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R3 = Me, Bn, Allyl, Ph

Ar = Ph, 4-MePh, 2,4-Me,Ph, 2-CIPh, 4-CIPh, 4-BrPh,
4-CF3Ph, 4-CNPh, 2-nupuawnn, 2-Hadptun

t dmkz s dOMisj e sjdj Clsdode 2-f Rl Fozd e g esC
dbolststcOdizd tcOB SIS Brdz ftoj Hdztsy jJ dz o3 ~ OdzdL d3 o
Colststetsds ) dzO UPONdXR): Y tisdnfy 8 jdat d d2m 16 Pc B € dzd dz' dzts d3& O s
SBtcOL 59 Odzed JAE CEzOmISEBO® j ey o tcQp sl ts BdaA y dnd toH
delz € dzj sW ddz' detsy fted Mis] 4 ¥fiviz) ez tg O LSts 0 O @ di3s. | dadOjdag o3,
LOoadMddsmisd tlk MstekzSlskte' HJC Ok tdddz desets s
dLOIsddzO0 d (sHtsBd » JBBz My Hddzi dzd ? " ¢ BHadzj J
CodV steBPpddy sSHsBdtsets L ORJ N jddw M Fisfzau Satfd d
] Hiczdtsds o OtdOdzs, 420 tod di3j ts, fted dmysd L
odzzlsted Bsdzj Szdzv tedets] ftedMsjHdd dzdj Odzdtsdz® Olsts
fsdzzydilst. M@ st H M edtsfdzd def tetso Oded W {f 5 ddz2(pO J
slsh jfdzjdedj o dBsczj Sbdr | fOGBWO d SCMHJHO WshWdd

14 npumepos
73-91%
dr ot 5:1 go >20:1

Bhatf MsOolstts’ s 2O ClseoddH d Ofis j ] SR
Yyqe dzsftedmtsd Hddzj dedv ) -dd iPYsty diz¢ 1052 difjstder. Ptidpfiieadz O
fedosHwh g2 C Hdmd d 6 is e s df e sakdsGodnz dzs ¢ 2. 50
fesosHddd o LdhotsWsted] §od S cdkdOlsds? DMAR |
fesHEClST §odkzyOdd fl o' MESdd o' nsHsd d HGOMIs



JAr
N Ar ® GN
Etooc/\/ N R%HQP\O){\‘

-p1 --R1 . -p
RO PNMey)s RSO0 S RC 49 R
\ | | PRs | _PHoRs
- R2 X0 -r2°70 -R26°0 {uszamuH u Opyaue R1 R? COOEt
50 A B yuknu4deckue oukapboHunbl} C
R = NMe,
N+ _Ar
EtOOC™ ™ N
R‘]
{npou3eodHbie
beH3oungpopmuamay
'}l/ o Ph
_—
A COOEt
52 O

tdmzass® tej HY SO O] &3 2 &j 7 Oded L B Y WOl jj Csdks] v to1jd @ Ovedf
fMtsd Hddzj dzd § o3

R5
R4 | O
R1 BOCO ) %N N/N\yN/R4
R l \ 2
|\\ AN DMAP (20 mon%) e
= \ CHC|3’ 25 OC, 12 y. AT
N\ N—N R1:— R2
52 R® 53 R A Yo
\
R!=H, 5-1, 5-Br, 5-Cl, 5-F, 5-Me, 5-OMe, 5-NO, 7-F 54 R°
0,
R2 = COOMe, COOEt, COO'Bu 61-94%
dr > 20:1

R3 = Me, Bn, annun

R* = Ph, 2-FPh, 2-CIPh, 3-BrPh, 4-1Ph, 4-BrPh, 4-CIPh
RS = Me, Ph, 4-MePh, 4-BrPh, 4-CIPh

R® = Me, i-Pr

{ ik 8As® sdkz yy dzif d t s dHgHeiedeis ] d @ stk dse DMAR] Ml

[ irOddL o tej OCydd (t dmEzdets € 2.51) , fto] H
fJjtcotsdzgOyOdz! dets?2 @DOIMACHj s Odsis @A isis®OzOB s o Odzd j 03
Odizdstsdzd j o 62 ridsddgdie j tzptedtelzj s s dzls & Pedlafly d daOudsj da
Cobtets] tslsh jfdwjls f§tosltdzl, tsldssdg®dziz® z dd LI sqfiisgiscats
tej Ocdtelzjls #f jIfdaGdBdsiisdsy jdds M0 §sdkzyj ddjldg
odgzlsted dztsdzj € &z dzw tc dzO W yqedzdr oydqvw Colttesets Hacd
tej g jdgjtedtelzw ftod 1 IsOWAPHE SH ALY &sdzj ¢ kzdk



Ph
Ph, \/N

~,, BocO
N COOMe
MeOOC™ /@ | X 0
7 52

c:o2

53 Ph

{ Mz ddsD 6 H BdZOG O " 2 < Ols O dydflsS qiasif M dins § wefdz 3zt 20) tz ez
C f d tc &Ljdsortigiyd dzlz

Bar akathsOolstster o 20BRJLtc jasEHjlxz] CIsd o dzs f ts-0zlz 1
d i3d H{@xb  OL5s8Y fm sHW  d L -L @dgiddzddzdetsia fs 2-Dl g B KO- 6
nlzstesd 56k daPtcOdz! dzts?2 € Otc B & detsfofiz2dzts € d ipdztHIRr) . dols
o' MsC s sdzv tc dzOW Y MisC Ow MistczSszte® dBsdzj € z dzr
MstczCIsktcdzr 2 dislsde HdzW tOLtOBBISSd dtser 7 BJdtdts

3 m
Ph Nm MeOH/CH,Cl, (1:1)
I S cl 56 A, 5.
Ph” N 55
i;>'COOH

tdmzadsilsjtej smjdzj SIsdodesy §tsdzzug dzdj MY Gltelssds@ it dizb

1 Oz ydzov etz O | O[L 9 dis k(s sz id dif@ttaftadzcixidac
Isd OL tsdzd & & filpts off tsdBs M Lhsd f M dz"3te dats @ 15 ftcdmtsj Hddzj ded W
Otcd dzd H j dzf tetsd L o SH dF OK3sf EifOdztszd B d828p . t 4 OSydd ('t
Oy ssdzd Isted dzj , ) nSH J tej OCydd dzOBdz6 HOdzd to] «
HdOMmlsj toj sd3j tc O fticsHEZCIsO; yofls: Mddzlsj L Jtetso C
Odzlsdf etsdzd W j cOIsdode" 2 1 WWjiCls dzO teOL dzdyder =7 Cdzj s




54

Ph.
O

R1
N,
\ri: o +R//.\/COOH-+ j?;:y/ Mggﬂ A
N
H 29

R" = 5-H, 5-Br, 6-Cl, 7-Me

R? = Me, Et, i-Pr, umknorekcun
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dLslsdtsydOdzOIstst Isd dzOy ks i Bletis Ui ¢ tfias Cilz Isegderd i €#3ts § ts dzdzd
sudmgdgdzdL 5o O3] " v dzdz’ d3d B g cEBUOHEzIsa a0 A5 H O dzls
SBtOBBEEED (s E=ug).

1O0ddzzyh dj ¢ By &sa’ & 6 46 Bdjcdsmdzils tcd o OdzdzO § 6 {5 dat:
G dzd yd dzO, o jytistgd I8 dzi dzts) d 33 Is te d ydz' 3B s tdas jhoddrifily o
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Is dfsds ud o d dz. { Ostelgly s iR dBd 56 d H O dZUETYEA OL ' o @dfdiAn ‘dat
LOGtwW L dzj dZ f SBBYGSEEB®EtsHET SORHsdddlsj &z ds?2

dlssgbdiiisdls! , yYlsts7 &ddsrced # OuzB 3 § 't Nfz&¥) tg © fdsj dzls O«
OB dzts 9 O dzj tc FO@diahERES afts2 , ¢ dif) dztddsr Qudjtdiipf sy d MisslsEB%H B
HOYJ fsfd suydhmbscd M §shksh o) dfitdy HfidefdOasdHoQdiEelts d-
7 17,67 Ydzgf fyfydzj HHS® dRjiif] O£ (Y @ R S dztstf ted Mts j H o dzj dzd W .

COOEt
SOCl,, EtOH NEt; MeOH HoH 1. KOH (2 aks.) ﬂn
H2N MCOOH 34,0°C—aA EtOOCMNH3+CI' SCN-CH,-COOEt EtOOCMN N EtOH, 16 4.,25°C o N\fs
—_— —_—
n n 3u4,25°C n T W X
S  COOEt Ar’ S0 NH
=1,4,5,8 56,n=1,97%; 74
n=1,4,5 = 70 2. HCI (1M) o pH 4-5
g; n=4, SO;’ 6e3 ebideneHust Art
,n=25,95%; _ .
59, 1= 8. 90%. 60, n =1, konuy.; 64-77, 9-58%

61, n = 4, konuy.;
62, n =5, konuuy.;
63, n = 8, konuu.

lMony4eHHbIe 5-apunudeH-2-muoaudaHmouHbl

EtOOC EtOOC EtOOC EtOOC EtOOC EtoocW EtOOC/\/\ EtOOC/\/\
N

N

s o S 0 \]45 o) \]45 o =S S % S
N é éNH NH N NH / NH
Br

Z

OMe
64, 584; 65, 54%; 66, 36% 67, 44A; 68, 48% 69, 46% 70, 9% (cmecn) 71, 11% (cmech)
EtOOC EtOOC EtOOC
EtOOC s M M S m\fs m\fs
NH NH  Etooc 7 NH ei00c / NH
Cl
Cl Br
72, 31% 73, 29% 74, 43% 75, 33% 76, 15% (cmecb) 77, 17% (cmecb)

{ d Mz 8as® tsdziz y j-Cad § dzeRis {{ 26 d H O G B B dzts C OteB sSdztso ' A

{ MisOdz! dzr § 1§E6j9N & difj lplflvy Bydzdgtso dzj Iseo stedlsj ez! eztf €3
2)-dL sdijfasodzOdzr o ddzd dzt dzf = f totsls s dyts o it I5 6 g tafOAl dist
319 o dHJ MdBUE I§sMOG@F Isj tod Misd yde" Bd-Is )i € dad Czds!
wodzwes Isfpw, foiRdis Mddcdzj sO o d dedtali fdfs ¢ S sfiBBHsdsbsdzE
sBdZOMBEd. 2. 6B. H. -OC kEHad §f tzp zOMIs.d3 1dRB.1H. , O @& djj d
N-CH>-COO Bt tsB dzO#% 7 4 B35t ts o LHodmezdzy § dz0) o NzOH-(€ tB)d-f dz.
COOHticeg3. 8 (dg.dev. tsMlsOdz' dz". 7 Mtsj Hddzj ded 2)
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-N-CH,- -
H [350
\FH Cl -
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© 748 . © Vinyl-H =
H / J\,I\,V 200
‘ 100

cl |
64 ﬁ | .

| \“l I | |‘ M “ |H\
SEA G | W | (S | SR L VNN o R | W I,

128 126 78 76 74 72 70 68 46 44 42 40 24 22 20 18 16 14 12
n f1 (ppm) o

{ dmMzBasS § j QUstec [ {  Mis j6H4] da rdad J' dzj dede” d3d - O OCIsj tod Mlisc
RL fsdizyj ddz 5 16dood q & G dzlsdsLd@istith@zs © st.de dzf) ls O dzH O
B ssHdBY dMOdedets?2 o o jfin " wtk® §Td dxfOr M 'gz@OH Qeogelz W J d
H MY-H tctsd B3d H-Oq ts tzts dfddeHdiidzd dztslztg of d M)z d2B Sy OFls ¢ Mtsd H
bHOdsh! suydhmisdis! M f§s@sh ¢ fjte] ¢ ad ipsfO dazdn Odg
qdzi d o d H & Odfy dffssRBE®'HY] Ctdsdsydks? fttkOssctoW dd.

I feEMzBkdd S50E0SIs  tod tHsh @def High jsOsis OEFYS
GO j Sktesdijsedd o' MSSBEs ©OLE N jddY. mOLOSIs,
W o wodwslsfw fdcdOdr sty off ddse 52 fdlsjidd. 2 ddst
fdedod JidHOL tdzd H d dzsi et lxfts datiizg < Bdfiaidis gl iEos 8
&. Hysslse j Isflse j dadite)®%@mda: diG@EP] Stk 2 fjHMlsOo d
Hkedzj Btd lfaets, vyt 1d feslssd MsOdsswlshy H(d
Ossdse kcdjtesHO o ddsdjSkdj.
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COOEt Fo0cH ),
(K)n O NWOA'A
o= N_s R SN EOH, A, 464, S X -
e + o + NTcoon EPRAADIL - HN
NH N R N N—Me
/ H o]
Ar! 64-69, 72-75 N 7891

Mosny4eHHblIe QUCIUPOUHAONUHOHBI

e Br\©\\m

80, 67%

t dMkz 8@ tsdzz yp deff §f d to ts d dzH tshglf slzsdastsiow difc dzls® 1l tolz ff f 52

[ Odzj § fdztsy dz'7 B 1 8 wfdsj tohe POdiay y dzts d3lz CdHtetsdzd L Iz

Mstslsoe j Isfinasks Rd ¢ dmdsls, fsfidzy yYJ et toj @HY gbtsiyzdzt

f sdish @ sHCISfOC Bf'sROL Odets o t6Odzded 7 i daf v EEOG@EGMY

fJotesdzdHddetso sets yYydS dzO o dtsdzj Skdzj HIMY d tctsdndzH

dzj stcc Odifud M&iHicd ~B3, st lssdBz o9 O dat€ d Msaizlis tdasdaists t
~SHjese J mPdafes? ] OCydd.

[flsdBOd dr B bhassdwdkd hjdsydkses cdHtsdd
pEHdEEE KOHlsOB®MOL kOdsdzO (1: 1 §5 ©BI Y Bk, 2 dd
) sy dedz’ | SdMmdzslsr ftod fsHSdMmdj dedd ©OMlse 50O
jcCts lsHjdvjdsets Wdd BB dddiniogas S | 6Bj.dzdS d fyteizts
9" AntsH sd3dds BSdzd € B dzd yJ Mls o j dzdzts Bz, LO dMm¢ dztngfBPJ &3
Clstster j dBjsls for hj dadzlz 5-0 EOGEE e d B shols o tsm
YygdmdzO o tsHBSteHA = MowlL j 2.
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n
N\/OAr 1. 10% KOH g0z /EtOH S N~ ~OAr

S=1
3‘4\ (1:1 viv) = : 2. HCI (1M) po pH ~4-5 1=,:|<N
R! N A ) R\©: N-Me
- N N -
= (]

OMe

N

100, >99% H 101,98%

102, 98% H 103, 83% 104 >99%
{ dMzaasn sdzyj dzdj Hdhf deO6dss ipd dets BLBO Ftolz f §f 52
HlstezClszte® HIMi diesddzH sz detsdz® fy € OteB s5M(fild) dz
JRIHOL sdzdHd d&zso 565 Yd ¢ dzO 1 WA fHfttetrolmefjlsigi jdz! foas j HBA drdg G
fssh 1 8  to]j dzls @ j dats fiyls’té it SldnAB@RES ¢ ¢ tsAsde@zPL Gf SHIso j toH
Coda JezteOyde Obtdss Y, dals tc O d Riats 818 &Y4ats to 5 dzd H d dzfs

i jdEsej descwOW duiMSd) dmMmdzjHseOddj LHjMm' d HOdjj
[ sBsdshse O)
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dMmMmdzd Hise Oded J 3

) SHiso j oy i B dzedelp 8§ @iElsijelS@AtEG 'O My dzscts W te
Mdcdodusfigf § o Wi jcTgofs] sy G&idaiing g sty XM
(tdhBdACted Mizls AOEOCE | tcd Mis  yaHid -NnGazaadziflyr § ted 3.
B. H., Mslse s iNsHYjtdsdsts dztsh ¢ dsdsdizd YO ¥ M i § By o jilssh Isfy.
ftotslstsfdgtSasH detsets ftsj Hddzj dedw (10. 7 83 1D0 256 dg. H1
CdMmely; O IsOSy jf o sirdais s dz@¢e Gdsgd SE0d dz L
©ZOS &ZOH ™ o O] Is fM*CHEAD Ofdtecdfafdz .

VP-434.1.fid =
2
g
g zyeanzHRn B S 2 2 [1
E EEEENCEES SIVIISAREE ]
Ry A I
‘ r110
f /
| | | F100
I \
I | .
Il il [0
07CH3
F80
-70
60
F50
F40
apomMmartunveckmne ‘ L3o
MNPOTOHbI
! ‘ 20
1" ‘|
| | r10
“ el |
TR ‘
ALJL‘.,,., \ J LJLJ‘UL—/ Hod J Lo
—_— N P .
8 B BER 8 2883 2
=] s go- -o Ry I 10

T r T T T T T T T T T T T T T T T T T T T
105 100 95 90 85 80 75 70 65 60 55 S50 45 40 35 30 25 20 15 1.0 05 00
f1 (ppm)

t dmzaas3d j CUstec [ § M jM/] daj ddisstetsds Yo jIstsds slsdij uj der
[ dztzj SlsEezB Y  dzdz’ G2 0§ fbptiesy dz' 7 B X § @B ezd § O drs.
ftese j HJ dals dfidzj H 50 Odzdzj Is 5H BEE BsjSifisfQy ditshis ds @zdz§ [

VWidsdsedud MSdy dMmfdzi Hse OdedY fYtesojHjdzr C. 7. dz, . dz
dqsjded [.1. [ Rsdkshts Q) .
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Hiclz e d d3d N(IPdi3dnis @ Ustg diznf re3df daty
ydsEBESHIUSNS L OCIdo dzsfls

v OB 2G3OdIstls ¢ Miguidan®Gs s ster & it dgf \qf fedsdf dEH7 BHEzs dzts o

Hd MY dtetsd dzH ts dzd dats dz'
fcsCOLT 90dzd or MsC kz®

f

LMY §j tod d3§ dzls On

20 AR 4191 Als BMOIR M C B D EEICE s j fls)

UtsjH sdff Mmtsj Hd dz CGy OM

J dzd | A549 VA13 MCF7 | MCF10
78 Clsddzsor 2 > 50 38, 1] 24, 3] > 50
8 0 Clddzsar 2 4 > 50 15,6] 12,7{( > 50
8 2 Clsdzsea ™ 2 1 > 50 > 50 > 50 > 50
83 Clsddzso ™ 2 1 > 50 > 50 > 50 > 50
84 Clsdzsea ™ 2 1 > 50 4 4, 4 > 50 > 50
85 Clsddzso ™ 2 > 50 43, 51 > 50 > 50
93 sdmdztsils O > 50 > 50 > 50 > 50
95 sdmdztsils O > 50 > 50 > 50 > 50
97 sdmdztsls © > 50 > 50 > 50 > 50
98 sdmdztsils O > 50 > 50 > 50 > 50
99 sdmdztsils O > 50 > 50 > 50 > 50
102 sdmdztsls © 16, 7! 33, 0] 12, 3¢ 31, 9¢
103 s dmdsls O > 50 17,24 11,6¢ 15, 3¢
104 sdmdzsls O > 50 > 50 > 50 > 50
105 sdmdztsls © 17, 6 25, 6§ 16, 5¢ 28, 37

RL HOdzgdzr n, {tej HMlsOoadx atsyds tso H Ig ®)H df dofip(s| Higsi tasyp[ e

L IstsC Mg S OteB ts dzqd dzdsd Ss@ftets iflzhy d &3} & 6 daf fazF Ols FdPL 5IND 1)
fBdHOL sdzdH d dzso 5E 5 a1 d K &PER sy & Y sy jo il t s GO Sl odets
fdztsy dzts @ 58 O % df ) @0L 0 § 1 0,5 1§ tsczlz yJ B F e C HOdzs o 5
f o H | B dzfls ki 6 § CaldSls & ¢ fpdEaidstitsdz) Esyde & dzd ded @

[ Odgjdzd §tetse j H jidrdzlsi s O €&z 9  Clls OGNS Sotff fciasdrd H s

(1 19S oMI9OdzH Otslsdzr & Hdzv § szl W ded 2 239 6 f) 6 65 did ATOXRJ
1 Coo. )COYjMlsoj OCIdoOlststsODIPADNE s Tk § O Uzs P Is o jtc Iz 8
BJLOBHAG COC tcOf ool id M4 yYOMO f sMmdzj dzO

H Odzdzs @vdzOB dz H O ZO M) f & @GO B H Gitsizo § o Sgdstsls iy ls ofdiad S
f sBOdd@ gd@fdj j §td ©OLH,jdjddd ©j 0Sydrsddzs?
TR0 EOW dd GPdj oBR dzf BEZRGEY j dz dzd o SH dats?
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HATU, DIPEA
OM®A, 244,
0°C —25°C

tdmkz8s4 s 0 { dzkz yj dgd @fqdzﬁsﬁ[zdqu’fntjq’tGBquHtsdzq’dZts
150 "jhdedsy) B § @ @EYdsddzs DiedsE e Odzd | d tc @ lisedts tO
COtB S Md dz' das@o CAlH@ gztf € ity § Dsf tcOCIsd ud MEd dzlz dzj ¢
dMrHdsets f SOAHHEREIrO dtso Oded j . 0B Sy o B dzdathyy
dL B " dffjismtse dzs H j § )5 tsczdiad B)df Glis'ts d dzf S @edpeztsdzj § ¢ d
COteB 5§ M dzjietOM, ¢ Oy dd3j dz' " j -NHRWY- ¢ Jo tedisfd tfdzsd H O L t
PKa 18~2B8. ssilse j[ IO @ dztizstc Of Iz¢ M W R i slstsdzd tetso O d
Ctolz flf s@Wde sdz W o dzv f) & g dRZEdS dzj pLjdBIs s d3 O i3p-t® X f {f
f sBOdzd H s fREHOO 28 M dB dhs-Rde sdgtsy j Is dez s dzj € & zOts BB s 9 C
OCIsd o d tc cHHAOTMMLFtE B ¢ Md dz! dflr ¢ Is @Qoizif § d38j 3 & SQIE] IS dzedaf tiotsiRsC
HAT L OteB tsC find dz' dzalz Ctozff 2 Htekzets?2 abtsfz & dzddsz® lnjst
Yyjdzj o sets 108t HhRisGtHlg O g OO nyHdls v IsAd O wHis{bsfj Hod dzts diz ts iy dz,
HOdB Bdzd e s(lstf Nz desSC 3. 25)

HOOC R- o R Oé\\ p
N\/O N\/O 0
S \/
_DIPEA, HATU DIPEA _ \<\
N— Me N— Me N— Me N— Me N- Me

H
DIPEA . ‘ j
HATU i R= !
cl #2 %N\N NJ R-o
P R o cl CooH _©!
O N o® el @(g s 9 ( DIPEA
g N/>\s® . j\NfSO{\N\fO . HNQN/{N S%\N\fo — T~ onuzomepsi
i S N R
) 0 0 L
cl c 8
tdmMz82N cj Hf sdzsy Isj dz! dzf 2 d3d ~mOdzdL d3 tsBtOL 59 Odzd W ff €
mMddzisj L O
vO0Cdd sSBOL B3, dzj HsMIsOIls 5 ydzO W dzlz € dzj sW d dz

f 530 dzd Hselgf"HIOZIN Y J © 52  fots tShpdzizlaigtsi2 n ls 3te &z B da® G ty jdzv
toj M j dgtffwis dzlz \gefodzofs Mdets o j  ff ts d3 ColdlA]SHARsjdisiWH @Ddzch 02y s diyd@ @ 2
Hobk T fls Of §BdzsR o Olstg jdd Wapdyds,’ ¥ § S g fCBIAs @  fizPtc o 52
f 5RO 1 B U ditcts®Bes-O dzO dzdedztsiztin dzte g L M dd § j f Isd H dz
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1 sMStsdzr S fsdBOdzdH 5B H, fts jLbzd sOO®R §to]
BOdstej OC yqdsddesy smsp @& B MY e dzff ded gzds, 3 to i) A
dzj B s dz' dpOwdis | oHOZdH 5 tOL o Hoetsj MikzlstsS HEB O dzw v
OCIsdo BAT WO fsf)dztsD IOREIA  Hsitzts ! f sczz ydls! 1 Byfg dzj
PHtso dzj lsotstedlsj dz' dzr o8 ¢ toBBY g, Bp® @izl jeh 2 o ¢ ]
CECOOMHCH( 1: 3 { i) st s ozizk jodzlf s ttc O v BB s O

0
0
N o CF3COOH/CH,CI, N o
N{%o + BOC\N/\ HATU, DIPEAO NH (1;3v/v) NH
NH H  Goon AMO®A, 7an,35°C o O O 25°C, 2 u.
NH, O O
2

NH 0. NH O O

H
N.goc 107, 40% NH,*CF3COOH

108, 90%
{ Mz 8B sk ypddi®d L { ts B3O dzafNHB=odpeOHID dzd dzO
] sdzlz yj dzd ] BOERatz®OEY jIs " dls! Hej fttsedzj BB,
Olstsdz QH BB g2 OddlEfsfI 8w o dzv j Isfw ¢ s dajtsts ¥ eoftfstie joz
MtcOo dzj dzd ¥ M OBdzdiPEMSG ' (i~ SH dzts 6 5 i tedg @zgzdad 5 o3 dizg @z¢
WtcOG R dalstscy f sBOBRJHEBSBIHO d HJMY dtets d3oz tsdiaf dzE @i
OtsdB®y jls ftsLdlsdodts MSOL Ols! PR OE@ICEOER s jo Ctrbpofids o
HOdpjgjj dzd o toj OCPdeF fiffs @ fHN@sdsds™2 7 &z &) dadf otz (ot ofufry
ftesHEOROCd B Bt PEW!H | dis daf lseesLtads®3OEegi v Bizdzj €
PROTABG kS sk OGS

15 ©GhtOBtlsOddzs? 5jlssHdSj B' dzd § sdzzyj dz
f sB3Odzd H sBd H O s € Is € epdpReess s v d defl f ¥ Mz dzB)S, 3
fsslse jIsfise j dedets, ©oOEOCH | tedd tocTiefial § Is dsniS tsi € dfd
M jCltesdjstedd o' MESEEt ©OLW N jdad W .
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0O

HOOC\\ )R
N o
S= + ; é wgﬁ_r\l?—l: HATU, DIPEA
R? Oo._NH ©O O OM®A, 72 4., 25°C

H 93,97,98 108

lMonyyexHbie monekynsl PROTAC cmpykmypHozo muna V
& & &
N N N
e} O e}
MeO O (6] (0]

109, 30% H 110, 40%

111, 33%

{ Mz GAB sdzyd ek cOtse HJMY dtetd dzH bl tizls 6zis & GAREENS &30
shdzse j H MY dsEOB oF 69 & o diAbifafs &3O dzd HLOAS] H O

MmOtOCIsj tedMmis d uled dd dzB)LQREEE ds@lfEW o dzv “(d@ ™ § te d d3,
M6 A d defl)d] v q dzel) BB Hidz' = § oslstsdzse §tod 11. 16,
N HY t6 5 ISHEQIEED ted tze 5 ¥ 4 Qi3 j8dzil@ B &g 8. H b B dzj Is BBC(QJ-@H 5
CO)-YtOch) dzsO §sROGIHBBRIHO: MdcdOd Ity & nf dds.
Cltter & dzOC ZOH'™ © O8 s  dzO f)d ¢ -BOHH- i dfPHB L tisgrdsHs
UGS O (B dz sy 4z) b7 HIHI BIB3H. ), O fhdy Hdad?2
¢ dzO dzts ¢ d wdeish 1 dbfis d i3 H-O( ts izts diddandiidzd dets{dp@is  fipy j € IS1tc O R
Clt ofmjn Ity 1 0-Bheefdsd@]s v s did & sz0esd dz  de
Ut HBdy O GBEOLSBS o 0k! e O Mg, H 6B DL
tejaptelzs M jj MO BEfdgdilseze s o odHj 4Ky § 820dzls i 5 d&3fn
cdBSCdd3 d Hdzd dede" d3 dzd dz$ | tets o, f td oD 1, BSriddsottAes™ Mg o3
EEHOMY jIs SdwOd d 2 Obsd bkedjesHO o hkC
MMy dEesddHsdddsdss st Y BOd dj dzls 0.
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A
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:

t Mz d2s8& tcOCc a3 dglf j4S IsgefOf Mts jlHldidep dzefivy dzj dadz' i3 R Ote OC Is
fd ¢ dzO d&zO dzqd

vOCdd3 Sptc@OEEEsd ttOLHjdz B' dz tOL tc Odgtsdz iy dir
CJjs-PROTAWIsStclz € Is Asafafftddy BytsH j o O d &3 W tc O ¢ 54 dzld @3 ¢f azts dp
i d tc tc ts dfddaHdtdzd dzts d&z0 d  ts d3@ztz Hi ts-dRAEIH P O " T H3] elzd dzC j tc ts 3.

3.2[Bdzj SE®ROTAQRZO shdase j -Is its(dndfcHedbid todetsdid H
d dzH 5 dzq dfts dztzz Is Ote d dsd H O

addzsj sdyd mMCdy Mmazsy dtsMmisd td H oMY & de'daztzygl @zEd
PROTA®o v L OdgdazdjL € t52 j bapld dizts fi)ls 'O4te s gy @lesq Q050 L2 | §
dzj 5B ~ 5H dHigssidsdzdzd |sigtsda’ d et Xhisuylddglz dzd tstso O dzd  dzfd f) daif@ Offiz
[ 328 dC odddscf@ER BN dapder & | sscts dzgj HsMsOLSO. 1 €O
o' BOdy BEdj | 1§ BOsiistdL adgwdd S de dEddsOsdaf 850 O 623 j
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ft6] HdsY jNdfdBlEt RRETAOS &dcOdi’ B( %0 t§E i B dtz
COL Aj %7 j2H Oo dzts § B Tg@dge dgj BsH O] dEBiEsOL o SH dzs ¢ 51 & 8k
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Odz€ d dztsjaft6 dzts § to d MG (H A Alf giz® & Quf A ACH SE@HAA! to d o3 dad ddgfd dzls
Bsdzj RRETAMRS § 5C0O 3O dBH defv it ey &) ¢ dzvz. § s dzkz u
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