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35 U EER1-32 7 AE — TR AL 540 AL /1l & H T 3 4 e 22 1 25 v 3 e

36 . U EER 1-32 7R AR — TR 540 AL /1l 2 F T 306 4 O 38 B 1) 28 v £ PR

37 UM EER =32 AL — TR 50 AL /1l 2 F T 36 4 A7 335 B 25 v 3 e

38. WU EER 35-37 AT H 3k , v ek 40y 3 B2 2 o

39 AU EER =327 AR — TR AL 540 AL /1l & F T 306 0/ 26 ) 25 v 1 R
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FEWM_ARETEYD

[0001] AR B S T AEN FLsh W oG y7 A /BB , JG H 2 HHIMAPAK4 K Y6 7 I RE 1
HHAAEY)

[0002] I %5 AR B, BT IS NBIAT IS B K B (R 7, 22 SEAR IR 1 R I OG5 2 98 o iy
RET AR A, — 93 N B A IR B0 9 AN E AT BHA U T B 2 . B VF 2 IR+ (1
WIVEGFAIFGE) 5213k P B 4N il #2500, AE 2 JI A N A8 2 A A4 F I I F o R B =
FETS B4 ML I AL i o

[0003]  JiKE RGN K B R VT 2 AL FE 2 R0 B 27 b R I S A 75 2 JVR I AR e 1 3 R 1) AR
K77 BRI MLV 45 o (R M8 AR DR (2 8T 1) T A ol I e ek 36 8 B P g L8 A i 1)
T FRAEFT o MUE I B B e A 3T, b R A B R T P 5R ca) N B2 4
M (EC) MIWAT I 1A 38 5 50 A AEL 40 20 Ao A RS K P 52 400 . b) S A= BSG) A e 4 o % 2
A B IFR G T ARG 1 s o) R LS R A I (tubulogenesis) TR EA H K
JiE (central lumen) K s d) BLA AU LS REULAE 2 (sprout) , JEEUR UL s e) 4140101
NG D EEIF Y (reshaping) s F1T) 534E (recruited) W R 4L (peri-
endothelial cell) AUEEWN B, NIZE WRALRY AR A s xS A e k5 /N B 40 S
[ &M . BRI (1 1T JULZ AT i o g o UL M. (Hanahan, D Science 277 :48-50
(1997) ;Hogan,B.L.&Kolodziej,P.A.Nature Reviews Genetics.3:513-23(2002) ;
Lubarsky,B.&Krasnow,M.A.Cell.112:19-28 (2003)) .

[0004] il A A= R 5 22 i iE F) AR BB O o 3K 00 i B 455 P Tk R A A L B bk B A
A dReIRAR JE AR 4R 2338 4 L 78R L 12 1 AR HIEL P BT A L P 9 407 2 155 5 P AR P s
a0, 1 PR S PEATL IR 59 A 8 A7 S RGBT AR I s B AR 1 (nvAMD) AR I AE PR T OGIR R 4
LA I B A R Sk e S8 IR RIS 7 R K28 (FolkmanE A, J.Biol . Chem. ,
267:10931-10934 (1992) ;Klagsbrun®E A ,Annu.Rev.Physiol.53:217-239 (1991) ; il
Garner A.,“Vascular diseases”,In:Pathobiology of Ocular Disease.A Dynamic
Approach,Garner A.,Klintworth G K,%m%E, 58 ik Marcel Dekker,NY,1994) ,pp 1625-
1710) &

[0005] gl fifred AR KT 5 ML/ AR B ARAF Xof T DA A 380 Jeoq T2 ol F) 2 AR A 5 e s PEAE
It 9 e () A R AL RS FR (167 3% (Folkman%E A, Nature339:58 (1989) ) o BT ML ¥ i Be 6 11
i IEE 4 55 T A0 M AR B SRAS AR RO S A B ) 32 1 o SR 0 R B S AR T A S
AT M) PP 6 40 0L PR ) B0 28 3 B30 4 e R B 330 8 JL A7 U7 22K K/ I HOL BB AR 5 4R
HER” T P () AN P A A AR 8 o 8 i — 6 e 40 s A8 ol L A A il R RSV A P R 4T e, B
T A2 4 B 3 B S SR TR B A LA o X M A RS ) L AR AN AN T DA R g 4k 48 A
1, I HLd ] A 4 A VE it I 40 B dr SO B A2 Rl o ERT UG, 30 8 % UL D17 ()l L 88 2 i
FUMR g S H & LA b e 1) S8 B A7 2247 % (Weidner®8 A, N.Engl.J.Med 324:1-6
(1991) ;Horak%F A ,Lancet 340:1120-1124(1992) ;MacchiariniZf A ,Lancet 340:145-
146 (1992) ) o 45 il ML & A2 B 5 B0 RS BATL il 3 A B 50 8 00, AE2 A AN 9 i e [ B
(mass) [ A4 L& T2 U B K & I I A8 AR R 0 790 A 40 6 570 16 95 1487 (net balance)
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(Folkman,1995,Nat Med 1 (1) :27-31) ;MAPAKAZE {33 s 40 f 3T 42 / N A2 R AS B 4E .
MAPAKARNA i 4 #H 41 SKOV3 A BN 5 40 i (1) 1iL #2 A AR (Collins%E A ,2006,PNAS 103:
3775-3780) o« N ied (B0, 5 Fk i i - - 448 i R0 465 Wy EL R i) 10 20 B Ui BH T i IMAPAK4 5%
1555 AT IR Belgs K /N RSN B B 1) SE IR TG < [ BE &R (Liang%E A ,2008,Clin
Cancer Res 14:7043-7049,LiuZE A ,2011,Clin Cancer Res 17:710-720,Hao%% A ,2010,
J Pathol 220:475-489) ,

[0006] A< BH$R it e I IMAPAK 4R 30 il 204 (ol iy FLaha) wh i A pe i 77 7%
[0007]  fE—AJ5, A KW KD EY:

[0008]

I
[0009] Ko HLAZARSpAA A LT A AR B AR S A A A2 2 bl 52 (1 2
(00101 HrftA\RVRIR* QA ST id o 2R (D) A4 4] FAEMAPAK A 1151 o
(00111 AR 55— T SR AL &4, HoA 5 2K (D AL S WA 2527 | ml B2 [ 38044
B R s R 7R R T 51 o
[0012] AR 55— J5 i Sk (D) A & WAE fl & R T IR T AE N 29 v (1 T3 o
[0013] A IR Bl K (D) AL B WIRARSE AL AR A2 W B0 T 7 FLEh P 20 ML A
HUABUAHSR R ER SRR IR (B aneiE) BT
(00141 A BRI o5 — 5 I SR I PR BURAE I VA 25 B 4 250 (D (e =
BATRAER B
[0015]  YRYTHEAE K U5 2 » e op v idt o RE D FLIRRE - O SELRE L 1 5 S0 B 900 A 52 AL
A TR PR A AR T TE WA B RE 5T A R RSP AT R L B e R L AR AL TR 8 i
S R P AR R Al AR /N g (NSCLC) « /NAH S s s « e 465 e e fisk
HRAE < T  FRCDR RO  DETE R R i LSRR RS i 4R R 8 2008 L AL I e
958 A EE 6 B A8 R B8 R0 (myeloid disorders) iREL 8 BRI | 1%
T8 S TR e S TR B S T S O /N L S W EL e S K e s EL e A AR R
S0 AT B0 IR SV FRCOR RO S SRR P IEE o 4 e B 8 PR o
TR/ ISR AR T A R R RS e B R L e e TR EUE . 2K
PEE R SR B BE PR 1 AP 1 PR bR EE A 1 L 1 B A N IS bR E 4 Y 1k 9 O
93 A P L 10 s AR A A <R LR R 8 B B R B IR W R
(00161 AS IR by — Ty i SR 44 I T i 7 8 1 I RIMAPAK 4K 8 4 PR 99 E 11 1790 5 i3k
SEGEX O E—AWA S A ] .
[0017] AR B H e Ty R4S - (1) fEAT 10T 75 2 32 W3 vh PR B 7l I AL
MAPAKARE A3 (R E S G BP0 5 T iR BRI e B A 2 (D G
VB 257 bRl RS2 0 5, LA B iR aC B2 5 L IS 1) sh s AE AR SO ik AR B 5 T
A2 s (1) P B IR (B2 o B2 i R s 8 (D AL &9, AEASOrd AR =
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Tk FIEZa Y, 8 Fl T — FhEL 2 BIMAPAKA A S5 (1i1) I BNz a2
ZH AR (D SR SRR AT B ik P g g, TR IR IT — MhEi 2 M
MAPAKAA B Hh (1) g s (Lv) Wi T B2 o Bl B2 i 38 U =8 (D e & A
SCHTR AR R T A Y a8, JCH 2 i 26 FlTI6 97— Pk 2 FIMAPAK A 3 (1) 2 3 [ 245 P
1) FHIE o

[0018] 54 4% BH I e st 77 UM HH 1 R4 228, Frp 0 S 48] 7 197 1 b i BH B B
(1) 2 R A 3 RS AR R B G 25 6 BT 9 S T SR AT 08 AH 2 B B i IR AR B 7R MG AR
R BB i T IR e s it 7 3o A S, AR BH B AR IR EE BT A I B B RO S P, Rl B REAE
AU EL R BT 58 VG A o AR ST AN 5201 BR AR -5 AR SCHT R 16 77 AR BB
FHIFN VR 22 J3iE AT B, HomT BT AR B IR SE B v o AR R A8 AN T BT sk (R 77 V2 A
FE— DB AP 51 B SCHER & RIRSEALI A B85 AR B G AS B BOF JE B 00 B FEH A
R T B g X ARGE AR TE VT IR B AR SE , UASH i R HE

[0019] R “Ci—Cro— e 2" B 22 C1—Cro— e it , Horp B B A SO Py s S, Hedd i 4 5+
TV 24 IR AR 7 BO% e 2 e B A Jom AU 040 10 BH P R PR ) 1 S ) fo R R AU S L
AL EHAR . FAEEFAFN T AR R AL, A ST 28R ]

[0020] AL I ARAE “We k™ FR 1K & B A 1 B 1280 S5 7 (Ci—Cuo) 1K) 10 AN BLBE SR S 85— 1
Je ik, Ho BT e B DRy AR BRUARIR BIOMUST M4 TR 3R — N B A B B o 72— A2t 77 2K
i, B N AR BRI o 7 73— SEgit 7 20, B R B A L 28Nk IR+ (Ci—Cs) B L 26k i+
(C1—Ce) o IR LB AHE , (HAPE T, B 3L (Me .—CHs) « 2% (Et.—CH2CHs) \1-73E (n-Pr. IETA
Ht .\ —CHoCH2CHs) 2-TA3E (i-Pr. SR 4L . —CH (CHs) 2) +1- T & (n—Bu. 1F ] % .—CH2CH2CH2CHs)
2-F BE-1-TA 4L (i-Bu. 7T J . ~CHoCH (CHs) 2) «2-7] 3 (s=Bu {7 J& . —CH (CHs) CHaCHs) . 2-FF
H-2-TRHE (t-Bu U T 2 —C (CHs) 3) « 1 -3 (1E )3 28 . —~CH2CH2CH2CH2CH)  2- 1325 (—CH (CHs)
CH2CH2CHa) 3~/ 3 (~CH (CH2CHs) 2) « 2—FF 3-2-"T % (~C (CHz) 2CH2CH3) 3 3&-2-"] % (-CH
(CHs) CH (CH3) 2) +3—FA J—1-"T % (~CH2CH2CH (CHs) 2)  2—H 3—1-"] % (—~CH2CH (CHs) CH2CHs) 1 -
& (-CH2CH2CH2CH2CH2CH3) « 2- 4 (=CH (CH3) CH2CH2CH2CHs) 33— 3 (~CH (CH2CH3)
(CH2CH2CH3) ) + 2—FF J-2- % %E (-C (CHs) 2CH2CH2CH3) « 3-FF JE—2- % J& (~CH (CHs) CH (CH3)
CH2CHs) \4—HF Jk—-2- )3 B (-CH (CHs) CH2CH (CHa) 2) +3—HF B -3- [ 3 (—C (CH3) (CH2CHs) 2) 2R
J-3-1% 3 (—CH (CH2CHs) CH (CHs) 2) +2, 3—- —F -2 3 (—C (CHs) 2CH (CHs) 2) .3, 3- — F J-2-
T3 (—CH (CHs) C (CHa) 3+ 1B L 1 -3 FEFIA ST B4 IR FE A

[0021] AR FHARGE “W 4tk (alkyleneBialkyleny ) " $5HE R A 1R 1200 F (Ci-
Cio) [P BB B S B 4R 3, JLrp s S Je 2 AT 3z b S7 g 1 ik — AN B 2 AN B
BUR AE B — st 7 20, Wkt B 1 28R IEF (C1—Cs) B B 6N IRJEF (C1—Cs) o P
B I SRR AHANR T, W FF L (-CHa—) WP 2.3 (~CHoCHe-) < P 7R & (~CH2CH2CHa-) A
SCHTBAS IR S A

[0022]  “FEIL”FRIK) & B AT 6-20 M JF 1 (Co—Coo) [ — 1 5 B I FE BB I M BHA TS 3F 24
[ BN R T E B 22— DA PRI Co—Coo- 75 3 . — B8 I FLAE TR | PE 25 M h R
“Ar” 5 AL HE IR AR SR AN B AL AR B B I A 5 ER o SR 5
AR BT 474 B ORR 2 ORER) U R0 25 0 REL VIR L B2 | Byl 2t
1, 2- A ZEFE 1,2, 3, 4- VU 2R 55 55 SLAT 1 ST B s — Nk 22 AN AR SC I as [14) B AR 3 B
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AR o 35 FE I L e AR PR ) PRS2 4T LT A SCRUVRIRP 52 S

[0023]  RiE “BRIF (carbocycle)” . “BRIFEL” | “BREF (carbocyclic ring)” fl “BRfmEdL” 78
AR r] B AR A, IR R — I AR B0 MR B o A AR, HAE N BN B A 3124
W) 7 (Ca-Cio) BUVE N IR A T- 1251 Al A T- 1240 JR 1 4k 51y , 4
i, —¥[4,5].05,5].[5,6]184[6,6] R4, -4 H A IS LONIR R+ 1 IS 8 — 3
[5,6]8%[6,6] RABHVINMIE RS, Hln (2. 2. 1] eke . Z3F[2.2.2] e A =30
[3.2.2] FHt . I IRIA I SLAG 046 AR AR T, BRI R R T 8 BRI EE  1-FR -1 - ik L 1-
RS2 I LI -3 IR 2 1R - LM B LB O -2 M B - BR -3 M B LB
(Y 1B 7 N5 T 7 N 2E T N o 70 B N N ey S N7 N b &8 S [ P 8% 1 Ny
IR

[0024] R “pi 27 Rom S MR, 76— SE T 7 20 H 0 2R O SURTR L SGEAE 55
— A2y 2, AN

[0025]  OR¥E “pi AT L7 Ron Ho P e B 1 2 A — AN SR 8 2R R AR B SR E
(R BE A , 120 J5 1% S 1R 380 L, 19 B R B S, FLAE — B8 St 7 RO R o 1 AR e 22 1 S5 491
AFE X ARC1-Cro—Fe i , HAIR T, i — B2 AN E R A4 CL P Brak s+ B 2. 4
HE TR R T AT BT 2 R E I O, DA R S A T S i g B AR
BF AR i AR 2 o e, A0 32 1) i AR A D B R - R = U R R, BRRL . RE =R O, B
AR B R, 03,3, 3- =R A 2o L B 2,2, 2- SR R A SRR
H  ARTE ‘X ARC1-Cra— b 2" TR HU 2 B 1120 Sl 10 i Ae 5 i il g Abe S A
SCHTIE X

[0026]  RiE“ZIf (heterocycle) ” . “QeERFE” FlI“ZER (heterocycelic ring) " AEA S H AL
THAE R, R E B A 3R 2200 B 5 N BGER AN A (B, AR B — A B E
ANXUBEAN /B = 5) I PR R A, Hod 2 /b — AN BR R ik B A S BRI I A5, AR 1
W A0, Horp — AN ECE IR R AR ST g R IR — B2 A BRI AR o 2 A 2 A 1)
S A Co-Cro— ZIRJE , BO 5047 2- 12 S AT 144 (1.2 3814) 1 N O PRSI 2% J5 7 11
IR o ComCra— NI [ SE B N Co-Co— 8 3R, , B A7 2-5- B i A1 -3 (1. 28R3) MG FI NS
O PAISH 2% i1 ZR PR B o R IR ] N B 3-TAN IR R R (-6 S5+ A 1-44M 1 EINL O\ PAIS
()2 )5 5) BB IRECE AT T- 1O ER R 7 (4-9N B JE 161N FENL O PAISH 26 I ) /9 —
W, 3 [4,5]1.05,5].05,6]8(6,6] RGi.&HHiiA TPaquette,Leo A.;
“Principles of Modern Heterocyclic Chemistry” (W.A.Benjamin,New York,1968) , T
HEH1.3.4.6.7TF19% ; “The Chemistry of Heterocyclic Compounds,A series of
Monographs” (John Wiley&Sons,New York,1950to present) , L HZ513.14.16.19F128
4 s A1 . Am. Chem. Soc. (1960) 82:5566, “Z&FhIE™ if A4 Hi rpr 281 JE [ 5 1 A1 70 A AN
INBS BRI BRI A (1) 5 [ o A2 R (1) S AL 4E , AHAN PR T+, ML e s, D Sk ipg i . &
W MR A | DU S0 Wy 2ok | 1Y St g | bl e s | DU S B Ml 2 L IR W 2 | R W 2 1 R A
T PR AR ARG T 2 Z A O s W WIR W s | R R W i L U B T b i L SR B T e i VB 2R B T ek
%ﬂ)ﬁ%%\i%%%ﬁ%ﬁﬁ%%%%%ﬁﬁ%ﬁﬁ\:ﬁ%l%:%ﬁﬁﬁ%%%\z—uttﬂ%
MR 3L | 3L I IR 356 | A M| 3 L 2H-TIE g 3 L ARG IR 3 . S IR be 3t L 1, 3- IR IR
JHE PPE R BRI | R R | R AR PR A | A R | A MRy L AR A | R K
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| VU S S PR bR S | bt A e | IR AR G | IDR I B L 2B - A IR (2. 2. 2] R AR L 3-H
F-8-GR I [3.2. 1] R A 8- R -3 IR [3. 2. 1) R 6 R -3-A R
[3. 1. 1] 2 5% 2% IR [2. 2. 1] FF3E 3-8 3 [3.1.0] 2. 3-8 24
[4.1.0] PEkE % =30 (2.2, 2] T4k | 3H-Wg|IWk Jie | w0 e MIN-HLE g e IR o R0 40t B4 AE AR
5E SCIRI TG BRI A o R B0 CHLrb 2/ BB iR 43 S0 AR (= 0) 843 BUARY) 1) S 451 e g ) B I L, 1 -
TR TR RS o AN ST 2R B A A AT A A ST U — N B AN A SCRTIAR I BRI B AR —
AN R, 2R E B 5E6 7T 8B, S A 1L 283N 1B NG OB S 24 JF -, 1% 22 FR R B
AR ER A SC A BUAR

[0027]  R4E “JR 5 AL FR M &5 6-BLT- L I — 1 5 & A A B 45 B A 520 JE 1
G R Hh 2D A2 FER) , HAEE DB AT G B A& SRR R 5T
75 I B HE Co—Cro— 2 5 4 , FoRR B 2-1 20V SR A — AN B 2 ANl ST e 4%
AMBRE) 28 B (40, 1.2, 3ERA MM Lk B 280 SRR B 28 IR ) B SR ER B IR R 5 4
Co—Cro— 2R 75 F K S N Co—Co— I 05 2 , LRI BT 2-5 i SR LA B 22 ANl A7 b 3k 44
AMBRE 28 I (40, 1.2, 3ERA M7 e B 280 SR B 28 IR ) B SR ER B 3R R 5 4k .
I 75 S 1) A E PR il PR S Sl e 2 CELEE , 451150, 232 Stk g ) | IDR e 3t | IR e bl e g | e e
e (CBRE, Bhn, 4-55 FLmgng JL) | nph et | = ek b L | D I L (IR g L | Ry L | S g
S VIR R e IR R | S A bt B | bR R | S AR L | DU A e R S |
R IR IR e | 2 IR I | I IR e | Wi i | WP R | PR K PR R | R I | S M|
A e i | WA L D e | = e IE e L IR L I M L R I I 3 L R Ry A
DA RN N L | DR A B | A bR L | s M AR | G 2 B R AR g SHE b e o 2% 5 AT A Ak
SEHIAE — B AN AR SR IR B BRI HUAR, 9 oo s e A 0 L U0 L 31 L A AR 4] W NHe
OH. F2 J Joe 3k Bk S 3k o % 55 32 AT R 1 BUAR 3 1) S e sl ] TR 58 o 5 — AN SE i Ty
o, 2475 A 1 5ER6 Tu 4 05 B, HLAL S 1. 283N I% NS OB I 24 i 7, % 2 05 3 N R EUAR
R B G AR ST Pk B

[0028]  ZREFER %I ] DL ISR & (Wi 42 1) BUR A (BUE RN KRR R PTRelY o 1
HSE HANR T2 S0, g 5 1 2 PR B A O B 5 AR ML WE 19 2, 3.4\ 5E6AL , AR ] 3. 4.5
SR 67, BEIE 2.4 5647 , LR 2. 3. 5B 647 , W1 | PU S0k IR L EWY (thiofuran) \VEEW}
(thiophene) MHIE B VU S IE K] 2.3 VAT S , NI | DK e Tl DR I (1) 2, AT 547 , S asias | b g

oY SR PR 3 LA BAAT , SR E 1 28347 , S8 28 T e 2 SEAAT , HEIBR A 2.3 44,56 . TES AT
B SRR 1234456 TESAT o Z4 FREK 2% 75 L 1 R U5+ ] A EE 5 TR IN-4E40 8

(00291 RSk B HLASIR Tz Se ], a0 45 (10 % PR B2 07 8 15 72 U PRE S U PR T e it
W% TEL IR A5 2 LG P B 3— LR IR PO A L IBK A A58 DK ARG L 3—IBK I R L A2 et s i 2
WBR | 3—TEL T IRK L IR IE | WIR 1 P | — S Mol P« LH—- Mg el S IR A 67 LS, S5 Mg PR B — M e
K3 2407, PR 18] 4457 AT IR B B R BRI 9467

[0030] R “FedE” FoR-OHRg 5[]

[0031] R “Fdb fedt” Rom Hovp ek (1 22 /Db — A U e 2 B AR i B30 f g SO
BEdk o F2 L e T A SE BB, (HAR T, b — AN B AN TR ONEAR 2L L 208
BE SRR ST ART R CRCT B R BOE B DA R T SCSE A 5 A i B R TS
FEHE I RTE PRI CI-Cro— b FR 10 e A - 12 I i Fe R e 2k, JLrh i ke ik 4
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AICIE Lo
[0032]  HACEFFR R =01 2H .
[0033] TR “—ANELEZMNEUCIE” F#on#1.2.3.4.5.6.7.8.9.10. 1 1B 2N BUAC L BUAR,

ZEUIE ] ST I 0k B %R IR T I R o A ARty 2N, — A MR R R
2.3 4B A o A — N SE T A, — B AN U R R T 2803 B

[0034] ik “HUARH” FRom AR SO e S “— ANl M EUAGR” BRARC

[0035]  RiE “Vayr™ 4RI A& ¥R T Ak B DL R IR P BFIR 68 i , L b 3B Bz (i) Fir
R PR AN Ay B ) A 2 S AR A BRSS9 SRR IE P R Fe B R s AS A RO EE I il 5, T 18
Fee ]I AR A AN R INED , 47 7 B 75 I PR ACR B4, (BANBR T, DB AR S /N A2 Y A
SE [ (R ASBAL D) O IRAS RIS BB i BERE | 2508 BB DOm IR AR (B i &
AR AT B o T B A LROR , 5 BRI T P BURRIAF IS AL , RE AT - 75
TEATT B RALHE L O 22 S8 AT P I 0 i B A1) 5 D JIS 40T g - A ol 38 9 i B A
P9, B L P PR B e e L A TR S o

[0036]  %E1E Wy EA R AR ARG &, Hon] (1) 17 BB B AR 509 < I
AEBRFRE AT, (1) Jak 95« 20 B BR — P 22 A B AR 9 99 AE B A9 O AEIR B (1111) TR BR
TR A SCHINA ) BAR DI I3 AE B AT ) — P B POREIR A A A« UREAE I 5 ¥ 7 A2
S 2 AT a0 T A 5 8/ TR KD 5 3 (B, — S R PR b gt DA R PR 2 1) e 4 e
RN A EGE 0] B0, — e R e DL ik 45 1) IR 56 8 s — e R _ B3 g A=
Ko M1/BR— e R JE i — B 2 PlRE A AH I HORE IR o 2R 2% 24 W ml By L e 240 M 2B A/
B A FEIL AT (78 A A I8 A % 250 ml D 40 A A Tt ) R/ B L 75 1 o X TR REIR T, 97
RCAT CAGEIE , B, 35 VAl D FR A ) (TTP) /B 5 R 22 (RRY) o

(00371 IR “JeAE” 45 ) AL BRI 1Y) Ml 7L 20 0 v DA % 4 200 0 A KON RRAE ) AR 2R
SEIIE o MR A4 — BRI 2 e AU o B AE A SE IS (HASR T, 808 R ES R L IR 2
TE PR TR R A I 9 O P IR B2 8T o i SRR F S L AR 1 s ) A A IR i 2 o e (i, B
B AR L Sz 240 M fee) e (458 /0N 240 M P e AR /N 4R i (“NSCLC™) i Jit 7 A i
JE) JEIRAE AR e L B (B B ) TR R AN R L 1 S0 L O S
R 55 WEIE e < FLIRRE &5 Wpies « ELW R < 45 W EL W '8 A e BT 5 e M VLA
T B F BRI < SN R B T DA S B 250 Sk S0 22 R BB S s vk B B
A ML A5 90 A 3 90 1 P B A e 1 9 b 2 40 P 9 5 BB A A 1 19 s 1
i RN A A2 A eI L B | R F R IR B R A W e

[0038] A “FIE" RIS RA HHRE A T2 EEIPEF I 25, AE “AETIE” 15
IRPSES R s UL o o Ee i i B

[0039]  RTE “SLAR A" SRR AN, HBAT A (AL 254, (H 2 25 8] b 5l Bk
T Z AN [ o STA S5 A B0 ) R S R A AT S e e Ay 1

[0040]  “HEXFWe A AE™ $5 (1) 2 B AT A B A>T PR B 1 B A AR B R 0% R 1Y
AR SRR A o AR IR S A A B AT A R B 0 BRSBTS A R OGP M L o AR R
M S R AR (Y T A5 P P S oL i 3 R 0 BT 4 AR (81 e Dk R ) AT 0 o AR R S Ay 1
8 JUAT S A 4 e/ s XORTE /7 S A A AN 5 S R A

[0041]  “xfm FEAAK” 2 AL S P SEAR SR 4, HAIE R B B A e 2 A

il

il

54



CN 104334532 B iﬁ EH :FS 7/132 T

[0042] 3 Fi F B SZARAL 57 B0 58 SCR I 5 3 3 A S . P . Parker , 9w %, McGraw—Hill
Dictionary of Chemical Terms (1984)McGraw—Hill Book Company,New York;#lEliel,
E.fWilen,S., “Stereochemistry of Organicib&¥)” ,John Wiley&Sons,Inc.,New
York, 1994 o A & WAL G AT A& AR RRECTPE b O, DR A7 AEAS [R]  S2AR S i i T 20 A
R AT AR e A AR T 20, BLFEAEANIE T, AT i A 4 ol e e Al s FIIBEL 2% Sy s S H
REY) BImINHRIR YD)  BAEMBRAK IR —# 5 i 2 H LG LA O N7 £E,
B, AT E A e i~V i m AR 61 P 11 () B8 77 FE R B Ak & Mam , 43 R AT X DAL , BRRANIS
LT O SRR IR I AR AL AF AT SR AR L, B (0) A () k48 AL &0 i -
IR ARIC, Horp () BULER LS W2 2o e T - Wi 88 (+) BUABIAL B2 4 e ) o 4 T 45
TE I P 45 1), IR ST AR e A AR AH R BR T e A B BN AR o Hr R B SZAK e A At ]
JSG R Xt R S A A 12 S ) A VB 5 TP O R PR ke ke S R A VR 5 ) o XS R S A A4 ] 50 : 5O VR
BRI AT BT A BN AR , H AT B8 R AR A th A AR e BRI BT AR e PR )
B YR BGOSR  ARIE SN BEIR G F I IRAER” $8 1 7 PR e G TR IR ) R
A T S 1) 55 E IR VR B0 o

[0043]  RiE “HAZ g dR” B TLAR Sl TR a0 48 0 & Pl IR RE 22 A LA AR Y LA AN [H]
Be B 45 e d o 9 0, B B S da A (bR oy o 5 B2 1) AR e A 4) A0 G 48 HH
F XL BLAR, 450 T ) — A B R . Jhg— s Fre S R A o A5 O LA S A A B, i e o — 6 Rl B P 1
O ERAE 2 M2 2

[0044] AR HHFTIE “245 5% bRl Be2 () 87 FR I e AR R LS MR 255 BRI RS2 1A L
B N P B SR AL HE AR T BRI L AT ER h L LRV BLER h S UL AL
AL R £ R R S L IR £ L IR AU IR £ e R £ FLIR £ K R B IR aUAT R 1R
A EREE I ER L RER SR 2 BRER VI IR A AR PSR LR £ L R IR £ L ok R #h e IR
MR Eh ERH R IR EL W B PR h A A S TR 5L B IR B VIR A IR A AR
AR #h “mesylate” \ LR ER AT IR £ o R R B PR EL A e £ (B0, 1, 17 - A - (2-
FEHE-3-ZERIRER) ) Zy e BRI SRR A S — M Bl RS BRI IR
MBS B B Pl B %P S AT LU AT B A VLB 4, HRR e B A 1)
R o BE AR, 242 B Hes2 i Sh AT AR g5 M h By 2 T — N Ji 7 o A28 5 BT 452 1 38
W — a2 M H R RS , JAT By 2 S L, 255 BRIz (1 #hmT A
H—ABEANFH IR/ B2 NS T

[0045] 4 SR AR WAL & W W, W T 5 1) 2 2 B R B 52 1 & P 3ok A S5 m] AR A AT o
B 7 A A0 R S R AL R (1] a0 SRR SRR R IR L A R R TR B R ) Ak
B, BHANER B8R =R OIR BRI B HR W PkER . & SR TN 12 TN R IR B
B2 R TR TR A7 R Uk VR W TR (197 B ] 2 e PR - UM TR TR B 1R (491 G e TR Y
AR VEEER BRI A AR AR 5 &R (B 028 BREC A FERR) AR (3] ok FR
PRI EVRTTEIY DEER

[0046]  WIRA KA SV 2L, WIFT 75 255 b n] 43252 1) 6 AT 38 AR S5 mT FH I AT 3 >4
() 750 i & 5 920, T e LB BILBMAL B 0% 125 18, i B9 i (IR s A e B i JB A
AU 5 R R A A S o T R R A 1 PR SE B BN T AT AR B R TR (1
W 2R RS ZABR) 20K AR A R R AN EAR e (4] R WE 1 i AR ) (1) A AL R
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DL AT AN S BB A R B VR I oL .

[0047] 455 “Z52 bl B2 17 480 SR B A& W) 405 & w7 e B A/ BTG 7
[ FLah e oA/ B 2 FAHAR

[0048]  “VAFAIEW fal & —FE 2 FIER o F SR KANEW G GBE & TSR G
YOI v SE B ALE  AHAR T, K R T EE L 28 PP JDMSO . 2L B2 .85 - TR N B iz
[0049] R “AK L EW” X (D) AW B D . T-a) « (I-b) « (I-c) » (I-d) fk
AW AT BARAL AW ST AR A HL AR SRR BRI A P R AT 2
2 PRI IR AT

[0050] A SCRTZA ATART 4 22 s EE B4 (D) (&1, I8 B EER R IZ L &M KE
Y ERIGMA 2 Y R IR EY)

[0051] AR i 2 RE g i, B4 (D (AW, E B fER R AR FAAL R
PRI TE A B R AR eI 26 R R bR i A B A S i 2 BT iR M 540, s T
—AMEEN R EA G R REBRERN B S T IR R AR [
P 25 SEBAFRE B B A ORISR R A2 25, 0, (EASBR T 2H (i, D) < 3H (i) < 1€
13C.14C. 15N, 18F.31P.32P.35S.36C1 A1251 . & P[] £ Z bR it ) A BIAL &4 , 451 4 i3
TGP R A 2R (1 131 13CHI14C) A& £ N LA 12K A A7 R An AL & YmT FT4X
I F S RONL BN 72 A R I B s A8 AR (4 AE L 2 T 2 19 (PET) B R
THEALWJZ B (SPECT) , HAFEZWEURYH 239 A0 I ) B T 8 & U 697
SBRIC BRI A K BIG ST AL & 1 a] HAT 22 I DMPK (Z5 A A 254 5h 73557) 15T
Foub Fay A ACE R (ADME) o FHAS 5 14 [H) A2 22 (9 770) (R ERAR , B T S8 2P i A Qi AR o
AR A —LeyE AR 55, 491 3 I A P - 5 BRSO AR I 7R = 75 oK o L 8FAR LRI & 7] T
PETELSPECTHIFFT o [F) A7 25 An 10 A A BH AL A4 B FLHIT 24188 0 ] e DA Wil 46« % B B 7 %8
B S it 19 LA BT IR A A A FF B R, FH 5545 1 R 2 AR 10 R B AR A R A ARt
o A, AR R A7 25, JUH R P, 2HEKD) IO EAC, BT S AF Qi Aa s e T 4t —
TBRITOLES B B N A N~ 5 BB AR 77 = 75 SR B8R R T R BLER A, AR ST IR
AN A (D A BP0 BRI X AR A A7 2 O & 70 1 B mT i [F A7 2 = A
FHAE AR R I A W B A BARTE B e e R AL 2R WA AT B 2 s i i AT AT R e
(R E A7 2 o BRAE AR I 2 — A B B AR B O I BCE I, B gz A B B LR
SR T BRI R 2R A R & TR, 2 AR I AL B ) v AT AT it L A4 48 B R 7 (D) B, AR
P

[0052]  FE—ANJrii, AR Rl (D G

[0054] R JLSTAR b4 L JUAR A A A AR S dg A M2 22 b T 32 (8L
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[0055] .

[0056]  AJNCHEEN;

[0057]  RUFIR*PhS7.HbIE S -

[0058]  MECN;

[0059]  ECi—Cio—dedk , HONAREURIM B — D ELZ A% B BLT B9 BRI : U
F I Ci—Cro— 3k  Cs—Cro— PR e 9 . —NHa . -NH-C1—Cio— %55 3k . ~NH-Co—Cro—Z% 75 3 . -NHC
(0) —C1—Cro—kE 3 . —NHC (0) —C3—Cro-FF 3 . ~NHC (0) —Co—Co0— 75 . ~NHC (0) —Co—Cro—F4 75 J5 -
NHC (0) NH-C1—Ci2—%5a4E . —NHC (0) NH-Co—Cra—% 75 4 . —NHS (0) 2—C1—Ci2— e JE FI-NHS (0) 2—Cs-
Cro— bt

[0060]  ECi—Cuio—fe el B, HOAAR B BIA b 21 BUAXG s

[0061]  ECs—Cro—Fified, H AR BB B — B2 A28 B DA I B B « S
2R AL -NHa Ci—Cro— e L . Ci—Cra— e 5 L . Ca—Cro— P be 32 L Co—Cro— IR 4 L Co—Coo— 75 2 FlICom
Cro— 2875 3, Hodh Fr i B boe ik L Z Rk L 55 B A 2 55 B m] A R B K Bpk — Nk 2 M 1 DA
THI BB : 5 2 L OHL CNJNH2 . —NH (C1—Ci2—%83E) «—N (C1—Cro—Hi ) 2. C1—Cro— Y5z 4k . C1—
Cro—BE Ik 1 1R C1—Cro—HE it FRFECI—Cro—f5e 3 . —C (0) Ci—Cra—J5e 3L F1-C (0) NHC1—Cro—bEE 5
[0062]  W-NHR®, H AR % [ -

[0063]  @Cs—Cia—Ffbedit , H R BRI B — D ELZACr-Cro—F LB

[0064]  @-Co—Cio— 78N AL, H N AR BRI BA — A2 ANi% 3 LA R BB REEEAR : -C (0) -
C1—Cro—EFE F1-C (0) 0-C1—Cro—fE 3t ;

[0065]  @—Ci—Cio— WP bE A —Co—Coo— 5 4k , Hirp iy 55 R AR BRI B — A B 22 ik H DA
TR IEEUAR : g 2 Ci-Cra—$E FE AICo-Cro—J FR 3

[0066] ~ @—C1—Cio— W 52 F—Ci—Cro—Jie 8 Fh—Co—Coo— 75 3 , 1 Ik 55 35 Ay o B ) B0 A i

AR
[0067] @-Ci—Cio— P ek —Co—Cro— 75 3k , Hirp BT ik 2% 75 35 A R A O B0 C1—Cro— b FE B
X5

[0068] M -C(0) ~Co-Cro— & FRJE , HON AR B KT BUR: — AN A 18 B BA T B B AR B
Ci—Cro—f 2 .~ 2 C1-Cro—fie 2 . —C (0) -NH2.—C (0) -N (H) (C1—Cro—# %) . —C (0) -N (C1—Cr2— %52
3) 2. ~C1=Cra—IELE H-C (0) -N (C1—Cra—He4E) 2. ~NH-C (0) ~C1-Cro—§53& . ~NH-C (0) ~Cs—Cro—FR bz
FERI-N(C (0) ~C3—Cio-FFhE k) 2,

[0069] M -C(0) OH;

[0070]  M-C(0) ~Ci—Cro— R 3L,

[0071]  M-C(0) NR°R®, H: i ROFIR M7 3% 1 -

[0072]  @H;

[0073]  @-Ci—Cio—Fedd, HWAREUARIM B — B2 ANk B AT I AR

[0074]  OOH.CN\NH2.—Cs—Cia-FF 43k . ~C (0) =NHz,—C (0) —~Co—Cro—Z¢ ¥ 3 . -N (H) (C (0) —C1—
Cro~ %5t 3E) ~N(H) (Ci—Cra—%E3E) N (Ci-Cia—%E3E) 2. ~NHC (0) ~NH (C3~Cia~FR 45 3E) .—NHC (0) —
NH (C1—Cio—#2 %) ;

[0075]  OCo—Cro—Z&IRJE , Ho Birad 2 BRI g AR AU Bl — MBS NI E AR B A
AR : S AR ] FR L ANCi—Cro—fie 3
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[0076]  O-C(0) ~Co—Cro— 7R A , Horb BTk 2 B5 B 9 R AR B — M B ME B BT )
HUAREHUAR : S AR L F2 LRI Cr—Cro— Y5t 2 5

[0077]  (O-S02—Co—Cro—ZIf AL

[0078] O 7%, HOAREURM B — N E Z A% 1 DL BRI : Ci-Cra—bE 5 Cim
Coo R U s —JRHEC1-Cro—hE i Cr=Cuom ML HE=Cr=Caz K LI s ComCrom WA B~ NH AH-0~Co-
Cro—ZR R , o ZR BR A AR HUAR B BB Cr—Cuo— Jre R BUAR s A

[0079]  OCo-Cra—Z& 75 5, HON R BRI BURE — AN B 2 ANk B BA R B9 B R BUAR < Ci—Cio-
ek Cr-Crz—Fe 5, ~C (0) ~NHz . —C (0) -N(H) (C1=Ciz—§Edk) \~C (0) ~N (Ci-Crz—JE k) 2 M1-Ci-
Cro— VP 423 —C (0) -N (C1—Cro—kEdE) 2

[0080] ~ @-Ca-Cio—FRkie ek, HORM R B — N ELZ AR U

[0081]  @-Co—Cio—ZRFRJE, HON R BRI B — ML A1 B UL I B EUAR : Ci—Cra-
FE 5\ ~S02-Ci-Cro—§5t 45 . —C (0) ~Ci—Crz—% 3 . —C (0) -NH2,~C (0) -N () (C1~Cira—$E3E) .~C (0) -N
(C1=Ciz=JEE) 2. =C (0) ~Cr=Crz= W e F-Ci—-Cra—FEfa Ik . ~C1-Crz— W HEE-C (0) -N (C1-Crz— i
H) 2.—C (0) ~C3—Cro- R FI-C (0) NH-Ca—Cro-FRkm it 5

[0082]  @Cs—Coo—T5 2 , HOAREURBI B — A ELZ AN 1% B LA B EUREE UL : Ci—Cro— bt
HCr=Cro— bl 2 . - FR FEC1—Cro— it i L C1—Cro— e A —Ci—Cra— e 5 2k s C1—Cro— MV e i —NHo 1 -
0—Co—Cra—ZR IR I , o rp 8 B R B B4 Co—Cro— e B AR

[0083]  @Cs—Coo— 275 5, HON R BRI BURE — AN B 2 N3k B BA R B9 BUAR R HUAR < Ci—Cio-
it F2HECr—Cro— e HE -0~ Co-Cro— JR PR3 , Horpt BRI 9 R HUAR AU BB Cr—Cro— B R HUAR 5
[0084]  M-0-Cs—Cio— P hedk . —0-Co-Cro—Z& I Ik . —0-Co=Cao—F7 F: AN -0-Co—Cao—F4 77 2 , Horh
BT iR BRIGE AL | ZR R AL | 5 HE AN 2 75 B 9 R EUAR B BOME — Fhak 2 Pl B DA T I B SEERAR -
B EIE L Cr-CroJ5e 3t L Ci-Cra—Fe | IE AI-C (0) NHz;

[0085]  EMECo—Cio— IR, HOAARHUAII B — DB 2 A% B DL B HUR R :

[0086] OpiZ,

[0087]  OFEACHHA,

[0088] (O-NHa,

[0089]  OCi-Cro— ik, HNREURHI B — AN B Nk 1 BA R BB BE AR : OH L 1 25
C1—Cro— B I . —C (0) “NH-C1—Cro— 5 FICo—Cro- F I35 3k , HirpriZ 2 55 3l R BUAC A Bl — A
o 2 A1 B LR B BUREE B : Ci—Cro—He i L Ci—Cio— I 58 3 —C1—Cro— e S AL FI-N (C1—Cro—Hi
) 2,

[0090]  OCi—-Cio-kefA 3,

[0091]  O-C(0) -R*, HHIRYE [ : C1-Cra— k5 . ~Co—Cra— 24 BRI  ~NHz \ ~NI-Ca—C1o- PR 57 3
F1-0-C1-Cro—f5e &,

[0092]  O-N(Ci—Cio—§ L) o,

[0093]  O-N(Ci-Ciz—}E3t) C (0) ~Ci-Cro—J5

[0094]  O-NH (C0O) —C1—Cia— T2 HE-N (C1—Cio—fE ) 2,

[0095]  O-NH(C0) —C1—Ci2— 3 fidk—C1—Cro—beba 5,

[0096]  O-NH(C0) 0-Ci—Cra—J 3k,

[0097]  O-NH (C0) ~Ci—Cia-ME4EHE-N (C1-Cra—f ) —C (0) ~Ci-Cro— 4% ,
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[0098]  O-NH (CO) ~Co—Cro— IR Ak , Horpt firad Z8 R g R BRI Bl — DM ECZ AMIEH BL R
[ AR EUAR AR A L Cr-Cao—bE 28 L -C (0) ~Ci—Cra— 522 =S (0) 2-Ci-Cro—hE

[0099]  O-NH (C0) ~C1~Ciz2~ V. JEHE ~Co—Cro— PRI , Jo o ikt 2 B 25 9 R EUAR K B — A
B2 A% F AT P EURE R AR F] L Ci-Cro— B FN-C (0) ~Ci—Cra—Ji 2,

[0100]  O-NH (CO) ~C1~Cr2- Pt I~ Co—Cro— 2% 75 3 , o BT I Z 5 22 9 2R B 1) B804 Ca -
Cro—BE3EHUAC, Al

[0101]  OC3—Cro- I kEdE . Co—Cro—ZR R 3 L Co—Cao—T5 FEBR Co—Cro—Z8 F5 32, HirP R Se 8 L 230
ek L 75 HE B R O B R BRI B — DN ERZ A 18 B BT [ BRARE BUAR < OHL Ci—Cro—Jit 22
fRC1-Cro—kEdk R FEC1—Cro—t5E 2k . C1—Cro— WP 55 3 —Cr—Cro—J5e S8 3k . -NH-C1—Cro—Hi 3 . N (C1-
Ci2—%E28) 2+ —C (0) NH2,~C (0) NH-C1~Cr2—HE 4 . =C (0) N (C1—Cra—J52 ) 2H1-S (0) 2-Ci—Cro—Je ;5
[0102]  ECe—Coo—75 2, HNAR B BB — B 218 B DA B EUARE AR :

[0103] OKi%;

[0104]  OCN;

[0105] (OOH;

[0106]  O-NHs;

[0107]  OCi—-Cio—fiedk , H ORI B — B 2108 5 DU B U RE R

[0108] .%%;

[0109] @OH;

[0110]  @NH (Ci—Cro—fe5) , Horh Bk e ik Oy AR AR B A B T BUAR : OHL -N (C1-Cra— %5t
3) 2. =C (0) N (C1=Crz—HEE) 2 Co~Cro-FRKEIE T CoCro— R IR AL , Ho i iZ IR S AL B R 2y AR L
AR B Cr—Cro— R L BUAR 5

[0111]  @-NH (Co-Cio—ZR I AE) , Ho iZ R 30 A g R BRI BOR: — B2 A3k B DA BEX
ARFEHUR : EAC T FNC1-Cro—J5e At 5

[0112]  @-N(Ci-Cio—HEdE) (Co-Cro—ZRIFIE) , HoAiZ Z IR A R BRI B — M E 2 AN ik
H LA B U R AU : 2 AT ] I Ci-Cro—be 4

[0113] @ -N(Ci—Ciz—}t3h) (Ci—Cio— W hEFE—-Ci—Cro—HiH L) ;

[0114]  @-N(Ci~Ciz—J5t L) —C (0) ~CoCro— & F 3 ;

[0115]  @-NH (Cs—Cra—FRket) , Horb ik B e Jik 0y AR BAR K BOBE 10 3R B - Cro— it 2
B

[0116]  @CoCro—ZRIFAE, HOAAR BRI B — DB 2 A% B DA B BRI HAR

[0117] W 2 AACKEEF] L OHL Ci-Cra— e ik  FR 3L Cr-Cro—J5e ik L Ci-Cra— e 28l 2k L Ci—Cro— L JGE
H-C (0) ~C1-Caz—J . Cr~Cro~ WA —C () N (Cr-Ca=J5E ) 2. ~N (Cr—Cro— e ) 2. ~N (Cr—Cro—
H) —C (0) ~Ci~Ciz—HEdE . -C (0) ~C1—Cra—%E 3 . ~C (0) NHz,~C (0) NH (C1~Cra— ¥z 3) —C (0) NH (i
fRC1-Cro—He L) .—C (0) NH B HEC1-Cro—He L) =S (0) 2=C1—Cro—4t 3 . =S (0) 2-N (C1—Cio— ki J
) 25=C (0) NH (Co~Cra— 28 3F L) L —C (0) N (C1—Cro—Ht k) 2F1-C (0) —Co—Cro— AL , Hirp R HE Ny
FEUR I BB C1—Cro—kE 3L . —C (0) OH. =S (0) 9-C1—Cro—%E 3 .S (0) 2-N (C1-Cro—¥523L) 28K Co—Cio—
IR LA 5

[0118]  @Ci-Cra—keialdt , HON R BURHI B — DB Z ANk B A BRI ELAR : i 25 R
Co—Cra— 2 PR 5
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[0119]  OCI-Cro— et , HAREURHI BIAE Co-Cro— 22 PR FEEUAR 5

[0120]  OpifRCi-Cro—Hrsa 2 s

[0121]  O-NH-Ci~Cro~ M A5EHE-N (Ci—Cro—H5e ) 25

[0122]  O-NH-Ci—Cio— W A5e Fe—Co—Cro— 2 I 5L

[0123]  O-NH-C1—Cioa— ¥ g3 —Co—Coo— 75 HL , HHP1Z Co—Coo— 75 3 N AR BUACH B 1 2 AR
[0124]  O-NH-Co—Cio—Z& I FE—C1—Cro— MV e 3 —Co—Cro— R FA AL

[0125]  O-NHC (0) ~C1—Cro—%e 3k , HerPiZCi—Cro—fe 3 N R BRI B — D EREZ DML E LR
BRI BUAR : 1% 2 L Ci—Cro— e 8 3 N (C1—Cro—%E ) 2. —C3—Cro— PR fe A -Co—Cro— 231 3,
HHiZ Co—Cro— F B H N AR B Bl AU R A AR

[0126]  O-NHC (0) —~Ci—Cro—J5e 5 i 5

[0127]  O-NHC (0) —Cs—Cro—Fi kit Ak , Horp Bl i B4 5 2 Jy AR BRI BOR: <1 3% LA

[0128]  O-NHC (0) ~Co—Cra-Z8FR 3, HirbiZCo-Cro- 22 PR3y R BRI Bl — N B Z N1k
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N

S~ 0=5=0
F71 N
= N
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[0285] Nj\o < &
N=/ N N
HO,,
Hoﬁ/go //.(&O

_ 1,

A .

HNT Ny 3
N

\/ (t)

Y-
[0286]  Herfrannr R RRER (D (LA WIRIAFTL 1 bL E

[0287]  fE— SRty Crp, AR S ARG s eV R AR AL 54

[0288]  fE—ASLhtey A, AR RS A A K WAL G YIRNGT T i PR B AR 2541
=

[0289]  fE— ALty A, AR I K AT I 4 M SE RS 1) A R AL 540 o

[0290]  #E— ALty 2, AR T K AT 40 4 L SR PR A A AL 590 o

(0291 fE— ALty 2, AR I K AT 3 4 A7 PR A R AL 540 o

[0292]  fE— Sty A, FEAR I B3R AT b, P i i B2 40 .

(02931 fE— ALty 2, AR I K AT L 2R 1 A A AL 540 o

[0294]  fE— ALty 2, AR W B RT3 7 BRI R F AR AL 540 o

[0295]  fE— sty sCrh , AR W AR AL SRl 4 BT 167 BB e e iR 25
R i o

[0296]  fE— ALty 2, AR W K AT 7 BB e AR AL 540

[0297]  fE— sty Qb , A B0 S BRI i ) 5 v A B R B R
AR AL S0

[0298]  fE—ASEht Ty 3 Crb, AR W] R ARk B DA i - LA | U0 S0 5 3 AT A1
FRE 52 AL AR S PRIE T BB S W RSP o 240 PR Rl e 240 R 7 B2 DR A
TR S JoA < i 8 2 BEAE T K AR S AR /N R it (NSCLO) /N s i e 8 - &5
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Jeb  WR IR R IR FOIR R DRV R - R b s FLEoE RS IR 4 i L B e 20
PRIIEG 155 e e e AT HELTE 968 B e - JR IR e B R 000 VIR 2 00 L B AR A e 1 i e L BT
Ja TR S R LU N S B ELY R K e s EL R R AR AR 2 R VB
AR L  SCOAUE R S R S RO P RS P 0 e B O PR B BB / I
FRA e 8 NS L R AR VB ONE B B INUE e R T E U 2 R R
Yo S M MR O IR P2 IR AR (ML 1 M A M 2 1 I VK 2 T T I s B A
JHL A 1 L 10 s R e L EE B ik e | RE L R R B B R S W s

[0299] R 7 (D (EYkiGy T AL B (B A E) i\ L3 (B A R4
PRAEZy 5 S, T H R L e A A A R AR AR BRI X —J7 1, 3 it TS AR Ak
G52y BRI AR R B AR I 29 A &)

[0300] st 24 (%) fit] 771) A JEE 3 45 A O B AL & W R 3 A4 s 6 7 BRORR T FVR A il 28 1Y o A i 1Y)
A R RE SN TR 7 A A AR 58 28BN ELAL G DA AL, B i sk AL &4 2
IKIETEAN/ B ] 2K PR SR S 4 S K PEBE K PEAA AL S BH RS L vl 2 Y 771 7K &5 o B i B
A T8 A4 A R R BT 7R B e T 2 AR i IR S W T3 i AT E ) o T8 IR AR U B AR
N RN A (GRAS) BIVE G 25 B A s s , 2 A5 & Jo K HRVE 7, 4 sk A
HERE T /KBRS T K B R E A A& KK PSR AR K OB R G
(140, PEG 400.PEG 300) 5 S AR A0 o Fir ik il 7703 m] AL AiF— P2 Pz ob 771 B2 71) L R
TRV P 70 A Y ) 3 ) S LA S Bl ) B TR AR S A U R BRI B Rl in T B
TR BRI 55 2 ) AR SRR L IR s in g, ARz 25 (BD, AR B AL & Pk
HZWA A BIRSEU A/ 2E B B i Pk 25407 i (BR, 259) »

(03011 Fradk il 55 A {5 o R4 s A FHR & B A ) & o 9 0, AF B0 — Pl 22 BRI R 71 1)
AT a2 i (BR, &% A YD) Bzt & ite e B8 (B, FERIRS T4
Vs E LM E A5 (complexation agent) 2 &) ¥ T A& HEFIHh o 38 5 R A K AL
E BRI 2, DL 25 By s i 20 W 0 & AT SR IS H R 25 257 = .

[0302]  Jirfia I 254054 (Bl mlAR 525 T2 20 W AT N 5%, DA 2 Moy gt AT
A8 I, T 9 EC R AR AL 55 Bk 25 W R LLE 4 T RPTARAE N IR B 48 - B & I 28 A%
SEARBIUIBA AN T3 2 EAHE DL T A RE, 8 o CERLFIBEE) /N i RS &R
55 o TR 2R 2 v A FE DT TP 235 B APy .IEAMEE NB3E N B Ak A4 L E A
25, HAHIR T LB AN B o 12 bR 2538 AT AL FE & 1) 5 1 T

[0303] Ak BAL A WD) 24 27 il R AT A ol 2% LA FH T 25 P 2 i e AR Y ol , LA P
Al FE 1 3 (D) Ak G r] AT 2 55 25 27 B AT 452 52 00 0 R ) L A S BRI 8RR 8 TR &
(Remington’ s Pharmaceutical Sciences (1980) S 16/iz,0s01,A. Z%E) A% 1% T 6157
Tk BRI T 2 o il 55 AT e ek 0 R 3R AT « AE R BRI B & Y pHUA L 5 2l B, 5 AR H 2
AIHESZ B B AR (RO, B R PR 750 2 N B 12 52 3 TR 83 1 3044 TR & o il 7RI pH = L e T
BARBI AT FH L S A IR L AR VG TR 213 8 298, pH 511 £ R 5 58 P il 551 =& A 1d
)5 it 77 20

[0304] Bk k& i m] DA [ AR 2H 5400 AR S 178 - il 55 B LA ZK VA VR A7

[0305] WG A KB ZAH G — PSR Ry se gk —8 77 B0, A8 & 42K
PR 2T RV TR VA AN AN 253 15) BEATECH IR NS 25 o 7EAR SO B RE 1
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DR 2R A 45 P ¥R o7 ) AR AG L I v 77 1 ARG L 304 A S8 8 B4 i AR 12 B S ) A
SEGEIANT BB E TR R T MR MO N B R A S VR T
HRE" WG Z) 28l Bk SR 2 AT & B IF H I N wps ol Bua 7 B2 3 VA 14 9w
JiE (hyperproliferative disorder) pThFER /N e

[0306]  fE A — M PR UL, B 57 & W B A0 45 25 I R I A 4 25 2 B & IS DR N 2
0.01-100mg/kg, B, B R 290 . 1-20mg/ kg 3544 5, Ho o B i A 38 7 B4 A P A 26 VE
~0.3-15mg/kg/ Ko

[0307] W] 52 (A e 711) 044 T T 7 RIS 58 778 P >R FH I 79 B MR e 252 3 2 o 5
(1) HLALFE G PR, 1 GO IR £ AT IR SR AL B A LR s S UL, RS PUIR IR AR AR 2
12 s B Fg ) (B an -1 )\ e dk — R R EE A s S 7S R0 s R LUV R RS R T
Pt BRI 5 0 4 R DR R IR e R IR SIS, A1) ot e R O R R PR R RO R A DR R R TR I s AR R
P s [R) 2 s PR LI 5 3G s MRV R )+ (R 2 U T 210054 K2 Ik &8, Bl
MFAEA B EIRE A 22K R R G, G ER £ IR g B 20 51, 4 H 2
B AW NG R B A 2T R A R B U s B A kA&, R R A &R
H & P ECRIKE s 25570, BINEDTA s B, 9 B M H e B S B M B L) AR « T2 R SR A 4
BT, AN s &R A A (B, Zn—EE A4 A W) 5 R/ BAR B TR TG PR, B I TWEEN™
PLURONICS MBS 2, — B (PEG) o ¥if L 254 A 4338 P /60 18 7638 1o 451 21 5 AR B0 il 7 i 2%
A il & UK T, B AN AR 25 W35k 2 4 (930 g A4 « 2 0 TR0k ALV S 9 oK iR
MK L #E (nanocapsules)) FEEE LI macroemulsion) WY, 73 Ay I B4R 4E R BY
R B AN B - (R M B R U iR H R 8 T Remington’s
Pharmaceutical Sciences 16th edition,Osol,A.Ed. (1980) .

[0308]  w] &2 (1) A5 PR R il 751) o 22 8 1) 71 (4] 5 o SE A9 A0 46 5 A7 28 (D) A S M I 1
ABK IR AW R 15 12 PR o1, Herp B J5n DL RO ) i i R 20 (1 n v P B TRUIR 28) A7
TE o« BB ) SE A G SR I L /KBRS (g 2, 5% (R R A IR 2 -4 2 U BiR) BIUR () )
RACHE (US3773919) \L-BAMM v - L F-L- W a IR 3LRY) AR ARV 00— 2 1R A% TE
B fift v PR ¥4 2L BR AL B MWL UPRON DEPOT™ (P LR -4 2, 2 4 5 W RIS PR 22 T s AR 4L
(R AT SR FIER-D- () -3-F2 AL T IR

[03091 ik il 740 45 38 T A HA U8 VF I 110 25 24 1870 110 S 46 1] 7] 1] 7] P 3 b DA B35 57 &
T 2847 A8 I A o 24 2 QU 2 0 B A AT 7 5 ) B o B AR R ) ) 38 25 DL Reming ton’ s
Pharmaceutical Sciences (Mack Publishing Co.,Easton,PA) . FTid 5 v HEAH v P Al 4+
SR MECZ R T (accessory ingredient) HYBASE & A BR o I 70020 T il % -
A58 95 1A 1 435 VRS AR BT 2 R 1) 8] A8 A B35 3 P i A [ I 251 S0 PN B I 455,
Jo W BT, 5 7 it AT A

[0310] & T F1 k25 2410 2 (D) A A i il ) ] il 8 S B RO SR, 4 B A TIUE &)
(D) AP AL ) e BB 7)o i 7] 30 i) 4% < 7B 3E BIALES O B
BT ks R BOBURL) (193755 PR 4 A AT VR A (RS A 770 T 75 1 TR B 57 BT TR 571
%V PR SRR 3 B R AT Hs 1] o B mT A0 Wi B« £ @ I AL v o S PR B A A R 77
TEE A ASIRE MR A VR S WA T 1S 1 o R AR e X v R BEAT AR BRZIIR , FRAE e AT D
1 DA (AL 12 ol 3 DA G o GRS B4 R T8 AT il 28 7S B (troche) HEEE K PR TR & 77
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By PR VR R S AT 43 IO A BSR40 FORURE 77 2L B e 2 51 B A R 2 ) 461 B S RS
B AR R B ), LA T 00 Ak F3U3H AT DI =K (D) A& Wi il 570 m] AR 98 1 4 254 5 0 1)
U A A AR T 2 i 2%, TR A W mT &5 — PhE 2 Bl om0 5 B E 5] Fukosf) & B
AR B 551, LA A3 11 57 &5 A i PR A o DA SR A & T il AR e s PR 2 22 m]
P2 (R BT S0 7502 PT 42 52 10 o X L8 70 T LA A2 , 8 2, T PR R 7 » ik PR 85 B ok PR
BN LR T R A TR R Y 5 38 R ) AN R AE 5F) (granulating and disintegrating agent) ,
W K VE K BT EE TR 5 R 555 Ve N B R BRAT R A1 R s DA SR T 57 » st i R Bk A IR TR
B A AT BLg R BT I O AR (BRI 2 k) 4K, DLLEIR7E B W iE
SR AR UL, FH O AR B B [ i (4R 2 (K 1 FH o 47 2, AT SR FH B ISF 42 3, o B 0 ) 05 oy
S4B T PR H v R ER A TR IR H R
(03111 X T-y¥RIT IR A B AL & AN A S s 0 Bz Bk i 5 5 BT ad il AR 3de B2 FH M Je 3 3 77
(ointment) BLFLE | (cream) , H 5 F HIETER 7 B & AHQ0,0. 075520 Yow/wo 4B il B
BB I 3R AT S5 i (paraffinic) BUA] 5 KR IE B 88 2t Ji— A H . Al fhk $%
W5 MR P S KA PR L B A o — A R R PL B - SRS ER 1, FLE B ) KA AT A
fiZ ol (B0, B BCE 2 R ED , A B T -1, 3- 2  H B B L ALEE L H
M B (BFEPEG 400) SOX L FE (1K) VR A o Ji 50 il 77 P 793R 40, 955 38 0 i 2 ol o0 e 3k
JRBSCH: AR FH X S8R YA B2 T (KA B 40 o T 3 S5 JH 2 12 30 5 79 ) S 49160, % — R B AU AH
KA - A B FLFRI JhAH AT HH 2 N el oy DA C 5007 208 e, 048 22 2D — B 3L Ak ) 5 g 1D
B R G PEL R D — LA -5 g 0 A 9 3 VR S ) o S5 K LA ) 5 2% I T FL AL 771
— S RS 8 o R I, 5 BOAS 3 A 8 B ALAL RIS B 1 P il B FLAL IS (emulsifying
wax) , T i Ay A G 0 — RS A4 T TR R R0 Ry M 3 SR I B O LA R B T 0
FH T 4% 5 B il 00 1 2L A R0 R 7L A AR 2 R HE Tween®60.  Span®80. | /\ B/ 7N BE
(cetostearyl alcohol) RN PR &5tk I | S0 I 1 H Vb ie AN H R A R 80 o
[0312] X (D) A A WK PR TR & 77 & A NE ) ot DA SR A T8 T il 24 7K PRV & ) ) I T
7 o BRI 7B 4G Bl @ 1), a0 AR R A 4 30 A AC O B B A 4 2 IR 4 B B A 4k
FRTA R R AR 4 2 M IR N L IR £ S L I e B 14 HERTSAT ar AFTR » LA B 43 BT B
A AR IRAFAE G (40, BREEIR) AL A5 e 0 IR B 4 & 74 (a0, SR8 & I bl TG 1R
B RO 5K EENR I B0 485 7= (Bl an, +-L 0 &8 5N (heptadeca
ethyleneoxycetanol)) IR S 5 AT4: B TG I B A1 BB BE IR 7KW (hexitol anhydride)
O R ) 48 5 7 () 40, R4 A IR 7K L B A B Ul IR I (po Lyoxyethylene sorbitan
monooleate)) o K M TE & FIIE A 5 A7 — PPELZ PP 55 ) a2 5 O B R L IR BN 2 R R
P& TR TR  — PPER 2 P €850 — PRl 22 PR 0 AN — PREse 22 P i 79 o e A BB RS
[0313] = (D) WA 250 406 V] 5 I T 5 i 391 B O BT A Sk /K M VR s 7 B vt PR R
IR SAFAE AR VR P8 S 8 S A i 43 BIORI BRI 770 A Bl iR A A
QI RN 5 A T ] o T8 TR S R AT RASE T e 2 MR W B A1 mT 42252 1 A B 7R B 751 Hh (1)
o AT BR B, W T 1, 3-T A IR, B R T4 2R o PSP ) ] 42252 1
AW RVEFN R K MAGIEIR Ringer’s solution) FIEEFK &AL ANIE TR ML AL , TR ATE K
Mol (sterile fixed oil) MW A] FIAEVE B BEA Bi. thT% B 1, 7R AR TR AT A
FE R R, BFE A R I — BRECH i S R A, R B B el R TR A T A T A4 A
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[0314]  A] 58RI B 4h & DA™ A B — 5 & T 2 50 3 14 140 1) & B 28 B v o7 10 1 2 A
AR 25 2ok i ARk o 49 7, B AE RS NS T AR 24 1) s I R Al 77 o] 5 291 22100022 5
WY, UL SR A A S IS B2 BRI, Fridsiis e 5 S A A (B EE) 1
A5 B L195% o 1] ] £ 25 W4 & W) DL SR AL 45 250 75 5 N8 B 4, B AE T kv 1
IR TSR] 5 293 25000g A 73 » T SE LA 2930 2 F/hr R 2R M A 1l
(A

[0315]  3& T H B8 A4 245 1 il ) A R PR A A E K PR TS B 9 S VA VRGT) » H T S AL 7
252 Y ) < 00T R R4 45 A1) 5 - R A2 3 A ML VR A5 B AR A 5 DA B K PR AR KO T T TR
7 F AT HE Bl am A G AR )

[0316]  J& T ey il 4 245 2 MR 3505 1740 ] 5510 0 5 R R 77, L rpolg v Pk ol V8 T BB T B iE 1
AR OLH ALV PR B3 KA D) H o 28 BT il 751 v 47 A8 IS PR i 3 BRI FE DLk 2905
F20%w/w, B0, 5510 % w/w, BIHZI1.5%w/w.

[0317] @& FAEO W RS 2510 5B FEEEE (Lozenge) , Hoir A T Hr k3 it G & 8 Ml
AR 7 A7 5 B3 PG 5 ) R R T R BE T (pastille) , Mo A T MR AL B (n e AR
JHT, B HEANRA AR R PR 4 s LA Bk O 37, A8 TS B b s PRy o
[0318] & T EL W 240 1 R T I e e a0, HHA & i O 549 ] m] g ek
IKHIRER) -

[0319]  3& T fini Py B B 25 24 1) il 77 5 AT 451 40 20 . 1 28 500K HIRLJE (BLFE7E0 . 1HI5004
KT8], & AFIW0.5. 1. 305OK 35K SF AL RE) , Hoad i &8 48 Puk i A\ 45 245 Bl 1T
L1200 N2, AE BGA TV TE (alveolar sacs) o4 id I 70 G HEVE T R 2 1 7K Pk B P
TS o 18 TR Z BT R 25 25 1 50 T R s 7 i 4%, IR ] 5 H BRI T 245 (e 4>
697 BB T SCHTR i 46 &4 — kit

[0320]  3& T~ 45 24 () il 57 ] 2 309 [ TE A 5 L #8 28 (tampon) 3L & 771 BERZ R 8157 v
TREE 55 il 551, i LLfRIRR 15 PER 73 A A ARG C A N IE I A

[0321] sl 1) m] F0 2 75 B A R S BN 22 ) 2 A 0 0 3 B BN FF L AT VA R
(5T 264 T AT, 76T BT FHRTAN 75 2NN TS B A B 17K, BTG o RO 359 v
W7 (Extemporaneous injection solutions) FIVEEFIMETIA RS TCE 0 K ki Al
7l 2% o DL ) A 57 & I ) 5 A A G B SCRTIR G H RIS B A7 H 57 & (sub—dose)
B LT 2 43 FU R P s 3 4D 5

[0322] AR EHLIRGE T & HA A (veterinary composition) , HILH & b 3CE LK
Z /b —PpE MR A DA S P30 5 32 T 4R 25 kA4 B T 5, 3 7T [
BB, 1% W) AT 25 R A 4 A S PR B4 R AT 52 1, 9 HL 51 PR
FHZS o IX L 28 FHZH A AT 42 18 4 D IRBRGATAT o R R R 45 25

[0323] = (D) fb &4 m] S FHECS H e va 7 29 FH, R 6 97 AR FR A AR 1) 5 993 B
JPIE » W19 AN I I TE M IPRE (B4, B iE) o E RS sty B, s (DA 5 A4
BB 2 IG5 1 BB TR T A | e g% B2 B A B JE I B PR RE (84, FEhE) 1 B8
PRI TT RS WD AE 25 & RN B S 2507 R VNI VR TT & BTk 85 — P77 7ImT
NSAIDHL R Z3¥) - Birids 88 R I 7 IR AT T 2590 - Z3MNA A I RIBR A 25 07 RN 38 Mk &
Wptig A2 (D AR 7836 1, B S eI A R T . fEH A rid b &4
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[ AFAE =& B H A T BT AU B A S & AE— AL 7 &, AR A A E
B 53077 FIBAINSATIDEL I X (D) A& WEOL AR R i g AR SR 2 BT 25 .
[0324] B VR AR R RIR 8L 5 5 RG] U R R iRt , A A W n] IR B 2 IR 4
2577 AR 25 Bk FH 5 25 04 {3 FH 40 0 (%) 1 3V B — O 254 W R0 [ ) 45 25, MDA — DI 4
42y Fe R LRI R AFAE TP G I R 2590 IR 2 1 JEL AR A3 1k () — B (1) o

[0325] LA Lk A 45 Z5 25 R G =2 B AT AT M & I Bl T S e i 29 f0
HevayT ZiMsaa T IR FHAE F (B IRD , BTk 77 & T BRI

[0326] XV IT T4 ML “W A (synergy) ” R ARAL “Uh[FI/E ] (synergistic)”, BE, 7% P
Jl o — A I SEBLAIAE F KT 9 18 X S AL A 0 5 B0 AE T RG E A s M4 - (D
FE LA B BRLASE 71 55 ) 551 o [ sl T Al DA B TR A 4 24 B 6 ) 5 (2) A 43 P B R 2 3 B
SPAT IR s B (3) JERt — 2 e Uy RGNS, nIIA B E AR H - MRS B VR T AR, Y
A P8 Q3 A A 43 T A S v 43 B S S 1 AL R e e A 0 S i S S
45 PGB IR, PSR P FAE . — M0 & L 7528 B Va7 1), R A0TSR 2 FE PR R4y
Jela RIIZR) 4525, AL B G , A RGN & W PR 2 s PR 5 — 245 2 .

[0327] 7R HARKG T SEit /7 2, 30 (D) A AW Ek Hor 4k S b BLAR S MR B2 FH B
Hal2s, vl 5 H R T A BE AR 2 (IR g R 29 BCH , 55 40}
YR IT AUBCEE TR A o A R B I BB VA 9T LR S 2 & b —Fh X (D A s T Ak
Pt FLAR S A AR B 2 FH ER BRRT 2, LA B AH FH & /b — R L eI 697 7 v 6 R (D AL &)
LS 252400 TR RO TT 29010 S AAH S 45 20 PR BEAT 1 3, DAE SEBL B I B FVA T 1
o

[0328]  AXHIIEHEAR [ (D B4 AR = Pt 7% N AR B RIS A o B 7= 4 ] DAE B
BT I 45 234k A I A8 AL I8 SR K A BERG AL R R AL R AL B B Ak« B2 S A 5 i 51 Ak
(%76 DR, A9 R A 45 X (D A SR Y , B8 B DL R 0B = AR AL A1, BTk 5 2 FE
i AR AL A 500 FLah A fl e DA 7= AR HAR I = M1 — B[]

[0329] AR =Ml B 40 N %55 « B4 AR AL A MR B FRiT R (40, HesCH) [ AL 2
W H LA U 7 & (B, K T290. 5558 /ke) B B ANE 25 B, KRR R R I
BAH TN, FoVE R R AR 8] GRS 293070 230/ L 88 5 # H B4k 7= 5 R | 1
FEBCH B AR 5 B X B AR 5 3 B, TR EANTEAT T brad R i a3 H R
SRS PR R AL S I U AR 50 o 7 20 AnMS L LC/MSENMR 3+ 1
SEAREEA . — AT 5 AU 7341 LS AR U E AR N 5328 S & $0 245 P At i 7
FHIFRI 75 2R SE B TR AR 724, R AR IR N BAMEERT 5L T AR EY)
[FIVE ST I R W E .

[0330]  FEAK I o5 — St 7y Zerb, HoARAl 1 TR 9T b ORI (05 95 FIp8 0k R )
S il B AR SEE T B TR A E A AR, R AR s
Yo FR R G e m] AL B B AE AR 2 B 28 T AR 25 B 2R U B 45 o AR “ R U A
RARIE ARG GRS B T S AR U A, A R T@ERIE  ANE & 452 48
SIEA/BE SR IE R X EE B KRGS R A I B AR A A
NI RS 28 R IBAEE (blister pack) 5. 2888 0] W2 FEHRE sl s s BRD Rk &
AR A AT I 28 (D A BRI, JF T A RN O (B, R A ]

91



CN 104334532 B iﬁ. EH :Fg 44/132 5T

N KR S A VR S B A T R T PR Sk ) g I ZE N A AR 0 D — R
W2 (D A G AR 2B A2 UL 15 HE 7 BTk A1) B T8 T BRI 0E Qi « ik
b bR 2 B U B B R R RRR YT IV B S A R 0l IR T RE AR AR M LT
JIEK IR IR Sk SR R 22 45 PR R B A 1 R 3 AR — AN SR 7 P, AR 2R B 3 Ui
Tt aE& R O AW A SV T TR RE T 58 g AR KRR IE bR 2 B 26
A5 ] Fg R BT 4 & ] F 3697 HoeomiE o Al (e B b Bl 5 Al , Bk ol J ]
PR TR A A 2 G R, A0 TE PR ST B K (BWFT) B IR Eh 4% AR 3 2K
TR Y R 28] AR VI o 3K 7R S T L AR L AR 3 A R e R e i, B
HB 2B R R RS BT SRR B S

[0331] BBl AT A5 45 2550 (D) A B LA BB — R 2 3R] Can SRA7AE) 16 Ut o Aol
HRAFE AT E—MAEY GEAR Q) L EW) RS R 2P, MK & T4 500
PRI M2 A WIRIRT e S B R4 T 7 AR R AR U

[0332] 7 sty b, 5T E0E T % [E 25 0 RE R =R (D &9, o A 7 Sl %
7)o IR R e AR 2 A A & o B 7006 T DA BB 0 T A o B I 3 771
=R A XA ) — s e VSRR Y A Tk R AR, R ET
2 AT A A = A W R AR 1 1E , TR0 Z 4 B2 B (memory aid) , KA 2
Bl g T F R e AR ie e 2, BURA H T AN, B e 25 B 2% E e e A R A 7
SHATA IR TTI R) R R EL

[0333] R4l —sLiih =, WAl & aE @ ALFEER O RAMKE 55 ML EIT
Wl (b) AEH A S 5 RN B SRS, Hoh Bk 5B R IR & B it
JE HATE I PR 55 AL AW o AT AR BB S A0, Bl S nT A 5 58 =5 A%, A
25 FHGZ PR QB T 5 FH K (BWEL) Tl 2 6 2% b A 2 SR 7K WA V5 VB RN 78 260 W A L L
X AT LG M A A 2 A TR 2 R e, S L R R R R RS R
SLAE 25

[0334] 7Rl B A& (D) M MiEIT I A AW SR e sy o, Brid ik
FlE Al AE AT B3 H A SR S5 A FFIRE S FF I G a3 (foil packet) , %4
1M 2 FERT A AR v B NAE B — I R R R ae b B W A& S 2 oI A 4
(I8 o 2493 FF (1) 4 43 B3 CAAS [ S50 2 P 2K (9 4 1 BRRn g B 90) 45 2], 24 DUAS [ 571 & )
B8 25 25, B 24 56 BBk FH %) B i 4 49 AT 30 s o FE L A T ) R U e 2R 2 B R S AU
R A 21 o

[0335]  ZEA K I AOVE R Y, A W N LR EMAPAKA A 7EXT RS 1 R v o S 4 a2 5 792 1)
BV K - MAPAKAZR 1A BOMAPAK A S A4 A1 P 1) 7% 2R B AIG 1 S0 40 B JE e Py UAc 4 , 5
FIK e ST FE K DA S R 0 A S Ak, HL i R B E T G sh 1 AR R B AN BRI
NG P I RS S MEMAPAKA [ i S 7EE 14 . 5 5 D 7™ FE K HE A R ZK i, FLAE Z0E 16 53 B IR i L
FUITG o IR JE PO 12 20 LA P 57 98 35N %) S0 40 Je 4 S R RESR K 36 78, JLAE 2/ 2%
B HA AR M m R

[0336] AR EH AT R I, N B 20 i (RIMAPAKALE H 28 185 AF sk 7 v 3 4% P iz 440 i s 30
1% AR BRI, FH /NS 4001 7030 UMAPAK 408 Rl 375 PR A T I 4 I 4% , T AN 282
e 11 P 380 5 B AT o DR L, I AIMAPAKA ] 8L AR I ¥ SR 7 J8 i « 9k 2 JH g I v £ 4 ok
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B A b e AE K DL Sl i B AR AR /36 B e BB L2 5 R AR A C SR T
MAPAKAFE S, Hem] HIF-V6 97 ML AL AR AE o

[0337] X (D) A A AR Sl 11 (BCH & AR 1) 490 790 X A ot 28k 77 AT Je i ) 5 HG o 2
HET, AEZ IR JE A S WA Pk V5 Ve B P Se VOE RIS IR R EL B 45 Rl R )
A2 I A, AR 32 1 I 5 SR R TR 1R 50 %6 R B2, B, 50 %6 B 1] 3R BEER “TCs0” o T CsofEL I
I 5 AT AT P A AT % 0 1 55 AR AR S8 il o 18, TCso M 3 I BA T 77 =0T Wl e - W EAF/ET
Itk 5 6 400 1) 750 P e B Y Rl A 1) 455 58 TR0 IR 1 355 T o 928 I 150 S B SR A P I v MR AL 0 B 4
A R B3R AT 2 1 o 27 HH 50 %6 B E MR CREEL T3 A AT #1770 B (R vE R 1 i 557)
(R PEAE N L TCoof L o AL , B R 1A i P e a0 v 1A 38 > b 0 o SR 5 o 9 T, 76—
SRR, MR 75 BT EENL.90 %6 MR AT L B, TCa0 %

[0338] I, P ER AR I PR PEMAPAK A 77" Fa ) 2 X AL AL 54 , HoF T-MAP4K4 2 B
50 % HHIA B (1Co0) LU AT B E BT AT e EMAPAKA SR B 7 1) T CoofB 22 MK 101

[0339] W] g IS 2 M E BB R B g T 2R I 2K (D) 4654 FIMAPAK A5 B 14 o 4171l
MAPAKA[¥) TC5OME (] JE FEl 97N T~ InM (G BE R) 22 £910uM (UEEIR) o 28 A I s 46 P Ak 5 4
HA IMAPAK AN i) TCoofEL /N T 10nMo o285 () 444 ] A H & A B 1 LAYR T T I S
B P IRAE , B e » X (D) A P m] H 0 L 304 0 M8 A B ] B TR 97 N 2R E &
o

[0340] AL 0| H i 1) SRt 4 38 3 U B 1 28 (D) a4, HAR 4 A I 7 iR HEAT I il 2% Vo r
HE CA AN FIMAPAK A ] J e Be vk, HaC (D) b &9 B A A B &5 /) f1 44 FR
(ChemBioDraw Ultra,#11 .04, CambridgeSoft Corp.,Cambridge MA) .

[0341] X (D) fb & Wml il & Bl 24T 6 1, Bk & 1 22 A0 45 S840, T IR L8 Ak 2 4 4
BN AR, J0 H 2 MR e AR Sk 5 B 08 BA SR DA SCHR H B 19 8 2 BRI A
Comprehensive Heterocyclic Chemistry I1,Editors KatritzkyfliRees,Elsevier,
1997, % Volume 3;Liebigs Annalen der Chemie, (9) :1910-16, (1985) ;Helvetica
Chimica Acta,41:1052-60, (1958) ;Arzneimittel-Forschung,40 (12) :1328-31, (1990) ,
S AL 3 IR B B RHE 4 AT 5 #5R98, HIRALdrich Chomicals
O Lwaukee , WI) 5568 A AR AR P HTH 77 7575 5 M 6 A0, T BB M i
T VEFHITH| %4 : Louis F.FieserfMary Fieser,Reagents for Organic
Synthesis,v.1-23,Wiley,N.Y. (1967-2006ed.) B¢{Beilsteins Handbuch der
organischen Chemie,4,Aufl.Ed.Springer-Verlag,Berlin, 45 %b 78k (H 0] 18 o
BeilsteinfEZREHE FEIRTD) o

[0342]  HIT& Rl (D) A& A0 75 16 700 A0 o [a) A4 1R 5 1 ) A0 2 B A R CR AP R AT 1 T
% GRPARORY) & AU S0 AL HE , 40, B Le 534 TR. Larock, Comprehensive
Organic Transformations,VCH Publishers (1989) ;T.W.GreenefIP.G.M.Wuts,
Protective Groups in Organic Synthesis,ZE3i.,John Wiley#l1Sons (1999) ; f
L.Paquette,ed.,Encyclopedia of Reagents for Organic Synthesis,John Wiley#H
Sons (1995) M H )G SR A

[0343] =X (1) BI4LA Pl B i) 2 B A 2 /b 20, a5 221, 000 BB 10 22 100 Fl k.
EVIAAE W) PR 2 o 20 (D) (A E 4 e P IE S AR AR 52 RN R4 , 3 VAU
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ol [ Ak 2, W AR DR AR S (split and mix) " A k4, Bl £ AT & R
(multiple parallel syntheses) RHil# . K, AR W] 53— A5 R 7 &4 £ /b2F1k
AECH 2 F SRR A

[0344]  FEHfi & (D A &Mk FEdr , AT Ge A 0 ZLOR S o (AR I Jg v B Be 1 (9140, 11 %
BT IR oA TR R4 1) 75 B MR 0 v B BB AT 1) P S5 R0 ] & 7 VA I A T AR A o B 0di 1 2
RO QB =R OB BUT AR (BOO) RS AR AL (CB2) F19-2j
H F A B AR (Fmoce) o 6 PP IR R 37 1) 75 ZE0] 25 5 Hb B AR U E RN R 8 o 6 TR 37
A — AR EAI HiE,Z WT.W.6reene,Protective Groups in Organic
Synthesis, John Wiley&Sons,New York, 1991,

[0345] T UL B, LT 7S 1 fil#& 20 (D B A& P S s vh a4 1 — 7 2
X T B SN AR BRIV SE VR U BT S 5 2 DL SE T 350 79 o AR U AR N 5 S B A P A
HEBBOsRKE MA K G R A — IR S a7 R rh A AR 1 HAR 5
BRI T, H A2 AT 25 Z #0854 o8 FL B JFURE AR, AT FR AL 22 P T A= M fn /B B 4% 1 o B
A, T PR A 1 T3V A B VR 22 s 9 Ak B D PTRR A AR 2 S A AR U RN 3 I
Aok — B

[0346] AR

[0347]  —J&TjiEA:

HO™ 0
A1
[0349]  [a b & WA-LAEVE 1) (B0 JE /K THE) I 9 im AN AB G ER77) (591 WiHATU/DIPEA) Al
ZRHNR R F) i385 A5 R BUAR R B FINE 24 3R 32 o 8 I R A E = IR BRI - I K IF
W BT VR A ) FEOAC A B o 4 & FH I A L2 F SR 7K B3 e 4 I F il #& ZUHPLC 4l AL , 453 2
T P A-2, R R ROFIR B A SCHIT 8 o A A MDA 1 AT 301 SE i A FIF 3k 1 4% o Ak 7 (L
R*A=C (0) —Co—Cra— ZFRFE , HA AR BRI B A1 A SCHIAR BUAC) th Al i AN — e v il 4%
[0350]  —f&J7VZ:B:

'NH'Z NH; 1
NHQ SN . : ’ N/ A\ B
p \K\j - NH: B2 A recH. 3k K?KJ
[0351] %I Z BIR IR T

‘ ;gﬁu] N7 NH
HO™ ™0 i, TR =
\. 7
B-1 B3 B4

[0352] [k & WB-1EFE TR (B0 FE 7K DMF) HR AR ¥ R I N AR BBt 771) (191 WIHATU , DIPEA)
LA HB-2 K Tk VR A WAE IR B FERE R o N A I8 T iR R A F 1 A tOAC A B o 5
A IFHIAVLE FERK % FNasSOs T8, W45 1 T 1 — b mi e/ i — P 4lifb gt &9
B-37EHOACH FVA UM (=1 2h o FFHOA sk & 55 25 FE 1 i Ap ) I ) 46 U HPLC AL AL, , 19 2 T 75
PB4 FEIX AT, ARIR AR ST RE o
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[0353]  — M 7vkC:
RLAA _
1 . .
HCIEtOAG : R Sl

H
o N b
O .~ DCM, FiR ;
\7<\ wg \&Q — =8 O:<>7NH2 HEl BB, B

G2

c-1
[0354]

HBCI
NaBH,, MeOH, £ i R NN R, TR

—

[0355]  DIR1: & LA MIC-2:

[0356] [ 4k & pC- 1 ZEDCM A A VAR TP INNE tOAC /HCL 5 H A = I i HE 30 705 45 % A
k4 2B AEC-2.

[0357]  JBR2. Hil& AL A HIC-4:

[0358] 4k & WHC-27E¥E R (B AN THF) H B VA P I AR IR (19 D TPEA/HATU) Fiifk
B WIC-3 48 IR IR A A IR B P 3 B 22 7K b 4 B AR A 4 FHE tOAC ZE BT 46 ,
B R HIRIL A5,

[0359]  JDER3: il & AL & 4C-5:

[0360]  [a1 4k & HIC-A7EMeOHH [ 1 I ANaBH1 o 1 T IR VR A W0 AE = IR B RE 1 h I F i3 &
I K IR VR A W) FIE tOACRE B FINaCl a4 » FNasSOL -1 13k 4 , 75 Bl K 7= C-5
[0361] D3R4 il &AL & HC-6:

[0362] [k G HC-BAEVE R (BN THE) H BA W NN IRHCL % HAE = e HE 2050 i, 5
EAHERI R E 2K, FEK pHH M AINaHCOs 8 % 32 £8-9 . % H FHEtOAC AL o
WA IR HLZE - FINaCL BEi% » FINa2SOa 15k , Y 4 - I il 26 BUHPLCZEAL , 43 2 Frik 7= 4
C-6, HHR WA ST E Lo

[0363]  — 7 ¥kD:

NH, NH,
« RL A
RGASSy  BBEA POCI; 13 SN
| NH,CI, 2 A1 — A
It
0% oH N
D-1 D2 D3
[0364]
1
R%” TOH
2R Hy s
MeOH, NH3 H,0 1BHIXA, ER

50 °C, 50 psi
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[0365] IR il LA WID-2:

[0366] [ Ak A 4D- 175 771 (491 @I DME) H [ ¥ H I N AB B 771 (B 20D TPEA, HATU) £

NHaC1 o A FTid 1R S AEZ140-50 C HitdE 294h 2 J , 5 HAFHRI 2 /K b 8 BT R & it uE ot

W, 132 ik = YID-2.

[0367]  BIR2. & LA WID-3:

[0368] ¥ ALAHID-27EPOCT s H VA AN #A Il ik 442 o K A AL FMBUR 22 koK, F 45 pH

FH L FINaHCOs 18 4 %2 298-9 . 4 H HE t0Ac 2 B4 -6 FF A AL JZ AR FINaC1 He % » FHINasS04

TR , 132 R o

[0369]  JDR3. il & AL & 4D-4:

[0370] [A] 4.4 3D - 37EMeOHAINH; . HoOHH BV VR NN 22 JB 87, FEAEZ950psifTHa R L 1 B
IR A MAELI50 C R A TR A W0 98 IR 4E , 13 2 BTk 7= 4)

[0371]  JDIR4: Hil& A HID-6:

[0372] (4 A WID-ALEYE 57 (B IDME) ¥ H N NDIPEA HATURI{L & #D-5, o HR®

WIARSCHT 8 S ARG 1 BT 1R G- 2= T FE 2 3043 4 HR BB 22 /K h g PR 54

FHEtO0Ac (30mL X 2) AHX i 45 3 I il 4 BUHPLCAE AL, , 15 2 IR 72 o £E 77 RD P, A RVFIR 31

AT E X o

[0373]  — My VEE:

NH, E-2 NH;
R1.YA\_ SN Hﬁ%—<jN—Boc A\/L§ DCM, EAHCI, £

07 OH oi ’LN

N~
H
-3

E4 E
[0374]

NH»
NH, RL A .

P ) \N JBBH.CN i
LNH MeOH o ﬁj\/
E-4 E-5
[0375] DRI ﬁ%ﬂ%ﬁcé\%E—B:
[0376]  [alfk & WIE-1LZE VA 5 (B 2IDME) A 1K 3 HH I NHATU W DIPEAFIAL A B -2 . 4 i ik
TR EMAELI40-50 CHEFELI3h 2 Ji , Fa Hove 20 2 20 FF NN IK o 4 Br ik 8 549 FHE tOAc A5 B
FEA o B0 18 FINaC1 e 356, We 4 3F FIAE (PE:EtOAc=1:3) 4lifk. , B B LA WE-3, F A AFIR!
WA ST E X HR NHERCr-1o-HEd
[0377] D2 &AL S HE-4:
[0378]  [a] 4k & WIE-37EDCM A (IR I NE t0AC/HCT , FE05 Tk Vi & WAE S8 20 2h
W BT IR A ik 4 , 43 2R K A A E-4.
[0379]  JDUR3.: | & AWIE-5:
[0380] [l kA WIE-44E VA (B a0MeOH) HF ¥ ¥4 ¥ I NHOAC « FF I VA I E 1 BT iR R &7

96



CN 104334532 B iﬁ. EH :Fg 49/132 7T

7 E R IFE21305 80 I ANaBHaCNIF 44 Fr it VR 5 0 8 Z iR 0 HE 29 2h o 8 FATUER 2 K o 4
BT 8 A9 FHE t0AC R BUH-15 A HLZ M 46 I F il % U HPLCEEi Ak , 3 BIML A B-5, Hh ARIR!
WA ST E X AR AHECi-10-He 4

[0381]  —M T VAF:

RL__A NH,
T 1) DIPEA, CDI, THF RLULALA
T ~NH  2) B N J
[0382] Py /C/ ) fLN'J\N R
- 07 N7 R
H
E-4 F-2

[0383] Al fb& WIE-ALEE 7 (B WITHF) W FE B IRADIPEA.CDT ¥ AT iR VR & M0 7E =il
PRI S5, I 5% Frid VB & e = ) A H2h 35 A (W) il & ZUHPLCZEAL , 3 2 &
WIF-2, A AFIRM AR SCHT 2 S HR” IR 3 F Ha Ci—Cro— K FICs—Cro- PR it o

[0384]  — /714G

Y

[0385] BB, EA

E-4 G-2
[0386] [l fk & MIE-4FEVE 7 (5 AN THE) H (VAW I AB K7 (B AIDIPEA, HATU) AR
R o K B i VB & e =R FE3h 2 i, B HAGUE 22 7K, FHE tOAC AR HY ik 48 51 FH il & B4 HPLC
alidt, 132 TR =4, Fop ARIR AR SCHT 2 LHR” 3 H Ci—Cie—t 3 . ~Ci-Cio— W Ae 3 -Ci—
Cro— B A I M -Cas—Cro—Ff e it o
[0387]  — &7 VEH:

N(Boc)o
4
NH, N(Boc» B B jﬁ PR
A R (Boc)zo 3% g;) |
'\1 NUR %, 3h NG
k/(-/ p = DMF.Pd(@dppfiCL (0.1 % %) &
B HA4 H-2

DCM,DMAP(1 J:% L AcOK(3 %) 90°C, 2h O Bo  Ha

[0388]
N(Boc)s
5 H-5 K A :/’R'] H2 .
Re—Br g5 e NT s 7 NS A\ R
AHF) LA TFADCM(1 i
0:1), & B % Z
PA(dppACLO.1) m? 2
Cs,C0(3 H# %) 3h R
IR HLO (10:4), No H:8 -

MW, 135 °C, 30504

[0389]  JDURL: Hl& LS HH-2:
[0390] [ 4k & ¥H-1ZEDCMH (VAR I N FEDCM A (I DMAP FIBo c20 o 5 ik YR S0 76 L
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PiFE6h 2 )T B DOMH MK o 45 BT AR VR A ) FHEtOAC R HL L IR 4 I FAE (PE:EtOAc=5:1%
3:1) 4lifk, BRI TR =4

[0391]  JDER2. il A 1H-4:

[0392] Ak A pH-2 AL A PIH-3 KOACAIPAMELL 57 (B EPd (dppf) Cl2) £E TS /K DME H ) ¥R
AR A3IR FFAEQ0C WNo I INFR2h o 45 FHARR] 23 7K o 3 FHELOACEEHL, -5 & 3 F R A AL
FHEAINaCL ¥ » FNao SO 15 I B0 25 R 48 , 15 BFL B 74 o

[0393]  JDEX3: il A 1IH-6:

[0394] [ 4k A WH-44F W5 - H2098 A I R I A H-5 (LR R* A Co-Cio- 2455
B HOAAR BRI BOHE Co-Cro— B R BUAR, o e e N R AR B — B 2 AN IR B LR
EUARFEELAR : 54 25 . —C (0) ~N (C1—Cra—%t 3) o Fl1—Co—Cro—Z2 FR 2 , Hirh FT ik Z& B 35 A A BUAR 1)
B C1—Cro— BB HUAR) | Cs200s AP AL 77 (191 41Pd (dppf) Clo) FFAEMWE HRES T, 7E130°C \Ne
N304 B A A R 5 O B A R AT 15 B I PR

[0395]  DIR4: Hl& LA YIH-T

[0396] Ak & HH-6/EDCM: TRAVR G4 (102 1) FVA VR S8 00+ 3h o T 43V & W0k 4
FI1 4% BUHPLCAEAL , 15 B Bk P24, Ho b ARIR A SCAIT 58 SCHLR 38 [ Co-Cro- 2475 3, HOA R
EUAR I B C1—Cro— e 28 BUAR , v Be 28 8 R A I BOg — N B 2 N3 3 BL T B9 AR EX
s 52 —C (0) ~N (C1—Cro—J5 ) 2 F1—-Co—Cro— PR , J A Bk Co—Cro— 24 R 2 R 2R HUAR I B
5 C1—Cra— e AL HUA

[0397]  — il

NH,
R2-8n(n-Buj, NS AR
T > I SN
[0398] Pd AR, #A ,
R -
RIA FeF L
I-1 -2

[0399]  fbAMT-27 @t 40 N & INBL A T-1.2- (=T B k) R (LR 2
75 42) FERAE AL ) (1 iPd (PPha) 4) 7R3 75 (61 40 59 25) wh B VR AV, 3 A o 5 A2 3 VR FH L AT
CsFAKIEA R It FHEtOAC (100mL) 2 HL « A HLJZE A] FH R K Bt ik i 7 FH il & B HPLCAEAL.
BRI, b AFIRY A ST E Yo

[0400]  —fc vk

NH; (Ho e NH2 NH
RL_A Ay  _ DME-DWA RL_A - R RaLK,
i A :ﬁ Y et} : ) ““. Sa '_:‘\’?‘t
| N TR, ®i [ P ACOH, B At l/ i
[0401] | | .
N=/
41 J2 J3

[0402] DR il LAmI-2:

[0403] k& -2 m] 03454 A4 T— 1 AIDME-DMAZE 2 751 (451 41 B 25%) v (0 Y v in 8 [m] 37 &4
Shif 15 2 APy 7R 2 BRG] T~ — P B d— P aith.

[0404]  DIR2. Hl LA ]-3:
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[0405] Ak 54 )-3n] IE IR AL 5 W - 2R B JEAEHOA C AR IR e 4 il % o RV FFIRR:
FIF DGR P4 BUHPLCAEAL , 13 BTG 74 o AE XA T i, ARIR A0 A SCHT 3 S

[0406] —f%/71EK:
Q o

ByBroP, Pd(PPh3)4

-2

Et0” 0 O™ N0
KA1 K-3

[0408]  fk&WpK-3m] 3L 21 R il % : [A1K-1 (150mg , 0. 65mmo 1) 7 M4 (20mL) v [ V&
TITEA (300mg, 3.0mo1) FIPyBroP (400mg,1.0mmol) . ¥ FriR iR AW EmEFELh G, TN
Pd (PPhs) 4 (80mg,0.07mmo1) HIFLZK-2 (180mg, 1. 3mmo1) .K2C0s3 (200mg, 1 . 3mmo1) F1H20 (5mL) «
W RTIRIRAMAEI0C N M e FE3h i, 4 H HEt0Ac (50mL X 2) A2 HL, A FINaCl (50mL) ¥k
%% » FINao SO« B AR 48 , 43 2 3 09 74, H s il 44 . 1 [8 44 FE tOH (10mL) ¥E3% , 15 2
) 28 [ 4 A P2 (100mg , 7= 2650 %)

[0410]  Ab-&WK-5A] 01T 1R 44 : [ K-4 (100mg, 0 . 3mmo 1) £EMeOH/H20/ 18 44 (30mL/
10mL) H (¥ H N ANaOH (120mg , 3. 0mol) o ik VR & W) /E 2= i i He i 47, FHCL (aq) 5
pHZE5-6, 44 H: FHEt0Ac (50mL X 2) ZEEL, FHMUAMINaCl (50mL) Weik IE ik 4a , 15 BTk =4, Hohy
B8 [ 4 (60mg ,60%) o

[0412]  ALAHK-7R] 3L a0 il & : [AIK-5 (51 @160mg , 0. 2mmo1) K-6 (51 #160mg , 0. 4mmo1)
FEVE 7] (51 GIDMF (10mL) ) = 5994 ¥ A I N AR G355, 49 anHATU (461 41100mg , 0 . 3mmo 1) A1
DIPEA (5l 51130mg, 1 .0mmo1) o 4% BT VR A4 7E iR B HE3h i, I K (B 30mL) F-4% H
EtOAc (5| 3150mL X 2) AXHY , I FINaCl (I 150mL) a ik , W 4 31 F il & AUHPLCZE AL , 15 31 il
B AR HACE D, FoAR N Co-Cro—Z% 55 S TR 5 3 , 1295 A AR B B 1 AR ST i BUAR
(495t AT AR HEIX AN — M 7 VAT 2% < WA A K- 245 0 A 5385 (1) Co— Cao— 2 75 J B 75 S AN
M
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ST 5]

[0413]  Z& LT KT, o 2 5 70 73 () B A AR R B o H 2, 36 S it 1) A 12 A 258 i Dy PR
AR HIEHE

[0414]  A] 25 By Mook S 451 o A 1) A0 7 ORE3EAT I DUTE T & 2 M AR K B H B
MAPAKAF 57 , FH HL ] & AR B AL S Ak T i o o B 4E R A R BRI JE Rl Y o 61l , AR
R B HE R AL S P00 B Rl AT 0 I 6 A S AR N 571 BH S R AR A T 2R MR 34T, X 2
AR AT A, 8O Y B OR3P PR RO E BB A, 8k R FE AR AR H A i 1 AR S0 N
HE A&/ B s B S 1 BRI X P Ak Feth , A A1 5 5 i 1 BOAR IR
SN H B S SRR A o BT il AR R I ) e A M i R P

[0415]  {EFREEIE FEAH FINMRYGIEAGE 3 H NMRIE: , BT ik Y6 i 4% B = B 4R 5mmiR Sk
[fJVarian Unity Inova (400MHZ) 7‘61%4)(0%%44%%137]@%?@Eﬁ%ﬁiﬁﬂﬁppmoﬁﬁﬁu
T4 br=T506 s = Hl§ d=XU¢ dd =X " HEIE .t == q=V1 FEi¥ .n=L FHik,
[0416]  A] AT &1 Mﬂﬁéﬁé/fﬁ (LCMS) SE 56 >k 1 € I B I 18] (Re) FIAH G i &= 15+
(mass ions) o i Ju i A H AT LA TE B 458 2R 0 5 A e e ) R S5 005 o A0 FH 28 R Pl
BTS2 55 TR A4 M A T o

(04171 BRAE S UL, Pr e s S 1S M AU R B VU TR AT

[0418] 455

[0419]  AcOH: Z,[% ; BOC: £FERIE — AU T BS; DCM: — & FF 4% s DIPEA: — S TR JE 2 1 s DMAP : 4-
TRREEFEMEIE sEtOAC: LR ZME s HATU: (2- (T-R 8- 1H-R 9 =m-1-3%) -1,1,3,3-JU
FEPRES 7S TR £8) sHCL « £L 1R s MeOH : B % s NaBHa : WAL 4 s NBS « N-JR AR BT 3 Bt I %
NH4C1 : S AL5E s NVR : G 3L4R s Pd (dppf) Clo: [1, 17— (R B —%ek] —&4kiE ) ,
5 S B4 RT E 5 TRA: =40 ; THE : PU SR

[0420] ] 2% S it 5]

[0421]  rp[E{AA

[0422] |43 RAHP a4
[0423]

Bre. A i POsz Bl » NH
r ] S Tj NHaHo0, NP Br, A Asy A R A \2
2 145°C IJ%;, Ll PddpphiCl, KxCOs Y ON

A LAz E . L

IR0, 100°C, 3 h
1A A 5A

N, NH;
R A NFe 7 ‘NaOH (ag) RL A :
NBS, DMF RSN 0050 Psi), Pa@ppHCI: N THEE R SN
. | H(opphiO HEEE, T
o DMAR, MeOH, 709, 20 h FNF
Br g o7 ol

6A

[0424] SRR . &AL S 24
[0425]  BALAW)1A (B0g,0.22mol) BL/NER 432242 N A2 POC1 3 (200mL) H , FE438 5 4% 1l 78

A
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T 30°C o R PTIR IR S WA 90 CHEHE3h & , F5POCTaAE50-60 C IR R 2 I f vk I = R
HE PR A P 15 5K (200mL) v, 34 pH P HELRINGHCOS 1835 48-9. % H FIE0AC (500mL X
3) FEHUIFH 4 I 1047 HLZ FIMLAINACT (300mL) 36 , FANazSOs T 3 512 Wi, 19 IR )
P2 (45g, 77 38T %) AEZB IR, ABIAR SCHTE Lo

[0426]  DUR2. il b S H3A:

[0427] B4k A H92A (45, 0. 18mol) ZENMP (150mL) HH (K1 ¥ Hh 228 i0 ANTEs . Ho0 (170mL) , I
1 BT VR A W AE 145- 150 CHEREIL A o 5 BT IR VR G 078 3 28 S 5 1 HASU (B 227K (200mL)
w1, I FEt0AC (500mL X 4) ZEEL .44 I (1 H HLJ2 A ML RINCT (300mL) Bk , FINazSOs -1 , i
43 K (PE:Et0AC=1:1-1:3) 404k, F3 BIFTIR =1 (37g, 7 283%) AEIXANB IR, AfTIA
SCPTRE o

[0428]  JDUR3. il s b 5 H5A

[0429] L4434 (37g,0. 16mol) £ 4T /Ha0 (300mL/50mL) FIFA B P I ANAL A 444
(28g,0.2mo1) \K2C0s (45g,0.32mo1) FIPd (dppf) Cl2 (11g,0.016mol) o Frik & H17E80-90
CHERE3h I BRI 27K (200mL) o H FIEt0AC (500mL X 2) FEEL, 35 & 10 HLZE i A
NaCl (300mL) ¥E# » I HiNa2S0a T8, 4 JF FlAE (PE:EtOAc=1:2-1:4) 4lifk, 3 2| Pprik =4
(32g, 22883 %) o AEIX AN B TR, ARIA SCHIF 2 S, BIfICH, HLR i SCHT s S Bl inm sk 2 .
[0430]  DR4. il b 5 H6A:

(04311 7E= 3, LA 154 (34g,0. 14mol) ZEDMF (200mL) Hh f 7 ¥+ 7 JINBS (25 5¢ »
0.14mo1) 7EDMF (30mL) H VAR, 3145 BT VR A& DA B IR At HE Lh o 45 H A1 27K (500mL) H
JF FHEt0Ac (500mL X 3) AEHT o 4 5 I (1 47 HLJ2 A 1 AINaHCOs (100mL) -3 AINaCl (300mL)
> HiNazSOs -1, W4 3 FIAEZIAL , 43 B Pk 1) (28g, 7 2265 %) FEIXAN IR, AIA L
Fir s SC, 1 8nCH, HRM A SCHT e S, Bl an s ik o

[0432]  DIE5. il b SHTA:

[0433]  [a 4k & 406A (15g,0.047mol) ZEMeOH (200mL) H ) ¥ W HH I ADMAP (12g,0.094mo1)
AIPd (dppf) Cl2 (3.7g,0.005mo1) o PR IR A #7ET5-80°C .CO (50psi) T Bk id 47 I 15ifHI
F7K (400mL) o3RG FHEL0AC (500mL X 3) ZEHX ¥4 FF 1A ML= I AINaCT (300mL)
ek, FINa2SOs T4, W 4 31 FHAE (PE:EtOAc=1:1-1:3) gifb , F BTk (11g, =%
80%) o FEIXAN L BR R, AW SCHT & SC, BIICH, HR AR SCHT 58 S, B A ik o

[0434] 086« il £ v [A) AAA -

[0435]  [afb &5 4)7A (10g,0.034mo1) £EMeOH-THF-Hz0 (100mL , 2: 1: 1) K7W il ANaOH
(5.2g,0.13mo1) o B ik R A M 7E40-50 C HiH 3t 8 o 5 A7 LV 7R 9ok 1 ok 25 0 48] 22 7K
(100mL) o IUAHCL (5M) {5 V8 45 pHA 6 -7 o K B A ULIE WIId e F -4 , 15 B FTE =4, Je M
ik (8.5g, 7™ %91 %) o FEIX B IR, AQIASCHT5E 3L, B IICH, HR' A S e S, 4l 4l
AR

[0436]  H i) {4B

[0437] 1~ HE-N- (- HEHIE) ~T— -IRIIE) T ek~ 9t e
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[0438] _ R FH
*N N0
NH,
[0439] 4k A 1B GRS T2RAH R 44, Ho b A CHAIR A 3- 9 K 3E) (280mg, 1. Ommol) 7F
JC7KDME (10mL) 1 {1 38 o i AHATU (460mg, 1. 2mmol) \DIPEA (260mg,2.0mmo1) F12B
(160mg,1.5mmo1) 44 Bk VR A 7E FEBEFEL A AMAIK (10mL) FH% BTk TR &4 FEt0AC
(10mL X 3) ZEH KA A HLE FHE7K (10mL X 3) Beigk, FNasSOs T4, ki It T F—35

1Mo i — P 4lif..

HATU, DIPEA, THF,
ik, H$R

1B
[0441] ) fAC

[0442] 8- F-N- (BRI T Hi-3—3k) —2- B-FRF) -1, 7T- AR F-5-F B
[0443]

[0444]  JDER1 . i C-3:

[0445]  %5C-1 (300mg, Immol) .C-2(218mg,1.2mmol) -HATU (600mg,1.6mmol) FIDIPEA
(270mg, 2. Immo1) 7EDMF (20mL) H VR & W/E 2 A FE3h JT , I IK (30mL) o 4% He ik & K
PR , 13 BRI 74 (378mg 85%) .

[0446]  DER2. Hil#&C:

[0447]  fE2535, 181C-3 (378mg, 0. 85mmo1) ZEDCM (12mL) = 1AW H I NTFA (3mL) o 4 fr ik
RGBT 1 Rk 4a , 43 2GR =4, Fon] BT (300mg,85%) o

[0448]  rp[A){AD

[0449] 8- Jk-2- 2 dk-1,7- IR E-5-F IR LM
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[0450]

MeO. _N ! O TMSCN,TEA meo. N ON j‘?&,g?jé
~ DM |7 N Pd(dppfiCl,
= Br ' B LB

Z Br ' SRR IH,0
1D 2D 3D
Q
MeO._N_CN E‘OJ\KQE‘ 5D

, P =i M
KsPOy, Pd(PPhs), ;
- AR HO EtO”

F k1 AlCl;, DEM, B

F 3% 2 HBr, HOAG, 50-60°C

[0451] D URL il & 5P -2 F Al Rk e 1— 24k 4 (2D) « ] 5 —2— FR A L g 1D (22. 6g,
120. 2mmo1) 7EDCM (120mL) H 45 F1 35 W H 43 I AL 0 Am—CPBA (82.7g,480 . 8mmo 1) o 1% X
RIR A WIAEA0 CHERE 160 K PR IR A WA W EFIE G, B iZDiiE il vk & iZ iE i
Na2S20s7K VTR « 78 J5 FINa2COs 7K VB TR BE I o KA AL 2R 4 T R AT (3 (MeOH:DCM=10:1) EH#%
aifk 132 FrA 1), HovE bl (14g,57.1%) o

TMSCN, TEA N. _CN

MeOx (15 MeCN Me | BN

[0452] I N * P
Br

# Br

2D 3D
[0453] 3D IR2 . | 43— -6 48 L - 2-FUE ML e (3D) « 112D (28g, 137.9mmo1) ZEMeCN
(60m1) AR RIS INNTMSCN (54.6g,551 . 6mmo1) FITEA (41.8g,413.7) A FTIRIR &)
FE80°C N2 T $Ht 15h o 5 1% SR A W0 4 3 I 7K (60mL) Ji5 , 45 3 FHE tOAc (80mL X 2) A5
Y, FNa2SOs T4, We 4 I A (PE:EtOAc=3:1) 4lifk , 2RI Pk =4, Hoh A ik (24.4g,
82.7%) o'H NMR (400MHz ,CDC13) 68.16 (d,J=9.2Hz,1H) ,7.15(d,J=8.8Hz,1H) ,3.86 (s,

3H) o
[0454]
. OB‘BOﬁ g L'\ ¥
MeO_N.__CN S B8 L meo B0 POk g
P =
I HL0 W H,O EtO
3D 6D

[0456] D ER3AN.: fill % 2- (2-FHE -6 FF S Bt g - 3-2) -3~ LB AR R £ I (6D) = 453D
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(1.0g,4.7mmo 1) ECHHER SR EEES (1.7¢,7.0mmo1) Pd (dppf) Cl2 (360mg,0 . 5mmo 1) Al

KOAc (1.0g,10.0mmo1) 7£ W& HE (50mL) H IR AW S IFAE80°C N R it #2h G FTid IR &
MIvs H &R =G, FIALA 5D (1.30g,4.8mmol) Pd (PPhs) 4 (550mg, 0. 5mmol) K2C03
(1.4g,10.0mmo1) FTH20 (10mL) , Ff¥F B iR TR & #7E90 °C No 45 £ 3h o 1 Frid 8 &4 HIE t0ACc
(200mL X 2) ZEEL, P AINaCl (100mL) e3¢ » FiNaoSO« T4, W 4 3 HAE (PE:Et0Ac=3:1) 4l
1k, A3 BN FTR =4, Hoh Al 44 (600mg , 48%) o

LOMe

[0456]

6D
(04571 LIRS il & 8-F A -2-H -1, 7- “H IR E-5-F IR LB (7D) - [416D (600mg,
2.2mmo1) 7EEtOH (30mL) " [F1 ¥4 ¥ HH I ANH3H20 (10mL) , F-4% Bir i VR A 75 IR Bk i 4%
TLCHSL IMBEAT STMRI A2 i » 45 i 4 , 15 BRI 74, Hov A (i 44 (400mg , 77 2680 %) »

7D D
[0459] LIRS i & 8-E I -2-F K1, 7- R ZE-5-F IR LB D) , 5731 : 7D (400mg,
1.6mmo1) 7EDCM (50mL) H FI¥AR H IIANALCL: (1.5g) F-45 BT id 8 A W in# =l i il 4 - TLCKS
TP RBIEM BRI AR T, A A 2 =R I K (30mL) F#% H: FINaHCOs Y % pH=5-6 . &
HHDCM (100mL X 5) ZHL, FHNa2SOaTF 5 3 ik 46 , 13 B pr ik 7= 4, v At fl & (200mg,
55%) o

™ HEr, HOAG
T
50-60°C

7D D

[0461]  JDURS. il %4 8- -2 -1, 7- "W ZE-5-F IR LES (8) , J1iE2: 447 (600mg,
2.43mmo1) 7EHBr-HOAc (10mL) H1 7R A4k £260-70 C HARFFSh MG b B WA A1 B =
65 5 I AMTBE (30mL) o 4 Frik Uiy e 5 , 15 21 BT 75 744 (500mg , 88%) - LCMS: (5-95,AB, 1.5
) ,0.62740 Bh MS=233.9 [M+1],"'H NMR (400MHz , DMS0-d6) 88.95 (m, 2H) ,8.25 (s, 1H) ,
7.24 (br,1H) ,4.32(q,2H) ,1.31 (t,J=7.2Hz,1H) .

[0462]  SEjfs)1

[0463]  3-[[[1-%ZHE-7- (-FRARIE) Fermbk—4- Pt ] 2 k] F AL -N N-H -1, 2,418
-5 F i

104



CN 104334532 B iﬁ. EH :Fg 57/132 T

[0464]

HATU, DIPEA, THF,
i, R

1B
[0465] [l 4k A 1B GHRL T A P R4, Fod ACH, AR A 3-8 L) (140mg, 0. 5mmo) 7
7K THE (10mL) = 9 9 I NHATU (230mg , 0. 6mmo1) \DIPEA (130mg, 1 .0mmo1) Fi{k4 4B-
1 (128mg,0.75mmol) . i VR &M 1E = iR P F 1 4 o I K (50mL) FF48 ik Vi 5 FHE tOAc
(30mL X 3) ZEHL A4 5 I B A HLZ A ER7K (30mL) BEis i 46 I F il & ZUHPLCAl AL , 15 B B 75
P, o A AR (61 2mg 2 . 28%) JLCMS: (0-60) ,A 1.132434.90-60"H NMR (400MHz ,
FfE-d4) 6:8.84 (s, 1H) ,8.52(d, J=8.8Hz,1H) ,8.38(d, J=8.8Hz,1H) ,7.92 (s, 1H) ,7.71-
7.57 (m,3H) ,7.25(t,]=8.8Hz,1H) ,3.29 (s,3H) ,3.18 (s, 3H) »
[0466]  SCita {512
[0467]  4- (IH-ZE FFmEme—2-3) —7— (3-FU AL FrEmR—1-%

[0468]

F AcOH, BHiA

[0469]

[0470] 34k & YIBAEHOAC HP YV VBUINFA I 37 2h o H5 HOA ¢ i Hs Bk 25 00 B Ax 0 ] 2% 7
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HPLC4lA, , B3 BT 724, Ho A i 4 (45me, 13%) o 'H NMR (400MHz ,MeOH-d4) 6:9.03 (s,
1H) ,8.49 (dd,J=8.81.6Hz,1H) ,8.34 (s, 1H) ,8.25(d, J=8.8Hz, 1H) ,7.98-7.96 (m,2H) ,
7.77-7.65 (m,4H) ,7.64-7.61 (m, 1H) ,7.28-7.27 (m, 1H) .

[0471]  sCafs3

[0472]  1-ZH-7- G-F IR -N- G- EI T L) Frmbk-4-F Bt

[0473] HCVELOAS Pon 38

‘\\’ \O\o Dot o= >—NH, Hel
7\ HATU, DIPEA, THF, t

341

‘NaBH, MeOH, 1t
. e,

[0474] & A Y3200 — Mg ft -

[0475] [l fkA43-1 (300mg, 1. 76mmo 1) ZEDCM (10mL) H ¥ 1 I NE t0Ac /HCI (2. OmL,
AM) FF R AR = IR I 30 73 B KB Rk 4, 13 B S 43-2 (250mg) .

[0476] il &AL A3 -3 — MR -

[0477]  FfbAH93-2 (200mg, 0. 5mmo 1) ZETHF (10mL) H1 ¥ ¥ ¥ - I ADIPEA (528. 9mg,
2.6mmo1) \HATU (200mg ;0. 75mmo 1) FIAL A 43-3 (140mg, 1. 0mmo ) o4 Fr ik I & O AE % B
P A IR A2 7K (20mL) 5 K TR S 0 FHE t0AC (30mL X 2) ZEHUH- ik 4 , 43 I 1l 1 1L
A 3-4 (250mg , HLE o

[0478] il & A W31 — M fE -

[0479] A4k A H3-4 (250mg, 0. 5mmol) £EMeOH (10mL) H ) ¥ W in ANaBHs (77. 8mg,
2.0mmo 1) o ¥ BT iR VR & WA 2 iR B R Lh IR 227K (30mL) o BT R 54 FHEt0Ac (30mL X
2) ZEELFF HINaCl (20mL) i » FHINaoSO T - 46 , 43 2L 11K 7242 (200mg) o

[0480] il & AL S W 31K — M A -

[0481] |54k & 43-5 (200mg , L ) ZETHF (10mL) HH (IR T N IRHCT (QmL) o HoAE 5 iR
PiPEsh i KA ALV FIBR 22 R R AR R 257K (20mL) H 3 FH ML FINaHCOs 4 pHifE 45 428-9.

1 FE HIEtOAC (20mL X 3) ZEHL oA - HIA ALz HIRINACL (30mL) #eds , FHINaa SO 8 , s
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I F I 4 RHPLC AL , 532 FTIA 724, 'H NMR (400MHz , DMS0-d6) 8:8.64 (s, 1H) ,8.51 (d,J=
7.20z,1H) ,8.40(d,J=9.2Hz, 1) ,8.11-8.04 (m,2H) ,7.77-7.72 (m,4H) ,7.57-7.54 (m,
1H) ,7.25-7.21 (m,1H) ,5.08 (bs,1H) ,3.93-3.82 (m,2H) ,2.57-2.55 (m, 2H) ,1.91-1.84 (m,
20) .

[0482] s f4

[0483] |-G HE-T- - AL FrEmh-4-F

[0484]

1B 41 4
[0486]  JDUEL. Hl& AL AW4-1:
[0487] AL AH1B (5g,0.017mo 1) FEDME (50mL) (¥ H INADIPEA (11g,0.085mol)
HATU (8.4g,0.022mo1) FINHiC1 (3.6g,0.068m01) o4 Frik iR & H7EA0-50 C Hitkkah 5 , 4% 1
{5 227K (500mL) H o ¥ Fr AR S VI BE I IR 46, 13 2 Ik 74 (4. 0g, 77 %80 %) »
[0488]  LER2. il Ak 544
[0489] Ak & 41 (4.0g,0.014mol) FEPOCT3 (20mL) H (VAR NI B 7 3 44 1A HLVA
FIMFRI 2 KK (100mL) w3 F A AINaHCOs 8 35 pHZE 8-9 . 45 H: FHE t0AC (200mL X 3) A B I
A I HLUZ A AINaCT (300mL) ¥k , FINazSOs T3t e 45 , 15 B BT IR ) (3. 2g, 7 %6
72%) o'H NMR (400MHz ,DMSO-d6) §:8.74 (s, 1H) ,8.38 (s, 1H) ,8.28-8.16 (m,3H) ,7.86 (d, ]
=8.8Hz,1H) ,7.77-7.72 (m,2H) ,7.60-7.54 (m, 1) ,7.28-7.22 (m, 1H) .
[0490]  sZjffsl5
[0491]  4- (EIEF L) —7- 3~ IL) FEmh—1 -
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[0492]

2ZRA H,
MeOHY, NH3H20
50 °C; 50 ps

[0493]  [afk &4 (2.0g,7.0mmol) ZEMeOH (100mL) FINHs. H20 (10mL) 1 ¥R I 22 @
B (2.0g) FHAES0CAESOpsT HH T4 T iR TR A W #1415 R B0 i I E ik 4 , 15 21
Bk 724y (1.6g, 77 280%) . 'H NMR (400MHz ,MeOH-d4) §:8.91 (s, 1H) ,8.46 (dd, J=
8.81.6Hz,1H) ,8.27 (d,J=8.8Hz,1H) ,7.84 (s, 1H) ,7.73-7.58 (m,3H) ,7.28-7.24 (m, 1H) ,
4.54(s,2H) .

[0494]  sCitaf516

[0495]  N-[[1-ZJE-7— (3-FAEE) ~4- MMk IE ] B L ] 3R T4 e FF I

[0496]

F
AL '
N Y R

= HATU, DIPEA, DMF, rt

NH»

5
[0497] [ 4LA %5 (100mg,0.37mmol) ZEDMF (10mL) 1 [ ¥ ¥ i ADIPEA (190mg,
1.5mmol) JHATU (200mg,0.52mo1) Afk&46-1 (0.55mmol , 1.5 %) SR ik IR & W 1E
FIRPHE 304 Bh AR A2 7K (20mL) oK B SR A Y0 FHE tOAc (30mL X 2) EHX | 4 7 H il
& BIHPLCAEAL , 2 B PR 724 . '"H NMR (400MHz ,MeOH-d4) §:8.84 (s, 1H) ,8.38(dd,J=
8.81.6Hz,1H) ,8.22(d, J=8.8Hz,1H) ,7.78-7.55 (m,3H) ,7.48-7.38 (m, 1H) ,7.26-7.21 (m,
1H) ,4.69 (s,2H) ,1.65-1.59 (m, LH) ,0.94-0.87 (m,2H) ,0.84-0.79 (m, 2H) »
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[0498] St 17

[0499]  1-&FE-T- G-FAIL) N- (1 -H FEE IR T Ji—3-5) S mph—4-H B %

[0500]
CH,0
[0501] NaBH,CN, HOAc,
MeQH

[0502]  [a) 4k 446 (120mg, 0. 36mmol) ZEMeOH (10mL) H (KW H i AHOAc (0. 3mL) V%
W (15mg, 1. 2295) HH4 BT IR A W78 2= A #3028 o iIn ANaBHsCN (50mg, 0. 72mmo 1) F£K%
Frid V8 & WAL Z IR FHE 2h o FLA 1 227K (10mL) W o4 BTk VR A4 FE t0Ac (20mL X 2) A5 HY
A HUZ 4RI i 4 ZUHPLCAEAL , 13 B FTA 7= . 'H NMR (400MHz , MeOH-d4) 6:8.55~
8.52 (m, 2H) ,8.39 (bs,2H) ,8.15 (bs, 1H) ,8.09 (d,]=8.8Hz,1H) ,7.66-7.51 (m,3H) ,7.17
(t,J=8.4Hz,1H) ,4.71-4.69 (m, 1H) ,4.57-4.52 (m,2H) ,4.43-4.39 (m,2H) ,3.04 (s, 3H) .
[0503]  SEjiffs]8

[0504] |- BE-7- (3-FIKIE) -N-[1- (R AL 0L R R 2%) 030 T a3 -] S k-4 - Ff
i

1) DIPEA, CDI, THF
2) W R

[0506] Al fb& 46 (150mg,0.47mmol) £E THF (10mL) H (K VAR # N ADIPEA (290mg,
2.2mmo1) <CDI (100mg,0.61mmol) -4 Frik VR & MAE =R FE1h 5, I F % (150mg,
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47mmo 1) FRE T ik VB & M 7E S IR Bk 2h 0 F AT (BPE) 46 AUHPLCAEAL , 49 B AT 7 'H NMR
(400MHz ,DMSO-d6) 6:8.84 (d, J=7.2Hz,1H) ,8.61 (s, 1H) ,8.47 (d, J=8.8Hz, 1H) ,8.18 (s,
2H) ,8.08 (dd,J=8.82.0Hz, 1H) ,7.78-7.74 (m,2H) ,7.59-7.53 (m, 1H) ,7.47 (bs,2H) ,7.26~
7.21 (m, 11) ,6.28-6.27 (m, 1H) ,4.66-4.64 (m, LH) ,4.08-4.06 (m,2H) ,3.82-3.79 (m,2H) ,
2.55(d,J=4.8Hz,3H) .

[0507]  sLitafs]9

[0508]  N-(1-ZBAERUIRIA T Fi-3-4) —1 - -7 3-FIKIL) S mh—4-H Bih

/H\OH

HATU,:DIPEA, THF, ¢t

T

6 9

[0510] [ fk-& 416 (80mg,0.24mmol) ZETHF (10mL) 9 (¥ ¥ W+ N ADIPEA (180mg,
1.5mmol) \HATU (136.8mg,0.36mmo1) FIZ R (0.36mmol, 1.5 &) o4 Frid 8 & W7E = 5
FE3h 5, K HR 22 K (20mL) H, FIEtOAC (30mL X 2) ZEHL M 45 3 FH il 4% U HPLC 44k, , 15 3]
Bk 724 . 'H NMR (400MHz , DMSO-d6) §:8.59 (s, LH) ,8.45 (d,J=8.8Hz,1H) ,8.14 (dd, J=
8.82.0Hz,1H) ,8.09 (s,1H) ,7.68-7.52 (m,3H) ,7.20-7.15 (m, 1H) ,4.85-4.84 (m, 1H) ,4.63
(t,J=8.8Hz,1H) ,4.40 (t,J=8.8Hz, 1H) ,4.27-4.23 (m, 1H) ,4.06-4.02 (m, 1H) ,1.93 (s,
3H) .

[0511]  SEZjafs)10

[0512]  7- (3-FR KAL) —4- (1-FR JEmK e -4 J8) Smenph—1-fi%
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[0513]

DMF, Pd(dppHClx01 5-8)
AcOK(3 HE)90C2h

1041

TEA/DCM:(1
o)t

3h

= Bﬁi“ﬂ{loao 1) Ny
MW,‘l?zS-C 30404

10-6

[0514] i &AAHI10-20) — JBEHEAE -

[0515] 44 410-1 (1.9g,6mmol) 7EDCM (50mL) 1 [ 73 - I ADMAP (73 3mg, 0. 6mmo1)
HBoc20 (3.98g, 18mmo1) FEDCM (10mL) HH (I VAVR - 4 Firidk VR & W 7E 2 iR Fi HH6h i , FF DCMBR 2
HAAIK (100mL) o4 438 4 FIEt0Ac (200mL X 2) ZEEX 45 3 FIAE (PE:EtOAc=5:1-3:
D) giifk, f3 2| Prd =4 (1.8g, 7 #58 %)

[0516] il &AL A 1031 — A -

[0517] 4 5410-2 (1.5g,3mmol) LA H10-4 (1.52g,6mmo1) \KOAc (882mg,9.0mmo1)
FIPd (dppf) Cls (219. 6mg, 0. 5mmo ) 7£FE7KDME (20mL) H (1 V8 BV I A 3 YR FEAE90°C WNo R
#2h K H AR £ 7K (50mL) 3 FHEL0AC (100mL X 2) 2B & I (194 HLIZ FI# RiNaCl
(50mL) 3% » HINao SO« TR IF 3045 WA , 13 BIML A9 74 (800mg , 7347 3%)

[0518] &AL A P10-61) — ettt -

[0519] 4L A 410-3 (169mg,0. 3mmol) 75 —FEHE (10mL) —Ha0 (ImL) [ V& 240 1) VA v
AL EH)10-5 (55.8mg,0.3mmol) Cs2C03 (195mg,0.6mmol) F1Pd (dppf) Cl2 (22mg,
0.03mmo1) , H-7EMWHE S R, ZE130°C WNa I #3073 B o A )0 1 Ao 3 0 98 I B 25k 4
BB ) (100mg , 72 Z£61.3%) .

[0520] il &AL A MD10M) — A -

[0521] AL A4910-6 (100mg , KLk) 7EDCM: TRARIIR A4 (10 1, 20mL) o ff FAVRLZE 2535 Bt
F3h K FTAFIR A Wk 48 I FH il 48 ZUHPLCAEAL , 49 B BTk 7242 (20 9mg . 72 %620.9 %) o 'H
NMR (400MHz , DMS0-d6) 6:9. 10 (bs, 1H) ,8.96 (s, 1H) ,8.51 (s, 1H) ,8.38 (s,2H) ,7.87 (s, 1H) ,
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7.83-7.79 (m,3H) ,7.66-7.60 (m, 1H) ,7.35-7.30 (m, 1H) ,3.86 (s,3H)
[0522]  sCiafsl11

[0523]  7- (3-F L) —4-Tme—o— L — Fnde k-1 - Ji%

_-Q
[N%Sn(n-Bu')3

Pd(PPhs)s, ¥ 3
90°C

1041 11

[0525]  Ab&4910-1 (96mg,0.3mmol) 2— (= FF 45 ke ) N (360mg, 1. Ommo1) FIIPd
(PPh3) 4 (30mg) 7E 2% (1. OmL) H (VR B3R NI A 90°C , ik 4 o 1% 9 Wi FH M R CsF K VA TR
K I HEt0Ac (100mL) 25 5L 45 HLJE FH Eh /K 5% W4 I F il % A HPLCAAL, , 43 21| iy 75 7
¥ .'H NMR (400MHz ,DMS0-d6) 6:9.32(d,J=8.8Hz,1H) ,9.11 (s,1H) ,8.52(dd,J=
8.81.6Hz,1H) ,8.36 (d,]=6.4Hz,2H) ,7.89-7.84 (m,2H) ,7.65-7.60 (m, 1H) ,7.54 (s, 1H) ,
7.35-7.30 (m, 1H) .

[0526] st fs]12

[0527]  7- B3-FRIE) —4- (- -1,2,4- =Me-3- %) Frdmk-1-f&

[0528]
F F
4w ™D
. DMF-DMA -

he N FE, ma RO EA ~

B > Wl ko Lz
07 “NH, SN

N=/

41 1241 12

[0529]  JDUR1. &AL A Yr12-1:
[0530] ¥4k 441 (280mg, Immo1) FIDMF-DMA (2mL) 76 F 2 (10mL) H [ VA W N3 =37 3h
AR 2 I P T N — B TR — P alith .
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[0531]  PER2. Hl & GH12:

[0532]  RAL-E4S (300mg , i) AT L (100mg , 2mmo 1) 7EHOAC (10mL) H VA VRN 4 4]
PRI 5 T I 2 9185 ik A T 1l 46 U HPLCAEAL , 75 3 BT 35 724 'H NMR (400MHz , DMSO-
d6) 6:9.11 (s, 1H) ,8.40 (dd,J=8.82.0Hz, 1H) ,8.23 (s, 1H) ,8.10 (s, 1H) ,7.86-7.80 (m,
3H) ,7.64-7.62 (m, 1H) ,7.34-7.33 (m, 11) ,3.87 (s, 31

[0533]  sEyfEfsl13

[0534]  8-ZHAE-N-HAHE-2- G-FAKD) -1,7- “RIRE-5-F B

[0535]

[0536]  JDER1: fil#&5—IR-7- Q- =F B R O D) -1, 7- 5 R %5 -8-13-1:
[0537]  [EIRBFHNAG-JR-TH-1,7- % 2% 258 (7.350g,32.66mmo1) , %R J& INATHF
(200mL) ¥R PR A A R0°C, SR E AL, 8- 8 — 38 [5.4.0] +—Bx-7-# (DBU)
(34%,97.98mmo 1, 14.80mL) M12- (G L) £ 2 =H ARk fE (225 ,65. 32mmo
11.6mL) o B iZ R SR A PIAE0 CHEFE3h, SR G 7E iR A7 . LOMS B 7R 2965 % [ #6 AL 2 I
AN 1 E BRI &AL 1412 SN TR B V96 FEAh . LOMS TR SE &8 2 B A I 2
& TEAR e, S8 i FHK BR3¢ o KA B8 < BR B B 20K K AT AR A 9 » R BR 85 )5 L 1ok
FEAAE AL R IE B3 (2-5%MeOH: DCM) , 28 J5 FH (25-100% 2 TR 2. B : PEd5e) 2tk , 153
7.58gHI8— AT Q- = AR AR ) -1, T- SRR -5-F RIS, o A [
4, FHH NMRAILCMSYE4L » 'H NMR (400MHz , DMSO) 88.96-8.84 (dd,J=4.4,1.5Hz, 1H) ,8.25-
8.16 (dd,J=8.3,1.5Hz, 1H) ,8.09-8.02 (s, 1H) ,7.96-7.86 (dd, J=8.3,4.4Hz, 1H) ,5.49-
5.40 (s,2H) ,3.71-3.60 (m, 2H) ,0.97-0.86 (m,2H) ,0.01--0.02 (s,9H) ,LCMS M/Z (M+H) =
357

[0538]  JDER2. i %8 A-T- Q- =H R QA AR L) -1, - 5 RE-S5-H IR OB
13-2:

[0539] [ RBFHINAG—IR-7- Q- =F B fikhe ik 4 S L L) -1, 7- 580 %5 -8 (14.5g,
40.8mmol) , SR G NN ZEREE (11) (0.1245,4.08mmol ,964mg) - (IR FL R e (0.1
ME,4.08mmol, 2580mg) JHRIE AT (1.54 5,61 . 2mmol , 8460mg) « — FF L F M i (404 &,
1630mmo1 , 128mL) 17, 1% (10245 ,408mmo1 , 24. 8mL) ¥ i% K MRS E T COR IR N IFE
WA/ [RTE YK o SR 5 K7 1% TR B W0 IR 2285 °C - FEMR 41/ (R BE IR o AR5 45 1% R TR A1)
FECOSUR I FE 3h o W 1% SLTR B 04, SR e Wi T & be b o [ ol o o B R 25 0 1%
JEWRAE , SR 5 A PR A1 (25-T5 % EA: BET) alifk, 15 211, 4gHI8-AAfL-7T- Q- = ik
FOHFERR) -1, 7T- R EZE-5-FRRZE, oA 244 . "H NMR (400MHz , DMSO0) 8
9.20-9.07 (dd,J=8.5,1.5Hz,1H) ,8.95-8.85(dd,J=4.3,1.5Hz, 1H) ,8.52-8.45 (s, 1H) ,
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7.90-7.80 (dd,J=8.5,4.3Hz,1H) ,5.56-5.46 (s,2H) ,4.46-4.28 (q,J=7.1Hz,2H) ,3.72-
3.62 (m,2H) ,1.42-1.33(t,J=7.1Hz,3H) ,0.98-0.90 (m,2H) ,0.01--0.03 (s,9H) .LCMS M/Z
(M+H) =349,

[0540]  JDIR3. il & 1A -8 A-T- Q- =F AR CH AR -1, 7- 5 gk -1~
$5-5-F R L. li513-3:

[0541] A B R FEIE A8 AR-T- Q- = Rk LA AR 5L -1, 7- /425 -5-HF
B2 . W5 (5.84g,16.8mmol) , 2R J5 IO\ & F bt (160mL) Al A AR N &4 3.024 &,
50.3mmol ,4.88g) AR ST ZEHFS 25 SR FAEZEFIN =R LEEH W45,
67.0mmol,9.42mL) , %R J5 30 7% o SR JE 12 I N TR A ) FH Vb RN A R R B e 165 R 7K
HHHIDCMIE — 3D A EU IR o 46 I A VLA R R B 458, Tk B JE vk 4 o AL F PROsAE (2-
5% M EE : & be) 2ifk, 3313, 77l 1-4H L -8-AM-7T- Q- =F kb it L HHEF
) -1, 7- R EE- 1S5 F R AE, HONE BRI . 'H NMR (400MHz , DMSO) 68. 54 -
8.50 (d, J=8.6Hz,1H) ,8.48-8.45 (s, 1H) ,8.40-8.33(d, J=6.3Hz,1H) ,7.72-7.62(dd, J=
8.5,6.5Hz,1H) ,5.45-5.37 (s, 2H) ,4.40-4.28 (q, J=7.1Hz,2H) ,3.70-3.63 (t, J=7.5Hz,
2H) ,1.41-1.30 (t,J=7.1Hz,3H) ,0.96-0.88 (t,J=8.0Hz,2H) ,0.04--0.02 (s, 9H) . LCMS
M/Z (M+H) =365,

[0542]  JDIRA . il % 2-E-8-AM-7T- Q- =F Hakh i LA LR ) -1, 7- “ 5 RE-H-H
M 2. MiE13-4:

[0543] [ (R BRI 1-E 4k -84 -T- Q- = Rl 2 AR 3E) -1, 7- /2
Z-1-85-5-F R LBE (3.77¢,10.3mmol,3770mg) , S8 G A S HF Fi (100mL) o 58 J5 i i B
BEE (1.3 5,13 . 4mmo 1, 1. 30mL) 1% S B VR A YTE S IR P 3070 8 o 15 1% S BLTR A9
TR o B K FH FIDCMJ 26 HR 29 5 S8 A FF 00 A WA FE B R 86 1058, i B FF otk 4 , 159 3
3.60gH)2-F-8-AM-T- Q- =R O H AR ) -1, T- B R ZE-S5-FIR O, o
2 [8 44 'H NMR (400MHz , DMS0) 89.20-9.14 (d, J=8.8Hz, 1H) ,8.56-8.50 (s, 1H) ,7.99-
7.92(d,J=8.8Hz,1H) ,5.56-5.48 (s,2H) ,4.42-4.34 (g, J=7.1Hz,2H) ,3.72-3.64 (m, 2H) ,
1.42-1.35(t,J=7.1Hz,3H) ,0.97-0.90 (t,J=8.0Hz,2H) ,0.04--0.01 (s, 11H) ,LCMS M/Z
(M+H) =383,

[0544] LIRS . i 45 2— (3-FRARIE) -8 -7T- Q- = Rk O AR ) -1, 7- 5%
Z-5-HRIH13-5:

[0545] [ (] JES e NN 2- -8 -7 Q- = R e i G ) -1, 7T- R
25-5-HR 15 (4.78g,12.5mmol) « (3-FR3E) AlfR (1.5 & ,18.Tmmol,2.62g) « [ #
T (- ISR B &R (D) (0.0529F,0.62mmol ,442mg) TR £ (2MAE K
H, 38, 27.5mmo , 18. 7mL) FI35mLI —WELT . AT iR IR G W) E100 CHiFE2h SR 545 1% % i
RE R ZRIFFERCAN KA 2088 2 B ZE U IR 46 1 1A HILA F % R Y
T G B IR AR KL B POE (3 (50-100% 2,18 .08 : i) 4lifk, 15314 . 55¢ 1112 (3-%
RH) -8-FA-T- Q- =R R L H ) -1, 7 RS- RES . 'HONMR
(400MHz , DMS0) 89.27-9.13 (d, J=8.8Hz, 1H) ,8.56-8.44 (t, J=4.4Hz,2H) ,8.19-7.99 (m,
2H) ,7.70-7.57 (m, 1H) ,7.43-7.32 (m, 1H) ,4.46-4.29 (q,J=7.1Hz,2H) ,3.76-3.62 (t,]=
8.0Hz,2H) ,1.45-1.32(t,J=7.1Hz,3H) ,0.99-0.86 (t,]=8.0Hz,2H) ,0.06--0.04 (s,9H) .
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LCMS M/Z (M+H) =443,

[0546]  JDURG6: i & 2- (3-F AR -8 A -TH-1,7- R E-H5-F R LHEE13-6:

[0547]  [A140mLEZR L /MR TN 2- (B-F R FE) —8- 48 AC-7T- Q- = AL kb it 2 S L R L) -
1, 7- R 25-5-F R 45 (2.300g,5.197mmol) , SR J5 I TBAF (1.0mol/LAETHRH , 524 &,
26mmo 1 , 26mL) o 1% BVR A W) in s B 1 78 2 AR5 2h % I MR A1) FI 30mL 7K B
WA P it DE B, KSR AR G AE s B8 T TR 4 1 AT 1605-0154F 21174
IMEAZUTEH 231 . 7gl2- G-FRIL) -8 -TH-1,7T- —HRZE-H-F R LHE, 85 % 4§
JE iz ik T X TR A DR i BRI AT S B R TH O NMR (400MHz , DMS0) 89.25-9. 21
(d,J=8.9Hz,1H) ,8.48-8.43(d, J=8.9Hz, 1H) ,8.20-8.17 (s, 1H) ,8.15-8.11 (d,J=
7.8Hz,1H) ,8.11-8.05(d,J=10.5Hz,1H) ,7.67-7.59 (m, 1H) ,7.40-7.33 (t,J=8.5Hz, 1H) ,
4.38-4.30(q,J=7.1Hz,2H) ,1.40-1.34 (t,]=7.2Hz,3H) ,LCMS M/Z (M+H) =313,

[0548]  DIRT. i 8-F—2- Q- -1, 7T- B PR -H-F IR LEE13-T:

[0549]  [A]40mLUE 1/ H DA 2— B-F A L) 8- A-TH-1,7T- &R E-5-F IR LB
(1.705g,5.459mmol) , %R G TN =& 5B (V) (6mL,63.73mmo 1) o4 1% 5 MR A ) s %5 &
FEAE100°CHR Y 3h o A 1% I LV A W)/ o HBAE UK BV AN BR A Hh 4 K, S8 )5 FHDCM AR B3
R NGE IR VLA R ER AN T4, 1 D8 FF IR A 70 = 35, , ¥ A0 i H 1 PrOHRE B , 43 31 1. 23g[1)
8-&-2- (3-FIEHL) -1, 7T- " E A ZE-5-F I L ER . LCMS M/Z (M+H) =331,

[0550] DU il 45 2- (3-g R -84 fU-TH-1,7T- AR HE-5-F IR L BH13-8:

[0551] P23 2040 i s S PR BE v A, 28 5 15mL i 22 8-5-2- (B-9 R ) -1, 7T- &
F25-5-F IR W5 (1230mg, 3. 719mmo 1) o 1% S S TR & 40 0 a5 2 B HAE Bt B R /£ 140°C
P80 M 1% I RV B DA i » SR8 JE e T &R 5t s /K b ZE U WL 914 7K AH FHDCM
DA BL A A ALY R BN 058, 3k 8 i 4 o AL FH PRI (25-100% 4R 2
B« PEde) 2lifk, , 153 386 0mg ) 115 1Y AT 75 2— (3— ok L) -8 A0-TH-1,7- “H 4L -5-F R
7,16 ."H NMR (400MHz , DMS0) §9.29-9.23 (d,J=9.0Hz, 1H) ,8.69-8.64 (s, 1H) ,8.52-8.39
(m,2H) ,8.31-8.14 (m,2H) ,8.14-7.96 (bs, 1H) ,7.64-7.52 (m, 1H) ,7.38-7.28 (m, 1H) ,4.40-
4.28(q,J=7.1Hz,2H) ,1.40-1.33 (t,J=7.1Hz,3H) .LCMS M/Z (M+H) =312,

[0552]  JDERO. il 44 8- 2 Fh-2- (B-TRARIE) -1, 7- % -5-H 13-9:

[0554] 84 dh-2- (3-F KAL) -1, 7- M Z42E-5-FF iR 2. 15 (860mg, 2. 76mmol) H A
2.5mLE % 5. 5mL THREAIE AL AN (Imol/LAEH2097, 1245 ,2. 76mmol , 2. 763mL) o ¥ i% X B
TRE YN G5 % B I AER0 CHR Y 2h G A NI 4a , S8 J5 4 7K AH FHIN HC1ER{k ZpH 3. BT 131
DLvE P i PRI A AR S AE R S TR TR 13 2 784mg i 8-S k-2 - (3R E) -1, T- K
IZE-5-HG, oA 4. TH NMR (400MHz , DMS0) 89.38-9.31 (d,J=9.0Hz, 1H) ,8.67-
8.60 (s,1H) ,8.52-8.40 (m,2H) ,8.39-8.29 (bs, 1H) ,8.27-8.22(d,J=7.8Hz, 1H) ,8.18-
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8.04 (s, 1H) ,7.65-7.51 (m,1H) ,7.39-7.28 (t,]=8.4Hz, 1H) .LCMS M/Z (M+H) =284,

[0555]  IR10: fill & 8- & FE-N-FA R F-2- B-FRAEL) ~1,7- R IR FE-5-HF Bi%13:

[0556]  [a] SmLIE 1 /N A A 8- A -2- B-F AR -1, 7- R HZE-5-F K (230mg,
0.81mmol) , 4R J5 N\ — B JEF Bt g (3mL) JHATU (1.524 & ,1.218mmol ,467.7mg) « = 2. & (4
M &,3.25mmol,0.46mL) FIFAA L (2295, 1.6mmol,92.70mg) K5 i% I NVR A4 in s 2 B 5+
11 = B IR 3h o 1% NLIR A FBmL 2L R 2, B AN 3mLaK #B% o 8 B S0l ve Wil il o g U 4R
IR 2 B E%  13 B1150mg [ 8- 2 A -N-IRTH J-2- (3-FAAL) -1, T- 3 425 -5-F ik
fi% .'"H NMR (400MHz , DMS0) 69.00-8.92 (d,J=9.0Hz, IH) ,8.42-8.36 (d,J=9.1Hz,2H) ,
8.36-8.32(d,J=3.9Hz,1H) ,8.25-8.21 (d,J=7.7Hz, 1H) ,8.19-8.16 (s, 1H) ,7.71-7.53
(m,3H) ,7.36-7.29 (t,J=8.4Hz, 1H) ,2.92-2.83 (m, LH) ,0.74-0.67 (m, 2H) ,0.61-0.56 (m,
2H) JLCMS M/Z (M+H) =323,

[0557] sy fs14aFli14b

[0558] 8- Jk-2- (3-FAHL) -N- (R -3 HEIN T IE) -1, 7- 555 -5-F B ik

[0559]

[0560] [ SmLUE 1 /N A8 -Z 3 -2- (3-F|KEE) -1, 7T- “H I -5-F & (50mg,
0.18mmol) , %R J& I\ — B 5 FA Bk i (0. 5mL) JHATU (1. 2248 ,0.21mmo1,81.34mg) . = Z.Ji% (4
&,0.71mmol ,72mg;0.099mL) AI3-Z LA T BE bR £h (22958, 0. 35mmol , 44mg) o ¥1% X B
TR AN EE % B 7 IR PR 3h 15 1% S BL VR A 3mL — & FF B A I mL K F B o DTE T A
F i I SR AR L 159 21 25me K 77 o R JE K IR 43 )2 IR KA B SR B ZEEL3IR « A T 1Y
FHHY 5 UTIE A I 3R M4 FL T B T M SCRE i 44k, , 753 Sme ) M 2 S A4 44 Al Bmeg i) e 2K
SRR o IR SR A (SE I 2A) < 'H NMR (400MHz , DMSO0) 68.95-8.90 (d, J=9.0Hz, 1H) ,
8.50-8.46 (d,J=7.3Hz,1H) ,8.42-8.36 (m,2H) ,8.25-8.21 (m,2H) ,7.73-7.53 (m, 3H) ,
7.35-7.29(dd,J=9.7,7.3Hz,1H) ,5.09-5.05 (d, J=5.6Hz, 1H) ,3.98-3.80 (m,2H) ,2.64-
2.54 (m,2H) ,1.97-1.84 (m, 2H) .LCMS M/Z (M+H) =353, Jz X 44 (S2iEf52B) - 'H NMR
(400MHz , DMS0) 88.94-8.89 (d, J=9.0Hz, 1H) ,8.56-8.51 (d, J=6.9Hz, 1) ,8.42-8.36 (m,
2H) ,8.25-8.20 (m,2H) ,7.71-7.53 (m,3H) ,7.36-7.29 (t,J=8.5Hz, 1H) ,5.02-4.98(d,J=
5.4Hz,1H) ,4.50-4.39 (m, 1H) ,4.39-4.29 (m, 1H) ,2.34-2.23 (m,2H) ,2.23-2.13 (m,2H) .
LCMS M/Z (M+H) =353,

[0561]  SEjiifs)15

[0562]  8-ZJE-N-(1- (1, 1- =L IR k-4 - B k) 2R T fe-3-2) —2- (B-FoR k) -1,
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T- R A5 B

' 0x_Cl HBag )
H \T/ O
N ERA V”{ ,
ELr TE N chun— 153 \-NJ\N TFA
EtsN, THF, 1t 5 1\ -
s [S] EN, DCM it 0=5. 4 ““guBoo
Q0 S O
o 0
15-1 15-2 15-4

NH;
[0563] @\(N\ P
|~/ S

/\ j\ 139

Q" OH

‘ﬁ\) NHz HATU, DIEA DMA
TEA

15-5
[0564]  JDER1: fil& A 115-2
[0565] [k 415-1 (541mg,4.0mmol) FIEtsN (1.21g,12.0mmol) ZETHF (20.0mL) 1 {114
W= (1.42g,4.8mmol) 7ETHF (5.0mL) 9 VAR 1 BT 1R & W75 = iR S He i 4
J& s MK 546 H FHECOACEE B R A N2 A I FH Bk Bk, FNasSOa T4, i i o 578 7RIk
EIRR R R A A TE Ak, 43 2 A A E 44 (760mg, 7= 2:96%) .
[0566]  'H NMR (400MHz ,DMSO-d6) 84.23 (m,2H) ,4.08-4.14 (m,2H) ,3.39-3.48 (m, L H) ,
3.13-3.15(m,4H) ,1.18-1.27 (m,2H) .
[0567]  JDER2. il A M)15-4
[0568]  fEZi, A4S 15-2 (210mg, 1.06mmol) FIEtsN (310mg, 3. 0mmol) ZEDCM (5mL) H
FHRA P I A 115-3 (200mg , 0. 958mmo 1) o K BT B G175 = il S Hat 4 )5 , 44 7K
2 Pk VA P 3% H HDCMZE B A HLIE & IR IF 3R KBk o R IE IR 25 5, T o
Yy PR g A Ak, 43 3 A lE A (280mg,84%) .
[0569]  JDR3. il &AL 54155
[0570]  #F = 35, M4k &5 415-4 (85mg, 0. 256mmo 1) ZEDCM (2mL) [ ¥& ¥ in A TFA
(0.5mL) B BTk VB S W9 #E it %5 8 HLvk 4 , 43 BRI 1 7= 4, HonT B #:f8 H (86mg,
98%) o
[0571]  DER4: hil& A 115:
[0572]  [4]13-9 (70mg,0.25mmo1) £EDMF (3mL) 91 (¥4 V& H i ADIPEA (64mg,0.494mmo1) .
HATU (113mg,0.297mmo1) F12 (86mg,0.247mmo1) o5 P iR VR S WAE B W FE LW G , 15 =5
{822 7K (5mL) = F FIDCM (10mL X 3) A5 H . k4 3+ F il 2 BUHPLCA AL , 43 B B ik 724 (40mg,
33%) oLCMS: (0-60AB, 243 %f) 1.01143%F,499. 2 [M+1]
[0573]  'H NMR (400MHz ,DMSO-d6) 69.40 (d,J=9.2Hz, 1H) ,8.89 (d,J=6.4Hz, 1H) ,8.37
(m,1H) ,8.30 (s, 1H) ,8.21 (m, 1H) ,7.51-7.88 (br,2H) ,7.54 (m, 1H) ,7.30 (m, 1H) ,4.63 (m,
1H) ,4.22 (m,2H) ,3.96 (m, 2H) ,3.63 (m,4H) ,3.09 (m, 2H) .
[0574]  SEjafs)16
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[0575]  8-%dE-2- (3-F KL N- (1- Q-F I TEEIL) BAH T f-3-38) -1, 7- m IR 2sE-
5—H It e

F
L 161
NHs in,OH
X O
[0576] T N —
Az HATU, DIPEA,
/C/NH DMF
0N
H

34-3
[0577] 4k & 434-3 (100mg, 0. 222mmo | , L A] e ixh 75 T T [ S e ] 34 1 20 BR 2 vp ik i3
1T 1 4%) AEDMF (2mL) 1 (K& P i ADIPEA (116mg,0.887mmo1) A4k&4716-1 (48mg,
0.532mmo1) FIHATU (202mg, 0. 54mmo 1) o ¥ B iR R & W8 Fiick 4 i , H5 Foo 4 FH il 4 U TLC
alifk , B2 BT E 216 (20mg , 22%) «LCMS: (10-80AB, 24381 0.904 43 #h,409.9[M+1] ; 'H
NMR (400MHz , DMSO—ds) 68.87 (d, J=9.2Hz, 1H) ,8.70 (d,J=9.2Hz, 1H) ,8.21 (s, 1H) ,8.06
(m,2H) ,7.54 (m, 1H) ,7.23 (m, 1H) ,4.73 (m,2H) ,4.38 (m,2H) ,4.28 (m, 1H) ,4.05 (m,2H) ,1.33
(d,]=6.80Hz,1H) .

[0578]  SLjafs17

[0579]  8-% Jk-2- (3-FARIE) -N- (1- AR T f -3 dd) BRI T he-3-58) -1, 7- &
Jh 25 -5-F Bt i

. N F
(9]
N HO : 17-1
A —_— HN" 0
[0580] ?‘1 OTFA HATU, DIPEA
O~
343 17

[0581]  #434-3 (74mg,0.164mmol) .\ 17-2 (22.6mg,0.22mmo1) HATU (126mg,0.33mmo1) FI
DIPEA (115mg,0.89mmo1) 7EDMF (10mL) H1 ) ¥AMRLAE 2 i 40 3h o o L IR A TR KL il 4 74
il £ RUHPLCZEAL, , 18 B 2E 1 724 , H oA s A A (9. Omg , 72 2210 %) oLCMS: (0-60AB, 243 %1)
0.973408h Ms=422.1 (M+1) ;'H NMR (400MHz ,MeOH-d4) 68.88 (d, J=8.8Hz, 1H) ,8.28-8.26
(m,1H) ,8.20 (s,1H) ,8.09 (d,J=8.8Hz,1H) ,8.12-8.06 (m, 1H) ,7.57-7.52 (m, 1H) ,7.24-
7.21 (m,1H) ,4.80-4.78 (m,5H) ,4.50-4.46 (m,1H) ,4.41-4.36 (m,1H) ,4.12-3.92 (m, 3H) »
[0582]  SEjifs)18

[0583] 8- 32— (3-F KAL) -N- (1- (F LMl %) BRI T fe-3-38) -1, 7- 25
FR Ik frx
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="

[0585]  DIEL. &L AY18-2:

[0586]  £E0°C, AL & #1 (500mg, 2. 4mmo1) YEDCM (2mL) H VAR AITEA (900mg , 8. 72mmo1)
H IIMsCL (500mg , 4 . 36mmo1) oK B ik VB & W4 2 il B Fk2h i, 1 Ho ik i , 15 2 f 1 7
Yy, Hon] BT A (550mg, 92%) o

[0587]  DIR2. Hil & AY)18-3:

[0588]  7EZi, AL &9 18-2 (550mg, 2. 2mmo 1) ZEDCM (10mL) H (¥ ¥ H I N TFA (4mL) o
W IE L RIR A PR O TR IR Ak 4a , B B B =), KT HER T~ — 2
(300mg, 91 %) .

[0589]  JDER3: il %&b 5 418:

[0590]  5]13-9 (100mg,0.35mmo1) ZETHF (3mL) ¥ ¥AVK F I ADIPEA (230mg, 1. 77mmol) «
HATU (200mg ,0.53mmo 1) A4k &43 (106mg,0. 7Tmmol) o 44 Frid R -& W7E = WM &5 1%
FAm (3] %2 7K (5mL) H Jf FIDCM (10mL X 3) 5 H . e 4 7 F il % B HPLCA AL, , 43 3 ik 7=
(3mg,3%) LCMS: (0-60AB, 243 %F) , 1.029% 8h,Ms=416.1 (M+1) ;

[0591]  'H NMR (400MHz ,DMSO-d6) 89.56-9.52 (m, 1H) ,8.42 (m, 3H) ,8.23 (m, 1H) ,7.58-
7.53 (m, 1H) ,7.33-7.29 (m, 1H) ,7.21 (m, 1H) ,4.42-4.33 (m,3H) ,4.17-4.13 (m,2H) ,2.91 (s,
3H) .

[0592]  sEjifafs]19

[0593] 8- -N- (1- (N, N- H S U AL met 9 %) 2602 30 T be-3-2) —2- (B3-9pRdh) -1, 7-
TR EE -5 B %
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0
LT /
N-5-N NH;
76 s 191
[0594] HATU, DIPEA, DMF (g
0=g N
O \
19

[0595]  aE4L4413-9 (150mg,0.53mmo1) ZEDME (5mlL) H (1 VA i . DIPEA (684mg, 5. 3mmo1) #ll
1A H19-1 (284mg, 1.59mmo1) HF I AHATU (300mg , 0. 8mmo 1) o4 Alr id v A W7E = I HiiF ik
WG > F Fk 46 IF F il %% BUHPLCZEAL , 13 B B ik 74 (7. 8mg , 3.5%) . LCMS: (5-95AB, 24y
B 0. 771408 Ms=444.9 [M+1] s 'H NMR (400MHz , DMSO-ds) 59.05-8.93 (m, 2H) ,8.42-8.38
(m,2H) ,8.32(s,1H) ,8.23(d,J=8.0Hz,1H) ,7.85-7.73 (m,2H) ,7.60-7.54 (m, 1H) ,7.35-
7.30 (m,1H) ,4.74-4.67 (m,1H) ,4.06-4.02 (t, J=8.0Hz,2H) ,3.95-3.92 (t, J=7.4Hz,2H) ,
2.76 (s,6H) .

[0596]  SLita {5120

[0597] 8- Hk-2- (3-FAIL) -N- (1- -G WAL L B L) BRI T he-3-55) -1, 7- &R

25-5-H ik
[0598]
LiOH, MeOH A o
0 O HOEH @ \j\ i 34-3
N - " LN < ;
‘\/ \)\0/ 7" "OH HATU. DIPEA
20-1 20-2 DMF, &8

[0599]  JDR1: il Ak & 420-2:

[0600]  [1]20-1 (50mg,0.3mmol) #EMeOH (SmL) F F{J & W 1 i ALiOH (14 .4mg,0.6mmol) H20
(ImL) o ¥ B iR VB A W AE Wl BEFE3h G o S0k i, S BB =9, KT HEHT T — 2
(32mg, = Z£100%) .

[0601]  LER2. Hil4& LA 120:

[0602]  []20-2 (32mg,0.22mmo 1) ZEDMF (5mL) HF ¥ IN ADIPEA (142mg, 1. Immo1) <
HATU (125mg, 0. 33mmo1) F134-3 (75mg, 0. 22mmo 1) BTl I S W7E =L P bE3h a1 H
EtOAc (30mL X 2) ZEH W4 3 FH 114 BUHPLCAlAK, , 43 B BTk 724 (10mg, 10%) «LCMS: (0-
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60AB, 243 %1) ,1.04043 B , MS=465.0 (M+1) 5 'H NMR (400MHz , DMSO-d6) 68.95-8.90 (m,2H) ,
8.40-8.36 (m,2H) ,8.29 (s, 1H) ,8.21 (d,J=8.4Hz, 1) ,7.77-7.70 (m,2H) ,7.57-7.51 (m,
1) ,7.32-7.27 (m, 1H) ,4.71-4.64 (n, 1H) ,4.57-4.48 (m, 1H) ,4.17-4.13 (m,2H) ,3.89-3.85
(m,1H) ,3.56-3.53 (t,4H) ,2.95(d,]=3.6Hz,2H) ,2.39-2.37 (t,4H) .

[0603]  sLjfh]21

[0604]  8-ZJE-2- (3-FIRAL) ~N- (I-R BB BRI T Be-3-40) -1, T- “H IR & -5-F
Bt g

Osq NHBoc NHz TEA
°N 1tBuOH, DCM, % o N TFA, DOM, 5.
0=8=0 S’ N
2. EtsN : cHN™ |
Cl 3 NHBoe BocHN O o= § -6
_ CIH HN e ~ NH,
211 212 21-3 21-4

[0605]

HATU, DIPEA, DMF, & 3%

[0606]  JDER1: il A421-3:

[0607]  7E0°C , B4k & 421-1 (425mg, 3. 0mmo1) §i i1 % t-BuOH (222mg , 3. Ommo 1) ZEDCM
(5.0mL) H VAR o g ik TR 5 W 7E0°C 130 8 f5 , 7E0 °C i Nk 5 421-2 (689mg
3.3mmo1) FIEtsN (708mg,7.0mmol) ZEDCM (3. 0mL) H VAR - 4 BT iR TR & IR 30 & = i T 76
FILE /N KGN A IR A R IR FIDOMAE B, A LR A I IF I bk e, A
NaoSOa 15, i 3K . 28 R VA7), 15 3 K 13 1 [ 44 (480mg ,46 %) o 'H NMR (400MHz , CDC13) 84. 41
(br,1H) ,4.28 (m,2H) ,3.99 (m,2H) ,1.49 (s,9H) ,1.42(s,9H) .

[0608]  DIR2: il &4k 5H)21-4:

[0609]  FE =i, FALE4921-3 (400mg, 1. 14mmol) £EDCM (20mL) H FIVA W I N TFA (2mL)
W TE R HIIR A R BT IR VR A 0k 4, A3 BB B =, T EEH T~ —
(410mg,90%)

[0610]  JDER3. il A 421

[0611]  |4121-4 (150mg,0.53mmo1) FEDMF (3mL) P [ ¥A W ~DIPEA (341.85mg,2.65mmo1) «
HATU (302. 1mg,0.795mmo1) H1 I A 13-9 (240mg,0.904mmo1) o 5 FF ik 1R & W) 7E 25 i #i bk 2h
J& » H HABUE] %2 7K (5mL) Ff AIDCM (10mL X 3) ZEHL 4 4 3 FH il & B HPLCZEAL , 43 B ik 7 4)
(43mg,20%) o

[0612]  LCMS: (0-60AB, 243-%f) ,1.104%3%f,416.8[M+1] .'H NMR (400MHz , DMSO-d6) 88.94-
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8.89 (m,2H) ,8.40-8.35 (m,2H) ,8.29 (s, 1H) ,8.21-8.19 (t,1H) ,7.81-7.70 (m,2H) ,7.57-
7.51 (m, 1H) ,7.32-7.27 (m, 1H) ,6.93 (s,2H) ,4.57-4.52 (m, 1H) ,3.97-3.93 (m,2H) ,3.76-
3.72 (m,2H) ,3.63 (m,4H) ,3.09 (n, 2H) .

[0613]  sEjiafs]22

[0614]  8-Z(F:-2- (3-FAIE) -N- (1- (2,2, 2-=HLH) BAER T fi-3-4) -1, 7- &~
Z-5-H L%

[0615]

[0616]  ¥#13-9 (200mg,0.71mmol) <2 (217mg, 1 .42mmol) HATU (537mg, 1.4 1mmo1) FIDIPEA
(156mg., 3. 53mmo1) ZEDMF (10mL) s ¥ 2 M 4E 3L BERE 3h o 45 VKA AL 72 40 FE
% BIHPLCAlAL , 15 B 2E ) F= 4, Ho s a4k (11. 1mg,4%) LCMS: (0-60,AB, 2434F) ,0.980
SR MS=420.0 M+1) ;IH NMR (400MHz , DMS0-d6) 6:8.90(d, J=8.8Hz,1H) ,8.75-8.73 (m,
1H) ,8.39-8.35(m,2H) ,8.26(s,1H) ,8.19(d, J=8.8Hz,1H) ,7.72 (br,2H) ,7.57-7.51 (m,
1H),7.32-7.27 (m,1H) ,4.56-4.50 (m,1H) ,3.74-3.70 (m,2H) ,3.27-3.17 (m, 1H)

0617 S22

[0618] 8~ HE-2- (3-FUHHE) -N- (1- ( (= FiLF 4) T 3) JR 23R T H-3-20) -1, 7-— &
T35 R
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[0619]
‘ E O E O
THhO , \ O ~ _TFA | R AN
HN, >—NHBoc e oo P8 N >—NHBoc = Fo—S-N—NH,
F O F O
231 232 233

[0620]  DIEL. & AW23-2:

[0621]  7E0°C, 4L A 23-1 (500mg, 2. 4mmo 1) ZFDCM (10mL) H [V 9 o 78 JIHDMAP (426mg
3.49mmo1) FATF20 (985mg,3.49mmo 1) K Fridk R S m A HE2h f5 , W Hk 45 , 15 BIAE 1 1
P, R ER T N — 2 (560mg, 77%) -

[0622]  DER2. %&b &4)23-3:

[0623]  ZEZiE, AL EH)23-2 (560mg, 1. 8mmo 1) ZEDCM (10mL) 91 (¥ ¥ H I N TFA (4mL) o
W PR R A YR S R R 4, 15 B S R ), KRl BT N — 2 (310mg,
82%) o

[0624]  DIE3.: il E&4)23:

[0625]  [H]4 (100mg, 0. 35mmo 1) FETHF (3mL) (VAR H IIIADIPEA (230mg, 1. 77mmo1) \HATU
(200mg, 0.53mmol) A543 (145mg, 0. Tmmol) o ¥ Fridk Vi & W78 = I I A 5 6 oAt
{82 7K (5mL) , FHDCM (10mL X 3) ZEHL iR 4 3 HI il & B4 HPLCZUAL , 15 2 ik 74 (33mg ,
20%) o LCMS: (0-60AB, 293 %4) ,1.31740%F ,MS=469.9 M+1) .'H NMR (400MHz , DMSO-d6) &
9.12 (m, 1H) ,8.94 (m, 1H) ,8.45-8.40 (m,2H) ,8.24 (m, 1H) ,8.21 (m, 1H) ,7.59-7.53 (m, 1 1) ,
7.34-7.29 (m, 1H) ,4.93-4.84 (m, 1H) ,4.50 (m, 2H) ,4.34 (m,2H) .

[0626]  sEjiafs]24

[0627]  (R) 8- JE-2- B-FIEIL) -N- (1- Q-FIREHEBLRL) AR T F-3-38) -1,7- =&
FeZE-5-F Bk ik
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HO. OH
/ 5 2

HATU, DIPEA
DMF, & i

34-3

[0629] Al 4k&)34-3 (100mg, 0. 222mmo1) £FDMF (2mL) 9 [ 9% ¥ 1 i ADIPEA (116mg,
0.887mmo1) FLAH2 (48mg,0.54mmo1) , #R 5 MMAHATU (202mg, 0. 54mmo1) ¥4 BT ik IR &4
ERIBEEL 5 B ok 45 0F & R TLCAiAL , 15 R T 75 (12mg, 13%) o LCMS: (5-
95AB,24%1) ,0.729%3 % ,MS=410.0 (M+1) ;'H NMR (400MHz , F B¥-d4) 88.87 (d, J=9. 2Hz,
1H) ,8.27(d,J=8.0Hz, 1H) ,8.21 (s,1H) ,8.12-8.07 (m,2H) ,7.56-7.51 (m,1H) ,7.23-7.18
(m, 1H) ,4.75-4.71 (m, 1H) ,4.43-4.36 (m,2H) ,4.34-4.25 (m, 1H) ,4.08-4.01 (m, 1H) ,3.34~
3.24 (m,1H) ,1.33(d,J=6.8Hz,3H) .

[0630]  sCita {5125

[0631]  (S) -8-ZE—-2- (3-F R HL) -N- (1- Q- AL B BRI T be-3-58) -1, 7- =&
T ZE-5-F ik i

N} F N
N HO  OH
: 25-1
/ § HN
[0632] HN" S0 L ° . W

HATU, DIPEA (g
8 DMF, % 5 N
N~ TFA .
H /l.r&o

34-3 25

[0633] |4k A #34-3 (100mg, 0. 222mmo1) 7EDMF (2mL) H [ & ¥ 1 N ADTPEA (116mg,
0.887mmo 1) AL 5H)25-1 (48mg,0.54mmo 1) , %8 J5 MIAHATU (202mg, 0. 54mmo 1) o4 Frik VR &
VIAE 2 IR PR 2, B R 4 31 Pl & B TLC Al , 49 3 T 75 724025 (12mg , 13%) o LCMS
(5-95AB, 24351 ,0.7294 % ,MS=410.0 (M+1) *H NMR (400MHz , DMSO-d4) 68.97 (d,J=
8.8Hz,2H) ,8.43-8.39 (m,2H) ,8.33 (s, 1H) ,8.24 (d,J=8Hz,1H) ,7.85-7.71 (m,2H) ,7.60-
7.55 (m, 1H) ,7.35-7.30 (m, 1H) ,5.11-5.06 (m, 11) ,4.75-4.53 (m,2H) ,4.26-4.09 (m, 3H) ,
3.94-3.87 (m,1H) ,1.19(d,J=6.8Hz,3H) »

[0634]  SZjitif5)26

[0635]  N-(1-Z BEAE R IR T be-3-8) —8-% Hh—2- 3-F A KD -1, 7T- R ZE -5 F Wi ik
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' 2 o -
Boc—N. o 262 )l\N 1 TEA, DOM, & % .

EHHC{ EtsN, DCM, £ 3. Lo N,Boc Q\NHQ

261 %3 264 TFA

[0636]

HATU, DIPEA
DMF, E 2

N

[0637]  DIR1: %t & H26-2:

[0638]  FE= 3, ML G (2g,9.6mmol) /EDCM (30mL) HH VA ML LA JZEtsN (3.53g,
28.8mmol) HF N2 4 Prid iR & 7E = Im A Lh e, 1 k4, 49 2R G 4, Hon] B4
fEH (2¢,97%) -

[0639]  DIR2. #il| %45 H126-4:

[0640]  {E=IE, LA 3 (22,9. 3mmol) ZEDCM (20mL) H FIFE R H INNTFA (4mL) o 45 firid
TREMFEE G 4 Hok 4 , 13 2R 804, Hon] B3 A (2. 2¢,98%) o

[0641]  JDER3. il A 126:

[0642]  []5 (400mg, 1.4 1mmo1) 7EDMF (5mL) H {4 ¥ H IN ADTPEA (1.83g,14.12mmo1) .
HATU (805.41mg, 2. 12mmol) F14 (966 .62mg, 4324mmo) - 45 Fr ik & & W7E Sk 2h o , 5
8 22 7K (8mL) H  FIDCM (10mL X 3) A& HX .3k 46 I H i 2 ZLHPLC Al 4k , 43 2 B ik 7= )
(217.2mg,40%) .

[0643]  LCMS: (5-95AB, 29381 ,0.73843#f ,MS=379.9 (M+1)

[0644]  'H NMR (400MHz ,DMSO-d6) §8.95-8.89 (m, 2H) ,8.40-8.36 (m,2H) ,8.29 (s, 1H) ,
8.20(d,J=8.0Hz,1H) ,7.85-7.64 (m,2H) ,7.57-7.51 (m, 1H) ,7.31-7.27 (m, 1H) ,7.30 (m,
1H) ,4.69-4.61 (m,1H) ,4.42-4.40 (t,1H) ,4.13-4.04 (m,2H) ,3.85-3.81 (m, 1H) ,1.74 (s,
3H) .

[0645]  sLjitafs] 27

[0646]  8-%Hk-2— (B-FIRIE) —N- (1- (hph—4- B JL) RN T fi-3-58) -1, 7- R %5
5-F B
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[0648]  []34-3 (100mg, 0. 221mmo1) YEDCM (5mL) H ) ¥4 1 INAE taN (90mg , 0. 887mmo 1) A
2 (33mg,0.221mmo 1) o 4 FIr i VR & WAL S B B0 » #5 Falk 4 I ATl 2 RUHPLCAEAL , 15
BFTR =P (1Tmg, 17%) «LCMS: (10-80AB, 243 ) ,0. 9384 % ,MS=450.9 (M+1) .'H NMR
(400MHz , DMSO-ds) 68.94 (d, J=8.8Hz, 1H) ,8.88 (d,J=6.4Hz, 1H) ,8.40-8.36 (m,2H) ,8.29
(s,1H) ,8.20(d,J=4Hz,1H) ,7.81-7.72 (m,2H) ,7.57-7.52 (m, 1H) ,7.32-7.27 (m, LH) ,
4.66-4.61 (m,1H) ,4.20-4.16 (t,J=8Hz,2H) ,3.93-3.89 (m,2H) ,3.52-3.50 (t, J=4.8Hz,
4H) ,3.21-3.19 (t,J=4.8Hz,4H) .

(06491 SKjiti 28

[0650]  2- (3-F KAL) -5- (1,3, 4-WE —M-2-J) -1, 7- 5 R 25 -8- 1%

[0651]

28-1 28-2 28
[0652] IR il LA 128-2:
[0653] ¥4k &4)28-1 (200mg, 0. 672mmo1) £EN2HaH20 (10mL) 5 (VAR AE 100 CHedE i 7% 45
B IR A4 , 43 BRI 00 =4, HomT B8 (85mg,42.5%) «
[0654]  JDER2. il A 428:
[0655]  #528-2 (85mg,0.285mmo1) FEDMF (3mL) H [ 1AW LA M2 CH (OEt) 3 (212mg, 1 .43mmo1)
FES0 C P 8 K Tk I8 A 581 227K (5mL) th 3 FIEt0Ac (10mL X 3) ZEHT i 4 JF F il %
RIHPLCZEAL, , 23 Pk 724 (12.8mg, 15%) LCMS: (5-95AB, 2434 ,0.792% % ,MS=307.8
(M+1) .'"H NMR (400MHz ,DMS0O-d6) 69.37 (d, J=8.8Hz,1H) ,9.31 (s, 1H) ,8.59-8.57 (t,]=
6.6Hz,2H) ,8.47 (d,J=10Hz, 1H) ,8.29 (d, J=8Hz, 1H) ,8.09-7.99 (m,2H) ,7.63-7.57 (m,
1H) ,7.37-7.33 (m, 1H) .
[0656]  SEjiif51]29
[0657]  N-(1- (8-%Jh—-2- (3-F L) -1, 7- R AZE -5 00 B ER T hi-3-45) T BEI%
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LiOH/MeOH

[0658] 50°C

13-8

28-1
[0659]  JDER1. &AL 5413-9:
[0660]  B8-ZFE-2- (B-AHE) -1, 7T- R EE-5-F R £ B528-1 (500mg) £ F i (20mL)
H VAR SmL A SE AL B — 7K B4 (Imo1 /L) 7EH20 (Imo1/L) v VA VRAL FE o« 1% I ST 5 4)
INFAEB0°C I H AR P2/ NI BUCE A B B2 R 5E 4
[0661] K AH dt HI 10 %6 AT AR BR BR AL , [E 44T HY , 8 Hh JF FIEtOACHEE: , 13 B2 749 13-9.
LC/MS (EST+) :m/z 284.3 (M+H) .

[0662]
Y
/J(HN '
oo 294
—»
HATU, DIPEA

[0663]  ER2. %A &H)29-2:

[0664]  H48-4H H-2- (3-F L) -1, 7- (& 2E-5-F %8 13-9 (0.45g,1.59mmo 1) 7EDMF
(3mL) H ¥ ¥ FHIDIPEA (1.39mL,7.94mmo1) Zb 3 , 2R Ji5 FHHATU (1. 25g,3. 18mmo 1) b 78 . 44 By
IR EWE IR L15 7 81, SR FE IAN- CEURIR T be-3-3) 2 AU T 291 (0.55¢,
3.18mmol) , 4k L AE I HE L/INS B0 1% S S HEAT 5848 « FHEtOACH B , B4 L i vk
) [ A4 R 2B P2 0292 (63 %) LC/MS (ESI+) :m/z 438.4 (HH) .

[0665]

TFA/DCM

P e
“No o 29.2 29-3

[0666] PR3 il &AL & 429-3:

[0667]  ¥53-[[8-&IL-2- B-FARK) —1,7- "R AMLES5- I IRV A LA T -1 -F R
BT HE29-2 (1g,2.29mmo1) FHI1: 1 TFAFIDCMALHE , 76 =I5 6 HE L /NI B 28512 I B HEAT 58
4= WGAZ R SLIR A 45 22 T FF FIEtOACHR B , FI L RINaHCOs e 5% o 5 7K 2 FHE tOAC R HL 3K
WA I A VLR T4, 19 20 5 4[5 4429-3 (69 %) LC/MS (EST+) :m/z 338.4 (M+H)
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o'H NMR (400MHz ,DMS0) 88.78-8.60 (d,J=8.9Hz,1H) ,8.47-8.32 (m,2H) ,8.30-8.15(d,J=
7.9Hz,1H) ,8.11-7.95(s,1H) ,7.79-7.61 (s,2H) ,7.63-7.52(q,J=7.5Hz,1H) ,7.41-7.24
(td,J=8.4,2.4Hz,1H) ,4.38-4.13 (t,J=8.3Hz,2H) ,3.84-3.58 (m,3H) ,2.40-2.09 (m,
2H) .

[0668]

HATU, DIPEA

29-3

[0669]  JDER4: il A 129:

[0670] #4712 (0.017mL,0.22mmo 1) ZETHF (1mL) = i vA VR FIDIPEA (0. 129mL,0 . 74mmo1) Al
HATU (87mg, 0. 22mmo 1) b3 K& BTk iR AW E = W HFE 1093 Bh o NN G-Z LR IR T Fii-1-
) - [8-5E-2- G- A -1, - 425 -5-FL 1 I Ei29-3 (50mg, 0. 15mmo) , 4k 42 1F = I
BiFE L/INEF B 2 0% ) ST 5 48 F N TR A ) FHE tOACHE B, , 10 %6 Fris IR UG5, R 5
P AN R /K Bk g A HLE T8 R 48 R i A HPLCA AL , 453 B 2461 7429 . LC/MS
(ESI+) :m/z 394.4 (+H) .'H NMR (400MHz , DMSO) 88.73-8.58 (q,J=8.9Hz, 1H) ,8.58-8.48
(m,1H) ,8.48-8.41 (d,J=6.4Hz,1H) ,8.37-8.22(d,J=7.9Hz,1H) ,8.01-7.79 (s, 1H) ,
7.73-7.53(q,J=7.5Hz,1H) ,7.48-7.32 (td,]=8.3,2.5Hz, 1H) ,4.56-4.44 (dt,]=12.1,
6.3Hz,1H) ,4.44-4.24 (s,2H) ,4.04-3.88(dd, J=9.6,5.1Hz,2H) ,2.22-1.99 (g, J=7.5Hz,
2H) ,1.10-0.87 (t,J=7.6Hz,3H) .

[0671]  SLJia {5130

[0672]  N-(1- (8% Jh-2- B-FEH) -1, 7- R 24 Z5-5- 00 B ZLFF T fe-3-3%) B A k-

P i
[0673]
N NE Zﬁ\m/ Ny
\ L OH N F
|
o) _ N
LN 0 HATU, DIPEA 2 LN &
203 ' H -

[0674]  J&8-Z JE-N- (G AFF T br-3-38) —2- (3-FoR L) -1, 7- R % -5 H Bk 29-3
(100mg,0.30mmo1) 7EDMF (I1mL) " ¥ ¥ D TPEA (0. 259mL, 1 .48mmo1) FIHATU (174mg,
0.44mmo 1) AbHE ¥ i% S B TR A W05 = IR 152 B0 I IR TA KR R (25mg, 0. 30mmol)
Ak S AE 2 P LN B2 R SEHEAT 5848 o B SLTR 1) FHEtOACHR B, 10 %6 AT BRI
B IR i VAN ER /K BE 5k o A HLZ TR IR 48 R R R AHHPLCAE AL, , 13 BI 45 1) 7= 430
LC/MS (ESI+) :m/z 406.4 (M+H) .'H NMR (400MHz ,DMS0) 68.83-8.75 (d,J=7.0Hz, 1H) ,8.75-

128



CN 104334532 B iﬁ. EH :Fg 81/132 1T

8.66 (d,]=8.9Hz,1H) ,8.52-8.35(d,J=9.5Hz,2H) ,8.29-8.17(d,J=7.9Hz, 1H) ,8.13-
8.01(s,1H) ,7.96-7.65(s,2H) ,7.66-7.50(q,J=7.4Hz,1H) ,7.44-7.21 (td,]J=8.5,
2.4Hz,1H) ,4.66-4.47 (q,]J=6.7Hz,1H) ,4.47-4.21 (s,2H) ,4.07-3.83 (s,2H) ,2.16-1.96
(s,1H) ,1.66-1.40 (p,J=6.5Hz,1H) ,0.82-0.50 (d,J=6.1Hz,4H) »

[0675]  SLjEfi31

[0676]  N-(1- (8-F F-2- G- AIL) —1,7T- “HEIZE-5-FIL) BRI T f-3-38) -N- 3F
PRUBEFRIES) R TA B Y It i
A AH/C' :
O

. LN "o Et;N, DCM V)OLN [Ne
OF ey

293 )V 21

[0678] 8- FE-N- G LI T fe-3-3) —2- (- IRIL) —1,7- 225 -5-F B % 29-3
(100mg,0.30mmo1) FRTA AR EES (0.03mL,0. 33mmo1) F1= 27, (0.08mL,0.59mmo1) £EDCM
(ImL) W VR A AE IR BEFE /NI, SR 5 B 28 IR 4 o ML ] B 4R FH S FHHPLCEE AL, , 15 21 26
(R, Ho A 431 .

[0679]  LC/MS (ESI+) :m/z 474.5 (M+H) .'H NMR (400MHz ,DMS0) §10.82-10.61 (s, 1H) ,
8.83-8.68 (m,2H) ,8.66-8.49(d,J=9.0Hz,1H) ,8.46-8.33 (m,2H) ,8.33-8.18(d,J=
7.9Hz,1H) ,7.72-7.56 (q,J=7.5Hz,1H) ,7.52-7.33 (td,J=8.4,2.4Hz, 1H) ,4.64-4.49 (m,
1H) ,4.49-4.27 (q,J=9.8,9.2Hz,2H) ,4.09-3.91 (m,2H) ,2.82-2.64 (m,1H) ,1.61-1.35 (p,
J=6.4Hz,1H) ,1.04-0.86 (d,]=6.1Hz,4H) ,0.79-0.56 (d,]=6.6Hz,4H) .

[0680]  Sijiff132

[0681]  N-(1- (8- JE-2- (3-FIEI) -1, 7T- R IHZE-5-P 40 BRI T fe-3-42) Z Wil

hahd 1 F
[0682] 80

Et;N, DOM O ~N"o

. )L.N/C/

29-3 32

[0683] g (3-ZHEIRIF T Fr-1-48) - [8-ZH:-2- (B-FRHL) -1, 7T- 5 25 -5- 2L ] F i
29-3(100mg,0.30mmo1) &¥F TDCM (ImL) 1 H H =2 % (0.125mL,0.89mmo 1) 1 Z, B2 fiF
(0.03mL,0.33mmo 1) ZbHE K 1% ) NV -G W) AE 2 i I H 1573 B 2 0% I RLIEAT 5248 B 1%
VAR L T A K 2ok T SORHHPLCZEAL , 43 B 281K 72491 32, LC/MS (EST+) :m/z 380.4 (M+
H) .'H NMR (400MHz , DMSO0) 68.76-8.63 (d, J=8.9Hz, 1H) ,8.63-8.48 (d,J=6.6Hz, 1H) ,
8.48-8.35(d,J=9.2Hz,2H) ,8.31-8.20 (d,J=7.9Hz,1H) ,8.10-7.98 (s,1H) ,7.97-7.63
(s,2H) ,7.66-7.50 (dd,J=14.5,7.6Hz,1H) ,7.44-7.21 (t,]=8.4Hz,1H) ,4.54-4.44(d,]
=7.2Hz,1H) ,4.44-4.23 (s,2H) ,4.03-3.81 (s,2H) ,1.97-1.71 (s, 3H) .
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[0684] St 5133

[0685] 8-S BE-N-I"] H-2- 3-FRI) -1, 7- " HUIRE-S5-H Bk

HATU, DIPEA

NH,

13-9
[0687]  J48-F JH:-2- (3-FEHEL) -1, 7T- (22 Z5-5-F E13-9 (80mg, 0. 28mmo 1) 7F — FF &
FF Pk e vb ) v FHDIPEA (0. 15mL, 0. 85mmo 1) FTHATU (0. 13g,0. 34mmo 1) &b ¥51% S MR A&
WIAE B FEL0 0 B 3T INNE LR T 5% (0. 42mmo 1) FH4k £t HE: 309 Bh o 1 1% I ML VR A4 FH
EtOAcH B, FH10 % AR BRUE Sk » S8 Ja R AN Eh K ek o A ML T3 59k i - WL i R PRE
FEfTE (FCC) 4lifk , 8 3 30mg ZE 11 724133 (32% 7= 28) ,LC/MS (EST+) :m/z 337.4 (M+H) .'H
NMR (400MHz , DMS0) 68.96-8.90 (d,J=8.9Hz, 1H) ,8.60-8.52(d,J=7.7Hz,1H) ,8.45-8.35
(t,J=8.7Hz,2H) ,8.27-8.19 (m,2H) ,7.89-7.62(s,3H) ,7.62-7.53(q,J=7.5Hz,1H) ,
7.38-7.26(td,J=7.6,7.1,2.2Hz,1H) ,4.56-4.32(q,J=8.2Hz,1H) ,2.36-2.16 (q,J=
9.1,8.5Hz,2H) ,2.16-1.95 (m,2H) ,1.79-1.54 (m, 2H) »

[0688] St {534

[0689] 8- -2 (3-FAAE) -N- (1- (FF A2 L R B L) RO BA T be-3-4%) -1, 7- (%
255 B i

[0690]

. H HATU, DIPEA )(j\

0 DMF 0" -

o
13-9 341

[0691]  DER1: hil& A 434-2:
[0692]  #48-% FE-2- (3-FIAEHE) -1, 7- ~ B Z2E-5-F 2 13-9 (200mg,0.71mmo1) £EDMF
(ImL) 9 (R)¥& W FHIDIPEA (0. 37mL, 2. Immo1) %8 5 FHHATU (415mg, 1. Immo1) 438 . 7£ = {R i FF:
1643815, I3 L B IR T Se—1-H BT B (0. 17mL, 1. Immo) , 4R SR AE A HE 1043
R LOMS 27~ HY 32 BT 7240 o I NE tOAC #1122 ML VR A5 0 6 o [ A4 T HE o DT ) R 21
FEI34-2,LC/MS (ESTH) :m/z 438.4 (M+H)
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[0693]

TFA/DCM

¥

34-3

34-2
[0694] B HR2: il &AL A H34-3:
[0695] g3~ [[8-Z k-2~ B-FIKIE) ~1, 7- U REE -5 IE) EIL ) JURIA T - 1-F R
BUTER34-2 11 1 1 =540 (3mL) 1S B (3mlL) AbFRFF A2 IR A LN o1 S B &4
WAl 221 9 FI M RINaHCOs e o 7K 2 FHEOACEE B IR, AT AL I hK e , TR IR k4, 13
B A = 434-3.LC/MS BSTH) :m/z 338.4 (W) o

[0696] LR34 Ab-E434:
NH,
CDIl, DIPEA ':
—_— e o Ny s
PRI, I LA
THE HN N\j\ ~
| N o

[0697]
34-3 34

[0698] [ 8-Z HE-N- (B3R T Fe-3-3) —2- (3-9RRHL) -1, T- 3 25 -5 Btk 34-37E
DMF (1mL) 19498 -h I ADIEA (0. 26mL, 1.48mmol) vn,n’ —Fedk — KM (74mg,0.44mmol) , If:
W T TR A AR IR BCRE LN o N0 . 16mLI B B (2mo /L) ZETHF (2mo1/L) Hf I V-4
ZIR A YTE E R W 1% S BT A e 4 2T I F il & U HPLCEE AL , 15 B 72434 .
LC/MS (ESTH :m/z 395.4 (M+H) .'H NMR (400MHz , DMS0) 89.04-8.95 (d,J=9.0Hz, 1H) ,8.95-
8.85 (d, J=6.8Hz,1H) ,8.46-8.37 (m,2H) ,8.37-8.31 (s, 1H) ,8.31-8.18 (m, 1H) ,7.87-7.64
(s,2H) ,7.63-7.52(td,]=8.0,6.1Hz,1H) ,7.38-7.26 (td,]=8.5,2.6Hz,1H) ,4.82-4.61
(m,1H) ,4.53-4.35 (t,J=8.3Hz,1H) ,4.21-4.12 (t,]=8.9Hz, 1H) ,4.12-4.03 (dd, J=8.7,
5.3Hz,1H) ,3.94-3.82(dd,]J=9.8,5.5Hz, 1H) ,2.24-1.97 (g, J=7.5Hz,2H) ,1.08-0.85 (t,
J=7.5Hz,3H) .

[0699]  SEjifs)35

[0700]  8-%Jk-2— (3 AL -N- (I-TABEIE BRI T bi-3-55) -1, 7- ~H IR ZE -5 B
[0701]

NH»
N . HATU, DIPEA
N7 = ©°F ————
} l A AR
HN
Dok
34-3

[0702] ETAE (0.014mL,0.18mmo1) ZEDMF (1mL) H 13 FHHATU (70mg, 0. 18mmo1) A
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DIPEA (0.13mL,0.74mmol) ZLFE o 45 ik 8 & W)AE =ik i HE 1670 B I 8—Z H-N- (F R
JhE-3-3) —2- B-FUOKAL) -1, 7- " RURZE-5-F BE34-3 (50mg , 0. 15mmo 1) , 4k EEHEFE30 7
B EL 2 I BT S84 R R TR A HIE tOACHR R, HI10 %6 AT R IR e ik » S8 J P LA
KBRS A A HUR T BRI R HL P BOHIHPLCEEAL , 13 BI 2L 7135

[0703]  LC/MS (EST+) :m/z 394.4 (M+H) o 'H NMR (400MHz ,DMS0) §9.03-8.85 (m,2H) ,8.47-
8.36 (m,2H) ,8.36-8.29 (s, 1H) ,8.28-8.18(d,J=7.8Hz, 1) ,8.00-7.64 (s,2H) ,7.62-7.51
(a,J=7.40z,1H) ,7.43-7.24(dd,J=9.5,7.2Hz, 11) ,4.79-4.62 (q,J=6.8Hz, 1H) ,4.49-
4.35(t,J=8.3Hz,1H) ,4.23-4.12(t,J=8.9Hz, 1) ,4.12-4.03 (dd, J=8.6,5.3Hz, 11 ,
3.94-3.79(dd,J=9.8,5.4Hz,1H) ,2.19-1.96 (q,J=7.5Hz,2H) ,1.07-0.88 (t, ] =7.5Hz,
3H) .

[0704]  SKjitif]36

[0705]  N-(I-Z BRI T be-3-5) -8 H-2- G-AH) -1, T- IR HE-5-F Bk
[0706]

I

EtsN, DCM

343
[0707] B8-S JE-N- G AFF T hE-3-38) —2- (3- R IE) -1, 7- R & -5 Bt ik 34-3
(100mg,0.30mmo1) & ¥%FDCM (ImL) 1 3F FH =2, % (0. 125mL,0.89mmo 1) F1 Z.BZET (0.03mL,
0.30mmo1) AbFE o 5% S VR A WIAE IR P 1570 B B B0 1% S W HEAT 5848 VB TR B 45
WRAG KRR SROAHHPLCATAK, , 15 2 211K 7436 . LC/MS (ESTH) :m/z 380.4 (M+H) -
[0708]  SLjfaf537
[0709]  8-ZAJE-N- (1- BRI Fe k) BIRIA T be-3-2%) —2- B-F/A ) -1, T- &R EE -5
A B fi

O
0/% 0 HATU, DIPEA V)\ 0/%
[0710] HN\lm/&o ' Mm 7 v N\j\”/go
37-1 372

07111 PIRL: Hil &AL & 437-2:

[0712] B FFPA 4821 (0.64mL, 8mmo1) £EDMF (1mL) 91 (VA FIHATU (2. 4g,6 . 4mmo1) Al
DIPEA (2.8mL, 16mmo 1) ZbHE % BT IR TR A W0 75 = L B FE 10 7380 FF I AN- GRURFR T be-3-24)
AR RAT EE37-1(0.92g,5. 3mmo 1) FK5 1% [ NVR & W04 #E1 7 » TLC IR 7R 12 I B 56 42
G it 7K A B = BRI 5 OEAT Y ) 1% S BLTR A4 FHE tOACHR B , FH5 %6 A BRI, 24
Ji FH10 % NaHCOs AL RN £ /K BE% « F A WLZ A I FF TR A5 2 BRI 1 37-2 F Tboc
FoRe I SL T S 55 i — 5 4lifk . 'H NMR (400MHz , DMSO) 64 .48-4.37 (t,J=8.2Hz,1H) ,4.37-
4.22(t,J=6.7THz,1H) ,4.09-3.95 (dd, J=8.4,5.9Hz,2H) ,3.75-3.57 (dd, J=9.7,5.6Hz,
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IH) ,1.54_1.45 (ddd’J:7-4’4.872.7HZ71H) 71-44_1.33 (S,8H) 70-75_0.58 (Hl,4H) o

[0713] g2 Hl& AL GH37-3:
O

o
A 0’% TFADCM %N
[0714] V)\NQ\N ,go e \j\NHZ
H

7.2 373

[0715]  N-[1- GRAKEIRIE) BRI T fi-3-JE 1 R L AT BE37-2 (5. 1g, 21mmo1) H
=R LR (15mL, 194mmo 1) FIDCM (15mL) Ab3R o 412 S BLVR & W7E 2 IR B H A Wk 22 1
FH10 % MeOH/DCMZEAL, , 2 BN 4H (0 72 , HoA E [ i (2. 7,91 %) o =373 7K & i = i
Yeta () TLCR I "H NMR (400MHz , DMS0) 84.58-4.36 (t,J=8.2Hz, 1H) ,4.24-4.13(dd, J=
9.5,3.7Hz,1H) ,4.13-3.96 (n,2H) ,3.90-3.71 (dd,J=9.4,3.3Hz,1H) ,1.63-1.42 (m, 1H) ,
0.80-0.56 (m,4H) .

[0716]  JDUR3. #5037 :

[0717]
N A A HATL, DIPEA
B » 5
: N

138
[0718] 48— Jt-2- B-F ) —1,7-  JZE-5-F813-9 (0.8g, 3mmo 1) ZEDMF (5mL) 1
(K75 W FHHATU (1g , 3mmo1) FIDIPEA (1. 2mL, Smmo1) &b FE 4 ik V& W7 2= 1B Pk 159 B 3
AN G-Z I T Bi-1-38) - FE-FFEI37-3 (1.5 &, 4mmo) K 1% I MR & W) 4k 42
FEZ BB/ B 20K 1% ST 56 42 % BLIR G9) FHE tOACH BE , FI5 %6 A7 A IR
B PR JE 1096 NaHCOs AL AT ER K e 6% o e A LR & 1 JF -0, k4 2 1 K ALk FHFCCHEAT
afifk, (fff 1110 %MeOH/EtO0Ac) , 2K f5 FHE tOACHIF B , 43 B4 (1) 7= 4 , FLR ik 38 ([ 4437 . LC/MS
(ESI+) :m/z 406.4 M+H) .'H NMR (400MHz ,DMS0) 69.04-8.86 (m,2H) ,7.63-7.50 (m, 1H) ,
8.47-8.38(d,J=9.2Hz,2H) ,8.38-8.30 (s, 1H) ,8.30-8.18 (d, J=8. 1Hz, 1H) ,7.90-7.48
(m,3H) ,7.39-7.25 (td,]=8.5,2.6Hz, 1H) ,4.86-4.68 (m, 1H) ,4.68-4.48 (t,]=8.2Hz,
1H) ,4.28-4.21(dd,J=8.6,5.3Hz,1H) ,4.21-4.11 (t,J=8.9Hz, 1H) ,3.99-3.78 (dd, J=
9.7,5.5Hz,1H) ,1.67-1.45 (m,1H) ,0.81-0.61 (dd,J=7.9,4.7Hz,4H) .
[0719]  SEZjifs)38
[0720]  8-ZJE-2- B-FARIHL) -N- CGARIF T he-3-45) -1, 7- R -5-H BLi%
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HATU, DIPEA

)

NH,

139
[0722] 48— H:-2- 3-F A -1, 7- “EZE-5-FH % 13-9 (50mg, 0. 18mmo1) 7£DMF
(ImL) " A AHDPIEA (0.09mL, 0. 53mmo 1) FTHATU (76mg , 0. 19mmo 1) 43 ¥ Frid 18 & 445
IR0 Bh I I 3-Z A 430 T bt (14mg, 0. 19mmo) , 78 2= I 167 8P H 245 1%
IRNETEAT 5845 o 12 R NI A W) FHE tOACHR B » [ A4 th o 45 2 B 4498 5 FH R B2 FIE t0Ac Bt
15 B0 138

[0723]  LC/MS (BSI+) :m/z 339.3 (M+H) .

[0724]  'H NMR (400MHz ,DMS0) 9.01-8.90 (m, 2H) ,8.46-8.37 (m,2H) ,8.37-8.30 (s, 1H) ,
8.29-8.17(d,J=8.0Hz,1H) ,7.89-7.64 (s,2H) ,7.64-7.51 (td,J=8.0,6.2Hz,1H) ,7.41-
7.24(td,J=8.5,2.5Hz,1H) ,5.12-4.91 (h,J=7.0Hz, 1H) ,4.90-4.70 (t,J=6.9Hz,2H) ,
4.70-4.52 (t,]=6.4Hz,2H) .

[0725]  sKiafs1]39

[0726] 8- Hk-2- (3-FAIL) -N- (1- 2-F A LB BRI T He-3-55) -1, 7- &%

25-5-H ik
[0727]
HATU, DIPEA . X
w j\/ o [ |
; HO ™~ .
_ P! \lu .
34-3 39

[0728]  H2-FR4AJE 2. (32mg,0. 36mmol) ZEDMF (1mL) Y VAR FHHATU (139mg , 0. 36mmo])
HIDIPEA (0. 16mL,0.89mmo1) Zb3E o 45 1% [ VR A W 7E = W HCHE 15080, InAN8-ZFE-N- (%
FeIR T dm-3-3) —2- (3-SR -1, 7- A 25 -5-F e % 34-3 (100mg, 0. 30mmo 1) , 4k &L 4
FELO B0 B 22 S BT 5845 o 5% O BLTR A W) FHE COACHR B , FH10 % AT IR IR Uk ¥, R 5
PR AN SR /K Bk G AN T8 R 4 Rk A HPLCAL AL , 453 B 261 74139 . LC/MS
(ESI+) :m/z 410.4 M+H) o'H NMR (400MHz ,DMS0) 69.06-8.88 (m, 2H) ,8.48-8.29 (m, 3H) ,
8.28-8.19 (m,1H) ,7.92-7.64 (s,2H) ,7.64-7.48 (td, ]=8.0,6.1Hz,1H) ,7.41-7.23 (td,]
=8.5,2.6Hz,1H) ,4.87-4.63(q,J=6.7Hz,1H) ,4.59-4.38 (t,J=8.5Hz, 1H) ,4.28-4.18
(t,J=9.0Hz,1H) ,4.18-4.10(dd,J=9.3,5.4Hz, 1H) ,4.02-3.81 (m,3H) .

[0729]  SEZjafs]40

[0730]  8-ZJk-2- (33 AAL) -N-J3 T 21, 7T- R 25 -5 F Wi fi
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HATU, DIPEA

—_—

>ﬁ NH, v/\

13-9 ' H 40

[0732] 48— Jh-2- 3-F A -1, 7- 2 ZE-5-FH % 13-9 (50mg, 0. 18mmo1) 7£DMF
(ImL) H A AHDIPEA (0.09mL, 0. 53mmo 1) FTHATU (76mg , 0. 19mmo 1) 43 ¥ Frid 18 & ¥ 4E
L0 B IMA R T £ (0.02mL,0. 19mmo) , /£ 2= iR F 1 1658 B 2 4G % R SLFEAT
FEA R SR A ) FHEtOACH B, BT tH o 4 B 4498 t , 37 F R BE MEtOAC TR 5% o FF
FLAL Alidk , 15 BN 25 72040, LC/MS (BSTH) :m/z 339.4 () .

[0733] st fg141

[0734]  8-ZAE-N- (1- R KE L) BIRIN T be-3-4%) —2- B-FoN ) -N-F -1, 7- &
FeZE-5-F i i

[0735]

HATU, DIPEA

L
P

0
H

139 | 411

[0736]  DIR1: il A141-1:

[0737]  #48-% JE-2- B-F L) -1, 7- (2 2E-5-H £ 13-9 (150mg,0.53mmo 1) 7EDMF
(3mL) H1 99 FHHATU (242mg, 0. 64mmo1) FIDIPEA (0. 28mL, 1.59mmo1) &bFE 44 Bk VR4 4
FEZIBPFE 107 B IF N 3— (F AR Z0E) R EA T Fi—1-F BT iR (0. 113mL,0. 64mmol) Ff
W% SR A IR FEEEA R , B B % R S AT 58 4% B % R SR A ) FHE tOACH &, F
10 % FT I BRI % » SR T AR AN R 7K BRI o A L2 T8 IF 9 4 o KL FHFCC2iAk (FH100%
EtOAcHE i) , 524l 77 ¥)41-1 . LC/MS (EST+) :m/z 452.5 (M+H) .

[0738]

N “F TFA/DCM

¥

e

A
| 414 " 412

[0739]  JDER2.: &b & W41-2:

[0740]  #g3-[[8-&IE-2- G-FAHL) —1,7- AL -5 R WA T k- 1-F IR

AT BE41-1 (150mg,0.33mmo 1) H1: 1H =5 L (0.5mL,6.64mmo1) Fl 5 %% (0. 5mL) 4b

AR EIEBFE LN B SRV A e 4 2 3 F R FINaHCOs ¥ % - 7K J2 HIE tOAC EE B Fy
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K, B HLZE KBS, THEIF R 48 , 45 2R S0 = 9041 -2, LC/MS (EST+) :m/z 352.4 (M+H) .
[0741]  JBIES. H& AL A4l
[0742]

HATU, DIPEA N

4, 70

ITI O

41-2

a1
[0743] AR E (16mg,0. 19mmol) FEDMF (1mL) P H¥E ¥R FHHATU (74mg, 0. 19mmo 1)
DIPEA (0.08mL,0.47mmo 1) AbFE o 1 1% e NV & W/E EI- I FE 1598, TN 8- & FE-N- (G 7
R f-3-45) —2- (3-F R AL -N-FR -1 | 7- o Je 25 -5- k%4 1-2 (55mg, 0. 1565mmol) ,
Sk S0 B B 2R 1% N BT 58 48 K R NTR A FHE LOA KR B , 10 %6 AT I IR Uk
B AR RN oK e ik o W A AL T8 e 4 AR B AHHPLCAE AL , 13 B 4E 1) = )41 .
LC/MS (ESI+) :m/z 420.4 M+H) .'H NMR (400MHz , DMSO) 89.05-8.96 (d,J=9.0Hz, 1H) ,8.96-
8.90 (d, J=6.9Hz, 1) ,8.47-8.37 (m,2H) ,8.37-8.30 (s, 1H) ,8.29-8.17 (d, J=8.2Hz, 1H) ,
7.92-7.64 (s,2H) ,7.63-7.49 (td,J=8.0,6.2Hz,1H) ,7.41-7.24 (td, ]=8.5,2.6Hz, 1H) ,
4.88-4.66 (m, 1H) ,4.66-4.46 (t,J=8.3Hz,1H) ,4.29-4.21 (m, 1H) ,4.20-4.09 (t,]J=
8.9Hz,1H) ,4.01-3.80(dd,J=9.9,5.5Hz,1H) ,2.17-2.01 (s,3H) ,1.66-1.40 (m, 1H) ,0.79-
0.61(dd,J=8.2,5.0Hz,4H) .

[0744]  SCitaf5]42

[0745]  2- (3-FAIE) -5- (1H-1,2,4-=M-5-JL) -1, 7- R 28I

NH, O NH;
N N\ ~p  HATU, DIPEA NN .
| e
[0746] NH,CI
HO™ ~0 HaN™ ™0
13-9 42-1

[0747]  DBR1: dl& A 142-1:

[0748]  }48-ZJE-2- (3-FAIL) -1, 7- “ R HZE-5-FHE13-9 (100mg, 0. 3530mmo 1) £EDMF
(ImL) H VAW AIDIPEA (0. 31mL, 1. 77mmo1) %55 FHHATU (277mg, 0. 71mmo1) ZbER , 75 2 I 4k
FE164r 8, IS EE (T6mg, 1.412mmo ) FEAE 2 M HE2/ NN B2 451 % I BT 5648 o K5 1%
RNEIR A FHE tOACHR B , FH 10 Y6 AT AR BR ik » SR o FHARL RN #h 7KW i8¢ o A B2 T8 ik 4
FHL it S AHHPLCZE AL, , A3 BN A1 P2 9421, LC/MS (BSTH) :m/z 283.3 (M+H) .'H NMR (400MHz
DMS0) 89.16-9.02(d,J=9.0Hz, 1H) ,8.43-8.37(d,J=9.1Hz,2H) ,8.37-8.28 (s, 1H) ,8.27-
8.16 (dt,J=7.8,1.1Hz,1H) ,7.86-7.62 (m,2H) ,7.64-7.51 (td,J=8.0,6.1Hz,1H) ,7.39-
7.25(td,J=8.5,2.6Hz,1H) .
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4241
[0750]  BER2. il 5142-2:
[0751]  J48-%k-2- (3-F kL) -1, 7- A J 25 -5-F Wi fik42-1 (440mg,0.0015mo1) ZEDME
(6.0mL) FPAIVATR AL, 1- —F AR N N- R F i (2mL, 0.02mo1) 438 F14E65 C k304
Bh A EHG B R BB SR AT T —20

[0752]  LC/MS (ESI+) :m/z 436.4 OHH) .

(&

NH;NH;

[0753]

22 | 2
[0754] LIRS il ik 5 H42:
[0755] % (B) -N- (= HR AR W H L) -8- ((B) —3- (S HF AL W 50) iR AS) —2- (3~
ORI -1, 7T- R -5 BEg42-2 (150mg, 0. 4446mmo 1) V% T 2.8 (1.0mL, 18mmo1)
H, I — #h R £ (63mg, 0. 8892mmo 1) F- 44 Fridk VR A ) I 2275 CHRF B 1/INNF o 1% % B
TRE WV H 2 8 I 4 AL L OMHPLCZE AL , 49 B 40 (1) =M= 4142 . LC/MS (EST+) :m/z
307.3 (M+H) o'H NMR (400MHz ,DMS0) 89.50-9.41 (d, J=8.9Hz, 1H) ,8.58-8.52 (s, 1H) ,8.47-
8.42 (m,2H) ,8.42-8.36 (dt,]=10.9,2.1Hz, 1H) ,8.28-8.21 (m, 1H) ,7.64-7.56 (td,J=
8.0,6.1Hz,1H) ,7.56-7.47 (s,2H) ,7.38-7.27 (td,J=8.4,2.7Hz,1H) »
[0756]  SEjiafs)43
[0757]  2- (3~ 2K3L) -5 (1- Q-G MRAR 2 FL) — 1 H-IR Ik —4—3) —1,7- 5 7 25 -8-Ji%

N-AAR IR 26 B T2

[0758] CH3EN, H,0

13-9 43-1

[0759] DRI Hil &AL 540431
[0760]  7E60°C,H48-F -2 3-F IR -1, 7- ~H 4ZE-5-F £13-9 (300mg, 1 .059mmo1)
Fi 2R — 7, 1 £k (174mg,0.53mmo 1) =T 4 0F (ImL) 17K (0. 5mL) F o B VR B W FE 109
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B, INN-TIAC B IV % (294 . Tmg, 1. 27mmo 1) , 1% [ S VR & W78 AR (6 0T 3B W VA SR, 4k 45
TE60 CHEFE30 81 o 12 N 5E AT » BV T 78 R o K AL A4 kL FIFCCtifk. (fif 150 % Et0Ac/
$52) , 1321 40mg I 2E I = 4p43-1 , HOA B G E K (37% 7= %) LC/MS (EST+) :m/z365.1 (M+H) .
[0761]

o 0 :
A

DCM

[0762]  BER2. Hil& - 5143-2:

[0763]  [H]7- (3-F IR IL) —4-H— S rEmk—1-f%43-1 (500mg, 1. 373mmo1) ZEDCM (5mL) T (V4
TR INDIPEA (0. 48mL, 2. 75mmol) o A INSE RG> IIABUT A e A i B AU T fiE (899mg,
4.12mmol) ,#RJ5 INNDMAP (169mg , 1. 37mmo 1) o ¥ T3 ¥ R AE = IE B A o B % S DL TR &
Yk 4 31 FHFCCZEAL (ff R 25 % EtOAc/ T i) » 13 2 350mg ¥y 2 [ 7 ¥ 43-2 , Ho oy i £ [E] 44
(45% 77 22) ,LC/MS (ESI+) :m/z 566.4 (M+H) .

[0764]

432 : 433 434

[0765]  DER3. %A & 443-3:

[0766]  FEZ/T , [MIN-FUT 2 A B A -N-[2- (3-9g R ) —5-fl— 1, 7- = 00 &5 -8k ) ik
B 5 BT 5 43-2 (260mg ,0.4599mmo1) 4 ,4,5,5-PY B JE-2- (4,4,5,5-PY R HE-1,3,2- %
AR X b -2-38) —1, 3, 2- S W 2= 30 ke (175mg, 0. 69mmo 1) 1 Z R (140mg, 1. 38mmo 1)
76 ST (ImL) VRSP INPACL2 (DPPF) (34mg,0.05mmo1) o ¥ ik V& &4 FIN i < 2
B, BB IE NI A0 CHRFEE2/N o LOMSHRZR T 1 LI BT 75 744 3-3 F1 1 4 43-4 1) 1R
B o W2 SLTR A e e e e e sk DR R G I B i sco itk (20 % [IEt0AC/ L kE) »
BRI F= Y 43-3, HoONE AR (i 44 . LC/MS (EST+) :m/z566.4 (M+H) .LC/MS (ESI+) :m/z
240.2 (M+H) o =8P 4)43-4 . '"H NMR (400MHz , DMS0) 88.39-8.29 (m,2H) ,8.27-8.22 (m, 1H) ,
8.23-8.18 (m,1H) ,7.88-7.84(d,J=5.7Hz,1H) ,7.64-7.50 (td,]=8.0,6.1Hz,1H) ,7.39-
7.23(tdd,J=8.5,2.7,0.8Hz,1H) ,7.20-7.05 (s,2H) ,6.99-6.85(d, J=5.6Hz, LH) .
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[0767]

e i TN
OK/N“/\N‘:)N/

Pd{amphos)Cls

433

[0768]  BBR4: Hil& A E1)43-4:

[0769]  EN-FUT AL R IE-N-[2- B-FRIE) -5-(4,4,5,5-PYF H-1,3, 2- 5B Z 3 1%
fe-2-55) -1, T- R R ER -8B s B F R BT BE43-3 (130mg , 0. 2299mmo 1) 7EDME (1mL) HH 1]
VR A= [2- (4-JR Ik me—1-J) Z, L 1Mk (120mg,0.4599mmo1)  — (hf— — FA S g R it —
FUT L —SALAR (IT) (16mg,0.023mmo1) FTIMBR B VAWK (0.69mL,0. 69mmol) AL . 44 i%
SR /N PR AR IFAE 100 CHERE2/ N o LOMS 5575 100 % #6401 I 75 72 40 o #H i e 3o 7k v
3 E A PE A DR A KB 1 FHEtOACAE B, 44 irid 43 A1 )2 e 4 T FHFCCAlifk, (fE 10 %
MeOH/DCM) , £ BN 2L/ 7= 443-4 (77 % 72 2) JLC/MS (EST+) :m/z 619.7 (M+H) o

[0770]

[07711  JDIR5. &AL &5 H43:
[0772]  FE =3, BEN-BUT AL PR FE -N-[2- (35 IR FE) —5-[1- (2-MGMRAC 2. 5) k-4 -
F1-1,7- 2 -8- LI F AL AT B843-4 (110mg, 0. 18mmol) = L (ImL,
12.9mmo1) FIDCM (ImL) ZbER 1IN} B 2285 1% I RLIEAT 58 4% A I RLVR A e 4 22 T I A L A
NaHCO3 ¥ % o 15 7K |2 FHE tOAc 25 ER P VR 44 A ML= FH Eh /KB i, I 0 vk i - K AL 1 7= 4
FHSCHHPLCAEAL, , 15 BN AL 74, JL A 3 (i #:43 (279677 %) .
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[0773]  LC/MS (ESI+) :m/z 419.5 (M+H) .*H NMR (400MHz ,DMS0) 69.21-9.06 (m, 1H) ,8.43-
8.30 (m,2H) ,8.30-8.17 (dt,J=7.9,1.1Hz,1H) ,8.16-8.01 (s,1H) ,7.91-7.73 (m, 1H) ,
7.67-7.47 (m,2H) ,7.39-7.25(m,1H) ,7.23-7.07 (s,2H) ,4.27-4.03 (t,J=6.4Hz,2H) ,
3.71-3.46 (m,4H) ,2.78-2.63 (t,J=6.4Hz,2H) ,2.48-2.43 (m,4H) ,

[0774]  sZjiafs)44

[0775] 8- HE-N- (1- GRTAKTARIL) ZRI T bE-3-58) —2- (2-Fibhe -4-4%) -1, 7- &%
Z-5-H L%

=
r\‘ OH

QH

PoR
¢ d

ByBroP, Pd{PPhg)s

D
[0777]  PIR1: il & W44-2:
[0778]  [4]D (150mg,0.65mmol) £F M 4% (20mL) 1 {9V Hh N TEA (300mg, 3. 0mo1) Al
PyBroP (400mg, 1.0mmo1) o ¥4 BTk iR & ¥7E Z i 1h 5, TP (PPhs) 4 (80mg ,0.07mmo1) «
Wlli%44-1 (180mg, 1. 3mmo1) \K2COs (200mg, 1 . 3mmo 1) AH20 (5ml) o35 BT iR VS AE90°C No |
PiFE3h T, 45 H FHE t0AC (50mL X 2) ZEHL , F I FINaCl (50mL) e ik , FNa2SOa T4 3 e 4 , 15 2
FR I 7=, H g £ [ 44 o 12 9] 442 FHE tOH (10mL) R » 15 3] (1) 2 10 [l 44 N 7= - 8- Jk—-2-
(2-FMEIE-4-35) -1, 7T- R HZE-5-H R £ lE44-2 (100mg , 7250 %) . 'H NMR (400MHz,
CDC13) §9.27 (d,J=9.2Hz,1H) ,8.67 (s, 1H) ,8.56 (d,J=9.2Hz,1H) ,8.43 (br, 1H) ,8.38 (m,
3H) ,8.13 (br, 1H) ,4.30(q,2H) ,1.32(t,3H) .

[0780]  BIR2. &4k &5 444-3 : [4144-2 (100mg , 0. 3mmo1) ZEMeOH/H2078 &4 (30mL/10mL)
H VAP N ANaOH (120mg, 3. 0mo1) o 44 T ik Vi & W72 2 i A 14, FIHCT GRIETR) 17
pHZE5-6 . % H: FEt0AC (50mL X 2) ZEHT , FHYFINaCL (50mL) Beik Ik 4 , B B ik =4, Hohy
T[E A (60mg,60%) o
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= HNTO

HAUT, DIPEA &
44

N

44-3 D)W

[0782] LIRS 4L A 44 : [A144-3 (60mg , 0. 2mmo1) 44-4 (60mg , 0. 4mmo1) ZEDMF (10mL)
H AR R INCHATU (100mg, 0. 3mmo1) FIDTPEA (130mg, 1.0mmo1) o 44 ik V840 7E = i i
FE3h S, A K (30mL) F£05% H: FIE t0AC (50mL X 2) XL, FI FINaCl (50mL) ¥t i& - i 45 3t F il
& MUHPLCAAL , 2RI Bk F= 9, HoA T L [H & (10mg, 10%) oLCMS: (0-60,AB, 243-%1) ,0.942
43 %0 MS=407.0 (M+1) ;'H NMR (400MHz ,DMSO-d6) 6:9.03 (d,J=10.2Hz,1H) ,8.95(d,J=
6.8Hz,1H) ,8.59 (d,J=8.8Hz, 1H) ,8.39-8.33 (m,5H) ,4.78-4.73 (m, 1H) ,4.57-4.53 (m,
1H) ,4.21-4.11 (m,2H) ,3.89-3.84 (m,1H) ,1.55-1.50 (m,1H) ,0.70-0.67 (m,4H) .

[0783] R GLS T SLHEHI45- 156K LAWK il 8 751k DL ST I 52 () B 8 -

[0784]

- LCMS
Gaa] Reminy/
Amn
& TUPAC 4 #& P | T T NMR(ppm)
. M+H'/
Wi g
Fik

141



CN 104334532 B iﬁ. EH :Fg 94/132 1T

[0785]

"H NMR(#00
MHz; DMSO~d;)
F858d.J=12
Hz, TH), %45, J
=88 Hz, 1H),
821(, J=52Hz,

1H), 8.06 —
- B & 703 B R |45 0.959 8.04(m, 2H), 7.76
RSN K TRV | 130 % 3950 7.7 2(rm, 2H),
obkd- P B A 0-60AB 7556 ~7.51(m,
2H), 7.37(s;- 1H),
7.23—7.19¢m,

4.4 Hz,4H), 3.39
—3.38(m, 2H),
251 = 2:44(m,
6H).

"H NMR(400
MHz. DMSO-4;)
38.64(s, 1H),
.54 — 8.45(m,
1H), 8.37(s, 1H),
8.06(s, 3H), 8.09
~8.06(m, 2H},
7.80=7.75(m,
2H), 7:37(s, 1H),
758 — 7.51{m,
2H), 7.43(s, 1H),
7.25 =7.21(m,
1H), 3.77 —
3.73(m, 2H), 3.39
=3 ,32(m, 2H),
2.24(s, 6H).

*H NMR(400
MHz. MeOD-d,)
5 8.47 — 8 4d(m;
2H), 8.18(s, 1H),
7.99(d, J=8.0
Hz, 1H), 7,60 —
7.46(m;: 3H),
7.10(1, F= 8.4 Hz,
1H), 3.79(t,J =
5.6 Hz, 2H),
3.48+3.42(m, 6H),
2,10(s; 4H):

B AN = PR A | 46 0,956
) LR TG-BERA) | 242% 352.9
Solok-4op BERR A 0-60AB

1o Bk 73 AR |47 0953
N2k etz -1 2 | 39:4% 379:1
Py Bl 4 B A 0-60AB
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[0786]
'H NMR (406
MHz, MeOD-d,)
J8.72(s, TH),
8.15 - 8.13(m,

[l-Fk-7-3- AR A )-4-
Srebk ok 1-(4- T A B Bt
k-1 P

48
49:7%
A

1.063
429.0
0-60AB

2H), 7.85(5. 1H),
7.80 — 7.74(m,
5H), 7.61 —
7.55(m, 1H),
726(t, J=8.8 17
1H), 3.62
-3.09(m, 8H),
3.92(s, 3H): 2.02
~ 1.28(m, 3H).

-4 1-EOR -7-(3- R
Hyspepak-4- 5 KRR
-1-H R

49
40:2%
A

1.037
393.0
0-60AB

'H NMR(400
MHz, MeOD-d;)
08.62(s, 1H),
8.14(d, J=8.8
Hz,1H), § 89—
8.83(m. 211), 7.66
~7.52(m, 3H),
T18(d, T=80:
Hz, 1H), 3.86—
3.65(in, SH),
2.15(s, TH).

1= 2SR 743 AR )
T -4- 25 IR A
0k

1.004
393.0
0-60AB

'H NMR(400
MHz, MeOD-d,)
88.82(s, 1H),
8.32(d, /=74
Iiz, 111), 791 -
7:84(m. 1H), 7.69
—7.50(im, 4H),
7.17(t, J~ 8.0 Hz,
1H), 4.73(d, J =
10.0 Hz, 1H),
3.67(s, TH),3.10
~3.99(m, 2H),
2.59(1, J=11.2
Hz, 1H), 1.98~
1:52(m, 4H).

Ny

I[1- R 73 AR &)
Ferlolk-4- Bk 19K -3
Ltk

51
33.1%

1.024
393.0
0-60AB

'H NMR (400
MHz, MeOD-d,)
5'8.81(s, 1H),
8.30(d, J=8.4
Hz,1H), 7.93 -
7.88(m, 1H), 7.67
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[0787]

~7.50(, 4H),
7.17¢t, J= 8.4 Hz,
[H); 462 —
4:27¢m, 1H), 3:60
-3:16(m; 3H):
2.26 - 2.35(m,
1H),2.02 ~
1.28¢m, 4H).

2-[4-[1- F R T-(- R R
) Fbh-d- 2 K%
AR NN LR
5

0.959
436.0
0-60AB

" NMR(400
MHz, MeOD-d,)
3 8.90(s, 1),
8.42(s. 1H),
8.05(s, 1H).
7.90(s. 1H). 7.73
~7.58(m, 3H),
7.26(t. J— 8.4 Hz,
1H), 4.44(s, 2H).
3:67(s. 8H3. 3.07
~3.04(m, 61T

L&k 73 AR
BN SR
BRI &) Fevkobh-d- F
B

53
27:9%

1.130
443.0
0-60AB

'H NMR(400
MHz, MeOD-d,)
5 8.83(s, 1H),
8.50(d, J=8.8
Hz, 1H), 8.36(d,J
=84 Hz, 1H).
7.92(s, 1H), 7.71
—7.56(m, 3H),
7.24(t, J= 8.4 Hz,
1), 3.914(, =
6.0 Hz, 2H), 3.48
—3.42(im, GH),
2:00(s, 4H).

I- & A& 78 AR
H-N-[4( T R T A)
SRS 4 T B

54
4%

1.202
402.0
0-60AB

"H NMR (400
MHz, MeOD-dy)
d8.54(d, J= 1.6
Hz, 1H), 8.45(d..J
= 8.8 Hz, 1H).
8.20(s, 1H),
8.10-8.07(m, 111),
7:75<7.51(m, 5H),
7.38(d, J=8.4
Hz, 1H),
7.18-7.14(m, 1H),
4.48(s, 2H),
3.41(s. 3H).
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[0788]

'H NMR (400
Mz, MeQH-dy)
58.63(s, 1H),
8.14-8.07¢m, 21},
7.77-7.69(m, 4H),
7.60-7.54(m, 1H),
7.30-7.23(m, 3H),
4.49¢m, 1H),
3.55-3.45(m, 411),
3.06-2.84(m, 2H),
1:84-1.39(m, 3H),
1.23-0.98(m, 2H).
"H NMR(400
MHz, MeOH-d,)
5 8.78(s, 1H),
§.41-8.33(m, 2H),
7:82(s. 1H),
7:69-7.35(m; 31T),
7:23-7.18(m, 1H),
4.00-3.96(m, 1H),
3.47-3.36(imn, 4H),
1.98-1.90(m, 1H),
1.76-1,72(1, 2H),
1.45-1.34(m, 2H),
'H NMR(400
MHz, MeOH-d,)
8 8.53(s, TH),
8.35(d, J=8.8
Hz, 1H), 8.10(d, S
= 2.0 Hz, 2H),
7:98(s. TH),
7:65-7.50(m, 3H),
7.14(m, 1H),
4.53(m, 1H),
4.21-4.16(m, 1H),
3.99(m, 1H),
3.30(m, 1H),
2.91:2.84(m, 1),
2.12-1.93(m, 311),
1:60-1.46(m, 2H).

[1-BA-7-3- Bk L)4- | 55 1.042
SR (B AT | 8% 33800
Hy- 1tk K P ER A 0-60AB

- & & 743 K| 56 1.093
HON-(v9 Bl 45T | 15% 394.9
ByFebdha- TR | A 0-60AB

Ne(1- & B 3k -4- 9k 72 | 57 1.063
K- 1-Fk7-3-REE) | 3% 407.1
St - P A D-60AB
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1- BoA 70- B R
N[22 BN 1M
AT Ek-4- T B

e

58
9%

1.089
497
0-60AB

TH NMR(400
MHz, MeOH~dy)
58.55(d, 7= 1.6
Hz; TH), 8.39(d, J
=82 Hz, 1Hj,
$.18(s, 1H),
8:17(m, TH),
8.10(s, 1Hj,
7.647.49(mm, 3H),
T XT3, THY,
3,66-3.64{m, 4H);
349, J=521lz,
200), 2.35(1,J =
5.2 Hz, 2H),
1.86-1.80(m, 4H).

- B2k T05- BB
AON(v9 Rk 329
A Fobak-4- 9 Bhik

59
15%
A

1.069
366.0
0-60AB

"H NMR (400
MHz:, MeOH-d,}
9 8.56(s, 1H),
8:35(d, 7=8.4
Hz, 1H),
8.17-8.10(m, 2H),
7:96(bs, 1H),
7.64-7.51{(m, 3H),
71771200, THY,
3.95-3.62(m, 6H),
2.65-2.62(m [H),
2.16-2.07(m, 17Dy,
1.80-1.72(m, TH).

4f1- BTG RAE L)
Fofobd- 30 8N A
otk 2 ) e

60

12%

1.034
409.0
0-60AB

Y NMR(400
MHz, MeOH-d,)
38.52(d, S = 1.6
Hz; 1H), 8.06(in,
1H), 7.64(bs:
2H), 7.64-7.48(i,
3H), 7.16-7.11(m,
1H), 4.67-4.48(m,
1H), 4.09-3:86(m,
4H),:3.03:2.72(m;
5H).
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3A[[1- B K73 A R
) Feakd- 2012
P E-1,24-08 k5.9

61
5%

1:039
407.0
0-60A1B

'H NMR(400
MHz, DMSO-d;)
98.99(d, J=5.6
T, 1173,
8.77-8.10(m, 7HY,
7.80-7.75(m, 2Hy,
7.59-7 54(m, 2H},
7.26-7.22(m, 1H),
4.68(d, J=52
Hz, 2H).

LB T3 R 2 N
RA T4 T Bk

62
5%

A

1.192
358.0
0-60AB

"H NMR(400
MHz, MeOH-d,)
SRR, 1H),
8.56(d, J=8.4
Hz, 1H), 8.46(d, J
~8.8 Hz, 1H),
8:02(s; 1H):
7:76-757(m, 5HY,
745-7:400m, 2H),
7.27-7.20(m, 2H).

- &R 743 B R
A)NM(A LT ER
S fevbukd- PR

63
3%

L115
388.0
0-60AB

"H NMR(400
Mz, MeOH-d})
58.87(d, J=2.0
Hz, 1H),
8.44-8.24(m, 2H),
$.19(s, 111,
7.83:7.58(m, 5H),
8.22(s, 1H),
7.33-7.28(m. 1H),
4.49(s, 2H).

AR T3 ROR
F)N-3-th A B )
o W

64
8%

0.957
409.0
0-60AB

"H NMR(400
MHz, MeOD-d,)
F8.54(d, J= 1.6
Ha, 1H), 8.42(d, J
=88 Hz, 1H),
8.29(s, 2H),
8.10-8.07(m; 2H),
7:67-7.51(m, 3H),
7.18-7.14(m, H),
3.84(t, J=4.4 Hz,
2H), 3.52(1, J =
5.2 Hz, 2H),
2.97:2.91(m, 6H);
2.06-1.99(m. 2H}.
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[1- e -7-3- Rk )-4-
Tk AR [4-2-92 A
Rk -1 W

65

13%

0.910
394.9
8-60AB

"H NMR(400:
MHz, MeOH-d3)
5854 F= 1.6
Hz, 1H), 8.09(m,
1H), 7:836m, ZH),
7.66-7.36(mi, 3H),
71857 14(m, 1HY,
3.97-3.45(m, 6H),
277205 (m, 6I1).

%

i

ity

&

1- % %-7*(3-@(‘
b4 P R

)

o

%

66
10%

1.010
282.0

060

"H NMR (400
MHz, MeOH-d,)
88.59-8.55(m,
OH), 817-8.12(m,
2H), 771765,
210, 7.59-7.53(m,
211), 7.22-7.1 T(m,
110,

1o K 73 BOR
BN~ A A YRE
) Sedenk A BhRE

0.946
3790
0-60AB

"H NMR@00
MHz, MeOH-d;)
S837fs, TH),
R.36(m, 211),
8.06-8.02(m, 21I);
7.64-7.48(m, 311},
7.16-7.10(m, 1H),
4,22-4.16(m, 1H),
3.53(m, 2H),
3.20(m, 2H),
2.86(5. 3H),
2,30(m, 2H),
1.97-1.82(m, 2H).

BT3B RN
o G o o4 B < o b
A4S

68
7%

1.082
366,0
0-60AB

"H NMR(460
MHz, MeOH-d,)
88.67(s, 1H),
8:62(d, J=1.6
Hz; 1H),
8.44-8.07(m, 3H),
7.75-7.69(m, 2H),
7.62-7.56(m, 1H);
7.25-7.20(m, 1H),
4.20-4,14(m, 1H),
4.03-4.00(m, 2H),
2.00(m, 2H),
1.74-1.64(m, 2H).
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'H NMR(400
MHz, MeOH-d;)
5°8.59(d, J~ 1.6
Hz, TH), 8.47(d.J
=82 Hz, 1H);
8.31(m, 1H),
8.12-8.04(m, 3H),
69 0946 7775772 (m, 2H),
10% 4090 7.57<7.51 (m, 1HY,
A 06048 7:41(hs, 2H);
7.247.19(m, 111y,
4.7{m, I,
3.55-3:43(m, 3D,
3.00(m,.2H),
275, 2H),
1.80(m. 2H),
1.52=1450m, 2H).
Y1 NMR(400
Mz MeOl1-d4)
8 8.51(s: 1D,
8.36(d, =92
Hz, 1H), 8.06(d. J
LR A 70 RR 70 126 a s.g;uz,_m);

_ . 14% 8.05(s; 1H),
B pN-@-F AR LR 380.0
B R Y s

7.18-7.13(m, 1H),
404-3.97(m, 1H),
3.75-3.67(m, 1H),
2.31:2.29(m, 1H),
1.99-1.86{m, 3H),
1.49-1,33(m, 4H).
'H NMR{E00
MHz, MeOH-d})
4 8.86(s. 1H),
8.65(d, J 7.6
Hz, 1H), $.40(d,J
=2.0 Hz, 1H),
8.03(s, 1),
7.88(d, J=84
Hz, 1H),
7.73<7,52(m, 5H).
7.27:7.23(m, 1H),
4.16(s; 2H).

L A& 743 AR
N2 LR
EOtae b WL
"

L-BUE-N-[4-(RA T | 71 0:991
RAT-B- AR BT | 15% 370.0
obfdo 0 B B A 0-G0AR

NH;
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ofe A 43 B B
A )NA(6-F 2R 3k
A Fobohd - T AR

72

2%

0.976
3738
0-60AB

'H NMR(400
MHz, MeOH-dy)
89.45(s, 1H),
8.90(d, J=1.6
Hz, 1H), 8.62(d,.f
=8.8 Hz, 2H),
241, =16
Hz, 1H), 8.22(s,
1H), 7.98(d. J—
8.8 Hz, 1H),
7.73<7.57{m; 3H),
7.27-7.23(m, 111),
2.82(s, 3TT).

1.051
423.1

0-60AB

"H NMR(400
Mz, MeOD-d,)
§&B1(s, THY,
8.55(d, 7=38:4
Hz, 1H), $.34(d, J
=8.0 Hz, 1H),
8.07(s, 1H), 7.68
~7.55(mm, 3H),
7.22(m, 1H), 3.99
—3.68(n,
SH).2:82(t, ZH),
1.26(s, 6H),

V-5 743 AR AR )-N-
TR ka9 AR

T4
12%

1.077
295.9
0-60AB

' NMR(400
MHz, DMSO=d,)
I 8.56{d, J=156
Hyz, 1H), 8.46(d, J
= 8.8 Hz, 1H),
8.22(m, 1H),
8.11-8.04(m, 2H),
7.76:7.71(m, 2H),
7.57<7.51(m, 2H),
7.40(bs, 2H),
7:34-7.19(m, 2H),
2.78(d, J—4.4
Hz; 3H):
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| PRGN
FONA4-F B F
ok 4P BER

75

&%

1.090
388.0
0-60AB

'H NMR (400
MHz, MeQH-ds)
88.50(d, /= 1.6
Hz, 1H), $.40(d,J
= 8.8 Hz, 1H),
8.16(s. TH),
8.12(s, [H),
8.04-8.01(m, 1H),
7.67-7.60(m, 411),
7.527.46(m, TH),
7.15-7.10(m, 1H).
6:89-6.87(m, 2H),
3.73(s; 3H):

1= B NA2(1,1- 2
Ko-l4-Ek4-A£) O
)73 AR ek
4- T BAE

16
25.0%

1.038
443.0
0-60AB

'H NMR @00
MHz, MeOD-;)
J 8:82(s, TH),
8.54(d, 7=88
Hz, 1H), §36 ~
8.33(d, /=68
Hz, 1H), 8.06(s,
1H), 7.68 —
7:54(m, 3H), 7.24
—~7.19(1, 1H),
3.81(m, 6H), 3.60
~3.51(m, 4H),
3:43(m, 2H).

1- & & 73- A R
A PN-[22- ARkt
1A ) Lk F 4 F
ik

77
17:8%

1.089
392.9
0-60AB

YH MR (400
Mz, DMSO-d;)
3°9.00(s, TH);
8.75(s, TH),
8.39(m, 2H), 7.80
—7.78(m, 3H),
7:64 —7:52(m,
1H), 7.37 -
7.28(m, 1H),
3.81(d, J=5.6
Hz, 1H), 344 —
3.38(m, . 6H),
2.18(t, 2H), 1.95
—.1.82¢m, 2Hj.

-8 2 N2 B -2 F
H Py IR )73 AR
Sl o P

78
7%

0.984
333.1
0-60AB

YH NMIR (400
MHz, MeOD—dy)
38.56(d, J= 1.6
Hz, TH), 8.48(d, J
= 8.8 Hz, 1H).
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8.38(d, J= 1.6
Hz; TH), $.05(,
1H); 7.72-7.57(m,
3H)727-7.22(m,
1H), 3:64(s, 2H),
1 47(s. 6H).

-8 N-2-3,5- = F
Aot 1R LT3
AL Fbolf4- T B

S

79
24.9%
A

1.089
392.9
0-60AB

"I NMR(400
MHz, DMSO-de)
49.00(s, TH),
8.75(s, 1H).
8.39(m, 2H), 7.80
—7.78(m, 3H),
7.64—7.52(m,
1H), 737 -
7.28(m, 1H),
3.81(d, J—5.6
Hz, 1H). 344~
3.38(m,.6H),
2.18(t, 211, 1.95
~ 1.82(m, 2H).

R TQ-AREY ok
ob-d- B R

1059
367.1

0-60AB

'H NMR(400
MHz, MeOD~dy)
38.52(d, J= 1.6
Hz, 1H), 8.38(d, J
= 8.8 Hz. 1H).
8.17(s, 1H),
8.09(d, J= 1.6
Hz, 1H), §.00(,
111),7.64-7.48(m,
3H), 7.16-7.11 (m;
1H); 3:54-3.42(m,
4H), 1.96(s. 3H).

- & A 73 AR
E)N-2- G 2- K,
L) Fened- T Bk

81
3.5%

1092
409.0
0-60AB

11 NMR(400
MHz, MeOD-d,)
S8.81(s, 1H),
8.55(d. /=%.8
Hz, 1H), 836 -
8.33(m; 1H),
7.93(s. 11), 7.68
—7.5%(m, 3H),
7.22(m, 1H), 7.24
—7.19{m, 1H),
4.33(s. 2H), 3.76
~3.70(i, 4H),
3:65=3.59(m,
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4H).

'H NMR(300
MiHz, DNMISO-de)
5899, 11T),
8:74(m, 111). 839

4T fE

- & & 7-0- & % — 8.36(m. 2H),
. . .| 82 1.052 ) )
H N2 2R R R 784 = 7.7%(m.
o 18.4% 3940 '
ARy bk 4 3H0),7.63 -
) A 0-60AB ‘
B 7.57(m, 1H), 7.33
~7.28(m; 171y,
3:48 -3.37(m1,
4H), 3.27 -
3:20(m, 4H).
'H NMR{400
Mz, MeOD-dy)
§8.53(s. 1H);
o P {42(d. J=88
bR BT R 83 0992 Hz iH) 831(
3 992 z, 1H), 8.31(s,
SR)NA[ 24P Bkl | Co _3‘ ,
_ , ; 6% 408.1 1H), 8.10-8:05m;
) Tk B4 F B o
5 A 0-60AB MY, 76775 m,
N : 311), 7.19-7.14fm,
( ] 1H), 3.61(1,J =
N
| 6.0 Hz,.2H),
2.93-2.74(m, 9H).
Y NMR (400
Milz, MeOD—dy)
5 8.80(s; 1H),
8:46(d, J=838
, . Hz, 1H), 8,34~
- R AN[IR)-2-BA | . o
- 84 1.049 %:3 1, TH),
AT AR 352.9 793, 1H0, 7.68
. i P X/ b o’ = S, )y 1
FARECE & SITE V' o
, ‘ A 0<60AB 753, 3HY,
A-F LR .
7.23 = 7.18(m,
1H), 4.63 —
4.58(m,
1H),1.50(m, J=
7.2 Hz. 3H),
'H NMR(400
MHz, MeOD-d;)
LB AR NL[(18)-2- E ‘ 8 8.80(s, TH),
) A8 % ~ | 85 1043 @
e Ak 2 B D - 3511 B46(d. J=84
. Ao I3,
H1-7-GB- ARy bk Hz. 1H), 834 -
K7+ Y & oLk )

8.32(m, 1H);
7-94(s, TH); 7.68
— 753, 3H);
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7.23 =7.18(m,
1H), 4.63 —
4.58(m, 1H),
1.50(m, /=72
Hz; 3H):

I & 45 AR
AR N4 T R Aok
TR YRR R s
4-W Bihe

&6
30%

1.099
471.0
0-60AB

'H NMR(400
Mz, F&-d4)
8 8.85(s,1H),
8:46(d, J=8.8
Hz. 1H), 8:37(d,J
= 8.8 Hz, 1H),
798(s, 1H),
7:69-7.62(m, 3H),
7.59:7.54(m, 2H),
72201, J=8.8 Hz,
1H), 7.09(d, J =
9.2 Hz, 1TH),
7:04(d, J=9.2
Hz. 1H).

4:59-4.51 (m, 1),
2:63:3.60(in, 1H),
3.40-3.32(m, ZHy,
%,23:3.19(m, 1H),
2.93(s. 3H),
2.41:2:38(m, 1H),
2,28-2.24(m, 1H);
2.14:2.08(m, 1H),
1:94-1.87(m, 1H).

3011 G2 73 AR
)Tt SR TR
PN 1,24 18
5 Y B R

87
26%

1.049
420.9
0-60AB

'H NMR(400
MIlz, DMSO-d6)
B 933(d,J=18
Hz, TH), 9.04(t, J
=5.6Hz, 1H),
$.65(s, 1H),
8,49(d. J= 8.8
Hz, 1H),
8.15:8.11(m, 3H),
7.79:7.73(m, 4H),
7.58-7.52(m, 1H),
7.23(t, J=8.0 Hz,
111, 4.66(d. J=
5.6 Hz, 2H),
278(d, J= 4.8
Hz, 3H).
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'H NMR (400
MHz, DMSO-d6)
& FO750m. 1HE
9.07(t. S~ 64Hz,
1H), 9.03(s, 1H),
8:41(s, 1H),
8.35(s, 1H),

f- B & 740G BOK | 88 0.972 7R4-7.79(m, 2H),

BN R 2oty /X | 22% 4930 7:62-7.57(m, 1HY,

AR FovRd- Wl | A 0-60AB 7337 28(m, TH),
4.08-3.95(m,
411, 3.68(d, J =
6.0 1z, 211),
3.54(d, J=6.0
Hz 2H),
3.23-3.20(m, 2H),
1.42(s, 6H).
Y1 NMR(400
MIlz, DMSO0-d6)

& 943(t, J=6.0
Hz, TH), 9.06(5,
THY, 8.77(s,- 1),

—— e ; 8.65(s. 1H),
1« B 4% <743 8 | 89 1.078

. 8.59(s; 1H),
N2 8 F 4R | 31% 373.9

: . 8:49-8.43(m, 2H),
FEoEk-d- T BhRE A 0-60AB _ )
N B.08(s; LH),

[ = 783(t, J~ T2 Hz,
N 2H), 7.65-7.59(m,
1H), 7.37-7.30(m,
1), 4.68(d, J=
6:0' Hz, 2H).

'H NMR{E00
MHz, MeOH-d4)
or 8.83(s. LH),
8.:42-8.35(mn, 2H),
7:80(s; 1),
7:7147.56(m, 3H),
739(dd, J=12
1.6 Hz, 1H),
733t J=8.0 Hz,
1H), 7.26-7.24(m,
1H), 5.65(s, 2H),
3.93(s, 3H).

- & & 3 B K |90 1.352
FON-[2- F R KAL) | 33% 401.9
PSR4 T BB | A 0-GOAR
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'H NMR(#00
MHz, DMSO-<d6)
5: 8.85(, J=56
Hz, 1H), &.62(s,
1H), 8.59(d, J=
8.8 Hz, 1H]J,
8.19(s, [H),

8.09(dd..T=88
1- & % 73 & % |91 1.162 1.6 Hz, TH),
FGN-[(B-F BA R | 34% 401.9 7.79:7.75(m. 2H),
WRhrdg- T e | A 0-60AR 7:60-7.54(m, 1H),

744(s, 2H),
7.29-7.22(m, 2H),
6.96-6.94(m, 2H),
6.83(dd, J= 88
2.0 Hz, TH),
448(d, J=6.0
Hz, 2H), 3.76(s,
3H),

H NMR{400
Mz, MeOH-d4)
& 8.84(s, 1H),
8.76(bs, 1H),
8.43-8.37(m, 2H),
7.81(s, 1H),
7.71-7.56(m, 3H),
7.24(t, J=8.8 Hz,
1H), 3.32-3.28(m,
2H), 2.02-1.96(m,
1H, 1.05(d, J=
6.4 Hz, 6H).

'H NMR (400
MHz, DMS0-d6)
o 8.92(t, J=6:0
Hz, THD,8.60(s,
1H), 8.52-8.45(m,
3H), 8.23(s, 1H),
8.06(dd. /= 8.8
1.6 Hz, 1H),
TT4%, F=8.8Hz,
2H), 7.57-7.51(m,
LHY, 745(s, 1H),
7.24(s, 2H),
7.22:7.21{m, 1H),
4.49(d, J=56

1A -7-B- AR )N- | 92 1.229
T ke st b4 T ok | 42% 3379
e A 0-60AB

- B R 70 R K| 9 0950
RN AT HOR | 27% 372.9
oA W B A 0:60AB
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Hz, 2H).

I & ok 743 AR
FON-G-mbo LY &)
sedf-4- T BERE

94
18%

0:976
372.9
0-60AB

'H NMR (400
MHz, DMSO-d6)
5 9530t S~ 6.0
Hz, TH),9.04(s,
1H); 8.91(s, 1H),
B.78(d, J=4.8.
Hz, TH),
8.48:8.39(m, 3H),
8.13(s. 1H),
7.96-7.93(m, 1H),
7.847.79(m, 2H),
7.62-7.56(m, 1H),
7.34:7.30(m, 1H),
4:67(d, J=6.0:
Hz, ZH),

b & T3 AR
F)N-2- F 5 4-whog
) FoRolR-4- W B

95
12%

1.119
372.9
0-60AB

Y NMR(400
MEHz, DMSO-d6)
5 12.1(s, 1H),
9:05(s. 1Hj,
8.63(d, J=6.8
Hz, 1H),
8.48:8.40(m, 3H),
8.21(s, 1H),
8.11¢dd,.J= 6.8
2.0 Hz, 1H),
7.85-7.80(m,
2H);
7.63-7.57(m, 111),
7.33:7.28(m, 1H),
2.70(s, 3H):

- A & 73- AR
)Nt L TR
k.4 Bk

96
30%

0.977
3729
0-60AB

J= 88 Hz, 1H),

YH NMR (400
MHz, DMSO-d6)
8 9.56(t, J=6.0
Hz, 1H), 9.05(,
1H), 8.73(d. J =
5.2 Hz, LH),
8.46(d, J=8.8
Liz; 111y, 8.42(dd,

8.25(t, J = 7.6 Hz,
1H), 8.21(s, 1H),

7.84-7.79(m, 3H),
7:69(t, J= 6.0 Hz,
1H). 7.62-7.56(m,

157



CN 104334532 B

w B

110/132 L

[0801]

TH), 7.34-7.28(m;
1H), 4.77¢d, J=
5.6 Hz, ZH).

1= RN T 273+
AR k-4 F 8
b3

97
25%

1.120
3359
0-60AB

'H NMR{(400
MHz, DMSO-d6)
8 8975, 1H),
8.90(d, J=7.2
Hz, 1H), &39(,
2H), 7.91¢, 1H).
7.81-7.7H(m, 2H),
7:63-7.56(m,. 1H),
7.32-7.27(m, 1H),
4.44-438(m, 1H),
2.26-2.23(m, 21,
2:09:2,02(m, 2H),
L73-1.67(m,

2H ).

Y Bk

98
35%

A

1.194
349.9
0-60AB

'H NMR (400
MHz, MeOH-d4)
8 8.84(s, 1H),
8.40-8.35(m, 2H),
7:80(s. 1H),
7.71-7.56(m, 3H),
7.26-7.21(m, 1H),
4.42-4.39(m, 1H),
2.14-2.08(m, 2H),
1.84-1.77(m,. 2H),
1.70-1.63(m, 411).

LB N G743
RN F 4= Bl

99
9%

1.089
310.1
0-60AB

'H NMR(400
MHz, DMSO-d6)
& 8.58(s, 1H),
8:44(d, F=838
Hz, 1H),
8.28-8.25(m, 1H),
8.06-8.04(m, 2H),
7:767.72(m, . 2H),
T:57-7.51(m,. 111},
7.35(hs, 2H),
7.247.19(m,. 1H),
3.27-3.26(m, 2H),
1130, J=7.2.Hz,
3H).
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HOY’

- & A 703 # R
H)N-G-F R Fh )ik
vhh-4-F BLAE

100
153%

1.094
3399
0-60AB

'H NMR (400
MHz, DMSO-d6)

8.68(1, J=64 Hz.
TH), 8.40(s. 2H).
7:90(s, TH),
7.84-7.78(m, 2H),
7.62-7.56(m, 1H),
7.317.27(m, 11L),
3.49(t, J=64Hz,
2H); 336331 (m,
2H). 1.73-1.66(m,
2Hj.

PEHE N AATF
H)-7-(3- RARA ) S olobk
- BAE

101

20%

1.158
35359
0-60AB

'H NMR(400
MHz, MeOH-d4)
&: 8.80(s, 1H),
8.39(d, /=838
Hz; 1H), 8.34(dd,
J=881.61lz
1H), 7.79(s. TH).
7.67-7.52(m, 3H),
7.24:7.18(m, 1H),
3.30-3.29(m, 2H),
1.15-1.08¢m, iH),
0.60-0.55(m, 2H),
0.33-0.30(m, 2H).

1B -3 AR RN
S - FrB 4. L
i

102
22%

1.087
324.0
0-60AB

"H NMR (400
MHz, DMSO-d6)
5: 8.96(s. 111),
8:39(d, J=76
Hz, 1H), 8.38(s,
2H); 7.86(s, 1H),
7:81-7.77(m, 2H),
7.62:7.56(m, 1H),
7.32-7.27(m, 1H),
4.13-4.05(m, 1H),
1.18(d, J=6.4
Hz, 6H ).

1= N2 Bk 2=
R LEWTO- AT
Feekthed- Pt

1.006:
338.9
0-60AB

L NMIR(400
MHz, DMSO—dy)
58.59(s, 1H),
8.45(d, J—-88
Hy, 1H), .42,/
= 6.0 Hz, 1H),
8.18(s. 1H).
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£.08-8.05(mu, 1H),
7.76-7.71(m, 2H),
7.56-7.52(m, 3H),
7.23-7.19(m, 1H),
701(bs, 1H),
3.81(d, J=6.0
Hz, 2H).

" NMR(400
MHz, DMSO-d6)
8 9.06( J=6.0
Hz, 1H), 8.73(s,
1H), 8.5%(s, 1H),
8:50(1, J=8.8 Hz,
104 1.094 2H), 8.21-8,14(m,
15% 387.9 2H), 8.04(bs,

A 0-60AB 2H); 7.80-7.76(m;
2H), 7.61-7.56(m,
Y, 7271 =
8.0 Hy, 1H),
4.60(d, J=6.0
Hz, 2H), 2.51(5,
3H).

'H NMR (400
MHz, MeOH-d4)
8 8.91-8.89(m,
2H), 8.65(dd, J =
56 1.6 Hz, 1H),
- A AL 743 A K| 105 LO81 8.60(d, J='5.6
HON(2- T 3- R | 14% 372.9 Hz, 1H'), 8.42(d,
H)Sedodh-4- 5 Bl A 0-GOAR J=88 Hz, 1H),
8.27(s. 1H),
8.04-8.00(m, 1H),
7.737.57(m, 3H),
7.28-1.23(m, 1H),
2.86(s, 3H):

'H NMR(400
MHz, MeOH-d4)
8 9.62(s, 11D,
1- & & -7-3- B K| 106 1.034 R.88(s, TH)..
)N B FoBok | 9% 358.9: 878, J=8.8
A B A D-60AB Hz, 1H), 8 66(d, .J
= 5.6 Hz, 1H),
R:61(d, J=8.8
Hz, 1H), 8.38(d,./

= & A& 740 A R
H)N(5-F Atk 2-
Ky Folohod- Hk
%
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=8.8 Hz, 1H),
8.23(s, 1H),
8.16-7.12(m, 1H),
7.71-7.57¢m, 3H),
7.23-7.21{m, 1H).
'H NMR{400
MHz, MeOH-d4)
8 BiB7(s: 1H),
8.72(d, 1=6.8
Tz, 211}, 8.59(d..J
=R 8z 1H),
8.40-8.35(m, 3H),
I 8.25(s, 1H),
7.70-7.55(m, 3H),
7.25-7.20(m, 1H).
'H NMR(400
MHz, DMSO-d6)
8 8950w 1H),
8.68(d, J=4.4
Hz, 1H),

. ) ; 8.43-8.38(m, 2H},
1B N-IR R 2 7403- | 108 1.164

N o 7.86(s, 1H),
B AR FER-4-F B | 16% 323.1
’ 7:81:7.77(m, 2H),

S A 0-60AB

7.63-7.57(m, 111),
7.32:7.27(m, TH),
2.90-2.84(m, 1H),
0.75-0.70(m,
2H),
0.60-0.56{m, 2H).
'H NMR(400
NIHz, MeOH-d,)
58.85(s, 1H),
$.47(d, J=84
Hz, 1H), 8:38(d../
= 8.8 Hz, 1H),
7.89(s; TH),
7:71-T.56(m, 3H),
7.27+7.22(m;: 111);
3.80(t, J=5.6 Iz,
HY, 3.59(t,.J =
5.6 Hz, 2H).

1- & A 743- A | 107 1.024
HN-3-ubr B Fbak | 10% 358.9
4= W A 0-60AB

I fdE 748 B R 109 1421
AONQ-BR T BE | 7% 326.1
hh-4- F B A 0-6048
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1= # & 73 R R
A)N-(3- T X3 BAK
~F A -4 T B

110
32%

1.036
4229
0-60AB

"H NMR{#00:
MHz, DMSO-d6)
8 8.84(s,1H),
8.83(bs, 1H),
8.56(1, J=15.6 Hz,
TH), 8.41(d, /=
8.8 Hz, 1H),
8.30(d, J=8.8
Hz, 1H), 7.88(s,
1H), 7.78-7.74(m,
2H), 7.60:7.55(m,
1H), 7.27(1, J=
8:8 Hz, 1H),
3:56-3.510m,
10H), 2.63(1, J=
7.2 Hz, 1H).

1= £ & N RA T
H 70 RISk
4B BRI

111
28%

1.065
3211
0-60AB

"H NMR(400
MHz. DMSO-d6)
8: 9.21(bs, 1H),
8.82(s, IH),
8:66(bs, 1H),
8.470d, J=88
Hz, 1H), 831(d. J
=80 Hz. 1H},
8.04(s, 1H),
7.797.75(m, 2H),
7:61-7.56(m, 1H),
7.30-7.25(m, 1H),
434(d, J=5.6
Hz, 2H).

1= B T74(3- AR ) N-
v £k b3k - Freb otk
45 Bk

112
13%

1046,
351.9:
0-60AB

'H NMR(400
MHz, DMSO-d6)
5: 8.59(s, 1H),
8:46-8.40(m, 2H),
8.11-8,04(m, 3H),
7.37:7.72(m, 28D,
7.57-7,51(m, 1H),
7.40(s, 2H),
7,24-7.19(m, 1H),
4.49-4.42(m, 1H),
3,90-3,80(m, 2H),
3.73-3.:68(m, 1H),
3.61-6,57(m, 1H),
2.19-2.10(m, 1H),
1.94-1,%6(m, 1H).
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GH

- A 3 AR
E)NA-BAR TR
vt d L BE IR

113
17%

1.691
3549
0-60AB

"H NMR{#00:
Mz, DMSO-d4)
6; 8.70(s, 1H),
8.36(d, J=8.8
Hi, 1H),

R.22-R 14(m, 21,
8.11(s. TH),
7.98-7.91(m, 2H),
778773, 2H),
7:597.53(m, 1H),
7:27-7.22(m, 1H),
4,54(bs, 1H),
3.79-3.62(m, 1H),
1:89-133(m, 4H),
1.37-1.25(ru, 4H).

I B & G- AR
ARN-[2-52 -1 72 2
P ATk a7
B

114
16%

0.951
355.9
0-60AB

Y NMR(400
MHz, DMS0O-d6)
8 8.94(d, J=8.8
Hz, 1H), 8.78(,
1H), 8.64(s, 1H),
8.23(s, 2H),
8.15(dd, =88
2.0 Hz, 1H),
7.95-7.92(m, 2H),
7.78-7.73(ny; ZH),
7.57-7:51(m, 1H),
7:24-7.20(m, 1H),
4.32-4.21(m, 2H),
3.65-3.52(m, 2H),
3.34-331(m, 1H).

L~ g& %‘ ‘7’(3" ﬁh K
AN R IR T RS-
oo gk

115
6%

1113
337.9
0-60AB

"H KNMR(400
MHz, DMSO-4;)
D R.96(d:J = 6.4
Hz, 1H), 8.59(s,
1H), 8.45(d, J =
9.2 Hz, 1H),
8.18(s, 1H),
8.06-8.04(m, 1H),
7:76-7.75(m, 2H),
7.56-7.51 (m;. 1H),
7.46(bs, 2H), 7.24
~7.19(m, TH),
5:05-5.00(m, 1H),
4.78(d, J=6.4
Hz, 2H), 4.58(d.J
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= 6.4 Hz, 1H).

- &k 73 ROR
VN5 T R 3ok
A)Fobhoa- T B

i16

16%

1.105
3729
0-60AB

Y NMIR (400
MHz, MeOH-d4)
8 B.72(s, 1H),
8.54(s, 1H),
847(d, T 88
Hz, 1H),8.22(s,
1H), 81685, 1H),
8.11-8.07(m, 211},
7.65(d, J=8.8
Hyz, 1H), 7.60(dd,
J=06420Hz,
1H), 7.58-7.49(m,
1H), 7.16-7.11(m,
1H), 2.40(s, 3H).

- B A 703 B R
A N-2- T A B R 5.
Ay da- T B

1.130
373.9
0-60AB

'H NMR(400
MHz,MeOH-d4)
8: 9.21(8.2H),
$.86(s, 1H),
8.57(d, J—8.8
Hz, 1H), 8.38(dd,
J=88,1.6Hz
1H); 8.12(5, 1H),
7.697.54(m, 311).
7.25:7.20(m, 1H),
2.75(s, 3H):.

8 A, A& 243 K
A)LT- 2 R RS-F
B

118

NA

'H NMR(400
MHz, DMSO) 8
9.29-9.23(d, J=
—R8.64(s, 1H),
8.52 — 8.39(in,
IH), 8.31 -

8. 14{m, 2H), §.14
~7.96(bs, 1H),
7:64 = 7.52(m,
1H), 7.38 =
7.28(m, 1H), 4:40
~4.28(q, /= 7.1
Hz, 2H), 1.40 -
133, J=7.1 Hz,
3H),
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- & 3k 94 AR
ByNHERR S
W4T Bl

1.115
3399
0-60AB

'H NMR(400
MHz, DMSO-d6)
8 9.00(s, 1H),
8,68, J=6.0 Hz,
TH); 8:45-8.37(m,
2H), 7.94(s, 1H),
7.83<7.78(m, 1 H),
7.62-7.54(m, 1H),
7.32<7.27(m, 1H),
3.82-3.81(m, IH),
3.29-3, 14{m; 2H),
1.13-1.08(m, 311y,

AR -7 G- AR -
AR -4 9 82 ((1R,35)-3~
PR R ) B

120

14%

1.126
380.0

0-60AB

"H NMR(460
§Hz MeOH-d4)
8 831(s, 1H),
8.36(d, J=9.2
Hz, TH), 8.06(d, J
=8.8 Hz; 1H),
8.05(s; 1H),
7.67-7.51(m, 3H),
7.18-7.13(m, 1H),
4.04-3 97(m, 1HY,
3.75-3.67(m. 1H),
2.31-2.29(m, 1H),
1:99+1.86{m, 3H),
1.49-1.33(m, 41).

E CRECE &
oA - T BR((IR,3R)-3-

1,135
380.0
0-60AB

'H NMR (400
MHz MeOH-d4)
8: 8.48(s, TH),
8.30(d; J=9.2
Hz, 1H),8.04(dd,
J=8820Hz,
1H), 7.96(bs,
1HY), 7.64-7.47 (i,
3H), 7.15-7.10(m,
1H), 4.39-4.34(m,
1T, 4.13(bs,

1H), 2.00-1.97(m,
2H): 1.87-1.81(m,
1H), 1.72-1.43(m,
511):
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1B T-(3- AR -5
R4 R ((19,38)-3-
BERTE) B

122
24%

1.141
379.9
0-60AB

'H NMR (400
MHz,MeOH-d4)
8: 8:50(s: 1H),
8.33(d. J=9.2
Hz. 1H), 8.06(dd,
J=8820Hz,
LHD,. 7.99(s, 1H),
7:66-7.50(m, 3H),
7.17<7.13(m, 11L),
4.43-4 3&(m, 1H),
4.15(bs, 1H),
2.04-2.01(m, 2H),
1.90-1.84(m, 1H),
1.76:1.51(m, 5H).

-RATQ- AR )R
oo 2K

1.034
283.2
0-60AB

"H NMR(400
MHz,MeOH-d4)
3 9.25(d, J=8.8
Hz, 1H), 8,80,
1), 8.37-8.34(1m,
2H), 7.69-7.53(m,
3H), 7.22-7.18(m,
1H).

L AN R AT H

BANT-B-RE L) FE

kA B

0.959
337.1
0-60AB

"H NMR(400
MHz, DMSO-d6)
8: 892(d; /=68
Hz, 1H }, 8.60(s,
1H), 8.49(d, J =
8.8 Hz, 1H),
8:22-8.17(m, 311),
8:07(dd, F=8.8
1.6 Hz, 1H),
7:76-7.72(m, 2H),
7.57-7.52(m, 3H),
7.25:7.20(m, 1H),
4.83-4.77(m, 1H),
4.07-4.02(m, 2H),
43.97-3.93(m,
2H).

- A& 70 AR

SN B B 28 R
T3k ) F bk 4
B e

10%
G

1.090
392.9
0-60AB

L NMIR(400
MHz, DMSO-d6)
5: 855(s, 1HD,
842(d, J—-8 8
H, 1H), 8.10(dd,
J=881.6Hz,
1H). 8.06(s. 1H),
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7:65-7.49(im, 3H),
7.17-7.12(m, 1H),
4.84-4.80(m, 1H),
4359(t, J=8.8 Hz,
1H), 4.37(t. J =
88 Hz, [H),
4.23-4.19{m, 1H),
4.03-3.99(m, 111y,
2.22:2:19(m, 2H),
L1, J=7.8 Hz,
3H )

1.104
404.9
0-60AB

‘H NMR (400
MHzMeOH-d4)
8 8.59¢s, 1H),
8:45(d, /84
Hz, 1H),
8.18-8.09(m, 2H),
8.06(s. 111},
7.68-7.52(m. 3H),
7:20-7.15(m, 1H),
4.86-4.84(m, 1H),
4.76(t, J =8 .4 He,
1H), 4.43-4.35(m,
2H), 4.07-4.03(m,
1H), 1.67-1.61(m,
1H)..0.90-0.85¢m,
4H ):

RN A R
g S SUACRE S
) Feootk-4- 7 B

0.968
365.0.
0-60AB

"H NMR (400
MHz MeOH-d4)
§: 8.50-8.48(m,
2H); 8.34(bs,

TH), 8.14(s, 1H),
8.04(dd, J= 8.8
1:6 Hz, 1H),
7.63-7.48(m, 3H),
716711 (m, 1H),
4:81-4,77(m, 1H),
4:48-4.43(m, 2H),
4.31-4.26(m, 20Ty,
3.35-3.33(m, 2H),
1.24(t, 4= 7.2 Hz,
3H).
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"H NMR(400
MHz.MeOH-d4)
8: 8:57(s, 1H),
8:45(d, =88

Hz, 1H),

o 8.14-8.11(m, 2H),
= A& T3 A R ; ; o .
; ; L 128 1.078 7.68-7.52(m, 3H),
N[ Fk Gk _ L
. ) 8% 409.0 7.18-7.17 (i, 1HL),

HVEA RT3 .
G 0-60AB 4.85-4.83(m, 1H),

otk ‘ ‘
4.73-4.69(m, 1),

4:48-4 44 (m, TH),
4.34-4.30(m, TH)
4.11-4.06(m, 1H),
4.04(s, 2H)
3.42(s,3H).

“H NMR(400
MHzMeOH-d4)
8 B.88(s; 1H),
844(dd, J =88
129 0.934 1.6 Hz, 1H),

9% 282.1 8.30(d, J=8.8
0-60AB Hez, 1), 7.88(s,
1H), 7.71-7.56{m,
3H), 7.26<7.21{m,
1H), 4.59(s, ZH),
2.85(s, 3H):

"H NMR(400
MHz, DMSO-d6)
b 8.96(d, /=838
Hz, 1H), 8.79(s,
LH); 8.66(s; 1H),
8.22(s, 2H),
8.17(dd, J =88
1:6 Hz, 1H),

130 1.053 7.93(bs, 2H),
18% 438.0 7.797.75(m, 2H),
F 0-60AB 7.597.53(m, 1H),
7.267.22(m, 1H),
6.37(s, 1H),
6.22(bs: 1H),
4.27-4.16(n. 2H),
3.30-3.17(m, 4H),
2.42-2.40(m, TH),
0.57+0.59(in, 2H),
0.34{m,.2H).

To{3- BARAN-4-(F R E
PR N TR 2

!

BN 1[5 4
P BEAL)T 510
Bk LR)TO- R
)P ofoA- o e
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A NI A B
FBE )R BT I3
E7-03- R A ) FoE ok
AT W

131
14%

1.09&
407.9
0-60AB

"H NMR(400
MHz, DMSO-d6)
8: 9.28d, /=88
Hz, 1H), 8.62(s,
TH). 841¢. 1H),
§.1I(dd. J=8.8
1.6 Hz, 1H),
7.78<7.73(m, 211,
7.62<7.52(m, 3H),
72547 20(m, 1H),
5.96-5.87(m; 2H),
4.36-4.30(m, 2H),
4:04(t, J=6.4 Hz,
1H): 3.37-3.33(m,
1H),.3.23:3.17(m,
1H). 3.01-2.97(m,
2H); 0.95(t, /=
7.2 Hz, 3H).

LB N[1-(3R A 2 A
TR R A RT R
S0 SEACE B2
k4= B

132
18%

L112
420.0
0-60AB

'H NMR(400
MHz, DMSO-d6)
3: 930(d, J=8.8
Hz, 1H), 8.64(s,
1H), 8.43(s, 1H);
8.14(dd, J= 8.8
1.6 Hz, 1H),
7.65(bs, 2H}),
7:60-7.55(m. 1H),
7.27-7.23(m, 1H),
6.28(s, 111},
5.92:5.90¢m, 1H),
4.414.32{(m, 2H),
4.09(t, J = 7.2 Hz,
1H), 3:42-3.37(m,
1H), 3.26-3.20(m,
TH); 2.42-2.39(m,
1H), 0.56-0.48(m,
2H),
0.345-0.336(m,
2H);
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RN R AL
PEEAEAI) TR
= LR )73 AL
FBR-A- T B

133
20%

1.025
425.9
0:60AB

'H NMR(#00
MHz, DMSO-d5)
8: 8.95(d, #=3.8
Hz, TH), 8.79(s,
LH), 8.65(s, LH),
8:20(bs, 2H),
8.16(dd. J=92
2.0 Hz, 1H),
7.92(bs. 2H),
7.787.74(m, 2H),
7:58:7.52(m, 1H),
7.2557.20(m, TH).
6.18(bs; LH);
6:05(1, J=5.2 Hz,
1H), 4.27-4.15(m,
2H), 3.31-3.13(m,
4H); 3.03-2.97(m;
2H), 0.97(, J =
6:8 Hz, 3H).

ME[[1- 8 2R <743 B R
£)4-F A T R
AR

134
13%

1.237
371.9
0-60AB

“H NMR{400
Mz, DMSO-d6)
& 9.37(bs, 1H),
9:00(s, 1H),
Q488 44 (m, 11,
8.21(d, J=8.8
Hz. 1H),
7.85-7.80(m, 2H),
7.69:7.67(m, 2H),
7:60-7.57(m, 1H),
7.32:7.28(m, 11D,
4.44(d, 7= 6.0
Hz, 2H),
2:70:2.61(m, 1H),
0.96-0.95(m, 4H).

Te #7403 B R
H)NLI-CF A B
HyibeB -3 0K | B bk
4 B

135

10%.

0.961

4078
10-80AB

"H NMR(400
MHz, DMS0-d6)
3 9.04(s, 1H),
8.92(d, J= 6.4
Hz, 1H),
8.41-8.36(m, ZH),
7.92(s, 1H),
7.83:7.78(m, 2H),
7:60:7.55(m, 1H),
7.31:7.26{m, 1H),
445441 (m, 1H),
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3,55:3,51(m,. 1HJ,
3:38:3.21(m. 3H),
2.54(s, 3H).

2.13-2.09(m, 111,
1.98-1.96(m, 1H).

Ne[[1- B & 73 AR
Hed-FeEn T AR
FEERE

136
10%

'H NMR{“460
Mz, DMSG-d6)
5: 8850, =52
Hz, 1H),8.64; (s,
1H); 8.12-8.06(m,
3H), 7.85-7.82(m,
2H), 7.79-7.72(im,
3H), 7.56-739(m,
6HY; 7.23<7 18,
1H), 4.68(d, J =
5.6 Hz, 2H).

[2[1- & A& -7-03- 2 K
SO d ool )4 nk R

AV

137
17%

H

"H NMR(400:
MHz, DMS0O-d6)
& 9.18(s. TH),
8.84(d, J=5.6,
1H), 8.39(dd,
J=8.8 20 Hz,
1H), 8.08(d.
J=8.8 Hz, TH),
8.02(s, 1H),
7.90-7.83(im,
AH), 7.77(4,
J=5.2 Hz, 1H),
7.62-7.58(m,
1H),
7.34-7.29(m,
1H); 4.78(s, 2H).

erk3- K)ol 1 -

138
10%

1.289
3189
0-60AB
2 44t

"H NMR(400
MHz,MeOH-d4)
3 8:&3(s, TH),
8.58(d, J—8.8
Hz, TH), 8.32(dd,
J= 8.8 2.0 Hz,
TH), 7.81(s, 1H),
7.72(s, TH),
7.70-7.54(m, 3H),
7.24:7.19(m, 1H),
6:64(s, TH),
4.04(s, 3H).

171



CN 104334532 B

i BB B

124/132 1T

[0815]

R-FA2DBLZ R A
FYRA -2 RER

5T 7,85

139

0.831
377.8
595 AB

2 4r4p

'HNMR
(400Miiz,
cnei)

5945 (d, J=8.8
Hz, 1H), 8.77 (s,
1H), 811 (d, J=
8.8 Hz, 1H),
7.:99-8.83 (m,.
2H),7.56 (m,
1H), 7.35 (m, TH)
441 (q, 21D), 1.44
(t,J=721lz
310)

140

1.09
3089
5-95 AB
2 4 F

"HNMR
(400MHz,
€PCl)

5:9.44 (d, J=9.2
Tz 111, 8.82 (5.
TH),8.11.(d,J=
8811z, 111),7.95
(m, 2H), 7.53 (m,
1H), 6.80 (s
0:3H), 6.62.(s.
0.5H). 644 (s:
0.3H}, 4.43 (m,
2H). 1.45 (m, 3H)

S F R 202 F A4k
R )L T AR5
g

141

0.615
308.9
5-95AB
L5 o4

HNMR
CDCLY: 9:9.48~
9.50(d, J=8.0'Hz,
1H);.8.78 (s, 1H),
8.67-8.68 (d,
J-4:0 Hz, 1 H),
8.16~8.16 (m, 1
H), 7.87 (s, LH),
7:80~7.81 (m,
2H), 4.39~4.45
(dd. J=14.0Hz,
7.2 Hz, 2H), 2.70
(s, 3H),
1.42~1.45.(t,
J=14.0Hz, 7.2
Hz, 3H)
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[0816]

B: 940~
9.43(d, J~8 8 Hz,
1H),:8.81 (s, 1H),
8.44-8.48 (d,
J=1.6 Hz, 1 Hj,
8.29-831(d,
J=4:0 Hz, 1 H),
8.07-8.10 (@,
0.761 J=8 R Hz. 1 1,
142 400.9 TRI~TR3 (4,

K 5:95AB J=8.0 Hz; [H),
L5 &% 7.64~7.68 (m,
[H), 4.34~4.39
{a, 2H), 270 (s,
6H), 1.36~1.40.(1,
J=14.0Hz, 7.2
3H)1.36~1.40(1,
J=14.0Hz, 7.2
Hz, 3H)
"H NMR
(400MHz,
CDCI3Y
5:9.48 (4, J=92
Hz, 1H), 8.83 (s,
1H), 8.71.(s, 1H),
R-B2-(3- W AR B A B2 8:40 (4, J(: 8.4
KA TSR RS i L Hy, 1H), 8.15 (4,
K 5-95A8

VB 8 J=8&8 Hz, 1H),
2 4%F

8- A3 = T AR
LB AR AL
RALHE-5- TR O

8.05 (d,.J=8.0
Hz, 1H), 7.75 (m,
1H), 441 (g, ZH).
3.14 (s, 3H). 1.44
{t,J=72 He,
3H)

' NMR
(400MHz,
CDC13)

0721 8:9.35(d, J~9.2
144 364.9 Hz, 1H), 8.74 (s,
K 5-95AB 1H), 8.16 (m.
244 1H),

8.04-8.08 (i,
2H),

7.43-7.52 (m,

8- F A -2-[3-( 2 F AL A
AT LA )KL=
AR5 B 0
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2H). 436 (q, 2H),
3.17(s; 3H); 2.95
(s, 3H), 1.44 (t.J
= 7.2 Hz, 3H)

8- & 23,5 = &
H)LT-= BE RS-
ki

%

0.792
3299
5-95AB

24574

"HNMR
(400MHz,
CDCI3)
8:9.46(d, J=92
Hz; 1H), 8.78 (s,
151y, B.06 (d, F=
8.8 Hz, 1H), 7.65
{m, 2H}, 6:92 (m,
1H), 4:41.(q, 2H),
144 {t J=72
Hz, 3H)

8RA2-G-AARER
BEy17-2 AR BES-F
&

146

5:95AB
i

'H NMR:
(400MHz,
CDCL) 67932~
934 (d, /=8 8 Hz.
TH), 873 (s. TH),
8.03+8.05 (d,
J=92 Hz, 1 H),
7.61+7.63 (dd,
J=7.2 0z, 20,
7.37~7:41 (m, 1
11), 6.96~6.98 (i,
1H), 4.64-4.71
(ny. 1H), 4.40(q,
2H), 142 (1, 3H)

B B 23 B A R
LT BB AT
88

147

0.756
318.9

5-95AB
15 44

TINMR

(400M1 1z,
CDCly)

3:942 (d,J=8.8
Hz, 1H), 8.78 (5,
1H), 8.41 (m,
1H),-8.26 (m,
IH). 8.03:(d, J=
8.8 Hz 1H),

771 (m, TH),
7.59 (m, 1H),
4.36 (q, 2H), 1.44
(t,J=7.2Hz,
3H)
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H NMR
(400MHz,
CDCly) 8: 932~
9.34(d, J=8:8 Hz,
1H), 8.73 (5, 1H},
8.03-8.05 (4,

0.765
§-F h2-3-FREXR - J=9.2 Hz, 1 H),
; . 148 3230 _
Ey17-Z 8RR T 3 7.61~7.63 (dd,
B 785 K 7OIAB J=1.2 1z, 210)
T 15 o4 e
7.37~7.41 (m, 1
H), 6.96-~6:98 (m;
TH), 433<4.38
(g, 2H); 3.86 (s,
3H); 1.36-1.39°(1,
3Hj
HNMR
{400MHz;
CDCI3)
5:947 (d,J=88
o, N 081 Hz, TH), 8.81 (s,
PR A RE 3279 1H), 808 (d. J=
FARREEE T SN ' S
K 5-95AB 8.8 Hz, 3H), 7.51
i LB . .
1.5 a7 (d, J=8:4 Hz,
2H), 445-4.40
(m, 2H).
1.46-1.43 (m,
3H)
'H NMR
(400Mi Iz,
CDCI3)
5:9.47(d, J— 88
. N 0822 Hz, 1H), 883 (s,
8- AU 24T R |
s n e 150 361.9 1H), 8.24 (@, J=
3&)'1,/'»—- 3?\73’«‘?1"5'? . X §
o K 5-95AB §:4 Hz, 2H), 8.13
1.5 4% (d, J=8.8 Hz,
1H), 7.79 (d. J =
8.4 Hz, 1H), 4.46
~4.40 (g, 2HY,
1.45 (1, 3H)
"H NMR
e 0,792 (400MHz;
SRELHERTR | 327.9 CDCL) 5:9.41 ¢
) . ] 327.4 ] 9. S,
EEINRAES § T X8 : ’
o K 5:95A8B 1H), 8.73 (s, 1H),
LIl
15 o4 8:02 (s, TH),

765799 (m,
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2H), 7.51~7.53
{m..1 H),
7.39~7.43 (m,
2H), 4.39~4.44
(g, ZH), 1.41-1.47
{t, 3H)
HINMR
(400MHz,
CDClLs)
§:9.24 (d, J=8.8
Hz, 1H), 57 (5,
0:815 1H), 7.98 (d, J=
152 3419 9.2 Hz, 1H), 7.62
50548 (d, 7=8.0 Hz,
1.5 440 1THY, 7:48 (m,
1H). 7.41 (i,
1H); 432 (q. 2H).
248 (5. 3H)
1.39-135 6, J=
7.2 Hz, 3H)
'H NMR
(400MHz,
CDCI3)
5:9.32(d, J=8.8
Hz, 1H), 8.72 (5.
0.794 1H), 7.70 (d, J ~
153 3259 8.8 Hz, iH),
K 5-95AB 7.43:7.40 (m,
24045 111, 7.00-6.94
(m,.2H),
4.38-4,33 (q, 2H),
2.38 (s, 3H),
1:39-135 (1, I =
72 Hz, 3H)
'H NMR
(400MHz,
CDCLL) 8:9.32~

9.35 (d. /~8.8 Hz.
8- A4 204 2B K| 0“_829‘ 111, 8.76 (5. 111),
FARR . T S8 @4 %w  7:91~7.94 (d,
B ng & SOAB H),
1.5 5r%b

7.55~7.57 (dd,
J=84 Hz, 1H),
748749 (i, 1
H), 7.33~7.35 (m,

8- R 2-(4-F-2-F A
FRANN TR FS
81 2t

=

B- B (4 -2- T S
AT R RS,
PR
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[0820]

1H), 4.33~4.39
{q. 2H), 1.36-1.39
(1, 3H)
"H NMR
(A00MH,
CDEL)
5:89.27~9.29
(d, 8.8 Hz,
114);:8.74 (5, 110,
7:94<7.96 (d,
. ; 0.796
AR 242-A 4T R ; J=8& Hz, 1 H),
; o | 1ss 357.9 S
AR ZRBE . 7.56~7.58 (dd,.
59 7L a YA s LH)
5. ey =&:4 1z, L),
" 1.5 4kt
6:99 (s, 1H);
6.89~6.91 (d,
J=8.:4'Hz, 1H),
4.33~4.38 (q,
2H), 3.82 (5,
3H);1.36-1.3941,
3H)
Y1 NMR
{(400MHz,
CDEL) 5948 (4,
J-8.81Iz, 11D),
s . 1.209
8-F A 22 42 BT 8.87 (s, 1H), 8.11
| 188 430.1 o 4
FIRA-L7- 28R (s, TH),7.95 (m,
K 5-95AB o
R , 1H),7.81 (d,
bR id .
J-8.8 Hz, 1H),
775 (m, 1H),
4.43 (g, 1H),
1.36-1.39 (m, 3H)

[0821]  AE4)%7 K i 151

[0822]  MAPAKAH il e SL 365 &1

[0823] jEidf# HCaliper LabChipiiA (Caliper Life Sciences,Hopkinton,MA) I lf7
A AERER Leu-Gly-Arg—Asp-Lys—Tyr-Lys—-Thr-Leu-Arg—GIln-11le—Arg—-Gln) i) Kk JEY)
(T T8 A DA 0 5 24K 9 A MAPAK A0 45 1) S s M i SR B8 1) b~ R B 3R AEN-
K9 AR« A T e FI 5 2L (1C50) , 44k & 49) /EDMSO R T 4 4 8 , H-4 I N % 10uL ()
Wt S SR A Bk W B TR A AL InMAE AL FOMAPAK AR L LuMfR IS4 L 10uM ATP
10mM MgCla.1mM EGTA.50mM Hepes pH 7.2.1mM DTT.0.01%Triton X-100F12%DMSO. ¥
IR A WAE = AEPerkin Elmer Proxiplates 55384558, 3L il N 10uL & EDTAF
VS (50mM Hepes pH 7.2.40mM EDTA.0.02% Triton X-100) {5 1k i% i o MR35 il 7 1
YiLBH , A fHCaliper Lab Chip 30008 B2 A4 IR b A5 i ik IR ECAI I B 48] o 438 FH DY 2
BAR 2 P AU A B A SR 5E TCH01E
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[0824]  MAPAKA47 il g SE 46 7 582
[0825]  {i FHTnvi trogenfiZ’ ~LYTE™BE A K e M2 Ak ) AMAPAKA B &5 P S S I v
LI 5E /N3~ 4001 00 400105 B (1C50) o IR 727 —LYTE ™A Ak 3 52 438 1] 77 35T 5 ' 116 il 41 1Bk
Tk, BLARAZ -LYTE™ A0 I 5 A& 3 T B MR A0 A A B R Ak 0 ot 5 1 K SR B 1) R B 22
Tt AL RN ZIBEIGATPH v IR ER G 12 226 MU FRE TR R I B — I R 12 22
AR BT 2 TR Fx o £ 58 0 IO, A VR S 1 2 1 I TR 9 D B R B R AL I FRE TR
FRET P ) B 8 A8 it {2 52 557 (Development Reagent) FNHIZA4 AR IR FEFRETIR F %)
fitfk B S 2) 524k (RIS ER) DGR A 2 (A [FRET , 1M AR R () % B AL FRET IR OR R
FRET o A 52 $11] 5 % (1C50) , ¥4 VI AEDMSOH 3 L2 8 , 45 H I 22 10uL ¥ Sl e B2 VR
S LB R SR A A A InMAkAL [IIMAPAK AR  2uM ser/thr7Z’ -LYTE™E 4. 10uMATP,
50mM Hepes (pH 7.5) .10mM MgC12.1mM EGTA.0.01%Brij—35812% DMSO. x N IR S WESE
IRfECorning Black 384fLHR (Corning#3573) 34352604 %f, Ii@ i I ASuLiZ -LYTE™ &
S GHIAMT IE, 7R 2 IR R 576093 8 IR 5 4G Frif iR /EPerkin Elmer Envision FIEitFRETH
KT BHEER/RIEERNE ARSI RLE, MEE R/ PR MNREL R FR
100 % T PR A 22 T T 49 2 20 FH T 1 0 TR ) Tl P A B ) R

 dre A 8. & A AHE 5585 (445 nm)
los26]  AAEE KA KAE 5 R (520 nm)

e e s (Z AT FXF100%)-C100%
log27]  BERALT Arbes '{'1(Co%-moo%ﬂﬁ%f"f’ix(moo%-lro%)]x v
[0828] WA A A& B (R 4k & M) IMAP AK 435 PR A5 AL IR B8 77, AR SCPIa o % I ik SE it 451]
76 R 5 R AT AR, FLR IR B 290 0005uM % Z15uMIF) TCs00 RIS (1) [ BARIL A
HAT£30.0005uM % £ 1uMF) 1Cs0.
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MAPIK4 MAP4K4
ERMGBET | ICSHuEM | ICS0EM)
MR 1 WA 2
t 0.122 NA
2 0.299 NA
3 0.0388 NA
4 0:0221 NA
5 1.2 NA
6 0.0414 0.0294
7 0.869 0.776
3 00112 0.015
9 0.0506 N&
0 NA 0:0287
1 N 0.00873
12 NA Q.28
13 0.00129 NA
(4a 0.00256 0.00305
i4db. 0:00419 0:0044
15 NA 0.00455
16 Na 0.0045
17 KA 0.0195
18 NA 0.0116
19 NA 0.00385
20 Nig 0.0068
21 NA. 0.0018
22 A 0.0244
23 Na 0:0285
24 A 0.0040
25 NA 0.00918
26 N& 0,00411
27 NA 0.0147
28 NA 0.0020
29 NA 0.0608
30 KA 0.0139
31 NA 0.284.
32 Na 0.0198
33 N& 0.00165
34 NA. 0:0016
33 NA 0.00378
36 NA: 0.00411
37 NA 0.00294
38 NA 0.00569
39 N& 0.0044
40 NA 0.00563

MAP4KA MAP4K4
RMPBT | ICS0@M) | ICS0(uM)
[ A 2
77 0:507 NA
78 24 NA
79 1.4 NA
80 0:25 NA
8i 0,138 NA.
82 0.148 NA
&3 0:217 NA
84 0.557 NA
85 0:363 NA
%6 0.0081 NA
87 0.0452 NA.
88 0.95 NA
89 0:231 NA
90 0.141 NA.
91 00511 NA
92 0.0335 NA
93 0:0643 NA
94 0.077 NA
95 0:0391 NA
96 0.179 NA
97 0:030 NA
98 0.0459 NA.
99 0:0257 NA
100 0:0393 NA
101 0:0399 NA
102 0,135 NA
103 6.115 NA.
104 0.0909 NA.
105 0.0377 NA
106 0:0224 NA
107 00124 NA
108 0.0156 NaA
109 0:0774 NA
110 0:403 NA
111 0:0441 NA
112 0:0731 NA
113 0:0563 NA
114 0.0386 NA
115 0:0454 NA
116 0.114 NA
17 0.070 | Na
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4y NA L2 118 0.000464 0,000648
42 NA 0.00832 119 0.0996 NA
43 NA 0.00248 123 2.1 NA
44 NA 0:00263 124 0.40 NA.
45 ' 0.0841 NA 125 0:0503 NA
46 2.4 NA 126 0.0357 NA
47 L6 NA: 127 1.2 0.756
48 432 NA 128 00705 0.0724
49 2.6 NA 129 41 3
50 L5 NA 130 0.0608 0:0665
51 2 NA 131 0.16% 0.174
52 | L5 NA 132 0.18 0.191
53 0.388 NA 133 0.0602 0:0919
54 0.0175 NA 134 NA 0155
55 0622 NA 135 NA 0.162
56 0.249 NA 136 NA 0919
[0830] 57 0.102 NA 137 NA 0:0106
58 0.146 NA 138 NA 00145
59 0:0999 NA 139 NA 0.00216
60 0.238 NA 140 NA 0:00769
61 00368 NA 141 NA 0:00339
62 0.0338 NA 142 NA 0.48
63 0.0127 NA 143 Na 0:0636
64 0.34 NA 144 NA 0.0031
65 L7 NA 145 NA 0.00184
66 0.0327 NA 146 NA 0.0326
67 0.651 NA 147 NA 0:00145
68 0.12 NA 148 NA 0.00853
69 035 NA 149 NA 0:0278
70 0.0852 NA 150 NA 0:0212
74 0.0395 NA 153 NA 0:00652
75 0.0148 NA 154 NA 0.382
76 0.245 NA 155 MA 0.134
[0831] NA: RF1F
[0832] ik i B 5 W0 D A8 A K BT ) Ji J ) B8 5k o e 4b , T 22 B e R AR A 0 AR 40

FERN FLARETS 5 10 5 WL, DRI, AN SR BE A S B R ot Sy o i ok P RS g e A g v« 1A
I, B A 36 ) A8 A AN SO P03 AT R v N R B i (BRI 3R 5 SO AR R BH () 35 A
[0833] 4 H1{d] “f0, % (comprise)” “fil & (comprising)” . “f#E (include)” . “fUFE
(including)” M “G4E (includes)” T AUt B - FIRE J5 B BURIE SR I, B A8 2 AR UL B ek
(RVRRAE B2 2 2H 3 BOD BRI AEAE AR EATTANHERR FL 3 A — Pl 2 P e R B 2 A
43 P IREURE B AR AE BRI
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