0mbesdg 3., 560935 b., m3mxs35 0., 35F3MGM0s .

5393°dobmxzgbols Loobgdgom  gm®dom  gsdmfiggmeo 3939  3935¢0B0L
9939603960 Fmpgeol dgdmdsggds 05339030

obbY), BoG3530E Mool 085M0MEgdOl BsMB530009Ms300l ©Y35MESTYbEGHO

doge Abmxzeomdo bYye MBOM 5dEHMOE)OHO begds 1sI3MMBIEM 159 9dgdOL
MBsROMDMYOOL 3OMOWGds. 30M39egl Ym3wrols gl, ghmol IbM0g, ©s3953306M9dME0s

15990E0bM 365d3H03580 OO MOMPIbMdOm 3619356153 Jd0L IBYMHYIILMD s oo
900500  dmbobergmdol  LgblodoobBsEosbmsb, bmeom, dgmégl dbMog, odwgdol
3M5M530MbsE M 359tmygbgdoliosb [5].

L593OBsM  BodmoEgdgdol  25dmyggbgdslbomsh  SLmE0MmgdME  MLSFOHMLMIdOL
3639 dgdl InGolb 93e© 5JGowMos ©30dwol {odwwoldogMo sHosbgds, MoBYs
d0mmomgdL  Hodwol  239MH©omo  9R9JGHIOOL  MgROLEGMSE00L  LEsEGHoLE03s: 1-10
d9dobg93s 1000 5350089mnbHy [5].

505505, @Ebmdoros 1000-Bg dgBHo  Lsd3MOboerm  3M935M0G0,  OMIgLSS
3935@¢m@mgbogmmo  dmgddggds 2ooBbos o Slgmo  3MY39MBHdol  Mogbzo
403900 30Mmamgbms 0bMEIds [5,7,10]. g56Ls3MmMHgdME M@ LYdSL
0dLobm®gdl  30deol  IH0sBGds  SMLEIOMOEME0 6™l Lafiobsswdgam
15390900  (55BL), 306506 oo FosMM JodmyYgbgds s IMbIsMYdOL OO
A3 ™ds bdoMo gob5306MHMdGdL IB0BYdOL Foma MHosbgl.

©3000ob EsH0s6IdOL MBIMIO HMaMEE Bsd3MObserm 309356M0GHJL, B9l oo
39@90ME0@90LoE goskbos [2,7].

0omgdol  g43zges  99dmbggzsdo, F0wbge39© 935 IBOL  GEHOMMMYO0Y,
03000l sH0sbgd0L  3500mygbgBdo LogMmM  ZoMEMA0MG KXoF3L [oMmBmoyqbl
39623000 LEGHGMLO [7,8].  5393990bmxgboL 3935GHMGHMIL03MYOMdS F630MMDdYdIM0s
M65600ddo dolo FgBHodmwo Go b fomdmddbom. ogo §oMdms ©aqbL mogolyasem
(o@03oWl,  MHMIgos mJLosEoe  BEHMILL MHyMmdL bgwl.  s39@Sdobmazgbo
(396539390 0) FOMME 35dM0Ygbgds MMM Lobolsdfgzo s Bowygbomeo
bodw)ogds.  539G°006mxgbo  (35653930dmero)  oMmBmoyqbl olgm  bsd3Mbscom
bodw)oEgdsl, OMIgoE ™3000mb 5O 53wgbL  3935¢MGHMJLOIMEOMBSL, 0930
39@90MmEo0Bdol  Iggad  Ho®dmddbol 3000l MY M9gEIOOLZ0L  Lobogsmm
36MHm©YJBHoL.  99BHodmoBdol I gsBsdo  3godHmde®md P450-ob  bgdmddggdoom
356539390 osb  Fomdmoddbgds A™Jbogmeo  dg@odmeodo  N-3s6o-
096%mgdobmbodobo (NAPQI), ®mIgeros 3wwy@omombmsb 30b0vasioolsls foddmddbol
3M5GHMJbo3MEe  fgoemdo bLbs 3OMPNMIBL. 356539390Mmol  GmdLlogzwMo  mbob
9900mbgg3580  Fomdmoddbgds N-3565-896Bmdobmb 080bols dswowo  3mb;396GHMs309,
Omdgwos 59300 90L MIROIOMCO  JEMBHID0Mmbol  Fo®oal o 9MM393L
30¢Mdmb®09gddo 5633000 FMLBMOOOMYOL. MJMHO30vE EMBHYOT0 35653JESTIMMO
3693905 ©30dolm3gol,  ogMsd dolbo o Mmbgddo (10-15 gMsdo s d9Bo)



d00gd0Lsl NAPQI-ob B9dmddgogdom  3935¢™E03gooL 39bGHOM@™MdM©mO, bgoalibgs
bs6obbob 6930:mbo 30msmgds [7,8,9,11]. mdbosgom®o bE®MgLlo b 4ob3s3o HMdYdgwo
0530UBOE0 MO0 IOOL FoMd ZMM39dsL dMY3z9gds MEMmRSBggdol LEGHOYIGHwWMOL
©> 37I5J300b 03939, 3160 FNHIEEIBO S YYXOIOL Loggogro [7].
056599060M39 3935 MEMmQ0580 459Mm0Ygbgds 1sd3MMbowrm Mo gdgdOL BoMMM
13990, O®MIG0E ©30dOL 85350 JOJOOL 35MYIbgBWE KoF3bg dmddgwgdl [2,5,6].
03090l EHMmJLOIMMHO EIB0BIBOL IMPYI9dTo JOMOMOE MM SLMMEGOL J5BA30m0
LEAHOILO s 969IMYIBH0IMWO (330l IMOPZI3d, GOL godm3 ©30dw0ol  GHMJLozMedo
©5H056900L 3399MbsMdsdo 8603369wMm3560 Mo 80939036905 s6EH0MILOIBEHIL.
39353M30M39dGHMOOo B5dMsgd9d0L d0gds s 9B9JGHOMdOL Fglfogwrs begds
303939 393530G0L  Lbgoolbgs  9Ju3gm0dgbGH™ME  FMmEIWDHY. Y39wWwsby FoOHOME
393039 gdos 3§3939 AMJLo3Oo 39353H0E0L IMYL0MYdS 539¢>30bMmzgb0.
306500056  5393H9d0bmggbo  0fj393L  ©w30dol  3dodg  IH0sDGAL,  OMTgero;
WIGHOIWNMOES3  890dwgds  IFMIMEIL. 93 30M935M9GH0m  AsdMf 3o ©30dwol
2MbdEool dmdwol 36M9396300LmM30L  39353M3OMGHYIBHMMGOOL  d0gds 5o H
36HMdgIols omdmoygbl.
WOo@IOGHMOMo  dmbs399900L  dobgzom, 8(3939 GHMJLogzmeo  3g35GHo@ol
290mb5)39350  939BH9F0bmxygbo  30MHMoy39dd0 @S ™3980 F93ysgm  3MFdo
9ONX IO mbBom 500-10000y/3y [3].

39065369 fargddo  89999ds3900s  539B9F0bMmggbols  Lsobgdzom  BmMIs.
306500096 15839Obsm Bodmomgdgdol 39353 M3MMEHIJBHMOMWO 5J@03MdS Bl ds

99b3960896G e BMmEYEgdDY, IMPI0EMYOS (3bM39WgdBg LoobgJzom BMOIom YBG®
bgdobsfizomdo s 3s6mEH0300.

33w930L doBsbo

330930 30Bsbl  GoMBmoaabs  9h3939  BHmdLogmmo 39353030b
dmY0MgdoLom3z0L  5393H°d0bmgzgbols Loobgdzom FmMIoL MBol TgMbgzs. SLgmo
dmgerob 2590yg9bgds d9L5dgdgE0s L593ObsM 153990900
39353M3OM39JBHMOMWO 5dE03MmdoL T9x35LgdoLm30.

39000 s Joboggdo

9939608963900  BoBHIMS 30LBHIMOL  X0dol MO TGO ™oy39dbg (n=32).
33930L §ob 3bmggargdo 09zbgb 10 @0sb 35056EH06d0. 53 3gHomol Asbdogwmdsdo
b90Ms 3bM39w 9By 933063905, Lbgryemols JsLol MgaoLEHMSE0, 93930V s BMYSO
9pMdsgmdol 99535L90s.  3bM39wgdol  gJu3gM0dg6bGHTo  BsM30L  doHomso
36039603900 0gm: Lbgrenol dobs — 2096, 35606 LyxsMO —dB0b36Y, 93939 s BMYsO
90M356M9MdS — AMdM>MOOL 5dEH0MH0 DTS S 15533900l 59BH0OO Jogds.

33w930L fob  gbmgagwgdo, O™MIWgdIs3 Bom30L 300G )MH0dgd0
©553054mRBogls,  MbEOMIODBIIMWOI©O  ©I399S300  XAMNRIJOI.  0IOZOI30MZIISQ
Bo®o®ms  Lom®MogbBHogom  (309d0  GHmJLogzmMmo  MBoOL  EILdYIbI© (n=12).
332930Lm30L 3bm39gdo 4 XaIBdo bsfowrs:

1 X39530 — LogmbEHMMm (063odEMo 3bm3zgergdo) (n=3)



2 %3180 — LOsgIwo (3bmzgegdo, 939GS0bmggbol  Lsobgjgom gm®Iom
390m3999w0 BHMJLo3MMO 393530GH0m, 30935M3G0L mbs 50009/3y) (n=3)

3 x50 — Loggwo (3Ebm3z9gwgdo, 5393900bmuqbol  Lsobgdgom RmGIom
390m3999w0 BHMJbo3MMO 393530GH0m, 30935M3G0L mbs 75009/3y) (n=3)

4 x50 — L3O (3bmzgegdo, 9539G90bmggbol Lsobgjgom gm®Iom
3990390 BHMJo3MMo 3935GH0GH0m, 360935M5@0L Mmbs 10003p/3y) (n=3).

Q93500300690 5393906z g60l Lsobgdzom FmGIoL  FGHMJLogOO MBS, 96
369356M5@0L ol EMbs, GMIgwos 069d3000056 ghm ®gdo Ebmzgwgdol bsfowdo

0139305 103300 MAL. 58 CMBOL EHMJLo3MMO BtddgEYds 25dM3033e0GM 2 K AIRSP
©YOBO 3bm3ggdby (n= 10).

15 %2990 — by3MbEHOME™ (06@sdBHMGO bmzgwgdo) (n="5)

25 x50 — Logogwo (3bmggergdo, 5393990bmggbols Lsobgdgom gm®Iomn
3990390 BHMJLo3MMo 3935GH0GH0m, 36M935M5@0L MBS 7500y/3p) (n=>5)

05339030 5393990bmxzgbo 892394530 06GHM39M0EGHMbNWI©,  JONRIMSWOI.
Lo3MbAHOMEM X3MBol  0bGHodBHMO 3bM3zggddo 9d3035¢gbGHMMHO  MOoMm©IbMdOom
392399305 30DoMmmyom®o blbs®o. F9gx569d0L 3O0GHIMH0MNTGO0 0ym: GG MY,
39353™30}JO0L  30GME0Bol domgodo®mo 36390900l (ALT, AST) 35839690 gd0 o
©30dol Asbs.  33arg3ol dgledg L, Bs33wg30 3565dg¢Mmgdol Fgz3sl9d0l dobboom,
6039 X3ROV 053390 Bo@oM5 ©0)3930G930S JogMob bstzmbol J39d. 3bmzgugdols
Lolberolb 3 sHdsdo 30GMEoBol domdodor®o Jo039Mmq00l (ALT, AST) dsh39693gdo
3963L5BM3Mgm bsb 93Mo 93GHMIsGHMMO domdodo)Mo SboswobsGmemoo RT-1904C,
“Humana™Ul @o®dol ©95J@03900L a5dmy- 9bgdom.  dmbs399900 ULEOGHOLE0IWMS©
533539 “MTB11” 3008309939000 3OHMYMH5F0m.

89093990 ©> yobbowgs

A™JLo39MH0 EMBOL ILHYIBI FoEIMYIOMEO LoMG0IbESEFOM 300900l T IYO®
3960LsBE3MS 53939F0bMmAgbol LyobgdEom FMGIoL BHMJLoZMHO MBS, GMIgeos gHm
©9do 0()393s Bs33eg30 3bM39wgdol Bofowrol 1o3zzEowl. WIEYJbo 0dbs, HMI

5393°006mxz960 @mbBoom 5000p/33 96 ofj3930s (3bM3ggdol  Lozzowl, 7500y/3y
296530039005 033000l 33%-T0. brmerem 10003y/39 — 100%-8o (gbGowo 1).

gb®ogo 1

539H2306mz960m 353mfjgg)eo Lo3zEowmds 1333 XBBId80
X3IBO 1033OMDS %

2 xam@o (n= 3) 0/3 0%

50039/32

3 xamgo (n= 3) 1/3 33%

75009/32

4 xam@o (n= 3) 3/3 100%

10000/33




300900 d90093900L 2om35¢0olHobgdom 5:393980bmxnabols Lsobgdzom gm®Iol
AmJbogme  mbs  FgoMbs  7500y/32, Gmdwols  dggz9bs3  bgdms
06@®53900FMbMws©.  5393900bmRqbol Loobgdgom FmGIoL GHmJLozMmMo EmBoL
39943560L0L Bo®IMbm go0bsmEs  W30deol Fols s 3935GH™E30GJOOL 30GHMEXOBOL
d0omdodor®o do639Mm900L (ALT, AST) 05839690 gd0  Logmb@EHMmwm xamams b dgo
6900 o (gbOHowo 2).

03000l Fsbol gobOs 47%-000 5G153060306 FJ0MMOMGIL 5:393930bmxBgbols
99MBgMeo  EMDBoL MmORBMGHOMIN  GHmJLolzme mddgEgdsHY. 53oL TSEHJOOM
5Q3BEGHMOOL  3935¢ME0EJO0L  30GMEOBOL  domdodowmeo Fo63gMgdol (ALT, AST)
95639690930l Bo®IMbm AoHBMEsE, FgLsdsdoby, 88% s 91%om. 3bmdogros, [4]
60d GEMobLsT0bsHYO0 300l 30GHMWOBNHO  LobEOMTo LObOIOEGHMMJdO  5C105b.
06039 98 39MHIIBGHO 3000l WYX MH9J0d0s, MYd3s ALT ¢3065¢gbo 030dw0l, bergwm

AST 93b30995 ©30de0b, 3290l S M0M3IIol X MH9JdT0, FoaMsd 3G9 dMEM MO
62960 805. 030l Q5035¢00Lobgd0m, M B39b6 33¢093500  3MBEHOMEW ML FgsMgdom

LoMHINMbM© A50DIMS 39353ME0GJOOL 30EMoDol domdododo oM3gMgdol (ALT,
AST) 85639690930 @5 03030l dsby, 99230005 35133650, M S:39EH°d0bmgzgbols
Lo0bgdaom BmEms ombom 7500/3y 0§393L 3P3939 HMJLo3N® 3935FGH0GL.

gb®ogro 2

03000l AsLd s 30GHMEoBol domdodoMo ds0mzgMgdol dsBz969dwgdo Ls33g3
5089080

®30deolb | ALT AST

Bobo (3M) | (gPo/ew) | (90o0/¢)
Ls x2. | 0.832£0.09 | 7.25+2.31 | 3.61+0.81
L53MbEHOMEm (b=
5)
25 x9. Lsgogwo | 1.574+0.093 | 62.86+5.15 | 42.54+6.59
(n=5)
P p=0.05 p=0.05 p=0.05

BoGo690mmo 33009308 090093909 ©9gMbmdom dga30dwos  ©i39L33bsm, ®M™J
75009/33  9393°90bmg9gbol  Loobgdom  FmGToL  0bEBHGMI3gMoEBMbmws  T9g396s
930896090wos 9939080 (3539 GHMJLo3MMo 39353H0GHOL IMPYOMHIOOLIMZOL S
Sbgmo  ImEYol  20dmygbgds  Fgbodergdgeros  bbgoalbgs  BoMTd3MEMA0IHO
1535 90900L 3935@M3OMEJJBHMOMWO 5JE03Md0L Fglolifogzars.
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The goal of the research was to define the dose of acetaminophen’s solution for injection
needed to develop the model of hepatitis in mice. Initialy the preliminary testing was provided
and the dose, which caused the lethality in the part of experimental animals was found.
Intraperitoneal injection of 500 mg/kg acetaminophen did not caused the death in mice, the
lethality after injection of 750 mg/kg was 33% and use of 1000 mg/kg drug was the reason of
lethal outcome in 100%.

We choose intraperitoneal injection of 750 mg/kg of acetaminophen for induction of
hepatitis. After identification of the toxic dose we learned its effect on the weight of the liver
and biochemical indexes. Injection of the toxic dose of acetaminophen significantly increased
the weight of the liver (47%) and the biochemical markers indicating hepatocyte cytolyses
(ALT — 88%, AST — 91%), thus the experimental model of hepatitis was developed.

Based on the obtained data we can conclude, that intraperitoneal injection of 750 mg/kg
solution of acetaminophen is recommended to create the experimental model of acute hepatitis
in mice, which is useful for investigation of hepatoprotective activity of different drugs.



