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PR, — R PR T B0 . 01-100mg / kg 44 B 43 R il o A& AT PR IR 3325, S AR B R SfL =
NEAR YR ELARR VR ITI E o E IGO0 2 /NSRRI, BTG A 2 — E R R 50E & 1
&,

[0077] A BHE) X —J7 HH A 1 — Piolt 2 B HF 5 11 B B = 1 (LSD L) el 9, LA e
H FdR @ TR &4 T 25 AR £ AR B JR- 8 . S-S AR BB AN TR &4
() —PPER 2 P, DL AT et — Rk 22 Fhn] 245 PR 804 IR 70 A 7)Aokl R/ B B 711
[0078] A AL A AN A ) B T30 97 ANFIRY 5 it s S P e PR 2 1 (LSD1) 1
FRAHIR ISk 8 2 9 » B o B8 AEAN PR T, J e 1 L 55 05 o

[0079]  [Alh, AR B X —J5 et 7 bkl =01 s B A4 Hom] 245 F 3 A1 T e
1 R-SF A S AR B E AT TR S Efl % TR 9T S5 i s B s e I AR A 1 (LSD1)
I A 2 FR) S0  Je  9a , M8) G g i 1 L9 S5 9 (1) 24 4 v 1 P e

[0080] AUk B XN —ANJ5 AL T — MR T 51697 5 R e PRI AR 2L 1 (LSD 1) #
I R 5 R S P T s A9 i 1 I S 0 1 7, L ) 7 SR TG A 4
24k B Bl TR (AL A FE T 24 R £ L A0 T BEAR S R—F A4 S-SR BB AT VR
A — R 2 .

BRI

(00811 AL LA Y S& it 9] b oRs it — 25 28 il Ul I A i B o 3 e S 49 O H] T Ui A R B, E
AU J7 SR AR B

[oo82]  sgyfafill 4-dm—4-(((aN-2-FRILPRTAEE) L) 7 2L ) WRIE -1 - IR R R (A1)

=N ea e We

Q
[0084] [\ 100mLAG T H AN 20mL IS 7K B % , BREX s -2 2R L IR TR e 16 Tmg 2 43R —4—FF
e SR e — 1 - FR R R 300mg I N\ 2 FY B v v b, F 10 AR RPN T 201 288 , BASAR Y R
RN 1081, SR TG v H 2 =0, B VAP NN 142mg FEERN AL AN, IR BiFEs /N,
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W2 JZ AT (TLC) M I s B o e B2 485 AR 1 FR I, TN B0mL 7K , — S BEb0mLAS B 3K, A HLJZE
BET, AU BE: B =50 LA 243 20 B Ar 7= #9A1 (310mg , 7= 2£72% )« 'H NMR(600MHz
MeOD)67.41-7.34(m,4H) ,7.36-7.30(m,3H) ,7.27-7.24(m,1H),7.22-7.19(m, 2H) ,5.15(s,
2H),4.14-4.08(m,2H),3.54(d,J=20.1Hz,2H),3.27-3.14(m, 2H),3.07(dt,J=8.0,
4.1Hz,1H),2.60(ddd,J=10.3,6.6,3.6Hz,1H),2.02-1.95(m,2H),1.87-1.72(m,2H) ,1.60
(ddd,J=10.4,6.8,4.4Hz,1H),1.41(dt,]=7.8,6.7Hz, 1H) ; LRMS(ESI) : 383. 21 [M+H]",
[0085]  sjffsi2 N-( (A-FRNRNE—4—4% ) B 3k ) - e N2 2K SR A i (A2)

3 »F
[0086] ©A Ny
: o o.NR

[0087] 2.1 4~ -4-((CRA-2-HAEFF P ) B ) ) UR0E -1 -1 Bt T i) £k

) (W0

[0089] Y435 —4— T B FEWR g — 1 - R IR S # v4 - -4 TP B AR IR e -1 - IR T R, K
AP TR R A i A& T R R SE R 1, 15 249 -4- (O -2 2R B BR P 2 ) 20 ) AL )
WRIE—1-F B RUT BR 2 75% )

[0090] 2.2 Z&F=¥IA2M) G Ak

[0091]  4%3.5g 4-F—-4-((UaN-2-JR BRI 2 ) & 0 ) FF 2L ) R e — 1 -F Bg U T ERVA T
30mL2MEL R 1, 4— S NI E B FE L0/, OB SE 58, e I8 A5 3 60 [ A4 4 [ A 5
T/AEREE, AN KELER B, AN a4, s s g U8, 1520 B Ax A2
)~ Eh e Eh4 . 4g (P2 2£97% ) ."H NMR(400MHz ,D20)87.30(t,J=7.4Hz,2H),7.22(t,]=
7.3Hz,1H),7.14(d,J=7.5Hz,2H),3.55(d,J=20.3Hz,2H),3.38(dd, J=13.4,4.7Hz ,2H),
3.21(td,J=13.2,3.1Hz,2H),2.97(dt,]=8.0,4.1Hz,1H),2.52(ddd,J=10.4,6.7,
3.6Hz,1H),2.25-2.10(m,2H),1.96(dtd, J=37.8,14.7,4.9Hz,2H),1.50(ddd,J=10.9,
7.1,4.4Hz,1H),1.36(q,J=7.2Hz,1H) ; LRMS(EST) :249. 17[M+H]",

[0092]  sjafs3 4-((4-3R—4-((Uea-2-ZR B PR 2 ) 2 2 ) FR At ) Wik e — 1 -2 ) FR A ) R
R H I (A3)

[0093] @/A\g/\b 0/

[0094]  H54—3 4 BRIENRE 1 - FF B W B 40 94— ((4-F—4-FF B LR e -1 -3 ) FF %)
R R R S LA T R SRR KR R 4% T VE [ SERE 9L, #57 IA3 (77 #E63 % ) o 'H NMR
(400MHz,D20)67.95(d, J=8.3Hz,2H) ,7.48(d,J=8.2Hz,20),7.27-7.18(m,2H) ,7. 18~
7.12(m,1H),7.08-7.04(m,2H),4.31(s,2H),3.79(s,3H),3.48(d,J=20.2Hz,2H),3.39(d,
J=12.5Hz,21),3.23(t,J=12.20z,2H) ,2.90(dt,J=7.9,4.0Hz, 1H),2.44(ddd, J=10.4,
6.7,3.6Hz,1H),2.21-2.07(m,2H),2.04-1.81(m,2H),1.43(ddd, J=10.9,7.2,4.4Hz, 1H),
1.29(q,J=7.3Hz, IH) ;LRMS(EST) : 397. 22[M+H]",

[0095]  sgiafia (1s,4s)-4-Fm-4-(((SA-2-ZHEIR ) B ) F 2) i (Ad)

AE
s 70,

pe o4
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[0097]  dg4-—4-F BLAEIRIE - 1-F BT EE R # ((1s,4s)—4-—4-F B O 5 ) &
SE R ERAUT B, FE A BT IR R B A& VAR SERE B2, 437 A4 (FRERT0% ) o 'H O NMR
(400MHz ,DMS0-d6)87.33-7.27(m,2H) ,7.25-7.16(m,3H),3.51(d,J=19.8Hz,2H),3.28-
3.18(m,1H),3.05(dt,]=7.9,4.1Hz,1H),2.61(ddd,J=10.3,6.6,3.6Hz,1H),2.21-2.10
(m,2H),2.08-1.97(m,2H),1.87-1.66(m,4H),1.60(ddd,J=10.5,6.8,4.4Hz,1H),1.38
(dt,J=7.9,6.7Hz,1H) ; LRMS(EST): 263. 18[M+H]",

[0098]  sLjiafs5 4—((4-FR—4-(((ea-2-ZR PR 2 ) 2028 ) FR A ) Wik e — 1 -2 ) FR A ) R

MR (A5)
“li!-. ‘Q”Ez“\t:::m .:: | OH

[0100] 5.1 4-%-4-( (2 L2, 2-=FA-N-( e -2 IR FE IR T 3 ) 2L W i ik ) B 6 ) iR g — 1 - FF
FRAUT BEHT A

[0101]

[0102] g sifil2. | FTfS = 4-a—4- (O aR-2-FR IR 2 ) 2 58 ) H 22 ) WR e - 1 - FF iR
AT BE210mg¥s T 15m L&A, I 2m]l =2 & J5 , IAIVA TR TH 22 22 N0 . 44m] =5 L FRIET , &
TEHERE304 B 5 IO IMBR BR BN A M 6m LV K S, 40 S A HLZ 7K 2 Fl5m1 — U e 2 HL
PR s & FHAALZ TG HETVE R RT3 ChilEE : R B8 =10 1) 43 5 (iR 1 . 09¢g,
NA-F-4-((2,2,2- =5 -N-O R -2- TR FE IR TR 2L ) LB g AL ) P 25 ) WR v — 1 - 8 BT s (7
#85% ),

[0103] 5.2 2,2,2- =4 -N-((4-FWRIE 43 ) B 3L ) -N- (S aQ-2- IR FL IR TR 5L ) 2L Bk e
1 R 1 A Rk

e R F
P PN
[0104] /g/O\GHch

[0105]  Hf4-9—-4-((2,2,2-=F-N-(R X -2-REEFA P I ) L WGt ) 0L ) R g — 1 -
BT BEL.09g¥A T-16ml 2MERFER L, 4- S rp iR S FE 4/ N, O 58 5, i TV 7 fE 45
Bl A N2, 2, 2- = F-N-((4-FIRNE 438 ) B 38 ) -N-( e al-2- R LI T 3 ) 2 Bk 2k
MRk (77 299%) o

[0106] 5.3 4-((4-F—-4-((2,2,2-=FH-N-U R -2-FR IR L) 2 e 2 A8 ) B 228 ) R e —
1 =2 ) R R R T B 1K B

[0108] 52,2, 2- =3 -N-((4-FIRME-4-3% ) T 5L ) -N- (e sU-2- R AL IR TR 2L ) 2 B 2 1R
H1. 1giE T 20ml ZJEH , AE R H AR IR NN 784mg 4R FF 2R FF IR U T JiR 1. 2T BR P )i
IR TR 2 /N, 2 R A (TLC) M e R o J5e B2 45 RS s & e, FE NN 30mL 7K , 54
H e 20mLAS B3I, A7 BLZ e T, AL )= 4 0 B C il Bk - LR 2B =2 1) 34-((4-F -4~

[0107]
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((2,2,2- =5 -N-(2-RIEIA NI ) 2 Bz Ak ) FF 28 ) R e 1 -2 FR 2 ) R R R AL T 6 7 20mg (7
HA47%)

[0109] 5.4 &F=M)ASH) A Ak

[0110]  #44-((4-3R-4-((2,2,2- =5/ -N-(2-IRFLIRTN ) £ Bh 2 % ) FY B ) Wik g 1 ik F R )
IR BT BR720mgVA T 20m1 LB, SO IME AU AATE TR 10m1 , Nk [l 28 Jig 42 1k,
AHZEER,BETVERL MA30mLAK , & H HE20mLAE 3K , A M2 FHITC /K BR BR BN 15 J5 i
T, P43 B IR B P IRARYE T IMERER VAV P, 90 °C I /NI f5 457 1 IO, 4 S By L T
VKA B L/INEE S BT A, Bh 98 o 98 RS B O Al A B AR PR A R ER 2k
540mg (722288 % ) » 'H NMR(400MHz ,DMSO-ds)68.00-7.93(m, 2H) ,7.44(dt,J=7.4,1.2Hz,
2H),7.26-7.11(m,5H),3.54(d,J=1.5Hz,2H),3.11(dt,]J=12.6,7.2Hz,2H) ,2.76-2.64
(m,2H),2.62-2.49(m,3H),2.05-1.85(m,3H),1.45(ddt,J=25.1,13.2,7.2Hz,2H),0.95
(td,]J=7.0,4.9Hz,1H),0.71(td,J=7.0,5.0Hz, 1H) ; LRUS(EST) : 383. 21 [M+H]",

[0111]  SZjfEfi6 N-((1—FE-4-FIRNE -4-3%) L) - [ -2 R LR TR iz (A6)

[0112] g/\b“

[0113] 6.1 N-((1—FFHA-FIRME-4-FE)FH)-2,2,2-=F-N-(x N-2-FFKEZE R H/IHE) 2
BERG 5B K

[0114] /'L:Ol

[0115] 54— O F Rl T IR A 8 g iR R O, LA I o Dk L) B o] 46 D v Rl <
Ji 515 . 3, 43 B PIN- (1R FE-4-FRIR e —4-J8) K ) -2, 2, 2- = -N-(2- 2R IR T &L ) 2
Bif210mg (77 270% ) o

[0116] 6.2 &F=HA6I] £k

[0117]  #210mgN-( (1R FE—-4-FFIRNE -4-J%) L) -2, 2, 2- =5 -N-(2- R BL R A 2 4. B8k
v T 10m1 L%, NN IME AL BN A TR 5m L, N el 2 /N Jig 45 1 in sk, A S B2 =3, e 1
V550, TN 30mLAK , S BE20mL A B3R , A HLZE T, AR JE 0T B ( & P b : i =40
)83 B bR A6149mg (772291 % ) o« 'H NMR(500MHz ,D20)67.50-7.41 (m,5H) ,7.35-7.28
(m,2H),7.27-7.22(m, 1H),7.18-7.12(m, 2H) ,4.32(s,2H),3.54(d, J=20.3Hz,2H) ,3.47
(d,J=8.3Hz,2H),3.28(t,J=12.7Hz,2H),2.97(dt,J=8.0,4.1Hz,1H),2.52(ddd, J=
10.4,6.7,3.6Hz,1H),2.22(dd,J=15.3,8.4Hz,2H),2.11-1.86(m,2H),1.50(ddd, J=
10.9,7.2,4.4Hz,1H),1.37(q,J=7.2Hz, 1H) ; LRMS(EST) : 339. 22[ M+H]",

[0118]  SZjEH]7 3-(4-F—4-(((ral-2-FRIE IR TR L ) (AL ) B 28 ) Wk e —1 -2 ) - T R P IS
(A7)

[0119] E/\G\/To\
[0120]  Kp4-—4— P EE SR IE - 1 - HF RS B 5 o3 - (4-F—4— P B LR e — 1 388 ) - TR iR P
B, A IR JERE 50 e 4 VR R SERE ) 1, 45 7= AT (722857 % ) o 'H NMR(500MHz ,D20) 8
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7.32(t,J=7.5Hz,2H),7.25(t,]J=7.4Hz,1H),7.16(d,]J=7.5Hz,2H),3.68(s,3H),3.61-
3.54(m,4H),3.46(t,J=7.0Hz,2H),3.32-3.23(m,2H),3.00(dt,]=8.0,4.1Hz,1H),2.93-
2.85(m,2H),2.55(ddd,J=10.4,6.7,3.6Hz,1H),2.30-2.20(m,2H),2.16-1.94(m, 2H),
1.52(ddd,J=11.1,7.2,4.4Hz,1H),1.38(q,J=7.3Hz,1H) ; LRMS(EST) : 335. 21 [M+H] ",
[0121] S8 1-(4-F-4-(((Jxa-2-FRFLFR P 4L ) Ak ) R 2 ) R W — 1 3 ) —3- I k-1 -
P (A8)

' |
o

[0123] 8.1 2,2,2-=F~-N-((4-F—1-(3-IRFE FIBLEL ) WRIE -4 —H ) A 2k ) -N- (e al-2 %
FEIRI L) LR R

[0124] o L »
FsC :

[0125]  HRSLjEfsl5. 27742, 2, 2- = -N-((4-FIRIE 428 ) %) -N-( e -2 R LR T
) B R £5.200mg A T 10m L - — S H Ge, IO 22m1 = 2 i, UKt T 3ZE T A E
BT S PR 32K L T BE U1 06mg , i N e B8 Ja | EBEFE2h , [P A AN 15m] 7K Al 15m]
TR BERGUEANZIE T RR R ARIE N2, 2, 2- = -N-((4-R-1- (3R L A B
FE)WRIE ~4-3 ) B 3 ) -N-( e s -2-FR IR TR 4L ) B kL

[0126] 8.2 &F=W)ASIHI & Ik

[0127]  HEN-( (1R 4-FIRNE-4-35) F L) -2,2, 2- = -N-(2- R AR H ) 2B L &
82,2, 2- = FR-N-((4-F -1 - (3- IR B S ) R e —4 -8 ) B L ) -N- (O K2R IR 0 )
W B, 3o A2 B 7 Jkh AR 700 e il & T VA TR SR 406 . 2, 43 PR A (PR 3R T72% ) o 'H NMR
(400MHz ,D20)87.28-7.12(m,5H),7.14-7.04(m,5H) ,4.14(d,J=13.5Hz,1H),3.61(d, =
14.1Hz,1H),3.21(d,J=20.3Hz,2H),3.06(t,J=13.2Hz,1H),2.90-2.62(m,5H) ,2.57-
2.47(m,1H),2.46-2.37(m,1H),1.78(t,J=12.4Hz,1H),1.62(t,J=12.5Hz, 1H),1.48-
1.21(m,3H),0.81(dt,J=39.9,13.9Hz, 1H) ; LRUS(EST) : 381 .23[M+H]",

[0128]  sjfafi9 4 —4-(((eal-2-JRAEIR TR L) & 28 ) FF 28 ) R — 1 -FF B 2K 5 (A9)

[0129] . Nm,o\©
[0130]  HpA—9R—4—FF BL FLWR e — 1 —FF IR R 6 5 4 44— R I R e — 1 - FR B OR B, HL R
Fr 75 BRI A il 4 7 V2 R SE T A1 ﬁﬁ%A?)(ﬁzm/) "H NMR(400MHz ,D20)87.30(t,
J=7.4Hz ,2H),7.24(t,J=7.2Hz ,2H) ,7.16(t,J=7.1Hz,2H),7.08(d,J=7.4Hz,2H) ,6.98
(d,J=7.6Hz,2H),4.11(d,J=13.8Hz,1H),3.87(d,J=13.6Hz,1H),3.41(d,J=20.4Hz,
2H),3.23(t,J=12.7Hz,1H),3.10(t,J=12.9Hz,1H),2.94-2.85(m, 1H),2.49-2.40(m,
1H),1.94-1.83(m,2H),1.83-1.58(m,2H),1.43(ddd,J=10.8,7.1,4.0Hz,1H),1.35-1.22
(m,1H) . ;LRMS(ESI):369.19[M+H]",

[0131]  SEJf10 3-IAC HE-1-(4-gR—4- (O R -2- R BE IR 08 ) 0 0 ) A B ) IR e -1 -

IZ
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FH)-1-TAHR(A10)

0

[0133] R 3—JR TR I S 8 Sy 334 0 P I S, FLAR I 5 Rk a1 A ol 2% T V2 [ < it
I8, 437 HIA10 (7= 254 % ) o 'H NMR(400MHz ,DMS0)87.34-7.27(m,2H) ,7.25-7.16(m,3H),
4.48-4.41(m,1H),3.95-3.88(m, 1H),3.53(d,J=20.1Hz,2H),3.40(ddd,J=14.2,12.4,
2.9Hz,1H),3.05(dt,J=7.9,4.1Hz,1H),2.96(td,J=12.8,3.0Hz,1H),2.58(ddd, J=
10.3,6.5,3.5Hz,1H),2.42(td,J=7.5,3.6Hz,2H),2.11-1.93(m,2H) ,1.93-1.54(m,8H),
1.53-1.34(m,3H),1.33-1.09(m,4H),1.01-0.82(m, 2H) ; LRMS(EST) : 387 . 27[M+H]",
[0134]  SEjfEff11 4-F-N-H H-4-(((Oxal-2-R BRI ) 2 ) B ) MO -1 - %
(A11)

[0136] 11.1 N-((4-FFHE-1-FACE)FH)-2,2,2-=F-N-(x i N-2-ZKFEIR R ) 2B
Fiie R 1 £5 1 A %,

' FSGAO ' NHZHCI

[0138]  Mg4-9R—4- R BE AR e — 1 - FF 8 R B 4o (4- - 4-F SRR IR O ) U R LT
&, HA s JEURE R B i 4 7 VR R e, 5.1 5. 2, 18 IN-((4-E - 1 - IF O A
) -2,2,2- = -N-O 2RI R 5L ) Z B R B 3k (7= %39 % )

[0139]  11.2 &/=WIALLHI AL

[0140] W43 —4-FF BRI ORmE -1 - FF IR BB 0 N A VAT (8% —14% F %) , 8% k-
2-RIEIRTA M- 1 - B e AN- (A -1 - O R ) B 3E) -2, 2, 2- = 3R -N- (e a2 R
INTRIE) B » FeAx B s TRk k70 B 1) 28 7 R R SR 9 1 126 . 2, 4372 AL 1 (7= 2864 % ) o
'H NMR(400MHz ,D20)87.24-7.17(m,2H) ,7.16-7.10(m, 1H),7.07-7.02(m,2H) ,3.34(d, J=
20.4Hz ,2H) ,3.06-2.9D205(m, 1H),2.85(dt,]=8.0,4.1Hz, 1H),2.54(s,3H),2.41(ddd, ]
=10.4,6.7,3.6Hz,1H),2.01-1.89(m,4H),1.64-1.43(m,4H),1.39(ddd,J=10.5,7.2,
4.4Hz ,1H),1.30-1.19(m, 1H) ; LRMS(EST) : 277. 20[M+H]".

[0141] SR 12 N-((4-F-1-(3-RAE L) R e -4- 28 ) B 28 ) - R -2 - TR B IR TR JiZ
(A12)

[0142] i!l[’lkkﬂ’agE::L\J/\\,Jli!

[0143] 535 F R R B ORI IR, SR B BB ) 2 il % VAR Sk 16 , 13724
AL2(F2275% ) o 'H NMR(400MHz ,D20)87.45-7.39(m,4H),7.38-7.31(m,4H) ,7.28-7.23(m,
2H),3.71-3.58(m,4H),3.33-3.16(m,4H),3.09(dt,J=8.0,4. 1Hz, 1H),2.77(t,J=7.4Hz,
2H),2.64(ddd,J=10.4,6.7,3.6Hz,1H),2.38-2.26(m,2H),2.22-2.01(m,4H),1.62(ddd, J

[0137]
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=10.5,7.2,4.4Hz ,1H),1.48(q,J=7.2Hz, 1H) ; LRUS(EST) : 367 . 25[M+H]",
[0144]  sEjEB13 N-((1-([1,1° —FcAR 14— 3 ) 4R g -4-3L ) {38 ) - e -2 L R
% (A13)

[0146] Wy B LR Mo la— SR -1, 1 -B6 2K, AR il JEURE il 77 A ) 46 7 VR TR 2 e
16,1377 MA13 (7= 2£80% ) . 'H NMR(400MHz ,MeOD)87.78(d,J=8.1Hz,2H),7.74-7.64(m,
4H),7.49(t,J=7.6Hz,2H),7.44-7.38(m,1H),7.33(t,J=7.4Hz,2H),7.29-7.14(m,3H),
4.48(s,2H),3.72-3.54(m,4H),3.38(d,J=13.2Hz,2H),3.09(t,J=4.6Hz,1H),2.64(t,]
=9.6Hz,1H),2.40-2.13(m,4H),1.67-1.59(m,1H),1.42(q,J=7.0Hz,H) ; LRMS(ESI):
415.27[M+H]",

[0147]  sZjfafsl14 N-((1-(3-F TR ) —4-F R BE —4—F% ) F 2 ) — e -2 2R FR IR T i
(A14)

[0149] 5 AR BN e IR TR B BA L e , Ho AR P s JE) ik ) il & 7 ¥k (] SE Tt 9116 , 15
FEMIALA(PR2ET4% ) o 'H NMR(400MHz ,D20)87.45-7.39(m, 2H) ,7.38-7.32(m, 1H),7.28-7.23
(m,2H),3.73-3.58(m,4H),3.29(td,J=13.2,2.9Hz,2H),3.22-3.15(m,2H),3.10(dt, J=
8.0,4.0Hz,1H),2.64(ddd,]=10.5,6.9,3.7Hz,1H),2.41-2.30(m,2H),2.25-2.02(m, 2H) ,
1.86-1.55(m,8H),1.49(q,J=7.3Hz,1H),1.35-1.04(m,6H),0.99-0.82(m, 2H) ; LRMS
(EST):373.29[M+H]",

[0150]  SEZjfafsi|15 N-((4-9R—1—FF FENRIE -4k ) B ) - e a2 2R JEER TR e (A15)

/\ F
v TG

[0152] ¥ (43R —4-FF BRI 38 ) G F R AL T 5 5 e A4 —4— P IR SR e — L - FF LT
B5 , H A a5 JEURE AR B ] 4% TR SERE I L L, 2372 A5 (P2 2834 % ) ' NMR(400MHz,
D20)87.30-7.24(m,2H),7.22-7.17(m,1H),7.11(dd,J=7.1,1.8Hz,2H),3.52(d,J=
20.3Hz,2H),3.43(dd,J=12.7,4.5Hz,2H),3.20(td,J=13.2,3.1Hz,2H),2.94(dt,J=
8.0,4.1Hz,1H),2.81(s,3H),2.49(ddd,J=10.4,6.7,3.6Hz,1H),2.19(dd,J=15.1,
8.6Hz,2H),2.03(td,J=15.1,14.7,4.9Hz,1H),1.93(td,J=14.5,4.8Hz,1H),1.47(ddd,J
=10.5,7.2,4.4Hz,1H),1.33(q,J=7.2Hz,1H) ; LRMS(EST) : 263. 18[M+H] .

[0153]  sZjififil16 N-((4-FR—1-(4—( P REEEIL ) N3k ) RNE —4-38) B ) - e a2 R EE R A
fié (A16)

T = T, O“S\/

[0155]  “fég 5 FR 2R 3% oy | - AR -4 - FR I R, LR P 5 Dk 7 A ol 2% T Vs Rl s
8156, 12 F= A6 (P22 T72% ) . 'H NMR(400MHz ,MeOD)88.10-8.06(m,2H) ,7.92-7.87(m,

TZ

Iz
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2H),7.33-7.28(m,2H),7.25-7.16(m,3H) ,4.53(s,2H),3.65(d,J=20.1Hz,2H),3.53(d, J
=12.5Hz,2H),3.42-3.30(m,2H) ,3.16(s,3H),3.10-3.05(m, 1H),2.66-2.56(m, 1H),2.37-
2.16(m,4H),1.61(dt,J=11.0,6.2Hz,1H),1.40(q,J=7.1Hz,1H) ; LRMS(EST) :417 . 19[M+
H1"

[0156]  SZjfafsl17 N-((4-3R—1-(FEHE-2-F ) WRiE —4-58) 0t ) - e a0 -2- IR JL BR A i
(A17)

[0158] H/ Eﬁﬁzlx%%i?ﬁein RS ZR, HAR e 75 JORE R 70 S il £ T VA R SR 4516, 15 7
MIAT (7 260% ) . 'H NMR(400MHz , DMSO~d6)87.95-7.77(m,3H),7.69(d,J=1.5Hz,1H),
7.61-7.47(m,3H),7.26-7.11(m,5H),3.66(s,2H),3.00(dt,J=12.6,7.2Hz,2H),2.66(s,
1H),2.60(s,1H),2.46(dt,J=12.6,7.2Hz,2H),1.93(ddt,]J=25.1,14.2,7.2Hz,3H) ,1.53
(ddt,J=25.1,13.1,7.0Hz,2H),0.95(td,J=7.0,5.1Hz,1H),0.70(td,J=7.0,5. 1Hz,
1H) ; LRUS(EST) : 389.23[M+H] ",

[0159]  sLjEfi18 N-((1-FIFCHL) L) - e K2R IATA 2 (A18)

A F
[0160] g’\o

[0161]  Hg4-3F—4-F B IR g -1 - RN ERE 8o - I O -1 -, R P Rl
) % il 44 7 R R SE a1, 157 WA L8 (77 282 % ) o 'H NMR(400MHz ,MeOD)87.36-7.30(m,
2H),7.28-7.24(m,1H),7.22(tt,J=5.9,1.2Hz,2H),3.47(d, J=20.0Hz,2H) ,3.06(dt,J=
8.0,4.1Hz,1H),2.59(ddd,J=10.3,6.6,3.6Hz,1H),1.99-1.88(m,2H),1.74-1.62(m,6H),
1.59(ddd,J=10.3,6.8,4.4Hz,2H),1.40(dt,J=7.9,6.7Hz,2H) ; LRUS(EST) :248. 17[M+H
1%

[0162]  SZjfE 519 (4-F-4-(((JeaN-2-RFEIRT L ) Z0E ) FE L ) B O 6 ) B Y IR I
(A19)

[0163] umﬂi"'\@

[0164]  ¥g4—95—4—FF BEILUR e — 1 - RS IS B 4o (44— F R 2L R O 3 ) @ 0L F iR
B5 , H A2 T TRk R 7 B i 4 O Y R SRR ] 1, 73 P2 A9 (P2 2864 % ) o 'H NMR(400MHz,
DMS0-ds)67.39-7.26(m,5H),7.26-7.11(m,5H),5.02(s,2H),4.11(p,J=7.0Hz,1H),2.73-
2.64(m,2H),1.94-1.72(m,5H),1.65-1.50(m,2H),1.54-1.43(m,2H),0.99(td,J=6.9,
5.0Hz,1H),0.67(td,J=7.0,5.0Hz,1H) ; LRMS(EST) : 397.22[M+H] ",

[0165]  sZjifE 20 N-( (45— -ZRIENRIE 43 ) B 3L ) — e a2 FR LR TR e (A20)

o .*“@

[0167] Jﬂ/ﬁﬁﬂi%x*é?ﬁm/ﬁzr:m%ﬁﬁﬁﬁfﬂ T 7R B il 2% 7 v Rl SE e 516 , 43 7 WA 20
(P22 41% ) .'H NMR(400MHz ,DMSO—~ds)87.30-7.11(m,7H),7.07-6.99(m,2H),6.80(tt,]=
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7.4,2.0Hz,1H),4.00(dt,J=12.6,7.2Hz,2H),3.33(dt,J=12.4,7.0Hz,2H),2.77-2.64
(m,2H),2.60(s,1H),2.06-1.84(m,3H),1.50(ddt,]=25.2,13.2,7.1Hz,2H),0.97(td,J=
7.0,5.1Hz,1H),0.69(td,J=7.0,5.0Hz, 1H) ; LRMS(EST) : 325. 20[ M+H] ",

[0168]  sZjffs21 PR HR HE4-GR -4 (e -2-ZR LR P 0L ) 20k ) AR R ) R e — 1 - F g
fig(A21)

[0169] ‘A A@ \/O

[0170]  #£3- z&ﬁﬁﬁﬁiafé?ﬁﬁﬂaﬁﬁﬂﬁaﬁ@z@a,Aéﬁﬁﬁﬁﬁfﬂ R S il 24 T i T
SEE8 , 457 MA21 (77 2£63% ) o 'H NMR(400MHz ,DMSO—ds)87.26-7.11(m,5H) ,4.02(dt,J=
12.4,7.1Hz,2H),3.91-3.85(m,2H) ,3.27(dt,J=12.4,7.1Hz,2H) ,2.76-2.64(m, 2H),
2.04-1.85(m,3H),1.77-1.65(m,2H),1.70-1.56(m,4H),1.60-1.42(m,2H),1.34-1.12(m,
6H),0.95(td,J=7.0,5.0Hz,1H),0.71(td,]=6.9,5.0Hz, 1H) ; LRMS(EST) : 389. 25 M+H] ",
[0171]  sgjfs22 mbrg—4—JE B 4R -4- (O -2-2R RBP4t ) U 0k ) R 8 ) R g -1 - H
R li5 (A22)

e}

(01731 fig 3T TAY P S 0 g g —A —2 PR S R IR IR L P o Sk k) B ol 6 D5 05
[l St A918 , 79 7= H9A22 (77 %853 % ) o 'H NMR(400MHz , DMSO-ds)88.58(d, J=5. 1Hz,2H),7.70
(d,J=5.1Hz,2H),7.26-7.11(m,5H),5.80(s,2H),4.17(dt,J=12.6,7.2Hz,2H),3.10(dt,
J=12.5,7.00z,2H),2.75-2.64(m,2H),2.04-1.83(m,3H),1.63(ddt,J=25.2,13.2,
7.1Hz,2H),0.92(td,]=6.9,5.0Hz,1H),0.70(td,J=7.0,5.0Hz, 1H) s LRMS(ESI) : 384.20
[M+HT

[0174]  SZiff23 43R -4-( (O aN-2-FRHEIRTA I ) G5 ) FF ) WR e —1 - IR 7 2 B (A23)

[0175] ./AAD \/‘

[0176] 43— I P S 5 9 SUFF RR  l » HL A T 85 SO 71 B il 6 ¥ ) S it 4
8, 137 MIA23 (722660 % ) o 'H NMR(400MHz ,DMS0~ds)87.27-7.11(m, 10H) ,4.41(t,J=7.5Hz,
2H),4.05(dt,J=12.4,7.0Hz,2H),3.30(dt,]=12.6,7.2Hz,2H),2.86(t,]="7.5Hz,2H),
2.78-2.64(m,2H),2.05-1.86(m,3H),1.65(ddt,J=25.2,13.2,7.1Hz,2H),0.96(td, J=
7.0,5.0Hz,1H),0.71(td,J=7.0,5.0Hz, 1H) ;LRMS(EST) : 397. 22[M+H] ",

[0177]  sgifl2d 4-m-4- (U228 3L RT3 ) 3L ) FR B WRNE -1 -H IR 4 IR (A24)

[0178] ' N O

18}
[0179]  E3-RFEAH RS B NE R 408, H AP kL Gl 77 2 ] 28 7 v [F) SEHE 718,
BrEMIA24(FE2274% ) o 'H NMR(400MHz , DMSO-ds)67.26-7.11(m,5H) ,4.10-3.98(m,4H),
3.25(dt,J=12.5,7.1Hz,2H),2.77-2.64(m,2H),2.60(s, 1H),2.00-1.82(m,3H),1.64

IZ
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(ddt,J=25.2,13.2,7.1Hz,2H),1.17(t,J=8.0Hz,3H),0.94(td,J=7.0,5.0Hz,1H) ,0.71
(td,]J=6.9,5.0Hz,1H) ; LRUS(ESI) : 321 . 19[M+H] ",

[0180]  SEjififs25 (1H-W5|WE—5-2k) A A -3 —4- (O al-2-ZRBEFR T 2 ) S 0k ) /B ) IR
WE —1—F IR R (A25)

/\ F 8
[0181] ﬁ“@mﬂ NH

[0182] % 3R I TA It & 25 46 Ay (L H-Pg e =53k ) P L G0 P R 6, L AR T 75 TR L 3K A o
271 A SE a8 , 13 72 M9A25 (72 2236 % ) o 'H NMR(400MHz , DMSO—ds) 811 .53 (s, 1H) ,8.06(t,
J=1.5Hz,1H),7.61(d,J=7.5Hz,1H),7.50-7.40(m,2H) ,7.26-7.11(m,5H) ,6.65(dd, J=
7.6,1.5Hz,1H),5.02(s,2H) ,4.04(dt,J=12.4,7.1Hz,2H),3.30(dt,J=12.6,7.2Hz,2H),
2.76-2.64(m,2H),2.60(s,1H),2.05-1.86(m,3H),1.64(ddt,]J=25.2,13.2,7.1Hz,2H),
0.95(td,J=7.0,5.0Hz,1H),0.71(td,J=7.0,5.0Hz,1H) ; LRUS(EST) : 422. 22[ M+H]",
[0183]  sijififs|26 1-(4—F—4-((OUR-2-R BRI ) & 5L ) A ke -1-24) -1- 2. Bl
(A26)

(01841 ©Aﬂ/\0 |
0

[0185] Mg 3 IR HE TR Bk S0 &5 # oy & W &, o BT 75 DR} S 7R) A ] % D7 23 [R] S i 46118, 15 7
%@A26(f1227696)01H NMR (400MHz ,DMSO—-de6)87.26-7.11(m,5H) ,3.96(dt,J=12.5,7.1Hz,
20),2.93(dt,J=12.5,7.1Hz,2H),2.71-2.61(m,2H),2.60(s,1H),2.10(s,3H),2.00-1.82
(m,3H),1.63(ddt,J=25.3,13.2,7.2Hz,2H),0.99(td,J=7.0,5.0Hz,1H),0.66(td,]J=
7.0,5.1Hz,1H) s LRMS(EST) : 291 . 18[M+H]".

[0186]  Sjiafs27 WEEWY -2 FF FE4—F—4- (((JraU-2- IR FR R TR 5k ) UL ) FR ik ) R g — 1 -
R TE (A27)

AN F
oo 0D
Q

[0188] o 3—JRJE P I S 25 0 g B Wy — 2.5 PR R S R PR I , LAk P o5 0B L ) B il 6 U ik
[ S 15118 , 43 P2 AT (2270 % ) o 'H NMR(400MHz ,DMSO-ds)87.30(dd, J=6.4,2.5Hz, 1H),
7.26-7.11(m,5H),7.05-6.96(m,2H),5.61(s,2H),4.19(dt,J=12.5,7.1Hz,2H),3.11(dt,
J=12.5,7.1Hz,21),2.75-2.64(m,2H),2.08-1.82(m,3H),1.73-1.55(m,2H) ,0.95(td , J =
7.0,5.0Hz,1H),0.70(td,J=7.0,5.1Hz, 1H) ;LRMS(EST) : 389. 16[M+H]",

[0189] S 51|28 WM -2 FF R4 —4— (((Se a2 2R A3k ) a2 ) FR 2 ) R e - 1 -
PR TE (A28)

[0190] ﬁ NV\H,O\D
o]

(01911 > 3— 2RIk A e 5 46 ok g — 2.5 FPY R U FR BRI , HL 4 P 75 D ) B il 6 7 v
5] S 1918 , 13 7= A28 (F= 276 % ) o« 'H NMR(400MHz ,DMSO—ds) 87 .45(dd, J=7.0,1.9Hz,1H),
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7.26-7.11(m,5H),6.44-6.32(m,2H),5.09(s,2H),4.06(dt,]=12.5,7.1Hz,2H),3.31(dt,
J=12.5,7.2Hz,2H),2.76-2.64(m,2H),2.60(s,1H),1.99(dt,J=10.9,6.0Hz,1H) ,1.98-
1.86(m,2H),1.65(ddt,J=25.3,13.3,7.1Hz,2H),0.95(td,J=7.0,5.0Hz,1H),0.71(td,]
=7.0,5.0Hz,1H) ; LRMS(ESI) :373. 18[M+H]

[0192]  skjif]29 4-FFHE4-F—4-(((al-2-RBEPR A 48 ) 2 k) Y 0 ) WR e — 1 - FF PR i
(A29)

[0193] ”Abf\n,«o\/@;
{0}

[0194]  Jg 3-SR TA B SR e A F S S & P BRI , Ho A I 5 JRURE 3R % il 4 7 v TR s
I8, 1272 IA29 (P2 274 % ) o 'H NMR(400MHz ,DMS0O-ds)67.35(dd, J=7.2,5.7Hz,2H),
7.26-7.11(m,7H),5.21-5.15(m,2H),4.03(dt,J=12.5,7.1Hz,2H),3.25(dt,J=12.5,
7.1Hz,2H),2.75-2.64(m,2H),2.00-1.82(m,3H),1.64(ddt,J=25.1,13.2,7.0Hz,2H),
0.94(td,J=7.0,5.0Hz,1H),0.71(td,J=7.0,5.0Hz, 1H) ; LRUS(EST) : 401 . 20[ M+H]",
[0195]  sEjfafi30 4-5 K34 -4 ((OUR-2-ZRFE IR 48 ) &0 0% ) FF 5L IR e - 1 - F R I
(A30)

5 &
[0196] H."“N‘n’o\)@,

Q

[0197] W 3-SR TR S e A4S I A R BRI , o r 75 Uk 7R % il 4 7 V23 R) s
T8, A2 F=4A30 (P2 2275% ) o 'H NMR(400MHz ,DMSO-ds)67.39(d, J=7.5Hz,2H) ,7.34-7.26
(m,2H),7.26-7.11(m,5H),5.18(s,1H),4.04(dt,J=12.5,7.1Hz,2H),3.25(dt,J=12.5,
7.1Hz,2H),2.75-2.64(m,2H),2.60(s,1H),2.00-1.82(m,3H),1.64(ddt,J=25.3,13.2,
7.20z,2H),0.94(td,J=6.9,5.0Hz,1H),0.71(td,J=7.0,5.0Hz,1H) ; LRMS(EST ) :417.17
[M+H]",
[0198]  Sjfaf31 4-¥RRHEA-T-4-((O-2-IR LRI IE ) L) FF 28 ) Uk e -1 - F R I
(A31)

O

[0200] 43R TA M U e A — IR B U BRI LA B 75 Rk L i) A ol 46 T V2 Rl <
T8, 137 HIA3L (77 2£70% ) . 'H NMR(400MHz ,DMSO-ds )57 .58(d, J=7.6Hz ,2H) ,7.29-7.22
(m,2H),7.27-7.11(m,5H),5.18(s,1H),4.02(dt,J=12.5,7.1Hz,2H),3.28(dt,J=12.5,
7.1Hz,2H),2.75-2.64(m,2H),2.60(s,1H),2.04-1.86(m,3H),1.63(ddt,J=25.3,13.2,
7.2Hz,2H),0.95(td,J=7.0,4.9Hz,1H),0.71(td,J=7.0,5.0Hz, 1H) ; LRMS(ESI):461.12
[M+H]"

[0201]  SEJfH32 4-H A R 44— (U aN-2- R RPN TR B ) 2 B ) Y ) iR g — 1 -
FRHE (A32)
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Ak s
o L O
Q

[0203] 43— DR L TA gt Gl 5 46 g4 —FR AU B R R U FR R I , FL AR B 7 SRk S k) % i) 6 7 1%
5] SE a8 , 2 7= MIA32 (P2 276 % ) o 'H NMR(400MHz ,DMSO-ds)87.26-7.11 (m,5H),7.03-6.96
(m,2H),6.94-6.87(m,2H),5.18(s,1H),4.03(dt,J=12.5,7.1Hz,2H),3.79(s,3H),3.28
(dt,J=12.5,7.1Hz,2H),2.76-2.64(m,2H),2.60(s,1H),2.04-1.85(m,3H),1.72-1.54(m,
2H),0.95(td,J=7.0,5.0Hz,1H),0.71(td,J=7.0,5.1Hz, 1H) ; LRMS(EST) : 413. 22[M+H]",
[0204]  Sjff33 4- =R AR AT -4- (O N-2-FR LRI L) U 0k ) FF 8 ) Wk g -1 -
H 215 (A33)

s (WY Lo
0

[0206] A& 3R RPN B S e 4= P AL R RS IR ER , AR BT 75 JEORE R A il & T
VEF SE a8 , 3 7= A33 (72 %£68% ) . 'H NMR(400MHz ,DMSO-ds)87.69(d, J=7.2Hz,2H),
7.58-7.52(m,2H),7.26-7.11(m,5H),5.18(s,1H),4.03(dt,J=12.5,7.2Hz,2H),3.27(dt,
J=12.5,7.1Hz,2H),2.74-2.64(m,2H),2.60(s,1H),1.94(ddt,]=25.0,14.1,7.1Hz,3H),
1.73-1.54(m,2H),0.96(td,J=7.0,5.0Hz,1H),0.70(td,J=7.0,5.0Hz, 1H) ; LRMS(ESI):
451 . 19[M+H]",

[0207]  sLjffs34 3,5- —H A AR A4 - -4- (O N-2- R FE R P 0 ) 2 ) AR R ) MR e -
1-F B2 hE (A34)

~o
0L,
& I

[0209] Mg 3-JRFEEPIBESE H 3, 6 AR R SR BR IR , o4 o 75 Uk Ll R) A il &
7 VLR S8, A2 P2 MIA34A (FE2ET7% ) o 'H NMR (400MHz , DMSO-ds)67.26-7.11(m,5H) ,6.59
(dt,J=2.2,1.0Hz,2H),6.33(t,J=2.0Hz,1H),5.02(d,J=1.2Hz,2H) ,4.16(dt,]=12.6,
7.2Hz,2H),3.66(s,6H),3.09(dt,J=12.5,7.1Hz,2H),2.77-2.64(m,2H),2.60(s, 1H),
2.05-1.81(m,3H),1.61(ddt,J=25.1,13.2,7.2Hz,2H),0.94(td,]J=7.0,5.0Hz, 1H) ,0.69
(td,J=7.0,5.0Hz, 1H) ; LRUS(EST) : 443. 23[M+H]",

[0210] St f535 4-((4-F-4-(((aN-2-IREEFA P L) B Bk ) A R ) WR g — 1 — e S A )
) RH R (A35)

o O L ™
&)

[0212]  35.1 4-(HUT EH L) FRA-F-4-((2,2,2-=F-N-e -2 R IEL IR 5L ) 2. Bk
L) FF L) R E -1 - ERER 1K) A A

A _F P
[0213] ,’L:QTQ ¥
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[0214] 53— R 5L TA M Ui e 4 - ( (VAR MR 4 2 ) R 8 ) DR IR LT s, e e 5 IRk ik
L& T IE R SEEE18 . 1, 434 GRUT k) R 4-m-4-((2,2, 2- =g -N-(x X -2-7%
TN L) B ) AR ) WRIE -1 - IRER (" 277% ) .

[0215]  35.2 Z&7=M)A35IH A K

[0216]  #54-((4-3R—4-((2,2,2- =5/ -N-(2-IRFEIRPN ) £ Bh 2k ) FY L ) Wik e 1 ik FR k)
RHERBUT ER B HoA-OGRUT oL R 4-m-4-((2,2, 2- = -N-OUx K2R IR AL
M R ) F R ) WRIE -1 - FF BRI , LR B J5URL R A b 4% T VA IR SE 415 . 4,43 77 )A35
(1 Eh 5 3k (P2 2685 % ) o 'H NMR(400MHz , DMS0-ds)812.91 (s, 1H),7.93-7.86(m,2H) ,7.46-
7.39(m,2H),7.26-7.11(m,5H),5.18(s,1H),4.03(dt,J=12.6,7.2Hz,2H),3.29(dt, J=
12.5,7.2Hz,2H),2.76-2.64(m, 2H) ,2.60(s,1H),2.05-1.86(m,3H),1.63(ddt,]=25.3,
13.2,7.2Hz,2H),0.95(td,J=7.0,5.1Hz,1H),0.71(td,J=7.0,5.0Hz, 1H) ; LRMS(ESI) :
427.20[M+H]",

[0217]  SZjaff36 (E)-1-(4-9—4-((OUaN-2-7RFEIRTA BE ) 2 0k ) R )R g — 1 - ) -3
He-2-4-1-TA i (A36)

[0218] ﬂ/\b«

[0219] 43— 5k TA M U 45 Dy R Ak s, LR P s J Rk 3k ) il & U V5 (R SE Tt 9118 5 15
FEIA36 (P2 Z88% ) o 'H NMR(400MHz ,CD30D)87.66-7.54(m,3H),7.43-7.34(m,3H),7.31
(tt,]=6.9,1.0Hz,2H),7.25-7.16(m,4H),4.56(d,J=12.8Hz,1H),4.27(d,J=13.3Hz,
1H),3.61-3.45(m,3H),3.17-3.09(m,1H),3.06(dt,J=7.9,4.0Hz,1H),2.58(ddd, J=
10.3,6.6,3.6Hz,1H),2.07(q,J=12.6,11.4Hz,2H),1.85(tt,]=25.7,13.1Hz,2H),1.58
(ddd,J=10.6,6.8,4.4Hz,1H),1.40(dt,J=7.9,6.7Hz,1H) ; LRMS(ESI) : 379.21[M+H]",
[0220]  sEjEf37 N-3E-4-F—4-(((a-2-RFEIRTIE ) (L) FF L ) WR e 1 -F A QB 1%
(A37)

[0221] @Aﬁ/\b‘\ﬂj\/@
s

[0222] K 3-SR N B B B W 2 e B wURER » Hoax s JaURk k) K i 4 77 1< R 5k e
118, 43 7= MIAST (72 2858 % ) . 'H NMR(400MHz ,DMSO-d6)67.36-7.13(m, 10H),7.13(s, 1H),
4.75(s,2H),3.97(dt,J=12.5,7.1Hz,2H),2.82(q,J=7.0Hz,1H),2.66(s, 1H),2.60(s,
1H),2.47(dt,J=12.5,7.00z,2H),1.89(q,J=7.0Hz,1H),1.77(ddt,J=25.3,13.2,
7.2Hz,2H),1.47(ddt,J=25.3,13.2,7.2Hz,21),0.97(td,]J=7.0,5.0Hz,1H),0.71(td, ]
=7.0,5.0Hz, 1H) ;LRMS(EST) : 398. 20[M+H] ",

[0223]  SZjEfI38 N—"RF-A-FR-4-(((R -2 I IR ) ) FF 22 ) WR e — 1 - B i

(A38)
O
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[0225]  Jg3-JRFETABE SRS B 2t = m U N IS , H R B i ek 7 B il 4% D7 vk ) S2 e
fﬁﬂ&?%‘cﬁ%A%(F%&iZ%)olH NMR (400MHz ,DMSO-ds) 87 .30(s,3H),7.34-7.23(m,2H) ,
7.27-7.11(m,5H) ,4.27(s,2H) ,4.11(dt,J=12.5,7.1Hz,2H),3.09(dt,J=12.5,7.1Hz,
2H),2.72-2.57(m,3H),2.04-1.85(m,3H),1.59(ddt,J=25.1,13.2,7.1Hz,2H),0.94(td,J
=7.0,5.0Hz,1H),0.68(td,J=7.0,4.9Hz, 1H) ; LRMS(ESI) : 382. 22[ M+H] ",

[0226] sz 139 N-((1-((FE4IE) F 3t ) -4- IR IE —4-3% ) B 3k ) - [e R -2 - 2K JL R T i
(A39)

[0228] 5L A RE A5 oy WAL G LK , HL AR I 75 JURE S ) K b 4% VA [ Se it il , 15
FEMIA39 (72 2864% ) o 'H NMR(400MHz , DMSO-ds) 67.37-7.25(m,5H),7.29-7.11(m,5H) ,4.68
(s,1H),4.44(s,2H),3.06(dt,J=12.5,7.2Hz,2H),2.75-2.64(m,2H),2.63-2.51(m, 3H),
1.96-1.78(m,3H),1.47(ddt,J=25.3,13.3,7.1Hz,2H),0.94(td, ] =7.0,4.9Hz,1H) ,0.69
(td,J=7.0,5.0Hz, 1H) s LRMS(EST ) :369. 23[M+H] "

[0229]  sLiafi40 4-sm—4-(((sal-2-ZR 3R 2E) J 2t ) FF 2 M -1 - 1R W BR (A40)

o0 ‘A“bY ¥e

[0231]  Kp4-95—4—FF B R UR e - 1 -FF IR R R & o4 - —4-F BRI O e -1 - R R B,
AT SRR AR B £ AR SE e, A3 7 A40 (F72R74% ) o 'H NMR(400MHz , DMSO—ds) §
7.38-7.26(m,5H),7.26-7.11(m,5H),5.11(s,2H),2.74-2.64(m,2H),2.27(p,]=6.9Hz,
1H),2.18-2.05(m,2H),1.98-1.74(m,6H),1.61-1.42(m,2H),0.95(td,J=7.0,5.0Hz,1H),
0.68(td,J=7.0,5.0Hz,1H) ; LRMS(EST) :382. 21 [M+H] ",

[0232]  sEZjffil41 PRpRHE R 4 -4- (O -2-ZR LR P 0t ) U 0k ) AR R ) R e — 1 - FP
B (A41)

[0233] ﬂAOzTOVO
o]

[0234] 45 3-JRELTA Wt & B e o BR 0 2 R IR I , oA I 75 Dl L 7 % il 2% 5 VA T
SEE8 , 437 MA41 (772269 % ) o 'H NMR(400MHz ,DMSO—ds)87.26-7.11(m,5H) ,4.04(dt,J=
12.5,7.1Hz,2H),3.88(s,2H),3.28(dt,J=12.6,7.2Hz,2H),2.72(s,1H),2.66(s, 1H),
2.60(s,1H),1.96(ddt,]J=25.1,13.2,7.0Hz,2H),1.86(s,1H),1.71-1.42(m,7H),1.07
(tdd,J=7.8,4.8,1.5Hz,2H),0.94(s,1H),0.69(s, 1H) s LRMS(EST) : 375. 24[M+H] ",

[0235]  sijffsl42 PR HEHR A -4- (e aR-2-FR LR P 4L ) 2 AL ) AR 2L ) R g — 1 - F
fig (A42)

AN U F
[0236]

1« wer
(02371 4533 5 I AL 5 O R T L0 LG PR R 340 B 7 JORY b 2% 46 7 )

2
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SETEI8 , 137 MIA42(F7 2271 % ) o 'H NMR(400MHz ,DMSO-ds)87.26-7.11(m,5H) ,4.13(dt,J=
12.5,7.1Hz,2H),3.88(d,J=7.0Hz,2H),3.11(dt,]=12.5,7.0Hz,2H),2.90(q, ] =6.9Hz,
1H),2.62-2.47(m,2H),2.14-1.96(m,4H),1.90-1.77(m,2H),1.80-1.68(m,2H),1.71-1.58
(m,4H),0.93(td,J=6.9,5.0Hz,1H),0.71(td,J=7.0,5.1Hz,1H) ; LRMS(ESI) : 36 1. 22[ M+
H1"

[0238]  SZjfaffi43 WRME 43 H JE4-9—4-(( (e al-2- R B PR 4k ) Bk ) R O ) DR g -1 -
PR TE (A43)

[0239] E/\b\ro\ﬂ“
O

[0240] W3- JRELTAEE S e 4 ( (U B AL ) AR R ) IR e - 1-F BB T e, HER e 5t
BE AR B & TS EI8 . 1 5. 4, 137 A4S R E (7761 % ) o' NMR
(400MHz ,DMS0-ds)67.26-7.11(m,5H) ,4.03(dt,J=12.5,7.1Hz,2H),3.88(s,2H),3.27
(dt,J=12.6,7.2Hz,2H),3.04(dt,J=12.5,7.2Hz,2H) ,2.75-2.57(m,5H) ,2.44(s,1H),
2.04-1.86(m,2H),1.91(s,1H),1.66(s,1H),1.64(ddt,J=25.3,13.7,7.1Hz,2H),1.45
(dt,J=13.1,7.1Hz,2H),1.18(dt,J=13.3,7.2Hz,2H),0.95(s,1H),0.71(s, 1H) ; LRMS
(EST):390.25[M+H] "

[0241]  skjifi44 3-SR HEA-TR-4- (e al-2- R EL PR 6 ) s B ) FR Ok ) Wk et — 1 - FF R I
(A44)

| 3 cl
[0242] E/\qu/o
Q

[0243] 4 3-JR L TA M S 5 4 g 3-SR SR U R L AR BT 75 R L 3K A ol 46 T v Rl 5
WS, 122 )A44 (P2 Z274% ) o 'H NMR(400MHz ,DMSO—-ds)87.51-7.45(m, 1H),7.39-7.26(m,
3H),7.26-7.11(m,5H),5.02(s,2H),4.04(dt,J=12.5,7.1Hz,2H),3.26(dt,J=12.5,
7.0Hz,2H),2.76-2.64(m,2H),2.01-1.83(m,3H),1.64(ddt,J=25.1,13.2,7.0Hz,2H),
0.93(td,J=7.0,5.1Hz,1H),0.71(td,J=7.0,5.0Hz, LH) ; LRMS(EST) : 417. 17[M+H]",
[0244]  SZjff45 2-G KR4 -4-((OUxN-2- R ERIA P 2 ) 2 28 ) FR 2 ) Wik g — 1 - FF PR I
(A45)

SN F
[0245] 5/\O¢chj©
e

[0246] 45 3—JR B TA e U e 2SR B U R LA P 75 Rk L3k A ol 46 T v Rl <
WIS, 15 P2 )A45 (P2 2270% ) o 'H NMR(400MHz ,DMSO—-ds)87.45-7.31(m, 2H),7.26-7.05(m,
7H),5.09(d,J=0.9Hz,2H) ,4.03(dt,J=12.5,7.1Hz,2H),3.26(dt,J=12.5,7.0Hz,2H),
2.75-2.64(m,2H),2.00-1.82(m,3H),1.73-1.55(m,2H),0.94(td,]J=7.0,5.0Hz,1H),0.71
(td,J=7.0,5.1Hz,1H) ; LRMS(EST):417.17[M+H] ",

[0247]  sLjEf46 (4-F—4-((OxaU-2- LR IE ) 2 28 ) FF At ) WRme -1 -2 ) (O3 ) B
(A46)
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[0248] 5/\1:0, YQ

[0249] Y 328 7 TA] Mg S 425 460 oy 2 R 9 S, L4 P o Rk« 3k 7) 2 il & 7 V6 () SE Tt 19118, 15
FEMIA46 (723266 % ) o 'H NMR(400MHz ,DMSO-ds)87.59(tt,J="7.2,2.2Hz,1H),7.50-7.36(m,
4H),7.26-7.11(m,5H),3.75(dt,J=12.5,7.1Hz,2H),3.13(dt,]=12.6,7.2Hz,2H) ,2.76-
2.64(m,2H),2.60(s,1H),1.98-1.86(m,2H),1.90-1.80(m,1H),1.63(ddt,J=25.1,13.2,
7.0Hz,2H),0.96(td,]=6.9,5.0Hz,1H),0.70(td,J=7.0,5.0Hz, 1H) ; LRUS(ESI) :353.20
[M+H]

[0250]  sLjf47 A-FUT BRI -4-((Oxal-2-ZRBR BRI 4L ) Ut ) FR 2 ) R mg -1 - F
PTG (A47)

[0252] 43— R EE P BE S H oAU T HE AR RS IR B , Hop Bl iRk R & il 28 T7 1
7] SZ 18 , 49 7 A4T (77 2269% ) o 'H NMR(400MHz ,DMSO-ds)87.39(t,J=6.3Hz ,4H) ,7.26-
7.11(m,5H),5.18(d,J=1.2Hz,2H),4.04(dt,]=12.6,7.2Hz,2H),3.25(dt,J=12.5,
7.1Hz,2H),2.77-2.64(m,2H),2.00-1.82(m,3H),1.64(ddt,J=25.1,13.2,7.2Hz,2H),
1.31(s,9H),0.94(td,J=7.0,5.1Hz,1H),0.70(td,J=7.0,5.1Hz, 1H) s LRUS(EST ) : 439. 27
[M+H]

[0253]  SEifhi48 4-aR—2—F Hh—4- (O aN-2- IR PR TR B ) 2 2k ) Y 68 ) WR g — 1 - P R 1B
(A48)

[0254] ﬁ/\b:n/o\/Q

[0255] 43R —4—H R AENR e — 1 - R R IR 2 o4 —am—2— FP -4 FR R AR R e — 1 - FR R

Bg , H AP R 5 U&%U%ﬁ/iﬂj&ﬁﬁfﬂl B MIA48 (75 %68% ) . ' NMR<400MHz
DMS0-de)67.39-7.26(m,5H),7.26-7.11(m,5H),5.50(d,J=12.3Hz,1H),5.31(d,J=
12.4Hz ,1H),4.16(dt,J=12.4,7.1Hz,1H),3.79(h,J=6.8Hz,1H),3.21(dt,J=12.4
7.1Hz,1H),3.04(dd,J=25.2,12.4Hz,1H),2.90-2.66(m,2H) ,2.12-1.60(m,4H),1.46
(ddd,J=25.3,13.1,7.0Hz,1H),1.25(d,J=6.8Hz,3H),0.94(td,J=7.0,5.0Hz,1H) ,0.69
(td,J=7.0,4.9Hz,1H) .LRMS(EST) : 397.22[ M+H] ",

[0256]  SZiEf49 4-5R—2,6- 34— ( (-2 KL IR TR 3L ) G L) B 38 )R e — | -
FHEE(A49)

[0257] H" TQVQ

[0258] a4 —4—H It SRR E - 1 - FF R R 5 e g4 -2, 6— - F -4 F I R g -1 -
B2 TG LA % SRk LA R0 B i 4% J VA TR SE R L, 45 7E A49 (PR EET4% ) o TH NMR
(400MHz , DMSO—de)87.39-7.26 (m,5H) ,7.26-7.11(m,5H),5.35(d,J=12.4Hz, 1H),3.88(q,
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J=6.9Hz,2H),2.74-2.64(m,2H),2.60(s,1H),1.94-1.78(m,3H),1.51(ddd,J=25.3,
13.2,7.0Hz,2H),1.25(d,J=6.8Hz,6H),0.95(td,J=7.0,5.0Hz,1H),0.69(td,J=7.0,
5.0Hz, 1H) ; LRMS(EST) :411.24[M+H]",

[0259]  sZj 150 4—F—-4-(((al-2-(25-2-3L) FRTA 3L ) &) FF 4L ) R g — 1 - FF iR I
(A50)

[0260] (ﬁAghYo
G

[0261] 5 e -2 IR FEIRTA I B Ry e s -2 (25 —2-38) IR TA % , oA i Uk 3591 2% il
5 VE R SE 1, 4572 IAS0 (P2 2260 % ) o 'H NMR(400MHz ,DMSO—ds) 67.94-7.81(m, 3H),
7.57-7.39(m,4H),7.39-7.26(m,5H),5.22(s,2H),4.04(dt,J=12.4,7.2Hz,2H),3.30(dt,
J=12.5,7.1Hz,2H),2.76(q,J=7.0Hz,1H),2.66(s,1H),2.60(s,1H),2.05-1.87(m,3H),
1.64(ddt,J=25.1,13.2,7.2Hz,2H),0.99(td,J=7.0,5.0Hz,1H),0.75(td,]J=7.0,
5.0Hz, 1H) ; LRUS(EST):433.22[M+H]",

[0262]  sLjaff51 4-Fm—4-(((aN-2-CRIFBENy -5 ) BRI 5L ) B8 ) FF AL ) WRWE -1 - F iR
FHEE(AS1)

A ANl
s (LT 0L D)
Qa

[0264] ¥ o 3 -2-FR FL AT B s 4ok e -2 - CR IR EWy -5 ) IR T e, Ho A s JE Rk ik
7 e il 4 7 9 [E) SEJ 9 1, 453 77 MIAS 1 (77 3855 % ) o 'H NMR(400MHz , DMS0-ds)87.96(d, J=
7.5Hz,1H),7.68(s,1H),7.55-7.44(m,2H),7.32(dtd,]J=8.9,7.4,2.3Hz,6H),5.22(s,
2H) ,4.03(dt,J=12.6,7.2Hz,2H),3.30(dt,]=12.5,7.0Hz,2H),2.77(q,J=7.0Hz, 1H),
2.66(s,1H),2.60(s,1H),2.05-1.87(m,3H),1.73-1.55(m,2H),0.99(td,J=7.0,4.9Hz,
1H),0.77(td,J=7.0,4.9Hz, 1) ; LRUS(EST ) : 439. 18[M+H]",

[0265]  sEjifafsi52 A-3R—4—(((a-2-(Mbmeg—4-J ) BRTA 58 ) 0L ) FF 88 ) WR e — 1 - P R I
(A52)

[0266] ,©/A ﬂ/\T\/)N\ﬂ/o\/i)
o

[0267] 45 e 32— IR LI T B e oy S -2 - (b i —4 -5 ) IR T B , He A P i Rk k571 &%
i 8 7 R R L L, 1577 A5 2 (77 2265 % ) o 'H NMR(400MHz ,DMS0-ds)68.50(d, J=5. 1Hz,
2H),7.39-7.26(m,5H),7.22(d, J=5.2Hz,2H) ,5.22(s,2H) ,4.02(dt,J=12.5,7.0Hz ,2H),
3.34-3.13(m,3H),2.66(s,1H),2.60(s,1H),1.94(ddt,]=25.3,13.9,7.1Hz,2H),1.79-
1.54(m,3H),0.86(td,J=7.0,4.9Hz,1H),0.61(td,J=7.0,5.0Hz,1H) ; LRUS(EST) : 384. 20
[M+H]

[0268]  sLjafs53 4-g—4-( (e X—2-(TH-M5|WR -5 ) IR P 2 ) 2 2 ) AR R ) WR g — 1 - F iR
K h5(A53)
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2R -oa oW
O

[0270] B e -2 IR FE IR TR e oo 20—2— (LH-Wg| W =58 ) BR TR i , LR BT 75 Bk ik
7 K i1l £ 5 VR RS2 a9 1, 49 77 MIAS 3 (77 257 % ) o 'H NMR(400MHz ,DMSO-ds)811.53(s, 1H),
7.82(s,1H),7.56(d,J=7.5Hz,1H),7.43(d,J=7.5Hz,1H),7.39-7.24(m,6H) ,6.64(dd,J
=7.4,1.4Hz,1H),5.22(s,2H),4.03(dt,J=12.5,7.1Hz,2H),3.29(dt,J=12.5,7. 1Hz,
2H),2.76(q,J=7.0Hz,1H),2.66(s,1H),2.60(s,1H),2.05-1.87(m,3H),1.64(ddt,]=
25.1,13.2,7.2Hz,2H),0.99(td,J=7.0,4.9Hz,1H),0.76(td,]=6.9,5.0Hz, 1H) ; LRMS
(EST):422.22[M+H]"

[0271]  sEjff54 4-F—4- (-2 (1-FF S - 1 H-W5| W -5 ) PR TR ) 2 AL ) HF 22 ) Wk e —
1-FER-R 5 (A54)

[0273] o S s -2- IR B IR TA e 40 S a2 - (1 - -1 H-Wg =52 ) SR T i, LR P s
JEORE B K ) D VAR SERE 411, 497 9A54 (7 2667 % ) o 'H NMR(400MHz , DMSO-ds ) 67 . 66
(t,J=1.5Hz,1H),7.52(d,J="7.5Hz,1H),7.39-7.26(m,5H),7.17(d, J=7.5Hz, 1H),7.02
(dd,J=7.5,1.50z,1H),6.53(dd,J=7.5,1.6Hz,1H),5.22(s,2H) ,4.12(dt,J=12.5,
7.1Hz,2H),3.79(s,3H),3.12(dt,J=12.5,7.1Hz,2H),2.75(q,J=6.9Hz, 1H) ,2.66(s,
1H),2.60(s,1H),2.02-1.84(m,3H),1.65(ddt,J=25.1,13.2,7.2Hz,2H),0.96(td,J=
7.0,5.0Hz,1H),0.72(td,J=7.0,5.0Hz, 1H) ;LRMS(EST) : 436. 23[M+H] ",

[0274]  Sjififhl55 A-gm—4—(( (e al-2-(Hg|bRnpk—5-2 ) PR Y 2k ) Gk ) R ) WIRE -1 -FF iR R
liE (A55)

[0275] “/\OTO\@

[0276] 44 e F—2— R FL IR A e oy S -2 — (Mg Dbk —5— 2 ) B TAT e , FLAR I 75 Bk 1K)
R 148 IR RS2 A5 1, 45 77 HABS (57 2855% ) o 'H NMR(400MHz ,DMSO—ds)87.39-7. 26 (m,
5H) ,6.95(d,J=2.0Hz,1H),6.69(dd,J=7.4,2.0Hz,1H),6.47(d,J=7.5Hz,1H),5.83(s,
1H),5.22(s,2H),4.02(dt,J=12.5,7.2Hz,2H) ,3.65-3.43(m,2H),3.28(dt,J=12.5,
7.1Hz,2H),2.88(ddd,J=18.5,10.3,8.0Hz,1H),2.77-2.57(m,4H) ,2.04-1.82(m, 3H) ,
1.63(ddt,J=25.1,13.2,7.1Hz,2H),0.95(td,J=7.0,5.1Hz,1H),0.71(td,J=7.0,
5.0Hz, 1H) ; LRMS(EST) : 424 . 23[M+H] "

[0277] iﬁﬁfﬂ% 4=5 4~ (e aR-2- (1 - (CRTE RS ) 5|k iR —5 5 ) PR TR 28 ) 2 ) R 2)
W e —1 — FF i < B (AB6)

oz c.A“b 0

(02791 Hf (-2~ ﬂxﬁﬂﬁﬂéz%?ﬁ%fj&ﬁ 2= (1- CORf B 425 ) W e R -5 -2 ) IR T e, Heo
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PIFR R TR B ) 46 75 A R SR 43 77 A6 (7 427096 ) . 'H NMR(400MHz , DUSO~ds) &
7.68-7.51(m,5H),7.39-7.26(m,5H),7.17(d,J=2.0Hz,1H),6.75(dd,J=7.5,1.9Hz, 1H),
6.63(d,J=7.5Hz,1H),5.22(s,2H) ,4.43-4.22(m,2H) ,4.19-4.09(m, 1H),3.99(dt,J=
12.5,7.1Hz,1H),3.32(dt,J=12.5,7.1Hz,1H),3.08(dt,J=12.5,7.1Hz,1H),2.97(q,J =
6.9Hz,11),2.92-2.83(m,2H),2.66(s,1H),2.60(s,1H),2.09-1.72(m,4H),1.63(ddt,J=
25.1,13.2,7.1Hz,1H),0.90(td,J=7.0,5.0Hz,1H),0.69(td,J=7.0,5.0Hz, IH) ; LRMS
(ESI):564.23[M+H] .

[0280]  SEififfl57 A-f-4-(( (-2 (TH-VH{IM—3~3E) PR P 2 ) Gk ) Y86 WG i~ 1= FF i

“EHE (A5T)
O

[0282] g S X -2 IR FL IR A % oA Je 5 -2 - (TH-WIR =32 ) SR I I, JL R B Bk ik
R B il 2 7 R R SRR AL A5 7= AT (P2 261% ) o 'H NMR(400MHz , DMS0—ds)610.75(s, 1H),
7.58(dd,J=7.4,1.5Hz,11),7.39-7.26(m,3H),7.32(s,3H),7.17(s,1H),7.02(dtd, J=
32.8,7.4,1.5Hz,2H),5.22(s,2H),3.89-3.71(m,3H),2.89(dt,]=12.5,7.2Hz,2H) ,2.66
(s,1H),2.60(s,1H),1.88(ddt,J=25.1,12.3,7.1Hz,2H),1.72-1.46(m,3H) ,0.71(td,J=
6.9,5.0Hz,1H),0.46(td,]J=7.0,5. 1z, IH) s LRMS(EST) : 422. 22[M+H] "+

[0283]  sLjifa 58 4—m—4—(((a-2- (BRI IE[ 1, 2-a JIENE -3 2 ) PR 48 ) 2 ) FF 3 ) IR
e —1-H IR R (A58)

[0284] Q‘JA ﬁmb:\ﬂ,o
o

[0285] 4 Jo F—2—- BRI TA Jl 5 oMy S -2 (WK [ 1, 2-a JRH g -3 08 ) IR i , oA Pl
TR AR A2 A8 T VE R S 1, 43 IAB8 (772851 % ) o 'H NMR(400MHz ,DMSO—ds) 88. 47
(dd,J=7.4,1.5Hz,1H),7.89(s, 1H),7.47(dd,J=7.5,1.6Hz,1H),7.39-7.26(m,5H) ,7.21
(td,J=7.5,1.5Hz,1H),6.85(td,J=7.4,1.4Hz,1H),5.22(s,2H),3.83(dt,J=12.4
7.2Hz,2H),3.76(q,J=7.0Hz,1H),2.89(dt,J=12.5,7.2Hz,2H),2.66(s,1H),2.60(s,
1H),1.88(ddt,J=25.1,12.3,7.1Hz,2H),1.72-1.46(m,3H),0.82(td,J=7.0,4.9Hz, 1H),
0.57(td,J=7.0,5.0Hz, [H) ; LRUS(EST) :422. 21 [M+H]",

[0286]  sEJtif59 4-F—4-(((Jeak-2-(2,3- A IR IR -5-35) IR 38 ) & 3k ) 1 2% ) IR
e —1 - FF i (A59)

s e

[0288] S R —2- TR IR TA G B o ] -2 (2, 3- A 2R kI —5-38 ) SR T i, HL A
5 JEURE AR B ] 4% D VA TR SE R 1, 43 7R MIAB9 (7 %665 % ) o 'H NMR(400MHz , DMSO~ds)
7.39-7.26(m,bH),7.05(d,J=2.0Hz,1H),6.96(dd,]J=7.5,2.1Hz,1H),6.78(d,J="7.5Hz,
1H),5.22(s,2H),4.47-4.37(m,2H) ,4.03(dt,J=12.5,7.1Hz,2H),3.29(dt,J=12.5,
7.1Hz,2H),2.99(ddd,J=18.6,6.2,2.5Hz,1H),2.77-2.57(m,4H) ,2.04-1.84(m,3H) ,1.63

[0281]

[0287] 5
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(ddt,J=25.1,13.2,7.1Hz,2H),0.95(td,J=7.0,5.0Hz,1H),0.71(td,J=7.0,5. 1Hz,
IH) ; LRMS(EST) :425.22[M+H] ",

[0289]  sZji@ 60 4-F—4—(((ea-2-(Euiii—6-38 ) I 3 ) Z AL ) FF 38 ) WR g -1 - FF BRI
(A60)

[0290] u/\bﬁr"

[02911 ¥ k-2 HL BRI e o S —2- (LA i —6— 38 ) IR i, LA i i J5oRE il ) A
Hil 45 VR S 1, 45 72 A6 0 (77 266 % ) o 'H NMR(400MHz , DMSO—-ds) 87.39-7.26(m,5H),
7.04-6.98(m, 1H),6.96-6.89(m,1H),6.77(d,J=7.4Hz,1H),5.22(s,2H) ,4.08-3.91 (m,
3H),3.94-3.84(m, 1H),3.28(dt,J=12.5,7.1Hz,2H),2.77-2.64(m,3H),2.60(s, LH),
2.50-2.36(m, 1H),2.04-1.74(m,5H),1.73-1.54(m,2H),0.95(td,J=7.0,5.0Hz, 1H),0.71
(td,J=7.0,4.9Hz, 1H) ; LRMS(EST) :439. 23[M+H]",

[0292]  sEjEf#61 4-F-4-((OUa-2-(2-%F4X-1,2,3, 4-VUEEmk-6-34 ) R L ) & L)
) WR e —1 - FF 2 G (A61)

Raee

[0294] g e 2R IR i B oy e -2- (2% AK-1, 2, 3, 4- DU S k-6 -5 B TR i
F A i 75 JRURE IR B il 4 T3 v RIS a4 1, 45 77 A61 (7= 3269 % ) o 'H NMR (400MHz , DMSO~
ds)810.01(s,1H),7.39-7.26(m,5H),7.20(d,J=2.1Hz,1H),7.11(dd,J=7.5,1.9Hz, 1H),
6.98(d,J=7.5Hz,1H),5.22(s,2H) ,4.14(dt,J=12.5,7.1Hz,2H),3.31-3.07(m,4H) ,
2.89-2.70(m,2H),2.66(s,1H),2.60(s,1H),2.48(ddd,J=15.2,4.4,1.7Hz,1H),2.11
(ddt,J=25.1,13.2,7.2Hz,2H) ,1.89(q,J=7.0Hz,1H),1.67(ddt,]J=25.3,13.2,7.2Hz,
2H),0.96(td,J=6.9,5.0Hz,1H),0.72(td,J=7.0,5.0Hz, 1H) ; LRUS(EST):452.23[M+H]".
[0295]  sLjifEfs62 43R —4-(( (e axl-2-(MEMy —3—4L ) IR TR 3L ) & 2% ) FF L ) Wik e — 1 - FR R "R B

(A62)
Aevee
o

[0297] % e 3R —2-ZR L R TR B 4l e -2 - (BB —3— 350 ) IR T e, FL AR 75 0k} ) 2%
i85 7 R R L L, 1577 A6 2 (P2 2275% ) o 'H NMR (400MHz , DMSO-ds)87.39-7.26 (m,5H)
7.22(d,J=7.5Hz,1H),6.95-6.86(m,2H) ,5.22(s,2H) ,3.83(dt,J=12.4,7.2Hz,2H) ,3.76
(q,J=7.0Hz,1H),2.89(dt,J=12.5,7.2Hz,2H),2.66(s,1H),2.60(s,1H),1.88(ddt,J=
25.1,12.3,7.1Hz,2H),1.63(ddt,]=25.3,12.5,7.1Hz,2H) ,1.51(q,J=7.0Hz, 1H),0.69
(td,J=6.9,5.0Hz,1H),0.44(td,J=7.0,5.0Hz, 1H) ; LRUS(EST) : 389. 16[M+H] ",

[0298]  sjifafs63 A-3R—4—((O-2- (Wi -3 ) FRTA 8 ) 0L ) FF 88 ) Wk e — 1 - R I
(A63)

[0293]

[0296]

[0299]
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[0300] ¥ fo 3 —2-FR L IR T e % 4l e s —2— (R —3— 35 ) R T e, FL AR 75 0k IR 77 2
i85 7 L R L L, 1577 MIA63 (P2 Z275% ) o 'H NMR(400MHz ,DMSO—ds)87.39-7.26(m,6H),
7.11(d,J=1.5Hz,1H),6.13(dd,J=7.5,1.5Hz,1H),5.22(s,2H),3.83(dt,J=12.5,
7.2Hz,2H),3.76(q,J=7.0Hz,1H),2.89(dt,J=12.4,7.2Hz,2H),2.66(s,1H),2.60(s,
1H),1.88(ddt,J=25.1,12.3,7.1Hz,2H),1.63(ddt,J=25.3,12.5,7.1Hz,2H),1.51(q,]
=7.0Hz,1H),0.78(td,J=7.0,5.0Hz,1H),0.53(td,]=6.9,5.0Hz,1H) ; LRUS(EST) :
373.18[M+H]",

[0301]  sLjEf64 4-Fm—4—(((Jeal-2—(MEME—2—FL ) IR L ) 3L ) B 3 ) R e —1 - FF iR I
(A64)

[0302] (@Aﬁ NTO\/Q
o]

[0303] % ;e R —2—FE LR T e 5 e oy fe 2 —2— (B IME—2— 35 ) BR T g , Hi4x P i S0k} 77 %
i 8 7 R R L L, 1577 IA64 (P2 2270% ) o 'H NMR(400MHz ,DMS0-ds)87.69(d, J=7.5Hz,
1H),7.58(d,J=7.5Hz,1H),7.39-7.26(m,5H) ,5.22(s,2H),3.83(dt,J=12.4,7.2Hz,2H),
3.76(q,J=7.0Hz,1H),2.89(dt,J=12.5,7.2Hz,2H),2.66(s,1H),2.60(s,1H),1.88(ddt,
J=25.1,12.3,7.1Hz,2H),1.63(ddt,]=25.3,12.5,7.1Hz,2H),1.51(q,J=7.0Hz, 1H),
0.78(td,J=7.0,4.9Hz,1H),0.53(td,]=6.9,5.0Hz, LH) ; LRMS(EST) :390. 16[ M+H]",
[0304]  sEjtif65 44— (((a-2-(4-FoRHE:) PR 4k ) 2 B8 ) A 2L ) WR g — 1 - R 2 < I
(A65)

A
[0305] F ”AO;TO\)@
Q

[0306] 5 ;¢ R —2-ZR FL IR T e B oy e —2—- (-8 38 ) IR TR e, e 4x P 7 SRk ki) &%
Hil 45 VR SL A 1, 45 7= IA65 (P2 278 % ) o 'H NMR (400MHz , DMSO—-ds) 87.39-7.26(m,5H),
7.16(ddd,J=7.0,5.8,1.1Hz,2H),7.12-7.03(m,2H),5.22(s,2H) ,4.04(dt,J=12.5,
7.1Hz,2H),3.25(dt,J=12.5,7.1Hz,2H),2.75-2.64(m,2H) ,2.00-1.82(m,3H) ,1.64(ddt,
J=25.1,13.2,7.2Hz,2H),0.95(td,J=7.0,4.9Hz,1H),0.71(td,J=7.0,5. 1Hz,1H) ; LRMS
(EST):401.20[M+H]"

[0307]  SEjiff166 4-%R—4-(((RR-2-(4-FAE L) IR 5L ) S ) B 28 ) ki — 1 - FF iR %
15 (A66)

[0308] Nc ﬂm@“m’"
O

[0309]  #je R—2-FE IR BB oy e R —2—- (4B UL 8 0 ) BR T e, LR B 75 JEUR) iR )
R 148 IR RS2 a5 1, 49 77 HA66 (57 28T72% ) o 'H NMR(400MHz ,DMSO—ds)87.73-7.66(m,
2H),7.33(tdd,J=8.7,4.2,2.8Hz,7H),5.22(s,2H),4.09(dt,J=12.4,7.1Hz,2H),3.23
(dt,J=12.4,7.1Hz,2H),2.73-2.64(m, 2H),2.01-1.83(m,3H),1.67(ddt,]=25.3,13.2,
7.2Hz,2H),0.95(td,J=7.0,4.9Hz,1H),0.69(td,J=7.0,5.0Hz, 1H) ; LRUS(ESI) : 408. 20
[M+H]
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[0310]  sEjEfsl67 4-F—4-(((a-2-(4-F S B TREE ) IRPT 4k ) ) F ) DR g — 1 -
“NHR(ABT)

AN E i
w00
o]

[0312] W R -2-ZE LR TA e B e ol e 22— (4- B AU 2R 3 ) 3R A e, HE AR B 7 BBk ik
) % Hill £ 7 1 [F) SE 1 L, A8 P2 A6 T (P2 2£70% ) o 'H NMR(400MHz , DMSO—ds )87 .39-7. 26 (m,
5H),7.10-7.03(m,2H),6.95-6.88(m,2H) ,5.22(s,2H) ,4.03(dt,J=12.5,7.1Hz,2H) ,3.79
(s,3H),3.28(dt,J=12.5,7.2Hz,2H),2.77-2.64(m,2H) ,2.04-1.82(m, 3H) , 1.63(ddt,J=
25.1,13.2,7.1Hz,2H),0.95(td,J=7.0,5.1Hz,1H),0.71(td,J=7.0,5.0Hz, H) ; LRMS
(ESI):413.22[M+H]",

[0313]  sZjififf68 4——4—( (R —-2-(2-Z BhFE 5L ) BRTA 3k ) & 3k ) FR 3k ) MR g — 1 - F s
K (A68)

o .
[0314] é/é\ F’htj,l,@,o

[03156] g je R—-2- IR A B B oy e -2 (2- 2 Bk 3 283 ) IR A e, e 4x P 75 R ik
7 e 4% I VR R S a1, 277 IA68 (57 ZET70% ) o 'H NMR(400MHz , DMS0-ds)67.66(dd, J=
7.5,2.0Hz,1H),7.46(td,J=7.5,2.1Hz,1H),7.39-7.26(m,5H) ,7.27-7.12(m, 2H) ,5.22
(s,2H),4.04(dt,J=12.6,7.2Hz,2H),3.24(dt,J=12.5,7.0Hz,2H),2.73-2.64(m,2H),
2.60(s,1H),2.50(s,3H),2.08-1.82(m,3H),1.72-1.54(m,2H),0.85(td,]=7.0,5.0Hz,
1H),0.53(td,J=7.0,5.0Hz,1H) .LRMS(ESI) :425.22[M+H] ",

[03161 Sf69 4-m-4-((Oxal-2-(01, 1 -BOR -4 58 ) BRP 3k ) 2k ) FF R ) DR mEE -1 -

“RhE(A69)

[0317] ‘/‘AA@ 0

[0318] g Se -2 IL R H o e al-2—- (L1, 17 -IROR ] -4-35) R i, F AR P s I
BE B & VAR SE G L 137 4)A69 (7368 % ) o 'H NMR(400MHz ,DMSO-ds)87.70(dd
J=7.6,2.00z,2H),7.54-7.37(m,5H),7.37-7.26(m,7TH) ,5.22(s,2H) ,4.04(dt,J=12.4,
7.10z,2H),3.29(dt,J=12.5,7.1Hz,2H),2.75(q,J=6.9Hz, 1H),2.66(s,1H) ,2.60(s,
1H),2.04-1.85(m,3H),1.73-1.55(m,2H),0.96(td,J=7.0,4.9Hz, 1H),0.72(td,J=7.0,
5.1Hz, 1H) ;LRMS(EST) :459. 24[M+H] ",

(03191 SZtf70 4-g—4-(((Real-2-(4-FILIREL) R AL ) B2k ) FF 2R ) WRE -1 - iR R
li&(A70)

[0320] ﬁh\(ov@

[0321] ¥R -2-FRHEI A M o I -2- (4-FF 3L 28 IR e, 4 BT 38 TRk k77
Ko 1| 4% 5 R S 1, 4577 IAT0 (P2 2275% ) o 'H NMR(400MHz , DMS0-ds )87 .39-7. 26 (m,
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5H),7.12-7.04(m,2H),7.06-6.98(m,2H),5.22(s,2H) ,4.03(dt,]J=12.6,7.2Hz,2H) ,3.29
(dt,J=12.5,7.1Hz,2H) ,2.77-2.64(m,2H) ,2.21(s,3H),2.04-1.84(m,3H),1.63(ddt,]=
25.1,13.2,7.0Hz,2H),0.95(td,J=7.0,5.0Hz,1H),0.71(td,J=7.0,5.1Hz, 1H) ; LRMS
(EST):397.22[M+H]",

[0322]  SEJEMI71 4-3R—4- (O -2-(4-fHFE ORI ) BRTA L ) S k) FR L ) R g — 1 - FF IR
B (A71)

A
[0323] 02,, 2GS
O

[0324] 4 ;e R—2-FEFLBRTA I B oy ek —2— (AR L 2 35 ) BR TR e, HE AR B 75 0k} ViR 77)
R4 IR RS2 1, 4577 AT (57 2872% ) o 'H NMR(400MHz ,DMSO—ds)88.22-8.13(m,
2H),7.39-7.26(m,7H),5.22(s,2H),3.95(dt,J=12.6,7.2Hz,2H),3.19(dt,J=12.4,
7.1Hz,2H),2.81(q,J=7.0Hz,1H),2.66(s,1H),2.60(s,1H),1.96-1.72(m,3H),1.56(ddt,
J=25.3,13.7,7.1Hz,2H),0.95(td,J=7.0,4.9Hz,1H),0.70(td,]=7.0,5.0Hz, 1H) ; LRMS
(EST):428.19[M+H]",

[0325] st 72 4-(fx A —2-(((1-COREEL) AL ) —4-RIRIE -4 ) F L) & L) B TA
B R (AT2)

AN AF
ooc['ii- g/\t::l\ro\xi::]
o

[0327] g je -2 R LA i 8 4 4 - (e -2 -G L PR 228 ) IR AR R , 4 P 75 i L 3k
7 e 1] 4% 7 R [E SEHE L, 45372 MIAT2 (77 2860 % ) o 'H NMR(400MHz ,DMS0—ds)812.91(s, 1H),
7.87-7.81(m,2H),7.39-7.26(m,5H),7.22(dd,J=7.4,1.1Hz,2H),5.22(s,2H) ,4.03(dt,]J
=12.4,7.1Hz,2H),3.29(dt,J=12.5,7.1Hz,2H) ,2.77-2.64(m,2H),2.60(s, 1H) ,2.04-
1.86(m,3H),1.64(ddt,J=25.1,13.2,7.1Hz,2H),0.97(td,J=7.0,4.9Hz,1H),0.72(td, ]
=7.0,5.1Hz,1H) ; LRMS(EST) : 427. 20[M+H] "

[0328]  sLjfiff73 4-F—4-(((JeR-2-(3,4- —F R PR L) G 08 ) FF 52 ) R g — 1 - FF i
KhE(A73)

[0330]  fg e R -2- IR B IR TR i B 4 oy -2 (3, 4- R R SRR e, HEAR B sk ik
R B il 2 7 R A SRR AL AP AT (PR 275 % ) o 'H NMR(400MHz , DMSO—ds)67.39-7. 22(m,
6H),7.01-6.88(m,2H),5.22(s,2H),4.03(dt,J=12.4,7.0Hz,2H),3.29(dt,J=12.6,
7.20z,2H),2.77-2.64(m,2H),2.03-1.85(m,3H),1.64(ddt,J=25.3,13.7,7. 1Hz,2H),
0.98(td,J=6.9,5.0Hz,1H),0.72(td,J=7.0,5.0Hz, IH) ;s LRMS(EST) : 419. 19[M+H] ",
[0331]  SZhffi74 4-9M—-4-((2,2,2-=F-N-(RA-2-KHEIRPTIE) Z Bl At ) F A8 RIE -
1-F R ER (AT4)

AL A
[0332] /{O\OTD\Q
Q

[0326]
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[0333]  AG4-3R—4-((OUe -2 2R BRI ) 2 0 ) A B ) WR g — 1 —FF IR T Bis 5 48 g < it 161
LIS =L, He A i JEORE AR50 B il 48 7 VR R S 915 . 1, A8 72 MIATA (P2 2880 % ) o 'H NMR
(400MHz , DMSO-ds)87.39-7.26(m,5H),7.26-7.11(m,5H),5.22(s,2H),3.99(dt,J=12.4,
7.1Hz,2H),3.31(s,1H),3.25(s,1H),3.16(dt,J=12.5,7.1Hz,2H),2.85(q, J=7.0Hz,
1H),2.10-1.86(m,3H),1.67-1.48(m,2H),1.04(td,]=7.0,4.9Hz,1H),0.76(td,]J=7.0,
5.0Hz,1H) ; LRMS(EST) :479. 19[M+H] "4

[0334]  szjitif|75 4-F—4-( (B JE (e R -2- 8L FRTA 56 ) & 3k ) FF 3k ) R g — 1 - 99 8% S g
(A75)

[0335] T/UTOJQ
o

[0336] ¥ Jse a2 ZR L PR T e 45 0 N-FR s s -2 - 2R B R TR e, FL AR 7 kel 3771 2
i85 7 R R L L, 1577 IATS (P2 2274% ) o 'H NMR(400MHz , DMSO—ds) 87.39-7.26 (m,5H),
7.26-7.11(m,5H),5.22(s,2H),4.02(dt,J=12.5,7.1Hz,2H),3.24(dt,]=12.5,7.1Hz,
2H),2.67(q,J=7.0Hz,1H),2.40(d,J=6.3Hz,4H),1.99-1.80(m,3H),1.62(ddt,]=25.1,
13.2,7.0Hz,2H),0.94(td,]=6.9,5.0Hz,1H),0.70(td,J=7.0,5.0Hz, 1H) ; LRUS(EST):
397.22[M+H]",

[0337]  sLjaff76 4-3R—4-(1-(( R -2-IRFEIR L) S L) 4 ) WRiE -1 -HF B2 R B (A76)

[0338] .A J\@ v

[0339] #f4-9-4- Eﬁ@ﬁﬁﬂﬁ%% 1= FR PR R BR B 44— L B - AR e -1 -F R R B, R
Fr it JEUR B B 46 D7V R SR 1 497 PIAT6 (77 2248% ) o 'H NMR(400MHz , DMSO—ds) 8
7.39-7.26(m,5H),7.26-7.11(m,5H),5.22(s,2H),4.02(dt,J=12.5,7.1Hz,2H),3.30(dt,
J=12.5,7.1Hz,2H),3.02(dq,J=25.1,6.8Hz,1H),2.80(q,J=7.0Hz,1H),2.11 (s, 1H),
2.07-1.86(m,3H),1.65(ddt,]=25.1,13.2,7.0Hz,2H),1.10(d,J=6.7Hz,3H),0.96(td,]
=7.0,5.0Hz,1H),0.71(td,J=7.0,5.1Hz, 1H) ; LRMS(EST) : 397. 22[ M+H]".

[0340]  sLjfEfs]77 4-—4-((N-(a-2-ZRFEIA AL ) ZBE 2 B ) T2 ) R e —1-FF 2 R IR
(A7T)

r03a11  (J /“LONTO \/©

Q
[0342]  g4-3F—-4-(((al-2-JRFERINTA AL ) 08 ) B 6 ) WR et — 1 — FF BT I 5 48 19 S e 191
LET3 = MIAL , =B LR BT & o LR IT , Hoa B 75 Rl 7 S il & T VL TRl sE e e)5 . 1, 45
FEMIATT (F22284% ) o 'H NMR(400MHz , DMSO—ds) 67.39-7. 26(m,5H) ,7.26-7.11(m,5H) ,5. 22
(s,2H),4.09(dt,]J=12.6,7.2Hz,2H),3.42-3.29(m,3H),3.25(s, 11),2.78(q, J=7.0lz,
1H),2.08(s,3H),1.96-1.70(m,3H),1.55(ddt,J=25.1,13.2,7.1Hz,2H),0.99(td, J=
7.0,5.00z,1H),0.69(td,]=7.0,5.0Hz, 1H) ; LRMS(EST) : 425. 22[ M+H]",
(00431 SCHEHITS 3--3- (((RoA\2- TR ) B0 ) T4 ) URTR T 4 |- B
(A78)
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[0344] ﬂ/%}o

[0345]  MG4-9R—4-FR Wi HEORIE -1 -F R R BB e 9 3-M-3- R B AL U 00 T -1 - R
Be, A B s Rk 70 B il 4% 5 iR ) SE e B 1, 43 PR MIAT8 (P2 368 % ) o 'H NMR(400MHz
DMSO-ds)867.39-7.26(m,5H) ,7.26-7.11(m,5H),5.22(s,2H) ,4.16(d,J=11.3Hz,1H),4.09
(d,J=11.1Hz,1H),3.85(d,J=11.1Hz,1H),3.79(d,J=11.2Hz,1H),2.90(q, J="7.0Hz,
1H),2.66(s,1H),2.60(s,1H),1.91(q,J=6.9Hz,1H),0.95(td,J=7.0,5.0Hz,1H),0.72
(td,J=7.0,5.0Hz, 1H) ; LRMS(EST) : 355. 17[M+H]".

[0346]  sZftaf79 24 —2-( (22K 3L AT 3L ) G L ) B 3L ) W mph—4—FF R 5 (AT9)

3 3 Q

[0348] i 4~~~ FF G HEUR IV — L~ 1% 2 49 22 P IS 0 4 B L R
PIFR R WA B ) 46 7 A R SR 43 P AT9 (7 426096 ) . 'H NMR(400MHz , DUSO~ds) &
7.39-7.26(m,5H),7.26-7.11(m,5H),5.41(d,J=1.2Hz,2H),4.10(dd,J=25.2,12.6Hz,
1H),3.86-3.72(m,1H),3.74-3.61(m,2H),3.51-3.36(m,2H),3.15(dd,J=25.2,12.4Hz,
1H),2.88(dd,J=25.1,12.5Hz,1H),2.78(q,J=7.0Hz,1H) ,1.88(q,J=7.0Hz,1H),1.55
(s,1H),0.95(td,J=7.0,5.0Hz,1H),0.69(td,J=7.0,4.9Hz, 1H) ; LRUS(EST) : 385. 18[ M+
H]',

[0349] S fs180 4-FR—4-(2-((SRaU-2-FRIIF A L) B 5 ) 6 ) WRIE -1 -F 12 i (A80)

[0350] @A mTOVQ
O

[0351]  Hf 43R4 B JE0R e — 1 - IR IR 5 4 - -4 - (2% & ) WRE -1 - IR i
H AT 7 JEURE IR0 B ) 4% 7 v TR SR 1, 759 7= 0A80 (2278 % ) » 'H NMR (400MHz , DMSO-
ds)67.39-7.26(m,5H),7.26-7.11(m,5H),5.22(s,2H) ,4.11(dt,J=12.4,7.0Hz,2H),3.11
(tt,J=12.0,7.4Hz,3H),2.97(dt,]=12.3,7.8Hz,1H),2.71(q,J=7.0Hz,1H),1.96-1.77
(m,3H),1.72-1.41(m,4H),0.89(td,J=7.0,4.9Hz,1H),0.64(td,]=7.0,4.9Hz,1H) ; LRMS
(EST):397.22[M+H]"

[0352]  sEZjfaff81 39 —3-(((-2-ZFLIRHIE ) EHE) F FE ) WRIE — 1 -FF IR li5 (A81)

: e 9
[0353] Q/UJ\O/\Q
[0354] 43R —4-FF Bt IR e -1 - R R R S o 3- R -3 - B AR R e - 1 - R R e, HR
FIT 75 JEURE 70 B i 46 5 VR R SE R 91 1, 45 72 A8 (P2 377 % ) o 'H NMR (400MHz ,DMSO—ds)
7.32(dg,J=6.0,3.2Hz,5H),7.26-7.11(m,5H),6.44(d, J=12.3Hz,1H),4.63(d,]=
12.5Hz,1H),4.11(dd,J=25.1,12.5Hz,1H),3.76(d, J=12.5Hz,1H),3.38-3.18(m, 2H) ,
3.02(dd,J=25.2,12.4Hz,1H),2.75(dd, J=25.3,12.5Hz, 1H),2.74(s, 1H), 1.98-1.80(m,
3H),1.70(d,J=13.2Hz,1H),1.57(dd,J=25.1,13.2Hz,1H),0.94(s, 1H),0.70(s, 1H) ;
LRMS(EST):383. 21 [M+H] .
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[0355]  sLfifh]82 N-((4——1-CORBAMEL ) WRIE —4—4%) B ) - Se s -2 2R AL IR T i (A82)

[0356] Eﬁ{@
5

(03571 2 325 5 T I S5 #8029 0, LA P 5 BB} L i) B il & 7 V2 R <k Tt 918 , 143
FEYIAS2(FEEET4% ) o 'H NMR(400MHz , DMSO—ds ) 67.92-7.84(m,2H),7.63(hept, J=2.5Hz,
3H),7.26-7.11(m,5H),3.79(dt,J=12.4,7.1Hz,2H),3.35(dt,J=12.4,7.2Hz,2H) ,2.72-
2.64(m,2H),1.75(ddt,J=25.1,13.1,7.0Hz,2H),1.67-1.49(m,3H),0.89(td,J=7.0,
5.0Hz,1H),0.63(td,J=6.9,5.0Hz, [H) ; LRMS(EST) : 389. 16[M+H]",

[0358]  sLjiafh83 2-(4-9R—4-(((JraU-2—RFEIA T AL ) &%) 1 2L WRIE -1 -2 ) 1% (A83)

Semae
Nan

[0360] 335 F R B N 2R O, TR i Bk k) A il % VA R SR 1l , 13724
A83 (72 255% ) o "H NMR(400MHz ,DMSO-ds)87.26-7. 11 (m,5H) ,4.25(t,J=5.0Hz, 1H),3.53
(td,J=7.2,5.00z,2H),3.08(dt,J=12.5,7.20z,21),2.74-2.64(m,2H) ,2.60(s, 1H),
2.49(dt,J=12.2,7.2Hz,4H),2.00-1.89(m,1H),1.94-1.82(m,2H),1.42(ddt,]=25.1,
13.2,7.0Hz,2H),0.95(td,J=6.9,5.0Hz, 1) ,0.68(td,J=7.0,5.0Hz, 1H) ; LRMS(ESI) :
293.20[M+H]".

[0361]  sLifafi8d N-(4—FR-4-( (S -2-HIAA ) BH) F 58) O &) 2B (A84)

[0362] ‘AAO)L\

[0363] 4%4—%?—4—?@%%ﬂ)ﬁ’%%—l—Eﬁ@ﬁ%@%%?ﬁﬁw—@—ﬁ—zﬁﬁ@%%%a%)a@%ﬂﬁ,E
AT R0 B & VR A SE R 1, 15 B PR AS4 (P2 2865% ) o 'H NMR(400MHz , DMSO-
d6)67.26-7.11(m,5H),5.49(s,1H),3.44(p,J=7.0Hz,1H),2.72-2.61(m,2H),2.60(s,
1H),2.33-2.18(m,2H),1.99(s,3H),1.95-1.75(m,3H),1.77-1.66(m,2H),1.67(dd,]J=
5.8,4.3Hz,1H),1.61(dt,J=12.3,6.8Hz,1H),0.99(td,]J=7.0,5.0Hz,1H),0.66(td,J=
7.0,5.0Hz, 1H) s LRMS(EST) :305. 21 [M+H]".

[0364]  sLjE85 N—"FHE-4-3—4-(((al-2-IR IR L) & ) B 28 ) B e (A85)

[0365] @A L

[0366]  Hg4-3R—4—F B IR IE -1 -F B W BE & o4 (R ) -1-AI O b -1 -, R
Fr 75 R ARE R A il & 7 v ] SE Tt 45 1 ,ﬁ—uiuﬁ%A%(ﬁ%m% )o'H NMR(400MHz ,DMSO—ds) &
7.37-7.11(m,10H),4.09(s,2H),2.72-2.57(m,3H),2.09-1.98(m, 2H),1.98-1.83(m,5H),
1.67-1.49(m,4H),0.99(td,J=7.0,4.9Hz,1H),0.66(td,]=6.9,5.0Hz, 1H) ; LRMS(ESI):
353.23[M+H]",

[0367]  SEf186 N—(4-F—4-(((aN-2-IRFEPA P ) 2 ) F ) B 46 ) PR i (A86)
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[0368] ”HQ

[0369]  Hf4—35—4—F B JE0R e — 1 - R R IR S o 1 - -4- ORI RO b -1 - g, R
FIT s SRR A7) B il 4 D7 VA R SE A 1, 13 21 7= 4A86 (7723264 % ) o 'H NMR(400MHz , DMSO—ds) §
7.26-7.12(m,5H),7.17-7.03(m,2H),6.74-6.60(m,3H),6.26(s,1H),3.06(p,]=7.0Hz,
1H),2.76-2.64(m,2H),2.60(s,1H),1.97-1.71(m,5H),1.53(ddt,J=25.3,11.6,6.4Hz,
oH),1.42(dq,J=12.7,6.9Hz,2H),0.95(td,]=6.9,5.0Hz,1H),0.68(td,]J=7.0,5.0Hz,
1H) ; LRMS(EST) : 339. 22[M+H]".

[0370]  sZjEf87 N-(4—f—4—(((JRR-2-FEILBRTA 3L ) G Ik ) B 0L ) BR Ok ) 2R il B i
(A87)

[0371] H

[0372] ¥ 45 —4—FF BEILUR I 1 - FF BR S I 5 0 AN— (43R —4-FF BE 3L IR O 3 ) Rk e
H A BT R B S il 48 R R S 1, P HAST (77 3268% ) o 'H NMR(400MHz , DMSO—ds) §
7.86-7.77(m,2H),7.68-7.55(m,4H),7.26-7.11(m,5H),3.05(p,J=7.0Hz,1H),2.75(q,]
=7.0Hz,1H),2.66(s,1H),2.60(s,1H),1.93-1.74(m,5H),1.68-1.57(m,1H),1.62-1.44
(m,3H),0.94(td,J=7.0,5.1Hz,1H),0.67(td,J=6.9,5.0Hz,1H) ; LRMS(EST) : 403.18[ M+
H]'.

[0373]  sZiEfI88 (1r,4r)—4-FR—4-(((Ra\-2-JKILIRTH L) E 3L ) H 4L ) PR L i (AS8)

E
[0374] ©/A,'3’\O\

[0375]  Hf4—3F—4—F W IR e - 1 - BT BB 4 8 ((1r, 4r) —4-F-4-F AR O ) &
SRR BT S, H AR T EURE AR B & 5 R R S 2, 15 7 A8 (PR ET72% ) ' NMR
(400MHz ,DMSO-ds)67.26-7.11(m,5H),2.83(p,J=7.0Hz,1H),2.76-2.64(m,2H) ,2.60(s,
1H),1.91-1.69(m,5H),1.62-1.44(m,2H),1.47-1.32(m,2H),1.30(s,2H),0.90(td,J=
6.9,5.0Hz,1H),0.67(td,J=7.0,5.0Hz, 1H) s LRMS(EST) :263.18[M+H] ",

[0376] 2Ry P 106 SE i 1]

[0377]  SEjia 5 — o F 7K PG PR I

[0378] 1. LSDU{RANEPESLI

[0379] e 75 ik « M2 FRT S R Mt FFY 2 1 (LSDL ) v PR Wi e

[0380]  fY %% .@briXEnvision™(PerkinElmer,USA).

[0381] A4k} : NIRELLSDL, AL % P H K Wt T 3Rk R RIS H 2 3RAZ KB4 GST
HILSD1 &£ ¥t (aal158—end) s

[0382]  LSDIVEMAG M7 & LANCE Ultra LSD1 Histone H3-Lysine 4 Demethylase
Assay, g HPerkin Elmer/a )

[0383]  H3Z% IKJEAIARTK (mel)QTARKSTGGKAPRKQLA-GG—K(Biotin)-NH2H 7 /RAEAL A A&
J¥o

[0384]  J5i38 . LSDIREMEHRr 5 PE 25 BRH3 22 IR ICA) B RAG M 2 e b i) R B A A A , 5 HL AR il
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ToFR BB IR 1 B - A8 T V2R 2 B (U HB R B4k 2 K (1-24) 1R R, 7SR I CEE SN
Y ZEIRIT . ALSDIEFADI Z 57, B3SO, BE 6 25 B JIAIHBK 4B i) B FEALAZ G o FEEud
TCFTH3KAAR T4 Bl B8 % 15 e e i e S5 pi A S B2 T 45 6 A5 — D , [RI i B o A A 1 1)
AR RO AR AR R A TR I 45 A AR — R M (S Eubr it ) 44 e
s 5B R AR ORI 2 A AR ARSI RBE B, Y T A FAHEAEH
SIS TS BT, 7EBOR B 8 IR A P SR 16350 9 B B R T80, R B KR
620nm; 73— 7 Be B4R B2 Ak (acceptor) b, KT A 665nm. 66 5nml) A& 5 G H A4
(donor) BIRMIFRET =4 o BT LA , 2444 5 AH ELAE IR, 45 P 808 66 20nm 166 5nm 5 24 A
AFAEFEELAE FIR , R 620nm—ANS0R G o 3l A8 U6 65nm A6 20nm B AN 5 K1 2 15
FU A e S ML SD1 2 FF FEAL 36 14 o [) I 15 B 2 1 0 HE R 1) s i 90 2 1) 6 55 - 5238 R FHORY -
1001 .GSK—-28795521F Sy BH 1 #1771

[0385]  #°¢ /it A P « A it FHHDMS OV A » AR ORAF » DMSOFE B 284 Z2 v 1) R Ji 4 1| 7 AN 52 Wi
TS PR VE R 2 Y

[0386]  J¥iide PR B IR FESLAE T , 9 A1 201M , Xof A ot RO PR BEAT M o o) T AE—E M T %
AL HE PR R R, 9 I 2 %6 Inhibi tion K T-50 , P 1 7512 i ¢ &, RITC501H , 18
Teb A R PR ARE R AT AR R R L ANAS B, v BB KA NGraphpad Prism 5, L4 A
IR Aysigmoidal dose-response(varible slope), -T2k 2 B4l 5 i v d 4
WA Bt 2 R AN I 152 5 MO AIL00

[0387]  skEG&E R

[0388]
e ICsy (nM) e ICs (nM)
[0389]
Al 1.04+0.10 Al10 4,08+1.00
A2 6.97+0.73 All 9.50+0.38
A3 164.16+18.20 Al2 24.144+2.96
Ad 23.2740.52 Al3 263.65+10.82
A5 7.83+0.46 Al4 42.37+18.19
A6 52.71£1.40 Al5 21.94+1.40
A7 202.05+30.62 Al6 56.35+1.34
A8 51.83+1.80 Al17 48.96+4.45
A9 55.86+18.77 Al18 80.27+6.70
GSK-2879552 1222.08+327.03

[0390] 2. MAOAFIMAOBAAANE M S 56

[0391] ik 512 « B B E AL EMAOA FIIMAOBYE 2 775 14

[0392] Ay %&b ¥ Envision™(PerkinElmer,USA).

[0393] B4kl : AJEEZAMAOA , W H Promega /s ) s AJR B ZHMAOB, W [ Sigma 2y 7] ;
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[0394]  MAOAFIMAOBE P A6 U7 FEEMAO—G 1ol H Promega 2 W o

[0395]  JE R « AR 7 V2K Fr S R ) — PR MR B 6 R AT AEMDAE N R , MAOABMAOBBE % {4
WAL s ot B R, et R B B 7E w0 2 B 0 1F A T Be % 22 4 =0, AT B %
I w015 T R 5 55 R 5 SZMAOABIMAOB ) i 28 o [R] Py 15¢ 2 1 % HEE SRR 41 5 IRV 12 1) 5 55
SEIG R F Trany 1 cyprominefE 4 FHPE il 551 o

[0396] At b T « 5 it FHDMSOVE A , (IR TR AT , DMSOFE st 2844 Z2 v (1) I B 45 il 7E AN R i A
DS T JE R 2 A

[0397] Wit IR 2R, A 1OORM , Kb A6 it (K i P AT AR o 5 FAE— B4 R
F IRV PR AR &L 5 49 4TI i 22 %6 Tnhibition KT50 , PG P 7 & MM OC 22, RITCsofE, 18
T A U PR AR R HEAT AR Z LS B, v L KA NGraphpad Prism 5, L4 P
R Nsigmoidal dose-response(varible slope) , XK 2 B4l )i g 455 70
H U055 il 22 JEE AR AN TH B 15 7 MO AIL00

[0398]  SRIG&SIR.

oy IC_(uM)-MAOA IC_(pM)-MAOB
[0399] GSK-2879552 >100 >100 |

Al >100 =100

A2 >100 >100

A3 >100 12.78+1.35
[0400] Ad >100 >100

AS >100 >100

TCP 11.55+3.82 7.00+£0.75

(04011 SEZJitaf5]2 . 40 B /K P 3% 1k DU«

[0402] 1. CDS6IEIK ZIA B M -

[0403]  szi; P . SEM 5% )¢ .8 BPCR(Quantitative Real—time PCR)&—FhZEDNAY ¥ 2
R, BBk 22 5 DA IR B A 20U R (PCR) A6 3R I P2 ia B 7 v 1B N S
SIS LR DAL P IR RS 58 DNAFE B HEAT 58 &5 BT B 7716 o BH T 7EPCRYT 14 (1) 15 25 JH L 6%
BRI CUE MHZATE MR (I 16+ DT AE LM IS &R, P AN E B AR -

[0404] A4k} B ML AHBARMVA-11 /)5 JL S PR IR BEZH M ) 95 , S % R AL , AFA-MLLEGR
APt (4,11), ZLSDIFH 771G CD86 F 1k K FBUM A i #k (Analytical Biochemistry 442
(2013)104-106)

[0405]  s2B6757%:

[0406] 1 . A& HTHEMVA-11408350w/mL, 1 24LAR H , FEFLI00UL

(04071 2 A5 A AL S B FH PEAL B UL NN LATRLES FR3E VR 57, HULOORL I A 41
LFK 1 2F0AR VR 20 THIRAE 1 37°C , 5% CO2F & 24h

[0408]  3.yigHEZ1.5mL EPE,2000rpm, £0:3min, & EIF, IAS00mL trizol M, &

3min.
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[0409] 4./ N A100uL =& F &z, B 7P SREPE 15s, &0 B.3min, 12000rpm, 15min.

[0410] 5. H BB 2 — DB MEPE Jf, INA200uL 7 A EE, E T -20°CUK4E 15min,
12000rpm,10min.

[0411] 6. i, IAB00uL 4°75% Z.E% , V& 2] ,7500rpm, 10min.

[0412] 7.2 b EPE B T 18 XU 1 RT, INA 20-30uL K ik RNARR ) 25 5 7K, VR 2,
F6: IRNAMK JEE o

[0413]  SUKGFT A LM G — VAR 750ng/8ul. , INART—ki t’ff 5 M, 42° [ 5% 3% 15min, 85° K
VE B 2min.

[0414] 9. [HEPE FF N AN 100uL 2 B 7K , VR 21

[0415]  10.4%B87 . 6LULAEM+0. 65uL IE[A] 51 4+0. 65uL e [4] 5 4+11 . LIUWLSYBRI EL 51 Bc B
QPCREE i & J\GE 4, 1500rpm , B0 Imin, FFEEQPCR.

[0416] 1. BEFEEHE , KA 427 (- A A ct) AT BOS A 0K++ 5 (BLOOD, 8 AUGUST
2013VOLUME 122,NUMBER 6) .

[0417]  sSEEGZE R
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[0418]
&Y BOEEE (10nM) BUiE 51000 M) EC,, (nM)
Al 2.26+0.13 12.56+0.92 .
A2 6.33+0.96 6.18+0.57 0.81+0.12
A3 2.16+0.05 6.80+0.43 -
Ad 10.31+0.91 10.77+0.05 1.47+0.37
A5 1.05+0.08 5.13+1.02 ,
A6 2.7140.36 8.36+0.61 -
A8 1.89+0.19 13.08+1.22 -
A9 1.9940.39 8.20+0.20 -
Al10 1.86+0.24 8.90+1.65 -
All 7.7140.98 32.36+4.27 -
A12 7.36+0.18 34.3249.95 .
Al4 2.15+0.12 16.24+2.14 -
Al5 12.51+4.38 8.63+0.93 »
Al6 9.02+0.88 14.44+1.06 -
A17 2.47+0.01 5.6340.61 -
Al8 3.20+0.08 26.27+1.03 -
GSK-2879552 1.7940.37 9.76+2.23 -

(04191 2. MTSTyiZ itk A s M A A v 1k

[0420]  SEO& 3 MTSVER T2 3RAL A H0o0) 13 I 75 A MOMV (42 1 1) [ A K VE Y, 5

Fe 17 A PR R A4 T R 3 IR Sl RE S AU P ) D I T A J D VA ) T £

Formazan.

[0421]  FAk: A M35 40 B ARMVA-11: /)L SR bR B B8 20 i (3 M9 S % R A , AF4-MLLE
B (4,11) , A& LSD1H I 740 B A K i B0 4I Uk (Cancer cel1.2012,17;21(4):473~

487) .

[0422]  s2BGTvk:
[0423] 1. HUAb T $UE K A RIMVA-1 10, RS BT $016000ce 1 s /mL , 45 Bk 405 40 ML
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IIAN96FLAR , BEFLIOLL

[0424] 2. BB R0 £ 378 , UM B A 40 Mo 1) 96 FLAR , BEFLOOKL

[0425] 3. 7E4k WM b, B N 1OmM I 15 D4k &4 5 BH PE 4L & #IORY =100 1 I
GSK2879552 , FHDMSOM A 315 1k B Bk FE R AR L 2581 s o

[0426] 4. 43 BUECHEREUT (AL A 021l , 23 TN AT 98uL I 2= [ #5377 2L 96 FLAR H , DMSOZH.
PA20LDMSOAM AN 98ULI 7= (A 55 753 , i 211% F o

[0427] 5.0 I8 = 5498 SIR04L &9 5 BN A A 4l (996 FLAR 1, = & FL , B FL20uL, V&
51075 28 NN IMDMET 37 3£ 2001l , DMSOZH LA FH 35 37 3 # B 41X DMSO I 1 80uL 2 41 g 15 57
8=

[0428] 6. fHIEFEH37°C,5%COMFHE 10K ;

[0429] 7. 10K, INAMTS, % & 2. 5h )5 548 .

[0430]  sRESLE R

oy s

D (uM) 10D (uM)

GSK-2879552 20 1.03+0.36
Al >20 0,037+£0.012
0431] A2 20 0.026:0.0061
A4 >20 0.090£0.028

Al5 >20 0.33+0.16

Al6 >20 10.3842.41

[0432]  SEjifa 53 BN K AR P 25 VP4 -

[0433]  LSD14I 7% A S PERE 2 3 MURMVA-1 TRR /NGRS T B M98 1160 A= K i 4 FH RE 1
Tk R I Y, INNAEFR ER 7K R0 . 3mg/m 1, 45 2258 82 10m1 / kg

[0434]  Zh¥):Balb/cHR/NER , BETE A H 17-20g, W 5 Jb pt 4R P ESLI BB AR A R &
7, A S5 R . TACUCS : 2015-06-13-17

[0435]  4HBEAK :MVA-1 140 MO bR HH R S ARAT o FHIZ AN MOAR BRI RR /NG AT IR 83 B2 T, i i 422
Fire 95 X 10°/ 1, RS AR I8 I R AT FR UG S5

[0436] TG 1T -

[0437]  SEEGT V%

[0438]  ifE AR /NG, A8 B 20 £ 3, 2 PIMV (4, 1 1) ZH B R FZ PR RR /IS bR A MU 83 K2 T » 2
FiE N5 X 10°%/ R, B iR i, R I S A2 R B4R, R K 22100-300mm’ , 45 54 4%
A EE AN R AR AR 3 A R B A R4 252, 5 I AR R S B A 45 S5 2 A e
JE R IR B 452, Frak21 R

[0439]  Jeg E 2 % = (We—Wr) /We X 100 %

[0440]  yF :We: XFHEZH IR 8, Wr e VYT AL R AL

[0441]  Z AL B4l DL A AR e 25808, Giat U5 iR FHT-TESTAUR 73 #E47 o &
e
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[0442]  SEBGEE R

[0443]
o JAE () e 2
415 >
1 2 3 4 5  meantSD (%)
NS 3#) qd ‘ _ ) .
046 115 123 160  0.73
p.o ,
e 1.1540.46 -
NS(##) qd | |
124 174 1.84 092 058
p.o
GSK2879552

_ 0.22 1.19 0.00 1.25 0.10 0.55+£0.55 51.96
10mg/ke qd p.o

Al 50mg/kg , o
0.05 1.82 0.07 0.61 0.11 0.53+£0.68 53.70
qd p.o
Ad Img/kg ,
0.82 0.43 -- 0.47 -~ 0.57£0.18 50.10
qd p.o

[0444]  sEjf4 . KRB #5250

[0445]  SEEGT V%

[0446]  GSK2879552HT ML A% i 15uL T B LA A1, INANGORL A B : ZJE (1:1,v/v) , it
Imin, &0 (11000rpm)5min , B FE R 2001 17K 800L , 3L IR & Ja HERE 73 BT - GSK 28795521
2P V5 FH N0 . 3~12500ng/mL.

[0447]  ATHRIM AR AL S 15uLT B0, IINGOULFFEE : 2 (1:1,v/v), imif Imin, B0
(11000rpm)5min, B B 200L 17K 80LL , WA L TR 51 5 BEFE BT o ALK R PEYE 3. 0~
25000ng/mL.

[0448]  A2BR AL 3 FE S 150L T B o, IINGORLF B : 2 (1:1,v/v) , iR Imin , B0
(11000rpm)5min, BL_E & 200L 17K 40uL , 3 IR 21 5 BEEE - Hr o A2 2R PE VS L R0 . 3~
5000ng/mL.

[0449]  AABRIM 3 FE S 150LT B O, IINGORLE B : ZE (1:1,v/v) , iR Imin, B0
(11000rpm)5min, B /G200l N7 400l , TR 2 5 BERE 8T o A4 LR PEVE [ 1. 0~
5000ng/mL.

[0450]  sEEGZE R

[0451]  GSK2879552.A1 A2MIAAFIZGREN F1 S HUa %
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n B

CN 107200706 A A47/47 TL
[0452]
AUC
Tl 2 rrmax .Cmax AUC last CLgobs MR TINF _obs Vs Sgobs
m%% NEobs ' F(’/e
, _ o oo (h¥*ng  (mL/mi " )
(h) (h) (ng/mL) | (h*ng/mL) ) (k) (ml/kg)
/mL)  nfkg)
GSK28 p.o. 4.24 0.167 9177 5353 5362 - 1.18 == -
79552 [ iv. | 436 | 0.083 7740 4409 | 4418 377 0.96 2180 '
P.0: 9.10 0.083 7197 11360 12882 = 10:2 = )
Al i 43.7
1.v. 3.39 0.083 16700 14623 14724 11.3 3.77 2558
) p-o. 4.11 0.167 544 645 650 - 2.78 = -
A2 i i 235
Lv. 4.72 0.083 2020 1372 1381 121 1.99 13725
p.o. 6.67 2.250 470 1535 1630 - 7.19 ==
Ad 73.0
Ly, 6.71 0.083 932 1052 1105 151 5,69 51527
[0453]  FEARR IR K0 BT SCHRESAE AR W G 5| FIE NS, st a0 lE) 55— e SCHRAE PR

I E NS IR LA R ER A, AL B2 T AR I EIRPHZ N B 25, AT N 1 m]
LI A R AR 2% R sl BRAZ 25 IX S S5 2 2 A R T2 HR 7 I B ORI 2R P TR 2 1 Y

Ml o
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