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CON 103254126 A OB B 10/16 T

Cr A ), Horb st FHIN )& A 252 Bl I A REh 25500 &, X T 60kg R E AT &, HeA 2
FIEI T A 1~ 2000mg, Rk 20 ~ 500mg. 44k, BRI EIE N % 1845 25142 i A Hetk
LR TR 25, Tk S T A2 s B Tt B TR 2 PN o

[0106] AR BRI AV S5 IA B A T O A IS AR LG, B — R0
AR B 3 B AL

[0107] (1) AR AL GX BRI (Kinase) Bl raf il B A U85 3 HI .

[0108]  (2) ML JiAIE —H ARTCE A A (AR, A3 29 A AR 15 TR A, 1 S B0k
AN (First-pass effect) [FIFFAK. ERXPHE IR, 7] DASCAR ) 8 I K 27, £
AT DU 7 Qe 3

[0100]  (3) M@ ITALIE R T 25930 1 2= E H, U IR B 56 T B T — KB T
CLECAE A R A (1) 5 A7 B AR T R AR &4

[o110]  (4) HIREURALE Y AR T, BT I FAL N, BRI Stk S TES ) R
2R, LI R 259097 3

[0111] "N &5 & B ARSI 8], 1 — D MR AR B o S B, Tk 6 S it 44145 T i BH A Uk B
AN FH TR AR B G . R 20 SE e 9] A A v B L AR e PR (R S 56 7 v, T8 42 B L 4%
P, B RIS R TR A o BRAE S U0 B, A5 I BORN T 43 LA A R R T A
tt o

[o112]  SEjf) 1 :N-(4- 50 -3-( A ) RE)-N-U-2-(N-1", 1", 1" - =P ER
SEFPBESL ) —4- ke dEA ) RIE) IR (4bE4 CM4307)

[0113] B EEEEE -

[0114]

cl o OH
@\ SOCh, DMF S\ CDNH, A
N” “COOH | | ¥
e
N “cocl N” “CONHCD,
o CONHCD.
KOBut, K5CO;4 /©/ \@( S, FC NH,
_N
DMF H,N Ij
cl
5 6
N
FsC N~ N &
H H
CM4307

[0115]  JfifE 1

[o116]  1.4- ZAkhe —2-(N-17, 17, U - =5iARH 5L ) FBEi (3) 1l

[0117]  FERECH R AL FEESE 1) 250mL 30 5= S B 7, A FAL I (60mL) , 4EH7E &
1E 40 ~ 50°C 2 [f], ] H A A2 (13 o7k DMF (2mL), ¥ N se B8 s, Gk bt 10 43%h, 78 20
3B ] H A A U IHER (20, 162. 6mmo 1) , V0¥ K EIEE I8 3 PR R 60 B AR Dl SRR o K5
FEFHE 72°C, BEFEFIAL 16 /AN, 77 AR S A PTVEY) » ¥ A3, 2R (100mL) #6

14



CON 103254126 A OB B 11/16 T

B IRGE I T, ARG P AR RE IRGA 2T 1Ly, F A oRVess, 19 B0 s e 3- 50— it
WE —2— ARSI Ao DK T4 st ] A b A8 P o N 280 A AR e 1 D SR M PR R A e
IR T 5°C, GkEliHE 5 /N o IKYE, I 28R 208, it A (44, SRS, SE I o R 2hk
ek, TLAKBRBR N T, IRAE 2T, 13 Bk B L1 4- &k —2-(N-1, 17, 1V - =R L)
FHE (3) (20. 68g) , L% 73%.

[0118]  'H NMR(CDCl,, 300MHz) :  8.37(d, 1H), 8. 13 (s, 1H), 7. 96 (br, 1H), 7. 37 (d, 1H).
[0119]  2.4-(4- ZREIE ) -2- Mk —(N-17, 17, 1" - =5ARAEE ) Tl (5) HIHI4%
[0120]  [r] 100mL - 45 ¥ JC 7K DME H 4K % b N % & 286 2K 8y (9. 54g, 0. 087mol) , LT
B4R (10. 3g, 0. 092mol) , ¥ ¥ A% Jl ¥R 4 (0, =3 N BEHE 2 A i s, P i A 4- &
ML mE —2-(N-1, 1, 1" = = i AR B %) A7 Bk % (3) (13.68g,0.079mol) , JE /K B BR P
(6. 5g, 0. 0467mo 1) , ¥ S5 M L FE T3 80°C J5 gk i P ik 0 TLC R i i 58 B, YA H1 3 =5
VL B NI BIN LR OB (150mL) R FI £ /K (150mL) VB FIAETR A, Hidk 2 2, #E
Ja i K IE H SR CHBEAEEX (100mL X 3) , A FF AU, MK SRS (100mL X 3) , Jo/KHi
FREN T, W46, A3 BRI 4- (- EORAHE ) 2- Mg -(N-17, 17, 1V - =ARF &) A
W% (18. 00g) , H 92%.

[0121]  'H NMR(CDCI,, 300MHz) :8. 32(d, 1H), 7. 99 (br, 1H), 7. 66 (s, 1H), 6. 91 ~ 6. 85 (m, 3
H), 6. 69 (m, 2H), 3. 70 (br, s, 2H).

[0122] 3. N-(4- & -3-( = A ) KIE)-N -4-2-(N-1", 1", 1" = =5 A2 FE 7Pk
55 —A- Mg AR ) AL ) R (CM4307) (124

[0123] W] 120mL — &0 A BE P N 5- & 3 —2- | - = & T K (15. 39g, 78. 69mol) ,
N, N = 5k kM (CDI) (13. 55g, 83. 6mmol) , 238 B F: 16 /5 B JiF» 1) 2 A 22 12 19 35 o
4= (4~ EAREIE ) —2-mkmg —-(N-1, 17, 1" = SR EE ) FImER% (18g, 73mmol) ) 5 45t
(180mL) ¥V, S T 2R EEHEFE 18 /NI o TLCASIN S5 B 5¢ B8, JiE 22358 4 — 50 F e ¥ 71 42 100mL
FiA s BB SN A KR A RHT H, Bl AR KR ST e . DRI X
Bl s ) s SORT T 2 A, A 9 7R Ok i, R 3 U R BE PRIk e 5%, 19 31 Uk IR
I N-(4- G -3-( ZmPE) FE)-N-U-2-(N-1", 1", I’ - =5 PIRGEHRE PR ) —4- itk
MEFLAE, ) 25 ) R OM4307 45 (20. 04g) , K 58%.

[0124]  'H NMR(CD,0D, 300MHz) :8. 48 (d, 1H), 8. 00 (d, 1H), 7. 55 (m, 5H), 7. 12(d, 1H), 7. 08 (
s, 2H), EST-HRMS m/z:C21H13D3C1F3N403, Calcd. 467. 11, Found490. 07 (M+Na) ".

[0125]  SEjfs] 2 4- GtkiE —2-(N-1", 17, 1 - =i AAH ) BB (3) 1l
[0126]
o o ci
6N HCI
@:éNH + cD,op 2EAD PPy N-GD, ——— = CDsNHHCI + @ Hel
THF, 1h st
o o
ci
N32003 (lj\
N” “CONHCD,
3

[0127]  a) B4Rk LW % (14. 7g, 0. Imol) , SiACFEE (3. 78g, 0. 105mol, 1. 05equiv) ,

15



CON 103254126 A OB B 12/16 7T

=R (28.8g,0. 11mol, 1. lequiv) ¥ T oK PYEMHR o, UK ¥ i DEAD (1. lequiv)
(1) DY SRR IR V8 T N 58 58 i S e — /I ﬂﬁeé@ &%#&%Jﬁﬁ?f: b & DM F
UKARVR VR AT HH [ A4 S5 1 9, S VBT, A PRodt i A, 754l it AR PR 26 €0 8 — I BE T iz 14. 8g.
% 90%.

[0128]  b) F AL AT 3 4B 2% — A Bk W % (12.5g,0.077mol) ¥ T i& & £k B8 (6N, 50ml)
o, T P 2430 NI, RN BA T 2R )G, B T UK R A B EE LR,
ok JE AT H T A, FH VA I 2 B K VR WOER VBV, E 25 R K IF T R 4T BT AR R L B
B #ho i A G ZK DEM(100m1) T4 A Y i 36 1 6 o, 3F o\ 4- S0 R P R 3R IR 2k
(6. 52g, 0. 038mo1, 0. Sequiv) , Bk FE 44 (12. 2g, 0. 12mol, 1. Sequiv) , K& M i 25 &, B T UK
FE R N — Ko TLC Kl R MY, 56 Y8 Ja K Uk, 0, W4, AR fe 4, 19164 4- St
g —2-(N-1", 17, 1 = =R EE ) il (3), 5. 67g, W% 86%. H &5 MIRHIE 5506 1 —
o

[0129]  SEjlfs] 34L-AN-(4- A -3-( =) RE)-N -(4-@2-(N-1", " - i F%E
FAE WL ) —4- Mbwe SE4 ) R ) PRIIHI%

[0130]
CFs 0
N
Ay 2
H H

(01311 & SClifs] | Arik i) 77 i, AN G AE T < I CDLHNH, 548 CD NH,, M il 15 H bt &
.

[0132] St 4 AL G N-(4- S —3- ( =9 AL ) R ) N - (4- (- (N-1 - Ji AL
RILAL ) —4- MERERLAE ) HFE ) IRIHI% -

[0133]
CF, o)
RO TR S I
H
N
ANy 2
H H

[0134] & SEHEH] 1 A BTk B 777, AN S AE T < CDHLNH, B4 CD,NH,, M #0753 B brib &
o

[0135]  SEZjfifs] 5 A &) N-(4- G —3-( =5 3L ) K3 ) -N - (4-(2- (N~ R 5L ik
I ) 4 MEmEFEAR, ) ZRFE ) IRIHI

[0136]
CD, 0
cl o _CH
N
A )
H H

[0137]  f&Scilifh] 1 b I 53k, AR GHET ] 5- & —2- S - =I5 i 5- &

16



CON 103254126 A OB B 13/16 T

52— S - SRR, CHNH, ¥t CD,NH,, T il1S B Frib &4 .
[0138]  SLjififs] 6 AL &M N-(4- & -3- ( =PI ) K35 ) -N - (4-(2- i, -6- (N- FIFLa 5
FREBESE ) —4— mbmE L5 ) 2538 ) IRIHI4% -

[0139]
CF5 0
ReSSsnean
N
HJLH P
D

[o140] %St 1 o BT (753, AFLRAET ] 2- I, -6 FRAEEMENE 5 M IR » CHLN, 5
fit CDNH,, A1 i3 H AR 54

[0141]  SCHfif] 7 AL AP N=-(4- 5 -3- ( =J P EE ) I ) -N - (2- I, —4- (- Ji —6-(N-
R AP ) —4- e R ) 5 ) IR

[0142]
CF, o
H
N
i lﬁiﬁ y
D D

[0143]  FZSEHEW] 1 HETIRI 72, AFSTET H 2- Ji —6- FREEMEIE B #i g, 3 — i —
4 — ALy O B B AR, CHONH, EFi CD,NH,, ATy dil#5 HArAL &4 o
[0144] Sz i ) 8 4k A& W N-(4- A -3-( = M B ) X H)H-N-(26- =
I —4- (2 —6- (N- LS AR IEDE: ) —4- mbme 40 ) 2R3 ) IR 4

[0145]
CF, 0
N
B D

[o146] %St 1 P BTIR I T, ANFLRAET H 2- R —6— FBRIENL e R, 3,5 — —
i 4 — SIEREY R O R AR, CHNH, Bt CD,NH,, Mt HI45 B As L &4«

[0147]  SCHtif] 9 ALEW N-(4- S -3- (=T L ) K56 ) N - (4= (2- 7 —6- (N- L2k
FREESE ) —4- mbme e ) 2156 ) IR+

[0148]
CD; @)
ReNUsAE N
H
N
QJLE p
D

[0149] & SCHE] 1 AP BTN T7 ik, AFLEAET < 2- I -6- BRI HRIR, 1l 5- &
B-0- A - SRS 5- AR -2 Al - SHPEESE, CHNH, B4 CD,NH,, M 73
17




CON 103254126 A OB B 14/16 T

A .

[o150] ¢ i B 10 fb & B N-(4- S -3-( = W H
B N1, 17, 1 - =GR R 5 B ) —4- AEmE L4 ) K
[0151]

) KAL) N -(4-(2-(N-
) BRI %

CF4 @)
|
N)LN =N CDs
H H

[o152] %St | Hh Bk (9753, AN AE T F CD,CHNH 5 CD NI, A1y #il45 H brdl
=

[0153] ¢ Ji %) 11 4L & W N-(4- S -3-( = & &5 ) K H)-N-(4-2-(N, N- =
(17, 17, 1= =R ) &R B ) —4- iEne e ) 2938 ) IR -

[0154]
CF, 0
N)I\N =N CDs
H H

[0155]  f# St | Hh Bk (75 3%, AR AE T F CD,CDNH 5 # CDNH,, A1 il #3 H hrft
=

[o156] ¢ Jfi ¥l 1246 & P N-(4- R -3-( = & H
4= - (N=1, 17, 17 = =R AL B ) —4- e k40 )
[0157]

3
3

) H A )N -(2,6- =
) BRI

CF, 0
H
N
ﬁ lﬁ/mﬁ P
D

[o158] %St 1 o FTik 1) 77 i%, AR AR T« AT CDLHNH, 48 CDNH,, 3,5 — — /i — 4 —
IR O R ARy, IS B AL G

3
S

[o159] s i ) 13 4L A W N-(4- A -3-( = & = DI S
)N -(4-@- 5 -6-(N-1", 1", 1" - =S I &R AL ) —4- mbme R4 ) K2 ) IRl
% .
[0160]
CF, 0
cl o O A Ay -CDs
)I\ /©/ l =N :
N R
D

(01611 & SCHlifh] | op BTk i 7 ik, AR AR T < ] 2- T -6 SR B ML 2 M e » A it 173

18
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Hbrb &9
[o162]  SCjtify] 14 AP N- (4= S -3-( = &) FE )N -(4-2-(N-1", 1" - ZJR&
R AL L ) —4- mEme LA, ) A0k ) IR -

[0163]
CF;, o D
cl o
QA
N
N~ N Z
H H

[o164]  #Z5Zjfs] 1 HP FTIR I 773, SR SAE T :CH,CD,NH, 254t CD,NH,, i il 753 B Frtb &
o

[o165] sz i #) 15 4k A W N-(4- & -3-( = & #* ) K
)N -(4-2-(N-1",1",2,2,2 - TR IEEFEFEEL ) 4- mbng A5 ) KFE) IREH

% .
CF; 0 5 D
¢ o) NS N>kCD3
J | H
N7 N N
H H

[0166]

[0167] %St | BTIR i) 5, ANF]sAE T :CD,CD,NH, 5 #e CDNH, M 75 H ARt &
Yo

[o168]  SLJifs] 16 A5 N=-(4- S —3- ( =0 4L ) K3 ) N - (4-(2-(N-1", 17, 1" - =R
IR L FIIE ) —4- MERE R4 ) R ) IR -

[0169]
CD, o)
ReBUsRsR S
H
N
ANy 2
H H

[0170]  F&SEHE] | A ATl () 753, ANFESAET H 5 258 —2- & - — i 8 5- &
52— J - SHEFESE, WIS B AR A

[01711  SEjtifsl] 17 KA 254830 0124 v

[0172] 8 KM Sprague-Dawley K, 7-8 B, A EL) 210g, 0 2 4H, FFAH 4 B (K
BT XTI ALR 1316 55200 2000 9-12), IR D HRZS T Smg/kg I &1 (2) S5 -
RITACHI N-(4- & -3-( ZF PR ) K5 )N —(4- - (N- ARG FEE3E ) —4- nfng 3%
) RE) IR GTHEALE ) CM4306) BY (b) SEREE] 1 25 1 N-(4- &l -3-( &) XK
H)N -(4-C-(N-17, 17, 17 = = A2 ESE ) —4- mEme R4 ) A28 ) Ik (R R B4k
HH) 4307, L IL 258 )22 = =

[0173] KR RUETDRMAIZE , 45 /K RIRIIR 720 SER AT — R B4 1 Rgs TRIIR 7, 45
2iJ5 2 /NN EDHT G TR T . RIS ET 16 NN FEREE . 25 30%PEGA00 A . HRHER
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I, SRR 8] B 25 245 J5 0. 083 /NI, 0. 25 /NN, 0.5 /N, 1/, 2 /NIE 4 /i, 6 /)
I, 8 Z/INKFAT 24 /NI 6

[0174] A KB N LM 5 6 8 BRI, HRHIESR £ 300ul MAE T . RV A 30ul1% 3
W AT AT, W T 60 CHET I Ao 7R 5 — NI 1A) s ISR AR 58 S5 » K B SRR
W AL A o

[0175]  IMFERAE ST, S RITE AL ERE 0 22 /0 5 IR, ARIER & 78 40 G iCE Tk o FELE
4°C 5000rpm B0 5 4380, ¥ M5 S L0400 3 . R WA H 100Ul 1MLy 21 T4 1 28 k) 125
DVEH, R E DI ZFRAIRS 8] 55 135 2EREAT LC-MS 43 BT RTPRATAE -80°C.,

[0176] 45 R 1-2 fiom. 4550 B7R, OM4307 Bt CM4306 (L8 T, , K [ 4 %K
11.342. 1 /NBFAT 8. 641, 4 /pIE T, 4R F A AUC,. .. CM4307 Et CM4306 (52 18 [ 43 %l
4 11255+2472ng « h/mL F1 7328 +336ng * h/mL], CM4307 £t CM4306 £ W5 R F D [
Wk 275+52ml/h/kg F1 410 +18. 7mL/h/kg] .

[0177] M LBgRE W, KRS W AN A Bir 2593 0%, B A 5
U253 TR PR

[0178]  5y4b, ilid fridb, A< AL G5 A A R rh AR A BT o o R o b A 5 |
HI AL IS R M, IX S ERIRGE LY. (First—pass effect) WAL EIXFFILT, 7] LA
AR £ FHE T A AR IR Al T DA A i3 1) 8 2 e FH 1 o

[0170]  5i4b, M i L T 25930 115+ AE H A AL &) 58 2 e o — K& Y)
J5, CLEUE A A b 1 53 A B S AR T AR IR &4 o

[o180]  SEjtfsl] 18 ZyM4H &W)

ﬁj\

[0181]  AL&W) CM4307 ( SZjitfs] 1) 20g
[0182]  VE¥: 140g
[0183]  THARET4EZR 60g

[o184]  #2 LTTi%, # EIR W BOIR G5, BN TE W e %, 45 21 1000 FUEE o
[0185]  {EA A HHIR S IR I A7 SCRRARAE A B3 P 5 IR D 258 , st IR sk SCRIR A P
SIRAEAZ IR . SEHYBERR, £ 5 1L T AR BN EIRHE AR 2 )5 AU 1]
IKEA R A 25 ot 25l slUAB 50, 3R 22 A 2 2K R REVR 1A FRA B B SOR) 225K 5 i FRE 1
.
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