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1A TRKE SN HI 7 R ERACRIBKE I [1, 2-BIMABR 1L &4

[0001]  ZAHIiE Jyrp [E A B R H S (s H 22009429 H21 H G5 4200980146463 .6
(PCTHIIE 5 4 : PCT/US2009/057729) & B S HK A “VE 9 TR H01 6t 751 ) AR ARk e [ 1
2-BIBKIRAL SW) ) ) 4> SR o

AR

[0002] A HIER T H B AV B8 XL SR MA Y 6l & XL SR Tr
5P OX AR TT T IR AT o SERA 5, A B A8 G T2 e e BRI BRI IR [ 1, 2-b ]
AR AL 510 R DT kS B 1 % g IR Al V0 1) L ] VR 7 R  JOE B S R A
SRR P

EERA

[0003] &I DLEIIRATVEIT JT BRI T 25 T RAE W S8 Ao Joe (] anns e ) HoAA A0 4%
1 A K ek e R S A7 THT R R R DA R T R ROREAE I A T BB L AR SR B b R R A
(NSAID, #4nCOX-1 24 B COX-2 24 ) 7N B A FE VA J7 B IR 20 A B A0 N I 8RB o 4%
COX—1 4011l 771 7T 3 ol 80 F 9t 92 o DRI Lk, — B 75 B850 30 L S A7 2R v 7 FH DL % L L
18 P PR

[0004]  TrkxeHH —H PR PR E FRIH 5 (NT) (1) AT T A K DR 330 1) 1 218 PR 52 A4 TR i
& o Trk 2 AR R B A 3R, B, Trk A TrkB R TrkCo M B 32 TP A (1) Al OE
TrkAM) KR (NGF) , (1) TG TrkB A oG Y5 PE AP 22 5 9% X 7 (BDNF ) ANT-4/5, %
(1i1) PTG TrkCIINT3 . Trk) 32 RIL T AP uH b H 5 & TR 455 E 5155 X
054 9% (Patapoutian,A. 2 A\ ,Current Opinion in Neurobiology,2001,11,272-280).
[0005]  AATTELAEBH Trk/#PEs s 3% IR 5 1@ 72 10 H i 7 72 5 0R 10 2 Flm R T s s =0
R 28HT & 5 O o TS HUPETrkA/NGFIE /2 Hiddk (91 201, RN-624) 75 28 i 14 S AR M R sh )
K A ANKIE RIS A % (Wool £,C. J. 2 A (1994)Neuroscience62,327-331; Zahn,
P.K.%E A (2004)].Pain5,157-163;McMahon,S.B. 25 A, (1995)Nat . Med.1,774-780;Ma,
Q.P. Woolf,C.J.(1997)Neuroreport8,807-810;Shelton,D.L. %5 A (2005)Painl16,8-
16:Delafoy,L. 2 A (2003)Painl05,489-497;Lamb,K.Z A (2003)
Neurogastroenterol .Motil.15,355-361;Jaggar,S. 1.2 A (1999)Br. J.Anaesth.83,442—
448) o BN, BT SCHR TR R A G R MR APLE 7 BDNF & & M TrkBA5 544 T 253810 (Cho,
L.% ABrain Research1997,749,358) , H3#& 1t 50 i 7~ {8 4% BIBDNF/ TrkBigs /2 1) 15 5 4% 3
B AR 1 e A T #0001 A 22 e it i E A A 99998 (Chang—Qi , L5 AMolecular Pain2008,4:
27)

[0006]  534b, ¥3 Wow , Iifyed 4 B A Jirvled 452 N T 5 s 4 i T EEL 2 S B T A SRR T 4
4t EEI TrkAFRINGE o 75 /)N BR 5 K bR 38 v A58 FH 2% i e e A X S 7 FH 8 e B e 4 v FINGE ] 1)
il -5 e RE A OC B PR YR Ak B UL T B0 v T I M A e i 52 0 = AR R o PRt , RIS A Trk AR 477
HlFANE T LRGSR AE A IS TR AE N IR
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[0007]  dgedlr SCHRJR 2 R Trk I B VB0E 3 38 S0/ BUR AR 578 20 % , IX BeJm e
A, 5% #ih 2 BE 41 L% (Brodeur,G. M. ,Nat.Rev.Cancer2003,3,203-216) . B 3 J&
(Davidson.B.Z£ A ,Clin.Cancer Res.2003,9,2248-2259) %% (KruettgenZE A\ ,Brain
Pathology2006,16:304-310) . Hi #EJE (DionneZE A ,Clin.Cancer Res.1998,4(8):1887-
1898) . i@ (DangZE A, Journal ofGastroenterology and Hepatology2006,21(5):
850-858) . & K PEH#EIM (HuZ5 A ,Cancer Genetics and Cytogenetics2007,178:1-10).
B IR 5 BE R 40008 (Kruettgen A ,Brain Pathology2006,16:304-310) . #4£: i i
J8 (HansenZ% A, Journal of Neurochemistry2007,103:259-275) 2298 (TruzziZg A,
Journal of Investigative Dermatology2008,128(8):2031-2040) . H R g
(BrzezianskaZs A ,Neuroendocrinology Letters2007,28(3),221-229) . fifiifsE (Perez—
PineraZt A ,Molecular and Cellular Biochemistry2007,295(1&2),19-26) . K4IfufZ:
P 4398 (Marche t ti%E A ,Human Mutation2008,29(5),609-616) . [z &5 B (Bardel 11,
A.,Science2003,300,949) . fEREAE KGR AT, Trk ALBJZCRL K Trk/Felk S 9Ei%
PEPE /NG540 ] 70028 400 1 P A A SRR L R 54 8 — AN U5 A 2 (Nakagawara,A. (2001)
Cancer Lettersl169:107-114;Meyer,]J.ZE A (2007)Leukemia,1-10;Pierottia,M.A. %
Greco A.,(2006)Cancer Letters232:90-98;Eric Adriaenssens,E.%ZE ACancer Res
(2008)68:(2)346-351;TruzziZE N\, Journal of Investigative Dermatology2008,128
(8):2031-2040)

[0008] Y 4h, B 7m0 il R0 45 78 R IR/ Trk i 42 ] 7 I PR BT AL 2 b A 280A y7 2808 Tk
T 28T 5, AR B IR 7/ Trki® 12 5 T IR I I i PR AR 20 5 « A0 H5 2 g £E 4 1Y
2B (Freund-Michel,V;Frossard,N. ;Pharmacology&Therapeutics(2008),117(1),
52-76) 8] FTPEREE A (Hu Vivian YZE A, TheJournal of Urology(2005),173(3),1016-
21) AR TS5 W 46 K i P IR (Crohn s disease) fEN K & M7 (D Mola,F.F%¢
AGut(2000),46(5) ,670-678) Sz R VLB I » B A1 Az 1% B2 78 (Dou, Y. —C. 5F A, Archives
ofDermatological Research(2006),298(1),31-37).18Z &+ (Raychaudhuri ,S.P.%¢
N,Journal of Investigative Dermatology(2004),122(3),812-819).

[0000]  HhZ27E 3N 1/ Trki& /% , ELKIM 5 BDNF/ TrkBig /2 78 5 #p2 A5 ME BOm (KR R 24 A
K, XL TR AFE 2 K TR (IR 4 AR KR (Parkinson’s disease) A B 2415 3R IR R
(Alzheimer’s disease)(Sohrabji,Farida;Lewis,Danielle K.Frontiers in
Neuroendocrinology(2006),27(4),404-414) . 8T #h& 8 32N 7/ Trkig& &0 FITIHITIX
e M AH IR P74 o

[0010] N A TrkAZ AN TR IR R (Typanosoma cruzi) (2 I H K s
(Chagasdisease)) fE N F1E 4 () B A2 HUBRGE AR B rp (K PO i 7 22 50 H 22 (deMe T o-
Jorge M.Z5E A ,Cell Host&Microbe(2007),1(4),251-261) ., #HI TrkA™] I T i0)7 &
0 P s A AHIG I SR g

[0011]  Trk# il 7R A F-T¥6097 5 w15 M o0 0 B a0 i BB A e S X
PERTT RSB R o B He R S RE IR AR T I R0E , 168 S L0 BRI 71 s (1) B8 v sk
T0% ST 45 e« B e S RO L B L ELRE  FUIR IR B e R TP 4915 2 30% ) K
AL RNE o VA B T e T 3 R R AR e B R B T L A A o ) e ML RE A R TR
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FLE PR TR R R o T X S IR R, i A B A2 A 9 R ) 7 EL e RE IR ROIE S TR, PR R
B A T TP 25 AR A R o CUAE BT /DN SRS S i DX 3 p W 22 2 TrkASZ 44
FeTrkCEZ AR R (K . Asaumi ZE A, Bone (2000)26(6)625-633) . B4, 76 JLF A i sl s 4
Ji R 3 BINGF ) 43 A7 (K. Asaumi %8 N ) o 53T , O UE B pan—Trk 1 il 771 7] 76 A ZEhFOBRY B
Y o eb L A A S R S A SN Trk 324K 45 4 I BT BOE 1 BRI {5 5 1 &
(J.Pinski%E A, (2002)62,986-989) o 1X L £y 45 = 3578 F Tr k4 il 770 ¥6 977 i 35 4 5 o (M9 4
FEE R E TP R RS ) IR
[0012] L %035 4 Ak mT FH -TVR 7 3% R BURRE B9 Trk BB 9 /) 2 7 0 i) 1) (Expert
Opin.Ther.Patents(2009)19(3)) . P & HH1E A F 42 55W02006,/115452°5 [ 5EW02006/
0875385 IR 7 & TR NN HIFRIB Tr kB /N, Hom] 907 K R B
[0013]  SE[E LRI AR E2007/025540 5 457 | HLLL L EUARRIBK L[ 1, 2-b AR , HiAE
67 H A PP R IETBOCR Y IR R 53X S84k &4 /& 48 7 R 1 R C(PKC) K #1611 771
[0014]  [HPRAF L EW02008/052734 54578 T (R)-4-(6-(2-(3-F R HE ) MEIg e -1 -2 )k
WG [ 1, 2-b AR -3—F5) 1 , B, BRI 5[ 1, 2b Imk W fk &4 , HoAE6 7 B 75 3 -BUACH) 2%
WAL HAE3 BRI 2 A& T A ST 7n 3R 7 3— 5 AR R R e [ 1, 2-
b Ik [ 2 SRR S A Y00 T8 I7 EHPIKSZ A4 | JAK—-252 44 J2 TrkSZ AR A S (K 52075
[0015] [ [R AFFREW02007/013673 547~ | 1- I -3-(6— (1 -3 £, = HE ) DRk JF
[1,2-b]mkR—-3-2%) ik EN-(6—(4-FRIE IR O R AL ) DRI [ 1, 2-b AR -3 ) SRR Bt i
BI, keI [1, 2b Mk R AL A4, FLAE6 47 B AT Sk HAE 36 HA B BUREE 5 o 1X Le Ak A Vs
PR ALk 551 o 7 42 75 B8 B0 E T8 A R0 6T AR R A2 PR & R - BH T TrkA
Je FE Tr kI AT FAVENGF SR Bl A2 0 I RE R A48 5 B0 Tr kA B HE e T Kt %) 4101 i1 77 AT R 1
PR IRAS IR BRIT -

[oo16] & HHAkIA
[0017] TR A IS LE KM [ 1, 2—b JWEWE A0 A P (JLAE 647 A 75 FE B I 75 2 - HUAR I 24
3 A HLAE3Ar B B aNR' C(=0)RPIE ], LR B R S WA STHT 58 S0 A2 Tk ity (14 411

S B AR TrkA K /BT kBRI, Hom] FH T VA 77 7T #8 B f i Trk—A &% /B Tr kBB R 1A
7 (9P RE B9 » 19 S LR 1S Pk K S MR SR AE N (R PR  BRORRE o SRS/ 9 TrkA J2 /B TrkB
(R FI A R B AL SR TR TT 2 290K 8 (B 2Pk A2 YRR ) , HoAaHE RORE &
I~ P PR B e s TR RCE T SRR - AN, AR R WAL AT TR TR E L 4%
IE PG AR P g B it e L PR e
[oo18] P&k, AR BH ) — ANl ol it xR T AL A4 -

5,

il
[0020]  mR H.Z42 Erl4sszigh, Hor
[0021] RUEHE (1-6CkEIL) .

[oo19]  (Re )n a
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[0022]  RZJENRRC. (1-4C) ek (1-4C) FHEdE . CFa. (1-4C) B Fe b L . - (1-4Cke )
hetAr!\—(1-4CkEHE NH(1-4CHEdE ) \hetAr® .hetCyc'  hetCyc?® ATk H ZNHS02(1-4CHE 3L ) Y
R ZE I AT M 22 (1-4CkEHE ) CNLOH . CF3.CO2 (1-4CkEdEL ) BECOHEUAR K] (3-6C) PR 3 5
[0023]  RPJEHEY (1-6CkEHE) ;

[0024]  ROEH.(1-4C)%edk . (1-4C) B bt he t Ar° By A 3, Hodh iz K (R 2 — B &
ANPISTI% 5 3R W CONLCF3 -0 (1-4CHE S ) 11 B BUAY

[0025]  BENR'RIE i H A PR SR F 4702430, Hoh iz ¢ BT th 48— B 2 AN ok | D
T HEUAR R : %1 2 OHL (1-4CHEE) « (1-4C) B4 2L . ~0C(=0) (1-4CHEHE ) \NH2, ~NHC(=0)
0(1-4Cke3E) J (1-4C) R b it

[0026]  BRNRURIERHZE 670 2 FF , H HAT B 44 JR 1 HATE M dth HAT 7% AN L0 J2 S0 55 — 3R
FIFFBER], Pz R R i 2 — B2 A o de B BA T B B BUAR < OH L b 25 L CFs
(1-4C) %3k . C02( 1-4CKESRE ) LCO2H NHa JNHC(=0)0( 1-4CHEHE ) 2 A,

[0027]  BYNRPRIE 7 ESTCARIEARFR , LA 1 B2 AR E T HAR G 2002 (1-4CkE5E)
B s

[0028] hetAr'JE B 1 B3N EJRFHIGTC A IS IR,

[0020]  hetAr*E5FE 6 C44F IR, HHA &/ — AN I 5+ BAT I H LA BT 3% EN S
58 IR 7, Hop iz e 5 T — B 2 Mk B (1-4CHE L) % & .- (1-4C)
ot SE A ONH(1-4CKE5E ) I B AR s

[0030]  hetCyc'EREREMAT6 LR A4, AT & — s 2 Mo B (1-4CHE %L ) |
CO2H 2 CO2 (1-4CKkTE S ) Iy BAR I HUAR 5

[0031]  hetCyc”f&Zaik H (1-4C) e 3 (1) BUA QI B A R0 L v ) i ik ek 7 5

[0032]  hetAr® &5 6 4 F5 FE R, H BLAT 1 B2 M7 3k EIN S O R 44 R HAT e b 28—
B 2 AN INT I [ (1-4C) e JE 1 BRI BRAX 5

[0033]  Y@AfTiktth 2t —Bk 2 AN hALI% F 6 2 (1-4C) B FE L CFa S CHF 2 1) BUA QI BUAR Y 2%
FEIAECE A AN SHI PR 55 26 T0 28 75 HE 38 5

[0034]  XJ& ANFEAE \—CHo— \—CHaCHo— —CH20-B —CHaNR- 5

[0035]  RYZEHEY (1-4CkEHL) ;s

[0036]  R*ZHEK (1-4CKEkE) s

[0037]  &RUEHATIE A X 2 (1-4C) £t L OH. (1-4C) %4 WNH2 NH( 1-4CH7 52 ) A% CHa0H 5
H

[0038] njZ0.1.2.3.4.58%6.

[0030]  ZER T\ B i , RV 2.

[0040] 772 T L St 1] pr , RYAZ (1-6C) btk o 5 52 S 91 A2 F 3L

[0041]  7E T HE e s jtts] opr , R* B A sONRP RO L , DL R T BEME 3£ [ 1, 2b Tk igs 1%
¥ 3407 1 2 21 H AT R -NR'C(=0)NRR,,

[0042]  #F LSz i b , RO H . 78 FoEe St 45 b, RO 2 (1-6CHEdE) , 191 fiMe o £ 28 52 it 451
B ROEH. (1-4C) f 3 L (1-40) B i b i he tArBUR 3L, P i R T e Hh & — B 2 Nl ST
176 [ 5 %~ ONL CF3 f—0(1-4CHE S ) I AR HUAR o

[0043]  7EHEsbspfiifoif v, RENROR®, B RO A o £E 4 8 SE M1 v, FHNRPR 6 7 (1 3 141 2
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NHz .

[0044]  #F BLEC St il , RTENRR, H bR (1-4C) fe 2k o 35 SE A48 R 3 2,3 (TR 3
SRR T IR T HEESE AERE S p S B NRPRCZR IR ) 5 1 A0 FENHMe \NMe 2 S NH (BT
).

[0045]  #F HE2L sz 4, RENRORC, HirPRe A2 (1-4C) #2 b 3 o & 9249 49,45 CHoCH20H A2
CHoCH2CH20H o £E 45 58 SE i 451 1 , FHNRPR® 2 7% (1% 32 [1 49, 45 NMe ( CHaCH20H) o

[0046]  7F Keszjifi i, R¥ENRRY, Je R EhetAr®, HhetAr® AT 4 RIS E 67T
B F5 IR, H AT 1 E 2R ST 3% AN K O 3R 24 R o he t Ar () S 49 A 45 S SRR 3R, 7 e 5
JEBH , hetAr® R B E e il h , hetAr® & — Bk 2 ST [ (1-4C) B LA B
B (i —BL 2 AT 3 K 2 AL ) BUAR . he tAr® i S 4] A0 45 — FF 2k S ST e
B AT SEREH , FHNRPR RN I G B DL N S 3 -

l00a7] A\
N
H

[0048]  fERLELSLfEAh, RENRR®, P Re & ATRE ML 42 — B 2 T I% [ 9% 36 LN CFa J&
0-(1-4CHEHE ) i) BUACIE B 2R 5 o RO SE ) B0 2R 2 L SRR B U R 2 VUL O L R
I =GR IR L TR = R U R o RS E SE A R AR OR 2 L 3R A
R 3-FUIE TR AL AU TR VA R IR 24 TR 3 (R P ) TR (3,6
SUREEJe3, 4, 5-= P U RE R oA s SR T 5 FHNRPRE 7R I 2 A A 6% LA LA R 45
HH -

[0049]

N< < S+ W oo

H

f\NO ) f\N - ;\N ’ 5\HCN

H H ol

Cl OMe

&~ C.ng. e CI IS OME

N | N OMe
H H H s

[0050] 77 HLeL st il pr , RMZ-NRR®, Fo o

[0051] (i )NR'RJE I HL A FR SR FIIATE 24 3R , 1% 22 Tk 4 — B2 AN or ik DU R
HUARHEHUAR : %1 2= W OH. (1-4CHe ) (1-4C) b J: . —0C(=0) (1-4CKe k) NHz2 . -NHC(=0)0(1-
ACKRIE) Jo (1-4C) ke i, Bk

[0052]  (ii)NR'RIERLS A6 CAIE , o HAT S0 7% JR 1 H AT LA 3% FINL 0 B2 SOa ) 55 —
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R F B, o iz s MR M 22 — B2 AN e B DL R U B : OH L i 3K

CF3. (1-4C) %3 .C02 (1-4CHEHE ) LCO2H NH2 JNHC (=0)0(1-4CHEHE ) K A4, B

[0053]  (iii)NR'RIELAT ESTLMrBEAEF , HLE A 1 F 2R F HAT % £C02 (1-4Cke

B BAR.

[0054]  #F BLaszjifi i b, R%E-NROR® , Ho b -NRPRE 4 70 2438 , e B B &UR 1 HAF S b
— B ML E PL R B BRI EUAR : FLOH, (1-4Cke3E) -0 (1-4CkESE ) .—0C(=0) (1-4C

FEHE) \NH2 -NHC(=0)0(1-4CKe bk ) J (1-4C) F2 Bl Jik o %5 SE AT e b 2 — B 2 Ak ar

1 DA B2 F AR S0 FR T R ER < O 4 L OMe . OC(=0) C(CHs ) 2« NH2, ~NHC(=0) OC(CHs )3

J2 CH20H o FH-NR'R® (3 H-NRRFE A 70 2638 ) FE R IR 5 52 S BB A5 LA R 4504 -

[0055]

O RO RO RO

éf ~ s-“s ~ ; N ; N
N N on 'y NQ\NHZ

F

Bu
N<:>k\ o’

[0056] f%%%ﬁwtiﬂ,RZ%—NR"RC,ﬁtP—NRbRCﬁzﬁ%%esfnZ%%,,ﬁsﬁ?ﬁﬁ%%ﬁ%ﬂﬁ
et AT FINLO S SO ¥ 88 IR 0 Jil F B A, H iz Z T th e — B 2 /M7 ik 1 A
TR EACEE AR : OH. 1% 2 L CF3. (1-4C) He i . CO2 (1-4CkE 3 ) . CO2H NH2 JNHC(=0) 0(1-4Che
) JL AR o 5 S A AT 20 AR PR S i s | IR W St L IR R s | P AR 56 B R g RS o5 42
670 2% PR b [ AR L 14 52 49149, F50H  F W NH2 . CO2H . CO2E t \NHCO2C (CHs )3+ CF3 B 3, Z, 55 L S 7R
3. C02C(CHz2) 3 L EAR o FE— AN SEHE B 1 , 1% AT e M 28 — B P A BT A B R R B o FH -
NRVR® (3 Hf -NR'RJE Fi5 52 6 70 24 3R ) s R R F) 4 5 SE AL B L R 4594

[0057]

A o &~ o . <
'§N::7'OH 'L;ZF ,QiZ/ 5\T:::$ a{?::]

OH

< &~ OH A & -
o, OO . e MO

[0058]
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ﬁ\'O\lfOEt éi{jNHz ;\@HTOWB“ ﬁo\,\io Bu ﬁho&»;
H

Q

4 S A Ao &
Ay 49 BN AN A
t(\NH SN k/"‘\( (N N“*n’o\tau
A ;*i ~ Ay Ay Ot
& 0

[0059]  7EHtebszfiffilh , R -NRRY, EEPNRbRCﬁ/EW%i&DﬁFE%*H HHF1F 2
Ji+ HAT -2 CO2 (1 4%%)%& MR ER (1) SEAA0FE — U 3R a3, 9 13, 8- —
B TIR[3. 2. L] R, AT £ COo (1-4CHE L) (1911 41 CO2C (CHa )3 ) BXAR o FH -NR"R® (3
H-NRPROTE .7 8 TE MR Bk 238 ) N IR (A B SE A R LA 544 -

.

c';é\N.
N o e

[o061]  7F Ll jifi o p , R &3k H (1-4C) fEdik L (1- 4C>‘ﬁ\r*9i CF3.—(1-4Ci ) hetAr!
Je—(1-4CHE L )NH(1-4CHE 5L ) o FERELL S o] oy, RM& 3% 1 (1-4C) ek (1-4C) FbE ik  CF3 .\~
(1-4C) F2 ke 3t | (1-4CkE ) hetArt Jz— (1-4CKE R NH(1-4CkEHE) .

[0062]  7FRELL S , R A (1-4C) BEdk o 45 s SE A5 FR O L S A 38 B T 3.

[0063] 7 RELL St 9 , R A2 (1-4C) FUbEIE o 4 52 SE AL HECE (CHa ) 26

[0064] 75 LL ST jifa ] h , R* R CF3.

[0065]  7F F-Ee S f5i] p , R* A2 (1-4C) F2 ke Jt o 4 5 S 55 C (CH3 ) 20H 2 C(CHs ) 2CH2OH.
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[ AR IE BUAY, : F L OH. B 3 . OMe . 0C(=0) C(CHs )2 NH2 . —~NHC(=0)OC( CHs )3 J2 CH20H.,

[0355]  26.T25/ LA, b VR ik Hh et — B 2 i 2 R AU R 2R 3

[0356]  27. 264540, Horp V2 Lk Hh 2t — B N U FEURI 253

[0357]  28. TISZE2TH T — T &4, Hdn &08k1 .

[0358]  29. 1284 &, HipRZ A,

[0359]  30.TH29MI k&, HohRUZ A

[0360]  31.—FpZgMH &Y, KA T 230 — T R L s H 252 LT #5210
#h S 25 TS R R R Bl A

[0361]  32.— iRy 7 Il FLANWrh BRI HRE « ZE PP A AR P e B e F A UG 1) T
25 A FE A PR g FLh Wit G T A SR R T L 2 30 T — T =R LA S s L 24 2 [n] 42
Z I

[0362]  33.— Py yr iy FL N4 o 1 v B YEBE W J7 v2% , AFE 1) BT ik iy FLah W ile VG 7 A
R AT B30 T — TR 2 AL A s L 22 B a2 1 8k .

[0363]  34. 501 2 30— T =N Ik GBI 2% 4252 1 ShAE VR T T A3 b 9%
Y S JEDIE  JORE PR A M 5 T B o PR HE H e v 1

[0364]  35. 101 Z 30T — T =0 14k BB 252 b n] 8252 ) SR AR VR T I L3l b 16 v
B P9 P I

[0365]  36.—Ffifil & LI EHINI T 15 HADHE

[0366]  (a) il %2 FFRZANRRMI R AL AR A 3T T AR AL &9

ZY‘\?{R.S AN \/g
[0367] ey L '\ '
R ) NH,
X
II

[0368]  LRHNR'R AL A MIAEAR & FIAFAE T SN 5 B

[0369] () il % 2\ AFR* INR'R® HR" AH R T AL & Wi , 48 T TR MR Ak A 15 2R 0=C=N-R°
WAL s BY,

[0370]  (c) 4 R R*Ahe t Ar® BT 1% HI ZENHS02 (1 -4CHE 52 BRI 2R LR R 1L &4
i, A 2R T T A R AL A4 5 2RHOC (=0) R AH AL A WD AEAR & 570 B BSATAE N SO 5 B
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[0371] ()il & R PR A (1-4C) Fedk . (1-4C) ke . CFa  (1-4C) I S FE B AT Ve 28 (1-
4CHE2E ) \CNLOHL CF3,C02(1-4CkE 2 ) BLCOHEUAR Y (3-6C) FRfed 1 I A W), A T THY
FARLAL A5 30 (R7CO) 20/ AH LA A W AE AT AE N L 5 %

[0372] 575 L, LPRBUN IMTAIRY ], HA7 75 2, k.

S 51

[0373]  DLF SEA9 [ BEA R B A2 R IR S b, B AR S A Ui B, 75 W BT IR R B AR IR 4
o B AR S A VLR, B AR B kL 65 (WAl drich Chemical A ] Lancaster.TCI
BiMaybridge ) W73 FLA 4k — b 240 R A o PO 0 (THF ) . &0 e (DO, 3 FF 3 &1k
V) RN e ALdrich, HAE T Al S22 B b Hanb e Al

[0374]  J@ & 78 BRI IE R R BUE A58 (BRARE 5 U B T /K& 77l Hh S T ik
N7, LI 87 J8 88 65 TG 46 A5 BB A FH DA 8 R 3 S 48 50N R B0 o AR T8 K/ 350
PR IR AR L,

[0375] fE R AHEEHIBiotage R4 (HliE R : Dyax s w)) FEUAEA MW IESepPak il &
(Waters) [SEjistZHT.

[0376]  fEsHH Fr 4R S H AL T & -

[0377]  CDI: ¥k ks

[0378]  HATU: A FRBERR2 (1H-Z % JE9F =Me—1-J) -1, 1,3, 3-JU 56 IR 4 1 P 4
(methanaminium)

[0379]  DIFA: AR i

[0380]  DMF. — FP i FP i

[0381]  MTBE: FF FLf T Tk

[0382] TFA: =H.Z 1

[0383]  ACN:Z.Ji%

[0384]  [PA: RN

[0385]  sZffA

[0386] TrkA ELISA%#T

[0387]  FEHHIFIAEAE ™ A5 FHBG I S MR Bt 43 BT (ELTSA) VAR Tr kAR VS 14 - FHO . 025mg/
mLE (Glu,Ala,Tyr;6:3:1;Sigma P3899) ARk A ImmulondHBX 384—fLi = % 5E 4R (Thermo
A9 58755) AELIRAMR T T IHERE TR SR E A& .2.5nM TrkA
(Invitrogen/ ml , A EFRARICIH A NS TrkA, M BT 45 M 180) 2 500uM ATPR; 372549 % , [
I SR T o 40 BT 22 P 25mM MOPS pH7.5,0.005%(v/v)Triton X—10055mM MgCla2H
Fil o #5 FH A0 19 (v/v) IR (Tween ) 20 1 PBSEE B3¢ AR LiBk ISR A1) - [ A & 2
RS AR 0 . 20 /mL B IR BRSBTS (U PY 20) 3% A TMBIE 48U A MG
W) 2G5 (KPL) A I B8 AX 2 N 720 o 76 R N IMBS R 5 , 28 FH 450nm T [V )6 28 52 8 0 8 Sk )
PSR S A FHABG-S 508 i 26 A 1T 5 1 CsofH

[0388]  7EiZ M, AR L AW EBE LT 1000nMEI T BT Co0. ook M H A KT
100nMf¥I 34 ICs0

[0389] R UIRMEA K IHALAWTEZ S #T H I Coofd -
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[0390]

[0391]

*1
e TrikA Elisa
%l
[Cso (nM)
1 8.3
2 237
3 5.4
4 2.1
5 74.2
6 107
7 39.4
8 507.8
Y 716.7
19 3.8
11 15.5
12 17.2
13 9.4
14 232
15 33.6
16 5
17 138
18 529
19 126.3
20 94.7
21 -
22 i
) 755
24 107.1
25 13.8
26 4 1
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[0392]

i M B
) TrkA Elisa &%
T
ICsy (M)

27 77.1
28 65.7
29 2.8
30 5.5
31 20:1
32 1756
33 501
34 64.4
35 49.6
36 13
37 40.6
38 47.9
39 29.9
40 2:2
41 884.4
42 26.2
43 215.6
44 22.7
45 92
46 17.9
47 10.3
48 83
49 857
50 60.6
51 27.7
52 14
53 164
54 8.9
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TrkA Elisa B85
LA 5
[Csp (nM)
55 19.4
[0393] 26 Lo
57 23
58 53.2
59 16.5
60 22

[0394]  sEZf5B
[0395]  TrkA Xz TrkBfOmniaZHt
[0396] i i InvitrogenZy @K Omnia ™8l 2 B iR FIVEAN TrkiB (0 3 Bk . 7E384—FL 1 {1
F MR (Nunc B 3% %% 5 267462) TR F B (Tnvi trogenA Al TrkABLTrkB) 5
ML G (SR B B 77109381 B8 5 1RHZ AR s N4 -5 (TrkA) 855 (TrkB)Omnia Tyr/ikEA
JYATP o B YR FEWTT < 20nMi , 500uM TrkA43#71 FHATPEL ImM TrkB43#1 FHATP , 1OUMAK A o
AT 22 MR 25mM MOPS pH7.5,0.005%(v/v)Triton X-10055mM MgClaoZH fi . 18 F
Molecular Devices FlexStation IT**YERiEas (8 k=360nm; & 5F=485nm)%f BEEE 1L,
JUR PR 7 A S T 043 e 4 M N o 11 3R P il 4 v SR AT G T B S A P 4B - S 0 A 2 U
A A IR LI R T CsofH
[0397]  ZEiZAHrH , KR A E G LT 1000nM FE I 1Cs0. FEAL S A G KT
100nMf¥) -3 ICs0
[0398]  #H|4&A

N A ]

H

F

[0399] O F

[0400]  (R)-2-(2,5— 4 L ) Nk g i 1) 1hi1] 4%

[0401]  JDIEA.2-(2,5— oA JE) ML IR e —1—FF R (R)— LT FE BRI 1] 4% Bk ng g —1 —Fp 1%
BT FEEE(20g,116.8mmol ) 5 (=) 42165 (32.9, 140mmo 1) 47 T-MTBE (360mL ) /1 1 ¥4 ¥4 &1
£-78C, HAHEEZ R I T A4 (100mL, 140mmol , 1. AM, £ T ¥Rt ) , FAE P38
BIEARFFE-T0CLA N AE-T8C ¥ Fr B M B FE 3/ N, 2 JE B WU NZnC12(93 . 4mL,
93.4mmol , IM, FEE t20M )&, [Fl i PO Fi 4 , FFAT N AR JE LR FFAE-65CLL R /E-T8CH
W T 1R BRI FE 30 B OF M R R 2 IR E 21, 4- F R (14.5mL,
128mmo 1) JIN PR G W, 2 fa— IR AR IIPd (0Ac)2(1.31g,5.8mmo1) 2 t—BusP—HBF4
(2.03g,7.0mmo1) o /EIN I FE N I FE Ak 42 J5 , #5010 . SmLNHaOHVE ¥ -4 S S B4+ 1/
I o 28 FH k8 ek R T A9 R MOT FHE t20 (1L) Be R 19« FHHC1(0. 5L, IMZKVE ) S Eh /K Be ik Ik
o 1 JEFFIR A A HLE , HHE B AR Z 8T FH5-10%E t0Ac/ T e St e e Rk 28 AL HRL 1l 7= 4
DA1S 31 2 s Ay i = 42— (2, 5- 3R R B L e — 1 -FF R (R) — BT &R (23. 96, 72%77 %) o
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[0402] D IEB: (R)-2-(2,5- F N2 ) MK g () il 4% « 131 2 (2, 5 A 4% ) ML G g — 1 -
i (R)—#UT 2 BE (23.9¢,84. 4mmo 1) AR IN56 . 2mLAN HC1 (=% 4E ) o 7E I B3 2 T i F: 27N
INF & B N 200mLTeE HK VR A A FE 1070 B o ik B B S 2RV, AR il 8 1 B[] A4 (1) 7 ) #h R £
(17.2g) o N T BRAFUF B, AHCLEL ¥4 BT Et0Ac (200mL ) 5 NaOHVA K (100mL , 2N7K ¥
BOKNRA Y 43 1 2% 2 H HEt0AC R BUK 2 o 1 38 A 3 19 A AL A8 BV IF 46 ok 4 LA 1S 3
SIARK AR Y1 (13. 2g,85%™ %)

[0403]  (R)-2-(2,5— 3R AR ) ML I W ) 0 W S A A st & (ee%) B 41°F < [A] (R)-2—(2,5-
TUROR L) MERE I 1 L BEVE P A NG EN-(2, 4- T RS- R I ) - L-TA IR I (FDAA
Marfeyik ) IR IR F IR EF L1298 £V E R IRETIE B, S R R
VRS FE5 HyE 51 2 HPLC(YMC ODS—-AQ4. 6 X 50mm3um] 20A K s Vi ZhAH : 77 T-AHF (K1 5-95%%
7B A& FIA :H20/ 1%IPA/10mM 2, BR % , A 7B : ACN/1%IPA/ 10mMZ B8 %% ; Y3 - 2mL/min) DA
i FHH IR B P et e e A A A A A ) U L AR R 8 7 IR T Bk S i A T B AR PR AR
SCHTIR B AH RIFE P FH (PR E ) —2- (2, 5 g 2k ) LR g 5 48 (R)—2- (2, 5 /AR B ) ML g
WE 1] 25 1 VAN BEAE B 2 L SO TR 13 7= M1 e e %> 93%.

[0404] %uggg

[0405]

[0406]  (R)-6-(2-(2,5— 3F AR L) ML Mg e —1—J )KL [ 1, 2—b Tk R -3 &I il 4%

[0407]  JPDER1:6-G—3-AHAEBRMEFEL 1, 2-b JWEIR [ il 4% « FF 6 -SRI FE [ 1, 2—-b Jmk IR
(4.95g,31.6mmo1) [ 4| Combi-Blocks J¥ fift T60OmLIBR AR 1 , 7E UK ¥4 &), HLIZw ¥ fin
fiH2 (9.9mL, 158mmol ) , [F] B SERE i H: o 7E0°C R K S R HEFE 3070 B, S8 5 7E PR 53R T ik
FEA . 5/NE BA 5E RN o K S LRI AR UK I, I FH50%Na OHK ¥4 3% Hh A0 BT 43 7K PR VR A ELBE
J& FIEt0ACc (3 X 400mL) ZEEH & A HLZE H H7K (2 X 400mL ) A 57K (400mL) ¥ S T
J (Na2S01) , I PEFF IR AT VLA Bl 2 32 ok R =4 (5.7, 919%™ 28 ) o

[0408]  JDIER2: (R)-6-(2-(2,5~ AL ) ME e —1 -2 ) —3— ALK e I [ 1, 2-b JmARE 1) il
2 F 6 -3 fH AR IF[ 1, 2-b JHARE (1.0g,5.0mmo ) 5 (R)-2-(2, 5- K3 ) ML I g
(M BRI 2 A BT IR 1145 5 1. 98, L lmmo 1 )47 T-1E T B (4. 6mL, 50mmo | ) H (1) 22 V73 25 3 T 1k 77
N AR 140°C s Hh Fi Pt 4 o 7504 H 2 IR JE 5, FIE t0Ac (250mL ) # R S DR &
W HL G G 7K (2 X 150mL) A2 £h 7K (150mL) Heiss , #: BBiotage Phase SeparatoridjE4til g
FEUHri o 5 HEI JZ A FH 21 LE0A e/ T 58 SE i 3 M SR 2 AR il A4 6E DA A2 il 2 VR IR 5 (0
K (1.3g, To%™ 2 ) o

[0409]  JDEE3: (R)-6-(2-(2,5~ F AL ) MERE e — 1 —JL )RR R [ 1, 2-b I WA -3 - fi 11 il
2 1A (R)—-6-(2-(2,5- G R AL ) ML i W — 1 -2 ) -3 K e [ 1, 2-b IWARR (4. 17¢g,
12. 1mmol) 5SnC12 = /K-&41(10.9¢g,48. 4mmo 1 ) 17 T LIl VR &40 ¥ in200mL. EtOHLA
TE T - AET0°C R K S SLAD AL /INI BLSE R BE o A5 74 ) B IR B3R B ), W4 I BLTR
W o ] TSR A4 5 A Th 7K (200mLL ) 5 FL 12062 S i e B b 35 i b P O LR
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Ji5 SE Tl B 7 1 18 o FHENNa OHI VR H g v pH HL FHDCM(3 X 250mL ) SE i 22 B 45 I A HLZ
FH#57K (200mL ) Hes » Z8NaoSOa 5 , FH IR 4 LA AR ol 2 3R 28 (0 Y PACIR [ A4 (A REL il 7= 42 o 3 R C—
18 ) AHAE AT (BE R H=5-60%Z i /7K ) Al (KR il 4 K A FR 4k 2 e 3 20k R 4l 7= ) (3,
T8N )

[0410] =LAl

[0411]

TNTNTT A

[0412]  (R)-1-(6—(2-(2,5— R R AL ) ML MK g -1 —J )R IE FF [ 1, 2-b Ik MR -3 ) -3 Ot
ik HIES

[0413]  [A] (R)-6-(2-(2,5— 3R AR AL ) MEIE BE —1-F ) BRI [ 1, 2-b IWk e —3-Ji (1l % B 5
6mg,0.019mmo1 )% Z1-T UK H IDCM(0 . 1mL) ¥ ¥ H B I A7 T-DCM(0 . 1mL) HH I R &R
FoR(2.5mg,0.021mmol) o ¥ [ SLA) G2 1% R 23 B 5 I P2 FF e FE 17N o S 24 FHDCM
(2mL) 5  , FHZK BRI, I 4 o #5 1 RE R 2 AT (BRI =5 Je50%Et0Ac/ T bt , B J& 47 T- DM
1) 5%Me OH ) 2 A0 AH il 7 ) LA AR Bl 2 [ 44 (1) 261 2¢ 72 ) (Bmg , 60%) JMS (apci)m/z=435. 2 (M+
H) o

[0414] gg@MZ

[0415]

[0416]  (R)-N-(6-(2-(2,5- KL ) MEIE g — 1 -5 ) DRI - [ 1, 2—b JHARR —3 4L ) N pk—4 -
R Mt

[0417]  {ERREZIR S R A1 (R)-6-(2-(2,5- " KIE ) MEME g -1 3L ) BRIk I [ 1, 2-b Tk R -3~
fi& (1] 4B;72mg, 0. 19mmo 1) FIDCM(1 . 9mL) V&R H — IR PRI N, 17 —F 2k Kk (CDT ) (47mg,
0.29mmo 1) o 7EFFE 27N J , — IR PE AR I Ik (34mg , 0. 39mmo 1) o [ N4 FEH 1 /N 5 2
Je SE TR 4R, SR 5 FE SRR JE BT F5-60% 2 1%/ 7K S it 9 i ke L J2 4 Ak DL AR il 2 T 1)
(R)-N=(6-(2-(2,5~ IR FE ) ML g I —1 -3 )k mde 5 [ 1, 2-b Tk IR -3 ) i Ik —4 — FY i i
(64mg, 77%7=2) MS(apci)m/z=429. 1 (M+H) .

[0418] 543

[0419]

[0420]  (R)-N-(6-(2-(2,5- " F0 IR %) LG IE —1 —F) BRI T [ 1, 2-b ImkIR 30 ) Z B fik
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[0421] A (R)-6-(2-(2,5— AR AL ) ME Mg g — 1~ ) DRI J- [ 1, 2—b JWANE -3 fi (fHil] % B 5
6mg,0.019mmo1 )4 1T VK HH FIDCM(0 . 1mL) ¥ 8 I 2 BR BT (2. 1mg ,0.021mmo 1) , Z J&
IS IIEIE (2mg , 0. 025mmo 1 ) o K S LA FHIEL 22 BRI I 5 3 B FE /N, 2 5 St YR 46 5
SO AT HI5-60%2. if /7K SE it e i ok BBz 8E A0 DA AR il 2 K (A U A 1 (R)-N-(6-(2-(2,
B RN L ) ML g — 1 - ) DR IR [ 1, 2-b JKANE -3 ) 2, Bt i (6mg , 1%/ %) JMS(apci)m/z
=358. 2(M+H) .

[0422] 5254

[0423]
NH
O
i
o\
[0424]  (R)-N-(6-(2-(2,5~ - F RFE ML IE —1 - JL ) DR I [ 1, 2—b kAR -3 -3 ) —4- (R L

Ttk P fi 32 ) 2R R I

[0425] % (R)-6-(2-(2,5- AR ) ME M g —1 -3 ) DRI J [ 1, 2—b JWANE -3 fi (il % B ;
30mg,0.095mmo1) \4—( F JEA B e 3 ) % FF R (41mg , 0. 19mmo 1) A2 75 S FR 2 (1 H- % 2% K IF
—E-1-J)-1,1,3, 3-VY B R R ES DY B AL (HATU ; 72mg, 0. 19mmo 1) 28 N S B2/ o 4 DME
(0. 8mL) NN A TR A 40 LA il BOIA I o 7E VK HP o IRORLTR A 9 H1 10 53-8, 22 e 33 i s T
DIEA(0.05mL,0.29mmol) o FEES T » K S5 B2 A9 I 22 B B8 B2 IR ik 4 o 4 e TR 5
FIEt0Ac (20mL) #i R , FHZK S £ 7K (3% 10mL ) Ha ik , F MR 4a o #5 HH O AR JZ 4 FH5-60% 2. JiF /7K
SE2 it 45 JB SR A AR F AR A AR A 2 9 2 £ [ AR (R) -N=(6-(2—(2, 5~ i 2RI ) ML I g -1 -
HE) KM [ 1, 2—-b IWA MR -3 ) —4— (FF R It fide 2 ) 2% FR k% (13mg , 279%™ 28) JMS (41 1+
apci)m/z=511.4(M-H).

[0426] ;fﬁ%

[0427]

[0428]  (R)-1-(3-&UHER L) -3-(6-(2-(2,5- FR I ML g g —1—F ) BRI R [ 1, 2-b IHk
Iz -3-%L) fiif

[0429]  [a] (R)-6-(2-(2,5- A JE ) ML G IE —1 —J2 ) WK ML - [ 1, 2—b JWik e -3 fi (ffil| % B 5
6mg,0.019mmo 1 )4 &1 T-UK ¥t FHHIDCM (0 . ImLL ) ¥ ¥ 2835 8 A7 T-DCM(0 . 1mL) H [y 3-S5 2
IR A AR ER (14mg ,0.095mmo 1) o 4 e A G2 1% TR 28 P 68U 2 IR et 1 /N o 0 S 249y FH
DCM( 2mL ) #i , FH /KB, I A o #5 B SO JE i FH5—-85% £ i / 7K S it 3 Jit. >k 48 AR il 44
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FHZE B2 [ AR A 2L 2874 (3 . 2mg , 3T%7 2) JMS(apei)m/2=460. 2(M+H) .
[0430] =Zfil6

[0431]

[0432]  (R)-1-(4-FHEIEIE)-3-(6-(2-(2,5- IR IE ) LI nE -1 -F ) BRI [ 1, 2-b 1k
IR —-3-%5) filk

[0433] AR SL 5 FHA-FUE ORIk 7 U RR I5 5 4 3 - FUL Rk R U B R 3R AT Wl 4%, AR A 2 [
272 MS (apei )m/z=460 . 2(M+H)

[0434]  sifhf7

[0435]

[0436] (R)-1-(2,4- ~&HIHE)-3-(6-(2-(2,5- T AL ) LR IE -1 —JL ) kM [ 1, 2-b]
Ik IgE -3 ) fiR

[0437]  HRAESLH5 FH2 , 4 SOR B S SUBR IR 5 #60 3—-Ud OR BE e WURR R BEAT 1) 2%, AR L B
[f] 44 (K1 2 P2 ) o MS (ape i )m/z=503. 1,505 . 1 (M+H, M+3H) o

[0438] =248

[0439]

CFy
[0440]  (R)-1-(6-(2-(2,5- A ) ML IR g — 1 -2 ) BRI JF-[ 1, 2-b IR -3 -4 ) -3 (3~
(=) 2538 ) ix
[0441]  HRAE L5 FH 3— = 5 R Rk S SR T 5 40 3— U R ik S U BR R HEAT i &% AR A
SR Z5 1) (6. 5mg , 68%™ Z2) MS(apci)m/z=503. 2(M+H)
[0442] 9;@19
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[0443]

[0444]  (R)-1-(3,5- R AHL)-3-(6-(2-(2,5- “FIEIL) MG IE—1-FE ) ke [ 1,2-b]
kIR -3 -5 ) fiR

[0445]  HRAESCH5 FH3, 5 — SR 5L FUR G 5 #e 3-FUR R L e WU B #EAT 1l 2%, AR L 2
[ A4 R 2% 72 MS (apei )m/2=503 . 1 (M+H) , 505. 1 (M+3H) o

[0446]1 <210

[0447]

[0448]  (S)-N-(6-((R)-2-(2,5- AR J: ) MENE g -1~ ) WK 3 [ 1, 2—-b JWARR-3-J ) -3
Fa SR g —1 - FR i

[0449]  ARYZSLAI20 7775 F (S) Mg g 3B [ [ SUVEN Life Sciences]##mgmbk AT
il £ o A 2 [ AR B 24771 (T9mg , 68%77 2 ) JMS(apei)m/z=429 . 2(M+H)

[0450] =11

[0451]

[0452]  (R)-N-(6-((R)—-2-(2,5- 5 R ) MG g — 1 -2 ) BRI [ 1, 2-b JihkR -3-J4 ) -3~
2 ML e —1 - FF B

[0453] R4k S 2019 77 ¥ FH (R) — Wb g gt — 3— e % 80 N W 3R 47 161 4%, 2B Rl 2 [ AR (1) 284 7= 1)
(8mg, T7%7" ) MS(apci)m/z=429. 2(W+H) .

[0454]  sCf11A
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A
s NS
N 0
HN'\( HCI
O
¢ \,

OH
[0456]  (R)-N-(6-((R)—2-(2,5- 3 A=) ML g — 1 - ) WK 3 [ 1, 2-b Tk iR -3 -0 ) -3
2 LN e — 1 - FR SRR £ R 2k

[0457]  [5] (S)-N-(6—((R)—2-(2,5- AL ) LG IE -1~ )R PR IF[1, 2-b kiR -3 3 ) -
3—FLFERME IR IE — 1 -F Wi (10 1mg , 0. 0236mmo 1) {4 FEE (Ll ) V& 78 INHCL Y — % Bt v W
(301L) o FE30 7350 i , Wi S 2P LA F 1 2 2 (M4 1) (S)-N-(6-((R)-2-(2,5- —F IR IE)
ML g — 1 - )RR [ 1, 2—b kMR —3—J ) —3— 2 TR g g —1 - Bl Eh PR 26

[0458] =12

[0455]

[0459]

[0460]  1-(6-(2-(2,5~ FARE ) ML e — 1 - ) IR I [ 1, 2—b T AN —3—J G 2 FR Bt Ak ) R
WE —4-JE S F R (R) - T 2

[0461] R4k S5 2019 7 2 FHWRIE —4 -3 2 2k FP IR A0 T 2 T 5 8 P b 3R 47 il % , A i 2 [
[R1& 7= 4 (10mg , T6%77 %) JMS(apci)m/z=542. 2(M+H)

[0462]  SZi13

[0463]

[0464]  (R)-N-(6-(2-(2,5- KL ) LK g — 1 -5 ) DRI [ 1, 2-b Ik MR -3 ) -3 -F &
RN T Ji—1-H B fa

[0465]  EIREZIR S A1 (R)-6—(2-(2,5- IR ) MEIE g —1-FL ) BRIk I [ 1, 2-b JmABR -3~
i (i1 4B 50mg, 0. 16mmo1) F{IDCM( LmL ) & 1 — IR 5 INCDI (39mg , 0. 24mmo 1) , [ s SE it
PidE AEDEFE L/INEE T, — IR PR IS P8 T -3 - Eh R 1 (35mg , 0. 32mmo 1) [ 4 [ Oakwood ] ,
Z JEUSJMDIEA (83uL, 0. 48mmo 1) o i S N VR A5 47 552 it 452 8 30k Ak 388 DA 35 B e ook 11 2 %
IR T S ) [ A SR o 76 BB B T B RE 309 Bt 5, W 4 S S 35 # ORI A 2 BT F -
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HO%ZNE /K SE DT R B LA DL A i 5 18 ot [ 445 (1 28 724 (65mg , 99%7 2 ) JMS (apei)
m/z=415.2(M+H) .
[0466] =14

[0467]

[0468]  1-(6—(2-(2,5- 3R AR AR ) MEMEHE—1—J ) KR IR [ 1, 2—b JWAE —3—JE 2 Ik FH B4 ) 2
RN T -3 FEF R (R) T HhH

[0469] AR HESLI21 7775 FH AU RN T -3 E At HF B AU T 2 i 2 R g bl i A7 i 4%, AR L 2
[ 44 [T 2 7= 4) (10mg , 80%7 2 ) MS(apci)m/z=514. 2(M+H) ,

[0470]  S245115

el

[0471]

[0472]  4-(6-(2-(2,5- G AL ) MEIGIE -1 -3 ) KRR I [ 1, 2-b Tk R —3— ik G ik PR 9 5 ) WR
IR —1—FF R (R)—4 T S i

[0473] R4 SE 9 2009 77 v FHWRWE -1 - FF BB T 15 425 400 i R AT 1) 4% 5 A= ol 2 [l AR g 28 7
¥)(10mg, 78%7 2 ) JMS(apci)m/z=528. 2(M+H)

[0474] szfl16

[0475]

[0476]  (R)—-3-(6-(2-(2,5- IR HE ) MG IE—1-F BRI IR [ 1, 2-b kR -3—J%) -1, 1-—
FR B iR

(04771 HEHE SR A2 7 125 FH PP 2 g 2 490 o R AT 81 6, A ol 2 T AR 1) 28 7 4 (8mg , 85%
723 MS(apei)m/z=387. 2(M+H) .

[0478] §;@ﬂ17
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j@e
- AN N\/g
N7 TN .
\ HN O
F

N

Qﬁfk

o 0
[0480]  1-(6-((R)-2-(2,5— A e ) M i — 1~ YIBk I 3 [ 1, 2 0k —3— ok S e Y
B R g -3 2 PP R A T i
[0481]  HRHE ST 2010 75325 FHIWR Wi —3— 5t 5 R T 66 T 5 80 A S AT ) 4%, A ol 2 [ 44
(K128 7211 (10mg , 76%72 2 ) JMS(apci)m/z=542. 3(M+H) .
[0482] <18

[0479]

[0483]

[0484]  (R)-4-%(JE-N-(6-(2-(2,5- . JRARHE ML g e -1 —FE ) R IE IR [ 1, 2-b WAME -3¢ )
IR i — 1 — B Bk fi

[0485] % (52]12,10mg,0.018mmol ) ¥AEf#T-0.2mL DCM, 2 JG— IR PEZ N0 . 5mLAN HC1(
WIGE) VAT o AE PRSI FE T BRI A T, MR e A DA AR R R B L AR I T i Eh TR K
MS(apci)m/z=442.1(M+H)

[0486] ;%19

[0487] CF;COOH

[0488]  (R)-3-%(J&-N-(6-(2-(2,5- . F AL ML g IE —1—JE ) BRI IR [ 1, 2-b AR -3¢ )
R T b1 - B fe = 5 £ R

[0489]  #51-(6-(2-(2,5— G 2RFE ) ML e —1 3L ) KMk [ 1, 2—b ik B -3 (L FF I 2 )
BT -3 (R) -] S (5241145 10mg, 0. 019mmo 1 ) ¥4 it T-47 T DCM A (1)
0. 5mL50%TFAH FF 75 PR B JE T it Hk 2/ NI o4 S B2 4, FHIRAL R , H B IRIRAR LA il 2
0 B AR R 2 P2 Eh T o MS (apei )m/z=414 . 2(M+H) .

[0490]  SE4520
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[0491]

[0492]  (R)-N-(6-(2-(2,5- KL ) ML PG g — 1 -5 ) DKM Jf-[ 1, 2-b JHARR -3 -2 ) IRIR 1 -
R e R Sk e £k

[0493]  #54-(6-(2-(2,5- AR MEMGIE — 1 —J8 ) DRI IR [ 1, 2-b JhAR -3 - S Z S FR Bt &L )
WR -1 - R (R)—BU T JE5E (5241155 10mg , 0. 019mmo 1 ) ¥ 4 T-0 . 2mLDCMH , 2 f5— R PR in
0.5mLAN HC1 (e ) W « AE PR BRI B T PPtk 42 05, TR 4 S B2 DA A Jl 2 v i i A 1)
LR TR MS (apei)m/z=428 . 2(MHH) o

[0494]  scffi21

[0495]

N

[0496]  3-ZHE-N-(6-((R)-2-(2,5~ F R ML IE g —1 -2 ) BRI If-[ 1, 2-b IBAR-3-34)
WRIE 1 - i 3h PR £

[0497]  #51-(6-((R)-2-(2,5— - FR IR ) LMK g —1 5 )R PR IR [ 1, 2-b Ik IR -3 —JL Z S FH
P 3 ) W M — 3~ ik FR R T S (5249117 5 10mg , 0. 018mmo 1) ¥R T°0. ImLDCMH , 2 J5—
PP IN0 . 5mLAN HC1 (S48 ) VAT o AR IR BRI 2 T bk 4 5, e 4 [ A DA AR il 2 7R 2
o [E AR R 262 L TR R S (apei)m/z=442. 1 (M+H) o

[0498]  sZf[22

[0499]

F
[0500]  (R)-1-(6-(2-(2,5— - F0 KAL) MENEIE —1—Jk ) BRI I [ 1, 2-b ImARE -3 ) —3—(4-4]
L) Bk

[0501]  #RPESLH5 H -4 7 FUR AL IR G #3-F LI e FUR BRHEAT H 4% , A2 il 2 [ 44
I P28 MS(apei)m/z=453. 2(M+H) »
[0502]  szf523
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[0503]

[0504]  3-(6-((R)—2-(2,5— 3R AL ) ML g —1 -2 ) WK [ 1, 2—b JWik i —3— 2 ik FH I8k
H)-3,8- A T IR[3.2. 1] 8- ER AU T LS

[0505]  HR4ESLAFI201) 7732 3, 8- AR 3R (3. 2. 1] e -8 H RS T Jin B e nah bk 1447
Hl 4%, A B 2 EHA I & 7= MS(apci )m/z=554 . 2(M+H) o

[0506]  sZf524

[0507] Hel

(05081 N~(6=((R)~2~(2, 5~ " AEHE) LM e —1 6 )k 14 3 [ 1, 2-b W15 —3—4E) 3, 8~
RO I3 2. 1] a3~ B sh B 5L

[0509] 53— (6—((R)-2-(2,5~ 423 ) ML it — 1~ Y IBKIE 5:[ 1, 2—b I Ik I — 3k i i
BE L) -3 . 8-k IR[3.2. 1] He-8-F U T LR (545123 5 10mg, 0. 018mmo 1 ) ¥ fif T
0. 1ImL DCMHT , 22 JG— R PEAR N0 . 5mLAN HC (ke ) V8V o £E 3R BEIR 3 R PPt 4 i » Wi 4
S S LA R R B B AR 2 P ) sk o MS (aped m/z=454. T (M) o

[0510] 524525

[0511]

[0512]  (R)-N-(6-(2-(2,5- @ KAL) MG g -1 - ) WK Hf[ 1, 2-b Ik iR —3 -0 ) -4 -4 B
WR e -1 - F i

[0513] R 45 Sk 91 2 () U7 V2 PR WE —4 — I 5 50 U0 bk 1 47 1 4%, A2 A 2 [ AR 1) 28 7 ) S
(apci)m/z=443.2(M+H),

[0514] =226
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[0515]

[0516]  (R)-N-(6-(2-(2,5~ 3 A ) ML g g — 1 - I ) DRt I [ 1, 2—b Wik IR —3 3 ) R g — 1~
R I i

[0517]  FRYZSLA 20 77 % PR W 5 i bR 3R AT 1l 2%, A B 22 AR R 28 724 MS (apc i )m/ 2=
427 . 2(M+H) .

[0518]  SZ{526A

[0519]

[0520]  (R)-N-(6-(2-(2,5— R KL ) ML MK IE -1 -JE )R IEFF [ 1, 2-b IWA R -3 ) IR IE -1 -
B RZ Eh e h
[0521]  [a] (R)-N-(6-(2-(2,5- A AL ) ML NG WE —1 - B ) WK PR IF[ 1, 2-b IWANRE —3— 45 ) DR IE -
1-F i (4. 9mg ,0.01 Lmmo 1) %) B ( 1mL ) VAV H 8 INHCT %) — e W (301L) o £ 3043 %
Je » WA S LA DA SR AL 2 5 £8 [ AR ) (R)-N=(6-(2-(2, 5 R I ) MHk I g — 1 —J5 ) Ik e -
[1,2-bImkWE-3-F IR IE-1-F B A% Sh AR £ (4. 2mg ,0.009 mmo 1, 79%77 2 ) JMS(apci)m/z=
427 . 4(M+H) o
[0522]  sEf5)27

o521 |}

F
[0524]  (R)-1-(6-(2-(2,5- 3R NI ) ML IEIE — | — 2 ) WKL I [ 1, 2-b IhAIER -3—58) Ik
[0525] MR 455 W 2 U7 vk Y 8 46 1 Rk R AT 61 4, A2 A B A O 28 77 ) o MS (ape i m/z=

359.2(M+H) .
[0526] =428

[0527]

[0528]  (R)-1-(6-(2-(2,5- " FAREL )L IKIE— 1 -HL) DKL IF[1, 2-b Ik g -3k ) -3-F 2k
iz
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[0529] AR SL A 201 T7 V5 FH R B e 5 40 N bk AT 11 2%, AR i 2 [ A I 28 77 ) MS (ape i )m/
z=373.2(M+H) ,
[0530] =529

[0531]

[0532]  (R)—1—40 T 2:-3-(6-(2-(2,5- 5L ) ML g g — 1 -2 BRI IR [ 1, 2-b KR -3~
5 iR

[0533] AR SLfil5 HI2- R A B AL —2-F S TR S B 4 3- UL Rk R SR B AT &6, R L 2
[ A4 R 2% 72 ) MS (apei )m/z=415 . 2(VHH)

[0534] 54430

[0535]

OMe

[0536]  (R)-1-(6-(2-(2,5-9AKE ) LG IE -1 - FE ) K PE FF [ 1, 2-b Ik MR -3-J% ) -3-(4-H
SRR IR

[0537]  HR4ESEM5 1 -5 R 4 - FF AU R B e 3- U R A R s R IR AT il &% AR L2
[ AR ZE =) (7. 5mg , 85%7= 2 ) JMS(apci)m/z=465. 2(M+H) ,

[0538] ;fﬁﬂ:}l

LT

N N

HN O
AN

(05401 (R)~1-(6-(2-(2, 5 LK) LI I~ 1~ IR I £ [ 1, 2-b Tk — 35 2 o P
IR —4-F FR 7, S

05411 45452 S 491 25 7 v FIVR W —A—FF 0 2, L 6 5 S M 17 1 26, 2 ok 2 B A 1 2 7
W1 MS(apci)m/z=499.2(M+H) .

[0542]  =Zf5132

[0539]
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NN,
S \/g
NN 0

HN

~F  HN E OMe
\,:OMe
OMe

[0544]  (R)-1-(6-(2-(2,5~ R IE ) ML g —1 -2 KM 31 [ 1, 2-b JWkE-3-4£)-3-(3 4,
5= F L) iR

[0545]  HR4ESE 5 FHo— IR HE-1, 2, 3- = H A FE 0K %% M 3 -5 3 O 3 S FURR TG 3R AT 1l 4%
AR AR 4721 (3. 2mg , 32%7 2) JMS(apci)m/z=525. 2(M+H) .

[0546] <5133

[0543]

N

9 _Nf\%
O

i
F HNI/(Q
/=N

[0548]  (R)-1-(6-(2-(2,5- R ARIE ) MM IE —1-J8 ) KR FF-[ 1, 2-b Ik MR -3 ) -3-(3,5-
R R e -4 ) iR

[0549]  HRYESLA5 HA- R EIRIE -3, 5 H &k e Wl 5 460 3-SR it e SRR R dE AT 1l 4%
A i B AR & =Y (8. Img , 94%7= 3 ) JMS(apci)m/z=454. 2(M+H) .

[0550] 52434

" Nz
L9
NN

N
Y
HN (P
F

[0547]

[0551]

O
[0552]  (R)-1-(6-(2—(2,5— 3 7R ) ML e — 1 - ) DRIk 3 [ 1, 2—b Jikige -3k S FF Bk
) WRIE ~4-H iR
[0553]  #%(R)-1-(6-(2-(2, 5~ FR AL ) MEAG e —1 2L ) BRI JF[ 1, 2-b JHAR -3 2 L FF
P L Y IR W —4— FR iR 7, L 188 (5249131, 9. 2mg, 0. 018mmo 1 ) YA T~ THF : MeOH : 7K (1) VR & 7 77
(2:2:1v/v;0.2mL)H , Z JE B INEEAL B B K 59 (2. 3mg, 0. 055mmo 1) o 7E PR IR T i b
SRJE  R RBLA) FI7K (ImL) #0B , FH LO%ATAR BRI 4K » H FHE tOAC (3 X 1mL) ZEEL IR 4 & - 1
AN, HHS O 2 5T F5-55%Me O/ 7K 55 it 9 M ot 20 AR il AR} DA AR 1 2 8] 44 (1) 2
) MS(apci)m/z=471. 2(M+H)
[0554]  sE5135
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[0555]

[0556]  N—(6-((R)-2-(2,5~ 423 ) Mg i —1 -3 )k 31 [ 1, 2-b kMR —3-3£ ) -3, 5—
FR IR R — 1 - I i

[0557]  ARAE S 21 7732 2 , 6 FF BEWR MG i B 8 W bR 2R 47 1l 4%, AR A 2 e o R AR
AR B2 1) (7. 5mg ,61%7™ Z) MS(apci)m/z=456 . 2(MHH)

[0558] ifﬁﬂ%

[0559]

[0560]  4-(6-((R)-2—(2,5— R I ) MEME e — 1 —Jk ) BRIk I [ 1, 2—b Jikige -3 S i FF /Bt
3 ) -2~ FLIR MR -1 -F R (R) —FU T 1

[0561] AR Hm sl 21) 757k FH2-HF JENRME -1 - FF R (R) — BT 2415 &5 #ng kb AT il 4%, AE R 2
IR A IR R 729 (12mg, 82%7 2 ) MS(apci)m/z=542. 2(M+H)

[0562] i{ﬁﬂB?

[0563]

[0564]  4-(6-((R)-2-(2,5- KL ) MERK g —1 25 ) BRI [ 1, 2-b ik e -3 S 24 Y Bk
F) -2 LR R -1 - R (S)—FU T F:EH

(05651  HR4E LI 20 J5 72 2 —HR FEWR R —1 —FF R (S) —FU T FL 6 2 e MR Bh AT il 4% , AL R 2
IR AR R P HHEE =) (10mg , 69%7= 2 ) MS(apci)m/z=542. 2(M+H) ,

[0566] =538
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[0567]

[0568]  (R)-N-(6—((R)-2-(2,5- 3R ) NI e — 1~ ) DRI 3 [ 1, 2—-b JWANR -3 2 ) -3
PP IR MR —1 - FP I e h R

[0569] ] & 4-(6-((R)—2-(2,5— AL ML I g —1 - ) WK [ 1, 2—-b AR 32 5
R 2L ) —2- R R R R - 1R R (R) - T 2 15 (52411365 12mg , 0. 022mmo 1) I [ B /ML H —
IRVEER N0 5mLAN HCT (U8t ) VWL FE IR I S S P FE A/ NI i, W4 S B2 o P Tk b 2 By
15 [ 44 5 A2 M0 46 L BRI IR 4 A AR B 2 R 28 ok R 2 = 1) £k T 20 MS (apei )m/z=442. 2
(M+H) o

[0570] 52139

[0571]

[0572]  (S)-N-(6-((R)-2-(2,5-F A HE ) ML MG g —1 - )k - [ 1, 2—-b Ik AR -3 -4 ) -3~
FH IR R — 1 - R I i

[0573] AR HESZHI38IK J7i2 H4-(6-((R)-2-(2,5- g 7KL ) Mg g —1 -5 ) kI 5[ 1, 2-b ]
Wik W —3— i B i F I 5 ) —2 - FR LR R — 1 FR R (S) — U T ik i (5249137 ) & 4 - (6—-((R)—2-(2,
BRI ) LG 1 ) IR IR [ 1, 2-b Tk R - 3-SR g ik F R ) -2 R LR IR -1 - P IR
(R) =T ZEBEHEAT il & o 4 7= ¥Rk 35 41k A MS(apci )m/z=442. 2(M+H)

[0574] Q@MO

[0575]

[0576]  (3R,4R)-N-(6-((R)-2-(2,5—- R ) MM IE—1-F )KL [ 1, 2-b Ik EE -3
H) -3, 4- R FIE g e - | - F

[0577]  AR4ESLHI20 7732 H (3R, 4R) ML g g -3, 4- —EFE [ 15 H 17 & (3R, 4R) —1—F FEML g
WE -3, 4-EER) R B HAR Y ] S bk 3 AT i 2%, A B2 WA ) 2677 4) (11mg , 92%7™ 2Z8) MS
(apci)m/z=445.2(M+H),

[0578] ;1@]41
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\N\%
" HN . °
"N
(J

&'
[0580]  (R)-1-(6-(2-(2,5- KL ) MERE g — 1 2 ) R [ 1, 2-b ik iR -3 4 2 P I8k
22 ) R It — 4~

(05811 AR S48 214 7732 IR e — 40K 4 i Wbk 3 47 ) 2%, A il 2 [ A& 1 247 4) (10mg
T8% ) JMS(apci)m/z=477. 2(M+H) .

[0582] §f§ﬂ42

Y

[0579]

[0583]

[0584]  (R)-N-(6-(2-(2,5- A KL ) ML K IE -1 -JE ) RIEFF [ 1, 2-b JWk IR -3 ) —3—% X,
W W= —1 - FF ¢ e

[0585] 445 <& 48] 2 1K) 7 ¥ FHWIR W — 2 i 225 50 M AR 33 A7 1) 8, A Bl 2 [T 44 19 24 7 4) (1 Omg
84%r= 2 ) MS(apci)m/z=442.1(M+H) .

[0586]  SEf543

[0587]

[0588]  N-(6-(2-(3—FRIR L) WRIE—1-JE KM I [ 1, 2-b IMAME -3 -3 ) -3-FR B S 44 3R T 4
1—F B i

[0589] 0B 1:6-(2-(3-FIKIE ) WRNE — 13 ) 3 IR 3 [ 1, 2-b WA WE K 1 4% - 15 J& /7
S SEE TN 6—58 —3— i FE K I I [ 1, 2-b JIAIER (450mg, 2. 27mmo1 ) . 2— (3—F AL ) UR g
(609mg ,3.40mmol , T [ ChemBridge ) SN-Z H:-N- 5 R E R -2-% (0.5 1mL, 2. 95mmo1 ) , 2 Ji7
ANINL.OmLIE ] B o SR J5 B IR BB A DI EAE 180°C N H B bk 24/ N o 78 5E R LI 5 K IR
I VA H) B IS T B 9 7K S B tOACHE B . A B A HLE , 3 FIEt0ACE BUK J2 27K » ZNasS0s T
BEE IR A HLZIFIRAA R o H5 S ALRERE JZ 8 FIAF T 2 e Hh 9 20—-50%E t OA c SE il B i Sk 208
AR A BT TR — B BRI EE )
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[0590] D UE2:6-(2- (3-F KL ) WRIE—1 -3 ) IR AL I [ 1, 2-b AR —3-FZ (1) il & : B S 7E70
CTIF6-(2-(3-FREE)IRIE 138 ) -3 A JERR I [ 1, 2-b 1AM (50mg , 0. 146mmol ) 55
SnClo /KA 41 (165mg,0.732mmol ) 47 T-5mL. EtOHH VR A M4 130 731 , B fo i % A1
PREE IR B R4 o 1) [ AR R A W0 8 INE t0Ac B2 7K (5% 10mL) , 2 Ji5 ¥ JiINazCO3 7K ¥4 ¥ ( 2mL X
ON) LLIRAB A4 B A B LR » 3F FHEtOAC (3 X 10mL) % 7K /2 St A5 HL o FNaoSO« T4 4 31
AWM IR G AR UL T~ — DR =4

[0591]  JDIR3 :N-(6-(2— (33 IRFL R IE —1—FL ) DRI [ 1, 2-b kR -3-J ) -3-F2 L 2 I
T e 1 - BRG] 2% « AE PRSI BT R 1) 6 - (2— (3R AL ) R g -1 -2 BRI 3F-[ 1, 2-b ]k
W2 -3-f% (45mg, 0. 14mmo 1) F{IDCM(2mL ) & ¥ H — IR 5 INCDT (35mg , 0. 22mmo ) o FEHHFES /)N
B 5, — IR PRI N2 438 T -3 - B #h 1R £ (54mg , 0. 33mmo1) , Z JG ¥ IIDTEA (O . 05mL,
0.29mmo ) , F-7E IR BEIR & T8 S S 13k 17 o S B2 A FHDCMAR %, FHZK a5k  Na2S0s T
P 3 4 o 5 FH S A AT FHO0—-55%CH3CN /7K 552 it 15 Jid >fe 4t A A il 7= 40) LA 3R A5 2 (8] 4 1) HA 28 7
Y1 (30mg,51%7 %) MS(apcidm/z=411.2(WH) .

[0592]  sEf5i|44

[0593]

[0594]  (R)-N-(6-(2-(2,5— AL ) MEng g —1-FL ke 31 [ 1, 2-b ImkBE-3-J£)-3,3-
FRLL % — 1 - FF i

[0595] AR SCA13 FH3, 3~ FUIL IS e £h 8 5 8 # S R B0 T -3l R R #h 134T il &%, AR Ak
2 A AEAE L) MS(apei)m/z=449. 2(M+H) .

[0596] g*gfﬁlj45

[0597]

[0598]  (R)-N—-(6-(2-(2,5—- G AL ) MLng g -1 ke - [ 1, 2-b ImkBE-3-J£)-3,3-
TR T b1 -H M i

[0599]  ARIESLHI13H3,3- M BRI T Ledh R Sh B W 30 T -3-F £h B Eh i AT il &%
A R B AR B 2 77 (20mg , T7%77 28 ) JMS (apei)m/z=435. 2(M+H)

[0600]  sSEf5ij46
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[0601]

[%M](MN(6@<2&~ﬁ$%WWMEI%WMHﬂIZM%%S;@ﬁWWT
-1 - B i

[0603]  ARAESLHI13 IR T e B 0 s 24 R T —3 - $h R 3h HEAT 1] &%, AR pk 2 BRI 2%
e (20mg , TT%F=2) JMS(apei)m/z=399. 2(M+H) .

[0604]  si6i[47

[0605]

[0606]  (R)-3-(6-(2-(2,5~ 3 R AE ) ML g g —1 -2 ) BRI [ 1, 2-b Ik R —3-J8 ) -1 - (2%
Rz H)-1-F IR

[0607]  HR4fESEi13 2 (FF R0 ) 20 B 2 e SU R B T -3 SR R Eh b AT il 4%, A il 2 [
IR 2 774 (20mg , 81%77 K ) MS(apci)m/z=417. 2(M+H)

[0608] ;1%48

[0609]

[0610]  4-(6-(2-(2,5- AR ) MENG HE—1—JE) DRI I [1, 2-b Tk R —3—Jh 2 2 H B 2 ) -
2,2~ " HZEINRIE-1-F R (R) 4T J:l5

06111  FRYFSLHI20 75 A2, 2- - FF JENR G — 1 - FF R ARUT 2 185 % e i bk 3 AT il 2%, AR Al 2
[ A4 [T 25 7= 4) (40mg , 91%7= 2 ) MS(apci )m/z=556. 3(M+H) o

[0612]  s£f5149
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[0613]

[0614]  4-(6-((R)-2-(2,5-F KL ) MERK g — 1 35 ) BRI I [ 1, 2-b ik iR -3 4 2 P I8k
3 ) -2- P LR R -1 FF R (S) — U] He i

[0615] A4 SZAFI 20 7 9% FH2— 5 A FER 185 — 1 — P 82 (S~ T Fk 5 5 S bk AT 10 4%, A2 1
2 G IR FE A4 771 (42mg , 993%™ 22 ) MS (apei)m/z=570. 3(M+H) .

[0616] 54450

CF3COOH
[0617]

[0618]  (R)-N—(6-(2-(2,5— 4L Y& g — 1 — L BRI 31 [ 1, 2-b Wk —3—3E) -3, 3—-—
R R 1 - P B = 3R 2 R B

[0619] Al & A 4-(6-(2-(2, 5 AR HE ) MEMG e — 1 - B )RR FF[1, 2-b Ik MR -3 2 L FH
Bt ) -2, 2— — FR R gR -1 - FF R (R) —BU T Ak B (SE 45148, 33 . 5mg , 0. 06mmo 1 ) (1) S B2/ N H s
AimL TFA/DCM(L: Lv/v) FFAEFREEIE B N ACE /NI o 72 BRI R , F TR A 33 A0 il v 7153
B &2 A SR =Y TRAZE JMS(apei)m/z=456 . 2(M+H) .

[0620]  sifif51

[0621]

[0622]  (S)-N-(6-((R)—2-(2,5- 5 R ) MG g — 1 -2 ) BRI [ 1, 2-b JikR -3-J4 ) -3~
e TR JRE R R —1 — F B i

[0623] MR HESEHIS0M) 51k F4-(6-((R)-2-(2,5— SR FL ) b g g -1 -3 ki 51 [ 1,2-b]
Wi R —3 — i i F B ) —2— e TR MR R — 1 —FR 82 (S) — BT 2 i (549149 ) & #e4—(6-(2-(2,5-
TR ) ML e -1 - ) R IR (1, 2-b Ik R -3 SR E S L) -2, 2- — FR R UR IR -1 -FR R
(R)—BUT FEBR AT il 2% - &7 W2 20 ) A [ A MS(apei)m/z=470 . 2(MHH) o

[0624]  s246i52

o1
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[0625]

HO
[0626]  (R)-N-(6-(2-(2,5~ R I ) ML g e 1~ )R - [ 1, 2—b Ik R -3 ) -3 (Fa &
) G2 A T -1 - B i
[0627] AR HESEHI13 AR T -3 B R MR Sh B8 B U A T 3B Sh IR Eh EAT il 4%, AR
JlC VR B 10 [ AR R 26 7 P (18mg , 53%7™ ) JMS(apei)m/z=429. 2(MHH)
[0628]  SZfi[52A

HCI
[0629]

HO
[0630]  (R)-N-(6-(2-(2,5~ R HE ) ML g e —1 — 2 BRI [ 1, 2—-b Ik e -3k ) -3 (F &
HOE) S8 3R T b1 - B sh g £

[0631]  [a] (R)-N-(6-(2-(2, 5 JR AR I ) ML Mg g —1 - JE )RR IR [ 1, 2-b IHAMR 30 ) -3- (%
B BRI T - 1-FF BER% (9.9mg,0.023 lmmo 1) (1 B % (1mL) VAR TP R INHC 1VATR (— %
f5t) (301L) o 7E30 7381 i , W 4 S A DA B3 2 28 £ [ A4 1) (R)-N-(6-(2—(2, 5~ F 2R )t
MR g — 1 —FE )R [ 1, 2-b IWAMR -3 -3k ) -3 - (R JE P L ) S0 2 3R 1 e — 1 — P Bk i &6 R 46
(10.2mg,0.0219mmo1,94.9%™ 2 ) MS(apci)m/z=429.4(M+H) .

[0632]  SEf[53

[0633]

[0634]  (R)-N-(6-(2-(2,5- KL ) LMK g — 1 -5 ) DRI [ 1, 2-b Ik MR -3 ) -3-F 44,
BRI T S 1-F B

[0635]  ARAESLHI13FH3-F A LB AN T he B BRI T -3-FE Eh iR Eh b AT il %, AR B
R A [E AR F £ 77 ) (60mg , 88%7 28 ) JMS (apci)m/z=429 . 2(M+H)

[0636]  sfhif54
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[0637]

[0638]  (R)-N-(6-(2-(2,5~ N3k ) ML g g — 1 —J )R - [ 1, 2—b Tk R -3k ) -3 Sk~
3-H AN T -1 - B

[0639] R4S o1 33— S A R T -3 Sh PR Eh 5 B U IR T -3 SR R Sh AT il 4%
A R 2 s L R B 2477 4) (63mg , 93%)™ 2 ) JMS (apei)m/z=429 . 2(M+H)

[0640]  =Zf554A

[0641]

[0642]  (R)-N-(6-(2-(2,5- AKE ) ML IE -1 —FL ) K IEFF [ 1, 2-b IWAMR -3—J% ) -3 2 -
3-FRAL A IR T b1 - B h e £

[0643]  [A] (R)-N—-(5—(2-(2,5— 3 A ) ML g g -1 L) ME MR IR [ 1, 5—a JMEIE-3-3E ) -3-#2
F-3-F R EURIA T bi-1-H B (10. 2mg,0.0238mmo 1 ) ) F B (LmL ) ¥4 ¥ 7 ITHC 1V W
(=%be) (30uL) «7E307 B i , Wi I A AR Ak B2 2 f [ 44 1) (R) -N=-(5-(2-(2, 5- 5K
JEE ML e — 1 =2 ) ML I (1, 5—a JBEIE 32 ) -3—F2 J -3 AL G 3R T Joe— 1 - P I i R R 6
(8.3mg,0.0179mmo1,75.0%" %),

[0644] i{ﬁﬂ%

[0645]

[0646] 5 TR (R)-1-(6-(2- (2,5~ G AL ML A g —1 -2 ) DRI - [ 1, 2-b IWAR -3 -2
SRR ) BRI T -3

[0647] B JeHs (R)-N-(6-(2-(2,5— AL ) ML MG e —1 - ) BRI FR[ 1, 2-b AR -3 ) -
3-FR IR T b1 -F Bz (5249013521 . 5mg , 0. 05mmo 1) ¥ 4 T-0 . 5mLDME A , 2 Ji5 ¥ Jin
TERET (24mg, 0. 15mmo 1) S HUMEDIEA /PRI B T B hiach 42 i , e 4 kL il A4 6L 5 B AUk
HE 2 BT FI A7 T DOM AR (1) 3-8%Me OHS it e JIi >k BL 4l A0 LA FR 1 2 1A (Y IR [ A i 28 7= 1)
(12mg,50%= 2 ) MS(apci)m/z=485. 2(M+H) .

[0648]  SE/5156
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[0649]

[0650]  (R)-N-(6-(2-(2,5~ N3 ) ML g g — 1 — 2 )R - [ 1, 2—b Tk R —3 -k )1 — FF Bk~
6 A1, 6- ke -3-F BE i

[0651]  HE4E SL g4 I 1 -FF 640101, 6 MbnE -3 F g B 44— (L i Jlg L ) o
FRTHEAT i1l 4%, AE R B IR B (BRI & P24 (16mg , 37%7= 2 ) JMS(apci)m/z=451 . 2(M+H) o
[0652]  sif6i|57

[0653]

0O
[0654]  (R)-N-(6-(2-(2,5- AKE ) ML IE -1 —FL ) K IEFF [ 1, 2-b JWAMR -3—J% ) —1-F J—
61, 6- A Mk -3-F B g
[0655] A4k Sk fi4 HI 1 —FF B —6-4A0fR-1, 6~ MANRE -3 F i 25 4 — (R e i Jrig ) o8
PRIFEAT il & « B8 ik PR P9 v S R HL B VRV B 2 Sl b e [ A, 13 2 55—k 2 Ak
RI2E =4 (52mg) o 4 Bid ik SO JZ BT H5-60%2 1 /7K SZie e A R AL FR 3 R 4 i W i 3R
9596 /W (A Z2 AR A BE 779 : 65mg , 91%77 2 ) JMS(apci)m/z=452. 3(M+H) .
[0656] =458

[0657]

[0658]  (R)-N-(6-(2-(2,5- 5 K2 ) LMK g — 1 -5 ) DRI [ 1, 2-b Ik MR -3 ) —4-FF &
IR 185 —1 — FF 9 i

(06591  ARARE S8 201 77 2 FH 1 — R B R R 25 40 N bR AT #6145, A il B2 0 2 ER YR AR [ A4 1Y
L7 (4. 5mg,63%77Z) JMS(apci)m/z=442. 1 HH)

[0660] =559
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[0661]

[0662]  (R)-N-(6-(2-(2,5~ 3R 3% ) ML g e — 1 — 2 )R - [ 1, 2—b Tk R -3k ) —4 -2 0k -
A-( =4 P 2L ) WRE 1 - P B

[0663] M4 sifsl13 A ( =% 3 ) WR g —4— B8 B o 8 BR T -3 Eh IR 3h i AT 1) 4%, 4 ik
Bk S E AR 277 1) (35mg , 86%77 ) MS(apei)m/z=511.2(M+H) .

[0664] <260

[0665]

[0666]  (R)-N-(6-(2-(2,5— A ) ML IE —1 L ) DKM IR [ 1, 2-b AR 308 )-2,2,2-
= W i

[0667]  FEKIE ¥R EN(R)—-6-(2-(2,5- g Ak ) ERG g -1 -2 ) KPR IF [ 1, 2-b IAR -3 %
(] #%B;50mg,0.16mmol) FIDCM( ImL) VAW ,  JG B WA N2, 2, 2- =M LR BT (2401,
0.17mmol) AZMtiE (1411 ,0.17mmo 1) o 7EWR MG 2 BR VK FE08 S LY AR 2 PRI
FEREFE LN I, W i e 2 I 3 B SOREAT 2 BT FHB=T0% 2 JiF /7K S e 3 Mot >k EL #2244k DL AR
R IR A 0k K277 1) (45mg , 69%77 2 ) JMS(apci)m/z=412. 3(M+H) .
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