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EJPK??KQIPDAB=?PBJ PEKJAGNEANHA?QH=®U=IE? OEIQHPEKJIO
SANA?=NEA@QRQEJC"AOIKI@ L=?G-CAKJ PDAHEQD@LNIRAEZPKI
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AGbind = AEMM + AC‘solv + AC'SA

5DANAY #,,. EGDADRBBRNI?AEJIE] EEVA@AJAICEASAPSAAJ?KI
LHATHES @ =J@_NRAEAJANCHOBKHKEJIC

AEMM = E(complex) - E(liga.nd) - E(receptor)
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2DA=RANCAH % 1 >EJ@JCAJANCB=OCAANPA@EICPDADAN
I=H;l IC >0= LUWLUPDKD?NELRIRE@A@ 1?DN@EJCADE?B-HORAJ
ANPAKQHKI> AJANCUK R-HAJPEJ@ICAJANCUI=) @AB==HOAJANCU
*ELKLDEHERNCUWARANHEVAGNI AHANBPRE DKREPEKAJANCLEU
@NBAJ>KI@ICAJANCUHHPDASP=EJA@=P=NANAKNPAGI G?=HKH
=J@ODKSEJI2=>HA

4211 %

1&#-I#1'M > "#1 ™0

3.1. DFT Calculations

2DAEJEBE=BPNRQRNKB 1-/ 3011', S=OATPN=?PAR&KI PDA’NUO
P=FOPNRQNAKBDQ=J &+% 'K NAQP=-OAIVUIA SDE?DS=0K>
P=EJABNKIPDANRAE®=P==JG ." ?K@A&5) 9: $QRDANDA
OPNRQNB=-OIK@HA@ =J@PDANAOQ+IFOPNRQNAANAKLPEVA@-P
.+  BKHKSA@U! + *7. C EJS=PAN-O= OKRAJPPDAOKH
RAJPS=0EI LHRIPA@QEBJCPDA.KH=RV>HAKIPEQQI IK@QAH .!+
=HHDPNRQNABANA?KJINIA@ PK>A IEJ ElI= SEPDIK EI=CEH=NUBNA
MQAJ?UNDAIPHHPDAN @U=IE? L=N+A PANEPHQEIC AJANCUy #
AJPD=HLWY & %E>>BNAAJANCW % =J@AJPNKLU SANANAKNPA@
2DA AHAPNKIEENKIAREAOQ?-O#g..  #3:.  PDAAJANCLE=L >A
PSAAJ*3+-  =J@&+- CHK>=B=N@OO0u" AHANKIABER
EPU+' AHANKIEPDAI B=H.KPAPE=H ' =J@AHA?
PNKLDHEfE® U U SANAHOKR=-GFPA@I@=J-HUVA@

3.2. DockingStudy

@=P=0AKBPDAOQCAOPAI LKQJ@BHKJICSEPD1-/ 301 1',
S=0>QEH@EIAKHAYH=IKLANPERAIREIKIAIP +-# OQE®A
2DA@=P=0/0PNRQN/SANAEJ EEVA@LNIRK=PA@J@PDAEND=NCAO
ITA@ QBICIPNEPRNMNALNPEKI=IJAHEI LHIAIPA@EJ +# =P | -
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>AN BKNPAH@2DA ?NUB=HDPNPQNAS)  S=O=HOKNA=NA@®JC
PDAO=IA L=JAHEPPDAI >AN BKNAH@=OSAHHPDES=0 BKHKSA@
>U NAKR EJC?NUB=HB=PAMTALPBKNE?PEROEPA W SANA?KIOE@
ANA@!D=EJO =J@" SANA@AHAPBIGKI SKN®L=?AHKJICSEPIPDAEN
DARNK=PKISJ@S=PANKHAQHAM=EJO =J@ SANAJIHPKIOEMA@
BKN@K?EIC 2NEJCHA=P?DANS=0OMA?PA@LH=?IAJP IAPDK@MKCU
=)@KJ @KI@%CPDA?KEIIAPDK @HCU2DANECE@ALPKI$=0Q0A@
=0= NAJA IAJP IAPDK@MK.CU =J@PDAO?KIICIAPDK @5=0 ?DIOAIPK
>A%4' 51 @UPKOMA?PDA-AOPAILKOABNKI  @BRAIPKIAO
BKM=?D?K| LKQJ@2DAAECOFED@G" |HAS=OHK=@A@@CAAN=H
@K?B=RAHPEKISANAGPHK=P P=HHUQJ 2DANADQHPLIEASANOPQ@
EA@=NBQHEPARKI LHREKJEJ@PDAAORIAGEPIPDAECROP?KNAO
SANAOMA?PAGNARANEIPDAACEJEIC = R=FDPEKINK?AGSOLAN
BKNIA@U @KBICKIHWPDAK ?NUREHE VARG E>EPENPDAP=NAR NK
PA=OAJ@= CKK@ABKINJ?A S=OEJ@E=PA@UHKS0+1" R=H
QAGAPSAAJRK?GA@@?NUT=IRKBKN PEKJO

3.3. Molecular Dynamic

2DA+KHRQH=I@U=IE? OECHPEKIBANA=NEAGDREJICAOIKI@
OEIHPEK1=?GCAKB1?DR@EJCAK 9 : 2DA,2 AJOAI>HASEPD
= PAILANPQNKB ) =J@= LNAOQNA >=NS=0=LLHEA@ =HIMQJO
2DA OEKHPEKHAICPB=0  JO SEPD= NAI=FPEKPEIA KJA LOBKN
=HIOMA?PAEO@DA-*1  BKN?AH@.=N+A PANSANAQOA@I=HH
OEKHPEKI®D : 2DA?QR’ N@E@EI'KQHKI> EPANPEKIS=O0 W
2DA KNP DKNDKIE?LANE@ESKT >KQJ@NEABANAOAP W =S=U BNKI
PDALNRAEFPKIO 2DA S=PANKHA?QHABANAATHEPHBO?NE>A®D
EJCPDAPN=FbH/AEPAIKHAQH=N KPAPE=BEPIPDNAKEJPQ'. .
IK@AH 1=HPKPAPNREKDAPK  + =IH =J@S=0>QEHJO
EJCPDALUBAI QEH@APERKB'AOIKI@9 : 2DA+=NPUJS2Q?@N
1=J 6)HAERD=ERKQHEJO?DAIASEPD: 2KQHEJCKJOP=JRB  LO
S=0QOABKNDANAOQNZKPNKEI@PDAKOX5 &KKRARD=EPKQHEJIC
O?DAIABKNPDAPAILANPQNARKIPNKH KJ >KI@A@KN?ABANA
?2=AQH=PA@EJC= 0#1. EPAENBKNSDANFPDODKNE=IJCBKN?/SANA
QL@=PMERANOPAEJ@PDAIKIN=JCBKN?BANAQL@=PAMGRANPDNAA
OPAL@DAPNEARPKIEAGANAO=RA@ LOEPAREHBKNI=HOEQDA>A
D=FEKNJ@EPANPEKISPSAAPDAIED @GJ@LNIRAESANAI=HUVA@
QEJICPDAEI (HPEKJ PANPEKIE=CN=I PKKEI LHIMJIPA@EJ'AOIKI@
+ L=?G:CA2DAOPEEPUB+" OEIHPEKJIS=0IKJ EPKNAG HKKEIC
KJPDA+1" KBPDAIEO@=J@.NIRAEZPKI LKOPEKJBIPEIA

3.4. MD Trajectory Analysisand Prime MM-GBSACalculations

1EI HPEKEPANPEKI@ECN=I L=JAHKKB+=AOPNBKBRNAS=0QOA@
PKIKJ FPKEICEPANPEKICKIPNEPEKEJ PDAHED @LNIRAEDP=EEPU
2DAIKHA?QH=NA ?D=E?CAANHVAGKNIJOKRAIR-?AOQEEEPU-+ D
%1 S=OLABKNIA@K?=HH=PRDAEQ@>EJ@ICBNAAJAICEASI@
HEQJ@OPN=RAIJAICEABKNDK?GA®| LKQJ@E®RANDA JOLANEK@
SEPIPDARH;! IC >O= LWLUPDKD?NELRIRE@A® 1?DNEEJCADE?D
P=GAS"AOIKI@ PNEARPKNIHA OLHEP®JP K JARE@=-HDJ=IODKPRQJO

*H#
.DUERDAI P=H NKIANPEABKNPKRE@G=PEU@EPO= HKCQAO

PDA+ %1 ?=HAQPEKIQI A=?DBN=IA =J@KQPQPODARANCA?KI
LQPAGEJ@JCAJANCU

3.5. PhysicochemicaProperties

.DUOHEZDAI R=HLNKIAREASI @ >EK=RPHEPISANA?=HH=PA@BJIC
1SEO "+# SSS OSEOO=@B =J@ +KHEOLEPEKJ SSS
IKHEJOLEN=P®KJ

#02*1 " '01200'-,

4.1. Evaluationof drug-likenesg(drug ability)

.DUOEK?DAI 2=H NKIAREABPHQEICIKHAXH=ISAECDP5  IKH
MOQH=NBNERPU-0  LKH=MDQBE?ANA=.1  L=NPEPEKPKAB?EAIP
HK® s DUB@NBAJ>KI@=?AIPKNEI @@KIKNBQIP®RKBIA =J@PDA
JQI >ANKBNR=P>HAKI@EJ= IKHA?QHARKQJIRKBOLAE]? =PKI PULAO
=NARKHA?P/AEIR=>HA

"NQCHEGAO(=J >A =@QIA@=0= NECDR=J?A >APSAAJIKHA?
H=NL=N4A PANPD=RBATICLD=N\ ?KGEAE?GJ@LD=N ?K@U=
E?®BIKHAPQHASDE?} J=HHEBA?FRDAENOKNREKJ@ EHEPEKIA
P=KHEOI=J@ATNREKJ"+# EJPDADQ=) >K@WHEGA @NQC@
@FEKHHWBNKI PDANQHKBIRA PDAKHA?QH=N=00 KB@NQGIDKQH@
>A 2DAIKHAPQH=NEOOAMB=HAKI LKQJ@O1-/ 3011, |

. =J@ =NAKNA PD=J =)@
NALAPERAHRD=P=GAO EP?D=HAJEJCPK?NKO®BI >N=JACPN=IBNP
=>0KN=J@ @BROAKI L=NA@KOI=HHKHAQHAD :  +KHRQH=NNA
BN-PEEPUF0  EG:J El LKN=JP?KI@FEK PK@RA?PDAOPANB2PKNP
ECPUR=HHOMA?PA@= OPN=EBRE=N@A= OQNKBPDARKAIA Al
LHKUAGPDAIRE= OEGHAPK| KN= CNKQIKB=PKIO9 : +KH¥PGQH=N
NBNPERPUL0  R=BACSANA

=J@ BKNL-/ 3011, =J@EPSJ=HKCQAGOLA?
PERAHRD=PA=JO IKHAPQH=NN/BN-PERPWEOBEPIPDAE PNA=OABPDA
IKHAPQH=NSAECDRBPDAL-/ 3011, =J@EP@J=HKCQAQ KPDAKI
LKNP=JR=N#A PASDE?[5=0?=HAH=PA@BICPD/ABNLE] P=IRA?IEMQA
2=HHARKLKKB=HLKH=NO@BE?ANA=2.1  ?KJOEAGEJCKTICAI=)@
JEPNBAJ=OLKH=NPKIO SEG-J AOAPE=GIOBQH=NA PANQOABKMO
PE PEKLNKIAREARB@NQEN=JBNFREKI2DEQ=N4A PAND=0>AA]
K>OANRARK =@REPARANISAHHBEPCPDADQ=) >HKK@N=E>=NEAN
LAJAPNREK J>EK=R=EHEP U=J @EPAQRE=>0KNREKJ*ELEDGE6DKOA

=J@4A>ANNQHATFPD=PKLKKE=H_KH=NDQBE?A=NA=2.1 ODKQH@
>AHKSARD=J W 9 : 2DA?KIOENAGRWHKY9 :LAJ P=JAOQ>
OPEPQAGHEEKP=BA?PDAR.1 =0EP=J OAKJ2=>HA PDEO

IA=JO PD=PDAAS @AERPERAEHB=-RAT’NREKPEIAOEE=IRK1-/
3011, 2DAL=NPEBEKIKAB?EAIPAPSAAN KP=JKHI@S=PANHK®«

s E@DAN@EEKJIAHNKIANPBKMELKLDHERPE PEKJP D=C= SDKHA
OARPEKEJISEQ "+# >A?=QOKBPDANQE=HI LKNP=J?AKBPDEKDUOE?
K?DAI B=H?D=NPABKND=N ?KGEAE?@NQ@ERBRANY : 1ARN=H
?KI LQPPEKITPA?IEMQABKNHKCK S @RAIE J=PEKFANAQRAKLA@
SEPIR=EA@ABKNJI?A KJ @BRAIP?DAI P=HCNKQL@AAN=HN=PE?A

IKILKQJ@ +5 +0 21 I'KC.

'KC1 JOKP> &" & 4KHQIA

JOKP>JQI >ANKENIR=P>HAKI@G&. " JQI >ANKBDUDNBAJ>KI@AQKIKN:

JQI >ANKBDUQNBAJ>KI@Q@KIKN??ALPKN
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*H#
"NQCHEGAOO®?KNBKNPKR=G=PEI@EPO= HKCQAO

*H#
.D=N= ?KGHAE?BKNPKREG=PEU@EPO= HKCQAO

EK=R=EH=>EHI

*ELEJOGE %DKOA 4A>AN O?KNA

%' .CL 17.1
>OKNLPEKJ OQ>OPN=PAEJDE>EPKN

17."

IKILKQI@O EJDE>EPKN *KCK_

7A0 K ,K REKH=PEKJ
S REKH=PEKJ REKH=PEKJ O0KPKNO
| +5 +5
5*-%.
+0
KB =PKIO
| 7A0 K K
REKH=PEKJ REKH=PEKJO REKH=PEKJ
+5 +5 OKPKNO
+0
=PKIO

EOQGCAJQANKQOLNADEKNOK ONA?PDA-AOR7?QN=PAPDK@BKN
CERAJDAI B=HCNKQLENPK?NAPAK JOADQ@ RAE J=PEK2DAIK@
AHEPARDA N FPKNIQOP>A =0@ BANIP=OLK @EH/PKNECGPDA NA@
EP=PEKF7?QN=?PDNKQCEJIOADQBIKCK S 9 : 2DAHELKLDEHRERO
LKPAPE=HHEJGARKXPKBPEPUSDE?D=CNAASE PLPDAK>OAREPEK PD=P
HELKLDEMERRICEQKJ OLAE]? SDANA=GKH=NEJ@JCEDIA=PAGBPDA
OLATEEP:J@PDARBKNAAARERP UP EQNKKBD=PDRKEPEPEMEIER
?=JPHDECD/AXNKI LKQJ@SEPBIK®c s  =J@2.1 WO :

2DAHKBy s R=HQKBPDAKI LKQJ@ENAODKSA@K>A

=@ 2=>HA SDE?BKHKSCELEDGEXQHA

KBJRA .NKLKOA@KI LKQJ@ENAHEGAFRKD=RA=@MQ=PBUANKLDEHE?
EPU=0 SAHH-0 =@MQ=PAELKLDEHESDE?DODKSAD=RPDAOAKI
LKQJ@SEHBE=RACKK @ANA =>EEPE?NKCRAHIAI  >N=JACDAOKBFEH
EPWBKHA?QHA®R:) OEIER=JPHOELHERDADNQBRAKLAIP LNK?AOO
I=EJHUPDAA=OABBKIQ HPEK9 : $QRDAKNA BKN@NQ@ERRNU
IAPDK@®BKN=H@EJ EDNREKJOKBFEEPIEGKJA I=EJ LNKIANPEBA?P
EJCG=>OKNREK9 : O SAHHO= @NQ@OECIARMN=MIPANBNAKRIP
D=0PK>A CNA=PSEPAKDKBFHAPK@AERAN =@MQ=PAIKQJIP KB=?
PERACN@AIPEIPDOI=HEORKAIA BNKIPDAD=K: ?A@E=H@KO=CA
BKNI9 : &KSARANPDARDAI 2=HOPNRQRNABPDAQKHA?QHAGEC
EJ@E=PARD=RI=HKCQAE®DAKOPDU@NKLDEMELKQI@BKHKSAGU
=J=HKCQAO, PDARKIAO =J=HKCQAO, =J@H=OPHLY 3011, O
JKPA@NKI2=>HA >ERWPHK9 LAJ P=JA?=] EPNA=ORDAOKBFEEPU
RE-AHEE=FEJCPD/% D g EPANPEKJISEPDEBDAKHA?QHAI@EPNA=O
EJCPDAIKILH3=NEPKBPDAKHA?QHSDE?HA@KNA Q?RDAIPE?A]
ANCHBPDABNQENUBHDAJIQI >ANKBDU@NBAI>KI@@KIKNE @=?
?2APKN@" &  BKNHIKHA?QHAO-AUELEDGENDHEKNDNQEEGA
JAOCSDE?LE@DI=HHARD=JRA BKNDU®NBAJ @KJIKNEI@OI=HHARD=J
PABKDU@NBAJ=2?APKNOE=HHHOQHRRKOARD=PHHNKKOA@)=
HKCQAQ | =J@ K>AUA@ELEDGBEPIKJAATAIPEK>QR@E@KP
BKHKSEP@TPADEKNIQHAO

$KNPEK=R=EHEEPOKI LKQJ@SEPD PK  R=BAGNATA?PA@
PKSAIK@ANPAHUPERAJ@E R DA ?KNEGIAGID=] EEQNAOQIA@
PK>AEEPERAHLNKKOA@NEFPERAR R /A EK=R=S{HEP DECDAND=J
VANK SDE?IDQCAOPD=PDAENAEK=RERA

4.2. Pharmacokinetics

$NKI PDANREQOAOQHEBKPE?ARD=-PNKKOA@-/ 3011, =J=
HKCQA®B=RALDUOK?DAI P=HLNKIAREASEPDEPDA=7?ALB>HAR=HQA
2DQOPDACGAN+A PANODKQH@P=GAEIPRKIOEAKRPEKFOEIQEPKNO
BKNKNA O?NABRJCERARE=PASC=EJO0R-KQ@P=NAPBPHQEC% LNK
PAEZKQHA@AAIPKN®6.10  .NKPA=ORDE>EPKN )EJ=OAEDE>EPKN
) 'KJ ?D=JAHK@CHPKN!+ ,Q ?HA=NARAIPKMEJ@,0* =)@
#JVUIA EDE>EPKN PDARKNAREQE®JCISEO "+# PDAEK=PHRPU
KB=HRKI LKQJ@SANAR=ED=PAI@NAKNPARI2=>HA

*KS
*KS
*KS

| *KS
*KS
&ECD
*KS
&ECD

7A0
7A0
7A0
7A0
7A0
7A0
7A0
K

7A0
7A0
7A0
7A0
7A0
7A0
7A0
K

7A0
7AO0
7A0

ARRARRR

IKJ OMQAJPHBAT?AOERE LKN=J?/BKNM®NQE BRRNPKAGEPA
PDA_J EPSEPSDE?PDAKHA?QHEEHPEQOSEIER=IP@NQ@NQE]
PASPEKJBDNKQAEDEPEKKBI7.0 =J@PKNAQH=PSDE?LCECBKNIO
=NAEDEEPA®: 1SEO"+# LANEPCPDAGE PEKBKN IKHA?QHRK
>A= OQOPN=RB. CL KNEDE>EPKBPDAKOP OEIEERP=JP!7. EOKAJ
VUIAO 2=GAJPDAKSP=EJAGOQHEIPK-?KQIPSA KSOANRAABKH
HKEJC 1-/ 3011, =J@EPEI=HKCQABIKPEDE>ER. =J@=NA
JKP LAMA =JP 1/ 3011, =J@EPGJ=HKCQASANA=>HAPKEJ
DESER.!  =J@'7. 14/ 3011, =J@EPE&J=HKCQABRALAN
IA =>EEPCHRKLNIRAE] CL ARALP=J=HKCQA 1-/ 30171, =J@=J=
HKCQADEEPA®. ! SDANA=EJ=HKCQA?KQH@P 1-/ 3011
=J@=J=HKCQAO SANA=>HAPKEDE>EH." SDEHAPDANJ=
HKCQABQH@PEDE>HEP J KPDAHI LKN=JAK@AHEG: IQHPEHAHE]
A=NNENATEKPD=RQNKOASPATA?EICPDAOGEIANA =>EEPZKAB
2EAJRK, 'PEQK@BA@BNKI.KPPGJI@%QLY : SDKA®=HEQH HEJ
A=NHtIDREPAGEPMELK LD EHED @ KHAXH=KEVADADECDAGPERA
HK®, SEPIK, EJ?I O PDAIKSARDAOGEUANA =JPKEPDARKI LKQJ@
$NKI 2=>HA PDAKNA JAGPERR=HQEOJ= HKCQA PD=[EO
IA=J EJCE=CHKSOGEUANA =JP BKHKSA@U=J=HKCQA , =J=HKCQA

, =J@1+/ 3011, NAOLARERAHU

#015 $2,11-*  18#/5

2DAKLPEVA@GCAKIAPNEAB?KI LKQI@O | | =)@

SANAKSP=EJA@! + *7. C  HARA(BPDKNUQEJIC%=Q00
E=J OKBRNAPDALPEVAGAKIAPNEARANOAIPAGSEC 1EJ?A
KQNEPANOB=0=>KQP DA PNRQNEMKIANRE AP DA J=HKCQAD@PDA
ABA?RBPDAOQOPEPQARBR®DAHANKIENKAREAGDAONKIAREAO
SANAGP=EJA@=>HA =J@=J=HUVA@

5.1. Electronicproperties

2DAAHANKIENKIAREABPDAOQCAOPARE! LKQI@OQ?BOCHK>=H
D=N@OOI PDAHANKJIEZDAI P=H KPAPE=H =J@AHANKLDEEM?
EJ@ATS =NAHEOPBR®=>HA 2DACHK>ZDEN@OO L=N+A PAEMIA
H=PARKPDAJANCE=L #c D#er =JO@@NA@ =OPDAA=
OQNAJP BNKIPDAN®EEJ?AB=J =PKI KN= CNKQKB=PKIOPK?D=NCA
PN=EANDA#c EG:J AQAPE=HN4A PABKNDRAIE J=PEKKBPDAA?
PERPKEPDAKI LKQJ@QDAAHANKIEN=IHNRPPDAKHA?QHSEPE:
HKSC=LEGKNA =??A08HA IKHA?QHSEPD: HKS#c D=0= DECDDAI
P=HNAPERPUHKSGEAPEDP=EEPFI@EC: OKBIKHA?QHASDANA=©
D=N@HA?QHM=0= H=NC#A:9 : 2DA#c KBPDAOQCAOPAGNERPERAO
S=OEJPDA=JCAB  A4=)@ A4 SDE?EMQERIEEI=RK1-/
3011, =J@EFEJ@EPACKK@P=EEPHBPDACKI LKQIJ@Q@DAAHA?
PNKLDEEFEEJ®ATS ODKS®D=Pl-/ 3011, =J@EP@NERPERADA
LKKNAHAPNKLDEHAO A4 9

2DAPR=AJANCINAHPERAIPD=HL M AHPERPE>>BNAAJANCINAH
PERAPNKLEJ@@EKHAK 1AJP BKIDQCAOPAE! LKQJ@ENAAKNPA@
EJ2=>HA O EP=J>AOAABNKI2=>HA SDAJARAKJAOQOFREKEQO
P=GJQLH=?AERSEHHALNBANNREDQOFEPRDA “QKNK.DAJUISDE?D

Higs
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"% -L PEEVA@PNRQNA®B-PKR=0=PEI@EPEI=HKCQA®! + *7. %

HA=@® , PDEQ=HKCQADKSOP=EHPBU=>KQP G?=HKH =J@
G?=HKH ?KI L=NA@K =J@ NALAPERAHIDAJARAN PSK
OQOMRPEKEMP=GICLH=?A> BKQJ@K>A PDAKOP OP=HA=J=HKCQA
=IKJC KPBNO=J@ERS=OIKNA OP=HAPDAJ >U G?=HKH =J@
1 >U G?=HKH 2DALKOBEKKBPDARPWHK9 :LAJP=JA=HOKB
BA?PDA KH=RPHYBPDAKHA?QHAPDAQIEKHAK IAJP "Q7PRPAGAPSAAJ
=J@ " SDE?DPHEE??ALR>HA=JCAKI L=NA@K1-/ 30

11, SDE?ODDKSA@@EKHAK IAJP KB "

S=PAN
5.2. Frontier molecularorbitals
SNKPEANHA?QH=NKMEP=H&*- LNRE@BEDECIRIPKPDA=7PERA
IKEAPWKBPDAKHA?QHAOGHHWPDAR-+-  KNEP=EHG-@REPAGEPD
PDAIQ?HALDEHERKIANPSDEHRDA3+- EG-OMREPAGEPIPDAAHA?
PNKLDEHEKIANPUYBPDAKHA?QHA2DA BNKBEANMHA?CH=NKHMEP=H®B
“HIOPEA@K| LKQI@ENALNDAIPARISEC  #T=I B=PEKPDAS+-
KBPDAOQCAOPA@=HKCQARRA=HRPD=R-+-  KNEP=HDEGKP?KIA
=?NKGQU ?D=JCASEPIN®LA?PK1-/ 3011, &+ SDE?MHR=HVA@
KJ PDA.UNKKHRNEJBBPDAKHA?QHAEPE: OlI=HPKIPNEPEKPKPDAQ
KNKLDAJUKEAPU2DA*3+- KJ PDAPDANEGEGBA?PAR EPNEQ?
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*H#
2DA ?=RMH=PAGHANKIEXZNKAREARB=PKR=EO=PE3J@EPBGJ=HKCQADP ! +
% S=PAN

*7.

Hor. A4 tar. Ad #e Ad i A4 0 A4 6 A4

*H
OAHPERAJAICEAAIPD=HLWLE>>0=J@ AJPNKLIKB =PKREBG=PE3J@ EPGJ=HKCQAEG

T+ *7. % S=PAN
#[ y# y& y % y1 u
?=H
=Q G?=H IKH G?=H IKH G?=H IKH IKH)
EJCPDA-RU?HHREAPUPDA1-/ 3011, *3+- S=OHR=HVA®J PDA

LDAJUMEJGEPE: Ol=HFPKIPNEPEKPK QKNKLDAJUH@LDAJUR=N
>=|KUH ; =J@ *3+- SANAPDAO=IA =0 1-/ 3011, OEJ?A
PDADAJUENKQB=OLN®AJEIPDACAI=HKCQATAIKR EJCPDA.DAJUH
CNKQHA®K=ODEBP*3+- HR=HVREKJ}J=HKCQAO=J@ *3+- HK
?=BVAG PDAQKNKLDAJWNKQEDPA=G@PDAEOGBICLDAJUHI PDA
KPDARN=J@NAKR EJCKPOLDAJUHJ@ " QKNKLDAJUWMHOQHR PDAIR=H
EVREKKBPDAGB | @*3+- KJPDADAJUR=N=IKUHIKE APUKBPDAKH
A?QHAB=HHWAKR EJA.DAJUHQKNKLDAJUHI@PDA DAJUKBLDAJUH
?=N=IKUHIKEAPUHHA@KHR=HVREKKBPDA3+- KB=J=HKCQAKJ PDA
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