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2420-563718EA/061
KOMIIO3NLINA MHI'MBUTOPA JAK IJIA MECTHOI'O INPVMMEHEHNA

IDaHHagd 3adBKa [peTeHOIyeT Ha [IPUOPUTET IpeldBapuTeJIbHOMU
3agBKM Ha mnaTedHT CIA N 61/347132, mnomanHoM 21 wmasg 2010 0. wu
BKJIDUEHHOY BO BCeM CBOeM IIOJIHOTe B IOaHHEM IOKYMEHT IIOCPeICTBOM
CCEUJIKMA .

OBJIACTE TEXHUKU

V300peTeHrMe OTHOCUTCHA K (papMalleBTUUECKMM KOMIIOBULMAM IJIA
MEeCTHOT'O HaKOXHOTO I[IPMMeHeHMsda, BKJInUanmuM (R)-3-LIMKJIIONEeHTUII-3—
[4- (7TH-tiuppoJio [2, 3—-d] nupumvunmuu—4-wui) - 1H-nmupaszoi-1-

W] OPONaHHUTPWUII WJIM €70 (QapMalleBTUUECKM [IpUMeMJIEMyK COJIb, a
Takxe K IIPUMMeHeHUIO IJIS JieUeHMSI KOXHHX 3abojieBaHuM.

YPOBEHEbE TEXHMKU

[ToOTEeMHKMHA 3E (IIK) perynmupynT  pa3JIMUHbBEe BHroJIOTHUUYECKHME
IIPOILECCHI, BKJIOUA A, [TOMMMO BCETO npoYero, poCT KJIETOK,
BHIKMBAEMOCTE, IMOOEPeHUMPOBKY, OOpa30BaHME OPI'aHOB, MOpPQOOTEeHEe3s,
HEORBRACKYJIAPU3alNo, BOCCTaHOBJIEHME TKaHeu n pereHepaluo.
[I[pOTeMHKMHABE  TakxXe UIpamnT OCOOBEIe poJs  Ipu eJiIoM p4ne
3aboJieBaHUM UYeJIOBeKa, BKJIOUasa pakK. IMTOKMHH, HU3KOMOJIEKYJISPHHE
[IOJIUIIEI TUIIEL W TJIMKOIIPOTEMHEL PeryIUpYIOT MHOTO nyTremn
MeTabom3sMa, BKJIOUEHHHX B  BOCHAaJIMTEJILHHY OTBEeT OopraHu3Ma-—
XO03AMHAa Ha Celcuc. LIMTOKMHE BIMAKT Ha oUbodepeHUMaALMD KIETOK,
opoJnbepalnio M akTUBALMIO M MOTYT MOOYJIMPOBATL IIPOBOCIAJIMTEJILHBI
u IPOTUBOBOCIIAJINT&JIbL HE OTBET oJis oBecnieueHns HaJiexamemn
peaKkuuM XO038eB Ha IaToTl'eHH. Ilepemadya CcUI'HaJla LeJIBIM PAIOM
LHMTOKUHOB BOBJIeKaeT ceMeMCTBO AHYC—KMHAa:3 (JAK) O eJIKOBEIX
TUPO3MHKMHA3 WM I[I€PEeHOCUMKM CHI'HaJla, ¥ aKTMBATOPH TPaHCKPUILUNA
(STAT) . WsBecTHO ueTHpe JAK Miekonurammmx: JAK1 (AHyc-kKMHaza-
1), JAK2, JAK3 (TakXe M3BeCTHa Kak AHyC-KMHa3a, JeMKouuTapHasg;
JAKL m L-JAK) m TYK2 (OejkoBad TUPO3MH-KMHa3a 2) .

CTUMYJIMPOBaHHHE LMTOKMHaMN VIMMy HHEIE n BOCIIAJIUTEJIE HEE
OTBETH CIIOCOOCTBYKT IaToreHeRY CJIEe OYIOMMX 3aboJieBaHUM :
naToJIOT UM, TakMe KakK TSKeJEM KOMOMHMPOBAHHBN UMMMyHOOEOMULMUT
(TKUI), BO3HMKAKIMM IIPM CYINPeCcCUM MMMYyHHOW CUCTEMB, IIPM 2TOM

I‘MHepaKTMBHbI\VJI MJin HeCOOTBeTCTByIOH_U/Iﬁ MWVHHBI?I/BOCH&HMTGHBHBI?I



OTBET CIOCODCTBYEeT pPa3BUTHI HaTOJOTUM ayTOMMMYHHEX 3aboJieBaHuM
(HanpuMep, aCTMHI, CUCTEeMHOM KpacHOM’ BOJIUAHKH, TUPOUONUTA,
MMoKapomuTa) , u TaKUM 3ab0JIeBaHMaAM, Kak CKJIepOoIepMa u
ocTeoapTpuT (Ortmann, R. A., T. Cheng, et al. (2000) Arthritis
Res 2(1): 16-32).

OepmumT srcopeccun JAK cBA3aH CO  MHOTUMM  OOJI€3HEHHBIMU
cocTogHMAMM . Hanpumep, wMemM Jakl-/- MMeOT KapJMKOBHIL POCT IIPU
POXIOTeHUN, CJIOXHO BCKapMIMBawTCd ¥ yMMpakRT B IIepMHaTaJIbHOM
BospacTe (Rodig, S. J., M. A. Meraz, et al. (1998) Cell 93(3):
373-83) . OMOpMOHH Mbmel Jak2-/- MMenT OpM3HAKM aHeMUU M YMUPAaoT
IpMMEepHO Ha 12,5 @»OeHb TIIOCJe COMTHMSA I[I0 IIPUUYMHE OTCYTCTBUSA
OeQUMHUTUBHOTO SPUTPONOSD34a.

CumMTaeTcd, uYTo noyTh JAK/STAT, M B UYaCTHOCTM BCEe UeTHPe
JAK, nrpalT POJIb B rarToreHese acTMaTUYEeCKOT O oTBETa,
XPOHUUECKOV OOCTPYKTMBHOM ©OOJIe3HM JIeTKUX, OPOHXMTa U OPYITHUX
CBABaHHEX BOCIAJIUTEJILHHX 3aboJieBaHMM HMXHUX IHXaTeJIbHHX IIyTen.
MHOXEeCTBO LMTOKMHOB, IIlepelallMx CBOM CHUTHaJ nocpenctBoM JAK,
OBLIIN CBA3aHH C BOCIHaAIUTEeJIbL HEIMA 3aboJieBaHMaIMM/ COCTO AHU AMUA
BEPXHUX OBIXaTeJIbHBIX nyTen, Halpumep, nopaxaniyMmn HOC u
CUMHYCOBHE Iaszyxu (Halpumep, PUHUT U CHUHYCHUT), He3aBUCHMO OT
HaJnumng KJIACCUUECKUX aJIIepPInUUeCKUx peaxkiu. Taxxe OBLIIO
riokasaHo, uro nOyTh JAK/STAT 3ajelicTBOBaAH B  BOCHAJIMTEJILHBX
3ab0JIeBaHMAX/COCTOIHUSAX TJjasa u XPOHUUECKUX aJIJIEPIUUECKUX
oTBEeTax.

AxmuBaums JAK/STAT npy pake MOXeT BOBHUKHYTL IIOI BJIMSHMEM
CTUMYJIAUMM LUUTOKMHaMM (Hanopumep, WI-6 wmm IM-KCO) wmim nyrem

CHMXEHMS DHIOTEeHHOM CYyIpecCuM CcHuTHalusauum JAK, TakoM kak SOCS

(cymnpeccops WM IUTOKMHOBLEIE CUTHAJIH) WJIN PIAS (BeIKOBLHIM
MHTUOUTOP aKTuBUpoBaHHOTOo STAT) (Boudny, V., and Kovarik, J.,
Neoplasm. 49:349-355, 2002). AxTuMBauuda curHaaumzauum STAT, a

Takxe IpyIMx OyTel nocie JAK (HanopuMmep, AkKL), uMesla KOppeJsaluio
C IUJIOXMM IIPOTHO3OM IIpM pakKe MHOIMX Tuloe (Bowman, T., et al.
Oncogene 19:2474-2488, 2000). IlOBHINIEHHHE YPOBHM LUPKYJINPYIUX
LMTOKMHOB, repenanmmx CcuUTHaJ nocpemcTBoM  JAK/STAT, nrpanT
BaXHYIO POJIb npu Pa3BUTUN KaxeKCun /U XPOHUUECKOM

YTOMJIAEMOCTH . TakuMm obOpaszoM, MHTUOUPOBaHUE JAK wMoxeT OBTH



NIpeMyIeCTBEHHEM JIS IIallMeHTOB C pPakKOBEM 3aboJIeBaHMEM IIO0
IpUUYMHE I[IOBHIEHUS [IOTEeHIMAJIbLHOW MNIPOTUBOONYXOJIEBOV aKTMBHOCTHU.

Taxkxe OBJIO IIOKa3aHO, UYTO UWHIMOMpOBaHMe KMHa3z JAK uMeerT
TepalleBTUUYECKMEe IIpeMMylleCTBa Yy IalMeHTOR, CcTpalallx KOXHBEMU
VMMYHHEIMY HapylleHVMAMM, TakKuMM Kak [IcopMas U CeHCUbUIM3alud
KoxM. Ilpu OOBHUHOM IICopMasze, HauboJiee YaCTO BCTpeuvawmencsa odopme
ncopmasza, OBJIO IIPMHATO, UYTO aKTHMBMPOBAaHHHEE T-JMMOOLMTHE MIPalT
BaXHYID pPOJIb B TIHOoOOepXaHMM COCTOSAHMSA OOJIe3HM M CBSA3aHH C
obpaszoBaHMeM IcopuaTuueckmux OJjamer (Gottlieb, A.B., et al, Nat
Rev Drug Disc., 4:19-34). IllcopuarTuueckas OJAmKa COINEPXUT BaXHBI
VMMYHHEM MHOMJILTPAT, BKJIOYAA JIEMKOLUMTH ¥ MOHOLMTH, a TaKxe
HECKOJIBKO SNIMIOEePMallbHEIX CJIOEB C IIOBHIMEHHOW  OpoJudepalmen
KepaTMHOLIMTOB. B TO BpeMda KaK IIepBMYHAS aKTUBALUMA WMMMYHHBX
KJIETOK TIpM IIcopMas3e BOBHMKAaeT II0 OlIpeldesjIeHHOMYy MexXaHM3MY
3aboJIeBaHMA, CUMTaAeTCHd, UYTO COCTOAHMe OOJIe3HM 3aBUCUT OT psala
BOCIAJIMTEJIEHEX HIMTOKMHOB, KPOMEe pPa3JIMUHEX XEeMOKMHOB UM (QaKTOpPOBR
pocTa (JCc1, 113:1664-1675). BoJjpmad dYacThk M3 HUX, BKJ0OUad
MHTepJeukuHs -2, -4, -6, -7, -12, -15, -18 m -23, a Takxe IM-
KCO wu IFNg cur"agmsmupymoTr depes  AHYyC-KMHAS3E (JAK) (Adv
Pharmacol. 2000; 47:113-74) . TakuMm  obpasomM, OJIOKMpPOBaHME
repenaum cCuUTrHajsa Ha YPOBHE JAK-KMHa?3 MOXeT [IpMBEeCTU K
TepalleBTUUECKMM [IpeuMylleCcTBaM Yy I[IallMeHTOB, CTpalaklliMxX I[ICopMasoM
WY OPYTVMM MMMYHHBMM HapPYIIEHUSAMU KOXMU .

[lpMHMMasag BO BHMMaHUE IIOJIE3Y MHIMOMTOpoOR JAK B JIeUueHUHU
KOXHHX  3aboJjieBaHuUl, CylmecTByeT HeoOXOIMMOCTE B pa3paboTke
VIIYUIIEeHHEX KOMIIOBULINM MHIUOUTOPOBR JAK OJIS MeCTHOTO IIpMMeHeHMUId.
B wacTHOCTH, CymecTBYyeT TNOTpebHOCTE B HaJlWuMM  CTaOMJIbHHEX
KOMIIOBULIMM MHITHOMUTOpoB JAK JlerkKoro IOIpMMeHeHMS C  XOPOMMMU
napaMeTpaMM IIPOHMKHOBEHMSA B KOXY. KOMIIO3ULIUM IO M300pPeTeHMbD, a
TaKXe OIMCaHHEE 3IOeChb CIOCOOB, HalpaBJIeHH Ha pPeleHre ITaHHOTO
BOIIpOCa M IPYyIUX lLeJleln.

CYIIHOCTE M3OBPE TEHMS

CHMJIbL HEIM MHTUOUTOP JAK1/JAK?2, (R)-3-(4- (7TH-ntuppoJso[2, 3-
d] mmpuvmouHa-4-wmi) —-1H-nrpas30oJi—1-1il) - 3—-LUUKJIONEHTUJINPOIaHHUTPWUII, U
ero GQapMalleBTUMUECKM IIpHMEeMIIEMBEIE COJIM OBUIM pPaHee OIMCAaHE B

naTedre CIIA N 7598257, nybamukaumm oaTeHTa CIMA N 2009/0181959 u



oyoaukauuy naTedHTa CHA N 2008/0312259, Bce M3 KOTOPHX BKJIOUEHH
B HOCTOAMEee OoIMCaHMe BO BCelM CBOeM IIOJIHOTEe IMNOCPEeIOCTBOM CCHUIKM.
IDaHHOe wuM300peTeHMe OIMUCHBaeT KOMIO3MIMID BMYJBCUM MacCJIO—B—BOIE
(R)-3-(4- (7TH-ntuppoJto [2, 3-d] nupuvmunomuua-4-wmi) - 1H-nupas3o—1-uij) —3-

UMKJIOTIEHTUJINIPOIIaHHUTPUIIa, [NOOXOLAIYyK IJIA MeCTHOT'O BBeIeHUHA U

JleueHMsa KOXHEIX 3aboJieBaHUM.
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B cooTBeTCTBMM C DTMM IOaHHOe M300peTeHUe IIpPelOoCTaBJISAET,
inter alia, GbapMalleBTUUECKYD KOMIIO3MIIMID [J9 MEeCTHOTO HaHeCeHUS
Ha KOXYy, BKJIOUAKIYIO:

SMYJIECUIO MacCJIO-B—BOINEe; WU

TepalleBTUUEeCKM HSOOeKTHMBHOE  KOJIMUECTBO  TepalleBTUUYeCKOT'O
areHTa, IpencTaBJeHHOTO (R)-3-uukijoneHTusi—3-[4- (7H-nuppoJio[2,3-
d] mmpuvmomuua-4-wi) —1H-nmnpasoJi—1-1il ] IpOolaHHUTPUIIOM NI ero
bapMalleBTUUECKM NIPUEMIIEMOM COJILI.

OaHHOe mM300peTeHMe TakXe IIpeloCTaBJIAeT CIOCOD JIeUeHUd
KOXHOTO HapylleH S, BRJIOU AWM HaHeCeHMe ONMCaHHOM 30ecChb
bapMalleBTHMUECKOM KOMIIO3ULMM Ha OOJIaCTM KOXM IallMeHTa.

DaHHOe wmM300peTeHMe TaKXe IpelocTaBlgeT Q¢apMalleBTUUeCKYR
KOMIIOBULMID, ONMCAaHHYK 3IeChb, IJis MCICJb30BaHMA B JIEUEHUU
KOXHOT'O HapylleHUs Yy HYXIaKnMeI'oCsa B STOM I[allMeHTa.

DanHOe  M300peTeHUEe Takxe IpenoCcTaBJisgeT VCIIOJIb 30BaHue
bapMalleBTUUECKOM KOMIIO3MUIMUM, OIMCAHHOM 3IeChb, IJA I[IOJYyYeHUS
JIEKAPCTBEHHOTO CpelcTBa IJIA JIeYeHMsa  KOXHOI'O HapylleHusa Yy
HyXOawpmer'ocad B 2TOM llallMeHTa.

OeTann oOOHOTO WM OO0Jiee BapMaHTOB BOIUJIOWEHUA KN300peTeHUd
OpencTaBJIeHE B IIpujalaeMexX I'padMuecKUxX MaTepualjiaxXx W ONMUCaHUU
Hxe. HpyI'Me XapaKTepUMCTUKM, OOBEKTH M IIpeuMylleCTBa M300peTeHUd

OyOoyT OUEeBUIHBEIMM M3 ONMCaHUA, OUTYP U QOPMYyJIEl U300pPEeTeHUA.



OIMMCAHMUE UEPTEXEN

OUT'.1 oToOpaxaeT CXeMy, OIMCHBAaKIYK I[IPOLEeCC IIPOM3BOIACTEA
KOMIIOBUILIMM SMYyJILCUM MacCJIO-B-BoOe coJu GochopHOM KUCIOTH (R)-3-
(4= (7TH-nimppodsio [2, 3-d] nupmvmnuyu—-4-wi) - 1H-nupa3oya—-1-mi) —-3-
LUVKJIOIEeHTUJIIIPOIIaHHUTPWIIA .

OUI'.2 oToOpaxaeT M3MeHeHMA B IoKas3aTeliaxX [IOoOpaXeHusa Yy
CyOBEeKTOB C XPOHUUECKMM OJIANIEYHEIM II1COPMAa30M, I[IOOBEPTHY THIX
Jeuenuno 0,5%, 1,0% m 1,5% Bec/BeC KOMIO3SMUIUM SMYyJLCUM MaCJIO—-B-
BOIE CcoJin bocoopHoM KM CJIOTEL (R)-3-(4- (7TH-ntuppoto[2, 3-
d] mupuvmauH-4-wmi1) - 1H-nupasz0oJi—1-1il) - 3—-UUKJIONeHTUJINPOIIaHHU TpUIIa
(B pacueTe Ha CBOOOOHOE OCHOBaHME) B CpPaBHEHUM C JI€UEHUEM
wraunebo B TedeHuMe 12  HemeJb (MyHKTUpPHasa JIMHUS  [ABJIAETCH
6a30BOM’) .

OUT'. 3 oTobpaxaeT doTorpadumU CyOBeKTOB C XPOHUUECKUM
BJIAmEeYHEM IIcopuas3oM no (OUIl'.3(a)) wm cnycta 84 pgHa (OUI'.3 (b))
Jeuenusa 1,0% Bec/BeCc KOMIOBMIMEN 5SMYJLCUM MaCJIO-B-BOIEe COJIMA
bochopHOM  KMCIIOTH (R)-3-(4- (7TH-ntmppoJio [ 2, 3—-d] nupmuvmuouH—4-mJ1) —
1H-mimpasos-1-wmi) - 3-LUUKJIONEHTUJINPOIaHHUTPUIIa (B pacueTe Ha
CBOOOOHOE OCHOBAaHUE) .

oUT. 4 oTobpaxaeT doTorpadum CyOBEeKTOB C XPOHUUECKUM
BygameuHsM IIcopuaszoM no (dUIl'.4(a)) wm cnyctsas 84 pHa (OUT'.4 (b))
Jeueuna 1,0% Bec/Bec KOMIO3MLUMEN 5SMyJLCUM MacJO-B—-BOIEe COJIM
bochopHOM  KMCIIOTH (R)-3-(4- (7TH-ntmuppoJio [2, 3-d] nupuMmuonuH—4-1JI) —
1H-nnpasoy-1-mi) - 3-UUKJIONEHTUIINIPOIaHHUTPUIIa (B pacuetTe Ha
CBOOOOHOE OCHOBAaHUE) .

OUT'. 5 oTobpaxaeT doTorpadum CyOBEKTOB C XPOHUUECKUM
fJIAmeuyHsEM IIcopuas3oM no (dUIl'.5(a)) m cnycrta 84 pgHa (OUI'.5 (b))
JledueHusa 1,5% Bec/Bec KOMIOBMIMEN 5SMYJLCUM MaCJIO-B-BOIEe COJIMA
bochopHOM  KMCIIOTH (R)-3-(4- (7TH-ntuppoJio [2, 3—-d] nupmuvmunouH—4-mj1) —
1H-mmimpaszoy—-1-wmi) - 3—-LUUKJIONEHTUJINPOIaHHUTPUIIa (B pacuetTe Ha
CBOOOOHOE OCHOBAaHUE) .

OUT'. 6 oTobpaxaeT dpoTorpaduu CyOBeKTOB C XPOHUUECKUM
OJIAmEeYHBEM IIcopuas3oM no (dUl'.6(a)) m cnycrta 84 ngHa (OUI'.6 (b))
Jeuenus 0,5% Bec/Bec KOMIOBMIMEN 5SMYJLECUM MaCJIO-B-BOIEe COJIMU
bochopHOM  KUCIIOTH (R)-3-(4- (7TH-ntmppoJio [2, 3—-d] nupmuvmunomuH—4-mJ1) —

1H-mimpaszsos-1-wmi) - 3-LUUKJIONEHTUJINPONaHHUTPUIIa (B pacuerTe Ha



CBODOOHOE OCHOBAaHNE) .

oUT. 7 oTobpaxaeT doTorpadum CyOBeKTOB C XPOHUUECKUM
OJIAmeYHBEM IIcopuas3oM no (OUIl'.7(a)) wmu cnycra 84 ngua (OUI'.7 (b))
Jeuenus 1,0% Bec/BeCc KOMIOBMUIMEN 5SMYJLCUM MacCJIO-B-BOIEe COJIMU
bocdopromt xumcygoTH (R)-3-(4- (7H-nupposo[2, 3-d] nupuMnUanH-4-1J1) —
l1H-ntupaszoJ—1-mi) - 3-LUUKJIOIEeHTUJIIIPOIIaHHU T PUIIa (B pacueTe Ha
cpoBOOHOE OCHOBAHUE) .

[IOOPOEHOE OIIMCAHME

DaHHOE n3obpeTeHNre IpenoCcTaBJISgeT, inter alia,
bapMaleBTUUECKYKD KOMIIO3MIMID IJIA MECTHOTO HAKOXHOTO IIPUMEHEHUHI,
BKJIOU ALY TeparepTUUeCKA 5bbeKTUBRHOE KOJIMYeCTBO (R)-3-
UMKJoneHTnn-3- [4- (7TH-rimpposo [2, 3-d] mupuvunuba-4-wmi) - 1H-npa30J1—
l-un]oponaHHUTPWIIa MM eT'o dpapMalleBTUUEeCKM IpHeMJIeMOM COJIM.

B HEKOTOPHIX BapMaHTax BOILJIOMEHM A n300peTeHnd
bapMalleBTUUECKaS KOMIIO3UIIMA BKJIIKUAET:

SMYJIECUIO MacCJIO-B—BOINEe; U

TepalleBTUYECKM 2PPeKTMBHOE  KOJIMYECTBO TepalleBTUYeCKOT'O
areHTa, IOpencTaBJeHHOTO (R)-3-uukijoneHTusi—-3-[4- (7H-nuppoJio[2,3-
d] mmpuvmouHa-4-wi) —1H-nmnpasoJi—1-1il ] DpOollaHHUTPUIIOM I ero
bapMalleBTUUECKM IIPUEeMIJIEMOM COJIBI.

B HEeKOTOpPHX BapMaHTax BOIUJIOWEHUA M300peTeHUud DMyJIbCUA
BKJIOUAET BOIY, MACJIAHEM KOMIIOHEHT UM KOMIIOHEHT-3MyJILTaTop.

Kaxk wucnojeszyeTcsd 3IecCh, TEPMMUH «KOMIIOHEHT-5MyJIETaTop»
OTHOCMTCS, B OHOHOM aclleKTe, K BEIeCTBY MWMJIM CMeCU BelleCTRB,
KOTOpPHE IMNOOIEPXMBAIT DJIEMEHT WJIM YacTULy B CYCIEeH3UM B XUIKOM
cpee. B HeKOTOPHX BapMaHTax BOILJIOWEHMSI M300peTeHUs 5BMyJIbIaTop
obecrieunBaeT OOpasOBaHME MaCHAHOM (as3o¥ BMyJIbCHUM [OPU KOMOMHAILIUU
c BOIOOM. B HEKOTOPHIX BapMaHTax BOILJIOMEHM A n3obpeTeHus
BSMYJIETaTOop OTHOCUTCH K OIOHOMY VI HECKOJIbKMM HEVOHHHBM
[IOBEPXHOCTHO-aKTMBHEIM BENECTBAaM.

KoMmosuumum 5MyJIbCUM MacJio—-B-BoIe ofbjlagaly JIy4dllMM BHEMHUM
BMIOOM, pPacCIpemejigseMOCTBER UM CTaOWMJIBHOCTBI IIpM  CPpaBHEHUM C
IPYTVMM KOMIIOBUUIMAMM . KOMMOOBUIMM WMMelT ILJOTHHM, KpeMooOpa3HBM
BHEMHUM BUO, UYTO OOeCHIeuMBaeT XOpollee paclpelejleHMe KOMIIO3ULUN
1o KOXe . Takoe Xopoluee pacrnpenejyieHne BemeT K JIy4dleMmy

IIPOHMKHOBEHNMIO B KOXYy B CPpabBHEHWM C 0e3BOOHEIMM KOMIIO ULV SAMA .



HanpuMep, KOMIO3ULMM DSMYJLCUM MaCJIO-B-BOIOEe MMeJIM IIOBHINEHHEBE
KYMYJISTUMBHEE I[IOKa3aTeJM B XOIe MCCJelNOoBaHUuM IIepeHOoCa uUepe3 KOXYy
Tpylla ueJloBeKa B TeueHMe 24 YacoB B CpaBHeHuM C 0e3BOIHOMU
Maszbio. He xejasa OHTE CBSA3aHHHMM KaKoM-JIMOO OTIOEJILHOM Teopuen,
cumMTaeTcHd, uTo BoJiee BHICOKUM KYMYJISITUBHEIN rnokasarTellb
OBBACHAETCHA JIyUllMM paclpemesieHUMeM KOMIIOBULUMM 5BMYJIBCUM MacJo—B—
BOIe B CpPaBHeHUM C Oe3BOOHOM Masbi, UYUTO IIPUBOIOUT K IIOBHIIEHUIO
[Jlomany IIOBEPXHOCTM NOJIS TPAHCIOPTUPOBKM. IIOBHIMIEeHHasS BA3KOCTB
IJISS KOMIIOZMLMUM 5MyJILCUM MAacJIO-B—-BOIe, Kak okKaszaJloCh, oKasajlach
IpeMyIeCTBEeHHOM  OTHOCUTEJILHO  [IPOHMKHOBEHMUS B KOXY, T.K.
KOMIIOBUIIMM KpeMa C IIOBHIIeHHOW BA3KOCTLI obJjamalu JIYyUlMMU
CBOMCTBaMM TpaHCIOPTa uepe3 KOXYy Tpyla ueJloBeKa B CpaBHEHUM C
JIOCbOHaMM MacJIO-B—-BOIEe C INOHWXEHHOM BA3KOCTLIO.

OnmMcaHHBHE 3OeChb KOMIIO3UIWM MaCJIO-B—-BOIe, KakK 0Kas3aJloCh,
obJlamaliM xopome¥ CcTabMILHOCTLI B TeueHMe TPpexXMeCcsaSdyHOTo IIepuoma
npu xpaHeumm npu 25°C/60% oTHOCHMTENBLHOM BJaxHocTy um 40°C/75%
OTHOCUTEJILHOM BJAXHOCTM B aJIOMMHMEBHX Ty0ax, ¥ [HOOIepXMBaHUU
COOTBETCTBYKIEN BA3KOCTM B TeueHMe Iepuola. IJIg CpaBHeHUS:
KOMIIOBUILIMM DSMYJIBCUM MacJO-B—-BOIEe XapaKTepM30BaJMChb CUHEepesUCOM
npu xpaHeumy npm 40°C (cuHepesuc o0O3HAUAeT OTIeJIeHME XUIKOCTU
OT BMYJILCUM) .

KomMmnosuumsa oSMyJIbECHUM BOIa-B-MacJie OblJla MeHee XejlaTeJlbHa,
yeM KOMIIOBMLUM II0 UM300peTeHMI0, IIOCKOJIbBKY AdM, pacTBOPEHHHM B
OCHOBaHUU c TeueHVEM BpeMeHu, IIPUBOIONII K Upes3BHUYAMHO
BapbMpyoIeMy IPOHMKHOBEHUIO B KOXY B XO0Ie MCCJeIoBaHuM in vitro,
a TakXe K OTCYTCTBMI IIOBHIIEHMSA IIPOHUIIAEMOCTHM IIPU YBeJMUeHUU
KOHLUEHTPpaUUX KOMIIO3UILIUN .

B VMCCJIENOBaAHUAX TPAaHCIIOPTUPROBKHU yepes KOXY C
VCIIOJIL30BAaHMEM CBeXeMCCeUeHHOV KOXM MHIM KOMIIO3UIIUK SMYyJIbCUK
MacJIO-B-BOIe TakXe XapaKTepM30BaJMCh of0mel TeHIeHIMeM IOBLINEeHUS
[IPOHMKHOBEHMSA TIIPM IIOBHIIEHUM KOHIIEHTPAalMM COJOOUIN3VNPOBaAHHOTO
kpema ¢ 0,5% Bec/Bec mo 1,5% Bec/Bec, IOpU 5TOM TakKasd TeHIEHIUS
I0JIS KOMIIO3MLMM 5MyJIbLCUM BOoOa-B-Macjle He OoTMeuajlack. TakuM
oBpa30oM, OKaszaJloCb, UYTO BMYJIECHMM BOIa-B—-MaclJie He OyIOyT MWMETH
KakKoTro—-JimMbo IMIpeuMylleCTBa OTHOCUTEJIEHO OOeClleUeHMS IIOBHIIEHHOTO

I[IPOHVMKHOBEHIMA C IIOBHIMEHVMEM KOHIOEHTpPpalWMI.



Kpowme TOTO, OTIMCaHHHE 30eCh KOMITO 3ULIUN ABJIAKTCSA
OTHOCUTEJIBHO PO CTEMMU B [IPOUBBOLCTBE C BOCIIPOU3BOIVMEM
[IpoLIeCCOM  IIOJIYUEHMS  KOMIIO3ULIUN . [IoJIlydeHHE TPOOYKT  JIETKO
yIIakKoBHBaeTCAa. KoMmmnosuuuy obJamainT Xopomey CcTabMJIbLHOCTBI U
OTHOCUTEJIBHO I[MOCTOSAHHEMMY NPOOUIISAMM [IPOHMKHOBEHNA .

B HEeKOTOPHX BapraHTax BOILJIOMEHUS MU300peTeHUs MacCJIsSHBN
KOMIIOHEHT IMIPUCYTCTBYET B KOJMUECTBe OT IpuMepHO 10% OO IpMMEepHO
40% oT Beca KOMIIO3UILIUNA.

B HEeKOTOPHX BapMaHTax BOIJIOWEHUS U300peTeHUMsS MaCJISHEM
KOMIIOHEHT MPUCYTCTBYET B KOJMUECTBE OT MIPMMEepHO 17% OO MNPMMEPHO
27% oT Beca KOMIIO3UILNUMA.

B HEeKOTOPHX BapMaHTax BOIJIOWEHUS M300peTeHMsS  MaCJISHHM
KOMIIOHEHT IPUCYTCTBYET B KOJMUECTBE OT NpuMMepHO 20% OO NPMMEPHO
27% oT Beca KOMIIO3UINUMA.

B HeKOTOPHX BapMaHTax BOIJIOWEHUS M300peTeHMsa  MaCJISHHM
KOMIIOHEHT BKJIOUAET OINHO WM OOJIee BeNeCTB, KOTOPHE HEe3aBUCUMO
BHOMpAKT W3 Ba3eJIMHOB, XUPHHX CIWPTOB, MMHEPAJIBHEIX Mace,
TPUTJIMLLEPUIOOBR U CUJIMKOHOBBEIX MaceJl.

B HEeKOTOPHX BapMaHTax BOIJIOWEHUS M300peTeHMsa MaCJISHHM
KOMIIOHEHT BKJIOUAeT OINHO MM O00Jiee BelleCTB, KOTOPHE He3aBUCUMO
BHOMpAaT U3 O0eJIoT0 Ba3ejiMHa, LIeTUJIOBOTO CIUpTa, CTeapuJioBOTO
CoMpTa, JerKoro MUHepaJIbHOTO Maclia, TPUIJIMLIEPUIOB CO CcpelHeu
IOJIMHOM Lelr M IVMMEeTHUKOHA.

B HEKOTOPHX BapMaHTax BOIJIOWEHUS M300peTeHUs  MaCJISHLHM
KOMIIOHEHT BKJIOUAET OKKJIO3MOHHEIM aTreHT.

B HEeKOTOPHX BapMaHTax BOILJICHEHMI M300peTeHUI OKKJIIO3VMOHHLIM
aTeHT IMPUCYTCTBYET B KOJMUECTBE OT IMNIPUMEPHO 2% 0o OpuMepHO 15%
OT BeCa KOMIIO3UIINUNA.

B HeKOTOPHX BapMaHTax BOILJICHEHMI H300peTeHUI OKKJIIO3VMOHHLIM
aTeHT IMPUCYTCTBYET B KOJUUECTBE OT NpuMepHO 5% mo npumepHo 10%
OT BeCa KOMIIO3UIIUMA.

Kak wmcnoJgs3yeTcsd 30ecCh, TEepPMUH  «OKKJIIO3MOHHEM  areHT»
OTHOCUTCH K TITUIPOQPOOHOMY aIleHTy WM CMeCU IUMIPOQOOHHIX al'eHTOB,
KOTOpHE 00pa3ylnT OKKJI3MOHHYK ILJIEHKY Ha KOXe, UTO CHWXaeT
ypessIuigepMaJIbHYyn  IIOTep  BOILBL (U3IIB) nyreM IpemoTBpalleHNnsa

MCIIapeHMA BOIOE M3 POT'OBOIT'O CJIOA.



B HEKOTOPHIX BapMaHTax BOIJIOMEHMS WM300peTeHUd OKKJIIOSVOHHLIM
aTeHT BKJIOUAEeT OOHO WM OoJlee BemecTB, BHOPAHHEIX U3 XUPHHX
KMCJIOT (HanpmMmep, JIAHOJIMHOBOM KMCJIOTHL) , KUPHBIX CIIUPTOB
(HanmpyMep, JIaHOJMHOBOTO CIMPTAa), YIJIEBOOOPOMHHX MaceJl ¥ BOCKOB
(HanpuMep, BaseJMHa) , OJIUT VAPV I HEIX CIIMPTOB (HampuMep,
NPONUJIEHTJIMKOJISA) , CMJIMKOHOB (HalpuMep, OUMMEeTUKOHAa), CTepOoJIOB

(HaHpMMep, XOJIeC’I'epT/IHa) 1 PacTmuTeJILHOT'O I KMBOTHOTI'O XKMpa

(HanpuMep, Kakao-MacJa) , PacTUTEJIBLHOTO BOCKa (HanpuMep,
KapHay®CKOT'O BOCKa) U BOCKOBHEHX 320MPOR (Hamopumep, OTUEJIMHOTO
BOCKaA) .

B HEeKOTOPHX BapMaHTax BOILJIOMEHUA M300peTeHUsa OKKJII3IVMOHHLBIM
aTeHT BKJIOUaeT OOHO MM 0oJiee BemMeCTB, BHOPaHHHEX M3 JIaHOJMHOBOM
KVCJIOTHL, KUPHBIX CIIMPTOE, JIAHOJIMHOBOT O crmpTa, BaseJIMHa,
IPONUIIEHTJINKOJIA, OVMeTUKOHAa, XOJIeCTepUHA, MacJia Kakao,
KapHayOCKOT'O BOCKa M NUEJMHOTO BOCKA.

B HEKOTOPHX BapMaHTax BOILJICMEHUS MN300peTeHUsS OKKJII3IVMOHHBIM
aATeHT BKJIOYAET Ba3eJIMH.

B HEKOTOPHX BapMaHTax BOILJIOMEHUA MN300pPeTEeHUS OKKJIIO3VMOHHBIM
aTreHT BKJOUaeT OeJibll BaseJiMH.

B HEeKOTOPHX BapMaHTax BOILJIOWEHUS M300peTeHUs MaCJISHBI
KOMIIOHEHT BKJIIOUAET HAIOJIHUTEJIL, YBeJIUUMBAKIUN XeCTKOCTD.

B HeKOTOpHX BapMaHTax BOIUICHEHUA MN300peTeHUd HAIlOJHUTEIb,
YBeJIMUMBAKIINWY XeCTKOCTL, I[IPUCYTCTBYEeT B KOJMUECTBE OT IIPUMEPHO
2% Do IpMMeEpHO 8% OT BecCa KOMIIO3MLNM.

B HeKOTOpPHX BapMaHTax BOIUJICHEHUS M300peTeHUd HallOJIHUTEIb,
YBeJIMUMBAKIINY XeCTKOCTL, IMIPUCYTCTBYEeT B KOJIMUECTBE OT IIPUMEPHO
3% OO IpMMEPHO 6% OT BeCca KOMIIO3ULMUMU.

B HeKOTOpPHX BapMaHTax BOIUICHLEHUS MN300peTeHUd HaIlOJIHUTEIb,
YBEJIMUMBAKINY XeCTKOCTL, IMIPUCYTCTBYEeT B KOJIMUECTBE OT IIPUMEPHO
4% DO NIPMMEPHO 7% OT Beca KOMIIO3MLMUMN.

Kak MCHoJb3yeTCs 3OeChb, TEepPMMH «HANOJHUTENL, YBeJIVWUMBAaRIUMA
XKECTKOCTE» OTHOCUTCHA K BelleCTBY MWMIM CMEeCUM BelleCTB, KOTOpPHE
[MOBHMIAKT BA3KOCTH U/UIM KOHCUCTEHIMIO KOMIIOBULIUM WM YJIYUIIaioT
peoJIoTMYEeCK e CBOMCTBa KOMIIO3MLVN.

B HeKOTOpPHX BapMaHTax BOIUICULEHUA MN300peTeHUd HallOJHUTEIb,

yBeJIMUMBAlINMIM XeCTKOCTL, BKJoUaeT OOHO MM 0OoJiee BelecTB,
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He3aBUCKMO BHOPAHHEX M3 XUPHEX CIUPTOB.

B HeKOTOpPHX BapMaHTax BOIUICULEHUA MN300peTeHUd HaIlOJHUTEIb,
YBeJIMUMBAKIUM KeCTKOCTE, BKJKUaeT OIHO WM 0OoJlee BelleCTs,
He3aBMUCHUMO BHEOPAHHEIX M3 Ciz-20 KMPHEIX CIMPTOB.

B HeKOTOpHX BapMaHTax BOIUICUWEHUA MN300peTeHUd HAIlOJHUTEJb,
YBEeIMUMBAKINUI XeCTKOCTh, BKJIOYaeT OOHO WM OoJjlee BelleCTB,
He3aBUCKMO BHOpPaHHHX U3 Cie-18 XUPHHEX CIVPTOB.

B HeKOTOpHX BapMaHTax BOIUICHEHUS M300peTeHUd HaIlOJHUTEIb,
yBeJIMUMBAKINUY XKeCTKOCTL, BKJKOUaeT OIHO WM 0OoJlee BelleCTB,
He3aBUCKMO BHOpPAHHHX K3 LEeTUJIOBOTO CIMpPTa M CTeapuJjioBOTO
crnupra.

B HeKOTOPHX BapraHTax BOILJIOMEHUS M300peTeHUsa MacCJISHBN
KOMIIOHEHT BKJIOUaAeT CMAIUUTEEL.

B HeKOTOpPHX BapMaHTax BOIUJIOWEHUA UM300peTeHNsa CMATUUTEIb
IPUCYTCTBYEeT B KOJIMUECTBe OT I[IPUMMEPHO 5% HO HNpuUMepHO 15% oOT
Beca KOMIIO3ULINA.

B HeKOTOpPHX BapMaHTax BOIUJIOWEHUA UM300peTeHNsa CMATUUTEIb
OIPUCYTCTBYET B KOJIMUECTBEe OT I[IPUMEPHO 7% HO HNIPpUMepHO 13% OT
Beca KOMIIO3ZULIUN.

Kak wmcnosbsyeTcd 3O0eChb, TEepMUH «CMATUMUTEJIE» OTHOCUTCA K
areHTy, KOTOPHM CMATYUaeT WM VYBJaXHAeT KOXYy, WM yBJIAXHIET
pa3smpaXeHHYD BHYTPEHHIK IOBEPXHOCTL.

B HeKOTOpPHX BapMaHTax BOIJIOWEHUA UM300pPEeTeHMsa CMATUUTEID
BKJIOUAET OOHO WM OoJiee BeHNeCTB, He3aBUCKMO BHOPAHHBIX U3
MUHEPAJILHEIX MaceJl ¥ TPUIJIMLEPUIOB.

B HeKOTOpHX BapMaHTax BOIUJIOWEHUSA UM300pPEeTeHNsa CMATUUTEID
BKJIDUaEeT OOHO wWiIM 0OoJiee BelleCTB, HEe3aBMCUMO BHOPAaHHEX U3
JIeTKOTO MMHepaJIbHOT'O Macjia M TPpUINMLIEPMOOB CO CpelHeM IJMHOU
Lenun.

B HeKOTOpPHX BapMaHTax BOIUJIOWEHNA UM300peTeHNsa CMATUUTEIb
BKJIDUaEeT OOHO MM ©OoJiee BelleCTB, HEe3aBMCUMO BHOPAaHHEIX U3
JIeTKOT'O MMHEPaJIbHOT'O Macja, TPUIJIMLEPUIOE CO CpelHeM IJMHOM
Lel M OUMeTHMKOHA.

B HEKOTOPHIX BapMaHTax BOILJICIEHN A n300peTeHnud BOIA
IPUCYTCTBYET B KOJUUECTBEe OT IIPUMEPHO 35% OO NPUMEPHO 653 OT

BeCa KOMIIO3MIVMN.



B HEKOTOPHX

IPUCYTCTBYET B KOJMUECTBE OT IIpuMepHO 403

BeCa KOMIIO3MINMN.

B HEeKOTOPHX

IPUCYTCTBYET B KOJMUECTBE OT IIpuMepHO 45%

BeCa KOMIIO3MLNA.

B HEKOTOPHX BapMaHTax
IPUCYTCTBYEeT B KOJMUECTBE OT
KOMITO 3UIIUN .

B HEKOTOPHX BapMaHTax
IPUCYTCTBYEeT B KOJMUECTBE OT
KOMITO 3UITUN .

B HEKOTOPHX BapMaHTax
IPUCYTCTBYEeT B KOJMUECTBE OT
KOMITO 3UIUA .

B HEKOTOPHX BapMaHTax
IPUCYTCTBYEeT B KOJMUECTBE OT
KOMIIO 3UILINA .

B HEeKOTOPHX

BapMaHTax

BaplaHTax

BaplaHTax

11

BOIIJIOIIEeHM A

opuMepHo 1%

BOIIJIOIIEHNM A

IIPUMEPHO 2%

BOIIJIOIIEHNM A

[IPUMEPHO 3%

BOIIJIOIIEHM A

IpUMepHO 4%

BOIIJIOIIEHM A

BOIIJIOIEHNM A

n300peTeHnd

OO TIPVIMEPHO

n300peTeHnd

00 TIPVIMEPHO

n300peTeHnd

IO TIPVIMEPHO

n300peTeHnd

IO TIPVMEPHO

BOIIJIOIEHM A

n300peTeHnd

0O HOpuMepHO 60%

n300peTeHnd

0O IpuMepHO 55%

BOIoa

oT

BOIOa

oT

SMyJIETaTOop
9% oT Beca
SMyJIETaTOP
6% OoT Beca
SMYJIETaTOopP
5% oT Beca
SMyJIBETaTOp

7% OT Beca

n300peTeHnd

@apMaHeBTquCKaH KOMIIO3MIIMA BRJIIOWUaAeET OSMYyJIBET'aTOp M HAIlIOJIHUTEJIb,

YBGHMHMBaDMMﬁ XKeCTKOCTE,

SMyJiET'aTopa M HallIOJIHUTEJIA,

YeBeJIiMdMepapmero XeCTKOCTEh,

10 MeHbIIeM Mepe IPMMepHO 8% OT Beca KOMIIO3ULUM.

B HeKOTOPEX BapMaHTaXx

BKJIOUaAEeT OINOHO WJM 0OoJiee BelecCTB,

IIpr STOM KOM@MHMPOBaHHOG KOJIMYeCTBO

COCTaRrJideT

BOIIJIOIIEeHM A MBOGpGTeHMH SMYyJIBET'aTOPp

20bMpoBR TUIMIepWJIa M XUPHBX 20MPOB copduTaHa.

B HeKOTOPEX BapMaHTaxXx

He3aBMCHMO BH@paHHHX "3 XMPHEIX

BOIIJIOIIEHNM A MSO@peTeHMH SMYyJIBET'aTOPp

BKJIOUAeT OIHO wuix OoJiee BemecTB, He3aBUCUMO BHOPAHHEIX U3
TJmMLepuiICTeapaTa u nojmcopBara 20.

B HEKOTOPHX BapMaHTax BOTLJIONMEHM n300peTeHn
bapmalieBTHMUECKA S KOMIIO 3UIIU A TOTIOJIHUTEJILHO BKJIOUAET

CcTaduiams3aTop.

B HeKOTOpPHX BapMaHTax BOILJIOWEeHUA MSO@peTeHMH CT&@MHMB&TOP

IIPUCYTCTBYET B KOJMUEeCTBe OT IpuMepHo 0,05%

BeCa KOMIIO3MINMN.

0O IIpUMEepPHO 5%

oT

B HeKOTOPHX BapMaHTax BOILJIOWEeHNA MBO@peTeHMH CT&@MHMB&TOP
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IPUCYTCTBYEeT B KOJUUeCTBe OT OpuMepHOo O0,1% DO IpUMEpHO 2% OT
BeCca KOMIIO3ZULIUA.

B HeKOTOpPHX BapMaHTax BOIUJICHLEHUA MN300peTeHUd CTabuams3aTop
IPUCYTCTBYET B KOJMUeCTBe OT NOpuMepHo 0,3% mo npmuMmepHo 0,5% OT
Beca KOMIIO3ULINN.

Kak wmcnosibsyercda 3O0eCb, TepPMMH «CTabuiam3aTop» OTHOCUTCH K
BelleCTBY MJM CMECU BeleCTB, KOTOpHE yJydlalnT CcTabuJIbHOCTE
bapmMmalleBTMUECKOM KOMIIO3ULIUMU U/UJIM COBMECTMMOCTL KOMIIOHEHTOB B
KOMIIOB3ULIVN . B  HekKOTOpPHX BapMaHTax  BOIUJIOWEHUS  M300peTeHUd
CTabuamMs3aTop IpemdoTeBpallaeT alJjioMepalMuid 5SMyJIECUM M CTabuImnM3upyeT
Kallsli B SMyJILCUM MacJIO—B-BOILE.

B HeKOTOpHX BapMaHTax BOIUJICHEHUA MN300peTeHud CTadbuim3aTop
BKJIDUaEeT OOHO MM ©OoJiee BelleCTB, HEe3aBMCUMO BHOPAaHHEIX U3
IOJIMCaxXapunos.

B HeKOTOpPHX BapMaHTax BOIUJICIEHUA MN300peTeHud CTabuim3aTop

BRJIKUaeT KCaHTaHOBYK KaMellb.

B HEKOTOPHX BapMUaHTax BOILJIOMEHMU S n300peTeHns
bapmMmalleBTUUECKAS KOMIIO 3ULIN A OOIOJIHUTEJILHO BKJIOUAET
PacTBOPUTEID .

B HEeKOTOpPHX BapMaHTax BOIUICHEHUA MN300peTeHUd pacCTBOPUTEJb
IPUCYTCTBYET B KOJMUUeCTBe OT OpuMepHOo 10% 1no mnpuMmepHO 35% OT
Beca KOMIIO3ULINN.

B HeKOTOpPHX BapMaHTax BOILJICHEHUS HN300peTeHUud PacCTBOPUTEJb
IPUCYTCTBYEeT B KOJMUUECTBE OT IIpuMepHO 15% nmo mnpumepHo 30% oT
BeCa KOMIIO3ULIUN.

B HeKOTOpHX BapMaHTax BOIUJICHEHUS MN300peTeHUusd pacTBOPUTEJb
IPUCYTCTBYeT B KOJUUECTBEe OT IIpuMepHO 20% OO NIpUMepHO 25% oT
Beca KOMIIO3ZULINA.

Kak wmcnojiesyeTcd 30ecChb, TEepMMH «PaACTBOPUTENL» ABJIAETCH
KUOKUM BElleCTBOM  WJIU CMeChbl  XUMOKUX BelleCTE, CIIOCOOHEIX
PacTBOPATHL (R)-3-(4- (7H-ntimppoJio [2, 3—-d] nupmvumunuu—4-wi) —1H-
IMpasoJi-1-mil) - 3-LUUKJIONEHTUJINPOIAHHUTPWUII WM Opyl'Me BelleCTBa B
KOMIIOBULINN . B  HeKOTOPHX BapMaHTax  BOIUJIOWEeHUS  MU300peTeHUd
PacTBOPUTEJIb  ABJIAeTCA KUOKMM BEIeCTBOM MM CMEeChbl  XUIOKMUX
BelleCTB, B KOTOpHX (R)-3-(4-(7H-nimpposol[2,3-d]noupuvmnaonya—4-wmi) -

1H-mimpaszsos-1-wmi) - 3-LUUKJIONEHTUIINPONIaHHU TPUII NI ero
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bapMalleBTUUECKU npueMiieMasa COJIb obJjlamaeT IOCTaTOUYHOM
PacTBOPUMOCTBI. Hampumep, B Tabnuile 21 npencTaBJIeHA
PacTBOPUMOCTD (R)-3-(4- (7H-ntmppoJio [2, 3—-d] nupmvmunouu—4-mj) - 1H-

OMpasoJi-1-wmil) - 3-LUUKJIONEHTUJINPONAHHUTPMUIIa (CBOBOOHOE OCHOBAaHNE)
i ero ¢ochaTHOM COJIM. B HEeKOTOPHX BapMaHTax BOILJIOMEHUS

MBO@peTeHMH pracTeoOopMUTEeJIE ABJIAETCA BelleCTBOM WMJIM €I'O CMeChIO, B

KOTOpPOMU (R)-3-(4- (7TH-riuppoJio [ 2, 3—-d] nupuMmanuH-4-wmi) - 1H-nupas30J-
1-wmi1) —-3-UUMKJIIOTIEH TUJINIPOIIaHHM TP NI ero bapMalleBTUUECKU
npuemsieMas  CoOJIb (B 3aBUCHMMOCTM OT TOTO, UTO MCIOJb3YIT)

oBlamalT pPacTBOPMMOCTLID, KOTOpas COCTaBJAeT IO MeHbIel Mepe
npuMepHo 10 MT/MiI uiau ©oJjlee, IO MeHLIIe Mepe IIpMMepHO 15 Mr/Mil
i OoJiee, WM IO MeHbIEN Mepe npuMepHo 20 MT/MI Wian 0OoJiee, IIpU
M3MEepPEeHUM, KakK BTOo onucaHo B llpumepe 4.

B HeKOTOpPHX BapMaHTax BOIUICHEHUA MN300peTeHUsd pacCTBOPUTEJb
BKJIOUAET OOHO WM OoJilee BelleCTB, He3aBUCKMO BHOPaHHEIX U3
AJIKMJIEHTJIMKOJIEN U HOJMAJIKUIIEHTJIMKOJIEe .

B HEeKOTOpPHX BapMaHTax BOIUJICIEHUA MN300peTeHUsd pacCTBOPUTEJb
BKJIOUAET OOHO WM OoJiee BelleCTB, He3aBUCKMO BHOPaHHEX U3
IPONUIIEHTJIMKOJIA M [IOJIMATUIIEHTJIMKOJIA .

B HEKOTOPEIX BapMaHTax BOILJICWEHN A n300peTeHnd
TepaleBTUUYECKUN aTeHT IIPUCYTCTBYeT B KOJMUeCTBe OT [IPMMEpPHO
0,5% mo npmumepHo 1,5% IO Becy B pacueTe Ha CBOOOIOHOEe OCHOBAaHUE.

B HEKOTOPHIX BapMaHTax BOTLJICIEHU A n300peTeHnd
TepalleBTUUECKUM aTeHT IIPUCYTCTBYeT B KoJuuecTBe mpuMepHo 0,5%
I[I0 BeCy B pacueTe Ha CBOOOIHOe OCHOBaHUe.

B HEKOTOPHIX BapMaHTax BOILJICIEHN A n300peTeHnd
TepalleBTUUECKUN aTeHT MNIPUCYTCTBYEeT B KOJMUECTBe IIpMMepHO 1% 1o
BeCy B pacueTe Ha CBODOOIOHOEe OCHOBaHME.

B HEKOTOPHIX BapMuaHTax BOILJICIEHN A n300peTeHnd
TepaleBTUUECKUN aTeHT IMIPUCYTCTBYeT B KOJIMUECTBe IIpuMMepHO 1,5%
[I0 BeCy B pacdeTe Ha CBOOOIHOe OCHOBaHUE.

B HEKOTOPHIX BapuaHTax BOILJICIEHN A n300peTeHnd
TepaleBTUUeCKMM al'eHTOM ABJISAeTCHd (R) —3-umrJjionedHTmyi—-3-[4- (7H-
nvppoJio [ 2, 3-d] nupuvmnuia-4-wui) - 1H-niupas3oJi— 1 -1l ] IpOolaHHU TPWIT
dpochar.

B HEeKOTOPHEIX BaplaHTax BOIIJIOIMEHM A MBO@peTeHMﬂ
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bapMalleBTUUEeCKad KOMIIO3ULUNMA BKJIOUAET:

OT MNPMMePHO 35% IO HNPpMMepHO 65% BOIH OT BeCa KOMIIO3ULIWN;

oT npmuMepHo 10% no npmMepHo 40% MacJAHOTO KOMIIOHEHTa OT
BeCa KOMIIO3ULIVN ;

oT HOpuMepHO 1% @mo HOpuMepHO 9% sMyJbTaTopa OT  Beca
KOMIIOBULIVNA ;

oT npuMepHo 10% 1o nOpuMepHo 35% pacTBOpPUTEJII OT Beca
KOMIIOB3ULIVN ;

orT npuMepHo 0,05% po npmuMepHOo 5% crabuiamzarTopa OT Beca
KOMIIOBULUU,; U

orT npumMmepHo 0,5% no npmmepHo 1,5% (R)-3-umurioneHTusi—-3-[4-
(7TH-mimppodgio [2, 3-d] nupmvmnuHa—4-wi1) - 1H-ntupa3oii— 1 -1l ] IpolaHHUTPUIIa
WM eTo oGdapMalleBTUUYECKM [IPpMEeMJIEMOM COJIM OT Beca KOMIO3MUIMM B
pacueTe Ha CBODOIOHOE OCHOBAHUE.

B HEKOTOPHIX BapuaHTax BOILJICIEHN A n300peTeHnd
bapMaleBTUUECKad KOMIIO3MIUMA BKJIOUAET:

oT npuMepHO 40% no mnpuMepHO 60% BOIH OT BeCa KOMIIO3ULINM;

OT npuMepHO 15% 1no npmuMepHo 30% MacJAHOTO KOMIIOHEHTa OT
BeCa KOMIIO3ULIWN ;

OT IPMMEPHO 2% 0O IPpMMEPHO 6% »sMyJgbT'aTopa OT Beca
KOMIIOBULIVNA ;

OT IHOpuMepHO 15% mo npuMepHo 30% pacTBOPUTEJII OT Beca
KOMIIO B3ULIVN ;

or npuMepHo 0,1% @mo HnOpuMepHO 2% crabuiam3aTopa OT Beca
KOMIIOBULIUM,; U

orT npumMmepHo 0,5% no npmumepHo 1,5% (R)-3-umurioneHTusi—-3-[4-
(7TH-mimppodgio [2, 3-d] nupmvmnuHa—-4-wi) - 1H-ntupa30oii— 1 -1l ] IponaHHUTPUIIa
WM eTo OGdapMalleBTUUECKM [IPpMEeMJIEMOM COJIM OT Beca KOMIO3MUMM B
pacueTe Ha CBODOOIOHOE OCHOBAHUE.

B HEKOTOPHIX BapMuaHTax BOILJICIEHN A n300peTeHNnd
bapMalleBTUUECKAA KOMIIO3UUNMA BKJIOUAET :

oT mnpuMMepHO 45% 1mo npuMepHO 55% BOIH OT BeCa KOMIIO3UIWMU;

OT npuMepHO 17% DO NIpMMEepHO 27% MacJAHOI'O KOMIIOHEeHTa OT
BeCa KOMIIO3ULIWN ;

OT IpMMepHO 3% OO IpMMEepHO 5% »sMyJgbT'aTopa OT Beca

KOMIIO SNV ,;
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OT IpuMepHO 20% DO IIpMMepHO 25% pacTBOPUTEJIE OT Beca
KOMIIO 3ULIUN ;

oT npmMepHo O0,3% npo npmumMmepHo 0,5% crabuwiamzaTopa OT Beca
KOMIIO3ULNN,; U

orT npuMmepHo O0,5% nmo mnpuMepHo 1,5% (R)-3-LUUKIONEeHTUII-3—[4-
(7TH-niuppoJio [2, 3—-d] nupuMnuanH-4-wui) - 1H-nupas3oJ—-1 -1l ] IponaHHUTPpUIIa
Wi ero dapMalleBTUUeCKM I[IPUEeMIIEeMOM COJIM OT Beca KOMIO3MUMK B
pacueTe Ha CBOOOIOHOe OCHOBAaHUE.

B HEeKOTOPHIX BapraHTax BOILJIOMEHN A n300peTeHnsd
bapmalleBTHMUEeCKas KOMIIO3ULMA BKJKUaET:

oT mnpuMepHO 45% 1mo mnpuMepHO 55% BOIH OT Beca KOMIIO3ULIUM;

oT npmuMepHO 17% Do NpUMepHO 27% MaCJAHOI'O KOMIIOHEeHTa OT
Beca KOMIIO3ULINK;

OT IpuMepHO 4% 1O IpMMepHO 7% sMyJsI'aTopa OT Beca
KOMIIO 3ULIUN ;

OT HnpuMepHO 20% DO IIpMMEpPHO 25% pacTBOPUTEJIE OT Beca
KOMIIO 3ULIUN ;

oT npmuMepHo O0,3% npo npmumMmepHo O0,5% crabuwiamzaTopa OT Beca
KOMIIO3ULINN; U

orT npumepHo O0,5% mo mnpuMepHo 1,5% (R)-3-LUMKIONEeHTUJI-3-[4-
(7TH-niuppoJio [2, 3—-d] nupuMuanH—-4-wui) - 1H-nupas30i-1 -1l ] IponaHHUTPpUIIa
Wi ero dapMalleBTUUeCKM I[IPUeMIIeMOM COJIM OT Beca KOMIIO3MUUK B
pacueTe Ha CBOOOIOHOe OCHOBAHUE.

B HeKOTOPHIX BapMaHTax BOILJIOUEeHUSA M300peTeHUs:

MACJISHEM  KOMIIOHEeHT BKJIOUaeT OJHO WM 0OoJjiee BelmecTB,
KOTOPHEE He3aBUCKHMO BHOMpPalT M3 Ba3eJMHOB, XMPHHX CIWPTOB,
MMHepaJIbHHEX Macejl, TPUTJIMIEPUIOB UM OUMETUKOHOB;

SMyJIBTATOP BKJKUaeT OOHO WM 0OoJiee BemecTB, He3aBUCHUMO
BHIOPAHHBIX M3 XUPHHX S0UPOR TUIMIepWJIa M XMPHHX 30MPOB copbuUTaHa;

PACTBOPUTENbE BKIOUYAET OOHO WMIM ©OO0Jlee BeNleCTB, He3aBUCHUMO
BHIOPAHHEX M3 aJIKUJIIeHTJIMKOJIEM UM MNOJMUAJIKUIIEHTJIMKOJIEN; U

cTabuIM3aTop BKJOUYaeT ONHO WM OoJiee BelleCTB, HE3aBUCUMO
BHIOpPAHHLEIX M3 [IOJIMCaxXapUIoB.

B HEeKOTOPEHIX BapMaHTax BOIUJIOUEeHUS M300peTeHU:

MaCJISHEM KOMIIOHEeHT BKJIOUaeT OIXHO WM 0OoJlee  BelecTB,

KOTOPEIE He3aBUCHMO BbI@I/IpaIOT ns 0eJioTo Ba3eJlMHa, LIeTVJIOBOI'O
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compra, CTeapuJIOBOTO  CIMpPTa, JETKOT'O  MMHepaJIbHOT'O  MacJa,
TPUTJIMLIIEPUOOR CO CPeOHEeM OJMHOM Lelu M IUMMEeTUKOHA;

SMYyJIETaTOp BKJIOUYaAEeT OOHO MM 0OoJiee BelleCTB, He3aBUCHUMO
BHIOpPaHHHEIX M3 IJIMLepuJIcTeapaTa M nojamcopdbara 20;

PacTBOPUTEJIL BKJKYAET OOHO WM OoJiee BelleCTB, He3aBUCUMO
BHIOPAHHEX M3 NPONMIIEHIJVIMKOJA U IIOJIUSTUIIEHIJIMKONA,; U

CTabuiIM3aTop BKJIKOUAET KCAHTAHOBYK KaMelb.

B HEKOTOPEHIX BapMaHTax BOILJICIEHU I n300peTeHnd
bapMalleBTHUUECKAaSd KOMIIO3UIUNMA BKJIOUAET :

OT MNpMMepHO 35% 1o HNpuMMepHO 65% BOIH OT Beca KOMIIO3ULIUM;

OT IIPUMEPHO 2% 0o IIpMMepHO 15% OKKJIO3MOHHOTO areHTa oOT
BeCca KOMIIO3ULINN;

OT I[PUMEPHO 2% OO IIPMMEPHO 8% HAIIOJHUTEJS, YyBeJIMUMBAaKIeIO
XEeCTKOCTE, OT Beca KOMIIO3ULUNA;

OT IpMMepHO 5% 1o nOpuMepHO 15% cMATuMTEeNsa OT Beca
KOMIIOBULINN ;

oT nOpuMepHOo 1% 1mo nOpmMepHOo 9% sMyJbpT'aTopa OT Beca
KOMIIOB3ULINN ;

oT npmuMepHo 0,05% po npuMepHO 5% crabuiamzaTopa OT Beca
KOMIIOBULIVNA ;

oT npuMepHo 10% @mo [npuMepHO 35% pacTBOPUTEJII OT Beca
KOMIIOBULIMU,; U

oT npumMmepHo 0,5% no npumepHo 1,5% (R)-3-umurioneHTus—-3-[4-
(7TH-ninppoJio [ 2, 3-d] nupuMuivH—-4-1i1) —1H-nupaszoii—1-mi] OpolaHHUTPUIIA
WM eTo oGbapMalleBTUUECKM IIpMeMJIEMOM COJIM OT Beca KOMIO3MLIMM B
pacueTe Ha CBOOOIHOE OCHOBaHUe.

B HEKOTOPHIX BapMuaHTax BOILJICIEHN A n300peTeHnd
bapMalleBTUUECKAA KOMIIO3UILINMA BKJIOUAET :

oT mnpuMepHO 40% nmo mnpuMepHO 60% BOIH OT BeCa KOMIIO3UIIWMN;

OT IIpUMepHO 5% npo npuMepHO 10% OKKJIO3MOHHOTO al'eHTa oOT
BeCa KOMIIO3ULNUN;

oT IPYMEPHO 2% oo IIPUMEPHO 8% HaloJIHUTEe I,
YBeJNUMBAKIMBAKIETO XeCTKOCTE, OT BeCa KOMIIO3MLWN;

OT IpMMepHO /% 0O IIpuMMepHO 12% CcMATUMUTENS OT Beca
KOMIIOBULIVNA ;

OT IIpPMMEPHO 2% 0O NIpMMEepHO 6% osMyJbTaTopa OT Beca
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KOMIIOBULIVN ;

oT npuMepHo 0,1% @»mo HOpuMMepHO 2% craduiam3aTopa OoOT Beca
KOMIIOBULIVN ;

OoT IHOpuMepHO 15% 1mo npuMepHo 30% pacTBOPUTEJILI OT Beca
KOMIIOBULIUU,; U

orT npmuMmepHo 0,5% npo mnpuMepHo 1,5% (R)-3-LUUKIIONeHTUII-3—[4-
(7TH-ninppoJio [ 2, 3-d] nupuMuirH—-4-1i1) —1H-nupaszoji—-1-1i] OpolaHHUTPUIIA
WIM eTo oGdapMalleBTUUYECKM IIpMeMJIEMOM COJIM OT Beca KOMIO3MILIUM B
pacueTe Ha CBOOOIHOE OCHOBaHUe.

B HEKOTOPHIX BapMaHTax BOILJICIEHU A n300peTeHNnd
bapMalleBTHUUECKASA KOMIIO3UILNMA BKJIUAET :

oT mnpuMepHO 45% 1mo mnpuMepHO 55% BOIOH OT Beca KOMIIO3UIIWM;

OT IIpUMepHO 5% npo npuMepHO 10% OKKJIO3MOHHOITO al'eHTa oOT
BeCca KOMIIO3ULINN;

OT I[PUMEPHO 3% OO IIPMMEPHO 6% HAIIOJHUTEJS, YyBeJIMUMBAKIIeI'o
XEeCTKOCTL, OT Beca KOMIIO3ULUNA;

OT IpMMepHO 7% OO IpuMMepHO 13% CcMATUMUTENS OT Beca

KOMIIO SUILINN ;

oo

OT I[IpMMEepHO 3% OO IIPpMMEpPHO 5 sMyJIbT'aTopa OT Beca
KOMIIOBULIVNA ;

oT npuMepHo 0,3% @mo npumepHo 0,5% crabuamMszaTopa OT Beca
KOMIIOBULIVNA ;

oT npuMepHo 20% 1o OpuMepHO 25% pacTBOPUTEJISI OT Beca
KOMIIOBULIUM,; U

or npumepHo 0,5% mo npumepHo 1,5% (R)-3-umkjgoneHTmi-3-[4-
(7TH-imppodgio [2, 3-d] nupmvmunuHa—4-wi) - 1H-ntupa30oJi— 1 -1l ] IponlaHHUTPUIIa
WM eTo oGbapMalleBTUUECKM IIPpMeMJIEMOM COJIM OT Beca KOMIO3MIMM B
pacueTe Ha CBODOOOHOEe OCHOBAHUE.

B HEKOTOPHIX BapMuaHTax BOILJICIEHN A n300peTeHnd
bapMalleBTUUECKAA KOMIIO3UIUNMA BKJIOUAET :

OT HIpuMepHO 45% mo npuMepHO 55% BOOE OT BeCa KOMIIO3MLUM;

OT IIpUMepHO 5% npo npuMepHO 10% OKKJIO3MOHHOTO al'eHTa oOT
BeCa KOMIIO3ULINN ;

oT [IPUMEPHO 4% oo [IPUMEPHO 7% HaIlloJIHUTeJ I,
YBEeJMUMBAKIMBAKIETO XeCTKOCTE, OT BeCa KOMIIO3MLNN;

OT IIpMMEpPHO 7% 10O HOpuMepHO 13% CcMATUYMTeNsS OT Beca
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KOMIIOBULIVN ;

OT IpMMepHO 4% 1O IIpMMepHO /% »sBMyJbT'aTopa OT Beca
KOMIIOBULIVN ;

oT npmuMepHo O0,3% npo mnpmumMmepHo 0,5% crabuwiamzaTopa OT Beca
KOMIIOBULIVNA ;

oT HnpuMepHo 20% @§o OIpUMEepHO 25% pacTBOPUTEJIAI OT Beca
KOMIIOBULIUM,; U

orT npumMmepHo 0,5% no npumepHo 1,5% (R)-3-uurioneHTus—-3-[4-
(7TH-imppodgo [2, 3-d] nupmvmunuHa—-4-mi1) - 1H-ntupa30Ji— 1 -1l ] IponaHHUTPUIIa
WM eTo oGbapMalleBTUUECKM IIpMeMJIEMOM COJIM OT Beca KOMIO3MIUIMM B
pacueTe Ha CBOOOIHOE OCHOBaHUE.

B HEKOTOPHIX BapMuaHTax BOILJICIEHN A n300peTeHNnd
bapMalleBTUUECKAaA KOMIIO3UIUNMA BKJIUAET :

oT mnpuMepHO 45% nmo mnpuMepHO 55% BOIH OT BeCa KOMIIO3UIIWMN;

IIPUMEPHO 7% OKKJIO3MOHHOI'O areHTa OT Beca KOMIIO3MLUN;

oT IPUMEPHO 4,5% oo IIPUMEPHO 5% HalOoJIHUTE I,
YBeJMUMBAKIMBAKIETO XeCTKOCTE, OT BeCa KOMIIO3ULNN;

npuMepHo 10% cMATUMTEeJIA OT Beca KOMIIO3ULUMA;

OT IpuMepHO 4% @©mo npuMepHo 4,5% sMyJbraTopa  oOT Beca
KOMIIOBULIVNA ;

npuMepHo 0,4% cTabuamMszaTopa OT Beca KOMIIO3MLUM;

IIPVMMEPHO 22% pacCTBOPUTEJIA OT BeCa KOMIO3MUUU,; U

oT npumMmepHo 0,5% no npumepHo 1,5% (R)-3-umurioneHTus—-3-[4-
(7TH-ninppoJio [ 2, 3-d] nupuMuivH—-4-1i1) —1H-nupaszoii—1-mi] OpolaHHUTPUIIA
WM eTo oGbapMalleBTUUECKM IIpMeMJIEMOM COJIM OT Beca KOMIO3MLIMM B
pacueTe Ha CBOOOIHOE OCHOBaHUe.

B HEKOTOPHIX BapMuaHTax BOILJICIEHN A n300peTeHnd
KOMOMHUPOBAHHOE KOJIMYECTRBO HaIlOJIHUTEJIA, YBeJNUMBAaKILeI o
KECTKOCTL, U BMyJibTaTopa COCTaBJAET II0 MeHBLIelM Mepe IpMMepHO 8%
OT BeCa KOMIIO3ULNNA.

B HeKOTOpPHX BapMaHTax BOIUJIOWEHUSA MN300peTeHUd:

OKKJIIO3MOHHEIM aT'eHT BKJIOUAET Ba3eJIMH;

HAIOJIHUTEJIL, YBeIMUMBAKMUM XeCTKOCTh, BKJIUYaAeT OIOHO WU
BoJiee BeWleCTB, HEe3aBUCHMO BEHOPAHHEIX M3 ONHOTO WMJIM HeCKOJbKUX
XUPHHEX CIWUPTOB;

CMATUUTEJIE BKJOUaAeT OOHO WM 0oJiee BellecTs, He3aBMCHIMO
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BHIOPAHHEX M3 MMHePaJIbHHX MaceJl M TPUIJIMLEPUIOB;

SMyJIETaTOp BKJOUYaAET OIOHO WM 0OoJiee BelleCTB, He3aBUCHUMO
BHIOPAHHEX M3 XMPHEX S0MPOB IJIMLEepWJa M XUPHEX 30MpPOB CcopbOuTaHa;

CTabuiM3aTop BKJOUaAET ONHO WM 0OO0Jiee BelleCTB, He3aBUCHUMO
BHIOPAHHEX M3 [IOJIMCaxXapuioB; U

PacTBOPUTEJIL BKJKYAET ONOHO WM OoJiee BelleCTB, HEe3aBUCUMO
BHIOPAHHBIX M3 aJKUJIEeHTJIMKOJIEN ¥ INOJMAaJIKUIIEHTJIMKOJIEeN .

B HeKOTOpPHIX BapMaHTax EBOIJIOUWEHUSA M300peTeHUd:

OKKJIIO3MOHHEIM aTeHT BKJUaeT OeJIElM Ba3eJIMH;

HalOJIHUTEJIL, YBeJIMUMBaKMUM XKeCTKOCTh, BKJIKOUYAeT ONOHO WM
DoJlee BeWleCTB, He3aBUCKMO BHOPaHHEX M3 LIeTUJIOBOI'O CIMPTa WU
CTeapuJIOBOTO CIMPTA;

CMATUNTEJIbE BKJIOUAET OOHO WM ©OO0Jiee BelleCTB, He3aBUCHUMO
BHIOPAHHEX W3 JIeT'KOT'O MMHEePAaJIbHOT'C Macja, TPUIJIMLEPUMIOB CO
cpenHeV IJIMHOM LelM M IMMeTUKOHA;

SMyJIETaTOp BKJIOYaAET OIOHO MM 0OoJiee BelleCTB, He3aBUCHUMO
BHIOPaHHHX M3 IJIMIepuJIicTeapaTa M nojJmcopbarta 20;

CTabuiIM3aToOp BKJOUAET KCAHTAHOBYI KaMeOb; U

PacTBOPUTEJIL BKJKUYAET OOHO MM 0OoJiee BelleCTB, HEe3aBUCUMO
BHIOPAHHEX M3 NPONMIIEHTJIMKOJA M IIOJIUATUIIEHTJIMKOJIAL .

B HEKOTOPEIX BapmaHTax BOILJICIEHN A n300peTeHnd
bapMalleBTUUECKA A KOMIIO3ULIMA OOIIOJIHUTEJIEHO BKJIIOUAET
aHTUMOaKTepraJIbHEM KOHCEpPBAHT.

B HEKOTOPEHIX BapMaHTax BOILJICIEHN I n300peTeHNnd
aHTMOaKTepraJIbHEY  KOHCEepPBaHT IPUCYTCTBYeT B  KOJMUECTBE OT
npuMepHo 0, 05% mo mpuMepHO 3% OT BeCa KOMIIO3ULUMU.

B HEKOTOPHIX BapMuaHTax BOILJICIEHN A n300peTeHnd
aHTUMOaKTepraJIbHEY  KOHCEepPBAHT TIPUCYTCTBYeT B KOJMUECTBE OT
npuMepHo 0,1% no npuMepHO 1% OT BeCa KOMIIOBULMMA.

Kaxk MCIIOJIbL3YeTCd 30ecCh, bpasza «aHTuBakKTepuaJlb HEM
KOHCepBaHT» of0o3HadaeT BelleCTBO WM CMeCHM BelleCTB, KOTOPHE
VHIUOUPYIT POCT MUKPOOPI'aHM3MOB B KOMIIOSULIMNA.

B HEKOTOPHIX BapMaHTax BOILJICWEHN A n300peTeHnd
aHTMOaKTepraJIbHEY KOHCEPBAHT BKJOUaAeT OIOHO MM OoJiee BeMecCTB,
He3aBUCHMO BHOPAHHHX M3 aJIkuinapabeHOB M QeHOKCUMATAaHOJA .

B HEeKOTOPHEIX BaplaHTax BOIIJIOIMEHM A MBO@peTeHMF[
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aHTMBaKTepMallbHEM KOHCEePBAaHT BKJOUAeT ONHO WM OoJjiee BemMecTB,

He3aBUCHUMO BEIOpPaHHEIX n3 MeTuJnapadeHa, nponminapadbeHa u
beHOKCHUBTaHOJA .
B HEeKOTOPHIX BapraHTax BOILJIOWEHMU A n300peTeHnd

bapMalleBTHMUECKas KOMIIOZUIMA OOMIOJHUTEJLHO BRJUAET XeJaTUpYomui
areHT.

Kak MCIIOJIb3YEeTCH 30ech, bpasa «xXeJlaTUpYommn areHT»
OTHOCHUTCS K COeIMHEHMI WJIM CMecsaM COeIMHEeHUN, oBJlamanmmx
CUJILHOM CIIOCODHOCTBLI CBASHBATLCA C MOHAMM MeTalJlJIOB.

B HEeKOTOPHX BapMaHTax BOILJICHEHMI H300peTeHUd XeJaTUpYImyi
areHT BKJOUAET OMHATPUA BIOEeTaT.

(R)=-3-(4- (7H-TIuppoio [2, 3-d] nupuvmmunomuHa-4-mi) - 1H-nnpaz3oj—1-
WJI) —3-UUKJIOINEHTUJIIIPOINaHHUTPMUII MOXeT OBTbH IIOJIYYEH, KakKk BTo
OIIMCcaHO B IHaTeHTe CIA N 7598257 m nyoamkKauuMm HOaTeHTa CIA N
2009/0181959, xaxmuli M3 KOTOPHX BKJIOUEH B HACTOAMEee OIMCaHMe BO
BCeM CBOEM IIOJIHOTe IIOCPelCTBOM CCHJIKM. ®ochaTHas cojb 1:1 (R)-
3-(4- (7TH-nimppoJio [ 2, 3—-d] nupmvunuu—4-wi) - 1H-niupa3oya—-1-wi) —-3-
LUMKJIOTIEHTUJINIPOIIaHHUTPUIIa MOXeT OHTB IIOJIYYeHa, KaK 3TO OIMCAaHO B
nyoiamkaumMmM rnartedra CHA N 2008/0312259, KOTOPEM BKJIOUEH B
HacTodAllee ONMCaHue BO BCeM CROeM IIOJIHOTEe IIOCPeICTBOM CCHUIKM.

CoenuHeHUA 1o OaHHOMY n300peTeHUn TaKxe BKJIOU AT
bapMalleBTHUECKM IIpUEeMJIEMEE COJIM OINMCAHHEIX 30ech coelIMHeHuUM. Kak
VCIIOJIb3YEeTCsa 3IOecChb, TepMMH «dpapMalleBTUUECKM IIpuemMiieMas COJIb»
OTHOCUTCS K CcoJiM, ofpa30BaHHOM nIyTeM HobaBJieHMS QapMalleBTUUeCKU
IpMeMIJIEMOM KMCJIOTH MJIM OCHOBAHMSA K OINMCAHHOMY 3IeCh COeIVHEHMIO.
Kak wucnojnsyeTca B3IecChb, o©O¢paza «dpapMalleBTUUECKM IpVeMJIEMEBIL»
OTHOCUTCH K BEmMecTBY, KOTOpoe IIPpUEeMIIEeMO MOJS MCIOJbB30BaAHUSA B
bapMaluMM C TOUKM 3PEeHMS TOKCUKOJOITMM UM He B3aMMOIEeMCTBYEeT
oTpMlIIaTeJIbHEM 00pa30M C aKTHMBHHM MHIpenreHToOM. OdapMalleBTUUECKU
IpMeMJIEMBIE COJIM, BKJIOUasd MOHO- ¥ OMCOJM, BKJKYAKT, HO He
OTpPaHMYMBAKTCA  BTUM, cou, [IOJIYYEHHHE W3 OPTIaHUYEeCKUX U
HEOPTAaHUUYECKMX  KUCJIOT, TakMx Kak, HEe OT'paHMUYMBafAChb D3TUM,
YKCYCHad, MOJIOYHAaA, JIMMOHHAa 4, KOpMYHasA, BMHHaA, dHTapHad,
byMaporad, MaJIeMHOBas, MaJIOHOBAS, MMHIOAaJIEHaL, 46JI04YHasd,
mapeJjieRas, IIPOIMOHOBas, COJIgsHad, OpOMOBOIOpPOIOHasd, ¢ochopHasd,

a30THasd, cepHas, TJIMKOJIeBasd, nupyBaTHasd, MeTaHCcyJbdoHOBAS,
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STaHCYJIbLOOHOBASA, TOJYOJCYJIbOOHOBAS, CcaluMLMIIoBasg, OeH30MHasg, a
TakKxe us IIOOOOHBIX M3BECTHEIX IpUEeMIIEMEIX KMUCJIOT . CIOMCKU

NOOXOOAMMX COJIeEM MpedcTaBJieHE B Remington's Pharmaceutical

Sciences, 17th ed., Mack Publishing Company, Easton, Pa., 1985,
p. 1418 wu Journal of Pharmaceutical Science, 66, 2 (1977),
KaXOEM M3 KOTOPHIX BKJOUEH B HaCToOAllee OIMCaHMe BO BCeM cBoOeln
[IOJIHOTE IIOCPEeInCTBOM CCBIJIKM.

Takxe OyOeT IIOHATHO, UTO OIMCAHHHE 3IeCb COeIMHEHMS MOTYT
CYIIeCTBOBATL B pPacTBOPEeHHOW ¢QopMe, Halpumep, ©(opMe I'MIPaTOB, a
TakXxe B HepacTBOPeHHOM dopMe. LOOINOJHUTEJLHO OyIeT IIOHSATHO, UYTO
OaHHoOe n3obpeTeHue OXBaTHBAaEeT BCe PaCTBOpPEHHEE bopMEL
CoeIMHEeHUN .

Kak ucnojgb3yeTcsa 3Oechb, TepMMH «% OT Beca KOMIO3ULUU»
o603HauaeT KOHIUEHTpaluln KOMIOHEHTa, BHPaXeHHYID B IIPOLeHTax, B
KOMIIO3UIMM Ha OCHOBe COOTHOmeHMS Bec/Bec. Hampumep, 1% Bec/Bec

KOMIIOHEeHTa A = [ (Macca KOMIIOHEeHTa A) / (oBmas Macca

koMmmosmuumm) | x100.
Kak wmcnose3yeTcsa B3IeChb, TEPMMH «% OT Beca KOMIO3MIUUM B
pacuetTe Ha cBoOOmHOE OCHOBaHUE» (R)-3-(4- (7TH-ntuppoJso[2, 3-

d] mmpuvmonua-4-wmi) - 1H-nrpasoi—1-1il) - 3-UUKJIONEeHTUJINPOIaHHUTPUIIa

oe

M ero GdapMalleBTHMUYECKM I[IpMeMJIeMOM CcoJiM» of0o3HadaeT, dYTo
BeC/BeC pacCCUMTHIBAETCS Ha OCHOBe Beca (R)-3-(4-(7H-nmppoJso[2,3-

d] mupvmnauH-4-1ni) - 1H-nupas0os—-1-1il) - 3-UUKJIONEHTUIINIPOIIaHHUTPUIIa B

ofmer  KOMIIOBUIIUMU . HampumMmep, «0,5% Bec/Bec B pacueTe Ha
cBoBOomHOE OCHOBaHUE» (R)-3-(4- (7TH-ntmppoJio [2, 3—-d] nupuvmuauH-—4 -
mi) —1H-nmpa3zoi—1-mjl) - 3-UUKJIOINeH TUJIIIPOIIaHHU TPWII dochaTa

oBbosHauaeT, uTo Ha 100 rpamMm oOmero Beca KOMIIO3MIMM CYIECTBYeET
0,66 IpaMM (R)-3-(4- (7TH-ttimppoJio [ 2, 3—-d] nupmvunuu—4-wj) —1H-
oVpasoJi—-1-wWil) - 3-LUUKJIONEHTUJINPOIaHHUTPKUII  docdaTa B KOMIIOSULUU
(uro paBHgeTrca 0,5 rpamMmaM cBOOOIHOTO oOCHOBaHusA, (R)-3-(4-(7H-
nuppoJio [ 2, 3-d] nupuMunuu-4-wmi) - 1H-nmpazosa—-1-wmi) —-3-
LUVKJIOIIeHTUJIIIPOIIaHHUTPWIIA )

B HeKOTOpPHX BapMaHTax BOIUJIOMEHUA UN300peTeHUA KOMIIOHEHTE
IPUCYTCTBYIT B TOUYHO VYKal3aHHHX Oualla3oHax (HalpuMmep, TepMUH

LKIIPVMEPHO» OTCYTCTByeT) . B HeKOTOPEIX BapMMaHTax BOIIJIOIEHM A
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n300peTeHrsa TepMUH «IpMMepHO» ofosHadvaeT ILJIC MIM MuMHyC 10% ot
3HaueHUd.

Kak »T0 OyIeT OUEeBMOHO, HEKOTOPHE KOMIIOHEHTH OIMCAaHHEX
30eCchb O(QapMaleBTHUUECKMX KOMIIO3MUIMM MOTYT o00JaZaTk HEeCKOJbKUMA
byHkumsaMm. Hanopumep, IaHHOe BemecTBO MOXeT MOeMCTBOBAThH Kak
SMYyJIBETAaTop M CcTabuianM3aTop. B HEKOTOPHX TaKMX Claydasax OQyHKUMS
IOAaHHOTO KOMIIOHEHTa MOXeT PacCMaTPpMBATLCS KaK MCKIOUMTeJILHAaL,
naxe ecJin ee CBOMCTBa MOTYT obecreunBaTh MHOXeCTBEeHHYIO
OYHKIMOHAJLHOCTE. B HEKOTOPHX BapMaHTax BOIJIOMEHUS U300peTeHUs
KaxIOel KOMIIOHEHT B KOMIIOBMUMM BRKJIOUAET pasHbBe BelecTBa WK
CMeChb BelleCTB.

B KOHTeKCTe IaHHOTO Mu300peTeHMd TepMMH «KOMIIOHEHT» MOXeT
0603HauaTh OIHO BEMeCTBO MJIM CMeCh BelecTB.

Kak mcnojbL3yeTcsa 3Oechb, TepMMH «XKUpHasd KUCJIOoTa» OTHOCUTCH
K aludpaTHMUecKOM  KUCJIOTE, HACHIIEHHOM WMJIM  HeHAaCHIeHHOM. B
HEeKOTOPHX BapMaHTax BOIJIOMEHMSA M300peTeHMSa XuUpHasd  KUCJIOTa
HaxXOOMUTCH B CMECUM PasHHX XMPHEX KUCJIOT. B HEKOTOPHX BapMaHTax
BOILJIOMEHVSA M300peTeHusa XMPHas KUCJIOTa MMeeT B CpeldHeM OT
IPpUMEPHO BOCBMM OO IIPMMEepHO TPpMILAaTM aTOMOB yIoJjiepoda. B
HEeKOTOPHX BapMaHTax BOIUJIOMEHMA M300peTeHMAa XUpHas KUCJIOTa MMEeEeT
B CpemHeM OT HOpuMepHo 12 gmo 20, 14-20 wmmm 16-18 aToOMOB
yTJepona. [Mogxonmsamme XUPHEIE KM CJIO TEL BKJIOUAT, HO He
OTPAHMUMBAITCSA DSTHUM, LUeTUJIOBYID KUCJIOTY, CTeapuJIOBY KUCIJIOTY,
JaypPUIIOBYID KUCJIOTY, MUMPUCTUHOBY KMUCJIOTY, BPYKOBYID KUCJIOTY,
NaJIbLMUTHMHOBYID  KUCJIOTY, [NAaJIbBMUTOJIEMHOBYID KMCJIOTY, KalIpMHOBYIO
KUCJIOTY, KalpuJIOBYI  KUCJIOTY, OJIEMHOBYID  KUCJIOTY, JIMHOJIEBYIO
KUCJIOTY, JMHOJIEHOBYID KMCJIOTY, IHUIPOKCUCTEaAPUMHOBYID KMCJIOTY, 12-
TUOPOKCUCTEaPUHOBYIO KUCJIOTY, KeTOCTeapMrHOBYIO KUCJIOTY,
M30CTEapMHOBYID  KUCJOTY, CeCKBMOJIEMHOBYID  KMCJOTY, ceckBU-9-
OKTameKaHOeBYIO KUCJIOTY, CeCKBUM300OKTaAIeKaHOEBYIO KUCJIOTY,
BereHOBYID KUCJIOTY, M300eTeHOBYID KUCJIOTY M apaxMUIOHOBYID KUCJIOTY
WM UX COJIM.

Kak wmcrooab3yeTcsa 3IeChb, TepMMH KUPHBM CHOUPT» OTHOCUTCHI K
anndaTUIeCKOMYy CIIPTY, HaCHIMEeHHOMY WM HeHAaCHIEeHHOMY . B
HEeKOTOPHIX BapMaHTax BOILJICIMEHU I nz3obpeTeHns KUPHBIV CIOUPT

HaXoInMTCAd B CMeCH Pa3HEX XMPHEX CIIMPTOB. B HEeKOTOPEX BapMaHTax
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BOILUIOMEHNS M300peTeHUs XUPHEM CHUPT MMeeT B CpelHeM OT IIPUMEPHO
12 1no mnpmumMmepHo 20, oT nOpuMepHO 14 1po npumMepHo 20 wmiamM OT
opuMepHO 16 nmo npmMepHO 18 aToMoOB yIJlepola. llogxonAamye XUPHEBE
CIOMPTH BKJIOUYAKT, HO He OIpaHUUYMBAKTCA 2TUM, CTEeapUJIOBEM CIUPT,
JIaypPUJIOBHIM CIupT, 1aJIb MU TUIIO BHM CIIMpT, 11e TUJIO BRI CInpT,
KaIlpUJIO BRI CIupT, KaIlpWUJIMIIOBHM CIMpT, OJIEUJIO BRI COupT,
JVHOJIEHUJIOBHI CIMPT, AapaxuUIOHOBHM CIMPT, OeTeHMJIOBHM CIOUPT,
M300eTeHUJIOBEM CHUPT, CeJIaxXWJIOBHY CIUPT, XVWMUJIIOBEM CHOUPT U
JVHOJIEUJIOBHY CHUPT MM UX CMeCHU.

Kaxk wucnosws3zyercd 30echb, TEPMUH  KIIOJIMAJIKWUIIEHTJIMKOJIE >,
WCMOJb3YEMEY KaK OIMH TepMMH WIM B KOMOMHaAUMM C IOpYyTHUMU
TepMMHaMM, OTHOCUTCA K I[OJIMMepY, coImepxameMy eOVHMIE MOHOMEpa
OKCHAJIKUJIIEHE, VI COIIOJIMMEPY M3  Pas3HBX eIVHULL MOHOMepa
OKCHaJIKMJIeHa, TI'IOe aJIKMJIEHOBad I'pylllla MMeeT OoT 2 mo 6, oT 2 gmo 4
Wi OoT 2 »mo 3 aTOMOB yIJlepona. Kak MCIOJNb3YyeTCs 30eChb, TepMUH
KOKCHANKWIIEH», WMCIOJb3YyeMHM KakK OOWH TepPMMH UM B KOMOMHALUU C
OpYyTUMM TepMMHaMM, OO0O3HauvaeT IpyHny o o¢opMmysie —-O-ajiIkujeH-. B
HEeKOTOPHX BapMaHTax BOIUJIOWEHUA W300peTeHUsa IOJIMaJIKUIIEHIJIUMKOJIIb
IpencraBJieH NOJIMATUIIEHTJIMKOJIEM.

Kak wmcnojge3yeTcd 3IeCb, TePMUH «XKUPHEM 50Mp copbuTaHa»
BKJIOUAET I[IPOOYKTH, IIOJIYYEHHEEe K3 CcopbuTaHa WIM CcopbuToja u
XMPHBIX KUCJIOT M, Heo0dA3aTeJIbHO, eOVHUL, IIOJIM (3TUJIEHTJIMKOJIL) ,
BKJIIOUA A 2QUPH copbuTaHa u 20UPH [IOJIMA TOKCUIIMPOBAHHOTO
copbuTaHa. B HEKOTOPHX BapMaHTax BOIJICMEHUS UH300peTeHUS XUPHBIN
20Up copbuTaHa npencraBJieH MOJIND TOKCUIIMPOBaHHBM sdbrpom
copbuTaHa.

Kak wucnosie3yeTcs 3OeChb, TepMMH «30Up copbuTaHa» OTHOCUTCH
K COeIOMHEHUMI WJIM CMeCH COeIMHEeHUN, IIOJIYUeHHEX B pesyJbTaTe
3TepudUKalummM CopOUTOJIa M IO MeHbIleV Mepe OOHOWM XUPHOM KUCIIOTH.
XupHEIE KUCJIOTH, NOOXOLANMe OJIS I[IoJIydeHus 50MpoB copbuTaHa,
BKJIOYAKT, HO He OI'PaHUUYMBAKTCA 5STHM, OIMCaHHBEE 30eCb XUPHEE
KVCJIOTHL. Hooxonsamme 3OUPH copBbuTaHa BRJIOUAKT, HO He
OT'paHMUMBAaTCAa  3TUM, cepurn  Span™ (mnocTtynHass oT Unigema),
KOoTOopad BKRJKUaeT Span 20 (copbuTaHa MoOHoJlaypaT), 40 (copbuTaHa
MOHOIIaJIbMUTAT) , 60 (copbuTaHa MOHOCTeaparT), 65 (copbuTraHa

TpuCcTeapartT), 80 (copburaHa MOHOOJIEAT) " 85 (copbuTaHa
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TpMoJieaT) . HpyT'Me HDomxonsamme »QUPH copbuTaHa BRJILUAT 5S0UPH,
nepeuncjieddele B R. C. Rowe and P. J. Shesky, Handbook of
pharmaceutical excipients, (2006), 5th ed., koTopas BKJIOUeHa B
HacTofdllee ONMCaHMe BO BCEM CBOEM IIOJIHOTE IIOCPEeNCTBOM CCHUIKU.
Kax wmcnoojib3yeTcs 3IeChb, TepMMH «IIOJUSTOKCUIIMPOBAHHEM 50UP
copbuTaHa» OTHOCUTCH K COeIOMHEHMID WM eTl'0 CMeCcaM, I[IOJIyUYeHHEM
nocJe STOKCUJIIMPOBAHUSA sdupa copbuTaHa. [TOJIMOKCUB TUJIEHOBHIM
bparMeHT cCcoeOMHEHMS MOXeT HaxOIUTHLCHA MexXOy MOJIEKYJIOM XUPHOTO
sbdupa M MOJIeKyJIOM copbuTaHa. Kak MCIOJb3yeTCcsd 3OecChb, TepMUH
«20Mp copbuTaHa» OTHOCUTCHA K COeOMHEHMI WMJIM CMeCUM COoeIMHeHUN,
IIOJIYUEeHHEIX B pe3yJjibTaTe »TepudrKaliuy CcopduTojla M IO MeHbIen
Mepe ONHOM XUPHOM KUCJIOTH. XMpPHEE KUCJOTH, MCIIOJb3yeMee JIs
IOJIYyUEeHUS TIOJIMBSTOKCUIIMPOBAHHEX 530MPOBR copbuTaHa, BKJIOYAKT, HO
He OTpaHMUMBaKnTCH STUM, OINMCAaHHHEE 30eChb JKMPHEE KUCJOTH. B
HEeKOTOPHX BapuaHTax BOILJICMEeHUA M300peTeHUd NOJIMOKCUDTUIIEHOBHEMN
dparMeHT COeOMHEHMA WMJIM eT0 CMecCu UMeeT OT I[IpMMepHO 2 IO
npuMepHo 200 OKCHMASTMIIEHOBHIX eIMHMII. B HEKOTOPHX BapMaHTax
BOILUJIOMEHNS U300peTeHUd I[IOJMOKCUBTUIIEHOBEM OQpaTMeHT COeOMHEHUS
VI ero CMeCH  UMeeT oT [IPUMEPHO 2 oo [IPMMEPHO 100
OKCUBTUIIEHOBEIX eIVMHALL . B HEeKOTOPEHIX BapmaHTax BOILJIOWEHN A
n300peTeHrs TOJIMOKCUDTUIIEHOBHM OGpalMeHT COeOMHEeHMS WM eTo
CMeCH MMeeT OT IIPpUMepHO 4 no npuMepHO 80 OKCUBDTUIIEHOBEHX E€IMHUIL.
B HEeKOTOPHX BapMaHTaxX BOIJIOWEeHUSA M300peTeHMUs IOJMOKCUBDTUIIEHOBHM
bparMeHT cCcoeOMHeHUA WIM eT0 CMecu uMeeT OT IOpuMepHo 4 1o
npuMepHo 40 OKCHUSTUJIEHOBHX eOMHMII. B HEKOTOPHX BapMaHTax
BOILJIOMEHUA U300peTeHUd IMNOJMOKCUBTUIIEHOBHM OpaTMeHT COeOVHEeHUS
WM eT0 CMeCH MMeeT OT HNpuMepHO 4 1o npuMepHO 20 OKCUBRTUIIEHOBHX
eIMHUIL . MoaxomAamyue IOJIM3TOKCUIIMPOBaHHEE 20UpH copbuTaHa
BKJIOUAT, HO He OTPaHMUMBAKTCA 3TUM, cepui Tween™ (HOCTyIHas OT
Unigema), KoTOopad BKJIOUAET Tween 20 (II03 (20) copbuTaHa
MOHOJIaypaT), 21 (II05 (4) copbuTaHa MoHOJaypaT), 40 (IIO3(20)
copBuTaHa MoOHoIaJibMuTaT), 60 (II05(20) copbuTaHa MOHOCTeaparT),
60K (II05(20) copbuTaHa MOHOCTeaparT), 6l (1105 (4) copburaHa
MOHOCTeapaT), 65 (II03(20) copburaHa TpuctTeapar), 80 (IIO3(20)
copbuTaHa MOHoOOJeaT), 80K (II05(20) copbuTaHa MOHOOJIeaT), 81

(IIOS (5) copbuTaHa MOHoOOJIeaT) M 85 (II0O5(20) copbuTaHa TpHOJIeaT) .
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Kaxk MCIIOJIE3YEeTCHA 30ecCh, abbpeBuaTypa «IIOS» oBo3HavaeT
IIOJIMOKCURTUIIeH. UMcIo, YKa3aHHoe pAmoM ¢ abbpeBuaTypom 103,
ofo3HavuaeT KOJMUECTBO I[OBTOPAKIMUXCH  eOMHMUI, OKCUSTUIIeHa B
COeOVHEHUN . Opyrue IOOXOOAmMeE IOJIMB TOKCUIIMPOBAHHEE 30UPH
copbuTaHa BKJIOUAT 2QUPH XUPHBX KUCJIOT IIOJMOKCUSDTUIIEHCOPOUTaHAa,
nepeumcJieHHele B R. C. Rowe and P. J. Shesky, Handbook of
pharmaceutical excipients, (2006), b5th ed. koTopas BKJIOUEeHa B
HacTodAllee ONMCaHMe BO BCeM CBOeM IIOJIHOTEe IIOCPeICTBOM CCHJIKM. B
HEKOTOPHX BapMaHTax BOIJIOWEeHUS M300peTeHUd IOJIMDTOKCUIMPOBAaHHEM
20Mp copbuTaHa NOpencTaBJieH HoJucopbaToM. B HEeKOTOPHX BapMaHTax
BOILJIOMEHUSA M300peTeHusa TOJIUBTOKCUIIMPOBAHHEM 2dup copbuTaHa
npencraBjieH nojmcopdaroM 20,

Kak McCHoJb3yeTcsd 30eCh, TEepMMH «TUIMLEPUIIOBHE XUPHEE S0UPHE»
OTHOCUTCS K MOHO-, =OV- WIM TPpUIJIMLIEPUIAM XUPHHX KUCJOT.
TIIVLEPUIIOBEE XUPHHE 20QMPE MOTYT OHTE HeoOA3aTeJIbHO 3BaMelleHH
TpyonaMu CyJbOOHOBOM KUCJIOTH WM €& ObapMalleBTUUECKM IpUeMIIEMHBIX
cojier. llogxonmdmye XUPHBE KUCJIOTH, MCIOJBb3YeMHEe JIS IIOJyJeHUS
TPUTJIMLIEPUOOR XMPHHX KMCJIOT, BKJKUAKT, HO He OIpaHMUMBaTCSH
5TUM, OINMCAHHEE 30eChb XWPHHE KUCJIOTEl. B HEKOTOPHIX BapuaHTax
BOILUJIOMEHNSA M300peTeHMUsa TUIMLEPMJIOBEM KUPHEM 520Up OIpedcTaBJlIeH
MOHOTJIMLIEPUIOM XUPHOM KMUCJIOTH, MMekmel 12-18 aToMoB yrJjlepona. B
HEKOTOPHX BapMaHTax BOIUJIOUEHUS M300peTeHUd IJIMLEPWUJIOBEM XUPHBIL
20Up HOpencTaBJieH IJIMLIEPUJICTEeapaTOM.

Kak wMCIoJb3yeTcsd 30ecCh, TepMMH «TPUTJIMUEepUIE» o0o3HauaeT
TPUTJIMLIEPUO KUPHOM KMCJIOTH. B HEeKOTOPHX BapMaHTax BOILJIOMEHUS
n300peTeHUda TPUTIIMLEPUD OpedcTaBJieH TPpUTJIMUIEepUIaMyM CO CcpelHeu
OJIMHOM Lielu.

Kak MCHOJb3yeTCs 3OeCh, TEepMMH «aJIKMJIEeHTJIMKOJILE» o0O03HadaeT
Tpynny oopmyss -O-ajIkuileH-, TIe aJIKMJeHOBas Tpylla MVMeeT OT 2
no 6, or 2 pmo 4 mium oT 2 QJo 3 aToOMOB yIJlepola. B HeKOTOPHX
BapMaHTax BOIUJIOMEHUS M300peTeHUs alKWUIJIeHTJIMKOJE [IpelcTaBlieH

nponmiieHTJIMKoJeM (1, 2-NIponaHanoJIOM) .

Kak MCIIOJIL3YeTCd 30eckh, TEePMUH KIIOJIMB TUJIEHTJIMKOJIE »
OTHOCUTCHA K noJIMMEpPY, comepxaimeMy e OMHUIIEL MOHOMePpa
STUJICHTJIMKOJNA QopmMmyJiel —O0-CHz-CHz-. llogxonpdmme I[IOJIMSTUIIEHTJINKOJIN

MOTYT cCOoIOepXaTb CBOOOIOHYIO I'MOPOKCHMIIBHYKD TPYIIITY Ha KaXIOM KOHIE



26

MOJIEKYJIEL I1oJIMMEepPa I MOTYT ComepXxaTb OIoIHY Znang) DoJiee

I'MOPOKCHUMIIEHEX I'pyIlii, STepM@MHMpOBaHHHX HM3IVIM AJIKMJIOM,
HallprMep, MeTUJIOBOM Ppynnoﬁ. Taxkxe IO IOXO O AIVIMA ABJIAKRTCHA
I[TPOM3BOOHEE HOHMSTMH@HPHMKOH@%, MeKmre 9Tepm®mumpyeMMe
KaPGOKCMHbHHe T'PYIIIIEL. [ToNMMB TUIIeHTJIMKOJIN , InoomxXomdamue IOJIA

MCIIOJIb30BaHMA I[IO0 OAaHHOMYy M300peTeHMI, MOI'yT OHTH I[IOJIMMepaMu C
Henbio Jiodoy OJIVMHB MM JIOOHM MOJIEKYJISAPHHM BECOM M MOTYT BKJIOUATH
pa3BeTBJIeHMe. B HeKOTOPHIX BapMaHTax BOILJIOWEHUS U300peTeHUd
CpeloHMM  MOJIEKYJIAPHEM  BeC  TOJUBTUIIEHTJIMKOJIA  COCTaBJIAEeT OT
npuMepHo 200 mo npmMepHo 9000. B HEeKOTOPHX BapMaHTaxX BOILJIOIEHUSI
n300peTeHNs cpenHum MOJIEKYJIAPHEIN BEeC [IOJIVD TUIIEHTJIMKOJI A
cocrTaBJjfgeT oT HOpuMepHOo 200 po npuMepHo 5000. B HeKOTOPHX
BapMaHTax BOIJIOMEeHVSA U300peTeHUd CpPpeOHUM MOJIeKYJISPHHEM  BecC
IOJIMBTUIIEHIUVIMKOJIA COCTaBJigeT OT HnNpuMepHOo 200 mo npmmepHo 900. B

HeKOTOPEX BapMaHTaX BOIIJIOIEHNMA MSO@peTeHMH CpeHHMﬁ MOHeKYHHpHHﬁ

BeC IIOJIUDTUIIEHIJIMKOJIA  CcOoCcTabejigeT IpuMepHo  400. [Mogxom4amme
[MOJIN 3 TUJIEH TJIMKOJIN BKJIOUAT, HO He OTPaHNUYMBaKTCA 2TUM,
[IOJIMA TUJIEHTJIMKOJIE—200, HIOJIMA TUJIEHTJIMKOJIE— 300,
[IOJIM? TUIIeHTJIMKOJIE—400, [IOJIND TUJIEHTJIMKOJIE— 600 u
[IOJIUB TUIIeHTJIMKOJIE—900 . Yucio rocJie UepTOUKU B Has3BaHUU

ofosHaAUaeT CpeOHUM MOJIEKYJISPHHMY BecC IIoJIMMepa.

KpomMe TOTO, MHNPUHATO BO BHMMAaHMKE, UTO OIlpeleJIeHHEEe IIPM3HAKU
n300peTeHna, KOTOPHE JIS SACHOCTU OIMCAaHB B KOHTEKCTe OTIOeJIbHBIX
BApMaHTOB BOIUJIOUWEHUSI WM300peTeHusa, TaKXe MOTI'YT OHTE OINMCAHH B
KOMOMHaALUMM B OIOHOM BapMaHTe BOIUIOWEeHMA M300peTeHMdA. B CBOD
ouepenb, pa3JIMUHHE I[IPU3HAKK M300peTeHMsI, KOTOPHEe IJS KPaTKOCTHU
ONMCAHEL B KOHTEKCTe OOHOT'O BapMaHTa BOIJICIMEHUS U300peTeHMd,
Takxe MOTYT OHTL TIMIPeOCTaBJIeHH OTIOeJILHEM ofpa3oM WM B JioOou
nomxondmey cydOroMOMHALIM .

Crzoco6s!

dapMalleBTUUECKME KOMIIOSUIMKY T[I0 M300PEeTEeHUK MUCIOJBE3YIRT B

JIeUEeHVN KOXHEIX HapymeHMﬁ. B HeKOTOPEIX BapMMaHTaxXx BOIIJICIIEHM A

n300peTeHnud KOXHOE HapylleHe npencraBJIeHO ay TOUMMY HHEIM
By JiJie 3HEIM KOXHEIM 3aboJieBaHUEM, TaKUM Kak Iy 3HpYaTKa
OOBIKHOBeHHad (PV) wim OyiyesHBl Oempuroun (BP). B HeKOTOPHX

BapMMaHTaX BOIJIOCIEHNMA MBO@peTeHMH KOXHOEe HapVylleHle IIpeldCTaBJIEHO
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ncopmasoM (HanpuMep, OOHIKHOBEHHEIM rcopmasoM) , aToNINUeCKUM
OIepMaTUMTOM, KOXHOM CHIILI, pa3dpaxXeHMeM KOXM, CeHCUOuIM3aluen
KOXN (HampuMep, KOHTaKTHEM oepMaTUTOM W ajiepruyeCcKmuM
KOHTAaKTHEM OepMaTUTOM) . Hanpuwmep, olpeneJieHHEEe BellecTBa,
BKJIOUAKIME HEKOTOPHEEe O¢apMalleBTUUEeCKMe IIpellapaTh, I[IPpU MeCTHOM
IpMMEeHEeHMY MOT'YT BBE3BATh CeHCUOMIM3ALUMI KOXM. B HeKOTOPHX
BapMaHTax BOILJIOWEHM I n300peTeHnd CO—-BBeIeHue W
mocjiefoBaTeJIbHOE BBeIOeHMe MEeCTHBIX KOMIIOBMLUUM II0 U300peTeHU0
BMeCTe C IIpellapaToM, BHEBHBAKIMM HeXeJlaTeJIbHYID CeHCUDUIM3alno,
MOXeT okKa3aTbCc4d oJie 3HEM OJIs JleueHus Takom nonoBHoOM
HexeJlaTeJIbHOM CeHCUOUMIM3aUUM WM OepMaTuTa.

IDaHHOe U300peTeHus, KpoMe TOTO, OIpenocTaBJIgeT  CIocoD
JeUeHUsa OepMaTOJIOTUUECKUX TIOOOUHEX 520OeKTOB, BHS3BAHHHX IPYIUMU
bapMalleBTUUECKMMM IIperapaTaMM, IIyTeM BBeOeHMSI COeIUMHEeHUI IO
n300peTeHM©0O. HampuMep, MHOXECTBeHHHE OQpapMalleBTUUeCKMe IIpellapaThH
IPUBOOAT K HeXeJlaTeJIbHHEM aJIJIepTUUeCKMM peaKUMAM, KOTOPHEe MOTYT
OpOABJIATECA B BUOE YIPEBOM CHIIM MJIM COOTBETCTBYKIETO IepMaTUTa.
[Mpumep bapMalLeBTUUECKUX npenapaTos, VIMEIMMX IOOOOHHE
HexeJiaTeJIbHEe NOOOUHHE 20beKTH, BKJIIOU AT IPOTUBOPAKOBEE
npenapaTe, TakMe KaK TedUuTUMHUO, LeTyKcuMad, SpJIoTMHMO M T.II.
KomMrnosuuumym 1o um300peTeHurn MOI'YT OBTH BBEIEHE CUCTEMHO WK
MEeCTHO (Haopumep, C JoKajau3allMel B HeNoCpelCTBEHHOW OJM30CTU OT
oepMaTmTa) B KOMOMHaUUM C (HanpuMep, OIOHOBPEMEHHO W
mocJiegoBaTeJIbHO) bapMalleBTUUE CKUM npenapaToM, MMEIMM
HexeJlaTeJIbHEM IepMaToJIOTHMUeCKUY [NoOOUHEM 2d0bekT. B HEKOTOPHIX
BapMaHTax BOIUJIOWEHMA M300peTeHMa KOMIIOSUIMA I[I0 M300peTeHUn
MOXeT OBTL BBeIeHa MEeCTHO BMeCcTe C OOHMM MWK 0OoJjiee IOpyI'MMU
bapMalleBTUUECKMMM IIperapaTamMr, IIpU STOM OpyITue dpapMalleBTUUeCKUeE
npenapaTe, OpM MeCTHOM IIPUMEHEHUM B OTCYTCTBME KOMIIOSUIUKM II0
n300peTeHNrio, MOTYT BHS3BATh KOHTAKTHHEM OepMaATUT, aJJIepIMUecKyo
KOHTAKTHYK CEeHCUOMIM3ALULD WJIM [DOODOOHOEe KOXHOe HapylmeHue. B
COOTBETCTBUNU c DTUM KOMIIO3ULM A o M300peTeHND BKJIIOUAET
KOMIIO3UUMM  IOJIA MEeCTHOTO [NIpUMMeHeHUd, KOTOPHE  OOIOJIHUTEJILEHO
BKJIIOUAT OOMIOJIHUTEJILHEM QapMalleBTUUEeCKUM areHT, KOTOPHM MOXET
BEI3BATL IOepMaTUT, KOXHEIE HapylWleHVMId WM CBA3aHHBEE I[TOOOUHEE

S0DEeKTH.
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Kak mMcnojp3yeTcsda 3OeChb, TEePMUH KUHIOUBUIYYM» WM «IIALVEeHT»,
VCIIOJIb3YEME  B3aMMO3aMeHAeMbEM ofpas3oM, OTHOCUTCH K JoOoMy
XMBOTHOMY, BKJIOUAS MIEKONMTAKIMUX, [IPeVMyIeCcTBeHHO MHIIeN, KPHC,
IPYTUX TPEH3YHOB, KpPOJMKOB, cobak, KOIEeK, CBMHENM, pOTaTHM CKOT,
OBell, Jiomalel WM IPpUMaToB, UM HauboJiee IIpeuMyleCTBEeHHO - Jomen.

Kak wmcnose3yeTcsa 3I0echb, Opasa «TepalleBTUUeCKM DbOeKTUMBHOE
KOJIMUECTBO» OTHOCUTCA K KOJIMUECTBY AKTHMBHOTO OeMCTBYIETO
BemecTRa I bapMaleBTUUECKOTO areHTa, KOTOpoe BEISHBAET
BUOJIOTUUECKUN MM MEeOUUIMHCKUM OTBeT, KOTOPHM MOXeT OHTL OTMeueH
B TKaHU, cucTeMme, XKMBOTHOM, VHINBUOYYMEe WJIM Y  UeJIOBeKa
HccJenoBaTesieM, BeTepMHapoM, TOKTOPOM WM IPYTHUM CIelMaJIMCTOM.

Kak wMCHoJab3yeTcsa 3OeChb, TEepMUH «JIeUeHUe» WM KJIeUUTH»
OTHOCUTCH K OIOHOMY MJIIN BoJiee CJIeOVIIommMX [IOHATUI ; (1)
npodmuiiakTMKa 3abojieBaHMA,; HalIpuUMep, OpoduilakTHMKa 3abojieBaHudg,
COCTOSAHUA WM HapYUeHVI Y MHIVBUOYYMa, CKJIOHHOTO K 3abojieBaHub,
COCTOAHVI WM HapPYIeHU’, OIOHAaKO, OIBIT WJIM [IaToJIOTMAd WU
CHIMIIT OMEI 3aboJieBaHuUA OTCYTCTBYIOT;, (2) VHTUOUPOBAaHUE
3ab0JIeRaHMda; HalpuMep, MHIUOMPpOBaHMe 3abojieBaHUsa, COCTOSAHUA WIIU
HapylleHUsa Yy MHIOVWBHOYYMa C HaJlMuMeM WM IIPUCYTCTBMEM [IaTOJIOTUU
WX  CUMIITOMOB  3afoJjieBaHUudg, COCTOAHMA WJIM HapylleHUd (T.e.
OJIOKUMPOBaHMEe IaJIbHEMIero pasBUTUS HAaTOJOTUM U/WUIVM CUMITOMOB) ; U
(3) CHMXeHMNEe CTelleHM TIXecTru 3aboJieBaHMA; HalpuMMep, CHWXKeHH e
CTelleHn TAXKECTHU 3aboJieBaHu4d, COCTOSHUSL W HapylleHnu g N
VHIVBUOYYMa C HaJIMUMEM WJIM IPUCYTCTBYEM IIaTOJOTUN MU CHUMITOMOB
3aboJieBaHMA, COCTOSHMSA WMIM HapylmeHMa (T.e. obpaTHoOe pa3BUTHUE
IaToJIOTUKM U/WMIM CUMIITOMOB), HalpUMep, CHWKeHMe CTeleHU TIKeCTU
3000JIeBaHUSA .

KoM6ruuupoBaHHAasI Tepannusl

B xkoMOMHaALMM C KOMIIOSUIMAMK I[IO0 HOaHHOMY MW300peTeHMI OJId
JIeueHn A JAK-aCcCOoUMMUPOBaHHEIX z3abojieBaHM, HapyleHuMn WMIIn
COCTOSAHUM MOTYT MCIOJbL30BATLCA OIOMH MIM ©0o0Jiee OOMNOJIHUTEJILHHX
bapMalleBTUUECKUX areHTOB, TaKMx Kak, HalpuMmep,
XUMUOTepaleBTUUECKME IIpelapaTH, IPOTUEBOBOCHIANIUTEJIbHEE aT'eHTH,
CTEPOUIL, WMMMYyHOCYIIPEeCCAaHTH, a Takke UHIMOMTOpH Bcr-Abl, F1t-3,
RAF n FAK-xMHa3E, Takue Kak, HallpVMep, OIIMCAaHH B WO

2006/056399, n  opyrmue areHTH . [TauveHTy  ODHOBPEMEHHO  WJIU
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[IOCJIeDOBATEJIbHO MOXeT OHTL BBEeNEeH ONMH MJIM OoJiee HOOIIOJIHUTEJIbHBIX
bapMalleBTHUUECKUX aAT'€HTOB.

[lpyMepsl XUMMOIIPENapaToB  BKJIOUAKT MHIMOMTOPE IIPOTEOCOME
(HanpuMep, OopTeszoMMO), TalUIOMMUIL, pebauMun ¥ [JHK-noBpexmammme
areHTH, TakKue Kak MeJibpaJiaH, OOKCOPYOMLMH, nurJjIodochamMm,
BMHKPMUCTUH, STONO3MIO, KapMyCTMH M T.II.

[IpyMepsl CTEepOMOOB BKJIOUAIT KOPTUKOCTEPOMUIOE, Takue Kak
OeKcaMeTas30H MM IIPpelOHU3O0H.

[IpuMep MHIUOMTOPOB Bcr-Abl BKJKUaAeT COeOIMHEHUMS UM UX
bapmalleBTHUUECKM TIPpUEMJIEMEIE COJIM, CeMelMCTBa ¥ BUIH KOTOPHX
omMcaHEl B IHaTeHTe CIIA N 5521184, WO 04/005281 w®m [aTeHTHOMU
zagapke CIIA N 60/578491.

[IpuMeps NOOXOOAMUX MHIMOUTOPOB F1U-3 BRJIKUAKT COEeOUMHEHWUS U
X bapMalLeBTHUUECKM IIpUEeMJIEMBEIEe COJIM, Kak 3BTo onomMcaHo B WO
03/037347, WO 03/099771 m WO 04/046120.

[lpyMepsl NOOXOOANMX MHIMOMTOPOB RAF BKJIOUAKT COEOUMHEHUA U
X dapMaleBTUUECKM IIpUeMJIeMBEle COJIM, Kak BTo onomcaHo B WO
00/09495 m WO 05/028444.

[lpyMepsl HNOOXOOANMX MHIMOMTOPOB FAK BKJIOUAKT COEOMHEHUA U
X dapmMaleBTUUECKM IIpUeMJIeMBEle COJIM, Kak STo onomcaHo B WO
04/080980, WO 04/056786, WO 03/024967, WO 01/064655, WO
00/053595 u WO 01/014402.

B HeKOTOPHX BapMaHTax BOIUIOWEHMA M300peTeHUS KOMIIO3ZULUNM 10
M300peTeHU0 MOTYT MCIOJL30BaThLCA B KOMOMHAUMM C OIOHUM MM Oojee
OIPYTUMM MHIMOMTOPpaMM KMHAa3B, BKJUad MMaTMHMO, B YaCTHOCTHM, IOJIA
JeueHm A NaumMeHTOB, PE3UCTEHTHEX K MMaTMHMOY WM  OPYIUM
MHITUOUTOpPaM KUHASBH.

B HEKOTOPEHIX BapMaHTax BOILJIOWEHM A n300peTeHuda
KOPTHUKOCTEPOU, TaKoM KkKakK JIeKcaMeTa30H, BBOOAT IallMeHTy B
KOMOMHaALUUKY C COeIMHEHMEM II0 M300peTeHMD, IIPpM STOM IeKCcaMeTasO0H
BBOIOAT [IEepPUOONUECKM, a He IIOCTOLHHO.

MeueHsle COeOMHEHHSI M CHOCOOE aHAaJIHu3a

IpyToM acmeKT IOaHHOTO M300peTeHMSA OTHOCUTCS K KOMIIO3ULMAM,
BKJIDUAKIKMM MeUeHOe aKTMBHOE COeIOMHeHMe (MeUeHHOE palloMeTKOM,
biyopecuupynmey MeTKOM M T.O.), KOTOPOe MOXeT MCIOJBE30BaThbCH HE

TOJILKO B cronocobax BuUsyaJdM3alluy, HO TakXxe B aHaJM3ax Kak 1in
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vitro, Tak M In Vivo IJIS JOoKaJM3aluM UM KOJMUECTBEHHOTO aHaJjM3a
JAK B ofOpaBsllax TKaHeM, BKJKOUasg TKaHM UYeJloOBekKa, a TaKxe IJ4g
UoneHTUOMKaALMKM JMUTraHgos JAK OyTeM UMHIUMOMPOBAHMA  CBASBBAHUA
MeUeHOT'O COeIMHeHMda. B COOTBeTCTBMM C HSTMM ITaHHOe WU300peTeHMre
ONMCHEBaeT aHagmMs3eH JAK, comepxale TakKMe MeueHHEe COeOUMHEeHUId.

HaHHOE n3obpeTeHMe OOIIOJIHUTEJILHO BKJIIOUAET KOMIIO 3ULIUU
COeIVHEHMSA, MEUeHHOTO M30TOoNoM. CoeIMHeHUe, «MeUeHHOe M30TOIIOM»
UM «KMEUeHHOEe PaIMoOJIOTUUECKHU», IIPencTaBJIEHO COeOMHEHMEM, B
KOTOPOM OIMH WM ©0oJiee aTOMOB 3aMelleHE WM 3aMeHeHH aTOMOM C
ATOMHOM MacCcCo¥ WJIM MAaCCOBBM UMCJIOM, OTJIMYAKIMUMCS OT aTOMHOM
MaCCH WMJIM MaCCOBOTO UMCJIa, BCTpedvalmMxcsa OOBUYHO B Ipupome (T.e.
ECTeCTBEeHHO BCTpedYaKnmMxcd) . lloaxomdmmre PaOuoHYKJIMIOE, KOTOPHE
MOTYT MCIOJE30BaATLECHA B COEOIMHEHMIX II0 JaHHOMY WM300peTeHUD,
BKJIOUAIT, HO He OoTpaHMuMBaiTCcd 5TuM, 2H (Takke oBo3HauaeTcd Kak
D njig pmenTepuda), °H (Takxkxe odos3HauvaeTcs kak T njug Tputusg), HC,
13C’ 14C, 13N, 15N, 150’ 170’ 180’ 18F, 355’ 36c:|_’ 82Br, 75Br, 76Br,
"7Br, 1231, 124, 1251 pu 1311, PanMOHYKJMZ, BBEeIEHHHN B pPaluOMeYeHHE
coemovHeHUsa, OymeT 3aBUCEeTh OT CIeUMPUUECKOTO IIPMMEHEeHUMI TaKoI'o
PamMoJIOTUUECKM MeueHOTO coelIuHeHudA. Hanpumep, nJjsg in vitro JAK-
MeueHUsa U aHaJIN30B KOHKYPEHTHOTO CBA3HBaHUA, COeOVHEeHNHA,
BKJIDUakbmmue SH, 4C, 82Br, 1251, 1311, 353, ©@QymyT OOHUHO OoJiee
NoaxomamyMM . [JIS MCIOJIB30OBAHMA B PaIMOJOTUUECKOM BUIYyaIM3aluu
BoJlee MHNoOoxXomAmmMm OyOeT MKCIoJk30BauHue 11C, 18F, 1257, 1231 1247,
1317, 7°Br, 7¢Br wmym "7Br.

[ToHaTHO, UTo «PamoroJIoTUUEeCKN MeueHoe» VI «KMeueHoe
COeIVHEeHMEe» IIPenCcTaBJIEHO COeIMHEHMEM, KOTOpOe  BKJOUaAeT IO
MeHbIlel Mepe OIOMH PaIMOHYKJIMI. B HeKOTOPHX BapMaHTax BOIJIOMEHNS
n300peTeHusa PAIMOHYKJIMI BHOMpAT W3 TPYINHE, cocTodmer u3 3H,
14c, 1257, 355 11 82Br,

Ha6o0ps!

IDaHHOe n3obpeTeHne Takxe OIIMCHBaEeT bapMalleBTUUECKUE
HaB®OpHE, WMCIOJIb3YyeMHe, HaIpMMep, B JIeUeHUM WU OpoduilakTuke JAK-
ACCOLMMPBOAHHEX 3abojieBaHUM WM HapylleHUM, TakKMx KaK pakx,
KOTOPHE  BKJIOUAT OIOVH wiIu  BoJiee KOHTEeMHepoB, comepXxalmx
dpapMalleBTUUECKYK KOMIIO3MLUMKD I[I0 M300peTeHMIO. Takme HaAOOPH MOTYT

OJOITIOJIHMTEJIBEHO BRJIIOYATE, Inpn HeoOXoouMoCTH, OoIoMH MJIn DoJiee
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PasJIMYHEX CTaHIOapPTHEIX KOMIIOHEHTORB @apmaueBTquCKoro Haéopa,

TaKUx Kak, HapuMmep, KOHTeMHepH c OOHVM I BoJiee
bapMalleBTHUUECKY IpYeMIIeMBEIMH/ HOCUTeJIAMU, IOIIOJIHUTeJIbHEEe
KOHTEMHepH U T.IO., KakK 5STO CTaHeT OUEeBMIHO IJIg ClelajucTa B

OaHHOM ofJjlacTM TexXHUMKM. B Habop Takke MOTYT OBTH BKJIOUEHH
VHCTPYKLUN, B BUIE BKJIAOBIIEN  WJIU STUKETOK, yKasHBaKne
KOJIMYEeCTBa KOMIIOHEHTOB MIOJIA BBeIeHUd, PYKOBOINCTBa IJIA BBEeIOEHUA
U/UIV PYKOBOICTBA MOJII CMENMBAHMSA KOMIIOHEHTOB.

N306peTeHMne OynmeT OTIMCAaHO foJjiee  TIOOPOBOHO C  TIOMOIIBI
KOHKPETHEX [NpuMepoB. IlpencrTaBjieHHEE HWXE IIPUMEPH IIPUBOIOATCH
TOJIEKO B WUIJIOCTPATHMBHEX LeJIAX WM He IOOJDKHEL HMKakKuM o0Opas3oM
OTpaHMUMBATEL HOaHHOe u300peTeHMe. CHeluaJuCcT B IaHHOM oBJacTu
TeXHUKN C JIETKOCTEIO pacrosHaeT 1 eJIE pAan HeKPUTUUHEIX
IapaMeTpoB, KOTOPHE MOI'YT OBTE M3MeHeHH WM MOOUOUUMPOBAHHEL LOJIL
[IOJIYYEeHMA I[IO CyWeCcTBY IIOOOOHEX  pPes3yJlbTaToB. B  HeKOTOPHX
BapuaHTax BOILIOIEHN A DaHHOe n3o00peTeHNre IpenoCTaBJIsgeT
bapMalleBTUUECKME KOMIIO3MLUMM, BKJOUAKIME KOMIIOHEHTEH, YKa3aHHHE B
KOMIIOBULMAX [IPMMEpPOB (HaopuMep, llpumep 3), IpM STOM KOMIIOHEHTE
IPUCYTCTBYIT B IIPUMEPHEHX KOJMUeCTBax, YKa3aHHHX B Tabiauuax 2-5.

[TPVIME PEI

MpuMmep 1: (3R)- m (3S5)-3-umrjgoneHTui—-3- [4- (7TH-nuppoJio[2, 3-

d] nupuMmanHa-4-wi) - 1H-nupas30Ji— 1 -uil] IPpONaHHU TP
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Cragmsa 1. (Z2E)- u (27)-3-IMKJIOIEHTHUIIAKDPHUIIOHUTPUIL

K pactBopy 1,0 M kammsa Tper-OyTokcuma B TI'® (235 mi) npm
0°C mo kamiaM Q[oBaBJIAIM PacTBOP OMBTHUILMaHoMeTuiIdpochaTa (39,9
i, 0,246 wMoJsib) B TI'® (300 w™Mi). Jlemsaayion OaHL VyIaladM, U
PEeaKUMOHHYID  CMecCh HarpepaJu OO KOMHATHOM  TeMIepaTypH C
IOCJIENyIMM [IOBTOPHEM OXJaxneHueM no 0°C, B xoOe 4YeTo IO KaIlJIgM

nofaBJidjiM pacCTBOP LUMKJIOIeHTaHkapbaabieruna (22,0 o, 0,224 MOJb)
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B TI'® (60 Mi). BaHow ymoaldlM, M pPeakKUMOHHYK CMEeCh HaTl'peBaJlM IO
KOMHATHOWM TeMIepaTyph M [epeMellMBaliM B TedeHre 64 uyacob. CMecCh
paziesiaiM Ha OUSTUIJIOBEM 20MpP M BOOY, M BOLOY 3KCTparMpoBalid C
JMCIIOJIb30BaHMEM Tpex uYacTel sdupa C NOCJedylIMM HoOaBJIEHMEM IOBYX
yacTey sTuialeTaTa. KoMOMHUMPOBAHHEE DSKCTPAKTH IIPOMHBAJM COJISHBEM
pPacTBOPOM, 3aTeM CymuIM Hal cCcyJabdaToM HaTpUAa, OQUILTPOBaIM U
KOHIEHTPUPOBAJX B BakyyMmMe nOJjsa ofeclledyeHMs CMeCH, cCcoLepXamen
24,4 T U30MEPOB oJyiedmHa, KOTOPY MCIIOJIbL 30BaJIn tes3
OOTIOJIHUTEJILHOY OUMCTKMU (89%) .

IH AgMP (400 MIwu, CDCls): & 6,69 (mm, 1H, TpaHC-oJieduH),
6,37 (v, 1H, uwuc-omedmH), 5,29 (mm, 1H, TparHc-ojedmH), 5,20 (m,
1H, uwc-omeomH), 3,07-2,95 (M, 1H, umc-npomykr), 2,64-2,52 (M,
1H, TpasHc-mpomykT), 1,98-1,26 (M, 16H).

Cranmus 2. (3R)- u (3S)-3-nurnonedtua-3-[4-(7-[2-
(TpUME TUJICHIINII) BTOKCHU JMeTHJI— 7H-rtuppoJsio [ 2, 3—-d ] mupuMmuamnH—4-m1J1) —

I1H-mpasoji—1-mJi] IpornaH HHU TP

K pacTBoOpy 4- (1H-rupazson—-4-wmi) -7-[2-
(TPUMe TUIICUJIWIL) 3TOKCHK | MeTuJI—- /H-niuppoJio [ 2, 3—-d] nupuMrUIOrHa (15,0
T, 0,047¢6 MOJIb ) B ACN (300 MJI) nobaBJIgIn 3-
UMKJIOIeHTUIakpuiounuTtpmia (15 o, 0,12 wMmosek) (Kak CMeCchb LUC- U

TPaHC-M30MEPOB), C IHocJjenywomuMm pobaBjeHuemM DBU (15 ™, 0,10
MOJIb) . IIOJIyUeHHYI CMeChb IIepeMelMBaliM IIPM KOMHATHOW TeMIepaType
B TeueHMe HouM. ACN BoIapmpaju. CMeCh pa3BOOMIIM D2TUJalleTaToM, U
pacTBop mnpoMeiBasiM 1,0 N HCl. BOOHEM CJIOM OOpaTHO BKCTparvMpoBasu
C TpeMsa dYacTAMM STUIalleTaTa. KoMOBMHMpPOBaHHEE  OpTaHUUeCcKMre
SKCTPAKTHE IIPOMEBAaJIM C  MCIOJBb30BaHMEM HACHIIEHHOTO  COJIEBOTO
pacreopa, CYIINJIIN Hanmo cyJibdaToM HaTpuUA, OUIILE TPOBAJIN "
KOHIeHTPUPOBaIM . HeOoUuMmeHHHM OPOIOYKT OUMIaJIM C MCIOJb30BaHMEM
XpoMaToTpadun C CUIMKaresjeM (ITpalXeHT sSTuilalleTaTa/TeKCaHoB) IJId
IIOJIYUYEeHMS BA3KOTO IIPO3PadvHOTO CHUPOolla, KOTOPHM pPacTBOPSIM B
2TAHOJIE WM OuMaJiM HeCKOJIBKO pas3 OJd YyIaJleHMsa »3Tuilallerara C
[1oJIy4deHreM 19,4 iy pauemMaTa (93%) . SHaAaHTUOMEPHE  pa3mOelisasn
npernapaTuBHoM BOXX (OD-H, 15% sTaHoJa/TeKCcaHOB) M MCIIOJL30BaJM
OTHOeJIbHO Ha cJenywnmer cTaauM C TIIoJIydeHMeM COOTBETCTBYKMETO
KOHEUHOT'O NpolyKTa. KOHeuHHe IMNIPpOOYKTH (CM. CTaIuio 3) OUMIIEHHHX

OIpyrr OoT I1OIpyT'a OSHAHTHMOMEPOB OKasaJIMChb AaKTVIBHEIMI VIHI‘M@I/ITOpaMM
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JAK; OIOHaKO, KOHEUHHM I[IPOOYKT, OTHIeJIEHHHY OT BTOPOTO [IMKa,
IIOJIYUYEeHHOTO B XOIe IpelapaTuBHOM BOXX, Ol 0oJiee aKTMBEH, UeM
ero SHaHTHOMED.

H aMP (300 MI'i, CDClsz): & 8,85 (¢, 1H), 8,32 (c, 2H), 7,39
(g, 1H), 6,80 (m, 1H), 5,68 (c, 2H), 4,26 (mr, 1H), 3,54 (7T,
2), 3,14 (mm, 1H), 2,95 (mm, 1H), 2,67-2,50 (M, 1H), 2,03-1,88
(m, 1H), 1,80-1,15 (™, 7H), 0,92 (v, 2H), -0,06 (c, 9H);
MS (ES) :437 (M+1).

Cranmns 3. (3R)- m (38)-3-nursoneHtua-3-[4- (7H-rmuppojio[2, 3-
d]nupnumunmnH-4-1iy) —1H-nupasosi—1-uJl ] IpolaH HHUTPUII

K pacTBoOpY 3-LUMKJIONeHTUJI-3-[4-(7-[2-
(TPMMe TUIICUJIWIL) 3TOKCHK | MeTuJI—- /H-niupposo [ 2, 3-d] nupuMuanH—4-1J1) —
1H-ntmpazoJ—1-ni] npollaHHUTPUIIa (6,5 1, 0,015 w~oms, R wmim S
SHaAHTHOMEP, IIOJIYUeHHHM, KkKaK D2T0 olIMcaHo Bwme) B DCM (40 wi)
nobasjyammu TFA (16 mi), M CMeChb IlepeMellMBajiM B TedeHMe 6 YacoB.
PacrBopuTtesic M TFA ymajanmM B BakyyMe. OCcTaToOK pacTBopsan B DCM
M KOHLEHTPpUpOBAJM C MCIOJB30BaHMEeM pPOTALUMOHHOTO MCIapuUTelisa
OOIOJIHUTEJIEHO oBa pasa 0Jia yOaJleHUA 1o BO3MOXHOCTHA
MaKCHMaJIbHOTO KoJnuecTBa TFA. I[locJie STOI'O OCTATOK IIepeMellMBalil
c sTuieHouaMmHoM (4 Mii, 0,06 MoJB) B MeTaHoJie (30 MJI) B TeueHHUE
HOuM. PacTBOopuUTEelNb YyHallAJM B BakyyMe, 0O0aBJIAJM BOLY, M IIPOOYKT
BSKCTPparMpoBaJM B  TpM IHIOPLMM  STUJalleTara. KoMOMHMpPOBaHHEE

OSKCTPAaKTEI IIPOMEIBaJIMM COJI€BEIM pPacTBOPOM, CYyIMJIM Hal Cynb(baTOM

HaTpuAd, OIeKaHTUPOBaJK u KOHILIEHTPUPOBAaJIA C MIOJIYUYEeHMEM
HEOUMIEeHHOT'O nIpoOyKTa, KOTOPHM ouumaJin C VICIIOJIL 30BaHMEM
KOJIOHOUHOM XpoMaToTrpadun (nIIOMpPOBaHME C TpaIeHTOM
MeTaHoJa/DCM) . [oJNIyUYeHHVYD cMecChb OOIIOJIHUTEJIBEHO OUuMIIaJIN c
VCIIOJIE 30BaHueEM IpelapaTuBHOM B3XX-MC (C18 DIIOUPOBAHUE c
TpamgueHToM ACN/H20, comepxanmM 0,15% NH40H) c [1oJIy4JyeHMeM

nponykra (2,68 1, 58%).

1H AMP (400 MI'u, de-IMCO): o 12,11 (ymmp.c, 1H), 8,80 (c,
1#), 8,67 (¢, 1H), 8,37 (c, 1H), 7,60 (m, 1H), 6,98 (m, 1H),
4,53 (gv, 1H), 3,27 (mm, 1H), 3,19 (mm, 1H), 2,48-2,36 (M, 1H),
1,806-1,76 (M, 1H), 1,68-1,13 (M, 7H); MS(ES): 307 (M+1).
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Ipumep 2: (R)-3-(4- (7TH-ntmppoJio [2, 3—-d] nupmvumunouu—4-mj) —1H-
OVpas0oJi—-1-1il) - 3—UUKJIONEHTUJINPONAaHHUTPUIIOBA A COJIb bochopHOM
KIVCJIOTEL

B TecTupyemyn npobupky znobariasiau (R)-3-(4- (7H-nuppoJio[2, 3-

d] mmpuvmouH-4-wmi) —1H-nnpa30Ji—1-1il) - 3—-LUUKJIONEHTUIINPOIaHHU TPWIT

(153,5 wMr) n  GochopHYK KUCIIOTY (56,6 MD) C IIocJenyilyM
nofaBJIeHMEM WM3O0IpOoNuioBoro crnmupTa (MIIC) (5,75 ™). IloJyYeHHYD
CMECH HarpeBaJu oo IpOo3pPavHoT o COCTOSHUA, oxJIaXaaJu oo
KOMHaTHOM TeMIIepaTyPH u 3aTeM [IEPEMENNBaJIN B TeueHMe

OOIIOJIHUTEJILHHX 2 dYacobB. Ocamok cobupalu IOyTeM QUIbTpaluu U
npomMelBasim 0,6 M xoJjomHoro MIIC. Ocamok CymnmJaIM B BaKyyMe IO
IIOCTOSHHOTO Beca nOJg TIoJiydeHusa OQUMHAJILHOTO MIPOoOyKTa -— COJIM
(171,7 wMr) .

Kax ©OBUIO BHSABJIEHO, COJIb QOCPOPHOM KMUCJIOTH HaxXOoOMJaCb B

COOTHOIEeHUN 1:1 x 1H aMP, M KpucTaJJiooOpas3oBaHUE OBLIO

IIOOTBEPXIEHO IIOPOMKOBOM pPeHTTreHOTpadmen (XRPD) .
InddepeHLMalIbHAA CKaHupy©Ia s KaJIOpUMe TPpM A (DSC) IOo3BOJIMIIA
BLABUTL UETKMIM @MUK I[IJIaBJIeHMS MNpu OpuMepHo 198,66°C. Brula

BLIIBJIEHA He3HauMTeJbHasd I[oTeps Beca Oponoykra mo 200°C nyTem
TepMOTpaBUMeTPUUECKOT'O0 aHaJm3a (TGA) .

puMmep 3: TlodydeHMe KOMIO3MUIMM KpeMa MacJo-B-Boze (R)-3-

(4= (7TH-nimppoJgio [2, 3-d] nupmvmnuu—4-wi) - 1H-niupa3oya—1-wmj) —3—

ITMKJIOTEHTUJITIPOTIaHHUTPMIIOBOM CcoJii OoChHOPHOM KUCJIIOTH

Komrniosunuma kpeMa MacJO—-B—-BOLe OvUIa I[IOJIydeHa C BKJIIOUEHNEM
(R)-3-(4- (7TH-nuppoJto [2, 3-d] nupuvmmunmuHa-4-wmi) - 1H-nnpa3oy—1-wmj) —3-
HUUKJIONEeHTUJIIPOIaHHUTPMIIOBOM CcoJi  QOCOOPHOM KUCJOTH (IIpuMep 2)
npm 0,5%, 1,0% m 1,5% OoT BeCa KOMIIO3ULMM (BKBUBAJIEHT CBOOOIOHOTO
OCHOBaHMA) . Kommnosmuum n0Jd 15 I NpoOupKM IIpelcTabJieHE B Tabiulle

2 Huxe. KoMrosmuumum cC ToeMAd KOHIEHTpaluVAMNM OBUJIM MIOEHTUYHE, 3a
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VCKJIOUeHMEeM KOPPEeKIMM KOJMUeCTBa OUMIeHHOM BOIH Ha OCHOBe
KOJIMUeCTBa aKTMBHOTO IOEeMCTBYKIMEeIo BelleCTBa. BCe BCIOMOT'aTeJIbHEEe
BelleCTBa, MCIOJIE3YEMEHE B KOMIO3MUIUMM, MMEeJM YTBEPXIEHHYK CTEIIeHb
UMCTOTH (T.e. O®apMmakomneu CIIA/HaumMoHaJNBLHEM dGopmyJisp (USP/NF) wau
EpuraHckoM dapMakorneu (BP)) MIM YTBepPXIeHB OJS MCIOJL30BaHUSA B
OIponyKTax IOJS MeCTHOTO IIPpMMEHEeHUg.

KonmnuecTBeHHaa OGopMyJla OJA penpe3eHTaTUMBHEX 400 kI HapTum
KOMIIOB3ULMKM KpeMa nJ4g IlpuMmepa 2 B KoHuUeHTpauum 0,5, 1,0 m 1,5%

Takxe nNpencrTapjieHa B Tabimuax 3, 4 M 5, COOTBETCTBEHHO.
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Tabania 2
®OPMYJIA DyHKIHA KolJ-Ilg?lIeI:::ao(T"/:ﬁ::/;oec) I'pamMver/ipodupka
DA3A KOMIIOHEHT
IMponunenrmixoas USP Pacreopurens 10,00 1.5
INapaben Metumapatden NF AnTnbakTepHaTbHBIN KOHCCPBAHT 0,10 0,015
IMponmunmapaben NF AHTHOAKTEPHAIbHBIH KOHCEPBAHT 0,05 0,0075
INponunenrmukons USP Pacteopurens 5,00 0,75
Kcanranosas kamens KeanTarosas kamexs NF CyCTiCHIUPY O HIA areHr, CTAaOHIH3aTOP, 0.40 0.06
arCHT, MOBBITIAIOIIHI BA3KOCTD
Jlerkoe muHepampHOE Maciao NF CMATYHTEIB, PACTBOPUTECITH 4,00 0,6
I'manepuncteapatr SE OMyIBraTop 3,00 0,45
IMomcopodar 20 NF OMyIBraTop/cTaduIu3aTop 1,25 0,1875
Benerit Bazeun USP OKKJTFO3HOHHBIN arcHT 7,00 1,05
Maco Tetnnossiii crmpt NF Hanmonuurens, yBeITUUHBAIOIIUHN KECTKOCTD, 3.00 0.45
VIIYUIIATETh KOHCHCTCHIMH
Creapunossrii ciapt NF Hanoaxutens, yBETMUUBAOIMNYT KECTKOCTD 1,75 0,2625
Jumerukon 360 NF BemecTso A1 3aIUTH KOKU 1,00 0,15
Tpurmueprz co CII\)]%MGP“I AUHHO ermH CMATUATETT, PACTBOPHUTECITE 5,00 0,75
OunmerHas soga USP Pacreopurens 50,24-48,92 7.536-7,338
Junatpus sgerat USP XenaTupyromui arcHT 0,05 0,0075
Boga/axrusnas ¢asza
TomasTunenrmkoas USP PactBopurens 7,00 1,05
ITpumep 2* AKTHUBHOC ICHCTBYIOIICE BEIICCTBO 0,66-1,98 0,099-0,297
Koneunsrit ®enokxcustanon BP AHTHOAKTEpHATbHBIH KOHCEPBAHT 0,50 0,075
Bcero 100,00% 15

*1,32% IlpuMepa 2 sKBMBaJIeHTHO 1,0% CcBOOOOHOT'O OCHOBAHUA

1H-nupaszos—1-ui) - 3-UUKJIONEHTUIINPOIaHHUTPUIIAa

(R)=-3-(4- (7H-ntmppoJio [2, 3—-d] nupuMmuOvH—-4-11JI) —
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Tabauila 3

NurpegneHT

Knnorpammel

[[POLIEHTHOE KOJIMYECTBO
(Bec/Bec)

(R) -3-(4- (7H-nuppoJio [2, 3—
d] nupuMmmunnH-4-mn) - 1H-nupason—-1-

2,64 (coJb
docdara) /2,0

0,66 (docoar)/0,5

1) — 33— UMKJIONEHTUJINIPOINa HHU TPUJIOBa A (cBoBonHOE (cBOoBomHOE OCHOBAaHME)

conb dbocoopHOM kKMcyoOTH (Ipumep 2) OCHOBAaHMe)

[IponmneHTIMKONb USP 40,0 10,00

MeTunnapaben NF 0,4 0,10

IIponunnapa®exn NF 0,2 0,05

[IponmuiaeHINIMKOJIbL USP 20,0 5,00

KcaHTanoras kamenb NF 1,6 0,40

JleTkoe MMHepaJlbHoe MacJjio NF 16,0 4,00

TnuuepuicreapaT SE 12,0 3,00

Monucop®aTr 20 NF 5,0 1,25

Beswpni BasenamH USP 28,0 7,00

UeTnnoBeni coupT NF 12,0 3,00

CreapuioBell coupT NF 7,0 1,75

InmMmeTnuxon 360 NF 4,0 1,00

Ezﬁinﬁgepmn CO cpenHeM IOJMHOM 20,0 5,00

?EgigiizimiionzsioaneCTBo) 201 50,25

OuHaTpusa sneraT USP 0,2 0,05

[MonusTuaeHTJIUMKoJIb USP 28,0 7,00

deHokcusTaHos BP 2,0 0,5

Bcero (mpuMepHBI) 400,0 100

Tabnuia 4
 p——— T— MpolLleHTHOE KOAMYECTBEO
(Bec/Bec)

(R) -3-(4- (7TH-nuppoJsio [2, 3— 5,28

d]l nupuvmmuanu-4-ui) - 1H-nupason-1- (bochar) /4,0 1,32 (docdar)/1,00

WI1) —3-UMKJIONEH TUJINIPOIIaHHU TPUIIOBa S (cBOBOODHOE (cBOBDOODHOE OCHOBAaHME)

conb docdhopHOM kKmMcIoTH (IlpuMep 2) OCHOBaHMe)

[IponuneHIIMKOIb USP 40,0 10,00
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MeTtunnapaben NF 0,4 0,10
IIponmnnapaden NF 0,2 0,05
[IponuneHIIMKOIb USP 20,0 5,00
KcaHTaHoBas kameldb NF 1,6 0,40
Jlerkoe MMHepaJibHOe MacJjo NF 16,0 4,00
TnuuepuscreapaT SE 12,0 3,00
Monucop®aT 20 NF 5,0 1,25
Beswnt BaseamH USP 28,0 7,00
UeTmnoBeni cnoupT NF 12,0 3,00
CreapuyioBell coupT NF 7,0 1,75
InmMmeTnxkon 360 NF 4,0 1,00
Ezﬁﬁnﬁgepmn CO CcpenHel IJIMHOMN 20,0 5,00
?EgﬁgiEZ;TiigzogsionmqeCTBo) 198,53 49,0
IuHaTpusa snmeraT USP 0,2 0,05
[MonusTUIeHTJIMKOJIb USP 28,0 7,00
deHOKCHUBTAHOJ BP 2,0 0,5
Bcero (mpuMepHBIT) 400,0 100
Tabauia 5
a— Kunorpaws | PONeNTHOS momriecrao
(R) -3-(4- (7TH-niuppoJso [2, 3— 7,92
d] nupummuonu-4-wui) - 1H-nupason-1- (dochar) /6,0 1,98 (dochar)/1,5
WII) —3-UUKJIONEH TUJINIPOIaHHUTPUIIOBAa S (cBOBOOHOE (cBOBOODHOE OCHOBAaHME)
conb docdhopHOM kmcyoTH (IlpuMep 2) OCHOBAaHUe)
[IponuaeHINIMKOJIbL USP 40,0 10,00
MeTunnapaben NF 0,4 0,10
Iponunnapa®exn NF 0,2 0,05
[IponmuiaeHINIMKOJIbL USP 20,0 5,00
KcaHTaHnoBas kamenb NF 1,6 0,40
JleTkoe MMHepaJibHoe Macjyio NF 16,0 4,00
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TnuuepuscreapaT SE 12,0 3,00
Monucop®atr 20 NF 5,0 1,25
BeJseni BasenamH USP 28,0 7,00
UeTusoBell cnupT NF 12,0 3,00
CreapuyioBelt coupT NF 7,0 1,75
InmMmeTnkoH 360 NF 4,0 1,00
Ezﬁﬁnﬁgepmn CO cpenHel IJIMHOM 20,0 5,00
?EgﬁgiEZiTiigzozsioaneCTBo) 195,5 48,9
OuHaTpusa snmeraT USP 0,2 0,05
[MonusTuIeHTJIUMKOJIb USP 28,0 7,00
deHokcusTaHosd BP 2,0 0,5
Bcero (mpuMepHBI) 400,0 100

Kommosuumm KpeMa MacJO-B-BOIE CUHTEe3UPOBaJn COIJIaCHO
HMXEeNIpMBEOeHHOM IIpollenype B MacmrTabe 3,5 xr mam 400 xr (mopwu
napTmmu  pasMepoM 3,5 KT KoJiMuyecTBa M3 Tabsmig 3-5 ORI
COOTBETCTBYKIMM 00pa3OM IIOMHOXEHH) . HexoTopre mnapTumM  OBUIM
[IONBEPTHYTH HEe3HAUUTEJIbHHEM M3MeHeHMSAM, CBA3aHHEM C YBeJIMUEHUEM
Macmraba, HaIpMMep, W3MeHeH pasMep COCyIoOB M MUKCEPOB NOJIiA
cMemMBaHMA. Kak NOpaBujo, OJA Opollecca MNOOAXOOUT IMIOTPYXHOM MUKCEp
M JIonacTy C HM3KOM CKOPOCThI IepeMemuBaHMA. Ha Ourype 1
opencraBJieHa CxXeMa I[Ipollecca IIOJYYEHMHA  KOMIIOBUUMM  DMYJIbCUU
MacJioO-B—-BOIE. B OaHHOM cxeMme (R)-3-(4- (7H-nimppoio [2, 3-
d] mupuvmauH-4-wmi) —1H-nmnpaz30Ji—1-1il) - 3—-LUUKJIONEHTUIINIPOIaHHU TPWIT
oB03HauaeTCad Kak «ADM».

[Ipouiemypa

1. ®azy mnapabeHa IHoJyYaJM IIYTeM CMellMBaHUS MEeTUJIOBHEHX WU
IIPONMJIOBHX [IapafeHOB C YacTbl IIPONMJIEHIVIMKOJA (cM. % B Tabamuax
2-5).

2. BaTreM daszy KCaHTaAHOBOM KaMelM IIOJIydallM [IyTeM CMelMBaHWUS
KCAaHTaAaHOBOWM KaMeOM C NPONMJIeHTJIMKoJeM (cM. % B Tabauuax 2-5).

3. MacagHyo ©asy IHOoJyyaJau I[OIyTeM CMeNMBAaHMSg  JIeTKOTO

MMHepaJIELHOT'O Madljla, mmuepuiicreapaTa, nojmcopbara 20, ©eJioro
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BaseJiMHa, LeTMJIOBOTO CIMPTa, CTeapuJIOBOTO CIMPTa, IUMMEeTMKOHAa U
TPUTJIMIEPUIOB CO CpenHel njauHoi uenu. ®dasy HarpeBagu mo 70-80°C
IJI pacIlJiaBJeHUS UM oOpa30BaHMA OOHOPOIHOM CMeCHu.

4., BomHyn (¢asy 3BaTeM IoJy4YaJM IIyTeM CMelMBaHMA OUMIeHHOM
BOIH, [NOJUBTUIJIEHIJIMKOJA M IuHaTpua OOTA. dazy HarpeBau no 70-
go°cC.

5. Bomaywn ¢azy co cramumu 4, ¢pasny napadeHa Cco cTamum 1 u
Ilpumep 2 (pocoopHass coJib AdM) kKoMOMHMpPOBaJIM C OOpasoBaHMEM
CMECH.

6. ®asy KCaHTaHOBOM kKaMeIV CO CcTalIuM 2 pobaBJjajM K CMecUu
co cramum 5.

7. MacungHyn daszsy Cco cTaiuM 3 3aTeM KOMOMHMPOBAJM IIPU
OHICTPOM IIepeMelMBaHUM CO CMEeChbK CO cCcTamuM 6 §#nasg ofpas3oBaHuUA
BMYJIbECUMN .

8. BaTeM K 3SMYyJILCUM CO CcTaIuM 7 »nDobaBJaaiM (QeHOKCUM>ZTaHOJI.
[lepeMemyBaHMe OBJIO TMPOIOJDKEHO, M 3aTeM IIPOOYKT OXJaXOalu IIpU
MeOJIeHHOM IIepeMemlVBaHUM .

[IyTeM po®aBJieHMS BemecTBa M3 IllpuMepa 2 TIIOMaroBO K BOIOHOM
base cc mocyenyomey kKoMOMHauMeM C IOpYI'MMM OGa3aMy MOTYT OHTH
[IOJIYUEHH IOOIOJIHUTEJIbHEE MNapTuM Opu 0OoJiblleM MacmTabe (HaIpuMmep,
140 xr). Ilomo®HEM 0O0pasoM TakKMe IIapTUM MOT'YT OBTH IIOJIYUEHH
nyrTeM 0OoJiee MeIOJIEHHOTO OXJaXOeHMA (HalpuMep, C MCIOJb30BaHNEM
BOOE KOMHATHOM TeMIepaTyph BO BHENHEM KOXYyXe peakTopa B OTJIMUMKE
OT MCIIOJIL30BaHMSA BOOB IIOHMXEHHOW TeMIepPaTyPH) .

PelyneTaTH aHaJInsa KOMITO BULIMIA KpeMa n NCCJIeOJOBAaAHUA

cTabMIbHOCTU

A. Cnocobu

BusyaJlbHO OBLII IIpoBEepPEeH BHENHUMN BIMO KpeMa. BaskocTe

U3MEePSAJM C MCIOJb30BaHMEeM BUCKO3MMeTpa Bpykdwiama npu 25°C. pH
M3MeP 4JIU B KOHeUHOU KOMIIO 3ULIUN KpeMa. HccriegoBaHue
fakTepralJlbHOTO CcoOoepXaHusa OBJIO IIPOBeOeHO B COOTBETCTBUM C
Oapmakomneer CHIA. Bec HaNoJHeHMA OBJI I[IpOoaHaJlM3UMPOBaH B XOIe
TeCcTa B IIpollecCe IIPOM3BOLNCTBA BO BpeMd HAIIOJHEeHUA KpeMa B TYOH.

AHanM3, OoIpelejleHMe PONCTBEHHHX COeOMHEHMM, MIEHTUUHOCTE U

OOHOPOIOIHOCTE COIOepPXaHMA oIipeneJIAIinChb B KOMITO 3L C



VICIIOJIb 30BaHNEM
omnpenejieHueM npmu 294 HM.
Zorbax SB-C18
MJI/MUHYTY,
s 2 via TFA B 4 J1 BOOH

MiI TFA B 4 JI MeTaHOJIAa

B. PeBynbTaTH

TpaleHTHOM

(3,5 wMKM,

(0,05%

BoOXX c

4,6x150 ™M)

TFA),
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(0,05% TFA).

ofpalleHHEMM paszaMu C YO
Boma B32XX wucrnoJgb30Bajlacb C KOJIOHKOMU
opu ckopoctu Inortoka 1,0
TeMrneparype 40°C ¢ MCHOOJb30OBaHMEM IMOOBMXKHOM OGase A

WIM TIOOBWXHOM Gasu B u3 2

PesyJibTaTH OpencTaBJIeHE HMXe Jig 3,5 KI' HOapTui I[OIpu
KoHUeHTpauun 0,5%, u 1,5% BemecTBa u3 Illpumepa 2 (cBoBoIHOe
ocHOBaHMe (AQM)) (Tabauua 6) .

Tabauiia 6
i Konnenrtpanmust
Tecr Kpurepmnii
TIpHHATHS IL1ane6o 0,5% Bec/Bec | 1,0% Bec/Bec 1,5% Bec/Bec
OmsaopoaHas
Bremnuit Bug 3MY IbCHA Cootsercreyer | Cooteercteyer | CoorBerctByer | COOTBETCTBYCT
Ocyoro mBeTa
pH Pesy meTarer 6,5 3.6 3,3 3.1
OTHYETA
Bs13K0CTD PesyteTatst 96500 66500 64800 72900
oT4EeTA
AHa“(Y;/S)Aq’H 90,0-110,0% H/IT 100,0 102,0 102.0
o
Aon Pesynprarhl
POICTBCHHBIC o);'{era H/O* H/O* H/O* H/O*
BEINCCTBA
100 101 101
Bepx H/I
100 101 101
100 101 102
Cpenn. H/II
oﬂHOEE;EOCTH 90-110% 100 102 103
COZICP KAHUSA 0CO:<5% 100 102 103
Hus H/II
100 102 102
Cpennee 100 102 102
0CO% H
° 0,0 0,5 0,8
H/Tl: He mnpumenmmo; H/O*: He ompeneyieHO

OaHHHE CcTabuJILHOCTH ns3 napTun KOMIIO 3ULINUN KpeMa B
koHlleHTpauun 0,5, 1,0 m 1,5% Bec/Bec, MNOOBEPTHYTHE XPaHEHMIO B
15 r amoMMHMEBHX TyOax, OpencTaBJieHH B Tabmauuax 7-10 m 19-20.

Kpome TOTO,

OaHHBEEe CTabUMIIBHOCTU U3 HapTMﬁ KOMIIO3MIIMNM KpeMa B

KOHUeHTpauuax 0,5,

1,0 m 1,5%

Bec/BecC,

YIIaKOBaHHOI'O BO @HaKOHH
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13 AHTApPHOTO CTeKJa (2 yHI. C TedJIOHOBOM MNPOOKOM), NpeICTaBJIEHE

B Tabiuuax 13-17, B TO BpeMa KaK IaHHHe OoJblel CcTabuIbHOCTU

oig 1,0% Bec/Bec KOMIOSUIMM, YIAKOBAHHOM B CTEKJIAHHEIM 16 YHIIL.

bJIaKOH M3 FgHTaAapHOI'O CTeKJla, OpencTaBJeHH B Tabimuax 11-12.

[TpenpapuUTeJIbHEIE OaHHHE CTabUIIBLHOCTU IOJI4 JIEKapCTBEeHHOT'O IIPpOOYyKTa

He BHABUJIM KaKOoM—-JMOO XUMUUECKOM HecCcTabuJIbHOCTU crnycrsa 3 Mecsdla

XpaHeHMsd TI@puU Temreparype 25°C/60%

yIiakoBKe.

xpadeHuy npu 40°C/75% OB mjid KOMIIOSULIMI,

U3 4dHTapHOTO CcTekJja. OIHAaKo,

BHEHABMJI KaKOTO-JIMOO pasnejieHus ¢as.

KpuTepun OPUHATUA TIPEICTaBJIEHH

busnueckuUn

OR m 40°C/75% OB B Jmobou

VIsMeHeHrSA B BA3KOCTM OTMEUaJIMCh CIYyCTH 3 MecHdua I1pn

XpaHAmMXCAd BO @J’IaKOHaX

OCMOTP TIIPOIOYyKTa He

HIIXe.

TecT

KpuTepuit IIpUHSITIS

BHEWHUN BUI

OOHOPOOHBEI KpeM OeJioTo LBeTa

PH

PesysibTaTE OoTUeTa

[loTepsa Beca

PesysibTaTE OTUeTa

BaskocTb (clI3)

PesysibTaThl OoTUeTa

AHaauszs AN (%)

90,0-110,0% komnuuecTBa,
2asBJIEHHOTO Ha DTUKETKE

AQV poIcTBeHHBE BelleCcTBa
(RRT : myiomaob %)

PesysnbTaTe OoTUeTa

OBlee KOJUUECTBO POOCTBEHHEIX BelleCTB

Q

(RRT: romanb %)

PesysibTaTH OTUeTa

[JIeceHel)

MLT (HenpueMJeMble MUKPOOPI'aHM3MEI) OrcyTcTByioT/1 T
MLT (P.Reruginosa) OrcyrcrByloT/1l T
MLT (S.Aureus) OrcyrcrByloT/1 T
MLT (ofOuwee KOJIMUYECTBO BCeX aspoboB) NMT 100 KOE/r
MLT (ofmee KOJIMYECTBO JOPOXKEW U NMT 10 KOE/r
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Tabauiia 7

IaHHEe cTadmiabHocTu mig 0,5% Bec/Bec kpema npm 25°C/60% OB

(15 © agoMMHMEBHEe TYOH)

Bpems (Mmecsibr)

Tecr
0 1 3 6

Bremmuiit Bux CootBeTcTBYET CootBeTcTBYET CootBercTBYET CooTtBeTcTBYET
pH 3.6 3.6 3,6 3,6
TloTeps Beca HAI H/II 0,0 0,0
Bsi3kocTs (cI13) 23400 29900 25400 24900
Anamuz AOU (%) 103,7 1072 102.5 105,9
A®U poncTeeHHBIC 1,09:0,15
BCIICCTBA H/O H/O H/O
(RRT:mmomazns %) 1,18:0,19
O01mee KOTHICCTBO
POACTBEHHBIX /IO HT 034 HII
BCINCCTB

(RRT:mmomazns %)

MLT (senpuemMiIeMbie

OrcyrtcTByror/l T H/T OrcyrtcTByioT/l T

OrcyrtcTByro1/l T

MHKPOOPTaHU3MBI)
MLT (P.Aecruginosa) OrcyTctByrOT/1 T H/I OtcyTctByror/l T OtcyrctByroT/1 T
MLT (S.Aureus) OrcyrcrByror/1 T H/IT Orcyrcteytor/l T | OrtcyreTByrOT/1 T
MLT (o6mee
KOJIYECTBO BCEX <10 H/II <10 <10
a’po6oB)
MLT (ob1mee
KOJIMYECTBO JPOACKCH <10 H/II <10 <10
H IIJICCCHCH)
Bpems (Mmecsibr)
Tect

9 12 18 24
Bremmuii Bux CoOTBETCTBYCT CooTBCTCTBYCT CoOTBCTCTBYCT CooTBeTCTBYCT
pH 3.5 3,5 3,5 3.6
IloTeps Beca 0,0 0,0 0.0 0,0
Baskocts (cII3) 26000 23000 20900 22500
Anamuz AOU (%) 105,4 105,7 104 .4 1040
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0,11:0,24
A®U poxncreeHHBIC 0,95:0,18
BCINCCTBA 1,10:0,10 1,09:0,14 0,95:0,23
(RRT:mmomazns %)
1,09:0,20 1,11:0,08
Obmee KoMUIeCcTBO
POACTBCHHBIX BEILECTB 0,10 0,14 0,38 0,55
(RRT:mmomane %)
MLT (renpuenmiemsie Orcyrcteyror/l r | OtcyteTByroT/l T H/I OrcyrctByrOoT/1 T
MHKPOOPTaHH3MBI)
MLT (P.Aeruginosa) OtrcytetBytor/l r | Otcyreryror/1 T H/M OrcyrcTByror/l T
MLT (S.Aureus) Orcyrcreyror/l T | OrcyreTyrot/1 T HAT OtcyTctByroT/1 T
MLT (obmee
KOJHYECTBO BCEX <10 <10 H/IT <10
a’po0oB)
MLT (obmee
KOJHYECTBO APOOKCH U <10 <10 H/IT <10
IJICCEHEH)
H/Tl: He mnpumenmmo; H/O: He ompeneyeHO
Tabnuua 8

DaHHEe cTadmiabHocTu mig 0,5% Bec/Bec kpema npm 40°C/75% OB

(15 © agoMMHMEBEHEe TYOH)

Bpemsi (Mecsiib1)
Tect

0 mecsies 1 mecsn 3 Mecsma 6 MecsileB
Buemnuit Bug COOTBETCTBYECT COOTBETCTBYET CoOTBETCTBYET CoOTBeTCTBYCT
pH 3,6 3,6 3,6 3,5
IloTeps Beca H/II HII 0,0 0,0
Baskocts (cII3) 23400 26300 19800 18600
Anamn3 AOU (%) 103,7 103,1 1053 1050
A®U poncTeeHHBIC 1,32: 0,21
pemecta (RRT:mromans H/O H/O 1,09:0,14
%) 1,39: 0,40
OOmiee KOJIHYECTBO
POJACTBEHHBIX BEIIECCTB H/II H/II 0,14 0,61
(RRT:mmomazns %)
MLT (renpuememsie OtcyrtcTByior/l T H/IIT OtcyrtcrByior/l r | OrcyreTByro1/1 r
MHKPOOPTaHU3MBI)
MLT (P.Aeruginosa) OtcyrtcTByroT/l T H/IIT OtcyrterBytor/l r | OrcyrcTByrot1/1 r
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MLT (S.Aureus) Orcyrcteyror/l T H/I Otcyrcreyror/l T | OtcyTcTBYROT/1 T
MLT (ob1mee KoIHiIecTBO <10 HIT <10 <10
BCEX a3p00OB)
MLT (o6vmee KOJ'I]/[‘[GVCTBO <10 HIT <10 <10
JPOMOKEH U IICCECHEH)
H/Il: He npuMmenmmo; H/O: He omnpemnejeHO

Tabnuiia 9

JaHHLIEe CcTad®MJILHOCTM IJd 1,5% Bec/Bec kpeMma npm 25°C/60% OB

(15 © aJoMMHMEBEHEe TYOH)

Bpems (Mmecsibr)

Tect
0 1 3 6
Bremnuii Uz CootsercTBYET CooteeTcTBYET CootseTcTBYET CootsercTByeT
pH 32 3,1 3,2 3.1
IloTeps Beca H/II HII 0,0 0,0
Baskocts (cII3) 29433 35800 27400 26200
Anamuz AOU (%) 102,7 1049 103,9 105,0
A®U poacTBeHHBIC
Bemectea (RRT:mmomans H/O H/O 1,09:0,14 H/O
%0)
Ob1ee KOTHYECTBO
POICTBEHHBIX BEIICCTB H/TI H/I 0,14 H/O
(RRT:mmomams %)
MLT (senpremiemsie OrcyrtcTByrOT/1 T H/I OrcyrcrBytor/1 r | OtcyTcTByroT/l T
MHKPOOPTaHH3MBI)
MLT (P.Acruginosa) OtcyTcTBYROT/1 T HAT Orcyrcteytor/l T | OTcyTeTByrOT/1 T
MLT (S.Aureus) OrcyrcTByror/1 T HAT Orcyrcreytor/l T | OtcyTeTByrOT/1 T
MLT (obmee KoIHIecTBO <10 H/IO <10 <10
BCEX a3p000B)
MLT (o(?mee I(OJII/I‘IC"CTBO <10 H/O <10 <10
JPOOKEH U TJIECEHEN)
Bpems (Mmecsimbr)
Tect
9 12 18 24
Buemnuit Bug CooTBeTCTBYET CooTBeTcTBYET CootsercTByET CooTBeTCTBYET
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pH 3.4 3.1 3,1 3.1
TloTeps Beca 0.0 0.0 0,0 0,0
Bsi3kocTs (cI13) 25600 23800 21200 22200
Anamuz AOU (%) 103,7 105,0 102,6 103,0

0,20:0,09
A®U poacTBeHHBIC
pemmectea (RRT:miomanp 1,10:0,12 1,09:0,13 1,09:0,21 0,95:0,07
%0)

1,11:0,10
OOmiee KOIHYECTBO
POACTBCHHBIX BEIIECCTB 0,12 0,13 0,21 0,26
(RRT:mmomazns %)
MLT (senpuevemsie Orcyrcreyror/l ¢ | OrcytcTByIOT/1 T H/I OrcyrcrByror/l T
MHUKPOOPTaHU3MBI)
MLT (P.Acruginosa) Orcytcteyror/l T | OtcyretByroT/1 T H/TT OtcytcTByROT/1 T
MLT (S.Aureus) Orcyrcreyror/l T | OrcyreTByror/l T HAT OtcytcTByROT/1 T
MLT (ob1mee KoHiIecTBO <10 <10 H/IT <10
BCEX a3p00O0B)
MLT (06vmee KOJ'I]/I‘[GVCTBO <10 <10 H/IT <10
JIPOMOKEH U IJICCEHEH)
H/II: He mnpumMmeHmMo; H/O: He omnpemnejeHO

Tabmauua 10

IaHHEe cTabujbHOCTM OJid 1,5% Bec/Bec kpema mnpu 40°C/75% OB

(15 r aJgoMMHMEBHEe TYOH)

Bpems (MecsinbI)

Tecr
0 mecsien 1 mecsi 3 mecsma 6 Mecsinen

Bremnuit Bug CoOTBCTCTBYCT CoOTBCTCTBYET CooTBeTCTBYCT CooTBeTCTBYCT
pH 3.2 3,1 3.2 3.1
IloTeps Beca (1) H/II HII 0,0 0,0
Baskocts (cI13) 29433 29800 22400 16300
Anamz AOU 102,7 104,9 103,0 104.4
A®H poACTBeHHEIC H/O H/O 1,09:0,14 1200

pemectsa RRT:mwiomame %

1,39:0,34
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Ob1mee KOIUUeCTBO H/I HII 0.14 0.54
POICTBCHHBIX BELICCTB

Henpreynemsie OrcyrcTByror/l r H/IIT OrcyrerByror/l r | OrcyTerByror/1 r
MHKPOOPTaHH3MbI

P.Aeruginosa OrcyrtcTByROT/1 T H/TI Orcyrcryrot/l T | OrcyrcTByror/1 r
S.Aureus O1cyTerBytor/1 T H/II Orcyrcryror/l r | OrcyrcTByror/1l r
OOmiee KOIHYECTBO a3poOOB <10 H/I <10 <10
Ob1mee KOJIYECTBO <10 H/TI <10 <10
JPOoKeH | MIeCeHEH

H/Il: He npumenmmo; H/O: He ompeneyieHO

Tabauila 11

JaHHEe cTadmiabHocTu mid 1, 0% Bec/Bec kpeMma npm 25°C/60% OB

(dJTaKOHH M3 AHTAPHOTO CTEeKJa,

16 yum.)

Bpems (Mmecsibr)

Tect

0 3 6 12
Bremnuit Bug CooTBeTCTBYET CooTseTCcTBYCT CooTsercTBYET CooTsercTBYyCT
pH 3.5 3.3 3.3 3.3
Bsi3kocTs (cI13) 35700 25600 21200 21400
Anamuz AOU 102,5 98,6 101,5 99,2
A®U poaCcTBCHHBIE 0,89:0,08
BCILECCTBA 0,11:0,20 H/O 0,88:HK
(RRT:mmomane %) 1,15:0,19
OOmiee KOJIHYECTBO
POJCTBEHHBIX BCIICCTB 0,27 0,20 HAT 0,20

(RRT:mmomazms %)

MLT (uenpuemieMsie
MHKPOOPTaHU3MBI)

OtcyrtcTBytoT/l T

OrcyrtcTByroT/l T

OrcyrcTByror/l T

OrcyrcTByroT/l T

MLT (P.Acruginosa)

OtcyrtcTBytoT/l T

OrcyrcTByroT/l T

OrcyrcTByroT/l T

OrcyrcrByro1/l T

MLT (S.Aureus) OtrcyrctByror/l ¢ | Orcyrereyror/l | Orcyrersytor/l v | OrcyrerByror/l r
MLT (obmee

KOJIMYCCTBO BCEX <10 <10 <10 <10
a’poOoB)

MLT (obmee

KOJHYECTBO APOOKCH U <10 <10 <10 <10

TJICCEHEH)

H/Il: He npumenmmo; H/O: He

KOJIMUEeCTBEHHOM OlleHKe

oIipeneJIeHO;

HK: He nonmmaeTcd
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Tabauila 12

IaHHHe cTadmiabHocTM mid 1, 0% Bec/Bec kpema npm 25°C/60% OB

(bJIaKOHH M3 SHTAPHOTO CTEeKJa,

lo yuu.)

BpeMst (MecsiLIn)

TecT
0 6

BHemHMM BUI CooTBEeTCTBYET CooTBEeTCTBYET
pH 3,5 3,2
AHagns AdU 102,5 100, 8
AQV pOINCTBEHHHE BeMeCTBa 0,89:0,08 H/O
(RRT :myomans %) 1,15:0,19
Oflee KOJUUECTBO
POIOCTBEHHEIX BeEleCTB 0,27 H/0

Q

(RRT :mytomans %)

MLT (HenpueMIeMble
MUKPOOPT'aHM3MEI)

OrcyrcrByT/1 T

OrcyrcrByT/1 T

MLT (P.Aeruginosa)

OrcyrcrByT/1 T

OrcyrcrByT/1 T

MLT (S.Aureus)

OrcyrcrByoT/1 T

OrcyrcrByT/1 T

MLT (ofmee KOJIMUECTBO
BCex anpoboB)

<10

<10

MLT (ofmee KOJMUUECTBO
OPOXXKEeM M IJIeCceHel)

<10

<10

H/0: He omnpenejeHO

Tabauila 13

IaHHEe cTadmiabHocTu mid 0, 5% Bec/Bec kpeMma npm 25°C/60% OB

(PJIaKOHHE M3 HAHTAPHOTO CTeKJa, 2 VYHII.)
Bpems (Mmecsibr)
Kpurepmii
Tecr HpHHﬂgﬂﬂ
P 0 mecsinen 1 mecsi 2 Mecsia 3 Mecsa
OmHOpPOAHBIH
Buemnuit Bug KpeMm Oeoro Cootsercreyer | Coorserctyer | CoorBetcTBYeT | COOTBETCTBYCT
BCTa
P BTAThI
pH 3y BT 35 3.6 36
oTucTa
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Bsskocts (cI13) Pef)i ?{ZETH 663500 71500 66000 56800
2/“)3““3 AU 90,0-110,0% 100,0 101,0 100,0 100.0
o
PoncrTeennbie Pesynprare HO* HO* HO* HO*
BCIIICCTBA OTUcTa
*He omnpeneJjieHoO
Tabauiia 14

IaHHEle cTadmiabHocTu nid 0,5% Bec/Bec kxpema npm 40°C/75% OB

(dJTaKOHH M3 AHTAPHOTO CTeKJa,

2 YHII.)

Bpems (Mmecsibr)

Tecr P
P 0 mecsinen 1 mecsiy 2 Mecsia 3 Mecsa
OmHOpOAHBIH

Bremnuit Bug KpeMm Oenoro Cootsercreyer | Coorserctyer | CooTrBetcTBYeT | COOTBETCTBYCT
BeTA

pH Pef)i ?{‘;2“" 3.6 36 3.5 36

Bsskocts (cI13) Pesymrarer 663500 63900 51900 39000
oT4eTa

Eﬁ/ﬂ)a”m ADH 90,0-110,0% 100,0 99,0 98,0 102.0

(V]
PoncTeeHHBIC Pesynbrarst HO* HO* HO* HO*
BCILCCTBA oT4eTa

*He omnpenejieHo

IDaHHBEEe CTabMJIBHOCTU

Tabauila 15

mnia 1,0% Bec/Bec kpema npm 25°C/60% OB

(PJIaKOHE M3 SAHTAPHOTO CTeKJa, 2 VYHII.)
. Bpems (Mmecsbr)
Teer Pt
P 0 mecsinen 1 mecsiig 2 mecsna 3 Mmecsima
OmHOpOAHBIH
Bremnuit Bug Kpem Oenoro Cootsercreyer | Coorserctyer | CoorBetcTBYeT | COOTBETCTBYET
BeTa

pH P"Zﬁ ?{ZETH 33 32 3.2 33
BsskocTs (cI13) Pesy mbTatet 64800 69300 61400 50500

oT4eTa
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éﬁf)aﬂm AOH 90,0-110,0% 102.0 102,0 103.0 102.5
V)
PoacreennbIc PesynpTars! HO* HO* HO* HO*
BCICCTBA oT4eTa
*He omnpenelieHO
Tabnauila 16

IaHHBEE CTabMJIBHOCTU

(dJTaKOHH M3 AHTAPHOTO CTeKJa,

2 YHII.)

miia 1,0% Bec/Bec kpema npu 40°C/75% OB

Bpems (Mmecsimpr)

Tecr P,
P 0 mecsinen 1 mecsiig 2 mecsia 3 mecsa
OmHOpOAHBIH
Buemnuit Bug KpeMm Oenoro Cootsercreyer | Coorserctyer | CooTBetcTBYeT | COOTBETCTBYCT
BeTa

pH Peziz‘;zn’l 3.3 3.2 3.2 3.3

Bsskocts (cI13) Pesymrarer 64800 57900 55100 33500
oTyeTa

éﬁf)a“m ADH 90,0-110,0% 102,0 102,0 101,0 103.0

V)
Poncreennsic PesynpTars! HO* HO* HO* HO*
BCILCCTBA oTyeTa

*He omnpenejeHoO

Tabauila 17

JaHHLIe CcTad®MJIbLHOCTM IJd 1,5% Bec/Bec kpema npm 25°C/60% OB

(dJTaKOHH M3 SHTAPHOTO CTeKJa,

2 YHII.)

Bpems (Mmecsibr)

Tect P
P 0 mecsieB 1 mecsug 2 Mecsma 3 mecsima
OmHOpOAHBIH

Buemnuit Bug KpeMm Oenoro Cootsercreyer | Cootserctyer | CooTBetcTBYeT | COOTBETCTBYCT
BCTA

pH Pef)i fl‘;z“" 3.1 2.9 3.1 32

Bsskocts (cI13) P"Zﬁ ?{ZETH 72900 66600 62400 60300

E%/H)a“m AU 90,0-110,0% 1017 101,7 101,7 104.3

0
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Poacreennsic Pesynprars HO* HO* HO* HO*
BELIECTBA oTyeTa
*He omnpenelieHO

Tabamiza 18

IauHEle CTa®MILHOCTM IS 1,5% Bec/Bec kpema npu 40°C/75% OB

(dJTaKOHH M3 AHTAPHOTO CTeKJa,

2 YyHII.)

Bpems (Mmecsimbr)

Tecr B
P 0 mecsien 1 mecsiy 2 mecsia 3 Mecsia
OmHOpOAHBIH
Bremnuit Bug KpeMm Oenoro Cootsercreyer | Cootserctyer | CooTBetcTBYeT | COOTBETCTBYCT
BCTA
pH Pezﬁz‘;zn’l 3.1 3,1 3.1 32
Bskocts (cI13) PesymoTare 72900 62500 53000 43800
oTyeTa
Anamus (%) 90,0-110,0% 101,7 103,0 102,0 104,3
Poacreennsic Pesynprars HO* HO* HO* HO*
BCILCCTBA oTyeTa
*He omnpeneJieHO
Tabmuua 19

IauHele cTabuiabHOCTM miIg 1,0% Bec/Bec kpema npu 25°C/60% OB

(aJoMMHEMeBREe TyOe, 15 1)
. BpeMsi (MeCSsILIH)
K
Tea pUTepUn
IIPUHSITUS
0 mMecsiLieB 3 MecsLa
OnmHOpOIHAaHA
BHemHUM BUL sMyJiIbCcusa Bejioro | CooTBeTCTBYET | COOTBETCTBYET
IBeTa
P bTaTH
pH esysbTa 3,3 3,2
oTUeTa
Anammsz (%) 90,0-110,0% 102,2 101,7
P P
OINCTBEHHEE e3YJIbLTaTH HO* HO*
BelleCTBa oTUeTa

*He omnpeneljieHO
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Tabauiia 20

IaHHHe cTadmiabHocTM mjd 1, 0% Bec/Bec kpema npm 40°C/75% OB

(aJmoMMHMEeBEe TYOH,

15 o)

Bpems (Mmecsipr)

Tecr s
P 0 mecsien 1 mecsiy 2 mecsina 3 mecsia
OnsopoaHas
Buemmuii Bux | 3Myiabcua 6enoro | COOTBETCTBYCT - - CoOTBCTCTBYCT
LBETA
Pesynerarsr
pH ;qura 3,3 ) ) 3.2
?,f)a“m AU 90,0-110,0% 102,2 103,5 103,8 101.7
0
Poncreennsie Pesynbrars HO* HO* HO* HO*
BCIICCTBA OTYCTa

*He omnpenelieHO

[IpuMep 4: HcciemoBaHUA PacTBOPUMOCTH

IOiiga omnpenejieHMsa pPacTBOPUMOCTHU (R)-3-(4- (7TH-ntuppoJso[2, 3-

d] mmpuvmanHa-4-wi) - 1H-nupas30oi—1-1il) — 3-UUKJIONeHTUJIIPOIaHHUTPWIIa
(cBODOODHOE OCHOBaHMe) WM ero ¢ocdaTHOM COJIM HOPUMMEPHO 5 M
[IOTEHUMAJILHOTO pPacTBOpUTEeNIA OBUIO HOOaBJIEHO K IIpMMepHO 50 MT AOU
WM eT0o COJIM IIPpUM KOMHAaTHOM TeMllepaType. CMecH CyCIeHOMPOBaJU U

repeMemmMBaM Ha Memajke. EcaIyM cMecu OpeBpalaMCh B IIPO3PaydHHM

pacTEOp, notamjanu  OoJibllee KOJIMUECTBO TBEPIOTO BelleCTBa.
CyCIleH3UM pecyClIeHIupoBaJM B TeueHue 24 dyacoB. OOpaszle OBUIM
OpodUIIE TPOBAHE dYepe3 ouibTpe 0,2 MrM. XMIKy© dYacTb cobupaln u
pPasBoOuIIu BOIOV/MEeTaHOJIOM 50/50. KoHueHTpauuiw  pasBeleHHBX

oBpasloBR aHalMsMpoBaJM OyTeM B3IXX. Ecim cBoBOOOHOE OCHOBaHME WU

COJIbL ObBUIM IIPaKTUUYEeCKM HepacTBOPUMHMM, pPe3YJILTATH OBJIM TOJIbLKO
IpUBIM3UTEJILHEIMHA .
Tabauia 21
. PacTBOPMMOCTB PacTBOPMMOCTL
[ToTeHIMaNnbLHEN .
dbocdaTHOM Cconm ceobomHOoTO
pacTBOpPUTENb
(M /MIT) OCHOBaHMUS (MI'/MII)
Boma 2,7 2,0
pH 4, O6ybep JIMMOHHOM
1,5 1,1
KkucJyoTe, 0,1 M




53

Mo, 0L 0,2 0,15
STaHOJI 7,3 5,5
MNzonponaHo 0,6 0,45
BEeH3WJIOBHM CIUPT 3 2,3
[TPONMUJIEHTJIMKOJIb 24 18,2
ImeT 200 23 17,4
15T 300 14 10,6
T epus 11 8,3
TpaHCKYyTOJI 10 7,6
TpoJjiaMrH 51 38,6
Boma /I 200 (50/50) 23 17,4
Boma/rimuepus (50/50) 21 15,9
%Zg?ég??g?pMH/TpOﬂaMMH 18 13, 6
Vsomnponmii MUPUCTAT <0,1 0,08
Vzocopbunoa OVMeTUJIOBHM 0,4 0,3
20mp

MacJio MMHepaJlbHOE <0,1 0,08
OJIEJIUJIOBEIM CIIMPT 0,1 0,08
IVMe TUKOH <0, 2 0,15
Bensoar croupTa Ciz-15 <0, 2 0,15
KanpuiioBHM TPUTJIULEPUT <0, 2 0,15

[IpuMep 5: JpyTve KOMIO3UIMKY OJIS MECTHOTO NPUMMEeHEeHUS

Taxkxe OBUIM NPUTOTORJIEHHE TPU pPa3HBHE KOMIIO3UIUM IJIS MECTHOTO
npuMeHeHusa odocdbaTHOM coyau (R)-3- (4- (7TH-nuppoJio[2, 3—-d] IMPpUMUONH—
4d-w1) - 1H-nimpasosi—1-wmi1) —3-UMKJIOIIEH TUJIIIPOIIaHHUTPUIIA « KomMniozuumum
1% Bec/BeC OMCIEPTUPOBAHHOTO KpeMa (KOMIO3UIMA SMYyJILCUM BOIa—B-—
Macie) , 1% Bec/Bec ©OesBOomOHOM MasuM U 1% Bec/Bec JIOChOHAa

nopencraBJjeHsl B Tabimie 22 (IOPOLEHTH B pacueTe Ha CBODOOHOe
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OCHOBaHMe) . Kaxmasg KoMIO3MUIMA C 1% Bec/Bec docdbaTHOM cojm AU
VMeJla TIOHMXEHHYK BA3KOCThE B CpaBHeHUMM C Iuauebo (B r1aunebo
BaJjlaHC TIpencTaBJsgeT coboM BoIOy). He xejlad OBTH OT'PaHUUEHHBMU
Kakoy—-JmMbo KOHKPEeTHOW TeOopHuel, [OHWXKeHHasd BA3KOCTL ObUJla BH3BaHAa
RIIEKTPOJIMTHOM Hpupodo ¢ochaTa. BA3KOCTL KOMIO3MUUM M ILjIauedbo C
TeueHMEM BpeMeHM IIpencTaBJieHa B Tabiuie 23. 1% IUCOepIMPOBAaHHBIM
KpeM (KOMIIO3MLIMSA BOOa-B-Macje) o6JjamajJl CMHEepPe3MCOM CIYyCTsS OBe U
YyeTHpEe HeIeJ xpaHeHusa npu 40°C, B TO BpeMs kKak 1% pacTBop ¥ 1%
COJIOOUIIMBUPOBAHHEM KpeM (KOMIIO3MLUMM MacJIO-B-BoIe) He objamaim
cuHepesucoM. Kowmmnosuuysa 1% CoJOMIM3UMPOBAHHOTO KpeMa HuMeJla
BoJIbMYID BA3KOCTL, uUeM 1% JIOCHOH.

Tabauila 22

1% 1% Bec/Bec 1%
NHrpenqueHT Bec/Bec OMCIIepI'MPOBaHHEN | Bec/Bec

JIOCBLOH KpeM Masb
OumnmeHHas Boma USP 52,03 39,48
Mo TnIeHTJIMKOJILE 200 700
UsP !
[lpumep 2%* 1,32 1,32 1,32
Iuuatpma SOTA USP 0,05 0,50
deHOKCHUBTaHOJ BP 0,50 0,50
[MponuJeHTJInKOJIb USP 15,00 7,50
KcaHTaHOBasg kKamelb NF 0,20
MeTunnapateH NF 0,10 0,10
[Mponunnapad®eH NF 0,05 0,05
JleTkoe MMHepaJlbHOE 4,00 6,00
MacJyio NF
T'muiepuiicreapatT SE FDA

2,00

I1IG
MommcopbaT 20 NF 1,00
BeJjiei BazeJimH USP 7,00 5,00 78, 68
HeTmsioBuM cnoupT NF 2,50




CTeapuJioBEM coupT NF 1,25
InMeTnkoH NF 1,00 1,00
KanpuiioBele/KallpUHOBHE

5,00 6,00
Tpuranuepunsl FDA-IIG ! !
HaTpua xJjopun 0,05
Tomuepun 99% USP 7,50
PacTeop copburoja 70% 5,00
UsPp
Eejsmitr BOCK NF 1,50
T'MoporeHMpoOBaHHOE 1.50
KacToporoe MacJio NF !
IMKJIOMETUKOH NF 12,00
HNonmmranuepuii—3- 5,00

nmmusocTeapaT NF/BP

IrxjgoMeTMKOH (D5) NF 15,00
Mapadpmuu NF 5,00
Bcero

* 1,32% (R)-3-(4- (7H-ntmppoJio [2, 3-d] nupumMmuonuH—4-mi) —1H-

oupaszoJi—1-1jl) - 3-LUUKJIONeHTUJINPONIaHHUTPUIIOBOM coJin dochopHOM
CBOOOIOHOTO OCHOBAHUA.

KMCJIOTH cocTaBJsigeT 1%

Tabauila 23

Tun KoMIo3uIIN Xpanenue Bsskocts Bpamenme
(o0opoToB/MuUH.)
1% Bec/Bec 1%
Bpems Temmieparypa ILnanedo Bec/Bec ILiameoo
ADPH
ADPH
COMOOUMIBHPOBAR- | - 1, . 99400 195600 T-BR0 | T-C.5
HBIH KpeM
2 Henem KT 67625 80125 27/2,0 2720
4 Hepemu KT 65875 82750 27/2,0 2720
2 Henem 5°C 73125 55250 27/2,0 27120
4 Hepemu 5°C 86000 70125 27/2,0 27120
2 Heemm 40°C 46375 41875 27/2,0 27/2,0
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4 menmemm 40°C 47500 50125 27/2.0 27/2,0
Tlocson* Hauano 24700 70500 T-A/40 | 27120

2 Hefem KT 28875 79250 27/2.0 27/2.,0

4 mexem KT 32750 73875 27/2.0 27/2,0

2 Hefem 5°C 31750 70250 27/2.0 27/2.0

4 menem 5°C 34750 75750 27/2.0 27/2.0

2 Hezerm 40°C 28250 44250 27/2.0 27/2.0

4 mememm 40°C 29125 53000 27/2.0 27/2.0

JluCTIepTHPOBARKBI | pp 1o 11400 255500 27/5.0 28/1,0

KpeM

2 Henem KT 8850 204500 27/5.0 28/1,0

4 mezerm KT 12200 208500 27/5.0 28/1,0

2 neferm 5°C 9550 226000 27/5.0 28/1,0

4 menem 5°C 11200 238500 27/5.0 28/1,0

2 Hezemm 40°C Cumepesnc | 185500 27/5.0 28/1,0

4 Hezem 40°C Cunepesuc | 185000 27/5.0 28/1,0

*CUHepes3UC He Hadmonasicda

[lpymep 6: lccyemoBaHMA NPOHUMKHOBEHUS B KOXY

IJI1g OLleHKM TPaHCIOPTUPOBKM Uepes KOXy Tpylla JeJloBeka
VICIIOJIL30BaJIM TPM PAa3HBEX KOMIO3ULIUM OJIS MECTHOT'O IIPMMEHEeHVS U3
[lpumepa 5 (Tabmamua 20) M KOMIIO3UMLMILD KpeMa U3 llpumepa 3 (Tabiauia
4) . IaHHHEe II0 IIPOHMKHOBEHMK Uepe3 KOXY IpelcTaBJieHH B Tabiule
24. Cpemm Tpex IM[NOBTOPHOCTEM IJS KaXOIOWM KOMIO3MIMKM OTMedajlach
CylleCTBeHHasd W3MeHUMBOCTBL B TPAHCIOPTUPOBKe. JM3MEeHUMBOCTE B
TPAaHCIIOPTUPOBKE MOXeT OBTH BEB3BaHa YaCTUUHO  OTJIMUMAMU B
ofpaszlax KOXU (HDOHOpP, Y4YacTOK Teja, TOoJIMHa M T.I.). B LejoM
OJIS HOBYX KOMIIO3ULMM KpeMa OTMedajlack OoJibllad [IPOHUIIaeMOCTH B
CpaBHEHMM C JIOCBOHOM MJIM Maszbil. KyMyJIATMBHOEe KOJIMUeCTBO AN,
TPAHCIOPTUPOBAHHOTO M3 KOMIO3MUUNM Mas3M, OBJIO II0 CYyWeCTBY HWXe B
CpaBHeHUM C TpeMd OPYIMMM KOMIO3MUMAMKM, W 5STO MOXeT OHTb

BEISBAHO, IIO MeHbIIeMn Mepe YaCTUM4YHO, IIJIOXMM pacllpeleJIeHrMeM Ma3l,
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UTO BENEeT K CHMWXEHMI IJIoMallM IIOBEPXHOCTHM IJIS TPaHCIOPTUPOBKMU.
Kak pesyabsTaT, OJI4 »OajJlbHeVmel paspadboTku OBJIO O0TOOpaHO IOBe
KOMIIO3ULMUKX KpeMa, OOHa - B BUIe 5SMyJIbCUMM MacJIO-B—-BOIOe (CM.
[IpuMmep 3  BBIIE), a BTOpad B BUIe SBMyJLCUMM BOOa-B-Macljie.
OCHOBHBAaACH Ha PacTBOPUMOCTH JIeKapCTBEHHOTO BelleCTBa,
KOHIleHTpauun, comepxamue 1,0, 1,5 m 2,0% Bec/Bec (R)-3-(4-(7H-
nuppoJio [2, 3-d] nupuMunouu-4-wmi) —-1H-nmupazosa-1-mj) —-3-
UMKJIOTIEHTUJINIPONaHHUTPMII docdaTa, OBUIM NPUIOTOBJIEHHE OJIS KpeMa Ha
OCHOBe D5MyJIbCUM MacJIO—-B-BOIe (CONMOOUIMBUPOBAHHEIN  KpeM) , a
KoHIleHTpauun 1,0, 2,0 u 3,0% Bec/Bec ObM paspadoTaHH OJI KpeMa
Ha OCHOBEe BMYJIb CUN BOIoa-B—-Macle (OMCIIepTUPOBaAHHEM  KpeM) .
[IpolieIypPH MCCJEeOOBaHUNM MNPOHMKHOBEHMSA B KOXY OIMCAHH HMXEe.

VccrenoBaHMs TpPaHCIOPTHUPOBKM UYepes KOXYy Tpylla YeJIoOBeKa

[IpOoHVKHOBeHMe AdM M3 KOMIOBULMM IOJIS MEeCTHOTO IIPMMeHeHUS
OBJIO MCCJIENOBAHO C MCIIOJIb30BaHMeM oO0paslloB KOXM Tpylla 4YeJIOBeKa
u mmnddy3HEIX KJIeTok OdpaHua. Koxa Tpylla UYeJIoBeKa, IIOJIydeHHasd C
IIOMOImbLI0 IepMaToMa, Opla B34Ta M3 0OaHka TKaHel, a 1ubddysHbe
kJIeTkru OdpaHua OBUIM I[IOJIYYEHH  BPYYHYD. OBpas3LbE KOXM Tpylla
yeJioBekKa C pa3MepoM, COOTBETCTBYKIMM KOMIapTMEHTaM IOHOpa M
akuernTopa, OBJIM pPacIoOJIOXeHE Ha OUOPY3HEX KJleTkax OdpaHua. Ha
nepraMmMHe OBJIM BS3BEMEHH KOMIO3UIMM IOJS MEeCTHOTO IpuMeHeHMsa (20
MI') , IIOMEINEHH Ha KOXYy M NPpMIOaBJIEHE K KOXe. 3aTeM o00pasubl OBUIM
IIOKPHTH rnaparjieHKOM’ . CTopoHa pesepByapa OrlJIa HarlloJIHeHa
dM3MOJIOTUYECKMM pacTBopoM Cc 4% aJlbOyMMHOM. PezsepByap OHI
[IOMelleH Ha MellajIky ¥ HoOmepkrbBajicd npu 37°C ¢ MCIOJbL30BaHMEM
HaTpeBaTeNnda CYXUM BO3IOYXOM (Aungst B. Fatty Acid Skin
Penetration Enhancers. Pharm. Res. 1989; 6(3):244-247). TIlo
npomecTBuM 4 dYacoB 1 M of6pa3ua OBJI yIaJlIeH M 3aMemeH 1 M
OM3MOJIOTUUECKOTO pacTBoOpa + 4% ansbymmH. Ilocne 24 4YyacoB OBLI
cobpaH BecChb pe3epByap. TkaHb OBJIa MCCIeldOBaHa BM3YaJIbHO Ha
nperMeT JIOOTO OTBEPCTUSA MIM pa3peBa. O0O0pas3lbl TKaHM CO CTOPOHE
pesepkyapa ObBUIM OpOaHAaJM3UMPOBAHHE Ha IIpelIMeT KOHIeHTpauum AOU C
UCIIOJIb30BaHmeM XX/MC.

JccrenoBaHMsa TPAaHCIOPTUPOBKK 4Yepes KOXY MBI

[IpoHVMKHOBeHMe AdM M3 KOMIO3ULMM IOJIS MEeCTHOTO IIPMMEeHeHUS

OBJIO MCCJIEOOBAHO C MCIOJIE30BaHUMEM CBeXeMCCEeUEeHHEX O@paBL[OB KOXIM
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MEIIM M IOUMOOYSHHX KJIeTOK OpaHla. Y Memed JuHuMM Balb/c Owijla
[IpOBeIeHa OenuJidumMsa C MCIOJIBE30BaHMEM BOCKa 3a UYeTHpe OHS OO
DKCIIEPUMEHTa. YTPOM B JIeHb BKCIEPUMMEHTAa MBIIM OBJIM IIOOBEPIT'HYTEH
5BTaHa3MM, ¥, HACKOJIBKO 5BTO OBJIO BO3MOXHEM, OBUIM YyIOaJIEHH
YUYaCTKM KOXM, I[IOOBEPIHYTHE DIWIIAUMM, IIPOMBTH ¥ COOepXaJlMChb BO
BJI&XHOM COCTOAHMM Ipu 37°C B  OUBMOJOTMUECKOM pPacTBOpe IO
VICIIOJIL30BaHMUSA . O6pasubl  MBITMHOM KOXM, COOTRBETCTBYIIIME infe)
pasMepaM KOMIIapTMeHTY @IOOHOpa W peluIMeHTa, OBJIM PacClloJIOXEeHE
MeXxnoy KOMIIapTMeHTaMM IOHOopa M peluunMeHTa IMOPY3HEX KJIETOK
dpana. OTBepcTMe B KJeTKe OpaHIla COCTaBMJIO 1 cm?. Ha mepraMmMHe
OBJIM B3BENEHH KOMIIO3UMIMM IOJIA MEeCTHOT'O HOpuMeHeHus (20 wm1),
[IOMENEHEl Ha KOXY W I[IPUIABJIEHE K KOXe. 3areM o0pas3lus OBUIM
[TOKPHITH nmaparJjeHKOM . CTopoHa pesepByapa OrIIa HalloJIHEHAa
OM3MOJIOTUYUECKMM pacTBopoM Cc 4% aJlbOyMMHOM. PezsepByap OB
[IOMelleH Ha MellajIky ¥ HoOgepkrBajicad nOpu 37°C ¢ MCIOJbL30BaHMEM
HaTperaTeJlsd CYXMM BO3OYXOM (Aungst 1989 (cMm. BHIIE) ) . Ilo
npomecTBuMM 4 4YacoB 1 M of6pa3ua OBJI yIOalleH M 3aMemeH 1 M
OM3MOJIOTUUECKOTO pacTBOpa + 4% ansbymmH. Ilocse 24 yacoB ObLI
cobpaH BeCb pe3epkByap. TkaHb OBJIa MCCIeldOBaHa BM3YaJIbHO Ha
openMeT JIoO0OT0 OTBEPCTUSA MM pa3peBa. O0O0pas3lbl TKaHM CO CTOPOHE
pesepbByapa OBUIM [NIPOaHaIM3UPOBAHEL Ha IpeIMeT KOHIeHTpauum AU C
MCIIOJIb30BaHeM XX/MC.
Tabnuila 24
TpaHcnopTupoBKa (R)-3-(4- (7H-nuppoJio[2, 3-d] nupuMuIvH—-4-1J1) —
1H-ntupasoi-1-mj) —-3-UUKJIONIEHTUJINPOIaHHUTPUIIa M3 KOMIIO3UUMM OJIA

MeCTHOTI'O IIpMMEHEeHMA Yepe3 KOXY Tpylla dJeJlIOBeKa

KymyastusHoe
Cpennee KymyIsITHBHOE
Konnenrpauust, tamn Obpasen koxu Tpyna KOJIIMECTEO KOJIHIECTBO 110
KOMITO3 I YeloBeKa cnycrsi 24 4
(ixr) npomecTBuu 24 9 (MKT)
ABS Ne 0510038 0,77
1% Bec/Bec .
FWCTICPIHPOBARKBIN KDEM. |\ G100 1 No 52214A1 10.8 5,16
(cm. Tprmvep 5, Tabmwy
20
- BBIIC) Asterand Ne 46581A1 3.91
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ABS Ne 0510038 021
1% Bec/Bec SN ’
COIOOHIIH3HPOBARHEIH Asterand Ne 52214A1 10,6 3.73
kpeM (cum. IIpumep 3,
T 4
abmuy 4, Baue) Asterand Ne 46581A1 0.39
ABS Ne 0510038 0,06

1% Bec/BeC Mashb
(6e3Bomnas) (cm. [Tpumep 5, | Asterand Ne 52214A1 0,07 0,06
Tabmuuy 20, BbImie)

Asterand Ne 46581A1 0,07

ABS Ne 0510038 0,10
1% Bec/Bec JTIOCHOH (CM.
ITpumep 5, Tabmwmy 20, Asterand Ne 52214A1 1,96 0,83
BBIIIIC)

Asterand Ne 46581A1 0,42

S0deKT KOHLEHTpalUuuM KOMIIO3ULKM COJIOMIM3UPOBAHHOTO  WJIU
OUCIEPTUPOBAHHOTO KpeMa Ha TPAaHCIOPTUPOBKY (R)=-3-(4-(7H-
nuppoJio [ 2, 3-d] nupuMunuu-4-wmi) - 1H-nmpazosa—-1-wni) —-3-

IMKJIIOIIEHTWJIIIIPOIIaHHVMTPWMIIa dYepes KOXYy Tpylla UYeJIOBeKa OBJI TakKxe

uccJenoraH, " IOaHHEE oBo0meHH B Tabauue 25. IIoBEIIEHME
KOHILIEHTPpalun oT 1% Bec/BecC oo 3% Bec/BecC KOMIIO 3ULIUA

OVCIIEPTUPOBAHHOTO KpeMa (Ha OCHOBE BMYJIBCHMM BOIDa-B-MacJje) M OT
1% Bec/Bec mo 2% Bec/BeC KOMIO3UIUU COJIOOMUIM3UPOBAHHOTO KpeMa
(Ha OCHOBe OBMyJIbCUMM MaCJIO-B—-BOHE) He IPpMBEJIO K KaKOMy-JmMOO
3HAUMMOMY M3MEHEeHMI0 B TpaHcHnopTtupoBKe (R)-3-(4- (7H-nuppoJgol[2,3-
d] nupuvmnonH-4-wni) - 1H-nupaz30Ji—1-uil) — 3—-UUKJIOIIeHTUJIIIPOIIaHHUTPMIIa,

UyTO YKa3eBaeT Ha TO, UYTO IIepPeHOoC (R)=-3-(4- (7TH-ntuppoJo[2, 3-
d] mupuvmauH-4-1mi1) —1H-nupasz0oi—1-1il) - 3-UMUKJIONeHTUJINPOIIaHHUTpUIIa

He OTpaHMUMBaeTCs CKOPOCTBLI BECBOOOXKIEHMSA M3 KaxXIoWM TaKou

KOMIIO3UILINN .
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Tabauua 25
TpaHcnopTupoBka (R)-3-(4- (7TH-nuppoJio[2, 3-d] nupuMnuIvH—4-1J1) —
1H-nimpaszos—1-mi) —3-LUUKJIOINEHTUJINIPONIaHHUTPUIIa M3 KOMIIO3MLUM C
IIOBHIIAKIMENCA KOHILeHTpalMel OJs MeCTHOI'O IIPMMEHEHUS dJepes3 KOXYy

Tpylla 4YeJloBeKa

Cpennee
Konnenrpamys, Tumn Oo0pasern Ko:ku Tpyna KymyasrusHoe KyMy BITHEHOE
KOJIMYECTBO CIYCTst KOJIMYECTBO 110
KOMITO 3 HIIHIT Ye/I0BeKa
24 9 (MKT) npomecrBun 24 4

(MKT)
1% Bec/Bec ABS Ne 0510038 1,26
JUCHCPTUPOBAHHBIN KPEM 2,29
(3MyIbCHS BOA-B-MAcCIIe) Asterand Ne 42996A1 3.31
2% Bec/Bec ABS Ne 0510038 1,79
JUCTICPTUPOBAHHBIA KpeM 1,68
(3MynbCHA BOAA B MAace) Asterand Ne 42996A1 1,56
3% Bec/Bec ABS Ne 0510038 1,40
JUCTICPTUPOBAHHBIN KPEM 1,81
(3MyIbCHS BOAA-B-MacIe) Asterand Ne 42996A1 2,23
1% Bec/Bec ABS Ne 0510038 0,17
COTFOOHITH3HPOBAHHBIH KPeM 0,89
(cwm. ITpumep 3 BoILIE) Asterand Ne 42996A1 1,62
1,5% Bec/Bec ABS Ne 0510038 0,21
COTFOOHITH3HPOBAHHBIH KpeM 0,30
(cMm. ITpumvep 3 BbImIC) Asterand Ne 42996A1 0,39
29 Bec/Bec ABS Ne 0510038 0,24 025
COMOGUTHSHPOBAHBIA KPEM. | ) i o4 No 42996A 1 0.26

TpaHCcIopT (R)-3-(4- (7TH-riupposo [2, 3-d] nupuvmamuua-4-mj) - 1H-

oVpasoJi—-1-wil) - 3-LUUKJIONEHTUIINPOIIAHHUTPUIIA UYepe3 CBeXEeUCCEeUEeHHYIO
KOXY MHIIM TakxXe OBJI OlleHEeH C MCIOJbL30BaHMEM KOMIIO3ULNUM, KOTOPHE
VCIIOJIb 3T CH B bapMaKoJIOTUUEeCKUX MCCJIENOBaHUAX TPH3YHOB
(Tabjamila 26) . CymecTBOBaJa obmasa TeHIOeHIIMS I[IOBBIIEHM I

IIPOHVMKHOBEHIMA TIIPM IIOBEIIEHUM KOHLEeHTpaluum COHD@MHMSMPOBaHHOPO

KpeMa c 0,5 0o 1,5%, npu 3TOM Takasd TeHOeHIIMA oJis
OVCIIePTUPOBaHHOM KOMIIO 3UIINMU He oTMeuaJlach. IOJ1sa

COJIOMIIMBMPOBAHHOTO KpeMa CpelHee KyMyJAaTHMBHOe KoJuuecTBO (R)-
3-(4- (7TH-nimppoJio [ 2, 3—-d] nupmvunuu—-4-wi) - 1H-nupa3oya—-1-wi) —-3-
UMKJIOIIEHTUIIIIPOIIaHHUTPWIIa, TPAaHCIOPTUPOBAHHOTO Uepes KOXy MHIU B

TeueHNe 24 JacoB, OBLJIO IIPMMEPHO B IBalllaTb ras BHIIIE , ueM
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Iokas3aTejlb, OTMEUEHHHYV B MCCJIeOOBaHMAX KOXM Tpylla UJeJIoBeKa
(KyMyJISTUBHOEe CpelHee IJIS BCeX DKCIIEPMMEHTOB) .

OCHOBHEBAACH Ha  pacTBOPMMOCTH (R)-3-(4- (7H-nimpposo[2, 3-
d] mmpuvmouua-4-wui) - 1H-nupasosi—1-mil) - 3—-LUUKJIONEHTUJINPONIaHHU TPWII
bocbaTa, I8 KOMIO3ULUM MacCJIO-B-BOIe (COJOOMUIM3UPOBAHHEI KpPEM)
BO3MOXHa MaKCHUMaJlbHasd HaT'py3Ka JIeKapCTBEHHHEM CcpencTBoM 1,5%. U3
IBYX KOMIIOBMLUMM KpeMa IOIPpOOyKT MacJO-B-BoIe (COJIOOUIN3UPOBAaHHEM
KpeM) obJjlagajl Jydmey (usnuyecKod cTabuiIbHOCTBIO (cM. Tabuauuy 21
Brmie) . CJjenyeT OTMETUTEL, UTO KOHIEeHTpallMsa BHIme 3% B KOMIIO3ULIUKU
OUCIepPIMPOBAHHOTO KpeMa M 2% B KOMIO3MLIMK COJIOOUIIN3UPOBAHHOTO
KpeMa He Ovpula OusuMUyecku CTabUIILHOM CHOYyCTS HECKOJIEKO IHeHU
XpaHeHUusa opu KOHTPOJIMPY eMOM KOMHaTHOM TeMIlepaType, T.K.
JIEKapCTBEHHOEe BENeCTBO B pPaCcTBOpPEe I[IOOBEPIralJIoCh KPpUCTaJJIM3aluM.
OCHOBHBafACH Ha TakKUX pe3yJabTaTax, B COUeTaHMM C pe3yJbTaTaMHu
IPOHUKHOBEHMSA B KOXY, IaHHEMM BO3MOXHOCTEM IMIPOM3BOINCTRa, a
TaKXe OaHHEMM OQU3UUECKUX U XUMHUUECKUX XapPaKTepUCTHUK, [IOJIYyUEeHHHX
I0JIS KOMIIO3MLMM paHHeM cTaauM, ©0asa 5SMYyJIBCUM MacJOo-B—BoOe IJiA
COJIIOOUIIM3UPOBAHHOTO KpeMa (C MaKCHMMaJIbHOM KOHIeHTpauuen 1,5%
Bec/Bec) Owula BHOpaHa IJIA OajibHenmel pas3paboTKH.

Tabauiia 26
TPaHCIIOPTUPOBKA Pa3JIMUHBIX KoMIosuuui (R)-3-(4-(7H-
nuppoJio [ 2, 3-d] nupuMmuamnHa-4-wui) - 1H-nupaszosn-1-wui) —-3-

IMKJIIOIIEHTUIIIIPOIIaHHUTPWMIIa depe3 CBeXeMCCeUeHHYK KOXY MBI

CpenHee
KyMynssTUBHOE KYMYJISITUBHOE
KoHIleHTpPaIUA,
KOJIMYECTBO CIIYyCTS KOJIMYECTBO IIO
KOMITOBULIVST
24 u (MKT) npoumecTBum 24 u
(MKT)
1% Bec/Bec 37,1 42,0
OVCIIePTUPOBAHHEI KpeM
(pMyJIBCHMSA BOIa—-B-—Macje) 46,9
1% Bec/Bec 18,0 23,1
OVCIIEePTUPOBAHHEI KpeM
(pMyJIBCHMSA BOIa-B-—Macje) 28,2
3% Bec/Bec 29,6 29,8
OVICIIEPTUPOBAHHEM KpeM
(pMyJIBCHMSA BOIa—-B-Maclje) 30,0
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0,5% Bec/Bec 26,5 23,5
COJIIOOMIIM3UPOBAHHE KpPeM

(cMm. llpuMep 3 BhIIE) 20,4

1% Bec/Bec 40,8 32,8
COJIOOUIIUBUPOBAHHEM KpeM

(cm. TlpuMep 3 BHIIE) 24,9

1,5% Bec/Bec 44,6 41,8
COJIIOOUIIN3VPOBAHHE KpeM

(cMm. TlpuMep 3 BHIIE) 38,9

llpuMep 7: KiIMHMUYeCKOe JieueHMe IIcoprasa C MCIOJb30BaHMEM

KOMIIO 3UIIUM

IpuMmepHOo 200 CyOBEKTOB C XPOHUUYECKMM OJISIEeUHBEM IICOPMa30M
OBIM 3aOeMCTBOBAHH B NIBOMHOM CJIEIIOM MCCJIeNOBaHMM C KOHTPOJIEM
mwranedto. BeEJIO OpraHM30BaHO UYeTHpe IPYINIIH IIpKMeMa LO3HE, TpU
TPYNIIIE C MCIOJB30BaHMEM AaKTHMBHOI'O JEeUeHMHA M OOHa Ipylla C
MCIIOJIb30BaHMeM HOCHUTeJid. ['pyNnEl C aKTUMBHEM JieueHMeM  ObUIM
IOOBEepPTHYTH Jieuenumo 0,5%, 1,0% um 1,5% Bec/BeCc KOMIO3MLMI MacJjo-
B-BOIE (cm. Ilpumep 3 Beme). IllpuMepHo 50 CyOBeKTOB  OBIIM
PaHOIOMM3MPOBAHE B KaXOylw TIpyldlny JedeHMda. Ha 20% [DTOBEpPXHOCTH
Tejla C OJIAMEYHHM [ICOPMasOM HaHOCWUJIM TOHKMM CJIOM KpeMa OOMH pas
B IeHb. JledueHMe MNPOBOOMUIIM B TeueHue 84 mHel, U 50OeKTUBHOCTH
U3MepasM IO M3MeHeHMIO B ofmeM I[IoKasaTeje IopaxXeHMuM, mIKaje
M3MEePpeHMd KOJMUeCTBa DPUTEMH, a TakXe pas3Mepy M TOoJlMHe OJIAllek
(dur.2). Y 25% HDaUMEeHTOB, PaHOOMM3MPOBAHHEX Ha MCIOJb30BaHMe 1%
Bec/Bec wim 1,5% Bec/Bec A®M, mnopaxeHusd OLUIM MIPO3PAYUHEIMY WJIM 10
CYIIECTRY IIPO3PAauYHEMM I[IO I[IpOoWeCcTBMM 12 HeOeJlb B CpaBHeHUUM C
TaKOBHM IIOKas3aTejleM 6% — IIpM MCIOJBE30BaHUM HOCUTEJIA.

Ij1ga [DoOrpyIlllel y4acTKOB OBJIM IIOJIydeHE (QOTO, CHOeJIaHHHE VY
CyOBEeKTOB, IIONNIMUCABIKX MHOOPMMPOBaAHHOE COIJlacMe Ha I[IOJIydeHUe
doTo. doTOrpadmmM IneslaJIMCh B Hadalle MCCJeNOoBaHuUd (Ilepell I[IePBHEM
HaHeCEeHMEM MCCJIeOyeMEX IIpellapaToB) W Ha 84 I»neHb (IlocJienHee
HaHeCeHue MCCJIeyeMBIX npenapaToB) (cMm. dur.3-7) . Takue
boTorpadum ABJIAKTCA PeEHNPe3eHTATUMBHEMM OJid IPYHINE CyOBeKTOB,

KOTOPEE OBLIM IIOOBEPI'HYTE JIEUEHNMI KOMIIOSHMIMAMM MacCJIO—B—BOIE.
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puMmep 8: IMHaMUUECKUM TeCT 3aMeIJIeHHOU

I'MIIePUYyYBCTBUTEIJIEHOCTHM IIPM KOHTaKTe C KOXel MBI

OnmMcaHHBE 3IeCb KOMIO3MIUMM TaKXe MOI'YT OHTBH IIPOTECTUPOBAHE
Ha TIpeIMeT cBoel »00eKTMBHOCTM (MHTMOMpPOBaHMA MumeHen JAK) Ha
MOIEeJIM TecTa 3aMelJIeHHOM TUIePpUyBCTBUTEJLHOCTU T-KJIETOK MBIIN.
OTBeT B BUIOEe TUIEPUYBCTBUTEJILHOCTU  3BaMelJIEHHOTO Tulla IIpu
KOHTakTe C MBIIMHOM Koxel (DTH) cumMTaeTcsd BaJdMOHOM MOIEJIbIo
KJIMHUYUECKOTO KOHTAKTHOTO IepMaTHUTa UM OPYIHUX VMMYHHHX HapPyIeHUMN
KOXM, OIIOCpemOoBaHHEX T-JuMpoLUmMTaMM, TaKMxX Kak TIcopmas (Immunol
Today. 1998 Jan;19(1):37-44). Memmuel DTH o6JjlagjaeT MHOXECTBOM
XapaKTepuCcTHUK, CBOMCTBEHHEIX ncopuasy, BRJIIOUA I MMMy HHEBIN
VHOUJILTPAaT, CONPOBOXIAKIEeCsd IIOBHEIMEHME VYPOBHS BOCHAJIMTELHEX
HMTOKMHOB W TUIIEepHIpoJMPepalin KepaTHUMHOLMTOB. KpoMe TOTO, MHOTO
KJIACCOB aTl'eHTOB, KOTOPHEe 2QOeKTUMBHEl B JIeUeHUM IICcopMasa B
KJIVMHUUECKUX CJIydaax, Takxke [ABJANTCI 200eKTUBHEHMMY MVHIUOMTOpaMMU
orBeTa DTH y wmeme# (Agents Actions. 1993 Jan;38(1-2):116-21).

Ha menr 0 m 1 wmemy JmHMy Balb/c OBUIM  CEeHCUOUIMB3UPOBAHE
MEeCTHHM HaHeCeHMeM aHTuI'eHa 2, 4-nuHurpo-¢ropbeHsojsa (DNFB) B
oBJjlacTu  KMBOTA. Ha 1eHb 5 C WCIOJIb30OBAaHMEM MHXEHEPHOTO
MUKpOMeTpa OBJIla M3MepeHa TOJIMHa ymer. Takoe u3MepeHMe OBUJIO
3alMCcaHO UM MCIIOJIB30BaHO B KaueCTBe HauvaJIbHOT'O 3HaueHMA. Ha yumwu
XMBOTHEIX OBJI MECTHO HaHeceH DNFB B ofmeMm koJmuecTBe 20 MrJg (10
MKJI Ha BHYTpeHHee yxo U 10 MKJI Ha HapyXHOe VYXO) B KOHIEHTpaluu
0,2%. Coycra oT 24 u pmo 72 u IOCJe BO3OEMCTBMA TOJIMHA YIIEeln
OHJIa M3MEepeHa CHoOBa. JledyeHrMe C MCIOJB30BaHMEM MCCIelyeMBIX
KOMIIOBUILINM IIPOBOOMJIOCE B TeueHMe CeHCUOMIM3aLUUM U BO3OEMCTBUSA
(meubp -1 mo nmHa 7) mo u nocJe ¢pas BosmeMcTBUA (Kak IIpaBUIIO,
nocjle obema Ha @HmeHb 4 m mo ngHa 7). JleueHMe MccJelyeMBMHU
KOMIIOBULIKMAMY (B PasHOW KOHIEeHTpaluM) IIPOBOOMIJIM MeCTHO (MecTHOoe
HaHeCeHue Ha ymm) . 30beKTMBHOCTD VICCJIelY EMBIX KOMIIO 3ULINM
yKasbeBaJlachk IO CHWXeHMIO HabyxaHudg ylel B CpaBHEHMM C CUTyaluen
Bes JeueHrda. COeIMHEHMS, BHI3HBaKIMUe CHWXeHMe Ha 20% wmiam ©OoJiee,
CUMTaJMChb 920POeKTUBHEMM. B HEeKOTOPHX DKCIEPMMEeHTax MBIy OBUIU
IIOOBEPTHYTH BO3IEMCTBUILD, HO 06e3 CceHCHUbUIM3aluuu (oTpullaTe]IbHBN
KOHTPOJIb) .

VHTUbUpy©mmit  20deKT (MHTMbMpyomasa akKTuBaumua nyrem JAK-
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STAT) MCCcJleIyeMHx  KOMIIO3MUUM MOXeT OBTL I[IOOTBepXIeH I[IyTeM
VMMYyHOTUCTOXVMHUUECKOT'O aHajM3a. AKTMBaLMA OVTU (ITyTelt) JAK-STAT
OPUBOOUT K 00pa30BaHMI ¥ TpaHCHoOKaAUMM OQYHKIMOHAJILHEX (QaKTOPOB
TpaHCcKkpunumumu. KpomMe TOT'O, IPUTOK MMMYHHEX KJIETOK ¥ IIOBHIIEHHAad
npojmbpepalmsa KepaTUMHOUMUTOB TakKXe OOJIKHH ofecleurBaTh YHUKAJbHBM
OpodmJib BKCIPpecCumM B yxe, KOTOPHM MOXeT OHBTL MCCJIeOoBaH U
ompeneJjyieH KOJMUeCTBeHHO. Cpe3H Vyielr ¢ o(ukcaumerr B dopmMaJiMHe U
IIOKPHTMEM IIapadMHOM (B34THEe TIocje das3u BO3IEWCTBUSA B MOIOEJIM

DTH) nomBepraiT UMMYHOTMCTOXMMMUUECKOMY aHaJM3y C MCIOJb30BaHMeM

a”HTuTesa, KOTOpoOe chHelupmuuyeckmuM oOpasoM B3aMMOOEMCTBYET C
boCcOoOPUIMPOBaAHHEM STAT3 (KJIOH 58E12, Cell Signaling
Technologies). Ymu Meme#t B Momesu DTH OJd NpoBedeHUs CpaBHEHUS

IogBeprarnTc4d JIeUeHMIO MCCcJleOyeMbBIMM KOMIIO3MIMAMM, HOCUTEJIeM WJIN
TeKCaMeTa30OHOM (KIIMHWYECKU SQ)@eKTMBHBIM IIpeliapaT™oM B JIeUEeHNN
HcopmaSa) VJIvM He TIIoOBepraknTCHd JIeYeHMIO. VcciiegyeMele KOMIIO3ULIUM U
TeKCaMeTa30H MOTYT IIPMBOIOINTE K ITOXOXVM TPAaHCKPUIIIVMOHHEM
VMISMEeHeHMAM, OLLeHEeHHEM KOJIMUYeCTBEHHO n KadueCTBEHHO, u
mcciliegyeMele KOMIIO3MUIVIMI M IOeKCaMeTa30H MOI'YyT CHIMXAaThk RKOJIMUYEeCTBO
T/[H(l)T/[J'H:: TPALMOHHEX KJIETOK. MecTHOE I[IPrMEeHEHVIEe nccijlieny eEMEX
CoeIMHEeHUM MOXeT IIpmMBOIOMTE K I/IHI‘I/I@I/IpyIOH_H/[M 9(1)®GKT8.M, T.E.
CHMXEeHMI KOJIMYeCTBa MH@MJ’IpraHMOHHBIX KJIeTOK U MHI‘M@I/IpOBaHMIO

MB3MEeHeHUM B TPaHCKPUIIINMI .

Oiisa creumaJsiMmcTa B OaHHOM obJlacTH TeXHUKN mnus
IpencTaBJIEHHOTO BHIIE ONMCaHUsA OynoyT OUEBUIIHEL pa3JIMuHEE
MOIOMPUK AL n300peTeHnd, KpoMe OIIMCaHHEIX 30echb. Takue
MOIMPUK AL Takxe BXOOAT B obbeM npujaraeMon bopPMY JIE

nzsobperenusa. Kaxmasa CCRUIKA, INIPOLUMTUPOBAHHAS B TeEeKCTe OaHHOM
3a4BKM, BKJIOUeHa B HacTodllee OIMCaHMe BO BCEM CBOeM IIOJIHOTE

IIoCpelCTBOM CCEUIKM.
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MBMEHEHHAST $OPMYIJIA MB3OEBPE TEHUA

1. TIlpuMmMeHeHMe OJQapMalleBTUUECKOMW KOMIO3ULMM OJIS MEeCTHOTO
HaHeCeHMSa Ha KOXYy OJ4 JIeUueHMSA KOXHBX HapylleHMM, BKJIOUAIEeN :

SMYJIbCUIO MacJIO-B-BOIe, BKJNUAKIY BOIY, MACJSHHENM KOMIIOHEHT
M SMYyJIBTAaTOP M PacTBOPUTEDL,

TepalleBTUUEeCKUNM areHT, ABJdiomuicsa (R)-3-UMKJIONeHTUI-3-[4-
(7H-mmppodgo [2, 3-d] nupuvmmunouHa-4-wmi) - 1H-nupasoj—-1-
WJI] IPOIIAaHHUTPUIIOM MJIM eT0o QpapMalleBTUUeCKM IIPUeMJIEMOM COJIbID, U

TIe SMYyJILCUS MacJIoO-B-Bome obpa3yeT KpeM, B KOTOPOM

Q

TepaleBTUUECKUM areHT IIPpUCYTCTBYyeT B KoJuuecTBe oT 0,5 %
no 1,5 % oT Beca KOMIO3MIMM B pacueTe Ha CBODOOIHOe OCHOBaHUe,

TIe PacTBOPUTEJIL IIpelcTaBjigeT coboM XuUIKOe BeleCcTBO WU
CMeChb KU KMUX BeleCcTB, CIIOCOBDOHEIX PacTBOPUTE (R)=-3-[4- (7H-
nvppoJio [ 2, 3—-d] nupuvunvia-4-wui) - 1H-nimpasos—1-wui1] -3 -UUKJIIOIIeH TUII—
IIPONIaHHUTPWII, U

Tne dapMaleBTUUeCKAS KOMIIOB3MIIMA BBOOMTCA B KOMOMHALMUM C
OOHVM WM ©OoJiee IOOIOJIHUTEJIEHEX (QapMalleBTUUYECKMX al'€HTOB.

2. llpuMeHeHMe 1o II.l1, T'Ie MacCJSaHBM KOMIIOHEHT IIPUCYTCTBYET
B koJmuecTBe oT 10% mo 40% oT Beca KOMIIOZULIUMA.

3. IlpuMmMeHeHMe 10 II.1, TIe MacCJISHHM KOMIIOHEHT IIPUCYTCTBYET
B KoJIMUecTBe OT 17% mo 27% OT Beca KOMIIO3MILIUM.

4. IpuMeHeHMe IO II.l, TOe MAaCJAHBEM KOMIIOHEHT IIPUCYTCTBYET
B KoJmuecTBe oT 20% mo 27% oT Beca KOMIIO3ULIUM.

5. TlpuMeHeHMe IIO II.1, I'Ie MACJISHHM KOMIIOHEHT BKJIOUAeT OIHO
uiau ©Oo0Jlee BemMecTB, HEe3aBUCHMMO BHOPaHHHX M3 Bal3eJIMHOB, XMPHEX
CIOMPTORBR, MMHEPAJIBHEX MaceJl, TPUIJIMLEPUIOB M CUJIMKOHOBEX Macell.

6. IpuMeHeHMe IO II.l, T'IDe MacCJSHBIM KOMIIOHEHT BKJIOUaeT OIHO
niau ©OoJlee BeMeCcTB, He3aBHMCHMMO BHOpPaHHEX W3 O0eJIoro Ba3eJIMHa,
LIETUJIOBOTO CIMpPTa, CTeapMJIOBOTC CIOMPTa, JEeI'KOTO MMHEPaJIbHOTO
MacJja, TPUIVIMIEePpUOOB CO CcpelHeM OJMHOM LelM M OMMeTHMKOHA.

7. IlpuMeHeHMe 1O .1, T'Ie MAaCJAHBEM KOMIIOHEHT BKJIOUaeT
OKKJIIO3MOHHEM aTreHT.

8. IlpuMeHeHMe TIIO II.7, TIe OKKJIO3MOHHEN areHT IPUCYTCTBYEeT
B KOJMUeCcTBe OoT 2% mo 15% oT Beca KOMIIO3MLUM.

9. IlpuMeHeHMe TIIO0 II.7, TOe OKKJI3MOHHHEN areHT IPUCYTCTBYeEeT

B koJiMuecTBe OoT 5% mo 10% oT Beca KOMIIO3MIMM.
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10. IIpuMeHeHMe IO II.7, T'Ie OKKJI3MOHHEM aTreHT BKJoJYaeT
Ba3eJIVH.

11. IIpuMeHeHMEe no mno./7, roe OKKJIOBMOHHEI areHT BRJIOUAET
OeJIell Bas3eJivH.

12. IlpuMeHeHMe IO 1.1, TIOe MacJSHBM KOMIIOHEHT BKJIOUAET
HAIlOJIHUTEJIbL, YBeJMUMBAMUM XeCTKOCTD .

13. IlpuMmeHeHMe 1o .12, T©Oe HalOJHUTEeJ b IPUCYTCTBYeT B
KoJIMUuecTBe OT 2% mo 8% OoT Beca yKasaHHOM KOMIIOSULMMA.

14. IlpuMeHeHUEe no mn.lz, TOe HalOJIHUTEJIb [IPUCYTCTBYET B
KoJiMuecTBe OT 3% mo 6% OoT Beca YKa3aHHOM KOMIIO3MIMM.

15. IlpuMeHeHMe 1o 1I.12, T©HOe HaIOJHUTEJL, YBeJUUNVBAMINUMA
KEeCTKOCTh, IPUCYTCTBYET B KOJMUECTBE OT 4% mo 7% oT Beca
YKa3aHHOM KOMIIO3ULIUNA .

16. IlpumeHeHUe no mn.l2, TOoe HAIOJHUTEJL, YBeJIMUMBALIUA
KeCTKOCThE, BKJIOUaET OIHO VI BoJee BEMeCTB, He3aBUCHMO
BHOPaHHHX W3 XUPHHX CIUPTOB.

17. IlpumeHeHuUe 1o 1n.l12, T'Ie HaloJIHUTeJIL, YBeJIMUMBaALIUA
KEeCTKOCTh, BKJIOUaET OIOHO VI BoJiee BENEeCTB, HEe3aBUCUMO
BHIOPaHHEX U3 Cis 59 XUPHHX CIUPTOB.

18. IIlpuMeHeHMe @O 1I.l12, THOe HaIOJHUTEJb, YBeJUUNVBAMUNA
KEeCTKOCTE, BKJIOUaET OIOHO VI BoJiee BelleCTE, He3aBUCUMO
BHOPaHHEX U3 Cig-1g XUPHHX CIUPTOEB.

19. IlpuMeHeHMe IO T1II1.12, TIOe HAIOJHUTEJL, YBeJUUMBAMINUMA
KEeCTKOCThE, BKJIOUAET OIOHO VIV BoJee BemeCcTB, HEe3aBUCHUMO
BHIOPAHHHX M3 LEeTUJIOBOTO CIMPTa M CTeapuJIoOBOTO CIMpPTA.

20. IlpuMeHeHMe IO .1, TOe MaCJIAHBM KOMIIOHEHT BKJIOUAET
CMATUUTEJIE .

21. IlpuMeHeHMe 110 .20, TIOe CMATUMUTEJIb IIPUCYTCTBYET B
KoJIM4ecTBe OoT 5% mo 15% oT Beca KOMIIO3MINWMA.

22. llpmMeHeHMe 110 .20, TOe CMATUMUTEJIb IIPUCYTCTBYET B
KOJIM4eCcTBe OT /% pmo 13% oT Beca KOMIIO3MINWMA.

23. IllpumeHeHuMe 1o n.20, Dxe CMATUMUTEJIE BKJIOUAET OOHO WJIIMU
foJjlee BEmMEeCTB, HE3aBUCHMMO BHOPAHHEIX W3 MMHEPAJIBHEIX MacCeJl WU
TPUTJINLLEPULIOR .

24 . IlpuMmeHeHuMe 110 11.20, I'Oe CMATUUTEJIb BRKJIOUAeT OIOHO WM

OoJiee BelecCcTsB, He3aBMCHMO BBI@paHHBIX 3 JIeTKOT'O MMHepaJIbHOTI'O



6’/

MacJja ¥ TPUIJIMLIEPUIOB CO CcpelHel IJMHOM lelu.

25. IlpumeHeHuMe 110 11.20, I'Ie CMATUUTEJIb BKJOUAET OIOHO WM
foJjiee BeNECTB, He3aBMCHMMO BHOPaHHEX M3 JEeI'KOT'O MMHepaJIbHOTO
MacJja, TPUIVIMIEePUOOB CO CpelHeM OJMHOM LelM ¥ OMMeTUKOHA.

26. llpuMeHeHMe 11O II.l, T'Ie BOoIa IIPUCYTCTBYET B KOJMUECTEE
or 35% mo 65% oT Beca KOMIIO3ULIMUMU.

27. [lpyMeHeHMe IO II.1, T'ODe BoIa INPUCYTCTBYET B KOJIMUECTRBEe
or 40% mo 60% oT Beca KOMIIO3MLMUM.

28. IlpuMeHeHMe IO II.l, TI'Ie BOOa INPUCYTCTBYET B KOJMUUECTBE
orT 45% mo 55% oT Beca KOMIIOBUIIMM.

29. IlpuMeHeHMe IO .1, TIe 5SMyJbTaTop IIPUCYTCTBYEeT B
KOoJIM4ecTBe OoT 1% mo 9% oT Beca KOMIIO3UIIUM.

30. IIpumeHeHMe TIo TII.l, TOe 5SMyJbTaTOp IOIPUCYTCTBYET B
KOJIMYeCTBe OT 2% OO 6% OT Beca KOMIIO3UIINNA.

31. IIpumeHeHMe 1o 1.1, THOe 5SMyJbTaTOp IOIPUCYTCTBYET B
KOJIMYeCTBe OT 3% OO 5% OT Beca KOMIIO3UIIUN.

32. IlpuMmeHeHMe 1o TII.l, TOe SMyJbTaToOp IOIPUCYTCTBYET B
KOoJIM4yecTBe OT 4% pmo 7% OT Beca KOMIIO3ULIUM.

33. [lpMeHeHMe TIO0 II.1, I'Oe oOQapMalleBTuUUecKasd KOMOMHAalLMA
BKJIOUAET SMyJIbTATOP M HAIOJIHUTEJb, YBeJMUMBAKINUM XKeCTKOCTL, IIpU
5TOM KOMOMHMPOBAHHOE KOJIMUECTBO HMYyJbEI'aTopa WM HaloJIHUTeJId,
YBeJIMUMBAKIIETO XeCTKOCTL, COCTAaBJIAET oT 8% mo 17% oT Beca
KOMITO 3ULINMN .

34. IllpuMeHeHNe no mn.l, TOe SMyJbTaTop BKJIOUAEeT OOHO WM
foJjiee BemEeCTB, HE3aBMCHMMO BHOPaHHEX M3 XUPHHEX 30MPOB IUJIMIlepuiia
M KUPHHX 50UpoB copduTaHa.

35. [lpMeHeHMe TI0 .1, T'Oe sMyJBTAaTOP BKJIKYAET ONHO WM
foJjlee BemMeCcTB, He3aBHCHMMO BHOpPaHHEIX M3 IJMIepuJIcTeapaTa WU
nosmcopbara 20.

36. IlpuMeHeHMe TIO n.l, rne odapMalleBTHUYECKasa KOMIIO3UIINA
IOOIOJIHUTEJIBHO BKJIKUYaeT CTabuiIn3aTop.

37. IllpuMeHeHMe IO II.36, I'Ie CTabMIMU3aTOp IPUCYTCTBYeT B
koJimdecTBe oT 0,05% mo 5% oT Beca KOMIIOBMUMMA.

38. IlpuMeHeHMe IIO .36, I'e CcTabuaM3aTop IIPUCYTCTBYeT B
koJimdecTBe oT 0,1% mo 2% oT Beca KOMIIO3MLUM.

39. IlpuMeHeHMe IO I1.36, T'Oe cCcTabuiaM3aTop IIPUCYTCTBYET B
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koJimdecTBe oT 0,3% mo 0,5% oT Beca KOMIIOZMUMMA.

40, IlpMMeHeHMe IIO II1.36, I'ODe CTabMIM3aTOP BKJIKUaeT ONHO WM
OoJlee BeleCTB, HE3aBMCHUMO BHOPAHHBEIX M3 IIOJIMCAXAPULOB.

41. IlpuMeHeHMe IO I1.36, B KOTOPOM CTabuiaM3aTop BKJILUaeT
KCaHTaHOBYK KaMelb.

42 . IlpuMeHeHMe IO II.l, TI'Ie pPacTBOPUTENL IIPUCYTCTBYET B
kKoJmuecTBe oT 10% mo 35% OoT Beca KOMIIO3MIMMA.

43. IlpuMeHeHMe IO II.l, T'Ie PacTBOPUTENE IIPUCYTCTBYET B
KoJmdyecTBe oT 15% mo 30% oT Beca KOMIIO3UILIUM.

44 . TlpMeHeHMe IO II.l, T'Ie PacTBOPUTENE IIPUCYTCTBYET B
KoJndyecTBe oT 20% mo 25% oT Beca KOMIIO3UIIUM.

45, IlpuMeHeHMe IO II.l, I'Ie pacTBOPUTEJIE BRJKUAET ONHO WK
foJjiee  BeMeCTE, He3aBUCKMO  BHOPAHHHX M3 aJKWMJIeHIJIMKOJIe u
IOJIMAJIKUIIeHTJIMKOJIEN .

46. ITlpuMMeHeHMe IO II.1l, B KOTOPOM PacTBOPUTEJIL BKIKUAET
omHO WM 0OOJIee BEMECTB, HE3aBUCHUMO BHOPAaHHBIX M3 IPONUIIEHTJIMKOJIA
Y TIOJIUBTUIIEHTJIMKOJIA .

47 . TpuMeHeHMe IO II.l, T'Ie YKa3aHHHM TepaleBTUUECKUNM aTeHT
IpUCYTCTBYeT B kKoJmuecTBe 0,5% OT Beca KOMIIO3MLIMM B pacueTe Ha
cBOOOMHOE OCHOBAHME.

48 . IlpuMeHeHUe IO II.l, T'Ie yKasaHHHN TepaleBTUUECKUM aTl'eHT
IPUCYTCTBYET B KOJIMUECTBE 1% oT Beca KOMIIO3MUMM B pacueTe Ha
cBOOOOHOE OCHOBaHMUE.

49. IllpuMeHeHMe II0 II.l, T'Ie YKa3aHHHM TepaleBTUUECKUNM aTreHT
IPUCYTCTBYEeT B KoJMuecTBe 1,5% OT Beca KOMIIO3MLIMM B pacueTe Ha

cBOBOIHOE OCHOBaHUE.

50. IlpuMMeHeHMe 1[0 .1, TI'le YKa3aHHHM TepalleBTUUYeCKUM
aTreHTOM aBJjgeTcsda (R) —3-umrioneHTmii—-3- [4- (7TH-nimppoJio [2, 3-
d] mmpuvmamuH-4-wmi) —1H-nnpas30Ji—1-1il ] IPpOlaHHUTPUIIOBa A COJIb

bocdhopHOM KMCJIIOTH.

51. IlpumeHeHMe 10 II.1, TOe OdapMalleBTUUYECKad KOMIIO3ULIMA
OOINOJIHUTEJILHO BKJIOUAeT aHTUOaKTepMaJlbHHM KOHCEPBAHT.

52. IlpuMmeHeHMe 1o 1I.51, THOe aHTHUOaKTepMaAJILHEN KOHCEPBAHT
IPUCYTCTBYeT B kKoJmuecTBe oT 0,05% mo 3% OoT Beca KOMIIO3MLUNA.

53. IlpumeHeHue 1o 11.51, Troe aHTUOAKTepUAaJIbHEM KOHCEepPBAaHT

IpUCYTCTBYyeT B koJmuecTBe oT 0,1% mo 1% oT BeCca KOMIIO3ULUMN.
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54, IlpuMeHeHMe 1O 1I.51, TIOe aHTHUOaKTepMAJILHEN KOHCEPBAHT
BKJIOUaAET OOHO WM OoJiee BelleCTB, He3aBUCKMO BHOPaHHEX U3
ajkuinapabeHos M QeHOKCUATAaHOJA .

55. IlpummeHeHMe 1o 1I.51, THe aHTHUDaKTEepMaJILHBEIN KOHCEPBAaHT
BKJIOUAET OOHO WM 0OoJiee BelleCTB, He3aBUCKMO BHOPaHHBEX U3
MeTuinapabeHa, OponuinapadbeHa UM QeHOKCHUDTaHOJa.

56. IlpuMmeHeHMe 10 1II.1, roe dapMalleBTUUeCKad KOMIIO3ULIMA
OOTIOJIHUTEJILHO BRJIUAET XeJaTUPYIIVM areHT.

57. IlpuMmeHeHMe IO I1.56, TI'Ie XeJaTHUPYKRIUM al'eHT BKJIOUaeT
sHeTaT OUHATPUA.

58. IIpuMeHeHMe MO TI.l, TIOe IONOJHUTEJILHHM aTrleHT BHOpaH U3
XVMMOTEepaleBTUUEeCKUX [IpelapaToB, IPOTUBOBOCIIAJIUTEJIEHEX al'eHTOEB,
CTepONIOB, WMMyHOCYIIPECCAHTOB U VHIVOMTOPOE KWHA3H.

59. [MpuMeHeHME 1o m.1, roe OOTIOJIHUT &JIL HEM AT'eHT
opeIcTaBJIgeT COOOM CTepoun.

60. [IpuMeHeHME 1o m.1, roe OOTIOJIHUT&JIEL HEM AT'eHT
IpeICTaBJIgeT COOOM KOPTUKOCTEPOUI.

6l. [IpuMeHeHMEe 1o m.1, roe OOTIOJIHUT&JIEL HEM AT'eHT
IpeIcCTaBJIgeT COOOM IOeKCaMeTas3O0H WM IIpeOHU30H.

62. IlpuMeHeHMVe TIIO II.1, I'Ie KOXHOE HapylleHMe IIpelCTaBJIgeT
cofoM aTOoNMUEeCKMM IOepMaTUT WM IIcopHras.

63. IlpMMeHeHMe IO II.l, TI'Ie KOXHOEe HapylleHMe IpelcTaBJigeT
cobom rcopuas.

64. IllpMMeHeHMe TIIO II.1, T'Ie KOXHOEe HapylleHMe IIpeldCTaBJISgeT
coBo¥ aTONMUECKUM IepMaTUT.

65. IllpMMeHeHMe TIO II.1, T'Ie KOXHOE HapylleHMe IpeldCTaBJIgeT
coboM ceHcUOMIMBALNMIO KOXM, pa3dpaxeHMe KOXWU, KOXHYK  CHIIb,
KOHTaKTHEIM OIepMaTUT VI aJlJIepIUYeCKyn KOHTAKTHYI
CeHCUOMIM3alNo .

66. IlpMMeHeHMEe TIO II.1, T'Ie KOXHOE HapylleHMe IIPelCTaBJIgeT
cobon Oyiies3Hoe 3abojiIeBaHMe KOXU.

67. [IpuMeHeHUe 10 II.65, rme yKasaHHoOe OyJIIe3Hoe
3aboJIeRaHMe KOXM TIIpPencTaBJsgeT CcoBoM MIy3HpUYaTKy OOBKHOBEHHYIO
(PV) wmam OyJiule3HBM nempuromn (BP).
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