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[0083]  fF s )y S , RONAL AE 5 —SE 7 2 P, R™A— (CHe) nOHBRFR 3 7T ) — S i
& RUNERE AR S22 b RTN-0- (C1—Ce) SR AR Hb B — AN B 24 i Y
ARAE 5L 77 2, RTH (Ci=Co) ik, (e Mg — B Z A AU

[0084]  fF 5 /7 v, REAE o AE o — SLi 5 S 71, R® M (Ci—Co) etk , (T3t gy — ok
2RI

[0085]  fE—sKjifi )y S . n 0. 78 5 —SKHE T R n 1 oA Sy SEHE T B, n 2.

[0086] A HHHRMERIAL A MEAE FIRR R RORINITE AL A

[0087] 76— ELAAM S 7 S RTNFR BE AE S — 5L 7 = . RUA-C (0) - (CiCo) itk
1E S5 —SL 75 S, ROMNH2o 7 55— SR )7 %7, RUAC (0) ~CHa=0— (Cr=Co) bidt .

[0088]  H A& sl dE , (HARR T -
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[0089]

o
R

S

&

T

&

{OH e HHRE

[0091]

{IV),

[0092]  J HL25% b ml 252 (0 3k VA L R S AR SR A, Horpr

[0093] ng\j,

[0094]  —(CHo) v~ (6F107TF53E)

[0095]  —C(0) = (CH2) n— (6F 10775 3L) B—C (0) — (CHo) n— (6 10TC A5 3L) , Horh Bk 75 3k
B A 7 AT A — DB AN R S B : %138 5 —SCFa;5 (Ci—Ce) e, HoAN BT it g —
MELZ N 2 U B (Ci—Co) B2 , AR BT il — AN N 2 U
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[0096]  —C (0) — (CHo) n—NHR", L HhRM Ay

[0097] 6% 107075 & AT H gl — N ELZ AN TR IEF AU : o1 35 (Ci—Co) Fr i, AR BT 1%
Mo — B A 2 AR B (Ci=Co) e AU , AR BT I B — AN B AN 2 B B
[0098]  ~C (0) ~ (CH2) =0~ (CH2) = (6F 107G JE) ;

(00991 R¥J9: %5~ (CHe) nOH; 23 ; 0 (C1=Ce) BEdk s B (C1—Co) e dik , FELEHUAE — N ELZ A
EIOA

[0100]  R'Jy: 458K (Ci-Co) Bt ik , (T M — B A 5 Z AU AN

[0101]  nj0.13%2.

[0102]  fE—5Lji )y P, REA - (CHa) o= (6F10TCF 3) o 7E 73— L 7 2 7P, REH—C (0) -
(CH2) n= (6Z 107G 75 %5) BE—C (0) — (CH2) n— (6 = 10T 24 75 55) , Mo vp ik 75 R B 24 35 2 4w B fr
AT AR AR o 75 55— SE T 527, REA-C (0) — (CHe) n-NHR", JH R N6 107855 5, f01 |
T IR AT 3% M A BUAR o 7E 5 — S8 7 221, REN—C (0) — (CH2) n—0— (CH2) n— (6F 1075 55) &

[0103]  7F—sZifir b, RONE 18 55— L 7 7P, RPN - (CHy) nOHBIZ 3 o 78 55— SE it
J5 R RO AR —S2i ) b, RPN -0- (C1—Ce) HR 4 AT e HE M — DB 2 AN i R B
ARAE 5L 77 S, RN (Ci=Co) ik, (e Mg — B Z A AU

[0104]  fF—SZjfi 7 & , RONE AL S —SLHE T R, RYOA (Cr—Ce) Jt ik, Tk M — 4> Bk
24 =AU

[0105]  FE—3LHt )y EHP ,nh0 . 78 5 —SEHE 77 B n L AE S — 3L B, nh2.

[0106] A% HREEHI L AP EHE L IRRS R R AT LS .

[0107]  7E— EAKR SR 77 Fe b, RPN AR BE o 76 I — SEiE 7 2 vk, REA—C (0) — R E-C (0) -
CHa— 8 35 , H b i i 25 I A 276 i 4 PP L L —CPs M1/ B i 2 AR o A 53 — St 5 2o, RE N —C
(0) ~NH-Z 5 , e rpy o R AT 34 Hh ol FR 58  —CFa i/ ki 36 AR

[0108]  HEA&MLAP ARG, HAMR T
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[0109]

53

Q’%N*f g{:«}jy@
.

Y R

"N

(01101 F&AR Sia vd B, A R B A A AR "2 22 T #5219 37 $R 1 295 B2 M ok
MR W& L, Prik IR A5 T LR MG LR - & 38 i T 35 IR A5 T LR A LR , 12, 5
AR T : LR HFBEIR AR E LR R AR IR R TR RN IR AT IR O TER VF IRV E
LR BRI R IR A R T e W R P LR IRE IR L A K H TR L SRR L s 1R R LT
MR FLIR ~ Hy R IR SRR kW IR PP B2 RGVRUIR - AR A TR 2 PR IR L IR  TRIR S IR 7K
PR B I TR S R FATR 0 s B IR 1R L B PR S A PR 0 R R PR 5 o £ SEE T P, B
A28 SRR IR IR B IR AR o

01111 BxAR A UL, AR S IO ATE "W AL SR X ee e &4, it — b5l
HARSAN TR 045 G A AT S I BAR A 2A T B S VAR 2R RN K, Bk ¥
FICI K G o
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[0112]  BRAE AU, A& AT RS “Bi 20" Te (b SR AT £, KT DUAE A P sk Ak
T RSB ) FK AR A B A2 O T e 4k 5 o 24 1 SE 045 (H AR T
A9 AT A K AR 53 5 B A mT AR K AR R IR mT ARk ARG IR S PT AE D7K A ) e R R PR
B S AT AR WK A TR i B 6 T AR A 7K AR T IS IO AR T AR A K A R R R R SR AU R AL S ) - BT 24
1) 5 & SE AL G 5 -NO —NO2. . ~ONOBL—ONO23 73 1 A4 B4 o 1l 24 7] LA i 84 b A FH 8 1
k4%, L i #EBurger’s Medicinal Chemistry and Drug Discovery,172-178,949-
982 Manfred E.Wolff%i, 5 ,1995) filDesign of Prodrugs (H.Bundgaard%s,
Elselvier,New York 1985) gt iR /774

[0113] B 55 UBH , A% & AT FH B AT “RT AL W07k e 1) 22 2k R R ISR “PT AR WK A 1 e
PRI\ AT A W0 K S B B IR™ A0 BT AL M) 7K A R B R I 4 ol F8 4k & i S 2 R IR e Tk 1R
B BERR AR B , '©A1T: 1) ARz AL A R A ME T AR T iz A0 A A R AR A
PR, bE R i AR PR ) [R) B R 46 s BK2) 2 AR 2B vs PRI AH P AE A4 A S Ah
A A G o AT AR K A I A R R B ) SE LR S (HAS R T B RE AR be 2 i AR
12 e R IERR P st b S e JR R R AN 20 55 B e . Je SR Tk P 8 o0 1 2 2 R IR B o

[0114]  BxAE A Ui, AR BHAE B AR GE “SEAKR S AR A0 55 BT A 6 i S5 A A4 / ST Ak )
AR AINS il S F A/ STAR ) & BRI AR R AL S

[0115]  BRAESA UL, @A R BT B ARE “SAAR w20 e a5 S0 — Pporik
PRI HEEAR EA TG YR H ek s R A AW B, BA — 4 F ot
B SAR AN AL H A G AR AT IZAL S VB A SR I A A B PR AT
O B SIAR A 2R A SRR AR EA T Z A P H e R i e fa 44 L R i 37
1 A AL AL A PR KT 2980 % B & 1 iZ AL & W — P or AR S iR AN T 2920 % H &=
A AP e ST AR ek, BRI KT 2990 % B & i & VIR0 — Pporik s i f)s
T4310% HEZA S PE G AR F AR, AR KT 295 % & 124 S —Fhor
1 SRR FNINT 295 % B S FZAL AP E) H e STAR Ak, BUK T 24197 % B & 1iZ &)
() — P STAR AR A INT 23 % B S R S0 H e AR A

[0116]  BRIEBAH U, AR A AE ST R E R 85 KR T455% EE11L
A — PP AR A, KT 2960 % HE LA YIR — PO g s, KT 470% E 5, 5
KT2180% HEZMAL AW — P AR R H A

[0117]  B&HE BA Ui, AR A I ROARGE ‘S sk aify” e B — DN F PO &
MR STAR A AL A1) A, ARE X R R E R e B — TP oS
VIR SIAR i = A S

[0118]  BRAE A VLI, AR BT FHI AR TE “Ge B 48 B AR B 45 8 B ik )5 2 A B
B RS AR B e R - -2 - IE R IR T B IR AR AR
O 28 s M AN S B e A B G - R 2 P T 2 - T3 T B - 2 AR T A 3
BT R 2 FR R I e\ 3R R TN (A -FR L R L 2- R R O 0 3-FR R L R A R T A LB
LT L 2, 3-SR T AR SR  ARE e A L R IR e A

(01191 BRAEFA ULRH , A& AT FHI AGE “FRbe k™ a3 3 = 15 ik IR+, I HLAE AR J5i
Z B A B IR (resonating) XU bE & P o HAT A 5 1 AN BR o R BRI A e s
() S 4G , AHASBR T-ER T 2 3R T 28 3R 0 2 L R 2 B G M e 2 R JE 2 i) DA — AN Bl %
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NI IR

[0120] A% WA FHI ARG “F5 387 1R85 E 14N IR E F OB 5 B0 W3R 75 JL 11 3R IR
TR NIKE T 5 G ARE BT — DB N IRIREM RIS, L -, —-B =3
EW L S IR A RIS b 15,6, 7, 8- VU S 25 55 i il by, il 5 2 m] DUE B ER PR R
RURIR AR I 75 S ARG AL L BURE L 2 36 L B0 L R GEE 2R3

[0121] Y93 5, T SR A 1 465 1) RO 445 H) 45 HE I 24 PR TR A7 AEAS — B30 I DL A 1Y
SEMI N o B4, T R 8 M B R 3 B ST AR 25 8 F ) Aok 2R B0 28 R AR , W &5 1)
B 25 TR 43 IS A 2 A A4 L BT AT B STAR A4

[0122] 4. 23697 T0B A il 77 7%

[0123] A EHHRAE TAE AR IR BER AL &9, B 2452 T 8252 19 Eh LA e (B4
IKEYD HT ) LS VIETAR S AR Y T TEIT AN/ B i 25 M2 I B0 IE (1) 7 1% o AN B2 FF
E BRI AT, AR B R AL () 4 A M mT DA o i /8 AR s B4 o 7 e 4 B DR 1 AR 1, ik
S0 i R 04 AHASPE T : TNF—a . INF-B., IL-12. IL-18 . GM—-CSFF1/BE IL-16 o A 5245 52 3B 11
WA, AR IR AL R A AT DL £ AR5 TL- 10 o8 A M PR+~ 2B il , A/ BPE S T-48
A ) AT 5 A 17T 5 S50 B DR bk, AECASBR T TL-1 201/ 8 TRN- v (R A8 s 388 . 5
A, AR B R AL I AL AP PT BG DONK A e 5 7 A S AR -/ S 4l B 257 (ADCO) ot H, &K
RS AL Ak B P mT LA S U 1 R/ B0 i 23 P 4 DRI AT R AR 7 300 BT BA A2 e e
SRR A, AR R AP AT A 1 — S B A R 0 1% A AiE T DA & AT TmT LA TR
7 BN/ BIRE Pl R BURIE -

[0124]  ZRyps BURTRE [ SE AL 8 , AHAN PR T« ik | 5 108 & AR A DR (1) 90 RE IR A FR (E AN
IR T 52 R X IR IR SR A1k (“CRPS”) VEEBEAZPE (“MD”) MIAHIC SRS Ak B2 IR I 3 T i
T KR AR IFAE « 254 U G0 8 BB 95 E  ONSHRRAIE « CNS TR 3 Jbk 545 A A A TR S 75 9 B
HERAS R FHAH DG AE 1L 21 88 [ 95 FHAH S RE (1 a0 22 1)  TNFaAH I « B He e 25 P Js Al
JRIE o

[0125]  [AESAH UL, Ak B A T E RS YRI5 F MR BORGE  BORE L B 5% IR
T3 BCIRRE AH G I — FHER 22 BIOREAR o A FEEL ST 7 22 v, A2 ARG 18 1) A X RE 1 5 8 SO IE
(A A Tl FH — Pl 22 BBy BRa 73000 T 5 Pk 2 98 BORRRE 9 BB AL B /M

[0126] Bk A VLA, A& B AH FH G AGE “FHRs; ™ Fi8 T 22 98 B i » B H — Fh B 22 FioiE
REVRAE VH KB HL

[0127]  BraE 55A ul B, Ak B A3 A B9 A “Fa il e TP BB 42 < 993 BORIE  BH — Fal
Z PRREARI B 8 B B ECERAL B MR TR BRI B A AR A 2 2 B R
BURAERVA

[0128]  F&dARE 5A ULHH , A8 & BT AL GV Y097 A 308" FR 753097 B Hil 5 i BURAE
H R IR LA YT 2 AL B R B IR B /M 5 I I 99 BCIR E A DR — PR ER 2 R IR 1
= EMIGIT B RE TR B E S e VARSI R IR T RN & Z =R IR T B
P B AE HH AT SR VR 9T m AL o ARAE “VRIT A RE” P AR DS AN VR T D BIOEE S e
T BURIE PR B DR B 3 3 98 ) — P 7 I TB T AR K & .

[0129]  BRdAE yA WA, Ak B AT FH I A & W “HiBs A 402" 48 2 0% TP 5 o BUR AiE  BR
TR R R & AL S YIRS A 2 TR R E S e B A R AN =, %
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S AETIBT B SR AT 25 4 o ARAE “THP A R & AT DA 4% 238 B2 T 7 B 5 o — P
B R TR DO &

(01301 JegishE N Y 9 iE 1) S A9 A0 458 , (HAS PR T-Mul ler S8 A 3G E L H] 56,281, 230415,
635,517;Zeldisff 238 B & FIHE, A4520044F 11 H4H A i A 52004/0220144 Al
CE B B R S RERITAYT (Treatment of Myelodysplastic Syndrome)) ~20044F2 H12
HAFHI2004/0029832 Al (% KIERERI VYT (Treatment of Various Types of
Cancer)) F20044E5 H6 H A fK12004/0087546 CH 8514 Mg w0697 (Treatment of
Myeloproliferative Diseases)) H i K HFLL . sE B0 F520044E12 H2 H A FH
W02004/103274H FEIA B AR L 4 BT A IX L8 228 SOk A3 A JE e 5| I A A S

[0131] s 1) HAR LA G045 , (B AR T« S o a0 BR300 W R 2 & L FLIBE B 300+
B e i | O S BTV L 45 e s BV S T S IR SR 3 R I i |
FUSE B S R IRIE B U I RS IO L e L B IE Y L ATATDS—HHIRENE - B 54
A T 9697 M B B , LU 0 22 P i i AR Pk AR 1 1 L9, 48] s ok 28 4
1 X975 RSB 20T P2 1 I 96K EL 400 e e 1 o AR B A Bt 1 () e o A PR SR AR A S T
FTa T PRy B il 5 R B A MR e

[0132] & EARM) I e AFE , (AN T« 00 S0 20 2 e A A T ol P 4 24 e
Jed L8 A1 B2 A MR 22 R VR e 7% L 22 TR M ol e Jo 440 JH e ok e Jo 4 e i+ 2 Joa g Tl
S AN B A i et fe S0 R R B AR R T A T TS TR 22 TR T R TP A R 2 TR R 2 SR
N ST AL N o W R L EL R IR Dukes C&DZE B BL A I « /S v )5 1K) 45 B BL W e .
FEVERT 20 M « R 5 IS PR A% 2 S MR Rl Bl B 2 1 s P PR AR E2 4 e 12 1 of s (CLL)
B AT R R A AT < IR R B R T2 L R L R S KB A 2 R L R 1 K B4 i
TREL IR AR IR 2 R S A R MR R 3R (Rl R 2, 04 (AR THHR R 28 PR
S 98 N e IR s AR B 98 % B AIE S IR BN  FL S R M I AR L R 2R PR R B
T3~ B DR AL AR 28 BARS DU A0 B 20 23 40 B 38 22 0E P W LR 8 3R T ME B LA R B AR
W HMEVE TR FT B e DR P R 1 A 2R AR AN T DI 1 B 40 B e W Wa ldens trom” sELER
B IE AR P B R DR T R O E e L R ER AR OB M B 2 I IR M
PETVHREL R 1 5T 5B B2 A USRI UM A7 — AN USRG2I 2L SR FF IR
I DRV TR FUIR IR L BRI R A AP I U8 o 7 — AR R See Ty b, Bk ss i 2 % 7%
I o AL BT B, BT IR AR A2 XMEVE TR I BONHML ST BUBUH A BRI AE o

[0133]  7E-—SKJET7 &, AR SR G 7 TR B il & b 20 A MR G J7 34 BTk
57 B S P R 2 400 B 2 1 I 15 PR 4 A 3 I s P Sl O 0 B 2 1 ot s = P
B T 1 L9 AR M RS 2 TR 1 I , A SRR ) HEVE I BC PR B ) L9 5 71200642
HOHAFFR3E B LR A FF52006/0030594 0 Br o 11, 35 A BN Al ad 51 AT AR

[0134]  RAE “[ MLp” 8 MLV G 2R 0 P g« 1 T A0 (AN PR T < 48 PR 90 2 20
P 1 97 < 12 PR 2 P 2 1 I = P RS bk 2 4 b e 1 L = Pk B BB P 1 I s A P el B
S0 L T I8 o i 1 L9 TT DA A SR 1 ME YR B BSOS BV 7 A BUIE Y « ARE “ROR T R
TEYR YT G L9 O 48 07 55 1140 S 38 1 0 Fh 1 L 9 40 e 3 B0 DA R i o 44 i ok 2D 1 4%
o ARTE “HEVE I BCA PUPER)” F8 BT AE SR A Va7 0, A B il ) H A TR B O e 4
ORI
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[0135]  7E 5y —SEHtiy &b, AR AR AL TR IT TR B da il 45 RS 2 ) bk R L S R
A IR EL IR (NHL) 97775 o ARTE “WhELI88” 18 7 R A R RTIpR E2 28 G 7 A 16 S 0 e
“NHL” $8 75 S J% Z G007 #5960 A% 200 i 4D S8 Pk B g g 30, i S 0% R B A7 o A0, B IR E2
S EBE B RN S W o NHL ) SE 49 G4 , AEANFR T« S 41 Mok B8 (MCL) o B2 434k 8k
8 270 A 9 98 b ) 9 200 P P 9B 2 980 (TLL) SR B AR 2 A bR 2 40 o PR bR E2 98 (PDL) L ot
O MR ESE (centrocyte 1ymphoma) « 543 14 /NZ L4 Ho bk B2 98 (DSCCL) i PRI 2
I8 RN AT A0 R OB R DL AT AT SIS R 1 A A Ak B R (& TR L R M L B AR e
(blastic) FIANEHFHRELSR)

[0136] 5 ANHHEE [ I A5 i AE AH 2C 1 B A L AR Ak 16 7% 9 AR 2 1) SE 48 0468, (AHAN PR T
RIEFI ~ 5 8 VRS o3 25 PR 0 « T8 A PP 0 78 L PR 5 s 40 T e s IR 30838 A
LA PR 97 Tk 4% R A L5 A 7 PR IO I A T 1 9 DA S 40 (Ff 400 AR L
FR) o 55 AN BAER [ 1178 R A AH S 1 B DA HE AR AR 14 5 9 AN R 1 2L A s 49 0 4% (AN PR T
KATIF 5 WIS R B o0 7735 8 R 30 32 0 B IR 4534 - N B2 R ME P B3 7
IRGLEEAAE B 20T 98 TG e 2 B ) O VI B 8 SRR R I A 4R AL O R K
YT 2 A 2 I 1 3 i B A S ) o8 85 TIE R RS PR PEAAR 7 L 5 JR 98 L U 4 L k4 il
WL PR B AL R I PR BT UL A5 q—Bi 2 47 A AE

[0137] &y By Lo 4G (AR T : /£20064°9 H16 H A F R £ E £ R A FH 52005/
0203 142 FEIR K B LEE 4 I3 51 I N AR ST R 1 B AR SRR A HE (AR T A F &
I~ PR T P 4 T PR R R R P R TR I VR A T S Y R ISk Sk L FR S5 9%
I o

[0138] 175 = MR M) SE B FE , (H AR T« 54k 22 B Ise 4% AH G 10 3 0« R IR 4 B2 ik
AT IR 2% SRR MEIC T 28 VIS RN LR

[0139] MR MR T 1 SE B 45 , (H AR T« TZUCRPS.TTRICRPS . R S &S M E AR
(RSD) W R MAMETEE AR RS TEEFRAR BRI AE TR 4
JiiSudeck'H 45 R MAE FAR B FLEAME QG EERAR . =X MER JHE G
PRER IR i AH IR LR AR 4R IVU 18 15 25 SR B AE T BE D45 TR AR RS
P AP AR TP AR PRI T A 22055 « o RS R A PR PR L S B R R M A T RE
501 B 23 K AN B K (velcade) GLERTTBLL

[01401 A% W AE AR AR “S A IR PE AR £R B E” - “CRPS” R “CRPSRIAH SR 2 5 1E” 5 .
A — P2 PR R ERAE 42 PR AR PRE < 3O, ToIe 2 B R PEBUTE A TR, B HE, R Rk
P O T AN 51 2SR 1 T P R s L) TG et A Ot 3 5 13 5 | R 0 A 1) ) &
KINE) 3 55 HINE A AS A FR KT (9 S RT3 i 1 B0 7 ) 5 ASPR T — JEl i e
I AT BRI R s IS E IR ME R IR A (R R MR AR K i, DA SR BRIt 92) AHOGIR B K
S (BN M LR AR T o

[0141]  TEEEARPE (MD) AIAHICLR AR SE A0 4% , (H AR T-: 2004485 H13H AH R E %
FIAFE52004/0091455 H FE IR (1) AR LL 4 w3 51 FH I ANAR S HAR 1) SE4 45, (A PR
T 4T (1) MD & 1 G 1) MD 22 4 PEAH OC 28 B (ARM)  Jik 2% JIs2 35 A2 1L &7 T2 J
(CNVM) A 194 fisi 2 28 B B I V& (PED)  FIATL A L2 3% | ) 2545 (RPE) S

[0142]  J7 Bk B se 0 35 , (H AR T : 20054E9 A29 H AFRIER & F A F 52005/
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0214328 ALFRHEIR B ARLE K Famd 51 AR SC o BAR B SEAIALHE , (AR T Ak A
FHICREIR AR B2 (e B2 AR A R IR 1) B D I RO AE S JRE I FH A S

[0143] A BIAE R ARAE “ AL m” 18 LA AE M1 U2 1Y R R PRI A K bR G IR AR AT 26
B A%, ALFEAEANBR T« Ak PR A A RS M A A A A B R 98 B 2 AR A (G BLEE
) A EE B 2 A AR BB AR R (PPK, BB AALE) | Bk A AL Im R T A - R IE
FeACTE SR AR A AL S BT FA 2 P AE M REE (plana senilis) |
H G AT A R 90 BRAR U o AR TRV TR A A0 48 S IR VR T 28 47 e B i 4
LSRR o AR R AE 2 BT — DB A TR SEAR « F i 3R i (B i 5 . 5 Hooe 30
TS TR () AELARS 0 WL 658 IR L £L B 2 /NP B L /N ES/ NS s R R B2 A1) A R /)
o s oL AL BAE P SRR SR M S R N B s FAf AN A LA R E L
SKOTRIBE I 5 5 S AH M €0 20 FEUTRR s AU e B i s o 22 40 3R e i A ML R R O 5 B AR RONE 2
TF IR 20 e () /N Y R AT

[0144] DA Bz o B AR K RRAE (1 B2 K o8 AR 91 1) SE 401 B0 48  (H AN PR T : AR AE R B it
A K b B AR AE B B AL, AR AR T, 530 SR8 98 55 AH IC IR S8 e i £y
17 B IRAE TRR A A R 98 (WD) /NIRRT (TS) A8 SR 40 M Ko (BKV) L L
s (H AL i ps) FE D0 H 38 i NE 2 R B J8d AL A A s < 4R B s » SR 40 s i &5 12k
WAIRZL SRR (CRP) VERIEDE B2 A 5 60w (B2 RS IR 25 A E) BB 6 Iz M B2 K v
(DPN) R B2 FE4R G AE (ENS) -5 PR S AR QL PEOUE 45 17 M2 NI SRR B 7 (AN) o
[0145] i i 1) SE A0 FE , (HANBR T« /£2005410 H27 H AFF R E L H A F 52005/
0239842 ALFRHEIA B AR LL , 4 FL it 51 A I N AR SC o EAR S 0,455 i 2 Jok s 1 s ATAH 5 9o
i o Mt 30 ik v L R S 93 ) SE A FE , (HANIR T« JR R PRI Bl bk /= He. (PPH) 5 4k & P i 5
Jik & & (SPH) s SR PEPPH A% & MEPPH s Bl 6 240 ML A 30 bk i 1L A s Bzl ik v 1 . (PARD ;i)
ok i AL s s B R PR A B bk e s s AR PRI B ks (TPA) 5 BUAPE (plexogenic) Mfizh ki s 2
R P12 TVAY i g bk /a7 I s A5 DA B A 9% 8 S DL B B BA T 5993 4 O 1A i 3 Jik
L « 20000 5 5 - ARG < 4 A5 PR OV A L SR BRI A% <O LIRS DA 4 4 AR 1
i Rk S A7 I I e R A SR o Do ML 7 98 S R PR o IR s S HT Vs B e 2 W A EE R L
QHFR R TR i 1 R MR O IR 9 e ik o s 1 L 8 P o D) JOf 2 i 9 e RS PO M B 5 firfs
TS R 12 P R B BT AR LI V- B AN R B AN S BRIR 40 20 M s e e I
TG 1 P LA A 2 | 45 45 A 2R P ARG B0 4 A4 B P R Rz JER MR R VR s 45 T i BRI B
YHER o

[0146]  F5 #8—AH IS T iE 1 SE A A K8 (HASFR T-: 200545 H12 H A HR K E A FH 52005/
0100529 1 fiak (%) 528 , 4 H 3 51 FH IF AN AR SC o AR IR 52 49 A0 45 (R ASPR T« 8] 52 98 - A
DUAETR TR ARV R P2 PR AR T B e 6 S5 4 0 ek o ES 2 [0 T2 i A~
g A EAR PR R o

[0147]  ZFA4 R SEBEFRE, HAFR T : 2006457 H13H AHBIZEE A H52006/0154880
WA 1) R, R L ik 51 N S 7 A U BRGNP 25 AR 5 ) 5 9 A i
Bk Mo 27 AR B a0 AB AR T SRR 5 R (P falcifarium) (BPTEIE R B (P.ovale) | [H]
HIEJFR 3 (P.vivax) = HIEJE B (P.malariae) AL FM 2 g (L. donovari) 22 LA
ZlE 0 (L. infantum) 3R ZEMIL WA & )5 i (L.aethiopica) ALK H) A1 = 5
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(L.major) \#E A2 5 (L. tropica) « S PUEF R 2 5 B (L.mexicana) B FUF 2 i
H (L.braziliensis) J& 5 JEH (T.Gondii) G E VI H B.microti) 7 B E DIPE i
0 (B.divergens) & E N JE S (B.coli) /MNEFET H (C.parvum) . AT &
(C.cayetanensis) «ZRFIFAE JE 41 (E.histolytica) - DI ZEER A (T.belli) B EC LK
0 (S.mansonii) B IFIML B (S.haematobium) 4 41 (Trypanosoma ssp.) 5 H
(Toxoplasma ssp.)  flEE 22 41 (0.volvulus) . A& I ARG HAE AN 2244 51 2 ) H
BRI , BT A AE AN FF AP o, AHAS R T 42 DUPE J5 it (Babesia bovis) < JiE2
NP H (Babesia canis) 5 [RE DIPEJEH (Banesia Gibsoni) .5 (1) 3K 1+ H
(Besnoitia darlingi) .Cytauxzoon felis.¥FEHIKA (Eimeria ssp.) JIGToBR 4
(Hammondia ssp.) FIZE# L (Theileria ssp.) o HARKISEGI AR  EAR T =5k L LA
HUR HE B R 205 5 TR T T 28« AR IR 28 L BT oK EEL 9« B SR R B s L FR AR
95 ~ S5 FH 2R BRSPS R R i R I i B R L IS (R 2 e L i e
995 BE B HUpE R 22 H g B JRE 22 U 22 HUp IR RO AR B A I R S R B 2%
[0148] 432 B FE e AE I SE B , (HA PR T: 2005511 H30 H HiG KL E i '511/289,
T23HR AR ) L BARE SEBAEE  (H AR T« I8 IR 2 B sk = L A 1B W B & Tef dudk
Bz BN E ok PSS I R 20 B = SR A AE A n] AR Sk B L A 2 1
TM Tg A 2 TgH FEH R TgAB = B MR I 1Y) S s B L IR 4H i & B A 42 Nezelof
ERAAE PR TgG I R ok B8 ) LRI PEAR P PP ER B2 1 AR B- 2 (Wistcott-Aldrich) &5
AAE X B T PR ER i ) IOAE XS E R I A S B

[0149]  CNSJ Y SE 4045, AHANR T : 200546 H 30 H AFF I 3£ [ A 5 2005/0143344
TR () AR 2L o I 51 FH I ANARSL o HAR I S2 ) G 45, AR AR T L4 PR AN 2= A AL E L B
IR PRI ERIA M S AR QP 7 LI 0 « 22 R PEREAGIRE B PR 2 S B PEFR AT , W Touret te
CRAME delerium, BURTHH & AL A IR L DA SR TS AR , BUZE SR /D S0 e AR AR 2 R S i fs
If R AR R RO AZ 4%

[0150]  ONSHA%5 AAH I 45 G AE I S0 AL 4 , (AR T 2006476 H8H A FFHIEE A 5
2006/0122228 41 F AR [ AR L , 4 Ham ik 51 AN A SC o BAR I S 045 , (H AR T : ONSH
15 /05 F AR R ERAAE , R AR T, J5UR R o 4549 « 4 O M i 453 4% « 749 e i 45345 < J=3 368
P 5% Ok T e S A A SRR TR S N RE 5 S SR A E S Mo o AR AL | A i iR T i
Jif s 2 B AL 6005 5 TR L AS AR | 5E 4 PESCT VAN 8 4 PESCT L S PESCT VM S PESCT
1B PESCT VA #EH KR SR AR AT B -2 R /R (IR) ZR- A 1E O BERT FAL% 5 1E 15 SRR HE LR &
fiE 5 FRERAE PR JEUPR AR v A REAR 5 A BKCP 2R SRR D IK i IR 2R R VB
= B AL TR 5 25 AR RERR NG | 5 B VAR TP SRR 5K AT N A RIS R
E.

[0151]  H B BImBURE B4, (HA R T s PE AR Ve L B A B & S Y  HoAk
(1) SEA A4  AH AR T HTV 28 S A IR 18 25 G AIE B VRSO 99 18 TR 5 248 S 2 4
B2 58 VA AEAY  WCHE PEAR v AR N B3 3 PEAR e L MLV 7 7 AR v R BRI 45 B AE
Je P8 5t ML s PR VR 030 I 9% AR s AR 4R MR R T B D O BB
Jr B BB Mg R R AT HE 2 L va B DO 5t TR 46 W % RPN 2 R PR ALE |
2 B VELLBEARIE R XUTENL TS 5475 e R W g B0 s S MR A v 43 4% o
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(01521 2 Jok 543 ASE Al Ao AR AH 2 99 92 (1) SE 491 A0 K (HASBR T : 200245 HOH A FF I SEE A FF
52002/0054899H1 22 I IR LL o Hoad i 51 AN AR S BAR I 2  AHAR T 3 K&
BNK R AL BRI BT T SR a0 , A4, ML A AR LE A I3 e AR S L 48 2 s N BB
JEVIA (atherectomy) FIFEAE 5 I B AR A o« A KR BALEE P T2 BV L A AR, B85 0 [
'S RGP, B WEAIR T B M5 B AR & R TR Bk A AR (PCT) 28 )7 % ) e iR
B IEA (PTCA) FNBN K2 B2 Gl LA B IE AR (PTA) TR FEM FE A L AT S 28R A 1) 1f
BB A B B ST K R B ST K ) 40 B 28 B 48 s A AR R B SR 78 16 N3 RS A 1 A1 B
FARAN FRPRMAE T AT RE T ZRIT IO £ EARBIIK TR , AR A FE T A 1K 2 .

K SR AR 60 5 R

kA bk Fow Higo T

M WA SR AT A RS A AT S
1.8 S Bk B

Bk 535 SR B AR R P S A
A AR N

SRSk Fo ke

F{sh)shak T4

R Wty

5k 3R e sk SR IR B
R AP bR B Ik

AR AR

H bk E

Frah ik FEBE, fod., Mt

BB EELE SR R ]

F M SR BB R SABE. ALl . TEemg
B bk i de F

& B 9 AR B

i T ViR d

¥4 2@k F

HEF IR R A
W 5 ik S
i 05 A B o] R
A H

B Bk A
TS B

Wik B Wik
WE TR
WARESR | MR R RS
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[0154]  HEARAS R FIAH IS L5 A AE R SEF A4, (HARR T : 20054510 H6 H A EE A5
2005/0222209 A1 A FFRFBES B Hamack 51 A NASC o AR S 4G , HARR T 4T
BHF T IS A P R 4 SR RE R VB PR s T JBEAS T2 &5 A AIE B RUAE IR AT R R R 3 £, A
A8 P P2 PR B 28 RE o RE AH OC [ BEAR AN [ o 18 M Rh 28 MR B A B o i A4 (AR T 2R X
S IR A AE 12 PR R UL PR i I P i R 5 A8 S AR MR 5 e RE A O (1) 5 41 4
JULJRE P VE I 55 48 A« P IESR - JBS IR A Pk B R 8 A m R Jm YRR SR SR 16 < A5
PRI A PERT) , FTAi 28738 P iE L S0iA S R  FAT R 2R 9 BA R W L2 4 ME M R R AL RE L 2 K
PEREALAE . 7 AR 7 2 sh AR 22  JULIAL 9 L A 4 AR FE 0 1A 4 4% 0 5 1B Bl 45 L A
JiE K HILZ 8 R, -2 1K (Rubinstein—Taybi) R & 4E (RTS) iR LA AT E 23]
HLBEIROR PR AE R AMAZ B VRAE « 22 RG240 SR B8 B8 1 L BOBR AT i /) il 2 45 2 -
MR AAE EL A TH 4 AR IE 1 18 B0 28 T0 00 « I 2 AR P R « Taudps 2 4900  1EAT A%
JRRIEE o 5 Joia e JO 5 A8 e L U P 2 VR DR B 1 B AP i 3 P R 1 TR 4 A
(RIBAT IR 2K e BRI  JB /R 8095 P IR 6 i A 2K 93 « Ched iak—Hagashi 52 9 - SCA— 35 /N i 14
LRI XS5 F70A S A0 S DO 5 5000 e sl PR RRE L SRR L IS 5K JTRRE T
R L 40 M R AL IE (ALS) JONSEIME M UFEZE .,

[0155] il 41 85 1 9 FHUAH DS E 1) SE 465 , (HASPR T : 200546 H30H A EE A FF5
2005/0143420 A1 HEIR ) AR LS, K w51 FH 9 A AR S BAR B Se ) 45 (AR T« i 4r
B 7 TR 4 A 7 1R 55 CD 34+ 4 4 A RE 5% IR ATAT e B 0

[0156]  TNFaAH &Ik ) S2 B L%, H AR T : W0 98/03502H1W0 98/54170H ik () AL,
WG IX T I B A 2 A e 51 RN AR S BRI S 88 B R T« 9 8 3 IE B 5
PER DS SR A AIE 5 T899 I3 5 B A IR B8 SR A AIE s B WSO bE a5 28 5 e85 MURE s BE A 4t
T8 E RN s B PR 5 SE 5 IR AR A 5 1 1 08 S RE 0 + TR P A 5 O VLB 5 v X 7
IR B 5 28 R M DG 5 28 5 b B FO s HLVIBR L FTATDS 5 FL e 19999 BL 201 248 U PR 5 4 2%
8 R P AT HE 28 B IR T 98 BRI s 14 DG4 98 S B IR 8 MR e B e A e R ERIE W Y
B R MRS A B 0 W R O SO TS g 2% L 2 R TEREAL A B A B
I8 R RUPE HH ENL VHIV  ATDS AIATDS FH AT 2 PRI G s o RE LU VB e AR b B EAE L P 3
RMEARTE MR B 722 R T RN R0 2 A AIE  J= B 80 ML o T MR 453005 S JE IR < 0 BT T TR
T S 258 B T8 9 7 ML P O 77 3 2 A AR T T W L BB L IR L B0 B MR E L
Wit [ B G955 99  JBCHS H % R0 e S M I v 0 4 5 8 U8R 4 , T R o 25 5 S ) IR L8 5 g 23
GEML S s BURE VR B 2%

[0157] 7R B S i 7 b, AL 4E A R IR AR LR AL A I & Fh Sy PR S AT, 5 i) =2 AR
N AR ) U R P 8 A R K B &, AR 2005459 H 1L H #2221 3 [ i B H iE
No.60/712,823H Fr AFRY K Hw e 51 AN AR ST o 3% B STl 77 Zab ¥ J Ak BRI 1L
A5G AT, DLR T BUTRE i B G M 0, LA A g% R A A 1 5 B &
bl g3k B e 2 P Dk 2 5

[0158] Ak BRI A N, BLIL 2525 LT B2 10 & A AL B AW ST AR SRR T
BT 245 0 70 m] AR a0 N IR & i AR AL, Lo G« EE T L TR Bl i 0 B SR AE 5 SR i R kg
FLRIE s A, G S5 88 3 PRk — e A, B FH 88 s P il Ui &0 B AR R IR AR AL 1
AW B2 25 BRI EZ K 3 AL AW STAR AR BT 25T LLRER 290 . Img 22

26



CON 107445940 A w Bg B 18/67 T

2500mg 1) &8 FH, 77T DA BECH B QO 8 (91 7E 3697 - TR 3 4 ] 1 1) 1) 4 it FH A
Al &) 2 JE TR (B an— FA ZG . — JS 28) JBUE AR R T TR 3% i 1 R v 334 in sl s
DHE AL ER ST B, Frid Hl =7 LA 2] Ing 2 £)300mg 290 . Img 22 ) 150mg . £ Img
F21200mg 21 10mg £ 21100mg 210 . Img 2 £)150mg « £) 1mg £ £150mg « £ 10mg £ £150mg « £)20mg
£ 2)30mg 5L Z) Img £ £)20mg

[0159] 4. 358 i it A7)

[0160]  FEA K IR LRI ITIERAA AP, AR R IR BER LA, B 2522 Enl #3219 6
BRI T2 BA BT AR AT DL S e 2 S ML A (5 aE A 4
A o SRS A AR VR YT R S 2SR (1) P2 978 TIP3 AR (1 5 978 BCJPRE AH 2 (1) 973 i IR
] DARES P [E) R FH o A R B SR AR AL A s B 252 B rT sz (R 3 A e B A AR
SRR B R 25t AT LR S e i R MR A R BIE L, R ZIRR

[0161]  —FhEl 2 b 85 3G M il 3 B A T DA AT A R B3R I vE R &9 - 5 i
WA AR K+ (Wil B B B+ (Blina s el G ilE B o+ Bea il s
).

[0162] KT iETEFI S HE , (AR T -3 M A K IR 0 i DR 1 % B o 47 A A
2 TR AU o 3 TR UG B AR S 4] 2 4T -CDA0 B S B P A (B 0, 41 A0 SGN-40) 21 8 A I 2. Bk
Bt 41 7] (EE 4n, I ISAHARILAQ 824) AR 5 8 1 -904M il 1) (EL 4n, 1 11 7-AAG) JR & R
FEAE K IR~ 1 52 A BRI 1 570 78 N B AR K TR 2 A4 S 4 7] (b 4, 9 P TK787) L ik
5 R A K DR B2 A4S 10 79 7 I Tl G T I R Rl 40 1) 79 T Bkt 440 1) 79 . p 38 MAPK 411 i
FISEGFRIM 77 (bb 4, 4 a5 4E %5 Je M SR i 12 B8 J8) JHER-23044 (bk 1, 451 4 it 2 B 45t
(Herceptin®) FIH Z 3k 4% Omni targ™)) \VEGFRILA (L 401, 41201 DA B4 (Avastin™)) |
VEGFR Il 71) (b 1, 491 40 £ 1k— 145 St P S 1 1) 7]  SUB 4 16 Flp tk787/2k222584) (P 13K
5 (b, e 2 5 B 2D C-Me t 7] (Hb 2, B PHA-665752) | b B B dds (bb 2, 431 4
% W4 (Ritusan™) FE 0G5 850 Bexxar”) K i 5 (Panorex ™) F16250) A3 -TNF-a
Tk o /N G PEFI S B HE , (HARR T Ul A AE R Bl fi B R) -

[0163] AT LA 5A K B 4k A 4 A A FH I AR 38 3 P A AR 48 B3R T TR st il
(1) BARFRAE AR 1k

[0164] M4, % TR 7 TRBH Bt iE i 5, 88 & PRl R a4s  EAR T Al 5 e
(semaxanib) \IAFEEE 2 KR IE L . 2 FH IR 2R VB 122K (Bortezomib) Bl 75 4 37 (Bl 2 1L
B SR ERR S IR | R 57 B (B 22 SR B A B S R B I I B L IRP SE AR
Sl VRN G g =t W R 74 N 1 N A R & N e S TN R o5 el
AR IR RS SRR L AR T L R XSSV L L AR B R IR TR B R A
P I TR vAL N N ERaNi'65 A O S 1T 7117 SV 3 S e S A PN (8 S
FH BRI R B S & kB B IR TT BT P P R A L e B R
SEIRFE AT EE G SR A REME B R R FAE R M A RS
FLACT R E AL T Hu Y B 2 Vb 8 2 200 B IR 2 R E VIR B 455 B R E
W5 TR e A R AR ORI R SRR KD T E L BIE L B R
BEARTCURIE | EhER R L B JUAT I ML Eh K 2R L 2 MESE R)T MBS W) VT R AN - Ak At
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M ARFEVE T BRI ARFCVE T L UK LW G L SR RV D Wbk VLRI SR 4R AT R T TR IR
FRAL AV TR M E | R G fth v R B ) il N L DOt L SRR Ot L R R R L SR
FRAPIALE & S I I i P S48 0T e B RO R L SR IR AR N R L B IR == IR ke
W T PR S TR B AR L SR BRI e Ly SR it 2R A IS S R T BRI R RV SR I R B R
ERIR ST S TR T M 2 B T PR 35 0 20 L SR VA D LSRR LR (SRS | R RS | F S
B EORENE VR ZBIR KT JERE CKFE R E (mitocarcin) (2234 R CKRITER KIE S
B2 NE R ORFE A RSB SR OKIE R B MR A 5 A N R B S
YO VB B TARE B 5 2 AT (pentamustine) I BRET 15 55 2 B L% IR
VIR BT R VAEY FL ShERiE B B R 5 25 B s S iy WA HaE B 2R R B AT .
LR R RS B 2K | SR ER NN B 2 L ML MR IR IR T 2R RV IR VD AR L B IR VD S K A
TRV R I O BER AR RN ) TA R 2 R IR AR IS i R B W)Y T RN VR TR TR R VB
We B T SEORIR R R B RTINS R R B N SRR B R B Sy B e
T 5P EE 2N thianiprine i ZIEM  ZER IR  EREEAR & H f LA R BRI K
57 FEmR I FE e VB IR i v ST =l VD AR R R = T v R AR SRR A e\
PEEENT VSIM B IR LE B W5 IR KB IR R K E I K& R KA VR R
KEILE RRKEHE MRKEY O ARKERR MRKEY € MR KENE .
FREE A JE 40 I ml At T AR BRI L &

[0165]  H& 8 I (HAIR T : 20-38 -1, 25— —F2 4k 4 ZD3 .5 L R R PRIEBE L[] Lh
FEE BT b B2 O A R B G R 22 SR8 LB b 3 A 2 CALL-TKFE B 7S B 3 i &
FEE)T vamidox YT 2L LB IR AT LL B L2 WE (R HSAK 5  RA] S etk vk | 0 EE
B LB AR A5 3 HUFID 35 PG antare L ix B MR B A RAEE A - PuEE R
245 (U2 ) S DUMERER 25 DURI IR L e SCSE AL IR  H 2 BRI A e 45 2 40 o ) T R PR 3
7 2 L T 1) 5 7R S TR RA 2 L ) KR —-CDP-DL—-PTBA . ¥ 2 6 it 2 i «asulacrine iR 35 3H
Frf % &]7] .axinastatin l.axinastatin 2.axinastatin 3.Fi#L &) 5. B dFil & & . B A5
TR KR ARBFBRITTEY balanol . 5 A)fth .BCR/ABLIE T benzochlorins . 2K F [t
EER BN BLEATEY) B-alethine W s Hi 5 KB A MENRER L bFGFHIHF] . L R & i b
FETE DGR I FE G G U ASVE M (bistratene AEEPT KRBT Jbreflate  IRIL LA AT K -
TR ZE RN R V0 =B HEEG R C S MIRAT AR R | B B RG — d— = R
P flc Je =k CaRest M3.CARN 700 HCEATA G A= H 48 B g 1 3B #1657 (1C0S) |
TR SRE i L AR T KB PE I 5 58« chlor Inss S0 R R 9t % « 78 < B0 20 25 S ORIk | o 7 JeE V52
S KIF KA T FEME (col lismycin Avcollismycin B AT A4 AT I
conagenin.crambescidin 816, v 37 BTG 46y 12 K S 4610y FR BKART A4 curacin Al
cyclopentanthraquinones.cycloplatam.cypemycin Bl ¥ Mo £+ )\ e J5 ik BG4 20 B VA fidd
KIF . cytostatin ik & B30 M PUARER IR S 2B (dehydrodidemnin B) HBI& FAK |
U ZEKHA A R PRI A B A A 4R R EOK CHU Y R B B R B didox . L AR LR
f% (diethylnorspermine) . ~&E-5-FME . ~EEEE,9-.dioxamycin, IR IEMETLH]VT |
ZVIhEE S R 2R R B EERR T 2R E RIS BRI E R
SAARATAPIIRR  4CF 5 RIYT MR AR AR PR BT AR S R MR S AR R L
B RO HERG WSS W)Y T SSAUIA) S 2= I BN ) ISR T 0T AR A B R AR ATV L MK
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VO SE4E AR M A FLPLVE SR EA TG L AEAS TS AR TR W) R L BB S T R 24 L R = T
fluasterone FILFiIE  Eh G f luorodaunorunicin. FEEY 35 v 4B S 1 48 &) il 2 48 5 &)
VT SEL B VD AR CRH R B S NV At Ve 0 J& it v« BH FS I8t 400 30 790 5 P Ath 5 28 I HE R T o) 1)
hepsulfam.heregulin.7~ W FEXN 2 G 22 B2 R BERE IR AL B V2 845 ik
E@Iﬂ\ﬁ}%%ﬁ%ﬁ\ﬁ}%%ﬁﬂiﬂ%ﬁ%’%)ﬁ(ﬁl&w@‘cf@),%ﬂ%%ﬁ\%féﬁiwﬁﬁﬂt\Hﬁ%%ﬂﬁéi&
P e B i K TP N B 7 e e Bl N a7 e SN E P N S S W 1 K e iy = e Y RN
ehi PR E .isobengazole.isohomohalicondrin B {4t &) EL. jasplakinolides
kahalalide F. = I8 -N, 28k, leinamycin. SR A& &) 55 B R BE 4 2 13
leptolstatin. >R HiME | 3 P 6] K+ A AMa TP 2 52 A LA+ s + AR R L 2 T
Sk 22 HEIK e R RAT e | B R I AU SR R B IR SR IR Rk B4\ 1issoclinamide
TG W IR 22 AR S R R VR IA B S R TERR & R OL TR R R Ak
(lutetium texaphyrin) \lysofylline SRk, S 3F (HIFHERERA S B rlfh. SR Y
My FLBR 22 05 1) (maspin) JHEBUVA MR R PG00 5 B4 @ B A BT 50 R v R VR E
TR IR IR R P A S e MIFRI IR KA E A B K B 48T KA a2 KB
Ji TR DoP g 223455 2 U K AL 2E I i to toxin iR AT 4E AN fu A K I - B K E A .
KATERR VAT VR pra) 5 R0 %, NGB PR EE L S8 TiA+ 7 SO B 41 e
BE sk SENRIATE 71 25008 7 B BEVE 4R (mycaperoxide) B 73 SR T 41 i BE 52 X))
myriaporone N—Z B J 1 AR L N-EAR ) 2 BRIk e SV T AR T Bt 5 W 9009 T+ Vs At e
* .napavin.naphterpin. JRFER] 5 ASIAHH R BERIL 2 VRO IERL L e B OKHF onisamycin,
— AL R AU A nid trul Lyn BFIER AR (oblimersen) (Genasense™ ).06—
ik IERS | B IR Lokicenone EEAZH IR B mIR L PR PR L B3 FF R) 3 oracin R4
K35 54 B 58 BybHRRE YD R4 coxaunomycin VRS EE R A EE AN L R A2 BE AT
A W) palavamine BRI BEAR 27 25 THOKRBE R N2 =B VIRV OK 25 VBB R VAT YT W 5518
BRI Z MR B 54T spentrozole &R BT HERE G B EE ORIERBE RO
PR 2R 5 Tl T IS0 41 ) R v ot P KB ) L SRR B R S A e S b & Lkl e o
placetin A.placetin B.ZFVARg JFE AL R 36157 S04 &9 B &) B0 =T 51
MNFE/REN YRR 25 VIR Je A S TR Y g R L T 2 IR 25 J 2 B A A il 57 =R TASR A Y e
355 AT R B SO CHI 1 7R Al B 1 B AT 7] B 1 o T TR ke PR I T ot 7 PR A
T R A Bl A0 571 L 55 20 3R L ML MR MR ITY g MLt 22 PRAK L 41 5 11 3R & A 0 s ral F5 3077
Tl 28 S A B ras—E N B B AR B AR L ras AR ras—GAPHI] 551 L I R 2 3
BT KA IR BRkRe 186 MR E K LB JRITZEFR WL «rohitukine . & HE AL B35 v |
rubiginone Bl.ruboxyl.¥}ZF X saintopin.SarCNU.A)Z B IRIAEE (sarcophytol) AV #%
w) S\ Sdi VA m) S al VT RTAESIGGNL  A SRR G 5 5 S5 | 78 42
RATE R IR R LB solvero L VEK AW RS S EA RN ML R EER
DRSS R YT VAR IR 4Tl R 1 A . stipiamide ¥ 2 BT 88 (B #0061 571
sul finosine BTGP MLE VG M IR FE DU suradista, Jahi B )\ MR =1 A 52 7] 7T
i S S A AR R S m) T AR LT VBRI I0=AN B AR tel lurapyry Lium, i AR
WHIF . BEERS B REE . HEAVI & (tetrachlorodecaoxide) «tetrazomines
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thaliblastine . MERTHIAR  ML/NR AR B L I /INVBR AR F 2RSS A0L0) MGtk i e 2 Fk 2252
AN 70 VB T AR AR R AR B 2 R 4 B R L] K topsentin,
FERROR IR BH R 75 4 R R = 2R Ll P TR = gl L MO R AR LR ) B 2
5 R T AR A4 ) TR 2 T R 30 A1 1) UBCHI 70 L 5 38 ) L 90 R A B SE AT A
HE KA DR RS A AR R R R R variolin BL4ERE B 225 i verdins JE
VS KA  vinxal tine kB R G0  FLUE BRI R 4EC RIS R At T BT -

[0166]  ELAAK & & PE WAL  HRBR T« 2- B 40 M 66 1 RS 30161 ) . 22 8 i
BRI A B T2 S 57) (fa] , B T TRATL) wstatins.semaxanib FR I TE & K IR PG . £ 7
P B ek L BRI R AR (Genasense ™) 28R R 8 B30 2 DU 38 SR % 5 RIAC
SRR (Decadron™) 28 B L 75 76 b5 A L 25 S0 B ARSI  PRBEIEA | 5 B0
T RE BT (gliadel) B 35 FLIHE RE B 28 L Arisa® B R R R
FURMBEE R KOS B A BIA L CPT-1 L P B B2 BT Ea Bl B2 —
B2 P 47 F-A (PEG INTRON-A) ) L A28 U4 L 2685 R L iU Hiee R 40 G A 4L 5 2 B
W EAZHR /R (doxetaxol) VRSB KT TL-2.GM-CSF AR EL IR KR HHE IR I
B2 palmitronate  SLii B2 LHI2E IR JEMA . BRTERR = AAL H . KR, LR 2
(Doxil ") EAZEE T % T B 25 2 ML TV T BN (Bmeyt ) AFARIR IR IT I .
(01671 7E 55— Seiti )y & rp W AR a7 T B G TR AE , 7T LAZE S B Sk ih #6314
5 R AN L, BT SOk A SCE I B FIE AACE - £ LR 56,281, 230H15,635,517;
FEEHEFAFHS2004/0220144.2004/0190609.2004/0087546.2005/0203142.2004/
0091455.2005/0100529.2005/0214328.2005/0239842.2006,/0154880.2006,/0122228, LA }
2005/0143344 ; F13E [ g ) B 15 560/631,870,

[0168] A HI-TF-¥a 77  FRBH A1/ a5 2R 10 4 3 Pk w00 (0 Se 1 6045 (B AR T« I Toa
7 BT R K 5 YT 25, QLR ) U S IRZG  J7 L 24 37 R ) A6 e T P
VA2 LR A R 255 BRI L35 700 B SRR 24 B0 48 24 L COX—2 1 701 428 8 349 77 a1
T HR K R 2 A Bl R B ) 2 A 70 e R K I A SRR PR BRI A
NMDA#E HT55 « FIAE WiPhysician’ s Desk Reference 2003703k 2 H & 18974 . Ak sz 4
GFEAHARIR T : Z KRR (Aspirin™). 225k % & (Celebrex™). Enbrel™ SR . in = ms
T (Neurontin®) 2% % 9% (Dilantin™) « & D 76 F (Tegretol ) 1 & 15°F (Trileptal®). 7 1%
i (Depakene™). 7 1 10 M L 2000 M i L R JE RS L OKHE B 2 IR R R e L T 0 i R £
dyphenhydramide KZ.BE B B2 (Acular™). 5 % . — F 31 (DMS0) L 7T & 5°
(Catapress”™ ) ¥ B UM IR FI 2 BTG5 B2 5 B AR E R DR A2 R A
X 7B L) 5 AR (Pamelor™) Bk B 4 (Blavil ™) bk (Tofranil ), 2 18 F
(Sinequan®™) Z KM I Anafranil®), BTG IT (Prozac™) . & i Ak (Zoloft™) 251 /& L 204
B (Serzone™). LA ¥ (Bffexor”). B (Desyrel™), 2L bl (Wellbutrin®™), 3 74
T R RS R Bl D 2 B (Vioxx) (WK EURER 29D 5 K
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THREVEES B L E RRE R L

[0169] W] DA FH-T-¥6 97 - THBH A1/ B4 il 2 5 A8 11 AAH DG 5 A iR 1 58 3% M kR 9 sz 414,
FAHAR T« SR S OLEON B S 2 PUEAR TR IR T AR AR R
S SRR T T AR ML T R R 5 ) BU-VEGRHUAR BT ZUAR R P 2 YIRS i A
Ve e A A A S B S o BAR ) SEG R (HARR T 4589055 spurly tin, L
Pk 84K rhuFab THE R 20 CUlA ] AT IR S < lucentis ARV IR 44 L 9-T—-11,21-
TRRHE-16, 1T-1-F IR 2 R -1, 4- -3, 20- R PR T A R B ERE L
56,225, 348) WY IR 2 R HATHEY) IR 2= L HATEY) RIS F A GEE L A5
6,218,369416,015,803) GBI AR ZEHT e B} AR T 6" —0-Mal GBI AR T \6" —0-Ac BRI A | 3
SHFEEEH .6 -0 Mal HEH .6 -0-AcE B IS HK . KEREA .6 0-Mal KEER
EEVEMEEA TSR GEELHS6,001,368) HhZe 2548 2 KRy GEE LR
No.5,770,589) Vo L EEfE A L H K GEE % FINo . 5,632,984) Bl e 4 40 e A= K [+
(bFGF) AL A K Kb (TGF-b) \ i Jif #4275 3= [K -+ (BDNF) . 220 £F 15 Il J5 75 AL IR (PAT-
2) \EYE101 (Eyetech Pharmaceuticals).LY333531 (E1i Lilly) MiravantAIRETISERTHE A
Y (Bausch&lLomb) o 477 5| FIH) BT 278 SCRkIS DA 4> 007 st 51 - N A S

[0170] WA TR Y7 TR A/ Bcda il B Jokms 1) 38 3 PR k7R i) SE 40 B R AHAN R T« 1
E R, B R - RER IUER VR R EAE SR TR B A % 8
7 o ELAR I S B FEAEAN PR T - 5-FURMEE . BRI W A O KR FLIR  FLIR - IR
FYEARR AR DU R VR E M R TR R B B s R B AR
B0 N RG2S IR B a4 I IR L B e JR (Dermalogen) - it 20 ff B 5z 3 57 (Al loderm) <
i (Fascia) - A TEHE MK (Cymetra) « A AL E (Autologen) VAR (Zyderm) 4K 5
(Zyplast) -Resoplast A1 N i (Isolagen) »

(01711 WA -T¥A Y7 TR AR/ S il i v T AR H A S99 e (1) 38— vl PRI sE ] s
EANBR T UL ML Z R PR 24 5O 17 45 B8 s PR AR 2 U 5K 25 W AT R 2 280
B ZAE DU IR - EREEHI 1 7 (B 2IPDE VIR K BE P DI i1 75 i SR AR ARG AR M A
3t 01 7R S B B S mT B AL i 3 bk s A e IR 9T 2 o B SE S (HOR PR T Rk AR
(Coumadin®) RIRZ RO bR - MR BT S REEMF L& 5K 24, g B3R 2%
(BITHT B IR 12 (PG12) L KRTFIEE (EPO, Floran®™) ~ i #1718 /R (remodulin®™y . — L&
(NO) « /£ 48 (Tracleer™) R &M T KT 78 (Floran™ ).l #7710 B /R (Remodulin®). Hi
B 5 % A ik 36 A (Clalis®)s ¥ % fb 7T (Zocor™) « B 1 il 7 (Vanlev™y . JE WL ¥ 18
(Avapro™) b TT (Pravachol™) M 37 L4 &8 AFH& T 515  be tapros URI 7 i 38
JE(Viagra®).

[0172]  ®[LLATVR YT - TR AN/ B4 il A i AH O S RE R 58 ¥R 7 77 00 SE A48 , (H SRR
T EIRR IR E L) SRR A (Genasense ) A R BEBEIG . B 5% w] R4
PIRG4S At 58 25 FEI R B T RS IR R IR OL R B R B A I W TR
IR AP R B PR AL 2 PR L L B2 07K (doxetaxol) VEERZEE . KB
[L-2.GM-CSFIA R EL WG K B iie PSR B R s palmi tronate 5 hi 8 % (biaxin) [ TH % .
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W RS TRERERRER L A = AL O KB 2 2 B (Doxil®) E B T K
B 25 3% TR EE 2K B U] TR 222888 R C R IR AR R R IR L DU BF 2 A D e

[0173] W] LA FH-TV6 97 TR A/ miodas il 5 A Ha s 14 38 3% PRl ) () SE 465, AHANBR T
FUE BT BT L EENE R IENE 2 DI ER AR R T A e 2 B R
FZE L FUNT BT AR L R A7 5 2% 7hr B B A DK L 58 For B | IR IR 4 R e PR PR FE 2B
T B A (B a0 AR R BREY)  TILE v A7l e B0 T Wi #E B AR FIBCG Y 2 &
W2 Rz T o B T A M IR B 2R L TeG (HILYF27)  FP A0 RE L MR fiig PRI

(01741 WA F TR Y7 TR A/ BCA il S 92 e B S i 1) 55 9t PR kR ) SE 49 B0 468 , AHLASRR
T AR QRITRIECHR D , BIEAR T, A X EFE R WU R FER CAHUERE
FEr NI ER ALF R PUREA, WIUEARR T, SRR S RIBE 2 i B 5 5 A
MR G BRE A 5 L3R s S 300 24 , 1 AnEAN R T, 22 ek e A0S LR s A= il 711
BAMEARR T, v BRER VERBRE AR TR BE B AR T, B s L
B ARG RS IR T BEA R SR (19140, BAFF/BLyS) 4 M [k 5 (i1, TL-2.TL-4
MITL-5) AR T (B TGFa) \Hidk (B idi-CDA0 I TgM) A3 55 2R FF B AL ) CpG L To Y 3 4%
HER A B (5120, Joa 25 A0 Ji IR IR 9% VD

[0175] T LA FHTa T TR A/ B I CNSTRR i (1) 58 3% T 77 ) SE A4 4% , AR ASBR T < i
2875 (opioids) , 2 L BB Z B HUM , W1 WHEASIR T /£ g% 2 \L-DOPA A R [A] ca-H
MR R AP T AR IR AT A AR R R AR 20 L R & AR IR e
ZVD L ¥ R &N BeiE  EhIR m ok & 2= R I 2B PR B = FKF . Sinemet CRAIE:
MG s MAOI i 551, 8 A AELASFR T, e TR el L 05 =2 L 2R SRR e R B < COMTHI 551 , 451
WHEASIR T, F6- ARAN B AL = A« HE BRI a1 6 77) , 49 A AELANBR T, ZK A BR 8 et 0 R R 5
o ST VR R e R RGBT ST T R AR R T 0 Y L 22 DU KT U A v bR S
fiEtti 58 AU 1 IRAL U Wdiacety] monoxim.endrophonium. Mg 7 ) B ATk 58 VR 4%
(demecarium) s FL2 24, (9| WHAN R T, 25385 A BN AU RN US55 TR L ZE R B 1 V&7 AR
R BAYD 2 L RN ARFE SR SR & B ATVE S S BRVS S 25T SR B AR R
I SRR EE N AUREEIE | 4 81 \Rho-DHUEBREE ) 22 B MRS £ B8 IR MO TR 21 L T PR IR 0 |
fih pE B A L LR BRI L 2K e TR LB KA R BT = T AR L KA B R I 3R e AR B
BRYb PR VR AEE (0 £ 2 R (I 38 S BT ARIR L FR SRR L B 25 IR AN L FE3R T
B % R XU R ALV 55 B vb A 2R L B L SR R L L R S R
pivoxicam\ & R IR AT S LR L MRV FELL AR VBT FL TR 52 21 teuton . &1 A
PR AT SRR 6 <A 55 - FR UM CRKOR AL | T2 L PRI 7 AT el A6 23 Y5 5 [ B
FEAR RS S BN R B ER s MRt 25, B i HASBR T, AU i s 23 37 35 5 U
SRR VAT SRR B P R B S B F B R L LB R T B R B ST ) A
FL A B IR i L 2 T T R YR A M) A S TR | FUBO F) L B e R VR IORIE ] MBS e £
Z 5 T B R VSR RV R % R FEUR T MR KRR | B BTl DO IR B0 | AR B s Bl 7 06
NN N VAR TL N E 0L N soy i By @ R nEE R /R

[0176] W] DL FH-T-¥R 97 TR Al / B4 il ONSH 4% FTAH 9% 2% & AiF 1 58 3 PRl 7R i 52 491 49,
5, AHANPR T« A 1 79 7] Sz A 00 B s M e 28 BB IR 245 4 4 B 1 VA A R S B /AR
ORGP 2 U R R R 8 T URERER L SN e % A FH T BT NS A% / 4 55 A
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TR ER AR B3 1 B O R0 s AR o HAA Hi S e 1 G 8 , ARAS R T« I B (1] i
B R ER S BB R T, R Je 0 L ZE KRR AR AS) s B R (BN R T 2538 4
BN RS TR DU S BB ZE K78 VPR IR  BVD IS 28 L B KT L SR I8 R
AU B S5 35T SRR B AR L R S R AR UL e | 42 £ . Rho-DF j 2k
HAVEEWIRYG L5 AN E R RIS At v 5L R L B BT IR e ER SR KA IR
B =) DT AR KA R B B 3 SN SR A B S BV DR A UL e 0] 2, IR 2 S 19 M|k 35
FELVEPARER FR S5 IOIR  FR S5 ISR FE 3R T RN IR AU R TR L v 55 BV 2 e B
RS BE L 22 B B B L pivoxi cam. B L B R TRIA VERAT R VR B AR LR
EEAR BT HL TR 5% s 2 1 teuton s B A M B AXSE SR B 60 . S 14 55« A QEns ORI ) g
B PR AT R P B L RO R 5 B 5 cAMPZRALLAY , B0 45 AHASBR T - db—cAMP s 3. % R HY ER 2547
[, ARG 125 20 IR B S d-25 20 IR B R d 1 - 25 K- IR P 1 -7 XK FR L -7 -
WR FP I d 1R 2R AP A IR B4 s FUR IR A7, A ASR T, H BRI ok 2K L H AR
[0177] W[ DA H-T¥R 97 PR AN/ B il BE R AS R ATAH 20 28 A AR 9 35 v P75 1) sE 4 B
FARAR T« =R BB 24 IR FE 1 512 4 i SR PR B4 1l 7] B AR 28 OInES g 1 5 m e
MR P B-R PGP 24 PU 3 FEREER) OB O 7R L Bk 1 BRI ) S IR R 1 2
S B AR B SRR B A PR A A A A AR A T IR T Y e E AN
R o B AR S G , AEANBR T e T B R e WS ME ML SRR AR R
MR G PP L2 B L-DOPA, A R ] L a—FR LB 2R AL LT 2R 00 L 2R FE 5 IR &5
MR AR 20 . R 2 MR, SR e R DL JE B ShER S NIGE g  $h R w) oK+ ==
Kb 2B R E R & AR Sinemet CR.&NIKTE. 778 Sk &5 = RO - REHE
R Bt AR I KA R 5 s 0 DR ER B i A YR B e S YR BT ST I B L R AR R
BTG B L 22 DUSR L S B U B A v bR L SRR T L OBUR B L R DU L diacety ]
monoxim.endrophonium- it (K] AH | 58 VR % L 25 1 AR 4 L U0 FR AN  AEUSF R A1 L ZE ok %
T RPARER  BYD R L R ARKFE IR L RV B AT S5 VB 5 25 T R B AR
e FR G | SR KR UL BE | 42 Eh  Rho-DHIB ERE 1 RIS 2, 8 PR I 2
TR P EE A | At 5 B W) | LR BB O S BR AT S KA IR BT R T AR L KA R FR IR — S Je A
KK B  BLYD P70 AN L e X 2, I 1 W Wk 35 5 L BT ARER  FR 25 IR IR P 25 N IR
BNGFESETT VERE R WA R TR L VS S5 By g L B B SRS B R
R pivoxicam, Bt & B IREIN AT R VLB UM R LUK BT 2R s ziteuton . &0
HIRE RACSE R RGN S0 25 B NS SRR KA« VR I L P R e R R R T
AR A J SL e 7 s PR S I 2 % i S SR TR &R L SRR
P F B AL A R | B S R B I T AT S b ) R L D B R i | AR
Bl YR ) A BT R S ) B IR VRIS B HL S B 2 2R RN B L SR R ISR RV
$ir % AR PR R RRFE L B Er L TOIR 5088 2R BE 5 Bl &7 06 0 DU SR BRI B P e
IR A fir b FE e m B S HIR 510

[0178] W LA FH-F¥6 97 - TRBH RN/ B4 ] 1 20 B8 1 973 FHAH DS99 8 1 58 3% MR i s2 4,
B AR T AN b IL-2 (AEEATL-11 (“r1L2”) M2 455 1L-2) JIL-10.1L-12
MIL-18; T E b Tt Fa—2a. T ZEa-2b. T Ea-nl . F FKan3. T EB-Lafl T
PE v ~1b; MIG-CSF; B3R s T REREL T BRER AT AW s — AL %05 B2 L iR L HEMOX TN™
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(NIPRISAN™, 2 W25 [ 4 F)'55,800,819) ;Gardosifl iEFEH0 7, Eb 1155 250 F1 = 55 JL FF 417
AW s Ak B 1A C s RN I 5 BRILYR AR D 5 BE fiHemo span ™ B Hemospan™ PS (Sangart) .
(01791 w] L 3ok AH [F] 1) BRAS [R] (1) e FH 36 428 [R) B B2 3 1) 26 3 it P A R B SR AL I AL &
WY, B 245257 452 (1) ER VI AW S AR S AR BRORT 25 RN B s MR 0 R
SE V15 M 7 1 4 2 il FH I 728 138 A P g B e Ty MR R A B (49 2, HL A2 75 w7 A 1 IR FH v A
SN MR 2 HT ) AR ST 1) 50 « AR R Bt A A 4000 — Pt A 28 A2 1 i 55
MR B A 1 i F & R AR AR ST R N R E IR .S L, ] inPhy sicians’ Desk
Reference, 1755-1760 (3860kK% , 2006) .

[0180] fE—sEiE &R, 5 iE AL A1 2 Z41000mg 415 2 £9500mg . £) 10 5 4
350mg B 250 % £)200mg [ & B R — YR BCRE R TP VRE 3k i Jbk PR B0 I it FH o B 3 PR )
(1) 5 A B Sl B e T B FE I EL A7) B3R 97 B0 il 0 s S 28 e s 1 7™ 2 M AR B DA
Jo AR PR BRI AL A AT e it FH 22 2 3 BT ) L e vs R =

[0181]  duA B wf AL BT IH B 16, AN R B IR RE RS S I6 97 /BT 5 8 T VA 5 1
HEIA MR RCRE T, Bk s 7R AR, HEAR T SRR AT 807 B RIT
IRV TR G T i AT LATE S0 T YA M DR I B E LR A 2 1 R AR R BUR A
) » 1A 8 3 it FH AR B AR AL A B 4 S L e v PR A

[0182] 4. 4QEIFITVE:

[0183]  fEFLEE STy Ty S, R AR R B R B SR B i A0 PR e 2 AR R AT
A0 45 it FH — By TB) v PR 77D AR 5 4 1k (RA, A ki A — Bt [) , 9 A A 0 4 1) e FH o 1
YTV RTIDA— B 2 Bl 2 e R PE , 8 G B A I — B VAR EIE A /B
HVRITIIIhAR

[0184] DRIk, 7E— 3L Ty S, AR R UL A A AR DY 2 7 JEI 2R, DLSR R = B4y
SRR H i, AR Bl 20— JE B0 JE IR 4 1 38 AR R 7 V20 SO VR I N 45 Z5 R BR 1 2R L 5L
BRKJE AL, STy AR, DAL s it P S A PR E O 2 1 46 PR FH A kI 4
BERIAL B AE 5 — SEHE T b, AR RO AL A P DA TE 2 95 SRR B0k i FH A6 R K 3L
T A TR i FH 58 3 T e 2 1 6 3 vl i 2 2 BRI = PR A

[0185]  fE—SsLj )7 B, AR IR AL £90. Img/ R Z29500mg /K ¥ 57 =5 H i
PRI s it F =B DY &, SR Ja vp 1k — BP9 A AR B S b, A FIE AT DU L Img 22
£1300mg  £J0 . Img £ £)150mg £ Img = £)200mg . £110mg £ £]100mg . £10 . Img £ £J50mg « £) Img
% #£)50mg . £10mg &= £150mg « £120mg 2 ) 30mg . B £ Img £ £)20mg , #2551k

[0186]  fE—sijif 75 Z b, 7E VY 22 75 JAAG R JH ), AR R IR AR B Ak A W R0 B8 3G T Rl o =2
1 AR FH 1 758 3G PR R 2 2 B30 226043 8, i FH AR R W3R LI AL B4 78 0 — SE Tl T &
H, ZEL190 7 BRI BEA R o, AR R W SR (6 104k A W0 R0 5 3 PR o 16 28 A J et 7 bk 1
R

[0187] @, () 63 it R A i 7 BA R 1 BRIk B 291 B 4924 E 30, BEIRH N Z)2 %
ZIL6AMEI, F 2 B AV B L) =AMEER

[0188]  4.5Z ¥4 &y AH 554

[0189]  ZGW2H & W ml T il & A S i) B — A R o A R ISR AL I 25 ) 25 W A B A,
AR IR LA A, B 24525 T B2 0 38 I R ST AR A AR B A Y BRI 2 . 2
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YDA A AR AT DAk — A0 5 — BhEs 2 IR 741 o

[0190] AR EHIRALFI 5 A WA ALie n] DL 4G — Pk 2 ML B RTE RR o o 78 1
4. 3F AT TR 5 B e R S

[0191] RS BT ARy B — B SRR T 1 RGBS (i an B 5 R W BHE L D IR EEL) B W
A (lan B2 R K S FHESE VUL BB K )  J s (i s HE 770l e R B il 7)) 035 R R
28 7 it P 22 B o R Y () SE A A S AEANRR T 3 700 s 28 700 s B, L Qs 2 A B S T 8 5
TR s BEEE TR s BE A 5 43 HIOGR) s AR s K0 7] s AR5 ) (B9, R v 25 SR BRI N D) 5 BER R s i T
1A BN FE i FH 2 S (RO A ) 8L 0 4 R VR (A1) 7K P B A F AR A A VR 7K Y 7L
F S B AL A VRAA LR I VR AT R s T B M A i P 2 i R R AL s 38 T R e
FH A 358 HIR 75 B3 L e IR R ot 7] s R0 mT DA B ) 4 DA 138 T 18 o oI it FH & A 35 VA 75 2R 1)
To TR [ A4 (5] 4 e AR B TR [ )

[0192] SIS 2 1, TR PR S 2R MR AR G o iy 8 o 451, T MRV 7 5 0 1) 770 28 il
AL 5 I — P2 BIE PR R R 2 KT T8 Y6 7 R 2 o 19 70 B B 605 () o S oAt
H W A A8, B s TR B 2D T TR Y7 A R 1 AR B L5 (R & o X6 T AR 80
WEARN RS HAd AR B A 7)Y 457 b A 7] 1) 3 £ 7 ) B3 H: " T I S 1 B UL
Z W, il fWiRemington’s Pharmaceutical Sciences, 25 18fit,Mack Publishing,Easton PA
(1990)

[0193]  fE—sLjta )y Z b, Z9M AL S WA B 5 — FhEk 22 B IR 75 o 5 & 1 U 71 22 245
SEATIRELARN RO FNH , A R AR 1 A3 R 77 ) = PR ) 14 SE 461 45 5 B TR 771 22 15 0
TB N2 2L G P ER) AL v Bk T AR S5 AR P Ji RN B0 22 AR 3R, AL ARSI T - 4 %70
Rt FH 2 883 1 7 e 9, 1 AR GRIARY BE Gn v R0 AT A 5 AN T B W A0 00 AL vh s A TR
7)o 45 S TR 7P 35 P 0 T B T 10 20 o ) R A s M i 9 o M8 0, i i 2 1 4 1) 4 e T
T I B BCIRE R, B FLRE , BN R R T 7K I AN o A8 A0 B A fig ()3 1 1 43 5 0 2 T
RAEIX TN 73l o DRI, AR R B (I 25 4 S ) AR L B 5 AR 2D (SR 138D LB
A e B B R AR R B AT R ARE TR FLRE” 1e LR AEAE 2 (R A 1135 AS 2 LASE
JoT b 38 0 M R 3 B B A 2

[0194] S LA 2H & 490 P LA A 455 A 45980 2 20 16 TR T2 791, 3 26 T 791) 1) A 48] 5 [ 245 i
(USP) 25-NF20 (2002) v 305 , ToFLAE 2 & W0 A 45 25 2 ] AHAS 1 B0 24 2 vl e 52 B i M
a3 R R /AR R N R £E— SR T Z2rh, TeFURE R A AL TS P A TR A 4R R L T
AL Ve b A R ER B

[0195] R B3R ML & A V6 TR G I T K 29 W 4 A W AR, R DRk el g ik e AL 5 4)
() Ba A o B 2, TN IK (818015 96) s 25 Wit rh )iz 52 IR — PSR 34 47 1 U7 2K
AN 58 Rr AE 5 2 1 90 Bl TR B OR B B RS B PR . 2 0L, Bl W Jens T.Carstensen,Drug
Stability:Principles&Practice, B2/t ,Marcel Dekker,NY,NY, 1995, 55379-80 T4 , SLfx
b AR FE Ak A W 43 i o DRI, KO R /R P AT B AR5 225, DR R AE 7R AL 1 o] 4%
0T A W AE I B S ST, 8 20 B KON/ B

[0196]  A] LAAT o /K B AK 43 5 AR 5 7 FF AEARAK 73 BRI B 25 AR 1 il 2 K 4 A
PRI o SR T AE 1] 2% Ak A/ B A7 S0 1) S o P e 22 A /K A=A/ B A, T
LA A R B A e 1) 22 2D — Rl P ol 23 B 2 W A A D A0 R BT & TE 7K 1)
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[0197]  To/KZ5 W & W R4 LAAR R e Je 7K 11 5 19 77 Xk il £ A3k o DRI I, 7 — SR 7
Zrp T AT B k2 8 T KR A R TR K A AW, AT BAT 25 78 A0 1 77 2k
G A G B SRS (HA IR T B =096 5k SR ) = 25 4 (/N D)
Y EARE  FAE 4

[0198] SR FRALAT A7 — Fh Bl 2 Pm] B AR 1 B 20 3 M 28 () A A WD O 25 0 2 & R 7
B GX A PIEAR R AR A “Fag A, AR (AR TSGR, i g L pHgE
PRV B ER 2R PR

[0199] 4G JE 7RI FH S ARRSIS , 770 28 op v M R 20 1) FH S R Rl S mT AR B 22 i IR 25 1 e A2
FIriR BRI 25 A, 461 5, ARASBR T« ) S 3 e P I 428 o A6 — S 7 Z8p, LB & 5 & 9 29010
B 2)500mg ) A K e (AL S W) o AE— L T 2 I A & & 8290.1.1.2.57.5,10,
12.5.15.17.5.20,25.50.100.150.200.250.300.350.400.,4505500mg ] 4= & B H2 L i1k
a0

[0200] L EszE B, AAAESESENA1IEL1000mg L5E £4500mg . £ 10 2 %)
350mgE 21502 £)200mg [ 88 V& PR3« 249K, 88 S PRI B4R S &5 B T B Y
FAR R 697 B Sl 5w BURE LA B SR AL A0 S W) Rt FH 22 283 1 AT
I Iy — P PR &

[0201]  4.5.1 001 52

[0202]  3& T 0 it FHIR 2590 406 0 mT LA il R 43 5 i) R 2 Bl o, AECAS B T« 771 (4t
WS ) ) R R ATRAA 1) (1 AR SR D) o AR ) R B B T E VS PR LAY, IR AT
DA AR G E AR N 532 S 1l 25 7322k il 4 o 18 % 2 WRemington’s Pharmaceutical
Sciences, # 18 ;Mack Publishing,Easton PA (1990) .

[0203] A% B4R AL 1 IR R AL AR o FUC 25 B2 A, i Wi M el o 5 28 2D — R RO 711
B UR A R ] 2% 1 o MR AR JH 2R e FH 1) 1 550 2, U R mT BASR FH 22 PR =0 i, & AT 10
IR A 770 B A28 R0 2R R ) B ARLAS PR T« 7K 20 B v B S SRR 1) B TS 591 RN
55 o 38 FH T [ 4 10 R0 2R (Ol oy 571 A ) B AR 57D IR R ) S L 5 L (HASER
T VR W R AT A 2 AR L R S VI TR R AR R R A o

[0204]  fE—Sj Ty e, DIRGRIZAY S B A B 38 , 7RI S oL T, A3 FH B R 71 - £ 5
— L 7 G, T DASR B AR AR 7K P B AR AR P A SR A 71 3R 1 750 28 mT DA e AT
24 J5 15 R il 2% o TR, 29 W2 A W RN SRR s T ek 380 5 b R 85 5 Mt BT IR M R S AR
AR A 53 I AR A B B LA AT VR B R4 110 SR 5, a0 Wb 22, 1 ik 7= W | e 3
BRRIR.

[0205] 5t , AT LAJE S | BASE il e il 6 v 7)o s o] AT DASE e s AR SE B ALES i 2
B LB i PR 43> ok R BRI , 3 HL AT 1 Hb S5 0% FIVE 6k il £ o 5% 7 m BA
AR & B BN R I VAR A B VR R R AL S PIIR & V) R Bk il &

[0206]  m] LA FH-T 4% BH 3 AL 1 11 k1) 28 1) TR T2 ) 6 s A1) 6, 4 AEAS PR T Rl A 51 L B 78
FS R A SRR 75 o T 29 A S AT B kG A4 (BB T FoKE B8 E
VEN B B TR B S R SR AN G B B LG IRA] F7 A R 9 R B g R IR L R IR £ My
RUGHE R R4 R AT EY) (B A Y 2 B R AT 4 3R R AL A 4 145
R YE RN R ORI e L B R AR 2 TR AL R R TR R R R A 4 R (B
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Nos.2208.2906.2910) flf A4k 2= IR A

[0207] TRl 47 4k = 103 BB A HE  (HABR T /ENAVICEL-PH-101AVICEL-PH-103
AVICEL RC-581.AVICEL-PH-105 (A]J-FFMC Corporation,American Viscose Division,
Avicel Sales,Marcus Hook,PA) &1 5 & HIR AW BEARTIRG & & 1E NAVICEL RC-
581 H 5 11 Tl i £ 4 22 FR FR L 4 2 R ANINTR B o A& I T2 K BRAR /K 40 I 77 3 % T 57
£ FEAVICEL-PH-103™A13E K3 1500LM.

[0208] 3 A FH T A s I $R A5 ) 26 M 2 & R0 3 2R F 38 78 57 ) SE B AL 9% AELASFR T 2 i A
BRER AT (19 AR Bk AS) IR AT 4R R KA 4R 5 R RIS A7) e = H R JRERR
L AL L JE K TR AL T b B VR A o 72— S 75 b, Z9W 2L & 0 b B R A 7R B 78 77
WE A A 2150 B 4199 &8 % .

[0209] 7 Fridk 4544 A A3 FH 9 i 0 DA 4 (0 22 2 B T /K A PR BRI R A= B A1) v 7)o A B K
% WA R 7 A] B8 2 7R B A7 B, i B0 R/ A R0 0% 7R RT B AN 2 DA 2R Y T 2 B
TE AR 26 T R AR A o DR L, T DA P R 0 B2 1140 0 A 7R TR e i A 11 R 710284, i B
AR ZWARD, ULE T A S AR e 8 75 M B2 10 R T80 BT P 8 A 7R 1 AR 9 il 71 (1 2%
RUT AR, 0] B AR GURE RN 2 i e o A — S0 7 B, AMA A EFEL0.5%8
21580 & % Y AR, B0 1 22 2955 & % ¥ 77 o

[0210] W] DA HH-T 23404 & W A0 500 B 1 0 e R 0 4 (RS PR T« B IR -3 TR - 9 R B L Tk 1R
B AT 4 2R S IOR R AR 4 A A8 TR TR SRR SR R RN SR e R B
REJER BTk IO e R ek i el R e A 4R W R R A
Yo

[0211] W] DA F T 245 W0 & 0 A7) 204 1 i R B AEUAS PR T - B T PR L A IR IR 86 1™ )
WY B D AR H R LR R e T VR ER L T e R R AN
AR DI (BT AR T AR RSB Y 2 PR VT RO Ve« T K el R 9 A i R
TR B8  HRERR 15 Bl S LR A1) - B IR I HE , 6 i sy loi LR (AEROSTL200,
FHW.R.Grace Co.of Baltimore,MD#l£) <& B AL #EE < % 7 (- Degussa Co.of
Piano, TX44E) .CAB-0-SIL (FHCabot Co.of Boston,MA%RYE [ — FALEF= i) K IR
AW RS L VT AT LN T BN A A BRI A B E % = A .
[0212]  7E—SEHiE7r S, [ A O AR R G A R B BRI (K 4k &40 TE K FLRE ol it 4F 4
KB LA BE R R R AR e K AR AT B

[0213] 4.5, 2551

[0214] A W BRASE 1K 5 PR A 23 7T DA JE G A 40RO 572 2 S 4 ek U7 s B 1o e J6 2
B o SEBAHE  EABR T 72 S FI SR E L R AR IR £ R4S 3,845,770.3,916,
899.3,536,809.3,598,123F14,008,719.5,674,533.5,059,595.5,591,767.5,120,548.5,
073,543.5,639,476.5,354,556 f15, 733,566, FT A _Eid & R pim it 51 I N SC o ix kL
(17 B A] T4t — PhER 2 Fls PR R 73 B SR R B R , ST A e TR 2 AR B A 4 22 L L
EREE B BIERBIE R 2 0K N R TR Bk B A A kIR e n] AR LY
111 A B RETURRAE o AR S5l AR N 53 S0 ) IR Fa B 1) R, A0 8 AR R W IR 1 R, T
Ty PR AR IR B B AP 35 1 ol 2 R A o 75— S T b, BRIE T 10 BB FH ) e — o
BrAIAL, bh G EAS R T3 A T R U 77 e 22 B e 4E (gelcaps) FHEE 7)o
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[0215]  fE—SCja )7 S b, #2507 ot B 25 ) R R A L T AR B 2 M k45
FRITT R AE S — SR 7 S FE IR v AT FE A F50RE il 70 R R i 2y 5 BB 78 e A IR 1) P
FH /D I 25 W oR6 R BB AE o 32RE 1] 7R D0 A A0 L 25 00955 12k B It FH A0 22 L A
e SR IR o S A, F R il 55 AT P T 5 M S S TA) BCH SRR 1 Bl B 2 K AT AT A
sz EIE I (1A R AE D R 4.

[0216]  £F 55— STy Z8 rh , $5 0 il 7R 10 Ut i e WD T R BTl 7 AR S BB (R YR 97 RR ) —
SE =AY GEVERASY) 8 G BB RS2 O B 2 &, DA AE RE K IR ) 1) B P 4 5 3
YIT BT /R - AP o fE— SR T B, O T AEAR N 4R IX P iE 8 1K, 9] L AR
B AR BICHE H A S0 245400 & 1 2 MR 2R HORE T o Vi A S 1 45 R T DR 3 2% ol 2 Ak Al
B AR AHAR T pH I E B KB B AR R L &)

[0217]  4.5.3 8 B4k

[0218] B R A AL m] DAIE Gk &% Plads 720 A 2 AR, 04 (H AR T2 B2 S HR kA (L5 4
) LA W AB K A o 7E— SERE T S, B AR AL i e 1 AR TS e R SR B
T, DRI, AR L STl 7 22, B W A0 R AL O o T ) B R A E i FH 8 SR R K 1K -
W 1 7028 () S A, AECAS PR T« v 5 R VAR n] VA MR BICET TV 255 BT 852 IR
SR S BT RO

[0219]  m] TRt B B A L) & 0 A 2 AU AR N 52 2 J1H o« SE A0 4, (HAS PR
T USPYE S FHAK s AK PR3 AA 5 B AR AN PR T« UG SR VR PR DRV S VAR, 0 2 ARV S VAR
T ] R S BN S VORT L R AR D SR AR T B B4, EE I HANIR T % R & —
R FSR A s DA SR A PR3 AA , B A E AN PR T« S K v R oFF el S A6 A 3 22 JRR e TR £
B PR 55 B e PR B RO R R

[0220] A BH A FF I By — PR ER 22 Pl M 1 7 V8 i PR R AL & ] BUIN 21 B 1% 40 57
AUeh o T, FRRIARG S HLAT A PRl DA R OR i iy AR i W AR L Ak S MR VS fid v o 2 L, il 32
A5, 134, 127, 4 Hadid 51 A AA S

[0221] 4.5 4 J5) s PR fiE 7)Y

[0222] A B HR ALK Joy 08 ARG A 77 2 A0 5, AHAS PR T« 155 55 571) R 38 7 IR ) FL R &
TV T HR A B B IR B 7], BUAR MU B AN RO H SR 2 WL, il @Remington” s
Pharmaceutical Sciences, 2 16F118% ,Mack Publishing,Easton PA (1980&1990) ; £l
Introduction to Pharmaceutical Dosage Forms, 284/ ,Lea&Febiger,Philadelphia
(1985) o1& FHT-¥R Y7 11 IR R R 2H 23 1) 77 284 ] LA TR ) s K 11 245 B8 1 s 4 R 7

[0223] ] T $RAM AR BH 1) Je 308 RO B 751 20 ) 5 B R 771) (47 o 8 A AR BE 57) S e
AL AL 1l 24 S B AR N 52T A RN, IF BR e T 45 58 29 A6 W R A 0 e FH ) B AR A
R AE— LT B RIEAERRE AEAR T K HER 8.4 A % 1,3- T f%,
PR S S I e TR B S AR AL e P B AT Wit S FR B, LT R B (R RN 24 % b Rl 252 1 1
TR LI B 711 ot AT A 1A 25 W02 S A5 A v i N 388 R BRIV 77 o S A ) HE B i
) S22 AR AT AN FNHT o 2 UL, B TRemington’s Pharmaceutical Sciences, 35 16F118kK ,
Mack Publishing,Easton PA (1980&1990) .

[0224] I W] DAY 259020 A Y0 8GR Y 1 pHoK 2 3 — FhEk 22 iy MR a0 1R 3 26 o AL,
AT LA R TV SR AA R AR 1  HG S ik P B 7 R IR o R DA A S P EL o e R B
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NN A BRI, DL — PER 2 P PR R B 21 /K PR BT Yl M DT 408 i 126 o 71
sy 2 vp, A T B EE T LAAE A il 590 0 I A A R LA VBRI V3% 14 79 DA Ry
T IE I R R BB I R ) o 75 L e S Ty S 3 T DA FVE T o 1 SR T A BT
A BT A A A SR 3 — D T AR B AL A PR

[0225]  4.6357 &

[0226] 75t 7y 27, [R) I T3 Ik A ) 140 e FH 3 12 6 AR % B B L 1 i M ol 0 it P 42 2
B AL T T S, BRI, HRT R K A S R S T i E R

[0227]  7E—5sEjfi )7 b, WA S A R A R B R AL AL A I R R S T DA — P S,
B R TR S L S BRI R 78 (Genasense™ ) 5156 . G-CSF . GM-CSF \EPO FETH 25 B 3%
REE RALE BE L 2R A  IENL COX— 240l 551 LA AT W Bl BRI VD A2 L M ZE KA L T2 TLS,
IL18 Ara—C. KARHGE S 4EARL L340 2 FR B L 20 3 25y M AR s A AR ) B & o
BT FL e i 1 1 4 B s s  (HORBR T« AR R B A FFRI IR ES (S 0L, 404 3%5) .

[0228]  7E—sEjifa 7 S, 3R 6 mT DAE— 20 A8 B R it FH Tk V35 1k A o 1 25 B X RE 1
BB LB HE, AEARRR T« 5 88 A4S I IR 3%

[0229]  35R & vl DA — D AR SEAE AE W A0 MR B M 9, DA B B8 R T it FH — s 2 i 2k A
S22 T B2 IR A o A, o S PR R 4 DA IR BT A4 T T R A1t T A TR
HORPE A, B2 %A B P LS B @ B AR 1 2 B 2 A, Ho BT oA v PR 4 T 9 il DA B
T H W4t ) TESURLIK T T VAR« 24 27 1 AT B 52 I A (1) SE 49 S, (HAR PR T : USPYE
S K s AR PR EAAS , EU RS PR T « SPGB S VR PR D 3 S VAR » 0 6 8 e S VAR T 2 A
S BN ST 0L R A D SV s ARV B3, LU BN IR T« 8% VR 2 AR A
TURE s DA RCAEK PR, L A EASBR T K I AT A6 AR Y 2 R TR 2L B L A B
W S T B RN R R

5. 3T 151
[0230]  JEid R IAHEFR il P S e 1 R [ IA A e BH Y — S sE R T R
[0231] 5.1 3- (5—HF FL-4—F A0 -AH-IE Mk —3— L) —IRIE -2, 6—

2321 4 K )
"

[0233]  DIR1 - 2-Z -6 SR H 8 (10.75g,71. lmmol) FICDI (10.75g,66. 3mmol) 7
S (150mL) P HTR S WAL T BEFE LIRS o [ 2B E T I3 -2 IR IE -2, 6—
£hER (10.75g,65. 3mmo 1) FIHKERZ A (8.0g,95mmol) , 7E50°C T MNHZIR A W18/ o 1 1%
BRI R, 198, IF FZ0E (G0mL) 7K (2X50mL)  F AR (50mL) AT Z 1K £, (50mL) ¥t
VAR B2 U AR Y 2R N (2, 6 AR IE -3—5) —6-FF AR IR A i (9.89¢g, 77
58%) :'H NMR (DMSO-ds) 61.98-2.17 (m,5H,CHz,CHs) 2.51-2.56 (m, 1H,CHH) ,2.74-2.86 (m,
IH,CHH) ,4.68-4.77 (m, 1H,NCH) ,5.18 (s,2H,NHz) ,6.38 (d,J="THz, IH,Ar) ,6.50 (d,]=
THz , 1H,Ar) ,6.94 (t; J="THz, IH,Ar) ,8.59 (d, ] =8z, LH,NH) ,10.90 (s, 1H,NH) ;'°C NMR
(DMSO—ds) 619.14,23.75,30.99,49.10,112.37,17.21,122.28,128.96,134.61,145.22,
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168.36,172.84,173.00; LCMS : MH=262,
[0234] P IR2. RG22 F-N- (2,6 - " AR -WRWE-3-4%) —-6-F F R H B iz (0.60g,
2.2mmo ) - J5UFH R = H [ (3mL,26. 8mmo 1) A%~ KA 2 (0. 060g) 1E 2. fiF (20mL) ¥ 7
TR RG0S K IR SR AR E AR S, IiN K (75mL) Ak (20mL) , I 4
FEAS B BIR A W2/ N o 1ok PRIV, I KR (35-50mL) Heisk , 15 21 2 A a4 13- (6-HF
F— A4S AR AN IR -3 L) —WRIE -2, 6- - (0.28g, 7 #47%) :HPLC:Waters Symmetry
Cis,5um,3.9X 150mm, ImL/min, 240nm, 30/70 CH3CN/0.1%H3P04,3.08min (99%) smp: 262-
264°C ;'H NMR (DMSO-ds) 62.09-2.16 (m, 1H,CHH) ,2.62-2.84 (m,6H,CH2,CHs, CHH) ,5.42
(brs,1H,NCH) ,7.32(d,J=T7Hz,1H,Ar) ,7.52(d,y=8Hz, 1H,Ar) ,7.69 (t,J=8Hz, H,Ar) ,
8.30 (s, 1H,CH) ,11.12 (s, 1H,NH) ;3C NMR (DMSO-dg) 622.35,22.62,30.88,58.00,119.81,
125.36,129.57,133.72,140.15,147.08,149.07,160.21,169.91,172.33,172.44; LCMS : MH
=272 CraHisNsOs [ FE BB : C,61.99;H,4.83:N,15. 49, L {E : C,61.67;H,4.40;N,15.41.
[0235] 5.2 3-(2,5- " H H—-44FAC- A0k —3-5L) -WRE-2, 6— [

[0236]

[0237] 2% FE-N- (2,6 A AR -WRNE-3-45) -6 FF JE 2K B A% (1.00g,3.8mmol) FlJ5i 2,
% = .15 (0.9mL,4 . 9mmo 1) 7EDMF (10mL) 1 (KA N BT /NS Bz iR A e I R 2R .
[ VAR A Celite (40mL) , 78 25 TN B 25 V877 o 1 [ A4 B B AE SIM |, FHTSCOTR I B¢ it
a3 (kK , CHOH/CHaCl2) £li4k , 79 31 2 28 A 0 [ 44 3 (2, 5 FF 448 AR ~4H - Ik i —
3—-3&) -WRIE-2,6-—Hf (0.46g, 77 %43%) :HPLC:Waters Symmetry Cis,bum,3.9 X 150mm,
ImL/min,240nm, 25/75 CH3CN/0.1%HsP04,2.95min (96%) smp:292-294°C ;'H NMR (DMSO—ds)
62.11-2.18 (m, 1H,CHH) ,2.55-2.65 (m, 2H, CH2) ,2.60 (s, 3H,CHs) ,2.69 (s, 3H,CHs) ,2.78-
2.85 (m, H,CHH) ,5.19 (dd,J=6,11Hz, 1H,NCH) ,7.25 (d, J=8Hz, 1H,Ar) ,7.43 (d, ]=8Hz,
1H,Ar) ,7.64 (t,J=8Hz, IH,Ar) ,10.99 (s, 1H,NH) ;'°C NMR (DMSO-de) 620.82,22.43,23.32,
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 ; C15H15N303+1 HeOF ¥ i 4E : C,59 .26 3 H,5.68;N, 13.66 . SEIIE : C,
59.26:H,5.68;N,13.66.,

[0238] 5.3 3S-3-(2,5— —FF B4 A0 AH-1% bk —3— ) —IRNE -2, 6-

[0239]

[0240]  35UE1: 42,5~ FF 3283 [d] [1, 3] MERE 4B (7. 4g,42mmo1) 4S—4-F 4%
B ERE T B AL T B (H-G1u (OtBu) ~NHz) (10.0g,42mmol) K (6.3g,92mmo 1) AV B EL =
Z5liE (13. 2mL, 50mmo 1) 75 Z,F (100mL) H i a2 i i B N B2 1 /NG R IR A e A1 3
30°C. [AZIR AW A IK (100mL) FIEL HE (100mL) , 138 =2 . 2 B BARK P Z, H & H
$t (2X100mL) ZEE IR S FTA K =N A HLE  HHZIE R I Celite QAL AEE D N
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FVE T W B4 E TSI, I TSCOR: )2 M (REHR , CHsCN/CHaC 12, 7£ 2043 5 P9 A0 % R i &
50%) 2lifk , 13 2 2 A A EA R 4S-4- 2 Btk -4- (2, 5- = HE 45 A -4H-mE e npk—3-5) -
TIRBUT R (12.9g, 77286 %) 4 Z M H T~ — P #t— 24tk

[0241] D2 ¥ 4S-4-FA R B3 -4- (2,5~ F-4- 04N Menpk-3-3%) T ER AU T B
(8.7g,24mmo 1) FIHC1 ZEM (60mL, 2N, 120mmo 1) H (B IR AE I8 R , B P2 K AR S R
FE 5 . FHTRE (50mL) $iFE [ 441 /N o 3 98 2 TR, FHTE (20mL) ¥k , 15 21 2 ([l 44 o 75 F
(50mL) HH 45 FF ] A4 A o ok R TEIR, I P B Ve, 19 2 2 A (A R 4S-4-2 B B -4
(2,5 H -4 AN 4H- TR MR -3—05) — T 1R (7.0g, /" 296 %) JHZ/ =W AT T —2 Mk
T — e,

[0242] D3 #E-40°CF , ff FE SR @mL/ 23 %h) , (M1 4S-4-Z FF BE 2 -4- (2, 5- - F JE-4-
A AH-E R -3-38) — T BR (7. 2g, 24mmo 1) 7 & F Ht (250mL) ) B 7F 3 T Hi I A
TR (Tml, 96mmo1) « 10738 i , A% A 81 4% (CmL/min) MEAERE (7. 7mL, 96mmo1) SN 2I1Z TR
AW AE-A0C TR, WA ZIR A5/ N RNZIR AP INNK 20mL) o E5 B 2 S5, FE Bk
BV (WL AR, 100mL) INABHZIR G AE1090 80 2 )5 W IR G R R0 CRIWE
FHARFF309 8. B AW, FRAEE 2 NI SA 38 A (i ig R B 58— K ZRE, IF
PEFEZ B TR 1043 Bh o b JEZ B TFR, FF K (B0mL) (BRER AN (H A1, 50mL) FIZK (2 X
50mL) ¥eigk , 73 25 (A L [EN A R [EAYE T 21 (150mL) o, I Cel i te (375RL) o 7 B 25 H[R
FVE ) o B AR S AT AE = A SIMH, FITSCOMEJZ#T (EH , CHsCN/ CHoCl, , 7E 1553 B A A0 %6 6
FEA50%) 2iAL BN SIM, 13 3 2 [ AR R 3S-3- (2, 5 44 A -4H-ME e npk -3 5) -
WRIE-2,6——f (2.92g,77%43%) :HPLC:Waters Symmetry Cis,5um,3.9 X 150mm, ImL/min,
240nm, 20/80CH3CN/0. 1% H3P04,4.50min (99.8%) ; FHEHPLC: ChiralPak AD 1mL/min,
240nm, 50/50iPrOH/ T ke, 12.62 (99.93%) (S—5FHJ1EK) ,18.58(0.07%) R-5FHIE) 99.86%
eesmp:241-243°C ;'H NMR (DMSO-dg) 62.11-2.18 (m, 1H,CHH) ,2.55-2.65 (m, 2H,CHy) ,2.60
(s,3H,CHs) ,2.69 (s, 3H,CHs) ,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, IH,NH) ;°C
NMR (DMSO-dg) 620.82,22.43,23.32,30.55,56.33,118.69,124.73,128.82,133.72,
139.82,148.34,154.58,161.03,169.61,172.60; LCMS : MH= 286 ; C15H15N303+0 . 5H20f(] FE 1B
{H:C,61.22;H,5.48;N,14.28;H20,3.06, S IME : C,60.98;H,5.54;N,14.21;5H20,2.89,
[0243] 5.4 3R-3- (2,5 FF R4 A AH- 1 Mrpk—3—J) —IRIE -2, 6— - JiF

# 9

[0245] BRI 42,5- FR R [d] [1, 3] MEME -4 (7.8g,45mmo1)  2R-2-% HE—4-4
B LT BT B8 9g,45mmol) JBEME (3.6g,53mmol) A1 iR = S (17ml, 65mmol) £F 7,
i (100mL) H () B p R A HE A RN 2 LN o I IR A W78 J 2230 °C o MR A W A K
(100mL> AU H e (200mL) o F =S e (200mL) ZEHUK JZ « FAR BR N (MR, 100mL) $E

FIRGIANLZ M AVZEH A Celite QFRL) EE S TR 2V B & 5 A0 /8 =
/\SIMEP , FHISCORE 2 Mt (R , CH3CN/ CHaC o, £ 2043 A MO % 486 15 2550 %) 44k AN SIM,

41



CON 107445940 A w Bg B 33/67

B3 2 A EAR 4R 4 P B -2 (2,5 FE -4 A0 4H-1E MR -3-55) - T R4 T B
(3.4g, ™ #21%) AT T — 2 EH#H— Pk,

[0246]  BIR2 G AR-A-% F Wi 24— (2,5~ - F HE -4 Q- 4H-ME k-3 3) T B BT B
(3.4g,9.4mmo1) FIHCIZER (50mL, 2N, 100mmo1) H [ B AE =18 T , I FR4A KR AE H 25 P B
FEVE TR o [a [ A4 H N B (30mL) o PRI AE B2 T B 2598 70 o 5% [T 44 7E — & 62 (30mL) H 4
PEL A o 1 B8 1% BT T A S e (20mL) ik, 15 31 2 B [E R 0 4R-4-F B B L -2
(2,5- -4 A0 AH- TR MR -3—05) - T IR (2.6, /" 291 %) JZWHT T —H Mk
TPtk

[0247]  JPIR3:AE-40°CR , i FIVESS 48 @mL/ 4351 , l4R-4-Z H Btk -2—- (2, 5- —H J—4-
AR AH-E R —3-35) — T R (3. 2g, 11mmo1) & & F Ht (130mL) [ B 773 T Hie H I A E
BRIt (3. 1mL,43mmol) - fE 1040 2 J5 , A A vES 22 (2mL/min) AIARESE (3.5mL,43mmol) .
FAE-A0C T, FZIR A A/« mZIR G I K 20mL) «7E54 8 2 J7 , 1 i R 2L BN
(LR, 140ml) IMABNZIR Y9 « FE1043 87 2 5 Bz IR S W 210 CivH , FHEARFEF30
a3 o AR LS R A ALIE R o DB I PR, I K (50mL) Weids , 43 21 58 [ ([ 44 o K[ 4
BT HEE (150mL) o, A Celite QFRRL) o FEEZS T bR 253850 o Mg AR - A £E PR > STV,
ISCOAE JZ AT (fk HZ , CHaCN/ CH2C 12, £ 15438 A A0 % #5052 %250 %) 2EAL BEANSIM, 13 B 2 A
[ AR 3R-3— (2, 5— — FF B 448 8- AH- 1% M pk—3—J25) —IR -2, 6— i (1.4g, 72 %46 %) :
HPLC:Waters Symmetry Cis,5um,3.9X 150mm, lmL/min,240nm, 25/75 CH3CN/0.1%HsPO4,
2.75min (99.3%) ; FPEHPLC: ChiralPak AD ImL/min,240nm,50/50 iPrOH/Ci%%,6.23
(4.22%) (S—RH1E) ,8.23(95.38%) R-FHI1AE) ,91.53%eesmp:280°C (4i#) s 'H NMR
(DMSO-de) 82.11-2.18 (m, 1H,CHH) ,2.55-2.65 (m, 2H,CH2) ,2.60 (s, 3H,CHs) ,2.69 (s,3H,
CHs) ,2.78-2.85 (m, 1H,CHH) ,5.19 (dd, J=6, 11Hz, 1H,NCH) ,7.25 (d, ] =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—-ds) §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; C15H15N203+0. 35H20/1 3 {4 : C,61.78;H,5.43;N,
14.41;H20,2.16, S J{E :C,61.82;H,5.08;N,14.32;H20,2.17,

[0248] 5.5 3- (2-¥%Jk—5—H 44 X —4H-mE bk —3— L) —WRIE -2, 6— i

[0249]

[0250] 42— HE-N-(2,6- ~EAC-WRIE—3-3L) —6-FF L R EE% (1.00g,3.8mmol) ~CDT
(0.62g,3.8mmo1) FDMAP (0.10g,0.82mmo1) £ Z.JiF (12mL) VA RAE R 4 T 150°C
IR0 b . L JEIZ B EFW, P H A (2X20mL) 7K (2 X 20mL) JHCI (IN, 25mL) 7K (25mL) .
FEE (2 X 20mL) 14 BR B (2 X 20mL) Feisk 13 21 2 8 1 A AR 1) 3- (2-F F-5-H -4
AR—AH-P e bR —3—3E) —WRIE-2,6— 1 (0.89g, 7*%81 %) :HPLC:Waters Symmetry Cis,bum,
3.9X 150mm, ImL/min, 240nm,25/75 CH3CN/0.1%H3P04,5.72min (99%) ;mp:373-375°C;'H
NMR (DMSO—-ds) 81.90-1.97 (m, 1H,CHH) ,2.49-2.58 (m, 2H, CHz) ,2.61 (s,1.5H, ,CHs) ,2.69 (s,
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1.5H, ,CHs) ,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,0.5H,0H) ,11.42 (s,
0.5H,NH) , 11.56 (s,0.5H,NH) (f£350KMZZ[K)) ;'°C NMR (DMSO—ds) 820.90,21.38,,22.11,
22.41,30.72,30.77,49.74,50.99,111.52,112.15,113.38,125.67,134.26,134.34,
140.29,140.63,141.09,141.45,148.77,149.99,161.60,162.39,170.00,170.38,172.74;
LCMS : MH=288 ; C14H13N304f{ FH 4 : C,58.53;H,4.56;N, 14.63 . SZIM{H : C,58.40:H,4.32;N,
14.59,

[0251] 5.6 3S-3-(2,5— — H F—4- 4R —4H-ME k-3 ) —3-FF JE-IRIE -2, 6—

[0253] 42,5- ~HIEE-E I [d] [1, 3] EBR—4- (1.4g,8. Immol) 3S-3—Z JE—3—FF B0k
mE-2,6- " FRALE (1.8g,8. lmmol) KM (1.2g, 18mmo 1) FIVF i = 2K B8 (2. 6mL ,
9.7mmo1) 7EZJiE (50mL) H ¥ BIFIRAE6S CRITIG H HiHe , In#Hud i G XIB AR A 2 =
B MZIBEPHINACel ite fEE A T RE 2357 B F A E T SIMH, H H TSCOR: E T (R
F52 , CH3CN/CHaCl2, 75155380 P MO %6 BE 2 E100%) 4lifh , 5 3 2 [ i k[ 35-3- (2,5- — FF
FE—4-FHAC-AH- MMk —3— ) —3-F FLNRIE -2, 6— [ (220mg, 7"%9%) .HPLC:Waters
Symmetry Cis,bum,3.9X 150mm, ImL/min,240nm,20/80 CH3CN/0.1%H3P04,3.43min
(99.4%) smp:187-189°C (4 fi#) ;'H NMR (DMSO-ds) 81.90 (s, 3H,CHs) ,2.36-2.42 (m, 1H,
CHH) ,2.49-2.85 (m,9H,2CHs,3CHH) ,7.22(d, J="THz,1H,Ar) ,7.37 (d,J=8Hz, IH,Ar) ,7.62
(t,J=8Hz,1H,Ar) ,10.79 (s, LH,NH) ; "*C NMR (DMSO-ds) 622.17,24.42,26.21,28.13,
28.95,62.59,118.82,123.96,128.59,133.64,139.48,147.44,153.73,163.77,171.45,
173.10;LCMS :MH=300; C16H17N30s [ FR BB : C, 64. 203 H,5.72;N, 14. 04, L HE : C,64.08:H,
5.58;N,13.86.,

[0254] 5.7 3R-3-(2.5— — F B4 fC-4H-Emenpk—3—JE) —3—FF LR IE -2, 6— i

[0256] 52,5- ~HIEE-FEF [d] [1, 3] EBR—4-f (1.6g,9.0mmol) \3R-3—Z JE—3—FF JLIR
WE-2,6- RS (2.0g,9.0mmol) JBEME (1.3g,20mmo 1) F1V #% #8 = 2K B (2. 4ml,

9.0mmo1) 7EZ i (50mL) H ) BVF IR AE6S CRITIIG H Hi e, InHud i G XIB AR A 2 =
B AZIR S INACel i te o fEE 25 TR 2588 7 B[] 4 B TSIV, FHTSCOME 2 B (RERRZ
CHaCN/CHeCl2, 7515480 P A0 %6 150 2 22100 %) Ak, 15 3 2 A [ AR [ 3R-3- (2, 5- - FF 3~
A AR -AH-PE ek —3—3E) -3-FF LR IE-2,6- I (90mg, 7=%3.4%) .HPLC:Waters
Symmetry Cis,bum,3.9X 150mm, ImL/min,240nm,15/85 CH3CN/0.1%H3P04,6.46min
(99.4%) ;mp:298-301°C ; 'H NMR (DMSO-de) 51.90 (s, 3H,CHs) ,2.36-2.42 (m, 1H,CHH) ,2.49-
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2.85 (m,9H, 2CHs, 3CHH) ,7.22 (d, J=THz, 1H,Ar) ,7.37(d, J=8Hz, 1H,Ar) ,7.62 (t,]J=8Hz,
1H,Ar) ,10.79 (s, 1H,NH) ;'°C NMR (DMSO—de) 622.17,24.42,26.21,28.13,28.95,62.59,
118.82,123.96,128.59,133.64,139.48,147.44,153.73,163.77,171.45,173.10;LCMS : MH
=300 C16H17N303 [T FE B4 : C,64. 205 H,5. 725N, 14. 04, SZE : C,63.81:H,5.69;N,13.92,
[0257] 5.8 3- (5-FR 4R Jk—2—FF L4 A0 - AH- 1 ek —3—J5) R IE-2, 6 i

[0259] fF=ET, H2-FIE-6-FEAFLTEHER (2.0g,12mmol) AIBEME (1.0g, 14mmol) 7F Z,
& (20mL) FRR A A FE I B (1. 0mL, 14mmol) o ZIRAWIEE IR T & o
FNZIR S Y I 3-Z - IRIE -2, 6- EiEh R (2.0g, 12mmo1) WK (1.8g,26mmo1) F1F T
R =505 (3.8mL, 14mmol) , - INF B AL 22/ N o YR A 40 DN K (60mL) o 3 € 1% = 7%
T, 37K (2X50mL) P8 285 (2 X 50mL) AR E8 (AT , 50mL) 7K (50mL) Heigs , 43 2
£ A A AR 3- G- S -2- B -4 A - 401k —-3-3) —IR g —2,6- A (1.3g, 7%
35%) :HPLC:Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,240nm,15/85 CHsCN/0.1%
HsP04,3.37min (99.4%) ;mp:274-276°C ;'H NMR (DMSO-ds) §2.09-2.16 (m, LH,CHH) ,2.51-
2.63 (m,5H,CHs, 2CHH) ,2.72-2.89 (m, 1H,CHH) ,3.83 (s, 3H,CHs) ,5.14 (dd,J=6,11Hz, lH,
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-de) §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; C15H15N304+1 . 6H20
[ EE:C,54.57:1,5.565N,12. 73 5L{E : C,54.19;H,5.42;N,12.55,
[0260] 5.9 3- (5—3—2—H FL—4— A —4H- MM Ipf—3—FL) —WRIE -2, 6—

[0262] AEZEET,H2-AIE-6-F AT (5.3g,34mmo1) FIBKME (2.8g,41mmo 1) £ 2. %
(60mL) F TR SV FE I CBES (2.9mL,41mmo 1) oW ZIR S WAE 2 T Hidd 4 - ]
ZIRAEY P IS ZIE-IRNE-2,6- Hd 51 (6. 1g,37mmol) Bk (5. 1g,75mmo 1) F13V B
= RG (10.6mL,41mmol) , FF INEEIR 227N o TR BP0 FR I K (60mL) o3 38 2% B V5
FEHK @2X50mL) 4 BR 1 (2 X 50mL) FH7K (50mL) Fiisk , 43 21 (A ] 44 , # HAE H B (50mL)
P A o F R (30mL) FT7K (30mL) ¥E% i R, 49 21 2 1 6 [ 1A 1 3— (- —2- FF Jik-
A AR AH-ME bR —3 —3) —WRIE-2,6— I (7.6g, 772 78%) :HPLC:Waters Symmetry Cis,b
um, 3.9 X 150mm, ImL/min,240nm,20/80 CHsCN/0.1%H3P04,3.8min (99.6%) ;mp:275-277
“C;'H NMR (DMSO-ds) 62.13-2.20 (m, 1H,CHH) ,2.57-2.69 (m,5H, CHs, 2CHH) ,2.77-2.90 (m,
1H,CHH) ,5.25(dd,J=6,11Hz,1H,NCH) ,7.26 (ddd, J=0.6,8,11Hz, 1H,Ar) ,7.44(d,]J=

44



CON 107445940 A w Bg B 36/67 7

8Hz, 1H,Ar) ,7.80 (dt,J=5,8Hz 1H,Ar) ,11.04 (s,1H,NH) ;'*C NMR (DMSO-de) §20.73,
23.45,30.57,56.45,109.79 (d, Jo r=6Hz) ,112.89 (d, Jo r=21Hz) ,122.64 (d, Jc r=4Hz) ,
135.39(d, Je r=11Hz) ,148.86,156.22,157.46,160.15 (d, Jc r=264Hz) ,169.38,172.57;
LCMS : MH= 290 ; C14H12N30sF [ B 18 4F : C,58. 13 ;1,4 .18;N,14.53:F,6.57 . SEMHHE : C,57.98;
H,4.00;N,14.45;F,6.73,

[0263]  5.10 3- (5—5—2—FF B4 A —4H- M MR pk—3— ) —IRIE -2, 6- —fif

M

A

[0265] ZE=IE N, M 2-FIE-6-EIKF M’ (2.3g,13mmol) FIBKME (1.1g,16mmol) 7E 4 JiE
(25mL) IR SR FEEM 2B (1. InL, 16mmo 1) I iZIR & W7E I8 T Hidkid 4 . 1)
IR INAS-Z A -IRIE-2,6- FH LR (2. 2g, 13mmol) KR (2.0g, 30mmo 1) F1F iR
=508 (4.2mL, 16mmol) , Ff N BN 22/ N o AZ VR A0 I N K (60mL) o1 8 1% B TR
FEHZK (2 X 50mL) « B8 2.1 (2 X 50mL) 7K (50mL) BE#% , 15 21 [ 2 E 44 , 5 2 A i & HPLC
(C18 20/80 CH3CN/H20) &fift., 1521 2 [ €& [l 44 1) 3- (55 -2 F -4 A -4H-1E bk -3
) WRIE-2,6——H[ (1.3g,7°%31%) :HPLC:Waters Symmetry Cis,bum,3.9 X 150mm, ImL/
min,240nm,25/75 CH3CN/0.1%H3P04,4.16min (99.9%) ;mp:315°C (4> fi#) s 'H NMR (DMSO—ds)
62.13-2.19 (m, 1H,CHH) ,2.57-2.68 (m,5H, CHs, 2CHH) ,2.78-2.85 (m, 1H,CHH) ,5.23 (dd,J=
5,11Hz,1H,NCH) ,7.51-7.58 (m, 2H,Ar) ,7.74 (t,J=8Hz,1H,Ar) ,11.03 (s, 1H,NH) ; *C NMR
(DMSO—ds) 620.63,23.48,30.53,56.61,117.14,126.18,128.98,132.24,134.52,149.27,
155.99,158.39,169.38,172.56; LCMS : MH= 306, 308 ; C14H12N303C1+1 HoOf FR 88 : C,51.94;;
H,4.36;N,12.98;C1,10.95, 528 : C,51.91;H,4.24;N,12.93;C1,10.20,

[0266] 5.11 3— (2-H B4 AR5 =5 F S -4 Menph—3-J) IR IE -2, 6-

#
o N_o

[0267]

[0268] FEZIR T, \I2-%HE-6- (R F L) KF IR (3.0g, 15mmol) FIBKME (1. 2g,18mmol)
FEZHE (30mL) HH VR AW R BRI 2 BEE (1. 3mL, 18mmo1) o i iZ IR S 78 =I5 N Hckkad
B IR A N 3- R -WRIE -2, 6- b8 (2.4g, 15mmol) JWKME (2. 2g,32mmol) Al
T ER = 255 (4.6mL, 18mmol) , FF AN EI 22K o [ Z VR A4 I 7K (100mL) -3 38 1%
BV 9T FI7K (2X50mL) 2R 2.1 (2 X 50mL) B FR AN (FL AT, 50mL) AT7K (50mL) B4
A2 2 A E AR 3- (2-F B -4-A0-5- = P - 4H-FE k-3 -J%) -WRIE -2, 6- [
(2.02g,7%%51%) :HPLC:Waters Symmetry Cis,bum,3.9 X 150mm, ImL/min,240nm,30/70
CH3CN/0.1%H3sP04,4.84min (99.9%) ;mp:268-270°C <'H NMR (DMSO—ds) §2.14-2.22 (m, 1H,
CHH) ,2.55-2.70 (m,5H,CHs,2CHH) ,2.76-2.92 (m, 1H,CHH) ,5.29 (dd, J=6,11Hz, 1H,NCH) ,
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7.89-7.98 (m, 3H,Ar) ,11.06 (s, 1H,NH) ;°C NMR (DMSO-ds) 520.45,23.27,30.43,56.74,
117.19,123.19(q,Jc-r=273Hz) ,125.75(q, Jo-r="THz) ,126.42 (q, Je-r=32Hz) ,132.05,
133.97,149.12,156.58,157.59,169.19,172.48; LCMS : MH= 2340 ; C15H12N303F3+1H2 0 ¥ i
{H:C,50.435H,3.95;N,11.765F,15.95. (B : C,50.263H,3.82;N,11.665F,15.71,
[0269]  5.12 3—- G5 —4—F X - 4H- WMk —3-3L) IR IE-2, 6—

RO @
ppnk

[0271] DB 2R FE-6-FEF L (3.0g,17mmo1) AICDT (2.6g,16mmol) 7£ 2. fiF (40mL)
HHRB S MEZE T BFEL . 5/ o AHZ BT P I3 -Z IRk E -2, 6~ i £h & (2.6g,
16mmol) FHREEEAN (1.8g,21mmol) , JEAES0°C N ANHIZIR S W21 /NS % B IR A H &
AR LN o PEZ B I K (50mL) FIZ R £ B (20mL) Feik o 4 [l 44 8 B 25 v i
R, A5 2 8 1 s A4 (1) 2- 2 B -N- (2, 6- A AR-WRIE —3-J8) —6- - R FBEhz (1.7g, /"%
35%) :HPLC,Waters Symmetry C-18,3.9 X 150mm,5um, ImL/min, 240nm, £E57 %1 N ,5/95%8
JE%95/5,CHsCN/0. 1 %H3P04,4.01;'H NMR (DMSO—ds) 81.92-1.98 (m, 1H,CHH) ,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, lH,Ar) ,6.63(d,J=8Hz,1H,Ar) ,7.04 (t; J=8Hz, 1H,Ar) ,8.83
(d,J=8Hz,1H,NH) ,10.95 (s, 1H,NH) ;°C NMR (DMSO-ds) §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,
[0272]  JDER2 42— Fh-N- (2, 6- AR WRIE-3-3L) -6 -l —7K Bl (0. 8g, 2. 8mmo1) Al
Ji B = FR Il (4mL) DA Bk —HR 2RTE PR (280mg) ééf&&k)ﬂﬂnmﬁmo CHERF30- B o MIZTR A
P N EE (15mL) , FEHZIR S5 5 B o ik IR R -, IF B B R 19 3 8 1 AufE]
1R I#3— (5-51— 448 AC—AH- M ek —3—J5) —WR E-2, 6— — i (400mg , 7= 2248%) :HPLC:Waters
Symmetry Cis,bum,3.9X 150mm, ImL/min,240nm,30/70 CH3CN/0.1%H3P04,2.35min
(99.2%) smp:308-310°C ;'H NMR (DMSO-ds) 62.13-2.19 (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, IH,Ar) ,7.66 (dd,J=
1,8Hz,1H,Ar) ,7.79 (t,]=8Hz, IH,Ar) ,8.39 (s, 1H,CH) ,11.16 (s, 1H,NH) ;'*C NMR (DMSO-
de) §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 ; C13H10N303C1+0. 1 5H2OFK) FE 1848 : C, 53 .04 H,
3.53;N,14.27.52{4 :C,52.68:H,3.14;N,14.17,

[0273] 5.13 3-(2-Z, F—-5-F FH—4FAC-AH-PE ek —3-5L) -WRE-2, 6— [

[0275] JDIR| g 2-F FL-6-F LK R (45g,297mmo 1) FICDI (45g,278mmo 1) 7F 2. &
(G00mL) FHIVE AMITEZIL T , BiFEL . 5/ o (A 1Z 2 PR P TN 3—Z 3 - IR e -2, 6— i £h
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R (45g,273mmo 1) Mk 4 (34g,409mmo 1) , FFHZIR A M/ES0 °C T In#A2L/NEF %5
TR H 2 2R /N o SR E T FHZK (150mL) A1 208 0 Bs (150mL) i [ 44 3 /N ik o 3
PEIZETFW, I /K (2 X 50mL) FNZ B2 2,16 (2 X 50mL) ik o 45 1% [l 44 76 B2 AR b gt
B, A3 3 2 A A AR I 2- 2 -N- (2, 6- A AR-IR W -3-J) —6-FF LR i (41.3g, 7= &
58%) :HPLC,Waters Symmetry C—18,3.9X150mm,5um, ImL/min,240nm, 7E544%F P M5/95
BEJE495/5 CHsCN/0.1%HsPO4,4.44 (91%) ;'H NMR (DMSO—des) 81.98-2.17 (m,5H, CHz, CHs)
2.51-2.56 (m, 1H,CHH) ,2.74-2.86 (m,1H,CHH) ,4.68-4.77 (m, LH,NCH) ,5.18 (s, 2H,NHz) ,
6.38(d, J=THz, 1H,Ar) ,6.50 (d,J=T7Hz, 1H,Ar) ,6.94 (t; J=THz,1H,Ar) ,8.59 (d, J=8Hz,
1H,NH) ,10.90 (s, 1H,NH) ;**C NMR (DMSO~-ds) 619.14,23.75,30.99,49.10,112.37,17.21,
122.28,128.96,134.61,145.22,168.36,172.84,173.00; LCMS: MH=262.

[0276]  JDUR2: W4 2-FH-N-(2,6- ~FHACWRIE-3-L) —6-FH-IXFBEfZ (0.5g,1.9mmol)
FFETAEE = .85 (0.42mL, 2. Immo1) 7EDMF (5mL) HH I ¥ RLAEIE S R T 150°C AR %FL . 57N
N o IR S P INAIK (30mL) o FEUK 7K % HNZIR AW - 1 I8 % BT, 19 B [, 78
FREE (15mL) TR eIt 4 o ik 98 % 27, JF A R B (1omL) T2 B2 2.l (10mL) e, 15212 1
[ AR () 3— (2- 2 -5 - F1 -4 A -4H-WE MR bk - 3—J8) —WRWE -2, 6- - (0.13g, /"%
229%) :HPLC:Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,240nm, ZE543- % P M 10/90%E
FEZ90/10 CHsCN/0.1%HsP04,5. 74min (98.9%) ;mp:228-230°C ;'H NMR (DMSO—ds) 61.27 (¢,
J=THz,3H,CHs) ,2.07-2.13 (m, LH,CHH) ,2.50 (s,3H,CHs) ,2.51-2.65 (m, 2H, 2CHH) , 2. 82-
2.92 (m,3H, CHs,CHH) ,5.21 (dd, J=6,11Hz, LH,NCH) ,7.25 (d, J=8Hz, 1H,Ar) ,7.46 (d,J=
8Hz, LH,Ar) ,7.64 (t,]J=8Hz, 1H,Ar) ,10.98 (s, 1H,NH) ;'°C NMR (DMSO-de) §11.18,21.05,
22.48,28.02,35.51,55.26,118.64,125.00,128.86,133.70,139.82,148.27,157.69,
161.14,169.75,172.63; LCMS:MH=300; C16H17N303/ ¥ {8 : C,64.203H,5.72;N,14.04, 5K
J{H:C,61.30;H,5.34;N,13.28,

[0277]  5.14 3- (-] F-5-H JE-4-S A -4H-PE k-3 L) —WRIE -2, 6

[0278]

[0279]  Fg2-2d HE-N- (2,6 S AR-WRIE-3-J%) -6 - BRI Wi ik (0.65g, 2. 5mmol) HTJ5
IR = H S (trimethyl orthopentionate) (0.66ml,3.8mmol) DA f % —F IR ER (140mg) 7F
DMF (7mL) H BV R AE RGBS HR T 150 °C TR ind20 438« Fl .12 .15 (50mL) 7K (50mL) %5 HY
ZIRAY . 2R 2.1 (50mL) ZEEUKZ 7K (50m1) JHCT (IN, 50mL) FlEE7K (50m1) Feikid &
KA HLE AEE T TR 296 M A2 BHeIRY 4 AR JZ 8 (RERL, 721570 B il , R/ &
520 %6 BRI 225 %) 2iidk, B8 H I nl 24 Z 4T (C-18, fE 1573 B N, £ /7K 0 %6 R 42100 %)
aifh, 152 2 A AR 3- (2T B -5 B -4 A -4H-ng e mk -3 %) —WRIE -2, 6—
(80mg, F*#10%) :HPLC:Waters Symmetry Cis,5um,3.9 X 150mm, ImL/min,240nm, 7E5%%F
N A10/9088 & 4290,/ 10CH3CN/0. 1 % HsP04,6.59min (95.4%) ;mp: 190-192°C ; 'H NMR (DMSO-
ds) 60.95 (t, J=8Hz,3H,CHs) ,1.40-1.49 (m,2H,CH2) ,1.67-1.75 (m,2H,CH2) ,2.05-2.09 (m,
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1H,CHH) ,2.51-2.67 (m,3H,CHz,CHH) ,2.69 (s, 3H,CHs) ,2.81-2.90 (m, 3H,CHs,CHH) ,5. 20
(dd,J=5,11Hz, lH,NCH) ,7.25(d, J=T7Hz,1H,Ar) ,7.44 (d,J=8Hz, 1H,Ar) ,7.64 (t,]=
8Hz, 1H,Ar) ,10.98 (s, 1H,NH) ;'*C NMR (DMSO-de) §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; LCMS : MH= 328 ; C18H21NsOs () B 12 H : C,66 .04 H,6. 473N, 12. 84 S WME : C,
65.87;H,6.61;N,12.89,

[0280]  5.15 3- (5—H JE-4-SAR-2— =5 HF S —4H-1E bk —3 ) IR iE -2, 6— i

[0281]

[0282] [l fEOCHY2-Z FE-N-(2,6- % fR-WRWE-3-J%) —6-F R -RHF iz (1.0g,
3.8mmo1) =7 (1.6mL,11.5mmo1) /£ ZJiF (20mL) H ¥ B ZB P FE I TS /K = LR
(0.9mL,6.4mmol) IR G MIIRFFFEOC2/NI) AR J5 , FEB0°CT , S FE X IR A W12/ M) o 7]
ZIR GV IMAIK (50mL) o it J8 2 &, 3 K (50mL) BE#E , 15 246 €4 B 4E o 78 3205 B
(LOmL) H 4t 2 [F 44 3 /NI o i YA &V, I BRI B (LomL) Weiss , 49 21 2 28 1 0 [l 44 1)
3- (b-H -4 -2- =5 FF -4 H-ME M bk —3— %) —WRWE -2, 6— ] (200mg, "2 15%) -
HPLC:Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,240nm,40/60 CH2CN/0.1%H3PO4,
6.39min (98.1%) ;mp:308-310°C ;'H NMR (DMSO-de) 62.06-2.12 (m, 1H,CHH) ,2.51-2.75 (m,
2H,2CHH) ,2.75 (s, 3H,CH3) ,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, lH,Ar) ,10.98 (s, 1H,NH) ;°C NMR
(DMSO—ds) 621.28,22.37,30.23,56.37,117.8(q,Je-r=277Hz) ,120.05,126.43,132.22,
134.76,140.67,141.31(q, Jer=35Hz) ,145.57,160.44,168.84,172.46;LCMS: MH=340;
Ci5H1aN3OsF3 [ BRI AR : C,53. 103 H,3.57;N, 12,39, LMK : C,52.92;H,3.49;N,12. 14,

[0283] 5.16 3— (5—FF FE—44 A2 FE—AH-1E Mk —3—3E) —WRIE -2, 6- i

[0285] IR 2-F I —6-F ILIHER (1.0g,6.6mmol) FZEH ERET (3.3g,15mmol) 7£ 2
& (16mL) H1 VR S W) I A BT LT /N CRAZ IR RS A0 22 R o L D2 S, 15 315 - F -
2-ZRFE-FRIF[d] [1, 3] WERE—4-BRHMIZE R (1:0.4,1.00) KR &Y Kz B T T — 22
Tt L2k,

[0286]  JBHR2: Kok B DRI IE A (1.0g) \3-&H-IRIE-2,6- "l Hh1R (0.71g, 4. 3mmol)
AR =255 (1.3mL,5. Tmmo 1) ZEREIE (10mL) mF (¥ & VR HE IR 20/ N o 1] 122 7R
EFIMACelite (IR , IFALF S NER LA R AT 21K [ 44 & T STV, IF FHTSCOME )=
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B (R B2, CHsCN/CH2C 2, £E 15935 N 5 % B6 B 25100 %) A4k ISR AL & =i IR Ee i R LS
T ERZIER A BN A4 4 A AEE (30mL) FieRE it A o 1 8 VR 15 B 2 () ([ A 11 3 -
(5-F F -4 (02— FE -4 H-PZ e gk —3—3E) —IRIE -2, 6— I (404mg, 7% 27%) :HPLC:
Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,240nm,35/65 CH3CN/0.1%H3P04,6.24min
(100%) ;mp:298-300°C ;'H NMR (DMSO-dg) 62.02-2.09 (m, 1H,CHH) ,2.42-2.73 (m, 3H, CH2,
CHH) ,2.76 (s,3H,CHs) ,4.81 (dd,J=6,11Hz, LH,NCH) ,7.34 (d,J=T7Hz, 1H,Ar) ,7.51-7.64
(m,6H,Ar) ,7.71 (t,J=THz, 1H,Ar) ,10.94 (s, 1H,NH) ;*3C NMR (DMSO-de) 621.14,22.53,
30.25,57.76,118.95,125.47,127.76,128.83,128.58,130.05,134.06,134.84,140.07,
148.11,155.92,151.17,159.69,172.40; LCMS : MH=2348 ; C20H17N303[{ 31844 : C,69. 15 H,
4.93:N,12.10,5ZJ1# : C,68.76;H,4.81;N,12. 14,

[0287] 5.17 3- (5—ZI=-2-F FH-4FAC-AH-PE e —3-5L) -WRBE-2, 6— [

[0289]  BERL:AE0C, A A (16. 1g,286mmol) £E7K (500mL) H [KI¥E R H 4t I 3—
FiH AR — BRIV i (25.0g 5 130mmol) 7E0°CTR , FH 1 B IF I 3/, 2R, I 2230°C 3
/NI o TR Z A R IVHCT (100mL, 6N) o A3 B B IF IR H 20°C /NN o i 38T,
FERV /K (2 X 10mL) ¥k , 13 21 & 1 Eulb] 44 (1) 3- i F: - 4B 2 FF BE o FF IR (24.6g, 7390 %)
"H NMR (DMSO-dg) 87.69 (brs, 1H,NHH) ,7.74 (t,J=8Hz, 1H,Ar) ,7.92(dd,J=1,8Hz, 1H,Ar) ,
8.13(dd,J=1,8Hz, 1H,Ar) ,8.15 (brs, LH,NHH) ,13.59 (s, LH,0H) ;*C NMR (DMSO-ds) §
125.33,129.15,130.25,132.54,136.72,147.03,165.90,167.31.,

[0290]  JPER2:7E0°CT , [ 3— =~ 4R A e 48 R (24.. 6, 117mmo 1) FIE AL (6. 56¢,
117mmol) 7E7KH (118mL) H VR G IR (6mL) E A AL (13, 2g,234mmo) £E7K H1
(240mL) VRS, BB IMNEEAL A (19.8g,351mmol) 787K H (350mL) VAWK - 7E0°C R 543
B Ja, /E100°CTF IMPGZIR A YL/ 1 1% R BNV WA ) 2 2, SR 5 FEVK—7K i 4 Al
3048 . 7E0°C R, IR S W) HR i INHCT (240mL, 2N) VAW, AR B IR S LN o 3 8
R 7K (BmL) Heigk , 15 21 2 28 Al i (1) 2- 2 A -6 - TH R IR (15.6g, 77373 %)
HPLC:Waters Symmetry Cis,5um,3.9 X 150mm, Iml/min,240nm, CH3CN/0 . 1% HsPO4, £E543 %t
P s 5 % KR 2595 % ,5.83min (85%) s 'H NMR (DMSO—de) 56.90 (dd, J=1,8Hz, IH,Ar) ,7.01
(dd,J=1,9Hz,1H,Ar) ,7.31 (t,J=8Hz, 1H,Ar) ,8.5-9.5 (brs,3H,0H,NHz) ; "*C NMR (DMSO-
ds) 6105.58,110.14,120.07,131.74,149.80,151.36,166.30; LCMS:MH=183,

[0291]  BIR3: 42— -6 fHARH I (1.5¢,8. 2mmol) 7E LPRETF (15mL) o VR A V75
PP T200°C T MEA30 B I BEIZIR S, 3T AR £ Bis (20mL) ik o £ 52 T IR IE
T P [ AR TETRE (20mL) 4 FE 2/ N o 3 P82 BT, I FEE (20mL) Bk, 19 3 2 iR th il 44
(2B H—5- Ryt —28 3 [d] [1, 3] MEEE -4 (1.4g, " 2885%) :HPLC:Waters Symmetry Cis,
5um, 3.9 X 150mm, ImL/min, 240nm, CHsCN/0. 1 %HsPO4, 7E57> 5 9 M5 % B E %295 % , 5. 36min
(929%) ;'H NMR (DMSO-ds) 82.42 (s, 3H,CHs) ,7.79 (dd, J=1,8Hz,1H,Ar) ,7.93(dd,J=1,
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8Hz, LH,Ar) ,8.06 (t,J=8Hz, 1H,Ar) ; '*C NMR (DMSO—ds) 520.87,107.79,121.54,128.87,
137.19,147.12,148.46,155.18,161.78; LCMS: MH=207,

[0292]  DIR4 K5 H B A 5-HH A -2-F IR JF [d] [1, 3]HER -4 (0.60g,2.91mmo1)
3 FEWRIE-2,6- HihEZ (0.48g,2.91mmol) ZEMEIE (15mL) 1 KB RV I A /INLAE Ik
B T-170°C N 104 B o I BT, 7 FHEIE (BmL) Peddk o 7E 123 N IR Ie v - /EHCL
(30mL, IN) \ .2 £, 1 (15mL) FIMK (15mL) HR A HE1S 2 R G102/ N0 o 3 P8 1= PR, I K
(30mL) FZ, 12 2. T (30mL) Pe , 159 BIME 48 (o (1 [ 44, 76 =R 5 1 e A B (50mL) Fid it
W ILPE BT FF R BE VR, 159 3 2 AUl AR 1 3— (2 F -5 2k —4 -4 A Q-4 - e npf -
3—4E) -WREE-2,6-fi (490mg, 7227 %) SRl & T~ — S a s — 22k,

[0293]  JDIR5 53— (- FF -5 -4 A -4H- MRk -3 L) —WRIE -2, 6~ i (250mg)
FkEPd (OH) 2 (110mg) 7EDMF (40mL) H VR S MI/E A (50psi) TR 12/ o i 381 BT
7k CeliteIERL, 35 FIDMF (10mL) Peiss o 765 25 iR 4 v, BRI 8 (RERR, S/ —
S BE) i LS B v, 153 2 A A E AR 3- (-F It -2 FE -4 Q-4 -3 ) —
WRIE-2,6— —fd (156mg, 77 %69%) :HPLC:Waters Symmetry Cis,5um,3.9 X 150mm, ImL/min,
240nm, 10/90 CH3sCN/0.1%H3P0s,3.52min (99.9%) smp:293-295°C ;'H NMR (DMSO—ds) 52. 10—
2.17 (m, 1H,CHH) , 2.53 (s, 3H,CHs) ,2.59-2.69 (m, 2H, CHs) ,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, lH,Ar) ,10.98 (s, 1H,NH) ; *C NMR (DMSO-ds) 520.98,23.14,30.52,55.92,
104.15,110.48,111.37,134.92,148.17,150.55,153.62,162.59,169.65,172.57 ; LCMS : MH
=287 ; C14H1aN403+0 . 3H20A FR 848 : C,57.65:H,5.05;N,19. 21 . SEMHHE : €, 57.50;H,4.73;N,
19.00.,

[0294]  5.18(S) —3— (5 FE—2— 1 J4 (A1 ek —3 (4H) — ) —3-H1 FEIRIE -2, 6- i

[0296] D IR1 g 2-H HE-5-fE Ak -4H-2x 9 [d] [1, 3] WEME —4-F (2.0g,9. Tmmol) . (S) -3-&
H-3-F IR IE -2, 6- SR (2.2¢,9. Tmmol) (KM (1.5g, 21mmol) A1V % g = 2K Bk
(3.7g,12mmo1) 7/EDMF (20mL) H VR A WEZE T , 7E45°C T, B HEA0/N  ZE R IXIR G
AT SR b CIERR RIS BT - FH15 %6 I SR EEI 1), 43 21 2 28 ([ 44
1] (S) —3-H F 3~ (2 FF FE—5—fi Bk -4 A e bk —3 (4H) —%) WRIE -2, 6- - (0.70g, 7= %
22%) ;'H NMR (DMSO—ds) 61.94 (s,3H,CHs) ,2.35-2.40 (m, 1H,CHH) ,2.45-2.59 (m, 2H, 2CHH) ,
2.71-2.83 (m,4H,CHs,CHH) ,7.75-7.82 (m,2H,Ar) ,7.95 (dd, J=8,8Hz, 1H,Ar) ,10.86 (s,
1H,NH) »

[0297]  25ER2:45 (S) -3-F -3 (2-FF H—5- R -4 AR L B3 (4H) —J%) MR g2, 6-
fii (0.30g,1.0mmo1) F110% FIPd—C (0.2¢g,50 % #2 &) E200mLI13: 1 LR 2 Be-F EEH IR &
MfES0psi Ho' N, #RZ 455 8 I IXIB M T it Celite, A RE N NG R RMHET
200mLI¥)4 1 =S R BE-TAER A, NN 4 AR (0. 208, 2. 2mmo )  BEFEIZIR S H16 /N8 o 1t
ZIR AW EFEIL Celite, A RIETR ALMEH SR bi- LI HEE RIS B ETixR R, Bt
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JIi H R IRAR A AR (S) -3 (G- FE—2-F 44 A bR —3 (4H) —J) —3—-FF FENRIE -2, 6-
[ (0.10g, 7 #37%) :HPLC,Waters Symmetry C-18,3.9X 150mm,5um, lml/min, 240nm,
20/80 CH3sCN/0.1%HsP04,1.63(99.20%) ;mp 297-299°C ;'H NMR (DMSO—ds) 81.88 (s, 3H,
CHs) ,2.31-2.36 (m, 1H,CHH) ,2.53-2.59 (m, 2H, 2CHH) ,2.62 (s,3H,CHs) ,2.71-2.84 (m, 1H,
CHH) ,6.53-6.56 (m,2H,Ar) ,6.95 (br,2H,NHs) ,7.35 (t, J=8Hz, 1H,Ar) ,10.72 (s, 1H,NH) ;
%C NMR (DMSO-ds) 624.5,26.3,28.3,29.0,62.2,104.2,110.5,110.8,135.0,147.4,150.4,
152.9,164.9,171.5,173.0;CisHisNsO3 [ 184 : C,59.993H,5.37;N, 18.66 . SLIAE : C,
59.61;H,5.43;N,18.59.

[0298]  5.19 (R) —3— (5% S —2—H B4 4 AR bk —3 (4H) — %) —3-H1 FEIRIE -2, 6- ]

FN N
[0300]  JDER1 ¥ 2-FF -5 fiHdE—4H-2R I [d] [1, 3] WM& —4-P (2.0g,9.7Tmmol) + (R) =3
JE-3-FENRIE-2,6— HlJRALEA (2.2g,9. 7Tmmo 1) KM (1.5g, 21mmo 1) AV gk iR = 7R B
(3.7g,12mmo1) /EDMF (20mL) H (VRS WAL B - 7E45°C R, I HE40/ N B R IZIR G
FEAT H SR b CIERR EI RIS BB R FHO0 %6 I LIIFHE I ), 43 21 2 28 ([ 44
1) (R) —3-H B3~ (2—FF R -5 fi Bk -4 A e bk —3 (4H) —%) WRIE -2, 6- i (0.60g, =%
19%) ;"H NMR (DMSO-ds) 51.94 (s, 3H,CHs) ,2.35-2.40 (m, 1H, CHH) ,2.45-2.59 (m, 2H, 2CHH) ,
2.71-2.83 (m,4H,CHs,CHH) ,7.75-7.82 (m,2H,Ar) ,7.95 (dd, J=8,8Hz, 1H,Ar) ,10.86 (s,
1H,NH) »
[0301]  JDER2.:4% (R) —3—F -3 (2-FF J -5 -4 -4 AQn e bk —3 (4H) —J%) DRIE-2,6-
il (0.40g,1.2mmo1) F10% fIPd—C (0.2g,50% ¥2 /&) £E200mLIK 3 1 2R 2. Be-F BE H VR &
YIAES0psi Ho I, 3% 3/ o b S8 ZIR A it Celi te, R RIEN AL H —E F -2
G R I RE RS EETZR AR, 13 3] 28 A AR R R) -3- (G- 3 -2-F FE-4- 4 Cnd e
k-3 (4H) —J&) —3—H FLIRIE-2,6— 1 (0.16g,7°%44%) :HPLC,Waters Symmetry C-18,
3.9X 150mm, 5um, Im1 /m1 , 240nm,20,/80 CH3CN/0.1%HsP0s,1.62(98.71%) smp 295-297°C
:'H NMR (DMSO-ds) 81.88 (s,3H,CHs) ,2.31-2.36 (m, 1H,CHH) ,2.53-2.59 (m, 2H, 2CHH) ,2.62
(s»3H,CHs) ,2.71-2.84 (m, LH,CHH) ,6.53-6.56 (m, 2H,Ar) ,6.95 (br,2H,NH2) ,7.35 (t, =
8Hz, 1H,Ar) ,10.72 (s, LH,NH) ;'*C NMR (DMSO-ds) 624.5,26.3,28.3,29.0,62.2,104.2,
110.5,110.8,135.0,147.4,150.4,152.9,164.9,171.5,173.0;C15H1sN1Os[{J BB {H : C,
59.99:H,5.37;N,18.66.LI{E :C,59.73;H,5.265N,18.69.
[0302]  5.20N-[3- (2,6 AR -WRME-3-3L) —2-FF -4 {8 -3, 4— & —emnpk—5-3L) -
- B

w{}\ 23
R :1::

[0303]
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[0304] [ 3- (5 E-2-FF B —4 - A0 -4H-PEmE bk —3—45) —WRIE-2,6- i (0. 11¢g,
0.35mmo 1) 7£ VY & kg (4mL) HH VR AW e dk N R 2822 2, Bt (0. 06ml, 0. 70mmo) , FF
7E80°C NN —/INiF o FH LT R B9 KAZIR AW 28 RV, FF il Bid A e (R fe, B
B/ S 564 % /96 %) 4R, 13 3 2 A AR RIN-[3- (2, 6- A -IRIE-3-3%) —2-
B L4403, 4- R -k -5 -3 ] -2 - F 4 3L 2 Bk i (44mg, 77335 %) s HPLC,Waters
Symmetry Cis,5um,3.9 X 150mm, ImL/min, 240nm, 7ZE54> %P5 , A 10/90 CH3CN/0. 1 % HsPOs£H
FE%295/5, 175 5min, 6. 77min (96.3%) ;mp, 282-284°C ; 'H NMR (DMSO—ds) 62.20-2.22 (m, 1H,
CHH) ,2.60-2.85 (m,6H, CHCH2,CHs) ,3.40 (s,3H, ‘CHs) ,4.04 (s, 2H, ‘CHy) ,5.30 (dd, =6,
11Hz,1H,CH) ,7.30-8.64 (m, 3H,Ar) ,11.09 (s, 1H,NH) ,12.31 (s, 1H,NH) ;'*C NMR (DMSO—ds) &
20.77,23.31,30.62,56.71,59.04,71.88,107.95,115.39,120.94.135.51,138.89,
147.90,154.84,162.69,169.12,169.34,172.64,LCMS MH=359; C17H1sN405+0 . TH2Of] 7 i
{H:C,55.04;H,5.27;N,15.10. 5 ME : C,54.75;H,5.32;N,14.91,

[0305] 5.2IN-[3-(2,6- A AC-WRE—3—3L) —2-F -4 4C-3,4- S -MEmemr—5-2L] -
LR

[0307] [m|3- (5-F A-2-F H-4-F X -4H-mEmemfk-3-3%) -WRIE-2,6- —fd (0.45g,
1.5mmol) 7£ VYL NE (10mL) H i FE B S I ZBER (0.63mL,8.8mmol) , FF7E80°C R
IF— /N o U B B K AZIR G« 28 R, FRd i PudiAE ol (kfe, i/ &
14 % /96 %) AR AR 15 BIN-[3- (2, 6- A A-IRIE -3-3) —2-H L4 -4 -3,4- 4 -
W I Ibk -5 -3 ] - 2, Bk % (80mg , 77 Z16 %) ;HPLC,Waters Symmetry Cis,5um,3.9 X 150mm,
ImL/min,240nm, 7E5% 81 5 , A 10/90 CH3CN/0. 1% HsPO4E & 2295/5 , 4% %#5min, 5. 15min
(98.6%) smp,320-322°C ;'H NMR (DMSO-de) 62.16 (s,3H,CHs) ,2.18-2.24 (m, 1H,CHH) ,2.59-
2.90 (m,6H, CHCH2,CHs) ,5.32(dd, J=6,11Hz, 1H,CH) ,7.28-8.54 (m,3H,Ar) ,11.08 (s, LH,
NH) ,11.70 (s, LH;NH) ;*C NMR (DMSO-ds) 620.65,23.35,25.29,30.57,56.71,107.39,
115.09,120.38,135.63,139.84,147.84,154.71,163.01,168.67,169.29,172.60,LCMS MH
=329 C16H16N404+2 . 2H20f FR i {E : C,52.23:H,5.59;N, 15. 23 SZIHE : €, 52.20:H,5.57;N,
15.21,

[0308] 5.22 2-FRPAIE-N-[3-(2,6- SAAC-WRIE-3-3L) —2-FF JE—4-4f8-3, 4- A -
Ihk—5-2] - Z. Wi

S

[0309] \z’

[0310] [ 3- (h—A -2 F -4 A0 -AH- 1 e ipk -3 J%) IR IE-2,6- [ (0.41g,
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1.3mmo1) FEVY LG (SmL) H VR &) S I ER T St B Bk e = (0. 24mL, 2. Tmmo 1) , FF
FE80C I N — /Ny o LR Y B8 KOZTR AW - 728 RIS 7, FF i ik Puodi A i (RERR , FR
B/ SR HE4% /96 %) At i), 13 2] 2 A E AR 2-BR A 2 -N-[3- (2, 6—- AWKk
Mg —3-3) —2-F B 44 X-3, 4- A MMMk -5-JE 1 - Z Wi % (110mg, F= 223 %) sHPLC,
Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,240nm,35/65 CHsCN/0.1%HsP04,2.78min
(98.2%) smp,239-241°C ;*H NMR (DMSO—ds) 60.87 (d, J=5Hz,4H, CH2CH2) ,1.70-1.75 (g, =
6Hz , 1H,CH) ,2.20-2.25 (m, 1H,CHH) ,2.59-2.88 (m,5H,CHs,CHs) ,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) ;1*C NMR (DMSO-ds) 57 .88,
7.99,16.26,20.68,23.34,30.56,56.73,115.24,120.29,135.64,139.80,147.85,154.72,
163.14,169.34,171.92,172.60,LCMS MH=2355; C1sH1sN404+1 . TH20f) FR 1818 : C,56. 163 H,
5.60;N,14.55. {4 :C,55.90;H,5.50;N,14.31,

[0311] 5. 23B¢MR [3— (2,6— —SAX-WRIE-3—Jk) —2-FF JL—4 4 -3, 4~ -1 ek —5-
A Wi

[0312]

[0313] [ 3- (5-FA-2-F H-4-FEH A -4H-mEmemk-3-3&%) -WRIE-2,6- —fd (0.49g,
1.6mmol) 7 VYR NE (10mL) H VR AP Hd #E I BEBE A (0.88mL,5. Tmmo1) , FF7E80°C
INFTR /NS o F U R B KAZIR G « 28 R, FRd i Pk AE ol (Rkfe, i/ &
154 % /96 %) AAIR AR 15 3 2 1 AR BERR [3- (2, 6- A -IRIE -3-3%) —2-F JE—4-
EAR-3, 4 A bk -5 ] Bk e (120mg, 77 %18 %) ;HPLC,Waters Symmetry Cis,5um,
3.9X 150mm, ImL/min,240nm, 7E55> ¥ 4 , M10/90 CH3CN/O. 1 % HaPOufs & £295/5 , (R FF
5min,7.12min (95.5%) ;mp, 230-232°C ;'H NMR (DMSO—ds) 50.86 (t, J=7Hz,3H,CHs) ,1.24-
1.36 (m,6H,3CH2) ,1.56-1.65 (m,2H,CH>) ,2.18-2.23 (m, LH,CHH) ,2.40 (t, J=7Hz,2H,CH) ,
2.59-2.88 (m,6H, CHCH2,CHs) ,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—de) 613.87,20.65,21.89,23.35,24.66,28.05,
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=1399; C21H26N104+0 . 3H20/ FR 1818 : C,62. 45, H,
6.64;N,13.87,5ZI1H :C,62.28;H,6.66;N,13.61,

[0314]  5.24N-[3- (2,6 %A -WRME-3-3L) —2-FF -4 f8-3,4— & —emnpk—5-J ] -
2-LR - LB

Rt R

[0315]

[0316]  [a] ZH L 212 (0.39mL,4 . 2mmo 1) \ ELBESE (0. 34mL, 3. 9mmol) 7E Z. Tk (3mL) 4
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FEVER A MADVE (0.02mL) FEZER T, HZTR S/, 5255 I3 (5 k-2 FF 2~
45 A -4 H- P MR -3 J) —WRIE -2, 6— i (0.60g, 2. 0mmol) A1PY R (20mL) o[BI 1%
B SRIGVH, 5 B (~5mL) ¥ K RN, FE il s i (i fise, i/ —
A HE4% /96 %) AL RARYD 13 3 2 1 A ARRIN-[3- (2, 6- AR e -3-J8) —2—-F -
4-F A -3, 4- A - -5-JE ] -2- 2 S - 2 BE R (90mg, P2 12%) sHPLC, Waters
Symmetry Cis,5um,3.9 X 150mm, ImL/min, 240nm, 7£553- 8 P , L10/90CH3CN/0 .. 1 % HsPOuKs &
%95/5, {75 5min,5.75min (99.6%) smp,291-293°C s 'H NMR (DMSO—ds) 81 .23 (t, J=6Hz, 3H,
CH2CHs) ,2.18-2.25 (m, 1H,CHH) ,2.58-2.92 (m,6H, CHCHz, CHs) , 3.57 (q, J=T7Hz, 2H, CH2CHs) ,
4.01-4.12(dd, J=16Hz,2H,CH20) ,5.30 (dd, J=6,11Hz, 1H,CH) ,7.30-8.64 (m, 3H,Ar) ,
11.07 (s, 1H,NH) ,12.52 (s, 1H,NH) ;*C NMR (DMSO—de) 514.61,20.81,23.25,30.52,56.64,
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=2373; C18HooN4Os[FJ R I {EL: C,58.063H,5.41;N, 15. 05, SLIHE : C,
57.83:H,5.37;N,14.92.

[0317]  5.25 2- —H G IE-N-[3- (2,6 A fC-RNME-3-3L) —2-H J—4-H f8-3,4-— &~
W kb 53 ] - Z BRRE Sh R

[0318]

[0319]  FEZIE T, 4] 2-5-N-[3- (2, 6- A AX-WRIE -3—4%) —2-F Je—4 24X -3,4-— 51
Wbk -5 - Z Wi i (0.75g, 2. Immo1) £EDME (3mL) 1 it B 798 b 43R in A AE THE o () — B i
(3.6mL, 2N, 7.2mmol) « 7E2K & , P Ak B M (H AN, 10mL) 17K (10mL) NN ZIR &9 o 75
VNI 2 )5 3 P8R, K (Bml) Peigs , 49 3 A EuliE AR, 1) PR R 7E &
FRGE (20mL) A ()90 2 VB I AE TR R RTHCT (2mL, 2N, 4mmo 1) o 187N 2 )i , it % & 7
VR I &R B (2 X 20mL) Fevk, 49 2 2 At AR 2- R A -N-[3- (2, 6- ALk
g -3-3%) —2-FF -4 -3, 4- —E bk —5-JL ] - 2 WE i £h R (0.72g, 7= %885 %) s HPLC:
Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,240nm,10/90 CH3CN/0.1%H3P04,2.50min
(62.2%) F12.71 (37.7%) smp: 256-258°C ;'H NMR (DMSO—ds) 62.21-2.28 (m, IH,CHH) ,2.61-
2.70 (m,2H,2CHH) ,2.73 (s,3H,CHs) ,2.88 (s,6H,2CHs) ,2.93-3.00 (m, 1H,CHH) ,4.40(d,J=
4Hz,2H,CHs) ,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,1H,HC1) ,11.11 (s,1H,NH) ,11.50 (brs, 1H,
HC1) ,11.86 (s, 1H,NH) ; *C NMR (DMSO—ds) 620.57,23.04,30.52,43.16,56.83,58.16,
107.98,116.49,120.95,135.94,138.34,146.82,155.92,162.45163.75,169.02,172.63;
LCMS : MH=2372; C18H21N504+1 . 8HC1+0. 5SH20f HR i : C,48.473H,5. 385N, 15.70;C1,14.31.
S - C,48.343H,5.03;N,15.39;C1,14.03.

[0320] 5.26 2-8-N-[3-(2,6— 4R fC-WRME-3—3&) —2—-FF JL 4503, 4— & - Mgk —
53] -2 Bif%
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w{\“\ﬁ

[0322]  {E100°C i , Pt $k3— (5% F -2 FF 44 A -4H- e p -3 L) R e -2, 6
i (4.0g, 14mmo 1) FIEL ZBEE (7. 7mL,98mmol) HIVE &Y FE 150 4 K ZIR S WA 1 &
F B LNE GnL) INNZIR G L 38T HH AR R 2 X 10mL) Pk, 23 A &
Ji] 4 o 47 12 [F] A4 AE R B (B0mL) Hh i FE ik 47 o 1 P8 1Z B, AP B (20mL) Peik, B3I 2 A 0
[ 4411 250 -N=-[3- (2, 6- S A -WRIE -3-2%) —2-FF 45X -3, 4- A -1E k-5 ] - 2,
BEf% (4.5g,77%90%) ;HPLC:Waters Symmetry Cis,bum,3.9 X 150mm, ImL/min,240nm, 20/
80 CHsCN/0.1%H3P04,12.79min (97.6%) smp:275-277°C;'H NMR (DMSO—ds) 82.18-2.25 (m,
1H,CHH) ,2.61-2.80 (m,5H,CHs, 2CHH) ,2.86-2.91 (m, 1H,CHH) ,4.48-4.53 (m,2H,CH2) ,5.36
(dd,J=6,11Hz, LH,NCH) ,7.39 (dd,J=1,8Hz,1H,Ar) ,7.83 (t,J=8Hz, 1H,Ar) ,8.57 (dd, ]
=1,8Hz, 1H,Ar) ,10.7 (brs, 1H,HC1) ,11.11 (s, LH,NH) ,12.26 (s, 1H,NH) ;°C NMR (DMSO—de)
620.66,23.10,30.60,43.56,56.84,107.89,115.65,120.87,135.77,138.87,147.17,
155.49,162.67,165.55,169.14,172.60;LCMS : MH=2363, 365 ; C16H15N404C1+1 . 05HC1 ] 3 &
{H:C,47.92;H,4.03;N,13.97;C1,18. 12, 5L J{E : C,48.24;5H,3.79;N,13.84;C1,18.27,
[0323]  5.27[3-(2,6- AAAC-WRIE-3-JL) —2-FF 4448 -3,4- A -k -5 ] -5
FEHIR B

[0325] [ 3— (-G JE—2-FF JE—4 - A0 —4H- P ek —3— L) IR IE-2,6- i (0.41¢g,
1.3mmol) 7EPYEFRME (10mL) H VRS HibE IS IR 4.1 (0.45mL,4 . 7Tmmo1) , F7E80
C NI =/INm o L P B v KAZIR AW o 8 R VAT, Rk el b i (R, R/ —
AF 4% /96 %) AR, 15 2 2 A Al A [3- (2,6 AR WRIE-3-3%) —2-F -4
A3, 4- A e bk -5 -2 ] - R R 2L B8 (130mg, 7= %627 %) sHPLC,Waters Symmetry
Cis,5um, 3.9 X 150mm, ImL/min, 240nm, /E553 ¥ 4, A10/90 CH3CN/0. 1% HsPO4BEE 2295/5,
{#£F5min, 6.26min (99.2%) ;mp,284-286°C (fi#) ;'H NMR (DMSO—de) 5. 1.26 (t,J="THz, 3H,
CH2CHs) ,2.15-2.19 (m, 1H,CHH) ,2.58-2.90 (m,6H, CHCHz, CHs) ,4. 16 (q, J=T7Hz, 2H,CH2CHs) ,
5.31(dd,J=6,11Hz, H,CH) ,7.23-8.24 (m, 3H,Ar) ,11.08 (s, 1H,NH) ,11.30 (s, 1H,NH) ;*C
NMR (DMSO—ds) 514.28,20.72,23.28,30.53,56.70,60.99,107.14,113.36,119.59,135.73,
140.00,147.95,152.66,154.73,169.31,172.54,LCMS MH=2359; C17H1sN405+0 . 8H2Of] 7 i
fH:C,54.78:H,5.305N,15.03. 5L J{E : C,54.67;H,4.99;N,14.80.

[0326]  5.28[3-%— (2,6— ~%AC-WRNE-3-3&) —2-F JE -4 fX-3,4— & WMk -5 FY
R -ZHER R B
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[0327]

[0328]  JDORL -G 2-F A6 fiH L5 F IR B (99g,508mmol) + 1, 3-—{-5,5- ~HALZ
Bk (DBH) (80g,279mmo) £E 7. 1 F lG (600mL) FH IR S 0/E78°C R , #4048t , [A] I FAIL
PRAEFE AR SRS A2, 2 B2 7 T JiF (AIBN) (4.2g,25mmol) 7£ P& ' fig (80mL) H
IR, FEAETS C RN LN B iZIR S Ve H1 R 15°C, FEHiFE 2/ 2 BT e - 1 I8
BIF, L0 CHY TR F Bis (2 X 50mL) ek , 15 248 T I8V« [ 1 98 I N BEkE (500mL) .
FH2% ¥ #h7K (2 X 500mL) F7K (2 X 500mL) ek % IE TR - 4G A HLJE B 2020681, I ABUT %
HK (300mL) , 7E70°C R N5 8, 21/ HNZIE W 253°C, B 5 E45°C R, R G 7E20-
25°CF =4 (£1250mg) 5k (seeded) , A I FHBE TR A8 RN B0 4 1945 B ) BRI ES
B AL RS RO IR S g, BTV ST 10°C 1 Pidse /MTBE (1/2vol /vol) VR & IEFIe %
FEAE B R RS 1R B 2 AR 2R O -6 - R R B (49g, 77
35%) S ZMEE T T —HmkifiiE— P e,

[0329]  DIR2.44 2R £ -6 -TH R IR H G (36.6g, 134mmo1) \ ——FU T B 2 R IR
fis (29.1g,134mmol) HRER4 (89.3g,274mmol) AIfMLL44 (0.89¢g,6.7mmol) £E2—T Ff (400mL)
(VR A IAE 100 °C B IIE th F R I3 RT3 1 2/ Nk, (R E AU 28 R - B % IR & v
HE=EEANZEASYH AR K (B00mL) 7K (300mL)  Z B8 2,85 (750mL) , I FE: 1078,
IR JE L I BT R IS Celite M HE} T E B, R AN ZE B /AIMER, I R R (2X
150mL) Z<HUK 2 R SR A HLE R 7K (500mL) Hhisk , MR BT, FIR £ =1 T, %R
W € 3073 8 o i % B IR AW ik Ce i te M ER) 28 R ISR, 13 B W PRI 2- (-
PUBE S B R R - ) -6 R R R (51.53g, 7" %94 %) %W T~ —»
MG 3 — 4.

[0330] P ER3: M 2- (- T A AR R AR A AL - L) -6 - - R I (51.53g,
126mmo1) 7£ & H Ft (600mL) H 1) 48 FL & M B I =3 L8 (18. 2mL, 245mmo 1) , 344
HIRAWIAE Z I T BT R A B BR A (400mL) I ZIE TR, FER - ZIR 5410
e E AN, BT IREE TR I A K . 2 3| 2l AR 2- BT AR 2 -
) -6-fg - R B EE (41.4g, FAF2 2106%) ST F— L E i — b 4lifh.
[0331]  PIR4 42— GRL-T S i - L) —6—iH 2t Y R P s (38.96¢g, 126mmol)
HEAAHE (3.61g,151mmol) 7EF B (450mL) FA7K (225mL) HH IR AWI/EZE T , AL F:
IR AR R, IR KR T I IN HCL (200mL) , 7 BT iE ¥ - I TE (300mL) , 3
TE0°C R BEFEZIR A2/ N o i 8B, 7K (100mL) Ak (100mL) ik , FAE B iR T
B, 19 3 2 Al AR 2- GRG-T A R L 2 - L) —6-H R (22.4g, " %
60%) K H T~ — 2 mkmd— 24,

[0332] D IRS G VA T H B (530mL) 1Y 2— G- % 0 A o 2 i — 1 ) —6— T - A g
(2.19g,75mmo1) FIAR/B% (0. 2g) IR & ¥1ES1psi T, FiParr—IB & 28 S it 7 i g% 1
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REMEE I Celite (HRL, IF AR IETH , 15 BRI A A5 (iR , 45 HAERE (300mL) Hr 4
Pt A o ik PR 15 B B oE A AR R 2- -6 - GRL-TT AR Bl AR s - ) R R
(13.0g,7"%65%) JAGF1% Y HT T —H s — P4tk
[0333]  JDER6: (Al 2- 2 -6 (LT R IL U k- L) —OR AR R (13.0g,48. 8mmol) LIk
(3 99g,58.6mmo1) 7£ ZJifF (160mL) T I FEFEVE R H I B (4. 18mL,58. 6mmo 1) , Jf7£ %

BT HRAZIR AT . mZIR SR I3 -IRIE -2, 6- i LR (8.03g,48.8mmol) Ik
HJ: (6.65g,97.6mmo 1) IV BERE =255 (15.4mL,58.6mmol) , 3 In#al iR % 18 5406 /N o 5
ZIRGWE B ZER, IFIMAK (500mL) o i 38 B IF R, AK (50mL) « 2, R 2. 5 (20mL) - Jik
(50mL) Feik , FF e )5, 459 B 2B EE AR [3- (2, 6- A ACWRIE-3-28) —2-F 44
-3, 4- A - k-5 S L ] - R R AU T IR (10.5g, %54 %) :HPLC:Waters
Symmetry Cis,bum,3.9X 150mm, ImL/min,240nm,30/70 CH3CN/0.1%H3P04,5.50min
(98.5%) smp:206-208°C;'H NMR (DMSO—ds) 51.40 (s,9H,3CHs) ,2.15-2.20 (m, 1H,CHH) ,
2.55-2.68 (m,5H, CHs, 2CHH) ,2.79-2.86 (m, 1H,CHH) ,4.63-4.67 (m,2H,CH) ,5.22 (dd, =6,
11Hz, LH,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, lH,Ar) ,11.02 (s, 1H,NH) ; *C NMR (DMSO-ds) 520.79,23.27,28.19,30.57,
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 ; C20H2aN405+0 . 5H20f{) B i : C,58.67:H,6.15;N,
13.68,52i{# : C,58.45;H,5.88;N,13. 34,
[0334]  5.29 3- (5—%JkF FL—2—F 34— A0 -AH-FE IR bk —3 ) —IRIE -2, 6— [

:&i“ﬁg

[0335]

[0336]  JBURL: 141 [3- (2,6~ A A-WRME -3-38) —2- F JE -4 A0-3, 4- & ik -5 3

R ] - R R BT B (1048525 . 9mmo 1) £F FF i (108mL) F 50 e (108mL>EPHw%@¢ﬁ
WP IAAEREF 920 HCL (304mmol) , F-FitH 1% IR & Wik % - 78 R 71, FEAERE (200mL)
R FETR RN 2/ MK o ik JEAZE R, 43 21 5 P T 1 ] 44 1) 3— (B2 ik F k-2 F 44 A -
AH-WE IR —-3—J) —IRIE -2, 6 B ER IR (8. 9g A 2£102%) G %W HT F— LMk
—B4lif.,

[0337]  JDUE2.¥53- (R FE R 32— F 34— S A 4H - e pk -3 3%) —IRIE -2, 6- SRR
(1.0g) 7E 5 A EE (10mL) H e PEE A, FF 1ok 38 12 B 75 W o 5 453 21 10 (31 4 3k — 25 78 % (10mL)
WP, ok B8 BV A W 4 VA T 4K (60mL) H, A 2R 2L 85 (2 X 100mL) ¥k 1% 74
o 8RR A3 B 288 1 B AR 3— (52U 0 P 2 -2 - R -4 AR AH- 1 bk — 3~ J2) R Mg —
2,6- —FHEEE (0.35g, 77 235%) ;HPLC,Waters Xterra RP 18,5um,3.9X 150mm, ImL/min,
240nm,Waters LC Module 1,05/95 CH3CN/0.1% (HCO2) NH1,8.04min (99.9%) ;mp,256°C
(58 s'H NMR (DMSO—ds) 62.14-2.20 (m, 1H,CHH) ,2.58-2.92 (m,6H, CHCH2, CH3) ,4.25-4. 32
(m, 1H,NHCHH) ,4.58-4.64 (m, 1H,NHCHH) ,5.33 (dd, J=6,11Hz, 1H,CH) ,7.53-7.89 (m, 3H,
Ar) ,8.31 (brs,3H,CINHs) ,11.06 (s, 1H,NH) ;*C NMR (DMSO-ds) 620.58,23.15,30.508,
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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=2301 ; C15H17N403C1+0.5H20+0 . 55HC1 ({1 B i {8 : C,49.25;H,5. 115N, 15.31;
C1,15.02,52{# : C,49.23;H,5.00;N,15.24;C1,14.97,

[0338]  5.30N-[3- (2,6 A AX-WRME -3—J8) —2-F JL—4 54X -3,4- A k-5 JL H
- B

[0339]

[0340]  |m] 3— (5—%d Bk 7 B -2 F B -4 -4 Q-4 H-rde R bk - 3— L) —WRWE -2, 6 il £h 1R
(0.65g,1.9mmol) 7EZNF (10mL) I FE AP I L BES (0. 13mL, 1. 8mmo1) FIN,N-—
FEANHECZ (0.70mL,4. 3mmo 1) o KHZIRAWIAE I T Bidt 1558 28 RIAH, FF il Pk A
il (REAS, R/ S 14 % /96 %) 2i4 i m M, 19 3] 2 ¥ 18 A R IN-[3- (2,6- =%
AAWRIE-3—58) —2—F B -4 4K-3, 4- — E - bk —5— B F1 L ] - 2 i i (104mg , 77 2216 %) 5
HPLC,Waters Symmetry Cis,5um,3.9X 150mm, lmL/min,240nm, 7E54 % , A 10/90CH3CN/
0.1%HsPOBEJE £ 95/5, 14 FF5min, 3.93min (99.0%) ;mp,293-291°C ;'H NMR (DMSO-ds) §
.1.92(s,3H,CHs) ,2.14-2.20 (m, 1H,CHH) ,2.57-2.86 (m,6H, CHCH2,CHs) ,4.73-4.77 (m, 2H,
CH2NH) ,5.23 (dd,J=6,11Hz, 1H,CH) ,7.31-7.76 (m,3H,Ar) ,8.22 (t, J=6Hz, IH,CHaNH) ; **C
NMR (DMSO—ds) 520.78,22.60,23.26,30.58,41.49,56.48,117.65,124.48,125.42,133.83,
141.06,148.44,154.75,160.95,169.32,169.51,172.58,LCMS MH=343 ; C17H1sNaO4[1] 3 i
fH:C,59.64;H,5.30;N,16.37.51E: C,59.463H,5.05;N,16. 24,

[0341]  5.3IN-[3-(2,6— ~“AAX-WRIE-3—3&) —2-FF 44 fC-3,4— A MMk -5 - i
BT B

[0343] Ay 3~ (5% 2 F 2 -2 - 1 R —4 — SR - A H-P IR I -3 - ) R Wg -2, 6—:@Hﬂﬂé
(0.53g,1.6mmol) 7EZ.JiF (10mL) T VRSP HiHE I T BES (0. 25mL, 2. 4mmo1) FIN,N-—"

SRR (0.65mL,3.9mmol) o KHZ TR A YI7E I T WCHE 155 Bl 8 R AR, F il ik s A
il (PR, R/ U 54 % /96 %) 2i4 i m M, 19 3] 2 ¥ (A B R IN-[3- (2,6- =%
AR IE —3—58) -2 B -4 4K-3, 4- — E - bk —5— B F1 L ] - T Wi fig (270mg , 7 2246 %) 5
HPLC,Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,240nm, 7E54 %A , A 10/90CH3CN/
0.1%HsPOBEE £ 95/5, 1% FF5min, 5. 18min (98.6%) ;mp,250-252°C ;'H NMR (DMSO-ds) §
0.88 (t,J=T7Hz,3H,CHs) ,1.56 (m,]J="T7Hz,2H, CHaCH2CHs) ,2.15-2.20 (m,3H, CHz,CHH) ,2.57-
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2.89 (m,6H,CHCH2,CHs) ,4.77-4.85 (m, 2H,CHaNH) ,5.23 (dd, J=6,11Hz, 1H,CH) ,7.30-7.76
(m,3H,Ar) ,8.18 (t,J=5Hz, 1H,CHaNH) ,11.02 (s, 1H,NH) ;*C NMR (DMSO—ds) §13.65,18.67,
20.77,23.27,30.58,37.32,41.39,56.47,117.63,124.28,125.38,133.83,141.23,
148.44,154.76,160.95,169.51,172.14,172.60,LCMS MH=2371; C1gHooN4O4f¥) FE {18 - C,
61.615H,5.99;N,15. 13, SZWE :C,61.49;H,5.765N,15.00.

[0344]  5.32B¢R [3- (2.6— ~“AAX-WRIE-3-3&) —2-FF 440X -3,4— — & -5
F ] Bk i

[0346]  [a]3— (5- aﬁEﬁ —2-F -4 SH A -AH-mE gk -3 - %) —WRWE -2, 6 [ £h 1R
(0.49g,1.5mmol) /£ Z.iF (10mL) T VRSP i FE I A Pl S (0. 34mL, 2. 2mmo1) 5FHN N-—-
FEANHE % (0.60mL, 3. Tmmo 1) o KHZIR AL I T BidE 1558 28 R IEH, FF il Yok A
il (AL, IR/ S 554 % /96 %) 4iAb iR , 15 21 2 3 2 il A4 11 Bz [3- (2,6 %
FRAWRIE-3-38) —2-FF B 444X -3, 4— & - Mk bk -5 8 FF 2 ] - I i (280mg, 72 34T %)
HPLC,Waters Symmetry Cis,5um,3.9X 150mm, lmL/min,240nm, 7E54 %A , A 10/90CH3CN/
0.1%HsPOBEE £ 95/5, 1% FF5min, 6. 10min (97.8%) ;mp,208-210°C ;'H NMR (DMSO-ds) §
0.86(t,J=6Hz,3H,CHs) ,1.25-2.21 (m, 11H, CH2CH2CH2CH2CHs, CHH) ,2.57-2.89 (m,6H,
CHCHz2,CHs) ,4.68-4.84 (m,2H,CH2NH) ,5.23 (dd, J=6,12Hz, 1H,CH) ,7.29-7.75 (m, 3H,Ar) ,
8.18 (t,J=6Hz, LH,CHoNH) ,11.02 (s, 1H,NH) ;'*C NMR (DMSO-ds) §13.87,20.77,21.98,
23.27,25.22,28.31,30.59,31.96,35.37,38.68,38.96,39.23,39.51,39.79,40.07,
40.35,41.39,56.47,117.63,124.30,125.39,133.78,141.23,148.44,154.75,160.95,
169.51,172.29,172.59,LCMS MH=413; Co2H2sNsOa[{J # i1 : C,64.06;1,6.84;N,13.58, 5K
JME :C,64.05;H,6.80;N,13.58,

[0347]  5.33N-[3-(2,6— 4 AC-WRmE-3-JL) —2-F -4 44X -3, 4— & - ek —5— L
H1-3,3- AT B

[0348]

[0349] 1Ay 3~ (5% BE H 2 —2 - F B —4 S X~ AH-PE Ik -3 5E) —WRWE -2, 6- i £h 1R
(0.49g,1.5mmol) 7EZJiE (10mL) H TR S P S I T 2 4 BES (0. 31mL, 2. 2mmo1) FH
N,N-FREE L% (0.60mL, 3. 7mmo 1) o HiZVR A WI7E = I T HidE 157 % . R R IR, HriE it
P e e, B/ & P 4564 % /96 %) ALk R, 15 31 2 1 5 (S AR IN-[3- (2,6~
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TAAARIRIE -3-3E) —2-FF -4 -3, 4 R MR -5 - R 3R ] -3, 3- R T WL
(120mg , = %22%) ;HPLC,Waters Symmetry Cis,bum,3.9X 150mm, ImL/min,240nm, 7£5%%F
P, AA10/90 CH3CN/0. 1% HaPOsKE 5295 /5, 14 5F5min, 5. 74min (98.4%) ;mp,212-214°C ;'
NMR (DMSO-ds) 80.96 (s,9H, 3CHs) , 2.08 (s, 2H, CHaMes) ,2.12-2.19 (m, 1H,CHH) ,2.57-2.86
(m,6H,CHCHz , CHs) ,4.68-4.85 (m, 2H,CH2NH) ,5.24 (dd,J=6,11Hz,1H,CH) ,7.34-7.76 (m,
3H,Ar) ,8.11 (t, J=6Hz, 1H,CH2NH) ,11.02 (s, 1H,NH) ;3C NMR (DMSO-ds) §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 ; C21H26N404+0 . 1H2 O] 2 i
{H:C,63.02;H,6.60;N,14.00.5M1{E:C,62.865H,6.70;N,13.92,

[0350]  5.34FF NAEARIR [3- (2,6 A -IRIE-3-3%) —2-H 45 {0-3,4- S
Wbk 52 B 2k ] - i

% 35

[0351]

[0352] ] 3— (5—%d Bk 7 B -2 F A4S R4 H-rde R bk -3 ) —WRWE -2, 6 — i £h 1R
(0.53g,1.6mmol) /£ JiF (10mL) H R & Wb S HE TN IR TR e iR IR & A6 (0. 16mL,
1. 7mmo1) FIN,N-— A 2. 1% (0.59mL, 3. 6mmo 1) o W iZ RS WAE SR T k155940 8 K
VAR, I PR A 1 (RS, B/ A 524 % /96 %) ZE R, 19 3 2 55 1 A [l 44
IR BE R I [3- (2,6- A A-WRIE -3-28) —2-F B -4 -3, 4- A - ek -5 -2 H
] -WE % (310mg, P2 %54 %) ;HPLC,Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,
240nm, 7E55- B A , IN10/90 CH3sCN/0 . 1% HsPOu#6 B %295 /5 , {7 #575min, 5. 50min (98.6 %) ;
mp , 7£298°C 43 i s 'H NMR (DMSO—ds) 50.67-0.70 (m,4H, BRCH2CHz) , 1.65-1.73 (m, LH, ¥FCH) ,
2.11-2.20 (m, 1H,CHH) ,2.57-2.89 (m,6H, CHCHz, CHs) ,4.77-4.87 (m, 2H,CHoNH) ,5.23 (dd, J
=6,12Hz,1H,CH) ,7.31-7.78 (m,3H,Ar) ,8.44 (t, J=6Hz, LH,CH2NH) , 11.02 (s, 1H,NH) ; °C
NMR (DMSO-ds) 86.28,13.57,20.76,23.28,30.58,41.53,56.47,117.65,124.50,125.44,
133.89,141.14,148.44,154.77,160.94,169.53,172.60,172.73,LCMS MH=2369 ; C15H20N401
+0. LH20fK) PB4 : C,61.65:H,5.505N,15. 13, SEIE : C,61.48:H,5.47:N,14.97,

[0353] 5.35 2- ~HREEIE-N-[3- (2,6 A fCIRME-3-3L) —2-F L —4-H f8-3,4-— &~
I e b -5 B L ) - 2L B i

[0354]
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[0355]  [m] £E40°C ity (8mL) H [ — I HE -4 (0.27g, 1. 9mmo1) 7EDMF HH (¥ i I8 W
AL, 1 =tk —KRE (0.35g, 2. lmmo 1) , FF-4iHE—/NIF SR J& , A 3- (5-2 2 A —-2-H
-4 AR -AH-MEE eIk —3—3E) —IRIE-2,6- P Eh 8 (0.65g,1.9mmol) , FEHHE 1508 28 K&
VTR, I PR i (R, B/ S 4554 % /96 %) AR R, 159 B 2 v o A ]
()2 RS -N-[3- (2, 6 A AR WR Mg —3—%) —2—FF 45X -3, 4 - ek —5— ik
FRJE] -2, Bk e (340mg , 722246 %) sHPLC,Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,
240nm,05/95 CH3CN/0.1%HsP04,7.29min (99.8%) smp,275°C (4-iE) ;'H NMR (DMSO-ds) &
2.16-2.19 (m, 7H, CHHFINMe2) ,2.63-2.91 (m, 8H, CHCH2, CH3 FINCH2) ,4.74-4.76 (m, 2H,
CHoNH) ,5.25 (dd, J=6,12Hz,1H,CH) ,7.31-7.76 (m,3H,Ar) ,8.26 (t,]=6Hz, 1H, CHaNH) ,
11.03 (s, 1H,NH) ;**C NMR (DMSO-ds) 620.68,23.31,30.59,41.62,45.54,56.51,62.81,
117.69,125.53,125.74,133.96,140.54,148.52,154.82,161.03,169.42,169.63,172.63.,

LCMS MH=2386 ; C19H23N504f{ B84 : C,59. 21 ;H,6.01;N, 18. 17, SZMH : C,58.95;H,6.05;N,

17.79,

[0356] 5.36 3-&-N-[3-(2.6- " AfC-WRME-3-3L) —2-F S -4-4H /8 -3, 4— — 5~ M pk —
53] zerF'EﬁtE;z

[0358] [h]3- (h—F Jh—2-F H—4-F AL -AH-mE ek —3-3&) -RmE-2,6- 0 (0.46¢,
1.5mmol) £ VUSRI (10mL) T i - TR A D3-SR B (0.68mL,5. 3mmol) , FF7E
80°C TN = /NI o F LV R B8 RAZIR AW o 28 RE ), FFd i Mo A (s (REAR, FR B/
T REA% /96 %) SRR, 13 B 2 A AR 3-F-N-[3- (2, 6- A ARIRE-3-2E) -
2- -4 -3, 4- -k -5 -5 ] - IR Bk % (300mg , 77 %646 %) s HPLC, Waters
Symmetry Cis,5um,3.9 X 150mm, lmL/min, 240nm, ZE543- 81 P9 , ML 10/90 CH3CN/O. 1 % HsPO44f
F5%595/5, {7 55min, 7.04min (98.2%) smp,326—-328°C s 'H NMR (DMSO—ds) 52.18-2.28 (m, 1H,
CHH) ,2.61-2.92 (m,6H,CHCHs,CHs) ,5.36 (dd, J=6,11Hz, lH,CH) ,7.37-8.70 (m, 7H, Ar) ,
11.12(s,1H,NH) ,12.72 (s, 1H,NH) ;**C NMR (DMSO—-de) 620.74,23.39,30.66,40.41,56.90,
115.69,121.28,125.21,127.12,131.13,132.14,135.78,163.46,169.30,172.59,172.62,
LCMS MH=425,427 ; C21H17N204C1+0 . 3H20/ ER i {H.: C,58.623H,4.12;N,13.02;C1,8.24 5L
JME :C,58.463H,3.74;N,12.70;C1,7.98,

[0359]  5.37 22— IE-N-[3-(2.6- " FACNRIE-3-3EL) —2-FF 44540 -3,4- F ey
Ihk—5-2] - Z. Wi
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gl N
[0360] ,é*‘é‘»{ Pl

Y Nt

[0361] [ 3— (5 JE—2—FF JL—4 - A0 —4H- P ek —3— L) —WR g -2, 6—- i (0.42¢g,
1. 4mmo1) 7E VYL (10mL) I FRR GV IR L 4B (0.75ml,4. 8mmo 1) , FF7E
80°C T I = /INIF o F LV R B8 RAZIR G o 28 RIE ), FFd i Pudir: (ol (REAR, B/
TR EEA% /96 %) AR AR, 13 B 2 A AR R 2R AR -N-[3- (2,6 A ARIRIE-3-
) —2-F H-4-F A3, 4- ~H MBI -5-JE ] - Z Bk % (280mg, 7= 347 %) sHPLC, Waters
Symmetry Cis,5um,3.9 X 150mm, lmL/min, 240nm, Z£543- 81 P9 , ML 10/90 CH3CN/0. 1 % HsPO4%f
¥ %95/5, {7 %5min, 6.46min (99.2%) smp,272-274°C s'H NMR (DMSO—ds) 82.17-2.22 (m, 1H,
CHH) ,2.65-2.93 (m,6H, CHCHy,CHs) ,4.13-4.30 (dd, J=15,36Hz,2H,CHz) ,4.64 (s,2H,CHy) ,
5.33(dd,J=5,11Hz,1H,CH) ,7.25-8.68 (m,8H,Ar) ,11.10 (s, 1H,NH) , 12.48 (s, IH,NH) ;'*C
NMR (DMSO—ds) §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;C23H22N105+0 . 6H20 ) FE 1B {E : C,62. 045 H,5. 253N, 12.58. SLHHE : C,
61.82;H,4.90;N,12.49.

[0362] 5.38N-[3-(2,6— AR -3—3&) —2—-F 4440 -3, 4- S - —5-FL
] -2 B i

o

[0363]

& HH

eg"'* js‘w{;«\«w}& 2

[0364]  [m] 3— (5—%d Bk 7 B -2 F B -4 -4 Q-4 H- e Wbk -3 ) —WRWE -2, 6 il £ IR
(0.51g,1.5mmol) 7£ ZJiF (10mL) H VR AW H FE IR 2B (0. 22mL, 1. 7Tmmo 1) FIN,
N-Z RN % (0.57mL, 3. 5mmo ) LIRS VAL = I NI 15508 o 28 KV 7, st B
AR S (AR, B EE/ SR bt4 % /96 %) 2tk R, 15 2 Bk A EARIN-[3- (2,6-
AARIRIE -3-38) —2-F H -4 03, 4- ViR -5 L R L | -2 OR L B i (254mg, 7
#40%) ;HPLC,Waters Symmetry Cis,bum,3.9 X 150mm, ImL/min,240nm, ZE53 0P , M 10/
90 CHsCN/0.1%HsPOaBEJE £95/5,4£%55min,5.70min (98.5%) smp,275-277°C ;'H NMR
(DMSO-dg) 62.11-2.18 (m, 1H, CHH) , 2.58-2.86 (m, 6H, CHCH2,CHs) ,3.53 (s, 2H,CH2) ,4.74-
4.78 (m, 2H,CHaNH) ,5.23 (dd, J=6,11Hz,1H,CH) ,7.21-7.71 (m,8H,Ar) ,8.35 (t, J=6Hz,
1H,CH2NH) , 11.01 (s, 1H,NH) ;'°C NMR (DMSO—-de) 520.74,23.27,30.58,41.69,42.41,56.48,
117.69,124.70,125.56,126.34,128.20,129.03,133.80,136.30,140.74,148.44,154.79,
160.91,169.48,170.23,172.58,LCMS MH=1419; C23H2oN104+0 . 2H20f) FR 1848 : C, 65. 45, H,
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5.35:N,13.27 . 52ME : C,65.32;H,5.045N,13. 10,
[0365]  5.39mkNE —2-FR IR [3— (2,6— SHARWRIE -3-3%) —2-F FL 44 fX-3,4- S - m
WhR—5—J5k B ] - i

[0367]  [A)3— (5—ZA JE P -2 F B —4 -5 AR —4H-mE e bk - 3—L) —WR g -2, 6— i £h iR
(0.55g,1.6mmol) £ Z M (10mL) A (%) 356 $E 98 A4 In AL wE e S Eh 2 (0. 32g mL,
1.8mmol) FIN,N-— R H I Z % (0.62mL, 3. 8mmo ) % IR-S WAL FIE T hidk1698h. 2% K
VAR, I PR 1l (RS, B/ R 424 % /96 %) Zi R, 19 3 2 55 1 (A A 44
RO IE 22 19 (3~ (2, 6 SRR —3—2) —2— A 454X -3, 4~ S - MR —5 L Y
FET B g 67mg, 772 10%) ;HPLC,Waters Symmetry Cis,bdum,3.9X 150mm, ImL/ml , 240nm,
FES5 BN, 10/90 CH3CN/0. 1 % HaPOulR [ 295/5 , 4R FF5min , 6. 85min (99.4%) ;mp,261-
263°C ;'H NMR (DMSO-ds) 82.08-2.27 (m, 1H,CHH) ,2.64-2.93 (m,6H, CHCH2,CHs) ,4.91-5.05
(m,2H,CHaNH) ,5.27 (dd, J=6, 11Hz, 1H,CH) ,7.33-8.69 (m,7H,Ar) ,9.32 (t, J=6Hz, 1H,
CHeNH) ,11.06 (s, 1H,NH) ;'°C NMR (DMSO-ds) 620.73,23.31,30.62,42.12,56.57,117.72,
121.86,125.18,125.76,126.60,134.05,137.82,140.30,148.55,149.77,154.87,161.17,
163.79,169.47,172.65,LCMS MH=406; C21H19N504+0 . 5H20f¢) B {4 : C,60.86 :H,4.86;N,
16.90,5Z{E :C,60.72;H,4.62;N,16.69.

[0368] 5.40 2- (4-F-7R3L) -N-[3-(2,6- AL WRmE-3-HL) —2-F H-4-FHf-3,4-—
S MR -5 R L ] - 2 I i

£

[0370] |4 #E40°C il (BmL) ) (A-F— L) -2 18 (0.31g, 1.8mmo1) 7EDMF H (¥ it F1- 74
AL, 1 —H Ak —KIE (0.33g, 2. 0mmol) , FFFHE LMK o IR S A 3- (-2 A H
-2 F -4 A - 4H-PE e pk—3—32) —IRIE-2,6— A £hE#Z (0.62g,1.8mmol) , H- i HEi% IR
A4 2RI R, I PR A (RERR, B/ U bEd %6 /96 %) 4ib R R4, 15
B2 A AR 2- A-5-28 ) -N-[3- (2, 6- 4 AR-WRIE-3- ) —2-FF 4% f-3,4-
T MRk -5 JE F R ] - 2, ki (B580mg , PR ERT0%) sHPLC,Waters Symmetry Cis,5um,3.9
X 150mm, ImL/min, 240nm, £E54 20 4 , A 10/90 CH3CN/O. 1 % HsPOsFE & 2£95/5, {7 £55min,
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6.10min (98.5%) ;mp,285°C (5fiE) s'H NMR (DMSO—ds) §2.14-2.19 (m, 1H,CHH) ,2.57-2.86
(m,6H, CHCH2,CHs) ,3.54 (s, 2H,ArCHs) ,4.74-4.78 (m,2H,CHoNH) ,5.23 (dd, J=6,11Hz, lH,
CH) ,7.26-7.72 (m,7H,Ar) ,8.39 (t,J=6Hz, 1H,CHoNH) ,11.02 (s, 1H,NH) ;'3C NMR (DMSO—de)
§20.74,23.28,30.59,41.49,41.72,56.48,117.68,124.72,125.59,128.13,130.92,
131.08,133.82,135.32,140.64,148.44,154.80,160.90,169.50,169.88,172.59,LCMS MH
=453,455;C23H21N404C1+0 . 15H20+0 . 06 CH2C 1 2fK) HE i {8 : C,60.12;H,4.69;N,12.16:Cl,
8.62,5L{E :C,59.78;H,4.60;N,12.22;C1,9.00,

[0371]  5.41IN-[3-(2,6— 4 AC-WRME-3-JL) —2-FF JL—4—4E 0 -3, 4- S -k ifk—5 - L Ff
H]-2- (-=F P AR -4 Wi

¢ F

[0372]

[0373]  [AI{E40°C ity (8mL) 1) (A-F—R3E) - 41K (0.35g,1.6mmol) £EDMF A [ VA ¥ H 4
FEANNL, U — etk KM (0. 29g, 1. 8mmol) , FfF4iidk— /it o iR I 3- G-z A H
-2 F -4 A -4H-PE e pk—3—J5) —WRIE -2, 6- A b2 (0.54g,1.6mmol) , H-HHEi% IR
AL 2RI R, I PR A (RERR, R B/ U bEd %6 /96 %) 2l R R4, 19
B2 P AEERIN-[3- 2,6 5 AR-IRIE -3-4%) —2-F JE-4-4 -3, 4- S - k-5
L] -2- 4-=F B LK) -2 Bk (600mg, 7=2#74%) sHPLC,Waters Symmetry Cis,b5u
m,3.9 X 150mm, ImL/min, 240nm, 7E573-8F A, N10/90 CH3CN/0. 1% HaPOuBE & 5295/5, {RFF
5min,6.46min (99.1%) ;mp,217-219°C s'H NMR (DMSO-de) 62.14-2.19 (m, 1H,CHH) ,2.57-
2.89 (m,6H, CHCH2,CHs) ,3.58 (s, 2H,ArCHs) ,4.69-4.85 (m, 2H, CHNH) ,5.24 (dd, J=6,11Hz,
1H,CH) ,7.26-7.71 (m,7H,Ar) ,8.44 (t, J=6Hz, 1H,CHNH) ,11.02 (s, 1H,NH) ;**C NMR (DMSO-
de) 620.74,23.27,30.58,41.42,41.70,56.48,117.69,120.79,124.67,125.59,130.89,
133.78,135.86,140.65,147.00,148.44,154.81,160.91,169.50,169.88,172.59,LCMS MH
=503 CoaHo1NaOsFs [ BB : C,57.373H,4. 213N, 11.15;F, 11.34.52J{f :C,57.10:H,
3.97;N,10.97;F,11.14.

[0374]  5.42 2-(3,4- & -7KHE) -N-[3- (2,6- A fC-WRIE-3-FL) —2-F HE -4 -3, 4-
A MR -5 B R ] - B
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[0376]  [A]7E40°C ¥ (8mL) HH#) (3,4-F 2K HE) -2, 18 (0. 30g, 1.5mmol) 7/EDMF (8mL) H ¥
R IINT, 1 - K (0. 26g,1.6mmol) , FF i+t 1/ o [ IR AW I 3-
(52 B F A —2- 1 -4 S X -4 H- TR e bk —3— %) R IE -2, 6- —Ef £h % (0.50g,1.5mmol) , FF
LR A W15 51 28 RV, i i ol A e (e, R/ U FE4 % /96 %) 4lifk
AR A3 B B A AR 2- (3,4- &R -N-[3- (2,6~ A-IRIE -3-3%) —2—-F 2t
4~ A3, 4- A - k-5 L ] - Z Wi % (540mg, %74 %) sHPLC,Waters Symmetry
Cis,5um, 3.9 X 150mm, lmL/min, 240nm, 10,/90 CHsCN/0. 1% HsPOs, 7£553 5 N KR 4295 /5 , 1%
Fr5min,6.41min (98.4%) smp,262-264°C ;'H NMR (DMSO-de) §.2.14-2.19 (m, 1H,CHH) ,2.57-
2.89 (m, 6H,CHCHs, CHs) ,3.57 (s, 2H,ArCH:) ,4.69-4.85 (m, 2H, CHoNH) ,5.24 (dd, J=6,11Hz,
1H,CH) ,7.26-7.73 (m,6H,Ar) ,8.42 (t, J=6Hz, 1H,CH:NH) ,11.02 (s, LH,NH) ;*C NMR (DMSO-
de) 520.73,23.28,30.60,40.98,41.76,56.49,117.70,124.84,125.65,129.06,129.55,
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; C23HooN404C12fFJ FE1E{H : C,56.693H,4.14;N,11.50;C1,14.55,
S < C,56.505H,3.95;N,11.25;C1,14.29,

[0377]  5.42N-[3-(2,6— —“AAX-WRIE—3—3&) —2-F J -4 fC-3,4- A MMk —5 - i
12— (- - B

&l
«%““§

[0378]

&‘“@ N\
[0379]  [AI#E40°C M I (- HE) 21 (0.23g, 1. 5mmo1) 7EDMF (8mL) H ()& H 4
FEIMNL, 17 -3 KM (0. 26g, L. 6mmol) , FE4HE LN o (A ZIR A M I 3- (52 B FF
-2 -4 A -AH- Wbk -3 J) IR IE -2, 6— B EhEE (0.49g,1.5mmol) , I k% IR
H D558 ZE R VE ), FRd T Pos s (AR, B/ S bE4 % /96 %) Aifb iR R . 153
B2 A AEARIN-[3- (2,6~ S AR-IRIE-3-4%) —2- B -4 -3, 4- A - k-5 -2
B L] —2- (-8 0E) - 2. Bk ik (480mg, 72 %276 %) sHPLC,Waters Symmetry Cis,5um,3.9 X
150mm, ImL/min, 240nm, 10/90 CHsCN/0.1%HsP04, £E55 B N8R & £95/5, {545 5min,
5.83min (99.2%) smp, £ 290°C 4> fi# s "H NMR (DMSO—ds) 62.12-2.19 (m, 1H,CHH) ,2.57-2.91
(m, 6H, CHCH2, CHs) ,3.53 (s, 2H,ArCH2) ,4.68-4.83 (m, 2H,CH2NH) ,5.23 (dd, J=6, 1 1Hz, 1H,
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CH) ,7.09-7.72 (m, 7H,Ar) ,8.36 (t,J=6Hz, LH,CHaNH) ,11.02 (s, 1H,NH) ;**C NMR (DMSO—ds)
§20.74,23.28,30.58,41.36,41.70,56.48,114.89(d, Jer=21Hz) ,117.69,124.72,
125.58,130.86 (d, Je-r=THz) ,132.45(d, Je-r=23Hz) ,133.82,140.68,148.44,154.80,
160.91,161.00(d, Jer=242Hz) ,169.50,170.15,172.59,L.CMS MH=437 ; CosHaiNaO4F [ 3 i
{H:C,63.303H,4.85;N,12.84;F,4.35. 5L {E : C,63.25;H,4.665N,12.73;F,4.21,

[0380]  5.44N-[3-(2,6— A AC-WRIE-3-J&) —2-FF HL 423, 4— S Mk —5—J& Ff
) —2- G- A-F IR -4 Bi%

[0382] A 7E40°C i H I (3-g—4-F -2k ) -2 (0.25g, 1. 5mmol) 7/EDMF (8mL) H ¥
R EEFE L, 17— K (0. 27g, 1.6mmol) , FF4HE— /NI o A1 iZIR 5 T I 3-
(5~ 3t F -2 F B4~ A0 —AH- 1 e ph— 3 3) —WRIE -2, 6— W £L % (0.50g, 1.5mmol) , I
LR A Y1550 50 o 28 RV, i i Pod A a4 (e, i/ U K84 % /96 %) 4lifk
AR, 133 B B A A AR IN-[3- (2, 6- A AR-WRIE-3-58) —2-F B4 f0-3,4- =5 -1&
MR B —5 — R PR L ] -2 (B-F—4-FF B - 2K 3E) - 2 Wk f% (B500mg, 723 74%) ;HPLC,Waters
Symmetry Cis,5um,3.9 X 150mm, ImL/min, 240nm, ZE54 81 , ML 10/90 CH3CN/0. 1 % HsPO4%f:
¥ %95/5, {5 %75min, 6. 10min (99.3%) smp, 264-266°C ;'H NMR (DMSO—ds) 82.15-2.20 (m,4H,
CHHAICH3AT) ,2.57-2.91 (m,6H,CHCHz2,CHs) ,3.51 (s,2H,ArCHz) ,4.73-4.78 (m, 2H, CH2NH) ,
5.23(dd,J=6,11Hz,1H,CH) ,6.99-7.72 (n,6H,Ar) ,8.34 (t,J=6Hz, IH,CH2NH) ,11.01 (s,
1H,NH) ;"C NMR (DMSO-ds) 613.76 (d, Jo-r=3Hz) ,20.73,23.27,30.59,41.60,41.72,56.48,
115.43(d, Jer=22Hz) ,117.69,121.98(d, Jer=17Hz) ,124.82(d, Je r=THz) ,124.83,
125.59,131.23(d, Jo-r=5Hz) ,133.80,136.12 (d, Je-r=8Hz) ,140.64,148.44,154.80,
160.38 (d, Jo r=242Hz) ,160.91,169.49,169.90,172.58,LCMS MH=451 ; CoaHasNaOaF [ 3 it
{H:C,63.99;H,5.15;N,12.44;F,4.22. 5L {H : C,63.61;H,5.19;N,12.33;F,4.20,

[0383] 5.45N-[3-(2,6— AR -3-3&) —2-F F-4-4H40-3,4- S - -5-FL
] -2- U= P ORI - Bl

£

[0384]

[0385] [ £E40°C ¥ T Y (4- =38 FF 2R 5L) -4 1 (0.26g, 1. 3mmo 1) 7EDMF (8mL) &
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RN, 1 =Ptk —wKRE (0.22¢, 1. 4mmo 1) , FF40HE— /NI o (a1 IR S 7 A 3- (5-
A F -2 - R4S A A - R gk -3 J) —WRWE -2, 6— i £ % (0.42g,1.3mmol) , F- 4K
FEZIR AW 155 B o 2R, FF e PRodUr: (A3l (e, AR/ U 4524 %6 /96 %) ZliAehk
R4 2) 28 A EERIN-[3- (2,6 A AR-IRIE -3-0%) —2-F -4 -3, 4- =%
Wbk —5—JE FE L ] -2 (4- = U FF B - R ) - Bk ik (450mg, 77 %74 %) sHPLC, Waters
Symmetry Cis,5um,3.9 X 150mm, ImL/min, 240nm, ZE54>4f P , ML 10/90CHsCN/0 . 1 % HsPO4A J&
%95/5,1%4%5min,6.36min (99.1%) ;smp,199-201°C ;'H NMR (DMSO—de) 62.14-2.19 (m, 1H,
CHH) ,2.57-2.87 (m,6H, CHCH2,CHs) ,3.66 (s, 2H,ArCHs) ,4.75-4.86 (m,2H,CH:NH) ,5. 24 (dd,
J=6,11Hz,1H,CH) ,7.27-7.72 (m,7H,Ar) ,8.48 (t,]=6Hz, 1H,CHNH) ,11.02 (s, 1H,NH) ;1°C
NMR (DMSO-ds) 620.74,23.28,30.58,41.75,41.93,56.48,117.69,124.72,125.01 (d, Jer=
4Hz) ,125.01 (d, Jer=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 ; CoaHortNsO4F3[KJ BRI AE : C,57.76 :H,4.52;N,
11.23;F,11.42,52{4:C,57.38;H,4.49;N,11.07;F,11.64.

[0386] 5.46 1-(4-&—2H) -3-[3-(2,6- A AfC-MRmE-3-3&) —2-FF H-4-Hf-3,4-—
SR -5 R ] IR

: o

[0387]

&%
[0388]  7E5-10°C K, ] 3— (5—%a ik FP J —2— Pk —4— 4 A —4H-0 W b —3—35) —WR g -2, 6—
Fifl 51 (0. 44g,1.3mmol) F1=Z.J% (0. 25mL, 1 . 8mmo1) 7ETHF (8mL) 9 (K] B3 P HE 4 -
AR FHIRES (0.21mL, 1. 7mmo 1) , FFHEHE 1093 BH AR 5 I 1Z IR A WA I8 F HiFEat & H
B (~1mL) KRR AW, T2 R o i Pud AT ol (e, R/ S 4524 % /96 %)
AR R, 2B B AR - -F -2 ) -3-[3- (2, 6- AR IR IE -3-2%) —2-FF k-
43,4 ek —5—FE B ] -fiR (390mg, 7266 %) ;HPLC,Waters Symmetry Cis,b
um, 3.9 X 150mm, ImL/min, 240nm, 10/90 CHsCN/0. 1% HsPOs, £E55h N K £ 295 /5, {74
5min,6.34min (98.7%) smp,255-257°C ;'H NMR (DMSO-dg) 62.17-2.23 (m, 1H,CHH) ,2.59-
2.94 (m,6H,CHCHz, CHs) ,4.72 (d, J=6Hz, 2H, CH2NH) ,5.27 (dd, J=6,11Hz, 1H,CH) ,6.65 (t,]
=5Hz, 1H, CHoNH) ,7.21-7.78 (m, 7H,Ar) ,8.92 (s, 1H,NH) ,11.04 (s, 1H,NH) ;°C NMR (DMSO-
ds) 520.70,23.31,30.62,42.30,56.51,117.81,119.02,124.42,125.77,126.21,128.42,
133.99,139.47,141.32,148.50,154.76,154.88,161.02,169.49,172.65,LCMS MH=454,
456 5 CaoH20N504C 1 (KT FRIB A : C,58. 223 H,4.443N,15.43;C1,7.81 S PIME : C,58.11;H,4.24;
N,15.165C1,7.80,

[0389] 5.47 1- (B3-S 4-FFRE-xH) -3-[3- (2,6 AR-IRIE-3-3&) —2-F 458~
3,4- ARk -5 - ] iR
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[0390]

A
,_Nﬁg\\
[0391]  {E5-10°CF, [a] 3— (5—% Jk FF -2 P J -4 -4 Q-4 H- M e b - 3—L) —WR g -2, 6-—
B£8R (0.51g,1.5mmol) Fl =% (0.30mL, 2. lmmo1) ZETHF (15mL) P [ S HE B W A i\
3-F-4-FF IR AL B FUER G (0.27mL, 1.9mmol) o3RG , B IR A WAL =10 T HiHkd 7 .
B (~1mL) B KIZIR G, F 28 RIS i s A el (R, iR/ S 5ed % /96 %) 41
WA, 52 2 A AR 1- G- -4-F -8 ) -3-[3- (2,6 A -IRE-3-2%) -
2-F R -4 AR-3,4- A -k -5-FE F HE ] -fIiR (520mg, 7&K 73%) ;HPLC,Waters
Symmetry Cis,5um,3.9 X 150mm, ImL/min, 240nm, 10/90 CHsCN/0. 1% HsPO4, £E573 % PN Bf &
%95/5, %% 5min,6.58min (99.1%) smp,250-252°C ;'"H NMR (DMSO-dg) §2.17-2.22 (m, 4H,
CHH, ArCHs) ,2.59-2.93 (m,6H, CHCHs,CHs) ,4.71 (d, J=6Hz, 2H, CH2NH) ,5.27 (dd, J=6,
11Hz, 1H,CH) ,6.64 (t, J=6Hz, 1H,CH2NH) ,7.06-7.78 (m,6H,Ar) ,8.88 (s, 1H,NH) ,11.04 (s,
1H,NH) ;'*C NMR (DMSO-ds) §18.69,20.70,23.31,30.62,42.31,56.52,116.24,117.46,
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; C23H22N504C1+0 . 2H 0/ FH iR AH : C,

58.59:H,4.79;N,14.85;C1,7.52. 5L l{E : C,58.42;H,4.55;N,14.57;C1,7.83,
[0392]  5.48 1-(3,4- HFE-IKHE) -3-[3-(2,6- ~SACIRIE—3-3%) —2-FF 345403,
4- - R -5 B R ) R

[0393]

[0394]  #E5-10°C N, 4] 3— (5—Z Jik FF i —2—F Sk -4 f Q-4 - e mpk - 3—3) R IE-2,6-—
il 5152 (0.53g,1.6mmol) AI=27.% (0.31mL,2. 2mmo1) ZETHF (15mL) o ) FEE i i
3,4- HFIIL R EIREE (0.29mL, 2. Immol) 3R J5 , K 1Z IR S WL =i N HiHt % . I S
(~1mL) BEKAZIR AW, F 7R ) o it PR (3l (RERR, B/ U bEd % /96 %) 4lifk
AR SR 258 A EAR 1- (3, 4-Z F -0 -3-[3- (2,6 AR WkAE-3-2%) —2-H
Fe-4-FAC-3,4- k-5 - S L ] IR (520mg, F2 2K 73%) sHPLC,Waters Symmetry
Cis,5um, 3.9 X 150mm, ImL/min, 240nm, ZE543 4 P4 , A 10/90 CHsCN/0. 1% HsPO4AE J& £95/5,
{3 ¥F5min, 6. 14min (96.6%) smp,241-243°C ;'"H NMR (DMSO—ds) 82.11-2.21 (m,7H,CHH,
2ArCHs) ,2.59-2.94 (m,6H, CHCHz,CHs) ,4.71 (d, J=5Hz,2H,CH2NH) ,5.27 (dd, J=6,11Hz,
1H,CH) ,6.56 (t,J=5Hz, IH,CH2NH) ,6.92-7.78 (m,6H,Ar) ,8.58 (s, 1H,NH) ,11.05 (s, 1H,
NH) ;'*C NMR (DMSO-ds) §18.58,19.59,20.70,23.24,30.62,42.26,56.52,115.18,117.76,
118.99,125.54,126.28,128.50,129.46,134.01,136.03,138.15,141.69,148.27,154.87,
155.11,160.94,169.47,172.65,LCMS MH=448; C24H25N504+2 . 0H20f) FR 1848 : C,59.62; H,
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6.05;N,14.48,5Z{E :C,59.363H,5.95;:N,14.24,
[0395]  5.49N-[3-(2.6— SFAC-NRIE —3—JE) —2—-F JL 445 40-3,4- S ek —5—-JL
F ] -4 FE-OR F i

[0396]

[0397] [\ 3— (5—%d Bk 7 B -2 F B —4 -4 Q-4 H- e Wbk -3 ) —WRWE -2, 6 il £ IR
(0.47g,1.4mmo1) 7E VY W mE (10mL) H (IR AP0 S FE In A - F 28 B & (0. 37mL,
2.8mmol) F1=27Z. % (0.79mL,5.6mmol) . /E =TI , W FEIZIR S WL W - B RIER, FEis i
A TS RER, I/ S 5T % /96 %) 24 iR R . 15 B 2 1t AR 3 - (-2 S P -
0—H B4 AR -4 H- M I Ipk—3—3) IR IE-2,6- —F (360mg, 722 61%) ;HPLC,Waters
Symmetry Cis,5um,3.9 X 150mm, lmL/min, 240nm, Z£543- 81 , ML 10/90 CH3CN/0. 1 % HsPO4%f
E%95/5, (7% 5min,5.97min (97.3%) smp,283-285°C ; 'H NMR (DMSO-ds) §.2.17-2.23 (m,
1H,CHH) ,2.37 (s, 3H,CHs) ,2.58-2.92 (m, 6H, CHCHs, CHs) ,4.90-5.07 (m, 2H, CH2NH) ,5. 25
(dd,J=6,11Hz,1H,CH) ,7.29-7.84 (m,7H,Ar) ,8.85 (t,1H, J=6Hz,CH2NH) ,11.05 (s, 1H,
NH) ;°C NMR (DMSO—ds) 620.82,20.93,23.29,30.60,42.07,56.53,117.65,120.97,124.02,
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; C23H22N404+0 . 4HoOF ) H {4 : C,64.903H,5.40;N,13. 16, 5E
JME :C,64.96;H,5.37;N,13.15,

[0398]  5.50N-[3-(2.6— —“AAX-WRIE-3—3&) —2-F J -4 fC-3,4— A MMk -5 - i
HE] -3 IR B

[0399]

e

[0400] (5] 7E40 °C s 7] -F A H 2 (0. 24g, 1. 8mmo 1) ZEDMF (SmL) I vA V& P it
AL, 17 =3 TR (0. 31g, 1.6mmol) , FEHHE— /N o (Al IR S i N 3— (-2 2 -
2—FA FE— 45 AC—4H-1E R b -3 —3E) —IRIE -2, 6— B LR (0.59¢g,1.8mmol) , FF-HiFHZIE A4
4557 5 o 28 KV, FF I PR (18 (e, B/ S P b4 % /96 %) iR R . 193 2
BER A ERIN-[3- (2, 6- ZFAC-IRIE -3-3) —2-F JE—4-410-3, -~ - M ipk—5-JL
FE IR g (560mg, 77276 %) sHPLC,Waters Symmetry Cis,bum,3.9 X 150mm, ImL/min,
240nm, 7E57> &1 4, A 10/90 CH3CN/0. 1 % HsPO4Fk B £95/5, {7 455min, 6.00min (99.2%) ;
mp , 263-265°C s 'H NMR (DMSO—dg) 82.18-2.21 (m, LH,CHH) ,2.38 (s, 3H,CHsAr) ,2.59-2.88 (m,
6H, CHCH2, CHs) ,4.95-5.12 (m, 2H, CHaNH) ,5.26 (dd, J=6,11Hz, lH,CH) ,7.33-7.76 (m, 7H,
Ar) ,8.89 (t,J=5Hz, 1H,CH2NH) ,11.05 (s, LH,NH) ;'*C NMR (DMSO-de) 620.83,20.92,23.29,
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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;
Co3HoaN20a+0 . 6H20f FR 0B : C,64. 36 ;H,5.45:N,13.05, 5L ill{# : C,64.36;H,5.24;N,13.22,
[0401] 5.51 4-5-N-[3-(2,6— 4R fC-WRWg-3—J&) —2—-FF JE 4503, 4— & - Mgk —
5 1 L A I iz

Q

[0403]  [m] 3— (5—%d B H -2 B -4 S A -4 H- W PR bk — 3 - %) —WRIE -2, 6- il 2L IR
(0.48g,1.4mmo1) /EZNE (10mL) TR AP I FEINAA-S - K B BEE (0.27ml, 2. 2mmo 1)
FIN,N- R A% (0.62mL, 3. 6mmo ) «EZI TN, S HH1ZIR &Mt % 2B R IE A, Bt
Pog AR il (R, FlE/ S 5E4 % /96 %) 2ifb iR 24, 15 2 2 A A lEE R 4-5-N-[3-
(2,6- S AC-IRWE -3 -28) —2-F -4 -5 -3, 4- & -1 bk —5— 8 FR ] - 2R F Bt i
(390mg , 7= #62%) ;HPLC,Waters Symmetry Cis,bum,3.9X 150mm, ImL/min,240nm, 7£5%%F
P, MA10/90 CH3CN/0. 1% HsPOsKE i 4295 /5, 14457 5min, 6. 18min (98.0%) ;mp,276-278°C ; 'H
NMR (DMSO-ds) §.2.18-2.23 (m, 1H,CHH) ,2.58-2.93 (m,6H, CHCH2, CHs) ,4.97-5.08 (m, 2H,
CHoNH) ,5.26 (dd, J=6,11Hz,1H,CH) ,7.33-7.96 (m,7H,Ar) ,9.01 (t,1H, J=6Hz, CHaNH) ,
11.05 (s, LH,NH) ;'*C NMR (DMSO-ds) 520.82,23.29,30.60,42.21,56.54,117.66,124.16,
125.52,128.45,129.17,132.95,133.95,136.13,140.69,148.52,154.84,161.10,165.23,
169.54,172.63,LCMS MH=439,441 ; C22H19N404C1+0 . 1H20/ H i$1H : C,59.96;H,4.39;N,
12.71;C1,8.05.52{& :C,59.80;H,4.13;N,12.61;C1,8.30,

[0404]  5.52N-[3-(2,6— 4 AC-WRME-3-JL) —2-FF JL—4—E 40 -3, 4- S -k ifk—5 - Ff
HE] -3 2R B i

[0406]  [A]3— (5—ZA JE FF L -2 F B —4 - AR —4H-1E e bk —3— L) —WRBE -2, 6— — [ 5 iR
(0.47g,1.4mmol) 7£ ZJiF (10mL) H (1R -S4 Hh S FE 0 3-F 2K B (0. 25mL, 2. Immo1)
FIN,N-ZF R (0.61mL,3.5mmo 1) AEZER T, W ZIR A WIS 28K IE ], FFiEd
P e e, B/ & P 55i4 % /96 %) ai Lk R, 1528 2 A A EAKIN-[3- (2,6-—
AARIRIE -3 —8) —2- 1 B 45 -3, 4- - M bk -5 FR R ] - 3350 2R FR Bk % (230mg
7E#40%) sHPLC,Waters Symmetry Cis,5um,3.9 X 150mm, ImL/min, 240nm, £S5 , M
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10/90 CHsCN/0.1%HsPOsHEE %95/5, 4#455min, 5.80min (98.8%) ;mp,240-242°C ;'H NMR
(DMSO—de) 62.18-2.24 (m, 1H,CHH) ,2.59-2.93 (m, 6H, CHCHz , CH3) ,4.93-5.10 (m, 2H, CHoNH) ,
5.28(dd,J=6,11Hz,1H,CH) ,7.36-7.80 (m,7H,Ar) ,9.08 (t,1H, J=6Hz,CH2NH) , 11.06 (s,
1H,NH) ; "*C NMR (DMSO-de) §20.79,23.07,30.58,42.16,56.58,113.94,114.24,117.52,
118.09,118.36,123.38,123.41,124.16,124.99,130.52,130.62,134.12,136.52,136.61,
140.79,147.84,155.29,160.39,160.90,163.62,164.99,165.02,169.45,172.60.,LCMS MH
=423 Ca2H19N104F+0 . 4H20fF) F i {H : C,61 .51 3H,4.65;:N,13.04;F,4. 42, 5Z{EH :C,61.32;
H,4.44;N,12.97;F,4.27,
[0407]  5.53N-[3-(2,6— 4 AC—WRWE-3-3L) —2-FF JL—4—% 40 -3, 4- S - fk—5 - L Ff
HE] -4 PR B

0. e

[0408]

[0409] ] 3— (5—%d B FI -2 F Bk -4 S 4K -4 H- e PR bk - 3 - %) —WRIE -2, 6 — i £ IR
(0.45g,1.3mmol) 7£ £ JiF (10mL) H {8 & W+ I N 4- =5 FF -2k B (0. 30mL,
2.0mmo1) MIN,N-Z P 2% (0.58mL, 3. 3mmol) AE=IL T, WFZIB G & ARG
A, I IE R PO A T RERS, EE/ S kT4 % /96 %) Sl R AW, 152 2 A B EAAIN-
[3- (2,628 AX-WRIE -3 —4%) —2—F1 42X -3, 4- S - M mph -5 P Rk ] -4 =3 F k-
KB (420mg, 7% 67%) ;HPLC,Waters Symmetry Cis,5um,3.9X 150mm, ImL/min,
240nm, 7E54 B A, L10/90 CH3CN/0. 1% HsPO4#E & %595/5 , {F455min, 6. 46min (97.2%) ;
mp,253-255°C ;'"H NMR (DMSO-ds) §2.18-2.24 (m, 1H,CHH) ,2.59-2.94 (m,6H, CHCH2, CHs) ,
4.94-5.11 (m, 2H,CH2NH) ,5.27 (dd, J=6,11Hz,1H,CH) ,7.36-8.13 (m,7H,Ar) ,9.16 (t,]J=
5Hz, 1H,CHaNH) ,11.06 (s, 1H,NH) ;'3C NMR (DMSO-ds) 620.82,23.28,30.60,42.31,56.56,
117.68,124.28,125.39,125.44,125.57,125.74,128.16,130.99,131.41,133.98,137.96,
140.45,148.50,154.89,161.10,165.12,169.54,172.63.LCMS MH=473; C23H1sN404F3+
0.5H0/ FERAA : C,57.383H,4.19:N, 11.64;F,11.84 2K :C,57.01;H,4.05;N,11.53;
F,11.56,
[0410]  5.54N-[3-(2,6— ~FAC-WRIE—3—3L) —2-F -4 4C-3,4- - mr -5
] -A-—Fm P AR B

3 amsy
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[0412] ] 3— (5—%d Bk 7 B -2 - F B -4 - A Q-4 H-mae MR bk -3 - 2%) —WRWE -2, 6 — i £5 1
(0.49¢g,1.5mmol) /£ ZJiF (10mL) W VRSP Hicdt A 4- =5 B 28 2L - B A (0. 34mL,
2.2mmo1) FIN,N- = SR HZ % (0.63mL, 3. 6mmo ) IR S WILE I FHE 159 8. 28 %
VTR, I PR A i (R, B/ P 4% /96 %) Al iR R, 159 B 2 A A lE AR
N-[3-(2,6- "2 AX-WRIE-3—45) —2-FF B -4 4R-3, 4- A -k ipk—5—JE 1 B ] -4- = H
LR FH EEE (370mg , 77 %54 %) sHPLC,Waters Symmetry Cis,bum,3.9X 150mm, ImL/min,
240nm, £E543 8 X, M10/90 CH3CN/0. 1 % HsPO4kE B 295 /5, {7 455min, 6. 54min (98.6 %) ;
mp, 258-260°C ;"H NMR (DMSO—-ds) §.2.18-2.23 (m, LH,CHH) , 2.59-2.92 (m,6H, CHCHz, CHs) ,
4.98-5.09 (m, 2H,CHaNH) ,5.26 (dd, J=6, 1 1Hz, 1H,CH) ,7.34-8.07 (m, 7TH,Ar) ,9.05 (t,J=
5Hz, 1H,CH2NH) ,11.05 (s, LH,NH) ;*C NMR (DMSO-ds) $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; C23H19N4OsFsf{ F i {8 : C, 56 .56 :H, 3.92;N,
11.47;F,11.67.52{4:C,56.32;H,3.60;N,11.23;F,11.56.

[0413]  5.55N-[3— (2,6 40— WRME-3-3L) —2-FF Hh—4—A 03, 4- S~ mkifk—5- L Ff
B R B

[0415]  fa]3— (5—G L P -2 B -4 (0 -4 H-nE e bk —3— L) —IR g -2, 6 i $h &
(0.59g,1.8mmol) FELJE (10mL) HFRA Y I AR BES (0. 31mL, 2. 7Tmmo1) FIN,N-
TR (0.7l , 4 dmmo 1) o KFIZTR S WAL I T 155 B o 2RV R, i PR
MR (RS, B/ &R 5E4% /96 %) 2R AR, 15 3 2 A B A RIN-[3- (2,6- %
AR IE -3-3) —2-F B -4 48-3, 4- 5 - e bk —5— S FF L ] - K B i (260mg , 7= 2%
36%) ;HPLC,Waters Symmetry Cis,5um,3.9 X 150mm, lmL/mtn,240nm, 7E55 20 , M 10/
90CH3CN/0. 1% HsPOakE £ £95/5 , 1% 455min,5.70min (99.6 %) ;mp,247-249°C ;"H NMR
(DMSO—de) 62.17-2.23 (m, 1H,CHH) ,2.59-2.90 (m, 61, CHCHz , CH3) ,4.92-5.09 (m, 2H, CHoNH) ,
5.26 (dd,J=6,12Hz,1H,CH) ,7.47-7.94 (m,8H,Ar) ,8.93 (t,J=5Hz, IH,CH2NH) , 11.05 (s,
LH,NH) ;*C NMR (DMSO-de) 520.82,23.29,30.60,42.12,56.53,117.65,124.01,125.43,
127.20,128.37,131.30,133.95,134.21,140.99,148.50,154.81,161.11,166.26,169.54,
172.62.LCMS MH=405 ; C22H20N104+0 . 5SH20J FE 1R {E.: C,63.915H,5. 125N, 13.55, SLIE : C,
63.78;H,4.82;N,13.45.,

[0416]  5.56 3,4- & -N-[3- (2,6~ A fCWRIE-3-3L) —2-FF 44483, 4- & -
Wbk —5—Jk AP ik ] O P I Jix
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[0417]

[0418]  [m] 3— (5—%d Bk F Bk —2 - F B -4 A Q-4 H—- e Wbk -3 J%) —WRWE -2, 6 i £h IR
(0.46g,1.4mmol) ZEZJE (10mL) B AR EEIIANS, 4- & AR F B (0. 34g,
1.6mmol) FIN,N-— A3 2, % (0.54mL, 3. 3mmo ) o B iZ IR S WAL SR T k15940, & Kk
VAR, I PR i (RS, B/ P 4% /96 %) AR R, 19 3 2 3 A R 1
3,4- & -N-[3- (2,6 AR e -3-FL) —2-F e -4-FH -3, 4- - menph—5-FL A 3L ] -
K HEEE (450mg, 77 Z70%) ;HPLC,Waters Symmetry Cis,5um,3.9 X 150mm, ImL/min,
240nm, £7E55> 81 X, A 10/90 CH3CN/0. 1 % HsPO4Fk B £95/5, {7 455min, 6.60min (99.6%) ;
mp,271-273°C ;'"H NMR (DMSO—ds) 62.17-2.22 (m, 1H,CHH) ,2.58-2.90 (m,6H, CHCHz2, CHs) ,
4.97-5.09 (m, 2H,CHoNH) ,5.26 (dd, J=6, 1 1Hz, 1H,CH) ,7.34-8.17 (m,6H,Ar) ,9.14 (t, =
5Hz, 1H,CH2NH) ,11.04 (s, 1H,NH) ;*C NMR (DMSO-ds) $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; C22H1sN404C1 2+
0.1CH2C1 2/ FH iR : C,55.09;H,3.81;N,11.63;C1,16.19.5LM1H :C,54.88;H,3.60;N,
11.46:C1,16.38.

[0419]  5.57N-[3-(2,6— 4 AR—WRIE-3-JL) —2-FF Jh—4—% 48 -3, 4- — & -k ifk—5-Jk Ff
] -3 — g R R R e i

[0421] [\ £E40 Cytis I 3- = F R H 2 (0.28g, 1. 5mmol) 7EDMF (8mL) H (1) ¥& W
PEFEIINL, 17 -3 KM (0.27g,1.6mmol) , FE4HE— /MR SR J5 , I 3— (52 A -2-
R 3 —4 SR —4H - R -3 -3) IR E -2, 6- —FREL AR (0.50g,1.5mmol) , FHiEHkE 159 Bh. &
R, i POk A T ek, R/ S K4 % /96 %) Al R, 133 238 1 4[]
PHIN=[3- (2, 6= S CRIE -3—2K) —2-F1 45403, 4~ S -5 A ] -3-=
T - HE L (440mg, 77 % 62%) sHPLC,Waters Symmetry Cis,5im,3.9X 150mm, 1mL/
min,240nm,10/90 CH3CN/0.1%HsPOs, 7E55-BR N BEE 5295/5, {7 FF5min, 6. 37min (98.3%) ;
mp,233-235°C ;'H NMR (DMSO—ds) 62.17-2.23 (m, 1H,CHH) ,2.58-2.91 (m,6H,CHCHz2,CHs) ,
4.95-5.12 (m, 2H,CH2NH) ,5.27 (dd, J=6,11Hz, 1H,CH) ,7.36-8.27 (m,7H,Ar) ,9.23 (t,]J=
5Hz, 1H,CHaNH) ,11.05 (s, LH,NH) ;'*C NMR (DMSO—-ds) §20.79,23.29,30.60,42.29,56.52,
117.68,123.85(q, Je r=3Hz) ,123.98 (d, Je-rs=273Hz) ,124.15,125.53,127.90 (d, Jo-r=
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3Hz) ,129.19(d, Jor=32Hz) ,129.72,131.37,133.97,135.05,140.50,148.50,154.86,
161.07,164.85,169.54,172.62,L.CMS MH=473; CasH19N404Fsf{) R i {8 : C,58.48;H,4.05;N,
11.86;F,12.06,5{#:C,58.19;H,3.84;N,11.86;F,12.00,

[0422]  5.58N-[3- (2,6~ AAAX-WRNE -3-58) —2-F JL—4 54X -3,4- A - k-5 JL H

%.i,s .;\

B -4-= R fe kK F B

L %ﬁi\
[0423]  [m]3— (5—%d Bk 7 B -2 F B -4 -4 -4 H—- e Wbk -3 L) —WRWE -2, 6 il £h IR
(0.49g,1.5mmol) /£ L JiF (10mL) H I & - HedE A 4- =5 B i 2R B (0. 37mL,
2.2mmo1) FIN,N- SR 2% (0.60mL, 3. Tmmo1) «7EE IR N . THHZIE W30 5 . 28 K VA
A, FFE L PRI T RERR, R/ R T4 % /96 %) 4k R W, 15 B 2 3 A B EAE
N-[3-(2,6- A AN-WRIE -3-55) —2- 1 FE—4-(4R-3, 4- A g mkipk—5 - FL L ] -4- =5/
R b Ok B (520mg , P2 2£70%) sHPLC,Waters Symmetry Cis,b5um,3.9 X 150mm,
ImL/min,240nm, 7E5%- 80 5 , A10/90 CHsCN/0.1 % HsPO4KE & %295 /5, 15 45min, 6. 70min
(98.3%) ;mp,236-238°C ;"H NMR (DMSO-de) 82.17-2.21 (m, 1H,CHH) ,2.59-2.88 (m,6H,
CHCH2, CHs) ,4.95-5.12 (m, 2H, CHNH) ,5.26 (dd, J=6, 11Hz, 1H,CH) ,7.36-8.05 (m, 7H,Ar) ,
9.12 (t,J=5Hz, LH,CHaNH) ,11.05 (s, 1H,NH) ;'*C NMR (DMSO-ds) 620.82,23.28,30.60,
42.28,56.55,117.66,124.19,125.56,126.28(d, Jor=1Hz) ,128.66,129.48 (q,Jcr=
308Hz) ,133.97,135.91,136.81,140.50,148.52,154.85,161.10,165.28,169.54,172.63.
LCMS MH=505 ; C23H1oN204SF3+1 . TH2Of # i 4f : C,51.63:1,4.22;N,10.47:S,5.99;F,10.65.
SEJIME :C,51.34;H,3.97:N,10.33;S,6.25;F,10.68,

[0424]  5.595E

[0425]  5.59.1PMBCH [ TNFa I il &

[0426] JEiIFicoll Hypaque (Pharmacia,Piscataway,NJ,USA) 25 & 5.0 3Rk15k H 1E 7 4t
A I A1 JE L B A% 40 e (PBMC) o ZE 8 A 10 % AB+ ALY (Gemini Bio—products,Woodland,
CA,USA) .2mM L-AZHif. 1000/ ml HH Z M 100ug/ml 455 %= (Life Technologies) [KJRPMI
1640 (Life Technologies,Grand Island,NY,USA) F1 353240,

[0427]  J4PBMC (2 X 10°4H ) £ AR ££ 96 7L F )i Cos tar 2 45 354K (Corning,NY,USA) |, —
=13 FHLPS (G H Salmonella abortus equi,SigmalH 3 51-1887,St.Louis,M0,USA),
PAIng/ml (29K BE , fEAAEAEBAZAEAL G WIS, LA B o 4 4% B 3R AL 1k & 903 T-DMSO
(Sigma) W, FEAEAE AT 2RI ARG SR 3047 1 — D R0 T A D58 H 1) B 24 DMSOIR B2 AT LA Ky
£0.25% o TELPSHILZ B LN B AL A N gl rh R )5, 7E37°C R, 785 % 11 CO2 1 K 41
M35 5% 18-20/Ni] , S8 fF U BE 3 Wi, A% 2 2580 8 , JFilId ELTSA (Endogen , Boston, MA,
USA) M52 HETNFazK - o FHAE S MR [0 VA L ST il 2657 & - I B v B8 T Coo , R SE THER 22100 % , JiG
HN0Y% , R AF R (GraphPad Prism v3.02) o

[0428]  5.59. 2T4HARAY TL-2FIMIP-3a: ik

[0429]  {ERE/N10emfAH LG M, 451 X L0PPBMCIRN 10m ] 58423555 4L (RPMI 1640, ¥
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TN 10 % HKGE AR 24 LT L 2mM - 2 BERG . 100U/m1 5B R A1100ue/ml 555 ) , HFAE3TC
N, 7E5% I COo s 3246 vt 15 3£ 30-60 7 B, [ PBMCHAL A WG BE B K% 40 0. . P RS SR FE B B 32 M
PABR 25 FIF A AR NG BEPBMC o 6 £ 1 X 10%9E I BEPBMCAE A K #1314k (Pharmingen) FlDynabead
(Dynal) V&&WHEAT k£, R AL T4 - 0. 3m1 28 2E 50/ NR TeGRR L 150145 -CD 16, 15ul$i-
CD33.15u1#1-CD56.0.23m1#-CD 19%k.0.23ml4-HLA TIS8ERM5611H51-CD 14%k.7E4°C
T A AR /SRR S b R 30-6043 B o 48 FDyna L RE A4 A Tk H R 2 AL T
TR A M HO A A e LA e ER N 2050 %6 [ T L, 87-95 % [ CD3 s

[0430]  FH100m1/4L, & H HL-CD3PTAROK T3 50g/m (FIPBSTE Wi AL 4% 96 —FL i 2 4185 3%
B, 737 C R 85 773-6/N8 5 2R S ZE NN TEN A 2 B 2 BP FH 10011 /FL5E A5 R 3 e i VU Ik 7R
[ JEC 2H 255 3296 —FLAR 5 Ak & W B 2 i 2 IR FE I 20 6% o I IR JE N 211 0um £ &
0.00064um 5 A< A B AL 40 AP0 LOmMAig i A= 3 DA 1 2 5086 FERR R , 3R A3 S AT 200um7E
2% DMSOH¥] 20 X # BV, 2R i LA L - 56 B2 B 2112 %6 IR DMSOH o LA 1011 /20001 3537 2 (1) &
ANEAED 132101 % Y B L DMSOIR i o 7537 °C .5 % 1] COo P 4 15 F- M 55 7% 23K, B ELTSA
(R&D Systems) S HT 1B TL-2HIMIP-3a 5 TL-2FIMT P-3a [ ACE AR AL i e -— B &
AR SR AL B WA AE R P2 A =, I8 HAF B MR ) L ST ih 4655 & - I it 5
FCso, PR B TR E100% , JEFH0% , FL Al AL Z (GraphPad Prism v3.02) .

[0431]  5.59. 341 I HE I

[0432] MDeutsche Sammlung von Mikroorganismen und Zellkulturen GmbH
(Braunschweig,Germany) 3R 1541 iy Z&Nama lwa MUTZ-5F1UT-7 . MAmerican Type Culture
Collection (Manassas,VA,USA) 3R4340 M0 RKG—1 . ££ FF A3 4l e £ P, 38 3k *H-Ma 5 19 48 A\ Bt
TN I 2 0 3 B 25 2 R B R I

[0433]  DL60004H i/ FLKs 41 B Bl AR AE 96 —FLI 35 = B  7E3T°C T, 755 % CO2 [ HE T 5 5%
FErh, LLZJ0. 25 % DMSOR e 8 i, F#9100.10.1.0.1.,0.01.0.001.0.000 1 F10umf¥) 1k &4
Y M FAL R 72/, — R = A SR, 10 AL N — U B I (Amersham) , 7E37
‘CF, 7£5 % CO¥ MR IEEE F=F6 P L K Al M B 15 776/ o A5 FH 40 B USc£R 25 (Tomtec) H 41
KA UniFilter GF/Cit MR (Perkin Elmer) b, fiZAR Tk % . i AMicroscint 20
(Packard) (2511/4L) , fETopCount NXT (Packard) H1 73 #r AR o 45 25 FL vH 201 73 8 ol 3 B
H = A0 EE AL FEATDMSOXT HE (0 %6 #1) HEAT bRt Ak e v S 4 B S B i i 1 9 8. A2 =
ANPRST R EE F , 7EAE PRI 2 I 8 AR A o 18 FHAEZR PR 0] VT L ST il 28 57 & I B2 T
H R % 1Cs0, [RETAERN100% , JEEHN0% , A VFA] 28122 (GraphPad Prism v3.02) .

[0434]  5.59. 44 PTIE AN G B 15

[0435]  FHDMSOEK — & & 1A K BRI AL &4 Ab #E Nama I wa 41 g 1 /N, 28 Ji5 A 10U/m1 19
Epo (R&D Systems) 3078 . il £ AN MU ZAE =4 , FHEpoSZ ARAD AT S % Ui B v BT JE
1+SDS PAGE4) & . FiAkt . phospo—Akt (Serd7385 Thr308) EEEE{k.—Gabl (Y627) .Gabl \IRS2.
WIBNE A FIIRF-1 AbIRE S IZ BN 7L, 3118 A ImageQuant 4 Molecular Dynamics) 7F
Storm 860Imager F4#7.

[0436]  5.59. 528 J& > #r

[0437]  FIDMSOBE — 5& & [ A% & B R 1) 4k A 47 b P 41 B 3ok 44 o W40 fhll i e 110 5 2, i
CycleTEST PLUS (Becton Dickinson) HEAT 2 Md S HARAL PRI IE e th o AR 5L €4 )5 , 138 FModFit
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LTHAF (Becton Dickinson) JEiTFACSCaliburifi =240 M3 2 Hr 4 i .

[0438]  5.59. 640 H - Hr

(04391 FEAS[RI I ) 53, FHDMSOBY — & & 1 A B R L AL & V) AL 3 41 g, 28 I FH ISR
HE-VHEEZ MM BD Biosciences) ¥k IR E 1 -V4 A& & A ML A E (BD
Biosciences) ¥ 4N Mo Es 7210581 o i VR RN Moo 0% Bt b o

[0440]  5.59.75 N RBFIIE

(04411 340 il 3 7 (00 U8 B 5, Fldng AP1-%¢ )% % (Stratagene) /1 X 10°4H fg Ff13ul
Lipofectamine 2000 (Invitrogen) 3 7% YiNama lwa gi iy . 78 56 4L 6 /N i, FHDMSOEE — 58
S AR R HE R4k S W b R 40 M o A FH 2Ot R G RLAR S BN R A (Promega) 58 ¢
HEGEPE, B AT (Turner Designs) SRIIIE

[0442] 1 b B i A% % B I St 77 S XA FH T2 8], ASUAE FH O S B0, AR STUEEE AR 0k
IR, B35 1 B 08 6 8 BARAL S MR R VARV 22 25 R o i I S 2 [R] AR A N
FEA BRI SE R PN 5 45 BT B O BUR 22 2R Friei a5

[0443] AR S E I ATA LR LR R H AR BT AEN 2 BINA R B A H i
[RATART 228 SCHR 51 B R ACA X B S8 SCIE AR IR H R S E R R
BRI EE R 5 5 17 Ml PR A AR Y (1) 4 S o
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