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JIJEKAPCTBEHHBIM IIPEIIAPAT

Hacrosimee n3zo0peTeHHe OTHOCHTCS K OONAcTH MEIUIIMHBI M MOXET OBITH
UCMOJb30BaHO B KAYECTBE aHTHCENITHIECCKOrO JIEKAPCTBEHHOT'O NIperapara Jjis JICYCHUS
¥ PO MIAKTHKY HHPEKIUOHHBIX ¥ BOCHIAIUTEIbHBIX 3a00/I€BaHHUM.

CuHTE3 U HCNONB30BaHHWE UYETBEPTUYHBIX AMMOHMEBBIX COJIEH, COJEpKalux
OJTHOBpPEMEHHO aMHUJHYIO Ipylny, BrnepBble onucaHbl B mareHTe CIIIA 2459062. B
4aCcTHOCTH, B IpAMepe 1 ONMMCaH CHHTE3 MUPHCTaMK/I0NIPOIMIAMMETHIIOCH3HIaMMOHHS
XJIOpUJa peakiyeil MUpUCTaMU A0 PONIIJUMETHTIAMUHA ¢ O€H3UIXTIOPHAOM B OeH3011€.

B 3TOM mareHTe moka3zaHa aKTUBHOCTb MOJY4YEHHOIO MPOLYKTa B OTHOLICHHH
OJTHOT'O CTaHJApTHOro ITamMMma craduinokokka. OnucaHHbId U300peTaTensIMU MPOAYKT
npeiacraBiseT cobod IpHM KOMHATHOH TeMiepaTrype MOIyTBEpAOE BEIIECTBO C
Temnepatypoii miasneHus 54°C (konoHka 3, crpoku 69-70). IIpu sTom B npumepe 1 He
IIPUBOJATCS HUKAKUE HHBIEC HCCIIEI0OBAHUS, TIOATBEPXKAAIOIINE CTPYKTYPY BBIICIEHHOTO
npoxykra. OnHaKo NMpOBeACHHBIE NpH pabore HaJl M300PETCHHEM HCCIICIOBAHUS T10
BBIICJICHHIO YKMCTOTO IPUTOJHOrO Mpemnapara M MEIUIMHCKOrO IPUMEHEHHS
IOKAa3plBAlOT, YTO MHPUCTAMHIONPONUIAUMETIIIOCH3WIAMMOHMS  XJIOPUA  IIpH
KOMHATHOM TeMIlepaTrype IpeJCTaBIsSeT cO00N KPHUCTALUIHYECKHH MPOIYKT ¢
TeMIIepaTypoii 1aBneHus Boime 90°C.

TakuM 00pa3oM, MOXHO MPEANONIOKUTE, YTO U300peTaTeny BHIACTHIA CMECh
OCHOBHOTO IPOJAYKTa C OCTAaTOYHBIMH KOJMYECTBAaMH U3 O€H3WIXJIopuaa u
pactBopuTens (6eH3ola) U UCCIEAOBAIN WX aKTHMBHOCTh. HO MCIONB30BaHUE TaKOro
OpPOAYKTa B MEIUIIMHCKUX II€NSIX HEBO3MOXHO W3-3a BBICOKOM TOKCHYHOCTH
6ensunxnopuaa u 6ensona. CornacHo cTpoke 62, koloHka 3 (mpuMmep 1) MCXOMHBIH
MHUPUCTAMHIONPONIIAUMETUIIAMAH TaKXE SBISETCS TBEPABIM BEMIECTBOM, UTO
HOJTBEPXXIACTCS ¥ HAIIUMH HCCIEJOBaHMSIMH. A IOTOMY MNOJIYyYeHHBIH B mpumepe 1
IPOAYKT HE MOXET OBITH CMECHIO HCXOJHOI'O aMHI0aMHHA U KOHEUYHOT'O COSAUHEHHS.

Kpome Toro, mpucyTcTBUE OCTATOYHBIX KOJIMYECTB HMCXOJHOTO aMHUJO0aMHHA
HEBO3MOJXXHO, T.K. B IpuMepe | 6CH3UIXIOpUA UCIIOIB3YETCS B PEAKIIUU B JOCTATOYHOM
KOJIHYECTBE.

Eme clexayer OTMETHTb, 4TO YUCTHIH

MI/IpI/ICTaMPIIIOHpOIII/IJII[I/IMCTI/IJ'I6CH3PIJIaMMOHI/I$I XJjopua HE Oact B BOAC pacTBOp €
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KOoHIeHTpanuel Boinie 20%, a HCXOAHBIH MHUPHCTaMUIONIPONUIAUMETHIAMAH B BOJIE
BOOOIIE HE paCTBOpSETCS M BBICAXKIACTCS BOJOH M3 pacTBOPOB B APYIHX
PacTBOPUTEIAX. DTO TAKXKE MOATBEPKAAET, YTO KOHEUHBIH MPOMYKT 10 NMpuMepy 1 He
MOJXXET COACPKATh IPUMECH MUPUCTAMHUAONIPONUIIAUMETHIIAMUHA, TaK Kak B CTp. 73-74,
KOJIOHKA 3, yKa3bIBaeTCs Ha MONyuYeHUE NpOo3padHbIX 25% BOIHBIX pacTBOPOB.

H3BecTeH Liembli psl IEKapCTBEHHBIX IIPENapaToB Ha OCHOBE OeH3MIAUMETHI| 3-
(MHPHUCTOMIAMHHO) TPONUJ| aMMOHHMS XJIOpHAAa B BHAC MOHOTHIpaTa WM B
HETUApaTHOH (GopMe. DTH JNeKapCTBEHHBIE Npenaparhl IpeAHa3HauYEHbl JUIsl JICUECHHS U
pouIaKTUKH onpeleNeHHbIX BUoB 3aboneBanuii (SU 1796185, EP 1634590, WO
93/00892, RU 2157214, UA 67795, UA 64800, RU 2161961, RU 2188005, RU
2184534, RU 2164135, RU 2177314, RU 2185157, RU 2185156, RU 2173142, UA
30143).

K HemocratkaM 3THX J€KapCTBEHHBIX IIpENapaTOB OTHOCHUTCS HMX BBICOKAS
paszipaXkaromasi CtoCOOHOCTh U BBICOKast CTENEHb abCOPOIMH B CHCTEMHBIM KPOBOTOK
IEHCTBYIOIIErO BELIECTBA (BEICOKOE CUCTEMHOE ACHCTBHE).

B ocHOBY HacTosiiero u3o6pereHue MmojoXeHa 3agada pa3paboTku aKTHBHOI'O
BEIlECTBA Ha OCHOBE OeH3WIIUMETHI|3-(MUPUCTOMIAMHHO) IIPONMII] aMMOHHS,
001afaromero aHTHCENITUIECKUM e CTBHEM, HU3KOM pa3/ipaxaloei CltoCOOHOCTERIO U
HHU3KOH cTeneHbpl0 abcopOIUU B CUCTEMHBIN KPOBOTOK JEHCTBYIOIIETO BEIECTBA, YTO
MO3BOJISIET YBEINMYMUTh 4YacTOTy €ro HCIOJB30BaHUS B KAauyeCTBE MECTHOrO
IPOTUBOMUKPOOHOTO CPEACTBA.

IlocraBnenHas 3ajja4a pemaeTcs ¢ NOMOIIBIO JIEKAPCTBEHHOIO Mpemnapara s
J€YCHUS M NpOQMIAKTUKN WHQPEKIMOHHBIX M BOCHAIMTEIBHBEIX 3a00JICBaHMIA,
COCTOSLIETO U3 AKTUBHOIO KOMIIOHEHTA M (papMaiieBTUYECKOT0 pa30aBUTENS, IPH STOM
AKTHUBHBIA KOMIIOHEHT IIPEACTaBIseT CcO0OH COiMb OpraHu4eckodl  KHCJIOTEHI
OeH3MIIUMETHT  [3-MHpHCTOMJIAMUHO)IPONMI| aMMOHHA B  O€3BOAHOW  WIIH
THIPaTUPOBaHHOM popme.

ITox opranuueckoif KHCIOTOM TOAPa3yMEBAIOTCS OpPraHUYECKHE BEIECTBA,
IPOSBIIAIOIINE KUCIIOTHEIE CBOiicTBa. [[pUMEHEHNE OpraHUYECKUX COJICH OCH3MIMMETH T
[3-MUpHCTOUIAMUHO)IPONIIII| aMMOHHS OOECIICYMBAET MOCTHIKEHHE TEXHHYECKOrO
pesynbpTara, 3aKiIOYarolIerocs B CHIXKCHHH CHCTEMHOrO JACHCTBHS TIperapara

(MEHBLIYIO BCACHIBAEMOCTh B CHCTEMHEIH KPOBOTOK) M CHIDKCHHH €0 Pa3ipaXkarouiero
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apdexkra. Kpome Toro, gaHHoe MH300pETEHHE pacIIMPSET CIHEKTP AOCTYIHBIX
JIEKapCTBEHHBIX IPENapaToB.

IMpennouTUTENLHO B KauecTBe (papMalleBTUYECKOro pa3daBUTENIs HCIOIB30BATh
BOIY, WM STUJIOBBIN CIIUPT, UM U30TOHUYECKUI pacTBOP, UIIH UX CMECH.

ConepxaHue  COJM  OpraHMYeckod  KHUCIOTHI  OeH3unguMmerwn  [3-
(MHPHCTOMIAMUHO)IIPONUI | aMMOHHUS NpeanodTuTensHo coctabisger 0,01 - 1,0% macc.

CornacHO OJHOMY W3 HAWIy4YIIMX BapHaHTOB OCYIECTBICHUS H300peTeHHs,
AKTHUBHBIA KOMIIOHEHT NPEACTaBIAET COOOH COJIb OpraHMYeCKOi KUCIOThI, BRIOpaHHOH
U3 TPYNIBI: SHTapHas, MAJICHHOBAs, YKCyCHasi, MypaBbHHas, (pymMapoBasi, TUMOHHas,
BHHHas, I0JI04Hasl, MAJIOHOBAs1, OEH30iHAasI, MOJIOUHAS, U aCKOPOUHOBAas KUCIIOTHI, MU
npeacraBisieT coboil Mo0yi0 cMeCh aKTUBHBIX KOMIIOHEHTOB, IIPEACTABISIONIMX COOOH
COJM OpraHu4ecKOod KHUCIOTHI, BBHIOpAaHHOW H3 TpYIBL: SHTapHas, MaJleMHOBasd,
YKCyCHas, MypaBbuHas, (yMmMapoBas, JIUMOHHAas, BHHHas, s0JOYHas, MaJOHOBaf,
OeH30liHas, MOJIOYHAS, U ACKOPOMHOBAsI KUCIIOTHI.

To ectb, OEH3UNAUMETHI [3-MHPHUCTOMIAMHHO)IPONHII| aMMOHHS CYKITHHAT
(conb SHTApHOM KHUCIOTHI), OCH3WIAUMETUN [3-MUPHCTOMIIAMUHO)IIPONII| aMMOHHUS
Mayieatr (Cojib MaJICMHOBOM KHCJIOTHI), OCH3WITUMETUI [3-MUPHUCTOUIAMUHO)IIPOIIUI]
aMMOHHUS arerar (conmb  YKCYCHOM KHUCJIOTHI), OCH3UTUMETIIT [3-
MHPHCTOMJIAMUHO)IpONHJI] aMMOHHS (¢opmuaT (COJb MYPaBBUHOH KHCJIOTHI),
OCH3MITUMETHI [3-MHPHCTOMIIAMHHO)IIPONIUAI| aMMOHHS ¢ymapar (coib (HyMapoBoit
KHCJIOTBI), OCH3WIAUMETHN [3-MUPHCTOMIAMUHO)IPONWI| aMMOHHS LHTpar (Cosb
JTMMOHHO#M KHCIOTHI), OEH3MITUMETHU [ 3-MHUPUCTOMIAMHUHO)ITPOITHII | aMMOHHUS TapTpaT
(conb BHHHOH KHCJIOTBI), OCH3HWJIAMMETHI [3-MHPHCTOMJIAMHUHO)IPONHI| aMMOHHUS
Manar (coib S0JOYHOH KHCIOTHI), OCH3UITUMETHN [3-MHPHCTOMIAMHHO )IIPOITHII]
aMMOHHUS  MaloHar  (COlb  MAaJOHOBOW  KHCNOTHI), OeH3unauMmerun  [3-
MHUPUCTOUTIAMHHO)IIpONuJ| aMMoHHs OeH3oaT (comp OCH30MHONH  KHCIOTHI),
OCH3UNAUMETUN [3-MUPHCTOMIAMUHO)IPONIII| aMMOHMS JIakTaT (COJNb MOJIOYHOU
KHUCJIOTHI), OCH3HIIUMETHN [3-MHPHUCTOUIAMHIHO)IPOITHII| aMMOHHS ackopbar (coiib
aCKOpOMHOBO# KHCIIOTHI) HJIH UX CMECh.

Kaxmas u3 coneii MoxeT OBITh HCIONB30BaHA Kak B OE3BOAHOHN, Tak U B

THAPaTUPOBaHHOM dopMme.
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B pamkax HCCleAOBaHMIf MO HACTOSIIEMY H300peTeHHIO OBUIM IOIyYEHEI
CIIEAYIOIIHE OpraHMYeCKHe COJM AaKTHBHOTO KOMIIOHEHTa — OeHsungumerun |[3-
MHUPHCTOUTIAMHUHO)IIPOIIHII | aMMOHUS:

1. OCH3UIAUMETHI  [3-MUPUCTOMIAMHHO)IIPONMJI| AaMMOHHS CyKIHMHAar (Coib
SIHTapHOW KHCJIOTHI);
2. OCH3WIIUMETUI  [3-MHPHCTOMIAMHUHO)IIPONIUJI| aMMOHHMS ManeaT (Coub

MaJIeHHOBOM! KUCIOTHI);

3. OCH3UITUMETHI [3-MHAPHUCTONIAMHHO )IIPOIHII| AaMMOHHS aleTar (CoNb YKCYCHON
KHCJIOTHI);
4. OCH3WIUMETUN  [3-MHPUCTOMIAMUHO)IPONKI| aMMOHMA ¢opmuar (Coib

MYpPaBbUHON KHCIIOTBI);
5. OCH3UIAMMETHI  [3-MHPHUCTOMJIAMUHO)IPONIWII] aMMoHHS (¢ymapar (conlb
(byMapoBO#i KUCIIOTHI)
6. OeH3UIAUMETHI  [3-MHUPUCTOMJIAMHHO)IIPONMI]| aMMOHHSL IHUTpar (coub
JMMOHHOM KHCJIOTHI);
7. OEH3UITUMETHI [3-MHPHUCTOMIAMHUHO)IIPOIHJI| aMMOHHS TapTpar (COlb BUHHOMN
KHCJIOTHI);
8. OEH3UIAMMETHII [3-MHPHCTOHIAMMHO)IIPOITKJ | aMMOHHMS Maiat (COJb I0JI0YHOM
KHCJIOTHI);
9. OCH3WIIUMETHI  [3-MHPHCTOMJIAMHHO)IIPONIMJI| AaMMOHHS MaJIoOHaT (COJb
MaJIOHOBOH KHCJIOTHI);
10.  GeH3WIIUMETHNI [3-MHPHCTOMJIAMHHO)IPOMHI| aMMOHHMS OeH3oar (conb
OCH30MHOM KHCIIOTHI);
11.  OeH3wniguMeTH]I [3-MHPHCTOMJIAaMHHO)IIPONMI] aMMOHHS JakTar (coib
MOJIOYHO# KHCIIOTHI);
12.  OeH3WITUMETHI [3-MHPHCTOHJIAMHHO)IPONMJI| aMMOHHS ackopbar (conb
acKOpOUHOBOM KHCIIOTHI);
13.  OeHsmIguMETH] [3-MHPHCTOMIAMHAHO )IIPOIILI| aMMOHHUS XJIOPUJ (COJIb COISTHOM
KHCJIOTHI).

O6pa3zen Ne 13 GeH3UITUMETII [3-MUPHUCTOMIAMHHO)IIPOIINT| AMMOHHS XJIOPHA
COOTBETCTBYET IPOTOTHUILY, HE BXOAUT B 00HEM HACTOAIIETO N300PETEHHS, i B paMKax

HACTOSMIEr0 300peTEHHU HCIIOJIB3YEeTCs KaKk KOHTPOJIBHBIN 00pa3ell.
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Ha ocHOBe yka3aHHBIX 00Opa3noB OBUIM HPUTOTOBIEHBI BOJHBIE PaCTBOPBI
npenapara ¢ cojepxaHueM aktusHoro kommnosenra B 0,01 % macc., 0,5 % macc. u 1 %
Macc.

OneHKY CHCTEMHOTO JIEHCTBHS MIPENapaToB MPOBOAMIH Ha 3KCIEPUMEHTAIBHBIX
HBOTHBIX JBYX BHAOB: 30 camiax M caMkax Mblmei Maccoit 23-26 r u 60 camuax u
caMkax Kpsic Maccoii 140-160 r. IIpenaparsl BBOAKWIM BHYTPHOPIOIINHHO B 00BeMe 0,3
mi Ha 10 r maccsr Tena juis mbrmeit (30 r/kr); 0,5 mi Ha 100 r Maccsl Tena a1 Kpsic (5
T/KT). |

3a eguHMLY NPUHATA {CKOpPOCTH BcachiBaHUA?} obpasua 1 (mpemapatsl 13, 26,
39).

Ornenka pasapaxaroiiero AeicTsus nmposoguinace o Meroauke XET-KAM Tect
Ha XOPHOH-AJUIAHTOUCHOM 000JI09Ke KypUHOro SMOpHOHA.

O11eHKa BBIOIHAIACH Ha 20 KypHUHBIX YMOpHOHAX, U KaXI0ro o6pasia, 6ebix
Kyp nopoas! Leggron Bo3zpacToM 9-10 cyToK, comepkamuxcsi B Te4€HUE 7 JHEH B
tepmocTare t 37.8 0C, mpu MOCTOSAHHONW OTHOCUTENBHOM BIAXHOCTH Bo3ayxa 62,5%.

IIpemaparsl TectupoBamu B 20 moBTOpax A Kaxjaoro mnpenapara. Pabora
BBITOJTHSIACh HA 20 KypHHBIX SMOpHOHAaX 6enbIx Kyp nopoasl Leggron Bo3pactom 9-10
CYTOK, COAEpXAIUXCS B TeUeHUE 7 JHEH B TepMocTaTte npu temneparype 37,8 °C, npu
IIOCTOSHHOM OTHOCHTENIBHOM BIXHOCTH Bo3ayxa 62,5%. Ilepen HauanoMm paboThI sif1io
YKPEIUIUIA Ha (PHKCHPYIONIEH MOICTaBKE TYIBIM KOHI[OM BBEPX; CKOPIYIly BCKpPBIBAIH
B LICHTPE TYIOrO KOHIIa, OCBOOOXKJAIA OT CKOPIIYIBI BCIO BO3AYIIHYIO Kamepy, Iocie
4ero IMOBEPXHOCTh OTKPBITOM BO3AYIIHOM KaMepbl CMayMBaJl H30TOHUYECKUM
pactBopoM Hatpus xiopujpa (0,89%) c temneparypoit 37 °C. Ilocne 3Toro siuo
IIOMeEIIad B TepMocTaT Ha 30 MUHYT, 3aT€M PacTBOpP OTCACHIBAIH MHKPOIHIIETKOM,
YAQSUTA YBIOKHEHHYIO JKECTKYI0 OOOJIOYKY H3-IOJ CKOPIYIbI, 0€3 MOBpEeXICHUS
XOpHOH-aJUTaHTOMCHOM 06onmouku. Hanocuim mogorpersiii o 37 °C npenapar B 03¢
0,3 r m Habmoxany 3a AeicTBreM BemecTBa 240 ceKyHA.

PG3YJ"II>TaTI>I JITAHHBIX UCCIIEAOBaHUMN IIPpUBCACHBI B Ta6J'II/II.IC 1.



Tabmuia 1
[Ipenapar Ne | O6pazen; Ne | Konuenr | CkopocThb Kmacc mo cremenn
panus, | BCaChIBaHUs pa3apaxeHus
% Macc. (cpenHee 3Ha4YeHUE)

1 1 0,01 0,50 1,0
2 2 0,01 0,22 1,0
3 3 0,01 0,45 1,0
4 4 0,01 0,50 1,1
5 5 0,01 0,30 1,0
6 6 0,01 0,50 1,0
7 7 0,01 0,40 1,0
8 8 0,01 0,40 1,0
9 9 0,01 0,36 1,0
10 10 0,01 0,45 1,1
11 11 0,01 0,31 1,0
12 12 0,01 0,27 1,0

13 KouTtpons | 13 KonTpoib 0,01 1 2,2
14 1 0,5 0,54 1,0
15 2 0,5 0,21 1,0
16 3 0,5 0,44 1,1
17 4 0,5 0,52 1,2
18 5 0,5 0,29 1,0
19 6 0,5 0,49 1,1
20 7 0,5 0,41 1,1
21 8 0,5 0,40 1,0
22 9 0,5 0,37 1,0
23 10 0,5 0,44 1,1
24 11 0,5 0,31 1,0
25 12 0,5 0,26 1,0

26 Kontponas | 13 KonTponb 0,5 1 2,8
27 1 1,0 0,52 1,1




28 2 1,0 0,23 1,0
29 3 1,0 0,47 1,3
30 4 1,0 0,53 1,5
31 5 1,0 0,32 1,1
32 6 1,0 0,51 1,4
33 7 1,0 0,42 1,3
34 8 1,0 0,40 1,3
35 9 1,0 0,36 1,1
36 10 1,0 0,44 1,4
37 11 1,0 0,36 1,0
38 12 1,0 0,32 1,1
39 Kontpois | 13 KonTpons 1,0 | 3,0

C noMompbio METOAMK, pPEKOMEHAOBAaHHBIX BcemupHOW opranusamnueit
3apaBooxpaneHus (BO3), uccnenoBann aHTUMHUKPOOHOE IEHCTBHE NpenaparoB B
CpaBHEHHH C MpoTOTHIIOM, B oTHOomeHuH Escherichia coli, Staphylococcus aureus, u
Candida albicans. DkcriepUMEHTH MOKa3aJId UACHTHYHYIO ) PEKTUBHOCTD ITpEnapaToB
1-12 u npemnapaToB Ha OCHOBE KOHTPOJIbHOro obpasia Ne 13 (nmpenaparsr 13, 26 u 39).
VBenuueHne aHTUMUKPOOHOTO AeiicTBHS npenaparoB ¢ koHneHTpanuu ot 0,1 % macc.
10 1% Macc. mokasaio 3aKOHOMEPHOE yBEJIMYEHUE aHTUMUKPOOHO# aKTHBHOCTH.

JUis IpOBEepKU aHTUCENTHIECKOTO AeHCTBUS MPOBOAUICS TECT OOCEMEHEHHOCTH
BO3JyXa CEIMMEHTAIMOHHBIM METOJOM M BBIIOJNHEHBl TECTHI C ONPEIEICHHEM
MHHUMAJILHON MOJABJISAIONIeY KOHIICHTPAllHd B OTHOIIEHHM KYJBTYp Streptococcus
pneumoniae ATCC 6303, Pseudomonas aeruginosa ATTC 27853, Candida albicans
ATCC 885-653. [laHHble IITaMMBI SIBISIOTCS PEJNCBAHTHBIMH ISl HMCCIICIOBAHUSA
AHTHCENITUYECKOro NEeHCTBUA Mpenapara.

Tect 06ceMEHEHHOCTH BO3/IyXa CEIMMEHTAIIHOHHBIM METOJIOM

B xauecTBe nUTATENBHOI Cpe/ibl HCIONB30BAIN MUTATENbHBIN arap s moacyeTa
Ha YalIKax, COCTOAIIMHA U3 2,5 T APO3¥OKEBOro IKCTPaKTa, 5,0 r TpunToHa, 1,0 r rimoko3s!
1 15,0 r arapa B 1000 mu guctrmimipoBanHoit Boasl (pH 7,2). Cpeny crepuinzoBaiu

aBToKnaBupoBanueM 121°C 30 mu=.
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Ilepen nawanoM Tecta roroBuid yamky [letpu ¢ 2%-HBIM NUTATENBHBIM arapoM.

JInst kaxaoro u3 o0pasioB BpeMs 00CEMEHEHHOCTH COCTAaBIIIO 15 MuH.

KomnuuecTBo npenapata coctaBisiio 2 MK, 20 Mk 1 200 M.

Bpewms nocesa - 48 4.

Jlis xaxpgoro u3 oOpa3noB 3asBIEHHOIO Npenapara, Ha pabo4Hii CTON CTaBUIH
o 3 yamku Iletpu ¢ 2%-HBIM NUTATENBHBIM arapoM. Yallky NeTpu OTKphIBAIM Ha 15
MHH.

Hasiee Ha noBepXHOCTD cpeAbl nepBoii yamku [lerpu Hanocwmu 2 mxi 0,01% mac.
BOJHOTO pacTBopa TectupyeMoro obpasuna. Ha moBepxsocTs BTOpo# - 20 Mki. Ha
IIOBEPXHOCTH TpeThe - 200 MxJ1.

JanHy10 onepanuio NpoBOAMIN AJIS KaXI0ro odpasia.

IToceBrl mHKyOUpoBanu npu temueparype 37 °C B reuenue 48 u.

Yepes 48 9acoB NpoBOJUIN OACYET KOJIOHHM.

Pesynprarhl TecTa NpuBEACHHI B TabuIe 2.

B TecTe 06CEMEHEHHOCTH BO3/yXa CEAMMEHTAIHOHHBIM METOIOM BBISIBUIIH, YTO
yepe3 48 4acoB YHCIO KONOHHUH JO303aBUCHMO CHHDKAETCS IPONOPIHOHAIBHO

KOHIICHTPAIIMH UCCIIEyEMBIX 00pasIioB.

OnpeneneHne MUHUMAIBHON OAABIIAIONIEH KOHIEHTPauH

Jlna Oaktepuii Streptococcus pneumoniae ATCC 6303 u Pseudomonas
aeruginosa ATTC 27853 3HaueHWe MHUHHUMAQIBHOW MOAABISAIONICH KOHIICHTpAIlUU
(MIIK) ompenensiii METOJOM CEpPUHHBIX pa3BeZieHUH Ha cpele Mioiepa-XUHTOHA C
HCIIOJIb30BAHUEM 96-JTyHOUHBIX CTEPUIBHBIX IIAHIIETOB.

I'oToBUNIM [BYKpaTHBIE pa3BeAEHUS HCCIECLYyEMBIX BEIICCTB B IHUTATCIBHOM
cpene. KoHedHbIe KOHIEHTpAUH COCTABIAIH 6,25-200 MKT/MIL.

OueHky pocra KyJabTyp [pOBOJWIM  BU3YyalbHO, CpaBHHBAas  pOCT
MHKPOOPTaHU3MOB B NPUCYTCTBHM HU3YYa€MBIX COCAUHEHHI ¢ POCTOM KYJIBTYpHI 0€3
HUX. Hanuuume pocta MukpoopranuzMa B OynboHe (IIOMyTHEHHE OyJIbOHA)
CBUACTENHLCTBYET O TOM, 4YTO JaHHas KOHLEHTpalMs UCCIEAYyEeMOro Ipenapara
HEJOCTaTOYHa, 4YTOOBI MOAABUTH €r0 XKHU3HECHOCOOHOCTh. [lepByi0 HaMMEHBIIYIO

KOHIICHTPAIMIO MCCIEAYEMOro BEUIECTBA (M3 CEPUHU IOCIEIOBATEIbHBIX Pa3BEACHUI),
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rA€ BHU3yaJIbHO HE OmIpenensercs OaKkTepHalnbHBI PpOCT, CYNUTAIOT MHHHMAIBHOM
MIOAABJIAIONIEH KOHIIEHTPALUEH.

B kaxaoM oOmbiTe NPUCYTCTBYIOT MONOXKHUTENbHBIM (OylnbOH € pacTymiel
KYJBTYpO#) ¥ OTpUlIaTeIbHBIH (OyIb0H 6€3 pacTyliei KyIbTypbl) KOHTPOJIH.

s onpenenennss MIIK Gpanu 10 MK KyIbTypajibHON Cpelbl U3 TEX JIYHOK, B
KOTOpBIX He HaOmoAaics pocT, M MPOBOAMIM IOCEB HA IUIOTHYIO cpely Miomiepa-
XuHTOHA. [lJI1 TPUTOTOBIEHHWS HHOKYJIOMAa MCIOIB30BAd YHUCTYIO, CYTOYHYIO
KyJbTYpPY MHKpPOOPTaHM3MOB, BBIPOCIIMX Ha IUIOTHOW IIMTAaTeJIBHOH Cpefe.
ITutarensHas cpena - 6ynpoH Mronnepa-XHHTOHA, KOTOPBI T'OTOBUIIM H3 CyXUX Cpel
(Mueller Hinton broth, Acumedia, Baltimore), Ky1bTHBHpOBaHUE OCYIIECTBISUIA Ha
arapu3oBaHHOH cpele Miojuiepa-XHUHTOHA, BKIIOYAIOLICH NOMOJHUTENBHO 2% arapa.
Cpenpl CTEpUIM30BaM aBTOKIaBupoBanuem npu 121°C B Tteuenue 15 muHyT. B
CTCpUIIBHOM HM30TOHMYECKOM pacTBOpE XJIOpHAAa HaTpus TOTOBWIHM  B3BECh
MHUKpPOOPraHW3MOB, JOBOJS INIOTHOCTh HHOKYItOMa A0 0.5 no cranapty Mak®apnania
(1.5*108 KOE/mu).

3areM MOJYYEHHBI HWHOKYJIAT pa3Boauiau Ao KoHueHTpamuu 107 KOE/Mn
cpenoit Mromtepa XuHToHa. THOKYIJIIOM HCHONB30BAIM B TEUEHHE 15 MHHYT mocie
IPUTOTOBJIEHUS; YUCTOTY OaKTepHATbHBIX MITAMMOB KOHTPOIHPOBAIH IEepe] KaXIbIM
SKCIIEPUMEHTOM.

B nynku kaxgoro miuadmera BHOCHIE 1o 100 mxn 6yinsona Mrosiepa XWHTOHa;
B MIEPBYIO JTYHKY BHOCWIHM HCIBITYEMOE BEIIECTBO B KOHIeHTpanuu 800 MKr/mi B
oobeme 100 MK W MOCNENOBATENbHBIM JABYKPAaTHBIM Da3BEACHUEM JOBOJWIH €ro
KOHIIEHTpalHio 10 6,25 MKr/Mj. 3aTeM B KaXAYIO JIYHKY BHOCHJIM IPHUTOTOBJICHHBIN
uHoKyJroM (100 mxi) 1 100 Mk 6ynpoHa Mionepa- XMHTOHA.

B kxauecTBe KOHTPOJIS BKIIOYAIN JIyHKH, HE COACpXKAIIKE TECTUPYEMBIX BEIECTB
(xoHTpOJIb pocTa KyJIbTyphl). KpoMe TOro, craBiiid KOHTPOJIb YHUCTOTHI MUTATEIBHBIX
Cpel U pacTBOPUTENEH.

[Inanumers ”HKyOMpoBaau B TepMocTare mpH 37°C B TeueHue 24 4acos.

OneHKy pocTta KyJbTyp MNpPOBOJWJIM  BH3Yy&JIbHO, CpaBHHBass  pOCT
MHUKPOOPTraHU3MOB B NMPUCYTCTBUH U3YYAEMBIX TECT-COSAUHEHHUI C POCTOM KYJBTYpPHI
6e3 Hux. 3a MIIK npuHMMany MHHHUMAQIbHYIO KOHLEHTPALMIO HCCIEAyEMBIX

COCIMHEHMH, 06ecneanann1on IOJHOC IMOJAABJICHHC BUAUMOI0 poCTa HCCICAYCMBIX
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IITaMMOB MHKpoopranusmMoB. B kadectBe MIIK coenuHeHHS NPHHUMAIH €r0

MaKCHMAJIbHOC 3HAYCHHUEC, MTOTyYE€HHOE B TPEX HE3aBHCHUMBIX JKCIICPUMCHTAX.

Jnsa rpuboB Candida albicans ATCC 885-653 m3yueHue mpoTHBOrpHOKOBOM
AKTUBHOCTH BELIECTB in Vitro NPOBOAMIN B JKHJAKON MUTATENbHOM cpese (ITIOKO3HBIA
Oymeon Calypo) B OMONOrHYECKHX NPOOMPKAXx METONOM 2-X KPaTHBIX CEPUHHBIX
pa3BeACHU.

B mpobupkax roroBumin TpU NMapaUIENbHBIX Psla pa3BeJCHHUM HCCIEIyeMOro
BELIECTBA CIECAYIOIIHM CIIOCOO0M.

XKunxyro cpexy Cabypo paznuBali CTEPHIBHO IO 3 MJI B KQXIYIO IIPOOUPKY; B
nepByIO MPoOUPKY psaia HanmuBadu 4.5 M. Beero B psagy ucnons3oBairi 10 mpoGHpoK;
U3 HUX ITOCNIEAHSS KOHTPOJIbHAS.

Hcneityemsle 06pasiubl B 06bEMe 0.5 M1 BHOCHIM B MEpBYIO IpOOHUPKY psaa (¢
4.5 M1 cpeabl), pa3BoAs TeM CaMbiM KOHIIEHTpalHiO BemecTBa a0 100 MKiI/MIL.
CnenoBatensHO, mepBas npobupka psga comepkaina 100 MKI/MJI HCHBITYEMOIO
BEIIECTBA.

3ateM M3 nepBoid MpoOUpku Opanu Mo 3 MJI pacTBOpa M MEPEHOCHIM €ro BO
BTOPYIO IIPOOHMPKY, TIIATEIBHO NPOAYB, 3aTeM CHOBA Opaim 3 MJI pacTBOpa yXe U3
BTOpOH MPOOMPKH M IIEPEHOCHIN B TPETHIO MPOOHUPKY W T.I.; U3 NPEANOCIeAHEH
NpoOHpKH 3 MII BBUIMBATH. B mociexHio0 npoGUpKy, KaKk B KOHTPOJIBHYIO, BEMIECTBO
He BHOCHIJIH.

Taxum o6paszom, noxydanu ciexyronue passeaenus B Mkr/mi: 100; 50; 25; 12,5;
6,25; 3,125; 1,56; 0,78; 0,39; 0,2.

OueHky pocTta KyJIbTyp HPOBOIMIN EPBOHAYANBHO BU3YaAIbHO, CPABHUBAS POCT
MHUKPOOPIraHU3MOB B IIPUCYTCTBHH HU3yYa€MBIX TECT-COEIMHEHHI C POCTOM KYJIBTYpHI
0e3 Hmx. Hamiuue pocTa MmKpoopraHm3Ma B IKHAKOM cpede (IOMyTHEHHE)
CBHJICTEJICTBOBAJIO O TOM, YTO AAHHAs KOHLEHTpAIMS HCIBITYEMOro BEIIECTBA
HEJIOCTAaTO4YHa, YTOOBI IIOJABHUTh €r0 XKU3HECTIOCOOHOCTh. I[IepBYI0 HaWMEHBIIYIO
KOHI[CHTPAIMIO BEIECTBA (M3 CEPUM IOCIENOBaTENbHEIX Pa3BENCHUIT), IIe BU3YAILHO
HE OIPEACTANICA WIH MTOJABIISIICS POCT IpHOOB, CIUTAIN MUHHUMAJIBHOMN MOJaBIIsIOIIEH
koHnenrpauucit (MIIK).

Pe3ynbrarhl TeCTOB IpHBEAEHHI B Tabumile 3.
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Kak BHIHO U3 IIpENCTaBICHHBIX JaHHBIM BCe BapHAHTHI 3aSMBICHHOTO CPEACTBA
0051a1a10T SIBHO BHIP)XEHHBIM aHTUCCIITHYECKUM JECHCTBHEM.

Tax xe ObLIO HCCIEAOBaHA AHTUMHUKPOOHAs AaKTHBHOCTh IIPENAparoB B
M30TOHMYECKOM PAaCTBOPE M CIMPTOBOAHOM pacTBOPE Pa3IMYHBIX KOHIICHTpanuii. B
paMKax 5THX HCCIICAOBaHHUH OBLIM IONYYEHHI Pe3yJbTaThl HACHTHUYHBLIE BOAHBIM. A
MMEHHO, OBIJIO YCTAaHOBJICHO, YTO INPUMEHEHHE YKa3aHHBIX OpPraHMYECKMX CoJeil
AKTMBHOI'0 BEILECTBA IOKA3bIBAET aHTUMUKPOOHYIO aKTHBHOCTD M BCETAa 00E€CIICUNBAET
MEHBIIHH pasapaxaommi >pGeKT M MeHbIIee CHCTEMHOEe IeWCTBHE Mpenapara

(MeHBIIYIO BCAChIBAEMOCTh B CUCTEMHBIN KPOBOTOK).



Tab6mmna 2. Komrgectso KOE (Cp.3u.£Ct.01KIL.)

Konn Ne obpasna
eHTpa KouTpoinb
e 2 3 4 5 6 7 8 9 10 11 12 13 | (Qusnono
MEKJT TUYECKUH
pacTBop )
2 >500 | >500 [ >500 | >500 | >500 | >500 | >500 | >500 | >500 | >500 | >500 | >500 | >500 >1000
149 142 151 147 155 160 153 142 149 155 153 154 157
20 >1000
+38 +32 +39 +37 +30 +40 +28 +34 +38 +43 +37 +35 +41
200 33+6 | 35+7 | 31+9 | 27410 | 2949 | 28+7 | 33+12 | 30+10 | 29+8 | 369 | 3248 | 3248 | 29+11 >1000

4




Tabmuua 3. Cpennee suavenne MIIK ma Streptococcus pneumoniae ATCC 6303 u Pseudomonas aeruginosa ATTC 27853 pu

KoHIeHTpanmu uHokymoma 10’ KOE/mi u Candida albicans ATCC 885-653.

Itamy Ne o6pa3sia
1 2 3 4 5 6 7 8 9 10 11 12 13
Streptococcus
pneumoniae 25 25 25 25 25 25 25 25 25 25 25 25 25
ATCC 6303
Pseudomonas
aeruginosa ATTC | 100 100 100 100 100 100 100 100 100 100 100 100 100
27853
Candida albicans
25 25 25 25 25 25 25 25 25 25 25 25 25
P ATCC 885-653

el
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®OPMYJIA M3OFPETEHHS

1. JlexapcTBeHHBI# IpenapaT JUIs JIeYeHHs. U IPOQHUIAKTHKE HHGEKIMOHHBIX U
BOCHAIUTENBHBIX  3a00JICBaHUH, COCTOSIME U3 aKTUBHONO KOMIIOHEHTa H
(apMaLieBTUYECKOTO pa30aBUTENs, OTIMYAIOIIUICS TEM, YTO AKTHBHBIM KOMIIOHEHT
IPEACTaBIsIET CcOOOH  COMb  OpraHMYecKkoif  KUCIOTHl  OeH3miguMmeTHn  [3-
MHUPHCTONIAMUHO)IIPOIIHII| aMMOHHUSI B 0€3BOJHOM HUJTH THAPATHPOBAHHOH (opMe.

2. JlexapcTBEHHBIM Ipenapar mo M. 1, OoTIMYaoOmuiics TeM, YTO B Ka4deCTBE
(hapMarieBTH4eCKOro pa30aBHTENST COACPKUT BOAY, WM STHJIOBBIA CIHPT, WIH
HU30TOHMYECKMHA pacTBOp, HJIH HX CMeCh, M COJb OpPraHMYECKOH KHCIIOTHI
OeH3unguMeTIIl [3-(MUpHCTOMNIAMUHO)ipon] aMmmoHus B kommuectBe 0,01 - 1,0%
Macc.

3. JlexapCcTBEHHBIH npemnapar o Jro6oMy U3 ILIL. | WK 2, OTIHYAIOIUic TeM,
YTO AKTHUBHBI KOMIIOHEHT IpeACTaBisieT coOOM COJIb OpPraHNYeCKOW KHUCIIOTHI,
BBIOpaHHON U3 IPYINBI: SHTapHAas, MAJCMHOBas, YKCYCHas, MypaBbHHasA, pyMapoBasi,
JMMOHHAas!, BUHHAs, sS0I0YHAs, MaJOHOBas, OCH30MWHas, MOJIOYHAsA, H acKOpOHHOBas
KHUCJIOTBI, WM MpeAcTaBisieT coboif moOyr0 CMech AaKTUBHBIX KOMIIOHECHTOB,
IPEICTABIAIOMUX COOOH CONMM OpPraHW4ECKON KHCIOTHI, BBIODAaHHON W3 I'PYIIIHL:
SHTapHasi, MaJICMHOBas, YKCYCHas, MypaBbHHas, (ymapoBas, JHMOHHas, BHHHA,
s6104YHast, MaJIOHOBas, OCH30WHAsI, MOJIOYHAS, U aCKOPOMHOBAasK KHCIIOTHI.

4. JlexapCTBEHHBIH Npernapar no JoboMy U3 ILIL. | WK 2, OTIHYAIOIIHICT TEM,
YTO AaKTUBHBIA KOMIIOHEHT TMpEACTaBiseT Co0O CONb SHTAPHOM  KHCIIOTHI
OeH3MIIUMETHNT  [3-MUPHCTOMIIAMHAHO)OPONUJ| aMMOHHS B  OE€3BOXHOM MM
TUApaTHPOBAaHHOH (opme.

5. JIexkapcTBEHHBIH Mpenapar o JIoOoMy U3 ILIL. | WIH 2, OTJIMYAIOIIHACS TeM,
YTO AaKTHBHBIA KOMIIOHEHT MPEACTAaBISECT COOOH COJb MAJICHHOBOM KHUCJIOTHI
OeH3mNUMETUN  [3-MUPHCTOMJIAMHHO)IPOMKJ| aMMOHHA B  0e3BOAHOM  HIIH
TUJpaTUpOBaHHOU GopMe.

6. JlekapcTBEHHbIH Tpenapar no Jo0oMy U3 IL.I. 1 WM 2, OTINYAIOIIHIACS TEM,
YTO AaKTUBHBIA KOMIIOHEHT MpEACTaBiseT Co0OH CONb YKCYCHOM KHCIIOTHI
OeH3mIIUMETINT  [3-MHUPHCTOMJIAMUHO)IPONIUJI| aMMOHHA B  0€3BOJHONW MM

THApaTUPOBaHHOHU (opme.
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7. JIexapCTBEHHBIH Mpenapar 1o Jo0oMy U3 ILI. | WK 2, OTAHYAIOUIUICS TEM,
YTO AaKTHBHBIH KOMIIOHEHT IIPEJCTaBIseT COOOH COMb MYypaBBHHOM KHCIOTHI
OCH3UNAUMETUT  [3-MUPHCTOMJIAMHHO)IIPONMI]| aMMOHHS B  O€3BOJHOM  WiIH
TUJpaTUpOBaHHOU (popMe.

8. JlexapcTBeHHBIH mpenapar no mobdoMmy U3 I.0. | wid 2, OTIHYAIOIIHACT TEM,
YTO AaKTMBHBIH KOMIIOHEHT IIPEACTaBIseT co0oil comb (pyMapoBOH KHCIOTHI
OcH3UNAUMETUN  [3-MUPHCTOMJIAMHHO)IPONMJI| aMMOHMS B  O€3BOOHOM  Hix
THJPaTUPOBaHHOU (opme.

9. JlexapcTBeHHBIH npenapar no JodoMy u3 ILO. | wiK 2, oTaudaromuics Tem,
9YTO AKTUBHBIA KOMIIOHEHT IpeAcCTaBiasieT co0OH cOonb JIMMOHHOW KHCIIOTHI
OeH3UNIUMETUN  [3-MUpPHCTOMIAMUHO)NIPONKI| AaMMOHHSA B  O€3BOJHOW WM
THIpaTUPOBAaHHOHU (opMe.

10. JIekapcTBEHHBIH Mpenapar 1o JOoMy U3 ILI. 1 WK 2, OTIHYAIOIIHACS TEM,
YTO aKTHBHBIH KOMIIOHEHT NPEACTABIAET COOO0H COMb BUHHOM KUCIOTH! O€H3MIIUMETHI
[3-MupHCTOMIAaMHHO)IPOTTHIT| aMMOHHUS B 6€3BOTHOM MJTH THAPATHPOBAHHOM (opMme.

11. JlexapcTBeHHBIH penapar o MoooMy U3 I.1. | WM 2, OTIIHYAIOIIHHACS TeM,
YTO AaKTUBHBIA KOMIIOHEHT MpEJCTaBisIieT COOOH cCoNb S0JOYHON  KHCJIOTHI
OeH3unmuMeTun  [3-MUPHCTOMJIAMHHO)IIPONMI| aMMOHHS B  O€3BOAHOM WM
TUAPaTUPOBAHHOHN (opme.

12. JIexapcTBEHHBIH ITpenapar mo moo6oMy U3 .11 1 UM 2, OTIHYAIOMIMHACS TeM,
YTO AaKTUBHBIA KOMIIOHEHT IIpEACTaBiseT CcoOO0OH CONb MAaJOHOBOM  KHCIIOTHI
OeH3MNIAUMETU  [3-MHUPHUCTOMIIAMHHO)IPOIWI| aMMOHHS B O€3BOJHOM MM
TUApaTUpOBaHHON opme.

13. JIexapcTBEHHBII Npenapar mo JroooMy U3 ILII. 1 WK 2, OTIHYAIOIIMACS TEM,
YTO AaKTHBHBII KOMIIOHEHT TMpEACTaBiseT cob6oii coimp OeH30HHOH KHCIOTHI
OCH3MNMUMETUN  [3-MHPUCTOMJIAMHUHO)TIPONMJI| aMMOHHS B  O€3BOAHOM  WiIH
THJpaTHPOBaHHOU dopMe.

14. JIexapcTBeHHBIH npenapar mo JrboMy U3 IL.II. 1 W 2, OTIIMYAIOIIHICS TEM,
YTO AaKTHUBHBI KOMIIOHEHT MpEACTaBiIsieT coOOif CONb MOJOYHOM KHCIIOTHI
OeH3UNAUMETUT  [3-MHUPHCTOMIIAMHUHO)IIPONIMJI| AaMMOHHS B  O€3BOAHOM WM

TUApaTUPOBAHHOH (opme.
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15. JlexapcTBEHHBIH Npenapat o M060My U3 I.0. 1 UK 2, OTIINYaAIOMMHACS TeM,
4YTO aKTHBHBI KOMIIOHEHT IIpPEACTaBIseT cOoOOM Coib acKOpOMHOBOM KHCIOTHI
OCH3UNAUMETHN  [3-MHUPHCTOMJIIAMHHO)IIPONIJI| aMMOHHS B  Oe3BOgHOW  WiH

TUJIPaTHPOBAHHOM popme.



OTYET O HATEHTHOM IIOUCKE  [HoMep eBpasuiickod 3aaBk:

(craresa 15(3) EAIIK u npasuno 42 ITaTeHTHOM MHCTpYKUHH K

EATIK) 202100212

[A. KITACCU®VKALIVSA ITPEAMETA H30BPETEHHS:
AGIK 31/165 (2006.01)

AGIK 31/14 (2006.01)

AGIK 47/00 (2006.01)

AGIP 31/00 (2006.01)

ICornacHo MexayHapoaHoi narenTHoii kiraccudukammu (MITK)

b. OBJIACTE ITOHMCKA:

TIpocMOTpeHHas AOKyMEHTalus (cucTeMa knaccudukaruu u nuaekcsl MITK)
A61K 31/165, 31/14, 47/00, A61P 31/00

nexTponnas 6a3a JaHHBIX, HCTIOJB30BABIIAACA NPH NOHCKe (Ha3BaHUE Ga3bl U, €CIH, BO3MOXKHO, HCIIONIB3YEMBIE [IOUCKOBLIC TEPMUHBI)
[EATIATUC, Espacenet, Patentscope, USPTO, Embase, Google

B. JOKYMEHTbHI, CAUTAIOIIMECA PEJJEBAHTHBIMU

areropus* CchIIKA Ha JOKYMEHTHI ¢ YKa3aHHEM, TJIe 9T0 BO3MOXHO, PEICBAHTHLIX YacTei OTHOCHTCA K YHKTY Ne

Y.D |US 2459062 B (AMERICAN CYANAMID CO) 1949-01-11 1-15
cronGeu 1 crpoku 6-30, cronben 3 crpoxu 1-24

Y,D |RU 2164135 C1 (PYABKO A.IL u ap.) 2001-03-20 1-15
c. 4 nessli cronGen crpoku 26-40, dopmyna m.o. 1-3

Y EA 200300864 Al (II®AM3ZEP ITPOJAKTC UHK.) 2002-02-08 1, 3-15
c. 1 a63. 1, c. 70 a63. 1, ¢. 100 noci. a63. —c. 101 a6s. 1

A [EA 200100198 Al (KPUBOIEHH 10.C. n ap.) 2001-10-22 1-15
@opmyna n.m. 1, 2

A MHCTpyKIMA N0 MEAMUMHCKOMY npumenenuio npenapara MUPAMHCTHH (MIRAMISTIN) 1-15
HoMmep P N001926/01 2007-12-13. TocynapcTBeHHbIH peecTp IEKapCTBEHHBIX CPEACTB [OHMaiiH]
[naiimeno 2022-06-06].

Haiineno B <https://www.rlsnet.ru/drugs/miramistin-4584 >

Pasznens1 «PapMakoauHaMuKay, «DapMakOKHHETHKA»

D NOCACRAYIOIIHUC TOKYMEHTHI YKa3aHbl B NPOAOKCHHH

«T» - Gonee NO3IHUM AOKYMEHT, OMyGIHKOBaHHBIH NOCNIEC ATl IPHOPHTETA U
* Oco6bie KATErOPHHU CCHIIOMHBIX JOKYMEHTOB! HHE ZOKY » oy A puop

<A - IOKYMEHT, ONpEIEAOmuUil oOmuMiA yPOBEHb TEXHUKH MPHBEAICHHEIH V1A IOHAMAHKA H30GpETEHHA
D> - IOKYMEHT, PHBEAEHHEIN B eBpasiiickoli 3a1BKe «X» - IOKyMEHT, HMEIOIuit HanGoNee GIM3KOE OTHOIIEHHE K TPEAMETY [I0KCKa,

«E» - 6oniee paHHHI{ JOKYMEHT, HO ONyOANKOBAHHEIH Ha ATy Noaa4yu MOpOYAIIHil HOBH3HY HIIH H300pETATENbCKHIl YPOBEHS, B3ATHIA B OTACIBHO-

leBpa3uickol 3a4BKH HITH MOCTIC HES v CTH " p 5
(O - NOKYMEHT, OTHOCAILMHCA K YCTHOMY PACKpBITHIO, JKCTIOHHPO- «Y» - IOKYMEHT, uMeromuit Haubornee 611M3Kk0¢ OTHOMCHHE K NMPEAMETY NONCKA,

BAHMIO U T.A, nopoyaluuit u306peTaTenbCKiil YpoBEHb B COUETAHHH ¢ IPYTHMH JOKYMEH-

"P" - IOKYMEHT, OITyG/THKOBAHHEIH JIO JIATH! TIOAAUH EBPASHIMCKON & Ta":)“ Toil xe xa'rcmpn;
3afBKH, HO 10C/IE JATHI HCIIPAIINBAEMOTO NpHopuTeTa” » = ZOKYMCHT, ABJIAIOIUACS NaTCHTOM-aHANlOrOM

JlaTa mpomeienus natentHoro noucka: 06/06/2022

«L» - TOKYMEHT, IPUBEACHHBIH B APYIUX LEAX
VY noJiHOMOYE€HHOE JIHIIO: . 7 /
3amecTHTENE HAYAIbHUKA YIPABIICHHS JKCIIEPTH3B W
HavansHHK OTAENa XUMUH 1 MEXUHMHBI N A.B. YeGau

|4
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