














yecKoll 00/1acTbi0 THOoTasaMmyca [71] — cTpYKRTypo#, Hrpa-
ollefl KJAIOUEBYIO POJIb B TEPMODPETYJISLHH,

Beenenne ABII Boi3biBajio OTYETNIHBHIH 10303aBHCHMBIH
6papurapantHueckuii addexkT, HayHHAA ¢ NOPOroBOlf MOSH
10 vr (puc. 3), 4TO XOpOIIO COBNAJAET C AAHHBIMH APYIHX
aBTOPOB, MOJNYYEHHBIMM B ONBITAX Ha Kpoaukax [38, 72, 75,
82, 83]. Ilpu atom B gosax 1 m 10 mxr ABII BrI3biBas pas-
BHBAIOIIEECA «HA KOHIE HIVIBIY YpeXKeHHe CepAeyHOro
purma Gosee uem Ha 100 mun~!. OQueBHJHO, UTO NOCHEAHHE
JO03Hl NenTHia, NPeBOCXoAsiiHe 06llee KOJHYECTBO PajHo-
HMMyHOJOTHYecKH onpefensemoro ABIT B kpoBw KponHka

i L J
a 30 60 L] 120
Puc. 4. Bausuue ABIT ma rayGokywo Temueparypy Teaa [13].
ITo ocAM OpAHHAT — OTKIOHEHAMe DEKTaibHOR TeMIepaTyphi OT

cpezrefi aa ¢ouoBHE wac, °C. OcTansHble 0G03Ha4deHHA Te e, 4TO H
Ha pHC. 3
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Ha 3—4 NOp#AKa, cAelyeT CYHTaTh «(PapMaKoNOrHUECKH-
MA», B «dapmakonornvyeckux» gozax ABI] umHumepoBan
BO BCeX ONHTaX KPaTKOBpeMeHHEe COUeTaHHBIe NPOTHBOHA-
npaBJjieHHble M3MEHEHHsS TeMIlepaTyp: IOBHIIIeHHe PeKTalfb-
HOA Ha (0,1—0,3°C H He3HAUHTEeNbHOE CHHMIKEHHe KOXKHOH
(puc. 4, 5; xpuBele ¢ u o). [lo BpemeHH 3TH H3MeHeHHH
COBIAJAJNH ¢ NHKOM OpajHKapAMTHUECKOTC OTBeTa. BHIsB-
JeHHAs TeMNepaTypHas peakKIHsd MOXKeT OOBACHATHCHA Ie-
HepanH30BaHHHIM CH43MOM COCYAOB H, KaK CJAeACTBHE,
YMeHBIIeHHEM TellJIoNePeHoca 0T NPOAYLUHPYIOIIHX TemJo
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Puc. 5. Bauauue ABIT ma Koxuyio Temmepartypy [13].
Tlo ocAM. OpAHHAT — OTKJAOHEHHe KOXKHOHA TeMIepaTypel oT cped-
Hefi 3a QonoBuit yac, °C, Ocraabnrle o00O03HAYEHHA Te JKe, 4TO H H4
puc. 3
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OpraHoB X OTAaollell Telso Koxke. B «bhH3HOMOIHYECKHX»
noszax (100 nr—100 wr) ABII He okasniBajq BJHSHHS Ha
H3yyaeMble [OKA3aTelH TepMOperyasiuuu (puc. 4, 5; KpH-
Bbie a—2).

BAWSHHE BHYTPHBEHHOT'O BBELEHHS ABII
HA PA3BHUTHE JIUXOPAJOYHOH PEAKLLHH

[Ipu usyueHHH BJAHSHHS BHYTPHBEHHOT'0O BBeNeHHMS Ba3o-
NPeCcCHHAa Ha TePMOPETyJIALHIO TPH JHXOpajKe, BHI3BAHHOH
2HJOTeHHBIM NHPOreHOM, HCIIOJNb30BAJIH CJAEAVIOIHe AO03H
ABII: 1 Hr — He H3MEHSIET UACTOTY CepPACUYHBIX COKpallle-
HHH H NOKA3aTeJH TePMOPeryJ/siHH B HOPMAaJbHBIX YCJOBH-
sx; 100 Hr — «dbusnonoruyeckas» Jn03a, He BJAHAIOIIAS Ha
PEeKTaNbHYI0O H KOXKHYIO TeMIepaTypH BHe JHXOPaiKH, HO
BHISBIBAIOLIAA ypexeHHe cepJieyHoro putMa; 10 MKr —
«(apmaxojiorHyeckas» M03a, OKasHBAKIIasd BHpaxKeHHOe
6paauKapAMTHYECKOe JAefiCTBHe H BHI3BIBAlOLIAs B HOPMaJlb-
HBIX YCJIOBHSAX HepHMEPHUECKYI0 Ba3OKOHCTPHKIHIO M He-
3HAUHTENBHYIO THIEPTEPMHIO.

ABII BBoamau uepes 15 MHH MocJe BBefeHHA JeHKOUMU-
tapuoro nuporeHa/HJI-1. Dro BpeMa COOTBETCTBYeT MAaKCH-
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Puc. 6. Buonsauue ABII Ha IHHAMHKY peKTajbHOR TeMNepaTypnl HpH
JHXOpajKe.

Ilo ocu OpAHHAT — OTKJIOHEHHE DPeKTaJbHOI TeMIepaTypel OT TeM-
nepatyps Ha moMeHtT BpeMenn 0, °C. Tlo ocu aGcmuce — Bpems, u.
Crpesxa — BHYTPHBEHHOE BBeleHHe JelikonuTapHoro muporena/HJI-1
(1 mn or 35 man xnerox; 1,5 mu-kr—'). IBollHaa cTpesKa — BHYTpPH-
BeHHOe BBefieHne 1 ma du3spactsopa (1) wam ABII B mosax: 1 wr (II);
100 HFB (III); 10 mxr (IV). OcranbHble 0f03HaueHHA Te Ke, 4TO H HA
pHC.
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MaJbHOH CKODOCTH IIOBHIIIEHHS DEKTaJbHOH TeMIIepaTypH
NpH A4HHOM NHPOreHHOM BO3LeHcTBHH [15] H, MOCKOJBKY
JHMHAMHKa KOHUIEHTpauuu aHAorenHoro ABII B KpoBu npu
JHXOpagKe COBNafaer ¢ JUHAMHKOH TeMmmepaTypsl Telna,
MaKCHMAa/JbHOH CKODOCTH MPHPOCTA  YPOBHA SHAOTEHHOTO
IenTHAa B KPOBH.

B mosax 1 u 100 ur ABII He m3MeHss1 TeMneparypHYIO
peaxIHioO Ha NMHporeH, a B Ao3e 10 MKr BHI3BIBaJ €e pesKoe

L f

-1

Puc. 7. Bausnue ABII na pasBHTHe nepHPEPHYECKOH BA30KOHCTDPHK-
IOUH TPH JHXOPAIKe.

ITo ocu opauHHAT — OTKIOHEHHe TEMIEpPaTYPH YLIHOH paKOBHHEL
OT TeMmnepaTypst Ha MoMeHT BpemeHn 0, °C. [JlpofiHas cTpenka —
BHyTpHBeHHOe BBenenue ABIT B mose 10 MEr KpOAWKAM ONBITHOH Tpyu-
ne (cnyomHas JuHMA) HAM 1 Ma QH3pacTBOpa KOHTPOJABHEIM KHBOT-
HEIM (OyBKTHP). JLOCTOBEPHOCTB OTAMYMS II0KA3aTelsi B ONBTE OT
KOTPOJBHOTO Ha AaHHOM Cpoke: x% — P<C0,1, OcTanbHble 0G03HaYeHHs
Te e, 4TO M Ha pHe. 6

nponoHruposarne (pHc.- 6). Ilo BEHIpaXeHHOCTH IPOJIOHTH-
pylolilero aelcTBHA BHyTpPHBeHHOe BBeienne ABII comocra-
BHMO H3 M3BeCTHHIX HaM HaHHHIX JHIIb ¢ LEeHTPAJbHBIM
BBeJeHHeM TaypuHa [59]. AHann3 JHHAMHKH KOXKHOH TeM-
mepaTtypbl (pHc. 7) He 103BOAseT OOBLACHHTH NPOJOHTHPO-
BalHe JUXOPALOUHOll peakilME H3MeHeHHEeM Ba3OMOTOPHOLO
TOHYyca.

Cam ABII B MakcuMa/JbHOH H3 HCIOAb30BAHHBIX [03 IH-
porerHHBIM adpekTOM He ob6aaman.

43



JAKJIOYEHHE

[TonyueHHble AaHHbIE IOKa3bBAIOT, YTO B OTJHYHE OT
AKTI u a-MCI' nepudepuueckoe BBeseHHe ABIT me Mmo-
JKeT HCNOJb30BaThCA JJs KYNHPOBAHHS JIMXOPaJOYHON
peakuuu [6]. BuyrpuBenHoe BBenenne ABII B «papmaxko-
JIOFHYECKHX» J03aX NPHBOAHT K INPOJOHTHPOBAHHIO JHXO-
pankH. ITo-BuauMoMy; 3ToT 3(pdeKT 06yCNOBIEH LEHTpab-
HbIM Je#ictBHeM ABII, KoTophlli NMpPOHHKaeT uyepe3 reMaro-
sHUedanHyecKHii 6apbep B KOJHUECTBAX, AOCTATOUHHX IJIs
co3naHHs 3G (eKTHBHBIX KOHUEHTPAalUHA B TKaHH MO3ra
[64]. DTo npexmosoXeHHe NOATBEPXKAAeTCH THIEPTEPMH-
YeCKMM H runepnapetnuyeckuM neficrBuem ABIT npu ero
BHYTPHKENYA0YKOBOM HJH BHYTDHCENTANbHOM BBeIeHHH
Kpoaukam [17, 20, 60].

IIpu nuxopanke aktupauus ABII-epruueckofi cucTeMul
3aTparMBaer He TOJBbKO I[eHTPaJbHEE, HO H TOPMOHAJbHBIH
nyn nentuga [7, 14—16]. Yposens ABII B kpoBu Kak mpu
JIHXOpajike, TAK H Y HEJHXOPAASIIHX JXKHBOTHBIX «OTCJEXH-
BaeT» H3MeHeHHs TrJayb6oKoi TeMmepaTypel Tesaa (pHc, 1).
Opnnako Beaetrie ABII B  «(pH3HONMOrHUECKHX» [03aX B
KPOBb He NPHBONHT K H3MEHEHHIO PeKTaJbHOH H KOXKHOMH
TeMrepaTyp HH B HOPMaJIbHBIX YCJOBHSIX, HH NIPH JIHXOpaj-
ke [6, 13]. [To-Bugumomy, ropmonansueiit nysa ABIT He mpu-
HHMaeT HeNOCPeJCTBEHHOI'0 Y4YaCTHSi B TePMOPeryJsLHH.
HckaioueHHe MOTYT COCTaBJISITh }KHBOTHBIE C aKTHBHO (yHK-

Ta6auma 3

T'omeocraTrnueckoe medicteue ABIT npu auxopaaxe:
NpPOTHBOHAaNpasaeHHocTs spdexros ABII
H3MeHeHusm - QyHKuuA opranusma
npH uHdexkynonuom npouecce (no [54])

Peakuus HAH QH3HOJIOrHIECKHH Hudbexunon- I
noka3aTeJb HEIl mponecc AB
Jlaxopanka
BocnaJsienne

YacroTa cepheyHBIX COKpalleHHH
AprepHasipHOE jJaBJIeHHE
OG6BeM IHPKYJHpYIOIEH KPOBH
CoziepaHHe BOJB-B OpraHH3Me

— = ==
- = -

OGoasHaueHHS. } — aKkTHBauHd, HJIH yBeJHYEHHE;
} — HHrHGHUMA, HJH YMeHbIIEHHE,
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OHOHHpYIolleH Oypoll XHPOBOH TKaHbi0 (HampHMep, Kpbl-
cbl), B opranusme Koropeix ABIT Moxer okasmiBaTh TepMo-
peryJsiTopHbIe aqacpexm HHrHOHDYys uepe3 Gapopediekc
HeCOKpaTHTeJNbHBIH TepMoreHes B Gypom okupe [76].

MoOXHO NpPeANOoNOXHTb, YTO yBesHueHHe ypoBHsi ABII B
KPOBH NDH NOBHIIEHHH TeMnepartyps Tena [35, 79, 80], B
TOM 4YHCJie PH JuXopaake [14, 49, 52], HanpaBaeHO, npex-
Aie BCEro, Ha KOHCepBaLHI0 BOAL B oprannsme [16, 54].

l'locxo.umcy Bce 3(peKkTHBHBIE CNOCOOH yBeJHYEHHS Op-
TaHU3MOM TeIVIOOTAAYH CBSI3aHBl C NMOTePed BOLK, aBTOPH
paccMaTpHBAIlOT AaHTHAHYPETHYECKHH 3(dexT, ABH Jexa-
iHH B OCHOBe JIHXOPAJOYHOrO aHTHAHYpesa [7, 16, 44, 57,
80, 81], KaK mposiBJleHHe rOMEOCTATHYECKOT0 ReHcTBHS TOp-
MOHaJpHOTO IyJa BAa30MpecCHHA INPH 3KCIepHMeHTaJbHOH
Jauxopanke (Tabia. 3).

OtnenbHOro 06CyXAE€HHS 3acJyXXHBAeT BliepBbe BHISIB-
JieHHbIH 3¢deKT pesKoro NpOJOHTHPOBAHHS JIHXOPaJ0YHON
peakuuu npu BHyTpuBeHHOM BBeleHHH ABII B «dapmaxo-
Jornyeckux» no3ax, C. oAHO}, CTOPOHBI, NMPHHUHNHAJbHbIE
Pas3/HyYHs ecTecTBEHHOro BHOGpOoca GHOJIOTHYECKH AaKTHBHO-
TO BellleCTBA B KPOBb H /06O MONBITKH MONEAHPOBATH STOT
npoiecc BBeJeHHeM 3K30MeHHOro npenapara (HeCOOTBETCT-
BHE MeCTa H' BPeMEHHBHIX XapaKTePHCTHK NOCTYNJEeHHs Be-
niectBa B KPOBOTOK; OTCYTCTBHE COYETAHHBIX GHOXHMHYEC.
KHX peaKUH# H H3BpallleHHe CJOXHOTO TaTTePHA BellecTB-
CaTe/IJIMTOB, HajJlHYHe MpHMeced BO BBOAMMOM npenapare H
T. A.), @ TaKKe MHOroo6pasue H UIHPOTa CNeKTPa QyHKIH-
OHAaNBHBIX COCTOSIHHA OpraHHaMa (pasjiHYHble BHAH HAaTO-
JIOTHH, SKCTPeMaJibHble COCTOSIHHA) He TO3BOJIAIOT C YBepPeH-
HOCTbIO OTPHIIaTh BO3MOXKHOCTb [JIsi SHAOTeHHOro BelllecTBa
B KaKoOH-THG6O CHTyalHH OKa3HBaTh B OpraHH3Me TO :Ke
ZeficTBHe, KOTOPDHIM JaHHOe BellleCTBO 00/1afiaeT-ApH ero
BBeJIeHHH B «(apMakoJOrHYeCKHX» J03aX B "KOHKDPETHBIX
3KCIepHMeHTaJbHbHX ycoBHsIX. C Apyrof .cTOPOHH, TOT
{akKT, YTO «KJacCHUYECKHe» MOKa3aHHs K Ha3HaYeHHIO Ipe-
TlapaTOB Ba3ONpPeCCHHA B K/JIHHHKe (HecaxapHuii nuaber;
NopTajbHasi THNEPTeH3Hs) NOCTOSHHO PaCUIHPATCSH (aM-
He3HH pPa3JIMYHOr0 reHe3a, HEKOTOpPble [BHraTe/IbHBIE pac-
cTpoiicTBa), MOXeT NOBJeYb 3a cO6OH HCNOJb3OBaHHE KaK.
HeTpafHIHOHHO HH3KHX, TaK H HETPaJIHIHOHHO BBICOKHX
Jl03 npenapara, l'Ios'romy MBI cuHTaeM, yTo 3¢ deKT peskoro
TIPOJIOHTHPOBAHHS JIHXOPAJOYHOM peakuuH TNPH NepHdepH-
yeckom BBeseHHH ABIl B «dapMmakonorHueckHx» J03ax
CcJieflyeT YYATHBATh B KJIHHHUECKOH NpPaKTHKe,
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Summary

An attempt to modulate the fever-induced changes in the blood
level of endogenous arginine vasopressin (AVP) by intravenous injec-
tion of exogenous AVP in different doses, and thus to investigate the
possibility of vasopressin hormonal pool to participate in the thermo-
reéggltatory mechanisms of febrile process, was made in experiments in
rabbits.

According to this purpose the pattern of AVP blood concentration
changes during intravenous leucocytic pyrogen fever was described.
It was shown that plasma but not cisternal cerebrospinal fluid con-
centration of immunoreactive AVP increased with growing body tem-
perature. A significant positive correlation between plasma level of
AVP and rectal temperature was established both in febrile and nor-
mal conditions.

The second preparative series was aimed at determining «phy-
siological> and «pharmacological> AVP doses, and characterizing
their effects in non-febrile rabbits, Besides thermoregulatory indices
the heart rate was recorded as far as it is known that baroreflex
bradicardia in rabbits in response to intravenous AVP injection is me-
diated via medial preoptic area of anterior hypothalamus —the key
structure of body temperature regulation. In doses of 100 pg—1 ng
AVP did not influence either rectal or ear skin temperature, or heart
rate in euhydrated rabbits in thermoneutral conditions. Intravenous
injection of AVP in the doses of 10—100 ng led to the development
of slight bradicardia but did not change the thermoregulatory indices.
In the doses 1—10 ug which are higher than the blood content of
endogenous AVP by 103—10% times the peptide produced deep bradi-
cardia and simulfaneously short-term = contradirected temperature
changes, i. e. rectal temperature increased by 0,1—0,3 °C and cuta-
neous temperature slightly decreased. The latter effects are likely to
reflect general vasoconstriction and reduction of heat transfer irom
heat-producing body core to the periphery.

In the third experimental series AVP was injected intravenously
during leucocytic pyrogen fever in one of following doses: 1 ng (the
dose induced no changes in both thermoregulatory indices and heart
rate in non-febrile animals); 100 ng («physiological> dose possessed
mild bradicardiac but not hypo- or hyperthermic action) and 10 ug
(«pharmacological» dose influenced both deep and cutaneous tempe-
ratures, and heart rate in normal conditions). The peptide was injec-
ted in 15 min after pyrogen administration just at the time of maxi-
mal rate of increase of endogenous AVP blood level. It was shown
that in doses of 1 and 100 ng vasopressin did not influence the de-
velopment of fever, but in the dose of 10 ug exerted obvious fever-
prolonging effect. The latter may be explained by entering brain tis-
sue and central action of AVP.

It is suggested that hormonal pool of vasopressin does not di-
rectly participate in the body temperature regulation nor in normal nor
in febrile conditions. At the same time AVP blood level follows body
temperature dynamics. The reaction of vasopressin hormonal pool
induced by deep body temperature elevation of febrile or non-febrile
genesis is likely to be aimed at developing antidiuresis and sulise-
quently at conserving of water which is necessary for effective heat
loss. The described fever-prolonging «pharmacological» effect of AVP
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is to be taken into consideration as far as the broadening of appli-
cation of vasopressin as regulatory peptide in clinical practice may
lead to use of non-traditional doses of AVP in pathological conditions.
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