il |> KADE/IPA HEBPOJIOT MM, HEHPOXUPYPITUU U MEJAMUIMHCKON TEHETUKH
*  HUKETOPOJCKASI TOCYIAPCTBEHHASI MEJULIMHCKASI AKAJTEMUS

Tema: «KAHTHArperaHTHas Tepanusa B JIeYCHUHU
XPOHMYECKHUX HEePeOpPOBACKYJISAPHbIX HAPYIICHU D)

2016 rox A.E. XpyJieB, 101€HT, K.M.H.




Komy HazHauatb ACK?



KinHnyeckuu ciay4dam

IHanuenTt K., 48 J1er

o[ Ocriumarnu3uposaHa 8 cocyoucmait ueHmp 8 mapme 2016 a. ¢
duaz2HO30M 2emoppaaudecKkul UHCYIbm

B aHamHe3e — 8 meyeHue 1 2o0a Habriro0aemcs y Kapouorioaa ¢
ouaaHo30M auriepmoHu4yeckas bornesHb I, puck 3,

o[lontyyaem
« bucornporion 5 M2 ympom
* s103apmaH 50 me 2 p/o
o auemurncanuuunosas kucrioma 100 me




ICH

Small arteries rupture
and bleed into
the brain tissue.

Internal
carotid
artery



Mud 006 acnupuHax




John Robert Vane, 1927-2004

1971, «Inhibition of prostaglandin

synthesis as a mechanism of action
for aspirin-like drugsy

Nature - New Biology, 231 (25): 232-5.




i Tuknonudux/Knonudoeperib

[Npacyepernbs/Tukacperiorn
Activation Inhibitors ADP P2Y,, Receptor ADP P2Y, Receptor
PAR-1 Antagonists Antagonists Antagonists
SCH 530348 T opedine AJPSP
£.5555 Cilcpdagrel AIPSP
»-..g".- mv:
A4 P2y, Kw-::lk . ::ggw

AcnupuH ‘ 5-HT2A Antagonists
R1012444
Pudozpersb Thrombaxans e
Tep6ozpens '™ o
NCE4016
i dogrel
ﬁ 519886
P omamaSe
tomovobon
Endothelium [
Collagen vWF
Aggregation Inhibitors
GPla/lla Inhibitor GPVI Inhibitors GPlib/lla Inhibitors
EMmsie Moo omal ostibod: Ab  mmmcty
T ohdbon
A6cukcumab
 European Heart Journal, 2010 3nmugubamud

TupogpubaH



Iloka3areu CMEPTHOCTH B

AHTUTPOMOOTHYECKHX MCCIEI0BAHUAX
(mo cBuaeTeabCcTBY FDA)

Patient Cohorts Mortality
Overall 3-4%
After Myocardial Infarction 6.0-7.5%

After Bleeding Event 10%




Caenyer Jid Ha3HAYATh ACIHUPUH
MEePBUYHON NMPOPUIAKTUKH, YYUTHIBAsA
COOTHOIIIEHME M0JIb3a/PUCK?

MeTa-aHaans

e Antithrombotic Thrialists’ Collaboration. Lancet, 2009; 373: 1849 —
1860.



cobbIiTUA B UccneaoBaHUsaX no

95 000 nauwnexToB HM3xoro pucka, 660 000 naunenTo-ner, 3554 CC cobuitni
6 nccnegosasat (British Doctors’ Study, Physicians’ Health Study, Women's Health Study, Primary Prevention

Project, Thrombosis Prevention Trial. HOT)

HOWM N

Merta-aHanu3: Tepanus acnupuHom u puck CC

KTUKe

Koneunan Touxa GMcno cobuTi (% B roa) ———

ACTMDWH KoHTpOons ‘ Of (95% 1) cobuiTwA B roa
HedaTansHes MM 506 (0.18%Jy) 756 (0.23%y) . 0.77 (0.67-0.89)
Cmeprs oT UBC 372 (0.11%Jy) 393 (0.12%Jy) 0.95 (0.78-1.15)
Blion SNcaNos 934 (0.28%Yy) 1115(0.34%y) .. 0.82 (0.75-0.90)
KxopoHapHoe cobuiTue P=0.00002
Hedaranshbit uicynst 953 (0.17%y) 597 (0.18%Jy) - 0.92 (0.79-1.07)
OaranbHLM MHCYNBT 119 (0.04%Jy) 98 (0.03%%) - 1:21(084-1.74)
NioGOR WHCYNST 655 (0.20%Yy) 682 (0.21%y) ...  0.95(0.85-1.06) P=0.
CocyamcTancumepTs 619 (0.19%y) 637 (0.19%ly) :"@P' 0.97 (0.87-1.09) P=0.]
oGoe cepeesnoe 4534 (0 sqegy) 1883 (0.57%y) <;> 0.88 (0.82-0.94)
cocyamcToe cobuitue” P=0.0001

" MoG08 OOHOBM0e WDOMEMOE CODMTNE OO Wyt =
o : 05 075 10 125 15



THE LANCE]T
MeTta-aHanua: Tepanus acnMpMHOM U PUCK KPOBOTEYEHUW B

CCreaoBaHUsaX Mo NepeuYHON NpodunakTmuke

Puck DONbLUMX XenyoMHO-KMILLIEYHbIX MuorodaxkTopHbii asanua CC nexonos
KPOBOTEHSHWA 1 DONBLUNX KPOBOTENEHUNA

PYyTUHHOE NDUMEHEHWE aCNUPHHAE B NEPBUYHON NPODUNaKTHKe
HEONPaBaHHO BCNENCTBHE HEBLINDHOMND COOTHOLLIEHNA NONb3a (CHXEeHne

CC cobuitvit) / puck (BonbluKe KPOBOTEUESHHA).
HeobxonuM HHANMBHAYANLHLIA NOAXOA NPH NPUHATHMA DELLeHHR



AciiupuH ¥ puck CC coOBITUH Y TANMEHTOB C
0eCCUMIITOMHBIM aTEePOCKJIECPO30M

AAA - Aspirin for Asymptomatic Atherosclerosis
( n=28980 uei., 50-80 net, AMUTEALHOCTH HAOIIOACHUS 8,2 roaa)

BbIBOA: IpUMEHEHUE aCIUPUHA Y JIUL] C
0€CCHUMIITOMHBIM aT€pPOCKICPO30M IS
npodriraktuku CC coOBITHM HE OIPABIAHHO

Fondres G., et al. ESC Congress, 2009, Barselona, Spain



Atherosclerosis Timeline

Endothelial Dysfunction +

Foam Fatty Intermediate Fibrous Complicated
Cells Streak Lesion Atheroma Plaque  Lesion/Rupture




Pexkomenaanuu ESO 1o BegeHU0 00JIbHBIX C
HIIeMUYeCKUM HHCYJIbTOM 1 TUA

* HasHa4deHne aHTUTpOMBOTUYECKON TEepanmu

« KOHTpOnb XonecrepuHa KpoBWU

* KoHTponb ALl n Ha3zHa4YyeHne aHTUTNNEepPTEH3NBHbIX
npenapartoB (MAl®P/capTaHbl)

* Mogudmkaunst obpasa KusHu

CC ()
Y



Y1o neaarp ?



2013 ESH/ESC Guidelines for the management of
arterial hypertension

1 helask Force for the management of arterial hypertension of the
Luropean Society of Hypertension ( LSH ) and of the European
Society of Cardiology ( £SC)

Antiplatelet therapy, in particular
low-dose aspirin, is recommended
in hypertensive patients with
previous CV events.

Aspirin should also be
considered in hypertensive
patients with reduced renal
function or a high CV risk,
provided that BP is well
controlled.

Aspirin is not recommended for
CV prevention in low-moderate
risk hypertensive patients, in
whom absolute benefit

and harm are equivalent.




AHA/ASA Guideline

Guidelines for the Management of Spontaneous
Intracerebral Hemorrhage

A Guideline for Healthcare Professionals From the American Heart
Association/American Stroke Association

(OACSs). antiplatelet agents, those with acquired or congeni-
tal coagulation factor deficiencies, and those with inherited
or acquired qualitative or quantitative platelet abnormali-
ties. Paut,nts tal\mﬂ OACs LOI]SIIIU[L I’ lo ’() Jo of patients

© 2015 American Heart Association. Inc.

Stroke is available at http://stroke.ahajournals.org



AHA/ASA Guideline

Guidelines for the Management of Spontaneous
Intracerebral Hemorrhage

A Guideline for Healthcare Professionals From the American Heart
Association/American Stroke Association

AHTHUAOTHI

IIpsiMble aHTHUKOATYIAHTBI  HenpsiMble AHTHKOATYJISIHThI

For patients with a known coagulation factor deficiency VKA-Related ICH
or platelet disorder, replacement of the appropriate factor } ‘

ideli : pyiet fc VO / . 76 ionte tak-
or platelets, often with the assistance of a consultant hema- Guidelines exist forgeversal of OACs.™ For ICH patients tak

tologist, is indicated. If spontaneous ICH occurs in a patient ing VKA rapid correction of the international normalized
undergoing an intravenous heparin infusion, then protamine ratio (INR).is recommended.”" Fres 7e aSms:
sulfate can be given by intravenous injection at a dose of 1 mg along with vitamin K. has been the mainstay of treatment in

er 100 U of heparin (maximum dose 50 mg), with adjustment : ;
pe -, . &) J the United States for years, but more recently, prothrombin

based on time elapsed since discontinuation of heparin infu-
sion.” Similar dosing can be used.in patients who are receiv-

complex concentrates (PCCs), the activated PCC FEIBA (fac-

ing low-molecular-weight heparin; however, reversal may be tor VIII inhibitor bypassing activity). and recombinant acti-
incomplete.” vated factor VIIa (rFVIIa) have emerged as potential therapies.

© 2015 American Heart Association. Inc.

Stroke is available at http://stroke.ahajournals.org



AHA/ASA Guideline

Guidelines for the Management of Spontaneous
Intracerebral Hemorrhage

A Guideline for Healthcare Professionals From the American Heart
Association/American Stroke Association

AHTHATPEraHThbI

Antiplatelet Medication—Related ICH
Studies addressing the effect of prior antiplatelet agent use or
platelet dysfunction on ICH growth and outcome have found
conflicting results. Reported antiplatelet agent use was not
associated with hematoma expansion or clinical outcome in[ S

: } S. The usefulness of platelet transfusions in ICH
the placebo group of an ICH neuroprotective study.'® Others|  patients with a history of antiplatelet use is uncer-
have suggested that platelet dysfunction as measured by plate- I,;"‘pif\’,‘;‘g;"f,ldg.‘,,‘;ﬁ RS RS
let function assays may be associated with hematoma expan-
sion and clinical outcome.'™'* Platelet function monitoring

could be helpful in assessing exposure to antiplatelet medica-

tions and guiding hemostatic interventions, but this approach

has not been fully studied. A case series of 45 ICH patients

- -

© 2015 American Heart Association. Inc.

Stroke is available at http://stroke.ahajournals.org



onsensus and Future Directions
n the Definition of High

In-"Treatment Platelet Reactivity
y Adenosine Diphosphate

JACC Vol. 56, No. 12, 2010
September 14, 2010:919-33

SOCve 3 putemt reac Bty futoM
. 1) small s eane ADOVE OAOM
. e T 0an 0 & hammr A b
peaw it reactvny
Bassry ’

ALD-AMIYUMPORINMIN ATDErAUMS TDOMBOUNTOR




U3MepeHne arperaifMOHHON aKTUBHOCTH

TPOMOOIUTOB, onpeaeaeHue 3ppekra acCnIMpuHAa
OnTun4yeckasa arperomeTpusi ¢ KonsfiareHom

TpomboanacTorpadpusa
VerifyNow

OnpepneneHne metabonuta TxB2 B Moye

VerityNow-

;if SYSTEM
t

Working Group on Thrombosis of the ESC, 2009; EMJ, 2009 — 30; 426-435.



Onpenesieane 3P eKTa KIonuaorpesas

OnTnyeckagqa arperometpusa c AP
iMnegaHcHas arperomeTpus
VerifyNow

TpomboanacTorpadus

Working Group on Thrombosis of the ESC, 2009; EMJ, 2009 — 30; 426-435.



Pe3uncTrenTHOCTL K ACK

KnuHu4yeckasi:
pa3BUTHE TPOMOOTHUUECKHUX OCIOKHEHUIN

(uHdapkT, nmemudeckuit UHCYIbT, THA) Ha Tepanun ACK (10-20%)

Hankey G., Eikelboom J. Aspirin resistance. Lancet 2006; 367: 606—17.
Pamukcu B. A review of aspirin resistance: definition, possible mechanisms, detection with platelet
functional tests and its clinical outcomes. J. Thromb. Thrombolysis 2006: 23: 213-222.



PeskuM TeTeKIMU MUKPOreMoOpparuu
SWI, T2*

ICH

. Small arteries rupture
and bleed into
the brain tissue.

Internal
carotid
artery

Latchaw R. et al. // Stroke. 2009. V. 40. Ne 11. P. 3646.
Jauch E. et al. // Stroke. 2013. V. 44. Ne 3. P. 870.




Pexomenganun AHA/ASA, 2010

HUHCcyabT
Kapnn03M6M3MﬁoﬂnquKnﬁ
°] tunusn — opajabHbIE o] aunusn — ACK
AHTHKOATYJISIHTbI ) nurs —
2 munus — ACK + qunupuaamon KJIOIIUAOTPEJIb/ TAKIOIUIUH/TH
KarpeiaoJ/mpacyrpeib

Stroke, 2011; 42: 227-276



JIBoiHAasA TpOMOOIUTAPHAA TepaNus

1. TOJIbKO OKC(C!

Actiupun 75/100 Mr + knonugorpens 75 Mr

2. KAPAIMOSMBOJINU3M n
HEBO3MOKHOCTH Tepanuu BapdapuHOM

Acniupud 75/100 mr + qunupugamon 75/150 mr



EBpornenckoe pyKkoBOIACTBO 10 MPO(PHUIAKTHKE
CepACYHO-COCYIUCTHIX 3a00aeBanuid 2012 r.:
OueHb BLICOKHIT CepAeYHO-COCYIUCTBIN PHCK’

O4eHb BBICOKHUU PUCK:

» IlepeHecenHblld paHee HHPAPKT MUOKAP/IA, OCTPhI KOPOHAPHBIA CUHIPOM,
peBaCKyJIsipyU3alvsi KOPOHAPHBIX apTEPUH, IpyTas Mpoleaypa peBacKyIIpU3aliu,
UIIEMUYECKUI UHCYIIBT, 3a00JIeBaHUE TTIEpU(PEPUICCKUX apTEePUil

e (Caxapublii Auadet (Tum 1 win 2) ¢ ogHUM WIK 00JIEe CEPACYHO-COCYTUCTHIM
(haKTOPOM pUCKa U/WJIM TTOBPEXKACHUEM OpraHa-MUIICHU (Harpumep,
Mukpoanboymunypust: 30-300 mr/24 gaca)

 Taxkenas crenenb XBIT (CK®<30 mu/mun/1,73 m?)

e Paccunrtannsiii 10-1etHum puck no mkaie SCORE >10%

SCORE = mikana cucteMaTi4eckoi OlleHKH KopoHapHoro pucka (Systematic Coronary Risk Evaluation)
1. Perk J et al. Eur Heart J. 2012;33:1635-1701.



EBpornenckoe pyKoBOACTBO IO NMPOPUIAKTUKE
CepPACYHO-COCYAUCTHIX 3a00aeBanuu 2012 r.:
BbICOKHI cepaedHO-COCYIHCThIH PHCK!

BBICOKHWY PUCK:

e 3aMeTHO MOBBIIICHHBINH €IUHUYHBIA (PaKTOp pHUCKa (TsKEIass JUCTUITUACMHUS U T.

I1.)

» Caxapssiii quadet (tun 1 unu 2) 6e3 HpaxkTopoB pUCKa W/WUINA MOBPEKICHUEM
OpraHa-MHIIICHU

 Cpennss crenens XBIT (CK®=30-59 mu/mun/1,73 mM?)
* Paccuurtanssiil 10-netauii puck no mkaie SCORE >5%, <10%

SCORE = mikana cucteMaTi4eckoi OlleHKH KopoHapHoro pucka (Systematic Coronary Risk Evaluation)
1. Perk J et al. Eur Heart J. 2012;33:1635-1701.



/IMarHoCTNKa " /ievyeHne
APTEePUATHHON I'NIIePTEH3MN

Poccuitickue pekomeHgaLum
(YeTBepTLIN NepecMoTp)

[IpuMeHeHne acliMprHa B HU3KUX J103aX (75—150 Mr' B
CYTKH) PEKOMEHJIVETCA IMPU HATAYUU TIEPEHECEHHOI'O
UM, MU wim THUA, e HeT yrpo3sl KpoBoTedeHus [21].
Huskas /1032 acnUpuHa TAKKE IIOKA3aHA MAIUEHTAM
crapiie 50 jeT ¢ YMEPEHHBIM [TOBBIINIEHUEM VPOBHA Chl-
BOPOTOYHOI'O KPEATUHUHA WJIN C OYEHb BBICOKUM PHUC-
KoM CCO gaxe 1npu orcyrcTBuu Apyrux CC3. [JokazaHo,
YTO T10JIb32 OT CHIWKeHUA pucka CCO Mpu UCIIOIB30BA-
HUM aCIIMPUHA TIPEBLIMIAET PUCK Pa3BUTUS KPOBOTEYE-
HUA. 11 MUHUMHU3AIIUA PUCKA reMopparundyeckoro MU
JIe4eHUe aCITMPUHOM MOJKET OBITh HA4YaTO TOJILKO I10CIIE
noctrkeHus BeJIMUYUHBL A/l <140/90 MM pT. CT.



HuuepronuH (CepmMmnoH®)

Kop ATX:
CO4AE - Ankanouabl CNOPbIHbU
CO4AEO02 - HuuepronuH

5 mr
%

KnuHuko-chapmakonoru4yeckas rpynna
lNMpenapaT, yny4warowmm Mo3roBoe KpoBooodpalyeHune

T CEPMUIOH

neTox

CepMUOH (HULEPronuvH) - NpOon3BOAHOE BeLWecTBO ankanouaa c
COAEPXUT IProsIMHOBOE AAPO N OpoM3aMeLLleHHbIN OCTaTOK HUKOTUHOBOMU KUCTIOTh,
nposiBnfaeT anbda-1-agpeHobnokupyloLlee aemcTaeme.

 bonee 30 neT HaxoAUTCA B KITMHNYECKOM MPUMEHEHNN ANSA NauneHTOB C
KOrHUTUBHbIMU HapYLLEHUSAAMU U LiepebpoBaCKyNsAPHON NaTONOrnen n
3aboneBaHuaAMU nepudepuyecKknx cocynon

B HacTosILLee BpeMs, 3apermcTpupoBaH 6ornee 4Yem B 50 ctpaHax. BnepBbie Obin
3apeructpupoBaH B 1972 roay B ctpaHax EBponbl n AnoHun

Winblad B, et al. Clin Drug Invest. 2008
Winblad B, et al. CNS Drugs 2000.




CepMUOH — BNUsiHMe Ha reMopeanoruio

UHrnbupyet
arperauuio
TpoMoOouUnTOB,
UHAYyLMpyemyto
A0,
agpeHariMHOM m

KonsfareHom, npu

nepopanbHOM

npueme y noaen.

[ 1penAaATCTBYET [

YnyJwaer
CNOCOOHOCTL
3PUTPOLIMTOB K
aedopmauum,
CNOCOOHOCTL
KPOBM K
¢umneTpayum 2

Praga C, Tantalo V, Marangoni R (1979) Nicergolin und Thrombozytenaggregation. Arzneimittelforsch | Drug Res 29:1270-1276

2Guerrini M, Acciavatti A, Pecchi S, Capelli R, Sacchetti G, Forconi S, Di Perri T (1981) Effects of a single i.v. dose of nicergoline on hemorheological and
hemodynamic parameters in peripheral vascular disease. A double-blind, crossover study. Abstract, 2nd European Conf on Clin Hemorheology, London

1981

3Winblad B., Fioravanti M., Dolezal T. et al. Therapeutic use of nicergoline. Clin Drug Invest 2008; 28: 533—552.



CepMHWOH (HULEepPronuH):
CneKkTp noKasaHuun

Adapted from “Uses of Sermion”, Pfizer document on file




NokaszaHua onga npumeHeHus npenaparta Cep}

Moka3aHua pnA npUMeHeHuA Pexum Tepanuu, AnNNTesibHOCTb J1Ie4YeHuA

OucuupkynatopHasa aHuedanonaTus
CocyaucTtble KOrHUTUBHbIE HapyLUeHUs
NMOCTUHCYNbLTHbIE COCTOAHUA

Mo 10 mr 3 pa3a B CyTKW.
Kypc neyeHus He meHee 3 mecsLeB

Mo 30 Mr 2 pa3a B cyTKu B Te4eHue 3-6 mecsLeB.
Cocyauctasa aemeHuus Kaxable 6 mecsieB KOHCynbTaLum ¢ Bpayom o
NPOAOIMKEHUU Tepanuu.

OpraHun4yeckue u pyHKUMOHaNbHbIe apTepuonaTtumn

KOHe4yHocTen. CocTosiHUSA, 00yCrnoBneHHbIe Mo 5-10 Mr 3 pa3a B CyTKM B Te4eHue 3-6 mecsiLieB
HapyLweHueM nepudepnyeckoro KpoBooopaLleHus




Pe3ynbTaTthbl MeTa-aHanu3a

KITMHN4YeCKoro npuMmeHeHuns CepMVIOHa,
(HMUepronuHa En

+» MeTta-aHanu3 11 ABOUHbLIX, CrienbIX, KOHTPOSNIMPOBaHHbIX MO nNnauedo
pPaHAOMU3NPOBAHHbIX KITIMHUYECKUX UccrnenoBaHuu, npoBeaeHHbIN Cochrane
Collaboration B 2001 roay, oueHUn 3P PeKTUBHOCTb BIIUSHUSA Tepanuu
CepMMOHOM Yy NaLUEHTOB C AeMeHLUMEN C JFIerkon U YMEepPeHHON CTeneHun

TAXECTH;

< OnutenbHOCTb Tepanmm CepMMOHOM B UccriegoBaHUAX Obina ot 1 mecsiLa 4o 2
neT;

% Pe3ynbTaTtbl UCCrieOBaHUN 4EMOHCTPUPYIOT NOSIOXUTENbHOE BNUAHUE
npenapata CepMNOH Ha KOTHUTUBHbIE, (hyHKLUUOHaNbHbIE (PYHKLUU U
noBceaHEeBHYIO aKTUBHOCTb;

% TepaneBTnyeckas acpchekTtnBHocTb CepMmnoHa Obiynia oTMeYeHa B Te4eHue
nepBbiX ABYX MecsiLeB Tepanuu U coxpaHsinacb nNpu nocrneayroLlem
HabnwaeHUU NaumMeHTOB Yepes 6 n 12 mecsiueB

RCT, randomized controlled trial.
Fioravanti M. The Cochrane Library 2009, Issue 1




BbIBOABI
1. Komy Haji0 acnupuH?

» Ilepenecennsii U1, TUA

e Caxapnblii quader (tum 1 wm 2)

 Cpennsas u Tsoxenad crenedb XbIT (CK® < 60 mn/mun/1,73 m?)
* Paccunrtannsiii 10-netHun puck no mkaie SCORE >5%

HeHuwuHbI My>K4YUHbI

Hekypawue Kypawue Bospact  Hekypawue Kypawue

13 15 17 19 22 14 16 19 22 26
10 12 13 16 11 13 15 16
11 1 13

120

Cucmonuyeckoe apmepuansHoe dasneHue (mm pm. cm.)

180 o 0 o [EW T 2> 2 2 2 ENE
160 o) ‘ol ‘0510) 0 1A Bl 2 2 2@
140 o 0 0o o oG Aty ST > >
120 0 0 0 0 O 1 al 1A ATETA
4 5 6 7 8 & 5 6 7 8 4 5 6 7 8

B> 15% 7
= 122;04/:/0 12;’//: | 06wuii xonecmepun (mmono/n) | ¥ 190(;:«:%;(; =

3-4% < 1%



2. Knunu4yeckuu " J1a00paTOpPHbIN KOHTPOJIb
arperalfuOHHOM (PyHKIIMUA TPOMOOIMTOB

- [ ]
VerityNow*
, e§ SYSTEM
it
3
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3. PesxkuM geTeKuMyu MUKPOreMopparuu
SWI, T2*




KinHnyeckuu ciay4dam

IHanuenTt K., 48 J1er

o[ Ocriumarnu3uposaHa 8 cocyoucmait ueHmp 8 mapme 2016 a. ¢
duaz2HO30M 2emoppaaudecKkul UHCYIbm

B aHamHe3e — 8 meyeHue 1 2o0a Habriro0aemcs y Kapouorioaa ¢
ouaaHo30M auriepmoHu4yeckas bornesHb I, puck 3,

o[lontyyaem
« bucornporion 5 M2 ympom
* s103apmaH 50 me 2 p/o
o auemurncanuuunosas kucrioma 100 me
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