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Pe3rome

W3nuimnee noTpeOiieHue ankorojisi OKa3blBa€T HEraTUBHOE BIUSHUE Ha
reéMOI033, YTO BBIPAXKAETCS B 3HAYUTEIBHOM CYNPECCUU KAK MPOMYKIUU KIIETOK
KPOBH, TaK M B CTPYKTYPHBIX W3MEHEHHSX IPEAIICCTBEHHUKOB, 4 UMEHHO B
MOAABJIEHUA HMX CO3PEBAHMS, BIUIOTH [0 IMAHIUTONEHUH. PasznnyaroT mnpsMon
ahdext ankorons (Tokcuueckuid 3(PEGEeKT Ha KOCTHBIM MO3T, T€MOMO3THYECKHE
MPEAIIECTBEHHUKH U 3peJible KJIETKU KPOBU) U HENMPAMOM 3 (eKT, 00yCI0OBICHHBIN
nedunuroM Tpoduuecknx (HakTOpoB. Y aAJIKOTOJIMKOB 3a4acTyi0 BBISBISETCS
aHEeMHUsI, KaK CJEACTBUE pa3pylIE€HUE IPUTPOUIHBIX KIETOK JI0 UX CO3pPEBaHUSI.
TpomOonmTONEHUS — TaK)KE OJIMH M3 BAXKHEHIIINX TOKa3aTeIei TeMaTOJIOrHIeCKUX
HAPYLICHUN MPU aJKOTOJM3ME — SBJSACTCS NPUYMHOM IMOSABJICHHUS IETEXUU H
CIIOHTAaHHBIX KPOBOTCUEHUN. XPOHUUECKOE YIOTPEOJICHHE ajKOToJisi TaKKe
OKa3bIBACT CYNMPECCHBHOE BO3CHCTBUE HA MPOAYKIUIO U (DYHKIIMH KJIETOK Oeoin
KPOBM, CJICACTBUEM YEro SBISETCS HHU3Kas CIIOCOOHOCTh MPOTHUBOCTOSITH
OaktepuanbHOi uWHOpekuuu. Hamu paHee BBISBIEHBI HMMYHOMOIYJIUPYIOIIUE
CBOMCTBAa MHHOBAIIMOHHOTO aHTHUKOHBYJIbCAHTA, META-XJIOPOCH3TUAPUIMOUYCBUHBI,
YTO 00YCJIABIMBAET €r0 MO3UTUBHBINA A3(DPEKT NMPU BHYTPUIKETYIOUYHOM BBEICHUU Y
JUIIIUTEPHO ~ QJIKOTOJIM3UPOBAHHBIX  Mblmed.  [lokazaHo — Takxke,  4TO
MOJIYJIMPOBaHHBIE 1IN VIitr0 yKa3aHHbIM aHTHKOHBYJILCAHTOM CEJIC3CHOYHBIC
JTUM@OLIUTHI TOCPEACTBOM OTHOCUTEIHLHO HE3aBUCUMBIX MEXaHHU3MOB OKa3bIBAIOT
MO3UTUBHOE  ICUXOHEHUPOMOIYJIHUPYIOIIEE  BIUAHUE  MPU  XPOHUYECKOU
WHTOKCUKAIIMM JTaHOJIOM. B Hacrosmied paboTre Ha MOJEIM XPOHUYECKOTO
QJIKOTOJIN3Ma MCCIIEA0BAIOCH BIUSHUE TPAHCIUIAHTAIIMK JIUMQOIIUTOB CENIE3CHKH,
MPEKYJIBTUBUPOBAHHBIX C Mema-XI0pOSH3rNAPUIMOUYECBIHOM, HA KOCTHOMO3IOBOM
reMoIod3 U Toka3aTenu nepudepuueckoid KpoBu. B KOCTHOM Mo3re IIUTEIHHO
QJIKOTOJIM3UPOBAHHBIX MBIIIEH HAOII0JANIOCh CHIDKEHHE KOJOHHEeOoOpa3yromei
AKTUBHOCTU T'E€MOIMOATUYECKUX TMPEIIISCTBEHHUKOB: 3HAYUTEIBLHO COKpATUIIACh
MOMYJISIIUSL APUTPOUTIHBIX TPEIIIECTBEHHUKOB, HAa YpPOBHE TEHJCHIIUU TaKkKe
3apETUCTPUPOBAHO CHWKEHUE TMOMYJISANHS TPaHYIONHUTAPHO-MaKpodaraabHbIX.
HcknroueHue cocTaBuja MOMYJSIUS PAHHUX MPEANIECTBEHHUKOB, KOJUYECTBO
KOJIOHM B KOTOpPOW HE MEHsIoCh. B mepudepudeckoil KpoBU HAOIIOIATOCH
CHIKEHUE KOJMYECTBA JIMMQOIMTOB, TPOMOOIIUTOB, SPUTPOIIUTOB, T€MATOKPUTA
(Ha ypoBHE TEHICHIIMM) ¢ JICUKOLMTOB TMPU BO3PACTAHUU  TIOMYJISIIUS
CEerMEHTOSIIEPHBIX HEUTPO(PUIIOB, YKa3bIBatollel Ha neprudepruyeckoe BocalieHue.
JIumbouuTel, MPEKyIHTUBUPOBAHHBIE C Mema-XI0pOESH3TUAPUIMOYEBUHOM, TOCIEe
BHYTPUBEHHIOTO BBEJICHHWS  CHHICHHBIM  JUIMTEJIBHO aJKOTOJIM3UPOBAHHBIM
pELMIUEHTAaM, OKa3bIBaJu KOPPEKTUPYIOLIEE BO3JACHCTBUE Ha Psij MOKa3aTeseu
reMoI1033a, YTO MPOSIBUIIOCH B BOCCTAHOBJICHUHU KOJIOHHEOOpa3yrolell akTUBHOCTH
KOCTHOMO3IOBBIX ~I€MOIIOTUYECKUX MPEAILIECTBEHHUKOB J10  IOKa3aTelsew,
CPaBHUMBIX C TAaKOBBIMM y MHTAKTHBIX MBIIIEH COOTBETCTBYIOIIETO BO3pacTa, B
CHIDKCHHH B nepudepuvecKol  KpPOBH  KOJIHYECTBA CETMEHTOSIEPHBIX
HEHUTPO(PHIIOB, BOCCTAHOBIICHUH TOIMYJISIITUN 3PUTPOLIUTOB U TUM(POITUTOB, a TAKKE
TEHJICHITUHY K TTOBBIIMICHUIO KOJIMYECTBA TPOMOOIIMTOB. [lomydeHHbIC TaHHBIE MOTYT
CBUJIETEIHCTBOBATH 00 3P (HEKTHBHOCTH TPAHCIUIAHTAIIMHA MOAYJIUPOBAHHBIX Mema-



XJIOPOCH3TUAPUIMOUYEBUHON JIUM(POLIMTOB B KOPPEKIUU psAga H3MEHEHUU
reMoI1033a, CIIPOBOLIMPOBAHHBIX JIITUTEIbHON HHTOKCHUKAITUEH 3TAHOJIOM.

KioueBbie ¢j10Ba: JIMM(OLUUTHI, OPUTHHAIBHBIA aHTUKOHBYJIBCAHT, AJIKOTOJIU3M,
reéMOI1033, KOCTHBII MO3T, KJIIETKH nepudepruyeckoi KpoBU.



Abstract
Excessive alcohol consumption has a negative effect on hematopoiesis, which

IS expressed in a significant suppression of both the production of blood cells and
structural changes in precursors, namely in the suppression of their maturation, up
to pancytopenia. A distinction is made between the direct effect of alcohol (toxic
effect on bone marrow, hematopoietic precursors and mature blood cells) and the
indirect effect due to a deficiency of trophic factors. Alcoholics often exhibit anemia,
as a consequence of the destruction of erythroid cells before they mature, and
thrombocytopenia, which causes the appearance of petechiae and spontaneous
bleeding. Chronic alcohol consumption also has a suppressive effect on the
production and function of white blood cells, resulting in a poor ability to resist
bacterial infection. We have previously identified the immunomodulatory properties
of the innovative anticonvulsant meta-chlorobenzohydrylurea and demonstrated the
positive psychoneuromodulatory effect of splenic lymphocytes modulated in vitro
by the indicated anticonvulsant during chronic ethanol intoxication. In this study the
influence of meta-chlorobenzhydrylurea-modulated spleen lymphocytes on bone
marrow hematopoiesis and peripheral blood cells long-term alcoholized mice was
studied. In the bone marrow of long-term alcoholized mice a decrease in the colony-
forming activity of hematopoietic precursors was observed: the population of
erythroid precursors was significantly reduced, and a decrease in the population of
granulocyte-macrophage precursors was also recorded at a trend level. In peripheral
blood, a decrease in the number of lymphocytes, platelets, erythrocytes and
leukocytes was observed with an increase in the population of segmented
neutrophils, indicating peripheral inflammation.  Lymphocytes precultured with
meta-chlorobenzhydryl urea, after intravenous administration to syngeneic long-
term alcoholized recipients, had a corrective effect on a number of hematopoietic
parameters, which was manifested in the restoration of the colony-forming activity
of bone marrow hematopoietic precursors to indicators comparable to those in intact
mice of the corresponding age, in a decrease of segmented neutrophils and
restoration of erythrocytes and lymphocytes populations with tendency to increase
the number of platelets in the peripheral blood. The data obtained may indicate the
effectiveness of meta-chlorobenzhydrylurea-modulated lymphocytes in correcting a
number of changes in hematopoiesis provoked by long-term ethanol intoxication.

Keywords: lymphocytes, original anticonvulsant, alcoholism,, hematopoiesis, bone
marrow, peripheral blood cells.
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1 Introduction

Excessive alcohol consumption leads to significant suppression of both the
production of blood cells and structural changes in precursors, namely the
suppression of their maturation, up to pancytopenia. A distinction is made between
the direct effect of alcohol (toxic effect on the bone marrow, hematopoietic
precursors and mature blood cells) and the indirect effect due to a deficiency of
trophic factors [4, 5, 6, 7]. Alcoholics often develop anemia as a consequence of the
destruction of erythroid cells before they mature [12]. Alcohol has a suppressive
effect on the production and function of white blood cells, resulting in the inability
to resist bacterial infection [6]. Thrombocytopenia, also one of the most important
indicators of hematological disorders in alcoholics [5, 14], is the cause of petechiae
and spontaneous bleeding.

We have previously demonstrated the immunomodulatory properties of an
original anticonvulsant, a synthetic GABAA-R ligand, meta-chlorobenzhydrylurea
(m-CBU), which determines its positive effects when administered intragastrically
in long-term alcoholized mice [1, 2, 8, 9]. We first revealed that in conditions of
chronic ethanol intoxication this compound in vitro GABAA-R-mediated manner
reduces the increased proliferative activity of lymphocytes and increases their
reduced sensitivity to T-cell mitogen almost to the level characteristic of
lymphocytes of intact animals [3]. It has also been shown that splenic lymphocytes
modulated in vitro by m-CBU after intravenous administration to syngeneic long-
term alcoholized recipients through relatively independent mechanisms have a
positive psychoneuroimmunomodulatory effect, manifested in the editing of
behavioral patterns, characteristic of chronic ethanol intoxication, against the
background of stimulation of neuroplasticity and reduction of neuroinflammation [1,
10].

The purpose of this work was to study bone marrow hematopoiesis and
peripheral blood parameters in long-term alcoholized recipients after transplantation
of syngeneic lymphocytes modulated in vitro by m-CBU.

2 Materials and methods

The study was performed on male (CBAXC57BL/6)F1 mice 10 months of age,
obtained at the age of 3 months from the nursery of the Department of Experimental
Biological Models of the Research Institute of Pharmacology and Regenerative
Medicine. The animals were kept in the laboratory vivarium conditions in cages of
10 animals, on a standard diet, under natural light conditions. Animal studies were
conducted in accordance with the legislation of the Russian Federation, the
provisions of Directive 2010/63/EU of the European Parliament and Council of the
European Union dated 22.09. 2010 on the protection of animals used for scientific
purposes, the requirements and recommendations of the Guidelines for the care and
use of laboratory animals and were approved at a meeting of the local ethical
committee of Federal State Budgetary Scientific Institution “Research Institute of
Fundamental and Clinical Immunology” (minutes of meeting No. 139 dated
05/30/2022).
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Considering the presence in the population of male (CBAXC57BI/6)F1
individuals with active and passive types of behavior that differ in the level of
ethanol consumption [1, 8], in order to form homogeneous experimental groups, all
mice were preliminarily tested in the “Open field”, and only individuals with an
average level of behavior were included in the study. To model chronic alcohol
intoxication, we used the forced drinking method, in which mice were forced to
consume a 10% ethanol solution as the only source of liquid for 6 months.

Isolation and preparation of splenic lymphocytes for transplantation have been
described in detail previously [10]. Briefly, isolated splenic lymphocytes were
incubated in vitro with m-CBU at a concentration of 10 pug/ml for 30 minutes. Then,
after three times washing from the substance in saline, the cells were resuspended in
RPMI-1640 medium. Lymphocytes precultured with m-CBU were injected
intravenously (15x10° cells per animal) into syngeneic long-term alcoholized
recipients (Recipients 2). Long-term alcoholized mice, which were injected with
lymphocytes precultured under similar experimental conditions without m-CBU
were used as control group (Recipients 1), as well as long-term alcoholized and
intact mice of the corresponding age.

To assess the number of bone marrow hematopoietic progenitors, the bone
marrow of animals was washed out from the femur using a syringe with conditioned
RPMI-1640 medium containing 10% FCS. The number of bone marrow cells in 1
ml was counted using a PCE-90 hematology analyzer (ERMAInc., Japan). To
determine the number of committed precursors, animal bone marrow cells at a
concentration of 2.0x10*ml were incubated in 24-well plates in methylcellulose
medium M 3434 (Stem Cell Technology, Canada) containing the cytokines SCF,
EPO, IL-3, IL-6. Granulocyte-macrophage (CFU-GM), erythroid (early BFU-E, late
CFU-E) and granulocyte-erythroid-macrophage-megakaryocyte (CFU-GEMM)
colonies were counted under an inverted microscope after a 14-day incubation at a
temperature of 37°C, in a humid environment, atmosphere containing 5% CO2,
according to the recommendations of Stem Cell Technologies (Canada). Data are
presented as number of CFU/10° bone marrow cells.

The cellular composition of the blood of mice was assessed using a PCE-90
hematology analyzer (ERMAInc., Japan). The relative amount of blood cells was
counted in smears stained according to Romanovsky-Giemsa.

The results were statistically processed using the Mann-Whitney paired test
(Statistica for Windows 10.0 software). Results are presented as the mean = SEM.
Differences were considered significant at p < 0.05.

3 Results and discussion

In the bone marrow of long-term alcoholized mice, a decrease in the colony-forming
activity of hematopoietic precursors was observed: significant - in the population of
erythroid (CFU-E + BFU-E) and unreliable - in granulocyte-macrophage (CFU-GM)
precursors. The results obtained can serve as confirmation of literature data on the
toxic effects of excessive alcohol consumption on the bone marrow, such as
apoptosis of hematopoietic stem cells with a reduction in their number [4], a decrease
in their functional activity during acute and severe alcohol intoxication [13]. The
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number of early progenitors (CFU-GEMM) did not change with long-term
alcoholization. There is evidence that early hematopoietic stem cells and multipotent
precursors are more resistant to the negative effects of ethanol and acetaldehyde
compared to committed precursors [15]. The volume of populations of precursors of
different germs in long-term alcoholized mice subjected to transplantation of intact
lymphocytes (Recipients 1) did not change significantly compared with the
indicators of long-term alcoholized mice. In a group of long-term alcoholized mice
that were injected with lymphocytes precultured with m-CBU (Recipients 2), a
restoration of the colony-forming activity of erythroid precursors to levels exceeding
the control levels was observed; the number of granulocyte-macrophage colonies
was also restored to the level of control animals (Fig. 1).

In the peripheral blood, a significant decrease in the number of erythrocytes
and an unreliable decrease in hematocrit was recorded in long-term alcoholized
mice. It was previously shown that alcoholics are characterized by structural
disorders of erythroid cells and their destruction, which can lead to the formation of
anemia [4, 12]. After transplantation of lymphocytes precultured with m-CBU in
long-term alcoholized recipients we observed a restoration of the erythrocyte
population to the level of intact mice (Table 1).

Leukopenia, along with anemia, lymphocytopenia and thrombocytopenia,
characterizes the state of hematopoiesis in alcoholics [5, 6]. We also observed a
significant decrease in the number of leukocytes in the blood of long-term
alcoholized mice compared to controls. Transplantation of lymphocytes precultured
with m-CBU into long-term alcoholized mice did not lead to the restoration of this
indicator (Table 1).

One of the most important indicators of hematopoietic disorders in alcoholics
Is thrombocytopenia [14]. In our study, we observed a significant decrease in the
number of platelets in the peripheral blood of long-term alcoholized mice; after
transplantation of lymphocytes precultured with m-CBU, a pronounced tendency
towards an increase in this indicator was recorded (Table 1).

The number of blood monocytes in all studied groups did not change (Table 2).

The population of segmented neutrophils significantly increased in long-term
alcoholized mice, which confirms previously published data on the disruption of
granulocyte production in the bone marrow due to disruption of the homeostasis of
granulopoiesis and the granulopoietic response during excessive alcoholism and
indicates the presence of inflammation [13]. Transplantation of the ex vivo m-CBU-
modulated lymphocytes led to a significant decrease in this indicator in long-term
alcoholized mice (Table 2).

According to the literature, chronic alcoholism leads to apoptosis of T cells,
disrupts their activation and functional activity; reduces the number of peripheral B
cells, the interaction of T and B lymphocytes [11]. In our study, long-term
alcoholized mice were also characterized by lymphopenia. The introduction of
lymphocytes precultured with m-CBU led to a significant restoration of the number
of blood lymphocytes (Table 2). Noteworthy is the fact that no significant
differences were found in the studied parameters of hematopoiesis in recipients after
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transplantation of precultured lymphocytes without m-CBU (Recipients 1)
compared to the control group of long-term alcoholized mice, which indicates that
it is the receptor-mediated interaction of m-CBU with the GABAA receptor complex
of lymphocytes of long-term alcoholized mice, through the previously identified
modulation of the functional activity of cells [3], causes the demonstrated effects.
4 Conclusion
Long-term alcoholization in mice led to a decrease in the colony-forming activity of
hematopoietic precursors, mainly erythroid; in the peripheral blood of mice, a
significant decrease in the number of erythrocytes, leukocytes, lymphocytes and
platelets was recorded, while the population of segmented neutrophils significantly
increased.  Transplantation of lymphocytes precultured with  meta-
chlorobenzohydrylurea into long-term alcoholized syngeneic recipients had a
corrective effect on a number of hematopoietic parameters, such as: colony-forming
activity of erythroid precursors in the bone marrow, the number of erythrocytes,
segmented neutrophils and lymphocytes in the peripheral blood. The data obtained
may indicate the effectiveness of meta-chlorobenzhydrylurea-modulated
lymphocytes in correcting a number of changes in hematopoiesis provoked by long-
term ethanol intoxication.

Acknowledgements: This work was supported by the Russian federal budget
allocated for the basic scientific research at the Scientific Research Institute of
Fundamental and Clinical Immunology.



TABJINIBI

Table 1. Indicators of erythrocytes, hemoglobin, leukocytes and platelets in
peripheral blood of long-term alcoholized males (CBA x C57BI/6) F1 after
transplantation of syngeneic lymphocytes modulated in vitro with meta-
chlorobenzhydrylurea.

Tadauma 1. KoiuuecTBO SpUTPOLMTOB, TI'eMOIVIOOMHA, JIEHKOLUTOB U
TpOMOOIUTOB NepU(EepUIEcKOil KPOBU AJTUTEIBHO AJIKOTOJIM3UPOBAHHBIX CaMIIOB
(CBA x C57Bl/6) F1 mnocne TpaHCIUITAHTAllMd CHHIEHHBIX JHUM(OIUTOB,
MOJTyJTUPOBAHHBIX IN VItr0 mema-xnopOeH3ruAPUIMOYEBUHOM.

Groups of animals Erythrocytes Hemoglobin Leukocytes Platelets
I'pynmsl )kUBOTHBIX OpUTPOLUTEI I'emornobun JlelikonuTsl TpomOGouunTHI
Intact animals 6,7+0,6 11,7+0,6 7,8+2,5 169,0+9,4
WHTaKTHBIC )KUBOTHBIC

Long-term alcoholized

animals 4,4+0,9* 9,7+0,8 5,6+2,3 127,6+12,8*
JnmutensHo

QJIKOT 0JIN3UPOBaHHbIE

KHUBOTHBIC

Recipients 1 4,2+1,1* 9,315 5,5+4,7 119,6+11,8
Penunuents! 1

Recipients 2 5,9+0,4+ 10,3+1,3 5,8+3 4 151,6+10,1
Penunuents: 2

Notes:

Recipients 1 — long-term alcoholized recipients after transplantation of syngeneic
splenocytes precultured without meta-chlorobenzhydryl urea.
Recipients 2 — long-term alcoholized recipients after transplantation of syngeneic
splenocytes precultured with meta-chlorobenzhydryl urea.
The results are presented as M+SD;
n =8 in each group;
* - p <0.05 compared with intact animals;
#- p <0.05 compared with long-term alcoholized animals and the “Recipient 1”
group (Mann-Whitney test).

IMpumeyanus:
PeL[I/IHI/ICHTBI 1 — JJIMTCIBHO  AJIKOI'OJIM3WPOBAHHLIC PCHHUIIMCHTLI  ITOCIIC
TpaHCINIAaHTAaOWMK CHHI'CHHBIX CIINICHOIOUTOB, IIPCKYJIIbTUBUPOBAHHBIX 663 METa-
XJIOPOCH3TUIPUIMOYEBUHBI.



Perunuentsl 2 - UIMTENBHO  aQJKOTOJM3UPOBAHHBIE PELUUIHMEHTHI  IOCIHE
TPAHCIUIAHTALIMM CUHIC€HHBIX CIUIEHOLUMTOB, IMPEKYJbTUBUPOBAHHBIX C MeETa-
XJIOPOCH3TUAPUIMOUYEBUHOM.

Pe3ynbpTarsl npeacTaBiieHsl B Buae M+SD;

n = § B KaXJI0MU IPYIIIIE;

* - p <0,05 Mo paBHEHUIO C UHTAKTHBIMH KUBOTHBIMU;

# - p <0,05 mo cpaBHEHUIO C IJIUTENBHO AJIKOTOJM3HUPOBAHHBIMHU >KMBOTHBIMU M
rpynmnoi «Perunuents! 1» (kputepuit Manna-YutHn).

Table 2. Relative amount of blood cells in long-term alcoholized males (CBA
x C57BI/6) F1 after transplantation of syngeneic lymphocytes modulated in vitro
with meta-chlorobenzhydrylurea.

Tab6aunma 2. OTHOCHTEIBHOE KOJUYECTBO (DOPMEHHBIX 3JIEMEHTOB KPOBH
JUINTEIbHO — ajkoroymsupoBanHHbix cammoB (CBA x C57BI/6) F1 mocne
TPAHCIUIAHTAIIMA CUHTEHHBIX JHUMQOIUTOB, MOIYJIMPOBAHHBIX IN VItro mema-
XJIOPOEH3TUAPUIMOYEBUHOM.

Animal groups Monocyte Segmented neutrophils Lymphocytes
I'pynmsl )KUBOTHBIX MoHOUHUTHI CerMeHTOsIIepHBIC JlumbouuTsr
HEHTpODUIEI
Intact animals 4,4+21 29,0+9,1 66,2+13,8

HHTaKTHBIC )KUBOTHBIC

Long-term alcoholized 4,4+1,3 46,2+13,6* 44,8+14,2*
animals

JnurensHo

AJIKOT'OJIN3NPOBAHHBIC

JKHUBOTHBIC

Recipients 1 3,614 48,1+11,2* 46,1+10,9*

PerumuenTsr 1

Recipients 2 3,4+1,7 36,0+£19,2+ 56,2+17,5+

PermmnmenTsr 2

Notes:
Recipients 1 — long-term alcoholized recipients after transplantation of syngeneic
splenocytes precultured without meta-chlorobenzhydryl urea.
Recipients 2— long-term alcoholized recipients after transplantation of syngeneic
splenocytes precultured with meta-chlorobenzhydryl urea.



The results are presented as M+SD; n = 8 in each group;

* - p <0.05 compared with intact animals;

# - p <0.05 compared with long-term alcoholized animals and the “Recipient 1”
group (Mann-Whitney test).

IIpumeyanus:

Peuunuentsl 1 — JJMTENBHO  AJIKOTOJM3UPOBAHHBIE PELMIHEHTHl MOCIHE
TPAHCIJIAHTALIUM CHUHTE€HHBIX CIUICHOLMTOB, MPEKyJbTUBUPOBAHHBIX 0€3 MeTa-
XJIOPOEH3TUAPUIMOYEBUHBI.

Peuunuentsl 2 - JUIATEIBHO  QJKOTOJIM3UPOBAHHBIE PELUIIMEHTHI  IOCIIE
TPAHCIUIAHTALIMM CHHTE€HHBIX CIUICHOLMTOB, IPEKYJbTUBUPOBAHHBIX C MeETa-
XJIOpOEH3rUAPUIMOYEBUHON. Pe3ynbraTel npeacrasieHs! B Bujae M+SD;

N = 8 B KaXJ0U rpymnie;

* - p <0,05 Mo paBHEHUIO C UHTAKTHBIMU KUBOTHBIMH,

# - p <0,05 mo cpaBHEHUIO C IUTENBHO AJIKOTOJIU3UPOBAHHBIMHU >KMBOTHBIMU U
rpynmoit «Perunuentst 1» (kpurepuit ManHa-YuTHu).



PUCYHKU
Figure 1. Colony-forming activity of bone marrow hematopoietic precursors of

long-term alcoholized males (CBA x C57BI/6)F1 after transplantation of syngeneic
spleen lymphocytes modulated in vitro with meta-chlorobenzhydryl urea.
PucyHnok 1. KononueoOpasyrormas AKTUBHOCTb KOCTHOMO3TOBBIX
TCMOIIOOTHYCCKHUX IMPCAICCTBCHHUKOB UINTCIIbBHO AJIKOTOJIM3UPOBAHHBIX CaMIIOB
(CBA x C57BI/6) F1 mocne TpaHCIUIaHTAIIMA CHHTCHHBIX JTUM(OIMTOB CEIe3CHKH,
MOJIYJINPOBAHHBIX N Vitro Mema-XJI0pOeH3IHIPHUIMOUYEBHHOM.
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Notes:

1 - Intact mice;

2 - Long-term alcoholized mice;

2- Long-term alcoholized recipients after transplantation of syngeneic splenocytes
precultured without meta-chlorobenzhydryl urea (Recipients 1);

4 - Long-term alcoholized recipients after transplantation of syngeneic splenocytes
precultured with meta-chlorobenzhydryl urea (Recipients 2);

Data are presented as M + SD;

n =8 in each group;

* - p <0.05 compared with intact animals;

#- p <0.05 compared with long-term alcoholized animals and the “Recipient 1”
group (Mann-Whitney test).

IIpuMeuyanus:

1 - MHTaKTHBIE MBIIIH,

2 - I[J'II/ITGJ'II)HO AJIKOT'OJIM3UPOBAHHBIC MBIIIIH,



3- I[J'II/ITCJ'IBHO AJIKOI'OJIM3UPOBAHHBIC PCHUIIMCHTBI IIOCJIC TpaHCILUIAHTAlWuH

CHUHTEHHBIX CIUICHOIIUTOB, MPEKYIbTUBUPOBAHHBIX oe3 Mema-
xjopOeH3ruapuaModeBuHbl (PenunuenTs 1);

4 - JIIUTEeNhbHO aJKOTONMM3UPOBAaHHBIC PEUUITUEHTHI TOCHe TpPaHCIUIAaHTAINA
CUHTCHHBIX CIUUICHOIIMTOB, MPEKYIBTUBUPOBAHHBIX C MeTa-

xJopoeH3ruapuiIModeBuHON (PerumnuenTsr 2);

Jlanuble nipeacTaBiieHsbl B Buae M + SD; n = 8 B kaxoii rpynne;

* - p <0,05 Mo paBHEHUIO C UHTAKTHBIMU KUBOTHBIMH,

#- p <0,05 mo cpaBHEHMIO C JIUTEIHHO AJKOTOJIU3UPOBAHHBIMU KUBOTHBIMH U
rpynnoit «Peuunuentst 1» (kputepuit Manna-YurtHn).
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