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[0093] M HZy%2 bnlHe52 13k S FAL RS AR TR Ak, Hor
[0094] R4 :

[0095] —(CH,) —(6 £ 10 JL75%:) ;

[0096] —C(0)-(CH,),—(6 & 10 JGJ5%E) 8L —C(0) - (CH,) ,— (6 & 10 JuAe 55 ) , Hrb ik )y
FEEUON O R M — B A NIRRT HUAR : 5 —SCF, 5 (C,—Cy) FidE, HAR G Rk
B RN 8 (C-C) Bedal, AR BHE e gl — A a2 A g AR 5
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[0097]  —C(0)—(CH,) ,~NHR", Hrp R" 2y .

[0098] 6 % 10 JUJ5 2k, (RiA A — P2 A T IR EERTEUAR (K5 5 (C-Cy) bidk, HA AT
A — BRI R HUAR 81 (C=Cy) B, ARG R — s A s HUAR 5 8k

[0099]  -C(0)-(CH,) ,~0—(CH,),—(6 & 10 JuI5%k) ;

[0100]  R*24 :&0 ;- (CH,) ,OH ; 5 5E 5-0-(C,=Cy) HEdE 55k (C,=Cp) Kk, kMg — i 24
FHUL

[0101] R by o4& ;8K (C,-Cy) Bk, (TikHbpl — a2 A s s B A

[0102] n K 0.1 8% 2,

[0108] 7E—SE 7 &, R* 5 -(CH) —(6 22 10 Ju 5 25 ). 7E 7 — Kt 5 &, R®
A =C(0) = (CH,) ,— (6 & 10 JT %2 ) 8L —C(0)—(CH,) ,— (6 & 10 JuAk 5 3L ) , Forp ik % 25 5%
5T E TR IR A B . £E 5 —SEE T ZE R, RE O —C(0) - (CH,) ~NHR™, HA R 2 6
210 Joo7Hs, W TR R MR AR . 75 ) — ST S, R® 2 —C(0) - (CH,) ,—0— (CH,) ,— (6
210 LA ) .

[0104]  {E—SEjli /7 2, R NS (7S5 &1, Ry - (CHy) OH B8R 2. fE 5 —3K
TS, RO . RS SEE T B, RO —0-(C=Cy) KidE, ikl — A2 A K 5=
B, fES—Sili T =, RY Ry (C=Cy) Kidk, (LI M — A sk 2 A i UK

[0105]  fE—SEii 7 £, R S 55— EH, R H (C-Cp) kit (Tt —4
HEZMEEYICIW

[0106]  FE—SEHiT %M, n 00 fES SR, n A 1o fES LT EF,n h 2.
[0107] AR BHERMLMAL AT LA RE R R Fl n MMT R4 A

[o108] #E— HAKKI L &b, RO A HEE, #E0 — 5L R, R®  —C0)- K%
8¢ —C(0) —CH,— Z_ 3, Jrh iR R B bt gl R S —CF, 1/ B 32 A 7E 5 — ST &
W, RS —C(0) -NH- 285, Horb Pk 2R b Mgl L L —CF, FH / Blopi 22 HUAR.
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[0112] ijFﬁﬁUﬁHﬂ ﬁﬂzﬁﬁwﬁﬁiﬁﬁE’J*%“W’?L—fﬁxmi“ i1 EBAE'?‘L’J:TEXE/J
TEEFIR & 3, PR R EFE CHIR AR . & 18 KeE RS LR A A LR, 440,
EABRT : CFR Mg IR AR 2 JE 28 TR R TR IR % P IR A I Tl R AT AR 1R ST TR PR
TR IRTIR TR IR A IR A T BRI TR 2P FUBE IR A /K H VR SRR L FRIR 2 &M
B2 FLIR  EDOR IR R TR i MRIR R TR KRGV IR A IR FM R U2 TR 2R SR TN R TR 7K
Wi A iR R B TR XT%ﬁZM%E& LIRS A R 0 P ORI IR & o 3Ky S, Bl
A2 TR R SRR L B ER A
[o113]  [RAES A Ui B, ﬂiﬁﬁﬁﬁﬁm*%“ AR FRIXFERIAL A, SoidE— Ryt
RS 7 VR D0 45 G ik 2E v R B AR A T i B R élﬁ?ﬁﬁkﬁf BT ik v
T R KED
[o114]  [RIAESIA UL B, A & WIS FH RS “ /257 Fe k-G AT A2, HonT LLTE A 4 A
T (RSMERRN ) KiE EACBUR e RNV IR A . 5T 25 ) SE AL, (H AR
T AL B AT IK AR IR 43, B A m] A K AR TR NG T A= 0K A TR T AR A K A ) 2
IR ] ZE 4 KA R Bk R B T A=A 7K A (BB R R P T 2 ) /K A 8 R T 2R A AL 5400
AT 25 1S LA HE 5 -NOL -NO, —ONO B ~ONO, &7 ML 54 A 25 w] LS AR i 45 A 2
FNH VR HI4S, b 4E Burger’ s Medicinal Chemistry and Drug Discovery, 172-178
,949-982 Manfred E.Wolff %, 38 5 iit, 1995) Fl Design of Prodrugs (H. Bundgaard %,
Elselvier, New York 1985) iR /7.
[0115]  BRAESA Ui B, A< & AT AT ] A=K At 1y 2 225 TR R IR 7 < W AE 4 7K Ak ) i
BEIE 7 AT AW K R R IDR 0] A )R SR R R IR R ™ 4 Sl a4k S ) ) 2 25k TP IR IR ik R
N5 BEIR AN ER IR, ‘EAT] : 1) A iz SV s, BT T4 & A R AR
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PR, B Rl AR B R S TR) sl IR 46 588 2) 2 AR 2 R0 TR 1), (H AT 044 P 544 ik
VNGRS Y o P A KA ) 28 2k T R 5 ) SE 9 B 45 (RN BR T B FE IR g o 2 i AR
() & B TE IR RIS TE N He A T 0 2 0 BB M« B BRI N0 A W) 28 2 PR R TR

[o116]  BRAEF A VLA, A K A A ARTE “ ST AR SRR AL 5 BT S e S A 1A/ S Ak S 44
Al [P RN R A R/ SR R B R A R B S o

[0117]  BRAEFA VLI, 404K BIAE FH IARTE “ TR ST Ai)” Ye 6 &AL &) 0 —Fh 4k 7
R HIEAR EA T ZAEY L E SRR R AEY. B, BA—NFHEPomi
G SR TR A G R B AT ZA SV RIAR R A R R i i . A WA
LI E VISR A AL AR EA T AP B AEXT B R A R . L7 [ A7
R R LIS PSR T20 80% I & AL G W) B —Fh e AR S AR RN 25 20% &)
ZAL B H S ST AR SRR, AR K T4 90% B ZAL SR — R SR SR A RUN T
25 10% & K-S PR H B ST A e R, SEARIE K T29 95% & KNG —Fp 74k
FEAPRFI/N T4 5% B AL G P H B AR R, BOR T2 97% & ZAL 5 —
PO AR SRR RN T2 3% B G B AR R i A

[o118]  BRIAES A UL, AR T H ARTE TR S M E L0 TRE & K T4 55% EE11k
APPSR AR, K T2) 60% i LA — Rk e i ik, K145 70% B i, 51
K T2y 80% B & KA — ML AR R R K459 o

[0119]  BRAES A UEIH, A K B H ARTE “ 0w Rty ¥8 HA — D F otk &
WIRISIAR A AL A A0 AL, ARG “ XTI e i ik 2 AL f8 B — P F o g
WIRISEAR S & A S o

[0120]  BRAETIA UL, A BT H IARTE “ 5L 45 B A% i Wi € B8R IR 120 A B
BEok . ACEMER R B e ARG - IR, - KL - IEREE. - IE T - IERE
- 1FCOFE AT SCRE G - SN - T3 - T3 - BT 3. - kit 2-
RT3 AT A - R 3 AR A R 2- R O 3- AR A
4- REECHEE G- PR T2, 3- ZHE TS, Al " IR,

[0121]  BRAES A Ul B, A BT R TR “ BRpe 287 e B 5 3 &2 16 Mk IR+, FF HAE K IR
T2 MEALEHIEIR (resonating) WEEMIGERERIE., HATAE 1 2 4 P, KUK
BT ST, (EAN R TR 5 VIR T 8 R R R N b gt . FRpe3En] DLy —
A EACTERAR

[0122] AR IARTEC T EE o5 5 2 14 DIREFRIBRIA T B IR . BRIF T FE IR
JRFREAIRKIR . FHERARE RGP D IRE WS, g - = - 8=
AL B UL B 2R ISR AR 4y betn 5, 6, 7, 8— PUS 28 3L45 , e i, BT ik 5 3L m] DL SR Ef
RO IR s AR EEAFE RS 3L Oy 2k | ik B GRS RN

[0123] N4y, G S (1) 4546 RN 12 4546 45 () 44 9k 22 TR AE AN — 30, T DUA R (1)
SER I IR, U R S5 R B 43 (R ST AR Ak 25 A T Wi e BB 26k Fa 7, W& 451
BREE R 0 53 R SRR A A0 45 L PR I ST AR e A

[0124] 4.2 JRI7 TR ROy ) 77 v

[0125] A/ B4R T A0 A A e BHER A Ak & 4, s 242 b mT 42 (R 2R s snie . (A1
WOKED ) BT 25 A WS AR TR ARVETT S PG RN/ sl )25 Fh e s SO iE 19 /¥ AN
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S HE E PR I A, A AR AR IR Ak S AT AF ) I A el 0 ) 3 6 2 i R 1 A e
TR 4 R 74, BN BR T < INF—a  TNF- B | IL-12. IL-18. GM-CSF I / 8 1L-16. A7%Z
5 g FR B AR AR, AR IR AE AL S P n] LRI A0 55 TL-10 f 3L e 4 e BR A6 e, A/
SR N T— g HaE A LRSS 5, A3 S Mo A1 Ee i, (B ANPR T TL-12 1/ 8 IFN- v
AR . 53 Ak, AR B PR )40 G0 mT 15 I NK 40 M 4 LRI P4 — A3 10 40 i w5
(ADCC) o T H., A% & BHER A ik A 4 n] LR S e P 5 IR/ B4 R s eI, PR m] FPEAL ST
o T L, A2 E B B A AE, A BERAE 140 G40 B B 10— LU B4 3 3 R AiE T LA
FEEATAT LU 3097 IS HIR /BB 25 e o B AE o

[0126] 5953 B IE R S A 45, (HAN PR T i« 5 I A8 R AR AR G IR e TR B A (H AN
PR S 2 XA RIR SR A ( “CRPS”) VERBEAR M ( “MD” ) FHAHIRZRAAE 52 s It i i
IE A7 AH ICIRIE « A 2E B G BE B B E « NS JRE « CNS 353473 ) ik Bl A Rl A T AH <
i AR AN R AAH DOE  MLAT 8 FVR A OO E (I RngE I ) « TNF a FHIORIE S H e %
Tl R IE o

[0127]  BRAES A U B, AR B AR TR “ 697 7 TR BR Bl et i 8O E B 5 1% 9%
T SR REAR S — P 2 FoEIR e AEFE LSS 77 S, 1R TE TR n) S TR 00 B0
(R~ ATt FH — sl 22 P 1B s 7 R0 T ASE s 92 0 B hE TR 9 Bl Bl de /M o

[0128]  BRIAETIA Ul B, A% & WA FH IR TE: “ T35 7 8 TUD7 92 3 B8, Bl H— el 22 R
WRESRAE R 5L

[0120]  BRIAEGIA Ul B, A% & WA FH AT “ #2801 7 F8 707 B0 0% 95 i B i « BR3L—Fbk
Z PRI R R P BEOEAL o 3 H , AR TR Ba 7 3R1S B A 2R A 2 B
BURAE VR AT

[0130] B S Ut B, AR BASE FH BIAL S P I Va7 A1 80 PR A iR T B as s B0 e
HR PR LR IT AR AL B A AR Bl A/ 5 TR Y0 B E A S IR — B 2 FRE R
o WA A REE e S e RS AT G R &, i AR T B
P9 BOWIE TR VR TT 2kt . ARTE“YRTT A ER” W DAL AR GE AR TT 98D B SR
o3 BT (R PR BIS DR B 1 5 g — BT R G 7 RO B &

[0131]  [RAE A Ul B, A% & B FH B4 0 4 BT A 280 8 A2 8% 1917 3 3 B i« B0
B HE KR AEPR TR A ScE T ek S e RS A AT R & 1%
ARG P PR BT AL . ARTE “ TR A AR W] DA S RS TP B i S — Fp
TR 1R R TR T R

[0132] e ik I A7 0 90 1) S5 491 A0 15, (H AN PR T Muller 58 A )36 H £ H) 5 6, 281, 230
F 5,635,517 sZeldis 1 2 A~ % B & F H3F, £ 5 2004 £ 11 H4 H A 1A T
5 2004/0220144A1 (& B8 0 4 55 45 G 6E B 18 J7 (Treatment of Myelodysplastic
Syndrome)) <2004 7 2 H 12 H 2 JF ) 2004/0029832A1 ( £ R IEAEHI 1497 (Treatment of
Various Types of Cancer)) 12004 4E5 H 6 H/AAGRI 2004/0087546 (B &3 4 ME 1w
17697 (Treatment of Myeloprolierative Diseases)) iR RIARLL, Sl EHE 2004
12 H 2 HATFR W02004/103274 FRIR AR LE . 44 BT 1K 28 2225 SO I 4 N Al i
FIHIFFAARIC.

[0133] e shE R HL A4 S A9 A0 4%, AELANBR T o S e 2 78 3208 Wk 2 &5 L LI L e L 1
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ESENE 73 CR NN BN ) N N = 7 N RN N S N N =
FUEE B TR B B TS B D RS L S R ATDS- AHSGIEE . ATiRb G
VAT 3R 7 i g R R, B0 22 R i R N SRR T 1 L 5 18] 2 v B 40
095 « 5 A PR 1 L AR E 0 s R A T 1 s o A R IR BRI AL B4
A FHTRTT  T7 B il S R PR B RS 1 R

[0134] & HARMAEELRE, (HANFR T« R Sk JRa v R AR M | o 8. 40 R i fie
I8 M7 90 57 0 MR 2 R T o 2 % 22 R RS T 40 RS G T A4 LR A T s TR TR
S AN B 2 o T8 2 e S TS AR R T T e R TR % T T S S 4N IR 22 T P D S A
G JHCIRE PR P 4 A R L L MRS Dukes  C&D 45 W B e « AN ] U158 14 45 W L Wi |
FE T 40 i« R 5% QIR R A% 2R 2P i A A ek 1 I 1 Pk bk 2 40 B v s (CLL)
FEFT U R AR T AR LR L SR T 4 M bk ER L B Bk B At Ik BB L TRIE I K B Al
Pk LR A TR Pk 08 e R P TR R (Rl o R, s (AN PR TR R 308 ) V%
P T 5 98 20 TPk I s R 98 ) s 988 & ik RIS  FL SRR I Mg I R IR R L AL 2R 9
Tt 7 99 2 JHR I 459 48« B RS VL 30 40 B 2 200 4 M s 22 0 T3 DL PIRE L EAT P A M ST e R T
AR B AV T T2 B )M A A A R AN T ) Ak R 48 SR \Waldenstrom” s
ELER 2 A IMUSE AR BRI B8 5 T IR i TR O e i 2% AR AR R BT ) B e i %
MRS TV B M T 21 i I3 AN U MR AT e AT — ANBBUR R AT &) s SRR A
PRIRIEE DV PE R B R IR BERE I P R . E— BRI SERE 7 S, BT idJeiE &
BRI . A ST P, BT X VA ME ) BT BORU B BUME R E .

[0135]  7E—SEili 75 7, AR BHERAL VAT PR sl 42 25 A e 216 A s 16 7 ¥4, BiTids
11975 b TP P 90 B2 40 B 7 L D PR 0 L 1 L 2 b 2 4 R P 1 e L SRR
0 P L R e S 4 e 1 L RS SRR IR S VA TR B PR ) 1 L0 5 1 2006 4 2
H 9 HATFI2E EE A TF S 2006/0030594 H BT TF 16, K He Ay 2638 i 51 1 6 A A
Lo

[0136]  ARTE “ (Al ” 5 My A AL R P PE R o (1 I g 455, (AN PR T <18 PRIk (2 4
FL P F I A P 40 B 1 s« S bk O A M T o s S B e R S
BEA MM I . BT A IS R DL B R YA B BN AT L. REE YRR
(197 FTEIRYT G 9T O 28 B 1 R0 3 1A B8 1 s 40 B 3 R IR DL R v I 4 e o 2>
GOt e AT VA I BCA DU R TR TE SR Ak Va7 I, 3 Bl h 7 A 5% B A il
MG O o

[0137]  {E 5 —SEHE 75 b, AR WIERAE T V87 TR ol 42 il 25 Pl 28 AR f ok 20 B FR 3R 2
TR (NHL) (75325, AR “WhELI8 7 T 70 AR Py B R0k B2 3R 4 vh = A 1) S YR B
o “NHL” $87E 09% F 48 IO A bk EEAE 400 i 1 S ek B o B B B, P I 9% R R A A A 4
PREEE CEEE R B 18 . NHL (S A, (HANPR T AM 40 k% (MCL) 4y
A4 4D 9BR EEL 200 P AR 98 TR VbR L 4 B PR AR T8 (TLL) R ST A 23 A vk B 0 A vk £
(PDL)  HRLo 40 R E2 98 (centrocyte lymphoma) 51 M /NZ R4 M itk (28 (DSCCL) &
YELPHE VAR LR R T £ AR T AR L AT 2R R (R A Ak R (R aRIE ML BRA i
M (blastic) FIAMEWHREIE ) o

[0138] 55 AN M (1) 1M /8 i AR AH D% 1 B3 LG Ay SR A0 14D 92 93 AR 99 i 1) S5 49 B i, (ELASFR T
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RREIEIA ~ H BF T 38 P00 B PR 5008 A% PR B 73 I A 2 4 B e s M50 A2
I8 P 0 O 8% R A L6 P A0 19 B A ot A i o B R4 (A 1R A IV T
) o 5 ANITER I IR R AR A G IR R DG DA R AT R R PR B AR S HAS PR T
FKATR B P ST T G < /0 ) S0 R U000 D 3l B A R A L PN R R ME L P R
IRV ERGAE i KT 9 10 SR B B2 ) VR 8 L I I A% — A I R I T AL A — 15
RN ETYEAY 5 BT RE « S R A 26 1 R A IUAE « PP A A ERMEAR 7 L o 8 98 AT R 28 L K 4L
0 MM B I SEVR TR AL T 5g— BRREE S

[0139] YR I SE B A 45, (A AR T : £ 2005 4F 9 H I H A HWMEE ERM AT 5
2005/0203142 H iR FARLE, B R L 51 HIF AR BRI AR R4, HAR T A5
TP A 20 MR A A0 I P R e 2 M AR VR A TR PN T R Sk T S S A
NS

[0140] 5 5 It IR B9 SE L, (HANBR T« 54k 2% BB AH DG (1 0« S kA « R ik
P B DT 9 AR DR 98 AR SRR A TR

[0141] & M 2 1 SE A6 A 4, (HASBR T <1 Y CRPS. IT &Y CRPS. G AT S T2 A R
(RSD) « S S M8 M P8 3R A R RO RS A R AT B R S M R 45 S MR P AR
Jii Sudeck HEA AWM AEFAR JEFLHEME QMGG ERAR . = XMWEH 2 )G
PRERIR g8 SEAH OCPTR  KI IS 2T 4E U A2 9% 55 28 A ik B BE B TR TPk b XU
PR AR AR 0T A PR PE A 8 P RS R M R R A R L B L B R AP 2 M RIE
B 1 i 9 KA K (velcade) S1EHRLE,

[0142] AU BHAE IR TE “ B 24 X U7 G4k 7 “ CRPS” M1 “CRPS FIAH KR ZEE1E” T
HA R el 2 BN R REAE 18 MR WIE KR, i B R MBS R I, HALRS, SR
PEIFE (OO I8 05 AN 5 ST 1 BB ) i S ) AR sk A (X T 30 75 | 2 P 9 e 1) R
[R5 KR ) s X R ASAHFR A (9 s A 5 e P B ) s AR T3 —
PRI A2 o3 A0 (1) R A0 s R 8 IR It e IR lde (B R AR AR K e, DA R B IRtz ) AH K
(A &R (B e 27T )

[0143]  BEBEARME (MD) FUAHCZRAME I SE AL FE, (HABR T :2004 4F 5 A 13 HAFFHISE
LR A TS 2004/0091455 HFIA I RLE, 4 Hod@ ik 5| I ANASC. HARR S5 aL45, 3
AP T ZHEE (T )MD B HE QEME )MD L ZAEMEAR JC BE B (ARM) | s s A 1 4%
TE % (CNVM) A R4 ikt 2% b S i v%  (PED) AR IR0 (2251 2 2545 (RPE) .

[0144]  J¢ JBk 96 1) S ) A0 35, (AN PR T :2005 4E 9 29 H A F I EE LR A F S
2005/0214328A1 FRREIR IR LL, F AR 5| ARSI HAR L 4s, (HANR T - Aik
T FHAH SRR « DA B s B 2B A R A 1) 52 JEK 22 9 B3I R R A £

[0145] AR AL I OATE “ Mk ” $a DAAEAE A 002 10 PR I B AR KO AR S AT AT 36
B9 7% B FEAHAN R F AL PE f A0 e vas TR A AL 0  F A B R 8 L B A AL (G BLER
) B VE B R AL B BOw (PPK, SEFIAALEE ) B R AL AR Mt . RiB
et AR TR EEE AR CEE A EEIE EEE R TIE (plana senilis) .
H 6 PE F A « 8 B B TR TR BRMe ME A AL 7 i 52 Biias M 2 AE pE Bl R I Al
MOFLSRARIET o AL R IE 2 B — DB A N IR ER B () an i - B 2s
B B RT Y ) (AU RELRRE A 5 B2 R A0 BE 92 L /N 2 L N EINRE s BERR R R AR AR R
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H/NE s B2 AL s BARE Y oK IR R B OB NS SIRE A S AR
NE s FLSCRIB W 2L IR A e ORI VU s e BT s 2 7 R s AR M IR R
EE RNEVB 125 IR A0 e 1 /NS BRAAT -

[0146] DL Rz ask B AR SRR A 19 52 K 3 93 FH o i 1 S B i, (HANFR T < A FE R B2 i
P A2 A R b 2 BT S A 2 B3R L, AR AR AN PR T, 5 L Sk PR I8 9 B3 AH OC IR B e L B A
i B - R T IRAE TRR A LA I (WD) /NBEEZERG (TS) R IELLA KW (BKV) Wi L
ik (H AR ) TP R BB IR VTFL A AL RS e SR 40 e | A
PERARFL LRI (CRP) VERIEDE B2 M5 80 ( 2 RV IR SR A1 ) R0 2 1 B
(DPN) R 2 JBLRAME (ENS) | - M fa 7 A% Yo M 0D L 51 P2 SR B Bl S 8 (AN) o
[0147]  Jili 3093 JhE 1) SE 4 A K6, (HANFR F - 7F 2005 4F 10 A 27 H AWK E TR A5
2005/0239842A1 " H I8 (IR 4E, R L 51 IF A SC . B AR S48 A0 68 i 5y fbk s i, i T
AH ORI RE o Jili By JIK fey 11 A AR AH D o i 1 S8 49 A 4, (HANBR T < R R MEAf sl ik = s (PPH)
4k e Vet h bk =1 Bs. (SPH) 5 ZX e P4 PPH 4% % M PPH ; 817 26 40 I 78 i 2 Jhk /&7 1 Hs. 5 i 50 Jhk
i I s (PAH) 5 Jili 3 Jbk ey 1L s 5 B & P I sl ik v It s s ofi A 14 i 30 ik s (TPA) 5 350\ 1
(plexogenic) izl s TRtk T & IV BRI K S s s A0S BUT B AH OG0 B LR 9%
9 B EH DL 590 4k 2 B Il s ik e I . < 2000 35 5 0 L AR I 4 A8 OB % L B K
PP Lo LA « AR ET A2 1 I Mk e 5 9L I e Uk D) S G AL 387 S R PR o I
T HIV o5 23 S8 L 2555 38 B I 2 TA I ST R o 5 I Uk v s 12 ek L 28 A i
[F) J5 P Mt  HEEE R PP OB e A i YL 8 0 AS A2 152 e s i 3BT A LI s i — B 4078 R B A
B DR 210 g e o AL e A 150 P L A A 2 L 5 40 ZH 2R 0 IR AL 4 B P S Sk
ARIE i W Hg &5 7 B A R

[0148]  f5#f — AH OC W AE 1 S A 46, (HANFR T 22006 4 5 H 12 HAHFKEE A H 5
2005/0100529 ik i AR L, K FLIE 1L 51 I IF AL HAR I SE B AL 5, (HA PR T 28] 52
Je A ARUTAE W TR I RV R MV H PR R I ke | g PB4 4 /R 92 A i A
TEMAN T £ 4E A P A e s o

[0149]  ZF A= MU 1 SE ) B HE, H AR T 200647 H I3HAFHREEANFS
2006/0154880 H 4l i [ S L8, o Ha@ i 5| I ANAR SC. P AE HUW RS i AR 5 A
| R 9 R E, Pk BB #F AR b, B BR T SR RS JR B (P falceifarium)
G I JR B (P.ovale) 8] H JE JL HL (P vivax) . = HJE JR Ht (P.malariae) . £t [K F)
ft 2 J5 H (L. donovari) « 22 JLA] f+ & JA & (L. infantum) \ 3% Z€ {fk Lt W2 A1) (1 2 J5 &
(L. aethiopica) HIURA A1 & J i (L. major) \Fis M = Jr dt (L. tropica) « SRV EF AT
2R (L. mexicana) L FEAIT 2 3 H (L. braziliensis) JE 5 H (1. Gondii) .G RE
DIVEJE H (B.microti) 20 B 2 DLV s Bt (B. divergens) . 45 i B2 DL PG JR i (B. coli) /)
Fe 1 o (C. parvum) « FA i - H (C. cayetanensis) « 775 Fil K 2 )7 3 (E. histolytica) «
DUERGEEfUER B (1. belli) B G MM B (S. mansonii) B MUK B (S. haematobium)  #E
i (Trypanosoma ssp.). = 2 4 (Toxoplasma ssp. ) FEEE 22 1 (0. volvulus) » A K
OF B, 4% R R R A AR 5 | 1 T 5 R e, il HE M N 27 AR B, {H AR
T UIPGJR B (Babesia bovis) A DIPG JR Hy (Babesia canis) . 35 (K& UL PG JR it
(Banesia Gibsoni) .Mit7 Bkl -4 (Besnoitia darlingi). Cytauxzoon felis. ¥ 3EH
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BkH (Eimeria ssp. ) MET2ER AL (Hammondia ssp.) FiZ2#hHs (Theileria ssp. ). BAKH
SIS, (EANFR T < L DLP s HE SO SR A 20 5 TR A o A 4% A R 98 Bl
KL B s U B AR 0 L SR R RO AR HO R e i g B
3 B R A8 [ RO 5 0 L TR R UK L 2 RO A R A U | 2 U I R
R B L H G S R R

[0150] %% B B 9 JAE 1 S 490 4 H8, (AN BR F :2005 4F 11 H 30 H gL E HiE S
11/289, 723 W HEAR S LE . AR (1) S AL 4, (HANFR T IR I 2 B sk = L B 1E 0 8T
i Lg PR ERE = B0 B 5 5k I 55 R 1 L Wbk (2 40 M Bl = 254 1k 5 3 m AR A 4 0%
B A2 TeM (1) Tg AL Tg EREBRIC, Tgh B2 HLA i BRI 1) Fo 28 BB « IRCER 40 it
REAL Nezelof LEAMEEFENE TeG W.ASHRZ 3L LT IHEAR 78 Bl ER £ 19 ILE L B — B2
(Wistcott-Aldrich) ZE&1E X— BB TC A ER &L A ME  X— B EAERE & S e B
[0151]  CNS i3 B S04 , (HANFR T 22005 4 6 H 30 H A3 HE A F5 2005/0143344
R R e, B R I RN AR S, HAR B S AL AR, (AR T < UL 48 1 0 22 A Ak
3T BT 7R K e R ) 4 R EK ~ 7 SR SR ~ 22 R M AR L e A 8 o i T T,
Tourette £ &1k delerium, BRI R AZ A KN ZR L LB AE , BUAE S D H g ik
ARG KA Z G254 .

[0152]  CONS H % FUAH &5 A Ak 1 S0 B0 46, (HANBR T 22006 4F 6 H 8 H AT HIEE A5
2006/0122228 WA FIHTLE B LB IE 5 I HIFAAR . BARE S ELHE, (HAFR T :CONS 47
1/ A B R CER GAE, AFRE AR T, B T B 405 « 4 s P P 453 4% &9 2k i 452 4%  Jm i
Ao 453 4% k3 T i SRR A S AR R VR 3% S S e AT S L e S ot
i 2 5z L i S B4 )5 R 12 PR AR | Se Atk SCT AN SE 4t SCIL 2 SCT L WEELE SCI,
18k SCTVH#EH R IBZEAIE AT - 8RR (IK) ZRG1E ERE AT 25 G 1 i [ HE 25
HAE G R EEAE AR E SRR 50 BE R 50 DA BN T B8 SRR %0 X I 23 2R iZ
AL AR I 28 AR BERR G 2 o S AN e 9K AT 30 DA N R Ak
Y,

[0153] e R iE (0 46, (HAN R o ik st A% 1k LI MR B B G e s « LA
(1) SE 5] 048, (EANFR = (HTVLFF 2 N PR 28 255 i W RO 995 i A i 508 8 i 7
B 98 B A YAk W TRE PR AR 5 CILE Y 85 38 AR T« Y3 ) 28 R oe IR BRI &5 A1
S FS B ML S PR 45347 I % RS R AT AR PR O T B R ot e R A HE
J7~ B 5 B MR R R ME A | S B Bt M 25 T R L R M 2 ke MR ALE |
2 B LU BRI R U ENL U B0  Je i W i B8 v 4 e iy i 4% o

[0154] 2y ik B A R Ao 0 AH G0 i (1) S5 8 045, (HAN PR F 22002 4 5 3 9 H AT EA
FF52002/0054899 H 24 FFHG AR L, W w1k 5 | HF ANASC . BARRY S ALFE, (EAFR T 35
T ) K SR RERE AR 16 BT T 30 LS S 178 A N R LG G 8 Rl R S 4R 28 R i P B
HeigIAR (atherectomy) FIRHE G TS . AR HEREITE KM N A, GIEL
I8 R B R SR » B I EASFR T < B I3 OB AR & O AR B AKAE AAR (PCT) (48 % %
AR B KR IE AR (PTCA) FNBIKEE B2 48 B i i FE AR (PTA) el RS B R
A R AL BT AR B I bk sl I 20 Jhk ) 90 JT 428 g 8 s e AR S I S 78 R A& RS HE )
FIAMRFFEARA AN . T REEHE T AT BET 0T 10 R BARBI K )53, A B AL 46 T A7 iX 46
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[0155]

i BB
ik A R 8 AR R
M3 ik R AR
A B bk WA
FELRE B Ak S A B bk WA NANT B RK
& Bk #

23




CN 102898416 A

i M B

17/70 1T

[0156]

[0157]

7% & F
AL IR F B
R AR
A5 (k) Bk
R B
S Bk
Fsh Ak
FE# ik

A Ak
il S

B % BT Bk
R Bk
A Sk
£ H Mk
BEAE 7 B Ak
g7 .57 bk
F 7 Ak
Bk
WG 5 Bk
)G # Bk
i Bk
BBk

B FhBk

B H Rk
AT Fhk
M F B LAk
F AR

R# Bk

2 ARSI H WA s N F Bk
w3

PN

T

Ty

e 3k b0 K3

A Bk

P S

i

Rk Rege. MlAet =3
Ketblp HMded 2R
AWy B SPEIE. AHMA . FEApE
RiEAF

B

LR S

+

o]~ Jh R

i3

o i ik

Hie

A

-

B Bk Aol

A

Bl M FEEBaAAR A
A

LIE |
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[o158]  REEHRAS R FUAH CLRAAE I SE9) B0 6, (HANBR T :2005 47 10 H 6 H AR E AT
5 2005/0222209A1 H1 A FFRGHS LS, g HOlE i 51 FE AL, BAK S AL HE, (HAFR T
FTBF R FIRS 2 PO S 8 457 DR HIROE R A T M T B AN 2 B i D M A TE I AR 0 £
1502 P b 28 1 B 8 RE 9 RE AR DS R IR AN R o 18R 2 ME s SOERE B 4S, (EATR T . &
Z% DX PR S A E 1 P IR LA B S PR AR S 1T 8 L A 2 MR R 5 A K TR R
ETAENE IS PRI 55 S5 A E PO R S DS D 02 M S AR 28 s e 8 BB PRI I 14 2 S5 11
AMEVERI B PR ) 5 TR 2 AR PR RE B AR G RE T 7R PR g BRI  JULZE 408 7 ) 2R AR A
% RMEREACIE « 5 S FCR 1S BN ARG LA 5 B IR S AR S B IR & AP A e sl i 45 .
FINE VK HAICAZ B, B - R IK (Rubinstein—Taybi) ZEA1E (RTS) ISR RAATEE I
EEHLREGE HEWIE Sl AZ R RIE « 22 R 40 SUIR R 22 AR ME RIS A i /) P 25 4
B - e A E . A WS AR R IE S 00 1% 5 PR R  Tau 8 B 22909 0E L3R4 T MERZ
P PBRIE R DR G AR P R R A R DR B 0 TR A AR L AR R U RNER B L A T <
AR IR JR I BRI « LR 1D PR R 8 — EMAZK W « Chediak—Hagashi JJii « SCA-3 15 i
/N P G SR X TR D AR I R 12 B B T SRS B L 5K )
oI ME R B LR 4 M R AL IE (ALS) « ONS QA% B ULREZE

[0159]  IfiL 4185 (199 AAH D E 1 S0 B0 i, (AN BR T+ :2005 4F 6 H 30 H ATFRIEE AT
5 2005/0143420A1 R B LE, B @ I 5 | FFANASC . BARR S ALFE, (EAFR T -l
ST 2R 1 BT 40 3 I RN 5 CD34+ 404 Ak AH G (AT AR e e Ui

[0160]  TNF a AHIRWHIE 1) SEB B 45, (HABR T :WO 98/03502 F1 WO 98/54170 Hh ik ¥y S
B I RS AN AR 5 IR AR S . HARR S A 46, (BAPR F - N R AE SR
R R SR AR B T s BN IR A SR A1 5 B WSO s EE I G 28 5 s IfUE s 8
PG RN IAEE 5 RO s I AR A8 PRI R RE S 5 FRIETE #5405 O WLBEE
ORGSR R PEAR 5 5 8 AR ST R v [ [0 SHLV RGN ATDS 5 H 8 B iE BE G 28 A
PRI R RGBT HE 28 i 071 2 AR i 1 D1 98 B e O R MR VSR PR e
FREFARE 55 R MR o0 EAEYDUE £ T L v B e o MR R 2 R R AL A2 5
PELTBEIRIE  BR XAPE 18] ENL HIV., AIDS F1 AIDS H0 [RIHL 4 I 59kt B o B e PR 7
FREFIE « N B 22 AR 50 L9 5] ) 24 AR SRR B30 £ G AE SRl sl 0L P v H 40 R 4
AT T R I 5 8 I 9 70 I o0 0 S o £ R AR T s 0 T RS AL R L B0 Bl
PERIE BN« B & G B TR R R s R MY R A e E R, WS R S A R
U8 R EEMESE R BRI R R

[0161]  7EH & St 77 S b, A H6 4% BH AR L Ak G40 1900 2% A G e M N T, e ) A 1R
A3 T AR, G LR B s w A TR B A 3, WIAE 2005 47 9 H 1 H $RAS R 3 E I B HE
No. 60/712, 823 Hp BT 2 FF 19, W Hal il 51 H AL o X el 77 R b S A R AR 4L
H 5 G AT, LU YT BT T B G ME , DL S T A G ) B 5 A a&
b G it B SR ) ek e B

[0162] AR BIHRME 4L &9, s 2525 bl 8252 10 38 L B G ) ST AR S A Rk
BT 245 (35 T DURR 4 T R R AR Ak, bean B E T TR slds i R AR TR E 5 23 O AE e
FIRSE 5 UL K, an S5 58 i P on)— & A8 A, B AR v MR & . T8, AR B Rt
AL A s L 252 T B2 1) 3 A AL B S ST AR SR PR BT 25 0] LR 24 0. 1mg
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22y 500mg ¥ &= AE A, I ] DA% B I R HE (BT R YR 77 TR s34 o) B 1) 1 R K it
RAHFE ) L R R EE (Ban— R 25— 52y ) (B FEIR YT T Bldas il iy i e rh 1
hnelsk b H B fEHE RS TT 9, Jrifif s nl LS Ing 224 300mg. £ 0. Img 24
150mg 2 1mg 222 200mg. 2 10mg 22 100mg. £ 0. Img £ 50mg. %) Img 22 50mg. 4] 10mg
22 50mg. %] 20mg 24 30mg. 54 1mg 22 20mg.,

[0163] 4.3 28 —yEPEEH

[0164]  7EA & ISR TR AL G, AR R ALt &4, Bl 25 2% Bal 52 1 6
R BT 25 B A WSO R R AT DL S B A E MR AL A (A iR EEGR) A
AT o FELC ] A TR VAT RE E ZE Y 1) 95 BRI RN - SR [ 0 BRI RE A H O R A R R
TR DRV FITER « AR BHER AL G4 BRI 22 B2 19 3 VSR B A Sr Ak
SR BT 25t 0] DAYk A% 5 S e s g MR S BIER, 2 IRER

[o165]  — il 2 Miraf 3k oy BRI AT AR T A SR SR K 7 VR AL 54 o o6 35 1
WA L K+ (Bl i) siha+ (Bana s eilas A ie g o+ Bea il
5T

[o166] K43 3 PR I S AL 46, HANFR T o3 ifn AR A BRL L 4l e R+ % 52 e B i
ML TR 15 MR B AR Sz 2 i -CD40 B s EHTAR (LL i, 44 0 SGN-40) | 40 &
1 2 TR B0 i 57 (BG4, 4510 1 SAHA AT LAQ  824) #7888 (9 90 $M kI 57) ( Eb 2, 41 4
L7-AAG) « J& & ZAE AR Rl — 1 S AR S 400 ol 5] L A8 P B AR BTS2 AR SR 0 il 5] (G
g, 4 PTK787) | Jigd By 22 A2 A IRl 1 52 AR 0 i) 371) 5 100 ok 1 I IR 5 6 A% g 7 ol 5] o TkB 5ty
FHIF . p3SMAPK FIHIF . EGFR #PiiF) ( b dur, 4 an 75 4E % JE L IR B &% JE ) - HER-2 it
fh (L, 81 0 2 % Hi(Herceptin ") R Z Bk .57 (Omnitarg™)) . VEGFR Hrfk ( Lk,

B 40 DR A BT (Avastin™)) . VEGFR 15 ( Ebtur, B £1k-1 555 2 g5 . Sus416
1 ptk787/2k222584) « P13K FNHIF) (bean, BlaniE 2 HF &2 )« C-Met FIHIF) Lo, 540

PHA-665752) . 45 S5 TP ( LA, 91 40135 B 4E(Rituxan™) G 76 32 2 Hi(Bexxar™ )ik e
#i(Panorex Y G250) HIHL ~TNF-a Fiik. NS T3 MR S04 (B FR T 50
FIFIPAER (Pl ER) .

[0167] W LL S AR B AL A WAL A A8 FH B BAREE i AL SRR B0 T T sldz )
[ B AR TR E A2 4k

[o168] {4 fu1, XfF A7« TS B4 sl e o 5, 5 —3E MR s, BAR T - m S e
(semaxanib) IR R R 2= KBV 2 PG R VIV K (Bortezomib) | Bl VG 4 5 B 2 tb
A ER R 2 1 M B e B BT 2 SR T BT M 1A 55 N T B IR R R LR S5 R
2 WY WE BT i e 22 1 25 25 L 1) A TR R S AR B 22 BT AL B 1 BT F LR IR BT e B S L )
At AR LR SRR LU AR L R R AR VA | L TR R R TR A 2 A
AN IR VCAZ B T 22 R B 25 Oy R T 2 RS L R DU A8 R R EERT VB
FCERITAH PTG ZER 5 K T BRETT V8 255 2 0 L v by SR R oe
SEIBFE LR B AR R R AR R R BRI A R MV A A B T b
LA P ER L FLAR 7 MY B 2 P Ah 38 2 R AR ER IR 2 F2 L2 i B 25 I i TR
958 25 TR Jemt At i L IA VA B R AR R D SRR A AR S R R K VD e B L RIS B
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Mg MK ULIRIE | Sh IR SR EU A L AT I M SR IR AK 2R LA S HE S T S5 W) T R IR A e At
W AR FE VAR S R IR AR T 17 SR L e L sh RV 2 RIRR IR FL AL ST 4 A i SRR T L
R FR I 7 Y5 « TR PR R E R G AU | e A A ] gt AR G AR SRR T D A R AR AR
IR IA LA PRI P S AT | R A AL e L R R IR ST R I R 2 i O K
A T TR 2 A B AR 5 TR M T e L 395 5% it R A I SR T L RIS R R SR I W LR

=

ERER AT IR B A W BE IR 3R O AW SRVE D SRV VLR VBRI | R S NG | R e
MUK EIE L Z IR KT EZCKIE R A (mitocarcin) 22440 5 ORFCHE M CKIE S
BN RFE R ORFE A B CORFEIE L ERRROKFE R 22 5 IR 1A 5 1A M 1 DB 25 B EL 40, B
HEPC VR BT AR AR R AT (pentamustine) (i FREGIE 57 2 BEEIERZ IR
TR BEWRVAET FL ER R L 2 R ¥ R 55 2 s SR 4H by a9 v AE B 2R TR JE R H) T
ERIR AR P RS R R | SRR NS B 2% | ILL PRIV ARG R 3R R IR T\ v0 55 X BR IRV 45
SERIT 28 B CBER A RN A 08 2% SRR BRI i VB s w) VT VIR BE R R R B
(R T N 101 e S i s NS e 1 RN = S SR N = RS BA N = JE 6|
H B B VCE AR, thiamiprine il SIS ZER IR EMEMEAR 4L B AR IR FEIm K
AN e R ey AN i YA N L i N 3 e N = B NN -7 (T T LN
P BEANT S5 UR S 4E 5 R IR K AR I B K B i KA H = i R KR = VIR
KEILE MBRKEHIR MR KEY F AR KERE MR KED E R KENE .
R T JEEA 1w At T SR R e L AL
[o160]  HE s ARG, (HARR T :20- 3R -1, 25— R 4EE 58 D3 5— ZHRILJRIEIE | ]
EOAE e B 22 EU A2 RS 5 4 R BA G T L BA 22 SR« B 19 0 3%« ALL-TK F5 5051 /S 7 # L
ST amidox 2T 2 AE SR TN R 2 2 B AL 22 WY g ] IR A 7 AT gt e | 2 o003
P E | I AR R RS PR DV IEBLH) Gl antarel ix IR B RS KAEEA -1 Pl
WER 2 AT AR « USSR 25 DU L S SCSEAZ IR « H 2 BRI S 1 5 35 40 a0 T 5 A
TR G0 A TR ) TEREA R L BT —CDP-DL-PTBA K 2 R i 2 # « asulacrine. Fifih
ZFEIH PTBEE] YT axinastatinl.axinastatin 2.axinastatin 3. Fi L7 B FrdE & 2. &
BB EAR KR ARER 1L 74, balanol . .5 =i, BCR/ABL #5317 benzochlorins.
KRR, B NEEREATAY). B —alethine  YEP o 4785 2% B, AMEAGER - bFGF H#IHi57)
bR & i b A BE L SURUTA e SRS e U AR 4, bistratene AL EEHTK T breflate. I}
UG 7 B A B BR T B 2 R S R R v = B PR 2 C = AT AR R B At L AP R
fiie — B HE - =W RFEWEHG L =, CaRest M3+ CARN 700 HE A7 A= 30 50)  37 0 B
B B H R (TCOS) SRS i L 7% B IR B 78 il 3 ve\ chlorIns . SO R Bt I iz L 78
RHETH)ZE R v f7 V| 5w B oK SF RAA sw A M, collismycin A, collismycin B.
ZAifth VT A4 ARARYT L4 conagenin. crambescidin 816, v 3 ARG 4A ) FR AK 8. 45
Wy B2 Ik A fiT 4= 4. curacin A. cyclopentanthraquinones. cycloplatam. cypemycin. [
BT )\ e RS B A L 4H VS AR IR 1 cytostatin, IAEF BT H Ph A E | I S Y R
B(dehydrodidemnin B) .y B AR\ b ZEKAR A 52 IR RN A3 8 Ve A2 A 4R i ok iy
Wi i 35 2R Bl didox — AR HFE%Z (diethylnorspermine) . & -5 AMIE . & &K
KW, 9-. dioxamycin, " RFIRTCR] VT 2 PUARFE, T 2 A B R AR E
FLCEE SIS 55 e R BRI (598 B 22 SAVHKAT AWK AR =% 5 m] 7T MK H AR BT Ak ¥ Pl BRI
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WK SRR I« LV T R LU O i e 5w VT 2RI « BESCER sl 37 RS
ZRE PO A M 8 I AR HE VA AR P SR 4 VA M AL PR SR 4 A R AERS R = AE
) P W SR PP RE 2 YT fluasterone @AV L 2R R fluorodaunorunicin.
Y 26 T AR S H A ) TR AR SE R TT VAL VDR G R K I Ath s | i e B e BH S g
FF) S 7 PG AR A DEH R EI L hepsul fam, heregulin. 75V LR LR IZ \ 4 22 Bk 3%
EEBERR A LR 32 835 P e AP ST N T ) b 7 T JB(Gleevec™) Bk
W BEIRE | e MITROIR TR B A AR R —1 2 AR SR TR R R TR A R
RN LR 2 2 H R, 4- R B R R R BLE . isobengazole. isohomohalicondrin
B.fHth 7] B jasplakinolide. kahalalide F.=EEMR K 1225 —N, 22 ik, leinamycin. g
¥ w) = O IR BE 1k Z ML leptolstatin i i, A Mg &I R 7 4l « TR N
S MEICER + BRI S DA B AR T DK e ) T A R B B AR 2 R BB IR SR MR
MR EY. lissoclinamide 7 ¥ H1 KL FEBEIR 22 &R i R R R L B g R
B ISR I . IR EE (lutetium texaphyrin) . lysofyllines 22 f# ik, 3£1H
FHIE RS R A S A BRI B FLIR L INE D (maspin) I T AE A
T JE B R ) 36 0E R L3R L S AR AR 2 IR A L T AR ST i MIF A
S K AE =) KB A8 B oKL E] 2 CRAEIUIR . IR BoP B 22 5 = 250U K HEZE i
mitotoxin AT 4EA MU B KR+ - BRI O OKFCEER . SIE PV R w2 2 0%, A
2 B EAE PRI IR « R IENR BT A+ 73 SOMF B 40 B sk SEWRIA I I SR P ) BN FE VT
W45 (mycaperoxide) B\ 43 32T i 4l fu BEHR B . myriaporones N - RS AR AR . N- HY
AR 2 P g fig IRV T AR I i R W 09 Bl + Wb A2 % . napavin. naphterpin. JBEH] -5
BIEM R R R F L RER . JE B KRR nisamycin, — 4 A & 155 AE FE A BT
nitrul lyn JFER# (oblimersen) (Genasense™). 06— 3 IENA B HiJlk. okicenone.
TR B E) B BAH PG B FF R B oracin. T IRGH M K15 S B A B DR
W BV A A oxaunomycin, SEAZEE VEAZ BRI EAZ AT A | palavamine RAH AR
R VIKEIR W NS =B AWK ZF B ER B AT T V515 AL TR0 2 B R A 1t ) A
T\ pentrozole . AR IR KL BEBEIEIL 58 IR IE 490 B8 3% SRR IR ol R i 410 7l 571 ¥ ot
VERESK B I SR B A SO IR L (b i 5eF | placetin Al placetin BLE£[¥SHE IR
AL F IR B 5 B A 0 - =g S N EER B GAAEE R R e VTN
TR WE R AT A IR ER T2 SR BRI T A B e ) B T C PSR T
B VG C HIHITR) B 0T P 22 TR 8 TR il 11D it 1) G M % 1 ol TR A Bl 1D 7l ) L SR AL 2R Lk
PARRR Y E b 22 BR AL MM 21 8] (1 58 C —BE S5 raf $5H17) 55 & 28 B S B, ras— V4We
TR B EEIF) . ras JHIF] . ras—GAP FIHIF M B 5500 2 T OB R BR Re 186+
MEE 2 L RTT 4E . rohitukine & BL/Ik. 3L 5T, rubiginone Bl. ruboxyl ¥}
5% saintopin. SarCNU. P Z # I (sarcophytol) A\ yPA& w2, Sdi | BRI =) %)
VTN EEERTAHEMEIN 1A XFEE R E 5 5 SIS0 v & E R x5k 2
MREN . solverol VEKIA TR G EE R 1AM R 2 DR SER]YT  JRE TR i
AR 1 A&, stipiamide EEETUE EEE A HIF) sulfinosine BTG M L& WS T
JRFEDUH . suradista, Fhr B J\NE MG =B AR SR VT Ath 58 55 A AL AR S =) T
fhFL 2T VR N 22h  B naR. tellurapyrylium. d; B0 150 B 525 B B AH . T
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FALPUEL (tetrachlorodecaoxide) « tetrazomine. thaliblastineMER] 74K ML /M A= A%
ML/ BT G G R A 2 PR ) W T R A PR AR R 8
AR F BRI A A topsentin. SLIRKIF BT RINHI 4 TR = Z B
PR« BTG 5738 = T 0« 0 B AR T ) B0 5 5 IR R PR U A 0 71 s 2 PR e
A UBC 30 2636 ) L WA R A0 B2 A A KA DR T RS2 AR 15 B AR
Bk variolin B 4Edu s B 22 A . verdins 4EBAF KBEIHE. vinxal tine FHFFIHH R
S LR T4 O A T R

[0170]  ELAARHIH iE A LS, (HRBR T 22— F 4R £55 B i A R ) 2 R e
BERE A AT A S 7 CanfaE, #4 TRATL) | statins. semaxanib. Ui 25 K IR PG . £
FEER 2 IV K BRI 3 AR(Genasense™ ) JE KA BT £ P I Sk 1 B TA D
F2 K AA (Decadron™) K [ B2 . 7 P ALV TR 25 B0 HE VP B BAIE At 5 S e iz
R AR BB LA (gliadel) A BEEAF FEIEHE . TR Arisa® B R R
IRIENE TR KT BE A B A CPT- 11 E o RZ B TIE o (Filln, B2
“EEA AT APEG INTRON-A)) B AIE TR 26 UR SRS B KA IR TR R AT
B[R i 17 A2 /R (doxetaxol) VERAZEE KR TL-2.GM-CSF 1k = ELE K AR Fiie ke
JFEl% « palmitronate. Wiy 8 2= A 22 TR JEA . IR . — AL i KEFTIR. 2 F
F(Doxil®) EREE . 8% B85 25 M 55w T R (Emeyt ™) SF AR AT T
(01711 75 57— S i 77 2 v, MOA A% VA 77 « F90 097 s 2 40 (9 9 4, 7T LAAE R 41 SC ik o 4k 3
HARE R iS4, BT SO 4 SO 1 IR A AR S (£ H LR 6, 281, 230 Fil
5,635,517 ;£ HEH| A5 2004/0220144,2004/0190609.2004,/0087546.,2005/0203142,
2004/0091455.2005/0100529.2005/0214328.2005/0239842.2006/0154880,
2006,/0122228, LA K% 2005/0143344 ; F13E H g Hi% 5 60/631, 870,

(01721 T 367 A0 / B4 0 P Ja 1) 45 3 Mk SR e SE A 3 (ORI T ST
VAT STTB P 15 LA T 2, BT AR U 24 L I PR 24 L B R R4 B8 1l
30 L9 245 L UL P T 24 S BRI 186 00 BT P S 000 24 0 %6 245 COX=2 k1 % J38 45
v o = B F IR RSS2 PR B R B U S B T I e T R SR
RIS . NMDA F5H057) FAEH 40 Physician” s Desk Reference 2003 F14k 2 HEG77
2, BARSEOIAE AR T L BEK W R (Aspirin™) 2 5k % ¥ (Celebrex™)«Enbrel® .
S B Lt T (Neurontin®) K % 3 (Dilantin®) < 3 76 ¥ (Tegretol™). 5 K 7
(Trileptal®) 7 1% B2 (Depakene™ ) i i 12 HE . 200 HER 2 JE K I 2 25 2% 5L XU BT
£ B4 2 . dyphenhydramide. I £ 0% . B W% B2 (Acular™). 4 65 2% . — FIE A (DMSO) . 7] 4
T(Catapress”™ )5 M i bk 0 VR 2 046 08 B 2 hr ) A LR B R 2 R
K B 2 T R (Pamelor™) JT K B bR (Elavil™) 9k B (Tofranil ™) % 1&°F
(Sinequan®™) AUk i1 I (Anafranil®) R P T (Prozac®™) v HIbk(Zoloft™) 28 8 4 . 25 i
Hi(Serzone™) 3L i (Effexor™ )~ i M Bl Desyrel ™), 2 A A Bl (Wellbutrin™), 26 P
R M 2RI IR T 2 R 5E = B IS (Vioxx) R85 IR G 260035
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g BESFVE LB E AR

[0178]  WTLLAH FYRIT TSGR/ B304 ) 2 B AR PR FIAH SC 2R A E 10 B8 3 T 3500 1) S 49
B, BART (S BRAEOCHON RS = DU TR R AT AR AR KRR
g = S B ST WA SN 11 1= 1 79 A e | [N 1 1 1 N1 21 31 R o 7 1 1 1 o
G E A AN EE S B A S . BRI SEE B EAN R T (4B 55 purlyting
I &b 8 AR rhuFab, T #05 —2 a « CO§F 7] 7] Bl FT N WE 5. lucentis, SEER VD 55 H4 .
9- i —11, 21— —FRFE 16, 17-1- FEIR LT (FIE) 2 -1, 4- 4% -3, 20— i Fu AT
I (ZNEE LR T 6,225, 348) WURRF AT Ft6 R 2= L HATEY) ORI A BE.
FRgME (EEL S 6, 218, 369 F1 6,015, 803) YUkl AR Yokl K 15,67 -0-Mal Jekl A
1.6 —0-Ac PRI AR TR T .67 —0-Mal B H1F.6° -0-Ac iU H IH U TR A
G670 Mal KT EREH . EWT = A T5WfeinERE (LEEHS 6,001, 368) i %4
8 ZEKAS (SR £ No. 5, 770, 589) YL EE L AR BE H IR (S&1E £ No. 5, 632, 984) |
Bk B AT AE 4 e A R 7 (bFGF) AL AR KR 5 b (TGF-b) il 4278 75 A+~ (BDNF) (2 7Y
RN R 350 IRl T (PAT-2) « EYE101 (Eyetech Pharmaceuticals). LY333531(Eli Lilly).
Miravant FI RETISERT ¥ A% (Bausch&Lomb) . A5 5| FI (¥ BT 2 2% SCikiy L 4307 2
W5 HPIANARSL,

[0174] W] LLA T-36 97 0B AN/ B4 il B2 DR 1R 55— 3 14 1k ) 1) S48 B0, 4% (H AN PR T
B, BMER, o- RERDUER R AEMTETE R TIER BB A%
REW ] HARK SEA A FEEA IR T :5- FUKMERE . BRI B LR KGR FLIR
FUERHL R 2 Y A TR 4 A TR VPUAE R VIR B B 3 TIUE BT R [E E Je 5X
PRTT IR AN 5L, 490 an AT B I TR s e B I IR L J Ik B (Dermalogen) « i 48 i L Bz J
Jit (Alloderm) i 8 (Fascia) A LE KK (Cymetra) . HAAM R (Autologen) 2 I JR
(Zyderm) AR (Zyplast) « Resoplast FHEHERN it (Isolagen) »

[0175]  m] LA T¥a 97 TS A/ Bdas sl I vag 10 Hs RHAH 5G9 0 1R 375 — v A i3] 1) S 491 £
F, AEABR T Pt i 25 R PR 25 | O 17 45 25 7~ 10 0 FH 9 24 | I 9 5K 25 /41 30 3 2540
V)N S ZAE BRI  BEER WA (04 PDEV J0HIFR ) A P DB ) S R R
I M BEIDHIF S S AT FRARIN 2 ik A9 e 1697 25 o BARSL A 4s, (HANPR T AR5
((Coumadin®)JF R 24 oL 17 M B — 40 /R 25 Y36 M A 47 9K 26, ST 5103
Z (WIHIHTAIIRE 12 (PG12) KATFIRE (EPO, Floran®) ~ HHT31JE /K (remodulin®) «— U4t
. (NO) B B Tracleer™) A U T ik iT 4182 (Floran ™) 5T 512 /8 ((Remodulin®).
T 51 BF 2 At 35 36 AR (Cialis®) 3 & A 7T (Zocor™) B T i 4 (Vanlev®) L Ju UL v 31
(Avapro®™) i fiftziT(Pravachol ™) JE 3 . L- KM BH& HT41E . betaprost FIFGHIH
AE(Viagra®™) o] LUF T 3857 BUTRT / S bl AT A8 AH JCRTRE 1K) 3 — Y7 31 i) S 4456 L (L
RERT  EIREPUER A Al 2R 2R (Genasense™ ) JIUH R BB I B 522 ) L
BTN R B M AL AT S S TRV R T NS 2R R AL e R AR AR
MR IR IS P R IR AR R 405 22 (BB L 17 22 ¢ /K (doxetaxol) VEIZEE . KHF
Bl TL-2 GM-CSFIA R 21 KA BV MR IR « palmitronate. ufu# s (biaxin) « HIH
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ﬂﬂﬁ)ﬁ&\:E})’%ﬁﬁﬁﬁ?%ﬁ%%%\EfL%:ﬁEF\K%%WﬂZ\%itlﬁ%ﬂ){)xﬁ@)\%*ﬁﬁ\ﬁgfﬁ
F5 B R R R R U] TR 22 88 R COK AR EEERR | DR 2 M35 P At
[0176]  WILLAAHTYRIT TR/ B3ds i) 23 A H g 10 508 v PR il ) iy s A i, (AN PR T
ST )T SHEWERE R L 2 VEER R SOAREE B TR L v B R R
FUZE RN B FE AR BT 255 55 28« 0Pz BH S WAt IBR 55 o JIEE | ARG IR 4L R e . 79 2k 5 2% B
T ERLEY) (BIUERERR B ) «TH0E v A il BEme BB T $E B AR BCG 41L& IEnT
PR\ 2 SO ] T Tl I e R B 2 2R« TG (MG 2% ) « BRI R g R s e
[0177] W] LA T30 TS A/ B2 i) S P2 ol BEA 0 0 1) 508 3 e ) 1 S 49 B i, (HLAS
BT PiAdm CGRITEmE ), IUEAR T, A FEE R VIR . HER LR R
KUBHER . FIBER NLAER DURTZ, BIAEARR T, NG 4 NIGE - B i
P IR AR s RERRE A IR s o B2y, B H AR T, 22 BERK e 7 UL 542
Wk, BIanE AR T, v BREAVEBR - OB TIE S, B AR T, g
PR R A e 2 i, A ASER T, B dh sl (5040, BAFF/BlyS) (4l i Rl5 (451
U, T2, TL~4 F1 1L-5) K7 (B4 TGP a ) Pk (i -CDA0 Al TgM) A7 A 3k
IR CpG L TCIM FAZ PR A 1 (A9 2, o 2 AN 983 IR 2 1 ) o
[0178]  WTLAA TRYT TR HL / BCd% i) ONS g 1 508 — 3 PR il iy s A i, (HANFR T
Bl Jy 252 (opioids) , 2 EL B 25 8iFE P, G i H AR T - 22 g2 E2. L-DOPA. W] K (Al
a — IR IR A M- T 2RI L 2R 4R IS AR PR RR 3RV 27 . R 22 A dk, 3%
R FILE R R R SN IR W)oKk & 2= R 2 B RS =iF)Re . Sinemet CR
Mg WIbE N MAO FIHIF, B A EANPR T, 7 A e Wk U 22 2R SRR S R IB D s COMT ) il
s B AR AN PR T, F6-R TR AR AR 5 IR 5 5 Wl 400 130500, 490 an 4B AN BR T, 7K 2 75 Jt S0
L B2 253 ot 5l VR A B3 it ek YRR BT 0T 1) B BRSSO 10 B 22 DL U K P S e At
TR R E U I BRAL XU . diacetyl monoxim. endrophonium. BEIE S ) BF A b
F IR (demecarium) sHLRZY, B WHMEAN PR T, 28385 A 4l OUSU M BR AN U2 FR B JE k%
T EPARER . Byb I 28 e M K FCFE R 698 & B AT A5Vl A5 28 T S B AR
Hr L FF NS R UK R BRI E L &2 Eh . Rho-D oI BRER . 2 % Wy R Y £ 6 B4 Bl B
BB MENEE S A v S w] L R R R S R ER P KA R Bl ) DT AR KA R TP R e
M XK A7 B BP0 e A0 UL IE X £ R 28 J My 9P 2 = B AR IR  FR 25 ISR  F 257K
FRANFESE T M IR U IR i LL I 25 Byt 23 itk 20 e L SR e L 22 ik e L T g
HRE . pivoxicam. B4 H R IRZEAN  FEAT o5V R LU AR VR L LU AR BT FL TN 5%« ziteuton. 42
DL AT B Bl A SRR B 0 55~ T 2V RO AU st 3] W TEE PR T T e ) 2 vR
I B A AR A B e B B B zs s Ak 2, S WEANBR T, AR AR S0 I 20 S I 5 5
W TN R RN PR 136 R G B3 PR 30 b b v B Rl S 2R B SN ] ST )
0] FL ) B R i B T Ak VR A M) AT b SR L S R B v R L R B L HE ST e
% 2P B K LI IR R VDR SRR AR KRR | BRI DRWR ES 8 R R4 A &7
W) DU SR BRI Bt &P I TR oz P8  FE I w) B S R B 40 o
[0179] W DAHF¥R97 S TIBL AN / S5 ) ONS 45340 FAH OC S5 -G AE 119 57 — 3 P 0 1y S 461 £
F AHANBR T« S e Y1550 S 52 FI5R B i M 24 S Bt K 24 | 41 4 B s AR B /AR
AU A 245 DLAPAR R 28 s 2R T RIS We ik S T B ONS 4547 / B FE A
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FHREREE B 3 e Can el FAH o BRSO ds, (HARR T SR (4] dbl
BT, BB AR T, FiK e Je i ZE KSR AR ) Pt 8 FAHE, (EARR T 2% 4
B XRS5 B AU ST R 28 K5 VRV ARIR BV D I 28 UB M AKFE IR 51 & R
AV SF HE S 2R T SR B HETE T 20 R OK R ANV LERE | <8 Eh \Rho-D fojie K
T EEWIRYY LG I B 2R O IR At 5 S ) L LR BT IR ST ER B BT K IR
B ) DCAK 7K A% PR FR 15— 3 JE AT UK A TG B by s M0V L g % £ Ik 2 2 1y e[ 36
L VERPARER BRI IR B S SRR BN FE3E T B R LS IR i LUy 25 BV 28 ik B
JE SRV E L 22k B L JE I E L pivoxicam. B VA EFHE IR ZEA  ERAT GE R AR L RS
LEAR BTFL A 5% s z i teuton. B Al BE B ACSE SRR G 8 B i 25 T 20 BEn8 S RK K AL it 1) e
B PATRET AR R 2R IR S [ 5 cAMP 2RI, AR H AR T «db—cAMP A5 Wk 1 AR 254
IR, oA HE 1- 75K - R AR d- 755K - URFF R d1- 255K - R AR 1- 7R - Wk A S
d= 7R - WK A d1- AR5 - Wk R R S IR G s PR R T, B W E AN PR T, H R R ZE K
LERE S

[0180] W] LAAHF¥RIT  FUBL A / Bedas il IR AN R ATAH JCZR A1 1 58 3 T30 1y s 451
B, (HANR T« =R PUa AL 24 b et 5- IR A G B BRI bumim 2 (s T % 0
AR RS PG BR VG A2 SR VEIEH CFEIL R ) PO S ) 0 18 0 PH TR B R
SE AT BN BT SR 5 = e e i AL S 4G N R T AR T A e 2 AN ER
R BB S B A, (AN PR T i LT B e o i e FE b A | RO AR 22
AR RGP A2 L L-DOPA AT R [AL a — FRZEER 2R A I~ T 28 e ARG
A AR IR AR T 2 3 R 22 AR, R h e R BIULR E | Eh e NIb ik #hR =) ok
T R Z O TR B m A Sinemet CRENIKE. R FN 25 2 KO R
JWEFE T AR AR KA BR 55 s S0 vt P98 5 ot 2 R« YRR I S LA DT ¢ B PR
Tt BT 40 %) B 22 DL U T P I At S AR L SRR 88 7 USR8 WAL XU 8« diacety ]
monoxim. endrophonium. AL BF L 1 3E IRER L 253 25 40 DU BR A DS 2 R AT L 28k 2%
T EPARER S Byb I 8 e M AKFE FE R S & RE VATV 25 BV 25 28 T S B AR
B PR SR KRR I EURE AL E | 4 2h \Rho-D S ER T 1 W RS LG R R
Tt AR I At 5 5 ) L E R BT R S ER R BT KA IR « Bl ) DT AR 7K A% B2 P R S — e A
KUK A7 Wi~ By b Fr e A0 BT L E % S B 2 25 My IR 35 =5 LGP AR IR 1 25 TR IR R 55 K R
BB T ENE R OB IR TR L v 25 By 2% LItk B e SR IR e 2L e SR
B pivoxicam s R PRZE I FEAT % 2R LUK =T UKL BT FL TR 5% < zi teuton., 0
R AR ACSE SRR SN G T T A AR KA R A P L TAT TR R AT A ] R G o
FE At K AR Je FLE BE B B as AR U 1L 2 0 S I U L I R SR | I 3R R
e P F) B A R E) B R E L SR R R B SN B ST R BTl ) B AR | S B A
ik R AVA R AT S SR R R B v VR R AR B SR JE 2 L 2 A B SR e v R VSRV
P72 SRFEWRA R R PRI BB b DL WR 18 L 2% B &7 6 ) DY SR PR Bl & v s
Bt A7 e FEbE =) B IR G

[o181] W LLAF¥R97 PR A / Bedas il i 21 8% 195 FORH DT e (1 58 3 P X0 1y s 48] 6
B EART AN, e IL-2(AFEEA IL-11( “ril2”) M4 45 1L-2) . IL-10,
IL-12 F1 TL-18 5905, b+ 405 o 2a.FH0F a -2b.F#5F a nl . FHFE a n3.+
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73 B-Ta MIFPLER v —Ib ;M1 G-CSF JRIEMR s T IREEE T IRESATAEY s — F AL =R 2%
J% HEMOXIN™ (NTPRISAN™ ; 23 W25 [H & 4] 5 5, 800, 819) ;Gardos M IEFREHLF, L 75 25 MeFll
= I RREAT A s R s B A C I 5 B AR Y BE 40 Hemospan™ 2%, Hemospan™
PS (Sangart) »

[o182]  m] LLIE ik AH [ [ BA () Py it P e 422 ] I 4 It v A 25 it FH A % BRI AL &
W), BRI 25 bR I R AL B A S AR A AR BT 25 RN A s MR
X HRE 2 1 PR SRR 2 T FH A AT ()3 A PR ke T s MR R A B (9 dn, G2 45 mT DL 1 R
MHMASIEHE N MR 2 BT ) FUERTT BFIR M . AR BHEEHE 40 & P ) — P FH i
e O 58 3 PEAR TR BRk 20 1) 34 15 A A AT B B B RN 2 2401 2 WL, i
Physicians’ Desk Reference, 1755-1760 ( & 60 Jiiz, 2006) »

[0183]  7E—sijli 7 &=, 28 eI LI 1 240 1000mg. 244 5 24 500mg. £ 10 £ 4
350mg. B &Y 50 24 200mg ) B/ RK— IR BURF R IR IE I FR Kk Y BIOR N A . B8 —iE
I PRy LA FH e B T o FH ) R AR G S0 B ) 40 IS 2R 9 1) 7 P o B
DL R AR R B4 A48 (4 6 A R0 [) B it FH 22 R0 3 TR A R I e T R =

[0184] G A< B R AL BT i 10 19, AR B IGBLRERES YR TT AN/ BRTIRS 5 R I AE O
(R 3 BAS R (R R 77 5 Pl B F 7 VA4S, (HANFR T AR AR A7 0T &R
JPVE W A T IR S B 7 o AT LA 5 HL AR S R E R A2 a0 R AR R ek
A2 5, n) B T A R IR A5 ) B L ETE TR LA o

[0185] 4.4 fAMITIE

[0186]  FEIELLSLH 77 S, B A ISR AR Iy s IR A i 2 R . RETIE
A4 it FH — B IS TR) AR P 51 AR Je 4 ok (BRI, Ak ) — Beiny ), B R iz se i H o 16
INTPAE RT3 R — P a2 Bhoy7 i J (B, ko B AL — Rl P v R EIE A, R/ B
HCGEIRIT I DA

[o187] PRIk, 7E—Sit /7 &b, Ak B ER A Ak & 7 DU 22 75 R I 28, BLER SR 57y
oS AaE H i, 5B 2 — 5 8 58 LB 10 o 406 PR VA SR/ G N 25 25 A A 4
T A o PR, oy — Sy B, LA EL SRt FH I i R G IR 22 A B i A R Bl 4
BRI A 755 —SLi T 2rp, AR B AE A G DLUSE Z AR PR IR ECR I a3
A [F] N e FH 58— 3 M i o0 1) A 3 P I 0 2t ) o R o) B

[0188]  FE—SEjti /7 &P, AR AR UEALE W LAZ) 0. Img/ K22 500mg/ KI5 &R H
e FH I it P = BP0 &, AR E bk — B A . FE e S e BRI ST LA S Ing
£ 21300mg. ] 0. Img £ 150mg. %] Img £ 2] 200mg. %] 10mg £ 2] 100mg. %] 0. Img 52 50mg
2] Img 22 50mg. 2y 10mg 222 50mg.£J 20mg 2 30mg.BLZ) 1mg 224 20mg, & H 1k,
[0189]  7E—SKJii /7 S, 72 VY 2 /SRR A S 1R], A< B4R AL Ak & R0 o5 0% P i o0 A
VR P 1 7628 —iE MR 3 /T 30 22 60 438, Jli A & BHER HE b &)« 765 — ST
L 1EZ) 90 73 PRI P, AR WHR A AL S RN S I PR Ry IR AL e K
BRE R -

[0190]  TEH, [n] R il A BKSVB T SR AR MV R B 2 | 2240 24 MG, FIEH N4 2
22y 16 M, L2 HEE ALY 24 =AEH.

[o191] 4.5 29 WA
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[0192] 25 G4 n] FH T+l & M7 ) 5 — BRI B o AU ISR AR I 25 W 40 & P AR 2L 4,
TA R IR G, B 25 TR I B SRR S AR R R AR L A BT 2 . 24
WALE PRI AT LAk — A0 —Fh sl 2 PR o

[0193] AR BHER AL I 25 20 & W AR B3 v DAASHE—Fh el 22 M e s MR 4y o 76 BT
4.3 TR AT T AR I S B T R A3 1 SE A

[0194] AR B IR A — S0 50 20 T R R (@ s s R BRIE L DR EE S ) B
W st CHIU RS K N A UL BB P ) il (9 G B 57 sl e AR R RI5R) ) 2
B B Bt 22 i o T A S (HANBR T < 3R s 3 8 5 s e, Bl an st e S B B R
B BER) SHEBER SBER o BN AR SRR RS (I, SR E AN ) s
FREFF) 538 T R BSORS e FH 2 2 8 R AR TR 28, A0 BV RV (B 7K Pk B A 7K VR A BV R
ZRAL T Y FL) BRI AL K AR FLF ) VGRS FBSR) 53f T E  o i 2 28 T AR Y
T8 T Ry 0 it P 1R AR 55 L e AR AR U5 5 R0 mT DA B A 2 LR IE T B W A it A 22 A 1)
AR B R e B A (0 b AR B E SR TR [T 44 )

[0195]  FAIZYFRIZE st TR RN S BOR AR L A aa i o2 o 91, FH T S I 38T 58 R 3R 284 B
AL ) —F Bl 2 Bl I B I B OK T TR R T R R B 5 i . SR LI,
B W &R B B TG D T TR A R B IR B 5 i e X T A
AR N 0 5 He A AR S B R 5 AR TR B4Rz 1k AN ] ()38 26 77 1 B8 H e T 12 2 1 2 LT
Z: W, 441 Remington’ s Pharmaceutical Sciences, %% 18 hiit,Mack Publishing, Easton
PA (1990) .

[o196]  fE—SEjti )7 b, i 5 AGH B A — M e 2 R . A& RRTER 2 25
SEUSECARN T CAN, AR R B AL T Al O R i AR BR ) P S 4o R R IR ) 2 15
THB N AW A YR B Bk T AU AR BT & RN 16 22 Al R 3R, OB R AHAN R T 412511
Rt 22 AR 1) 77 3K i, EYIRGRI B L G 50 AT A ANTE TR B 4R B e A A R
) o R 7 WA T T PR 3 - e At T B T3 28 PRy L AR Ml 2 o A8 0, R S 8 4 ) 0 i ]
TR RLE TR, L anFLBE, B B EE T /KN R o AR5 AR i Bl i R0 P i e ) o T
RAERINIR . PRI, AR B3R AL R 2 A SRR B A S AR > (R 13E ) F
BRI SR B R . AR BAAS A RIS “ e FLNE” FRILBEAAEN & (W RARIE ) A
AE CLSE BT b B0 M R 73 ) P s 2

[0197]  JEFLBH A & Wyl LLALHE A 405 20 S0 1 I TR 371, 3% 26 R T8 571) 4710 7E 491 2 56 [ 24 g
(USP) 25-NF20 (2002) . 3%, TCFLIE AL G Y0056 24 7 AR 28 1) B2y~ ] 4532 18 3 P A
Sy R/ R FE T R AR ST ZE T, SRR B R MR I AT HE R
TRORI A JE K3 T T PR

[0198] A WIIAHR L5 A TG MR o LK 25 2SRRI 2L, IR A 7K Al e i B a4k & 4
R R AAE . 0, IR (45040 5%) & 25 s 1 iz B 52 B AR b — RS auh A B Ak A7 1 7
2, DL 2 R AE , 2 o) 570 Bt 1 18] B R B BlAs g e 23 0L, 491140 Jens T. Carstensen, Drug
Stability:Principles&Practice, % 2 i, Marcel Dekker, NY, NY, 1995, % 379-80 Ti ., 5K
Br b, K RIS 264k 59 0 o TRIIG, ZKORE USRI IR 7 mT Rl 6%, BRI R 78 57 20 ) ol
2 0 TR WA S IE SRS FH S0 IR, G 2 I B KA/ B

[0199] W] RAAE I G /K 8K 73 25 AR B Rl 0 I AEAR K 73 BTG B2 45 A1 i & T K 25 ) A
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EYFIFIAL . SRS AE T % BN/ 0 A B TR ST M B A K SR/ SRS
B FLBERNEL A i B (1) 22 D — B Ve R 23 B 259 206 A B e A2 TE K Y

[0200]  TG/K A G4 N 21 AR EF L TE K MR I 7 =R il 2 R ko BRI, 7 — S 7
S AT OB 1k R B T K IR SR AL TR K 2L A4 I T K AT HE A 3 7] R
FR A o A IE IR I SE) ARG, (HANBR T 2B 1§ SR B SR B A (BN
T B AR A A

[0201]  IHRAEELE A — Fhak 2 Fhoa] BRAR TS M 23 o il R AL A I 29 ) AL A ) RN 5
B PRI A LEA R BT “RRoe /17, AL, (BT HUs ), WbtdR g  pH 2%
R SRR ST

[0202] 4k JE 551 (1% FH B R0 IS, 5700 284 m i ek s 43 14 P 0 AR 238 ] AR A1 22 ol AT 22 T 0%
Bk E &, B, HART B EANSRE. £ LEFEP FEAEETEN
0. 10 2y 500mg AR BHEEE AL G W 16— St 7 &b, IS & & N4 0. 1.1.2.5
7.5.10.12.5.15.17. 5.20.25.50 100, 150,200+ 250 300+ 350400450 5% 500mg ] A % B
PRI E D .

[0203] 7R H-E szl 7 S, AL &S BN 1 24 1000mg. 25 5 24 500mg. 27 10 £
350mg B2 50 24 200mg [ i LAY . 28R, B IR MEIEGR B B AR g B T i
(7 F AR B A7 sl i 008 SO IE LS AS R B SR AL (104 & 4 R [R) 1 e P 2 11
L) o —FE I & .

[0204]  4.5.1 LIHRFIHY

[0205] 3 T 1 Rt FH 0 254 406 0 nT DA e o SRR 28, b, ABANPR T v 571 (il
W) 3 R BB AR (A YRR ) o XA IR B IS B IR 1 Y,
A DL AU AR 5223 RN 245 7730 i) % o 18 2 0L Remington’ s Pharmaceutical
Sciences, & 18 iit, Mack Publishing, Easton PA(1990) .

[0206] A% BHERAM ¥ R 2 A2 AR 7 MU 25 R A, 38 ok v M e 2 5 22 /0 — it 2 571)
BN A5 19 AR HAEE i A 0 500 % X B3R AT R A 2 A X i, &+ 0
BB AR BRI L R T A B (HANBR T 27K & S i S T S R AL B S 371 i
5. A TR CIRFIES 0 WoR R 7 R 5] ) IR TR I S 9] L 4 HAS
BT s8R B Ak T 4 25 R R 591 ks 3 I T ) R R

[0207] 7Sy Sy, VRGBSR, 7RI 2e1f i T, A8 I B AR ). 755
— S5 S, AT LICR F PR UE R K P B AE K MR AR SR A ). IR AR 50 R AT DUIE T ]
W27 ok & . T, 29 ALE Y RN R Tk 1) R 5 IR IR v T 2y S T AR
AR AN R T AR AR B 3 LA AT TR AR 2 1, SRS, W b B2, W BT =40 1 i 4
HTR .

[0208] 541, W] DAJE i s il SRS o)k ol 46 3o s il ml DA I < 76 38 B LS Hh e ) 2
B sl A B3 E 2 QR AR SR, FF HL T3 M 5 R IR A ke il 4 o B A mT
T I AE TS B M LAS R FH P T AR RR R RN (R R AL A V) TR S R BER

[0200] W] DLAT T4 s BH Bk (1) 11 R 70 28 (% TR TR 70 %) SE 9 A 4, (EANBR T R &) JE 7S
T A FEFRIFIE T ) o 18 FH T 294 G ARG B BRG A R s, (HABR T oKk R
TEN BRI E TN B AR TG by Jise L 4 Bz 1T e ¥ 8 PR N v R IR L L PR R 2R
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RVUBTE RS JROREE AT AE 28 R AT AR (B0 SRR AT Y 32 BE PR T Y 3%V J TR AL 2T 4 224
P ILAYE R ) IR SAREs B | IR AT 4 2= PO Ve K RN SE IR ET R R ()
Nos. 2208.2906.2910) il dh 4T 4 3% K IR A ) o

[0210] ot 2T 4 32 193 BB B8, AR T 4F iy AVICEL-PH-101, AVICEL-PH-103,
AVICEL RC-581. AVICEL-PH-105 ( T FMC Corporation, American Viscose Division,
Avicel Sales,Marcus Hook, PA) &4 o HiR &40, HARRIAG & F&/E A AVICEL
RC-581 A5 (KI5 dh £ 4E 3= FUR P ILLTYE R TR G« A 18 1) e /K B 7K 23 IR 570 5
FIELHE AVICEL-PH-103™ MIEH; 1500LM,

[0211] 35 F T A R ISR AL I 25 ) 40 W) R0 50 2R R R 78 700 S0 65 RSP T <9
BRIR A (A5 G RURE BORY A ) Bt 2T 4R 21 R R T E 3R T BB 45 S L sl - H R T ek
M2 WL AL SE R PO vk S IR B A — S5 Z T, 29 S ORGSR B A
FUEH 5 29MA GV EGIILRIZ) 50 £ 25 99 H & %,

[0212] 5 Tid 204 rb A A ) DA (3t =2 i T /RORH P58 I O A6 i AR ) Pl 03 K
% J AR SRR P 700 AT BE 2 A Al A7 IR e i A 25 DA/ S A1) ) 750 e A 2 DU B8 A AR e
LEHI B HIAAT T R A AR o BRI, T AAsE A A A% 8 PR 98 AR H T B ] 4 1 BRGRI Y, Pk B
ARZ WA KD, LLAE T A AN TE M o BRI T A At ) ) e AR AR it ) g 2%
R EAL, I P HASURE AR N A B S i . £ SET 29, 29WH G EREL 0.5 2
2 15 & % IHfER], 802y 1 249 5 Ea % I3

[0213] W] LLHI T 24 W) A& W0 R0 500 200 ) it b n) A0 (BANBR T - Bl — B0 M 3R TR R
PG I £T 4 2R ATHCR P 2T 4 2000 AT SR YE A 28 SO SL AR L TE R R SR | R e R B
REVERy ek T vk e vE kL e R R A YR W IR ARG
.

[0214] W] LLHI T 254 20 & W) A0 550 L R0 1 0 A0 6% AHAS PR T A R R4S i R IR B8 ™)
MBSO H L AL H R VR R T T R R T b A IR v
VSN A v =7/ b I QI P S8 o N i N 2T Nl 7 I NI 7 N TSR I 77 2 2N
IR MR HEERR L8 B iR MR A Y LB R AR, B4 syloid fER (AEROSTL200,
I W. R. Grace Co. of Baltimore, MD 4% ) « & — S ALK &% [ <, 2257 ( H Degussa Co. of
Piano, TX 45 ).CAB—0-S1L ( f1 Cabot Co. of Boston, MA 44 )i — AP~y ) AL
REY . AR WA LB T HAB N 25940 S sl BY ) 2 1 =8 % 12
[0215] {5 — S 75 22, [ A4 11 R0 28 A, 6 A S B ASE AR A 5 40 JC /K LR (Tl 41 4
I ORI B A RIR R e K — A AT B AR

[0216]  4.5.2 FREF|M

[0217] 2 W4 AR A0 1 A 70 P DAL i A S R AR N 53 28 e 1 45 R 7 =X o i 3 a6
BEE M S AHE, AT AR 2136 [ L A R R IR LR A 5 3, 845, 770,
3,916,899.3,536,809.3,598, 123 F1 4,008, 719.5, 674, 533.5, 059, 595.5, 591, 767
5, 120, 548.5, 073, 5435, 639, 4765, 354, 556 Kl 5, 733, 566, FT 4 & & F ¥ 44 8 i 5] H
HANARIC o EFERIFIAL AT 3R — b s 22 Bl 1 pi 70 1 G RE Blfaoke , LA 491 fun i T 2
PEELYE R e RS EE BR BIER B IERG 2 200 IR Bk ek el L2
B RARAEA] AR LA ] SR TECRFIE o AN U T8 AR N 57 28 SR R IR S 45R 1hi 77) , E A
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AR (RIS L8, AT 25 B e P A e B AR A R ME R o SRAT HH o A6 — S0t 77 Sy, 33 1 1
JRTit FH PRy B — B R 2R, B AN EAN PR T 08 A T R I o) I3 IR B2 EE (gelcaps) A
Fh.

[0218]  7E—SKJili 75 2, #5RE 240 7 il o3 2 ) )T 28 LA T LR R 2 D i 3Rk A5
(97 R0 AE T3 — ST S b, AE25Mia T vh AL 2R SR IR R R, REA 1 B A 1R I 1) P
8 /D 259 K6 B R AE o 208 w50 D0 s B 458 S 245 v 12k oA it FH A % L R 4
R N P o Ty A1, Fa R SRR A T 5 o A e TR) B R 1, Bl i 25 7K P AT RT B
s EIER (BHnARIER ) Bk,

[0219] £ 55— 5Kt 77 S, PR FRIRE B vt Seame W IS RE DRl 7 A S B YR T AR I —
SEENZY) (TR ) 5 S8 5 BRI SR & 25, DATE JE KRN TR) B P 4 R aX e
TBIT BT E 7K o 28— ST =, 1 AR AR S 4ERFIZ R E 2 I KR, 2590 m] LUK
B AU BCHE AR A1 254 5 16 B AR R PRI 5 M s 3 I R T LG T 5 el 4 ke il
B AFE, HARRT pHREE B K B AR A B 54 -

[0220] 4.5.3 BgshH

[0221]1 B AR ] DU I %5 Flog Ao 2 83, s, (HARR T B2 T Fik (fFE
HEVE ) WA WIS N o A5 ST 2, B R B B FH SR T 28 3 RS R K AR
B 41, BRI, 7R3 28 S 77 22, B W 0 B e B I B B8 1 i 48 AR AT A KR 1
B W SR8 5 SEGA S AHANBR T 33 5 SV TR BGRT TET 255 BT 252 1 I
TEFRIA B it 5 FH R IR o

[0222]  m] H T4t 1 i A1 550 2 1K) 0 28 A2 A BB N B3 22 RS o SEAG A, (HAN PR
T USP JE S K /K R4, B AnABAS PR T« SO S V8 MR DR 55T VR, ] 26 M ST VAR
T 2B R SR B SRR LR MR AR PO SRR s K TRV I Bk, EL BN IR T O R &
B NI I 5 LA R AR KRR, L AnEANBR T« T OK I AFF i AR 2R 3 2 BRI TR &
P PR S5 PR e TR BB R R PP R S o

[0223] AR BH A T I iy — BBl 2 Bl ok 1 o S A R A A 0t nT LU 21 i 41511
b, o, BRRIRS A AT AT DR R R A R BRI AL S s iR . 2 0L, 1l tn S
LR 5 5, 134, 127, ¥ i@k 5| HIF AL,

[0224]  4.5.4 JEEBAORS fE Y

[0225] A Jx BH B2 1k 1 S 505 R ORS IS 5] 20 A 5, EAS B T & 5550 A0 25 ) R FL
T\ BV VR T IR R B IR R, B AR N R e e S0, #
Remington ' s Pharmaceutical Sciences, %% 16 A1 18 i, Mack Publishing, Easton
PA(1980&1990) ; F1 Introduction to Pharmaceutical Dosage Forms, % 4 kg,
Lea&Febiger, Philadelphia (1985) . & FH 11077 11 Bk R 2H 280 57 280 m] DA o) ik 11 25 %
1 BT o

[0226] W] FH T~ F2AR AN S BH 1) Jmy 38 RHORS B30 284 1) & sl R 55 (o) dn g R A s e ) ) Je L
BB 24 U R BN 53T A R, FEER T 45 8 5 A5 W) s B it FH 1 HL AR 2
2, B3y &, WEAI B, HART oK NE OB O 21 A 81, 3- T 1,
VA 5258 TR v TR T A T S TR R A 0 e I LR ) DU BT B IR N 24 2 B mT 852 I
R LR BB o ] CLn) 25 206 AR 2R A I N BEVRR BAR R T o IRAE L R
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Oy W SE S ARSI A ST« 2 0L, 10 Remington’ s Pharmaceutical Sciences, 3 16 Fll
18 fiit, Mack Publishing, Easton PA(1980&1990) .

[0227] W] DL 290405 sl 1) pH SRS — Pl 22 B o e 20 i3 06 o 2RI,
AT CLUR R R Ak M S B R Bl ) R g I o R LK AL L bl R R A
NZA AW BGAEL T, DA —Pral 2 Fiod Mk 7 B 28K PR BER P, NI g it o 75
L S 7 FE A, Bl R 15 AT LAE R iR 1) T B A8 A Sk LA TR B0 T R DA A AE Ry
186 TR Y R BB B B R o 7RI ST T S D, 3R] RIS RV MR R 1 R VR VAT
(RS RVR LR St e AR VR & | N EAE R 7 TR Y i

[0228] 4.6 EFIE

[0229] 7St 7 &b, R I BIIE ik A (7] AR i FH 1 4 K A I B AR 03 A i 4 it FH 42 2
o BT TT S, SRR, HRT R O A Il B VS TR T 2 R

[0230]  7E—SEjiJy &, WoR e A A K B AL A SR L. R LU — P
FEILE G Y Ee i R R 2R(Genasense™) 25 €+ G-CSF GM-CSF. EPO IR HE i
R EE K7 R AR AT TEN COX—2 FHI5R « /i ml Ik BRI v & Hi KA L L2, 1L,
IL18\ Ara—C. KEHNE e 4E A TR 13 Mo — A5 PR sl L 25 20 A% 5 AR AR sl fir A2 40 sl 4
Hro PR ETEMER S A HE, (AR T AR B A FF LS (200, fn 4. 375 ) .
[0231]  7E—5SZjiti 77 S, W& ] Lk — 20048 Rt FH T iR v ME 73 I B . XA
B I SRS, (HANPR T R A% A W RN

[0232] A& ] AR — 0 GG (R Al 1 40 M sl v, LA A fig FH T i FH — P sl 22 iy 1 e
Gy 2 ERT RS2 IR BRI, SN P R 43 DL 00 R A e FH T i P R AT
AR, IR AR & T AT A 18 280 M (1) 85 ) 25 2%, L rp B ads o 14 i o0 wI s LU JG
T T B Wbt FH B JE R R e R . 295 BTS2 B PR 1K SE A L (HANBR T < USP
S FHIK K PR BAR, LE AN BR T« U B S 8 AR Py SR 80 2 e S AL 1 2 A
SO AN R ST 8 R L RS EQYE N VR s A VRS I U, L UHE AR T« OB 3R & BRI 2R
P s DL AE KR P, BE AN FR T« TR AR RE R AR 2 3 PRI TR SR TR
5t IR S TAT T R 2 FR IR R i

[0233] 5. SEJf

[0234] @ T IR Al PR A SE A > [ iR A BH ) — S8 S T %R

[0235] 5.1 3—-(5— I —4- FAC —4H- M mbk —3— J£ ) — WRIE -2, 6— i

[0236]
b
oa
=/ 'C):’D

[0237] JDIR 1 o8 2- EFE -6- ALK AR (10. 75g, 71. Immol) F1 CDI (10. 75g, 66. 3mmo1)
E LN (150mL) T RE WA EWR T, Bide L/ &\ A 3- &% - Uk
WE -2, 6— M £hE& (10. 75g, 65. 3mmol) FIFKIRE N (8. 0g, 95mmol) , 7E 50°C K IN#HGZIR A
V) 18 /NI o LTIV H 22 20, i 9k, A 2F (50mL) /K (2X50mL)  FFEE (50mL) FH
LR L BE (50mL) PEV, 19 3 5 B A AR 2- 2058 -N-(2, 6- 50 - WkiE -3- 5% ) —6-
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B R (9. 89g, 773 58%) 'H NMR (DMSO-d,) & 1.98-2. 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, J=7Hz,
1H, Ar), 6. 50 (d, J=7Hz, 1H, Ar), 6. 94 (t; J=THz, 1H, Ar), 8. 59 (d, J=8Hz, 1H, NH), 10. 90 (s, 1H
,NH) ;°C NMR (DMSO-dy) & 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,
[0238] 20 B 2. 4 2- & K& N-(2,6- = A AL - Wk WE -3- 2 ) -6- B3k R OB i
(0. 60g, 2. 2mmo1) . it F 1% = A S (3mL, 26. 8mmol) F%f — FH2KHEES (0. 060g) &4 (20mL)
AR O AR 30 /NI BZIR S WA IR SR FHZRAWT, I K (75mL) 1
Bk (20mL) , HIEFEAF RIMTR G 2 /NI o ri‘/)?\%:/%m FHH K FIEE (% 50mL) Pe¥k, 153
A E KRR 3-(5- FFEE —4- S AL —4H- MEmeipk -3 %L ) - WRIE -2, 6- —fi (0. 28g, FEF
47%) :HPLC:Waters Symmetry C, 51 m,3.9X 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, 61, CH2, CH,, CHH) , 5. 42 (brs, 1H, NCH), 7. 32(d, J=7Hz, LH, Ar), 7. 52 (d, y=8Hz, 1H, Ar), 7
.69 (t, J=8Hz, 1H, Ar), 8. 30 (s, 1H, CH), 11. 12 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 22. 35, 22. 6
2, 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, ;N0 [¥] FH 8 {l :C, 61. 99;H, 4. 83N, 15. 49, Sz | {1
C,61.67;H,4.40;N, 15. 41,
[0239] 5.2 3-(2,5— —FHL —4- 4 AT —4H- MMk —3— L ) — WRIE —2, 6— i

[0240]
00y
SN
=0
-

[0241] ¥ 2- 2 -N-(2, 6- —5AX - WRIE -3- 2 ) —6- FHE K FEEZ (1. 00g, 3. 8mmo1)
MR &1 = £ B (0.9mL, 4. 9mmol) 7 DMF (10mL) "1 BB A B 1 /I ¥R &
M HI R . BT NN Celite (40mL) , 78 LA N 28557 4 4R 3 4 7F SIM
b, A TSCO PR ek 5 € 1% (Fﬂs‘?, CH;0H/CH,C1,) #iifk, 13 3 2 ¥ 13 € [ 7R 1) 3-(2, 5- —
A3 —4- S A —4H- s gk —3— 2L ) - WR g -2, 6— — fi] (0. 46g, 7° % 43%) :HPLC:Waters
Symmetry Cy, 51 m, 3.9 X 150mm, lmL/mln, 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. 6
0 (s, 3H, CH,), 2. 69 (s, 3H, CH,), 2. 78-2. 85 (m, 1H, CHH) , 5. 19 (dd, J=6, 11Hz, 1H, NCH), 7.
25(d, J=8Hz, 1H, Ar), 7. 43(d, J=8Hz, 1H, Ar), 7. 64 (t, J=8Hz, IH, Ar), 10. 99 (s, 1H, NH) ;
BC 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,+1H,0 (1] ¥ it 1 :
C,59.26;H,5.68;N, 13.66. SZMIME :C, 59. 26;H, 5. 68;N, 13. 66,

[0242] 5.3 3S-3-(2,5— — FJE —4- 55 AC —4H- Wermenbk —3— & ) — WRIE -2, 6= i

[0243]
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o 0 “f
N.%{*;KZH

[0244] LR 1 .94 2,5- — P JE - 6 9F [d][1, 3] MEE —4- i (7. 4g, 42mmol) \4S—4— 4,
B —A- F WL - TERBUT S (H-Glu (OtBu) -NH,) (10. Og, 42mmo1) \BKME (6. 3g, 92mmol) Fl
TERERR — 251G (13. 2mL, 50mmol) 7E ZJE (100mL) A TE DL FE AR AL 21 /N o K i
RBEWAENIE 30°C. FHZIREWHFIMAIK (100mL) F1C ke (100mL) , B3 =2 . 7> UK
I, FH Z & ke (2X100ml) ZHL BETH K= MAIZE. FZEB T I Celite (2
) . FEANBREER. KEAE T SIM A, B 1SCO A2 M (REKE, CH,CN/CH,CL,, £F 20
SIEPN N 0% B2 22 50%) 4k, 793 8 A AR 45-4- 2 PELEE —4- (2, 5- Z % —4- 4
£ —4H- Wik —3- 25 ) - TERBUT WE (12. 9g, =4 86%) . ¥ ~WH T F—FmLiwilt—
A

[0245] U 2 .# 4S-4- G P EESE —4- (2, 5 FI3L —4- FAC —4H- ek -3- 55 ) TR
SUT WG (8. 7g, 24mmol) FHCI 7EME (60mL, 2N, 120mmol) H &V M AE =l Bk 2 Ko
EEA FRRZEEH . HBE (50mL) HErERIA 1NN, o8 BIF, B (20mL) V¥, 1323
A, EFEE (50mL) A fipE AR . SRR, 5 B, 198 2 A EE R
45-4- 2 P IE —4- (2, 5— P 5L —4- A —4H- MMtk —3—- 5 ) - TR (7. 0g, 728 96%)
Wiz AT T moi R PAifl

[0246]  JDIE 3 :7E —40°C T, AEHESIE @uL/ 4380 ), [ 4S-4- = FELE -4-(2,5- —F
Bk —4- AR —4H- Wbk —3- 25 ) - TR (7. 2g, 24mmol) 7E AU (250mL) H AR R P
FEMA AR S (Tml, 96mmo1) » 10 4387 5, 48 HyE S 22 (2mL/min) kg (7. 7ml, 96mmol)
MAZNZIRAEY T o 76 -40°C R, ARG 5 /Do MHZIRED T, IAIK (20mL) o 7E 5
SN I B RRER SN (LRI, 100mL) IIANENZIR AW . 7610 8h 2 5, Bz 5
BN 0°CrIaH, FFOREE 30 7380 o 73 BSAWLZ , FRAE LA TS, 1920 3 (a4 o o [ 14 5 5
— A IKIZIRE B Z BRI 10 7380 i i Z BRI /K (50mL) JBRIR AN (ML,
50mL) AZK (2X50mL) Peigk, 1528 A G E. BEEE T 48 (150mL) H, A Celite (3
KAL) o EREAFPEREEN B K5 AL =4 SIMh, ] ISCO #:Z#1 (fEK, CHCN/
CH,Cl,, » 7E 15 4387 P9 M 0% B & 22 50%) 2itb &4~ SIM, 18 31 2 At [ AR 1 35-3-(2, 5- —
R 3L —4— 480X —4H— W R bk —3— 55 ) - DR IE -2, 6— Ml (2. 92g, 7= % 43%) :HPLC:Waters
Symmetry C, 51 m, 3.9X 150mm, ImL/min, 240nm, 20/80CH,CN/0. 1%H,PO,, 4. 50min (99. 8%) ;
F M HPLC:ChiralPak AD ImL/min, 240nm, 50/50iPrOH/ © %% , 12.62(99. 93%) (S— 5 #4
), 18.58(0. 07%) (R- FHI1K ) 99. 86%ee :mp:241-243°C ;'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, J=6, 11Hz, 1H, NCH), 7. 25 (d, J=8Hz, 1H, Ar), 7. 43 (d, J=8Hz, 1H, Ar), 7. 64 (t, J=8Hz
, 1H, Ar), 10. 99 (s, 1H, NH) ;°C NMR (DMSO-dg) & 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 [KIFHISAE C, 61. 22;H, 5. 48;N, 14. 28 H,0, 3. 06, S :C, 60. 98;H, 5. 54;N
, 14. 21;H,0, 2. 89,
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[0247] 5.4 3R-3-(2,5— —FHL 4 54 —4H- Wsmebk -3 3 ) — WRIE -2, 6— —fifi

[0248]
A0 '
[ A T '

[0249] DB 1 .% 2,5- — I JL - 25 JF [d][1, 3] M mE —4- @i (7. 8g, 45mmol) .2R-2— 24
B-A-F PEEE - T AT BE (9g, 45mmol) | BE M (3. 6g, 53mmol) 1V #E B2 = 2K g
(17mL, 65mmo1) 7E £ JfF (100mL) Hr i) B 7% VB FE A B 21 /N xR G E1 &
30°C. MIZIREW P IAK (100mL) Fl & F4E (200mL) « FH S H%E (200mL) ZEUKE .
FBRBREE (ML, 100mL) PedBEHKANZ . MZANZETMA Celite 2 77 ) . 1
AR BT B A5 A 42 = SIM 1, ] TSCO #1E#r (FEJIZ, CH,CN/CH,CL,, 7E 20
BRI 0% R FE 22 50%) AfiAb B SIM, 7921 52 ([l AR 1K) AR-4- 2 FlEIE —2- (2, 5- =
B 4= AR A MM -3- 05 ) - TERAUT s (3. 4g, /73 21%) o HZYH T F—2m
T — A,

[0250] DU 2 % AR-4- G FFEESE —4- (2, 5 —FI3E —4- FAC —4H- ek -3- 355 ) TR
AT HE (3. 4g,9. 4mmol) F1 HCL 7ERE (50mL, 2N, 100mmol) R EVF IR AE T, Bid: 4 Ko
EEAPREEER. mEAT AN FE (30mL) . FRIEES FREERR. HEAE R
e (30mL) T HFE . I IEZETEI, I H & Pt (20ml) PEV, 19 31 5 2 (Al 4 1)
AR-4- Z MW dk —2- (2, 5 AL —4— 54X —4H- MEMEIbE —3- 25 ) - TR (2. 6g, /"3 91%) »
Bz TN — 2 m e g — Ak

[0251] 20BR 3:7E —40°C N, A ES & L/ 4380 ), [ 4R-4- & I EEHE —2-(2,5- —
A2 —4- AR —4H- W bk —3- 2% ) - TR (3. 2g, 1lmmol) 7E — &0 A ¢ (130mL) 7 (1) &
TF P PRE N EBR BE S (3. ImL, 43mmol) o 7E 10 438 2 &, A i 97 48 (2mL/min)
AMERE (3.5mL, 43mmol) o FFAE —40°C R, BF X IR AW 4 DI WIZIRE D A K
(20mL) o 7E b Z3Bh 2 Ja, ¥R & (AT, 140mL) A ZNZIREY T . 76 10 7382
JG BZIR G 0CH A, JFORFE 30 0 8h. EEAHPRIHENER. SIEZEF
W, K (50mL) Pedk, 19 2038 O [ 4. Ff [ R T FEE (150mL) 1, A Celite (2
Aol ) o FEEAS T BRZVE . B ] A5 AT AR S SIM A, H TSCO 41 E A (T fiE, CHLON/
CH,CL,, 7E 15 4381 P9 A\ 0% f A2 22 50%) 4k B4~ SIM, 153 & [ & [ A 1 3R-3-(2, 5- —
R —4— S AL —4H- W M bk —3— JE) - DR IE -2, 6— Wi (1. 4g, 77 % 46%) :HPLC:Waters
Symmetry C, 51m, 3. 9X 150mm, ImL/min, 240nm, 25/75CH,CN/0. 1%H,P0,, 2. 75min (99. 3%) ;
F M HPLC :ChiralPak AD 1mL/min, 240nm, 50/50iPrOH/ T 4% , 6. 23 (4. 22%) (S— 5 #4
), 8.23(95. 38%) (R— SEA1E ), 91. 53%ee;mp:280°C ( 43i# ) ;'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, 11,
CHH), 5. 19 (dd, J=6, 11Hz, 1H, NCH), 7. 25 (d, J=8Hz, 1H, Ar), 7. 43 (d, J=8Hz, 1H, Ar), 7. 64 (t,
J=8Hz, 1H, Ar), 10. 99 (s, 1H, NH) ;"*C NMR (DMSO-d,) § 20. 82, 22. 43, 23. 32, 30. 55, 56. 33, 11
8.69, 124. 73, 128. 82, 133. 72, 139. 82, 148. 34, 154. 58, 161. 03, 169. 61, 172. 60 ; LCMS : MH=2
86; C,;H,N,0,+0. 35H,0 (3 i{l :C, 61. 78;:H, 5. 43;N, 14. 41;H,0, 2. 16, SZill{E :C, 61. 82;H,
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5.08;N, 14. 32;H,0, 2. 17,
[0252] 5.5 3—(2- ¥ HE -5 PIHL —4— AT —4H- Msmaabk —3— 3£ ) — WRIE —2, 6—
[0253]

N
N=(

OH
[0254] ¥ 2- 2L -N-(2, 6- 4R - WRIE —3- 2% ) —6- IR FWEfZ (1. 00g, 3. 8mmol)
CDI (0. 62¢g, 3. 8mmol) A1 DMAP (0. 10g, 0. 82mmol) 7FE £ JF (12mL) H [ % W AE WO 40 T
150°C Rk 10 43%P. I8 ZEVER, I O (2X20mL) (7K (2X 20mL) « HC1 (1N, 25mL)
/K (25mL) « FEE (2X20mL) I Z B2 ZfE (2X20mL) ik, 19 3 2 38 (3 O & 1K 1 3-(2- 72
Hk -5 M3k —4— %AR —4H- ME bk —3— 2k ) — WRIE -2, 6— —fili (0. 89g, /™ Z:81%) :HPLC:Waters
Symmetry Cyg, 51 m, 3. 9X 150mm, ImL/min, 240nm, 25/75CH,CN/0. 1%H,P0,, 5. 72min (99%) ;m
p: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, J=5, 11Hz, 0. 5H, NCH) , 6. 99-7. 08 (m, 2H, Ar), 7. 50—7. 55 (m, 1H, Ar), 10.92(s, 0. 5
H, OH), 11. 42 (s, 0. 5H, NH), 11. 56 (s, 0. 5H, NH) ( 7E 350K M £ [¥) ) ;'°C NMR (DMSO—dy) & 20.
90, 21. 38, , 22. 11, 22. 41, 30. 72, 30. 77, 49. 74, 50. 99, 111. 52, 112. 15, 113. 38, 125. 67, 1
34. 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, ) # i 5 :C, 58. 53;H, 4. 56 ;N, 14. 63, £ W {H -
C,58.40;H, 4. 32;N, 14. 59,
[0255] 5.6 3S-3-(2, 5= — FHE —4- 4540 —4H- Wbk —3— FL ) -3 FIIE — WRIE -2, 6— i

[0256]
o0 ;1
2
=

[0257] ¥ 2,5- —F3E - 269 [d][1, 3] FEmBE —4- i (1. 4g, 8. Immol) .3S-3- & & —3-
FEWRRE -2, 6- “FdB4LEA (1. 8g, 8. lmmol) JBEME (1. 2g, 18mmol) F1VF AEE = 2K HE (2. 6mL,
9. Tmmol) £ ZME (50mL) 7 B VR RAE 65 °C HIME F Bi b, It . Kz & va H
2EWR. MZREEWTMA Celite. fERZTFERZEFHM. FEAE T SIMh, I 1SCO
FEEMT (EERE, CH,CN/CH,CL,, £E 15 43 B PN AN 0% B FE 28 100%) 2lifk, 13 21 2 (1 & [l A 1
3S-3-(2, 5~ — F 2 —4- 4 AR —4H- W e bk —3— 2 ) -3— R LR IE -2, 6- i (220mg, 7~
% 9%) ., HPLC:Waters Symmetry C 51 m, 3.9X150mm, ImL/min, 240nm, 20/80CH,CN/0. 1
%H,PO,, 3. 43min (99. 4%) ;mp: 187-189 ‘C ( 4> fi# ) ;'H NMR (DMSO-dy) 8 1. 90 (s, 3H, CH,), 2. 3
6-2. 42 (m, 1H, CHH), 2. 49-2. 85 (m, 9H, 2CH, 3CHH) , 7. 22(d, J=7Hz, 1H, Ar), 7. 37 (d, J=8Hz,
1H, Ar), 7. 62 (t, J=8Hz, 1H, Ar), 10. 79 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 22. 17, 24. 42, 26. 2
1,28.13,28.95,62.59, 118. 82, 123. 96, 128. 59, 133. 64, 139. 48, 147. 44, 153. 73, 163. 77
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, 171. 45, 173. 10; LCMS :MH=300; C,H,;N,0, [] # i& {4 :C, 64. 20;H, 5. 72;N, 14. 04, £ {4 -
C, 64.08;H, 5. 58;N, 13. 86.

[0258] 5.7 3R=3—(2.5- — AL — 44X —4H- MMk —3— JL ) —3— L — WRIE -2, 6— [
[0259]

O 0
N
N O
NS

[0260] ¥ 2,5—- —HIE - ZK3F [d][1, 3] MEmE —4- i (1. 6g, 9. Ommol) <3R-3- & Jik -3- FH
FEWRIE —2, 6— —HlRALEL (2. 0g, 9. Ommol) (BKME (1. 3g, 20mmol) AN B — 2K Mg (2. 4mL,
9. 0mmol) 7ELMiE (50mL) Hh ¥ EIF AL 65°C T P i HE, A& MIZIB G HI 2=
o MHZIBEW TN Celiteo EREA TR ZEH o FEAE T SIMh, A ISCOAEZHT (fk
JiE 5 CHLCN/CHLC1,, 7E 15 434 Py M 0% 6 FE 25 100%) 44k, 1331 2 164 [l 44 1) 3R-3- (2, 5- —
Bk —4- S —4H- REREbk —3— 2 ) —3— FIJERAE -2, 6— —Hi (90mg, 7~ 3. 4%) » HPLC:Waters
Symmetry Cy, 51 m, 3. 9X 150mm, 1mL/min, 240nm, 15/85CH,CN/0. 1%H,P0,, 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, J=THz, 1H, Ar), 7. 37 (d, J=8Hz, 11, Ar), 7. 62 (t, J=8Hz, LH, Ar), 10. 79 (
s, 1H, NH) ;"°C NMR (DMSO-d,) 8 22. 17, 24. 42, 26. 21, 28. 13, 28. 95, 62. 59, 118. 82, 123. 96, 1
28. 59, 133. 64, 139. 48, 147. 44, 153. 73, 163. 77, 171. 45, 173. 10; LCMS : MH=300 ; C,H,,N,0, [{]
FIRAH :C, 64. 20;H, 5. 72;N, 14. 04, SEI{E :C, 63. 81;H, 5. 69;N, 13. 92,
[0261] 5.8 3—(5— HIAEJE —2- L —4- 44X —4H- W mmbk -3 FL ) — WRIE —2, 6— —fii

[0262] |
- O U (@]
N

[0263]  FEZWELT, W) 2- 20k —6- AR FR (2. 0g, 12mmol) FIBKME (1. 0g, 14mmol) 7F
CNE 2omL) HFREEEYHHFEIMA CBER (1. OmL, 14mmol) » FHiZIR-EWAE =0 N kL
o MAZIRED T 3- 22k - WRAE -2, 6- i #h% (2. 0g, 12mmol) (WKM: (1. 8g, 26mmol)
MY A% 1R — A< 15 (3. 8mL, 14mmol) , FF ANFA[RIGR 22 /N o [ iR -5 9 F I A /K (60mL)
L UE R I K (2X50mL) « L8R L5 (2X50mL) B BR A4 (K AT, 50mL) AT/K
(50mL) ¥E¥:, 15312 HEERR 3- (65— FIAEE —2- T —4- A —4H- bk —3- 55 ) - Uk
g -2, 6— Wi (1.3g, 773 35%) :HPLC:Waters Symmetry C,g, 51 m, 3.9X 150mm, ImL/min, 2
40nm, 15/85CH,CN/0. 1%H,P0,, 3. 37min (99. 4%) ;mp:274-276°C ;'H NMR (DMSO-dg) 6 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, J=8Hz, 1H, Ar), 7. 12(d, J=8Hz, 1H, Ar), 7. 69 (t, J=8Hz, 1H, Ar)
,10.96 (s, 1H,NH) ;"°C NMR (DMSO—d;) & 20. 84, 23. 36, 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,;H,;N,0,+
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1. 6H,0 MIFEISAY :C, 54. 57;H, 5. 56N, 12. 73, SZUMY :C, 54. 19;H1, 5. 42;N, 12. 55,
[0264] 5.9 3—(5— il —2— FIIE —4— 4 4% —AH- Wbk —3— JL ) — WRIE —2, 6— il

[0265]

. mi : H:ﬁ O

N

[0266]  FEZ=WL T, M) 2- 22k —6- AR TR (5. 3g, 34mmol) FHBKM: (2. 8g, 41mmol) 7E L ME
(60mL) T RVES Y BRI Z TS (2. 9mL, 41mmol) o KFIATR S WTE SR T Bk .
IR G I 3— & - WRNE -2, 6- Ml bR (6. 1g, 37Tmmol) \BKM: (5. 1g, 75mmol) FM
TV AR = 50 (10. 6mL, 41mmol) , 3 hn#olii 22 /M. FZIR AP A K (60mL) o &L
U8 1% BV I K (2X50mL)  Z B8 T (2X50mL) FIK (50mL) PE¥, 193 (A Gl 14k,
BHAE R GomL) PR H R EE (30mL) FI/K (30mL) PRk iZ BT, 58 2 A
[ R 3-(5- J —2— A AL —4— A —4H- MMtk —3— %) — DR WE -2, 6- — i (7. 6g, J~
% 78%) :HPLC:Waters Symmetry Cg, 51 m, 3.9 X 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, LH, CHH) , 5. 25 (dd, J=6, 11Hz, 1H, NCH), 7. 26 (ddd, J=0
.6, 8, 11Hz, 1H, Ar), 7. 44 (d, J=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, J.=6Hz), 112. 89 (d, J.=21Hz)
, 122.64(d, J=4Hz), 135. 39 (d, J.,=11Hz), 148. 86, 156. 22, 157. 46, 160. 15 (d, J.,=264H
7), 169. 38, 172. 57; LCMS :MH=290 ;C,H,N;0,F FIEEIE(H :C, 58. 13;H, 4. 18;N, 14. 53;F, 6. 57
S :C, 57. 98;H, 4. 00;N, 14. 45;F, 6. 73,
[0267]  5.10 3—(5— G —2— FJE —4- AL —4H- WEmpnbk —3— 3 ) — WRIE -2, 6= —fifi
[0268]

[0269] FE=Z=JR N, ] 2- &L -6- AR L (2. 3g, 13mmol) FHBEME (1. 1g, 16mmol) 7F 2,
i (25mL) VRSP B I ZBEEL (1. 1mL, 16mmol) » K5 iZIR AW iR F o FE it
o MZIREDT I 3- 22k - WRIE -2, 6- —fiZhi2 (2. 2g, 13mmol) WKM: (2. 0g, 30mmol)
ROV ARG — 2K 15 (4. 2mL, 16mmol) , FFMNFAINAL 22 /N o ZIBE WP A K (60mL) » T
UEIZ BT, I K (2X50mL) « 288 ZWE (2X50mL) /K (50mL) ik, 1331 [ [ 44, %
H )4 HPLC(C18 20/80 CH,CN/H,0) #fifk, 73 2| 2 [ 4 [ 74 3- (65— &l —2- & —4- %
A —4H- s W bk —3- L ) - R BE -2, 6— — fi (1. 3g, 7= % 31%) :HPLC:Waters Symmetry
Cygo 510 m, 3. 9X 150mm, ImL/min, 240nm, 25/75CH,CN/0. 1%H,PO,, 4. 16min (99. 9%) ;mp:315°C (
43f#) 'H NMR (DMSO-d,) & 2. 13-2. 19 (m, 1H, CHH), 2. 57-2. 68 (m, 5H, CH,, 2CHH) , 2. 78-2. 85 (m
, LH, CHH), 5. 23 (dd, J=5, 11Hz, 1H,NCH), 7. 51-7. 58 (m, 2H, Ar), 7. 74 (t, J=8Hz, 1H, Ar), 11. 0
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3(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 {]
FEiB{E :C, 51.94;H, 4. 36;N, 12. 98;C1, 10. 95, SEMIME :C, 51. 91;H, 4. 24;N, 12. 93;Cl, 10. 2
0,

[0270] 5. 11 3—(2— AIJL —4- 4 AC -5 —J I3 —4H- Wbk —3— JiL ) — WRIE —2, 6— i

[0271]
ROS
N

e
N
[0272] 7F = T, ) 2- 2 H -6-( = P 3L ) 2K R (3. 0g, 1ommol) T BK M
(1. 2g, 18mmo1) 7E LN (30mL) H HVEGW P BN LB (1. 3mL, 18mmol) o iR &
PEEER PO FZIREY I 3- 2 2E - WRIE -2, 6 —HiZhE2 (2. 4g, 15mmol) .
K e (2. 2g, 32mmo1) FTE % 2 — 2K f5 (4. 6mL, 18mmol) , FF MIFARIA 22 /MBI VR A
Y mA K (100mL) o I 8% TE WL A K (2X50mL) « 4R g (2X50mL) « Bk g &
By (ML RTE, 50mL) FIZK (BOmL) Pk, 32 2 A @ E R 1 3- - B3 —4- H AR -5 =
FA L —4H- W MRk —3— 355 ) - WRIE -2, 6— i (2.02g, 73 51%) :HPLC:Waters Symmetry
Ci, 50 m, 3. 9X 150mm, 1mL/min, 240nm, 30/70CH,CN/0. 1%H,PO,, 4. 84min (99. 9%) :m
p:268-270 °C ;'H NMR(DMSO-dy) & 2. 14-2. 22 (m, 1H, CHH), 2. 55—2. 70 (m, 5H, CH,, 2CHH) , 2. 7
6-2. 92 (m, 1H, CHH), 5. 29 (dd, J=6, 11Hz, 1H, NCH), 7. 89-7. 98 (m, 3H, Ar), 11. 06 (s, 1H, NH) ;
C NMR (DMSO-d,) & 20. 45, 23. 27, 30. 43, 56. 74, 117. 19, 123. 19 (q, J+=273Hz), 125. 75 (q
, Jor=THz), 126. 42 (q, J.=32Hz), 132. 05, 133. 97, 149. 12, 156. 58, 157. 59, 169. 19, 172. 4
8; LCMS :MH=340; C,,H,,N,0,F,+1H,0 [ B i {1l :C, 50. 43;H, 3. 95;N, 11. 76;F, 15. 95, SZl{Y -
C,50. 26:H, 3.82;N, 11. 66;F, 15. 71,

[0273] 5. 12 3—(5— & —4— 4L —4H- W mpbk —3— L ) — DRIE -2, 6— —fifi

[0274]
c
00 u -
-
». o

[0275] DR 1 . 2- & 3t -6- S ZE M (3. 0g, 17mmol) F1 CDI (2. 6g, 16mmol) 7F & fiF
(40mL) FHVREVEERT, bﬁﬁﬂml 5 /NI o T 12 BT IR P NN 3— & FE — WRIE ~2, 6 il £k
i (2. 6g, 16mmol) FEKFRE N (1. 8g, 21mmol) , FFTE 50°C F IMAGZIREY) 21 /M. K iZa
TP R ZE L/ 2BV, JE K (B0mL) AR B (20mL) YEV o [ A 7E
BT, 153 2 A EE AR 2- 2058 -N- (2, 6- Z5 A8 - Uk -3- 3% ) —6- 5 — K It
iz (1. 7g, 7% 35%) :HPLC, Waters Symmetry C—18, 3.9 X 150mm, 51 m, ImL/min, 240nm, 7F
5 8P, 5/95 B4 95/5, CH,CN/0. 1%H,PO,, 4. 01;'H NMR (DMSO—d,) & 1.92-1. 98 (m, 1H, CH
H), 2. 05-2. 20 (m, 1H, CHH), 2. 49-2. 57 (m, 1H, CHH), 2. 76—2. 88 (m, 1H, CHH), 4. 67—4. 76 (m, 1H
,NCH), 5. 61 (s, 2H, NH,), 6. 57 (d, J=8Hz, 1H, Ar), 6. 63 (d, J=8Hz, 11, Ar), 7. 04 (t; J=8Hz, 1H,
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Ar), 8.83(d, J=8Hz, 1H, NH), 10. 95 (s, 1H, NH) ;"°C NMR (DMSO-d,) § 23. 50, 30. 96, 49. 31, 113
.29, 115. 51, 120. 97, 130. 03, 130. 19, 147. 03, 165. 60, 172. 92, 172. 97; LCMS :MH=282, 284,
[0276] 20 BR 2 : % 2- & 2 -N-(2,6- = H AX - Uk mE -3- %) -6- A - K FOBE %
(0. 8g, 2. 8mmol) FJ5t R — FAME (4mL) LLAOH — FRZRTER (280mg) Z84te )P Nz 150°C
YEFE 30 08P, FHZEAWHIMANFEE (15mL) , FEHFEZR AW 5 708 IEZEIFH, IF
FH R EEPEGS, 93 2 A FE KK 3-(5- & —4- 54K —4H- MEmipk —3- 3% ) — URIE -2, 6- i
(400mg, 7= % 48%) :HPLC:Waters Symmetry Cg, 51 m, 3.9 X 150mm, ImL/min, 240nm, 30/70
CH,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, NCH), 7. 60 (dd, J=1, 8Hz, 1H
,Ar), 7.66(dd, J=1, 8Hz, 1H, Ar), 7. 79 (t, J=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 [¥] # & 14 :
C,53.04;H, 3.53;N, 14. 27, SEIIMA :C, 52. 68;H, 3. 14;N, 14. 17,

[0277]  5.13 3—(2— £FE —5- FHE —4— 44X —4H- Wbk —3— 3£ ) — WRIE -2, 6— — /i
[0278]

0 Q.-
3
D
[0279] BB 1 of 2- &3k —6- MEZE TR (45g, 297Tmmol) 1 CDI (45g, 278mmol) 1E 2 fiE
(500mL) HHITRE VIS T, Pidt 1.5 /DN o e P I 3- 22 - URIE -2, 6-
s (45g, 273mmol) MR AN (34g, 409mmol) , ¥ %R -SWLE 50°C T 21 /it
ZRTF AN RS 1/ R . K (150mL) Fl 4R L5 (150mL) $5i+F & 4
3 /NI PRI, K (2X50mL) MTLPR L BE (2X50mL) P . iz bl AR 7R B s 1t
Frh TR, B3 2 A AR 2- Z 3k -N-(2, 6- AL - WRIE -3- 56 ) -6- gL - 25
WEl% (41. 3g, =% 58%) :HPLC, Waters Symmetry C-18,3.9X 150mm, 51 m, 1mL/min, 240nm,
76 5 735N M 5/95 6 42 95/5CH,CN/0. 1%H,PO,, 4. 44 (91%) ;'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, 1H, NCH), 5. 18
(s, 2H,NH,), 6. 38 (d, J=THz, 1H, Ar), 6. 50 (d, J=THz, 1H, Ar), 6. 94 (t; J=THz, 1H, Ar), 8. 59 (d
, J=8Hz, 1H, NH), 10. 90 (s, LH, 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,

[0280] 20 R 2 : ¥ 2- H FE -N-(2,6— — | AL - Uk mE -3- KL )-6- AT AL - 2K WL Rk
(0. 5g, 1. 9mmo1) FJFE A EE = £ 8 (0. 42mL, 2. Tmmol) £E DMF (5mL) A I VE VR L O 4P vp T
150°C R R#E 1.5 /P o MZIEREY T IMAIK (30mL) o fEUK — /KB HAHNZIRED . TIE
VAV 49 2 B A, 76 FEE (16mL) S dedE i 4o o B B, 1 A (1oml) 1 ZPR &
s (10mL) PE¥s, 1321 2 A EFE AR 3-(2- &5 -5 L —4— 404X —4H- MMk —3- 2% ) - Uk
g -2,6— — fil (0.13g, 7° % 22%) :HPLC :Waters Symmetry C,, 5w m,3.9X 150mm, 1mL/
min, 240nm, 7 5 4% #F A M 10/90 B BE % 90/10CH,CN/0. 1%H,PO,, 5. 74min (98. 9%) ;m
p:228-230 C ;'H NMR(DMSO-d,) & 1. 27 (t, J=THz, 3H, CH,), 2. 07-2. 13 (m, 1H, CHH), 2. 50 (s,
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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, J=8Hz, 1H, Ar), 7. 64 (t, J=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, 13
3.70, 139. 82, 148. 27, 157. 69, 161. 14, 169. 75, 172. 63 ; LOMS : MH=300 ;C,H,.N,0, [{] 2% & i -
C, 64.20;H,5.72;N, 14. 04, SEIIMA :C, 61. 30;H, 5. 34;N, 13. 28,

[0281]  5.14 3—(2— T3 —5- FIHL —4— 44X —4H- Wbk —3— JL ) — WRIE —2, 6— — [
[0282]

[0283] 4 2- 2k -N-(2, 6— —&AR - WRkiE -3 3% ) —6- AL - 2K EiZ (0. 65¢, 2. 5mmol)
R R = F g (trimethyl orthopentionate) (0.66mL, 3. Smmol) UL A %f — A 2 fiffi fi%
(140mg) 7E DMF (7mL) H I MAE TR A A T 150°C R 4k 20 43 Bh. FH SR 4 BE (50mL)
$H7J< (50mL) ZEBOZIBEY. H AR LN (50mL) ZEHUK)E. 7K (50ml) . HCI (1N, 50mL)

K (50ml) PEEFRGHKIANZE . EEZ FREEF, 3 200RD, I HAEER (5
HX,E 15 738, AR/ S P 0% B FE 22 5%) 4iifk, 8 1 I W 2 A ZE T (C-18, 1E 15
SN, SN /K 0% B RE 2 100%) 44k, 43 2 B A E AR R 3-(2- T -5 I —4- 5
A —4H- s M bk —3- JE ) - U BE -2, 6— — fid (80mg, 7= #* 10%) :HPLC :Waters Symmetry
Cis, 51 m, 3. 9X 150mm, ImL/min, 240nm, 7E 5 7380y A 10/90 5 FE 22 90/10CH,CN/0. 1%H,P0,,
6. 59min (95. 4%) ;mp:190-192 °C ;'H NMR (DMSO-d,) & 0. 95 (t, J=8Hz, 3H, CH,), 1. 40—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,, CHH), 2. 6
9 (s, 3H, CH,), 2. 81-2. 90 (m, 3H, CH,, CHH) , 5. 20 (dd, J=5, 11Hz, 1H, NCH), 7. 25 (d, J=THz, 1H
,AT), 7. 44(d, J=8Hz, 11, Ar), 7. 64 (t, J=8Hz, 1H, Ar), 10. 98 (s, 1H, NH) ;°C NMR (DMSO-d,)
§13.80,21.11,21.72, 22. 48, 28. 60, 30. 50, 34. 42, 55. 41, 118. 63, 124. 98, 128. 83, 133
.70, 139. 81, 148. 25, 156. 95, 161. 17, 169. 75, 172. 65; LOMS : MH=328 ;C.H,,N,0, [ i it {4 -
C, 66.04;H,6.47;N, 12. 84, SLIME :C, 65. 87;H, 6. 61;N, 12. 89,

[0284]  5.15 3—(5— FAJE —4— FAL —2—- — F FIL —4H- Wemenbk —3— JL ) — WRIE —2, 6= —Ji
[0285]

00 y

N
(o]
N={ F
F
F

[0286] ] #F 0 'C [ 2— & F& -N-(2,6- — 5 A% - Wk me -3- %8 ) —6- 1 3% - 2K HF [ %
(1. 0g, 3. 8mmol) F1=Z % (1. 6mL, 11. 5mmol) {E ZJiF (20mL) (B VF W P HEFE I A TEK =
WL (0.9mL, 6. 4mmol) o K%V A %ﬁ%EOCZ/J\HTO?ﬁF TEB0°CR, b %R G4 12
/NI o IR AP A K (50mL) o b PEIZETE L FEH K (B0mL) WEEk, 15 24 (bl 14 . 75
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AL (10mL) FPPE P & 3 /Mo i iz VR, A EGRIEE (10mL) $E%, 15 2 £ A
0 B A 3— (5 FIJE —4— 50 —2— =90 A 3 —4H- e mipk —3— 2% ) — WRIE -2, 6- ] (200mg,
77 % 15%) :HPLC:Waters Symmetry Cg, 51 m, 3.9X 150mm, ImL/min, 240nm, 40/60CH,CN/0
. 1%H,P0,, 6. 39min (98. 1%) ;mp:308-310 “C ;'H NMR (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, 1H, Ar), 7. 83 (t, J=8Hz, 1H, Ar), 10. 98 (s, 1H, NH) ;
BC NMR (DMSO—-dy) 6 21. 28, 22. 37, 30. 23, 56. 37, 117. 8(q, J.=277Hz), 120. 05, 126. 43, 132

.22, 134. 76, 140. 67, 141. 31 (q, Jo,=3512), 145. 57, 160. 44, 168. 84, 172. 46 : LOMS :MH=340 ;
C,eH,N,0.F, BIFERAA <C, 53. 10:H, 3. 57:N, 12. 39, SZUIH :C, 52. 92 H, 3. 49N, 12. 14,
[0287]  5.16 3—(5— AL —4- 44X —2— JRHL —4H- WEMgempk —3— ) — DRIE 2, 6— i
[0288]

QD§

S8
-

[0289] LR 1 ¥ 2- A AL -6- FIELZKHER (1. 0g, 6. 6mmol) F1Z5 A ERET (3. 3g, 15mmol)
FELNE (15mL) HF RSN 17 M. BZEA 2=, I8z eETE, 153
5— Mk —2— 3 - 250 [d][1, 3] &M —4- BRI FR (1:0. 4, 1. 0g) KRG . Rz 14
T —Zm ki —2 4.

[0200] 2 B 2: 4 ok B & W1 H & (1.0g) 3- 20 & - Uk B¢ -2,6- — fil] #h /&
(0. 71g, 4. 3mmol) VRS =458 (1. 3mL, 5. lmmol) 7EALME (LOmL) T Ky 2 ek in#ha]
W20 /NI o FZIB G Celite (1 5/ ) , HAETLA FRRZWH . BRI EAE T
SIM H, 3 H ISCO #4527 (hEE, CH,CN/CH,CL,, £E 15 20 Bh N 5% B B2 22 100%) 4tk sty
PRI AE 7RIS R BRI, 19 2 A, K A EGRIEE (30mL) BiRE i A . i IR AT
W, 13 3 2 AR 3- (5 B2 —4- A —2- R —AH- Wk —3- 28 ) - WRIE -2, 6— —
i (404mg, 7= 27%) :HPLC:Waters Symmetry Cg, 51 m, 3.9X 150mm, ImL/min, 240nm, 35/
65CH,CN/0. 1%H,PO,, 6. 24min (100%) ;mp:298-300°C;'H NMR (DMSO—d,) & 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, 1H, NCH), 7. 34 (d, J=THz
, IH, Ar), 7.51-7. 64 (m, 6H, Ar), 7. 71 (t, J=THz, 1H, Ar), 10. 94 (s, 1H, NH) ;"°C NMR (DMSO—d,)
§21. 14, 22. 53, 30. 25, 57. 76, 118. 95, 125. 47, 127. 76, 128. 83, 128. 58, 130. 05, 134. 06, 1
34. 84, 140. 07, 148. 11, 155. 92, 151. 17, 159. 69, 172. 40; LCMS : MH=348 ;C,H,, N0, [{] FEE{H
C,69.15;H,4.93;N, 12. 10, SEJIMA C, 68. 76, H, 4. 81;N, 12. 14,

[02901]  5.17 3=(5— & & —2- FIJE —4— A —4H- Wpgabk —3— 38 ) — WRIE —2, 6— i
[0292]
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HZ .
60 g

ales

[0293] Aj_ £ 0°C, MAEALH (16. 1g, 286mmol) 7EZK (500mL) 1 I 43 HEIA
3— AR R — R (25. 0g, 130mmol) o 7E O°CF, FiFH & VEH 3 /M, 2R )5, ke
30C 3 /J\No AV P I HCL (100mL, 6N) o F415 21 RIF A E1 2 0°C 1/ o T yEi%
RV FEFHVR K (2X 10mL) PEV, 192 2 B A1) 3- 2k - 482 PR PR (24. 6g, 7~
#90%) :'H NMR (DMSO-d,) 8 7. 69 (brs, 1H, NHH), 7. 74 (t, J=8Hz, 1H, Ar), 7. 92(dd, J=1, 8Hz, 1
H, Ar), 8. 13(dd, J =1, 8Hz, 1H, Ar), 8. 15 (brs, 1H, NHH), 13. 59 (s, 1H, OH) ;"*C NMR (DMSO-d,)
6 125. 33, 129. 15, 130. 25, 132. 54, 136. 72, 147. 03, 165. 90, 167. 31,

[0294] ZLER 2:7E 0°CF, ) 3— i 2 — 4B & Bt A R (24. 6g, 117mmol) FH &L 58 L B
(6. 56g, 117mmol) fE/KH (118mL) S EFRGYIF AR (6mL) (E &AL (13. 2g, 234mmol)
EKH (240mL) VR AW, B I NS A AL E (19. 8g, 351mmol) 7EZK 1 (350mL) (1) %
Wo fEOCT 582G, € 100C FMBGZIREY | /I BZ R N ERA I 25,
NG AEVK = K TR0 30 43 8. B 0°CTR, [a %R -G 4 3 b HC1 (240mL, 2N) ¥, JF
TRIFAF B G 1 /NI W EZ &, JE K (BmL) BV, 43 3 2 25 (4 A ) 2- 2
Bk -6- YFLIE TG (15. 6, 773 73%) :HPLC:Waters Symmetry C,g, 51 m, 3. 9X 150mm, 1mL/
min, 240nm, CH,CN/0. 1%H,PO,, 755 43814, M 5% B 25 95%, 5. 83min (85%) ;'H NMR (DMSO—d,)
6 6.90 (dd, J=1, 8Hz, 1H, Ar), 7. 01 (dd, J=1, 9Hz, 1H, Ar), 7. 31 (t, J=8Hz, 1H, Ar), 8. 5-9. 5(b
rs, 3H, OH, NH,) ;'*C NMR (DMSO-d,) 6 105. 58, 110. 14, 120. 07, 131. 74, 149. 80, 151. 36, 166. 3
0;LCMS:MH=183,

[0205] IR 3 off 2- 0k —6- fiFE AR (1. 5g, 8. 2mmol) 7E LBREF (15mL) KRS
FERRE A T 200°C R In# 30 738h. I IEZIREY, FEH LR LG (20mL) PEdk. EA T
WRAGEI . P BALERE (20mL) HBERE 2 /it b PEIZETRRL JEAEE (20mL) PRV, 19312
VAl L A ) 2- FRIE -5 Aif 3k — % 3F [d] [1, 3] Mgk —4- i (1. 4g, ;35 85%) :HPLC:Waters
Symmetry Cyg, 51 m, 3. 9X 150mm, ImL/min, 240nm, CH,CN/0. 1%H,PO,, 75 5 28 M 5% B i &
95%, 5. 36min (92%) ;'H NMR (DMSO-d,) & 2. 42 (s, 3H, CH,), 7. 79 (dd, J=1, 8Hz, 1H, Ar), 7. 93 (d
d, J=1, 8Hz, 1H, Ar), 8. 06 (t, J=8Hz, 1H, Ar) ;"°C NMR (DMSO-d,) § 20.87, 107. 79, 121. 54, 128
.87, 137. 19, 147. 12, 148. 46, 155. 18, 161. 78; LCMS : MH=207,

[0206]  DUE4 % HAE 5- Aifdk —2- IEATF [d] [1, 3] BEME —4- i (0. 60g, 2. 91mmol)
M1 3- 22k - WRIE -2, 6— Hd ZhER (0. 48g, 2. 91mmol) FEMERE (15mL) H AT IR 4~/
SAER A T 170°C I 10 23%P. 82 BRI, JEAIERE (5mL) YEdk. fEEZ FIRYE
JEW . 7E HC1 (30mL, IN) \ &BR L lE (15mL) FAlE (15mL) "PHEFEAS RIFR G 2 /. 138
TR, FEH K (30mL) LR LB (30mL) WEiE, 15 2 S 46 € 1% [ 48, 76 =38 R, B
FfE (50mL) $iHE A . I8 ETE, JFH TR PR, 1921 2 R A AR 3-(2- I -5- fiF
K —4— AR —AH- mEWRIER —3— 5 ) — WRIE -2, 6— ] (490mg, 77 27%) o FiLE AT TR —
(11700 i 2 K A
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[0207] L UE 5 -4 3-(2- I —5— fif 2k —4— AKX —4H- g Mtk —3- 25 ) - DR IE -2, 6— —
@ﬂ (250mg) Filfi 2 Pd (OH) (110mg) 7E DMF (40mL) H FIVR & ¥ & (50p81> TR 12
o B IZ BT L Celite WY ERL, Jf FH DMF (10mL) Y. 75 225 i il 46 S8V, FH PR
AR A (RERS, FEE / —A T ) 4ifb 3 2R, 1980 2 O EREAARR 3-(6- 23 2- F
FE 4 A AR —4H- v M bk -3- 35 ) - UR BE -2, 6 — Fi (156mg, 7* % 69%) :HPLC:Waters
Symmetry C,g 51 m, 3.9 X 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, CHH), 2. 53 (s, 3H, CH,), 2. 59-2.
69 (m, 2H, CH,), 2. 76-2. 89 (m, 1H, CHH), 5. 14 (dd, J=6, 11Hz, 1H, NCH), 6. 56 (d, J=8Hz, 1H,
Ar), 6.59(d, J=8Hz, 1H, Ar), 7. 02 (s, 2H, NH,), 7. 36 (t, J=8Hz, 1H, Ar), 10. 98 (s, 1H, NH) ;
C NMR (DMSO-d,) 6 20. 98, 23. 14, 30. 52, 55. 92, 104. 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,+0. 31,0 (¥} ¥ & {H :
C,57.65;H,5.05;N, 19. 21, SEIIMAE :C, 57. 50;H, 4. 73;N, 19. 00,
[0298]  5.18 (S)—3—(5— %k —2— FHL 4— 44X — W etk -3 (4H) — 3£ ) —3— A JEIRIE —2, 6— —
i
[0299]

N
N';l\

[0300] 2B 3B | :ofF 2- F 3L -5 B Ok —4H- 25 9 [d][1, 3] MEME —4- fid (2. 0g, 9. Tmmol) .
(S)—3— 2 % —3— FILWRAE -2, 6— R4 (2. 2g,9. Tmmol) WK™ (1. 5g, 21mmo1) FH
R — 2515 (3. 7g, 12mmol) £E DMF (20mL) *F VR B WER N, £ 45°C T, HiFk 40 /)
N ZARIZIBEY, (AT — &bt - SIEH R EENTRRY) . H 15% ) SIEvE
P, AR B R E A E AR (S)-3- AL —3- (2- AL —5— AE —4— SUARmE MRk -3 (4H) - 55 )
WRIE -2, 6— M (0.70g, F=2% 22%) ;'H NMR(DMSO-d,) & 1. 94 (s, 3H, CH,), 2. 35-2. 40 (m, 1H,
CHH), 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) .
[0301] 2P ER 2 4% (S)-3- A2 —3-(2- A 2 -5 fiff 2 —4— S AR ek -3 (4H) - %) R
WE -2, 6— — M (0. 30g, 1. Ommol) F 10% [¥] Pd—C (0. 2g, 50% V& f& ) 7E 200mL [¥] 3 :1 Z T8 &

- B R A WA 50psi H, T, 8% 45 08h. IEIZRB G T L Celite, FFE K
o FEARPFE T 200mL (1] 4 :1 ZFF e - WA, InAN 4 A% (0. 20g, 2. 2mmol)
PR iZIR A 16 i, B iZIREGW T L Celite, FHFEL WM. A Tk - &

R RS B E TR R, PRI YR A AR (S) -3- (- & -2- & 4-4
£ W W bk -3 (4H) - £ ) -3 B &L R BE -2,6- — Bl (0. 10g, 77 % 37%) :HPLC, Waters
Symmetey C-18,3.9X150mm, 5 1 m, Iml/min, 240nm, 20/80CH,CN/0. 1%H,P0,, 1. 63 (99. 20%) :
mp297-299°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, 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, [ FH i {H -

50



CN 102898416 A WO B 44/70 T

C,59.99;H,5.37;N, 18. 66, SZH{E :C, 59. 61;H, 5. 43;N, 18. 59,
[0302] 5.19 (R)-3—(5— %k -2 FIAL —4— S AR bk —3 (4H) — FE ) -3 AT ELWRIE -2, 6— —

Ji
[0303]
NH; o ” ‘
N j: ]
N')\

[0304] LR 1 0 2- A EE —5- il 3 —4H- 28 9F [d][1, 3] W& & —4- i (2. 0g, 9. Tmmol) «
(R) —3- & Fk —3- FFEIRIE -2, 6- —FiRALE (2. 2g, 9. Tmmol) JBKME (1. 5g, 21mmol) F1 3V fik
M — K8 (3. Tg, 12mmol) 7E DMF (20mL) " IVEAMIAER TN, £ 45°C T, fiidt 40 /M o 28K
HIREW, (AT Z R Pt - SRR IRERS b EAT R R M. H 60% () S REDE N4, 15 21
S AR (R) -3- FIEE -3-(2- 2L -5 A sE —4— S0 AAmE etk -3 (4H) - 25 ) WRIE -2, 6— —
M (0.60g, =% 19%) ;'H NMR (DMSO-d,) & 1. 94 (s, 3H, CH,), 2. 35-2. 40 (m, 1H, CHH) , 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, A
r), 10. 86 (s, 1H, NH) »

[0305] LR 2 . (R)-3- FH & —3—-(2- & —5— A 55 —4— & AR mE Mk -3 (41) - 2% ) Wk
E -2, 6— — i (0.40g, 1. 2mmol) F1 10% 1] Pd—C (0. 2g, 50% Y& [ ) 7F 200mL f¥] 3:1 Z 8 &
s — FEEP RRA AL 50psi H, 1, 8% 3 /DI o i BB ML Celite, 28 REH.
TEAEFH U Bt — CHERR R RRERR LR &Y, 133 29 A AR AR R) -3-(6- %
Fh —2— FOE -4 AU ARnE bk -3 (41) — 2% ) -3— LR IE -2, 6- [ (0. 16g, 7™ % 44%) -
HPLC, Waters Symmetry C-18,3.9X 150mm, 51 m, Iml/ml, 240nm, 20/80CH,CN/0. 1%H,P0,, 1. 6
2(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, Ar), 6. 95 (b
r, 2H, NH,), 7. 35 (t, J=8Hz, 1H, Ar), 10. 72 (s, LH, NH) ;"*C NMR (DMSO-d,) & 24. 5, 26. 3, 28. 3, 2
9.0,62.2,104.2,110. 5, 110. 8, 135. 0, 147. 4, 150. 4, 152.9, 164. 9, 171. 5, 173. 0 ;C,.H,N,0,
KIFEISAE :C, 59.99;H, 5. 37;N, 18.66. =Z¥lI{H :C, 59. 73;H, 5. 26;N, 18. 69,

[0306] 5.20 N=[3-(2,6— AL —WRmE —3-JFL)-2- FIHL 4- S0 3.4~ S -
bk —5— J ) 20— FAIL — ZWE%

[0307]

fass

L

[0308] ] 3-(5— & Z& —2- 1 J& —4- 50 X —4H- W M Ik -3- 2L ) - IR BE -2,6- —
fi (0. 11g, 0. 35mmol) 7E PU &0 WE Al (4mL) (IR & 4 b B #F n N 4 2 B &
(0. 06mL, 0. 70mmo1) , 3F-7E 80°C N bt —/INi o FI L FP s v KAZIR A 2% R, JF it
PR e (RERR, A / &0t 4%/96%) Ziibik 4, 1521 2 A E BRI N-[3-(2, 6- —
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AR - URIE —3- 2 ) -2- AL —4- 404X -3, 4- & - mE Mk —5- 2k 1-2- F 402k £ B i
(44mg, 7= 35%) ;HPLC, Waters Symmetry C,g 51 m, 3.9X 150mm, ImL/min, 240nm, 7F 5 43
B, M 10/90CH,CN/0. 1%H,PO, #f FE 42 95/5, 4% %% bmin, 6. 77min (96. 3%) ;mp, 282-284C ;
'H NMR (DMSO-d,) 6 2. 20-2. 22 (m, 1H, CHH), 2. 60-2. 85 (m, 6H, CHCH,, CH,) , 3. 40 (s, 3H,
‘C Hy),4.04(s, 2, C H,),5.30(dd, J=6, 11Hz, 1H, CH), 7. 30-8. 64 (m, 3H, Ar), 11. 09 (s, 1
H, NH), 12. 31 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 20. 77, 23. 31, 30. 62, 56. 71, 59. 04, 71. 8
8, 107. 95, 115. 39, 120. 94. 135. 51, 138. 89, 147. 90, 154. 84, 162. 69, 169. 12, 169. 34, 1
72. 64, LCMS MH=359;C, . H,N,0,+0. TH,0 ] ¥ i {4 :C, 55. 04;H, 5. 27;N, 15. 10, S I {4 .
C,54.75:H, 5. 32;N, 14. 91,

[0309] 5.21 N-[3-(2,6— %A - WRmg -3-F£ )0 AL 4- 440 -3 4- ~F - mm
bk —5— I 1- L%

[0310]

0O

_”4;
00
Tatgt
N °
[0311] ) 3—(5— & &k —2— 1 2k —4- 40 X —4H- g m mk —3— 2 ) - Wk BE 2,6 — i
(0. 45g, 1. 5mmo1) 7EVYEMME (10mL) H B FER AW A S BES (0. 63mL, 8. 8mmol)
FHAE 80°C N In#v— it o LG A K AZIR S W 28 A, JF 1 I PR AT: (1%
E@@@/:§$%@MW@%%%%%%ﬁ“H&Qﬁfgﬂﬁ—W%%%%%?$
JE -4 AR -3, 4- A - Wbk —5- 2 1 - L BERZ (80mg, F7# 16%) sHPLC, Waters Symmetry
Cig, 5 B m, 3. 9X 150mm, 1mL/min, 240nm, 7E 5 7380, A 10/90CH,CN/0. 1%H,PO, 5 42 95/5,
% ¥ 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. 54 (m, 3
H,Ar), 11. 08 (s, 1H, NH, 11. 70 (s, 1H;NH ;"*CNMR (DMSO-d,) § 20. 65, 23. 35, 25. 29, 30. 57, 5
6.71,107.39, 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,+2. 2H,0 [ # 18 {H :C, 52. 23;H, 5. 59;N, 15. 23, L {4 -
C,52.20;H,5.57;N, 15. 21,
[0312]  5.222- FRNFE -N-[3-(2, 6— — 5 A% — Wkmg —3— FL ) —2- I —4- 4 {8 -3, 4- —

- WMk —5- FE |- LREERE
A iy
N
] N

[0313]
af*L‘~

[0314] o 3-(b— & #& —2- H & —4- qznﬁ—zLH—}:ﬂék Wk —3— 5 ) - Wk e -2,6- —
filil (0.41g, 1. 3mmol) 7E PU & WK W (8mL) P ¥ VR & 4 b B8 #F I N 38 A e 5 Bk Bt &
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(0. 24mL, 2. Tmmo1) , FFAE 80°C N n#F— /i LI FEER KiZIR G .. ZRER], HiE
PR A (R, EE / ST E 4%/96%) AiAb kA, 153 2 A G E KR 2- PR
F5 -N-[3-(2, 6— &R - WRIE -3 55 ) —2— AL —4- 400 -3, 4- & — Mgk -5- %5 1- &
k% (110mg, 7= 23%) ;HPLC, Waters Symmetry Cg, 51 m, 3. 9X 150mm, ImL/min, 240nm, 3
5/65CH,CN/0. 1%H,P0,, 2. 78min (98. 2%) ;mp, 239-241°C ;'H NMR (DMSO-d,) & 0. 87 (d, J=5Hz, 4
H, CH,CH,), 1. 70—1. 75 (q, J=6Hz, 1H, CH), 2. 20—2. 25 (m, 1H, CHH) , 2. 59—2. 88 (m, 5H, CH,, CH,)
,5.33(dd, J=6, 12Hz, 1H, CH), 7. 26-8. 52 (m, 3H, Ar), 11. 10 (s, 1H, NH), 12. 03 (s, 1H, 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, 13
9. 80, 147. 85, 154. 72, 163. 14, 169. 34, 171. 92, 172. 60,LCMS MH=355 ;C,H, N,0,+1. TH,0 ¥ F
WAH :C, 56. 16;H, 5. 60; N, 14. 55, SZl{E :C, 55. 90 ;H, 5. 50; N, 14. 31,

[0315]  5.23 [FEfR [3-(2, 6— —AAY — WRME —3— FE ) —2— FEJE —4- 464K -3, 4- — 50 — M

Ik —5- J& 1- W%
[0316]
\_\_\(o
N
0. L
QL2

[0317]  |r] 3-(5— & 2 —2- A1 2k —4— 4 X —4H- nés M pbfk -3— 2k ) - R WE -2, 6- — Hid
(0. 49g, 1. 6mmol) FPYZHEAE (10mL) " VRS P S HE In N Rt & (0. 88mL, 5. 7Tmmol) ,
IFAE 80°C N Ay /NI o FH L T KA TR S W) 28 R, I i PRod AL (5 1%
Ch Jig, A/ U e 4%/96%) 44k Bk R 4, 15 3 2 5 6 [ 7K 1) BEiR [3-(2, 6- 4
& - MR g -3- 56 )—2- A3 —4- | MR -3, 4 A - v bk -5 3 ] Bk % (120mg, 77
K 18%) ;HPLC, Waters Symmetry Cig, 51 m, 3.9 X 150mm, ImL/min, 240nm, 7£ 5 4% %0 W,
M 10/90CH,CN/0. 1%H,PO, #f & % 95/5, f% #F 5min, 7. 12min (95. 5%) ;mp, 230-232 °C ;'H
NMR (DMSO0-d,) 6 0. 86 (t, J=7Hz, 3H, CH,), 1. 24—1. 36 (m, 6H, 3CH,), 1. 56—1. 65 (m, 2H, CH,), 2.
18-2. 23 (m, 1H, CHH), 2. 40 (t, J=THz, 2H, CH,), 2. 59-2. 88 (m, 6H, CHCH,, CH,), 5. 32 (dd, J=6,
11Hz, 1H, CH), 7. 26-8. 55 (m, 3H, Ar), 11. 09 (s, 1H,NH), 11. 74 (s, 1H, 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, 107. 43, 115. 12,
120. 32, 135. 63, 139. 85, 147. 86, 154. 71, 163. 07, 169. 28, 171. 51, 172. 57, LCMS MH=399 ;
Cy,HyeN,0,40. 3H,0 BB AE :C, 62. 45;H, 6. 64N, 13. 87, SZIME :C, 62. 28 H, 6. 66N, 13. 61,
[0318] 5.24 N-[3-(2,6— —45AL — WRmE -3 3 ) -2 FIIE —4- AL -3, 4- — 5 — i

bk —5— it 1-2- 28k - 2Bk
/‘K_{’H
N&

[0319]
53
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[0320] i) LA 4R (0. 39mL, 4. 2mmol) « HLE &L (0. 34mL, 3. 9mmol) £ Z B (3mL) H
(R 4 FE 35 W 0 N DMEF (0. 02ml) o 7B 20305 1, Bl FE ZIR AW /NI, #35 ImN 3- (5 24
B —2- FI3k —4- SAQ —AH- MMk —3- % ) - WRIE -2, 6- i (0. 60g, 2. Ommol) 1 Py &1k
M (20mL) o [FIITR GBI JE V40, JE I I EE (~ 5mL) VK. Z8REHH), JF it th
AR (RS, FEE / ST 4%/96%) 4tk Ry, 193 2 B G REA R N-[3-(2, 6- —
FAR - URIE —3- Fk ) —2- FI 3L —4- SR -3, 4- A - Mk —5- 3 ]-2- L - Sl
(90mg, ;=% 12%) ;HPLC, Waters Symmetry Cy, 51 m, 3. 9X 150mm, 1mL/min, 240nm, 7F 5 4%
Bh Py, M 10/90CH,CN/0. 1%H,PO, #f & 45 95/5, % %% bmin, 5. 75min (99. 6%) ;mp, 291-293°C ;
'H NMR (DMSO-d,) & 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, J=THz, 2H, CH,CH,) , 4. 01-4. 12 (dd, J=16Hz, 2H, CH,0), 5. 30 (dd, J=6, 1
1Hz, 1H, CH), 7. 30-8. 64 (m, 3H, Ar), 11. 07 (s, 1H, NH), 12. 52 (s, LH, NH) ;">CNMR (DMSO—d,)
8 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,H,,N,0, [T 38 it 1 -
C,58.06;H,5.41;N, 15. 05, SEIl{A :C, 57. 83;H, 5. 37;N, 14. 92,

[0321] 5.25 2— — P JL U JL -N-[3-(2,6- — AL - WR g —3- FL)—2- A I —4- 4§
-3, 4= — 51 — WMk —5- JL |- Ak ERIR

[0322]

- O

| ‘
hH
o0 n
Sl
. N%
[0323] FES=W T, M) 2- 5 -N-[3-(2, 6- 4 A - WRIE -3- 2 ) —2- & 4- MR -3,4- =
S - MEMEE —5- 3 1- ZWEEZ (0. 75g, 2. Immol) 7E DMF (3mL) Fh B P B B N AE THE
R L (3. 6mL, 2N, 7. 2mmol) « 7E 2 K5, Bk R & (MR, 10mL) 17K (10mL) A1
NZIREDT . 15 1 /N2 JG, BT, K (Gml) Pedk, 153 Ak ff. £
T ) R EATE SR B (20mL) R BRI I AN FERE S ) HCL (2mL, 2N, 4mmol) .
18 /NI 2 S, i Z R IR, R & B (2X20mL) Phiss, 1531 2 A KT 2- — 3L E
5 -N-[3-(2, 6— 54X - WRIE —3— 2 ) —2- 3L —4- 40 -3, 4- & - meEmeitk -5-2L 1- &
Wt % £ B (0.72g, 7 # 85%) ;HPLC :Waters Symmetry C,, 5um, 3.9X 150mm, ImL/mi
n, 240nm, 10/90CH,CN/0. 1%H,P0,, 2. 50min (62. 2%) F1 2. 71 (37.7%) ;mp:256-258 C ;'H
NMR (DMSO-d,) 6 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, J=4Hz, 2H, CH,), 5. 44 (dd, J=6, 11Hz, 1H, NCH), 7
.45(dd, J=1, 8Hz, 1H, Ar), 7. 88(t, J=8Hz, 1H, Ar), 8. 46 (dd, J=1, 8Hz, 1H, Ar), 10. 48 (brs, 1
H,HC1), 11. 11 (s, 1H, NH), 11. 50 (brs, 1H, HC1), 11. 86 (s, 1H, NH) ;°C NMR (DMSO-d,) § 20.5
7,23.04, 30. 52, 43. 16, 56. 83, 58. 16, 107. 98, 116. 49, 120. 95, 135. 94, 138. 34, 146. 82, 15
5.92,162.45 163.75, 169. 02, 172. 63; LCMS:MH=372; C,;H,,N0,+1. 8HC1+0. 5H,0 [ FE & {H -
C, 48.47;H, 5. 38;N, 15. 70;C1, 14. 31, SEJIME :C, 48. 34;H, 5. 03;N, 15. 39;Cl, 14. 03,
[0324]  5.26 2- G -N-[3-(2, 6— 4L - Wikh¢ —3—JL) -2 I —4- 448 -3, 4- — 5 &
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Wbk —5- R 1 Z Rl
[0325]

v
[0326]  7E 100°C Iy, bt 3- (5- 22k —2- AL —4— 4K —4H- Mgtk —3- 2% ) - Ik
Mg —2, 6— — i (4. 0g, 14mmol) F & L BE S (7. TmL, 98mmol) ¥ VR A ) ¥k # 15 /\’EEF b
ZREWMAHEZER. B L 6Gnl) AN ZREEW . o3 EF R, FH R L
(2X10mL) Pe¥s, 19280 A A A, Rz A7 P g (GomL) it . % EIEHR,
F R EE (20mL) Peik, 13 2] 2 At AR 2- & -N-[3-(2, 6- 4 - Wi -3- 2% ) -2-
K 4= AR -3, 4- & - wE ek -5- 3k 1- & Bk i (4. 5g, 7 Z8 90%) sHPLC:Waters
Symmetry Cg, 51 m, 3. 9X 150mm, 1mL/min, 240nm, 20/80 CH,CN/0. 1%H,P0,, 12. 79min (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, J=6, 11Hz, 1H, NCH), 7. 39 (dd, J=1, 8
Hz, 1H, Ar), 7. 83 (t, J=8Hz, 1H, Ar), 8. 57 (dd, J=1, 8Hz, 1H, Ar), 10. 7 (brs, 1H, HC1), 11. 11 (
s, 1H, NH), 12. 26 (s, LH, NH) ;'°C NMR (DMSO—d,) & 20. 66, 23. 10, 30. 60, 43. 56, 56. 84, 107. 89
, 115. 65, 120. 87, 135. 77, 138. 87, 147. 17, 155. 49, 162. 67, 165. 55, 169. 14, 172. 60; LCMS: M
H=363, 365 ;C,H,N,0,C1+1. 05HCT FIFEIRAE :C, 47. 92;H, 4. 03;N, 13. 97;Cl, 18. 12, SZIIHE :
C,48.24:H,3.79;N, 13. 84;C1, 18. 27,
[0327] 5.27 [3-(2,6— — 4 AC - WRmg -3-JL)-2- FIIE 4- 4 {0 -3, 4- — S - MW
Wbk —5- I 1- ZIE TR L

[0328]

O

_...\0_/(
N
O 0
o Lo

=’

[0329]  |] 3-(5— & ZE —2- A L —4- 4 AL —4H- W Mk -3- JE ) - WR BE -2,6- —

fiil (0.41g, 1. 3mmol) 7E VY & Mk Ml (10mL) & K VR &Y h B # I A & P R & i
(0. 45mL, 4. Tmmo1) , J4E 80°C T =ik o FJLIE T EER KAZIRG W)« 28 RF ), JF i
PUd ARl (RERR, FIEE / S0 2 4%/96%) 40k R, 19 2] 2 [ EE AR [3-(2, 6- =5
R - WRIE —3- 2% ) —2- FI3E —4- 54K -3, 4- & — ek —5- 2k 1- 2 PR Sl (130mg,
7 27%) ;HPLC, Waters Symmetry Cig, 51 m, 3. 9X 150mm, ImL/min, 240nm, #£ 5 7> Bh N,
M 10/90CH,CN/0. 1%H,P0, % FF % 95/5, 1§ #F 5min, 6. 26min (99. 2%) ;mp, 284-286 ‘C ( 4>
fift ) ;'H NMR (DMSO-d,) & . 1.26(t, J=7Hz, 3H, CH,CH,), 2. 15-2. 19 (m, 1H, CHH) , 2. 58—2. 90 (
m, 6H, CHCH,, CH,) , 4. 16 (g, J=THz, 2H, CH,CH,), 5. 31 (dd, J=6, 11Hz, 1H, CH), 7. 23-8. 24 (m,
3H, Ar), 11. 08 (s, LH, NH), 11. 30 (s, 1H, NH) ;" °CNMR (DMSO-d,) 8 14. 28, 20. 72, 23. 28, 30. 5
3, 56. 70, 60. 99, 107. 14, 113. 36, 119. 59, 135. 73, 140. 00, 147. 95, 152. 66, 154. 73, 169. 31
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, 172.54, LCMS MH=359 ;C,;H¢N,0,+0. 8H,0 i) # i {8 :C, 54. 78;H, 5. 30;N, 15. 03, SZilI{H -
C,54.67;H,4.99;N, 14. 80,

[0330]  5.28 [3— G —(2,6— 44X — WRkmg —3— J& ) —2— FIFE —4- 404K -3, 4- 5 —
bk —5— L AL |- S AT I

[0331]

5]
H:«?-

d—%ﬁ o]

ese

[0332] DR 1 oFf 2- L —6- fif2E - X R TG (99g, 508mmol) .1, 3— ¥R —5,5— —H
F= LW EEDR (DBH) (80g, 279mmol) 7E L& s (600mL) VRS YITE T8°C T, fn#i 40 434,
[FIN AU FE2s Bk . 285, A 2, 2” - AR == TIF (AIBN) (4. 2g, 25mmol) 7E L&
fis (80mL) 1 [IWSWL, FEAE 75°C RNk 11 /i SRR EWA H1 2 15°C, HH: 2 /Dt &
HIRDTUED . LIEBIFEL H 10°CHI LB P s (2X50mL) Jek, 19 214 (g MR
NS (500mL) » A 2% [ Eh7K (2X500mL) F7K (2X500mL) YEBZAETR. W45 HL
2 EL) 2 AR, InECT 3 g (300mL) , 7F 70°C RN 15 20 8h, 282 1 /NIAHNZB R E
53°C, HEAE45°C R, ARG 1E 20-25°C T HI™ 4 (£ 250mg) 514 (seeded) , AT A B3I
MANBAI  HA3 BN BT RE LR RS U 2F i ug, A E12 10°C I BEkE /
MTBE (1/2vol/vol) KRG MIVERS, JEAE sl gk 2, 19 3 2 5 A A AR 2- I &
e —6- MHAE R PR S (49g, 725 35%) « Bzl T F— 3 m Lt — P4k,
[0333]  ZLEE 2 off 2- YR L FE —6- AJE - KA IR ARG (36. 6g, 134mmol) \ — — BT FE V25
FRIEAEE (29. 1g, 134mmol) JBREEHE (89. 3g, 274mmol) FIMALAE (0. 89g, 6. Tmmol) 7F 2— T
(400mL) P RAYIAE 100°C M rh B E MAAEIAL 12 /N, RIS WA 2 ik o 4
ZIREYVE RS FZEAY A EK (300mL) «/K (300mL) « Z 2 Z s (750mL) , 3
B 10 %8h, ARG BERIF IR Z 1L Celite WKL, WENE, ZEAHLE 2 FH/IMERL, I
H 48 L1 (2X150mL) ZEHUKE . FRA A NLZEH K (500mL) ¥egk, 2emm BRe: 115,
[F S AE SR, R 30 08P, 8z B EORAY T IL Celite KL, 28R IEH, 153
EHEEHRIN 2-( = - P AP - L) -6- % - KHIR PN (51.53g, %K
94%) o KM T F b meFmdE b aith.
[0334] S HE3: W2 (Z-MTHEBREAE-FRE)C-HE-KXF®RF
fis (51.53g, 126mmol) 7E — 0 F %t (600mL) " (%) #5 4L 5 ¥ " i ¥ AN = 3 & R
(18. 2mL, 245mmo1) , H ¥ ZIR A MAEEM T btk . B A iR &8 (400mL) A i%
WA BRI A Y 10 2080, 2 EEVUE, @RS TIRIFER, 53 2H EMRIT
2- (B - TR - B ) -6- M - XTI T (41. 4g, /™3 106%) o 4%
TTrF—2mkwid—2am.
[0335] L EBA4:f2-(M-T A EBREAE-FE)6-M - F KR HP
(38. 96g, 126mmo1) (A LA (3. 61g, 151mmol) 78 E (450mL) A7k (225mL) F VRS
EZR T, VR A e 8. 28 I, JF [m) 7K 7 i INHCT (200mL) , JE2 Bt
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VEVD. IONTEE (300mL) , FFAE O°C NP IR G 2 /N o I UEBTFE W, K (100mL) Ffk
(100mL) PE&, HAESE P Hhi T4 4, 75 B 2 o R 2- (- TRERERE - F
B -6- iR - ZEFRR (22.4g, PE60%) o KHHH T I —BmAHEHE B4k,

[0336]  ZLEES v T AR (530mL) 1) 2— (A — T4k e dh 2 2k - 3L ) -6 Al 3t - 2R R
(2. 19g, 75mmol) FAL / B (0. 2¢) HIVREWAE S51psi F, i Parr— JR & B4 . €%
BOIREW 2 Celite IHE}, I 2R UEM, 19 2 AL IR R K4 (o PR, K HLAEE (300mL)
Einmmm PR RTVEE, 3 B R P E AR 2- Z A -6 (- TR EBERE - FH) - K
R (13.0g, 773 65%) o % PH T F— P mEFdE—Sait.

[0337] DR 6 -l 2- 2% —6- (L — T B REE & — 58 ) - 2R H IR (13. 0g, 48. 8mmol)
KW (3. 99g, 58. 6mmol) fEZMiE (160mL) H A H I ZBER (4. 18mL, 58. 6mmol) ,
HAEZEWR T ZIRED. WZIEESW A 3- 205 - URIE -2, 6- —fiiZh R (8.03
g, 48. 8mmol) \BKM: (6. 65 g, 97. 6mmol) FINV KRR = ZKEg (15. 4mL, 58. 6mmol) , J Il 0] 7L
ZIREY 6 /N FZIREYHI 2 IR, FHIMAIK (B00mL) » it yER IR, FZK (50mL) |

LR MR (20mL) JE (50mL) Pevgk, FFERlW 0, 19 21 248 0 [ AR 1) [3-(2, 6- 448 - Uk
WE —3— 2% ) —2— FIAE —4- 44X -3, 4- & — Wik —5- JE AL 1- L BT iE (10. 5g,
P 54%) HPLC:Waters Symmetry Cy, 51m, 3.9 X 150mm, ImL/min, 240nm, 30/70CH,CN/0. 1
%H,PO,, 5. 50min (98. 5%) ;mp: 206—208°C ; 'HNMR (DMSO-d,) & 1. 40 (s, 9H, 3CH,), 2. 15-2. 20 (m, 1
H, 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 (d
d, J=6, 11Hz, 1H, NCH), 7. 20 (t, J=6Hz, 1H, NH), 7. 32(d, J=8Hz, 1H, Ar), 7. 48 (d, J=8Hz, 1H, Ar
), 7.76(t, J=8Hz, 1H, Ar), 11. 02 (s, 1H, NH) ;"*CNMR (DMSO—d,) § 20. 79, 23. 27, 28. 19, 30. 57,
42.82,56.47,77.91, 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,H,,N,0,+0. 51,0 [¥J FE i {H :C, 58. 67 H, 6. 15;N, 13. 68,

SEIUAA :C, 58. 45;H, 5. 88;N, 13. 34,

[0338]  5.29 3-(5— FFE I —2- FIHL —4— 404X —4H- Mtk —3— L ) — WRIE -2, 6— i

[0339]

NH;
H-Ci
Q Q

L

N

N"'< * °

[0340]  ZDEE 1. [3-(2, 6— 4 AR - WRkhE —3- &% ) —2- 3 —4- 50 -3, 4- & — e

Wk —5- JE AL - ZAEF AT BE (10. 4g, 25. 9mmol) 7EF ¥ (108mL) & F %t (108mL)

WA VSR P B R INNAEBR R 1) 2M HCT (304mmo) , FEEFEZIR St . 28 R,

FHAERE (200mL) HHHEFETRRY) 2 /NI ﬁ/ﬁ?ﬁ%@m 3 2k AERE AR 3-(6- A H

52— L —4- S —4H- ME Mtk —3- 2% ) — WRIE -2, 6 M ERIR (8. 9g. HHTE 102%) o HF

PR TN bR — Atk

[0341]  DIE 2 4 3 (5— Z FE AL —2— AL —4— 44X —4H- Wik —3— 5 ) — DRIE -2, 6- —

Wi £h 1R (1. 0g) 7E 7 N EE (10mL) T Hi 1 4, i 98 i 87 W &ﬁiﬂﬂ@l1¢lﬁ~y

76 (1omL) Pkt i, i i B IE . B AR T aliak (eomL) A, I £ £ g
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(2X100mL) PEFRIAI W 728 RIK, 132 230 A G AR 3- (5 20k P —2- K —4- %
AR —4H- W Wbk —3— 3% ) - WRIE -2, 6- — i Eh R (0. 35g, 7= % 35%) ;HPLC, Waters Xterra
RP 18,51 m, 3. 9X 150mm, ImL/min, 240nm, Waters LC Module 1, 05/95CH,CN/0. 1% (HCO,)
NH,, 8. 04min (99. 9%) ;mp, 256°C ( 43f# ) ;'H NMR (DMSO—d) 8 2. 14-2. 20 (m, 1H, CHH), 2. 582
.92 (m, 6H, CHCH,, CH,) , 4. 25—4. 32 (m, 1H, NHCHH) , 4. 58-4. 64 (m, 1H, NHCHH) , 5. 33 (dd, J=6, 11
Hz, 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. 55HCL [¥] ¥ i {4 -
C,49.25;H,5.11;N, 15. 31;C1, 15. 02, SEZJIE :C, 49. 23;H, 5. 00;N, 15. 24;Cl1, 14. 97,
[0342]  5.30 N=[3-(2,6- —4AC - WRmg —3- & ) -2 FIIL —4- 440 -3, 4- — 5 - =M H
5 1- L%

[0343]

Hi
_’?}

[0344]  |r] 3-(5— 2 2k AL —2- FI %Mt —4H- nﬁ%uﬂx —3- %% ) - WRkHE -2, 6— il £k
% (0.65g, 1. 9mmol) 7F L JiF (10mL) o (K4 H# 1R & %EPJJD)\LE%;L (0. 13mL, 1. 8mmo1) Al
N,N- Z A 4 (0. 70mL, 4. 3mmol) o FHZVR -G WAL ZUR N A HE 16 40 Bhe 25 R,
FroE PRI A o (RS, FRE / A BT 4%/96%) A4k R R4, 15 3 2 T A A 1
N-[3-(2, 6— 40X - WRIE —3- J& ) —2— AL —4- 44X -3, 4— & - etk —5- L2k 1- 2
f% (104mg, 7= 16%) ;HPLC, Waters Symmetry C,g, 51 m, 3. 9X 150mm, ImL/min, 240nm, 7£ 5
I35, A 10/90CH,CN/0. 1%H,PO, £ B 48 95/5, {5:4F 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, 6H, 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=6H
z, 1H, CH,NH) ;"*CNMR (DMSO-d,) & 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,HN,0, FIFHISH :C, 59. 64;H, 5. 30;N, 16. 37, SZI{E :C, 59. 46 H, 5. 05;N, 16. 24,

[0345]  5.31 N=[3-(2,6— AL —WRmE —3-FL)—2- AL 440 3,4~ ~ 5 M

Wbk —5— FL AL |- I
[0346]
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[0347]  |r] 3—(5— 2 2k AL —2— A O —4— 4K —4H- Wi Meipk —3- 2% ) — WRWE -2, 6— il £h
% (0.53g, 1. 6mmol) 7E L JiF (10mL) H [R5 %EPW%JJH)\T@E% (0. 25mL, 2. 4mmo1) FH
N,N- Z R A 4% (0.65mL, 3. 9mmol) o FHZVR G WAL ZUR N A HE 16 40 Bhe 25 R,

Frod PRI A o (RERS, FRE / A BT 4%/96%) Ali1b R R4, 159 3 2R T A R 1
N-[3-(2, 6— 40X - WRIE —3— J& ) —2— AL —4— 44X -3, 4— & — Wbk —5— FE AR 2E 1T It
iz (270mg, F=3 46%) ;HPLC, Waters Symmetry C, 51m, 3. 9X 150mm, ImL/min, 240nm, 7F 5
I35, A 10/90CH,CN/0. 1%H,PO, £ B 45 95/5, {5:4F 5min, 5. 18min (98. 6%) ;mp, 250-252°C;
'H NMR (DMSO-d,) & 0. 88(t, J=THz, 3H, CH,), 1. 56 (m, J=7Hz, 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, 11Hz, 1H,
CH), 7. 30-7. 76 (m, 3H, Ar), 8. 18 (t, J=5Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;"*CNMR (DMSO—d,) &
13. 65, 18. 67, 20. 77, 23. 27, 30. 58, 37. 32, 41. 39, 56. 47, 117. 63, 124. 28, 125. 38, 133. 83, 14
1. 23, 148. 44, 154. 76, 160. 95, 169. 51, 172. 14, 172. 60, LCMS MH=371 ;C,,H,,N,0, FIFEIBAL -

C,61.61;H,5.99;N, 15. 13, S :C, 61. 49;H, 5. 76;N, 15. 00,

[0348]  5.32 EEfg [3-(2.6— — 44X — WRiE —3— FL ) —2- I —4- A0 -3, 4- — 51 — W
Wbk —5— FLFIL |- W%

[0349]
o
H
00
-
_<‘ o
=
[0350]  [r] 3—(5— & F& A Ik —2— AR 3L —4— S8 A —4H- M meipk —3- 28 ) - DR IE -2, 6— i £

i (0.49g, 1. 5mmol) 7E L JiE (10mL) 1 (VR &4 h 4 ?#tn)\%@%a (0. 34mL, 2. 2mmo1) Fl
N, N- Z R AEE Ol (0.60mL, 3. Tmmol) o FFZIRG WAL EIR FHiH: 15 8h. ZEREH, I
AP ARG (RS, FEE / S P B 4%/96%) 2k, 15 3 2R T 6 [ 4 1 B IR
[3-(2, 6— 5 AR - WkWE —3- 3 ) —2- FIJE —4- 44X -3, 4- & — e mmbk —5— L3 1- 1t
Hz (280mg, F=3% 47%) ;HPLC, Waters Symmetry Cg, 51 m, 3. 9X 150mm, ImL/min, 240nm, £F 5
I35, A 10/90CH,CN/0. 1%H,PO, £ B 55 95/5, {5:4F 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, J=6, 12Hz, 1H, 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,) & 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, 4
0. 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,N,0, I ER{HE :C, 64. 06 ;H, 6. 84;N, 13. 58, SZlE -
C,64.05;H, 6.80;N, 13. 58,

[0351]  5.33 N-[3-(2,6— AL - WRmg -3-FL)-2- AL 4- 40 -3.4- 5 - M
Wbk —5— FLFIL 1-3, 3— — FIL T ERE

[0352]
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[0353] [ 3-(5— & & H 2& —2- F 2 —4— 40 X —4H- W me bk —3- 25 ) - Wk WE -2, 6- —

B &k 1% (0. 49g, 1. 5mmol) fE & Ji§ (10mL) 1 [ & & EPT%T#MI)\@(T% Ay
(0. 31mL, 2. 2mmo1) FIN,N- — R NI Z % (0. 60mL, 3. Tmmol) » FF 1ZVE G WA I T 6l
F 15 43 B 2K REE N, JF Al ok P AT O (RS, TR/ T BT 4%/96%) Al AR AR
V), 15 3 2k O A N-[3-(2, 6- Z 4 A0 - URkiE -3- 5% ) —2- Ik —4-4f0-3,4- =
S - MMk —5- FEFZE 1-3, 3- —HE T B % (120mg, 773 22%) ;HPLC, Waters Symmetry
Cygo 51 m, 3. 9X 150mm, ImL/min, 240nm, 7E 5 4+ B A, M 10/90CH,CN/0. 1%H,PO, Bf & &
95/5, {4 ¥ bmin, 5. 74min (98. 4%) ;mp, 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,
2H, CH,NH) , 5. 24 (dd, J=6, 11Hz, 1H, CH), 7. 34-7. 76 (m, 3H, Ar), 8. 11 (t, J=6Hz, 1H, CH,NH)
, 11.02(s, 1H, NH) ;"°C NMR (DMSO—d,) 6 20. 76, 23. 28, 29. 69, 30. 47, 30. 58, 41. 43, 48. 76,
56.47,117.65, 124. 64, 125. 42, 133. 77, 141. 19, 148. 42, 154. 75, 160. 93, 169. 51, 170. 97,
172.60. LCMS MH=399 ;C,H,N,0,+0. 1H,0 1 3 i {H :C, 63. 02;H, 6. 60;N, 14. 00, 3£ W 14 -
C, 62.86;H,6.70;N, 13.92.

[0354] 5.34 M NLEERIR [3-(2,6— — 5 AL - WRiE -3 Fk ) —2- AL —4- 40 -3,4- —
S — Wbk —5- FEFSE 1 kAL

[0355]
00
,*42}&
[0356]  [] 3—(5— & 3& A Fk —2- FF 3& —4- S AC —4H- s M bk -3- 3% ) - UR BE -2, 6- —

il & 2 (0. 53g, 1. 6mmol) 7E £ i (10mL) 1 [¥) /F'b’ﬁ‘%*ﬁ%ﬁﬂ)\%ﬁﬁ%fﬁﬁ&%ﬂ%%
(0. 16mL, 1. Tmmol) FI N, N- — F A 3£ Z % (0.59mL, 3. 6mmol) » $f 1ZIR & W) E i T
FE 15 43 Bhe ZARE N, T ok P AR (ol (S, PR/ S TP 4%/96%) Ak ik R
W, 153 238 A E AR KA BER IR [3-(2, 6 48 A0 - IR IE -3- 3% ) -2- 3 —4- 5
R -3,4- & — M Meibk —5— 2 AP 3L - Bk % (310mg, 77 %8 54%) ;HPLC, Waters Symmetry
Cie S0 m, 3. 9X 150mm, ImL/min, 240nm, 7F 5 Zr8PP, M 10/90CH,CN/0. 1%H,PO, #f & & 95/5,

% ¥ 5min, 5. 50min (98. 6%) ;mp, 7E 298 ‘C 4 f# ;'H NMR(DMSO—-d;) 6 0. 67-0. 70 (m, 4H, ¥
CH,CH,), 1. 65—1. 73 (m, 1H, *f 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, J=6Hz
, LH, CH,NH) , 11. 02 (s, 1H, NH) ;"*CNMR (DMSO—-d,) 8 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
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, 172. 73, LCMS MH=369 ;C,H,N,0,+0. 1H,0 ) # i {8 :C, 61.65;H, 5. 50;N, 15. 13, SZilI{H -
C,61.48;H,5.47;N, 14. 97,

[0357]  5.35 2— — FIJLSIL -N-[3-(2, 6— 44X - WRME —3—FE) -2 AL —4- 4048 -3, 4- —
S - MEmibk —5- JE AL 1- LT

[0358]

6i ‘W‘,N*-

N
[0359]  [r] £F 40 °C 1 ¥ (S8mL) ™ ) — 2. (0.27g,1.9mmol1) 7E DMF H
I FEFE S h N 1, 17— B ke (0 35g,2 lmmol) ﬁﬁﬂﬁ*d‘ﬁﬁ R E,
A 3-(5— & 3t I HL —2— F 3L —4- S AC —4H- % M bk —3- 3L ) - UR g -2, 6— — Wi th /%

(0. 65g, 1. 9mmol) , FFHEFE 15 73 8. 2 REEH, H@ i Iﬂ%ﬁiﬁ’é i (RS, FRE /) —AF
Ft 4%/96%) ZEAL TR R, 15 2 2R T A A AR 2- — PRI -N-[3-(2, 6- Z 4 AX - UKk
WE —3— 55 ) —2- 3L —4- 44X -3, 4- & - e mgik —5- 5 P IE - S Wk (340mg, 77 K
46%) ;HPLC, Waters Symmetry Cy, 5u1m, 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) 6 2. 16-2. 19 (m, 7H, CHH FlI
NMe,) , 2. 63-2. 91 (m, 8H, CHCH,, CH, F NCH,), 4. 74—4. 76 (m, 2H, CH,NH), 5. 25 (dd, J=6, 12Hz, 1
H, CH), 7. 31-7. 76 (m, 3H, Ar), 8. 26 (t, J=6Hz, 1H, 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,;N.0, ] FE i {H -
C,59.21;H,6.01;N, 18. 17, SZJME :C, 58. 95;H, 6. 05;N, 17. 79,

[0360]  5.36 3— Gl -N-[3-(2. 6— "4 A% — Wkng —3- 3£ ) —2- FIFL —4- 540 -3, 4- —5( -
PARIbR —5— L 1 2K F %

[0361]

0

W
Cl o0

-

[0362] ] 3-(5— 24 & —2- F1 J& —4- % AR —4H- M W Bk -3- 3L ) - UR BE -2,6- —
fiil (0.46g, 1. bmmol) 7£ P4 & W MR (1omL) 7 [ # ¥ R & % o o A 3— & & L
(0. 68mL, 5. 3mmo1) , FF7E 80 °C T fu# =/INifo FH LI I EE A KAZIR G . 2B REH,
FEIE o PR Al (RS, FEE S S kT 4%/96%) Aifb Bk R, 15 B 2 3 E A
3- S N-[3-(2, 6- 5K —WRIE —3- 3k ) —2- IIL —4- 484X -3, 4- 5 - WEmkbk —5- 2k ] - 2%
% (300mg, 7= 46%) ;HPLC, Waters Symmetry C,g, 51 m, 3. 9X 150mm, ImL/min, 240nm,
16 5 48 B W, M 10/90CH,CN/0. 1%H,PO, #f FE % 95/5, fx #F 5min, 7. 04min (98. 2%) ;
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mp, 326-328 °C ;'"HNMR (DMSO-d,) & 2. 18-2. 28 (m, LH, CHH), 2. 61-2. 92 (m, 6H, CHCH,, CH,) , 5
.36 (dd, J=6, 11Hz, 1H, CH), 7. 37-8. 70 (m, 7TH, 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. 1
3, 132. 14, 135. 78, 163. 46, 169. 30, 172. 59, 172. 62.LCMS MH=425, 427 ;C,,H,.N,0,C1+0. 3H,0 f{]
FIRAH :C, 58. 62;H, 4. 12;N, 13. 02;Cl, 8. 24, SZIHE :C, 58. 46 ;H, 3. 74;N, 12. 70;C1, 7. 98,
[0363]  5.37 2- FHIEL N-[3-(2.6- —FAL — WRWg —3- FL ) -2~ 3L —4- 4L -3, 4- —
S - bk —5- 3 1- L%

[0364]

[0365]  [n] 3-(5— 24 & —2- H1 J& —4- % AR —4H- & W Bk -3- 3L ) - UR BE -2,6- —
i (0.42g, 1. 4mmol) 7E PU S We M (1omL) T W B AP P A TR E LB A
(0. 75mL, 4. 8mmo1) , F7E 80°C N =/~ . FJLi FREE KiZREY. 2ZEER, i@
PR AR (RS, R/ SR 4%/96%) Al ER AW, 153 2 AR R 2- R
Kk -N-[3-(2, 6- 4K - WRIE —3- 2 ) —2— FI3E —4- 4040 -3, 4— &0 - W mipk —5- 2% 1- Sk
Iz (280mg, ;=3 47%) ;HPLC, Waters Symmetry Cg, 51 m, 3. 9X 150mm, ImL/min, 240nm, 7F 5
BRI, AN 10/90CH,CN/0. 1%H,PO, BfFE S 95/5, {%:4F bmin, 6. 46min (99. 2%) ;mp, 272-274°C;
"HNMR (DMSO-d,) 6 2. 17-2. 22 (m, 1H, CHH), 2. 65-2. 93 (m, 6H, CHCH,, CH,) , 4. 13—4. 30 (dd, J=
15, 36Hz, 2H, CH,), 4. 64 (s, 2H, CH,), 5. 33 (dd, J=5, 11Hz, 1H, CH), 7. 25-8. 68 (m, 8H, Ar), 11.
10 (s, 1H, NH), 12. 48 (s, 1H, NH) ;"*CNMR (DMSO-d,) & 20. 62, 23. 38, 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 ;C,,H,,N,0.+0. 6H,0 [¥] BE i {H
C,62.04;H,5.25;N, 12. 58, SLl{E :C, 61. 82;H, 4. 90; N, 12. 49.

[0366] 5.38 N-[3-(2,6— A - WRmE —3-FL)-—2- I JL 4- A0 3,4~ — S -5
Wbk —5— FLH L 1-2- SRS — L%

[0367]

o o
3
[
[0368]  [r] 3—(5— 2 2& A & —2— AR 2 —4— S —4H- m bk —3— 25 ) — WRWE -2, 6— [ #h

5 (0. 51g, 1. 5nmol) ZEZME (10nL) IR A4 BEHE I ZESE LB (0. 220L, 1. Tmmol)
N, N- = R 5 2% (0. 57nL, 3. 5mmol) . 44 IR & 78 S0 T HEPE 15 7 B 28R
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5, o PR A s (RERS, R/ UL 4%/96%) Ziib ik R4, 19 2 2 vk 0 Al 1k
1) N=[3-(2, 6— — % AR - WR Mg —3- 2 ) —2— 1 2k —4— 44X -3, 4- & — e MR bk —5- S /R
e ]-2-ZKFL O WEIE (254mg, 773 40%) ;HPLC, Waters Symmetry Cy, 51 m, 3.9 X 150mm, ImL/
min, 240nm, 7F 543477, M 10/90CH,CN/0. 1%H,PO, Bf & 48 95/5, {54 5min, 5. 70min (98. 5%) ;
mp, 275-277 ‘C ;'H NMR (DMSO—dg) & 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, J=6, 11Hz, 1H, CH), 7. 21-7. 71 (m, 8H, Ar),
8. 35(t, J=6Hz, 1H, CH,NH), 11. 01 (s, 1H, NH) ;°C NMR (DMSO-d,) & 20. 74, 23. 27, 30. 58, 41. 6
9,42. 41, 56.48, 117.69, 124. 70, 125. 56, 126. 34, 128. 20, 129. 03, 133. 80, 136. 30, 140. 74, 1
48. 44, 154. 79, 160. 91, 169. 48, 170. 23, 172. 58, LCMS MH=419 ;C,,H,,N,0,+0. 2H,0 [\ 3 i {H
C, 65.45;H,5.35;N, 13. 27, SCIIME C, 65. 32;H, 5. 04;N, 13. 10,

[0369]  5.39 MbLWE —2- MR [3-(2, 6— —4AL — WRkng —3- 3£ ) —2- FIHL —4- AL -3, 4- —
S — M kb —5— L PR EE 1 b

[0370]

o)

n)\_Q €
df o

,,._.g't')ﬂ

[0371] [} 3—(5— 2 A& A7 2k —2— M2 —4— S AX —4H- W Wbk —3— 2 ) — WR g -2, 6- — i
#h& (0.55g, 1. 6mmol) 7E L JiF (10mL) 91 i FE VR -G 4 3 n Atk re FF B S 3h B (0. 32¢
mL, 1. 8mmo1) 1 N, N- — S A % Z % (0. 62mL, 3. 8mmol) o ¥ i% VR & W) 75 35 F i+ 15
Gy EPe ZER VS, I8 PR AR (RER, FEE / AT R 4%/96%) 44k TR R W),
33 235 A ARt 2- R R [3-(2,6- AR - RIE -3- 5 ) -2- B -4- 5
=3, 4- &0 — W e bk —5- 2k T 3L ]- WENfZ (67mg, 77 #8 10%) sHPLC, Waters Symmetry
Cigo 51 m, 3. 92X 150mm, 1mL/m1, 240nm, 7E 5 7380 P, M 10/90CH;CN/0. 1%H,PO, 5 &£ &2 95/5,
{54 5min, 6. 85min (99. 4%) ;mp, 261-263°C ;'H NMR (DMSO-d,) & 2. 08-2. 27 (m, 1H, CHH), 2. 6
4-2. 93 (m, 6H, CHCH,, CH,) , 4. 91-5. 05 (m, 2H, CH,NH) , 5. 27 (dd, J=6, 11Hz, 1H, CH), 7. 33-8. 69
(m, 7TH, Ar), 9. 32 (t, J=6Hz, 1H, CH,NH), 11. 06 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 20. 73, 23. 31, 3
0.62,42.12,56.57, 117. 72, 121. 86, 125. 18, 125. 76, 126. 60, 134. 05, 137. 82, 140. 30, 148. 5
5, 149. 77, 154. 87, 161. 17, 163. 79, 169. 47, 172. 65, LCMS MH=406 ;C,,H,,N.0,+0. 5H,0 [{1FH i
{ :C, 60. 86;H, 4. 86;N, 16. 90, SZIH :C, 60. 72;H, 4. 62;N, 16. 69,
[0372] 5.40 2-(4— & - K FL)-N-[3-(2,6— — S AL - WE mg —3- 3£ )—2- A Jt —4- 4§
£ -3, 4- 51 — Wbk —5- FLFSL |- £
[0373]

63



CN 102898416 A WO B 57/70 T

o

o0
sy

[0374]  [f] £E 40 °C ¥ ¥ (8mL) A 1) (4- & - K 3 ) - 4 R (0. 31g, 1. 8mmol) fE DMF H
PRSP N 1, 17— B2k — kM (0. 33g, 2. Ommol) , FFHiHE 1 /NI MZIE A
NN 3—(5— & 3 B3 —2- FI R —4— G AC —4H- i Rk —3- 3£ ) - DR IE -2, 6— i £h 8
(0. 62g, 1. 8mmol) , FHH LR G 15 73Bhe 28 REH, Fril it PR AL (il (e, lE /
TRUFE 4%/96%) At TR AR, 15 2 B0 E A B 2- (4- & - K3 ) N-[3-(2, 6- =5
- WRIE —3— 2% ) —2—- AL —4- 54X -3, 4- =& — e etk —5- L2 1- £ Bt (580mg,
e T70%) SHPLC, Waters Symmetry Cu, 51m, 3.9 X 150mm, ImL/min, 240nm, £F 5 4+ &
P, M 10/90CH,CN/0. 1%HPO, B B % 95/5, {5 ¥F 5min, 6. 10min (98. 5%) ;mp, 285 C ( 4
fift ) "HNMR (DMSO—d,) & 2. 14-2. 19 (m, 1H, CHH), 2. 57-2. 86 (m, 6H, CHCH,, CH,), 3. 54 (s, 2H, Ar
CH,), 4. 74-4. 78 (m, 2H, CHNH) , 5. 23 (dd, J=6, 11Hz, 1H, CH), 7. 26-7. 72 (m, 7H, Ar), 8. 39 (t, J
=6Hz, 1H, CH,NH), 11. 02 (s, LH, NH) ;"*CNMR (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, [{]
FRAH :C, 60. 12;H, 4. 69;N, 12. 16;Cl, 8. 62, SZIMHE :C, 59. 78;H, 4. 60;N, 12. 22;C1, 9. 00,
[0375]  5.41 N-[3-(2,6- — % AX - WRWg —3— & ) —2- A AL —4- 448 -3,4- — 5 — s
Wbk —5- FLFIL 1-2-(4- = F PFHEIL - KK ) - ZH

[0376]

F

F
o
F

o o
-
e °
[0377]  [r] 7F 40 'C i % (8mL) i) (4- & - K 2k ) - £ (0. 35g, 1. 6mmol) 7E DMF
R PRI 1, 17— B 58 ke (0. 29g, 1. 8mmol) , FF i+ — /NI 11 i%IR &4
oM 3-(5— & 3k 1 3L —2— O —4- AR —4AH- M Mgk -3 2% ) - ”Jfﬁ“ﬂi -2, 6- i #h IR
(0. 54g, 1. 6mmol) , FFHFELIR G 156 73 Bh o ZERIEH], FEI I PUdiAE (Al (e, FEE / —
ARLE 4%/96%) 2Ltk iR a, 1530 2 A A A1) N-[3-(2, 6- Z5 A - Wf?“ﬂé -3-4)-2-H
T —4- AR -3, 4 A - bk -5- FE AL 1-2- (4- R AL - R ) - A% (600mg,
FE % T4%) SHPLC, Waters Symmetry Cig, 51 m, 3. 9X 150mm, ImL/min, 240nm, £ 5 4+ %
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P, M 10/90CH,CN/0. 1%H,PO, #f & %= 95/5, {# F#F 5min, 6. 46min (99. 1%) ;mp, 217-219 C ;
"HNMR (DMSO-d,) 6 2. 14-2. 19 (m, 1H, CHH), 2. 57-2. 89 (m, 6H, CHCH,, CH,), 3. 58 (s, 2H, ArC
H,), 4. 69-4. 85 (m, 2H, CH,NH) , 5. 24 (dd, J=6, 11Hz, 1H, CH), 7. 26-7. 71 (m, TH, Ar), 8. 44 (
t, J=6Hz, 1H, CH,NH), 11. 02 (s, 1H, NH) ;"°CNMR (DMSO-d,) 6 20. 74, 23. 27, 30. 58, 41. 42, 4
1.70,56.48, 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, i FE it {4 -
C,57.37;H,4. 21;N, 11. 15;F, 11. 34, SZ{E :C, 57. 10;H, 3. 97;N, 10. 97;F, 11. 14,

[0378] 5.42 2-(3,4- & — KHE ) -N-[3-(2,6— 5L — WRwg -3 F£ ) -2~ FIKL —4- 4
AR -3, 4= &1 — Wbk —5- FLFSL |- £ kR

[0379]

HN
00 u

-
[0380]  [i] 7 40 C W ¥ (S8mL) 7 [ (3,4- & - 2K & )- & & (0.30g, 1. 5mmol) £F
DMF (8mL) A IS T e A 1, 17 - BiFk ZBKME (0. 26¢, 1. 6mmol) , FFHHE 1 /NIF o )
ZIREV TN 3- (65— 2 K Ik -2- 3L —4- S0 —4H- MEmepbk —3— 2% ) - WRIE -2, 6- —
i 5 B (0. 50g, 1. 5mmol) , Jf i # % IR & W 15 47 Bhe 78 K W 50, JF 8 1 Pt 4 3
CRERE, FEE / G0 BE 4%/96%) 2040 ik R4, 19 3] 2 38 A A1 2-(3,4- — & - K
55 -N-[3-(2,6— — 4 AR - Wk WE -3- F& ) —2- F 3L 4 5 -3, 4- & — v ek —5- 2%
AL - Wk % (540mg, 7= 3 74%) ;HPLC, Waters Symmetry Cg 51 m, 3. 9X 150mm, 1mL/
min, 240nm, 10/90CH,CN/0. 1%H,PO,, 7 5 4% N B B 2 95/5, {55 5min, 6. 41min (98. 4%) ;
mp, 262-264 °C ;'HNMR (DMSO—d,) § . 2. 14-2. 19 (m, 1H, 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, J=6, 1 1Hz, 1H, CH), 7. 26-7. 73 (m, 6H, A
r), 8. 42(t, J=6Hz, LH, CH,NH), 11. 02 (s, LH, NH) ;"°CNMR (DMSO-d,) & 20. 73, 23. 28, 30. 60, 40
.98, 41. 76, 56. 49, 117. 70, 124. 84, 125. 65, 129. 06, 129. 55, 130. 27, 130. 63, 131. 11, 133.
82, 137. 43, 140. 52, 148. 46, 154. 81, 160. 90, 169. 42, 169. 49, 172.59, LCMS MH=487, 489 ;
CysH,oN,0,CL, FRIFEIBAH :C, 56. 69;H, 4. 14;N, 11. 50;C1, 14. 55, SZI{E :C, 56. 50;H, 3. 95;N,
11. 25;C1, 14. 29,
[0381]  5.43 N-[3-(2,6— AL —WRmE —3-FL)-—2- AL 440 3.4~ 5 - =M
Wk —5- FEFHE 1-2-(4- & - 2R3 ) - ZfikHY
[0382]
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[0383]  [r] 7 40 C 1 ¥ 1 (1) (4- 3 - 2K 3 ) - £ & (0. 23g, 1. 5mmol) £ DMF (8mL)
I P BRI 1, 17— BieFE BK M (0. 26g, 1. 6mmol) , FF4iHE 1 /NI, IR G
N 3-(5— 2 2k T 3k —2— AR —4— 404X —4H- g bk -3- 2 ) - ﬂﬁﬁﬂﬁ -2, 6— [ 35 1R
(0. 49g, 1. 5mmol) , FFHFAZIR G 15 738 o ZXREHH, JF il PrigiAl (il (i, g/ —
AL 4%/96%) AR R Y, 1330 2 F AR AR N-[3-(2, 6- 4K - ﬂﬁ%ﬂm -3-%)-2-
HE—4- AR -3, 4- & - Mk —5— JE L 12— (4- 9 - A5 ) - SlIZ (480mg, 77 EE T6%) ;
HPLC, Waters Symmetry C,g, 51 m, 3.9 X 150mm, ImL/min, 240nm, 10/90CH,CN/0. 1%H,P0,, 7F
5 Bh N BRBE A 95/5, £ 4F 5 min, 5. 83min (99. 2%) ;mp, £E 290 °C 73 fi# ; 'HNMR (DMSO—d,)
§2.12-2.19 (m, 1H, CHH), 2. 57-2. 91 (m, 6H, CHCH,, CH,), 3. 53 (s, 2H, ArCH,) , 4. 68—4.
83 (m, 2H, CH,NH) , 5. 23 (dd, J=6, 11Hz, 1H, CH), 7. 09-7. 72 (m, 7H, Ar), 8. 36 (t, J=6Hz, 1
H, CH,NH) , 11. 02 (s, 1H, NH) ;"*CNMR (DMSO-d,) & 20. 74, 23. 28, 30. 58, 41. 36, 41. 70, 56. 4
8, 114.89(d, J.,=21Hz), 117. 69, 124. 72, 125. 58, 130. 86 (d, J.,=7THz), 132. 45(d, J.=3H
7), 133. 82, 140. 68, 148. 44, 154. 80, 160. 91, 161. 00 (d, J.,=242Hz), 169. 50, 170. 15, 17
2.59, LOMS MH=437 ;C,,H,,N,0,F f¥] FH i {H :C, 63. 30;H, 4. 85;N, 12. 84;F, 4. 35, 5 | {4 -
C,63.25;H,4.66;N, 12. 73;F, 4. 21,

[0384] 5. 44 N—[3—(2 6— — AL - WR e —3- k) -2 I —4- AR -3, 4- A -
Wbk —5— FLFIIL ) -2 (3 g —4- AL - ORI ) - £ b

[0385]

HM

oo "
Na{i-t)nu

[0386]  [FI{E 40°CHIA T (3— % —4— FHE — K3 ) - LR (0. 25g, 1. Smmol) £ DMF (8mL)
PP R ION 1, 17 - BREE KM (0. 27g, 1. 6mmol) , FEHEFE—/NN . MR E W
RN 3-(5- & 3 I —2- I —4- S AR Al m mkimk —3- 25 ) - “}fﬂ'ﬂé -2, 6- i #h iR
(0. 50g, 1. 5mmol) , FFHFELIR G 16 738 2K EH], I PRdAE (Ol (e, FEE / —
LT 4%/96%) 2EAb TR R, 15 31 2 2 A [ K11 N-[3-(2, 6- 548 - “}fﬁﬂﬂi -3-4)-2-H{
5 —4- AR -3, 4- & - bk —5- R 1-2- (3- g —4- AL - 2R3E ) - B (500mg,
FE & 74%) HPLC, Waters Symmetry Cig, 5 Hm, 3. 9X 150mm, 1mL/min, 240nm, £F 5 43 2 A,
M 10/90CH,CN/0. 1%H,P0, B FE 2% 95/5, {3 £ 5min, 6. 10min (9. 3%) smp, 264-266 C 5'H
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NMR (DMSO-d,) 6 2. 15-2. 20 (m, 4H, CHH FI CH,Ar) , 2. 57-2. 91 (m, 6H, CHCH,, CH,), 3. 51 (s, 2H, A
rCH,), 4. 73-4. 78 (m, 2H, CH,NH) , 5. 23 (dd, J=6, 11Hz, 1H, CH), 6. 99-7. 72 (m, 6H, Ar), 8. 34 (t,
J=6Hz, 1H, CH,NH), 11. 01 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 13. 76 (d, J.,=3Hz), 20. 73, 23. 27, 3
0.59,41.60,41.72,56. 48, 115. 43(d, J.=22Hz), 117. 69, 121. 98 (d, J..=17Hz), 124. 82 (d,
Jer=THz), 124. 83, 125. 59, 131. 23 (d, J.s=5Hz), 133. 80, 136. 12(d, J.,=8Hz), 140. 64, 148. 4
4, 154. 80, 160. 38 (d, J.=242Hz), 160. 91, 169. 49, 169. 90, 172. 58, LCMS MH=451 ;C,,H,,N,0,F
[FIFEBAE <C, 63.99;H, 5. 15;N, 12. 44;F, 4. 22, SZII{E :C, 63.61;H, 5. 19;N, 12. 33;F, 4. 20,
[0387] 5.45 N=[3-(2,6— AL - WRmE —3- FL)-2- L 4- A0 -3,4- — S -
Wbk —5— FL I 1-9-(4- — F I - I ) - LfkRE

[0388]

F

F
F

o
H

SSe.L

[0389] o] 7E 40°CHIE I (4- =3 2 — 283k ) - & (0. 26g, 1. 3mmol) 7 DMF (8mL)
PSRN 1, U - e dk ke (0. 22g, 1. dmmol) , FEREFE — /NI WIZIR S
YrbmoN 3-(5- 2 2k A AL —2- A1k —4- S AX —4H- g Mtk —3- 3k ) - DR IE -2, 6— i 2
1% (0.42g, 1. 3mmol) , i #1515 7 Bho Z8 KU, JF 0 i PREAE (038 (REJR,
R/ 50 e 4%/96%) 4i1b ik R, 13 31 25 A 6 R 5 N-[3-(2, 6- A AR - IR
WE —3— 5k ) —2— F 2k —4- 50 AR -3, 4- &0 - W bk —5— g% L J-2-(4- =9 2 - O
H)- & Bk B (450mg, 7= K 74%) ;HPLC, Waters Symmetry Cig, 51 m, 3. 9X 150mm, 1mL/
min, 240nm, 7& 5 4% &b B, M 10/90CH,CN/0. 1%H,PO, ¥ B & 95/5, f# ¥% bBmin,
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, C
H), 7. 27-7. 72 (m, TH, Ar), 8. 48 (t, J=6Hz, LH, CH,NH), 1 1. 02 (s, LH, NH) ;"°C NMR (DMSO-d,)
8§ 20. 74, 23. 28, 30. 58, 41. 75, 41. 93, 56. 48, 117. 69, 124. 72, 125. 01 (d, J.,=4Hz), 12
5.01(d, Jos=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, 4 P & 18 :
C,57.76;H, 4. 52;N, 11. 23;F, 11. 42, SZME :C, 57. 38;H, 4. 49;N, 11. 07;F, 11. 64,

[0390] 5.46 1-(4— & - K FL)-3-[3-(2,6— — S AL - WE mg —3- 3£ )—2- A1 Jt —4- 4§
£ -3, 4- 50 — Wbk 5 FEAEE 1- iR

[0391]
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[0392]  7E5-10C T, 1] 3—(5— 2 J& A1 5k —2— F 6 —4— 40X —4H- m Mgk —3— 2% ) - R
WE -2, 6- — i £ BR (0. 44g, 1. 3mmol) A1 = £ % (0. 25mL, 1. 8mmol) 7E THF (8mL) H* 1) &
FW AP BN 4- " E RS BRE (0.21nL, 1. Tmmol) , FFHEFE 10 43 &b, R, K% iR
GUEZER TSR HFPE (~ InL) K ZIREY, FFERKER . P f
ol (RS, FEE / & TR 4%/96%) ZE4 R R, 15 2 B o A A 1-(4- & - 2R
H)-3-[3-(2,6— — %A - Wk BE -3- 2% ) —2—- P 3L —4— & AX -3, 4- & — W& bk —5- 2
gL J- )R (390mg, 7= 2 66%) ;HPLC, Waters Symmetry C,, 51 m,3.9X 150mm, 1mL/
min, 240nm, 10/90CH,CN/0. 1%H,PO,, 7F 5 43 2h N HBRE 2 95/5, {54 5 min, 6. 34min (98. 7%) ;
mp, 255-257 °C ;'H NMR (DMSO-d,) & 2. 17-2. 23 (m, 1H, CHH), 2. 59-2. 94 (m, 6H, CHCH,, CH,) , 4
. 72(d, J=6Hz, 2H, CH,NH) , 5. 27 (dd, J=6, 11Hz, 1H, CH), 6. 65 (t, J=5Hz, 1H, CH,NH), 7. 21-7.
78 (m, TH, Ar), 8. 92 (s, 1H, NH), 11. 04 (s, 1H, NH) ;°C NMR(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, 14
8. 50, 154. 76, 154. 88, 161. 02, 169. 49, 172. 65, LCMS MH=454, 456 ;C,,H,(N.0,C1 (¥ BE i {4 -
C, 58.22;H, 4. 44;N, 15. 43;C1, 7. 81, SZMIH :C, 58. 11;H, 4. 24;N, 15. 16;Cl, 7. 80,

[0393]  5.47 1-(3—G(~4- L - 2RI ) —3-[3- (2, 6- AR — WRIE 33 ) —2- FIFE —4- 4%
£ =8, 4- — 50 — WEmenbk —5— FEAAL 1- JIR

[0394]

[0395] {FE5-10°CF, [n] 3—(5— & &k A 3 —2— H 6 —4— 48 A% —4H— s e bk —3—- 3 ) - IR
¢ -2, 6— — Fi #h B (0.51g, 1. 5Bmmol) 1 = £ fiZ (0. 30mL, 2. Immo1) 7E THF (15mL) H [ 43
FEEIFW AR N 3- & —4- AR R & RES (0. 27mL, 1. 9mmol) » 2R )5, K iZ R G W LE
EWRTHAEEH. HPE (~ Inl) BKZIREY, FF KGR B RIER A (6
B, R/ B A%/96%) Al AR, BRI R A AR ARR) 1- G- " 4 B -
HE)-3-[3-(2,6— %A - WRHE -3- 2% ) —2- F 3L —4- & AX -3, 4- & — W& ek —5- 2k
A% 1- R (520mg, 7 # 73%) ;HPLC, Waters Symmetry Cg 51 m, 3.9X 150mm, lmL/
min, 240nm, 10/90CH,CN/0. 1%H,PO,, 7 5 23 Bh N BEE S 95/5, ff4%F 5 min, 6. 58min (99. 1%) ;
mp, 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, J=6Hz, 2H, CH,NH) , 5. 27 (dd, J=6, 11Hz, 1H, CH), 6. 64 (t, J=6Hz, 1H, CH,NH),
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7.06-7. 78 (m, 6H, Ar), 8. 88 (s, 11, NH), 11. 04 (s, 1H, NH) ;"°C NMR (DMSO-d,) & 18. 69, 20. 7
0, 23. 31, 30. 62, 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,C1+0. 2H,0 [¥] i {4 :C, 58. 59;H, 4. 79;N, 14. 85;C1, 7. 52, SZIM{H -
C, 58.42;:H, 4.55;N, 14. 57;C1, 7. 83,

[0396] 5.48 1-(3,4- —FIFE - Z8FE ) -3-[3-(2, 6 4HAC — WRg —3—- 3 ) —2- FAFL —4- 4
X =3, 4- 51 — Wbk —5— FLAIE 1- iR

[0397]

[0398]  7E5-10C T, I 3—(5— 24 J& A1 5k —2— F O —4— 40X —4H- m e gk —3- 2% ) - R
WE -2, 6— .l Eh R (0. 53g, 1. 6mmol) Fl = & (0. 31mL, 2. 2mmo1) 7E THF (15mL) H ¥ 45 $1:
ARIFET N 3, 4- Z PRI IR AR (0. 29mL, 2. 1mmol) o 2R/, ¥ iXIR G AE 2500 T 1
P HPEE (~ Iml) BRARIBEW, H 2B RE . Wi Podi it (e, TiE / —
FUPBE 4%/96%) AR RY), 143 2w E O REAR) 1- (3, 4- Z 3k - 258 ) -3-[3-(2,6- —
FAR - URRE -3 2% ) —2— FIJE —4- 440 -3, 4- & — ek —5- FE AL 1- Ik (520mg, 7
F 73%) ;HPLC, Waters Symmetry C, 51 m,3.9X150mm, ImL/min, 240nm, £F 5 43 %F W,
M 10/90CH,CN/0. 1%H,PO, £ B % 95/5, ff £F 5min, 6. 14min (96. 6%) ;mp, 241-243 °C ;'H
NMR (DMSO-d) 8 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, J=6, 11Hz, 1H, CH), 6. 56 (t, J=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. 01, 1
36. 03, 138. 15, 141. 69, 148. 27, 154. 87, 155. 11, 160. 94, 169. 47, 172. 65, LCMS MH=448 ;
Cy,H,:N-0,+2. OH,0 (R3S AH :C, 59. 62;H, 6. 05; N, 14. 48, SZIME :C, 59. 36;H, 5. 95N, 14. 24,

[0399]  5.49 N-[3-(2.6- — S AL - WRmg —3-F)-2- R —4- AL -3,4- — S - M
Wbk —5— FLAFL 1-4- AL — K ALY

[0400]
- .
" >H-<< >*-
0 O
e
H==<; N

[0401] T[] 3—(5— & 3& AT Jk —2- A 3% —4- S AC —4H- w4 bk —3- 3% ) - IR B -2, 6- —
Wﬁ%@A@L%MDE@%%%OMD*%@%%$ﬁ%%Aﬁ—$$%%
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(0. 37mL, 2. 8mmo1) Fl = Z & (0. 79mL, 5. 6mmol) « 7E IR N, W ZIB ST K. K
B, JFE P AE A (AR, FEE ) A PR 4%/96%) A4k TR R, 19 3 2 A A 4
(1) 3— (65— 2k I 2 —2— A3k —4— 50X —4H- W Mkibk —3— 55 ) — WRIE -2, 6- — il (360mg, /™
# 61%) ;HPLC, Waters Symmetry C,, 5um, 3.9X 150mm, ImL/min, 240nm, fE 5 43 %7 W,
M 10/90CH,CN/0. 1%H,PO, B B %8 95/5, {4 ¥F 5min, 5. 97min (97. 3%) ;mp, 283-285 °C ;'H
NMR (DMSO-d,) & . 2. 17-2. 23 (m, 1H, CHH) , 2. 37 (s, 3H, CH,), 2. 58-2. 92 (m, 6H, CHCH,, CH,) , 4
.90-5. 07 (m, 2H, CH,NH) , 5. 25 (dd, J=6, 1 1Hz, 1H, CH), 7. 29-7. 84 (m, 7H, Ar), 8. 85 (t, 1H, J=
6Hz, CH,NH) , 11. 05 (s, 1H, NH) 5°C NMR (DMSO-d,) & 20. 82, 20. 93, 23. 29, 30. 60, 42. 07, 56.
53, 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 [ FH i {4 -
C, 64.90;H,5.40;N, 13. 16, SZIIME :C, 64. 96;H, 5. 37;N, 13. 15,

[0402] 5.50 N-[3-(2.6— —HAC —WRmE —3-FL)-—2- AL 4- A0 3.4~ ~ S - =M
Wbk —5— FLFL 1-3— FEJE — SR LRy

[0403]
Qﬁ(” OgrNop©
SYNS!
éﬁ?\

[0404] [ 7E 40°C ¥ IR — B 2R I (0. 24¢g, 1. 8mmol) 7E DMF (8mL) M FR1 %5 ¥ h 4
FEION L, 17— Bk kM (0. 31g, 1. 6mmol) , FFHidkE— /it MBS TN 3-(5- 2
FEFR I —2— FIJE —4- 40 AQ —4H- WEmmbk —3— 5k ) - DRIE -2, 6- i #h R (0. 59¢g, 1. 8mmol) ,
HIRAXIR G 45 0 Bhe 28R, HiEk PR AR il CRERR, FIlE / S 5t 4%/96%)
g AL R AW, 15 B 2 W At 00 [ AR K N-[3-(2, 6 40 4% - DR iE —3- 3 ) —2- A3 —4- 44
-3, 4— & — MRk —5—- JE L 1- K WEIE (560mg, 7= 76%) ;HPLC, Waters Symmetry
Cur 51 m, 3. 9X 150mm, ImL/min, 240nm, £ 5 4% Bb N, M 10/90CH,CN/0. 1%H,PO, Bf & &
95/5, 4 4 5min, 6. 00min (99. 2%) ;mp, 263-265 ‘C ;'H NMR (DMSO-d,) & 2. 18-2. 21 (m, 1H, C
HH), 2. 38 (s, 3H, CH,AT) , 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, TH, Ar), 8. 89 (t, J=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,+0. 6H,0 [P AE :C, 64. 36, H, 5. 45;N, 13. 05, 5L
JIME :C, 64. 36;H, 5. 24;N, 13. 22,

[0405]  5.51 4— S -N-[3-(2, 6— 4% — Wkhg —3—- 3£ ) -2 FIFL —4- 4840 -3, 4- 5~
Pgenbk —5- FE AL 1- K AL

[0406]
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[0407] ] 3—(5— 2 2k 1 J& —2- A 2k —4— 4 X —4H- & M bk -3- 2% ) - WR BE 2,6 —
fi £k B2 (0. 48g, 1. 4mmol) 7E & 5 (10mL) IR & 9 4 BE#E o N 4- &0 - 2K B Bk &
(0. 27mL, 2. 2mmo1) FI N, N- S I L% (0.62mL, 3. 6mmol) » FFE ML N, HFHZIE S
B 2 RES ), FF I8 PR A (R, FEE / ST T 4%/96%) Ak i R, 19
B2 AR 4- 8 -N-[3-(2, 6- Z 4 AL - WRIE -3- 5 ) -2- B3 —4- A -3,4- =
S Mk 5-FE O - K A OBE iE (390mg, 7T % 62%) ;HPLC, Waters Symmetry
Cg, b m, 3. 9X 150mm, 1mL/min, 240nm, 7E 5 43%h A, M 10/90CH,CN/0. 1%H,PO, % & 4% 95/5,
{54 5min, 6. 18min (98. 0%) ;mp, 276-278°C ;'H NMR (DMSO-d,) & . 2. 18-2. 23 (m, 1H, CHH), 2. 5
8-2. 93 (m, 6H, CHCH,, CH,) , 4. 97-5. 08 (m, 2H, CH,NH) , 5. 26 (dd, J=6, 11Hz, 1H, CH), 7. 33-7. 96
(m, 7H, Ar), 9. 01 (t, 1H, J=6Hz, CH,NH), 11. 05 (s, 1H, NH) ;"°C NMR (DMSO-d,) § 20. 82, 23. 29, 3
0. 60, 42. 21, 56. 54, 117. 66, 124. 16, 125. 52, 128. 45, 129. 17, 132. 95, 133. 95, 136. 13, 140. 6
9, 148. 52, 154. 84, 161. 10, 165. 23, 169. 54, 172. 63, LCMS MH=439, 441 ;C,,H,;N,0,C1+0. 1H,0 [{]
HIR{E :C, 59.96;H, 4. 39;N, 12. 71;C1, 8. 05, SEMMH :C, 59. 80;H, 4. 13;N, 12.61;Cl, 8. 30,
[0408] 5.52 N-[3-(2,6— —4FAAC - WRmg —3- KL )-2- I 4-FH A0 -3,4- 5 - W
Wbk —5— FE AL 1-3— 95 — % FFIL

[0409]
: :
F
O 0 )
8o
N=§
[0410]  [a] 3—(5— & 3& A Fk —2- FF 3& —4- S AC —4H- v M bk —3- 3% ) - Uk BE -2, 6- —

i & /. (0. 47g, 1. 4mmol) 7E & i (10mL) " ¥ & & 9 h Tﬁﬁﬂﬁbn)\ 3- - A A
(0. 25mL, 2. Tmmo1) AN, N- — & A % £ % (0.61mL, 3. 5bmmol) » 7E = i T, i #F % &
G B R, FEIE P AR A (R, FEE /S B 4%/96%) 4i 4k ik AR
V), 13 B 5 B AR N-[3-(2, 6- AR - WRiE -3- ) -2- B 4- AR -3,4-
S - W bk —5— JE AL 13- F - 2K Wk (230mg, 77 % 40%) ;HPLC, Waters Symmetry
Cigo 5 B m, 3. 9X 150mm, 1mL/min, 240nm, £ 5 738N, A\ 10/90CH,CN/0. 1%H,PO, 5 22 95/5,
% 4% 5min, 5. 80min (98. 8%) ;mp, 240-242 °C ;'H NMR (DMSO-d) & 2. 18-2. 24 (m, 1H, CHH), 2
. 59-2. 93 (m, 6H, CHCH,, CH,), 4. 93-5. 10 (m, 2H, CH,NH) , 5. 28 (dd, J=6, 11Hz, 1H, CH), 7. 36-7
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.80 (m, 7H, Ar), 9. 08 (t, 1H, J=6Hz, CH,NH), 11. 06 (s, LH, 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, 124. 1
6, 124. 99, 130. 52, 130. 62, 134. 12, 136. 52, 136. 61, 140. 79, 147. 84, 155. 29, 160. 39, 160
.90, 163. 62, 164. 99, 165. 02, 169. 45, 172. 60, LCMS MH=423 ;C,,H,,N,0,F+0. 4H,0 (K] BEiS{H -
C,61.51;H,4.65;N, 13.04;F, 4. 42, SEJU{E :C, 61. 32;H, 4. 44;N, 12. 97;F, 4. 27,

[0411]  5.53 N=[3-(2,6— S AC - WRmE —3- FL)-—2- FIHL —4- 50 -3, 4- — 5 - WM
Wk —5- FLF L 1-4- — & AL — K P

[0412]
0
5 .
O 0
-
N O
Mﬁ‘
[0413]  [v] 3—(5— & Z& 1 2 —2- A Bk —4- 5 A —4H- W Mg bk —3- % ) — W g -2, 6— — fili

Eh2 (0. 45g, 1. 3mmol) £F £ (10mL) A (VR & ¥4 £ b I N\ 4- Eaﬁ 2L - 28 L
(0. 30mL, 2. Ommo1) A1 N, N-= — S A F& £ % (0. 58mL, 3. 3mmo1) » fEEIR T, i HHZIE &Y
W &R, IF Il P A 0 (R, BT / & H BE 4%/96%) 4iib iRV, 13
B8 B AR N-[3-(2, 6- AR - WRIE -3- 26 ) —2- 3L 4- 50 -3,4- —&A - ¥
Wbk —5— FE B L T-4- =5 3L - K BEfZ (420mg, 7= % 67%) sHPLC, Waters Symmetry
Cis, 51 m, 3. 9X 150mm, ImL/min, 240nm, 7E 5 7320 PY, A 10/90CH,CN/0. 1%H,PO, Ff: % 42 95/5,
% ¥ 5min, 6. 46min (97. 2%) ;mp, 253-255 °C ;'H NMR (DMSO-d,) & 2. 18-2. 24 (m, 1H, CHH), 2
. 59-2. 94 (m, 6H, CHCH,, CH,) , 4. 94-5. 11 (m, 2H, CH,NH) , 5. 27 (dd, J=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, 13
0.99, 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,oN,0,F,+0. 5 H,0 [JFHIS{H :C, 57. 38;H, 4. 19;N, 11. 64;F, 11. 84, SEZJ{H -
C,57.01;H,4.05;N, 11. 53;F, 11. 56.

[0414]  5.54 N-[3-(2,6— AL - WRmE —3-JFL)-2- AL 4- A0 3.4~ ~ S -
Wbk —5— FE L -4 — 3 A4S — oK LR

[0415]
0 o
O
# N
00y
ﬁ.&b
[0416] ] 3—(5— & Z& 1 2& —2- ATk —4- 4 AR 4H—nf<luéﬂﬂi =3- ) - WRBE -2, 6- — i

#HIR (0.49¢g, 1. bmmol) 7E ZJiF (10mL) HH (7R & ¥ HEFE A 4- Eﬁh ARk — o L
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(0. 34mL, 2. 2mmo1) FIN, N= S A ZE i (0. 63mL, 3. 6mmol) o R iZ VRS W) E =W T4
FE 15 8. 28RV, R PRIEAE (0l (R, Il / S e 4%/96%) ZEAL R AR )
1330 5 3O AR N-[3-(2, 6- 40 - URIE —3- 2k ) -2- A3k —4- %X -3,4- —&A - %
Mepk —5— JE A 3L 14— = i 3L - 2K Wk ig (370mg, 7= % 54%) ;HPLC, Waters Symmetry
Cigo 5B m, 3. 9X 150mm, 1mL/min, 240nm, 7E 5 73804, M 10/90CH,CN/0. 1%H,PO, 5 fE 42 95/5,
{54 5min, 6. 54min (98. 6%) ;mp, 258-260°C ;'H NMR (DMSO-d,) & . 2. 18-2. 23 (m, 1H, CHH), 2.
59-2. 92 (m, 6H, CHCH,, CH,) , 4. 98-5. 09 (m, 2H, CH,NH) , 5. 26 (dd, J=6, 11Hz, 1H, CH), 7. 34-8. 0
7 (m, 7TH, Ar), 9. 05 (t, J=5Hz, 1H, CH,NH), 11. 05 (s, 1H, NH) ;"°C NMR (DMSO-d,) 6 20. 82, 23. 29
, 30. 60, 42. 22, 56. 54, 117. 66, 120. 70, 124. 15, 125. 52, 129. 59, 133. 30, 133. 96, 140. 65, 148
.51, 150. 33, 154. 84, 161. 10, 165. 05, 169. 54, 172. 63, LCMS MH=489 ;C,,H,,N,0.F, (I BB -
C,56.56;H,3.92;N, 11.47;F, 11. 67, S :C, 56. 32;H, 3. 60;N, 11. 23;F, 11. 56,

[0417]  5.55 N=[3-(2,6— AL - WRmE —3-FL)—2- FIJL 4- A0 3,4~ ~ S -
Ibk —5- FLAIL 1- K AIiERE

[0418]

O
HN.

D

L
N
[0419]  |r] 3—(5— 2 2k A —2— A O —4— 40X —4H- Wi Meipk —3- % ) — DR WE -2, 6— il £k
i (0.59¢, 1. 8mmol) 7E L JIE (10mL) = (¥R &4 B $F hn A 2K EF'@?E%L (0. 31mL, 2. 7Tmmo1)
HMIN,N= RN EE O J (0.77mL, 4. 4mmol) o iR & WAL MR T HiHE 16 40 oo 28R
3, B P AR o (R, I/ AU 4%/96%) ZiAb ik R, 19 B 52 A A
N-[3-(2, 6— 4K — WRHE —3- 55 ) —2— FI3E —4- 500 -3, 4— 250 — memembk —5- R 1- o
A% (260mg, =2 36%) ;HPLC, Waters Symmetry Cig, 51 m, 3. 9X 150mm, ImL/mtn, 240nm,
7E5 4y B N, M 10/90CH,CN/O. 1%H,PO, Bf & # 95/5, f& FF 5min,5. 70min (99. 6%) ;
mp, 247-249°C ;'H NMR (DMSO—d) 6 2. 17-2. 23 (m, 1H, CHH), 2. 59-2. 90 (m, 6H, CHCH,, CH,), 4. 9
2-5. 09 (m, 2H, CH,NH) , 5. 26 (dd, J=6, 12Hz, 1H, CH), 7. 47-7. 94 (m, 8H, Ar), 8. 93 (t, J=5Hz, 1H
, CH,NH) , 11. 05 (s, 1H, NH) ;'°C NMR (DMSO—dg) & 20. 82, 23. 29, 30. 60, 42. 12, 56. 53, 117. 65, 1
24. 01, 125. 43, 127. 20, 128. 37, 131. 30, 133. 95, 134. 21, 140. 99, 148. 50, 154. 81, 161. 11, 16
6. 26, 169. 54, 172. 62, LCMS MH=405 ;C,,H,N,0,+0. 5H,0 [FJFEIRAE :C, 63.91:H, 5. 12:N, 13. 55,
S :C, 63. 78;H, 4. 82;N, 13. 45,
[0420] 5.56 3,4- — & -N-[3-(2,6- 5 — WRmg —3- & ) -2 3L —4- 548 -3, 4- —
S — Wbk —5- JL FIE - K AL
[0421]
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[0422] ] 3—(5— 2 Z& 1 2 —2- A 2k —4— 40 X —4H- & M bk -3- 2L ) - WR BE 2,6 —
il £ 18 (0. 46g, 1. 4mmol) 7E £ fiF (10mL) iR & ¥ Bk A 3, 4- Z &K F &
(0. 34g, 1. 6mmol) AT N,N- — 55 A #& Z #% (0. 54mL, 3. 3mmol) » H#F 1% VE & WA SR B
FE 15 43 Bhe AR, HE ok g AR ol CRERS, FRE / ST 4%/96%) Ak ik AR
W, 153 2 AGEKK S, 4- & -N-[3-(2,6- —F A - WRIE -3-F ) -2- FE 45
-3, 4— 5 — WMk —5- FE I |- KA EEZ (450mg, 773 70%) ;HPLC, Waters Symmetry
Cigr 51 m, 3. 9X 150mm, ImL/min, 240nm, 7E 5 7380 PY, A 10/90CH,CN/0. 1%H,PO, % 42 95/5,
{545 5min, 6. 60min (99. 6%) ;mp, 271-273°C ;'H NMR (DMSO—d,) 8 2. 17-2. 22 (m, 1H, CHH), 2. 5
8-2. 90 (m, 6H, CHCH,, CH,) , 4. 97-5. 09 (m, 2H, CH,NH) , 5. 26 (dd, J=6, 1 1Hz, 1H, CH), 7. 34-8. 17
(m, 6H, Ar), 9. 14 (t, J=5Hz, 1H, CH,NH), 11. 04 (s, LH, NH) ;'°C NMR (DMSO-d,) & 20. 80, 23. 29,
30. 60, 42. 30, 56. 52, 117. 66, 124. 17, 125. 56, 127. 58, 129. 28, 130. 76, 131. 31, 133. 97, 134
. 11, 134. 56, 140. 39, 148. 50, 154. 86, 161. 06, 164. 10, 169. 53, 172. 62, LCMS MH=473, 475 ;
Cy,HigN,0,C1,40. 1CH,CL, A IB{A «C, 55. 09;H, 3. 81;N, 11. 63;C1, 16. 19, £ :C, 54. 88;
H, 3.60;N, 11. 46;C1, 16. 38.

[0423] 5.57 N-[3-(2,6— AT - WRmg —3- KL )—2- I 4-FH A0 -3, 4- 5 - &
Wbk —5— FLFIL -3 — G L — K A

[0424]

R 0

Q
F N Qofj
N
u")\

[0425]  [Wj{E 40 C A 3— =P IE - K FEE (0. 28g, 1. 5mmol) 7 DMF (8mL) 7 K1
WHBREIIN 1, 17— BREE KM (0. 27g, 1. 6mmol) , HHiHE—/o SRS, A 3- (56— &%
3% —2- FIIE —4- 44X —4H- mE MRk —3- 5% ) - WRAE -2, 6- /i #h % (0. 50g, 1. bmmol) , Jf
Pt 16 438 2 s, i PodiAE ke, FlE /S S5 4%/96%) ZiAbR R,
133 220 O AR N-[3- (2, 6- 4K - WRIE -3- 28 ) —2- P2 4- 50 -3,4- & - %
Pk —5— ik AT 2L 1-3— =9 ARk — X iz (440mg, 7™ #8 62%) ;HPLC, Waters Symmetry
Cys, 51 m, 3. 9X 150mm, 1mL/min, 240nm, 10/90CH,CN/0. 1%H,P0,, 7E 5 4% Bh 1y B BF % 95/5,
% 4% 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, J=6, 11Hz, 1H, CH), 7. 36-8
.27 (m, TH, Ar), 9. 23 (t, J=5Hz, 1H, 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, J+=3Hz), 123. 98(d, J. »»=273Hz), 124. 15, 1
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25.53,127.90(d, Jo,=3Hz), 129. 19(d, J.=32Hz), 129. 72, 131. 37, 133. 97, 135. 05, 140. 5
0, 148. 50, 154. 86, 161. 07, 164. 85, 169. 54, 172. 62, LCMS MH=473 ;C,,H,,N,0,F, ] F i {4 -
C, 58.48;H,4.05;N, 11. 86;F, 12. 06, SZMI{H :C, 58. 19;H, 3. 84;N, 11. 86;F, 12. 00,

[0426] 5.58 N=[3-(2,6— —4HAC - WRmE —3- FL)-—2- AL —4- 50 -3, 4- — &5 — M
Wbk —5— FL AL 1-4- — Sl Res — I8 R ERY

[0427]

[0428] [} 3—(5— 2 2k I 3 —2— A3 —4— 404X —4H- mE Mk —3— % ) — WRIE -2, 6— i &;
i (0.49g, 1. 5mmol) 7E & FF (10mL) IR TF WP RN 4- =/ FME - X P B
(0. 37mL, 2. 2mmo1) AN, N- — A 2 (0. 60mL, 3. Tmmol) . {EZIRL N, BiFHZIESY 30
I3 e ZE RV, I PR AT (L (RERR, AR/ U 4%/96%) EALTR R, 193] & 5
€0 A ) N=-[3— (2, 6— 4K - WRIE —3- 2 ) —2— A3k -4 40X -3, 4- & — MMtk —5- 2k
3L 1-4- = 0 A3 - Bl e 2% - 2K A9 It i% (520mg, 7= & 70%) ;HPLC, Waters Symmetry
Cig, 5 1 m, 3. 9 X 150mm, 1mL/min, 240nm, 7£ 5 7380, M 10/90CH,CN/0. 1%H,PO, % f 42 95/5,
{53F Bmin, 6. 70min (98. 3%) ;mp, 236-238°C ;'H NMR (DMSO-d,) & 2. 17-2. 21 (m, 1H, CHH), 2. 5
9-2. 88 (m, 6H, CHCH,, CH,) , 4. 95-5. 12 (m, 2H, CH,NH), 5. 26 (dd, J=6, 1 1Hz, 1H, CH), 7. 36-8. 05
(m, 7TH, Ar), 9. 12 (t, J=5Hz, 1H, 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.=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. TH,0 ] BEi8 {8 :C, 51. 63;H, 4. 22;N, 10. 47;S, 5. 99; F, 10. 65,
SEPUAE <C, 51. 34;H, 3. 97:N, 10. 33;S, 6. 25;F, 10. 68.
[0429] 5.59 JE
[0430]  5.59. 1 PMBC H] TNF a I 52
[0431] @ 1if Ficoll Hypaque (Pharmacia,Piscataway,NJ, USA) 2 & = . 3k 15
KB IE UL AR A R R 4l e (PBMO) . fE WY A 10% AB+ A Ifl ¥E (Gemini
Bio-products, Woodland, CA, USA) \2mM L- A2tz .1000/ml FHZ M 100 1 g/ml HH R
(Life Technologies) HJRPMI 1640 (Life Technologies, Grand Island, NY, USA) H135% 7= 40
Mo
[0432] ¥4 PBMC(2X 10° 4 2 ) 4 M AE 96 FLF JEE Costar ZH 4115 75 (Corning, NY, USA)
F, — X = 4. HLPS(k H Salmonella abortus equi, Sigma H 3% 5 L-1887, St.
Louis, MO, USA) , LA Ing/ml WKL, fEAAFAE BAFAEAL A DI, B F A< e Bl g 1
(K145 P T DMSO (Sigma) o7, J A6 A8 F Al 7 B A 85 92 ZE kAT 2 — P Wk . B il g
1) 5 ¢ DMSO ¥R FE W] LAAZY 0. 25%, 7E LPS HlSZ /Y 1 /NN FrAb S AN di et )5,
1E 37T°CF, £E 5% [#) CO, T4l 7% 18-20 /NINE, SR Ja etk B, S5 IR 2600k, IRt
ELISA (Endogen, Boston, MA, USA) JJ5E 3 INF a /KF. AR MERIE. S Bl H)E - &
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I 1Cs,, FRAE T 100%, JEHE A 0%, RVF AT A1 % (GraphPad Prism v3.02) .

[0433]  5.59.2 T 4] TL-2 FI MIP-3 a /i

[0434]  7E4FAN 10cm IAIZREE R, B 1 X 10°PBMC JiIN 10ml 584235553 (RPMI 1640,
A0 10% PR IS IR M3  2mM L- A 2 BEE L 100U/ m] T4 2580 100 v g/ml BEEE 3% ) , HHAE
37T°CR, 7E 5% ] CO, G 7R 575 30-60 738D, fif PBMC S WS BE L 4l M . I FR B 0E 0
BEFE ML LA RS 25 BT ARG B2 PBMC. X4 1 X 10° HENGEE PBMC 18 F R 51)$Hifk (Pharmingen) Fl
Dynabead (Dynal) J&&WHEAT TR FE, RELAL T AIAE 0. 3ml 4B=EHr MR TG R 151 1 HTL-CD
16,151 1 H{ —CD33.15 1 1 HL —CD56.0. 23ml Hi —CD 19 Bk.0. 23ml Hi -HLA TT ZEEEF1 56 1 1
PL-CD 14 Bk 7E 4°C N, B aifufizk / kiR &4 b FiEss 30-60 73080, 1 H Dynal fiifk
MER AR 22 A0 1 T 41 B o 8 it Al A v A e BB IR A 2 50% 1R T 48 i, 87-95%
f¥) CD3",

[0435] ] 100w 1/ 4L, %A HL -CD3 Hifk OKT3 [ 51 g/ml [ PBS H 4k 96— fL-F K4
ZUREFEMR, E 37°C NG IR 3-6 /NI, SRS ZE IO T 412 BiSZBP A 100 1 1/ FL5e k72
Ve YR 7ERRA R FR 96— FLERT AL SRR 2R 2RI 20 fiF. BZOREN
Z3 100 m 29 0. 00064 b mo KA K BHERHE AL SR 10mM g A EE LA 1:50 BR B RE, 3K
13 F I 200 1 m 7E 2%DMSO H 1) 20 X 6 BE VL, SR 5 LA 125 56 FE A BE 21 2% 11 DMSO H o LA
101 1/200 1 1 BRI AL G, 133 0. 1% 152 DMSO ¥R & . 7E 37°C \5% [ CO, Hs
B FERE 7% 2-3 K, it ELISA (R&D Systems) 7347 L& H 1) TL-2 MIMIP-3 a , % 1L-2 Fll
MIP-3 a [JZKPHRHEAL B AE— 8 B A R SR AL AL & 7 a7 AR i i, I BAT A R4
PEIRTE S B 27 & - SOV vH55 EC50, PFRE THHE 22 100%, S 0%, fu1F A A2 #1# (GraphPad
Prism v3.02) .

[0436]  5.59.3 4H oI5 &

[0437] M Deutsche Sammlung von Mikroorganismen und Zellkulturen
GmbH (Braunschweig, Germany) 3k 5 40 it &2 Namalwa. MUTZ-5 F1 UT-7. M American Type
Culture Collection(Manassas, VA, USA) FR1S 4 & KG-1. 7EFTE 40 Z P, Bt °H- iy
1948 N BT 3R 718 (19 40 e 8 e 34 42 e a1 ol

[0438] DL 6000 4 fif / LA 4t B i il 7 96— FLIV S IR 25 . 78 37°C TR, 7E 5%CO, IERE 15 7%
Farh, LAY 0. 25%DMSO (1) 243 B, B4 100.10.1,0. 1.0. 01.,0. 001.,0. 0001 F10 u m R4k 5
Yk AN PR EE 72 /NI K= SR A AL AN SR BLK H- i (Amersham) ,
15 37°C R, 1 5%CO, RIERIE IS F5 4 0, 4 40 M fF 35 7% 6 /i o A8 FH 48 i B2 488 (Tomtec) #4441
Mol 3K UniFilter GF/C idJEM (Perkin Elmer) b, ffiZF 4. MA Microscint
20 (Packard) (25u 1/ 4L ), 7F TopCount NXT (Packard) F/r#it. H&fLit% 1 4h. &
ST =40 R RS R DMSO X B (0% ] ) BEAT bRy AL ok V155 410 e 28 B 1 k) 7
G3ELe AR = AT RIS, 7R BERPAE AR I e LA . AF T AEZRERNE L S T il
A - RNV E R 2 1Cs, BROETIHE R 100%, JIGHR A 0%, VTR AERL % (GraphPad Prism
v3.02) ,

[0439]  5.59.4 HIEUTTER G EN R

[0440]  H DMSO 8k — & & A K B4R AR AL A5 P Ak 3 Nama lwa 40 1 /N6, 2R )5 H 10U/ml
[*)Epo (R&D Systems) HJi 30 738 il & 4 Mo i# 49, F Epo 52 74 Ab EAT G B PLVE B 57
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RUaE ok SDS PAGE 435 . H Akt.phospo—Akt (Ser473 8k Thr308) i1k —Gabl (Y627) \Gabl .

IRS2 ALB SR A1 IRF-1 Ab ¥R & 3 ENE, 3148 HH ImageQuant {4 Molecular Dynamics)
1 Storm 860 Imager E43r#7.

[0441]  5.59.5 2o fE#AHT

[0442]  F DMSO B{— & 5 1A A BHAR G 40 A 0 A BN Mo ik 182 MR P 3 v 1) 5 2, A A
CycleTEST PLUS (Becton Dickinson) HEAT 4 e & AR AT NE Ge t0 o fEGL A, A ModFit
LT %% (Becton Dickinson) it FACSCalibur ¥4 B A 43 #7240 e .

[0443]  5.59.6 ZHET /T

[0444]  FEAS[R] 9B R) 50, A DMSO B — 2 2 1) 4 I BH B4 0 40 5 400 A B2 40 B, 4R i FH T
B ) -V SRR (BD Biosciences) V. HIBBCE A -V 454 & A ML ARE (BD
Biosciences) ¥4 fi 377 10 \%EP 5 4 B T s o A

[0445]  5.59.7 %)
[0446] $E?Eﬁ%ﬂﬁﬁﬁ’]ﬁﬁﬂ% FH4ug AP1- 3865 (Stratagene) /1 X 10° 4HfEAI 31 1
Lipofectamine 2000 (Invitrogen) X715 4L Namalwa 40 . 7EE4% 6 /NS, A DMSO 5% —
JE B A R R AL S AL SR A L . AT % SRR B2 P A (Promega) I & ¢
HCE B, DG (Turner Designs) SRl &

[0447] 1 b vl AR i B 1) S5 7 XA T s 48], A FH o R SR 58, AR RN I
IR, B B i 2 B AR S MR R VAR 2 SR . BT i L2 R # A A
TEAR R B 90 [R5 -4 P B R ASOR 2 3K BT ik 5

[0448] A KBS 2% 1 B TR B R HIE A RN AT IR R AHiES
(RIAEART 222 SCHR IR 5 | B BH FF AR AR AR 2225 SOk AR IR R . 275 BT i)
PR ELSK , 47 50 G b PR A A BH A3 T

fii ]
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