


OPUTMHANBHBLIE CTATEM

OKCHIAHTHLIMU M I'€pOIPOTEKTOPHLIMH CRBOHCTRA~
MM 1 OKA3LIBAKOLICTO pazHooOpasHoe BAKIHHUE HA
kanueporeties |10, 18] Flenrmwanbit  3kcTpakT
HTGUEL IHTATAMKIL, TAKKE OKA3hIBAKMIWE aH-
THOKCHIAHTHBIA 3gxPCKT, TOPMO3MI CTApEHHE M
KaHIIEporeHe ¥ nadbopatepiibix rpeiiyHos |2, 11].
B nocrnefHUe roakl HAa OCHORE M3YUEHHH dMHHO-
KHCJAOTIOTO COCTARA INMTANAMMHA OLLT CHHTE3NW-
poran merrtuareiil GHoperyaaTop anuduza annTa-
ot (Ala-Glu-Asp-Gly), W B onwiTax Ha Mbiilax
SHR. CBA u tpaicrenvmx seiwax HER-2/neu
BLIAKIGIO €ro AHTHMOKCHIAHTIIOE, aNTHKAHIEpPO-
reHHOC W reponpotektopHoe jeicreve [, 8, 11,
], LLror¢ HETHHECKME MCCAEIOBAHMSL HE MBILLAX
PATTMHHBIX JHHHIE TT0K234TH, 4TO BBCUEHHE 3IIM-
TANOHA TOPMO3UT CIONTAHHBIH MYTRICHE3 ¥ M-
meid SAMP-1 (cybaniiun SAMP), SAMR-1 (cv6-
v SAMR) 1 SHR, a sseieHMe McIaToOHMHA
He BIMHCT Ha YaACTOTY XPOCOMHBIX abeppallMi v
srtneit SHR [7].

lenbio naHHOH paboThl SBHICCE CPABHHUTEb-
HOC W3VICIHHE TAPAMETPeR KAaHUCPOrelesa U cTa-
periig v Mbnse SAMP v SAMR u pamsnma 1ma
ITH NOKA3aTen 3IMTAA0HA B METATOHMHA.

MatepHan B MeTOOHKA

I3 et rax nciosin3osaan Maneii-casox SAMP-1 1t SAMR-1,
HEPROITMAIRIO HOIVICHILIN 13 Kapeap osOpionornd MY
o npedy. Ac A BOGIBIPCBA TN TTOAACPANBUCMEBX B BHAS PASROJ-
KB OT0Ae Kl e poreImeia 17 OHROICONHT0UTITH H[/[M OHEQ-
Aot s apode. He He Terposa, JKUBOTHLIC COMCPAELINCE
Lpil poxsae ocsemenns E212 9 1 resneparype 22 °C. Onn
HOTVEUTE CTAIAPTHBIR SIAB0NaTOPHLIE KOPM 1 BUI101POBO -
HYIO BOAY 0% DIPAHEICITIN.

B nospacte 2 aec Mpliedt kascoi annmy (LD cagoxr
SAMP-1 1 93 cavork SAMR- 1) pranesniu da 4 vpyonet, M-
HNY 1= TPVENTED S1sLTHCE (ITAKTITEM KoNTpoies, KHROTHLIM
2-f I PYHIILT {KOHTPOAL C PacTEOPHTC ICM) BRIHAN TILVIKGEKHG
KAPEAMI {CARCITICHIO B TCHCHHE OO TICNCNT KAKIALIH pe-
cstny no .1 A waoroniaeckore pactropa NaCl Menwn 3-#
IPVITHKL LEOLIY'ANIN T TakirM e KVYPCOROM POKIME MOTATOITHI
{Sigma, CIHA) s nosioe ppemst (¢ 20 4 peepa 10 R 9 yTpa) ¢
rrrnekofi pofoil B ko rpatit 20 Mo/ Maimas 4-3 cpyn-
IILT IO THKOE e CXCME, KAk MBLIMIAM 2-i1 TPYTIIiN, BBO;EHIH
MOAKOEITG oo, nenvekacMeil Cankt-Tletepdyprexus
HACTITVTON Buoperyianin 1 repoirrodotity PAMH, B paso-
poif jwovae 1 oskr B (L1 0T pacTeopi.

Beex wunorHLIY  CxeMecHno pzseiusain. Oann pas
3 MEC, BOTC KC CPOKH. HTO H RIBCITHRBAITHE, OIDCICTANN CYTOT-
HOC KOMEHEC PBG NOTPCOIMEMOIO KOPMA 03 PACUCTa MACCH Che-
ICHIONG KOPMaA B rpaMMax 1a omry Muiitie, Pas v 3 wee vy wu-
ROTHLIX B TCUCITME 2 HEll EXCINICERO IMTONOTHICCKH HCCTe/I0-
RALTH B LR THINLIC MK Ul QUCHKHE JCTPRILIORE (DYHKUHE,
CHicHIIBETH RAVTCNLIOCTE DCTPATLITOIO (IHKIA, COOTIOMCIIMC
cra (i, OTHOCHTCIRIOE KOMNH' CCTRO KOPUTKHX (MeHee 4 micif)
H ALK (Gonee 4 e} 1CI0B, OTHOCHTCILHOE THCILD KH-
BOTHBIX € PCIYTSPHBLING T8 HPPCTYAMPHBEMA UHKIAMH, Kaxipc
3 MeC OIMOPSHT PERTIUBHYIY TEMICPATYDY 1€ ¢ TIOMOLULIO
METHIMHCKOTG onekTporepsoMeTpa TITM-1.

Fa KUBOTHOIMH 1AGIRNIATH 20 WX ccrec1nenHol rnbenu.
PaccunTLIBAH CPEITERID TIPOUGKHTEALIOCTY KUK MbliTeH,
MAKCHMELIBHYID HROMOMUKHTCIRIOCTE KIIITH, CKOPOCTE CTape-
fts rlonyasins (oo B ypasdennn Fomoepria: R=R, expla t),

n

¢4

rae Ry =R 50 BpeMst U)o @ TaK0KC BRCNA YABOCHIS CNCpTHO-
et (MRDT), AN THHMPURATH CEts MCAULY DALMY OHo-
MApKCepaMH CTAPCHHA, l'lp{),'l(),'l)Kii'l'L‘.']h!i{li.!']'hl(l AW B A io-
TOH ONYXOECH v MblNCH.

Beox sy sum vOIThx B cocionnig Kpaineit caaboom
HHUBOTHEX BCEPREIBLH. Ha AVTOIICHTH OCMITTPIRLTH KAy W
BIIVTPCIEH S Oplalibl, Busicicriie Il[}l“){!ﬁpil'mI!ElfIIIH 1N
thvipoBail  corAacHo  pekoMcuaasy  Mexgiynapoanoio
ArcHTCTRA N0 payuctnm paka (MAMD) Kak «seratsibe: (m-
CAVEHBITIHG HEOOCPLACTRCITON POl rafean Kunotig
HAM KAK  «CHydaiiipies (KON KHBOTHOC Norpdan o1 apyim
npruma) [16]. Bee oHyXoiaH, a TAKKE TKATIT W OPTARL 10101
PHTCTRIELC T HATHUHC ONYXOSCHOIO POCTL, BBPe3 I W qiuk-
cuponati # 10% elTpansiiom hopaieine. Tocae crngapr-
TN PHCTOAOMTIEC KR OOPaGUTKH 1T OKPACKHE P miHOmEY
LPCiInT TCMATOKCHANHOM 1 303HHOM MaTCPHRT HCCIC ORI
MUKPOCKGNHYCCKIT, HCITR),‘II;'!E}I!EE!I{ FHCTOLICEH HUICCRYIY KLLcel-
durkaTung onvxoacit suancii. npeitoseivie MAHP [21E

Ao erarnerndeckort oDpatuE RN HAUNEE HCTO T HIHAI Me-
TOMHE ][ﬂpEIML‘I'}?H'{CCK(!H H FICllil[HlMC'I'PI'I'{C(_‘K(H“{ CTATHCTHERR W
K()Dp(.‘.'l}[ll}i()l![I(H'U HHAUIHIA C TIPHMCHCHITS KPHTCHA | C'I'I;I(I-
acnti, rounoro seroia @uuepa, kpirrepus U Buokoekcona--
Mama—Yurnn, g raske  parosiso Kpatepns Ciopyens
I'Ipu CPHBHEH N KAHICPOISHTFOTD .'J(I]ft}f_‘KTil HETHOC T BOEUTH e -
TON, pekonMeiiveseie MAKP {16].

PesynbTaThl H 0DCYKAEHHE

Bo neex rpynmax macca tena y Muici cyban-
HHiL SAMP 1 SAMR ¢ BO3pacToOM YBEIWUKBATACE.
[IpH 3TOM HE YCTANOBRARHO JIOCTOBCPHLLY OTIIHIHIE
B MUCce Teda ¥ KHBOTHDLIX CPABHHBACMhIX TPYINL B
oBeux cyvbnumumgx. Tak, HAlPUMEpP, R 2-MCC)Tiom
BO3IPACTE Macca Tema (B rpaMmax) suiueit SAMP
(B ckobKax — naipble ¥y melttieil SAMRY) cocrani-
aa B 1-i rpyine — 26,10%1,10 (25,3541 ,45); 2-it
rpynne — 27,58+1,24 (26,004 1,45); 3-it rpynne —
26,10£0,75  (26,30%0,96). 4-it  rpynue
27,2041,56 (27,20£1,57). B 14-MeCsirtiioM poipac-
Te AHAJOIMYHBIE TIOKA3aTeNb COCTABH COOTHETCT-
BeHio B 1-if rpyniie — 30.50£1,34 (31,6042,67);
Bo 2-i rpynne — 33,434£0,78 (32,30%1.34): 3-i
rpviine — 31,20£0,67 (30,2012,34): 4-ii rpynne —
32,55£1,55 (31,40£2,10).

B otianumne OT Macchl TCAA, MHTEHCHBHOCTD 110-
TPEOACHHA KOPMa C BO3PACTOM HE YBCAMUHBANACK.
Hanpumep, vy mbiich SAMP (B ckobkax — itaH-
Hele ¥y Meineit SAMR) (-6 rpynnel cpenree 10-
Tpebnerye Kopma (r/cyT) B go3pacte 2 Mec cocTd-
nuno 4,0540,23 (4,15£0,36); B so3pacre 16 mec —
3,8040.16 (3,90+0,00). Nokazatenu o 2-i, 3-ii i
4-if rpylmax HE OTAMYANHCE 3HAYMTENEHO OT AaH-
HeIX B l-i rpvnne. Takum obpasom, BBenchue
MUTATOHA U MEJIATOHWHA (3 TAKKEe PACTBOPUTENA —
wzoToHudeckoro pactpopa NaCl) He Bousno na
BO3PACTHYIO NIMHAMUAKY Maccel Tena W motpelne-
HMEe KopMa v Muliiei SAM. He oTMmeueHo 3Ha4H-
TEABHOIO BAHMAWWSA 3THX COCOMHEHHH Ha mMacey Te-
N4 M HoTpehHIeHHE KOPME TAKXKC ¥ MLILLEH OPYrHx
nuuui [1, 3, 12—135].

Temneparypa Tesa v Muiteii SAMP w SAMR ¢
BO3PACTOM TIPAKTHYECKH HE MeHsuach. Tak, B Hi-
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EFFECT OF EPITALON AND MELATONIN ON LIFE
SPAN AND SPONTANEOUS CARCINOGENESIS IN
SENESCENCE ACCELERATED MICE (SAM)
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Female sensscence accelerated muce SAMP-1 {prone) and
SAMR-1 {resistant) were exposed 5 times a week monthly 1@ melz-
tonin {with drinking water 20mg/ml during the night hours) ortosc
injections of epitalon (Ala-Glu-Asp-Gly) at a single dose
Imkg/mouse. Control mice were intacl or exposed to injection of (.1
ml normal saline. The body weight and temperature, food consump-
tion, estrous function were monitored regularly, The life span and
tumor incidence were evaluated as well. As age advanced, the weight
increased whereas food consumption and body temperature did nol
change. There was no significant substrain dilference in these par-
meters. Fxposure 1o melalonin or epitalon also failed o influence
those indices. As age advanced, the incidence of irregular esiros
cycles increased both in SAMP-1 and SAMR-1, whereas the treat-
ment with both melatonin and epitalon prevented such disturbances
SAMP-1 revealed some features of accelerated aging as compared lo
SAMR-|. The mican life span of the 19% of the last survivers among
treated SAMP-1 was shorter than that of SAMR-1, aging rale
increased and mortality doubling time decreased. There was 2 direct
correlation between body mass of the two substrains at the age of 3
and [2 months maiched by body mass increase and Jonger life span.
Melatonin or epitalon treatment was followed by longer mean amd
maximum survival in the 10% of the last survivors among SAMP-1,
Melatonin involved decreased aging rate and increased monality
doubling time. Malignant lymphomas predominated in SAM with-
out any significant difference in frequency between the substrains,
While melatonin failed o influence wmor incidence or lerm of
detection in SAMP-1, neither did epitalon aflect Ffreguency.
However, it was followed by longer survival in tumor-free animals
No link hetween melatonin or epitalon Ireatmeni, on the one hand,
and carcinogenesis, on the other, was reperted in SAMR-1.



