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N2, N4-X (3, 4- WL R\ AR ) -5-4- iuzxxi> =2, 4-WENE HEZ

N2, N4-X (3, 4- W LA IERE ) -5- (3 EasEE ) -2, 4- W — %,

N2, N4- XL (3, 4&]25:%&%%%)75*(4#%2&%)72, 4— WEWE i

N2, N4A-X (3— FR2RIE ) -5 A% -2, 4- WEmE —Ji%.

N2, N4- X (3— FHH ) -5-(3, 4- W TARFREFEERL ) -2, 4- WEIE —Jii,

N2, N4-A (3, 4- WL AR ) —6- R3E -2, 4— I %,

N2, N4-X (3- FARAL ) —6- KL -2, 4- Mg — %,

N2-(3— &I PA AL IR AL ) -N4- (3, 4- W&o SRR ) -5— @Ak -2, 4-mgng —

5- BRIE N4~ (3~ BRI ) N2 [4 [, 4 FE -3 BEME —2- 3L ) W FA4EE | 2K

-

B2, 4 WERE .

NA-(4- FE R FE W L8 T R T ) 56— A -N2-[3-(N- g 3% ) FRFE W FF E

il
it
P

FE -2, 4- WELE g

N4-(3— ZEFRIE L ) —5— -N2-[3-(N- FUZ3E ) BRIt A R OE -2, 4- meng

T

N4- (8- JR 0 4Rk —4- FFARAEAREE ) —5- gRAE -N2-[3- (N- Al ) Bl I FP At =

K2, 4-mEne .
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2,4- FE_RRIEEVYAERAIE

[0001] 1. #HRHIEERNZ LS5
[0002]  AHIH SRS EZEM 35 5 119 (e) 4cHIFHIIE T 20024 2 H 1 HZHiIERTS
60/353,333 ; HiE T 2002 4 2 [ 1 H 2 HiEZ)T 5 60/353,267 ; HIE T 2002 4F 7 ] 29
H2Z HiHZRF5 60/399,673 ; FIHIE T 2002 4F 12 7 17 HZ HiESRFT5 60/434,277 [K4)
1. o
[0003] 2. J<BH T JE 2 H A4 sk
[0004] AR BHEE RAK 2, 4- WERE T JRALEY, O ZEAGWZ BAHRY), F
[RI R I 2 AL G 2 A R T VRN AE RS Rl i Bt AP A A 254 B P R L A 18 7 1
[0005] 3. SGRETHEEA
[0006]  Fc Z/AMIZZHE, 140 IgE (Fc e RT) MRS 122144 ) / 8 1gG (Fe v RI) &5l
SARIEAAT AR RO AR 22 ANH) A A0 25 A 1 2 R TR HE 48 M TR ik 4 R G A1, 47
el L 2 i SR BE. BN, ZACECSECE 12880 (LR ) b Aok ik A s B i TR ) A
R (2R ) 28 i R0kt B NAE /R 2 AT BRI . Hith SEH A AR (R
R =65, B IR - 3546 R 1 (PAFS) ) K0 AR I, HiAE & 98 S v vp 35
EEN AT, EITHE Fo 2RI YA RSB UV BA N -A EL R 4T B s F— AL &L
[0007] 3 FACHE Fe 52 4R 40 Fe e RI & / B Fe ¥ RITEALII /M S 208L (£5) 8 KEdl
MEE MR, BB MNP S AR B REEE . mH, OFESATE Fee RI
Mo/ B Fo ¥ RIS KIS 55 S k15 DA M5 5 5 5 20 e o5 2 1R 76 e T 5k iAo
Syk i ( Z2 W, Valent 25 A, 2002, Intl.J.Hematol.75(4) : 257-362 F4E ) .
[0008]  4iZ %% 1T Fc e RI & Fe v RI SZ2AAAZBE B 2 /140 B 7R R 2 AR FH AR R
R, siAr s A O, BBz S DRI BN E S R/ (%) & aaE
WEEEN ., BT Syk EEEIE LA AR 2 RS S I (4% ) sk E M,
FTLLRERE PN Syk B 2 AL &Y e (bt 2R H A AR EE,

4. ZAE
[0009]  —J5, AKBERMEHIEIL 2, 4- WENE AL AW O BERERbIHE TR 30) H
BA R AD . SR ay s ERA TG L S HBPIZ 2, 4- e

:H§ “*Z’D” :
f\lN1
S

[0010]
HoN" 4 N2 NH,
3

[0011] ALK EWA C2 A (N2) BEEURIMIE W g i fl+ F 2 B 2 — a2 ik

FEMFE—PEAC: CLE (N1, CHATE M /B C6ATE . M7F N4 B, HUfCEE

JER gz, TE N2 HUREE, DLARTE S — 0B R BAREE, A — 4 2=
45
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JERATLES el flhn, HURE (58) PN SCEE. BB GRS, SORE. BEREEA Yk
I, - BRENFIEY - B A S I ORI ] 2 A IX AR B ) B 3 — AP
A, WEE PR IR TN S0 .

[0012] N2 K /B0 N4 BUARIETT BLEER: 2 HA M EIR+, Bt AT m] 8 R 1k 5 3451
BUR KT, P AMHIASANR . BRI PER]TZ Mhisels, FER ST RG] A T
BIBE 2y T-— 8800 5 5 — a0y 2 IR e R G . #lin, &R AEMERT (H1
W R e AR B (alkyleno)) , BV, W AR, WG . WRE. WK [1]
FoOWTE. W [ KE. W T [2]1KE. W T [1, 3] . M), #ifmiz
o aE (B, [1, 2] 4% (benzeno) . [2, 3] 253t (naphthaleno) A R4 ), fai Ak
R ek et EEHF (i, -O-. -S-. -S-O-. -NH-. —PH-. —C(O)-. —C(O)
NH-. -S(O)-+ -S(0),~+~ -S(O)NH-. -S(0O),NH-. -O-CH,~» -CH,~O-CH,-. -0-C
H = CH-CH,- &KWV ), FIREREZ LT3N (N, [3, 4] WRiEF. mhmeiF. By
I WREEF . WRMEI . MERERE . mbegee AR ) BSOS A s .

[0013] 7L N2. N4. C5 A / 8 C6 (W EMMACES, DL TEEREN, niiE—s8Z M
AR AR — 2P B, XA B M s |z e . 38 M B ] AR R
W RS, HBEEIERE . P - B RO AL . SCRE. HREERI AL . - BRE R
TR WAL R, BB . RAL AR, I, 2. BRI
e, TBE. AR HGEEEE. SR PEEE. B -V EEE. B - E IR
M M. ORALA . BRME. OREE (O ) . TER. BEE. SR, E (—Y. Y=
&) NG (R i) « SR (B 5 ) - msER R (B Aay)) o WasZE. Al
Fo HEEE. WK (sulfoxides) . REMERE. FPR. WilEI%Z. MWL . BEMEIZES. 5. W,
B, BB WhRZ. WK, HEK (formadines) « FZFEME . LWt FZFLHERNE. NS PIERZ.
PETY. A& PEDE # (gluconurides) « X, 4AMA. 4AFE. BA4atiliE. Ho. HHZIR. BAZRES
S5 FIXEEFLFH A . HARNE R BRI AT SRR, Wz E s
o

[0014]  ZE— V0B BARSIh, AR 2, 4- BBE Juib S AR PE g0 (D) 24k &

4@ M
RS
L{N J\N/u\N/LLRZ
H H

[0015]

[oo16]  HEH:Eh. KEW. BHEW N N- 844, Horp .

[0017] L' L* %% G Asr ik B — BB RERE R

[o018]  R® Rik H/TRE I — s A AH R SAS R HAR R® FEHUR 2 (C1-C6) kit (TR
M IR Z AT I A B R® SR, (C3-C8) kit HAT R M — ok 2 A I s A4S
A R® FEEUARZ SR Ak . R — 82 MH A s A A 9 R® EEAR 2 3-8 JUIR A4 bi i |
ERH gy — 8 MR AR i R® ZEEUC 2 (C5-C15) F53&. fTFRE iyl — a2 A A sk

R*”
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A R FEEAR 2 285 . T s — sk 2 A R A R R® SEEAR 2. 515 JeIR %Y
I

[o019] R* Rik H&. (TR —EZ MHRESAR K R® EERZ (C1-C6) fdt. 1T
BB D E R FE Y R® B2 (C3-C8) FRgedt . (Rl — s DA FE R
IR 1) R® FEHAR Z IR G . AT R Hb A — ok 2 M AH IR BAS A 1 R® FEH 2 3-8 JuIRZRdedit

LRI — s M FESA FT R® B R (C5-C15) 253k, [EREMHp— s £ M HE L
ANEF R FEEUAR 2 AR5 . AT gl — sk 2 MR A RN R® SEEAR .2 5-15 JCIR %Y
3

[0020] R®° RiEH R’ (TrtHipi—skZ M HEISA R R® L2 (C1-C6) fidk. T
B — sk 2 A AH R A [F] 1 R FEHUR 2 (CL-C4) #EkeEE (alkanyl) « TR B — k24
M FRIEEASF ) R® FEEUR . (C2-C4) HaFE AT & gl — ok 2 A R sAS R Y R® JREUR 2
(C2-C4) B 5

[0021] R°#% H P 57 % B A B H P FE. -OR'. -SRY. (C1-C3) = %t & FE.

(C1-C3) 4 e 4 k. -NRR°, #=. (C1-C3) ke JE. (C1-C3) 4= Kt
L. -CF,» -CH,CF,» -CF,CF;. -CN. -NC. -OCN. -SCN. -NO. -NO,. -N;. —S(
O)R*. -S(0),R*. -S(0),0R*. -S(O)NR‘R°; -S(0O),NRR,

[0022] -OS(O)R'. —-0S{(0),R'. —0S(0),0R'. -0OS(0)NRR.

[0023] -0OS(0),NRR°. —-C(0O)R'. —-C(0O)OR’. —C(O)NR'R’.

[0024] -C(NH)NRR’. —OC(O)R'., -SC(O)R’. -OC(0O)OR".

[0025] ~SC(O)OR'. ~OC(O)NRR’. ~SC (O)NR'R,

[0026] -OC(NH)NR‘R’. -SC (NH)NRR‘. —-[NHC (0)],R".

[0027] —-[NHC (0)],0R’. —[NHC (0) l.NRR* fl -[NHC (NH) ],NRR®. fFirihis—ukZ 4
MFESRAF I R® B2 (C5-C10) J73E. fTEHp — sk MR AN FE 1 R® ZEER
AKIE AT E Y — S MAHFE AR R IR 2 (C6-C16) kil TRHhgi—ok=
M AHFE AN R FEHUR 2 510 JLER % 05 FLFIAT = — ok 2 A AH R AN R 1 R ZEEX
R 6-16 JLIRAR T Bidik

[0028] R°FRIEHR'. R°. #—slEMHF AR R sk R® U Z R, #— sl Z N AHIA]
AN R 5k R® BUfC2 —OR*. -B(ORY),. -B(NR‘R%),. —-(CH,),—R’. —(CHR,),—R".

[0029] -0O-(CH,),-R’. -S-(CH,),~R’. -O-CHR‘R". -O-CR*(R"),. —-O-(CHR"
» R’ —O—(CH,) ,~CH[ (CH,) ,R"IR".

[0030] —S—-(CHR® _-R". -C(O)NH-(CH,) .-R".

[0031] -C(O)NH-(CHR" ,-R". -0-(CH,),-C(0O)NH-(CH,),—R". -S-(CH,),—C (O)
NH-(CH,) ,~R"~

[0032] -O-(CHR"),—-C(O)NH-(CHR") ,—R".

[0033] -S-(CHR",-C(0O)NH-(CHR"Y,-R". -NH-(CH,),-R".

[0034] -NH-(CHR" ,-R". -NH[(CH,),R"]. -N[(CH,).R"]

[0035] -NH-C(0)-NH-(CH,),~R’. -NH-C(0)-(CH,),~CHR’R" #lI

[0036] -NH-(CH,),—C (0)-NH-(CH,),-R";

m m

[0037] R*&BBEMILEESA. (C1-C6) fiFe. (C3-C8) MkiFe, MEF. (C4-Cl1) *f
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Bedtkedt. (C5-C10) 73k, ZRIL. (C6-Cl16) Jrkedk. AHIE. 2-6 Judvkids. 3-8 JG¥f
ZefeFE . kAL (morpholinyl) « WRMEZE (piperazinyl) « miWRMERFE . WREEFRE. 4-11 Joif 2%
FEFEfEdE . 510 JUH L5 LA 6-16 JuFR A 7 L gk

[0038] R H b —Fpahsrit B FAlZ2iE K3 : = 0. -ORY. (C1-C3) & Kt &
3. -OCF;. = S. -SRY. = NR‘. = NOR’. -NR‘R’. K. —CF,» -CN. -NC. -OCN
. “SCN. -NO. -NO,. = N,. -N,. -S(O)R'. -S(0),R’. -S(0),0R’. —S(O)NR'R,
[0039] -S(O),NRR°. -OS(0O)R". -0OS(0),R'. -0S(0),0R",

[0040] -OS(0),NR°R’. —-C(Q)R". -C(O)OR". —C(O)NRR‘.

[0041] —~C(NH)NR‘R’. —C (NR)NRR’. —C (NOH)R®.

[0042] ~C(NOH)NR‘R’. -OC(O)R’. -OC(0O)OR’. -OC(0O)NR°R°. -OC(NH)
NRR°. —OC (NR»)NR‘R°. —[NHC (0)],R".

[0043] —[NR*C(0)],R'. —-[NHC(0O)],OR'. —-[NR*C(0)],0OR".

[0044] ~[NHC (O)],NR°R°. —[NRC (O)],NR°R®.

[0045] —[NHC (NH)],NR°R® Fll -[NR*C (NR*) | NR°R® ;

[0046] R &AM N—FpfRIFEE R, B0, WB—kFEN, REZFAEEERZ B R F—
I 5 2 8- JuI At oAy, HWnEEMaRE k2 A HH s [ RS- A% 8 1
FE AR R — B2 AN A R B [H () R® 8136 2 R ZEEUAE

[0047]  R® &% BT Ky —PRP IR R

[0048] m B HM A | 23 28H; K

[0049] n & HIIL K 0 F 3 2 BHL,

[0050]  — 5 1H, AR 2, 4-wEng AL EMZ AT . ZZERTAE LT ER
AT, BT AN MR SITE AR B L s AR AT A T R AL B A TE K. TEAK
TR 2, —BEREA 2, 4- g RS ResE B S TAF R & F T (B Ze iy
KA TR AR B — LA R DL ) oy T AR e RS AT A e i, —
2R ok R N T AL R AR A T S R R P AR R R R 2 W b . BRI, AR
REH T 25 MR AR 2 R 3E, By “Hr3E” , ER— B EZ A 2, 4- WERE LG
Yz BRedts, A& FREm - EvETE 2, 4 wEnE Ry E . A2, 4-
WE A W 2 AT il BT R A R AT 1 B R RS (EASBR ST ) 2k (— 4
FZg ) FREEIE. MiZEE (WmESS ) . BAEE, RIS, M. LM S, s,
K. BRI, BEUE S TEROZE RS M e AL A I A T A TSR IR AT SR AE
VR . A RIXEETE, BAhsd s, "EESITARHKEZ . "EELT
AR B ET 25 2 7 A — R R R AT A 2 R R AR ((RANPR T ) B
itk FFEREE S . WSS, PRECIE. IR, PRI AR EAIE L. RS EAR KM
(R 245 P 7= 2R IS IR TR A R R 9] 1~ bl ((ECANBR ) Blsss, 4 S— A Efr 2k
Yy CHRRAE . AR, SIS, JEORELYARE ) . REECENREASS. WINES. TAIKEREE S
ACHZEE RG2S . AXFR e . nl B EEARKR I T2y 2 2= 3L T
HOr Z R R T RS (MEABR T ) TEEREESS . BERFIRRIRAESS . WAL & AR A R B BT AT
Yyrh 2 P AR RIER AT SR 2 R R AELEE (EAREREIT ) BESS (BEFEREEIEAE R, HIZIR
BTN ) v WERZ RN E (hydrazides) 25,
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[0051]  7E— Ui BRI b, AR IIROAT 25 0 IR 45720 (D 2 &4, H ROM
RY (LR AP 5L h T2

[oo52]  DIBAGFE BAHUZSFERE RGN D 2 2, 4-WEE —JLEP ) N2 A N4 Z S A
WL E YRR . R, BAEIZE A, KRR E S AR T, AR &AL
s R AR A (D 2 2, A- e . DIk, AR U R AR S R
ADIHTHT 25 A IRIL LA X AD 25 -

[0053]
RB
5
R = lN
2 1
RSN SN ONTR?
Lao L2

[0054] ALFEH:EL. KEW. BRIEY A N-E4y, H .
[0055] R*. R'. R°. R°. L'F0L*4msCpigmX QO X ; &
[0056]  R* I R™ 45 H A7 My fdr .
[0057] S — i, AKRHEEME P G0y, KOs —XEMMARHZALEW M/
AT 2R — PR R . WIS 2R, TRTE IR BORR T 51 2 K i MR Ot A B 22
A ik m e, AW mAES T 5 EHRSEEHRTEZIES T ARHESRA
FE T2 I
[0058] Y —JjTHI, AKRUHERMETTH TS MRAKRHZ 2, 4- BEng — k-G YRR 252 4
. Ae—HARSEE], YRR QD) 2 4- BEEg s .
[0059]

FRB

FqS
)@
LY NN

N N LG

Fl‘4c
[o060]  fUFEH:Eh. KEW. WHEW M N- 84y, HA RS R, RO AL W5G i 4544
A @ FrE X s LG B &, #lin, -S(0),Me. -SMe sk x4 (#l4a1, F. Cl. Br.
D ;5 FlR™ &SR
[0061]  fE5;— HARSZHEBIh, F R RIEL MR AV) 2 2- W a2k .

[0062]
RG
5
| 1
x> L
LG N)\lTl/ R2

R2c
loo63] HREH:EE. KEW. BWHEW M N-Fieyy, Hod R®. R R L' 156 AT 45
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£ O EX ; LG ABEE, W, Han, -S(0),Me. -SMe 83 (41 . F. Cl. Br.
D A1 R* ARSI,
[0064] 77 —BARSBIH, hRARIE S A (V) 2 4- GOk - 5 4- 325 -2 meug

fi& 2k
Re
Rska
R? \N/u\N/LLRz
|

[0065]
F;Zc

[ooe6]  UFEH:ER. KEW. WHIEW R N-Fi4el, i R, R°. RO AT L' W5G A5 44
A D e, RTBIEFESGELR R™ A o R,
[0067]  TE7—BARSCHEHI, hRARIE S (VD 2 N4- U2 figEme
[o068]
F%S
5
AN NH
2 X
R* "N N~ ~O
hdc
[0069]  HLIFEH:EL. KEW. WHRIEGW A N-Fy, HAp RS R, RO A L® WGRT 4544
(D FrsE R R A s R Pk .
[0070] Sy —JiMHl, AR BHERME—F G A K H 2 2, 1- BERE AL S W) R BT 245 11
Jiike A - HAKSZHEGIP, Z 5 AR AR IE 45 X (D 4- meng i s AP X
HR*N-L'-R* Z & W, Hop L' R® FI R™ QIsGAT 45 aQv) Are X, L= 4E—FiR e
gitg X (D 2z 2, 4- WEnE ol — PRI 4588 (D) 2 /gy,
(00711  TE5— BARSCHEWI b, 1ZriEERE LA IRIE &N (V) < 2- WEng i 5 —Fp X
R'-L°P-NHR™ Z R4 v, Hidr L RYANR™ WisGar &5 (0D froe S, LA A—FhiR iiE
i (D 22 2, 4 WEnE g s — AR IE A () Zii2s.
[0072]  fE7—HARSUERIH, VA ERME—RR IR S5 (V) 2 4- fadE -2 IEg %
(Hp RT AL ) H—t
[0073] R*-L°-NHR™ ZJi#x ¥, HrL?, R*AIR™ gL QD) e X, LLAsE—F
WEgEA O 2 2, A- g ZEs—PRIEZ M AD 2uigh. B8, 1- IEE -2- g
mE % A 5 R-LP-LG 2 AL &N, Hop R AT L anse i &5 M8 (D Aroe X, LG b &k
¥,
[0074] 5 —HARSEEH, kAR s — MR IE R (V) 2 4- B -2- mEng
W (RT NEFFE) P4 —RoRIE G MR AV) 2 2- BEBEHZA G0 b B { phmsme i b5 — fpid
ML R
[0075] £ —HARSCHiF b, s st — R IE SR (VD) 11 N4- B igmk
e DA AR — PRI g5 4 28 (UD 24— WENE R i b Jr iR A I W g i — P didi 244 i [ RV o
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[0076]  AXKBHZZ 2, 4-WERE JEALEW A R RE A (AR N W 158 T L iR &
/ BRPE AP LT IMERAN M ) (922 BORAE 2 ARl Bk, ES—7 7, A& Rt
A1 HRr ] e P A4 SR 40 i 1 2s R E R 2 7. 4 VIR B FEAE 2L 0O 4N il 5 A 3K
T A A A 2= Pk A I B AR I 2, 4-mEng T b STy, sHAT R
HIEh AKEW BEHEW N- B4 M/ S i, 2057000 S0 T30 AR 4 s 4
W, TYRYT 7778 Bh TR BB LA B 1 2 500 VE FH e e AT 5 | S B D 7
[0077] W AEAKZBTATEEAS  BRE], A=W E IR e 2, 4- BENE AL S FE
FBA BT e 3 i IgE( “Fee RI” ) M/ B IgG( “Fecy RI” ) W SEM ) Fe 2R AT
WG 2 A5 55 SR (5% ) RIEMATIN ZPORIEFHINEIRCR (2030 ) . 19, 2,
4 WEWE _JEALA R Fe e RI- #E4F Fe v RI- B2 Jokn /i B A Sl l. 4558,
2, 4-WEREAL A RT T DA K Lo AR T R I iZ Fe € RT A&/ 5% Fe v RISZ2 AR 4 fg 5 1 (g,
FERAHANPR G F e d i . HEOK . WEAR. W PE M ER A / SE P 20mERAN A ) 11 Fe %2
RAE 5 k.

[0078]  iZZE 7 VAN AR VR BAR DR HDHIENEAL 1Z (55) Fe 2G5 I 7= 26 ¥ T i
R, % NI RRERE (BANKRE] T ) Fe e RI- 884 & / 8 Fe v RI- /2 2 BORiAE H
g R RS K/ BRI PR N A =0 AT A AR s &/ BRI, VAR
AR RN Fe 248 (i BRI 2 g sl — ) (55 2540 i 570 S0 7 8l Fe
SARAE SRR I/ B IR S R WA E T AR MU R B AR H 2, 4- W
WaAL B ekar 2y, sRE 2210 KEW. BWHEY . N- S B/ S i
VT VR S TG RSN BRIE RN, VR IT VA B T VAT BIES LA Fe 324815 5 S Ny
fiE~ oS BAR G 50, 491 LWniZe 55t 23 U2 AR FH B el S0k 1R S PR AL 25 A R TR TR, A
HUBZR ORI / B AL/ SRR (BN A = IG SZ AR VIR 25 ) R / B4 ik
M 7= A2 22 9

[0079] Y — T, AR BPERMGIE &/ SR LAl TS 4 Fe 524K 1F 5 e (4
Fc ¢ RI &% / 5k Fe ¥ RI 15 5 20 B ) Wi i 2 AL 2= A R BRSO RFAE, AT 5| /2 ol AR 2% 2 9
e RSTEN LTI B EREIES AR . RSE TR SRR ORI BT R
IR AR 2, 4- g R A eNAT ), sRHTESZ R, KA. BRIEW.
N- 4 Je / SRl e 25 B s AR s AR . R il ig, 7B Le G RE gl f Fe e RI
g% Fe v RI 22 (5 5 RIS FECZ FAL F W i (AT 2 2R R 2531 ) 11
B/ BB 8. AR I Ly T AR 3 A A BH B 77 VAR T B -

[o080]  #ltm, FCAEK4NMFIRETRANMLT, Fce RI 8% Fe v RI {5 'S 2B AITH AL 4 4 ks
SRR P BORF N A/ SR A T UM RN TR A (dn, HER R s B
RILEANS) SR (e, 76 1-3 28N 220Gt ) B, iR sirE i / Bk
T UM RV AR (EARR ST ) SRR AN s (i, e BRI/ 8030
IR B, 249, X @gRss) Madsert vy RO iy Rl b
SRR g . R R S, RN, FENPERR R BB SHRE. BiIFRR . HEUK
i N B g 0 o

(00811 45 1l 2= Yk AV F I PR e A 1A 22 ST BB i R B 5 2 P HiAb A 24 4, Hoh 8%
MGG 1 (PAF) « RTFIHRZRFI A —4m 2 (B, LTCA IR / B-E e F 40 fig
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BEM L TNFa . IL-4. IL-5. IL-6. IL-13 250 & mApk. X oM —
MEZRIEA G KL 3-30 78R 4E s JEEERRTE L 5 R 30 7380 -7 /IR A,
KEe” GREYBC” AR A 2 A EARE R A/ BB T U Y 2 A TR IR
IRy LR, FITRSR Iz b A 28 R 98 P 0 o3 IR AL S A (A0 i PEOCTYT 28 98 T i e i
BES M MEEi R . wRERH . ORRMEM . M. SiE2E%), KM g (41
n, TR . MEME4Eib. WU . FARGEIR. Medifb. M w4, fmskim. TN
(reperfusion) Fi4HF)G CUUEZE ), Fl sicca BAESKIEMRRE. AT (WX L5000 AR I K &
A 7 36 97 TP o

[0082]  WHRHE A K W 1 77 5 VAT BRI < HLAh R 7 LRG0 A Bl &/ R BB K 4l i s
P R . ISR I P aRE (ARG T ) BBt foms, Lo s 19 4 s
L JUVATE 2, i JE 995 1870 G i UL A2 A B s R0 1 BH ZE VLI (COPD) i i 18 2 995 151 G 48 721
WadiEA A (2R ) .

[0083]  ARUCEHMY 2, A-WENE LAk G40 WA IS L PR IS Syk Il 1A 33 sl ). BRI,
CS— 5T, AR BB ELAR ) 0 Syk Sl ys PERY vk 27 VA A REE Syk
PEE LS Syk SR AN D A R R T S Syk BRBRVE M R AR B 2, - WERE T HE
W EaT 2y, sBRH A EZ . KRG WG N-E4u & / s ke,  fE
— AR ERI P, Syk A —PPBE B B A T Syk . E D — HARSERERI 4, Syk
U FRAN A () an AR N 40 e ol mE kA At ) SRR PN IR o BB 4H Syk PEH. 5 VAT
TSRS SE R, M VRYT 7 VR B A T ST LA Syk BRI TE MR AE . BT 9| i skAE
KIIIEIN »

[0084] T AR AKZBTATER L 2 BRI, IS A KB 2, 4- WEmE —Jath &) EEFEL
HI3H] Fe e RI A v 8RR B8 ARIE 2103040 1 Syk TSR 30 i 40 B g 22 50k 16 F A / 8K
Hu B R (S0, i, K2 . by 8EFEMN B A HARK Fe 326 (ffE
Fc YRI, FcyRII Fl Fca RID) FrdLiH . X FArE X ez ik, Ui 01555 S ILmE v
BRI T ARG o 25 52 IR IR 5 1 TR SR Tl o P i PR A9 T Syke SR I S Bt G 3R R
WAk, HTRREEILFEME S, AT 2, 4 WERE AL A AT SRV oA
HHIEA I v sERAERIRZ Fe RIS 540, 01 Fe e RI. Fey RI. Fey RIIL
Fca RT, LR iZ 2 40 f 1) S W 25 1Tk e AR G HY

[0085]  Syk Wil CANFEHARE S EE M., B, Syk BN B M52 4
(BCR) (55 WOV (Turner S8 N, 2000, 4H Bz (Immunology Today) 21 : 148-154)
Fe A A IERTh P A S S A2 (integrin) B (1), B (2) F1 B (3) HIFEA RS> (Mocsai
SN, 2002, ffiE 16 : 547-558) o UARSCHR TR 2, 4- BERE 4G50 N Syk i
AT RADHIFIS A AT AT R SRR ELRR AR A B E S gk, Hob Syk fril e
4l Fe 321K, BCR A ARG S I, UL LIZSL R E SRS B 2 AN, A
T N 2 R 0 S SRR AR CERAD ) R R AN SR AU S2 R E S RN 2, nizeE 2
B . wlLL 2, A— WEILE AL AR T S 1 AR B A M SR 4 48 T R I R B 1)
. ARG P A s URiE R . At A AIERE . FWAER (fFlan. fEEr
b ). BEEFmiE (Flan. BEK. WEAR. P PEAmER. RS AT mERA B 41 ) . s
MRAEEERI AN M et (B, F B differh ).
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[oos6]  [Kltt, F— 51, Ak BHER ALY HRr A& HH 3 Syk #riii — At 2 B 5 5
YW T EITIEIRE BAEAE Syk— KM A2 A BRI Syk— KM A2 7 i 4 MY SR R0
eI E S SN B AR 2, 4- MR i S EkaT 2y, B2 1 A
KEW BWHRIEYW N-S8A40 Je / B el . 255 7 1A m] R R HAR o2 4
T AR O R A ) Syk— AR AT S SR IH AL T S AN AR SN . 1 VAT S A
YA AR o Syk SR AN BUE R A IA — M EZAF S PRI %750 LT
AN BIE RN, TVRIT A B 697 8Ll L Syk— MBS 5 %% 5 A IBe .2 3 A A REAE |
P | AR BRAH DS e » 1SR 1 3F B ) B 4R i S Se AT T T i .

[0087] 5. $f K A faf ZEHER

[0088]  [&—FTon A Ut BHIERUR 1S S & TgE (il 26 A Bt Je EH AE D A1 g BT B8 A 59 1) T A
FUIL AL 25 A R R R B I

[0089] & Fion 2 Ui BH S B K A / sRREHEAN ML A4 20k V5 2 FAR 1 155 5 S UL
SCZNTHTIR

[0090] & = il 7~ by Ut B 2k 6 MR 40 o) b 3y FART G 22 2< 0k: A T B Ak &5 40 0[] Bsk 4100 441
FARI AR %8 3 (lonomyein) 552 2 R0k V5 H AL &40 2 BUREVE R »5 2 TE 3R 5
[0001]  EIPY G Ut B HELL 2, 4 wéng b 54 — A (DMSO, HHAEEHIZ ) fniL
i #% (ionomycin) Xf CHMC 4H b .2 Ca™ il B .2 KIZE ;

[0092]1 & il EE Bonih49 RO21218 F11 RO26495 FHI/E F 11 BY B4

[0093]  [E/SIEZR SS9 R921218 F1 RO21302 H 1 14 i e 2N

[0004]  E-LATIRE R EE B RIE 4L BMMC 40N 1gE 21415 545 S 0k A AS [ IR L 1)
A RI21218 (A) FTR921219 (B) X Syk ¥l T ¥ 12 Fh a5 (1 B i R A iy FEIE A 5
[0095] &I\ Iy $& (AL (R 2 s WU BB AR Y (LAT) FIIK g8 ) 724 & 90 R921212 (X),
R921219 (1Y) FH R921304 (Z) WIHBEAW BT B ST, Syk SRl I A0 30 il A7 1) =4
H R 5

[0096] &R AR YE 22 AL RO21219 (A) R Syk 3l (30 il X = W8 i 17 55 4
PE

[0097] 42 m BRI EE 4L &Y F R9218218 (B) i Syk Il i A & LYN S
TEWAL CHMC 4l o ¥ FART (5 5 ¥ B2 45 AU P BRI E T 2 8ds 5 @ RTE
CL50 LYN SR HI7 (PP2) 477E N LYN ¥ iy A~ A2 Syk W< 85 (U5 I I A0 18 FH
ZAPHIEA 5 A

[o098] K+ — A-D 24t 7R Syk J#illi7E BMMC 40T FARI 15558 S 00h 2 & A
JoET U R R A AE H B HIE A

[0099] 6. %54 H A4S i) 2 1144 Ui B

[0100] 6.1 EX

[o1011  #fEHAEASCH, FHREEREA IR -

[0102]  “423E” , KEBUEN 5 —HREZRT G, RisRAREEE ki1 (IR
Bl C1-C6 £7n 1 2 6 Pk JE T ) BB A ECAME 2 8. BRI L oiEE, HM
Bt M — ik 1l 7 B — AR . SRR RS (AR )
I, LFREF LT LIHEFE. LRFE s WIRZEB W N -1-F, N -2- I B
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W—l—%\ﬁﬁlkﬁli\ﬁﬁ1k%2i\ﬁﬁ2k—1— NN R e T

W -2 —1- . W -1- -1- & W —2- 5k —1- %%:Jﬁ*%ﬁm—l%‘
To2- AL 2- I - -1 AL 2 Eﬁ% WZ%\HTf Fe T 14 1 3
T 1= 2, - ME-N1-4-1-2. T -2-M-1-3E. T 22— -2- L T,
=T -1-FEL T -1, 3-TEm 2R MT -1 1B BT 10 -3 T -1,
S R e SR B B e B S I e« e T S S - i %#;&%’éfi%o 1
AR ERR R LA e, MW N E X 2 “aERiAL (alkanyD) 7, “UEIL7 K/ BR
CRRER” RiE. R RARSCE Y, SN (C1-C6) bikk.

[0103] “HEREIE (alkanyl) 7, ARG BAER I —BURIERIRGY, RIGWAZ SR, B8
IS, ﬁMﬁ%E@%—ﬁﬁJﬁ?ﬁﬁz&~/{\ﬁE¥ﬁﬁwo WA eI AR (EABR )
3L 23 NEEREAN -1- 3. A -2-3& (FHRE) . RN -1- 345 TR
T 1= T 2R (ZR-THR) 2-FE-N-1-F (FT3E), 2-FHE-KN-2-&
(B=T38) BT —1- % ; RARLAWY. 15 —8dE BRI e, idkh (C1-C6) %t
¥,

[0104] “UEIEET , ARBEUEN S BURERE MY, RIEHA 20— AR - TROUEEZ A
TR SR EAE R RS, HABERE R kIR TR AR TS, xS
A OCREE (%) niEmA e LM B E AR (EARRHT) Ziﬁal‘i s N
FRH N -1- 8 1- . N -1t 2- B N 2 1. TN —2- k?ﬁ —2- %
W 1= —1-F s WA 2 —1- 25 JmERmw ) —1- 44 -1- 2. —1- 5 —2-
Zﬁﬂﬁﬁilﬁﬁlﬁ TZk%I%\Tzk%I%\TZk%Z% T 1,
- -1-FEL T -1, 3Tk 2-3E. BT 1= -1 T 14 32 BT -1,
3—- & -1- %‘Efﬁ—; MFEWH . TE— ﬁ?xﬁzﬂlesmﬁﬁmﬂ, hfﬁ?%&.ja (C2-C6) J@ﬁ%o

[0105] CRREE” . AR BUEN T —HUREERI I, RIFRA 20— K - kS AN
Tl 8. EAEEA e, H BRI B — %J%T%ﬂ%*’l\ URFmfs. AP A
F& (HASBRSE)T) Lk NBREESRB AN —1- F —-1- 2— B —1-FEEE . TR
BT —1- B —1- . T —1- Rk -3- 3, TISJQ%I%i JFMHU% TE— 3 AE BLAE
SR, BRIEESN (C2-C6) Hrdk.

[0106] CREERY, KRB BUER S HURERE G, RfFHEATRE B 2w (IR
B C1-C6 E7n 1 2 6 MMk T ) BB A WA 2 S8, B s e, H B
e~ BRI A A FERR R T &R R — AR T, BN EER B — iR R TR
AR AR A IO B A IE 0 B BN BT AR R B AN [R] R TR T
B LT T EAAES (HARRSIT ) B, SERms -1, 1- =E. &1,
0— TR -1, 1- T3k 2 -1, 2- TR N TSR -1, 1- R T -1,
- K. W2, 2- K. -1, 3- RS RIF -1, 1- RS RFRF -1, 2- AL
W-1-4 -1, 1- =&, N-1-%-1, 2- =&, H-2-4-1, 2- — &, H-1-% -1,
3— IR MR -1-4E -1, 2- L BN —2-4E -1, 2- TR KRNI -2- 45 -1, - E
W —1= -1, 3— 3, g, T EESREn. T -1, 1 2FE T 1, 2- 2E T A,
3- " FEL T -1, 4 TFEL T -2, 2- —FEL 2- IR - -1, 1- R, 2- P - -1,
- TR KT -1, - T BT A, 2- TR M -1, 3- T EL T -1-4 -,
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- =3, T -1-%-1, 2- —F. T -1-%-1, 3- 3. T -1-% -1, 4- %, 2-F
F-W-1-4 -1, 1- =%, 2- ¥ 1 3% (methanylidene) - A -1, 1- =%, | -1, 3- =
Y1, 1- —FE. T -1, 3- "1, 2- —FE. T -1, 3- 41, 3- —FEL T -1, 3- &
-1, 4= 230 BT -1-4 -1, 2- AR BT 1= -1, 3- 3R BT 24 -1,

2- "HL T -1, 3- TE -1, 2- TR BT -1, 3- A -1, 3- TR T -1-9k -1,

3— TEL Tl -1, 4 T T, 3 TR -1, 4 TSR BRI, fERBRER
SERLE 2 MR, THARTE “bi =X (alkanyidiyl) ” « 7 3”7 K/ 8”7 =
L7 o MR R A A R R R T, ATHHORTE “WkEEE T o FEEE H AR S
H, Bk (C1-C6) it 3k, BAEW AMATAR R =3, AP 3L B A AE S, 1
an, BB (EFRERE); &1, 2- SHE(WLE) ; WL, 3= & (TEHE) s T -1,

4= T (T ) 5 P (WFRBWEEESE, X T T ).

[0107]  “MPfEdE (alkyleno) ” , AEBUEN F7—HUCERE G, SRfgEA A2 B
FEH L 2 BB R BN TR A, HOAN B AR . Ms e A K im i IR T R —
DMEIRTF MG TR WEAET, W =g, WREAT, fanamhiss .,
TR e Z A48 (HAPRE] T ) WARE ; WSRO LFE, WAMEE, W RE;
WAESRUI A a4, WA [1] 5, B [1, 2] ZHdk, LA [1] bk, 845 5 W] kR
B TR, W [, W 216, WT 1, 3] &AL, W [ RE. T (2]
WRIE WT[1, 3] ZHRIERSE s KRR, TR RAR ERRE WA S T, AT ARTE
fE3% (alkano) « WHiZE (alkeno) A% / BRUOPRIE (alkyno) o  TEEUE B ARSLHEE] P . M AERE
A (C1-C6) B (C1-C3) WhiAk. Bty HEMA AT, Fl, WHIE, WL, T
WEE. T FUARLAS .

[0108]  “ZRedL” | “IfiRE (Heteroalkanyl) 7 « 7 ZRIGIE” | 7 ZupEL” | 7 Juke
H”OR CHEERE” AL BAE N HAREARI B, RIP TR . BEiE (alkanyl)

s, Pk, b IR L, 0 | B AN R IR AR T AR (R BAS [ S R T
TR IR R W I (L B b/ B R B dE ((HASFR &) T ) —0-. -S—.

-$-0-. -NR’ -, -PH-. -S(0)-. -S(0),~~ -S(O)NR’ -, -S(O),NR’ - FUAH{I4,

R G, P RS A EEL (CL-C6) Btk

[0100]  “HFAkEdL” K “EMIORERIE” , AR EERN BRI, Al R b
I OBEL IR ZHMORARIE . AR S, R r ERERE R ST H R
B . WMAIFIEGEREATE ((EARET ) BARE 3 3T RSB an3R T BRI T Ak 5 Bh
RN AN IR I FNER ) AR TE 5 A CIER W QRN O s FUARRY . BRI ER
At IR (ARSI T ) PUEmemE I (9P &b —2— L. PUSINeE —3- J55655 ) |

WRIE L (WIUIIRAE —1- 3. WRAE —2- 25655 ) . WEWRE: (W) anigdmh —3— . ik —4- 34 ) |

WRiEIL (EIaIWREE —1- 38, WRiE —2- RL5 ) iy,

[o110]  “HERIRIRFARIR” Rfe ML, Hob B8R OO % i+ &/ ok 2k,

WA AR IR SR P AR SE ([EABRE] T ) -O-. -S-. -S-O-. -NR’ -, -PH-, -S(0)-
« —S(0),~~ “S(O)NR’ —. -S(O),NR’ - AR, fuFEHAE, Hi R & HMN
Bk (C1-C6) kidk.

[0111]  “BENRMARSA” RIEHAML ¢ B RAEZAMWHMKHEZHR ARG, T
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FAEET BEITIRM RS E X P Hh— 8 M A TR B AR
TRNBA RN 2 B A MRS, w1, B0, 25 (fluorene) . % Bl (indane) . Efi (indene) . Af
(phenalene) . VY% %% (tetrahydronaphthalene) %%, ML EHF RAWRE (HA
Fid3fi) ) Mb = 45 (aceanthrylene) « J& (acenaphthylene) . Z WiV JFE (acephenanthrylene) «
% (anthracene) . B4 (azulene). . (7 JH) (chrysene). 7% (coronene). K &
(fluoranthene) . 7%j (fluorene) . .M (hexacene) . © 2F (hexaphene). © % (hexalene) .
Efi il (indacene) . s— Efi M. & Efi (indane) . Efi (indene). Z%. =% M (octacene) . =% %F
(octaphene) « 277 (octalene) . UF4d (ovalene) « JX -2, 4— 4. JKIH (pentacene) . &L
(pentalene) « JX 4+ (pentaphene) . JE (perylene) . Jill (phenalene) . 3F (phenanthrene) . (
PC)  (picene) . pleiadene. & (pyrene) . JZ . (pyranthrene) . EZLM (rubicene) . VU4
ZE. B AR, IR H AR E Y.

[0112] “HEET, ARBEUEN T HWAIERIE MY, RIERAPTIREE 2R (IR
R C5-C15 7R 5 2 16 MR JE 1) WYty o7 ke sk, HAEE SR R B — ke 7 #
r— MR g, AR AR (EARET ) 74 A6 E 4G (aceanthrylene)
)& (acenaphthylene) . Z WV 3F (acephen—anthrylene) . &, 24 (azulene) . ZE. ()m)
(chrysene) « 5 (coronene) . %¢ & (fluoranthene) . 7%j (fluorene) . . ™ (hexacene). C.
%5 (hexaphene) . 7577 (hexalene) . as— Efiffl (as—indacene) . s— Efiffl (s—indacene) . & Efi
(indane) « Efi (indene) . Z5. =£M (octacene) « 4% (octaphene) . =F L (octalene) . BR %
(ovalene) . & -2, 4- 4. ™ (pentacene) . J¥ 7% (pentalene) . J¥ 5+ (pentaphene) .
4t (perylene) . Jfi (phenalene). 3E (phenanthrene). (7 JG) (picene). pleiadene. F&
(pyrene) « 7% (pyranthrene) . K 4L (rubicene) « Bk =K. B =Z5 B4, DA H %
P . A BAERAAGI Y, DR (C5-C15) J5dk, HEN (C5-C10). ¥
EF RN ImEE . REEMEEE.

[0113] COHEGAY , R BUEN I BURENAG, REEMAHREN BRI T
r— &R AR R s, K 2 AR SANFZ B RG L R — B
B, HPZBERBEERNEE WS HR R EH b —.  MAED7IE
FAARE ((EARET ) BRI, ToRIL . ZREE - 238, IOEREE . WOoRSE — 284, FHM
Yo FERURTIEETTEP IR FE H 2 Ab, EEHE RIS S RDTER . )
an, (C5-C15) 5L F A oA & 5 M B 5 A5 21 16 NI 5 B 05 2k, i, HRARIE
—oRHE . BRZRAL, oRFESRAESE.  BfE, SOV IR RS M R M (C5-C15) 5
e, HAER (C5-C10) AR, #AEW D a MBS M RGN AH R 2 5B 5 5, .,
BRoREL, —OREL, BRERE., EESE

[0114] “EROTET , AHEUENS BUREME, RIBERA LR B E SR
— IR RS R R < o5 05 5. AT OS LA s (EANFR )T ) R AL . e Ak,
BCEFEAARI . B4, EZEFIRREGN (C5-C15) 7, H{E (C5-C10) F ., FpfE
[0115] COHBEER” , RS EUEN S BAREREGY, RITeIEM R, KA 3
) 7 (B g 28 al sp’ B IR T ) AR TR I LA DS e e EE (B
B 1) SRR, 2- KL —1- ., 2- R AIR -1 F, EHIR, 2- /L -1-F, 2- %KL
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Wi —1- 25, ZIFRFE., 2- TR AR -1-E LB, FERRFEEREZEE, AT
ANE TR, FIE3E M/ B RIE . TR B ARSph, ksl (C6—C21) 7kt
N 5kt e 7 ke dE . EIEERRIEH A b (C1-C6) F %3ty h (C5—Cl1b) »  1EdfE B AR
SEH Y, ikEEE N (C6-C13), BlnJykidkz itk Mitkslp iy B (C1-C3) MI7E
#Harh (C5-C10) »

[0116] “REA S RG” RIgH P —8EZ NI T-7% B IS AE R 8A R 44 8 T
B R T IRLUR Z BES RR G . BRI R T2 LY 0 i - Bl A IR - SR AL RS ((EAS PR 0T )
N. NH. P. O. S. S(QO). S(O),. Si%%., WMsZHWEE “BIRAHR" X+
R H AT — B AR O DS R K/ B AR R MR BN, i, il hn, RS I
RIFIGIE . (0% (chromane, BUZRIF_ SR ) . (4% (chromene, HIZRIFULAE ). M9
(indole) « ™[5 (indoline, B & M|k ) . N5 (xanthene) 2825, WAARGAE “REIT7ER
RA” 2 0hE TR EUREZ W, B, HKIFNLREAT (benzopyrone)
F1- FJE -1, 2, 3, 4- M. A “BERUIFEH RS 8 X 75 By 0 HE B A A 1 2
5B A s (B ER O ) BE R, AR R S TR RAdE (H
AER &I F) Y BE (acridine) « ZE JF KM (benzimidazole) « ZK 7f 57 LM (benzisoxazole)
I ZWELE (benzodioxan) « 4% J 8] A A4 30 i /4 (benzodioxole) v 2K FFWRIH . 2= FF ik
I Bl (benzopyrone) . 7k Jf-WE — M (benzothiadiazole) . 7K I ME M (benzothiazole) « < I
— M (benzotriazole) « K FfWEHE (benzoxaxine) « 2K F & M (benzoxazole) « 2K F I M4 bk
(benzoxazoline) . M M (carbazole) . B — MWk (B —carboline) . (&3 (chromane) . &
(chromene) . £k (cinnoline) « MWLM (furan) . WK™ (imidazole) « M| (indazole) « M| W
(indole) « M5[MElbk (indoline) « P5|E (indolizine) « 57 45 JT LMY (iso—benzofuran) . 55 (4G
(isochromene) « 7MWk (isoindole) « 5 MWk (isoindoline) v MMk (isoquinoline) 5
WEM: (isothiazole) « FMEM: (isoxazole) « ZEWE (naphthyridine) « W& — MW (oxadiazole) . M
M (oxazole) « fIIWE (perimidine) « MEWE (phenanthridine) « MEFEIK (phenanthroline) « MERE
(phenazine) « Wk ME (phthalazine) . MENT (pteridine) « MEMS (purine) « AtLMW (pyran) . AL
(pyrazine) . ML M (pyrazole) . WkWz (pyridazine) . AL WE (pyridine) . MEWE (pyrimidine) -
UL B (pyrrole) < ML B & (pyrrolizine) « ™ W Bk (quinazoline) « M4 Wk (quinoline) . sl
(quinolizine) « MERUL (quino—xaline) « PUM. BE 14 (thiadiazole) « MEM: (thiazole) « MEWT
(thiophene) « —M: (triazole) « Ml (xznthene) . LA KR,

[0117] CRIFIET , KRG ERERN S —BURIEREGY, RIEHEATRMEE 2 B AT
H (Bln,  “5-14 78”7 KRS 214 HET ), HRMERSHERAER B — 7 7B —
N F MG, MBI IERARE (HARST ) #r4 B Moz % . g (acridine) .
K Ik (benzimidazole) ~ = I 5 BE M (benzisoxazole) « & Jf —HE%E (benzodioxan) «
HRIF A T A A (benzodioxole) v ZR IR ZR IF AL i A (benzopyrone) « ZK JF
& — M (benzothiadiazole) - =K Ff € M (benzothiazole) . #% FF — M (benzotriazole) . #<
J 1 5 (benzoxaxine) « K Ff WE M (benzoxazole) - 4% Jf W& M Bk (benzoxazoline) . e
M (carbazole) « B — M Mk (B —carboline) « & % (chromane) . (% % (chromene) . M Ik
(cinnoline) « WEIH (furan) . WK M (imidazole) « W5 M (indazole) « M5|W% (indole) < F5] M Wbk
(indoline) « M5|#%& (indolizine) « 5+ 2~ FFWEME (iso—benzofuran) . 5+ )% (isochromene) .
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Wk (isoindole) « S M|WEMk (isoindoline) « MWL (isoquinoline) « FMEM (isothiazole) .

S EM: (isoxazole) « ZEWE (naphthyridine) « W& — WM (oxadiazole) . W&EM: (oxazole) . M
(perimidine) « WEWE (phenanthridine) « ME % 0k (phenanthroline) « ME % (phenazine) . 0K
%% (phthalazine) . MEBE (pteridine) « MEWE (purine) « MLAE (pyran) . MbE (pyrazine) « Mt
M (pyrazole) « WkME (pyridazine) « NMEWE (pyridine) « MEBE (pyrimidine) « MEME (pyrrole) .

Lg% (pyrrolizine) - WEWENK (quinazoline) - MMk (quinoline) « WEIE (quinolizine) . MR
Wk (quino—xaline) « PUME. WE M (thiadiazole)  WEM: (thiazole) . WEW) (thiophene) . — M
(triazole) « WL (xznthene) « VAR ALY, DL R HSMEEE (hydro) FHY. TEHERE
SERE N, ST AR 5-14 JuER IR DY AE,  H 5-10 JuZR Oy IR R A .

[0118] CHTTHRE - ARFRET ARG SUEN T BURERIE Y, RIBANFRGH KR
TR AR AR R A7, Eh s MR SA R BT R G L R —
REELEA K, K ZEEEESEE BRI T RGN H b —, i
IR 05 2k — A2 07 S EFE ((ENBRSI T ) BRbmEdk, —nbredt, nbreJEnGine ik, THenging JEaE
o TLRUIAIRIEFHE 2 AL, ZHHE RIBEE S B RR R . i, 5-15 7T
MR A - RO RN o B R T M ARG b & 16 N2 IR U7 R - RO AL, i,

PRnbnE Ak, —PWERSHLARAR . AL, K RFOFHRGMALN 5-15 Ju4e oy ik, HAE 5-10 T
TR BRI T BE S IR RGN AR A AL - 5 AL

[0119] CERZRITERET . ARG EEN S BUREE R Ay, RIERA AR B E R
E—ERAHRI B T M ARGz 2R 075k — 055k, MUAHRZR D7 R 6 ((EANBRET ) Bk
MEHEIE . BRPESJE . BRnEmhAL (biquinolinyl) %555, Bk, 4545 MRS N 5-15 JTA
TR, TAE 510 JUAL T R .

[0120] CRTTREERLT , ARG EAEN U Ay, RIRAEMEESL, Hod— AR g
2R T (RATH 2B sp’ MR 1) AR TR B . fERBRREE e O 2 1
e, AERARIEZ A, Jeorimit e / B shdi, TRt BARST ) |, 205 kchk
4 6-21 JuZk ki AR, B, ZRTFRERERIAE AR . G IR IURILL 43 (C1-C6) Bk Kok T7 5%
B A b-16- JeAR 5 k.  FEFpE R SipIth, ZR055EAE 6-13 ek rbidk, #lin, K
e MMFEERUIE I3 A (CL-C3) Bk M a5 55553 0 510 JTHIAR 52k

[0121] “RiET BT REET , ARL EEN HARBRR IR, BRAES A RS, AN ERTE
IR, AP RE UL,

[0122] CRIBEET , ARG EUEN S BUCEREG, RIBH PSR 7R
HEH R, Bk, R “pibeiE” BEIERRER R, TR SRk
L. mRAEEAES. B, AR (C1-C2) Mk BFERFE. /s FE. =ZHmF
He, 1= L, - TR OE. 1, 2 ZTROE. 1, 1, 1- 4. ERlR. %
o

[0123] Pk e 2 FEnT A 4518 T8 R UL A28 4t CoA A B IE 2 7 &/ BlP
Fo. 1ERBIT, “hREAEE” s “BEE” Rie—M{-OR” &, “HEKR” Ris
— A -NHR” ZHEMT “ el BRIR—MOU-NR” R ZHE, HAR R % HASL A K
o AENH—EIF, “mbiEIAE” B “mibidEEAE” RfE—AEU-ORT Y 2EE, Hp
R” 7 hEakiks.
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[0124] “LRIPEE” Rte MR &, HERER S TP RNVIEE REEN, . R
BB IEE BRI N M. MU, R FERINTE Tl RS AR e R R 2. R
(15 ] BT Greene 1 Wuts, A AL T BRYIE, 45 3, 1999, £eg4Ei 2+
HiRt:, 414y, i Harrison 8N, SANITEZ RN, 5 1-8 M, 1971-1996, 254k
W Mth, A2, ACRMIRFRERP AR (HARSG T ) FiEE. O, —Hmda
Mk, RASE. RFERE ( “CBZ” ). - T&BE ( “Boc” ). A MREGEL
( “TMS” ). 2- ZFEFRELIL - ZPMIE ( “TES” ). KPS s =K
PR, MHNEIREE . - R EIHE ( “FMOC” ). WHEEFE &I ( “NVOC” ) M
A . ACRMFRILRP IR (ARSI T ) 25 Horh 32 3L i b Bl ot 250 4] 4 48 FF
AN TSR E, DL BeIEmE, PUSUILIEEE, kbt R REGT AR EE (1, TMS sX TIPPS %)
IR AT TR

[0125] “HIZ” Hfa—PhiE e 2, 4-mEne —REib-GY (2900) AT AEY), H TR EAEAE A
ZAF T (BIINEEAR N ) 2 AR LIRS TE 2, 4- g —je2hid).  RiehAE AL S T2
ZRTENE ((H2 AN E ) NG EAIEERT .  Ar25 ML R HEs iR 2, 4- mEnE iR AW
FHIE ReEE (AESH o T B S5 E73%E (progroup) (@ X T 1 ) HERGAEAE H % 2 44 R k4T
AR () nR ) LRSS BERL MR ML iE 1 2, 4— WEBE 252 Wi E4y (promoiety) [
D) MAT . ATEAD QR B R IEAT, g t KRR O, B H AT SR A A 1K
feEk 51k, BInFEsE B 6. BRoA. s okigE: T B S5, FlaniRE 2
oz R ] A AR YRR, AR AR TR T AT 2 G R I R B E 2 e T
A, BHA] AR HLAERY

[o126] )7z ZATEE, VAATIRZArElty, &G THEMOE M 2, 4- mEnE S
FHRIL LAY, TR 2R T Flan, FeRLE BRI ] 4k MR ER R . AR EK
Wk BREERT ARy, HARTERII I BOKAE CIPRIR AL . T BRAL n] BB i ek i . i R %
fig. WhZ. FREE. KA (phosphenyl) « BEMEIE (phosphoryl) BIRAEMESL (sulfenyl) Ay
By, HARIE R W] A KA AR I . PR B R AR S (R e AR AR 2S ) o Bk
WZB R AT Ay, HonT FEVE A K iR DR 3k . I8 T 38 2 Hoqth ke ok 4 7 At AT T4 3]
B X R Z B 2 A B 2 AN

[0127] CRTER” RIRAPORPERSEAY, G LERG L 2, 4-wErE b KB R
I AT B, 2oL AT 25 AR LAY 28 PR TR 8 2 A 4 b n) 2R Bl %
B i E ReSE . R, LRIIEN TR 8 AT FH AR T A TR R R AL L TR (Y
By e B HREERSEE) A -NH-C (0) CH, 2 BRiZ AT L35 ai 2% —C (0) CH; .

[0128] “Fe=k” RIgaE G RIBEERE AN Fe &l (RER T MR T X ) 2l r 71
R KGR . A Fe 248G Rl zikE H.  WIUnzsE Fea 214
( “FcaR” ) 44 IgA, %% Fee R 454 IgE FiZ"% Fe v R 454 1gG.

[0129] Fcua R XIRBAGLZEMFETE [gA/IgM 2 b RALR RS 1g 218, mycloid ' 57+
M2 K Rea RICHLHEFR A CD89) , Fea /u R FFE /DT AAE [gA 2k ( HIL&GR S W
Monteiro & van de Winkel, 2003, Annu.RevImmunol., WIRRTAKEZRE T ). FcaRI
RILTrhp M meER, e mEk. PAZmmM / ERgn i, MAECR AR (kapfer) 4
fd 1o Feoa RIAWHE— o — FEFITELN M IX A B 7540 3080 ATAM) FHBERLZ AL Syk HR Y
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FeRy [R5 1k,

[0130]  Fce R FJEALFE Rh2M, @444 Fece RIMI Fee RIICE C %04 CD23) . Fce RI
KPR BT RO . R BTG A 2L M ER 40 i =S R 32k (BURZ 10°M 2 S5 ) 45
4 IgE), HE AR IgE M E EMMEIN . Fee RIEA FRIFHEH—A o -8, —4 B B
oy BEFRIT 2k, Fce RIIRILTHZAEAMAM. B WIREER, W2 mERF M R L
I )2 K. Fee RITE & B — 2 IRk HAESE v 8RR A,

[0131]  Fcy R FJEAFE =R, av4 h Fey RICH B M4 CD64) . Fe v RIT(CHE 5K
CD32) Fl Fcy RII( 4125 CD16) s Fev RIA—FURILT LK. WEHE. %, gk
FIIER . REA LT fiER AR ASE DR 0 A 5 s Al Al i 2 R o il 248 (LR 10°M ! 2 3%
M85 1gGL) , M HAR 1gG fiE R4 MK M. Fev R BFE—1 o — §EFPE Fea RI A
Fc e RTJUAI v B4,

[0132]  Fc vy RI AXKIMTAHMEEMER, RAE4IM, AL MEKR, M/ HRF B Wk EER EY
fE2ERS 52K, Fevy RILEFE— o - 8 SR BRiHen v sEFRA B 1K,

[0133]  Fcy RIII AFRILT NK. HEHLOIER. BELEgEAE. wgh s A R A AR 40 fe
R (BLBX10°M ' (ISR AI 1454 1gGl) o HARFE—A~ a - BEFI4F Fca RI. Fce RI
M Fey RIZLHE v 8 —5RY).

[0134]  #iF L2038 N A IX M6 & F Fo 2 4, RN 2 40 M8 A, (1) Ik B8 T &5+ T 45
G RATE R EE. RIS RICE X2 AR B AT 2R (S0, #in
Immunobiology : The Immune System in Health & Disease, 2 5 fix, Janeway %G A&i4E,
2001, ISBNO-8153-3642-x, 5 371 Ui[& 9.30), HAEAKME T AT LLA ST Brid ik &4
T EE 2 MG 5 R .

[0135]  “Fc 524k — BN FPWORi/ER” B “Fe 24k - iR RBRAER” RigLedLh
Fe ZRZZBRIT AR Fe 25 57 S RIRIIEIT 2 R0k /EH -

[0136]  “IgE- ik 2 KPR EA” 8 “Fce RI-EHEN 2 XWREHA” RigLhLd
Fc ¢ R1 &5 1gE MIZZBE UG 2 TgE 25 5 5 S RIBCUHT I R0k o ACBOWT#E |
IgE- fr T MUR s Atk Z M 45557 (Blindt —1gE diik ) HR. ZFE 2, IR/
sRHERRAT LA, SECLFURAER Z Fo e RUE S HBOT 3l AN B . BT R, Ly
MrE R AR E TR iR (B 2 R “Ca®™” s BB K3 . R
Wl BEERRE S RS ATE NIl fE.  H Fe e RI- A2 B0k /E 4L &4 )
TER T Fe e RI-BENR S8 SPURIEAT /i JEFEIEINHI L Fo e RI- B2 200k
YER AL &Y e - LI HIET B8 TR ah 155 e 2 s f) Fe e RIfE 5 40 Bl 4y ACRA4n
My FRARES T, JERETE RN LI Fo e RI- A2 23 5ioki VE H i 4k &40 301 40 B3] 4 A
R BB ARk 4t H 1 2 0RiAE oA TgB— e et U B &5 450 (Wl andt —1gE Hifk ) Whfk
B, (B AN B S b e 25 UK AL TS A BRI gl e 2 Ik R, HiSRId Fe e RI
RS, A, g B TR S & # (lonomycin) T A23187,

[0137]  “IgG- R FZPORAEH” o “FcyRI-HE N LPRi/ERH” A¥e4 d L
Fe ¥y RIS 62 1gG MAZHBKITURZ Fo v RI ARG 546 FHUBIAT M EPRAEH . ACBHT H
IeG- F5 F bt UR sk HAL Z A 45 &7 (Bt —1gG s B Pk ) k. 1% Fce RIES
R, EHE RFNRE AN e Fe v RI 55 BB SE0T 7 sl A B B Rk /B - LiF
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FIURE.  ZBUT Fe e RI- 8842 ZPORAENT, 8D FiF Fo v RI- 884 2 KRR (R
WML EPER PR E TR B R < S BE.  7ECLAIMh 2 00ibde ., R3]
B Fe v RI- #4122 25 BURLAT FH IAY & 42 400 1) 40w A8) G A K g A 200 il Fe) 25 S0k A FH
ol TeG— R M BUR S A7) (B dndt TG Frikel A By ) imAb s, (B4 228 1
Tl 2= HORE AL RIS A0 BORNEORT A0 B i 2 BORiAE A, HgRid Fe vy RUME 5842, 0, sy
B CER SRR A23187.

[o138]  “Ey#ifk - R EFURAEN “B0” Bk - B L RRRER “RIE—
A i (A BN BB A ) iR BORIER, HAE SRR TH5 & 8k (L, Blan L4
FE A23187) kA,

[0139]  “Syk ¥~ FRIBLXI T B 401 Ah I M40 Moz ©%0 72kDa FE5Z2 K (415t
1) B 1 BRI g I - Syk R RR AT J5 P HE 2 Bl 45 22 IR AL T 12 52 AR I i 1R
H -GS ( “ITAMs” ) 19— Sre— [HJJ4 2 (SH2) X, “IEEMA” X FELIX (Syk
T S5 R R RE 2 4538 2 I Sada ZE A, 2001, J.Biochem. (4 &) 130 : 177-186) ; thZ
I Turner ¢ A, 2000, 4 H#HJ%2%% (Immunology Today) 21 : 148-154) . Syk i) 72
WF5TA/E N B- 418524k (BCR) {55 280N (Turner 25 A\, 2000, b)), Syk S#EEXH T+
AT HH A 52 AR B B ER AT 2 4 R 0 A T I BR B ER AL AR A 2 e 1T,
Ca” Bty 243 )5 — iS40 & 1 i MAPK) g0k (0L, i, [ 2) ik
YEM . Syk FEBEAERE P B L ER P 35 225 O s E A 0 (2 W9 W1 Mocsai 55 A
2002, #3% (Immunity) 16 : 547-558) .

[0140]  Anf FHAEA ST, Syk MRS AFIA JE T Syk ZEIK BAEA RS2 54 (R
FERAEAFR BT A8 BN Ty MG B S HAR ) . FrE i aisE b 5
M EHE (isoform) « AR, SRR, S84, ORREFMAIE =&,

[0141] i Syk ¥l &L 741 8 CANRI AT 13 B GENBANK (ZEFFE ) o b AT
N Syk il 2 5 44 B R K mRNAs < RF5K 49+ 7] & I T- GENBANK (K ) ) B3 9% '
gi|21361552[refINM_003177.2|

[0142]  gi]496899]emb|Z29630.1[HSSYKPTK[496899] F

[0143]  gi|15030258|gb/BCO1399.1|BCO11399[15030258], H:LL5|H 2 77 X & H AKX
o,

[0144]  Zhid b 238 N AN e + HAh 505 2 W I 1R Tl n) R 15 Syk ABARAZ = B2 2% R 25 #4)
HIvE A B g 4%, H TR, 2558, AN SCHCA “Syk BHUY 7, fl
A AR Syk BRI I =2 Ih 2 IR AL EA « BRlth, R T R 5E Syk Biftl4, HhiZ Syk
LR — M B 5 5 SRR %2 Syk SR = F 2 AR I N RN Syk F4EL — (Kt
15 S RBRVI AR SCITIR 2 2, 4- WEWE A5y, HARREINS .

[0145]  “Syk— fKMifE TRE” HRig—FhH P Syk Bl IE—MOfE 5% PR, %
Syk— & #if 5 2 e AEBR ) s 4 FE Fca RI, Fce RI, FcyRI, FcyRIII, BCR fl#4
=G TYUR.

[0146] 6.2 2, 4— BRuE —Riib &9

[0147]  AKRHIZAL G RIS (D 2 2, 4- WEE b &4 -

[0148]
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RS

5
R‘VLZ\N \NJ\N’U‘RZ

H H
[o149]  BFEHEL. KEW. BWREW M N-Fiy, H .
[0150] L' Al L® 2% BT ik H — BB IERAL
[0151]1 R® Rk BMEEMA sk MHMSANHT R B2 (C1-C6) sk, [EEipl -
2 MR SR G R EEH .2 (C3-C8) Mpikh. (TRt —sk 2 MHFE SR R® 5L
AR IR (TR — ok 2 M RS AS R R ZEEUR 2. 3-8 TR A bidk . T = Hugh
— R Z M AHFE AR E R R® EEHUC . (C5-C15) JF3E. iyt — B2 AN [E s A [F (1 R®
ROz ZREE . FTEHg— 2 MR R B A F Y R ZER 2 5-15 JuIR 454
[0152] R* RikEHEA. TR — KL DMHFEI A R® AL (C1-C6) k. T
M — o 2 AT R AN IR 1 R® FEHRARZ. (C3-C8) Fifedit. AFmdthal— uk 2 A0 Rl sk AN
A R® FEEUARZ SR Ak . R — 82 MH A s A A 9 R® EEAR 2 3-8 JUIR A4 bi i |
TRy — s 2 D AH RIS [H] ) R® JEEUR 2 (C5-C15) J53E. (TR — s 2 M HIA 8¢
ANEF) R® R 2 2R A AT s — sk 2 N AH R s AN R RP ZEEAC 2. 515 JToIR 0%
3
[0153] R° RikH R®. (TEHP— sk Z DMAHFE AR R I (CL-C6) fikk. TE
oyl — B2 DA R B AN [l 59 R® BRHUC 2 (C1-C4) Bk (alkanyl) « fF R gl — s £ 4
FHIA AN A ) R® FEEAR 2 (C2-C4) TR AT R Al — s 2 A R s AN [F i R® ZREUC 2
(C2-C4) BRI ;
[0154] R° %% B fhor ik A 4. FH & ¢ 3. -ORY. -SRY. (C1-C3) i % & %
(C1-C3) 1 =t | K. —NR°R®, 2. (C1-C3) m L, (C1-C3) i fEdk. —C
F,. -CH,CF,. -CF,CF,. -CN. -NC. —-OCN. -SCN. -NO. -NO,. -N,. -S(0O)
R'. -S(0O),R". -S(0),0R". -S(O)NR'R’. —S(0),NRR®,
[0155] -OS(0O)R'. —0S(0),R'. —0S(0),0R'. -0OS(0)NRR".
[0156] -OS(0),NRR°. —-C(O)R’'. —-C(O)OR’. —C(O)NR'R’.
[0157] ~C(NH)NRR’. —-OC(O)R'. -SC(O)R’. -OC(0O)OR".
[0158] -SC(0)OR'. —OC(0O)NRR. -SC(0)NR°R‘.
[0159] —-OC (NH)NR‘R’. -SC (NH)NRR‘. -[NHC (0)],R’.
[0160] —[NHC (O)],0R". —[NHC (O) ]|,NRR° fll -[NHC (NH) ],NR°R°, {F& i —sKkE 4
AHIRIEAN R R® JEEUAR 2 (CH—C10) 53, AER Mgl —sk 2 M AH R sk A A G R® R 2
ZRIL, TR — 2 DR SA R R® ZEEAC 2. (C6-C16) F7hidk. (TRt —oi%
AAHF A F Y R® FEEAC 2 5-10 Joe o7 FEAT R gl 522 4 [ 8O T R® R EUAR
Z 6-16 JUIRTFREIE
[o161] R®PZFRIEHR'. R°. #i—mRE MR AFERI R SR BUARZ R #— ok A4 [H]
sANFE I R* 8k R” BUfLZ -OR*. -B(OR»),. -B(NR‘R%),. —(CH,),~R". —(CHR" ,—R".
[0162] -O-(CH,),.R°. -S-(CH,),R°. -O-CHR'R’. -O-CR*(R",. —-O-(CHR®
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+—R°. -0-(CH,) ,—CH[ (CH,) ,R"IR"+

[0163] -S-(CHR",-R’. —C(O)NH-(CH,),-R".

[0164] —C(O)NH-(CHR",R". -O-(CH,),~C(O)NH-(CH,) ,~R".

[0165] -S-(CH,),—C (O)NH-(CH,),-R".

[0166] -O-(CHR") ,—C (O)NH-(CHR" ,—R".

[0167] -S-(CHR" ,—C(O)NH-(CHR" ,-R°. -NH-(CH,),~R".

[0168] -NH-(CHR" ,R°. -NH[(CH,) ,R"]. -N[(CH,) ,R"]~

[0169] -NH-C(0O)-NH-(CH,),~R". —-NH—-C (0)-(CH,) ,~CHR'R" Fll

[0170] -NH-(CH,),—C(O)-NH-(CH,),R";

[0171] R FEMILEHEES. (CL-C6) FeFk. (C3-C8) MgeHk. HF. (C4ClLl) I
Bedhkedt. (C5-C10) J73E. ZRIL. (C6-Cl16) Jikedk. AHIE. 2-6 Juvkiddt. 3-8 JG¥f
A, MRIE . DRMRIE . RIURMRIL. URBEIL. 4-11 JUMRZYEdEfidt . 5-10 Juds 5 M
6-16 JCI 2R T KT 5

[0172] R H N —F o rik B FA 2 3iE K3 : = 0. -OR'. (C1-C3) K& k& &
3. -OCF,, =S. -SR'. = NR’. = NOR’. -NR°R°. X #. -CF,» -CN. -NC. -
OCN. -SCN. -NO. -NO,. =N,. -N,. -S(O)R’. -S(0),R‘. -S(0),0R’. -S(0)
NRR’. -S(0),NR°R°. -OS(0)R'. -0S(0),R'. -0S(0),0R'. —-0S(0),NRR°. —C(0)
R, —-C(0O)OR’. -C(O)NR‘R’. —-C (NH)NR‘R’. —C(NR*)NR'R’. -C(NOH)R".

[0173] -C(NOH)NR°‘R°. -OC(O)R’. -OC(0O)OR'. -OC(O)NR‘R°. -OC (NH)
NRR°. —OC (NR®) NR°R°. —[NHC (O)],R".

[0174] —[NR'’C(0)],R*. —-[NHC(0)],OR’. —[NR*C(0)],0R".

[0175]  —[NHC (O) ,NR‘R’. —[NR*C (O)],NR°R*.

[0176] —[NHC (NH) ]LNR°R® fll -[NR*C (NR*) ],NR°R® ;

[0177] R & HAMV AR, BY, %A, REJFAESEAERELAIR T EBER S 2
8- LM ket oy 5 5, JLnI T R B FE — B & A R sl AS [ B Zn o h 2% IR 7~ R AT
Hi gl — B2 A AH R BN A G R BUE 24 R FEEU

[0178] R® & HMILA R ;

(01791 m & AT H 1 2 3 28 ¥ , K&

[0180] n £ EHARS/H 0 & 3 2 HEHL.

[o181]  ELMC (D 2 &wd, LR L 5 AL R R — B s a0 Bk, ik, 2
BGHAREN T, WA R &/ R Wl Hig g 2 LA MA IR P, B—E&fEh, &
ARG AR EIR TR, EB Az g A RIOE MR TR AE M SR (H
ANBRAEN T ) (C1-C6) FE—ZH. (C1-C6) WALHFT (C1-C6) vkt — &, HJ{ (B BL
Z A HHFESAF R IEEAL, Hob R® s ar gt (D B o B4k AR st i)
P, LVRTL S5 ARSI A — R, (TR — R DA R AN A R Y R ok RY
HEZ (C1-C3) % “IERAT A — B Z M HHFE S AR R 1629 R B R EHAR
-3 ekt 3k, HA R RikH (C1-C3) %idk. —OR'. —C(O)OR'. [LEHHL—sk L4
FHFIEAS A i B B2 (CH-C10) 52k HARE A — sl 2 AR R 5AS [F] vy i 22 B A2
RFE AR M — B0 A R EAS R ) s 32 HU Rz 510 Jo 2% 07 BT B M gl — 502 41

!
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[ BAN [ (1 i B A . 6 TEER N 7R o R RFH R WsE AT &5 A= (D s Lo A T RUEUAR
L' F1 L 2 Fe ok R® B4 —OR*, —C(O)OR*\ ZHE. mARILAN 4- 2R3, Hrh R hlnsk
Argsi A (D FrE o

[o182] 75 —HrEk B Ak, L' AL % BASr ok B Tk, 2R AL, H
F AR R® FL AR, Hoh R AnETik s o

[0183] TR bk BARSM A, FIAHETE R™ B2 Rk R EREBHA. (C1-C6) %t
Bo REDHOR AL,

[0184]  7E5—HpRRARSEHIh, LN L & B0 RS AKR WL 2, 4- g ik
G ARG Ta) ZALED -

[0185]
RG
5
RI/LP
4 ~ _R?
R AN Ay
H H

[o186]  fuihH:ih. KEW. WHEGW IR N-E4e, HAF R, R R° A R® {2 ai 4
KO PIEX. EERMNZ 2, 4- WELE R4 EYI 5 SMEE IR B AR SR HEE T F 3o
[0187]1  ZE&EHIN () Al (la) ZALEWINE— A HARSEE H, R*. R R’ R°. L'Al
L ansear A gk (D F1 Ja) froe X, HAeR&MF RO AR 3, 4, 5- = FEILER,
3, 1, 5= = (C1-C6) Frfa LRIk
[0188]

R21

-3 —OR22

OR23

[o189] L R™. R™ A R™ A5l 1 3¢ B & 02 6,235,716 5 (/RS H2Z 75
) Z R REFMRHTE . R — HARS B2 Rk BARSEaf, R™ B4
oL AT R — sk 2 A AR A s A R 1 R™ I B BE el S8t (CL-C6) fedk. k. 1T
B — o A R B AS [F] 2R 2 B R™ Z B (C1-C6) ke dE. WilE (-SH) . T2
Mgl — Bk 2 N AHFE BAS R R 2R3 8 R® FREUR 2. (C1-C6) Fifmids. H%3E (-NH,) . -NHR™
gk -NR™R™ 5 R” fll R &% MO TR Mgl — s M H R BRAS [F 1) R™ B2 (C1-C6)
BB ; R® RIE A KIE. BRI, (C1-C6) I, BilE. (C1-C6) kendi.
(C1-C6) RiFELFFN (C1-C6) hedkfgRt 5 A R* Moy AT gl — o A~ A A g4
[ f 24k Bk R® 3L HUR 2. (C1-C6) Fidksk —C (O) R, HiAr R™ N Ll B A AH M BE
AR ZR LB R™ SEHAR 2 (C1-C6) il
[0190] [ — A EARSiE] 2 5 — ek AR S g, RY A TR M — o2 A AH R ok
ASTE] ) B 3 B AR 2 A4 3 A / B R™ AT R 44 ST fE ms bl — 5 22 AN AH [F 8 A [R]
AR FIEEEL L.
[0191]  fEZE AR () F1 (Ta) Z AL SR EARSZRERI ., R®. RS R®FI L2 dnsGal
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HABGEM R @ M JTa) e X, L' A EEEM R A, HAok&I4E 8 R AN 3, 4,
5— —HIGIEHEIL, 3, 4, 5- = (C1-C6) FeA IR
[0192]

01931  IA R*. R FI R® W1 FIRSE— P BAKSLHERIAE 22 52 o

[0194]  7EZR = A BARSZEGIH, Zif (D M Ja) 2 2, 4- R il 59—k 2
NI ED

[0195] N2, N4- W (4- ZARIEHERL ) -5 F Ik -2, 4- BERE —F% (RO70790) ;
[0196] N2, N4- XU (2—- FHEFRE ) -5 A -2, 4- BEmg % (R081166) ;
(01971 N2, N4- X (4- FIEFERIE ) 56— FAt -2, 4- WENLE — i (RO88S14) ;
[0198] N2, N4- X (2- &% ) -5- #IE -2, 4— WErE — 1% (ROS8S1H) ;

[0199] N2, NA- X EEE —5- FHIL -2, 1- m#ng — % (R0O91880) ;
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CPENE . N- P i A e g . sk, RS . R Z ZNEHAERY ) 2 Bl .
[02900] AKKHHXZ 2, 4-WERE _fib-&4, DLARH R, Wn] T/K-EGY). B5FE 9 N- &
WRIEA, AiEZEEE .

[0291] 6.3 &k

[0292] A% BHI AL AR BT 245 n] 26 Hh 22 RS T &5 B4R 420 ot M/ B0HE e M A6 k7 v
&SRB UARBITEE R . TEETERAKH 2, 4- wEng b &Y FmT
A IS AR T R E BRI 5,958,936 5, HARRLATIHZ 77 LG I EA .
FIRIR 2 A R ] 2 S FRT A e, AR rp a2 R R SE SRR PR S B s T
A @), Ja) F (XD 2 A-GPHRT]HE I L8 7= AT 18 M) 4

[0203] W] HULA A KN 2, 4- WENE — A &40 2 & Bl SE ) & s AR A TR T 21
B O-XD . fEWE O-XD H, LB MG AR g5 . X877
Bl bonliE G RIS (D 281y,

[0294]  7E—2Z8M 2 BRSO, ALEWrT W R AmAE (O B 2546 Ut B 1 A HURER
22 B 2 PR W i Bt R W e AT 5 A

[0295]  yiFE (D

[0296]
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Re _ RS
"Lz\ 4 2 - e rl—z\ ) X )\ /LL
T 14 RUNTONONTR
0]
R"I‘Z‘NH2
10
l 48
R® R RS
[ s U
Flss/ NH POXs Rf’xlm o Rsf{INa
YA ﬁ’kv (REEim X ‘\r;l X HE Rz’u‘u -\g)ﬁ\u’u‘nz
s :
Vi a
i
10
TE
RG

R% S
QY
A2 N L2
H‘ \” 4 v 2 ﬁ/ \R‘
14

[0207]  ZEyFE (D ', R% R R°. R®. L' MIL° Wistai g (D pre X, X sz
(., Fo Cle Brek D MY AY FEMIAIEEOMS., SHERME D, AbavEs
M RAE T brvE 4] POX, ( R ELAARHE AT ) A PR MEIE SRR RSN 2 76 2- FI 4- {1 &
B Ao AR 2, A WK ERE 4, MFEMERE 4 B RS BUfRE M E, 7 C4 MBI
YILLAE C2 A B B s A 2 S N M BB AU ] 206 A% R o A 2 S0 S R P ] A T L T
PR @) 2 2, 4-meng T, HRFBHE LM 2, 4-WEHE 4 51 824 10 %
N, FEA AN- B —2- pdk —4- BENERY 8, L 6 P ERIR M (D 2 2, 4w
fizo 2N, AN- W CEUAR ) -2, 4- WEmE % 12 F01 14 7] Loy BUFEE AT 2, 4- A meng 4 5
i 6 8k 10 YIRS .

[0208]  fE RO IIE A,  C4 itk e N YRR 7] T3 %570, WA T i i, 2%
M, ABREZBEHN T, REBUCIER @ XA N e, Blan, 24 R 8 = ik
I, AT AN- IR 4 WEmE RS 8 FXE Y. 2N- BUAR —2- MEBEREY) 50 @ 50 B EW. AER®
UARIE I X, SN A7 328 43 8 T 8 L LU =3 A0 5 R LAt ) A e ) (9 sl g ) Sk
DAEEH, WifE s 2 .

[0209] M WIRGWE BB , ZEVFE (D A BT RER R Y m] B s i T . Y
DL ANy A NS, AR N A o 7E s B sovigs (AN A ) RS (F 20
KAJE) A LEEFINAE] 175°CE 5-20 738,

[0300] R M g mlC A R W g 2 S 4 4 3R] AN T b SR 5 s A A ML AL 2 BR ME R
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il . AIERNWAR (D ARG AT T 2 T B PR e i R Rad PR s g A0 R (LA SE 5] U
B H AN BR # ) JR M mg (Aldrich#13, 078-8 ; CAS % »a 5 66-22-8) ; 2- Wi I - IR ME
E (Aldrich#11, 558-4 ; CAS % id 5 141-90-2) ; 2, — Wi JR e WE (Aldrich#15,
846-1; CAS & il 5 2001-93-6) ; 5— Z Wk R W& g (Chem.Sources Int” 12000 ; CAS &
05 6214-65-9) ; 5— S EILIRWERE ; 65— FLIL PRI BE (Aldrich#85 5286 ; CAS ¥t %
932-52-5) ; 5— VR FREENE (Aldrich#85, 247-3; CAS Bl 5 51-20-7) ; 5—( Jx 3 —2- &
2 B - R wE g (Aldrich #45, 744-2; CAS % id 5 69304-49-0) ; 5-( & & -2- &
A ) - PREE (CAS B it 5 81751-48-2) ; 5—( [k & —2- R L 4& 3L ) - JRmwEng ;K
WEWE —5— R IR (2, 4- 2B WENE —5- JRIR/K G4 5 Aldrich#27, 770-3 ; CAS & id %
23945-44-0) ; 5- FIRWENE (Aldrich#22, 458-8 ; CAS Zil5 1820-81-1) ; 5 FIERWE
BE (Chem.Sources Int” 12000 ; CAS &ic 5 4425-56-3) ; 5~ L EE IR IE (Aldrich#23,
044-8 5 CAS XF it 5 4212-49-1) ; 5 LMRFEFRMERE (CAS XFid 5 37107-81-6) 3 5 K
W mE (Aldrich#85, 847-1; CAS % i 5 51-21-8) ; 5- fiflt /R ¥ 0 (Aldrich#85, 785-8 ;
CAS & it 5 696-07-1) ; 5— FF &L R me g (g JR W8 0E ; Aldrich#13, 199-7 ; CAS %
it ‘5 65-T1-1) ; 5— fif & & W& g (Aldrich#85, 276-7 ; CAS & il 5 611-08-5) ; JK W%
WE —5— % & % B8 (Chem.Sources Int” 12000 ; CAS & it 5 5435-16-5) ; 5—( = & F
By - RmEng (Aldrich#22, 327-1; CAS &5 54-20-6) ; 5-(2, 2, 2- =@ ) - JK
e (CAS & id 7 155143-31-6) 5 5 ( L L5 ) — JRIENE (CAS X id*7 60007-38-3) ;
6} 35 R WEIE (Aldrich#A5060-6 ; CAS ¥ it 5 873-83-6) JRMENE —6- MR ( FLIH 1R »
Aldrich#0-840-2 ; CAS &1id'5 50887-69-9) ; 6— FAFLIRIENE (Aldrich#D11, 520-7 ; CAS
BAL S 626-48-2) 5 FRMERE —h- L —6- TR (5 R IEFLIE R 5 Aldrich#19, 121-3;
CAS #i05 #7164-43-4) ; 6— Hv?z;%& —5— WANFE RIERE (6— 3% -2, 4- 35 —5— WAL
WEIE 5 Aldrich#27, 689-8 ; CAS &5 5442-24-0) ; JRMERE —5— F 4 —6- R -
FLIE IR ; Aldrich#42, 513-3; CAS & id 5 00000—00-0) ; FlJR BEIE —5— HH I —6- F2 iR
(5— FHFLFLIEER ; Aldrich#18, 528-0; CAS &5 600779-49-9) ., #i4h2 5-, 6- Fl15,
6— BUAR 2 PR BEINE K Bt bR 9% g 1] 45 [ N2 K Edmonton 2 I KH TR B AT a7 (www.
generalintermediat) A2 / s¥y%[E Cedex 2 Interchim /3 7] (www.interchim.com) , gk n]{if ] Fx
WEFAREIR . ORI A BT AN BRI S5 R T T 30,

[0301]  Ji& 6 A1 10 nj Wy B Rk RIES, J5-—IE8EA, nl A AR GRK. i, b
G ] A B AR AR S A S0 & e Rk S5 e W AR TIEFESE B . 2 DL Vogel,
1989, Practical Organic Chemistry, Addison Wesley Long—man, Ltd. #John Wiley &Sons,
Inc.

[0302]  FVFILZFHENELE LeH b, iz 6 F 10 S/ BRUPKIERE B R WEE 2 I HUAR
FER® K/ 5k R® AT TE A A F B AR (W B e st . AR 2 ARY 3 (55) (KRG
fif e SUBARL AR 2 B ReRE R i, HXT TRAREZR ZEHEE BN S . HEEEEY
PRI T T UL S MR B A R G, ) W14 Greene & Wuts, T HLE B
PR, 55 3R, Mg TAE, 44 (1999) FFHp | Hz sk (LR
“Greene & Wuts” ).

[0303] — I 5- SURMERE (Aldrich#32, 937-1) 1E RN IEW i ke (D IR H 4k
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33/444 T
SE B 28 VB TR Ja) . Wl
[0304] g (a)
[0305]
F ). N’ F /‘ N1
Lo I
2 6 |
RSN ‘\N)’\CI Sy ¢\N/LN’U\a2
H f’ 145 H ) H
9
10
148
F. s F. . E 8
ZNH POCH 77 N 6 I/\N'
& 1 ————— - | e 3 |
o &/zgo o /*Lm us RN ),\ Al e
H ﬁ L] N
3

1.

_ 0

2 2

RA'L\Q ‘\NJ"NH/L\W
3

13

[0306]  FEVAR (Ta) B, R, R*. L' ML 40s5GHimsse (D 22 X. WRIEHRMA Ta), 5- &
FRIERE 3 5 POCL KALT) ™ 42 2, 4- =& —5— FmsnE 5, HAR)G 5t 8% 6 8L 10 V45
WPrE A N2, NA- XU 5- 8 -2, 4-WEBE 1L s 13. UUARAXIRK 2N, 4N- HL
£ —5— GREL -2, 4— WENE T fE 9 RIEETAE 2, 4- AU 5 FRMENIE 55— &% 10( LT
A 2- GEE -N4- BT -5- Gl 3k —4- WEmehg 7) BE 2 M B2 % 6 MRS .

[0307]  7E5 — 2545 BAR S, ARBAE 2, 4- Bug etk ST dnvi e (Ma) i
(ITb) A B¢ Ut I AR BUAR B R S AR 2 amene & e, F -

[0308]  ¥ifE (ITa)

[0309]

7
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Re R R T
] 1
T P % N
5 \ — 6 /& e S \N/I]\
HN"¢ ?«&o BifH, P ONTGYo  GrEmam) TN CITeX
H BEALYER 2 24
20
6
o RE
aﬁ ) Rs $ 1
R A 10 R A e @
5/ N‘ 5 -4——————--——-',,3 . \
e A M i HeN ‘\N)l\ e R
RYONTONTEUNTTR YN 26
0 28
[0310]  yiFE (1lb)
[0311]
R®
6 (] - &
R Y7 “NH 10 Rss/ NH POXg Rss//lli
a N/&O EESAEIL RN I;,/&O (REmm
20 23 25
2
PRA@'L\N|..|2 6
21
R RS
R Z "NH POXg i /a N'
. s\m& 2 AN —— S
PG4 \H 4 N 20 (EEim pGR(L\H 4\';1 2 “X )fﬁ%ﬁ (= B 4 N 2
29

[0312]  ZEWFE (Ma) A1 (b)) &, R, R*. R°. R®. L'. L> M X &0 A7 mh ORI
B XA PG R R, ZHAAE (Ta), HWELE 20 1) C4 M AHMEE 58 LG MR 5
PG R4 L= A4 NA— R 2 fawgng 22, X FAEHA T HIHEENEDT Z 2R KkES, &
W, Vorbriiggen 1 Ruh-Pohlenz, 2001, IFEE& T M, LML FAR, 44, 5
1-631 B ( “Vorbriiggen” ). IR HMELE 22 RIEARMSAF T AR AE X405 T C2
PrE AT A2 2- G0 —AN- R —4- WEEfZ 24, 5% 6 BeE 5 C4 IRHME I 2473 1
5% 10 (G R NF=AEREE LA O 2 2, 4- BnE
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[0313] Bk#, ZH WM (b)), MEERE 20 7] 5% 10 s R4 iz 21 W Ly 7l =1
NA- B fmEme 23 5L 27, SR IR L2 B M PEme n] AT iR it . EIRY (7EN4-2
HARZ fumsue 27 o ) Sk 6 RV UL AMRE S (D 2 2, 4- BEE ik,
[0314]  WIVENUALAE (Ta) A1 (Ib) A R 4G4 s s H 22 v 45 e s ng B 6 (IEAFREIT) e
wERE (Aldrich#14, 201-8 ; CAS &it'S 71-30-7) ; N'- Z k% nE (Aldrich#37, 791-0 ;
CAS &il'5 14631-20-0) ; 5— FHEMERE (Aldrich#27, 159-4; CAS &il'5 2022-85-7) ;
F5—( =g L) - Mumsng . AT ARURE (Ma) AR ERY) Al 2 3 Y e ms g v 15 H
£ K Edmon-—ton 2 IHZE K A1) A A+ (www.generalintermediat) 2 / 8% E Cedex 2
Interchim (www.interchim.com) , B[ FARAER A 5. LEEURIE 246 715 R
D i R Al L

[0315] 75— 2849 Ui BH 2 HARSE i) o, AR B 2, 4- Mg — g4k -5 Y R] dnmi s
(1) A Pr2sf) B H ) NS HURBUR &MU 2 2— 3t —4- WEWEBE G Ak, T -

[0316] e (11D

[0317]
R R®
5 6 RS 6
~ ] > ~ L
HO™ 4 N)Z\NHZ Z,LLR,_ HO” 4Nz H/ “R2
3 . 3
30 31 32
POXg
Y
HS Hs
5 3 RS &
R~ 10 Z>N'
T 0 = ‘ )
Rr'-z\N 4\N)2\N’U‘Rz X7 SN H’ “R?
H 3 H 8
1) 34

[0318]  7EyFE (D ', R®. R*. R°. R°. L'\ L* M X WIsCRimifsE (D 2 @XM Z K
IR AR IV A BRI k. S WA ), 2- FEEE —4- BEREREE 30 S
6 ( ST R AR 2 B 21) W A=/ N2— BRAR —4— MEmelE 32, HAR 5 an s an irid sith
PLF=AE N2- B —4- 36 —2- BRI % 34, TR REY (Pl REs — PP s
LRI ZNE 21) e Sl 10 R NVIRIERIE SR O 2 2, 4- wE ik, i, WENERE
30 AT S WAL 31 K.

[0319]  WIAEAVEAE (1D MARLEY AT H 2 & 2008 2- BEdt —4- Mg B 30 A HG ({HA
BRI T ) 2 5k —6- G4 —4- MR /K &4 (Aldrich#A4702-8 5 CAS & il 5 00000-00-0)
Fl2— fEEL —6— FR AL —4— WERENE (Aldrich#A5040-1 ; CAS i1 5 56-09-7) . HAT[1E A
DA (D) WA A 2 2— gk —4— WEng i 30 W15 5 EE K Edmonton 2 &= K i@ H
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a4 o\ (www.generalintermediat) & / 5% Cedex 2 Interchim 2y 7] (www.interchim.
com) , =) #E AT A PRERC AR TS THHBFORE UG R ITERN RN 2 FH Rt F 3
H,

[0320]  &F, ARKH]Z 2, 4- WERE _fAb-S P unniis V) Prasfl i ] N B EeR
LR 4- Ik —2— mEmE &, 'l .

(03211  ¥ife AV)
[0322]
f I“
Ii Ko, e L,

HNT N2 HNT N 2 m; 10

[0323] %E/MI (Iv) #, R’. R'. R°. R°. L' FIL”#isemiimfs (D ii)fﬁx%ﬂzi%m?’z%
FIL. ZERM AV), 4- WZIE -2- BERE T 40 2 C2- FE3E e CA- Witk ) R BE At 1] 1255
), B S5 6 2 VA N2- B -2, 4 mBiE Tk 42, HJE 545 44 (HALFE
—ANREFEEE Z) Biig 10 Z N —MRIE S A (D 2 2, 4- g k. sy
44 L LA AL FATAA AT 4 N2—- HUAR =2, 4- WEIE T f% 42 ) C4- fE B g3 a3, @M
FEIE 2 A5 (EARGT) ik, Frdmiat (FrmEE; “OMs” ), — P i
R ( “OTf” ) Flp- RN IS ( 2RSS 5 “OTs” ), REANAEIE ( “F
PR £h (besylate) ” ) FH[A] — iZERTERESAEE ( “nosylate” ) o AR 98 22 B T 24
AP AT 24 W & A

[0324] LU 4- EEE —2— Mg B GEY BT AE T 3 BT s AR EROR G Ak, ek
ORI G A R ITEN BRI S FE LT R .

[0325]  7E7—WIZs BARSIEI T, ARHZ 2, 4-BERE A& n] Wi (V) 2541
VLEH BT 2— S —4— RLAEmE g Bl 2- it —4- R MEEH 25, LU R 3iFE (V) iR -
[0326] 7iLEE (V)

[0327]
HS
5 €
H » /)N\1 Ik
—-———————»—
2
CENTE N, R.r'- /l\NH2
50 52 6
ﬁ
R" /k /L1
RB
5 3
R > /JN\‘ f\
~
HNT SN2 Cl R4’L‘N : N)\
3
54
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[0328]  fEWLFE (V) 7, R°. R*. R°. R°, LK L? 1 X A2 (D e X, 1 Z ani
2 aV) FrE X, ZHPRE (V), 2- W& —4- G mEng 50 5 %38 10 OV BLF= 48 AN- B
R —2- WEuE ik 52, HE 5469 31 8k 6 &F AR PREE A X (D 2 2, 4- BEsgE —
Wzo B, 2- Ak —4- BHk - WERE 54 R] 5054 44 [NV ESE S5 6 ROV LA AR
i O 2t EW.

[0329]  HFidEA TAEAWTE (V) BRIV AT H 2 WEiE 50 F1 54 4 i85/, B4 (LA
SAAl UL B HASBR ) 2— BE 5L 4, 6— — &g (Aldrich#A4860-1 ; CAS Zid 5 56-05-3) ;
2- W Hk —4- G FE -6 MEFE - WENE (Aldrich#51, 864-6 ; CAS Yéwaf 5734-64-5) ; 2— JI%
I —4- G2 -6 ALMENE (Aldrich#12, 288-2; CAS Eid 5 5600-21-5) ; Fl 2—Jidk —4- &
F —6- FRREEMENE (Aldrich#A4600-5 ; CAS %05 1005-38-5) .  ZANEBEFL UG 5] 44
H £ N Edmonton 2 in&s N H] IEI%&? (www.generalintermediat) /% / 80VE[E Cedex
Z Interchim 2y 7 (www.interchim.com) , BRI ARHEFIARHI % . LHFORE U E KT
ERE RS ZH LT R 0.

[0330]  BYF, 4- Gk —2— MERE[ZS 50 Wl UNALAE (Va) i vl BH A ) 4% -

[0331]  7iF# (Va)

[0332]
O Rs
RS NH R5
RS - /Jl\ —_— /l\
M NH2 NH2 NH2
(0
53 51
AI’COSH
RS RS
RY / N, _Pocls RY / N’
50 O
55

[0333]  FEVFE (Va) H, ROFIR®WIZEargiM=X (D Fre L. R (Va) #, “3RHEE53
SRR TG4 2—- BEnEhE 51, SR m- SUL AR, =fid 2MEUR R EAL A
BN N- B AL 55, HARE b LLF=2E 4- &AL —2- WENERZ 50,  XfR.2 4-
FL —2— WEIE H S n] R PR AT & Y i 3RS

[0334]  ZE5—UiH] ARz iEfrh, ARAWZ 2, 4- WEIE JEAL S IRAL (VD) Br2sf)
VLRH ] NI sl A S IR 2 R FF i &, W -

[0335]  yaLFE (VD)

[0336]
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. HO, OH
R T\
A~NT2 N0 21
_Oj H ~—Z HY{NI}CMOH
N & 1
N B0 2
CARNF 60 pape-tiy 4\N’§o
H s
64
R ERFIER
RG RB
R $
R /5 N 1) POXs e 2 “NH
L e, - 2 KK
H"L\N ‘\N 2 N’L\HZ 2) 6 RY N7 ATNTZYO
H 2 H H :
m 28

[0337]  #ifE (VD 1, R®. R R°. R°. L'. L* M0 X ansepiiiife (D 22 XM _EFr PG
FKon i Ae AIb) AHXRT I R 5. RIERRE (VD , K 60 BA C4 RN LUAMES
Ji 10 BRZ AR 2 M 21 192 043 1 1 NA— B 1Y 62 8% 64, N4- HUAR 2 62 BX 64
IR — AL 2R ER (3 “PG” RIRIR — AFE LRI EERS ) 774k NA— AR s e
28, HJGRAILE C2- fr'a s mitb L 51Z 6 V= ERIR g (D 2 2, 4- MEng —f%,
[0338] W 1 R A AR AR T BT B G Y R A, W (VID ol vl 8,
T

[0339]  yihE (VID

[0340]
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Ho, oM
RS
RS s I>\
N 2N o CH,0OH
1
HO, pH R4 L \u G\N/go
R® ‘e, s /.w/ 3
RE__¢ /E—>‘CH OH - 62
h /L o §
HNTON"EY0 JHo, o
3 21 R [
CAR AL 5 N1 O
L2 >
PER4TTNT N0
3
64
BB ERPEER
Re R®
5 6 RS 8
RN 1) POXs 7 NH
2 s M = LSNP
R ONTONT2 N7 R? 26 RYTONT4TNT2YO
H 3 H H 3
)] 28

[0341]  7EVFE (VID &7, R’. R*. R’. R°. L'\ L* M X W0sERiHife (D FrE SCM Ebn
PG Fntn B iHe 2 R 3. WAL (VID, BIRTE 60, T 70 HA C4 AL LA
i L5 B2t 10 sREBARP 2 B2 21 B RN 20 0= A4 NA- B2 ot 62 sk 64, iXHEfI T 62 F1 64
SRIGUNE TR (VD PR s DL =/ — PRI 5 =0 (D 2 2, 4 mdmg —H.,

[0342]  HUZAVLFE (VD) F1 (VID DUEZBEILZ P20, BRZERE NAIXT N 27 - FH&
BERZAE R 27, 37 - ZREIZHERZE, DL TRERE B T A% S BE AL %
WRI1EH .

[0343] RZTI/ENWAR (VD A (VID w2 & 4E Y 5 ) bR 17 AR AT 7R 3 2 o 20
A ATELFE CLASE Ud B AN BR ) ) 56— — 4 A 28 —27 - ZSE M (Chem.Sources#ABCR
FO7669 ; CAS % ic 5 66, 384-66-5) ; 5— i JR 1 (Chem.Sources Int” 12000 ; CAS %
it 'y 957-75-5) ; b— AL 27 — KA PR (Aldrich#1-775-6 ; CAS ¥ id *; 54-42-2) ;

5— SR (Aldrich#32, 937-1; CAS B it 5 316-46-1) ; 5— /R TF (Aldrich#85, 259-7 ;

CAS & id 5 1024-99-3) ; 5~ ( =@ I ) JK & (Chem.Sources Int” 12000 ; CAS % id
5 70-00-8) ; 5 = I -27 - X R (Chem.Sources Int” 12000 : CAS & id %
70-00-8) .  FANEIAENVLAE (VD A (VID BIAREY AT H 2 R AP 48 0 &
K Edmonton 2 i &= K@ H A 8] 4 2> ) (www.generalintermediat) % / BX 7% E Cedex 2
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Interchim 24 7] (www.interchim.com) , BCATALIARVERE Ao REEURIL G 7 VE )
E G S T o Rl N As L

[0344]  ARHIE 2, 4- WEuE b Gl nr anym e (VIID A (X)) Brasa) s i 59 A2 HL
R WERE ) g2 — B Z eS8, Wik -

[0345]  ¥iukE (VIID

[0346]
L2
HN” R4
Ci .
1 / N
- f\it 1 10 L s Mo
Rz'u\ 4\N ) N’L\Rz R2TSNTAOSNTENNT CRR
” 3 H 148 H ° H
82 84
k]
¢! ¢ N SR
6 5 .
=N 6 Z N 10 6 ZZ N
; > J\ > y )'\ 1 —— - 2 s /‘k .
NS
(o b ': ZCI [ MR} ': 2 ﬂ/l’\nz H"L\N ‘\';‘ ? H,L\Rz
80 81 85
1
Hnt > Re
6
< N'
L 5\ I L?
RETTNTNTINT TR
s
83
[0347] yifE (IX)
[0348]
Ar
L
L & L}
R2 ~ 4 2 o
cl NN N R
J
c o o7

| L1 (N I
RN N gl
H )

Suzuki
1

9
) -
(o]} 2 2 R"SN:
NF N 6 O A N . cl :
Sk - WO e O
o N Ra""u Sy R X
H

N‘
1
9 ]
v Rz'L‘H : N)’\ﬂ’u\ﬁz
s
% 92
95
.
HOR BnySnH
NG
1
LA '

U
N C'Y\Iw
9 R2” U\ N ‘\N)!\N/LLRZ
H 3 H
99

EFFE (VIID M IX) 9, R’ R, L'- MR WELargmx QO freX
F“Ar” EToaRa S, ZEZERMAE (VID, 2, 4, 6— == B¢ 80 (Aldrich#T5, 620-0 ;

[0349]
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CAS#3764-01-0) 5[k 6 2 [V =R IR A1 « LEHURZ Mg S -, — - A=
Wi 81, 82 A183, HonlAff H R AGRARENIVE (HPLC) B ST RIF AR BERILE, o — Al
TR 8L 82 I HE— 2 5 6 & / BR 10 N LLAY BT A N2, N4, N6- —H(ft -2, 4,

6— MEIE = Jlz 84 1 85.

[0350] N2, N4-X(-HAC-2, 4-MWENE g n] R BUTiRe (VIID 2 77k i A 2,

A= ZEHk -5 HLMENE L 2, 4- Rk - MR VR RGN Hl A . FESR T, AR
T T AL A 81 1K) 20 — B W e, 4k, 2R AT I BB A N2, NA— AL - B
18 -2, 4— WEIE i,

[0351] % % W M (IX), 2, 4, 5, 6- /4 & MW ¥ 90 (Aldrich#24, 671-9 ;

CAS#1780-40-1) Ly hyid & fi% 6 S L™ A =ik s IR &) - 92 F1193, LT
S A JZ T (HPLC) dz,ﬁ;j%nisu\ FE AR ﬁuaﬁ{ﬂﬁﬁﬂﬁﬁ N2, N4- X - H
-5, 6, - “HUKE -2, A- WENE TG 92 T F C6 B SEIIER 94 HE— D R e
EW 95, B, AW 92 WA AR ARV AL N2, N4 X - BUR —5- q;j-g G- 3
B2, A-WEWEJEOT, 2, A- WENE I 05 # 1 5 BrySnH L RS TR 2, 4- WE
% 99.

[0352]  SRIZHLARHN T, WIRRUIZ 2, 4- Mg, £ B2 7k e
HIHAl 0 5 ik s, W LA A & A B2 D 4h 2, 4- WEIE AL S WK IR ) 5
Ko/ P REERSEGT U TR (O T, Tk

[0353]  ViLAE (X)

[0354]

IL w Ik
102
2
R"LzN A N/ai\ OR® 4’L N 4 N/k NHR®

< f @
2 —'0
L I‘\ 4’LN~NJ\ NHR®
R N‘N’ OR

106

[0355] fEWFE (X) 7, R'. R°. R°. L*AIR® Zlnﬁ'aﬁu,nﬂ‘@ft D) PrEd. RY & B
SN R, FIR] 2B R AR BN . SBHE WA (X)), REBENE 100 # b 5% 102
T AL e E 104, fFR% 102 1, RY T 5N 100 2 R AHFRIBANA . [FIFEIRER
B 106 T] A4k Bl FR IR G 108,

[0356] 2 AMMFEESLEIVLE AR (XD b, WE s

[03571 ik (XD

[0358]
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H‘l )\ /©:>—‘(NHCRC R4' N 4 N/L RCRC

Rﬁ
ZRSI/‘{IN /@—O/—(NRCHC —2 LY Il\)\ /O Fo” weere
H"L‘N ‘\N R

H o e

116

[0359]  fEHiFE (XT) &, R R°. R°. LPFIR UWERTEHA (D freEX. BHERE
(XD, WEH% 110 8¢ 116 #5 i1 SR P IET 54 112 BIMNREE IR [ MR 7 i 46 AL i 114 8%
118, HAth A 2, 4—wEng —HA YR & R 2, 4— Wi — A G- W 24 S+ 3 &%
TG AR A2 S 171 2 T o
[0360]  EARVFZ EIRIHIR K& BIRAE A Ul B OR3P R BT, R Bz 28 NAE —
e ) F R ESE R®. RY. R, R°. L' J / Bk LP AT TR BRI B e . T IR
PEL R E SCRARL CREIR ) BP0 By BB 1K) i SCFIFEARE € & it HH BT AL AT 2 4
SE . HXBAZIR A R B S A . e ORY AL A G O TR N H BE AR B AL
FHTE ] RN IR Greene & Wuts .
[0361]  RIELA N (D ZATLY A LR IVAR AT IEfR & . B, i%SE AT 25w #
HH N A @ AR Sl e g O 12, 4-8Eng il . AT RNV
Azl A X D) BIRT 252 4482 AT AN
[0362]  EAEHOR I LL— A sk me i, LLASRAERFE (D -UX) HHIEE R 5
ERSHL G 2RO . XN THRHE S, 3% 7] 2% Brown, DJ., " BEIE" ,
I X AL A ) 4k 2% (The Chemistry of Heterocyclic Compounds) , 2% 16 #t (Weissberger,
A., Ed.), 1962, Interscience Publishers, (John Wiley & Sons H it FEHT] ), 414
( “Brownl” ) ; Brown, D.J., "7 BEmg” , ZR{bEWILE, 55 16 #f, Supplement
I (Weissberger, A. f Taylor, E.C., Ed.), 1970, Wiley—Interscience, (John Wiley & Sons
WA FEET] ), 429 Brown 17 ) ;3 Brown, DJ., 7 BEBE” , FRMALEWLF,
5 16 ft,  Supplementll (Weissberger, A. Fll Taylor, E.C., Ed.), 1985, An Interscience
Publication (John Wiley& Sons), 21 #%j ( “Brown II1” ) ; Brown, D.J., " WEEmg ",
FIMMEE A2, 0 52 it (Weissberger, A. Al Taylor, E.C., Ed.), 1991, John Wiley
& Sons, Inc., # 4y, % 1-1509 (Brown IV” ) ; Kenner, G.W. fll Todd, A., ¥4k
44, 56, (Elderfield, R.C., Ed.), 1957, John Wiley, #1%y, 7% (WENE) ;
Paquette, L A., Q¥ ALE2JE ] (Principles of Modern Heterocyclic Chemistry) , 1968,
W.A.Benjamin iR AT, 42y, 5 1-401 71 ( JREEWE G AR 313, 315 0T 5 MERE A AR
313-316 UL ; HLIEMEWE 4 %55 315 T1) 5 Joule, J.A., Mills, K.F1 Smith, G.F., Z%¥f
1k 2% (Heterocyclic Chemistry) , 3™ i, 1995, Chapman F1 Hall i 4, ZEEAG ¥, 5
1-516 1T ; Vorbriiggen, H. 1 Ruh—Pohlenz, C., % & T M (Handbook of Nucleoside
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Synthesis) ; John Wiley &Sons, 2%y, 2001, 2% 1-631 5T ( # rBLAL/EN] 2 BERE 1 R4,
B 90-91 7T ; MENE Z AEkE AL ALAEH, 28 91-93 BT ) 5 Joule, J.A., Mills, K. # Smith,
G.F., Z43ffb2%, 4™, 2000, 26 A4H Blackwell Bz H R 2], 25 1-589 L 5 FIS
ZH WA A (Comprehensive Organic Synthesis) , 2% 1-9 /it (Trost, B.M. ll Fleming, 1.,
Ed.), 1991, &[4k Pergamon H it

[0363] 6.4 Fc 25 5 Ze ik iy /E H

[0364]  ABEH.Z UG 2, 4-WERE AL A PIEI S B0 CRe A2 ) 4EM Rk 7E H 2 Fe
ARG TR, AEAFEERSEH], AW AIE SRR AN (g Tl g ek, e AT
MER, BB S REGA A ) (1 BURAEZ Fee RI & Fey RIfES k. HE R ARG 440 iy
WA AR — R CRUFRE W A S R AR ) T R . SEE L
— H BT (AT (Rl ) fekysk & /Ede ), o fiun - Rt TgE duik &
IL—4 ( 8¢ IL-13) FHAWE WG E B 40 MG pl DLEL 2 21 1gB 254 R difh. XL id )
JE - e S IgE i AR EERN ) Fee Rl — HEAHUR, 454 Fce R1- 2 1gE #{AZHE H.
IgE 2G5 # S E L, H 5 3040 Mo i e ok V8 1 0 25 AL A A i 3 2 Bl %
/) BRAE R, ZEFENREIEAS L. OB (B, JeREs OB R R ) . HEK
AW =Mz (B, LTCY) , /MR - 35EF (PAF) FIarsigsE (#lan, PGD2)
—FRF) K42, A4S TNF-a . IL-4, IL-13. IL-5. IL-6. IL-8. GMCSF. VEGF
FITGF-B o XEEMAE N K2 / ok FE O 40 MR K2 / ol A BRI A PR Ay PR E R 35 2 B of
IR B, PR SRR SER R R SORES 2 N

[0365]  iXSETELE 2= ORI FH 5 B0 A A R ORI HABAY 22 A R TR i K, / B A
M2 Fee RUFS5#H WA 2 PR/ AW EHATE 2 4. &K 2, FceRI N
IgE- 4562 a - KRB I6, B IRPIC, FMA v IR0 (v AT EAR) B4 Rk i 2% DY 58 4k
ZR. FEHZMEER (B8E, H 1gE— v i BUR skt 1gE HifRkek A B ) 1 Fe e RI
gty 2 IgE (ASHES & Sre AH R IS Lyn 2 SOk 5 G F1E4b. Lyn fE4Me ) B A1 v KA
JC_E R AL 0 0 52 AR B BE FR L A IE AL T ITAMS) , H: PEGHAN Lyn & B IR FJUH Syk
PR vy RS SRR RO . I B2 A DN, S B Ay R A T IR TR
WAE AL, BRI IZIE Rz oAt sy, 40 Bk 3. LAT FIBEIEES C— v PLC-Y) .
Wbz PLC- v FF4G 3308 (O S C 3L ER A Ca* 23)) ( HL 38 5 KPR /e P v
) kiR, Fee RIAZHEWMIGE =P B ERM 2 H 25 FIELNE AT (MAP) %
B, Mgiie ERK1/2, INK1/2, Fllp38, XLEEEARFITEIERT KR (proinflammatory) /1
A& (5 TNF-a FITL-6, PARJERAAEA =M= CATCA)) MG~ 2 EER.
[0366]  HAREAH UL, IS Fev RIfE 5245 FARI 15 S IR IR H — L[/ ou k. &
TiHh, {5 Fce RI- #f. Fcv RIWHEEERILIFIRG] Syk 2 v MBI 2KA/K, FME Fe e R,
Fe v RUME S ABCIEAER 230 CREAE ) BRokitEH . LA v [RIA SR AART 5 i
TR 2, 4- W RS R4 Fe Z A aRE (BASFRE]T ) Fe o RI M Fe ¥ Rl
[0367]  AKHH 2, 4- WERE AL A INH] Fe 52 (55 GBI BE D n] ZE 3G AR b 46 A 1
BRI BN . FfE Fo e RI- BEA ER0REH B3 e 2 @& U e P /e Sl B . 7
— AL T, B AT Fe e RI- G2 2 F0RVE 22 BE D i am it (1)l BE K sk e sk 41
o) B &E TARMHEK 2, 4- g RS 1IL-4. 40+ (SCF) . 1L-6
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1 IgE A77E NAERK LA N Fe e RI HRIL, H.UAPL IgE Hifk (8 IgE- Fr ik fm ) )
W ¥WH2E, H A Foe RUMG 5 W m B / 86 A AL 27 A AR sl H A4k 27K
IR H ] AR PR AE R R T o = S NI WA M (2, gollsE A &8 T
WAL S Wi ) Btz M EsalR st i, ElENfsadnzegd, 5§
R AR LLEL, 77 4R 50 Y% kb 2 AR B A SR BE IR S 1Cs.  FH TARE
Z NEKBE TR A M PR G4y ) P ik &9 & i 2 BT T 3G AR R 2
M2 A e B, WS ALEY TG 57 BT N 2ERER 50, IR BWg falat JHa )y o=k
P8R 2H R 8 PR 2 T 4 52 o O RN I R ASE B 2 N s A Zh . PRI, ARE N
AEOK BB AR AH B ] )2 B sh A I8 (Y A an, ARSI FLah ) 2 A R B A,
FH— AT AR RIS 2 A LYY, B S S FLah el s+ SRR, FIA)
PAF. WA T AT INARIMEEE 2 41 M KRR ) 65 ((EASBR &I T ) A4 24 BN 2
HRE. BB D M AR AR, DRENE R4 (T AE BB e BRIER4ERE “BMMC” )
PR HEMEMM ( “CHMC” ) B HAMZHZ MBI a2 8 ASRAE KR4I, s M By 9RiX
M A SR 7 1o TN B R AR S B (S0, #lhn, Demo A, 1999, Cytometry
36 (1) : 340-348 FIAH I 3<% i &5 10/053,355, FIiET 2001 4 11 A 8 H, %%
NUGIHZ T G IFEARICH ) o 88, WA{FHTE Fe e RIAE 5 GRS ALAT H IN 250
Rz HAMSS ARG A, AR5 Wirg A 4n ik,

[0368]  BIHULZAE NN, EEZAAEOBARFIAE B RIER . MR SRAH A —F T
H UG EOE L Fo 32815 5 g B8 iR i %/ BE AR s 58] B, 2% K1, FeeRI
15 S HWIRAENE R J / BRPE A i 2 vE AL E H S EUR L B FilFFF.  #lan, Fee RIME
T RIS AAE 22 1 2 R0k 3 802 PO ez AL S e AR R R 2 S BB S (et
&, BRI G 1-3 438 ) o Ik, 7E—BARSCHERI Y, 2 B i AR SRR R A,
WURE HLRE S 1 (R AR AR T ORE(EE W AP T Mg o mrh ) o I gle e &/
s EAN K] 2, 4 WENE AL SIS T Tk — R S R AR sl A i) LR (B4
BRI T ) F0Rr — e S 14 % 25 208000 dn N e R 248 gt 2 11 I 2 FORE — R S5 M 1 487 4 20 2R i
FIME R . EEILSRF R AT R AR, HEF2erh2meEn. #a, 28
JBR A I A /Bl OO R RE TSR] 3 HH B IR A m] A s2 i (I — B T AR O ) B4l
MAE A S AR B R BMEE. %S J S CZ AT ER. 7l
W, ARG ERE A2 R Z-Gly-Pro-Arg-AMC (Z = ZE A 3L ;. AMC — 7- Ji%3& - 4- |
FEFHE 2 ; BIOMOL W98 = A ), JEE 5 M Plymouth Meeting T, M4 PA19462,
H &5 P-142) Fll Z-Ala-Lys-Arg-AMC ( F# 35 407,  ICN £V 7 AR ET], 3£
& 0 Livermore 17, HEZW CA 91550, H'5 AMC-216) 1] H 2k i &8 AR I i 2 3 45 (A
Bz $m. WGBS i 4— B4 umbelliferyl-N— Z L — B —-D— AL % #% 7 (Sigma,
56 [ 2% o BN 26 4% 20 i, B % #69585) W] HH Sk s B ATRE K OO LB B, LR
Wz 6 s v A T B I R 0 o e WUl 2 (ELISA) 1 41 Immunotech 2H 23 1% ELISA AL
#IM2015 (Beckman—Coulter A7) ) E . EmRISFE CIBE. NN AT ZH 23 R U 4ar ik
TR S B . XL IS 2 TP AR — AN AT R A e BR A o AR B 2, 4 BENE
WAL SIS Tk

[0369] FIRZFHE 1, FHRCRAER N ILAHE Fe e RIS 5 RBEIF 46 1 i N H ME— 11—
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Mo BRILZ AN, S 5 ER AT 2 WAL T B0 Mo PR A4 43 32 (chemokines) {5 41 TL-4.
IL-5. IL-6. TNF-a . IL-13 F1 MIPI-a WEH & MRARE, ARG B =i
(B, LTC4) . IM/MRIEAE T (PAF) FIRTFUMRE IR BRIk, AUCBHIET 2, 4- MEug
TR S AT FE HHOE BB P IS R X/ BE RZ A ARTR BT VAL A
[0370]  ANMRIZSE LR DS W0k — R Ry, IXEe” IR B /MATE Fe e RUE 54
BEHIS AL JE AT ZIBE . L, 2 X B IR P BE AR, R AZ /N Oy 2 35 A0 4 it
WP IE IR R = A A R (RN ) AR e &K R i a). 8%, PAF fll
BRI 40 3 = 4535 C4 1F Fe & RUIELZ )G 3-30 /- BB A 125 40 Mgk 25 AR LAt R oy
BEANAERAE Fe e RUIEIL G 4-8 /NP . 1& A THIR AN A 2 55750 TR T B0z IR R
FOEEMAP . Frikfe b A s B

[0371]  REE BRI IR MY B th e A A AR e = E— B AsSeiEwh, %
B () n[ffH ELISA fbi e, &E&T e TNF-a, IL-4, IL-5, IL-6.
R/ BL-13 = ELISA LIS B 1] 15 H 5] 40 Biosource [EBr 24w, £ E i Camarillo
T, HEZRM CA93012( W, #lanHHES KHC3011. KHC0042, KHC0052. KHCO0061 F
KHCO0132) , &A1 T8N IER I A =M% C1ALTCD 1E 2 ELISA L&
19 H Cayman {224 7], LS VHHR M Ann Arbor 117, HEZ MI 48108 ( &= WL, #la1, HF
= 520211) »

[0372] AU, AR BHEGWENE 2, 4- WENE ZAG 0 RIZY 20w M s AR 6T
Fc e RI- BN 2 FZWORAE A S/ B AR IER G ) 1Cs,  ANTETEARSME 4 I &, N A
S B FTIR PIEARSMEIS 2 — o A8, BBk 2N TR B RK 1C,, 2B, HlanT
100 M. 1M, 100nM. 10nM. InM. BCIEZ T 2545, A %

[0373]  #AIE LA RN LR I8 B A A w5 R A R BAE B0 s 98 T A1 7 81 AR
HZASFS Ty wln, JEENR LTCA A 280 M W i ) — B A s B4 2 20 &
TAHREL 1000- FLL b AEN 5354, FREEARER PR A T i B | v 2 41,
NP R D S R s A s . R, BOARFDHTAAT— PG Biriie 2 A 2E A R i
BT/ B AL B 20, e 2l BE 2 B A HD ) 22 A el B 22 43 2 AT IR A
RIIRE I I / eNE A & B i s, Gz e A & 4 m] FH ol el et e 2 el 5 22
A TZFER IR g R 2 RIAETT . an, FDHEIT A 8 =PRIk - Fokr - RF
S ARRFNAN MR — ) FH VR IT S TIRG R R S T I UM s N L R S R e 18 M
JEAR o

[0374] AU BHAL-G P HIHI—Fh BB DL b2z Ak (il an, Rk — R S MEGR B BE ) IR
Bz e il AE ] ER &R AR AMEES (BCHAR R [R5 2 3G R AMEES ) A Hii o SR A
IEARKAE R L 1Cy, 8. BEEANE] Pl L B2 ARSI T AR SR BH AL G4 I Y
RS RE NIRRT L NFL 200 M [F IC;.  #lal, 2RI 1 u M 2 0T AHLURERE T
ICs ICs 2#%) I InM 2 % T =42 LTCA G b / BB IK) 1C,, (IC-" ) Z AL 43
HIRN A CRURL — R ek ) FGRMr BRI VRN 50—k, 2 10uM 2

[0375]  IC, ™ ™EF™, 10 M 2 I1C" Fl 1 M 2 IC,,"™* 4L & W30l B & ( BikL — 4
SPE), HERRAR S E N AR . BRI R se )R F 28 2 — AR AN A
ICsos HAEFATE I 2 & 1 N AN ] 3R A9 22 20 al TE 2 D A 5 — B 2 AN 2B Y 2 AR ) 1C 500
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AT AR E () FE X (5 MR e G2 1C, AR AN X # Gz 23 2
EAEZES i

[0376] W] | FH AHALL A Ak 56 A s A HoAth, Fe (90200 Fe a RI,  Fe v RI & Fe v RII) 324K JF
WIS S5 SEBRIEIER, HAATHUEIE. Hlan, &30k Fe v RIE 55 S 16
FIPERLT LRI A B ifIA,  (ELIRA0) 4nss BB DA 1eG A1 IgG— R 7 PR i AU B A 1%
FRIX EE A i HY AR IgE F IgE- 4 s P BUR BB LIAVE L Fe v RUE SRR 4. EEiE ™Y
S VEAL IR LA FoAh K Fe 208 (it s v R BRI Fe 5246 ) 11
HIHEIEH,, AMRAKIZE ZE RTINS0,

[0377]  —HRHIA R AL G AFNZSE FA A AHSE N 1C, 2 FIHI BRI R ok — e 5 P A
R I B RZ BT 2, 4 WERE b &) . RAMHSERIE SN RER L 1C,, A4
T 10- 5 HEW . B RRE B AL S YR IZ S B A NS 1C,, 23
IR REORL — e R PEA R BRI R B R A AR 2, 4- g —ifb-&54. 1
PR B ARSI Y, RS S B A R LA 1C LR AR . A 2K
KEE AN .. OHEEM. 1IL-4. IL-5. IL-6. IL-13. TNFa #LTC4. iZ%4bS5WaT
CREBI ) P08 BTN 5 45 Y M ml B e Y T o Bsk Mk e N AT S 2 BRI B B 9 o s N
I HH 2L

[0378]  FEAR b, HPHIAFT BRI BN RE IS E TR — &Y. A, ik
CEIIR S ] Foe I AR RN S5 R . B, I RUR R 5 A AR R IR B A
B ] S B AR RORE R/ B R SR A A A AR A

[0379] & BiRiTi8Z Fe e RI B Fe v RI Z0RE AR 2 4F, HEK A/ BN Tt e &
SR AE P AT L AR R B R . B, Wik EE 2 (lonomyein) , SR 4N MLKT L4 Fe e RI
B Fe v R 55 SHLHIRA B 3k, BHEGRMR ZPURIEH B3t . SRsHHE
2, WEWIIPLC Y JTHSE (Rl ) 855 T sl ki 2 0RiE H 2 #6124 Ui B
[, It Ca™ BEBI{L Fe e RIME 'S8 B0 VRI AL A . i B, FaniE 3 ritedn, X
AR EEHE R PECRFREH K Ca” Bah M Ca™ Wit . HAh LAty sig5 & ki 1R
Hz B8R A23187. HARPRAEH 2 & T84 3 & =484 Fee RI & / 5k
Fe v RUfE 5 ZIE) B B2 B8 00 ] 4R A e SCHS FH BE T sk 30 ) 54 Fe e RI sk Fe v RIfE 5
2 Bk R AR LR JORAE T — FEIRS L A R B IG YEAL S Y AT ) BB A AT, a0 Bk ie .
F 7 PEHD ] 2 T Fe e RI 8K Fe vy RI- G5 2 R 0RAE FH 4L & 4 AN F0 0 25 ok 48 A
FUE AR NG . SR B R HAR TR Py A R OB i, Bl 5 TNFa . 1L-4.
IL—13 FIER A G LTCA R 2 AT R 2351, Fk, Fe R rEMIHZFH Fe e RT
J% / 8% Fe ¥ RI- @A 2 J3Rioki A8 FH A 400 AN R BEL T S50 1) 20 P e N P S 2R T el ke
S, HLBH W s ARG 5 HOR R AR IR N

[0380] S MEFNI E 8] Fe e RI & / 8% Fe v RI- G4 22 vk 7 F (K 25 = B AL & 900 iz
ZEHDH] Fe € RI M / o Fe v RI- G2 0k kit 54 (Bldn, BHAA/DNFL£4 200 M 2
IC, A7 KPR — 5 FeEA AR B R, WIZEAE T 1gE B 1gG 45 -4 5733 40 M 1R 9 A4
AMEES HI R ) EAS B E TR TR - SR BRI ER . R B ARSI, W
HEIWKFL 200 M 2 1C;, MBS T80k — 1B Rz ZRRAER, tLEWHIA N EA BHFEM
HIE PR - BRZPRAER, Wi AsMEEE B, MR, BIHE LR RS
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P —F R EPRAEN, 83— AT 720k — 15 R 2 ERRAE T B 1Cs 2 WG YA G
Y, FealA . ER - BAARSERI b, SRR Foe RI & / 8¢ Fe v RI- A2 200
FIVE TS T30k — i R = RAE I 1C,, 22 K T 10— 1%, AL &A= A 52 )
BT - B R BRUREA, WAEEARSMEES Il E . EE TIE S TRk - B RZ
FHIORLAE FH 1 1C5, 2 AL B AL FEAT AT BT IR 22 ok /E FHAL S, H A RPURIER 5 R85 &+
BRI U 35 A BB A23187 (ALG. BHE ], S E NN & BT ) AP IgE PLikay
IgB— F S M BURURI S S AL e 2 A5 1E . VPR R BIGREE 2, 4- WENE b &40
TS T8k — 155 R RPN AE I BE D 2 FR R 36 32 (L 28 ST X B

[0381] BuinLE#H N, ZULEER Fee RI- N2 PR /E Pt 2 AL &Yk
B IR, [FIREHIAL & )ik et % v Fe e RI 2 HAT- P At iy ke FH ML 7]
FEH, SRR Fo v RI- G2 F0R VB T IR Bl 2 AL A9 e BIRE R T 1, TR AR
AR REHUATHE Fe v RTFIEFI AT P ILAR Y JSI0Ri/E FHALH] . SIS IR R &
YiE ' Fe e R1- B Feo v RI- B 2 E0RAE FHE I BY T30k — A ZRURER (#1an 3L
BAE R - R KPRAEN ) 10— f5EE £ 2 k£

[0382] AWML ZER HARER 6 T A SCHTIR 2 2, A-WBIE HEAL Ay Syk BB M2
BMADEIF . Wlhn, FEfFA R ETAY Syk BEFRSL T, AR 2, 4- BERE T Rfk
W, B ALY LA Ik 52 s W s A/ A4k 2 Syk B, Hk =S B E [
2 1C50, HAMALGWINE =2 S B uF OB E . Rtk 4, K4
HARSMESE P TR TS MO A, AEPE] Syk Azl (i, PLC-y 1. LAT)
1 Syk MMESE AR R UF (40, INK, p38. Erkl/2 il PKB, 4RGN ) FIBERRILIEH,
AL B 2 Syk BEgI a5 Fi (Flan, Lyn). Lyn 2R BRAE H A #E R
¥ 2, 4- g RZALE RSl mH, TR AMEE Y, EAYE AR W s sk
17 Syk PhmEE P 3N HIVEH (£E 3 3 1850nM 8 B 1Y 1Cs,) FUHAELMMLP Fe e R1- N2
SR VE T 2 TR R e AR B o FR (30 3] 1650nM 7 [ ) : R950373. R950368. R921302,
R945371. R945370. R945369. R945365. R921304, R945144, R945140, R945071.
R940358. R940353. R940352., R940351, R940350., R940347. R940343, R940338,
R940323. R940290. R940277. R940276. R940275. R940269. R940255, R935393.
R935372. R935366. R935310. R935309. R935307. R935304. R935302. R935293.
R935237. R935198. R935196. R935194, R935193, R935191., R935190, R935138,
R927050. R926968. R926956. R926931., R926891., R926839. R926834, R926816.
R926813. R926791. R9I26782. R926780. R926757. R926753. R926745. RI26715,
R926508. R926505. R926502. R926501. R926500, R921218, R921117. R920110.
R909268. R921219, R908712, RY08702,

[0383]  [Altk, ANABH 2, 4-WERE T EALE PRSP R AE Syk R I AL Ak 2 sl 4l
JutbseHafih. RS HKE 2, 7 Fee RUESHRIEF ALK J / okRgmanfuh, Syk B
IR LAT F1PLC-v 1, Hrp @30 CRER2E ) EROREM . i eeymn] H Uk e A
KO 2, 4- WEWE AL EPIRTEYE. R BRSO, VE TR A B I Syk JEER
VB R BCAE Syk g2 0t (lan, CANTE(S 5 BT ik Syk BRIk 2 & BUIKEE 1))
FAE NS 2, 4- WEIE LS OEAYL Syk S 2 15 R AL 2 i ik .  oi&, 1k
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AT DIZRIR Syk B AN BE1T o A B nT PR LRI Syk il , sk ARATT AT BE 1 Tk
RINEH T Syk Wilg. X FA0MAR n](ER BRI Syk g2 . 166+ 50 AL
WU, LR B 3@ M g e 1 5 i TR AR 2 B S 51 .  E& T 2,
4= WEIE AL A TS M 22 2L A S R A A 56 (AR R A9 7 R AL A SE e B A

[0384]  J@E, A Syk FUMFNEIFIRIALES YK R IR T Syk FlIL 2 1C5, 41 Syk 3
BT AL A B P IR 52 T RE ), FETS PRAM B4 Bigfb 36 -h 7E K2y 20 1 M BB /b 2 il
FAE I N AR RAK IC50 (A IIfE 10w M. 1o M. 100nM. 10nM. 1nM, BEEZ HAK
IV ) 2 AL R s A 25

[0385] 6.5 FHI&FNZH )

[0386]  ANATIRITIS, AR IEMHAEWIIE] Fe 52 45 54906, U 2 afs v [FA
TEARIF) Fe 24K, 5l Fee RT M / 8% Fo v RT {552 BE, H B AL 22 R 20 1h 2 50k
Ve FH B A A el R N M R A/ B . B BT IS G, S AL Al 2 20 Syk
Wl E . TP IRREE M, AR RE AL E Y] AR SRS RSN TEIR N RIS
AW Z A1 (ex vivo) 15 LA sl Syk ¥l Hrb Syk Sl yyis — Mg B, Fe 52
A5 RBL A E S R =R N . B, fF—HJAARsziEs ., a4y
TEVE RSP BRI AR N, FESSE BT KT Syk BB 41 B 28 20 b m] A ke 4 Syk Jlig. i
AT AT A e 15 Hoh Syk BRI — A EUE 5% S A0L. % Syk— Kl (5 5 5% S 40K
R ((HEAFREI T )Fce RI. FcyRI. FcyRIII. BCR FIB S HR5 8 P, b
WA n A0S RSN BIE 1A P LR VT LR ST PR B 1% Syk— MK S T S YU T AR
IR ER A VY o S M B O A TE ((EANFR T ) PPUREs B e, 40 MR B
MR 2 PURIVE R . aniiafeAn. AN Re. anfesRdE. AWEVER . N ER & R R i
N LR R Ca™ i . g hh, AAWT A RIS PR PN Syk i, AT rvE A e T
YEYT BTG HH Syk BBV M SE B BN 2 R . AT LML AR BT 2 Syk BN
BEA B35 2 AE PR ) SR g H i R 0.

[0387] 7R U5 — HLARSZHEW H, 3EPEAL ST F T 1 S Fe 5205 5 Rk A / o
Fc e RI- & / 8% Fc ¥y RI- WA Z2PURiAE R, AT 7730 B T 97 8T LA %% Fe 2
IR 5 I el 22 R F AL 22 A R 2 BT sk B A R AE S BT 5 1R 2%/ slAH 2 B
REVRIT PR B R TR e 25BN . DAIE S A R A el J ik
VER HEAE . BT o | A SO S AT BRI 0k m) DLYS AL & 03697 ST 2 B 86 (LS it #e
HASFREN ) e b s A e R sl Ao sy, bR E (i, RS R g A
B RRRPEANG . RN R TR R B Rl A ) . AREYSEIE (Blhn, B Rz BT 4E
e R FARGIEIR . Ier4idh. MAEEZE. MKW FRERGHEN G OUAEZE ). 5
ML Rz i (i, 12MEHZEMENR (COPD) « /LfIE 3 UE & (cardiobronchitis)
FUF NS ) . BEHLN R RGN (Fl, il SEEsie. EaE gl im i g 4 m
), KRG,

[0388] 4 H 1397 B TUB IZ SR N, WAL S B —, — BRI G
RGBS HAR T B T8I A S50 &/ 8BS A R e R IR IR B W B &4
B2y, TEYEALE W T LS AT HAthose i sl R 2 IR S sk A A& gy, Bl
s EE . Mgz ey 5LO HIHIF . B ARG OS2 R ISR TgE RIS 1IgE &
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PN EIF],  1gG R AR 1gG &%, B - {307, ZEBEas A BgEFNHIFR . Bl TTAR,
COX #Mil57) . 2 NS (methotrexate) « FUMIEIRSLIE T 254 (anti-TNFdrugs) « retuxin,
PD4 JHIF . p38 FHIF . PDE4 FHIFIFIPLLLILFHR ( LA EFTFICE —27) . Pk
G LLRT 2545 5 1 2B BV PEAL G BT 25 2 s 2 A R FE 2

[0389]  ALFGARHZ iGHALE Y (BILRTZY ) Mk 541 ml 48 B S JVRA . HEfE .
R, BEACZY L (dragee) — Hli&E R Al . FLAb . BURR. Jerr B AR T 7 E&E . 2548
A 2 A — B P B T AL AV ks 25 B Rl AT A (A i) 2 A A b R] 4
SRR FRBER)L WS sk B E i

[0390]  LORHTHTIR, WEHALEWENTAART, KT /KEW. BHIEW. N-Eisil=Z
bEnlR sz R R T AL R E AL A . LA, 22 R Bl T N U S IR AR ek S B i
TR A, AEA AT TR e EL A T 0 N30 2 R R v A R 1 & o

[0391] ARG HiGG T3 BRI EE A, A, i,
R MRS IR, 28 et SN FES 25K B, BiE. REAR, B0EE T
W N B SIE 42

[0302] X T/l dy, WEMALEY (56) BUATZY (55) TLABCE . BES. B 75
. BIFEEE, ANZECE .

[0393] & G MEHECY B Z SV B CATE S, B, 2R, BRIk, LA, B ER
WE P B 2, LR SRR K, SRR IR BRI 254 o

[0394]  mff HHZ yES IS AL G (55 ) TE/K B BER T 2 B TR TR EK
FLB . EEAR TR E I, BIanEVE . FRE K/ BRG], VRS E AT LA
AL FITEAEAE, Bln, i HER5AET, 5P EH.

[0395] B &, YESTIMACA) AT CATLEAY FH 2 B A 18 Y BE v (ARG (E AN B ) T K B o 2 s
K G WATHEEESE ) MEKZHAERREE. ANWER, HEHEAEY (55) 7]
AT IZE 2 OB AR TR, Bl EaSA TR, R 2 iri K.

[0396]  XF T4 ZhEHEe 2y, WE AL T E 2 R ZIE Y B iER .. &ZHFB8IE
FUAEIZB 20 LA

[0397] X+ O RFLZY, ZEEZA MY n] Folhn, #EE. fERlsiiv®Epe A, HHEH>)
FJ7vE b 2y BRI sz BRIV W &L A 55) Clhn, TR AL oK TERY, B8 LAt s e il
BRI AR5 ) 5 TR (a0, PLPE. ThAn A AT YR SR s AN ) s MET (1
n, BEARRREL. WA EREAT ) s BIRIGH (Wan, R EER BEA SRR ) 5 BB IE A
C(faam, DRER HEENERN ) He%. I SEEE T #E B 2 O i 77 1 DAV el B A v B
Mo FealiEGa T DR A A5 E540-59) R910350. R935372, R935193. R927050
FI1 R935391,

[0398] 1R 24 (WA AT T 00 an i f) . . Ml 2R B BRI 2 e, sl m] A8
A 2 87 LA K B ILAR IS M G A e 2 T 7 AF E . IS WA HIFIN #H R a7k 5k
2y L] B2 WA s an B R (i, L ALERRERE IR . R dERATE s AL ) & AR
W) s FLALF CBlan, SREEAREk &AW ) 5 JAEKMEEEW (B, (. JHBE. CEEEs)
MEEAE) s FPI R (Hlan, TEBONE —p- FRERTEREEE AR ) o 1557
AL G ER . BB R A GRS, Y.
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[0399] [T HR#% 24 1) 57 mT B 25 3 A e A P= 76 3R VEAL S Y sk B 25 PR IR ik, g
S

[0400]  XFFERMHE 2, 1ASEL ] AR 3 J7 i YA G SCRE T BB A2 T K.

[0401]1 X FEMGABHERZ5EEE, mHE&Y (55) TR E & ) ke 7S ms) o]
T W s A H IR 2 wsiE (T wENs ) - MRECE .

[0402]  Xf T B PN L2y Bl R N BRiE e B2y, SEMHEALG ) (55) Biatgy (55) mlLd
AT & S HEDE ) (Al — R W b, =S mPLe. &R ki mmiEy, —
S AT SRR S SR ) IR AL ol 55 8 2 SRS IR W 2 T X T (s % . AR
R G, SR A AT AR AL Th AR 2 YL . B TR SR B NE8
TR BN 2t (490 4n B BH S A i IR B R 24 A ) W] R P L A A R I ) A T 45
InFLBE B IR RIS .

[0403]  Jdi & T FH 7T 5 2 Py 57 35 28 B 11 2 P9 8L 245 2 08 Y /K PR B V5 R O A 1R A S
B FE T H Sy« IS S EETZS (0.5-20 Z 5w / 2= T ) 3 #F 5 % (benzalkonium
chloride, 0.1-0.2Z77 / ZFF) ; ZWLALNE 80 (TWEEN ® 80 ; 055251/ ZFF) ; P
WU Z B AR (-1 2w/ ZTT) 3 ROEE U125/ ZF) s FEERE (20-50
Zv /). B ETEUE pH AT R NL pH 5 Bl pH 7 2y, H# 552 pH KN
ALY,

[0404] 1L T HRWMARZSY (HRRRZZAGY RO21218 2 $25) /KT
ARSI 1-20 2=/ BTHMLEW STy, 0.1-1% (v/v) Z1L14LES 80 (TWEEN ®
80) « 50mM FTAEER #h /% 0.9 % AL .

[0405] X FHRA#ZS, EMHALEY (55) siardy (55) nlii UG 4 TR A RIIR G 2%
W FLB BRFRE. SMESTRAEYRIRE 2 RERAEZEZ hE .
PRAE R fil 5] T4k T2 | LR A 6,261,547 5 5 £ BRI 6,197,934 5 5 K EH LR
6,056,950 = ; E[E L FE 5,800,807 5 ; EELFE 5,776,445 5 ; E[H L 5,698,219
T FEEETRE 5,521,222 5 EEERIF 5,403,841 5 ; EKE TR 5,077,033 5 ; KH
L3 4,882,150 ‘5 3 FIZE[E LR 4,738,851 5,

[0406] X[ FT4ERKBIE, VEMELEY (55) sWarsy (25 ) vl Ak DARE N sOULIA) P v 5 3
Ziifit47 (depot) w5,  ANVER D AT 5 Y R A ak g KA R (B, ERT R I FL
W) BB TACHM s AN, SO T A, wilan, EfistEih. s, RIS
Nz 1% F G it s H T2 B e RIS R BOE AL A1) (58) RRFE sk . Ak E
[y, ¥BIEBETEFITH UAE DS &) (%) 2 @ RBiE . W E W iR en, 3%
B TR 5,107,713 5 5 K EER)H 5,352,156 5 ; FEH LRI 5,332,213 5 ; FE LR
5,336,168 5 ; LML FE 5,290,661 5 ; W EF|E 5,254,346 5 ; E[HEF % 5,164,189
T EEEHE 5,163,899 5 ; E£ELH)E 5,088,977 5 5 EE LR 5,087,240 5 ; E£H
TR 5,008,110 Y5 5 AU E TR 4,921,475 5 p,

[0407]  B#r, wIAEHHAMAI 2G5 RS, TRV FUILIR A n] -+ 0 269 A &40
(5) BRATZY (%) Wi WUER 2 e 5. ] A 32 HLE )40 n — A7 S
(DMSO) , HARIEH TR REEMAM .

[0408] IZZEEE AR A] (WRTE) DG —mEN SIS (%5) 2 A58
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s B e e . AR () U e dEidE, maninfote, e m
A BEE v I BER 2 FE s

[0409] 6.6 HXFAIE

[0410]  AKUIMIEMHALEY () 8iArey (55), siHARRd), @E KN TR E
RIS R AR, B G T s I 96T R R & ALEY (58) WVEYT
P 4 245 LUK sl v o7 A fet mR IS5 vy Mo B3 24 LUIS B PR M 5o V7 M) i s TR AR o el i
WETEPERIIGTT L 50 M/ BB BRERGE — B2 Bl 5 W 7E MR A7 D¢ RE AR AT AR &
e AR L FREA, BRI A AR R . B0, A R R R e
TN, U AR U I B AR B B s i, AR TR R, AR S R R T
R B 5 S il A O BEAR 2 P L e I R . AR 53— S, (EVR T R R T
R A SRR AU R AR 2 PR B R, B (8 R SR A AR 0™ L A g b

TR FT R A B FE AT 1 BRI IR R, AN G A A A S I

[0411] X TR 2, a5 3A KRR R SR R A . #lan, g A
HHTE R N A A5 AR 0 i 25l JvE s LS YD RT AT T 254 2 T T DL S B L U
Noo  BUE, T TP 2h AT IR RS W SRR K2 AT R, )
w, AP T R 2 it 2t R E . SR rT mp R A R E S
s 5% B8 AE IR < — 1K CL AR e AR LA TR B & . A, LS ey
P E B B ER AR ORISR MR A R e AR e AR b, AL, B AR A ek e
o B, WEYIRIAES SR N B B TR T 2 A RO R N BAgk 2>
R RN, S A IR S U A R A

[0412] G ERAZ R R mE, O, Fla, YOGy R alieit. R4
WA By SR & A 15 A T A BE T, ARGIT FRAE R RN N2 AT RN B, Rl
EHAL G YRR AL A RGN E R E AR R Z D AR E 2 B TE N .

[0413] AR H &= &AW MIERSMEIS VAL . A, A8 T 3 5 46 ) = 0] A
B, 1% 3 B9 P A S ) 2 06 B I VR S WS AR B A G T 1C,, B BL b, T
RAMEEE, B TE 3 A 4 CHMC 8¢ BMMC A1 H A (1 78 S50 B T 3R 1) 3 14 2040 560 b 3l
o FHREFEALS W AR BT S0 B LA iz A6 BRI e LT T A R
MIFANFZBJIEEA. X TIRSF, ELEH P &% Fingl & Woodbury, {F Goodman Fi
Gilman’ sThe Pharmaceutical Basis of Therapeutics, 25 1 3, 5§ 1-46 702 “— fi% J& M
(GeneralPrinciples) ” , T, Pagamonon Hft, FIHASIH &%,

[0414]  FFUGRIFIE W AT TG AN Sl (s siad ) vEAl . A H TR GG TT
BT B IR SR 2 DA R B A B AR AR 2 LR T SO O S N 2 3
BT RRTE Foster, 1995,  Allergy 50 (21Suppl) : 6-9, 118 34-38 Fl Tumas 55 A,

2001, J.Allergy Clin.Immunol.107 (6) : 1025-1033. iHfi{E B 48 (K1 24 B4 15 280 Hi R 7
Szelenyi 55 A, 2000, Arzneimittelforschung 50 (11) : 1037-42 ; Kawaguchi 55 A, 1994,

Clin.Exp.Allergy 24 (3) : 238-244 Fll Sugimoto 5% A, 2000, Immunopharmacology48 (1) :

1-7. SR S5 IR 22 0E ) U B A B IR TE Carreras %8 A\, 1993, Br.J.Ophthalmol.77 (8) :

509-514 ; Saiga %% A, 1992, Ophthalmic Res.24 (1) : 45-50; FI Kunert 55 A, 2001,

Invest.Ophthalmol.Vis.Sci.42 (11) : 2483-2489, 4 B 11 HE K 40 M B4 22 0F 1) 18 4 Zh 4 4 74
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iR A O Keefe 22 A, 1987, J.VetIntern.Med.1(2) : 75-80 F Bean—Knudsen Z& A,

1989, Vet.Pathol.26 (1) : 90-92. = IgE JE % B 101G U s P L i/ IR 7E Claman %5 A,

1990, Clin.Immunol.Immunopathol.56 (1) : 46-53. B 4 M AK B2 985 1) 38 24 s 4 B A i ik
1F Hough 2% A, 1998, Proc.Natl.Acad.Sci.USA 95 : 13853—13858 Fl Hakim 2% A\, 1996,

JImmunol.157 (12) : 5503-55110 4¢P S5 51 ke N TR B K 48« ARe I MR V92 s R P <
Wit PRI Y SRS IR 7E Chan 28 A\, 2001, J.Invest.Dermatol.117 (4) : 977-983 Fl Suto 2
N> 1999, Int.Arch.Allergy Immunol.120 (Suppll) : 70-75, I &gt E &l Hl47H R A
ML EIE S NSRBI RNE. A s R B RER e s B b o

[0415]  FFEEE MAIZE M Z) 0.0001 8% 0.001 58 0.01 2750 / AT / RINL 100 2758 / AT
J RZAGH, (EAT R EAR, MR, thawrgtt. AR HER, B2
FER DS SR e F 5 2 A ] B AT A ) 11T DA A A2 DL R iR 77 BT 42
REY (F) Mk SE, #l, s es2Hz—k, 528Kk (Fla,

FERE—R ), BFR—IREUEEREGR, AL CHEA ) FBids. SRB97 ZIRHER Tk = i
HIGEME . ATl A sEHFER Il s, lanX s REaedy, mhites (%) 2
HRURFASE T 5 IMARIRE T K. B L2 3 A A 2800 30 1 77 e S @A i e 3 AN I
[o416]  EftEdh, (&Y (%) RGBT A s s s R i EGREE. S
Yy (%) RIERPERIAE AR 25208800 e . ERMERETT (BB ) 2UR 2 Mr5) =t
RIEITRREL.  BonmEnairietie eEY (5F) .

[0417] AR Z A, F AN L8 HH 2840 Ui B A3 5 AN A PR

04181 7. 54

[0419] 7.1 A H T&RBORIFIRE O - (V) 2 2, 4- BERE bS5 S iG R R b Ta)
W2 Ak

[0420]  HAPA[AEH T A MR NAE D - (V) ZARKRH 2, 4- g —fZib- &9 G m
FAUNA- BLEAR —2— MR J R N2— FREAC —4- Mg % [ SR B 05 i R . (SNAR) 7=
W1 AWM. &S T E5MIZS SNAR P2 4 LL 2- &3k -N4—-(3, 4- WL
HIEAREL ) 5 FEE —4- WEIEfE (R926087) 2541 Ui Bl

(04211 7.1.1 1.12, 4- —GHk -5 HmweEng

[0422] & HEHE AR FN RIALVA B Ay 2 I NS R 5 IR RMERE (0.65 i, 5 &5 H)
Peg MWL (POCL) (163 5y, 10 ZHH ). FH{FIREGWERE LT T 110°ChHn# 8 /)
B o RN AHIRER, WARLREBE (PCL) (312 55, 15 ZILH ) MM E 110CE 12
INEFETE . AEIEEIRZ )G, BHREMBIAUOKA, DLEALBIORIRIE 0°C R R 1 /)
I BL5E ik POCl; #1 PCLy Z o fift e FE I IR I g8 4L 2, 4— &0 —5— U iE 2 [8] 14,

1 F W BB AT A TS, "HNMR(CDCLy) : 88.47(s, 1H) ; "*C NMR(CDCI,) :

8 155.42, 151.87, 147.43 F1147.13 ; "F NMR(CDCl,) : —38149.

[0423]  7.1.12, 4- —&JE -5 iHZFEmEnE (Aldrich D6, 930-0)

[0424] 5 fifZE RMENE (10 3¢, 63 ZEZLH ) 7 POCL (100 ZFt) P Z&FR T N, N- =
AR (10 ZTF) 774E F IR 5 /M), A E S AR E ok EIHsaimis:. KEL
LR LWERENL . Bt ANZEL T MeSO, THEMTERE T 28 RIS H. RV 2T
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EAERREERE Faith (OFE / ZBROBR 5 /15 v/v) LI/ BT ER 2, 4- 505 -5 Ak
WENE . LCMS : WrEdRJ (e : 23.26 2p%b ; 4ifF . 95% ; '"HNMR(CDCL) : 6 9.16 (1H,
S) o
[04251 7.1.32, 41— G A —5- S HEmEng
[0426] 52, 4- "G -5 A MENE 2 Hil4& [FFTHE, 65— B RMENE S POCL, FIIN, N-—
ARG Y RN FEE 2, 4- &0 -5- S JLmeng, LCMS : MR . 13.75 435 ; 4
o 95%,
[0427]  7.1.42, 4- —&3E -5 =5 FF REmEmE
[0428] 52, 4- "4 -5 IR MEIE 2 Hill A [RIFEHE, 65— BARIRWEIE S POCL, FIN, N-—
IR RN =4 2, 4- & HE -5 5 FEMERE, 'HNMR (CD,0OD) : §9.07; LCMS :
MEEINTR] ¢ 16.98 ZrBh (PREVE) 5 41 70%.
[0429]  7.1.52— &HE -N4—(3, 4- W& 4 FEHRIEE ) -5- I —4- g% (R926087)
[0430] R HEEBPAENMRZZE (LIRTIE 2, 4- —453E —5- FMERE 2 Hi5<) FIN, A2
B ERL 3, 4- W& A FEIRE (34 7, 225 =R H ), MeOH (100 =7+ ), H,0 (300
=) M2, 4- Z&IE -5 WMERE (25 5, 150 Z5EH) . RMNVIBEY T =l 1th, B
O (1.5 1) #%E, LL2NHC1(200 2Tt ) BRACFIEZ MR . US4, L H,0 ¥k
BT R LIRAT 33 50 (78% ) Z T &=y, 2- /B -N4-(3, 4- W4 S| AERIL) -5 5
I —4- mEe g (R926087) .,  'HNMR(CDCL) : §8.02(1H, d, J = 3Hz), 7.25(d, 1H,
J=12Hz), 6.98(dd, 1H, J=24FI8.1Hz), 6.85(d, 1H, J =5.7Hz), 4.27(m, 4H) ;
“F NMR (CDCly) : —44570 ; LCMS : ¥ B B[R] : 26.70 4340 5 4l 100% ;5 MS(m/e) :
283 (MH") »
[0431]  7.1.62- 53k -N4—(3, 4- W & 4RI ) -5— fildh —4— mEng i (R940094)
[0432] L 2- 0L -N4-(3, 4- W& FIAL KK -5 AL —4- WERE % 2 ) 2% [FIFEH, 2,
4— TREE b AHEEMENE N 3, 4- WL AR A RIE R NV LA S 2- AR -N4-(3, 4- WA
EIEARAL ) -5 IHIE —4- BERENZ . LCMS : #irfBTIm « 28.79 4r%h s 4/ : 90%; MS (m/
e) : 308(M") ; 'HNMR (CDCl,) : d 10.07(1H, s), 9.15(1H, s), 7.02-6.88(3H,
m), 1.29(1H, s).
[0433]  7.1.72— G —N4—(3- a2k ) —5— fifdd —4- BERgfiZ (R940097)
[0434] 5 2- @0k -N4-(3, 4- W & A AR AL ) -5- F AL —4— WERE i 2 ) 2% [F] AF b,
2, 4- HUEL -5 B R I M 3— B AR ORI SO LA A5 2— SUEE -N4- (3- B R ) -5 Al
I —A- WENENZ , LCMS : W BTR « 24.21 23%h 5 48 : 93%; MS(m/e) : 267 (MH") ;
'HNMR (CDCL,) : 8 10.20(1H, s), 9.19(1H, s), 7.32(1H, t, J = 2.2Hz), 7.28(1H,
d, J=78Hz), 7.11(1H, dd, JT=78#11.8Hz), 7.76 (1H, dd, J= 8.4 f12.4Hz),
520 (1H, s).
[0435]  7.1.82— G@FE —N4—(3— 8 HL ) —5— FAE —4- BEnEfE (R926111)
[0436] 12— Gk -N4-(3, 4- W& AR AR EL ) —5— Ak —4— W mg ik 2 il & [F) A 3,
2, 4— "EHk b FUMERE RN 3— FRAR ORI ) B DL 5 7 2— EIE -N4-(3- FRARAL ) -5 9
B —4- WE BE 2., '"HNMR(CD.,OD) : 8 8.06(bd, 1H), 7.26(bd, 1H), 7.20-7.00 (m,
2H), 6, 57(d, 1H, J= 7.2Hz) ; “F NMR(CD,OD) : —44374 ; LCMS : i & i 8] -
97



CN 1625400 B w B P 54,/444 T

22.02; ZEfF . 100%, MS(m/e) : 240(M"),

[0437]  7.1.92- & FE —N4-(3, 4- “HGEIEZRE ) -5 B -4 B¢ Z (R926073)

[0438] 5 2- G N4-(3, 4~ WO FIFERRL) 5 FIE 4 WEwgE iz Hil& FAEH, 2,
- s b FUMERER 3, 4- T ARSI R DA A8 2- SR -N4- (3, 4- A SRR
) -H— FFE —4- MENEf%, 'HNMR(CDCl) : $802(d, 1H, J = 2.7Hz), 7.38(d, 1H,
J=24Hz), 7.05(dd, 1H, J= 2.4 f19.0Hz), 6.89(bs, 1H), 6.88(d, 1H, ] = 9Hz),
3.91(s, 3H), 3.89(s, 3H) ; "F NMR(CDCl,) : —44593 ; LCMS : ¥ & B [A] : 24.95 43
h, A . 98% ; MS(m/e) : 285(MH") .

[0439]  7.1.10 2- @3 -N4A-(4— LHEIERIE ) -5 AL —4- BENE i (R926066)

[0440] S 2-FIE N4-(3, 4 WL FFEER) 5 FIE 4 WEmg iz & FAEH, 2,
4= ZRUHE -5 BT 4- LA FE ARG ) N LA 2— SIS -N4- (4- LR ) -5 R
F —4- % g %, 'HNMR(CDCl,) : 68.01(d, 1H, J = 3Hz), 7.49(bdd, 2H, J =
8.7Hz), 6.92(bdd, 2H, J = 9.6Hz), 4.03(q, 2H, J = 7.2Hz), 1.42(t, 3H, ] =
7.2Hz) ; “F NMR(CDCl,) : —44627 ; LCMS : ¥ B B [A] : 2950 2p %P 5 4 /& . 99 %,
MS (m/e) : 268 (MH") .

(04411  7.1.11 2- &4 -N4A-(4- GRS ) —5- ik —4- BEIEZ (R926207)

[0442] 5 2- 0L -N4-(3, 4- W& FIALHKKL) -5 AL —4- WERE % 2 i) 2% [FIFEH, 2,
4= ZHFE —b— BN A 4- SUANZ SOV BAHI A5 2 SUHE -N4-(4- RUEIE ) -5- AR —4- %
LE H%., 'HNMR(CDCI) : §8.1(bs, 1H), 8.60(bdd, 2H), 8.36(bdd, 2H), 6.90 (bs,
1H) ; "F NMR (CDCl,) : —44407 ; LCMS : ¥ B4 B 8] . 31.63 4y #h; 4l BF . 85 % ;
MS (m/e) : 258 (MH) .

[0443]  7.1.12 2- 5 HE -5- FAE —N4-(3- R —4— AR IE N F AL R FL ) —4- MBI %
(R926393)

[0444] 5 2- G5 -N4-(3, 4- 1 & AR ) -5 Ak —4— WEE Jik 2 il & R A b,
2, 4- UL 5 BUMENE T 3— FRdE —4- MAUIREL T P AU RN S W LA 88 2— Gk —5— B
I —NA- (3— JFF 3L —4- ARG W PS5 38 ) —4-BEng iz . 'H NMR (CD,OD) : & 8.03(d,
IH, J=3.6Hz), 7.35(dd, |H, J=24Hz), 7.12(dd, |H, J=24Ff187Hz), 6.82(d,
IH, J=8.1Hz), 4.86(s, 2H), 3.81(s, 3H).

[0445]  7.1.13N4-(4- U — | & Pk 55 W A A0 0 8 L ) —2- U B —5— WU —4- W i iR
(R926573)

[0446] 5 2—- G JE -N4-(3, 4- 1 & AR A ) -5 Ak —4— WHIE Jik 2 il & [H) B 3,
2, A= TEZE -5 FMEIE R A- BRI - T NE RO LA 2 ) NA- (- L - T AR SE
W AR S 2R A ) —2- AR -5 FAE —4- WEmER%Z . 'H NMR(CDCl,) : 68.02(d, 1H, J=
2.7Hz), 751(d, 1H, J = 87Hz), 6.93(d, 1H, J = 8.7Hz), 4.52(s, 2H)), 1.49(s,
9H) ; LCMS : #FEINTE] : 29.50 4380 ; 40/% : 97% ; MS(m/e) : 354(MH") .

[0447]  7.1.142—- Gk —5— AL —N4- (W5t —5— FL ) —4- mERE e (R926581)

[0448] 5 2- 50k -N4-(3, 4L A EEREL) 5 Ak —4- WEWE L2 Wil 25 [FIFEHE, 2,
A= RIS -5 FMEIE AN 5 BNk S 8 LA & 2— SU3E —5— g3 —N4- (I9]IVg —5— ik ) —4—
e . 'HNMR(CDCL+CD,OD) : 69.45(bs, 1H), 8.00(bs, 1H), 7.82(bd, 1H),
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7.75(s, 1H), 7.38-7.10(m, 3H), 6.40(bs, 1H) ; LCMS : ¥ B IH] : 23.85 43 % ; 4l
B2 100% 3 MS(m/e) : 263(MH") .
[0440]  7.1.152- G FE 5 IE N4 (4~ WEHIEMPIE - BHE 73 ) 4 BEEfi (R926618)
[0450] & 2- GUHk -N4-(3, 4— W & Z5HE 2808 ) —6— FAE —4— Mg Jig 22 i) 4% [F] A b,
2, 4- R L -5 G OME e T A- B AR I H L -7 B RL R CER L N RL D A& 2- AU -5
e -N4- (4~ FEIEFR -FE T -7-3) 4-mngfii, 'HNMR(CD,0OD) : §8.05(d, 1H),
790(s, 1H), 7.70(dd, 1H, J = 2.4 M 87Hz), 7.53(d, 1H, J = 8.7Hz), 6.42(s,
IH), 461(s, 2H), 3.49(s, 3H) ; LCMS : #fF ¥ B [8) : 2638 43 #h; 20 )% : 87 % ;
MS(m/e) : 336 MH") .
[0451]  7.1.16 2- &(3E N4-(2, 5~ FH 4- BH) 5 HIE 4 mEngiE (R926619)
[0452] 5 2- Gldk -N4-(3, 4- W 4 5 AR K ) -5- FIE —4— WERE i 2 ) 4% [F] AF b,
2, A= THEZE -5 FERERD 2, 5- THISE —4- BRI ON BA A& 2- &OE -N4-(2, 5-
AL —4- FRoRHE ) -5 HE —4- WEmEfZ., LCMS : #irfITE : 23.31 2080 s 4iF : 96% ;
MS (m/e) : 268(MH) .
[0453]  7.1.17 2- &3 ~NA- (5~ GIkmE —2— 5L ) -5 fIE —1- WEnE %z (R926061)
[0454] 5 2- G4k -N4-(3, 4- W& AU ) —5— Ak —4— WEIE i 2 il & [F) A1 3,
2, 4- TEUAL -5 FUME WE FN 5- AU AL —2- iR AL it mE ) M BL ) A 2- AL -N4- (5 &Lk
e 235 ) -5 FAE 4 WERENZ . 'H NMR(CDCly) :  $8.40(d, 1H, J=8.7Hz), 8.28(d,
IH, J=1.8Hz), 8.17(d, 1H, J=21A419Hz) ; LCMS : #Bifla) . 28.58 /%0 ; 4lifF .
100% ; MS(m/e) : 259 (MH") .
[0455]  7.1.18 2—- &3& —5— dk -N4- (65— FELAEmE —2— 5L ) —4— MEIEh% (R926062)
[0456] 5 2- G 3E -N4-(3, 4- W L5 FERE ) -5 s —4- WERE N 2wl FIAEHL, 2,
4— TGSk 5 TRAMERE RN 65— FRIL -2 FLHENbWE fe BV DL A% 2- SlE -5 L -N4- (5 AR
e —2- 3 ) 54— WENERL ., 'H NMR(CDCI,) : 8 9.20(s, 1H), 851(s, 1H), 7.63(d,
IH, J =5.7Hz), 7.45(dd, 1H, J = 18 #19.3Hz), 2.43(s, 3H) ; LCMS : WFEFIF (] -
21.29 43%h ; 4ifg . 97% ; MS(m/e) : 239 (MHY) .
[0457]1  7.1.19 NA-[6-(1, 41— ZFFBEEEIL ) 1-N2- SHE -5 IE - WEnE %
[0458] 155 2- G4k -N4A-(3, 4- WL Ak AAL ) —5— Fhk —4— BENE 2 i) 2% [FIATH, 2,
4= TRDE -5 FMERE RN 6- &AL -1, 4- ZRIFRERIAT ROV (FE B B R - Kb ) DL
A NA-[6- (1, 4= RIFREEEL ) |-N2- S FE —5- L —4- W%,  'H NMR (DMSO-d6) :
§8.2(d, 1H), 6.8(m, 1H), 6.75(m, 1H), 6.60(m, 1H), 4.05(m, 2H), 3.2 (m,
2H) ; LCMS : ¥ B[] : 20.8 5380 s 2lifE - 95% ;5 MS(m/e) : 295(MH") .
[0459]  7.1.20 N2- &3 —N4-(2, 3— —&S( A& JTHely —5— L ) —5— It —4— Mg — 1%
[0460] 5 2- EHE -N4A-(3, 4- W& AFEAKEL) —5— L —4- WERE 2 2 ] 28 IR Fr i, 2,
4— ZEEL -5 FRMERE R 5- I -2, 3— AR IFFEMRHE RO BLr AR N2- SR -N4-(2, 3- 2
SR e -5— L) -5— L —4- mErE — 2. 'H NMR (DMSO-d6) : §8.09(d, 1H),
8.00(m, 1H), 7.12(m, 2H), 7.05(m, 1H), 1.53(m, 2H), 1.25(s, 2H), 3.15(m,
2H) ; LCMS : # W [E] : 20.35 73080 3 4ERE : 90% ;5 MS(m/e) : 266 (MH) .
[0461]  7.1.21 2- &F& N4- (2 BIE 4 5UKIE ) 5 FIE 4 Wz (R940050)
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[0462] L 2- %;i -N4-(3, 4—W5*jﬁﬁﬁ§ﬁ>—5— EE A WERE ) A R R,
2, 4- TR 5 WL AN 2- A —4- ZIKHQ&FU%J%2 A -N4-(2- I 41—
ZHE )5 A A4 mEuE B4, LCMS: #F B B R s 2083 4 BR s 4l FE: 98 % 5 'H
NMR(CDCL,) : 8 8.64(1H, d, J = 4.8Hz), 8.24(1H, d, J = 2.7Hz), 7.76 (1H, dd,
J=87f27Hz), 7.70(1H, dd, J=8.7F1J = 0.9Hz) .
[0463]  7.1.22 N-(2- &} -5 JIL —4- WERERL ) —L— BRI I AE (R940108)
[0464] '52—%;%&—N4—<3, A=V 2 AR EL R L ) —5— JRUAE —4— mEnE e A [FIREHE, 2,
4— KL -5 B RE R L— MEHZ IR FR R SOV LA AS N- (2 U -5 Uk —4— e 3% ) —L— 1%
M2 FF G, LCMS : WiBHIFIA] : 23.32 73 %0 ; 4l : 83% ; MS(m/e) : 325(M+) ; '
NMR (CDCL) : 6 7.90(1H, d, J = 2.7Hz), 6.95(2H, d, J = 87Hz), 6.75(2H, d, J
= 8.7Hz), 5.95(H, s), 5.72(1H, d, J=7.5Hz), 5.05(H, dt, J= 7.5 F15.3Hz),
3.77(3H, s), 3.16(2H, m).
[0465]  7.1.23 2- &FE -NA-[3-(5- F A —2- FHE —4- 07 L —6- Mg L ) 2R3% 1-5- 5
Hk —4- BEREN%Z (R940141)
[0466] 5 2- 5L -N4-(3, 4- W FILZERL) —5— L —4— meug i 4 FREH, 2,
4— T FE 5 HELE N 3— (5 B -2 WL —4- T P EE —6— WAL ) 2% [ v PLiI 2% 2— &
L -N4-[3- (5- B I —2—- FIL —4- R P IE —6- Mg IL ) JNdL 1-5— i dE —4-MEEZ. LCMS :
W RY B TR) . 1823 4y b 4l FE: 84 % ; MS(m/e) : 386(M") ; '"HNMR(CDCL) : &
8.19(1H, t, J = 19Hz), 8.11(1H, d, J = 3.1Hz), 798(1H, dd, J = 8.1 f1J =
24Hz), 7.82(1H, dd, J = 78 f 1.8Hz), 7.57(1H, t, J = 7.8Hz), 7.11(1H, s),
279(3H, s), 2.69(3H, s).
[0467]  7.1.24 N4-[4-(N- ZEPEENRMERL ) 85 1-2- S0k —5— 4k —4— WEnE i (R945154)
[0468] 5 2- & 3L -N4—(3, 4- W &L A4 FEKIE ) -5 i3k —4— WEIE i 2 il 2% IR A 4,
4= (N- 2R ZENRIEIE ) ZRIGH 2, 4 Ak -5 BUMERE ™ A4 N4-[4- (N- 2R P EURIESL ) 2K
I -2- &FE -5- Ik 4-BEIEfZ.  'H NMR(CDCL,) : 8281 (m, 4H), 3.37(m, 6H),
6.85(br, 1H), 6.93(d, J = 9.0Hz, 2H), 7.40(m, 5H), 7.50(d, J = 9.3Hz, 2H),
8.02(d, J = 2.7Hz, 1H) ; LCMS : WA : 20.56 J308h, A : 97.75%; MS(m/e) :
398.00 MH") .
[0469]  7.1.25 2- FFE -NA-(A- FEW FHEIEAIRE ) -5- FAE - WEIEfZ (R915069)
[0470] 5 N2, N4A-A (4—F W FEE LR ) 5 Ak -2, 4- g ik & FEHs,
N4- (4= FEBR LT AR LR L ) —2— AL -5 AL —4-MEREfZ (178 70, 06 =5 H ), =
LIREF (017 =F+, 1.2 =2 H ) FaLne (0.15 =7, 1.84 Z23H) 774 2- JFE -N1-(4- &
FLNY B AR FEREE ) -5 FE —4- BN E (11027, 66% ). 'HNMR (AHi-d,) : §5.22(,
2H), 7.24(d, J=9.3Hz, 2H), 7.62(d, J= 9.0Hz, 2H), 894(d, J= 1.8Hz, 1H) ;
“F NMR (Al —dg) = —137.60 5 LCMS : WirEHRTE] « 26.19 0%h 5 4l - 89.93%; MS(m/
e) : 279.06 (MH") .
[0471]  7.1.26 N4—(4— ZBEEAEIEREE ) —2—- S —5- I —4- WEng i (R940210)
[0472] 52— &I -NA-(3, 4- W L A FEHIEL) -5 L —4- MR F .2 H1 4 A Redh, 2,
— TRUEE 5 BRI A— SRR FE R I OV DL 25 NA— (4- SR A 2R A ) —2— 52 —5—
100
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I —4- WENERE ., LCMS : WEEHFH) : 25.97 70%h; 4607 : 98% ; MS(m/e) : 281 (M) ;
"H NMR(CDCly) : 6 8.07(1H, d, ] =2.7Hz), 7.64(2H, d, J = 9Hz), 7.12(2H, d,
J=9Hz), 7.00(1H, s), 2.31(3H, s).
[0473]  7.1.27 2- &3 -5 fIE —N4-(4- FIRFL ) —4- mEREf% (R940211)
[0474] 5 2-G(HE -N4A-(3, 4- W L 5FERE ) -5 L —4- WERE iz 2 ] 2% R FEsh, 2,
4— ZRHE -5 BERE A A- FRIL AN S NV LU A 2- U -5 JE -N4-(4- FRORIE ) —4-
mE f%. LCMS: ¥if ¥ W R s 20.10 4 Bp s 4 BF 2 98 % 5 MS(m/e) : 240(MH") ; 'H
NMR(CDCL) : & 8.02(1H, d, J = 2.7Hz), 7.46(2H, d, J =8.7Hz), 6.86(2H, d,
J =9Hz), 685(1H, s), 494(1H, s).
[0475] 7.1.28 2- &3 -N4-(2, 3— L —4- B3I ) —5- HIE —4- mEngfiE (R940213)
[0476] 5 2- & HE -NA-(3, 1- W& 5 KK ) -5- FIE —A— WEIE iz 2 ) 2% [F) 4 b,
2, 4- &G -5 FMERERT 2, 3- THIAL —4- FRAKIR ROV A £ 2- S2E -N4-(2, 3- 2
RO —4- 322800 ) -5 UL —4- WERERZ . LCMS : WEFRE © 23.29 Z04h ; 4ifF . 93% ;
MS (m/e) : 268(MH") ; 'HNMR(CDCL,) : 6§800(1H, d, J = 2.7Hz), 7.16(1H, d,
J = 87Hz), 6.68(1H, d, J = 8.7Hz), 6.61(1H, s), 487(1H, s), 2.21(3H, s),
2.16 (3H, s).
(04771 7.1.29 2— & 4 -N4-(3— & & —4- B H —5- L 28 3L ) 56— g FE —4- meE g %
(R940230)
[0478] 52— G4k -N4A-(3, 4- W & 4R ) -5 A —4— g fii 2 il % R AE b,
2, 4- THIE -5 FMERERI 3- @I —4- RO -5 ARG I N A 2% 2- S -N4-(3- &
Fo—4- AL b PEOREL ) 5 A A-WENEZ. LCMS : AR IR : 26.26 73580 ; 4l
B : 90%; '"HNMR(DMSO-d6) : §9.94(1H, s), 9.21(1H, s), 8.37(1H, d, 3.6Hz),
768(1H, s), 7.41(1H, s), 2.30(H, s).
[0479]  7.1.30 2- G F& -5 HFE —NA-[4-[3—(N- Mk EL ) P2 | S FE 2R &L 14— g g
(R940247)
[0480] 1y 2- GJE -N4-(3, 4- W& &R RAL ) —5- F Ak —4— WEIE ik 2 il & [F) A 3,
2, 4— ZEHE 5 HMENERT 4-[3- (N- ML ) DU ] AR SR Y LA A% 2— S -5 9
FE -NA-[A-[3— (N- bk AL ) TASE | S KA [-1- WenE %, LCMS : #rpdBdfe) « 17.15 43
P, A . 99 % ; MS(m/e) : 367(MH') ; '"HNMR(CDCL) : 8§ O8.02(1H, d, J=
27Hz), 749(2H, d, J=87Hz), 692(2H, d, J=9Hz), 6.85(1H, s), 4.03(2H,
t, J = 6.3Hz), 3.73(4H, t, J = 46Hz), 2.53(2H, t, I = 6.7Hz), 2.47(4H, m),
1.98(2H, m).
[0481]  7.1.3IN4-[2-[4-(N- 2K I L UR & 38 ) & 12— &
(R940259)
[0482] 5 2- &AL -N4-(3, 4- W L AR ) -5- FHE —4— Mg ik 2 ) 2% 1A 4F Hh,
2, 4- ZEUHE 5 FUEIE R 2-[4- (N- 2K FRALUR R AL ) L% o DLl 25 N4-[2-[4- (N- 2K
FRORIRIEIL ) &0 1]-2- &0E -5 W2t —4- WinEflZ. LCMS: W BFIA « 2111 434D
afi i : 96 % ; MS(m/e) : 319(M") ; 'HNMR(CDCl,) : 87.88(1H, d, ] = 2.6Hz),
7.31-7.17(4H, m), 7.14(1H, d, J = 1.7Hz), 7.10(1H, s), 3.76(2H, m), 3.24(2H,
101
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m), 290(2H, m), 259(2H, m), 2.34(2H, m), 1.76 4H, m).

[0483]  7.1.32N4-(3— L — J ZEAREE ) -2 A& -5 ML —4- W% (R940268)

[0484] 5 2- Gk -N4-(3, 4 7 A FERIE ) -5 BIE —4- WEWE L2 Wl 25 [FIFEHE, 2,

A= RS -5 FMEIE AN 3— 0 — TR AR S R LA A NA— (3— 40— T AT ) —2— Sk -5
F —4- WEIERE, LCMS : #rBIBIaE] « 33.96 4r4h: 4/ . 98% ; MS(m/e) : 279(M))
'"HNMR (CDCl,) : 88.05(1H, d, J = 3Hz), 7.62(1H, t, ] = 1.3Hz), 7.50(1H, m),

7.34(1H, t, J=78Hz), 7.22(1H, m), 6.96(1H, sl), 1.34(9H, s).

[0485]  7.1.332— SJk —5— &Ik -N4-[3- (P IE ) KIL [-4- wEng iz (R925756)

[0486] 5 2- &k —N4-(3, 4— &L 43 A3 ) -5- T I —4— WERE ik 2 ] 26 (R FE b,
2, 4- _HE 5 HUMERER 3- FRIEAR A R NV LU AR 2- Sk 5 R -NA-[3- (R L)
REL 14— B 4. '"HNMR(CDCL,) : 6 [18.45(bs, 1H), 7.96(d, 1H, J = 29Hz),

7.65(d, 1H, J = 8.2Hz), 7.34(s, 1H), 7.31(t, 1H, J = 8.2Hz), 7.07(d, 1H, J =
8.2), 4.52(s, 2H)) ; “F NMR(CDCL,) : —-44394(s, 1F) ; LCMS : % B WA : 20.29 4%
ghy 4ifF . 100% ; MS(m/e) : 254 (MH") .

[0487]  7.1.31 2- &3 —5— L —NA-[1-(FRE ) 83 11— g% (R925759)

[0488] 5 2- G4k -N4-(3, 4- W& AAE A A ) —5— Ak —4— WEIE iz 2 il & [F] A1 3,
2, A- TUE AL 5 MR mE RN A- i 5L R BB e RV DL AR 2- SO -5 RO -N4-[4- (R
FAOEL ) 2K 2L ]-4- % g JiZ. 'HNMR(CDCL) : 88.08(d, 1H, J = 2.7Hz), 7.62(d,

2H, J = 9.0Hz), 7.40(d, 2H, J 8.1Hz), 6.99(bs, 1H), 4.70(s, 2H) ; "F
NMR (CDCI,) : —44570(s, 1F) ; LCMS : ¥ BSE] : 19.567 438 5 2R : 99% ;5 MS(m/
e) : 254(MH) .

[0489]  7.1.35 2- GK: -N4-(3, 3— & AR FFMRAEIL —1- il —6- 3% ) —5— G I% —4— MERE
& (R940279)

[0490] 5 2- 5 -N4-(3, 4- WL ABREL) -5 Ak —4— WENE G 2 W25 [FIFEHE, 2,
— AR -5 UM IE M 6 IR L -3, 3— AR AN IR —1— M S R LA AR 2- SR -N4- (3,
3— RS IFMRIEIE —1- B —6- 35 ) 5 Ik —4- MENEE. LCMS : BRI 2 21.15 43
gy 4ifF . 94.7% ; MS(m/e) : 280 (MH")

[0491]  7.1.36 2- Rl —5— A -N4-((2R) - & - (1S) - FEE —2- RFE L FL ) 14— WEIE I
(R925762)

[0492] L 2- Gk -N4A-(3, 4- WL AERIKE) 5 AL —4- WEmE L il 2% [FIAEH, 2,
4= TG HE -5 FMEREF (1R, 2S) — (=) — FRBREE R Y DAL= A 2 |U0E -5 5 E —N4- (2R~ £
F-18- A3 —2- FKEL 2 L) —4-wEngf%z . '"HNMR(CDCl,) @ § 7.85(d, 1H, J=3.0Hz),
7.38(m, BH), 5.56(d, 1H, J = 7.5Hz), 5.00(d, 1H, J = 3.0Hz), 4.54(m, 1H),
287 (bs, 1H), 1.10(d, 1H, J = 6.9Hz) ; FNMR(CDCl,) : —-44408.

[0493]  7.1.37 N—(2- 43E —6— ZFIRAE 5 ik —4- maug it ) HE R4 mE (R925850)

[0494] 5 2- 55 -N4-(3, 4- WL AABRREL ) -5 Ak —4— WENE & 2 2% [ AL, 2,
4- ZRFE -6 LA BEL -5 IR A H L SR Sh R SOV BA AR N- (2 |URs -6 LA
FRIE -5 fiHEE —4- Mg ) HEMRAME. 'HNMR(CDCL) : & 8.87(bs, 1H), 4.48(q,
2H, ] = 7.2Hz), 4.39(d, 2H, ] =5.1Hz), 1.40(, 3H, ] =69Hz), 1.33(t, 3H, J =
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7.2Hz) ; LCMS : #FEIINH] : 28.27 738h ; 4T . 97% ; MS(m/e) : 332(M) .

[0495]  7.1.38 2—- @& 3FE -5 FFE N4-(2- I —2- FRIFL LT ) —4- R IE (R925763)

[0496] 5 2- GJE N4-(3, 4~ WL AIEHRA ) 5 FAE 4 wEug iz &l % [F AL,

2, 4- K -5 BUERERM 2 2Rk —1- RE AR R NV LA 2- S -5 AR -N4-(2- R

Fo-2- KK L FE)-4-m g I, 'HNMR(CDCl,) : 8 7.88(d, 1H, J = 3.0Hz),

7.41-7.32(m, 5H), 5.71(bs, 1H), 4.97(d, 1H, J = 8.1H2), 3.98(m, 1H), 3.56(m,

1H), 257(s, 1H) ; "F NMR(CDCl,) : —45149 ; LCMS : ¥ ¥ B [n) . 22.27 4y B, 4l

FE . 98% ; MS(m/e) : 263(M") .

[0497]  7.1.39 2- &L —5— L —N4— ( Begg 3L ) —4— MEREiZ (RO25764)

[0498] 5 2- GFE -N4-(3, 4- WL AFEAKEL) -5 L —4- WERE 2 2 ] 28 IR Ar i, 2,

4= AL —5— G IE AU TR RO, B AR 2- AR -5 R AE —N4A- (BRI FR 3 ) —4— wE g

Wi. "HNMR(CDCL,) : $7.91(d, 1H, J=18Hz), 7.39(d, 1H, J=1.2Hz), 6.35(m,

2H), 5.50(bs, 1H), 4.69(d, 2H, J=5.1Hz) ;: “FNMR(CDCl,) : -45163 ; LCMS : i

BAINTE) = 24.52 p%h s 4l . 97% ; MS(m/e) : 228(M") .

[0499] 7.1.40 R935010 -

[0500] () —2— G -5 S -N4-[1-(4- BRIFER) ZE -4 Mg i

[0501] 15 2- &3k -N4A-(3, 4- W & 4 3 K 38 ) -5 Ji 2k —4— g e g 2 il 4% [7]

Hi, 2, 4- S E 5w L 1-4-RRE) SRR MU () -2- AR 5

F -NA-[1-(4- 2 2K 3 ) & % 1-4- W g i, 'H NMR(CDCL,) : 6§7.88(d, 1H, T =

2.3Hz), 7.50-7.47(dd, 2H, J = 1.7 Ml 8.7Hz), 7.26-7.23(dd, J = 8.7 #1 1.7Hz),

5.35-5.28(m, 2H), 1.59(d, 3H, J = 7.0Hz).

[0502]  7.1.41 R935011 :

[0503] (&) -NA-[1-(U- RAEFE ) LF [-2- FIE —5- Bt - WFEIEfig

[0504] 5 2- G4k -N4-(3, 4- W& 5 ) —5— Ak —4— WEIE i 2 i) & [F) A1 3,

2, 4— TR 5 FMENE Y 1-(U- R ) SR N LR () -NA-[L-(4- SR EL )

oFE 12— Gl 5 AL —4-MEnE % . 'H NMR(CDCL,) : 67.88(d, 1H, J = 2.3Hz),

749(d, 2H, J=8.7Hz), 7.25(d, 2H, J = 8.7Hz), 4.45-5.26(m, 2H), 1.59(d, 3H,

J=7.0Hz).

[0505]  7.1.42 R935007 -

[0506]  2- &FE —5— FFE —N4A-[1-[(1S) - ZEFE | &FE -4 wEngfig

[0507] 12— 504k -N4- (3, 4- WL A A IRAL ) —5— FAk —4— WEIE G2 il 2% [FIFEH, 2,

4= AL 5 FMERERD 1-(1S) — AL e B D=2 2- U0t -5 g0 -N4-[1-[ (1S) - K3 ]

. 14— mEE ., '"H NMR(CDCL) : 87.86(d, 1H, J = 29Hz), 7.37(d, 4H, J =

4.7Hz), 7.34-7.30(m, 1H), 5.40-5.32(m, 2H), 1.62(d, 3H, J = 6.4Hz) ; LCMS : %

BAEHA) « 295 40%h s 4lifE . 98% ; MS(m/e) : 252(MH") .

[0508]  7.1.43 R935008 :

[0500]  2- GFE —5— AL NA-[1-[(IR) — ZHE ] 25 [-4- mEIg iy

[0510] 12— 500k -N4-(3, 4- WL 5 Sk ) —5— Ik —4— WENE G 2 Hil 2% [FIFEH, 2,

4= TEHE -5 FAMEREFN 1- (1IR) — 2RIE i e B A= 2E 2— |l -5 Rl2E —N4-[1-[(IR) - #K
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L] 2 FE 14— wEREfZ,  'HNMR(CDCL,) : 87.87(d, 1H, J = 29Hz), 7.37(d, 4H, J
= 4.1Hz), 7.34-7.30(m, 1H), 5.38-5.31(m, 2H), 1.62(d, 3H, ] = 6.4Hz).

[0511] 7.1.44 R935012

[0512]  2- &3 -NA-[[ = (3, 5- = ( =@M3) 2KIL)] TIH 1-5- G —4- mng g
[0513] 5 2-GFE -N4-(3, 4- W& AFEAKEL) -5 L —4- WERE fZ 2 ) 28 A AT, 2,
4= UL -5 FMERE L T3, 5 = ( =HEASE) ARAL | AR OV DL 2- SUAL -N4-[[
(3, 5- = (= PR KAL) AL 15— L —4- mErElE. 'HNMR(CDCL) : 68.06(d,
1H, J=23Hz), 7.92(s, 2H), 7.74(s, 4H), 6.75(d, 1H, J = 7.6Hz), 5.80(d, 1H,
J=7.0Hz) .

[0514] 7.1.45 R935014 :

[0515]  2- &UdE —5— AL —N4A-[1-[(1R) —4- A RE | 45 14— meng i

[0516] 5 2—- G2 -N4A-(3, 4- W& 4R ) -5 F Ak —4— WEmE ik 2 il 5 [H) AE 1,
2, 4- ZHUUE -5 MERE L (R)—(+) -1-(4- AR ) Sl BRI 2— L -5- 55
e -N4-[1-[(IR) —4- 4RI | 208 1-4- ¥EnEfi%. 'HNMR(CDCL) : 67.84(d, 1H,
J=23Hz), 7.30(d, 2H, J = 8.8Hz), 6.89(d, 2H, J = 8.8Hz), 5.39-5.26(m, 2H),
3.80(s, 3H), 1.569(d, 3H, J = 6.4Hz)-

[0517]  7.1.46 R935015 :

[0518]  2- S —5— AL —N4A-[1-[(1S) —4- FEILARIL | LFE 1-4- WEng fig

[0519] 5 2- & Fk -5 | IE N4-(3, 4- W L 5 FEAFL ) 4~ WEIE i 2 #) 4% R FE b,
2, 4= @Ak 5 FMENES (S)- () -1-(4- AR ) RN AL 2- Sk -5- 3R
JhE-NA-[1-[(18) —4— TAEILEZERL | 20 1-4- BB . 'H NMR(CDCL) : 8 7.85(d, 1H,
J=23Hz), 7.31(d, 2H, J = 8.8Hz), 6.89(d, 2H, J = 8.8Hz), 5.38-5.29(m, 2H),
3.80(s, 3H), 1.59(d, 3H, J = 7.7Hz) .

[0520]  7.1.47 R935013 :

[0521]  2- 505 -N-( %7 —9- &L ) —5- L —4— Mg g

[0522] 5 2- &k -N4-(3, 4- W & 4538 A3 ) —5- T L —4— Mg i 2 ] 26 (R FE b,
9- N ALy EhMRER N 2, 4- I 5 EWMEE S I N SR R VUL A 2- &
F-N- (% -9-%8) -5- AL —4-WIgh% .. '"HNMR(CDCL) : §797(d, 1H, J=2.3Hz),
7.73(d, 2H, ] =7.6Hz), 7.59(d, 2H, ] = 7.6Hz), 7.44(t, 2H, J = 7.6Hz), 7.32(app
t, 2H, J = 7.6Hz), 6.50(d, 1H, J =8.8Hz), 5.45(d, 1H, J = 8.4Hz).

[0523] 7.1.48 R935210 :

[0524]  2- G —5— @R —N-[1-( FEIRE ) PR - gk —6- F& 1-1- BERE %

[0525] 5 2- Gdk -N-(3, 4- W& AL ) —5— Ak —4— WEIE 22 i) 2% [ FEHh,  SK
I, 2, 4= @I -5 FMERE S A- ( FAESRIEE B AL ) R RN LA 2- S -5 R
F N4 ( FAEIRFETW FARFE ) K3 14 wngfig. 'H NMR(DMSO-d6) : 8 10.17 (s,
1H), 8.33(d, 1H, J=3.5Hz), 8.05(s, 1H), 791(s, 1H), 7.74(d, 1H, J=8.2Hz),
7.40(d, 1H, J=7.6Hz), 5.31(s, 2H), 3.66(s, 3H).

[0526] 7.1.19 R935200 ;

[0527]  2- &3E -5 FRAE —N-(1— B — gtk —5- 3 ) —4— WEmg i -
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[0528] %2—’%%—N4—(3, A=V 2 AR EL R IE ) —5— SR —4— WERE g A [RIREHE, 2,

A4— TR -5 WA 5 HE AL -1 L — Mg MRbR i Y DAFRAE 2 U -5 HLEE -N-(1- H
L — NG| menbk —5— 3k ) —1- BEIERZ . 'H NMR(DMSO-d6) : § 10.01(s, 1H), 8.27(d, 1H,

J = 35Hz), 8.04(d, 1H, J = 1.7Hz), 7.98(d, 1H, J = 1.7Hz), 7.64(d, IH, J =

8.8Hz), 7.56(dd, 1H, J= 1.7 f18.8Hz), 4.02(s, 3H). LCMS: #F¥ el : 21.72 4

By 4lifT . 99% ; MS(m/e) : 278(MH") .

[0529] 7.1.50 R935017 :

[0530] N-(5— JRFL —2— GMENER: ) - FARFELNE

[0531] 5 2- @& -N-(3, 4- W & 4 & 2K 4 ) -5- it —4- Wﬂ%ﬂﬂZﬁéJ% ﬁlﬁﬁﬂﬁ

4= AL —a - AL R RE RN 5- BI0E -2, 4 TUEMERE OV DL AR N-(B- i — MR IE

F)—4- RAEE 2%, 'HNMR(CDCL) : 68.12(s, 1H), 7.35-7.25(dd, 2H, J = 3.5

8.7Hz), 7.05(t, 1H, J = 8.7Hz), 5.63(d, 1H, J = 6.4Hz), 5.36(dq, 1H, IH, ] =

6.4 #17.0Hz) , 1.60(d, 3H, J=7.0Hz) ; LCMS : WrEANA) : 30.73 70%h ; 2ifF . 94%;

MS(m/e) : 331 (MH") .

[0532]  7.1.51 R935009 :

[0533]  (4)-N-(2- @I —5— FMERE AL ) —1-(4- AL ) L%

[0534] L5 2- &3 -N-(3, 4- W & "\ IEH K ) -5 L —4- WRRE i 2 ] 4 A FE Hh,

A= FE —a - FEEFRZR 2, 1- 253 -5- BIELE RNV L= 4 () -N-(2- && —5- &

mE g L) -1-(4- K H ) & %, 'HNMR(CDCL) : 8§7.87(d, 1H, J = 2.3Hz),

7.37-7.33(dd, 2H, J = 54 1 84Hz), 7.04(t, 2H, J = 8.4Hz), 5.35-5.31 (m, 2H),

1.60(d, 3H, J=6.4Hz) ; LCMS : Wi 1H) : 32.90 73 % ; é@ﬁ: 98% ; MS(m/e) :

270 (MH") .

[0535] 7.1.52 R935022 .

[0536]  H— VRIL —2— FIE —NA-[4- (N- TIIE —2— PIARHRES ) M 2E ) —4— WERE iz

[0537] 5 2- &L -N-(3, 4- WL AFEAIE) -5 Ak —4- MEnE i 2 i) & [FFEHL, 5- ]

dk -2, 4- TEMERE R N- AL —2- FIERAL —4- fddknbng ShmREh S NN — Nk SRk

N CLPE AL BT (K P2 5- IR L —2- S -N- (N- O —2— R JLAtkng —4- O ) —4— BERERE .,

"H NMR (CDCl,) : 88.21(s, 1H), 7.43(d, IH, J= 1.8Hz), 7.13(brs, 1H), 6.84(d,

IH, J= 1.8Hz), 3.95(s, 3H), 3.82(s, 3H) ; LCMS : #FEHIIA] : 26.96 7350 ; ZHSE .

91% ; MS(m/e) : 346 (MH")

[0538] 7.1.53 R935234 :

[0539]  2-4(dE 56— s -N4A-[4-(3-F -1, 2, 4-FWE M —5-FL) VAR 14— m%

W it

[0540] 5 2- @k -N4-(3, 4- W & 5 R E ) -5- FIE —4— WEmE fik 2 ) 2% [H) 4 Hh,

2, A- Z5EE b WMERE R 5- (- PREE R AL ) -3 R -1, 2-A-BE M R W L AR

— F3E -5 BAE NA-[4-(3- K5 -1, 2, 4-WE Mg -5 35 ) M A R 2R3 -4 WEE i,

"H NMR (DMSO-d,) : 89.92(s, IH), 8.26(d, IH, J = 3.5Hz), 8.02-7.99(m, 2H),

7.60-7.56(m, 5H), 7.11(d, 2H, J = 8.8Hz), 5.58(s, 2H) ; LCMS : #FEEIH) : 32.09

P 2R 96% 3 MS(m/e) : 398(MH) .

B
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[0541]  7.1.54 R935235 :

[0542]  2- %L -5- I -N4A-[4-(3- FIZE -1, 2, 4-WE W —5-3L) iy FPAR I 2RI 14—
WE Ji

[0543] 5 2- &% -N4-(3, 4- W 4 A FEAREL ) -5 B IE —4— WERE ig 2 il 4% R A 4B,
2, 4- RFE -5 BUERE R 5- (4- IR FL R AR AL ) 3 R -1, 2-4-BE M S DL
A 2- G -5 U NA-[4- (8- FI3E -1, 2, 4-BE W —5- ) WP AR S OR A -4 mEng
. 'HNMR(DMSO-dy) : 8991(s, 1H), 8.26(d, 1H, J = 35Hz), 7.56(d, 2H, J
= 8.8Hz), 7.05(d, 2H, ] = 8.8Hz), 5.46(s, 2H), 2.34(s, 3H) ; LCMS : ¥ HF[A] -
25.05 7%h ; 4iRE . 98% ; MS(m/e) : 336 (MH") .

[0544] 7.1.55 R935236 :

[0545]  2- QUKL —5— JAE —N4-[4-[(1- S PEE —1- L) L3880 1-4- meng fiz
[0546] 5 2-G&FE -N4-(3, 4- W OHEERE) -5 WA —4- B fZ 2 H&S 1 ridEd, 2,
4= T -5 FUREE R A-[1- LEHRIE —1- FIE) LI | BRIV A 2- U 5 0
B -N4-[4-[(1- S8 REE —1- PA) 20 ] 50 1-4- BEng)l4. 'H NMR (DMSO-dy) : §
9.99(s, 1H), 8.30(d, 1H, T = 3.5Hz), 7.60(d, 2H, J = 8.8Hz), 7.30(d, 2H, J =
8.8Hz), 4.04(qt, 2H, ] =7.0Hz), 1.47(s, 6H), 1.10(, 3H, J = 7.0Hz) ; LCMS : #ff
BABIE) « 31.07 Z0%h s 4 . 97% ; MS(m/e) : 338(MH") .

[0547] 7.1.56 2, 4- % —5- LEFREMELE

[0548] &4 P FEAE A A4 A4S 2 1R R NV e N BERL 65— SAIRERRERE (1.84 52, 10
Z%H), POCL(10 ZH ) FIN, N- —HHRN (1 =ZH) FT 90Cm#A 2h. {EHET
2t & POCL ALK - 7K (100 58) 1RV .  KEEELLZBE (3X 100 2T} ) 20, L
HA NaHCO, KEHEAIK (5 100 =FH) k. ST )5, R3OS
BN TSR =4 2, 4- —&FE -5 SEFRFEENE . 'H NMR(CDCL,) : 69.00(s,
1H), 4.45(q, 2H, J=69Hz), 1.42(t, 3H, J = 6.9Hz) .

[0549]  7.1.57 N-(2- &I -5 LEIRAL —4- WL ) —L- ZRILENZ 2 BE (R926518) HI
[0550]  N-(4- &3 -5- SERIE —2— WEne It ) -L- LI KR LhE (R926519)

[0551] L KEEFZONEEREREL (013738, 0.6 =ZXH), 2, 4 GHH -5 L5 REEwRE
(0.11275%, 05Z%ZFH), =2 (0.72TF, 0.6 2% H ) £ THF 4 ZT1) H2Z RS W1
BPEA A 100°Cm#k 3he  RAMELH,0 (20 ZH) ke, LA CHLCL, (3X50 Z=F) ZHL, LA
2N HCI(10 ZF ), 7K (10 ZFF ) PR RZERE . 1SR LLH 254 TLC fFH 15%
EtOAc 7L Ot alifb DL R BRAG — R =4, N-(2- @Hk -5 L5 RIE —4- MEmEdE ) -L- K
IR g Z Ms (R926518) ., 'H NMR(CDCL) : 68.72(d, 1H, J = 6.92Hz), 8.66 (s,
1H), 7.32-7.17(m, 5H), 5.05(dq, 1H, J = 1.2 f15.7Hz), 4.34(q, 2H, J = 6.9Hz),
4.20(q, 2H, J = 5.1Hz), 3.24(dd, 1H, J = 54Hz), 3.16(dd, 1H, J = 7.5Hz),
1.35(, 3H, J=7.2Hz), 1.24(t, 3H, ] = 7.2Hz) ; LCMS : #rEARE] : 37.15 /3%h ; 40
BE: 99% ;5 MS(m/e) : 378 (MH") Fll N-(4- @& -5 LA I —2- MERE L ) —L- K2R
i 2B (R926519) , '"H NMR(CDCL,) : 8883(s, 1H), 7.28(m, 3H), 7.18(m, 2H),
6.00 (bt, 1H), 4.99(bdq, 'H), 4.36(q, 2H, J = 7.8Hz), 4.19(q, 2H, ] = 6.9Hz),
3.20(t, 2H, J=6.9Hz), 1.38(, 3H, J = 45Hz), 1.24(t, 3H, J = 6Hz) ; LCMS :

T
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WEEH I E] © 34.80 4y%h ;. 4ERT - 88% ; MS(m/e) : 378(M") .

[0552]  7.1.58 N—(2- 3k -5 LRI —4- WEmEEL ) L 4% IR 4B (R926520) M
[0553] N-(4- &I 5 SHEIRAE 2- WEugdt ) L HilifR 21 (R926521)

[0554] & N-(2- @Ik -5— LRIk —4- WENEIE ) —L- AL AE 4 fs 2 ] 4% FIAE L, 2,
4= Z 5 H -5 SR IRFEWERE R L— 2 HZ IR LM Y LA £ N— (2- 5k -5 LA et —4- g
H) -L- G E 45 (R926520) . 'HNMR (CDCL,) : 68.80(d, 1H, J=8.1Hz), 8.68(s,
IH), 4.77(dd, 1H, J =4.8Hz), 4.36(q, 2H, ] =7.2Hz), 4.24(q, 2H, ] = 6.6Hz),
2.38(m, 1H), 1.39(t, 3H, J = 6.9Hz), 1.29(, 3H, J = 7.2Hz), 1.03(d, 3H, J =
3Hz), 1.00(d, 3H, J=2.7Hz) ; LCMS : W NI : 36.54 5380 ; 4l& : 89%; MS(m/
e) : 330 (MH") FI N-(4- S H 5 S BRIE —2- mEnE 3L ) L 4K R £ fE (R926521) .
"H NMR (CDCl,) : 68.82(s, 1H), 6.02(m, 1H), 4.69(dd, 1H, J = 4.8 1 4.5Hz),
4.33(q, 2H, J=T7.5Hz), 4.23(q, 2H, J=75Hz), 2.28(sept, 1H)., 1.34(t, 3H, J=
6.9Hz), 1.28(t, 3H, J=7Hz), 1.00(d, 6H, J=7.2Hz) ; LCMS : #E{IA] ;. 33.53 %)
fh, 4ifF . 91% ; MS(m/e) : 330(M") .

[0555]  7.1.59 N-—(2- fdZE —5— LA - WEnE 2L ) —-L- HIRIR 4l (R926522)

[0556] 5 N-(2- Sldk —5— L5 HE —4- WENE AL ) -L- AR Z L MR 0 & FIALH, 2,
4= T AL -5 LA IRILMENE TN L | IR £ W6 ) N A 86 N— (2— UL —5— LA AL —4— e IE
) -L-aEmg 4. '"HNMR(CDCL,) : 6869(s, 1H), 8.64(d, 1H, 7.8Hz), 4.84(s,
IH), 4.38(q, 2H, J=7.2Hz), 3.75(s, 3H), 1.73(m, 2H), 1.39(t, 3H, ] =6.9Hz),
097(d, 3H, J=4.2Hz), 095(d, 3H, J = 4.8Hz) ; LCMS : AFFIE] : 36.09 734F ;
4iRE . 92% ; MS(m/e) : 330(MH") .

[0557]  7.1.60 N—-(2- & Fk -5 S5IRAL —4- MERERL ) -L- WHIZEE 40 (R926523) F
[0558]  N-(4- §H —5— SHFRIE —2— wEmg L ) -L- WK ZlE (R926524)

[0559] 5 N-(2- &% - S8R A —4- w5k ) -L- 2R ORIk O G 2 il 2% R AEt, 2,
4— TEUEE -5 SEIREEVELE N L- AR L ON PAH) & N-(2— Sl2E —5— LRI —4- 1%
WEdL ) -L- NIZRE Ol (R926523) . 'H NMR(CDCl,) : 68.80(bd, 1H), 8.68(s, 1H),
4.79(q, 1H, J = 7.2Hz), 4.35(q, 2H, J = 7.2Hz), 4.24(m, 2H), 1.53(d, 3H, J
= 7.2Hz), 1.38(t, 3H, J = 7.2Hz), 1.29(t, 3H, J = 7.2Hz) ; LCMS : ¥ B4 i} ] -
31.89 4r#h s 4ifF : 94% ; MS(m/e) : 303(MH") I N-(4- & I -5 LA IFREL —2- mEmg
L)L A LB £ B (R926524) . 'H NMR(CDCL,) : 68.80(s, 1H), 6.01(bs, 1H),
4.65(bq, 1H), 4.35(q, 2H), 4.20(q, 2H), 1.55, t, 3H), 1.40(t, 3H), 1.25(4,
3H) ; LCMS : #ifAI[a] : 28.78 7% ; 4ERF : 81% ; MS(m/e) : 302(M"),

[0560]  7.1.61 2— 5(A —N4-(4—n— TR ) -5- IE —4— BERE I

[0561] T =R F 2, 4- & -5-FMENE (0558, 3.0 ZFH ) fl4-n— T8I KR (0.49
v, 3=HEH) FEAE /H,O00 @ 9=F) P EWAMAK HCI(0.1 Z2F) . BT
ML SN th, WEIE=EE, FLL 2N NaOH (2 27 ) it .  7KJELL EtOAc (2X50 %
Tt ) RS &2 ANERY T (Na,S0,) , dIEMIER k4. FHEEAM AR S
ENTE (40 1 2% /EtOAc) itk LAr=/k 2— GdE -N4A- (4—n— T HEIEHREL ) -5 i —4-mE
WERZ (07196, 80%), LAY : 'H NMR (300MHz, CDCL) §8.01(d, J=2.7Hz,
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IH), 7.51-7.46 (m, 2H), 6.95-6.89(m, 2H), 6.83(bs, 1H), 3.99-3.95(t, J = 6.5Hz,
2H), 1.82-1.57(m, 2H), 1.53-1.43(m, 2H), 0.98(t, J = 7.2Hz, 3H).

[0562]  7.1.62 2— & IE —N4—(4—n— CHEIEFEIL ) -5 JATE —4— nwehi

[0563] L 2— @UJE —N4-(4—n— T EIEARIE ) -5— FIE —4- WEnE iz Hi 25 R FEHL, 2, 4- —
S —5— FMERE 5 n- CARFE IR MOV ™ A2 2- JUHE -N4-(4n— DA EHE ) -5-
H—4- b NE . HESWEEHENTE @ 0 1CHCL/EtOAC) 44k L= 4 (14) (0.74 73,
76 % ), ZAIEMIRY, HEFE B4 'HNMR(300MHz, CDCL) §8.01(d, J=
2.7Hz, 1H), 7.50(d, J = 9.0Hz, 2H), 6.92(d, J = 9.0Hz, 2H), 6.84(bs, 1H),
3.96 (t, J =6.5Hz, 2H), 1.83-1.74(m, 2H), 1.48-1.41(m, 2H), 1.36-1.34(m, 4H),
0.93-0.89 (m, 3H) .

[0564]  7.1.63 N4-(3— KRR IEARTL ) —2- QUL —4- W i

[0565] 2, 6— —&UMERE (2.00 3, 13.4Z=5EH ), 3-KHMIIEfZ (2.07 W, 134 &5
H) M=% 272 v, 268 Z%H) /£ 1-TE (20 ZJ|) PZIREGWT 50°CHFE: 17h.
Wedh R N IR-G W) CABR 2 OR#0 43 1 T I, K™ 948 & 07 PO B AE Ak et e B RS ] Z BT
2 (95 1 5 A/ ) 44k AT A NA- (83— 2K B IR R 3k ) —2— &3 —1- mRug i (1.70
W, 40% ), RREMIRY : 'H NMR (300MHz, DMSO-dy) 8 10.2(s, 1H), 8.16(d, J
= 6.0Hz, 1H), 7.48-7.24(m, 7H), 7.12(d, J = 9.0Hz, 1H), 6.78(m, 2MH), 5.11(s,
2H) ; ESIMS m/z 312[C,,H,,CIN;O+H]".

[0566]  7.1.64NA-[4—( A — ) SEBIE HAEIL ) AR5 1-3- AH -5 SHIRIE —4- BEREZ
(R926578)

[0567] & N-(2- GHk -5 L5 FRIE —4- WENEIE ) —L- 2RI A E ZBa 2 )& FIAEHE, 5- 2
FLOEHKE -2, 4- EMERE R A= R OR AR SR - T 05 R BA & N4A-[4- (L - T 44
PRI AL ) oAk |-2- @UE -5 LA EE —2- UL —4- WEIEi%. LCMS : MS(m/e) :
407 (MH) .

[0568]  7.1.65 N4—(4— LA FEHKIL ) -5~ LHEIRIL —2— =5l F2E —4- MEnE % (R926059)
[0569] 5 N-(2- 53 -5 LARIE —4- WENE 3L ) —L- AL KX L2 il FIAEHE, 4- &
55 LIREE -2 R IEMENE A A- LR IR N LA NA- (4- LR FEEREL) 5 4
SR —2- =R —4- Mg, '"H NMR(CDCL,) : 9 10.39(s, 1H), 9.02(s, 1H),
759(dd, 2H, J = 2.1 M1 7.2Hz), 6.91(dd, 2H, J = 1.8 f16.6Hz), 4.44(q, 2H, J =
7.5Hz), 4.06(q, 2H, J = 7.2Hz), 1.44(m, 6H) ; LCMS : ¥ W}E] : 38.49 /)% ; 4
& . 100% ; MS(m/e) : 356 (MH") .

[0570]  7.1.66 N2—(4— LA FEREL ) -5 HEEREE —4- 5P I —2- Mgz (R926060)
[0571] 5 N-(2- 53 -5 L5RIE —4- WEnE 3L ) —L- AL KR L2 il FIAEHE, 2- &
F -5 AR EE —4— 0 I SEMEIE A 4— AR RN ) Y LAl 4% N2— (2 S BEAREE ) 5
AR —4- P -2- Mg . 'H NMR(CDCl,) : 68.98(s, 1H), 7.47(m, 3H),
6.91(dd, 2H, J = 2.1 M1 6.9Hz), 4.05(q, 2H, 6.9Hz), 1.42(, 3H, J = 6.8Hz) ; °F
NMR (CDCl,) : 19105 ; LCMS : #ir B B (8] : 33.87 4380 ; 4L/ : 100 % ; MS(m/e) :
342 (MH) .

[0572]  7.1.67 2— GHE: —5— A -NA-[3- (1H- PYmMe —5— 3£ ) ZEEL 1-1- BEnE iz (R926853)
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[0573] 0% 2, 4- —RHE -5 A - MERE (1.2 {8 ) M 3-(PYme —5-F ) 280% (14
BN KA D1 v/v) P RNIBEY T 60°CnA 24h, — H UK B AR
t, IEFTE G AR, DIKPEE, TR M L4 2- Sk -5 g -N4-[3- (1H- 1Y
M —5— 35 ) ZRIE 1-4- MERENZ (R926853) . BE ML NV ATHEH 2, 4- &3 -5 MErE (1
ME ) BL3-(PYmMe-5- 3L ) K 3 E ) fEHEE DK (11 1 v/v) 1T 60°C b 2-3
AN BT SR AR 24h LA 2- Sk —5— Ak -NA-[3- (TH- DY —5- ik ) Rk -4- mEig
. 'HNMR(DMSO-d6) : §10.25(s, 1H), 8.43(s, 1H), 8.37(d, 1H, J= 3.6Hz),

7.90(dd, 1H, J= 0.9 M 9Hz), 7.75(d, 1H, J = 7.5Hz), 7.61(t, 1H, J = 7.8Hz) ;
LCMS : 4/ : 90% ; MS(m/e) : 292(MH") .

[0574] 7.1.68 2-S(FE N4 (2, 5~ F4HE 4 SEE) 5 FWIL 4 MEIEl% (R926858)
[0575] 5 2— &k -5 HAL —~N4A-[3— (1H- PYmMe —5— 3 ) KL -4 WEng i i 2% [RIFE b,

2, 4- TR 5 mMENRE S 2, b THERE A4- fURNKR RNV 2- AR -N4-(2, 5-
FRARJE —4— S 3E ) —5— AL —4- W8, LCMS : 4 . 97%; MS(m/e) : 316 (M—2H)
1320 (M+2H) -

[0576]  7.1.69 2- G Jk —5— LA —NA-(3— B S ER 2L —5— — R AR R 2R L ) - R g iR
(RY26861)

[0577] 5 2- G AL —5- R0 AL -N4-[3-(1H- Y M —5- 3L ) 28 JL 1-4- W mg iz 2 il &5 [F
FEHL, 2, 4- Z G0 5- FMENE 5 3- AR 5 SR A N iRz R VA 2-
I —5- Fl 2 -N4-(3- A FR 3L -5 — il FF 3L 4 38 ) —4- Mg %, 'H NMR (CD,OD) :
§8.60(s, 1H), 8.43(s, 1H), 8.20(d, 1H, J = 3Hz), 7.99(s, 1H), 3.96(s, 3H) ;
“F NMR (CD,0D) : —-18332, -18374; F1-44259; LCMS: 4iJF . 91 % ; MS(m/e) :
350 (MH") »

[0578]  7.1.70 2-&(FE —5— FIE -NA-[3-(2- JKFEE -1, 3, 4-ME —mp —5-FL) REL ) —4-wE
WE % (R926869)

[0579] 5 2- S(J& —5- 2L -NA-[3- (1H- PY M —5— ik ) ZKIE 1-4- WE g f 2 ) % [F] #¢
Hu, 2, 4- &Gk 5 WEERE 5 3-(2- 3L -1, 3, 4-REm 5- 3L ) KR R VT
Ao AHE 5 I ON4-[3-(2- FIEE L, 3, 4-mE w5 FE) ZRFE) 4 mEngElk. 'H
NMR (DMSO-d6) : 6 10.28(s, 1H), 8.62(s, 1H), 8.39(d, 1H, J= 3.3Hz), 8.11(m,

2H), 7.98(bd, 1H, J=6.9Hz), 7.88(bd, 1H, J =8.4Hz), 7.65(m, 4H) ; LCMS: 4
JE . 76% ;5 MS(m/e) : 76%.

[0580]  7.1.71 2- G J& -NA-[3-(2- & % ¥ 26 W A7k -1, 3, 4- 0 — Mg —5- 2% ) R
I ) -5 FFE - WEIEfE (R926873)

[0581]1 5 2— &3 —5— HA —NA-[3— (1H- PYme —5— 3 ) ZRAL [-4— MEng ik Hil 2% [ AL,

2, 4- TR -5 FMERE S 3- (2- SERAAW AL -1, 3, 4-BE Mk -5 3L SRR RV
FEAE 2- SFE NA-[3- (- LRI WP EL -1, 3, 4-BE M —5-FL) ZRFEL -5 HFE —4-1E
e W%, 'HNMR(CD,OD) : 8842(, 1H, J = 1.8Hz), 8.19(d, 1H, J = 3.3Hz),

7.99(dt, 1H, J = 1.2 1 8.1Hz), 7.82(dt, 1H, J = 1.2 1 8.1Hz), 7.58(, 1H, J =
9Hz), 4.24(q, 2H, J = 39Hz), 4.17(s, 2H), 1.28(t, 3H, ] = 7.2Hz) ; LCMS: 4f
B 85% : MS(m/e) : 379 (MH" .
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[0582]  7.1.72 2— &{FE —5— JIE —N4-(4- = F P EEIE ) -4 MErEfiZ (R926875)

[0583]  '5 2— &(JE —5— FAE ~NA-[3- (1H- VUM —5— 3 ) ZRIE 14— BEILE Wi 2 il 2% [FI AR Hb,
2, 4- 5t 5 WMENE S 4- =R AR RN RN 2- S -5 AR -N4-(4- =R
AL ZREL ) —4-msng % . '"H NMR(CDCl,) : 68.11(d, 1H, J=2.1Hz), 7.68(dd, 2H,
J =24 76Hz), 7.26(dd, 2H, J = 3 # 8.7Hz), 7.0(bs, 1H) ; “F NMR(CD,OD) :
8 —16517 Fil 44523 5 LCMS : #li/% : 94% ; MS(m/e) : 308(MH") .

[0584]  7.1.73 2- G AL -5— AL -N4—(4- =R PR 2EIL ) —4— wEng i (RO26876)

[0585] 15 2— G(JE —5— #lAE ~NA-[3- (1H- VUM —5— 5 ) ZREL -4 MR i 2 1l 2% [FI A b,
2, 4- &I -5- WMERE S 4- SR IR VAR 2- Sk -5 i AE -N4- (4- =
FEIERL ) 4 wEnElk. ' NMR(CDCL) : 88.15(d, 2.1Hz), 7.80(d, 2H, J= 7.1Hz),
766(d, 2H, J=9Hz), 7.10(bs, 1H) ; "FNMR(CDCl,) : —17682 F1 44362 ; LCMS :
4ifF . 91%F MS(m/z) : 292(MH") .

[0586]  7.1.74 2— &HE -N4—(4— FHE -3— = F AL I ) —5— HUIE —4- WEE ik (R926877)
[0587] 5 2- G JL —5- U IE -N4-[3- (1H- Y Mg -5 J& ) 2RI 1-4- BB B ig 2 ) 2% [H) b
M, 2, 1- S -5 RMERE 5 A- SRR -3 SR R IR ROV AR 2- SR -NA- (- 5
FH-3- Z G PR IR ) 5 A 4- gk, 'HNMR(CDCL) : §8.15(d, 1H, J =
2.1Hz), 7.96(d, 1H, J= 3Hz), 7.91(dd, 1H, J = 2.7Hz M1 8.7Hz), 7.53(d, 1H, J =
8.1Hz), 7.06(bs, 1H) ; ""F NMR(CDCL,) : —17892 Fl1 -44402 ; LCMS : 4l J& : 93 % ;
MS(m/e) : 326(M") .

[0588]  7.1.75 2— ZJE —5— FIE N4 (6— AR IEMLE —3— 3 ) —4— BEuE ik (RY26878)
[0589] 15 2— GUJ& —5— FAE ~NA-[3- (1H- PUM —5— 3 ) ZRFE 14— BEIE fie 2 110 2% [FI A b,
2, A— "HFE -5 FMENE S 3 i3k -6 F AR RN 2 R AR 2 SUFE 5 i FE N4 (6 H
AR AEREmE —3—- 3 ) —4-wErEf% . '"H NMR(CD,OD) : 68.39(d, 1H, J=3.0Hz), 8.10(d,
IH, J = 36Hz), 7.95(dd, 1H, J = 24 1 9Hz), 8.30(d, 1H, J = 9Hz), 3.91(s,
3H) ; "“F NMR(CD,OD) : —44737 ; LCMS : #lJF : 97% ; MS(m/e) : 255(M") .

[0590]  7.1.76 2—&3L -N4-(3, 4- AL ) —5— Gk —4— mEREfi% (RO26882)

[0591] Ly 2- G JE 5 25 N4A-[3-(LH- M —5- FL ) 2RI -4 BEug iZ 2 il 2% R+
i, 2, 4- ZSUE -5- FBENE 5 3, 4- R NV L 2- Gl -N4- (3, 4- R
L) -5 G IE 4-FELEHE . "HNMR (CDCL,) : 68.10(d, 1H, J=2.1Hz), 7.72(m, 1H),
7.22(m, 2H), 6.95(bs, 1H) ; LCMS: 4fiff : 93% ; MS(m/e) : 260(M") .

[0592]  7.1.77 2—- &3 —N4-(3, 4- " &HURE ) -5— I —4- WEIEZ (R926884)

[0593] 5 2- W FE —5- | FE -NA-[3-(1H- P M —5— L ) ZKFL 11— BB IE i 2 6 2% A £
Mo, 2, 4- ZEUEE 5 EWMERE Y 3, 4- SEURIEZ ROV A 2- S -N4- (8, 4- SRR
B -5 FE A-WEnElZ. LCMS : 4ifZ : 95% ; MS(m/e) : 294 (M+2H) ,

[0594]  7.1.78 2- 53 —5— HFE —N4—(6— TEEALmE —2—- 5 ) —4— MErE i (R926888)

[0595] 5 2- & & -5 ML ~N4-[3— (1H—— DY M —5— 3L ) L [-4- W iz 2 2% [ FE b,
2, 4- 5L 5 MERE S 2- i -6 FIARNbeE 2 RNV 2 U3k 5 AR N4 (6- F
FEnkmE —2— FL ) —4- WEREf%Z . 'HNMR(CDCL) : 68.23(s, 1H), 8.19(s, 1H), 8.12(d,
IH, J=23Hz), 7.55(s, 1H), 7.69(t, 1H, J=T7.4Hz), 9.35(d, 1H, J=7.5Hz) ;: 19F
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NMR (CDCI3) : —44073 ; LCMS : 4/ : 96% ; MS(m/e) : 239(M") .

[0596]  7.1.79 2-%43E -N4-(2, 6— —HAEIEMmE -3- 35 ) —5— AL —4— mEne g (R926889)
[0597] 5 2- Gk 5 JRIE —N4A-[3- (1H- DY Mk -5 J& ) ZRIE -4 WRug fL 2 il 4 RIFFEHE,
2, 4= RS -5 BT 5 3- M3k —2.6- AR ILNENE 2 R R AL 2- G2k -N4-(2, 6-
A AR LNt g —3— 3% ) —5— gk —4-WIE % . '"H NMR (CDCly) : 68.57(d, 1H, J=8.7Hz),
8.02(d, 1H, J = 2.7Hz), 6.40(d, 1H, J = 8.1Hz), 4.03(s, 3H), 3.98(s, 3H) ; "“F
NMR (CDCl,) : —44640 ; LCMS : 4lifZ . 90% ; MS(m/e) : 285(M") .

[0598]  7.1.80 2- fF&k —~N4-(6— GALmE —3— &k ) -5 HlIE —4- WEnE iz (R920400)

[0599] 5 2- Gk —5— i 2E -N4A-[3- (1H- 4 M -5k ) ZNIE 1-4- BB g % 2 il 2% 7
Hi, 2, 4- CFHL 5 BMENE Ly 3- L -6 FMbRE 2 R YT AR 2- &ZE -N4- (6 &L
WE —3—- %L ) —5- L —4-WEIElZ . '"H NMR (CDCI,) : §8.53(d, 1H, J=3Hz), 8.25(dd,
IH, J =3 f19Hz), 8.15(d, 1H, J = 24Hz), 7.39(d, 1H, J = 8.7Hz), 7.00 (bs,
IH) ; LCMS : 4l : 98% ; MS(m/e) : 259 (M") .

[0600]  7.1.81 2— &(JE —5— JRIL —N4—(4— FEEMLrE —2— 55 ) -4 BEE % (R920401)

[0601] 15 2— G(JE —5— H AL ~NA-[3- (1H- PUME —5— 35 ) ZRFL 11— BRIE fi 2 1) 2% [FI A b,
2, A- TGS 5 MENE S 2- iRtk —4- FRALNLIE 2 )NV T AR 2- Gk 5 RS NA- (4- A
MERE —2— L) —4- mERERE . '"H NMR(CDCL,) : 68.22(s, 1H), 8.16(d, 1H, J=8.4Hz),
8.13(d, 1H, J = 2.4Hz), 6.91(d, 1H, J = 5.4Hz), 2.42(s, 3H) ; LCMS: %[ & .
87% ; MS(m/e) : 239(MH") .

[0602]  7.1.82 2- &AL 5 BIE N4 (3- =GR FEFERIL) 4 BEughi (R920402)

[0603] 5 2— GHk -5 AL —NA-[3—(1H- PUme —5— 3 ) ZREL 1-4— BERE ik 2 il 2% [ AE b,
2, 4- ZFH 5 RERE S 3- SR H EIE AL IV A 2- AR -5 U -N4-(3- =
P A AR ) 4- g ik, 'H NMR(CDCL) : 68.12(d, 1H, J = 3Hz), 7.68(bs,
1H), 7.53(dd, 1H, J = 1.2 f18.4Hz), 7.419t, 1H, J = 8.1Hz), 7.04(bdt, 2H) ; “F
NMR (CDCly) : —16430 Fi1 44463 ; LCMS : 40/% : 89% ; MS(m/e) : 308(MH") .
[0604] 7.1.83 2- S0 IE —-N4-(3, 4- — W B F IR 48 3L ) —2-5— 3L -4 B g K
(R920403)

[0605] 5 2- GQ(Z& —5— LA ~NA-[3—(1H- PY M —5— L ) R B 1-4— Wi g Ji 2 il 2% [F] A
Hi, 2, 4- Z&FE 5 wMERE S 3, 4- RO S AIE RN N R AR 2- A3 -N4- (3,
4— TV B AR FE RS ) 25 Ik 4 WERE L. 'H NMR(CDCL) : 68.09(d, 1H, J
= 3Hz), 7.70(d, 1H, J = 2.4Hz), 7.10(dd, 1H, J =24 fI87Hz), 7.06(t, 1H, ] =
8.1Hz), 6.97(bs, 1H) ; '""F NMR(CDCl,) : —-11175 1 -11562 ; LCMS : 4 J¥ : 95 % ;
MS(m/e) : 304(MH") .

[0606] 7.1.84 2— &I -5 S IL —N4— (MEMWREL —6— JL ) —4— MEE % (R920409)

[0607] 5 2- G(FE —5— #FE -NA-[3- (1H- PUM —5— & ) ZKEL 14— MBI [l 2 i 2% [F) e,
2, 4- TRE -5 UG 56— bR 2 [ R AR 2- G -5 RS N4 (bR —6— 3 ) —4- 1%
W 4. 'HNMR(CDCl,) : 68.02(dd, 1H, J = 2.7Hz), 8.00(dd, 1H, J = 2.4Hz),
7.73(d, 1H, J=9Hz), 7.68(dd, 1H, J=24f187Hz), 7.28(, 1H, J= 10.5Hz),
6.42(d, 1H, T = 9.3Hz) ; “FNMR(CDCl,) : —44344 ; LCMS : 4 J¥ : 91 % ; MS(m/
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e) : 292(M") .

[0608]  7.1.85 2— & Jk ~N4-(3— G I —4- =5 HFEILAIL ) -5 JIE —4- MEmg %

[0609] L 2- &(3E 5 FIE N4A-[3-(IH- PUmMs —5- 3 ) I 14— WEUE L H) 2% R FEH,
2, 4= UL 5 FUENE 5 3- R —4- =W MRS R NE 2 OV R 2- fUEE -N4-(3- &
F —4- Z R EFEIE ) 5 I 4-WIgfg, 'HNMR(CDCLl) : §8.15(d, 1H, J =
3.0Hz), 7.86(d, 1H, J = 2.1Hz), 7.61(dd, 1H, J= 2.1 f18.7Hz), 7.35(dd, 1H, J=
1.2 f18.7Hz), 6.98(bs, 1H) ; LCMS: 4lifF . 97% ; MS(m/e) : 342(M+2H) .

[0610]  7.1.86 2— GFE ~N4A-(4- SHE -3 PA R ) —5- 5ldE —4- I %

(06111 5 2- &Ik -5 ik ~N4A-[3— (1H- PYUME —5— 3L ) A0Sk -4 Mg iz 2 il 26 [ FE D,
2, 4- __GIE 5 FENE Ly 4- SUE -3 AR RIE IO R AR 2- AU N4 (- S -3
SHIEIREL ) -5 FUE —4- IREEMERE. LCMS @ 4/ . 88% ; MS(m/e) : 288(MH") .
[0612]  7.1.87 2- G —5— F Ik -N4-[2-(2- F W LEE ) MErE -5- 3 14— MEng %
[0613] 15 2— &(3E —5— L ~NA-[3- (1H- PUmME —5— 3 ) xFE |-4- WEnE e 2 i 245 R FEH,
2, 4= "G HE 5 mMENE Y 5 iE 3k 2- (- B O IE ) mhmE 2 RN A 2- S -5
F -NA-[2-(2- F . L5 H ) nibmg —5- & 1-1- g — %, 'H NMR(CDCl,) : 68.28(d,
1H, J = 2.4Hz), 8.08(m, 1H), 7.99(m, 1H), 7.00(bs, 1H), 6.87(bd, 1H),
4.47(m, 2H), 3.97(m, 2H) .,

[0614]  7.1.88 2- & H: -N4-[2-(2- SU 3 56— WM IE —4- F)H-1, 2, 3, 4- VI & HwE
Wbk —7— 2 1-5— AR —4- BERENZ (R926910)

[0615] 5 N2, N4~ X (3- BRI ) 5 HIE -2, 4 WENE iz fil& R, 2, 4 =
UL -5 BUMENE RN T- L 3L -1, 2, 3, 4- VU RmEnk R W DUR AL 2- G2 -N4-[2- (2- &
e —5— FOMEBE —4- KL ) -1, 2, 3, 4- VY & Mk -7 -5 FFE —4- mE g B, 'H
NMR (CDCL,) : 68.08(d, 1H, J = 3.0Hz), 7.95(d, 1H, J = 6.0Hz), 7.50-7.42(m,
2H), 7.21(d, 1H, J = 8.4Hz), 6.96-6.90(m, 1H), 4.95(s, 2H), 4.04(, 2H, J =
5.7THz), 2.99(t, 2H, J = 5.7Hz) ;: 'F NMR(282MHz, CDCl,) : —42555, -44573;
LCMS : 4l : 98% ; MS(m/e) : 410(MH") .

[o616]  7.1.89 2- G 2 5 G L N4-[2-( T A e F )1, 2, 3, 4 Y & =+ &
Wbk —7— 2 1-4- EREfZ (R926911)

[0617] 5 2- G 3E -N4-(3, 4- W & A FERIE ) -5 e —4— WEIE E 2 il 25 R AR Hb,
2, 4- TGk b FMERE R T IGHE 2- (- TERAE ) -1, 2, 3, 4- DYE ek iy LLER
ik 2—- @ -5 U -NA-[2- (¢ THmE ) -1, 2, 3, 4- PUSSemmk —7— 26 1-4- WEnE ik
'"H NMR(CDCly) : 68.03(s, 1H), 7.50-7.26(m, 2H), 7.19-7.11 (m, 2H), 1.57 (s,
2H), 3.64(t, 2H, J=5.7Hz), 2.80(t, 2H, J=5.7Hz), 1.48(s, 9H) ; LCMS : 4} .
89% ; MS(m/e) : 379(M") .

[0618]  7.1.90 2— & H: —5— ®l & -N4-(1, 2, 3, 4- VU & 5 Wbk —7— 25 ) —4— W% g I
(R926912)

[o619]  2- faldk 5 JFE N4-[2-(t~ THFREE) -1, 2, 3, 4~ WUESSWEML -7 5 1-4- 1%
WERZAE 40% = LMR / R T 2 W T e i dE 30 43 Bh. BRI FIE R iR R,
HETFT/KH, BLNaHCO, iibgt:, Ll IR L BERE .  #HEEFENTES IR 2

N
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i/ T3 2— GUEE —5— FEE —N4-(1, 2, 3, 4- PUS Sememk —7- 3£ ) —4- msugfi%, 'H
NMR (CDCL,) : 68.04(d, 1H, J = 3.0Hz), 7.37(dd, 1H, J = 2.4 fll 8.4Hz), 7.27(d,
IH, J=15Hz), 7.11(d, 1H, J=84Hz), 6.92(s, 1H), 4.04(s, 2H), 3.15(t, 2H,
J=6.0Hz), 2.79(, 2H, J= 6.0Hz) ; "FNMR(282MHz, CDCl,) : —44648 ; LCMS :
i : 97% 5 MS(m/e) : 279 (MH") .

[0620]  7.1.91 2- &L —5— G —N4A-(4- Pk —3— =5 PR ) —4- BEBEE (RY26920)
(06211 L 2- &K -N4—(3, 4- W2 “SHE IR ) -5- FUL —4— Mg 2 R4 R R, 2,
A— L -5 FIENE N 4— 2L —3— g0 R ORI e N LRI 2— GUEE -5 AR -N4-(4-
3L -3- =R P FE K IE ) 4- B g i%. '"H NMR(CDClL,) : 68.10(d, 1H, J = 3.0Hz),
7.85-7.78 (m, 2H), 7.33(d, |H, J = 9.3Hz), 6.96(bs, IH), 2.48(d, 3H, J =
1.2Hz) ; “FNMR(282MHz, CDCl,) : —-17641, —-44541 ; LCMS : 4ifF . 97% ; MS(m/
e) : 306(MH") .

[0622]  7.1.92 2- &(IE —5— SIE —N4— (4— F It —3— FAFEZEHL ) —4— wEmg i (R926921)
[0623] 5 2- &3 -N4-(3, 4- W &, — & & 2K I ) -5- ﬁﬁé—zl—ﬂ%%ﬂﬁ‘zﬁw%ﬁl)ﬁﬁ
Hu, 2, A- & IR -5 MR mE R A- 2R -3- O K IR R RLEE it 2- &3 -5
e -NA-(4- 5 4 -3- 1 3 %% )4 mE g . 'H NMR(CDCL,) : 68.06 (d, 1H,
J = 2.4Hz), 7.48-7.43(m, 1H), 7.39(dd, 1H, J = 2.7 f 6.3Hz), 7.03(t,
IH, J = 9.0Hz), 6.84(bs, 1H), 2.30(d, 1H, J = 1.8Hz) ; '"F NMR (282MHz,
CDCl,) : —34285, -44676 ; LCMS : 4lifF : 95% ; MS(m/e) : 257(MH") .

[0624]  7.1.93 NA-[3-[(N—t— T 5RIE) BRI -4 IR 1-2- 50 5 Rk 4w
WEfZ (R926924)

[0625] 15 2- &AL -N4-(3, 4- W & 5L ) -5- FHE —4— Mg i 2 ) 2% 1A #F Hh,
2, 4= AL -5 FOMEIE R 3-[ (N—t— T AR AL ) AL AL [-4- T ORI by B3R
NA-[3-[(N—t= T I ) EH P 1-4- PRI J-2- &3 5 Wit 4-wigfig. 'H
NMR (CDCl,) : §8.05(d, 1H, J = 3.0Hz), 7.52(d, 1H, J = 9.3Hz), 7.45(s, 1H),
7.19(d, 1H, J = 8.1Hz), 6.96-6.89(m, 1H), 4.80(bs, 1H), 2.31(s, 2H), 1.46(s,
9H) ; LCMS : 4lifF : 97% ; MS(m/e) : 311l (M~ (t-butyD ") .

[0626]  7.1.94 2- QUK -N4-[3-[[4-( ZEIRIL ) WRnE L 1 3L ] 280E 1-5- i JE —4- g
Wiz

[0627] 5 2- G0k -N4-(3, 4- WL AR AL ) -5 FAk —4— WEmg il 2 il & [F A 3,
2, 4— G L 5 FMERE R 1-(3- IR ISR AL ) WREE —4- R IR & ME VY BLHE It 2- A
FE -NA-[3-[[1-( LA ) WRIEE | FEE 1 K5 1-5- JE - WEIE%Z, LCMS: 4/
97% ; MS(m/e) : 394(MH") .

[0628]  7.1.95 2— @UAL -N4-[3-[4- ( ZHIREL ) WRBEBRAL 1 2RAL 1-5— AL —4— WEIE ik
[0620] L 2- %;%Q -N4-(3, 4- W 2 5 IE AL ) -5 Gl Ik —4— WEnE fi 2 i % Flﬁéﬂt
2, 4= ZEFE 5 FE G AN 3-[[4-( LS| FRIE ) WRME T | R 5 | R R S R L ER it

F ~N4A-[3-[[4-( Zﬂ%%) WRWESL | B2k 1 2RAE 15— Bk —4- MENENL. LCMS: éthﬁi:
96% ; MS(m/e) : 407T(M") .

[0630] 7.1.96 2— GFE —5— W IHE -N4-(1, 2, 3, 4- VY& —1- FZ5 —7— FE ) —4— PERE %
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[0631] 5 N4-(3, 4- W 2 4 %) -5- & -N2-[2-( B 3L ) ZE Ik —5- 3% -2,
4-WEWE TR 2 ) & FORE M, 2- &3k 5 %R N4-(1, 2, 3, 4- PO A -1- A
28 -7 Jk ) -4 WEWE Ik ] Dibal-H i& J& BL 7= 42 2—- @ 5 Ak -N4-(1, 2, 3, 4- 4
A -1- FEE -7 3 ) —4- WERE Y

[0632] 'H NMR(CDCl,) : 68.05(d, 1H, J = 3.0Hz), 7.59(d, 1H, ] = 2.4Hz),
7.14(d, 1H, T = 8.1Hz), 6.93(bs, 1H), 4.82-4.78(m, 1H), 2.82-2.71(m, 2H),
2.08-1.74(m, 5H) ; "F NMR (282MHz, CDCl,) : —44661 ; LCMS: 4 . 94 % ;
MS (m/e) : 294 (MH") .

[0633]  7.1.97 2-& A -5-FIE-N4-(1, 2, 3, 4- VUGS —1-EHLZE -7-3L) —4-WENE L,
[0634] L 2-GIE -N4-(3, 4 WL FFERR) 5 FIE 4 WEmg iz il FAEH, 2,
4— UKL -5 FRMENE A 7 Lk —1- DYSLZR M e Y LB (It 2— GUdE —5- i dE -N4-(1, 2, 3,
4- VY —1- Wi FE 25 —7- ) —4- g g . "H NMR (DMSO-d,) : & 10.08(s, 1H), 8.31(d,
IH, J=3.3Hz), 8.15(d, 1H, J = 24Hz), 7.82(dd, 1H, J=24H 8.1Hz), 7.36(d,
IH, J =8.1Hz), 291(t, 2H, J = 6.0Hz), 2.59(, 2H, J = 6.0Hz), 2.07-1.98(m,
2H) ; LCMS : 4ifF : 93% ; MS(m/e) : 291(MH") .

[0635]  7.1.98 2- Gk —5— Fdk —NA-[3— ( =G Ttk ) achk [-4- WEREfiZ

[0636] L5 2- AL -N4A-(3, 4- W& FIALHKIL) -5 AL —4- WERE % 2 ] 2% [FIFEH, 2,
4— TR -5 FMENE AN 3— ( =R AR ) RN RO DAL 2- SR -5 AL -N4-[3-( =
OO IR ) K EE ]-4- mE mg . 'H NMR(CDCL) : 68.13(bs, 1H), 7.92(bs, 1H),
7.89-7.84(m, 1H), 7.48-7.45(m, 2H), 7.04(bs, 1H) ; LCMS: &ifF : 97 % ; MS (m/
e) : 325(MH" .

[0637]  7.1.99 2- &FE: —5— WAL -N4-(3- ZRFREEMFE (boryl) HFHE ) —4- ERE fi%

[0638]  2- G3E —N4-(3, 4- W & "5 FE R K ) —5- JIE —4— wime fli 2 il B 2% [RI A
2, 4- " & FE -5 FLWEBE N 3- % F KM R (boronic acid) Sz [V DL Rt 2—- & FE -5
e -NA- (3— RSN AL R ) —4- mEInE %

[0639]  7.1.100 2- & & —5— L —N4-[ (1H) — W[k —6— Fk -4~ BEIE %

[0640] Ly 2- @&JL N4-(3, 4- WL AR K ) -5 FIE 4 WEmE ik 2 i) 4% [F FE Hh,
2, 4- ZRUHE —b— P W IE R 6— i I Ik Sz B DL I 2— SUEE —5- JEE -N4-[(1H) - ]
Wk —6— % |-4-MEmEE ., LCMS : 45 : 92% ; MS(m/e) : 263(MH") .

[0641]  7.1.101 2- GJ& 5 AL —N4A-(2- FRHE —4- R ) 4 wEng il

[0642] 5 2- @k -N4-(3, 4- W &4 5 R K ) -6- FIE —4— WEmE fiZ 2 o) 2% [H) A Hh,
2, A- &L -5 HMERE R 3- FREE - BRSO N AR 2 SUEE -5 AR -NA-(2- %
Fe —4- FELIRIL ) —4- MEIERY ., LCMS : 4i)% : 97% ; MS(m/e) : 255(MH") .

[0643]  7.1.102 2— &AL —5— FAE —N4-[2— ( FEREL ) — (LHD) — WMt —6— 5L 1-4— mErg i
[0644] 5 2- GHE -N4-(3, 4- WL 5FEAREL ) -5 L —4- WBIE i 7 ] 45 [FIFE L, 2,
4= ZRHE 5 TMERE A 6- 2 I —2- ( FHAEERIE ) — (LH) — W[ ) . DL A 2— Sk —5-
e -NA-[2-(C PAREE ) - (IH) - MR —6- 5& 1-4- mEug ik, WA R — 2 alifbm {6 A .
LCMS : 45 : 65% ; MS(m/e) : 322(MH") .

[0645]  7.1.103 N4-[3—(4—(2— 5 F: —5— BWMERE ) —N- JgFE0 AL ) - 28F 1-2- 5 -5 &
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I —4- WENEZ (R940298)
[0646] A& HMEMFEEFIRIEZE T (LIBI1E 2, 4- &3 -5 e 2 #5) FI N, A
2 R NP BEEl 3— ILFE R L (0.22 35, 1.79 ZFEH ), MeOHU Z7t), HOB %
Ft) o2, 4- &S 5 FmEnE (0.3 755, 17925 H ). KRMNIESYW T 80 CHIH: 30 4>
B, VAEIENR, LLH,0 (30 =T ) Mk,  — HBLEUALARMAT, H DL ZEE ZHEREHL (3X20
T ), AR T BB . TR KRmaid rEEE i E (200-400 M H ) f#
H 12 3% MeOH £E CH,Cl, H i 38 LA NA-[3— (4— (2— &I -5 FWENE ) ~N— FF & 5L A
F) — ARHL -2 AL -5 AL —4- WEBE % R940298. 'H NMR (DMSO-d6) :  § 10.09(1H,
s), 888(1H, t, J=585Hz), 8.40(1H, d, J= 3.6Hz), 823(1H, d, J= 3.3Hz2),
774(1H, s), 7.70(1H, d, J=8.1Hz), 744(1H, t, J=78Hz), 7.19(1H, d, J=
8.1Hz), 469(2H, d, J=57THz; 4§ 92%.
[0647]  7.1.104 2- 5 F%& —5- f FE -N4-(3— F & P 3% —4— FF 45 3% 2K 5L ) —4— % g fi%
(R940302)
[0648] AT B AEFMSIRE T (LIPj1E 2, 4- &5 -5 FMEnE 2 #10) N, A D
Z RPNV R 3— MAFREE —4- TAFERNZ (0.88 v, 4.86 &R H ), MeOH@3 =T ),
H,O (7 2&TF) 12, 4- —&HE -5- mmEng (0.81 75, 4.86 ZH ). JMNIBREGYT 60°CHE
30 4380, LLH,0 (G0 ZET) #EE, LL2N HCl4L (6 =T} ) FESWEY . 1 yE i1
A, DL HLO Pl A48 LU/t 2— Gk —5— i JE —N4- (3— A RIE —4- PR FEAREL ) -4- 1%
BE i R940302., 'HNMR (DMSO-d6) : 0 10.10(1H, s), 839(1H, d, J = 3.6Hz),
8.04(1H, d, J = 2.7Hz), 7.987.93(1H, m), 7.30(1H, d, J=9Hz), 3.92(3H, s),
3.89(3H, m) ; Zi/&F 96% ; MS(m/e) : 312(MH+)
[0649]  7.1.105 2— &Jk —5- F AL —N4—(4- 4B75 I WEV % ) —4— MERERE (R940303)
[0650] 1y 2— GHE —5— FAE —N4- (83— PR —4- PRI ) —4— WERE i 2 il & IR %
Hu, 2, 4- TGS 5 FRUMERE RN 4- FESR BRI % K N LR AR 2- AU B RE -N4- (4- 46
2K TR % ) —A- BB BE i R910303.  'H NMR(DMSO-d6) : § [ 11.38(1H, s),
10.60(1H, s), 857(1H, d, ] =3.3Hz), 8.39(1H, d, J= 1.8Hz), 8.18(1H, dd, J =
8.4Hz, J = 2.1Hz), 7.93(1H, d, J=8.1Hz) ; 4lfF 90% ; MS(m/e) : 293 (MH+) .
[0651]  7.1.106 2- & J& —5— i F& —-N4—(3— 1 B ¥ 56 —4— B9 & 366 28 366 ) —4— g i fi%
(R940305)
[0652] 5 2— GJE -5 Bk —N4-(3— PRI —4- FAEFEAIE ) 4 WEWE iz il & R A
M, 2, 4- ZEUE -5 FMERE R 3— VRIS —4— FVARRR R i ) N DA AL 2- G -5 AR
o -N4- (3~ FF i ¥ 35 —4— B 45 L 2K L ) —4— W g i% R940305, 'HNMR (DMSO-d6) :
§ JY91(1H, s), 831 (1H, d, J=3.6Hz), 8.11(1H, d, ] = 2.7Hz), 7.78(1H, dd,
J=9Hz, J]=27Hz), 759(1H, m), 6.87(1H, d, J=9Hz), 3.90(3H, s), 2.96(3H,
d, J=45Hz) ; 4% 93%.
[0653]  7.1.107N2- & FE —5- FlFE —N4-[3- (N- MR IE Y AL ) —4— FA G FE 2R IE [-4- MRng
i (R940313)
[0654] & 2- G@UFE —5- FE -N4-(3- A PR IE —4- B S IE 2R 0L ) —4— MBI i 2 i) &5 A
FEHEL, 2, 4- &S -5 R0 IR R 3— (N— D bk 28 M FR 26 ) —4— F AR R i S N DA 7= AR
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2— FFE -5- FIE ~N4-[3— (N- bR FE Y B L ) —4— FF 4R L 2R 3L -4 MBI ik R940313., 'H
NMR (DMSO-d6) : & [ 10.00(1H, s), 8.35(1H, d, J=3.3Hz), 7.72(1H, d, J=
3Hz), 7.58(1H, d, J=9.3Hz), 7.12(1H, d, J = 8.4Hz), 3.89(3H, s), 3.8-3.5(6H,
m), 258@H, m) ; 4iF 96% ; MS(m/e) : 352(M).

[0655]  7.1.108N4-[3-(N— A - T F I & —N- F g B W AP L ) - 2R 1-2- &5 -5
Hk —4- BERE % (RY40315)

[0656] 5 2- @k —5- F AL —N4-(3— FEFRIL —4- FEILARIL ) —4- Wewg i 2 i) & R
Hu, 2, 4- Z5HE -5 BUENE T 3— (N- A — T &R EE —N- J BRI 2 ) — 2R 0% [l WV LA
7R NA-[3=(N= B — T4 P2 -N- B 38 AR 38 ) — 00k 1-2- 38 —5- W 3E —4- g
iz R940315., 'H NMR(DMSO-d6) : 6§ O 10.13(1H, s), 8.42(1H, d, J = 3.6Hz),
769(1H, m), 7.64(1H, s), 745(1H, t, J = 7.6Hz), 7.09(1H, d, J = 7.8Hz),
448 (2H, s), 2.90(3H, s), 1.49(9H, m) ; 4li/F 92% ; MS(m/e) : 367 (MH+) .

[0657]  7.1.109N4-(3— (N— ) — T HIRIE -N- 7 — INIGIE T AL ) —4- AR R ) —2- &
F —5— AL —4- WEIE fiZ (R940320)

[o658] 5 2- G@ZE —5- WA -NA-(3— & FRIEE —1- SR N ) - MBI 1k 2 i) £ A
FEdh, 2, 4- Z&(Hk —5— FMEIE R 3- (N- U - T & Bedk -N- 53 - WHEH W4 ) -4-
L — RGOV BLF A2 N4- (3— (N- A - TR AL -N- 57 — UL FR AL ) —4— AR LR
FL ) —2- Gl -5 FIE —4— WEIE i R940320, 'H NMR(DMSO-d6) : 810.01(1H, s),
8.34(1H, d, J = 36Hz), 7.52(2H, m), 7.08(1H, d, J = 8.7Hz), 4.33(3H, m),
3.90(3H, s), 1.50-1.30(9H, m), 1.18(6H, d, J = 6.9Hz) ; Z4iJiF 95%.,

[0659]  7.1.1102— &% -N4-[(2, 2— —MHE —4H- FIf [1, 4] LEE -3— fl] ) -6- £ 1-5— .
I —4- WERENZ (R940322)

[0660] 15 2- G —5- FAE —N4A-(3— FEFRIE —4- FEIERIE ) —4- wemg ffi 2 il 25 R
H, 2, 4- “EIE - FMENER 6- Ik -2, 2- 3L —AH- FEIF[1, 4] B -3- Fi MY L
P 2- SR -N4-[ (2, 2- R —4H- AK9F (1, 4] %E -3 i ) -6 FL 15— Bk —4- MR
% R940322, 'HNMR (DMSO-d6) : §10.89(1H, s), 10.04(1H, s), 8.38(1H, d, J =
3.6Hz), 7.35(2H, m), 7.04(1H, d, J=8.4Hz), L.50(6H, s) ; 4i/&Z 91.4% ; MS(m/
e) : 322(M) .

[0661]  7.1.1112- % 3E -N4-[3— —4& -2, 2— P 3 —4- Q- (kg —1- 484k ) - K31
[1, 4] &M —6-JE |-5- JIE 4 WEIENL (R940328)

[0662] 5 2— SHk -5 AR -NA-(3— T AR —4- A IE AR I ) —4— W8 NE ik 2 ) & [H]
e, 2, A- TFEE -5— G BE I 2- (6- R -3— &l -2, 2- AR - I 1, 4]0
W —4— ) mhmE 1- AL OBV LU A2 2- S0 -NA-[3- & -2, 2- I —4-(@-(nik
mE 3L -1- S W) - 2R [, 4] & BR -6 Bt 15— G AL —4- WE BE i R940328. 'H
NMR (DMSO-d6) : 6 [0 9.82(1H, s), 8.39(1H, dd, J = 6.3Hz, ] = 1.2Hz),
830(1H, d, ] =36Hz), 763(1H, dd, ] =84Hz, J = 24Hz), 747(H, td, ] =
75Hz, .J=18Hz), 7.34(1H, m), 7.21(1H, dd, J = 8.7Hz, J = 2.4Hz), 7.07(1H,
d, J=27Hz), 691 (1H, d, J=87Hz), 3.64(2H, s), 1.41(6H, s) ; 4ifF 958% ;
MS (m/e) : 402 (MH) .

116



CN 1625400 B w B P 73/444 T

[0663]  7.1.1122— &U%E -N4-[3- — & -2, 2- — & —4-Q- b g E) - ZE I [1, 4] %
I —6- 3& 1-5- lIE —4- BEIE I (R940336)
[0664] 5 2— GFE 5 B —N4-(3— PRI —4- FAFEAIE ) 4 WEuE iz il & R A
i, 2, 4- Z@3E -5 FERE R 6 L ik —3- & -2, 2- Z ML —4-(2- nbrg 3k ) - A JF
[1, 4] M0 i B DAP= 248 2— S 3k -N4-[3- =& -2, 2- —HIEE —4-(2- mbmgdt ) - 253 [1,
1] B —6— 5= 1-5— F s —1— BEIEZ R910336. 'H NMR(DMSO-d6) : & 9.95(1H, s),
8.38(1H, dd, J=48Hz, J=18Hz), 833(1H, d, J=36Hz), 784(IH, d, J=
2.1Hz), 7.79(1H, ddd, J=15.6Hz, J=7.2Hz, J=2.1Hz), 7.57(1H, d, J=8.4Hz),
7.19(1H, dd, J = 8.4Hz, J= 24Hz), 7.01-6.95(2H, m), 3.96(2H, s), 1.32(6H,
s) ; 4 99.3% ; MS(m/e) : 386 (MH+) .
[0665]  7.1.113 2— & FE -N4-[(2, 2- —5FE —4H- AFF[1, 4] "EEE -3 ) —6- F5 1-5- Fl
e —4- wErE % (R940342)
[oe66] 5 2— GHE -5 WAk —N4-(3— AR —4- AT ) —4— WEnE ik 2 il & R FE
i, 2, 4- T EEE -5 BUEIE R 6— IEEE -2, 2— THEE —4H- I [, 4] WEEE -3- Fi Y
PLr=ag 2— @ 3E -NA-[ (2, 2- 5 3E —4AH- X3F [1, 4] BEmk -3- i ) —6- 3& 1-5- ik —4- W%
WERZ R940342, 'H NMR(DMSO-d6) : & 12.24(1H, s), 10.23(1H, s), 8.45(1H, dd, J
= 3.3Hz, J = 09Hz), 7.66(1H, dd, J = 4.2Hz, J = 2.4Hz), 7.55(1H, dt, J = 9Hz,
J=25Hz), 743(1H, d, J=9Hz+) ;: "“FNMR(DMSO-d6) : 6-21582, -43415; 4fi
B 96.2% ; MS(m/e) : 331 (MH+) .
[0667] 7.1.114 2—- & F -N4-[(2, 2- — I} —4H-5- 0t wE  Jf [1, 4] BE
% —3— M ) —7— HE 1-5— FIE —1- BErEE (R910341)
[0668] L5 2— GlHk —5— FAk —N4A- (83— T PA: —4- P ) —4— BERE ik 2 i) & R AT
Mo, 2, 4- TFEE 5 MERERN 7- AL -2, 2— T AL —4H-5- MR [1, 4] PERRE -3-
SV LLPE A 2— SR -N4-[ (2, 2— T THEL —4H-5- L 3 [1, 4] WEEE —-3- Fi ) -7- 35 1-5— &
He —4— mE BE % R940344, 'HNMR (DMSO-dé) :  § .11.32(1H, s), 10.20(1H, s),
8.45(1H, d, J = 3.6Hz), 833(1H, d, J = 2.1Hz), 7.84(1H, d, ] = 2.1Hz),
1.54(6H, s) ; 4ifF 90.8% ; MS(m/e) : 324 (MH+) .
[0669]  7.1.115 N4A-(4— FEHRFIE N I IRIE ) —2— GFE -5 FAE —4- WEmE % (R945028)
[0670] 5 2- G -N4-(3, 4- WL AFREL) -5 Ik —4— WENE G 2 Hl#% [ AL, 2,
A= ZEHE -5 FMERE (250 2250, 1.50 ZERH ) FH A- B2 428 K % (510 Z& 7,
3.26 ZEHH ) WL AL NA- (4— B W AR AR 2 a0 2 ) —2— Sl —5— i —4— MERE fik.
LCMS : ¥ fIBIA] « 18.34 438 s 4ifF : 100% ; MS(m/e) : 298.47 (MH") .
[06711 7.1.116 2- & & -5- & I& -N4-[2H- it mg I [3, 2-b]-1, 4- &
Mg -3 (4H) - Ml —6— 3& ]-4— MERENZ (R945298)
[0672] 5 2- GJE -N4-(3, 4- WL AUJERAL ) 5 FAk —4— WEWE Tk 2 il & [F AE 3,
2, A= TEUHL -5 FUMERE RN 6- FZIE —2H- mEwE JT [3, 2-b]-1, 4= BEE -3 (4H) - B & 5 B
PR A 02— SUHE -5 AR -NA-[2H- MEIE 3F [3, 2-b]-1, 4- BEBE -3 (4H) - Wi —6— %= -4 %
WE f%. 'H NMR(DMSO-d,) : ©&4.63(s, 2H), 7.34(d, J = 8.7Hz, 1H), 7.44(d, J =
8.4Hz, 1H), 8.33(d, J = 3.3Hz, 1H), 10.14(s, 1H, NH), 11.19(s, 1H, NH) ;
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“F NMR (282MHz, DMSO-d,) : 6-152.35; LCMS : ¥ BH B IH] : 26.74 73 % ; 4 .
85.90% ; MS(m/e) : 296.13(MH") .

[0673]  7.1.117 N4—(1, 4- ZEFFNERE —6- J& ) -N2— &Ik —5— FUmENE i

[0674] 5 2- &(FE -N4-(3, 4- W 4 A FEAREL ) -5 IS —4— WERE ig 2 il 4% R A 4B,
2, A= AL 5 FUMEIE R 6- fZ L -1, 4- 2K JFREER SO BL PR AR NA- (1, 4- K I IE
I —6— Bk ) -N2- & 5 —5- F WX g i%. 1H DMSO 8.2(d, 1H), 6.8(m, 1H), 6.75(m,
IH), 6.60(m, 1H), 4.05(m, 2H), 3.2(m, 2H) 4ifF 95% MS(m/e) : 281 (MH") .
[0675]  7.1.118 N4—(1, 4- ARIFEERE —7- K ) -N2- [E -5 BUENLE I

[0676] 5 2—- &k -N4-(3, 4- W & 453 A3 ) —5- T L —4— WERE i 2 ] 26 (R FE b,
2, 4- EH 5 BUMEWE A 7T AR L, 4 R IR RENE O L AR N4 (L, 4- 2K IR RE
e —7— L ) ]-N2- &5 -5- M IE 4. 1H DMSO 8.2(d, 1H), 6.8(m, 1H), 6.75(m,
IH), 6.60(m, 1H), 4.05(m, 2H), 3.2(m, 2H) 4if& 94% MS(m/e) : 281 (MH") .
[0677]  7.1.119 N4-(1, 4- ZKIFMERE —3— [l —6- I ) -N2- &I —5— SR i

[0678] 5 2- @k —N4-(3, 4- W & 5 R E ) -5- FIE —4— WEmE fik 2 ) 2% [H) 4 Hh,
2, A- KL -5 FMERE R 6- fZ3E -1, A- ZFFWERE -3- fi ) N DL AR NA- (1, A- K 9F
WE e —3— Fi —6- J& ) -N2— & & —5- H Mg . 1H DMSO 8.2(d, 1H), 6.8(m, 1H),
6.75(m, 1H), 6.60(m, 1H), 4.73(s, 2H) 4liJF 96% MS (m/e) : 295 (MH") .

[0679]  7.1.120 N4—-(1, 4- ZIFBEEE —3- fi —7- K& ) -N2- &(FE -5 FUEIE i

[0680] Y5 2- Gdk -N4-(3, 4- W & A 2R3 ) —5— WL —4— MERE iR 2 i 4% (R FE b,
2, 4- "HIFE 5 BBWER 7 BEFE -1, 4 ZEIFEEREE -3 §i S LA N4 (1, 4- ZEIF
WE e —3— fl] —7— 2& ) -N2— S HE -5 FEERE i, 1H DMSO 8.2(d, 1H), 6.8(m, 1H),
6.79(m, 1H), 6.6(m, 1H), 4.68(s, 2H) 4ifF 93% MS(m/e) : 295(MH") .

[0681]  7.1.121 N2- &(3E -5 AL -N4-(N- I -1, 4- AR IFNER —6- 3£ ) — mEng ik
[0682] L5 2-GJk -N4A-(3, 4- W& FFEKIKE) -5 AL —4- WERE % 2 ] 2% [FIFEH, 2,
4= T FE 5 FWEIE R 6- 1EEE —4-N- 3L —1, 4 ZRFFMEEE [ 3 PLP= A4 N2- 503 -5 %
I -NA-(N- 3 -1, 4- KXFFENEmk —6- 3L ) - WERg X, 1H DMSO 8.2(d, 1H), 6.8(m,
IH), 6.75(m, LH), 6.60(m, LH), 4.05(m, 2H), 3.2(m, 2H)2.8(s, 3H) 4E JF 95 %
MS (m/e) : 295(MH") .

[0683]  7.1.122 N2- GFE -5 AL NA-(N- 2 -1, 4- ZRIFF0EEE —7- 3% ) — MEne %
[0684] 5 2-GJE -N4A-(3, 4~ WL FIFEHRTL) 5 FIE 4 wEmE iz Hil& FAEHL, 2,
A= ZGH b FMERER T- [ —4-N- IS -1, 4 ZRJFRER R RV BLE AR N2- Sl -5 9
e -NA-(N- AR -1, A- 2R FFWEmE -7- 26 ) - WERE i, 1H DMSO 8.2(d, 1H), 6.8(m,
IH), 6.75(m, 1H), 6.60(m, 1H), 4.05(m, 2H), 3.2(m, 2H)2.8(s, 3H) 4L F 94 %
MS (m/e) : 295(MH) .

[0685]  7.1.123 N2- 3L —5- fFE —N4-(N- T HE -1, 4- FIFIEEE -3- fi —6- F% ) — Mgy
Wi

[o686] 5 2- Gk N4-(3, 4~ WL IR ) 5 FAE 4 wEwg iz &l % [F AL,
2, A= 5L -5 FUMERE R 6— iZdE —4-N- AL -1, 4 AJFREME —3— 8 s h DA A4 N2- 51
F —b— s -NA-(N- L -1, 4- ZRFFIERE -3 Ml —6- F% ) — BEngfiZ.  1H DMSO 8.2 (d,

)
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1H), 6.8(m, 1H), 6.75(m, 1H), 6.60(m, 1H), 4.73(s, 2H)2.8(s, 3H) 4l & 96 %
MS (m/e) : 309 (MH") .

[0687]  7.1.124 N2- 43t 5 FIE N4 (N- FIHE 1, 4- ZEJF0EnE -3 B -7 3£ ) - meug
Jiz

[0688] 5 2- EHL -N4-(3, 4- W& AFEAKEL) —5— L —4- WERE 2 2 ) 28 IR Ar i, 2,
4= TEHk -5 FMERE R T- Bk —4-N- AUk -1, 4- 2R IFRENR —3- Wi fO RV 22 N2- &l —5- 3
H-N4A-(N- FIEE -1, 4- R FfFIEmE -3 B —7- 3L ) - MERE %,  1H DMSO 8.2(d, 1H),
6.8(m, 1H), 6.75(m, 1H), 6.60(m, 1H), 4.68(s, 2H)2.8(s, 3H) 4l J¥ 93 % MS(m/
e) : 309(MH" .

[0689]  7.1.125 N2- & %k —N4-(3- & & & 2& —4H- Bk M Jf [5, L-—c]-L, 4- 2R Jf R@
5 —6- 5L ) —5— FMENE — % (R909258) :

[0690] 5 2-GFE-N4-(3, 4- W & 5 FERE ) -5 L —4— WEmE I 2 Hil & R AR, 2,
4= 5L -5 FERE R LA —6- AL -3 FRIE —AH- WK I [5, 1-c]-1, 4— ARKFHRERR R
L= A N2- G -N4- (3~ ZFEFR I —AH- DKM [5, 1-c]-1, 4 2RJFHERE —6- 3L ) -5 s
mE M. 1H(DMSO-d6)8.12(s, 1H), 8.30(m, 1H), , 8.05(m, 1H), 743(m, 1H),
5.53(s, 2H), 4.25(q, 2HJ = 6.5Hz), 1.28(t, 2H, J = 6.5Hz), &/ 90% MS(m/e) :
390 (MH) .

[0691]  7.1.126 N2- JHE -N4-(3, 3- I -1, 4- KIFNEME —6- 5 ) —5— i IE — W i
[0692] 5 2- G@dk -N4-(3, 4- W & AR5 ) -5- WL —4— MERE iR 2 i 4% (R FE b,
2, 4- ZEJL 5 FMENER 6- LI -3, 3- T HIIE -1, 4- ZRIFREE K LLAE A N2 A
3 -N4-(3, 3- ZMHE -1, 4- ZFEJFUEEE —6- 5L ) -5- HFIE - WEIE%.  1H DMSO 8.18(d,
1H), 6.8(d, 1H), 6.67(m, 2H), 3.76(s, 2H), 1.05(s, 6H) 4l & 99 % MS(m/e) :
309 (MH")

[0693]  7.1.127 2- G& —5— IE -N-[1-( FEIRE ) TR - Myl memk —5- FE 1-4- WERE fiZ
(R935241)

[0694] 5 2- &IL -N-(3, 4- WL ARIEAIE ) -5— Ik —4- WERE 7 2 il 4% R A, 2,
4— GHE 5 MERE Ly 5 AL L CRRAURIE ) AL — W[k s N DL A 2- S 5 R
T N[ CFRAUHRE ) A - g memk 5 1-4- BEug ik, 'H NMR(DMSO-d,) : §
10.04(s, 1H), 8.28(d, IH, J = 3.5Hz), 8.12(s, IH), 8.00(dd, lH, J = [.2 Fl
41Hz), 7.64(d, 1H, J= 8.8Hz), 7.58-7.54(m, 1H), 5.39(s, 2H), 3.66(s, 3H).
[0695]  7.1.128 2-%5(3E —5- fdE -N-[4H-BKM I [2, 1-c][1, 4] ZFIFNEmE -8— 3L |-4— 1%
W fz (R935257)

[0696] 5 2- @3 -N-(3, 4- W & " IER KL ) -5 AL —4- WERE l& 2 i & ] 4 Hh,
2, A- HE b NG 5 8- JE A —AH- KM I [2, 1-c][1, 41— AR FHFREEE & W L™ A4
2— S Fk -5 Ak -N-[4H- 0K M JF [2, 1-c][1, 4]- % JF W8 MR —8— 4k -4 BEIE . 'H
NMR (DMSO-d,) : 'H NMR (DMSO-d,) : d 10.08(s, 1H), 8.31(s, 1H), 7.91(d,
IH, J = 2.3Hz), 7.74(d, 1H, J= 1.2Hz), 7.37(dd, 1H, J = 2.3 fll8.8Hz), 7.16(d,
IH, T=88Hz), 7.14(d, |H, J=12Hz), 5.29(s, 2H). LCMS : #EEHBIE] : 18.74 4%
fp, 4EFF . 99% ; MS(m/e) : 318(MH") .

119



CN 1625400 B w B P 76,444 T

[0697]1  7.1.129 2- &(JE —5— FFE —N— (W[ msnpk —6— L ) —4— MERE % (R935260)

[0698] 5 2- GZE -N-(3, 4- W LRI ) -5 BIE —4— WERE N2 Hil& FIAEHL, 2,
4- G -5 TAMERE 5 6 i FEm me e i DL AR 2- Sk 5 %m%fo(ﬂélﬂékwf&%)%fﬂ%‘
BE %Z. 'HNMR(CDCL) : 613.03(s, 1H), 10.07(s, 1H), 8.32(d, 1H, J = 3.5Hz),
8.07(s, 1H), 7.99(s, 1H), 7.71(d, 1H, J = 8.8Hz), 7.34(dd, 1H, ] = 1.7 M
8.8Hz) . LCMS : WrEdHSa]) : 18.52 )8 3 4li/% : 99% ; MS(m/e) : 263(MH") .

[0699]  7.1.130 2- &AL —5— FAL —-N— (g menpk —5— KL ) —4— WERE % (R935265)

[0700] 5 2- 5JE -N-(3, 4- WL AFEEEEL ) -5 WAk —4- MBI i ) 45 [FIFE L, 2,
4— TR -5 FENE 55— B FENS Mk S Y. . 'TH NMR (CDCL) : 869.99(s, 1H), 8.26(d,
IH, J = 35Hz), 8.07(s, 1H), 7.99(d, IH, T = |.1Hz), 7.53(dd, 2H, J = 1.7
8.8Hz), LCMS : JFBgEIIH] : 18.03 70%h s 4l : 97% ; MS(m/e) : 264 (MH") ,

[0701]  7.1.131 2- &% —5- FiE ~N-(1H- ik —1- 3% ) —4- MEng g (R935275)

[0702] 15 2- & -N-(3, 4- W & — &A% oK k) —5— Ak —4— W g i 2 Wl A& R A
Hu, 2, 4- TEUE -5 FMERE 5 1- RIS b g R DL AR 2- S -5 AR -N-(LH- ik
Mg —1- F% ) —1- BEIERE, 'HNMR(CDCL,) : 611.39(s, 1H), 8.35(d, 1H, J = 3.5Hz),
6.83(t, 2H, J=23Hz), 6.07(, 2H, J = 2.3Hz). LCMS: #FHIHE] : 18.95 53%h ;
afiff . 97% ; MS(m/e) : 213(MH") .

[0703]  7.1.132 2- S —5— FAE -NA-[3- (1H- PYmk —5— £ ) ZEEL 1-4- MEIE i (R926853)
[0704] —FPELE 2, 4- Rk -5 AR - R (1.2 29 ) M 3-(PYmMe —5- 2k ) % (1
MaE) EFEE KA D1 v/v) PZRMIBEYT 60T 24h,.  — B DKM BRI 2L
e, T IEPTIE R A, DRSS, A A L A 2- Sk -5 #dE -N4-[3- (1H- P
e —5— KL ) ZRHL 1-4- BERERZ (R926853) » S E M NI H 2, 4- “&HE -5 mMEnE (1
i) DIFERRREE DK (12 15 v/v) iz 3= PYme —5- 8 ) ok (3 ¥ ) T 60°CAb# 2-3
ANBT BT ZW AL PR 24h DL A 2- G -5 B -N4-[3- (1H- VUM —5— L ) AL 1-4- MEng
fi. 'HNMR(DMSO-d6) : §10.25(s, 1H), 8.43(s, 1H), 8.37(d, 1H, T = 3.6Hz),
7.90(dd, 1H, J =09 f1 9Hz), 7.75(d, 1H, J = 7.5Hz), 7.61(t, 1H, J = 7.8Hz) ;
LCMS : 4lifF : 90% ; MS(m/e) : 292(MH") .,

[0705]  7.1.133 2- 45U -N4- (4- ¥ -3, 4- — & —2H-1- ZEIFnLis —6- 3£ ) -5- L
4— WEIEHE (R950297)

[0706] 3, 4- & —4- A —6- JLGFE 2H-1—- 2= IFbig Al 2, 4- &% 5 f;ﬁﬁfuﬁﬁ%
1T MeOH T 2 W T 70“0%}4& 2 /NEF o VR AW LAKR B AR L 9k P 15 e BAFE AR 2-

I -NA-(1- 5 -3, 41— &0 —2H-1- 2K FFnbig -6 35 ) —5— A -2, 1- MEREfZ, %‘Dﬁ?
]k, LCMS : é@g- 99.3% ; MS(m/e) : 296.1(MH") ,

[0707]  7.1.134 2- S AL —N4- (- F & 3 20 W & 50 38 R 0L ) —5- JU ot -2, 4- WE g ik
(R950375)

[0708]  3—(p— WZFEZIE) — N IR 2, 4- —GIE -5 FE - MERE AL MeOH " 2 ¥ 1 70°C
PiFE 2 /. IREYI KRR L JE TR UTTE LU AL 2- SldE —N4- (4 IR T 5
FEIRFE ) -5 Ik -2, 4-mEREE, BEREECEfA. LCMS: 4i/F . 93.3% ; MS(m/e) :
311.98(M)

%Hﬂi
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[0709]  7.1.135 2— &G(FE -N4—-(3— ¥ &k —4- AR EL ) 5 J AL -2, 4- g% (R950298)
[0710]  3— FRZE —4- FERIEM 2, 4- — 53 —5- WIE - WERELE MeOH W 2 ¥+ 70°C
Pide 2 /Bt . IR AW LLKRRE R I 8 P AR UTTE UL AR 2- S0 N4 (3- Rt 4 Rk
ARHE ) -H- AL -2, 4-MERE K, 2R AE. LCMS: 4 87.4% ; MS(m/e) :
284.1 (MH") »

07111  7.1.136 2- 4 -NA-(4- =F FHE -3- FERE KL )-b5— FH -2, 14— WERg
(R950390)

[0712]  4- =4 P& —3— PAURE RGN 2, 4- &0 -5— L - MEIE7E MeOH T2 %
WT TOCHEFE 2 /N VRE YLK R R JE T3 00E LU 2B 2- &8 -N4-(4- =/
-3 A RELIERL ) 5 FIE 2, 4 mEnEhE, RRESERAK. LCMS: 4 . 96.4%;
MS (m/e) : 366.34(MH") »

[0718]  7.1.137 2- &% -N4-(3— PRI AREL ) -5- ®IE -2, 4- g% (R950369)

[0714]  3- FIERIEARIEA 2, 4- &I —5- FHE - WERE/E MeOH 2 H W T 70°CHidE: 2 /)
o TRAY KRB LL PRI UTTE LA™ A 2- S -N4- (3— FIRAER R AL ) —5— W2t -2,
A-WEnEfE, SR EREAA, LCMS: 46i/F : 99.1% ; MS(m/e) : 266.12(MH" .,

[0715]  7.1.138 2— &4k —-N4- (3— ZEPAL 3L ) -5— ik —2, 4— mERgEfiZ (RY50370)

[0716] 3 RERAELRNEA 2, 4- &L -5 AL — BEIELE MeOH M 25T 70°CHiHE 2
N IR Y LK R BN SE T AR DT R 2- SUIE -N4- (3- R ERER AL ) -5 L -2,
4- WERENE, RIREREFEAA, LCMS: 4% : 78.5% ; MS(m/e) : 328.16 (MH") .

[0717]  7.1.139 2- Sk —N4-(3— AHZEAAE ) 56— Uk -2, 4 BENENL

[0718]  3-AHZEZENLA 2, 4- —GUHL -5 FIE - BEREAE MeOH " 23 T 70°CHit: 2 /)
o REYLAKIMREF S IEFIIF U0 N 2- &FE —N4-(3- AR AT ) —5- ik -2, 4- W
MR, RXRAFERIA. 'HNMR(DMSO) : 810.34(s, 1H), 8.73(d, 1H, J = 2.4Hz),
7.66-8.29 (m, 4H).

[0719]  7.1.140 2- & ZE -N4-(3- B P2 —4- WA K ) —5- %2 —4- g Ak e
(R950384)

[0720]  3- FRVEFRIE —4- ARG 2, 4- & 5 Ak — WEBEAE MeOH 2 ¥l
T 70°CHEHE 2 /N 1RGP LUK B 38 I 5 0TIE 8 2— 23 -N4-(3- R R 2 —4- F
EIEAREL ) -5 WL —4- N dEntkeg, 2KIEEFE A, LCMS : 4 : 91.8%; MS(m/e) :
266.03 (MH) »

[0721]1  7.1.141 2-&(JE -N4- (3- &3k —4- 25853 ) -5 L —4- i JEnknE (R950387)
[0722]  3- & Hk - S FERIGH 2, 1- 5 FE -5 FFE - BT/ MeOH T 2 W T
TOCHEHE 2 /NI VRA YUK R AL JE T UTIE N 2— 528 -N4-(3- JiZ ik —4- &5
SEAIL ) -5 AL —4- ALk ne, B2IRESER A, LCMS: 4/ : 93.2% ; MS(m/e) :
252.06 (MH) -

[0723] 7.2 MRS HINRIR S 2 A Ik

[0724]  7.2.15— i3k —2—-(2- R 5L ) nibug

[0725]  2-(2- B2 £ 52k ) —H— AiZEnLrE (0.5 50 ) 2 MEEEW (50 Z=H) 78 Pd/C(10%;
0.05 75, ) AFLE M AR ERE B R4 A0 2he ELE 8 R B g8 R0 DL H
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B2, AR LAT= 8 5 13t —2- (- B L5 ) ke, '"HNMR (CDCl,) : 6 7.58(d,
IH, J = 3Hz), 7.05(dd, 1H, J= 27 #M8.1Hz), 6.64(d, 1H, J = 8.7Hz), 4.36 (m,
2H), 3.89(m, 2H).

[0726]  7.2.24— 503t —3— S IERNL

[0727] 5 5- J&H&E -2 (2- 32V L58FE ) MERE 2 W& R, 4- &5 -3- AR R
SALER 4 4- FE -3—- AR K. LCMS: 4l 98% ; MS: 199 (M+ Zf5) .
[0728]  7.2.32-[5— HZHL —2- MRS -1, 3—- ZEJFNEM: -3 (2H) - &L | ZWki%

[0720] 5 5- &L —2-(2- F& W £ 5L ) mibme 2 ) & [RIAE L, 2-[1, 3- ZEFRNEmMe —2— #f
3L -5 3L -3 (2H) - 3 ) AWEiR e SALIE A 2-[6- B3k —2— AL -1, 3- KIFNE
Me -3 (2H) - F£ | OWEE. LCMS : 4/ . 96% ; MS: 208(MH") .

[0730]  7.2.47-HF3E -1, 2, 3, 4- VUE FrEmk

[0731]  7-fEZE -1, 2, 3, 4- WA RMEMARRE THSH#E 1, 2, 3, 4- WA 7
ZAEAE A #) 4% « Grunewald, Gary L. ; Dahanukar, Vilas H.; Caldwell, Timothy M. ;
Criscione, Kevin R. ; Journal of Medicinal Chemistry (1997) , 40(25), 3997-4005,

[0732]  7.2.52—(t— J &I )-7- AE -1, 2, 3, 41— PU&L ik

[0733] 7-AfdE -1, 2, 3, 4- PUS SMEWE (055 5, 3.1 ZBEH ), — -t ] 3 KR
fig (0.70 55, 322 H), =24 1.0=F, 77=2EH) &£ AT =) 2
BEWT et PEFE 8he RMVIRGWLIK (50 ZTF) BB F: 1he 2 BAWIAHRA LR
KEEEE . ANAH AT =4 2- (0 )RR ) -7T- 3 -1, 2, 3, 4- A R, 'H
NMR (CDCL,) : 68.03-7.95(m, 2H), 7.28(d, 1H, J = 8.4Hz), 4.66(s, 2H), 3.68(t,
2H, J=6.0Hz), 2.92(t, 2H, J=6.0Hz), 1.49(s, 9H) .

[0734] 7.2.62, 3— & —6- fifd& —4— FEHRENL IR Al

[0735]  3-(p— A A& AR 3 ) - NIR IS AR AE IR ML ER T AU LL PO, b 2. REW T =i H:
Thr FIEIFCUK o Ly 2, 3- — & —6- fig3E —4- TR, £ afE 4. 'H
NMR (DMSO) : 68.47(d, J = 3.0Hz, 1H), 8.35(dd, J = 3.0, 9.0Hz, 1H), 7.29(d,
J=9.0Hz, 1H), 4.70(t, J=7.2Hz, 1H), 2.90(t, J= 7.2Hz, 1H).

[0736] 7.2.73, 4- & -4~ BRI 6 &AL 2H- |- ZKIFULNE

[0737] 2, 3— & —6- fif & —4— W IL b g il A Pd/C (10 % ) 7 MeOH 1 Z RS9 T
22°CEA 3 /MY (40psi) » L PER G R AT B+ LAr=2E 3, 4- & —4- 5 -6- %
Fe —2H-1— 25 JF b v, 2 AR G R . 'H NMR(DMSO) : 8 6.40-6.56 (m, 3H),
5.05(bs, 1H), 4.45(bs, 1H), 3.94-4.09(m, 2H), 1.76-1.98(m, 2H).

[0738]  7.2.8N1-(3, 1- WL ARAERE ) -5 LHEIRE -2, 1- BEIE % (R950287)
[0739]  2- &4k —5- Z5RIE N4—(3, 4- W& HFEFEE ) -2, 4- WEIEHAE EtOH P2
WU NH, 2 25 % KEFWALHE . VRS T 100°CHiH: 30 P FIEE HERESR b 2IR)Z
iz s U= 4 N4- (3, 4- W 4 8 ER RS ) —b— L5 REE -2, 4- g — ik, 2@l
ko LCMS: 4ifF : 92.3% ; MS(m/e) : 317.28(MH', 100) .

[0740]  7.2.93- (N- MIpkIRIEL ) Af%

[0741]  3- AEZERTEES (0.50 78, 2.7 3 H) Fukre (0.27 =7, 3.2 =X ) £TK
“RHEE (15 ZJH) P2 OCHIBE N ISR (0.28 =, 325 H ). fHNIBGYIR
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P ot MPEFE 20he  7E BT N BRZWHIM BRIV LR ABRPHLL IN HCL Ve .
BUZ LA NaHCO, Z AR AN K 4k . IR MR R FIFR AL 1- (IN- mhibkpRIE ) -3 1
HEOR, HEAE— A .

[0742]  1-(N- M BRERIEL ) -3— figFE2K (0.64 78 ) 1 10% Pd/ imPERE (60 =70 ) ERA T
B (65 =ZF) T2 IBREWTF Hy Z BRIBIIE A A TPk 2he OVIEEY Celite ® I yEI
JERBR G AP b LA e F - 3z 3— (N I bhidt ) A%,

[0743] 'H NMR(CDCl,) : §7.19-7.14(m, 1H), 6.75-6.69(m, 3H), 3.58-3.71(m,
10H) »

[0744]  7.2.10 3—-(N- N¥RFE ) K%

[0745] 15 3—(N- MWk ER L ) R iz il 2% RIAE L, 3— Ak R A IR S&URU IE — T4 Jie e Wy A
il 1-[(N- NS ) Bk 1-3— 2R, TS /E H DAER Mt 3- (N- T B 2 ) 2R i
'"HNMR (CDCl,) : §7.18(t, 1H, J = 7.5Hz), 7.13(t, 1H, I = 1.8Hz), 7.05-7.01 (m,
IH), 6.78(ddd, 1H, J = 1.2, 2.4, 1 7.5Hz), 6.10(bs, 1H), 3.58-3.53(bs, 2H),
3.43-3.34(m, 2H), 1.68-1.57(m, 2H), 097, 3H, J=7.2Hz).

[0746] 7.2.11 3-[4-( L5 FRIE ) WRIEFRIL | FRh%

[0747] 5 3—(N- MMMERIE ) ZRiE 2 Hl s FIREHL, 3— 2R A E SR 4— WRIE IR L lE
MNULHI#E 1-[4- ( L8FRAE ) WRKEFRIE 1-3- A2, HHATEAA/E A LR 3-[4- ( 5k
) WRHEFRIL | AN .

[0748]  7.2.12 3—(N- H¥RFL ) K%

[0749] 15 3—(N— WIbRERIE ) 2Kl il £ AT, 3— AiF 2 25 A I SUR FR i 5k g 2 e i LA
il g 1-[(N- FOE ) Bk 1-3— A AR, AT S A /e H AP Mt 3- (N- AR B 2L ) 2R
'"HNMR (CDCl,) : 87.18(t, 1H, J = 75Hz), 7.13(t, 1H, J= 1.8Hz), 7.04-6.99 (m,
IH), 6.81-6.75(m, 1H), 6.05(bs, 1H), 3.84(bs, 2H), 2.99(d, 3H, J = 4.8Hz).
[0750] 7.2.13 7- J&HEE —1— VU 5

[0751] 5 4- LR 0k 4R L B2 )& RIAEHE, 3547 7- Ak —1- DY ZE i EAtEH
P2 7- BE L —1- WA ZENd . 'HNMR(CDCL,) : §7.32(d, 1H, J = 2.4Hz), 7.05(d,
IH, J=8.1Hz), 6.82(dd, 1H, J= 2.4 FI8.1Hz), 2.85(t, 2H, J = 6.6Hz), 2.61(,
2H, J = 6.6Hz), 2.14-2.04(m, 2H).

[0752]  7.2.14 7- f&3E —2—(t— TR ) -1, 2, 3, A VU&7 Mk

[0753] 5 4- JFERAIE O LB Hi) 25 MG, BEAT 2- (= T 40 3E ) -7 H 3 -1,
2, 3, 4- W& ek SA/EH DAl & 7- I3 2 (- TAmEE) -1, 2, 3, 4- Y& g
k. 'HNMR(CDCly) : 66.92(d, 1H, J= 8.4Hz), 6.52(dd, 1H, J = 2.4 f18.4Hz),
6.44 (bs, 1H), 4.47(s, 2H), 3.63-3.48(m, 2H), 2.71(, 2H, J = 5.1Hz), 1.45(s,
9H) .

[0754] 7.2.15 7T-Jigdk -1, 2, 3, 4- PUSESEnEML

[0755] 5 4- fZRE KA FE SR S5 2 ) & [ Af b, 3E47 7- A -1, 2, 3, 4- &
S A AR LI A T iR -1, 2, 3, 4- PUA HF k. 'H NMR (DMSO-dy) :
89.35(bs, 1H), 6.82(d, 1H, J=8.1Hz), 6.45(dd, 1H, J= 2.4F184Hz), 6.30(d,
1H, J=24Hz), 5.05(s, 2H), 4.05(s, 2H), 3.24(t, 2H, J = 6.6Hz), 2.78(t, 2H, J
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= 6.6Hz) »

[0756]  7.2.16 2—(3— JHFZRAEL )N, 2- " HIL %

[0757] 5 4- JUFL ORI O TR S MR 2 ) 4 R AR, BEAT N, 2- — A 3E —2- (3 filf 5
A ) NBE 2 S EH LU & 2-B3- B 28 28 5 8 ) -N, 2- IS BEZ. 'H
NMR (CDCl,) : 67.03(t, 1H, J = 7.8Hz), 6.71(bs, 1H), 6.39(dd, 1H, J = 1.2
A 6.9Hz), 6.29(dd, 1H, J = 24 F1 9.6Hz), 6.25-6.22(m, 1H), 2.86(d, 3H, J =
4.2Hz), 2.86(d, 3H, J= 4.2Hz), 1.50(s, 6H).

[0758]  7.2.17 2—(3— AR ZRAHEL ) —2— WAEA IR 5L 1R

[0750] 15 4 A AAIE IR AT W4 R REML, EAT 2- F3E —2- (3— WIE AL ) TH
MR LB AL VE LU 2% 2- (3— IR AR 2R AR ) 2~ EENIR G AERR.  'H NMR(CDCL,) :
66.99(t, 2H, J = 8.7Hz), 6.32(dt, 1H, J = 1.2 f 7.2Hz), 6.24-6.18(m, 2H),

4.23(q, 2H, J=7.2Hz), 1.58(s, 6H), 1.24(t, 3H, J = 6.9Hz).

[0760]  7.2.18 N- AL —2- (56— ikt —2- AR AAL ) SWih%

lo761] &5 4- Jl B R AL % £ 8 < il 2% W) FE 4, HEAT N- B3 —2-(2- A0 -5 il
FEOREIE ) OB NE 2 SALE H BAH & N- B3 -2- (5 Ik —2- W RN A AL ) St i%.

'"H NMR (CD,OD) : 66.86(d, 1H, J = 7.5Hz), 6.32-6.25(m, 2H), 4.43(s, 2H),

2.82(s, 3H), 2.14(s, 3H) .

[0762]  7.2.19 6- fighk —2— ( REUHREE ) — (1H) — Wy[Wx

[0763]  6- i3k —2— ( 4 gREE ) - (1H) - MW SR b2 25014 .

[0764] 1.Adams, Richard E.; Press, Jeffery B.; Deegan, Edward G. ;
SyntheticCommunications (1991), 12(5), 675-681.

[0765] 2.Boger, Dale L.:; Yun, Weiya; Han, Nianhe ; Johnson, Douglas S.;
Biiorganic &Medicinal Chemistry (1995), 3(6), 611-621

[0766]  7.2.20 3- ¥Ak -5 ( AR ILY FAEUIL ) 2R 3, 65— B ( AR EE Y FR 4 )

HRIEZ )
[0767]
o}
O Ph
E —HaRdC E ;
Hy HCI
BRBIETE " o Y

" " SOH a00s P Yo

L2000 S

[0768] N-(3, 5- FAREL) FZALFER K F B

[0769] 55— JlZdE2K -1, 3— —E% (0.60 v, 3.7 =ZBH ) KA (1.4 5, 16 ZHH )
fE THF/ 7K (156 =&, 1 @ 1v/v) PZIREGVEFEMANZA TR (1.6 7+, 11 5%
H). TEE3h2ZE, AT FREL THE ML 2R OB 4K E . # mE a2k
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oI I 2 AAE TR N- (3, 5— ZFORIL ) IFE AR KRS, 'H NMR (CD,0OD) :
§7.42-7.25(m, 5H), 6.46(d, 2H, ] = 2.4Hz), 5.97-5.94(m, 1H), 5.14(s, 2H).
[0770]  N-[3- F2Jk 5 ( FARIE W AL ) 038 ] IR 2K BRI N-[3, 5- XL (AR
SRFHEY TAEHE ) AFE ] ik TR 25 Y g

[0771] 5 4- RN E R QR S 2 Hl & At i, N-(3, 5- 3Rk ) IR H R H
FEFYR £ FR A G e B AP 25 N-[3- FR Ak —5—( AR R W A4 4 ) Rt | I3 IR AR
& '"HNMR (DMSO-d,) : 89.62(s, 1H), 9.44(s, 1H), 7.42-7.31(m, 5H), 6.63(s,
1H), 6.50(t, 1H, J = 2.4Hz), 5.93(t, 1H, J = 2.4Hz), 5.10(s, 2H), 4.63(s,
2H), 3.67(s, 3H), M N-[3, 5= X ( FALIRIE W F43E ) 58 ] e 2k e XX R g,
NMR (CDCL,) : §7.38-7.32(m, 5H), 6.86(s, IH), 6.67(d, 2H, J= 1.8Hz), 6.19(t,
IH, J=24Hz), 5.16(s, 2H), 457(s, 4H), 3.78(s, 6H) Z B, HHEMEREH
VRLE T IR 5

[0772]  3- FRHE -5 ( A BRIE W 4L ) 2%

[0773] 5 4- A 2RI TR £l 2 i) & IR FE s, EAT N-[3- F 0k —6- ( 4 I
I ) RER ) IR R K A R A E H DA A8 3— FR 3k —5— ( FRAURIE W AR A2 ) K i%.
"HNMR (CD,OD) : 65.87-5.80(m, 2H), 5.78-5.72(m, 1H), 4.56(s, 2H), 3.76 (s,
3H) .

[0774] 3, 5= ( AL AL ) HiL

[0775] 5 4- NGB OREEE O LR il 2 R, BEAT N-[3, 56— A ( AL T 4
) I FRFF RS SAER LI 3, 5 B ( FEFRFEW F4EIE) Kk, 'H
NMR (CD,0D) : §592(d, 2H, J= 24Hz), 583, 1H, ] = 24Hz), 4.58(s, 4H),
3.78(s, 6H) .

[0776]  7.2.21 N4-(3, 4- W L A FEARRL ) -5 L& IRIE -2, 4- 8EnE —fi% (R950287)
(07771 2- SHE —5- ZEIE N4-(3, 4- W2 FIEIRHE ) -2, 4- BEEZAT EtOH '|' .2
WL NH, 2 25 % KEWALFE . IR T 100°CHEF!E 30 23 Bh RIS th 2 IR E Mg AF ik e e
et LI N4A- (3, 4- W 4 AR IEREE ) -5- A5 IRIE -2, 4-MENE g, TAERIE.,
LCMS : 4hifi ;. 92.3% ; MS(m/e) : 317.28(MH", 100).

[0778]  7.2.22 £ 6— fifE —3— B —AH- BRMEIT [5, 1-c]-1, 4- ZRIFNERR

[0779] A AR J.of Heterocyclic Chemistry, 26, 205, (1989) 4%,

[0780]  7.2.23 3k 6- LIk —3— RIE —4H- WKMEIE [5, 1-c]-1, 4— #JfnEnE

[0781] 2.2 6- ik —3—- FR 5 —4H- BRI I [5, 1-c]-1, 4- FJFUEEEAE MeOH T EH T
10p.siH, UL 20 TEH 5 thz 10% Pd/C (Degussa) i )5t 1h 4R )5 il yE I ZE R 4L
CFE HE AT (BtOAc/ Tt ) BEAifb UL 28 £ 2% 6- itk —3— FR3E —4AH- BRI I
[5, 1-c]-1, 4- ZJfEEE, 1H(DMSO-d6)8.41(s, 1H), 6.98(m, 1H), 6.82(m, 1H),
6.43(m, 1H), 5.28((s.2H), 4.23(q,» 2H, ] = 6.2Hz), 1.27(, 2H, J = 6.2Hz) 4l J¥
92% MS(m/e) : 232(MH") .

[0782] 7.2.24 6- Jli3E -3, 3— —FFE -1, 4- ZEIfFIERE

[0783] 15 37 2— iZ ik —4— A FERY A 40 T Boc,O 7 300 ZZ T CHCL, T 2 IB-& it 7%,
TIEMZERIEWE D HIL TR, KBRS O —EUE, #HiahdyEle s, 5L
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7= 2-N-Boc— &5 —4- &My . 2-N-Boce— f#2E —4- i MAEN NI H 5 15.6 ZZ2TF2 1- 5
FL —2— FFLTNMAAN 25 TopR i — S Pl 7 . TR SR koK A, [ AR B R
TEWCEEFI LK P . [EARS iR 7E EtOAc "P AT HLALL 10% NaOH ¥~ /K. 2R JE #hK
VESMA T MgSO, T4 uEA N LLER E TR ZE & U4 18 18 1-(2-N-Boe— %
F—A- RN AR ) 2- R 2- G . 7.8 e 1- (2-N-Boe— 5 —4- AR R 48 A ) —2- H
S —2- MR AT BAT LLAER 22 [] 5 2 BEAR W I3 e+ HCL R By P s i, FIR ) A A
P 2 Bl 38 T SO CIIFG Bh e VR E R N RN 75 R bR 5 g . RIRVIFSHAAT
30 ZF 2 AN HCL Y, BB 248 T B MR AN 2 B A 0°Co B
1E 5 27K 1.83 58 NaNO, FIE R LA (A ik iR 28 Al . B 1218 A 1.64gNaN; 7E 17
K B R N RE 30 43h. DTUERS AN AU EBCEE,  DUKAR AT e F A =
TR 5.7 W 1-(2- BEE A-HEAREE ) 2- FE 2- NG, TRz 1-2-2
BIE 4 IHFE IR EE ) —2- HIJE —2- INYAE 300 =T 2R h a7, A ERn#Ek. Fr~
Y EtOAc/ CLBETT &% b LAy 48 3— AL —6- fHJE — AR IF [2, 1-—c]-1, 4- xIfM&EE, —
WWERT R 5.1 w2z AHmE. 132 3- i -6- gk - AMdt [2, 1-c]-1, 4- KRk
RS RAEAT 500 Z2F+ 2 MeOH/5% THF 1, HIA 200 Z55 2 10% Pd/C (Degussa) FHT137E
GWIAE 30p.siH, K& 8 /M. RMVIRBGY)IEIE FE R I8 R RE T . RIFRIDE
it tr e /N &1 DCM/THF/MeOH H FIiEEHE 5 2243 x 20 A% 3% MeOH/DCM SiO, &%
FRE G LN R IE R PSR S . GR35k D= A2 590 =& a2 6- IZHE -3,
3- "HIZ -1, 4-2KIF%EE, '"H(DOMSO0-dy)6.30(d, 1H), 5.75(d, 1H), 5.65(dd, 1H),
3.58(s, 2H), 1.08(s, 6H) £l 99% MS(m/e) : 179(MH") .

[0784] 7.2.25 4- [GFEIREFE LR L TR

[0785]  4- fifiFk AL LR L M5

[0786]  Herh A A EEAR « Ny N LI RURETEFE AR 10 T ROV BEIAE N, KN Rl 3- i my
(76.45 50, 550 ZZLH ), K,CO,(76.45 50, 550 ZZSLH ) ALK (500 =F) . T&H
o5k 15 B R I NIR LR G (55.44 Z=ZTF, 500 =W H ) ., KRMNIESWIFIR 16h, AH!
FHEIFEDK K (4 F30 )« B /KER L CHLCL, (33X 500 Tt ) 258, £t JG/K Na,S0, T
PRI LVEFILLFRAT 103 5T (92% ) Z AT EE 4- fE3ERAE LR LB,  'H NMR (CDCL,) -
6§8.20(d, 2H, T = 8.2Hz), 695(d, 2H, ] = 8.1Hz), 4.72(s, 2H), 4.25(q, 2H),
1.23(t, 3H) ; LCMS : Wi WTa) < 27.07 7%h 5 46AF : 100% 5 MS: 267 (M+ &5 ) .
[0787]  4- NGIERAIA LR LBE

[0788] 4- AR RNAEIE AT 2N (15 58) 70 EtOH (400 ZF ) "2 8T 10% Pd/C (1.5
va, 10 TEHE % ) /77 N T 10PSI &4k 10 7380, ZEIFEHEFFEIEY )5, FmJE LA
FILIZRAG 4- BAPR A MR 4lE. '"HNMR(CDCL) : 86.77(d, 2H, 8.1Hz), 6.60(d,
2H, J=8.0Hz), 450(s, 2H), 4.24(q, 2H), 1.24(t, 3H) ; LCMS : Wi EIIA : 12.00
Srh s AT 100% ; MS(m/e) : 196 (MH")

[0789]  7.2.264- WEFLZRAEIFER - ) B

[0790]  4- fiZE KA SR — T HE

[0791] 5 4- ffIEAREIE AR L2 )& FIAE L, 4- AEZEmy FR LB AL — T B s N L
% A- MR FE R - T g, '"HNMR(CDCLy) : 88.2(d, 2H, J=8.1Hz), 6.95(d,
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2H, ] = 8.2Hz), 4.60(s, 2H), 1.42(s, 9H) .

[0792]  4- WEZFERAEIEM — | Bs

[0793] 5 4- NI OREIE O SREZ )& FIFEHL, BEAT 4- A2E2REIE SR - T B2 &
AR DA & 4- B 28 L - TlE. 'H NMR(CDCL) : §6.74(d, 2H, J = 9Hz),

6.62(d, 2H, J=9Hz), 4.42(s, 2H), 1.42(s, 9H) ;: LCMS : #rHIE] : 16.35 734 ;
gifg : 94% ; MS(m/e) : 224(MH") .

[0794]  7.2.27 3- WK IL LR L T5

[0795]  3— AiHZE R4 I LR L5

[0796] 5 4- 3L KA IE LR L TR il A5 RGN, 3— A FR £ 1R L5 IO LA il 24
3-HIEEH R OB ORE. "I NMR(CDCL) : 87.88(dt, 1H, J=[.2f18.7Hz), 7.7L(t,

IH, J=24Hz), 7.45(, 1H, J=8.4Hz), 7.27(dt, 1H, T = 24 f184Hz), 4.70(s,

2H), 4.29(q, 2H, J =6.9Hz), 1.30(t, 3H, J = 6.9Hz) : LCMS : #fIa) . 27.28 4y
Bhs AE : 96%.

[0797]  3- IR AR LR LB

[0798] 5 A- NZ R ORAEIL LR LB dil & [RIFEHE, BE4T 3- AR R A L LR & ik
A % 8- IR R 2B 5. "H NMR(CDCL) : §7.05(, 1H, J= 7.2Hz),

6.30(m, 3H), 4.56(s, 2H), 4.25(q, 2H, J = 7.2Hz), 1.29(t, 3H, J = 6.9Hz) ;
LCMS : #rBEI M)« 10.69 4380 s 40/ : 96% ; MS(m/e) : 196 (MH) -

[0799]  7.2.28 2-(4- W&FEREAR ) NIR (£)- 4Bs

[0800] 5 4- fLHLOREIE O S BB Wl A5 R AR, FAT (£)-2-(U- W FE2REIE ) N
MR g 2 A E LU 2% 2- (4= BE L 2R 38 ) INR () &4 fis.  'H NMR(CDCIy) :
§6.70(d, 2H), 6.58(d, 2H), 4.60(m, 1H), 4.20(q, 2H), 3.2(bs, 2H), 1.45(d,

3H), 1.22(t, 3H).

[0801]  7.2.20N- FA3E 3- L3R E L LB %

[0802]  N- MUI& 3— iYL IR 4 I O W%

[0803]  3-4HZEAHIE LR LME (9.12 v, 40 Z R H ), FHZEMh (26.8 51, 400 =& 5%
) RN OlE (35.5 Z&TF, 200 2T ) 4 MeOH (100 Z£T1 ) F 2 B G WAL 7 /M
90 CBiRE 6h, KR NAEIR M, DUKME 0 F), DT A WAk, DKEE
G LIS B BT E K N- 138 3- IH3E R LWl (8 i, 95% ). 'H NMR CDCL,) :
§791(dd, 1H, J=18F8.1Hz), 7.78(t, 1H, J = 2.4Hz), 7.50(, 1H, J=8.7Hz),

7.29(dd, 1H, T = 1.8 f18.4Hz), 6.50(bs, 2H), 4.57(s, 2H), 2.95 F12.93(2s, 3H) ;
LCMS : #rfAIE] « 1764 4380 s 26/ : 100% ; MS(m/e) : 211 (MH")

[0804]  N- AIAL: 3— Jlidd a5 3 S W%

[0805] 5 4- IEALARAH L 1R S e Hi) A& IR L, AT N- AL 3- AR AR L S L (8
. 39 =WE ) Z EALE LIS AR BT B N- P36 3- I3 R Ik 2.l % (6 70, 86% ).

'"HNMR (CD.OD) : §6.99(t, 1H, J = 8.1Hz), 6.37-6.25(m, 3H), 4.41(s, 2H),

2.80(s, 3H) ; LCMS : #rBABIIA] :+ 19.80 73080 5 2R« 100%.,

[0806]  7.2.30 2— WM& FIE —5— IZIEI TR (R926610)

[0807]  2- FHARIRHL —5— ANFEZE LR (R926609)
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[0808] T 0°C%Z: 10 4380 A1 DMF (0.100 Z T} ) $%7# (COCD ,(2M £F CH,Cl,, 36.23 %
F, 7246 ZFF) A 5- 3 —2- RHRIERR (5 5, 24.15 ZZEH ) 7E CH,CL, (250 =&
T Mz BFEBHN. RNT OCHH: 1h fMR )G TE\EPH: 30 4080, ERIETRERM
BRI, EEmEE T TRNFREF T CH.CL (250 =T ) . A HIZE 0°C, ARLsE
(4.8 =ZTF, 48.03 2L H ) F3H MeOH (10 Z 7, &) FiFLid . LI CH,Cl, ZEH Ak
P AT 2- B AR IREE —5— AR IR (RY26609) . 'HNMR(CDCL,) : 6 8.66(d,
1H, J = 24Hz), 8.36(dd, 1H, J=24f196Hz), 7.71(d, 1H, J=9.3Hz), 7.65(s,
1H), 4.01(s, 3H) ; LCMS : JREEIA] : 26.94 43 8H,

[0809]  2- A4 JRIE —5- IRIE N FFNRIR (R926610)

[0810] L5 4- AL 2R IE LR S B 2 il 25 Rl AE b, 2— AT AU B AL —5- 2L 2R IR g (2
5 ) fE MeOH H 2 SEALPE R = 42 2— A IRE —5- A R PR . '"H NMR(CDCL,) : &
7.38(bt, 2H), 6.90(bd, 1H), 6.85(bdd, 1H), 3.98(s, 3H).

[0811]  7.2.31 2-(2- A3 5 AHZEARAIEL ) LSRN

[0812] 5 4- fHFLIRE AL 4R LRz )4 RIFEHL, 2- L —5— Ak AR 4% TR S W
CLiil & 2- (2- L -5 AFE R A RE ) 4R HIlE. 'H NMR(CD,OD) : §7.80(dd, 1H, J
= 2.4 Ml 8.1Hz), 7.65(d, 1H, J = 24Hz), 7.38(d, 1H, J = 8.1Hz), 4.90(s, 2H),
3.80(s, 3H), 2.36(s, 3H).

[0813]  7.2.32 2- %k —2- (3 igFEREFL ) WL LB

[0814]  3— f4JLMy (0.50 72, 3.6 2 H ), WM _FIAMELES (064 75, 3.3=55H),
K,CO; (1.3 58, 94 ZZ5T ), Miib® (ffh) AL OB 8 =TT) T ZIREW T 70°Ch
P 18h. B NVIRAWVA I, (83E NaHCO3 Z WRIE W, AL S PR 2EE.
@ I I 2 EAT R MR A 2 TGRS ), 2— HRE —2- (B3- IR RARIE ) IR O R
"HNMR (CDCL,) : §7.85(dt, 1H, J= 1.2 f18.1Hz), 7.68(t, 1H, J= 2.4Hz), 7.40(t,
1H, J=8.4Hz), 7.19-7.13(m, 1H), 4.26(q, 2H, ] = 7.2Hz), 1.64(s, 6H), 1.26(t,
3H, J]=17.21),

[0815]  7.2.33 N- FIdk —2-(2—- Pk —5- ifHL AL ) LWk

[0816] 5 N- F I 3- il FL 2R 8 O 2 Bk e« ) 2 Rl FE B, 2- RO S- R | AL 4
P2 P IS R i R AR S R DA N- AL -2 (- PR S MR R A ) AW %, 'H
NMR (CD,OD) : 67.82(dd, 1H, J=24#8.1Hz), 7.69(d, 1H, J=24Hz), 7.40(d,
IH, J=8.1Hz), 4.66(s, 2H), 2.83(s, 3H), 2.40(s, 3H).

[0817]  7.2.34 N, 2- —FIAL -2- (3- iR IE ) INBEAZ

[o818] 5 2- FHIE —2-(3— AR R4 L ) IR S WE < Hil & ImIFE 1, 3- AfZEMmy i N, 2- —
FAIE —2—- RN B IZ (HR3E T 4 &% 1404 : Guziec, Frank S., Jr.; Torres, Felix F.Journal
of OrganicChemistry (1993), 58(6), 1604-6) JZ M LA#H]4 N, 2- — I -2- (3— fiHE 2K 4
) AEER%. 'HNMR(CDCly) : §7.91(dt, 1H, J =12 8.1Hz), 7.78(, 1H, J =
2.4Hz), 7.45(, 1H, J= 8.4Hz), 7.22(ddd, 1H, J = 1.2, 2.4, f18.1Hz), 6.61 (bs,
IH), 2.89(d, 3H, J=5.1Hz), 1.55(s, 6H).

[0819]  7.2.35 4- iz -[(1H, 1, 2, 3, 4— PUmkEL) WA EL |1 26

[0820]  4- AfFE —[(1H, 1, 2, 3, 4— PUMp —5- %) T H4IE ] 2

128



CN 1625400 B w B P 85/444 T

[0821]  2- FIEEFFEEE 4- HEEFRE (B8 7, 326 Z=Z%H ), SEULE (6.3 7, 98.0 %
WH ) ML 85w, 1633 Z5EH ) LIRGWEFIEESE o (1 =& ) 2 DMF (100
ZF) PRT 70CIMPVREY) . 1ThZJG, B RNAFEZHRAIMA 2N EhER/KE R (100
ZF) . FHIE R RNV IR-G WD R 2 A A, BLK (2X20 ZH) #EE O (30
ZTF) Wi, FAES W 4- TR -[(H, 1, 2, 3, 4- PYmk -5 F) WHIAEE ] K (6.7
W, 99% ), AR 'THNMR (300MHz, DMSO-d,) §8.25(d, J = 9.2Hz, 2H),

7.29(d, J=9.1Hz, 2H), 5.68(s, 2H) ; ESI MS m/z 220[C,H,N,0,—~H] »

[0822]  4- JigEE —[(1H, 1, 2, 3, 4— PYmpdL ) W P4 EE ] 26

[0823]  4-fifiZE -[(1H, 1, 2, 3, 4- PUmk —5-FL) W4 IE] 2K (6.7 70, 30.4 Z5H)
5 T %4 / Bk (700 Z£ 50 ) BIFAECEE /Wb (14 ¢ 1, 150 =TT ) ZIREWLAERE
AT T 50psi Al PRGIRGWEIIRAEUKTH—SEA Wk, 2 RNSHFEE 5
AN L JE SR AAUER LA A . AR ERENE 2 A ER (T 2.5 1 0.5CHCL,/
CH,OH/NH,OH) /=4 4- &t —[(1H, 1, 2, 3, 4— PUPJE) W F4RJE | 28, ShEFE i .
'"H NMR (300MHz, DMSO-d,) §6.76(d, J = 8.7Hz, 2H), 6.52(d, J = 8.7Hz, 2H),

5.07(s, 2H) ; ESI MS m/z 190[CgH,N,O-H] »

[0824]  7.2.36 4- Jliidk —[(1- B -1, 2, 3, 4— PUMe —5— L) T 4 - &

[0825]  4-fiEAL —[(1- L -1, 2, 3, 4-PUmMk—5-3L) WS - K & 4- HL [~ F
F-1, 2, 3, 4-Pgmp —5- K ) WHSE - &

[0826]  A-fHZEE -[(1H, 1, 2, 3, 4-PUMEL) WL HARZE ] 28 (10.00 38, 45225 H ), Bk
BE4E (22.09 75, 67.8 R H ) FMLA L (7.70 3¢, 54.3 Z2HH ) 4F DMF (200 Z71) iR
ST ERBH 24h  WREE RV IRG Y LABR 25 K 43 2 DMF MR R 43 Ae s (100
=T MK (GOZ=H) HFo EAENAE, PAh/AKPEG, T8 (Na,SO) F4s L= Ak 5=
Y, SREENK, ERHSIBEIEZAMEN () A 4R - & -1, 2,

3, 4-PYme) W4 EE - 28 . 'THNMR (300MHz, DMSO-d,) 8 8.26(d, J= 9.2Hz, 2H),

7.31(d, J=9.2Hz, 2H), 5.72(s, 2H), 4.15(s, 3H) ; M 4- A -(2- PR -1, 2, 3,

4— PUm —5-ZE ) Mk 43R ] X . 'H NMR (300MHz, DMSO-d,) §8.24(d, J = 9.3Hz,

2H), 7.29(d, J = 9.3Hz, 2H), 5.58(s, 2H), 4.41(s, 3H).

[0827]  4- Ji&HE —[(1- &L -1, 2, 3, 4- PYme —5— JL ) W FA4IE - 4

[0828]  4-THEE-[(1- -1, 2, 3, 4-PUmp—5-3L) W4 E - % (3.60 7o, 15.3 358
H) 5% Pd/C(0.40 55 ) 7E 14 ¢ 1 S/ RERIR (75 ZFt) H IR EY T % T 7E 50psi
AT . (Cah 2 A WB— DA . RNIREGML LG gk, EAADL
6 13 15/ Bl RER AR R AR A DR LA A A e [ (- R -1,

2, 3, 4-PUmk—5- 4k ) WAL |-, HFEHSBETTE 95 0 s &)/ T ) 4ifk .

'"H NMR (300MHz, DMSO-d,) 8 7.48(brs, 2H), 6.79(d, J =6.9Hz, 2H), 6.55(d, J=
6.9Hz, 2H), 5.36(s, 2H), 4.10(s, 3H).

[0829]  7.2.37 4- Wi: —[(2- B -1, 2, 3, 4— PUME —5- 55 ) T R4 | K

[0830]  4- gk —[(2- FFEL -1, 2, 3, 4- PUmp—5-FL) TWAHIA(JE ] 2K (3.60 75, 15.3 235
) f5% Pd/C(0.40 35) £E 14 1 1 LB/ IREER (75 =T F 2 IREY T E1E T 4E 50psi
AP IRS . 7E3h 2 oA MR P AW, KNIBGW&EIEEE g, EARL
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6 . 3 1aUh/ Tl / IREEA SR GEE R AGUER UL =8 4- g2 [ (2- -1,

2, 3, 4-PUmp—5- 3L ) WHEZ K, HAERIIREN L 95 @ 5 &5/ FiEg) 4difk .
'H NMR (300MHz, DMSO-d.) 6 6.80 (brs, 2H), 6.75(d, J =9.0Hz, 2H), 6.50(d, J =
9.0Hz, 2H), 5.17(s, 2H), 4.37(s, 3H).

[0831]  7.2.38 2- LAJHF: —5- @R[k (RO26611)

[0832] 15 4- WA ORAR A LR R il FIFEHL, 2- L IRA -5 iHEmIN S0 EH
FEAR 20— LA IRAL -5 FEELMIL . LCMS : MERIESTR) « 13.44 43%8P ; 4% : 93%; MS (m/
e) : 206(MH" .,

[0833]  7.2.39 5-[(4- FHIE 4L ) FISE 1-3- Mt -1, 2, 4- M@

[0834]
OH ?
KoCOg
+ N\ R
@ C‘\)LO’ \\

[l

1) o.
b/or-l o 2N/©/

a
5

EDCH

© ¢ ’\(N FPT,Q::' A R = Me, Ph R = Me, Ph
HO B
NE1HCI B35
NO,
[0835]  5-[4- (fHZEAAEIL ) AL 1-3- K -1, 2, 4-TE e )&%
[0836]  4— fiFZ&EMy (0.36 37, 2.56 =ZZLH ), 5- (G HIE)-3- I -1, 2, 4-BEE—W: (05
e, 256 ZEEH) FUITEK K,CO,(0.39 56, 2.82 ZZEH ) WAL JC/KTNET (20 Z 1) Ffl
Jn#AEREIG 12he AEIRNVIREGWFAC B TR # il 38R I 8 W2 (3]
1, DIKBES RIS N T AR 5[ (- TR ZE4R S ) 2L 13- -1, 2, 41—
M (0.70 ¥, 92% ). 'HNMR(CDCL,) : o .8.25(d, 2H, J = 8.8Hz), 8.08(dd, 2H, J
= 8.2Hz), 7.52-7.49(m, 3H), 7.13(d, 2H, J = 8.8Hz), 5.45(s, 2H).
[0837] 5[ (4— RFEREAL ) HIE 13- X3 -1, 2, 4- BE Mz i #s
[0838] 5[ (4— AHFEARGAEE ) A |-3-R&E -1, 2, 4-BE M (0.5 50, 1.68 ZEH ) B
FEATHEE - &P (1 0 1) Q20 =ZFH) e FEARATE 10 43 BhER AR RES (0.88
. 5.05 ZRHE ) Fl K,C0,(0.70 7, 5.06 &= H ) 2 /KW (15 ZFH ). FRNHEYES
HRBFE. RIWEVREFEC S, R RNIRGY), LKW AR ZEE/K. KELS
MR LR — A PR . S IFRMAN)ZE, LIJE/K Na,SO, T 4s.  [E 1AWk 4s
W2t ARk E TR 2 Al A VR PRI 5[ (4- B dh 2R ag L ) WL 1-3- 2R L -1, 2, 4-ME—
M (0.23 75, 51% ). 'HNMR(CDCL) : 6.8.11(m, 2H), 7.52-7.46(m, 3H), 6.87(d,
2H, J = 8.8Hz), 6.64(d, 2H, ] = 88Hz), 5.26(s, 2H), 3.49(brs, 2H).
[0839] 5[ (A- fiHFEFRE S ) FIHL 1-3- AL -1, 2, 4-WE M i)
[0840] A-fiHFEFAR LR (2.255, 11ARRET), LB, — g (3.85 7,
2762 Z5 H ), EDCLHCI(4.37 3¢, 2279 Z2%H ) fl SN (7.42 75, 57.40 =5
H ) fEJo/K THF (250 ZFt ) 2 B5WIEIR 18he  FEI SR @ R IR BLKAE 1B [ W
FILL BtOAc ZHL (3X 300 =7t ) . A ANIZELL NaHCO; KEIR EhK ELLphFkfIs
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7K Na,SO, T4 W2 B 25 MRS 12 A el A A T Al AL 4240 5[ (4- AHZE2REEE )
F 13- FE -1, 2, 4-TE m (16275, 60% ). 'HNMR(CDCL) : § 8.24(d, 2H, J
= 8.8Hz), 7.08(d, 2H, J = 8.8Hz), 5.36(s, 2H), 2.44(s, 3H).

[0841]  5-[(4- FEEoRAAEL ) A 1-3- FEE -1, 2, 4- B M2 4%

[0842] 5 5[ (4- WEAER% Ak ) WAL ]-3-4RFE -1, 2, 4-WE Mz & [RIAEHL, 5-(4- 1
FLREIEH L) -3- B -1, 2, 4- W8 M S MR A B AN K,CO, 2 7K VR IR R LA il 2%
[ (4 MEFEIRAEEE ) A 1-3- FE -1, 2, 4-TE =M, 'HNMR(CDCL) : 0 6.82(d,
2H, J = 8.8Hz), 6.63(d, 2H, J = 8.8Hz), 5.15(s, 2H), 3.38(brs, 2H), 2.41(s,
3H) .

[0843] 7.2.40 ZJ& 2—-(4— EFEIRIL ) —2—- HILNEE G
[0844]

Oy EEY. P Ao e
O N THF MeOH

.78 OC
[0845]  2— FHIE —2—- (4— A3 2K3E ) AR £ WG
[0846] T MVEENL A BEN 4- IHARIE LR AHE (5.0 5y, 2389 ZZXH ), WUFLE (8.48
7L, 372 % TFF, 59.74 2ZELH ), 18- 5@l -6(1.57 ¥5, 5.93 ZTLH ) LK THF T (200
ZI) AT AER -78C. RN AEY, BN t-BuOK (5.90 3, 5257 2%
H)o PHEREAEDIE T T8 CHFE 2h FMF A SR M. RV T =B 6he Ik
B, WEYTIRANE -78°C, EEHIMA N —0 2 FLE, t+-BuOK, F 18- 5t -6
AR FERE SR 2he  AF VIR SR &NV VAT NHLCL KW (75
=T 1521k, BT AIRE WL ZmE (4 X200 ZTFF ) FEEL, £ad /K Na,SO, 45, Flyk
i  WATFE RS AL ENTLL 1% EtOAc/ Tltalifh LI 2 FI3E —2- (4 AfFE2g
) WR A, SREGOHMIRY (2.38, 42% ). 'HNMR(CDCL) : 8 8.17(d, 2H, J
= 8.8Hz), 719(d, 2H, J =88Hz), 41.12(qt, 2H, J = 7.0Hz), 1.60(s, 6H), 1.17(t,
3H, J = 7.0Hz).
[0847] £k —2-(4- EHE R ) 2- A NN
[0848] 5 4- IRFLNA AL LR LR A5 [RIFEHL, 2— FIEE -2 (4- A AEZREE ) AR £ IR
ZEMMERRE O 2 (4- R ) 2~ FEANRES. '"HNMR(CDCL) : 0 7.16(d,
2H, J=8.8Hz), 6.63(d, 2H, J=8.8Hz), 4.09(qt, 2H, J=7.0Hz), 3.62(brs, 2H),
1.52(s, 6H), L1.17(, 3H, J= 7.0Hz).
[0849]  7.2.41 #f 1, 3, 4— & A B FE 0%
[0850]
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02

N
. BiogE , CHzClo POCly
—
o “NH * CTO\Noz c;/@\n/kl\u 80 °C
o)
[Hg), Pd/C (10%) c 0 r\}k O NH;
MeOH —

——————————-

+

- sz

[0851] N’ 1-(3- SAKPWEEL ) -3- igZE2 —1- REP

[0852]  3— FATLHE (chlorobenzohydrazide) (1 247 ) AHALEE (2 ¥ &) 7E CH,CL, P2 H
N T 0CHN 3- R ZEF LA (1 45 ) 2 CH,CL WA T 0°CHid: 1h F4R 5 T =301
o  WRGGITIFWEHEALUKIEE, LL NaHCO, 884k, ukltfg, LOoKyeE:, e i A
IREE N 1= (3= FA FIEFL ) -3- AFE 2k —1- FEWE.  "H NMR (DMSO-d6) : & 10.99 (s,
1H), 10.79(s, 1H), 8.73(bs, 1H), 8.43(bdd, 1H, J = 1.2 fI8.1Hz), 8.33(bdd, 1J,
J = 84Hz), 7.95(s, 1H), 7.87(m, 2H), 7.67(bdd, 1H, J = 1.2 il 8.1Hz), 7.57(t,
IH, J=78Hz) ; LCMS: 4/ : 85% ; MS(m/e) : 320(MH") .

[0853]  [2-(3- &3 )-1, 3, 4-WE M —5- Ik 1-3— L

[0854] N’ 1-(3- R RPMEAEE) -3-AHZEa -1 R EMF (0.32158) /EPOCL, 3=Tt) Tz &
TPV 90°CHiH: 24h,  PTAAETE R LAUKAKIZ (LN, o JE P18 MR LUK BES, TEH
SHTCAFAE [2-(3- A FEEE ) -1, 3, 4-VET MW -5-FL -3-fFE2K,. 'H NMR (DMSO-d6) :
§886(t, 1H, J = 1.8Hz), 859(dt, 1H, J = 1.8 il 8.4Hz), 8.48(m, 1H), 8.25(t,
1H, J= 18Hz), 8.16(dt, 1H, I =12 75Hz), 7.93(, 1H, J=8.1Hz), 7.75(m,
IH), 7.66(, 1H, J=7.5Hz), LCMS: 4if¥ : 86% ; MS(m/e) : 302(MH" .

[0855]  [2-(3— G464 ) -1, 3, 4— M@ —5- K 1-3— A a2 i /R H

[o856]  [2-(3- @ A FL) -1, 3, 4- W& w5 B 1-3- A 3L K (0.2 50 ) {FH 10% Pd/
C(0.04 v ) £F MeOH (200 =T} ) ¥ F 15PSI £ 1h Z S 7= — M=z 84, Bl
3- Mgk [2-(3- & A3 ) -1, 3, 4-WE M —5-JL ] G0R 3- gk - (2- K3 -1, 3, 4-NET
M —5-FL ) 2K, IS RS E A EATVAAT A I - SR E 1L - 2t : 5-10% EtOAcER
WHRNRSG . 3k —[2-B-EHH) -1, 3, 4-TE—m:—-5-JL 2% . '"H NMR (DMSO-d6é) :
58.08(m, 2H), 7.64(m, 4H), 7.42(m, 1H), 7.10(m, 1H) ; LCMS: 4 /.
82 % ; MS(m/e) : 272(MH") . 3- &3 -(2- K3 -1, 3, 4-ME —m 5-3E) XK : 'H
NMR (DMSO-d6) : 68.13(m, 1H), 7.54(m, 5H), 7.30(m, 1H), 6.86(dd, 1H, J =
1.5 M1 8.1Hz) ; LCMS : 4ii/&F : 93% ; MS(m/e) : 238(MH") .

[0857] N’ 1-( LEIRFN T ) -3- 42K —1- R LI

[0858] Ly N’ 1-(3— &l A IR 28 ) -3 i 2L 2K —1- -~ B R 2 il 2% (R A Hb, 3- A 38
KA S S REE W B E (methlene) R E P2 V7™ /ENT 1-( L8 R FE W Ik
FH-3- MR -1- M. 'HNMR(CD,OD) : O 874(m, 1H), 8.44(dd, 1H, 1.8
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Il 8.1Hz), 8.25(bd, 1H, J = 8.4Hz), 7.76(t, 1H, J = 8.4Hz), 4.22(q, 2H, J =
6.9Hz), 3.44(bs, 2H), 1.29(t, 3H, J = 6.8Hz) ; LCMS : 4L & : 93 % ; MS(m/e) :
296 (MH) .
[0859]  [2-( ZERIET ME )1, 3, 4-NE M —5- JL ]-3- fFEA
[0860] 5 [2-(3-& AF)-1, 3, 4-FE M —5- K 1-3- AR il & FfFe L, POCI3 5
N’ 1-( LRI FIRE ) —3- iR K —1- R EMEC RN =4 [2- ( SEFRE T F A ) -1,
3, 4-FE — o —5- K ]-3- fg L K. 'H NMR(CDCLy) : 6888, 1H, J = 1.8Hz),
8.42(m, 2H), 7.74(t, 1H, J = 7.5Hz), 4.27(q,» 2H, J = 7.2Hz), 4.08(s, 2H),
1.31(t, 3H, J=17.2Hz) ; LCMS: 4lif& : 95% ; MS(m/e) : 278(MH") ,
[og61]  7.2.42 (+)-5-J&3E —(2, 3— & —2- FHERE) KK &l
[0862]

MeOH, 7& Hz504 [H2], 65 PSI10% Pd/C

Q 60°C,2-3h Q NazS04, MeOH, 3 days
(OQ COOH COOMe > mcoom
Oql O H2N

[0863]  2- MI4(FRIE 5 AilfFE=4< JH LI
[0864]  2— ¥tk —5— AEILAS I (2.0 TT), MeOH (10 ZFF) Fik H,80, (2.1 =) =2
BEYEEREEN T 60°CHH 3h, —ABHIRSE, H LUK — K5 1F /Nl A
AN NaHCO, #8ifb . I3 E 1Ak, LLAKPES, TEEMHT L™ 2- BRI —5-
BRIk . 'THNMR(CDCL) : 6866(d, 1H, J= 2.4Hz), 8.36(dd, 1H, J = 2.4 f1
96Hz), 7.71(d, 1H, J = 9.3Hz), 7.65(s, 1H), 4.01(s, 3H) ; LCMS: 4[/% : 97% ;
MS(m/e) : 222(MH") .
[0865] (&) -5- ik —(2, 3~ =& 2~ FAIEL ) 2R
[ose6]  2— M4 FRIE —5— AfJE 2R TR (2.0 78 ), 10% Pd/C(2.0 31 ), Na,S0,(2.0 71)
fE MeOH (500 2Tt ) HZ & IFMLE 55PSI Atk 3 Ko il FE AR pE 1R, We4a
FUEH IE Okt 5 10%, 20% EtOAc/ IE CReEATEN L4 () -5 ik - (2, 3- =
& -2- FEIREL) FKHMK. 'HNMR(CDCL) : 66.69(d, 1H, J= 8.1Hz), 6.56(d,
IH, J=12Hz), 6.18(dd, 1H, J= 1.8 M 7.5Hz), 5.11(dd, 1H, J = 6.6 fl 7.2Hz),
3.79(s, 3H), 3.47(dd, 1H, J = 105 1 10.8Hz), 3.26(dd, 1H, J = 7.2 1 6.6Hz) ;
LCMS : 4hifif . 100% ; MS(m/e) : 194(MH") .
[0867]  7.2.43 3-[1- X ( ZEIREE ) L5 | K%
[0868]  2- FHJE —2-(3- 3L AL ) N IR = LlR il &
[0869]  2— JRIE —2—- FIIETN /8 2Bk (1.0 72, 3.95 ZFHH ) INEFALE (057 75, 9.8
E5EH ) fE7K DMF (5 &7 ) 2 PERIZHWN . = 20 08h 25, I\ 3- g2l
(0.55 74, 3.95%ZWH ), AFEEW T 60°CHiHE6h, AIEEIE, LK (30 ZTH) Wkt
FILL LR LT (3X200 27t ) ZEHL.  AHLZLL IN NaOH /KEW (2X 75 = FF) ¥idk, &
K Na,SO, T4, TR 28 R LR AL 2— FIOE —2- (3- Af 2L R4 AL ) T 1R —
2.8 (089 75, 80% ). 'HNMR(CDCL,) : 8§7.92(dd, 1H, J = 2.3 f18.2Hz), 7.82(t,
IH, J = 2.3Hz), 7.41(, 1H, J=8.2Hz), 7.30(dd, 1H, J= 2.3 f18.2Hz), 4.28(qt,
4H, T = 7.0Hz), 181(s, 3H), 1.26(t, 6H, J = 7.0Hz).
[0870]  3-[1- X ( L&IRAE ) L5EE ) gz hil#&
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[0871]  2- KL -2- (3—ffZE AL ) W R 4W5 (0.75 %2, 240 Z5EH ) WMEAEF K &
ZWmE (111, 100=H) 1, fEREAEE FEB AT PA/C(0.15 5 ) FJE/K Na,S0, (5.0
o) < par FEi. FTISIREWILIA (30PSD) AP H 3 2- FAHAL —2- (3 fiFEREIE ) N
TR MR R (2h) . VRAEWIT L RE UK Na,SO, 2 FE AL pE, #:55 LL EtOACc YR
FEHIF I . TR IR T RRIE LA A g B R 3-[1- W ( LFEIREE ) L FE ] R
i, 'HNMR(CDCL) : §6.98(t, 1H, J = 8.2Hz), 6.37-6.28(m, 3H), 4.26(qt, 4H, J
= 7.0Hz), 3.65(brs, 2H), 1.72(s, 3H), 1.24(t, 6H, J = 7.0Hz).

[0872]  7.2.44 4-(4— WEF 2R EE P AL ) -2 SR — WRIW . ) %%

[0873]
C\/QYD\ Pd/C
o,NQ\oH KzCO3 - OND\OM = P;IeOH “2”(@\’/\@—@

IR R

b
[0874]  4- (4 AHZEARAIE 2L ) —2- FIAUIREE — Wam 2 il 2%
[0875]  3—fHALMy (1.0 70, 7.19Z%H ), 5- (G X)) —2- MFERAS (1.38 77, 7.90 5L
H) MK K,CO,(1.19 372, 8.60 ZHEH ) RN (30 Z=ZF) HEIVAL 8he REIRNIREGY)
FUCLK R . 8T B A, DUKBEEA R T i A BL™ A4 1.81 w (90% ) Z Fr ™=
Y. 'HNMR(CDCL) : 87.86(dd, 1H, J = 2.3 f18.2Hz), 7.80(t, 1H, J = 2.3Hz),
745, 1H, J=8.2Hz), 7.27(dd, 1H, J = 2.3 1 8.2Hz), 7.17(d, 1H, ] = 3.5Hz),
6.58(d, 1H, J=3.5Hz), 5.13(s, 2H), 3.90(s, 3H).
[0876]  4-(4— JEALARA AL I 2L ) —2— AR — Wamg il #%
[0877] & 2— WL —2-(3— 2L R4 ) N R L WRZ Hl#s [FIFEHL, i 4- (4- AifZEaR
SR L ) —2- HARIRIE — MR DIR At 4- (4- WRBE R IE L ) —2- WIS RIE - PRig .  'H
NMR (CDCL,) : 87.15(d, 1H, J=35Hz), 7.05(, 1H, J=8.2Hz), 650(d, 1H, J=
3.5Hz), 6.37-6.27(m, 3H), 5.01(s, 2H), 3.89(s, 3H).
[0878]  7.2.45 6— JiHE —1— ( HHARIREL ) H L MkIbk 2 il 2%
[0879]

Pd/C
M

Ha e
ozu_gij:\ sopst M
. \Mj\o a\é{; 3% :MeOH 2
. BF 4
| R

H K2CO3
DMF i
OzN—QE\N n
1R=M

NC2R-Et N :c>=°
[0880]  1—( M4 ¥RFEL ) W EE —6— AL MEmbk 2 ) 2%
[0881]  6— fiFf F& U5 M Ibk (2.0 w5, 12.25 =& vt H ) £F JG 7K DMF W 2 % W N i N JG 7K
K,CO,(1.84 53, 13.31 5L ) I 2- R FBE (2.04 57, 1333 ZFEH ). {3k :.M

T=iBiRE 12h, N IRASW UK 1F e B RS ol e 22 T A8 [l A, DAnd Sk Pk, H
Ko B 2 o 0 [ AR FR AR RN )2 I A B R R S a4 LA 2E M =4 LPSC
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LAE TLC FT 30% EtOAc: Cpip BATm REEZ T E 4 (1.12 30, 41% ).

[0882] 52— HHEL —2- (B-IFE AL ) TH 1R — LW 2 il &8 RIFEHE, AR 1- (R EIREE)
FSE —6— AL — Mo mpmk AP 6 BL3E —1- ( FEERIE ) LMk,  "H NMR (CDCL,) :
§7.73(d, 1H, I=1.1Hz), 7.35(d, 1H, I=8.2Hz), 6.49(dd, 1H, J= 1.8f18.8Hz),
6.39(s, 1H), 5.34(brs, 2H), 5.10(s, 2H), 3.64(s, 3H) o

[0883]  1—( FAFRIL ) A 3E —5— fiFg 2 ek 2 i 2%

[0884] L 1-(FERAL) B AL -6 LM membk 2 i 2& [FIAEHL, - (FRERAL) L -5- 11
FENG] bR F S FH 5— Al 2N bk 52— R LR PR TE K,CO, 74 1E T 2 St E#l & 7E
TLC ET 30% EtOAc: Lt B m RAEZHTE ) (1.34 52, 46% ) FFE kB E A
EMraiibE Y ®E ., "HNMR(CDCL) : 88.75(d, 1H, J= L.8Hz), 8.30(dd, LH, J=
2.3 f18.2Hz), 8.26(s, 1H), 7.40(d, 1H, J = 8.2Hz), 5.22(s, 2H), 3.78(s, 3H).
[0885]  5— Ji&dE —1—( FEAR AL ) FF My Melbk 2 i) 2%

[0886] 1y 2- FIJE —2- (3— ML 2R 4% ) TNl — Sl Hil & FIAEH, 3R 1- (R4S )
FRO —5— G Jk — Wglmaenbh LRI 65— ik —1- ( FRAHRIE ) A ZEM MMk, 'H NMR (CDCl,) :
§7.81(d, 1H, J = 2.3Hz), 7.15(d, 1H, J = 8.8Hz), 6.95(d, 1H, ] = 2.3Hz),
6.88(dd, 1H, J=23f18.8Hz), 5.09(s, 2H), 3.73(s, 3H).

[0887] 1-(2— 5L KL ) —6— R AL menbk 2 i) 2%

[0888] 5 1-( H& AL ) H AL —6— ffZEmy Mtk ) 28 [FIFE L, 1-( L58REE) L5 -6— 1
FEOG Wbk S B 6— IH R M 53— IR TN IR L BETE K,CO, 177E N 2R FEt EAHIS . 1E
TLC |F 30% EtOAc: Tt BHA @ RALZ FTE =4 (58% ) FH: lHAESEA S AL E T alifh
YER Y EE. 'HNMR(CDCL) : 8849(s, 1H), 8.12(s, 1H), 8.01(dd, 1H, JT= 1.7H1
8.8Hz), 7.82(d, 1H, J=8.8Hz), 4.74(t, 2H, J=6.4Hz), 4.09(qt, 2H, J="7.0Hz),
3.03(%, 2H, J=6.4Hz), 1.18(, 3H, J = 7.0Hz).

[0889]  6- JiEJk —1-(2— ZEIRIEZHL ) 15| mambh . 4%

[0890] 5 2— ML —2— (3— Ay FEZR4AEE) TH M — AW #l & FIREHL, 88 1-(2— S5
I L3 ) —6— MEZEN| MR R 6 3L —1-(2- SEIRIE LIS ) WMk, 'H NMR (CDCL,) :
§781(s, IH), 7.46(d, IH, J=88Hz), 6.60(apps, 1H), 6.55(dd, LH, J = 2.3l
8.8Hz), 451(t, 2H, T = 7.0Hz), 4.11(qt, 2H, J = 7.0Hz), 3.52(brs, 2H), 2.91(t,
2H, J=7.0Hz), 1.18(t, 3H, J = 7.0Hz).

[0891]  1-(2- LA IRILLFE ) 5 LN MBIk 2 il 2%

[0892] 5 1-(FEIRA) F A -5 iZEmMebk 2 2% A A, 1- (28R ) 45 -5-1H
FENG| AeITbk Z2 S 5 AF RN ek 53— IRIAR L BETE K,CO, 1T7F T W EA W& . 77
TLC £ T 30% EtOAc: e HA B R AEZFTEE "4 (43% ) ZFE Ik & B AL 2 4l
WAEHRE. "HNMR(CDCL) : 8870(d, 1H, J= 1.7Hz), 8.27(dd, 1H, J=23#
8.8Hz), 8.20(d, 1H, J= 1.7Hz), 7.59(d, 1H, J=8.8Hz), 4.70(t, 2H, ] = 6.4Hz),
4.07(qt, 2H, J="7.0Hz), 3.01(t, 2H, J=6.4Hz), 1.16(t, 3H, J = 7.0Hz).

[0893]  5- JiidE —1-(2— LA IRAE LIE ) My mkibk -z il 2%

[0894] & 2- MIIL —2-(3—fHFEAREIEL ) N IR ZMs 2 i+ [FfFE L, L7 1-(2- 258 5%
B 2R —5— RN bk DLER AL 5- gk —1- (2- 253 EL L) bk, 'H NMR (CDCl)
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§7.78(s, 1H), 7.30(d, 1H, J = 88Hz), 6.91(d, 1H, J = 2.3Hz), 6.87(dd, 1H, J
= 2.3 M1 88Hz), 459, 2H, ] = 6.4Hz), 4.08(qt, 2H, J = 7.0Hz), 3.02(brs, 2H),
292(t, 2H, J=7.0Hz), 1.16(, 3H, J= 7.0Hz).

[0895]  5— &k —2— FELAG|masmbk 22 1)

[0896] 5 2—- L —2-(3- AL 2R A IE ) N 2R = L lE 2 & A Af L, IR JFTE 2-
Fh 5 G AL AEIbR LR A 5 fiedd —2— FREm k. "H NMR (CDCL,) : 8 7.61 (s, 1H),
753(d, 1H, J = 8.8Hz), 681(dd, 1H, J= 23 f188Hz), 6.75(d, 1H, J = 2.3Hz),
4.13(s, 3H), 3.85(brs, 2H).

[0897]  7.2.46 3— F&IL —4-[ (6— hi3ENgIme —1- 3% ) 3L ] A G2 il &

[0898]

Pd/C

oﬂ@ 30 PS| Hﬂm Me
CE;?" Me qa 2 MeOH Me
ON~1- N ©
K2COs

DMF
30 PSI
‘MeOH
ome  HE

d Me

[0899] 5 1-( HARIREL ) HIZE —6- fif3E — Myl meibk o il 28 [R] A, 3— HHAREE —4-[ (6- fiff2E
Mg —1— 35 ) AL | oK R FR S SO 16— TN bk (4- IR ) -3- R
NETE K,CO, f77E F 2 A E I #il4« 76 TLC BT 30% EtOAc: O B & REH 2
AT =4 (18% ) ZAs kgt i B AL E FraifbEH e, '"H NMR(CDCI,) : §8.50(d,
IH, J = 1.7Hz), 8.14(s, 1H), 8.00(dd, 1H, J = 1.8 1 8.8Hz), 7.82(d, 1H, J =
88Hz), 7.56(s, IH), 7.54(d, IH, J = |[8Hz), 7.07(d, IH, J = 82Hz), 5.70(s,
2H), 3.96(s, 3H), 3.88(s,» 3H). 1K R;: 3— FEIE —4-[ (6 hgFEm M —2— 5 ) FIFEL |28
FH % FI S : '"H NMR(CDCL,) : 88.68(brs, 1H), 8.07(s, 1H), 7.86(dd, 1H, J = 1.8
F19.0Hz), 7.72(d, 1H, J =9.0Hz), 7.61(d, 1H, J=7.7Hz), 7.58(s, 1H), 7.19(d,
1H, J=77Hz), 5.69(s, 2H), 3.93(s, 3H), 3.90(s, 3H).

[0900]  4-[(6- H&FLMg|my —1— 3L ) FASE | 2K FF R AP s 2 il &%

[0901] 1y 2— A2k —2-(3- AH 2L R 42 ) TN 1 — S B2 il 4% R AR b, 38 R 3— FF 4
L —4-[(6— AHZEM M —1- JL ) FRAL | K R ARG DABR L 4-[ (6 fEAtmy|me —1- 5L ) FEL R
MEETHS, 'HNMR(CDCL,) : 67.88(s, 1H), 7.53(d, 1H, J=8.8Hz), 7.51(d, 1H, J
= 8.8Hz), 7.50(d, 1H, J= 1.7Hz), 6.67(d, 1H, J = 8.8Hz), 6.56(dd, 1H, J]= 1.7
fM8.8Hz), 6.45(d, IH, J=1.2Hz), 5.50(s, 2H), 3.94(s, 3H), 3.87(s, 3H), 3.79 (br
ss 2H) .

[0902]  4-[ (6~ H&ILM|mp: —2— 3L ) HH 3L | 2K FH R HH s 2 il 4%

[0903] 1y 2- A& —2-(3- AHZE R 2 ) TH 8 — S B2 il 4% R AR b, 38 R 3— FF 4
I —A-[(6- fiff ZEMgIme —2— L) L | 2R G RS DA AL 4-[(6- g 2Emg me —2- 3% ) AL
KRR, 'HNMR(CDCL) : §7.78(s, 1H), 7.56-7.53(m, 2H), 743(d, 1H, J=
8.8Hz), 6.98(d, 1H, J = 8.2Hz), 6.81(apps, 1H), 6.58(dd, 1H, J = 1.8 fil 8.8Hz),
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553(s, 2H), 3.91(s, 3H), 3.89(s, 3H),
[0904]  7.2.47 6- J%&FE —1-[2- HEFE —4- (o~ FAFLIEMNG I REL ) ZK L ] 151 Mbk 2 )
7%

[0905]

o TTW ome LIOH: HZ0 i Me _1.80C [BIF M ~§ )
%‘{m W:%QM-OHOYN-CF\ H 2 O-Eﬁﬁﬁﬁm ' Lb\&
CH2°|2
Pd/C
SDHPSI @
qgg MeOH N

[0906]  6- AiFZE —1-[2— AI4ZE 4 (o~ P RFETE MR IR L F2 2k ) 2R 2L 1 ng) nasivbh 2 il 2%
[0907]  3— A4S —4-[(6— fig2E Mg me —1- 2% ) A2 | K IR F B8R 7E LiOH:H,O /7 7E T~ 1Y
FEIK MR X N B . AT TR S R (1.65 55, 5.04 =5 H ) #H 5 SOCL (3.68 =7FF,
50.45 ZZ 3 B ) T[Nl fE N RV 5h MEAEEE. RMNBESUAHIEZEMEREST
Wai. WMAETT/K CH,CL (75 ZTF) P, +EEESMA o— H RS K
(0.95 5%, 5.54 ZE5LH ) Fl4-( ZF LI ) —nikwe (0.67 3¢, 554 ZEHH ) FIHiHE 12h. K
Ha R VIREY, WHRAE BtOAc (700 22T ) HPRELELL 2N HC1(2X 100 2Tt ), 7K (150 &
TE) kA (100 2T ) b3,  — AR ACTRREE EAERURE AR ENTE C aite et =4 (1.57
7, 64 % ). 'HNMR(DMSO-d,) : o 8.75(s, 1H), 8.31(s, 1H), 8.00(d, 1H, J=
8.8Hz), 7.95-7.91(m, 2H), 7.50(d, 1H, J = 1.2Hz), 7.46-7.27(m, 4H), 6.92(d,
IH, J=76Hz), 5.76(s, 2H), 3.81(s, 3H), 2.51(s, 3H),
[0908]  6- JiZdk —1-[2— FIAAL —4— (o~ AR INIE NG B2 ) 2R AL | 19 enbk - il 2%
[0909] 5 2- AL —2-(3- A AL AR A0 AL ) TN TR T L BB ) 2% R AR e, e R 6 T
Fe —1-[2- PEEE —4- (o~ W RIEMAMENZ L R 25 ) 2R AL ] Mg sibk DA It 6- iZ 5L —1-[2- T4
FE —4- (o~ B RILMATENZ L RIE ) JCH 3L ] Mk,  'H NMR (CDCl,) : 87.96(dd, 1H, ]
= 1.2 f1 8.2Hz), 7.76(s, 1H), 7.51(d, 1H, J= 1.2Hz), 7.49-7.44(m, 1H), 7.37(d,
2H, J = 88Hz), 7.34-7.32(m, 1H), 7.30(d, 1H, J = 8.8Hz), 6.51-6.47 (m, 2H),
6.35(s, 1H), 5.35(s, 2H), 3.89(s, 3H), 2.54(s, 3H).
[0910]  3- F4RAE —4-[ (5— A —1- L ) 3L | 2 AR FR G 2 il 2%
[0911] & 3— A& —4-[ (6 T kg mk —1- Ji) PR ] 2K TR TR G 2 )& [, 3— FRAR
He A (5— AHZEERG M —1— BL ) FREL | 2R AR FRNE A4S i o Tl etk 5 (- 1R A ) -3- H
S FE KT FERLE K,COy /7AE T2t EH & . 78 TLC T 30% EtOAc: Lt A
B RALZ FTE =) (47% ) FFE HEEEIREHEfaitbEHKEE . "M NMR(CDCL,) -
§8.73(d, 1H, J = 1.8Hz), 8.26-8.22(m, 2H), 7.56(s, 1H), 7.54(dd, 1H, J = 1.8
F18.2Hz), 7.49(d, 1H, ] = 9.4Hz), 6.98(d, 1H, J =8.2Hz), 5.66(s, 2H), 3.91(s,
3H), 3.89(s, 3H). LowR;: 3— IS —4-[ (5 hfkngIme —2—- &) FIE ] R F R F .
[0912] 5 Ak —1-[2— M4IE —4— (o— T 2SRRI IR AL ) z&ﬁqﬁ]ﬂﬁlﬂiﬂﬂ‘zﬁﬂﬁ
[0913] 5 6—fiff#E —1-[2- AT —4- (o~ FRFEMEMEIZ R R ) AR A S | gl Msibk 2 i) 4% ()
FEHEL, 5 i —1-[2- T4 —4- (o— W REMIBEIZA IR ) KA A | ek &M 3- A4
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T —A-[ (5 A e —1- 38 ) R 1 FEFRFPEHI%. 'HNMR(DMSOd,) : 9 8.81(d,

1H, J = 2.3Hz), 8.39(s, 1H), 8.21(dd, 1H, J = 1.8 88Hz), 7.87(dd, 2H, J = 3.6
F18.8Hz), 7.48(d, 1H, J= 12Hz), 7.39(dd, 1H, J= 1.2 f182Hz), 7.33-7.15(m,

3H), 6.85(d, 1H, J=8.2Hz), 5.65(s, 2H), 3.76 (s, 3H), 2.19(s, 3H).

[0914] 65— Jizdk —1-[2- A4 —4- (o WAL — BRI B AL ) 4 FR AL | 19| wakmbh 2 il 2%

[09015] 5 6- i Jk —1-[2— AL —4- (o~ AR 2R SR I Jie 2 FR 58 ) 2K FF 3 1 Wl mk bk 2+l
#FIFEHL, 5 BZIE —1-[2- 4 IE 4 (o~ FFRKFERATE AL L PR I ) 2 AP 25 ] | bk 52 %5 rh
5— MHJE —1-[2- A JE —4- (o— H AR LI MENE SE R AL ) 2K 28 ) I membk 2 /E A W 4. 'H
NMR (DMSO-d,) : & 7.87(dd, 1H, J = 1.2 M 7.7Hz), 7.73(s, 1H), 7.50(s, 1H),

7.35-7.14(m, 5H), 6.78(d, 1H, J= 1.8Hz), 6.75(s, 1H), 6.53(d, 1H, ] = 8.2Hz),

5.44(s, 2H), 3.82(s, 3H), 2.50(s, 3H).

[0916]  7.2.48 8- J43FE —4H- BEMEIF [2, 1-c][1, 4] ZEIFUEEEZ #il#%

[0917]
F'45|o e
Noz 22523 sé[;)@\»o, KzCOa mm\ N/\go W\mma
EIOH

=t i mon

"

E]Elﬂ 'L/ NOg - ;(S:Qma

[E15%
[0918] 7.3 2, 4— W¥mE —Jiir &Mk
[0919]  HFPAKBIZ 2, 41— BERE g Z M B FL4h 4 J50RN A [R) 420 R0 L 75 85350 A o
&G THm N2, N4- 80— ZHUR -2, 4- msng —fZ4bG4 (¢ B SNAr” Vgt s B
EEME SRR ) 2 4L N2, N4- X (4- LR ) -2, 4- BERE i (R926069)
FIN2, Na- X (3- FIAFEL ) -5- FHL -2, 4- B % (R921218) Ui, & T4
JEAKTFR N2, N4A- ZHUR -2, 4- W g2 454 DL N4- (3, 4- & L ) -5
JE -N2- (3 FARHE ) -2, 4 BEWE ik (R926210) 2545 Ui B .
[0920] 7.3.1 N2, N4- M (4- ZAIEFEHL ) -2, 4- BERgE % (R926069)
[0921] 2, 4-&MERE (0.015 5%, 0.1 =% H) fEEOH P (1 =ZFH) P2 EEW A 4- &
HIEARMZ (0.034 3, 0.025 ZZ5H ) RAEEEHE N T 70-80°C Mk 24h.  —HRI, KM
DL H,O (10 Z£71 ) #%E, UL 2N HCl 4k, yEn R A, DL H,O YAl L=k N2,
N4- X (4— L FE IR FL ) -2, 4-BEIE — 1% (R926069) » 'H NMR(CD,0OD) : 67.63(d,
IH), 745(d, 2H), J=9Hz), 7.32(d, 2H, J = 9.3Hz), 6.95(d, 2H, J = 6.9Hz),
6.87(d, 2H, J = 8.7Hz), 6.23(d, 1H, J = 7.2Hz), 4.04(m, 4H), 1.38(m, 6H) ;
LCMS : #FEARSH] « 2591 430%8h ; 462 . 99.5% ; MS(m/e) : 351 (MH) .
[0922]  7.3.2N2, N4- X (3—- FARI ) —5- Ik -2, 4- g —f% (R921218)
[0923] 2, 4- &L -5- FERE (0.0167 5¢, 0.1 ZZBH ) Fl 3— fZIEMy (0.033 55, 0.3 %
TEH) AL MeOH : H,O(1.8 : 02T ; v/v) TZIREWACHEEE N T 100CEY 24h (5%
8O CRE 3 K), WHIR=E, LIKWEE (152 %%) LL 2N HCl E#1k (pH > 2) ., —H.LA
FACEN AT, H LB SHRFEEL (3X 20 271 ), & oK T b 22 wsm].  Pifs

138



CN 1625400 B w B P 95/444 T

FR AL B S ER (200-400 X H ) AF T CHqun > 1> 10% MeOH fE CH,CI, Hif i€
DIZRIS AT B N2, N4- XU (3— B85k ) -5— It —2, 4- WEmg % (R921218) . IR vV
A RS K, B [k # kb yE s, 'TH NMR(CDCL,) : §7.73(d, 1H, J=
5.1Hz), 7.12-6.90 (m, 6H), 6.64(dd, 1H, J=18#18.1Hz), 6.53(dd, 1H, J= 1.2
5.7Hz) ; LCMS : ¥ [A] + 16.12 7380 s 4HRF : 100% 5 MS(m/e) : 313(MH") .

[0924]  7.3.3N2, N4— A (4— FPPAHRIRIE ) -5- fdk -2, 4— meng % (R926017)

[0925] 5 N2, N4- X (3- BRI ) -5- FIAL -2, 4- weng — g 2§l & FFEH, 2, 4-—
SAIE -5 BUEIE R A— PSSR NG S N A= 2R N2, N4- XL (4— AL ) -5 4t -2,
4- W% Mg . %, 'HNMR(CD.OD) : 87.67(d, 1H, J = 4.8Hz), 7.43(d, 2H, J =
9.3Hz), 7.67(d, 2H, J=8.7Hz), 6.87(d, 2H, ] =9.6Hz), 6.83(d, 2H, J=8.7Hz),
3.83(s, 3H), 3.81(s, 3H) ; LCMS : #fF B I W]+ 2263 43 %p ; 4 fZ - 100 % ; MS(m/
e) : 341 (MH".

[0926]  7.3.4N2, N4- X (3—- & F& 44— — & B FE 2 FL ) -5- 5 FE -2, 4- w8 g — %
(R926018)

[0927] 5 N2, NA-X (3 FaRE ) —5- A -2, 1- MBI g2 fi & FAEH, 2, 1- =
S2E —5— TRAMERE A 3— G2 —4- R R RV DL A N2, NA- AL (3— Jisd —4- =5
PR KL ) -5 UL -2, 4-mEng —f%. 'H NMR(CDCl,) : 68.01(d, 1H, J = 3Hz),
7.77(m, 3H), 7.61(dt, 1H, J = 4.2 1 3Hz), 7.20(t, 1H, 8.7Hz), 7.12(t, 1H, J =
9.3Hz), 6.95(s, 1H), 6.82(s, 1H) ; F NMR(CDCl,) : &-17505(s, 3F), —-17517(s,
3F), —17525(s, F), —17537(s, F), —46835(s, 1F) ; LCMS : #rEWIa] : 32.39 535
4ifF : 95%, MS(m/e) : 453 (MH") .

[0928]  7.3.5N2, N4- X (3, 4- VY4 W & — 4 I 2K e ) -5— F Hk -2, 4- W Ig — %
(R926037)

[0929] 5 N2, N4- X (3- F K I )-5- J Ak -2, 4- WEwE — fiZ 2 &l 25 [R A #h, 2,
4— TREE -5 MR RN 3, 4- VO E & AR ORI O A AR N2, N4- 3 (3, 4- Y
A L AR FE K IE ) 5 ik -2, 4- BERE %, 'H NMR(CDCl) : §8.01(d, 1H, I
= 3.0Hz), 7.71(d, IH, J = 24Hz), 7.70(1H, d, J = 2.4Hz), 7.18(dd, 2H, J =
2.4 F1 6Hz), 7.07(d, 2H, J = 1.8Hz), 7.00(1H, bs), 6.81(d, 1H, J = 2.7Hz) ; “
NMR (CDCl,) : —26029 (sept, 8F), -46791(s, C5-F) ; LCMS : i B B ) : 38.20 %
Bho, 4iAT . 85% ; MS(m/e) : 541 (MH") .

[0930]  7.3.6N2, N4- M (3— = PRI ) -5 FH -2, 4- wuE — % (R926038)
[09031] 5 N2, NA-XU (38— F20k ) —5— ks -2, A- WERE iz &l & FFeH, 2, 1- =&
F —H— JRMERE FIT 3— — 9 AR R IE R BV LA™ A2 N2, NA- AL (3— =i A, ) —5-
Bo-2, 4-mwEng %, 'HNMR(CDCL) : 68.03(bd, 1H), 7.62(bs, 2H), 7.48(bd,
IH), 7.39(, 1H, J = 8.1Hz), 7.34(m, 1H), 7.29(, 1H, J = 7.5Hz), 7.01(m,
2H), 6.88(m, 2H) ; "F NMR(CDCl,) : —-16447 (s, 3F), - 16459(s, 3F), —46738(s,
IF) ; LCMS : #rBAISE] « 33.77 5380 5 2 : 93% ; MS(m/e) : 449 (MH")

[0932]  7.3.7N2, N4- W (4- & & -3- = & T I X &) -5- F I -2, 4- Mg — %
(R926039)
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[0933] 5 N2, N4- X (3— B ) -b- FAk -2, 4-WERE g HlesFAEH, 2, 4- —&
I —5— FMERE R 4- A 3- SR AR RN LA N2, N4A- X (4- @2 -3- w3
RFL) 5 I 2, 4-WEWE ik, 'H NMR(CDCL,) : 88.05(bs, 1H), 7.89(bd, 1H),

7.77(dd, 1H, J=24F19Hz), 7.65(dd, 1H, JT=2.4Ff187Hz), 7.49(d, J= 8.1Hz),

740(d, 1H, J=6.2Hz), 7.03(s, 1H), 6.91(s, 1H) ; "FNMR(CDCly) : &-17864(s,

3F), -17894(s, 3F), —-46550(s, 1F) ; LCMS : WfEIRF[A] : 38.81 704k ; 4lify . 75% ;
MS (m/e) : 485 (MH) .

[0934]  7.3.8N2, N4- X (3— LFFEFKE ) -5- Ik -2, 4- BT % (R926064)

[0935] 5 N2, N4- X (3— F53E ) —5- ik -2, 4- MBI g fl# FEREHL, 2, 4- 74
L5 FMERER 3— ZHREFEIL VLA N2, N4 (3— ZAFEFER ) 5-5IL -2, 4-m
e —f%. 'HNMR(CD,OD) : 87.96(1H, d, J = 4.8Hz), 7.22(m, 6H), 7.07(, 1H, J
= 1.8Hz), 6.95(dt, 1H, J = 1.2#17.2Hz), 6.77(m, 2H), 3.88(q, 4H, J = 6.3Hz),

1.33( =/ t, 6H, J =6.3Hz) ; "FNMR(CDCl,) : -46175; LCMS : WA : 26.86 4)
gh, 4ifF . 97% ; MS(m/e) : 369 (MH") .

[0936]  7.3.9N2, NA- XU (3— f4&k —1- A EOREL ) -5 A& -2, 41— g —fig (R926339)
[09037] 5 N2, N4—- A (B-FIKE)-D5- & -2, 4-mEng M AL, 2, 4- &
B —5— FMENE R 3— FR AL —4- PSR IL R IE ) LA A2 N2, N4- X (3- FR 2L —4- A LR
FL) 5 Ik 2, 4-wErE %, 'HNMR(CD.,OD) : & 7.82(d, 1HJ=4Hz), 7.18(m,

2H), 6.95(m, 2H), 6.83(m, 2H)3.93(s, 6H) ; LCMS : i B i} 8] . 16.63 4y Bh; 4f
FE . 97% ; MS(m/e) : 373(MH") .

[0938]  7.3.10 N2, N4- M (4- Z 5 Pk & B -3— 3 R 56 ) -6- U AE -2, 4- e g — Ji%
(R926340)

[0939] 5 N2, N4- X (3-FEIFKIE) 5 A 2, 4-wEug —frEFEH, 2, 4- —&
FHE —5— FUWEIE FIl 4— ZAR IR IEIE -3 FRIEHNE I W DA =4 N2, NA- X (4- S5 IRIEHE -3- 12
R R ) -5— AL -2, 4-WE g — . 'HNMR(CD,OD) : § 7.86(d, 1HJ = 4Hz),

7.67(m, 2H), 7.20(dd, 1H, J = 8Hz, J = 41.1Hz), 7.13(d, 1H), 6.90(m, 2H),

4.2(m, 4H), 1.32(m, 6H) ; LCMS : #7F B B[R] : 20.92 73 $F 5 4ifF : 98 % ; MS(m/
e) : 487T(MH") .

[0940]  7.3.11 N2, N4- X (-3- ¥ I —4- P 3 2K 35 ) 5 il FL -2, 4- mgng — g — %
(R926341) 5 N2, N4- X (3-FIIE)-5- FIE -2, 4- W —fEEFEHL, 2, 4- &
FE 5 FMEWE I 3 FROE —4- ISR R M BL R AR N2, NA- X (-3- FR L 4 IR OR
3L ) -5- FIE -2, 4-WEIE —f%. 'HNMR(CD,OD) : §7.83(d, 1HJ = 4Hz), 7.11(m,

4H), 6.81(m, 2H), 2.19(m, 6H) ; LCMS : #ir B B [A] : 20.69 730 B 4l : 98 % ;

MS (m/e) : 341 (MH") .

[0941]  7.3.12 N2, N4- X [4- @2~ FHEIEW LI ) KIE -5 FIE —2, 4- g —fi
(R926312)

[0942] 5 N2, N4- % (3-F 2K &) -5 F & -2, 4-mewg R M A, 2, 4- =&
B —5- FMERERD 4- (2- AL CHIL ) AR LA N2, N4- X [4- (2- FEEL T 25
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He) FREL 15— A -2, 4-MEBE %, 'HNMR(CD.OD) : 9§ 7.89(d, 1HJ = 4Hz),
7.54(dd, 2H, J=6.8 1 2.7Hz), 7.38(dd, 2H, J = 6.8 #f12.7Hz), 6.87(dd, 2H, J =
6.8 fil 2.7Hz), 6.82(dd, 2H, J = 6.8 fl 2.7Hz)4.6 (m, 4H), 4.11(m, 4H), 3.35(m,
6H) ; LCMS : ¥ EABIIA] : 21.76 2080 s 4HRE : 97% ;3 MS(m/e) : 429(MH) .
[0943]  7.3.13 N2, NA- X ( Z & K FHMEmE —5— 55 ) -5- 5 -2, 41— Mg — g — i
(RY09237)
[0944] L5 N2, N4-X G-F K IEL)-5-# 3L -2, 4-mwemg R FEH, 2, 4- &
FL —5— R IE M 5 fIZHL -2, 3- AR FHEME &NV DA N2, N4- X ( & AR IFREE
Mg —5— 5L )—5— F AL -2, 4-mEnE %, 'HNMR(CD,OD) : § 7.99(d, 1HJ = 4Hz),
7.22(m, 4H), 6.81(m, 2H), 4.55(m, 4H), 3.22(m, 4H) ; LCMS : % ¥ It a) : 23.80
SrEh 4ifF . 98% ; MS(m/e) : 438 (MH") .
[0945]  7.3.11 N2, NA- X (3— FHEILRE ) -5- FHE -2, 1- Mg — g (R926065)
[0946] 5 N2, N4- A (3— I ) -5 FdE -2, 4 MEng e R4 AL, 2, 4- =&
B —5— G BIE N 3— AR L 2R IE RN AP AR N2, N4- W (3- L) —5- @k -2, 4-m
mE i, 'HNMR(CD,OD) : 67.96(d, 1H, J= 5.4Hz), 7.24(m, 6H), 7.06(t, 1H,
J=24Hz), 7.00(dt, 1H, J= 1.2Hz), 6.79(m, 1H), 3.72(s, 3H), 3.70(s, 3H) ; “F
NMR (CD,OD) : 6-46112 ; LCMS : iy BIBITR] + 23.46 438 5 2ifZ . 99% ; MS(m/e) :
341 (MH") »
[0947]  7.3.15 N2, N4- % [4-(N, N- " Ffig 5 ) FEH -5 R -2, 4-mEug 1%
(RY26086)
[0948] 5 N2, N4-X (3 FZAKIL) -5~ FIE -2, 4-WEmg L 2 K& FIFEHE, 2, 4- =&
FE —5— FUMENE AT 4-N, N— PSRN e v BAF= 42 N2, N4- X [4-(N, N- ZHgHEE ) 2K
I 15— IE -2, 4-mEmE . 'HNMR(CDCL) : §7.84(d, 1H, J=3.6Hz), 7.43(d,
2H, J = 8.7Hz), 7.34(d, 2H, J = 8.7Hz), 7.25(s, 1H), 6.73(m, 4H), 6.55(s,
1H), 2.95(s, 6H), 2.90(s, 6H) ; "FNMR(CDCl,) : — 47770 ; LCMS : ¥ B i [0 -
12.48 4y%p s 4R : 99% ; MS(m/e) : 367 (MH") .
[0949]  7.3.16 N2, NA-XU (3, 4- W & A FERIE) -5- At -2, 4-wEmg )i (R926109)
[0950] 5 N2, N4- X (3- B ) -5- FIk -2, 4- W g2 $l & A AL, 2, 4-—
SIE —b— MERER 3, 14— W& ZERFEEIZ NV PAF A N2, NA- X (3, 1- & 5 R
Fe) -5 G -2, 4-MEIE %, 'HNMR(CDCL) : 87.88(d, 1H, J=3.6Hz), 7.23(d,
IH, J=23Hz), 7.15(d, 1H, J= 24Hz), 7.00(dd, 1H, J = 3#18.1Hz), 6.98(dd,
1H, T =3 f18Hz), 6.83(d, 1H, J = 8.7Hz), 6.81(d, 1H, J = 8.7Hz), 6.7(s, 1H),
6.58(s, 1H), 4.23(m, 4H), 4.24(m, 4H) ; "F NMR(CDCl,) : 6-47445; LCMS : ¥
BABITE) « 21.81 2040 3 26/ 96% ; MS(m/e) : 397 MH") .
[0951]  7.3.17 N2, N4- X (3, 4- " MEILHIL)-5- AL -2, 4- wErE — % (R926110)
[0952] 5 N2, N4- X (3— FFEFL) -5 FFE -2, 4-MEng g2 Hl&mFeh, 2, 4- =&
I —5— FMERE R 3, 4- ZHAERIE RNV B AR N2, NA-X (3, 4- Z RS ) -5- 5
3-2, 4-mEng — %, 'HNMR(CDCl) : 8§7.90(d, 1H, J = 1.8Hz), 7.13(d, 2H,
J = 48Hz), 7.08(d, 1H, J = 8.7Hz), 6.94(d, 2H, J = 10.5Hz), 6.81(d, 1H, J =
141
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8.7Hz), 6.76(d, 1H, J = 8.7Hz), 6.70(s, 1H), 3.87(s, 3H), 3.84(s, 3H), 3.74(s,
3H), 3.71(s, 3H) ; “F NMR(CDCL,) : 6-47433 ; LCMS : #iFBdItnl « 19.64 43%h ; 4l
FE: 95% ; MS(m/e) : 401 (MH") .

[0953]  7.3.18 N2, N4- XU [4-(N- Ak ) AHE 1-5— Ak -2, 4- Wng i (R926114)
[0954] 5 N2, N4- X (3— 2RI ) —b- AL -2, 4- WERE iz fl e mffih, 2, 4- =
S —5— FRUMEIE FI 4-N— NGIREL ZR I S W LU= 25 N2, NA= A [4-N— Wbk ) R 1-5- 5
H-2, 4-wErg — %, 'HNMR(CD,OD) : 87.80(s, 1H), 7.78(s, 1H, ##28#),
7.76 (bs, 1H, #HaC# ), 7.53(d, 2H, J = 8.1Hz), 7.39(d, 2H, J = 9Hz), 6.93(d,
2H, J = 8.7Hz), 6.86(bd, 2H), 3.84(m, SH), 3.11(m, 8H) ; '*F NMR (CD,OD) :
8 47697 ; LCMS : WFEARSIO) « 18.15 43%h ; 4l . 99.55% ; MS(m/e) : 451 (MH") .
[0055]  7.3.19 N2, N4- X (4- GUAEL ) -5- L -2, 4- MEIE fi% (R926206)

[0956] 5 N2, N4- X (3- F2REE ) -5- L -2, 4- W i e lmAeh, 2, 4- —
SIE —5— FMERE R 4— SRV LA =4 N2, NA— X (4- G0 ) 65— ik -2, 4—mEng —
ft. 'HNMR (CDCL+CD,OD) : 87.80(d, 1H, J = 4.2Hz), 7.45(d, 2H, J = 8.7Hz),
7.33(d, 2H, J=9Hz), 7.20(d, 2H, J = 8.7Hz), 7.11(d, 2H, J= 9.6Hz) ; LCMS :
W RAITR) » 28.84 53%P ; 4l . 87% ; MS(m/e) : 349 (MH") .

[0957]  7.3.20 N2, N4-X (3- F KL ) -5 AL -2, 4- Weng Jf% (R926209)

[0958] 5 N2, N4-XU (3— FaREL ) —5- A -2, 4- BN 2§l & FAEHL, 2, 4- —
A3 —5— FIERE R 3— SUORNE R RV LA N2, N4—- X (3— G55 ) -5— |k -2, 4-mEne —
. "HNMR(CD,OD) : 68.08(d, 1H, J=5.4Hz), 7.70(, 1H, J= 1.8Hz), 7.57(t,
1H, J = 1.2Hz), 7.54(m, 1H), 7.35(m, 4H), 7.28(t, 1H, J = 1.8Hz), 7.24(m,
IH), 7.22(t, 1H, J = 1.8Hz) ; “FNMR(CD.,OD) : —43631 ; LCMS : ¥ &[] : 28.99
PP 4liE 2 99% 5 MS(m/e) : 349(MD) .

[0959]  7.3.21N2, N4— X (4- - T HER ) -5— A -2, 4- wng ik (R926222)
[0960] 5 N2, N4- X (3— FRIEL ) —b- IL -2, 4- Mg iz 2 il R, 2, 4- —
A -5 FMERE A1 4- B - TR R N LA AR N2, NA- X (4- - T3 3E ) -5
F-2, 4-mErE_ %, 'HNMR(CDCL) : 87.77(d, 1H, J=39Hz), 7.47(d, 2H, J=
9Hz), 7.38(m, 4H), 7.30(d, 2H, J = 8.7Hz), 1.34(s, 9H), 1.32(s, 9H) ; LCMS :
WRE I TR) 2 34.09 738 s 4R 93% 5 MS: 393(MHD) .

[0961]  7.3.22 N2, N4~ X (3 &FE 4 WAL ) 5 HIE 2, 4 e % (R926223)
[0962] 5 N2, N4-X (3- BRI ) -5 FIE -2, 4-WEmE L 2 K& A, 2, 4- &
F —5— FMEIE RN 3— G - FWORNE R LA AR N2, NA- X (3- G2t - K3 ) —5- 4
32, 4-mE mg . ., 'HNMR(CDCL+CD,OD)) : 867.81(d, 1H), 7.60(m, 1H),
758(m, 1H), 7.38(m, 1H), 7.19(m, 1H), 7.0(m, 2H) ; LCMS : % & I} [A) . 28.98
e A% - 97% 5 MS(m/e) : 385(MD)

[0963]  7.3.23 N2, N4- X (4- | 2EIE ) -5 ik -2, 4— mEng g (R926224)

[0964] 5 N2, N4~ X (3- FFEEL) 5 FAE -2, 4-wEwg ez fl&FFE, 2, 4- =&
FE —5— GRS IE R 4— SRR R Y LA 2 N2, NA- XL (A— G 53 ) —5— Jildk -2, 4—mismg — %,
'"H NMR (CDCly : §8.79(d, 2H, J = 54Hz), 7.40(m, 2H), 7.30(m, 2H), 6.90 (m,
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4H) ; "NMR(CDCl,) : -32425(s, 1F), -32940(s, 1F), -45525(s, 1F) ; LCMS :
BYISH )« 23.53 4304F . 4lfF . 100% ; MS(m/e) : 317 (MH" .

[0965]  7.3.24 N2, N4- X (4- FFEEFHE ) -5 FIE -2, 4 g i (R926225)

[0966] 15 N2, NA- X (3— AL ) -5- ik -2, 4-WERE "2 hle& FAEH, 2, 4- =&
FL —5— GRMEIE R 4— BIELICRY SO AP AR N2, N4- X (4- FEEL ) -5 JFE -2, 4- 1%
e — f%. 'HNMR(CDCL) : 87.73(d, 1H, J = 4.2Hz), 7.43(d, 2H, J = 8.1Hz),
7.36(d, 2H, J=8.4Hz), 7.14(d, 2H, J=84Hz), 7.10(d, 2H, J=8.1Hz), 2.39(s,
3H), 2.35(s, 3H) ; LCMS : ¥t B B 18] : 25.81 73 b5 20 J¥ : 99.65 % ; MS(m/e) :
309 (MH") .

[0967]  7.3.25 N2, N4- XU [(4- AR FRFEW FARIE ) K5 15 Ak -2, 40
(R926240)

[0968] !5 N2, NA- X (3— FARIE ) —5- L -2, 4- Mg " g & EE, 2, 4- =
S —5— FRE I U 4- IR AR A IE SR SR ROV A= 2R N2, NA— X[ (4— FRAERIE W AR 4R
3 AR -5-FAE -2, 4-mEng 4. 'HNMR(CD,OD) : 87.8(bs, 1H), 7.50(d, 2H,
J = 93Hz), 7.32(d, 2H, J = 8A41Hz), 6.88(m, 1H), 1.72(s, 2H), 1.70(s, 2H),
3.79(s, 3H), 3.78(s, 3H) ; "F NMR(CDCl,) : —47570 ; LCMS : ¥ B IFf [8] : 21.17 %
Bho, 4iREF . 95% ; MS(m/e) : 457 (MH) .

[0969]  7.3.26 (4)-N2, N4- X [4- AR (a - FEE) WS IR EE 1-5- /AL -2,
4- WERE — % (R926254)

[0970] 5 N2, N4- X (3- R ) 5 Ik 2, 4-WEug iz hil#& A, 2, 4- =
S -5~ FMERE RN 2— (4- fZ3E KA IE ) WIR (£) - LFEME RN LI=4 (£)-N2, N4- 4
[4- BAURAE (a — HRL ) M H AR ZERE 1-6— Rk -2, 4— MEIE —fiZ. 'H NMR(CDCI,) :
57.89(bs, 1H), 7.48(dd, 2H, J = 2.4 Fl 6.9Hz), 7.40(dd, 2H, J = 1.8 fl 6.9Hz),
6.85(m, 4H), 6.76(s, 1H), 6.63(s, 1H), 4.75(hex, 2H, J=6.3Hz), 3.77(s, 3H),
3.76 (s, 3H), 1.62(t, 6H, J = 7.5Hz) ; LCMS : JrRIIFIA] : 23.76 70480 ; 40)¥ : 97% ;
MS (m/e) : 485 (MH+) .

[0971]  7.3.27 N2, N4- XU [(3— FAUHRIE W FACEE ) ZRA 15— B2E -2, 4- whng ik
(R926255)

[0972] 5 N2, N4- X (3- BFARIE ) —5- L -2, 4- Mg gz H & EER, 2, 4- =
S —5— R R 3— JEIEAREIE LR SRRV A=A N2, NA— X[ (3— FRA IR W AR 4R
) KIE -5 WIFE -2, 4-MEE %, 'H NMR(CDCly) : §7.96(d, 1H, T = 24Hz),
7714, 1H, J = 24Hz), 744(m, 2H), 7.21(m, 3H), 6.96(dd, 1H, ] = 1.2
7.8Hz), 6.86(d, 1H, J = 3Hz), 6.53(m, 1H), 4.64(s, 2H), 4.60(s, 2H), 3.79(s,
6H) ; LCMS : ¥R : 21.72 Zp%h s #HRE . 87% ;5 MS(m/e) : 457 (MH) .

[0973]  7.3.28 N2, N4- XU (3— ABRAEFEREL ) -5 A -2, 4- WEIg & (R926387)
[0974] 5 N2, N4- X (3— FFEFEL ) -5 Tk -2, 4-MEne g2 HlFFeH, 2, 4- =&
FE 5 JAMENE RN 3— LA FEZR NG SN LLFE2E N2, NA- XU [ (3~ BRI ZEEE 1-5- W -2,
A- WENE %, B, N2, N4A- X[ (3- SBEEIEZIE 1-5— Bk -2, 4 WENE i nl #5 HH
N2, N4-X (3-FeadE ) —b- AL -2, 4- Mg 2 5 QWi AEMEREF7E T CH,CL H 2 &

B

WE %
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B E 4. 'HNMR(CDCl,) : 88.00(bs, 1H), 7.51-7.25(m, SH), 2.32(s, 3H),
2.28(s, 3H) 5 LCMS : #rEdIRl : 2214 438 5 4l : 100%; MS(m/e) : 397 (MH") .
[0975]  7.3.29 N2, N4- XU (3— R FF4(IERIL ) -5 Ik -2, 4 wEug ik (R926394)
[0976] 5 N2, N4- X (3- BRI ) 56— L -2, 4- WERE a2 & RFE, 2, 4- =
FUHE —5— FEE A 3— 2R B AR R R O A AR N2, N4- X (3— 28 F AR AL R B ) —5- 3
H-2, 4-mErE T, 'HNMR(CDCL) : 67.98(bs, 1H), 7.42-6.99 (m, 16H), 6.75(d,
I, T = 24Hz), 6.71(m, 1H), 6.60(dd, 1H, J = 2.4 Fl 8.4Hz), 6.32(m, 1H),
497(s, 2H), 4.94(s, 2H) ; LCMS : ¥ INR] : 32.56 4350 ; 402 : 98% ; MS(m/e) :
493 (MH") .

[0977] 7.3.30 N2, N4- X (2- FREFHE ) -5 I 2, 4 W0E_fiz (R926398)

[0978] 5 N2, N4- X (3- FRIL ) —b- I -2, 4- Mg iz fles FfFed, 2, 4- —
A -5 FUBNE RN 2— ILIRY SV LA R AL N2, Na- X [ (2 ZRFEFFL 1-5- it -2, 4- W
e —f%. 'HNMR(CDCL) : 68.35(m, 1H), 8.0(s, 1H), 7.85(s, 1H), 7.45-7.00(m,
I8H) ; LCMS : WEHITR : 30.29 23%h ; 4l : 68% ; MS(m/e) : 433(MH") .

[0979]  7.3.31 (R926101) N2, NA- X (2- ZKERKEE ) -5- R -2, 1- BEIg — %

[0080] 15 5— FE —N2, NA- A (3- JFIRH ) -2, 4- WEIE iz i) & AL, 2- Jdd i
RN 2, 4- TEUEL -5 FURLmERE S N LR N2, N4- X (2- FELREL ) —5- kL -2, 4- %
0 "%, LCMS : ¥« 30.47 43505 4002 : 91% 5 MS(m/e) : 429 (MH) .

[0981]  7.3.32 N2, N4- XU [(4- H G 2 -3- 2K ) K35 15— @l 3% -2, 4-mEumg 4%
(R926399)

[0982] 5 N2, N4- X (3- FZIRIL ) —b- L -2, 4- WERE a2 & R, 2, 4- =
SUHL —5— G IE FI 4- FH AL -3 ZRIE R IO BAFS 48 N2, N4- AU [ (4- AR -3- 2K
L) IR 15— Ak -2, 4-wErgE . 'H NMR(CD.OD) : 87.83(d, 1H, J =4.2Hz),
757(bd, 1H, J = 87Hz), 7.48(d, 1H, J = 2.7Hz), 7.47-7.22(m, 12H), 6.85(d,
IH, J = 8.7Hz), 6.78(d, 1H, 9.3Hz), 3.72(s,» 3H), 3.69(s, 3H) ; LCMS : % B4 il
IA] . 29.97 7y%8h ; ZHRF . 92% ; MS(m/e) : 493 (MH") .

[0983] 7.3.33 N2, N4 XL [(2- AL 5 FKHE) HXE 5 FE 2, 4 mEng ik
(R926400)

[0984] 5 N2, NA- X (3- FFARIE ) —5- L -2, 4- Mg g H & e, 2, 4- =
AIE 5 FERE R 2- FIACHE -5 R IE ARG ) WV BL™ A2 N2, N4- X [(2- AL -5 2K
) FRFE -5 Ik -2, 4- g . 'HNMR(CD,OD) : 68.03(d, 1H, J = 6.6Hz),
7.76(t, 1H, ] = 24Hz), 7.28-7.10(m, 13H), 7.07(d, 1H, J = 9Hz), 7.01(d, 1H, J
= 8.1Hz), 3.91(s, 3H), 3.86(s, 3H) ; LCMS : 7N A : 18.58 /%P ; 4li)s . 96% ;
MS (m/e) : MH") .

[0985]  7.3.34 N2, N4- X [(2— P4AE -5 I —4- KAL) KA 1-5- A -2, 4- g —
Wi (R926401)

[0986] 5 N2, N4~ X (3- FZREL) 5 F&E -2, 4-wEwg ez fl&FFE, 2, 4- =&
FE —H— U IE R 2— A IE -5 MIE —4- ORI e RV DL A N2, N4- X[ (2- 43 -5
F—4- XFL) FHE 15 FmAE -2, 4- g %, 'HNMR(CD,0OD) : §8.00(d, 1H, J =
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48Hz), 7.73(s, 1H), 7.66(s, 1H), 7.43-7.24(m, 9H), 6.91(s, 1H), 6.82(s, 1H),
3.86(s, 3H), 3.85(s, 3H), 2.14(s, 3H), 1.99(s, 3H) ; LCMS : ¥ 4 B8] : 19.98 4y
By 4lifT . 99% ; MS(m/e) : 521 (MH") .

[0987]  7.3.35 N2, N4-XL[(2- MIE-5-ZEE) FIE |-5- = -2, 4-WEIE i (R926402)
[o988] 5 N2, N4- X (3- FeREL ) -5- AL -2, 4- MEng g il ImAr, 2, 4-—
AL -5 JEMEIE AL 2— AL —5- RAL ORI SO L A2 N2, Na= X [(2- Ak —5- Ok ) IR
15— AL -2, 4-mEnE %, 'HNMR(CD,0D) : 87.84(bd, 1H), 7.51-7.20 (m,
16H), 2.30(s, 3H), 2.24(s, 3H) ; LCMS: #f ¥ W 8] : 18.57 73 % ; 40 )% : 87 %
MS(m/e) : 461 (MH") .

[0989]  7.3.36 N2, N4— XU [(3— ZEH ) ZEHL 15— Ik -2, 4— WEIE i (R926403)
[0990] 5 N2, N4-X (3- FaRE ) -b5- i -2, 4- MBI 2 Hl& AL, 2, 4- =
S —5— FIENE R 3— FRILZRAY SN PP AR N2, Na- X [(3- 3% ) 2R3 1-5- #E -2,
4—WELE %, '"HNMR(CD.,OD) : 68.02(d, 1H, J=5.1Hz), 7.82(, 1H, J=1.5Hz),
767, 1H, J = 1.8Hz), 7.58(dd, 1H, T = 1.2 1 7.2Hz), 7.42-7.24(m, 15H) ;
LCMS : #rfAIE] « 32.06 4380 s 20/ : 91% 5 MS(m/e) : 133(MH" »

[0991]  7.3.37 N2, N4- 4 (4- BRAEH ) -5- Fk -2, 4- mErE % (RY26405)

[0992] 5 N2, N4-X (3- B ) -5- HIE -2, 4-wEmg L 2 R FFEH, 2, 4- &
B —5— FUENE RN 4— AR IE NG OV A= 48 N2, N4- W[ (4- 2R 1-5- i -2, 4-1%
WE W&, TR 5, WE2EN STRIEPE A fitd iy 7 AL HUARRT B SR BERT A=) 2 N2, N4- XL
(4-F2EHR) 5-|FE -2, 4-WEwg . 'HNMR(CD,OD) : 87.74(d, 1H, J=5.6Hz),
7.43(dd, 2H, T =2.1f166Hz), 7.28(dd, 2H, ] = 24 F16.3Hz), 6.74(dd, 2H, J =
24 #6.3Hz), 6.66(dd, 2H, J = 2.4 1 7.2Hz) ;: F NMR(CD,OD) : —48116(d, 1F) ;
LCMS : #FEAISE] « 16.15 J08h s 46/ : 100% ; MS(m/e) : 313(MH") .

[0993] 7.3.38 N2, N4’ —X (4-¥FE—3- R RIL) -5- L -2, 4-mFEmgE )% (R926469)
[0994] 5 N2, N4- & (3— & 28 F ) -5- 3 & -2, 4- W g — ik 7 &) % [ #F Hh,
2, 4— TRUIE 5 FOWE WE RN A- R 3L -3- B IE ORI s B LA AR N2, N4- XU [(U- B
e o-3- PR ZE AL 15— AL -2, 4-mEmE . 'H NMR(CD,OD) : 67.64(d, IH, J
= 36Hz), 7.11(, 2H, ] = 9Hz), 6.70-6.45(m, 4H), 2.15(s, 3H), 2.09(s, 3H) ;
“F NMR (CD,0OD) : —46278 ; LCMS : ¥ ® B 8] : 1553 ; 4 & : 84 % ; MS(m/e) :
341 (MH) .

[0995]  7.3.39 N2, N4- X [4- (A0 - T H#PEW P AL ) 2RI 1-5- ks -2, 4-0
(R926571)

[0996] 5 N2, N4-A (3— R ) -5 FdE -2, 4 MEng e R4 AL, 2, 4- =&
B —b— FMERE RN 4- JEIL R AL AR — T B RV LA™ 4 N2, N4- XL [4- (L - T 4R AL
W4 L ) 2R3 1-5— #ldE -2, 4- g 1% '"H NMR(CDCl,) : 67.88(s, 1H), 7.48(d,
2H, J = 8.4Hz), 7.40(d, 2H, ] = 8.7Hz), 6.86(m, 4H), 4.52(s, 2H), 4.48(s,
2H), 1.49(s, 9H), 1.48(s, 9H) ; LCMS : ¥ & B [A] : 28.48 43 #p; &l fF . 95 % ;
MS (m/e) : 541 (MH) .

[0997]  7.3.40 N2, NA- X (M[BE —5— FL ) —5- fFE —2, 4- BERE % (R926582)

ad

WE —Ji%
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[0998] 5 N2, N4-X (3— FARE ) —5- A -2, 4- MBI 2§ AL, 2, 4- —
L —5— FIELE R 5 HEFEMWE ke B AR 4R N2, NA- XL (W[ -5 3 ) —5— ik -2, 4- %
WE —f&. LCMS : WrABIIaE] « 20.26 4380 ; 2l . 99% ; MS(m/e) : 359 (MH") .
[0999] 7.3.41 N2, N4- X (4- SUIEFILHRIL) -5— 28 BIE -2, 4- BEIE % (R926319)
[1000] 5 N2, N4- X (3- FIKIL ) -5 LR PFL -2, 4 wEng A Fekh, 2, 4- =&
I —5— LA IRAWENE R 4— FA PRI RNV LU =42 N2, NA- W (- FEFHEIRE)-5-2&
Ao AL -2, 4-mEnE k. 'HNMR(DMSO-d6) : & O 8.72(s, 1H), 7.64(m, 4H),
7.32(d, 2H, J=8.7Hz), 7.21(d, 2H, J = 8.4Hz), 4.3(q, 2H, J = 7.0Hz), 3.97(s,
2H, ), 3.89(s, 2H), 1.32(3H, J = THz) ; LCMS : ¥#if B W[ : 30.83 4380 ; 24ifE -
90% ; MS(m/e) : 413(MH")
[1001]  7.3.42N2, N4- XL (3- 5|Me —6- & ) —5- LA IRA -2, 4- BERE "% (R926320)
[1002] 5 N2, N4-X (3- R ) -5 SEE -2, 4- W L, 2, 4- =&
I —b— LA IR TR BE FU 6— FLAE G S W LU= A2 N2, NA- X (6— M|t ) —5— LA Ak -2,
4- WERE iz, 'HNMR (DMSO-d6) : & [08.76(s, 1H), 7.73(d, 2HJ =8.8), 7.54(m,
AH), 7.36(d, 2H, J=9.5Hz), 1.3(q» 2H, J=7.0Hz), 1.31(3H, J]=T7Hz) ; LCMS :
WEEHIN ] 27.59 38 s 4EEE . 95% ; MS(m/e) : 415(MH") .
[1003]  7.3.43N2, N4- X{ (3- WM —7- 3L ) —5- Z8 AR -2, 4- BERE % (R926321)
[1004] 5 N2, N4-X (3-FIRKZHEL ) -b- L IRIE -2, 4-WEng —fZ R FEHL, 2, 4- —
SR -5 LARRIEMERE AN T JRIEMI M s N DL AR N2, NA- XL (7 Mg 3 ) —5— L5 Ik
-2, 4-wEwg 4., "HNMR (DMSO-d6) : 6 [18.70(s, 1H), 7.54(d, 2HJ = 8.4Hz),
7.37(m, 6H), 4.3(q, 2H, T=17.0
[1005]  7.3.44 N2, N4A- X [6-(1, 4- FKIFBEEE -3 §iFE ) -5- LHEBFE -2, 4- g —
% (R926325)
[1006] 5 N2, N4- X (3- FZBARK ) -b- LA -2, 4- wimg " fiE R, 2, 4- =&
3 -5~ LA IRELVENE R 6- fZ3E -1, 4- ZRIFNEERE -3- W ) N LAF= A4 N2, N4- X [6-(1,
4— IR —3— WKL) 1-5— LR AE -2, 4-WERE — )%, '"H NMR(DMSO-d6) : 8 8.66 (s,
IH), 7.21(dd, 2HJI =88 f1J = 2.2Hz), 6.89(d, 2HJ = 8.4Hz), 4.54(s, 2H)4.49 (s,
2H)4.3(q, 2H, 1=7.0Hz), 1.33(3H, J=7Hz) ; LCMS : #r&EN 0] 23.08 435 ; 4ifF :
88% ; MS(m/e) : 477 (MH")
[1007]  7.3.45 N2, N4- X (4- LR FRZ R R KL ) -5 L8 IRIE -2, 4- WEmg ik
(R926331)
[1008] 5 N2, N4- X (3- FKEL ) -b5- LHIRAE -2, 4- WEng Nz FFEHL, 2, 4- 45
I —b— LR PRIEMERE R 4— LEPRIE W IS K I B BL P A4 N2, N4- X (4- L5 FR%
FLRIL ) -5- AL -2, 4-mEuE %, 'HNMR(CDCL) : §8.72(s, 1H), 7.70(d,
2HJ = 8.8Hz), 7.28(d, 2HJ = 8.4Hz), 7.05(d, 2H, ] = 8.4Hz)6.82(d, 2H ] —
8.4Hz)4.5(m, 4H), 4.23(m, 6H)1.53(m, 9H) ; LCMS : #rEHfIA] 18.08 7% ; 4lifs .
85% ; MS(m/e) : 537 (MH")
[1009]  7.3.46 N2, N4- XU (4— L5FEARTE ) —6- FEIRE -2, 4- MELE )% (R926058)
[1010]  ZEZRMIT N2, N4A-X (3- FHARIE ) -5- Ik -2, 4- Weng g2 & a7k,
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2, 4- ZHUIHE 6- WEIREMER 5 4- LI ENLZ ROV N2, N4- X (4- L5 FER
L) —6- FEIRIE -2, 4-WEE %, "HNMR(CDCl,) : 67.42(bs, 1H), 7.35(bd, 4H),
6.85(bs, 1H), 6.75(bd, 4H), 3.97(q, 4H, J = 4.8Hz), 3.92(s, 3H), 1.36(t, 6H, J
= 6.3Hz) ; LCMS : AFRRTR] : 2747 Z3Bp 5 4ifF : 97% ; MS(m/e) : 409 (MH) .
[1011]  7.3.47 N2, N4-X (4- LFEFEFRFL ) -5 FHEE -2, 4- g — iz (R926068)

[1012]  FERMLL T N2, N4- AL (3 R ) —5— HlE -2, 4- WEnE ik 2 &l & W 5 ik
e, 2, 4- R 5 FILmENE S 4- 2RI RIE 2 RN A N2, N4- R (4- LA R
F)-5- M K -2, 4-mE ¢ — %, 'HNMR(CD,0OD) : 6§7.55(s, 1H), 7.40(d, 2H),
7.21(d, 2H, J = 8.7Hz), 6.90(dd, 4H, ] = 8.7THz), 4.04(q, 4H, J = 6.6Hz),
2.17(m, 6H) ; LCMS : #FEAKTN] : 2651 4340 ; 4ifF . 95%; MS(m/e) : 365(MH") .
[1013]  7.3.48 N2, N4- XU (4- L8| FEHREL ) -6— [k -2, 4- MEnE iz (R926072)
[1014]  ZERMBIT N2, N4A-X (3- 2RI ) -5- L -2, 4- Mg — g &7,
2, 4, 6 —FMENE 54— CEIE ARG 2 ROV = N2, NA-XL (4- SEFEARIE ) —6-FE -2,
4- WENE —Ji%Z. 'HNMR(CDCly) : 867.42(d, 2H, J = 9Hz), 7.18(d, 2H, J = 8.7Hz),
6.89(d, 2H, J = 6.3Hz), 6.81(d, 2H, J = 8.7Hz), 6.58(bs, 1H), 1.02(m, 1H),
1.43(m, 6H) ; LCMS : #irfIMa) « 83.21 438 s 4« 87%; MS(m/e) : 385(MH) .
[1015]  7.3.49N2, N4-X (3, 4-W L IR ) -5 FHE -2, 4-wFEnE % (R926242)
[1016]1  FEZRMLLT N2, N4- X (3 2R ) -5 HUEE -2, 4- MENE g2 Kl &7k,
2, 4- TR FE b HEMERE S 3, 4- WARFEARNE L RNV AE N2, NA- (3, -4
SHIEZESRL ) 5- 3L -2, 4-WEuE iX., 'HNMR(CD,OD) : 87.75(bs, 1H), 7.06(d,
IH, J=24Hz), 6.96(d, 1H, J= 2.1Hz), 6.94(d, 1H, J= 2.1Hz), 6.85-6.77 (m,
2H), 6.70(d, 1H, J=9Hz), 4.23(s, 4H), 4.19(s, 4H), 2.09(s, 3H) ; LCMS : #if
WFIE] . 22.01 J0%F ; 46 . 100% ; MS(m/e) : 393 (MH") .

[1017]  7.3.50 N2, N4-X (3, 4- W& —FILHFI ) -2, 4- meng ik (R926243)

[1018]  fFZBMBIF N2, N4- X (3- FKIE ) -5- 3k -2, 4-MEne g2 Hl& 7k,
2, 4- ZRWERE S 3, 4- W LI LR RNV AEN2, N4- XU (3, 4- 0k & 5 IEE
F)-2, 4-mwEKE _f%. 'HNMR (DMSO-d6) : 6 10.95(s, LH), 10.50(s, LH), 7.84(bd,
2H), 7.24(bd, 2H), 6.79(bd, 2H), 6.40(bd, 2H), 4.24(s, 8H) ; LCMS: i & I
M) : 21.68 43%8h ; 4ifF . 100% ; MS(m/e) : 379 (MH") .

[1019]  7.3.51 N2, N4- XU (3 FRzpHL ) 5 AL 2, 4-Eng % (R926248)

[1020]  7C2RMBIF N2, N4A-X (3- 2R ) -5- L -2, 4- Weng gz &7k,
2, A= ZEHLE -5 FREMENE S 3- RE K 2 R MV =4 N2, NA- X (3- #2485 ) -5
-2, 4-WEnE %, LCMS: Wi f0F(E . 16.76 43 B 415 . 100 %, MS(m/e) :
309 (MH) .

[1021]  7.3.52 N2, N4- X (3—- FIL ) -2, 4- WEng —J% (R926249)

[1022]  7EZRMBI N2, N4-X (3- Fa43E ) 56— Ik -2, 4- Mg —fz 2 Hl &7,
2, 4- —HWENE Y 3- BRI RN FEAE N2, N4 X (3- FRaRFEE ) -2, 4- Mg ik,
LCMS : #rEEm ] - 16.21 438h s 45/ : 100% ;5 MS(m/e) : 295(MH") »

[1023]  7.3.53 N2, N4- X [(4- FEARFEI FAHRE ) K -2, 4- wmg % (R926256)
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[1024]1  FEZRPLLT N2, N4- W (3 F2REE ) -5 U -2, 4- BERE 2 Hl&m7iEd,

2, 4- TRMER S 4- MIERAE I IR PR IOV AR N2, NA- X[ (4— AR IR I FR AR
F) ZEF -2, 4-wEEE 4. 'H NMR(DMSO-d6) : 8§ 10.7(bs, 1H), 10.28(bs, 1H),

784(d, 1H, J = 69Hz), 7.48(bd, 2H), 7.35(d, 2H, J = 8.7Hz), 6.95(d, 2H, 7
= 9Hz), 6.90(d, 2H, J = 8.7Hz), 6.35(d, 1H, J = 6.9Hz), 4.81(s, 2H), 4.79(s,

2H), 3.69(s, 3H), 3.68(s, 3H) ; LCMS : ¥ ¥ B 8] : 21.27 53 Bp; 4l )& . 98 % ;
MS (m/e) : 439 (MH) .

[1025]  7.3.54 (+)-N2, NA- X [4- PEFHRIEE (« - TEE) WIPEIARAE -2, 4- g —
Hi (R926257)

[1026] (2B MIT N2, N4- X (3-FRKE ) 5 It -2, 4 meng __fZ 2z & mikd,

2, 4- "RERE S 2- (4- R AREE) NR () - sz RN/ (+)-N2, N4- X [4-F
ORI (a— 3R WHSEERE -2, 4- B %, LCMS: #WrEBmE - 24.09 538h

ifg : 90% ; MS(m/e) : 467 (MH") .

[1027]  7.3.55 N2, N4- X (4- A I W F AL R ) -5 F A -2, 4-mEng — i
(R926258)

[1028]  7ERMBLT N2, N4A- AL (- FR2KH ) —-5— ik -2, 4- Wemg L2 &5,

2, 4- TEAL -5 FALmErE 5 L —4- AR L SR Ol < RNV AE N2, N4A- XL (4-
FURIL W AL RN ) 5- AL -2, 4-mEng &, 'H NMR(DMSO-d6) : 8 10.21 (s,

IH), 9.65(s, 1H), 7.78(s, 1H), 7.42(dd, 2H), J= 27 #18.7Hz), 7.28(dd, 2H, J =
8.1Hz), 6.94(d, 2H, J = 8.47Hz), 6.85(d, 2H, ] = 8.7Hz), 4.82(s, 2H), 4.77 (s,

2H), 3.69(s, 3H), 3.68(s, 3H), 2.12(s, 3H) ; LCMS : W8 W A . 21.76 4y Bp; 4
FZ: 100% ; MS(m/e) : 453(MH") .

[1020]  7.3.56 (£)-N2, NA- X [4- LEIRE (a - FHE) WHHRERE |-5- FR -2,

4— WERE % (R926259)

[1030]  7FEMLT N2, N4- X (3 F AR I ) -5- 2 -2, 4- WEnE — & 2 i & 9 77 vk
H, 2, 4- TR FE 5 AR w5 2-(4- IR NEIE) WK (£)- 4l 2 R N~
A (F)-N2, N4A- W[4~ SR (a- FR) WHARERKE 1-5- FR -2, 4- g
fZ. '"HNMR(DMSO-d6) : 8§9.9(bs, 1H), 9.35(bs, 1H), 7.79(s, 1H), 7.43(dd,

2H, J = 3.6 fll 8.7Hz), 7.32(d, 2H, J = 7.5Hz), 6.86(d, 2H, J = 9Hz), 6.78(d,

2H, J = 8.7Hz), 4.95(q, 1H, J = 7.2Hz), 4.90(q, 1H, J = 7.2Hz), 4.12(2q,

4H, J=5.7Hz), 2.10(s, 3H), 151(d, 3H, J=6.3Hz), 1.47(d, 3H, J= 6.3Hz),

1.16(2t, 6H, J=5.THz) ; LCMS : ¥ BIIR] « 2741 4380 ; 40/ . 96% ; MS(m/e) :
509 (MH") .

[1031]  7.3.57 N2, N4- X [2-(4-FBIKIL ) L0 1-5- L -2, 4 WEmg —Ji% (R926397)

[1032]  FERPBLT N2, N4- X (3 2R ) -5 #EE -2, 4- MENE 2 &7k,

2, 4- “HFE -5 HIEEEERE S 2-(4- R RHL ) AR RN AE N2, N4- X [2-(4- 2K
L) LI 5 I -2, 4-mEEE T, LCMS : WEEABTE : 19.94 Zp8h ; 2l . 100%

MS (m/e) : 365 (MH) .

[1033]  7.3.58 N2, N4- X —(3, 4- " HEFERE ) -5 fifHL -2, 4- BEng % (R940089)
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[1034] 5 N2, N4-X (3- FRE) -b5- Wk -2, 4- MBI 2§l AL, 2, 4- =
S -5 I FEMERE 5 3, 4- ZHAEIERNZ L RNV A N2, N4- X -(3, 4- ZHEIHEE
FE ) 5 Ak -2, 4-WEWE k., LCMS: W BIE : 28.30 208h s 4iRE : 100%; MS (m/
e) : 428(MH") ; '"HNMR(CDCl,) : 810.30(1H, s), 9.14(1H, s), 7.52(1H, s),
708(3H, m), 7.00(1H, d, J=8.4Hz), 6.84(1H, d, J=8.4Hz), 6.76(1H, d, J =
8.4Hz), 390(3H, s), 3.87(3H, s), 3.68(3H, s), 3.60(3H, s).

[1035]  7.3.59 N2, N4- X - (4= ZF AL ) -5 AL -2, 4- BEng —fi& (R940090)
[1036] 15 N2, N4- X (3- R ) —b— #l Ak -2, 4-MEnE — gz w24 FFeH, 2, 4- =&
I -5 HIEMENE 5 4- LEIERIEZ N N2, NA- X - (4- LIS ) -5 hiH3E -2,
A- WENE_FE, LCMS : #FEKN . 35.91 440 ;s 4/« 100% ; MS(m/e) : 396 (MH") ;
"H NMR (CDCl,) : 5 10.25(1H, s), 9.11(1H, s), 7.44(2H, d, J = 8.6Hz),
7.37(2H, d, J=9Hz), 6.88(2H, d, J =8.6Hz), 6.80(2H, d, ] =8.6Hz), 4.06(2H,
q» J=72Hz), 402(2H, q, J=7.2Hz), 1.45(H, t, ] =72Hz), 1.42(H, t, ] =
7.2Hz) .

[10371  7.3.60 N2, N4- X —(3, 4= W £ — % F: K FL)-5- i & -2, 4- By — Ji%
(R940095) 5 N2, N4- X (3- B AKIL) -5- AL -2, 4- WEmg iz 4 FFEH, 2, 4- =
Sk 5 MHIEMERE L5 3, 4- WL WA AEREZ RNV EAE N2, N4A-X -3, 4- WL 5
FLORHL ) -5— FH L -2, 4-WERE 4. LCMS: WERIBSH - 3078 4B 4ifE . 100%
MS(m/e) : 424(MH") ; 'HNMR(CDClL,) : 610.21(1H, s), 9.10(1H, s), 7.40(1H,
s), 7.11-6.71(6H, m), 4.29(4H, s), 4.25(4H, s).

[1038]  7.3.61 N2, N4- XU -[(4- S4B TR ) 2R 1-5- A -2, 4- WEnE ik
(R910096)

[1039] 5 N2, N4-A (3-JFHEE ) -5 FdE -2, 4 MEng ez R4 AL, 2, 4- =&
B -5 THIEMENE 5 20 —4- I RA L SR EE < RNV A N2, N4- - (4— LA AL
I ) FREE -5 S -2, 4-MENE )%, LCMS : Wi IR - 32.48 b s 407F - 94%:;
MS(m/e) : 512(MH") ; 'HNMR(CDCl,) : 610.22(1H, s), 9.13(1H, s), 7.50(1H,
s), 7.45(2H, d, J=8.7Hz), 7.38(2H, d, J=8.7Hz), 693(2H, d, J=8.7Hz),
6.83(2H, d, J = 8.7Hz), 467(2H, s), 463(2H, s), 429(2H, q, J = 7.2Hz,
428(2H, q, J=172Hz), 1.31(3H, t, J=7.2Hz), 1.30(3H, t, J = 7.2Hz),

[1040]  7.3.62 N2, N4- X -(2, 2- —%3IE -1, 3- I A 42930 M4 —5- 3 ) -5 iy
-2, 4- mErE —fiE (R940100)

[1041]1 5 N2, N4-X (3 FaRE) —b- #EE -2, 4- VBN 2 f) & FFEHL, 2, 4- —
SIE -5 AHIEMERE S 2, 2- SE 5 3k -1, 3— AR AU I 2 IO AR N2,
N4- W = (2, 2- %Ak -1, 3- 2RI A i —5- 25 ) -5 Ak -2, 4- WEmE_fik.
LCMS : W] 38.1540%h ; 4T . 96%; MS(m/e) : 467 (M") ; "HNMR(CDCl,) :
§10.76 (1H, s), 10.49(1H, s), 9.20(1H, s), 7.74(2H, s), 7.56(1H, d, J =
11.4Hz), 7.33(2H, m), 7.20(1H, m).

[1042] 7.3.63 N2, N4- % -(3, 5- & IE —4- B XK I )-5- F I -2, 4- Mg — JI%
(R910215)
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[1043] 5 N2, N4- X (3- B ) -b- Fl Ak -2, 4- BERE g HleS FAEH, 2, 4- —4&
-5 BN 5 3, b RS A-REAM L RN N2, N4A-X-(3, 5- —HEE A4
FRIE) 5L 2, 4 WENME ik, LCMS : BT 21.26 538 s 2ifE : 88%; MS(m/
e) : 450(M") ; 'HNMR (DMSO-d6) : & 9.96(1H, s), 9.59(1H, s), 947(1H, s),
9.37(1H, s), 8.22(1H, d, J=36Hz), 7.79(2H, s), 7.71(2H, §).

[1044]  7.3.64 N2, N4- A —(3- & —4- B 5 FRAKE ) 56— HE -2, 4- BEmg %
(R940216)

[1045] 5 N2, N4- X (3— B ) -b- FAk -2, 4- BERE g HlesFAEH, 2, 4- —&
b BN 5 3- A 4 BRI 5 AR Y WA N2, N4A- X -(3- &% 4-
FE 5 FIFEIER ) 5 G FE -2, 4- WEUE ik, LCMS : WFEAIIE « 2055 435 4lifr .
99 % ; MS(m/e) : 410(MH") ; 'HNMR (DMSO-d6) : 69.23(1H, s), 9.07(1H, s),
899(1H, s), 866(1H, s), 8.13(1H, d, J = 3.6Hz), 7.59(2H, t, J = 3.1H=z),
750(1H, d, ] =2.3Hz), 7.34(1H, d, ] = 2.3Hz), 2.27(3H, s), 2.18(3H, s).
[1046] 7.3.65 N2, N4- W —(2, 3—- — B —4- B IR K )-5- @ A& -2, 4- Mg %
(R940217)

[1047] 5 N2, N4- X (3— I ) -5 Ik -2, 4-mEng gz flssFFeH, 2, 4- =&
5 RN Y 2, 3- L A FRERIEZ RPN, N4-XW (2, 3- R 4%
FRIL) -5 I -2, A-WENE T fZ, LCMS : GBI @ 19.07 3%h s 4R 0 99%; MS(m/
e) : 369 (MH") ; '"HNMR (DMSO-d6) : 69.21 (1H, s), 8.99(1H, s), 8.63(1H, s),
792(1H, s), 7.84(1H, d, J= 36Hz), 694(1H, d, J =8.5Hz), 6.85(1H, d, J=
8.5Hz), 6.70(1H, d, J = 8.5Hz), 6.58(1H, d, J=85Hz), 2.12(3H, s), 2.06(3H,
s), 2.02(3H, s), 1.91(H, s)o

[1048]  7.3.66 N2, N4— A —(4- SBEHEIERIE ) -5 HA -2, 4- meng — ik (R940222)
[1049] 5 N2, N4- X (3- BIERKE ) -5-HIA -2, 4- g L2 Hl % R, 2, 4-
WA -5 BB S 4- AR R IE 2 RNV A N2, NA- X - (4- OB R R AL ) —5-
-2, 4-WERE — %, LCMS.: 7 B Wil . 14.82 4 Bh 5 48 AE: 95 % ;5 MS(m/e) :
395(MH") ; '"H NMR(DMSO-d6) : $ 10.33(1H, s), 10.14(1H, s), 10.07(2H, s),
8.39(1H, d, J=5.1Hz), 7.64(8H, m), 2.15(3H, s), 2.13(3H, s).

[1050]  7.3.67 N2, N4-X (3— FHANERE ) -5- Tk -2, 4- BERE —fi% R940297

[1051]  ZEAHMA N2, NA-X - (3- BRI ) —5- IE -2, 4-WEmg g 44 FIAEHh, 2,
4— Sk -5 TRMERE RN 3- N IE ARG R Y LU AR N2, NA- A - (3- BINFEARIL ) -5 3R
3 -2, 4-mENE . LCMS: A B (A : 2958 45 Bh ;s 4E & : 98 % ; MS(m/e) :
365(MH') ; '"HNMR (DMSO-d6) : § 10.5(1H, s), 10.34(1H, s), 8.41(1H, d, JT=
5.1Hz), 7.62(1H, d, J = 8.1Hz), 7.53(1H, s), 7.43(1H, d, J = 8.1Hz), 7.37(2H,
m), 7.29(1H, t, J=8.1Hz), 7.19(1H, d, J=7.8Hz), 7.08(1H, d, J= 7.8Hz),
288(2H, m), 1.25(6H, d, J=7.2Hz), 1[.201(6H, d, J= 7.2Hz).

[1052] 7.3.68 N2, N4- X (3, 4, 5 — H 4 & 2K 5 ) -5- 5 & -2, 4- WE g — fi%
(R926688)
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[1053] 5 N2, N4-X (3— FRE ) —5- W -2, 4- MBI 2§l AL, 2, 4-—
I b WMENEA 3, 4, 65— ZHARIERME RN LT AE N2, NA- XL (3, 4, 5— = HEHER
)5 IE -2, 4-WEWE L, LCMS : dwBEIBIE : 19.55 08 s 4 2 99% 5 MS(m/
e) : 461 (MH" .

[1054]  7.3.69 N2, N4- XU (2— FIZE -5- ZKFKHL ) -5 JRFE -2, 4- g —fiZ R925800

[1055] 55 N2, N4- A (3- IR A ) -5 H & -2, 4-meng ik dil & A, 5- 8%
-2, 4- TEMERERD 5- KL - 48 - FORE ROV DA AE N2, N4- X (2- FRE -5- ZROLOR
F) -5 IRE -2, 4- BN "%, LCMS: #irBtE] : 1954 43080 s 40/9 : 90% ; MS(m/
e) : 422(MH") .

[1056] 7.3.70 N2, N4— X (2— FEHE 5 AR 4- ZFEFE ) 5-_E 2, 41
Jiz (R925801)

[1057] 5 N2, N4A-X (3-F KK -5-F Ik -2, 4-mng g2 il FIReHL, 5-R_3E -2,

4— G ERE 5— AL —4- Rk — 4% - AR ROV LA A4 N2, N4A— B (2- AL —5- F
Fe —4- FRFIEFFL )5 IRFE -2, 4-WERE . LCMS : WA« 2099 4340, 4lifg .

85% ; MS(m/e) : 583 (MH")

[1058]  7.3.71 N2, N4-— A ( M|k —6- 3 ) -5- Fdk -2, 4— BEIE % (R926594)

[1059] 5 N2, N4- X (3- ZHIEL) -5- AL -2, 4- g g2 & R, 2, 4-
SUEE —5— BT D 6— B s Je 3 PAF= 48 N2, N4A— XL (W[ —6— 55 ) —5— A -2, 4- M5
WE W%, LCMS : JFEITel « 22.39 438h s 4 : 85% 5 MS(m/e) : 359 (MH")

[1060]  7.3.72 N2, N4- XL (2- FEBRIERIFHEM 535 ) 5 Ik -2, 4- WEuE 1L
(R926604)

[1061] 5 N2, N4-X (3— I ) —b- AL -2, 4- WERE iz fl e mftih, 2, 4- =
AL -5 FMENE R 2— AR AL —5— AL AR T RIR S DL A4 N2, N4— X (2 & Ak
RIFMRIR —5— FL ) ) —5- FdE -2, 4- MERE ik, 'H NMR(DMSO-d6) : 8 10.3(bs, 1H),

10.05(bs, 1H), 8.25(d, 1H, J = 5.4Hz), 8.06(s, 1H), 7.94(s, 1H), 7.77-7.49 (m,

5H), 7.36(bs, 1H), 3.89(s, 3H), 3.87(s, 3H).

[1062] 7.3.73 N2, N4A- W [4-(FRBEFRE) KL 15 w2, 4- Mg __Ji%
(R926605)

[1063] 5 N2, N4- X (3- FFARIE ) —5- L -2, 4- WEnE g H & EER, 2, 4- =
S b~ R R 4 JEIEARIE LR LB W L= N2, N4- R [4-( A IRAF R )
15— Ak -2, A- WERE e, OB RI AT N FNE T NG 2 A2 (cross) NEALAE A .

'"H NMR(CDCl,) : §1062(s, 1H), 8.06(s, 1H), 7.69(d, 1H, J = 4.5Hz), 7.53(d,

2H, J=8.1Hz), 7.43(d, 2H, J=8.7THz), 7.30(d, 2H, J=8.4Hz), 7.20(d, 2H, J
= 84Hz), 3.73(s, 3H), 3.72(s, 3H), 3.67(s, 2H), 3.63(s, 2H).

[1064] 7.3.74 N2, N4- X (2— £ % #5255 W] W —5— 25 ) —b5— Bl 25 -2, 4 B g — I
(R926616)

[1065] 5 N2, N4~ X (3~ BRI ) 5 HIE -2, 4 WEuE iz fil& R, 2, 4 =
FIE —5— BRI M 2— LA B IE -5 WV i e WY DA AR N2, N4- XL (2— £ 5 e 26 1)
Wt —5- L) 55— %Ak 2, 4-mERE . 'HNMR(DMSO-d6) : 9 11.83(s, IH), 11.63(s,

S

SNE

B
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1H), 9.21(s, 1H), 8.99(s, 1H), 8.08(s, 1H), 8.01(m, 2H), 7.49-7.22(m, 4H),
6.92(s, 1H), 6.63(s, 1H), 4.29(q, 4H, J = 7.2Hz), 1.32(m, 6H) ; LCMS : %4 I
6] . 24.74 5350 ; 4lifF ;. 99% ; MS(m/e) : 503(MH") .

[1066] 7.3.75 N2, N4- X ( FTE -6- Kk ) -5— Fik -2, 4- BEIE % (R926617)
[1067] 5 N2, N4- X (3— 2RI ) —b- JIE -2, 4- WERE iz fl e mffih, 2, 4- =
G2k -5 FMERER 6- FEAA R E R NV LT AE N2, NaA- AL (FEER —6- 3 ) -5 it -2,
4- Mg g — B, 'HNMR(DMSO-d6) : o 8.17(d, 2H, J = 3.6Hz), 7.97-7.74(m,
5H), 7.40(1H, d, J=8.7THz), 7.30(d, 1H, J=9Hz), 6.50(d, 1H, J= 10.2Hz),
6.40(d, IH, J=9.3Hz) ; LCMS : #r B[] : 19.05 738 ; 4% : 94% ; MS(m/e) :
417 (MH")

[1068] 7.3.76 N2, N4-X (4- FEEFE) Fox 7- )5 FE -2, 4- B )%
(R926620)

[1069] 5 N2, N4- X (3- B K I ) -6- F Ak -2, 4- WEwE — & 2 il 25 [F) A 3, 2,
4-— TRFE 5 RERE R T- 1A A- FRERFEFT R RN AEN2, NI-X (FE
=T R ) -5 Gk -2, 4- WEIE %, '"H NMR(DMSO-d6) : 6§ 10.38(s, 1H), 8.42(d,
IH, J = 3Hz), 8.28(m, 1H), 8.05-7.93(m, 2H), 7.77-7.50(m, 4H), 6.31(s, 1H),
6.29(s, 1H), 4.66(s, 2H), 4.65(s, 2H), 3.43(s, 3H), 3, 41(s, 3H) ; LCMS:
MS (m/e) : 506 (MH") .

[1070]  7.3.77 N2, N4- X 3-( BRHIE) FE)-5- I -2, 4 m8ug ik (R925757)
(10711 FEAHML T N2, N4- X (3- B A KL ) —b— I -2, 4- WERE — ik 2 il & ) J7 %
2, 4- ZEUHE -5 G RE R 3 JiR I R B I O DA AR N2, N4- XU (3-( R L)
RE) S5-I -2, 4-WEnE _f%, 'HNMR(CD,OD) : § 7.90(d, |H, J= 3.3Hz),
7.71(m, 1H), 7.61(d, 1H, J=6.9Hz), 7.50(d, 1H, J=6.0), 747(s, 1H), 7.31(t,
IH, J = 8.1Hz), 7.22(, 1H, J = 8.1Hz), 7.10(d, 1H, J = 6.9), 697(d, 1H, J
= 7.5Hz), 4.63(s, 4H) ; LCMS : ¥ EI B[R] : 15.36 3% ; 4R : 100% ; MS(m/e) :
342 (MH") »

[1072]  7.3.78 N2, N4- X [(2R)— FH: -(1S) - H I —2- FHR L 1-5- i -2, 4- mEng
R (R925767)

[1073]  TEAHAT N2, N4- X (3 F2oR3E ) -6 L -2, 4- WERg ez Hil& 7 it
2, 4- ZFFE 5 FMERER (IR, 2S)— () — FEMRZE AL Y PAF= 42 N2, N4- B [(2R) - 4
F—(1S) - L —2- FRFL 2K -5- AL -2, 4-wEnE %, '"H NMR (AT -d,) : 6 7.67(s,
IH), 7.49-7.42(m, 4H), 7.38-7.19(m, 6H), 6.09(d, 1H, J = 9.0Hz), 5.73(d, 1H,
J = 75Hz), 561(d, 1H, J = 9.3Hz), 5.01(d, 1H, J = 3.6Hz), 1.97(d, 1H, J =
2.7Hz), 4.74(bs, 1H), 4.48(bs, 1H), 4.30-4.25(m, 1H), 1.09(d, 1H, J = 6.9Hz),
1.03(d, 1H, J=6.6Hz) ; LCMS : #ir BB . 21.56 08P ; 4% : 98% ; MS(m/e) :
397 (MH") .

[1074]  7.3.79 N2, N4- X (2- 5 -2- R 43 ) -5- L -2, 4- BERE )% (R925768)
[1075]  7EAHMRLT N2, N4- X (3- F22RHE ) 5 Ik -2, 4 Weug Lz & iaT,
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2, 4- ZRUEE -5 FMERE R 2- IR —1- RE AWE RV AR N2, NA- R (2- F 3 —2- 2K
FLLFL)S5-FEE -2, 4-FERE ., "HNMR (AN -dy) : §8.15(s, 1H), 7.46-7.22(m,
10H), 5.01(dd, 1H), 4.91(dd, 1H), 4.78(dd, 1H), 3.86-3.18(m, 5H) ; LCMS: ¥if
BARIA] : 19.64 43%8h ; 4T . 89% ; MS(m/e) : 369 (MH") .

[1076]  7.3.80 N2, NA4- XU (kg FE ) —5- FE -2, 4- BEIE % (R925769)

[1077]  7EAHRLT N2, N4- XL (- FROR3EE ) 56— Rk -2, 4- Weig L2 il &5 1 7,
2, 4= AL -5 FUMEIE FEIR BRI 2 3 BLP= 45 N2, N4- X (BRI R AL ) —5- &AL -2,
4- WENE ., 'HNMR(CDCL) : 67.72(bs, 1H), 7.38(dd, 2H, J = 1.8 fl 7.5Hz),
6.34-6.30 (m, 2H), 6.22(dd, 2H, T =24 f19.9Hz), 5.163(bs, 2H), 4.63(d, 2H, J=
6.0), 4.54(d, 2H, J=6.0). ; "FNMR(CDCl,) : —48621 ; LCMS : WFEIA] : 97.27 7%
fh, 4ifT . 97% ; MS(m/e) : 289 (MH") .

[1078]  7.3.81 N2, N4-XL (B ) -5- HE -2, 4- MEREZ (R925770)

[1079]  7EAHMRLT N2, N4A- XL (3- FERHE ) 56— Ik -2, 4- weng — Lz il & 7 iET,
2, A- TGSk -5 B MU S N PAFEAE N2, Na- X (EIMEE ) -5- gk -2, 4- Mg
— f#%., 'HNMR(CDCl,) : 67.60(bs, 1H), 6.78-6.69 (m, 6H), 593(s, 2H), 5.91(s,
9H), 4.51(d, 2H, J=5.7Hz), 4.43(d, 2H, J=5.1Hz) ; ""F NMR(CDCl,) : —45257 ;
LCMS : ¥ JIBTR] « 22.06 438 s @i : 96% ; MS(m/e) : 397 (MH) .

[1080] 7.3.82 N2, N4- K —5- I -2, 4- BENr —f% (R925772)

[1081]  7EAHMA 4 N2, N4- X (3- F& A3 ) -5 Ik -2, 4- MERE — g 2 il £ ) U7 7%
2, 4- TEUHE 5 FRMEWE FNOR B L R R LA AR N2, N4 W (R IR ) -5 RE -2,
4- WE BE . f&. 'HNMR(CDCly) : 67.69(bs, 1H), 7.35-7.24(m, 10H), 5.63 (bs,
1H), 5.27(bs, 1H), 4.61(d, 2H, J = 6.0Hz), 4.55(d, 2H, J = 6.0Hz) : F
NMR (CDCl,) : 48580 ; LCMS : #ir B B (8] : 23.73 7r 80 ; 4E/% : 100 % ; MS(m/e) :
309 (MH) .

[1082]  7.3.83 N2, N4-X (3, 4- P 5T ) —5- FE -2, 4-MEng —Jiz (R925776)
[1083]  7EAHMAT N2, N4-X (3-F2 LI ) 56— Ik -2, 4- Mg gz &7,
2, 4- G 5 BMEREAN 3, 4- W AR ERERMNLLEA N2, N4 (3, 4-HF
TR ) -5 L -2, 4-MERE . 'H NMR(CDCL,) : 87.86(bs, 1H), 7.27(m,
IH), 7.19(m, 1H), 6.89(dd, 2H, J=2.1#18.1Hz), 6.80(dd, 2H, J= 1.8 f18.1Hz),
6.73(t, 2H, J = 8.1Hz), 5.97(s, 2H), 5.92(s, 2H) ; ""F NMR(CDCl,) : —47591 ;
LCMS : ¥ BtRl : 21.74 53580 5 46/ : 97% ;5 MS(m/e) : 369 (MH") .

[1084]  7.3.84 N2, NA-X[2-(U-FRHIE) LF 1-5- F|IE -2, 41— BEIE g (R925791)
[1085]  F7EAHML T N2, N4- AL (8- F22K3, ) —5— ik -2, 4- Weng L2 & 5iET,
2, 4- T EURE -5 FMEIE FUER i RNV LAPE AR N2, NA- S [2- (4- 3R EL) 2K 1-5- At -2,
4— WF E ., 'HNMR(DMSO-d6) : 69.17(bs, 1H), 8.22(bs, 1H), 6.99(d, 4H, J
= 8.1Hz), 6.65(d, 4H, J = 8.1Hz), 3.48-3.43(m, 4H), 2.72(t, 4H, J = 7.7Hz) ;
LCMS : #rfABdE] : 19.19 43%8P 5 2l : 100% ;5 MS(m/e) : 369 (MH") .

[1086] 7.3.85 N2, N4— X (4— HIEHIEE ) -5- FIL -2, 4- mEng % (R945057)

[1087] 5 N2, N-4-X (3— J&a3E ) —5- AE —4— MERE g 2 il & Rt b, 4- IR g
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2, 4- ZGFE -5 FWEREF= /L N2, N4- R (4- FEEIREL ) -5 JFE -2, 4- g ik,
"H NMR (DMSO-d6) : §7.26(d, J=8.7Hz, 2H), 7.36(d, J = 9.0Hz, 2H), 7.43(d,
J = 8.7Hz, 2H), 7.60(d, J = 8.7Hz, 2H), 7.86(d, J = 3.6Hz, 1H), 9.49 (br, 1H,
NH), 9.51(br, 1H, NH) ; "FNMR(282MHz, DMSO-d6) : &-161.48; LC: 27.15 %}
Bhy 100% : MS(m/e) : 331.00 (MH") .

[1088]  7.3.86 N2, N4- Al (4- LFIREL ) -5- Ak -2, 4- BB % (R926234)

[1089]  7EAHMAT N2, N4- XL (3- F22RHL ) 56— AL -2, 4- Mg —fZ 2 & 10 5k,
2, 4- A 5 WUENE M 4- LE ORI ROV DA AR N2, N4- R (4- LEEREE ) —5- W
I -2, 4- W g — f%. 'HNMR(CDCL) : 68.83(bs, 1H), 7.77(d, 1H.J] = 3.9Hz),
7.48(d, 2H, J=8.7Hz), 7.40(d, 2H, J=8.7Hz), 7.31(bs, 1H), 7.18(d, 2H, J=
87Hz), 7.11(d, 2H, T = 8.7Hz), 2.68-2.61(m, 4H), 1.28-1.21(m, 6H) ; LCMS : ¥
BHISHIA] : 29.17 43%F  4lJF . 100% ; MS(m/e) : 337 (MH" .

[1090]  7.3.87 N2, N4- XU (3— &Ik —4- Fopdk ) 65— ik -2, 4- wEng — % (RY26675)
[1091]  7CAHMRLT N2, N4- X (3- 2RI ) -5- L -2, 4- Weng g2 &7k,
2, A- ZEUEE —b— FMERE R 3— GIE —A- PR RIR S NV LA AR N2, NA- X (3- &l —1- 4
oK) -5 A -2, 4-mEnE T %, 'H NMR(CD.OD) : 87.83(d, 1H, J = 4.2Hz),
759(d, 1H, J= 24Hz), 7.53(d, 1H, J= 24Hz), 7.40(dd, 1H, J = 2.4 1 8.7Hz),
7.20(dd, 1H, J = 2.4 f18.7Hz), 6.89(d, 1H, J = 8.7Hz), 6.81(d, 1H, J = 8.7Hz) ;
“F NMR (CD,OD) : -47862 ; LCMS : #fEdHJ[a) : 17.89 4358 ; 4ifF : 99%; MS(m/e) :
382(MH) .

[1092]  7.3.88 N2, N4- X [3- GHE —4-( SHBIETW MAHL ) ARH 1-6- Ak -2, 4- mEng
% (R926676)

[1093]  7EAHMRLT N2, N4A- XL (3- FHoR3E ) 56— it -2, 4- weng g2 il &5 1 7 iE,
2, 4- TFHL -5 HUMERE RN 3- S —4- ( SEFRIET AL ) AR M U= N2, N4- )
[3— AIE —4-( LEIRFEN P4 EE ) KI5 Sk -2, 4- W —fi%. 'H NMR(CDCI,) :
8793 (s, 1H), 7.67-7.65(m, 2H), 7.41(dd, 1H, J = 3.0 f19.3Hz), 7.26(dd, 1H, J
= 2.7 #19.3Hz), 6.92-6.85(m, 3H), 6.69(d, |H, J=24Hz), 4.71(s, 2H), 4.66(s,
2H), 4.32-4.23(m, 4H), 1.33-1.27(m, 6H) ; FNMR(CDCl,) : —47274 ; LCMS : ¥
BYESR) . 2751 43%P ; 4R . 97% ; MS(m/e) : 553 (M") .

[1094]  7.3.89 N2, N4- XU (3— Ik 4 FpHE) 5 Bk -2, 4 wEng % (R926681)
[1095]  7CARMAT N2, N4- X (3- 2RI ) -5- I -2, 4- Weng gz &7k,
2, A- ZEUEE 5— FMERE R 3— AL —A- PR RIR OV LU AR N2, NA- X (3- |k —1- %
AL ) -5- A -2, 4-mERE %, 'H NMR(CDCL) : 87.83(d, 1H), 7.53(dd, 1H),
7.42(dd, 1H), 7.22(dq, 1H), 7.03(dq, 1H), 6.89(d, 1H), 6.83(s, 1H), 6.80(s,
IH), 6.78(d, 1H) ; "“F NMR(CDCl,) : —-390060, -39165, -47835; LCMS: ¥%F & It
IR) . 15.27 2y%8h ; ZERF . 95% ; MS(m/e) : 349 (MH") .

[1096]  7.3.90 N2, N4- X (3— LWERLFEEREL ) 5 HIE -2, 4- WEwE —Hi (R926682)
[1097]1  FEAHML T N2, N4- X (3- FR A KL ) —b— I -2, 4- WERE ik 2 il & 1) 7
2, 4- TR -5 RUERE R 3- JREE LM SR PO RAPE AR N2, NA- W (3— L kR
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KI5 FIE -2, 4-WERE %, 'H NMR(DMSO-d6) : 8 10.24(bs, 1H), 10.03(s,
IH), 9.94(s, 1H), 8.20(d, 1H, J = 4.8Hz), 7.91(bs, 1H), 7.68(bs, 1H), 7.43(d,
IH, J = 8.1Hz), 7.35-7.30(m, 2H), 7.24-7.19(m, 2H), 7.11(t, 1H, J = 8.1Hz),
2.03(s, 3H), 2.01(s, 3H) ; LCMS : #ir WA : 15.10 438h 5 40/ : 99% ; MS(m/e) :
395 (MH") »

[1098]  7.3.91 N2, N4— A (2— @ik —4- R ) -5- FAk -2, 4- BEnE % (RY26683)
[1099]  7EAHMAT N2, N4- X (3- F22RHL ) 56— AL -2, 4- Mg —fZ 2 & 10 5 ik,
2, 4- TRUEE 5 BUMENE T 2— EE —4- PR RNIE SV LA AR N2, N4- X (2- it —4- %
ORHE ) —5- Ik -2, 4-WErE . 'H NMR(DMSO-d6) : §9.78(s, 1H), 9.50(s, 1H),
8.75(s, IH), 8.06(s, IH), 7.87(d, |H, J = 4.2Hz), 7.25-7.18(m, 2H), 6.61(dd,
IH, T=24f112.3Hz), 6.56-6.47(m, 2H), 6.39(dd, 1H, J=18F18.7Hz) ; LCMS:
WERHET IR . 1552 43Bh 4R . 99% ; MS(m/e) : 349 (MH") .

[1100]  7.3.92 N2, N4- X (4— SREIEARIE ) -5 HIE -2, 4-wEng — % (R926701)
[1101] AL N2, N4-X (3- 2R ) -5- L -2, 4- Weng g2 &7k,
2, A- "5E -5 WERE R A- 7N AR E RNV BT A N2, NA- W (- SN EEE ) R
H) 65— A -2, 4-mERE . 'H NMR(CDCL) : 6§7.89(bs, 1H), 7.47(d, 2H, J=
87Hz), 7.38(d, 2H, J=9.0Hz), 6.87(d, 2H, J=9.0Hz), 6.83(d, 2H, J=8.7Hz) ;
LCMS : #rBEm M) : 2761 4380 s 40/ : 98% ; MS(m/e) : 397 (MH") »

[1102]  7.3.93 N2, N4-X (3, 4- W &L A FEFEIL) -5 R_IE -2, 4-mEmg % (R925771)
[1103]  7EAHMLF N2, N4- X 3 FR K IE ) 5 I -2, 4- BEWE — i il & ) 7 v
t, A—YREE -2, 4- TEMEBERN 3, 4- W 2 AR EE R OV LT AL N2, N4- XL (3,
4= W & AR TR FL ) 5 IRFL -2, 4-WEIE %, 'H NMR(CDCl,) : 88.07(bs, 1H),
7.16(d, 1H, J = 3.0Hz), 7.10(d, 1H, J = 2.7Hz), 6.98-6.93(m, 2H), 6.90-6.75 (m,
3H), 4.28-4.21(m, 8H) ; LCMS : ¥ : 22.61 2380 5 4/ : 100% ; MS(m/e) :
458 (MH") »

[1104]  7.3.94 N2, N4- XU (3— AL ) -5— Ik -2, 4- WERg —fik (R925778)

[1105] (AL N2, N4- X (3- F2RHE ) 5 |t -2, 4 meng __fZ &k,
5= YRAL -2, 4- TEMERERN 3- B AEM )N DAFEAE N2, N4- 3 (3- R4 ) —5- iR -2,
A- % WE T %, 'HNMR(DMSO-d6) : §99.9(bs, 1H), 9.34(bs, 1H), 8.30(s, 1H),
7.15(t, 1H, J = 8.4Hz), 7.06-6.97(m, 2H), 6.94-6.92(m, 2H), 6.80(bs, 1H),
6.62(s, 1H, J=8.1Hz), 6.43(d, 1H, J = 7.8Hz) ; LCMS : WFBAINIA) : 18.48 434D ;
4ifE . 97% ; MS(m/e) : 374 (MH") »

[1106]  7.3.95 N2, N4A- W [4-( L& W 4 ) KA -5 R & -2, 4-msng —
iz (R925779) fEAHLF N2, N4- X 3-F AL ) -5- g AL -2, 4-weng g 2 &l & 11
JiiEH, 5 IR -2, A- TURMENE R 4- JE A R AR AR WG RV B AR N2, N4- W
[A-( LR PRFE W AT ) R 1-5- R IE -2, 4- ¢ — %, 'H NMR (DMSO-d6) :
§9.12(s, 1H), 8.48(s, 1H), 8.11(s, 1H), 7.42(d, 4H, J = 8.7Hz), 6.89(d, 2H,
J = 9.0Hz), 6.71(d, 2H, J = 9.3Hz), 4.78(s, 2H), 4.66(s.2H), 4.20-4.10 (m,
4H), 1.23-1.16(m, 6H) ; LCMS : # B B [A] : 25.82 438 s 4 : 94% ; MS(m/e) :
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546 (MH") »

[1107]  7.3.96 N2, N4- X [2-(4- F2285E ) L3 -5 ¥R3E -2, 4- MEmE — )% (R925792)
[1108]  7EAHMAT N2, N4- X (3- F22RHE ) 5 I -2, 4 Weug iz & miaT,

h—YREL -2, A4— T EUMENEFIMR I S N LLPE A4S N2, NA- XL [2- (- FRZEHE) 2L 1-h- 1R -2,

4-WEIE — %, '"HNMR (DMSO-d6) : & 7.83(s, 1H), 6.96(d, 4H, J=8.1Hz), 6.63(d,

4H, J = 8.1Hz), 3.54-3.42(m, 2H), 2.74-2.66(m, 2H), 2.74-2.66 (m, 4H) ; ¥ & mt
[A] : 20.10 435 ; 4ifF . 100% ; MS(m/e) : 430(MH") .

[1109]  7.3.97 N2, N4- XU (2— RFRIL ) 56— RIL -2, 4- BENE —Jiz (R925798)

[1110]  TEAHAT N2, N4- X (3- F A 3E ) -5 ik -2, 4- WEng 2 hl& ik,

65— YRIE -2, 4- _FMERER 2 fRILECOR )W BLAE AR N2, N4- R (2- R R ) 5]
3 -2, 4-WEIE %, 'HNMR(CDCL,) : 68.34(d, 1H, J=8.1Hz), 8.27(d, 1H, J=
8.1Hz), 8.00(s, 1H), 7.51-7.18(m, 17H), 6.95(s, 1H) ; LCMS : #F®HSIa) : 18.87 4
Bho, 4T . 97% ; MS(m/e) : 495(MH") .

[1111]  7.3.98 N2, N4- % (2- B4 & H5- K L X I )5 1 & -2, 4- w8 g — Jix
(R925799)

[1112]  FEAHEBL T N2, N4A- AL (- F22K83, ) 56— ik -2, 4- Weig L2 & i,

5— YR AL -2, 4 TEUMERE R 56— 2R AL - A% — M AR R N LA AR N2, N4- B (2 F1 A
FE -5 HHLHL ) —5- REL -2, 4-MENE —f%, 'H NMR(DMSO-d6) : 68.26(m, 2H),

8.05(m, 2H), 7.39-7.21(m, 12H), 7.17(dd, 1H, J = 2.4 1 8.1Hz), 7.11(d, 1H, J
= 8.7Hz), 7.05(d, 1H, J=9.0Hz), 3.88(s, 3H), 3.83(s, 3H) ; LCMS : WA :
20.51 430h 5 4ifE . 98% ; MS(m/e) : 554 (MH"Y) .

[1113]  7.3.99 N2, N4- X (4- F1 5 F -3- K FL 2K I ) -5- R I -2, 4- g — %
(R925802)

[1114]  FCAHRLT N2, N4- X (3- 52K ) -5 L -2, 4- Weng —fZ 2 &1 riko ),

5MAZ =W, 5-R13EE -2, 4- Z“HBNE R 3— 2RI - X - ARG 2 L £ S B LA A
N2, NA-XU (4- 4 -3- KIE NI ) -5- W3k -2, 4-WEmE —fi%. 'H NMR (DMSO-d6) :
§8.26 (m, 2H), 8.06(m, 2H), 7.38-7.25(m, 12H), 7.18(dd, LH, J = 2.4 H
8.1Hz), 7.12(d, 1H, J = 8.7Hz), 7.05(d, 1H, 8.7Hz), 3.89(s, 3H), 3.83(s, 3H) ;
LCMS : B mtml : 36.77 43%h 5 468 : 98% ; MS(m/e) : 554 (MH")

[1115]  7.3.100 N2, N4- % (3— KFLHRFL ) -5 JRIE -2, 4- wEng — ik (R925803)

[1116]  7CARMRAT N2, N4- X (3- 2RI ) -5- L -2, 4- Weng g2 &k,

b— VR IE -2, A— EUWENERD 3— MR AR BR[O DL AR N2, NA- XL (3— REE R ) b5 R
Ho-2, 4-mE g %, "HNMR(DMSO-d6) : §9.86(bs, 1H), 9.20(bs 1H), 8.33(s,

1H), 7.79(bs, 1H), 7.18(bs, 1H), 7.61(d, 1H), 7.56-7.51(m, 2H), 7.48-7.23 (m,

11H), 7.17-7.04(m, 2H) ; LCMS : #FE IR : 19.52 4780 ; 409 : 80% ; MS(m/e) :
494 (MH") .

[1117]  7.3.101 N2, N4- X (3, 4- W & — R B E R )55 & -2, 4- W ug — JI¥
(R925773)

(11181  EAMLT N2, N4- X (8- KL ) -5- Ik -2, 4- Mg gz hl& ik,
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2, 4= R IE 5 FIEMENE R 3, 4- W L S IERIE NV PAIF=/EN2, N4-XL (3, 4- WL
EAEIRIL) 5-E(IE -2, 4-mEmg g, '"HNMR(DMSO-d6) : §9.69(bs, 1H), 9.28 (bs,
1H), 8.40(s, 1H), 7.16-6.89(m, 4H), 6.79(d, 1H, J = 9.0Hz), 6.65(bs, 1H),
4.22(s, 4H), 4.16(s, 4H) ; LCMS : #irfRITE] : 24.42 43Bp 5 4/ : 93% ; MS(m/e) :
404 (MH") »

[1119]  7.3.102 N2, N4- W (3— BRI ) -5- &4k -2, 4- mEng % (RY25774)

[1120]  7EAHMRLT N2, N4-X (3= 522K ) -5- AL -2, 4- Mg —fZ 2 & 10 5 ik,
2, 4- TRUEE -5 JUERME NG M 3- IR R NIE ) NV AT AR N2, N4- X (3— F22R A -5- &
FE -2, 4-mEnE %, 'HNMR(DMSO-d6) : §9.73(bs, 1H), 9.40(s, 1H), 9.33(bs,
IH), 9.24(s, IH), 847(s, IH), 7.20(d, IH, J=7.5Hz), 7.11(t, |H, J= 7.5Hz),
7.09-7.02(m, 2H), 6.99-6.89(m, 3H), 6.54(d, 1H, J = 7.2Hz), 6.37(dd, 1H, T =
1.8 #1 8.4Hz) ; LCMS : #AfFEERSIR] : 19.71 438 s 4% : 97%; MS(m/e) : 320(MH") .
[1121]  7.3.103 N2, N4- XL [4-( SEIRIEW FEIE ) 58 |-6- 5% -2, 4- Wi —JiZ
(R925775)

[1122]  FAAMBLF N2, NA- X (8- F2K3E ) -5- HdE -2, 4- Mg g2 hl& ik,
2, 4- Z&HH -5 FAAMENE A 4- R H KA R SR OWR RNV LU AE N2, NA- AW [4-( &
AL AR ) KA 1-5- /U -2, 4w . 'H NMR(CD,OD) : 87.80(s,
IH), 7.40(d, 4H, J=8.7Hz), 6.90(4H, ] = 9.0Hz), 6.82-6.75(m, 2H). 4.60 (bs,
4H), 4.29-4.25(m, 4H), 1.32-1.26(m, 5H), LCMS : #fBdiIn) : 28.50 4r5h ; 4lifE .
100% ; MS(m/e) : 493(MH") .

[1123]  7.3.104 R935192 :

[1124] N2, N4- X (1- B3 — Mg mepk —5— 55 ) —5— FKE -2, 4- WERE 1% .

[1125] 55 N2, N4- 8 3-8 3 ) —5- 5 & -2, 4w g — ik 2 ] 2% [F 4 Hb,
2— G I -5 L ME WE RN 1- B -5 J BE 00 i e NV DL R AR N2, N4- X (1 B 2 - g i
Wbk —5— & ) —5— Kk -2, 4-WEIE %, 'HNMR(DMSO-d6) : 610.65(s, 1H), 10.41(s,
1H), 8.29(d, 1H, I =5.3Hz), 7.98(s, 1H), 7.79(d, 2H, T = 9.4Hz), 7.69-7.54(m,
AH), 7.35(dd, |H, T = 1.7 f19.4Hz), 4.03(s, 3H), 4.01(s, 3H), LCMS: % &t
[H] : 16.86 7r%h ; 46fF . 99% ; MS(m/e) : 389 (MH") .

[1126]  7.3.105 R935205 :

[1127] N2, N4- B [1-( FEGRIE ) AL - itk —6- & 15— JFE —2, 4 whmg %
[1128] 55— IE N2, NA-W (3-FBHEE) -2, 4-MWEnE g 2 Hl&HAEH, 2, 4- =&
FE —5— FRUMEIE R 6— ek —1— (AR AR ) AR L — Mg maeibk S 3 DA™= AR N2, NA— 8 [1- ( FRARC e
) L - Bk —6- 4 |-5- R -2, 4-MEIE %, 'H NMR (DMSO-d6) : 8 9.59 (s,
I1H), 9.45(s, 1H), 8.18(d, 1H, J = 3.5Hz), 8.11(s, 1H), 8.04(s, 1H), 7.95(s,
1H), 7.93(s, 1H), 7.69(d, 1H, J=8.8Hz), 7.58(d, 1H, J]=8.8Hz), 7.48(dd, 1H,
J=1.7f18.8Hz), 7.32(d, 1H, J=8.8Hz), 5.17(s, 2H), 4.88(s, 1H), 3.58(s, 3H),
3.58(s, 3H). LCMS : WrFBME « 17.80 2380 5 2l : 99%; MS(m/e) : 505(MH) .
[1129]1  7.3.106 R935211 :

[1130] N2, N4A- X [1-( FEFRE ) FE - Iylmeak —5- 5 1-5- A -2, 4- Mg %
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[1131] 5 N4-(3, 4- W& R\ IEIFEKE ) -5- JAE N2-3- BRI ) -2, 4- WEIE g
Wl E R, 2, 4- THUFE -5 FUBNEM 6- HEFE —1- C A IRIE ) 3L — M) bk Sz R LA
FEAE N2, N4- W [1-( FAIRIE ) F3E — Wk —6- 3 1-5- 3t 2, 4-mEuwE k., 'H
NMR (DMSO-d6) : §9.37(s, 1H), 9.17(s, 1H), 8.11-8.06(m, 3H), 7.94(s, 1H),
7.70(s, 1H), 7.63(s, 2H), 7.46(s, 2H), 5.40(s, 2H), 5.31(s, 2H), 3.67(s, 3H),
3.64(s, 3H). LCMS : AFEAMIE : 17.06 0% ; 41 . 96%; MS(m/e) : 505(MH") .
[1132]  7.3.107 R935188 :

[1133] N2, N4- 0 ( Mg[menk —6— ) —5— @l KE -2, 4— Mg )% -

[1134] 55— 5i3E -N2, N4- X (3- 243 ) -2, 4- WERE iz 2 fil#s Ffedh, 2, 4- =
S5 FUMEBE T 6 FRFEIS MK Sz Y BLPAE AR N2, N4- XU (Ig| sk —6- 3% ) -5 sl 4k -2,
A-MEBE %, 'HNMR(DMSO-d6) : 69.80(s, 1H), 9.65(s, 1H), 820(d, 1H, J =
4.1Hz), 8.01(s, 1H), 7.96(s, 1H), 7.93(s, 1H), 7.89(s, 1H), 7.69(d, 1H, J =
8.8Hz), 7.57(d, 1H, J =8.3Hz), 7.54(dd, 1H, J = 1.7 fl 8.8Hz), 7.29(dd, 1H, ] =
1.7 #1 8.8Hz) ; LCMS : #rRERSIA] : 15.17 438D 5 4 : 94% ; MS(m/e) : 361 (MH) .
[1135]  7.3.108 R935189 :

[1136] N2, N4- 4 (W5 —5— B ) —5— Jdk -2, 4— BERE )% .

[1137] 5 N2, N4- X (3- FHIEL) -5- AL -2, 4- g g2 H & R, 2, 4-
SAE —5— AT A 5 LM i N DAL= AR N2, NA= X0 (Mg gk —5— 3% ) —5— gL -2,
A- WERE —HE, 'HNMR (DMSO-d6) : §10.05(s, 1H), 9.76(s, 1H), 8.16(d, 1H, J=
47Hz), 8.05(s, 1H), 7.92(s, 1H), 7.82(s, 1H), 7.68(s, 1H), 7.52-7.52(m, 2H),
7.44(d, 1H, J=88Hz), 7.34(dd, 1H, J= 1.7 f18.8Hz) ; LCMS : WM& : 14.33
P 4 100% 3 MS(m/e) : 361 (MH) .

[1138]  7.3.109 N2, N4-X (1- ZE & —2- PRI )5 5 & -2, 4- g — fx
(R925814)

[1139]  FEAHIAT N2, N4- X (3- FIRAE ) —b— #lFE -2, 4 WENE &2 &l & ik,
2, 4- &3 -5 FIEWERE FUAR L IR L8 e BV DL A2 N2, N4- X (1- S8 gk —2- F
RN RIS & -2, 4-m g %, 'HNMR(CDCL) : §8.15(s, LH), 6.10(d,
IH, J = 8.4Hz), 5.67(d, 1H, J = 8.1Hz), 4.66-4.62(m, 1H), 4.50-4.46(m, 1H),
4.25-4.13(m, 4H), 2.27-2.14(m, 2H), 1.31-1.24(m, 6H), 1.00-0.94(m, 12H) ;
LCMS : #irfaHtal : 3041 43%h 5 4ERF - 98% ;5 MS(m/e) : 392(MH")

[1140] 7.3.110 N2, N4— X (1- FEIIE -3- FE T R )-5- &5 & -2, 4-mrng g
(R925815)

[1141]  FEAHRLT N2, N4- AL (- 2283, ) -5 ik -2, 4- Weng g2 & 5T,
2, A- TESL -5 FOSLMERE R IR B IR OV LA AR N2, N4- R (- B RS -3- 3L
TH) 65— J AL -2, 4-mEnE %, 'HNMR(CDCL) : g R IR G5 68.15(s,
1H), 6.10 f15.49(2d, 1H, J=8.1Hz), 5.53(d, 1H, J=8.4Hz), 4.80-4.67(m, 1H),
4.57-4.48(m, 1H), 3.73(s, 3H), 3.71(s, 3H), 1.78-1.60(m, 6H), 0.97-0.89 (m,
12H) ; LCMS : #irEIm IR « 30.33 08h s 46/ . 91% ; MS(m/e) : 392(MH") .

[1142]  7.3.111 N2, N4- X ( FEBRFE R FE ) -5- 5HE -2, 4- Mg —fig (R925819)
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[1143]1  TEAHMAT N2, N4- W (3 F2REE ) -5 U -2, 4 BERE &2 Hl&m7iEd,
2, 4- ZHFE -5 FUIL MR R KL H s R B I Y LA AR N2, N4- X ( A R IE R H
FEY-5-5(FE -2, 4 WEME k. 'HNMR(CDCL) : e Wz iRay 6 8.15(s, 1H),
7.69-7.60(m, 1H), 7.42-7.32(m, 10H), 6.20 F1 5.73(2d, 1H, J = 6.6Hz), 6.14 I
5.65(2d, 1H, J =6.3Hz), 555(d, 1H, J =6.3Hz), 5.39(, 1H, J = 7.2Hz), 3.79 flI
3.78(2s, 3H), 3.67 1 3.65(2s, 3H) ; LCMS : ¥ IS IE] : 30.22 708 ; i} 91 % ;
MS (m/e) : 432(MH") .

[1144]1 73112 N2, NA- X [4-( L5 A A ) XA 15— & & -2, 4- g — I
(R926662)

[1145]  (EAHRIT N2, N4- X (3- F2RHE ) 5 |t -2, 4 meng &z & ik,
2, 4- TR 5 FAMENE N A4- BRI AR LBE RN LU N2, NA- X [4- ( L8R %:
P ) ZR3L 1-5- B -2, 4-mEmg —f%. 'HNMR(CDCL) : 68.29(bs, 1H), 7.46(2d,
4H, J = 7.8Hz), 7.28(d, 2h, J=8.1Hz), 7.19(d, 2H, J=8.1Hz), 4.16(2q, 4H, J
= 6.3Hz), 3.64(s, 2H), 3.59(s, 2H), 1.30-1.23(m, 6H) ; LCMS : Wi I8 : 29.29
SR 4 93% 5 MS(m/e) : 161 (MH) .

[1146]1  7.3.113 RY35000 :

[1147] N2, N4- X 2- FEA -5- KR IL ) -5 FRL -2, 4- wEmg Ji%

[1148] 5 5- 5 2L N2, N4-XW 3- FERFE ) -2, 4- Mg — g 2 ) %5 [F FE L, 5- 2K
F —2- FIECRIGAN 2, 4- 5K —5— FRMENE ROV DIFRME N2, N4- XU (2- & HE —-5- 2K
LR E ) 5- I -2, 4-wEug 4., 'HNMR(CDCL+CD.,OD) : 87.76(d, 1H, J=
2.3Hz), 7.57(s, 1H), 7.56(s, 1H), 7.02-6.85(m, 8H), 6.86-6.80 (m, 4H), 6.72(d,
2H), 3.73(s, 3H), 3.72(s, 3H), 2.07(s, 3H) ; LCMS : #f ¥ i 8] . 31.53 4> #h ;. 4l
. 97% ; MS(m/e) : 489 (MH")

[1149] 7.3.114 R935001 :

[1150] N2, N4- X [(2- FE —5- KF ) RKE -5 HE -2, 4- BENE %

[1151] 5 N2, N4-X (3- fF L 3L ) -5- Jdk -2, 4- Mg — 2 il 4 R AR #h, 5- X
e -2 PRI 2, 4- & OE -5 FIZEMENE R RV LU= 4R N2, N4- X [(2- FRdk —5- 2R48)
RFEE 5 AL -2, 4-mE g 4. 'HNMR(CDCL) : 8759-7.55(m, 1H), 7.45(d,
2H, J = 3.6Hz), 7.26-7.17(m, 6H), 7.09-6.98(m, 8H), 2.36(s, 3H), 2.22(s, 3H),
2.21(s, 3H) 5 LCMS : ¥Wir BT [A] « 32.44 538 s 4B/% : 90% 5 MS(m/e) : 457 (MH") .
[1152]1  7.3.115 R935002 :

[1153] N2, NA- X[ (- B -3- KE ) KA |-5- -2, 1- B —fi%

[1154] 5 N2, N4- 4 (3- B A ) -5 & -2, 4- g k2 &l & M AL, 3- 2K
B —4- FECRIE IR LA 2, 4- a5 FIAMERE S A 2 T RN SR RN B A
N2, N4- X[ (4- MPEHL -3- 8K ) KA 1-5- THE -2, 4-mng %, "H NMR(CDCI,) :
§8.15(d, 1H, J = 23Hz), 7.76(t, 1H, J = 2.3Hz), 7.71(s, 1H), 7.59(s, 1H),
7.16-7.03 (m, 8H), 6.98-6.81 (5H), 3.96(s, 3H), 3.89(s, 3H), 2.21(s, 3H) ;
LCMS : #rEEmTE] : 32.01 438h s 46 : 90% 5 MS(m/e) : 489 (MH) .

[1155]  7.3.116 R935003 :
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[1156] N2, N4- W [(4- 2=k —2- FEIHE —5- FIE) EKIL 1-5- AL -2, 4- wEng fig
[1157] 5 N2, NA- X (3- IR FL ) 56— F I -2, 4- WEIE — g 2 il 25 [ AEHE, 5- FF
Jk —4- XAk -2 FECRILR 2, 4- @k 5 ik %E&Fuﬁim N4- XL [ (4- 2K
I —2—- AL —5- L) KA ]-5- L -2, 4- g —f4. 'HNMR(CDCL) : 69.25(br
s, 1H), 8.17(s, 1H), 7.77(, 1H, T = 6.4Hz), 766(s, 2H), 7.43-7.25(m, 10H),
6.79(s, 2H), 3.91(s, 3H), 3.85(s, 3H), 2.20(s, 3H), 2.09(s, 3H), 2.02(s, 3H) ;
LCMS : #rfiatia) : 31.10 43%P 5 4 . 100% ;5 MS(m/e) : 517(MH) .

[1158]  7.3.117 R935004 :

[1159] N2, N4- XU [[ = —(4- FEELIE )] FEE 1-5- Rk -2, 4- WEng )%

[1160] 5 N2, N4~ X (3~ BRI ) 5 I 2, 4 mwEng iz dil& R, (, -
(4- NEHFE ) FIEM 2, 4- Z8F -5 MEIE MWV DL/ N2, N4- B [[ = - (4- FaEE
SRFE )] L 15— Wk -2, 4- B —f%. 'HNMR(CDCL+CD,OD) : §791(d, 1H, J=
2.3Hz), 7.18(d, 8H, J=9.0Hz), 6.85(d, 8H, J =9.0Hz), 6.40(d, 1H, J=8.2Hz),
539(d, 1H, J=7.1Hz), 3.81(s, 6H), 3.78(s, 6H) ; LCMS : JFEIH) : 32.76 434D ;
i : 95% ; MS(m/e) : 581 (MH") .

[1161]1  7.3.118 RY35005 :

[1162] N2, N4- X ( ZRIEFRL ) -5- FIL -2, 4- MERE i

[1163] 5 N2, N4—ﬂ(3—¥§57ﬂ§ﬁ)—5—ﬁﬁ—2 4- WG ez e FAEL, 1, 1- K
FEFHZFN 2, A- TESE -5 FMERE SON PR AR N2, N4- X0 (2RI ) -5- A -2,
4— WE Wg — f&. 'HNMR(CDCL,) : §7.91(d, 1H, J = 2.3Hz), 7.39-7.25(m, 20H),
6.51(d, 1H, J=28.2Hz), 5.77(d, 1H, T = 7.0Hz) ; LCMS : WA : 33.46 735} ;
4ifF : 92% ; MS(m/e) : 461 (MH") .

[1164]  7.3.119 R935006 :

[1165] N2, N4- X[ — —¢- & &FE) I -5 wFE -2, 4-mmg %

[1166] 5 N2, N4- X (3— FFAREL ) -5 w Ak -2, 4 MR &2 & & R, — R
2, 4- “HFE -5- FERE SV LA N2, N4- X[ - - S0K3E ) 3 1-5— s -2,
4- mEBE %, 'HNMR (CDCL+CD,OD) : §7.94(d, IH, J = 2.3Hz), 7.40-7.20 (m,
16H), 6.46(d, 1H, J = 8.2Hz), 5.69(d, 1H, J = 7.0Hz) ; LCMS : #FBHKH] : 32.83
P 2R 90% 3 MS(m/e) : 599 (MH) .

[1167]  7.3.120 R935016 :

[1168] N2, N4— X [1 (R)—-4— @ﬁ%%gag]—&ﬁﬁ—z A— WEIE i

[1169] 5 N2, NA- X (3- ¥ 2K &) -5— & & -2, 1- g — % 2 # & [ F#F i,
(R)—(H)—-1-(4- FE A ) SIEA 56— 14 -2, 4—:%%%5@“% N2, N4- AW
[1(R)-4- A K X B 2 B 15— W AL -2, 4- B g ik. 'H NMR(CDCL,) : 8 7.81(s,
IH), 7.25(d, 4H, ] = 8.4Hz), 6.86(appt, 4H, ] = 8.4 1 8.7Hz), 5.27-5.20m (2H) ,
5.09(dq, 1H, J = 6.4 #1 7.0Hz), 4.89(dq, 1H, J = 6.4 F 7.0Hz), 3.80(s, 3H),
3.79(s, 3H), 1.40(d, 6H, J = 7.0Hz).

[1170]1  7.3.121 R935075 :

[1171] N2, N4- X [3-(2- FHLHEFE) A5 1-5- AL -2, 4- WEng %
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[1172] 5 N2, N4-X (3- FRE) -5- Wk -2, 4- MBI 2§ FAEHL, 2, 4- —
A 5 MR A 2- (3 fE AR E I ) MR ML A N2, NA- X [3-(2- FR L)
FRFL 15 I 2, 4-WENE L. 'H NMR (DMSO-d6) : 69.50(brs, 1H), 9.35(br s,
IH), 8.13(d, 1H, T=4.1Hz), 7.44(d, 1H, J=76Hz), 7.26-7.19(m, 4H), 7.10(t,
IH, J=76Hz), 6.65(dd, 1H, J= 2.3 #182Hz), 6.50(dd, 1H, J= 2.3 f18.2Hz),
50(brs, 2H), 391, 2H, J = 5.2Hz), 385, 2H, J = 5.2Hz), 3.68(qt, 2H, 7T
= 5.2Hz), 3.66(qt, 2H, J = 5.2Hz) ; LCMS : N EIHFIR - 15.76 2340 ; 4ifF . 97% ;
MS (m/e) : 401 (MH") .

[1173]  7.3.122 R935076 :

[1174] N2, N4- X [3-(2- PR L) FAERE 15 A 2, 4- ming ik .

[1175] 5 N2, N4- X (3- R ) -5- ik -2, 4- BERE ez Bl FAeH, 2, 4- =&
5 FMERE A 3-(2- FEECHEE ) FIER M4 N2, NA- W [3-(2- FHEFELE)
ARFLZEHL -5 IE - 2, 4-wEIE %, 'HNMR(CDCL) : §7.96(d, 1H, J = 2.9Hz),
7.36(, 1H, J=17Hz), 7.28(4, IHJ = 1.7Hz), 7.25-7.06(m, 4H), 6.98(brs, 1H),
6.75(d, 1H, J = 2.3Hz), 6.70(dd, 1H, J = 1.7 f18.2Hz), 6.58(dd, 1H, J= 1.7l
8.2Hz), 4.08-4.03(m, 4H), 3.74-3.69 (m, 4H), 3.44(s, 3H), 3.43(s, 3H) ; LCMS:
WEETIR] « 21.01 43%h ; 4R . 97% ; MS(m/e) : 429 (MH") .

[11761  7.3.123 R935077 :

[1177] N2, N4- X (5- 3 —2- R NIEARTE ) -5- WL -2, 4- Ml %

[1178] 5 N2, N4~ X (3~ BRI ) 5 B -2, 4 WEwe iz #il & F AL, 3- X
I —A- FINFEBY A 2, 4- ZGUHE -5 BT )M DA AE N2, N4- X (- F 0k —2— A2k o)
F)-5- FFE -2, 4-WENE —f%., 'HNMR(CDCL) : 67.93(d, 1H, J = 3.5Hz), 7.79 (br
s, 1H), 7.64(brs, 1H), 7.13(d, 1H, J =8.7Hz), 7.06(d, 1H, J = 2.3Hz), 7.05(d,
1H, ] =8.7Hz), 6.89(d, 1H, J= 23Hz), 666(d, 1H, J]=23Hf87Hz), 657(d,
IH, J = 2.3 f18.7Hz), 2.96(m, 2H), 1.25(d, 6H, J = 7.0Hz), 1.13(dd, 6H, J =
7.0Hz) ; LCMS : WM IA] « 24.27 73%h s 4ERE : 97% 5 MS(m/e) : 397 (MH") .

[1179]  7.3.124 R935114 :

[1180]1 N2, N4- XU (3— FERIE W FEREL ) -5- A -2, 4- W —Ji%

[1181] 5 N2, N4- X (3- FFARIE ) —5- L -2, 4- Mg gz H & e, 2, 4- =
S —5— JRMERE R 3— ( AR I ) 2 i LU= 2B PR ) N2, N4— X (3— 4R
FEW LR ) —5- AL -2, 4-ERE i, 'H NMR(DMSO-d6) : §10.23(brs, 1H),
10.05(brs, 1H), 8.26(d, 1H, ] =41.6Hz), 7.64(d, 1H, ] =8.2Hz), 7.51(brs, 1H),
746(d, 1H, J=8.2Hz), 7.33(brs, 1H), 7.29(t, 1H, J=7.6Hz), 7.20(, 1H, J=
76Hz), 7.06(d, 1H, J = 76Hz), 6.93(d, 1H, J = 7.6Hz), 3.63(s, 2H), 3.58(s,
3H), 3.57(s, 3H), 3.56(s, 2H) ; LCMS : #i B B 8] : 21.74 4y Bp; &0 )§ : 92 % ;
MS(m/e) : 425(MH") .

[1182] 7.3.125 R935162 :

[1183] N2, N4- X (3, 4- WIN _FEIERIEL ) -H- FEE -2, 4-WEpg % -

[1184] 5 N2, N4- X (3— I ) —b- AL -2, 4- WERE iz Hl e mftih, 2, 4- =

161



CN 1625400 B w B 118/444 1

FFE —5— FUMELE R (3, 4- WP ARG ) BNV L/ N2, N4- 3 (3, 4- WA 4 5%
SRFE) -5 @Ik -2, 4-WEmE %, '"HNMR (DMSO0-d6) : §9.18(s, 1H), 9.07(s, 1H),
8.03(d, 1H, J = 3.5Hz), 7.38(dd, 1H, J = 23 f18.2Hz), 7.35(d, 1H, J= 2.3Hz),
7.33(d, 1H, J=23Hz), 7.18(dd, 1H, J= 2.3 F188Hz), 6.90(d, 1H, ] = 8.8Hz),
6.80(d, 1H, J = 8.2Hz), 4.11-3.98(m, 8H), 2.09-2.01(m, 4H) ;: LCMS: i &g i
[[) : 21.40 5350 ; 4518 97% ; MS(m/e) : 425(MH") .

[1185] 7.3.126 R935163 :

[1186] N2, N4- X (3— @I —4- WAEL ) -2, 4- WEIE —Ji% -

[1187] 5 N2, N4- X (3 FIKIL ) -5- f|IE -2, 4- WENE iz 45 FFEHs, 2, 4- —
S 5 FMERE RN 3- SR 4 WA R N LA N2, N4- R (3- &3E —4- Rt ) -2,
A-MEBE %, 'HNMR(DMSO-d6) : 69.58(s, 1H), 9.48(s, 1H), 8.17(d, 1H, J =
41Hz), 7.94-7.90(m, 2H), 7.73-7.67(m, 1H), 7.51-7.45(m, 1H), 7.38(t, 1H, J
= 8.8Hz), 7.26(t, 1H, J =88Hz) ; LCMS: J#FBE WA . 27.83 /pBh, 4ifF . 99% ;
MS (m/e) : 386 (MH) .

[1188]  7.3.127 N2, NA- X (3- ¥ 2K &L ) -6- & & ¥ &k —5- 1 &k -2, A- Mg g — %
(RY25849)

[1189]  7EAHMLF N2, N4-XL (3- FRIRKAL ) -5 Ak -2, 4- WEmg ik 2 d 4% 5 ikh,
2, 4= " IE -6 LEIREL 5 A FEmEIE R 3— RS My e BV LA FEAE N2, N4- XU (3- K
L) —6- LERIE S5 IHIE -2, 4-ERE —H%., 'HNMR(DMSO-d6) : §10.56 (bs, 1H),
10.32(bs, 1H), 9.54(s, 1H), 9.32(bs, 1H), 7.22-7.15(m, 2H), 7.02-6.96(m, 1H),
6.93-6.82(m, 2H), 6.81-6.74(m, 1H), 667(d, 1H, T = 93Hz), 643(d, 1H, J =
8.1Hz), 4.35(q, 2H, ] =6.9Hz), 1.30(t, 3H, J = 6.9Hz) ;: LCMS : #ifE : 26.01
3By 4l 96% ; MS(m/e) : 412(MH") .

[1190] 7.3.128 N2, N4- X (3, 4- W& A I 2RI ) —6— L4k —5- Ykt -2, 4- w5
W —H% (R925852)

[1191]  7EAHEBAT N2, N4-X (3- FEAL3E ) —-5- ik -2, 4- Mg — g bl 7, 2,
4= RWEE 6 SFIRAE 5 HIEMERER 3, 4- WL FIERIE RV UL AL N2, N4 XL
(3, 4- W H|AEFE) -6- L5 IRE H-fHEE -2, 4-WEIE 4. 'HNMR (DMSO-d6) :
§10.52(s, 1H), 10.28(s, 1H), 7.07-7.01(m, 2H), 6.96(dd, 1H, J = 1.8 1 8.7Hz),
6.90-6.84 (m, 2H), 6.61(d, 1H, J =8.7Hz), 4.33(q, 2H, J =6.9Hz), 4.24(s, 4H),
417(s, 4H), 1.29(t, 3H, J=6.9Hz) ; LCMS : ¥ NE] . 30.40 2350 ; 4ifF . 100%:;
MS (m/e) : 196 (MH") .

[1192]  7.3.129 N2, N4- X ( SEIE T4 ) -6 S5 -5 ik -2, 4- WErE i
(R925864)

[1193]1  FEAHAT N2, N4-XL (3- F22REL) -5 3 AL -2, 4-WENE & &7 vk, 35
ANZONWE, 2, 4- G -6 LEAIRAE -5 THAEWEIE A H 208 L5 218 2h I V. LA = A2 N2,
N4- X ( LEHEREFR) 6- ZFME 5 fidE 2, 4- Mg 4. 'H NMR(CDCL,) :
WERE SR IRA Y 6 8.99 F18.80(2bs, 1H), 6.22 F16.00(2bs, 1H), 4.45(t, 2H, I
= 7.2Hz), 4.31-4.21 (m, 6H), 4.14(d, 2H, J = 5.1Hz), 1.39(t, 3H, J = 7.2Hz),
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1.34-1.28(m, 6H) ; LCMS : #i ™ B [ : 26.06 43 #F; 4 & : 99 % ; MS(m/e) :
400 (MH") »

[1194]  7.3.130 N2, N4- X [2-(4- FAHRIEL) LFE T2, 4 wmg )ik (R925790)

[1195]1  FEAHAA T N2, NA- W (3- FRAH ) —b— Ak -2, 4- WERE i 2 3l #& 7k,
2, 4= ZEWELE RN RE SN AR AR N2, NA= W [2- (4= F00K3E ) 45 -2, 4- Mg 1%,
'"H NMR (DMSO-d6) : 61156 (s, 1H), 9.23(s, 1H), 8.89(bs, 1H), 7.92(bs, 1H),
760(d, 1H, J=69Hz), 6.99(d, 4H, J=8.1Hz), 6.65(d, 4H, J=8.1Hz), 6.00(d,
IH, J=7.2Hz), 3.59-3.42(m, 4H), 2.76-2.67(m, 4H) ; LCMS : #FEAKA : 17.93 4
Phy 4R 95% ; MS(m/e) : 351 (MH") .

[1196]  7.3.131 N2, N4- X (2- FEFE) -2, 4- meng_ iz (R925804)

[1197]1  FEAHPAT N2, N4- X (3— FARES ) -5 JiAE -2, 4- BEig 2 Hil&Irikh, 2,
4— TEENE R 2— PEIRIAIR R N PAFEAE N2, N4- X (2- ZRILZREL ) -2, 4- mEng —f%. 'H
NMR (CDCl,) : 68.36(d, 1H, J = 8.1Hz), 7.97(d, 1H, J = 5.7Hz), 7.80(d, 1H,
J = 75Hz), 7.50-7.21(m, 156H), 7.12-7.05(m, 1H), 6.91(bs, 1H), 6.38(bs, 1H),
6.07(d, 1H, J = 6.0Hz) ; LCMS : ¥#ifAWIIE] : 29.91 738 ; 4 . 100% ; MS(m/e) :
415(MH") .

[1198]  7.3.132 N2, N4- X (2- FEIL —5- I RK ) -2, 4- mEmg —Ji% (R925805)
(11991  FEAHAAT N2, NA- X (3- FEAREL ) —b— A -2, 4-MEng — i 2 &l 2% 7k,
2, A- MR RE RN 5— R IE - 48 — AR R R SOV B AR N2, N4- XL (2- A -5 2K
FEIRF )2, 4- WEug — 4. 'HNMR(CD,OD) : & 7.88-7.84(m, 2H), 7.82(d, 1H, J
= 6.9Hz), 7.30-7.14(m, 14H), 7.10(dd, 2H, J = 3.0 1 8.1Hz), 6.48(d, 1H, J =
6.9Hz), 3.93(s, 3H), 3.92(s, 3H) ;: LCMS : i BB A : 30.09 7 %h: 4i/& . 94%
MS (m/e) : 476 (MH") .

[1200]  7.3.133 N2, N4- X (3— &k —4- FHKIE ) -5- FIE -2, 4- WEng % (R945041)
[1201]  FEERIT N2, N4- X (3- FIRAE ) —b— #lFE -2, 4 WENE &2 &l & ik,
M 5 EEE —2- FRIE AR (458 =&y, 3= uwH) M2, 4- 3L -5 FERE (100 =5,
0.6 ZHIE) A N2, N4- X (3 R 4 FRE ) 5 5k 2, 4- WeEng ik (235 %
7, 98% ). 'HNMR(DMSO-d6) : §6.76(d, T = 9.0Hz, 1H), 6.88(d, T = 9.6Hz,
IH), 7.75(dd, J = 3.0, 9.0Hz, 1H), 7.90-7.94(m, 3H), 8.02(d, J = 3.9Hz, 1H),
9.04(s, 1H, NH), 9.28(s, 1H, NH) ; 19F NMR (282MHz, DMSO-d6) : & -165.79 ;
LC: 16.02 534D, 86.82% ; MS(m/z) : 400.94 (MH") .

[1202]  7.3.134 N2, NA- X (1- FEHE -3- REREE ) -2, 41— BEmE % (R925806)
[1203]  7EAHMLT N2, N4- AL (3- FEaK3E ) —6— Gk -2, 4- g g dle&5 a9, IF
WA=, 2, 4- T FMENER 3- ZRAE — X — AR IR IR &b R BV DA™= A2 N2, N4- XU
(4- P4 FE —3- ZRFL 2R FL ) -2, 4-EIE — %, 'H NMR(CD,OD) : 6§7.93(d, 1H, J =
2.4Hz), 7.88(d, 1H, J = 24Hz), 7.29(dd, 1H, T = 1.8 1 9.0Hz), 7.26-7.18 (m,
13H), 7.10(d, 2H, J = 8.7Hz), 6.46(d, 1H, J = 7.2Hz), 3.93(s, 3H), 3.92(s,
3H) ; LCMS : WirBdm 1) . 29.99 43%h s 4ifg : 92% ; MS(m/e) : 476 (MH) .

[1204]  7.3.135 N2, N4- X (2— FIFE —-5- ZRFLIRFL ) -2, 4- WEIg —f% (R925807)

3
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[1205]  FEAHAT N2, N4- X (3— FEAREE ) -5 JiAE -2, 4- BERE 2 Hil&rikh, 2,
A— TR R 5 2R3 — 48 - FH RN RN LA AR N2, N4A- XL (2- FR3E -5 oR3EREE ) -2,
4-WENE ik, '"HNMR (DMSO-d6) : &6 10.45(bs, 1H), 10.01(bs, 1H), 7.86(bs, LH),
7.69-7.22(m, 17H), 2.28(s, 6H) ; LCMS : % B W [8] : 18.69 43 Bh; &l fF . 98 % ;
MS(m/e) : 443(MH") .

[1206] 7.3.136 N2, N4— A (2- A HE & 5- F & 4- R R IR HE -2, 4- g — %
(R925808)

[1207]1  FEAHPAT N2, N4- X (3- FRAaREE ) -5 WA -2, 4- MBI 2 ®l& ik, 2,
4= ZEMERE AT 5— 3L —4- 03 — 41 - AR CASRZ NV DL AR N2, N4- XL (2— &S —5- F
B —4- FFEF )2, 4-mErE %, 'H NMR(DMSO-d6) : §9.99(bs, LH), 9.22(bs,
IH), 7.98(d, 1H, T = 6.3Hz), 7.75(s, 1H), 7.59(s, 1H), 7.46-7.29(m, 10H),
6.92(s, 1H), 6.87(s, 1H), 6.49(d, 1H, J = 5.4Hz), 3.82(s, 3H), 3.81(s, 3H),
2.07(s, 3H), 1.98(s, 3H) ; LCMS : #rEIITE] : 19.69 738 5 455 : 93% ; MS(m/e) :
503 (MH) .

[1208]  7.3.137 N2, NA- X [1-( LHEIRIEN FEERE ) KE 1-5- ZHm P E -2, 1- g —
i (RY25862)

[1200]  7EAERLF N2, N4-X (3- FRIRAL ) -5 Ak -2, 4- WEmg ik 2 di 4% 5 ik,
2, 4- TRUEE 5 S R AR RN M 4- I AL OR AR R AR 4 BRI DL AR N2, N4- X
[4-( LEIRFIEW AL ) BRI 1-5- =@ -2, 4- ¢ — %, 'H NMR (DMSO-d6) :
59.64(bs, 1H), 8.80(bs, 1H), 8.29(s, 1H), 7.36(d, 2H, J=8.1Hz), 7.31(d, 2H,
J=93Hz), 693(d, 2H, J=8.7Hz), 6.70(d, 2H, J=9.0Hz), 4.80(s, 2H), 4.67 (s,
2H), 4.18(q, 2H, J=6.9Hz), 4.15(q, 2H, J=6.9Hz), 1.20(t, 3H, J= 6.9Hz),
1.19(t, 3H, J=6.9Hz) ; "F NMR(DMSO-d6) : —16932 ; LCMS : ¥FEIE] : 26.33 /)
g, 4ifF . 98% ; MS(m/e) : 535 (MH") .

[1210]  7.3.138 N2, N4- X (3- B ) -5- = Hml P A -2, 4- Mg — % (R925863)
[1211]  7EAHEBAT N2, N4- X (3- 3 L3E ) 56— dk -2, 4- Mg — g hles 7, 2,
4- GHE 5 TR P IEMEE RN 3 Ry )NV LA AE N2, N4- X (3- FRHL ) 5 SR
-2, A-MERE %, 'HNMR(DMSO-d6) : §9.82(bs, 1H), 8.88(bs, 1H), 8.36(s,
IH), 7.18-7.11(m, 2H), 6.96(m, 4H), 6.63(dd, 1H, J = 2.4 # 8.1Hz), 6.38(d,
IH, J = 8.1Hz) ; ""F NMR (DMSO-d6) : —16979 ; LCMS : HFEHIFE] : 19.04 4350 ; 4
. 95% ; MS(m/e) : 363(MH") .

[1212]  7.3.139 N2, NA- X [1-( SEBRFEFE) RKE -5 ZmFHE -2, 1- BEng %
(RY26663)

[1213]  7EAERLF N2, N4-X (3- FR2RAL ) -5 Ak -2, 4- WEng ik 2 4% 5 ik,
2, 4- TS -5 S AR RN 4- IR R R R LR R NV LA A N2, N4- W [4-( 4
SUBREEEE ) AL 5 =/ O R -2, 4-WEIE 4. 'H NMR(CDCL) : §8.31(s,
I1H), 7.46(d, 2H, J=9.0Hz), 7.45(d, 2H, J=8.7Hz), 7.30(d, 2H, J = 9.0Hz),
7.18(d, 2H, J = 8.7Hz), 7.16(bs, 1H), 6.82(bs, 1H), 4.16(2q, 4H, T = 7.8Hz),
3.64(s, 2H), 3.57(s, 2H), 1.27(, 3H, J = 7.8Hz), 1.26(, 3H, ] = 7.8Hz) ; "“F
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NMR (CDCl,) : -17223 ; LCMS : #ir B B )+ 28.07 73 Bp; ZE/Z : 99 % ; MS(m/e) :
504 (MH") .
[1214]  7.3.140 N2, N4- X (2, 5- — F3E 4- B R AL )5 It -2, 4 wEug — iy
(R926623)

[1215] 5 N2, N4- XU (3— F£2KF) -5- FAE -2, 4- Mg — e & mft, 2, 4- =&
Hk —5— RURKIERT 2, 5 —FHE ~A- FRBORIR ROV L= A2 N2, NA- 80 (2, 5- Ik —4- 5%
H)-5-F A -2, 4-mErg . 'HNMR(CD,0D) : 6§7.63(d, 1H, J = 4.2Hz),
7.05(s, 1H), 6.97(s, 1H), 6.64(1H), 6.54(s, 1H), 2.12(s, 6H), 2.06(s, 3H),
2.03(s, 3H), 2.03(s, 3H) ; “F NMR(CD,0OD) : —48488 ; LCMS : Jiif B i [f) : 18.28 ;

afify ; 94% ; MS(m/e) : 369 (MH") .

[1216]  7.3.141 N2, N4- X (3— fHZREIE ) -5- Ik -2, 4- WEIE —fi% (R926461)

[1217] N2, N4A-X 3- FHREE)-H-F|IE -2, 4- W k5 2 YiEz FEEH7E F
2 RNV BB T EZAAEY), N2, N4A- X (3- R4 L ) —5- Ak -2,
4- WE BE . ff. 'HNMR(D,0) : 67.65(bd, 1H), 7.00-6.90(m, 2H), 6.71(m, 2H),
6.55(dd, 1H, J=1.2f16.3Hz), 6.31(bd, 1H, J=8.1Hz), 6.23(bd, 1H, J=8.7Hz) ;
“F NMR (D,0) : —47016 ; LCMS : #FFIN 8] : 15.68 20 8p s 4/ : 99% 5 MS(m/e) :
313(MH) .

[1218]  7.3.142 N2, N4- W (3— G EFE ) -5- HIE -2, WEIE — % (R945051)

[1219]  7ERMBI4 N2, N4- X (3- FHIKFEE ) -5- @ -2, WE W il BT,
3-PUREZERE (177 Z 55, 15 ZEH ) 12, 4- &R 5 FmEEuE (G0 Z 5L, 0.3 FX
) F=4 N2, NA- X (3- JIEEIE ) -5 I -2, 4-mwemg — % (75 =58, 76% ). 'H
NMR ( 4 #ifid —-dg) : 67.33(dt, J = 1.8, 7.8Hz, 1H), 7.46-7.52(m, 2H), 7.59(t, J =
7.8Hz, 1H), 7.90(ddd, J =0.9, 2.1 fl8.4Hz, 1H), 8.09(ddd, J = 1.2, 2.4 fl 8.4Hz,
IH), 8.17(d, T=23.3Hz, 1H), 831 (m, IH), 8.35(, J=21Hz, IH), 8.98(br, 1H,
NH), 9.02(br, 1H, NH) ; “FNMR(282MHz, Hfli—d,) : 6 -165.80 ; LCMS : 24.64 %
fho, 4ifE . 98.02% ; MS(m/e) : 331.01 (MH") .

[1220]  7.3.143 N2, N4- XL ( FIFWEWy —3- FLFAFL) -5 50k -2, 4-mEngE ik (R945145)
[12211  A§F/] 5 N2, N4- X (3- FREL ) —b- FiEE -2, 4- WERE i il e AU AP BR,
RIFEEWy —3- FLH R 2, 4- &R -5 RS AR N2, N4- XU (2R FRmBEmy -3- FLH
I )5 FIE 2, 4-wENE G, 'HNMR(CDCL) : 6§4.82(dd, J =09 Rl 5.7Hz, 2H),
486(dd, T = 09 M 5.7Hz, 2H), 5.14(br, 2H), 7.31-7.40 (m, 6H), 7.75-7.89 (m,
5H) ; ""F NMR (282MHz, CDCly : 6-172.12; LCMS : 27.79 /%h ; 4 . 9617 % ;
MS (m/e) : 420.92(MH") .

[1222]  7.3.144 N2, N4- W [4-(N- K FREIREE 3L ) R0 1-5- AL -2, 4- meng %
(R945152)

[1223]  7EZRMBI N2, N4-X (3- Fo83E ) 56— sk -2, 4- Mg —Hz 2 Hl &7,
4-(N- K FEIREERL ) K% (400 238, 1.5 ZFEH ) 12, 4- " &FE 5 EEE G0 =
B0, 03ZETEI) 2 RNV N2, NA- X [4- (N- 4 FILIRMEHL ) 3L 1-5- ik -2, 4—-m%
e T f% (120 27, 64% ). 'HNMR(CDCl,) : $263(p, J = 2.4Hz, 8H), 3.14(t, J

4_
4_

r{—r
Ik
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= 4.8Hz, 4H), 3.19(t, J = 4.8Hz, 4H), 3.58(s, 4H), 6.58(d, 1H, NH), 6.67 (br,

IH, NH), 6.87(d, J=9.3Hz, 2H), 6.90(d, J = 9.0Hz, 2H), 7.33-7.39(m, 12H),

7.46(d, J = 9.0Hz, 2H), 7.87(d, J = 3.3Hz, 1H) ; “F NMR(282MHz, CDCL,) :

§-169.06 ; LCMS : 16.82 7prhp ; 4ifF . 96.88% ; MS(m/e) : 629.12(MH") .

[1224]  7.3.145 N2, N4-XU (3- FHL —2- FHFEEEL ) -5- AL -2, 4- Mg — ik (R945038)
[1225]  FERLIF N2, N4- A (3- IR ) -5 ik -2, 4- WEng 2 Hl&mmiEd,

3= R —2- FILKHE (369 Z£5e, 3ZE%H) 2, 4- &L -5 FMERE (100 58, 0.6 %
WH ) 2 RN N2, NA- X (3- 35k —2- PWEREE ) -5 L -2, 4- e —Jl% (180 =
70, 88% ). 'HNMR(HEI -d,) : §2.14(s, 3H), 2.22(s, 3H), 6.61(d, ] = 8.1Hz,

L), 6.78(, J=8.7Hz, LH), 6.87(d, J= 7.8Hz, LH), 6.99(d, J = 9.0Hz, LH),

7.08(t, J= 7.8Hz, IH), 7.13(dd, T = 3.9, 84Hz, 1H), 8.24(d, J = 5.1Hz, 1lH),

8.32(br, 1H, NH), 857 (br, 1H, NH) ; LCMS : #ff B B [ : 16.51 43 #h; 4f f& .

90.47% ; MS(m/e) : 341.07(MH") .

[1226]  7.3.146 N2, N4- X (3— igFLaEL ) -5 HiFE -2, 4- BEng —fiz (R950160)

[1227] 2, 4- & -5- mWEnE (1.7 75, 28.1 Z=Z % H ) ¥ fF MeOH (150 =& 7 ) HI
H,O(15 Z S ) ZREWH. A 3-IHEA K% (156 w, 112 Z5EH ) FRA Y H 7
20 /NEF (1O0OCHHBEEE ). IREMWA N R 22CHIEE. KRBEW/DOHLEL 200 Z T
MeOH-H,O(1l © 1; v/v) PEEMAERL T N T4 789 75 (76 % ) Z N2, N4- X
(B-HFE R FL ) -5- L -2, 4-WEmE %, 2EEL . 'H NMR(DMSO-d6+D,0) :

§8.63(m, 2H), 821 (m, 1H), 8.08(d, 1H, J = 841Hz), 7.88(d, 1H, J = 8.4Hz),

7.79(d, 1H, J=84Hz), 7.70(d, 1H, ] =84Hz), 7.57(d, 1H, J = 84Hz), 7.45(t,

IH, J=84Hz) ;: LCMS: 4i/F : 100% ; MS(m/e) : 371.30(M", 100),

[1228]  7.3.147 N2, N4- X (3— WL aREL ) —5- HlIE -2, 4- w¥ng — ik (R921302)

[1229]1 N2, N4- X (3— AYFEAREL ) -5— I -2, 4- WEmE % (4.0 78, 10.8 ZHiH ) F
Pd/C10% (1.27%%, 50% /K& &) BiFAF 300 =T EtOH-10% HCl /KW (1 : 1) =R
21k 6 /I (22°C, 50psi) o AIFIRE S 8 B uEA L Bl 20 ZF DMF-H,O(1 @ 1
v/v) fHE 50 ZETF HO BE » B9 T IkFa & 2 38 LU= A R S B ek ), 5 MeOH
— AR LU B AR Y. T IEUTE L, MeOH #5 Et,O PG . TR 456
EELA N B L4 4.00 sn2 484 i (100% ), 1l LCMS MIsE.  #5Hk 10 27T IN
NaOH fn# 1w HCI- 3hA4E 5 ZJ+ H,O Z AU IL. RS UiiE, L H,O Yhidl
TEFLAE R4 24 /I BLF= 248 N2, N4A- XU (3— IS 2R 5L ) -5 Ak -2, 4- WimE —Jig (770
=), HAERA, 'HNMR(CD,0OD) : §7.92(d, 1H, J= 3.6Hz), 7.31(, 1H,

J=21Hz), 721G, 1H, J= 24Hz), 7.08, (t, 1H, J=8.1Hz), 699, 1H, J=
8.1Hz), 6.88(m, 1H), 6.77(m, 1H), 6.47(m, 1H), 6.34(m, 1H) ; LCMS: 4 & .
100% ; MS(m/e) : 311.07(M", 100),

[1230]  7.3.148 N2, N4- X (4- WZFEAIL ) -5- Ak -2, 4- W % (R950122)

[1231] 5 N2, N4- % (3- fif L K5 ) 5 JAE -2, 4- WEug iz & FAEH, 2,

A= ZGH -5 BERER 1, 4- TR IE A ROV AT A N2, N4- XU (4 ek 808 ) —5— 5
-2, A-mEmE %, LCMS: #FEIBSE): 1115 4%k 4 . 100 % ; MS(m/e) :
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311.09(MH") »

[1232]  7.3.149 N2, N4- X [3-( ZHINZIE ) Ik 1-5- HIE -2, 4- WEIE % (R950182)
[1233] 2, 4~ &I 5 MW G0 =7, 0.30 2 H ) %R MeOH (0.3 ZF+) F
H,0(0.03 Z=7t) ZWREWH. IMAN, N-3- ~PE T jEFaE (163 275, 1.2 Z5HH)
FYREWEIA 24 /Nt (TOCHMIBIRIE ) o BEWAEIA 22°C, 1oL T 46 4T MAE
RS BT R E S (CHCL- TAER, 2 @ 1) PAF=4E N2, N4- W [3-( T FR ) 2%
-5 AL -2, 4-mEnE %, LCMS 4/ : 99.0% ; MS(m/e) : 367.13(M"°, 100).
[1234]  7.3.150 N2, N4- X (3— &5k —4- PIEAIL ) -2, 4-MWEnE % (R950130)

[1235] 2, 4- & WERE (45 =78, 0.30 & W H ) WHEAE MeOH (1 =71 ) 1 H,0(0.1 &
) ZIREWT . N 3- &AL —4- TR (146 =50, L2 2R ) FRAWEI 20
N (TOCHW WHELRE ) o« JREWAHIE 22°C, ERIE Nik4gn & T A7er e AT 8+
EHE (CHCL- N, 2 0 1) BLFEA2 N2, N4- X (3- Bk —4- LR EL ) -2, 4- mEng
— M., 'HNMR(CD,OD) : 88.13(s, 1H), 6.95(d, 2H, J = 7.5Hz), 6.82(d, 2H, J
= 1.8Hz), 6.60(dd, 2H, J = 1.8, 7.5Hz), 6.17(s, 1H), 2.12(s, 6H) ; LCMS 4} .
97.3% ; MS(m/e) : 321.09(M", 100),

[1236]  7.3.151 N2, N4— X (3— & —4- FARIRE ) —5— Fdd -2, 4-PERE % (RY50129)
[1237] 2, 4- &K -5- FmengE (50 Z 7L, 0.30 Z 3L H ) ¥4 7E MeOH (1 Z& T} ) F1
H,O (0.1 Z=ZFF) 2R GWH . N 3-IaHk -4- B3R (146 Z 7, 1.223EH) MRS
W20 /NE (TOCMEHRRE) o IBEMEHIZE 22°C, ERUE NIRSGE -+ MR LiEiT8
FEEMNTE (CHCL- TAEA, 2 @ 1) BLA=4E N2, N4- R (3— fldt —4- FRILRIL) 5 it -2,
A- WERE % . 'HNMR(CD,OD) : 68.11(d, 1H, J=5.1Hz), 7.98(bs, 1H) (7.68(dd,
IH, J=24, 8.1Hz), 7.40-755(m, 4H), 2.43(s, 3H), 2.42(s, 3H) : LCMS : 4if¥ .
95.0% ; MS(m/e) : 338.66(M", 70).

[1238]  7.3.152 N2, N4— X[ (4— FF 5t hf Wk Jlc ik ) 8 36 1-5- HU A8 -2, 4- memg — i
(R950083)

[1239] 2, 4- &3k -5 @M (G0 &7, 0.30 =& % H ) ¥ i /£ MeOH (1 = F+ ) A
LOO.l ZF) 2BEWH. AN 4 TR IZ A K (335 =75, 1.8 I )
WA 24 /hBF Q00 CHMHERE )« RAWAENZR 22°CRLyE. KREEW/MoH
L MeOH-H,O (1 © 1) ¥EBRATEIL ST PR L0748 N2, N4- B[ (4- FHEEMEEEE ) K
FE 15— OFE 2, 4w g — &, 'HNMR(CDCL) : §8.86(s, 1H), 8.65(s, 1H),
8.53(bs, 1H), 839(bs, 1H), 7.32(d, 1H, J = 3.3Hz), 7.12(d, 1H, J = 8.7Hz),
6.98(d, 1H, J=8.7Hz), 6.62(d, 1H, ] =8.7Hz), 6.52(d, 1H, ] =8.7Hz), 2.32(s,
SH), 2.27(s, 3H) ; LCMS : 4li}¥ : 96.8% ; MS(m/e) : 466.94(M', 100),

[1240]  7.3.153 N2, N4- X (4- EHEKRL -3- =F FILERL ) —5- It -2, 4- WEng %
(R950090)

[1241] 2, 4- & & -5 @M G0 =& 7w, 0.30 Z % H ) ¥ £ MeOH (1 Z ) HI
H,O (0.1 Z=Jt) ZREWT . AN 4- KPS -3- =R PR (481 258, 1.8 2= H)
FHRGWHIA 2 R (TOCHMEIERE ) . IREWREIR 22°C, TRy T lkYE 2+ MAe ik it
W AT E R E MR (CHCL- N, 9 @ 1) BAP=4E N2, N4- X (4- KH AL -3- =ZHH
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FLORFL ) —5— JlEE -2, 4-WEIE %, 'H NMR(CDCL,) : 68.51(s, 1H), 8.05(s, 1H),

7.38-7.64(m, 5H), 6.94-7.14(m, 11H), 6.44-6.73(m, 4H), 4.84(s, 2H), 4.79(s,

2H) ; LCMS 2L/ : 94.7% ; MS(m/e) : 628.93(M", 100).

[1242]  7.3.154 N2, N4- % (3— 5% -4- B ) -5- AL -2, 4- Mg — 1% (R950092)
[1243] 2, 4- 5K —5— FMEIE (50 2 5w, 0.30 Z % H ) ¥ fif /£ MeOH (1 = 7+ ) #
H,O 0.1 ZJI) ZiREDH . AN 3- J & —4- FEAKE (241 iy, 1.8 EZRH) FNRE
PylAla 2 K (TOCHMIREE )«  IREWAHIAR 22°C, FEplH N ilk%gs 2T FAErk e bt
ITEREENTE (CHCL- AN, 9 @ 1) BAF"4E N2, N4- X (4- FEE -3 J IR ) -5
3L -2, 4-mERE — %, 'HNMR(CDCL) : 67.96(d, 1H, J=35Hz), 7.82(d, 1H, J=
3.0Hz), 7.79(d, IH, J] = 3.0Hz), 7.71(dd, LH, J= 3.0, 88Hz), 7.54(dd, J = 3.0,

8.8Hz), 6.94(d, 1H, J = 8.8Hz), 6.84(d, 1H, J = 8.8Hz) ; LCMS : 4liff . 97.2% ;

MS (m/e) : 362.98(M", 100).

[1244] 7, 3.155N2, N4- X [3— A7 JE filh Wik fie gk ) o 0% ]-5— 0 2 -2, 4- W mg — JiZ
(R950100)

[1245] 2, 41- 5L -5-@mEng (50275, 0.3ZZFEH) ¥M{F MeOH (1 ZZ7}) M H,0 (0.1
=) ZREWT . BN 3- AR AL A (300 2w, 1.6 ZHEH) FNBGYIHIA 24
NEF (TOCIIIREL ) o JREMVA A 22°C, RS FIlkYs £ T ErEE IR BT &2
Mk (CHCL— 8, 9 @ 1) BLF 42 N2, N4- XL [3— FEETANE L dE ) ZKEE 1-5- ok -2,

4—WEILE %, 'HNMR (DMSO-d6+CD,OD) : §8.01(d, 1H, J = 3.5Hz), 7.46-7.68(m,

AH), 7.49(t, 1H, J = 8.2Hz), 7.13(t, 1H, J = 8.2Hz), 6.89(dd, 1H, T = 2.4,

8.2Hz), 6.72(m, 1H), 2.95(s, 3H), 291(s, 3H) ; LCMS: 4 & . 97.2 % ; MS(m/
e) : 466.89(M", 100),

[1246]  7.3.156N2, N4- XU [3-( M — T A e &) AR &k -5 i -2, 4- W %
(R950108)

[1247] 2, 4- 5 -5- W MEIE (75 Z 0, 0.45 Z X H ) ¥ fE F MeOH (2 2= T ) M
H,O (0.2 =Ft ) ZiBEYH, A 3- N - THEBRIEIELE 374 25, 1.8 H ) fjl
EEIGL 40 NS (TOCHEELE ) . IBEWAR IR 22°C, (o9 s Tk 2T F1 (A hd ik
fe AT E AR Z ML (CHCL- A, 9 ¢ 1) BAF=/E N2, N4- X [3- (- TR )
RHE -5 AL -2, 4-MERE %, 'H NMR(DMSO-d6+CD.,OD) : §7.96(d, IH, J=
4.1Hz), 7.83(m, 1H), 7.60(m, 1H), 7.34-7.42(m, 2H), 7.15-7.19(m, 2H), 7.06
(t, 1H, T=282Hz), 6.93(d, 1H, J=8.2Hz), 1.43(s, 9H), 1.40(s, 9H) ; LCMS :
4ifF . 93.2% ; MS(m/e) : 511.06 (M", 100),

[1248]  7.3.157TN2, N4— A [4-(H - T &30 4k ) 4 15— F 3 -2, 4- WE g — i%
(R950120)

[1249] 12, 4- 443 —5— GMENT (75 Z=Z e, 0.45 ZEEH ) ¥R F MeOH (2 Z Ft )
H,o (0.2 ZFF) &Y, AN 4- B - | R LR 374 =5, 1.8 Z%H) iyl
GWEIA 24 /B (TOCHMWEIRIE )« IREWAR IR 22°C, fEylE T4 2Tkt
fig b HEAT AL ERTEE (CHCL- AR, 9 & 1) PLP545 N2, N4- X [4- (- T EIIEHE)
EEL -5 A -2, 4-mERE %, 'H NMR(DMSO-d6+CD.,OD) : §7.96(d, 1H, J =
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3.5Hz), 7.63(d, 2H, ] =8.8Hz), 7.49(d, 2H, ] =8.8Hz), 7.37(d, 2H, J = 8.8Hz),
7.24(d, 2H, J = 8.8Hz), 1.45(s, 9H), 1.43(s, 9H) ; LCMS : 4i/&F : 97.9% ; MS(m/
e) : 511.04(M", 100),

[1250]  7.3.158 N2, N4-X[2-[2— (ks ) W L Jefiedt 1- 28 JT W —5— 25 -5 s -2,
4- WELE % (R950170)

[1251] N2, N4- X [2-( SEBRA ) - RIFWIR —5- 3 |-5- Fdk -2, 4- MBI % (10 =&
oe, 0.02 ZZEH ) WHAE EtOH o HP I N- EF'Jj'g L, 2- Rt 2ke (0.1 2T : 0.1 %
TE) FRAIEIG 3K (TOCHIEERL ) « IR HIAR 22°C, DUKMBMLIE. ¥Ry
TEAEEENE AT SR EMNTVE (CHCL- AN, 2 @ 1) BAFPAE N2, N4- XL [2-[2- ( FEEE) W
CHEIRFE - ZE e —5— HE 15— ik —2, 4-WEIE %, "I NMR(DMSO-d6+CD,0OD) :
§8.14(s, 1H), 8.02(s, 1H), 7.99(d, 1H, ] = 24Hz), 7.35-7.68(m, 5H), 7.17(s,
1H), 3.41(m, 2H), 2.75(m, 2H), 2.35(s, 3H) ; LCMS: 4lifF : 84.2% ; MS(m/e) :
561.08(M", 100),

[1252]  7.3.159 N2, N4- X [2-(2- JRET L JEBRAEL ) — 2RIk —5— & 1-5- A -2,
A- WENE % (R950167)

[1253] 5 N2, NA- A [2-[2-( FiESRE ) W L ik |- AR Ik —5- & 1-5- FdE -2

4— WENE g I FIREHL, N2, N4- XU [2-( L8R ) - FFFkmg —5- It 1-5- HUL -2,
4— WEIE TR 2- BRI 200 I NV LU A N2, N4— X [2-(2- B W 2 e P36 ) — 25 FFne
M —5— F& ]-5—- fJE -2, 4- WENE —H%., LCMS: #irditie) . 14.22 43%8h ; 4ifE . 95.7% ;
MS (m/e) : 535.01 (MH) .

[1254]  7.3.160 N2, N4- XL [2—(2- GV L ek ) - ZRITRMG —5— & 1-5— #AE -2,
4- WEIE "% (R950168)

[1255] 55 N2, N4- X [2-[2-( FFHZIE ) W L HEHRFE |- ZR FERIE —5- 3% [-5- it -2,

4— WEWE i 2 2% FIAEHE, N2, N4—ﬂ[2—(1%n%ﬁ)—zlxaﬂj€ﬂﬁ —5— J@Q] 5— Ik 2,

4—TEIE G 1, 2- T JEEE OBE N A N2, NA- X [2- (2 [EFE P LN HREs ) — ZRFFmR
M —5— 3% ]-5— fdk -2, 4- VBN —f%. LCMS : WreAIFR) « 13.15 435 ; 4lifF . 95.8% ;
MS (m/e) : 532.99(MH) .

[1256]  7.3.161 N2, N4-XU[2-(2- (N- K fZEL ) W A WcgREE ) — 28 FFMRR —5— 2k 1-5- 9
3 -2, 4-BERE T HE (R950169)

[1257] 5 N2, N4 X [2-[2-( FGFE ) W LNGERFE |- 2K Mo —5- J& 1-5- Rk -2,

4— WEE g2 ) & IR EEHL, N2, N4— XU [2-( SEIRE ) — 2K i -5 %] h— Ik —2,
A= WEIE TR N- 2R R -1, 2- TR OB R DA N2, NA- XL [2- (2— (N- 2K FZ L)
WP L ek ) — AR R MR —5— 4k |-5— Ak -2, 4- BEBE . LCMS : #FFIITE : 13.15 %
B, 4ifF . 95.8% ; MS(m/e) : 713.10(MH")

[1258]  7.3.162 N2, N4— X [2—(N- WIRERES ) A8 FHPRIE —5— ZE 1-5— 8ldE -2, 4- W —
Wi (R950172)

[1250] 5 N2, N4 XL [2-[2-C FRLEL ) W S RUcHesE 1- 2R ki —5- 2k 1-5-
A— WEWE T2 A FIRER, N2, NA- X [2-( S8 BRIE ) — 2R IR -5 2& 1-5-
4— WEWE R AR S B 4% N2, N4— X [2— (N— Wk ERFL ) ZRIFig —5- 3% 1-5-

i
B

-

ﬁ?ﬁ%ﬁﬁ
gl
|
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4-WENE %, 'HNMR (DMSO0-d6+CD,0OD) : §8.13(d, 1H, J= 2.7Hz), 8.06(d, 1H,
J = 24Hz), 8.03(d, 1H, J = 3.6Hz), 7.63(dd, 1H, J= 2.4, 88Hz), 7.57(d, 1H,
J=93Hz), 7.49(dd, 1H, J =24, 84Hz), 7.42(d, 1H, J=88Hz), 7.25(, 1H),
7.05(s, 1H), 4.09(m, 4H), 3.65(m, 4H) ; LCMS : Wi B BF 7] : 18.04 4y 2 ; 4 i .
83.2% ; MS(m/e) : 587.04 (MH")

[1260]  7.3.163 N2, N4— 4 [2-(2-N- Wk WV & fig Fe 5k ) — 2R JF R —5— 5 15— %
-2, 4- mERE % (R950173)

[1261]1 5 N2, NA-X[2-[2-( FIEE: ) W A JahiEE - 2R IFmemg —5- 28 1-5— & -2,
4— WEWE 2 A FIRERE, N2, N4- X [2-( SEIRIE ) — K FERIE -5- 3 -5 it -2,
4— WEWE _JE R0 N-(2— I W S EEE ) Wbk e B2 LA 26 N2, N4— 3 [2- (2-N- Wik IET &
W3 ) — 28 I Hen —5— 35 1-5— gk -2, 4- Mg %,  'H NMR(DMSO-d6+CD,0D) :
§8.16(d, 1H, J = 2.4Hz), 8.03-8.05(m, 2H), 7.71(dd, 1H, J = 1.8, 8.8Hz),
756(d, 1H, J = 88Hz), 7.42(d, 1H, J = 8.8Hz), 7.36(s, 1H), 7.19(s, 1H),
419 (m, 4H), 3.38(m, 4H), 3.16(t, 2H, J = 6.3Hz), 2.28(t, 2H, J = 6.3Hz) ;
LCMS : #rfAmE] : 12.85 43%8h s 4 : 93.8% ; MS(m/e) : 673.35(MH")

[1262]  7.3.164 N2, NA-A (3— f&Hk —4- iHF A ) —5— sk -2, 4-WEnE % (RY50135)
[1263] 2, 4- &L -5-@mEnE (50275, 0.3ZZFHEH) ¥W{EMeOH (1 ZZ7}) F1H,0(0.1
=T) 2RO . N 3- I —4- iHEERIE (184 =, 1.2 Z%H ) FRGWIIEI 3
N (TOCHWIREL) o IREWIRE A 22°C, fEilE FR4d 2+ FAE iR T gz
1= (CHCL,~ A, 2 © 1) B4 N2, N4- X (3- i —4- AfdEoRIE ) 5 Ak 2, 4w
BE — f%. 'HNMR(DMSO-d6+CD,OD) : §8.21(d, 1H, J = 29Hz), 7.89(m, 3H),
756(d, 1H, J= 2.3Hz), 7.01(m, 1H), 6.81(dd, 1H, J= 2.3, 94Hz) ; LCMS: 4
B 91.1% ; MS(m/e) : 401.00(M"*, 100).

[1264] 7.3.165 N2, N4—- W 3-J&HFHE -2, 4- —F KK )-5- F & -2, 4- g %
(R950138)

[1265] 5 N2, N4- XU (3- &3 —4- fi2E 438 ) —b— F3E -2, 4- WEmE % 2 il 2% R A
Mo, 2, 4 CEHE 5 FMERERI 3- I -2, 4- CHE RNV LIS N2, N4- X (3- i
-2, 4- THRORIE) -5 IR -2, 4-WEIE %, LCMS : W BTE] o 16.98 438P s 4T -
91.7% ; MS(m/e) : 382.97(MH") .

[1266] 7.3.166 N2, N4- X (3- & & 4- O FE 7L ) 5 AL -2, 4- W mg — i
(R950139)

[1267] 5 N2, NA-X (3— &EE - EFEE KAL) -5 AL -2, A-WENE gz il & R,
2, A- Z5UAL -5 UMERE T 3- itk -4 LA R ROV LA S N2, N4A- AL (3- fighk -4- &
AR -5 B -2, 4-WENE %, LCMS . WEBIEIE) . 14.29 34 @i . 93.4%;
MS (m/e) : 399.09(MH")

[1268]  7.3.167 N2, N4- X (3- &3 -5- AL RN ) 5 W& -2, 4- g )%
(R950134)

[1269]1 5 N2, N4A-X (3- &I —4- hig2E 2858 ) —h— W 3E —2, 4- WEIE — 1% 2 il 4% [F A
o, 2, 4- ZRH -5 WMENER 3- R 56— B AR IRFL R IL OV A S N2, N4- XU (3- %

170



CN 1625400 B w B 127,/444 5

L 5 FEIRELIREL ) 5 |EE -2, 4-WENE %, LCMS: #FEEI ) . 14.72 op%h; 46
FZ: 93.8% ; MS(m/e) : 427.02(MH") .

[1270]  7.3.168 N2, N4- X (3- fiFE 5- =R FFHEZEIE ) 5 FIE 2, 4- WEUE L
(R950140)

[1271] 5 N2, N4- A (3- &5 —4- AifFE a8 F ) —5— J Ak -2, 4- mEng — 1% 2 il %% Al #F
Mo, 2, 4- 5L -5 BMERE R 3- fEAk -5 =R AL ORI ROV Bl N2, N4- X (8- Ji%
Ho-5- SR PRI ) -5 UL -2, 4-WERE %, LCMS : AN - 23.35 434t 4l
JZ: 100% ; MS(m/e) : 446.92(MH") .

[1272]  7.3.169 N2, N4- XU (3— i3k -5 FAL3E ) -5- L -2, 4- W % (R950141)
[1273] 5 N2, N4- X (3 J&3E 4 fEE AL ) 5 I -2, 4-mEng _fig 2 & R,
2, 4- ZHUKEE —5— FUMERE R 3— Ik —5— SR Y LIS N2, N4- X (3— figdk -5— |
) -b- L -2, 4-WERE %, LCMS : WrEEINR : 19.25 7380 s 4 : 99.3%; MS(m/
e) : 378.91 (MH") .

[1274] 3.170 N2, N4- X @4- L H -3-=F AR K E)-5- 5 & -2, 4- g %
(R950093)

[1275] 5 N2, N4- A0 (3- i —4- i a3 ) —6- Jd -2, 4- WERE — i il 4% A A
Hu, 2, 4- TS -5 FMERERN 4- FRIL -3 SRV AL ORIE O DA &S N2, N4- X (4- 2
I -3- P AR EL ) -5 AL -2, 4-MENE %, LCMS : AERIETTE 2 22.06 438h; 4t
FE: 99.1% ; MS(m/e) : 448.88(MH") .

[1276]  7.3.171 N2, N4- X (3- JEIEFRHL ) 5 FIE -2, 4 Weuwg —fe s (R950107)
[1277] N2, N4- 3 (3—- JFL2E3E ) —5— H Ik —2, 4—weng — bl 2 {8\ HClAE ke h
AFE L, RIS PR B R MY LA 4 N2, N4- X (3- EFE283 ) —5- itk -2, 4- Mg —
fZEhREh. LCMS : FFEEWE « 9.74 J08h 5 4ERE : 91.3%; MS(m/e) : 311.06 (MH") .
[1278]  7.3.172 N2, N4- W (4- JERFE ) —5- FIE -2, 4- weng L (R950121)
[1279] N2, N4- X (4- FERRKH ) —5- &AL -2, 4- g — Ll 2 &2 HCl7F ZREki 4
AEFE . RIS R R LR IR LA N2, NA-X (4- e 53 ) —-5- ik -2, 4-mgng —
MR RS, LCMS = AFEIIS) « L1156 538 s 4ifE . 100%; MS(m/e) : 311.09(MH") »
[1280]  7.3.173 N2, N4- X (3— fZHLIKIE ) -2, 4- Mg % (R950109)

[1281] 5 N2, N4-X (3— &3 —4-HFEERE ) 5 I -2, 4- W g Hl & A,
2, 4 THENEFI 3 FUFEIRIG BN LU N2, N4- X (3- JUFE6FE ) -2, 4 WEng —fi,
LCMS : ¥ir IR : 8.90 3% s 4ifF : 91% ; MS(m/e) : 293.06 (MH") »

[1282]  7.3.174 N2, NA- X (3— figH -2, 1- " HARE ) -2, 1- Mg % (R950131)
[1283] 5 N2, N4-AL (3— [l —4-H3E KA ) -5t -2, 4-WEng ik & M HE,
2, 4— TREMEWER 3- EAL -2, 4- TOHEORME R YL N2, N4- X0 (3- &AL -2, 4- TR
RHE) -2, 4-WENE . LCMS : #ir B BTIR - 16.62 4780 5 #1)5 : 96.7% ; MS(m/e) :
364.99 (MH") .

[1284]  7.3.175 N2, N4- X (3- fiFk -4 LR FEREE ) -2, 4- WEIE & (R950142)
[1285] 5 N2, N4-XU (3— &3 —4-HFE2REE ) -5 IE -2, 4- WERE ez il 2% [RIFEHE,
2, 4- R MERER 3- 7R —4- SRFERIZE OV LIS N2, N4A- X (3- f& 5 -4- L5 F%

+

#
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RHE) -2, 4-WENE T fEZ. LCMS: #ir B BTIH] : 14.38 4780 5 4l : 99.7% ; MS(m/e) :
381.07(MH") »

[1286] 7.3.176 N2, N4- X (3- W&t -5 FEIRILEIL ) -2, 4- BEUgE L (R950132)
[1287] 5 N2, N4-XU (3 J&dE —4-HFE2REE ) -5 IE -2, 4-WERE ez il 25 AL HE,
2, A- ZEUME BERT 3- L —5— B A ERIL AN SO A A4S N2, N4- 0 (3— gk —5- A B
HOREL ) -2, 4-WENE fiZ. LCMS : i IE) « 15.25 708 s 4BH : 93.6%; MS(m/e) :
409.02 (MH") »

[1288]  7.3.177 N2, N4- X (3— f&Fk -5- =GP FIEFL ) -2, 4-MENE % (R950143)
[1289] 5 N2, N4-XU (3— figdk —4- 3L 438 ) 56— Gk -2, 4- WERE ez il 25 R FEHE,
2, 4 MEWER 3- Ak 5 g TR IRNG SNV LA £ N2, N4- X (3- i 5 P
FERFL) -2, 4-WENE JiZ. LCMS : HrfE B « 23.23 438 ; 4ERF - 99.1%; MS(m/e) :
428.95(MH") .

[1200]  7.3.178 N2, N4- XL (3— fZHt —-5- SR ) -2, 4- WEng —fi% (R950133)

[1291] 55 N2, N4- W (3- &k —4- i3E R ) -6- L -2, 4- WEng i 2 il 2% [F b
Mo, 2, A- ZGUWERE R 3 L —5— SR K RO LA AS N2, NA- AU (3— g % —5- | 2K
H )2, 4-WEBE " fk, LCMS: ¥y f I8 . 1945 43 %F 5 24l )/% : 100 % ; MS(m/e) :
360.93 (MH")

[1202]  7.3.179 N2, N4- X [3- fHk —4- (N- 2RI L ) — K% 15—
H& (R950125)

[1203] 5 N2, N4- X (3- f&FE —4- A FEORIE ) 56— Ak -2, 4- WEWE ik 2 il %% [FI %
i, 2, 4- Z 5K -5— FUERER 3— JLdk —4- (N- ZRIENEIE ) — 0% e B DA 4 N2, N4- 3L
[3— iRk —4— (N- ZERL AL ) — 5L 1-5- G -2, 4—W¥IE %, LCMS : #FEEIHA . 23.67
I3h s 4R 100% ; MS(m/e) : 476.36 (MH") .

[12904]  7.3.180 N2, N4— ¥ [3- & F& —4-(N- 2K B i ) - 28 -2, 4- w5 mg — fi%
(R950123)

[12905] 5 N2, N4A- X (3- &3 —4- fi2E 438 ) —b— F3E -2, 4- B — % 2 il 2% R A
Hu, 2, 4- _GUMEREFN 3- RO —4- (N- R ) - 2RI ROV DL A N2, N4 XL [3- %
Fe—4— (N- SR ) - 285L -2, 4-WBRE %, LCMS : BFRBIE - 23.77 2040 4 .
77.8% ; MS(m/e) : 475.04 (MH") .

[1296]  7.3.181 N2, N4 XU (5~ J&dk —2- FALEHL ) 5 3L -2, 4 wEmg — % (R950157)
[1297] 5 N2, NA-X (3- ff&hk —4- 2808 ) -5 L -2, 4- MEIE i 2 Hi 2% [ A,
2, A- ZHUEE -5 FMERE R 5 iRk —2— FRELR IR RN DA N2, NA- XU (5— figdk —2-
FLONEL ) -5 FAE -2, 4-mEBE %, LCMS: WrfdIE) . 10.61 5980, 4005 . 83.4%
MS (m/e) : 339.13(MH") .

[12908]  7.3.182 N2, N4- X (5— JZHE —2— 3 AREE ) —5— I -2, 4- MENE i (R950158)
[12900] 5 N2, N4-XU (3— &k —4- 3L A0E ) 56— Gt -2, 4- WERE )z Hil 25 R FEHE,
2, 4- 5L - 5 FUMEME RN 5 LA —2— FUORHL R NV LA ¢ N2, N4- B (5— itk —2- R
F)-5- I -2, 4-WERE f%. LCMS : AFERITR - 11.48 438h 5 46/ : 95.6%; MS (m/
e) : 347.04(MH") .
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[1300]  7.3.183 N2, N4- X (3— J&HE —4— JARE: ) —5— FIE -2, 4- BERE i (R950159)
[1301] 5 N2, N4-X (3— &I -4-HFEERE ) 5 I -2, 4- W g Hl & A,

2, 4- " 5 MEHE RN 3— JUHE 4 ORNG RV LS N2, N4- X (3 ik —4- ok
F)-5- I -2, 4-WERE J%. LCMS : AR - 18.74 438h 5 4/ : 95.6%; MS (m/
e) : 347.29(MH")

[1302]  7.3.184 N2, NA-X (2- FHk -5 HARAL ) - sk -2, 4-WENE & (RY50146)
[1303] 2, 4- —&UJL-5-FMEnE (33275, 0.2ZZFH) ¥H{EMeOH (1 ZZ7}) F1TH,0(0.1
=) ZRGYh. AN 2- PR -5 iEARE (122 &%, 0.8 =5 H ) MRS
2R (TOCHMIWHRE ) o BAEWRE R 22°C, TEWE T4 2T AEmAER T8 E
JEHMrvk (CHCL- TAEd, 9 & 1) LIF=4E N2, N4— X (2- I3 —5- A R3E ) -5 it -2,

4- WEWE —f%, '"HNMR (DMSO-d6+CD,0D) : 68.31(d, 1H, J= 2.3Hz), 8.20(d, 1H,

J=2.3Hz), 8.06(d, 1H, J=3.5Hz), 7.91(dd, 1H, J=2.3, 8.2Hz), 7.65(dd, 1H, J
=29, 88Hz), 7.41(m, 1H), 7.28(d, 1H, J = 8.2Hz), 2.28(s, 3H), 2.24(s, 3H) ;
LCMS 4ifiF . 87.4% ; MS(m/e) : 399.20(M", 100).

[1304]  7.3.185 N2, NA-X (2- F & -5 iHAE AR ) —-5- WA -2, 41— Mg — % (R950117)
[1305] 5 N2, N4-AL (2— 3 -5 fiH3E KA ) 5 53t -2, 4-Weng ik & R HE,

2, 4- TEIE 5 FMEREFN 2- AL 5 AH AL ORGSR MV LA ¢ N2, N4- XL (2- AL -5 1
FLOREL ) -5 L FE -2, 4- MBI g, LCMS: WrB B : 31.07 0%k 40/ : 93.6% ;
MS (m/e) : 407.14 MH") »

[1306]  7.3.186 N2, N4- X (4- FFE -3 AHFEARFL ) 5 WFE -2, 4 mEuE — & (R950148)
[1307] 5 N2, N4-XU (2— M -5 AHFERTL ) -5 IE -2, 4-WERE Lz il 2% AL HE,

2, 4- ZRUHE -5 FIMERE R 4- A -3 MHFE R IR SO PAI S N2, N4- X (4- J|FE —3— fiff
FEoRHL ) —5- AL -2, 4-WENE — ., LCMS: #rfdHFE : 2717 7080 s 24 . 94.3% ;
MS (m/e) : 406.96 (MH) .

[1308]  7.3.187 N2, N4-XU (4— P A -3- i AREL ) 56— A -2, 4- g — % (R950144)
[1309] 5 N2, N4-XU (2- Ik -5 3L 4008 ) 56— Gk -2, 4- WERE ez il #5 R FEHE,

2, 4- _FHE 5 FMERE R 4- L -3 AHAR ORI S MV LA A¢ N2, N4- X (4- 3 -3 1
FLORFL ) -5 Ik -2, 4-BENE &, LCMS: WrBEEIH) : 27.40 0%h s 4005 : 96.6% ;
MS (m/e) : 399.00(MH") .

[1310]  7.3.188 N2, N4- X (4- &HE -3 AHFE AL ) 5 WAk -2, 4 wEng — % (R950149)
[1311] 5 N2, N4-X (2- B -5 2L R0E ) -5 9L -2, 4- MEIE i 2 i 2% [ A,

2, A- ZHUEE 5— FMERE R A- SUIE —3— AHER R SN A A N2, NA- X (4- S —3- i
FLRHL ) -5 AR -2, 4- MERE %, LCMS : Wi I8 : 35.63 0 %8h s 401 : 98.9% ;
MS (m/e) : 439.09 (MH) .

[1312]  7.3.189 N2, N4-X (- W LfE 3 —5- iHFE K EH ) —5— # k-2, 4-1
(R950150)

[1313] 5 N2, N4- X (2- 3 -5 36K ) 5 AL -2, 4 WEug — il & [RIFEHE,

2, 4= G -5 FMERE R 2- RV ARG -5 2GR NE W PLTI4E N2, N4- X (2- 3P
ONGHE —5— R AN HE ) -5 Kk -2, 4- WEmE %, LCMS : #FEETR : 17.90 43%h ; 4

B
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f&: 97.8% ; MS(m/e) : 489.19(MH") .

[1314]  7.3.190 N2, N4- X (2— B 4 5t —5- 1§ Ik 25 36 ) -5- 4
(R950151)

[1315] 5 N2, N4-X (2- T I -5 252858 ) —b— W -2, 4- WEIE — 1% 2 il 7% [F A
M, 2, 4= ZRFE -5 FMERE R 2— HAIL 5 AR RAE SOV BAI A N2, N4- XU (2- H4R
Sk b AR RS ) -5 FAk -2, 4-WEIE k. LCMS : WIS (A 31.46 J3%h s 40K

95.9% ; MS(m/e) : 431.22(MH") .

[1316]1  7.3.191 N2, N4- X (4- i Fk -3- HFEZRIL ) -2, 4-MEng — % (R950152)

[1317] 5 N2, N4- X (2- 3L -5- 4 3E K3 ) 56— JIE -2, 4- wEng — iz il 25 R A
M, 2, 4- FEEWER 4- IE 3 AH IR MY BLi S N2, N4- X (4- G2k —3- i3k
KA -2, 4-WERE . LCMS: #ir B BFH] : 30.92 4380 s 4 : 94.4% ; MS(m/e) :

389.31 (MH")

[1318]  7.3.192 N2, N4- XU (4- FIFE —3- ffFEsE3E ) -2, 4- WEng —f% (R950153)

[1319] 5 N2, N4- W (2- R -5- i3E R ) -6- AL -2, 4- WEng i 2 &l 2% [F b
M, 2, 41— ZSUMERE R A- R -3- A IR R RO DA A N2, NA- A (41— FR2E -3- Al
KAL) -2, A-WERE T, LCMS : #yRIITE] ¢ 31.22 4380 s 4005 : 99.6% 5 MS(m/e) :

381.35(MH")

[1320]  7.3.193 N2, N4- X (4- 5Fk -3- HFEZRFL ) -2, 4-MEng — g (R950154)

[1321] 5 N2, N4-X (2- R -5- IfI3EARIE ) 56— WL -2, 4- Mg g 2 il 25 R
Hu, 2, 4- T EEWE R 4- SUIE -3 A FEOR R MY BL A4 N2, N4- X (4- U0k -3- i gk
RFEE)-2, A-WERE &, LCMS: AFEINTE - 37.24 430p s 4 : 99.1% ;5 MS(m/e) :
421.30 (MH")

[1322]  7.3.194 N2, N4- X (2- }25 —5- igEE -3 ) -2, 4— w¥ng % (R950155)

[1323] 5 N2, N4- W (2- R -5- i3E R ) -6- L -2, 4- WEng & 2 &l 2% R
M, 2, 4- ZSUWENE R 2- FREE -5- A IR RN SN DA A N2, N4- A (2— Fo 2 —5— Al 5k
) -2, 4-WERE i, LCMS: HFE ISR . 23.26 43%h s 4RL : 100% ;5 MS(m/e) :
385.33 (MH") .

[1324]  7.3.195N2, N4- XU (2- R LJEEE -5 AHFEREL ) -2, 4 BERE — ik (R950156)

[1325] 5 N2, N4A-X (2- I 5 IHZE R ) -5 WL -2, 4- MBI —HZ 2 il 2% [F A
Hu, 2, 4- ZGMERE RN 2- FRH QHGIE -5 ANFE ARG R LU S N2, N4- X (2- B L%
F - fEFERFE ) -2, 4-MERE k. LCMS: Wi BT : 17.87 0%h s 40/ . 97.2% ;
MS (m/e) : 170.99 (MH") »

[1326]  7.3.196 N2, N4- A [3-(N- 5 4 & ) Jiz & 28 & [-5- W& -2, 4- BE g — Ji%
(R950166)

[1327] N2, N4—- XU (3— IR EL ) -5 %FE -2, 4-mEny — i, TAEIFIE R E4n et
SNV BL AR N2, NA= X [3- (N- F N3 ) B 0E 1-5- JdE -2, 4-MERE 2. LCMS :
WEEHISRE] ¢ 14.07 A3y 4lEF 2 90.3% 3 MS(m/e) : 395.14(MH") »

[18328]  7.3.197 N2, N4- X [3-N-(2- %k —1- TR LK) JEIEFRKEL -5 FIE -2, 4-0
e f% (R950171)
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[1329] N2, N4- W (3- FEFIREL ) -5 AL -2, 4- Weng %, 1- RN FEEMEA
AN R R LA 4 N2, N4— XU [3-N-(2- 323 —1- HIL O3 ) W3k okdt 1-5—- it -2, 4-m%
WE T H4. LCMS : drBdBSfE) : 11.97 43%8h 5 2l : 79.01%; MS(m/e) : 427.12(MH") .
[1330]  7.3.198N2, N4- XL (3— B - T IIE W T ILIEAHE ) -5— Ak -2, 4- WEIE —Jig
(R950177)

[1331] N2, N4- 8 (3—J&H R ) —5- Ak -2, 4- BERE "R SR - T BE—& RV
PLF=AE N2, NA-X (3= 80— T RIS AL RO ) -5 0L -2, 4-WERE —Ji%. LCMS :
WEEAINTR] : 29.34 4yBh; SEAT - 97.2% ; MS(m/e) : 427.07 (MH") »

[1832]  7.3.199N4-(3— & 3E KL ) -N2- (3= U — T4 IRIE W Z 3L 253 ) —5- i 3E -2,
4 WEWE i (R950178)

[1333] 5 N2, N4-X (3— - T EIRIEEW FRLFEAREL ) —5- s -2, 4— WEIE )ik
Z IR, N2, N4- R (3- BRI ) -5 AL -2, 4- W AR SR - T Hg— i
BV BL =4 NA- (3= BEAE R HE ) —N2- (3= B — TR R I o 0t ) -6- Wit -2, 4- W
WE %, LCMS: ¥ Bda] : 18.33 4380 s 4l . 945% ; MS(m/e) : 369.09(MH") »
[1334]  7.3.200N2- (3~ JZFLZLFL ) -NA- (3~ K - T & FE W I FL 28 5 ) -5 & -2,
4— WERE —fi% (R950179)

[1335] 5 N2, N4- X (3— - THEBIEW FRZIL AL ) —5- ok -2, 4- wEmg iz 2
FEFERL, N2, NA- X (3- FZFE5HE ) —5— Fdk -2, 4- WENE R AR R - T Bs—id
SN LA A2 N2- (83— WZ B2 38 ) -N4- (3— B — ) R IE P IR R 3% ) —5— 2% -2, 4- W
WE —Jiio LCMS : WrEEBITR] : 18.82 4358 5 2 : 85.8% ; MS(m/e) : 369.11 (MH") .
[1336]  7.3.201N2, NA4- A (3— L5 R IE W T 5k 28 38 ) -6- L 2E -2, 4- mimg %
(R950184)

[1337] 15 N2, N4- X (3= B — TEIRIE W F IR AL ) -6 At -2, 4 WEng i 2 i
ZFIFEHE, N2, N4- 8 (3- JER AR ) -5 Ak -2, 4- BEng " EHAIR 4R L BE— R Y
LLr=A4E N2, N4- XU (3— SERFE PR ORES ) -5 L -2, 4- MENE —iZ, LCMS : ¥
BEEFIR) 23,41 53%b s 4lifF : 96.3% ; MS(m/e) : 483.08(MH") .

[1338]  7.3.202N2, N4- X (3— SHIRIEW FRZRE R ) -N2-( S5 mAEF R ) 5
Ho—92, 4-mErE — i (R950183)

[1339] 5 N2, N4A-X (3— B - |\ IRIEN PR ) —5- WL -2, 4- WERE g2
ZFEIFEHL, N2, N4- B (3- JLAERAL ) 56— Ak -2, 4- Weng —fGRIR SR CBE— & RV
DLF=A4E N2, NA- X (3— SERFEW IR IE R HL ) -N2—- ( L5 FAE AL ) —5- 3t -2, 4-mk
WE " H%. LCMS: #irfAITR] + 25.65 43P s 4 : 925% ; MS(m/e) : 569.08(MH") »
[1340]  7.3.203N2- (3— & 483 ) -N4A— (3— RN SR a0 5L ) —6— i3k -2, 4— Wmg —Ji%
FUNA- (3- JEIEARRL ) -N2- (3- FRILP LR IL R IE ) -5 0k -2, 4- memg i (R950180)
[1341]1 5 N2, N4A-X (3— B — T EIREEW FILFEGREL ) —5— WAk -2, 4— WENE k2
ZEREHE, N2, N4A- X (3 JZFAERIE ) -5 AL -2, 4- W “HER1 - RIE —2- I Okt
— A R DL A N2 (3 AR 2R ) —NA- (3— SR M CL AL R L ) 65— Rk -2, 4 WEuE L
FNA-(3— i FE AL ) -N2—- (3- BREN A FE AL ) —5— 2k -2, 4- WERE " JZ AR]85
ZAREM. LCMS : JrEIR « 9.84 78h s 4HRF : 89.5%;: MS(m/e) : 355.10 MH") »
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[1342]  7.3.204N2, N4-XU (3— B LJRFL R EL ) -5 L -2, 4 Mg —JiZ (R950181)
[1343] 5 N2, N4-X 3— B — ]\ RIE FNEIERIE ) -5— i dE -2, 4- W g2 il 4%
FIFEHL, N2, N4- X (3~ FLFEZEAE ) 5 Bt -2, 4 Weug O 1- R_IE 2 BRI Lkt —
B L4 N2, N4- X (3- BRI i GBIk ) —b— Fdk -2, 4- Mg —fik. LCMS :
WEEEINTIR] « 11.46 4304 s 4EFF : 83.3% ; MS(m/e) : 399.12(MH") .

[1344]  7.3.205N2, N4- A [3—(N- FRPFEEAN QR ) AR 15— ik -2, 4- MEIE %
(R950174)

[1345] 5 N2, N4 (3-8 — T I P IE A0 ) -5- BidE -2, 4- MENE )2
ZEIFEHE, N2, N4- X (3— gk A3 ) —5— ik -2, 4- meng Al 1- XPREHE 2- WL
Lt — AL NV LR AR N2, N4A- R [3- (N- 2K ARSI O3 ) 28588 15— ®ldE 2, 4 mimg_
o LCMS : BB : 32.92 48P ; MS(m/e) : 579.17(MH") .

[1346]  7.3.206N2-(3— f&FE2KIE ) -NA-[3— (N- 2K I8 L1 QgL ) ZR3E 1-5- 0k -2,

4— WERE — % (R950175)

[1347] 5 N2, NA-X (30— T HFRIE W FIZRERIE ) -5 Uk -2, 4- WEmE g2 )&
e, N2, NA- X (3 fEFEREE ) —5- JIE -2, A WEIE %A1 - KAPASEE 2- IROHKE
RN AT AR N2 (8- AR IR AL ) -N4A-[3- (N- 2K P43 O g 3% ) ZR 4 1-5— 3k -2,

4— WERE &, LCMS : W EBIA : 23.79 5380 5 MS(m/e) : 445.11 (MH") .

[1348]  7.3.207N4-(3— fZILIEIL ) -N2-[3- (N- K I E I Z g ik ) 85 1-5- ®EE -2,

4— WEILE )% (R950176)

[1349] 5 N2, N4- X 3~ TEBIEW FRIERIEL) 5 It -2, 4 Mg iz Hill#%
[FIFEHE, N2, NA- X (3 FEHEHREE ) 56— L -2, 4- mng —HER 1- KPS 2- ROk
L SN AR A N4- (3~ % FER 5L ) -N2-[3— (N- 2K 8 36 L% 3E ) 2R3 1-5- W& -2,

4= WEBE —HZ. LCMS : WrEAINTE) : 23.64 23 %h ; MS(m/e) : 445.13 (MH") .

[1350]  7.3.208N4-(3, 4- M 4 FER ) -5 FIE N2-(3- FRIEHE ) -2, 4- WERE )ik
(R926210)

[1351]  2-&3&E-N4-(3, 4- LA IERIE) -5 FdE —4- Mg % (0.028 73, 0.1 & SEH-)
{E MeOH:H,0 (1.8 : 0.22F) FZ BN 3- FEIENE (0.033 73, 0.3 =FFIT) FA4%
BE N T 100°C M 24h.  PrFR MV LLH,0 (10 274 ) #ke, LL2N HCI 4L (pH > 2),
FAE e T AR AR DL = AL B B I 724, N4-(3, 4- 2 R IERHE ) -5- fdd -N2-(3- ¢
RIE)) -2, 4-WERE % (R926210) o AEALAE RS BB FHAE CHLCL P22 1-5% MeOH £2
DU L pE G AT IR Y R R S 2 g5 mAEAH AT . 'H NMR (CDC1,+CD,0D) :

§7.76(bs, 1H), 7.30(d, 1H, J = 24Hz), 7.10(m, 1H), 7.03(, 1H, J = 8.1Hz),

6.89(dd, 2H, T = 2.4 1 9Hz), 6.78(d, 1H, J = 8.7Hz), 6.42(dd, 1H, J = 2.4
9Hz), 4.22(m, 4H) ; “F NMR(CDCl,+CD,OD) : —47196 ; LCMS : ¥ir &I [a] : 19.55 43
Bho 4T . 95% ; MS(m/e) : 355(MH")

[18352] F&E : URNYAA LK, |5, XHEGENE e R N AELE T B
PEAT R, WER R AR R R SR PR AL

[1353]  7.3.209 N2-(3, 4- W 2 “FIEHEHL) -5— FIE -N4-[3- (R THL) HH -2, 4-m
mE % (R925758)
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[1354]  FEANEAT N4-(3, 4- W 4 =5 FEIREL ) -5- sk -N2- (3- FIOR AL ) -2, 4- MENE
THEZ AT, 2 B3k 5 FIE NA-[3- (B3R ) IR -4 MERE HE A 3, 4- F
LA R R VAP N2- (3, 4- W4 R IETFEIE ) 5 IE NA-[3- (P IH)
-2, 4-mEuE . 'HNMR(CDCL) : 67.92(d, 1H, J= 3.0Hz), 7.78(bs, 1H),

7.41-7.31(m, 3H), 7.12(d, 1H, J = 7.2Hz), 6.94(bs, 1H), 6.81-6.75(m, 3H),

468 (s, 2H), 4.25(s, 4H) ; "F NMR(CDCl,) : —47438 ; LCMS : ¥ B i a) : 17.73 )
B, 4ifF . 100% ; MS(m/e) : 369 (MH") .

[1855]  7.3.210 N2—(3, 4- W4 5 ERHL) -5- HUdE -N2-[4- (BRI ) 2RI -2, 4-1%
e % (R925760)

[1356]  (EAHMRLT N4-(3, 4- WL AR ) 5 #2E N2-(3- BREL ) -2, 4- mEmg_
iz WA T vk, 2— GURE —5— FdE —NA-[4- (AL ) R 14— mEug i 3, 4- T2 —
HERIE RN LA N2- (3, 4- WL R AR ) -5 Mt N2-[4- (R ) KA -2,

4—-WEIE — B, 'HNMR(CDCL,) : 67.92(bs, 1H), 7.62(d, 2H, J = 8.7Hz), 7.36(d,

2H, J=8.7Hz), 7.19(d, 1H, J=2.1), 6.87(dd, 1H, J=27#187Hz), 6.79(d, 1H,

J = 8.7Hz), 1.68(s, 2H), 1.28-1.23(m, 1H) ; '"F NMR(CDCl,) : —1.7166 ; LCMS :
WERARTR) « 17.86 43%P ; 4l 93% ; MS(m/e) : 369 (MH") .

[1857]  7.3.211 N2-(3, 4- W& AKEZRAE ) -5- AL -N2- (2- AL —2- RIEL 2K ) -2,

4— MENE % (R925765)

[1358]  7EAHMAS N4-(3, 4- WL AT ) 56— FIE —N2- (3- FaR 3t ) -2, 4- WEmgE —
fiz Ml#& iR, 2- 8 -5 R N4 (2- 20k —2- ZRFELLIE ) —4- MERg i 3, 4-F
O TGN N LR A N2- (3, 4= W 4 S FEZRIE ) -5 g N2- (2- 1k —2- 2RFL 4
F)-2, 4-mErRE %, 'HNMR(CDCL) : 67.79(s, 1H), 7.48(m, 5H), 6.89-6.71 (m,

3H), 5.41-5.38, 4.97(dd, 1H, J=3.6M75Hz), 4.28-4.22(m, 4H), 3.88(ddd, 1H, J
=42, 7.2, F114.1), 3.64-355(m, 1H) ; "FNMR(CDCl,) : —47910 ; LCMS : Jif B4 i}
[A) : 20.47 43%P ; 409 ;. 88% ; MS(m/e) : 383(MH") .

[1359]  7.3.212 N2-(3, 4- W & = & 3 K35 )-5- | 2E NA-[QCR) - FF 2 —(1S)- F
Hoo- R K H-2, 4-mErE_ % (R925766)

[1360]1  £F A0 L F N4-(3, 4- W £ — 5 #& 2K 36 ) -5- J & -N2-(3- ¥ &K &) -2,

A- W W G 2 A BT VAR, 2- A3k -5 g NA-[(2R) - FR R - (1S) - Sk 2 oK
kLA ) A WERE G AU 3, 4 W & AR 2R G e LA AR N2- (3, 4- T 4 T AR R R
HE)H-F A -NA[CR)- R E-(IS)-F E 2- KL 2 FE)-2, 4-mEmE — g, 'H
NMR (CDCl,) : 67.80(bs, 1H), 7.71(bs, 1H), 7.36-7.23(m, 6H), 6.91(dd, 1H,

J = 3.0 A1 90Hz), 680(d, 1H, J = 9.0Hz), 5.17(d, 1H, J = 8.1Hz), 5.01(d,

1H, J = 3.0Hz), 4.56-4.50(m, 1H), 4.24(s, 4H), 1.10(d, 3H, J = 6.3Hz) ; “F
NMR (CDCl,) : -47840 ; LCMS : #ir W) : 2143 73 Bh; 205 : 99 % ; MS(m/e) :

397 (MH") .

[1361]  7.3.213 N4- PR K N2-(3, 4- W& | I FER ) 55— AL -2, 4-mEug fL
(R925794)

[1362] TEAHMA T N4-(3, 4- W & | FEHEE ) -5 JAE N2-(3- HoRFL ) -2, 4- g
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TS IR, 2- R -NA- M2 -5 R 4 ﬂ&ﬂmﬂﬂn:a 4- TVZ, AR LK
e S B A= A Nd= IR 3 -N2-(3, 4- W24 4 3E2R3E ) -5- 3k -2, 4-mEng W%, 'H
NMR (CD,OD) : 67.62(d, 1H, J] =4.2Hz), 7.31(d, 1H, ] = 2.1Hz), 6.86(dd, 1H,
J =24 F187THz), 6.68(d, 1H, J = 8.7Hz), 4.23-4.16(m, 4H), 3.99-3.89(m, 1H),
2.03(dd, 2H, J = 2.1 F 12.3Hz), 1.80(dt, 2H, J = 3.0 Fl 13.5Hz), 1.72-1.65 (m,
IH), 1.49-1.20(m, 5H) ; “F NMR (CD,OD) : —-48332; LCMS : % ¥ I [A] : 24.54 4}
By 4ifF . 95% ; MS(m/e) : 345(MH")

[1363]  7.3.214 N4-(4— RILIF L ) -N2- (3, 4- W4 T FEHE ) -5 ik -2, 4-mEng
% (R925795)

[1364]  (EAHRLT N4-(3, 4- WL AEZRE) 5 #2E N2-(3- JBREL ) -2, 4- mEng_
fa 2 W A, N4-(4- RILIF O IE ) —2- Gk -5- FFE —4- WERE R 3, 4- W2 &
FLOEIGE OV LA 248 Nd— (4- IR IR O ) -N2- (3, 4- W& AR FEEIREL ) 5 s -2, 4- 1%
e — . 'HNMR(CD,OD) : 8§7.62(d, 1H, J = 4.2Hz), 7.31(d, 1H, J = 2.4Hz),
6.84(dd, 1H, J = 2.4 fl 8.7Hz), 6.70(d, 1H, J 8.7Hz), 4.23-4.18(m, 4H),
3.99-1.08(m, 1H), 2.59(t, 1H, J=3.9Hz), 2.16-2.09(m, 2H), 1.91-1.84(m, 2H),
1.78-1.57 (m, 4H) ; '"F NMR(CD,OD) : —48152; LCMS : Wi INF[E] : 19.31 2> fh; 4B
. 96% ; MS(m/e) : 389 (MH") .

[1365]  7.3.215 N4—(3, 4- W LA RE ) -5- Ik -N2- (3- R E ) -2, 4- WFENE —fi%
(R925796)

[1366]  7F #H fl T N4 (3, 47EZ:$&%X%>75*%%*N27<3 BoaRH )2, 4w
WE e 2 & AT, 2- AR B BUAE NA-(3- R R AL ) -4 BERE E RN 3, 4- W 4
ﬂi&%ﬁﬂﬁ&)‘#uﬁiNll—(S, 4= 0 & AR RS R R ) -5 AR -N2- (3 R HE ) -2,
4- WE IE k. 'H NMR(DMSO-d6) : 69.30(s, 1H), 9.12(bs, 1H), 8.91(bs, 1H),
8.02(d, 1H, J = 3.3Hz), 7.35-7.30(m, 1H), 7.24-7.21(m, 1H), 7.12(, 1H, J =
1.8Hz), 7.09-7.04(m, 2H), 6.67(d, 1H, J=9.0), 6.46(dd, 1H, J = 1.8 fl 8.4Hz),
4.18-4.12(m, 4H) ; ""F NMR (DMSO-d6) : —46594 ; LCMS : Wi B4 I5f IR : 18.43 7> #h 5
afiff . 97% ; MS(m/e) : 355 (MH") .

[1367]  7.3.216 N2- 4% TN & -N4-(3, 4- W 2 "SR FE R FL ) 5- AL -2, 4- WgEng — %
(R925823)

[1368]  7EAHMAT N4-(3, 4- W& A FERAE ) 5 IE N2- (- FEadt ) -2, 4 whng
TRz W TR, 2- AR -NA-(3, 4- WL TR FEIEE ) -5 B —4- WRE e UG
I R% S B RA =25 N2= S T -NA- (3, A= F & AR AR 238 ) —5— il dk -2, A- BRI —f%,
'"H NMR(CD,OD) : 87.71(bs, 1H), 7.37(d, 1H, J = 2.4Hz), 7.07(dd, 1H, J= 24
1 87Hz), 6.75(d, 1H, J = 8.7Hz), 5.98-5.85(m, 1H), 5.19(dq, 1H, J = 1.8 Fl
16.8Hz), 5.06(dq, 1H, T = 1.8 1 10.5Hz), 4.24-4.18(m, 4H), 3.92-3.68(m, 2H) ;
“F NMR (CD,OD) : —48552 ; LCMS : #FEIHS[A) : 19.36 438 5 4% : 95%; MS(m/e) :
303(MH) .

[1369]  7.3.217 N4-(3, 4- WL 5 ILIIE ) -N2— (4- ZIEKIE ) -5 5k -2, 4- mmg —
iz (R926237)
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[1370]  EATMLLF N4-(3, 4- W 4 5 FE KA ) -b5- F AL -N2-(B- IR A ) -2, 4-
WE R IS T ER, 2- E3E -N4A-(3, 4- W & A IEIEIE ) -5— Sk —4— mEmg g AN
4= LI N BAF 4 N4- (3, 4~ WL IR IE ) N2-(4- LHEFI ) 5 FAE 2,

4-WENE —f%. 'HNMR(CDCL,) : 67.87(bs, 1H), 7.42(d, 2H, J = 8.7Hz), 7.26(d,

IH, J=3.0Hz), 7.13-7.08(m, 3H), 6.95(dd, 1H, J = 2.4 1 8.7Hz), 6.82(d, 1H,

J =9.0Hz), 6.60(0s, 1H), 4.23(s, 4H), 2.59(q, 2H, J=75Hz), 1.20(t, 3H, J=
7.5Hz) ; “F NMR(CDCl,) : —47549 ; LCMS : ¥ BB 7] : 2531 20 8F ; 4 fF . 99 % ;

MS (m/e) : 367(MH") .

[18371]  7.3.218 N4-(3, 4- W & 4 & X35 ) -5 i 2k -N2-[2-( & B 3 ) K IRk
M —5— 4k -2, 4- Mg i (R926690)

[183721  FEAHMAT N4-(3, 4- WL HERIL ) 56— il —N2- (3— oS ) -2, 4- Mg —
fi 2 WIS W TR, 2- &3 N4-(3, 4- W& 5 FEFRIE ) -5 I —4- WEIE e fn 2— H
SHRIE —5— JHCHE R R R S W BL = A N4— (3, 4- W & A E 0% ) —5— Gt —-N2—-[2-( FR
SRS FEIFRI —5— JE 1-2, 4- WERE —Ji%Z. 'H NMR(DMSO-d6)