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P— DA ERZEUR ;3L (C-Co) Fef i, KA BTk — DN A 2 B 5

[0038]  —C(0)—(C,—Cy) Htdk, Horh Pk bt B4 T b — AN B A s Z BUAX

[0039]  —C(0)—(CH,),—(C,~C,,— Tkt ) ;

[0040]  —C(0) - (CH,) ,~NR°R®, 1 RUF R ° 4% [ Sl 7 Hb Ay

[0041] & ;

[0042]  (C,—Cq) Jedi, (Ee b — A EE N i 2R

[0043]  (C,—Cy) ke 2L, ikt — a2 A 2B ;5.

[0044] 6 & 10 Ju75 4%, ATIE ML — DB A T IR AR (X% 5 (C,-Cy) bk, HAHIT
AT — A B N R 3 (C-Co) KA, HAR BTl — A a2 N i AU
[0045]  —C(0)-(CH,),~0-(C,~Cy) kit ;B

[0046] —C(0)-(CH,) —0-(CH,) —(6 & 10 Tt ) ;

[0047]  R*JHy :& - (CH,) OH ;K5 5-0-(C,—C) Kt dd TR (C,=Cy) Fidk, [Lik g — I Z A
FHUR

[0048]  R°H & ;3K (C,—Co) Witk (g — NI EZ A HEUR A n 2 0.1 3K 20
[0049]  fE—SEjlE 7 &, AR R T X 1D FIHEY -

[0050]
R‘
O 0O
NH
N o
Nﬁ RB
R? (1D,

[0051] e L2427 B ml sz i & A AL A ST AR b g, Horp

[0052] R*A : & ;X & ;- (CH,) O0H ; (C,—Cy) %& ik, A 3% M g — D2 > i & AR s 5k

(C,—Co) P AT — B N WU

[0053]  R*H :& ;- (CH,) OH ;3 ;-0-(C,~Cy) Kidd ;3 (C,=Cy) Fidk, ikt — oA

X 2% HUAR 5

[0054]  R®Ay & ;K (C,~Cy) Kedd, ikl —NEkE A K Z B s n A 0.1 3K 2.

[0055]  7E—SLjfi 7 i, RONE. B0 S r &, R ENE. £ LT ET,R5N

(C=Cy) Kiddk ATIRHAT— NEEA K EEU. E 57— SZiE EH, REA - (CH,) 0 Bi#FH .

FER—SLETT R, REA (C ~Cy) ek, ik tigl— PN e A K Z B

[0056]  7E—SEjifi /7 &, ROAE. fE9— L &H, RN - (CH,) O B L. 725 —5L

JETT ST, RONZEIE, 70— LR T, RPN -0-(C -Cy) kidk, Mikihpi — ez

AR fER—SLi /T EH, R2A (C —Cy) Kk, [k Hip — N E A R U

[0057] FE—SEjfi /7, ROAE.. 105 —Lil /729, R6 fy (C1-C6) ek, Mkt — A

EEZME I

[0058]  FE—SEWEiTET,n N 0. S —SETRT,n N 1. £ KT EF,n N 2.

[0059] AR FAFRMEAIAL AL A R R ROF n FTRAS .

[0060]  7E—EAARISEiET R, REAFI, A8 i r s, ROVPEIL. A5 %
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TR, RN —CF o B —SEET &, RUAF I Cl,
[oo61]  7EY—EARRISEIE T &, RONFHE, 7858 S & H, RN —CF 4.

[oo62]  HLARRSEHI AR, (HART -
[0063]

H H
o OTIZT:T?O o Q. N o O 0O
. NH
~ A o
N") N,/"\ N_« 2
b

¥

O O 00 Ky OO0 y4
"{L_nf 4{Nf %K'}
N o= O N o N o
— B N== —
N H Y N »

H H
§ ;—{ NH | ﬂ
N~ o N N
Nmﬁt , N//l\ N/’k
O N._0 o N._0 ¢t
(e U CF, O U 00 y
N
! ! Eate
N o

O\ H 2 _H
N NH N
8¢ o o
N N==
F
F’

b4

[0064]  7E5 sk &, AR BIRA 7 (1D ML &Y -

[0065]
{CHy)-NHRY
0 0
NH
N 0
Nﬂuﬂiiaﬁ
RY am,

[oo66] e HLZh=: BT 1 Eh AL R SLAR S b i, Horp
[0067] R“A :
[o068] &

[0069]  (C,—C,) %k, FidHiplh — a2 i 2B
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[0070]  —C(0)—(C,—Cy) Hrdk, Horh Pk bt B4 T bl — AN B A s Z BUAX

[0071]  —C(0)—(CH,),— (C,~C,,— Tkt ) ;

[0072]  —C(0) - (CH,) .~NR°R', J:H1 RHII R “& [ Jhsr Ay

[0073] & ;

[0074]  (C,~Cy) kidk, Lt — a2 i BN 3R

[0075]  (C,~C¢) KtfaJk, Fe b — A B2 A~ i R U ;3

[0076]  —C(0)—(CH,) ,—0-(C,~C,) %k,

[0077] RN <& - (CH,) OH ;3 5-0-(C,~Cy) Jidd s (C,=Cy) Fidk, ikt — oA
b AR

[0078]  R*M & ;3K (C,—Co) Witk (Tt — NI Z AN R EUR A n 2 0.1 3K 20
[0079]  7E—SLHETT T, RONE. fE5—SLHHET, RN (C,~Cy) Filk, [Tk —1
HENKREIR. 5 — LT ET, RN -C0)-(C ~Cy) Fitk. £ —LiEHES , R
A =C(0) = (CH,) ;= (C,=Cyo= FRTEHE ) o FE 5 — L7 S, RUA -C(0) - (CH,) ,-NRR, A R°
RO FHERI . 7R —SiE T, R YA ~C(0) - (CH,) ,—0- (CH,) ,— (C,=Cy) %tk

[0080] fE—SEZiETTEF, RONE. A —SLiEHTERP, RN —(CH,) 0N BifEFE. 78585
WETT &R, RONZEIL . 5 — ST R, RN —0-(C —Cy) Fedk, Mk — A2 g &
AR RS —SLi /7 E, RUA (C—Co) Kk, [Tk Mgl — N E A R U

[0081] FE—SLjfi /7 &9, RONE. fE5 LT EH, RYA (C,—C) Kk, ik —1
EIEZ M NI

[0082]  fE—SEjEi 7 H, n H 0. £ KT EP,n N 1. /£ SLHTEF,nH 2,
[0083] AR FAFRMEAIL AL AR R R ORI n FTRAS .

[0084]  7E— EAARMSLiE TR H, RONF I, 787 — L7 &, RN -C(0) - (C,~Cy) Hitk.
TE 5 — L 77 S, RA NH ,o 7E 53— 3277 1, RUA €(0) ~CH ,-0-(C,~Cy) Ktk

[0085]  HLAAMSLp] s, (HART -

[0086]
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OsN_O 0s N0 N
NH, O U NH, O U NH; O OUO
e € LI
N/J\

NH, O O © NH; O OUQ O\)LNH 00
FH &Y T
N/)\ , N’*[\ , ,
o 0
Ao OIN)&C) N o O ~~~A o °j/\"j°
=3 N N Ef:ﬂ:ﬂ\"
x N/)s\ . N’)\ N¢!\ .
{ Q Q
ro\im Qj,\*-*jo S G ojv\njo a kL, ofj,,o
61 N N N
Nék s EJ:(:;L\ N’A
i Oa N0 ° H HaN e O MO
ANOTN O TI:N:I’ 0 OxNaz© 2 o) ij:;J:I;
N » N(J\ , N,;\ R

T Ty, TR

¥

[o087]  7E5y sk &, AR BIRM 7 (V) LG

[0088]
(CHy)-NHRE
(o3 «
NH
N o}
N’“{' Rrie
o .
B {v),

[0089] S 24 Bm[HEs2 1 & AR AT AR i ik, Hirp

[0090] R®A :

[0091] —(CH,),—(6 & 10 JtA %) ;

[0092]  —C(0)-(CH,),—(6 % 10 Ju 4L ) BL-C(0) - (CH,) ,— (6 & 10 Juieis k) , Hrp ik 75

FEBUR 75 A e A — DN ER A N IR B B R« 3R 5-SCF,; (C,—Co) ik, HoAR By fFi b
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P—ANEEANEEZEUR ;3L (C-Cy) Fid I, KA BTk — DN A S BUR 5

[0093]  —C(0)-(CH,) ,~NHR", H:d R" Ny .

[00904] 6 & 10 Ju 754k, AR EHIA — DB A T IR B (X% 5 (C,-Cy) Fikk, HA S
HHAE— AN A R B (C-Co) Fria s, HAR STt — A2 > i R AU 58

[0095]  —C(0)-(CH,),~0-(CH,),—(6 & 10 Tt ) ;

[0096] R*A & ;- (CH,) OH ;4HL ;-0-(C,—Cy) kit ;3K (C,—C,) Fedi, ik — Ak £ A
FHUR

[0097]  R'H & ;8H (C,-Co) Fidk, [Tk — B2 A K =B Al

[0098] n A~ 0.1E 2.

[0099] FE—SEjE TR H, R -(CH) ~®6 R 10 mF ). /£ — LT RS, R
9 —C(0)-(CH,) ,— (6 2 10 JuFF &L ) B —C(0)—(CHy),— (6 & 10 JuZ& 5 5L ) , Hh Frik 75 FE 5k
e F5 B F TR IR AR . AR5 — ST R T, REA ~C(0) - (CH ) ,~NHR", H i R4 6

210 Jory AL, 0 TR IR B . AE 5 — S 77 2+, RN -C(0) - (CH ) ,—0— (CH,) ,— (6
210 T ).

[0100] fE—SZiETEF, RONE. £ —SLilETRS, RN - (CH,) 0N BifEHE. 78585
WETT &R, RONZEIE . 25— R, RTA —0-(C —Cy) Fedk, Mk — AL &
AR fER—SLi /7, R™A (C—Co) Kk, (I Hip — N E A R U

[0101]  FE—SEjEi /7 R, RONE . 1ER LT EF, RN (C,-Co) kit (LI —4
EIEZ M NI

[0102] fE—SEjETEF, n H 0. £ KT EP,n N 1. /£ LHTEF,nH 2,
[0103] AR IR S EFE I RS R R A n FUERAE .

[0104] FE— HARMSZE T RS, RAF . /£ — LT E T, RS -C0) - %

B¢ —C(0) —CH,— 7k, A B Ok J AT 1k Hh e FR G L —CF R/ Bl R EUAR . AE ) — St 77 %8

H1, REA —C (0) ~NH- 85, At Brid SR BT 1 Mg FR L L —CF A1/ B Z ELAR

[o105]  EARMIL AW EFEEART -

[0106]
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(o]

O
O N0 ')\NH 00 N0 e} o G 0
Q/LNH o NU £ NU o NU

c <INJ\ i :N"‘K (:) Ii j:,fl\

QNK(NH Oqyr Mo ys© ‘3 o, g O r MM O N 0
W ST O
N N N

A ~
' i N_.o NH O N0 H e
peg P el v el R P e}
ci N~ , NN s N&‘\
NH
MM o] N ¢ yo
F c I,ﬁk A é{kﬂl ;':
, N , Y ’
N*:*\g:) @Yn .o R._s0 Q\(w o Oxp Mg ®
% o O N0 [ af\“l:r : EIB\NU
N
NN , > ’ N ,
o 1 CFa
m’n o ° p° WH Oy oMo u0 O\a/n o H_ o
L7 A L7
FFE?F l @\‘rﬁ o u o C%T&(n n
< H H 0 o) 0
Ui er il Oy e
N N , N

R 3

T B0 U RN ot
¢ ooInjo F O{, éfgzﬁo e I :I\jc
ejf: g KK &I,,A\ |
[0107]  BRAES A Ul B, WA R B BARTE “25% Brl42s2 (£ fe 2525 T2 1
TR G &R, FriA R ORI M AR, &&5 RO TR AANLER, 40,
EARRT « B2 EETR AR 2 A o8 IR L ORI R o P IR A IR 1R AT R 1R T TR L FP R
B R HRER R R A 2 R A A MR I 1 LR IR A K H R L SRR  Eh 1R FE LT
MR FLIR ok IR P IR IR L PR AR TR AV R T IR AR V2 TR R LR S TR TR I L 7K
Wl A TR IR  BRHT IR 0 B ORI I IR W A R N FROR T PR S5 . A2 —SEE T &= h, A ld
()72 EhIR \ SRR T B M IR
[0108]  BRAESA UL, AR B R ARTE “IERed” fe Xk &), Ha— a5
SAELAN o EE D4 S ALt B EEE LT EE AN SV RN K R, Bk i
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T NKEYD

[0100]  BRAESA UL, AR ORTE “Hi25” iR &Y BRT Y, Hon] DL A % A4F
T (AR ) KR A BOR S BT R iz & . 1245 1 L A 35, (HAN R
T AL R AWK AR B 3 Lo ] A ) KA R T AR A K A TR S T A A A A R e
FH R IE T AR ) KA O B B8 TS T A 7K e X B R R T AR K A ) R R B SR AU AL 4D o
AT 24 1 Hoe sEB 45 5 —-NOL -NO, —ONO B, —ONO, Tl AL &4 . HiI 25 DAL AR st 4 FH
FNHI TRk 4%, EbI07E Burger’ s Medicinal Chemistry and Drug Discovery, 172-178
,949-982 Manfred E.Wolff %, 35 5 iz, 1995) Fll Design of Prodrugs (H. Bundgaard %,
Elselvier, New York 1985) FPH§iR 7714,

[o110]  B&RAES A Ul B, AR & B FH R ATE: ] AR K At 1) 2 FR IR IR 7 < T AR ) 7K e ) e
BEHR 7.« AT AW 7K M R IOR 7 A < AT A= 0K A R R B 40 ) 4840 S ) ) 2 2 P IR R Tk IR
B BEAR B ER I, ‘B4 : 1) ARzl SV A I, BRI T iz S YA RIRAE N
PRI, EE AW IS A PRSI TR B FH IR 46 B 2) AW HESE T 10, AH AT AEAR P B A B
VTR A . T AWK A B A R R B 1 SRR (AN PR T R AR g e B i BAR
12 e VB IEIR TR SR e FE e R IR RN 2% 55 S e N SR Tk e 3 o3 () ‘= L P BRI o

[o111]  BRAE A Ui, AR BAE A ARGE “ STAR A AR B8 BT A 0T i e A4k / STAK 7
AR WA AE ) SEAR ) B AR AR K I &4

[o112]  BRAESA VA, AR BRI ARIE “ AR A 2 )7 Fa 8 S A — P or ik
PRI HEREAR EA T RGN E TR A& . B, B —FHPori
GRS A A A GV EEAR EAT 2L SV B R A i e da ik . A A F e
O G SAR S AV H S VPR R AR EA T ZAL SR e HEX ik R b 4k . RS S7
1 SR AL S EHE R T4 80% B AW — P AR AR AN T2 20% H &
IZAA P o AR A, SR K T2 90 % B 2 A Y0 — Fh S Ak A 44 A0 /)
T 41 10% H & FAE P H & AR g, ARk KT 20 95 % B B xS —
SEAR AR RNT 29 5% HERIZAL A H B AR Rk, BUK T 4 97T % EE LG
YO — Pl STAR SRR RN T2 3% B &G e oAk 74k,

[0113]  FRAESA Ui, AR B R ARE “ TR 2/ & RS KT 2 55 % EEL
G — BhOTAR AR, KT 29 60 % BEMALGTI— Rk Rk, KT 4 710% H &,
BURT 29 80% EE ML EWH— Mk R iEAH G

[0114]  FRAES A ULIH, A& B AE F BAGE “ X i ki ai ) ” fe A — DN F Otk &
YIISAAR SR A B4 S, KRBT iR E 7 B A — A F PO s
YIRISIAR i B LA S

[0115]  BRIAEIIAULEH, AR B I ARGE “ be kit ” 45 HoA A8 R W4 & 008 5 1 2 i B
BEE IR . ARRMER A BB e ds - 3L, - 2L, - BTN, - IETT 2, - B
- B O s A S RE e s - AL P T R - BT R - BT 2 - Rt 2- F
BT 3- HER T O 2- HE LR 3 L IR (4 R 2- R O 3- R LA
4- REE OO 5- AL UL 2, 3- R RS ORGE “n R AR T

[ot16]  BRAEIA UL, A K A IAE “BRbe it ” F8 605 3 & 16 Mk i+, IF HAE KR
FZIHEA L EBIENR (resonating) XEERFEAEPISS . HA[EE 1 2 4 MF. REURK
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IR B SEAL G, AHA IR T IR AL IR T 38 IR 8 IR O M S NI se 3 o FRBEFE T DAg—
B A BB .

[0117]  ARUMEH K ARIEF L IB0E 5 £ 14 PR PRI S T RIF T IR
JRF 2 NR . SRR AN BN IREWRAEY, g -, = - 5B =
A A S R SRR B4 Eetn 5, 6, 7, 8— DU 2545 , 45 i Hb, BIridk 25 3L 7] D) J& SR
IRBOWIRIR . ARFRPER) 5 T FE IR I B L 2 0k | et L FESE AN ZE L,

[0118] ]84y, 0 SR (1 45 W RO 1Z2 &5 40 4 1K) 2 B 2[RI A7 AE AN — B0 ) PAA IR 1)
SENNHE o BEAD, Q0 A5 R B R R A TR STARAL 2 B A R 4 B 2R Sk R, W45 )
B A0 43 LA 2 i DA 4 L T A B SR e A

[o119] 4.2 JBJ7 BT ARSI 771k

[0120] AR EHFRAL T A KR BHAR HE AL A4, B 2527 T 8252 n 3k i e (4
WIKEWY) ) B 25 S BLAR SR ARG T TR AT/ B il 25 R 8O E B 71k . AN
SR B IR A, AR AR B4k A M mT DA ) A8 AR RS AT ] R 4 i DT 1) AR R
JIT iR g i K 7045, B ARFR T 2 INF-a . TNF-B . IL-12. IL-18, GM-CSF #l / B{ 1L-16. /%%
e BRI AR, AR R AL A4 mT DIORS R S0 48 TL-10 B9 & 240 M R+ A il A/
AR T 0TS A B L85 5, T S EC i R+ th o, (EASPRF TL-12 F1 / B¢ TFN-y
ARG 5 Ak, AR B R AL B4k A 1 m] 380 NK 48 () 4E Btk — -3 009 40 e 55 1
(ADCC) o T H., A= & BHHR A A0 A P mT DA Sy 8 = (A / Bl BB 1t 1, DRI AT AR AL T
e BTEL, AR B BB F R A, A K IR AL AL S B A 1 — LU B A )X SRR AT LA
FEEATAT A TI697 IR/ BCTRB 2% Bl s BOWE -

[0121] 3 B E (1 SE GRS, (H AR T 8 E « 5 M8 R AR HH QB9 E S 3808 B R E A
BT R R X IR MRS A E ( “CRPS”) VERBEARME ( “MD”) FUAHICEEAAE 5 R i 3597
E A FR A IR I A7 AR HU L S B FER RE . CNS JRE . CNS 545 1) Jik B 56 i A0 AN A 2% 97
RE BRI AN RFIAE IO RE L2088 PR AU DGR E (3R I ) « TNF a AHICHIE S H B &
Fho s AR o

[0122]  BRAE A UL, AR B ARE “Y597 7 SRR BREL M om BURE  BUE 5 1%k
I B REAH O 1 — PP B 2 PR . AEFE LS 77 22 0, i ATEFE ) AT IR RE (1) 8 B0 E
(A A4 it FH — Pk 22 b 7 B 7 350 1T A B od 2 8 B30 iE I BB A B /M

[0123]  [RaAEF A Ul B, A9 R BAS FH B9 ARAGE “ FiB 7 i 35 22 o8 SO E » BCH: — Pk &2 FioiE
RERAE B KBS HL.

[0124]  BRAES A UL, AR B A ARTE “ 07 F8 BT B GE m BORR E B — PhEk
Z PRI R I BECEAL . 38, ME TP BOA T EGHT B A AR A S 2B
BURAE YA

[0125]  BRAESIA UL, A& AR AL G U097 A R SRR T BRI m BURE
H R SRR T a0 Ak L B 2 8 AR B /N5 B 5% 908 B0 R AH D% (1) — P B P IR 1
. WEMRRTA RER BIES e T RS IR RI &, 1% SR T B
PR BURE AR UG s AL . ARIE“IRIT A E” T LLEREGE BANGIT | D BOEE G
T BIORRE FRPRE TR B PR B0 19 5 ) — PRI T I YR I T R N &

[0126]  FRAESA UL, AR AAEGYE) “TPTA & 18 2 9% TP 2 7 BURE « BX
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TR HERNE. ALEMRTRPTA &5 b e e Wl Gn A a7 I &, 1%
SAETPTTR PR (LT sk . ARIE PP A&7 Al LA RGO A T T B i o —
TRB7 15 0 P 2 5 )

[0127]  Je JiE IR W7 998 i 19 SE 400 A0 45, H A PR T Muller %8 A BYSEE %05 6, 281, 230
M1 5,635,517 ;Zeldis ] 2 A~ 3% H & B 3, £ #2004 4 11 H 4 H &4 09 A FF
5 2004/0220144A1 (B B 38 A& 78 48 A FE BB 9T (Treatment of Myelodysplastic
Syndrome)) 2004 4F 2 H 12 H A H ] 2004/0029832A1 ( %2R VG ST (Treatment of
Various Types of Cancer)) 12004 4F 5 H 6 H/AAAK 2004/0087546 (H Bl A M7 im
HIVE9T (Treatment of Myeloproliferative Diseases)) FHHA R ABLEL . sLf) i EHE 2004
12 H 2 HAFFR W02004/103274 AR IBEE . 44 B A iX L 225 SOk a3 A 2 i
DR P N

[0128]  JhE (1) FAK SE A0 45, B AR T« e P tn B 3008 itk R 550 IR B 3 L+
B B e e | O SR R P IE  EE  EE  ERE  RE  SK U L T I | 52
FUIE B IR B B T S L W L B AT ATDS- AHOCIERE . TR A
Yo m] FHT-I6 97 M B B, B 22 kT i e A T AT 1 1 s, 48] 2 s o 2 4 i
P A I R BN A M P I oAk B e P s AR A P A I . AR BRARBERIAL B
A FHTYRIT S TPT Bl i R PR B 78 1 e

[0120]  H& BARRRERE CLRE , (HASPR T < MG SR 2 Jiv g L S A R A Pk | o 22 4 e | i s
Jed | I8 40 B2 2 MR 22 R VRN 6 % L 22 T P S e Jo 40 e ol e Jo 4 e g ol 1 P Joa e 3t
S AN B i e e S R o e R R T A T T SR 22 T T IR T 4 R L 22 TR P 2D R
Z R TR IR P9 A WA | B IS Dukes  C&D %5 1 BELIE « ASTT I IG (0 45 W EL W I s
Fo 1 A 40 e « R i 5% QAR A% 28 S PR i 4 I M 1 L 1 e AR E 40 B 2 1 afs (CLL)
AT LR AR A SR R L S T— 40 B bk TR | B2 Pk B— 4 bk E2R L 9RiE MK B- 48
J bR 208 AR bl MR R i R P R 208 (Rl R, s (E AR TR R 3008 ) U
P D) 2 g X ke 90 e AR T) 2 98 % B AT S MR  FL SRRV M9 S B PR L R ZA R R
A B 99 7K T 8« B 00 07 40 P 2E 23 40 i 3 22 o0 P IR LRV S @R AT B AL A 4 R &
AN GEE R YERT PRI L DB fa S S R AN AT A G BRI B W Wal denstrom” s
BBk A IUE AR B SR e R MR B R B O R L R A M BT 21 i L R R
W TV HHE AL VE R 21 B B AN U PR R B MR A7 - A EUSMERT 2 s AL
R  DEI Ve e RIS A I . 7 — BARRISEiE T 90, Frid s e &
HRIE . 100 — ST B, PRI iE & MEva MR BOM AT BUBUH A U R RE

[0130]  7E—SLifa 7 =, AR IR LIR YT TR Bda il &% Pk X A w0 7572, Brid a1
5 B A1 P 4 O 200 L 2 1 I 18 PR 4 P 1 L = P b CE A P 1 (3 I s S
BB 11 1 s A S M R BE A O 1 1 s , S SRR HEVR B B P I L LR, 70 2006 4 2
H 9 HAFFHIZEE LR A S 2006/0030594 1 BT A, B H AR @ 5 HIF ALK
P

[0131]  RiE “ A ” 15 MUBE A R PE RN« A s RS (H AR T <42 1 Ik 4
M A9 1 P R 0 P T P e bR A P 1 e s R P 1 e A M
BEAN MO ME (A I B (1 00978 ] BASE BRI VR B BN RS T B B . RE “B R
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()7 FRAER YT i ML O 48 I 2 1) SR 3 TR 1 L9 240 L 7t B0 DA R T I 4 e a2 >
[RITE L AR “ MV BB PUIE R Fe BT SRV T ), 3 BB Rl U5 B A AR B8 (1 s
A AR D o

[0132]  fE 7 —SEiE 7 &, AR HARAL T YR IT TP B4 il 5 P 2 AL () Ik R B R AR
AR (NHL) B)7775. ARG “WRE IR 7 48 76 DR P B2 R0k T2 28 40 Hh 7 A 1) S D i
o “NHL” $87E 9% 22 G0 IO A bk ELASE 400 M 1 S0 R o v B3, T I 9% R G A A AL 4
RS CEBE B RS 0E . NHL (OS2 EFE, (HATR T b4 ibk s (MCL) 3 4y
A 49 R E 230 A 9 EEL8 e i) 9 2 400 PR AR R0 (TLL) AR T AT 20 A vk 8 44 i e vk 2 53
(PDL) « FP o2 Pk 298 (centrocyte 1lymphoma) « /R P4 /N 42 24 20 bk B2 988 (DSCCL) < JiE
LT IR EELR AT AT AR R N A LT AT AL A AR ER (&5 IR oRiE M L BR A
P (blastic) FIAMETEMERE ) .

[0133] 554~ HAER (1) 1ML/ i AR A 5 1 B DAL R AiE 149 922 90 R0 9o i 19 S B 6, (EAS TR T
RAETIA « H B T IZ PRI e B T2 18 A% 1 9 A8 N M 2 T 4 B 12 5 0 IR S8 T A
AP ik 2o M i A I 78 P 2 PR R S5 A= I A8 PR« ARG 20 (A 0 AR I8 T
) o 5 AN HABE I LA R A A D0 B R DA L R i A e o R i 1) B AR s 48 (HAN PR T
KT P T 5 P STAL v B IR 0 J7 3208 R RO 77 2 98 B IR 4 PR 8 2 IE L R B
WRFEERAAE B 0T 98 V100 A% S B B ) Y 98 I 8 . AR R A 4 A S -
RIEF LAY B E S P R A 2% 1 S A I RE « P R AR PEAR TS L F J& 28 L IR iR 2% . KA
ST P 2L YR PR R IO RN 5 BRSEAE

[0134] WM LB O, HEAE T A£20054FE9 A I5HAFKER LR AHS
2005/0203142 ik 1AL, 4 AT 51 H I AR R R HAR SRR FE, HART A5
S AR AP 2R PR IR A% T R R 2 P R VR A AR L P IR L ISk < Sk L A
ARG o

[0135] 3 AT I SL B A5G, (HAS R T - 54k S B a5 A0 5% B0 & B2 k45 « 52 ik
AT B O 58 MR DG 28 VB A S RH A R

[0136] A28 PE R B S 9 A0 4%, (B AN PR T <1 A4 CRPS. 11 %Y CRPS. e B A MEE 7 AR
(RSD) \ R A MUEPEE FA R VR PEE A R BN S R s R SR 45 A E I PP &
Ji Sudeck ‘HEBH HWMEERAR B FHESIEAIFEERAR. ZXMEH BB G
PR IR I 0 AH OC PR KIS A 4EIVUR AR PRI 55 SR B Ak B BE B A6 TR 0R PR R XU
PIR AP AR B PR AR 205 - T XU S0 M R PR AR R L S L AR PR A A MR O
B0 B 25 an KB R 2 oK (velcade) 51AZIHABLEL,

[0137] AR BT AR TE “ 52 2R X IB M 2R B 4iE 7, “ CRPS” A1 “CRPS MIAH R ERAAIE” $a
BA—MECZ PN IRFRE 2 PERRE S0, 02 B R PEBOE R TE, AR, 5T
YIRS (0TI AN 5| ST O B 0 S L ) IR i B (o) I 5 13 5 e 4 P58 9 g %) Ik
(1175 K IRL ) 58 RSB AAHPR I (B an R4 A% o B ™ R ) s AR T 51—
BRI AT I R B s LS SR IR (BRI A K e, AR K557 ) AH G
(A R R (K s e f 23 )

[0138]  EEPEAZYE (MD) MIAH R ZRAHE ML HE, (H AR T :2004 52 5 H 13 H AHRIZE
[ & F A FH5 2004/0091455 R [ LL, 1 Hoaw il 51 HF AAR S HAR B sEf 4, |
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ABET Z4E 0 (FPEOMDEYE (B IE MD ZAEPEAE IS B (ARM) « Jhk 28 s 397 A 1l %
T (CNVM) AR st 25 b R RV (PED) AL A i 5 28 i 2845 (RPE) .

[0139]  J¢ JBk 95 1) s 09 B0 465, AN PR T :2005 £ 9 A 29 H A AR EE L H A H 5
2005/0214328A1 FRREIR B HSLE o T 5| AR HARR b 4s, (AR T Ak
T FHAH IORER  DAZR B2 3t B2 AR KRR 1 52 DK 2 9 BROAE R I8 R A 45

[0140] AU BRAT ] BATE “ M4k 7 15 DAEAE A 002 10 =) B ket 2 AR O s i AR AT 36
B A%, AR H AR T e Mk om  BE i TE Ak im . AL B s 0 . B3 A AL (R BER
)~ RRITEEZE AR E B A R (PPK, 2 BRAAIEE ) B R s IR i . R
MR AR ZEE AR EE AR EETE E M ROPHE (plana senilis) .
H 6 PE A% R B R . ARG HRvEPE AL 7 L de i PR aia PEPE « Z AR P a2k Jk 4
ML . AR IE 2 B A — DB A NIRRER B BRI (B &, F B2,
SRR ) B RELAR A % BOIR LD BE B LN SR L NBEECINE S BN R A B AR
/N IS AL s BANE 5K R SV M A RN SRR s AL AR R
R s LSRR s IR AN M e B AN A e B s 2 % s R A e T A i
£ JORE 1515 AR AN e 1/ NERIRAT -

[0141] AR Bz sk B AR KNP AE B 52 D 98 R iE K SE 1 A6, (HANPR T« AAFfE R B it
A KM bR B B ATRRE B B R L, AR EAN R T, 5 00K 8 978 B A 9% 1 8 G ikt £
1im B — R IRAE PEIR A A I (WD) /NIREZE R (TS) AR R0 A R (BKY) iR L
s (HAREREER ) FRTE . P R WL LA AR AR e BRIR 4 s RS
PERIRFL RSB (CRP) VERIEYE A B 5 (2 RIVERTIRSRAAE ) SR8 2 1t B ik
(DPN) 3R 2 FRELRAAE (ENS) -0 PR | A% L PR L 45 1 R L RE RS (AN) o
[0142] i 9pe iE 1 SE 9 L KE, (HASFR T < 7E 2005 4 10 A 27 H A EE LR A FHFS
2005/0239842A1 H IR i S &8, o it 51 FH HE AR SC . B S 4, 45 il 3 ik i it s Fi
FHOIRRE . i sl Jik e 10 A 0 AH 5% 9 97 1) S 4] B, AHAS R T < S5 PR it sl ik 1 = (PPH)
a4k K MM Bk s (SPH) < R & 1 PPH + A8 & M PPH 5 Wiy 6 4 I 8 i 2y Jik /&1 1 He. 5 i 3 Jhk
m s (PAH) s il 20 ik & 1% 5 B R P il 2 ik s 0 % s o #4 4 i 30 ko (TPA) s SO M
(plexogenic) Mfizlfiim sThRetk 1 & TV RUM BNk &l e s A5 PR e A 9% 38 J AR IR
o B HH PR 0 4k R ROl sl Kk R LR < 22 00 =2 5 L A I L 4 45 RO L £ B ik
P A 0 JULIP DN 7 2 A8 1 i e Jik S 7 5 9 Mt e ik ) S E R I A9 G R o U
95 HIV 95 B3I 20 RN 55 2 EL A R T i« 516 R P o P i ik v . 1 7 R 2 P s
(1) 50 A I B P R PR Ry 48 A A2 A P s i 9 26 L I — B4 8 R B A
B VIREIR 2040 Mp  H B R I PR G A% P T R e 2E | 45 40 A S0 IRIE AL AE 4 B A B Bk
MRI | LR HU 45 TR BRI B A0 E .

[0143] 3 — AH IS AE 1 SE A48, (H AR T :2006 4F 5 H 12 HAH M ERAH 5
2005/0100529 HH A B T8 L8, 4 o T 51 IR ANARSC . BAR ) S A0 45, (HAN R T < [R) J2
Jo R DTG o T I AR R RIS PR TR R e L i A A /R M i R
TENGAN T AR 48 A P B A

[0144] FHF A BB L OHE HAR T 200687 H BHAHFBKEELH S
2006/0154880 H 4 1A B TS £, % H i T 51 FH NARSC. A AR HUmAFE B A BRI T A
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g 3 1 5 9 A1 e RE, ol ML N B AR L A, HAS PR T B PR JE R B (P falcifarium)
YN JEIE JR B (P.ovale) . 8] H JE B H (P, vivax) . = HJE il i (P. malariae) . #t [K #
2 J5 B (L. donovari) . 2 JL A A1 2 JF & (L. infantum) . 3= 2 f L W2 A A 2 7 &
(L. acthiopica) UK HIA & JF it (L. major) « #4is A A & JF it (L. tropica) \ 52 P4 & Flft
SR H (L. mexicana) « ELPE A 2 5 (L. braziliensis) & 5 H (T. Gondii) 5 R EX
DIPEJE B (B.microti) « 4 B 2 DL PG J5 B (B. divergens) « 45 i B2 DL PG J5 dt (B. coli) /D
faftdF B (C. parvum) « i1 3 (C. cayetanensis) « 7R F] B K 2 )5 &1 (E. histolytica) «
DU ER B (1. belli) . & KL B (S. mansonii) '8 I W% &1 (S. haematobium) . £
i (Trypanosoma ssp.). 5 JEH (Toxoplasma ssp. ). FuE JE 22 & (0. volvulus) s A K
A A 55 B AR A P 37 A4 51 0 H B s A o, BTl AR R P = AR A L, {H AN PR
T A B DR R Babesia bovis) B D FE L L (Babesia canis) . & [KE DI H
(Banesia Gibsoni) M5 HIERALF o8 (Besnoitia darlingi). Cytauxzoon felis.¥FEH
BRA (Eimeria ssp.) BGToBERAL (Hammondia ssp.) FlZ2#hH (Theileria ssp. ). BARH]
SEG AL HE, ABAR T JE 2 T DUVE Hus HE B0 RTS8 75 TR A4 a2 g 228 A 12 % ol
K ELI B 5 I AU BR A B S A Bk e PR T HU G U i U L EE R
I B8 U SIS (B 28 U o i e | i T U IR R 2 e L AR 22 U L 22 He L TR U
HTER BN LW S 5| AR B 48

[0145]  # J% )k B 9 i 1 SE 4940 $5, (H AR T 22005 4F 11 H 30 H H1E R E IG5 5
11/289, 723 titA BB LL . HAR B SEHIA 45, (HA R T < B E i 2l i sk = B A IR BT
= Tg B HUARER = B0 &4 5k P 3L 5% 2% 1 L Ik B 40 g il = SR G Ak 7 i A AR 2 4y
b B A 20 TeM ) Tg A2 T EREGRIC, A B= . BAT i B8 14 S % B e  HR 4
RE AL Nezelof LREAEIEFEVE 196 WAE = B2 LR I PEA T Fh Bk £ A ML 0E L B — B
(Wistcott-Aldrich) ZREAE. X— TP FFERE A MLAE « X— SEBUEAEIR & S BRI .
[0146]  CNS o IS A4E, (HANR T 2005 4 6 H 30 HAFHIEEAH 5 2005/0143344
HREAR BB L, B HE T 5 A RN SC. BAR B SeB B4, (HA R T U248 1 2R Al AL
E BT 7R 2R BRI T 4 AR PO S IR 22 R PR B ARORE | HC B b 8 % 1 R A,
Tourette ZRAE. delerium, BURTHA & A N ENZE &L DLIER TRAE, BUAE B/ B rp AR pp £
R fnn kAR FEOCAZE 5 .

[0147]  CNS 5 15FIAH SRR G AR SE A A4, (HANBR T :2006 4F 6 H 8 H AFHIEE AT
2006/0122228 HHHEARIRLS, g Hodat 5| AR BARRsEfl s, HABR T :ONS 47
15/ BRI RER B, AFAEA IR T, B & PR RN 445 4k R P i 4545 « 2045 T4 4245 © J= 38
TR BRAT TR I8 T Tk A SRS R R T IS SR A T P R A AR A S I
Jif 2 B AL firk L G005 FS R 12 PEAR IR AS L 58 A P SCT ANTE 4 SCTL Sk SCT L ME &k SCI
121 SCIVHREF R B LR SR ATEH - ZER/R (IR) LREE B BERT A S5 1E  H RE R HELR
fiE s 5 RBERAAE A2 R AR 5 SRR b A B DR L Sk ol I 1R A28 2R B
ERL ARSI S AR BEAR RS L 2 B VR A BR L KK AT R A SRR AR

Py
=
=

2=

=

[o148] B ZIRBURE A5, (HARRT JRER Ik AL Ve TR B B S Mo - Bk
I SEBI LG, (HAER T HTV 28 BN IR S5 38 435k i RSO 1 1 A 08 8 E PR
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B 98 HEVEA YEAL T LRE P AR v W IE © PN B 2R PEAR v LVR BN 77 7 AR e BB R S AE
Je S e L P 40040 T I 28 AR e AR AR MR e s T BB A BT 0 RS AR HE
JF B 5 S B I8 KR PR 28 b B Do 5tz PR 25 W 46 R VE e 22 e MR ALE |
2 By PR LD BRI | IR AU ENL U H4% - Joe i B Wiy By AU T Ay 4 4% o

[0149] ) ik s A A A4 AR AE D9 i 1) SE A0 4, (H AR T :2002 45 5 H 9 HAHKIEEA
F5 2002/0054899 HAFFFIIRLL, g HIEE 5| AR BARR L EFE, (HART 3
Je Sk s R AR 1 BT AT T B9, ARG, ML A AR B i 9 B AR L S L 28 1 s P BE
HUgIAR (atherectomy) FIRHE G FIHFEAE . AR BALHE B 8 00 & A AR, B4 O
M8 AT R G B EAS R T < B I3 O AR 28 b IRBIAK A AR (PCT) 48 ¢ %
FTEIRBIK EIE AR (PTCA) BN K EE B & i L AIE AR (PTA) SR FB MR HE A 028 %%
A F LS BTE A & B B 8h KB Bl Wk 1 20 JE 28 Rz 28 B e AR S 3E 78 N & 2 A
AP EFFEARMN AN . FRIBAL T AT RE R 20T I EAR IR FIR, AR AR A 1X L .
[0150]
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Bk SR A A B R IR R
W Bk JB s Fe B
B ik A
kA Ak Sk FHidge FA
JE I 5 ik DAL B R BRF B BT F) Bk
208 R #i
BB IR 2= H B IDH Bk Fe e Bk
AR Bk 3 P
TR 1 Bk * 2
g (BL) 3 ik F45
R R J
2 5h F Bk i Fo sk ShER R R
BEINF Rk R H Ak
F& 1 i K e
B ik A
JF- 3Bk BFRES fe . MRAgFe-t =450
AR TR | B&H. Ahied a8
2R A BBk i Ae Sk 3R K AR
N bk B Bk ShEZE B A SRILA . Fa &
LB Hkk Rl Fe F
BRAE W 5 ik BRE
7 R Ak gp £
£ 3 kK ¥
FE 3 Bk N Ak
W )& 3 Bk P
& J& 31 Bk )N RE i
H 3 Bk A
FeHh Ik A
Rk "
JI%5) Bk A AR ARt
HU8 T Ik A
AR L | . DB, TFE B R
2 HH R £ 4
R Bk A

[0151]  BEARAS R AAHIRLEAE I S A4S, (HARR T 22005 4F 10 H 6 HAHFER A
5 2005/0222209A1 H1AFF RIS LS, 5 Hod T T I AR SC. BARR sl HE, (HARR T
FTET AR P IR B 457 L S HIRAE « R A T B9 R T A 72 8 A AiE B IR I ATRE AR 3R 1,
R P b 28 Pk B JRE S AE A DS AR IR AN R o 18 MM MBS SE RO B, (EAR T . &
Z DX PR TR S A AAE S 12 M TR UL PR Gk 0 L D9 48 A R MR 5 e i A D% UK
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AU A2 VR 55 SR AE . PIESR S RS B PE R AR S AP (R IRIR MR 2 I 1
HMATERIECA PR ), A2 AR PRSP RE bE A0 MA <6 AR E BT ZR i B L2 4 PR 2R A AL E
%2 RMEBEARE | S I 18 BN AR % VISR B IR S AR R B IR S DS s ahiR 45
HIE K BAIZ B 2R, & — 22 1K (Rubinstein—Taybi) Z5A1F (RTS) P 5 A AFE E 1
BENHLREIRGE MERRE « A AZ B FURIE « 2 R G0 240  SUIR A DA J57 A8 P L BIORE AR i /) Fii 28445
B~ B A A AL AR RHIE 112 B AP 2 T00 1% 55 AR A | Tau T3 B9 i  EAT PR AZ
PR RR B R 5 R IR T AR M BRI R R SRR B 1 B AORE L R BRI ER B A TR 4
ARI9 I BT IR PR BRI S /R 97 P IR B — ERA YR « Chediak-Hagashi 9% « SCA-3 H
NIRRT AL SR« X— SR BIK 77 R < AR DU EE 0 S Ia BN PR E SR R L A L 5K
i VERE B L 4a MEM R BEALAE (ALS) « ONS Q4% B ULREZE

[0152] I 85 P19 AAH DO e R SE AL 45 , (HANFR T+ 22005 4 6 A 30 H AFRIZEE A
5 2005/0143420 Al Frk f AR L, B HOw 5 AR SC. BARR S L FE, (AR T
MLAT 25 19 B tR 40 f 25 LS CD34+ 4 43 A0 A 6 AR AT B i i

[0153]  TNF a FHIHRAE B SLB) EHE, (HABR T W0 98/03502 F1 WO 98/54170 H IR
W IR T e AT A A A I 5 RN AR S HARR S a5, EAR T (AR R IUE
R PEIR DE £R G %R BT s A PP B £5 B A B RSO L an o015 48 s 4 I e <42
HUE FIRBE ISR s JORE s Itys ALK s M MR8 2 RE s s FREE 4% o O IRESE
H RGP PEOR e 5 28 RGBT D01 48 5 o B T sHLV J S8 AT ATDS 5 H & (e b i 28 R
PEICTT 28 I R AFAE 28 B 0717 28 VER JE o T O 7 28 S LB D0 R M e B e AR o
FREFRE \ P985 R AR 0 AR DTS 200 W | SRR T g TR T % 2 R TR REAL L A
PELTBE IR L R X5 T (1) ENL HIV. AIDS FT AIDS A FRIATL 2 Pk S g 9 i b A e P AR o
FREFAE « B FR PR 00 L LR B0 7 25 R v B 59 45 B AiE =) 38 Sl 0L/ P v B A% e R L 45
BT BRI MBS 28 ER J 0 « FR ML A0 77 3 98« A1 4 A PR R o RE AL HE L B0 BUE
PEIRRE 2N« & S RO R RN s S M B R, W FRE 2 B B RS R
BE BRI LR S BRI R 2%

[0154]  7E HE SR 77 R 9, i A HE A A B 4 (L I A0 W 0 25 Pl 0 1 IS S e ) e A
N TR, UL PO % T R P I B &, AR 2005 4 9 A 1 H R AE 35 E i A
No. 60/712, 823 H BT A F 17, 4 Hoad it 51 FH FF ANAR ST o 1% Me 52l 75 S0 90 S AR K BHAR L 14
EW 5 G, DAYR T BT 7 R e B e 1 e, DA S S T T A A B R &
b fanash B s 87 ) 0 2 B o

[0155] AR BRI G, B 2525 bl 8252 10 3 AL B 51 ik AR B
AT 245 157 2 ] UORRAE 20 T R 2 w284k, bhiw - B9R 97 . TR s ds il i BAR SR 1E s B AR
HMEIRAE s BA S, a0 R 5 58 35 PR — M, Br S iR E. e, AR R
AL G B 2527 b rT 432 1) 36 LT B AW SEAR AR B AT 245 7] LAAER 4 0. Img
% #) 500mg =T A, I 7] DL B 5 =0 4 (B e 697 TR B4 il B 1) 1 58K Jite
AR E ) HZ B BR R (@l— A2 — BT 2] ) JBEE EIR YT TRy s il 1) ot A A
e &, eSS 29, rid il = n BLUNZ) Ing 24 300mg. £ 0. lmg 2 2]
150mg. £ Img £ %) 200mg. %] 10mg %] 100mg. %] 0. Img £ %] 50mg. %] Img %) 50mg. %] 10mg
4] 50mg. 4] 20mg £%] 30mg. 5% Img £ 4] 20mg.
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[0156] 4.3 &5 —yhMEutH)

[0157]  fEA R R AL TTERMA SV, AR WL, B 2% ERT4sZ 1 46
VSR BT 2] A AR SRR ] DL e 2 A iR AL A (88 s R ) 4
AT o HELLL] A EYR YT e S AL 98 SO RE R -5 1A 1R 2 0 BROPERE AH 2 R RE AIIE IR
t ] DU B FIER « Ak SRR &4 BOL 252 B Rl 42 3k i e 6 Sk
SRR BLRGT 25t AT DA 5 e o R MR A SR I EIE T R ZIRR

[0158]  — ik & P55 36 Pk Al BT AT DA T AR AR (R VA A 54 35 05 1
AT LU K+ (Bl A5 ) B+ (Bl s sl s+ AiLEE 5+ BUa il
AF) s

[0159] K43 MR A sE B 55, (H AR T 3 1 A K R 4l i IR 2 o e B 44
M2 TEREfiAR. 35 MR 7 A AR 52 9] 5 41 -CD40 B4 T B AR ( Ebfm, 4 B SGN-40) 41 25
A 2 B B 1 57 Bb A, 9 4 SAHA F LAQ 824) iR 5w B 19 —90 #1751 ( Bk, 41 4
17-AAG) JE B FAEAE K R — 1 SZ ARSI 1l 70) 05 P R AR DR 7 32 A4 BB Tl 771 ( L
1, 8 0 PTK787)  fige 5 28 A A DR 7 52 A4 Tk 1) v 0L ok T 1 0 26 6 % g 40 771) . TkeB B
FI1 77 p3SMAPK 1l 71 EGFR #1157 ( Lt 5o & 4B & Je ik iRz B & Je ) - HER-2 47t

fh (b, 6]t il % o b (Herceptin™) fil e 2 2 86 51 (Omni targ™)) « VEGER itk ( Hoiul,

Bl AR BT (Avastin™)) o VEGER 157 CELaw, A £1k—1 455 PR 7) . Sus416
A ptk787/2k222584) « P13K #il57 ( Lbtur, GIAniE 2 /&R ) « C-Met 57 ( Eotu, 44

PHA-665752) . ¥ S ¢4 ( i, 1) 4135 B e (Rituxan™) 6 76 32 26 47 (Bexxar™) &k ek

# gi(Panorex ) fil 6250) HIHT ~INF- a Hilhe /N3 PEFI B SC S (R IR T 10

AR R (B FER) .

[0160] W] LA S AR INALA A &8 FH B0 BAR S — i AL SRR 2006 T Ty Blcd= il
() AR FR AiE T AR 1k

[o1611 {1 fun, AT ya 7 TP B fl e 5, 88 i M RGRaHE, EAR T 7 5y e
(semaxanib) IRFTE 25 AR IS U S 2 PH IR 2K B 722K (Bortezomib) | Bl 75 4E 57 B 2 L
B R R 5 TA M L FA] v B BT 22 SR BT BT A 2 S AR L IR R LR 3E R
N B N7 i N RS 4N N e T T = AN B N (= S
At B IR LR B I SRR L AR T . PR R XU AR A L LL T ok RIR TR R R A
HRER IRUCSL B AV 2 R R O RS2 REEIZ . R OUB @ R RERNT R~
FILE RYTRH b 2F X 2k & R T BT 00 P B A L e h L R R
SEIRFE IR BT I A R R E AT R SRR A R R A BT
LA AR M AL T Hh Y R . 2 Vb 38 2 R L E R 2 T E EIR H 5 ITE R R
W& E I AR A R A B R RGA YD SRR K RS R Avb  BL BUE L AR
B AKTCHRIE  Eh R L LU B L JUAT I M Eh AR R LU ME SR 7T e 55 =) VT PR AN L A At
M ARFTIAE R BR KTV SR S B SRR VAT Wk R FL b Ve L S5 4 A B BURH T
P OB B V% FR PR I | B D At VR L Wl R A ) o 2 Y R DA R L SRR T Ah R R SRR
RIS L 2 IR BEBERG P SR BT T AR L R R IR AR L R R R 2 K Ok il
e | Tt PR e TR Bt MR R R B T | 9% 95l R AN I B R TT VB IRVE R ER . BRI W BB A
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EhIR BT B L F M 22 R S PR 35 22 B R VL L R0 VLR CHRNERS L F e | B e
BN EORENE R Z B IR KT E ORI RE (nitocarcin) 2240 28 COKRFETE MR ORI S
B2 B Z ORFEREE OKFEIE SRR T TR 2 B MR i B e N s R S
RO VEAEE BETTAR SR B R REIT (pentamustine) RIS B = EBLIL IR
VIR BT IRV EY FL ERERIE 2 R R 85 25 & SR iy i A A EAE B 2R VIR B B AT
ERERTN R B RS B 2K | SR ER NS B 2K L LM IR T 2R R IR D 45 L SRRV S K T
SERYT 2R Vi OB R AR IR P TR 25 Sh IR AR IR ik B B W] VT BN B R TR R B
e B TESEUORIR AR TR B P In =80 R R BN SRR B R B i B e
H BP B FEEZAES. thiamiprine i SRS JE FHR  BEREBEAR & hi 4L B AR IR FEIm K
55 EE R Hh 0 e i R il 7O S = il RO R = D | S E AR SRR A A
PFERNT VS IMEUR . 4E B W55 IR K B IR R KW KB e R K E o (R R
KELE MRKEHE MRKEY O RKERR MRKEY © mMRKENE.
R AT Je 0 R R A T SRR L L &

[o162] &8 “RFMEE, (HARR T :20- 3% -1, 25— 3244 R D35 LHREESRMENE ([
beE e IR b 2 L 0L & 0 IR B G L BA) 22 SRR | BT (1 25 . ALL-TK F5 557 7S & L
A5EA)YT amidox YT VEAIE QBRI IR 2 IR LLE L 22 BE | BT IS A% E By S pHh vk | 2 o0 322
B . I AR AT 7 35 307 D FEBLFF) G antarelix U EM R BIEERKAEEA -1 il
WD) CATA S ) SPUHMERCR 2 DU B I U AZ B IR H 2 R it B 21 L 40 ) o
DR 5 751) £ R T2 3R 5 77 L TERE A IR L Bl —CDP-DL-PTBA AS & B i & « asulacrine. f]
fth 340 frf 2L F] YT . axinastatinl.axinastatin 2.axinastatin 3.FFL &) B PdEl & % .
HRAMEAIR K RAREFER 111 74 balanol B 5wk . BCR/ABL #1551 .benzochlorins.
KFELEARZE. B WELIZATAEY). B —alethine YU 547 5 25 B AMEAG S . bFGE 14l 77
bb R & i b AR T OO0 TR W 220G i U A3 1418, bistratene AL ELHTRHT. breflate. iR
UG SZ AR AR T IR R R NG RV = B - P 2 C S MIAT A4 R B At . Bk
fii - Rk - =M RIEEB L =M CaRest M3, CARN 700 3B fi7 A= F 751 < & 37 ok g %
& E BT H ) (1C0S) M S I . AR B K B P8 B 5t 5 chlorIns. G W IbR T 19 fi% | /G
R ETFUZ AR 5 A7 8 5 v B KIS R v &M, collismycin A, collismycin B.
AT A4 B AT 234 . conagenin. crambescidin 816+ v 3 AL 46 By 12 AR 8. 4
Wy 1% Ik A fiT 4= 4. curacin A. cyclopentanthraquinones. cycloplatam. cypemycin. P
PR AE 1 )\ e LT B N . A MO VA B TR F . cytostatin dA & F g MU PO Vs IR IR S 1
B(dehydrodidemnin B) \Huy& Fi bk Mo ZEKAL A S IR BRI % A 5 Ve A o 4R Hr iRk He Y
BE IS 2 Bl didox. 43 L HFEI% (diethylnorspermine) . & -5 FME .. A E
FZBE , 9—. dioxamycin, “ORIEIRSER) VT 2 VUM SR, 1 SRR 2 Rn] B EERRE 2
FCE IS E S R ORRR) R B F SAVIKATA IR AR =5 55 m) 7T bR BT AR PR AT R
KR DAL T M QSRR E AL MESER] VT S BEBCES Bsh 77 i
FAE DU A e Tl PR A FE VA AR P SE AR v M v A FL R VR S A R RS F) SRR
FEE) B AR 2 S VT L fluasterone. FIAF7 1 £h R fluorodaunorunicin.
FE 3 v AR SR IE AR A MR AR S ETT EL R VD AR B IR R N v L o0 Je B v BH R AT
il 70 7 P AR A B BRI ) hepsul fam, heregulin, 7S YL R X LR % - 22 Bk 2
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A% N == A= B AN P ey [N PSR Y T R e B (N F R (Gleevec®) s
W SRR | S0 RIMBOIR i 5 B AR AR A TR —1 B2 ARI R T IS TR B R il
RN R 8 2K H e, 4- R R PR B E L isobengazole. isohomohalicondrin
B,k 7] Bl jasplakinolide. kahalalide F.=EEFEE I8 N, 2K, leinamycin. 3K
¥ 7 5 IR BR B 4k 22 ME . leptolstatin. Sk dl e, ILpE #IH| R+ A4l « FIETH
SEAE + BERLER + BEARER  SET ER R 2 e DR R ) Ry e | 2R B R SR A S S R MR R SR AR
LAY lissoclinamide 7 V&AM MR 2 AR IEFE MR . FEIAH B RE
R IE RO R B R PE AN (lutetium texaphyrin) . lysofylline. Zfi# ik, 3518
FELVHIEFRAER A S DA, SR B AR 2 E A (maspin) 5TV F 2 06 )
HE 5 4 JE B BRG] SR LR R E R R AR IR E R B A S i MIF 45
K FE A ER K B AT K LR S ORFEAIER . R P B 22 R R KA KT E L.
mitotoxin AN AEKEF - BEREA OKITEMR . AP R a2 R0 %, A
PE SR PR IR R BRI BT A+ A SOFF B A A sk SEURIABE T 2R bUs Al BN
#3248 (mycaperoxide) B. 73 ST T 4 ML BES2 XA« myriaporone. N - BB AR L N- BX
AR 2R B I e« SV 3t A S 5t 42 165 L 4R VS Bl + W Ath A2 3% . napavin. naphterpin. G A] 5.
IR BRI E SRR JEeE KK, nisamycin, — S AL S0 157 A HE A A
nitrullyn, BRI A (oblimersen) (Genasense®)\ 06— "~ JE S nEpA | B ik . okicenone.

FAZAE R IS A R BELAE P [ B P E) B oracin. RN ML K55 S B E AR BV ERR
P& BV H I oxaunomycin BAZEE  BAZBE RN SEAZBEAT N L palavamine AR AE AR
BRVIHKBEIR AN Z =B VIR K SF BB R VIR T V545 2 R B 2 BB AN L et w) A
T\ pentrozole. A TIRKE BB IZ 5L I3 BE R IE BT 2R SRR BR B IR g 41 ) 77 4 I
PEBEBRTE H77) | $h IR B AR = H 0 MR LB (b fh 5857 | placetin A, placetin B4 V&R
AR F I B A B B - SRS A R SE RN AR B 2 VIR e RA (TR
Y BERR AT AR T2 B RIS AT A B AR g U ) B LB C HIRR TR
FEER VG C IR0 7R S B 5 T 2 TR Tk T Rl 41 ) 5 W A A Tl TR A B AT i 1)L SR 40 3R Lt
WAEIBRITY W | ML 22 BRA I 21 88 (3R & R 88 A 4 raf F5 5057 3 & il 28 B S m) B ras— VAW
Fe 8 RS NS ras JIHIF) ras—GAP #1577 B B S50 25 T KOS IR BF Re 186
WHEZ L RIT 4EF B rohitukine, &' %K. &'HESE 5T, rubiginone B1. ruboxyl.¥b
2% saintopin. SarCNU., B Z B (sarcophytol) ALyPA&E] 2. Sdi | BRI, 7] 2 a]
TR ATEMEHIN LA XFEZER VG55 S50 o &40 0 E R R 2
MREN . solverol EKIATTEREG S EE R AR FEE R DGR TR i
A3 ER L AENZ. stipiamide &5 B & I EEHIHH) . sulfinosine  HE % M L& VS TE
EAEBLA suradista, Jrhr B VA e =B A SER] T Ah 5 E 5r AL AR s w) T
fFLZ T VB AN 24N B nF . tellurapyrylium. drpbi B 57) . B 5 4s B B HE . T
FALIUE (tetrachlorodecaoxide) « tetrazomine. thaliblastine MER]F7AK . ML /NR 4 Bk
B ML/ A B ER AR T B R v T 0 i A ol 3 32 AR B )50 T mT AR AR FOIR IR ZR L
LI AR B AL & K EK. topsentin FLEG A S BEPRHNIHI 57 4E IR . = 2Bk
PRAF PG 795 = FF gl | i B AR FOA5E A B 22 5 T IR TR R R A T i ) R R T PR
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AAH ]S UBC #5755 2R 38 ) | b R AR B SEATT AR AR A ] DT 5 PRI S AR 7] AR
K. variolin B ZERI BB ZE 5% verdins ZEB W45 KEHGE . vinxal tine LI (R
S FLUARRRE R ZE C R R Ath T R

[0163]  HARMEE —yEMEF AR, (HA R T 2 B AUHE 8 B simbr BT 1) 591 2 R Pk
B8 4 B A 125 355 (4nlE], 4140 TRATL) « statins. semaxanib AT 2 KB P . £
PR3 BB oK L BURUER AR (Geenasense ™) 50K 5 M, 4 B 38 JE k8 15 2056

M FE K K (Decadron™). 24 [ B2 | 7 76 A5 TR 5 S04 e 4G HE JF1 57 Bl I e 5 e
e R TR BB (gliadel) hTEEZR FLIHE B PR . Arisa®, BR KK
W FSRENE AV R KBRS PIA. CPT-1L IR o (B2 L TIR o (Hilt,
R BN S F APEG INTRON-A)) - REFARIE . NEH . ZE IR OIS HVE . R A IR AR 24
B PRI CRIZHFR (doxetaxol) VERAZEE KA. [1L-2, GM-CSF AR LR KR Hi
VR VMR IBERR | palmitronate. WuhiBE R BOH 22 IR JERS RREEIR . =AU A K BB B
22 (Doxil®) EALEE . 8% F BT B R M5 AV TR (Emeyt”™) AFAKBRAIIKFT
HHE

[0164]  £E 55— SEE 77 S, MUHE R VR 97 TR BT B A il i F8 4k, W] BAAE T 31 TR A 4k 2
HARGE Z 550 S8, B A SCHR 3 4 0l sl 51 IF A A S 32 1 L RS 6, 281, 230 Al
5,635,517 ; £ EH LR A F 5 2004/0220144.2004/0190609.2004/0087546.2005/0203142.
2004/0091455.2005/0100529.2005/0214328.2005/0239842.2006/0154880 .
2006/0122228, PL M 2005/0143344 ;#13% FHlg B #4955 60/631, 870,

[o165] W] H]-T-¥Rd7 BT AN/ Bdas il 4 o 100 5 v M ) ) s ) A0 4 (HANBR T - FH T
16T BRI PT 98 B IR ST 27, Q0B AR ) BB IR 2 P L s 2 L AR R ) B
T PR 24 S LA A st 245 = R I L R 00 Ay SRS LR 24 AR 2 COX—2 10l 771 S 1 7Y
I a =B R E BE S A BB SR B BT G R L R 5T S e e A SRR
R 71 . NMDA 5 57 AUAE 20 Physician” s Desk Reference 2003 482 H & 1897
%, BARSLHIAIEEARRT 2Bk (Aspitin®). 224 # (Celebrex®™)s Enbrel® .

SR i ms T (Neurontin®)« 2 % 3% (Dilantin®) « & & 7§ (Tegretol™). % i
(Trileptal®™). 7 &8 (Depakene™). B2 ME 2L MERE 1% JE 1A K58 25 | 5L e Bl
iR 5 . dyphenhydramide 2 B B2 (Acular™). 452, FF AR (DMSO) . 7l 4k 5
(Catapress™). % e B 4 bk R F  OIR A2 L BT FC 5 B 2 1 9 A LR TR A2 R
ot 2B IE B L 32 F B bk (Pamelor™) B >k 2 4k (Elavil®) . 7 Bk (Tofranil®)., % (& T
(Sinequan®). EK 1 ¥ (Anafranil™). i FE 7T(Prozac™) & fibk(Zoloft”). 283 /& 2512

M (Serzone™). SCHLiE ¥ (Effexor™). il (Desyrel®), -2 4E At Fil(Wellbutrin®), 2
PO RIS S ZR &R VI 2y B =R i (Vioxx) V55 F v IR SUKER SR VD 55
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R R EESF VB LG B RO AR

[o166] T LAFH-TYRI7 TR R / B i) o B AR PR R AH 20 5 A AiE 1 58—yl MR 0 52 1) B
FEARABET SRS OLEON B A &= GBI TR R AT KB
2278 RN F BT AR ML A A 7R BT -VEGE Bk BT AR 2 BT B R AL
GBI A R S B S . BRI SEG B FHA R T 458055 purlytin,
I % & 1b B 4K rhuFab, T30 2 -2 a S 77 7] Bl 0] AR R 25 . Lucentis. R VD 25 4.
9-F —11, 21— —F&HE 16, 17-1- AR 5 = (5L ) 22 -1, 4- 0 -3, 20— i b H AT
Tz (S IEELRS 6,225, 348) (JUF K & HATAEY  FHE S R L HATEY KW EE.
FnEme (RELH]5 6,218,369 A1 6,015, 803) « JL kBl AR HE B YL Bl ARH (67 —0-Mal FLRIA
1.6 —0-Ac PRIAH HEHE . EEH.6" -0-Mal HEH .67 -0-Ac HEH . EEHK. A
SEREMA670-Mal KEEKED . EME TR A TWAEE R (RELHS 6,001, 368) . 43
i ZEOR AN (SEE L H No. 5, 770, 589) (¥ S R A H AR ( 32 LF] No. 5, 632, 984) .
TRl 1tk R A A e A K R (bFGF) AL AR KPR F b (TGF-b) IR AP 4278 =+ (BDNF) (2 !
A VE JE AL+ (PAT-2) . EYELO01 (Eyetech Pharmaceuticals). LY333531 (Eli Lilly) .
Miravant A1 RETISERT ¥ A4 (Bausch&Lomb) . 745 5| F K1 A 2% Sk LA H A4 e 7 2
TG AL

[o167]1  m] LLA T¥R T TR A1 / B304 il B Bk o 10 88— 3 2k ik 7] 1) se o) B, 8 (A FR T
ARZES BN, BMER, o- BER DUER R WEMEER TR SRR
PR BRI SRR EART S5 FRERE. SR . — A O KMER . IR
FURRHL R 2 4 A TR 4 A TR VHUAE R VIR BRI B B 3k TIL R Sl i L ) 3K
PR FR AN IR , 0 o A G e SR B G A5 B Jat s 31 J I JL (Dermalogen) M 4 i 5 Bz
i (Alloderm) . 5 & (Fascia) AN T.E & K (Cymetra) . HAE IR (Autologen) « 4+ IR &
(Zyderm) A (Zyplast) « Resoplast FIHEFN BT (Isolagen) o

[o168]  m] LLFH TV 97 TR AL / B il A vag 1 R0 AH 9 9 JiE 1 575 35 P 7] ) s 49
A5G, AE AR T PSR PR 285 50 45 B FIEIE A 25 L I 3k 25 L R P 3R &
FALD . P9 B FHE B B R R A A0 AR (8 PDE V HIERI R ) L JPRRE P D) T A R
JE BT P& ARG R LA e 4400 i 79 B 2 0 ] B AR i ) Jok 45 e e R IT 2. AR s B4, (|
ABRT 4 b (Coumadin®) A SR 25 . 30 00 5 85 5 — 40 /R % 200 268 o7 | i A

ek, R FIF E (BIWATFI IR E 12(PG12) (MK AT FIEE (EPO, Floran™ ) . B A1 %1 JE /R
(remodulin®).— %1k % (NO) . J&% 4k 41 (Tracleer™) . & & F 4 31 51 B (Floran™). 1§
5 Je /R ((Remodulin®) B 73R % . fth 5 754k (Cialis™) A IT (Zocor®™) « 55 i
(Vanlev®) | JE I¥b 48 (Avapro®) « % fbyT (Pravachol®) s 3 . L- KSR & #T )
% . betaprost HIFEHLHEE(Viagra®).

[o169]  mILLHIT-¥a Y7 FHB AN / B2 6140 K AH ST e 1 38 — 3R 977 57 B SE B AL 4, (B AN IR
T BIREHUAE 2 AL BRI B AR (Genasense ™) N BRREBE R 25 55 2 7 L1401,

PR AR SLAT A 5 55 TR B R R RS IR R L AR OLE E R RE A IR L 1eE
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IR AL PR B FUA AT R UM E A2 R (doxetaxol) VEEAZEE KB
IL-2. GM—CSF ik TR, KB HHIR L ek B2 . palmitronate. JidyE 2 (biaxin) « FATHZ
WIBRA . TERBERR AL A =AML i K E . £ 2 L E (Doxil®). B E . E H %
FBTHR ERER BV PRI 2R E R COKIAM IR TUPR A & Al
[0170]  mT AR -TVRI7 TR A / Bl il 2 A Hums 0 58 i PR ) se ) s, (R TR T
A T BT O N 2 IR R E R PR e B R R
2GR BT FTARER B 23 5 25 L 75 hr B IS Ah DK S8 Fr B A IOk A g e L PE R 2L B
HANERML G (B0 FERR BN ) TINER v AP el e 0 T R E B AR BCG AL A
W% L R S [ T MR RS 2L TG (MILTF 2% ) PR ARL S IE I g PR Mg
[0171] W] DLA TR YT TR A/ B i) s s 6 o RE 119 88— 3 PR k) ) s s, (R4
BT PR (RITHBIRR), HEART, A FEFERX . IH R . FERX KHER
KHHFR PP ER MATR URES, BIUEAR T, SR S RIGE 25 B #%&
Fo AR EF AR s Gy Bk A LK s E ISR 2, BIAE AN IR T, 7 Bk e A e R LE 5 AR
WEIF), BIUEAR T, v BREAVERRF AN TR R, fE AR T, i
B ML E S A0, B E AR T, B 4y (%140, BAFF/BlyS) (4R + (1
W, IL-2. 114 Al IL-5) VK FEF (B4 TGF a ) JHidk (Bann —-CDA0 Fl TeM) 135 K Fp 3
1 CpG B Te i FEAZ B BRAE 1 (940, Jos 2R AN IR IRJZ 1 )
[0172]  FTLAFHTI697 TP / Bidss bl ONS JpaoiE (0 55 — 3% il 70 (0 se A 4%, (HAFR T
Ba] v 2524 (opioids), 2 EEN 25 BUAE BRI, G (EAN PR T - 22 € 22 (2. L-DOPA. A] R A
a — ARG IR AP T 2R R L ORFE S IR S AR R IR AR T 2 0 R AR R
PR B ILJE S | Eh R Wb EhIR A ok 5 == R 2 B PR E: = FIFF. Sinemet CR
NI MAO 16157, 1 A HAS SR T, 7 PR e ik 0 223 2R S HERI SR B ifE sCOMT 417
s B R ASBE T, FE-R AR At AR A 5 R Al 400 61 00, 490 AR AN R T, AK A% B2 55 e ST
T R 55 o 00 TR AL E i el R 7 1 W L R R 7 A T L 2 DL AR &V At
TaAK . ST XU T RAL XU . diacety]l monoxim. endrophonium. Mg 8 1 BH A0 e
FIRHE (demecarium) sHUH 24, BIIIHAR T, 258 AR 40 SR TR A DU IR BT L 28k %
B EPARER YDA 2R L RN AR R S5 5 R AV AF BRI 45 2R T SRR B AESE
R A | Sk KRR WL IE L 4 £h L Rho-D SEER &R (. E MG 2 B8 B ML e
RIS | fth v B E] L LR BB A SRR R BT KSR L BT F) DT AR K R R R e
M XK A7 B BLYD 78R WS L e S 2L B L Iy WL 32 2 BT ARTR L FF 45 TR« R 4598
FRENFESE T CERNS R  XCE  LLVes 25 L TRV 28 (L0 8 R S0 1 B L e L i R SR
B pivoxicam. B H HE R TRAN A 55 B EUAR VR L EEAR BT FLTA 52 ziteuton. 4
T R0 R RS IR R B GV 45 TR PA S BRIl 31 VL 2 | TR R e i R R YR
IV B At KA S e Rl B a2, A EAS PR T, AR A S i L 2238 i
R SRR AR | SRR BT R B AR h R B PR L AR AR S L EERG BT S b
B L ) B\ AP fi A BT S B VR 06 M | AT B SR L B A B B AR SR R B S )
% 2P A B R TLIEWE RV R RFTIR AR KRR | LS b | TUUR 55 | AR RS Tl &7
WA PO K R B 257 8 T TR W T ) B B TR A4
[0178]  AJLAFTI697 TR AL / Ba ] ONS #8345 RAH % 47 A AE IO 55— 3 PRk 77) Y sS4 49,
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i AHANPR T« G2 8 15 77 S s 150 B e L 24 IR R 24 L A4 B s T P R
TR HURS A 25 U R R S T R | eI be i L B FH T A ONS 4545 / 4 5 A
FHRER AR R 38 1 H e s FaGR] o HAR RS2 ds, (HARR T <SR[ B (4 a0 hE
B R B I E AR T, B R e T H RN AOK RS ) B R FaHE, (AR T 2584
BN XU BN U B0 ZE R B BT AR BV 28 L BN ARFT IR SR R
AV 55 BRVE 5 25T SRR B AR RS R UK R ISV E | 42 £h \Rho—D S Bk
A EZERIRYG LB PR B 2 B eI At v 52 7] R SR A TR FE T K R
Baf =) DT AR K A PR FF B« 58 JE N XK AZ B By b R e A0 sV L e 0 2L Bt 2 2 1 Mg R 3
FELVEPARER S5 IIR R S ISBRAN  FE3E T BRI IR  AUE IR R BV 55 By 2R e B
BESEVE B R 2 R B B pivoxicam. U BT ORZRAN VTN S LUK = 3
FEAR BT LA 5% z i teuton . < B ATBE B ASE SR B 00 14 55 - 2054 BK KA st 1) e
B PTRERT R AR IR [ s cAMP 2R, B FEAH AR T :db—cAMP s 2 Wk R BR 2454
R, HAHE 1- 053 - RS d- 7530 - WRHFE . d1- 7530 - R AR 1- 7R3 - WRFF S,
d- R0 - R ER . d1- AR 3K - R Rl S TR G s FIRR A, B A E AR T, H R i IR ZE K
Hym AR .

[0174]  ARARTYRIT TBG AR / Beda il BEAR AN R ATA DS SR AE 19 55 3 14 X701 i <45 6
FiARA R T =PI 2 IR $e 1 5 2 i SR B Dol 25 (hnEms T
AR R S G BAR PGP 2 A PG HE CFEME R ) U O 2 6 77 BN e PE BT ) e B 1 A
E AT BG5BT A B S TR AL A ) 2 A R A A T BRI T VA B E R ER
i e BAREY S 4R, (H AR T e T B BE e NS R FE T R | RATOK AR 2
REM RSP LBEZ B, L-DOPA A -RA, a — FREERR R AP T 2R 80 R FE A
A& AR R AR U8 2 3% . R MR, R h R VDL e B L B IR S W bE L | Eh R\ K
HECEHZ O PEEERE m AR, Sinemet CR.ENILE ST B &5 2 KON B Fik
WEFEAR S B R T KA PR B e S0 TR R B3 e T A T e R YRR S B R
ot I BT 20 PR B L 22 DU S0 e 0 o At v AR SRR Tl o S DU L IR XUfi 1 L diacetyl
monoxim. endrophonium. M3 ) BH | Bh 38 VR L 25308 AL A L XUy BR A . SUE S5 TR . ZE k%
B EPARER YD R RN ARFE R SRV & B ATV S BV 2R T SR B AR
Hr L FR S WERS R UK D BRI E L 42k \Rho-D B BREE 1 W B IR S B8 VR TR 2K .
T M EE A | fth, b 5 w) L TR SR R S BR BT KA R BT ) TG AR KA R P B — i Je i
KUK AZ B B b oz e 400 VTt bk B 56 o B S A My Wl Wk 55 5 L B ARIER L FF 55 TR IR L FR 55 TR 1R
BNFESE T VERNE TR AU R L R EL VS S B 2R L B SR B L R R
R\ pivoxicam, ¥ ve & HEIRZEF VFRAT SR 8 FUMVZFELEAR BT LA 5% | ziteuton . i
HAE IR ACE SRR SN G 45 TP e L KO B ) PR 2 PRI A T PR L 2R AR G o
R oK AR S L ERE B Pz R S L 20 L I S R R R SRR L 3R R
e PR B RS fr F) B R R L LBt S R B L T BT S BT L] B R i B B R
Bl R 06 R AT SN2 L SR B B TR R ORI B VST JE 2 L 2R n] B R e Vg R VSRV
$r % EFEUR AR R BRFE L B E Bt TOWR 5 R  ZR BE 5 Bl &7 06 ) DO SR PR My B Pz P
BRI PLR  FELe ) B R &

[0175] W DAH-TYRI7 TRBG AN / BSedas il M 21 B 198 AAE D90 18 1 38— 3 T ) iy s 451 £
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B AR T AN Z, b -2 (CEFEEL 1L-11( “ril2”) M4 485 11-2) . 1L-10.
IL-12 A1 TL-18 s FHLER, L& a —2a. FIFE a -2b . FIME a nl FIME an3.F
MR B-Ta MTILE v —Ib ;M G-CSF (F2ALMK ;T BREREC T IRERATAY) o — S =% (5
Ji% JHEMOXTN™ (NTPRTSAN™; 2 W35 [ & |5 5, 800, 819) ;Gardos MIEIE LI, L i v LA
=R BATAEY) B B A C MR L BRI R AR & Eb 2 Hemospan™BE Hemospan ™
PS (Sangart) .

[o176]  w] DAJm It AH [R) i B A [R] ) e A ads 725 (R Bk B3 oy 1) 263 it P AR i B R BE I AL &
Yy, B 2y bRl A2 0 VE A S W) AR R AR BCRT 245 R0 B g AR,
X AR A 1 PR R ) AR 58 it FH A RO S P B e T MR A & (4 4, H 2 75 7T DA 0 it
A S FE#N MR Z H 46 ) AR IT I RR . AR R AL AL & Y010 — Pl A i
B M. 8 g R B 2 e IS 12 2 AU R R AN R 2 any. = 0, #lw
Physicians’ Desk Reference, 1755-1760 ( 25 60 fiz, 2006) »

[0177]  fE— LT 2, 5 GG L4 1 4] 1000mg. 2] 5 2 4] 500mg. £ 10 2]
350mg BY £ 50 £ 4] 200mg ¥ & RE R — RECEER P Ol IS F bk B T o 5 s TR
AR AR R B ke T B FH R 2 A 70 006 97 B i 105 0w S 28 L 5 (40 7™ 2 PR B
DL AR R PR A A P AR TR i ) 22 i 3 AT e i e vE PRI = .

[0178] G & B o A Ab v R 1, AR R I B FE R IR IT R/ BT 5 T IE A O
1A E B BHEE ) R 1 7 V8, B & M7 1A, (EA R T AR R AT 0T VB =
SRS TR G ST . A LAE S T A G I BV E L K AR 2wl K A R ElUR
A2 ), 18] 8 Tl R AR R AR AL S ) S e TS TR A

[0179] 4.4 {HITVE

[0180]  ZEFELLSLE 77 S, K A R R AL R TRy Ba 7 iR R Y 22 . TEFRT A
A4 it FH — B 8] A yE M) AR Ja 4 e (B, A b A ) — B[], 9 25 S A ek i it P o 7
IRTTIE AT Jg b 0 — a2 Pl A R FE T, B A B AR e — BT YA EIE L A/ B.
R IT I Zh Ak

[o181] PRI, 7E— SR 77 2, AR R LRI S PN 275 A PE A+ , DL &8
FERH G, FHAEM L — B B0 45 130 . JaPA T8 SR VRS s Z5 1 PR I e 5L
SR PR, 5 — S 77 AR, DA B SO A I M RS IR BT 22 G B AR R B 4R
Lt aW . 785 — K77 =, AR R ARG DL RN ORI G IR
FER RN it FH 55 3% MR o0 () 2 3 Hh 0 o 2t ) S PR il 2 1

[0182]  FE—sEETT &, AR PR AW LLL 0. Img/ K EZ) 500mg/ KK EHF H
i P R s A — B9 A, ARG Rk — B . AR ST B, BRI E R DUAY) Ing
£ 41300mg 2] 0. Img £ 150mg. %) Img £ %) 200mg. 2] 10mg £ %) 100mg. 2] 0. Img £ %) 50mg .
2] Img £%) 50mg. %] 10mg £%) 50mg. %] 20mg £ %) 30mg L] Img £%) 20mg, & T 1k
[0183]  7F-—SEJET7 2+, £ I 27N A I HIE, A Kk IR AL B G —3E T4 72
1 kit FH 16 5 7638 35 PER 2 1T 30 22 60 738, il A & SR b &4 . 78 5 — SEHti 77
L L) 90 BRI REMEEA T, AR R ISR 1 AL S AN S8 3 1 R o3 X AE T I R bk N
BRI A -

[o184]  JHH, [a] R It A BK-G VG YT SHIA PG I R EOR L) | 222 24 DMEIN, JEIEH N 2
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4] 16 MEFL, T2 il E AL B4 =AM G,

[0185] 4.5 Zy¥eH G AN AL

[o186]  Zy¥dd & m] FI Tl & ML i B — B 5i) B o A BRI R 25 W L A A A A,
TARKWRBE A Y), B ERTRSZ B VAR AR e As B S EGRT 2 . 24
YA S AL A AT PAE— A0 5 — P 2 P )

[0187] AR BRI ZI WA & WA AL v DL — Mpal 2 PP L& S TR 5« AE 11T
4.3 FHAFF TAERE S s = e vm e B s2 61

[o188] AN IR — A7 A IE T IR R (Bl B T VBE D EECE ) B
Wb (B0 R T bk P HEE LA S BRED KA ) L= (9] g R ) B e e IR R 7)) L
Je B Rt 2 o SR S EE  AHANBE T R B ) B, Bt s R
T o B HESEN) BT o HON SRR KA RF R (B, Sl 5 BB ONR) ) s
TR 53T 1 AR BSORS JE it FH 28 A2 (A4 750 28, A 2 v (9 7K M B R K VR BV
ALY L LA B A KR LA ) ARG AR & T B B o0 A 2 AR B
& TR it FH 1003 MR R B e MRRh A 5] s A e DA ) g DABR LI T 18 B o b it FH 8 A 1)
AR AL TC T [ A4 () 40 AR R SRR A ) .

(01891  FRIALFKIZH Al TR AN S AR ARG H FH i e 38 o 40, FH T S PR 7 v i i) A o
A5 B — BB FE TR R 7 B &R T TR PRIy T R R R AL S i & . 8Bl
=L AR Nt O MR 95 a0 8= £ R P = I/ 8 RO DRt o)== N s e N
RN G He A 2 A B B B AR 7R AR s A [5) )3 28 777 T Bl R o 07 T o Y 1 & I AT
Z L, 5 4] Remington’ s Pharmaceutical Sciences, # 18 fit, Mack Publishing, Easton
PA (1990) .

[0190]  fE—SEjti Ty S, ZiWpA SR A5 — PER 2 FIRIE . A & RIE A2 2
PR N G C R, AR R AL TS @ R 0 ) AR B PESE ] o AR 5 FO IR 77 2 5
T NG G BRI b Bk T A e Ak P J& i) 2 A R 2R, A HRAEAN IR T 1% 57
ATt ] 22 8 177 20 Al I IRRIZRY e dn A A AT AL ANE T AE B AR AL A A TR
7)o A 58 MR AR T 1 A1, T B ke T 7900 20 o ) ELAA VS 1 1 o B 0 R 3 P s 2 ) 2 i T
I FE LRI ), B AU, B B 8 T K Rk o AR AR B A B (R0 VR R 3 el 2 T
RAXMINIE M K, AR R 2 A S a5 AR > (CnRA ) FL
PR HE BB . AR IS RO TE “ RN SR AL E (RA ) A
B LASE 5T E 38 IS 1 R0 1 B 22

[0191] oL HH 40 & 9 m] LA HE 2% S04 2 60 1 TR TR 571, 3 2 IR TR 571 27) 26 451 2 3% [ 24 g
(USP) 25-NF20 (2002) . J8F, TIREA GV R 252 n] A A B 22 nl 252 & 103 TRk
oy KEE R/ AR AR . AE—SERETT R, TR AL O TR R AT R R
THOR A v A I T 1R B

[0192] K WEARGE S A TG PER A LK 29 AL S V)AL AL, TR 97K Al R 3 a4k & )
HIBEAE . B, I AIK (140 5% ) R Zais |z 4252 TE Dy — RS s 7 1 77
7, LA S8 Hp ik, B ol 7] B A ) ) R 5t RS 52 1. 2 WL, 980 Jens T. Carstensen, Drug
Stability:Principles&Practice, % 2 ilt,Marcel Dekker, NY, NY, 1995, 2§ 379-80 71, SE
Br b, AR S LA S ) i DRG0 AE FH AT R R 225, DRI A8 771 AL (1) o
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B N AL A7 T SR R, 8 2B B KSR/ SRR

[0193]  A] DIF H e /K BK 43 E EAR I B 73 FHAEARK 73 BURIE B2 264 T il & To K 25 4
GG SR P AE ] AL/ B S IR S PR b Ak K SR/ B T
B U AL S AR B I 28 2D — P 1 1l 43 R 25 AL A DN R B AL A2 e K 1

[0194]  TE/KZGWNEH G4 B 21 LR EF I To K PR BT 1 77 SR il 28 Rk . PRk, AE— SR 77
o, O AN B L2 8 T KM R R 2E TE KA A4, MG e AT 25 78 A 08 [ 751 28K
A . AE AR S, (HABR T B B0 R AL =R 28 (BN
TR R4S 4

[0195]  I4RALE F A — PhELZ Bl ] BEARTE M B o il R AL A R 29 4 & W R 71
A, XFERML SRR R RO R A7, AR, (AR T B M, PiIR MER . pH 2%
IR SR R IR

(01961 A JEZ 551 (1) FH S RN R 21, 570 284 o i i ol 43 140 P S RURD SIS T AR 8 22 ol DR 3% T 24 %
Frdk R 22, 6, (HAIR T AN IR, A—LErEST, AT TE N
0. 10 2% 500mg (A K IR IR G, £ LT R 5, FIMA S-S E N2 0.1.1.2,
57.5.10.12.5.15.17.5.20.25.50.100.150,200.250.300. 350,400,450 8% 500mg 2= & H
ARG

[0197]  fEHBSKHETy S, A E & 220 1 £4) 1000mg. 2] 5 2247 500mg. £ 10 4]
350mg BLZ) 50 B4 200mg I8 IR VER . 48R, BB IR MR BAS B BT BT A
() EL AR B YA T B i 0 BRI E DA SR R B SR AL 40 S P RN RD ) it FH 48 2 3 1)
R 7 —FE TR H £

[0198]  4.5.1 LIRFIZH

[0199]  X& T~ I kit FH B 254 4G mT LA R A B ) 50 28, B, ABASPRT < ) (g on e
W) B R BB R (A RE R ) o XA R AL TS B TS T

A DL AR GURE AN 51 A R 257775 K 6145« 185 2 W, Remington’ s Pharmaceutical
Sciences, & 18 Jit, Mack Publishing, Easton PA(1990) .

[0200] A BHARAIL () 11 k50 2R AR A 0 AN 25 B0, e v Ve oy 5 22 /b — BB 711
BN AR 0. MR G H R 2 OB DR 2 R . 6, @A T 1
PR B4 7 B 5 75070 B R R T 7 L, (AN PR T 2K 20 vl B TR ) B S A7)
). Jh AT A ORI Bk R, A R R BRI R ) IR R SL ) AL EA
BT UM I Tl A 4 25 R 501 s 701 VDV ) R 7R R R

[0201]  FE—SEH 77, DRI S J SO EE, 78X Be i 0 T, A8 F BRI 7). 75 )
—SEHETT R, AT LR A AR A K B AR A B ARSRAL A Fr 3Rl IX A 57 28 ] DA S AT A
BIZGTT IR & o T, 2 A A R 20 2 T 38 0 b R B K BT I v 1 o S R A
AR AN 3 T TEAR B AR B B 2 AT VR AR 25 1, SR T A D6, K B = |
ERTER

[0202] 454, AT DAJEE S o il B il ke i 4 v 77 o F i) AT DA < 5 38 B LS R 2
H BN TE A T R 43 ok AR Bk, JF B HAT Gt S5 W VR Ak 6l % o 1585 AT LA
TR IS AE I B LA R P T AR AR RE SRR (R R AL A YD TR G R Ak il £

[0203]  A] DAA T A BHAR A () 10 1l 550 28 F T2 7 1 s ) . 4, (RS PR T R & 77 VI E 7
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S SR ATETE ) o 38 T 2994 & PR 8 Bk A A HE  (HA R T« FoKiE ks B E
VER BLEL E Ve B L R RN RIS s B o] oy A B Y R R N o R R L R R L K
RUGEE R NREE A 4E R SHATEY) (Bl oA B A 4R R AR AR 4R 21
B IEA RN ) IR LIRS BERR B S AR Y R TR R TR R AR (Bl
Nos. 2208.2906.2910) I df £F 4 25 e R &

[0204] TRl 4F 4 25 1008 B R B HE, (HABR T «fE 4 AVICEL-PH-101. AVICEL-PH-103,
AVICEL RC-581.AVICEL-PH-105 ( 7] T FMC Corporation, American Viscose Division,
Avicel Sales,Marcus Hook, PA) HE&ERW) i KR EY). EAKRIRG &7 &1EA AVICEL
RC-581 H & { Tl it AR 4 2 AR FR B A 4 R AR G4 - A& e K BRAIG K 73 TR R 551 B0
7645 AVICEL-PH-103"™F13E 4 1500LM.

[0205] &G T AR BH AR AL I 25400 28 A W A0 55 2R P2 70 7R 1 S B i (EASFR T 38/
WRERES (BRI B K ) A4 R B R4 = H RS G0, mie . H i i
B W ALEE e R T ek SR G AR — KT 2, A S RS A R EUE A
FEE 52 EEYBEHERIZ) 50 4999 EE %,

[0206]  7E ik 20547 P A3 FH AR AR LASR 1 2 3 e T /KR BRI 5 A R A ) v 7l B K
Z BRI A 7T B = AEAE A7 I AR AR, 1A 7 R/ AR A SR B 7RI AT BE AN 2 DA ER ) s 22 B
TESHE B2 T R ARG . PRI, 7T AT 2 0% 5 10 R A0 R 8 a8 4 1 iR 2L, pirid 2B
AR ZABAKD, LT A AR AR 5P R R B A A 790 1 SRR il ) 1 28
RS, 0] HARSUEE AN AR G e o /S8 &4, ZAMHEYaREL 0.5 8
2 15 HE % AR, B2 1 240 5 B8 % 1 fiT.

[0207] W] AR T 25040 & W A0 500 2 () 3 e R A6, (AN FR T - BRIR — BTG Vo R I8 Dk I
BB A Y 2RSS IOR AR SR S SR AR TR S IR TR R LR R e R B
AREGER B TER IR B TEm A el s e A iR W RS
Mo

[0208] AT DAFH T 2544 & W A0 55 AL (R v R 4 (RS PR T BT RS IR FR B: 0 4
TV B Y H LR H R R 4O R e R AR IR T R R R RN
B EACAE DI e A T AT SEE T 2 PRI AR Y L TR AT ) LA R R
TR 2,06 A BERR 285 Bl S R A e iEvE e HE, 440 sy loid BERE (AEROSTL200,
FHW. R. Grace Co. of Baltimore, MD 4% ) & % AL HI %k [ < %75 (H Degussa Co. of
Piano, TX §4€ ) .CAB-0-S1L( B Cabot Co. of Boston, MA 846 H#ig —E ALt~y ) MH
TRE. WAL, IHIE R LN T RS N SEGRIANL) 1 E8 % HEEH.
[0209]  7E— it 77 S, A4 1R ) AL AL HE A R B AR (L AL &40 TC /K FLRE Tl i 41 4
F R IR IE KRR AR IR AR T K A A B

[0210]  4.5.2 A

[0211] AR B4R AL 0 7% PR Rl 43 AT DAIE 3 A I AN B 2 B 5 ok T s B o ik
REMH . EHAFE, HART A T 53 E LR #0818 LL . &R S 3,845, 770,
3,916, 899.3, 536, 809.3, 598, 123 I 4,008, 719.5, 674, 533.5, 059, 595.5, 591, 767,
5, 120, 548.5, 073, 543.5, 639, 4765, 354, 556 A 5, 733, 566, i 3 ik & F| 354 8T 5] H
FEANAR o ZAER AL AT F T 3R A — i B 20 Bty PR R 70 1 G2 R s e, LS FH A9t e )
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REARR HEREGER R BER BE RS 2 20Kk i ik eske A
A KA AT AR LA B BRI AIE o AR ST S AN 532 R0 IR a5 B L ), AR K
AR (R IR L6, AT 25 2 e AR R AR AL RV PR RS RAE o 72— S0 77 S8, $R I T 1
it FH (%) 55— B A7 S0, B A EAS BR T3 & T4 B 30 77 IR 2 L B B 4E (gelcaps)
E YRR

[0212]  fE—SKJtT7 &, B2 U 29 19T 28 £ L T AR B 2 W kA8
(RT3 £E 5 — K77 229, FEZI R T F 3 IR iR IR » B 8% 7 5 A0 1R P[] P
H & /b 250036 T B BERE o PR HIRIAA s B G I A 25 W3 1« PRIt FH A3z F 42
R R . Sy Ak, BRI AT A T 2 e R () B e R M, bl A i 25 7K, A T A
s EER (BARIER ) BIk4.

[0213]  7F 55— SR 77 2 7, $20RE ] A 1 v 1 s TR T e o ™ A B BB YR T R ) —
BB (TR ) » SR G BB EF SR U B 20 &, DAAE I () IR [A] By P ZE 7 X
YRIT BRI F BI7K Yo 76— SEETT 225, O 1 a4 R 4ERRIX M 52 7KF, 254 7] DLEAR
AR BCHEE H AR A B 254 2 00 B AR AL AR R, 6 TR 43 RO R P DA ek 6 2Rk
B AR, HARRT :pH L E B KB B A BB &)

[0214]  4.5.3 B gAhHH

[0215]  HE Mg AhAI AT DUE T & Phas e 2 8 3, B85, (HART & T FkA (B
HevE ) LA BRI« 72— SEETT 2, B WAL i F Seadt 1 8838 XS B R A8
B2, Rk, 70X S S2Tit 77 22 7, B A0 2 o e T B BE 8 A8 it A 22 AR 3 W K E
W40 B RS2 A AR AR T <33 5 FH VAR R VA A BCa i TS 24 5% BT 332 R
TR 7 i 5 S AL

[0216] A T3R5 W 70550 2 1) A Jd A e ARSI AR N I A o SEB AL, (HANRR
T :USP VRS FHK s /K 3844, PE A EAN R T « GO BN SR PR, e S8, 0 28 W
] 6 R R S B S VBRI L R MR TR B s KR A IO B, EE AR T - 4B R 2
BEANERE T B2 5 DA S AR K PR A, P EASBR T« Kl AFF vl A8 A2 v 22 R v LTl R 2
BE PR SRR PR e TR B R O R R B

[0217] A BH A FF 4R i — Rl El 22 Pl PR Rl o3 8 i P AL S 4 B m] DU 31 B g 40 771
b, g, BRI S OAT AR AT DL IR M A R B IR (IL AL S VR i e . 2 I, Bl st
E LR 5, 134, 127, 3 HIEE 5 HIFARIL. 4.5. 4 J5HRURT R 75| 4

[0218] AN BH 42 1t %) Ja 0 A0 Rk B 75 A A 5, (H AN R T < 185 25 771 R 55 A Vs A 3L
T AR VR 9 HIR R B IR AR ), B AR AU E R AN R e R, 0, 6l
Remington’ s Pharmaceutical Sciences, 5 16 #1 18 ki, Mack Publishing, Easton
PA (1980&1990) ; # Introduction to Pharmaceutical Dosage Forms, % 4 kX,
Lea&Febiger, Philadelphia (1985) o i& A TR Y7 I a o i 40 21 77 284 mT ARG i Fek 11 24 3
1 R 7 o

[0219] W] FH T FRARL AR S BH 1) =y 38 REORS B 57 2R 1) & & RO 55 (o] s A A e 7] ) Je
BB i 24 USR5 A RN, IR T 45 8 294 A ) B i FH 1 24K 2
. fE—LE T ET, WIEA G5, BEART K AR 8. 2 FE A FE. 1, 3- T FF,
DA SR I S TR IR AR A R S TR AT v S R G, DA R B3 R 25 b AT 42232 1) 1
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V) FLAR BB AT DA Al 259 2 -5 P AN ) 24 Ao in A3 SR B AR A . X Y HE B
O3B S2 ) S A AT A FTH . 2 UL, #1170 Remington’ s Pharmaceutical Sciences, 35 16 fll
18 filt, Mack Publishing, Easton PA (1980&1990) .

[0220] & m] DA 5 23 4 A 0BG (1) pH SR 250 — FPEs 2 P 1 Bl IR I o 2ALHE,
AT DA 75 VA R BAR A 1 LR 5 T BROK T ok g ik . ] DL AL S L an bl IS IR R
NG -GG, DU — R a2 BoE MR o B S K PE BRIt , AT 28 i3 18 . 7
Hoe st 77 22, R IR IR nT LAVE il 7RI i G ot s AR AR BGER T V& M) DA AR
IR IG R BGSIE I R . AR e SEETT ZE R, 3B AT LAE R VE PR G I S A A R
B EWENIAR ARk — DR B A A T

[0221] 4.6 BFE

[0222]  7F—SEjta77 S+, [F I BRI it A [F] e FH 1 42 K A R B4R A A 3 4 ol 4 it FH 22 2
o AR KT S, RGN &, HA] B E O A E S RVETE RO i R

[0223]  fFE—SEjti 77 9, WRE AR A R IR AL AL SR Y . R &R DA — A
BRI VE MRSy, LI BRI Bk #R(Genasense™) 2754 . G-CSF. GM-CSF. EPOFEI & fE oA

R B RO R R S TFN, COX—2 #I 741) DB P A0 R V0 2 HE ZEKFA L T2, TL8.
IL18, Ara—C. K&EHE . 4t A 1R 13 Iz — £ 5E PRECH 25 8 22 AR B AT A 47 B A
Hro Frid e is M B SEBEEE, HAR T ARRHAFIL (S0, Flin4.3755) .
[0224]  7E—SEia 7y &7, WGRIE n] DA — 0 A6 A ki F iR VE PR B IO 2 8 . IXRE )
BB ML RS, (HART VRG2S I8 A RN 28

[0225] 7R & ] DA — 0 AR RS A IO 40 B B, DA B e FH T i FH — Pl 22 Bl il M i
Yy bRz e . an, a0 SEE PR A DL 0 R g T B i e ) [ 44
RSB, T2 A0 5 mT DA 46 G 0 B4 1) 55 B 75 25, L AR Biad v P 1l 43 TV il AT ok
T E W ot F B TE SR I T T AW . 24555 ] 52 B AA B SE B B4, (B TR T < USP &
WK /K PEBAA, LB BR T« S AN S PR D3 S VR, 260 W VA 5V 2 A A
SN S RN LR MR EQyE SV s /K IR VA T B, LE AR T« 2B K 2 AR
P BE s PLSAE K 3R, LR EAS PR T« K AR AT e A3 22 Rl VR 2B &
5 R S TR G RN 25 B R

[0226] 5. SZJfif

[0227]  JE3 T IR AR RR il P ST 451 >R 58] 3 AR K BH ) — LE S T R

[0228] 5.1 3—(5— FJE —4- 4R —4H- mmebk —3— L ) — WRIE -2, 6—

[0229]
0 0. y
-
’ ‘
N=/ ©

[0230] DB 104 2- S -6- RILIEFES (10. 75g, 71. lmmol) F1 CDI (10. 75g, 66. 3mmo1)
fECHE (150mL) FHIR G A ZE T, SiFE 1. xS E R P mA 3- & 2 - Ik
WE -2, 6— R EhER (10. 75g, 65. 3mmol) FEKIRZEEN (8. 0g, 95mmol) , 7E 50°C FINFVZIR A
V) 18 /NI o Wiz RS AN B IR, L8, IFH & (50mL) (7K (2X50mL) A (50mL) Al
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CN 104910133 A i BB 32/71 B
O BE (50mL) Peisk, 132 82 [ A bR 1) 2- 25 -N-(2, 6- 5 AR - WRiE -3- % ) —6- F
B8 B OBE e (9.89g, 77 # 58 % ) :'H NMR (DMSO-d,) & 1.98-2. 17 (m, 5H, CH,, CH,) 2. 51-2
.56 (m, 1H, CHH), 2. 74-2. 86 (m, 1H, CHH) , 4. 68—4. 77 (m, LH, NCH), 5. 18 (s, 2H, NH,), 6. 38
(d, ] = THz, 1H,Ar), 6.50(d, ] = THz, IH,Ar),6.94(t ;] = 7Hz, 1H,Ar),8.59(d, ] =
8Hz, 1H, NH), 10. 90 (s, 1H, NH) ;'°C NMR (DMSO-d,) & 19. 14, 23. 75, 30. 99, 49. 10, 112. 37, 17.
21, 122. 28, 128. 96, 134. 61, 145. 22, 168. 36, 172. 84, 173. 00 ;LCMS:MH = 262,

[0231] 20 BB 2: 4% 2- & A -N-(2,6— = & AL - Wk me -3- A )-6- H B Ok B Wt B
(0. 60g, 2. 2mmo1)  J5i B % = Ffi5 (3mL, 26. 8mmol) FI%f — B EH#EE (0. 060g) 7E 2. (20mL)
SO E R 30 /N, RIR A WA A R ZE . FZRAEWH, IR K (75ml) Fl
fif (20mL) , FEHFEAT B HIVR S 2 /M) ﬂﬁ%ﬁcm FEH KIS (% 50mL) ¥Egk, 152
EHGREAKR 3- (65— F I —4- FH AL —4H- ek -3- 5L ) - URIE -2, 6— -7 (0. 28g, 7=
47% ) :HPLC:Waters Symmetry Cg, 5um, 3.9 X 150mm, lmL/mln, 240nm, 30/70CH,CN/0. 1 %
H,PO,, 3. 08min (99 % ) ;mp:262-264 °C ;'H NMR (DMSO-d) & 2.09-2. 16 (m, 1H, CHH), 2. 62
—2. 84 (m, 6H, CH2, CH,, CHH), 5. 42 (brs, LH, NCH), 7.32(d, ] = THz, 1H,Ar),7.52(d,y =
8Hz, 1H, Ar), 7. 69 (t, ] = 8Hz, 11, Ar), 8. 30 (s, 1H, CH), 11. 12 (s, 1H, NH) ;'°C NMR (DMSO-d,)
8 22. 35, 22. 62, 30. 88, 58. 00, 119. 81, 125. 36, 129. 57, 133. 72, 140. 15, 147. 08, 149. 07,
160. 21, 169. 91, 172. 33, 172. 44 ;LCMS:MH = 272 ;C, H,N,0,[ # & {4 :C, 61. 99 ;H, 4. 83 ;
N, 15. 49, SZUME :C, 61. 67 ;H, 4. 40 5N, 15. 41,

[0232] 5.2 3-(2,5- HHL —4— AR —4H- ek —3— Jt ) - WRNE —2, 6— - fifd

[0233]
aan |
=

[0234]  ff 2- F AL -N-(2, 6- %A - WRIE -3- J& ) —6- IR BEZ (1. 00g, 3. 8mmol)
ME 2,18 = 2,8 (0.9mL, 4. 9mmo1) 7E DME (10mL) 77 (R VAR In #5101 /N B %R &
MBI R ER. FHZBEBRFP A Celite (40mL) , /£ H 25 FERE AT 9 [E AR 8 AE SIM
F, FH TSCO Rk 8k i t 3 (ke CH,OH/CH,CL,) 4ifk., 13 3 2 8 At [E 4K 1) 3- (2, 5- —
FAJE —4— AT —4H— ek —3— 3£ ) - WRIE -2, 6— [ (0. 46g, 77 % 43% ) :HPLC:Waters
Symmetry Cg, 5 1 m, 3. 9X 150mm, lmL/min, 240nm, 25/75CH,CN/0. 1% H,P0,, 2. 95min (96 % ) ;
mp:292-294°C ;'H NMR (DMSO-d,) & 2. 11-2. 18 (m, 1H, CHH), 2. 55-2. 65 (m, 2H, CH,), 2. 60 (s, 3
H, CH,), 2. 69 (s, 3H, CH,), 2. 78-2. 85 (m, 11, CHH), 5. 19(dd, ] = 6, 11Hz, 1H, NCH), 7. 25(d, J
= 8Hz, 1H,Ar),7.43(d, ] = 8Hz, 1, Ar), 7.64(t, ] = 8Hz, 11, Ar), 10. 99 (s, 1H, NH) ;*°C
NMR (DMSO-d,) § 20. 82, 22. 43, 23. 32, 30. 55, 56. 33, 118. 69, 124. 73, 128. 82, 133. 72, 139
.82, 148. 34, 154. 58, 161. 03, 169. 61, 172. 60 ;LCMS:MH = 286 ;C,H,.N,0,-+11,0 [ & i {f -
C, 59. 26 ;H, 5. 68 ;N, 13. 66.

[0235]  SEZilME :C, 59. 26 :H, 5. 68 ;N, 13. 66,

[0236] 5.3 3S-3-(2,5— "~ HIHL —4— AL —4H- bk —3— L ) — URIE —2, 6— [
[0237]

E=1]
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OQB

Sres

[0238] B IR 1.4 2,5- — H L - &I [d][1, 3] MR —4- i (7. 4g, 42mmol) \4S—4— &
e —4- F WL - T ERBUT EE (H-G1u (0tBu) -NH,) (10. 0g, 42mmol) KM (6. 3g, 92mmol) Fll
VETER = 2KHEE (13. 2mL, 50mmol) 7E ZU i (100mL) A FYB i I HE A B3 21 /N o K78
AHAHIZE 30°C . MHZIRSY K (100mL) 1R (100mL) , B3] =2 . 4 B BARKH
7, =& F 6 (2X100nl) 8. BEFAR=MAIUZ. FRZEBRTIA Celite (2 %
L) o AR TEREBN BIEEE T SIM, A 1SCO #JZ#r (fEH, CH,CN/CH,CL,, 7E 20 43
BRI 0% BERE R 50% ) Aifk, 152 2 A AR R) 45-4- A B -4-(2, 5- ZHHE 4-%
£ —4H- WEMEIpk —3- 3 ) - TRELUT R (12.9¢g, 7" 86% ). i M T N mLEi#
—Laifk.
[0239]  JDUE 2:9% 4S—4- G B —4-(2, 5~ “HFE 4 AR —4H- ek —3- ) TR
BT B (8. 7g, 24mmol) A1 HCL 7EWE (60mL, 2N, 120mmol) HH H B AL =R T, e 2 K.
TEH A TRE2IER . FEE (50mL) HidkEAE 1 /. 3SR, Al (20mL) ¥k, 535
ik, 7EFREE (50mL) FHEEEE A . SRR IR R B, B3 2 A R EA R
4S-4- G R EE L —4- (2, 5- HI gL —4— AR —4H- Wk -3- 3% ) - TR (7. 0g, 7Z 96% ) .
¥z AT Ik P,
[0240] DR 3:4F —40°CF, fEHES IR CmL/ 4080 ), 1] 45-4- R P B -4-(2,5- = HF
-4 AR —AH- WERIR —3- 35 ) - T ER (7. 2g, 24mmol) 7E & FF ke (250mL) o B R TP A
FEIOAN AR S (Tml, 96mmol) o 10 438 5 , {8 FHVEST 4 (2mL/min) FEHERE (7. TmL, 96mmol)
IMAZNZIRAYIF . 7E -40°CN, BFZIRE 5 /Mo mHZIREYH, K (20mL) o £E

5 b2 G, IR AN (AR, 1oomL) IMARNZIR G . 75 10 282 f5, B iZiR s
WA 2] 0°C HIR 1, FFORFF 30 408, AN, AR TR, B3 A alEiE. &
[k 59— AN KZIRE, M IZ B 10 8. % B, 3F A K (50mL) | BR
S0 (HUATE, 50mL) FI7K (2X50mL) Heisk, 15 215 A i k. & BHEE T 4 5F (150mL)
L, NN Celite (3 % A&L ) o FEH R ZVEM. Mg B4R AT A= SIM A, A ISCO M=
#r (FERL, CH,CN/CH,CL,, , 7£ 15 73 B N AN 0% #0242 50 % ) A fk B4~ SIM, 13 21 & [ 4 [
M) 3S-3-(2, 5 - FF 2 —4- S AR —4H- MR Ibk —3- L ) - WRIE -2, 6- i (2.92¢g, m &K
43% ) :HPLC:Waters Symmetry C, 5 um, 3.9 X 150mm, 1mL/min, 240nm, 20/80CH,CN/0. 1 %
H,PO,, 4. 50min (99.8 % ) ; F P HPLC:ChiralPak AD 1mL/min, 240nm, 50/50iPrOH/ &
1% 12.62(99.93% ) (S— Fkfk ), 18.58 (0. 07% ) (R- F:k44 ) 99. 86% ee smp:241-243°C;
'H NMR (DMSO-d,) 8 2. 11-2. 18 (m, 1H, CHH), 2. 55-2. 65 (m, 2H, CH,), 2. 60 (s, 3H, CH,), 2
.69 (s, 3H, CH,), 2. 78-2. 85 (m, 1H, CHH), 5. 19(dd, ] = 6, 11Hz, 1H,NCH), 7. 25(d, ] =
8Hz, 1H, Ar),7.43(d, J = 8Hz, 1H,Ar), 7.64(t, ] = 8Hz, 1H, Ar), 10.99 (s, 1H, NH) ;"°C
NMR (DMSO-d,) 8 20. 82, 22. 43, 23. 32, 30. 55, 56. 33, 118. 69, 124. 73, 128. 82, 133. 72, 139.
82, 148. 34, 154. 58, 161. 03, 169. 61, 172. 60 ;LCMS:MH = 286 ;C,H,:N,0,+0. 5H,0 [ & i {1 -
C,61. 22 ;H, 5. 48 5N, 14. 28 51,0, 3. 06, EU{HE :C, 60. 98 ;H, 5. 54 5N, 14. 21 ;H,0, 2. 89,
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[0241] 5.4 3R-3-(2,5— —FIE —4- AT —4H- wmemtk —3— F ) — WRIE —2, 6— - fifi

[0242]
00
Lo
N={ H*

[0243] 8% 1.6 2,5 — H1 B - K I [d][1, 3] WE MR —4- Fd (7. 8g, 45mmol) \2R-2- &
He-A-FH P B - T B AT BE (9g, 45mmol) | K B (3. 6g, 53mmol) O B B = K fi
(17mL, 65mmol) fE ZJiF (100mL) ™1 )& EE R A FE N # Bl 21 /Do RZIR G W% 2
30°Co [MIZIEEYTIMAIK (100mL) A1 & F e (200mL) « F & F Lt (200mL) FEEUK)Z .
BN (AR, 100mL) PR EMANZ . MIZANZFIMA Celite 2 FR&L) . 1
O RBR B AF A S A=A ST, B 1SCO 2T (RERZ, CHCN/CH,CL,, 7E 20 43
B 0% BRI A 50% ) ZUALAREAS SIM, 153 2 A AR 1) AR-4- Z P B -2-(2, 5- —HF
e —4= AR AN PERRIR -3 55 ) - TERAUT BR (3. 4g, & 21% ) KixmWAT T8
[0244]  DIE 205 AR-4- E FBLHL —4-(2, 5- L 4 FAC Al ek -3- 3L ) TR
BT ES (3. 4g, 9. 4mmol) A1 HCL £E®E (50mL, 2N, 100mmol) () BIZRAE =R T, #iHE 4 K.
EEAZ R EER. AEETIMANFE (30mL) . HRAEES TREGE. BEEE S
g (30mL) i FE A I IX R I &R T (20mL) Pk, 15 3 2 3 A A
AR-4- H FPBE3E —2- (2, 5— I HE —4- S0 —4H- ek -3- 3£ ) - TR (2.6g, 7% 91% ).
Kz T N madidE— P,

[0245] 2L U% 3. 7F —40°C N, ff FIVEST & 2mL/ 2 8h ), 4] AR-4- & FFEE L —2-(2,5- —
I —4— S0 AR —4H- WMk —3— 3 ) - TR (3. 2g, 11mmol) 7€ & H %% (130mL) () &%
BRI REEE (3. ImL, 43mmol) » 7E 10 23 4F 2 J&5, M FES R (2mL/min) RN
g (3. 5ml, 43mmol) o FFAE ~40°C R, HiFE ZIR G 4 /N . HIZIRA T IIAK (20mL)
1E 5 APz )G, BB AN (AT, 140mL) IANBNZIREWIH . 15 10 380 2 5, # iR
EYER R 0°CH T, IFOREF 30 0 8h. AEETHEREANEN. TSI ZEBFER, IFHK
(50mL) ¥E¥k, 153802 A A 4d . K EARE T FEE (150mL) #, A Celite @ KR ). 1E
BT EREEN FEAE S AAEPA SIM i, H ISCO # E#r (fEfZ, CH,CN/CH,Cl,, ££ 15
RPN 0% B % 50% ) Al REAS SIM, 13 3 2 A (4 [ 44 1) 3R-3-(2, 5- & —4- %
A —4H- s bR —3— 3£ ) - WR BE -2, 6— —~fH (1.4g, 77 % 46 % ) :HPLC:Waters Symmetry
Cie 5 1m, 3. 9X 150mm, 1mL/min, 240nm, 25/75CH,CN/0. 1 % H,PO,, 2. 75min (99.3 % ) ; F
PE HPLC :ChiralPak AD 1mL/min, 240nm, 50/50iPrOH/ T %% ,6.23(4.22 % ) (S- = #4
14),8.23(95.38% ) (R- F: My 44 ), 91. 53 % ee ;mp:280°C (43 fif) ;'H NMR(DMSO-d,) & 2
. 11-2. 18 (m, 1H, CHH), 2. 55-2. 65 (m, 2H, CH,), 2. 60 (s, 3H, CH,), 2. 69 (s, 3H, CH,) , 2. 78-2
.85 (m, 1H, CHH), 5. 19(dd, ] = 6, 11Hz, 1H,NCH), 7. 25(d, ] = 8Hz, 1H, Ar),7.43(d, ] =
8Hz, 1H, Ar), 7.64(t, ] = 8Hz, 1H, Ar), 10. 99 (s, 1H, NH) ;*°C NMR (DMSO-d,) & 20. 82, 22. 43
, 23. 32, 30. 55, 56. 33, 118. 69, 124. 73, 128. 82, 133. 72, 139. 82, 148. 34, 154. 58, 161. 03, 1
69. 61, 172. 60 ;LCMS:MH = 286 ;C,5H,;N;0,+0. 35H,0 f) # i {8 :C, 61. 78 ;H, 5. 43 ;N, 14. 41 ;
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1,0, 2. 16, SEZJUME :C, 61. 82 ;H, 5. 08 :N, 14. 32 ;H,0, 2. 17,
[0246] 5.5 3—(2— ¥£ 0t -5 FIJL —4— S(4X —4H- Pk —3— L ) — WRIE -2, 6— [
[0247]

[0248] % 2- ZJHE -N-(2, 6 54X - WRNE —3- 2L ) —6- K FELRZ (1. 00g, 3. 8mmol) .
CDI (0. 62g, 3. Smmo1) A1 DMAP (0. 10g, 0. 82mmol) 7E Z. & (12mL) A fJ ¥ W 75 L 3% 4
T 150°C T n# 10 3%, I X BFE R, FFH LF (2X20mL) L 7K (2X20mL) « HC1 (1N,
25mL) 7K (25mL)  F A% (2X20mL) A 2, B8 £ B (2X20mL) ¥t ¥, 15 2 2 38 [ & b 44 1
3-(2- ¥& B -5 FF A —4- AR -4H- nd R -3 R ) - R g -2, 6- — Bl (0.89g, 7 %
81% ) :HPLC:Waters Symmetry C, 5 um,3.9X 150mm, ImL/min, 240nm, 25/75CH,CN/0. 1 %
H,PO,, 5. 72min (99 % ) :mp:373-375 °C ;'H NMR (DMSO-d,) § 1. 90-1. 97 (m, 1H, CHH), 2. 49-2.
58 (m, 2H, CH,), 2. 61 (s, 1. 5H, , CH,), 2. 69 (s, 1. 5H, , CH,), 2. 81-2. 92 (m, 1H, CHH), 5. 55 (dd, J
= 5, 11Hz, 0. 5H, NCH), 5. 72(dd, ] = 5, 11Hz, 0. 5H, NCH), 6. 99-7. 08 (m, 2H, Ar), 7. 50-7. 55
(m, 1H, Ar), 10. 92 (s, 0. 5H, OH), 11. 42 (s, 0. 5H, NH), 11. 56 (s, 0. 5H, NH) ( 7F 350K M 2L 1] ) ;
C NMR (DMSO-d,) & 20. 90, 21. 38, ,22. 11, 22. 41, 30. 72, 30. 77, 49. 74, 50. 99, 111. 52, 112.
15, 113. 38, 125. 67, 134. 26, 134. 34, 140. 29, 140. 63, 141. 09, 141. 45, 148. 77, 149. 99, 161.
60, 162. 39, 170. 00, 170. 38, 172. 74 ;LCMS:MH = 288 ;C,H,,N,0,F ¥R (H :C, 58. 53 ;H, 4. 56 ;
N, 14. 63, SEUIME :C, 58. 40 ;H, 4. 32 ;N, 14. 59,

[0249] 5.6 3S-3-(2, 5— ~HIHE —4- AT —4H- Wmarnbk —3— Jt ) 53— B — URIE -2, 6— i

[0250]
O 0 ;i
24
=

[0251] % 2,5— —HJ: - 283 [d][1, 3] MEmk —4- i (1. 4g, 8. lmmo1) . 3S-3— & & —3- H
FEURNE -2, 6- EAERALE (1. 8g, 8. Immol) (KM (1. 2g, 18mmol) FIFTEER = 2K HE (2. 6mL,
9. Tmmol) /£ Z.fiF (50mL) [ BV AL 65°C 1yt h ik, ndad %, iR &A% A
BRI, FZBEEYFIMA Celite. R TREHEM. KA EE T SIM A, F:H 1SCO
FEJEHT (RERE, CH,CN/CH,CL,, 7E 15 434 P M 0% BRJE 22 100% ) 4ifk, 153 2 A @ EAR R
3S-3-(2, 5— L HJE —4— (A —4H- rEmuk -3 L ) -3- B ELURVE -2, 6— —-fi (220mg, FEE
9% ). HPLC:Waters Symmetry Cg, 5 um,3.9X 150mm, ImL/min, 240nm, 20/80CH,CN/0. 1 %
H,PO,, 3. 43min (99. 4 % ) smp:187-189 'C ( 4 fift ) ;'H NMR(DMSO-d,) & 1. 90 (s, 3H, CH,), 2.
36-2. 42 (m, 1H, CHH), 2. 49-2. 85 (m, 9H, 2CH,, 3CHH), 7. 22(d, ] = THz, 11, Ar),7.37(d, ] =
8Hz, 11, Ar), 7. 62 (t, ] = 8Hz, 11, Ar), 10. 79 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 22. 17, 24. 42,
26. 21, 28. 13, 28. 95, 62. 59, 118. 82, 123. 96, 128. 59, 133. 64, 139. 48, 147. 44, 153. 73, 163.
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77,171.45,173. 10 ;LCMS:MH = 300 ;C,6H, N;O, I FEIBAH. :C, 64. 20 5H, 5. 72 5N, 14. 04, S|
{8 :C, 64. 08 ;H, 5. 58 ;N, 13. 86,
[0252] 5.7 3R-3—(2.5- —FEJE — (4 —4H- WMtk —3— L ) —3— FIL — WRIE -2, 6— ]

[0253]
00
N
L 0
N-

[0254] % 2,5— —ERSE - 28 9f [d][1, 3] MEmE —4- i (1. 6g, 9. Ommo1) 3R-3- & J& —3- H
FEURNE -2, 6- “EAERALE (2. 0g, 9. Ommol) (K (1. 3g, 20mmo 1) FIFHEER = 2K HE (2. 4ml,
9. 0mmol) {EZfiE (50mL) [ EIF AL 65 °C KM P B ke, In G . K iZIE & H
ZEE. FHZBEYTINAN Celite. fEHA NEREEN WBEAE T SIM A, A 1SCO ##
M (R, CH,ON/CH,CL,, 7E 15 43 8h P M 0 % 48 1% 2 100 % ) 4k, 15 31 2 [ 10 [ 4K 1
3R-3-(2, 5~  F Ak —4- S AR —4H- MMk apk -3 J& ) -3- F L IR IE -2, 6— [ (90mg, 7=
3.4%) . HPLC:Waters Symmetry C,, 5 um, 3. 9X 150mm, lmL/min, 240nm, 15/85CH,CN/0. 1%
H,PO,, 6. 46min(99.4 % ) :mp:298-301 °C ;'H NMR(DMSO-d;) & 1. 90 (s, 3H, CH,), 2. 36-2
.42 (m, 1H, CHH) , 2. 49-2. 85 (m, 9H, 2CH,, 3CHH), 7. 22(d, ] = 7Hz, 1H,Ar),7.37(d, ] =
8Hz, 1H, Ar), 7. 62 (t, ] = 8Hz, 11, Ar), 10. 79 (s, 1H, NH) ;°C NMR (DMSO-d,) & 22. 17, 24. 42,
26. 21, 28. 13, 28. 95, 62. 59, 118. 82, 123. 96, 128. 59, 133. 64, 139. 48, 147. 44, 153. 73, 163.
77, 171. 45, 173. 10 ;LCMS:MH = 300 ;C,H;,N,0, I FIS{H :C, 64. 20 ;H, 5. 72 5N, 14. 04, =]
{8 :C, 63. 81 ;H, 5. 69 ;N, 13. 92,

[0255] 5.8 3—(5— FFAJE —2- H AL —4— A —4H- meidenbk —3— JiL ) — URIE —2, 6— [

[0256]
& )
N'J\

[0257] ZE=EET, [ 2- & —6- FAEIEIRFE (2. 0g, 12mmol) FIBKME (1. 0g, 14mmol) 7F
FE (20mL) RN AW R EEEINN CEEE (1. 0mL, 14mmol) o KFZIR A WAE IR T Hi kit
o MNZIBEYIHF AN 3— & At - URIE -2, 6— i EhiR (2. 0g, 12mmol) (KM (1. 8g, 26mmo 1)
AP R =R EE (3. 8mL, 14mmol) , FE N R [RI3R 22 /NIy [FZIR AP A K (60mL) .
I8 %R FF K (2X50mL) « 4R B (2X50mL) Tk PR S 88 (v AT (1, 50mL) A 7K
(50mL) PE¥, B2 2 PR 3- (65— FAHE —2- AL —4- S4R —4H- rmdnpk —3- ) - Uk
g -2,6- — B (1.3g, 7 % 35 % ) :HPLC:Waters Symmetry C,g, 5 1m, 3.9X 150mm, ImL/
min, 240nm, 15/85CH,CN/0. 1 % H,P0,, 3. 37min (99. 4 % ) ;mp:274-276 ‘C ;'H NMR (DMSO-d,)
§2.09-2. 16 (m, 1H, CHH), 2. 51-2. 63 (m, 5H, CH,, 2CHH) , 2. 72-2. 89 (m, 1H, CHH) , 3. 83
(s, 3H, CH,),5.14(dd, J = 6, 11Hz, 1H,NCH), 6.98(d, ] = 8Hz, IH, Ar),7.12(d, ] =
8Hz, 1H, Ar), 7. 69 (t, ] = 8Hz, 1H, Ar), 10. 96 (s, 1H, NH) ;°C NMR (DMSO-d,) & 20. 84, 23. 36,
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30. 55, 55. 85, 56. 16, 107. 96, 109. 91, 118. 26, 134. 98, 149. 24, 155. 30, 158. 13, 159. 42, 169
.63, 172. 63 ;LCMS:MH = 302 ;C 1, ,N;0,+1. 6H,0 FJFRIRAE :C, 54. 57 ;H, 5. 56 N, 12. 73, S|
{H :C, 54. 19 :H, 5. 42 :N, 12. 55,

[0258] 5.9 3—(5— f —2— HJE —4— %HAC —4H- Mgk —3— L ) — URIE —2, 6— - fifd

[0259]
N

N’"A
[0260] FEZEIL T, A 2- & 4 —6- F oK H#E (5. 3g, 34mmol) F1BK M (2. 8g, 41lmmol) 7F
ONE (60mL) FRIR G A IMA 4B (2.9n0, 41mmol) « W ZB EMAEEIRT
PRI . HZIRA Y P InA 3- 2 B - R IE -2, 6- i £ ER (6. 1g, 37mmol) | WK Mk
(5. 1g, 7Tommol) F1 IV % g = 2K s (10. 6mL, 41mmol) , 3F N # [7] 3% 22 /NBF. 181 iZ IR &
RN ZK (60mL) o i 3EiZ B EFEW, IR /K (2X50mL) . Z B8 Z.Bg (2X50mL) Fl17K (50mL)
Ve, 13 30 3 ol Ak, o H AR B (GomL) Hr Pt . A H EE (30mL) A17K (30mL) ¥
Bz B, 33 2 8 0 b5 3- (6 o —2—- B —4- S0 —4H- mE Rk -3- ) - IR
g -2, 6— — [l (7.6g, 7= % 78 % ) :HPLC:Waters Symmetry C, 51m,3.9X 150mm, 1mL/
min, 240nm, 20/80CH,CN/0. 1% H,P0,, 3. 8min (99. 6% ) ;mp:275-277°C ;'H NMR (DMSO-d,) § 2
. 13-2. 20 (m, 1H, CHH), 2. 57-2. 69 (m, 5H, CH,, 2CHH), 2. 77-2. 90 (m, 1H, CHH), 5. 25 (dd, ] =
6, 11Hz, 1H, NCH), 7. 26 (ddd, ] = 0.6, 8, 11Hz, IH, Ar), 7. 44 (d, ] = 8Hz, 1H, Ar), 7. 80 (dt, J
= 5,8Hz 1H,Ar), 11.04 (s, 1H, NH) ;"°C NMR (DMSO-d,) § 20. 73, 23. 45, 30. 57, 56. 45, 109. 79
(d, Jop=6Hz), 112.89(d, J ;= 21Hz), 122. 64 (d, J ;= 4Hz), 135. 39(d, J .s= 11Hz), 148.
86, 156. 22, 157. 46, 160. 15(d, J.,= 264Hz), 169. 38, 172. 57 ;LCMS:MH = 290 ;C ,,H,,N,0,F [¥]
HIRH :C, 58. 13 5H, 4. 18 5N, 14. 53 ;F, 6. 57, SEPAE :C, 57. 98 3H, 4. 00 3N, 14. 45 ;F, 6. 73,
[0261]  5.10 3—(5— & —2— FEJEL —4- S AL —4H- emkbk —3- & ) — WRIE -2, 6= i
[0262]

H

bos
N

NK
[0263] AE=ZIEF, A 2- & 6- E R L (2. 3g, 13mmol) FIBKME (1. 1g, 16mmol) £E 2.
& (25mL) FEREW TN ZBEA (1 1nl, 16mmol) o KHiXIR GW)/E = I T it
W o FNZIREPIHINAN 3- Z A - URIE -2, 6— _Fi#hER (2. 2g, 13mmol) (WK (2. 0g, 30mmol)
AP RERR = KBS (4. 2mL, 16mmol) , FEANFEI 22 /N, WZIEA Y A K (60mL) .
JEIZ BRI, I K (2X50mL) « 4R 2,15 (2X50mL) FT7K (50mL) /ﬁa/m,ﬁ—@uaélw,
s H F 1l % HPLC (C1820/80CH,CN/H,0) 24k, 13 2| 2 A 4 [l 44 ) 3- (5- &l —2—- F & —4-
A —4H- % e bk —3— 3£ ) - IR g -2, 6— —ff (1.3g, 7% 31 % ) :HPLC:Waters Symmetry
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Cyso b 1m, 3. 9X 150mm, 1mL/min, 240nm, 25/75CH,CN/0. 1 % H,PO,, 4. 16min (99.9 % ) ;
mp:315 C (4 ## ) s'H NMR(DMSO-dy) § 2. 13-2. 19 (m, 1H, CHH), 2. 57-2. 68 (m, 5H, CH,, 2CH
H), 2. 78-2. 85 (m, 1H, CHH), 5. 23(dd, J = 5, 11Hz, 1H, NCH), 7. 51-7. 58 (m, 2H, Ar), 7. 74 (t
,J = 8Hz, 1H, Ar), 11. 03 (s, 1H, NH) ;'°C NMR (DMSO-d,) § 20. 63, 23. 48, 30. 53, 56. 61, 117
. 14,126. 18, 128. 98, 132. 24, 134. 52, 149. 27, 155. 99, 158. 39, 169. 38, 172. 56 ;LCMS:MH
= 306, 308 ;C,,H,N,0,C1+1H,0 (1] 3 i {& :C, 51. 94 ;H, 4. 36 5N, 12. 98 ;C1, 10. 95, <& Wl {A -
C,51.91 :H, 4. 24 ;N, 12. 93 ;C1, 10. 20.

[0264]  5.11 3—(2— HIJE —4— A -5 — U L —4H— wdemdenbk —3— L ) — WRIE -2, 6— i

[0265]
N

N
[0266] 7F = L T, [ 2- % A -6-( = @ F ) K B EE (3.0g, 15mmol) I K
(1. 2g, 18mmol) fEZJiF (30mL) F RGN ZBiA (1. 3mL, 18mmol) o KHZIEH
WIE SR T BFEE . FHZR AN 3- &L - URIE -2, 6- HAEhR (2. 4g, 15mmol) .
K (2. 2g, 32mmo1) A% B2 = 2K B5 (4. 6mL, 18mmol) , FF NI UE 22 /NBF o MR A
YA in N (100mL) o 338 1% B W, FEH K (2X50mL) « 288 2. B8 (2X50mL) B FR L 4N
(¥ A0 9, 50mL) 7K (50mL) Peik, 19 2] 2 B B 44 1) 3-(2- AL —4- AR -5- =/ A
JE —4H- R —-3—- JE ) - IR IE -2, 6— [l (2.02g, 7*#E 51 % ) :HPLC:Waters Symmetry
Cig D 1m, 3. 9 X 150mm, 1mL/min, 240nm, 30/70CH,CN/0. 1 % H,P0,, 4. 84min (99.9 % ) ;
mp:268-270 °C ;'H NMR(DMSO-d,) & 2. 14-2. 22 (m, IH, CHH), 2. 55-2. 70 (m, 5H, CH,, 2CHH
), 2.76-2.92 (m, 1H, CHH), 5. 29(dd, ] = 6, 11Hz, 1H,NCH), 7. 89-7. 98 (m, 3H, Ar), 11. 0
6 (s, 1H, NH) ;'°C NMR (DMSO-dy) & 20. 45, 23. 27, 30. 43, 56. 74, 117. 19, 123. 19(q, Jop=
273Hz), 125. 75(q, Jop= THz), 126.42(q, J = 32Hz), 132. 05, 133. 97, 149. 12, 156. 58
, 157.59, 169. 19, 172. 48 ;LOMS:MH = 340 ;C,H,,N,0,F,+1H,0 ] 3 18 {f :C, 50. 43 ;H, 3. 95 ;
N, 11. 76 ;F, 15. 95, SZill{4 :C, 50. 26 :H, 3. 82 :N, 11. 66 ;F, 15. 71,
[0267]  5.12 3—(5— & —4— 4K —4H- etk —3— 3t ) — WRIE -2, 6— —fifd

[0268]
c
00 u
-
o
NJ

[0269] S 1 2-F I -6- & K BHER (3.0g, 17mmol) A1 CDI (2. 6g, 16mmol) 7F 7. I

(40mL) HFHNBEMESE T, i 1.5 /NI o AHZEFR PN 3- 22 - RIE -2, 6— —ff

#HhR (2. 6g, 16mmol) FIFKFZASN (1. 8g, 21mmol) , JFAE 50°C T INFGZIR G 21 /NI o i

IR A R R 1N RS FEAIK (B0mL) R G EE (20mL) ¥k . 4 [l 44

TER RIS, 15 3] 2 A A EE R 2- 228 -N-(2, 6- 48R - WRiE -3- 2L ) -6 & - K H

Wi (1. 7g, 7% 35% ) :HPLC, Waters Symmetry C—18,3.9X 150mm, 5 & m, ImL/min, 240nm,
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FE5 50N, 5/95 86 42 95/5, CH,CN/0. 1% H,P0,, 4. 01 ;'H NMR (DMSO—d,) 6 1. 92-1. 98 (m, 1H
, CHH), 2. 05-2. 20 (m, 11, CHH), 2. 49-2. 57 (m, 1H, CHH), 2. 76—2. 88 (m, 1H, CHH), 4. 67-4. 76 (m
, LH, NCH), 5. 61 (s, 2H, NH,), 6. 57 (d, J = 8Hz, IH, Ar), 6. 63 (d, ] = 8Hz, 11, Ar), 7. 04 (t ;] =
8Hz, 1H, Ar), 8. 83(d, J = 8Hz, 1H, NH), 10. 95 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 23. 50, 30. 96, 4
9.31, 113. 29, 115. 51, 120. 97, 130. 03, 130. 19, 147. 03, 165. 60, 172. 92, 172. 97 ;LCMS:MH =
282, 284,

[0270] B BE 2. #% 2- & K -N-(2,6- — AL - WR mE -3- L) -6- & - K OB %
(0. 8g, 2. 8mmol) A Jii F g = H lg (4mL) DA f2 % — B R R (280mg) 28 Tl ¥ 4 fin 4 &2
150 CHYERF 30 43 8h. MIZIBEW AR EE (15mL) , H W ZIBEW 5 75 8. %
RV, R R EESRR, 15 8 2 A A EA R 3-(6- & -4 F AR —4H- rE ek -3 JL ) - IR
g -2, 6— — i (400mg, 7= 2% 48 % ) :HPLC:Waters Symmetry Cg, 5um, 3.9X 150mm, ImL/
min, 240nm, 30/70CH,CN/0. 1 % H,PO,, 2. 35min (99. 2 % ) :mp:308-310 °C ;'H NMR (DMSO—d,)
§ 2. 13-2. 19 (m, 1H, CHH), 2. 57-2. 72 (m, 2H, 2CHH) , 2. 83-2. 89 (m, 1H, CHH), 5. 43 (br, 1H, NC
H),7.60(dd, J = 1, 8Hz, 1H, Ar), 7.66(dd, J] = 1, 8Hz, 1H, Ar), 7. 79(t, ] = 8Hz, 1H, Ar), 8
.39(s, 1H,CH), 11. 16 (s, 1H, NH) ;"*C NMR(DMSO-d,) § 22. 18, 30. 84, 56. 16, 118. 35, 126. 81
, 129. 74, 132. 45, 134. 54, 148. 18, 149. 98, 157. 62, 169. 68, 172. 39 ;LCMS:MH = 292, 294 ;
C,H,N;0,C1+0. 15H,0 A F i {8 :C, 53. 04 ;H, 3. 53 :N, 14. 27, 52 W {4 :C, 52. 68 ;H, 3. 14 ;
N, 14. 17,

[0271]  5.13 3—(2— £ Jk -5 HIHE —4— S —AH— aemeibk —3— & ) — WRIE -2, 6— —fifi
[0272]

O O

N =

[0273]  JGUE 1:%F 2- &I —6- FHIK IR (45g, 297mmol) 1 CDI (45g, 278mmol) 7E 2. i
(500mL) HFHNVEAMIEEE T, BiFE 1. 5 /Do AHZEEER I 3— 2t - URAE -2, 6— i
£hR (45g, 273mmol) FIRIREA (348, 409mmol) , FF R ZIR-AWMIAE 50°CHINF 21 /Mo
ZREFRANEZR 1N, T3E1ZEFR . FK (150mL) A28 285 (150mL) HiiPEE 1A 3
NI TR FEATIK (2X50mL) MR LB (2X50mL) Peisk o Bz AR AL 1 S ML AE
H TSR, 15 3 2 A AR 2- &It -N-(2, 6- AR - WRNE -3- 4L ) —6- FAE - JRH L
fz (41.3g, 7% 58% ) :HPLC, Waters Symmetry C-18,3.9X 150mm, 5 & m, Iml/min, 240nm,
FE 5 4 %F N M 5/95 BF % 95/5CH,CN/0. 1 % H,PO,, 4. 44 (91 % ) ;'H NMR(DMSO-d,) 6 1.9
8-2. 17 (m, 5H, CH,, CH,) 2. 51-2. 56 (m, LH, CHH), 2. 74-2. 86 (m, 1H, CHH), 4. 68-4. 77 (m, 1H,
NCH), 5. 18 (s, 2H, NH,), 6. 38(d, ] = THz, IH, Ar),6.50(d, ] = 7Hz, 1H,Ar),6.94(t ;] =
THz, 1H, Ar), 8.59(d, ] = 8Hz, 1H,NH), 10. 90 (s, 1H, NH) ;"*C NMR (DMSO-d,) § 19. 14, 23.7
5,30.99,49. 10, 112. 37, 17. 21, 122. 28, 128. 96, 134. 61, 145. 22, 168. 36, 172. 84, 173. 00 ;
LCMS:MH = 262,

[0274] 20 B 2. 2- & FE -N-(2,6—- S AC - WR mg -3- FE ) -6- F L - I% OB %
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(0. 5g, 1. 9mmo1) F1J& 75 B8 = £, & (0. 42mL, 2. Immo1) £E DMF (5mL) 7 [¥) V& Y& £E 13 3% P
BT 150 C T ARFF L6 /M. mZE-AEY T I K (30mL) o FEIK — K ¥ % J iR
. LI ZBIF S BIE AR, /£ FEE (15mL) R . T ZEFR
BE (10mL) A1 Z PR <, g (10mL) ¥t ¥, 13 2 2 1 6 [ 4k [ 3-(2- & 3 -5 F 2 —4- %
A —4H- s E bR —3— 3 ) — BRIE -2, 6— —Hf (0. 13g, 77 % 22% ) :HPLC :Waters Symmetry
Cygo 5 m, 3. 9X 150mm, ImL/min, 240nm, 7€ 5 43 & P9 M 10/90 Bf £ % 90/10CH,CN/0. 1 %
H,PO,, 5. 74min (98. 9% ) ;mp:228-230°C ;'H NMR (DMSO-d,) § 1. 27 (t, ] = 7Hz, 3H, CH,), 2. 07
~2. 13 (m, 1H, CHH), 2. 50 (s, 3H, CH,) , 2. 51-2. 65 (m, 2H, 2CHH) , 2. 82-2. 92 (m, 3H, CH,, CHH), 5.
21(dd, J = 6, 11Hz, 1H,NCH), 7. 25(d, J = 8Hz, 1H, Ar), 7. 46 (d, ] = 8Hz, 1H, Ar), 7. 64 (t, ]
= 8Hz, 1H, Ar), 10. 98 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 11. 18, 21. 05, 22. 48, 28. 02, 35. 51,
55. 26, 118. 64, 125. 00, 128. 86, 133. 70, 139. 82, 148. 27, 157. 69, 161. 14, 169. 75, 172. 63 ;
LCMS :MH = 300 ;C,H, N, O, FRIB A :C, 64. 20 :H, 5. 72 :N, 14. 04, SZIHHE -C, 61. 30 ;H, 5. 34 ;
N, 13. 28,

[0275]  5.14 3—(2— T Bt —5- HHL —4- 54X —4H- wEmbmbk —3— L ) — WRIE -2, 6—
[0276]

[0277] % 2— EJE -N-(2, 6- —5AL - WRiE -3- 2 ) —6- F 3 - ZREF % (0. 65g, 2. 5bmmo)
MR TG = B 5 (trimethyl orthopentionate) (0. 66mL, 3. Smmol) DA Az %f — FF Z% fiff iR
(140mg) 7E DMF (TmL) [V MRAE R b A7 T 150°C R n#k 20 2%, ] 2.8 2,15 (50mL) F
K (50mL) FEEGZEEY. 228 Goml) 2XBUKZE. F7K (50ml) . HC1 (IN, 50mL) Al
K (50ml) FFRIRERAVLIE. T TR EVEN, 15 2H0RY), 5 H A ZE (R,
FE 15 RN, FEE / R 0% BB E 5% ) difk, 335 i 2 HE 2 M (C-18, 78 15 4y
PR, 5/ K 0% BRE 2 100 % ) 2ifk, 15 3] 2 [ AR 3-(2- T % 5 B 4- 4
A —4H- m ek —3— FE ) - WR IE -2, 6— B (80mg, 7* % 10 % ) :HPLC :Waters Symmetry
Cie, 50 m, 3. 9X 150mm, ImL/min, 240nm, 7£ 5 4 ¥ 4 M 10/90 B B % 90/10CH,CN/0. 1 %
H,PO,, 6. 59min (95. 4% ) smp:190-192°C ;'H NMR(DMSO-d,) § 0. 95 (t, J = 8Hz, 3H, Cll,), 1. 4
0-1. 49 (m, 2H, CH,), 1. 67-1. 75 (m, 2H, CH,) , 2. 05—2. 09 (m, 1H, CHH), 2. 51-2. 67 (m, 3H, CH,, CH
H), 2. 69 (s, 3H, CH,), 2. 81-2. 90 (m, 3H, CH,, CHH) , 5. 20(dd, ] = 5, 11Hz, 1H,NCH), 7. 25(d, J
= THz, 1H,Ar),7.44(d, ] = 8Hz, 1H,Ar),7.64(t, ] = 8Hz, 1H, Ar), 10. 98 (s, 1H, NH) ;'°C
NMR (DMSO—d,) 6 13. 80, 21. 11, 21. 72, 22. 48, 28. 60, 30. 50, 34. 42, 55. 41, 118. 63, 124. 98, 1
28. 83, 133. 70, 139. 81, 148. 25, 156. 95, 161. 17, 169. 75, 172. 65 ;LCMS:MH = 328 ;C.H, N0,
FIFRRAE :C, 66. 04 ;H, 6. 47 5N, 12. 84, SEZIIMH :C, 65. 87 31, 6. 61 3N, 12. 89,

[0278]  5.15 3—(5— AL —4- S48 —2— — S AL —4H- wEmknbk —3— JL ) — WRIE —2, 6—
[0279]

=
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[0280]  [H] 7E 0 °C [ 2— & J —N-(2, 6- — & AL - Wk mg —3— &£ )-6- B 3L - % H B i
(1. 0g, 3. 8mmol) F1=Z.f% (1. 6mL, 11.5mmol) 7EZJE (20mL) [ & K i £ I FE 7K
=R (0.9mL, 6. 4dmmol) o FHZBEWIREFAE 0°C 2 /Nf. RJ5, 7 50°CF, Hidk iR
GY) 12 /00 FNZIBEW R IMAK (B0nL) o TR IZEER, K (GomL) BEEk, 15 2
Ak, 7ERNEE (LomL) S HHE iz [ 4k 3 /NEF . I g = G IF A U@? (10mL)
Ve, 132 28 A AR 3- (5 B —4- SAX -2 =& P L —4H- ek -3- &) - Uk
g -2, 6- - fii] (200mg, 7= 2 15 % ) :HPLC:Waters Symmetry C,, 5 um, 3. 9><150mm, mL/
min, 240nm, 40/60CH,CN/0. 1% H,P0,, 6. 39min (98. 1% ) ;mp:308-310°C ;'HNMR (DMSO-d,) § 2
. 06-2. 12 (m, 1H, CHH), 2. 51-2. 75 (m, 2H, 2CHH) , 2. 75 (s, 3H, CH,), 2. 89-2. 99 (m, 1H, CHH), 5.
12(dd, J = 6, 11Hz, 1H,NCH), 7. 53(d, J] = 8Hz, 1H, Ar), 7. 69(d, J = 8Hz, 11, Ar), 7. 83 (t, J
= 8z, 1H, Ar), 10. 98 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 21. 28, 22. 37, 30. 23, 56. 37, 117. 8 (q,
Jep= 277Hz), 120. 05, 126. 43, 132. 22, 134. 76, 140. 67, 141. 31 (q, J .= 35Hz), 145. 57, 16
0. 44, 168. 84, 172. 46 ;LCMS:MH = 340 ;C,;H,,N,0,F, I FiE4H :C, 53. 10 ;H, 3. 57 N, 12. 39, 5K
T :C, 52. 92 :H, 3. 49 ;N, 12. 14,

[0281]  5.16 3—(5— & —4— G fC —2— ZEHE —4H— W mkupk —3— J ) — WRIE —2, 6— —ff
[0282]

[0283] LU 1 2- & IE —6- FHALZEFH R (1. 0g, 6. 6mmol) F12K FHERET (3. 3g, 15mmol)
ECNE (15ml) FERAYIINIER 17 /N RZERA N R = I EZSEE 152
5— FAL —2— Ot - O [d][1, 3] MERE —4- BRACREHER (1:0.4,1. 0g) RIBEW. Fixlblik
MT T mimH—Paifh.

[0284] L IR 2. 4% >k 5 & 48 1 19 [& 44 (1. 0g) \3- & B - WKk B¢ -2,6- = B &h %
(0. 71g, 4. 3mmo1) VLR = 2885 (1. 3mL, 5. lmmo1) fEMENE (10mL) & F R FE I #k
13 20 /NS RHZIR SN Celite (1 258 ), HAE R A RV 1543 2118 44
BT SIM, JFH ISCO A Z#r (M, CH,CN/CH,CL,, £E 15 73 8F P 5 % BR 42 100 % ) 4k
o WA T MIRIBLLE . 8 H 2 N ER 2], 45 208 44, o H A G EE (30mL) it
W o TR, 15 2] 2 A E AR 3- (5 AL —4- %A -2 0Kk —4H- ik —3- 2% ) — Wk
WE -2, 6— — ffi (404mg, 7= 2 27 % ) :HPLC:Waters Symmetry C,, 5 um, 3.9X 150mm, 1mL/
min, 240nm, 35/65CH,CN/0. 1 % H,PO,, 6. 24min (100 % ) smp:298-300 °C ;'HNMR (DMSO-d,)
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§2.02-2. 09 (m, 1H, CHH), 2. 42-2. 73 (m, 3H, CH,, CHH) , 2. 76 (s, 3H, CH,), 4. 81 (dd, J
= 6, 11Hz, IH,NCH), 7. 34(d, ] = 7Hz, 1H, Ar), 7. 51-7. 64 (m, 6H, Ar), 7. 71 (t, ] =
THz, 1H, Ar), 10. 94 (s, 1H, NH) ;">CNMR (DMSO-d,) & 21. 14, 22. 53, 30. 25, 57. 76, 118. 95, 12
5.47,127.76, 128. 83, 128. 58, 130. 05, 134. 06, 134. 84, 140. 07, 148. 11, 155. 92, 151. 17, 1
59. 69, 172. 40 ;LCMS:MH = 348 ;C,oH,;N, 0,1 BR i {H :C, 69. 15 5H, 4. 93 5N, 12. 10, SZ I AH -
C, 68. 76 ;H, 4. 81 N, 12. 14,

[0285]  5.17 3—(5— gtk —2— H AL —4— S AX —4H- wdnbk —3— JL ) — URIE —2, 6— [
[0286]

NH, .
00 y
N
N
[0287]  ZBIE 1:.7F 0°C, S A (16. 1g, 286mmol) 77K (500mL) A7 (AW 4 #EIN N
3— TH AR oK B i (25. 0g, 130mmol) o 7E O°CF, Bidk i aiZ i’ 3 /I, 2R a, Infi s
30°C 3 /Mo [ENZIAEW NN HCL (100mL, 6N) o #4143 2|2 FRAR A2 0°C 1 /w13
B FEHV K (2 X 10mL) Heigk, 531 2 A AlEAR 3- iHk - SPA P B PR (24. 6g,
P 290 % ) :'H NMR(DMSO-d,) § 7. 69 (brs, 1H, NHH), 7. 74 (t, ] = 8Hz, 11, Ar), 7. 92(dd, J
= 1, 8Hz, 1H, Ar), 8. 13(dd, ] = 1, 8Hz, 1H, Ar), 8. 15(brs, 1H, NHH), 13. 59 (s, 1H, OH) ;"°C
NMR (DMSO-d,) & 125. 33, 129. 15, 130. 25, 132. 54, 136. 72, 147. 03, 165. 90, 167. 31,
[0288] ZLHR 2:7/E 0°C I, [m] 3— fiH Ak — A0 2 F B o8 R (24. 6g, 117mmo1) A & A Ak 4
(6. 56g, 117mmol) 7E7KH (118mL) FRHEEFINAIR (6mL) E A (13. 2g, 234mmol)
FE7K 1 (240mL) VRS, # & NG A AL (19. 8g, 351mmol) ZE7K 1 (350mL) fKI¥E K -
FEO0CT b %P2 G, /£ 100°C FINBAZIRAEW 1 /NI o W Z R BERA 2=, AR5,
TEOK = KA H 30 8. 72 0CF, AHZIRA Y PN HC1 (240mL, 2N) &, JF IR 7515
BIFRAY 1 /N o IR, TRHK (BmL) Pk, 152 25 A EA R 2- 2t -6- 1
HOK B O (15.6g, 7 E 73 % ) :HPLC:Waters Symmetry C,g, 5um,3.9X 150mm, 1mL/
min, 240nm, CH,CN/0. 1 % H,PO,, 7E 5 4> %F W, I 5 % £ & % 95 % , 5. 83min (85 % ) 'l
NMR (DMSO-d,) 6 6.90(dd, J = 1, 8Hz, 1H, Ar), 7.01(dd, J = 1, 9Hz, 1H, Ar), 7. 31 (t, ] = 8Hz
, 11, Ar), 8. 5-9. 5 (brs, 3H, OH, NI,) ;'°C NMR (DMSO-d,) § 105. 58, 110. 14, 120. 07, 131. 74, 14
9. 80, 151. 36, 166. 30 ;LCMS:MH = 183,
[0280] A& 3. 2- & -6- THAE KR (1. 5g, 8. 2mmol) 7£ ZFZET (15mL) VR &
YIAERE S AT 200°C N N#k 30 2%, 8 BA, HH 4R 4.8 (20mL) Pedk. fEE
2N IRGEIEMR . B EAKAERE (20mL) tPERE 2 AN, B Z B, I EE (20mL) ¥R,
133 2 et (0 BRI 2—- F 0L -5- figdE - o8 JF [d][1, 3] WEmR —4- Fi (1. 4g, 3 85% ) :
HPLC:Waters Symmetry Cy, 5 um, 3.9 X 150mm, ImL/min, 240nm, CH,CN/0. 1% H,PO,, 7E 5 4%
B 5% B E % 95% , 5. 36min (92% ) ;'H NMR (DMSO-d,) & 2. 42 (s, 3H, CH,), 7. 79 (dd, ] =
1, 8Hz, 1H, Ar), 7. 93(dd, J = 1, 8Hz, 1H, Ar), 8. 06 (t, ] = 8Hz, 1H, Ar) ;'°C NMR (DMSO-d,) & 2
0. 87, 107.79, 121. 54, 128. 87, 137. 19, 147. 12, 148. 46, 155. 18, 161. 78 ;LCMS:MH = 207,
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[0290]  DHR 444 % A3 5-fiddd —2- AR IF [d] [1, 3] gk —4- B (0. 60g, 2. 91mmo1)
AT 3- 2 - WRIE -2, 6- —fR£LfR (0. 48g, 2. 91mmol) EMENE (15mL) H1 B EEMIR I A7)
SRAERE A T 170°Cm# 10 4380 . 98BI, SR MEnE (GmL) Pk, 7EE 2 T IkYE
JEWR . AE HC1 (30mL, IN) \ PR L BE (15mL) Afek (15mL) F 41T 2R G4 2 /Mo L
ZEFW K (30mL) 0 .85 (30mL) Peigk, 19 2w 4 (i [l 44, fE =1, B
HEE (50mL) FeFEE R . U, I F R e, 19 21 2 A SR 1) 3-(2- 2L -5- 1H
FE —4- FAC —4H- Wk —3- FE ) - URNE -2, 6- [ (490mg, FEE 27% ) . HiZEEH T
— Mm-S A,

[0201] 2D 4R 5:%% 3-(2- H Ak —5— A Ak —4— AR —4H- W bk —3— & ) - WRIE -2, 6- —
Fil (250mg) A fif % Pd (OH), (110mg) £ DMF (40mL) ' [ & & %T%& (50psi) TR 12
INBF o PRI B IR O Celite [F3R}, JF F DMF (10mL) ik, 78 5725 HR K 4 JE WL,
A PR A a3l (RERS, RS/ SR ) BRI, B2 2 0 aliEn 3-6-4
Ho—o— BB —4- A AR —4H- vd e gk -3 L) - IR BE -2, 6— — il (156mg, 7T % 69 % )
HPLC:Waters Symmetry C,, 51m,3.9X 150mm, ImL/min, 240nm, 10/90CH,CN/0. 1 %
H,P0,, 3.52min (99.9 % ) :mp:293-295 °C ;'H NMR(DMSO-d,) § 2. 10-2. 17 (m, 1H, CH
H), 2.53(s, 3H, CH,), 2. 59-2. 69 (m, 2H, CH,), 2. 76-2. 89 (m, 1H, CHH), 5. 14 (dd, ] =
6, 11Hz, 1H, NCH), 6. 56 (d, ] = 8Hz, 1H, Ar), 6.59(d, ] = 8Hz, 1H, Ar), 7. 02 (s, 2H,NH,), 7. 3
6(t,] = 8Hz, 1H, Ar), 10. 98 (s, 1H, NH) ;'°C NMR (DMSO—d,) & 20. 98, 23. 14, 30. 52, 55. 92, 1
04. 15, 110. 48, 111. 37, 134. 92, 148. 17, 150. 55, 153. 62, 162. 59, 169. 65, 172. 57 ;LCMS:MH
= 287 ;C,,H,,N,0,40. 31,0 {3 it{Y :C, 57. 65 ;H, 5. 05 ;N, 19. 21, SEZIHH :C, 57. 50 ;H, 4. 73 ;
N, 19. 00,

[0202]  5.18 (S)—3- (5% Jk —2~ Ik 4 %X — Msmenbk -3 (4H) — Fit ) —3— FIJFLRIE —2, 6
i

[0293]

N
WA
[02904] LB 1% 2— H 3L —5— g 2 41— 2K 3F [d][1, 3] MEME —4- i (2. 0g, 9. Tmmol) .
(S) —3— At -3 FREIRNE -2, 6— —FREIRILY) (2. 2g, 9. Tmmo1) (KM (1. 5g, 21mmo1) FIVE
PR =R HE (3. 7g, 12mmol) /£ DMF (20mL) F1[FVR-EMAE RN, 78 45°C T, it 40 /N
ARZIREW), A —EF 5 - CIFBERNEER FETRARY. H 156 %1 g Bk
Yy, 2R 2 A EAR (S)-3- A -3-(2- B -5- ik -4 FHAC ek -3 (4H) - 2 ) IR
WE -2, 6- —f[ (0. 70g, 772 22% ) ;'H NMR (DMSO-d,) 8 1. 94 (s, 3H, CH,), 2. 35-2. 40 (m, 1H, C
HH), 2. 45-2. 59 (m, 2H, 2CHH), 2. 71-2. 83 (m, 4H, CH,, CHH), 7. 75-7. 82 (m, 2H, Ar), 7. 95(dd, J
= 8, 8Hz, 1H, Ar), 10. 86 (s, 1H, NH) .
[02905] D ER 2:4% (S)-3- F AL -3-(2- H 2 —5- g 2 —4- A AR ek -3 (4H) - 2% ) Wk
g -2, 6— [ (0.30g, 1. 0mmol) A1 10% [ Pd-C (0. 2g, 50 %Z & ) 7E 200mL [ 3 :1 R
- FEERRIRAWAE 50psi Hy T, #2395 45 435 T IZIB AWM Celite, AR
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. KRR YEET 200mL (1 4 .1 &R - AT, NN 4405 (0. 20g, 2. 2mmol) .
PERZIR A 16 /M. T IEZIR AW ELT Celite, IR R IER . AEFH & F k- 4E
B P RE RS L JE Tz R AR, Bl 2R AR 1) (S) -3- (5- &k —2- FAE —4- AU
IRk —3 (4H) — J& ) —-3— FFJEURIE -2, 6— [ (0. 10g, 772 37% ) :HPLC, Waters Symmetry
C-18, 3.9 X 150mm, 5 um, 1m1/min, 240nm, 20/80CH,CN/0. 1 % H.,PO,, 1.63(99.20 % ) ;
mp297-299°C ;'H NMR (DMSO-d,,) § 1. 88 (s, 3H, CH,), 2. 31-2. 36 (m, LH, CHH), 2. 53-2. 59 (m, 2H,
2CHH) , 2. 62 (s, 3H, CH,), 2. 71-2. 84 (m, 1H, CHH) , 6. 53-6. 56 (m, 2H, Ar), 6. 95 (br, 2H, NH,), 7.
35(t, J] = 8Hz, 1H, Ar), 10. 72 (s, 1H, NH) ;'°C NMR (DMSO-d,) & 24. 5, 26. 3, 28. 3, 29. 0, 62. 2,
104. 2, 110. 5, 110. 8, 135. 0, 147. 4, 150. 4, 152. 9, 164. 9, 171. 5, 173. 0 ;C,H,:N,0, [ B B -
C,59.99 ;H, 5. 37N, 18. 66, LA :C, 59. 61 3H, 5. 43 5N, 18. 59,

[0296]  5.19 (R)—3—(5— & Jt —2— FJL 4 SHACWEMRIbE -3 (4H) — L ) —3- FRBLWRIE -2, 6-

0
iy o O
Crx

[0297]

[0208] G B 1% 2— H Jk —5— g —4H- 2K 3F [d][1, 3] MEME —4- il (2. 0g, 9. Tmmol) .
(R) -3— &3t —3— A FLURIE -2, 6— iR ALE (2. 2g,9. Tmmol)  BEME (1. 5g, 21mmol) FlI ¥
IR = OKXEg (3. 7g, 12mmol) 7E DMF (20mL) *IVEGMIIER SN, 7E 45°CR, i 40 /).
BIZIREY), A & P 5 - CIERERNRER EEARRY. H 60% 1 ZEbh ™
Y, 133 2 A AR (R) -3 HAE —3-(2— HAE -5 gtk —4- Sk -3 (4H) - 5 ) IR
g -2, 6— [ (0.60g, P72 19% ) ;'H NMR (DMSO-d,) & 1. 94 (s, 3H, CH,), 2. 35-2. 40 (m, 1H, C
HH), 2. 45-2. 59 (m, 2H, 2CHH) , 2. 71-2. 83 (m, 4H, CH,, CHH) , 7. 75-7. 82 (m, 2H, Ar), 7. 95(dd, J
= 8, 8Hz, 1H, Ar), 10. 86 (s, LH, NH) .

[0200] D4R 2:%% (R)-3- FH L —3-(2— FF 2 -5 fig 2 —4— S A m bk -3 (4H) - J£ ) WK
g -2, 6— i (0. 40g, 1. 2mmol) F1 10 % f¥] Pd—C (0. 2g, 50 % {2 & ) 7E 200mL [¥] 3:1 2B &
Bis - REE RS YILE 50psi H, N, 5% 3 /Mt I IZIB A ZET Celite, IR K IERN.
R & B b - AR R RY, 152 2 A AlEER R -3-6- %
He -2 B3 —4- AR ME IR -3 (4]) - 3 ) -3- LIRS -2, 6- —Ff (0. 16g, FFE 44% ) :
HPLC, Waters Symmetry C-18,3.9X150mm, 5 um, Iml/ml, 240nm, 20/80CH,CN/0. 1 %
H,PO,, 1. 62(98. 71% ) :mp295-297°C ;'H NMR (DMSO—d,) & 1. 88 (s, 3H, CH,), 2. 31-2. 36 (m, 1H,
CHH), 2. 53-2. 59 (m, 2H, 2CHH), 2. 62 (s, 3H, CH,), 2. 71-2. 84 (m, 1H, CHH), 6. 53-6. 56 (m, 2H, A
), 6.95 (br, 2H,NH,), 7. 35 (t, J = 8Hz, 1H, Ar), 10. 72 (s, 1H, NH) ;"°C NMR (DMSO—d,) § 24. 5,
26. 3, 28.3,29.0,62.2,104. 2,110.5, 110. 8, 135. 0, 147. 4, 150. 4, 152. 9, 164. 9, 171. 5, 173
.0 3CH, N0 FRIBE :C, 59. 99 ;H, 5. 37 :N, 18. 66, SZIIMA :C, 59. 73 :H, 5. 26 5N, 18. 69.
[0300]  5.20 N-[3-(2,6— AR - WRmg -3- F)—o- A 4- 5L -3 4- ~&H - &
Wbk —5— it ) —2- R AL — 2 BER%

[0301]

O
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[0302] [n] 3-(5— & FE —2- H JE —4- 4 AQ —4H- M omk -3- FE ) - UR g -2,6-
fifl (0. 11g, 0. 35mmol) 7E U & MR W (4mL) 7 I VR A 9 7 Hi B n AN B A & 2 B &
(0. 06mL, 0. 70mmo1) , F-7E 80°C T In#— /o F LI BE S K %R AWM. 728 KB,
FEIE I PRI A el (R, R/ AR 4% /96 % ) AR R, 153 2 A A E AR
N=[3-(2, 6- 5~ WRIE -3 JE ) —2- FIJE —4- %AR -3, 4- 50 - valnik —5- B ] —2- AR g
LR (44mg, 722 35% ) ;HPLC, Waters Symmetry Cig, 5 1m, 3. 9X 150mm, 1mL/min, 240nm,
7£ 5 7 B A, M 10/90CH,CN/0. 1 % H,POME & & 95/5, {& £F 5min,6. 77min (96.3 % ) ;
mp, 282-284°C ;'H NMR (DMSO-d,) § 2. 20-2. 22 (m, 1H, CHH), 2. 60-2. 85 (m, 6H, CHCH,, CH,) , 3. 4
0(s, 3H, ‘CH,), 4. 04 (s, 2H, ‘CH,), 5. 30 (dd, ] =6, 11Hz, 1H, CH), 7. 30-8. 64 (m, 3H, Ar), 11. 09
(s, 1H,NH), 12. 31 (s, 1H, NH) ;"*C NMR (DMSO-d,) § 20.77, 23. 31, 30. 62, 56. 71, 59. 04, 71. 88
, 107. 95, 115. 39, 120. 94. 135. 51, 138. 89, 147. 90, 154. 84, 162. 69, 169. 12, 169. 34, 172. 64,
LCMS MH = 359 ;C,;H,gN,05+0. TH,0 FIFEISAE :C, 55. 04 ;H, 5. 27 ;N, 15. 10, SZIHE :C, 54. 75 ;
H,5.32:N, 14. 91,

[0303]  5.21 N=[3-(2,6— AR - WRmg -3- F)-o- HH 4- 5L -3 4- ~H -
Wbk —5— Jt 1- £ BI%

[0304]

N
vg®
N
S
#

[0305]  [m] 3-(5— 24 J& —2- B Ak —4- % X —4H- #d M 0pk -3- JE ) - R WE -2, 6- — [
(0. 45g, 1. 5mmol) 7EPUERKIE (10mL) HFIHEHER A I ZBE&E (0. 63mL, 8. 8mmol) , Jf:
7£ 80°C N hn#—/Nik o F L R B KR AWM. # KR, JRd g o i il (REER,
HEE /) St 4% /96% ) Aifbikm¥), 138 N-[3-(2, 6- 5 AL - WRAE -3- B ) -2- H
HE-4-5AR0-3, 4- -k —5- 0 1 - 2 BE % (80mg, 7 # 16% ) sHPLC, Waters Symmetry
Cur 51m, 3. 9X 150mm, 1mL/min, 240nm, 7E 5 4+ & N, M 10/90CH,CN/0. 1 % H,PO 8% & &
95/5, /%4F 5min, 5. 15min (98. 6% ) ;mp, 320-322°C ;'H NMR (DMSO-d,) § 2. 16 (s, 3H, CH,), 2.
18-2. 24 (m, 1H, CHH) , 2. 59—2. 90 (m, 6H, CHCH,, CH,), 5. 32(dd, J = 6, 11Hz, 1H, CH), 7. 28-8. 5
4 (m, 3H, Ar), 11. 08 (s, 1H, NH), 11. 70 (s, 1H ;NH) ;*°C NMR(DMSO-d,) § 20. 65, 23. 35, 25. 29, 3
0.57,56. 71, 107. 39, 115. 09, 120. 38, 135. 63, 139. 84, 147. 84, 154. 71, 163. 01, 168. 67, 169.
29, 172. 60, LCMS MH = 329 ;C,¢H,N,0,42. 21,0 fJFRiB(H :C, 52. 23 ;H, 5. 59 ;N, 15. 23, S
{4 :C, 52. 20 ;H, 5. 57 3N, 15. 214
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[0306] 5.22 2- IFTHAL -N-[3-(2,6— %A — WRIE -3 & ) -2 I 4 ({8 -3, 4- —

S - etk —5- 3 1- 2%
v’ﬁ‘u W W
‘ N

[0307]
N”l\

[0308]  [A] 3-(5— & i —2- ' JE —4- X —4H- #E Bk -3- JE ) - UR BE -2,6-
Fil (0.41g, 1. 3mmol) 7E [Y & Wk i (8mL) = f I8 & 40 9 8¢ FF 0 N BF 1 ke 25 Bk Bt &
(0. 24mL, 2. Tmmo1) , F-7E 80°C T In#— /Nt FH LI R BEER K IZIR AW . ZARER, i
A AT (RERS, B/ AR 4% /96% ) Aifb iR, BRI R AGEER 2- R H
e N-[3-(2, 6 ~F AL - URkie —3- 2% ) —2- gL —4- 548 -3, 4- & - elnk 5- & 1- 2
Wt B& (110mg, 7= % 23 % ) ;HPLC, Waters Symmetry Cy, 5um,3.9X 150mm, ImL/
min, 240nm, 35/65CH,CN/0. 1 % H,PO,, 2. 78min (98. 2 % ) ;mp, 239-241 °C ;'H NMR (DMSO-d,)
80.87(d, J] = 5Hz, 4H, CH,CH,), 1. 70-1. 75(q, ] = 6Hz, 1H, CH), 2. 20-2. 25 (m, 1H, CHH) , 2.
59-2. 88 (m, 5H, CH,, CH,), 5. 33(dd, ] = 6, 12Hz, 1H, CH), 7. 26-8. 52 (m, 3H, Ar), 11. 10 (s, 1H
,NH), 12. 03 (s, LH, NH) ;'°C NMR (DMSO-d,) & 7. 88, 7.99, 16. 26, 20. 68, 23. 34, 30. 56, 56. 73,
115. 24, 120. 29, 135. 64, 139. 80, 147. 85, 154. 72, 163. 14, 169. 34, 171. 92, 172. 60, LCMS MH
= 355 ;C gl (N,0,4+1. TH,0 FIFIB(Y :C, 56. 16 ;H, 5. 60 N, 14. 55, SEZIHHE :C, 55. 90 ;H, 5. 50 ;
N, 14. 31,

[0309]  5.23 BEER [3-(2,6— —AAAL — WRme —3- 3 ) —2- HIAL —4- A -3, 4- 5 — e

Uk —5— 1R
[0310]
\\,(:
O 0
N
Q—/(N—Ga
N

[0311]  [A] 3—-(5— & & —2—- W J& —4- %8 fC —4H- v Mk —3— £ ) - WR nE -2, 6— —
(0. 49g, 1. 6mmo1) 7EVUEPEME (10mL) (RSP S FE i N FEBE &L (0. 88mL, 5. Tmmol) ,

JFAE 80°C T N /NI L JLWE BB VA K AZ IR S . 28 KA T, JF 05 PR O AT 1 3
(RERS, HEE / & e 4% /96 % ) Aifb B my, 1381 & A O BAR R B [3-(2,6- —
AN - WRWE -3 Fk ) —2- HI R —4- A -3, 4- A - MR -5 B ]- B % (120mg, 77
# 18 % ) ;HPLC, Waters Symmetry C, 5 um, 3.9X 150mm, ImL/min, 240nm, 7% 5 4 & 4,
M 10/90CH,CN/0. 1 % H,PO B B & 95/5, {# #F 5min, 7. 12min (95.5 % ) :mp, 230-232 C ;
'H NMR (DMSO—-d,) § 0.86(t, J = 7Hz, 3H, CH,), 1. 24-1. 36 (m, 6H, 3CH,), 1. 56—1. 65 (m, 2H, C
H,), 2. 18-2. 23 (m, 1H, CHH), 2. 40 (t, ] = T7Hz, 2H, CH,), 2. 59-2. 88 (m, 6H, CHCH,, CH,), 5. 3
2(dd, J = 6, 11Hz, 11, CH), 7. 26-8. 55 (m, 3H, Ar), 11. 09 (s, 11, NH), 11. 74 (s, LH, NH) ;*°C
NMR (DMSO-d;) 8 13. 87, 20. 65, 21. 89, 23. 35, 24. 66, 28. 05, 30. 60, 30. 95, 37. 64, 56. 73, 1
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07.43, 115. 12, 120. 32, 135. 63, 139. 85, 147. 86, 154. 71, 163. 07, 169. 28, 171. 51, 172. 57
LCMS MH = 399 ;C,,H,6N,0,+0. 3H,0 I ISAH :C, 62. 45 ;H, 6. 64 ;N, 13. 87, SEZIHH :C, 62. 28 ;
H, 6. 66 :N, 13. 61,

[0312]  5.24 N-[3-(2,6- AL - WRmE -3-JL)-2- AL 4-HAL -3, 4- ~H - 1&

Wk —5— H 1-0-7. 4 3 — 2. Bt %
/"‘\.é’ﬂ
C& by
N O

[0313]

[0314]  [a] L5 4R (0. 39mL, 4. 2mmol) (ELELF (0. 34mL, 3. 9mmol) 7£ £k (3mL) ¥4
R T IN DME (0. 02mL) » 7EZIR T, SHZ RSP/, BB A 3-(5- &t -2- F
B —4- A —AH- Rk —3- B ) - WRIE -2, 6- —Ff (0. 60g, 2. Ommo1) FIPUEEME (20mL) .
(B IR SR, SR G AR, JE TR EE (~ 5ml) ¥ K. ZRIERN, Il s il (rk
B2, EE ) S 4% /96% ) AifkER R, 15921 2 B A lE AR N-[3- (2, 6- &R - Ik
e —3— 4t ) —2- B AL —4- AR -3, 4- A& - MR -5 2 ]-2- 2 - 2 BER% (90mg, 7
Z 12 % ) ;HPLC, Waters Symmetry Cg, 51m, 3.9X 150mm, ImL/min, 240nm, 7E 5 4 ¥ A,
M 10/90CH,CN/0. 1 % H,PO 86 & % 95/5, {# 5 bmin, 5. 75min (99. 6 % ) ;mp, 291-293 C ;
'H NMR (DMSO-d,) 8 1.23(t, J = 6Hz, 3H, CH,CH,), 2. 18-2. 25 (m, 1H, CHH), 2. 58-2. 92 (m, 6H
, CHCH,, CH,), 3. 57 (q, ] = 7Hz, 2H, CH,CH,), 4. 01-4. 12(dd, ] = 16Hz, 2H, CH,0), 5. 30 (dd, J
= 6, 11Hz, 1H, CH), 7. 30-8. 64 (m, 3H, Ar), 11. 07 (s, 1H, NH), 12. 52 (s, 1H, NH) ;'°C
NMR (DMSO-d,) & 14. 61, 20. 81, 23. 25, 30. 52, 56. 64, 67. 05, 70. 09, 107. 95, 115. 13, 120. 83,
135. 55, 138. 97, 147. 90, 154. 80, 162. 61, 169. 38, 169. 54, 172. 51, LCMS MH = 373 ;C,sH,N,0,
FIER R <C, 58. 06 sH, 5. 41 5N, 15. 05, SEWIME :C, 57. 83 3H, 5. 37 3N, 14. 92,

[0315]  5.25 2— HIJLGUIE -N-[3-(2, 6 AR - WRmE —3-F) -2 FJE 4448 -3, 4- —
S - Wik —5- 3 - Z BN

[0316]
'
o O
Wi

[0317]  FEZE T, M) 2- & -N-[3-(2, 6— 5 - WRuE -3- 4% ) —2- AL —4- A -3,4- =

2 - Mk -5- B 1- 2Bt (0. 75g, 2. lmmol) E DMF (3mL) HH %)= F HeFE N A AE THF

R % (3. 6mL, 2N, 7. 2mmol) « 7E 2 K5, B BIR S AN (ORI, 10mL) AiZK (10mL) Jn

NIZIBEDH . 18 1/ Z )5, ISR, K (Gml) BEi, 53 A bk, /£

N, 1A B AR AE R AT (20mL) PR B NN AERE F ) HCL (2mL, 2N, 4mmol) .

18 /NI 22 Ji » i % B, JE ] & bE (2 X 20mL) Bhik, 153 & A E AR 2- —HRIEEA
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3 N=-[3-(2, 6- 5 - URIE —3- 2k ) -2 FIJE -4 A0 -3, 4- 8 - ek 5- 3L ]- &
B B h B (0.72g, 7% % 85 % ) ;HPLC :Waters Symmetry C,, 5 um,3.9X 150mm, 1mL/
min, 240nm, 10/90CH,CN/0. 1 % H,P0,, 2. 50min (62. 2% ) F1 2. 71 (37.7% ) smp:256—-258°C ;
'H NMR (DMSO-dg) & 2. 21-2. 28 (m, 1H, CHH), 2. 61-2. 70 (m, 2H, 2CHH) , 2. 73 (s, 3H, CH,)
, 2. 88 (s, 6H, 2CH,) , 2. 93-3. 00 (m, 1H, CHH), 4. 40(d, ] = 4Hz, 2H, CH,), 5. 44(dd, ] =
6, 11Hz, 1H,NCH), 7.45(dd, ] = 1, 8Hz, 1H, Ar), 7.88(t, ] = 8Hz, 1H, Ar),8.46(dd, ] =
1, 8Hz, 1H, Ar), 10. 48 (brs, 1H, HC1), 11. 11 (s, LH, NH), 11. 50 (brs, 1H, HC1), 11. 86 (s, 1H
,NH) ;°C NMR (DMSO-d,) & 20.57, 23. 04, 30. 52, 43. 16, 56. 83, 58. 16, 107. 98, 116. 49, 12
0. 95, 135. 94, 138. 34, 146. 82, 155. 92, 162. 45163. 75, 169. 02, 172. 63 ;LCMS:MH = 372 ;
C,sHy N;0,+1. SHC1+0. 5H,0 [ H & {8 :C, 48. 47 ;H, 5. 38 ;N, 15. 70 ;C1, 14. 31  =Z P {4 -
C,48. 34 :H, 5. 03 ;N, 15. 39 ;C1, 14. 03

[0318]  5.26 2— & —N-[3—(2, 6— 44X — WRNg —3— Jk ) -2 FIHE —4-S{0 -3,4- ~H 1%
Menbk —5—JE - 2R

[0319]
¢l O
b
H
[ -
ez
e
[0320]  7E 100°C i3ty A, Wb 3— (5— 2l Ak —2- 9 Ak —4— %X —4H- g mEmpk —3- J ) - R

g -2, 6— ffi (4. 0g, 14mmol) M LB (7. Tml, 98mmo1) FWITR-GHTHE 15 28 Hﬁ/m
G AR =R BOME Gul) MANZIREY . SLIESEFR, HH 4R OB (2X 10mLl)
Ve, BRI A AL, B EAERE (GomL) PRt . U EER, HRE (20mL)
Yok, 198 2 A AR R 2- & -N-[3-(2,6- A AR - R me -3- L) -2- 3 4
-3, 4- & - WMk -5- 3k 1- Z0BE B% (4. 5g, 7R 90 % ) ;HPLC:Waters Symmetry
Cyg 5 1m, 3. 9X 150mm, 1mL/min, 240nm, 20/80CH,CN/0. 1 % H,PO,, 12. 7T9min (97.6 % ) ;
mp:275-277 °C ;'H NMR(DMSO-d,) & 2. 18-2. 25 (m, 1H, CHH), 2. 61-2. 80 (m, 5H, CH,, 2CHH) , 2
. 86-2. 91 (m, 1H, CHH) , 4. 48—4. 53 (m, 2H, CH,), 5. 36 (dd, ] = 6, 11Hz, 1H, NCH), 7. 39(dd, J
= 1, 8Hz, 1H,Ar), 7.83(t, ] = 8Hz, 1, Ar),8.57(dd, ] = 1, 8Hz, 1H, Ar), 10. 7 (brs, 11, H
Cl), 11. 11 (s, 1H, NH), 12. 26 (s, 1H, NH) ;*°C NMR (DMSO—d,) & 20. 66, 23. 10, 30. 60, 43. 56, 5
6. 84, 107. 89, 115. 65, 120. 87, 135. 77, 138. 87, 147. 17, 155. 49, 162. 67, 165. 55, 169. 14, 1
72.60 ;LCMS:MH = 363, 365 ;C,,H,.N,0,C1+1. 05HC] f¥) 3 i {H :C, 47. 92 ;H, 4. 03 :N, 13. 97 ;
Cl, 18. 12, SEilMH :C, 48. 24 ;H, 3. 79 N, 13. 84 ;C1, 18. 27,

[0321]  5.27 [3-(2,6— S A0 - WRmg —3-JL)-2- B L —4- S {0 -3, 4- S -
mhk —5— & |- FJL R LI

[0322]
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5
0 0
Gl
v
[0323]  [4] 3—(h— & & —2- F JE —4- S AC —4H- o ok -3- JE ) - UR BE -2,6- —
fifl (0.41g, 1. 3mmol) 7E PU & WK W (10mL) 7 B VR & % % Hi £ n N & F R 4 B
(0. 45mL, 4. Tmmo1) , F7E 80°C T hIn# = Nk o F JL H BEA K ZIR G A KIER, IF
PR AT i (RERR, R/ A 4% /96 % ) AifiR AN, 153 2 A o FE AR K
[3-(2, 6— 54K - WRWE —3- 5 ) —2- FJE —4- %00 -3, 4- & — ik —5- & - LR
2B (130mg, 77 27% ) ;HPLC, Waters Symmetry Cy, 5 um, 3. 9X 150mm, ImL/min, 240nm,
7£ 5 7 B W, M 10/90CH,CN/0. 1 % H,POME & & 95/5, {& £F 5min, 6. 26min(99.2 % ) ;
mp, 284-286°C ( /%) :'H NMR(DMSO-d,) §. 1. 26 (t, J = THz, 3H, CH,CH,), 2. 15-2. 19 (m, 1H
, CHH), 2. 58-2. 90 (m, 6H, CHCH,, CH,) , 4. 16 (q, ] = THz, 2H, CH,CH,), 5. 31(dd, ] = 6, 11Hz, 1
H, CH), 7. 23-8. 24 (m, 3H, Ar), 11. 08 (s, 1H,NH), 11. 30 (s, 1H, NH) ;"°C NMR (DMSO-d,) § 14. 28
, 20. 72, 23. 28, 30. 53, 56. 70, 60. 99, 107. 14, 113. 36, 119. 59, 135. 73, 140. 00, 147. 95, 152. 6
6, 154. 73, 169. 31, 172. 54, LCMS MH = 359 ;C,;H,(N,0,+0. 8H,0 FJFRip{H :C, 54. 78 ;H, 5. 30 ;
N, 15. 03, SEIfE :C, 54. 67 ;H, 4. 99 :N, 14. 80.
[0324]  5.28 [3- & —(2,6- —4%AL — WRNg —3- & ) -2 FIHE —4- ({8 -3, 4- 5 — &l
Wbk —5— it R AL 1 S PR RGBT I
[0325]

Q,

a2

00

Lo

n=(
[0326] DR 1:4% 2- H L —6- figdE - K F S (99g, 508mmol) 1, 3— ] —5,5- . H
HZWBELIE (DBH) (80g, 279mmol) 7E Z.EZ B (600mL) 1 (VRAW/E 78°C I, n#i 40 43-%f,
R AU FE S iR . 85, A 2,2 — R =R T (AIBN) (4. 2g, 25mmol) 7£ /1% H
B (80mL) H VA, HHAE 75°C NN 11 /hEF o IR A E1 %8 165°C, i d: 2 /Ief &
HIGTEY . T IEEER, H 10°CRI R F B (2X50mL) Pk, 132 e AL I8
ML (500mL) » A 2% fEh 7K (2X500ml) 7K (2X500ml) BeikiZiEwi. RGN
ERL) 2B INANSUT BB (300mL) , £ 70°C Nk 15 980, 2 1 /NI HZBERE
53°C, Bt 45°C T, R 1E 20-25°C N W (%) 250mg) 5t (seeded) , [FIIF A 33N &
MBI - A5 BRI BRI A A 2L R iR it 98, - A A2 10°C R BT /
MTBE (1/2vol/vol) MRAIEFIGEE, H/E B TR &, 15 31 2 38 A A EER) 2- RO
Bt -6- IHIEIE I ES (49g, PPE35% ). BiZEEAT T mLEE— B4k,
[0327] DR 2:4% 2- R £ AL —6- L - KR H B (36. 6g, 134mmol) \ = — U] J& I 2

RIRES (29. 1g, 134mmol) JHRERHE (89. 3g, 274mmo1) FfMifiL4E (0. 89g, 6. Tmmol) 7E 2— T
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(400mL) VRS YIAE 100°C Vs s mlim 12 /NwF, S AU R 2 et . 1%
ZIRAEMAR AR =R . FHZREY I ERK (300mL) (7K (300mL)  Z & LB (750mL) , I
e 10 280, AR T JE B TS Celite MEKL. WEDE, ZRAVZE BT/ IMERL, IF
MR B (2X150mL) ZBUKE . RRA A NZH K (500mL) ¥k, LM TR,
RIS 7E T, AR 30 708 I8 Z R EIRAM T Celite B, ZRRIEW, 153
SR 2- (= - g A R R s - L ) —6- 1 - RH IR FEE (51, 53g, 773
94% ) o WM T T mfFE— Dotk

[0328] 20 B 3: Al 2-( = — L T KR R AR A R - ) -6-fH -k IR A
g (51.53g, 126mmol) 7E — & H & (600mL) H M M A E W P M A =R LR
(18. 2mL, 245mmo1) , FF¥F XIS WIE Z W T T R BRS8N (400mL) N %
IR, R FEZIR G 10 8. 2 EANZE, RS TR &K, 15 2| 2R GHIRYIT)
2= (L - TR A - AL ) —6- fiHdk - R IR FFER (41. 4g, M2 106% ) « 1§
T~ —2meFd—Paik.

[0320] U 4 4: g 2-(fU - T & o At s AR - ) -6- 18 -8 B R O
(38. 96¢g, 126mmo1) VA AALEE (3. 61g, 151mmol) 7EFFEE (450mL) AlZK (225mL) T HIIE S
FEZTS, VIR S e . 2K EE, JF 19 KV N IN HCL (200mL) , & Bt
VEYD. IMAEE (300mL) , FEAE O°C T HFE IR A 2 /Mo ST I8, 7K (100mL) ik
(100mL) PE#s, FHAEE PR T80T 4, 13 2] 2 o AR R 2- (L - T ARt s At -
) -6- THKEL - FEFER (22.4g, 7EE60% ). BHHT T —HmEF#H B4k,

[0330] D4R 5 4G AT HEE (530mL) 12— (R — T A A pe Ak 2 ik — AL ) —6- fig Ak - R R
(2. 19g, 75mmo1) F4E / B (0. 2g) HIVREWITE 5lpsi T, H Parr— {B A28 EALIT R . 138 %
ARG Celite BIEE}, I 2R IEM, 15 2IE UL B4 IR, K HAERE (300mL)
R o S BE R TRV, 5 B BT A AR 2- At -6 (L - TS AL AL At - AL ) - 2K
HER (13.0g, #65% ). i MWHT F—PmEFE—Daifl.

[0331]  DEE 6:[n] 2— Ak —6- (R - T A RAL E AL - 4L ) - X (13. 0g, 48. 8mmol) «
KL (3. 99g, 58. 6mmol) 7EZJiF (160mL) HIHEFEE R F I B (4. 18mL, 58. 6mmol) ,
FAZR TR ZIEAY. WZBESW PN 3- & & -k -2,6- i &%
(8.03g, 48. Smmol) . BK M (6. 65g, 97. 6mmol) A1 IV % f8 = Z£ 5 (15. 4mL, 58. 6mmol) , 3 /N
WEEIZIR AW 6 /N o BIZIRA WV E 2 = E, I mAK (500mL) o 3t 382, A K
(50mL) « 1R £, Bi5 (20mL) Tk (50mL) Feik, FHah T8, 15 2 £\ A AR [3-2,6- =
AR - R BE -3- ) -2- A 4 AN -3,4- A -k 5 AR O ] A
B 4T s (10.5g, 77 # 54 % ) :HPLC:Waters Symmetry C, 51m, 3.9X 150mm, ImL/
min, 240nm, 30/70CH,CN/0. 1 % H,P0,, 5. 50min (98. 5 % ) ;mp:206-208 °C ;'H NMR (DMSO-d,)
§1.40 (s, 9H, 3CH,), 2. 15-2. 20 (m, 1H, CHH), 2. 55-2. 68 (m, 5H, CH,, 2CHH) , 2. 79-2
.86 (m, 1H, CHH) , 4. 63-4. 67 (m, 2H, CH,), 5. 22(dd, ] = 6, 11Hz, 1H, NCH), 7. 20 (t, J
= 6Hz, 1H,NH), 7.32(d, J = 8Hz, IH, Ar),7.48(d, ] = 8Hz, IH,Ar),7.76(t,] =
8Hz, 1H, Ar), 11. 02 (s, 1H, NH) ;'°C NMR (DMSO-d,) & 20. 79, 23. 27, 28. 19, 30. 57, 42. 82, 56. 4
7,77.91, 117. 53, 123. 86, 125. 33, 133. 92, 141. 76, 148. 44, 154. 76, 155. 67, 161. 01, 169. 51
, 172.59 ;LCMS:MH = 401 ;C,0H,,N,0,+0. 5H,0 FJFEIRAH :C, 58. 67 ;H, 6. 15 3N, 13. 68, S
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C, 58. 45 ;H, 5. 88 N, 13. 34,

[0332]  5.29 3—(5— G SEFHL —2— HIHL —4— 54X —4H- Ptk —3— JL ) — URIE -2, 6— - fi
[0333]

E=1}

NH;
H-ClI

0 O
NH
N o
ﬂ"ﬁ

[0334]  ZDUE 1:04] [3-(2, 6— 54X — WRNE —3— & ) —2- FAE —4- SR -3, 4- —& — e
Wbk —5— JL AL 1- EEFIRAUT BE (10. 4g, 25. 9mmo1) 7EFEE (108mL) A & F % (108mL)
T LA P B IINAERE T 1) 2M HCL (304mmo ) , JF it FE Z R Gt . 28 RV 7,
FEAERE (200mL) FEEFEIR RN 2 /NEF o I8 IZ BRI, 15 B Bk AE AR 3- (- &R
Ak —2— HHE —4— AR —AH- PEMRpk —3- B ) - WRIE 2,6 FERERIR (8. 9g. HHTE 102% ).
Bz AT T mkRiE— P,

[0335] JDUR 2.5 3— (5— G AL AL —2— F & —4— (A —4H- vl —3— 2L ) — URIE -2, 6— —
Fil £h 18 (1. 0g) 7F A BE (10mL) i+ 4, JF i 98 % & . 4ﬂn—~£lJB’\JEﬁHztzﬁ~ﬁ
EFEE (10mL) 4P 7, 1 U8 % B . R AR T4k (60mL) R, R 2R 2B
(2X100mL) PEHIXIEMW. 2 RIK, 32| 2 A B AR K] 3- (5 2 5 F 2 —2- B —4- %
A —4H— WEPEIBR —3— J ) — URIE -2, 6— - EiELER (0. 35g, 773 35% ) ;HPLC, Waters Xterra
RP 18,5 um, 3. 9X 150mm, ImL/min, 240nm, Waters LC Module 1, 05/95CH,CN/0. 1% (HCO,)
NH,, 8. 04min (99.9 % ) smp, 256 ‘C ( 4 fi#t ) ;'H NMR (DMSO-dg) 6 2. 14-2. 20 (m, 1H, CHH), 2
. 58-2. 92 (m, 6H, CHCH,, CH,), 4. 25—4. 32 (m, 1H, NHCHH) , 4. 58—4. 64 (m, 1H, NHCHH), 5. 33 (d
d,J = 6, 11Hz, 1H, CH), 7. 53-7. 89 (m, 3H, Ar), 8. 31 (brs, 3H, CINH,), 11. 06 (s, 1H, NH) ;"C
NMR (DMSO-d,) & 20. 58, 23. 15, 30. 508, 41. 38, 56. 64, 118. 38, 127. 51, 129. 25, 134. 20, 134.
33, 147. 86, 155. 63, 160. 86, 169. 26, 172. 59, LCMS MH = 301 ;C,.H,,N,0,C1+0. 5H,0+0. 55HC1
[ PR 18 H :C, 49. 25 3H, 5. 113N, 15. 31 5C1, 15. 02, 52 M {H :C, 49. 23 ;H, 5. 00 ;N, 15. 24 ;
Cl, 14. 97,

[0336] 5.30 N-[3-(2,6— AL - WRmg -3-J)-o- AL 4-HL -3, 4- ~ K -1k
Wbk —5- FLHEL 1- Zif%

[0337]

o0 0
L0
ﬁ%
[0338]  [A] 3—(h— G & H &t —2— F 3 —4- &AL —4H- nﬂiuﬂ\ —-3— 3L ) - URIE -2, 6— [ £
2 (0.65g, 1. 9mmol) 7EZJF (10mL) F i #EHIR G %EPJJD)\Z@%%L (0. 13mL, 1. Smmo1) Al
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N, N- Z R E 4% (0. 70mL, 4. 3mmol) o KFiZIRGWIAE SR M 16 8. B RIEH], IF
W PR il (RERG, BB/ EREE 4% /96% ) AL IR A, 15 5 B R 10 [ 4K
N-[3-(2, 6— %A% - WRNE —3- 4L ) —2—- FIJE —4- 548 -3, 4- & - el —5- L - 4
MER% (104mg, P22 16% ) ;HPLC, Waters Symmetry Cg, 5 1m, 3. 9X 150mm, ImL/min, 240nm,
£ 5 75 % M, A 10/90CH,CN/0. 1 % H,PO KR & % 95/5, £& +F 5min, 3. 93min (99.0 % ) ;
mp, 293-291°C ;'H NMR (DMSO-d,) & . 1. 92 (s, 3H, CH,), 2. 14-2. 20 (m, 1H, CHH), 2. 57-2. 86 (m, 6
H, CHCH,, CH,) , 4. 73—4. 77 (m, 2H, CH,NH) , 5. 23(dd, J = 6, 11Hz, 1H, CH), 7. 31-7. 76 (m, 3H, Ar)
,8.22(t, J = 6Hz, 1H, CH,NH) ;°C NMR (DMSO—dy) & 20. 78, 22. 60, 23. 26, 30. 58, 41. 49, 56. 48
, 117. 65, 124. 48, 125. 42, 133. 83, 141. 06, 148. 44, 154. 75, 160. 95, 169. 32, 169. 51, 172. 58,
LCMS MH = 343 ;C,.H,N,0,AFIB(E :C, 59. 64 :H, 5. 30 ;N, 16. 37, SZIHH :C, 59. 46 ;H, 5. 05 ;
N, 16. 24,

[0339] 5.31 N=[3-(2,6- ~ AR - WRmg —3-F)-o- A 4- L 3. 4- ~H - &

ok —5- FE L 1- T RERE
:}_\.

[0340]
[+ 8 ¢

L3

[0341]  [f] 3—(5— & ik AP 3k —2— FP Ok —4— A A —4H- mE ek —3- &L ) - WRIE -2, 6— —f &b
B2 (0.53g, 1. 6mmol) 7£ ZJiF (10mL) 1 EVEA W Sk in AT BES (0. 25mL, 2. 4mmol) Al
N, N= SRR F 2 8% (0.65mL, 3. 9mmo1) o K5 iZ IR A WIE = IE FHEFEE 15 9 8h. &R,
FEE A POE A (RERS, Y ) AP 4% /96% ) Atk A, 15 3 2R A E A
(1) N-[3-(2, 6— % AX — WR g —3— J ) —2— FF Bk —4- 54X -3, 4- & — ek —5- JL
1T Btz (270mg, 7= 3 46 % ) ;HPLC, Waters Symmetry Cg, 5 1m, 3. 9X 150mm, ImL/
min, 240nm, £ 5 4 & A, M 10/90CH,CN/0.1 % H,POEE & % 95/5, {# #F 5min,
5. 18min (98. 6 % ) ;mp, 250-252°C ;'H NMR (DMSO-d,) § 0. 88 (t, J] = 7Hz, 3H, CH,), 1. 56 (m, J
= THz, 2H, CH,CH,CH,), 2. 15-2. 20 (m, 3H, CH,, CHH), 2. 57-2. 89 (m, 6H, CHCH,, CH,) , 4. 77-
4. 85 (m, 2H, CH,NH) , 5. 23(dd, J = 6, L1Hz, 1H, CH), 7. 30-7. 76 (m, 3H, Ar), 8. 18 (t, ] =
5Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;"°C NMR (DMSO-dy) 8 13. 65, 18. 67, 20. 77, 23. 27, 30. 58, 37
. 32,41. 39, 56. 47, 117. 63, 124. 28, 125. 38, 133. 83, 141. 23, 148. 44, 154. 76, 160. 95, 169. 51
, 172.14,172. 60, LCMS MH = 371 ;CoH,,N,0, I ERIR{H :C, 61. 61 3H, 5. 99 5N, 15. 130 LA -
C, 61.49 :H, 5. 76 :N, 15. 00,

[0342]  5.32 JEZ [3-(2.6— —AHAY - WRmE —3- JL ) -2 FL —4- 48 -3, 4- — 5 —
Wbk —5— FEFR L |- P fi

[0343]
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[0344] ] 3—(5— 2 Bk Ok —2— H Rk —4— %0AX —4H- kb -3 JE ) — WRIE -2, 6— - £h
2 (0.49g, 1. 5mmol) £ ZJiF (10mL) qjﬁﬁ/tbé\%qjﬁ?#ﬂﬂ)\%@%%k (0. 34mL, 2. 2mmo1) FH
N, N- 53 2% (0. 60mL, 3. Tmmol) o BFiZIB G WIE = N HHE 156 28 . BEER, I
AT RERE A (RERR, R/ R 4% /96% ) AifbER AW, 15 3 2 R 5 A [ 4K 1 g
i [3-(2, 6— 5 - WRIE —3— B8 ) —2— AL 454X -3, 4— & — vEmenpk —5— FL AL 1- %
F%z (280mg, 7= 2 47 % ) ;HPLC, Waters Symmetry Cig, 5 um, 3. 9X 150mm, ImL/min, 240nm,
7£ 5 7 B A, M 10/90CH,CN/0. 1 % H,POME & & 95/5, {& £F 5min,6. 10min(97.8 % ) ;
mp, 208-210°C ;'H NMR (DMSO-d,) § 0. 86 (t, J = 6Hz, 3H, CH,), 1. 25-2. 21 (m, 11H, CH,CH,CH,CH
,CH,, CHH) , 2. 57-2. 89 (m, 6H, CHCH,, CH,), 4. 68—4. 84 (m, 2H, CH,NH) , 5. 23 (dd, ] = 6, 12Hz, 11,
CH), 7. 29-7. 75 (m, 3H, Ar), 8. 18 (t, J = 6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;**C NMR (DMSO-d,)
8 13.87,20. 77, 21. 98, 23. 27, 25. 22, 28. 31, 30. 59, 31. 96, 35. 37, 38. 68, 38. 96, 39. 23, 39
.51, 39. 79, 40. 07, 40. 35, 41. 39, 56. 47, 117. 63, 124. 30, 125. 39, 133. 78, 141. 23, 148. 44
, 154. 75, 160. 95, 169. 51, 172. 29, 172. 59, LCMS MH = 413 ;C,,H,oN,0,[K) F {4 :C, 64. 06 ;
H, 6. 84 ;N, 13. 58, =EZill{f :C, 64. 05 ;H, 6. 80 ;N, 13. 58,
[0345]  5.33 N-[3-(2,6— AR - WRmg -3- FE)—o- AL 4- 50 -3 4- & - &g
Wbk —5— FLH L 1-3, 3— L HAL [ ER%

[0346]

o

) -

o0
o

[0347] [A] 3-(5— G LI —2- I —4- %ﬂt —4H- WMk —3— J ) - URIE -2, 6— i Sh S
(0. 49g, 1. 5mmol) 7EZJE (10mL) FHIIES %EPW?MJH)\TXTJ%Z@%%& (0. 31mL, 2. 2mmol)
FIN,N- = 57 3 2 % (0.60mL, 3. Tmmol) » 5 iZ VB & ¥ 76 £ I8 N +F 15 9 #f.

KRB, I O PR A A (R, B/ AP b 4% /96 % ) éwc%%é%%,?%ﬁ%
R [ AR B N-[3-(2, 6- AR - WRAE -3 JE ) -2- AR 4-H AR 3,4 D EH -
Wk R —5— J B L 1-3,3— — B L T Bt % (120mg, 77 22 % ) SHPLC, Waters Symmetry
Cyg, b UM, 3. 9X 150mm, ImL/min, 240nm, £ 5 % % W, M 10/90CH,CN/0. 1 % H,PO 6 J&F
% 95/5, 1% #F 5min,5. 74min(98.4 % ) smp, 212-214 °C ;'H NMR (DMSO-d,) 6 0. 96 (s, 9H
, 3CH,), 2. 08 (s, 2H, CHMe,), 2. 12-2. 19 (m, 1H, CHH), 2. 57-2. 86 (m, 6H, CHCH,, CH,) , 4. 68
-4. 85 (m, 21, CH,NH) , 5. 24 (dd, ] = 6, L1Hz, 1H, CH), 7. 34-7. 76 (m, 3H, Ar), 8. 11 (t, ] =
6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;"°C NMR (DMSO—d,) & 20. 76, 23. 28, 29. 69, 30. 47, 30. 58, 4
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1. 43, 48. 76, 56. 47, 117. 65, 124. 64, 125. 42, 133. 77, 141. 19, 148. 42, 154. 75, 160. 93, 169. 5
1,170.97, 172. 60, LCMS MH = 399 ;C,,H,;N,0,40. 11,0 BRI :C, 63. 02 ;1, 6. 60 ;N, 14. 00,
SEPIAAE +C, 62. 86 3H, 6. 70 :N, 13. 92,

[0348]  5.34 M IA%EARER [3-(2,6— %A — WRWE —3— Jt ) -2 L —4- (L -3,4-
S — Wbk —5- JE 3L 1 EERY

[0349]
00
2
u=<
[0350]  |d] 3—(5— ‘& F& FH & —2- H 3L —4- 4R AL 41— e ek —3- L) - UR BE -2, 6-

Fil #5 B2 (0. 53g, 1. 6mmol) 7£ Z, i (10mL) IR & %qﬂﬁﬁﬂn)\ﬂﬁi%%ﬁ@&a%%
(0. 16mL, 1. 7Tmmo1) A1 N, N- = 55 75 3 2 % (0. 59mL, 3. 6mmol) . ¥ iZ IR & W 7E E iR T
FE 15 8. ZRRE, i PR el (RERS, FEE /) &P 4% /96% ) Ak
&, BRI EE A GAEEKIRA L RER [3-(2, 6 AL - WRIE —3- 5 ) —2- F I 4- 5
-3, 4— & - eIk —5- S - BE% (310mg, 773 54 % ) sHPLC, Waters Symmetry
Cyg, 5 1m, 3. 9X 150mm, 1mL/min, 240nm, £ 5 43 %f A, M 10/90CH,CN/0. 1 % H,PO 4 & %=
95/5, {75 5min, 5. 50min (98. 6% ) ;mp, 7£ 298°C 4 ;'H NMR (DMSO—d,) & 0. 67-0. 70 (m, 41,
¥F CH,CH,), 1. 65-1. 73 (m, 1H, ¥ CH), 2. 11-2. 20 (m, 1H, CHH), 2. 57-2. 89 (m, 6H, CHCH,, CH,),
4. 77-4. 87 (m, 2H, CH,NH) , 5. 23(dd, J = 6, 12Hz, 1H, CH), 7. 31-7. 78 (m, 3H, Ar), 8. 44 (t, ] =
6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;"°C NMR (DMS0-d,) § 6. 28, 13. 57, 20. 76, 23. 28, 30. 58, 41.
53, 56. 47, 117. 65, 124. 50, 125. 44, 133. 89, 141. 14, 148. 44, 154. 77, 160. 94, 169. 53, 172. 60
, 172,73, LCMS MH = 369 ;C,H,oN,0,+0. 1H,0 FJFER R :C, 61. 65 ;H, 5. 50 5N, 15. 13 SZHIME -
C,61.48 ;H,5.47 N, 14. 97,
[0351]  5.35 2— HIJLGUHL -N-[3-(2, 6 ~FAX - WRME -3-F) -2 FJE 4448 -3, 4- —
S - ik —5- LR L - Z A%
[0352]

oQ-—
4{3'

[0353] [0 7F 40 °C yih ¥ (SmL) 7 1 — - Z. % (0.27g, 1. 9mmo1) £ DMF
E@T’%ﬁflﬁ/ﬁquﬂ)\1,1’—%igﬂ7kﬂj: (0 35g,2 lmmol) ng}"ﬁ'ﬁ:~/Jxﬂq‘ SRS, TN
AN 3-(5- & A P A -2- A -4 AR -4H- v ek -3- JE ) - IR WE -2, 6- B #h IR
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(0. 65g, 1. 9mmol) , FF4iHk 16 7. Z& AEN, I 1l PRI AT (03 (RERR, FEE / & H
$t 4% /96% ) AR, 132 Bk E A EA R 2- = R R -N-[3-(2, 6- &K - R
Mg —3— 2 ) —2- F AL —4- X -3, 4- & - el —5- SR L |- 2 BE % (340mg, ;T
46 % ) ;HPLC, Waters Symmetry C, 5 1m, 3.9X 150mm, ImL/min, 240nm, 05/95CH,CN/0. 1 %
H,PO,, 7. 29min (99.8 % ) smp, 275 C (4 fi# ) ;'H NMR (DMSO—dy) & 2. 16-2. 19 (m, 7H, CHH
F1 NMe,), 2. 63-2. 91 (m, 8H, CHCH,, CH, A1 NCH ,), 4. 74-4. 76 (m, 2H, CH,NH), 5. 25 (dd, ] =
6, 12Hz, 1H, CH), 7. 31-7. 76 (m, 3H, Ar), 8. 26 (t, ] = 6Hz, LH, CH,NH), 11. 03 (s, 1H, NH) ;*°C
NMR (DMSO-d,) & 20. 68, 23. 31, 30. 59, 41. 62, 45. 54, 56. 51, 62. 81, 117. 69, 125. 53, 125. 74,
133. 96, 140. 54, 148. 52, 154. 82, 161. 03, 169. 42, 169. 63, 172. 63, LCMS MH = 386 ;C,,H,,N0,
FIFEIRAE :C, 59. 21 ;H, 6. 01 3N, 18. 17, SEJUMH :C, 58. 95 ;H, 6. 05 3N, 17. 79,

[0354]  5.36 3— & -N-[3-(2.6- %4 - WRNE -3 L) -2 AL —4- {0 -3, 4- "F - 1%
Mg bk —5—J 1 2K R R A%

[0355]

0

N
Ci O Q

G-

[0356] ] 3-(5— & JE —2- B AL —4- & AL —4H- v M MR -3- L) - UR nE -2,6-
fiil (0.46g, 1. bmmol) £ P4 & Wk Mg (10mL) 1 [ 43 #F 8 & 4 & In A\ 3—- & 28 B B &
(0. 68mL, 5. 3mmo1) , F7E 80°C T hn#k =/INiko F JL H BE A KiZIR G &R, IF
T I R AT i (REE, PEE / &K 4% /96 % ) AiAb AR A, 153 8 A o [E A K
3- A -N-[3-(2, 6— %A - WRHE —3- ) -2 F O —4- S0 -3, 4- 5 — vk —5- gk - 2R
F B B% (300mg, 7= % 46 % ) ;HPLC,Waters Symmetry C,q 5 um,3.9X 150mm, 1mL/
min, 240nm, £ 5 4 & A, M 10/90CH,CN/0.1 % H,POKE & % 95/5, {# % 5min,

7. 04min (98. 2% ) smp, 326-328°C ;'H NMR (DMSO-d,) § 2. 18-2. 28 (m, 1H, CHH), 2. 61-2. 92 (m
, 6H, CHCH,, CH,) , 5. 36 (dd, J] = 6, 11Hz, 1H, CH), 7. 37-8. 70 (m, 7H, Ar), 11. 12 (s, 1H, NH), 12.
72 (s, 1H, NH) ;'°C NMR (DMSO-d,) & 20. 74, 23. 39, 30. 66, 40. 41, 56. 90, 115. 69, 121. 28, 125.
21,127.12, 131. 13, 132. 14, 135. 78, 163. 46, 169. 30, 172. 59, 172. 62, LCMS MH = 425, 427 ;
C,,H,:N,0,C1+0. 3H,0 ) 3 & {4 :C, 58.62 ;H, 4. 12 ;N, 13. 02 ;C1, 8. 24, =2 M {4 :C, 58. 46 ;
H, 3. 74 :N, 12. 70 ;C1, 7. 98.

[0357]  5.37 2- “RAHL -N-[3-(2. 6— %4 — Wk —3— Jk ) —2- HI L —4- 548 -3, 4-
S — Wik —5- 3 - 2%

[0358]
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[0359] [a] 3-(5— &, & —2- H JE —4- & AC —4H- & M mk -3- JE ) - IR mE -2,6-
fil (0.42g, 1. 4mmol) £ P4 & WK W (10mL) H B 4 #£ V8 & 9 F in N F A & & Bt &
(0. 75mL, 4. 8mmo1) , F7E 80°C T INF=/Nif o H UM FEE R KRR EW. &R, IfaE
A A (RERR, R/ & B 4% /96% ) AifbiR A, 153 2 A bk 2- S
H -N-[3-(2, 6— AR - WRIE —3- 2 ) —2- B2 —4- X -3, 4- & - ek 5- 2L - 2
Wif% (280mg, 7= 47% ) ;HPLC, Waters Symmetry Cg, 5 um, 3. 9X 150mm, 1mL/min, 240nm,
7£ 5 7 B A, M 10/90CH,CN/0. 1 % H,POME & & 95/5, {& £F 5min, 6. 46min(99.2 % ) ;
mp, 272-274 °C ;'H NMR (DMSO-d,) § 2. 17-2. 22 (m, 1H, CHH) , 2. 65-2. 93 (m, 6H, CHCH,, CH,),
4.13-4.30(dd, ] = 15, 36Hz, 2H, CH,) , 4. 64 (s, 2H, CH,), 5. 33(dd, ] = 5, 11Hz, 1H,CH), 7
. 25-8. 68 (m, 8H, Ar), 11. 10 (s, 1H, NH), 12. 48 (s, 1H, NH) ;"°C NMR (DMSO—d,) & 20. 62, 23. 3
8, 30. 83, 56. 93, 70. 17, 72. 80, 107. 95, 115. 38, 120. 97, 127. 47, 127. 53, 128. 13, 135. 52
, 137. 33, 138. 95, 147. 90, 154. 90, 162. 73, 168. 94, 169. 28, 172. 51, 172. 62, LCMS MH =
435 ;CyqH,,N,0,40. 61,0 [ FE i {8 :C, 62. 04 ;H, 5. 25 5N, 12. 58, SE M {H :C, 61. 82 ;H, 4. 90 ;
N, 12. 49.

[0360] 5.38 N-[3-(2,6— %48 — WRWE -3 Jt ) -2 I HL —4- S48 -3, 4- 5 — g
Wbk —5— JLFR L 1-2- JROE - Z iR

[0361]

ates

[0362]  [n] 3—(5— Ak Ak —2— F -4 % AX —4H- MRk —3- & ) - URNIE -2, 6 —fl #h
i (0.51g, 1. 5mmol) 7EZME (10mL) FAEAF FeHE N AR 2B & (0. 22mL, 1. 7Tmmol)
HMIN, N- Z A E i (0. 57mL, 3. 5mmol) o ¥z GWFE IR T Hid: 15 28 2 RE,
T P A il (REER, Y ) AR 4% /96% ) AR AW, 153 Bk E A
N-[3-(2, 6- AR - WRNE -3- 2 ) —2- FIdk —4- S -3, 4- 5 - velempf —5- L F L [ -2- O
B 70 B % (254mg, 77 Z 40 % ) HPLC, Waters Symmetry Cyg 5 um, 3.9X 150mm, 1mL/
min, 240nm, £ 5 2 %F A, M 10/90CH,CN/0.1 % H,PO R BF % 95/5, {# #F 5min,

5.70min (98.5 % ) smp, 275-277 °C ;'H NMR (DMSO-d,) & 2. 11-2. 18 (m, 1H, CHH) , 2. 58-2. 86 (
m, 6H, CHCH,, CH,), 3. 53 (s, 2H, CH,), 4. 74—4. 78 (m, 2H, CH,NH), 5. 23(dd, ] = 6, 11Hz, 1H, CH
), 7.21-7.71 (m, 8H, Ar), 8. 35(t, ] = 6Hz, 1H, CH,NH), 11. 01 (s, 1H, NH) ;'°C NMR (DMSO—d,)
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§ 20. 74, 23. 27, 30. 58, 41. 69, 42. 41, 56. 48, 117. 69, 124. 70, 125. 56, 126. 34, 128. 20, 129
.03, 133. 80, 136. 30, 140. 74, 148. 44, 154. 79, 160. 91, 169. 48, 170. 23, 172. 58, LCMS MH =
419 ;Cy5H,,N,0,40. 21,0 [ R i {8 :C, 65. 45 ;H, 5. 35 5N, 13. 27, S W {H :C, 65. 32 ;H, 5. 04 ;
N, 13. 10,

[0363]  5.39 HEWe —2- ¥R [3-(2,6— 448 - WRIE —3— 5k ) -2 FIHL —4- %4 -3,4- —

)
S - WEMRIb —5— AL - BER% o 0
M
[0364]  [r] 3—(5— & & FF 2 —2— F 2k —4- S A —4H- v bk -3- 2 ) - R iE -2, 6— [l

18 (0. 55g, 1. 6mmol) 7£ £ JiF (10mL) = [+ + & & %EIJJJD)\H&%EF'E%%& E1g (0. 32g
mL, 1. 8Smmol) 1N, N— — 5 78 4 Z, % (0. 62mL, 3. Smmol) o H5 i% I8 & WA = 5 N HE 15
e AR RIEN, JF i PO A il (RERS, R/ SRR 4% /96 % ) AR R,
B2 2% ol AR M e -2- REE [3-(2,6- 5% - R Mg -3- 3 ) -2- F it 4- K
-3, 4— & — ek —5— JE B L |- W% (67me, 7EF 10% ) ;HPLC, Waters Symmetry
Chr 51m, 3. 9X 150mm, 1mL/m1, 240nm, 7E5 7381, M 10/90CH,CN/0. 1% H.PO, ¥ & 95/5,
{3#4% 5min, 6. 85min (99. 4% ) smp, 261-263°C ;'H NMR (DMSO—d,) § 2. 08-2. 27 (m, 1H, CHH), 2.
64-2. 93 (m, 6H, CHCH,, CH,) , 4. 91-5. 05 (m, 2H, CH,NH) , 5. 27(dd, ] = 6, 11Hz, 1H, CH), 7. 33-8
.69 (m, 7H, Ar), 9. 32(t, J = 6Hz, IH, CH,NH), 11. 06 (s, 1H, NH) ;"°C NMR (DMSO—d,) & 20. 73, 23
.31, 30. 62, 42. 12,56. 57, 117. 72, 121. 86, 125. 18, 125. 76, 126. 60, 134. 05, 137. 82, 140. 30,
148. 55, 149. 77, 154. 87, 161. 17, 163. 79, 169. 47, 172. 65, LCMS MH = 406 ;C,,H,(N,0,+0. 5H,0
FIFEIBAE. :C, 60. 86 ;H, 4. 86 5N, 16. 90, SZPE :C, 60. 72 ;H, 4. 62 5N, 16. 69,

[0365] 5.40 2—(4— & — 7% JE )-N-[3-(2,6- — % AL - WR mg —3— JL)—2- I Jt —4- %
AR -3, 4- A - ek 5 FLHIE - 2 EERE

[0366]

L

o

2 8 2
43

[0367]  [m] 7 40 °C yh ¥t (8mL) H1 ) (4- & - K ) - 4 B (0. 31g, 1. 8mmol) fE DMF
e FE A I 1, 17 — Bk KR (0. 33g, 2. Ommol) , JFHHE 1 /NI [m %R &

N 3-(5- & 5t F 5 -2 5 —4- AR —4H- nE bk -3 JE ) - WRIE -2, 6— i $h R
(0. 62g, 1. 8mmol) , FF i FHIZIR G 15 8. 2K RIS, IF I PRI AT (il (REf, FEE /
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THMLE 4% /96% ) iR, 3B 25 A A REAR) 2-(4- & - IRHE ) -N-[3-(2,6- =
AR WRIE —3- JE ) —2— FIRE —4- AKX -3, 4- A - ek —5- SRR ]- ZBii% (580mg,
FEER T0% ) sHPLC, Waters Symmetry Cig 5 1 m, 3. 9X 150mm, ImL/min, 240nm, 7E 5 738h N,
M 10/90CH,CN/0. 1% H,PO 6 % 95/5, {#£F 5min, 6. 10min (98.5% ) mp, 285°C ( M ) »
'H NMR (DMSO-d,) & 2. 14-2. 19 (m, 1H, CHH), 2. 57-2. 86 (m, 6H, CHCH,, CH,), 3. 54 (s, 2H, ArCH,)
, 4. 74-4. 78 (m, 2H, CH,NH), 5. 23 (dd, J =6, 11Hz, 1H, CH), 7. 26-7. 72 (m, TH, Ar), 8. 39 (t, ] =
6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;'°C NMR (DMSO-d,) § 20. 74, 23. 28, 30. 59, 41. 49, 41. 72, 5
6.48, 117. 68, 124. 72, 125. 59, 128. 13, 130. 92, 131. 08, 133. 82, 135. 32, 140. 64, 148. 44, 154
. 80, 160. 90, 169. 50, 169. 88, 172. 59, LCMS MH = 453, 455 ;C,,H,,N,0,C1+0. 15H,0+0. 06CH,C1,
) 3 8 H :C, 60. 12 ;H, 4. 69 :N, 12. 16 ;C1,8.62, = Ul {4 :C, 59. 78 ;H, 4. 60 ;N, 12. 22 ;
C1,9. 00,

[0368] 5.41 N-[3-(2,6- ~ AL - WRmg —3-F)—o- A 4- AL 3. 4- ~H - EW
Wbk —5— FEHR L 1-2-(4- — U AIE — ZK0E )~ 2%

[0369]

F

F
0-X
F

Do
N
Lo
v
[0370]  [m] £E 40 C i ¥ (BmL) ™ (1) (4- & - K JE )— £ R (0. 35g, 1. 6mmol) £ DMF 1
s R B R InN 1, 17 — He Bk ke (0. 29g, 1. 8mmol) , FEHHE — /NIFo (ARG
NN 3—(5- & 5 3 —2- F 3 —4- S AC —4H- ek -3 3k ) - WRIE -2, 6— [ $h
(0. 54g, 1. 6mmol) , FFHFHIZIR AN 156 -8 o ZRIER, Hmad Puidii: el (hEf, B/ —
AFFE A% /96% ) Atk R, 153 2 A EEERN-[3-(2, 6- A -IRiE -3-4&) -2-F
4= AR -3, 4- A - MR -5 JERR L |-2- (4- RS - R ) - 2Bk (600mg,
FEER T4% ) sHPLC, Waters Symmetry Cig 5 m, 3. 9X 150mm, ImL/min, 240nm, 7E 5 738F N,
M 10/90CH,CN/0. 1 % H,PO KR & % 95/5, {7+ bmin, 6. 46min(99. 1% ) ;mp, 217-219°C ; 'H
NMR (DMSO-d,) & 2. 14-2. 19 (m, LH, CHH), 2. 57-2. 89 (m, 6H, CHCH,, CH,) , 3. 58 (s, 2H, ArCH,) , 4
. 69-4. 85 (m, 2H, CH,NH), 5. 24 (dd, ] = 6, 11Hz, IH, CH), 7. 26-7. 71 (m, 7TH, Ar), 8. 44 (t, ] =
6Hz, 1H, CILNH), 11. 02 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 20. 74, 23. 27, 30. 58, 41. 42, 41. 70, 56
.48, 117. 69, 120. 79, 124. 67, 125. 59, 130. 89, 133. 78, 135. 86, 140. 65, 147. 00, 148. 44, 154.
81, 160. 91, 169. 50, 169. 88, 172. 59, LCMS MH = 503 ;C,,H,,N,0.F, AT +C, 57. 37 :H, 4. 21 ;
N, 11. 15 :F, 11. 34, SZI{Y :C, 57. 10 :H, 3. 97 :N, 10. 97 ;F, 11. 14,
[0371]  5.42 2-(3,4- —& - ZKHL ) -N-[3-(2, 6— 448 — WRMe —3- 3k ) —2- FI I —4- 5
£ =3, 4- 5 — wEmkibk —5— FEH L 1 2 BERE
[0372]
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[0373]  JAIZE 40°Cylys (8mL) i (3, 4- & - KL ) - 2.1 (0. 30g, 1. 5mmol) 7F DMF (8mL)
VR R BEFEIMON 1, 17 - FRAEE R (0. 26g, 1. 6mmol) , FFFFE 1 /M. A IZIR A
tfin N 3—(5— & ik A —2— F 0L —4— S AC —4H- e kb -3 3k ) - WR g -2, 6— i $h 8
(0. 50g, 1. 5mmol) , JFAFHIZIR G 15 7B o ZKRE N, it g (il (e, g/ —
AFFE 4% /96% ) AR R, 52| 2R AR 2- (3, 4- &0 - 285 ) -N-[3-(2, 6- =%
R - URIE —3- 2 ) —2- FJE —4- AR -3, 4- & - EMkbk —5- S |- ZWik% (540mg, 7R
74% ) ;HPLC, Waters Symmetry C, 51m, 3.9X 150mm, ImL/min, 240nm, 10/90CH,CN/0. 1 %
H,PO,, £ 5 2 B N B B % 95/5, {# +F 5min, 6. 41min (98.4 % ) :mp, 262264 C ;'H
NMR (DMSO-d,) 6. 2. 14-2. 19 (m, LH, CHH), 2. 57-2. 89 (m, 6H, CHCH,, CH,), 3. 57 (s, 2H, ArCH,),
4. 69-4. 85 (m, 2H, CH,NH) , 5. 24 (dd, ] = 6, 11Hz, 1H, CH), 7. 26-7. 73 (m, 6H, Ar), 8. 42(t, ] =
6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;'°C NMR (DMSO-d,) 6 20. 73, 23. 28, 30. 60, 40. 98, 41. 76, 5
6. 49, 117. 70, 124. 84, 125. 65, 129. 06, 129. 55, 130. 27, 130. 63, 131. 11, 133. 82, 137. 43, 14
0.52, 148. 46, 154. 81, 160. 90, 169. 42, 169. 49, 172. 59, LCMS MH = 487, 489 ;C,,H,,N,0,C1,
[ PR 8 fH :C, 56. 69 ;H, 4. 14 5N, 11. 50 ;C1, 14. 55, SE M & :C, 56. 50 ;H, 3. 953N, 11. 25 ;
Cl, 14. 29,

[0374] 5.42 N=[3-(2,6- AL - WRmg -3-J)-2- AL —4- HL -3, 4- ~H -
Wbk —5— JE L 1-2- (4 F — Z8HL ) - Z kA%

[0375]

o O

{“}f

5 ¥

.

[0376]  [A] /£ 40 °C i ¥ H B9 (4- 9 — K & ) - 4 B2 (0. 23g, 1. bmmol) £E DMF (8mL) H
FIER TR NN 1, 17 - BrE ke (0. 26g, 1. 6mmol) , FFHE+E 1 /NEF. [AZTR A
N N 3—(5- & Hk B 3k —2— F O —4- A0 —4H- vk -3 3L ) - IR UE -2, 6— [ $h 8
(0. 49g, 1. 5mmol) , FFHFE LRGN 16 738f o Z AR, I PRUdAE (il (e, FEE/ —
AHFBE4% /96V)9¥%5£é§% 22 2 A A EERN-[3- (2, 6- AL -WRIE -3- 3% ) -2-
HE -4 A -3, 4 A - R 5 JE R 12— (4- - RS ) - 4 BERZ (480mg, 7T
76 % ) ;HPLC, Waters Symmetry Cg, 5 1m, 3.9 X 150mm, 1mL/min, 240nm, 10/90CH,CN/0. 1 %
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H,PO,, 7E 5 4 4 N8R & % 95/5, 1% #F 5min, 5. 83min (99. 2 % ) :mp, 7E 290 °C & fi#t ;'H
NMR (DMSO-d,) & 2. 12-2. 19 (m, LH, CHH), 2. 57-2. 91 (m, 6H, CHCH,, CH,), 3. 53 (s, 2H, ArCH
2), 4. 68-4. 83 (m, 2H, CH,NH), 5. 23(dd, ] = 6, 11Hz, 1H, CH), 7. 09-7. 72 (m, TH, Ar), 8. 3
6(t, ] = 6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;"°C NMR (DMSO-dg) & 20. 74, 23. 28, 30. 58, 4
1.36,41. 70, 56. 48, 114.89(d, J.,= 21Hz), 117.69, 124. 72, 125. 58, 130. 86 (d, J ;=
THz), 132.45(d, Jo,= 3Hz), 133. 82, 140. 68, 148. 44, 154. 80, 160. 91, 161.00(d, ] =
242Hz) , 169. 50, 170. 15, 172. 59, LCMS MH = 437 ;C,,H,,N,0,F B3 814 :C, 63. 30 ;H, 4. 85 ;
N, 12. 84 ;F, 4. 35, SZill{H :C, 63. 25 ;H, 4. 66 ;N, 12. 73 ;F, 4. 21,

[0377]  5.44 N-[3-(2,6— %A% - WRWg -3-FL)-2- I —4- H AL -3, 4- 5 -
Wbk —5— FEL AL ) —2- (3 F —4- AL - R ) - Z %

[0378]

HH
00 .
M
eSS

[0379]  [AIFE 40°CA T (3 F —4- F AL - 7KL ) - 21K (0. 25g, 1. 5mmol) 7E DMF (8mL)
FRER T BEFEINON 1, 17— BlRAE ZKIME (0. 27g, 1. 6mmol) , JFHEHE —/NIF . HIHZTR S
BN 3-(5- & L 3L —2- F 3L —4- S AQ —4H- MRk -3 JE ) - WRuE -2, 6- L 3R R
(0. 50g, 1. 5Bmmol) , FFHEFEAZIR AN 16 % 2R IER, Fisd PudiAE s (REke, FEE/ =
AHLTA% /96% ) ZENFRARY), 133 2 3 A AR N-[3- (2, 6— %X - WRiE -3- ) -2- H
HE —4- AR -3, 4- A - Rk -5 JEF L -2 (3 gR -4 FRAE - R0 ) - 4R (500mg,
FER T4% ) sHPLC, Waters Symmetry Cig, 5 Hm, 3. 9X 150mm, ImL/min, 240nm, 7E 5 73 8F N,
M 10/90CH,CN/0. 1 % H,PO B & & 95/5, {7 45 bmin, 6. 10min (99. 3% ) ;mp, 264-266°C ; 'H
NMR (DMSO—d,) & 2. 15-2. 20 (m, 4H, CHH A1 CH,Ar), 2. 57-2. 91 (m, 6H, CHCH,, CH,), 3. 51 (s, 2H
, ArCH,), 4. 73-4. 78 (m, 2H, CH,NH), 5. 23(dd, ] = 6, 11Hz, 1H, CH), 6. 99-7. 72 (m, 6H, Ar), 8.
34(t, ] = 6Hz, 1H, CH,NH), 11. 01 (s, 1H, NH) ;'°C NMR (DMSO—d,) & 13.76(d, J.,= 3Hz), 20
.73, 23.27,30. 59, 41. 60, 41. 72, 56. 48, 115. 43 (d, Jo,= 22Hz), 117.69, 121.98(d, J .=
17Hz), 124. 82(d, J.,= THz), 124. 83, 125. 59, 131. 23(d, J .,= 5Hz), 133. 80, 136. 12(d, J ;s
= 8Hz), 140. 64, 148. 44, 154. 80, 160. 38(d, J.,= 242Hz), 160. 91, 169. 49, 169. 90, 172
.58, LCMS MH = 451 ;C,,H,.N,0,F BIF184H :C, 63.99 ;H, 5. 15 ;N, 12. 44 ;F, 4. 22, SZI4H -
C,63.61 ;H,5.19 5N, 12. 33 5F, 4. 20,
[0380] 5.45 N-[3-(2,6— %48 - WRWg -3-FL)-2- AL —4- S0 3,4~ 5 — g
Wbk —5— FEH L 1-2- (4 = FUHIE - RS ) - £ Hi%
[0381]
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T

e

[0382]  [A]E 40°CyM¥E ) (4- =F P AL - Rk ) - 4% (0. 26g, 1. 3mmol) ££ DMF (8mL)
HEBR BRI 1, 1 — e ke (0. 22g, 1. 4mmol) , FEFHFE— /B FIZIR A
Yyrrm N 3-(5— & J Ak —2— H R —4- S AX —4H- mE bk —3- ) - WRIE -2, 6- i #h
i (0. 42g, 1. 3mmol) , JEHHH1ZVR G 15 7B o 28 KA, JFdd o PRag A (0 3 (IR,
HEE /) S FhE4% /96% ) AR, 133 2 A6 R R N-[3-(2, 6- 48 - Ik
e —3—Jt ) —2— F AL 454X -3, 4- & - Rk —5- SE R IE ]-2- (4- =R - R ) - 4
Wif% (450mg, 722 74% ) ;HPLC, Waters Symmetry Cg, 5 um, 3. 9X 150mm, 1mL/min, 240nm,
7£ 5 7 B A, M 10/90CH,CN/0. 1 % H,POME & & 95/5, {& £F 5min, 6. 36min(99. 1 % ) ;
mp, 199-201 °C ;'H NMR (DMSO-d,) & 2. 14-2. 19 (m, 1H, CHH), 2. 57-2. 87 (m, 6H, CHCH,, CH,), 3.
66 (s, 2H, ArCH,) , 4. 75—4. 86 (m, 2H, CH,NH) , 5. 24 (dd, J = 6, 11Hz, 1H, CH), 7. 27-7. 72 (m, 7H,
Ar), 8.48(t, ] = 6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;'°C NMR (DMSO-d,) & 20. 74, 23. 28, 30. 58
,41.75,41.93,56. 48, 117. 69, 124. 72, 125. 01 (d, J.,= 4Hz), 125.01(d, J .,.= 10Hz), 125.

61, 129. 91, 133. 82, 140. 58, 141. 19, 148. 45, 154. 81, 160. 90, 169. 50, 169. 54, 172. 59, LCMS
MH = 487 ;C,,H, N,0,F,f{ 3 {4 :C, 57. 76 ;H, 4. 523N, 11. 23 ;F, 11. 42, SEZI{H :C, 57. 38 ;
H, 4.49 ;N, 11. 07 ;F, 11. 64,

[0383] 5.46 1-(4— & — 2K J£)-3-[3-(2,6— — S AL — WR mg —3— 3£ )2 B Jt —4- 4F
£ -3, 4 & - Wk —5- JLHEL 1- iR

[0384]
Cl
Q
>N
M
0 Q

Nq{fﬂ

[0385] 7E5-10°C T, [ 3—(5— & & HF 3 —2— H Sk —4— 4 A% —4H- nd g ik —3— 2 ) - IR
WE -2, 6— i EhER (0. 44g, 1. 3mmol) A1 =& (0. 25mL, 1. 8mmol) fE THF (8mL) H &K
iR InN 4- EOE R ERES (0. 21mL, 1. Tmmol) , 4 HE 10 2050 . SR G, BHiZIB S WAE =
. HFEE (~ ImL) WRKZIREY), FFARER . it Psi (ol (e, F g
/) ZARLE 4% /96% ) AR Y), 152 2 AR R 1-(4- & - R ) -3-[3-(2,6- =
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AR - WRIE —3- 5k ) —2- Bk —4- %40 -3, 4- & - Mgk -5 FEREE - IR (390mg, 7%
66 % ) ;HPLC, Waters Symmetry C, 5um, 3.9X 150mm, ImL/min, 240nm, 10/90CH,CN/0. 1 %
H,PO,, 7E 5 4 BF W B8 & £ 95/5, {& ¥ 5min, 6. 34min(98.7 % ) ;mp, 255-257 C ;'H
NMR (DMSO-dg) 8 2. 17-2. 23 (m, 1H, CHH), 2. 59-2. 94 (m, 6H, CHCH,, CH,), 4. 72(d, ] =
6Hz, 2H, CH,NH) , 5. 27 (dd, J = 6, 11Hz, 1H, CH), 6. 65 (t, ] = 5Hz, 1H, CH,NH), 7. 21-7. 78 (m, 7
H, Ar), 8.92 (s, 1H,NH), 11. 04 (s, 1H, NH) ;"°CNMR (DMSO-d,) § 20. 70, 23. 31, 30. 62, 42. 30, 56
.51, 117. 81, 119. 02, 124. 42, 125. 77, 126. 21, 128. 42, 133. 99, 139. 47, 141. 32, 148. 50, 154.
76, 154. 88, 161. 02, 169. 49, 172. 65, LCMS MH = 454, 456 ;C,,H,N,0,C1 FIFRiB{H :C, 58. 22 ;
H, 4. 44 N, 15. 43 ;C1, 7. 81, =SZJUMH :C, 58. 11 ;H, 4. 24 ;N, 15. 16 ;C1, 7. 80,

[0386]  5.47 1-(3—& —4- B - IKJE)-3-[3-(2, 6— A4 —WRIwE —3- Jt ) 20— FI AL —4- 47
X =8, 4- & — bk —5- LR 1- iR

[0387]
ci N__.O
PO
‘N Qaﬁo
N
NJ\

[0388]  7E 5-10°C ', 4] 3-(5— & Ft F & —2— FF At —4- S A —4H- & i pk -3- 3 ) - IR
WE -2, 6— ~Hi£RER (0. 51g, 1. bmmol) A1 =% (0. 30mL, 2. Immo1) £E THF (15mL) 9 [ =
FRTOINN 3- & —4- LR B ES (0. 27mL, 1. 9mmol) o SR )5, K iZ IR S W/E IR NI
PRI A EE (~ ImL) WRKAZIREYD, I 28] o it PRoEAT (il (RERR, I lE / &
Ft 4% /96% ) AR ARYD, 138 238 A A ER R 1-(3- & —4- 2 - 88 ) -3-[3-(2,6- =
AN - WRIE -3 5 ) —2- FJE —4- %040 -3, 4- & - vk -5- FEH R - IR (520mg, 7
#73%) ;HPLC, WatersSymmetry Cy, 5 m, 3.9 X 150mm, 1mL/min, 240nm, 10/90CH,CN/0. 1%
H,PO,, 7E 5 4 B N 8 & £ 95/5, 1% #F 5min, 6.58min(99.1 % ) smp, 250-252 °C ;'H
NMR (DMSO-d,) & 2. 17-2. 22 (m, 4H, CHH, ArCH,) , 2. 59-2. 93 (m, 6H, CHCH,, CH,), 4. 71 (d, ] =
6Hz, 2H, CH,NH) , 5. 27 (dd, ] = 6, 11Hz, 1H, CH), 6. 64 (t, ] = 6Hz, 1H, CH,NH), 7. 06-7. 78 (m
, 6H, Ar), 8. 88 (s, 1H,NH), 11. 04 (s, 1H, NH) ;"°C NMR (DMSO-d,) § 18. 69, 20. 70, 23. 31, 30. 6
2,42.31,56.52, 116. 24, 117. 46, 117. 81, 125. 78, 126. 28, 127. 24, 130. 98, 132. 96, 133. 99
, 139. 66, 141. 30, 148. 49, 154. 76, 154. 88, 161. 02, 169. 49, 172. 65, LCMS MH = 468, 470 ;
C,,H,N:0,C140. 2H,0 f) 3 8 {4 :C, 58.59 ;H, 4. 79 ;N, 14. 85 ;C1, 7. 52, =& M {4 :C, 58. 42 ;
H, 4. 55 :N, 14. 57 ;C1, 7. 83

[0389]  5.48 1-(3,4- “HEJE - RHAL)-3-[3-(2, 6= AAY — WRIE —3— & ) -2 HIHE —4- 5¢
£ =3, 4— 5 — gk -5 FEHEL 1- fiR

[0390]
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N
[0391]  7E5-10°C T, [ 3— (5~ & & FF 3 —2— HA Jk —4— 4 /% —4H- 1 ik —3- 2 ) - Uk
g -2, 6- LR (0. 53g, 1. 6mmol) A= Zf% (0. 31mL, 2. 2mmo1) 7£ THF (15mL) K+ &
I 3, 4- —H IR REURES (0. 29mL, 2. Inmol) « 2R, BHiZ IR S W/E =10 P i+
. FHAEE (~ 1mL) WKZIREW, A KIER B PudiE el (R, g/ &
fit 4% /96% ) ZEAERARY), 133 B0 A AR 1-(3,4- I - gk ) -3-[3-(2,6- —
AR - WRIE —3- R ) -2- H AR —4- AR -3, 4- & - ekl -5 B AL 1- ik (520mg, 7
# 73 % ) ;HPLC, Waters Symmetry Cg, 5um, 3.9X 150mm, ImL/min, 240nm, 7E 5 4 ¥ A,
M 10/90CH,CN/0. 1 % H,PO 8% & & 95/5, {# +F bmin, 6. 14min (96. 6 % ) ;mp, 241-243 C ;
'H NMR (DMSO—d,) & 2. 11-2. 21 (m, 7H, CHH, 2ArCH,), 2. 59-2. 94 (m, 6H, CHCH,, CH,) , 4. 71 (d, J
= 5Hz, 2H, CH,NH), 5. 27(dd, ] = 6, 11Hz, 1H, CH), 6. 56 (t, ] = 5Hz, 1H, CH,NH), 6. 92-7. 78
(m, 6H, Ar), 8. 58 (s, 1H, NH), 11. 05 (s, 1H, NH) ;'°C NMR (DMSO-d,) § 18. 58, 19. 59, 20. 70, 23
. 24, 30. 62, 42. 26, 56. 52, 115. 18, 117. 76, 118. 99, 125. 54, 126. 28, 128. 50, 129. 46, 134. 0
1,136.03, 138. 15, 141. 69, 148. 27, 154. 87, 155. 11, 160. 94, 169. 47, 172. 65, LCMS MH =
448 ;C,,H,:N,0,42. 01,0 [ FE it {8 :C, 59. 62 ;H, 6. 05 3N, 14. 48, £ MW {H :C, 59. 36 ;H, 5. 95 ;
N, 14. 24,

[0392]  5.49 N-[3-(2.6— %48 — WRWE -3 Jt ) -2 AL —4- S0 -3, 4~ 5 — g
Wbk —5— Jik FE L 1-4— FR O — OR FE R e

[0393]

0,

HN S
C‘ﬁf :
n=§ -

[0394]  |A] 3—(5— & F& FH & —2- F 3L —4- 4 AL 40— e ek —3- L ) - UR BE -2, 6-
fill 5 12 (0. 47g, 1. 4mmol) 7E PY & WRIE (10mL) = (1) 78 & 90 8 £ In A 6 - 2R Bt &
(0. 37mL, 2. 8mmo1) F1 = Z.F% (0. 79mL, 5. 6mmol) » fEZIE T, I ZIRSWER. HKRIE
A, FeE PR A s (RERR, FlE ) SR 4% /96% ) Zifb kR, 153 2 A Aldl g
() 3— (5— 4 i I 4t —2— RO —4— A4 —4H- ek —3— 3£ ) - WRAE -2, 6- i (360mg, =
# 61 % ) ;HPLC, Waters Symmetry Cg, 51m, 3.9X 150mm, ImL/min, 240nm, 7E 5 4 ¥ A,
M 10/90CH;CN/0. 1 % H,PO K6 FE & 95/5, {* £F 5min, 5. 97min (97. 3% ) ;mp, 283-285°C ; 'H

NMR (DMSO-dg) 6 . 2. 17-2. 23 (m, 1H, CHH), 2. 37 (s, 3H, CH,), 2. 58-2. 92 (m, 6H, CHCH,, CH,) , 4. 9
0-5. 07 (m, 2H, CH,NH) , 5. 25(dd, J = 6, 11Hz, 1H, CH), 7. 29-7. 84 (m, 7H, Ar), 8. 85(t, 1H, ] =
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6Hz, CH,NH), 11. 05 (s, 1H, NH) ;"°C NMR (DMSO-dg) & 20. 82, 20. 93, 23. 29, 30. 60, 42. 07, 56. 5
3, 117. 65, 120. 97, 124. 02, 125. 40, 127. 21, 128. 89, 131. 43, 133. 92, 141. 11, 141. 17, 148.
50, 154. 80, 161. 11, 166. 14, 169. 54, 172. 62, LCMS MH = 419 ;C,,H,,N,0,+0. 4H,0 [ 3B {H
C, 64. 90 sH, 5. 40 5N, 13. 16, SZIH :C, 64. 96 3H, 5. 37 N, 13. 15,

[0395]  5.50 N-[3-(2.6— — %4 —WR g —3— 3t )—2— Ik —4— S48 -3,4- — 5 — v
Wbk —5— Jik AR L 1-3— R — OR FR R

[0396]

N
N

[0397]  [Al£E 40°Cyitr R I[E] - FORHER (0. 24g, 1. S8mmol) £F DMF (8mL) H [KJVAVR HH 4+
AN 1, 17— BRAEE kM (0. 31g, 1. 6mmol) , #T‘r”fﬁéﬂbﬁﬂ“ FNZIREY I 3-(5- &t
FEL —2— FR L —4— S04 —4H- vEmRIbk —3— 25 ) — WRIE -2, 6— —ER L (0. 59g, 1. Smmol) , IF
T ZIR G 45 8. 28 RGN, s H%ﬁiﬁz%ﬁé (HERR, g/ S5t 4% /96% )
Ak 5 AW, 15 3 8 9k a0 [l 4K 19 N-[3-(2, 6- 5 AL - WRIE -3- 3 ) -2- I —4-
=3, 4- & - Rk -5 FE B3 |- R EER%G (560mg, PEE 76% ) HPLC, Waters Symmetry
Cyg, 5 1m, 3. 9X 150mm, 1mL/min, 240nm, £ 5 4 %f 4, M 10/90CH,CN/0. 1 % H,PO 86 & %=
95/5, {7 %F 5min, 6. 00min (99. 2% ) smp, 263-265°C ;'H NMR (DMSO-d,) § 2. 18-2. 21 (m, 1H, C
HH), 2. 38 (s, 3H, CH,Ar) , 2. 59-2. 88 (m, 6H, CHCH,, CH,) , 4. 95-5. 12 (m, 2H, CH,NH) , 5. 26 (dd, J
=6, 11Hz, 1H, CH), 7. 33-7. 76 (m, 7H, Ar), 8. 89 (t, ] = 5Hz, 1H, CH,NH), 11. 05 (s, 1H, NH) ;*°C
NMR (DMSO-d,) & 20. 83, 20. 92, 23. 29, 30. 60, 42. 12, 56. 52, 117. 65, 123. 98, 124. 32, 125. 40

, 127.76,128. 26, 131. 85, 133. 93, 134. 23, 137. 65, 141. 04, 148. 50, 154. 80, 161. 11, 166. 39

, 169.53,172.61, LCMS MH = 419 ;C,,H,,N,0,40. 61,0 fFRBH :C, 64. 36 ;H, 5. 45 ;N, 13. 05,
SR C, 64. 36 3H, 5. 24 N, 13. 22,

[0398]  5.51 4— & -N-[3-(2,6- %A - WRNg —3- )2 AL —4- 0 -3, 4- “F - 1%
e o s e Sl i sl L7

[0399]

[0400]  [A] 3—(5h— & J&& H J& —2— H9 g —4— A A0 —4H- v ms ok —3— 2 ) - B BE -2, 6—
fill £ /(0. 48g, 1. 4mmol) £ 2 fiF (10mL) ' K V& & ) Eiﬂﬁﬁ:im)ul— A - OK OB A
(0. 27mL, 2. 2mmol) A N, N- — S 74 3 2, % (0. 62mL, 3. 6mmol) » £F =& T, L iZIE S

R ZREM, JF I PR A i (RERS, B/ —"H k4% /96% ) Sk x¥), 15
7
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B8 H AR R 4- & -N-[3-(2, 6- AR - WRIE -3 ) -2- B A —4- A0 -3,4- =
S - e ek -5— AL B OL - oK B OBE R (390mg, 7F ZE 62 % ) HPLC, Waters Symmetry
Cyg, 5 1m, 3. 9X 150mm, 1mL/min, 240nm, £ 5 4 %f A, M 10/90CH,CN/0. 1 % H,PO M & %=
95/5, 1% £F 5min, 6. 18min (98.0 % ) ;mp, 276-278 °C ;'H NMR (DMSO-d,) §. 2. 18-2. 23 (m, 1H
, CHH), 2. 58-2. 93 (m, 6H, CHCH,, CH,), 4. 97-5. 08 (m, 2H, CH,NH), 5. 26 (dd, ] = 6, 11Hz, 1H, C
H), 7.33-7.96 (m, 7TH, Ar), 9. 01 (t, 1H, ] = 6Hz, CH,NH), 11. 05 (s, 1H, NH) ;'°C NMR (DMSO-d,)
§ 20. 82, 23. 29, 30. 60, 42. 21, 56. 54, 117. 66, 124. 16, 125. 52, 128. 45, 129. 17, 132. 95, 133
.95, 136. 13, 140. 69, 148. 52, 154. 84, 161. 10, 165. 23, 169. 54, 172. 63, LCMS MH = 439, 441 ;
C,,H,oN,0,C1+0. 1H,0 ) 3 & {4 :C, 59. 96 ;H, 4. 39 ;N, 12. 71 ;C1, 8. 05, =& M {4 :C, 59. 80 ;
H, 4. 13 N, 12. 61 ;C1, 8. 30

[0401]  5.52 N-[3-(2,6— %A% - WRWg -3-FL)-o- L —4- H AL -3,4- 5 -

Wbk —5— L AL 13- 3/ — oK I
Q z

[0402]
F

ales

[0403]  |a] 3-(5— & & HY AL —2- F 0k —4- SAC —4H- v ek -3- 2L ) - IR BE -2, 6-
B #h B2 (0. 47g, 1. 4mmol) 7£ Z, fiF (10mL) = VR A 4 o Hd # I A\ 3- - 2K Bk &
(0. 25mL, 2. Immol) A1 N,N- 5 4 2 % (0.61mL, 3. 5mmol) » 7E FI& N, i FHiZ R &
M . 78R, ot P A ol (kRS FlE/ S H 4% /96% ) difbik R
W, 15 2 2 A [ AR B N-[3-(2, 6- 5 AR - IR e -3 ) —2- AL —4- A -3,4- =
S - MEMER -5 JE AL 13- - KH B (230mg, 77E 40% ) HPLC, Waters Symmetry
Cpy 5 UM, 3. 9X 150mm, 1mL/min, 240nm, 7E 5 4 % .9, M 10/90CH,CN/0. 1 % H,PO.f6 J& &
95/5, {%4F 5min, 5. 80min (98. 8% ) ;mp, 240-242°C ;'H NMR (DMSO-d,) § 2. 18-2. 24 (m, 1H, CH
H), 2. 59-2. 93 (m, 6H, CHCH,, CH,) , 4. 93-5. 10 (m, 2H, CH,NH), 5. 28 (dd, ] = 6, 11Hz, 1H, CH), 7
. 36-7. 80 (m, 7H, Ar), 9. 08 (t, 1H, J = 6Hz, CH,NH), 11. 06 (s, 1H, NH) ;**C NMR (DMSO-d,) & 20.
79, 23. 07, 30. 58, 42. 16, 56. 58, 113. 94, 114. 24, 117.52, 118. 09, 118. 36, 123. 38, 123. 41, 1
24. 16, 124. 99, 130. 52, 130. 62, 134. 12, 136. 52, 136. 61, 140. 79, 147. 84, 155. 29, 160. 39, 1
60. 90, 163. 62, 164. 99, 165. 02, 169. 45, 172. 60, LCMS MH = 423 ;C,,H,,N,0,F+0. 4H,0 [ FH it
{H :C, 61. 51 3H, 4. 65 5N, 13. 04 ;F, 4. 42, SEPME :C, 61. 32 3H, 4. 44 3N, 12. 97 5F, 4. 27,
[0404] 5.53 N-[3-(2,6— AL - WRmg -3-JL)-2- AL 4-H{L 3,4 ~F - &
Wbk —5— FLEFSRE 14— =L - SRS

[0405]
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St
=
[0406] ] 3—(5— % Bk I Ak —2— FP Ok —4— S AX —4H- v R bk —3— J ) - WR g -2, 6- i
g (0.45g, 1. 3mmol) 7E Z I (10mL) VRSP BEFHIn N 4- =/ P 2 - KRB &
(0. 30mL, 2. Ommo1) A1 N, N- A& 2 f% (0.58mL, 3. 3mmol) » fE =R, Wk ZIRES
A ARV, R iEaE PRl (RS, B/ & 4% /96% ) AR R, 159
B2 A A EAR R N-[3-(2, 6 5 A0 - WRIE -3 & ) —2— FIAE —4- 540 -3, 4- & - v
Wbk —5— 3 B 3 14— = U 2L - KB E (420mg, 77 E 67 % ) HPLC, Waters Symmetry
Cur 51m, 3. 9X 150mm, 1mL/min, 240nm, 7E 5 4 & N, M 10/90CH,CN/0. 1 % H,PO 8% & &
95/5, %5 bmin, 6. 46min (97. 2% ) :mp, 253-255°C ;'H NMR(DMSO—d,) & 2. 18-2. 24 (m, 1H, C
HH), 2. 59-2. 94 (m, 6H, CHCH,, CH,) , 4. 94-5. 11 (m, 2H, CH,NH), 5. 27(dd, ] = 6, 11Hz, 1H, CH),
7.36-8. 13 (m, 7H, Ar), 9. 16 (t, J = 5Hz, 1H, CH,NH), 11. 06 (s, 1H, NH) ;"°C NMR (DMSO—d,) § 20
.82, 23. 28, 30. 60, 42. 31, 56. 56, 117. 68, 124. 28, 125. 39, 125. 44, 125. 57, 125. 74, 128. 16,
130. 99, 131. 41, 133. 98, 137. 96, 140. 45, 148. 50, 154. 89, 161. 10, 165. 12, 169. 54, 172. 63,
LCMS MH = 473 ;C,,H,(N,0,F,+0. 5H,0 FF Bl :C, 57. 38 ;H, 4. 19 3N, 11. 64 ;F, 11. 84, =Z|
{4 :C, 57.01 ;H, 4. 05 ;:N, 11. 53 ;F, 11. 56,

[0407]  5.54 N-[3-(2,6— %48 — WRWg -3 Jt ) -2 FHL —4- S0 -3, 4- 5 — g
Wbk —5— FEFAL 1-4- — F AL - R EER%

[0408]
0
G
e
F
O 0

W{*{M

[0409] ] 3—(5— 2 Bk I Ak —2— F R —4— (4K —4H- PRk Ibk -3 L ) - WRIE -2, 6— —f £;
% (0.49g, 1. 5mmol) 7E ZE (10mL) FHIRAM F RN 4- =/ P H 2 - KRB A
(0. 34mL, 2. 2mmo1) 1 N, N- A 3 2 f% (0. 63mL, 3. 6mmol) » FFiZIB A WAL =I5 T ik
156 434t Z&RIEN), Frd i PO AE g (e, FEE / SR EE 4% /96% ) AR RY),
322 [ E AR R N-[3-(2, 6- =% - WRIE —3- k) -2- B A 4- 5 -3,4- —&A - &
MEbk —5— O 1-4- = FUP A - X BEIZ (370mg, 773 54% ) ;HPLC, Waters Symmetry
Cyg, b UM, 3. 9X 150mm, ImL/min, 240nm, 7E 5 4 &F P9, M 10/90CH,CN/0. 1 % H,PO R & &
95/5, 1%4F 5min, 6. 54min (98. 6% ) ;mp, 258-260°C ;'H NMR (DMSO-d,) 6§ . 2. 18-2. 23 (m, 11, C
HH), 2. 59-2. 92 (m, 6H, CHCH,, CH,) , 4. 98-5. 09 (m, 2H, CH,NH) , 5. 26 (dd, ] = 6, 11Hz, 1H, CH), 7
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. 34-8. 07 (m, 7H, Ar), 9. 05 (t, J = 5Hz, 1H, CH,NH), 11. 05 (s, 1H, NH) ;°C NMR (DMSO-d,) § 20.
82, 23. 29, 30. 60, 42. 22, 56. 54, 117. 66, 120. 70, 124. 15, 125. 52, 129. 59, 133. 30, 133. 96, 14
0. 65, 148. 51, 150. 33, 154. 84, 161. 10, 165. 05, 169. 54, 172. 63, LCMS MH = 489 ;C,,H,,N,0,F,
) 3 8 {8 :C, 56.56 ;H,3.92 N, 11. 47 ;F, 11. 67, 5 JIl {4 :C, 56. 32 ;H, 3. 60 5N, 11. 23 ;
F, 11. 56,

[0410] 5.55 N=[3-(2,6— AL - WRmg -3-J)-2- AL —4- AL -3, 4- S -

Wk —5— kAL ] A AR fle
[0411]
Y
H
0 Q
Lo
-

[0412] ) 3—(5— 2 Bk F Ak —2— F R —4— (A —4H- P RRIbk -3 L ) - WRIE -2, 6— - ;
2 (0.59g, 1. 8mmol) 7E Z.fiF (10mL) IR &40 F i £ I A 2K F BE & (0. 31mL, 2. Tmmo)
AN, N- AR O fi% (0. 77nl, 4. 4mmol) o RHZIBAWIERE M FE 16 208 2 KVEH,
FRE A POE A T (RRES, Y ) &P 4% /96% ) Atk k&Y, 15 3 2 A EE AR
N-[3-(2, 6— AR - WRIE —3- J& ) —2— Ik —4- X -3, 4— & — vk —5- S L ]- Ok
Wif% (260mg, 723 36% ) ;HPLC, Waters Symmetry Cg, 51 m, 3. 9X 150mm, 1mL/mtn, 240nm,
£ 5 73 B A, M 10/90CH,CN/0. 1 % H,POKE [ % 95/5, {& £F 5min,5. 70min (99.6 % ) ;
mp, 247-249 °C ;'H NMR (DMSO-d,) & 2. 17-2. 23 (m, 1H, CHH), 2. 59-2. 90 (m, 6H, CHCH,, CH,) , 4
.92-5. 09 (m, 2H, CH,NH), 5. 26 (dd, ] = 6, 12Hz, LH, CH), 7. 47-7. 94 (m, 8H, Ar), 8. 93 (t, ] =
5Hz, 1H, CH,NH), 11. 05 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 20. 82, 23. 29, 30. 60, 42. 12, 56. 53, 11
7.65, 124.01, 125. 43, 127. 20, 128. 37, 131. 30, 133. 95, 134. 21, 140. 99, 148. 50, 154. 81, 161
.11, 166. 26, 169. 54, 172. 62,LCMS MH = 405 ;C,,H,,N,0,+0. 5H,0 FFR {8 :C, 63. 91 ;H, 5. 12 ;
N, 13. 55, SZilME :C, 63. 78 ;H, 4. 82 5N, 13. 45,

[0413]  5.56 3.4 & -N-[3-(2,6- %A — WRMe —3— B ) —2- H L —4- 548 -3,4- —
S - Wbk —5- FLHEL |- R B

[0414]

HN
0
ni
M
w’ﬁ
[0415]  [a] 3-(5— & & HF FE —2- B Sk —4- S AR —4H- v e gk -3 L ) - UR Be -2, 6-
fill £ 12 (0. 46g, 1. 4mmol) 7E 2 JIF (10mL) 7 IR & 9 & i # A 3, 4- & 2K F B &

(0. 34g, 1. 6mmo1) I N,N- — S 78 & 2 % (0. 54ml, 3. 3mmo1) « W iZ IR S WA = N
80
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P15 3 8f . ZK RIS, IR P A g (RS, BT/ S b 4% /96% ) AiAb Kk
R, 322 A AEAER 3, 4- =& —N—[B—(z 6— A - WRIE -3- B ) -2- I —4- 4
-3, 4— & — WMk -5 JEF I ] - KM% (450mg, 773 70% ) sHPLC, Waters Symmetry
Cyg, 5 1m, 3. 9X 150mm, 1mL/min, 240nm, £ 5 4 %f A, M 10/90CH,CN/0. 1 % H,PO % & &
95/5, f#££F 5min, 6. 60min (99. 6% ) :mp, 271-273°C ;'H NMR (DMSO-d,) & 2. 17-2. 22 (m, 11, CH
H), 2. 58-2. 90 (m, 6H, CHCH,, CH,) , 4. 97-5. 09 (m, 2H, CH,NH), 5. 26 (dd, ] = 6, 11Hz, 1H, CH), 7
. 34-8. 17 (m, 6H, Ar), 9. 14 (t, J = 5Hz, 1H, CH,NH), 11. 04 (s, 1H, NH) ;'°C NMR (DMSO-d,) 8 20.
80, 23. 29, 30. 60, 42. 30, 56. 52, 117. 66, 124. 17, 125. 56, 127. 58, 129. 28, 130. 76, 131. 31, 1
33.97, 134. 11, 134. 56, 140. 39, 148. 50, 154. 86, 161. 06, 164. 10, 169. 53, 172. 62, LCMS MH
= 473, 475 ;C,,H,eN,0,C1,+0. 1CH,C1, A {4 :C, 55. 09 ;H, 3. 81 N, 11. 63 ;C1, 16. 19, SZil|
{8 :C, 54. 88 ;H, 3. 60 ;N, 11. 46 ;C1, 16. 38,

[0416] 5.57 N-[3-(2,6— %A% -~ WRWg -3-FL)-o- FHL 4 H AL -3, 4- 5 -
Wbk —5— JE R 1-3- —F P - SRR

[0417]

[0418]  [A]£E 40°C A T ) 3— =/ & - RKHIR (0. 28g, 1. 5mmol) 7£ DMF (8mL) A V&K
RN 1, 17— FAk —wKRE (0. 27g, 1. 6mmol) , JEAFE— /. SRJE, NN 3- (65— A H
Bt —2- HRE —4- 4K —AH- MR —3— R ) - WRIE -2, 6— R ELEZ (0. 50g, 1. Smmol) , F 4k
5Ar8h. Z&RIEN, Frd i Pud A Al (RERS, FEE / ST 4% /96% ) Atk R,
133 228 A AR N-[3-(2, 6— —5AX - WRNE -3 2 ) —2- Ik —4-H K -3,4- ZH - &
LR —5— J O ]-3— =/ B O - K EAL (440mg, 773 62% ) ;HPLC, Waters Symmetry
Cye, 5 0m, 3. 9X 150mm, 1mL/min, 240nm, 10/90CH,CN/0. 1% H,PO,, 7E 5 43 8f Py KB %2 95/5, {5
¥ 5min, 6. 37min (98. 3% ) ;mp, 233-235°C ;'H NMR (DMSO-d,) & 2. 17-2. 23 (m, 1H, CHH) , 2. 58
~2. 91 (m, 6H, CHCH,, CH,), 4. 95-5. 12 (m, 2H, CH,NH) , 5. 27 (dd, ] = 6, 11Hz, 1H, CH), 7. 36-8. 27
(m, 7TH, Ar), 9. 23 (t, J = 5Hz, LH, CH,NH), 11. 05 (s, 1H, NH) ;"*C NMR (DMSO—d,) & 20. 79, 23. 29
, 30. 60, 42. 29, 56. 52, 117. 68, 123. 85 (q, Jo = 3Hz), 123.98(d, J ¢ »,= 273Hz), 124. 15, 12
5.53, 127.90(d, Jo.= 3Hz), 129. 19(d, J .= 32Hz), 129. 72, 131. 37, 133. 97, 135. 05, 140.
50, 148. 50, 154. 86, 161. 07, 164. 85, 169. 54, 172. 62, LCMS MH = 473 ;C,,H,;N,0,F, I FR B
C,58.48 ;H, 4. 055N, 11. 86 ;F, 12. 06, SZHIME :C, 58. 19 H, 3. 84 5N, 11. 86 ;F, 12. 00
[0419]  5.58 N=[3-(2,6—- AR - WRmg -3-F)—o- A 4- H{C 3. 4- ~H - &
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F
qu5
F

ZE T 2 N
N

[0420]  [A] 3—(5— G Jk FH AL —2— F L —4- S A —4H- mE bk -3 2L ) — URIE -2, 6— i £
i (0.49g, 1. 5mmol) 7E ZJiF (10mL) o B2 FW P HEFINN 4- = /P A2 - KB &
(0. 37mL, 2. 2mmo1) AN, N- =S HE 2% (0. 60mL, 3. Tmmol) o 7EZIE T, TFHIZIESH 30
e 2R RSN, R PRI Ol (RERS, R/ & F S 4% /96% ) AR R, 15
B2 A A EAE R N-[3-(2, 6- %A - WRiE -3- &) -2- A 4- A -3,4- —H -
Mk —5— JE F R ]-4- = PR - ket - R P B (520mg, 77 # 70 % ) HPLC, Waters
Symmetry C, 5 um, 3. 9X 150mm, ImL/min, 240nm, ££ 5 43 #F 7, M 10/90CH,CN/0.1 %
H,PO M6 F 42 95/5, 15 £F 5min, 6. 70min (98. 3 % ) :mp, 236-238 °C ; 'H NMR (DMSO-d,) & 2. 1
7-2. 21 (m, LH, CHH), 2. 59-2. 88 (m, 6H, CHCH,, CH,) , 4. 95-5. 12 (m, 2H, CH,NH), 5. 26 (dd, ] =
6, 11Hz, 1H, CH), 7. 36-8. 05 (m, 7H, Ar), 9. 12(t, ] = 5Hz, LH, CH,NH), 11. 05 (s, 1H, NH) ;*°C
NMR (DMSO-d,) & 20. 82, 23. 28, 30. 60, 42. 28, 56. 55, 117. 66, 124. 19, 125. 56, 126. 28 (d, J.s
= 1Hz), 128. 66, 129. 48 (q, J.,= 308Hz), 133. 97, 135. 91, 136. 81, 140. 50, 148. 52, 154. 85
, 161. 10, 165. 28, 169. 54, 172. 63, LCMS MH = 505 ;C,,H,(N,0,SF,+1. 7TH,0 FF 14 :C, 51. 63 ;
H, 4. 22 :N, 10. 47 ;S, 5. 99 ;F, 10. 65, SEJAE :C, 51. 34 ;H, 3. 97 :N, 10. 33 ;S, 6. 25 ;F, 10. 68.
[0421]  5.59 JE
[0422]  5.59. 1 PMBC A [ TNF a i3 5=
[0423] i i Ficoll Hypaque (Pharmacia,Piscataway, NJ, USA) % & & [ 3 15
Sk B OOE 4R B Ab JE I B R 40 M (PBMC) « AE W N A 10 % AB+ A UL 3 (Gemini
Bio—products, Woodland, CA, USA) \2mM L— & Mif% . 100U/ml FEZRAM 100 v g/ml #EF =
(Life Technologies) JRPMI 1640 (Life Technologies, Grand Island, NY, USA) FP 3354
Jiioe
[0424] ¥ PBMC(2X 10°4H Jiie ) £ AR AE 96 FL°FJiE Costar 4R 1532 (Corning, NY, USA)
F, — R = 4. H LPS(k B Salmonella abortus equi, Sigma H 3 5 L-1887, St.
Louis, MO, USA) , LA Ing/ml 2K AL, FEAAFAEBAEAEA A DI, ISR F Ak Rk
4L G409 T DMSO (Sigma) A, FAEAT AT SZBD B 2 L3k AT i — Dk, A IllE
B 2 DMSO ¥R JE R DI Z) 0.25% . 7 LPS B2 85 1 /N, KAk S im AN gi . 2805,
£ 37°C R, 1E 5% ¥ CO,F R Atk 77 18-20 /NI, SR G B BIBWR, I BE SR EaAi e, Jfalad
ELISA (Endogen, Boston, MA, USA) Wll5E 3 INF a 7K~F. ffHAELIERIA. S TRHHAFE - K
METHE 1C,,, FRETHEEE 100%, IKEA 0%, R AIA81 2% (GraphPad Prism v3.02) o
[0425]  5.59.2 T 49 11-2 Fll MIP-3 a A=K
[0426]  ZE4FA 10cm UL FE M, 1% 1 X 10°PBMC JRN 10ml 58485355 (RPMI 1640,
WA 10% PORTE G4 MG 2mM L- 52 BE% . 100U/ml FFEZH M 100 u g/ml #EH = ), i
£ 37°C N, £ 5% [) CO,BF F- 48 1 1E 77 30-60 434, {8 PBMC VA WA FRAZ A0 . FH3% 3R L0k
BREE IR DA BR 25 BT A JENG RE PBMC, 64 1 X 10°4EY &2 PBMC f# A T %1 $if& (Pharmingen)
82
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F Dynabead (Dynal) V& &40 3E4T L FE, kaifb T 4008 0. 3ml 48251/ R TG Bk 151 1
HL-CD 16,151 1 31 -CD33.15 1 1 #1 -CD56.,0. 23ml HT -CD 19 ¥k.0. 23ml 3 —~HLA 1T ZEEkAN
56 u1H1-CD 14 Bk /E4CT, EaAEk / Fiikid a4 BT ks 30-60 738, {1 H Dynal
AR NER P i A0 ) T 4HH0 . I8 30 SRAH M v B0 o AL S22 2 50 % 14 T 4t
87-95% ] CD3",

[0427] A 100 1 1/ 4L, &4 H1 —CD3 Huik OKT3 Y 5 1 g/ml f PBS yA M4 96— FL T4
ZUEFEIR, 78 37T°C R 577 3-6 /NF, ARG 7R NN T 4 e Z i S2BIA 100 w1/ fL5E ot
Ve Ik o 7R 57 96— FLAR 1, AL SRR 22 B 4R 10 20 £ o BREZIKRIE N
2510 um 27 0. 00064 umo A K HIRMERIAL SR 10mM g IRATER LA 1:50 BB R, 3R
B EAIR 200 wm 7E 2% DMSO FH1Y 20 X FRREVR, SR LA 1:5 BREEMRE R 2% 1 DMSO . LA
1011/200 11 B FRFEMEMALEY, 53] 0. 1 % B A2 DMSO ¥ & . 7E 37°C.5% 1Y CO,
AU B 33555 2-3 K, it ELISA(R&D Systems) 437 FiE W (K] IL-2 A1 MIP-3a . ¥4
IL-2 MIMIP-3 a (7K PAR#EAL e — 8 E A K IR AL AL G WAFAER ™ A 1 &, I BLAT
FHAEZR UL S 2R 77 & — B THE EC,y, MRSE TR BB A 100 %, JEEHE 0%, foifF il B4
(GraphPad Prism v3.02) . 5.59.3 ZHHuIEFNE

[0428] M Deutsche Sammlung von Mikroorganismen und Zellkulturen
GmbH (Braunschweig, Germany) 3% 15 4l il & Namalwa. MUTZ-5 A1 UT-7. M American Type
Culture Collection(Manassas, VA, USA) 3R1G4H M R KG-1. 7EFT A 4 &5, BT *H- g
H 148 N\ Fr 2~ B 40 f 3G e 3 fc e an Rl &

[0429] DA 6000 ZH M / LK 40 Mo B AR 7E 96— FLIME; e . 7E 37°C T, £ 5% CO,HIIE
JIE 35 =46 T, L2 0. 25 % DMSO [ e 2K JE, A £ 100,10.,1.0. 1,0. 01,0. 001.0. 0001 F
0 um B S PIG AT B TRAL FE 72 /I, — R =40 SR8, AL N — i B °H-
(Amersham) , 7£ 37°C ', £ 5% CO,[RIRIHE FE46 B, 15 40 MU - 15 57 6 /Nk o {3 4 fuic g
2 (Tomtec) UL FEF] UniFilter GF/CityEMR (Perkin Elmer) |, fHiZ#R T@it .
I Microscint 20 (Packard) (25 n1/ 4L ), £E TopCount NXT (Packard) F 9 #rtk. JF5&%
FLTHE 1 rf . GBI IS ET A = A0 B AL IR DMSO X RE (0% ] ) AT AR kvl 5
SRR IETE AN E e A =AML RIS, AR A R R Il e R G . R
LR PEIRNE LS TR 2655 & — ORISR B8 1Cs,, FRE TN 100 %, JIRH A 0%, o vF n] A RbaR
(GraphPad Prism v3.02) .

[0430]  5.59.4 HIZPluE A% El L

[0431]  FH DMSO BL— & E M A K BHIRBE AL A 4 b 2 Nama lwa A1 1 /NE, 88 5 A 10U/ml
[¥)Epo (R&D Systems) HEL 30 73+ o il & 40 Mo 24 M), F Epo 324& Ab #EAT G2 PlvE 8L ST
BN T SDS PAGE %355 . F Akt.phospo—Akt (Serd73 BY Thr308) (B L —Gabl (Y627) .Gabl .
IRS2 LB A1 TRF-1Ab FRE HoJZ BN 3%, JHH HH TmageQuant #{f (Molecular Dynamics)
1 Storm 860Imager 2#r.

[0432]  5.59.5 #HfJE A4

[0433]  H DMSO BY— & = (A K IR L 4L B4 b FRAN Mt 1% . AR il 1 v 190 5 52, 1 A
CycleTEST PLUS (Becton Dickinson) HEAT4H M J& JHMEAL PAWE Guth . AEGL RS, fHH ModFit
LT 34} (Becton Dickinson) JBit FACSCalibur i 240 M4 2440 A .
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[0434]  5.59.6 4T 4

[0435] 7 AN [A] (9 IS [H] 550, A DMSO B — 58 & [ A Kk B R AL i 4 & 4 ab 3 40 B, 28 i T
PREE -V BEiR &Pl (BD Biosciences) ¥iifk. HIEEKEE A -V 46 & A MBAL A E (BD
Biosciences) FG4ifud%aE 10 80, AT R840 B vH 202555 Bk o

[0436]  5.59.7 I GEEHNTE

[0437]  RABHIER UL, F 4 ug AP1-RICHKEF (Stratagene) /1 X 10°4 a1 3 1 1
Lipofectamine 2000 (Invitrogen) 7% 4L Namalwa 4. ZEEEYL 6 /NS5, FH DMSO BE—
5E B AR K IR LA S AL IR A0 Y . 10 LR IR RLAR 2B IR (Promega) Wl 7K
JCRBHETE, DL (Turner Designs) KN E .

[0438] 1 b Pk A% I B 1) S it 77 SR XA FH T 7= 48], ASOfSE FH i MR S 38 , AR AIREL RN s
NR BN, B B 1w AR B MR AT VAT 2 S R . Fr X S R AR AN
TEAR IR B BT L AT 5 FEA8 BT PR R BCR) 223K BT iRk 25

[0430] A KHSER A LR LR HENHRNETMARIARRY . KHiEH
AEATT S 25 S0k 51 B B R AR A IR I 28 SO A R LA HR . Z2F R
LRI E AR S Y i N R 3 e S A
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