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ST 33k SRR 210 2 UG B RS EATTRTE SR I &S I s 2, AR i
Hule — e AL B AR B R L C, e B AN T SRR SR AR, e € e S0k 3
WA AL B A FRIE N R™) Mg 3R A B OO L2 07 BAE s gl — A
BEZA-NR™) UK

[0021]  HRANRMMAZINIE H A C, Kedk C, itk (C, JRIE BRI ZLIAEL, LA REAC
FedE . C, MEHEC, Mot  BRR L B A R B AT i A — AN B 2 AN ST % AR B 3 LN
(R™) , Fo Ik BRIAHE IR IAILNC, - Cobe 21 3 [ AR, FTIRC - Co e AT Ik gl — D EkZ A
ST 33k SRR 2 10 2 UG B RS EATTRTE SR I &l I s 2, AR ik
Hu — AN B AN AL M B AR T R ANC, B e B TR, BTiRC) s AT it gl — A
B AN 3 i AR A R 2 A 2 A

[0022]  HRANRARAZINIE H A C, Kedk C, JHidk (C, JRIE BRI ZLIAEL, K BREANC
FedE . C, MEHEC, Mot BRRJE B A R B AT i A — AN B 2 AN ST i AR B 3 LN
(R™) ,~FRIEFNC, - C Jor B (1 BE AU, BT C, - C Jor SEAT ety — A5 22 AT b i 1 44K
ARG 2R A B sPTNRY S E AT AT IE B I 8T8 O A 5, HAE L il — > el 2 A
TRAT I 5 AR X R AC,  BEdE i) B IR, BTk AT i gl — A a2 AT i ik
I AU g 3R AR T AR

[0023]  AEANR“MhA ik B EMC, Sk

[0024] 4 ANR™MILHIE B FAIC, bkt s Al

[0025]  A/NR™BhALHILE H A AIC, bk,

[0026] S5 —J5y i B 4E A &, HA & 20 (D) A & el 24 A 2 A0 24 BB B0k s A
.

(00271 5j—J7 B4 -6 )7 Sh A Hh i) A 2 5 4l Mg 3 A e ) 5 92, SR 1) i
ghes T X (D a2 .

[0028]  5—J7 i &4E T 2R )T i) 2 (Dt & e 2 & .
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[0029] 55— 7y i £04 AT TSl 1tk v o PR A AT B S A3 S A RE A 2K (D A&
a2 A

[0030] 55— Tyt 4k (D) b & W eRE 25 F ERAE i 2% F T3 7 sh 4 (Bl n , i 2L ah P an
N A B S R 3 R ) 25 ) 14 3k

(00311 5y—Jy il B4 FH TR FU AR 2 = A i AL &4 o

[0032] 55— Ty i e 4 ] AT 2 5 (D) A S B ER I A ST T & b A AN 5 5T
e

BASLHES

[0033]  fb&HAIE X

[0034] "R SEVEAAM IR T ARG AL n m AR AL B F M (Handbook of
Chemistry and Physics) CASHR A ZE 75 TC 2 JE IR X5 .

[0035]  BAESA UL, sUTAL G40 B0 45 45 e 45 A I 0 B S A 4 ek ik SR A 4 R0 T LART (8%
%) Ft AT A a0, A TR AERFR A O FIRFASH Y  ZFNE XU R A 44 ZFIER R
SR B — ST AR AL A R A AR DL R ST Bl R A A | AR X B S A AR R L AR (B 5 TR A BR AR
HA U] B AR SO K S5 K0 BT A BLAE SR T 2. S Ak, BRAE A U AR SR 4 1 &5
e A AFENAE — NN FEAL R E R R I ARG G, a1k &
W, e r ph SR BT T B AR R AN B AN AL e s O T B AR B
Bl 22 AN, R ONEUIOT AR R R AN B AR S S EC ST N 1 ARl
e AN, B T0BR P04 i T H s A B B A A e AN SRR A AT A B0 gy
M T B R E R R BRI 7

[0036]  Hfii 45 & F il e A AR BN, 7 Bl St 7 2 b, W DA A b JJo AH 7 [ 0 Bl e Ay Ak 42
fit, I BARRTFROR O B R H7 i ST FE 655 AR I7 480 il e A 44 (1) VR 0 FH
HF 3 B O L 51 ) — b ko Aol e A AR A0 1l » 5 EL AT R T B IS & (ee %) IR o 78 FE BE S0 77 58
OB S R AR R TR S P R 22 2 2990 F £ 96 [ 45 78 X B S R AR (2990 % ee) HAI R o 75 H: 5K
W7 A, KR SRR VR S e 2 /D 2995 5 B % (98 E 5 %6 BY 99 H 5 6 I 45 18 T S 4
A (£395% 98 %6 5099 % ee) 4 i o Yol Pl S5 ) A 1[I Xof ke 332 g e v 308 ek AR TR AR N B 2
AR TTE NS TE BEIR -G 43 B8 B4 M — PPk T A A LE o) — P B v i 7 vh B 45
b s PR = RO AR L RE vk (HPLO) 5 BRI Ak 15y (SFC) s FYEER T i B 4 4, 2R Jm it
PL EAT 7350 &, B I JE X RR A Bl il 28 9 HAT de s gt — P& 4 . 2 W, i, Jacques %%
N ,Enantiomers,Racemates and Resolutions (Wiley Interscience,New York,1981) ;
Wilen% N\ ,Tetrahedron 33:2725(1977) ;Eliel,E.L.Stereochemistry of Carbon
Compounds (McGraw-Hil11,NY,1962) ;Wilen,S.H.Tables of Resolving Agents and
Optical Resolutions p.268 (E.L.Eliel,Ed.,Univ.of Notre Dame Press,Notre Dame,
IN 1972) .

[0037]  ORIE “ZJi 77 AR AL bk 5 BR ik 5 LA AR ) R 7 B AT S5, 504, 480V Bi S
Tl it CELFE 0 Bl et R AR AT S A T 2 s AR AR B 2= A T 20 A i) — el 2 F
[0038] AR ST IR ARAE “pei A7 A1 “pa R A2 FR ik H a GRARL -F) R (&AL, -CD) VIR GR
A~ -Br) FIRL (REAR . - M7
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[0039]  ARif “A A7 £4F=081 (=0),.

(00401 4PASCHT AR “ANMERIH)” IR E 2 ARG — P EZ I AME R I,

(00411 B Bl A R 0 ) — #8203 e A 2™ 52 11 HAT 3 22 201l S 1 (0 1
IR B 70 ANV AT 355 TR 28 o A — NSt 7 S8, A R a3 12 I 1 (C,-C ) o
TE 5 — AL T B BRI AHRC, - Cy Cy-C  BC,-C o TEH B S 77 2, B AJ: , 1 B
e, BLAEC, -Cn Cy~CBRC, -Cy o 7E 3 — SR TT S M, B IE , AR XOA , B45C,-C o E 5 — A
ST S A AE IR R BLAEC, - C o RIRERIF IR S CAR AT BRI BRI
HE TP -1 - M AE 1R - 2 L - BRI 3- M R LR TR IR L L - FR T - 1 - M
1-IAC-2- 02 -3 -3- Mk A O I B PR R AE BRI R A ZE S A
He CRIEAIA A A B TR R TR WA A [4,3] . [4,4] . [4,5].05,5]
[5,6]80[6,6] 3 &, BIUNXA[2. 2. L] Peke XA [2. 2. 2] 9 e 2R ADUGA [3. 2. 2] b s IF H.
R AR (2. 2] ke IR (2. 3] e MR [2. 4] Pake MR [2. 5] s e MR [4. 5] 28 ke . R
BRIAJE BLAEANA SO 78 SR 7 FA 22 o RTEBRIA L IE BAR A B B 2R (191 4 v AN s 7 AN
AR B - 0 - B - T 3A)

(00421 4pA SCRi R ARV e 47 fE R AN BB B BE AN I o R — AN Sl 7 S
e B 1R ISR T (C,-C,) AEFE M R, e NC)-CynCy=CynCy=CynCy-CypnCy -
C19vCy=CenC=CynC,-C5aC - C,BRC, - Cy o C ot B 52 4 B o Jor B 14 S 51 4 FF 2 (Me, -CHL) £
(Et,-CH,CH,) \1- P43 (n-Pr, IEA %, -CH,CH,CH,) \2- A2 (i-Pr, A5, -CH(CH,) ) \1- T
3 (n-Bu, 1E ] 3, -CH,CH,CH,CH,) 2- F 3 - 1- P % (i -Bu, 573 T 2%, -CH,CH (CH,) ,) <2~ T 2 (s-
Bu, fif'T 3, -CH (CH,) CH,CH,) -2~ Fl & -2- Py 3 (t-Bu, fUT 2, -C (CH,) ) <1- %3k (IR, -
CH,CH,CH,CH,CH,) 2- & J& (-CH (CH,) CH,CH,CH,) 3} (-CH (CH,CH,) ,) 2~ F1 3-2-T 4 (-C
(CH,) ,CH,CH,) 3~ FiJE-2-"T" % (-CH (CH,) CH (CH,) ,) \3-F¥J&-1-"T % (-CH,CH,CH (CH,) ,) -2~ H
#£-1-7 % (-CH,CH (CH,) CH,CH,) .1- . % (-CH,CH,CH,CH,CH,CH,) .2- L % (-CH (CH,)
CH,CH,CH,CH,) \3- . 4% (-CH (CH,CH,) (CH,CH,CH,)) .2~ Ffl 3% -2- /%4 (-C (CH,) ,CH,CH,CH,) \3-H
-2~ /%% (-CH (CH,) CH (CH,) CH,CH,) 4~ % -2- [l 3 (-CH (CH,) CH,CH (CH,) ,) <3~ 1 J&-3- /%
3 (-C (CH,) (CH,CH,),) +2- H % -3- & (-CH (CH,CH,) CH (CH,) ,) +2,3- ~HIJE-2-T % (-C
(CH,) ,CH (CH,) ,) 3,3~ —H13&-2- T3 (-CH (CH,) C (CH,) ;- Pidk 3 3k | L0k (5 HE b d
(i e

(00431 4pA TR AT AT “J 2™ om FAT 52 /DN - B 0L 1Y) BB SO BE A 2
YGRS Ek T S S 16RO | A= [ O S e M R S i
HAF2RINIRIA T (C,-Cpp) o« EHELPIH, i FNC,-C ) C,-C Cy-Cyn C,y-CBRC,-Cyo 8K
BIEFEHAR TR LI 22 (-CH=CH,) N -1-#i2k (-CH=CHCH,) . 4 -2- 2 (-CH,CH
=CH,) \2- T - 1 T - 102 T -2 M2 . T -3 -8 T -1,3- sk - L T -
13- TRtk C-1- e O -2- R O -3- R O -4 1R 5 O -1, 3- R

(00441 GpA SCRf AT AT “BRIE™ & 15 HAT 55 /DM - ik — S 1Y) EL B SO BE A e 2
(E— Sl REERF 2RISR T (C,-C ) AR BB, M FENC,-C ) Cy-C ) Cy
CgC,CBC, - C, o LI EFFAEAIR T 2 ek (-C=CH) TH - 1- Bk (-C=CCH,) 7 - 2- Bk (K
W, -CH,C=CH) T - 1-REE T -2-BRIERT] -3 - bR

[0045] ARl “e A 2" 2 45 1 20 - ORI I B BE B S HE A ) R 2, JL AP ROG e ik I Bk L b

11
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BRI e R A L S R AR R R AR T 3

[0046] WA SCHT FIARE “mi AR 0 7 2 F8 i A SC AT e U — /N a2 A (B dn1 .2, 3814
AN) B4 R AR e 2

[00471 B gh B/ R e K3 0 O — 3 20, AOfE 9% Fk e 3L | 9% Fh AR Bl 9 R A R b
F” i R TE 5 7 R FR R IA IR B IR R, LA FEER, Ko prid ik &P 2
AN T IR RIE 55 AT 5 RAE D5 I B AR N SE T R, ARG A
B6- 18 ST IR ] AE 75— ANt 7 B, 75 B 4E B 6- L0 RT3 4] . 75 B
S AR DR L ZE A VUL VROR S R BE V25925 AL (naphthacenyl) (1,2,3,4- PUE(ZE 2,
IH-B%5.2,3- Z& - TH- B 555, HnT g A SCREIR 1 — AN 8l 2 AN BRI ARG B S H ARG
R 1 0 SRR AR — NS B, AR RS — AN AN IR A I 05 IR, i A e
WA BV S 2555, o B8 B 1 2R B 75 75 I3 L

[0048] Bl A N A KR4y, BN, % 75 HE BT IR Bl A 0 b R I — R o R
B Q55 BAs BASE 14N IRFE T 8RR OAE = 3R3F &, Horp & /0 — AN J5 )
HEEED—ADRET AE— AT B, 4407 A HE4 -6 G B IR 5 R I ], Hod — AN Bk
ZANIRR T ST AT 35 s AR IR R R B AR 78 5 — AN ST B, A2 05 B S5 -6 0
TG FE A, o — A8 2 N IR T A S AT 3% b AR PR 2 i A o o 9 1 A 05 SR 4
MR Iy S35 IR I JEE | DR A R ke G (g e L | S g e L A L | SRR L | A L IR AL
W A L VU e | — e TR e R G s M R | ML IR R AR R | IR R PR L
DU [1,5-b] AR FE BRI [1,2-a] Wsng L 24 B 8 IR BL | 8 R IR 35 | % g e
B IR FEE eI R IF IR SR IEBK I L Mg RE (1, 3-EME-2-FE (1,3,4- =M -5-JE 1,
3-MEEME-2-FE 1,3, 4-W8 M -5-E 1,2, 4- W M -5-3E 1,3, 4- 18 - 5- 3 1H- Py M -5-
HE.1,2,3- =Me-5-FEANNEE - 2- FEN-SE ALY  RAE S5 B ISR Hrp 2 5 i — A e &
AT B IR B B A A B IR A (1 B ], A B b BN 2 5 BRI b B i 1 S
9140 7% Mg PR s S s W i DR R IR Wy i DR R IR IR K | IR IR IR g 2 M| e DR R IR O
SH A e L | A R | S AR G T B K R P L | A R IR | R R L L A - A L | TH IR L Y
WG L Wy IR | Iy W M 5L | gy I | DU S b A | DU & e e R AT g - (2, 3-b) -1, 4 - B
W -3 (4H) - o 4205 3 1] 9 BAR  UOAR L = FF

[0049]  GnAR SCAT FHI AR 15 “Z4 IR L7 J& F8 WA ST 2 S “BRIAZE” , Hodh — AN sk 24 (1]
Wi 2. 38044) R JEF 24 24 TR (10 NakS) BrAR o 7E — S8 St 7 R b , A2 3A 3 42 5 T A
IR 2R, B QI3 12 LRI 2R L3R R AE — BB s it 7 R b, 4R R He 4 5 BER R L i
BZ1ATUHTT HE IR 2 o J PRI T AT 4 — AN B2 NS 2k B A SR e U TR 6 AR
FERUR ARTE SR FEIL AUHRC, - Co M be 3t , HO AL 3-8 Ml A — A B2 A (1.2.38044) %
JER P U AR 0 AN R B - L 0 - B - A R

[0050]  7E—ANSEBH, Ze R AR ELHES - 12N IR R 7 3¢ HALHE B3R XA L = I FEIE &, H
W AT IR IR R N, 5 H - 5N IR SR T AL M — A B 2 AN I T B ik & R
BRI 2R B T A — A2, e B AFE 1 BANN R T A B — A sl R a3 A
H—NERZ AN B REVE R 2R R TSR TGN AE 5 — s, M R 4% B —
A AN E A BRI 28 R T B4 6 TG IR A 5 — AN, AR AFE 3T A AR
F— A, IR RO IR AR — NS, Z IR HES -6 TG R ER o 7E — AN S
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H, ZR PR A0 45 0 28 3N OB o AT ] R B 2% J5 1 RT3k b B 4 AL (1911 INO L S0, S0,,) , 7 BLAT:
1] 8 20% J 7 AT AT b gl 284 Ak (02 [NR ] °C1 7 INR,JOH') o i 9] 1 24 0 35 A5 40 4 2 T
FBTIAA I (aziridinyl) RAAALEHE (thiiranyl) B4 T Sidk (azetidinyl)
AR T B It (oxetanyl) JBRZ4FR T kidt (thietanyl)  1,2- AR Z43A T bk 1,3- i 4%
IRT be Ak (AR e ik L A - TH- ML e | TR A | DY SR IR A | ARy | DY Sy
I PR g e | IR W e | IR P | P IR e AR P AR L 1, 1 - AEA - R P R R L b R e | DO St
M 225 L 7S S MR IR 2k | /S s g 3k (RS e 3% (oxazinanyl) JWEMRLEdE (thiazinanyl) MERELE
% (thioxanyl) /= UR WS JE | S UK 0 26 W B4 2R P de 2 (azepanyl) 5 4% 35 B Joe 2
(oxepanyl) R 43R Biki 2 (thiepanyl) VAR B % (oxazepinyl) AR L3 B ke 3t
(oxazepanyl) « “RAIRPELEdE 1, 4- TR AR PEGedE . TR A e B L B B R AL R
Jot 35k | DY S0P R | PR o e | MR A e | SR R AR G 1 1 - AR S R A e T R TR A A
B KM BB 4,5,6,7- PO [2H] WG| ML DY S AR R BRI EE 4,5,6, 7- PO 2K I [d] ke
JE1,6- KM [4,5-d Mg IR (2, 3-b] b mE I | e e B | IR L | I R SR (W RO
TGRSR | RRIBR L RENGER L IE R L MR BRI | R R IL IR MRIpR IR | A mE e 2
VU 005 P 2 1 - P R 56 | 2 - ML s R 35t 3 - Mk gt bk 3\ S P ke s WA MRt 5K | 2H - ML il 226 | 4H - it
W2 . AR R UL (dioxanyl) 1, 3- AR PR e I bt bk 35k | bk e e G | R SR L
BRI v e Vs v R L W AR W E -2 ) 4- R | R IR T R L WIR T R R b e s
PAEIRR O L 3-8 WA [3. 1. 0] e .3, 6- XA [3. 1. 1] Bk gt 6 - B AW [3.1.1]
BREBEHE 3-RAKA[3. 1. 1] BEEHE 3- R AR [4. 1. 0] BEbEdt VB 22 00 [2. 2. 2] e 2
2- B IR[3.2. 1] itk (8- AN [3.2. 1] heHE  2- B WA [2. 2. 2] ki 5L . 8- &
FIR[2.2. 2] S e 2t \T- S AWIA [2. 2. 1] Bibe dit VBRI [3. 5] Ffi i B AR (2. 5] F )t
e VEARIE 4. 5] b At - E AR [4. 5] %5 -2- F 3k VAR (5. 5] 1 — ke ik DU S g gk L\
S5 W 5 | O A S A R L I A e 1 1 - AR S I I R L A AU T AT L 3 A
BUR T HI5TC A IR S5 e J (0, FEIBE I - 2 - JL FInge s - 2 - JEN- G4k 4) JIge — M3t (04
1,3,4-ME M -5-FE 01,2, 4- W8 e -5-J58) (e L (f5] dnmnge - 2 - 328 AR e 3k G e,
3,4-WE —Mk-5-FL N1, 2, 4-RE W -5-55) oA 2 R AN BRI/ B M5 T IR e PR AL FE K
ML G ke - 2 - R, =ML AT, 3,4 - =Mk-5-0K,1,2,3- =ME-5-3601,2,4- =M -5-
B, RHDY ML , 1% G LH- PYME - 5- B R 5 M 2R A 5 50 AR PR B A AR FEREME - 2- i R R IgE I -
2- FEADRFER ML -2 - J R B PE6 T0 2 A 5 1 B3R 1 I HAT o & A mi B AR 1
i ar itk g 2% , v Al e - 2 - CILE R - 3 - S FNNE I - 4 - J 5 g L T L O - 2 - SR I I - 4 -
Fe =WRFL L IEIN1,3,4- =R -2-FE 01,3, 5- =R -4- AR L, o HUR R - 3 - L, iR
S o ML I N - A5, 10 42 Ik RN - A2 10 42 % ik e S L M g - 2 - IR - 4 - i RARRJE AN, 3,4 - =R -
2- R H e R M AR A 2

(00511 GnA ST AT I ARAE “S0 A AN B AN 2 e 7230 I T [A) B 46 28 20— A XUk el —
(YIRS 53 5 AEZ IR 70 A2 55 IR T

[0052]  dyi s ST Af FH B AR TE: “H i 5507 2 Fi DA ml 0 & 14 23 AR 0 R0V 4k &5 6 R4 AR 2P B g
IR AL B ) o FEFE L S 7 S8, F b FRI0 TC, B ZE & B0 T-50uM, /T 29 1M, /T 24
500nM, ZNFZ5100nM, 557N FZ310nM.

[0053]  dyi s ST Afr FH B9 A8 “n] 058 1 2% R0 37 0 R b H )7 A2 FE AR DL R B (Al AR
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BB GE MR v I A2 B A . (D) B S I S Y s A W) AN A B 5 gk My Sk ) #
s A (1) B S AT 2 B G5 M s AN 5 Fir ik Ak & ) B HAH S P 1 S5 A0 o

[0054]  “Z4 FHER” B FE IR ABROIN B R PR 2 o B 2 B A, 2 A SCH AL A ) Bl s i 491 DL HL AR
ER R IRIS 25 B AH U B, DA S A i B ) B 3 CELFE AH B B i 24 £

[0055] 24 FHER N ER” & $a DR FF Ui B9 B ) A2 A 5 vE Ak o AN A2 A2 2 b BliAE
HETTHAE T ER, 5T G AR I ) AR LE &, Frik e HLER v an £ R L S0 IR IR it
MR HHIR IR IR B IR 55, BT IR G WLER WT 3%k B I 07 0 IR AR O Ik 05 IR I « 348 Bk A R TR
FAVEE, EWHR . R INFR - O BERR IR  7LIR - NI B R \ SE AR IR L R T —
fR VBRIAMR B DR A TR TR R A RTR DUR MR A 2 R AR 2 i 2K IR 2K H IR
PIAEIR « R BRIR A BURZEIR K IR  H TR SRR ARG X FH R IR K M IR 5

[0056]  “Z4 FHHEIN e L™ B HE IR H TCA LI LS , 135 an ey B VR Ve 45 V5 Ak LB A L
FRER G R b, BN SR D B BN S AR ER VR B 2 A WL BRI Sh B FE A i A i
AU AR i (B3 R SRAFAE B BRI IR B & A B - 52 40 4 i, o 2 e A 2 i
=W OO R O 2- ORI ORE VR T =B VIR E R
R HZ S JNHEA €K A (procaine) MG % (hydrabamine) AEHS  &H S0 2 — % W F6
W iz . HR 2780 28] W i . ml o AL PR R IR IR (IR ME WN- L FEIRAE | SR AR g S5 1 £ RE s 1A L
TCEEICN N R IG s = O NG VT = IO IR R[]

[0057]  R¥E “H AR SRR B H AR R AR TR 20 A2 B AN [F] e & 1 7T 48 FHAICRE 22 AH B 3% 1k
(1) G548 e A A o 5, JoT - L AR S e A (HURR A B #5748 AR S M4 B G 48 bl o T IE 2 1Y
AE LAY, T G B - e T A0S fie - I i e A A o A B L AR S M AR B 4l I — e plc B e T EEL A
[P AH LAk

[0058]  “VAFAIAH” R 4a— Mk 22 B 7)1 FI A R BIAL S W0 25 6 B8 S o 1 77 IR 5K
BIELFEIK R R OB FHEE DMSO\ PR LB L TR AN B s RAE IR G A2 F8 H ¥ 77
5T IR G

[0059]  “VRIT BRUE” IR A K HAA ) (1) 3677 R € 0 e BT, (1) 955 ol
B VH R R A 950 T B A 1) — P Bl 2 PR ER , B (31 1) TSI B e AR AR S I 1R R o R
I ~ T IE BN A ) — Fh B 2 PR IR A AR & o AR RE AR 0 R 1897 A A= B 25 ml /e
1 ) 50 5 9/ e RS s ) (RI, 72— @ R T b yak 22 9 HA e 26 1) e 4 i i 21 & [l
ar B AW (R, £ — B R B B F HARIE 2% 1) IR 86 4% < 16— 12 B2 b 40 ek eg A=
s F/BRAE — B FE FE 9 T hE AH S — il 22 PleRi R 6 T RE VR T T & L 9, AT e g
PP 92 97 33k B 8] (TTP) A1/ 5 sz % (RR) & Th AL 7 e TR RE S L R VR IT B 2K
BT A8 LR R B GE FNAR A S S T IE B S 3 P AN/ B 28 A s 4D R B 1 A S B
(151 G P ) FRDRE R P) 5 o AE — B STl 7 S b, V897 A S A2 AU R 1 2 DAY 25 P AIC T 24
BTN 24458 M e A ) 3 P Bl R A 2 S AR )

[0060]  “Va¥7 (Treatment)” (FNARAE W1 “YEIT (treat) ” 8 VAT (treating)”) & 47X &
AR 528 AR B I IR B AR IR R I PR TR, I HL AT DA FRUS7 BRI PR 78 BE 27 e 7 v gk
1T FHEE BVEIT R R ALHE DL I — P el 22 b« 97 92 993 i A2 B R A i bR < ik 2D 9 7 1)
FRART B B2 Bl A B B S SR R RE SRR E (B, ANERAL) TRT % 7% BRI o i Fe ok 2 | o4 3
BRI RE S 5 A2 VG T IS ) TR AT S AH B SE K A7 S A 4 B Bl 5 TS o 76 5

14
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LE St 7 FE b, AT S W T S 38 5 9 s F) A e B0 T kg 2 i P 0 e o 75 2
TRIT B IR EEA (A LA O 28 5B P o s ) IR DL e 5 T KB P 38 o B A ) T
G, (9, JeE e J PR R A il PRI s A 1 010 7 ) B TS TS 9 O ) IS
[0061]  4nASCAT I, “—A (a) " 8L “— 7l (an) " A8 — D ELE A, BRAE 536 B UL . dn
AT, "B ELH A BEZ A

[0062] JRBIME

[0063]  — ANt /7 Sede T S, o

[0064]  RUAFHIE.ZFE.C, JHEHE.C, JHIE.C, JHRIE BRIFFEBRZIREE , 2L PR A AT F
Fefl— A AN EERIREUR, FE R O ATAT 2 34— A sl 2 AN EBIREUR, I BILHR 4T
f1C, | HEdE C, | sk C, | JRIE BRIFFE B AR AT e 4 — e AL I RHAR
[0065]  R*AH.C, |, kidk C, | JAHE.C, JeIEBRC, FFhedt, HARIEEAC, | JhidE C, N
H.C,  BRIENC, FRGEIAT M — A A LRI

[0066]  QBRIAHEERIRIRIE , H b B IR HE Bl AL PR AT e e — > Bl 22 A B FHROHUAR
[0067] AR ik AR C, FEdEC, JIEC, BRIEIARC, i sk BRIREE 44 3E
3 -F.-Cl.-Br.-1.-N0,»-N®") ,»-CN.-C(0) -N®") ,»-S (0) -N[R") ,~-S(0) ,-N(R") ,»-0-R"+~
S-R'.-0-C(0) -R'.-0-C(0) -0-R".~-C(0) -R"~~C(0) -0-R".-S (0) -R".-S(0) ,-R".-0-C (0) -N
R") ,~-NR") -C (0) -OR'\-NR") -C (0) -N(R") ,~-N(R") -C(0) -R".-N(R") -S (0) -R"\-NR") -S
0),-R"\-NR") -S (0) -NR") ,FI-NR") -S (0) ,-NR") 5

[0068]  AEAR™A M ARG C, (FEdEC, JBIEC, JRIEFTRC, JFEdE BRIFIE I3
3 -F.-Cl.-Br-1.-N0,»-N®") ,»-CN.-C(0) -N®") ,»-S (0) -NR") ,~-S(0) ,-N(R") ,»-0-R".~
S-R".-0-C(0) -R".-0-C(0) -0-R".~-C(0) -R".-C (0) -0-R".-S (0) -R".-S(0) ,-R".-0-C (0) -N
R") ,~-NR") -C (0) -OR".-N R") -C (0) -N(R") ,~-N(R") -C (0) -R"\-NR") -S (0) -R*\-NR") -S
(0) ,-R".-N(R") -S (0) -N (R") ,MI-N(R") =S (0) ,-N(R") ,, HLHFEATC, ek .C, JHE C, JHRIEE
B ARC, Gl BRI B A SEAE e — A B2 ST M S BT 3R -NO, -N R . -
CN.-C(0) -NR" ,+-S(0) -N®R" ,»-S (0) ,-NR") ,»-0-R".~-S-R".-0-C (0) -R".~C (0) -R"-C(0) -
0-R".-S(0) -R".-S(0) ,-R".-C(0) -N(R") ,~-N(R") -C (0) -R".-N(R") -S (0) -R".-N(R") -S(0) ,-
RYFIC, (Kedk i) 5L FTHUAR, BTk C, e R ATk g — AN B2 AN 7 bk 1 480AORT i 22 ) 2 4]
B

[0069] AR ik AR C, FEdEC, HIEC, SRIEIRC, ot sk BRIFEE 44 3E
3 -F.-Cl.-Br.-1.-N0,»-N®") ,»-CN.-C(0) -NR") ,»-S (0) -NR") ,»-S(0) ,-N(R") ,»-0-R"\~
S-R".-0-C(0) -R".-0-C(0) -0-R".~-C(0) -R".~C (0) -0-R".-S (0) -R".~-S(0) ,-R".-0-C (0) -N
R") ,+-NR") -C (0) -OR"\-N R") -C (0) N (R") ,~-N(R") -C (0) -R*\-NR") -S (0) -R"\-NR") -S
(0) ,-R*-N(R") -S (0) -N (R") ,MI-N(R) =S (0) ,-N(R") ,, HLHFUEATC, ek \C, JFE C, JHRIEE
B ARC, Gl BRI B A SEAE e B — A B2 ST M | S BT 3R -NO, - N RY) . -
CN.-C(0) -NR" ,+-S(0) -NR" ,+-S (0) ,-NR") ,»-0-R".~-S-R".-0-C (0) -R".~C (0) -R*-C(0) -
0-R".-S(0) -R".-S(0) ,-R*.-NR") -C (0) -R".-N(R") -S (0) -R".-N(R") -S (0) ,-R"FNC,_ bt K]
FEPH U, FTIRC,_Je BEAT e — A B ANl S i 328 S8 AAT e 2 A 2 P A

[0070]  EANR™hAL % AR BRI L 28 3F L -F L -NO,. -CN.-C (0) -N(R") ,.-S (0) -N
R") ,+-S(0) ,-N(R") ,~~C(0) -R"-C(0) -0-R"-S (0) -R"F1-S (0) ,~R", & bt P AT 3 b 4 —
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AEZ AN -0-RYEUR

[0071]  HRAR™MMAL IR B A BRI IE 8 3A L -F L -CL.-Br.-1.-NO,,-N(R") ,~-CN.-C
(0) -NR") ,+-S (0) -N(R") ,+-S (0) ,-N RY) ,+-0-R"+~S-R"+-0-C (0) -R"+-0-C (0) -0-R".~C (0) -
R'.-C(0) -0-R"+-S (0) -R*\-S (0) ,-R"+-0-C (0) -N (R") ,~-N (R") -C (0) -OR",-N (R") -C (0) -N
R") ,+-NR") -C(0) -R'.-N(R") -S(0) -R'.-N(R") -S (0) ,-R".-N R") =S (0) -NR") ,FI-N R") -S
0, NR) ,:

[0072]  AARMSLILIE H S C, KedE C, JAHEE C, JREE BRI FEMARIREL, Horh AN
B C, M HEC, BB B PR S B 2 B 5 (T30 M e — AN 2 AN S 6 1 SR L1 N
(R™) , Jo 4k BRFR I AR FRIEFIC, - C b i 3 U, TR C, - C bR B AR M i — AR A
M7 Mk AT 3R A0 2 B U BRI AR S E AT TBT R R 1 58— B 0 3, AT
M — A A B R A i AR B 3R\ C e R AR Ty i, e e B AT ke
WA B AT ke B AR A L -N (R™) AR 3 1 3 BB H A7 AT e gl — A
BEZA-NR™) UK

[0073]  4GANR AT MG 1L C, (K3 C, M C, JREE BRIFHERIZRIRLE, HodiigAe,
B \C, M HEC, HHE B PR S B 2 B 5 (T30 M e — AN 2 AN S 3 6 1 SR L1 2N
(R™) , Jo 4k BRFRIE IR IEFIC, - C bR i 3 U, FFIRC, - C bR B AR M i — A R A
M7k H AN 3R A0 2 B U BRI RS E AT BT R R 1 38— B 0 3, AT
Hi 3B 2 A ST 1 AR L 5 R RIC, BRI SE R U, BAC, e AT e A
B AL e AR AURT T 210 2k AR

[0074]  4GANR IS HE F1 L. C, (K3 C, M C, JREE FRIFHERIZRIRLE, HodiigAe,
B \C, M HEC, HHE B PR S B 2 B 5 (T30 M e — AN 2 AN S 6 1 SR L1 2N
('), 3L FIC, - C e 1) S B AR L IR C, - C o 3 AE 3 My — /3 2 A Bt Sy M e 1 R4
AR 2R J T BUAR s BRPTANR 5 BATI I &2 1 B — e s A 0, HAT i Mgl — A sl 2 A
M7 AR T SR AC, hedk B R U, TR C ) e S AT e A — A Bl 22 AN RS b ide
KA DE YE LAV

(00751 4 MR“H Hy ik [ AUFIC, Ji

[0076] 4 R"H7 Hy ik [ 2UFIC, Ji ks A

[0077]  F/NR™BRALHILE H A AIC, bk,

[0078]  — sy IR HEA (D A S PE L, Horp

[0079]  RUAFHIE.Z3E.C, JHEHE.C, JHIE.C, JHRIE BRIFFEBRZIREE , 2L PR f A AT F
H— A A BRI, F PR A ATAT 2 34— AR AN BRI, IF B LR 4T
fi1C, HEHEC, JHBHEC, | et BRPR LS 24 PR AT s — AR A S FIRCHAR
[0080]  R*AH.C, ,bid.C, B C,  BIEIRC, Fibidt, HhRAEEAC | b C, W
H.C, HOEEC, FRRET I B AN A HEREAK

[0081]  QylPAAL B AR IAAE , I AP R IR B B AR A B AT e A — > B 2 L BIRTEUAR s
[0082]  AGANRH LI AR C, FEHEC, JHE.C, HBE R ARC, bEdE BRIRIE  24FF
H-F.-Cl.-Br.-T.-NO,-N(R") ,+-CN+~C (0) -NR") ,»-S (0) -NR") ,+-S (0) ,-N (R") ,~-0-R". -
S-R'.-0-C(0) -R".-0-C (0) ~0-R"+-C (0) -R"+~C (0) ~0-R"+~S (0) -R"~-S (0) ,-R"~-0-C (0) -N
R") ,«-NR") -C (0) <OR" . -N (R") -C (0) N (R") ,«-N(R") -C (0) “R"+-NR") -S (0) -R'.-NR") -S
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(0),-R".-NR") -S (0) -NR") ,AI-NR") -S (0) ,-NR") 5

[0083]  AEAR"M M I% A C, (JFEdEC, JBIEC, JRIEFRC, JFEdE BRIFHE I3
B -F.-Cl.-Br.-1.-NO,«-N(R") ,»-CN.-C(0) -NR") ,»-S (0) -NR") ,~-S(0) ,-N(R") ,»-0-R"\ -
S-R".-0-C(0) -R"\-0-C(0) -0-R".-C(0) -R".-C(0) -0-R".-S (0) -R".-S(0) ,-R".-0-C (0) -N
R") ,~-N(R" -C(0) -OR"\-N(R") -C (0) -NR") ,~-N(R") -C(0) -R"\-NR") -S (0) -R"\-NR") -S
(0) ,-R"-N(R") -S (0) -N (R") ,MI-N (R") =S (0) ,-N(R") ,, HLHFAEATC, ekt .C, JHE .C, L
RC, Kt R F: B A TR A — A B AT I AR X 3R -NO, N R -
CN.-C(0) -NR") ,+-S(0) -NR®" ,»~S (0) ,-NR") ,»-0-R".~-S-R"-0-C(0) -R".-C (0) -R"-C (0) -
0-R".-S(0) -R".-S(0) ,-R".-C (0) -NR") ,»-NR") -C(0) -R".-N(R") -S (0) -R"\-NR") -S (0) ,-
RYRIC, o Hedik i 5L AR, FTIRC, o R ATk g — A B 22 AN A7 bk 1 AU ACR g 3 1) 22 ]
AR

[0084] A AR HIE F AARC, Hidk C, JAEEC, BRI XIARC,  Fidk BRIFJE 3R
B -F.-CL.-Br.-1.-NO,-N(R") ,»-CN+-C(0) -N(R") ,»-S (0) -NR") ,~-S(0) ,-N(R") ,»-0-R"\ -
S-R".-0-C(0) -R"\-0-C(0) -0-R".-C(0) -R".-C(0) -0-R".-S (0) -R".-S(0) ,-R".-0-C (0) -N
R") ,~-N(R" -C(0) -OR"\-N(R") -C (0) -N(R") ,~-N(R") -C(0) -R".-NR") -S (0) -R".-N(R") -S
(0) ,-R*-N(R") -S (0) -N (R") ,MI-N(R") =S (0) ,-N(R") ,, HLHFAEATC, ekt .C, JFE C, L
RC, het R F: B A TAT R A — A B T I 8K X 3R -NO, N R -
CN.-C(0) -NR" ,+-S(0) -NR®" ,+-S (0) ,-NR") ,»-0-R".-S-R"\-0-C (0) -R".-C (0) -R".-C (0) -
0-R".-S(0) “R".-S (0) ,-R".-C (0) “N R") ,«-N(R") -C (0) -R".-N (R") -S (0) -R".-N R") -S (0) , -
RYRIC, (Hedk i 5L AR, FTIRC, e R ATk g — A Bl 22 AN A7 bk 1 AU ACR g 31 2 ]
AR

[0085]  &ANR™hAL I AR BRI EE L 28 FF L -F L -NO,. -CN.-C (0) -N(R") ,»-S (0) -N
R") ,+-S(0),-N(R") ,-C(0) -R".-C(0) -0-R"-S (0) -R"H1-S (0) ,-R";

[0086]  AEANR™MMAL I H A BRI IE LG8 IAHE L -F L -CL.-Br.-1.-NO,,-N(R") ,~-CN.-C
(0) -NR" ,+-S (0) -NR") ,+-S(0) ,-NR") ,~-0-R".-S-R"\-0-C (0) -R".-0-C(0) -0-R".-C (0) -
R'.-C(0) -0-R".-S(0) -R".-S(0) ,-R"-0-C(0) -N(R") ,»-N(R") -C(0) -OR".-N(R") -C (0) -N
R") ,+-NR") -C(0) -R'.-NR") -S (0) -R'\-NR") -S(0) ,-R'\-NR") -S (0) -NR") ,F1-NR") -S
0),-N(R") ,;

[0087]  HRMRUMMAZIMIE H A C, Ktk C, itk (C, JRIE BRI ZIAEL, LA EEAC
e SN ORI B SN OIS S 73787 =/ 37 8- G bviepc 1 A =1 A Va0 17y < K= R AVNE BN
(R™) , Fo Ik BRIAHE IR IAILNC, - Cobe 2L 1) 3 [ AR, FTIRC - Co e AT I gl — D EkZ A
ST Hh i AR ACRT 2 0 2 BTG B RS EATTINE R Bl I R h 28, oAt ik
Hu — AN B AN AL M B AR T R ANC, B e B TR, BTk s AT it gl — A
B AN 3 i AR A R 2 A 2 A

[oo88]  AER/MR'AMAZLIMIE H A C, Kedk C, itk C, JRIE BRI ZLIAEL, LA EEAC
FedE C, MEHEC, Mo  BRIRHE B A R B AT i A — AN B 2 AN ST i AR B 3 LN
(R™) , Fo Ik BRIAHE IR IAIENC, - Cobe 21 3 [ AR, FTIRC - Co e AT e gl — D EkZ A
RT3 B SR AORT 2 0 2 BTG B AR S EATTITE R Bl I R h 28, oAt ik
Hu — AN B AN AL M B AR T R ANC, B e B TR, BTk s AT it gl — A
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CIE 200 Vi 1§ i E =R AW Sl I B TEi LT A

[0089]  fg/ANR"MMSLHIIE 7S C, b dE C, St C, JREE BRIFEE A ILEL, HohgAC
BEdEC, JAdE C, BRI BR PR L B 4 PR AT 2 1 gl — Bk 2 AT gk SRR KRN
(R™) R HEFIC, -C e 3 ) 3 T BUAR, , BIFR C - C A A — 4 B 2 AN S e 1 404K
F 2 0 SE B s BB R 5 B AN AT R 1 8 — I T R R 3, AT e s bl — A s 2 A
ST M I AR FRRIC, e BRI B TR, TR C | Jor BT e — AN B2 /Ml ST h i
EERAWIEEIESTi) AW

[0090] AR bk 5 S MIC, Sk

[0091]  AFAR™MSL ML 5 EFIC, ek

[0092]  HFAR™HIL M H ERIC, Jikk.

[0093]  S&F Fid=X (1) 1 st 77 22, B4k LR 7R B0 AR o 7 4 B AR , A SCHRAIE 1) 5 A Bl B
Z N RV G

[0094]  #F LSt 5 S, RN 3, g — sl AN ERIR UL

[0095]  7FK:ebsiifiJy b RV 23, ol — A el 2 AN FEFIRBUR .

[0096]  #EREELSL )7 S rf  RUNC, | hidEC, 36 C, | BREE IRIR L B3R 5L, JL PR 1Y
TARIC, K HEC,  HFEC,  BREE BRI B A IR AT M g — AN Bl 2 AN IR EUAR
[0097]  7EREEesE 7 R, RUAC, Jedkake, HiE, Hh e, FRIAIC, JRAEEH
WA AR i BRIAEE A E R -FL-CLL-Bra -1 -N R 5 -CNL-C (0) -NRY) 5+ -0~
R".-0-C(0) -R"-C(0) -R"A1-C (0) -O-R"f) S HLAR

[0098]  7EK:EesifE 7 R, RUAC, Jedkake, M, Hh e, FRIEAIC, JRAEEH
W — AN EE AT Ik R R L L -FL-C1.-0-R".-0-C (0) -R".-C (0) -R"A1-C (0) -0-R" Ay 3L
il AW

[0099]  7EREEesifE 7 R RUAC, Jedkake, HiE, Hrh e, FRIEAIC, JRAEEH
WA s AL IR H C, FF R R A R

[0100] 76 77 S8 rb , RN T 3 2- BRI 2.3 BRI IE A L L2 TR - 1- 2 FR L
L IR T I 2- SR L L SR 2 F R P2 L 2- T M- 1 -3 T 26 . 2- R 3 PP 3 L3 -
L T - 1- 2 2- PO 3 PR -2- T 1- 3. 3- T - 1- 36 2- A 2 0k .3 - AR T 3
B4 AR RO

[0101]  7F K6t 77 =, R AH,

[0102] 7 Brebsiji )y 2 rf , R2NC, | ek, A — e LR EUR

[0103]  7EREESEJ7 Ferh , R¥ I3,

[0104] 7 Brebsjii )y 2 rf , RZNHBRC, | hidk , HAT S — Bk 2 N EFREUR

[0105]  #EREeusii 7 52 rp , ROAHERC, Jbedk , FUAT kit i — ok 2 AN R EUR

[0106]  #EREELsii 7 52 rp , RONHERC, Jbedk , FUAT kit i — ok 2 AN R EUR

[0107]  #EREsusi 7 52 rh , RONHELC, bidk.

[0108]  fEJEEL i )y %ok, ROAHELC,  bikk.

[0109] 7 Brebsjii Jy 2 rf , RZJgHak i 3L

[0110]  7E RSt 77 b, QU RRIA FE Bl 8 0 35 , Fo b B PR Rl J IR BT ik b g — Nl 2
AN FEHRELAR
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[0111]  FERELLSfE T R, QAURRIN S , HAT IR Mg — A 2 AN SRR HUR
[0112]  FERESLsif /7 R, QA 230 , HAT IR Mg — Al 2 AN R HUR
[0113]  FEREES T b, QNC, - CH bt , HAR I B — AN BRZ AL HIR AR
[0114]  FEIELLSfE T R, QA5 5 , HAT IR Mg — Ak 2 AN R HUR .

[0115]  FEIELLsff 77 R, QR SE , HAT IR Mg — A sk 2 AN R U

[0116]  FEHELLSE 7 R, QN

Ca'aY

RS Rf
[0117] @

(01181  Hr.

[0119]  AMEZEMA— D EE NI FRCEUN, B AMELE I 5 B S BRI SR &I 2
A, HAR G — e AN ERIRHUAR

[0120]  RME.-F.-Cl.-Br.-1.-CN\-0-R*.C, JitH:.C, JAEELC, Mtk HfEAC, Ji
H.C, JHFEC, JRFAT LI — A AN ALk H AL -F.-C1.-Br.-1.-NO,.-N
(R*) ,+-CN.-C (0) -N(RY) ,+-S (0) -N(R®") ,»-S (0) ,-N(R") ,»-0-R*-S-R*,-0-C (0) -R*\-0-C (0) -
0-R*\-C(0) -R*.-C(0) -0-R*.-S(0) -R*.-S (0) ,-R*.-0-C (0) -N(R") ,~-N (R") -C (0) -OR*.-N
R") -C(0) -N(R") ,-NR") -C(0) -R*\-N(R") -S (0) -R*\-N(R") -S (0) ,-R*\-N(R") -S (0) -NR") ,
FI-N R -S (0) ,-N (R) f FE A HUAR s

[0121]1  R™NA.-F.-Cl.-Br-1.-CN.-0-R'.C, Jid&.C, MSHBC, S, HhgAC, Hi
H.C, JEFEEC, JRFAT LA — A ALk H AL -F.-C1.-Br.-1.-NO,.-N
(R") ,+-CN.-C (0) -N(R") ,»-S(0) -N(R") ,»-S (0) ,-N(R") ,»-0-R"-S-R".-0-C (0) -R'~-0-C (0) -
0-R"-C(0) -R".-C(0) -0-R".-S(0) -R*-S (0) ,-R*.-0-C(0) -N(R") ,~-N(R") -C (0) -OR".-N
R®") -C(0) -N®) ,~-N®") -C(0) -R*.-N®") -S (0) -R".-N®") -S (0) ,-R".-N®") -S (0) -N®"),
FI-NR") -S (0) ,-N (R") 1 B A HUAR s

[0122] A ARUB M F AARC, Fidk C, JAEEC, BRI XIARC,  Fidk BRIFJE 2 3F
B -F.-CL.-Br.-1.-NO,+ -N(R?) ,»-CN+-C(0) -N(R?) ,»-S (0) -N(R") ,»-S (0) ,-N(R") ,»-0-R"+ -
S-R”.-0-C(0) -R*.-0-C(0) -0-R*.-C(0) -R*.-C(0) -0-R*.-S (0) -R*~-S (0) ,-R*.-0-C (0) -N
(R*) ,-N(R*) -C(0) -OR*\-NR") -C (0) -N(R") ,»-N(R") -C (0) -R*.-N(R") -S (0) -R*\-N(R") -S
(0) ,-R*+-N(R) -S (0) -N (R") ,M1-N (R) =S (0) ,-N(R") ., HLHFEATC, ekt .C, JHE C, JHRIEE
RC, etk BRIP I B A SAT R A — B NI AR 1 3 -NO, N (RY) -
CN.-C(0) "N R") ,+-S (0) -NR") ,+~S (0) ,-NR?) ,»-0-R*.-S-R*\-0-C (0) -R*.-C (0) -R*-C (0) -
0-R".-S(0) -R*-S(0) ,-R"+-C(0) -N(R") ,~-N(R") -C (0) -R*.-N(R") -S (0) -R*\-N(R") -S (0) ,-
R*\C, o hedl CHATLL AL — A B AN ST s 1 S0 CAT B 2 0 5 AR M3t (HLA T ik
Mg — AN B ARSI B AR T RIC, (Bedik (1 22 BT 5 TR

[0123]  AEASRMALINGE F 2 C) Hedk C, JAIEAIC, Ik, P RpANC, JHedk C, kol
C, JRILAEZEMA AR AR 3R VR FREEAIC, - Cole it (1 BT U 5
[0124] A ARMSLIIE H HC, btk C, JHFEMC, Ik, K aEAC hedk .C, Skl
C, RIEAT I — A B2 AL [ AR o 3R B R R AIC, - C e Y E A HUAX; A

19



CN 107207493 B ﬁﬁ HH :I:; 14/146 71

[0125] AR MSLIIL H S C, KedE C, JAHEE C, JREE BRI FERMARIREL, Horh AN
BedE \C, MEHE . C, B B PR Bl A PR EAT 8 Bl — Bl 2 AN ST i g 1 4R e LR
BRI FREEC - R AR BRIR R NC - C Kt FE I ZE IR, BT IR C - C S ZEAT ik 4l — > B
2 AL e B AU g 3R IR 2R B O BT ANR S eI R R s 3h 4,
T3 A — A B AN gk 11 AR 3R RIC, e B BRI HUAR, BITRC | b AT 146 1
R NE'E 2 VA R = EER AW [E3l R JEi D VE R

[0126]  fERLLLSL T S RONEA .

[0127]  7ERLuESH T Zrh  RONAL

[0128]  7ERELLSL)E Ty S, FRMELL AR — A B2 N ERIRC IR .

(01291 7ERCLESiE 7 S, QAC, - C AR ped , HAT B A — > el 2 A5 FHRHAR
[0130]  FERLLESLE T G, QA7 2 , HATA R — el 22 N FE IR HUAK

[0131]  FERLEST 7 R, QAR AL, HAT R B — A2 N EIR U, P & AR
Hijk F C, Jidk \ J R JE L -FL-C1-CN.-C(0) -N (R") ,F1-0-R", FLHATAR[C, _ Jor S ml Je IR B AT
A — AN B AN % H AR VKL N0, N (RY) 4y -CNL-C (0) -N(RY) ,+-S (0) -N
(R") ,+-S(0) ,-N(R") ,+-0-R"\-S-R"-0-C (0) -R".-C (0) -R".-C(0) -0-R".-S(0) -R".-S (0) , -
R".-C(0) -N(R") ,»-NR") -C(0) -R"\-NR") -S (0) -R"\-NR") -S (0) ,-R"FIC, b =) 5 [ HX
O PIRC, Jre AT e — > sl 2 ST vk |5 20O B 3K 0 2 AT HRAR

[0132]  FERELLST T R, QAR EL, HAT B — A2 N EIR U, P & AR
Hiik F C, Jidk  J R JE L -FL-C1.-CN.-C(0) -N (R") ,F1-0-R", FL A ATARIC, _ Jor S ml Z IR HEAT
I — B NS H -0-RURIC, b ) 3 [ U, BTIRC e AT G g — ek
2 AL 38 AT 2R R 3 P A

[0133]  FERELLSIjE 7 S, Q2R AL, HAT I A — N JE ] -C (0) -N RY) HUARAIAE it Hh 45
— A EEADEEIREU

[0134]  FERLLGSL 7 G b, QR AREE, HAlFE ] -C (0) -N RY) IR, I HHAT e g —
2 EFARBUR, H A EEARMOLHE B C, etk A EE L -FL-C1.-CN.-C (0) -NR) ,Ri1-0-
R, FAAEATC he 2k B A TA e b A — Bl 2 DALk F -0-RVNIC, he ik 1 2 [ HY
O PIRC, Jre AT e — > sl 2 A ST vk 5 20 AU B 3K 0 2 AT HRAR

[0135]  FERELLsyti )y b, QR AL, AT g — A B2 A BEIRHUR, OF B Bk B
RGO B B (PR O SR A L e D B S R | DU S e R R A N -
(2,2- ZH L3 - EAE BRI VIR T SR GURE B AL A T ik PR S A L L AR L it
B - 1- SR IR L £ B R A 2 - R T RR) SRR 2 (R AL OB
FLIRHE 2- PRI LRI IRAE 1 - IR E R PRI L 6- A -2, 6- “RURIR (3. 3] Pk -2- 4
PR 4~ FBEDRIGE - 1 - BESRIE AN U3 T - 1- FiREE (2] -C (0) -N (RY) ,HUAX

[0136]  fEHELLSti 7 b, Qe [« 3- (N, N- FH LG AL B ) 8L 4- R0k - 3- K
B 3- BB - 5- UK KR A - BT HE IR AL (3- (N-BR O BESU BERIE) R L 4- (N- IR AL
PRI I 3 (N- S Y RE S R B t) 83 | 3- T30 - 6- F AU R0 L3-S B kA - 2- AR 3 L 3
TILFRIE -6- ORI RIE 3- (N-IA SRR FRAL) -6- S R OK 0 .3~ (N- DY SRk 2 2
PRFE) -6- AR AR EE (3- (N- (2,2- 9O H) F AR -6- P00 AL 3 (N-3F T R
HRIE) -6- A LRI 3 - (N- (AP 2E T ) S FR ) -6- FR AU B R 0 L 4- T -1,3,4,5- 1
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H-1,5-KIF m A -2l -7- 5.3 (N, N- R LG L) -5- S0 .4~ (N- F U ik
H) IREE 3~ (ME s - 1- BB HE) DRI | 3- SRR R ORIk (4 - (R Ao J ) R L4 - (g
RIRIE) HHE3- (N N- IR E IR IRIE) -6- R EE . 3- (N, N- H SR EIE IR IE) -2-HOK 2 |
3- (N,N- S HHL) -6- AR LA AE .3~ (N- Z L R L H L) -6- FH AR LR 3L L2 - H AR 0 -
5- (N- FH R L P ) L \2- AR 2 - 5- (Wb be - 1 -2 k) R L 2- PR AR 2L -5- (N- (2- 3
PAIE) S L ERIL) 8L 2- A JE-5- (N- (2- (CHIIEE L) 2. 38) S IEHah) K3 .3- (N- -
B2 ) FIPFL) -6- FAILIEL 2- I -5- (N-TH - 1-FEE LRI 253 .3- (6- LM% -
2,6- R AR [3. 3] Bl -2- HEPRIE) -6- AL R 4- (1-FR 2L - 1- R 2 0) -2- A SRR
Fe4- (-5 -1- WA 20 A (4- (4- I JE0RGE - 1 -0 0h) AL (4- (N, N- R A ik
B) KRB 3- (5-FAE-1,3,4-WE Mk -2- L) DR (3 (N- FE BRI AL) 2R 2L 4- R AL
I 3-G-4- (N N- T HI IR IE R IE) 2R 3L (3-G(-4- (G IEIRIL) I3 - (BAFF T k- 1-
BRIL) -6- FH AR AL

[0137]  FEHELLSTE T R, QN

VAV

Re Rf
[0138] @

[0139]  JFLrhr:

[0140]  IRA(EIEHAE A2 A FIRT AU, BRI MELE I S5 BRI R B A S & 1 %
I, AT A — e A RO

[0141]  R*NZ-F.-Cl.-Br.-I.-CN\-0-R*.C, Hidk.C, MHILELC, Jk:, Hi&AC, b
H.C, JHFEEC, JRFAT LA — A ALk H AL -FL-C1.-Br.-1.-NO,.-N
(R") ,-CN.-C (0) -N(R") ,~-S (0) -N(R") ,+-S (0) ,-N(R") ,~-0-R*\-S-R*.-0-C (0) -R*.-C(0) -
R*.-C(0) -0-R*-S(0) -R*+-S (0) ,-R*\-N(R") -C (0) -R*-NR®") -S (0) -R*FI-NR") -S (0) ,-R*[fJ
e [ A

[0142]  R™MNA(.-F.-Cl.-Br-1.-CN.-0-R'.C, Jid&.C, JSHBC, S, HhgAC, Hi
H.C, JHFEEC, JRFAT LA — A B ALk 5 AL -F.-C1.-Br.-1.-NO,.-N
(R") ,»-CN.-C(0) -N(R") ,+-S (0) -N(R") ,~-S (0) ,-N(R") ,~-0-R".-S-R*.-0-C (0) -R".-C(0) -
R'.-C(0) -0-R'-S(0) -R'~-S (0) ,-R*\-N(R") -C(0) -R*.-N®") -S (0) -R"FI-NR") -S (0) ,-R'[fJ
e A

[0143]  FEANRRAL L B AR C, bidk . C, Mtk (Cy Bedk pg £RC, etk B JE L A4 3R
3. -F.-Cl.-Br.-1.-NO,«-N(R) ,+-CN.-C (0) -N R?) ,+-S (0) -N(R") ,~-S (0) ,-N(R") ,»-0-R"+ -
S-R*.-0-C(0) -R*\-0-C(0) -0-R*.-C(0) -R*.-C (0) -0-R*-S (0) -R*.-S (0) ,-R*.-0-C (0) -N
(R") ,»-N(R") -C(0) -OR".-N R) -C (0) -N(R") ,»-N(R") -C (0) -R".-N (R") -S (0) -R*\-N(R") -S
(0),-R*-N(R) -S (0) -N(R") ,M1-N (R) -S (0) ,-NR") ,, FLAHAEATC, JeHC, JJhFk C, R
RC, het R J: B A TAT R A — A B M G A X 3R -NO, - N RY) -
CN.-C(0) -N(R") ,»-S (0) -N(R") ,+-S (0) ,-N (R) ,»-0-R*.-S-R*,-0-C (0) -R*.-C (0) -R*.-C (0) -
0-R*.-S(0) -R*.-5(0) ,-R*.-N(R") -C (0) -R*-N(R") -S (0) -R*-N(R”) -S (0) ,-R*HIC, _ Je Al
277 B MR, b C AR M — A B AT Ik AR R N R™) A
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I FE A HLA T AR — A - N R™) AR

[0144]  HEARVMSZILE H A C, Stk .C, JHIERFIC, Mk, HAFEAC - Jiidk . C, Jhkak
C, HRIEATIE AL — B AT I S8 10 3R & R AIC - C e B (1 R A
[0145]  AEARMSLILIE H S C, bedE C, JREEFC, Sk, HAFEAC, Jidk C, Jhkak
Cy HRILATE A — > E AN ST G 1 S8R B 3R B R ANIC - C e Bt 14 AT A A
[0146] KRR MMALINIE H A C, Kedk C, itk (C, JRIE BRI ZIAEL, KA EEAC
Bedk C, MhHE . C, JBRIE BRI IE B A IR IAT G B — B AT e 5 AR R R R
S PRI R BRIRJEAIC - Cohi sk (1 2 U, BITIBC, - Cobe AR e st e — AN a2 Ao
i 32 ST B 3R A 2 AR ; BTN R™ S5 B AT AT IE B B 30— i TR 2 A Bt , HLAE s Ml
— A EE AL A R ANIC, KB BB, FrIRC, e AR — el
AT b 15 SR B 2R R R AR

(01471 ERLLESL T S ROV .

[0148]  7ERLuESTH T Zrh  RONAL

(01491 FERLESLE T G b, AMELE L — sl 2 N FERIRHUAL.

[0150]  fEIRLL Sty S rp , ROBHAT Hh ik [ 84X C) (Bidk \C, (JiidE \C, JHRIE I fAC, (ki
B RIFEE LRI L -FL-C1.-NR") ,+-CN.-C (0) -NR") ,~-0-R"FI-NR") -S (0) ,-R", H: A AFA7]
Cp HEFEC, M \C, JBRIEINC, i I A B IR AT A — Bl 2 T 3
H AR K2 -NO, - N (R, -CN.-C (0) -N(R") ,»-S (0) -N(R") ,.-S(0) ,-N(R") ,»-0-R".-S-~
R".-0-C(0) -R".-C(0) -R*\-C(0) -0-R"\-S (0) -R".-S (0) ,-R"\-N(R") -C (0) -R"\-N(R") -S (0) -
R*-NQR") -S(0) ,-RYAIC, JHekk i 2B A, PINAC, e ARt iy — a2 Al 57 i
A B 3K 0 2 AT HRAR

(01511 RISty S rp , ROBA ik [ 25X C) bedk 33k . -F . -C1.-CN,-C(0) -N
R") ,~-0-R*MI-NR") -S (0) ,-R", HHPEATC,_ Hedk oA PR IAT e — > mli 22 NP 57 b vk
H ALK -NO, N (R ,+-CN.-C (0) -N(R") ,»-S (0) -N(R") ,+-S(0) ,-N(R") ,-0-R".-S-~
R".-0-C(0) -R".-C(0) -R*\-C(0) -0-R"\-S (0) -R".-S (0) ,-R"\-N(R") -C (0) -R"\-N(R") -S (0) -
R'-NQR") -S(0) ,-RYAIC, JHekk i 2B A, PINAC, e ARt gy — el 2 Al ST ik
A B 3K 0 2 AT HRAR

[0152]  fEIRLL Sty S rp , RS ik [ 45X C) bidk 33k . -F . -C1.-CN,-C(0) -N
R") ,~-0-R*MI-NR") -S (0) ,-R", HoPEATC,_ Hedk AP IAT e 7 — a2 N Ji 57 b 0k
H -0-RNIC, _Je J ) 3k PR ERAR, ITIRC o e AT b A — A B2 NS vk | AR B 3R
F) 2 A

[0153]  7ERLUsTifi 7 S ef, Qi — AN -C (0) -N RY) LA B I HAT e gl — A 822 AN kT
Mk C, hedkC, Mtk (C, JREE GARC, Bk Ik df 2k -FL-C1.-NRY) ,.-CN.-C
(0) -N(R%) ,~-0-R*AI-N R") -S (0) ,-R*IR ZE IR, AP AEATC (Hedk \C, Hiidk \C, BRI
RIARC, Gl BRI I B AT AR R A — A B T I A 3R -NO, N R -
CN.-C(0) -NR" ,+-S(0) -NR®" ,+-S (0) ,-NR") ,»-0-R".-S-R"\-0-C (0) -R".-C (0) -R".-C (0) -
0-R".-S(0) -R".-S(0) ,-R*.-NR") -C (0) -R".-N(R") -S (0) -R".-N(R") -S (0) ,-R"FNC,_ bt F: ]
S AR, BTIRC, Je AR — A B AN i B S AR 2 ) 2 A

[0154]  FERLESE T G, QPR EE, JLAE ] -C (0) -N RY) U, JF H AT e gl — A Bk

22



CN 107207493 B ﬁ'ﬁ HH :I:; 17/146 71

2 EFARBUR, H A SEARMOLIE B C, etk A EE -FL-C1.-CN.-C (0) -NR) ,Ri1-0-
RY, JEAAEAIC, (Fidk PR SAT IR A — A B ML I H -0-RURIC, feJ (4 56 [
A PFTIRC, AR AR B A 3 3% (5 S AR B 2R ) 2 AT A

(01551 FERELLsi 7 s, Qi A -

B

' 07" “NH,
[0156]
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[0157]

~

)\@/"&
(o]

HO
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I\lO J§ 1 9] L

=/ =
[0158] ° 0 ° N
O/\I O/H 0 N \0 2
N\“/'@\N’\ N " O \> HN—<I
(0] N=/ o N-—-// . \ .
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OH NH,
[0160]
N (@] N ] (@) N
N=
NH,

O R
d _0 N
N N
o

o) N\j\ OH
NN
N

—_—

NH,
[0161]  FEHRELLsTil 7 Rrp , (A ik A
[0162]  3- (6-Jfi PN 2 -7- AR - TH-MERE FF (2, 3-c TMbRE -4-3) -N,N- = H 3 2 B I fi 5
[0163]  3-(6- T 3&-7-5AC-1H-MLME I [2,3-cTMEmE -4-F5) -N,N- - H FL IR B Bk iz
[0164]  N,N- ZHIEE-3-[6- (3-HIZET -2-#53L) - 7- 540 1H-MEg 3 [2, 3-c I mbrg -4- 2L ] R

FH Ik % 5

[0165]  3-[6- (2-FFPNHEEZIE) -7-FAC-TH-MEM& FH:[2,3-cIMEmE-4-FE] -N N- — H LI H
i s

[0166]  3-[6- GAKIEHFE) -7-FAC-1H- L& FH[2,3-cTHkmE -4-FE ] -N, N- — FF 2 2 FA g
J 5

[0167]  3-[6-[ (4- AR LR IE) FH L] -7-AC- 1H-MEn& 3 [2, 3-c] ke -4- ] -N,N- — H
5 2R R P e 5

[0168]  N,N- HIH:-3-[7-%40-6- [ () - J-2-Jidk ] - TH-HEE IR [2, 3-c b nE - 4- & ] 4

27
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T Ji

[0169]  3-(6-T -3-MdE-7- AR - TH-MLE I [2, 3-c TMLIE -4 - J8) -N, N- — FF B 0K FH P g
[0170]  3-[6- A FEHI L) -7- 540 1H- ML [2, 3-cJMERE -4- 6] -N, N- = F IO H ik
i s

[0171] 3 (6- /0028 - 7- AR - TH-MERE I [2, 3-cJmbng -4 - 3) -N, N- B LK F i iz
[0172]  3-[6- (A T FEHI L) -7- 540 1H- ML 5 [2, 3-cJMERE -4- 6] -N, N- = F IO H ik
i s

[0173]  3-[6- 2-3F 2 3E) -7-FAR - 1H-MEgIF[2,3-cTAkmE-4- %] -N,N- - HI JL 2K H
T Ji

[0174]  N,N- —HI3E-3- (7-848-6- JREE- 1H-MERg I [2, 3-cTntkiE -4- 52) ZEF AL

[0175]  3-[6- (2- A ILZIE) -7- Q- 1H-ME% I [2,3-c T E-4-F£] -N,N- —HIFL IR
T Ji

[0176]  3-[6- (3- AL IE) -7- A0 - 1H-MLg I (2, 3-cIAkmE -4- ] -N, N- — i L 2
T fi

[0177] 3~ (6-F T - 7- AR - 1H-MERE H [2,3-cIMbng -4-3&) -N,N- B B K F R iz
[0178]  3-[6- (FRPIILHI L) -7- 48 - 1H- LM% 3F: (2, 3- I MEmE -4- 251 -N N- — FF 2L 2 FR g
i s

[0179]  6- T -3-Jfdk-4-[3- (5-H3E-1,3,4- M8 14 -2-38) JRIL] - 1H-mEm% 5 (2, 3-c L
WE -7 - il ;

[0180]  3-[6-[(E) - T -2-43L]-7- A% - 1H-MEng I [2,3-cIntkiE-4- 3] -5- 5 -N,N- — Ff
SR R I fi 5

[0181]  4-[6-[ (E) - | -2-#53L] -7- A% - 1H-ME g I [2, 3-cTnbhmg -4- 36 ] - 2- 5 2K FFY kg
[0182]  6-T -2-J&idk-4-[4- (4- FHAEWRNG - 1 -Bk) R HE ] - TH-MER& 5F: (2, 3- c JRLRE - 7- i s
[0183]  3-(6- T -2-Ms-7- A - 1H-MEEH [2,3-cImbnE -4-3) -5- 5K FH i

[0184]  6- T -2-Mdk-4- (4-FUT HEAEL) - 1H-MErgH[2,3-cImbng -7- 1 ;

[0185]  4- (6- T -2- 473 -7- %48 - TH- L% 3 [2, 3- ¢ TRk -4 - J5) -N- 28 FH e

[0186]  3- (6- 1 -2-Udk-7-% A - 1H-NER& 3 [2, 3-c TN -4 - J52) -N- FH 3 28 FH ik e

[0187]  3-(6- T -2-J#2&-7- %A - TH- L& 5 [2, 3- ¢ ML IE -4 - %) -N- PR P 2 2 Y g fi 5
[0188]  6- T -2-J&dE-4-[3- (MEME b -1-FkId) A EE] - TH-MEE (2, 3-c TMLnE - 7- i ;

[0189]  4- (6- T -2-J#2&-7- %A - TH- L& 5 [2, 3- ¢ ML IE -4 - %) -N- PR P 3 25 Y g fi 5
[0190]  6- T -2-dk-4-[4- GRIEHAE) JREE] - TH-MEng 3 (2, 3-c L mE - 7- i 5

[0191]  3- (6- T -2-43L-7- A - 1H- AL 3 [2, 3-c T ARk -4 - 35) 2% PR fie

[0192]  6- T -2-Mdk-4- (4- FPAZEREL) - IH-MErgH[2,3-cImbng - 7- 1 ;

[0193]  3-(6-T -2- M- 7- AR - TH-MLE I [2, 3-c TMEmE -4 - J8) -N, N- - FF B oK R P Jig
[0194]  6- T -2-JFdE-4-[4- (Mg bE-1-FkI) L] - TH-MEg (2, 3-c TMLnE - 7- i ;

[0195]  N-[4- (6- T -2-4d-7-EA%- 1H-MERg I [2,3-cTmLng -4-3) 5L ] B e ek e
[0196]  3-(6- T -2-J#2&-7- %A - TH-MLn& 5 [2, 3- ¢ ML IE -4 - 355) -N- S P 2 o Y g i
[0197]  4-(6- T -2-J#&2&-7- %A - TH-MEmg 5 [2, 3-c JIHbIE -4 -38) -N,N- = F ORI i
[0198]  6- 1 -2-Jdk-4-[4- (h0pk-4-BAL) JREE] - TH-ER% I (2, 3- c I L mE - 7 - I 5
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[0199]  3-(6- T -2-J#2&-7- %A - 1H-MLn& 3 [2, 3-cJ M mE -4-3) -4- AL - R

[0200]  3-[6-[ (E) - ] -2-#53L] -7- A% - 1H-ME g I [2, 3-cTmhmg -4- 6] - 2- 2K Pk g
[0201]  3-[6-[ (E) - | -2-#S3L] -7- A% - 1H-ME g I [2, 3-cTmbhmg -4- 36 ] -4- 5 2K FFY R g
[0202]  3-[6-[(E) -1 -2-J@3L]-7-%A0- 1H-mEn& 3 (2, 3-cInkmE-4- 2] -4- % -N,N- —H
SR R g fi 5

[0203]  3-[6-[(E) -1 -2-J@3L]-7-8A0- 1H-mEn& 3 (2, 3-cInkmE-4- 2] -2- % -N,N- —H
SR A fi 5

[0204]  4-[6-[(F) - T -2-%3&] -7-FAC- 1H- L& 3 [2,3-cIMkmE-4-3E£] -2-5(-N,N- —H
SR A g fi 5

[0205]  4-[6-[ (E) - ] -2-#53L] -7- A% - 1H-ME g I [2, 3-cTnhmg -4- 3] - 2- 502K F Bk iz
[0206]  6- (2-WiMRg 3 L) -4- 2K - TH- LR I (2, 3-cJmtkme - 7- i 5

[0207]  3-(6- T J&-7-% Q- 1H-MER% IF: [2,3-cIMLRE -4 - J%) -4- AL - 0

[0208]  3-[6- (2-FFINFELIE) -7- 584 - TH-MERR I [2, 3-cTMEmE -4- 36 ] -4 - FF AU - 1
[0209]1  3-[6-[(E) - T -2-Hsdk]-7-%AC- 1H- Mg IF (2, 3-cInthmg -4-FE] -N- IR P5 Jk-4- H
AR H eI ;

[0210]  3-[6-[(E) - T -2-45E]-7-%A0- 1H-MEng 3 (2, 3-cIAkiE-4- 3£ ] -4- 4 L -N, N-
-5 ]

[0211]  3-[6-[(E) - T -2-J3L]-7- A0 - 1H-mtg I (2, 3-cIntkmgE-4- %] -4- 1 4 3L -N- P
USRI - 3 - A I

[0212]  3-[6-[(E) - ] -2-43L]-7- A0 - 1H-Mg I [2,3-cInkmE-4- 3] -N- 2. FE-4- F 47
SR A g fi 5

[0213]1  3-[6-[(E) - T -2-43L]-7- AR - 1H-MEng I [2,3-cIntknE-4- L] -4- FF 4 L -N-
SR A g fi 5

[0214]  6-[(B) - T -2-4&JE]-4-[2- 4L -5- (ML~ 1-FIE) ZRIE] - 1H-MEn% 5 (2,3 -¢]
AEEIE -7 - il 5

[0215]  3-[6-[(E) - T -2-J@3L]-7- A0 1H-MEn& 3 (2, 3-cInkiE-4- 2] -N- 2,2- —# 2
5) -4- AR IR LG 5

[0216]  3-[6-[(E) - T -2-Hsdk]-7-%AC- 1H- Mg IF[2,3-cInhmg-4-FE] -N- 57 T He-4-H
AR H eI

[0217]  4-[5- (R A T hr-1- AL -2- AL - 2R ] -6-[ (B) - T -2- @& ] - 1H-meng I
[2,3-clntme-7-Ff ;

[0218]  3-[6-[ () - J -2-4&Hk] -7- % AC- 1H-MEn% 31 (2, 3-c Mg -4-3E] -N-[2- (T HIEE
) 5] -4- FEREIE P ELRG ;

[0219]  3-[6-[(F) - T -2-J&3L]-7-%AC-1H-mEng 3 [2, 3-cInkng-4- &1 -N- Q-BF 2
5) -4- AR SRR LG

[0220]  3-[6-[(E) - T -2-43L]-7- A0 - 1H-MEng I [2,3-cIntkiE-4-3E]-4- A JE-N- T
SR A I fi 5

[0221]  3-[6-[(E) - T -2-Hsdk]-7-5AC- 1H- Mg IF (2, 3-cInthmg -4-FE] -N-3F T Jk-4- H
AR H e RE ;

Do
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[0222]  3-[6-[(E) - T -2-43L]-7- 8 AC-1H- Mg 3 [2,3-cInkngE -4-F£]-N- GRA
HE) -4 - AR ORI A

[0223]  4-[5- (6- & MkIE-2,6- R M2 [3.3] Pike-2-Fdk) -2- AR L -4 3] -6- [ (B) -
T -2- Y] - TH- e 3 (2, 3- ¢ JAREE - 7- i s

[0224]  4-[5- (6- ZWEHE-2,6- “ AR [3. 3] Bifc-2-FId) -2- AL - R3] -6- T 4 -
TH-Eng (2, 3-c L mE -7 ;

[0225]  6-[(E) - T -2-Jfidk]-4-[4- (1-3H-1-H - 23) -2- AL - 2R3 ] - 1H-mE g Jf:
[2,3-c]tiE-7-H ;

[0226]  6-T3&-4-[4- (1-FHE-1-F K- 25 -2- AR B - 2R ] - TH-TEns I [2, 3-c Ttk e -
7 -1 5

[0227]  6-[(E) - T -2-Jdk]-4-[4- (1-F22E-1-F AL - £ 28) RAE] - 1H- Mm% 91 (2, 3-c it
WE -7 - il ;

[0228]  6-T 2&-4- (4- (2-F2HL N -2-2) AL) - TH-MER% 2, 3-cJMLAE -7 (6H) -E ;

[0229]  6- (2-FANIELIHE) -4-[4- (1-FBHE-1-F B - 2 58) 2R L] - TH-Mens I [2, 3-c Ttk e -
7 -1 5

[0230]  3- (6- (2-PAINFEL L) -2- AL -7-%4K-6,7- & - 1H-MEIg - [2,3-c]nbrE -4-
HE) -N,N- R OR F i

[0231]  3-(6- T Je-2-FJL-7-%4C-1H-mbm& 3F: (2, 3-cIMEE -4-3E) -N, N- — FF 25 % H gk
¥ ;

[0232]  3- (6- ] J:-2- I JL-7-%40 - 1H-MER& 3 [2, 3-c I AkngE -4- %5) -4- 4R L -N N- —H
FEOR H B

[0233]  3-[6- - NFELIE) -2- I -7-5 - TH-ME g FF [2,3-cJmbmE -4- 3] -4- 4
FE N, N- 2 FH 2 g i 5 A

[0234]  7-[6-[(E) - T -2-Hsdk]-7-%AC-1H- Mg IF[2,3-cImkng-4- ] -4-F%-1,3,4,
5-PUE-1,5- 2RIt AR B -2- il

[0235]  JedLEh.

[0236]  FEHELLSTil g R, (AL A

[0237]  6-77 -3-JfiKk-4-[3,4- 5 -5- (WM -4-FiRAE) 2RI ] - TH- L% I [2,3-cJMLiE-7-
i 5

[0238]  6-T1 -3-Mdk-4- [3-5-5- (3- LN k-4 - B L) JRAL] - TH-NEn& - [2, 3-cJ ML AE -
7 -1 5

[0239]  3-(6-T -3-MAdk-7- AR - TH-MLE I [2, 3-cIMLnE -4-J%) -5- (IR -4-FkIE) K
[0240]  6-[(E) - T -2-M&dk]-4- [3--4- (MEhbk-4-Bdl) R FE] - TH-MERg I (2, 3-c kg -
7 -1 5

[0241]  6-[(E) - T -2-Jfdk]-4- [3-80-4- (L& ke -1-FR3E) KAL) - 1H-MEm% 91 (2, 3-cJnit
WE -7 - il ;

[0242]  6-T -3-JdE-4-[3-9-5- (MEhibk-4-FkIE) L] - TH-MEg (2, 3-c TMLng - 7- i ;
[0243]  6-T -3-JFdE-4-[4-%-3- (MEhIbk-4- Bk ) L] - TH-MEg (2, 3-c ML ng - 7- i ;
[0244]  6- T -3-Jd&-4-[3- (HHEIL) -5- (0bR-4- L) FFE] - 1H-mE g I (2, 3-c Tk
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32(:5]6[1]&%67[%?3) T 2o AE] -4- [2,3- -4 (MR- 4- FRAE) KRR ] - 2- AR - 1H- Mk O
E[:Zz’537]dﬂt(§%[(;)m?2i%%] -4 [3-F AR HE -4 - (NS bk -4 - HE) AL ] -2- A - TH- ik g 3
Esz’sgs_]dﬂtat#[_(;f@f-z-fﬁﬁ - [3- - A- (U -4~ 3 0E) 2361 -2- F - LI OF [2,3-
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E:}Eo] 6- 7 -3-Mkk-4-[4-90-3- (R -4-Fee) REE]-2- AL - 1H-AIkig I [2, 3-c Mg -
Eoinn 6-[(E) - T -2-4dk] -4- [5-50-6- (W -4 - HrFE) -3-Wbmg HE] -2 FR: - TH- ik 5
[[52’632_](:]Htg[-]i[_(;)_?@r;—z—dz%%] A4-[3-5-4- (4- P BENR S - 1 - ) 2R L] -2- F O - LH-THE s 9F
o - [3- A A- (-4~ BEE) 238 - TH- s 3 (2,
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[0264]  6-J&PNIE-4-[3-G-4- (GUpR-4-FIEL) FRIE] -2- H IE - LH-MHEM% 5 [2, 3-c Ik meE -7-
M 5

[0265]  6-J@PNAE-4-[2,5- “HI AL -4- (REhmpk-4- Bk 2E) AT -2- F L - 1H- k& 9 (2, 3-¢]
NEE g - 7 - il

[0266]  6-[(F) - T -2-MdE] -4- [3-F AL -5- (EIbk-4-BAL) -2-nbme L] -2- B 5L - 1H-Hit
%3 [2,3-cTALmE-7- i ;

[0267]  6-[(E) - T -2-Jfdk] -4- [4-50-5- (WEMbK-4- HRHL) -2- Mk me L] -2- A L - TH-mik g I
[2,3-cIubrE-7- 1 ;

[0268]  6-[(F) - T -2-4dk]-2- H 3L -4- [2- (Mmph-4- F3E) msng -5- %] - 1H-MEng (2, 3-
c ] LLIE - 7 5

[0269]  5-[6-[(F) - T -2-JdE] -2- FH B -7- AKX - TH-ME g - [2, 3-cJMbng -4- 2] -2- (g
Wk - 4- B 3E) RN 5

[0270]1  6-[(E) - T -2-ME]-4-[4- (1-$23E-1-HIE- 2 5E) -2- 4 0k - k] -2- PR - 1H-
Mg 2, 3-c Mg - 7- B

[0271]  6-[(B) - T -2-Jfdk] -4-[2,5- HI A& -4- (WERbk-4-BiAL) RIE] -2- FF 5L - TH- kg
H[2,3-cInbng -7- M ;

[0272]  3-[6-[(E) - T -2-Jfdk] -2- FH AL -7- AR - TH- k& JF: [2, 3-cJ ML i -4- L] -4- F 4
FE-N- (e - 2- 3 B L) 4 H e

[0273]  6- T -2-Jdk-4- [3-F4IE-5- (4- FIJENRME - 1 -¢3k) -2-nkme Jt ] -2- F & - 1H-iE
%3 [2,3-cTALmE-7- i ;

[0274]  6-[(E) - T -2-Jfdk] -4- [6-50-5- (Wb -4- HR L) -2- Mk mE L] -2- FF L - TH-mik g I
[2,3-cIubmE-7- 1 ;

[0275]  1-[4-[6-[(B) - T -2-J#&3&]-2- & - 7- AR 1H-ML g I (2, 3-cInkme-4-FE] -2-
AR BEREURIE -4-FR IR 5

[0276]  1-[4-[6-[(B) - T -2-Jd&]-2- H 2 - 7- AR - 1H- ML 3F (2, 3-c Ik e -4- 2] -2-
SR BRI -4 - FRBE AL

[0277]  6-[(B) - T -2-ME]-4-[3- RS AL -4~ (WIbk-4-F L) 2R 3L ] -2- HE AL - TH- g ng I
[2,3-cInbrE-7- 1 ;

[0278]  6-[(E) - T -2-J2k] -4-[3- GRNIEH SEIE) -4- (uph-4-PI) KFE]-2- 2L - 1H-
Mg 2, 3-c ML - 7-1H ;

[0279]  6-[(E) - T -2-Jfdk] -4- [3-50-4- (DRWE-1- L) R ] -2- FH 2L - TH- kg 5F: (2,3~
c ] LLIE - 7 5

[0280]  4-[4-[3- (3-ZAJEMEME-1-5) BRIA T bi-1-FckE] -3- - K] -6-[(B) - T -2-4%
HE]-2-H - TH-MER% 5F: (2, 3- c JEERE - 7 - I ;

[0281]  4-[4-[3- (3-ZAJEMEME-1-J5) BRIA T bi-1- k=] K] -6-[(B) - T -2-J@Kk] -2-
SR - TH- M 3 (2, 3- c ML e - 7 - i 5

[0282]  6-[(E) -7 -2-#3k]-4-[4- 1-F%-1-HE-25) -2,5- HEFE-FKHE]-2-H
FE-TH-MEms 3 [2, 3-c Itk mE - 7- i

[0283]  3-[6-[(E) - T -2-Jfdk]-2- FHAE-7- Q- 1H-MER& I [2, 3-cJMbiE -4- L] -4- F 4
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[0284]  6-T H:-4-[2,5- “HIGHE-4- (WGIHR-4-Fpekk) H8HE] -2- FHJL - 1H-AEng JF: (2, 3-c it
WE -7 - 5 ‘ \

[0285]  6- T Jk-4-[3- HI%E(FE-5- (4- W ENRIGE - 1 - Bk BE) - 2- ML 5L ] - 2- WY 2 - TH- Ak g JF
[2,3-cAtkiE-7-HR ; F1 ‘

[0286]  6- T Hk-4-[3-FH4A R -5- (Whupk-4-FxHL) -2-MbngJk ] - 2- F L - TH-HEng 9 (2, 3-c]
ML - 7 - i

[0287]  JpH.ih

[0288]  FEFELLSIE T =, EMIEH -
) 4 AR
[0289]
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— YRR B
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[0338]  F— T EHE S (1) AP IL 3 F T4 A 2 s g b3 (PRSP E R ) 1 &
[0339]  S—ANSLiit 5 S A0 FH T-16 97 sh W A B B4 /3l A 5 B e 1) 5 v, o AdE )
Frid shWes 7 X (D) AP E I 25 F 3h AR 2 B 45 M3 5 10 0 i B RN IR T A SC Rk
) R S P 9 o

[0340] 55 —™ St 7 8 B0 46 B N304 A A0 55 41 B 75 25 AU i VYR T B DR 7 i, A
A prid 2 es T A S (Dt S a2 .

[0341] 5 —ANSLits 5 S A0 HE L IR B 1k F ot sh Wb 40 e 25 2= R s RE LI () T vk,
BFE A BTk s 2e 7 30 (D A S a2 .

[0342] 5 —AN St 5 S8 A0 HE LK B e iE VR T IR e L RE SR (] (14 5 3, AL A) 1
TEB IR VR TT B 4h T 3K (D A s L 24 A L, oA AR T A% 720 (D 1 &9 e
25 I ER I 0 X RE VR 9T 0 SRR SR (8], 25 50 (D) 4 & P sk I 24 F 3 i e E iR T
(7] J9E e SR ] [R] 45 B K

[0343] 5 —ANSLjiti 7 RBFEIRIT AR A I 7 v, AR A BTk M gA T () 2N (D A
Ve 2 FH 2R, A0 (b) AR 85 2557 75— NS0ty R R, 40 i 25 25570k B HUiciE 7] R fr 4%
EW AR HTAE 270 PR D S A T T 50 AT P 0 S A T ok 7 B AR
FAU A5 5 e IR AR TN T L A 52 A s 2 TR VA I 2 A s 0 ) 351 S ¥ 7 A (R PR )
LDH- A$I 1) 551) g o 8 26 40 R 0 o1 351 &4 e S 1915 5 A% 3 30 1) 7  HDACH 1) 751) 2 1 B A 4100
i) 75 g AT 1) 7] o 7 — N ST T R, A B R AR AL AR — AN SE T B B
Bt AL B %2 A 38 . 78— N SL it 7 =P, A B = 72 B30 7E — AN St 7 Rrh L 41
B 2R EGFRIE YU o 7E — 5L it 77 R, EGFRIEHTFIAEN- (3- 2RI FESE) -6,7- - (2-H
AL SRR MR - 4 - sl L2 FH 2R (B0, JEIE & e) AR AN B A EE R AR
RAFHIHIIF7] o £E— NS 7 Z2 e , RAFH 8] 751 72 BRAF B, CRAF 4 8] 751 o 7 — AN S it 5 22 b, RAF A
W B AE 8 o AE— ANty 2, AR B 2 A2 PT3K M7 o

[0344]  FERELLSTI T R, VAT AT AE— DB E VIR K R G 45 T o fE L B SEit T B,
YBIT AT LA AR B 0 N 45 T o B0, Y6 77 T DATERER R AE 2 8 (B 40, 48 TRtk 17
SR/ B TR B G R ) 1) G AR GE T REIR AR R St mT DL AR SRR T, 9 sk
TR R IR AR K

[0345] A7 B SLgh b3 N T BB AE

[0346]  “Afi B SLEE RSN FIIE” RFIELE T — AN B2 AN AR B S g #38 (51 41, BRD4)
LU — P el 2 R IR B R b S R B PRE 7 2R 1 B R A B B A M LR
ANPR T-ASHIL ATAD2 \ATAD2B.BAZ1A BAZ1B.BAZ2A .BAZ2B.BPTF.BRD1.BRD2.BRD3.BRD4 .
BRD7.BRD8.BRD9.BRDT.BRPF1.BRPF3.BRWD1.BRWD3.CECR2.CREBBP (aka,CBP) \EP300.
GCN5L2.KTAA2026 \MLL MLL4PBRM.PCAFPHIP.SMARCA2.SMARCA4.SP100.SP110.SP140.
SP140L.TAF1.TAF1L.TRIM24.TRIM28.TRIM33.TRIM66 . ZMYNDS FIZMYND11
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(03471 A5 % S LG Rk 2 IR RE AL 7 o e » FL R R BN PR Wi b8 L Sk 1 s S bk
IR ES 200 P L S S PR A B I (R A R R BE A R L R | T PR L R
21 PR 8 B 0 R IR 0 M ) R T - 20 1 L SR RS T e R B PO e
RN YN RN N RTINS NG RTINS B SV SN L = 117N o Y N e
P AP 18 PR RE A B Ik Chz 4R 1) B I 18 k- B F L% (chronic myelogenous
leukemia) &5 Wi « 45 fizg EL I e« Pl WA /8788« S J e 92 1k R B PR 94 L2 R e 5 1 B P
A2 OB W ALAR) IR 78 A R A BRI =8 R B B 20 L R
T8 WE R 52 VR PR R LR R A P L /N AR 22 A T DS B R < 21 4E AR < e v PRI ES I8 L A
SELZA D S8 R A JB R PR o A R o AL R LR I A IR e T A
i R AN U HI A B TR UL R 1 L R DT PR it b A P R PR L TR
PALJRE RS EE A 1 I R E R CRE 7 < S AR R 0 e vbR ) B LB 4 M it B 53
i i 1T A0 s B JHRAR E FD SB  ATE FEE  BE PE E  T - 200 B - 4 A 95 R £ S A e
T BB JE S B T A PR PR SRR I R < T BJRE L 22 A i R R RE R I
T8 KGR AL JRE S B A P JRE NUT R £ i (NMC) A /NI e L 2D SRR L2 i S g« 1 s e s
PRNE PRI R O 530 SRR LSRR S 3L SRR s SRR 0k £ 400 i 14 22 0 | i 10 R
T8 LR P AT RS ) 2 R RSP JRE  PADJRR s B T s s T A IR s B R
/N it e S S AAJRE TR ATTERLIRE) /0 240 g 5 8 < BeDR 200 PR g 8 R 3T e  FROER R
T LR G R AG B BR AR ) IUAE « 52 AL IR 7 5 s A4 2R U bR

[0348]  fEILLE S Ty SR, J idt Jeon D Mg« LR BB RS 45 M EL e A/ BB R
FERE LGSt I G, F I Jee RE N i g o 48 RE LG St U G 5 3R i i INSCLC o £ 2 8 S ity
S, Fr i e 9 FUI R o AEE LS T S, P e iE O PR R

[0349] A3 % B L5 e384 3 A o RE I B4 A AR RAERE AN B 5 S PRI , AR E
ANBR T 33 A SR X o B AR R L SRR S AR AR AL | DU B0 L R B Ik
T3 < 12 1k BHL ZE P4 i (COPD) 50, % R B2 % i 8 B A VE Sk % B /N 48 JHF % L T
P58 G AR )093 IR 56 2 R PERAL VO LR LRV R B B R HE R ok
TR RAR R OB R EETVEZ BRI il B AR RE R AR AL BRI R R
RAFERIBNE IR R IUBE R AR AR 28 ICIE - RS LLBERIE « i LBk R Btk
PRTE S FROIR AR 28 TR PRI 500 1 45 P 28 1 el F 8 < UKL T R RT3 A% AL 28 o
[0350] i B BL4E Ky A S P IE AL FRATDS 5 1814 075 , L AEAS PR 38 P 095 ' 9 s I
FEAE o0 HIVARSCAE B 0 BN ER'E R IRJENVE S 2 TgA'V I SRk A 1 B B /N BRAE AL
FRAE S INER'EE 98 RN A « 22 FEE T AR /N 8] PR %5 SR 0 O B
A, ELFE AR AR T B 0L 5 S0 O IERR F AR 1 & B e RS kN N5 S 1
505 R JBCILRE 5 - 14 i 8 3753 ) A 2 W0 2 1R 5 10 5 MR 5 I 0 S5 5 o ML ] I
E 5 B R I IF BRI 5 AU R AL 5 BT IR AR A 32 28 TR A 5 JBR & 2R KT s TR J o A0 A
HRI o

(03511 A5 % S 4l #3771 th ] S 41t 55 P 2

[0352]  fL &GV EAYIRIKE 4 T

[0353] 3 (D) L& 4eitL shn] B b ol 5 L B 254 & F TR 9T - B, 2520 45 4l 77 B
252577 RIS 2l BA 530 (D S EAMOENE  ERA S LA R 0 AL S
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Yyal — A R — A AW B T AR — AN SEE T R AL S E L 25 B T S 4n
75 2R KA 25 T LAV T 15 25 MRS58 RE

[0354]  RiE“BeEen 77 2faX (D a5 55— MiE s 82 Mk (R
5 A B 2 R R RUR G T B RN 45 7, B AT Sk IR 4 7 07 e i SR AN R Isy 457, £
17 LR IS TR] N 25 TG 9- je AN, B ALS P CUAR IR A B 45 T AN B2 55, ol an— Pk &
YT e s T I T — R A T RS T .

[0355]  d W , V697 (R0 95 s B RE A 3 1 AT ART 25 W0 30 T G 4 37 o L 2R 25 W 1) <2 45 T
PLFEV.T.DevitafiS.Hellman (editors) jCancer Principles and Practice of
Oncology,6th edition (February 15,2001) ,Lippincott Williams&Wilkins Publishers
R B o AR A I AR N TR R T TS 25 W) A 1 B REAE I A8 25 M) 2H
W= H

[0356]  fE—ANSLHt )T R 0T TE AR R A 4 T 0 (D G H 25 b & /b —
2 0 55 2R 70 o AN A ST T R R 1“2 3R R0 A i 00 ) s T 40 B D e R/ B 5 | AR 4 R A
TR B4 5 . AR B R R (H SR T RO YRR A (B tn, A TP T2 Y0 (Re '™
Re'™ . Sm'™ \Bi*'* P** . Pb™ * MILuffl U L [ A7 2 5 A0 I7 70 5 A KAl 370 6 B L 1 BO Inis
T 5 P8 218 /N7y T B R BN B BT M) B sh )Rk VR I B v e B 2R, LG L 7 B/
BB

[0357] IR PE 4 i 25 25 57 vT 3 E PTG A S BIEC AL 28 A e AR R B AE R FR 4 R
e T 10550 S O AR I A 0 0 5 AL g T 10570 L R RS R 2R B 5 3 S i i l57) L 3k
2 A ik 2 R VT AL A BT AR50 B 90 9 70 A2 9 T 71 LDH - A5 5 T J0 I A P 1A
il 7] s 405 S 5 A% S 40 771 s HDACH 7] 2 1 B A 00 1 551 5 A0 A Qs ) 741

[0358]  “Aby7 77”7 AL 4 FH T ¥6 97 8 IE B Ak A & W o A 9T ) B S A FE e Vs B e
(erlotinib) (TARCEVA® ,Genentech/0ST Pharm.) .Hl# {5k (bortezomib) (

VELCADE®,Millennium Pharm.) B HT (disulfiram) R E T ILAE R K E TN
salinosporamide A.FIE{EK (carfilzomib) <17-AAG (% /R {E 2 &K (geldanamycin) ) AR 7R

FHWE (radicicol) FLER M EEEA (LDH-A) 4R 4E =B (fulvestrant) (FASLODEX"™ ,
AstraZeneca) #FJE % JE (sunitib) (SUTENT®,Pfizer/Sugen) K HiM: (letrozole) (
FEMARA®,Novartis) . F R {# 5% Jg (inatinib mesylate) (GLEEVEC® .
Novartis) .finasunate (VATALANIB®,Novartis) . ¥ Fl# (oxaliplatin) (
ELOXATIN®, Sanofi) .5-FU (5- fJREERE) IFH 2 (leucovorin) « F5 1% &= (Rapamycin)

(P %' 5] (Sirolimus) » RAPAMUNE®, Wyeth) \fifi# Jé (Lapatinib) (TYKERB®,
GSK572016,Glaxo Smith Kline) ¥& 7% JE (Lonafamib) (SCH 66336) & +idE )8
(sorafenib) (NEXAVAR" ,Bayer Labs) . % dE% JE (gefitinib) (JRESSA®,
AstraZeneca) \AG1478 . Kefb 7% tiE & Uk (thiotepa) Fl CYTOXAN® R M Bl 4 ; e it
TR BEZR 1 N H JH % (busulfan) P& JL (improsul fan) FURYAET ML (piposul fan) ; A e
F ok Bk (benzodopa) R (carboquone) 3£ Z IR (meturedopa) AL % R
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(uredopa) ; £ 0% W 1 FTHE 2L = & %28 (methylamelamine) , BLFE /S B B i . =W 2, 3L %%
i =0 BT i = £ i A QB I Jre A =2 FR R B % s 258 Ok (acetogenin) (FF
Aifi e (bullatacin) AA e F Wi (bullatacinone)) ; = W Bl (FL+E 4 & BE
(topotecan) FIfF VL& (irinotecan)) ; & &I XK (bryostatin) ; 45 fh VT
(callystatin) ;CC-1065 (FLF5HFT £ K (adozelesin) « EHrK#r (carzelesin) FlEL#rk
Hr (bizelesin) &R ; @ ERE R (cryptophycin) (Fpal 2 SERIEE R IS ERERS) ;
B bR R o S [ B (R AR SR A4 (prednisone) FRIFA J (prednisolone) ) ;s BEER FA A 42
B s 5a -0 JR B, G35 JE A HERZ (finasteride) FIEEMLMERZ (dutasteride)) ;s fR 7 i fih
(vorinostat) « ZKHL¥ (romidepsin) AL At (panobinostat) « AR « 5 75 w4 I 4
B & (mocetinostat dolastatin) ;fi /% (aldesleukin) WA E & (talc
duocarmycin) (BLFGE BRI, KW-2189F0CB1-TM1) ; M IIEE (eleutherobin) ; 7K SR EERH,
(pancratistatin) ; BIAMEIEE (sarcodictyin) ; 4R % (spongistatin) ; B IFiG WK T 1R
B IT (chlorambucil) \ZE&(JF (chlomaphazine) &M% (chlorophosphamide) MEEL F] YT
(estramustine) « RIABEMEIZ  FF & JF (mechlorethamine) ERERH A A ¥ . KED
(melphalan) . #H%& JF (novembichin) ZKIFH B (phenesterine) JK JE % & 7T
(prednimustine) M % (trofosfamide)  JREENE ST (uracil mustard) ; W AEIERRSS
MR AYT (carmustine) &R F 2 (chlorozotocin) AEH w]7] (fotemustine) J& & alyT
(lomustine) - JE¥ &]7] (nimustine) FIE E &]V] (ranimnustine) ; LA & ISE WM —Bedi
IR W, REHFE R (calicheamicin) , TEEFRHERXR v 1IIMKHER o 11 (Angew
Chem.Intl.Ed.Engl.1994 33:183-186) ;iAA %3K (dynemicin) , BLHHIE N B ZA ; XUBEIR &6
K, B BERR £ (clodronate) s RIS Fi % K (esperamicin) 3 LA K il i B 3= & L 141 AN
RO EAE - RPiERKEHR) B wHi %R (aclacinomysin) R H &
(actinomycin) . %M & & (authramycin) . EE AL XA (azaserine) \FHKRE R
(bleomycin) IUZE & (cactinomycin) « FFtk &£ (carabicin) «VE4 % % (caminomycin) .
WEJE T 2 (carzinophilin) 8 & (chromomycinis) JJiUZEH & (dactinomycin) SR F &
(daunorubicin) HiFEL 2 (detorubicin) «6- EEH-5-H M -L-IER & .

ADRIAMYCIN® (£ Z:t & (doxorubicin)) FEmkft -2 Fz bk B EUIE Ik - 2 21 R

2- ML Ibk - 22 2 bk B N 48 2 2L L) VR L & (epirubicin) KR L 2 (esorubicin) JH7
A2 (idarubicin) PGP 5 2 (marcellomycin) <228 2K (mitomycin) 1 122 4%
ZC B ETR (mycophenolic acid) iM% & (nogalamycin) M EE & (olivomycin) <E5¥%
% % (peplomycin) VHAEE K (porfiromycin) JMEMR E XK (puromycin)  =2KFT & &K
(quelamycin) £ 2 (rodorubicin) 2% & (streptonigrin) #EE
(streptozocin) R 4i % E & (tubercidin) - Z 7K ¥E A (ubenimex) i T fth T
(zinostatin) HEFE A (zorubicin) s PrAREIYIE W H Z IS (methotrexate) F5 - K 1
WE (5-FU) ; M- ER R a0 — W R (denopterin)  HHZUMEIS (M08 (pteropterin) =H
fiyb (trimetrexate) s HEM AU WAL FLEE (fludarabine) 6 - 5 L4 LB DK 04
(thiamiprine) it AX 504 5 B2 g KAL) 18 40 % PE AR VE (ancitabine) Fil 3L AR EF
(azacitidine) \6- &2 IR FF . K4 (carmofur) Pl KM (cytarabine) XU & JR T 2=
AER T I (enocitabine) SEURT ; MEM R E WK 22 (calusterone) . AR JE
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fl MERH (dromostanolone propionate) MEGHERE (epitiostanol) A ke
(mepitiostane) W (testolactone) ; JLH L IR i & & K4F
(aminoglutethimide) \KFE4H (nitotane) | Hiis ®/H (trilostane) s AR 7857 1# 40
PR s I BE N i (aceglatone) s N BEBEELIZHE HF (aldophosphamide glycoside) ;2 2& 4k
NS ;s BURMELE (eniluracil) ; Z2AYBE (amsacrine) ;bestrabucil; b 2E#E (bisantrene) K
B (edatraxate) s MU i (defofamine) ; KK ALZ (demecolcine) s HuFY i
(diaziquone) ; {K# B2 (elfomithine) s K FIfE#% (elliptinium acetate) ; RIHH R
(epothilone) s #IKAEHE & (etoglucid) ;s FHRREK ;s A FE K s & & Z B (lentinan) ; & JB 1A HH
(lonidainine) ; B AR EEWIZE (maytansinoid) # W3S & 2 (maytansine) % 22 [ 2
(ansamitocin) ; KFEAIE (mitoguazone) ; KFGEEE (mitoxantrone) ; ZEIK i5 BE
(mopidamnol) ; JEHHFYHE (nitraerine) ;Wi @fl ] (pentostatin) ; HE2A & JT (phenamet) ;AL
FIb 2 (pirarubicin) ;%2 &g (losoxantrone) ; "FABR (podophyllinic acid) ;2- Z. 3%
ik ik s B S B (procarbazine) ; pPSK®Z ¥ E &4 (JHS Natural Products,Eugene,
Oreg.) ; @A (razoxane) ; FI R H (rhizoxin) ; HEM (sizofuran) ; & 18 %
(spirogermanium) ; 452 55 £ [ B R (tenuazonic acid) s ZIEf&HE (triaziquone) 52,27,
2" - =R O il B 2R (trichothecene) REHET-28 & AW FF A (verracurin
A) FFfEE EA (roridin A) AEE K & (anguidine)) ; S $i3H (urethan) ; KFHFHL %
(vindesine) ; iIA RELW (dacarbazine) ; H#& % F]J] (mannomustine) ; & H & &
(mitobronitol) ; IR PLIPBE (mitolactol) sWRVHIRLT (pipobroman) ;gacytosine; FilHifH
BEEF (“Ara-C7) s FRBAME MG s E B IR s A2 06K (taxoid) , BIANTAXOL (4642 :Bristol -Myers
Squibb Oncology,Princeton,N.J.) « ABRAXANE" (Cremophor-free) A H% ) [ &
H TR oS B 9 K 550k #1055 (American Pharmaceutical Partners,Schaumberg,I11.) fll
TAXOTERE® (£ Fifh 3% . Z W % 2 B (doxetaxel) ;Sanofi-Aventis) ; J§ /]
(chloranmbucil) s GEMZAR® (% Fifti (gemcitabine)) ;6-Bifl LHHEIA ; SHFERERA ; HI 4T
NS s RIS WIEA (cisplatin) A4 (carboplatin) s KFHk (vinblastine) ; {kFE
A1 (etoposide) (VP-16) ; FIRWEME L ; KIT B KEHMW (vincristine) ;
NAVELBINE® (K #% %% (vinorelbine)) ; i & (novantrone) ; & J& i ¥F
(teniposide) ; {KiEHI V) (edatrexate) ;18 %% & (daunomycin) ; ZMEMS (aminopterin) ;&
ifthi5E (capeci tabine) (XELODA™); HHHERERE 2 (ibandronate) s CPT-11; 4 $h 53 g1
ffFURES 20005 — 98 F1 2 S 2R (DMFO) 5 £ P IR SR T8 WAL SR IR 5 [ b a A — Rty 26 Y 2 L IR
AATAYD

[0359]  fky7 B A4 - (1) FH T~ VA5 Bl sl e 2 0t e i) 4 P ) il 2= 7)1 an poiE s 2=
RTG530 S AR 5 7 (SERM) , L34 It 35535 (tamoxi fen) (345 NOLVADEX®;
MBS 2F) (TR E S (raloxifene) B & 55 (droloxifene) ¥ £ 35
(iodoxyfene) \4-FHAMMEHSF (MK & 55 (trioxifene) . FH ¥ & 55 (keoxifene) .
LY117018., B8 & B (onapristone) fl FARESTON® (Ff MR FEHi K 35 (toremifine
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citrate)) ; (ii) Fsl) R 13 E _b R o oy e 2 A R I 05 A I 1 % 2 e 4 ) 741) 5 91 Gna (5) - K
e 5 E KRR MEGASE® (B 12 #i 22 (megestrol acetate)) - AROMASIN® (& i
2540 (exemestane) ;Pfizer) <#E2E &)1 (formestanie) <JEMIME (fadrozole) « RIVISOR®

(tRB'WE (vorozole)) . FEMARA® CEHIEE (letrozole) ;Novartis) #1 ARIMIDEX® (Fil
FBHIME (anastrozole) ;AstraZeneca) ; (i11) HUHERERISTE WEABIE (Flutamide) \ JEE K
¥ (nilutamide) b FE % (bicalutamide) = A Hi AR (leuprolide) F123 4 Fi AR
(goserelin) ; fi & ik (buserelin) «HH I Fi#Kk (tripterelin) EEER F $2 24 1 . O 075 ME TG
%2 /1 (premarin) 50 H SR | 42 S A0 0 R L 4 FH It M i (fenretinide) DA A il V0l V5
(troxacitabine) (1,3- 4RI BEMERE % T 2RAUYD) 5 (iv) S R0 (V) IE B
FNFENF s (vi) ROSCERZEER Rk 52 30 57 40 B 39 58 B b S BAE 5 4% T8 42 H 1 22 (R 431
WPKC-a.RalfFMH-RasRIEM AL (vii) %8 W VEGF 2 3K 9 i 77 (5] an
ANGIOZYME®) FAHER2 % ik #8177 s (viii) 8 7 % a0 3% B iAo % 1, il
ALLOVECTIN®. LEUVECTIN®# VAXID®; PROLEUKIN® .rIL-2; ¥ #h 54
g T#014 751034 0 LURTOTECAN® ; ABARELIX®rmRH; (ix) FIRAT— i 24 FH & 1 A
ey

[0360]  AbJ7 L B FE B4R, i Gnfl & Bk 4t (alemtuzumab) (Campath) DU ER H41
(bevacizumab) (AVASTIN® ,Genentech) ; 5% & H 41 (cetuximab) (ERBITUX®,

Imclone) ; AR EHT (pani tumumab) (VECTIBIX®, Amgen)  F) % & ¥4 (rituximab) (
RITUXAN®,Genentech/Biogen Idec) 55 ZEk P (pertuzumab) (OMNITARG® ,

2C4,Genentech)  #f #Ek 41 (trastuzumab) (HERCEPTIN®, Genentech) ¥% 7 % H.4
(tositumomab) (Bexxar,Corixia) FIFUIRLWIEEEY), & Z BB NIK £ (gemtuzumab
ozogamicin) (MYLOTARG®,Wyeth) AN S5AKHEWHE R 258, BB IRITIE I
(1) 573 A1 B N VA B8 5 B B AR B0 4 < B Y 2R 54T (apolizumab) B ZEERFLAT (aselizumab)
atlizumab.E VCERE T (bapineuzumab) « VIR ER B PLFEE ZK (bivatuzumab mertansine) .
KER P IEF &K (cantuzumab mertansine)  FEF|EREHT (cedelizumab) 5§ 4 - FFAL 38 %
HREPT (certolizumab pegol) .cidfusituzumab.cidtuzumab.ik T ¥k E$T (daclizumab) .
W IEEFR BT (eculizumab) K FEER BT (efalizumab) KA EREAPT (epratuzumab) . J&FIER
YT (erlizumab) V2 4EXKFE 4T (felvizumab) « 75 ZEkH.PT (fontolizumab) 7 Z £k 1 B
Ik 2 R EREPLEAEK R (inotuzumab ozogamicin) AU AREST (ipilimumab) F7 J1ER
i (labetuzumab) ARZ Bk H41 (1intuzumab) « & Z Bk B 4{ (matuzumab) 3% VHER 3T
(mepolizumab) B4EFR YL (motavizumab) \motovizumab. Ak BT (natalizumab) . JE
ZEEPL (nimotuzumab) \nolovizumab.numavizumab. B Ei ¥R EHT (ocrelizumab) B 5 ¥k
B3 (omalizumab) JIH A EE BT (palivizumab) H & BRE P (pascolizumab)
pecfusituzumab. %k HT (pectuzumab) £ 7w ¥R FEHT (pexelizumab) ~ralivizumab. &
BREHT (ranibizumab) sreslivizumab- i Bk B3i (reslizumab) <resyvizumab. &' 4Bk H.
Pl (rovelizumab) « /5 FIEREEPL (ruplizumab) « i ZEREPL (sibrotuzumab) . P F Bf B HT
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(siplizumab) A ZEk#.31 (sontuzumab) bk #1220 (tacatuzumab tetraxetan) Jfih
JEER AT (tadocizumab) A FIER B BT (talizumab) B AEER B BT (tefibazumab) (FEER AT
(tocilizumab) FEF BT (toralizumab) .FHEH N E B (tucotuzumab
celmoleukin) «tucusituzumab.umavizumab.ZEk ¥ 3 (urtoxazumab) - %5 5 H. 41
(ustekinumab) 4EFEERFALPT (visilizumab) AIHLEGHME A2 -12 (ABT-874/J695,Wyeth
Research and Abbott Laboratories) ,HtH 40l 2 - 1278 £ 2 RS 1 18 1 1 40 B A
- 12p40 R B EAH TH N T 2K IeG Ak,

[0361]  AkJ7 734 (045 “EGFRAMHIFH)” , FH 248 HEGFRZ: & 8 LA H e 7 SN B A BLAE I H.
TR B AR AT 5 A% IS R A &4, I H nT ik AR 8 “EGFRIBE LA o b2 245 Wiy S 1) £
15 SEGFRES & B HLAA M/ 73 1 HEGFRES & [ H 44 ¥ 52 i (L F5MAb 579 (ATCC CRL HB
8506) MAb 455 (ATCC CRL HB8507) \MAb 225 (ATCC CRL 8508) .MAb 528 (ATCC CRL 8509)
W, K E L H54,943,533,Mendel sohn®E N) S AR A, 1# Wik 5225 (C2258% 74 % 5

Fi: ERBUTIX®) Figg Al A 225 (H225) (Z W,,W0 96/40210, Imclone Systems Inc.) ; IMC-

11F8, 4= N \EGFREE [ HL /A& (Tmclone) ; 45 & TT R RATAREGFRIY HL ik (32 1H L) =55,212,
290) ; tnSEE % F 55,891,996 1 ATk (1) 45 & EGFRIK A JEAL AR & Hiidk s [ 45 & EGFRIK At
1, 3 INABX - EGFEL I A B PT (S JLW098/50433 , Abgenix/Amgen) ;EMD 55900 (Stragliotto
% N\ ,Eur.J.Cancer 32A:636-640 (1996)) ;EMD7200 (2 32EkHaHT) , 4+ XEGFR 5EGFAITGF -a
4 45 B EGFRIF AN JEALEGFRFTAK (EMD/Merck) ; AEGFR¥L/4 , HuMax-EGFR (GenMab) ; #XH
E1.1.E2.4.E2.5.E6.2.E6.4.E2.11.E6.3ME7.6.33F Hiik TUS 6,235,8834 4 A i
& s MDX-447 Medarex Inc) ; flmAb 8065% A J5i{kmAb 806 (JohnsZE N, J.Biol.Chem.279
(29) :30375-30384 (2004) ) - HLEGFRYTAA 1] 5 40 it 55 22 BRI , AT 26 Bl e S AR ) (S 0L,
40, EP659,439A2 ,Merck Patent GmbH) .EGFRIEHLFIEHE/INY T £ H 4] 5 :5,616,
582.5,457,105.5,475,001.5,654,307.5,679,683.6,084,095.6,265,410.6,455,534.6,
521,620.6,596,726.6,713,484.5,770,599.6,140,332.5,866,572.6,399,602.6,344,
459.6,602,863.6,391,874.6,344,455.5,760,041.6,002,008F15,747,498, LA JZ LA RPCT
A7 :W098/14451.W098/50038.W099/09016 F1W099/24037H ik 11 A4 &40 - 45 %€ 1) /N3
EGFRIEHL AL H50ST-774 (CP-358774.JE¥% # JE . TARCEVA® Genentech/0SI
Pharmaceuticals) ;PD 183805 (CI 1033.2- INHmMEA% N-[4- [ (3-&-4- AR ) & -7-
[3- (4-Moubh3E) AR L] -6-memembk 3] - —EhMR 3L, Pfizer Inc.);ZD1839.5 k& 8
(IRESSA®)4- (3" -5 -4 -G AL HE) -7- F 5K -6 (3- AR 7 40 2L ) e mae i
AstraZeneca) ;ZM 105180 ((6-Z FkE-4- (3- I JETRFL - JEL) - MMk, Zeneca) s BIBX-1382
(N8- (3-F-4-9 - KHL) -N2- (1-H L -WRmE -4-J%) -wEng IF [5,4-d] Mg -2,8- )%,
Boehringer Ingelheim) ;PKI-166 ((R) -4-[4-[ (1-2KFE 2 HL) &R - 1H-MEg IR [2,3-d] %
WE-6-3L] - 2K ; R) -6- (4-FRIEFEIL) -4- [ (1-FKE L F) G -TH-ME% I [2,3-d]mEng)
CL-387785 (N- [4- [ (3-JRFHL) & AHL] -6-MEMEmpk L] -2- TR f%) ;EKB-569 (N- [4- [ (3-%&-
4-BORHE) BAE] -3-FIE-T- O A6 MMk ] -4 - (CH &R -2- THBE) (Wyeth)
AG1478 (Pfizer) sAG1571 (SU 5271;Pfizer) ; W EEEGFR/HER2 [ 2 FR Ul 400 1) 771 8 oz o 5
Jé (lapatinib) (TYKERB® ,GSK5720165N- [3-4(-4- [ (R IKKE) K] ] -6[5[[[2
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FR L) 2,38 ) &0 ) F 2 ] - 2- IR 3 ] -4 - R AR i%0)

[0362]  fby7 1A B0 45 “Tis Z BRI 1) 777 5 ELHE 75 BT — B 78 U I EGFRER 3] 2547 5 /1N
53 FHER2 K S B B B 1 5513 4 vl M Takedafd3 I TAK1655CP-724, 714, — FhErbB25Z /A K
R U P 1 IR 3% B H 1 77 (PEizer FI0ST) 3 XX E HERF 1) 7713 Ak 5 45 & EGFRAE 4171 1)
HER2 FNEGFRIE 2 1A 41 il (I EKB-569 (A] MWyethf33)) ; Fiif & J& (GSK572016; 7] MGlaxo-
SmithK1inef8 %) , —ff 1 ARHER2 FIEGFREX 2 R Bk B #1141 751 s PKT- 166 (7] MNovartisf33)) ;
pan-HERHI7) W% % JE (canertinib) (CI-1033;Pharmacia) ;Raf - 13071 fna]
ISIS Pharmaceuticalsf5 2| fI3HIRar - 115 54% S0 ) X Z5¥1SIS-5132; EHEREE [A] [ TK
PRI W R % Je (GLEEVEC®, 1] )AGlaxo SmithKlinef$%)) ; £ 0 & R
Bl F R W EF Je B e (sunitinib) (SUTENT®, af \Pfizerfd2)) ; VEGFSZ 14 % Z R i
R 0417503 tn BLAth 4y J8 (vatalanib) (PTK787/ZK222584, A] MNovartis/Schering AGS
F) s MAPKZH g A1 18 15 Mg TH0 4175 CT- 1040 (7] MPharmaciafd 5]) ; MEmemk, & WipD
153035, 4~ (3- G A fiic J2&) 1 PR R 5 Ik g e 1 g SIS 5 T g Wt e S 5 b gt 5 s g 288, 34 L CGP
59326 .CGP 60261 F1CGP 62706 ; ML M Ffmang 8, 4- CRILZ L) -TH-MEE IF (2, 3-d] msng ; 3
BEE (R BRME I b, 4, 5- = (4- R e R) 48R — W BRIV i) 5 75 i R M Wy 48 43 (1) 15 0 S0 7T
(tyrphostine) ;PD-0183805 (Wamer-Lamber) ; Jx X 4>+ (5 45 Zm i HER ) A% 12 45 & 1) 90
) S R kK CEE L F)55,804,396) ;s tryphostin (GEE L H| 55,804 ,396) ;2D6474
(Astra Zeneca) ;PTK-787 (Novartis/Schering AG) ;pan-HERHI 5% 41CI-1033
(Pfizer) ;Affinitac (ISIS 3521;Isis/Lilly) ; FEH 3% 8 (GLEEVEC®) ;PKI

166 (Novartis) ;GW2016 (Glaxo SmithKline) ;CI-1033 (Pfizer) ;EKB-569 (Wyeth) ; @] &b
JE (Semaxanib) (Pfizer) ;ZD6474 (AstraZeneca) ;PTK-787 (Novartis/Schering AG) ; INC-
1C11 (Imclone) A EE 2 (P 37, RAPAMUNE®) ; 5 41 LA N AT & F A A fridk : 58
E %] 55,804,396;W0 1999/09016 (American Cyanamid) ;WO 1998/43960 (American
Cyanamid) ;WO 1997/38983 (Warner Lambert) ;WO 1999/06378 (Warner Lambert) ;WO
1999/06396 (Warner Lambert) ;WO 1996/30347 (Pfizer,Inc) ;WO 1996/33978 (Zeneca) ;WO
1996/3397 (Zeneca) FIWO 1996,/33980 (Zeneca) »

[0363] Ak y7 7L A0 Fh b ZE K4 (dexamethasone) - T-HLE K KAWL (colchicine) &
TANE (metoprine) IAfIE & (cyclosporine) P2 & (amphotericin) « I Al Mk
(metronidazole) &2k EHL P F|Z4EARR (alitretinoin)  HIFEMSEE (allopurinol) & f
T (amifostine) =% b =i . R A& BEIEEE 3% R 4 1 (BCG live)  DUARER H 41
(bevacuzimab) « L¥ & VT (bexarotene) . W47 JEVE (cladribine) & ET E
(clofarabine) Fi ik DIVAYT (darbepoetin alfa) JHiJE (A2 (denileukin) 45554
(dexrazoxane) P VEAMKVAYT (epoetin alfa) \JE¥E & JE (elotinib)  JE#% 7 =
(filgrastim) EEPRZH Z Fi#k (histrelin acetate) - BB HT (ibritumomab)  T-# &a-
2a TR a-2b kI ERE (lenalidomide) « A2 iEWKME (levamisole) 3 @] HE (mesna) « FH 4R,
YK (methoxsalen) i JE (nandrolone) A5 $7iE (nelarabine) i JE BT (nofe tumomab) .
BT H 2 (oprelvekin) A KB (palifermin) (I KBERR £ (pamidronate) 3
(pegademase) 151 %8 (pegaspargase) I AE#% 7] = (pegfilgrastim) 3% 36 HH ZE — 40
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(pemetrexed disodium) K&K (plicamycin) AN IR4A (porfimer sodium)  ZE4H 7T Ak
(quinacrine) fi A 3L (rasburicase) V¥ & & (sargramostim) . & %W i
(temozolomide) \VM-26.6-TG.#LHi K75 (toremifene) 4EF R (tretinoin) JATRA. KL
2 (valrubicin) SRR L (zoledronate) AL KIBERR (zoledronic acid) 24 HEL .

[0364]  fLITFIEAIEAAL T B #a (hydrocortisone) B BE S A0 AT B #a B BR AT FO AR SRR
PR S T B A Bl 222375 (triamcinolone acetonide) 25 R FARE . T KA (mometasone) %7
Pa 46 A (amcinonide) AL 25 8 (budesonide) M A5 7E (desonide) . I BE ®/2 #a
(fluocinonide) g %244 (fluocinolone acetonide) f#fthiK#a (betamethasone) fiFfh K
FA R BR A - b ZE KA  Hb ZE RN B BR 8 98 7] e (fluocortolone) <17- T BRAA AT IIFA 17~
TR S A AT R A2 B SR AA XU R I (aclometasone dipropionate) JSERAE A KAL A% A
KA ZNBREE K JE RIS (prednicarbate) (17~ ] BREASAMAA 17 - INIR F LD « L BRFR AT
¥ (fluocortolone caproate) 45 RER % n] W ANEE B F Ik JE € (fluprednidene acetate) ;
WFNEDT A T K (ImSATD) 1 Ak A 2R - B 2R - H &R (FEG) K HD- 7L (Fe6)
(IMULAN BioTherapeutics,LLC) ; JURIEZ5 91 Wi PERE S (azathioprine) AU E
(ciclosporin) GAEZEEZRA) D-HENL & 2L E ¥ lef lunomideminocycl ine W% fifk
JEMENE (sulfasalazine) s B IRAE Al T-a (TNFa) BH K 771 i a8 7E ¥ (etanercept)
(Enbrel) H& KA E H47 (infliximab) (Remicade) FiiAAR AT (adal imumab) (Humira) 3%
P Cimzia) «RFARFST (gol imumab) (Simponi) s FIAHMIS 251 (TL- 1) BH W 71 v anfa
W E & (anakinra) (Kineret) ; THHI 3L 50l i BH Wy 7] 3 4ok &2 75 % (abatacept)
(Orencia) ; 40/ 256 (IL-6) FH Wi 7711 indt 2k .9t (ACTEMERA®); (41 il /1 %13
(TL-13) PHWT71)i% 41 %' G 2Pt (Lebrikizumab) ; T3t Za (TFN) BH W 7138 G 2 15 R Bk 2 i
(Rontalizumab) ; BT ZBH Wr 11 airhuMAbBT ; TgE I8 i PH W 7513 4470 -M1prime ; 73 W4 7]
R = FEARLTaS AR L, & 7t = SR ARLTal/B2RH Wil i AN Uitk (2 5 2 o (LTa) 5 JBUH R R A2 ER (1
I, AT TP T Y0 Re O (Re B S LB H A PP PO A RIL ) JEU M [E 1 2K+ & R BRI
WRIG B WARACH (thioplatin) \PS-341. T BRZEEE \ET- 18-0CH, B J& 3% Fs g 111 1 771
(L-739749.L-744832) ; Z Wy Uit 2 & (quercetin) A 2 % (resveratrol) [ K12
B% (piceatannol) R E T )LARKE TIRAE . R HE (theaflavin) (B bERE (flavanol) .
LT 2 (procyanidin) HEARRR (betulinic acid) M EATAEYD ;s B W 4005 7018 & e
(chloroquine) ;8-9-VUE K#E (i K#EEY (dronabinol) , MARINOL®) ., B- 47 i1 fig
(beta-lapachone) ; filfH R (lapachol) s BKIKALFE ; #EAR MR ¢ £ B 5 B4 B8l L =) 52 K =
(scopolectin) A19-S F =M k) ; " F1 7 & (podophyllotoxin) ; & % (tegafur)
(UFTORAL®) ; m y» % 77 (TARGRETIN®); x¢ B Bz 2k 25 1% 0 & B % 28 (9 to

BONEFOS®#{OSTAC®) . {&k # 5 2 (etidronate) (DIDROCAL®) \NE-58095 .14 3k
TR /e SR [ 1 & (ZOMETA®) | fi £ [ 2 £ (alendronate) (FOSAMAX®) ik
# (pamidronate) (AREDIA®). # & Jj#2 £ (tiludronate) (SKELID®) s F| % i i £h
(risedronate) (ACTONEL®); f1 %k A KK 721k (EGF -R) ; & 1 & W
THERATOPE®¥ 1 ; Wk 374 F (perifosine) COX- 241155 (5] 4 2E >k % (celecoxib)
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BURFEH AT (etoricoxib)) «d H B A7) (5] 41PS341) ;CCI-779; #ti%JE (tipifamib)
(R11577) ; &4 dEJE (orafenib) JABT510;Bcl - 241 il 77 i f1 B F BR # 4 (oblimersen
sodium) (GENASENSE®); IL A2 B (pixantrone) ;% J& 3 5 5% B 30 41 750 1% fn i 30322 J
(lonafamib) (SCH 6636SARASAR™) s HILA - AT— P 24 FH i  BRBRATAE 0 LA S LA Fhiak
B2 P H A, @ WICHOP, — FhIAERLIZ 2 200 2 KW Bl i 1 42 e (R B & 97 V2 1) 4
5 5 J¢FOLFOX, — R Byb A4 (BLOXATIN™) 414 5-FURIIE M- BRI 16 TT 7 RINAES -

[0365] A7 30 A 45 A (I IR FAIHT 2 WU R I AR 28 [ BE 4T % 25 40) JNSAIDBLFE I S &
P ) e P A ] 551)  NSATD AR B AR S5 A0 45 FA] =L AR (aspirin) « INBRATAEY) G WARI& 55
(ibuprofen) 3FHE S5 (fenoprofen) (F& 1555 (ketoprofen) &L 25 (fFlurbiprofen) B
W= (oxaprozin) F1ZEE A (naproxen) ) « ZBRATAEY) (& WIyH %98 (indomethacin) (EFAK
f? (sulindac) VKFEERR (etodolac) USSR (diclofenac)) IABERR AT AW (i Wit 2 &
B (piroxicam) «FE¥%E B (meloxicam) & i B (tenoxicam) «Ji & B (droxicam) % &
FE (lornoxicam) FIFZE KR (isoxicam)) 55 IR (fenamic acid) fATAEH) (i 40 H 55 AR IR
(mefenamic acid) - FEZF L (meclofenamic acid) & ZFABER (fFlufenamic acid) JFEZF
MR (tolfenamic acid)) ACOX- 240 7 (& 40 ZE R 5 & IKFE & A &' 36 & A
(lumiracoxib) MH¥ % & (parecoxib) FIEFE L (rofecoxib) « ¥ IF & E F{k % &
(valdecoxib)) «NSATDRJI&E FH -9 i A AEARZE M » 1 A0SR IR AR SR 28 R R L ok
T R LA R VIR G O R R RIREZE B E (Reiter’s syndrome) S IR R
28 AL B SRR AN SRR R S TR  FH T 28 A ZH 2R A 17 1 5 R A v R L R A
Jig i L A1 2597

[0366] k.37 551 3 A0 K5 FH T B 7R % i BR 3 1 96 97 770 1 0 3h 1R 2 R Wk 5% (donepezil
hydrochloride) flIEE 77T (rivastigmine) ; T MH4#%J% (Parkinson’s Disease) Hi&
J7 753G UIL-DOPA/ Lt Z B (carbidopa)  BUth 45 A (entacapone)  F VUL JE ¥ (ropinrole) «
W hr R (pramipexole) IR ZFE K (bromocriptine) B5 & F%E (pergolide) (IR R
(trihexyphenidyl) f4:NI¥if% (amantadine) ; ¥6597 2 K MEREALAE MS) B 25908 BT
(15, Avonex™ f1 Rebif®) EEMA% 47 ¥ & (glatiramer acetate) AEKILHEER ; HI T/
Wi FK) YR IT 750 1 Wb T clE (albuterol) i & wl4F84 (montelukast sodium) s ¥GI7FEH4)
ZUEM W), W AR (zyprexa) 4ESEIE (risperdal) T (seroquel) FFH IR IE BE
(haloperidol) s Ht 48 71 4N B¢ S5 2[5 B  TNFRE I 771 L TL- IRA BREPEPEERS PR IGE fide R 22Uk
JHZEREE IE 5 422 1 759 AN G 31 R 8 N A IR LA e 3 7] (tacrolimus) FE A% R & By IR A
(mycophenolate mofetil) T-HEE B T S [ B PRI A% B el 4 AT AD ZU st b g o
2[R 148 T . TGk DL S 410 1 7 MAOATI i 751) . T HE 3R R 2571 L 2 -3 3 B b 771 o) e
(riluzole) FIPUIH & ARER S AL s V6T U IS 5 9 (1) 24 4 i 1 B - BELBKFT 751)  ACEHI sl 1) M) PR
7 A R 5 N 38 T FH W 7 A T2 (statins) s ¥ 97 PR IR 25 901 Qo 52 Joia S ] I ¥ JH i
(cholestyramine) « T2 AP EEA ; VA I7 MBI 10 25970 , W G0 7 2 [ B P 3 I s 771
AR 5 JIBIT e ShBA E R 250 an v BREH .

[0367] G344 d7 A B HE A STk AR AT A7 700 B4 245 FH 35 L R AT AR P DA B 3 v 9 g
HZMEHE
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[0368] S ¥R YT RSB H B S, 3 (D A e 25 T 5 UL R G 4
T RS FEVE B JE (tofacitinib) 6- SRS | fin P4 I 04 | A0 50T e b e S VD iz g
BYDbRr e I /PR S T B S R IR AR QLA AT T AR AR R REEndy CRK R AR« 7 i
[l B (1R IR R SR 55) B-2'8 R ER 32 AR B a5 (WD T NEBE e A fl Ak 7 SR 2
(salmeteral)) BHMERS (RHR. R A0 O HIREL R 2 DK VBB 55 A FR AR s
PR 2= FK506 B IH 5 2= B Y BR IR SR 38K RF WNSATD (9 A ¥ 25 + K¢ J5a K [ B (451 4 52
fRFA IE) TR — TG i 40 1) 57 L AR EF (adensosine) BB HU LA T B 7 AhA 1577 1 |
AR E AL 25 GBI R AR B AN TNFER IL - 1 T304 S4% S 1254 (540, NIK . TKK . p38 5§
MAPHBEHI 1))  TL- LR A B A0 51157 TAH IS 5 A% S 300 50 () sl )50 @
AT ) 751 A U L P 6 - B LM | I 55 T 2% A A B A1 7] ] 1 4 L AT - 32 A (451
YAV 1 p5 58K p75 TNF 32 /K FIAT A ¥ p 75 TNFR1 G (& AR 75 %) Flp55TNFRigG (Lenercept) -
siL-1RT\siL-1RTT\siL-6R) BT 4 4HAE A+ (B 4nTL-4.TL-10.TL-11.IL-13FATGF) %K%
B R IR B PR A e DR RIS R R BT BT A K BT B S R T FE Bk
FAATE S BT B PG S | 2% AR AR b S A ZRURE e L R AR RN I L SRS R LR IR B
e ST S SRR A BT mIUCAR Ll 22 534 | N AR ST ZE IR £/ apap R 3 FE B DU IR
M 2 B AT B R USRI BR AN L B VDM 2% L R BR ¥R % T B3 A R AT I/ apap UG 25 R
BN/OKRRATHNEE S5 R JE BT A i 25 Sh IR h B 2 L BUK M 16 B MR IR  BURG G 2%/ fa/ Mt 1%
Bt X T 2 2 190 < B0 O I R AN 5 (P A s TT (I A A5 AHOK A B R NS e | 3R R 1) 22 R AL L s
IR S5 3 | 2 i ] e B R I / v 2R SR TR K A T i e g R R R T T /0 £k Bk 1y R
iR By Ath 52 oK 2R A1 A1 I 250 A A L B S kIR I i R 22 R T L TL - LTRAPWMRA
CTLA4-1G.IL-18BP.HiIL-12.#LIL1S.BIRB-796.SCI0-469.VX-702.AMG-548.VX-740.
Roflumilast.IC-485.CDC-801.SIPL 5N (i UIFTY720) PKCZ I 741 (171 an & A0 W %
(Ruboxistaurin) B{AEB-071) BiMesopram. {F 4252 7 =, =X (D A &4 245 H L wT
B S SR ORI & 28 T o 78 FH BB IR IR 1T R MBI T, 3 (D) L& Ei L
2y T 5 = A ERTIR I PUINFSUARC & 45 T . 3K (D A& eli 25 H s th ] 521
A T AT S SRR AR KR s B BT B s PR B 2 MU G IE s S B K IR
£h s 6 - Zi AR IS B IR o FR G s IS SA G I AR ) s SR VD R s B g T A
(balsalazide) s HLEAMA s MARZRIVHIF]; IL- 132 AR FEPUH PUIL- LR SEBE DU PLIL-6 5
SO PR s AR KPR 7 5 S B 1 T o1 771 5 b e 2 - R R4k S 4 s FL e N A B R T B AR K TR T
(%4 TNF.LT.IL-1.IL-2.IL-6.IL-7.IL-8.IL-12.IL-15.IL-16.IL-23 .EMAP-II.GM-CSF.
FGFFIPDGF) ) fifa sl 4t i 771 s 4 B L 1f 43+ (451 4nCb2.CD3.CD4.CD8.CD25.CD28.CD30.
CD40.CD45.CD695LCDI0 B F i f4) 3 FH 2 ks s PRl B 2% s FK506 5 B 10 55 2= 5 B I R T 5 SR 3mt
KA s NSATD (B AnAf v 55) 5 57 Joa A [ . (451 G i R0 P ) 5 T T2 T Tl 00 1) 770 5 i EF BB sh 771 5
PUIMAR T B s AT G775 5 BR 2R BE 259 s Jl 2 28 40 B IR 71 Wi TNF 5ERIL- 1 FHUE
A% 259 (I UINTK  TRKECMAPEEEA 1771 5 TL - LAk Bl 40 1) 570 s TNF A A0 B4 1) 751) s T2
FRUAS 5 A% T 1) 751 8 T Al 41 1) 59+ ez o8 B 10 AT A 79 A S Pk g 5 Tni A MR I 6 - B i
WEE I 5 IfL A8 R 9K 2 e A I AT ) 551 MV P A B IR - 32 Ak (48] e 5 14 pS 5 8 p TS INF A2 A s -
IRT\siL-1RIT.siL-6R) AL A+ (B TL-4.1L-10TL-11.IL- 1384 TGF) .

[0369] S F¥697 w B , X (D A & el K25 R vT 5 LU R A 45 1 - INFIEHLA] (] an
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PUINFHL4E) D2E7 (BT ik AR H40) L CA2 (KA E H41) .CDP 571 TNFR- T gy i 44k |
(p75TNFRigG (etanercept)) «p55TNFRigG (LENERCEPT™) 4111|715k PDEA 0 1] 7] o

[0370] b F¥6 9T R, (D AW G HEL T 5 0L FECE 45 T« B2 i 2R [ g (1)
AT Hh R A B FE K AR) s M NZ L RE | 5- B K IR s BV Hr e s T Ae 28 40 B PR -1 G
IL- LA A - 254 (B anTL - 1% AL B 40 61 77 B IL - 1ra) s THIAS 54 S 457 (1] an
% S R T 1) 771)) 5 6 - BRIEMENS s TL- 115 SRVDRIE 5 SRA AL 5 ARiMAENEENS § 5 LM 0Gy ;S IS )
BT s H LR B AR Je R B IR B 5 Hb 25 v IR /B R R HE 5 ERIRVS IR T Ml s Y U IE s s BRLSE e
D+E§%n’i H }J:W?//I‘EE/%%*E"ﬂ( H E@E@’A‘%Ef@ﬁ/apap H %ﬂgﬁﬁlﬂlﬂ:% H @%@?ﬁ%m; FH ﬁéﬂ@ H Elﬁ
MoK /WNER s Y RE I/ RERE s ERER ANV B s IR v 25 Bl 5 SR PRIR 5 0 5 ERRR DK 1AM s TR 2
W /% £ W 28 FE Y s SRR e AR 5 TR R Y « e fie R R / AR g 5 ZEORE s IR R R &R
FE R P 5 s A TT AR s Z2 Fh4E AR 25 DI =40 (balsalazide disodium) ; BEE AT fF[K]/
apap; h R R YECr s FURN G s IR s 22 b B2 R Je e s IR Bk il 43R - v

[0371] X T¥R 9T 2 R MEREAE , 35X (D (b & 2 HER /T 5L BG4 T« i i [
B s SRR T s FR R JB U s TR WAL REEgy s PRI IOE e s PP TR 255 FR M8 5 4- Lk e ;s B L JE e
T Z -1a (AVONEX® ;Biogen) ; T3t & -1b (BETASERON®; Chiron/Berlex) ; T4
% -n3 (Interferon Sciences/Fujimoto) . Tt & - (Alfa Wassermann/J&J) « FHZE1A-1F
(Serono/Inhale Therapeutics) «3E Z —EAL T3t % 2b (Enzon/Schering-Plough) 35
1 (Cop-1; COPAXONE®;Teva Pharmaceutical Industries,Inc.) ;%R ; i bkid 5t
T B A s bz s e N AR R B AR KPR R 2 AR () W TNF LT\ IL-1.1L-2, IL-
6.IL-7.IL-8.IL-12.IL-23.IL-15.IL-16.EMAP-I1.GM-CSF.FGFELPDGF) i) Fi Ak 4537,
[0372]  XF F¥RITAIDS, 2 (D) AL 2 FH T 5 0L FECE 45 T i R 1H o 718 1o
CD2.CD3.CD4.CD8.CD19.CD20.CD25.CD28.CD30.CD40.CD45.CD69.CD80.CD86 . CDIOE HFir
EE iR X (D A G Pei 25 ] 5L FERG245 T - &S \IA 185 25 \FK506 . F7 11
HE B IRES R . SIPLI SN WNSATD (404 ¥ 25) « Bz 5 2 [ B (4] A s (X # 1)
Tl IR — I T 1) 7] B S sh 701 LA TR ) s R MAR IR 7] B R R R 259 S A2 A 4
i PRl F-1 AN INFER T L - T FHUE 545 S 259 (5140, NTK  TKK  p38BRMAPFAERF 1l 71)) L IL- 15%
AT 31 751  TACEHI i 351)  TAH AT 5 A% S 4 et 1) (F90) darn s o100 i 591) <6 Jeg £ 1 T4 ) 551 A0
B LT IE B PRI NG | 6 - Z MG NG | I B8 5K 2R e A A i 591w v M 4 B R - 52 A (91 T
A VPS5 p7T5TNFAZ 44 \sil- 1RT v siL- IRITEEsiL-6R) B4t & 4 7~ (B4 IL-4.1L-10.
IL-138TGF) .

[0373] (D) A A WElH 25 FHEh vl 5 DL R 29865 25 1 - 1 WBe] & B0 L i R PRI 18
SEERER BT OKFRE R FLR PE R L Z L NE (Fampridine) S ERAS BLER L AL BR B BT
sinnabidol . %% K- FNNS03 . ABR- 215062 AnergiX . MS. kK 152 /A5 4177 . BBR-2778 . F
$7 AR LCPT - 1189 LEM (Ji i 44 6 £ ¥ K FE B BE) L THC . CBD (KRR &= 80 7) \MBP-8298 .
mesopram (PDE4AFHIFF]) \MNA-715 HLIL-652 APtk sneurovax Mtk JE B [F 2= 77 & &
(alltrap) 1258 (RDP-1258) - sTNF-RL & MA %% (talampanel) JRFSZ U (teriflunomide) -
TGF-B2. & F|ZJK (tiplimotide) \VLA-485 5055 (I 41TR-14035.VLA4U]l trahalerak
Antegran-ELAN/Biogen) « T-#L & v P18 1L - 434307 .

[0374] iRy E R AR, (D G HE T 5LL TG4 T g 55 X
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FFR K RATHIEE  ZE A SR8 & B W51 S5 3 SR IR 28 KRB 8 B R 5 1 M EUR
et | PR GRS\ BREIEENA R R R IR B RS S HUTNFH A D2ET(HUMIRA®). CA2 (355K
FE B 4) LCDP 571 .TNFR-Tg# @4k (p75TNFRigG(ENBREL®) 8 p55TNFRigG
(LENERCEPT®)) ,

[0375] S F-iBy7 M, X (D A S 2 HER T SLL R G 45 T 10 T GBI 3EH %/
P RN B AR VR B R AR AL AR A R e RS D R B IR IR R | R IR Ao hEvD
TEEE RER VD T IR/ S AR BEIR IR JE AR N L il S RS FUKAA R R
B P AR A IR AT TR R AA T oK R IR JE IR AR BN i B R LB
FiVE SRR SR D RBOR R P S PEAR =K S e g b B H TR AN Eh IR AR R R
B 5E IS G ¥ /AT I S BT S PO AR/ S fr 4EFR R A2 S VD 22 L G H S IE | ZE KA T IR
BCERRR TRV E ERR R N B R VA H MBS/ d- HIREE s p- BRIE R/ cod/ R B B
(chlorphenir) IRE VDA R PR VG & FIWE HRIR KN b e B8 Z5 IR IR - 4 A B Sk 1
AR pe/ AN FF R B/ FR S H R IR 7R 8 R /D BRI R R R/ cod/ RN (T
REDR/ e TR S A0 TR 0 b ZE KA s G H Sk / O SRR S ok « U2 T g/ & T I L 2% 22 20 K40
TR R FEAT AR B ER LR AA 8 PUIL - 1 3P BlA IR B PR I Ak .

[0376]  3f T-¥GY7COPD, 2 (I) (& 2 HEEvT 5 UL FERE 45 T - BRI T NGlE/ 7 N
Fod R NFEIREL WP RRE D /W B R W T IRRE DR DB ZRR R N IR W B R Ak e
FA T /K Z5 0 (theophylline anhydrous) . B 358 1 4 B BE FHER ¥4 (methylprednisolone
sodium succinate) i & F4544 (montelukast sodium) ATHEZSFE | F T ERAE 54 2 Ll 22
A A YD R EARIRE H I EE R R AR UK SRR A e Vb T RRRE Ve
GE A S A A B =K BT SEPEAR N Y0 B L FLE mRE B B AR/ e b 4E TR L e 4 ks /
AT B SR AR/ AT R L BRR (R S U IR R (metaproterenol sulfate) &R 1Y
FA e KRR S KA R B/ cod /S 2R ABER T T Mk A1 45 201 IR 1 k/ 0 i At 2 Tt PR AR5 AT At
PRBEFEIRER . (R,R) -HE SRS B TAAT | i m)E 8l B 96 W1 4

03771 X T REMR, X (DA HAGHE TS FTRKES T: R =/
(calcipotriene) \INERE 5/t & (clobetasol propionate) . HH 241 | PER =i i fth &
(halobetasol propionate) e F'VT (tazarotene) i Z WEWS (EE R 504 - - TH BE it
KAAMEEE (betamethasone diprop augmented) HEEAA B E R T (acitretin) «EETHE W
(tar shampoo) . JKEE 5 fth K Fa  BEER 22 K ¥4 (mometasone furoate) . Hi B M
(ketoconazole) . E KA /H s (pramoxine/fluocinolone) . J& 1R & AL 7] 1 #4
(hydrocortisone valerate) . EA4its (flurandrenolide) « JR & . i fih K ¥
(betamethasone) - HERE f5/th 2 /emol 1. AR & £ (fluticasone propionate) [ &y
FR SIS AREEC T (moisturizing formula) (PR Hb A3 A SE 5L ] L JRE ARV . —
TP —EE RIS AR D 7 - BR T (etanercept folate) JHLERH A VAR he/dksubgal/
znox/resor LR F IR JE IR JEHS B W AR  Eh L PHBKER (halcinonide) /KRR AR B
IR el (clocortolone pivalate) SRR HEEE I/ /KAGIR R £E 1 /7K TR /Tt
¥ KRS (desoximetasone) HbPHPE TR 6 B U AL /emol Lient i1/ B R it /na
lact ™ ¥pit/ 4626 i/ N S5 R 5 A R, AME IR R (psoralen) JKBIR 2/ =R G .
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BRI « ZE R 25 8 JE R A E BT A R (BT R IE T (alefacept) RIEER T b
o= E=] VI FE R A] (pimecrolimus) PUVAUVB. WM&l I IE L ABT -874 8  us tekinamab.
[0378] X FVEITHR E R T R, 20 (D AW 24 3 n] 5PN G245 7 - B &S
WIS PEE B AR FE R 5 R W0 U fic e Mg 25385 A L SR 0K e S I R IR 2 Je g
I 56 3 VR PR S IR JEAA VBT ARIR  — TN R A A oK AR H i S T B0 FH sy TR
Eh il S OBESFIR  H BE PR I B R WS TR BV A SRR R IR e
ZEM I VFE3E T8 (tolmetin sodium) VA= IE IR 25 R ST EREN/ K R 7T 51 I L 5 R
TR I IR PR I A SR IR EE A IR A T A RN B/ apap A7 55 R ZE TR IR 4
(risedronate sodium) AEFZWENE \fn MRS At =5 B R 28 \D2E7 (BT IA AR B HT) BLAK
7RI

(03791  XF ¥Ry AR, 2N (D & e 25 37T 5 PL R BRA 45 1 : NSATD (] U 55
R 25 A AR 53 I 2 R BRI Wk 36 3) s COX24M i3] (191 n 8 >k =% 1 L B 4R 25 i B AR =%
) s PUE 2y (IR EE) 8 MR (9 anik JE AR a0 A 8 A b 28 AR sl i ZE K2 5 A =
F 0 (5] n g Pk M A | AV TR e 52 25 Ty TR 5 1 i P UG8 5 PDEAAT ] 751 B M2 v 45 ol 0 1 57
(5 n Celleept®) . 4, 3% (1) b & 245 FHEE T 5 DL RECA 45 T « MU etk e . 5- &
FKIR S BYbHi  Imuran® ., FHEAE R AL (B 4anTL- 1) 196 B 7= A 58U E I 2548
ol 2 bl R A BRI 57 (B TL - 1A AL B 77 IL - 1ra) o

[0380] (D) A A WEi H 2 HER WP 5L FERG 45 T« THIHAE 5 A% S0 157 (5] i 2=
PR S g A 1) 771) BRCRE 1) TR VR AL ) 43 (B anCTLA-4- TgG PiBT KR PUAR B HTPD - 1 Kt
) .

(03811 (D) AL AT 5L A4 T IL- LIPUAR I i R ok (o
fonotolizumab (FLIFNgHUA) ) BLPL 32 A2 AR P (I ANHLIL - 652 AT 44 BLB4H M 2 1l 0+
RIPTAA) o

[0382] (D) b EWpek H 2 HE T 5LLFECA 4 T LIP 394 (F DU5Ew] (abetimus)) -
THFEBCKIEBA MY 254 () n R 2 5 F 4T (Pt -CD20Ft44) 8l lymphostat-B iBlySHLiE) ) |
TNFEHEFH (B ANFTINFGLAA) (D2ET (Bl A A F470) CA2 (P RAH HL4T) (CDP 571.TNFR-TgH4
Ak (pT5TNFR1gG (KR PG 1) ) 8ip55TNFR1gG (LENERCEPT™)

[0383] = (D) & al I 245 F 3t mT 5 H T Wil 876 77 AIDS ) — Fhak 2 Fh 2§ Wik & 45
T HT VI SR g4 1) 571 VH T VAR 1 g0 1) 770 S 2 1 759 5751 B B 300 3 SR T B 24 400 T e SR Il
0 151 571 1) S A FEE AR T 0] B2 45 = (abacavir) Pl 4835 (adefovir) HLiA ¥ Hr
(didanosine) .dipivoxil delavirdine {KiEF & (efavirenz) . B il fth &
(emtricitabine) FiKkKRE (lamivudine) & FHF (nevirapine) - F UL F K
(rilpivirine) @R € (stavudine) <& 4T (tenofovir) LA EE (zalcitabine) Al
7% K€ (zidovudine) o 8 H B4 571 (1) SEA L FEAE AR T2 4% I8 5 (amprenavir) (F$L
=+ (atazanavir) i&H A FH (darunavir) Ei# A F (indinavir) AE Y I FH
(fosamprenavir) & VLHEF (lopinavir) &IEHETF (nelfinavir) AIFEIF (ritonavir) .
IR (saquinavir) MEHLWF5 (tipranavir) o FE W s B8 25 Y8 L) L FE (AN IR
T T (elvitegravir) B RF4F (enfuvirtide) . GFigE ¥ (maraviroc) FIEE R & 5

(raltegravir) .
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[0384] by 97 TTAURE IR I 107 22 i 5 2 e AR 25 S AR BUAE S e , =X (D) 4k
G TR 5L B %A T - S AR DA A N A PR S0 TR] (19 J3R I 3% 5 IR B
AW, v tnlE i 4 R (acetohexamide) VEME P AR (chlorpropamide) 4% %1 A ik
(glyburide) &R (glimepiride) FEFIMLEE (glipizide) FEHISFEF (glicazide) %
FIMERR (glycopyramide) k& FIWERH (gliquidone) Hik% #1145 (rapaglinide) « H3H% 51 43
(nataglinide) . FR#IY BEfIR (tolazamide) B¢ H 2K7#% T AR (tolbutamide) ; 4F N = MHE =R
FERK B EN A 259, i i AR 21 (exanatide) FFi &Rk (liraglutide) Biflh 7 & &
(taspoglutide) ; ¥l = IKFEAKEG IV 254, 1 04k FIVT (vildagliptin) PEARAITT
(sitagliptin) W #&FIVT (saxagliptin) HI#FVT (1inagliptin) F 4% 57T
(allogliptin) BREEMSLYT (septagliptin) s 456 it SEAYIEE AR BEFE ) B0E 2 44 v 254,
W& B (rosiglitazone) UM% B EH (pioglitazone) s Jk /b = HRPTAI 254, v a0
BN s B9 2 /N g v ) R RS 254 1 B R BE (acarbose) (oK HE B EE
(miglitol) BYARA% 51U FE (voglibose) »

[0385] X F¥R T S B R E R e, 20 (D) b & e 25 AR T 5 2 B i R PR 71 (491
IR FEK) A Feth J& BRI 28 L H R I 3 A BERR A IR IR V0N U T Gl i S A L R
HeIE  PE IR ZE8bardoxalone methylBE& 45T o

[0386] W] LA S5 H RS KL G DL = A s — 58 5K (D) A S el H 3 A1 A A 259 (TR
T ERTIR R R AR ST IR IRLE L S ) P I S AR 4R iR T B e E AR E A T
77 M AR AL o 78 HE e sl 5 Brp B ARk B A S e ) Rl A A5 P LS T AR R B0, 01 -
100mg/kg A E /K KI5 & o

[0387]  SyAhEyvadT AN (D) A& Hmr B EAE - R, SR S rh 53 B va T7 771 )
2] DL/ TS FH B Va7 700 () B — 7 vk R B 5 1 B, Bl R A ISR B ) AT ey
(P EIE B D o AR R St 7 R A, fE SR S, v BLZS 7°0.01-1,000ng/ kg iR/ K [
HEME ST FRIE) &

[0388]  ARTCHEML 1AL A T RE 1AM o R A i B 2R TR I B B R SR TR) ) O v, AL FE
7] IR AR 25 T () A R E R (D A& Y3 25 F R (b) AR i a2 1.

[0389]  FEARA] J7 VA FELL St 77 S Hh , 40 i 73 3R 571 2 B M) 77 V2 o 7 R LB St 7 e, B )
J7 12 A EGFRAB BT RAFHI 17 AN/ 5P T 3K i) 551 v () — Fh i 2

[0390]  FEATAR[ 7 v 1 e St 75 2, B [m) T VL SR EGFRIB HL A o FEATAR] 77 2 1) JE £ 5 it
J7 & EGFRABHUFEN- (3- L IRIEIRIE) -6,7- — (2- FAUEE LA -4 - e Wbl fle Al / i H
25 Eh AEFELE Sl 7 R rp  EGFRIBHUFEN- (3- LHREEFHIE) -6,7- = (2- A FE LA -
4 - W MR Y2 o 7 G STt T 22, EGFRIFHLAAEN- (4- (3- R4 ) -3- AL -6- (5- ((2-
(SR AB T ) 2L () FR JE) PR R - 2- 3%) R MR - 4 - e , —4- PR ORI R g B L 24 FH 21 (1)
L R Je)

(03911 FEATA] J7 V2 FR e SIe it 77 e, BB R 7 V2 R RAF I 771 o 76 8 STt 77 S8, RAR AT
i1l 71) 72 BRAF I i 751 o 5 6 S i 77 22 vh , RAF 1 1) 1) 2 CRAF I i) 751 o 75 L6 S 77 28 1, BRAF
FHI )2 B 2 HE JE o 7E HE L S 7 S A RARF i 7] & 3 - (2-F AL N -2-28) -N- (4-H & -3-
(3-F L -4-%A0-3, 4- A MR - 6- J 50 ) IR R IR Jie i L 24 Y 2 (1912, AZ 628
(CAS#878739-06-1)) »
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[0392]  FEARART I 5 ) FE AL S it 77 S, B m) 7 /2 PT 3K i35

[0393]  FEARAR[ Tk B FE e St 77 R, A B 38 AR AT o AEATART 7 V25 1 R A8 S i )7 52
H AT R AL  AE T STt T P A S R A I AR LSS Ty S R 2T
fih ZE

[0394]  FEATAR] J7 V2 ) FELL S it 7 S8, 4055 3R 7002 B o AE SR LU S 7 S b, AR R
BH o FE LG ST T 22, BHFR R MREH o R AR ART 77 32 1) L S U7 22 b, 4 R 3R R R SR AL Sk
FEAF] o 7 S LS STt 7 R, WAL b AL L o 7 R LSSt 7 R, WA b A 2 Pl At ZE . 7R
B ST 77 R, B R AR AERR S T ZH BRI I

[0395]  FEATAR J7 VA e St 77 S b, Al 25 R R KR AL A W0 78 SR LS STt T S
KA VI K AR B o FEAT AR 7 VI SR S 77 22, (T e A% AU o 7 e B S it
J7 = B E R 2 TR .

[0396]  FEARART J7 L M) FE LSt 77 S, AR B 2 R TBUN I T

(03971 FEATAR[ 5 v e st 7 22, 3K (D) A & el 24 A 26 15 20 i B 25 77 (fgl o, 3
771 MR/ SUBOT) FEBE (concomi tant 1y) %1 T FE KBS 7 581t 50 (1) A6 A s e
24 FH SR 7E A A 25 23770 (48, B m) 7 vk AR AR/ BT < H AN/ BRI 45 T

[0398] =44

(03991 1 I 1 STt 9 h B il , 78 e s G S it 77 S, AR DL T — IR AR &AL &1 .
YRR, AR — MOTVERNIR T AR I I AL S W A R (H DL — M v A A A 3k
EARN 018 FN A H e 7 AT A F T a0 A SC Rl 1) Bir A 46 & 0 AT ek & P b i B —
Ty S F R

[0400] —ﬂﬁjj;é/\
T ™~
cl OMe Q - o
NNz NaOMe NN\ NO2  Bra NaOAGACOH NS 2 DMFDMA NS NOa
e — ey,
| MeOH | o NP~
- N
Br Br I
~, ~
? w ? s g T
FeLg), | W N TsCl, NaH NS N HBr,EtOH  HN |N B AL
—_————— _—
[0401] MeOH/H,0 g T T S~ N7
Br Br Br
P ER A
(o] Ts Ts
RL ' RY N RL N
N | 5 Suzuki N Ts WLARAP N | i
Ay — - Uy 22 . Uy
Br R3 R3

[0402] AR LA _EFroi 7 i &ARERMER (D E).

(04031 Rg[AJAARA (ar v ) 4 () — B s R B ok 1) %) 8 e i £ V4 771 38 A DMF R £ Ji P
Yo A 75 RIUBRR A B8R D HR (36 AR S FON - R AR M AT 2590 o FEPAHEAL 5 T 5 46 0 7 4y 5 AR I
77 TR AR IR LA BB 77 s v (R 44, FE 7K Al o A0 el F0A% 25 W R e 2 , 45 21 20 (D) A&
Yo

[0404] — /7B
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Ts Q Ts
; 1 ! 1) Suzuki
HN IN B AL RN IN 2 K#
) — I Ny T
Br Br
PR A

[0405]

1 H HN(R?),, Bt fi 1 H
R N ’{@ & R N
| |y

N(R?),

[0406] TETEHJ:F)TTH/JIT il AR iﬁ’lfﬁ(l)ﬂc/\#@

[0407] g rfr[a)AARA (o [A) 44 B8 — FBC5 R o Pk 1) 26 ) 7 v T AE VA 771 1 DM B 2 fis o
Yo A7 RIURRR A B8 DA (1K S N - R I AT 2R 9 o FEPA AL R R L B TR 6 72 ) 53 - — %
B - 4 - FY S R 2 PR IR AR LA TS RSO I ) BB 77 PR IR I o i IS 46 v i) Ak 5 % i A K , 15 3]
XM HE.

[0408] — K HHEC

Q Ts Ts —0 : i

HN N AL R1 Suzuki
Y, — . »

Br Br
PR A
[0409]
2 H 1) MeMgBr 9 H
1 1
RANTNAN 2) Ts BBy RINT NN

o (l) HO

[0410] R4k LA _E o i) 7 Sl s AR 3 (D AL 540

(04111 g v fe] AR A (i m TR A ER) — A5 ol P ) ) 8 i i £ 5 77 7 DM B 2 s v P
e Ak 75 G Ak DA AR LN - R ERAR B AT AE 0 - FEPABEAL AR AR N B TR =4 5 (4- (FF
SAHEPRIL) TR AL) BRI IER AT BAR NL AR 3K 7 B W o NN PR A B , B Jm K R A 25 A T
Bk, 152050 (D &Y.

[0412]  —JE )5 %&D
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0]

:I's
HN™Y N
~ Y/,

Br
&4k A

1) BAAL
2)Ts JitAk 4P

[0413] .

H
RLN N
|y

.
A_(, -
o. 0

Br R1 H
~ N

nBuli; 7 &7 B AL, Suzuki x
—_— — — =

HO

[0414] R4 LA _E P i) 7 Sl s AR PRI 3 (D AL 540

[0415] g v fe] AR A (i m TRDAACER) — A5 ol P ) ) £ i i £ 5 77 7 DM B 2 s v P
e A 75 Ak DA (AR L N - R B P R 0 o 4 TS PR TE K SR AR N IR AR SRR
52-(4- (4,4,5,5- Y 2E-1,3,2- A I -2-28) 2R 8E) T -2- I (Rl L, 4- R AT
LA AL I F TRV K B8 e i 2 A T G (D &4 .

[0416] D
o] 0 0
H R H R H
HNY N AL SN | N Suzuki N | N
x> 4/ _ e \ J _ e . /
[0417] Br
+F E4k B N(R?),

[0418] R4k LA _E o i) 7 Sl s AR 3 (D AL 540

(04191 X v (e AR B (i m TR AAFR) — A5 ol P i) ) 8 i i £ 5 77 7 DM B 2 s v P
e Ak 75 AT A DA S (AR LN - R EUAR I AT AE 0  FEPAREAL SR AF T B RS =4 55 (3- (2
L g ik L) R 88 BTRR Bk, 15 25K (D AL &

[0420] il r [a]) AR AR — SBC R A
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0
cl OMe o
NO - NO2 NO,
= 2 NaOMe NO, Brz, NaOAC/AcOH N DMFDMA N7
'\I — » N — = | —_— =
P
2 MeOH | Az ’|“ L
B
1 2 3 o g
[0421] - -
o O Ts Q Ts
H | !
Fa/NFd, NI SN Tscl, NaH NI Ser=h HBr, EtOH HNTY .
Fem————————— —_— —_—
MeOH/H,0 P PN P
Br Br Br
5 6 AR A

[0422] BE1.
[0423]  2- FH4H F-4- 5L - 3- hig kg
OMe

[0424] N™X

[0425]  #52-50-4- H 3L -3- RS FELIE (250g, 1.45mol) () HEE (1. 0L) VAR I (2h) B4 ¢
FE N (0°C) 1 HIBESN (2508 ,4 .63mol) (1) H i (850mL) ¥ H - I J& » M VR A 4 in#h 22 [
Ti23h, PEB TLCER BH 5 B ) 48 56 B o K VB 5 W Bl 1 94 4 22 K 20900mL P AR A, Fad i A K
(1.5L) VK o ik SN S BT 15[ 4%, FHZK e i el T 45, 15 2 bR /AL &4 (2508, 100 %
s 2) , Fyks il 44 . 'H NMR (400MHz , DMSO-d6) :68.22 (d, J=5.2Hz,1H) ,7.10 (d, J=5.6Hz,
1H) ,3.92 (s,3H) ,2.26 (s, 3H) »

[0426] 2.

[0427]  5-yR-2- 4% -4- F AL -3-hig 2 e

Br

[0429]  TEIRIEIRFE, ¥ L BREN (365g,5.3Tmol) MBI £ 1 2 - Fi 48 JE - 4 - FF L - 3 - g ki
WE (250g,1.49mol) F) 1% (1.5L) V&R , S8 53 N (30min) Br, (639g,4.00mol) o A J& , ¥
TRAWAESOC Nk 12h, BT TLCFR B [ I B 48 58 i o B VR & W0 20 (0°C) i@ i K v A
10 %6 B B2 /K ¥V (1. 5L) AN ANAR R AN 7K VAR (1. BL) ¥4 2K o a8 i ok Y Se 48 Pl 45 [ 4%, FH 7K
ek, FERUE T4, 15 BAR AL &9 (302g,82. 2% UK ) , vk it 4 . 'H NMR (400MHz
DMSO-d6) :68.25 (s, 1H) ,3.94 (s,3H) ,2.29 (s, 3H) »
[0430] 3.
[0431] () -2- (5--2- H A k- 3- il 2k -4 -k REFL) -N N- ZHIJE - 2 0@ %

~o

"N

//N/

Br |

—

[0432]
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[0433]  “}4DMF-DMA (600mL) ZZ & M B 5+ H I #4 (80°C) f5- 1 -2- H A Bk -4 - FH L -3- 1
FLmEnE (134g,0.54mo1) FIDME (1. 1L) ¥ IO G » IR A W TE95 C kG h K 1R S 4907%
& Z R IFEINVKA K GL) H o Ji i ok 8IS R AT A3 2 Gl 4k , B /K e, IR 05, 15
B bR AL S (167, 100% Y0 %) , AL A E K. 'H NMR (400MHz , DMSO-d6) :88.24 (s, 1H) ,
7.05(d,J=13.6Hz,1H) ,7.05(d,J=13.6Hz,1H) ,4.80 (d,J=13.2Hz,1H) ,3.88 (s,3H) ,
2.90 (s,6H) .

[0434] %4

[0435]  4-yR-7-F 4% - TH-MEMS 5 (2, 3-c T nik

H
NN
/

Br
[0437]  H42- (5-9L-2- HARJE - 3- g2 mtb e -4 - JE) -N,N- HI 5 2 0% % (50. 0g, 165mmol) «
Fe (50.0g,893mmo1) MINH,C1 (50.0g,943mmo1) ££ H i /H,0 (1900/250mL) H () 7R & P72 =1
INETh, EI LOMS R B J 8 2 48 56 i 2 B IRV A4 FF R IR U F R I (3x200mL) Pk
PRIEIR 48 & U, JEK TS sk il i i i e it CRHlE : 2/ 25 =5:1) 4lifk, 153
=W o 2K B S S 19 2065 8L &4 (37.48,99. 5% L 3) , A (ulf {4 . LCMS
M/Z (\M+H) 226.7,228.7,
[0438] JDIE5
[0439]  4-35-7- FHAA( L - 1- O I 2RMRIEER) ML I [2, 3-cItng

Br
[(0441]  Wg4-JR-7- & FE- TH-MEng I [2, 3-c IRk mE (34.3g,0.15mol) B THF (700mL) V&R
OB HEIEA 2 (0°C) B A4 (60% ,19.2g,0.48mol) fITHF (700mL) V&R 51 . IO )G » KR
HUEEERBFE 1L, SR G FHRAEZE0°C 3 INTHE (700mL) H i) B 2K fifi it & (38. 0g,
0.20mol) , 344 AT 15E & WA I IR FE Bt FE2h o 38 1 hn N AN &AL B /K VTR (1. OL) ¥ K
REREW, SR G FH TR £ iR (3x600mL) 2B o & I A WA BN 2 B B AN T JR 0 TR 4
VAW . BE T EE , 15 3 b5 L &4 (51.2g,88. 9% U R) , kst [l 44 o iZ M4 Jo AN 22 33—
AR T T — 23R
[0442] 5326
[0443]  4-yR-1- ObFHI 2R Rt L) -6H- ALk 5 (2, 3- ¢ J Atk WE - 7 - [

[0444] AN |
- /

Br
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[0445]  KEHBr (40 %6 ZKVEW, 1. 1L) IO R4 -8R -7- H AU - 1- O FE R B 8) mk g 9 (2, 3-
cJMERE (102.5g,0.27mol) [ £ BE (200mL) ¥ « MG » ¥R A PIAE90 C hnFa2h, i TLC
T B TE R B A YA H1 220°C FFd i ik e B2 A (1 o AR o i ] A H /K e T
LA T8, 15 kR AL S (b el 4kA) (87.5g,88.6 % ILH) , NikkitaE k. 'H NMR
(400MHz ,DMS0-d6) :611.48 (s, 1H) ,8.01 (d,J=3.6Hz, 1H) ,8.90 (d,J=8.0Hz,2H) ,7.38 (d,
J=8.0Hz,2H) ,7.32(s,1H) ,6.57 (d,J=3.2Hz,1H) ,2.34 (s, 3H) .

[0446] | 2% Hh [AIABH) — M #RAF

OMe

cl
“H H
N NO2  MeONa/ MeOH N N2 MgBr N TMSCI K | N
| |
[0447] > > PN ACN/ H,0, 75°c 7h /
Br

Br
1 2 "?ﬁ]#-]}

[0448] DIE1.
[0449]  5-yR-2-H4 3 - 3- Fg LN nE
OMe

NN N0

[0450] L

Br
(04511 R HBE4A (17.2¢g,318. 4mmo 1) JHA B P A5 -8 -2- & -3 - kML b (15. 0g,
64.2mmo1) ) FFAE (125mL) ¥ o I R S VR 5 DA R 3AE B A 2h o DT ok e e
W, FER IR AR ATK (200mL) AR o J e I S8 S A DTie 1 » PR Wik, F 8 145, 15 21
PR (12.08,81. 5% UL5) , Az tafE . H NMR (400MHz,CDCL,) :88.43 (d, J=2.4Hz,
1H) ,8.38(d,J=2.0Hz, 1H) ,4.09 (s,3H) .
[0452]  BER2:
[0453]  4-5-7- 42k - 2- R B - TH- LR JF: [2, 3 - c LI

[0454] P

Br
[0455] ¥ S A s 3L AL 85 (0. BMAETHF T, 105. 0mL , 55. Ommo 1) ¥ I E 45 £ 3574 4 (-78°C)
)5~V -2~ FH 4 - 3- A JE A g (4.0g, 17 . Tmmol) I THE (40mL) V&R T . IO & , (T3R5
VDG B A 2 R AR 3h S BV A I I IME AL B KA (150mL) ¥ 2K, 48 J5
LR 2T (3x100mL) FEHL o A 3 I MLAS B 22 B R BN T ol 1 VA i o 5% AR A e it e e £
B (4t : OTR ABEE=10: 1) 24k, B RIFR A4 (1.65g,39.9% W E) , AFRE AR .
LCMS M/Z (M+H) 240.1,242.1,
[0456] 4383
[0457]  4-yR-2-WEE-1,6- &M% I (2, 3-cntknE -7 -
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0O

H
[0458] Ly | )
P

Br
[0459] P IRALAL (40% /KA, 20mL) SO F4- 1R -7 - AR -2- AR - TH-TE g I (2, 3-c]
Mg (1.65g,6.8mmol) 1) L EE (10mL) W H IO 5, B S SR A PIFE9I0 °C N 15h, I
TLCHK B J B L 28 5E B o K VR A W04 E0 220 °C F il o ok 8 WA 4 B 45 T A o 12 [l 4k FH /K e 5% T
T B RAR AL A (PIAIAB, 0.9¢,57. 9% WO R) , Azt E 4. 'H NMR (400MHz , DMSO-
d6) :612.06 (s, 1H) ,11.00 (s, 1H) ,7.03 (s, 1H) ,5.97 (s, 1H) ,2.29 (s, 3H) .LCMS M/Z (M+H)
226.8,228.8
[0460]  Sjii {511
[0461]  3- (6-JA A7 - AR - TH-MEREH [2, 3-cImbng -4-34) -N, N- = FH 5L - IR F o i

7 H
QQ;/“xN N
s
[0462]
I
N‘\.
(@]

[0463] IR
[0464]  6-J& TN FE-4- 1R -1- O6f FF 2RI TEIL) MER& 3 (2, 3-c I nHk i - 7- i

\/\N N
0465
[0465] P,
Br

[0466]  [m] ¥4 (0°C) f4-¥-1- Ohf 2R R it J%) - 6H-Mb g 3 (2, 3-c Itk mE - 7- i (Hh [a]fAA)
(300mg,0.8mmo1) [¥IDMF (4mL) ¥ H IIAZALEN (60 % 7EH 40 A , 50mg , 1. Ommo1) KR &
YD EE 1 5min, SR JE N3 - VR - 1- 475 (100mg, 1. 0mmol) o 52 S VR & i #4028 55 I - 4k 33
F2ho S SURAPI FHIK (20mL) K, SR 5 - TR 4.1 (3x20mL) 22 HX . & FE A AL EUY) FH 35
7K (2x20mL) Feik , LWL 8T 15 FF 8 W 4, 15 2 A5 AL A4 (350mg , 100 %6 WL %) , AT
[l 4 Az A G — AR T~ — PR LCMS M/Z (M+H) 409. 3,

[0467] %2

[0468]  3-[6- A2 -7- AR -1 - CoF H 2R R I 228) Mk igs 3 (2, 3-c Ik iE -4-2&] -N,N- —H
B - ORI
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[0469]

[0470]  [F)3- [6- 4 A FE -7 - AR -1 Of B 2R 38) mb g 9 (2, 3-c L meE -4-FE] -N N- - H
Fe-ZE W R GEIEL,350mg,0.86mmol) AT [3- (- FF 3 4 5k FH Bk 3E) 4835 ] B2 (220mg,
1.1mmol) 7 Z.JiE (2mL) FI/K o 7 IMBR FR 2R (2mL) HHEVRE W N [1,1° - = (2R LR L)
TR —E A (11) (63mg,0.086mmol) oK MR A WIAE100°CHEAT R M 104> B o E
T fi o = ARG VIR A, 1 ] £ BR 20 TG (30mL) ¥t » VR R /K (10mL) Y , S iR RN T 15
HIR R AR , 19 B bR AL A4 (300mg , T0%6 WL ZR) , ot bl A4 20 ) A 2 3t — P 4l AL R
T T35 .LCMS M/Z (\M+H) 476.4.

[0471]  DUE3

[0472]  3- (6-JA TR 2&-7- %A - TH-MEME FE[2, 3-cJMEmE -4-55) -N,N- = Jk - DR A e i

[0473]

[0474]  ¥43- [6-J AL - 7- 484K - 1 - O6F FF 2RI IE L) MEns 3 (2, 3-c I ntkiE -4-FE] -N,N- - F
- ORI BRI CP %2, 35mg,0.074mmo) 78 FHEE (1mL) F17K o i TOME A8 AL 4 (0. 8mL) R
AWIAES0 CHERE Lho ¥ EN G, I IR 48 S NIR B 0  F  R 0¥ T7K (GmL) W 3 F 1R 4. B
(3x10mL) ZHL . & I A WAL B A R ER AN T4, 1 B I ek o MR 4 e A 3k i) £ U HPLC
(25-35%ACN/H20H1[1]0 . 1 % NHAOH) 4fifk, , 15 2 A5 AL &4 (13mg, 65 %6 YL 3) , g €[] 44
'H NMR (400MHz , DMSO-d6) 67.66 (m, J=7.7,1.4Hz,1H) ,7.58-7.49 (m,2H) ,7.41-7.31 (m,
3H) ,6.44 (d,J=2.7THz,1H) ,6.02 (m,J=17.2,10.7,5.5Hz,1H) ,5.21-5.08 (m, 2H) ,4.68 (m,
J=5.5,1.6Hz,2H) ,2.99 (m,J=11.6Hz,6H) .LCMS M/Z (M+H) 322.2.

[0475] DL 5yt fe) LAHALARR) 7 Ui & LA R AL &4

[0476]  SLjitifsl2-54
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=34 IUPAC % #k NMR m/z
2 3-(6-T #-7-F4% | '"H NMR (400 MHz, DMSO-d6) 8 12.11 (s, 1H), | 338.2
-1H-7tk% H[2,3-c]t | 7.67 (dt, J=7.8, 1.4 Hz, 1H), 7.57 (t. J = 1.7 Hz,
-4-#)-NN-=% | I1H), 7.52 (t, J=7.7Hz, 1H), 7.41 (s, 1H), 7.35
KT BLAE (dt, J=7.7, 1.6 Hz, 2H), 6.43(d, J=2.8 Hz,
IH), 4.04(t, J=7.3Hz, 2H), 2.99 (m, J=11.1
Hz. 6H), 1.83 — 1.62 (m, 2H), 1.33 (h, J=7.4 Hz,
2H), 0.92 (t, J=7.4Hz, 3H).
3 N,N-=¥ #-3-[6-(3- | "H NMR (400 MHz, DMS0-d6) 8 12.13 (s, 1H), |350.2
¥ T-2-83)-7-8 | 7.65 (dt, J=7.8, 1.5 Hz, 1H), 7.56 (t, J=1.7 Hz,
K- 1H-"1t755F[2,3-c] | 1H), 7.52(t, J=7.7Hz, 1H), 7.39-7.36 (m,
[0477] g 43 K W BLEE | 2H), 7.34(d, J=4.9Hz, 1H), 6.42(dd. J=29,
1.6 Hz, 1H), 5.46 — 5.25 (m, 1H), 4.65(d, J=6.9
Hz, 2H), 2.99 (m, J=10.6 Hz, 6H), 1.80(d, J
=1.3Hz, 3H), 1.70(d, J=1.3Hz, 3H).
4 3-[6-(2-34A# Z | '"HNMR (400 MHz, DMSO-d6) § 12.12 (s, 1H), | 350.2
H)-7-BAK-1H-7% | 7.48 (dd. J=7.5, 1.9 Hz, 1H), 7.41(dd. J="17.7,
F[2,3-c]"E-4- | 1.6 Hz, 1H), 7.37(s» 1H), 7.35—7.24 (m, 3H),
AINN-ZFHE-K | 6.19(d, J=28Hz, 1H), 3.53(m, J=3.8 Hz,
Bk 6H), 2.88 (d» J=11.2Hz, 2H), 2.83(s. 3H),
2.24 (s, 1H), 2.06 (d. J=8.3 Hz, 2H), 1.89 - 1.74
(m, 2H), 1.62(d, J=11.7Hz, 2H).
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5 3-[6-(3R &AL F 3L)-7- | 'TH NMR (400 MHz, DMSO-d6) 8 12.11 (s, 1H), | 364.2
FA-1H-0%5F | 7.67 (dt, J=7.8, 1.4 Hz, 1H), 7.57 (t, J=1.7 Hz,

[2,3-c]oHuE-4- 1H), 7.52(t, 1=7.7Hz, 1H), 7.41 (s, 1H), 7.39
BEINN-ZF3-K | -732(m, 2H), 643 (dd, J=29, 1.6Hz, 1H),
¥ Pk e 4.00(d, J=7.6Hz, 2H), 3.06-2.93 (m, 6H),
2.46—2.35 (m, 1H), 1.62 (m, J=152, 10.9, 9.9,
5.5 Hz, 4H), 1.51 (m, J=9.6, 5.1 Hz, 2H), 1.39
~1.25(m, 2H).
6 3-[6-[(4-F £ A A) | '"H NMR (400 MHz, DMSO-d6 8 12.17 (s, 1H), |[402.2
¥ 3K]-7-8AX-1H-#t | 7.63 (dt, J=7.9, 1.4Hz, 1H), 7.56-7.47 (m,
% H[2,3-c]HeE-4- | 3H), 7.41-7.30 (m, 4H), 6.91—6.85(m, 2H),
HAJNN-Z—F K |643(d, J=28Hz, 1H), 520(s, 2H), 3.70 (s,
7 B 2H), 2.98 (m, J=14.1 Hz, 6H).
7 N,N-= #-3-[7-8. | '"H NMR (400 MHz, DMSO-d6 8 12.17 (s, 1H), |350.2
[0478] R-6-[(E)-K2-% | 7.66(dt» J=7.8, 1.5Hz, 1H), 7.60—7.46 (m,
- 1H-vte 5 2H), 7.41-7.30(m, 3H), 6.43(q. J=2.4Hz,
[2,3-c]tme-4-%]% | 1H), 5.83-5.51 (m, 2H), 4.75-4.56 (m, 2H),
7 Bk 2.99(d, J=13.5 Hz, 6H), 2.01 (ddd, J=7.6, 6.1,
1.4 Hz, 2H), 0.96 (dt, J=23.0, 7.4 Hz, 3H).
8 3-(6-T-3-4 2L-7-2. | '"H NMR (400 MHz, DMSO0-d6 ) 12.14 (s, 1H), | 336.1
K- 1H-"k253F[2,3-¢c] | 7.67 (dt, J=7.8, 1.4 Hz, 1H), 7.57 (t. ] = 1.7 Hz,
g -4-£)-NN-= | 1H), 7.52(t, J=7.7Hz, 1H), 7.42 (s, 1H), 7.38
PR RKFEEE | -7.32(m, 2H), 643 (d, J=2.8Hz, 1H), 5.99-
5.75(m, 1H), 5.17-4.94 (m, 2H), 4.12(m, J =
7.3 Hz, 2H), 299 (d, J=13.3 Hz, 6H).

9 3-[6-(FR Tk F JL)-7- | '"H NMR (400 MHz, DMSO0-d6)) 8 12.12 (s, 1H), | 378.2
FA-1H-0%5F | 7.72-7.60 (m, 1H), 7.58 —7.46 (m, 2H), 7.40 -
[2,3-c]"HrE-4- 7.28 (m, 3H), 6.43(t, J=22Hz, 1H), 3.90 (d,

N N-ZW# K |J=73Hz, 2H), 2.99(d, J=13.0Hz, 6H), 1.84
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¥ Bh A (t, J=3.5Hz, 1H), 1.76—1.48 (m, 5H), 1.27-
0.93 (m, 5H).

10 3-(6-5% M Hk-7-84X | 'TH NMR (400 MHz, DMSO-d6 ) )3 7.67 (dd, J= | 352.2
-1H-#ke% F[2,3-c]*t | 8.1, 1.7 Hz, 1H), 7.57(d, J=1.8 Hz, 1H), 7.56
-4-3)-NN-=F | -7.45m, 1H), 7.42 (s, 1H), 7.38 - 7.32 (m, 2H),

KT Bk 6.43 (t, J=2.3 Hz, 1H), 4.03 (1, J = 7.4 Hz, 2H),
2.99(d, J=13.2Hz, 6H), 1.70(q, J=7.2Hz,
2H), 1.32(q» J=9.3, 8.1Hz, 4H), 0.87(t, J=

6.9 Hz, 3H).

11 3-[6-(FA T A ¥ )-7- | 'TH NMR (400 MHz, DMSO0-d6) & 12.15 (s, 1H), |350.2
B R-1H-17%5F | 7.66 (dt. J=7.8, 1.4Hz, 1H), 7.58 —7.49 (m,
[2,3-c]HkmE-4- 2H), 7.41(s, 1H), 7.38—7.32 (m, 2H), 6.43 (d,

[0479] AINN-—WHR K |J=28Hz 1H), 4.09 (d, J=7.3 Hz, 2H), 2.99 (d,
¥ Bhik J=13.3 Hz, 6H), 2.78 (p. J=7.3 Hz, 1H), 1.94
(s; 6H).

12 3-[6-(2-A T3 Z | '"HNMR (400 MHz, DMSO-d6) 3 12.12 (s, 1H), | 392.2

#)-7-FAK-1H-#"% | 7.67 (d, J=7.8 Hz, 1H), 7.53(dd, J=17.7, 10.1
FF[2,3-c]#t2-4- | Hz,3H), 7.43 —7.32 (m, 3H), 6.42(d, J=2.5 Hz,
HINN-ZF -3 | 1H), 4.07 (m, J=13.4, 55Hz, 2H), 3.10-2.79
W b (m, 6H), 1.78(d, J=12.8 Hz, 4H), 1.67 (m,
3H), 1.29 (m, 3H), 0.95(m, J=11.7 Hz, 4H).
13 NN-= ¥ J-3-(7-8. | 'H NMR (400 MHz, DMSO-d6) 3 12.12 (s, 1H), |352.2

AR -6- KA - 1H-tbm%
FF[2,3-c]otme-4-4k)
R B

7.70-7.66 (m, 1H), 7.58(t, J=1.7Hz, 1H),

7.52(t, J=7.7Hz, 1H), 7.41 (s, 1H), 7.38 - 7.34

(m, 2H), 6.43(d, J=2.8Hz. 1H), 4.06 (m, J=

7.0 Hz, 2H), 2.99 (m, J = 13.6 Hz, 6H), 1.71 — 1.50
(m, 3H), 0.94 (m, J=6.1Hz, 5H).
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14 3-[6-2-F A4 Z | 'THNMR (400 MHz, DMSO-d6)) 8 12.17 (s, 1H), | 340.2
H)-7-8AK-1H-%% | 7.66 (m, J=7.8, 1.5Hz, 1H), 7.60—7.49 (m,
FH2,3-c]E-4- | 2H), 7.43-7.31(m, 3H), 6.44 (d. J=2.8 Hz,
H]NN-ZFH-K | 1H), 4.22(m, J=5.6Hz, 2H), 3.64 (m, J=5.5

1 Bt Hz, 2H), 3.26 (s, 3H), 2.99 (d. J=13.1 Hz, 6H).

15 3-[6-(3-F A& A | 'HNMR (400 MHz, DMSO-d6) 8 12.16 (s, 1H), | 354.2

#)-7-BAK-1H-% | 7.68 (dt, J=7.7, 1.5Hz, 1H), 7.60-7.47 (m.,
F[2,3-c|HtE-4- | 2H), 7.41-7.30(m, 3H), 6.43 (d, J=2.8 Hz,
FE)NN-Z—¥E-X | 1H), 4.09 (t, J=7.2 Hz, 2H), 3.38 (t, J=6.2 Hz,

7 Bk 2H), 3.24(d» J=12Hz, 3H), 3.09—-2.87 (m,
6H), 1.95(t, J=7.0Hz, 2H).

16 3-(6-5+ T H-7-84% | "H NMR (400 MHz, DMSO-d6 ))& 12.14 (s, 1H), | 338
-1H-wtt7% 5 [2,3-c]? | 7.69 — 7.65 (m, 1H), 7.56 (t. J=1.8 Hz, 1H),
"-4-3)-NN-=% | 7.53(d, J=7.7Hz, 1H), 7.37 (d. J=5.7 Hz, 2H),

KK T BhAR 6.44 (d, J=2.7Hz, 1H), 3.88 (d, J= 7.4 Hz, 2H),
[0480] 3.07 - 2.92 (m, 6H), 2.33 — 1.79 (m, 1H), 0.90 (m,
J=6.7Hz, 6H).
17 3-[6-(FR A 3L F K)-7- | '"H NMR (400 MHz, DMSO0-d6 )3 12.16 (s, 1H), | 336.2
FAMR-1H-#% 5 | 7.68 (m, J=7.8, 1.4 Hz, 1H), 7.58 (t, J= 1.8 Hz,
[2,3-c]eteE-4- 1H), 7.53 (t, J=7.7Hz, 1H), 7.47 (s, 1H), 7.40
FKINN-ZFHE-K | -733(m, 2H), 644 (m, J=2.8, 1.4Hz, 1H),
T ke 3.92(d, J=7.1Hz, 2H), 3.09-2.92 (m, 6H),
1.30 (m, J=12.6, 7.6, 5.1 Hz, 1H), 0.57-0.36
(m, 4H).
18 6-T -3-H #-4-[3-(5- | "H NMR (400 MHz, DMSO-d6 ) ) 12.17 (s, 1H), | 347.2
¥ H-1,3,4-0E =k 2. | 8,17 (t, J=1.8 Hz, 1H), 7.93 (m, J=7.7, 1.4 Hz,
)R )-1H-2% 5+ | 1H), 7.84 (m, J=7.9, 1.4Hz, 1H), 7.68(t, J=
[2,3-c]#72-7-BA | 7.8 Hz, 1H), 7.51(s, 1H), 7.39(d, J=2.8 Hz,
1H), 6.47(d, J=28Hz, 1H), 5.96-5.79 (m,

1H), 5.13-4.98 (m, 2H), 4.14 (m, J=7.2 Hz,
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2H), 2.61 (s, 3H).

19 3-[6-[(E)-T-2-% | IHNMR (400 MHz, DMSO0-d6) 5 12.19 (s, 1H), | 354
3 ]-7-8AX-1H-t2% | 7.50 — 7.35 (m, 4H), 7.22(ddd, J=8.9, 2.5, 1.3
FF[2,3-c|HrZ-4- | Hz, 1H), 6.45 (d, J=2.7 Hz, 1H), 5.76 — 5.56 (m,
H1-5-B-NN-—9F | 2H), 4.60 (d, ] =4.8 Hz, 2H), 2.98 (d, ] = 15.3 Hz,

R T BLRE 6H), 1.65(d. J=4.1Hz, 3H).

20 4-[6-[(E)-T-2-% | 1H NMR (400 MHz, DMSO) & 12.18 (s, 1H), 7.77 | 326
#]-7-8AK-1H-1t7% | (1, J=8.0Hz, 1H), 7.63 (d, J=13.9 Hz, 2H),
FF[2,3-c]H"E-4- | 7.53—7.49 (m, 1H), 7.49 — 7.43 (m, 2H), 7.39 d,
AJ2-A-KFBE | 1=28Hz 1H), 6.50(d, J=2.8Hz, 1H), 5.74 —
5.57 (m, 2H), 4.64 — 4.56 (m, 2H), 1.69 — 1.60 (m.,

[0481] 3H).

21 6-T -2-4 #-4-[4-(4- | "H NMR (400 MHz, DMSO-d;) & 12.14 (s, 1H), | 392
TR kH-1-HE)R | 7.69-7.62 (m, 2H), 7.51 —7.44 (m, 2H), 7.40 —
- 1H-wo% 5 7.32 (m, 2H), 6.48 (d, J=2.8 Hz, 1H), 5.75 - 5.60
[2,3-c]?H2-7-8A | (m, 2H), 4.65—4.57 (m, 2H), 3.30 (s, 3H), 2.43
—2.24 (m, 5H), 2.21 (s, 3H), 1.67 — 1.61 (m, 3H).

22 3-(6-T-2-% #-7-2. | '"H NMR (400 MHz, DMSO-ds) 3 12.18 (s, 1H), | 326
R-1H-715-3[2,3-c] | 8.10 (s, 1H), 7.93 (t, J=1.5Hz, 1H), 7.65 - 7.57
W -4-K)-5-F-FK | (m, 1H), 7.57-7.51 (m, 2H), 7.44 (s, 1H), 7.39
7 Bk (t. J=2.7Hz, 1H), 6.50—6.44 (m, 1H), 5.71 —
5.60 (m, 2H), 4.60 (d, J=4.5 Hz, 2H), 1.69 — 1.62

(m, 3H).
23 6-T -2-H #-4-(4-42 | '"H NMR (400 MHz, DMSO-d;) & 12.08 (s, 1H), 321

T3 FIL)-1H-rtkes
F[2,3-c]Hbee -7-5R)

7.54—7.44 (m, 4H), 7.34(t, J=2.8Hz, 1H),
7.21 (s, 1H), 6.47 — 6.42 (m, 1H), 5.74 — 5.59 (m,
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2H), 4.64—4.55(m, 2H), 1.68—1.62(m, 3H),
1.32 (s, 9H).
24 4-(6-T 2-M A -7-%. | "H NMR (400 MHz, DMSO-ds)  12.15 (s, 1H), | 322
R-1H-7%3[2,3-c] | 8.44 (q- J=4.5Hz, 1H), 7.98-7.89 (m, 2H),
g -4-H)-N-FH- | 7.70-7.62 (m, 2H), 7.41 —7.34 (m, 2H), 6.51 —
P B 6.44 (m, 1H), 5.72-5.60 (m, 2H), 4.61(d, J=
4.3 Hz, 2H), 2.81(d. J=4.5Hz, 3H), 1.65(d.
J=42Hz, 3H).
25 3-(6-T-2-%#-7-4. | '"H NMR (400 MHz, DMSO-ds) 3 12.14 (s, 1H), | 322
K- 1H-"t7557[2,3-c] | 8.46 (d, J=4.8Hz, 1H), 8.01 —7.99 (m, 1H),
g -4-H)-N-F 2 | 7.80-7.75 (m, 1H), 7.73-7.68 (m, 1H), 7.58 —
R B 7.51 (m, 1H), 7.37(t, J=2.8Hz, 1H), 7.33 (s,
1H), 6.48—6.42 (m, 1H), 5.70—5.63 (m, 2H).
4.65—-4.57 (m, 2H), 2.81(d, J=4.5Hz, 3H),
[0482]
1.69 — 1.61 (m, 3H).
26 3-(6-T-2-4 3-7-4. | '"H NMR (400 MHz, DMSO-d,) & 12.14 (s, 1H), | 348
fX-1H-ke%5[2,3-c] | 8.46 (d, J=4.2 Hz, 1H), 7.97 (t. J=1.7 Hz, 1H),
g -4-45)-N-2R A | 7.79—-7.73 (m, 1H), 7.73 —7.68 (m, 1H), 7.53 (t,
KT BbRE J=7.7Hz, 1H), 7.37 (t, J=2.8 Hz, 1H), 7.32 (s,
1H), 6.46—-6.41 (m, 1H), 573 —5.57 (m, 2H),
461 (d, J=4.1Hz, 2H), 2.93-2.80 (m, 1H),
1.69 - 1.62 (m, 3H), 0.76 —0.65 (m, 2H), 0.62 —
0.52 (m, 2H).
27 6-T -2-Mi #5-4-[3-(7t | "H NMR (400 MHz, DMSO-ds) 5 12.14 (s, 1H), | 362

ibt-1-3 )R
J£]-1H-wteg 5
[2,3-c]rkmE-7-BR

7.70 - 7.63 (m, 2H), 7.56 —7.49 (m, 1H), 7.49 -
7.43 (m, 1H), 7.37(t, J=2.8 Hz, 1H), 7.34(d,
J=4.0Hz, 1H), 6.46 - 6.40 (m, 1H), 5.71 - 5.62
(m, 2H), 4.60 (d, J=4.2 Hz, 2H), 3.49 (1, J=6.8
Hz, 2H), 3.43 (t, J = 6.4 Hz, 2H), 1.94 - 1.75 (m,
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SH), 1.69—1.61 (m, 2H).

28

4-(6-T -2-M 3-7-R,
AR~ 1H-#kr%-57[2,3-c]
"R 4-35)-N-37 A
KT BLAE

"H NMR (400 MHz, DMSO-dg) 8 12.15 (s, 1H),
843 (d, J=42Hz, 1H), 7.94-7.87 (m, 2H),
7.68 —7.62 (m, 2H), 7.40 —7.36 (m, 2H), 6.49 -
6.44 (m, 1H), 5.69 — 5.64 (m, 2H), 4.63 — 4.58 (m.,
2H), 2.93-2.80 (m, 1H). 1.68 —1.62(m. 3H).
0.75-0.65 (m, 2H), 0.64—0.53 (m, 2H).

348

29

[0483]

6-T -2-Hi #-4-[4-(%
KT )R- 1H-v1k
o5 3(2,3-c PR - 7-
i

"H NMR (400 MHz, DMSO-de) 8 12.09 (s, 1H),

7.57 - 7.48 (m, 2H), 7.42 —7.37 (m, 2H), 7.35 (t,

J=2.8Hz, 1H), 7.24 (s, 1H), 6.46 —6.39 (m.

IH), 5.72-5.61 (m, 2H), 5.18 (t, J=5.7 Hz,

1H), 4.64 -4.57 (m, 2H), 4.54(d, J=5.7 Hz,
2H), 1.70 - 1.59 (m, 3H).

295

30

3-(6-T-2-% 3-7-R
AR - 1H-#% 57[2,3-c]
P -4- 25 K F B

'H NMR (400 MHz, DMSO-ds) 8 12.14 (s, 1H),

8.11-7.98 (m, 2H), 7.84—7.80 (m, 1H), 7.76 —

7.69 (m, 1H), 7.53(t, J=7.7Hz, 1H), 7.38(q-

J=3.3, 2.8 Hz, 2H), 7.34 (s, 1H), 6.50 — 6.41 (m,

1H), 5.66 (t. J=4.1 Hz, 2H). 4.61 (d, J= 4.0 Hz,
2H), 1.70 - 1.61 (m, 3H).

308

31

6-T -2-Hi Ik -4-(4- %
7 R IL)-TH-7tkeg
F[2,3-c]Hkne -7-B

'H NMR (400 MHz, DMSO-ds) 3 12.08 (s, 1H),
7.54 —7.46 (m, 2H), 7.38 —7.28 (m, 3H), 7.21 (s,
IH), 6.48-6.39 (m, 1H), 5.76 —5.57 (m, 2H),
459 (d, J=5.4Hz, 2H), 3.00-2.87(m, 1H),
1.69 - 1.62 (m, 3H), 1.24(d, J=6.9Hz, 6H).

307

32

3-(6-T-2-4 3-7-R,
AR -1H-"te8 51[2,3-c]
o -4-3K)-N,N-—

"H NMR (400 MHz, DMSO-dq) 3 12.14 (s, 1H),
7.70 - 7.63 (m, 1H), 7.58 —7.46 (m, 2H), 7.40 -
7.31 (m, 3H), 6.45-6.39(m, 1H), 5.67(d. J=

336
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[0484]

AR B

4.8 Hz, 1H), 4.64 — 4.56 (m, 2H), 2.99 (d, J= 10.1
Hz, 7H), 1.68-1.61 (m. 3H).

33 6-T -2-H #-4-[4-(%t | "H NMR (400 MHz, DMSO-d,) 3 12.14 (s, 1H), | 362
b -1-F )R 7.62 (d, J=4.9Hz, 3H), 7.49-7.27(m, 2H),
K- 1H-7Hm5 5 6.57 - 6.37 (m, 1H), 5.74 - 5.61 (m, 1H), 4.61 (d,
[2.3-c]®2-7-8 | J=5.1Hz, 2H), 3.53-3.41 (m, 5H), 1.95-1.73
(m, 5H), 1.73-1.46 (m, 3H).
34 N-[4-(6-T -2-4s #-7- | "H NMR (400 MHz, DMSO-dy) 3 12.09 (s, 1H), | 358
BAR-1H-#2%5F | 9.77 (s, 1H), 7.58 - 7.51 (m, 2H), 7.35(t, J=2.8
[2,3-c]t"E-4-%)K | Hz, 1H), 7.33 —7.27 (m, 2H), 7.22 (s, 1H), 6.47
KT AR B R ~6.42 (m, 1H), 5.69 - 5.63 (m, 2H), 4.58 (d, J=
4.7 Hz, 2H), 3.01 (s, 3H), 1.70 - 1.61 (m, 3H).
35 3-(6-T-2-% #5-7-4. | '"H NMR (400 MHz, DMSO-ds) 8 12.14 (s, 1H), | 350
K- 1H-75-5[2,3-c] | 8.25 (d, J=7.7 Hz, 1H), 7.99 (t, J= 1.8 Hz, 1H),
o -4-3)-N-F% | 7.82-7.77 (m, 1H), 7.73 -7.67 (m, 1H), 7.62 -
R P B 7.50 (m, 1H), 7.37 (t, J=2.7Hz, 1H), 7.32(s;
1H), 6.47-6.37 (m, 1H), 5.67(d, J=4.5Hz,
1H), 4.61(d, J=4.1Hz, 2H), 4.21 -4.03 (m,
1H), 1.68—1.61 (m, 2H), 1.24—1.15(m, 8H).
36 4-(6-T-2-#3-7-8 | "H NMR (400 MHz, DMSO-ds) 3 12.14 (s, 1H), | 336
R-1H-s1t7% 51[2,3-¢] | 7.68 — 7.61 (m, 1H), 7.53 —7.47 (m, 2H), 7.38 —
K 4-3L)-N,N-= | 7.35(m, 1H), 7.35 (s, 1H), 6.62 —6.32 (m, 1H),
F R T BhAE 5.83 — 5.58 (m, 2H), 4.68 —4.44 (m, 2H), 2.99 (s,
7H), 1.68 - 1.63 (m, 3H).
37 6-T -2-Hi #-4-[4-("%) | '"H NMR (400 MHz, DMSO-dg) 3 12.15 (s, 1H), | 378

h-4-# L) KK ]-1H-
stheg - [2,3-c e
-7-BR

7.70 - 7.61 (m, 2H), 7.52-7.48 (m, 2H), 7.41 -

7.33 (m, 2H), 6.50 — 6.4 (m, 1H), 5.74 — 5.60 (m,

1H), 4.60 (d, J=5.1 Hz, 2H), 3.62 (s, 5H), 3.29
(d. J=15Hz, 4H), 1.69-1.63 (m. 3H).
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38 3-(6-T-2-%JL-7-4. | 1HNMR (400 MHz, DMSO-d6)d 12.02 (br.s., | 319
AR-1H-"17%51[2,3-c] | 2H), 7.86 (dd, J=2.18, 8.62 Hz, 1H), 7.70 - 7.75
W -4-2)-4-F B | (m, 1H), 7.51 - 7.67 (m, 1H), 7.25 - 7.33 (m, 3H),

-F R 7.16 -7.24 (m, 1H), 6.04 (t, J=2.29 Hz, 1H),
5.50-5.75 (m, 3H), 4.67(d, J=6.86Hz, 1H),
4.56 (d, J=4.57 Hz, 2H), 3.82 (s, 4H), 1.77 (dd,
J=1.35, 6.75Hz, 1H), 1.65(d, J=4.99 Hz, 3H)
39 3-[6-[(E)-T -2-4 326
HK)-7-BAK-1H-sk%
F[2,3-c]Htmz-4-

IK)2- R F BLE:

40 3-[6-[(E)-T-2-4% | IH NMR (400 MHz, DMSO) & 12.12 (s, 1H), 8.08 | 326
A ]-7-BA-1H-4% | —7.98 (m, 2H), 7.98-7.88 (m, 1H), 7.45-7.37
F{2,3-c]HE-4- | (m, 2H), 7.37-7.25(m, 2H), 6.20-6.13 (m,
K)4-F-KFBA | 1H), 5.78-5.56 (m, 2H), 4.60 (d. J=3.8 Hz,

[0485] 2H), 1.66(d, J=4.9 Hz, 3H).
41 3-[6-[(E)- T -2-% 1H NMR (400 MHz, DMSO0) 8 7.54 —7.51 (m, 354
3 )-7-BAK-1H-1% | 1H), 7.49-7.44 (m, 1H), 7.41-7.35(m, 1H),
FH[2,3-c]m-4- | 7.34-7.32(m, 1H), 7.29(d, J=0.5Hz, 1H),
#]-4-B-NN-=¥F [6.23-6.12 (m, 1H), 5.77 -5.56 (m, 2H), 4.67 -
R P B 4.51 (m, 2H), 2.98 (s, 6H), 1.65(d, J=4.8 Hz,
3H).
42 3-[6-[(E)-T -2-%% 354
3 ]-7-BAK-1H-1b7%
F[2,3-c]th -4-
X]2-A-NN-—¥F
IR B
43 4-[6-[(E)-T-2-% | 1HNMR (400 MHz, DMSO) & 7.54 —7.51 (m, 370

A]-7-BAK-1H-tb%
F[2,3-c]rttmE -4-

1H), 7.49-7.44 (m, 1H), 7.41-7.35(m, 1H),
7.34-7.32(m, 1H), 7.29(d, J=0.5Hz, 1H).
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6.23-6.12 (m, 1H), 5.77-5.56 (m, 2H), 4.67 -
4.51 (m, 2H), 2.98 (s, 6H), 1.65(d, J=4.8 Hz,
3H),

44

4-[6-[(E)-T-2-¥%
HK]-7-BAK-1H-m%

F[2,3-c]HboE-4-
3R]-2-F R F Bl

1H NMR (400 MHz, DMSO) 6 12.12 (s, 1H), 7.56

~7.50 (m, 1H), 7.50 —7.44 (m, 1H), 7.43 -7.35

(m, 1H), 7.34-7.32(m, 1H), 7.30-7.27 (m,

1H), 6.17(t, J=2.6Hz, 1H), 5.76 —5.59 (m,

2H), 4.59 (d, ] =4.6 Hz, 2H), 2.98 (s, 6H), 1.65
(d, J=4.8 Hz, 3H).

342

45

6-(2-ek " A5 Y 2K )-4-
F A -1H-sk%5F
[2,3-c]etkme -7-EF

1H NMR (400 MHz, CDCI3): &10.20 (s, 1H),

7.57-7.54 (m, 2 H), 7.47-7.44 (m, 2 H), 7.38-7.35

(m, 2H), 7.29-7.26 (m, 1H), 7.13 (s, 1H),

6.55-6.54 (m, 1H), 6.43-6.43 (m, 1 H), 6.35-6.33
(m, 1H), 531(s, 2H).

290

46
[0486]

3-(6-T H-7-FAK
-1H-7the&-51[2,3-c]7
R -4-5)-4-F -
FHE

"H NMR (400 MHz, DMSO-d6): 5 11.98 (s, 1 H),

786-7.84 (m, 1H), 7.74(d, J=2.4Hz, 1H),

7.30-7.25 (m, 3 H), 6.04 (t, J=2.4 Hz, 1 H), 3.99

(t, J=7.2Hz, 2H) , 3.82 (s, 3 H), 1.69-1.65 (m,

2H), 135-130 (m, 2 H), 0.93-0.90(t, J=7.2,
3 H).

321

47

3-[6-R-FAZKT
#)-7-BAR-1H-107%

F[2,3-c]HrE-4-
HK)4-F BE-F A

'"H NMR (400 MHz, DMSO-d6): & 11.99 (s, 1 H),
7.86-7.84 (m, 1H), 7.73(s» 1H), 7.30-7.25 (m,
3H), 6.03-6.02(m, 1H), 4.07-4.04 (m, 2 H),
3.81 (s, 3H), 1.61-1.56 (m, 2 H), 0.74-0.67 (m,
1 H), 0.41-0.39 (m, 2 H), 0.09-0.01 (m, 2 H).

333

48

6-T -3-Hi #-4-[3 4-
T R-S-(Eobh-4- K
) F I )-1H-s1eeg 5
[2,3-c]rtme -7-BR

1H NMR (400 MHz, DMSO-d6) 8 12.18 (s, 1H),
7.72 (ddd, J=11.7, 7.5, 22 Hz, 1H), 7.48 (s,
1H), 7.45-7.36 (m, 2H), 6.45(d, J=2.8 Hz,
1H), 5.86 (ddt, J=17.0, 10.2, 6.7 Hz, 1H), 5.14
~4.99 (m, 2H), 4.10 (t, J=7.3 Hz, 2H), 3.68 (m,

414
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4H), 3.57 (m, J=4.8Hz, 2H), 3.35(m, J=4.7
Hz, 2H).

49 6-T-3-4i #£-4-[3-# | 'H NMR (400 MHz, CD;0D) & 7.48-7.43 (m, 2 H), | 410
S5-(3-F 3 vhek-4-3% | 7.43 (d, J=32Hz, 1H), 7.38(s, 1 H), 7.39-7.17
A)F - 1H-1?%5F | (m, 1 H), 6.55 (d, J=3.2 Hz, 1 H), 5.95-5.88 (m,

[2,3-c]eee-7-88 | 1 H), 5.12-5.05 (m, 2 H), 4.22 (t, J="7.2 Hz, 2 H),
3.92-3.90 (m, 1H), 3.72-3.71 (m, 2 H), 3.36-3.32
(m, 4 H), 2.62-2.57 (m, 2 H), 1.42(d, J = 6.8 Hz,

3 H).

50 3-(6-T-3-Mi #&-7-2. | '"H NMR (400 MHz, DMSO-d6) & 1221 (s, 1H), | 403.3
K- 1H-s1t% #(2,3-c] | 8.09 (s, 1 H), 7.90 (s, 1 H), 7.83 (s, 1H), 7.58 (5,1
T -4-38)-5-(Bk | H), 7.38(s, 1H), 6.46(s, 1H), 5.85-5.81 (m,

(0487] A-BI)FHE 1 H), 5.08-4.99 (m,2 H), 4.11-4.08 (m, 2 H),
3.63-3.53 (m, 4 H), 3.36-3.26 (m, 4 H), 2.48-2.46
(m, 2 H).

51 6-[(E)-T -2- 4 IH NMR (400 MHz, DMSO0-d6) 3 12.22 (s, 1H), | 412
K )-4-[3-F-4-("B%k | 7.70 (d, J = 1.7 Hz, 1H), 7.65 (dd, ] =7.9, 1.7 Hz,

A4 H)FIH]-1H-%k | 1H), 7.50 —-7.43 (m, 2H), 7.39(d, J=2.8 Hz,
% 3[2,3-cPru2-7- | 1H), 6.48(d, J=2.8Hz, 1H), 5.74—5.59 (m,
il 2H), 4.60 (d, J=4.9 Hz, 2H), 3.75-3.62 (m,
4H), 3.61-3.53 (m, 2H), 3.24-3.16 (m, 2H),
1.68 — 1.60 (m, 3H).

52 6-[(E)-T-2-% 1H NMR (400 MHz, DMSO-d6) 5 12.18 (s, 1H), | 396
3 )-4-[3-R-4-(k7% | 7.68 (d, J=1.7 Hz, 1H), 7.63 (dd, I =7.9, 1.7 Hz,
$i-1-#HR)¥ K )-1H- | 1H), 7.47 (s, 1H), 7.44 (d, J=6.1 Hz, 1H), 7.39
ek S[2,3-c]mE | (d» J=2.8Hz, 1H), 6.47(d, J=2.8Hz, 1H),

-7-) 5.74-5.60 (m, 2H), 4.60 (d, J=4.9Hz, 2H),
3.57-3.42 (m, 2H), 3.24-3.10 (m, 3H), 1.97 -
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1.74 (m, 5H), 1.70-1.58 (m, 3H).

53 6-T-3-H5J-4-[3-#. | IHNMR (400 MHz, DMSO0-d6) 6 12.18 (s, 1H), | 396
SS-(Hek-4- K | 7.52 (s, 1H), 7.45(t, J=1.5Hz, 1H), 7.40 -7.36

3K )-1H-ske (m, 1H), 7.23(m, J=88, 2.5, 1.3 Hz, 1H),
[2.3-c]E-7-%8 | 6.45(d, J=2.8Hz, 1H), 6.00-5.75(m, 1H),
[0488] 521 -4.92(m, 2H), 4.12(t, J=7.3 Hz, 2H),

3.62 (m, 8H).

54 6-T-3-M #k-4-[4-# | 1H NMR (400 MHz, DMSO-d6) & 12.14 (s, 1H), | 396
3-("Bek-4- K ) K

3K ]-1H-s1% 5 6.4, 2.4Hz, 1H), 7.47-7.33 (m, 3H), 6.41 (d,
[2,3-c]kr2-7-88 | J=2.9 Hz, 1H), 5.95-5.78 (m, 1H), 5.15-4.96

7.71 (m, J=8.6, 5.1, 2.4 Hz, 1H), 7.58 (m, J=

(m, 2H), 4.20-4.02 (m, 2H), 3.67 (m, 4H),
3.56 (m. J=5.1Hz, 4H), 2.49 (m, J=4.7 Hz.

2H).

[0489]  sLjifif1]55
[0490]  6- (T -3-Mi-1-%) -4- (3- ("HmH A IL) -5- (Hmpk-4-FRIL) A3E) - 1H-MEsIF 12,
3-cImkmE-7 (6H) -l

(0]
M
[0491]
i@ X
(@] F

[0492]  AHTR1.
[0493]  (3-JR-5-FRFEoRAE) (MGMRAL) HY R

Br
0494 O/\
[0494] K/N o
O

[0495]  [A]3-VR-5-F2FEEH R (2.00g,9. 2mmol) fJDMF (20mL) ¥& ¥ & i AHATU (3.89g,
10.2mmol) -DIPEA (1.32g,10.2mmol) ARk (887mg, 10.2mmol) o ¥ Jx N VR & WI1E = R £
10h , PRI LOMS 5 7R 52 87 56 % o Jﬂ% PIEIAIK (40mL) 3 FH 2. B8 2,15 (50mL x 3) FEHL . K
JEIRAE G FH I ANLZ AR R iE S Pk il (bt / O TR OB =1:2) 4ift, 15 2lhr itk &
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) (900mg , 31 % W) , gl 44k
[0496] IR,
[0497]  (3-¥R-5- (g A IL) KIL) (HEIpRAL) FF B

Br
s ) r@ )t
o F
O

(04991 [ (3-958-5-FZHEARIE) (WHAR) FFH (900mg, 3. 2mmo) FIDMF (20mL) /H,0 (5mL) ¥
W IIAK,CO, (877mg, 6. 3mmol) F12-5(-2,2- — 5 LR (966mg, 6. 3mmol) o 4 [ NI 54
FE100°CAnFA2h, LI LOMS 5275 S5 B 58 B o #2315 5 B4R S V0B K (600mL) Hh -6 P AR &
W R T (50mL x 3) REHL K IRAG A 310 A WL i A i ot R (3% (/e / 2
FRZ.BE=1:1) 41k, f BIFRAAL A (400mg, 38% ) , 93 (o k.

[0500]  JDI%3:

[0501) (3~ (HRHIAIE) 5+ (4,4,5,5- DU IE-1,3,2- AIAFR R -2+ 20) L) (i
%) F

[0502] o E
OQ\N/QO)\F

0]
[0503] ¥t (3-yR-5- (AL KEL) (HupkAL) F A (400mg, 1.19mmol) 4,4,4°,4°,5,
5,57,57- J\H %-2,2"- (1,3, 2- &M 3F 5 e) (455mg, 1.79mmol) \ L PFRHH (175mg,
1.79mmo1) F1Pd (dppf) C1, (73mg,0. Immol) 7E K&Kt (25mL) H ¥R A PITEN, F7E120C ik
5ho SEJT Pk R A AR [ TR 50 o K 5 R W T £ B8 T (60mL) H3E F7K (30mL x 2) ¥
B IR A6 5 B AE HLZ R = s PRI A Ch B/ TR AR =1:1) 2tk , 153 2 br @
&4 (300mg, 66 %6 UL Z) , e LR .
[0504] 4.
[0505]  6- (T -3-Jf-1-2%) -4- (3- (U &) -5- (MEhbk -4 - Bk JE) 2R IE) - LH-RHERg JF: [2,
3-c]nkmE -7 (6H) - Hd

[0506] /\I
o F
LUN O)\F

[0507] DA 5 i A06 R Fros AHALLAG 44, BL13. 8 % IR M (3- (o 4A %) -5- (4,4,
5,5-PUHIEE-1,3,2- 5230 b -2- 38) 2R L) (N mRAX) FF R A4 - YR T - 1 - I il & b i Ak
9.0 NMR (400MHz , DMSO-d6) 812.18 (s, 1H) ,7.55-7.36 (m,3H) ,7.18-7.15 (m, 1H) ,6.42
(s,1H) ,5.87-5.80 (m, 1H) ,5.07-4.99 (m,2H) ,4.11-4.08 (m,2H) ,3.63-3.53 (m,4H) ,3.36-
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3.26 (m,4H) ,2.48-2.46 (m,2H) .LCMS M/Z (M+H) 444.
[os08]  siJifi 5156

[0509]  6- T -3-J&iFk-4-[7- (GWPK-4-FRIE) - SH- R FFBKME-5-FE ] - 1H-IE g (2, 3-c Ttk
g -7 - il

s
[0510]
o’\
(N
NH
O N=/

(05111 IRl
[0512]  4-9R-6- (] -3-J&-1-3&) -1 - FF RA LI - 1H- ks 3 (2, 3-c ] AL iE -7 (6H) - il

(0] Ts
NN N

Br
[0514]  [aj4-yR-1- O FR DR THE L) - 6H-mbng 3 (2, 3-cJntkie - 7- i (10.0g,27.23mmol) (1
[ A A) IDMF (150mL) ¥ W HF NN B B2 4 (17.8g,54.46mmol) Fl4-3R1 T -1-4 (4.8¢g,
35.40mmol) o NN JG » KR A MDA PR 50 B i 1 16h , ML LOMS 3R B J B 2 28 56 1 » it 3 97
i 25 [ A 980 TR 8 T o A B AR W TH,0 (100mL) 1 F TR 2.1 (3x100mL) ZEHY o k&
WAR A IEEVLE , TR =il i i i g 4 (S bt/ LR L Bs=5: 1) alifk, 19 2 ks ik
1) (6.0g,52% YR , ATEEMRYY . 'H NVR (400MHz, DMSO-d,) : 88.05-8.04 (m, 1) ,7.94-
7.89(m,1H) ,7.76(s,1H) ,7.45-7.35 (m,2H) ,6.58-6.57 (m,1H) ,5.73-5.66 (m, 1H) ,4.92-
4.84 (m,2H) ,3.93-3.89 (m,2H) ,2.39 (s,3H) ,2.36-2.27 (m,2H) .
[0515]  E&%2
[0516]  (2- % -3~ AR oK L) (D IpRAR) FF M

OYQ\NOZ
[0517]

[0518]  [r ik (2.4g,27.45mmol) FIDMF (80mL) ¥ H NN 2- &3 -3- T3 A H R (5.0g,
27.45mmol) HATU (12.5g,32.94mmol) FIN- 2,3 -N- S PN EE N -2- & (10mL) o Ff [ N VR & VIAE
IR FE A 150, BER LOMS R B [ B ) 48 58 il o IR IR 48 1R & W) - R R W H 1R £ T
(100mL) Fi B FH7K (2x50mL) Heik o ol R R 48 A AL, T R R P g mE i 3 (D e/ &
M ClE=3: 1) 4tk , 13 2IFR 8L &4 (5.0g, 73 % WL ) , Jys il 44

[0519]1 JDIE3

[0520]  (2-%Jk-5-¥R-3-HH2E oK IE) (kA H B
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Br

[0521] OW/@NOZ

N_ NH,

()
[0522] i (2~ 2 - 3- AHEERTE) (W mRAC) FRR (5.0g,19.90mmol) {1 Z R (50mL) ¥ i
ABr, (3.82g,23.88mmol) oK [z MR A PITE0 C i #:30min , T LCMS R B /2 V. L 248 58 1 o ¥
S B A MIE VKPR IR 7K (30mL) F o 38 1 o8 8 W S I AT BE P I 0Bl s 8, 15 B bR A6 15
P (5.0g,76 %6 05) , s tufis] A
[0523] R4
[0524]  (2,3- " FE-5-JRAEL) (EmpRAR) FF R

[0525] OY@NHz

N_ NH,

(J
[0526]  [r) (2-28 Kk -5-R - 3- T EE oA L) (AR HIER (5.0g,15. 15mmol) (JEtOH/H,0(5:1,
100mL) R AN, CL (4.1g,75.73mmol) FlFe (4.2g,75.73mmol) o K I SV & W7E [E1
NI 15h, BEA LCMS 2 B s B B 28 5 i o 8 ik ok 98 Bk 2 [l A S 9 s TR 400 BE T o 5 R R DV
T 4R B (100mL) H3F FH#E7K (2x40mL) Peik K 468 73 B G HLZ , 15 BV FR 84L& )
(4.2g,92% W) , AT EHIRY)
[0527] %5

[0528]  (6-¥R-1H-ZKIf[d]WKME-4-JE) (PEIpRAY) Ml
Br

[0529] - NH

N_ N=/

)
[0530]  fn) (2-ZJE-5-9R-3- i ZERIE) (M mRAX) HH (4.2¢,12.72mmo1) [JDMF (40mL) ¥R
M = A FEH 5% (2.8g,19.08mmol) A4 - B JE IR R (220mg, 1.27mmol) « IO J& » ¥F [
TR A AR PR B FE 4 4 150, R R LOMS 3R BH [ 87 2 28 58 1 » 98 28 A 1A 7 K ik A 4
7K (40mL) #i ke VR A 4 IR £, 18 (3x50mL) 25 HY o ek R A 4 5 FF B A ML A U o FH = e ik
RERR L (S H b/ EE=10: 1) 264k, 15 2IFR LS4 (3. 0g, T6 B ULE) , kR ELLE 14
[0531] %6
[0532]  (6-7R-1- ((2- (ZHEF fERiIE) LFHE) ) -1H-H9F [d]wkme-4- ) (L pkAt)
FH i
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Br

[0533] . N-SEM
N_ N=/

O
[0534]  7EO°C, ] (6- ¥R - 1H-ZEH [dImkme-4-55) (k) H 8 (3.0g,9.67mmol) f¥JDMF
(50mL) YA T 218 I NE AN (60% ,464mg, 11.61mmol) o I JG » KR S AE0 CHtdE 1h,
SRJET N (- (EH AL 238 =W RS (1.9g,11.61mmol) ¥ AT 13 VE & WI7E PR B 5
FHERE2h, PEBT LOMS 2R B J 3 £ 48 56 B« 38 3t NV RIS A B K I VR (50mL) Y82 2K s ST A
Y, SR 5 FH 8 2T (3x50mL) AEHL o Ik R iR 46 6 5 B9 A HLAE B o KL = s v i s (2
bt/ RO g=1:1) 2tk , A3 25 @ A4 (3.0g, T0%ULER) , B EulEl 14
[0535] L IRT
[0536]  MOEHKAR (6- (4,4,5,5- DU 3E-1,3,2- “E WA R -2-38) -1- ((2- (G EF R
3 L) HE) - TH- 2R3 [d] ke -4 - 38) F R

O, O
B

[0537] OY@
N-SEM
N_ N=/

(J
[0538] % (6-7R-1- ((2- (ZH EEFRELEHEE) £ 585 H L) - 1H- I [d] ki -4-58) (g
) Hfi (3.0g,6.81mmol) 4,4,4",4’,5,5,5",5"- J\FI3E-2,2" - (1,3,2- ~SAMNZIF L
) (3.6g,13.62mmol)  ZFRHH (1.7g,17.64mmol) FIPd (dppf) C1,(0.5g,0.68mmol) 7F M
Fe (45mL) R A PIFE R S AF R AE110°CAN#A45min, B LOMS TR B S B £ 28 56 it o ik
WANRE W) IR T LR L8 (80mL) 1, 7K (2x50mL) B IF e s , 19 SR R fb &
) (1.35g,41 % W) , NEZ T HERY .
[0539] JDIES
[0540]  6- (T -3-475-1-3E) -4- (4- (MGupk-4-FRIE) -1- ((2- (=W R REL ) 28 ) 7
H5) - 1H-ZR5F [d] KM -6- 5) - 1- FH e ot A5k - 1H- Atk 5 (2, 3- c itk g - 7 (6H) - i

4

a2
@

[0541] /\I
k»/” N-SEM

o N=/
[0542] Rt (6- (4,4,5,5-PUHI3E-1,3,2- “AMIZ3 R 02-2-35) -1- (- (= HSEFRE
Fedk) 258 3E) AL - 1H-2R 9 [d ]k - 4-2) F R (450mg , 0. 92mmol) \4-7R-6- (]"-3-Jfi-1-
) - - PSRRI 5 - TH-IEn - (2, 3-c ]Ik iE - 7 (6H) - (389mg,0.92mmo1) \Pd (dppf) C1,
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(66mg,0.09mmol) ML (601mg, 1.85mmol) 7£ AT /H,0 (10mL, 4 : 1) 1K)V & WD LE T
A FAELLOCNFA45min, I LOMSZBH 5 B 28 58 i o Pl R R A VR G 0 R RIS T 2
& <8 (30mL) H, FH7K (2x20mL) B, 98 4 o ik ar Mpid i i I (i (le/ LR SR =2
1) 2lifk, 15 2 h5 AL 59 (500mg , 77 Y% YR |, o €8 ] 44 o

[0543] JDIR9

[0544]  6-T -3-Mdk-4-[7- (OpR-4-FrIE) - 3H- R IFBRME -5- L] - TH-MEMS IF [2,3-c ]k
WE -7 - I

[0545]

0

N NH

0O N=/

[0546]  [a16- (T -3-H5-1-2%) -4- (4- (b -4-FRIL) -1- (- (CH R 485 H
F) - 1H-ZE I [dImRmE-6-3%) - 1 - I A b oL - 1H-ntkng 3 (2, 3-c T ntkmg -7 (6H) - i (500mg,
0.71mmol) ) —F&%%/H,0 (10mL,1:1) BT IMNEA AL 5Tmg, 1.42mmol) B VIR &)
7E80°CiN#F3h, A LCMSZE B S B 2 8 56 B o BT IR 4B VR S ) - T R W) H B8 <. i (30mL)
B, /K (2x20mL) Pk, R 46, 15 26 - (T -3-J-1-3%) -4- (4- ("mbk-4-FFE) - 1-
(- (=H ) CERE) B - 1H-28FF [d]BRME-6-28) - 1H-MEs 3 [2,3-c T itne -7
(6H) - (350mg , 90% i #) o
[0547] ) B KA B & S (16ml) ¥ IIN =5 4R (16mL) « TN G » ¥ R VTR
EYAER IR FEBERESh, BLIN LOMS 3 BH [ B O 28 58 1 o Vi TR IR 48 [ N VR &) - R i i e
R (2 513-33% /KT 10, 1% HCL) gtk , 75 BIhR L &9 (11mg , 5% U 2) . 'H NMR
(400MHz ,CD,0D) :89.58 (s, 1H) ,8.16 (s, 1H) ,7.91 (s, 1H) ,7.48 (s,2H) ,6.57 (s, 1H) ,5.97-
5.88 (m, 1H) ,5.09 (t,J=10.4Hz,2H) ,4.26 (t,]=7.2Hz,2H) ,4.02-3.48 (m,8H) ,2.65-2.57
(m, 2H) sLCMS M/Z (V+H) 418,
[0548]  SLjitif51]57 A158
[0549]  6-1 -3-#dk-4-[3-F 3L -7- (b -4-FHId) FRFFIRME -5- L] - TH-ME% FF [2,3-c]
M RE -7 - B A6 - T -3- M2k -4- [1-FE IR -7- (P Ik - 4- Bl IE) R FFIKME -5-JE ] - TH-mE g 3 [2, 3~
c] mkmE -7 -

0
H
Y NN\ | N/
[0550]
0
o) /N-—-’/

[0551] %1
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[0552]  6- (] -3-Jf-1-3%) -4- (4- (MWK -4-FREL) - TH- A IFF [d TR -6- L) - 1- FF Rk it
- TH-MERE 3R (2, 3-c 1 MEAE - 7 (6H) -

[0553]

[0554]  [i6- (] -3-45-1-3%) -4- (4- (Dk-4-$RIE) -1- (2- (ZHIEREERIL) 2405 |
JE) - TH-ZEFE [d]BRme -6-38) -1 - R L - TH- Mm% 3 (2, 3-c ] itk mE -7 (6H) - B (500mg,
0.71mmol) 1) & H %5t (10mL) F A I =5 £ B2 (10mL) o TIN5 » ¥ R RO A VI TE R B iR
JEFEFE3h, U LOMS 3R B S I 0 48 58 Fi o Y31 iR 4 e 2T 540 » 45 BIRHL A AL & 4 (400mg
98% UK Z) , e LR .

[0555]  JDO%2

[0556]  6-71 -3-Jfidk-4-[3-HIE-7- (MEhmbR-4-Feke) R FKME -5- KL ] - TH-mEbg - [2, 3- ¢
MERE - 7- B AN6- T -3- M dk-4- [1- I JE-7- (pk -4 - F L) R IFFmKmE -5- 561 - 1H-mkng 3 [2, 3-
c]nLng - 7-

O
H
N N
NN N\ I p
[0557]
O
(@]
K,N I\’N N
"/
(@] /N

[0558]  [m] 4 H ¥ A (0°C) 1) (6- W - LH- 2R I [d ] wkme -4 - &) (R RkAL) H il (500mg,
0.87mmo1) [¥JDMF (10mL) %5 ¥ H 22 12 it N & A4 (60% ,42mg,0.92mmol) « I J& » KR &4
FEOCHERE LR, AR5 I N 5% (149mg,0.92mmol) o ¥4 Fr 453 V8 & W e A B3R FE it - 2h , Bhin)
LOMS B J 37 2 28 56 il o 188 3t I N M A A B 7K I (10mL) 8 K BNIR &4 S8 5 L TR
£ (3x20mL) A5 B o 9 He W 4 & I A LA HXUY) o R s i i IR e 3 (S bt/ SR LR =
1:1) 2tk , 75 2 F SR X 3k AR TR A4 (250mg , 49 %6 R |, R E ] 44

[0559]  [r] bk [X 35k e 4 4 (250mg , 0. 43mmol) () —KE e /H,0 (10mL, 1: 1){»&4@%433[1)\1%
b4 (34mg,0.86mmol) o Kf [z NiR &) 7E80 C N 3h , LI LOMS 2 B S o7 21 28 5¢ il » ik 1 16
95 [ NEIR AW I AE S B (40mL) F7K (30mL) 22 1] 73 B o Yl SR v 45 20 B B HLE , 0%
S A (255 18-48% /7K 0. 196 NH,OH) Z64k , 75 BbR AL &4, €l 14
[0560]  Sgitifsl57 (6.3mg,3% LK) o 'H NMR (400MHz ,CD,0D) :89.59 (s, 1H) ,8.26 (s, 1H) ,
7.95(s,1H) ,7.53-7.49 (m,2H) ,7.62(d,J=2.8Hz,1H) ,5.98-5.89 (m,1H) ,5.13-5.06 (m,
2H) ,4.29-4.26 (m,4H) ,4.02-3.46 (m,8H) ,2.66-2.61 (m,2H) .LCMS M/Z (M+H) 432.

[0561] it f51158 (11mg, 6 %Y%) o 'H NMR (400MHz ,CD,0D) :89.54 (s, 1H) ,8.14 (s, 1H) ,
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7.87(s,1H) ,7.48(s,2H) ,6.55(d,J=2.8Hz,1H) ,5.96-5.90 (m, 1H) ,5.13-5.06 (m,2H) ,
4.27-4.24 (m,2H) ,4.14 (s,3H) ,4.04-3.54 (m,8H) ,2.64-2.59 (m, 2H) .LCMS M/Z (M+H) 432,
[0s62]  sizjifi 1159

[0563] 6~ -3-Jidk-4-[3- 22T~ (WM -4-FIE) FRIFFWRIE -5-FE ] - TH-MEIE 3 (2, 3-c]
MLEmE -7 - B

[0564]

/ﬁ
LN

O N-—‘=/N/\
[05651 L) 5552 502 ir 7~ AEABL A 440 , LL4 % B 26 B Z ] 48 B FBAL &40 . 'H NMR
(400MHz,CD,0D) :88.32 (s, 1H) ,7.87 (s, 1H) ,7.54 (s, 1H) ,7.40 (s,1H) ,7.35(s,1H) ,6.58
(s,1H) ,5.93-5.87 (m,1H) ,5.10-5.02 (m,2H) ,4.43-4.38 (m,2H) ,4.21 (t,J=7.2Hz,2H) ,
3.88-3.81 (m,4H) ,3.62-3.56 (m,2H) ,3.42-3.35 (m,2H) ,2.61-2.56 (m,2H) ,1.55 (t,]J=
7.2Hz,3H) LOMS M/Z (+H) 446.
[0566]  SEJif5160
[0567]  6- T -3-Jfidk-4-[6- (NGWR-4-FRIL) - 1H-ZKIFMRME-4-FE ] - TH-mE g 91 [2, 3-c I Mt
e -7~ I

[0568]

[0569] %1
[0570]  3,4- %53 JL-5- VR 2 F g P g
0

HoN -

[0571] o

HoN

Br
[0572] g4 -Z2k-3-1R-5- A F R F B (1.0g,3.64mmol) ASnC1,.2H,0 (1.6g,
7.27mmol) 7£ £ 18 .1 (30mL) T VR & MI7E90 C i 18h , LI LCMS 6 B Jz B ) 48 58 ik o ¥4
H 5, AWK (30mL) FikE, 3 H 4.2 4.1 (3x30mL) FEHL o I8 R iRk 46 & H A HLE , 133
AR (850mg , 95 % UL Z8) , My 4. 'H NMR (400MHz,CDC1,) :87.74 (d,J=1.6lz,
1H) ,7.35(s,1H) ,4.25 (br.,s,2H) ,3.86 (s,3H) ,3.50 (br.,s,2H) .
[0573] %2
[0574]  4-3R-1H- 2RI [d]WKME -6- 32 1R FH i

101



CN 107207493 B ﬁﬁ HH :I:; 96/146 1L

H
[0575] (\N o~
N
Br
[0576]  [F]3,4- & FE-5- IR K H L H I (850mg,3.47mmol) fITHF (30mL) & H I =2,
S e (1.04g,7.0mmol) FTsOH.H,0 (66mg,0.35mmol) . ¥4 Fif5 iR & ¥ 7E = I it #E5h , i
ISP LOMS 2 BH S W T 48 56 1 o 01 28 ¥ 7171 o B AR ) 7K (30mL) #v B 3 FH 4 PR £ Bis (3x30mL)
REEL PRI I HIE HLE 3 B R AL &1 (820mg, 93 % W %) , ik A ol 44 . 'H
NMR (400MHz ,CDC1,) :68.40 (s, 11) ,8.22 (s, 2H) ,3.97 (s, 3H) .
[0577]  5ER3
[0578]  (6- (FHARFEERIL) - IH-ZE3F [d]mkme-4-35) IR
o)

H
N o~
[0579] <\N

Ho’B‘OH
[0580]  H44-JR-1H- 7R3 [d] KM -6- ¥R R H g (820mg, 3.21mmol) \4,4,4” ,47,5,5,57,5 -
JNHHE-2,27 -7 (1,3,2- S 2% 38 Jike) (1.15g,4.51mmol) \Pd (dppf) C1, (234mg,
0.32mmol) M Z P (631mg, 6. 44mmol) ££ &bt (30mL) VRGP AEN, A T E120°C
H16h, BLISLOMSER B [ B O 48 SE R o ¥4 0 Ji5 , 388 I ek 38 -+ 3 VR & W 9 F ke (20mL)
PRI o 93 A A D8V - TR AR P K (B0mL) ke, F 48 £ 1R (3x50mL) A HY o I K 4 4 A FF 1
LR BB, Ao K (650mg, 92 % U %) JLCMS M/Z (M+H) 220. 8.
[0581] %4
[0582]  4- (6- (T -3-J&-1-4%) -7-5AA0-1-FHoRma ML 3L -6, 7- 5 1H- Mg 3 [2,3-c ]t
WE -4-38) - TH- 289 [d] WKME - 6 - FR TR 7 il

[0583]

[0584]  g4-IR-6- (T -3-Jfi-1-%8) - 1- HI R M e B - LH- LA I [2, 3-c Ttk -7 (6H) - i
(421mg,1.00mmol) « (6- (HH AR JEFKAL) - 1H- 8 FF [d] WKL -4 - 55) B8 (330mg, 1. 5mmol) HRIR
Ht (652mg, 2. Ommo1) A1Pd (dppf) C1, (73mg, 0. 10mmol) 7E —R&k%/H,0 (5/1,30mL) H V&)
FEN, FTE100°C in#k3h, L LOMS e B Js2 7 T 28 56 Al o 6k 28 R V6 771 Bk A ) FH /K (30mL) #i
B H IR .18 (3x30mL) 2 HL o Jel R 4 & 1 B A HLZ - SRR s i ek i 33 (DCM/ H i =
99:1%16:1) 2lith , 3 BAREAA YD, E i 4 (400mg , 77 % UL ) JLCMS M/Z (M+H) 516.
[0585] 5

[0586]  4- (6- (] -3-#5-1-3L) -7-%4%-6,7- — & -1H-MER& I [2,3-cIRbmE-4-3L) - 1H- 2K
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I [d]kmE - 6- 55 158

[0587]

[0588]  fEZE G, M14- (6- (T -3-M-1-3%) -7-%AX-1- FHOREEBE AL -6, 7- & - IH-IL g JF
[2,3-cIMERE-4-3£) - TH- 4 FF [d]WKME -6 - 32 R FH i (400mg, 0. 77mmo1) F) FHEE (10mL) ¥
IINEEALANAE R ANZEZK G, 2.0mL, 2. 0mmol) o K BT3RS Y0 4E 100 °Cin#k2h, LI LCMS %
B RN L 28 56 o 72 E i S I IN HCL/K I TR & 1R 15 B pH=3- 4. FT 3 IR &9 H
LR R (3x30mL) ZHL o Jab R M4 & I A HLZ , 13 2R AR AL &4 (200mg , T4 %6 UK ZE) ,
[ € 4. "H NMR (400MHz ,DMSO-d,) :612.94 (br.s, 1H) ,12.16 (s, 1H) ,8.84 (s, 1H) ,8.19 (s,
1H) ,8.06 (s, 1H) ,7.67 (s,1H) ,7.45(d,J=8.0Hz,0.5H) ,7.34 (s,1H) ,7.07 (d,J=7.6Hz,
0.5H) ,6.24 (s, 1H) ,5.87-5.80 (m, 1H) ,5.08-4.97 (m,2H) ,4.13-4.09 (m,2H) ,2.50-2.48 (m,
1H) ,2.25(s,1H) .

[0589] %6

[0590]  6- T -3-Jfidk-4-[6- (NGWbk-4-FRIL) - 1H-ZKIFMRME-4-FE ] - TH-MEmg 91 (2, 3-c ] Mt
g -7 - il

H
NN | N
o Vi
[0591]
o/\ y
K/N N
H

[0592]  #4- (6- (T -3-H5-1-3k) -7-%84%-6,7- ~ & - 1H-MEA& I [2,3-cTMEnE-4- ) - 1H-
I [d] DKM -6-FR R (100mg, 0. 28mmo1l) FGpk (73mg, 0. 84mmo1) \HATU (141mg,0.37mmo1) Fl
N-H-N-R NN -2- % (72mg, 0. 56mmo1) FEDMF (10mL) H )R A #TE60 C In#48h , LLis
LCMSZE B I WL 4 28 58 it o Y He 28 R T 771 o B e R i -1 — & J (B50mL) H, A 267K (2x20mL)
Peis , H IR IR G L= Wil i [ AR (2 1510-40% /7K 10 1% HC) 4tk , 73 35 ik
AW, A EE K (25mg,21 %ULEK) . 'H NMR (400MHz , CD,0D) :89.56 (s, 1H) ,7.97 (d,J=
4.0Hz,1H) ,7.78 (s,1H) ,7.58 (s,1H) ,7.45(d,J=2.8Hz,1H) ,6.28 (d,J=2.8Hz,1H) ,5.94-
5.88 (m,1H) ,5.15-5.05 (m,2H) ,4.27 (t,J=7.2Hz,2H) ,3.93-3.47 (m,8H) ,2.65-2.59 (m,
2H) .LCMS M/Z (M+H) 418,

[0593]  sLjitifs61

[0594]  4- (6- (T -3-M5-1-4%) -7-%84%-6,7- & - 1H-MEg I [2,3-cIMbiE-4-%5) -N,N- —
F I - TH- 25 [d] ke - 6 - FF

103



CN 107207493 B ﬁﬁ HH :I:; 98/146 1L

[0595]

[0596] DL 55 S 51104 HH B 7s ARACL T 45 5 DA 33 %6 A3 I\ - HF Jie 6 IR 6 1l 2% b AL &
). 'H NMR (400MHz ,CD,0D) :89.54 (s, 1H) ,7.96 (d,J=1.6Hz, 11) ,7.78 (d,J=1.6Hz, 1H) ,
7.55(s,1H) ,7.44(d,J=2.8Hz,1H) ,6.29 (d,J=2.8Hz,1H) ,5.95-5.88 (m, 1H) ,5.14-5.04
(m,2H) ,4.26 (t,]J=7.2Hz,2H) ,3.20(s,3H) ,3.12(s,3H) ,2.65-2.59 (m,2H) .LCMS M/Z (M+
H) 376,

[0597]  Sjitif5)62

[0598]  6- 7 -3-Jfidk-4-[1-FAE-6- (NEmph-4-FhE) JRIFIKME-4- K] - 1H- L& I [2,3-¢]
ML IE -7 - fld

[0599]

[0600] 1
[0601] 6_ (T_B_ﬁ:ﬁ%_l_%) _4_ (4’4)5,5_IJ—I]EFI%_1 13’2_:/3:;(46%%%%&_2_%) _1_$24Eﬁfﬁ
PpE 2 - 1H- ML g 3 (2, 3-c ki -7 (6H) -l

[0602]

[0603]  ¥g4-9R-6- (T -3-Jfi-1-%5) - 1 - HI R M e B - LH- LA I [2, 3-c Ttk -7 (6H) - i
(5.0g,11.87mmol) \4,4,4’,4’,5,5,5”,5" - J\H3-2,2" - (1,3,2- M AT
(7.5g,29.67mmol) \ LR (2.3g,23. 74mmo1) F1Pd (dppf) C1, (870mg, 1.19mmol) £E —FE ki
(50mL) H VR S WIFEE 25 R AE120°Cm#A Lh, BEH LCMSER B s 87 2 8 56 Al o 3k R A 4 VR
E W AR N0 (20mL) #RE , Fl £ 12 £ 1 (3x20mL) ZEHL o R IR A0 & H A HUZ R
FEYE IR AR (Q e/ AR O lE=2:1) 4tk , 15 bR 8 &) (3.5g,44% ) , IR
TR -

[0604] %2

[0605]  4-y8R-1-H - 1H- 43 [d] KL -6 - FR IR F i
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\

N ~
[0606] & ]Q/KO

N

Br
[0607] [ 4-yR - 1H- 2K [d]DKME -6 - FRER H g (3.8g, 14.9mmo1) FIDMF (80mL) ¥ ¥ H i A
BRIREF (6.2g,44.69mmol) FICH,T (6.3g,44.69mmol) « MINJ&i , K S VB A5 ) 7E 30 C it #:6h
UGS LOMS 2 B I 2 448 58 il o B 3L 980 H IR i B 259 77« B AR ) L0 (30mL) Ak, FH TR &
B (3x30mL) ZEHL W4 & H I A HLZ 15 25 AL &4 (1.8g,45 %) , o (o il 4
[0608] I3
[0609]  4- (6- (T -3-#-1-4%) -7-%8AX-1- FHORRHEMESRL -6, 7- 50 - 1H-NErg JF [2,3-c It
WE -4-JK) - 1- FH L - TH- 2R 9F [d] WKk -6 - JR 1% Y IR

Q Ts

[0610]

[0611]  Hf4-JR-1-H 3 -1H- 2K H [d ] KM -6 - FRIR H 5 (500mg, 1.86mmol) «6- (T -3-4%-1-
HE) -4-(4,4,5,5-T9H 3E-1,3,2- 5301 -2- 58) - 1- FEORBEBE S - 1H-mib g 5 [2, 3-¢ ]
HLAE -7 (6H) - (1.04g,2.23mmol) \ExERHE (908mg, 2. 79mmo1) AIPd (dppf) C1, (136mg,
0.19mmo1) 7E W&k /H,0 (5:1,18mL) * BIIR AW AEP KA T AE120°C IN#40min , B
LCMS R W J 87 L 282 56 Bl o 93 s 288 R 751 B ) FHHL0 (50mL) #kE I H £ R < g (3x50mL) 25
B PR 48 A R A NLZ R R Pl iR i i (D5t / LR L lg=1:2) 4fift, 15 3 b5 i
tb&¥) (350mg , 36 % W) , hy i (o] 44

[0612] 53%4

[0613]  4- (6- (T -3-#5-1-35) -7-8A8-6,7- A -1H-MEIg 3F[2,3-cIAknE-4-3L) -1-
He-1H- 28 FF [k me -6 - JR 1R

[0614]

[0615]  [a]4- (6- (T -3-#i-1-3k) -7-240-1- I ORME B AL -6, 7- - 1H-ME% IR [2,3-c it
WE -4-J&) -1- F AL - 1H-Z8F [d WK E -6 - FR IR FH IR (350mg, 0. 66mmo1) {1 HI % /H,0 (15/3mL) ¥
WA I SA A B (132mg 5 3. 30mmol) o KR A PIE80 °C IM#A16h , LI LOMSZR B [ ¥ 2 42 5%
F8 o YRR TR i VS 0 5 R B ) FIHL 0 (8mL) #5 %% o I I AN 2N HC L /K VA VUK VT 1 15 2 pH
=5-6 I8 L PENCER P UTIE ), K BRI 15, 75 20 Frd L &4 (220mg , 92 %1
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X)), N EE A,

[0616] LIRS,

[0617]  6- T -3-J&3L-4-[1-F3E-6- (pk-4- B3 ZEFEmkme-4-3E] - 1H-mEng 342, 3-¢]
ME i - 7 -

[0619]  [A)4- (6- (T -3-4%-1-35) -7-%AK-6,7- & - 1H-Mg 3 [2,3-cIMkiE-4-35) -1-H
Fe-1H-ZEIF [dImEME - 6- F2 8 (220mg,0.61mmol) fEIDMF (5mL) ¥ N = 2 % (123mg,
1.21mmol) JHATU (460mg,1.21mmol) AN (106mg, 1. 21mmol) o Kf AT 15V &) 7E 30 C 4k £
16h, JEEFLCMSER BH I M. T 48 56 B« P80 IR 46 S BV S ), 0 oR P il ol s A il (2
19% /7K1 #4501 % NHAOH) 454k , 75 37 L &4 (86me, 33 % YL &) , N talfl 4. 'H NVR
(400MHz , DMSO-d,) :812.09 (s, 1H) ,8.33 (s, 1H) ,7.84 (s, 1H) ,7.64 (s, 1H) ,7.46 (s, 1H) ,
7.35-7.34(m,1H) ,6.37 (s, 1H) ,5.93-5.84 (m, 1H) ,5.12-5.07 (m,2H) ,5.03-5.00 (m, 1H) ,
4.15-4.11 (m,2H) ,4.08 (s,3H) ,3.63-3.57 (m,8H) ,2.46-2.44 (m,2H) .LCMS M/Z (M+H) 432.
[0620]  Sjiif5)63

[0621]  3-[6-[(E) - T -2-#sdk]-7-%AC- 1H- Mg IF (2, 3-cInthmg -4-FE] -N- IR P5 Jk -4 - H
AL - DR

H
/

[0622]

[0623] DB%1.
[0624]  4-9R-6-[ (B) - T -2-453E] - 1- Otk I BB ) LR 3 (2, 3 - Tk -7 -

AN N
[0625] Ly
Br

[0626] LI5S 1l 135 Y8 L el i ik AR 7 0 6 A AL 250

[0627] JLU%2.

[0628]  3-[6-[(E) - T -2-4dE]-7- %40 - 1H-MEng I (2, 3-c bR -4- 5] -4 - F AR L - K
2

106



CN 107207493 B ﬁﬁ HH :I:; 101/146 7T

H
PV

[0629]

O

OH

@]
[0630] g (- T 2k (4- HRRFEOREL) B &L (TD) (0.0524%,0.24mmol) i
ANFN4-31-6-[(E) - T -2-J2E] -1 Oof HE ORR R L) mikng 2, 3-cJntkie -7- B (4. 75mmol) Al
3- FRMEE-4- AL - FERER (1,254 % ,5.9mmol) £E1,4- —WEEE (14mL) FIRERREH (2MAE K
H, 345, 14. 24mmo 1) TR G W B I LR A P 7E90 °Cm#k2h A H 5 , [ IR A4 H
K (20mL) R H H 218 2,15 (3x20mL) ZEHL o & FH [0 G HLAE B & 0 B BN T 1o H U IR 4
B AR ia i s i (30-70% LR TR/ BEke) Ak , 15 21 T A1) FE A fiek ok 2 o ()4
[0631]  Kgrh a4 T FHEE (10mL) A FF I ZK A ) TOME AL BT (ImL) oK SO TR A4 i
£45°C HARFF2h, SR8 5 I80E bR 25 B R R W T 10mLK H , F44 7K 2 F K2 B 4%
IMER PR /K VB R 719 22 pll 2, i i WS AR P AR DT 0 o AL ) F A SR I T I, 15 2810
e (1.01g,63%) s o GRS B A4 19 - 1TR G40 . LOMS M/Z (M+H) 339,
[0632] 5E%3
[0633]  3-[6-[(E)- T -2-Hdk]-7-%AC- 1H- Mg IF (2, 3-cInthme -4-FE] -N- IR P5 Je-4- H
AL - DR
@
XN H
PV,

[0634]

_O

m
O W

[0635]  #3-[6-[ (E) - T -2-4&3k]-7-%A0- 1H-MERg I [2, 3-cImbiE-4-JE] -4- RS- 0K
F % (42mg,0.125mmol) FAPI % (14mg,0.250mmol) « = Z % (0.053mL, 0. 38mmo1) FTHATU
(53mg,0.14mmo1) 7EN,N- — FH B H B e (1mL) H VR & M 7E45°Cm#Aad 3% - il i I BVR &
Y, A8 F R £ TR I 980 R i B » e AR ) e ik i) 4 B HPLC (5-85%6 ACN/H20HH 0. 1%
NH4O0H) 2k, , 3 23-[6- [ (E) - T -2-Jd@J&] - 7- A0 - 1H-Mb g FF: [2, 3-c I MbiE -4 - F& ] -N-FA
-4 - B AR - R R R (29..9mg ,63%) o 'H NMR (400MHz , DMSO-d,) 811.95 (s, 11) ,8.28 (d,J
=4.2Hz,1H) ,7.85(dd,J=8.6,2.4Hz,1H) ,7.79(d,J=2.3Hz,1H) ,7.30-7.21 (m, 1H) ,
7.21-7.07 (m,2H) ,6.07-5.94 (m, 1H) ,5.78-5.52 (m, 2H) ,4.57 (dd,J=4.7,1.8Hz,2H) ,3.77
(s,3H),2.89-2.70 (m,1H) ,1.72-1.59 (m,2H) ,0.75-0.61 (m,2H) ,0.61-0.50 (m, 2H) .LCMS
M/Z (M+H) 378.

[0636] D555t 516 3SAHALA ) 77 Uil 4 LA R &4 -

[0637]  SLjiif5l64-78
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w MR P 102/146 5
3341 IUPAC % # NMR m/z

64 3-[6-[(E)-T -2-% 'H NMR (400 MHz, DMSO-ds) & 11.96 (s, 366
H]-7-BA-1H-77%- 5 | 1H), 7.43(dd, J=8.4, 22Hz, 1H), 7.35
[2,3-c]HeE-4-%]-4-F | (d, J=22Hz, 1H), 726 (t, J=2.7 Hz,
FILNN-ZF 3K 1H), 7.20-7.08 (m, 2H), 6.04 (dd, J=

¥ BhA 2.7, 1.8Hz, 1H), 5.78 -5.54(m, 2H),
4.56 (dd, J=5.0, 1.6 Hz, 2H), 3.77 (s
3H), 2.98 (s, 5H), 1.72—1.51 (m, 3H).

65 3-[6-[(E)-T -2-4 'H NMR (400 MHz, DMSO-ds) & 11.95 (s, 408
H)-7-BA-1H-s7% 5 | 1H), 8.38(d, J=6.5Hz, 1H), 7.91(dd, J
[2,3-c]#22-4-%]-4-F | =8.6, 2.3 Hz, 1H), 7.85(d, J=2.4Hz,
FHAN-w Rrkvh-3-4 | 1H), 7.26(t, J=2.8Hz, 1H), 7.21-7.13

R B (m, 1H), 7.12(s» 1H), 6.01 (dd, J=2.8,
2.0Hz, 1H), 5.81-5.53 (m, 2H), 4.57(d.
J=53Hz, 2H), 4.52-436 (m, 1H), 3.83
(td, J=8.6, 6.7Hz, 2H), 3.78 (s, 3H),
3.70 (td, J=8.0, 5.9 Hz, 1H), 3.56 (dd, J
=8.9, 44Hz, 1H), 2.13 (dtd, J=12.6,
7.9, 6.7Hz, 1H), 1.97—1.83 (m, 1H),
1.72 - 1.61 (m, 3H).
66 3-[6-[(E)-T -2-4& 'H NMR (400 MHz, DMSO-ds) & 11.96 (s, 364

K ]-7- B AR - TH-vters 5
[2,3-c]#trE-4-2 -N-Z
H-4-F FI-K T B

1H), 8.32(t, J=5.6Hz, 1H), 7.87 (dd, J=
8.6, 2.4 Hz, 1H), 7.81(d, J=2.3 Hz,
1H), 7.26(t, J=2.7Hz, 1H), 7.16(d, J=
8.7Hz, 1H), 7.12(s, 1H), 6.02(dd, J=
2.8, 1.9Hz, 1H), 5.84-5.50 (m, 2H),
4.57(d, J=53Hz, 2H), 3.78(s. 3H),
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3.33-3.21(m, 22H), 1.69—1.63 (m, 3H),
111 (t, J=72Hz, 3H).

[0639]

67 3-[6-[(E)-T -2-¥ '"H NMR (400 MHz, DMSO-ds) & 11.96 (s. 352
H)-7-BA-1H-7t7% 5 | 1H), 8.36—-8.22 (m, 1H), 7.91 -7.83 (m,
[2,3-c]#o2-4-%]-4-F | 1H), 7.81(d, J=2.3Hz, 1H), 7.26(t, J=
FIEN-FH-KXFBL | 28Hz, 1H), 7.17(d, J=8.6Hz, 1H),

i 7.15-7.08 (m, 1H), 6.03 (dd. J=2.8, 2.0
Hz, 1H), 5.75-5.54 (m, 2H), 4.57(d, J=
5.5 Hz, 2H), 3.78(s» 3H), 2.76 (d, J=4.4

Hz, 3H), 1.74—1.61 (m, 3H).

68 6-[(E)-T -2-4 'H NMR (400 MHz, DMSO-d) 8 11.96 (s, 392

K ]-4-[2-F & H-5-(t | 1H), 7.60-7.51 (m, 1H), 7.46 (d, J=22

& d-1- ) K Hz, 1H), 7.26 (dd, J=3.2, 2.3 Hz, lH),
K- 1H-%5[2,3c] | 7.17-7.09 (m, 2H), 6.04 (dd, J=2.8, 1.9
W -7-5F) Hz, 1H), 5.75-5.52 (m, 2H), 4.62—4.50

(m, 2H), 3.76 (d, J=8.0 Hz, 3H), 3.47

(s» 3H), 1.84(d. J=8.7Hz, 4H), 1.72 -

1.61 (m, 3H).
69 3-[6-[(E)-T -2-¥ '"H NMR (400 MHz, DMSO-ds) 8 11.97 (s, 402

K ]-7-8AK-1H-17%5F | 1H), 8.72(t, J=5.6Hz, 1H), 7.98—7.90
[2,3-c]?HtrR-4- (m, 1H), 7.86(d, J=2.4Hz, 1H), 7.30 -
HEIN-Q2-—RT 7.25(m, 1H), 7.25-7.17 (m, 1H), 7.13
H)-4-FEHRL-KFEE | (s, 1H), 6.31-588(m, 2H), 5.76 —5.56
i3 (m, 2H), 4.57(d, J=5.1Hz, 2H), 3.78
(s> 3H), 3.73-3.57(m, 3H), 1.71-1.59

(m, 3H).

109



CN 107207493 B

i

B B

104/146 7

[0640]

70 3-[6-[(E)-T -2-¥ "H NMR (400 MHz, DMSO-ds) & 11.96 (s, 394
R ]-7-BAR-1H-s745F | 1H), 8.32(t, J=58Hz, 1H), 7.88 (dd, J=
[2,3-c]tre-4-3L)-N-J | 8.6, 2.3 Hz, 1H), 7.82(d, J=2.3Hz,
THA-FEIRXFEL | 1H), 7.30-7.23(m, 1H), 7.17(d, J=8.7

Jhe Hz, 1H), 7.13 (s, 1H), 6.02(dd, J=2.8,
2.0Hz, 1H), 5.75-5.57 (m, 2H), 4.57(d,
J=52Hz, 2H), 3.78 (s, 3H), 3.14-3.00
(m, 2H), 1.94-1.73 (m, 1H), 1.73-1.57
(m, 3H), 0.88(d, J=6.7 Hz, 6H).

71 4-[5-(R AR T H-1-# | "HNMR (400 MHz, DMSO-dy) 3 11.97 (s, 378
A)-2-F FA-K 1H), 7.64(dd, J=8.6, 2.3 Hz, 1H), 7.57
H]-6-[(E)-T -2-H (d, J=23Hz, 1H), 7.33-7.21 (m, 1H),

3 ]-1H-st2% #2,3-c] | 7.20-7.10(m, 2H), 6.05(d, J=2.7 Hz,
P -7 - 1H), 5.78 -5.52 (m, 2H), 4.57(d, J=5.1
Hz, 2H), 4.34 (s, 2H), 4.04 (s, 2H), 2.32
—-220 (m, 2H), 1.71-1.59 (m, 3H).

72 3-[6-[(E)-T -2-4 "H NMR (400 MHz, DMSO-d) & 11.96 (s, 409
HK]-7-BAK-1H-#k245F | 1H), 8.25(t, J=5.7Hz, 1H), 7.87(dd, J=
[2,3-c]HnE -4- 8.6, 2.3Hz, 1H), 7.81(d, J=2.3Hz,
HIN-[2«(=F %83 | 1H), 7.26(t, J=2.7Hz, 1H), 7.17(, J=
TE4-FRE-KF 8.7 Hz, 1H), 7.12(s» 1H), 6.01 (dd, J=
Ak 2.8, 1.9Hz, 1H), 5.77-5.54 (m, 2H),

4.57(d,» J=5.1Hz, 2H), 3.78 (s, 3H),
3.40 - 3.24 (m, 2H), 2.43-2.33 (m, 2H),
2.16 (s, 6H), 1.71 —1.57 (m, 3H).

73 3-[6-[(E)-T -2-¥ "H NMR (400 MHz, DMSO-d) & 11.96 (s, 382
#)-7-8AR-1H-st74- 5 | 1H), 8.30(t, J=5.6Hz, 1H), 7.89 (dd, J=
[2,3-c]PHtrR -4- 8.6, 2.3Hz, 1H), 7.83(d, J=2.3 Hz,
HN-2-%F3 T#)-4- | 1H), 7.31-7.22(m, 1H), 7.17(d, J=8.7
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Hz, 1H), 7.12(s» 1H), 6.02(dd, J=2.8,

4.63 (m, 1H), 4.57(d, J=52Hz, 2H),

1.9 Hz, 1H), 5.81-5.53 (m, 2H), 4.75—

3.78 (s> 3H), 3.57-3.42 (m, 2H), 3.39 -
3.28 (m, 2H), 1.75—1.55 (m, 3H).

74

B T-FAR - Hoteos 5

3-[6-[(E)-T -2-4

[2,3-c]HoR -4- 4k ]-4- F
FUL-N-A - KT8t
Jig:

1H), 7.82(d, J=23Hz, 1H), 7.26(d, J=
2.8 Hz, 1H), 7.21-7.09 (m, 2H), 6.02 (s,

"H NMR (400 MHz, DMSO-d¢) 8 11.95 (s,
1H). 8.39-825(m, 1H), 7.91 —7.83 (m,

1H), 5.82—5.54 (m, 2H), 4.64 —4.52 (m,
2H), 3.76 (s, 4H), 3.19 (tt, J=7.9, 2.7
Hz, 2H), 1.82-1.60 (m, 3H), 1.60—1.45
(m, 2H), 0.87 (t, J=7.4, 2.7Hz, 3H).

[0641]

75

3-[6-[(E)- T -2-%
K ]-7-BAK-1H-tb5- 5
[2,3-c]oHh -4- K ]-N-2R
TH4-FRE- R FBE
2

"H NMR (400 MHz, DMSO-de) 3 11.96 (s,
1H), 8.46(d. J=7.6Hz, 1H), 7.94—7.86
(m, 1H), 7.82(d, J=23Hz, 1H), 7.31-
722 (m, 1H), 7.17(dd, J=8.7, 3.6 Hz,
1H), 7.12(d, J=3.1Hz, 1H), 6.01 (dd, J
=28, 19Hz, 1H), 5.78-5.50 (m, 2H),
457(d, J=53Hz, 2H), 4.50-4.31 (m,
1H), 3.78 (s, 3H), 2.28-2.13(m, 2H),
2.13-1.95 (m, 2H), 1.82—1.48 (m, SH).

76

3-[6-[(E)- T -2-4

A ]-7-BAK-1H-wtbe4
[2,3-c]Hmz -4-
HIN-(GR R T 5)-4-
F AR T Bk

"H NMR (400 MHz, DMSO-ds) & 11.96 (s,
1H), 8.42(t, J=5.7Hz, 1H), 7.89(dd, J=
8.6, 2.3 Hz, 1H), 7.83(d, J=24Hz.
1H), 7.32-7.22(m, 1H), 7.17(d, J=8.6
Hz, 1H), 7.13 (s, 1H), 6.01(dd, J=2.8,
1.9 Hz, 1H), 5.82-5.59 (m, 2H), 4.68—
4.54 (m, 2H), 3.78 (s, 3H), 3.13(dd, J=
6.7, 5.7Hz, 2H), 1.76-1.57 (m, 2H),
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[0642]

[0643]
[0644]

[0645]

[0646]
[0647]

1.10-0.93 (m, 1H), 0.51-0.33 (m, 2H),
0.29 —0.14 (m, 2H).

77 4-[5-(6- LBk -2,6-= | 1HNMR (400 MHz, DMSO0) 5 11.97 (s, 461

R [3.3)8%-2-% | 1H), 7.65(dd, J=8.6, 2.3 Hz, 1H), 7.56
A)-2-F FIE-K (d, J=2.2Hz, 1H), 7.27(t, J=2.8 Hz,
3£)-6-[(E)-T -2-H 1H), 7.24—-7.14(m, 1H), 7.13(d, J=9.6

H)-1H-#k%5[2,3c] | Hz, 1H), 6.10-6.01 (m, 1H), 5.77-5.55

P -7-BF) (m, 2H), 4.57(d, J=4.4Hz, 2H), 4.57 -
444 (m, 2H), 4.25(s, 2H), 4.18 (s, 2H),
3.98 (s, 2H), 3.79(s» 3H), 1.72(s, 3H),
1.66 (d, J=5.0Hz, 3H).

78 4-[5-(6-LHIL-2,6-= | 1H NMR (400 MHz, DMSO0) 3 11.93 (s, 463
RAHE[3.3)8%-2-% | 1H), 7.65(dd, J=8.6, 2.3 Hz, 1H), 7.58
H)-2-FEHMA-KHK]-6- | (d. J=22Hz, 1H), 726 (t, J=2.7Hz,
T A-1H-s%50[2,3-c] | 1H), 7.17(t, J=4.3Hz, 2H), 6.09—6.01

P -7-8F (m, 1H), 4.49 (s, 2H), 4.26 (s, 2H), 4.18
(s, 2H), 4.05-3.95(m, 4H), 3.79(s.
3H), 2.53-2.47(m, 3H), 1.72 (s, 2H),
1.71 - 1.65 (m, 2H), 1.39-1.28 (m, 2H),
0.97 - 0.88 (m, 3H).
STt A5179

6-[(B)-T-2-4FL]-4-[4- A-FFE-1-HR-23E) -2- HEFE-ZRE] - 1H-0kng If
[2,3-cImtng-7- 1k

/\\\/\N

AN

b

IR

HO

0]
H
N
/

+

4-1R-6-[(B) -1 -2-#idk ] - 1- OfF FR 2R B3 ML JF: (2, 3-c At - 7- i
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[0648] |
[
Br

(06491 L5592 i 51 135 B3 1 o ek KT ) 77 3o 48 A AL 50 o
[0650] D2,

[0651]  4-[6-[ (E) - T -2- %451 -7- %048 1- Gof Y R Bk 35) THEmgs 4 [2, 3- ke -4 - 3L -
3- F 403 - 2 Y R

/V\N N
PV,
2
[0652] _O
o 0"

[0653] ¢ — (—-BUT 3 (4- —HEEE R IRIL) B & AE (1) (141mg,0.2mmol) IO 3
4-1R1-6-[(B) - T -2-JdE] - 1- Chf F 2R IESE) mens 3 (2, 3-cImkme-7-Hd CBIR1,1.52¢,
3.6mmol) F3-HHEIH-4-(4,4,5,5- VU HE-1,3,2- & MIARIA L -2-28) KB B H g
(1.56g,5.3mmol) 7E1,4- Rk (10mL) FH7K - A 2B R £ (324 &, 10. Tmmo 1) H IR &)
WK S SR AN A 90 °C HARKR 2h o ¥ I B VR S A H 2 =, F TR LB e, 31 A
IR o A WL B BR N T 15 5 D8 R iR 4 7 il i il R (i (10-35% LR 2.« P
i) 4tk , 15 BFR kA (470mg, 26 %) LCMS M/Z (M+H) 507,
[0654] I3,
[0655]  6-[(E) - T -2-#%E]-4-[4- (1-$23E-1-FHFHE- 2 FE) -2- H Ak - 2R 3 ] - LH- ML ot
[2,3-c]nknE -7-Fi
T
AN N
|

3
[0656] _0

HO
[0657] 44 FH ELJEALEE (3. OMZEZ B ,0.47ml, 1. 4mmo ) S N EA#1 (0°C) (94-[6- [ (E) -
T -2- I HE ] - TR 1 ORF PR ORI TBEE) ML I (2, 3-cTibie -4 - 2] - 3- A AU S - 2R R R FH S
(233mg,0.46mmol) [1JVUZM g (8mL) VA H o (5 R M VR A 02 iR A 22 50, SR J5 A IN HCL
K ERWECAPH 3R-A YK (100mL) # B, 28 J5 .18 4.1 (3x50mL) ZEHL . & - 1A
MUAEHU 48 B B BN T 0 R 48 o K B R s T FF B (L) w1 DN 7K A 1 TOMA 48 Ak 4
(0.25mL) o ¥ I STR- S INHZE45°C HAR R 2h, SR J5 I B W45 5% 27 T 7K (50mL) H 3
F =& H Bt (3x30mL) ZEHL o & I 10 A MLAE B 2 0 BR AT 5 1 98 e TR 4 & 5% AR il 3ot o) 2%

113



CN 107207493 B -IH' HH :F; 108/146 1T

RIHPLC (5-50 % ACN/H20H /70 . 1 % NH4O0H) 4tk , 5 2)6- [ () - T -2-J&2E] -4-[4- (1-F22E-1-
- 2 3) - 2- FIAR - 2R 0K ] - TH-ME % 3F (2, 3-cTmbmE - 7- B (104mg,64%) . 'H NMR
(400MHz ,DMS0-d6) 8611.91 (s, 1H) ,7.29-7.14 (m,3H) ,7.10-7.02 (m,2H) ,6.12-5.98 (m, 1H) ,
5.77-5.53 (m,2H) ,5.03 (s, 1H) ,4.55(d,J=5.4Hz,2H) ,3.73 (s,3H) ,1.72-1.61 (m,2H) ,
1.47 (s,5H) .LCMS M/Z (M+H) 353.

[0658] D55t 51 7O AR 7 Uil 4 LA R A& -

[0659]  SJiif5180-81

%245 IUPAC £ #& NMR m/z

80 6-T #-4-[4-(1-% 4 | 1HNMR (400 MHz, DMSO) 5 11.88 (s, 1H), | 355
A-PR-TE)2-FA | 727-7.17 (m, 3H), 7.11(s, 1H), 7.07 (dd,
H-FIK]-1H-#e%&H | J=7.8, 1.7Hz, 1H), 6.08 -6.02 (m, 1H),

[2,3-c]rHnz -7- B 5.04 (s, 1H), 3.99 (t, J=7.2Hz, 2H), 3.73
(s» 3H), 1.73-1.61 (m. 2H), 1.48 (s, 6H),
[0660] 1.39-1.26 (m, 2H), 0.92(t, J=7.4Hz,
3H).
81 6-[(E)-T-2-% IH NMR (400 MHz, DMSO0) 8 12.09 (s, 1H), | 323
K J-4-[4-(1-F23-1-F | 7.61 —-7.42 (m, 4H), 7.34(s, 1H), 7.23(d, J
A-THYRA-1H- | =3.5Hz, 1H), 6.44(d, J=2.5Hz, 1H), 5.75
A H[2,3-c]HE-7-B0 | —5.53 (m, 2H), 5.00(d. J=4.1Hz, 1H),
471(d, J=65Hz, 1H), 459(d, J=4.8
Hz, 2H), 1.79(d, J=6.8Hz, 1H), 1.74 -
[0661] 1.58 (m, 3H), 1.46(d, J=4.1Hz, 6H).

[0662] 5]t {5182

[0663]  6- T F-4- (4- 2-FFEN-2-FE) ZRIE) - 1H-MEAE I [2,3-cInkie -7 (6H) - Al
(9]

/\/\N H

/

X

[0664]

OH
[0665] 1.

Z

[0666]  2- (4-VRARIE) P§-2-1F
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OH
[0667]
Br

[0668] ¥ 1FE T 348 (2. 5MfEC ke, 6. 8mL, 17. Ommol) i N EIHEHEIF A ) (-78°C) 11,4~
TR (4.0g,16.9mmo1) FITHF (50mL) VAR T o MG » 76 - 78 C 4k SE45HE Th , I3 i 74
(3.0g,51. Tmmol) o 4 Br #5168 & W AR Z20°C I PR B 1 3h, 28 38 ik AP RSP B K T T
(40mL) VK VR A 75 % L1 LW /41 iiE (3x50mL) 2EHL . & JF 1A HLASHUY) ] #K
(50mL) P i » e TRERAN TS F IR R 4E L 13- 3R BAL A9 (1.8g,50%) » I TEELHEIRA . LOMS
M/Z[M-OH] 197,

[0669] L2,

[0670]  2- (4- (4,4,5,5-PUHI3E-1,3,2- 424301 -2 4) %45 7 -2- %

[0671]
%

[0672] ¥ ZFR4H (1.4g,13.9mmol) \4,4,4°,4,5,5,5°,5"- J\H13E-2,2"- = (1,3,2- %
M2 AE) (2.2¢,8. 4mmol) \2- (4-JRIRHE) A -2- W7 (1.5¢,7.0mmol) FI[1,17- = (TRHE
WEAE) k] — &G4 (11) (0.15g,0. 2mmol) 7E W& AT (15mL) H VR &M <30min, 285
TERUVS R AESOC N1 2h YA H 38 1o R - H0 E  SEIR & 40 A i L BR 2 B e 26 K
VEVE, A T AR R R € (7 TR LR L1 1 1) Ak, A E AL A (1. 1,
69%) , NI PR .

[0673]  JDI%E3.

[0674]  4-Y-6-T H-1- (of AR IE) L& 9T (2, 3-c IRt i - 7-

0 15
[0675] « |
Br

[0676] DL 5ijit 511 20 B 1+ Bir iR AR TR ) 7 =) & b 8L &40
(06771 %4,
[0678]  4-P-6-T JE-1H-MEP&H[2,3-c ] MERE -7 - FH

[0679] |

Br
[0680]  ¥4/K (2mL) FHIESEALET (0.5g,12.5mmol) 218 N AN F4- 3 -6- T 3£ - 1H-mE % If
[2,3-cImkrE-7-8 (1.0g,2.4mmol) f¥ HEE (20mL) F7K (2mL) VW 4 BT B IR S 7E80°C
hn#keh. BH G, R IR 46 TR A W K K HEER AW 7K (30mL) # R o di ik ik Jie e 22 Fir 500 viE
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W1, FIZK (2x30mL) Peik 36 TR 4 , PR SRR RRAL &0 (0.5g,78%) , 9 F1 €6, # . LCMS M/Z O
+1) 270,
[0681]  JLU%5.
[0682]  6- T H:-4- (4- 2-FRFEP -2-25) R HL) - 1H-MEn& 3 [2, 3-c ] mkiE -7 (6H) - B
0]
/\\/\N H
/

Sy
[0683]

OH
[0684]  44-JR-6- T FE-1TH-MERg IF[2, 3-cIAtE-7 (6H) - Fd (190mg,0.7mmol) <2- (4- (4,4,
5,5-VUFIE-1,3,2- M2 30K -2-28) 2R EL) T -2-BF (210mg, 0. 8mmo1) AR 41 (456mg
1.4mmol) FN[1,1° - — (2 FEMRERL) —%8k] &4 (1) (51mg,0.07mmol) 7E —FHELKE (5mL)
F7K (ImL) F PR EPIER SRS FAEI0C IN#A3h A 215 , il I /Nt e - 3G IER &
(s F B8 L BRI BE) o 98 e MR AR YT, 7% B A Wl o i) & ZHPLC (L)1 : 7K (1OnMAR R A
¥) ,55% -85%) 4lifk, 15 FIF5 A (38mg, 17%) , A (i 44 . 'H NMR (400MHz , DMSO-
d6) :612.07 (s, 1H) ,7.55-7.50 (m,4H) ,7.34-7.33 (t,J=2.6Hz,1H) ,7.30 (s, 1H) ,6.44 (t,]
=2.2Hz,1H) ,5.01(d,J=3.6Hz,1H) ,4.02 (t,J=7.2Hz,2H) ,1.70-1.66 (m,2H) ,1.46 (s,
6H) ,1.35-1.30 (m,2H) ,0.93-0.90 (t,J=7.2,3H) .LCMS M/Z (M+H) 329,
[0685] DLzt f5182 ALk i) 77 =X il £ STt 5183 «
k) IUPAC % #k NMR m/z

83 6-2-KAKT 1H NMR (400 MHz, DMSO-d6): & 12.05(s, 1 | 336
3)-4-[4-(1-%4-1-F | H), 7.55-7.50 (m, 4 H), 7.34-7.32 (m, 2 H),
[0686] RE-TH)KE)-TH | 6.44-6.42 (m, 1H), 502(s, 1H), 4.12-4.07
% HF[2,3-c]?2-7-%8 | (m, 2H), 1.62-1.57 (m, 2H), 1.41 (s, 6H),
0.73-0.68 (m, 1H), 0.41-0.39 (m, 2 H),

0.09-0.05 (m. 2 H).

[0687] it 5184

[0688]  7-[6-[(E) -1 -2-%%3E]-7-24C- 1H-MEm& 3 [2,3-cImkmeE-4-3L]-4-F%-1,3,4,
5-PO&-1,5-KH R IE-2-f
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(0)
H
/\/\N N
s
[0689]
NH
HN
(o)

[0690] %1

[0691]  3- (5-VR-2-fHAL - KAL) TR
Br

@]
[0692] /I\/”\
N OH
H

NO,
[0693] i) [&] JEE o b 28 N4 - VR -2- %80 - 1 - A2 % (0.511g,2.321mmol) « (R) -3-& T2,
HC1(0.216g,1.548mmol) HREREH (0.428g,3.10mmol) FIDMSO (7.5mL) . B N#AZE 100°C
FAFE18h. A H G, IR GBI IM HCLH I H 418 418 (3X) Wedk . & I M-AHLZ - ELK
BV I ol R A 4 o A e Ak I il (FH = S Joe/ R e Mot 4, 153103 - (5-1R-2- i
FORED) B T, H AT /5 2Lk J5 - . LCMS M/Z (M+H) 303/305.
[0694] L2,
[0695]  7-¥-4-F%E-1,3,4,5-PU%-1,5- 2K A Je 25 - 2- il

Br

[0696] NH
HN

0
(06971 i) — Rk S BB e N (R) -3- (5-1R -2- g KR a(3%) TR (0.283g,
0.934mmol) « Z, | (6mL) F1Z % (1.069mL,18.67mmol) - MIA%K (0.417g,7.47mmol) , H-44
VEMTELLOCHERE18h o v H1 5 , 388 1 ik 8 i JRVR & W R R A R R ), HOB I R i
i (HCke/ LB L BRYEM) 2idk , 15 20h0 8L &9 . LOMS M/Z (W) 255/257

[0698]  JDIE3:

[0699]  4-36-6- [ (B) - T -2- WK1 -1~ Cof Y EMHBEIE) Db g I [2, 3 -] itk -7

/\\\/\N N
[0700] s
Br

[0701] [ — R 3 N4- 3R -1- I 2RI 3 - TH- LR 3R 12, 3-c 1 ik ie -7 (6H) - Bl (Hh 8]
fAA) (500mg,1.362mmol) « (E) -1-5( 1 -2-%% (26511,2.72mmol) HkER % (665mg,2.042mmo]l)
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A1, 4- =S (10mL) , FH4IR-A WA iR SRR 1 o [ VR ) FH KK, FER = FH IR
LA =GR G G AN, BRI TR I IR Wk 4e , 1551 (B) -4-1R-6- (T -2-4%-1-
B - 1- B ORRE R - 1H-MEn& 5 (2, 3-cTkne - 7 (6H) -, HAN G alitb B F-F-F6 Ja 1 25 3%
[0702] bUR4.

[0703]  6-[(E) - T -2-J@d&] - 1- ORFHI KB EEIL) -4- (4,4,5,5- DY 3E-1,3, 2- 4 B 430
I -2-3%) Mg I (2, 3-c L -7 - i

o T
/\\\/\N N
s

[0704]

[0705] ) — R PRI NN BN (B) -4-9R-6- (T -2- M5 2%) - 1- FH 2R I 256 - 1H - L g 5
[2,3-c]ntkng-7 (6H) - (150mg,0.36mmol) « = % (149u1,1.068mmol) \ — (ZJF) — 5 fb4E
(IT) (9.2mg,0.036mmol) \2- “ A REREIEL-27 67 - —H A LR (14.6mg,0.036mmol) A1,
4- LT (2mL) o HON4,4,5,5-PUHI%E-1,3, 2- W2 3F R ke (10311,0.712mmol) , IR
GRS R, R SRR SIREY IR 15min /5, FIRA P M A 100°CH- i bk
2h, R JER A, TR ek, FHL, 4- et 22 Ik, k4, 15 3 (B) -6- (T -2-#5-1-
) -4-(4,4,5,5-T9H 3E-1,3,2- N30 -2-58) - 1- FEORBEBE S - 1H-mikb g 5 [2, 3-¢ ]
MEnE -7 (61) -H, A s ik, AL ARV T~ — 2 5%,

[0706] U5,

[0707]  7-[6-[(E) - T -2-4%3L]-7- 848 - 1H-MLR& FF:[2,3-cInbmgE-4- L] -4-FF%E-1,3,4,
5-PUE-1,5- 2K I —E 4B -2

0
H
s
[0708]
NH
HN )7_)~
o

(07091  ji)— kPRI N A& N (B) -6- (T7-2-JfdE) -4- (4,4,5,5- DU JE-1,3,2- %7l
FRIRIR-2-FE) - 1- B R oE L - TH- PR 3 (2, 3-c Atk iE - 7 (6H) -l (167mg, 0. 357mmol) .7~
M-A-FRE-4,5- A IH-263E [b] [1,4] 54 B1-2 (3H) - (76mg, 0.297mmol) \PU (=23
%) 4 (0) (34.3mg,0.030mmol) EEFREF (82mg,0.594mmol) o MIAL,4- ZBELE (3.8mL) /7K
(0.2mL) , FEEHR S MBS, SR JEHE100°CHittE2h 4 5 S TR S 078 #01, FH2M& S8 A Ak 0 i
PR, HAE B 2h I NE A B WRARTKIERD , K=Y R LR AR . 5 E
BUZ IR T W 46 , 15 215% 20, Hom i kg i (O e 28R 2.l e i) 4hi4k , 75 245 4L
A8, RAETEERE A 31mg) »'H NMR (400MHz , DMSO-d6) =12.10 (br.s.,1H) ,9.51 (s,
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1H) ,7.35(t,J=2.7Hz,1H) ,7.17 (s, 1H) ,7.11 (s, 1H) ,6.92 (dd,J=8.0,13.0Hz,2H) ,6.47
(t,J=2.4Hz,1H) ,5.67-5.62 (m,2H) ,5.48 (br.s.,1H) ,4.58 (d,J=3.5Hz,2H) ,3.92-3.78
(m,1H) ,2.47(d,J=3.7Hz,1H) ,2.27(dd,J=7.5,13.5Hz,1H) ,1.65 (d,J=4.4Hz,3H) ,1.21
(d,J=6.2Hz,3H) ,LCMS M/Z (M+H) 363

[0710]  Sjiif5185

[0711]1  3-(6- (2-FANFE LK) -2- AL -7-%4K-6,7- & - 1H-MEIg - [2,3-c Mk rE -4-
i) -N,N- = F S A i iz

A

H
N
P

[0712]

o}
[0713] 1.

(07141 4-35-6- 2-FAPEELHE) -2- B - TH-ME gt 3 [2, 3-c Tt g -7 (61) - il
A/\ O

[0715] N |
SN

Br
[0716] S ALEH (60 % 12 B4, 70 5mg, 1. 76mmol) IO FNAHI (0°C) fj4- 1 -2-FH%E-1,
6- Mg IE[2,3-cIMLnE-7-8d (FA4AB) (400mg,1.76mmol) i THE (7mL) ¥EW . IO G
B S NSRS HE0 . 5h, SR E NN (2-1t 2, 3) PR ke (345mg, 1.76mmol) FTHE (1mL) ¥R -
KR A VIR AR R E IR EE2h, PEI LOMS 2 BH [ B £ 28 58 il o SN VR A 403l b I\ M A
BRI (0. 5mL) K, SR G IR W 4 o K iR R T R 6 (50mL) H, 7K (2x15mL)
el s IR IR 40 o 7% R Wi i wk i el CRilE - 488 10 1) 2lifh, 153 B FR 8L & 9
(150mg , 29 % I %) , Ay Az i f4 . 'H NMR (400MHz , CD,0D) :87.35 (s, 1H) ,6.08 (s, 1H) ,
4.15-4.04 (m,2H) ,2.54-2.24 (m,3H) ,1.70-1.54 (m,2H) ,0.77-0.60 (m, 1H) ,0.48-0.35 (m,
2H) ,0.08-0.04 (m,2H) LCMS M/Z (M+H) 295.
(07171 2.
[0718]  3- (6- (2-PANFE L L) -2- AL -7-%4K-6,7- & - 1H-MEIg - [2,3-c ] mbrE -4-
F) -N,N- LS F R i

A

s

H
N
/

H
N
/

[0719]

o)
[0720]  ¥44-yR-2-FEJL- TH-MEng 3 (2, 3-cJntkiE -7 (6H) - (79mg,0.27mmol) « (3- (= F &
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SR 3L R TR (51.7mg, 0. 27mmol) iR HE (174mg, 0. 54mmol) FI[1,1° - — (K3
) k] — &AL (1) (10mg,0. Olmmol)fg”%ﬁﬁ(BmL) Fi7k (0.5mL) H RS
110°CHEAT M RS0 5ho Y2 A , 385/ i fik st - G IR &) (1 ] 2 R 2B 5%) < ik
FE R AR JE W I K TR AR Wi ik 1) £ UHPLC (415 :7K (0.3% H ) 46 % -76%) 4lifk, 13 FF5
AL (30.5mg,31%) , A A i {4 . 'H NMR (400MHz ,CD,0D) :87.72 (d,J=8.0Hz, 1H) ,
7.65(s,1H) ,7.57 (t,J=7.4Hz,1H) ,7.42(d,J=7.6Hz,1H) ,7.33 (s,1H) ,6.28 (s, 1H) ,4.23
(t,J=7.0Hz,2H) ,3.15(s,3H) ,3.09 (s,3H) ,2.45 (s,3H) ,1.75-1.69 (m,2H) ,0.79-0.77 (m,
1H) ,0.48-0.43 (m,2H) ,0.09-0.05 (m, 2H) .LCMS M/Z (M+H) 364.

[0721] DLt 85 ARBA 77 2l 46 LA R AL &4«

[0722]  SLjiif5186-103

£ 64 IUPAC £ #k NMR m/z

86 3-(6-TA-2-FA-7-8 | 1HNMR (400 MHz, CD30D): §7.70 (d, J | 352

AR-1H-t554[2,3c]t | =7.6Hz, 1H), 7.62(s, 1H), 7.53-7.57

"-4-3)-NN-—F3- | (m, 1H), 7.40(d, J=7.2Hz, 1H), 7.27
K BhME (s» 1H), 626(s, 1H), 4.12(t, J=74

Hz, 2H), 3.13(s, 3H), 3.07(s, 3 H),

[0723] 2.43 (s, 3H), 1.83-1.75(m, 2 H),

1.47-1.38 (m, 2H), 0.97(t, J=74Hz, 3

H).

87 3-(6-TA-2-F3-7-8. | 'HNMR (400 MHz, CD;OD): & 7.50-7.45 | 382
AR-1H-t2% 54[2,3-c]tt | (m, 2H), 7.19-7.17 (t, J=4.4Hz, 1H),
E-4-35)-4-F fk 5.94(s, 1H), 411(t, J=7.4Hz, 2H),
-N,N-Z— ¥ K- K FBL 3.86(s, 3H), 3.12(s, 6H), 241, 3
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[0724]

H), 1.83-1.76 (m, 2 H), 1.49-1.40 (m, 2
H), 1.01(t, J=7.2Hz, 3H).

88

3-[6-(2-FR A 3 T 3)-2-
¥ A -7-FAR-1H-tbe%
F[2,3-c]rit e -4- 28 ]-4-
B HUE-N,N-— F 4 -
R F B

'H NMR (400 MHz, CD;OD): 8 7.52 7.47
(m, 2H), 7.28 (s, 1H), 7.19(d, J=8.4
Hz, 1H), 424 (t, J=7.0Hz, 2H), 3.85
(ss 3H), 3.13(s, 6H), 2.43 (s, 3H),
1.72 (m, 2H), 0.77-0.74 (m, 1H),
0.48-0.44 (m, 2 H), 0.09-0.05 (m, 2 H).

394

89

6-T -3-H A -4-[4-3
-3-("Byobk-4-H )R
#]-2-F K -1H-mters 5
[2,3-c]eHE - 7-BR

1H NMR (400 MHz, DMSO-d6) 5 11.92 (s,
1H), 7.65(dd, J=8.5, 22Hz, 1H), 7.62
~7.51(m, 2H), 7.42(s, 1H), 6.15(dd, J
=1.9, 1.0Hz, 1H), 5.85(ddt, J=17.0,
10.2, 6.7 Hz, 1H), 5.19-4.96 (m, 2H)
4.09 (t, J=7.3 Hz, 2H), 3.82-3.50 (m,
6H), 3.21 (m, J=5.1Hz, 2H), 2.47 (m, ]
= 6.6 Hz, 2H), 2.34 (s, 3H).

426

90

6-[(E)-T-2-4i % ]-2-9

-4 [4-(Tyrk-4- 3 L)
F AL ]- 1H-wteeb5F
[2,3-c]otkez -7-E)

1H NMR (400 MHz, DMSO-d6) 5 11.91 (s,

1H), 7.67-7.56 (m, 2H), 7.55-7.41 (m,

2H), 7.30 (d, J=2.8Hz, 1H), 6.25-6.14

(m, 1H), 5.71-5.49 (m, 2H), 4.70 (d, J=
6.7 Hz, 1H), 4.64—4.50 (m, 2H), 3.57

(d, J=38.6Hz, 7H), 2.34(d, J=0.8 Hz,

3H), 1.82-1.73 (m, 1H), 1.69 - 1.58 (m,

2H).

391

91

6-[(E)-T -2-} & ]-2-F

F-4-[4-(vthrtbr-1-3K

) F - 1H-skr%
[2,3-c]Hkm2 -7

1H NMR (400 MHz, DMSO-d6) 5 11.91 (s,
1H), 7.65-7.55 (m, 4H), 731(d, J=2.9
Hz, 1H), 621(dd, J=2.0, 1.0Hz, 1H),
5.71-5.60 (m, 2H), 4.59 (d, J=4.1 Hz,

2H), 3.47(dt, J=13.8, 6.4Hz, 4H), 3.37

376
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[0725]

~324(m, 19H), 2.34(d, J=0.8 Hz,
3H), 1.93-1.75(m, 5H), 1.68-1.61 (m,
2H).

92 6-[(E)-T -2-# #]-4-[3- | 1H NMR (400 MHz, DMSO-d6) 5 11.95(s, | 410
R-4-(lrsbi-1-#45) | 1H), 7.69-7.57 (m, 2H), 7.48 —7.37 (m,

% 3K)-2-F 3-1H-#% | 2H), 6.20 (dd, J=2.0, 1.1Hz, 1H), 5.72
F[2,3-c]e2-7-8 | —5.57 (m, 2H), 4.58(d, J=4.1Hz, 2H),
349 (t, J=6.7Hz, 2H), 3.16(t, J=6.5
Hz, 2H), 2.35(d, J=0.8 Hz, 3H), 1.96 -

1.75 (m, 5H), 1.68-1.61 (m, 2H).

93 6-[(E)-T-2-% 1H NMR (400 MHz, DMSO-d6) 5 11.93 (s, | 428
#,]-4-[2,3-=#-4-("% | 1H), 7.44-7.35(m, 1H), 7.34-7.25 (m,
h-4-3 )R HK)-2-F | 2H), 6.00(s, 1H), 5.70 - 5.60 (m, 2H),
H-1H-s"%FF[2,3-c]t | 4.60 —4.54 (m, 2H), 3.67 (s, 4H), 3.60 —

v -7-8 3.53(m, 2H), 3.32-3.25(m, 4H), 2.32
(d, J=0.8Hz, 3H), 1.65(dt, J=5.0, 1.1
Hz, 2H).
94 6-[(E)-T -2-%JK]-4-[3- | 1H NMR (400 MHz, DMSO-d6) & 11.89 (s, 422

F A -4-(Dok-4- 3

H)FI]-2-F A-1H-

ok FF[2,3-c P - 7-
B

1H), 7.35-7.22(m, 2H), 7.22-7.14 (m,
2H), 6.25(dd, J=2.1, 1.1Hz, 1H), 5.69
~5.61 (m, 2H), 4.58(dd, J=4.1, 2.1 Hz,
2H), 3.88(s, 3H), 3.66—3.61 (m. 4H),
3.57-3.46 (m, 2H), 3.21-3.16 (m, 2H),
2.34(s» 3H), 1.68—1.61 (m., 2H).
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95 6-[(E)-T -2-#4 4 ]-4-[3- | 1H NMR (400 MHz, DMSO0-d6) & 11.95 (s, 425
R-4-("BAk-4-F K | 1H), 7.67(d, J=1.7Hz, 1H), 7.62(dd, J
}]-2-FHK-1H-"e&5F | =79, 1.7Hz, 1H), 7.45(d, J=17.9 Hz,
[2,3-c]HuE -7 1H), 7.39(d, J=4.0Hz, 1H), 621(d, J=
1.7Hz, 1H), 5.75-5.51 (m, 2H), 4.62 -
4.46 (m, 2H), 3.74-3.61 (m, 4H), 3.60 —
3.54 (m, 2H), 3.23-3.17 (m, 2H), 2.34
(s» 3H), 1.67—-1.62(m, 2H).
96 6-T-3-¥ #-4-[3-A | 1HNMR (400 MHz, DMSO-d6)11.93 (s, | 396
-5-("Byek-4-3 L) K 1H), 7.56 —7.38 (m, 3H), 7.21(ddd, J=
K ]-2-F 3-1H-77% 5 | 8.8, 2.5, 1.3 Hz, 1H), 6.18(dd, J=2.0,
[2,3-c]"HbR - 7- B 1.0 Hz, 1H), 5.85(m, J=17.0, 10.2, 6.7
Hz, 1H), 5.16-4.96 (m, 2H), 4.09 (t, J=
7.3 Hz, 2H), 3.62 (m, 8H), 2.47 (m, J=
1.3 Hz, 2H), 2.35(s, 3H).
97 6-T-3-¥ #k-4-[4-A. | 1HNMR (400 MHz, DMSO-d6)511.90 (s, | 410
S3-(Bok-4-# 5% | 1H), 7.68 (m, J=8.6, 5.1, 2.4 Hz, 1H),
H]-2-F H-1H-"% 5 | 7.56 (dd, J=6.4, 2.4 Hz, 1H), 7.42-7.33
[2,3-c]eHrE - 7-2 (m, 2H), 6.13(dd, J=2.1, 1.0 Hz, 1H),
5.94-5.79 (m, 1H), 5.14-4.97 (m, 2H),
4.09 (t, J=7.3Hz, 2H), 3.67 (m, 4H),
3.57 (m,2H), 2.47 (m, J=6.7Hz, 2H),
2.34 (s, 3H).
98 6-[(E)- T -2-% % 1-4-[5- | "HNMR (400MHz, CD;OD)3$8.80(d, J= | 427

A-6-("Boik-4-3% 3 )-3-
e 3K ]-2- F JA-1H-b
& H[2,3-c]PHo -7- R

18 Hz, 1H), 823(d, J=18Hz, 1H),
744 (s, 1H), 631(s, 1H), 5.85-5.57
(m, 2H), 4.84(d, J=7.0Hz, 0.55H),
470(d, J=55Hz, 1.45H), 3.90-3.78
(m, 4H), 3.73-3.66 (m, 2H), 2.47(s, 3
H), 1.86(d, J=5.3Hz, 0.56H), 1.73
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99 6-[(E)-T-2-% % 1-4-[3- | "H NMR (400 MHz, CD;OD)3& 7.69 (d, J= | 439
RA-4-(4-F HEok%-1-#% | 12Hz, 1H), 7.65-7.63 (m, 1H), 7.44
H)FRHRK]2-FH4-1H- | (d, J=80Hz, 1H), 727(s, 1H), 6.26
g HF[2,3-c]E-7- | (s, 1H), 5.78-5.64 (m, 2H), 4.67(d, J=

el 6.0 Hz, 2 H), 3.84-3.82 (m, 2 H),
3.38-3.34 (m, 2H), 2.57-2.55(m, 2H),
2.49-2.47 (m, 1H), 2.44(s, 3 H), 234
(ss 3H), 1.71(d, J=6.0Hz, 3 H).
100 6-[(E)-T-2-##]-2-F | 'HNMR(400MHz, CD;0D)§12.00(s, 1 | 406
[0727] 3-4-[3-F K -4-("Fok | H), 742(d, J=5.1Hz, 2H), 725, J=
-4-F )KL ]-1H-vk 8.3Hz, 1H), 6.93-7.02(m, 1H), 6.22
"% [2,3-c]eZ-7-88 | (s» 1H), 5.67-5.74(m, 1H), 4.71(d, J=
2.9 Hz, 2H), 3.78-3.91 (m, 4 H), 3.63
(s» 2H), 3.35(s» 2H), 2.49(s, 3 H),
240 (s, 3H), 1.84(d, J=69Hz, 1H),
1.72(d, J=4.4Hz, 2H).
412

101 | 6-4 A h-4-[3-584-("5 | "HNMR (400MHz, DMSO-dg) & 12.03 (br.
wh-4-F K HK]-2-F | s, 1H), 7.67(s» 1H), 7.63(dd, J=14,
Jh-1H-wbe% 5 [2,3-c]tt | 7.8 Hz, 1H), 7.46(d, J=7.9Hz, 1H),
-7 7.41 (s, 1H), 623 (s, 1H), 6.09-5.93

(m, 1H), 5.20-5.04 (m, 2H), 4.66(d, J=
5.1 Hz, 2H), 3.73-3.61 (m, 4 H),
3.59-3.53 (m, 2H), 3.20(d, J=4.6Hz, 2
H), 2.35(s, 3 H).
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102 6-% A 3L -4-[2,5-=%F | '"HNMR (400MHz, CDCls)d 10.49 (br. s, 438
FI-A-(Bk-4-F ) 1H), 7.03(s» 1H), 6.98(s, 1H), 694
FAK]-2-F A -1H-tb7% | (s, 1H), 5.94-6.09 (m, 2H), 5.17-5.27
F[2,3-c]PHrR -7 (m, 2H), 4.75(d, J=5.3Hz, 2H),
3.73-3.86 (m, 10H), 3.70 (br.s, 1H), 3.65
(br.s, 1H), 3.41(br.s, 1H), 2.45(s, 3
H).

[0728] 103 | 6-[(E)-T-2-4 5 ]-4-[3- "H NMR (4:1 E/Z mixture) (400 MHz, 423
¥ A L-5-("Bk4-# | DMSO0-d6)d 11.77 (br.s., 1H), 8.26(d, J=
3H)-2-re 3K )-2-F¥ 3 | 1.22Hz, 1H), 7.63 (s, 1H), 7.54(d, J=
-IH-#k"% 5 [2,3-c] | 1.46 Hz, 1H), 6.24-6.26 (m, 1H), 5.65

-7-BF) (dd, J=5.13, 7.32Hz, 2H), 4.58(d, J=
4.64 Hz, 2H), 3.82-3.90 (m, 3H). 3.40-
3.76 (m, 8H), 2.31 (s, 3H), 1.67(d, J=

5.37 Hz. 3H).

[0729]  sijitifi]104
[0730]  6-[(E) - T -2-Jfidk]-4-[4-5-5- (Ebk-4- B L) -2-NbnE 3] -2- H 2 - TH- mk g 5
[2,3-cImtrE -7
o]
XN

[0731] NZ

[0732]  JBIR1:
[0733]  (E) -6- (T -2-H-1-3%) -2-H3}-4- (4,4,5,5-PUFFRE-1,3,2- —&MIZHk-2-
F) - 1H-NMERE 3R 12, 3-cTnHsE - 7 (6H) - i

H
Ly

[0734]

[0735]  [Fj4-¥R-6-[(E) - T -2-J@dk]-2- AL - TH-MERg IR [2,3-c]MkiE-7-H (3.00g,
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10.7mmo1) F14,4,5,5-VUH 3E-1,3,2- 5 M 244345 05% (6.83g,53.3mmol) 7E1,4- —F&Ehx
(50mL) F RS A= 2 (3.24g,32.01mmol) SPhos (2.19g,5 . 34mmol) F1— (Z.Ji%)
A (IT) (277.0mg, 1.07mmol) o SR J5 4 [ MLV S WIFEN, U T~ £E80 CHi#: 16hrs . SR 5
WEIRAEVE AW, SR G TR R iE e i i € (A e/ LR e =5/1) 4lifk , 73 216- [ (B) -
T-2-JmHE]-2-H-4- (4,4,5,5-TUH 3E-1,3,2- “SWN AR R -2-38) - TH-IEng 31 (2, 3-¢]
MEIE - 7- 1 (4.00g, K74) , Ay o il 4

[0736] 2.

(07371 () -6- (6- (T -2-5-1-45) -2-H L -7-%4%-6,7- ~&(-1H-MLMEIF (2, 3-c Ik nE -
4-38) -4- SRR L B

o)
H
s
[0738]
N ¢l
-0 0

[07391 L) L5sijitif5l62:0 B3 AU AR il 25 Z A &0

[0740]  JDIX3:

(07411 (B) -6- (6- (T -2-Jf-1-3k) -2- FHL-7-404R-6,7- 5~ 1H-ALmg JF[2,3-cIAiLmE -
4-55) -4- SRR

0
H
s
[0742]
"o
HO X0

[0743] DL 56020 B AR #AE il &z AL &4

[0744]  JLIR4.

[0745] () -6- (T -2-Jfi-1-4%) -4- (4-5(-5- (k-4 - BFL) MEAE -2-F%) -2- FE L - TH- L
FH[2,3-c]ntne-7 (6H) - (5)

H
PV

[0746] N7 |
N Nc
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(07471 LA b5 jti 416 0 25 RO A LA P 45 1 i 4 S i 11103 'H NMR (400MHz , CD,0D) 88.69 (s,
1H) ,8.10(s,1H) ,7.88-7.80 (m,1H) ,5.84-5.72 (m,1H) ,5.71-5.61 (m,1H) ,4.68 (d,J=
5.6Hz,2H) ,3.87-3.73 (m,4H) ,3.71-3.63 (m,2H) ,3.46-3.36 (m,2H) ,2.45 (s, 3H) ,1.87-
1.79 (m,0.8H) ,1.70(d,J=6.1Hz,2.2H) .LCMS (M+H") m/z:427 .

[0748] DL jitafs 104 AH ALk 77 =i & UL R &4 -

[0749]  =Zjfif51105-110

£ 64 IUPAC £ #k NMR m/z

105 | 6-[(E)-T-2-%4k]-2-F 4 = 'HNMR (400MHz, CD;0D)8d9.10(s, 2 | 394
4-[2-("Bopk-4-F Ly | H), 7.45(d, J=2.0Hz, 1H), 6.31(s,
-5-3K)-1H-#%851[2,3-c] | 0.4 H), 5.78-5.56 (m, 2 H), 4.68-4.66
PR -7 - (m, 2H), 3.80(d, J=2.0Hz, 4H),
3.69-3.66 (m, 2H), 3.47-3.45(m, 2 H).
2.43 (s, 3H), 1.82(dd, J=0.6 Hz, 0.6
[0750] H), 1.69(d, J=3.6Hz, 2.6 H).

106 5-[6-[(E)-T-2-%#£]-2- | 'HNMR (400 MHz CDCl3) 3 11.39-11.28 | 417
¥ 3L-7-FAR-1H-55 | (m, 1H), 7.91(s, 1H), 7.88-7.85(m, 1
[2,3-c]He2-4-4£1-2-(% | H), 7.55(d, J=8.0Hz, 1H), 7.02(s, 1
Wh-4-F ) F A H), 6.19 (s, 1H), 5.80-5.59 (m, 2 H),
4.85-4.71 (m, 2H), 3.87(d. J=6.0Hz,
4H), 3.75(s,» 2H), 3.43(s, 2H), 2.51

(s, 3H), 1.74(d, J=6.0Hz, 3 H).
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6-[(E)-T -2-H
HRJ-4-[4-(1-#2 5 -1-F 2k -
T HK)-2-F fUk-FK)-2-

¥ 3 - 1H-stn%#[2,3-c]
ot -7 -

"H NMR (400 MHz, CDCl3)d7.34 (d, J=
7.78Hz, 1H), 7.22(s, 1H), 7.08(d, J
=8.03 Hz, 1H), 7.00-7.03 (m, 1H),
598 (s, 1H), 5.65-5.70 (m, 1H), 4.65
d, J=4.77Hz, 2H), 3.84(s, 3 H),
242 (s, 3H), 1.84(s, 1H), 1.81(d, J=
728 Hz, 1H), 1.71 (d. J=4.77Hz, 2
H), 1.65(s, 6H).

367

6-[(E)-T -2 4 & ]-4-[2.5-
= R -4-("Bk-4- 3
)R H]-2-F K- 1H-w1t

% F[2,3-c]HoE - 7R

'H NMR (400 MHz, CDCl3)37.31(s, 1

H), 6.97(d, J=132Hz, 1H), 655s.

2H), 648(t, J=94Hz, 1H), 6.18-5.68

(m, 2H), 4.95-4.83 (m, 2H), 3.90-3.66

(m, 10H), 3.37(d, J=28Hz, 2H),

2.57(s, 3H) , 1.85(d, J=6.0Hz, 0.6
H), 1.75(d, J=4.4Hz, 2.3 H).

452

3-[6-[(E)-T -2-H #]-2-

T 3K-7-BAK-1H-riked 5

[2,3-c]HtoE-4-21-4-F &,

FE-N-(te-2- 2L F L) K
P B

'"H NMR (400MHz, CD;OD)d 8.69 (s, 1

H), 8.64(s, 1H), 8.53(s, 1H),7.96-7.91
(m, 2H) , 7.23-7.17 (m, 2 H), 5.76-5.59
(m, 2H), 4.81-4.66 (m, 4 H), 3.84(s, 3
H), 2.40 (s, 3 H), 1.81-1.68 (m, 3 H).

444

6-T-2-M 3 4-[3-F Ak
-5-(4-F Aok R-1-K
)2t R ]-2-F A
-1H-7e4 5[2,3-c]r e
-7-EA

'H NMR (4:1 E/Z mixture) (400 MHz,
DMSO0-d6)d 11.76 (br.s, 1H), 8.23(d. J
=171 Hz, 1H), 7.62 (s, 1H), 7.50 (d, J
=171 Hz, 1H), 6.25(dd, J=0.98, 2.20
Hz, 1H), 5.57-5.73 (m, 2H), 4.58(d, J
=5.13Hz, 2H), 3.85(s, 3H), 3.54-3.73
(m, 2H), 3.39-3.53 (m, 2H), 2.32-2.47
(m, 4H), 2.31(s, 3H), 2.21(s, 3H),

1.67 (d, J=5.13 Hz, 3H).

436

107
108
[0751]
109
110
[0752]  sEjtafsl111
[0753]

[2,3-clmtnE-7-
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N
[0754] Z "N
-

N
o/

[0755] D%l

[0756]  (2-GMLnE -3-2%) (FEmpRAY) i

B
—
[0757] -
(@) N
@)

[0758] DL 5 5ijiti 51550 B 1AL A ) £ iz AL &40
(07591 %2

[0760]  2-5(-3- (MmpR-4-FIL) mEme 1 -4
I\,q,o_
s
[0761] Gl
o) N’\
(O

[0762]  7EN,F, [a] (2- 5 -3-MHkHE L) - "k AL - F A (3.00g,13. 24mmol) £ =5 £ & (15mL)
VRS Y T — R N B AL AL (5.90g,52. 04mmo]) o KHIR-A Y AE65 C itk 16hrs o Y&
RG-S, I FEAINaHCO, T8 VUK 7 R V)R 5 2 pH 8. VR &) FIDCMAHL . & I H A A4
FH T 7K B B B0 T 08 Dok e vk 4, 73 31 (2- - 1- S840 - b i - 1- 85 -3 - 55) - N kAR - FE B
(2.40g, YD) , R Ea il 4k

[0763] %3

[0764]  (6-VR-2-FMENE-3-3L) (EIRAL) FF B
Br

O

[0766] K (2-50-1-% A -MEIE - 1-§5-3-45) - "Bk AL - H (2. 00g, 8. 24mmo1) FIPOBr,
(9.45g,32.96mmol) ffJCH,CN (80mL) ¥ LET0 C it 16hrs o i FE IR 4R & ¥ 3F FH /K (20mL)
K o 7K 2 FIDCMAE R, 6 & ﬁﬁﬁﬁm}:ﬁﬁ’@mﬁi@“ AT ER /K (30mL) Vet , SR 5 BRI
BN AR I U0 AR 4 & TR AR B R R € CRMBE / R 4.8 =30/1,20/1) 4tk , 331 (6-
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TR-2-50-3- N mE L) - M ipk AR - Y I (300mg , 0. 87mmol, 11%) , i R4

[0767] 4.

[0768]  (E) -6- (] -2-Jfi-1-%%) -4- (6-%(-5- (Mhmpk-4- FiRIL) mbmg -2- %) -2- 3 - 1H- ik
FE[2,3-clutkng -7 (6H) -Fd

s,
[0769] Z N
. |

NTYo

o)
[0770] DL 55t f58545 PR 2 AR ALk ) 45 A5 il £ St g 111 .
[0771]1  'H NMR (400MtHz ,CD,0D) 87.88-7.82 (m,3H) ,6.68 (s, 1H) ,5.78-5.66 (m,2H) ,4.69-
4.68 (m,2H) ,3.79 (s,4H) ,3.71-3.64 (m,2H) ,3.39-3.34 (m,2H) ,2.45(s,3H) ,1.71(d,J=
6.0Hz,3H) .LCMS M+H") m/z:427.
[0772]  sEjff112
[0773]  1-[4-[6-[(B) - T -2-JdE] -2- FH 2L - 7- A0 - 1H-ME g 5 (2, 3-c Ik mE -4 - %] -2-
SR BRI I WRPE -4 - FRTR

0
H
/\\\/\N N
X | /

[0774]

Cl

O °N

OH

[0775] %1

[0776]  1- (4-¥R-2-F A BEIL) WRIE -4- R IR H I8
Br

N~ "0
O

O

[0778] DL 552t f51]55 20 B 1AL A i) £ 12 AL S0
[0779]1 DE%2.

[0777]
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[0780]  1-(2-%-4-(4,4,5,5-PYHI%E-1,3,2- “MN A -2- ) A B DR IE -4- 3R
F2 H i

[0781]

N™ ~O
_O

O

[0782] DL 55sijitafs55 20 BR3AR A #AE il &AL &4

[0783] L IE3

[0784]  (B)-1- (4- (6- (T -2-M5-1-J&) -2-FEL-7-540-6,7- Z & - 1H-mrg I [2,3-c ]k
WE-4-38) -2- 50K @5’59%@) Wk I - 4- FR I IR

[0785] ?

[0786] u%f%WMMM%MﬁI M.
[0787] L IR4
[0788]  (E) -1- (4- (6- (T -2-4&-1-3&) -2- FHHE-7-548-6,7- & -1H-ME& I [2,3-c ]t
g -4-3%) -2- F AR HIESE) DRIE -4- R IR
0
XN

H
N
P

[0789]

O\r

[0790] DL St 4716025 R 5 AR LA AR # A1F fill 26 St 1l 112
[07911  'H NMR (400MHz,CD,0D) 87.69 (d,J=6.0Hz,1H) ,7.65-7.61 (m, 1H) ,7.45-7.43 (m,
1H) ,7.28(s,1H) ,6.25(s,1H) ,5.77-5.67 (m,2H) ,4.66-4.65 (m,2H) ,4.54-4.51 (m, 1H) ,
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3.52-3.48 (m, 1H) ,3.19-3.01 (m,2H) ,2.66-2.64 (m, 1H) ,2.43 (s,3H) ,2.09-2.06 (m, 1H) ,
1.92-1.89 (m,1H) ,1.84-1.69 (m,5H) -LCMS (M+H") m/z : 468.

[0792]  SEjifs113

[0793]  (B) -1- (4- (6- (T -2-#%-1-3E) -2- I JE-7-4848-6,7- —&- 1H-mMLig 3 [2,3-c ik
WE -4 - J5) - 2- SR H IR L) DR E -4 - FF I fr

0
H
/\\\/\N N
PV,
[0794]
cl
O0“ >N

NH,

0
(07951  DL55itafsl604> BR6 AR ALk 45475 il £ St 5 113
[0796]  'H NMR (400MHz ,CD,0D) 67.71 (d,J=6.8Hz,2H) ,7.67-7.63 (m, 1H) ,7.51-7.39 (m,
1H) ,7.30(s,1H) ,6.28 (s, 1H) ,5.80-5.66 (m,2H) ,4.83-4.82 (m,1H) ,4.73-4.68 (m,3H) ,
3.56 (s, 1H) ,3.24-3.14 (m, 1H) ,3.02-2.96 (m, 1H) ,2.59-2.56 (m,2H) ,2.46 (s,3H) ,2.00-
1.98 (m,1H) ,1.87-1.63 (m,6H) .LCMS (M+H) m/z: 467,
[0797]  =Zjfifs114
[0798]  6-[(E) -1 -2-#2&]-4- [3- F NS IE-4- (k-4 - FRIE) I ] -2- H 3L - TH- L g FF
[2,3-c]utng-7- R

[0799]

[0800] U1

[0801]  (4-VR-2- FHAH 3L - 2R IE) - ML IpRAK - FF il
Br

[0802] o~

N"o

o/
[0803] DL 55 5jita {51555 B 1AL A | £ iz AL &4
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[0804] DER2.
[0805]  (4-VR-2-¥23L-FRIEL) - M mpRAX - B il
Br

[0806] OH

N

SN
[0807]  7EN, NAEQ'C, [F] (4- 7 -2- FH A8 Kk - 2R 3E) - Mk A - HY B (500mg, 1. 67mmol) £ 5
F 5t (10mL) HH AR &40 ILABBr, (835mg, 3. 33mmol) o ¥IR & 7E80 C it 16hrs . ¥R &
Y13 NH,0 (50mL) I FIDCMACEL o & FE A L= AR IR AN M I e e 4, 13- 8] (4-1R - 2-
F2 I - IR L) - IRRAX - F R (400mg , KA 50 5 oA B ] 4k
[0808]  JDI%E3:
[0809]  (4-7R-2- 3 P4 AE - A8 HE) - kA - HHY i

Br

O

)i

[0810] (0]

|/\NO

o}

[0811]  fa) (4-yR-2-F2 0k - 2R 3E) - M kA - B Bl (300mg, 1.05mmol) F12-JR A4 (155mg ,
1.26mmo1) 7EDMF (8mL) H VR &+ I Nk R B (435mg, 3. 15mmol) o KR A ¥I7E80 C i 1
16hrs o TLC 7% B 58 K« #4TRA W EINHL0 (80mL) H, SR 5 HI . 1R . FE R B . & - 1 B HLZ
FH AL TR A - 45 5 D vk 4 o KL P il il ek I it CA vk / TR LR =4/1) 4lidk , 13- 31 (4-
TR-2- R L - R - AR - FE R (344mg, 1.05mmol ,100%) , A A 44

[0812] 53%4:

[0813] [2-N%AIE-4- (4,4,5,5-VUFFEE-1,3,2- ~ IRk -2-38) ZE 3L ] - N ppk A - Y
P

B
[0814] [/ ]
OJ\
N" >0
S

[0815] DL 555 f51] 55 25 B 3 AL ) A i) £ 12 AL S0

[0816] DHE5.

[0817]  6-[(E) -] -2-#dk]-4-[3- AL -4- (IR -4-FRIE) RFL] -2- B 3L - TH-niE g 3
[2,3-c] ke -7
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[0818]

(08191 L\ 5 52 i 51185 25 3 3 46 {0h 1 458 7F i 45 1%k A4 'H NMR (400MHz, CDC1,) 810.90-
10.77 (m, 1H) ,7.34 (d,J=8.0Hz,1H) ,7.17-7.14 (m,1H) ,7.08 (s, 1H) ,6.97 (s, 1H) ,6.19(d,
J=1.2Hz,1H) ,5.80-5.58 (m,2H) ,4.81 (d,J=6.8Hz,0.36M) ,4.69 (d,]=4.0Hz,1.400) ,
4.66-4.60 (m,1H) ,3.89-3.86 (m, 1H) ,3.78-3.72 (m,4H) ,3.62-3.61 (m, 1H) ,3.44-3.27 (m,
2H) ,2.48 (s, 3H) ,1.84-1.83 (m,0.53H) ,1.72(d,J=5.2Hz,2.36H) ,1.37 (dd,J=10.8,6H)
LCMS (M+H") m/z : 450,

[0820] DA b5 izt {51 148 ALY 488 1F ) & S 451 115,

344 IUPAC % #k NMR m/z
115 6-[(E)-T-2-% 'HNMR (400 MHz, CDCl3) 3 10.20 (s, 1H), | 462
B )-4-[3-FALF A | 7.35(d, J=T7.6 Hz, 1 H), 7.16 (t, J=3.8 Hz,
H)-4-(Hyok-4-335) | 1H), 7.03-6.96 (m, 2 H), 6.20(s, 1H),
FA)-2-F H-1H- | 5.75-5.63 (m, 2 H), 4.79 (d,J = 7.2 Hz, 0.5 H),
% F[2,3-c|He2-7-87 | 4.67 (d» J=4.4Hz, 1.5H), 3.93-3.33(m, 11
H), 2.47(s,» 3H) , 1.83(d. J=6.0 Hz, 0.6
H), 1.71(d, J=52Hz, 2.2H), 128(t, J=
6.0 Hz, 1 H), 0.65(d, J=7.6 Hz, 2 H), 0.36
(s, 2H).

[0821]

[0822]  Sjiifs|116
[0823]  (E) -6- (T -2-#%-1-2%) -4- (3-F-4- (VRWE-1-FcJk) RIL) -2- HJE - TH- L& 4 [2,
3-c e -7 (6H) - i
i H
XN N
QW

[0824]
Cl

N
e
[0825] JDIE1.

[0826]  (E) -4- (4- (6- (T -2-Hi5-1-3%) -2-H3&-7-504K-6,7- - 1H-MEM%IF [2,3-c L
G - 4-J) -2- R T BEAE) WRIGR - 1- R T iR

@)
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H
N
[0827]
cl
07 >N

K/N‘Boc

[0828] D)5t fs85 20 R 2 AL A ) & i Z AL &40

[0829] DER2.

[0830]  (B) -6~ (T -2-H&-1-55) -4~ (3-5-4- (IRMR -1 -Fed) SR ) -2- T - TH- Mk Jf (2,
3-c]utkmg -7 (6H) - FH

[0831]

cl
o) N”“j
NH

[0832]  7EN, N, [F4-[4-[6-[(B) - T -2-Mid] -2- - 7- 30 TH- ML I (2, 3-c Tt -
4-FE]-2- G- KW IR R T RIS - 1- BRI T 186 (200mg , 380 . Yumol) 75 F % (4mL) Hr AV 54
— A AIAHCT/ I (4M, 1. 00mL) ¥ o R A MR 20 CHig FEdhrs o SR 5 RS IR G TR ) -
AW Prep-HPLC (£F :Waters Xbridge C18150%20mm*5um.yfizshHA: BFH0.5% (v/v)
NH, . Hy,Of¥) 7K o Vi B AHB : MeOH , £ B : 40-70% o Yt : 26m1 /min) 4fifk , 5 36- [ (E) - T -2- /i
He]-4-[3-50-4- (DRWE-1-BRHE) HRFE] -2- FIL- TH-ME% IR [2,3-c it uE - 7- B (66mg,
150umol,40%) , A [ . 'H NMR (400MHz,CD,0D) :87.70 (s, 1H) ,7.65-7.63 (m, 1H) ,7.44
(d,J=8.0Hz,1H) ,7.28(s,1H) ,6.26 (s,1H) ,5.78-5.68 (m,2H) ,4.67 (d,J=6.4Hz,2H) ,
3.79-3.77 (m,2H) ,2.94-2.76 (m,5H) ,2.44 (s,3H) ,1.72(d, J=5.6Hz, 3H) .LCMS (M+H) m/z:
425,

[0833]  SLtifs|117

[0834]  (B) -4- (4- (3- (3~ Jk- IH-MEME - 1-J8) TURIA T b - 1-FKAE) -3-FOKHL) -6- (T -
2-Ji-1-2) -2- FR AL - TH- M 1 (2,3 - c JHibmE - 7 (6H) - B
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(0]

H
/\\\/\N N
s
[0835] al
st

I\\l N

N---..

NH,

[0836]  DLL5s 511600 BR6 AL # A il £ St 451 117 o
[0837]1  'H NMR (400MHz,CD,0D) 87.69 (s, 1H) ,7.64-7.62 (m,1H) ,7.58 (d,J=8.0Hz, 1H) ,
7.40(d,J=6.4Hz,1H) ,7.27 (s, 1H) ,6.24 (s,1H) ,5.73-5.67 (m,2H) ,5.63 (d, J=2.4Hz,
1H) ,5.10-5.09 (m, 1H) ,4.60-4.55 (m,3H) ,4.49-4.48 (m, 1H) ,4.40-4.38 (m,2H) ,2.43 (s,
3H) ,1.70(d,J=5.6Hz,3H) .LCMS M+H) m/z:477.

[0838] DL sijitafsl1 17 AUk 447 il £ St 51 118

E#p) IUPAC £ #k NMR m/z
118 4-[4-[3-(3-FJLt>k-1- | 'H NMR (400MHz, D,0)57.62 (d, J=2.4Hz, | 443

R)RZARTHe-1-#44] | 1 H), 7.42-7.28 (m, 2 H), 7.18-7.08 (m, 2 H),
FH]-6-[(E)-T-2-% | 6.83-6.73 (m, 1H), 6.21-6.11 (m, 1H),
[0839] JK]-2-F H-1H-#t"%4HF | 5.94-5.84 (m, 1H), 5.39-5.26 (m, 2 H),
[2,3-c]H72 - 7- 5.15-5.03 (m, 2H), 4.54-4.43 (m, 2 H),
4.42-429 (m, 2 H), 4.25(br.s, 1H), 2.16 (s,
3H), 1.50 (d, J=6.4Hz, 0.74 H), 1.41(d, J
=3.4Hz, 2.36H).

[0840]  sEjfs119
(08411  (E) -6- (T -2-Jfi-1-3%) -4- (4- Q-FFHE N -2-3) -2,5- “HEFLERIL) -2-H -
TH-MER - [2, 3-c T L e -7 (6H) - i

[0842] _

[0843] 1.
[0844]  2- (4-yR-2,5- “HEILFKEL) N-2-1F
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Br
_O

[0845]

OH
[0846]  fE-78°C,[m1- (4-¥-2,5- ZHI &I -28HE) 4B (500mg, 1.93mmol) F PU Sk iR
(10mL) ¥ H i o A AL EE (BM, 2.00mL) o KRG WIAE - 78 C i Lhr , SR J5 K TR & Wil #
F0°CIEHE Lhr o VR &4 FHHUFINH, C LV A K IR 7K AH H TR S RE AL & 1A AL H
EhK (50mL) Beigk , FHTC/K B BREN T4 , FF 080 E e 4 o 5 R mid i ik i 1 Cf it/ 1R £ B
=20/1,10/1) Zifk,, 1322~ (4-J1-2,5- ZHEAIE-28HL) N -2-BF (300mg, 0. 98mmol ,51 % UK
), N EIHRY

[0847] S 2.

[0848]  (E) -6- (T -2-J-1-3%) -4- (4- 2-F2IEN-2-58) -2,5- ZHI S FEIR L) -2- 0L -
IH-REng 3 (2, 3-cTrtkng -7 (6H) -

H
Y

[0849] _0O

OH

[0850] DL 552t 51185 25 W 2 FHALL A 4 2 il 4 St 51 119

[0851]  'H NMR (400MHz,CD,0D) 87.32 (s, 1H) ,7.13-7.11 (m,1H) ,6.95 (s, 1H) ,5.96 (s, 1H) ,
5.75-5.66 (m,2H) ,4.62(d,J=5.2Hz,2H) ,3.82(s,3H) ,3.72(s,3H) ,2.39(s,3H) ,1.71(d,]J
=5.6Hz,3H) ,1.61 (s,6H) .LCMS (M+H") m/z: 397,

[0852]  Sijiif1]120

[0853]  3-[6-[(E)-T -2-Jfdk]-2-FHAE-7- AR 1H-MEI% I [2, 3-cJMbiE -4- L] -4- H 4]
i -N- (g -5 - 35 F JE) S H o

[0854]

[0855] DRI
[0856]  5- (BZ L H IE) ming

/N
[0857] \LI
N3 > N
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[0858] [ MEIE -5 - FE FH [ (800mg, 7. 27mmo1) 7EDCM (30mL) A1FH 2K (25mL) = iYI7R &4 7 i
ADBU(2.21g,14.5mmol) FIDPPA (4.00g,14.5mmol) kI & WTE25 CHiHE16hrs o SR J5 &
AR AW IR AYB L R B (il / 2R L lE=4/1) 4tk , 1535~ (BRI H 3E) s
WE (1.20g, #1450) , NI R

[0859] %2

[08601 Wi - 5- L H iz

N
[0861] Lﬁ
NHy S UN

[0862]  [A)5- (B %(Jik F 3L) MEE (600.0mg, 4. 44mmol) ZETHF (15mL) HH VRSP In N =26
% (2.33g2,8.88mmo1) F7K (160.0mg,8.88mmol)  ¥HVE S NE25 CHiFl 16hr I KK 46 VR
G ARG TR AR DAL K FIDCMZ 8] 73 FiL o 73 5 & AH , I A R R LB 7K A TR 1 %8 pH=
8 KRBT, 15 2w nE -5- B F IZ (1. 10g, MY D) , 9 Eulil] 4

[0863] I3

[0864] 3-@-4-@%%-1\1_ (B - 5 - ik FRY L) 2 FH T e

[0865] Gﬁ( \/Ej

[0866] D)5 Szt 5] 5559 LA B A ) iz AL &
[0867] DIE4
[0868]  3-[6-[(E) -1 -2-Jdk]-2-FH3E-7-5AC-1H-MErE 1 [2,3-cIbmE-4-FE] -4- FH 4
Hh-N- (W0 - 5- 35 F L) 2 PR R e
@]
XN N
/

Y
N
o r W
|
NH\/&‘/N

[0870] DL 5sLjitifs85747 ] E"Z*HUEI’Ji‘ﬂ’ﬁ%ﬂ%?&ﬁﬁﬁﬂmoo

[0871]  'H NMR (400MHz,CDC1,) 811.99 (d,J=13.6Hz,1H) ,9.12 (s, 1H) ,8.90 (s,2H) ,8.28
(s,1H) ,8.09-8.01 (m,2H) ,7.35(s,1H) ,7.07 (d,J=8.4Hz,1H) ,5.99 (s, 1H) ,5.86-5.81 (m,
1H) ,5.64-5.55 (m, 1H) ,4.79-4.62 (m,4H) ,3.82(s,3H) ,2.30(d,J=5.2Hz,3H) ,1.78(d,J=
6.8Hz,0.6H) ,1.71(d,]=6.0Hz,2.4H) .LCMS M+H") m/z: 444,

[0872]  sEjff121

[0873]  6-T3&-4-[2,5- ZHIGIE-4- (b -4-FIh) ZRIE] -2- AL - TH-mb g 3 (2, 3-c it
g -7 - il

[0869]
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[0874]

[0875]  [A]6- [ (E) - T -2-JfidE] -4-[2,5- —HIAHE-4- (k-4 - Btk FRFE] -2- HIJE - TH-nit
g I [2,3-cIMERE -7- B (SL7#451108,30.0mg, 66 . 4umol) f H B (2mL) ¥ ¥ H M APd/C
(7.0mg,6.6umol) o KRS HIAEH 22 N Bt IF FH, W3 o R R S W AEH, U N #E80 °C HiEH
12hr, SR G L IEVR &, IF A IR GG B R DB 1 i i (&R e I EE =20 1) 40
1, 73 B =4 A =438 i Pre-HPLC (f :Waters Xbridge C18 150%20mm#5um; JiiZHAHA
HA0.05% ZIEMB /K s R B AHB : CH,CN s B [ : 14-44% B, 10min) 284k, 1356~ T FE-4-[2,
B- AU -4 (W -4-FRHE) ZRIHE] -2 - H R - TH-HEg (2, 3-cJMERE -7 - (4. Omg,
8.8umol, 13 %K) , A il 44 . 'H NMR (400MHz,CDC1,) 87.05 (s, 1H) ,6.99 (s, 1H) ,6.95
(s,1H) ,5.98 (s, 1H) ,4.09 (t,J=7.3Hz,2H) ,3.60-3.96 (m, 11H) ,3.30-3.47 (m, 1H) ,2.45
(s,3H) ,1.77-1.86 (m,2H) ,1.44 (d,J=7.5Hz,2H) ,0.97 (t,J=7.3Hz,3H) -LCMS (M+H") m/z:
454,

(08761 DA 5sitifyl 12 TR 77 il 26 LA N A &40 -

[0877]  sijififs|122-123

5364 IUPAC % #% NMR m/z

122 6-T H-4-[3-F 4L | '"HNMR (400 MHz, DMSO-d6) d11.72 (br. s, 438
-5-(4-F¥ JLok%-1-3% | 1H), 8.23(d, J=1.71 Hz, 1H), 7.66 (s, 1H),
H)-2-vhnE #)-2-F & | 7.50 (d, J=1.71Hz, 1H), 6.24 (dd, J=10.98,
[0878] -
-1H-ste% F[2,3-c]H | 2.20 Hz, 1H), 4.02 (t, J=7.08 Hz, 2H), 3.86 (s,

wE 7R 3H), 3.57 (s, 2H), 3.38 - 3.54 (m, 2H), 2.31 - 2.45

(m, 4H), 2.31 (s, 3H), 2.22 (s, 3H), 1.67 (quin,

J=726 Hz, 2H), 1.27-138(m, 2H), 0.92(t,
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J=1732Hz, 3H).

CN 107207493 B

123 6-T #-4-[3-F A | 'HNMR (400 MHz, DMSO-d6)d 11.73 (br.s., | 425
-5-("Byotk-4-# HK)-2- | 1H), 8.27(d, J=1.71Hz, 1H), 7.66 (s, 1H),
g 3k )-2-F 3&-1H- | 7.54(d, J=1.71Hz, 1H), 6.24 (dd, J=0.85,
A% [2,3-c]7HkeE-7- | 2.08 Hz, 1H), 4.02 (t, J = 6.96 Hz, 2H), 3.87 (s.

B 3H), 3.41 - 3.89 (m, 8H), 2.31 (s, 3H), 1.67 (quin,
J=1726Hz, 2H), 1.33(qd, J=7.49, 14.89 Hz,

[0879]

2H), 0.92(t, J=7.45Hz, 3H),

[0880]  sLjifi]124
[0881]  FF NIRTAFIIE MR AAREHL S (1000) &
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~ .
! OMe 0 o
NO,  NaOMe NO, Br,NaOACAcOH N2 puroma N0
NI = —_ NN = s Newelrimiienluedie W |
P MeOH 1 = NN
r r I
J"’ N TS Cs,CO, Mel
Fe/NH,CI, NI TsCI NaH N = HBr,EtOH _ HN I
— = . —
Meom-lzo / 4 X /
Br
B(OH);
0 o)
1) Pd(PPhs),, K,CO;3, - I - H
0 1,4-=FH /& (5:1) N N
\ s 100 °C 4 1.) HCI, MeOH L
N N NHBoc % >
ST 2) KOH, MeOH, rt
[0882] 3%82¥%
r
NHBoc NH,*CI"
o, o 0

HN
H

N H
a\‘\/\)'LH/\/O\/\of\/O\/\O/\/cozH

S
|
HATU, DIPEA, DMF, 50% N._-O
I
NH
(0] 0 HN

v

YNHH

HN @.&\/\)LN/\,O\/\ONO\/\O,\AO
H

H =S 1000

[0883] U1
[0884]  2- F 4R Jik-4- HIJL-3- py JEnth g
OMe

[0885] N7TX NO;

| =~
[0886]  H42-%-4- F HE-3- A FEMLNE (250g,1.45mol) ft FH S (1. OL) VAV N (2h) B4+
FEAH (0°C) I H I 4A (250g,4.63mol) [ H i (850mL) ¥ « IINJ& » B & P n#4 2 [H]
23h, B TLCER I e B ) 48 58 B o R TR & %ﬂﬁ:/&%’%ﬁéﬁ%omﬂﬁw i, B A K
(1.5L) VK o 18 L 1L JE U B AT 151 4 , FHOK YRI5 FF 080U 158 , 15 20 FR 4k & 4 (2508, 100 %
s 2) , Fyki A E 4. 'H NMR (400MHz , DMSO-d6) :68.22 (d,J=5.2Hz,1H) ,7.10(d,J=5.6Hz,
1H) ,3.92(s,3H) ,2.26 (s, 3H) »
[0887] LE2
[0888]  5-yR-2- HI 4 gk -4- FH AL - 3- A AR e
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~o

NO,

X
[0889] N|

Z

Br

[0890]  FEIREEIE FE, ¥t L FREN (365g,5.3Tmol) IO B HE )2 - F A8 - 4 - Y 3k - 3- hi Jk it
WE (250g,1.49mol) [y Z 2 (1.5L) ¥+ , SR J5 4 i (30min) Br, (639g,4.00mol) « I J& , 4%
TRAYIAESOC Nk 2h, i TLCFR IH [ B BV 48 58 1Ko h/tbé.\%/\%ﬂ (0°C) , FFamEk R A
10%6Na, SO, /K ¥ (1. 5L) A AINa, SO, /KA (1. 5L) V2K o @ I L g SR B A [l 4, /K ik
Y, IEURE T8 15 3R AL A (302g,82. 2% W) , Nk i E 4K . 'H NMR (400MHz,
DMSO-d6) :88.25 (s, 1H) ,3.94 (s, 3H) ,2.29 (s,3H) .
[0891]  HE%3
[0892]  (E) -2- (5-yR-2- F4A L -3- A2 -4-MEME L) -N N- HJE - 203 %

~o
NO,

X
[0893] '1

//N/

I

Br

[0894]  {DMF-DMA (600mL) ZZ & M B 5+ H I #4 (80°C) f5- 1 -2- H A Bk -4 - FH L -3- 1l
FEMErE (134g,0.54mol) [JDME (1. 1L) ¥ o I G » IR A P7E95 °C m#As5h, thif TLCFR BA
BB e B IR AV N =R, IR EINIKA K 7K (BL) wh o 38 3 i g UAe £ Fr 45 41 €4 [
&, FZK WE % » 35 S 48, 15 2165 B4 &9 (167g, 100 % %) , LB 4. 'H NUR
(400MHz , DMSO-d6) : 68.24 (s, 1H) ,7.05(d,J=13.6Hz,1H) ,7.05(d,J=13.6Hz, 1H) ,4.80
(d,J=13.2Hz,1H) ,3.88 (s,3H) ,2.90 (s,6H) .

[0895] %4

[0896]  4-yR-7-FH4JE- 1H-MERE IF (2, 3-c]nkne
~
o)

H

NN
[0897] | P p

Br

[0898]  ¥j2- (5-1R-2- FH A AL - 3- WY FEALIE -4- &) -N,N- ~H 245 i (50.0g, 165mmo1) -
Fe (50.0g,893mmo1) FINH,C1 (50.0g,943mmo1) 7£ F i /H,0 (1900/250mL) H1 1V & P 4E Rl
T INFATh, LB LOMS 2R BH [ W £ 48 56 il o 2 A JIEVR A4 4 R U H B (3x200mL) PEv
Vol T R 4 A T VRV, IR PR B R iR rE R O B 2 g =5 1) 4tk , 153
=W %K T 0T 85 , 13- B8 @ik 54 (37.4g,99. 5% ) , AR Eulf 74 . LCMS
M/Z (M+H) 226.7,228.7.
[0899] L IE5
[0900]  4-yR-7-HI &2 -1- OhF HI 2R AL L) ik 5F: (2, 3-c I Itk i
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~o

;I's
N
[0901] N|
P
Br

[0902] B4~ -7- F AR EE - LH-PHIE 3 [2, 3-cJMIE (34.3g,0. 15mol) A THF (700mL) ¥4 i
B IF4 40 (0°C) AU ILHA (60% ,19. 2g,0. 48mol) HITHF (700mL) & . BIAJE 448
£ S IR BERE Th, SR 5 A HIE0°C L W ANTHF (700mL) o i) FR R R 40 (38. Og
0.20mo01) , 345 AR W E BFHSEL B b 2h B I\ SRR B (1. 0L) R R
RLE A4, 485 P 2 B8 216 (3x600mL) L. 25 I 19 HUAEBUAZENa, SO0, T4 IR 74 . 5
SIS 3 SRS (51.2g,88. 9% I %) , Jokes 6o [ (4 2 LA IR RS20 b — 25
AT T D5
[0903]  UE6:
[0904] 43~ 1- (R FFASRAESE) -BH-THEMS JF [2, 3- T ot -7 -
O ;I'S

HN ™

osos) | ]y

Br
[0906]  ¥4HBr (40% /K&, 1. 1L) IOANFN4-JR-7- H 48 - 1- Gf B 2R ML L) Lk (2,
3-cJmtrE (102.5g,0.27mol) B LB (200mL) W H  IIN G BHIR G PIAE90°CnA2h, by
TLCHR BH [ B L 28 58 il o FH TR G W0V 1 20°C , il i 1 8 S 4R AT 45 1 £ T Ak o 12 [T A4 F /K
VIEE A T, B35S A (87.5g,88.6 %K) , Nk k. 'H NMR (400MHz,
DMS0-d6) :811.48 (s, 1H) ,8.01(d,J=3.6Hz,1H) ,8.90(d,J=8.0Hz,2H) ,7.38(d,]J=
8.0Hz,2H) ,7.32(s,1H) ,6.57 (d,J=3.2Hz,1H) ,2.34 (s, 3H) .
[0907] B ERT7.
[0908]  4-yR-6-HJE-1- (f FE ML AL MEng I (2, 3-cImkng - 7- i

O Ts

e N
[0909] @

Br
[0910]  RERILFR % (24.5g,172. 8mmol) Ji MBI FE 194 - 7R - 1 - H 2R R o Ok - 1H-mb g 3 (2, 3-
c kg -7 (6H) -f (HFla]4A&A) (16.7g,45.5mmol) FIRREL 4 (17.8g,54.6mmol) B M5
(250mL) B VFWH NG 5 ¥ I BB AP AE Z iR A FE 18h , PLIF LCMS 3R B J 3 2 28 58 1% o 93k
JEZE R, I 7R R K (200mL) #ike . W &) FHEL0AC (3x200mL) FEHL . & IF A HLEE
H P 2 B BN T 1, 3 B8 R U IR 4 o Bk R s ik IR ity Ch e/ IR R =30 1) 4iifk,
BEFREL A (14.0g,81.4% U Z) , JkE 4K . "H NMR (400MHz , DMSO-d6) :68.03 (d, J
=3.6Hz,1H) ,7.92(d,J=8.4Hz,2H) ,7.78 (s, 1H) ,7.39(d,J=8.4Hz,2H) ,6.57(d,J=
3.6Hz,1H) ,3.35(s,3H) ,2.35 (s, 3H) »
[0911] I8,
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[0912]  [m)50mL/INEH 36 AW 34 FE#E 4- IR -6- HE k- 1 - FHOR RS BE S - TH-mik g 3 [2, 3-c]
Mg -7 (6H) - Bl (0.281g,0.737mmol) +1,4- 4% (3.69mL,0.737mmol) 7K (0.5mL,
27.8mmol) \K,C0, (0.306g,2.211mmo1) \4- GREUT 4 B B S 2k) R AL 1% (0.227¢,
0.958mmol) A1Pd (PPh,) , (0.085g,0.074mmol) o /M, B F 55T, FFAERFE BNk
295°C HARKF12h, SR 5 A N 2 =0 AR 1 S BVR A4 7K (20mL) FaokE o JE BT P , Hoid
b A AR QR S B2 I AR [ 55 AR 7K (2x25mL) P, TR I RIS EE - Kz i a7
T-HEE (~5ml) H, 3 FKOH (200mg) AbFE . 2h 5 , H 2Bk MeOH , KA i 3% T 7K (~20mL)
Hh, S IE A AT DG R = 7S 0 S AR i A [ A o A R s AR KB % URCER R LB TR
1RE04- (6-FEE-7-540-6,7- Z & - IH-MLIE FF [2,3-c I MEIE -4 - ) R AR 2 L R AL T P
(362mg,0.907mmol) , A7k B L 44 . LCMS M/Z (M+H) 494,

[0913] E¥9.

[0914] [ 50mLIG] Ji& KN H 28 N 13 H1de (4 - (6- H 2 -7-54%-6, 7- & - 1H-IEs I [2,
3-cIMLIE -4-58) 8 I G B PR AL T g (350mg, 1.031mmol) JMeOH (2.062mL,1.031mmol) £/
HC1 (1.031mL,4.12mmol) (ANFE ZRELiH) o AR5 1 I RIVR-& VI 7E = iR fi b 4h, 28 5 FH e ki
(25mL) FiRE o TE R DTUE YD, FL I8 45 A AR IR S0 el B U 4R, F 53 A e be el , I 5L
B, SR 4- (A- R R -6- - 1H-Mrg I [2,3-cTntkng -7 (6H) - (188mg,
0.786mmol,76 % USL) , N H ELlE 44 LCMS M/Z (M+H) 240,

[0915]  JBIR10:

[0916] [ 25mL /N H 28 N3P (4 - (4-F IR HL) -6- 2L - THIE g 3 [2, 3-cJ b ne -
7 (6H) - (0.038g,0.159mmo1) F/KDMF (0.794mL,0.159mmol) \DIPEA (0.139mL,
0.794mmo1) \17-5fR-21- ((3aS,4S,6aR) -2- AR /NE - 1HEEW; F£[3,4-d] DKME-4-3%) 4,7,
10,13-PUS4%-16-% 2 ~+—%¢-1-FR (0.078g,0.159mmo1) FIHATU (0.075g,0.199mmol) .
FH I N IR & i i S MHHPLC B #2244k, , A5 BIN- (4- (6- 1 3L -7-4848-6,7- & - IH-HE g I
[2,3-cnknE-4-3) % HE) -1- (5- ((3aS,4S, 6aR) -2-FAC/NE - 1H-MEW; 31 [3,4-d] BEME-4-
1) BRI -3,6,9,12-PUSE 28+ - 15-BEfZ (31mg,0.041mmol,26.0% W 3) .LCMS M/Z
(M+2H) /2 357,

[0917]  SEjiif5]125

[0918] T NiRCECR2IE M AR W AREHL S (1001) 1A B
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| ~o ~o
N0z  NaOMe NO, BryNaOACAcOH N2 puroma N0
N —_—— N — | _ — I _l
=z MeOH ~ N”
r Br I
NTS s 052003 Mel
_FemH,CL TsCiNaH NN __HBrLEOH |
“MeoH,0 * ,0 Y Z
B{OH)z
0
1) Pd(PPhy),, K,COs, ~y < H
2 7Ts 14-=Mki (5:1) 1.) HCI, MeOH N
- R 100°C S / Ak P
N NHBoc 99% .
S AG 2) KOH, MeOH, rt
[0919] 3% 82 %
r
NH*Cr
o H o

N H
HN a“\/\)LH/\/O\/\O/\/O\/\o/\/COZH

H
HATU, DIPEA, DMF, 50% N. 20
|
NH
o o HN

NHH
H\Z;éw\/\)LHI\,O\/\ONO\/\o/\/kO

H

v

1001
[0920] 1.
[0921]  2-HI4R AL -4- FP L - 3- pydnit g
OMe

[0922] NTX NO,
| Yz

[0923]  42-%0-4- 1 3L - 3- ALt nE (250g, 1.45mol) (9 FF I (1. 0L) YA N (2h) B4 HE
FHA 0 (0°C) B HI B4 (2508, 4. 63m01) (1) F B (850mL) R o IO G » KR A 0 22 [l
m23h, ML TLCFR B I B ) 48 58 B o ok | IR i TR 5 490 22 K 29900mL I AR AR, FE i hn A K
(1.5L) VK o i ik U S B 158 4%, FH /K B 8 el T 45, 15 2 bR /AL & 4 (2508, 100 %
s #) , Ak fE 44, "H NMR (400MHz , DMSO-d6) :88.22 (d, J=5.2Hz,1H) ,7.10(d,J=5.6Hz,
1H) ,3.92 (s,3H) ,2.26 (s, 3H) »
[0924] %2
[0925]  5-yR-2-H 48 Ak -4 - FE L - 3- T SRt e

~o
NO,

A
[0926] N|
Yz

Br
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[0927]  ZEIREEIE FE, B L FREN (365g,5.3Tmol) IO B HE )2 - F A8 - 4 - Y 3 - 3- Fil kit
WE (250g,1.49mol) [y Z W2 (1.5L) ¥+ , SR J5 4 i (30min) Br, (639g,4.00mol) « A J& , 4%
TRAWIAESOC N1 2h, N TLCE B N CL 4 58 i« KL IR & %/\%ﬂ (0°C) , FFamEk R I
10%6Na, SO, /K ¥ (1. 5L) I AINa, SO, /KA (1. 5L) V2K o @ I i s SR B A [l 4, /K i
Y, IEURUE T4, 15 3R AL A (302g,82. 2% W) , Nk i E 4K . "H NMR (400MHz,
DMSO-d6) :88.25 (s, 1H) ,3.94 (s, 3H) ,2.29 (s,3H) .
[0928] HE%3
[0929]  (E) -2- (5-YR-2- FHAR AL -3-fig -4 - ML mE 2E) -N, N- 2 - 2 J i

~

(@]
NO,
X
[0930] W
= N
Br |

[0931]  “¥4DMF-DMA (600mL) Z& & A B $5 - H I F#4 (80°C) f95- 1 -2- H A Bk -4 - FH L -3- 1
FEmEnE (134g,0.54mol) HIDMF (1. 1L) ¥+ « IS » ¥R A PI7E95 “C In#sh, I TLCFR BH
BB 5 B IR AV N =R, IR EINVKA K 7K (BL) wh o 38 i ik g Ae £ Fr 45 41 €6 [
&, FZKWE % » 35 0 48, 15 265 B4 &9 (167¢, 100 % %) , LB 4. 'H NUR
(400MHz , DMSO-d6) : 68.24 (s, 1H) ,7.05(d,J=13.6Hz,1H) ,7.05(d,J=13.6Hz, 1H) ,4.80
(d,J=13.2Hz,1H) ,3.88(s,3H) ,2.90 (s, 6H)

[0932] SI%4

[0933]  4-yR-7-F 4 - 1H-EMS 5 (2, 3-c T nk e

Br
[0935]  #2- (5-yR-2- F 4R 3L - 3- LML e -4-3%) -N N- ~H & 2% #% (50.0g, 165mmol) -
Fe (50.0g,893mmo1) MINH,C1 (50.0g,943mmo1) £ H i /H,0 (1900/250mL) H ()78 & P72 =1
NINFATh, R LOMS R B 2 B 2 48 58 i o 2 P EVR A, FE R IR U AR BE (3x200mL) ek o
PR YE & IRV, I B TSR R B i iR iR 3 (il : 2 FR g =5:1) 4tk , 155
FH =8 2 5 IS B , 15 2 bR AL &4 (BT .4g,99. 5% IR ZR) , AR Eulil] f4 . LCMS
M/Z (M+H) 226.7,228.7,
[0936] LIE5.
[0937]  4-JR-7-H & k-1~ OhF HI 2R R L L) ik 5F: (2, 3-c Itk

[0938] |

Br
[0939]  Hg4-JR-7-HAE - TH-MERE I [2,3-cIMknE (34.3g,0. 15mol) [ THF (700mL) ¥ ¥ i
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HUEEFEIF4 40 (0°C) AU ILHA (60% ,19. 2g,0. 48mol) HITHF (700mL) & . BIAJE 448
A MIE SR B L, ZRJ5 FLUCA K1 Z50°C L A THE (700mL) o ) AR S (38O,
0.20m01) , 34 I L A5 PO S5 E 2. S AR K0 (1. 0L) WK 2
R A0, 985 2 2B (3x600mL) 2L . 45 310 BUAEER V28N, 50, PRSI IR HeA .
S 2 SRR 2 (512888 9% IKCEK) L Jgk o . EEHIA TR et
A BT T B
[0940]  JDYR6:
[0941]  4-3R-1- Cof HI AR L) -6H- ML 3 (2, 3-c Atk g - 7-
O ;rS

HN :

ov421 |||y

Br
[0943]  4HBr (40% /K&, 1. 1L) IOANFN4-JR-7- HF 482 - 1- G FE 2R MR AL Lk I [2,
3-cJMtrE (102.5g,0.27mol) B LB (200mL) W H  IIN G » ¥R G PIAE90 °CnA2h, by
TLCHR BH [ B L 28 5E il o FH TR S0V 1 20°C , I il i 1o 8 S 4R AT 45 1 E T Ak o 12 [T A4 F /K
VIR E A T, B35S A (87.5g,88.6% UK , Nk k. 'H NMR (400MHz,
DMSO-d6) :611.48 (s, 1H) ,8.01(d,J=3.6Hz,1H) ,8.90(d,J=8.0Hz,2H) ,7.38(d,J=
8.0Hz,2H) ,7.32(s,1H) ,6.57 (d,J=3.2Hz,1H) ,2.34 (s, 3H) .
[0944] BT,
[0945]  4-yR-6-HJE-1- Cf FE R IE2L) MEng It (2, 3-cIikng - 7- i

O Ts

o N
[0946] @

Br
[0947] Bt (24.5g,172.8mmol) Vi INEHFE ) 4- 1 - 1 - HH DR Rt % - 1H-nib i J (2, 3-
c 1ML nE -7 (6H) - B (F [a]4AA) (16.7g,45.5mmol) Ak A4 (17.8g,54 . 6mmol) ) W& {5
(250mL) = VFHH NG 5 ¥ I SR AP AE Z iR A HE 18h , PLI LCMS 3R B J 3 2 28 58 1% o 93k
JEZERER], I 7R R K (200mL) #ikE . W &) FHEt0ACc (3x200mL) FEHL . & IF A HLEE
HA B B N T4, I DB R R IR 40 i R i Rl AR e (e / R g =3 1) 4lifh,
BEFREL A (14.0g,81.4% U Z) , JkE 44 . "H NMR (400MHz , DMSO-d6) : 68.03 (d, J
=3.6Hz,1H) ,7.92(d,J=8.4Hz,2H) ,7.78 (s, 1H) ,7.39(d,J=8.4Hz,2H) ,6.57(d,J=
3.6Hz,1H) ,3.35(s,3H) ,2.35 (s, 3H) »
[0948]  JDIES.:
(09491 [F)50mL/INEH 36 AW 14 FE#E  4- IR -6- H k- 1 - B ORBEBE S - TH-mik g 3 [2, 3-c]
Mg -7 (6H) - Bl (0.281g,0.737mmol) +1,4- 4% (3.69mL,0.737mmol) 7K (0.5mL,
27.8mmol) \K,C0, (0.306g,2.211mmo1) \4- GREUT 4 B B S 2k) R AL 1% (0.227¢g,
0.958mmol) A1Pd (PPh,) , (0.085g,0.074mmol) o /M, BT 5T, FFAESFE BNk
295°C HAR¥KF12h, SR 5 A N 2 =0 AR 51 S BOVR A 7K (20mL) #okE o JE RGUTUE Y , Hoid
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b A AR QR S B2 I SR [ ) 55 AR 7K (2x25mL) P, TR I RIS EE - Kz i a7
T-HEE (~5ml) 1, 3 FKOH (200mg) AbFE . 2h 5 , H 2Bk MeOH , K AR i 3% T 7K (~20mL)
Hh, S IE A AT PG R = 3 7S 0 S B i A [ A o 1A FH s AR R KB % URCER R LB TR
1RE04- (6-FEE-7-540-6,7- Z & - LH-MLIE FF [2,3-c I MEIE -4 - ) R AR 2 L R AL T i
(362mg,0.907mmol) , 7% B L 44  LCMS M/Z (M+H) 494,

[0950] 5E%9.

[0951] ] 50mLIG Ji& KN H 28 N 13 H1de o4 - (6- H 2 -7-54%-6, 7- & - 1H-MEs I [2,
3-cIMLIE -4-58) 8 I G B PR AL T g (350mg, 1.031mmol) JMeOH (2.062mL,1.031mmol) £/
HC1 (1.031mL,4.12mmol) (ANTE ZRELE) o JR 518 R N VR &) 7E = i i FE4h, S8 5 F g ke
(25mL) H R o T UL UE ) , ok A A AR IR I~ 3 s ik B 4R, F R A ) ZIRE B ek I 31
TR, B B4 (A-F B -6- - TH-MErg 2, 3-cTnkng -7 (6H) - (188mg,
0.786mmol,76 % USL) , N H EulE 1A LCMS M/Z (M+H) 240,

[0952]  JBIR10:

[0953] ] 25mL /N H 28 N 3B P (4 - (4-EE KAL) -6- AL - THIE i 3 [2, 3-cJ Ik ne -
7 (6H) - (0.038g,0.159mmo1) F/KDMF (0.794mL,0.159mmol) \DIPEA (0.139mL,
0.794mmo1) \17-5AfR-21- ((3aS,4S,6aR) -2-FAR/NE - 1HEEW; F£[3,4-d]DKME-4-3%) 4,7,
10,13-PU4%-16-% 2 ~+—%¢-1-FR (0.078g,0.159mmo1) FIHATU (0.075g,0.199mmol) .
FH I N IR & i i S MHHPLC B #2244k, , A5 BIN- (4- (6- 1 3L -7-4848-6,7- & - IH-HE g If:
[2,3-cnknE-4-3) % HE) -1- (5- ((3aS,4S, 6aR) -2-FAC/NE - 1H-MEW; 31 [3,4-d ] BEME-4-
5 BRI -3,6,9,12-PUSE 28+ F-15-BEfZ (31mg,0.041mmol,26.0% W) .LCMS M/Z
(M+2H) /2 357,

[0954] Syt fi]126

[0955]  ARERAEAL G A0t A B0 B 5 ) 338 0] 40 3t A T DA St FH 28 e 7 92 A R A 00 5 7
R ATV

[0956]  {si FHBRD4 Alphal.isaf& g 4 7RI 1C, il &

[0957]  KHis/FlagZ& {7 #RicIBRD4BDL ,, .00 B « 22 I8 FI 4L 2 3 ot o od 4
Alphalisaffi &K (Perkin-Elmer) Ji A XA HIH4-DY 2 Wik New England Peptide,
NEP2069-1/13) 5 #EAR 1) $26 K VEALBRDALE & 4l il o B AR, 7/E384fLProxiPlateH , 7£
DMSO (Fx£%1 . 2% DMS0) B 7EDMSOH ¥4 3% SR BV AF 72 N 44 BRD4 (BD1) (5 £&30nM) 5
ik (% #200nM) £E40mM HEPES (pH7.0) .40mM NaCl.1mM DTT.0.01% (w/v) BSA%10.008% (w/
V) Bri j- 3501 R A . 76 5 IR0 7 2050 65 , I NA pha A6 28 11 4 1 2 (6 AR Bk FIA phali sa g
Flag®2 A%k 5 % H 10ug/mLI) B &R JE . P47 37N 5, ZEEnvi siondX 2% b 3EECSAR , -8
VU S HCAR 2tk i 25 1HELTC, o

[0958] i FIBRD9 Alphalisa%h& il 5E il 1C, il &

[0959]  KiHis/Flag@RALFRICHIBRD, ,, oo b0WE FRIK ANAEAY 2 1) i o 38 1L {8 HJAlphaLisa
Hi AR (Perkin-Elmer) WA R ALFIHA- VY Z iR (New England Peptide,NEP2069-11/
13) 5HEFRI $26 R PEALBRDISS & A . B A&t , 7/£384fLProxiPlated , fEDMSO (f £
0.8%DMS0) B AEDMSOH (1) 4k & W3 2 B BE VA7 AE T 14 BRDY (B 2450nM) 5 ik (Fr 23nM) 7
50mM HEPES (pH 7.5) .150mM NaCl.1mM TCEP.0.01% (w/v)BSAF10.008% (w/v) Brij-35H
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TRA AE I E 2040815 , IINAlphaLlisa$itE 55 55 6 & 2 4& %k (Perkin-AL125C) Al
AlphaLisaBtfiiAEk (Perkin AS 101D) %% H 15ug/mLIK) i 249K BE o 7E Ja G TR ~P 4 JL -+ 40 8
J& s fEEnvisionf ds LB HUEAR, HAE U S HEAR Ze it th A &1 BLIC .

[0960] i FHTAF1-BD2 TR-FRET%h 45 (¥4l 77 1C, il &

[0961]  KiHis/FlagRAARICHITAFL-BD2 s 0t R« FIE FAEAY 2 1 it o 3 1 1 I TR -
FRETME K (Perkin-Elmer) Y AEM AL /N F LG 41000 (S5 124) 5 ¥EFR I 42
A K PEAL TAR 1 -BD245 & FI4 ] o ELAAH , 7E384 4L ProxiPlater, FEDMSO (5¢ 40 2% DMSO) B
ZEDMSOH I AL & W03 S A BR A AE R A4 TAFL-BD2 (5t 24 6nM) 54 M2 - o fk (B 2%50nM) 7¢
50mM HEPES (pH7.5) <50mM NaCl.I1mM TCEP.0.01% (w/v) BSAF10.008% (w/v) Bri j-35+ V&
G AEEREEL00 8 )5, IMAEu-W1024$516xHis$Hifk (Perkin Elmer ADO110) f
SureLight "5 5 25 11 - ik 85 1 5% 14 2 (APC-SA,Perkin Elmer CR130-100) KB &SWE
#HO.2nMolarPii&M25nMolar APC-SAR) Fx 2K & . P4l —+ /0% f5 , fEEnvisionfX #% I
LR, HEAL U S B AR Gt i A& TH B IC, o BT AL S #1000 40 IR TAF1-BD2TR -
FRETZE -l % 2R 7 A% K B I 3 A1) STt 7 58

[0962]  fdi FICECR2 TR-FRET&, &l 1 40 il 7 1C, I &

[0963]  i4His/Flag® AL ARICIICECR,,, .o 50k 1K FNAl Ak 22 35 5 o i i A A TR - FRET
EFAR (Perkin-Elmer) WA R ALK /N FAEH1001 (SLE]125) 5 ¥EFRI 4R VR
{5 CECR245 & FAM i . B ARy , 7£384F L ProxiPlatetr , ZEDMSO (5 2% 0. 2 % DMS0) B £EDMSOH
(K1 4k & WD R B ATAE R B CECR2 (FR 28 1. 5nM) 5 A4EM) 2 - AR (Fe 22 25nM) #£50mM  HEPES
(pH7.5) .50mM NaCl.1mM TCEP.0.01% (w/v) BSAKI0.008% (w/v)Brij-359 V& o 7F = IR 0T
B 1550805, IMAEu-W10243716xHi sHifk (Perkin Elmer AD0110) FiSurelight "5 % &
H -4 B A 85 & (APC-SA,Perkin Elmer CR130-100) RS E & H0. 2nMolariifi i
12.5nMolar APC-SAWJ & &K o Pl DU+ 4381 J5 , fEEnvisioniX 2% FEHU AR , 348 FH Y
SRR LR RS T BIC, o BT AL S 100 LRI IR CECR2TR - FRET S A i 7R A% K& A
() 3 MR S T 2R

[0964] "R SEMAR H ER PRI AR (D & r EE
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£ b IC50 (uM) 4
2 2.6 BRD4
4 2.1 BRD4
5 6.4 BRD4
7 2.7 BRD4
9 15 BRD4
11 3.6 BRD4
12 12 BRD4
13 45 BRD4
16 8.0 BRD4
20 0.89 BRD4
22 3.0 BRD4
23 21 BRD4
26 0.83 BRD4
28 0.51 BRD4
31 16 BRD4
32 0.33 BRD4
35 0.72 BRD4
38 14 BRD4
39 12 BRD4
40 18 BRD4
45 8.4 BRD4
63 0.98 BRD4
65 16 BRD4
69 0.32 BRD4
75 13 BRD4
[0965] 76 12 BRD4
86 23 BRD4
84 19 BRD4
10 0.32 BRD9
19 0.094 BRDY
24 0.029 BRD9
27 0.039 BRDY
30 0.51 BRDY
34 0.022 BRDY
37 0.013 BRDY
a1 0.13 BRDY
42 0.082 BRDY
46 0.046 BRDY
51 0.013 BRD9
52 0.046 BRDY
64 0.056 BRDY
66 0.028 BRDY
67 0.035 BRDY
68 0.039 BRDY
70 0.028 BRDY
72 0.023 BRDY
73 0.035 BRDO
74 0.027 BRDY
78 0.065 BRD9
79 0.020 BRDY
80 0.073 BRDY
81 0.017 BRD9
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82 0.043 BRDY
83 0.28 BRDY
87 0.066 BRDY
88 0.30 BRDY
90 0.013 BRDY
91 0.013 BRDY
92 0.010 BRDY
93 0.034 BRDY
94 0.003 BRDY
95 0.005 BRDY
98 0.032 BRD9
99 0.009 BRDY
100 0.011 BRDY
101 0.012 BRDY
102 0.009 BRDY
103 0.046 BRDY
104 0.022 BRDY
105 0.083 BRDY
106 0.006 BRDY
107 0.10 BRDY
108 0.004 BRDY
109 0.006 BRDY
110 0.039 BRDY
1 0.069 BRD9
112 0.008 BRDY
113 0.003 BRD9
114 0.003 BRDY
115 0.005 BRDY
116 0.004 BRDY
17 0.005 BRDY

[0966] 118 0.009 BRDY
119 0.006 BRD9
120 0.003 BRDY
121 0.017 BRDY
122 0.18 BRDY
123 0.21 BRDY
1 0.39 CECR2
21 33 CECR2
33 35 CECR2
36 57 CECR2
3 52 TAF-1
8 0.11 TAF-1
14 2.0 TAF-A
15 93 TAF-A
17 56 TAF-A
18 0.095 TAF-A
25 0.64 TAF-A
29 45 TAF-A
43 20 TAF-A
44 16 TAFA
47 34 TAF-A
48 0.017 TAF-A
49 0.019 TAF-A
50 0.021 TAF-A
53 0.02 TAFA
54 0.011 TAF-A
55 0.010 TAF-A
56 0.021 TAF-A
57 0.011 TAF-1
58 0.011 TAF-A
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[0967]

R $ 146/146 T
59 0.014 TAF-1
60 0.012 TAF-1
61 0.020 TAF-1
62 0.011 TAF-1
71 1.8 TAF-1
77 0.90 TAF-1
85 0.48 TAF-1
89 0.012 TAF-1
96 0.014 TAF-1
a7 0.011 TAF-1

[0968]  HARCAHIR 1 ¥F 2 5Lt 7 58, (H W] LA A2 16 w8 S it 451 LA 4 A A ST i g 4k
ST FL ST 58 o AL, AR e W (103 ) 2252 i B AUR 5K T AR 28 9] 8 s 1) B AR

St 75 SR (KT BR 1 o
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