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(54) Title: FLAVONE ALKYLAMINE COMPOUND, PREPARATION METHOD AND USE THEREOF
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(57) Abstract: Disclosed are a flavone alkylamine compound of formula (I), pharmaceutically acceptable salt and preparation meth -
od thereof, pharmaceutical composition, and uses thereof in the preparation of drugs for treating and/or preventing neurodegenerat-
ive diseases. The neurodegenerative diseases include but not limited to vascular dementia (VD), Alzheimer's disease (AD), Parkin -
son's disease, Huntington's disease, HIV related dementia, multiple sclerosis, progressive lateral sclerosis, neuropathic pain and
glaucoma.
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—XEHEEREILESY). EHEAENRIE
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ARG EAR TR FURGGEEE . HEARAE . FEWHE. HIV HRAORE. £
RAEREAAE < AT PR BEM RAEMAE . M VERI . 5 IR S 2B AT PR

BREAR

M PEHIR (Vascular Dementia, VD) J2 B2 PR BY [1)IRILE P 0455 dof 4 ik L 7
T~ IR . SR A R SR IR L R A5 ) B SR BB AA SN D) BE B AT A I
IREFEIE, HEZGRRIVORE: IAFIRE S 1012 2 AR TG RE 0 BI0R DL IR PEA
FIAR, & FBMEHEAT I . AR ASSE VY I S A P R A R OR ) B
R B N O e 2R A AN E, I os H S 88 22, I A PR R R A R 1B
TR, P ESSIEE N AR AR SR, TR o I SR R R DT £ 5 RURS Pt 47
Ho B, VD ORI AE R SR B A G — N E TR A R
TRV 2%, M RES R T A S A 2500, R PR VA I LA el i A 48 418 3440 i
W SRR SR

WAk, EWAMIFFEY], 76 VD B RILNEI DI RES 15 i R It 228 CE A IHIRRE R 46
I o VD JR IR Ty X ChAT BH PRI 7T S 4T 43 FE OIS, T I AN TR) A ) ChAT V&1 T B,
75 VD 8E A T ACh Wk W] WA T IE R K, JF B HIKRE RS SR )™ R
JELIEASS: TG o LA T SUR A SBEA B EREEEE BTl TR, ORI 2 LM H A
BN : HuperzineA 1 Revastigmine, nJ USRI SRIMIE A sohits, Hol D@ ERK
SRS PR AR DD RE RS o IR 3R] 2T BB T 00 o1 70t w8 PR SR R BT T

B IR HUFBRAE (Alzheimer’s disease, AD, ZAFRAE) & —Fh AEAT PN ARAG R0 12
JHRE N TR PR 2 REGGRAT MR, AR RZBE ETHES, RO R T R
FEER) S R, TEBRESE KB E Z & BT AR T IR IR S8 DU A7 . HitH 57 AR 4R
ER 65 Z UL LN 10%8 ARG, b Zaz — KRR, N+ U EERRIL 50%.
HAT, FRE AD Bm Al 500 77, X P H Ao A B007 T, BEREANZ
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NFT) & AD i N&mBAFEMALURIERN. IEFK, W2 E S0 T M1 R4l K1
Kigss AD FIRRHLEE, $eth T 2R, . JEEsi ot Emr R a Ui, tau
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Ml R, HH. OHEEL Csg beks, Iy NN-"FHIERMRE. R, 285, DU
R (EW (O: Z Y (2): W ERBEI R 1.0: 1.0~10.0: 1.0~10.0, {k
IEEERBOEHE R 1.0: 1.0~5.0: 1.0~5.0; KMV BEA ZH~150°C, JLik [ N FE A % iR ~120
Cs RIVEITA 1~72 /NEF, ARIE R SIS R 2~24 /i
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TR, W, O PUERRRE . SRR A (3): ANUERED (O 1)
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Z
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L 6,7-0r 3R 54 — R URY B R E ) (5) R ERL, TR IR AT S
TREED) (20 RN, RN DT RS A (6), TR EA 6 SR LIRS
EH) (@) TERAIT RN, PN 6,7-07 FEA — R R B i e S R &4 (7).
(A 7 R FRIFIIR MR A AT R BB — R SR, A9 AE N s M e R it &) (D

H RIS R I

P B ayth, RSB : S RESND) . WS REAAND . W RHIR .
Wt 4R WA RS Mt SERIRE R Cus BERIEE & AR
TEGE (W =48 =T =SFE, WEne. N-FOEWE, N-FHIRIRIE . = 206 %,
POT RS ED, PRI S, SN, IR, = 20%. e sUT e RV
PRy LTk, PISUVRIE . NN- AR . — WA, S be. &7, Cas el
M. R, HAH. OHEEC Css eks, Ry NN-"FHIERME. AR, 285, DU
R (EW (5): ZbEAEY (2): WMERBEI R 1.0: 1.0~10.0: 1.0~10.0, {k
IEEERBOEHE R 1.0: 1.0~5.0: 1.0~5.0; KMV BEA ZH~150°C, JLik [ N FE A % iR ~120
Cs RIVEITA 1~72 /NEF, ARIE R SIS R 2~24 /i
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AR by, RVHUHER N : OBk, VISR . NN- R B E, — R R,
THEEB SIS Cas JRITE. 2R, WK, O, Cos B B Css kR, RIEWTIR: NN-
TR, W, O PUERRRE . SRR A (6): ANUIERMED (O 1)
JEIRBERIEE N 1.0: 1.0~10.0, fRIEEREEIECH 1.0: 1.0~5.0; RANEJE N EIE~150C, ik
F R N IR~120°C s RSIHE N 1~72 /N, Ak i SRRy 224 /NI
TR oy, RV : K Coe JRITEE, NN-—HHEFEE, PIZWIE, Cas R
Wi, CJE L4-—HONER, B HERWR, UERAN: K. BB, OfF. L4-—%NHR, 8
W TR SE. B, MR, MR, BR. KHER. Ce BRI, Cue iR,
FRERR SO R, LR N SLE. BER. M. R, 4R, WHRERR: FRER
AR T TR 80N 0.1%-100%, LI FTE 2808 10%-95%, RVIREHN 0~150C, {lik
SR E R R~120°C s JINTE R 30 23 5f~24 /NI, DRI S SINHTE] R 1~8 /NI
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1 1 )

A XFRCL Br. I; Ar. Rew m HIE S MER (D HF.

AR s ESRAS ) (1) ARGIER, EVEFAIMBIERE TS 1-BUR-4- s S IR v
(D) B, FHHNREE bR EY) (D.

WA AR KNP WeREA Y. mEeREEAENY. mdE
JEBREREL . B R . MERHERAL. Bt EBRAR. GRS
(. =40 =T =3¢, e, N-FIEmmE, N-FIRIRNE ., =20 %, DT 54
D B Cre IR &, Tikmich . S, EALEN. BRIB. =20, mtie.
SRR N TR Ll DUSUWRIR ., N N- T HSE B AR, U
S Cas IRWIEA. 2K, HOR, O Cssbiks, MRIEWHIN: NN-—HERBK. W, &
JiE  DUS0RI B P 8 A S (102 1-HUR-4- s B R IRIER (1) BB /RO 1.0: 1.0~10.0:
1.0~10.0, RIEEE/RFCEIE N 1.0: 1.0~5.0: 1.0~5.0; SIVIEJE W EE~150°C, ik &N

NEW~120°C: VIS 1~72 /NS, D0 RNISTE] ) 2~24 /NI
R4

’
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ik
Ar'-OH + X—(Hzc)m@N—RG — Ar'—o—(HZC)rn~<:/\N—R6
a

5 1" 12
OR;0
Hﬁﬂ%ﬁh% Ph O
— Ar—O—(HZC)m@N—& ArOH= "X |
b PR 0 o

| —OH

\|/

(N

Ad: XFRCL Br. I; Ar. Rew m HI5E S MEX (D HF.

LAFHREI) 6,7-07 32 554 — 28 H LR B ZRA - S (5) ARIGIERE,  eva M Rm i &
N5 1-BUR-4- s e IR (1) RN, FFAHRE 6,7- Rl — 2% H SCERY P B A e e
FKWEY (12), FAF I A 12 TR RS AT T R — 28 F SCORY i, A5AH ) s A e
A Y (D,

H RIS R I

P B ayth, RSB : S RESND) . WS REAAND . W RHIR .
Wt AR WA ERRES. WMt ESERIRER . Cus BEIIE)E . AHUBURRE
TEGE (W =48 =T =SFE, WEne. N-FOEWE, N-FHIRIRIE . = 206 %,
POT RS ED, PRI S, SN, IR, = 20%. e sUT e RV
RNy LTk, PISUVRNE . NN- AR . — WA, ST be. &5, Cas gl
Ml R, HH. OHEEL Csg beks, Iy NN-"FHIERMRE. R, 285, DU
BRI A6 E ) (5): 1-HUR-4- e B RR (1) Bl B R BRI Y 1.0: 1.0~10.0: 1.0~10.0,
LI EE R BRI R 1.0: 1.0~5.0: 1.0~5.0; RSORE R FR~150°C, Pik e My B2k Z~120
Cs RIVEITA 1~72 /NEF, ARIE R SIS R 2~24 /i

LB by, RNVFITHER N : Ky CreRIIEE. NN-—FFEFBEZ, PUZUERG. Css
NRITHA . O 1,4-—%0NH BT HEEH, Ry K. FiE, OB, 1.4-—5 53,
AN TR . SACEL SR, WL, THER. BERR. KHWR. Ciue JBNIMR. Cie SRR,
FRERR SO R, LR N SLE. BER. M. B, 4R, W FRER
AR T TR 80N 0.1%-100%, LI FTE 2808 10%-95%, RVIREHN 0~150C, {lik
SR E R R~120°C s JINTE R 30 23 5f~24 /NI, DRI S SINHTE] R 1~8 /NI

AR BIRS A 5B ——6,7-fr Fa b — R RIS TSR S (5D 1-HUR-4- i ek
PRI (11D ARSI WIS, AR EA R T LN ST e A 757 1. XB5
&5 CN 200810045869.2; 2. Rodriguez-Franco, M.1. et. al. Bioorganic Medicinal Chemistry 2005,
13, 6795-6802; 3. Bolea, R. et. al. J. Med. Chem. 2011, 54, 8251-8270.
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ARG R RRIE I 2527 LA B A AR 2 BT R, PR R HhR
SRR THIR. BER. WERR. CueBIIRIE (. HER. ZmR. WIS, W, KWK, K
MR, SoKIR. B LR JEIIR. WA, IBIR. Cue FUEEMIR (W1. FALRAIR. ZJEmH
FR5E) . FRINAEIR . JRAE R H R R .

AR BT FE I 2 A S AR VR YT A R 1 — P PO R S A (D B
2y BRI, SAMASY WSS B B2 bR B A U A
ik “YRITH AR AR IEPIE RPN AL RE S A B 2 R S
2P, Bk CHEY)” AT T AR T BRI R s TR 2
% LRI EAR T AR LT R e EEE, e VRREE R AR
B WO, ERIERIEY R, TR BB R . AR IR A A &
Py AR, HEREEERA S Y (D B2 B2 M S sk o B
HE 10%~99.5%, HARED A G EEH 90%LL F.

AR AT s A Y (D KA 252% Bl 832 1 3T 7 4 R AR s
PEFRIE

(1) ZBEREGREREEAI T BEAE R EREEIM v

7] 96 FLER PR I 1.0 mmol/L B BRAR £ WA SR B AL AR T I AELB (34)6 1 Sigma
AF]) 30 uL. pH7.4 1 PBS 287K 40 uL FRlllfb & 490% 3 20 uL (DMSO F&/N T 1%)
10 pL ZFRABRES NS CR R R JZ 5% LB, pH7.4 FIBERRZZrMRAE S A D B80T 1k
NHAERERE CREUIMIE 25% BB, pH7.4 BFRSIMPRIES RN D Wil RS E, 37C
B E 15min, EFLHIIA 0.2%8) 5,5 - 6 WQ-HHEAFTE) (DTNB, 14 H Sigma 2> A])
VAR 30 uL 2t HEEARACIE 405nm b ALEDG R (OD fED, 5 AR IS & ) 2 1 AL
e, THE A S P AN (R 2R (%)=(1-FF i 41 OD {H/%% 141 OD fH)x100%); %
FAC YRR NAREE, W HREHNHIAE,  JF LA A4 R AR VR BE 1) S700) 25 5 g 4 i 2
LBV, SRAF SO%AMH 2R A R BE R M FE R R Ak S TCs0. TS £5 R R, AR IA Sl
18 FF I BB B0 C BB B8 B R HIE AL, o ICso 4 0.2 nM~5.0 uM, Tii4H
A SR ) B ——ArOH. (Ar € 5= S5 M AAHIRD 1) ICso BT 100uM,
H B I 25 )—Rivastigmine X Z AR BR B0 ICso 4 6.3 uM; I5E 45 RIEFR I,
R IR BH S AR e T2 FE TR A KT 2 L A 4D 460 S P R 0T T B e e ) 4 o
WETE, LR R BT AT LA YR Z RS R — e R B I A

(2) {LEYI%F H.0, M PC12 41 HEHR 45 i fRG 4B F e

PC12 41 H I 10 %/ LT ) DMEM £ 753, LA 1x10° AY/mL B BEBFI T 96 FLEEFRIR

W

H}
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b BERATR 100090, BRI 5% CO, ) 37 CRIRISFFAE A TR, Hi9% 24 /NI,
Y 2 R AR R JE A S (29K )E 5 10° mol/L, 10° mol/L) 10uL/AL, TiEE 2 /Mt Gt
A S5 HA 770 10uL/fL PBS, M HARFRFEFAS) . PC12 4R E 2 PNETE, 75457
HEHGA AN 100uM Hy0, 334551 10uL/FL CKHEZL N 10uL/fL PBS), 30 4415,
P25 A I B TR I B TC /N IS 1 RPMI 1640 55 727 4k i N B IR BT 7246 W RS 7% 24 /i,
B FRMARTR A 100pL/ L. 4kek3EF7 24 /ANBfE, SAH A 5 mg/mL MTT 100pL/fL, #AT
WA, £5 3 NS, F4F A 100 % DMSO 4 1HWK 100ul/4L, RS . 7
490 nm FPEA N NE S AR OD fH, MRS RES 3 ¥k, H Duncan’s test /7i5E480H, S48
HRIFR AL ESEM., LIS FZLN 100%, 2254 R0 41E DO R 1 2 leaoR. e
R, ARSI AT ETA & o S S PCL2 4B A B LR
PR, BAE 107 moVL WK E N PTG 33 T-47 3 4 & T,

(3) LEYRERRERITE/D RS IZIRBER K

SPF 2% ICR HEVE/INRL, 25-30g, ALK IEF4AL. B84, 2k, (KHE4 (5.0,
2.5mghkg), [ 10 A, —RWEEBS TRRAY, = O RBR AL T K
0.5%CMC-Na, 2 ZjA830 0.1ml/10g; #4)5 45 min, 1541/ RS EE S A K, KR
HHBNDBES AR R (Sme/kg), AT 0.1ml/10g; &ML 30 min /5, KN BUBA
FE AR Y BB B HEATAT R MR RUBCT — R, b AR E P9 A 44T 8min,
TSRS BRI A, R T AR HCE R KRB BY%= B RE (RN
A-2)1x100, SR LISEEbMEE R R, A ZESRARRNETZ5. WedREy, %
FEEI AT, AR ISR A TT R BTE A P 7R B IS IR I e hg 3 B 7
B UGEE, SEBANERA RIS ER (p<0.01), HIGERE & A R BRIk
JE T ¥ Rivastigmine (p<0.01).

(4) Y B YT ZBEFTEUN BACIZ B ILRER &
SPF Z ICR HEPE/INRR, 25-30g, BENLD 4. IEWA BB, Zildim. IREH (5.0,

2.5mgke). REHITH (Bmgkg), A 10 Kah¥). HREES T2R4Y), 4R
WA TIREE 0.5%CMC-Na, L2580 0.1ml/10g, LA 32 R (E4525 124 RIIH,
£ H 25 30 min, BRI MKAZHEETE 0.1ml/10g 48 (15% wiv), ESET 24 K, W
LN QR G, IaRE4s T T 31, 32 KETaMBkG %, 255 45min
BEAT VIR SE S, AR N RE TR AT, BT Fa b, @, Uz Mha Lk
T DA (R A2k A Ay e, AR R AR R RN, /N BRUSZ ) R i T I T S B g i a3
T b, RN RS A LRI, 05k Smin P IARERLIKEL,  DAIRAE R 3] gt
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24 NI JREATIAR, RSN RS — ke R A2 I T GEORIDD R 5 min A2 AR
B CBERRIRED,  BAEAE e 2 F LS RE R VP i ds . IS R DL Bpnife 2380, A 2=
FRHBRRTTZNNT . GERRYIEZERZM T, ARWSHG 2 IR G5t L8z
PV RACIZ BT REREAS ) HAT W R AR A, GRURA B it #2257 (p<0.01).

RAAERES R

TN T SE ] T AR BT HE— R A, SR, AR NG AN R T R R sk
. AT AL GBS B, AT AR IR PORE E A AT R, TR AR
HEAT & T AR FE M
LMY 1 Linker 78 (CHy)my Ry RsAFRERT H RTERNERRLEY (D HHEEE

TR RPN 2.0 mmol AHM K s EHIRA &) (1), 30 ml ZJF. 7.0 mmol JE/KHk BRAH
MR A& (2) 7.0 mmol, FHRPRAHERE RN 3.0~12.0 /N O SERE A TLC BRER D
RNEERSG, BRI, D& OIETEERIETE, IR ZE BRI AR &= IR A,
WeRVZRE BT Al QOEBi: &, MR8 ERNEY (3), W 45.3%-96.0%.
¥ EIRFSEESERA A Y (3) BB T 30 ml ZEEH, A 6.0 mmol AN A& (4),
FHEFIR B R 6.0~16.0 /N CRHEFEFH TLC BRER): NS HG, RSN, 5%
KB 50 ml & F KL, KK 20 ml 5% AL BN KEEIRA 20 ml & & -FKBES, AL
JRATOKRIRA TG UE, BURABRER, RRMAFT RN G Aimik-21R o
BE=30:1 v/v), 1SFMNEEERIELEENGT (D, E 78.0%95.0%, HAEHHs
'H-NMR. "“C-NMR H ESI-MS iiF . KA bWk 61445 2010 B AR 45 T

A B¥* k
%:%% B m R, R; R; Ry Rs (lisng l\n/:/SZ

AL E
1-2-1 4 fr 2 -CH; -CH,Ph H |CH; | CH; | 4622
1-2-2 4 fr 2 -CH; -CH,Ph(2’-OCH3) | H | CH; | CH; | 492.1
1-2-3 4 fr 2 -CH; -CH,Ph(2>-OCF3;) | H | CH; | CH; | 546.2
1-2-4 4 fr 2 -CH; -CH,Ph(2’-CH;) H | CH; | CH; | 476.1
1-2-5 4 fr 2 -CH; -CH,Ph(2’-CF3) H | CH; | CH; | 5302
1-2-6 4 fr 2 -CH; -CH,Ph(2’-C]) H | CH; | CHs; | 496.0
1-2-7 4 fr 2 -CH,CH; -CH,Ph H |CH; | CH; | 4762
1-2-8 4 fr 2 -CH,CH; | -CH,Ph(2-OCH3) | H | CH; | CH3 | 506.2




WO 2014/111004 PCT/CN2014/070561
1-29 4 fr 2 -CH,CH; | -CH,Ph(2’-OCF;) | H | CH; | CH; | 560.2
1-2-10 4 fr 2 -CH,CH; -CH,Ph(2’-CHs) H |CH; | CH; | 490.3
1-2-11 4 fr 2 -CH,CH; -CH,Ph(2’-CF3) H |CH; | CHy; | 5442
1-2-12 4 fr 2 -CH,CH; -CH,Ph(2’-Cl) H |[CH; | CH; | 5103
1-2-13 4 pr 2 -CH; -CH; H |CH; | CH; | 3862
1-2-14 4 fr 2 -CH,CH; -CH,CH; H |CH; | CH; | 414.0
1-2-15 4 pr 2 -CH; -CH,CH; H | CH; | CH; | 4003
1-2-16 | 44r 2 H 3 H | CH; | CH3z | 539.0
N
1-2-17 | 44r 2 H 3 H |CH; | CH3 | 5732
N Cl
1-2-20 4 pr. 2 _NCN—CHs H | CH; | CH; | 4413
1221 | 4L 2 _NCN—CHzF’h H | CH; | CHs | 5172
/\
1-2-22 4 fr 2 —N_ N-CH:Ph(2-OCH;) H |CH; | CH; | 547.1
1-2-23 4 L 2 —N ) H |CH; | CH; | 4262
/\
1-2-24 4 pr. 2 —N_ o H | CH; | CH; | 428.0
1-2-25 4 pr 2 —N CH,CHa H | CH; | CH; | 4542
1-2-26 4 pr 2 —NC}CHzPh H |CH; | CHz | 516.0
1-2-27 4 pr 2 —N@ H |CH; | CH; | 4122
1-2-28 4 pr 2 —NCNH H |CH; | CH; | 4272
1-2-57 4 pr. 2 -CH; -CH,Ph CH; | CH; | CH; | 4763
1-2-58 4 fr 2 -CH; -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 506.2
1-2-59 4 fr 2 -CH; -CH,Ph(2’-OCF) | CH; | CH; | CH; | 560.1
1-2-60 4 fr 2 -CH; -CH,Ph(2’-CH3) | CH; | CH; | CH3 | 4902
1-2-61 4 fr 2 -CH; -CH,Ph(2-CF3) | CH; | CH; | CH; | 5444
1-2-62 4 fr 2 -CH; -CH,Ph(2’-Cl) CH; | CH; | CH3 | 5103
1-2-63 4 pr. 2 -CH,CH; -CH,Ph CH; | CH; | CH3 | 490.2
1-2-64 4 fr 2 -CH,CH; | -CH,Ph(2’-OCH3) | CH3 | CH3 | CH; | 520.1
1-2-65 4 fr 2 -CH,CH; | -CH,Ph(2’-OCF3) | CH3 | CH3 | CH; | 574.2
1-2-66 4 fr 2 -CH,CH3; -CH,Ph(2’-CH3) | CH; | CH; | CH3 | 5042
1-2-67 4 fr 2 -CH,CH3; -CH,Ph(2’-CF3) | CH; | CH3; | CH3 | 558.1
1-2-68 4 fr 2 -CH,CH3; -CH,Ph(2’-Cl) CH; | CH; | CH3 | 5242
1-2-69 | 44r 2 -CH; -CH; CH; | CHs | CH3 | 400.3
1270 | 44r 2 -CH,CH3; -CH,CH; CH; | CH; | CH; | 4282
1-2-71 4 fr 2 -CH;3 -CH,CH; CH; | CH; | CH; | 4142
1-2-72 | 44r 2 H 7 CH; | CH; | CH; | 5534
N
1-2-73 | 44k 2 H 3 CH; | CH; | CH; | 5872
N Cl

10
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/~\
1-2-76 4 pr. 2 —N_ N-CHq CH; | CH; | CH; | 455.1
1277 | 4fr 2 —NCN—CHzph CH: | CH; | CH: | 531.1
1-2-78 4 pr 2 —N  N—CH,Ph(2-OCHbs) CH; | CH; | CH; | 5613
1-2-79 4 pr. 2 —NC> CH; | CH; | CH; | 440.2
1-2-80 | 4fr 2 = CH: | CH: | CHs | 4422
1281 | 44 2 —NC}CHcha CH: | CH: | CH: | 46823
1-2-82 4 pr 2 *Ni}CHzph CH; | CH; | CH; | 5303
1-2-83 4 pr. 2 —N@ CH; | CH; | CH; | 4262
1284 | 4fr 2 —NCNH CH: | CH; | CH; | 4413
1-3-1 4 pr. 3 -CH; -CH,Ph H | CH; | CH; | 4762
1-3-2 4 fr 3 -CH; -CH,Ph(2’-OCH3) | H | CH; | CH; | 506.1
1-3-3 4 fr 3 -CH; -CH,Ph(2’-OCF3) | H | CH; | CH; | 560.4
1-3-4 4 fr 3 -CH; -CH,Ph(2’-CHs) H | CH; | CH; | 490.3
1-3-5 4 fr 3 -CH; -CH,Ph(2’-CF;) | H | CH; | CH; | 5442
1-3-6 4 fr 3 -CH; -CH,Ph(2’-Cl) H |CH; | CH; | 5102
1-3-7 4 pr. 3 -CH,CH; -CH,Ph H | CH; | CHz | 4902
1-3-8 4 L 3 -CH,CH; | -CH,Ph(2-OCH3) | H | CH:; | CH3 | 5203
1-3-9 4 fr 3 -CH,CH; | -CH,Ph(2’-OCF;) | H | CH; | CH; | 574.0
1-3-10 | 44z 3 -CH,CH; | -CH,Ph(2’-CH3) | H | CH; | CH; | 504.1
1-3-11 4 fr 3 -CH,CH; -CH,Ph(2’-CF3) H |CH; | CH; | 5582
1-3-12 4 fr 3 -CH,CH; -CH,Ph(2’-Cl) H | CH; | CH; | 5243
1-3-13 4 pr. 3 -CH; -CH; H | CH; | CH3 | 4002
1-3-14 4 fr 3 -CH,CH3; -CH,CH; H | CH; | CH; | 423.1
1-3-15 4 pr. 3 -CH; -CH,CH; H | CH; | CH; | 414.0
1-3-16 | 44r 3 H 3 H | CH; | CH; | 5532
N
1-3-17 | 4fr 3 H 7 H | CH; | CH; | 587.1
N Cl
/N
1-3-20 4 pr. 3 N N-CHq H | CH; | CH; | 4554
/\
1-3-21 4 pr. 3 —N_ N-CHPh H | CH; | CH; | 5312
1-3-22 4 pr 3 —N  N-CH,Ph(2-OCH3) H | CH; | CH; | 5613
1323 | 4fr 3 ) H | CH: | CHs | 4405
1-3-24 4 fr 3 —NCO H | CH; | CH; | 4422
1325 | 44 3 —NC}CHcha H | CHs | CHs | 4682
1326 | 44 3 —NC}CHzph H | CH; | CHs | 5302
1-3-27 4 pr. 3 —N(] H | CH; | CH; | 426.1
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/\

1-3-28 4 pr. 3 —N_ NH H | CH; | CH; | 441.0
1-3-57 4 pr 3 -CH; -CH,Ph CH; | CH; | CH; | 4903
1-3-58 | 44r 3 -CH; -CH,Ph(2’-OCH3) | CH; | CH; | CH; | 520.1
1-3-59 | 44r 3 -CH; -CH,Ph(2’-OCF3) | CH; | CH; | CH; | 5742
1-3-60 | 441 3 -CH; -CH,Ph(2’-CH3) | CH; | CH; | CH; | 504.0
1-3-61 4 fir 3 -CH; -CH,Ph(2’-CF;) | CH; | CH; | CH3 | 558.4
1-3-62 4 fir 3 -CH; -CH,Ph(2>-Cl) | CH; | CH; | CH; | 5242
1-3-63 4 L 3 -CH,CH; -CH,Ph CH; | CH; | CH; | 5043
1-3-64 | 44r 3 -CH,CH; | -CH,Ph(2’-OCH3) | CH; | CH; | CH3 | 5342
1365 | 44r 3 -CH,CH; | -CH,Ph(2’-OCF3) | CH; | CH; | CH3 | 5882
1-3-66 | 44r 3 -CH,CH; | -CH,Ph(2’-CH;) | CH; | CH; | CH3 | 51822
1-3-67 | 44r 3 -CH,CH; -CH,Ph(2’-CF;) | CH; | CH; | CH3 | 5722
1368 | 44z 3 -CH,CH; -CH,Ph(2’-Cl) | CH; | CH; | CH; | 538.0
1-3-69 | 44r 3 -CH; -CH; CH; | CH; | CH; | 4143
1-3-70 | 44r 3 -CH,CH; -CH,CH; CH; | CH; | CH; | 4422
1-3-71 4 pr. 3 -CH; -CH,CH; CH; | CH; | CH; | 428.1
1-3-72 | 44k 3 H 3 CH; | CH; | CH; | 5673

N
1-3-73 | 44% 3 H a CH; | CH; | CH; | 601.2
N Cl
/ N\

1-3-76 4 fr 3 N N-CHq CH; | CH; | CH; | 469.2

1377 | 44¢ 3 _NCN—CHzF’h CH; | CH; | CH; | 5452

1-3-78 4 pr 3 —NCN—CHzPh(Z'-OCHg,) CH; | CH; | CH; | 5753

1379 | 44r 3 ) CH: | CH: | CH; | 4542

1380 | 44r 3 = CH: | CH: | CHs | 4562

1381 | 44z 3 —NC}CHcha CH: | CHs | CH; | 482.0

1382 | 4fr 3 —NC}CHzph CH; | CH; | CH, | 5444

1-3-83 4 pr. 3 —N(] CH; | CH; | CH; | 4403

/\

1-3-84 4 pr. 3 —N_ NH CH; | CH; | CH; | 4552
1-4-1 4 pr 4 -CH; -CH,Ph H | CH; | CHz | 4903
1-4-2 4 fir 4 -CH; -CH,Ph(2>-OCH3) | H | CHs | CH; | 5202
1-4-3 4 it 4 -CH; -CH,Ph(2’-OCF3) | H | CHs; | CH; | 5742
1-4-4 4 fir 4 -CH; -CH,Ph(2’-CHs) H | CH; | CH; | 504.1
1-4-5 4 it 4 -CH; -CH,Ph(2’-CF3) H | CH; | CH; | 558.0
1-4-6 4 it 4 -CH; -CH,Ph(2’-Cl) H | CH; | CH; | 5240
1-4-7 4 pr 4 -CH,CH3; -CH,Ph H |CH; | CH; | 5042
1-4-8 4 fir 4 -CH,CH3 | -CH,Ph(2’-OCH3) | H | CHz | CH3 | 5342
1-4-9 4 fir 4 -CH,CH3 | -CH,Ph(2’-OCF3) | H | CHz | CHs | 588.1

1-4-10 | 441 4 -CH,CH3 | -CH,Ph(2’-CH3) H | CH; | CH; | 5183
1-4-11 4 fir 4 -CH,CH; -CH,Ph(2’-CF3) H |CH; | CH; | 5722

12
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1-4-12 4 fr 4 -CH,CH; -CH,Ph(2’-Cl) H | CH; | CH; | 538.1
1-4-13 4 pr 4 -CH; -CH; H |CH; | CH; | 4143
1-4-14 4 fr 4 -CH,CH; -CH,CH; H |CH; | CH; | 4422
1-4-15 4 pr 4 -CH; -CH,CH; H | CH; | CH; | 4282
1-4-16 | 414 4 H a H | CH; | CHs | 5672

N
1-4-17 | 44r 4 H 3 H |CH; | CH3 | 601.1
SN cl

N

1418 | 4fr 4 H | CH; | CH; | 6422
HO' ‘ (o] OMe
/ N\

1-4-20 4 pr 4 N N-CHq H |CH; | CH; | 469.1
1421 | 4fr 4 —N h-omppn H |CH; | CH; | 5452
1-4-22 4 pr. 4 —N  N—CH,Ph(2-OCH>) H |CH; | CHz | 5753
1-4-23 4 pr 4 —N ) H | CH; | CH; | 4542

/\
1-4-24 | 441 4 —N_ 0 H | CH; | CH3 | 456.0
1-4-25 4 pr 4 —N CH,CHa H | CH; | CH; | 4822
1-4-26 4 pr 4 —NC}CHzPh H | CH; | CH; | 5442
1427 | 4z 4 —N<] H | CH: | CH; | 440.1

/\
1-4-28 4 fr 4 —N_ NH H | CH; | CHs | 4553
1-4-29 34L 4 -CH; -CH,Ph H | CH:; | CH; | 490.0
1-4-30 34L 4 -CH; -CH,Ph(2>-OCH3) | H | CH; | CH3 | 5202
1-4-31 R A 4 -CH; -CH,Ph(2-OCF3;) | H | CH; | CH3 | 574.1
1-4-32 R A 4 -CH; -CH,Ph(2’-CHs) H |CH; | CHz | 5042
1-4-33 34L 4 -CH; -CH,Ph(2’-CF3) H |CH; | CHz | 5582
1-4-34 R A 4 -CH; -CH,Ph(2’-Cl) H | CH; | CHs | 5243
1-4-35 34L 4 -CH,CH; -CH,Ph H | CH; | CH; | 504.1
1-4-36 RY A 4 -CH,CH; | -CH,Ph(2-OCH3) | H | CH3 | CH3 | 5344
1-4-37 RY A 4 -CH,CH; | -CH,Ph(2’-OCF3) | H | CHs | CH; | 588.2
1-4-38 RY A 4 -CH,CH3; -CH,Ph(2’-CHs) H |CH; | CH; | 518.1
1-4-39 RY A 4 -CH,CH3; -CH,Ph(2’-CF3) H |CH; | CH3z | 5722
1-4-40 R A 4 -CH,CH3; -CH,Ph(2’-Cl) H | CH; | CHs | 5383
1-4-41 KX VA 4 -CH; -CH; H |CH; | CH; | 4144
1-4-42 3 'ﬁ[ 4 -CH,CH; -CH,CH; H CH; | CH; 4422
1-4-43 R A 4 -CH; -CH,CH; H | CH; | CH; | 4282
1-4-44 | 341 4 H 3 H | CH; | CH; | 567.0

N
1-4-45 | 341 4 H 3 H | CH; | CH; | 601.0
N Cl

13
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/~\
1-4-48 | 34 4 —N_ N-chs H | CH; | CH; | 4692
1-4-49 KX A 4 —NCN—CHzPh H | CH; | CH; 545.2
1-4-50 KX DA 4 —N_ N-CHaPh(2-0CH) H |CH; | CH: | 5750
1-4-51 34L 4 —N ) H | CH; | CH; | 454.0
/\
1-4-52 34L 4 —N_ 0 H | CH; | CH; | 4563
1-4-53 34L 4 —N CH,CH H | CH; | CH; | 482.0
1-4-54 34L 4 —NC}CHzph H | CH; | CH; | 544.1
1-4-55 34L 4 —N@ H | CH; | CH; | 440.1
1-456 | 3fr 4 —NCNH H | CHs | CHy | 455.0
1-4-57 4 L 4 -CH; -CH,Ph CH; | CH; | CH; | 5042
1-4-58 4 fr 4 -CH; -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 534.0
1-4-59 4 fr 4 -CH; -CH,Ph(2’-OCF3) | CH; | CH; | CH; | 5883
1-4-60 4 fr 4 -CH; -CH,Ph(2’-CH3;) | CH; | CH; | CH3 | 5182
1-4-61 4 fr 4 -CH; -CH,Ph(2’-CF;) | CH; | CH; | CH3 | 572.1
1-4-62 4 fr 4 -CH; -CH,Ph(2’-Cl) CH; | CH; | CH; | 5382
1-4-63 4 pr. 4 -CH,CH; -CH,Ph CH; | CH; | CH; | 518.1
1-4-64 4 fr 4 -CH,CH; | -CH,Ph(2’-OCH3) | CH3 | CH3 | CH; | 5482
1-4-65 4 fr 4 -CH,CH; | -CH,Ph(2’-OCF;) | CH; | CH3 | CH3 | 6023
1-4-66 4 fr 4 -CH,CH3; -CH,Ph(2-CH3) | CH; | CH; | CH3 | 532.1
1-4-67 4 fr 4 -CH,CH3; -CH,Ph(2’-CF3) | CH; | CH3; | CH3 | 586.2
1-4-68 4 fr 4 -CH,CH3; -CH,Ph(2’-Cl) CH; | CH; | CH3 | 5522
1-4-69 4 pr. 4 -CH; -CH; CH; | CH; | CH; | 428.1
1-4-70 4 pr. 4 -CH,CH; -CH,CH; CH; | CH; | CH; | 456.0
1-4-71 4 fr 4 -CH;3 -CH,CH; CH; | CH; | CH; | 4422
1-4-72 | 44r 4 H 7 CH; | CH; | CH; | 5813
N
1-4-73 | 44k 4 H 7 CH; | CH; | CH; | 6152
N Cl
N
1474 | 4fr 4 CH: | CH: | CH: | 65623
HO' ‘ o] OMe
/~\
1-4-76 4 pr. 4 —N_ N-CHq CH; | CH; | CH; | 483.1
/N
1-4-77 4 pr. 4 —N_ N-CHPh CH; | CH; | CH; | 5592
/\
1-4-78 4 pr 4 —N_ N-CHoPh(2-OCHs) CH; | CH; | CH3 | 589.2
1-4-79 4 pr. 4 —N ) CH; | CH; | CH; | 4684
/\
1-4-80 4 pr. 4 —N_ 0 CH; | CH; | CH; | 470.2
1-4-81 4 pr 4 —N CH,CH3 CH; | CH; | CH; | 496.2
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1-4-82 4 fr 4 — C}CHzph CH; | CH; | CH; | 5582
1483 | 4% | 4 | CH; | CH; | CH; | 454.0
1-4-84 | 44z 4 —NCNH CH; | CH; | CHs | 4693
1-4-85 34L 4 -CH; -CH,Ph CH; | CH; | CH; | 5043
1-4-86 R A 4 -CH; -CH,Ph(2-OCH3) | CH; | CH; | CH; | 5342
1-4-87 R A 4 -CH; -CH,Ph(2’-OCF;3) | CH; | CH; | CH; | 588.1
1-4-88 R A 4 -CH; -CH,Ph(2-CH3) | CH; | CH; | CH3 | 518.0
1-4-89 R A 4 -CH; -CH,Ph(2’-CF;) | CH; | CH; | CH3 | 572.1
1-4-90 R A 4 -CH; -CH,Ph(2’-Cl) CH; | CH; | CH; | 533.0
1-4-91 R A 4 -CH,CH; -CH,Ph CH; | CH; | CH; | 5182
1-4-92 KX VA 4 -CH,CH; | -CH,Ph(2’-OCH3) | CH; | CH3 | CH3 | 5483
1-4-93 R A 4 -CH,CH; | -CH,Ph(2’-OCF;) | CH; | CH; | CH; | 602.2
1-4-94 R A 4 -CH,CH; | -CH,Ph(2’-CH;) | CH; | CH; | CH; | 5322
1-4-95 R A 4 -CH,CH; -CH,Ph(2’-CF3) | CH; | CH3 | CH3 | 586.3
1-4-96 R A 4 -CH,CH; -CH,Ph(2’-Cl) CH; | CH; | CH; | 552.0
1-4-97 34L 4 -CH; -CH; CH; | CH; | CH; | 4282
1-4-98 34L 4 -CH,CH; -CH,CH; CH; | CH; | CH; | 456.2
1-4-99 R A 4 -CH; -CH,CH; CH; | CH; | CH; | 4422
1-4-100 | 34z 4 H 3 CH; | CH3; | CH; | 5812
N
1-4-101 | 3£ 4 H 3 CH; | CH; | CH; | 6153
Ve N Cl
1-4-104 | 34z 4 —N_ N-CH, CH; | CH; | CH; | 4832
1-4-105 | 341 4 _NCN—CHzF’h CH; | CH; | CH; | 5593
/\

1-4-106 KX VA 4 —N_ N-CHPh(2-OCHs) CH; | CHs | CH; 589.3

14107 | 3 4¢ 4 —NC> CH: | CHs | CHs | 4682

1-4-108 | 3 4r 4 —NC/\o CH: | CHs | CH; | 4702

1-4-109 | 3 4% 4 —N CH,CH3 CH; | CH; | CH; | 496.1

1-4-110 | 3 4% 4 —NC}CHzph CH; | CH; | CH; | 55823

14-111 | 3 4L 4 —Nij CH; | CH; | CH; | 4542

/\

1-4-112 | 3 4% 4 N NH CH; | CH; | CH; | 469.2
1-6-1 4 pr. 6 -CH; -CH,Ph H | CH; | CH; | 5184
1-6-2 4 fr 6 -CH; -CH,Ph(2-OCH3) | H | CH; | CH; | 5482
1-6-3 4 1 6 -CH; -CH,Ph(2’-OCFs;) | H | CH; | CH; | 6023
1-6-4 4 fr 6 -CH; -CH,Ph(2’-CHs) H |CH; | CH; | 5322
1-6-5 4 fr 6 -CH; -CH,Ph(2’-CF3) H | CH; | CH; | 5862
1-6-6 4 fr 6 -CH; -CH,Ph(2’-Cl) H |CH; | CH; | 5523
1-6-7 4 pr. 6 -CH,CH; -CH,Ph H | CH; | CH3; | 5322
1-6-8 4 fr 6 -CH,CH; | -CH,Ph(2-OCH3) | H | CH3 | CH; | 562.1
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1-6-9 4 L 6 -CH,CH; | -CH,Ph(2’-OCF3) | H | CH; | CH3 | 616.0
1-6-10 4 L 6 -CH,CH; | -CH,Ph(2’-CH,) H | CH; | CH; | 5462
1-6-11 4 fr 6 -CH,CH; -CH,Ph(2’-CF3) H |CH; | CH; | 6004
1-6-12 4 fr 6 -CH,CH; -CH,Ph(2’-Cl) H |CH; | CH; | 566.3
1-6-13 4 pr. 6 -CH; -CH; H |CH; | CH; | 4422
1-6-14 4 pr. 6 -CH,CH; -CH,CH; H |CH; | CH; | 470.2
1-6-15 4 pr. 6 -CH; -CH,CH; H |CH; | CH; | 4564
1-6-16 | 4fr 6 H 3 H | CH; | CH3z | 5955
N
1-6-17 | 44fr 6 H 4 H | CH; | CH3z | 629.5
SN cl
N
1-6-18 | 4L 6 H | CH: | CHs | 67023
HO' ‘ 0 OMe
1620 | 44r 6 _NCN—CHs H | CH; | CHs | 497.1
1-6-21 4 pr. 6 _NCN—CHzF’h H |CH; | CH; | 5732
1-6-22 4 pr 6 —N  N=CH,Ph(2-OCH3) H | CH; | CH; | 6034
1623 | 44r 6 —NC> H | CH; | CHs | 4822
1624 | 44r 6 _NC/\O H | CH; | CHs | 4840
1-6-25 4 pr 6 —NC}CHZCHa H |CH; | CH; | 5102
1-6-26 4 pr. 6 —NC}CHzph H |CH; | CH; | 572.1
1-6-27 4 pr. 6 —N H | CH; | CH; | 4683
1628 | 4fr 6 — H | CcH: | CH: | 4832
1-6-29 RY A 6 -CH; -CH,Ph H |CH; | CH; | 5182
1-6-30 KX VA 6 -CH; -CH,Ph(2-OCH3) | H | CH; | CHs | 5483
1-6-31 R A 6 -CH; -CH,Ph(2-OCF3) | H | CH; | CH; | 6022
1-6-32 R A 6 -CH; -CH,Ph(2’-CHs) H |CH; | CHz | 5322
1-6-33 | 34z 6 -CH; -CH,Ph(2’-CF3) H |CH; | CH; | 586.0
1-6-34 R A 6 -CH; -CH,Ph(2’-Cl) H |CH; | CHz | 5522
1-6-35 RY A 6 -CH,CH; -CH,Ph H | CH; | CH; | 532.1
1-6-36 KX VA 6 -CH,CH; | -CH,Ph(2-OCH3) | H | CH:; | CH3 | 5623
1-6-37 RY A 6 -CH,CH; | -CH,Ph(2’-OCF3) | H | CH; | CH; | 616.2
1-6-38 | 34z 6 -CH,CH; | -CH;Ph(2’-CH3) H |CH; | CH; | 5464
1-6-39 | 34z 6 -CH,CH; | -CH,Ph(2’-CF3) H |CH; | CH; | 600.2
1-6-40 R A 6 -CH,CH; -CH,Ph(2’-Cl) H |CH; | CH; | 566.2
1-6-41 KX VA 6 -CH; -CH; H | CH; | CH; | 442.1
1-6-42 KX VA 6 -CH,CH; -CH,CH; H |CH; | CH; | 4703
1-6-43 RY A 6 -CH; -CH,CH; H | CH; | CH; | 456.1
1-6-44 | 34r 6 H 3 H | CH; | CH; | 5953
N
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1-6-45 | 34 6 H 3 H |CH; | CH; | 629.2
N Cl
1-6-48 | 34r 6 _NCN—CHs H | CH; | CHs | 4973
/N
1-6-49 34L 6 —N_ N-CHPh H | CH; | CH; | 5732
/\
1-6-50 KX DA 6 —N_ N-CHPh(2-OCH;) H | CH; | CH; | 6033
1-6-51 34L 6 —NC> H | CH; | CH; | 4822
/\
1-6-52 34L 6 N9 H | CH; | CH; | 4842
1-6-53 34L 6 —N CHoCHs H | CH; | CH; | 510.0
1654 | 34r 6 —NC}CHzph H | CH: | CH; | 5723
1-6-55 34L 6 —N H | CH; | CH; | 4682
1-656 | 34L 6 —NCNH H | CH: | CH, | 4834
1-6-57 | 44r 6 -CH; -CH,Ph CH; | CH; | CH; | 5323
1-6-58 | 44r 6 -CH; -CH,Ph(2’-OCH3) | CH; | CH3 | CH; | 5622
1659 | 44r 6 -CH; -CH,Ph(2’-OCF;) | CH; | CH; | CH3 | 6163
1-6-60 | 44z 6 -CH; -CH,Ph(2’-CH3) | CH; | CH; | CH3 | 546.2
1-6-61 4 fir 6 -CH; -CH,Ph(2’-CF;) | CH; | CH; | CH3 | 600.2
1-6-62 | 44 6 -CH; -CH,Ph(2>-Cl) | CH; | CH; | CH; | 566.4
1-6-63 4 L 6 -CH,CH; -CH,Ph CH; | CH; | CH; | 5462
1-6-64 | 441 6 -CH,CH; | -CH,Ph(2>-OCH3) | CH; | CH; | CH; | 5762
1-6-65 | 44r 6 -CH,CH; | -CH,Ph(2’-OCF3) | CH; | CH; | CH; | 630.2
1-6-66 | 44r 6 -CH,CH; | -CH,Ph(2’-CH:z) | CHs; | CH3 | CHs | 560.2
1-6-67 | 44z 6 -CH,CH; | -CH,Ph(2-CF3;) | CH3; | CH: | CH; | 6144
1-6-68 | 44r 6 -CH,CH; -CH,Ph(2>-Cl) | CH; | CH; | CH3 | 580.2
1-6-69 | 44r 6 -CH; -CH; CH; | CH; | CHs | 456.0
1-6-70 | 44r 6 -CH,CH3; -CH,CH; CH; | CH; | CH; | 4842
1-6-71 4 pr. 6 -CH; -CH,CH; CH; | CH; | CH; | 4703
1-6-72 | 44r 6 H 3 CH; | CH; | CH; | 609.2
N
1-6-73 | 44L 6 H @ CH; | CH; | CH; | 643.1
'L N Cl
1-6:74 | 4fL 6 CH: | CHs | CH; | 6842
HO' ‘ o] OMe
/~\
1-6-76 4 pr. 6 N N-CHq CH; | CH; | CH; | 5112
/\
1-6-77 4 pr 6 —N_ N-CHzPh CH; | CH; | CH; | 5874
/\
1-6-78 4 pr. 6 N N-CHzPh(2-OCH;) CH; | CH; | CH; | 6172
1679 | 4fr 6 ) CH:; | CH; | CH; | 4962
1-6-80 | 4fr 6 e CH; | CH; | CH; | 4982
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1-6-81 4 pr 6 —NC}CHZCHa CH; | CH; | CH; | 5244
1-682 | 4L 6 —NC}CHzph CH: | CH: | CH; | 5862
1-6-83 | 4fr 6 | CH: | CH; | CH; | 4822

/\
1-6-84 4 pr. 6 —N_ NH CH; | CH; | CH; | 497.1
1-6-85 34L 6 -CH; -CH,Ph CH; | CH; | CH; | 5322
1-6-86 KX VA 6 -CH; -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 5624
1-6-87 KX VA 6 -CH; -CH,Ph(2>-OCF;3) | CH; | CH; | CH3 | 6164
1-6-88 KX VA 6 -CH; -CH,Ph(2’-CH3) | CH; | CH; | CH3 | 546.2
1-6-89 KX VA 6 -CH; -CH,Ph(2’-CF3) | CH; | CH3 | CH3 | 600.3
1-6-90 KX VA 6 -CH; -CH,Ph(2’-Cl) CH; | CH; | CH; | 566.2
1-6-91 R A 6 -CH,CH; -CH,Ph CH; | CH; | CH; | 546.3
1-6-92 R A 6 -CH,CH; | -CH,Ph(2’-OCH3) | CH; | CH; | CH; | 576.2
1-6-93 R A 6 -CH,CH; | -CH,Ph(2’-OCF;) | CH; | CH; | CH; | 630.1
1-6-94 R A 6 -CH,CH; | -CH,Ph(2’-CH3;) | CH; | CH; | CH; | 560.2
1-6-95 KX DA 6 -CH,CH; -CH,Ph(2’-CF;) | CH; | CH; | CH; | 6143
1-6-96 KX DA 6 -CH,CH; -CH,Ph(2’-Cl) | CH3 | CH; | CH; | 580.3
1-6-97 34L 6 -CH; -CH; CH; | CH; | CH; | 4562
1-6-98 34L 6 -CH,CH; -CH,CH; CH; | CH; | CH; | 4843
1-6-99 34L 6 -CH; -CH,CH; CH; | CH; | CH; | 470.1
1-6-100 | 3 f 6 H 3 CH; | CH; | CHs | 609.3
N
1-6-101 | 3£ 6 H 4 CH; | CH; | CH; | 643.5
— N Cl
1-6-104 | 3 4L 6 =N N-CH CH; | CH; | CH; | 511.0
/\
1-6-105 | 3 4L 6 —N_ N-CHPh CH; | CH; | CH; | 587.3
/\

1-6-106 | 3 4L 6 —N_ N-CHPh(2-OCH;) CH; | CH; | CH3z | 6172

1-6-107 | 3fr 6 ) CH: | CH: | CH; | 496.1

1-6-108 | 3 4L 6 _NCO CH; | CH; | CH3 | 498.0

1-6-109 | 3 4r 6 —NC}CHcha CH: | CHs | CH; | 5243

1-6-110 | 3 4¢ 6 N y-omzpn CH; | CH: | CH; | 5864

1-6-111 | 3 4L 6 —N@ CH; | CH; | CH; | 4824

/\

1-6-112 | 3 4L 6 —N_ NH CH; | CH; | CH; | 4972
1-7-1 4 pr. 7 -CH; -CH,Ph H | CH; | CH; | 5323
1-7-2 4 fr 7 -CH; -CH,Ph(2’-OCH3) | H | CH; | CH;3 | 562.2
1-7-3 4 pr. 7 -CH,CH; -CH,Ph H | CH; | CH; | 5462
1-7-4 4 fr 7 -CH,CH; | -CH,Ph(2-OCH3) | H | CH; | CH; | 576.1
1-7-5 4 L 7 -CH; -CH,Ph CH; | CH; | CH; | 5462
1-7-6 4 fr 7 -CH; -CH,Ph(2’-OCH3) | CH; | CH; | CH3 | 576.2
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1-7-7 4 fr 7 -CH,CH; -CH,Ph CH; | CH; | CH3 | 560.2
1-7-8 4 4L 7 -CH,CH; | -CH,Ph(2’-OCH3) | CH; | CH3 | CH3 | 590.3
1-8-1 4 fr 8 -CH; -CH,Ph H | CH; | CH; | 5464
1-8-2 4 4L 8 -CH; -CH,Ph(2-OCH3) | H | CH; | CH3; | 5763
1-8-3 4 fr 8 -CH,CH; -CH,Ph H | CH; | CH; | 560.1
1-8-4 4 4L 8 -CH,CH; | -CH,Ph(2-OCH3;) | H | CH; | CH; | 590.2
1-8-5 4 fr 8 -CH; -CH,Ph CH; | CH; | CH3 | 560.3
1-8-6 4 4L 8 -CH; -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 5902
1-8-7 4 fr 8 -CH,CH3 -CH,Ph CH; | CH; | CH; | 574.3
1-8-8 4 4L 8 -CH,CH; | -CH,Ph(2’-OCH3) | CH; | CH; | CH; | 604.2
1-9-1 4 fr 4 -CH; -CH,Ph(2-OCH3) | H H | CH; | 5062
1-9-2 4 fr 4 -CH,CH; | -CH,Ph(2’-OCH3) | H |CH3 | H 520.4
1-9-3 4 fr 4 -CH; -CH,Ph H H | CH; | 476.0
1-9-4 4 fr 4 -CH,CH; -CH,Ph H [CH;| H 490.1
195 4 4L 6 -CH; -CH,Ph(2-OCH3) | H H | CH; | 5343
19-6 4 4L 6 -CH,CH; | -CH,Ph(2’-OCH3) | H |CH3 | H 548.2
1-9-7 4 fr 6 -CH; -CH,Ph H H | CH; | 5042
1-9-8 4 fr 6 -CH,CH; -CH,Ph H |[CH;| H 518.2

A Rt Ry Ry A — AN RIuk R, R BUREE “NRIR,”.
LB 2 Linker 7R (CHy)ms Ry Rs AR H NENISERIMEY (D HHEEE
TE RN 2.0 mmol AN 6,7-f7 FEHEM: — 28 SARB AR AL &4 (5). 30 ml
PIE. 7.0 mmol Jo/KEEERFA —RGiAAH (2) 7.0 mmol, FHEFIFHEEER Y 8.0~18.0
AN OOSEEREA TLC BRER: RNVESHR)E, BHudik, DEETYERIEDE IRRREZER
VER AL & TR S, AR RN AL (BRI SRR, BT R bR
G (6), W 89.0%98.6%: 4 LR IFESILEA G (6) RIET 30 ml LFFH, A
6.0 mmol AHLIZZEM Y (4), THRFIRHBFERNY 6.0~16.0 /M O MEEFEH TLC BRER:
RVEHS, RSN, RN 50 ml Z&HHE, KK 20 ml 5% R 8K %
VA 20 ml £ETKBER, BIUREIOKGRERM TGS IE, WEERER, RROEHE
Braifh, (BRI : S, ARAANIY 6,7-Rr bl — ok I SURY s e iR i &4 (1),
W 65.0%-92.6%; FFHTIHLAY 7% T 30 ml EALE S E N 10%-20%K) LB T, =R
PRIV 3.0~8.0 /Nt CRONVIEFEA TLC BRER), RNVEHRE, WIRZERRER, ey
AN 50 ml U, KK 20 ml S%EREREUVEN KRR 20 ml 2585 K BE%, AHUZETK
TREREN TR S I8, WURZERRES, BRAWEAZNTA (BERR: AiiiE- 208 2.55=30:1
VIV, RN M B R A A (D, WUR 43%-88%, Ak 45392 "H-NMR ., *C-NMR
N ESI-MS fiiE . SR _EIRIEEH A5 20 B A5kt .
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HO
HO
B ¥ L
wEW o ESI-MS
G5 | e om) R R: (+Q) mz
AL E
2-2-1 4 pr 2 -CH; -CH,Ph 434.1
2-2-2 4 fr 2 -CH; -CH,Ph(2’-OCH3) | 4642
2-2-3 4 fr 2 -CH; -CH,Ph(2’-OCF;) | 5182
2-2-4 4 fr 2 -CH; -CH,Ph(2’-CHz) | 4482
2-2-5 4 fr 2 -CH; -CH,Ph(2’-CF3) | 502.1
2-2-6 4 fr 2 -CH; -CH,Ph(2’-Cl) 468.1
2-2-7 4 pr 2 -CH,CH; -CH,Ph 448.2
2-2-8 4 fr 2 -CH,CH; | -CH,Ph(2’-OCH3) | 478.1
2-2-9 4 fr 2 -CH,CH; | -CH,Ph(2>-OCF3) | 532.1

2-2-10 | 44% 2 -CH,CH; | -CH,Ph(2’-CH3) | 462.3
2-2-11 | 441 2 -CH,CH; | -CH,Ph(2’-CF3) | 5162
2-2-12 | 44z 2 -CH,CH; -CH,Ph(2’-Cl) 482.2
2-2-13 | 44% 2 -CH; -CH; 358.1

2-2-14 | 44F 2 -CH,CH; -CH,CH3; 386.2

2-2-15 4 pr 2 -CH3 -CH,CH; 3722

2-2-16 | 44r 2 H Q@ 511.2

N
2-2-17 | 44% 2 H @ 545.2
SN cl
/\
2-2-20 4 pr 2 —N_ N-CHs 413.2
/\

2-2-21 4 pr 2 N N-CHoPh 489.2

2-2-22 4 fr 2 —N N-CH,Ph(2-OCHy) 519.2

2223 | 4fr | 2 — ) 398.1

2224 | 4fr | 2 e 400.2

2225 | 4fr 2 —N )-cmon, 4262

2226 | 4fL 2 —N )-omzpn 4882

2227 | 4fr | 2 | 384.1

/7 \

2-2-28 4 fr 2 —N_ NH 399.2
2-3-1 4 pr 3 -CH; -CH,Ph 448.0
2-3-2 4 fr 3 -CH; -CH,Ph(2’-OCH3) | 478.1
2-3-3 4 fr 3 -CH; -CH,Ph(2>-OCF3) | 532.1
2-34 4 fr 3 -CH; -CH,Ph(2’-CH3) | 462.2
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2-3-5 4 fr 3 -CH; -CH,Ph(2>-CF3) | 5162
2-3-6 4 fr 3 -CH; -CH,Ph(2’-Cl) 482.0
2-3-7 4 fir 3 -CH,CH; -CH,Ph 462.2
2-3-8 4 fr 3 -CH,CH; | -CH,Ph(2’-OCH3) | 492.1
2-39 4 fr 3 -CH,CH; | -CH,Ph(2>-OCF3) | 5462

2-3-10 | 44L 3 -CH,CH; | -CH,Ph(2’-CH;) | 476.1
2-3-11 | 4f¢ 3 -CH,CH; | -CH,Ph(2>-CFs) | 5302

2-3-12 | 44¢ 3 -CH,CH; -CH,Ph(2’-Cl) 496.3

2-3-13 | 44L 3 -CH; -CH; 372.0

2-3-14 | 441 3 -CH,CH; -CH,CH; 400.1

2-3-15 | 44L 3 -CH; -CH,CH; 386.2

2-3-16 | 44t 3 H a 525.1

N
2-3-17 | 4f% 3 H Q 559.3
SN cl
/\
2-3-20 4 pr 3 —N_ N-CHy 427.1
/~\
2-321 4 fr 3 —N_ N-CHPh 503.2
/\

2-3-22 4 ff 3 N N-CH:Ph(2-OCH;) 533.0

2323 | 4fr | 3 — ) 4122

2324 | 44¢ 3 —NCO 414.1

2-3-25 4 pr 3 —N CH;CHy 440.2

2326 | 42 | 3 N )-omzpn 502.1

2327 | 4Rt | 3 | 3982

/\

2-3-28 4 pr 3 —N_ NH 413.0
2-4-1 4 fir 4 -CH; -CH,Ph 462.1
2-4-2 4 fr 4 -CH; -CH,Ph(2’-OCH3) | 492.0
2-4-3 4 fr 4 -CH; -CH,Ph(2>-OCF3) | 5463
2-4-4 4 fr 4 -CH; -CH,Ph(2’-CH3) | 476.2
2-4-5 4 fr 4 -CH; -CH,Ph(2’-CF3) | 530.1
2-4-6 4 fr 4 -CH; -CH,Ph(2’-Cl) 496.2
2-4-7 4 pr 4 -CH,CH; -CH;Ph 476.0
2-4-8 4 fr 4 -CH,CH; | -CH,Ph(2’-OCH3) | 506.1
2-4-9 4 fr 4 -CH,CH; | -CH,Ph(2’-OCF3) | 560.3

2410 | 44L 4 -CH,CH; | -CH,Ph(2’-CH3) | 490.2
2-4-11 | 4fr 4 -CH,CH; | -CH,Ph(2>-CF3) | 5442

2-4-12 | 44fr 4 -CH,CH; -CH,Ph(2’-Cl) 510.1

2-4-13 | 44r 4 -CH; -CH; 386.0
24-14 | 4fr 4 -CH,CH; -CH,CH;3 414.2

2-4-15 4 pr 4 -CH3 -CH,CH; 400.1
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2-4-16 | 44 4 H a 539.2
N
2417 | 44 4 H @ 573.1
SN Cl

N

2418 | 4fr 4 614.3
HO' ‘ o] OMe
/~\

2420 | 4% 4 —N_ N-CHs 441.2

/~\
2.4-21 4 ff 4 —N_ N-CHoPh 517.0
2-4-22 4 ff 4 —N  N-CH,Ph(2-OCHy) 547.2
2423 | 4Bt | 4 — ) 426.1
2424 | 442 4 —NCO 428.1
2425 | 4fc | 4 —N )-omon, 4543
2-4-26 | 44r 4 —N CH,Ph 516.2
2427 | 44 4 —N 412.1

/\
2-4-28 4 fr 4 N NH 427.2
2-429 | 34HL 4 -CH; -CH,Ph 462.0
2430 | 34 4 -CH; -CH,Ph(2’-OCH3) | 492.1
2431 | 3fL 4 -CH; -CH,Ph(2’-OCF3) | 546.2
2432 | 34¢ 4 -CH; -CH,Ph(2’-CH3) | 476.1
2433 | 34L 4 -CH; -CH,Ph(2>-CF3) | 5302
2-4-34 | 3L 4 -CH; -CH,Ph(2’-Cl) 496.2
2435 | 34F 4 -CH,CH; -CH,Ph 476.2
2436 | 34 4 -CH,CH; | -CH,Ph(2’-OCH3) | 506.3
2437 | 34 4 -CH,CH; | -CH,Ph(2’-OCF3) | 560.0
2438 | 34L 4 -CH,CH; | -CH,Ph(2’-CH3) | 490.1
2439 | 34 4 -CH,CH; | -CH;Ph(2’-CF3) 544.2
2-4-40 | 34L 4 -CH,CH; -CH,Ph(2’-Cl) 510.2
2-4-41 KX DA 4 -CH; -CH; 386.3
2-4-42 | 34F 4 -CH,CH; -CH,CH3; 414.1
2-443 | 34 4 -CH; -CH,CH3; 400.2
2-4-44 | 3fr 4 H Q 539.0
N
2-4-45 | 3 4L 4 H 3 573.0
SN Cl
/\

2448 | 34r 4 —N_ N-CHs 441.3

/~\
2-4-49 | 341 4 —N_ N-CHPh 517.1
2-4-50 3 4L 4 —N_ N-CH,Ph(2-OCHy) 547.0
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2451 | 34 4 — ) 4262

2452 | 34 4 —NCO 4282

2-4-53 34L 4 —NC}CHZCHa 454.2

2-4-54 34L 4 —NC}CHZPh 516.1

2455 | 3fr 4 | 4123

/\

2-4-56 34L 4 —N_ NH 427.1
2-6-1 4 pr 6 -CH; -CH,Ph 490.2
2-6-2 4 fr 6 -CH; -CH,Ph(2’-OCH3) | 520.0
2-6-3 4 fr 6 -CH; -CH,Ph(2>-OCF3) | 5743
2-6-4 4 fr 6 -CH; -CH,Ph(2>-CH3) | 504.2
2-6-5 4 fr 6 -CH; -CH,Ph(2’-CF3) | 558.1
2-6-6 4 fr 6 -CH; -CH,Ph(2’-Cl) 524.1
2-6-7 4 fir 6 -CH,CH; -CH,Ph 504.2
2-6-8 4 fr 6 -CH,CH; | -CH,Ph(2’-OCH3) | 534.1
2-6-9 4 fr 6 -CH,CH; | -CH,Ph(2>-OCF3) | 588.2

2-6-10 | 4 4L 6 -CH,CH; | -CH,Ph(2’-CH;) | 5182
2-6-11 | 4f¢ 6 -CH,CH; | -CH,Ph2’-CF3) | 572.1

2-6-12 | 44r 6 -CH,CH; -CH,Ph(2’-Cl) 538.2

2-6-13 | 44¢ 6 -CH; -CH; 414.2

2-6-14 | 44¢ 6 -CH,CH; -CH,CH; 442.1

2-6-15 | 44¢ 6 -CH; -CH,CH; 428.1

2-6-16 | 44 6 H Qa 567.1

N
2-6-17 | 44% 6 H a 601.2
SN Cl
N
2618 | 44r 6 642.2
HO' ‘ o] OMe
/~\
2-6-20 4 fr 6 —N_ N-CHs 469.0
/~ \
2-6-21 4 fr. 6 —N_ N-CHoPh 545.3
/~\ '

2-6-22 4 fr 6 N N-CH;Ph(2-OCH;) 575.2

2623 | 4fir 6 — ) 454.1

2624 | 4fr 6 e 456.2

2-6-25 4 fr 6 —N CH,CHs 482.1

2626 | 4fir 6 N )-omzpn 5443

2-6-27 | 4fL 6 —N(] 440.2

/\
2-6-28 4 fr 6 N NH 455.2
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2-629 | 34HL 6 -CH; -CH,Ph 490.3
2-630 | 34L 6 -CH; -CH,Ph(2’-OCH3;) | 520.2
2-631 | 34r 6 -CH; -CH,Ph(2’-OCF3) | 5742
2-6-32 | 34L 6 -CH; -CH,Ph(2’-CH3) 504.2
2-6-33 | 34L 6 -CH; -CH,Ph(2>-CF3) | 5583
2-634 | 34r 6 -CH; -CH,Ph(2’-Cl) 5242
2-635 | 34L 6 -CH,CH; -CH,Ph 504.4
2-636 | 34HL 6 -CH,CH; | -CH,Ph(2’-OCH;) | 534.2
2-6-37 | 34L 6 -CH,CH; | -CH,Ph(2’-OCF3) | 588.0
2-638 | 34L 6 -CH,CH; | -CH,Ph(2’-CH3) 518.2
2-639 | 34L 6 -CH,CH; | -CH,Ph(2’-CF3) 572.2
2-6-40 | 3 4L 6 -CH,CH; -CH,Ph(2’-Cl) 538.1
2-6-41 KX DA 6 -CH; -CH; 414.3
2-6-42 | 3 4L 6 -CH,CH; -CH,CH; 442.2
2-643 | 34 6 -CH; -CH,CH; 428.1
2-6-44 | 34 6 H & 567.4

N
2-645 | 34 6 H a 601.5
Sy cl
/\
2-648 | 3fr 6 —N_ N-cH, 469.2
/\
2-649 | 34 6 —N_ N-CHPh 545.3
/\

2-6-50 KX DA 6 —N_ N-CH:Ph(2-0CH;) 575.2

2651 | 3fir 6 —NC> 454.3

2652 | 3K | 6 e 456.1

2-6-53 3 4L 6 —N CHZCHs 482.3

2-6-54 | 3 4L 6 —NC}CHzph 544.2

2-6-55 | 34L 6 —N(] 440.1

/7 \

2-6-56 | 34HL 6 —N_ NH 455.3
2-7-1 4 fir 7 -CH; -CH,Ph 504.4
2-7-2 4 fr 7 -CH; -CH,Ph(2’-OCH3) | 5342
2-7-3 ¥ A 7 -CH,CH; -CH,Ph 518.3
2-7-4 4 fr 7 -CH,CH; | -CH,Ph(2’-OCH3) | 548.2
2-8-1 4 fir 8 -CH; -CH,Ph 518.3
2-8-2 4 fr 8 -CH; -CH,Ph(2’-OCH3) | 5482
2-8-3 ¥ A 8 -CH,CH; -CH,Ph 532.2
2-8-4 4 fr 8 -CH,CH; | -CH,Ph(2’-OCH3) | 562.2

e RH R ARy ] — AN BTk,

SEHERI 3

LB “NRIRy”.
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R1

2

—O—Linker—N

\

L U N ——
&l

TE RN 2.0 mmol AHM K s EHIRA &) (1), 30 ml ZJF. 3.0 mmol JE/KHk BRH
H12.5 mmol 1-EBUR-4-FUEIRE (1), JHRIENAMHPE RN 6.0~16.0 /MY (MR TLC
BRER): RNEEH)G, EHudiE, DR OREPRGRIEYE, IR ZERER, R EATENTal
W (PR : A lE- 288 2 l5=30:1 viv), AN M IR R E (D, ek
50.0%-82.0%, HALZEERZ 'TH-NMR, PC-NMR Hl ESI-MS #ilf . K] i@ ik H] & 15 3
I H AR AR R

A B¥* k
%:%% B m Rs R; Ry Rs (ESQI; l\n/:/SZ
AL E
5-1-1 4 fr 1 -CH,Ph H |CH; | CH; | 502.1
5-1-2 4 4L 1 | -CH,Ph(2-OCH;) | H | CH; | CH; | 5322
5-1-3 4 fr 1 | -CH,Ph(4-OCH3) | H | CH; | CH; | 532.0
5-1-4 4 4L 1 | -CH,Ph(3-OCH;) | H | CH; | CH; | 5323
5-1-5 4 4L 1 | -CH,Ph(2’-OCF3) | H | CH; | CH; | 586.2
5-1-6 4 fr 1 | -CH,Ph(3>-OCF;) | H | CH; | CH; | 586.3
5-1-7 4 4L 1 -CH,Ph(2’-CHs) H |CH; | CH; | 516.1
5-1-8 4 L 1 -CH,Ph(4’-CH5y) H |CH; | CH; | 5162
5-1-9 4 4L 1 -CH,Ph(2’-CF3) H |CH; | CH; | 5702
5-1-10 | 447 1 -CH,Ph(3’-CF3) H |CH; | CH; | 5702
5-1-11 4 4L 1 -CH; H |CH; | CH; | 4262
5-1-12 4 fr 1 -CH,CH; H | CH; | CH; | 440.1
5-1-13 4 fr 1 -CH,Ph CH; | CH; | CH; | 5162
5-1-14 | 441 1 | -CH,Ph(2’-OCH;) | CH; | CH; | CH; | 546.1
5-1-15 | 441 1 | -CH,Ph(4>-OCH;) | CH; | CH; | CH; | 546.3
5-1-16 | 441 1 | -CH,Ph(3’-OCH3) | CH; | CH; | CH; | 546.0
5-1-17 | 441 1 | -CH,Ph(2’-OCF;) | CH; | CH; | CH; | 600.2
5-1-18 | 441 1 | -CH,Ph(3’-OCF;) | CH; | CH; | CH; | 600.4
5-1-19 | 441 1 -CH,Ph(2’-CH3) | CH; | CH; | CH3 | 530.0
5-1-20 | 441 1 -CH,Ph(4-CH3) | CH; | CH; | CH3 | 53022
5-1-21 4 4L 1 -CH,Ph(2’-CF3) | CH; | CH; | CH3 | 584.1
5-1-22 4 4L 1 -CH,Ph(3’-CF3) | CH; | CH3 | CH3 | 5843
5-1-23 4 fr 1 -CH; CH; | CH; | CH; | 4404
5-1-24 4 fr 1 -CH,CH; CH; | CH; | CH; | 4542
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5-2-1 4 fr 2 -CH,Ph H | CH; | CH; | 5162
5-2-2 4 4L 2 | -CH,Ph(2-OCH3) | H | CH; | CH; | 5463
5-2-3 4 fir 2 | -CH,Ph(4-OCH3;) | H | CH; | CH; | 5462
5-2-4 4 4L 2 | -CH,Ph(3-OCH3) | H | CH; | CH3 | 546.0
5-2-5 4 fr 2 | -CH,Ph(2’>-OCF3) | H | CH; | CH3 | 600.3
5-2-6 4 fr 2 | -CH,Ph(3>-OCF3) | H | CH; | CH3 | 600.2
5-2-7 4 fir 2 -CH,Ph(2’-CH;) | H | CH; | CH; | 5302
5-2-8 4 fr 2 -CH,Ph(4-CH;) H | CH; | CH; | 530.1
5-2-9 4 L 2 -CH,Ph(2’-CF3) H |CH; | CH; | 5842

52-10 | 441 2 -CH,Ph(3’-CF3) H | CH; | CH; | 584.1
5-2-11 4 4L 2 -CH; H | CH; | CH; | 4402
5-2-12 4 fr 2 -CH,CH; H | CH; | CH; | 4542
5-2-13 4 fr 2 -CH,Ph CH; | CH; | CH; | 530.0
5-2-14 | 441 2 | -CH,Ph(2’-OCH3) | CH; | CH; | CH; | 560.1
52-15 | 441 2 | -CH,Ph(4-OCH3) | CH; | CH3 | CH3 | 560.3
52-16 | 4fr 2 | -CH,Ph(3>-OCH3) | CH; | CH; | CH3 | 560.4
52-17 | 441 2 | -CH,Ph(2’-OCF3) | CH; | CH; | CH; | 6142
52-18 | 441 2 | -CH,Ph(3’-OCF3) | CH; | CH; | CH; | 6142
52-19 | 441 2 -CH,Ph(2’-CH3) | CH; | CH; | CH; | 544.0
5220 | 441 2 -CH,Ph(4’-CH3;) | CH; | CH; | CH; | 544.1
5221 | 441 2 -CH,Ph(2’-CF;) | CH3; | CH; | CH; | 598.4
5222 | 441 2 -CH,Ph(3’-CF3) | CH3; | CH; | CH; | 5982
5-2-23 4 fr 2 -CH; CH; | CH; | CH; | 4543
5-2-24 4 fr 2 -CH,CH; CH; | CH; | CH; | 468.1
5-3-1 4 fr 3 -CH,Ph H | CH; | CH: | 5303
5-3-2 4 4L 3 | -CH,Ph(2-OCH3) | H | CH3; | CH; | 560.2
5-3-3 4 L 3 |-CH,Ph(4-OCH3) | H | CH; | CH3; | 560.2
5-3-4 4 fr 3 | -CH,Ph(3-OCH3) | H | CH; | CH: | 5602
5-3-5 4 fr 3 | -CH,Ph(2-OCF3) | H | CH; | CH; | 614.1
5-3-6 4 fr 3 | -CH,Ph(3’-OCF:;) | H | CH; | CH; | 614.0
5-3-7 4 fr 3 -CH,Ph(2’-CHs) | H | CH; | CH; | 5443
5-3-8 4 fr 3 -CH,Ph(4>-CHs) | H | CH:; | CH; | 5442
5-3-9 4 L 3 -CH,Ph(2’-CF3) H | CH; | CH:; | 598.1
5-3-10 | 447 3 -CH,Ph(3’-CF3) H | CH: | CHs | 598.1
5-3-11 4 fr 3 -CH; H | CH; | CH:; | 4540
5312 | 441 3 -CH,CH; H |CH; | CH; | 4682
5-3-13 4 fr 3 -CH,Ph CH; | CH; | CH3 | 5442
53-14 | 441 3 | -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 5742
5315 | 441 3 | -CH,Ph(4-OCH3) | CH; | CH; | CH3 | 5742
5316 | 4fr 3 | -CH,Ph(3-OCH3) | CH; | CH; | CH3 | 5744
5317 | 441 3 | -CH,Ph(2>-OCF;) | CH; | CH; | CH; | 628.2
5318 | 441 3 | -CH,Ph(3’-OCF3) | CH; | CH; | CH; | 62823
5319 | 441 3 -CH,Ph(2’-CH3;) | CH; | CH; | CH; | 558.1
5320 | 441 3 -CH,Ph(4’-CH3;) | CH; | CH; | CH; | 558.1
5321 | 441 3 -CH,Ph(2’-CF;) | CH; | CH; | CH3 | 6122
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5322 | 441 3 -CH,Ph(3>-CF;) | CH; | CH3; | CH3 | 6123
5-3-23 4 L 3 -CH; CH; | CH; | CH; | 4682
5-3-24 4 fr 3 -CH,CH; CH; | CH; | CH; | 482.1
5-3-25 KX VA 3 -CH,Ph H | CH; | CH; | 5302
5326 | 3fr 3 | -CH,Ph(2-OCH3) | H | CH; | CH3 | 560.1
5-3-27 KX VA 3 |-CH,Ph(4-OCH;) | H | CH; | CH3 | 560.3
5-3-28 KX VA 3 |-CH,Ph(3’-OCH;) | H | CH; | CH3 | 560.2
5329 | 341 3 | -CH,Ph(2-OCF3;) | H | CH; | CH; | 6142
5330 | 341 3 | -CH,Ph(3-OCF3;) | H | CH; | CH; | 6143
5-3-31 KX VA 3 -CH,Ph(2’-CHs) H |CH; | CH; | 544.1
5-3-32 KX VA 3 -CH,Ph(4-CH;) H | CH; | CH; | 5443
5333 | 341 3 -CH,Ph(2’-CF3) H |CH; | CH; | 5983
5334 | 341 3 -CH,Ph(3’-CF3) H |CH; | CH; | 5982
5335 | 3ff 3 -CH; H |CH; | CH; | 4542
5336 | 3fr 3 -CH,CH; H |CH; | CH; | 4683
5337 | 3fL 3 -CH,Ph CH; | CH; | CH; | 544.1
5338 | 3fI 3 | -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 5743
5339 | 341 3 | -CH,Ph(4-OCH3) | CH; | CH; | CH3 | 574.1
5340 | 3fr 3 | -CH,Ph(3-OCH3) | CH; | CH; | CH3 | 5742
5-3-41 341 3 | -CH,Ph(2-OCF3) | CH; | CH; | CH; | 62823
5-3-42 KX VA 3 | -CH;Ph(3’-OCF;) | CH; | CH; | CH3 | 6282
5343 | 3fr 3 -CH,Ph(2’-CH3) | CH; | CH; | CH3 | 5582
5-3-44 | 34L 3 -CH,Ph(4-CH3) | CH; | CH; | CH3 | 558.0
5345 | 3fr 3 -CH,Ph(2’-CF3) | CH; | CH3; | CH3 | 6122
5-3-46 | 341 3 -CH,Ph(3’-CF;) | CH; | CH; | CH3 | 61222
5-3-47 KX VA 3 -CH; CH; | CH; | CH; | 4683
5-3-48 KX VA 3 -CH,CH; CH; | CH; | CH; | 4822
5-4-1 4 fr 4 -CH,Ph H |CH; | CH; | 5442
5-4-2 4 4L 4 | -CH,Ph(2-OCH3) | H | CH; | CH; | 574.1
5-4-3 4 4L 4 | -CH,Ph(4-OCH3) | H | CH; | CH; | 5742
5-4-4 4 4L 4 | -CHPh(3-OCH3) | H | CH; | CH3 | 5743
5-4-5 4 fr 4 | -CH,Ph(2’-OCF:;) | H | CH; | CH: | 6282
5-4-6 4 fr 4 | -CHPh(3>-OCF3) | H | CH:; | CH3 | 62823
5-4-7 4 4L 4 -CH,Ph(2’-CHs) H |CH; | CH; | 5582
5-4-8 4 4L 4 -CH,Ph(4’-CHs) H |CH; | CH; | 5582
5-4-9 4 fr 4 -CH,Ph(2’-CF3) H |CH; | CH: | 6123
54-10 | 441 4 -CH,Ph(3’-CF3) H |CH; | CH; | 6121
5-4-11 4 fr 4 -CH; H | CH; | CH; | 4682
5-4-12 4 fr 4 -CH,CH; H | CH; | CH; | 4820
5-4-13 4 fr 4 -CH,Ph CH; | CH; | CH; | 5583
5-4-14 | 441 4 | -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 588.0
5-4-15 | 441 4 | -CH,Ph(4>-OCH3) | CH; | CH; | CH; | 5882
5-4-16 | 44L 4 | -CH,Ph(3>-OCH3) | CH; | CH; | CH; | 588.1
5-4-17 | 441 4 | -CH,Ph(2’-OCF3) | CH; | CH; | CH; | 6422
5-4-18 | 441 4 | -CH,Ph(3’-OCF3) | CH; | CH; | CH3 | 642.0
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54-19 | 441 4 -CH,Ph(2’-CH3;) | CH; | CH; | CH3 | 5722
5420 | 441 4 -CH,Ph(4-CH3) | CH; | CH; | CH3 | 5720
5-4-21 4 4L 4 -CH,Ph(2-CF3) | CH; | CH3 | CH3 | 626.3
5-4-22 4 4L 4 -CH,Ph(3’-CF;) | CH; | CH; | CH3 | 626.1
5-4-23 4 fr 4 -CH; CH; | CH; | CH; | 4822
5-4-24 4 fr 4 -CH,CH; CH; | CH; | CH; | 496.2
5-4-25 KX DA 4 -CH,Ph H | CH; | CH; | 5443
5-4-26 | 34r 4 | -CH,Ph(2-OCH3) | H | CH; | CH; | 5742
5-4-27 | 341 4 | -CH,Ph(4-OCH3) | H | CH; | CH3 | 5743
54-28 | 341 4 | -CH,Ph(3-OCH3) | H | CH; | CH; | 5742
5429 | 341 4 | -CH,Ph(2-OCF3;) | H | CH; | CH; | 6282
5-4-30 KX VA 4 | -CH,Ph(3>-OCF3;) | H | CH; | CH3 | 62823
5-4-31 KX DA 4 -CH,Ph(2’-CHs) H | CH; | CH; | 5583
5-4-32 KX DA 4 -CH,Ph(4-CH>) H |CH; | CH; | 5584
5433 | 3fL 4 -CH,Ph(2’-CF3) H |CH; | CH; | 6122
5-4-34 KX VA 4 -CH,Ph(3’-CF3) H | CH; | CH; | 6123
5-4-35 KX DA 4 -CH; H | CH; | CH; | 4683
5-4-36 KX DA 4 -CH,CH; H | CH; | CH; | 4822
5-4-37 KX DA 4 -CH,Ph CH; | CH; | CH3 | 558.2
5438 | 3fI 4 | -CH,Ph(2-OCH3) | CH; | CH; | CH; | 5882
5439 | 3fI 4 | -CH,Ph(4-OCH3) | CH; | CH; | CH3 | 588.0
5-4-40 | 341 4 | -CH,Ph(3-OCH3) | CH; | CH; | CH3 | 5883
5-4-41 34L 4 | -CH,Ph(2-OCF3) | CH; | CH; | CH3 | 6423
5-4-42 KX DA 4 | -CH,Ph(3>-OCF:) | CH; | CH; | CH3 | 642.1
5-4-43 KX DA 4 -CH,Ph(2’-CH3) | CH; | CH; | CH3 | 5723
5-4-44 | 34L 4 -CH,Ph(4-CH3) | CH; | CH; | CH3 | 5722
5-4-45 | 341 4 -CH,Ph(2’-CF3) | CH; | CH3 | CH3 | 6262
5-4-46 | 3 4L 4 -CH,Ph(3’-CF3) | CH; | CH3 | CH3 | 626.3
5-4-47 KX DA 4 -CH; CH; | CH; | CH; | 4822
5-4-48 KX DA 4 -CH,CH; CH; | CH; | CHs | 496.3
5-5-1 4 fr 5 -CH,Ph H | CH; | CH: | 5583
5-5-2 4 4L 5 | -CH,Ph(2-OCH3) | H | CH; | CHs | 588.3
5-5-3 4 fr 5 -CH;Ph CH; | CH; | CH3 | 5722
5-5-4 4 4L 5 | -CH,Ph(2-OCH3) | CH; | CH; | CH; | 602.1
5-6-1 4 fr 6 -CH,Ph H |CH; | CH: | 5723
5-6-2 4 fr 6 | -CH,Ph(2>-OCH3;) | H | CH3 | CH; | 6022
5-6-3 4 fr 6 -CH,Ph CH; | CH; | CH; | 5863
5-6-4 4 fr 6 | -CH,Ph(2-OCH3) | CH; | CH; | CH3 | 6163
SEHEH] 4
Ry
—O—Linker—N

\

R, %ﬁ_o‘(HQC’m@N‘RG, R, Rs FINZR H MERSERIL A (D
Byl 2

28



WO 2014/111004 PCT/CN2014/070561

TR N 2.0 mmol AR 6,77 F2 545 — 25 B AR W B R4k &4 (5D, 50 ml
LJE+ 3.0 mmol J/KBRERFHA 2.5 mmol 1-HUAR-4-SUE 2R E (11D, THEBIAHFER Y 5.0~
16.0 /NiF O EFEA TLC BRER): RNEWG, BHudE, D& ZMEuEskigit, RikmEE
IR, RARWERTEN AL (BB &5, BFANE 6,7-Rr 3 — K H LR ) 3
Wik B R A (12), % 70.0%-92.0%, F4HTA3LAH 12 % T 30 ml ZFRAT 10 ml 255
TOKHNREEHER A, FIRHFER RN 2.0~6.0 /MY ORSHEFER TLC BRED), RNEHE, W
FEZRBRVER, SRR IIA 80 ml —HHEE, MR 20 ml 5% BREIN /KRR 20 ml % 5
FRUEE:, APUZETKMBRN TG, BRI, R Ziait (JE:
AR 1R L T8=30:1 viv), SAHR TR A G (D, W% 68.5%-90.5%, HALE
£iR¥I4 "THANMR. “C-NMR H1 ESI-MS HilE. KA L@ vk bl 5 280 B gt T -

OH O
HO
HO
O
wEY ESI-MS
&5 (+Q) m/z
6-1-1 4 pr 1 -CH,Ph 496.1
6-1-2 4 fr 1 | -CH,Ph(2’-OCH3) | 526.2
6-1-3 4 fir 1 | -CH,Ph(4>-OCH3) | 526.1
6-1-4 4 fr 1 | -CH,Ph(3’-OCH3) | 526.1
6-1-5 4 fr 1 | -CH,Ph(2’-OCF3) | 5582
6-1-6 4 fr 1 | -CH,Ph(3’-OCF3) | 558.1
6-1-7 4 fr 1 -CH,Ph(2’-CH3) | 488.2
6-1-8 4 fr 1 -CH,Ph(4’-CH3) | 488.1
6-1-9 4 fr 1 -CH,Ph(2’-CF3) | 5422
6-1-10 | 441 1 -CH,Ph(3’-CF3) | 5422
6-1-11 | 4fr 1 -CH; 398.2
6-1-12 | 4fr 1 -CH,CH; 412.2
6-2-1 4 pr 2 -CH,Ph 488.2
6-2-2 4 fr 2 | -CH,Ph(2’-OCH3) | 5182
6-2-3 4 fir 2 | -CH,Ph(#-OCH3) | 518.1
6-2-4 4 fr 2 | -CH,Ph(3’-OCHz) | 5182
6-2-5 4 fr 2 | -CH,Ph(2’-OCF3) | 5722
6-2-6 4 fr 2 | -CH,Ph(3’-OCF3) | 572.0
6-2-7 4 fir 2 -CH,Ph(2’-CH3) 502.1
6-2-8 4 fr 2 -CH,Ph(4>-CH3) | 502.3
6-2-9 4 fr 2 -CH,Ph(2>-CF3) | 556.3
6-2-10 | 441 2 -CH,Ph(3>-CF3) | 5562
6-2-11 | 4fr 2 -CH; 412.2
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6-2-12 | 4fr 2 -CH,CH; 426.2
6-3-1 4 pr 3 -CH,Ph 502.2
6-3-2 4 fr 3 | -CH,Ph(2’-OCH3) | 532.3
6-3-3 4 fr 3 | -CH,Ph(4’-OCHz) | 5322
6-3-4 4 fir 3 | -CH,Ph(3>-OCH3) | 532.1
6-3-5 4 fr 3 | -CH,Ph(2’-OCF3) | 586.2
6-3-6 4 fr 3 | -CH,Ph(3’-OCF3) | 586.2
6-3-7 4 fir 3 -CH,Ph(2’-CH3) 516.3
6-3-8 4 fr 3 -CH,Ph(4>-CH3) | 516.2
6-3-9 4 fr 3 -CH,Ph(2>-CF3) | 5702
6-3-10 | 447 3 -CH,Ph(3>-CF3) | 570.3
6-3-11 | 4fr 3 -CH; 426.2
6-3-12 | 4fr 3 -CH,CH; 440.2
6325 | 3fL 3 -CH,Ph 502.1
6-3-26 | 3f¢ 3 | -CH,Ph(2’-OCH3;) | 5322
6327 | 34L 3 | -CH,Ph(4-OCH3;) | 532.1
6-3-28 | 34L 3 | -CH,Ph(3’-OCHz) | 5322
6329 | 34L 3 | -CH,Ph(2’-OCF3) | 586.0
6-3-30 | 34L 3 | -CH,Ph(3’-OCFs) | 586.1
6-3-31 | 34f 3 -CH,Ph(2’-CH3) 516.2
6332 | 3fL 3 -CH,Ph(4’-CH3) 516.1
6333 | 34L 3 -CH,Ph(2>-CF3) | 570.3
6-3-34 | 34L 3 -CH,Ph(3>-CF3) | 570.1
6-335 | 3fr 3 -CH; 426.0
6-3-36 | 3fL 3 -CH,CH3; 440.1
6-4-1 4 pr 4 -CH;Ph 516.2
6-4-2 4 fr 4 | -CH,Ph(2’-OCH3) | 546.3
6-4-3 4 fir 4 | -CH,Ph(#-OCH3) | 546.2
6-4-4 4 fr 4 | -CH,Ph(3’-OCH3) | 546.3
6-4-5 4 fr 4 | -CH,Ph(2’-OCF3) | 600.1
6-4-6 4 hr 4 | -CH,Ph(3’-OCF3) | 600.3
6-4-7 4 fr 4 -CH,Ph(2>-CH3) | 530.3
6-4-8 4 fr 4 -CH,Ph(4>-CH3) | 530.2
6-4-9 4 fr 4 -CH,Ph(2>-CF3) | 584.3
6-4-10 | 441 4 -CH,Ph(3>-CF3) | 584.1
6-4-11 | 441 4 -CH; 440.2
6-4-12 | 441 4 -CH,CH; 454.3
6-4-25 KX DA 4 -CH,Ph 516.0
6-4-26 | 34L 4 | -CH,Ph(2’-OCH3) | 546.4
6-4-27 | 34L 4 | -CH,Ph(4-OCHz) | 5462
6-4-28 | 341 4 | -CH,Ph(3’-OCH3) | 546.1
6429 | 34L 4 | -CH,Ph(2’-OCF3) | 600.2
6-4-30 | 34L 4 | -CH,Ph(3’-OCF3) | 600.0
6-4-31 | 34L 4 -CH,Ph(2’-CH3) | 530.1
6-4-32 | 34L 4 -CH,Ph(4>-CH3) | 530.1
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6-4-33 | 34L 4 -CH,Ph(2’-CF3) | 584.2
6-4-34 | 34L 4 -CH,Ph(3>-CF3) | 584.2
6-4-35 | 3fL 4 -CH; 440.0
6-4-36 | 3 4L 4 -CH,CH; 454.2
6-5-1 4 pr 5 -CH,Ph 530.3
6-5-2 4 fr 5 | -CH,Ph(2’-OCH3) | 560.3
6-5-3 KX DA 5 -CH,Ph 530.2
6-5-4 342 5 | -CH,Ph(2’-OCH3) | 560.1
6-6-1 4 pr 6 -CH,Ph 544.3
6-6-2 4 fr 6 | -CH,Ph(2’-OCH3) | 574.4
6-6-3 KX DA 6 -CH,Ph 544.2
6-6-4 342 6 | -CH,Ph(2’-OCH3) | 574.5

LHER 5

ERGERMLEY (1) SRt &Es:

TE SR IMAAZ ] LR SEiti 6] 1-4 Fid3 2 s e 2R A &4 (1D 2.0 mmol IR 50
ml, FHHEEEEIN 6.0 mmol AR, FHEBIFAHE RN 20 7580, RNVEHRGAHI R
L, WURZERER, AR NI ES &, LUENT B EE, B AR AT (D
gk, HAK2EERIZ "THNMR 1 ESI-MS #ilE
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IS
1. — RS R A AL 2 27 BT sz 1) &, AR EAE T2 2 & W Ak 24 45 il =X
W (D Fis:
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Rs. Ry fll Rs % ABOTHER R Hy C~Cro bidE, B =TI, Ray Ry M Rs A LUAAIR], th ] A
ZNGE

Linker #7R(CHy)ms m 78 1-12;
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Bk, WS,
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BERE
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HLARIE-O-(CHy) NR R, EE_O_(HQC“@N_R%%% BRI 3 Rrak 4

R, % Ho HUL. 206 Ro b, 20k, 495, 2 MEILYIL, 2-— LI, 2-
FHELMSIE | 2-=HU A3, -8 W3, 1,23 4-PUE N mE-9-3%, 6-5(-1,2,3,4-POE N iE-9-5
S NI AL RINR, (R PUAUHISIE . WHAIL, DRWEIL, 4-ZILURNEIL, 4%
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