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JInxopagouHble peakLuuu: 3a U NPpOTUB?

+

Jinxopaaka — pusioreHeTUYeCKH
oTpaboTaHHbIN MEXaHU3M
NPOTUBONH(pEKLMOHHOMW 3aL4MUTbI YesioBeka !



B Bo3pacTte A0 2 MecALeB XU3HU NpU
Hann4num Temnepatypsb! Bbile 38°C

C pebpunbHbIMK CyaoporaMm B aHaMHe3e
C 3aboneBaHunamu LIHC

C XpOHMYECKOW NATONOrMen OpraHoB
KpoBoobpalleHus

C HacneacTBeHHbIMU MeTaboIMyecKknmm
3a6051eBaHNAMU




Kputepuun Ha3HauyeHuUs XXaponoHMXaroLMX
JieKapCTBEHHbIX CpeAcCTB

npyv inxopaake y aoereu

F'pynnbl gerten "po3oBas "6negHasn
nuxopagka"  nuxopaaka"

340pOBbIe AeTU B

BO3pacTe CTaplwe | >38 5-39,0°C >38 °C
2 MecsaueB

[leTn n3 rpynneol
PUCKa >38,0 °C >37,5 °C




Metamu3zson: onbit CLLUA

= Ha MecTHOM paano n TB npoLunm MHPOpMaLIMOHHbIE
nepeaayv Ha UCNaHCKOM f3blKe.

= B KMHuMKe 6b1510 NpoBeaeHO AONONHUTENBHOE
obyyeHne MeanepcoHana o npobnemax, CBA3aHHbIX C
NPUMEHEHNEM METAMN30/a

s BO BCexX CMOTPOBbIX KABMHETAX Ha ABYX SA3blKaxX BUCST
NnnakaTbl, NPEnATCTBYOLME CaMOCTOSITE/TIbHOMY
MCroNb30BaHUIO METAMN30J/1a N coaepXKaLlme npocuoy
NoroBopuUTb C BpaydoM 0 6e3onacHbix crnocobax
CHWXXEHUS TeMNepaTypbl U pUCKax MeETaMmN3ona.



JINTNHECKASA CMECDH

» 50% pacTBOp aHaJ/IbrmHa
- no 1 roaa - 0,01 mn/kr
- ctapwe 1 roga - 0,1 Mn/roa >Xn3Hu.

s 2,5% pacTBOp AuNpa3nHa
(nunonbdeHa)
- oo 1 ropga - 0,01 Mn/Kr
- ctapuwe 1 roaa - 0,1 -0,15 mn/roa »xn3Hu

= 2% pacTBOp nNanaBepuHa
rmgpoxnopvaa
- po 1 ropa - 0,1 -0,2 mn
- cTapwe 1 roga - 0,2 Mn/roa XXu3Hu




PEBAJITUH (REVALGIN)

metamizole sodium + pitofenone + fenpiverinium bromide

1Mn 1 amn.
MEeTaMU30n HaTpUn 500 mr 25T
NUTOOEHOHa ruapoxnopuna 2 Mr 10 mr
dheHnuBepuHna Gpomua 20 MKr 100 Mkr

Boapact Macca Ttena B/B BBeaeHue B/m BBeaeHue
3-11 mec 5-8 kr He nokKasaHo 0.1-0.2 mn
1-2 roga 9-15 kr 0.1-0.2 mn 0.2-0.3 Mn
3-4 roga 16-23 Kr 0.2-0.3 mn 0.3-0.4 mn
5-7 nert 24-30 kr 0.3-0.4 mn 0.4-0.5 mn
8-12 net 31-45 kr 0.5-0.6 mn 0.6-0.7 mn
12-15 net >45 Kr 0.8-1 mn 0.8-1 mn




[NOAMKOMNOHEHTHbIEe NnpenapaThbl -
npo6snema nonunparMasmmn?

UrparMasus ( OT MO/N... U FPeY. pragma — NpeAMET, BeLlb ),
O4HOBpPEMEHHOE Ha3Ha4YeHne ( HEPEAJKO H60I7paB[laHH06)
5OI1bHOMy MHOIMMMx J1ieKapCrBEHHbIX BELLEeCTB UJIN Jie4yebHbIx

npoLeayp.

«Kora s1 BW)Xy peLjenT,

coepxallmu rporu1cb Tpex u bosee

JIeKapCTB, A AyMalo:

Kakasi TeMHasl cu/ia 3aK/1lo4eHa B HeM!»
N.I'.lNaBnos



[NOAMKOMNOHEHTHbIEe NnpenapaThbl -
npo6snema nonunparMasmmn?

+ AHTUTPUIMNTNINH-AHBMU

ackopbunHoBas KMcnoTa 300 mr
aueTuncanmuunoBsas

5 & 250 mr
KNCroTa
pyTosna 20 mr
METaMU30S HAaTPUN 250 mMr

npeHrngpammHa
ang ab 20 mr
rmgpoxnopua
KanbUnsa rnoKoHaTa

. 100 mr

MOHoruapar




[NOAMKOMNOHEHTHbIEe NnpenapaThbl -
npo6snema nonunparMasmmn?

+

«[loMeHbLLE J/IeEKapCTB,
TO/IbKO COBEPLUEHHO HEObXOAUMbIE»

b.E. Botyan
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IIpodiema «mmapentepaabHoro seeaenuss HIIBC)

3HauMTENbHAsA YacTb OTpULIATENbHbIX ABNEHNI
BC/I€ACTBUE MPUMEHEHUS NTEKAPCTBEHHbIX CPEACTB
CBSi3@aHa C HeonpaBAaHHO LUMPOKMM UCTOSIb30BAHUEM
napeHTepasibHbIX NyTEN UX BBEAEHUS,

MPY KOTOPbIX HEBO3MOXXHO MOJIHOCTbIO N36aBUTLCS
OT MOCTYNaoLLMX B OPraHnU3M MexaHU4eCcKmnx
NpUMECen, ranTeEHOB M AaXXe aHTUIEHOB.

OcobeHHO HebaronpusTHbIMU SIBJISIKOTCS
BHYTpUapTepuasibHble U BHYTPUBEHHbIE BBEAEHMUS,
rpy KOTOPbIX OTCYTCTBYET buosiornyeckas
dunbTpauns rnpenapara.



Cynnosuropuu
nmapamneramoJia

(IHedexon /1, 1adbanran u 1.1.)




IlapenTepajibHbIC Ipenaparbl
IS JICYEHU S JIMXOPAAKHU U
00J1€BOI0 CHHAPOMA
1 IHEP®AJITAH

(pacTBOp nMapamneTramoJia)




CTpyKTypa rocnuTajJu3aluu Mo JUArHo3y OCTPbIil

rematut B CIIIA

_|_

T'eIIaTuThl OT

Iepeo3uPOB KA
OCTaJIbHbIE TeITaTU THI, KAPOTIOH U KAFOITX
58% [IperapaTos

(mapartetamona), 42%

Journal Clinical Infection Diseases, 2005.




AMepUKaHCKHe YUYEHble BbISSBUJIN IeH,
CBSI3aHHbIN C NOBbILWEHHbIM PUCKOM THXEIOro

nopaxeHus neyeHu, BO3HMKaroLWero Ha poHe
npMemMa napaueramorna.

[Mp1éM napaueTamMosia B MaKCMMasibHOM
TepaneBTUYECKON 03€ JaXe B TEYEHME KOPOTKOro
BPEMEHW MOBbILIAET aKTUBHOCTb MEYEHOYHOO
depMeHTa anaHnHaMmMHoTpacdepasbl Y TPETU
3/10POBbIX NOAEN, YTO YKa3biBAET Ha BO3MOXHOE
NMOpa)XeHne neveHun. Boicoka BEPOSITHOCTb, UTO Npu
npmMéme npenapata B 60MbLINX [03aX Y MHOTUX U3 3TUX

NIOJEN MOXET Pa3BUTbCA OCTPas NevYeHo4YHas
HEe0CTAaTOYHOCTb.

Genome Research




CoBeTbl N0 paUuMOHa/IbHOMY NMPUMEHEHUIO
napauetamorsia ans poamTtesien:

CHMXXaTb TEMNepaTypy TONbKO MO MOKa3aHUSAM;

HE BBOJMUTb »KAPOMOHMXXAIOLLIEE MOBTOPHO C LIENbIO
npeaoTBpaLleHNss HOBOro NoAbeMa TEMMNEPATYPbl, Ero cneayet
[aTh MLLIb MOC/IE TOro, KaK TeMMepaTypa Tena pebeHka BHOBb
noAoLW/a K NMPeXXHEMY YPOBHIO;

MCMOIb30BaTh PEKOMEHAOBAHHYIO Pa30BYHO A031POBKY
napauetamona (10-15 Mr/kr), HM B KOENM Mepe He MpeBbIWaTh
CyTOYHyto o3y (60 Mr/kr);

He AaBaTh NapaueTamos 6e3 KOHCybTalum ¢ BpavoM bonee 3-x
NHEWN 13-3a OMNaCHOCTM NPOCMOTPETb 6aKTepManbHy0 NHPEKLNIO U
Ono34aTb C HAa3Ha4YeHMEM aHTMbaKTEPUANbHOIo CpeacTBa;

Npn pasBUTUM TMNEPTEPMUMN CO CNA3MOM KOXXHbIX COCYA0B
(xonoaHble, bneaHble KNCTU U CTOMbl, MPAMOPHOCTb KOXW) nocse
BBEAEHM1S XXapPOMOHMXAIOLEro cneayeT sHEpru4yHo pacTepeTb
KOXY pebeHKa A0 ee NOKPACHEHUSI N CPOYHO Bbi3BaTb Bpaya.




Noypoden
(Hypoden, UOydpen, bpyden u 1.1. )

HYPODEH
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ALETUIICAITMUNIIOBASA KUCJIOTA n cnHapom Pes

CuHapoM Pest xapakTepusyeTcs HEYKpPOTUMOU 3aTSXXHOM
PBOTOW, Pa3BUTMEM TOKCMYECKOWN 3HLEMANONATUN U XXNUPOBOW
nereHepaumm BHYTPEHHUX OpraHoB, NMPeMMyLLLECTBEHHO
NeYeHn 1 rosIOBHOro MO3ra.

JleTanbHOCTb Npu cnHapome Ped MoxeT npesbiwaTtb 50%.
OrpaHunyeHus, eeegeHHble B CLLIA Ha npuMmeHeHue ACK y
NETEN, NPUBENUN K 3HAYUTENIbHOMY CHMXXEHWUIO CITy4aEeB
BO3HMKHOBeHUA cnHapoma Pes ¢ 555 (1980 r) no 36 (1987 )
n2 (s 1997 r).




AUETUNCAITUNIOBASA KNCJIOTA: NMOBOYHbIE SO®EKTbI

«LLnnyune» popmbl ACK CHUXKaroT
racTpOTOKCUYHOCTb U B/INSIHWE HA reMoCcTas?

bbicTpopacTBopmMble popMbl ACK He yCTpaHSaoT
CUCTEMHOrO AENCTBUSA NpenapaTa Ha CUHTE3
3aLLMUTHBIX MPOCTAr/IaHANHOB B CIIU3UCTOWN XeNyaKa
N HE CHMXAIOT pucka pa3sutua XKK,

XOTS M HE BbI3bIBAOT JIOKA/IbHOIO pa3pakeHUs
CNIN3MUCTON 0DO0MOYKN XKeNyaKa.




[lpocTarnaHanHbl OKa3blBatOT ECTECTBEHHOE
r’MNOTEH3BHOE AeUCTBUE.

HIMBC yMeHbLWwaloT 3TOT 3P dEKT 1 0CcnabnsatoT
rMNOTEH3UBHOE AencTBue b6eta-aapeHob10KaTopoB U
NHrnbutopos AllO.

e He pekoMeHAyeTcs 0AHOBPEMEHHbIN ripuem HIBI ¢
aHTUrMNePTEH3UBHBIMU ripenapatamMmu u AnypeTukamm
6€e3 KOHCYy/IbTauun Bpadya.



[1IpocTarnaHAnHbl OKa3biBalOT TOPMO34Llee
+Bnm;lee Ha ocBObOXAEeHME NHCYNINHA
n3 6eTa-KNeToK OCTpOBKOB JlaHrepraHca.

HINBC noaaBngaloT CMHTE3 npocTarnaHamHoB E
Ny oTAeNbHbIX 60NbHBLIX MOrYT Bbi3BaTb
FMNOrIMKEMUYECKME COCTOAHUS.

e He pekoMeHAYyEeTCS OAHOBPEMEHHbIN MPUEM npernapara ¢
rnpoTmnBoAnabeTnyeckummu cpeacrtsamm (rnpon3BoAHbIMU
CYJIb@OHMNITIMOYEBUHBI M AP.) 6€3 KOHCY/IbTalun Bpaya.



HIMBC (ACK n apyrue) «3anyckatoT» Kackaga Metabonmsma

apaxnaoHOBOW KMUCNOTbI MO JIMMOOKCUIEHA3HOMY MYTH
_’_(c obpa3oBaHNEM MeanaTopos,

obnagarowmx 6POHXOKOHCTPUKTOPHBLIM 3MEMEKTOM).

OTO MOXXET CrpOBOLMPOBaTb Y AETEN

npuctyn 6poHxmnanbHOn 06CTpyKUMm

(ocobeHHO Yy AeTen paHHEro Bo3pacTa

C Hepacno3HaHHOM BpPOHXMaNbHOM aCTMOM,

MackupytoLlencs B suae peumansos bOC Ha dpoHe OPBW).

e He pekomeHayeTcsa cTtapToBoe Ha3HadyeHne HIBC
rnpu 6poHxX1asIbHoN 06CTPyKLMH,
€C/I1 MoA03PEBAETCS «acrmMpuHoOBasli Tpuaaa»
(c-m ®epHaHa-Buaans). lpenapat Bbibopa — napaleTamorl.



Hapsay ¢ aHTuarperaHTHbIM 3(MEKTOM

HMBC (B 60nbLuen cteneHn — ACK) Bbi3bIBalOT
+aHTaFOHM3M N0 OTHOLLEHUIO K BUTaMUHY K,

3TO NMPUBOANT K CHMXXEHMIO CUHTE3a NPOTPOMOMHA,

npokoHBepTMHa, IX n X @pakTopoB CBepTbiBaHUS KPOBM.

e He pekoMeHAYEeTCs 04HOBPEMEHHbIV MPUEM rpenapaTa
C aHTUKoarysiHTamm 6e3 KOHCy/IbTaluuu Bpaya

(ycyrybrieHne reMopparmn4eckoro cMHApoma
W/IN MOTEPS] KOHTPOJIS HaA <LEIEBOU rMIOKOaryasUmen» ).
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Drug Category Antl}.)yretlc agents —Treatment of fever in pediatric patients is somewhat controversial. Antipyretic agents inhibit central

synthesis and release of prostaglandins that mediate the effect of endogenous pyrogens in the hypothalamus and, thus, promote the return of
the set-point temperature to normal.

Drug Name

Acetaminophen (Tylenol, Tempra) -- Reduces fever by acting directly on
hypothalamic heat-regulating centers, which increases dissipation of
body heat via vasodilation and sweating.

Pediatric Dose

|10-15 mg/kg/dose PO g4-6h prn; not to exceed 2.6 g/d

Contraindications

|Documented hypersensitivity; known G-6-PD deficiency

Interactions

Rifampin can reduce analgesic effects of acetaminophen;
coadministration with barbiturates, carbamazepine, hydantoins, or
isoniazid may increase hepatotoxicity

Pregnancy

B - Usually safe but benefits must outweigh the risks.

Precautions

Hepatotoxicity possible following various dose levels in persons with
chronic alcoholism; severe or recurrent pain or high or continued fever
may indicate serious illness; acetaminophen is contained in many OTC
products, and combined use with these products may result in cumulative
doses exceeding recommended maximum dosage

Drug Name

Ibuprofen (Motrin, Advil) -- One of few NSAIDs indicated for reduction of
fever. Produces anti-inflammatory, antipyretic, and analgesic effects by
inhibition of prostaglandin synthesis.

Pediatric Dose

<6 months: Not established
6 months to 12 years: 4-10 mg/kg/dose PO tid/qid; not to exceed 40
mg/kg/d or 2.4 g/d

Contraindications

Documented hypersensitivity; peptic ulcer disease, recent Gl bleeding or
perforation, renal insufficiency, or high risk of bleeding

Interactions

Coadministration with aspirin increases risk of inducing serious NSAID-
related adverse effects; probenecid may increase concentrations and,
possibly, toxicity of NSAIDs; may decrease effects of hydralazine,
captopril, and beta-blockers; may decrease diuretic effects of
furosemide and thiazides; may increase PT when taking anticoagulants
(instruct patients to watch for signs of bleeding); may increase risk of
methotrexate toxicity; phenytoin levels may be increased when
administered concurrently

Pregnancy

|B - Usually safe but benefits must outweigh the risks.

Demanmnmes LI NN

Category D in third trimester of pregnancy, caution in congestive heart
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Table 1: Summary of clinical management of the new influenza A (H1N1)

virus infection

Modalities

Strategies

Antibiotics

In case of pneumonia, empiric treatment for community acquired
pneumonia (CAP) per published guidelines pending microbiologic results
(e.g. 2-3 days): tailored therapy thereafter if pathogen(s) identified.

Antiviral therapy

If treatment needed. oseltamivir or zanamivir. The new influenza A (HIN1)
virus is currently resistant to amantadine and rimantadine.

Corticosteroids

Moderate to high dose steroids are NOT recommended. They are of
unproven benefit and potentially harmtul.

Infection control

Standard plus Droplet Precautions. For aerosol-generating procedures use
particular respirator (N95, FFP2 or equivalent). eye protection. gowns,
gloves. and an airborne precaution room, that can be naturally or
mechanically ventilated, per WHO guidance'®.

NSAIDS.
antipyretics

Paracetamol or acetaminophen given orally or by suppository. Avoid
administration of salicylates (aspirin and aspirin containing products) in
children and young adults (< 18 years old) due to risk of Reye’s syndrome.

Oxygen therapy

Monitor oxygen saturation and maintain SaO2 over 90% (95% for pregnant
women) with nasal cannulae or face mask.




IIpo0s1eMbI «<HOBBIX MpeENapaTroBy»

KpynHbI ckaHaan B ceHTsbpe 2004 r. pa3pa3unncs C
npernapaTtoM ass nedyeHuns aptputa Vioxx (Podekokcnbd) ms

‘|'rpyr|r|b| MHrnéuropos LIOI-2 ¢ roaosbiM 060poTom 2,5 MApA.
[0S,

CornacHo 3aknto4deHnio FDA, npu AnuTenbHOM NpUMEHEHUN
3TOT NpenapaT MOBbLIWAET PUCK PA3BUTUA CEpAEYHO-COCYANCTbIX

ocnoXxHeHun. Komnanusa MSD (CLLUA) 6bina BbIHYXXAEHa N3bSATb
VIOXX C pbIHKa.

ECTb NOA03pEHNE, YTO TaKOE AENCTBUE OKa3blBalOT BCE
NHrnébmTopsl LIOIM-2.

STOT WU Apyrue cinydyam nosyvymnm LWMpPOKYH OBLLECTBEHHYIO
Or/1IacKy, MOCKOJIbKY OHW CBSA3@Hbl C COKPbITUEM KOMMAHUSMU-
NPOU3BOANTENSAMU HEraTUBHbIX PE3Y/IbTATOB KITMHUYECKUX

HabnoaeHUM.
"Pemeanym”, N 11, 2005 r.



Case Report

Singapore Med J 2007; 48(6) : 582

Nimesulide-induced hepatotoxicity
and fatal hepatic failure

TanHH,Ong WMQC, Lai S H, Chow W C

ABSTRACT

Non-steroidal anti-inflammatory drugs
(NSAIDs) and cyclo-oxygenase-2 (cox=-2)
Inhibitors are structurally heterogeneous
drugs that share similar therapeutic actlons
and adverse effects. Hepatotoxicity, although
a relatively rare adverse effect of this class
of drugs, can be severe. This has led to
the withdrawal of some NSAIDs from the
market. Nimesulide Is an NSAID, with cox-2
preference, which has been reported to cause
death from hepatic fallure. However, most
reports have been from European countries.
Aslan reports Include that from lIsrael
and India. We report three patients who
presented with acute hepatitis after being

of traditional Chinese medication for three years prior to
admussion. but had stopped this at least six weeks prior
to onset of symptoms. Patient 3 ingested nimesulide
over a six-week period. where 1t was consumed daily
for two weeks. interrupted for two weeks. then
consumed again daily for two weeks. All patients were
negative for acute viral hepatitis A, B, C. E. herpes
simplex virus, Epstemn-Barr virus, Cytomegalovirus
and liver autoantibodies. Ultrasonography was
normal and liver biochemistries were consistent with
hepatocellular injury in all three patients. None of the
patients had evidence of hypersensitivity. such as fever,
rash nor significant hypereosinophilia. Patients 1 and
2 responded well to drug dechallenge, with a decline
i liver enzymes and bilirubin levels. None of the

patients were treated with steroids nor ursodeoxycholic




MWHUCTEPCTBO 30PABOOXPAHEHHNA
¥ COLUMANLHOrO PA3BUTUA PO

®epepansHan cnyx6a no
3ApPaBOOXpPaAHEHUS U ManbHOro pasBUTHsA

JERAPCTBEHHLIE

CPEJICTBA

[Mop, peaaiupert PY. Xabpuesa, AT, Yy-anuHa

CMPABOYHUK NEKAPCTBEHHLIX CPEACTB,
omnyckaeMbiX no peyenmy Bpaua
(thembguwepa) npu oxasaHuL gonoNHUMENHOU
Becnnamuoll MeguyuHCKOI noMoWU
omgefibHbIM Kame2opuAam 2pagaH,
UMEIOWUM NPaBo Ha nonyveHue
20cygapcmeeHHoll coyuanbHOl NOMOoWU

He pa3peléH K npuMmeHeHuio B CLLA,
BenukobputaHuu, KaHage,
ABscTpanuun, JaHun v ap.

EBpOMNEnNCcKoe areHTCTBO MO OLIEHKE
NEKAPCTBEHHbIX CPeACTB 3arnpeLlaeT
NpUMEHeHne y aeten Ao 12 net, y
B3POC/IbIX 3apPErMCTPUPOBAH TOJSIbKO
no 3 nokasaHusM: octpas 60sb,
OCTE0apTpUT, AUCMEHOPES.

o cpaBHeHuto ¢ agpyrumu HIBC vawe
BbI3bIBAET renaToTOKCUYecKkue

3 PeKTHI.



JAukiaopenaxk
(BosibTapeH, opTo(eH,
AUKJIOHAT U T.J.)




BOJIbTAPEH (AuknodeHak-HaTpun)
Noka3saHus:
— BOCnanuTenbHble U AereHepaTtuBHble 3aboneBaHnUs ONOPHO-
ABUraTesibHOro annaparta: peBMaTOMAHbIA apTPUT, aHKWJI03UPYHOLLUMH
CMOHAWUJIMT, OCTE0AapPTPO3, CNOHAUNOAPTPUTDbI, ocTeoapTpuT, FOPA
—{3a60neBaHns NO3BOHOYHUKA, CONpoBOoXAaroLWmecs 6o1eBbiM
CUHAPOMOM;
— peBMaTuyeckue 3abosieBaHMA BHECYCTaBHbIX MArKMX TKaHEMN;
— OCTPbIX NPUCTYN noaarpbl
— NMOCTTPaBMaTUYECKME M nocrieonepaumoHHblie 60oneBble CUHAPOMDI,
CONpoBOXAaloLMecs BOCNasiecHUEM U OTEKOM;
— rMHeKoJiornyeckue 3abonesaHms, conposoXxaarowmecs 6oneBbiM
CMHAPOMOM U BocnaneHMeM (nepBMUyHas asibroguCMeHopes, afHEeKCUT);
— B KauecTBe AOoNOJIHUTEJIbHOI0 CpeAcTBa Npu TsHKeNbiX UH(PEKLUOHHO-
BOCNanuTesibHbIX 3aboneBaHUsAX yxa, ropsia M1 HoCa, NpPoTeKarLMX C
Bbipa)XeHHbIM 60s1eBbIM CUHAPOMOM, HaNnpuMep, Npu papuHrure,
TOH3UNNTE, oTUTe (3a UCKNIIOYEeHUEeM TabneToK NPOoJZIOHrPOBaHHOIO
aencreus). OCHoBHoe neueHne 3aboneBaHna NPoBOAAT B COOTBETCTBUM
C o6WenpuHATBIMY NPUHLUMNAMMU, B T.4. C NIPUMEHEHUEM 3TUOTPONHOU
Tepanuu. U3onmMpoBaHHas MXopagKa He AABNISIeTCA NoKa3aHMeM K
NnPUMEHeHUIO npenapara;
— NPUCTYnbl MUrpeHun (ToNbKO A1 Cynrno3uTopues).




CNnACMNbO 3A BHUMAHME
+




