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AHTUNAPKNHCOHULM

HeyponpoTekTuBHa cTpaTernja 3a rneyewe [apkmHcoHoBe bornecTu je
OOXWUBENa Heycnex.

[larbe cTpareruvje 3acHMBajy ce Ha nanujaTMBHO] UNU CUMMITOMATCKO]
Tepanuju, U NpeacTaBrba HaAoKHaay AonaMmuHa y CTpujatymy.

[lonamunH He nponasu Kpo3 KpBHO-MOXOaHYy bapujepy jep My je y
dunanornoLwkmm ycnosuma ammHo rpyna rnpotoHosaHa (pK_=10,6) wTo ra
YUHN XNOPODUITHUM MOSIEKYITOM.

Ca gpyre ctpaHe, nesogona je 6asaH (pK,=8,72) n nonapaH Ha
domsnonowkoj pH, na je cnocobaH ga npoape kpo3 LUHC, npu yemy je geo
TpaHcnopTa 40 MO3ra onakiwaH ApyrumMm apoMaTUYHUM N HEYTPanHUM
anndaTtn4yHMM aMMHO KNCennHama.



BuocuHTe3a n metabonusam nesogone

JleBogona je nHTpameanjep y OMOCUHTE3N KaTeXONamMmHa.

JTako ce gekapbokcurnyje nocpeacTsoM LuTonnasmaTckor eHdnma DOPA-
aekapbokcunase oo gonamMmuHa.

[MaBHM MeTabonuykn nponsesod gornamuHa je 3,4-
anxugpokcndgenuncnphetHa kncenmHa (DOPAC) n xomoBaHUITMHCKA
KncenunHa (3-mMeTokcn-4-xnapokcndgoeHnicmpheTHa KucenuHa).

ErsoreHn nesogona 6p3o noanexe gekapbokcunaumju oo gonamuHa y
nepudepHOM TKMBY (jeTpu, cpuy, nnyhnuma, dyopesuma).



AHTUNAPKUHCOHULM - fieBoaona

« JleBogoona npeacrasrba HajepukacHujy hapmakoTepanujy 3a nedyere
cumnTomMa lNapkmHckoHoBe 6orecTn (3naTtHW cTtaHgdapa).

» Pa3Boj nneBogone ca unroem nevemwa NapknHcoHoBe 6onectu je penak
npuMep pauuoHanHor npeasuhamwa U NIorMYKor KNMHUYKOr TpeTMaHa y
HeyponcuxujaTtpmjckum oborbewnma, 6asmpaHmmMm Ha HEYPOXEMMN|CKO)
naTonoruju n ocHoBama goapMakosioLlKe Teopuje.

* EdukacHoOCT nevyera neBoaornom orrnena ce Kpo3 heHo gocriehe go
LIHC-a un gekapbokcunauumje y gonamMmumH, Ha JiokariHOM HUBOY.



AHTUNAPKUHCOHULM - fieBoaona

 Camo 1% opf per 0s yHeTe go3e nesoogone gocrie 4o moara 36or yera
nMa orpaHuyeHy Ao3Hy e(pukacHOCT.

» [lekapbokcunaumnja nesogone Moxe ga ce KOMMeETUTUBHO MHXMOMpa
KoagMUHUCTpauujom kapbugone nnm beHcepasmaa.

» OBu NonapHu gekapboKCUTHU NXHXMBUTOPU HE NPOANPY A0 MOo3ra U He
Mory aa nHxmbupajy uepebparnHe gekapbokcunase, npu 4emy ce 3HaTHO
nosehaBa KOHLIEHTpauuja fieBoaone Koja gocnesa 40 MO3ra, U Koja ce
KOHBEPTYje 40 AonaMnHa, Ha NOoKarHOM HUBOY.
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AHTUNAPKUHCOHULM - fieBoaona

e TKMBHO Npey3nmare fieBoaone 3aBUCK o KOMMNeTMULNje ca ApYrnum
apoMaTU4YHUM U HEYTPaANHMM aMUHOKUCENMHAMa N MOXe Ce 3HaTHO
CMaHUTN NPOTEUHCKNUM oBpoLuma.

* Y BUCOKMM JoO3ama NUPUAOOKCUH (BUTaMuH B;), kodakTop 3a eH3um
DOPA-gekapbokcunasy, Moxe ga y3pokyje cyrnpoTtHe edekTe
nesogonamMmunHa, nosehasajyhun nepudepHy aekapbokcunaumjy.

» KomnetntueHa brniokaga nepudpepHe gekapbokcunaumje kapomaonom
nnn beHcepasnaom, ymaryje npa noteHumjanHe eekre nMpuaokcuHa.
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AHTI/II'IapKI/IHCOHI/ILI,I/I - alOHNCTN AONaMNHCKNX peLenTopa

e AroHMCTV JONamMUHCKUX peuenTtopa Cy HecenekTuBHn 1 aenyjy Ha D,- 1
D,- Tun peuenTopa.

 JlekoBu KOju ce NpUMELYjY Y Tepanuju cy napumjasiHi Unum nyHM aroHUCTun
Koju genyjy Ha D,- Tvn peuenTopa.

* [lpuMmeHa aroHMCcTa gONaMUHCKMX peuenTopa kKao MoHoTepanuje (6e3
nesogonamMnHa) npeacrtaBiba UHUUMjanHy Tepanujy 3a feyere
[TapkMHCOHOBE BOMecTun, jep okcngaunoHnm MeTabonMamom gonammHa
(HacTanor og eHOoreHor UM er3oreHor fieBogonamuHa) HacTtajy
HEeYPOTOKCUYHN MeTabonnTu.

* ArOHUCTU OOMaMUHCKMX peuenTtopa ce 0bunyHonpumMmemyjy y KombmHaumju
ca pedykoBaHUM go3ama nesopgone/kapbugone, OoK ce Kao
MOHOTepanuja MoXe KOpUCTUTK Kog Mnahmx nauujeHarta Koju mory borbe
[a nogHecy HexerbeHa aejcTea.



SAR npucTtyn aHTUNAapKUHCOHUKA - arOHUCTa
OonaMUHCKUX peuenTopa

« 3axBarbyjyhn cTygmjama Koje cy cnpoBegeHe Ha OBUM PUrMOHUM
AonaMUHepPrMyknm aroHucTnuma yTepheHo je ga je noxerbHuja trans
KoH(bopmauuja (a unu B potamep).

» Pesyntatn gobujeHn MorneKkyrncknm mMogenoBakem 1 NpUMeHOM
XemMouHdopmaTuke ytepheHo je aa akTmBHoOCT nuraHaga npema D;- n D,-
TMNY peuenTopa 3aBnCcK of no3vuuje NPOTOHOBAHOr a3oTa Koju yTuye Ha
BE3NBaHE€ ca aHjOHCKMM DOYHMM HU3OM acrnaparnHcKe KUCernmHe y
TpaHCMeMBPaHCKOM Q-XErUKCY.
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SAR npucTtyn aHTUNAapKUHCOHUKA - arOHUCTa

AoNaMUHCKUX peLenTopa

o ETuneHanamunHckm 604HM NaHau je jako dornekcmnbunaH n omoryhasa
poTauunjy Bese namehy B-yrroeHnka n doeHunHor npcreHa.
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SAR npucTtyn aHTUNAapKUHCOHUKA - arOHUCTa
OonaMUHCKUX peuenTopa

Ca uurbem ga ce ogpeaun crnocobHOCT peuenTopa ga CTynu 'y
NHTEepaKunje 1 ga ce oapene akTuBHa MecTa, CUHTETMCAHKU CY NPOBHU
MONeKynn (anopduHK) Koju cy cagpkanu KaTexoncku npcTeH n aMmmHo-
eTun rpyny y purugHoj KoHgopmaumju, npm 4yemy ce noyveno og R-(-)
anomopduHa.
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SAR npucTtyn aHTUNAapKUHCOHUKA - arOHUCTa
OonaMUHCKUX peuenTopa

AnomopduHy HajBuLLEe ogrosapa trans-a potamepHa KoHpopmaumja
ponamuHa. CynpoTHo Tome, R-(-) nsoanoMmopduH MUMUKYje CTPYKTYPY
gornamMuHa y trans- potaMmepHoj KoHopMaumju 1 uma Makwy akTUBHOCT
o4 anomopdmHa Kao aroHMcTa gonamMmmHcknx peuentopa. AHanor R-(-)-
1,2-guxmngpokcmanopdunH MMMUKYje Cis-a-poTamMepHy KOHdopmMauujy
aonamMunHa n He genyje Kao aroHucTa gonaMuHCKMX pelenTopa
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SAR npucTtyn aHTUNAapKUHCOHUKA - arOHUCTa
OonaMUHCKUX peuenTopa

» [lonypurngHu aHanor gQuXnapoKkcuTeTpanuHa, ammHoTeTparnumH nunm 2-
aMUHo-5,6-anxugpokcun-1,2,3,4-tetpaxungpoHadtaneH (A-5,6-0TH)
cagp>xun 6eH3eHOB MPCTEH N BOYHN aMMHO NaHal y trans-a poTaMepHoj
KOH(popMaLuuju.

* A-5,6-[1TH je gocta NOTEHTHUjU aroHKUCTa AONaMUHCKMX peuenTtopa y
ofHocy Ha 6,7-auxuapoken aHanor (A-6,7-0TH) koju nma trans-3
poTamMepHy KoHdbopmauujy. NH,
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AHTUNAPKNHCOHULUM - anopdUHCKN aroHUCTH
OONaMUHCKMX pelenTopa

* R-(-)-anoMopduH ce KOpUCTU Kao godaTHa Tepanuja 3a nedyere
[MapkmnHcoHoBe bornecTtu. [locenyje cnaby 6uopacnonoXnBOCT HAKOH per
0S NMpuUMeHe, KpaTKo BpeMe aejcTea 1 nsasmsa nospahatse.

» [lopen HaBeOoeHUx HegocTaTaka pernctposaH je 1993. y Benukoj
BpuTtaHnju 3a KOHTpONy pedpakTopHe MOTOPHE ANUCAYHKLUMje U Koa "on-
off" cuHgpoma nsassaHor NPMMEHOM JfieBo4oMNe UM aroHnucTa
OONaMUHCKNX peuenTopa.

anomopuH



AHTUNAPKNHCOHULUM - anopdUHCKN aroHUCTH
OONaMUHCKMX pelenTopa

» AnomopduH genyje Ha gonamuHcke D, - n D,-peuentope (pK, ~ 9),
NPOTOHOBAH je Npu ON3NONOLLKOj pH, Maga 4OBOSBHO NnnogunaH ga
npohe Kpo3 KpBHO-MOXAaHy bapujepy.

* [lpumersyje ce cynkyTaHo, NoMohy NeH-nHjekTopa unn 'y sBuay
KOHTUHYMpaHe MHJYy3nje ynotpedbom npeHocmMBe MUHUMNYyMIE.

anomopuH



AHTUNAPKNHCOHULIN - €PrOfIMHCKN aroHUCTH
AoNaMUHCKUX peLenTtopa

* BpoMOKpUNTUH je eproT-ankanoua,
KOjW je napuujanHun aroHucTa
aonaMmnHcknx D,- n D5-peuenTopa,
6e3 3HaTHe aKTUBHOCTU rnpema
AonamMmHckum D;- nD,-
peuenTopmma.
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* [lpn HMxMM gosama (1-5mg)
NHXNMbMpa ocrobaname
NponakTuHa 1 KOpUCTn ce 3a
nevere xunepnponakTuHeMuje Kog
ageHoma xunouse nnu ga ce
cynpummpa ocrnobahawe
NponakTuHa Ko NponakTUH-
CEH3UTUBHOI MeTacTackKor
KapunHoMa OOjKe.
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AHTUNAPKNHCOHULIN - €PrOfIMHCKN aroHUCTH
AoNaMUHCKUX peLenTtopa

e MMpu Buwnm gosama (10-20mg) je
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AHTUNAPKNHCOHULIN - €PrOfIMHCKN aroHUCTH
AoNaMUHCKUX peLenTtopa

« KapberonuH je noTrnyHu aroHUcTa
D,-peuenTtopa v napunjanHu
aroHucta D,-peuenTopa, npu yemy
He genyje Ha D,-peuenTope.

» OBaj Nek ma penaTuBHO AYyro
Bpeme nonyenmmawuje oko 48
caTtu.

/ kapberonuH



AHTUNAPKNHCOHULIN - €PrOfIMHCKN aroHUCTH
AoNaMUHCKUX peLenTtopa

* Jlucypug je napumjanHu aroHucTa
AonaMnHCKknx D,-, Ds- 1 D,-
peuenTopa, Koju uma many
akTUBHOCT npema D, -
peuenTopuma.

H Jmcypua



AHTUNAPKNHCOHULIN - €PrOfIMHCKN aroHUCTH
AoNaMUHCKUX peLienTtopa

H////II,

* [lepronug je npsun HenenTULHA
epProsfivH Koju ce ca yCrnexom
KOPUCTUO Yy Tepanuju
[TapknHcoHOBe BonecTu Kao U 3a
NHXNMOMUNjy ocrnobahara
BpomMoKpunTUHa.

« TMoka3syje BEhV aroHUCTUYKY / nepronva

edpekat npema D, n D,-

peLenTopumMma y OgHOCY Ha

OPOMOKPUNTUH, anu je NoBy4YeH 13

ynoTpebe jep Moxe OoBeCcTn A0

BanByrnapHe bonectu cpua.

* BpoOMOKPUNTWH N NUCYpuUa Koju He
aenyjy Ha cepoToHuHcKe SHT ,5-
peLenTope He JoBoae Oo
BanByrnapHe bonectu cpua.



AHTUNAPKNHCOHNLM - OCTanu aroHUCTU AoNaMUHCKUX
peLenTopa

o [IMpEeKTHM aroHUCTN OOMNaMUHCKNX peLenTopa, NpMMapHo Ccy ce
KOPUCTUIN 3a Nleyere TeXnx ctagmjyma lNapknHcoHose bonecTtu, aa
orpaHuye donyktyaumje Koje HacTtajy ycrnen npumeHe nesogone u ga
nosehajy edpukacHoOCT fieBogore.

« JloBoae oo nosehaHe MHUMAOEHLE HeXerbeHnx edpekara, Kao LUTO Cy
Hay3eja, noBpahake, cegaumja, xanyunHauuje n gpyrux HexerbeHa
aejctea Ha HMBoy LUIHC-a HapounTo Ko cTapujux naumjeHarTa.
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npamMmunekcon ponMHMpoOn



AHTUNAPKNHCOHNLM - OCTanu aroHUCTU AoNaMUHCKUX
peLenTopa

e PoTUrotuH je aroHucra K\
AonaMnHCKMNX D, -, D,- 1 D;-
peuenTopa Koju ce npumemyje y =
BUAY TpaHcaepmanHux acrepa
N KOPUCTU CE N Y PaHUUM K

y3HanpegoBanum ctagnjymmma OH
[MapknHcoHoBe bonecTu. POTUFOTMH

e JlundpunaH je n nognexe
NHTEH3MBHOM MeTabonnamy
NPUIIMKOM MPBOr npoJsiacka Kpo3
JETPY HAKOH per 0S NpuMeHe.



AHTUNAPKNHCOHULIN - MIHXMONTOPU MOHOAMMHOOKCUAAa3e
(MAO)

» Kopg nauuwjeHarta ca lNapkmnHcoHoBoM Gorelwhy nosuwleH je Hueso MAO-b
ycnepn rnmose n okcugauujom gonammHa y npucyctsy MAO HacTaje 3,4-
anxuapokcndpeHunauerangexv, Koju je ykibydeH y arperaumjy a-
CUHYKIenHa.

« CenervnuH v pacarunuvH cy nponaprunaMmmuHCK cenekTUBHU MHXMOnTopu
MAO-b koju noTeHuupajy gejcTBo gonamMmHa U TUMe YTUYY Ha penykuujy
003e nesogore.

* Vmajy npegHoCT Kog MOTOpPHUX donyKTyauuja jep umajy wreasbme edoekar
Ha neBogony 1 Noanexy MHTEH3NBHOM MeTabosfiM3mMy NPUIIMKOM npBeor
nponacka Kpos jeTpy.
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AHTUNAPKNHCOHULIN - MIHXMONTOPU MOHOAMMHOOKCUAAa3e
(MAO)

o CenerunuH ce N-geankunyje (CYP2B6 u CYP 2C19) o (-)-
MeTameTammHa rna notom o (-)-amdetammnHa, Koju nma
Ba30KOHCTPUKTOPHY aKTUBHOCT CITMYHO Kao U (+)-amdeTamMmH.

* AM@eTaMUHCKN MeTabonnTn cenernnmHa:

e [ONpUHOCE AONaMUHEPrnYKoj akTUBHOCTU U MHXMOULMjU NOHOBHOT
npey3nmara HopennHedpmHa, Kao 1 ga noTeHuupajy edekar nesoaone.

* YTU4YY N Ha HacTaHaK KapanoBackynapHe (opTocTaTcka XMNnoTeHaunja) u
HeypanHe TOKCMYHOCTM (XanyuuHaumje).

« PacarunuH ce N-geankunyje (CYP1A2) oo (R)-1-amnHomHgaHa Koju
HemMa Ba30aKTUBHOCT.
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AHTUNAPKUHCOHULM - MHXNBUTOPK KaTexorn-O-MeTur-
TpaHcdepase

NHakTnBaunja nesogone n gonaMmmHa MoXe ga ce ycropu ynotpedom
COMT-nHxmbutopa.

COMT npeBoan nesogony u katexonammHe 40 HUXOBUX M-METOKCU
nepvearta (3-O-metun-LOrlNA (3-meTokcu-tupammH) n 3-O-meTun-
aonamuH (3-meTokeu-4-xnapokecn-gpeHunnetTnnammH), kao n 3-0O-
METUII0BaAHO JeaMUHOBaHO jeankerse HVA, Koju je Haj3HayajHuju
MeTabonuT JonaMunHa Ko, rbyau.

TpeTmaH neBogonomMm MoOXe fa goseae 40 CMakewa KoHTeTpaunje SAM
y TKMBY, anv orpaHn4YeHo Kaga ce uctospemMeHo npumemnyjy COMT-
NHXNOUTOPWN.

COMT penyje v Ha nepudepHa 1 Ha ueHTparnHa Tkmea, gok cy COMT-
NHXNOUTOPU NOTEHLMpPaAjy edpekaT nesoaone BepoBaTHO cCamMo Ha
nepundoepHa TK1Ba.



AHTUNAPKUHCOHULM - MHXNBUTOPK KaTexorn-O-MeTur-
TpaHcdepase

» TonkanoH n eHTKanoH cy pesep3nbunHn COMT-nHxnMbmTopm ca Crim4yHnUMm
MEeXaHM3MOM fejcTBa N hapmMakoTepannckum eqoekToM.

» Pasnukyjy y norneay HnxoBnx doapMakoOKMHETCKUX OCODOMHA r
HeXerbeHnx edekara.

« TonkanoH nma ayxe Bpeme genosana (8-12 catn) v gernyje n Ha Mo3ak U
Ha nepudepHa TKMBa, AOK EHTKANoOH UMMa Kpahe Bpeme agernoBana (0Ko 2
carta) U npumapHo genyje He nepudepHa TK1Ba.
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AHTUNAPKUHCOHULM - MHXNBUTOPK KaTexorn-O-MeTur-
TpaHcdepase

» TonkanoH nsasmnea patanHo HeXerbeHo AejCTBO ycren MHcyduunjeHumje
jeTpe (MHAaYKyje oKCcuaaumMoHu CTPeC Koju nosoaun Ao owtehena
xenaTtoumTa), LUTO je AOBEeNo 40 HEeroBor nosravyerwa U3 KImHnYKe
NpuUMeHe.

* Y HEKMM 3eMSbama ce OrpaHM4YeHO KOPUCTU KoL NauunjeHaTa Koju HUCY
pearoBanu Ha apyry tepanujy, rae je obasesHo npaherwe xenaTnyke

doyHKUMje.
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AHTUNAPKUHCOHULM - NHXNBUTOPU KaTexorn-O-MeTur-
TpaHcdepase

« EHTakanoH je jeauHn COMT-NHXNMONTOP KOjU je Y LUMPOKOj KITMHUYKO]
ynoTpeou.

« Oba COMT-nHxmnbutopa Mory ga goseay oo avjapeje n nosehamwa
OUCKUHE3Mja LITO MOXE pe3ynToBaTu peaykumjom gose nesogone.

O

HO \ N/\

HO
|M||iii| [llliii CN L\\\
HO CH HO

3

NO
N 2
Oz eHTaKanoH

TOsnKanoH



HepnonamMuHeprykm aHTUNapKUHCOHULM - aHTaroHUCTY
rnytamara

AktnBaumja A,,-peuentopa nHxmbupa ocnobanawe GABA 'y ctpujatym.

Bnokagom A,,-peuentopa gonasu go nosehawa GABA-nocpenosaHe
NHXNOULNjE N3NasHNX HeypoHa cpeaH-er CrnHyma Koju nomaxy y
KoMneH3aumnju rybutka gonammHa D;-peuentopom CTMMynmncaHo
ocnobaharwe GABA u D,-peLentopom nocpegosaHa MHxnbuumja oBumx
HeypoHa Y NapknHcoHoBOj bonecTu.

AMaHTaguH U Heros AUMMETUNOBAHN KOHFEHEPUYKN aHasrior, MEMaHTUH Cy
aHTaroHnctn NMDA-rnytamaTckux peuentopa ca HeypornpoTEKTUBHUM
edKTMMA.

[Tokasyjy ymepeHe KopuUcHe eeKkte y paHnjum ctagujymmma
[TapknHCcoHOBe Borectn, mory nosehatun epekte nesoagone N orpaHNYNTU
nojaBy OUCKUHe3nja ycrneq npumeHe nesogorne.



HepnonamMuHeprykm aHTUNapKUHCOHULM - aHTaroHUCTY
rnytamara

 MeMaHTNH ce KOPUCTU U Kao Cna3MosiMTUK y Tepanujm lNapkMHcoHoBe
bonecTtn n gemeHuuje.

e AMaHTagVvH je NpuMapHO pasBujeH Kao aHTUBMPASTHW NeK, anu je
NoKasaHo Ja MOXe [a yTuye U Ha noborbluake CUMMNTOMA Kof

[TapknHcoHoBe bornectn. pKa npumapHe amuHo rpyne naHocun 10,8 n Ha
dom3nonowikoj pH BpegHoCTN Hanasu ce y NPOTOHOBAaHOM OBSMKY.

NH, NH;

H3C CH3

aMaHTaguH MEeMaHTUH



HepnonamMuHeprykm aHTUNapKUHCOHULM - aHTaroHUCTY
rnytamara

o 300r NUNOMUNHNX N CTPYKTYPHUX KapaKTEPUCTUKA, aMaHTaauH U
MEMaHTMH onaKLwaHo npornase 40 Mo3ra 1 OTMOPHUjU Cy Ha MeTabonmniam
nocpenoBaH OKCUAALUNOHUM EH3UMUMA.

* Y HajBehoj Mepu ce 13ny4vyjy HernpoMmereHn, NyTeM ypuHa.

* AMaHTaguH y3pokyje ocnobahawe gonammHa v y NoYeTKY je pa3martpaH

Kao gonamMuH-noteHumnpajyhu nek 3a neyerwe ymepeHe [apkmHcoHoBe
6onecTu. NH; e

H3C CH3

aMaHTaguH MEeMaHTUH
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