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I. OBIIASI HH®OPMAIIMSI O AO «HAVYHBIA LEHTP
INMPOTUBONHP®EKIITUOHHBIX ITPEIIAPATOB»

1.1.ITo/1HOe HAaMMeHOBaHHE H O00LIHE CBeJeHHs

Ha rocymapcTBeHHOM s3bike: «MHbexnuara Kapcel npenaparTapAbH FBUIBIMH
opTanbIFb akuoHepiik Koramer,

Ha  pyccKoM  s3pIke:  AkmmoHepHoe — obmecTBo  «HayuHbBIM  LEHTp
IIPOTHUBOMH(DEKIIMOHHBIX MIPEIIapaToOBy,

Ha aHruiickoM s3pike: «Scientific Center for Anti-infectious Drugs» Joint Stock
Company;

CoxpalieHHOe HauMeHOBaHHe: Ha rocynapcTBeHHOM s3bike: «MKIIFO» AK ma
pycckom sizeike: AO «HLITII»; Ha anrmmiickoM s3bike: «SCAID» JSC.

B 2004 roagy mocranoBieHuem llIpaBurensctsa PK ot 25 wmrons 2004 rona
Ne 703 coszmano PITI «Hayu4Hbli [IeHTp TpOTHBOMHGEKIIMOHHBIX ITperapaToBy (Jalee
— AO «HIIITII») u yTBepKAeHa HAy4YHO-TeXHIYecKast mporpamMma «Pa3paboTka HOBBIX
IPOTUBOMH(EKI[MOHHBIX IIPENApaTOBy.

JIist  ocymiecTBICHUS AEATEIBHOCTH M O0ecIedeHHs pealu3alyMy Hay4dHO-
TEXHMYECKOH mporpaMMbl «Pa3paboTka HOBBIX IPOTHBOMH(EKIMOHHEIX IIPENapaToBy
opranu3oBanbl 10 npoduIbHBIX 1abopaTopuil, HaPAaBICHHBIX HAa HAYyYHBIA IOMCK U
UCIBITAHUE HOBBIX MEIUIMHCKAX M BETEPUHAPHBIX IPEeNapaToB: .Jabopamopus
Puzuueckoil u OUOOP2AHUYECKOU XUMUU, UCHbIMamenvHas nabopamopus @u3uko-
XUMUYECKUX Memo008 UCCIed08anUs, Nabopamopuu dapmayesmuueckol Xumuyu u
dapmayesmuyeckoti  mexHono2uu, buocmamucmuxy u meopemuiecKou
Gapmakoxunemuxy, paouoxumuy u paouobuono2uY, UPYCono2ul, MUKpooOuono2uu,
UMMYHONIO2UU, PAPMAKOIO2UYU U MOKCUKOIO2UU, OUOMEXHONO2UU.

Brimreykazanupie  1a00paTOpUM  CO3J@HBl  JUIsl  OCYILIECTBJIECHUSI yCTaBHOM
JIeATEIbHOCTH W peIIeHUs 3ajad Hay4YHO-TeXHH4YecKod mnporpammbel «Pazpaborka
HOBBIX ITPOTUBOMH(EKIIMOHHBIX IIPENapaToBy.

C 2004 roma AO «HIIIIT» nmomydyeHo 7 rocynapCTBEHHBIX JHUIEH3UH, B TOM
YHUCIIe HA MEOUYUHCKYVIO 0eAmMeNbHOCHb, PapMayesmuieckyio 0esamenbHoCmb, 060pom
HapKOMU4ecKux cpeocms, HNCUXOMPONHBIX Geujecms U NpeKypcopos, pabomy ¢
UCTMOYHUKAMU — UOHUSUDYIOUe20 U3MYYeHUs U PAOUOGKMUSBHLIMU  BEUeCmEaMU,
NpoU3800CME0 U peanu3ayus emepuUHaApPHvIX NPenapamos.

Ucnertatensupiii  nentp AO  «HIIID» akkpeauToBaH Ha COOTBETCTBUE
craggapry CT PK MCO/MDK 17025-2007 «O6mmue TpeboBaHNSA K KOMIIETEHTHOCTH
UCHBITATENBHBIX W KanuOpoBOYHBIX Jaboparopuit» B  OOJACTH  HCIBITAHHUS
JIEKapCTBEHHBIX CpeACTB W cepTudukanua no crangapty CT PK MCO 9001-2009
«CucTeMbl MEHE/DKMeHTa KadecTBa. TpeboBaHus» B 00JaCTH MeHEIKMEHTa KadecTBa
IPOBOAMMEIX paboT B COOTBETCTBMU ¢ 3akoHoM Pecmy6muku Kazaxcran «O6
aKKpeIUTaluU B 00JIaCTH OIEHKH COOTBETCTBHSDY.

B cootBerctBum ¢ 3akoHoM PK «O nayke» ot 18.02.2011 r. AO «HIIITI»
akkpeauToBaH, a B 23.12.2013r mnoaTeepmun akkpeauTanuio KomuteTom 1m0
KOHTpPOMIO B cepe obpazoBaHus M Hayku MuHHcTepcTBa oOpa3zoBanusi U Hayku PK
KaK CyOheKT Hay4qHOU U (MJIM) HaydHO-TEXHUYECKOU NesTeT-HOCTH.

MarepuansHas 6aza AO «HIIIII» nHa ganHbpli MOMEHT BKIIOYaeT B cels
OOJIBIIIOE KOJMUYECTBO BBICOKOTEXHOJIOTMYHOTO OOOpPYAOBAaHMS, COOTBETCTBYIOILIEIO
KOMIUIEKTAUUHU PsiAa MeXIYHapOIHBIX J1abopaTopuif, B 4acTHOCTU Takue IpuOOpPHI
KaK: MpOmMOYHbLY YUIMOMEMD, UMMYHOMASHUMHBIL cenapamop, Ououmuoicep, npubop
0151 KOIUYEeCMBEHHO20 AaHANU3A SKCHPECCUU 2€HO8 8 pPedcuMe peanvbHo20 epemeni,
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MacCe-CReKmpoMemp, MOHOXPOMAMUYECKUTE MUKPONIAHULEMHbII PUOED, HCUOKOCHHYIO
xpomamozpaguyeckyro  cucmemy  6bICOKO20 — OAGIEeHUS,  INEeKMpPONopamop
IYKAPUOMUYECKUX KNIEMOK, 2EeHEeMu4ecKuu ananuzamop«Genetic Analyzer 3130»,
HK-cnexmpomemp, TOMUHUCYCHMHBIH MUKPOCKON, P- U - CHeKmpoMempu4ecKul
KOMWJEKC, CUCIMEMA 2elb-O0KYMEeHmuposanus, buoumuodcep Pathway 835 u op.

Cotpynnuku noapasaenenuii AO «HIIIID» npoxondr exeroaHoe MOBHIILICHHAE
KBanu(HKAIHUH 10 COOTBETCTBYIOIIMM CIEIMATIBHOCTAM Kak B Pecmybnrke Kasaxcran
u crpan CHI, Tak U B MeXAyHapoOHBIX IeHTpax. Bcero corpyaHukaMu LEHTpa
monydeHo 1153  peciryONMKAaHCKHX M MEXIYHapOAHBIX  CEPTHOHKATOB |
yZoCcTOBepeHHil, B ToM uuciie 380 mmo crienuanuzanys, 25 1o 6HOCTaTHCTHKE U 271 no
peCIyONMKaHCKAM U MEXIyHapOJHEIM CTaHAapTaM.

C 2004 ropma corpynnukamu noxapasneneauii AO «HLIID» omybmuxosano 327
HAyYHBIX TPYAOB IO MarepuajlaM HaydHO-HCCIENOBATENbCKUX, NOKIMHUICCKUX H
HAyYHO-TIpaKTHIeCKuX padoT. [lo MaTepranaM Hay4HO-HCCIIEAOBATENBCKAX U HAYTHO-
HpaKTHYECKHX pabor HaydHoro mmeHTpa 3aliUINeHsl 2 JOKTOPCKHE, 4 KaHAUIaTCKue H
7 MarucTepcKue TUccepTalyu.

OTYETHEIM IEPUOIOM JAHHOTO OTYeTa SIBIETCs KaJleHAapHbIi roj ¢ 1 suBaps mo
31 nexabps 2014 roga. Komnanus He HMEET B CBOEM COCTaBE 3aBUCHUMBIX M JOYSPHUX
OpraHu3alui.

C moppo6Hoii uHpopMaIeil 0 JesTelIbHOCTH KOMIIAHHHA MOXXHO O3HAKOMUTBCH
Ha KOPIIOPATUBHOM CalTe 110 aipecy:

1.2. FOpuanuecknii agpec 1 Mecto Haxoxkaenust AQ «HIIIID»

Pecry6inka Kaszaxcran, r. Asmartsl, 050008, yin. Aya3osa 84.

daxruueckuii axpec AO «HLIIID»: Pecry6imka Kasaxcran, r. Anmarel, 050008,
yi1. Ans-®apabu 75B.

1.3. lata rocyaapcrBensoii perumcrpanmn  AO «HIMID» u ero
perncTpanuoHHLIA HOMEP

AO «HIIIITD» nony9uno CBHAETEIHCTBO O FOCYJAApCTBEHHOH IEPEPErHCTpalMy
ropuardeckoro jmna Ne 4612-1910-01-A0 ot 18 mas 2013 roza;

06.09.2013 roma AO «HIIIID» ocymecTBHII perucTpanio rocyIapCTBEHHOIO
IaKeTa aKui | MONyYHJI CBHAETENECTBO O FOCYAapCTBEHHON PETHCTPAlMK BEIITYyCKa
neHHBIX 6yMar Ne A5957, KOTOpHIM TPUCBOEH HAITMOHAJIBHBIN UACHTH(PUKAIIMOHHEIN
HoMmep KZ1C59570016

1.4. HNudopmanus o0 BJaJeJblHax TIoCyAapCTBEHHOI0 MNaKeTa AaKIHH
AO «HIIIII»

MUuHHCTEPCTBO IO MHBECTUIMAM U pa3zputuio Pecnybnuku Kazaxcran (nanee —
MMWUP PK), cBuOeTensCcTBO O rocymapcTBeHHo# peructparuu Ne 31001-1901-I'Y ot 8
urons 2010 roma, ropuaudeckuit agpec: r. ActaHa, Ecumbckuit p-H, yn. Kabanbait
Oatsipa 47, 3napue Tpancnopt Taysp.

1.6. Opraam3zannonnas crpykrypa AO «HIIII»

B cBs3u ¢ mpuBeeHHEM B COOTBETCTBHE JieicTBylomeMy YcraBoMm, CoBeroM
mupexktopoB 27 wosiops 2014 roma (mportokon Ne 07), onoOpeHBI H3MEHEHHS B
opranu3anuonHyio cTpykrypy AO «HLIID» u yrBepxaeHa MpuiaracMas HIXKe HOBas
OpraHU3aIMOHHAs CTPYKTYypa.
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II. MUCCHS M CTPATErHYECKHUE HATIPABJIEHUSI PA3BUTHA

Mucens AO «HIII»: PaspaGoTka HOBBIX IPOTHBOUH(EKIMOHHBIX
TIPENapaToB JUIs JIEYeH s COLUATBHO-3HATMMBIX 3a00/ICBaHHH.

OcHOBHBIMH CTpaTeru4ecKHMH HANPaBJeHUSIMH AeSITeJIbHOCTH
AO «HIIIID» aBasioTca:

1) ocCymecTBIeHHE HAyYHO-HCCJIEOBATENBCKOM JICATENHHOCTH B chepe
MEMIMHEL, BeTepHHAPHHA, XMMHUHM U (apMaKoNOrMi B OOJACTH 3aIMTHL YENOBEKA U
JKUBOTHBIX OT GAKTEPHATHHBIX, BAPYCHBIX ¥ GaKTepHAILHO-BHDPYCHBIX HHEKIHMIH;

2) pa3paboTka OpMTMHANBHBIX, NaTeHTHO-3aIMICHHBIX
IIPOTHBOMHQEKIMOHHBIX JIEKAPCTBEHHBIX CPEICTB M BETEPHHAPHBIX IIPEIapaToB,
MIMEIOIIHX CYIIECTBEHHbBIE PEUMYINECTBa M0 3P HEKTUBHOCTH;

3) ydacTHe B [EATENBHOCTH TEXHHYECKMX KOMHTETOB IO CTaHAapTU3alud, a
TaK)Xe B3auMoJieHcTBHE ¢ (QU3NYESCKUMM H IOPHAMYECKMMH JIUIAMH IO BOIPOCAM
TEXHUYECKOTO PEryJIHpPOBaHHs B PAMKaX OCHOBHOM nesTensHOCTH OOMmecTBa;

4) esTensHOCTh MO paspaboTKe, BHEAPEHWIO (rapMOHM3ALMM) HAHOHATBLHBIX,
MEXIYHAPOAHBIX ¥ PETHOHANBHBIX CTaHIAAPTOB, PEKOMCHIAIMH HHOCTPAHHBIX
FOCYHapCTB IO CTAHNAPTH3AIME B PaMKaX OCHOBHO#M nesitenbHoCTH OOIIecTsa;

5) cosnaHmMe M JEATENHHOCTE pedepeHTHON nabopatopum Ha Gase Obmectpa, B
paMKax OCHOBHO# fesitennbHOCTH OO1ecTBa.

III.PE3YJIBTATDI AESTEJBHOCTHA no OCHOBHbBIM
HATIPABJIEHUSIM PA3ZBUTHUSA

B 2014 rony AO «HIIII» BeIMOaHEAI paboTy ABYX CISAYIONHX NpOrpamMmm:

1. Hay4HO-TeXHHYECKas mporpaMma «Pa3paboTka HOBBIX
IIPOTHBOMH(EKIMOHHBIX NpenaparTo» B o6beme 853 809 Thic. TeHre (10roBop Ne 3 ot
17 ssuBaps 2014 rona).

2. Haygno-TexHu4eckas mporpaMma «Hccnenosanue peBepcun
AHTUGHOTHKOPE3UCTEHTHOCTH TATOTEHHBIX MHKPOOPraHU3MOB» B 00beme 781 034
thIC. TeHTe (morosop Ne 2 ot 17 saBaps 2014 rozna).

3.1. Hay4no-TexHuyecKas nmporpamMma «Pa3paborka HOBBIX
nporuBonnGEKINOHABIX NpenapaTos» Ha 2014 rox.

Heas nporpaMMai:

Pa3paGoTka HOBBIX NpPOTHBOMHGEKIMOHHEIX MpenapaToB s OGopsOB ¢
GaKTepHANbHEIMH, BUPYCHEIMH, GaKTepHANLHO-BHPYCHBIME (MHKCT) HHGEKIMIMH
genoBeKa.

3agauH HAYYHO-TEXHHYECKOH nNporpaMMai:

1. Ilposenenre 3-ha3pl KIMHMYECKMX HMCHBITAHUNW JIEKAPCTBEHHOTO CPENCTBA
®C-1 B coorBerctBur ¢ CT PK 16-16-2006 ¥ MexayHapoxHOH# KOH(EpeHLUH II0
rapMOHM3alldM TEXHAYECKUX TPpeOOBaHUM K pEruCTpalvy JeKapCTBEHHbIX IPENapaTon
s genoseka (ICH) GCP.

2.Tlposemenme 1 (a3sl KIMHEYECKHX HCTILITAHHH — pa3pabaTsIBaeMoro
nekapcrBeHHoro cpexcrea IIA B coorsercteum ¢ CT PK 1616-2006 wu
MexxynaaponusM cragiaptom ICH GCP.
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3. lpogomxenue TOKITUHUYECKHAX UCTIBITaHUN pa3pabaTbIBaeMbIX
JIeKapCTBEHHBIX CpelcTB HMHIyKTOp HHTeppepoHoB (VD) u HMMYHOMOZYIATOP
mupokoro crekrpa gedctsus (VM) B COOTBETCTBHM C IIOJOXKCHUSIMH CT PK
1613-2006 u mexayHapoaHoro cranaapra GLP.

4. CraHjapTH3allisi ¥ MOATOTOBKA K aKKpeIUTAlMH OIBITHOTO MPOM3BOJCTBA B
cootsercTBur ¢ mojoxkeHusamu CT PK 1617-2006 u MeXayHapoJHOTO CTaHAapTa
GMP.

5. CramjapTH3allus W TOATOTOBKA K aKKpeaMTaluu InoapasfeneHuii Haywxoro
[IeHTpa 10 MeXayHapoHoMy crannapty GLP.

6. IlposeneHne Hay4YHBIX MHCCIEIOBaHUY, HaHpaBJIeHHBIX Ha pacnmpeHHe
AMamna3oHa IIpUMEHEHHs pa3pabaThIBA€MbIX JIEKaPCTBCHHBIX CPEACTB M 3AlIUTY
UHTEIUIEKTYaIbHOW COOCTBEHHOCTH.

7. Pa3BuTHE pErHOHATIBHOIO M MEXIYHAPOIHOTO COTPYAHUYECTBA.

8. IMToxroroBka KaapoBs (ceprudurkanus, oOydeHHe, CTAKUPOBKH, CEMUHApBHI,
My OIUKalH).

o UTOI'AM BBIIIOJTHEHHOW PABOTDI ITOJIYYEHDI
CJEAYIOUIUE PE3YJbTATDI:

1. Oposexenne 3-¢ga3pl KJIMHHYECKHX HCOBITAHHH  JIEKAPCTBEHHOIO
cpeactea ®C-1 B coorsercrBun ¢ CT PK 1616-2006 u mexayHapoaHoH
KkoHdepeHIuA N0 TapMOHH3ANMH TEeXHHYECKHX TPeOOBaHHH K PperucTpamnuu
JeKkapcTBeHHbIX npenapatoB Aus yenaoseka (ICH) GCP.

B pesynbrare TecHOM paboTel ¢ MMHHCTEPCTBOM 3[paBOOXPaHEHHMA U
corpansHoro passutus Pecriy6bmuku Kasaxcranw (manee — M3CP PK) u mpu
OIep)KKEe  OKCIepPTHO-KOHcanTuHroBoit kommanmu «Dr.  Regenold GmbH»
(Deneparusras Pecry6mmka [epmanns) 1 MRIGlobal (CIIA), AO «HLITIID 6sut0
JOCTUTHYTO COIJIallieHre O BHECEHUH HU3MEHEHMH B NpPOIEAypPhl PErUCTpallii HOBBIX
JIEKapCTBEHHBIX CPEICTB U IONyueHHEe OJO0OpeHHs Mjisd JOCPOYHOW PErHCTpaliu
nexapcTeHHoro cpenctea OC-1 mocne BTOpol (as3pl KIMHUYECKUX HCIBITAHUH B
paMKax  I[pOrpaMMbl  PACIIUPEHHOro  JOCTyIa  TalUeHTOB K  HOBOMY
TIPOTHBOTYOEPKYJIE3HOMY IIpernapary Ais 60ps0BI ¢ yCTONIHBEIMU (hOpMaMH.

ITo uToraM COBMECTHOM paGoTBI MOJAHO pEerucTpalioHHoe nocke (3asBka Ne
51780 ot 25 centa6pa 2014 r. mo 3asBienuro Ha perucrpanuro Ne 06-06/400 or 11
cents6psa 2014 r.) Ha nekapcrBerHoe cpencTBo OC-1 1o pesynapTaraMm BTOpOi (assl
KIMHUYECKMX HCIBITAHUM ¢ [OCTIEAyIONMM IIpoBeIeHHeM TpeThed ¢asel. B
HacTOslllee BpeMS PETMCTPALMOHHOE [OoChe JIeKapcTBeHHoro cpeactea @C-1
Haxomutess Ha orame oskcreptusbl B M3CP PK u umper mpoiecc perucTpanuu
mpernapara Mo yIpoILIeHHON IIpoleaype.

IIposenena BepubuUKaImsa JaHHBIX KIMHUYECKUX UCTIBITAaHUH
«PaHIOMU3UPOBAHHBIE  ILIAE0OKOHTPOIMPYyeMble  HCCIe0BaHHS  0e30I1acHOCTH,
peBapUTENLHON  TepameBTHYeCKod  dOQEKTHBHOCTH  OpalbHOW  (OpMBI
nexkapcTBeHHOTo cpencTsa @C-1 mpH pe3sHCTeHTHRIX popMax TyOepKyesa JIETKUX» 110
nporokony T-001, 2A ¢a3a. Bepuduxanus mnposogmnace ¢ 11.07.2014 r. mo
30.07.2014 1. B pamMkax Bepu(UKalMyd IpOBEeJeHa IIPOBEPKA ITOKYMEHTallUU
KIMHUYECKIX UCTIBITAaHUH.

M
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2. IlpoBenenue 1 ¢a3pl KIMHMYECKHX HCNBITAaHHH paspabaTbiBaeMoro
JexapcTBenHoro cpeacrea IMA B coorBercrBum ¢ CT PK 1616-2006 wu
Mesxaynapoaubim cragaaptrom (ICH) GCP.

B M3CP PK B cooTtBercTBuu ¢ npuxazoM Ne 745 ot 19 Hos6ps 2009 roga «O6
yTBepskAeHnHd [IpaBui npoBeeHus JOKINHIYECKUX (HEKITMHMIECKHX) MCCIe0BaHIN
OUONMOTHYECKH AKTHBHBIX  BENIECTB» MMOJAHbl MAaTepUallbl  JIOIIOJHHUTEIBHBIX
WCCIIEIOBaHNM B JOKIHHIYECKOe Jocke npenapata [TA.

B paMKkax MOATOTOBKH K KIMHMYECKMM HCIBITAHUAM HOBOTO JIEKAPCTBEHHOI'O
cpeactBa IIA  cormacmo mpotokony — «PaHnommsumpoBaHHOe M TLIane6o
KOHTPOJIUPYEMOE MCCIIEOBaHNE IIEPEHOCHMOCTH, 6€30I1acHOCTH U (papMaKOKHHETHKA
TabneTupoBaHHoi Gopmel [TA Ha 3MOPOBBIX HCIIBITYEMBIX» COTpYAHUKaMH Hay4uHoro
1enTpa OpuTH paspaboTtansl ocHoBHEIE 12 COII u MHAMBHIYalbHBIC PETUCTPAIIMOHHBIC
dopmer (14 mt.)

BuenpeHa KOMIbIOTEpHas IIporpaMMa IJjis MeEHEeDKMeHTa KIMHHYeCKUX
pucnbitaguii CTMS  Clinical Conductor «Bio-Optronics» B CO34aHO HECKOJIBKO
TecTOBBIX KiIMHHYecKuX 6a3 Ha matdopme CTMS Clinical Conductor.

UccnenoBanbl W ompefelieHBl  (QU3MKO-XUMHUYECKHE  XapaKTePUCTHKH
CHHTE3MPOBAaHHOIO MCIBITyeMOro BemecTs [1A , a TakKe €ro CTabMILHOCTS.

B Xxome IpPOBEIEHHOrO IOKIMHUYECKOTO (HEKIMHUYECKOTO) WCCIIEI0BaHUS
yCTaHOBJIEHA MMHUMaJbHAs OakrepuuuaHas KoHuUeHTpauus IIA, xoropas cocraBmia
500 MKT/MJI IJ1s BceX B3STHIX B HCCIENOBaHUE KIMHIHYecKUX n3onsaToB Staphylococcus
aureus u My3seiiHoro mrramma Staphylococcus aureus ATCC 6538-P.

VYcranosieHo, yto MBK rentaMuiinHa B OTHoIleHHH ImTamMMoB Staphylococcus
aureus BapeupyeT B npeaenax oT 16 go 0,5 Mxr/mn. CoBMECTHOE B3aMOJIEHCTBHIE ITA
¢ TEHTAMHMIIMHOM KaK Ha MYy3€WHBIH UyBCTBUTENBHBIM, TaK M Ha KIMHHYECKHE
pe3UCTEeHTHBIE ITaMMBl Staphylococcus aureus NpOSBHUIOCE B BHJE 3HAYMTEIHHBIX
CHIDKEHHUH MHUHUMAIBHBIX OaKTepUIIMAHBIX KOHIEHTPAUUH C  IIPOSBIECHHUEM
cuneprerudeckoro 3¢ddexra. B orHomenun Staphylococcus aureus MyseHHOro M
KauHuYeckux n3o0aatoB (Ne 479/1, Ne 532/2, Ne 3) MBK I1A/reHTaMuLIMH COCTABIIAET
4/0,016;  4/0,25; 4/0,5;  4/4  mkr/mi, COOTBETCTBEHHO. C  yueroMm
dbapmakoxuHeTHUecKkuX napameTpoB cyocrannuu ITA (otder P-I1A-002) oTHOmIEHHME
Cmax k MBK TTA coctaBinsier 9.

3. [Ipoponxenne AOKJTHHHYIECKHX HCIBITAHUN pa3padaTbiBaeMbIX
JEKAPCTBEHHBIX CpPeACTB HHAYKTOp HHTepdepoHoB (MP) H HMMYHOMOAYJIATOP
mupokoro crnekrpa geiicteusi (MM) B coorBercTBuH ¢ mnogoxenusamu CT PK
1613-2006 u mexayHapoaHoro crangapra GLP.

[MpoBomumuck goknuHuveckue uccienoBanus U@, M u dapmanepTudeckas
pa3paboTka JieKapCTBEHHBIX (GOPM pa3padaThIBaeMbIX NIPENApaToB.

HccnenoBadsl W omlpeAeNeHbl  (QU3MKO-XMMHYECKHE  XapaKTEPUCTUKH
CHHTE3WPOBAaHHBIX MapTHil HUCHBITyeMbix BemectsB M@, MM, a Taxke HX
CTaOUIIBHOCTB.

BanmmupoBaHa ~ METOJMKAa  KOJMYECTBEHHOTO  OIpeJelieHHs  BEIIeCTB,
BOCCTAaHABIMBAIONIMX HOJ (B TIepecyeTe Ha TIUIIOKO3y) B (hapMalleBTUYECKHX
cybcrannusax ®C-1, 1IA, WD, MM, xoropas yYCIEMHO NIPUMEHSCTCS B XOJe
VCHBITaHUM TOTOBOH MPOAYKUHMM ISl aHAIW3a COAEPKAHHUA BOCCTAHABIMBAIOIIMX
caxapos.
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OmnpeneneHue  LUUTOTOKCHYHOCTH  JIEKapCcTBEHHOH  cyOcranmuun MW@ u
KOMMepUecKux IpenaparoB AmukcuH # Karomen mokasano, 4TO JIeKapCTBEHHas
cyocranus M@ u mpenapar Karomen He o001anar0T TOKCHYHBIM JIEHCTBHEM B
oTHoIeHUH KynbTyphl KiieTok BHK-21, B To Bpemsa kak npenapaT AMHUKCHH ITOKa3all
noctaTodHo Beicokoe 3Havenue L{TKSO0.

N3ydeHrne aHTUBHPYCHON aKTHUBHOCTH in Vvitro JekapcTBeHHBIX cpencts D u
npenapatoB AmMuxcuH u Karomnen B oTHomenun BOM nokaszamo, 9T0 IpsSMOTro
IIEUCTBUSL HA BUPYC HET.

PaspaboraH npoOTOKOA IO H3YYEHHIO. HHTep(EPOHOTeHHOH aKTUBHOCTHU
coequuenus M@ in vivo Ha MOJeNH MBIIMEH NpU 3KCIIEpUMEHTANBHON HHQEKITNU
BUpPyCcOM HsHIledhanomMuokapauTa. OmHokpatHoe BBeaeHne M® B gozax 250 m 125
MT/KT IPUBOJUT K cTUMyJsiuu nponykuuu MOH-a u yenuuenuto yposus MOH-a B
KpoBH MbIred. OpHako 6onee sddextuBHol go30it UD saBnsercs 125 Mr/kr.

Pe3ynpraThl HccieoBaHUsS XpoHHYECKOM TokcryHocty W@ mnoxaszanu, 4rto
JUINTENIbHOEe Bo3JekicTBHe Tmpenmapata B jpo3ax 2000 w 1000 wmr/kr BbeI3BIBaeT
Tokcudeckue 3¢hdekTsl, ogHako npu go3e B 1000 mr/kr nanaple 3QQeKTs umenu
BPEMEHHBIN XapakTep U 110 MHOTHM IIapaMeTpaM I10Ciie BOCCTAHOBUTEIBHOTO IEPHOAA
ycTaHaBnuBajack Hopma. Jloza B 250 Mr/Kr He COIPOBOXKIANACH BBIPAXKEHHBIMU
TOKCUYECKUMH TIPOSIBIICHUSMU KaK CO CTOPOHBI COMAaTHYeCKMX T[oKaz3aTteleH,
napaMeTpoB KpPOBH, a TaKXe€ CO CTOPOHBI Makpo- U MHKPOKAPTHUHBI BHYTPEHHUX
OpPTraHoB.

HccnenoBanre penpoLyKTUBHOM U 3MOpHOHAIBHON TOKCHIHOCTH M@ Ha MpITIax
rokaszano, uto M® B mozax 1000; 500; 250 u 125 MI/Kr okaspIBaeT J0303aBHUCHMOE
TOKCHYECKOE PENpPOAYKTHUBHOE U IMOPHOTOKCHYECKOE JeWCTBHE TPH IJIUTSIHHOM
MHOTOKpaTHOM BBEJIGHHHM M He B3bIBaeT TepaToreHHoro 3ddexrta. HanmeHsimee
TOKCHUYECKOe IeHCTBUe M0Ka3aHO Ha 3MOPHO- U PEeNpOIyKTUBHOW QYHKIUU MPH J103€
B 125 Mr/KT.

4. CraHpapTu3anusa ©W  [OATOTOBKA K  AKKPEAUTALHH  ONBLITHOIO
npou3BoAcTBA B cooTBeTcTBHM ¢ mnojoxkenuasmMu CT PK 1617-2006 n
MexkaAyHapoaHoro crangapra GMP.

3a oT4eTHBIN nepruo ObUIH TIEPECMOTPEHHI JieHcTBYOIME peaakiuu 2012 roga u
YIBEPXKIEHbl HOBble pemakuuu 26 CraHZapTHBIX OIEPAlMOHHBIX IPOIEAYP,
18 nHCTpYKUMH 1 21 MeToIUYECKAsE HHCTPYKITHAL.

B paMkax cranpapTHzanuy ObLIO pa3paboTaHO M YTBEPXKIEHO 9 crelu(uKaIuii
Ka4yecTBa Ha UCXOLHOE CHIphe, IOJIYNPOIYKTHI H IIPOIYKITHIO.

3a OT4eTHBIH mepuoa ObUIO pazpaboTaHo u yTBepXkAeHO 10 MPOTOKOIOB
IIPOU3BOLCTBA CEPUIL.

B pamkax co3maHusA cHCTeMBl YIOpPaBIE€HUS pUCKaMH ObUT pa3paboTaH U
yrBepxkIeH SOP-RA-001 «Ananuz puckoBy». s mpoBeleHus aHAIN3a PUCKOB OBLI
pa3paboTan U yTBepkaeH «llnaH OIEHKM PHCKOB i ONpeIeieHHs KadecTha
UCXONHBIX MAaTepUalloB M HX BIMSIHHS Ha KPUTHUYECKUE IapaMeTphl ITpoliecca
npousBoncTtBay P-RA-001. bpuin BRIIOTHEHB MEPOIPUITHS MO aHAIU3Y PUCKOB JJIs
ompejiesieHusl KadecTBa HCXOAHBIX MaTepHUalioB U WX BIUSHUS Ha KPUTHIECKHE
IapaMeTpsl INpollecca MPOU3BOACTBA, MOATOTOBIEH U YTBEPXKJEH MPOTOKOJ aHAIu3a
puckoB PR-RA-001.

bein  pa3paboTaH W  yTBepKAEGH IUIAaH OIIEHKH PHCKOB Ha  dTalle
mpousBoAcTBeHHOro mnpouecca P-RA-002. Beliy  BBINOJTHEHBI MEpPONPHUSTUS 110

I'onosoii oTueT o gearensHocT AO «Hay4Hblil HeHTp NpOTHBOMH(EKIIMOHHBIX TipenapaTosy 3a 2014 rox 9




aHAJM3Y PHUCKOB Ui MICHTU(QHUKALMHK, aHaJM3a M OLEHKM PHUCKOB, CBSA3aHHBIX C
TIPOIIECCOM ITPOM3BOJICTBA Ul OIpefeeHNs Ha3HaYeHMsA W Macuiraba JeWCTBHH IO
HOATBEPXKCHHIO, KBaTH(UKaMM ¥ BalUJallui/peBalMaluy, [OATOTOBICH U
yTBepsKIeH NpoTOKoN aHanu3a pucko PR-RA-02.

5. Cranmaaprusanusi ¥ NOArOTOBKA K aKKpPeAHTAUHH IOApa3leIeHHi
AO «HIIIII» mo mexxayHapoanomy ctanaapty GLP.

B pamkax MOATrOTOBKH HOPMATHBHOM JOKyMEHTAllMd TIO0 MEXIyHapOIHBIM
craagapram GLP 6suti paspabotansl U yTBex/eHbl 1-7 usganms 47 CraHpapTHBIX
OIEPallMOHHBIX mpouexayp Hu 16 Merogudeckux mnpouenyp. llo Bammpamum
KOMIIBIOTEpU3HPOBAHHEIX CHUCTeM 3-if karteropuu (cueTHBIX Tabmun Excel) Ovuto
COCTaBJIEHO IIATH OTYETOB O BaIualuu. [lo Bamuanuy JNEKTPOHHBIX BEPCUH
KOHTPOJMPYEMBIX IOKYMEHTOB ObUI coOCTaBIeH 51 oTd4eT o Banupanuu. beuto
paspaboTaHo M YTBEPXKIEHO TPH IUIaHA BajKAAllUM aHANTHUTHYECKUX MeTozoB. Ilo
YTBEP)KJAECHHBIM IUIaHaM OBUTM  BBINOJNHEHBl  BaIHTAIIMOHHBIE  MEpONpPHATHS,
COCTaBJIEHBI OTHYETHL. B paMKax MOKIMHHYECKUX HCCIeJOBaHMHI OBLIO BhINOIHEHO 30
JOKIMHUYECKHX wuccneqoBannii, w3 Hux 19 — GLP wmccnenosanuii, 11 — nHe-GLP
UcclefoBaHuil. BBUIO  YTBEpXKAEHO deThipe KBAIM(HUKALMOHHBIX IIPOTOKOJA,
BKJIIOYAIOIIMX B ceOs KBaIM(pHKaIMIO BecoB U HacTonbHBIX pH-merpos. CornacHo
npuniunamM GLP 6buto BEIIOIHEHO 88 ayIuTOB, BKIIFOYAIOIIHX 16 ayauToB IJIaHOB
UcclieoBanus, 24 ayauTa UCCiIeloBaHul, 19 ayIuTOB OTYETOB 10 MCCIEAOBAHUIM U
29 ayauToB HCCIIeI0BATEIbCKON Oasbl.

B 2014 romy moBepeno 223 cpeacTBa M3MEpPEHHH M aTTECTOBAHBI 35 €IMHHI[
UCIBITATENBHOIO 00OpymoBaHUsA. 1’ paduKy TOBEPKU CPEJICTB M3MEPEHMM U
aTTeCTallii UCIBITATEILHOTO 000PYI0OBaHNS BEIIIOIHEHBI.

6. TpoBeaeHde HAY4YHBIX HCC/JIeA0OBaHHH, HANPABJEHHLIX HA pacIHIHpeHHE
AUANA30HA NPHUMeHeHUsI pa3padaTbIBaeMbIX JEKAPCTBEHHBLIX CPEACTB M 3aLIHUTY
HHTEJIIEKTYaIbHOH cOOCTBEHHOCTH.

IIpoBeneH  aHanMW3  WHAWUBUAYAIBHOTO  IIPOTHUBOOIIYXOJIEBOIO  JIEHCTBHSA
XUMHYECKHMX COeJUHEHMM B OTHOIIEHHH JIMHHUHA OIMyXOJIeBhIX KJIeTOK 4esnoBeka Hela,
MiaPaCa2, LA-4, AGS u 3aperucTpupOBaHHBIX IIPOTUBOOILYXOJIEBBIX IIPENIAPATOB:
Mertotpekcart, JlokcopybunmH, Onupyouiiuy, Jrono3un, Lucmnactun, Ilaknukraien,
TomnoTekas;

[TpoBeneH aHanM3 COBMECTHOI'O ITPOTHBOOILYXOJIEBOTO JEHCTBUSA B Pa3IMYHBIX
cxeMaxX MX BBeJeHHS (TIpeABapUTebHOE U COBMECTHOE) € IIPOTHBOOITYXOJIEBBIMU
npenaparamu  (JlokcopyOunuH, OmupyOurma u MpapyOuimH) Ha OIyXOJEBBIX
Kietounsrx nHUAx Hela, MiaPaCa2, LA-4 u AGS;

[IpoBeneHsl HCClIenOBaHMs MO oOIeHKe Tokcudeckoro pneifcteus (L[TKS0)
KOMMepueckux  mpemaparoB Jlokcopyounmua, Waapyburmua, Enupy6unusa,
Mutpamunuaa A, Mutomunimaa C ¥ AxtuHOMHLMHA JI Ha OIyXOJIEBBIX JIMHUSIX
kierok (HeLa, RD, H9, K562, L5178Y and Raji). B xoze uccienoBanus B KayecTBe
KOHTPOJISL HCIOJIB30BANTACH KIETOYHAS JTHHUS SIIUTENNATbHBIX KIETOK IIOYKH COOaKu
MDCK. Tony4eHHBIE AaHHBIE TPEOYIOT MIPOBEPKH C UCIIONB30BaHUEM 00JIee BBICOKHX
KOHIICHTpAIIi KOMMEPYECKHUX IIPENapaToB.
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7. IloaroroBKa KaapoB (ceprudukainus, o0y4eHne, CTad KHPOBKH, CEMHHAPBI,
nyoTHKaIHH).

3a OTYeTHBIH Teprofl 97 COTPYIHUKOB MPOLLIM IOBHIIIEHAE KBANTM(DUKALKM
noyurnd 209 COOTBETCTBYIOIIMX IUILIOMOB U CEPTU(HKATOB, CBUACTENBCTB H
YIAOCTOBEPEHUH.

3a OT4YeTHHI Iepuop coTpyaHukamu Tnoxpazjenenmii AO  «HIIID»
ony6nukoBaHel 97 craredl U Te3WCOB JOKNANOB MEXIyHapOIHOH HAy4qHO-
IpaKTHYeCKOW  KOH(EpeHLMH II0  MarepuanaM  Hay4HO-MCCIICIOBATENbCKUX,
JOKJIMHUYECKUX U HAYYHO-TPAKTHIECKUX paboT. _

3.2. HayuHo-rexnuueckass nporpamma «MccienoBaHne  peBepcHH
AHTHOMOTHKOPE3NCTEHTHOCTH MATOreHHBIX MHKPOOPIraHHu3MoB» Ha 2014 rox

Ilesp nporpamMmei:

Uccnenosanue BO3MOXXHOCTH SIBIICHUS peBepcun dbenoTrna
AHTHOMOTHUKOYYBCTBUTEIHHOCTH Ha MOJENIN IATOI€HHBIX MUKPOOPTaHU3MOB, a TaKKe
U3yueHHE MOJIEKYISPHO-ONOIOTHYECKIX MEXAHU3MOB €€ peanu3aluy P HHIYKIHA
COeMHEHUSIMHI OTHOCSIIMXCS K Kiaccy uHTeproauMepHbIx conel (UTIC).

3aaauyM HAYYHO-TeXHHYECKOH POrpaMMBeI:

1. Usydenne peBepcHH  aHTUOMOTHKOPE3UCTEHTHOCTH HA  My3€HHBIX U
KJIMHUYECKHX M30JIATaX PE3UCTEHTHBIX ITaMMAaX MMaTOr€HHBIX MUKPOOPTaHU3MOB IIPH
BO3JIeHICTBIHM IIPOTUBOUH(DEKIIMOHHBIM JieKapcTBeHHBIM cpeacTBoM DPC-1 in vivo;

2. W3y4yeHne MeXaHHW3MOB PEBEPCUN aHTHOMOTHKOPE3MCTEHTHOCTH IUTaMMOB U
M30JIATOB  PE3UCTEHTHBIX IATOT€HHBIX MHMKDOOPIaHM3MOB IPH  BO3JEHCTBUU
IPOTUBOMH(MEKITMOHHBIM JIeKapCTBeHHBIM cpeacTBoM OC-1 1 ApyrumMu XUMHUYSCKUMU
coenunenusMu u3 knacca MIIC Ha K1eTOYHOM ypOBHE.

3. YcraHOBIIEHHE CTPYKTYPBI HacTHIl JieKapcTBeHHoro cpencrtsa ®C u apyrux
XUMU4ecKuX coenuHenud u3 kiacca HWIIC, ompexpenstomuii 3¢ddext peBepcun
AHTUOUOTHUKO-PE3UCTEHTHOCTH.

4. Pa3BUTHE pETMOHANIBHOTO COTPYAHUYECTBA.

5. IloproroBka Kanpos (ceprudukaims, odydeHune, CTa)KUPOBKU, CEMHHAPEI).

HOJIYYEHHBIE PE3YJIBTATBI B XOJIE PEAJIM3ZAIIMNA HAYYHO-
TEXHUYECKOU ITPOI'PAMMBI:

1. I/Isyqelme pP€BEPCHH aHTI/I6HOTHKOPC3HCTCHTHOCTI/I Ha Pe3NCTCHTHLIX

NaTOTeHHbIX ITAMMAax MHKPOOPraHH3MOB npH BO3/ieificTBHHU
npoTHBOMHEKUUOHHBIM JleKapcTBeHHbIM cpeacTBoM ®C-1 in vivo.
VYcTaHoBiI€HO BO3HMKHOBEHME peBepcun qyBCTBUTEJIBHOCTH K

IPOTUBOTYOEPKYJIE3HBIM IIperapaTtaM y KIHHHYECKHX M30JSTOB MHKOOaKTepHi
TyOepKyJie3a MpH BO3JAeUCTBIHM JeKapcTBeHHOro npenaparta @C-1 in vivo.

JlexapcTBeHHOe cpeyictBo PC-1 obnamaeT MpoTUBOTYOEPKYJIE3HOM aKTHBHOCTEHIO
[0 OTHOLIGHHWIO K KIMHUYECKHMM H305ISTaM MHKoOakTepuil TyOepKynesa ¢
MHO>KECTBEHHOU JIeKapCTBEHHOU YCTOMYUBOCTBIO B KOHIICHTPaLUH
0,0070 £ 0,0016 moib/1.

O6Hapy>KeHO CBOWCTBO TIOBBIIIEHHS YyBCTBHTENBHOCTH BO30YIUTENA K
npenapary ®C-1 B mporecce JedeHUs: O0MBHEIX TyOepkynesom ¢ MJIY u cHuxeHue
MUK na 13,7- 24,0 %.
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IIpy poBe/IcHUH SKCIIEPUMEHTa in Vitro 0OHapyKeHa TCHACHIHS K IOBBIIICHHIO
PE3UCTEHTHOCTU MTaMMOB npu KyJIbTUBUPOBAHUHI B IIPUCYTCTBHUH
IPOTUBOTYOepKyIe3HbIX npenapatos. MUK B pesynpTaTe BO3AEHCTBHUS BO3pacTaa B
2-4 paza, Iepexoria MOpor KPUTHIECKON KOHIEHTpPAIUHU, a IITaMMbl CTaHOBHIIVCH
PE3UCTEHTHBIMU K IIperapaTaM.

[To gaHHBIM aHAIN3a MOJUMOPGHBIX HYKIEOTHIOB B FeHOMaX CeKBEHHPOBAaHHBIX
mTaMMoB M. tuberculosis MOXHO HPENIIONOXUTh, YTO IO BIUAHUEM DC-1
IIPOMCXOUT U3MEHEHHE CTPYKTYPBI IOITYJISIIMH.

JledeHne MOpPCKHX CBHHOK, 3apakeHHBIX TyOepkynezom MIIY, ¢ mpuMeHeHHEM
npenapata OC-1 BBI3bIBAIO MONHOE a0aMIIUPOBaHue Yepe3 69 THeH, He3aBUCUMO OT
J03BI MIperapara.

ITpumenenue cosmectHo ¢ IITII nexapctBenHoro cpexcrea PC-1 B jo3e
25 Mmr/kr u ®C-1 B gmoze 4,0 MI/KT y MOPCKHX CBHHOK, 3apa’K€HHBIX
MyJIbTHPE3UCTEHTHBIM IITaMMOM M. tuberculosis, BEI3bIBaET OMHAKOBOE YBEIMICHUC
yposus mpoaykunu UDH-o'B kposu Ha 30 ieHb UCCIeA0BaHUA.

KoMOHHHPOBAaHHOE HCNONB30BaHHe JeKapcTBeHHoro cpexcrtsa @C-1 B
COYETAHWH C AHTHOMOTHKAMM (aMOMIMIIMH W TeHTaMHUIVH) IPUBOIUT K YCHUJICHUIO
npoxykuuud MOH-o 1 UOH-y MOHOHYKIIeapHBIMU KI€TKaMH Tepr(pepruieckoil KpoBH
YeJI0BEKA..

2. MW3yyenHe MeXaHH3MOB peBepcHH  aHTHOMOTHKOPE3HMCTEHTHOCTH
IITAMMOB H H30JSITOB PEe3HCTEHTHBIX MNATOT€HHBIX MHKPOOPraHH3MOB IIpH
BO3AeHCTBHH NPOTHBOMH(EKUHOHHBLIM JieKapcTBeHHbIM cpeacTBom @®C-1 u
APYrHMH XHMHYECKHMH coeHHeHHAMH H3 Kkjaacca UIIC na ki1eTro4HoM ypoBHe.

C Uenplo H3Y4YeHHS BO3MOXHOTO MEXaHH3Ma DPEBEPCHM JIEKapCTBEHHOU
qyBCTBUTENBHOCTH NMPOBEIEH CKPUHUHT HOBOCHHTE3MPOBAaHHBIX cyOcTaniumit R1, R2,
R3, R4 B ombItax in vitro. VicciieioBaHre MUTOTOKCHYHOCTU CyOCTAHIUHA NPOBOIMIN
Ha KyneType kietok MDCK u 611 omnpesenensl 3nadenus LITK .

[TpoBenieH CHHTE3, MONY4YeHbl MOHOKDHCTAJUIBI IIATH COeluHeHud u3 31
(TpUALATH OIHOTO) CUHTE3UPOBAaHHEIX. 1IpoBeIeHHEIN PEHTIEHOCTPYKTYPHBIH aHaIU3
3TUX COENUHEHNH MTOKa3all, YTO BCE OHU SIBJISAIOTCS HOBBIMM COEIMHEHHUSIMH.

3. YcranoBienne CTPYKTYpbl 4YacTHIl JeKapcTBeHHoro cpeacrsa ®C-1 u
APYrHX XuMH4Yeckux coexuHeHnd n3 kimacca MIIC, onpeaensirommii 3¢gdext
peBepcHH AaHTHOHMOTHKOPE3HCTEHTHOCTH.

Beim  OpOBEJEHBl OKCIEPHMEHTHl II0 YCTAaHOBIEHHIO 3aKOHOMEPHOCTEN
IpeBpaIlleHHs] B IMpolecce KHUCIOTHOW KAaTaIMTUYECKOH pPEaKIMh HCXOIHBIX
KapOOTrHAPATOB B COCTaBHBIE KOMIIOHEHTEI JIEKAPCTBEHHBIX IIPEIIapaToB.

Hcronp3ys anropiuTMel porpaMmmuoro obecrnedenus Discovery Studio mposeznen
aHajaM3 CTPYKTyphl Oenka M2 monydeHHbIX MyTaHToB. Ilokazano, 910 CMeHa
AMHUHOKUCITOTE anaHuH B 30 I1IOJOXXEHWM Ha TPEOHUH IIPHBOAUT K yTpare
rugpodoOHON CBA3M MeXIy aMHHOKHCIOTOM M IpenapaToM puMaHTaiuH. Yro, mo
BCel BUAMMOCTH, IIPUBOJNUT K BOZHUKHOBEHHIO YCTOMYMBOCTH K JJAHHOMY IpeTiapary.

PaspaGoran rpaduueckuii wunTepdeiic B Python peanusoBanHbii B
KOMITbIOTepHON mporpamMe RevMod pmnsg anamusa KpUBBIX pOCTa KyJbTyp B
IIPUCYTCTBUH aHTUOMOTHKOB 51 MOJETNPOBAHUS SIBJIEHUSA peBepcun
AHTUOMOTUKOYCTONYUBOCTH.

MeTonoM TNOTEHIIHOMETPHH HM3y4eHO 0Opa3OBaHME KOMIUIEKCOB M arperatoB B
pactBopax ®C-1 nmokazaHo, dYro B HaubOJbLIEH CTEEHM Ha  IIpoLecc

[Conoroif oTuet 0 nestensroctd AQ «HaydHbli UeHTp NPOTHBOMHGEKIMOHHBIX IpenapaTosy 3a 2014 rox 12
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