax audpakmuu 26, ° (+ 0,2°): 17,5°, 21,7°, 24.9°, 25.2°

(Tabi. 1).

Tadauua 1. 3HaueHUs] MUKOB MOPOLIKOBOW PEHTIeHOBCKOW mudpakTorpammel nogumopda 1

tuna._17,5°, 21.7°, 24.9°, 25.2°

Vron 20, °© OTtHOCHUTENbHAS. UHTEHCUBHOCTD, %
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17.5° 8.9
21.7° 19,2
24.9° 25.8
25.2° 54

Crioco6 mony4eHus: HoBOro nosmMopda 4-aMuHONUPHUIUHA (1anee noauMopd 2 turma).

2,9 r UCXOIHOTO MOpOoIIKa 4-aMUHONMPUANHA PACTBOPsUIN mpu Temneparype 60-78°C B 35 mi
METHJIITHIIKETOHA NPU UHTEHCUBHOM IepeMelnBaHuu. [lonyueHHbINH pacTBOp 3aMOpaKuBaiu B
sxuakoM aszote (Tkum = -196°C). 3aMopoKeHHBINH TPOAYKT MOABEPTAN CYOIMMALIMOHHON CYIITKe

B Teuenue 20-22 u.

Kaptiaa mnOpoIIKOBOM peHTreHoBckoW audpakumu noauMopda 2 Tuma Oblia MOJy4YeHA C
NOMOIIBI0 U PAKTOMETPa, OOOPYAOBAHHOTO T€PMAHHUEBBIM MOHOXPOMATOPOM U CHCTEMOMN
meneil aust MoHoxpomarusaiu 1 pokycupoku (A[CuKa]=1.5406 A), a TaKKe TO3UIMOHHO-
YyBCTBUTEJIbHBIM JI€TEKTOPOM, B YIVIOBOM aAuanazoHe 6-60° c¢ marom 0.02° mo yray 20 ¢

UCIOJb30BAaHUEM T€OMETPHH Ha MPOIyCKaHUE.

Ha cnextpe mopommkoBoil peHTreHOBCKOH audpaxTorpammsl nojuMopda 2 tuma HaOIromamm
CIIeyIOINe MHTEHCUBHBIC MUKU TipH yriax audpakuuu 26, ° (+ 0,2°): 25,2°, 25,5°, 27,3°, 28,5°
(Tabm. 2).

Taoauna 2. 3HaueHHUs] MHUKOB MOPOLIKOBONW PEHTI€HOBCKOW mudpakTorpaMmel mnogumopda 2

THIIA.
Vron 20, °© OTtHOCHUTENbHAS. UHTEHCUBHOCTD, %
25,2° 6,1
25,5° 22.8
27,3° 7.9
28,5° 16,2




10

WO 2022/124946 23 PCT/RU2021/050427

[Tonyuennsle mnonmuMopdHbie (GOpMBI 4-aMUHONMUPHUANHA HCIOIB30BAIUCH ISl TTOJTYUESHHS
aKTUBHOH (hapMaLeBTHUECKON CyOCTaHLMM TOCPEACTBOM MOMOJHHUTENBHON CTaIuu CYLIKH
(cymka B motoke CQO2, MeTOA paclbUIMTENbHON CYIIKHM, CYMIKH MOJ BaKyyMOM M TH.) AO
MOCTOSTHHOM Macchl. Ha BbIXOmE MONyYald MENKOIUCTIEPCHBIN OeNblii MopomoK. [ 0TOBYIO

(dapManeBTHYECKYIO CYOCTaHIMIO TOMEIIAIN B TePMETHUYHO 3aKPbIThIH (PJIaKOH.

Jns moyueHHOH akTHBHOHM (papManeBTHUECKOH CyOCTaHLIMM ONpEeNessuld OCHOBHBIE (hU3UKO-

XUMHYECKHE CBOICTBA (TalII. 3).

Taoauna 3. Pesynbrarel onpeneneHuss (U3MKO-XUMHUYECKUX CBOHCTB HOBOH cyOcTtaHuuu 4-

aMUHOIMUPUIUHA.
HaumeHnoBanue nokasarens Mertonuka u3sMepeHuil 3HaueHHE IOKa3aTesst
(pa3smepHOCTD)
PenTreHoBckast NIOTHOCTh Pentrenorpaduueckuii anamus | 1.301 +0,2 (r/cm’)

ITuxkHOMeTpHueckas miaoTHOCTh | [TukHOMeTpuueckuit meton, | 1.265 + 0,05 (r/cm’)

npu Temneparype 21,9°C

VY nenbHast wiomans | Aacopbuuonneii  meron ¢ | 0,65 20,06 (M?/T)
[IOBEPXHOCTU npuMmenenueM mozenu bOT, B

Ka4yeCcTBe ancopbara

HCIIOJIb30BaH a3or, npu

TeMIepaType >KUIKOro asora -

195,95 °C
Cpennuit menmanHblii pasmep | JlasepHast nudpakuums 25-150 (Mxm)
yactun d (0,9)
Conepxanne mpumecu B BHAE | ATOMHO- SMUCCHOHHAS 0,00004 —  0,0009
JKenesa CIIEKTPOMETPHSI C MHIYKTUBHO | (Macc %)

CBSI3aHHOM IUIa3MOM
Conepxanne mpumecu B BHAE | ATOMHO- SMUCCHOHHAS 0,000008 - 0,0002
MarHusi CIIEKTPOMETPHSI C MHIYKTUBHO | (Macc %)

CBSI3AHHOU IUIa3MOI
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Hpumep 2. Criocob nonyuenus: amopdHoit pas3er 4-aMHHONIHPUANHA.

AmopdHuyro (dazy 4-amuHONMUpHIMHA TOJdydanw cieayomum obpasom. K cmecu 20 wmn
MeTWIdTHIKeTOoHa B 1,0 Mi Boxbl 100aBmsid 2,6 T MCXOAHOTO MOpoIKa 4-aMUHONMPUANHA
(cUHTE3 LeNeBOro MpPOAyKTa 4-aMUHONMPHUINHA OCYIIECTBISIOT MO METONWKE, MPUBEAEHHON B
ucrouynuke [8]). [lanee cmech Harpesanu 1o 65°C. 3aTeM NMONyUEHHBIH pacTBOP BbLAEPKUBAIU U
OXJIAXKAAJIA 10 KOMHATHOM TEMIIEPATYPhI CO CKOPOCTHIO OT 5 A0 10°C/4 npu noMoImu TepMocTara.
Jlanee mpOBOAMIIM PACTIBUTMTEIBHYIO CYIIKY MOJY4YeHHOH cycnensuu. Ha BbIXozme monydminu

amMop¢HbIe YaCTHIIBI 4-aMUHOTUPUIUHA.

KapTtura nopormkoBoil peHTreHoBcKol audpakuun amopdHol (aspl 4-aMHHONMPUANHA ObLIa
NOJy4€eHa C TIOMOLIBI0 AHPPAKTOMETPa, 0OOPYIOBAHHOIO I'€PMAHUEBBIM MOHOXPOMATOPOM HU
cucTeMoll menell s MoHOxpomaTmsamuu U (okycupoBkn (A[CuKa]=1.5406 A), a Taxxe
MO3ULIMOHHO-YYBCTBUTENIbHBIM IE€TEKTOPOM, B YIJI0BOM Auanas3oHe 6-60° ¢ marom 0.02° o yruy

20 ¢ ucronb30BaHUEM FeOMETPHUM Ha MPOIyCKaHHe.

Ha criexTpe mopoIkoBoii peHTreHOBCKOH nudpakTorpaMmbl aMopHOH (assl 4-aMUHOTUPUINHA
B HEKOTOPBIX H3MEPEHHUs X Ha (JOHE Pa3MBITOrO MAKCHUMyMa OBbUTH pPa3IMYUMBl MHUKH TPU

cnenyromux yrnax 20, ° (£ 0,2°): 16,5°, 22,5°, 34,5° (Tabn. 4).

Taobauua 4. 3Ha4eHUS THKOB, PA3IMUUMBIX Ha (POHE PA3SMBITOIO MAKCHMyMa MOPOLIKOBOH

PEHTTeHOBCKOH nudpakTorpaMmel aMop(HOH (assl.

Vroxn 20, °© OTtHOCHUTENbHAS
WHTEHCUBHOCTD, %
16.51 6.3

22.45 10,1
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34.53 5.0

Hpumep 3. UccrnenoBanne CTaOMIBHOCTU NPH XPaHEHWH HOBBIX MOJUMOPQHBIX (HOpM U

aMmopHOI ¢pa3bl 4-aMUHOMTUPUAUHA.

CrabunpHOCTh HOBBIX mNoOJUMOpGHBIX ¢GopM u amopdHON assl 4-amMuHONMpPHUAMHA,
nosiydeHHbIX B [Ipumepax 1-2, onmeHUBaIU MO COAEPIKAHUIO CyOCTAHLMU M CPAaBHUBAJIU CO

CTaOMIBHOCTBIO MPOTOTUIIA METOJIOM YCKOPEHHOTO CTapEHHUS.

Bce 0o0pasibl XpaHMJIM B CTEKJISIHHBIX (PIIakoOHaX, YKyNOPEHHBIX PE3MHOBBIMHU MPOOKaMHU ¢
AJIOMUHUEBBIMH KOJIIIaYKaMH, B KJIMMaTH4YeCKOi KaME€pe€ B YCIOBHAX YCKOPCHHBIX
ucneiTanuii. CopaeprkaHue AeHCTBYIOLIEro BellecTBa omnpenensanaun Merongom BIXX c

HUCITIOJIB30BAHUEM CTAHOAAPTOB.

ITokazaHo, yto HOBBIE monMMMOpdHBIE Popmbl 1 amopdHas (asza 4-aMUHONIMPHANHA, COTJIACHO
n300peTeHno, 00NafaeT CTaTUCTUYECKHU JOCTOBEPHO YBEJIMYEHHOW CTAaOMIBHOCTBIO IIPH

XPaHEHHUH MO CPABHEHHIO C MPOTOTHUIIOM. Pe3ynbTaTsl mpencTaBiIeHbl HIDKE B TaOIHLE 5.

YcTaHOBIEHO, UTO mociie 71 CyTOK XpaHEHHS B YCJIOBHSIX METOAA YCKOPEHHOTO CTAPEHUs] HOBbIE
nojiumopgHbie Gopmbl u amopdHas ¢asza 4-aMUHOMUPUAMHA TO HACTOSIIEMY H300PETEHHIO
o0nagany CTaTUCTUYECKH JOCTOBEPHO YBEJIUUYEHHOW CTAOMIIBHOCTBIO M OCTABAJIMCh XMMUYECKU
yrcTeiMUA. CyOCTaHLIMS POTOTHITA OCTABAIACh XMMUYECKH YICTOH B TeueHue MeHee 10 cyTok, K
KOHITy KCIIEpUMEHTA COIep KaHNe NeHCTBYIOIEro BEeIIeCTBa YMEeHbIIAI0Ch Oosee yueM Ha 3%. To
ecTb HOBble monuMopdHble GopMbl U amopdHas ¢aza 4-aMUHOMUPUANHA IO HACTOSILEMY
U300PETEHNIO SIBISIFOTCS CTATUCTHYECKH 3HAYUMO Oosee CTaOWJIbHBIMU TPU XPAHEHUH IO
CPaBHEHHIO ¢ MPOTOTUIOM. Hcronmp30BaHue HOBBIX MONUMOPGHBIX (HopM u amopdHOH dassl 4-
AMUHONMPUIMHA C TIOBBIIIEHHONW CTaOWJIBHOCTBIO MOXKET OO0ECIeUHUTh YBEIMYEHHE CpPOKa

rOAHOCTH JICKAPCTBCHHOI'O CPECACTBA.
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Taoauna 5. Ouenka cradmIbHOCTH NOTMMOP(PHBIX hopM 1 amopHOI (Pa3el 4-aMUHOMTUPUANHA

METOAOM YCKOPCHHOT'O CTapCHUS.

Bpewms ObnapyxxenHoe 1o paHHbIM BDJXKX kojgmuecTBo EHCTBYIOLIETo
XPaHEeHUs! BEIIECTBA B % OT TEOPETHUUECKOTO COMEP KAHMUS

npu (f>-typ) = | [omumopdHast [MonmumopdHast AmopdHast daza 4- | [Tomumopd
30°C, cytku | dpopma 1 tuna 4- | popma 2 Tuma 4- | aMUHONUPHANHA no

AMUHONIUPUANHA | aMUHOMHMPUIWHA | [0  HACTOSIIEMY | MPOTOTHUITY
N0 HACTOSIIEMY | MO  HACTOsIeMy | m300peTeHuro, %

uszobperenuo, % | nzodpereHuro, %

0 100 100 100 100
10 100 100 100 99.9
20 100 100 100 99.6
30 100 100 100 99.3
40 99.9 99.9 99.9 98.8
50 99.9 99.8 99,7 97.2
60 99.8 99,7 99.5 97.8
71 99,7 99.6 99.4 96.6

Hpumep 4. OnpeneneHne rurpOCKONMYHOCTH HOBBIX MOJMMOP(HBIX hopM 1 amopdHO# pa3bl 4-

AMHUHOIMUPUAHHA.

[ToHM>KeHHAss THIPOCKONMUYHOCTD SIBJISETCS OOJBIINM MPEUMYIIECTBOM HOBBIX MOJUMOPQHBIX
¢dopm u amopdHOH (pasbl 4-aMUHOTIMPHUINHA, ONY4YeHHBIX B [Ipumepax 1 u 2, npu nony4eHnH u
XpaHeHHH CcyOCTaHUMU. B 4acTHOCTH, MPU MOBBIIEHHOW TMTPOCKONMYHOCTH K KOHIY CpOKa

TOAHOCTH MOKET HaOJI0AaThCs OOBOAHEHHE Ta0IeTOK, YTO MPUBOIUT K UX Pa3pYLICHHIO.

FI/IFpOCKOHI/ILIHOCTb OLCHUBAIOT IPHU XPAHECHUH TBCPAOTO COCAUMHCHUSA B KaMEpax C IMOCTOSIHHOM

OTHOCUTEJIbHON BIAXXKHOCTBIO MPU KOMHATHOHN Temmeparype B TeueHue 96 vacos. CpaBHEHUE



WO 2022/124946 27 PCT/RU2021/050427

HOBBIX MOJMMOP(QHBIX hopM 1 amopdHOH (a3bl 4-aMUHOUPHUINHA, TTONy4YeHHbIX B [Ipumepax 1
u 2, 1 nonuMopda 4-aMIHONUPUANHA IO IPOTOTUITY TIPH KOMHATHOM TEMIIEpaType MOKa3ajo, YTo
NPOTOTHIT SIBJISIETCS TUTPOCKONHMYHBIM M OOHAPY’KUBAeT OOJBINOE YBEIMYEHHE BIIAXKHOCTH,
HauuHas ¢ 60 % oTrHOcuTeNnbHOU BinaxkHOCTH. HoBbIe momumopdabIe hopmer u amopdHas dasa 4-
AMHHONHMPHIMHA 10 HACTOSIIEMY M300pPETeHUI0 HEe OOHAPYKHBAIOT HUKAKOTO CYIIECTBEHHOTO
YBEJIMYCHHUS BIAKHOCTH 32 UCKIIFOUEHUEM XPaHEHUs IPU OTHOCHUTENBHOM BIaXKHOCTH BbIe 90 %.

Pesynbrarsl npencrasieHbl HUXe B TabmmLe 6.

Tabauua 6. OueHka MUrpOCKONWYHOCTU INPU KOMHATHOM TeMIlepaTtype B TeueHue 96 udacos

noauMopdHbIX GopM u amopdHOi Pas3el 4-aMHHOUPUINHA.

OtHocurenbHas | [Ipupoct BiaxkHocTH, %

BIIXKHOCTD, % | TlopumopHast [MonmumopdHast Amopdnas daza 4- | [Torumopd
¢dopma 1 tuma 4- | popma 2 Tuna 4- | aMUHONIUPUIUHA no
AMUHONMPHUIMHA | aMUHOMMPUAMHA | IO  HACTOSALIEMY | MPOTOTHUIY,
MO HACTOSIIEMY | IO  HACTOsIeMy | u300peTeHuto, % %

u3obpereHno, % | uzobpereHuro, %

0 0,0 0.0 0.0 0.0

15 0.0 0.0 0.0 0,07
30 0.0 0.0 0,05 0.21
45 0,10 0,09 0,12 0,40
60 0,29 0,31 0,54 2,21
75 0,51 0,59 0,62 5.55
90 1.9 2,2 2,5 9,32
100 3.7 4,0 4,5 12,5

Hpumep 5. OmnpeneneHue CHITyYeCTH M TPECCYEMOCTH AKTUBHOW (hapMaleBTHUECKON

cybcraHmuy, coaeprkameii momumopdusie GopMbl 4-aMUHOTIMPHINHA.
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VYiydiieHne TpPeccyeMOCTH M COXPaHEHHE XOpOIIeH ChIMy4YeCTH SBISIETCS  OONBLINM
NPEUMyIIEeCTBOM (PapMaleBTHUYECKUX CYOCTaHIMH, CONEpIKaIlUX HOBbIE MOJIUMOPGHbIE (HOPMBI
4-aMuHONIMpUANHA, TOoNy4YeHHble B [Ipumepe 1, mpu MOJTyYeHUH M XPaHEHUU JIEKapCTBEHHBIX
¢dopm, HanpuMep, Takx, Kak TabneTku. B gacTHOCTH, ecim mpeccyeMocTh (papMaleBTHIECKON
cyOcTaHIIMM HHU3Kas, TabJeTKa MoTydaeTcst HeMPOYHOH, a MHOTIA MTOJTHOCTBIO pa3pyluaeTcs npu
BBITAJIKMBAHUN M3 MaTpPHUIbl. JIOCTIKEHHE XOPOIIEH ChIMyYeCTH MOPOIIKOB (papManeBTHIECKHX
CyOCTaHIIMM TIO3BOJISIET MOBBICHTH MPOH3BOIUTENBHOCTh TAOJIETOYHBIX MAIIWH, YJIYYIIUTh

Ka4ueCTBO Ta6J'IeTOK, ad TaKXKE BIIMACT HAa CMCIIUBACMOCTD ITOPOILIKOB.

ChimyuecTp onpeneisyii Ha BUOPALMOHHOM YCTPOMCTBE ISl CHATHS XapaKTEPUCTUK CHIITYYHX

MaTepuaos.

Hagecky ¢apmanesrudyeckoli cyOcTaHuuu, copepxkameid momumopd 4- aMUHONMUPHIUHA
(bapmaueBTHueckyro CcyOCTAaHIMIO MO TPOTOTHITY TMOJYYaJd AHAJIOTUYHBIM  CIOCOOOM,
ornucaHHbIM B [Ipumepe 1), maccoit 50,0 r (¢ Tounoctsto g0 0,01 r) 3aceinany B BOPOHKY MpHU
3aKPBITOH 3aCJIOHKE, BKIFOYAIN MPudop U cekynaomep. [Tocne 20 cexyHn yTpsiCKH, HEOOX OUMOIA
IUISL TIOJTyYeHHsI CTAOMIIBHBIX IMOKa3aHUH, OTKPBIBAJIN 3aCIOHKY U (PUKCUPOBAIIM BPEMsI HCTEUECHUS
MaTtepuaia u3 BOpOHKU. IlokasaTenb ChIMyuyecTH pPacCUMTHIBAIM, KaK CPEIHIOI BEJIUYMHY,

BBIPA)KEHHYIO B IPAMMAaXx B CEKYHAY.

[Ipu onpeneneHny npeccyeMocTy papMarieBTUIECKIX CyOCTaHIMN, COAepIKaIlUX MOJTUMOp(dHbIE
¢dopmbl 4-aMuHOTIMPUANHA, Opajy HABECKY MOPOIIKA YKa3aHHbIX cyOcTaHmmi maccor 0,3 T,
IIPECCOBAJIH B MATPHULIE C TOMOIIBIO IyaHCOHOB AUAMETPOM 9 MM Ha FHAPABINIECKOM MPECCe MPH
nasynennn 120 MIla. [TonyueHHyr0 TaONeTKy B3BELIMBAIN HA BECAX, BBICOTY TAOJNETKH U3MEPSUIIU
MHKpoMeTpoM. Jlanmee, HCMONb3ysi W3MEPEHHBbIE BEJIMYMHBI, PACCUUTBIBAIN KO3(DPHUIIHEHT

NPECCyEeMOCTH.

Pesynbrarsl nccaenoBaHul MpeACTaBiIeHbI B Ta0I. 7.
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Ta6mmna 7. Omenka npeccyeMoctnn (apMaleBTHUECKUX  CYOCTaHLMN, COAEpIKaIINX

noauMopdHbie GOpMBbI 4-aMHHOMTHUPUAUHA.

HaumenoBanue cybcraHmmu CeinyuecTs, r/c Koahdpuument npeccyemoctu

®dapmanesrTudeckas cybcrannus | 8,2 £0,2 18-20

MO HACTOSIIIEMY H300PETEHUIO

®dapmanesrTudeckas cyocranuus | 7,940,2 15-16

10 IPOTOTUILY

U3 Tabnuup! 7 HATSIAHO BUAHO, YTO MOKA3ATENN MIPECCYEMOCTH (hapMaLeBTHUECKOH CyOCTaHIINH
TI0 HACTOSALIEMY U300PETEHHIO BhIIIE, 4YeM y (hapMaLieBTHUECKON cyOcTaHMu 1o npotoTumy. [Ipu
3TOM (papManeBTHUecKast CyOCTaHIMS 10 HACTOALIEMY H300PETeHHI0 HEOXHIAHHO COXpaHsSeT

XOpPOLIHE MOKA3aTCIIU ChIMy4YCCTU 0e3 3aMETHBIX SJICKTPOCTATUICCKHUX SIBJICHUH.

Ipumep 6. MccrnenoBaHue BIUSHHUS HOBBIX NONUMOpPGHBIX (GopM u amopdHOH daser 4-

AMHHONHMPHUIMHA HA ABUraTEIbHYIO (PYHKIHIO y KPBIC B MOZEINH PACCESTHHOTO CKIIEpO3a.

DKcnepuMeHT MpoBOAIH Ha 60 B3pOCIBIX OECTIOPOIHBIX KpPbICax, B TeueHue 36 nqHeil. JKUBOTHBIX
COJZIEp KajIi B CTAHAAPTHBIX YCIIOBUSX BHBAPHS Ha OOBIYHOM IMHUINEBOM PaIlMOHE, CO CBOOOIHBIM

JOCTYIIOM K BOZE.

B kauectBe Hambonee anekBaTHOIO METOAA BOCIPOWM3BEACHHs paccesHHOro ckieposa (PC)
HCTIOJIb30BAJIM MOZAEIb SKCIIEPUMEHTAIBHOTO Ay TOMMMYHHOT O 3HIeanmnTta (JAD) Ha KUBOTHBIX.
DAD uHAyLUpPOBAIM OJHOKPATHOM IIOAKOKHOW HMHOKYJISILIMEH B OCHOBaHHE XBOCTa KpPBIC
SHIE(PATUTOreHHOW CMECH — OCHOBHOTO OeJika MHeJMHA W3 CIIMHHOTO MO3ra OblKa B IOJHOM
anvloBanTe @peitnna. CocCTOsAHHE ONBITHBIX JKUBOTHBIX OLIEHHUBAJIOCh KaXAbIM JE€Hb
(pukcupoBaINCh U3MEHEHHSI B BECE U KJIMHUYECKUE CUMITOMBI). Uepes 12 nHel y JKUBOTHBIX
(pUKCHUPOBAINCH CIEAYIOLINE KIMHUYECKHE TIOKA3aTEeNN: BsUIbIH XBOCT M BOJIOUEHHE 3aHHUX JIall
(obe 3amHHMe jamnbl UMETH HEKOTOPOEe ABIDKEHHE, HO KPbICA CIOTHIKAIACh HA HHUX); HapyIICHHE
koopauHaumu. Kpeichkl, notepsiBine B Bece Oonee 20 %, B manbHEWIIEM 3KCIIEPHMEHTE He

y4aCTBOBAJIH.
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ITocne Toro, kak DAD Obut cMopenupoBal y 100% sKkcnepuMeHTaTbHBIX KPBIC, JKUBOTHBIE OBLIH
PaHIOMM3MPOBAHHO pa3zesieHbl Ha 4 rpymmbl o 15 ocobeli B kakaoi: nepsas rpymnmna- mianedo
(HOCHUTENb- LENUIF0JI03a MUKPOKPUCTAIIUECKast); 2 rpymnmna- nonuMmopdHas ¢opma 1 tuna 4-
amMuHonupuauHa, nonydeHHas B Ilpumepe 1, B konuuectBe 10 Mr (Bce n03bl NpUBENEHBI B
nepecyeTe Ha 4YeloBeKa); 3 rpymma- nonumMopdHas ¢dopma 2 Tuna 4-aMUHOMUPHUIMHA,
nonyueHHas B [Ipumepe 1, B konudectse 10 Mr (Bce 103bI IPUBEAEHBI B IIepecyeTe Ha YENIOBEKA);
4 rpynma- amop¢Has dasza 4-amuHONUpUANHA, TIonyueHHast B [Ipumepe 2, B xommuectse 10 mr
(BCE O3Bl MPUBENICHBI B IepecyeTe Ha desoBeka). CoCcTaBbl BBOAWIN €XKEIHEBHO, HAUMHAs ¢ 13

ITHSI HKCIIEPUMEHTA, OMHOKPATHO BHYTPIIKETYIOYHO C MOMOIIBIO 30HA B TeueHHe 24 THEH.

JBuratenpHy0 (YHKIUIO SKCIEPUMEHTAJbHBIX >KUBOTHBIX PETHCTPUPOBAIN Ha OCHOBE
CTaHIAPTHON OLIEHOYHOU cHCTeMbl (B 0ajuiax) Mo HATWYHIO KIMHHYECKUX cumnTomoB PC y
*KUBOTHBIX: () 6aJIOB - MOJHOE OTCYTCTBUE KIMHUYECKUX MPU3HAKOB; 1 0ajut - mpu MOAHATHU
KPBbICBI HaOJIOaeTCs YaCTUYHO BsUTBIH XBOCT (OTBHCAE€T KOHUMK XBocTa). Ha xombOy
’KUBOTHOTO 3TOT NMPU3HAK HE BiIHsieT; 2 Oaia - Mpu MOIHSITUH KPBICHI JIATIBI IEPKATCA OJTU3KO
apyr k apyry. Habmonaetcs HapylieHre KOOpAUHALIMH TTpU Xonb0e. [lanbibl 0qHON CTymHU
MOTYT BOJIOYUTBHCSI, HO JPyTrasi Jiala He MMEeT SIBHBIX OTPAaHUYEHUN IBIKeHus; 3 Oaja -
BSIJIBIA XBOCT M MOJIHBINA Mapajuy 3aJHUX KOHEUHOCTEN; WU BSJIBIM XBOCT U MOYTH MOJHBIN
napajud 3aJHuX KoHeuHocTed. OgHa unu obe 3aaHue JIambl MOTYT BOJIOYHTCSI, HO HU OJIHA
U3 HUX HE MOJKET JIBUTAThCsI BIIEPe]] OT 3aHEr0 Oepa; Uiy BSUIbIA XBOCT C MAPauuoM OJTHOM
nepenHeil m omHOU 3amHel nambl; 4 Oamna - BSJBIA XBOCT, TOJIHBIA Mapaliud 3aJTHUX
KOHEYHOCTEH W 4YaCTUYHBbIA napaiud nepegHux KkoHeunocTedl. Kpbica mnoaskom
nepeMernaercs o KjieTke W mponosirkaeT mpuHuMath nuily. Korma ocods kimaayt Ha OOK,
OHa HE MOJKET CaMOCTOSATEbHO BBIIPSIMUTHCS. PekoMeHyeTest 3BTaHa3usl; 5 0aioB- Kpbica
HalileHa MEpPTBOW H3-3a Mapajnya WIM KPBICY YCBIIUISIIOT H3-3a CHJIBHOrO mnapanuya. B
JAHHOM WCCII€IOBAHUM HA4YWHAsl C OIEeHKU Oosee 3,5 JKUBOTHBIX yMmepuuBisau. Jlns
HATJISAHOCTH ABUTATEIBHYIO (DYHKIIMIO OIBITHBIX KUBOTHBIX OLIEHUBAIH uepes 4, 6, 10, 14, 18 u
24 nHs 3KCTepUMEHTa (IOCNie BBENECHHSI MCCIEAYyEMbIX COCTaBOB). Pe3ynbTaThl SKCIEpUMEHTA

npeacTaBiIeHbl B TabIuIE 8.

Taoauna 8. McciaenoBaHue BIUSHHUS HOBBIX NOMUMOpP(HBIX ¢GopM U amoppHOH ¢asbl 4-

AMHHONMPHUIMHA HA ABUTATEIbHYIO (PYHKIHIO y KPBIC B MOAEIH PACCESTHHOTO CKIIepO3a
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I'pynnst JpurarenpHast ¢GyHKUMs, Oamibl (cpemHee * craHAapTHas OMMOKa

CpeaHero)

Bpemsi  (komn4yecTBO [HEW  OKCIEPUMEHTAa IOCIE  BBEAECHUS
HCCIIEyEMBIX COCTABOB)

0 4 6 10 14 18 24

I'pymma 1 |2,5+0,3 |2,6£0,3 | 2,940,2 | 3,1£0,2 | 3,3+0,2 | 3,5+0,2 | 3,840,2
(mnanebo)
I'pynma 2 2,540,3 | 2,240,2 | 1,620,1 | 1,12£0,2 | 0,7+£0,1 | 0,5+0,1 0,2+0,1
I'pymma 3 2,540,3 | 2,1£0,2 | 1,620,2 | 1,2+0,1 | 0,8+0,1 | 0,5£0,2 | 0,3%0,1
I'pynma 4 2,540,3 | 1,9+0,2 | 1,320,2 | 1,0£0,2 | 0,6+£0,2 | 0,4+0,1 0,2+0,1

U3 Ttabmumpl 8 HArsiAHO BHIHO, YTO ChycTss 6 OHEH mocie BBeNeHUs HOBBIX ¢opMm 4-
AMHHONMPHIMHA IO HACTOSIIEMY M300pPETEHHUIO JBHUTraTelbHAs (PYHKLHUS 3KCIIEPHUMEHTAIbHBIX
JKUBOTHBIX 3HAYUTENBHO YJIYUIIHIACh, B OTJIMYMH OT IPYIIIEL, TIOTy4YaBLien rmianedo. JKuBorHble
2, 3, 4 rpynn CTaiy MepeNBUIaThCsl HA YETBHIPEX Jlamax, ONHAKO HAOJIF0Aanoch HapylLIeHHE
KOOPIMHAIMHU ¥ c1a0OCTh B 3aJHUX KOHEYHOCTSIX. KPBICHI IIATAHCh, HX XBOCTBI OBLTH OITyIEHBI.
Ha 14 nenb s3xcniepuMeHTa 1ociie BBEIEHHs] COCTABOB y oco0eil 2, 3, 4 rpymn HaOI0gaICs BSUIbIHA
XBOCT (Y HEKOTOPBIX 0COOEH TOJNIbKO KOHYMK XBOCTA OBLT BSUIBIM), OHAKO HA XOIbOY 3TO HUKAK
He BiIusu10. HampoTuB, y sKMBOTHBIX | rpynmbsl HAOMIOAANCS BSUTBIA XBOCT M MApaind 3aJHUX
KOHEYHOCTe! (B pa3Hoii Gopme mposiBnieHus). Hexotopeix ocobeit moasepriu 3BTanasuu. Ha 18
IeHb Yy KpbIC 2, 3, 4 rpynn u3 BU3yaJbHBIX KIMHUYECKHUX Npu3HakoB PC nHabmomancst TOIBKO
BSUTBIM KOHYMK XBOCTA. JKMBOTHBIE MEPEABUTAINCH HA YETBIPEX Jlarax ObICTpee, yeM crycts 14

IHeH SKcrepuMeHTa. B nmanpHelmeM pa3BUTHE MOTOPHBIX TUCHYHKIIUN He HAOJI01a)I0Ch.

Ipumep 7. IonyyeHune gekapCTBEHHOTO CpeAcTBa B popme TabneTok, coaepramux aMmopQHYO

¢asy 4 —aMHHOTTUPHUIUHA.

BcmomorarenpHbie BE€IIECTBA THUAPOKCUIIPONMHUIMETUILCIIIIONIO3Y, MUKPOKPUCTAIIINYCCKYIO
LHEJUTKOJIO3Y U KOHHOHHHbeI AUOKCHU KPEMHUA B3BCHIUMBAOT B OTHACJIBHBIC HBOfIHbIe

TMOJIUITHIICHOBBIC ITaKETHI.
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Kaxxmoe BcriomorateiabHOE BEIECTBO NPOCCUBAOT YCPE3 METAIMYCCKOE CHUTO C AUAMETPOM

otBepcTuii 800 MKM U nepeHoCAT B OWHOBBIN CMECHUTEIIb.

Amopdnyro ¢a3y 4-aMUHONMUPUANHA, TONyYeHHYI0 B [Ipumepe 2, B3BEIIMBAIOT B OTHENbHBIN
JIBOWHOW MOJIMATHJICHOBBIM MAKET W MPOCEUBAKOT 4YE€pPe3 METANIUYECKOE CHUTO C JHAMETPOM

orBepctuii 400 MKM, TepeHOCAT B OHMHOBBIH CMECHUTENb, COIEpPIKAIMUH BCIOMOTATENIbHBIE

BenlecTsa. CMelnBaHue NpoBOAAT B TeueHue 20 MUHYT.

B monyueHHyo cMech n0OaBISIFOT OTHENBbHO B3BELISHHBIM M MPOCESTHHBIA 4Yepe3 CHUTO cTeapar

Martvda v nepeMEeuinBarOT B TCHCHUE 5 MUHYT.

[NonyueHnyr0 apMareBTHUECKYI0 KOMIIO3ULIMIO MPECCYIOT HA POTALMOHHOM MPECCe, UCTIONb3Ys

MTyaHCOHBI.

PCT/RU2021/050427

TabneTku-siapa NEPEeHOCAT B KOATEP U MOKPBIBAIOT TUIEHOYHOH 00O0JIOUKOH.

Ta6anua 9. Coctas TabneTok, conepkammx amMmopdHyo ¢asy 4-aMUHOMUPUAHHA.

mr

AmopdHast daza 4-aMUHONMPUINHA, | AKTUBHAs 10,0

nony4eHHas B [Ipumepe 2 bapmarieBTHUECKAS
cyOcTaHIus

LIEJUTIONI03a MUKPOKPHUCTAIIINYECKAs HaIOJIHUTEIb 143,0

TUIPOKCUTIPOTIIMETHIILICIUTIOI03a MOJIUMED, 240,0
KOHTPOJIUPYIO LN
BBICBOOOXKIIEHHE

KPEMHUS AUOKCU KOJTOUAHBIN CKOJIb3siLIlee 3,0

MarHus creapar CMasbIBarollee 4,0

Omnappait Y-1-7000 (runmpomesio3a, TUTaHa | IUNIEHOYHOE MOKpbITHE | 8,0

nuokcun E 171, makporon)
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Jns mony4yeHHOH (hapManeBTHYECKOH KOMITO3UIMH Tepen €€ TaOJeTHPOBAHHEM OIPEAelsin

OCHOBHbIE (DMB3UKO-XUMHUYECKHe CBOHCTBA (Tad. 10).

Ta6mmua  10.  Pesynpratel  omnpeneneHusi  (PU3HKO-XUMHYECKMX  CBOWCTB  HOBOWM

(hapManeBTHYECKON KOMITO3ULIUU 4-aMUHOTIUPUIIHA.

Haumenosanue nokasarens Meroauka usmMepeHuin 3HaueHue MoKa3aTens

(pa3smepHOCTD)

ITuxkHOMeTpHueckas miaoTHOCTh | [TukHOMeTpuueckuit meton, | 1.263 + 0,05 (r/cv’)

npu Temneparype 21,3°C

VY nenbHast wiomans | Aacopbuuonneii  meron ¢ | 0,68 20,06 (M?/T)
[IOBEPXHOCTU npuMmenenueM mozenu bOT, B

Ka4yeCcTBe ancopbara

HCIIOJIb30BaH a3or, npu

TeMIepaType >KUIKOro asora -

195,95 °C
Cpennuit menmanHblii pasmep | JlasepHast nudpakuums 25-150 (Mxm)
yactun d (0,9)
Conepxanne mpumecu B BHUIE | ATOMHO- smuccuonHas | 0,00004 - 0,0009
JKenesa CIIEKTPOMETPHSI C MHIYKTUBHO | (Macc %)

CBSI3aHHOM IUIa3MOM
Conepxanne mpumecu B BHUIE | ATOMHO- smuccuonnas | 0,000008 —  0,0002
MarHusi CIIEKTPOMETPHSI C MHIYKTUBHO | (Macc %)

CBSI3AHHOU IUIa3MOI

5 Hzobperernne MoOeT OBITh HCIONB30BAHO B MEAMLIUHE, XUMHH, (HPApMaKOJOTUH M XUMHKO-

(bapMareBTHYECKON MPOMBIIIIEHHOCTH.

Cnucok JuTepatypbl

1. Andrew R. Blight. Treatment of walking impairment in multiple sclerosis with
dalfampridine // Therapeutic Advances in Neurological Disorders. - 4 (2). — 2011. — p. 99-109
10 2. RU 2160590 C2 (Kansanan CnaitHan Pucepu Opranuzeiimn), 20.12.2000;
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3. EP 2626347 A1 (Tianjin Michele Sci-Tech Development Co., Ltd.), 14.08.2013;

4. RU 2580837 C1 (®enepanbHOe rocyaapCTBEHHOE aBTOHOMHOE OOpa30oBaTEIbHOE
yupekaeHne Bbicmiero mnpodeccuoHanpHOro obpasoBaHus "MOCKOBCKMH  (H3UKO-
TexHuueckuil UHCTUTYT (I"'ocynapcTBeHHbIN yHUBepcuTeT)), 10.04.2016;

5. WO 2011108009 A2 (Enaltec Labs Pvt. Ltd), 09.09.2011;

6. Berge S.M., et al., Pharmaceutical Salts, J. Pharm. Sci., 1977, v.66, pp.1-19;

7. I'OCT P 52249-2009. IlpaBuna mpou3BOACTBA M KOHTPOJSI KauecTBa JIEKAPCTBEHHBIX
CpEICTB

8. US 8877935 B2 (Garavaglia et al.), 04.11.2014;

9. O®C.1.1.0009.15 Cpoku roqHOCTH JIEKAPCTBEHHBIX CPENICTB;
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®opmya uzodpereHust

1. [Momumopduas ¢opma 4-aMUHONIMPUANMHA, OTIMYAIOIIASACS TEM, YTO YIIOMSHYyTas
nojauMop¢dHas GopmMa UMeeT Ha MOPOLIKOBOH peHTreHorpamme AU(PaKLUOHHBIE MaKCHMYMbI

MUKOB MPH cenyomux yriax 20, © (£ 0,2°): 17,5°,21,7°, 24,9°.

2. IMonmumopdHast popma 4-aMHHONUPUANHA IO 1. 1, OTIMYAOINASCS TEM, YTO YIOMSHYTas
nojauMop¢dHas GopmMa UMeeT Ha MOPOLIKOBOH peHTreHorpamme AU(PaKLUOHHBIE MaKCHMYMbI

MUKOB MpH caenyomux yriax 26, ° (£ 0,2°): 17,5°, 21,7°, 24,9°, 25,2°.

3. IMonmumopdHast ¢opma 4-aMUHONMPHIOWHA, OTJIUYAIOLIASCA TEM, YTO YIOMSHYTas
nojauMop¢dHas GopmMa UMeeT Ha MOPOLIKOBOH peHTreHorpamme AU(PaKLUOHHBIE MaKCHMYMbI

MUKOB MPH cenyomux yriax 20, © (£ 0,2°): 25,5°, 27,3°, 28,5°.

4. IMonmumopdHast popma 4-aMHHONUPUANHA T10 1. 3, OTIMYAOINASCS TEM, YTO YIOMSHYTas
nojauMop¢dHas GopmMa UMeeT Ha MOPOLIKOBOH peHTreHorpamme AU(PaKLUOHHBIE MaKCHMYMbI

MUKOB MpH cenyomux yriax 26, ° (£ 0,2°): 25,2°, 25,5°, 27,3°, 28,5°.

5. AxtuBHas ~ (QapmaneBTudeckas — cyOcTaHuus — 4-aMUHONHMPUAMHA,  COAEpIKaIlas

noJiuMopHy0 GopMy 4-aMHHOTTUPHUINUHA TIO M. 1-4 UJTH X CMECh, & TAKKE MPUMECH.

6. AxtuBHas papmaneBTUdeckasi CyOCTaHIMSI MO 1.5, TAe YNoMsiHyTas papmarieBTHIecKast

cyOCTaHIUsI HAXOAUTCS B JOpME MOPOLIKA.

7. AxtuBHas (apmaneBTuueckass cyOcCTaHImsl Mo 1.6, rie PEeHTreHOBCKas IUIOTHOCTD

ynomsHyTol cyOcTanmuu cocrasmser 1.301 r/em® (0,2 r/em?).

8. AxTuBHas (QapmareBrudyeckas CyOCTaHLUs NO 1.6, rleé MMKHOMETPUYECKas TUIOTHOCTD

yIoMsHyTOl cyOcTanmuu coctasnser 1.265 r/iem® (+ 0,05 r/em?).

9. AxTrBHas (apmareBTHUECKass CyOCTaHIMS TIO 1.6, T yIebHasl MIOoaab TOBEPXHOCTH

YTIOMSIHYTOM aKTUBHO# (apMarneBTHUecKoi cybcTanumu coctapser 0,65 +0,06 M7/T.

SAMEHSIIOLWUM NNCT (MPABUIO 26)
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10.  AxrtuBHas (papmaueBTHUecKas cyOCTaHIMs MO 1.6, Te CpenHU MenMaHHBIA pa3Mep

yactull d (0,9) cocrapisger 25-150 MkM.

11.  AxrtuBHas ¢apmaneBTHUecKass CyOCTaHIUs 1O 1.6, Tae coAepikaHue NMPUMECH B BHUIE

skesesa cocrasisieT (0,00004 — 0,0009 mace %.

12.  AxrtuBHas ¢apmaneBTHUecKas CyOCTaHIUs 1O 1.6, Tae cofepikaHue NMPUMECH B BHUJE

maraus cocrasisteT 0,000008 — 0,0002 macc %.

13.  AwmopdHnas daza 4-aMuHONUPUANHA.

14.  Awmopdnas ¢aza 4-amuHommpunmaa no 1.13, rae ymomsiHytas amopdHas ¢asa

OXapakTepU30BaHA HA MOPOLIKOBOW PEHTIE€HOTrPAMME Pa3MbITbIM MAKCUMYMOM.

15.  AwmopdHas ¢asa 4-amuHOIMpHUANHA 1O 11.14, TO€ Pa3MBITEIE MAKCUMYM TPENCTaBIsIEM

co0OH COBOKYITHOCTh HECKOJBKHX PA3MBITBIX MAKCHMYMOB.

16.  AmopdHas ¢asa 4-amuHommpuauHa 1o .14, OXapakTepuU3OBaHHAS HA TMOPOIIKOBOU
PEHTTeHOrpaMMe COBOKYITHOCTBIO Pa3MbITOTO MAKCUMyMa U IMUKOB MPH CIEAYIOMUX yriax 20, ©

(+0,2°): 16,5°, 22,5°, 34,5°.

17.  ®apmarnepruyeckas KOMIO3HLUS, NMPEeIHA3HAUEHHAS IJII CHMIITOMATHYECKOTO JICUSHHUS
HAapyLIeHUH XOAbOBl y TMAalMEHTa C PACCESHHBIM CKIEPO30OM, coiepikamas B 3(PQPeKTHBHOM
KOJMM4ecTBe noauMopduyo GopMmy 4-aMUHOMUPUAMHA 1O JIOOOMY M3 NIl 1-4 MM aKTHUBHYIO
bapmaneBTHUeCKyIO0 cyOcTaHIMI0 1O MM.1.5-12 unn amop¢dHyo ¢a3y 4-aMHHOMMPHIWHA TIO

n.1m.13-16 u, mo MeHbIIel Mepe, OnuH hapMaLeBTHYECKH PHUEMIIEMbII SKCIIUTTHEHT.

18.  dapmaueBTHUeCKast KOMIIO3ULUA NO 1. 17, rae CUMNTOMATUYECKOTO JIeUEeHUsI HapyLIeHU
XOAb0OBI Y MAlleHTa C PACCEsTHHBIM CKJIEPO30OM B TOM HHCJIE MPEACTABISIET COOOH yiydIneHue
IBUraTeNIbHOW (PYHKIMHM TAIMEHTa C PACCeSTHHBIM CKJIEPO30M W/WJIM YIJIYULIEHHE CKOPOCTH
XOnp0OBl Yy TALMEHTa C PACCESIHHBIM CKIIEPO30M W/WJIM KOPPEKLHIO HApyIIEHUH XOAbObI Y

nanueHTa ¢ paCCCAHHBIM CKICPO30M W/ WU CUMIOTOMATHYECKOE JICUSHHE HapymeHI/IfI MOXOOKH Y
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nanueHTa € paCcCEeAHHBbIM CKJICPO30M W/UIU CUMIITOMATHYECKOE YIyUlI€HUue XOI[I:;6I:;I Y HNAaUEHTOB

C PACCCAHHDBIM CKJICPO30M.

19. @dapmaneBTHYEeCKass KoMIosuiuss mno 117, rme ymomsiHyTas —(apmameBTudecKas

KOMITO3ULIHSI HAXOAUTCS B TBEPIOH hopme.

20. @dapmalieBTHUECKasT KOMMO3ULMs MO M. 19, rne yaenbHas MJOLAAb IOBEPXHOCTU

YTIOMSIHYTOH (hapMalleBTHIECKOH KOMTO3uIuH cocTapyser 0,68 +0,06 M7/r.

21. QdapmarneBTudeckass KoMmo3uuuss 1o 1.19, rae mnuKHOMETpu4YecKash IUIOTHOCTh

yIoMmsHyTOl cy6cTanmum coctasnser 1.263 r/iem® (+ 0,05 r/em?).

22.  JlekapCTBEHHOE CpPEACTBO IJIsI CHMITOMATUYECKOrO JICUEHUs] HApPyIIEHUH XOAbObI Y
MALMEeHTa C PACCESTHHBIM CKIIEPO30M, cozeprkaiiee B 3(p(PEeKTHBHOM KOIUYECTBE MOIUMOP(HYIO
dopmy 4-amuHOMUpHUAMHA MO JOOOMY M3 M. 1-4 WM akTUBHYK (papManeBTUYECKYIO
cybcTaHuio no Jodomy u3 mm. 5-12 wu amopduyro ¢asy 4-amuHOmupUanHa mo mi. 13-16 wmu

(dhapMaleBTHYECKYI0 KOMIIO3UIHIO 1o . 17-21.

23.  JlekapcCTBEHHOE CPEACTBO IO .21, rIe CHMIITOMATHYECKOTO JISYCHUST HAPYIIEHUH XOABOBI
y TalMeHTa C pAacCesHHBIM CKJIEPO3OM B TOM YHCIE TPEACTaBIseT Cco0Oi yiydimeHue
IBUraTeNIbHOW (PYHKIMHM TAIMEHTa C PACCeSTHHBIM CKJIEPO30M W/WJIM YIJIYULIEHHE CKOPOCTH
XOnp0OBl Yy TALMEHTa C PACCESIHHBIM CKIIEPO30M W/WJIM KOPPEKLHIO HApyIIEHUH XOAbObI Y
MaleHTa C PACCESIHHBIM CKJIEPO30M M/WJIM CUMIITOMATHYECKOE JieUeHHEe HApyLIeHU MOXOAKH Y
MALUEHTAa C PACCESTHHBIM CKIIEPO30M /I CUMITOMATHYECKOE YIIy4IIEHHE XOAbObI Y MALUEHTOB

C PACCCAHHDBIM CKJICPO30M.

24.  JlexapCTBEHHOE CPEACTBO MO M.22, i€ YIOMSHYTOE JIEKAPCTBEHHOE CPECTBO HAXOAUTCS

B TBepOil popme.

25.  Ilpumenenune mnomumopduoil Gopmsl 4-amuHONMUpHUAUHA MO JFOOoMmy U3 mm. 1-4 s

CHUMIITOMATHYCCKOT'O JICUCHUA HapymeHI/Iﬁ XOI[I:;6I:>I Y naneHTa ¢ paCCEAHHbIM CKIIEPO30M.
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26.  Ilpumenenue monmumMopdHOH GopMbl 4-aMUHOUPUINHA 10 11.25, /1€ CHMITOMAaTHYECKOTO
JIeUeHNsI HAPYIIEHUH XOAbObl Y MAIMEHTa C PACCESTHHBIM CKJIEPO30M B TOM YHCIIE MPEACTABISIET
coOOH ynydYlneHHe MABHraTeIbHONH (YHKIMM TMAIMEeHTa C pPAaCCeHHBIM CKJIEPO30OM /WU
yJIy4IIEHHe CKOPOCTH XOAbOBI y TALMEHTa C PACCESTHHBIM CKJIEPO3OM H/HIIM KOPPEKIIHIO
HapyLIEHUH XOAbOBI Y MALMEHTa C PACCETHHBIM CKJIEPO30M W/MIJIM CHMIITOMATHUYECKOE JICUCHNE
HapyIlEeHUH T[OXOAKW Yy TNAalUeHTa C pacCesHHbIM CKJIEpPO30M HW/WIM CUMOTOMAaTHYECKOe

yJIydIIeHue XOAbObI Y TIAIIHEHTOB C PACCETHHBIM CKIIEPO30M.

27.  IlpumeHenune nonuMopdHOH (GopMbl 4-aMUHONUPUAMH 1O Mobomy m3 nm. 1-4 s
MOJTyueHUs] aKTUBHOW (papMarieBTHYECKOl CyOCTaHmmu 1o Jirobomy w3 mm. S5-12 wm
bapMareBTHUECKOH KOMIO3ULUUHU IO JII0OoMy U3 mm. 17-21 unm nexkapCTBEHHOTO CPEeAcTBa 1O

mobomMy u3 mm. 22-24.

28.  Ilpumenenune amopduOi ¢asel 4-amuHOnMUpuAMHA 1O Jrobomy w3 mm. 13-16 s
NOJy4eHus: (apMaleBTHUECKOW KOMIO3HLIUU MO JEOOOMY u3 mml. 17-21 MM JeKapCTBEHHOTO

cpeacTsa 1o JmodoMy u3 mir. 22-24.

29.  Ilpumenenune amopduOi ¢assl 4-amuHOnMUpuAMHA 1O Jrobomy w3 mm. 13-16 s

CHUMIITOMATHYCCKOT'O JICUCHUA HapymeHI/Iﬁ XOI[I:;6I:>I Y naneHTa ¢ paCCEAHHbIM CKIIEPO30M.

30. Ilpumenenune amopdHOU (passl 4-aMHHONUPUAMHA MO M. 29, rIe CUMITOMAaTUYECKOTrO
JIeUeHNsI HAPYIIEHUH XOAbObl Y MAIMEHTa C PACCESTHHBIM CKJIEPO30M B TOM YHCIIE MPEACTABISIET
coOOH ynydYlneHHe MABHraTeIbHONH (YHKIMM TMAIMEeHTa C pPAaCCeHHBIM CKJIEPO30OM /WU
yJIy4IIEHHe CKOPOCTH XOAbOBI y TALMEHTa C PACCESTHHBIM CKJIEPO3OM H/HIIM KOPPEKIIHIO
HapyLIEHUH XOAbOBI Y MALMEHTa C PACCETHHBIM CKJIEPO30M W/MIJIM CHMIITOMATHUYECKOE JICUCHNE
HapyIlEeHUH T[OXOAKW Yy TNAalUeHTa C pacCesHHbIM CKJIEpPO30M HW/WIM CUMOTOMAaTHYECKOe

yJIydIIeHue XOAbObI Y TIAIIHEHTOB C PACCETHHBIM CKIIEPO30M.
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