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AnHotanusi. Beeoenue. PecriuparopHele MH(EKIUH SBISIOTCS OJHOHW M3 Hanbojee pacrnpocTpaHEHHBIX
Y COIMAILHO 3HAYMMBIX TPYII 3a0oseBaHuii. B cBs3u ¢ orpaHnueHHON 3 PEKTUBHOCTHIO TPAJIUIIMOHHOMN aHTH-
OakTepuaIbHOW Teparuy, OCOOCHHO Y MAaIMEeHTOB C HApYIICHHSIMH UMMYHHTETa, BO3HHKAET HEOOXOIMMOCTD
pa3paboTKN HOBBHIX IPENapaToB, CIIOCOOHBIX YCHIIMBATh BPOXKIEHHBIM HMMYHHBIH OTBeT. OOHUM U3 IEpCIeK-
TUBHBIX TTIOJXOJIOB ABIISICTCS MCIOJIH30BAHUE IIPEMApaToOB HA OCHOBE AHTHTCHOB YCIOBHO-TIATOTCHHBIX OAKTEPHi
U MOIYJISIIIAA BPOKIEHHOTO IMMYHHUTETA, a TaK)Ke 000CHOBaHME 3(PPEKTUBHBIX CIIOCOOOB UX nOcTaBKu. I]ens
uccnedosanua. OICHUTH AJUIEPTU3UpYIOIIee ACHCTBUE KaK ONWH M3 MOKa3arenel 0e30MacHOCTH aHTHTCHHOTO
KOMILIEKCa yCIOBHO-TIATOTCHHBIX OaKTEPHiA, COACPIKAIIEro MyKOAIATre3UBHBI areHT ¢ MMMYHOCTHMYIIHPYIOIH-
MU cBoHcTBaMU. Mamepuanst u memoost ucciedosanusn. OOEKTOM UCCICIOBAHUS SABIISUICA KOMIUICKC aHTUTE-
HoB K. pneumoniae, E. coli, P. vulgaris, S. aureus ¢ mo6aBnennemM comonumepa 2-MeTiI-5-BuHUIIHpUHA 1 N-
BUHIITUPPOIMUIOHA THIpoXJIopuaa (mpenapat). [ olleHKH THIepuyBCTBUTEIHLHOCTH 3aMEIJICHHOTO THIIA HC-
nonb3oBaiu 30 mpimeid tuaun CBA (15 camioB u 15 camok) maccoit 20—22 1. JKUBOTHBIX paHJOMH3UPOBAIIH T10
Macce U pa3Ieiuin Ha Tpu rpymmsl o 10 ocobeit. [Ipenapar BBOAMIM MTOJKOKHO B 103aX 3 MKI/KT (TepamneBTH-
yeckas qo3a) win 30 mkr/kr (10-kpaTHas 103a) B CMeCH C MOJIHBIM aabloBaHTOM DpeiiHaa, KOHTPOJIbHAs TpyIIa
moJyvaia (pU3HONIOTHICCKUN PacTBOP C agbloBaHTOM. Uepe3 5 mHeH BBOAWIM Ipemapar B MOAYIICUKY 3aTHEH
JIaTbl, peakuio OIICHUBAIN 110 U3MEHEHHIO MacCHI Jiamn depe3 48—72 yaca. [{ng m3ydeHns peakuu oOIieii aHa-
¢mmakcnn ucmons3oBain 30 MOpcKkUX cBHHOK (1o 15 camioB 1 camok) Maccoit 250—-300 r. JKuBOTHBIX pa3meinn-
7 Ha TpH Tpymsl o 10 ocobei. [lepByro 103y mpemnapaTta BBOAWIH IIOAKOXKHO, BTOPYIO U TPETBIO — BHYTPH-
MBIIICYHO C MHTEPBAJIOM B | neHb. J03bI COOTBETCTBOBANN 3 MKI/KT MK 30 MKT/KT, KOHTPOJIbHAS TPYIIIIA MOITY-
yana (usunonorndeckuit pactsop. Ha 14-ii meHp BBOAWIN BHYTPUCEPIACTHO pa3peIlalonIyio 103y, PABHYIO CyM-
MapHO# CeHCHOUTU3UpyIoliei no3e. IHTEeHCHBHOCTD aHA(pUIAKTHYECKOTO II0Ka oleHuBanu mo mkane Weigle.
Pezynomamut u ux oocysycoenue. Ilpy BBEIeHUH TEPaNeBTHUECKON 03Bl MIpemapaTa MbIliaM He HaOIoaaIoch
MPHU3HAKOB aJUIEPTU3aI[MM — COOTHOIIEHHWE MAacChl M OT€YHOCTH JIall He OTIMYanoch oT KoHTpousa. [Ipu 10-
KPaTHOM J103€ OTMEUEHO CTaTHCTHUYECKH 3HAYMMOE YBEJIIMYEHHE MACChl M OTEYHOCTH OIBITHOMN JaIbl, YTO MOTJIO
OBITH CBA3aHO C MPUCYTCTBHEM JIMIIONOJINCAXAPUIOB B aHTUT'€HAX I'PaMOTPULIATEIIFHBIX OaKTepHidl. Y MOPCKUX
CBHHOK aHa(uiakTHieckas peakuust mo tmkame Weigle orcyrcTBoBama Bo Becex rpymmax. IIpu 3ToM BBemeHue
JIECSITUKPATHOM J03BI COTPOBOXKIAIOCH HE3HAUYNTEIFHBIM TOBBIIIICHHEM PEKTaIbHON TeMIepaTyphl, MpeInoio-
JKUTEIBHO 3a CYET YBEIMYCHHOTO COJCPXKAHUS JIMIIOMOJIMCAXapUIOB, M HE PACICHHWBAIOCH KaK IPOSBICHUE
aHA(HUIAKTHYCCKON peakIiu. JaKarouenue. V3ydaeMplil mpenapar He IpOsBILLI AJUICPTH3UPYOMETro SHCTBUSL
MY BBEICHUU B TEPAIIEBTUYECKOH 1103€, YTO CBUACTEIBCTBYET O €r0 MOTCHIHAILHOW OS30MACHOCTH MPH BO3-
MOKHOM KIIHHUYECKOM ITPHMCHCHHH.

KnrodeBble c10Ba: yCIOBHO-TTATOT€HHbIE OaKTEpHH, aHTUTEHHbIE KOMITIEKCHI, aJllepre3upyroliee IeiCTBHE

ASSESSMENT OF THE ALLERGENIC ACTIVITY OF A COMPLEX OF ANTIGENS FROM OP-
PORTUNISTIC BACTERIA

N.G. SIDOROV", N.A. MIKHAYLOVA", A.\V. SOLDATENKOVA®", E.V. KUDRYAVTSEVA™,
V.V. GUREEV"™

“Federal State Budgetary Scientific Institution “I.I. Mechnikov Research Institute of Vaccines and Sera”
5A Maly Kazenny Lane, Moscow, 105064, Russia
“Federal State Budgetary Institution “E.I. Chazov National Medical Research Center of Cardiology” of the
Ministry of Health of Russia, 15a Akademik Chazov Street, Moscow, 121552, Russia

Abstract. Introduction. Respiratory infections are among the most common and socially significant
groups of diseases. Due to the limited effectiveness of conventional antibacterial therapy, particularly in patients
with impaired immunity, there is a need to develop new agents capable of enhancing the innate immune re-
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sponse. One promising approach involves the use of preparations based on antigens of opportunistic bacteria to
modulate innate immunity, as well as the justification of effective delivery methods. The aim of the study is to
evaluate the allergenic effect as one of the safety indicators of an antigen complex of opportunistic bacteria con-
taining a mucoadhesive agent with immunostimulatory properties. Materials and methods. The object of the
study was a complex of antigens from K. pneumoniae, E. coli, P. vulgaris, and S. aureus with the addition of a
copolymer of 2-methyl-5-vinylpyridine and N-vinylpyrrolidone hydrochloride (the preparation). Delayed-type
hypersensitivity was assessed using 30 CBA mice (15 males and 15 females) weighing 20-22 g. Animals were
randomized by weight and divided into three groups of 10. The preparation was administered subcutaneously at
doses of 3 pg/kg (therapeutic dose) or 30 pg/kg (10-fold dose) mixed with complete Freund’s adjuvant; the con-
trol group received saline with adjuvant. After 5 days, the preparation was injected into the hind paw pad, and
the reaction was assessed by the change in paw mass after 48—72 hours. To study the general anaphylaxis re-
sponse, 30 guinea pigs (15 males and 15 females) weighing 250-300 g were used. Animals were divided into
three groups of 10. The first dose of the preparation was administered subcutaneously, and the second and third
doses intramuscularly at 1-day intervals. Doses were 3 ng/kg or 30 pg/kg; the control group received saline. On
day 14, a resolving dose equal to the total sensitizing dose was administered intracardially. The severity of ana-
phylactic shock was assessed using the Weigle scale. Results and discussion. Administration of the therapeutic
dose to mice did not induce signs of allergenicity—the ratio of paw mass and edema did not differ from the con-
trol. At the 10-fold dose, a statistically significant increase in paw mass and edema was observed, which may
have been associated with the presence of lipopolysaccharides in antigens of Gram-negative bacteria. In guinea
pigs, no anaphylactic reaction was observed by the Weigle scale in any group. Administration of the 10-fold dose
was accompanied by a slight increase in rectal temperature, presumably due to the higher lipopolysaccharide
content, and was not considered an anaphylactic response. Conclusion. The studied preparation did not exhibit
allergenic effects when administered at the therapeutic dose, indicating its potential safety for possible clinical
application.
Keywords: opportunistic bacteria, antigen complexes, allergenic effect

Beenenue. PecrimpaTopHble MH()EKINHM TPOAOIDKAIOT OCTABATHCS OJHUMH W3 HanbOoJee pacrpocTpaHEH-
HBIX ¥ COIIMAJIILHO 3HAYMMBIX 3a001€BaHUH, OTIMYAIONINXCS BEICOKIMH YPOBHSMH 3200JIEBAEMOCTH 1 JIETATIBHO-
ctu. Hapsany c BHpYCHBIMH areHTaMu, BaXXHYIO POJIb B 3THOJIOTMHM JAaHHBIX WMH(EKIUH HIParoT yCIOBHO-
MaTOTEHHBIE MHUKPOOPTAaHU3MBI, XapaKTepU3YIOIINecs IIMPOKOH PacIpOCTPaHEHHOCTHIO M BUIOBEIM Pa3HOOOpa-
3ueM [2, 4, 5]. [IpumeHsieMble Ha CETONHANTHUNA €Hh aHTHOAKTEPHAJIbHBIC CPEICTBA 3a4acTYIO OKa3BIBAIOTCS
HEJIOCTaTOYHO 3(PPEKTUBHBIMU, OCOOCHHO Y JIUI C OCJIa0JIEeHHBIM UMMYHUTETOM. JlOMOIHUTENBHYIO TPOOIeMy
COCTaBJISET POCT AHTUOMOTHKOPE3UCTEHTHOCTH Cpeid OaKTepHAIbHBIX BO30YAMTENEH, YTO CYLIECTBEHHO Orpa-
HUYUBACT TepaleBTUYECKHE BO3MOXHOCTU. ITO OOYCIOBIMBAaET HEOOXOIUMOCTh pa3pabOTKU MOAXOIOB, Ha-
MIPaBJICHHBIX HAa aKTHUBAIUIO BPOXKIEHHOIO MMMYHHOTO OTBETa, BKIIIOYAs UCIOJIb30BAHUE CPEACTB, COACPIKAIIINX
AHTHUTeHBI YCIOBHO-TIATOTEHHBIX OaKTEpHid, a Takke 000CcHOBaHKe 3P )EKTUBHBIX CIIOCOOOB MX H0CTaBKH [3].

ITockonbKy OHH MOTYT SIBIATHCS OCHOBOM JIEKAPCTBEHHBIX CPEICTB, HEOOXOINUMO B JOKIMHHYECKUX HC-
CJIC/IOBAHUSIX OIIEHUTH UX TOKCUKOJIOTHYECKUH Npo(MIIb, B YACTHOCTH JUIEPre3upyIolee JeHCTBHE.

Ieap uccaenoBanusi — OLCHUTH AJUIEPTU3UPYIONIEE JEHCTBHE KaK OJMH M3 MOKa3arenel 6e30macHoCTH
AQHTUTEHHOTO KOMIUIEKCA YCJIOBHO-TIATOTE€HHBIX OaKTEepHi, COJEprKallero MYKOAJTe3UBHBIH areHT ¢ MMMYHO-
CTUMYJIMPYIOIMMHU CBOMCTBaMHU.

Marepuanbl 1 MeTOAbI HccienoBaHusi. OOBEKTOM HCCIEIOBAHUS SBISUICS KOMIUIEKC aHTHUreHoB K.
pneumoniae, E. coli, P. vulgaris, S. aureus c¢ moGaenenuem coronumepa 2-MeTHI-5-BuHmanupuanHa u N-
BUHIIMTUPPOIHUIOHA THAPOXJIOpHAa (Ipenapar), B KaueCTBe MyKOAATE3UBHOIO areHTa, 00J1alaloiero MMMYHO-
CTUMYJINPYIOIIMMH CBONHCTBAMU. AHTUTEHBI TIOTy4EHBI IO METOANKE, OMMCAaHHON B mateHTe [1].

B skcrieprMenTe 1Mo OIeHKe THIePIyBCTBUTEIHHOCTH 3aMEUIEHHOTO THITa UCIOIh30BaHo 30 Mblmiei Tu-
Huu CBA (15 camios u 15 camok) maccoit 20-22 r. (Ounman «Aunpeeskay ®I'BYH HUBMT). B uccienoBanuu
o OreHKe (HOPMHUPOBAHUS PeaKIMy 00IIeH aHaUITaKCUU HCIOJIb30BaH0 30 MOPCKUX CBHHOK (110 15 camIioB u
camok) maccoit 250-300 r. (Hayuno-npomsBoacreennas 6aza ®T'BYH HLIBMT ®MBA «Cronboasy).

Jis m3ydeHust BIMSIHAS Tpernapara Ha pa3BUTHE THIIEPYYBCTBUTEIBHOCTH 3aMEJICHHOTO THIA y MbIIIeH
6610 COPMHUPOBAHO TPH TPYMIIEI XKUBOTHBIX (10 10 ocobeil B Kakaoii), paHAOMHU3NPOBAHHBIX II0 Macce Teja
(momyctuMoe oTkioHeHHe — He Oonee 10 %). [Ipenapar BBoaMIM MOJKOKHO B ABYX J103axX: 3 MKI/KT (Tepares-
THYeckas 103a) win 30 MKI/Kr (1032, peBbINIatomias TepaneBTHaeckyto B 10 pa3). CeHcnOmnmm3amuio mpoBoax-
JIM OJHOKPATHBIM MOJKOXXHBIM BBEJCHHEM B OCHOBaHME XBOCTa 60 MKJ 3MYJIbCHU Npenapara ¢ HOIHbLIM a0bio-
sanmom Dpetinoa (ITAD) B cootHomeHnu 1:1.

1-g rpynma nomydaina BCCIIeAyeMBIi perapar MOAKOXKHO B 103€ 3 MKI/KT B cMecH ¢ [TAD.

2-51 Tpymma nojy4ana rnpenapar noJKoxHo B 1o3e 30 Mkr/kr B cmecu ¢ [TAD.

3-s1 rpymna (KOHTPOJIbHAS) MMOJTy4aia (GU3H0Iorndeckuii pacteop ¢ [TAD.

Ha 5-e cyTkm mocne ceHCHOMIN3AIMA BCeM >KMBOTHBIM BBOAWIM 1o 40 MKJ mpemapaTa B MOXYIICUKY
3aaHel namel. Yepes 48—72 vaca peructpupoBaiiu passutue ['3T. 3areM Mbliedt moaseprain dBTaHA3WU ITyTEM
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LEPBUKAJIBHOW TUCIOKAIIMY LIEHHBIX [T03BOHKOB. JIambl 33 JHUX KOHEYHOCTEH OTHAEIISUIN, ONPEAEISUIM UX Maccy
JI0 BBICYILIMBAHUS, 3aTEM TIOMELIAIN B TEPMOCTAT Ha 48 4acOB ¥ BHOBb B3BEILIMBAJIH.

PesynbTaThl peaknuy perucTpUpOBAIN IyTEM ONPEACICHHS MacChl «OMBITHOW» U «KOHTPOJIBHOW» JaIl 10
U nocsie BelcymmBaHua. Muoexc peakyuu (VP) mia xaxxmoro >kMBOTHOTO onpeaensinu mo ¢opmyne: UP (%) =
(Mon — Mk) / Mk - 100 %, rme Mom — Macca «OTBITHOM JTanbl; MK — Macca «KOHTPOJIBHONY JTaIlbl.

Jliis mpoBeneHns SKCIIEpUMEHTA 110 M3YYEHHUI0 peaknuu oomei anadriakcnn (aHaQUIaKTHYECKOTO MI0-
Ka) MOPCKMM CBHHKaM TpenapaT BBOAWIM B ABYX 103axX: 3 MKI/KT (TepaneBTmyeckas go3a) mwin 30 Mkr/kr (10-
KpaTtHas 103a). IlepBasg HHBEKIUS OCYIIECTBISUIACH TIOAKOKHO, BTOPAsi M TPEThsI — BHYTPUMBIIIEYHO B 00IaCTh
Oenpa ¢ MHTEpBAJIOM B OAMH JAEHb. Paspemraronyto 103y BBOAWIM BHYTpHUCEpIe4HO Ha 14-if neHp mocie mep-
BUYHON CEHCHOMIM3AINH, ITPH 3TOM €€ 00BEM COOTBETCTBOBAI CYMMAPHOH CEHCHOMIU3UPYIOIIEH 103e.

JKuBOTHBIX pacnpenensiy Ha Tpu Ipynisl o 10 ocobeii:

1 rpynna — npenapart B 103e 3 MKI/KT (1-e BBeieHHE — MOJIKOXKHO, 2-€ U 3-¢ — BHYTPUMBIIIeYHO). Paspe-
maromas 1o3a — 9 MKIr/kr (BHyTpHCepAeYHO Ha 14-ii neHb).

2 rpynma — npenapat B go3e 30 MKI/KT, 110 TOH e cxeme. Paspemaronias go3a — 90 MKr/kr.

3 rpymma (KOHTPOJbHAs) — BBOAMIN (PU3MOJIOTHIECKUH pacTBOp IO MACHTHYHOU cxeme. Paspemarormas
MHBEKINS TaKXKe IPOBOIMIIACH BHYTPUCEPAEUHO Ha 14-if neHs.

BeIpaKeHHOCTh aHA(QUIAKTHIECKOTO I0Ka oneHnBany o mxare Weigle:

+ - KPaTKOBPEMEHHOE MOYEChIBAHIE HOCA, B3bEPOLINBAHNE MIEPCTH, aJCHUE TEMIIEPATYPhI Tesa (He Me-
Hee, yeM Ha 1°C):

++ - YETKO BBIPa)KCHHBIC YaCThIC II0YECHIBAHUS, CIMHUIHBIC YUXaHNS, [TaJICHIE TEMIIEPaTyphl TEa;

+++ - cmacTUYECKUH Kalllesib, 00KOBOE MOJI0KEHHE JKUBOTHOTO, OTACIICHHE Kajla K MOYH;

++++ - ca3m IbIXaTeabHbIX ITyTel, KOHBYJIBCUBHBIE IPBDKKH, cynoporu. JKuBoTHOE nmorudaet (kax mpa-
BUJIO, HA 5-11 MUH).

Kpome 3T0r0, y MOPCKHX CBUHOK H3MEPSIM PEKTAIBHYIO TeMIIEpaTypy 0 BHYTPUCEPACYHOTO BBEICHUS
npenapara (t1) u uepes 2 yaca nocie (12).

CraTtucTudeckyo oOpabOTKy BCEX MONYyYCHHBIX KOJMYECTBCHHBIX NAHHBIX NPOBOIMIN C IOMOIIBIO CTa-
TUCTUYECKON mporpammbl «BioStat 2007», Bbrumciisisi BeIOOpouHOe cpeanee 3Haudenue (M) u craHmapTHYIO
ommOKy cpemnero (M). st onpeaeeHus 10CTOBEPHOCTH MEKIPYIIIOBBIX PA3IHINN OTyUCHHBIC JaHHbBIC aHa-
JM3UPOBAJH C TIOMOIIBIO t-KpuTepus CTpronenTa. Pasnmuans canranu nocrosepusiMu ipu P < 0,05.

Pe3yabTaThl M uX 00cyxaeHne. OeHKa BIMSHUS ITpenapara Ha THIEPYyBCTBUTEIBHOCTD 3aMEIEHHOTO
THUIIA y MBIIIEH 1TOKa3aja, 9YTO €0 BBEACHHUE B 103€¢ 3 MKI' HE BHI3BIBAJIO PEAKIUIO, CTATUCTUIECKH 3HAYMMO OT-
JIMYaBILIYIOCS. OT KOHTPOJILHOM TPyMIbl. B rpymnie )uBOTHBIX, HONy4YaBIIKX 103y 30 MKI/KT, HAOII0Aaau JOCTO-
BEpPHOE YBEIWYECHUE MACChl U COAEPKaHMS KUAKOCTH B ONBITHOH Jare MO CPaBHEHHUIO C TPYINIOH >KUBOTHBIX,
MOJyYaBIINX IpenapaT B MEHbIICH 103 ¥ KOHTPOJIbHOU rpymnmoit (Tabm. 1, 2).

Tabnuya 1

Biinsinme mcciieyeMoro npenapara Ha coaepsKaHue >KUIKOCTH B JIanax MPH OleHKe THNepYyBCTBHTE b-
HOCTH 3amMemtenHoro tuna (M £ m)

Coneprxanne xxunkoctd B | CopepkaHue XHIKOCTH B Wnnexc cooTHOMEHNS
I'pynmsr N N
npaBoii jane, % JIeBoit nane, % coJiep KaHus KUAKOCTH, Yo
KontponsHas 37,82 +£0,0009 37,93+1,31 0,26 +2,17
(n=10)
3 mkr/kr (n = 10) 42,96 + 0,064 42,99 + 0,074 0,07 +0,89
30 mkr/kr (n = 10) 39,64 + 0,54 42,46 +0,53* 7,63+1,10"

Ipumeuanus: —mupu p < 0,05 Mo CpaBHEHMIO C TPYNIIOH KOHTPOJIBHBIX KUBOTHBIX; — P < 0,05 mo cpaBHEHNUIO
C TPYIIOH JKUBOTHBIX, TOTyYaBIINX MIPenapaT B MEHbIIEH 03¢
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Tabnuya 2
Baunsnue ucciaegyemMoro npemnapara Ha Maccy Jiall IIpH OLleHKe
rHIEPYYBCTBUTEIBHOCTH 3amenaenHoro Tuma (M £ m)

I'pynnst Macca KOHTpOJIbHOMU Janbl, I' | Macca OnbITHOM Jansbl, T Wnpexc peaxkuuu, %
KonTtponbHas 0,12 + 0,0009 0,13 +0,0014 523+1,06
(n=10)

3 mkr/kr (n = 10) 0,12 + 0,0024 0,12 + 0,0024 1,53+0,31
30 mkr/k (n = 10) 0,12 + 0,0033 0,16 + 0,0040™" 37,21+ 2,78

* o n
Ipumeuanusn: —npu p < 0,05 Mo cpaBHEHUIO C IPYIIION KOHTPOJIbHBIX )KUBOTHBIX; — P < 0,05 1o cpaBHEHUIO
C TPyNIION JKUBOTHBIX, MOTYyYaBIINX IPeNapaT B MEHbINEH 103

YBenudeHne Macchl U BBIPAKEHHOCTH OTEKA ONBITHOM JaIlbl Y )KMBOTHBIX, NOTy49aBmuX 10-kpaTHytO 10-
3y Iperapara, BEpOATHO CBSI3aHO C PUCYTCTBUEM Junononucaxapudoog (JIIIC), BXOMALIMX B COCTAB aHTHUI'CHHBIX
KOMIIOHEHTOB IPaMOTPHULIATENIbHBIX OaKTepHil.

Y MOpPCKHUX CBHHOK Ha BBEICHHUE IIperapara He HaOII0Aanoch oOIeld aHapuIaKTHIeCKOl peakuuu: HH-
nekc Weigle ocraBaicsi paBHBIM HYNFO BO BCEX HCCIEAYyEeMBIX rpymmax. IIpu 3TOM BBEICHHE ICCSITHKPATHOM
110361 (30 MKI/KT) BBI3BIBAJIO HE3HAYHUTENILHOE MOBBILICHUE PEKTAILHOM TeMieparypsl (Tadum. 3).

Tabnuya 3

Biiusinue ucciieyemMoro npenapara Ha peKTAIbLHYI0 TeMIIePATYPY MOPCKAX CBHHOK MPH HCCJIeT0BAHHH
ooureii anagpuraxcuu (M = m)

T'pymme: - PekrasnpHas TemnepaTypa -
Konrponbnas (n = 10) 38,58 + 0,07 38,81 +0,13
3 mkr/kr (n = 10) 38,75+0,10 38,99 +£0,10
30 mxr/kr (n = 10) 38,71 +0,10 39,13 +0,1*

Ipumeuanus: * —npu p < 0,05 mo cpaBHeHHUIO ¢ TeMuepaTypoit mo BBeaeHus 30 Mkr/kr; t1 — Temmeparypa tme-
pell BBEJIGHHEM pa3pelaroeii 1035l HcCIeayeMoro npenapara; t2 — remneparypa depes 2 gaca 1ocie BBeICHHs
paspelaronei 10361 HCCIIeyeMOoro npemnapara

YMepeHHOe MOBBIINIEHHE TEMIIEPATYphl Telda Y XHMBOTHBIX, MOMy4aBImIMX 10-TH KpaTHYIO TepareBTHYe-
CKYIO 103y uepe3 2 gaca Mocje BBEICHHS pa3pelIaroniei 1035l HCCIeAyeMOoro npenapara, no-BUIUMOMY, CBA3a-
HO ¢ yBennueHueM kosiundectsa JITIC B nccnemyemoii 103e U He SIBISUIOCH IPU3HAKOM aHAa(UIIaKTHYECKON peax-
LUH.

3akaroueHue. V3yqaeMslii npenapaT He IPOSIBIISI AJIEPTU3UPYIOLIETO JSHCTBUS NIPHU BBECHUU B Tepa-
MEBTHYECKOHN /103€, YTO CBUACTEIHCTBYET O €r0 MOTEHIHNATbHON O€30IIaCHOCTH PU BO3MOXKHOM KIIMHUYECKOM
MPUMEHEHUH.
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