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3-HiE,

[0222]  2-% Hk-5— (4- R -1 -F B3R Rk -1 H-ME M 3 [3, 4-b] MEIE —6—3%) R F IS
[0223]  4- (4— & FF L —1-FF -3 2E S -1 H-TL e 3% [3, 4—b] Mk iE —6-3) eI

16
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[0224]  [3-(4— P -1 —FF JE 328 - L H-nth M 3F: [3, 4-b] mbig—6—3) 28] —F i,
[0225] 22— JE-5— [3-FKJE-1- (2-WRME-1-FE 2 ) —4- =B -1 H-AE M 3 [3, 4-b] mLig -
6] RFIE

[0226]  —HAJE {3- [3-IRHE—1- (2-WRME— 1~ £ FL) ~4— =5 FF S 1 H-L ik 3 [3, 4-b] M mg -
6-Jk] KL} %

[0227]  2-FH-5-[4- —H F H-2- Q- HEH L) -2H-ME M JF [3,4-b] mE e —6-3E] 2R
HiE 5

[0228] 25— [4- FF H-2- Q- Mk-4-JE 2, L) —2H-ME R IF: [3,4-b] Mbmg -6-3&] 7K
HiE s

[0229]  2-ZJk-5-[4- R H-1- Q- A L) -3 R F-TH-ME M I [3,4-b] ML R -
6] R IE;

[0230]  2- (2-MEMbk—4—JE 7, 3) —6— (3P Wbk —4 ik R L R —4— = 350 AR B -2H- 1L ik 3 [3, 4~
b] MEWE 5

[0231]  —H 3 (3-[1- Q-Tmk-4-3E 2, 3E) —4- =P FL—1H-ME e 3 [3, 4-b] ikng—6-3E] %
A i s

[0232]  5-[1- (2-MEhmk—4—Jk 2, 58) —4— = J— T H-ME e 5 [3, 4-b] Mt g —6 -] Mt g —3—-H
JIFs

[0233]  5-[1- 2-MGmph—4—JE 2 FE) —4— =35 -1 H-ME e 3 [3, 4-b] Mt mg —6—Fk] MRk i s
[0234] 2 FE-5— (2-FF 4= H FE-20-1E M 3F: [3, 4-b] nkie -6-3%) A H i 5

[0235]  1—FEJ-6— (3-MEhMbk—4—JE FE B OR ) —4— =30 A - T H-E W 5 [3, 4-b] ML s

[0236]  2-%(FE-5— (1-FF 4= HF S&— 1 H-ML e 3% [3, 4-b] nkie -6-3%) K i 5

[0237]  HASL [3- (1-FF B4 =FF FL-1H-IE e IF [3, 4-b] Mk e -6-%) ZRIE] i

[0238]  —HEJE [3- (3R HE-2- TN B4 =95 A -2H- ML M 3 [3, 4-b] Mbie —6-3%) TR L] Jix s
[0239]  2-%(JE-5-[4- —H F H-2- (2-WRNE-1-FE 2 3%) —2H-ME e JF: [3, 4-b] ML me —6-JL] 2%
HE 5

[0240] 2% E-5- (4— 5 -3 uE —3— - LH-ML e 3F: [3, 4-b] MnE —6—J%) 2 i
[0241] 2% 55— (4- 5 H—2-TH B -2H-1E e 3F: [3, 4—b] Mk iE-6-3L) %

[0242] 2% JE-5- (4— — 5 H-3-NLngE —4— LT H-E e 3 [3, 4-b] M me —6—JL) 28 H %
[0243]  1-FR A6 (3-NGMpR—4 I B DR ) —3 - g -3 —4— = U FF - 1 H-Mp e 9 [3, 4~
b] HEME 5

[0244] 2% JE—5- [4- 9 H:-3- (3-F AR L) —1H-ME M 3 [3, 4-b] MEWE 62 R F IS
[0245] 2 F-5— (2-TAFE—4- =5 B FE-2H-1E M JF: [3, 4-b] b ig —6-3%) R H i

[0246]  6— (3-NEybk—4—J Y B ) —2- P -4 = 3g FP = —2H- ML e 5 [3, 4-b] MLRE s

[0247]  —HIJL [3- Q-TAFE-4-=& F FL 201k 51 [3, 4-b] g —6-3%) K] i

[0248]  6— (3-MEMpk—4—FLH JE R IE) —1 TR FE—4- =5 FE-1H-ML e IF [3, 4-b] AtLRE

[0249] 66— (4-FRA 2K L) —1 - -4 = F0 R S 1 H-ME e 3F: [3, 4-b] ML

[0250]  5-[3- (B-F4 RAE) —1-H B4 = FF 2L 1 H-ME Mk 3F [3, 4-b] Mb e -6 -] mk e -3
HiE s

[0251]  3— (3-FA R AE) —1—FF = —6— (3- M Mph—4 - AR B O ) —4- =3 - L H-HE e 5 3,
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4-b] MERE ;

[0252]  {3-[3- (B-F 4 AR3E) — 1 -H J—4— =L Y AL~ 1 H-ip e 3 [3, 4-b] mb g -6 ] JK 5L}
TR

[0253]  3— (3-FRAE R IE) —6— (4-FF A 2R ) —1 - 4= A -1 WL e - [3, 4-b] ik .
[0254] N4y DL B4R E R FHACDLABS 10.0ACD/ iy % 84 (Advanced Chemistry
development) BAutoNom#3%ff (Beilstein Informations system) , {245 TUPACHT %4121 44 o
[0255] 7R SCHYSCA , ARE “CRI L (P) 7 FeRE & S 78 & st #2 vh AR 37 OB 7 B B 1]
W IR B , HIRAE G B Ah TR EEHT AR Rl e BE I RN T B R I 1 28 ] o AR A A R AR 3
AR 37 VA S22 HLE R AR P 3 7] (Protective Groups in Organic
Synthesis) ,GreeneZE, 83k (John Wiley&Sons, Inc.,New York) 45 H .

[0256]  FRPEA I, X (D AW T IR R T

[0257] =X (IV) AL A9 A RaR 7 22 [ —CPa ) Ji 3k SCik HP O R0 5 v B 2—Z SR ik (TTT) A
4,4,4-=F OB CERER (11) , MR 24k 2 % & (Polish Journal of Chemistry),1983,
57, T8I HEIA I ik [ By FE R4S o

() (8] Ny e A
} S i\
. o A
[0258] Et‘o-’u\/u\-cr:& * ) N s I . N

(I') ) (iv)

[0259] = (IV) tb-& W04 R 36 7~ —CHF o 2k [ s 388 1 5 Riy T 48 3 B AHABL 7 V2% F 2— 2 kb i
(111) M4, 4- LBk 2. TR BR46 5 F A5

RZ
e 0 N ity p
) A
[0260] EtOJ\/U\CHFQ * Qﬁi N |‘ N
HN HO™ N7 N
(1) )

[0261] A RoFRINFLE [ -CHF o BY ~CF3f 4k A 430 (XT 1) I AEPOCTsHIAZAE T 4 HL R R IR
%—CHszz—CFsit (V) A FAFEA

[0262]

) xin

[0263]  H o RoZFR IR FEF -CF3 HR3 R 2R EL 1 20 (V) AL A9 ik SCiik b 2 50 7 i B 3-8
H—1TH-ME -5 (V) F1Z. 34,4, 4-=m-3-FA AT BRES , #& M = k22 2% & (Polish
Journal of Chemistry) ,1983,57, 789 fEIR M ik MR FEFRE

18



CN 104114555 B w Bg B 11/43 7

o R, Ph
o 0 A 4
A, . C .o
[0264]  Et0” cr, * N P
N HO™ N7 TN

n V) Vi)
[0265] eI —CHF 22 A1 (¥ 3K (VI) AL A Wi 3ot -5 i I #6048 B AL V25 b 3 2 - 1 -
ML -5- (V) F1Z, 564, 4- -3~ T IR IER 3RS
[0266] Ty g1 23 T 3R (D A G W, P RoOANETE X, HRo IR JH -CFa Bl -
CHF2.
(02671 J5%1 OrikD -

[0268]
R, R, 5
T N < ,\,F;
HO” SN N N > {
vy Vil (sl ) 0]

[0269]  fi5X (VI) LA WAEPOBR I ATAE N 4 32 AL I B, 3R1F 30 (VID) A &4 A (VI
WEMAERS E B PRIAFAE T A2 el ) 8L, 3RAF20 (VITD a1 (VITT) #2 B Suzuki
RIS, FEAE AL ) BO A AR AT A2 AE T , 5oL B AR 75 R A R AT A= M) B R A R B B 2
77 SR BE N, 3R G20 (D) A - 2 (D) (L A sz AR IO, 3438 (D 1 &9,
FErP R AT 5 S HRoR 7R #]-CFaBl —CHF 2.

[0270]  WAFIE ML (VIT) A& W4 BE Suzuk i 4B BBV , 78 ST 40 75 L T A7 A4 RN ) A7 AE
™, S IR AN ER B A O B A AR A B B IR T B 2 7 SR A R B I B, BRAF K (D A&, H
HRATHT 8 X, H R 7R JE 4] -CF3 B —CHF 2,

[0271] 22 73R (D B EE, P RARA AT 2 X EBEAMFEEREF.
[0272] 52 (J7iK2) :

CE, CE, O
—_—
=3 N
TR, T ONR;
o N AR
Bir” N7 RN N

o0 0
[0273]

[0274]  f#1 (VI D) 1b & AEB AN R X1 s A AT AR D AFAE N 52 KA S b, /4530 (X)
ATED AW AE ) XD A5 5 42 B8 Suzuk R IPEZ , FEER AR FO AL A4 AT
FAEN , 5N BRI 2% 75 3 B BR 177 - 1 B o T e 1 B 4% 5% T R s e s, 3715 8 (D fb &
W, Horh Ry IR T 5 o
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[0275] 7 R3EI T IRER (D L EWR &R, Hh R R R FE [ -CHF 28% ~CF3 H R AIR4 201 BYF
&, BRReRRN AR F 4o
[0276] 553 (5ik3) :

R, R; R,
3 - A N
| N | = —_— N-R,
RN N ’ S B,
o N7 N o N7 j Ry” N7 N

[0277]

2
R NN

g \
@ R

[0278]  ffizl (XIT) b &W1E K Ra-Xpd LATEM AR AE T L 32 e b e B, 3Rj43 20 XTTT) Al
XIV &Y AT XITD M XIV) 4S5 5, iR Suzuki (RIS  FEAE M AL 5 BOA A4 A
B AR BR B ) A7 AE T, 5 AR B R B 2% 5 FE N8 A A= 40 B O 0 e s e e o7 B O B i s 1, 3R
530 (D LAY, HrpRoR IR B -CHF .5 ~CF3 HR1 AR AR 52 X o

[0279] 7 RAZI T HRAX (D L EWIERE, H P ReR R H: 7] -CHF 28 ~CF3, Re R4 R R &
JE?HR&DE@%X

[0280] EXLVRISOE
R,
0, — G — 2
[0281] Cl/[lj:ﬁ\ . _\Nl m,N
(xV) V) (vt

[0282]  ffix0 (XV) (b & WTE R Y R B PIIAFAE N &2 e [ b, 374320 XV L &9 o fH20
XVD) tb &4 , #% B8 Suzuki {8963, 7E A AL ) AL AR FIBR I A7 AE R 5 55 2R BB B 2% 55 3L 1
FR AT P B R R R Bk 2% 75 SR IR R S Nz, 3R19 58 VID AL &9 AR JE K XVID b &9
257 AR N, FR1F 0 (D) A1, o ReR IR 3 [F]-CHF 2 8% ~CF3 HR 1T 52 o

[0283]  HRSEIL T FHFA (D) AW IERE, H PR R HE [ -CHF 28K ~CF3 H.R1  Ra FIR4 41
BT S R FIRR IR &R F4h

[0284]  J7 525 (J5i55) :

20
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[0285]
R, R, | Ry | R, i -
/CI‘\,N ‘ /C\l/L/\%N R | N'N ’ A \NIN Ry — « \N‘N-R“
NN N (ol VF oSS LA
c H e NN N
&) XA {xi%) ) »

{1
[0286]  {fizl (XV) 1k & AEN-TAR IR AW W i A7 AE R 52 AL s B2, 3R15 K (XVITT) 4k
G AREEN XVITD A A 7L R X AT M IAFEAE N E32 e b B, 3/95 5K (XTX)
HTXX) AL A48 2 (XIX) A1 (XX) AL &4, 3 B8 Suzuk ABIECE , ZEAT A4k 77 O A7 74 RN 1) 77
12T, 528 R B 2% 75 2 0 R A3 A 4 B30 0 1R I B % 2 W B I e 2, 3R 73 2R (XXT) A
XXTD A AF N XXD) AT XTI A5 5, B4 Suzuk i fHICIE , FEAR ML 7] BT A7 44 A0
TIAFAE TS , 5 2R BN ER B 2 0 O R A= W) B N e T B8 o o R s S 2, 3R 75 X (D) fk
AW, HorbRoR IR FE ] CHF 988 —CF3 HLRy Rs FIRAWTRG 5E S, (B AR A JFE .
[0287]  J7&6 2T 1 R (D WAMRIEE , H AR 7RI 4] -CHF 2 8% —CF3 H Ry AR 1 Ry
5 S HAEFEE R F .
[0288] 556 (J51%6) :

[0289]
R, | R, i Ry R, R, R, B R
A5 P | ; o 4
- o : 2 N,
« | NIN. — - [ 4 | b 5 - | N ‘E — N
cl NT 0 o ST TN e N Nk\F’ RSN RN p\{H
DRV e (XKIV) (XXV) 0!

[0290]  fiisX (XVITD) (b &R L FAPRIAFAE T A2 e N, 3R 15 XXTTD A4
fis XXTID) &, $2 B Suzuk i RV , 7R AL FLAI AR FITRN A7 E T, 5 R B B 2R
7 0 R A7 AR W) B R B I B B o o R A IR B S ., BRAF 3K (XXTV) (A4 AT 20 (XXIV) A&
W, ¥ B8 Suzuk AR EVE , AEARMEEAL ) BCA AR FAIBR I AZAE T , S5 2R IR B 2% 75 RN R T A
BRI R BE B 2 75 FE AN ER liE s B, FRAS 20 XXV AL &9 28 5 X XV AL & 32 R 37
N, 3R1F 5 (D AL &9, Hor R 7R 2 [F] - CHF o B ~CF3 HL Ry AR I HIT 58 S, BRRs IR R R E i+
Ak

[0291] 7 R7TEI 7 IR (D WA T, FFRWIHG 2 5 B FE ] -CHF28(—CF34} , R3
FIRLTHT E o

[0292] 57 ONET) -
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R, GOOMe R,

A o O R, R;
Ry ; Z v '
W S S S I & G
HZN,- ]iA o R1 I\{ R1 [ N
Ry ’ R,
(XXVIY XXV (XK1Y (1)

[0294]  ffizl (XXVD) fhA £ 52 530 XXVID fLA YA L2 A TR R BRI 46 & IORE , 3R
350 XXVITD AW 5 XXVITD) 4k A4 52 Bk I b sk DA RZER AR, 3/15 20 (D b 54,
FHor R WTRT 5 S, B3 52 ] ~CHF o35 ~CFa 4k , HLR1 RaFIRa B R & X

[0295]  FERTUGHI 7 2, WAL AW R AT T4, 24 B AT 48 T V2 A AR iy, AT
7 R A5 B R T Sk o 5 B30 T 4 R O o A (1) 7 R B AU R AR N 51 2 B ) 7 v A
o

[0296]  HRHEA & B 55— T 1, AR B I 32 A 2 i e SR (TD 2 XXVITD b &
Yo XAl A FIE & Rk (D A a4 .

[0297]  Fifi J5 I SE A9 R IR T R A I BH (1) FE 4 55 ) i 48 o 3 AL 52 it 451 A e PR | A i A
T AA AL 25 461k BH A R B AR FH o B s 0 A G I S e R R v 45 HE G I, L8 461 0
BT AR B VT 2 A P A 2 25 R A 28 14 o

[0298] A BHAE TS STEA PR B 28 4] B

[0299]  ff &l 1 : 7E B DFGF-REEHL A BLAEFGF-REFE HLANK) 47 42 T LAFGF-2 il S (¥ HUVE C4H g
IR I Al (P8 IL%E (pseudotubules) K ) o

[0300]  ff ] 2: 75 28 JE ML 5 AR Bl AR 28 FR FGR-RAE HUAI T B2 Bk 12 () ZE B (1) 52 82 B0 e 4T
T RLLGR GURD 1S RS2 .

[0301]  fEH] T LA 485 Mz iea.

[0302]  AcOH: Z. 1%

[0303]  PTSA: i FF I 25T iR

[0304]  DME:Z —F% Ik

[0305]  DMF:N,N—— FF B Y i

[0306]  DMSO: — FF JE VA,

[0307] g. %%

[0308] (M) Hz: (JK) 2%

[0309]  mL:ZEFF

[0310]  POBRs: VR LR IR R &1

[0311]  TBAF: Y T L Abix

[0312]  TFA: =

[0313]  THF: PUS kiR

[0314] 7R Jim I S it 451 -

[0315]  -NMR“%r#fr#EBritker Avance 250MHz,300MHz,400MHz and 600MHzHL#s Fi#H4T . i
FREALIREEE (1H NMR) , 01 R Brid , 5% FIDMSO-d6Ug £ 2Lt , 7E400MHZ BL600MHz T 7 DMSO-
d6 it A B HE 5732 (ppm) RN TSRS SRR T : s =Bl ; d= X E
W 5 t = = H UG s m= 5T B TR SR s H=JJTF O T8 %% S i 44, VORI Him 473 Jt) 0 3 222 1) BRIk 222
() SEAAEMAImARIT) o
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[0316]  —J% fifFBiichi B-545#17% F &,

[0317]  —fai& s #rfEAl liance 26958148 L#EAT (UV:PDA 996 ,MS:7Q (& % ¥ Quad) 7Q2) ,

Waters UPLC Acquity (UV:Acquity PDA,MS:SQD (fa] 5 f]Quad) SQW)

[0318]  sZjifaffil : (b E446)

[0319]  5- (4~Z H BEFE-3-Z I~ 1 H-ML e 3 [3, 4-b] ML e —6-3%) —2-9 2K FF iR

[0320] 7R ARIIEMEAGR N T R M AR5 EHE TP om0 . SM 3- 2K 3~ 1 H-iL e -5 - i 7
ZBEEH SR IMNSm L0 . 3MI¥) 2~ 985~ FF Bt 2 2K FF BRAE £ 5 Hh K VA VR RN 1 . Smmo 1) 2, 5
2 AT IR ER N & B B YRR AE 75 C R L R 18/ B £ (capsule) FFT60°C4k 4L
TNFRAZNES o R FE 1 S SLLE A 98 TR 48 o B A ) A0 5 A v DL TN PP B v 1 9 U 40

SRIGHB AP T80 C ISR, SR 5 I 5 iR 48 o Sl 7E C- 18 S df Ak i A )2 M 4lifb 5, B 2
5 /H20/0.1% TFAVR & 0¥, 13 2123 . Tmg R T

[0321]  MH':377

[0322]  'H NMR (600MHz ,DMSO-ds) :614.10 (s, 1H) ,13.43 (s (broad) ,1H) ,8.79 (dd, Ja=
7.2Hz,Jp=2.3Hz,1H) ,8.50 (m,1H) ,8.14 (s,1H) ,7.87 (s,1H) ,7.80 (s,1H) ,7.70 (dd, Ja=
7.8Hz,Jp=1.6Hz,1H) ,7.51 (n,1H) ,7.46 (m,2H) ,7.41 (n, 1H)

[0323]  SEjifafs2: (fLA438)

[0324]  6- (4-ZFE-3-FF AL — [ H-ML M- [3,4-b] L me -4-H g

[0325]  6- (4—EFL-3-F S FKIL) —1H-MEME I [3, 4-b] nb g —4-F g

[0326]  [5]20g (0.12mo1) 7£200m1 57K DMF H [ 34 J—4—fiH Ok FF I o in A 42¢ (0. 13mo1)
(IR IR o 1% BT 453 9 VAR 75 Ah 5 43, SR S N9 . 4m1 (0. 29mo 1) AR R B o 5 R ML EENH)
T-80°CNA L8/ AR 5 Fl 2,12 £ BE R B o A ATLAH FH ML RO SAL A K VA TR % R B B T )2

SRFUR T A AE o R A R 300m 1 [ 351/ 2DMF/ 2L B VR A W F 465 ot o P T ) e AR 6 HY , FHVA 24

B FH O e e, ARG AR T TR AR B 12, 1 [ 44

[0327] A fE 25 ) 2g (11mmo 1) £E150m1 i) 757K 2. B H 1) 3— FR 48 i —4— i 2k 2 R 2

A1.17g (13.3mmo 1) [FJ A EHEL A1 . 1g (15.5mmo 1) [ LH-ME R —5-fi% o 4 5 L LKA 41T 80 °C
/NI R JE IR MR 4 o KGR AR VA AT 160m 1 193/ 1DMSO/ B BE VR &9+ 5 1] b A 80g
[¥)Dowex 1 X 8=4008 i o 1 S RGN T = LI /NI 88 Fe il 98 K 4 JiE FHDMSO e J LIk

SR 5 FH R B sk, B e 7510 %6 [ TRALE R B o (1) V8 Ab R 30 43 B o 3 08 )5 5 KA ATLAH 98 s

AR WG PITA37% R ) AE100m ] [ 2 BEF40m1 [#) 2,88 US4l N 300mg (1 5K o 5 I MG A4
T =R TR 150 B I g8 5 IR BN BE AN P03 B8 R Jo s ik 4 - 8 /EC-18 /%
FIRERR AR AL , A Z G /H20/0 . 1 % TEAVR-A M0 I, 19 31023 . Tmg VR T 7240

[0328]  MH':285

[0329]  'H NMR (600MHz ,DMSO-ds) : 68.28 (s, 1H) ,8.08 (s, 1H) ,7.67(d,J=2.1Hz,1H) ,7.59
(dd,Ja=8.4Hz, Js=1.9Hz,1H) ,6.77 (d,J=8.2Hz,1H) ,3.91 (s, 3H)

[0330]  SEjifafs3: (fLA453)

[0331]  5-[4- (& &) -3 KB 1H-MEME I [3, 4-b] AkmE —6-3%) —2—-F S F R

[0332]  4— (G FF 3k) —3-JK F— 1 H-Wy| i -6 8

[0333] [H]2.1g (12.7mmol) £E16m1fK1/1AcOH/H0IR S ) 2,54, 4- — F-3-FE AT I8
BeHr A 2g (12.5mmo) ) 3—2R I~ TH-IE M —5-i% o 45 e REGE A0 T-90 “C I8 18/ NI o -4 A
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WV H IR BT AR U TE BE H , FH20% ZBR/K IS MR B AR G AE IR R T 43 212 5 [l .
[0334]  MH':262

[0335]  6-i—4— (R J) —3-IR - LH-ME e IF [3,4-b] ML i

[0336]  [A]1g (3.8mmol) 7E20ml ¥ FF 2R i 4 (Cam FR L) —3-2R -1 H-Mg| k-6 B N3 1g
(10.8mmo1) [¥JPOBRs o 46 5 SLEE -4 T-90 C INFA 187N o 46 s SS9 e e 4 - BT 195 R
VB AERERE AR JEMT2EA, LA/ 1 E KT/ 2R L BR IR A B IR « 43- 2116 20mg (1 i 445

[0337] MH™:324

[0338]  5-[4- (& FF 3L) —3IKFL-1H-MEMEIF: [3, 4-b] mkig —6—J) —2—F oK H R

[0339]  7E@RARIMETESSA T M 78mg (0. 24mmo1) 7E4m1[¥14/1THF /7K IR & ¥ 16— -4~
(L) —3- 2K - TH-ME i 3 [3, 4-b] Eie H A 92mg (0. 43mmo1) [ [3- (Z L) —4-
SRORZE] HIER  35mg (0. 03mmol) (¥ VY (IR 4L A126 Img (0. 8mmo 1) (B BR 4 o 47 S5 B2 G
YT 150 °C F N6 043 % . @1 PU AT vE 228 A HLAH , FHTHRRG RS, AV AN S AL Al K
TRV I IR 48 o S AE C-18 e Al e AR JEMT4lAL T, BA 2 /H20/0. 1 % TRFATR &4
Vel , 12112 3mg 174 o

[0340]  MH':384

[0341]  'H NMR (600MHz,DMSO-ds) : 614.31 (s, 1H) ,8.76 (dd, Ja=7.2Hz, Js=2.3Hz, 1H) ,
8.47 (m,1H) ,8.04 (s,1H) ,7.67 (d,Ja=7.9Hz,2H) ,7.51 (n,4H) ,7.33 (t,Ja=54.6Hz, 1H)
[0342]  SEjifafs4: (A4)56)

[0343] 29 —5- [3—RH—4— (ZHHF FL) —1H-IEIeIE [3, 4-b] Mg —6-3L] 2K F IR

[0344]  3-—JKIFE—4— (=R L) —1H-MEME I [3, 4-b] ML me -6

[0345]  [f]2.1g (11.4mmol) £E16mlf¥1/1AcOH/H0IR S ) 2,554, 4, 4-=F-3-E/ T
FREG R It N 2g (12.5mmo 1) [ 32K Fe—1H-IE IR —5-F o 5 S S0 F-90 °C N1 878k o 47
Ve HN IR P AU 8 5 20 % SRR ZK VBB B IR JG FE R0 T T4 453112 g [ 8] 448
[0346]  MH':280

[0347]  6-yR-3-IKHE-4— (ZHF ) —1H-MEMEIf [3, 4-b] nb e

[0348]  [i]1g (3.8mmol) £E20m1 FF Z<rp () 3- 2K J—4— (=5 FF AL) — 1 H-mE e 51 [3, 4-b] nik g -
6-FE I3, 1g (10.8mmo1) [¥JPOBRs o 4 e BLZE S 4T-90 °C JINFA L8 /INI o 4 J5 B A - ik s
AR G L FERERR AR E M 4liAh, B4/ 1T bE/ 2R L BRIR A VD It - 45 21 338mg [T ] 44¢
[0349]  MH":306

[0350] 24 —5- [3—KH—4- (Z /L) —1H-IEMeIE [3, 4-b] Mg —6-35] 2K H R

[0351]  7EEAMIME SRR, M103mg (0. 33mmol) 7E4Am1 14/ 1 THE /7K IR &9+ 1611 -3~
IR A— (R ) ——1TH-ME e [3,4-b] b e A 187mg (0. 88mmo 1) (1) [3— (ZZH kL) -
A= K] HIER 4 1mg (0. 035mmo 1) B PY (Z 2R B 4L A1293mg (0. 9mmo 1) FI ik BL 6 o 1 s 152
NPT 150 °C FIREE INFA60 43 B o T 4 e AH YL 43 25 H B HLAH , FHTHERG B, FH AN &4k
B K VA TR % I E IR TR A - FITAS 5% A Wl i 7 C—1 8 S kA e B A 2 A didk , A 2L /H20/
0.1% TFAVR A WD Be i o 45 BT 43 [E 48 75 1/ 1DMF /NaOH (IN) V& &9 Pl 913+ T 2\l T Bedk 1/
i o 33k 7R C- 18 AHRE RS A E M 4L f5 , A 215 /H20/0 .1 % TFAVR A 903 I , 43 21 34mg 1)
T

[0352]  MH':402
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[0353]  'H NMR (600MHz ,DMSO-ds) :614.51 (s, 1H) ,13.51 (s (broad) ,1H) ,8.80 (dd, Ja=
7.1Hz,Js=2.4Hz ,1H) ,8.51 (m,1H) ,8.17 (s,1H) ,7.51 (m,6H)

[0354]  SEjiffsi5: (fA4061)

[0355] N, N-FJE—4- [3-TR—-4- (U ) —1H-ME e [3, 4-b] Mbng -6-2&] K%

[03586]  6-JR-3-II-4- (ZHFFIL) -1-{[2- (= F Heakfedl) 28] AL} -1 H-nE e 5
[3,4-b] Mg

[0357]  FEZE AN T, T, [10g (29mmo1) [ 7E100m1 JE 7K DME H1 1) 67 —3 -
Sa—4- (ZRF L) —1H-TE M [3-b] mEmE v, AT . 3g (43. 8mmo ) [ [2- (& H 6 AL) -2 3]
() REBEANG. 11ml (43, 8mmol) [ =7, 3] o 1 I SLIEE APt 4 27N B8 I 7K K it - 7K
FHH 288 B ZE B TS A AUA 7K s , S BRI T 160 8% i U s R 4 o 43 i 49 8 2yl is ok
FERERR B RN AL, DA BT/ 2R 2 B8 IR A e i A3 3113 3g il ot it

[0358]  MH':472

[0359] N N-HJE-4-[3-RE-4- (CRPE) -1-{[2- CRERGRE) CHHE] B -
TH-IE e 3 [3, 4-b] Mk e -6 -] K fix

[0360] 7B ARIEESA TIA0.4g (0.85mmol) FLEAm [11/1DME/HoO08 &40 (1 6—1R —
3-FKFH-A- (ZRF L) ~1-{[2- GSHF RS L) 2] 3L - H-nE e (3, 4-b] ntbie Hon
AN0.168g (1.02mmo1) [ [4— (AR EZ L) 2R WlZ 0. 63g (2. 54mmo 1) IR £ — /K &4
A119.6mg (0.02mmo 1) [ VU (ZIRFEBE) £ S BLEE A T-150°C A #1558 o 1 I B2
BEA-WD KK SR 5 FH 2R 2 B AR HL A LA 220 IR AN T 480 SR i Bl I 4 o 5 AR R 0
W AERER BT E A aiAk, L BEke/ SR B iR S B M - 19 21 380mg 1) 2 11 1] 446

[0361] MH':513

[0362]  J4i i:98°C

[0363]  N,N-=HJ—4- [3-IRJE-4- (R ) —1H-IE e IF [3, 4-b] ik g -6 —FE] 2R i

[0364]  ZEHS SR N T 151 0.38g (0. 74mmol) [N, N- - FF HE—4- [3- 2K —4- (ZHF
) -1-{[2- (EF kb dt) 2 52 3E] B3 - 1H-ME e 3 [3, 4-b] kg -6-3%] 2K in A
3.56ml (3.56mmo1) [FJIN TBAFETHE 1 (R 3 o 1 S BN ) [l i 8 /NI, B JN N Im1f¥ IN
TBAFLETHF VAV » 4k 82 IN S /INI) o K b 20 U8 T 42 = R OR T 5 e S 38840 FH K K i 5
B R G TR AR AEH0/ B BEEVR S W) HP US4l o BT A9 0 98 5 FK PR JR 7R R T-50°C
T 187N o 15 31 26 0mg 1) 25 12 [5] 44k

[0365]  MH':383

[0366]  4& &:227°C

[0367]  'H NMR (400MHz ,DMSO-dg) : 614.16 (br.s.,1H) 8.14(d,J=9.1Hz,2H) 7.96 (s, L H)
7.44-7.54 (m,5H) 6.85 (d,J=9.1Hz,2H) 3.03 (s, 6H)

[0368]  SLjifafs6: (LAH57)

[0369] 2 J-5-[1-F B3Ok E-4- (R A —1H-ME M JF [3,4-b] Mk e -6 -] 2K I
[0370]  6—R—1-FF -3 k-4 (= L) —1H-ME e If [3,4-b] nE i

[0371]  AEHEAREHEAAT , TEHE, [10g (29mmo 1) [ 7£200m1 o /K DMFH [ 6—7R-3-2K
Fe-4- (ZH P L) —IH-MEME I [3,4-b] HEBEH, fIA2. 18m] (35mmo 1) ML FF LEH14 . 8g
(35.08mmol) FUBREREH o K5 S NI W 12 /N AR T FH 7K K fidt o 7K AH F 218 2 B A B . T 15
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AL KB SR BN T B8 5 R I 4 o 1 BT 43 Byl g /A IR A 2 v alidh, DA
Bee/ S R BEiR S 1 217, 03g I Te thu

[0372]  MH':356

[0373] 2% JE-5-(4,4,5,5- VY H-1,3, 2- S WA -2-45) 2K i

[0374]  FEGESHIETESR A FIEI3g (19. Tmmol) f7E95m] I 45t rpt ) 2 J -5 F A F i n
AN6g (23.6mmol) f¥)4,4,4°,4°,5,5,5" 5"~ J\FFFE-2,2"-X~1,3,2- W IH.2.4¢
(29.5mmo1) FIEE RN 540mg (0.59mmol) [ = (Z W R FE A BR) — 4B F1386mg (1. 38mmol) Y =
RO S BN T-90 °C inFA 307N 8 S5 K KR I F 2088 2 Bs 25 B A HLAH &R
PR AN TR 5 D8R IR 48 o BT 15 5% A W0 75 A I R UAC gl o G BT 18- 000 B8 HH AR 5 50 C 7R I
T8/ A 22, 81 g B 44

[0375]  MH':245

[0376] 2 H-5-[1-FF B3Ok -4- (R &) —1H-MEMeIF [3,4-b] Mk e -6 -] 2K JiE
[0377]  AEG SIS PE SR T 111 250mg (0. Tmmo1) () #F4m] DMFH [ 6—JR—1—F -3 —p -
4= (ZH L) —1TH-IEmE 5 [3, 4-b] IERE F IO . 205¢ (0. 84mmo) f) 2-& -5~ (4,4,5,5-14
1,3, 2- AR FF-2-5) ZER 5 .0.556g (2. 11mmol) FIBEFR R — /K& ¥ F116mg
(0.01mmo 1) F VY (Z 2RI 4T 5 R BB T 150 °C AR #1598 4 S SLEE A4 H
IKIK AR 5 F B8 O BERE R A AU S TR BR A T 1508 I D8 IR 4 o % BT 19 5% R 0l i 75 1k
W EAEE M atifh, DLBEE/ SR SRl A DB A3 2 1 70mg ¥ 1 € ] 445

[0378]  MH':394

[0379]  J& &:269°C

[0380]  'H NMR (400MHz ,DMSO—ds) : 88.50 (d,J=2.2Hz,1H) 8.36 (dd,J=8.9,2.2Hz, 1H)
8.10 (s, 1H) 7.45-7.53 (m,5H) 6.96 (d, J=8.9Hz, 1H) 6.65 (s, 2H) 4. 20 (s, 3H)

[0381]  SZjifafs7: (LA 4108)

[0382]  2-%(JE-5- [2-F H-3-OR ik -4- (= A0) —2H-ME Mk 3F: [3, 4-b] mb e -6 -] R H fi
[0383]  6—yR—2-FF HE-3-TR -4 (Z L) —2H-ME e If [3,4-b] mb e

[0384]  FEZE NI T, T, [10g (29mmo1) [ 7E200m1 JE 7K DME H1 16— —3 %
He-4- (ZFH P L) —IH-MEME I [3,4-b] MEBEH , fAA2.18m] (35mmo 1) [T FF LEF14 . 8¢
(35.08mmo1) FITREREH K S ST Wi 12 /N AR T 7K K At o 7K A I 218 2. B A B, T 15
AN KB SR BN TR 5 BRI 48 o 1 BT 45 00t gl i e Rk R Ak E A g, DA
Bt/ SR BER S AR 212. 1g I Tt

[0385]  MH':356

[0386] 2 H-5- [2-FF B3R -4- (R 5D —2H-ME M JF [3,4-b] Mk e -6 -] 2K JiE
[0387] 7RG ES S R 1A 200mg (0. 56mmo 1) [ 75 3m1 {91/ 1DME/H2078 29 h [ 6 — 15—
0—FA -3 2R B —4— (SR L) —2H-ME M 3 [3, 4-b] HEmE A0 . 164g (0.67mmo ) ) 2-4
H-5-(4,4,5,5-VUF 3-1,3, 2- MK IA-2-F5) KA JE.0.418g (1.68mmo 1) (1) Tl i —
IKEWFN3mg (0.01mmo 1) VY (L) 41 o 1 S RS T- 150 °C R #1593 1
RIS FHAK K SR e P 2 B8 £ T 26 HL o A ATLAH 2T B B 158 98 IS 72 S0 T 2 R e () A7 A
R 2N I DE T A BRI IR G B T AR R R YA R B SN o 5 T AR D BE HE AR
J& T-50 CAEJE N T 187NN o 75 21 196mg 1 38 £ [E] 44
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[0388]  MH':394

[0389]  J& &i:295°C

[0390]  'H NMR (400MHz , DMSO—ds) : 88.39 (d,J=2.2Hz,1H) 8.29 (dd,J=8.9,2.2Hz, 1H)
8.01 (s,1H) 7.46-7.65 (m,5H) 6.94 (d,J=8.9Hz, 1H) 6.59 (s, 2H) 3.92 (s, 3H)

[0391]  sLjEHI8: (th&5488)

[0392]  2-%( k-5 [1-F H—4- (= ) —1H-ME I [3, 4-b] Mbng -6-J&] 2K F Jig

[0393]  6-&—4- (=5 FF 55 —1H-MEmEIF: [3, 4-b] it me

[0394]  7E /AR HEAUR T4 5g (24. 6mmol) 14— (58 FF &) —1H-MEE IF [3, 4-b] Rk IE -
6—FE VA i T-50m1 (I POCT st o 45 Bz N EEA T80 °C A5 /NI AR Jig v s IR 4 o Wk X W E 2
& B P g AR Ja PR R i PR S AN /K VB TR K A o SRONEEE N ) T B8 <R A5 B o A ATLAH FH K
Beisk , LR BRAN TSR S Dk He Tk 4 o 15 215 [ K £ 3] 44k

[0395] MH':222

[0396] JA&:112°C

[0397]  6-&(—1-FF -4— (ZH ) ~1H-ME eI [3, 4-b] HE e

[0398]  7EHARIEMESA TN, TEE, [M2g Ommol) 1J7E30m] FE7KDMF HH 6 -5 —4- (5
L) —1H-HE e 3 13, 4-b] HEE T, INNO.67m] (10. 8mmo1) KR B2 F13 . 5¢ (10. 83mmo1) f)
R 8 o 1 S LIRS P 1 20/ INI S8 J5 FHZK K o KA B8 < BR 25 B o FrAS-A BILAE FHZK 36
B IR AN TR AR o VR R 4 o B A8 e i AE R e BAE E A alife, DA B/ A
eI AT A3 21 . 42g 1) A Ll 44

[0399]  MH':236

[0400]  J& &i:123°C

[0401] 2% k-5 [1-FF BE—4- (R AR D) —LH-ME e 3 [3, 4-b] Mbng —6-J&] 2R i

[0402]  7E &S A4 R 131 200mg (0. 85mmo 1) ¥ 76 3m1 ¥ 1/ 1DME/H2098 &4 [ 6 - 58—
1-F -4~ (=3 ) — L H-ML e 3% [3, 4-b] mkie H i N0 . 248g (1.02mmo 1) ) 2-2 H-5- (4,
4,5,5-PU R 3E-1,3, 2- AR -2-28) 2K FIE.0.632g (2. 55mmo 1) W B BR B — /K &9 Al
19.6mg (0.02mmo1) { VU (ZIRFLBE) 41 K S LA 4T 150 °C F T N1 543 % o 4 e B
W) R ACGK @SR 5 F &R J5E 2R A ML 20 BR A T R 8 S5 98 R e i o 0 BT A9 i R e
THEH U 4l 1 BT AR VA VR AE SR TR BRI (Sigma—Aldrich) BIAEAE R R bk /NG o ik B , 4
IR IRAR N5 BT A3 5% R WAL R B USCA o 5 BT 1S D00 U8 AR U5 T-50 C 7R R 15218
/N o 43 2121 6me (1) 2 €4 [ 44

[0403]  MH':318

[0404] 47 45.276°C

[0405]  'H NMR (400MHz ,DMSO-ds) 88.49 (d,J=2.2Hz,1H) 8.34 (dd,J=8.9,2.2Hz, 1H)
8.21-8.23(m,1H)8.14 (s,1H)6.94 (d,]=9.0Hz,1H) 6.64 (s,2H) 4.16 (s, 3H)

[0406]  SEjfafs9: (LAH114)

[0407] 2 JE-5- [2-FF B—4- (R FF A0) —2H- LM 3F: [3, 4-b] b me -6 4] 2K F )i

[0408] -G —2-FF -4 (=R ) —2H-ME eI [3, 4-b] nk e

[0409] 7R ARIMEMESA T, TR, M2g 9mmol) HI7E30m] FE /K DMFH 6 -5 —4- (Z 5
) —1H-HE e 3 [3, 4-b] ML g, N0 67m] (10. 8mmo1) [ &2 F13 . 5g (10.83mmo1) ]
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TR H 4 S SLEES W3 FE 20/ NI 98 F FH /K 7K i o ZKAE FH 2 B8 < BR A5 B BT A3 BILAE FH K8
B CIRBREN TR AR o U R 4 o 1 B A3 0 i AERE e B E R alif, DA Bk / &
BeIR A 43210 . 425g 1) 25 £ [l 44

[0410]  MH':236

[0411]  J&Ai:124°C

[0412] 2% -5- [2-FF B-4- (R P A0) —2H-ME M JF: [3, 4-b] mibmg —6-2&] S i

[0413]  7EG MM N 1A1425mg (1. 8mmol) (I 7E10m1 ¥ 1/ 1DME/H2078 &4 16 -5
2—-F It -4— (5 L) —2H-1E e 5 [3, 4-b] MEmE HH N0 .528g (2. 16mmo 1) [ 2-2 2 -5- (4,
4,5,5-PUHIE-1,3, 2- S Al A -2-2) ZEH 1. 34g (5. 41mmol) IR IR ¥ 7K & A0
42mg (0. 04mmo 1) F¥] VY (Z 2RI JB) 8 o 5 S BEIE AT 150 °C FH B I 1553 o 45 s 248 A
W) FHZK K S SR 5 F S0 e ZEEL . A HLAH 28 B0 BR BN T30 I Dol s R 408 o 4 T 13 5k R 1 ik
TERERE EAEEMT 2l , CABE b/ & R FEiR A e 8 B3 A 7E &R be /IR e IR A
HUSC o 48 BT AR DTIE I8 AR S T-50 CAEIBUE I T8 18/NI o 15 31 26 Tmg 1 24 £ [i] 44

[0414]  MH':318

[0415] % &8 :249°C

[0416]  'H NMR (400MHz , DMSO—ds) 68.62 (s, 1H) 8.39 (d,J=2.2Hz,1H) 8.27 (dd, J=8.9,
2.2Hz,1H)8.08 (s, 1H) 6.93 (d,J=8.9Hz, 1H) 6.58 (s, 2H) 4. 24 (s, 3H)

[0417]  SEHEf10: (b 5H72)

[0418] 2% F-5-[4— (FF L) —1 - FE-1H-ME e IF: [3,4-b] MEme -6-3L] 2K F JiF

[0419]  6-5—4- (o ) —1H-MEME I [3, 4-b] HLRE

[0420]  [1]5g (60 . 2mmo1) K £E Z 18 /Ha07R 5 4 rh 1) 3— 2 J: AL e i A 10g (60 .. 2mmo 1) 1) 2
e, 4- T -3-EAR T BRER 8 S MY T 85 C IS /NI o A H A = IR S B TS IE R
S KRG SR G AR ™ 4 A3 27 . 2g B [ 44, H7E28. 7 (187 . 1mmo 1) FIPOCTsH i 4.
WS NEA )T 85 °C ImFA/ING SR S5 98 I 4 o Sl FERE R B R 4L S, AR L BR / FR
CBEIR AU, 13212 . 568 (A (Al {4 .

[0421]  MH':204

[0422]  6-&—4- (“F ) —1-H -1 H-IE e 3F [3, 4-b] ML ng

[0423] 7R AMMEESAT, TEIR, M 1g 4.91mmol) ¥ 7E20m1 FE /K DMFH 1] 6 -5 ~4- (=
SRR 3E) — I H-RE e 3 [3, 4-b] HE g, N0, 37m1 (5. 89mmo1) A FF 452 F10. 814g (5.89mmo1)
[T ER B o 4 S SLEE AW F1 207N 8K i B K KA o 7K AH F 288 2 R AR BT S A AILAE 7K
Velk , BRI AT 1558 S5 IRUR IR 48 % BT 45 70 o i i 7Erk B AR E A 4liqh , DL B ke / — &
B EVR AT I A3 20 7151 A El 14 .

[0424]  MH':218

[0425]  #& Ai:105C

[0426] 2~ F-5-[4— (FF HL) —1 - FE-1H-ME e IF: [3,4-b] MLmE 6] 2K F JiF

[0427] 7RG TES S R IA1200mg (0.92mmo 1) [ 76 Am1 191/ 1DME/H2098 &9 h 6 -5~
4= (R AL -1 - - 1H-IE e 5 [3,4-b] Mt i F 0. 269g (1. 10mmo 1) 2% 2 -5- (4,
4,5,5-PU I JE-1,3, 2- AN A -2 0) R H JiE L 0684¢ (2. 76mmo) R4 B2 £ — 7K & ¥ A
21mg (0. 02mmo 1) FJ Y (ZASEL ) 48 o 15 S SLEE AT 150 °C F B N 1543 o 4 S LA
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WD R A K SR Ja S e A5 B o A AILAH 22 B BR A T 52 28 I ol R IR 4 o 1 BT 19 5 R W #E THE
SN o A FITAR VA VR AE SR TR FERE IR (Sigma—Aldrich) FIAEAE T Htkk2/ Nt ok D 5 I BN
I o T FIT A3 AR D AE R B SO o 45 T AR D0 D8 HH AR IS T-50 CAEUE T8 18/
132 5g KA ] 44

[0428]  MH':300

[0429]  J& &:251°C

[0430]  'H NMR (400MHz ,DMSO-ds) :68.36 (d,J=2.2Hz,1H) ,8.28 (dd,J=8.9,2.2Hz, 1H) ,
8.16 (t,J=1.1Hz,1H) ,7.97 (t,J=1.3Hz,1H) ,7.38 (t,J=54.6Hz,1H) ,6.94 (d,]=8.9Hz,
1H) ,6.60 (s,2H) ,4.13 (s, 3H)

[0431]  SZjEf11: b 5H106)

[0432]  2-%(JE-5-[4- (5 F L) —2-F FL-2H-mL e Jf [3, 4-b] mtng -6-H] 2K F JiF

[0433]  6-&(—4- (CH A AL —2-F HL-2H-1E eI [3, 4-b] HE e

[0434] 7RISR, T =, A 1g (4.91mmo1) (I 7E20m1 Jo7K DMF R )6 -5 —4- (—
SRR 3E) — I H-RE e 3 [3, 4-b] mEiE A, N0, 37m1 (5. 89mmo1) A FF 452 F10. 814g (5.89mmo1)
[T ER B o 45 S SLEE AW F1 20/ N8 8K Jig B /K KA o 7K AH F 288 2 BE AR BT S A AILAE 7K
Bk, LRI AN TSR F IR s R 4 o 1 B 43 o (il i AE R AR AT JE A 44k, BLBEbE/ — &
FEIR AT IR A3 20 . 145 1 1 E il 1

[0435] MH":218

[0436]  J& 4:152°C

[0437] 2~ JE-5-[4- (P AL —2-FF L -2H-NL kI [3, 4-b] Mt ng -6-J£] 2K Jif

[0438]  FEGSIKETES A R4 145mg (0.67mmo 1) )76 3m1 ¥ 1/ 1DME/H2078 4470 b 1) 6 - 56—
4= (L) —2-FF 2 -2H-E i 3 [3, 4-b] Mk mg HH N0 195g (0. 8mmo 1) [ 2-% -5 (4,4,
5,5-PYH 3E-1,3, 2- BN IR -2-05) KA. 0.469g (2mmol) IR /K 54 115mg
(0.01mmo 1) Fy VY (2RI ) 0 o S RZBEA T 150 °C FI R N4 15538 o 4 s S Av-49)
IKAKAESR S5 FH &R e A A ML 28 B B B0 T J0 SR T el s TR 4 3 I 19 3R R ) AE THE Hh i
YN o B FIT 1SR VRAE 50 TR FE A S AT AE R Bk 27N o 1 B8 I B BE A W00 5 9 4 o K TS iR 4%
YIAE & B U gl 1 BT A DT SE BE HH AR S5 T-50 CAE I T T8 1 87N o 1 BT 15 8] 4 Sl it
TERERE EAEJENTAL, DL R/ TR BRTE S 00« /3 210 . 015 1 5 (A [ 44k

[0439]  MH':300

[0440]  'H NMR (400MHz ,DMSO-ds) 88.51 (s, 1H) ,8.26 (d,J=2.2Hz,1H) ,8.22(dd,]=8.9,
2.2Hz,1H) ,7.91 (s, 1H) ,7.28 (t,]=54.9Hz,1H) ,6.93(d,J=8.9Hz,11) ,6.55 (s, 2H) ,4.22
(s,3H)

[0441]  sEjfff12: (LAHT5)

[0442] 2% -5 [4— (P 35 —1H-ML M [3, 4-b] mbmg —6—3E] ZEH i

[0443]  6-50—-4- (T ) —1- (PUE -2H-N g -2-K5) -1 H-Mk e 3F: [3, 4-b] Mk iE

[0444]  FEFABITEME AT, T0°C, M 10g (49. 12mmo) K £E200m1 oK — & HF Kb 16—
A4 RS - H-MEEIF [3,4-b] MEBE H, IMAS. 38ml (58.95mmol) 3, 4- & -2H-Ht
WEIF10.934g (4.91mmo 1) FIPTSAKE S S EEA T 2= L e b 37N SR F F AR it o /K AH FH =&
F e 25 B o T A A AILAE FHZK B 5%, B R AN 58 28 I DS IR 46 o 5 T A9 i R A U e/
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e TR B U o B BT AR U BE HH , FBEHE AR 5 1750 "C A TR 18/ o FH 5
R ot HE 45 i JE A 13 3g K Bk K

[0445]  MH":288

[0446] % 5:93°C

[0447]  2-% 25— [4— (| F L) —1- PUE -2H-ME IR -2-2E) — 1 H-ME M IF: [3,4-b] MEnE -6
H] R i

[0448] 7RG AMPEMES S FHI700mg (2.43mmo ) (75 12m1 1/ 1DME /H2078 4 4 v 16—
A4 (CHEFP ) -1 (PUE-2H-ME I -2-3%) -1 H-mE e 3 [3,4-b] mkie AN 0.831g
(3.41mmol) 22— H-5-(4,4,5,5- V4 3-1,3, 2- &ML -2-F5) KHJIF.1.81¢g
(7.30mmo1) FI IR AR — /KA ¥ F153mg (0.05mmo 1) (VU (Z2REER) 28 K S RIEENH)T-150
"C B IR L5 938 o 5 S ML EEN ) FH K K S 8 i P — &0 e 25 B A AL AH 2 TR R A T 5
SRGRUEIRYE N T A3 7R R IE I AE Rk A Z A 4liqh , LA 2K /TR BRTR & e IR s i 13
TR ARYIE AR b/ B iR SIS o T AR e U8 tH AR )5 T-50 CAERUE T T 18/t
Vg P45 ] A 1 AERERR A AT A4k, DU R/ TR ERVE A P05 b - 13 2100 . 6g 1 ALl 44
[0449]  MH':370

[0450] 7 45:192°C

[0451] 2% Jk—5- [4— (R 35 —1H-ME e I [3, 4-b] mEmg —6—3E] ZEH g

[0452] 7RSI TSGR » T =M1 339mg (0.92mmo 1) [ 7E4m] FF B o 1) 2- 2 -5 [4-
(CHF ) -1 (U S -2H-ME g -2-38) — TH-TE e 5t [3, 4-b] ke —-6-32] 2K FF JEH N0 . 34m1
[RJ AN AE W8 P IRV VL o 6 S LA P4 F 4 /N ISE SR Ji v AR B S8 KV VLK A o
W FTASUTEDE H, 7K BESR 5 T-50 C AR T T8 187N o 15 31 196mg (1) 25 ki K o

[0453]  MH':286

[0454]  J% f:263°C

[0455] ' NMR (400MHz ,DMSO-de) 613.90 (br.s.,1H) ,8.27(d,J=2.2Hz,1H) ,8.16-8.22
(m,2H) ,7.94 (s,1H) ,7.37 (t,]=54.7Hz,1H) ,6.93(d,J=9.0Hz, 1H) ,6.58 (s, 2H)

[0456]  SEZjifafsi13: (fb&54483)

[0457]  2-FJE-5-{4- () -1- [2- (CHRREREE) 23] -3-IK - 1H-IE M I [3,4-b]
e -6-3&) X H iE

[0458]  6-F—4- (—F L) -3-Ml-1H-ME eI [3, 4-b] nk e

[0459]  7EAARIIEMESA N TEEM10g (49.12mmol) FIE200m] —& 2 e HI6-5-4-
(R L) —1H-mE e 3F [3,4-b] ki N 12. 1g (54.03mmo 1) [KIN-RIAC B HTEE P % o K5 S
FEBEA P19/ NI SR i v Ak B8 SV BN K I R KA o S SRy ] — SR e A5 X A 1L AH
FH7K SR, BB AN TR IR 5 9 e W 4 o 1 P 1318 44 DL /N2 0 — S i, JE AR e T
50 CAEM T T 18/

[0460]  153|12.63g) K o[ 44

[0461]  MH':330

[0462] 13 /5:175°C

[0463]  2-[6-5K—4— (4R FF &%) —3-flt—1 H-ntk Pk 3 [3, 4—b] mkiE—1-35] -N N- - FF K 7, i
[0464]  FEZUSIETE AR T , T2, 71 2g (6. 07Tmmo 1) [ 7E30m1 Jo 7K DMF ) 6 -5 -4 - (=
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SR L) -3 -1 H-ME e 3 [3, 4-b] MEmeE o, A 1g (7. 28mmo 1) ) 2-50-N,N- = B 2, e £h 12
Eh14. 74g (14.57mmo 1) FIHK R 5 o 1 S BLEE A P16 /N, 2 f5 ¥R N0 . 5g ) 2-% N, N-—
HJL 2 SR TR SR AN 2 L A TR BR $6 o 1 S B T = I B 18/ SR Jig FH KK g o 7K AH
LR CBEAEEL . BT A HUAH F K e, TR BR AN TR 58 Ji5 Dok MR 408 o 165 P 15 A €20 il e et 7 ek
e AR E Ak, DL S R b/ R EEIR A IR A B L 5 Lg K a4

[0465]  MH":401

[0466]  2- [6-50—4— (4 FF HL) —3-F L1 H-ME e IF: [3, 4-b) Mk iE—1 5] -N, N-—F L 7, i
[0467]  7E GBI S5 R 1A1200mg (0. 5mmo 1) 75 3m1 7 1/ 1DME /Ho 078 24 1 (19 2- [6-
A4 (SR F ) -3-fl- 1H-ME I [3,4-b] Wb e —1-2E] -N,N-F 2 & H mA0.06g
(0.5mmol) I RFEHNER 0. 371g (1.5mmol) HIBEERH — /KA 11mg (0.01mmo1) FIPY (=28
S AL o S LGP B B R T90 TR 24 /NI o K S LN ) KK B SR Je F &
BT AE X o A ML A R B BN T P8 S R R R 4 o 1 T 15 % R W i 7 e e b A =T AL, DA
ARG/ PER AT AT 20, 07 B A

[0468]  MH':351

[0469]  2-F -5 {4- (CHF ) -1-[2- (CHFREESE) 23] -1H-MEME I [3,4-b] e -6-
) KRR

[0470] 7RG ES S R 213mg (0.61mmol) [ 7E3m1 {91/ 1DME/H2008 &40 12— [6-
A-4- (R 3R -1H-ME e 5 [3,4-b] MERE-1-JE] -N,N- = HF JE 2 g h iInA0. 178g
(0.73mmol) [ 2-&H-5-(4,4,5,5-TUFF H-1,3,2- M -2-3L) ZKHFJE.0.452¢
(1.82mmol) H IR 7K & ¥ 14mg (0.01mmo1) VY (2RI 48 A S BT 150
“C BB IR L5 930 o 5 S MEEEN 400 P K K S S8 i T G0 e 25 B o A7 TR 48 T PR A T 152
SRR IRAR N T A3 3R R Wl ERE R A A 4li4k , DL SR e/ R B TR S 0 IR o
Fr A3 5% R WAE SRR Be/ B IR A W IS o 1 BT A5 DT 0E U8 H A8 )5 1750 °C AE k& T 5218
/NI A2 30 161 g (A A 44

[0471]  MH':433

[0472] ¥4 :163°C

[0473]  'H NMR (400MHz , DMSO-de) 68.40 (d,J=2.2Hz,1H) ,8.30 (dd,]J=9.0,2.2Hz, 1H) ,
7.96 (s, 1H) ,7.65(dd,J=7.7,1.7Hz,2H) ,7.46-7.55 (m,3H) ,7.28 (t,]=54.6Hz,1H) ,6.96
(d,]=9.0Hz,1H) ,6.62(s,2H) ,4.69 (t,]=6.3Hz,2H) ,2.85 (t,]=6.3Hz,2H) ,2.21 (s,6H)
[0474]  SEjfaf14: (b 54293)

[0475]  1-FF F—6-[3- (WM —4—FL B 3E) R FE] -3- (b mg-3-3%) —4- (&P 5L - 1H-mE eI
[3,4-b] nkiE

[0476] 68 —~3-fl—~4— (= F FL) ~1H-ML eI [3, 4-b] nLng

[04771  ZEE/SIIME RSN T 206 3g (13. 54mmo 1) (K 7E50m] — 5 2.k 6-5-4- (=
SR ZL) - 1ML It [3, 4-b] mEE oINS . 35g (14.89mmo1) I N-RILARHE FIE IV Fidg o 7 e M 85
SR/ INET 2 J5 ¥ N6 00mg i N-RILA S8 3 WP i o 4 s S A4 [T 9 /1N 828 s i b A
WRIR S AN K I B A « S BLEEA0 F] — S e 25 B o A ATLAH FHZK 6%, SRR A TR 58 )i ik
JRIRAR 4 FrAS I A4 DA /N 1) U el 4, 98 HH AR5 T-50 C AR T 118/ INm o 45 )
3. 8K [l 44
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[0478]  MH':347

[0479]  J& &:204°C

[0480] G- —3—fill—1—F Bk—4- (3R FF L) —1H-ME M JF: [3, 4-b] it

[0481]  fERAMIEMERAT, TR, 1413.8g (10.94mmo1) (K] £E40m1 TS /K DMFHH )6 -5 -3 -
fifi—4- (ZHH L) —1H-ME e 3 [3, 4-b] MErE A, 0. 82m1 (13. 12mmo 1) FMELH KEF4. 27¢
(13.12mmo1) FITREREE B SN IEA W16 /NI AR I 7K K AidE - 7K A 2 18 2 B A B, T 15
A HLAH KB, S 0R BN T AR J5 08U I 46 o 1 BT 15 [l A el ik Ak e b ik JE M 2igbe , DA B
e/ R IR AR AF B2 94g K [ 4

[0482] MH':362

[0483] 6%~ 1-FF A3~ (kMg -3-45) ~4— (5 F ) ~1H-ME eI [3,4-b] mitng

[0484]  FE&GRMMEMESSA R, 2g (3.32mmo ) I7E16m1 {1/ 1DME/H2078 &4 v 6 -5~
3-f—1-F -4 (R AL —TH-IE M I [3, 4-b] MEWE H A0 . 490g (3.98mmo1) [ 3-Hit g
iR . 2.47¢ (9.96mmol) FITEEEH — KA HAITTmg (0.07mmo 1) (VY (Z ORI ) FI0s S B
IDAEEBHE HT-90 °CInFA24/ NI 4 s BB A4y K K ARS8 Fa T — S0 e 2 B A ALAH
TR TSR JE 0 R A8 W T3 iR R il AE e A 2 atiA, DL & R st/ P TR
BB R T AR AR AT &R e/ R SE IR A Al o K BT AR DT B8 AR JE T 50 CE ek
JE T L8/N A3 30 . 298 R 2 [8] 445

[0485] MH':313

[0486]  J& 5 :147°C

[0487]  1-FF Fk—6-[3- (WM —4—FL B L) ZRFE] -3 (Mkme-3-3%) —4- (S5 FF 5L —1H-nE e I
[3,4-b] nmg

[0488]  7EG AW PEA S R IA 149mg (0. 48mmo 1) [ 7E4 . 8m1[#1 1/ 1DME/H2078 &4 v 16—
S-1-FF L3 (3-mEnE3E) —4- (= 5L —1H-mE e IF [3, 4-b] im0 173g (0. 57mmo1)
[1)4-[3-(4,4,5,5-VUHFFE-1,3, 2- RN IR -2-28) AR ] 50k, 0. 355 (1.43mmo 1) 1)L
BRI AP AL Img (0. 01mmo 1) [ VY (ZRAE ) 41 o % I S BEA- T 150 °C AR n#k 154
B o WG S SLEE A P K AR SR i FH 0P e 25 B A W LA 22 TR R B T80 SR i vk IR 4 4 P
AR RYEE AR FAE EAr A, DL SR b/ AR S B T R AR A G
J& 4330 106g 1 8 4

[0489]  MH':454

[0490] ¥4 i:155°C

[0491]  'H NMR (400MHz ,DMSO-ds) 68.68-8.74 (m,2H) ,8.22-8.29 (m,2H) ,8.19 (s, 1H) ,7.96
(dt,J=7.9Hz,1.7Hz,1H) ,7.50-7.61 (mn,3H) ,4.28 (s,3H) ,3.55-3.69 (m,6H) ,2.43 (m,4H)
[0492]  SEjfEf15: (b &491)

[0493] 2 JE-5-[4- (HF 45 —3- (bng -3-245) —1H-MEMeJF [3,4-b] Mk e -6 -] 2K JiE
[0494]  6-&(—4- (/P ) -3-fll-1- (WY& -2H-ME Mg —2-28) — 1 H-ME e JF: [3, 4-b] mk e
[0495]  fEZABIIEHESIA T, T0°C, A 11. 3g (34. 45mmol) H£E150m1 Fo7K — &0 L /Y
6-F—4- (FF L) -3-f— 1 H-ME M 35 [3, 4-b] mEiE e, I3 . 77ml (41.34mmol) f) A AL
H10.655g (3.44mmo1) HIPTSA W RLEEA-1) T 2 iAW FE 3/ N S8 5 FHZK K At o KA &
P A HL o T A3 A HIUAE 7K B , B0 RN T 40 SR i Bl R I 4 o 1 B A3 R R W AE — & R e /1
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Bl & W SN R Fr A3 DT vE B8, A SGRE P S8 5 T-50 C AR S 18 18/ i) o 15 2]
11.93gF KB K.

[0496]  MH':413

[0497] & &:157°C

[0498]  6-G—4— (. H L) -3 (b e -3—2&%) —1- (VY& -2H-ME Mg —2—2%) —TH-ME e [3,4-
b] MLt

[0499]  ZEGESIMETER A R0, 8g (1.93mmo ) (K75 10m1 ¥ 1/ 1DME/Ho 08 &4 rh 16 -4 -
4= (CHF L) -3l -1 - (YA -2H-ME I —2-38) — 1 H-nE e 3 [3, 4-b] ke sh N 0.237¢
(1.93mmo1) [ 3-nkiE FLHHER L 1.44g (9.96mmo 1) KR ER 4 — /K &4 F145mg (0. 04mmo1) [¥] Y
(SR S SN A A 25 48 TP T2 90 °C N 24 /N o 5 I M2 IS FHZK K S 8% I FH
TSR B AR A LA TR B TR SR SRR IR AR N T AR R R I AR RE R A R A Ak
b, BL SR be/ R BEVR A B - 4 BT A3 i R AE U b/ T BE VR A P ISl R B AR DL
VEVEH ARG T 50 CAEIR T TR 18/ A 30 517 () 28 15 8] 446

[0500]  MH':365

[0501]  2-%Ht—5-[4- (& F L) —3- (kne-3-38) —1- (PU A -2H-MLiRg —2-28) —1H-fk e Jf:
[3,4-b] ikmE-6-3E] Z5H i

[0502]  7E4 SR R T 171 200mg (0. 55mmo 1) ¥ 75 4m1 ¥ 1/ 1DME/Ho 08 & ¥ 16 -5 -
4= (SR 3 —3— (nhmE—3—-3) —1— (JU S —2H-k g —2—3%) — 1 H-RE e 35 [3, 4-b] Ak ig o i\
0.160g (0.66mmol) fJ2-& H-5-(4,4,5,5-PUHH-1,3,2- HMLIF-2-FL) KRF .
0.408g (1.64mmol) [FJBERRH — /KA 411 3mg (0.01mmo 1) VU (Z2RELBS) 4T K I N4
F-150°C FIH NI 523 o 15 S5 2P0 K K S8R e F G0 e 2K A LA IR R
TR S5 Uk e IR AR o 1 TS R AR W 1k AR e B A B AT Ak, B SR e/ R EE VR A
I o K T AR AR DAL R e/ I be R S e gl o 1 BT A3 e B AR )5 T-50 CAE IR T T
FR18/INNF 4330, 204 [ 1 1 [P 4K .

[0503]  MH':447

[0504] 47 5:140°C

[0505] 25— [4— (FF FL) —3- (HLnE -3-3L) —1H-ML eI+ [3,4-b] mkie -6-FL] 2K F i
[0506]  FERSHIEMESA T, T iR 15 204mg (0. 46mmo 1) F{)7ESm1 [)8/2 I k% / TR VR &
Vb ) 2- 2 -5 [4- (R ) —3- (ibng -3-255) -1 - (JU & -2H-ME Mg -2-2%) —1H-1E e 3 [3,
4=b] ML e -6-22] ZK B E N0 . 57m] B ANG A AL WEIE I VAT o I RLEE A 4 124
AN, 2 S AN IR BRI 0. 6m | T ANSUAL EAE W Be P BIVE W o 1 S SLBE A P40 1 247 N AR
Ji PR LR e B S KV TROK A o K B AR DT 8, FK Pl e R 5 T-50 ‘C AR T TR 1871
) 432 13 1mg [ 58 Lk K

[0507]  MH':363

[0508] A& f4:296°C

[0509]  'H NMR (400MHz ,DMSO-de) :614.26 (br.s.,1H) ,8.82(d,J=1.6Hz,1H) ,8.68(dd,]
=4.8,1.6Hz,1H) ,8.33(d,J=2.1Hz,1H) ,8.24 (dd,J=8.9,2.1Hz,1H) ,8.05(dt,J=7.9,
1.8Hz,1H) ,7.98(s,1H) ,7.54(dd,]=7.9,4.8Hz,1H) ,7.28 (t,J=54.7Hz,1H) ,6.95(d,]=
8.9Hz,1H) ,6.62 (s, 2H)

33



CN 104114555 B w Bg B 26/43 T

[0510] iy Ji5 ) R 4561 Ut BH 1 A R BH AL A W V1 22 STt 497 (40 e 2 &85 A R A B 2k o o A R
i,

[0511]1  -MeMIEt% HI IR, B ILFIZ 5,

[0512] -PhF/RIEHE,

[0513]  —"m.p. " RN AMIIIIE S, AR IR R 5

[0514]  —"M+H " Kb S W00 & , 1 LC-MS GRUFH (it — B $45 . B FH (%) v S0 A £
B HTIEAE R SO -

[0515] ¥ :Kromasil,50x2.1mm,3.5um

[0516] ¥ 5FIA:H20/ACN/TFA (1000/30/0.5) 5 ¥ 57IB : ACN/TFA (1000/0.5) ;i =0.5mL/
min

[0517] £/ :100/0 (Omin) 0/100 (12min) 220/100 (15min)

[0518]  #& il : 220nM

[0519]  HiES.ESI+

[0520]  —7E “ER7FEAp, /7 RORTEEBUE U AL G, 10 “HCL” R Eh g b B X AL A 4
TPARR =R LR EY.

[0521] £
R
2 R,
[0522] | \/N 0
RSN I\{ ,
",

4
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[0523]

‘ﬁ% Lzrz Llﬁ R; Ry m.p.('C) N+H"
1 CF; Ph 3 _ IMe ‘ 397
CONH, |
2 CF; Ph . NHSOMe  [Me / 161

. . Q I
3 CFs Ph N Me 407
Me
4 CF; T(NHSQMG e 447
Ph :
&
5 CF, ON\ Me / 426
Ph Ma
6 CF, Ph 3 wsone M€ 461
v Qm .
7 CF; P - M / 384
—Q—F
8 CF; Ph Me / 429.
GONHMe
9 CF; Ph Me / 397
N S 448
10 CF; N/ Nl Me '
IPh ‘ :
11 CF; Ph 2 <Yy Me / 453
./
/N
12 CF; Pl = " Me 380
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[0524]
13 R . OO Me / 298
Ph
14 Lr <:> CONME e / 425
Ph
15 or Ph ! ) Me / 425
GONMS,
N 7
/ Y, o .
16 (CF, Ph —/ N/ Me / 440
N
7N
17 R Ph _ )T Me / 185
18 CF Ph - Me / 424
\
N\N
19 CF Ph S - Me / 426
, B
20 CF, Ph ® Me / 411
T Ph O CONMer HCI 411
N’ €)
2 Ch A | HCT 425
Ph
IS Y |
23 CF Ph /NS H HCI 426
N
7 N g
TG S Ph ﬁwe H HCL 371
5 CF, Ph N—> H HCl 425
-
% CF Ph .! H HCl 397
CONHMe
27 CF Ph :2 H HC 433
NHSO, Mé
8 CR Ph <v:> H HCT 423
/ F
% CF Ph C{ ; H HC 415
CONHM
7N
30 (F, Ph = H HC 366
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[0525]
: €
31 CHF, Ph D [ HCL 248 455
<
32 CHE, Ph NN H el 362
e
\bil
13 CHF, Ph N N H HCL ) 376
Me
/o
34 CHF, =N Ia Hel ) 348
IPh
N
7N
35  (CHE, e H HCI 389
IPh
36  (CHF, Ph ;_ .O H HClL 4ss
O »
37 CHF; Ph , D H HCL 441
38
Q-
%364 (COOH IH H / 285
OMe:
2
AQ_NHz
39 CONHMe  [Ph ‘ H TFA | 458
OMe
H2
40 CONH3 IPh :OM H TFA |/ 474
41 CONHMe H - isd TFA |/ 412
42 CONH, H = H TFA 398
NHZ
43 COOH [Ph $ iH / / 361
OMe
44 COOH Ph ‘ Me / ' 375
OMe
QNHZ
45 COOH H Me / / 299
OMe
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[0526]
46
F
EAH] CONH, Ph : H TEA 377
COOH
1
~< \>‘NH2
47 CONH, Ph IH / 374
COOH
Q‘ NH;
48 CONH; Ph . - H TFA | 355
N AQ—NHZ
49 CONH, o C, b : 161
NH,
50 COOH CcPr .CN H : 320
. / —F
51 CONIL H C( H / 301
COOH
( F
52 CONH, Ph QCN H & 358
53
E
%34] CHF, Ph :( H / 384
COOH
3
Q F
54 CTy Ph .GN I / i 383
O NH,
35 CHF; Ph .CN H HCL  pR2 362
56 »
Q F
£3%4] CF, Ph . ; H / 102
COOH
4
57 .
Q NH,
&4 CF, Ph .CN Me 269 394
6
' F
S8 CF, Ph Q Me / 416
COQH:
-
59 CF; Ph - H / 379
—H
oy
6 CF TN, H 380 396
Ph H
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[0527]
61
EP (CF, H 227 383
Ph
5
62 CONHPH H L H HCL 355
o]
/JkN‘ N\ —QNH2
63 H/D H H HOL | 370
< CN
i )
e e
64 ’)J\.N N H H HCL ) 356
H CN
o NH,
65 AN g ‘—!_\{ I=¢ HCL Y 356
H CN
66 /“\-N IH I8¢ HClL 356
H CN
F
67 CHF, 4-Py :\\(CN Me / / 380
68 CONHPh IH M) H HCL 355
69 wWWOH e H HCI 356
/fLN e g | / i
70 Rl _JH N,,l H HCL ) 370
Res
N
71 [CONHPh M g H 371
H
72
NH,
FE M| (CHF, : Me 251 300
H CN
10
73 CHF, :; Me / 162 285
H CN
74  (CHF, . Ntz M / 149 75
H
75 ‘
O NH;
4] CHF, H . H / 263 286
CN
12
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[0528]
76 CF, Ph - e 183 451
AQOME
77 CF, Me 250 410
Ph GN
78 CHF, Ph - Me 046 376
79 [CHF Ph <:> M Me 176 351
80  (CHF, Ph :\<NM Mé 154 379
NH2 ( '
81 CF, Ph " N 192 491
7N
82 CF; Pli = e /\/NO HCL P27 494
83
TN i,
F 34| CHE, Ph Y M 163 433
13
- Y
84  CF H - N A 110 420
7\ (’\O
85 CF; H = - /«\/N\) / / 403
& (J
" » e 7 a3
86  (CF, H son, NN 3% 421
87 CF; H 2 Y Me 103 377
./
88
KRB CF, H i Me 276 318
8
89 CF iPh <:> oue M 181 384
9  CF, H :\< Me 91 321
NMe;,
91
%34 (CHF, 3-Py - [H ) 296 363
15
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[0529]
-
92 CHF, U-Py - H / 325 363
s = ~
%HH| CF, 3Py Ty Me / 155 454
\_/
14
o
94  (CHF, 3MeO-Ph " Me / 233 392
95  (CF; H NN HCL 271 405
\_/
9  CF, H <:> one Pr / 72 536
7N\
97  CF; 3MeO-Ph = Me / 194 410
98  (CF; 3MeQ-Ph \>\ Y Me / 114 483
\_/
99 (CF 3MeO-Ph Q Me / 138 427
N,
100 CF, 3MeO-Ph Q Me / 133 414
) OMe
3
101  CONH, 3-Py - H " 377
[0530]
(")
[0531]
%5 R, R, R, Ry # m.p. (C) M+H"
QNHQ
102 COOH | H ~ Me / 299
OMe
Q—NHZ
103 CONH, |H 9 Me TFA |/ 412
OMe
104 COOH |H - Me / f 294
—
105 CHF, |H , Me / / 303
CN
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[0532]
106 QNHZ
CHEF; H - Me / / 300
EHH 11 oN
167 CHF; H — Me 7 / 321
108 NHQ
CF; Ph Me / 295 394
Kb 7 | N
109 CFy Ph " P T 237 451
{}~1\1}12 o
110 CF;  |Ph o P ¥ 249 493
111 CHE; H - o NMe, |y 182 357
NH, r’\o
112 CHE, |H :\<m N A | 1 242 399
Q o
113 CFs H VRS PN P 101 476
7
114 ‘
QNHQ
LM | CF, H " Me / 249 318
115 CFs H ! Pr HCI 181 425
Nhe,
O 0
116 CHE: H " P / 230 397
kY
117 CHFE, H - Pr / 214 328
QNHQ
118 CF5 H _ Pr / 239 346
) CN
119 CFx H 2 < % | Pr / 288 405
A
7 N\
120 CEs H A Pr / 89 349
NMe,

[0533] A< B KA 5 04T 25 306 AU A TR PG A2 AA ) 314 H o
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[0534]  SEZJiE16 : AFGF-2175 T [T HUVECAH g ¥ 44 41 I 78 A= Y

[0535] Oy IR FH AR & B BT FGF R4 47t 75 40 il FGF —175 3 1) L 8 AE i ¥ 6 77, LAFGF-2EKb—
FGFHilIEL , FHHUVECSS Y [’ N 1A ¢ 24 O 30 AT A4 1 ML A8 A2 Bl SR 56

[0536] Sy 7 AT BLSELS, B U (AR KR 92D (19 3 e , Becton Dickinson356230)
PRI 3 AT ER B i ) (R B TS B 2R 1, Bec ton Dickinson354236) #4) ) 3 5t BA 160
w1 EVTRR BN A LN Biocoat CellwareRJReEH , 18 ,8-Flculturesides:
Becton dickinson 354630) ,8(PA60unl B &V RN 96 - FLEI RN FLN (Biocoat
collagenl cellware,Becton Dickinson354407) o3& Bl it VE &1/ 30 8 B - Img/m1 Fr 2%
ISR 22 0. IN NaOH (0.026 X it J7 25 [ PAul Y FA7 (AR JPBS  Ixokfil % , 28 5 FH/K
TR KZBAEST C I RAF LN EATER & T — 2 % Nk N 540 i (HUVECZ L .
C-12200-Promocel1) BL15X 1036 X 10° 4 g/ FLEZ FH7EA00TK 1 2001 (53 5H)%f F8-FLBL96 L
R HIEBMEE 373 (Clonetics C3121) +2%FBS+hEGF 10ug/ml 1 o ¥4 E4114E5 % CO2RIFE4E R
A 18%3ng/ml BIFGF-2 (R&D £t , 133-FB—025; Invitrogen, PHG0026) T-37 ‘C il 24/Nist . 24
N 25 R TEE AL BIEE 98 248 (Imagenia Biocom,Courtaboeuf ,France) Il = it
T BT B (4 T 48 K 2 3 D 5B 4N FLH pseudo tubules B K o BLum Ay B4 15 56 7R & il
()P S ELAH R ) 5 251 B Tl B 41 I 25 11~ 3 e K.

[0537]  FGF-2f#) Sl 0 V75 T8 /NE TR B Bl o SR FGE-RE B A AE /N T B 5% T-300nM T 571
= R X A A A e, WA B B TE .

[0538] i PGF—RA7 0 7711 S e 451

[0539]  FE I s25s H , X 4 FAE AFGF-215 ‘5 AHUVECHH M i 3 A 77 i H 0. 03nM =2
300nM (WKH T 73 5) BEAT VPN « S 5438 (SEHafA12) 46 (SLjtafsl 1) 53 (SL it f53) 56 (S il
4) 57 (SEEF6) 61 (SZHf515) 75 (SEHEHI12) 83 (SEHEFI13) .88 (SZHE%I8) 91 (S i
15) .93 (SEHaf5114) 106 (SEHEHI11) 108 (SEHERBIT) A1 14 (SEHEHI9) HATE I, A EAIE
NTFECEET-300nMIF) 571 & R X pseudotubules I 2L A K T30S T 20 %6 1 400l v 1 (B ]
1o

[0540] S 517 « ZINBR ) AORE I8 AE i AR AR

[0541] 1 /8 AR s o] 1 P 28 RE 0 993 S JRGIE 1A 9 1 98 1) 8 Fe e 75 21 o B ML A (1) TR AN I A
VR R4 2R ) E VT AR A0 VR 00 T3 R R o 15 P RS T A48 L AT 1 s

[0542]  Colville-NHAEAE 19954 R IA (A5 B £5-07F 55 B2 1 75 A E Y [l P L&A e 1 HH IR
(1) 25 3R o AT BE o AEEE 29 25g I BEEOR 1/, (Charles RiversZin =) b fiidpdl12 HHF
KT SCL R E b Z- 4 (60mg/ kg ; Sanofi Nutrition SantéAnimale) il it I8 fEN
R S I B R RS 3mSR AE AN LA RS Rk 2 5, S iE 8 I
(gavage) 252 AbHR 42232 7 540 . bm 1 ¥ Freud [ A2 57 (Sigma) AH10. 1% [ 5 i (Sigma) 248
WoetR G, BRBRBE/NRIF I EAL0C T R FEE (hotplate) E R Iml R4
(Aldrich Chemicals,5%7E10% 1B ) ST N BEIKH AR K30 & T4°C T 2-3/)
BF o S8 I R R BRI AERE A6 N T-56 C 15224/ Ne) o W TR 2 ZFR B IR BN 1. Sml (1Y YHAL VA WK
(R IF AR B 2mM, NaoHPO4 - 20mM, EDTATmM, AR E5 [ 8§ 12U/m1) 24/ o SR Jo 1 Ge b il T
0.2m1f5M NaOHH o K S R AE2000rpm & T 235 5500 1043 8f o F IR IEL0 . 2umfi PR 4
JEE U8 o 7E 43 D06 FE v T 49 2nmAH 6 R 21 I RS 0 R RTS8 B AL R S 28 R 2 i
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(1) E AL JG BB & o 45 R P S8 (£ sem) R o 4 [H) 22 5 FHANOVARS 38 < =
FiDunnet tka 38 FEAT R 58 , Horh 2 L0 4 “TE 50 B 24

[0543]  ffi R B4R 4E R /iR (0.6 % v/ v) VR N BAR BT AT H & R 05 VA Vs VR Rl o 1 38044
FE1250mg/ kg Z [ VFOYFGF-RIE HU7 o K 73 R R I A PR 28 i H (— R —IRE IR o
0 S B B A 0 70 B A A o 0 R R ) B R R 2 ) B Y PR AL, B e W =
P52 A0 B (P BN B R R AL G R & IS AR S B B, WA BN B A TS M
[0544]  ££ /)N B R ARE L8 AR AR b E A FGF -RAE B 700 1) SE it 1] o PA 30mg / ke A 54 (S
1) , AL — JE 2 ), S MR IR 2F I o R R BRI 2)

[0545] 18, FGFs S S2 AR B 2 S 1 B 43 Wb 55 73 WA B AT 43 Wl 4 Wl SR8 e A L A )
SIS A R BLAh , FGF's Jo e 52 A4 2 e Ji I T A ARl , oA Joeg i) AR R DL e e R T 5 vh
B3 2 AE M.

[0546]  1fil %8 AE il A CUAFAE I L2 B0 ok B BE A0 BRI 5482 (mobilization) A4k 4
FrEME R HE PRtk , 7 Jiele B A 78 TR R ) R o %5 1) P 7 4 e A 52 4 1 1R 8 B RN Y
F B B R LS A M ) 5 A2 o O 28 AE AR A RAE AR P IE BH 2 AR K IR B0 e 1 3858,
H 2 FGF-18a-FGFMIFGF-28b-FGF o IX PR Al 15 FAE 35 S A4 A 8 I TR i v dack
S5 4B IP) B 1 B R 389 5 S I RS AT P AR o a-FGF ATb-FGFIE I P PR S AL 5248 5 L B2 A e AH T
VEF S A T 40 M i b A4 B 0 2 5 v 1) A TR 2l PR VR it 2 ) v 5 PR 32 44 (FGF-R) A1
TRIZ £ B3R B2 10 R0 (HSPG) S 2 ARSI AP 52 A% o £ 9 B2 A B3 A PR 1) 55 43 A A
P2 H A B[R] , 3 S8FGF st A R IS | 73-Wbid PR 7R 1K e 4 e b #E4T T DRI, FGF's
B2 AR R TR BN 40 LA AR I R R T AR A S SEAR (Keshet E. ,Ben—Sasson
S.A.,J.Clin.Invest, (1999) , 55014, #104-1497 71 ; Presta M. ,Rusnati M.,Dell’ Era
P.,Tanghetti E.,Urbinati C.,Giuliani R.%&,New York:Plenum Publishers, (2000) ,
H7-3411 ,Billottet C.,Janji B.,Thiery J.P.,Jouanneau J.,Oncogene, (2002) 521
%, 558128-8139T) .

[0547] i H., H BAET- U 5E BT 2 Fh s 4 fu 28 8 EFGFs Je H 52 4% (FGF-R) FIERIAHI &
230 KT 545 73 20 A 3 1 AT 1) Wi 12 246 K 22 B8P i 0 R0 N el 38 g 1 FH o X e 45 R S
FGE 52 4445 Sru 44t m] 58 401 1] Jrb g 400 Bt 11 384 98 (1) B 3 (Chandler L.A.,Sosnowski B.A.,
Greenlees L.,Aukerman S.L.,Baird A.,Pierce G.F..,Int.J.Cancer, (1999) , 558%:,
H81-451T0)

[0548]  FGFsEH( 51 M 4 M i) AR+ S 4R RF h oS 3 20E H AR Sh AL v FE AR 4l 3 2
22 UE W] 0T 3K 5 DR 2% 1) Pl 832 PR H3 8 A2 1T 27 e ) R R b S A 1 o B b i, 763X 8 5 HE
W A7 AE T e o 5 i 2 2 4 L L 5 o 4 L e 1) 2 IO 4 B R P R A B 7 AE T a—FGEF L b—
FGF \FGF—6 \FGF—8 % [ 3 i A fisJ8 41 B R 1A FGE 32 AR ATFRC AR 1 389 In gt 12 % o DI U, 117 20 B
AN LI 55 W IO AE DLk PR A A i e B I T2 93 o B GRS AR FS Ui PR 1)
AEWMAR KA E T RR X LR F PR ITIESE (Giri D.,Ropiquet F.,
Clin.Cancer Res., (1999) ,5871%,55-1063M ;Doll J.A.,Reiher F.K.,Crawford
S.E.,Pins M.R.,Campbell S.C.,Bouck N.P..,Prostate, (2001) , 53054 ,%549-29371)
(SahadevanZ$,2007) (Kwabi-AddoZ%§,2004) .

[0549] 25 T8 55K WIFGF s S HFGF-RAZAKBE A7 7E N 3L B Iied 22 O HAMCET) X AFAET i
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TS AV 2 rh o IR LS PR AR A Y B HE v A TS A i A AR B G PR (aggressive)
RA W IW  RI, B FCF-REZARFE S ML &4, iR I &4) , Al RO AEIX LSy 28
VT 1% FE (Vercoutter—-Edouart A-S,Czeszak X,Crépin M,Lemoine J,Boilly B,Le
Bourhis X%%,Exp.Cell Res., (2001) ,%55262%:, 5559-6871) (Schwertfeger,2009) »

[0550] s M R 2 9 9 DA s AR 105 R A R HL AR ORRE B 25 A7 A7 v JE AR 27 1) b o8
A8 AR B R A P B 3R R 1) R v S 32 A G 6L L 38 L 200 B 5 7% S TR AR A K
3N, G [R) 5 A e P ML AR TR R 3 I — A5 o B 2R R AN A R g3 5 P L A AR R R
Fhia—-FGFMIb—FGF o 1 H. , & 48 4IE B 3X P A™ A (1) 20 B 2808248 P 3 PEFGE —Ra 52 A48 (1) 4111 1 FEL By
A 41 IirbIe R 2R VR 4 B P S8 AT A A7 AN RE T A P e R o BRI, LA FGF 52 A4 15 e 77136 14 1)
B, WA K ARG, AT R 7R iX S FR YR YT IEFE (Rofstad E.K. Halsor E.F.,
Cancer Res., (2000) ;Yayon A.,Ma Y-S,Safran M.,Klagsbrun M.,Halaban R.,
Oncogene, (1997) , 5144, 552999-3009 1)

[0551]  F el 4l i AE AR A FIAEAR N 72 A2 a—FGEATb-FGFH: HAE AR FR i - B A & FFGE
AR o DR I3 2R BH X P A DR -0 29 b A 55 40 WA E AR I SRS 20 Jifvled 1) O e v R DG B
F o b Ah, 90T K 22 B SEAR g , P22 B 008 1K) Jee S HLs A e 2 1A e 7 A B HRORT Ji ik
968 R I8 AR I R o IR BHFGE RS2 A4 S SCIR L Wy A 22 T 20 R e 1) 389 3 Ik A0, A T
ZRTH R ER N 144 Hha—FGF AN b—FGF ) 41 Al 2850 B AR A P 3% 6 A= K PR 15 5 140 LA Al o i PN 92
SPIX L Ab G VRS- 40 MR T (0 AR S 25 1 SR I A8 A A 24 K 98 2D, T8 R BR R
2B U AH 2 K AR AR S e o R I , B a-FGE A/ Bb—FGF AN/ B FGF A2 AR i A0E TR AL &
Yy, WA R AL A, PTR R IX S B A VR 9T 1% $ (Yamada S.M. , Yamaguchi F.,Brown
R.,Berger M.S.,Morrison R.S.,Glia, (1999) ,%676%:, 5528-6611 ;Auguste P.,Girsel
D.B.,Lemiére S.,Reimers D.,Cuevas P.,Carceller F.ZE,Cancer Res., (2001) , 5526
2, 961-17171) (Loilome?§,2008) .

[0552]  SEHEIA T I B 4 Mg (HCC) 1V PR I AE il o 7E A4 A, HOCH s K Jie 75 A
IR AR RIS FRE LR o e A SR ) T A R IR DL DR A Bl K IS T TR Rl R W 5 3 =
Rl A5, 1IX S BUZ N A R PRI e 3R 4T (Tanaka s, 2006) «FGFs 312 5 Mo (1) i &
AR R I R HIEE 5 SOE R O B A NI AE NS VR I 2 AR AR 50 R I P Rk
(Uematsu®s,2005) , HLILiE -FFGFHI K VS HCCs [ AR 998 B & J A< Bk« B4k , FGF-Ra 11
FGF-Ri 3244 O 4 i 38 pli 3 2 HHCCs B e & 4 (Huang®s,2006) (NicholesF,2002) .
AR BR 35470 770 R AT DA o) FH 4 B e B R VR 9 T e

[0583]  FENSCLCHY [y fififig (AE /I 4 M fififeg) o , B Al X T 78 2R W b—FGF \FGF -9 \FGF-R1 Al
FGF-R2AENSCLCHESE £2HH o He A AE AR B B EGPRYG 7 175 AE % Je A H#E470 I INSCLCRE JE &
A R Ak o IX B SRR 5 T B A WAL L R AS T () G TR RS 7 FINSCLC Y fifryeg A1 4= 22
X7 AE B SRR o7 AN BB FrbTeg 1 B [ 1 A 57 AR K BE JTHE IR (Marek s, 2008) oAb, B4 1R
H4b—FGRIE i 1755 0 40 M U3 1 28 1 BCL—2 . BCL—X X TAPBY (4 3ok 2348 76 Ak 7 17 ZENSCLC 4
i A7 Hh R R ] (PArdo%%, 2002, 2003 F12006) o (K I , PGESZ 44 335 370 5 fun A 2 1 g 0
A] R 7RNSCLCHY ifidess (VR T 18 3% , BB S5 EGFSZ AR iR B AL T R A o

[0554]  FE£910% [ B sEH , WAL BIFGF-Rof J: R 38 o X Py 388 15 R w2 e 22 1 A o
THUG A 9% o [y 40 B 11 384 5 ] e AN (R8T FC A4 B A8E T- FHFGE-T7 [ 55 43 WAV Ak (Turner 5%,
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2010) « 48K B EFE U AT BL 2 B s BRI T A

[0555] g ifx , [ ML 9o AR L2 98 v i AL A8 AR BSGRI RTiE 7E A FH L o SCikic . Rs i, &
R T I g FE v (1) 20 e T R T B A e s R G SR IR B ] B AL A R T E AT AEAE
FLRR EATT Y TE ) ML A8 A B R AR o 3 oo 2 (10 A8 A B ML 8 A ol R (1) 3R IA T HL R di it
Wk £ B R/ B0 4 b R B I A S DR ) B A2 5 5 (Thomas D.A. ,Giles F.J.,
Cortes J.,Albitar M.,Kantarjian H.M.,Acta Haematol., (2001) , 582074, 5106-190
U)o FE ML AR DR 2 o 76V 20 J i T2 240 o 90 AR I ) frk e 4 M 2% o e I 21 b—F GF o FGF
SARIEAFAE T R 2 HOX LA i 31 B I 7R 15 50X 8 2 M 3 B 1) a—FGF RIb-FGR ) AT BE ) H 73
WA AR R o 1T L, O A 08 B B 55 43 WA 1 FH ) I A8 AR i A5 3 2 5 T A (1) — L g FER 1)
RIEFHIREK

[0556] KR A ML, /ECLL (12 P 9k E2 4 o 12 (1 T 9s) b O & iE B b-FGFis R & A
(Be12) 1K 38 N 5 BOX L4 fu i) A 4738 n, R sz i 2 5 AR R - 4k, 7EIX Le 4
J H A T b—FGE I 7K 55 5 T R M DA Jo (1) R 5 AR 3 i 282 v B2 FH ) 4 25 (RIS i)
(R G DR, R PRS2 ARFEHLANE T AL S i A K I A&, PR R 5
MR 5 A Hr v B B A X Mo B o BV R A VR 9T 18 R (Thomas DAL,
Giles F.J.,Cortes J.,Albitar M.,Kantarjian H.M.,Acta Haematol., (2001) ,3207
%, 58106-1907 ;Gabrilove J.L.,Oncologist, (2001) ,%66%, 554-7TM) »

(05571 pbAb, £ BT K VR 2 8 58 b &R W FGF s MIFGF-Rs 323/ 2 0 i e 240 i A1/ B0
A oA AT BB T AL B BN ST VEGF YR YT IR HU I o X LR I I e AN [R] () 4 AL it 2 7 2L
iR 5 22 R b B R IR 1 00 R B R PGF-RadE Y45 B A Be 1-x 1B IL4I ML T (Roid 145,
2009) BAE 5 e Jirb 8 xof WEE B HE A 1% 00 N FGR-218) 7 4 (MiyakeSE, 1998) , /£ A MEREVE
AL 97 0 0 of B R B B RS A1 R S FGF 2 /FGF-Ru A BRI P 13K /AK T i 12
(Kara jannis&§, 2006) , X T 5ELE7L 55 IMoRs 0l e SR 10 7 I T8 I FGF- LRERAS /MAP-
K. PI3-KFImTORIE /% Manuvakhova®g, 2006) .FGFs/FGF-RsABEc L M AEfEIEJE (Casanovas
a8, 2005) B B RN HDSR (Batchelors, 2007) B Hh i i VEGE 16T IR BRI M U7 4%
PR (GusE, 2004 ;MoyalZE,2009) o BRI, 4% & B AL A P m] DLS B 1) 36 57 55 AR il
BT H I

[0558] LA, g 1T 0T 5 A M R (R i, BRI 20 B B DGR 1 IR e k10 A8
Ja I 1) 1 S A AR e, A IR B 05 93 N LS A R LU ARG IR AR ozt 125 J % e (1) 56 7%
kb o 5t T R R B 22 (1) S 2R I iR L L 1 4 R 4 R 1 A A b R () G AR 1K R TR (BMT) &
EMT2 b 5z 240 i Je sk JHG 38075 AT D0 3 20 3R 43 1) e o 4 B 2 Jo P 4 e 7%, e 5 ke 3 4
(1) FC) RE BT A3 N 20 iz 51, DR i o 7 S e AP AT R PR R AR A Iibed K e vh R 2R
HAEWAE M A K R FIFGFs i@ I B A0 40 B IE 72 AR B I 3GE 1 2 5 it A i 74, 1o
H X TFCFS2 4k, @k B AT 585 45 & B 8 O A B A R0 88 77, AT A2 3 e 448 e 1 3 7%
(CowinE, 2005) o AT IR FIFGF-RAE AL AT I T-BE LK S ) IX L R R A

[0559]  FECML (I A r 40 e 1 M p5) Hh B il 1 I AR o R AN “BR A9 2 ()47 AE R Bk
5 PR 9 I BH 0] M A A R i ) 0 0 EL AT FGF 52 A4 45 30 703 TR ) A A 4 i i 7 A Rl
A RN IX PR ER R VR PR

[0560]  yfit A5 ~F~ ¥ AL e ) 60 B AL 8 A7 15 T B bk oA el 8 A A R O 26 2 ik s Ao s 4 v
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HIZE ML AE A IE AR FNEN KN VIR AR (endoarterectomy) Ji H-HRB A g 3 22 4E A

[0561] A& A o, “BREHE” M ISk 345 < J5 » ] A2a—FGF Flb—FGF o 7£31X
PhAH R R Hh, URGE 2 R AT A4 A1 XL A8~ 8 JUL 200 L ) 8 5 A g B AT P R P ol P Ao
[0562] 54— QB BL K I FGR 2 R A 8 (3 i 4 1 L&~ 3 FL 40 B 1 3 5 A0 A P 1Y
JE ok A K (Epstein C.E.,Siegall C.B.,Biro S,Fu Y.M.,FitzGerald D.,
Circulation, (1991) , 5874, #584-778 W ;Wal tenberger J.,Circulation, (1997) ,2596-
408311)

[0563]  [Al bk, FGFSZARFE B, WA K B AD) , RN AR T 5 78 Y0 UL 4 e 3 B A
I 1) 99 2 0 2 Jk oR AR A AR | T3S R AR ) B R AR B Y B G2 IR 2 e B FE3))
Jok =36 TR B Mk 5% 2 ik A2 H B F B 2 R YR ST R HE, B S H e W SOX S R ) AR KR
WIPDGFIEHLA A VIS -

[0564] .0 I BE KT s A7 BAAR A = (A9 308 £ 4k 175 i 1R o 25 B0 15 5 T 52 17 A A o 3K R A7 fg 7]
BB VT 22 Jos R AL TR0 20157 TRV AC (FE BBk 4 7)) Lo AR ZE 0025 P I A8 o ) 465 AR < S s 7
(1) e FENTEAS o A0 D e A8 A0 O LA I R ot B AR G L 25 o 1 R BRI J L 2 PR )
FIE b-FGF 5 IR A < . BARHL U , B b-FGR AN A 2T A KO HLAIE s = h ee i Z 5
UAe 48 5 1 AH LI Z2E DR R e, S BUIR L AL SR R R P o b 78 77 20, B R BR WLAT A 2 7
FEb-FCFIAE FH T B RE R WE B, b i B4 i b—FGF Hh M AR BT o 7Eb—FGF “She (3] 5% 2[R /N B
AT AR A SE G W R b-FGF 2 s 2 O LA Bl ek B AR K 32 B IRl (Schul tz
JeJ,Witt S.A.,Nieman M.L.,Reiser P.J.,Engle S.J.,Zhou M.%,J.Clin.Invest.,
(1999) , 5194, #104-70900) . K1, H A FGESZARFE BT ANE PERIAL &4 , TR K AL &
Y, RRAE O HLBEA A FVTAT H & 50 JE 2 230 AR PEAR IS 1Y s 2 b VR 7 L 38 . IX PR YT
A] DA ORI R VR YT (BRELIT 24 A SR A K R A BT BUO R R 2 B L P
FRTE R SR B A AT

[0565]  Jf Jik Jis —AH 5 Ak ML 8 S Hep i A ML A8 s 2 1k AR T3t ) 4% 8 Tk v A 3
Bl s 87 RN Jo £ 1 TR N . SE AR PR U, a—FGF A b—FGE A7 7E T ZEOkE bR 398 PEATL I i 95 f) £
AT R BT B A TS 1) T A LA (4 R R A I A MR AR ) e 1 R ) B B AR R - R
Bk 45 fra—FGF X 45 A b—FGF I A ¥ YEFGF 52 A% A0 1 JR o3 — A ¢ M L e i v K R (Tilton
R.G.,Dixon R.A.F.,Brock T.A.,Exp.Opin.Invest.Drugs, (1997) ,%584%, 5E6-167171) .
Ak, H A FGEZARIE FUANE RN AL &4, XTI &), o iRI 7w, B S HEW &
XL P A KPR 5, B IIVEGE , A& HLRAI AL A4, a0 B S HLVEGEIB I TS

[0566]  AF4ifk 2 H L3 < FaRIR A2 78 TR A, FF 5 3052 52 W (1) 28 5 100 48 e R it
PERS , X AT e = AL 52 s M ) 48 B 1Y B ALEERRAS o B P AT 2 7= A H R 2 A r i R
TR T AT 0 BV T AE SR RAT (FGFs 2 5 40 i R I
T2 BE Rl A 4 241 B 1 4 Bl 2 B ) 7 AR AR 3R DA S e AT TR 3 AIE N B 2 248 B WIS B
H (KhalilZF,2005) (Strutz%,2003) « A X LEFGE & S BRI, WA & A1) 75, 7] A
TEAYEALIIG ST TR SR B & B H

[0567]  RUE T IC T 2 (RA) & — Pm AR AR i . RE B WIT 2 85 , RAI 5™ H
T 22 20 7 D 3 P 3 S 9 0E , S BUEATTR HR 3R o 18 A Rl AUk P~ S8 Jon b 52 M b ) K Je
I, a-FGFATb—FGF £ £ 75 S RA £ 38 1 ¥ RS 2L 44 FIAE G W b e U B, 2 B B AR K R A
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NI 3 ) A A N/ BOR RS o A2 R SRR ATAR AR AL (M 7015 A ) 99 9 RARAY) o, D& UE D b
FGF f) 3k 2 38 39 i< 9 19 7™ A B, 1 U b—FGE vh A A4 FE W RARY % Ji (Malemud , 2007)
(Yamashita A,Yonemitsu Y,Okano S,Nakagawa K,Nakashima Y,Irisa TZ¢,J.Immunol.,
(2002) , 574, #5168-450 T ;Manabe N,0da H,Nakamura K,Kuga Y,Uchida S,Kawaguchi
H,Rheumatol, (1999) , 55204, 5538-T1450) o (K, AR B (09 A 5 W) 7 L 282 v FR VR 7
B

[0568]  f T B 18 SCICHb-FGF 5 PP 7 A OC « ELAA i i , I 5% 215 S 1 < Ja 7
B4 B IR S 4 e b-FGR ) 7 A B 39 I MadiaiZs, 2003) .b-FGFA BT #has Ph % fih
PRI B S0 PRSI o N2 FH BUFGE 2 FIATLAR RV T 7 980/ D AT P 7 PR (Madiai %, 2005) o
AR WY B B i 1 RIFGF-24E X B 324K F 1 AU AR RIGR T 1% 6

[0569]  SEFEIR 1 A8 i O A8 AR IV RV rh B I ML AR R PR AR K DR RGP -1
=20 7K S Bl R i 38 fin o 76 H S A g BE o, 10 5% 7RI IS AR Al DR - AN I A R - 2 [
ST S8 ST AR 5 5 5B IS AR RN, DR b 3 = L e 5 ) 2 5 A EOME ) B ML A
PR, T8 AR R B AR A (BB P ISR B R 2R, PRI A BE BRI ) i e o 74D 78 7 U, 3
MEMNMAE XERErREHES K HBEME KR MEERH (Walsh DAL,
Curr.Opin.Rheumatol.2004Sep;16 (5) :609-15) Kt , A K H B SR~ HRE A RIE
=N

[0570]  IBD (#& 5iE P Mgy Jos) 045 1 AT X0 B T 150 1 28 B 5 = UC it MR 485 i %) A B
T3 (CD) o IBDAYRFAE Y S i D Be B i, 5 A 28 M4 Jf B 3~ B AN 3 24 ) 7 28, U5 -5 JR B At L
B ARG AL YR 1 ZAE R IX B AR AR R AR 25 SRS MBI A -5 & ) /N i TRl A sk AL o 2 22 0
B ROX B HE A RS B G D0 T b-FGF I JE A i 2 A R B 7K F (Kanazawa S, Tsunoda
T,Onuma E,Majima T,Kagiyama M,Kkuchi K.,American Journal of Gastroenterology,
(2001) , 5284, #596-8227 ; Thorn M,Raab Y,Larsson A,Gerdin B,Hallgren R.,
Scandinavian Journal of Gastroenterology, (2000) , 25124, 5535-40871) o 7F 4 fE ML
A RS o BLAT S BT I B I AR RS PR B AR B A A ) 2 X i B R KR T I
(05711 53— B AT 52 U 28 i i 73 T 4 A 1 5 FGF s FIFGF-Rs 5 AH 2K () 59 A2 R PR Al
FIRRIGA (BPH) o BPHOYAEWE AH I o , LA o it 4H 230 PR & ] ) 53 A B 22 3 38 L
BEL 2 ()R 2 o AE 4 M 7K1 b, 3 Al R 0, 7 S T ML 90 348 4 1) Jo o & 189 288 o () 9 R 0t
B 3 PERE R (Untergassers, 2005) o FGF s i I3 i 71 B 1) 5 A0 L iz 40 il e 3= &
FGF-TEYKGF \ LA J¢FGF-2BXFGF-17HIIVEZ 512 B I K kit 752 (Wang 2008,Boget 2001,
Giri2001) o M4k, FGFs 5 TGF-B4E Gl B3 b R 40 i/ 1) Jsn 40 Mo Al AL AR FR L e 18 00
% (Untergasser 2005) o i )i , - E8 524K AIFGF-RyAEBPHH ot i 632 , A HER PR 1K) & A3
SRFGF-2[1) 55 73 WAE H (Boget 2001) o AT X EEFGE s/ H I #5507 DA 2 o B 1A i 271 i 3
HERIRIT R

[0572] AR g+ — iR 3% B2 A UIE RGE I Py ol JEE 1 A B ES R 15 P S D T i ) 44 L
B2 98 (CCA) J&— Ml B8 K 5B AR ST Jsd 40 i 364 5 ) B ko B T Rd o 3K 7P i e ks B A7 AL
AL 22 Ak, RV HLA AN R B MR AR S5 DAL« 3 B2 1R 398 I b 28 4 i AT b 1 19 L ) 2R PR VR
T 7L Sk B A A O AR AL o AE PR 00T, KGFEEGE—7 £ J F Y i Je ol 2 v S 32 224
H (Kovacs&§,2006) (FinchZs,1997) o A A B A5 470700 00 B2 FH T A8 9k 1852 3 v B2 JE 9 e 9 ]
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BE o

[0573]  FGF-Ri—ReA1-Rai#b S A4t 3o g AR il a2 o 3 BUUG 44 B IR PGR -Rs RIS 1 AR
ROZ5KEMNRBETIRA IR, KA FIEIE, iPfeiffer.Crouzon.Apert,
Jackson—WeissHlIBear-Stevenson M 7 ik (cutis gyrata) ZRAiE o X S AR S 1) — 4
S BART F fMaPGE-Re 32 AR I A48 St H S BV K B A4 (ACH) VR KB AR (HCH) FITD
FEFEHE KB AR) s ACHE R E fe i WL T 20 o MR AR WAk 2 (0 L AL, 3K 8 52 4 1) 57 4238
TEAE S D BCAR RS O R Wk 2 AR R R AL 34T (Chen L. ,Adar R.,Yang X.Monsonego
E.O0.,LT C.,Hauschka P.V.,Yagon A.and Deng C.X., (1999) ,The Journ.of
Clin.Invest., 5510434, 55 1181, 45 1517-152550) . A, AT FGF sERFGFAZ A% HL A 5 41 7035
FEHNHIFCF-R-H M0 ML A K AE 5 [ AR AL SR 7R X Lo 3 o () ¥R 7 e o

[0574] i H, A E A2 AR A e K B BURB I WA 2 — X M 2 JE
A8 A AR5 25 £ 1) b M A8 Do 28560, R e I 07 21 L o X e R 5 44 TR B B0 B0 e L A8 AR 1 1)
X N B AR B AR o IR, ARLF-£E ob /ob /N BRI 24 T8 22 5 AU o 1fn 8 A= i Fi 0 il 2
e ZE /NBRL ) B 2.2 B (Rupnick M.A.et al, (2002) ,PNAS, 55994, %516 41, 851073010735
) o HeAh, FGFs R I A AP HE I A2 B S8 1815 771 (Hutley s ,2004) oK 0L, HASRHTIMLE
A S PR FGESZ AR TE P A 0 AT 27 IR JRE—AH DG PR 2 b RIB T 1 3%

[0575] W T B AT TR B 1 S L 2 B 2 A AR ) e 1 AR R B AL S R B e AT THE 1R 7 A
TR ATART LA e L 5 A %) e i 0 A s 3L 5 < B B IR S 008 R AR L I L BB B e S
(0 0 21 7L 55 IR 5 8« S 208, BORS B B 3 i 5 3 a—FGF b —FGF BURK ) JiE e
Hh, BCPE S 3 QA S BRI SR A TR, B SR AT IR ST AR R R R X
YAk SRR YT IR R, BB S T BT BUEAT B E RIS AR K IS
MAER YT AT Ao ML A % 905 A ) ik o R B AL I R T AR i (R 0 48 v FEVR T SN ML
BN B A/ B B K - Sel IR B Ik 55 i B U R A I 5| RS 5 I ACRE A 2 1R R e AT
O U R KBS PR A7 1) L7 FF: i QU0 Fa T P R TR i v 4 280 AT 11 B FH o AR R B A 54
MAEYE TT AT A8 e 28 RE 2995 A0 KGR P4 5C 17 28 L TBDER R PR HT BB 34 A Hh 4R B E AT B
e Ja L, AR AL E PR TR 97 B BeE K 8 A4 (ACH) VEBCE K B AR (HCH) AITD (B
THER BAR) VLA LIRTT AR

[0576] A I BH I 7™ s AE YR T AN T 7 55 B A2 4 | DI JHG 2 A W8 A H DG M 0 B AR 4 (AMD) Hr 4R
BIEAI R o Bl T AL DL E 2 1 32 BERRAE A T 2 (1 9 A0 T R AR AL 53X 5 BUIR S 1 32
BT RR RS S 70 5 MR R B o ke, 5 S IR S8 AR LA T O S L AT AR T A B
7~ -5 1 e P v 1 AT AR RCR A O R dE FH O R I ik s DR AR L R AR R A
Y RS AR B )77 it AT 18 7 Ik 28 JE )BT L T U T RE L2 = P RE Y

[05771 ity H., A& B 7 it T T3 97 BRI DU 2 b A7 5 308 /s s b « B4k
M, O 28R B A K B (1) 77 ot B8 D A0 7 S TR B0 (1 i/ IMROKF

[0578]  f )i , A BT i AE YR ST AIFRBT R I o 2 R I s B B 4 JH 2 8 v L AE LI
B BUMAR AL DL AR IR T AR PR R TR 4R BI R H

[0579]  HRHEA KR F—5H, A KA EECAE G DAY B2 % Bl 2211
D ER YD ENESE YR

[0580]  IX Lz Mk B RATIAE VR YT A PRI ATART HLAT i B M8 A ) e e B 2L 55w AR
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BE RN I B E S R BT S A R B E W AL 55 R A B L SR R, BO A A 4
W77 A a-FGFEb—FGRRUE K R AE HH , BRE 90 38 S04 20 e S Rg bR 28980 R0 P s o, B I
FEATATIG ST ~HEHU B G 16 B2 o 3 S8 25 W 3R 1) e ATIAE YR 7 AT O I 7 0 973 1 30 Bk o
FEREAL L LA BB A S5 I B A R FEVR YT SR U P9 B8 RN/ B 32 B k- e IR Bl bk 5% 2%
B ML RS A 2 5 51 RS ) A A 5 R 9 A0 o JUE IS K BRRE R 995 P60 L7 I i 47
JR 398 PR AT ) FEL 9 v 1 2 P o B AT DR 4R B B AN 7 RN T 02 M A8 E 2 o T R PR S 35 46
IBDBL R 14 AT B B 38 A A 16 N2 FH o e ATTRT YR 7 ATRE | R B A4 (ACH) VI R B A
R (HCH) FITD GEFEMER B AR ) LA TR I7 IR

[0581] Ak BRI 245 00 4% B A 148 VA I RO TR o B A8 P L 0 JH 2 4 8 R O T 5 e A8
(AMD) #1152 FH o e AT T o 75 0 7 ik % B2 140 397 102 TR e Bl A T

[0582]  ifif H., A BRI 254 mT FH TV 7 BORRG T H2 Buis AT S 8UW /MR D .
[0583] A B 3= BUA A2t b 5 SURI R (D) Ak & B T8 9 7 RO TR 75 B 5 FGR s [ 7 975
1) s

[0584] A B ) 3= FBUA A2t b 5 SRR (D) Ak & i Flag , o I -T-3R 7 AT Je o L e 2L
& HUA R L A s s  FLARE i FURR S R AR L 4 e VB B R e T S
FE I IE , TS e R R B e , B0 0080 P20 0 J R AR L8 AR 9 L5

[0585]  #RIEAK A (D LA Y] MBS — Pl 2 BB A BUILE A s AL A9
B 5 —FhE 2 R B AL A (T BEA BRSO IRt P o TR, A R B ) = A 2
an b5 X (D AW S —Fhak 2 Fpaife s PR R 2 F1 /B0 0T B A I g

[0586] A%z BH Iy 3 a1 b5 U X (D A&, 2R 36897 FTRBH (O U % 978 G0 2 ik s
FEREAL L LA BTE A S5 I B AT S FEVR YT SR N I P9 B RN/ B 3 B k- e IR Bl bk 5% 2%
B MU AR 2 5 5 IR I 9 A 5% 9 5 998 G I R K S BRAE VR T 08 JR 97 1) 1A I
SIE SR PR 95 T A 9 95 e 1) 182 FH

[0587] AR & B () 32 R A2 40 b5 IR (D) Ak B D75 ¥R 97 SOTRBH 18 28 3 99 0 XU 7k
ST A IBDH ) FH I

[0588] A BH K £ BUA R b SR (D AL SR T T B R W R B R B A
4% (ACH) BB R B AR (HCH) FITD BUFEMER & AR) H i i .

[0589] AU AR S A b5 XX (D) A A 7R iR 7 SO AR 1) A 3

[0590] A< BH A =E AA 2 b5 SCRI R (D Ak B 010 167 BT 85 BEAS I , n4F i A =
PR BEAS PE (AMD) T 342

(05911 ARIEA KW 55— I 1 A K W88 BB 8 VB il PR a3 I AR & B 1 =X (D b &4
MZMAEY . XA GV EEEHRAENE D —MA R &Y B 2% bz
(3 LA e /b — R 2 2 AT 252 (R R AR o IR R 1), AR A 25 W T R RSB i A 24
3, H R ARSI AN 7 R IR

[0592]  FEAHTAN . EHTZ T LN EIKAN B (topical) JRHES (local) VREW &
P I 7 BB A4S 231 AR R R 25 e A P ks (D) S PR 2 BEL L, FT DL SR e
FTE, BL SRR AEZG T IRV A4, i FH T A R 204 FT-¥6 7 5T T 4 S (W AL Re fe i B
T o

[0593] 3@ ‘B (¥ HA Az Jite FH A QARG 48 10 -3 A2 2 3 00 1 791 4K Tl 48 e e 88y AG  SURE
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H R R B P 5 B A U A IR A AT R N R 25T IR S R (topical)
BRSBTS ULP B K4 230 L4 29 TR RG] o 6 T SR AR 45 25, AR W AL 54
A RAFLE 7 BRI K B 77 (pomades) BRIEHIM IR A o

[0594]  IR¥EAK I SRR L 24525

[0595] 28kt , AR WAL VA P AT A B A7 25 2570 s B35 R 4

ARE A 50.0 mg
W& 223.75 mg

[0596] Eﬁk}%ﬁ [?fg%‘ gﬁ —%:%V\] o0 v
ERIEA 15.0 mg
FRATRA KL 2.25 mg
AR NG B4R 3.0 mg

[0597] A IR KAENZGIRI a0 b SUB 25 64

[0598] T4 G2 A K HIHEY, STAHEFERZMO0.01 2 700mg . 7] B8 H Fr ki il
H o s BT AT ) ) A I 5 (EX AR I R = R R A R B R Y ] 4 B R, T T %
A EBEEFE TR EAERIEA 2 R R DR T R N DL KR HE 5 95 1 3 R

=

JE o
[0599]  MRHEA K WA J3— T, AR WA JonyT BRI Tk, sy 3
ARG ER AR KA EY B 2557 Bl A2 1 shBOK S BE T 51 .
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