Jleuenune Tyoepkyaésza macaom HépHoro TMHuHA MATKHX
apa0CKHUX COPTOB

OT14yéT 00 uccaenoBanusax nposoaumbix ®I'bHY LHHUU
TyOepkyaésza (LleHTpajibHBINT HAYYHO-HCCJIEA0BATEAbCKUI
HMHCTUTYT TyOoepkyaésa, 107564, r. Mocksa, Sly3ckan aJjed,
a. 2, mpoe3a 1) mo 3aKa3y U AJ MEKAYHAPOAHOM I'PYINbI
KOMIIAHUH «Arabian Secretsy.
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UccienoBanus nmpoBoauio B TedeHue Bcero 2007 roma crapeminee
POCCHICKOE TOCYIapCTBEHHOE NMPOTHBOTYOCPKYJIE3HOE YUPEKICHHUE
(neiicrByer ¢ 1921 roga) m3Becrnoe B P® u 3a pyoe:xoMm CBOMMM
pyHIAMEHTAJIbHBIMH HCCJICAOBAHUSA B 00J1aCTH  HMMYHOJIOIHH,
MHKPOOHOJIOrMM U naroJoruu TyoepkyJiésa.

B kKauecrBe 00beKTa MCCICI0BAHHSA HAMH ObLIO NPEI0CTABJICHO
MAaCJI0 YEPHOIr0 TMHHA NMEPBOro XOJ0AHOI0 OTKHMA MOJYYEHHOE M3
CEMAH OHOI'0 U3 HEKHBIX MATKHX HCKJIIOYHUTEIHLHO apa0CKHX COPTOB
Yépuoro Imuna.

Ha JaHHBIH MOMEHT HAIONMMH KOMIIAHHSIMH BBIIYCKAETCH HAHHOE
MAacCJI0 JI NpoPHIAKTHKH H JiedyeHus TyoOepkyJés3a B cieayroimx
¢popmax:
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«YTBEPKIAIO»

Hupextop I'Y HHWMWT PAMH
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H3y4yenne cnennduyeckol akTHUBHOCTH OHOJOrHYecKH aKTHBHON no6aBK

(BAH) - «macino 4epHOro TMHMHA» - HA MOJEJH IKCHEPHEMEHTANBHOIO
TyOepKyJjie3a y MplmeH . |
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ilens  HCCJENOBAHMAT  M3YYEHHE  CHELUM(QUYECKOHW  aKTHBHOCTH
OMoNOryMYecKd akTUBHOH no0aBxu (bAJ) - «Macio 4yepHOro TMHHa» - Ha MOJAENH

3KCINEPHMEHTAJIBHOIO TYOepKviie3a y MBIIIeH .

J171s1 BBIIIOJIHEBUA IOCTABJIEHHOHW LIEJIM ONpeAeIeHbl CIENYOIUHE 3aa4H:

. OnpenenuTs IOKa3areilb BBIXKUBAEMOCTH »XUBOTHBIX IIOCJE 3apakeHH
cMepTeNnbHOHR 10308 Mb'T B pasiiMuHbIX 3KCIIEpUMEHTANBHEIX IPYIINIax )KHBOTHBIX.

2. VI3yyuth MHKpOOHMOJIOrMYECKHMH METOZaMH Im VIivo KM In VItro
OaKTEPULMIHYIO ¥ DaKTePHOCTATUYECKYIO aKTHBHOCTE HCCNEIYEMBIX IIPenapaTos.

5. VI3yquTe MOpPQOJIOTHYECKHMH METOJaMU  XapakTep penapaTHBHBIX
IIPOLECCOB B NApEeHXUMATO3HBIX oprafax B  IIpollecce  JICYEHH
OKCIEPHUMEHTAJILHOIO TYDepKyJie3a MEIIIEH MCCIETYEMBIX IPYIIL.
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- MaTepHal/ibl H MeTOAB! HCCAEAOBAHHUS

Onpenenenye CrIeUMOUYECKOH axTusHocTH  "BAJ[" B cucTeMe in VIVO
NPOBOAMIIM Ha caMuax HWHOpemHBIX MbIlled nuHuu CS57BL/6, nmonydeHHBIX W3
BuBapus I'Y LITHMUWUT PAMH. Bec mpnued — 21-22 rpaMma. Meien. 3apaxaliy
BHYTPHUBEHHBIM BBeaeHuem M. fuberculosis wrtamma H37Rv u3 KONNeKiy
nHCTUTYTa [lacTepa (PpaHlLusa) B JlaTEpajlbHYH) XBOCTOBYIO BEHY B JI03€ 10’
KOE. B npenapatuBrreix xkonuugectBax MbBT OpuIM mojiy4eHBl B 1abOpaToOpHu
uMMmyHoresetuxy 'Y ITHWUUT PAMH. Anuxsotsl (1Ma) xpanuns npu — 70°C.
Hna onpenenenust xonuyectBa KOE Muxobakrtepud B IONYYEHHOH CYCHEH3UY
OTOMpaNU aJIUKBOTY, TOTOBHIU CEPHUIO IOCIENOBATENIbHBIX pa3BeleHud U 20 MK
KaXIOOT0 pasBedeHMs IIOMelland B Kamie Ha Yawky Iletpu ¢ arapom [r000.
Jamky KyIbTHBHpOBamH mpu 37°C B TedeHHe 14 CYTOK I ONpeNeneHHs
KOHIeHTpauuu Mb B uHOQHuuUpyroleM Marepuane. s 3apaxeHus Mbllen
AJTMKBOTY Pa3sMOpPaXUBAIM, I[IEPEBOAMIM B (QOCHATHO-OY(DEpHBEIM pacTBOD,
conepxamwmu 0,025% Truna 80 ¥ JOBOIMIH 0O KOHIEHTPALIUH 10" KOE/Mu.

Bce skcnepuMeHTaIEHEIE >KMBOTHBIE OBUIH pa3fieNieHbl - Ha CIeIyIONUe
IPYTITIBL:

I — 3apa)xeHHBIE >XUBOTHBIE, HE IIOJNyJaromue JedeHHs (KOHTPOJb O3Bl
3APAKEHU); . ' '

2 — 3apaXeHHBIE XWBOTHBIE, IIOJYYAlOUIHE  IPOTHUBOTYOEpPKYIIE3HBIN
[IpenapaTrT H30HHAa3yJ B -TedyeHue 1| Mecqgua Ha CIHSOVIONMH - HEHb [oche
HH@;Hqu'OB_aHHﬂ B CTAHIAPTHOU TepaL:eBTquCKoﬁ nose;

3 - 3apaXeHHBIE JKUBOTHELIE, [ONYYAIOIIHe  IPOTHUBOTYOEPKYIE3HBIH
[IperiapaT U30HHa3sH[ B CTAHIAPTHOM TepaneBTHYECKOW A03e U BbAJl B KoJmyecTBe
0,5 MI Ha MBIP B TededHe | Mecsua Ha CIEAYIOMMWA IeHbL II0Cie
UHOQUIHPOBAHMS;

4 — 3apakeHHBIEe >KUBOTHEIE, MNONYYArOIHe H30HHA3WI B CTAHIAPTHOMU
TepaleBTUIeCKOH no3e 1 bAJl B xonmgecTre 0,1 M7 Ha MBIIIE B TeyeHHe 1 Mecsila
Ha CIEXYIOIMUH OeHb IT0Ce HHPUIUPOBAHIS;

> — 3apakKe€HHBIEe XUBOTHEIE, noyyaromme bAJ] B xonmmuectse 0,5 MJI Ha
MBIIIb B T€UEHHE | Mecsla Ha CIeOYIOLIHN I€HE I10CTe HHOUIIHEPOBaHUSA;

Kom4yecTBo »UBOTHEIX B KaXI0H Ipymmne -15 roios.

llpenapater BBODUIM BHYTpHKETYIOYHO, €XXeIHEBHO, B TeyeHue 1 Mecsua,
Ha CIEeAYOUIMM NeHb [IoCHe 3apaxeHus. Ueped 1 Mecsl YacTh XKUBOTHBIX 2,3,4.5
FPYNI BBIBOOMJIM H3 3KCIEPUMEHTa METOAOM LEepPBUKAIBHOM JIHCJIOKaL(HH i
MUKPOOMOJIOrUYECKUX, KMMYHONIOTHMYECKHX U MOPMOJIOTrHYECKHX HCCleN0BAHNH.

Jns oueHku S5OOEKTUBHOCTH MCCIENyeMOro mpenapara OT KaXIoro
PKMBOTHOI'O Opajii KYCOYKHM JIEFKOIO, TIeYeHU U Cesie3eHKU IS IMCTONOIMYECKOro U

LeJIBIM Opral Ijid MUKPOOHOIOrHYECKOTO UCCieOBaHMUS.

.
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NOJOHYECTRO MIKODARTEDHIT B 10V KHY 33PAACHELIN MBI vl 1o i
Ueped b MECHLU rocie HaYaad deyeHug, Jlerxkue FOMOTRHIHPRCRE I B -\
(13O0 HYECKOI0 PacTBOPa, TOTOBHTH CEPii0 | ,r—;q';;:a'er:x Na3BeISHHT HICNOHO
CCNCTICH MM B HIMOIOTHYECKCN  pacTEope H 30  MRA  KEKIOIO PazieicHils
noMewal Ha  yawky [leTpu. NoxpbiTyio arapom  Jodo.  Hawww Tleipn ¢
HOHECCHHBLIMI CVCIIeH3HAMM KISTOK  A8FKOro HHKVOHPOBATHM B Te4eHMe | 8-
auell npuw 37'C. pocle 4ero MnoACYMTHIBAIH  YHCAO KOJOHHH Ha uauine |l
OrNpeaeidsiy KOTHYEeCTBO KOE amuxobakTepHii B A€rkKHN M0 hopmMvIe: N, =IN N
/0.1, riae N— KoaH4ecTBO KOIOHHH B IerKHX.

a9 rUCcTOJIOrHYeCKOro  H3VYeHHs  KYCOUKMW  Jerkerc M o [eHdi:d
dukcupopanx 10% 3adydepeHHbiv  (GOPMATUHOM, 3AKTIOUATH B APt
FOTOBH M THCTOAOIMYECKHUE Cpe3bl, KOTOPbie OKpallMBaild [EeMaTONCHIMHOM i
303UHOM.

HmmyHodepMeHTHRIA aHand3 NpoBOAMAH B  90-TH AYHOUHBIN

niaHWeTax ¢ BbICOKOH cBg3biBarmouleii cnocobrHocThio (Costar, CLUIA).
[InanweTts ancopOuUpoOBany  KOMIUIEKCHBIM  aHTHICHHBIM  NpenaparoM
KyApTypanbHoro  QuabTpaTa  Mycobacterium  tuberculosis  H3TRv 8
KOHUEeHTpauuu 10mkr/ymn B Teueune 18 yacos npu 4°C. [Tocne otmbiky PBS.
conepxamm 0,1% Tween 20, B naaHeTsl BHOCHIM CBIBOPOTKUA MCCASAYEMDIX
KMBOTHBIX B passemenusx 1:100, 1:400, 1:1600, 1:6400. Ilocae wyacopoi]
HHKYyOauuu MW OTMBIBKKM PBS-Tween B niaadHmeTsl 100aBisiin BTOPBIE
aHTHTeNa, Me4YeHBble MNepoKCcHAa3zol . XxpeHa. KIMMYEONEPORCKHIA3HBIE
KOHBIOTaThl, HaIpaBledHble MPOTHB MoarBaneHTHBIX [gG (Sigma, CLIA).
noaknaccos [eGl, [eG2a (ICN, CLUA), IeM 1 IgA mennu (Sigma, CIUA). [loce
HHKyOaLME B TeyeHHMe vaca rarimeTsl oTrMperBaad PBS-Tween 20 B B JVHKHM
BHOCH/IM cyDCTpaT IBETHOMN peaKkliu, COAePAAIUNA LUTPATHRIH OyQep, NepeKHCh
BOAOpOIa M TeTpaMeTi16eH3uanH. [locae uHaKybauMu B TEMHOTE B TedeHMe 13
MUHYT peaxklmio ocTaHaBausanyd 1M ceproil xucioTol. ONTUYECKYIO MI0THOCTE
CYUTBIBAIHM MpU 450 HM.
Kaxaoe pazBeieHye pacCYMTHIBATH Kak CpejHee M0 Ipylie u3 3-X KHBOTHBIX C
VYRTOM OLWMHOKH CpelHero. [HTpbl pacCYMThHIBAH KaK pasBeieHHe. MpH KOTOPOx
ONpeaeiseTCs MUHMMAlbHAA DEAKL}A. a4 PE3VAbTAThl IPEACTABASLAN KaK cpeiHee
[10 rpynne ¢ pasdpocomM B OLLUMOKY CPEeAHETO.

Onpeneiaecnue npoudepaTHBROr0 OTBeTa AHMGOUMTOB [OPOBOAMHIH  HA
NONVAALMK KASTOK celesenkn. OrublTle B cpexe 199( MIIBD PAMH) ¢
1obariennenm 2%  Teasupeli  cbiBOpoTkM.  10mm  HEPES. kaerwu
PECVCHNEHAHPOBAIN B  TNOIHOH HHTATEABHOH c¢peie  Alg  KYJIbTHBHPOBIHIIS
aumpourTos( RPMI — 1640).T1onvyueHBble KACTKY BHOCHAM 110 4 MAH. B AVHKI
24-AVHOUHOMQ [AaHweTa, B 1M IiraTeaAbHOR Cpeabl 1 BHOCHAM B IO/ 101bIT HbIC
ayuki PPD w3 pacuera 20Mka/M. KOHTPOASM CHYKRHIM JAYHKH OC3 QHTHICHA.

~ —1)

KaeTsli KvilbTHBHPpOBAIH 1pi 37 C 5 revenne 48 vacon 8 CO--HURYOQTOPS ¢ 20
COs. na nocnejHue 16 yacor B vk srocuin Tal “H — risigig ¢ viehbnot

e
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PE3YIIBTATEI HCCAENOBAHHS

(OCHOBHBIMH IIOK&3aTENIMH DE3UCTEHTHOCTH KUBOTHOIO K TyOepKynesy
GBASIOTCS  CPOK  BBDKMBAEMOCTH  [0CiHe  HHOULUMPOBAHHS, CIIOCOOHOCTD
KOHTPOJUPOBATEL PA3MHOXKEeHUE MHKOOakTepui B opraHax (TO €CTh KOJIHYECTBO
mukobaktepuii, usMmepsiemoe B KOE) u cTeneHp NaTolOrHYECKHX H3MEHEHHH
NIero4YHOU TKaHU.

Y MBlIEH KOHTPOIHHOH IPYINEL, HE IONY4aBLIMX HHKAKMX [IPErapaTos,
BEDKKMBAEMOCTb. [IOCJIE CMEPTENbHOHR N03bl 3apaxeHus cocTtaBuia 24,2+0,22 nHeu.
MBIy, noay4yaBmyde ToabpKo bAJL B mo3e 0,5Mi/MbIIlIb B TeHeHUE | Mecsgua 1ocie
3apakeHus:, Npoxkuimu 46,4+2.65 gusa, 4To B OBa pas3a Oojplle, yeM MBILIH
KOHTPONBHON TPYIIIEI, OCTAIbHBIE >XHBOTHBIE Ha MOMEHT 3a00s OBUIM JKHBBIL.
JlannEele npencTaBiessl B Tabmuue 1. |

| -

Boisiciigeaemocnib MplUigH HOCNE GHYMPUGCHHOZ0 3APAHCEHIIA
- 4 ) : 7 |
nemaiorou ¢o30u  M.tuberculosis H37Rv 10" KOE

Tabdaupa 1
I pyIIia >KHBOTHEIX | Cpenmee Bpems BEDKHBAEMOCTH
XESD
Konrponsusle s)x@BOoTHEIE (I'p.1) 24,2 0,22
bAJl 0,5 MH/MHLu;(rp.S) R 46,4 2,65 e
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Pe3yaemumel MURKDOOUOA02UEECKOZ0 UCCACOOEAHUA 111 VIVO TIPEACTABIC H b
B TabJyiuue 2. [~

KonuygecTro Bricepaemuix M.fuberculosis H37Rv 13 jerkux MbllueH
B | S
Hepes 1 mecau noce 3apaxkenus B go3e 10° KOE

Tabnuua 2
'pynna ;kHBOTHBIX | KOE na nerxoe
e > - 2 ~ X&SD

KOBTpONBHEIE JKUBOTHBIE 3
(1 rpyma) ) | (395, ) x}O 1
VIzonuasup (2 rpynmna) } (4,3£3,1) x10°
Vzonuasun + BAJ 0,5MI1/MbIIIE L He 06HapyxeHO
Grpymma) ‘ —
W3orsmazun + bAJ 0,1 mi/MeIme He 00HapyxeHo
(4 rpymma) ' .

=

bAJ 0,5 mn/merus (5 rpynma) ] ‘ (Z,_?ﬂj) ‘x10ﬁ7

‘Kax BHOHO M3 TIpHBENEHHBIX JAHHEBIX, depe3z 1 Mecsu 1ocnie
UHQUOPAPOBAHUI y MEIIEH, DOJIy9aBIuwx Toneko BAJ] B TeyeHue Mecsua,
BBICEBAJIOCE HA Z IOPSKAa HIXKE MHUKOOAKTepHH, 9eM y MBIei KOHTPONLHOM
IpYyIOEL. Y MBIned, momydapmux bAJ] COBMECTHO C M30HMA3WIOM, HE32BHCHMO
OT Jo3el bAJl, wMuxobakTepudi B Jerkux oOOHapyxero He OBLIO, HTO

CBHIETENBCTBYET O DaKTEPHOCTATUYECKOM NEHCTBUH IIperapaTa.
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YpoBeHb aHTHMHKOESaKTepHéanLIX auTHTeaA (OonNTHYecKasl NMJAOTHOCTL TIPH
450 um) y muiuielt, 3apaskennsix M. tuberculosis H37Rv yepe3 1 mecsu rocie

HHPHUHDOBAHHS. _
' ' Tadnuua 3
OIT450um  |bes neuenus | M3zouuaszun | Yzonunazun | Mizoguazua | BAJ(0.5)
(KOHTPOJIb) u BAJII(0,5) | u BA(0,1)
M l m | M ' m | M | m M m. | M | m

1gG ,

1:100 0167| 00s8] 0092] 0016|0093 o0026| o196 0037 o088 0,041
| 400 0,094| 0036] 0038 0010 0032~ 0021 0,100| 0,027| 0,036 0,020
[ : 1600 0,044| 0017| 0013| 0,003| 0,011 0,003|0,041*| 0,015 0,009 0,005
1 :6400 0.024| 0,009 0,012 0,002| 0511 0,478{0,015™|  0,004] 0,001]  0.001
Tutp ) 2228| 1219 374 324 719 321|408 M 74| 43 229
15G1 ) ___

1 :100 0,047| 0,010 0,046] 0,006/ 0,047 0,008] 0,036 0,010| 0,011*| 0,006
1:400 0,021] 0005 0032 0009 0020| 0005 0018 0003 0007| 0,003
1 11600 0,005/ 0,002{ 0,012*| 0,006 0005 0,003| 0,009 . 0,004 0,002**| 0,000
1 :6400 0,004/ 0,000{ 0003] 0,000/ 0001 0,009{ 0,002*| 0,000{ 0,001*| 0,001
Tutp 1078]  173| 2559 1063| 545  236] 1196| - 1184 o978 47
19G2a cret> - | f
11 :100 0166 _0011] o184l 0014l 0123] o0036] 0057 0010 0156 0067
1 :400 0111|0008 o110 0007 0,047| 0,013] 0034*|  0011] 00498 0,012
[ 11600 0043| 0011] o0061! oo008] o0021] 0010{0017+ 0010 0,014*|  0,008]
1 : 6400 0,015 0.004{ 0014 0001] 1,032| 0,812] 0,005 0,004] 0,007| 0,001
1 uTp sri8]  2081)  1221]  ssal  308|  1es| 284|  255| o5t 742
IgA B

1 :100 ] 0,303 o,ossl_romw 0,0061 0,088*""* 0,008} 0,055 OtOO?l 0,070*| 0,029
1 :400 0210]  0.024] 0097~ o008 o0069°| 0.008| 0.037*| 00086| 0.048% 0.014
1 : 1600 0,179/ 0,027| 0,090 0,013} 0,064*| 0,015 0,015*] 0,001 0,027*| 0,009
1:6400 0,110|  0,007| 0060 0,010 0,029 0010| 0019*|  0.007| 0063  0.008
LluTp 43203| 28195 9503| 6o40| 8437 2461| 1895]  913| 4200] 2164
1gM - G ”

1 :100 0475 0110| o0267| 0088 0562 0079 0528] 0,133] 0,362 0,370
1:400 | o261] 0100] o0167] 0074] 0330] 0087| 0311 0117 0,148] 0,158
1 11600 0,107| 0,049 0081| 0033| 0,128] 0027| 0143] 0068 0052 0,059
[ : 6400 0,040/ 0.012| 0,034] 0010/ 0,171| 0,108] 0,035 0,026/ 0016 0,015
Turp 1011 406| 1348 586 1512! 272| 2441 2088 359 187
" - pasIMyysg ¢ KOHTPOJIBHOH rpynno# goctosepHsl p<0,001;

** - paznuyyus C KOHTPONBHOHN Ipynnoi goctosepunsl p<0,05.

B
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Kak BMOHO M3 TMPUBEASHHBIX JAHHBIX, TPYMbl KUBOTHBLIX, MONYYaBLUX

H

TepanHio H30HHWasud ¥ DbAJ[ W MOHOTepanuio bAL;~ UMEOT 3HAYHUTENLHO
MEHbIIKE 3Ha4eHUs YPOBHEM aHTUMHUKODAKTEpHAILHBIX aHTUTEN BO = BCEX
 MctienyeMbIX Kjlaccax M camMble BBLICOKHE 3Ha4€HUs THUTPOB TMNpH H3YUYEHHI

OTBETa 10 o0UMM/rnosnkBanedTHeIM 1gG U IgM anTHTE aM .

Takue ke BBHICOKME YDOBHM AaHTUTEN] HaOMIOAATCd M NpH HCCIEN0BAHMH
aHTUTeNnpHOro orsera no noxkiaccam IgG: IgGl, IgG2a, HO yke He
COMNPOBOXIATCY MAaKCHMalbHBIMKA THTPaMH, KOTOpPbIE 0OKa3bIBaKOTCH
HauOONBIIMMHU B IPYyIIax ¢ NPOBOAUBIICHCS XUMUOTEPANMer WM [IpU COYEeTaHUWH
NBYX TEepaneBTHYECKUX IIOAXOHOB. AHAJOrMyHas kKapTHHa HaOMOAaeTcs MpH
WCClIeI0OBAHUU 1gA aHTUTEN. .
Otser IgGZ2a aHTUTEn HMEET SBHO 0o0jiee BBIPAKEHHBIM XapaKTep KakK [0
aBUIHOCTUA (YPOBEHBL aHTUTEN), Tak M IO aP@UHHOCTU (NOoKa3aTend TUTPOB) B
cpaBHeHuH ¢ oTBeTOM Ig(h] anTHUTEN.

[lpy mnuTenpHON XMMHOTEpPAlUH TakK)Ke COXpaHsIeTCs IOBBIIIEHHBIA YPOBEHbB
aptuTesn IgG u IgM  xiaccoB. AHANOMMYHBIA OTBET HaAOIIOAAETCsS IIPH
[IPOTEKTHBHOM OTBeTe Ha L-apabuHoOMaHHAH, OTpa)XxawleM YPOBEHB €ro0
OKCIPECCHH CaMOHM MHKODakTepuenl M HaOpsSMY 3aBUCUT OT 4Yucia
BO3DYnMTENs B OpraHax X03sHHa .

9
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Jinnexce Tpordeparii T-mum(OLHTOB CeJIe3eHKH MbIIlieH , HEDHIHPOBAHHBIX
M.tuberculosis H3 7Ry
.
Yepes 21 nenr mocne 3apaxenud B gose 107.KOE

- Tabauna 4
['pynna :KHBOTHBIX N~ M+ m
KonTtpois — 1 rpymma ' 0,19+ 0,031 "
V30HHA3HL — 2 rpyIia : 0,260,027 |
Wzomwasun + BAJ 0,5 i — 3 rpynma 0,540,034
Wsommasun + BAJL 0,1 vt — 4 rpynma 0,63+0,021
BAJT 0,5 MII — 5 rpymma | 0,31+0,019

¥ - paznuums ¢ KOETPOJIBHOU IpynIod noctosepasl p<0,05.

Kak BHOHO W3 IMPHBEOCHHBIX NAHHBIX, MAKCUMaJIBHBIW HHAEKC IPOIH(pepaluy
T-TUMQOIHTOB Habrogaercs B rpynnéi JKHBOTHEIX,  ITOJXYYaBIIKHX
IPOTHUBOTYOEPKYIE3HEIM IIpenapar H3oruasun Bmecte ¢ bBAJL B mose 0,1 i
IPaKTUIECKH TaKHe € Pe3yIhTaThl H0oKa3ajla rpylila XXUBOTHBIX, [IOIYyYaBIIHX
nsonmasuny ¥ BAJL B mose 0,5 mu. Hexoropas cCympeccust TpOIddepariw
HalIronaercd B IpyIne , OOJNy4YaRmied TONRKO bAJ| M TOIBKO H30HWA3HK , A
HauMEHBIIKE IIOKa3aTeId UMMYHHOIO OTBETa B KOHTPOJBHOH IPYIIIE, TaK Kak
KUBOTHEIE HAXONWIIMCH YK€ B TEDMUHAIILHON CTallAH Pa3sBHTHUs TyOepKyesa.

10
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Hccnea0Banmne Macnd NePHOTo TMHBA B ONBITE ID Vilro
(cornacxo npuxazy M3 PO Ng 109 ot 20.03.2005r.)

LIEJIb - uayuenne OAaKTCPHOCTITHNCCKOR AKTHBHOCTH MAC/13 YCPHOro TMHHA
8 OTHOWICHMK MuEODAXTEPHIt TYOCPKYNE3A KNAHHHYECKOro LWTAMMA,
yyBcTBnTeAbHOro k masectubiv [TTT1 1n vitro.

MATEPHAJIbI U METO/1bI HCCJIEAOBAHHA

[lepea  wavanom  npobupoynoro onwmta MYUT  crepunusosans
asTOXNaBUposarnem npu | atm. B TewcHue 30 mumyT. Macno 4epHOro TMHHA

MIMCHWIO OXPACKY CO CBLTNO- KOPHYHEBOTO 10 TEMHO-KOPHUKHEBOIO OTTCHKA, HO

COXPARHUAO NPO3PANHOCTD-
B ka4ectse Omorectos B pabore Hcnoas3zopanu nabGoparopubiit wTamm

Mycobacterium tubercudosis H37Rv M wiMHMueckHit  (AMKHA)  WITaMM,
BRACACHHNA #3 AMArHOCTAYCCKOro Marepuana OGoabHoro TyDepxynesom,
HaxoAfmerocs Ha nedeny B crauonape LIHUHUT PAMH. Kanruuecxkuil nrmamm

OX3PAKTCPH30BaH B OTHOWEHHH OCHOBHHIX MPOTHBOTYOCPKYNEIHMX Npenapatos
K2X YYBCTBHTC/ALHLIA.

B ociosy paboThi NoNOXEH MPUHLKT COMOCTABNCHHA AAHHBIX 10 H3YHCHHIO
OaxTeprOCTaTHYCCKON AKTHBHOCTMH Macna YepHOrO TMMHA M TPA/MUKOHHO
NPHMCHACMOND B KIHHHKE TyOepKyneaa npenapata nupasuuamna . Kpuruueckas
KOHLUCHTpAUMA, T.€. KOHUCHTPAUMA [Opcnaparod B MNHTATSILAOA cpeac Npu
OfNpEACACHHH NCKZPCTBEHHON HYBCTBHTC/ABHOCTH MHKOOAKTepHiA TyOcpxynesa K
HeMy, coctasnaet 200 mxr/m.

B cootscTcTBMM ¢ NIAHOM HCCACAOBAHHA HA HA9AMTBHOM ITane MNPOBOAMNM
HapauuMpaHne OHOMECCH TeCT-IUTAMMOB, ML 4Hero BHOpaHHbBE KynbTyphl
33CeBadX  HMa  (UIOTHYIO  NHTaTeabHyio cpeay  Jlesenuwrrefina-Mexcena
(MexayHaponsmi crannapt). Yepes 21 neHs #3 BuIpoCUIeR KyNbTYP MOTOBHAH
Cycnemsuio muxobaxTepuft 8 xouuenTpaunn 5x10° Man. Mukpobubix Tea B 1 Ma.
l'otosyo cycnewsmio zacesann (no 0,2 mn) B npobupxu ¢ 2,0 Mn &uaKoil
nuiatenssoft cpeast llixkonsHnxosofl, coaepaxaulenl HUIYNACMBIC COCAUMEHHA B
HCOOXOAMMBIX UIF HCCACAOBAHKA KOHUCHTPALMAX :

MYT or 1000 00 7.8 Mxr/mn

Z - ot 500 no 31,2 mxr/man;

Heobxoammas xoWueHTpauma npenapatoe B8 npobupxax AocTuranacsh
TuTpoBannem (mcToa cepuiiHbix pasecacHufl). B xoMTpoabHbie npodupku, He
CoRepAIUME  MIyNaCMbIE  FIPENApaThi, TAKAXC  3aCEHBANK  CYCNCHIHIO
MAKOOaKTEpHA 8 koMUCHTPaURK Sx10° MAH. MUXKPOOHLIX Ten 8 | Mn.
[locae 14 cytox muxyGaunnu 8 tepmoctare npu 37°C npobupku ¢ xnaxoi
Cpecaoh ueHTpu@yruposany 8 TeucHne | Smuu. npu 3000 0b6/Mun., HANOCAROUNHYIO

EuAKOCTE caneann. (Ocanox 3acesann B Konuvectse 0.2 Ma B aBe NpoOupxm ¢
noTHOR nuTatensson cpeaot Punna-2. Poct muxobaxrepuit Ha naoTuoi cpeace

)
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. yyuThIBanY yepez 14 u 30 1Hei Ky,"IbTIfIBHpOBaHHSi B TepMocTaTe npu 3 /- C.
KoHTpoaeM Cly:Xuny MPpOOUPKHA C TOCEBaMHM TeCT-LUTAMMOB, HE NOABEPIraBILIYXCH
BO3JEHCTBUIO HCCleayeMbIX BEIIECTB. * |

Hanee u3 0,1 mn ocTaBlIerocs ocaaxa FOTOBHIM Ma3Ki M OKPALIMBAH MO
metony Ilune-HunsceHa. B CBf3M ¢ Tem, YyTO Marepuai COAEpKail Macho,
OKpaullBaHHe JKeCTKUM "CTAHAAPTHBIM METOAOM (I1iaMsl FOpPeiKH, MPOMbIBAHHUE B
MPOTOYHOU BOIE) OKa3zajloCh HeNEeWCTBeHHAIM. [ HNaIbHEHLIEro ﬂpO-Be,HEHHﬂ
OKCMIEPUMEHTA HWCMOAB30BaNM IANAUIMH METOX OKPAaCKH. [Toncymupanue I
hUKCalHIO Ma3KOB NpPOBOAMIIM B TEPMOCTaTe, 3aTEM B CYXOXKapOBOM LIKady.
PeareHTbl HAHOCHJIM Ha CTEKJIa C TMOMOIIBI MHUKPOKANENbHHUL, NPOMBIBATHA C
[MTOMOIIBIO MHKPOKATENIbHHULBl U QUIIBTPOBAJILHON OyMaru.

PEIYIIbTATBI UCCJIIEJOBAHVA

MuHumanipHast  OakTepHIHAHAas KOHOeHTpanus IpenaparoB  (MbK)
OIIpEleNsnach Kak KOHIUEHTpalysi, BBI3LIBAOIIAS I[IONHOE IIOJAaBIEHHE pOCTa
MUKODaKTepuil Ha IIOTHOU cpene. bakrepuocratuueckuit sddexr (MUK
MHAHUMANBHAS UHIHOUPYIOIAsT KOHIEHTPALMS ) XapaKTepHU30BaJics yYMEHbIIEHUEM
qHCJIa KOJIOHMH Ha [UTIOTHBIX HUTATEJILHEIX CpelaxX 10 CPaBHEHUIO C KOHTPOJIEM.

B COOTBETCTBHM C IUIAHOM OSKCHEPUMEHTA €XEHEHEIHLHO OCYIIECTBIAICH
[IPOCMOTP IIOCEBOB. .

Uepes 14 mueit Ha Bcex KOHTPOJILHBIX IPOOHMpKax HaOIIOHANOCEH ITOSBIEHME
KOJIOHHH MUKOGaKTepHid, B OIBLITHBIX e NpobHpKaxX pocTa He OTMEYaloch.

Hepez 30 nHel 0T MOMEHTA IIOCEBa Ha KOHTPOJBHBEIX MTpoOHpKax
Habiromancs MaccuBHEIH pocT xomomuid MBT. B mpobupkax, comepxamux Z,
OTMEYAJICS POCT eNuHWYHBIX KonoHud MDbBT npu xoHuexTpauuu npenapara 250
MKI/MJI, TIpH KOHIEHTpamuu 125 MKI/MII | MeHee HaOJFoancs MacCHBHBIM POCT
MHKOOaxTepuH, bonee 100 KOTOHHUIA.

B 5TH xe cpoxu B npobupkax, comepxkammx MUYT, Bo Bcex UCETEIyEMbBIX
KOHIeHTpalmsax pocra kojgosur MbT se Babmonanocs.

OnHako oTcyTrcTBHE pocta KonoHuM MBT Moxker OBITH CBJ3aHO HE C
OaKTEpPHLUIHEIM 3GDEeKTOM, T.e. IOJHOCTHIO pAaspyIIarinM OakTepHalbHbIe
KneTku nercrsyeM MUT, a ¢ tem, 4yTo B npobupxax ¢ XUIKOW ITUTATEINLHOH
CPEIOW Ha TOBEPXHOCTH OOpaz0BBIBAIACHE MacCisHas IUIEHKa, HpensTCTBYIOLIas]
NPOHUKHOBEHHIO KHCIIOPOAa, HEOOXOAUMOTO IS ObIXaHWA MUKoOakTepuH. KHaye
FOBOpS, OaKTepuanbHble KIETKY B OTCYTCTBHH KHCI0pPOJa YTPAaTUIIH CBOW
DOCTOBBIE CBOMCTRA.

s naneredmero n3ydenus nercteus MUYT va MBT Oblniy NpHIrOTOBIEHDI
MasKu H3 o0cagka (CM. BBlIE). baxkTepHOCKONUs Ma3KoB BBISBUJIA HaIHYHE
MHUKOOaKTEpUH BO BceX H3yyaeMmblX KOHUEeHTpauusx MUT, HO B pasiHyHON
CTeTIEHHW MaCCHBHOCTH. lak, Npu NpOCMOTPE MAaKOB U3 NPOOMPOK, COOEpKalLHX
MHYT B xonuentpauuu 1000,0 u 500,0 Mxr/mna, oOHapyXeHbl eIUHWHUHBIE
MHKODaKTepHKU BO BCeM npenapaTe, npd kKoHueHtpauuu MUYT pasnod 250,0

MKI/mMi1  — 10-20 wmuxobakrepudt B npemnaparte. Jlanee npu yMEHbLIEHHH
KOHUeHTpanui MUYT obHapyxeHo no 50 1 Oonee MUKOOAKTEPUH B NOJIE 3pEeHMS.

LE
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BakTepHOCKONHYEeCKoe MWCCAeJOBAHME  BBIABHIO B JaHHOM  OIBITE
COXpaHEHHE vy  MuUKOOakTepuii  TvOepkynesa. THHKTOPHAIBHBEIX - CBOHCTB -
(crTOCOOHOCTL BOCIIPHHHMATE OKpallliBaHKe), M, ClefOBaTelbHO, COXpaHeHHe B
HOPMAJIbHOM COCTOSIHUU KII€TOYHOH OOOMOUYKY. B

| PesyapTaThl KyIbTYypalbHOTO H OaKTEpHOCKOMHUYECKOrO HCClIe0BaHUs
NpeiacTaBiaeHbl B Tabnulax 5 4 6.

BLIBON: . .

HccinemyeMoe BeIIECTBO - MAaclo YEpPHOTO TMHMHA - OKa3blBaeT Ha

MUKODAKTepuu TyOepKyne3a O0akTepHOCTaTHYECKOE JEUCTBHE IIPH BBICOKOF
KOHLIEHTpAIIUH IIperiapaTa B MUTaTebHOH cpene, paBHoH 250-500 mMxr/mir.

Tatnhuna >

Pe3ynesmamsi KylemypaipsH020 UCCIE006AHUA 0EUCHIBUA
macna yeprezo mmuna Ha M. tuberculosis

] ] H37Rv KﬁHHmquﬁﬁ HIT;TaMMF |
MBK MUK MBK | MUK
MKI/JI MKT/MIT MKT/MJI MKI/MJT
MUT | ) e * — - S ‘ = e
iz | 250,0 125,0 ~375,0 | 250,0
KowTp. 1000 L Jelhlogn W |
Tabaupa 6
Pe3ynomamst 0QKmMEP HOCKORUUECKOZ0 HCCAe008ARUA Oeliceus
Mmacna ueprozo mmuna Ha M. tuberculosis
B J H37Ry - KiMHuYecKuH mraMM |
MBK MUK MBK MUK |
 MKI/JI MKI/MJT MKI/MJT - Mkr/mn
MUT | — 500,0 | e >00,0
Z | 250,0 125,0 375,0 250,0
Komtp. | 1000 : 100

— = i
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Pe3yabTaThl FTHCTOJIOTHYECKOr0 HCCIeJOBAH A

[Tpu BuyTpuBeHHoM Beefenuy MBT y Mbluiell pa3sBiBaeTCs 3KCCyNIaTHBHO-
HEKPOTHYECKHH BOCIANHTEIBHBIH IPOLIECE, MOPAKAIOWIMH Pa3iHdHbe
apeHxuMaTo3Hble opradbl. Heneyennrie xxuBoTHbIe (1 rpymnna) norubarT o1
reHepann30oBaHHOIo Tybepkyesa depes 1 mecan. K MoMeHTy rubeny B JIErKUX U
neyeHH HabNoNaeTCs TONHOKPOBHE, ClIADK 3PHTPOLHUTOB, B KPOBEHOCHBIX
cocyziax KpyITHOIO ¥ CpeIHero Kanubpa BeIIBISIOTCS HOHBIE U 3pefible OPMBI
ITHJIL Bokxpyr cocynoB GOpMHUPYIOTCSI KJI€TOYHBIE UHPUIBTPAThI, COCTOSIIME U3
MOHO- ¥ IOJIMHYKJI€apOB; KOJIUYECTBO IIOCIEIHUX BAPEUPYET B 3aBUCUMOCTHU OT
BEIPOXKEHHOCTU NECTPYKTUBHEIX U3MEHEHUN NapEeHXUMBI.

OcobeHHO KpYIIHBIE [THEBMOHHYECKUE (QOKYChHl (DOPMHUDPYIOTCS B JIETKHX;
Hapany ¢ MakpodaraMu i JTHEMQOLMTaMH B Mx cocTaBe ompenensiores [THJI B
[IOTPAHUYHON C OYaraMu IIapeHX¥MMeE aJIbBEOJIbI YacTUYHO HJIM [OJHOCTBIO
3aITONHEHE] OTeYHOM >XUIKOCTRIO, COIepIKalliel KIeTOUHBIH NETPUT, B TOM YHCIIe
(parMeHTEl pa3pyLICHHBIX JeUKouuToB. OO0pamiaroT BHUMAaHHE CKOIUICHMUA
ANBBECONSAPHBIX Makpo(daroB, KOTOPBIE Ha& THCTOJOTHYECKUX Cpe3ax HMEFOT
IPO3PavYHYI0 IEHUCTYIO ILMTOINIa3My, a Ha IIONYyTOHKMX — 3eleHyr, H3-3a
MHOTOYHCIIEHHBIX I'PaHyJl HEUTPAIBLHEIX JUIIUIOB. Cpeli 9THX BKJIIOYEHHH B DAL
Ciry4aeB BHAHEI cKomlenus Mb1. MexansBeonspHsle TIeperopoaKy YTOJIICHBI 32
CYeT MHTEPCTHIIHANEHOI0 OTeKa U HHQMILTPAUNH TUMQOUTHO-TUCTHOLU TaPHBIMHU
3]IEMEHTaMH. B pacIMUpeHHEX TeTISX KalWUITPHONR CETH ONpPENesItOTCS MOHO- U
[OJIMHYKJI€apEl, CIaIDK SPUTPOLIUTOR.

. Muorue ansBeonoumTel Il THma MMEOT KpyIHBIE pa3sMephl, COIepIKarT
XOpPOIIO BRIPAXKEHHBIE CEKPETOPHEIE MPaHyJIbl. 1Ipy OKpalIMBaHU# TOIYUIUHOBEIM
CUHUM KX (OCHOIUIHUIHOE CONEPXKUMOE [aeT MeTaXxpoMasHio, Npuobperaer
XapaKTEPHBIN KpPAacHBIM OTTEHOK. 3HAYUTEIBHOE KOJHUYECTBO (MOCHOIJBANTHIHBIX
BKIIXOYEHUM OIIpEeNesseTCs B allUKAJIbHOW LIMTOILIa3Me KJIETOK, YTO YKa3bIBaeT Ha
aKTHBHYIO, KOMIIEHCAIIMOHHYIO, BBEIPAOOTKY cypdaxTaHTa B 3THX 30HaX. Ha
[IOBEPXHOCTH  SUUTEIHAIBLHOW  BBICTHWIIKM  PACIOararoTCs  albBeOISIPHBIC
Makpodary, conepKaiiye B IUTOILIa3Me aHAJOTUYHEE BKIIOUeHUs. JacTh KIIETOK
MMEET NPU3HAKY JeCTPYKIMH KM IIOJHOCTBIO Pa3pylieHEY0 LHUATOIIa3My. Paaom
C TAKUMH MaKpo@araMu yacto pacnosiararorcs [THJL

B 1meyeHM HeJIeUEHHBIX MBIMIEH, I[IOMUMO 3KCCYNAaTHUBHOM peakLMHy,
(DOPMHDOBaHUS MEePUBACKYIIPHBIX HHOUIBTPATOB, oOpalllaeT BHUMaHUE Pa3sBUTHE
TUCTPOMUYECKUX HM3MEHEHUH remaTolrTOB. KUIEeTKH NeYeHOUHBIX OanoK MMEFOT
IPOCBETIIEHHYIO BAaKYONM3MPOBAHHYIO IIMTOIIA3MY, dacTO C NpH3HAKaMU
NECTPYKLHMU. B 30Hax Hexposa onpenenstorces [

B NerKkux, 1e4eHu 1 CeJe3€HKE KUBOTHBIX 5-0H IPyNIbl, NOJYy4aBLIHX
TONbKO bA J{, HabnrogaeTcs NoJIHOKPOBUE, CIIaK 3PUTPOLIMTOR, B KPOBEHOCHLIX
COCynax CpenHero 4 KpyrnHoro Kanubdpa BIABISIOTCS IOHBIE U 3DeJible (OPMBI
[TAJI. Kak v B KOHTpONLHOH I'PyTIIie, BOKPYT COCYn0B (POPMUPYIOTCS KIIETOYHBIE
WHQHUITPATBI, COCTOSLLNE U3 MOHO - U HOHHHyKHeapOB KOJIMYECTBO MOCHEeAHNX

JAra¥
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BaPLUPYET B 3aBHCHMOCTH OT ERIPAKEHHOCTH JeCTPYKTHBHBIX H3MEHEHMI!
NapeHXHMBI,. .

OcobeHHO KpYyIIHbIE MHEBMOHHYECKE POKYChl POPMUPYHOTCS B JIEFKUX, 1€
OHM pacIloiararoTcsi NepuOpoHXHalbHO W MEePHUBACKYIIpHO. B HX cocTtape Hapany
¢ 'Makpo@aramMu paziH4YHOMN CTeleHH 3PejoCTH, onpenensarorces 1 1J1, B Tom yucne
B.CTaAWU OECTPYKLUMH. B morpaHuyHON ¢ 0O4aramMu napedxume ajlbBeOoJbl YaCTHIHO
MY NTOJTHOCTEIO 3aII0JIHEHBI 3KCCYIATOM, COAEPKALIIHMM KIETOYHEIM NETPHT.
MexaneBeOoJIipHbIE IIePeropoaky yTOJLUIEHB! 3a CUET HHTEPCTULHAIEHOI'O OTEKA H
HHQUIBTPAUK MOHOHYKJIEAPDHBIMHI 3J1eMEHTaMU. B paclIMpeHHBIX NEeTIAX
KalUJIIPHON CETU ONPEHEeNIfOTCA MOHO - U IOJMHYKIIEAPE], CJIaIK SPUTPOLIUTOB.
B nevyenu mMpIlien S5-i rpymikl, aHaJIOrMYHO KOHTPOJIBLHOU FpYyIIIe, ITOMUMO -
BLIPOKEHHON 3KCCYNATHBHOM peakiluy, NepUBaCKyISPHEIX HHPHUIETPATOB,
obpaliaeT BHUMAaHHUE Pa3BUTUE JUCTPOPUUECKUX U3MEHEHUH MeNaTOLIUTOB.
KileTku rmedyeHOUYHBIX 6allOK UMEFOT [IPOCBETIIEHHYIO BAKYOIH3HPOBAHHYIO
- HMTOILIA3MY, HHOIrJa C MpU3HaKaMy NeCTPYKIMU. B 30Hax HeKpo3a Tarkxe
onpepnensiroTes 1AL

B cenesenxe oTMegaeTcs rHIepTpodus GOUIHMKYIIOB; MEXKITY HHMU
ONpeEeFOTCA MOHOHYKIIeapHble HHOMWIBTPATE HHOTAA ¢ npuMechro 15T

Y SKWBOTHEIX 2- OM I'PYIIIIBL, IOTydaBIINX H30HHA3K, HaOII01aeTCs
[IPAKTUYECKH IIOJIHOE BOCCTAHOBJIEHHUE BO3YIIHOCTH JIETOYHOU ITapeHXUMEL.
AJIBBEOJIBI XOPOIIO PACIPAaBIIEeHE, BHYTPHATBBEOIIPHOE IPOCTPAHCTBO HE
COMEPIKHUT MaKpodharu Wity Ipyrue KiieTOYHEIe SJIeMEeHThI BOCTIATEHHS.
[TeBMOHUYecKre GOKYCEL B TETOYHOH TKAHK HE OIIpeelIIoTcs. BMmecTe ¢ TeM,
MPOMHIIH KPOBEHOCHBIX COCYIOB K KAIMWIISIPHAsL CETH OCTAFOTCS PACIIHPEHHEIMU,
MEeCTaMH¥ C NpH3HaxaMy TpoMboobpazopaHus. B cocTare mMIOTHON
SPUTPOLMTAPHON MaccChl BRIIBILIOTCS [ 151, OcobeHHO OTYETIIMBO OHU
OIIPELEIIFOTCS B ETILIX PACUIHPEHHEIX KAlWUISPOB MEXAIBBEOJIIPHEBIX
[IEPErOPOMIOK, YTO CBHAETENLCTBYET O coxpaHeHud MbBT unu ux usMeHeBHbBIX
HOPM B KPDOBEHOCHOM PYCIIE 3THUX XKHUBOTHBIX. OUEBHIHO, IIO3TOMY
MEXaJIBbBEOJLIPHBIE NEPETOPOIKY B OTAENBHBIX YIACTKaX IIapPEHXUMEl OCTAr0TCS
YTOJNIIEHHBIMA, UMEFOT IPHU3HAKHM 0TeKa, HeOOIbIIONH HHPUIIBTPallUY
UM OHTHO—THCTHOLUTAPHEIMH d1eMeHTaMu. CyOIIIeBpanbHO BEIABISIOTCH
OYary JUCTeJIeKTa3a.

B negyenu necTpyKTHBHLIE H3MEHEHUA TelIaTOLMTOB ¥ MBIIIEH 2-0H Ipymilbl
BBIDAXKEHEI B 3HAYHUTENbHO MEHbLIEH CTETICHH, YeM Y XKUBOTHBIX 5-OUW I'PYIIIbI; B
[IePUIIOPTAIIBHOMN 30HE OPeHendOTCs HeOobpluue KIeTOUYHbIE HHPUIBTPaTh],
copepxxarue enuHugHble 11511

['mnepTpodust GONIHKYII BEIpa)XeHa B MEHbLIEH CTEIEHH, MECTAMH
COXPaHSIOTCS HEOOIBIINE MOHORYKIIeapHble HHDUIBTPATEHI.

AHAJIIOTHYHOE COCTOSIHHE IIapeHXHUMATO3HAIX OPraHOB HaOIIONaeTCsl Y MbILLIeH,
nomy4daBluny u3oHuasun u bAJl [Ipu 3ToM B ierkux Melnien 4-y rpynnel,
nonyyaBmux bA/Jl B xonuyectre 0,1 MI/MBIIUB, paclIMpeHue KPOBEHOCHBIX
COCYNOB U KalUJJIAPOB MEXaJIbBEOJISIPHBIX MEPErOpOJLOK BRIPAXKEHO B MEHBIUEH
CTelIeHH, YeM B 3-U rpymme. Kpome Toro, y s KkMBOTHBIX, Noay4yaBIux bA J]
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0, I Mu/MBIUIE, MOHOHYKJIEaphl W [ TS1J] BRISBISIH B KPOBEHOCHOH CETH
3HAYUTEILHO PEXKe, YeM B OCTaJIbHBIX TEPANeBTHYECKHUX I'PYIIIax. |

Y )KUBOTHBIX 3-M Irpyinsl, noidyyasmux bAJl 0,5M11/MBIIIE COBMECTHO C
W30HUA3KUIOM, HaOIFOOaNy JJOKaNbHbIH BEIXOI SPHTPOILIMTOB BO
BHYTPHAILBEOJSIPHOE MMPOCTPAHCTBO, YTO YKa3blBaeT Ha BO3MOXKHOE TOBLIILICHHE
IPOHULAEMOCTH BO3LYIIHO-KPOBSIHOI0 6aphepa 1o BIUSHHUEM 3TOU |
KOHLEHTpallMy IperiapaTta. BMecTe ¢ TeM B IEYEeHH U CEJIE3€HKE 3THUX XXUBOTHBIX
He OTMEYEHO KaKUX-TU00 U3MEHEHUH M0 CPaBHEHHUIO C 4-1 IPYIHIOHN.

BBIBOJIbI

1. YcranosneH Oaxkrepuoctatuaeckuit abdext BAJ| - Macna yepHOro
TMUHA - Ha MbT B cpaBHEHUU ¢ TpaguIIHOHHEO NPUMEHIEMBIMH
IPOTHBOTYOEPKYJIE€3HEIMH IperapaTaMy in Vitro.

2. AstoknaBmpoBanve BAJ| — Macio UYepHOro TMHHA - HE CHIDKAaeT
6akrepuocraTEgeckoro sddexra va MBT upu ucciiefosasuy in Vitro.

3. IlepopansBOe BBeieHMe BAJI — Macimo 9epHOro TMHHA - B JO3€
0,5MI1/MBIITE  YBENHIHUBAIIO CPEIHUN CPOK JXKH3HU MBIIIEH C 3KCIEPHAMEHRTANLHEIM
TyOEepKyIe30M IO CPaBHEHHIO C KOHTPOJIBHOMR IPYIIION »XHUBOTHEIX B J[Ba pa3a.

4. Monotepamusa bAJ] — Macino gepHoro TMHHa — B T€9eHHE | Mecsua Ha
MOJIENIM SKCIICPHUMEHTANIBHOI0 TyOepKyjie3a Mbled YMEHBIIAIO0 KOJHYIECTBO
BEICETHHEIX MbT H3 Ierkux 1o cpaBHEHMIO ¢ XXHBOTHBIMH KOHTPOJBHOM IPYIIIIEL
B 100 pas.

5. Beenenwe BLAJl B cxeMy CTaHNapTHOM XHMHOTEpPAIHMM MBIIEH C
SKCHEPHMEHTABHEIM TYOEpDKYJIe30M YMEHBIIAEeT KOJHMIECTBO BBEICEBAEMBIX
mukobakTepur B - 1000 pa3, 49ro cCBHAETENLCTBYET O MOTEHIHPOBAHWUH

IPOTUBOTYOepKyne3Horo jeiictBus BAJI B co4eTaHMH CO CTAHNAPTHOM
IPOTHBOTYOEPKYJIE3HOM Tepanuex.

6. Beemenme BAJ| B cxeMy craHpapTHOM crHenudHYecKodl Teparuu
[I0Ka3aJl0 [OJIOXUTEIbHOE BIHIHME Ha IIPOLIECChl BOCCTAHOBIEHUS CTPYKTYPHL

JIETKUX Y SKCIEPHMEHTANBHBIX MBIIIEH 110 CPABHEHHMIO C KOHTPOJIBHON IPYIIIION.
7. Y CTaHOBJIEHO IIONOXHUTeNbHOE BIKsgHue BA ] — Maciio 4epHOro TMHUHA- B

COYETaHWH C IPOTHBOTYOEpKyJe3HOM XuMuoTepanuell Ha cocrosuue T- u B —
KJIETOYHOI'O 3BEHHEB HMMYHHTETA.

' 6
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SAKJIOYEHHAE

VcTanoBneHHsd GakreproctatHueckuit 3pdexT BAJ[ — Mmacio YEePHOTO
‘"TMHHa — Ha MDbT y MBImen ¢ 3KCIepUMEHTaNbHBIM . TYOEpKyIe30M, KOTOPBIH
IIOTEHIIUPOBAJICS IIpU BBeAeHUN  DbAJI B CXEMY CTaHJapTHOM
IPOTHBOTYOEPKYNIE3HON Tepaluy, 9TO MONTBEPKOAETCS U HMMYHOJIOIHMYECKUMH
HCCIIENOBAHUAMH, TpeOyeT NanbHEHINX 3KCIePUMEHTANLHBIX UCCIEIOBAHUN I
pemenys Bolpoca o perucrpauuu bAJ] — Macio yepHOro TMHHA — B KayecTBe
HOBOTI'O IIPOTUBOTYOEPKYJIE€3HOI0 Ipernapara.
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DEPEYEHB VCIOBHBIX COKPAIIEHWI:

BAJ[ — OHoIOrHYecKy akTHBHAL J00aBKa

MBEBT - MukobakTepun Tybepkynesa

MBK - MEHHEMATBHAST OaKTePUIIUIHAS KOHIEHTPaLlis
MUK - MEHAMAJIbHAS HHTHOUPYOWAas KOHIEHTPAITHS
KOE - xo10oHHeOoOpa3yrolliue eJUHNALB]

ITTTI - npoTHBOTYOEPKYJIE3HEBIE IPENapaTE]

Z - IHpa3sUHaAMU]]

MUYT - Maciio 4YepHOTO TMHHA

[T5J] —mommMop@HOSIEPHEIE TEHKOIMTH]

CCX — cpenHuil CPOK XU3HHU
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CIIACOK HCHOJHUTEIAEU

Iemuxosa O.B. a.M.H. — pykopomutens TeMbl  (C Jj p, £24/5

Boyapora IM.B. x.6.H. — OTBETCTBEHHBINA UCIOIHUATENE .éé;z/@/[w
¢

[IocnienoB JI.E. 10.0.H.— HCIONIHHUTEND

Jlemexa JL.H. n.M.H. - HCIIOJTHHTENE W

Mapteraosa JLIL K.0.H. — HCIOTHUTEND /&uﬁ?

Apmierko B.I'. K.0.H. — HCIIOJHHUTEIE

Kognparsesa E.B. x.6.H. — HCIIOTHATEE

WWW.ARABIANSECRETS.RU e WWW.ARABIANSECRETS.COM gt



	01
	02
	03
	04
	05
	06
	07
	08
	09
	10
	11
	12
	13
	14
	15
	16
	17
	18
	19
	20
	21

