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[0193] 1. HAHLL TP Z D —FhH e [m P AL gk R PR R (94, V& 4k) PRM2, 801, Hof T
PKMZ#PKR  PKM1 BRPKLH ) —Fhok 22 Fi B A7 1 B 1 5

(01941 m. Hot T PRM2F 575 A0tk K T 5 T PRI 38 /b — i HL 2[5 R (4911, PKR - PKML 5§
PKL) H2% A1 o

[0195] ] YN A SC TR 1 A6 A5 035 AL PKM2IK B8 770 58 1 TR B AL 5 1 S840 A5 P 0 35 A 3G
M s R I LA R R R I ACs0 o A I PE LA MR T L B LR, “A” R 4RECs0<
100nMFIPKM2¥5 AL 7 o “B” A& 4HEC50 100nM % 500n M PKM2¥E AL 7)o “C” A& 4REC50 500nM %
1000nMIFIPKM2HE HL 7o “D” J2: 4 1UMAS 10MZ 5] (RIECsoffI PRV H. 771 o “E” A AN AT IR B4R
[0196]  ZRSCHTRM AL G m] i H 2 Bl & B AR il 4%

[0197]  WiFdl.

[0198]

RN
RS NRER
DESE R S

RN .\‘\}3:":; m Fo s e

2 F B S

[0199] B SCURAR Lig m B PRI AR , 13 A8 SCPIr I () 26 A S i AR P R o o it e S
55 R 2AERRAEAR B 25 A1 T BSE A AR B 3 o AT F S0 S SR A 3 7 A PR TR 4 IR R (B) 53&
YT ERACIEAR AR AR A 25 N S PASR LT SR 5 R TR 4 5 R R AT AE 7 S B2 DA AR Rl e
LEYI8,

[0200]  BIZALREOAR N AT R A, G A SRR A A I T iR A AR ST 10 RN ST
F e I b, & Bivd B SR AT DL A AT DMEAR B &R &4 - Bl T-6 B S
A A P A A 2 AL AR A B A 5k (GR R BRAR 37 S AR S BT 8 A, 9 HLALEE
T, IAER . Larock, Comprehensive Organic Transformations,VCH Publishers (1989) ;
T.W.GreenefIP.G.M.Wuts,Protective Groups in Organic Synthesis, 22k, John
Wiley and Sons (1991) ;L.FieserfiIM.Fieser,Fieser and Fieser’s Reagents for
Organic Synthesis, John Wiley and Sons (1994) ; 1L .PaquetteZi%s ,Encyclopedia of
Reagents for Organic Synthesis,John Wiley and Sons (1995) M H J5 4Rk A4 fir ik (1)
7%

[0201]  ASCHAERIL SV A S — DB D AKRR O IF B R BN T A& YA
ANTHHETR A B — W I AAR | B A A R A T AR TR B o 3X AL S I BT A S
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T 2t B A0 R AE AR VS 2 N BRAR S5 UL S 244k & W0 F R VR0 U B SZAR AL 22 Y
dittiap ABA I HEA — B2 DT On, BIEEMARA G BT A 7l 58 AR 744
A AR SCRR LB AL & Wi T A 25 P IR S AR B4 O B (4, B — D ) BCAUA R, , 491 o el 47
FEFR BB 1M 5] RS PR il o R 2L, BR B B8 i A7 S X/ IR RHE / Z e i

[0202]  ASCHEBERIA G (B AN T4 &4 38 P A 2 — Mk 22 Ffm] A7 2 3R 5 4, HA]
PLARATART [A) A7 23X, A5 1L P H (DER J70) AP (T 5 CAT RS AR AT [ A7 R I8, B4R 7C
BCRIMC; ORT LA ATAT [ A 2 A, A48 PO RN %0 5 25 55 A SCIR R 1k & 38 7T LA 2 B AR
FRE R 8, FEHRIE N , B 5 A ST B & YR v B4 e TR 2, B AT B
FRAAN — i B — AR S TR 2K (9 20, B0 2R G ) e A R] 7E 22 B s R A e A0 s T I
KL= L) « A A YR I A B i e B A ST AL S B
A d AR U S A4

[0203]  ASCIRMERIME S AFENEYE &, UL ATET 25 (R [ B8 - B an, Ehnl
TE B &S 5 FUA S ik (A & 1) b 0 7 1 B0 BROACE (19140, 2 3) S TR J] Al o 3 B ) B 8 1
AFERE T VIRE B BRI AR AR VIR AT RN AR =AM SRR
CPRAR o [ R , R348 AT 72 BH 1 MUA STk A6 & 4 B s D i AR (il R IR D &
() T i o 385 B B B AN S 1 B - VBRSNS 0 DY R R S T
2y SRR R AL 25 BRI 2 AT AR, FL R R 52 RT3 T S R RR IS PR AL &
Y.

[0204]  m] 3L 78 NI 2 B RE PN A SCIR R A S Mt AT B M LA 3G 5 e 52 1O AR I ot (1]
QAR ) R T 2 2R o I SAB R SR A TP 2 0 9 H A S BN N 45 8 Ve = I Y 7 E
(B, MR IR 3R G S AR S J ), 3000 0 JIR AR A B2, 18 T e JE2 LA S0 VR Bl v 9 e
F AR ACER DA e 2 A et i 22

[0205]  ZERARSETETT S, A SCHT R A& W ml FAEF 6 B2 3L 1% & BRI /R H
Tl AL S VIR AT A AN/ Bl 2 SRR AL S A S B AR T B A A S P SR AT AR ) AN S
JE B GV Bl H T 28 Aot A R e T PRI & & T A AR SCRT IR AL &
Y2 A B AR ARSI AT 2L %0 (W HH Obrecht, D fIVillalgrodo,J.M. ,Solid-Supported
Combinatorial and Parallel Synthesis of Small-Molecular-Weight Compound
Libraries,Pergamon-Elsevier Science Limited (1998) 7x#1) , 3t HAFEH| " 18 &% 4
(split and pool) "BR"*¥AT (parallel) " & WA A B HHANEBAHF AL Kb H A (Z
WL, 44, Czarnik,A.W. ,Curr.Opin.Chem.Bio. , (1997) 1,60, Rl , —ANSEJiE 7 28 M AT
KSR A VI 7 A AT A B S SRR 5%, HATHE - 1) A& 2 AN LA 2445 2)
FEREA AL AR AL — B a2 P e A SRR K 7 VA 25 AL S 4+ 3) AE R FLh F ik — Fol
B2 R 5 it s 4) RS FL 23 18 T A (0 — BB 22 b 4 o B AXSE I 7 SR8 S A AR ST e
WA A UL A T B 2 SRR T, S < 1) S (it — PhE 2 Mot 2 2 [ A4 48 44
AR SCHTIR A B4 5 2) F—Firal 22 b e A 2 it A P8 — il 2 o 28 [ AR AR 1) FH AR
SR EY IR S B AL E Y 3) IR LT 7 B IS 1) — RhE 2 M o AE B T,
PR25" B 78 S BbR 10 8 40 T 2 8 AR SCPR (A & W BT AR AN/ B0 A ST R () 4k
EVEIATEY 5 DA 3T RS 7 B A R 7R B 45 58 B 1 o S S0 3 AN Ak
B 1o TR IR T B4k 22 it nT S, ] i 790 ) e A7) S ORGP 2 (1 R AR 4 B A ik
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TRV o G A2 T R S A0 R £E AR SCHR B ) 45 P ORI R P A 22 OB AR S R H IR 4k
2

[0206] /‘\HE_)(

[0207] R “p A7 B “pi R AR FRATAT A S IR B AT AT R A

[0208]  ARiE “heik” 245 7T LLe BERE B B R 8, & Fon B B 1R R 10, Ci—Crz
PR ML LA AR R SR LR 12 () IRE T ARE “H AR B R iR H P — A B A
SR R AR e, ARG A B S i 2 B B L 4 (), bt ) AR
5 AL BT e L R PR e R A R A O SR AR e B o b A R R AN (A
AU T EE BRI ] o “F7 b R B 05 et ) SE AR R R L 2R R 2 L 3- R
FE9-Zj ORI IR AL,

[0209] R “NE e 2§58 A e 2 | 46 1 —-CHa— —CH2CHa—~F1~CH2CHCHa— o

[0210]  RiE “BEla B R & 2-120 5+ & A — M SRR BB R R B
SEIR B N A FAE AR T TR L TR L L 2 Tk 3- TR SL R3-SR L R 2 — )
T3 A B A B (K e B i o R BRI S FR A B 2- 1 28 SR HARIEAE T3 A — Ak
AT HN E BRSSP R IRa S 2- 2R BAE E TS A A B2
AN ZHEN B R BRI S B R E A R T 2 e B R A 3T b = R —
AT AR B S AR I 1 e 2 a5

[0211]  R¥E P I G A “ b B U 4 A2 P -NH (Bt ) FI-NH (Gt d) 20 R “I5 f ik
A" TR -NH G5 be ) FEF o ARG ek sk e A e 17 () NH-Fe kT[] s RiE A
BlE R R (e k) oN-fe - JE A ARG “Pr s AR R FR -0 e B R A o ARG “FIE” 2 45 SHAE
o RVE “BRAC e I L AE-S—BedEE H  RIBRRAC I F L R TR -S-F5 3 A

[0212]  RiE“FHR L I8 75 EFMER IR WA =R IE 240, b s BUR I AT 2R 5 7
AT BEEAR (140, 48— Pl 22 PEUAR L) o 75 B350 3 9 B FEAHAN PR T 2R 0 L 2R S AR
[0213] A SCHT I ARE “BRfe 87 5554 3- 1 2N BRI AL A FROIR L XUF = 3R Bk &2 314
75 W Jd e o AT AT AR ) B J5 R e B (451, e — ol 22 P AR o PR 5 5 w0, B A 2R
BMEIR o PR A2 2 B S D B o BA Joe 1 50 4 ) S A9 05 AR AN R T BR TR i VR O 6 L R R 2R
[ N [ v 011 27 G e S

[0214]  ARiE"ZRIFIL" B RIF LA 248370 2 140 = AR5 RIS /) (B4, 376 2 14T
W, EARIE3 TG R TR KRS M A 1 -4 STk B O NFISHR 4 i+ o ZR PR L B R FR L A]
A0S IR BB IR o 8 ERIE T] DL S 238, B B A A B 057N PR R 5 o AR “ZRER R Bl %
IR FE LA ALV AR5 2V AN 2 3R L 45 4 o R “ 05 L & Fg 51478 (HP, 5-8JC B R . 8~
1270 IR B L1 -14 70 =3F) IR RS0, WA BRI, WIS 1-3 N IR JRJ , fn SR Je RUFE, WU 25
L=6 IR 51, AR 2 =0, W 1-9BRZR SR, il B 24 Ji -k 37 0k 5 0 NS (43 2t
R A IR IR B = FR 43 51 85 1-3 . 1-6 B L -9/ N OB S PR 24 i ) o A 7] BRAR ) 35 5
F A EAR (5, e — B A B EE) o ZR A 2 57 A0, 451 a1, VR Wy VR T L PER MR Lt
MR 37 2 R g 20 SR A 2 L L T 20 T LS L e b e | Sl e | SRR G I | LG R
E I | Wk D | DD | S G| | O | DA MDA | | SRR | AR L BRI L 2 E | I RO | s e
PR IR P I P e L TR BRI Y PRI SRR IR W R L Wy ML R | W7y AR IR L IR TEY L Wy el | Lt
W& A5t SR R A (oxo lane) Ei 2R BRI HE (thiolane) R WRIE IR IR ARk | Py I PN B A%
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AN G = AT A RN % B T P P e Tt PN B S o SR IR B AR TS BRI AT AE AN B N B A
ASCHTIA I B EUAR , B BR8] sy 25 e 2 5 Je 0 A A L B it L IR e 2 L PR B
QL HESE IR A R B R RS L R I L I B BRI Pk L R L P R O Tk
SCIm S I A I T R PR 5 RER IR 75 R 4 L —CFa —CNB 5%

[0215] AR SCHTIR I ARSE “Fe PR B fe ™ A2 5 1 % B0 A2 A B e 2

[0216]  IR¥E “FRJG A" 45 5 A 512 ik « LI 5 -8 Bk () 8 73 WL AT L A 55 TR IV BRER L XL
IRBE = IR 08 5 o AN W A T AT A P M 2 B (1) 3 2 i o A A ] AR 3 3 ] 4 B
A (540, 4 — Pk 22 PpEUACIE) o PR I mT A, 2 AR ER BIOBE R o A BR 2 = o R IR 1 1.
NI SETR o 1 SE B FRAEAR T IR M 2L A S mh B ok M A o

[0217] R “ZR M 5L 2 4830 0 A HE 75 25— 10 T SR BR L 8- 12 e WA Bl 1 1-14 0 =3
WRS, F 2RI, WS -3 DB, R 2 000, W5 1-6 IR 5+, 2R 2 = FF,
M 1-9N IR R 55, FrR PR 2% S Al S Hb 3z 5 O NS (3 4 , SR 2 R R L LR B =34 0] 43
A B -3 1-6 819N OB SHI PR & IR 1) o ANV FIFRI B J5L B 2% 5 ] T A 2 A I L B
AR [ T2 o AT AT B B0 5 AT A B (19, e — Bh s 2 A A o Z0 BN L m] A
TrNHER BRI 0 B SR R o 2% A0S 22 11 S 451 0, 55 AE AN R T DY Snb e s fn — &tk
MR 2

[0218] A TP I ARAE “Z 75 ke (hetaralkyl) ” M1 “ZR 75 el 2 i ik 2 75 LB I %
o AR LA BSR4 SR T8 4EN-0.S (0) F1S (0) 2.

[0219]  ARiE “EAC R R, L e Ty Fo Bt , e e T % T sN-E e, 4
TR T IR T O AR .

[0220]  RAE “BiAL” & e sk p ik IR Se B B ik | 5 R Ak | AR R R R R B O e Bk B AR
A, b R — B P m g — 20 B (2, e — Fhik 22 RS

[0221]  OR¥E “HUIE” 2 4a “HUAR” The s IR Ge Bt B M It L it | PR | R IR 2L L IR 0
H o7 BBk T B B AR AR AT A R Ak R R A o AR AR AT A R AT R AR < B AR A U
B, ISR A AR5 AE AN T8 3 (201, €1.C2.C3.C4.C5.06.C7.C8,C9.C10.C11.C1 2B B
B SCRESe ) FR Bk | AhE A (B 2, A ke SR A CF ) 5 L 2R g L O Bk L R g b
FE RN FE AL BIE PRI L F I A e S L AR A (B, A R A R G
OCF3) \Ix 3% « FR 0k R L R IR IR  BUE LA Ak L &UHE L e B a2k SOsH B BR T T IR I IV FPY %
TS (FO0-CHo-O-H i S 5 4RI I R FAHTE) I 238 A AL AR OF A2 2 05 2 B EUR
) JIRE (B, C=9) (g 2R 5k B EURES) PRI (et O 5 e dh) LS (0) b dt
(FerPnZ0-2) .S (0) o753 CLHns20-2) .S (0) a2 7 3 (HEni20-2) .S (0) nZ AL (Hirpn &
0-2) i (- = e di PR bR L, Oy e ik o5 e ik O ik | 05 R A LA A) VIR (he kL 5 e
S e h st Nk vk AN G NN CE N Y R LS T R N TR L N W |
A) B (- - Bk e R e L) AR AN T I, B A R B R
SEHBFRAT AR — N B — B , B R U R AT 4 o 78 53— 7 1, B B 5 P DA
£ IR BT EAR

[0222]  OR¥E “TRBEME” & Fa X PRM21F) I (o, & 40) D0t PRMIL ) 22 2245 . 3% At 51
6f5E 1055 .

[0223] A SCHT AR TE “YEAL T A& 8 (7 005 Hb) 3% 0 7 PR s i (49102, PKM2) 149 v PR B
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15 TR i R Ml (4971 41, PRM2) ¥ P 184 T 48 K T PRM2 ) 35 259 PR 7K S B A P R R 770 o 45l s AL
FITT AL R ARECAA (191101, FBP) B S 28N o B A SCHR AL HIAL 590 5 R R3S AL IR R 7] 5
FH R SR TCAAR 51 S 135 A0 20RE A b S AH R B0 i B A K ST S A2 51 RS AH R R B R » 7]
PN A SCERAIL 10 A W LA 22 it FH BT IR Ak 25 W) B et T 4 B ) e D0 2 7 TR S g ) 4% A v
1 72 A2 T FONTE AL TR o AT I AR SCER IR Ak S 6 S AR TR R ) v T o 7R R L
N T I A A A (T P e X Y AL PKM2 o T 431 40 3o s 040 5 461 ST ATPE NADHIY) ok 2
T PKM2 7 74 o

[0224]  45EMe Et Ph TfNF.Ts Ms43 Al 37 F 2, £ 0 RS | = 90 FR el % 1 ot
e R FR R I A AR T O R o AR A b L IR RE A AL S D Y I B SR A 46 S
IR HIAE Journal of Organic Chemistry&EE NS — M 1% 5 R E = T hr@lN bR
455 %3k (Standard List of Abbreviations) IR, FriR ZIZR A B & 19465 UL M AR %0
Sgorb Bl R A AT S B RS e 4 5 )1 a5 1 IR

[0225] PR EYIR 5%

[0226] W] LAJE ik ARSI O AN T3 VE V- AR STk (46 & 420 1 5 PRM2 (4140, v AL PKM2) 11
BE T o AE—MUSL 7 S, A8 22 B B BB 25 A1 T VP AR SCHTIR B 54 VR 5 PRM2 (1] 43 A
PKM2) [ 88 77 £ — 8852t )7 2 rp , s PE T A B FIE LA W 5 SRR vR A5 TR (1, v510)
PKM2¥I5E 77 (1% 2 T~ 241 M 7% I w2 A Ao 4610 6, ] A e Ak 540 5 0 M AR 2 A, 5 EL D= 407
FERECTLIR Eh AR B o I M ) Tl R e 2 TR ) 2 TR 23 A S T 1R 1) AR A S A R B S A
[RIA2 A, I JoT B B FR) AR A B3R 6 40 % A 9 I o BSAZ IR B 2 PR B 1 o ) AR At P T 98
WAL A P PRM2 (91 301, 35 AL PRM2) (R B8 77 o 1% PPt 7] 4, 15 S0 77 i 1 1) 28 A B 00 5 28
7 A L B4 1A A, 51 B il 3ok 2 e L A S e R R I

[0227]  §iiadk /I o 2 w5 Py PRI P 3 P2 T 3k A1) s A2 AE T IRONZTR S 4 R 1Y
JEA (il , ATPEINADH) (194 82 Sk Wl = o e 3k L 19 5t S o0 E R I gl I %) Bt = AR I TR
BB H5 A0 SR » H 75 B FENADH (NADH—NAD+) o P , PKM2 A 3 14 P 38 i 1 SUINADH W4 %
B 22 A9 T S W 5 v ke TR B2 W & o E b, PRM2IE PR 12 ] 3 0 B A TP 1) A il ke B A
DU, E T 214 Tk 1 47 T 7T R 5 2 A, )9 TR R RIS A TP 2 o o FH T8 S5 2 VR 25 1 b Wi D JER 0 1) 5 ¥
ALFEG A0, RO E TG BB U G L RO RO Rl I 5 v AT

[0228] ik B /7 75 22 R SLVR A W A7 AE e e 4 49 o e BT R 2E 93 B B 4, T IR
1% (040, ADP) Tk 52 475 5 A1 J 2  NADH 7L 18 5t S0l  FBP L3 J5L 77 (B4, T 5 Bl ) 25
1557 (B, Brij 35) SH JMATAETR (511, DMSO) o 7 VE S N A A7 AE T2 1R

[0229] %<1
[0230]

RN SRAF I 2H 4y AN E )
ADP 0.1-5.0mM

ikt R e B TR T R 0.1-5.0mM

NADH 10-1000uM

FLIR i 0. 1-10¥fr
1,6 TR 0

DTT 0. 1-50mM
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Brij 35 0.01-1%
Hi 0.1-10%
PR B PR S M2 (FH T 07 128) 1-100pg
DMSO 1-10%

[0231]  fE—Sesijfa 7y & rp , Al AR M/ ST AR s A A P A SCRTIR A &4 - 461
Wi, A SCAT AL A (B, PRM2YE A6 771 AL 40 M, FF HATPA L 540, B anyr A HedE N4
Mo HL45 5 PKM2 AT 5 5 PRM2 IR 35 AL A4 R IKT BE 770 SR e v FHPBS e it &R &5 A L &
W, W e I AR UK RS A R A VA A SR TS IS NS 5 AR ARG A SR e R o 2
78 Ho i Ak (I PRM2 R F5 52 B VA i 7=, 5 Hon &AL 22 SR A4 CELEE I 2 79 TR IR 5 g 15
PERT 75 4022 5D ZE R 5 55— & (115 LDHaBE A5 & 1 00 5E) 48 & - 48 Ja ml o Fr
& P AT B PR S S PR O — A R - b I S B E S R I B S A ge e b
PRM235 A AR B AT 2% o X AT BL 70 VF3RAFACs0 (PKM2A TG AK.50 %6 K ) o S0l M A 2 1) £
HAH LG , AT o5 S MR S A B3 i, FF L nT 8 YR AR ) B KK X 43 SE AT AL PRM2
(4L A0 540 43T AL PRM2 AL A 0 o 76 AL R (451 4, 6 200 i FifJRq v ) 05 PRM 2375 P ) 1
GRS AT TR B IO R 1) AL 2R/ Rg I B 45 ZiAk B 1) o AT L TUBOGER I 2 21/ g s
T2 R (R 5 I B AL/ e SR8 Fa mT B SR, TRISV 5 , SR TG VA i S AK o« AT
P S T AR VA R = R AR G nl g B TR &

[0232]  F-F A SC ik i) 0 ade / 003K 7 ¥ O PRM LR PKM 2 ) 3 S A 45 8 60 160 A ] g 2 7
A DT RR B S A B a0, gnbs i/ 22 KA A% R AT 4 51 N 21 & Fh 40 i 28 20 B30 40 i
R HT RIS A A B Z AN (540, COS  HEK293 T CHOAINTHZH Jfd 1) A1 J5R 2% 44 e (451
Wi, KA ) Rk R0, 78 AP PR F1 4% 5\ B SR B ek ik, S8 5 4 T 3675 4
Jd o L FRPKM e DNA/ED, 25 B AN 135 8] e HE TSI A 095 TR BB 1 ) 222 A7 DA L ) 5 I e i N B 3R
s FRH I AT T A Rk JFEAZ A B AL AN R I8 RS U VP RIS IR B A i
1, He A PRM R 8 i 422 22 U R R o B 2 R v ) - AR 2840+, HLATR k2 o A/ B4l
Ak, o AT AT FE R A 25 () S 491 40, 45 7S SR 20 B 82 JHA JFLAG Mllc—my ¢ 7 AR2E o B 2L AR B AL, 27 24 fit
A7 s AT AEPKMER 1 iS5 4528 00 2 ()4 TREA LA bR 2E AT fEAlifb 2 o R 5 o

[0233]  FHAEPKM27& AL 7714k A 40 2 7R PRM2 B AEFBP AN AT AE I 1K 5 S M R AL [ 7K P M AE
FBPAEAE FI10% 15% +20% 25 % +30% +35% 40 % +45% .50 % 55 % 60 % .65% .70 % -
75%80% +85%+90% 95% 99 % B 100 % o LA, AT 751 B % =0 IR K X A7 AE BRANAFAE R P
WAk G« 5 A PRM2 (1) Tl 1% TR 52 TR K 5 SXFBP 55 PRM2 1) i 55 LA A2 PRM2 MV P DU SR T R &
TeiE T A R AR AL o 456 PRM2J HLEL & 7R R K S BRI A7AE T LAVE MM S B e B 1 1L
GG T UK A A R AR AR TR 30t 28 L e R TR ) AR )6 B BT 75 T PRM2 1) 1)
PR FE I A% o Sead ke , 0K S B0 e 40 B v b S 0 4 B AT IE iy 4 A i A K

[0234]  yBy7 5k

[0235]  fE— NSy 2P, SR R H 2 T U097 BUIRRT WA SCHR I (1, Y6 97) (1590
TIE B AG ) 77325, BTk 7 A4 e AL A A B0 2455 Rl 4252 1) SR B &5 AR SC P
LAY i, 2R (D)« (T-a) « QD SR P AT 28-S .

[0236] W] al E 5 FRA) w10 20 i A5 A A1 B A it P B 1) 52 X3 19 oAk o it FH AR SCRT iR
WAL E R SV CAIGST TR A/ BUZ W 2 PG, A48 T SOk i S EE AT
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[0237]  AnA ST I, RiE YR I77 8 XN T IR BRIE VR R 2 IRIT 42
i\ AL B A (R RG  — PR ER 2 PR RS R E R B 2 AR R A A 5T (g1 4, DA BT B A ) & 2D
— PPE AR B DA R AR FEAG ) 23 2D —BPER) |, 132 A (B ) BB S AL A A A
S FH B AL A4 8RR Ok B BA RS (B0, AR SCHTAR I BRAT) BEAG R REIR Bl 5 B
TSR BRI 5238 (B 53 19 B Al 2R 4l il (a4 it %) B2 A BCE AL 54
[0238]  tnASCRT I, (L&A UG T RIS H &8 YIT A ME” 2 e e e m 52 i3
i PRIR B 2 R T & SR AR VR T M B VR i S A R R B s H A RIS 2 A E A AL
LT AEAFAEISIGST T AR K&,

[0239]  tnASCHT I, AL &1 PP B g 1 &80 &0 “Til A & 2 4848 m) 52
it R B 2 R i P S AE TR B IR R AS B R AS IR R A E B R R P AR = .
[0240]  fmATSC P I, R1E “2 il E” B IR AR AMFENIW R~ EAZ AT ORERA
SRS (] A ST IR I B AG) 1 N R 35 BIE W 323 ARG “HE A 4 Fr B S HEsh ),
i an=E LA (61 anss PR S A TCAT B Aineg A shd) , ol andE N R K801 K 553))
WA/ s A B B =E ) A s .

[0241]  JiJed PP 4G

[0242]  ARSCHrR A& VB AW ] 6 I7 e PERR A o s PR S 2 fr b2 T A
H B RAAKBE G 58 7700 40 BB B AE , 81 W AR A T 3858 PR A A K ) IR A
BURAE o 7~ 191 VE It ed PR R A A0HE I L PR L B PR R AG (1930, AAHIT B 465 W i 7L 55 R
SR = AR Y IR 3d 0 e P RS (9 B ) L A R T ) o AT MR B - SR LT A
JRE 45 W S e I AL et o FHAC S 036 97 7T LA B ARG i I g T R A 1) 22 2 — e
SR (91 241 g 3G B sk /D> s B & R PSS =

[0243] By A J5 3 T 1B VG ST Jehe , A0 45490 dn S A4 e 4k 2H 2R3 P AL L6 R8Ok i
AN FFH TR TR 7 3R SEARE o 7~ 091 PR S A e B 68 5 PP s B RSB PR (o, Y
Je8 B A i L5 SRR L B W (9 G0 & ) RN R AR BETE (91 T I A BR TE
R BRI FI 1 AN O S M IR o s A9 PR L 5 B L A B
Jr s Il /N2 e e AT /N e

[0244] & 7R 49 P 9 A« Bl N 2 P RS B2 20 M P 1 MR 5 J L P s bR E 0 i 2 1
95 s N S PEBEARE 1 0 s B R B i s J LS R R B s ATDSAH IR EL I8 s ATDSHH %
PRI s B9 s J LR /N o B T2 40 i g ) L2 K o B2 T 4 s s BHE AR S ohE s I bt s JL 3B
J e s s e PRVJRE /SR MR A R 2 23 40 R 5 ) L T T e 4 B R s e N iR 5 ) L T ged , i
TP B TR 5 ) L TR, /0N i 22 T 4 B e 5 J L B TR L DK B T 41 R / S0 P A 42 B T
JUEE Fided , = IR s J L BB MR , Bl R By s ) L8 Tl eg , e b JRLaf wh e v et s JL B e
PRLER % AT e ok P 22 1 50 s e L 2R LR s L s SR ORI s JL B S s B3 PRl s L
BSCE R/ LB s B R B B TURE 5 9 I A R 5 SRR K AN B
J U JiF R TH: AR R0 8 2R e bk EE 8 5 /0N i 22 TR 440 B g 5 L B DK T B 0 A e / 2 MR R 8 e
PR s B S 5 JL B JERE 5 0 AR UK EL A B T 1 LS 5 N PR A 1 AL 5 S e B U B A 5
175 BH 20 B PR IR 5 5 W s J L B A5 EL M s B DR T A MRk L s 5 PN e s J L 2 = A g 5 B
BB s JLE R U I s PSR A Mg ) L P A TR 40 e R s S A IR A
I s MR, FIR P B 28 s I , LI JS R4 B ved s RE 3 s B s L B0 s B W3R s JLEE A
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ANV IRE « PR IR S0 IR 200 TR « B0 S5 JVR T R + e A SV S A LR L T A R R« L
B I A i R 8 R« SR A MR SRS s N JEURTE) B4 OB ;L=
(AR 4 D) & s N E A e R LB E A e R IR E ar e R T
MR Ae8 5 )L BRI o i R AR 0 e A 2 S Jo e 5 MR PN S 300 I e A e (P - WA R ) 5 R B
Je + I s MR < WA LA s BN SOV BRI L2 A e P 19 LR L B S I L A e P P L
RN S PEREAE PG 5 LB SOPEBEAE 1 0905 5 12 bR 2 A i P 5 10 5 1 PR R 1 A
BN B L5 < B A R s N (U I < LB (B AT JHF « Al /N froies < /)40 g
e+ Bl N S PR AR 2 I e P 9 09 5 ) LB S b 2 4 T 1 s« A PR IR L 4 1 3
3 s ALDSAHIC IR L I8 (JEUACTE) v R 22 2R G itk LR < R PR T ML bk L2 R < i N B 37 < itk 2
T s JLE A e R s BRI A e R BN AR E A R LB AP E A e A
GEGRIAARE A B R SRR PR AR R G R s TLR S TR G B sk EE B e s B3 1R 3L
S s RN IR B) R 96 5 ) L2 0 P ) e e s 0 e G g 5 J L B i R B s DR 2R s IR TN R 2008
HF S0 IR A g 5 S PR I B2 8 5 JEURCE AN DI B RS PR St 5 L 2 R M IR IR SR B IR 2
RN BRI /SR 20 TR s B R0« e RS AR R SR A AR PERE TR B L JLE S kR
FEE ML + 20 R PR B B R 5 12 Ik RS T MR I 0T o B i R 5255 S0« B TR 5 J L 38 B TR i 5 At
LR N AR E T e LB R E & SR RN E A S R R
P A LB W SN 5 OV MR » AR s i TRV /R S T 2 AL 2R 4 g s O Sk L 5 O
S e s O SR VR 20 RS 5 O SRATG B M T A IR 5 JRMLRAE 5 JR B J L R 5 R O 4 e i e
5 55 SERN S R < FROIR 55 i ) 2508 WG AR A e ;) LB SRAR AN B SR AR A 2 A IR R
HE TR 5 I A I JRe / 22 T P BB R i A £ R 5 S R L s SRR A b g
GEYRIAARE Ay R IR s S A T P AR A 2 R STk R s BN JEUR PR 5 LB B R I S
i Z0 s s EL e s A () s J L BE ' M e 5 o A o R AT A 8« AL IR JEE R 4
T s JLEE RSOV s BEF I 5 )L B JE s s RV, JC IR EORE s I8 Il ER PR RS 5 PRV (R PRV /
HOGTEA AL LN R, L E RSOV R s N B2 s LB R SR 9L B
CRAAE s ROV s LB B o s B e R RT80) s M9 od AR 40 M B SR 5 /1N 20 B I 5 /N i 5 ok
NEHIN R LB LRI B R R S5 AN S i ies s B s JLE B s LB & bR o
L2 AN R 8 B2 IR T L b 2 988 5 52 A0 s J L8 e « Sk e s FRODR R JL 3 FOIR IR
9+ B MR PR A (R R AT AL + L R SHVAE R A e J LB R R R R 5 J LR 2R L AR
AV R AT AN 5 FCIE N s 5 PR 5 (9T e s M I R T i e 2 B SR L AR
I s FL/R G R AG B BREE A HIAE s AEF SRR R4 AR SO (8 VB ml iy 7 BRI A
TR .

[0245]  JEAEBREITVE

[0246]  7E—LEsLiE )y &b, A SCHTIR I A )5 — FhE 2 A L e IR T e o o
B RERE VRS T AR, B AT B 1) TR B AR TR L S B IR R TR I N R X
EeyGT H B BRI T R SR

[0247]  AkJ7

[0248]  FE—LEsLiifi )y S, A SCHTIR AL &) 5 — M Bl T — i A AL R T TT
AT IR Jee 4 ) 2506 7 B o Ay X i i A B T 808 o 7 200 bR 52 W 7 2R A )
YN T 25N AT W LA 25 Bl AT B8 TP VAT AR M 73 2L, B A0 F-HDNA S 1l 50T TR R G (A
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(193 B o K 200y 7 T X ) B A DO 3 2 At e B e i A B R e bk, RS T
1R 2 9 41 oA~ BB 42 52 DNAB A% 1fi 1 41 i Ji 5 v DUME S DNAS % , o] 7= AR — LU R B 4 57
Yo

[0249]  F T A7 VL RO AL TT 7 B S0 45 , 49 an B AR AT 24 (48] 4 B R VR A R e e A3 A
W) FGEAL ) (B, S80% T AE IR B0 B SR PR IR k2K = U S S A e 25 g A (A B
7 20 B T ) 0 e A A 1 70 B ) o s 9 PR R B R BT SR b B TR TR 2 BT i
(Alitretinon) 7~ HF & i\ Z SEE IS | U BE A 0 G 2 R LU 2 22 I e B IR A% 7 L =464k
TR T A L LB AR DL B B (Belotecan) WY BT R IA B AT
(endamustine) ERFEE R I OK . AV 2 B MR RIS R RIER . REHEG R
TR YTEREA KT RE S A A 5T P iR L &V BB L 5 7 i B
(Crisantaspase) - IR REBERG BT REA AR AR R VR4 & H i b Aok Ab
e 2 Tiih . 2 E . 215 B Elesclomol VRV B KB AR R B MESEH)T .
WRAEHE & RFCTH T BUR 5 R hiiE  FUREENE BGFU) VAESER]TT & P R AT Rk
A FEF] (Gliadel) HLAGHFLEEMK (Hydroxycarbamide) \J2 2K (Hydroxyurea) (AL
B I AR ST BE AR P RS VD ITILRE (Larotaxel Ao W IR L 22 2kl & TG A 52
FRNEIE SIS IR RTT R EE . H L SR DB RIE S RS 36 A
PR RS I R R . R R B RSB K HEIE 22 3 3 ORIFE R L I8
JEE AT 0Oblimersen.Omacetaxine.Ortataxel s BFVPAT LA B ) B 55 35 1l 32
5 =40 AR £ (Pixantrone . R R MG N R B B B)VT AR E R E Sl 2E.
HEET AL B Sapacitabine. A A]Y] .Sitimagene ceradenovec. V8 BEIKTEE 2 -
HRL VA S B IR - R B IE B BV A B B LB JE VA Tesetaxe ] 22 YR L DY AHTR 25
WE 5 R MR IR I T (Tiazofurin) AR S ENS  F by 8 (Tipifarnib) SFEyHE B il D1 %%
EEWRGER . = % =8 (Triplatin) J4EARS (Tretinoin) . Bl BL&T ML M A% L 47
TERYT R B VEBS  KEW L KEW . KEMM Y  KER T KEIE RSt
(Vorinostat) - /& 2 bh B A1 B AR ST P () 4 B AR 410 1l 7 3o i 2555

[0250] PR T — 262535 (Rt A AV FOG T SR st A, B DA 5 [R] B 45 3 I Rl BE 22 Fh 2
Yo 8, PR E 22 RS T S HAEBR S AL IT o AE— B8 s Uy =, AL TR (B R BE ALY
AT 5ARSCTR L &GS .

[0251]  ER[a)yT i

[0252]  fE-—LLsLjii Ty R, A SCHTR AL & Y5 — PhEl 2 Pt )y 7 ik — A i« #8197
VEAR AR R A B I O TR B B R S I B I8 o /N SR R A 2 D R A I Al
P ) RAR E 1 Tk RIS BROCE L e T T DB ) i 1 %) R 5 A S I o 7 o o O HH TR S
11l 2 P& S PR I 17451 A x d tind b EF B JE (Bosutinib) FUHLE 8 AW B B IR B B
R e HAER B LA B R B R R B JB L Semaxanib R PR B AT JE B e A
JUEEAth 8 , L& 40 J&] 30 2 3 ORI S50 410 i 77 B A Tvocid ib MISeliciclib . B suf 471
WTTIEIE Ty — PR okl , Hodp a7 AR et 4 S 7E e 4 MR ) 5 8 B B A - sk
Fhd s T U 3-HER2 /neudi A th Z 2k 51 HERCEPTIN®) , fid & H T 2 FiB4
JH S M JirtEd PRI H—CD 20370 44 R 22 1 B Hu A4 8 B B 0 o HL " 7 9 Pk oA 0. 4 7 22 B B e
JE BT i Z R BT BB ER BB DURER BB B AR V& SR U 7 R B o B MR S 2R
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AFEATLibercept At JE /& (Denileukin diftitox) .fE—YS2jfi 7 S, #l a7 yEn]
M T S5ARSCrR AW

[0253] &R pm) 7 vt T KR T 45 5 20 M 3R 10 52 14 B g ] TR 52 452 28 1) A i 40 58 o i 1
VAR E” /IR 51X B K (1 01, RGD) FESZ (1) IR % R B A RSB 4 (I RAZ = 7E
YRR FH I AR IR ST AR SR BEXXAR®,

[0254] 4 yisyy i

[0255]  7F-—SLsLji )y 2 , A SCHT IR AL &5 — PrEk 2 Ph G % 78— & o e E
TR IR T 5 B3 A B )% RG-S R L F0— A A F G 7 Rk T 7
A0 TR T 2 s B [ B T V2 A 5 5 A 5 D e 1) ML A8 N BCG S8 9773, BA A ASE 90
FOH B 20 M PR DA B A s AL R R s i R R O

[0256] Sk DRI I T 40 M A% A T Ay — Ph Sz P T 20, DR AR 380 (1) H 02 4 i 227 LA
FEAE AU b e 25 SL T R o AE— S8 SETl 7 S, Sy iRy 7 A T S ARSI R K&
A

[0257] B EITIk

[0258]  7F-—LLsLja )y 2, AL AL &5 — PhEl 2 PR 7k — e A . nl st
e R BICFE P i 2 1] — L nE 1) AR K o 5 ER BUE T g 1 S A S 4] 40, 4 R e SR A ) FL
Je AR 5 e o A% B BCH PEL VB 2 B0 S8 R o Dy — P B 2 0 BV T o AERE B RE i
BRI FG I 28R T R VAT A s i o AR — S Sy Revb , BRI IERI A T 5 AR X
FriR AL A A

[0259] AR JHESE MG B P 5

[0260]  ARSCATIARI AL A WECAH & Y RT TV 7 BT AR HERE , 1 G 72 N 323038, 1
JUE BN SZ I o “BEERE” 22 45 Forp 3263 A8 F1HR 20K T BSE T 301 i iE o 1R 22 A8 3
FriR Ak & 9m] FT ¥R T7 SRR, B e . R R4 o rp 2l B R E R O T BT
25 . O E o /8 FL FR 2 (BMT) ATH B X MRS “NIH Clinical Guidelines on the
Identification and Evaluation,and Treatment of Overweight and Obesity in
Adults” (1998) . AL EWIRIGEIT AT LA B 52 i H = % 02% 5% 7% . 10%
12%.15%.20%.25% 30% 25% 40% 45 % 50 % 555 % ) & o AL S W BIEI 7 7T BA N
R 5 R A S EU I B AK T30.28.27.25. 22, 208 18 AL AW 7] FH T ¥4 y7 B il
B 7 BRANE Y 4 3G AT 22 BOIR ID DA, 9 4, PR BRE S AR OT I IR FRESE B PR 9
B I HRE (12, 4 vy 140 ek = B8 A0/ B e B IR ) 5 DA R g iy BT oAUt P g
[0261] W] jii A SC AT IR (146 BB A LG YT SPrader—Wi L 11 £ G1E (PWS) A XK AE
JHESE o PWS A 5 R FREAE (81400, o 245 REIRERE) A7 O (Y284 PR AG

[0262] AR B A B G4 mT T8 A0 A4 I Ty, TR 38 om0 44 g T » i 20 I ] g
(il i ML e R/ i ML [ e 5 DL AR o] e () e 22) , 0/ B8 20 HL A PWS HH O L JHESE ()
AR TR, R/ Bk 2D FF i 995 18] o PR AR O I S AR 43 o

[0263]  ZH AW FiliE & 12

[0264] A SR IR B4 A WA R AR SCRTR BIAGA 4 (a0, A SCHrR ik &4 5 DL &
WBIT R CRAFAE) » DL BRI R BB e IR (BLE AR SCFTiR B 8 £2) () 7 .

[0265]  ORuE “Zy2 bl HE52 M BUREUL )7 22 8 7T 5 AR SCRRAL R AL & 4 — it e FH T 6
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o EANBIR L2 B, JF H 24 DL BLEE IR T & AL &0 057 & ik I oy B3 1 8k
BRIk

[0266]  n] HIF A SCIR LI 25021 5 W 22 B n] 552 B 384 e SR G D B AELAS R
T BTG B R IR B DG - B FLAL4 25 AR 4t (SEDDS) Bilind—a—A AR L
B 1000 R HA R B « HI T 2540570 A 9] ek i B L " SR ABL S 5 0 3t 326 2k o F) 2 i i P77 LY
A BTN MLIEE A S 5B an iR 2 H 2R (D BR  (L LR P LR AL U PR
B H vl VR 5 I s IR A 5 1 S B IRKS B 1 BRI S B R L P AL B
AR SRR B VR LR e E T A 4ER I R & TR R PR 4R RN R
PG IR R it 3R L6 - R AR R BUR 670 R & —BE AL B AR PR Bl fia— B-AT y -5
WIS S BAL A B R AT M B e A e S b (45 2- T3 -F At TR -B-3AHH) (B E
AT 1 st 3 A SOk B AL S R LR PERT AR

[0267] AL ZMAL Pl 4 0 M B s RN 55 Rl B B2 i S B Bk
FELNIE 25 (8 2 5 AEL S Diade 1 ke Y B 55 0t P o AR SCHR BE I 29 M A0 5 W ml A0 5 AR 4]
o 0 H 2 7 BRI AR R B W o A2 — 2 DT, A] 25 5 B R 2 (1
T B {rh R E] 1% 1 7 pHIA 39 B e 1 A & M0 EL B s RS PR A ST R 18 B Ak
Jite VAL AR B~ BE PN ST MK P S JOLPAT < 51 P Sl M P < T8 I PAY O PR B P 9 Ak A R
S BRE DR .

[0268] 225 HIAL &4 n] LAAE FC TR S 770, 514, W] 3 3 ) T TR A PR BT TR VR S VR - 2 AR
AR L RN, R FHIE B 1) 73 HEOR BRI 11 77 (i i 80) 803711 ml BA 43 1% 1R B - o1
TES R AR AT BAAE A — P IC 2R B W SR TR BT 0 1, 31 R AT R 0 JE T A S A T
B TR o ]2 ) AT D AN A T R R A R B 7K A ER VA VBURT 55 12 AL TE L
A, Fo T I AN AT & PR VAT SR 2 A1 ot o DRI BE » ) SR FH RO AEAT SR S PEAN 3 5 Tl AL 5
R B VR R R o I U 1R G R R L Vel B T A 0 A T TR SRR, 2y
27 B AT B2 I RR T G BURE e B R i, T L H R A AL RO AT AR o K B A VR R
AR P A R A R B A3 R B PR R A 4 R B TS 1 2 25 B ] S 1 7R 2
Cf8] 2L 7 A / BT 2 7R A9 SRALL 0 FAG) o JHL i PR 2R T P 790 81 e L 50 ) 2 A/ B
R 4% 2 5 AT A2 B [ A VB BHE SRR 0 AR FL AR RV B A A ) 3 i 77 T
TR H K.

(02691 AR SCHRALR I 25 W2 & W] SR AT ART 11 IRl 422 32 B0 R0 B & 1 it Y » 36 mp A it 4R
ANPR T < B 7R 5] SRR PR VR W 2 FBGBURIIA WL £ 1 BB TEK R RIS D0 T
FHFR) 804 B A5 LR T KT M o 308 0 ER 00 N VR 70 B 1 1R B o 0 S T 3G R 1 i P A
FEIFRY R 8 ) B 75 L MR AR08 KU o 224 10 it 7K PR 8 R0/ BRI, Tl 8 I B i
T AR A PR 5 FUAL AN/ BUS T RR  o G R 75 £, AN LS B R R A/ BT
FRR/BCE o

[0270]  ACCHRAEI WAL & W0t AT LR & i aU e B Wit A o 3 # A SCIR A AL & )
53 B AR RIBE RO R A X e A, IR A SRR & 5 E AR
BRI L TR A n] B LL 20 54, DR A i vh Vs A R R TS PR 73 - R B R AH
ANBR TR Al g IR AR 2 TR .

(02711 2Pk a7 A48 AT IE I R AR IR OCR & #1E 1 AR BAs B JR Al it AR SCHR AL )
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ZIMNEH A I AT R SR B R R R T & 29 WAL W R i Ol B B TR i
WE Y BT IA RT3 AR 3G MR 43« FT =300 A SCIR AL AL S i 3 AR a5 H
AR T 3 AR L AR A LR ARG T B R A LG R AR A A T AL AR ]
e b, 25 FHZH A ] B R B B BE I EIORE ) FL R BT S TR AL S S E R SR —
HC BT B VA M T8 B 3UA P & B 1 3R FEAEASER T8 909 e 7K 1L AL SR i PR L 2L
FABEER60 7S e AL la b L iR A IR BT (cetearyl alcohol) 2-3F 1 R oK FEEAIK.
ASCHAE R 25 A Wt nT i B R A R BOE B R R RN T R iE . AR A A
5 R 0% R M 7)o

[0272]  ASCIRALR )W 4 G Pt ] d it B0 BB N i FH < S 4H A AR 15 25 ) il 77
QI O AR AT i 8, I ELAT il £ R Eh KA, SR P R B B B & A @ i B 790 mT 3
AW F P R AL B 70 B SR A A L AR/ B L e A AT 2 R B B 43 B

[0273] AR SCIRAE A A WA & A SCHTR AL &) 5 —FhE 2 P L e i y7 ISR,
S AR, a5 e AW ERGEEEH TR T A TR HAENA LR
100% AL 2155295 % [ | B K P AR AE e AP A 2 DN HRE T R 54 R
BE AL G e it o AT e, FSEE R AT LR SR AN BL I 3 93, S AR SCIR LR AL B 7 R
—HEMHIRE

[0274]  ASCHTR A A VAT E I KA S Bk A 22 B TP LA B R T S i A 5 B
IS O 290 8 B ARG IR RS AE R A 55w BCE S TR N, TR R 2905 8 4
100mg/ kg4 # , AT 3% 1) 75 5 A Img 22 1000mg / 7| & , R4 22 1 20/IN8 B — IR, BB HE 7 2 25
)75 22 o S SCI 5 1k 55 FH AT R AL S W B A P DL SR IR B 75 BB S8R 5 K
R AR 2 2967% 8] e 1 A Sy % =i AR SCHR SR 29020 64 - 2K A ] FHAE NS
BRI T I o AT S BRI A DL AR B0 — 550 8 (5 PR R4 1) R AR ARV 97 1 1 32 A
5 5 110 it P 7 2T A8 A o L TR ) SRR A 5 2495 % 22 2095 %6 T AL A (w/w) o T et , HE 2
IS 2120 % L4180 % iG AL AW .

[0275] W LA BAR T E s T Bk &R 78 o AR AT HAR B 2 (1 55 52 70 B AR Y7 7 R Bk
T2 FhR 2R, B R 3R A48 Bt B0 RR SE A & W PR A 0% AR JE L — RO IR 400 14 i) A
£ it N T) R 22 25 W05 S 008 I BOE IR I ™ B RE U L L JR 35 5 B0 e
BORE TR A S5 RN I 7 125 DT P IR

[0276] 220038 B3 FIWRE 2 5 , WIER 75 22, n] LA FH4ERr A S A SRS L &1 A &
YIERA o Bl i, it FH 0 55 2 B8 L B AE e IR ) R 0P T 9 38 2% IR O p e N 22 B
5 KPR R 8 AU TR IR RE 1) 7K o R A SRR AT AT AR 2, ) A 2 gl 75 A i)
[T BRYR T o

[0277] G0 3 S A0 )

[0278] A SCHTIA B A PURT YT PKM2 o IR 0L, ] 48 B AR SC TR 4k A 0 #: TR IT 10
SR RN /BRI e VP R RN/ OS2 K 3 A 2 A 7 R B TTPRM2, I
Hoan R 2 %52 75 B TPKM2, I8 A 85 1% 52 338 it A SCRTR L &4

(02791 A FH A AT 8 11 5 32490 03 ot 0 8 A6 3 v PRM 2 A7 AE RN/ B0 P 5 32 K 3
PR 5 BT PRM2 o 75— S8 ST 75 S8, 7R W PP PRM2 B3 PR A /B

[0280]  m LA W5 IH 52 AR SCHTIA FAk A i sz, 490 W 09 3 AN/ B0AS R e IR ) e o T
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PAVEAr 583 A 9908 1) 2508 » 9] et M e e (4 2, o) A9 ARG AR sk = BT IR o A2 —
BUSE it 7 S S A3 FIVA ML 2 B0 RO 2 W 5 SO RV B

ST 5]

[0281] St 1. PKM2I5E

[0282]  Fif%:

[0283] @7 /x JBi 42 Mk R # TEPKM2 fiks 4% B VAR

[0284] @& sCiG2ul AN B BRfLH, SR 5 IMAL80UL X N5 -

[0285] @Y% BEVREW SN (ASErADP) £E4°C i & 30404,

[0286] @Mtk BB P 2 =, 25 NN 206l ADPLL 5 8% B

[0287]  @LLZIE (25°C) A1340nmip KT (KW ' 55 A Ak N 6 s I 3 o

[0288]  Jx RIVRE WD : 76 R SLGE R H (I PKM2 (50ng/ L) ~ADP (0. 7mM) \PEP (0. 15mM) \NADH
(180uM) \LDH (2E847)

[0289]  Jx RiZZ k- 100mM KC1.50mM Tris pH 7.5.5mM MgCl2.1mM DTT.0.03%BSA.
[0290]  sEZjtaf2: Ak & K 4%

[0291]  JiFE2:

HE DU YN
it

[0292]

[0293]  fL&16:

~ SR ROMRP, PR SO EE e
Bendd MM e Bresf 9 . BoN N 3 i
R Sl RO LA e RS SRR
5‘ T N .
[0294] 9, BB AN 5

i
a\z‘: T

‘ >m\
(eS8 §~§\ ?« -—v\\

o

6

[0295] AL B W1 — L FE : 14— 2K (5.0,0. 0289 /K, 1eq) ZEDMF (50mL) H VAV ,
IIANER R (9.970g,0. 07228 /K, 2.5eq) , SR JG MM Z b (4.70m1 ,0. 0578 /K, 2eq) , §ii
PRI oG TLCHE $8 S ML EFE o i RHFE R 5 5 FHZK (25mL) P KR BLVR A, 2R 2. B 2
HX (2 X50mL) o 45 A FE A HLZE K (40ml) ST - ZNa2S0s T 418 2. B8 )2 , TE0UE T
WAR I FE SR 901, LR BR/ ) S, SR A1 (5.0g,86.2%) JMS
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(201.06) 202.1 (M+1) .

[0296]  fLAW20)— ML T AL S 1 2 AR SIS (2. 00g,0. 00998 /R, leq) HH . —7E10
C. & 10min N &2 IS (25mL,0. 3588 /K, 36eq) o 44 T3 1R & WIAEAH [RIR B2 Fi
10min. JEEHE LT 4 R BIVE A B VKA 7K (100mL) W, H 2.8 2. BEAEHL » FHH2035 5 A Bl
J2, ZNaaS0s T, 7EUE N IR 4 o i A1 A4k (60-120 B LR , 5% LR 2B - L 550) $RA3 A1
PRI AT R 7202 (3g,43.3%) o

[0297] AL A W3H— FE P : 7E0°C M 4~ FE 2K B R 2. 15 (300mg, 1.81mmol , Teq) YEDCM/
ML e 12 1R A (5mL/5mL) H VRIS IR -2~ Z A R -1 - & (L 542, 654mg,
2.17mmol, 1. 2eq) /EDCM (5mL/5mL) H VAR o S8 Jo W I RLVR SR E T . RV &5 R
J&i » FADCMAR R S LV A, K B¢, S B T 158, 7R 08U i - SR J5 FH 2Tk A8 5 FIE
OB ™, 15, A3 20 8 K A A AR A6 543 (0.600g, 77%) o

[0298]  'H NMR (200MHz ,DMSO—ds) 1.30 (t,3H) ,1.58 (t,3H) ,4.20-4.40 (m,4H) ,6.82 (d,
1H) ,7.10-7.20 (m, 2H) ,7.56-7.60 (dd, 1H) ,7.90-8.00 (m, 3H)

[0299] L& WAl — AT 54— G- -2- 2 U R L WS B 2 ) KR IR 2. B8 (b &)
3,600mg,0.0014E /K, leq) V& T THF-H20 (1:1,30mL/30mL) . 4R 544 Li0H. H20 (0. 293¢,
0.007 /R, 5eq) INE ik s B VR A4 R 3 HLAE I R BdEat 2% BURHRE R G , 7R T &
ZVEFICLIRIFHL W) o Fl S 18 G ERBREHFA  « FIATHR IR (pH=4) ALK )Z, HIR F 42
BEAEHL (2 X 25mL) o & H AN ZEENasS0 T8 , 7RI T N Rk 4e BT A3 I O bt — bk
w3 R) 4tk 594 (0.5008,89%) .

[0300]  MS (400.24) 397.9 (M-2U&, F1 B4 5) s 'H NMR (200MHz , DMSO—ds) 1.20 (t,3H) ,
4.18(q,2H) ,7.10(d,1H) ,7.10-7.20 (d,3H) ,7.60-8.0 (m,4H) ,10.6 (s,1H) ,12.6 (bs, 1H) .
[0301]  ALAWITH—FE T : 7E0°C ([ 4— (¥R -2- 2 S J 8 Sk W R 2 ) K R (fb &
¥4,0.300g,0.00074E /K, Leq) FEDMF (25mL) H I INAEDCI (0.157g,0.00082E /R ,
1.1eq) \HOBt (0.126g,0.00082/E /R, 1. leq) FIDIPEA (0.48mL,0.0026 FE /K ,3.5eq) , fiFE 15
A3 ARG AE0C NN 1-2— (R A DR L) WRME (L A496,0.171g,0. 0007488 /R, 1eq) VAW,
WER TR EMAZE R E R VAW G, A K (30mL) , H R L BRZEE (2 X
30mL) o E AN ZE A TCKNasSOa T8, EIUE NI AE o KR WIS i T ELOAcH , I,
fie, 12 20 8 A AR A T, 1 3l ?ﬁ#ﬁﬁ% (200mg , 46 .. 5% UL ) .

[0302] Q» 5@9 N —.
O

[0303] 'H NMR (SOOMHZ,DMSO—de) 1.30 (t,3H) ,2.80-3.0 (bs,4H) ,3.30-3.60 (bm,4H) ,3.78
(s,3H) ,4.20(q,2H) ,6.80-7.00 (m,4H) ,7.10-7.20 (m,3H) ,7.30-7.34 (d,2H) ,7.70-7.75
(dd,1H) ,7.80 (d,1H) ,10.35 (s, 1H) :MS 574.0;MSHEIE H574.0; HPLCAEJE97.80% .

[0304]  fLAWI6H A RK -

[0305]  JRfE3:
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N fad
ey . ! 3
S LT ORER, PR TN LB G
SooN  MH o+ B 8 4 —w B NS S e »_.d‘-h‘ii. ,,,,,,,,,,,
N R T TS
[0306] &
’d-«\§

TR S?’i §s W-\\ “\-‘3

"

[0307] S50 — R 7« 76 PR SR RS8R, ZEN2 U B IR R - L - R R LT B
(4.97g,0.0267FE/R , leq) 2-VR1a &k (5.0g,0.0267FE /K, leq) FICS2C03 (21.7g,0.0668E
IR, 2.5eq) AL, 4-ZIELE (100mL) o« S8 F5 7EN TR T BINAP (1.49¢g,0.00240 8 /K,
0.09eq) F1Pd (0Ac) 2 (0.96g,0.00042E /K ,0. 016eq> INZ e BV AW AE80 CHiFE it 7 - 1l

I TLCHR 5 S LR BEFE o JFURHRE /R T, 7R Jak & M AR o = 7, R Y KRR, SR &
BEAZHL o -5 A HLZ , ZeNao S0 -1, E@EF(&%J@QH@@ V£ hER60-120,5-6% , LR
LR/ T ) SEACKL P, 45 B RS BRI I B 7= 75 (2.8g,36 %) o
[0308]  'H NMR (500MHz,CDCl3) :1.42 (s,9H) ,3.0 (m,4H) ,3.60 (m,4H) ,3.84 (s,3H) ,6.80-
7.00 (m,4H) ;MS 293.1 M+10%) .
[0309]  fL-AMH6H)— AR « FEPSRBEEIR H , F £ IE-HCL (10mL) AbFE4- (2—F S A L)
WRIE—1 R IR AT R (b 545,0.600g,0.00205 /K, Leq) o 4 Frf3 iR & ¥4 #id % a0 TLC
Fros RS G  FEIRE T B 25 Ol ZRAF B AR A B o F IR S BR e AR B R, T4, 3R 15
A A IR I ek 5406 (0. 425¢,90.08%) o
[0310] R Lk FR)7, A P BE A LA P2k fil & T FI244 .
[0311] 5@ —2-FF A JE-N- (4- (4— Q-F Sl LA L) WRWR —1 - Jil) R L) DR Tt ik (8)
[0312]

[0313]  dnym A2 BT , EH T 65 T A 2 FF A -5 SR B S 4 (L A8

[0314]  'H NMR (500MHz , DMSO—ds) 2.8-3.0 (bm,4H) ,3.40-3.78 (m,4H) ,3.80 (s,3H) ,3.84
(s,3H) ,6.80-7.00 (m,4H) ,7.12(d,2H) ,7.21 (d,1H) ,7.30(d,2H) ,7.65(dd,1H) ,7.74(d,
1H) sMSHLIE Aym/z 516 ;HPLCAL [ : 94.33%

[0315]  5—JR-2—-F A FE-N- (4— (4— Q- FF A JEOR L) WRMR -1 —pe k) ZR L) R Tt ik (9)

\
[0316] —@ \ ,N‘©

Br
[0317]  FH 4R 2Ky 1] 4% AH L ) Tl I G o 54— TR IRy O FR JE AL , 2R i &R IR S L, 753 31 2 FF
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S-SR ORI S, v R 2 P 44, A A A S DL AR A A 9

[0318]  'H NMR (500MHz ,DMSO-ds) 2.90-3.00 (bm,4H) ,3.40-3.78 (m,4H) ,3.80 (s,3H) ,3.84
(s,3H) ,6.80-7.00 (m,4H) ,7.10-7.18 (m,3H) ,7.30(d,2H) ,7.70 (dd, 1H) ,7.74 (d, 1H) ;MSHE:
I A562.0; HPLCZE ¥ : 94.36%

[0319]  N-(4-(4- -FE IR WRR -1 - Ah) ORI 52— Tl Mt i (10)

0.0

/
0
R S\, == P
O OO
10

[0321] AW &P 3R0ZE-2- B S B AL S92 0L #2410,

[0322]  'H NMR (500MHz , DMSO—ds) 2.80-3.00 (bm,4H) ,3.40-3.78 (m,4H) ,3.80 (s,3H) ,
6.80-7.00 (m,4H) ,7.10-7.30 (m,4H) ,7.60-7.80 (m, 3H) ,8.00-8.20 (m,3H) ,8.50 (s, 1H) ,
10.7 (s, 1H) ;MSHLU& A504 . 2 HPLCAL & - 93.65% (UPLC)

[0323]  5-E(-2-Z A HE-N- (4- (4— Q-F A AL L) WRMR —1 - Jt) R FL) R Tt i (11)

0 o0 0
B . S\ ' / X\
o) ) %Og“?ﬂ ,INQ
Ci 11

[0325]  H 4—S 2 My il 46 A L PR Tl B9 50 o o 4 SOR Y 0— 2 AL, SRR B3 M 1) S A T BEAT
TR SN, $R 12— 2 A B -5 A R R WA 2 B » B Az BBt & &AL 51
[0326]  'H NMR (500MHz , DMSO~ds) 1.30 (t,3H) ,2.80-3.0 (bs,4H) ,3.40-3.78 (bm,4H) ,3.80
(s,3H) ,4.20 (q,2H) ,6.80-7.00 (m,4H) ,7.16 (d,2H) ,7.20 (d, 1H) ,7.38(d,2H) ,7.60 (d,
1H) ,7.80 (s, 1H) ,10.20 (s, 1H) s MSHEUEA530. 1; HPLCAE97 . 48%

[0327]  N-(4- (4= (2-F AR AETREL) WRWE -1 - 2k) JR ) ZR Tt A% (12)

/
0
OO0
[0328] S':: i TN
11
o
12

[0329] 4 HE L2, 1 ORI L Sl s AL A1 2.

[0330]  'H NMR (500MHz , DMSO—ds) 2.90-3.00 (bs,4H) ,3.40-3.78 (bm,4H) ,3.80 (s, 3H) ,
6.84-6.98 (m,4H) ,7.15(d,2H) ,7.30(d,2H) ,7.56-7.64 (m,3H) ,7.80(d,2H) ,10.6 (s, 1H) ;
MSHEE Hy452. 6 HPLCAL £96.90% .

[0331]  N-(4- (4- (2-F A B 2R J) WRWEE —1 — B ) R E) 25 -1 T fie (13)

O\\ %

0 ~ 3
5
[0332] O \ﬁ‘@‘g}w N
13
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[0333] i HEURAEL , 3 HITTo B AT A 25 -1 T Bl il &4k 5 013

[0334]  'H NMR (500MHz , DMSO—ds) 2.90-3.00 (bs,4H) ,3.40-3.78 (bm,4H) ,3.80 (s,3H) ,
6.84-6.98 (m,4H) ,7.10 (d,2H) ,7.24 (d,2H) ,7.62-7.78 (m,3H) ,8.08 (d,1H) ,8.23 (d, 11 ,
8.28(d,1H) ,8.72(d, 1) ,10.98 (s, 1H) s MSHIE A502. 1; HPLCLLE96.59% .

[0335]  2,6- 3 -N- (4~ (4= Q-F HELIRHL) WRWR -1 -J) IR ) K-l (14)

wn (w50
~F -

[0337]  fZREURAR2, fH I BRI 451 2, 6- R ARTBL A w4 AL 4 14

[0338]  'H NMR (500MHz , DMSO—ds) 2.90-3.00 (bs,4H) ,3.40-3.78 (bm,4H) ,3.80 (s,3H) ,
6.84-7.00 (m,4H) ,7.20 (d,2H) ,7.30 (t,2H) ,7.38(d,2H) ,7.68-7.74 (m,1H) ,11.2 (s, 11 5
MSHE 488 . 1 HPLCAEE97.16% .

[0339]  N—(4- (4- (2-F 2 75 0) WRWR —1 e i) ) e -8~ (15)

/
0O

NN\

15

[0341] R HEURAL2 , 3 T TIT B Pl 45 M M-S~ Tea B 1l % AL 5 0 15

[0342]  'H NMR (500MHz ,DMSO-ds) 2.90-3.00 (bs,4H) ,3.40-3.78 (bm,4H) ,3.80 (s, 3H) ,
6.82(d,2H) ,6.90-7.00 (m,2H) ,7.15-7.20 (2doublets,4H) ,7.70-7.78 (m,2H) ,8.24 (d,
1H) ,8.40 (d,1H) ,8.50 (d, 1H) ,9.15 (bs, 1H) ,10.42 (s, IH) s MSHEIE A503. 2 s HPLCAE &
97.11%.

[0343]  N-(4- (4= Q- S AEIREE) WRWR — 1 k) 7R 3E) 2R JF [d] -5 -l fi (17)

Oy ,,,o — 2
[0344] </:©/ \ ) g N@

[0345]  $ZHRRAFE2 T &, H Fﬁ %Tfﬁﬂq I FF MR I -6 T I S A AL A LT

[0346]  'H NMR (500MHz ,DMSO—-ds) 2.90-3.00 (bs,4H) ,3.40-3.78 (bm,4H) ,3.80 (s, 3H) ,
6.82-7.00 (m,4H) ,7.20(d,2H) ,7.38(d,2H) ,7.90 (d,1H) ,8.22(d,1H) ,8.78 (s, 1H) ,9.60
(s,1H) ,10.70 (s, LH) ;MSHEIE 4509. 1 ; HPLCAEF97.29% .

[0347]  N-(4- (4- Q-FF 4 IR IL) WRE -1 #)“z%) IR L) -3, 5- IR - i (18)

\\S//
w GO0 5
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[0349]  fZMEyAL2H IRAL TT 2, H T PI 18 1 3, 5- AR L /U & L 5418,
[0350]  'H NMR (500MHz ,DMSO-ds) 2.35 (s,6H) ,2.80-2.90 (m,4H) ,3.42-3.78 (bm,4H) ,3.80
(s,3H) ,6.88 (bs,2H) ,6.92-7.00 (m,2H) ,7.15(d,2H) ,7.26 (s, 1H) ,7.33(d,2H) ,7.42 (s,
2H) ,10.5 (s, LH) s MSFEI§ 4480, 3; HPLCAEJF98.56% .

[0351]  N-(4- (4- (- AR BE DR AE) WRNGR — | - k) OR0E) 2, 3- &I [b] [1,4] SR
-6tz (19)

/
@osf,o C
O O Fam\
o (YN )
O
19
[0353]  # R RE2 BB 7 5, B 17 5T A2, 3- — SO = 6T UL A A

Y19,

[0354]  'H NMR (500MHz ,DMSO—-ds) 2.80-3.00 (m,4H) ,3.42-3.78 (bm,4H) ,3.80 (s, 3H) ,4.25
(m,4H) ,6.86—6.88 (m,2H) ,6.92-6.98 (m,2H) ,7.00 (d,1H) ,7.15(d,2H) ,7.24 (s, 1H) ,7.26-
7.30(dd,1H) ,7.34(d,2H) ,10.5 (s, LH) ;MSHIE ~510.3;HPLCAEF97.02% .

[0355]  5-%(—2—F Ak -N- (4- (4— (2-F A LR BL) -1, 4- R IR B e — 1 - i) R ) JR-
T % (192)

o HsCO
. //\N
[0356] O N c-N_
. ' ®)
Cl 19a

[0357] MR AL A A W1 9a. 15T Qi 3 h F2 L1 Buchwa l d S 57, FAN-boc— i Wk %
FREEN-Boc—R Bk DL fill #N-2— B 48 3k 2 i — i WR g v R) 44

[0358]  'H NMR (500MHz ,DMSO-ds) 1.70 (s, 1H) ,1.90 (s, 1H) ,3.10-3.40 (m,9H) ,3.60-3.80
(m,2H) ,3.82 (s,3H) ,6.70-6.82 (m,4H) ,6.96-7.30 (m,5H) ,7.66 (t,1H) ,7.74 (s,1H) ,10.40
(d, 1H) ;MSHE:IE H530. 1 ;HPLCAEF95.89% .

[0359]  N-(4- (4- (2-F IR HL) -1, 4- G A PR B e — 1 — e k) R k) e bk — 8 — ik [k i
(19b)

& \N (\N
[0360] | S\Q\Cw\) OCH;
g o
19b

[0361]  'H NMR (500MHz ,DMSO—de) 1.70 (s, 1H) ,1.90 (s,1H) ,3.10-3.40 (m,8H) ,3.58-3.80
(m,3H) ,6.58(d,1H) ,6.70-7.20 (m,7H) ,7.80 (m,2H) ,8.30(t,1H) ,8.40(d,1H) ,8.56 (t,
1H) ,9.18(s,1H) ,10.40 (d, 1H) ;MSF:IE A517.2; HPLCAEF97.60% .

[0362]  N-(4- (4- Q- AR HETRHL) WRIE -1 - 3) JR ) - LI [d] ek —4- Tk i (35)
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o H3CO
S\
t OO0
35
[0364]  HRHZU.S. EF4,643,759 £ 2B FL % 1 188 I —4 Tl I 5 4% HR VR R 20 BTk Y —

AR 7 il 2 A 5135
[0365]  'H NMR (500MHz , DMSO—ds) 2.80 (s, 3H) ,3.00 (bs,4H) ,3.40-3.78 (m,4H) ,3.80 (s,
3H) ,6.90 (s,2H) ,6.90-7.0 (m, 2H) ,7.18 (d,2H) ,7.30 (d,2H) ,7.82(d, 1H) ,8.04 (d,1H) ,
8.60 (s, 1H) ,10.6 (1H) ;MSH:VE H523. 45 LOMSAE 97 . 38 %
[0366]  N—(4-(4— (2-FR A ORI WRIGR -1 - ) o) MR Wy — 2T 5t i (36)

0 HaCO

[0367] QS\ ngCN\@

36
[0368]  HRIEIFELH BT — MERE P, HH T 5 1] 45 ) MR Yy — 2~ Tk B S i 4% 1L 54036
[0369]  'H NMR (500MHz , DMSO—ds) 2.90-3.00 (bs,4H) ,3.30-3.78 (bm,4H) ,3.80 (s,3H) ,
6.80-6.90 (m,2H) ,6.90-7.0 (m,2H) ,7.18(d, 1H) ,7.20 (d,2H) ,7.40 (d,2H) ,7.60 (s, 1H) ,
7.94(d,1H) ,10.70 (s, IH) ;MSFHEUE A458. 2 HPLCAE F95.02% .
[0370]  REERAMIN AR :
[0371]  VAiFE4

This:
Amnnt Hbis
N

N

e
THERO (N

tédh
¢
N o pree paae, T ey SN
BaeN  WH o & o BO  Nepy b GREN - Neg g
3s e R Ve O L J( &
L D00 1S TSR, ‘ Nl

BN, 18 h ey o 3

[0373]  FH T & A& 200 T JF : T0°C 78 BT 1) 2— FR 4 i —5— &0 R Tl Bk 4
(878mg,0.00362E /K, 1.5eq) 7F & FF f5e " VA U\ 4—Z FE 75 iR 2L TG (400mg ,0.00242
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JFEIR s leq) 7E1 1 1LE AL RE FIDCM (BmL/5mL) H BV 18 R BVR A 7E E | AR 7 . i
TETLCHE 5 S WL HERE o 45 SR , FHDCOMAG B S VR A4 » FHZK BRI W VK T2 KR BR A Tk ¢
AN, T, HORE SR G R IEC beied , T8, DAt A B 4 i 441K (1920 (0. 8g,89%
2 .
[0374]  'H NMR (500MHz,CDC13) 1.34 (t,3H) ,4.0 (s,3H) ,4.22-4.32 (q,2H) ,6.90 (d, 1H) ,
7.16 (d,2H) ,7.20 (s, 1H) ,7.84 (s, 1H) ,7.92(d,2H) ,
[0375]  H T & A &2 1 R L1101 (226mg,0. 0049 /R , deq) TN FE L4420
(500mg,0.0013FE /R, leq) FETHF—H2078 A4 (11 1EL 2., 30m1/30m1) v (VAR 76 A1 indad:
B TLCI % R ML BEFR &5 UG, o R MR S W) BT R AL ZpH 4, R L BEAEEX .
RIKEES IR TR IE SR RN T 1, 2808 . IR pr g il 21, KA F AL BRI T~ —2F
% (400mg , 87 % W) .
[0376]  'H NMR (500MHz ,DMSO-d6) 3.82 (s,3H) ,7.10-7.22 (m,3H) ,7.62 (d,1H) ,7.88-7.92
(m,3H) ,10.64 (s,1H) ,12.70 (s, 1H) »
[0377]  FHT-& b W22 B2 7 « FIATRORA B 2R BT B T , #4850 A 5 R AU R 7
BT A YI221 & R MS 263 (M+11) .
[0378] T & MM G WN23HIFE PP KA 422 (500mg) ¥ T-30m 1L Z ik /HC T, FE 2R
AR T =B 2N AR T 2800 S SR S CARR 25 2Tk, BT ik , SR BB,
FAG A W23 (300mg , 97 % UL ZE) .
[0379]  'H NMR (500MHz ,DMSO—dg) 3.10-3.20 (m,4H) ,3.40-3.42 (m,4H) ,6.80 (t,1H) ,7.00
(d,2H) ,7.22(t,2H) ,9.0 (bs,1H) ,9.40 (bs,2H) ,
[0380]  FITF & AL & W24 A e : T0°C AR A TR 5421 (100mg,0.00029 BE
/R, Leq) ZEDMF (10mL) 5 [ 4 $ VA MU NEDCT (62mg,0. 000328 /X, 1. 1leq) HOBt (50mg,
0.00032/ /K, 1.1eq) FIDIPEA (0.16ml,0.00088E /K, 3eq) o 1 S VR A T-0CHidEs 44,
RIGAEZ I FE304 81 T0°C VKb 5423 (59mg , 0. 00029 B8 /R , Leq) ¥ T DMFAIY: 2 & 1)
DIPEAH VAR N2 N2 Bk [ NVR -G, B AE = iR I A O TLC IR % S B o B )
FHK BRI SR G, F G BR CBE AL A VLR L TRER AN T, £ B2 NIk @it &
B2 OB/ Ce i FNR A AL, SRR 24 6 %6 AL B 4124 (35mg) -

0 6

P
S T\
[0381] O ﬁ‘@—gwwr\l

Cl 24
[0382]  'H NMR (500MHz ,DMSO—de) 3.10-3.20 (bs,4H) ,3.40-3.78 (bm,4H) ,3.82 (s, 3H) ,
6.80 (t,1H) ,6.90(d,2H) ,7.14(d,2H) ,7.20 (t,3H) ,7.30(d,2H) ,7.62-7.66 (dd, 1H) ,7.74
(d, 1H) ,10.40 (s, 1H) ;MSFEUE H9486.0; HPLCALE97.34% .
[0383]  serfZ 5 YR FRA IR 7 SR T 5, il 46 AL 54025230,
[0384]  N-(4- (4-DRFEWRIGE -1 i) ZR ) FRBk LAY (25)
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[0385] ‘/\ O \._/ @

[0386]  fZ MR iiARAH F)T/TEI’Ui FALM 77 58, (I RIS S 1 %6 A B 25

[0387]  'H NMR (500MHz , DMSO—de) 3.10-3.20 (bs,4H) ,3.40-3.78 (bm,4H) ,6.80 (t, 11) ,
6.92(d,2H) ,7.10-7.35 (m,6H) ,7.50-7.70 (m,3H) ,7.80 (d,2H) ,10.60 (s, IH) s MSFE A
422.0;HPLCAI[F97.92%

[0388] 43R -N- (4 (4 RFENRIGE 1 ) FR L) IRBEEL Y (26)

[0390] il S yifearh fefit EI‘J REFP AR RE 7 » {2 AR R B A il w6 b 54126
[0391]  'H NMR (500MHz , DMSO—de) 3.10-3.20 (bs,4H) ,3.40-3.80 (bm,4H) ,6.80 (t, 1H) ,
6.94(d,2H) ,7.14 (d,2H) ,7.20 (t,2H) ,7.32(d,2H) ,7.35 (t,2H) ,7.80-7.90 (m,2H) ,10.6
(s, LH) s MSEUE H440. 1 HPLCLLEE96.72% .
[0392]  3—G-N- (4~ (4R FEWRIR 1 i Hk) 78R 30) IRBAIL R (27)

0 0

[0393] \‘ ’9 N

[0394] 4% ﬁﬁ%mﬁﬂ#ﬂTm@bﬂ%zﬁﬁumz}?,ﬁﬁﬁ 75 1) 3-SR o = i & A B 27
[0395] 'H NMR (500MHz ,DMSO-ds) 3.10-3.20 (bs,4H) ,3.40-3.80 (bm,4H) ,6.80 (t, LH) ,
7.00(d,2H) ,7.18-7.22 (m,4H) ,7.38 (d,2H) ,7.60 (t,1H) ,7.70-7.80 (m,3H) ,10.6 (s, 1H) ;
MSHLIE ~y456 . 2 HPLCAL EF97 . 25% .

[0396]  3-F4{J—N- (4- (4R FEWRME -1 Bl S) 2R L) DRI MEf% (28)

N7

MeO 083
N c
[0397] O/ H'_'l N '
28

[0398]  ARYEFEA T FRALLE I — AR ST , 8 A 3-FR A B O T B S | & 542028

[0399]1  'H NMR (500MHz ,DMSO—-ds) 3.10-3.20 (bs,4H) ,3.40-3.78 (bm,4H) ,3.80 (s, 3H) ,
6.80 (t,1H) ,6.95(d,2H) ,7.14-7.24 (m,5H) ,7.28 (bs, 1H) ,7.32-7.40 (m,3H) ,7.50 (t,1H) ,
10.6 (s, 1H) sMSH:IE 9452 2 HPLCAE593.60% .

[0400]  2-G-N- (4 (4R FEWR MR -1 B k) 2R L) T fi% (29)
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-3\3\ /N =

[0402] *ETEMIALEPTE{N EI’J FBCRE P, A5 T 65 AT AR 2 - SURT I S %8 A A 1029
[0403]  'H NMR (500MHz ,DMSO—-ds) 3.10-3.20 (bs,4H) ,3.40-3.78 (bm,4H) ,6.80 (t, 1H) ,
6.95(d,2H) ,7.16-7.38 (m,6H) ,7.58 (t,1H) ,7.64 (d,2H) ,8.10 (d,1H) ,10.90 (s, LH) ;MSH:
I Ay456 . 2 HPLCAL £ 99. 21 % .

[0404]  N-(4- (4R FEWRIGE -1 e 8) ORI 25— 1-Rei ik (30)

30
[0406]  MRFEVRFRA SRALLE I — R , £ T B PT A3 A0 25 -1 - Tl S &AL A 430
[0407]  'H NMR (500MHz , DMSO—ds) 3.10-3.20 (bs,4H) ,3.40-3.78 (bm,4H) ,6.80 (t, 1H) ,
6.95 (d,2H) ,7.08 (d,2H) ,7.10-7.30 (m,4H) ,7.70-7.80 (m,3H) ,8.10 (d, 1H) ,8.20-8.30 (m,
oH) ,8.76 (d,1H) ,11.0 (s, [H) s MSHLI& K472, 3 HPLCAEEF99.14% .

[0408] w@(4¢ﬁm%1£%@¢ﬁmﬂ$8ﬁM&@%>

[0409]

[0410]  'H NMR (500MHZ,DMSO—C16) 3.00-3.20 (bm,4H) ,3.30-3.70 (bs,4H) ,6.80 (t, 1H) ,
6.90 (d,2H) ,7.10-7.22 (m,6H) ,7.70-7.80 (m,2H) ,8.30 (d, 1H) ,8.44 (d,1H) ,8.56 (d, 1H) ,
9.18(d, 1) ,10.42 (s, 1H) sMSFHEUE AA73. 2; HPLCLEE98.50% .

[0411]  4-F LRI A ik

[0412]  JiFE5:

v A SN AT
Wte gy, f“ by i hed o
N N N kS
(.i P

w‘i,\. c; S
TR ?_""g _—
[’; : H % . (‘m\\?\k
’_"’s‘ N "“M\ FUEN N SOl
R A N N 3 RS
T R \‘ .}qu‘" &\“\\ n N \\’_"‘\f
i &% .}\w w
a4y w8
[0413]
fos-dh an
.-‘A'«' 'Q‘.\ .!"“\ m
s*mm \n & { B § SR \w{ A
Kot ';&\ e 3 e RGE
& g 12 ) w

[0414] AL EWI3LHI ARk -
[0415]  [A4—JR e 7Tk (2.0g,0.0106FE /R, leq) 7E1,4— —IELE (30mL) H HIVEVR, fEEIE T

38



CN 104817498 B iﬁ. EH :Fg 36/223 7T

AN SAR 30448, SR S5 AR INCs2C03 (7.64g,0. 023 /R, 2. 2eq) ~BINAP (598mg, 0.00096 &
/K 50.09eq) <Pd (0Ac) 2 (38mg,0.00017FE /R ,0.016eq) FIPU T H:fib 4% (15mg) 5 R MRS
YE 8 ST BN 5B, AR TG IIN-Boc—WRIEE (2.38g,0.0128E /K, 1. 2eq) « 4 X MR
EAER0C it 47, 3 TLCHR 35 o 7R MR Hid a7, MR R AR, HO R &
BE AL . 3 B A HLE , B FK B — R, BN T 15, W46 . i H60-120 B T
(15% 4R B8/ T ) WA LAl kY BT, 43 2101 . 5g (48. 3% U ZE) (A 31 .

[0416]  fLAH3211 A Al AL B W31 T FIRAE60m] LTk /HCT v Fit 41 2 /N8 o 72 9ok T Bl 22
i EVE ), IR C e IS A, 45, R43780mg (99.7% U Z) (L5432,

[0417]  5-G-2-F A -N- (4- (4- U-FF S LR E) WRMR — 1B L) 2R D) R -TeBtfi (33)

S\'N : /N ‘
[0418] O NG )ome
& 3

[0419]  JZRRIELAFS TAL A WI2APTIR I T5 5, fil &AL 5133

[0420]  'H NMR (500MHz , DMSO~ds) 3.00 (bs ,4H) ,3.40-3.70 (m,7H) ,3.80 (s,3H) ,6.80-6.90
(dd,4H) ,7.14(d,2H) ,7.22(d, 1) ,7.30 (d,2H) ,7.62-7.66 (dd, 1H) ,7.74 (d, 1H) ,10.4 (s,
1H) sMSHEWE 557 . 1 HPLCAEE94.14% .

[0421] 53R —2-F S HEN- (4= (4- (A-F AR AL) DRWE -1 - 2) ZR ) JR T (34)

Q0. 0
OO
[0422] O H EN N-\\ ) OMe
i 34

[0423]  FHEIRFEA RO — B %, B 2-FF | -4 R T 0k S P U il & AL A 34
[0424]  'H NMR (500MHz , DMSO—-ds) 3.00 (bs,4H) ,3.40-3.70 (m,7H) ,3.82 (s, 3H) ,6.80-6.90
(dd,4H) ,7.14 (d,2H) ,7.20 (dd, 1H) ,7.30 (d,2H) ,7.46-7.49 (m, 1H) ,7.60 (dd,1H) ,10.4 (s,
1H) s MSHLIE H500. 2 HPLCAE 95,48 % .

[0425]  4-GmE e AU A Rk -

[0426]  JfiFE6:
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Rdle 5% s DDOEY

N - e {;f "\ N - Odfg o o \,x__ﬁ WL das
e Ml S D00R A
kY = KN - - o )
Ll Y 7"\:” e LI
g | | ® .

3 L ’ \-.3\::‘- THEHD

o IR O, 93 Lom .

[0427]

. BN W N HE S G Y
EL R Sy Nt \j wl st R S Y
@ W

[0428] {LEWI3THIHIE 52, 4- & WEIE (801mg,0.0053mol, leq) \N-Boc—WkHE (1.0gm,
0.0053mo1, 1eq) FIBREEAN (903mg,0.0107mol , 2eq) VMR T .15 (50m1) o, [H1 itk 1h o 1
RETLCHE 2 S NLERE o B 253 S8 7, ¥R A T oK o, FHDCOMZE . ALK BRI A HLZ , FHBRIER BT
JEE, PRI TR AR o 1596 1R L B - L Be R e R (60120 B) E4lifl , 13 2148 15
P A 3T (230mg) o
[0429]  'H NMR (500MHz,CDC13) 1.5 (s,9H) ,3.5 (m,4H) ,3.80 (m,4H) ,6.80 (d, 1H) ,8.20 (d,
1) .
10430] 4%/‘\4@383‘3%%-?“ SRR R A A I3 THE 20m] 2T /HCL o 0 5 7 S IR
PELho AE SR N 18 25 I B ) R R A R I e el T, 15 215 BRI 180mg L 54
38.
(04311 AL EP39M il % TOCFER A ML 5421 (109mg,0.31mmo 1, 1. Oeq) £
DMF (15mL) P 45 H= 7 VBUI EDCT (67mg 0. 35mmo1, 1. Leq) \HOBt (53.7mg,0.35, 1. 1eq) #
DIPEA (2.0eq) o4 S MR A /L E A FE30 0 8 T-0°C KA 5438 (T5mg , 0. 319mmo 1,
leq) /E5ml DMEANL.5eq DIPEAH ¥R 18 N 55 S MR &40, AE = B ACHE 1 2h B IE TLCHE
PRI 5 A, FIKVEE K I BR A, G R CBRAHL . 7 A LR IR R AT, 72k
JE R 45 o 1 112 % Me OH-DOMA A == M AE RE B (60—120 ) li4k. , 13 BN 3 A 18 % (11 30mg k.

“H39.
10452] B—Q-N- (4= (4= (A= =2~ 3) DRI —1 ) 238 —2—F A SR ik (39)
[0433] ‘@’ N—<\ :2

Ct G
[0434]  'H NMR (500MHz , DMSO~ds) 3. 35-3.60 (bs,4H) ,3.70-3.78 (bm,4H) ,3.80 (s, 3H) ,
6.78(d, 1) ,7.16(d,2H) ,7.22(d, 11) ,7.36 (d,2H) ,7.66 (d, 1H) ,7.80 (s, 1H) ,8.18 (s, 1H) ,

10.50 (s, 1H) ;MSIEIE 45221 HPLCAL 96,50 % .
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[0435]  N-(4- (4 (4-F Mg —2—HL) WRWE—1—HRAL) ZRHL) 4R 2RI e i (40)
0, ,,o

[0436] /‘ @‘ N‘<\ }

Cl

[0437]  HH4- ‘ﬁ*\z&ﬁ;ﬁﬁﬁta%ﬁnauﬁ B Ay R 6 H R AL ) 0T 40 5 W 38 -5 1 I 1) A8 K P
ST T R D AR e i AR A BTl 5 — R T 3 2 R A 40

[0438]  'H NMR (500MHz ,DMSO—ds) 3.35-3.60 (bs,4H) ,3.70-3.78 (bm,4H) ,6.78 (d, 1H) ,
7.18(d,2H) ,7.38(d,2H) ,7.42(d,2H) ,7.82(d,2H) ,8.38(d,1H) ,10.60 (s, 1H) sMSH:I&E K
476.2;HPLCAL[597.89% .

[0439]  2-mmg AU A B

[0440]  JRFET:

SNl
SOE R o \E» NS
o

g R
(- i S Lk
N L 4 # S
Z ? ey THPEH N
I ze '
el

! e BOM, 1

[0441]

#4548 w
S N Sx e s e Y N""\
Boctd Ny TR Bael  Ne 3 e GHEN NS
W B L K "2 LEUIE S
& «@

[0442]  fLAWDALIR) il 4  1A] 2— ¥R IE (500mg ,0. 0031448 /R, 1eq) 7E LB (50m1) H A
TOANTRIR E N (528mg, 0. 0062 /K, 2eq) , S8 5 IMAN-Boc-Wk B (585mg,0.0031 EE/R,
1.0eq) o ¥ [ NTR A VDAE B R HEFE Lh, Wl TLCHE 15 o 45 W 5, 7E 080K R B e i ik va 7). F
IKFEREFAY BT, FH CBR L BR A B A WLZ S B AN T 15, W 4a i Il e e ik T
B, IR1F400me b 5141 (8% L) o

[0443] LA WpA20) #1145 AL A H41 (400mg) £ 2.k /HC1 (30m1) FHFH) iﬁi@i&%iﬂﬁ#zh,
I TLCHR 5 o 2/NB) 5, 7R T W 4 e NV A 70, 13- B4 B 4042 (300mg , 98 %6 e ) , HL
Ji T b , A fs it — D alidbBp eI fE A .

[0444] b B WMA3KIH4% : FOC AL B 421 (100mg,0. 00029 EE /R , leq) ZEDMF (15mL) H1 (]
YEVROINAEDCI (61 .5mg,0.00032 /K, 1.1) JHOBt (49.28mg,0.00032/FE /K, 1.1leq) Fl1.54 &
[FIDIPEA, 75 2= I i #3040 8 . T0°C L [ Hop In AL & 94 27EDMF (5ml) Fl2eq DIPEAH[F)IE
W AR IR o FK K R BIR S, 2R O BEAE B« FIZK BEis A HLZ , R T
B AR T W 4E AR LR P24 o FH 3 % MeOH/ DO Y B AE Rk R (230-400 B) % F4lifk , 45
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PICE N31.6% KL A543 (45mg) o
[0445] 5—%—2—$ A FEN- (4 (4 (g —2—3) WRIBR —1 ) IR L) ZR Tl i (43)

\\ "5“

[0446] O “" N"<\ :>

ci
[0447]  'H NMR (500MHz , DMSO~ds) 3.35-3.70 (bm,4H) ,3.70-3.80 (bm,4H) ,3.82 (s, 3H) ,
6.62(d, 11 ,7.15(d,2H) ,7.22(d, 1H) ,7.34 (d,2H) ,7.62-7.66 (dd, 1H) ,7.75 (d, 11) ,8.40
(s,2H) ,10.5 (s, [H) sMSHUE A488. 3 HPLCA 9T . 47% .

[0448] 4G -N- (4= (4- (WENE -2-2) WRWE -1 2E) DKL) R (44)

\\8}'

[0449] O‘ N'<\

[0450] Tﬁﬁﬁ]b%£7qjﬁﬁﬁﬂl‘J7j IR R AR Bk B — AR Y 5 BHA-SUOR T B S 510
“44.

[0451]  'H NMR (500MHz ,DMSO—-ds) 3.35-3.70 (bm,4H) ,3.70-3.80 (bm,4H) ,6.62 (t, LH) ,
7.18(d,2H) ,7.38(d,2H) ,7.62(d,2H) ,7.80(d,2H) ,8.40 (d,2H) ,10.62 (s, 1H) sMSH:I&E Ky
458. 25 HPLCZL 98,41 % .

[0452]  N-(4- (4- (Mg —2—J) WRNGE —1 —Ple J) A% HE) nag k-8~ i i (45)

SN 0, 0

S\@, N =)

[0454] ﬁﬂ%hélthﬁﬂmf/\ﬁ@%ﬁﬁ%‘,& BIRAET Th TR 1 7 58 B A- SR Bt e S AL
H45,

[0455]  'H NMR (500MHz , DMSO-ds) 3.30-3.80 (bm,8H) ,6.62 (t,1H) ,7.18(d,2H) ,7.22(d,
2H) ,7.64-7.80 (m,2H) ,8.30 (d, 1H) ,8.38(d,2H) ,8.42(d,1H) ,8.58 (d,1H) ,9.18(d, 1H) ,
10.42 (s, 1H) sMSHEIE 475, 2 HPLCAI 5 99.52% .

[0456]  niERZE AN B Rk -

[0457]  JRiFES:

[0453]
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e
s Q‘m "')::““*v‘h IS,
¢ \*T = Haeed Denont
\ : Nomd
N
G GoR DR T

[0458] 001 Mo

§Tf¥§~‘§:e\ S8

Ehog

&4 4t
~ A 7.8 e N
o R BT % SRS
N e YT 3 e OHEN Nl 8
S S 2k e
&

[0459] Ak & P46 il % - 4] 2-5CHEEE (500mg,0.0027 &K, Leq) ZEDMF (20m1) H ¥ VRN
NBREE4E (1.72,0.0052FE /K, 2eq) , SR J5 IIAN-Boc—WRIZE (506 . 8mg,0.0027FE /R, 1.0eq) o FF
S BLTRAPIAEL00°CAN#R 1 2h, I TLCI 4% o 45 5 , 7R R BR 2o i &3 7, FK AR
i, B8 CBRAS B A L Z TR R AN T8, W4 o BE B o, AT HI30% 1R R - T b
FERERZ (60-120H) F2ifl, #2ft400mg it &746 (44.1% 4L ZF) .

[0460] LA PPATI il 4% AL & 4046 (250mg) 75 £ /HCL (30m1) T VAR AE = IR i HF: 1h,
L TLCHE % o Lha , R T Wi I NTR 54, 15 2L A 447 (200mg , 98 %6 U Z) , H T 4t
Ve, AT — b AL B Al Af A

[0461] b B¥Mp4A8KHIHI4 : T0C Atk & 421 (100mg,0.00029 & /K , leq) ZEDMF (15mL) (1]
YAWCINNEDCT (61 .5mg,0.00032F8 /K, 1.1) JHOBt (49.28mg,0.00032 /K, 1.1eq) All.54 &
[FIDIPEA, 7E iR BEFE3040 % . T-0°C L H In AL A #47 (58. Tmg ,0. 000298 /K, leq) 1E
DMF (5m1) F13eq. DIPEAHH FIVAVR , /E 2 iR Fi 4k 1 2h o FIZKVEE K I BLVR A4 » F B8 C BE AR o
FIKBEIEBHLZ AR RN T8 , 500K N ik 48 AR U 7= . B I FH 20 1R 2 B AL S A
ik (60-120H) Eaiifh, 13 22231 .6 % 4L 4448 (45mg) -

[0462] 52— F A FE-N- (4— (4— (kR —2—%) WRMR—1-pe k) ZR L) R Tt ik (48)

~0
O\\ ,/O

[0463] ‘@‘ :}

Ct
[0464]  'H NMR (500MHz , DMSO—-de) 3.35-3.70 (bm,81H) ,3.82 (s,3H) ,7.14 (d, 2H) ,7.22(d,
1H) ,7.33(d,2H) ,7.62-7.68 (dd,1H) ,7.74 (d,1H) ,7.86 (d, 1H) ,8.10 (bs, 1H) ,8.30 (s, 1H) ,
10.56 (s, 1H) ;MSH:igE Ay488. 2 HPLCAE £92.55% .

[0465]  N— (4~ (4~ (WEWR—2-3) WRWR —1 —Fe 5t) FR L) M-8 B (19)
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[0467]  F R4 BT 4 (R — AR 7 Wi FES Hh BT id , HH v - 8- Tl I & il %% AL & 10
49,

[0468]  'H NMR (500MHz ,DMSO—ds) 3.35-3.70 (bm,8H) ,7.12(d,2H) ,7.22(d,2H) ,7.68-7.78
(m,2H) ,7.84 (s, 1H) ,8.08 (s, 1H) ,8.24 (d,2H) ,8.42(d, 1H) ,8.52(d,1H) ,9.19 (s, LH) ,
10.50 (s, 1H) s MSFEE 4475, 2, HPLCAL [ 98.10% .

[0469]  itme FAUMI A Rk

[0470]  JiFE9:

OMe 7\ e f\ COOEt
S0,C HoN COOM % ]/
NPT @— . i st

ﬁ N LIOH

P
THF-H:0 (9:1)
cl NaH, DMF, rt & 50
2.5 hrs
[0471] a
w0 -
B US. S H:;CO (f~ >
N N 2 OMe - N/
DIPEA, DMF, o S SN /G 82

[0472]  AX 44501 4% « [AINaH (94mg, 3. 94mmo , 2eq) 7EDME (20mL) H [ & I\ 2—% -
MEnE -5 2 1 5 (300mg, 1.97mmo1, leq) , fE = @ HFE30 B . £ HIE L IMAS-F -2-F
SRR E S (570mg, 2. 36mmo 1, 1. 2eq) VAV, B HE 2h o I TLC IR 4% S B, 7R 4250 %
JERE, 4k 4 e B AR BE oA FTetE - /KR ONIRA W), FH R O BE 2B S A HLE , &
T BB T8 7E080 R T MR 48 o 075 50 % M LA BR IR =050 A f5 it — DA S RIT T F — 2
%,

[0473] AL &5 11 % : AL A H50 (270mg) 7ETHF /HoOH FIE UM N A AL 8 (0. 160g,
5eq,3.786mmo 1) oK BT 43 s SLM) INFA B, P bk Ah o 45 1 5, 4 S RV A ) K R e, FH 2. Tk
Vel . TR IR WK ZE , G BRBRZERL . 7 B A WLZ , SR BN T8, 708U T k48  F
51 (90mg , 36 % i 2) ATHE#E— DAL BRI n]fF A

[0474]  ALEW5211 il & - T0°C . & 451 (90mg,0.263mmo1 , Leq) ZEDMF (15mL) H1 1)
AN APYBOP (205mg,0. 395mmol , 1.5eq) » i HE520 8. T-0°C . ja Hd in A Ab-5426 (60. 2mg,
0.2635mmo1 , leq) 7/E5ml DMFAI3eq DIPEAH[FIVEW, fE = I L5 R a, B b 21t
AR B RARY KRR, HO R O BERERL 2 B A HLE , AR B, BT 5% , 7RI
JE R4 o 1 FH 1-2 % MeOH/ DOME 1L Ak B A €5 185925 (60-120 ) 2EALHL =4, 13 B A133 %
Kb &452 (45mg) -

[0475] -G —2-F  JE-N- (65— (4— (2-H A B R 2 MR W — 1 — e %) Wb we —2—J8%) R T 9% i
(52)
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"o Ox\S/p Q/
, \‘/ \N'*‘(:>—C_.N/ X ) S~
[0476] [i;] IR A
;
< 52

[0477]  'H NMR (500MHz , DMSO—ds) 3.00 (bs,4H) ,3.40-3.78 (bm,4H) ,3.9 (s,6H) ,6.90 (s,
2H) ,6.92-7.00 (m, 2H) ,7.20 (d,1H) ,7.60-7.62 (m, 1H) ,7.80-7.82 (m,2H) ,8.18 (s, 1H) ,
11.4 (bs, 1H) ;MSFEWE 4517, 2; HPLCAL 97 .65% .

[0478]  N-(5- (4 (2-F A ORI WRIR -1 - 5h) ML iE —2—J) meibk -8t iz (53)

-
[0480]  'H NMR (500MHz ,DMSO—ds) 2.90 (bs,4H) ,3.40-3.70 (bm,4H) ,3.80 (s, 3H) ,6.80-
7.20 (m,5H) ,7.60-7.80 (m, 3H) ,8.10 (s, 1H) ,8.30 (d, 1H) ,8.50 (d,2H) ,9.0 (s, 1H) ;MSHE:IE
H504. 2, HPLCAEJE98.92% .

[0481]  “RELFAIMINT G Rk

[0482]  JFFEL0

Py

P S T
IR

[0483]

RS SRS
NGRS e gl

W REY
a2 8 s Rasw

[0484]  JiFE11

[0485]

[0486]
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S. No. R R’ n S. Ne. R n
1 —
60 Y H i 72 <\ /(N |

[0487]
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aike /A
61 H 73 SN H 1
| o
6la
9
) N
62 I H 74 N:( H 1
Br™ N
62a
Tda
63 i 75 i : = H 1
733
64 H 76 B X Na' i
o
753
65 H 77 @E CH:80: | 1
[0488] Toa
66 H 78 | \‘N H i
T8a
SN .
67 H 79 ( ) H 2
754
68 H 80 P H 1
s0a
69 H 81 H i
&la
70 \_/ H 82 H 1
T " OCHy

47



CN 104817498 B iﬁ. EH :Fg 45/223 BT

70a 82a
[0489] 7 | H | I 83 ! H 1
ol ON &
7la &3a

[0490] Ak 5550 il £ -

R\ 4 'f//‘
[0491] WQ e

[0492]  F=1d FENSTUR T AR B 2R R 2 B (16,96 . 85mmo 1) 7EDCMAIE B ) 76 5]
(1:1) sV BRI N 054 (27.56g, 121.0Tmmo 1) o4 Fr# IR & Wit 16h o [ R 45 U
VAL IR A0 FDCVRR RS , F/K PRI, SR 5 A IN HC1 0% o SR T3 A WL 2 LiNazS0a T8 , 78
Pl T, 13 BICR 98 %6 B 455 (34g)

[0493]  fL A W56 il % -

H N

NN y
: BN

[0494] HOZC SOy /
Ny

[0495] A B Bk %55 (34,95 . 5mmol) 7E THEAIZK (1:1) WKW NALiOH (20g,
47.66mmo1) o ¥ [ NVR A WIAES0 CH It & o I BLZE R 5 , K FH IR & W) FIEtOAC Bt « FATHR
FRIR K2 , 1k 98 o SR S5 BT 15 ] 44 FHE 2038 4%, 7R T 55 FF 2R 338 , 13 B R 7= 4056 (30g,
95.8% W F) .

[0496] AL AW5TO-5TEI—MEFET RFELL) : FIN-Bo el B 7EDME HH (1 3 93 DN AH BE [ 95
HIR-Br (R=20-23, 2 W.31) , SR J5 ¥ INK200s o 1 5 IR A MIAES0 CHEHE3 K o S 4E W )5,
FEPR T B Z5DME , 1 BT 435 AR W0 FH K W B, FHE LOACH B « /KB HL)Z , ZeNasS04 T8,
Wedii o I A AL AR AR YD, 3 B R BT (1 72 )5 7571

(04971 L& W57l il & (RFE2) « 8 i #2 IR AR 10 X T il 2 AL A& P58 T A 1) S LU 2
J¥ , T 5 I N-Bo R s , B 2-WE i FR 2 (1. 0g, 8. 12mmo 1) BEAT AL &5 7 g4 i, 12 Bk
FEINT6.10% 17 )57g (1.80g) »

[0498]  {b & 458H il %

BmN/\ i
[0499] YQ ’; /gl

[0500]  F0°C. 56 (2.0g,6. 09mm01> EEDMRER HIEHECIN APy BoP (C3F =Ie-1-2- S8
- (CHRIERIE BN MBI (4.75g,9. 14mmol) , HEHESH B SRR T 0 CAEN U T I
ANF57a(1.13g,6.09mmol) , 7E 2 RIS o R BLES )5, 1 B 4398 & W F K #6 ok , F
EtOACEE T o 7K B A MLIE » eNao SO T4, 7RI T 28K o ik A (i (REFR: , 60120 5
MeOH-DCM, 2:8) 4liAb5% R4 , 13 Bl 22 566 %6 1 774158 (2. 0g) -

[0501]  fLAHD61 il 4% -
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[0502]

[0503]  [IMeOH * HCLFI¥E LM A ZeBoc R H LS (2gm, 4. 03mmo 1) , K BB &tk Lh,
JSREEE U AEPRE T B 259857, P ABEHS » S8 J5 I ANaHCOs » FIDCMAEHR o K47 122 £ENazS 0
TR AEBRSR ZR I 1 206 (1. 5gm, 94. 3096 L5 .

[0504]  { & 4608 il -

[0505] Q/\ 5 Q\

(')\
0

[0506] T L [l }i59 (0. 1g,0. 25mmo 1) FIEE60a (0.04g,0. 27mmol) ZEDCME I WA
1% (0.2mL) , 45 FrA IR APk 30min . R J5 I ANSTAB (0. 26g , 1. 26mmol) , ¥4 Fi3 R & WI7E
50°C b Lho I R45 505 » KERLIE A5 0 FEIDCRE S » FHK BE35k » ZNaoSOn T8k, ZE U T VR4
IR (i (RER 60120 H s MeOH-DOM, 21 8) A LFR AW , 42 E1 74060 (0. 05g , 38. 40 %6 i
#) J'H NMR (400MHz ,CDC13) 62.40 (br d,4H) ,3.38 (br s,2H) ,3.48(s,2H) ,3.68 (br s,2H) ,
3.80 (s,3H) ,6.79 (d, 1H) ,6.84 (s,2H) ,7.04 (d,2H) ,7.18 (d,2H) ,7.20-7.28 (m,2H) ,7.59-
7.64 (n,2H) ,8.03(d,1H) ,8.28(d, 1H) ,8.36 (d, 1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:517 (M+1
) o
[0507]  fLAH61 1% i %

UL ;
&

/ \

N\ s 5 ;

[0508] kﬂ}/b *jo\( :

O

[0509] i FHAL 5459 (0. 10g,0. 25mmo 1) Ff HL% B T4k A M6 0 B (K S AR 5 Gl faf
FIRE6 o) HEAT AL 206 L1 £ A B N30 . 40 % 724961 0.040g) o 'H NMIR (400MHz,
CDC13) 62.40 (br d,4H) ,3.38 (br s,2H),3.56 (s,2H) ,3.68 (br s,2H) ,7.06 (d,2H) ,7.18
(d,3H) ,7.25(d,4H) ,7.42(d,2H) ,7.59-7.66 (m,2H) ,8.03 (d,1H) ,8.27 (d,1H) ,8.35(d,
1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:521 (M+11%) ,

[0510]  fLAW620] il & -

[0511] ’/\/w _s

0
[0512]  {f AL 4459 (0.08g,0 . 20mmo 1) F H.4% B X T A5 #06 0 BT i B9 AL /77 G it i
FHEE62a) BEAT LA M0621K) 4 i, 13 RIS J35.00 % 117462 (0. 040g) »'H NMR (400MHz,
CDC13) 62.40 (br d,4H) ,3.39 (br s,2H) ,3.43(s,2H) ,3.67 (br s,2H) ,7.02(d,2H) ,7.15-
7.21 (m,2H) ,7.48-7.63 (m,2H) ,8.03(d,1H) ,8.31(d,2H) ,8.39(d, 1H) ,8.58 (s,1H) ,9.18
(s,1H) ;MS:567 (M+2104) .
[0513]  fLAWH63H il & -
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[0515] 3 HEXT T AL G406 0 B A 1 2R BURE Fe Gl ik {8 FH % 63a) , FHAL &5 459 (0.08g,
0. 20mmo 1) HEAT LA A6 75 B, 13 BN 4959, 00%6 774363 (0. 068) o'H NVR (400MHz,
CDC13) 62.40 (br d,4H) ,3.39 (br s,2H) ,3.43 (s,2H) ,3.67 (br s,2H) ,7.02(t,2H) ,7.05
(d,2H) ,7.19(d,2H) ,7.21 (s,2H) ,7.49-7.63 (m,2H) ,7.51-7.66 (m,5H) ,8.03 (d, 1H) ,8.31
(d,2H) ,8.39(d,1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:505 (M+1U) .

[0516] Ak E 64 il 4% -

NN /\
[0517] NCL’UW J\j/}?g}

[0518] % B&XT T AL 54060 BT A 1 SR BURE Fe G ik {8 FH % 64a) , FHAL 54959 (0.08g,
0.20mmol) HEATAL S A6 410 4 1, 45 B 22 9948 . 54 % [ 724964 (0. 058) . 'H NMR (400MHz ,
CDC13) 82.40 (br s,4H) ,3.39 (br s,2H) ,3.58 (s,2H) ,3.71 (br s,2H) ,7.08(d,2H) ,7.16
(d,2H) ,7.43(d,1H) ,7.51 (d,1H) ,7.59-7.68 (m,4H) ,8.04 (d,1H) ,8.31 (d,2H) ,8.39 (d,
1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:512 (M+1U) .

[0519] L E465(H) il %
[0520] Vf/C’DA ﬂf() {\b

(05211 f% M T4k 5406 0 Bk 1 S OURE /e G R 65a) » HHAL G 4059 (0. 08¢,
0.20mmo 1) HEAT AL A465 11 £ 1, 13 BN J928. 00 % 174065 (0. 03g) o'H NMR (400MHz,
CDC1s) 82.39 (br d,4H) ,2.58(s,3H) ,3.29 (br s,2H) ,3.59 (s,2H) ,3.76 (br s,2H) ,7.06
(d,2H) ,7.21(d,2H) ,7.51-7.68 (m,2H) ,7.80(d,2H) ,8.03(d,1H) ,8.31(d,2H) ,8.39 (d,
1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:529 (M+114)

[0522] L A4p661H il 2% -

[0523] QA /HVU i

[0514]

[0524] 42 B0 T 4L & 406 0 BT ik (1) 2R LR /7> Gl ik {3 A% 66a) » HAL A 4159 (0.08g,
0.20mmo 1) HAT L A MI66 114 i, 13 B ZE N 38.80 % [ 7= 4 (0. 04g) . 'H NMR (400MHz,
CDC13) 62.40 (br s,4H) ,3.39 (br s,2H) ,3.53(s,2H) ,3.71 (br s,2H) ,7.06 (d,2H) ,7.15
(d,2H) ,7.43 (t,1H) ,7.51-7.66 (m,5H) ,8.03(d,1H) ,8.31 (d,2H) ,8.39 (d,1H) ,8.58 (s,
1H) ,9.18 (s, 1H) sMS:512 (M+11) o

[0525] {54671 il % :
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A
Qo

[0527]  F BT T AL A6 0 ik 9 SR AURE P Gl RS 67a) » HAL A 459 (0.08g,
0.20mmol) BHAT AL B HI6THI 4 1k, IR BN 38 % [ 774 (0.04g) .'H NMR (400MHz ,CDCl3) &
2.42 (br d,4H) ,3.38 (br s,2H) ,3.56 (s,2H) ,3.68 (br s,2H) ,7.06(d,2H) ,7.18 (D,2H) ,
7.42(d,2H) ,7.49(d,1H) ,7.59-7.68 (m,4H) ,8.03 (d, 1H) ,8.27 (d,1H) ,8.35(d, 1H) ,8.58
(s,1H) ,9.18 (s, 1H) ;MS:521 (M+104) .

[0528]  fLA 4681 il & -

N

[0529] &V 7//0 /\@
430 N

[0530] 4% Xt T Ak & 106 0 B ) E VR /e G i R 68a) » HHAL & 4059 (0. 08¢,
0. 20mmol) HEAT 16 A 681 A 1, 15 BN A A38% 11974 (0. 04g) "1 NUR (400MHz, CDC15) 6
2.43 (br d,4H) ,3.41 (br s,2H) ,3.68 (br s,4H) ,7.06 (d,2H) ,7.15(d,2H) ,7.35-7.42 (m,
1H) ,7.50-7.69 (m,5H) ,8.03 (d, 1H) ,8.31 (d,2H) ,8.39 (d,1H) ,8.58 (s, 1H) ,9.18 (s, 11 5
MS:512 (1) o

[0531] AL EW691K) il % -

[0532] ‘EA 7]/(? ?’J

[0533]  fz MO T AL -G 46 0 BT ik () SR ALVEE v (Gl i % 69a) , HAL & 4959 (0. 08¢,
0.20mmol) AT A M6 A 1k, 13 B 2 M 37 70%5@#% (0.04g) o'H NMR (400MHz,
CDC13) 62.39 (br s,4H) ,2.52(s,3H) ,3.26 (br s,2H) ,3.61 (br s,2H) ,3.65(s,2H) ,7.06
(d,2H) ,7.15(d,2H) ,7.29-7.39 (m,3H) ,7.58-7.63 (m,2H) ,7.80 (d,1H) ,8.03 (d,1H) ,8.31
(d,2H) ,8.39(d,1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:529 M+1U%) ,

[0534] %L\%’?oﬂﬁﬁ%

[0535] c; 7/@ %
S () N

[0536] 4% €A T4k B ¥ 6 0 i ik ) 2E (BU RS e Gl il i FHRE 70) , B AL & 406 (0. 08gm,
0.20mmo1) HEATAL A HITORI £ Al » 73 Bk 2 4928 .50 % I 747 (0. 03gm) o 'H NMR (400MHz,
CDC13) 82.42 (br d,4H) ,3.35 (br s,2H) ,3.60 (s,2H) ,3.68 (br s,2H) ,7.03(d,2H) ,7.08-
7.26 (m,4H) ,7.32(d,1H) ,7.39 (d, 1H) ,7.54-7.60 (m,2H) ,8.03 (d, 11) ,8.28 (d, 1H) ,8.37
(d,1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:521 (M+11%) .

[0537]  AbAW7 LI il %

[os26] 7 °
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[0538]

[0539]  $Z HEN T Ak A P06 0 i i 1) S Bh A% e (1L {2 FHE 7 1) , B AL 574059 (0. 08¢,
0.20mmo 1) HEAT AL AT A A, £3 B EE 57 .00 % I BTG 724 (0.06g) o 'H NMR (400MHz,
CDC13) 82.39 (br d,4H) ,3.38(br s,2H),3.43(s,2H) ,3.63 (br s,2H) ,7.06 (d,2H) ,7.17
(d,2H) ,7.21-7.29 (m,2H) ,7.58-7.63 (m,3H) ,8.03 (d,11) ,8.31 (d,2H) ,8.39 (d, 1) ,8.58
(s, 1) ,9.18 (s, L) sMS: 522 (M+I5)

[0540]  ALAEWT200 15 A

al
: 15! )

[0541] Q;/\ P .
v LYY
T J0 N

8}

[0542]  #HEXS T AL S W7 Pl ik 1 S8 UURE /e Gl I HIBE 722) , AL S 459 (0. 08¢,
0.20mmo1) BEAT AL & 47 210 4 i, 45 B0k 22 938 . 80 % [ 724 (0. 04g) »'H NMR (400MHz ,
CDCls) :62.45 (br s,4H) ,3.41 (br s,2H),3.60 (s,2H) ,3.68 (br s,2H) ,7.06(d,2H) ,7.15
(d,2H) ,7.21-7.29 (m,1H) ,7.58-7.63 (m,2H) ,7.80(d,1H) ,8.03 (d, 1H) ,8.31(d,2H) ,8.39
(d,1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:522 (M+) .

[0543]  fLAMT M) il -

@
57 'N H \/ \
[0544] 'Y N /%
K/N 6-?\\0 i \\
0

[0545]  fZ BRVAAE 1O 0F T 4b A& Y58 B ik 19 28U 7 Gk £ 5 7b) , H AL & 456
(0.08g,0.24mmo 1) BEATALA M3 G 1, 13 BN ZE N T3, 27 % 1724173 (0.08g) o 'H NMR
(400MHz ,CDC13) :63.44 (br s,4H) ,3.62(s,2H) ,3.76 (br s,4H) ,6.84(d,1H) ,7.12(d,2H) ,
7.21(d,2H) ,7.37(d,1H) ,7.60-7.66 (m,2H) ,8.04 (d,1H) ,8.32(d,1H) ,8.39(d,1H) ,9.18
(d, 1H) ;MS:480 M+1U%) .

[0546]  fLAMNTARY il % -

[0547]

[0548] iz BEVEFELOF X T AL A W58 BT id B 2R FE ¢ GE I I f%57¢) , HAL & ¥56
(0.18g,0.54mmo 1) BEATAL AW TANI A i, 1B N33 .45 % (K 721074 (0.09g) . 'H NMR
(400MHz , DMSO—ds) :62.45 (s,3H) ,2.99 (br s,4H) ,3.55 (br s,4H) ,6.78 (s, 1H) ,7.14 (dd,
4H) ,7.66-7.75 (m,2H) ,8.26 (d, 1H) ,8.41(d, 1H) ,8.50 (d, 1H) ,9.16 (d, 1H) ;MS:480 (M+1
) o

[0549]  ALEWT511 il %% -
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[0550] 7r/[:f7/ )C:;%:)
/;ON\

[0551]  F#ZBRVEFELOH X T A W58 A Y R AUFE /7 Gl AF A iZ57d) , HAL A 456
(0.15g,0.47mmo 1) HAT LA M7 A %, BN A43.85% I 7475 (0. 10g) . 'H NMR
(400MHz ,CD13) :62.40 (br d,4H) ,3.38(br s,2H) ,3.52(s,2H) ,3.73 (br s,2H) ,7.07(d,
20) ,7.18(d,2H) ,7.22-7.38 (m,8H) ,7.59-7.63 (m,2H) ,8.02(d,1H) ,8.32(d,1H) ,8.39,
1H),9.18(d,1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ;MS:487 (M+11%) ,

[0552]  fLAH761 i 4% -

C/\Q‘

[0554] #ﬁﬁmﬁlOEIjXTﬂD{Jc/m\%SwiﬁiiE@%’éﬁM%F% (EL A 57e) s HIL A W56
(0.23g,0.70mmo 1) HAT LA MITOHI Ak, TF BN N26.31% I 7476 (0.06g) . "H NMR
(400MHz ,CDC13) :83.15 (br s,4H) ,3.82 (br s,4H) ,4.21 (s,2H) ,7.12(dd,4H) ,7.41 (t,
1H) ,7.52-7.67 (m,3H) ,7.82 (t,1H) ,8.04 (d,1H) ,8.31 (d,1H) ,8.39 (d,1H) ,8.63 (d,2H) ,
9.16 (d, 1H) ;MS: 480 (M+104) ;MS: 488 (M+11K) .

[0555]  ALAWTTI il 2% -

&
AL
05561 (\j \/ YC/ // e N\

[0557] MRV AE L0 0t T b A& Y58 B ik B9 28U 7 Gl ff L5 71) , HAL & 456
(0.17g,0.51mmo 1) BEAT AL BT TI G 1, 13 B N 21 . 14% 77977 (0.07g) «'H NMR
(400MHz ,CDC13) :61.71 (br s,1H) ,1.80 (br s,1H) ,2.53 (br d,2H) ,2.71 (br d,2H),3.38
(br s,2H) ,3.57-3.69 (m,4H) ,7.02 (t,2H) ,7.16 (t,2H) ,7.59-7.63 (m,2H) ,8.01 (d, 1H) ,
8.31(d,1H) ,8.39(d,1H) ,8.48(s,1H) ,9.16 (d, 1H) ;MS:480 (M+1U4) ;MS:501 (MH+115) .
[0558] 1JCA#ZJ78H’J%

[0559] \”/.”\ o7 ! )
7o) N

[0560] 4% BRIMAE 1O X T4 & 4060 Fr ik () S LUFE e Gl ik 3 I 24) , BB B 459
(0.07g,0. 16mmo 1) BEATALAPITSIN A Al , 13 B 2 A48, 61 % AT 740 (0.035g) o 'H NWR
(400MHz ,CDC13) :60.04 (d,2H) ,0.54 (d,2H) ,0.80-0.90 (m 1H) ,2.24 (d,2H) ,2.48 (br d,
A1) ,3.39 (br s,2H) ,3.78 (br s,2H) ,7.12(dd,4H) ,7.49-7.64 (m,2H) ,8.04 (d, 11) ,8.31
(d,1H) ,8.39 (d,1H) ,8.58 (s, 11) ,9.16 (d, L) ;MS: 480 (M+1U&) sMS: 451 (M+1U4) .

[0561]  ALAH81H il &

[0553]
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[0562] '&/N_ 7/\7/ )O\\Q
c‘s

[0563] 4z HEUAE L0 X T & 160 ik i SR i Gl {f %8 1a) , AL &6 (0. 1g,
0.23mmol) BHAT LA LIK A 1k, 13 B 2 443 . 26 % (117481 (0.045¢) «'H NMR (400MHz ,
CDC13) :60.91 (t,3H) ,1.25-1.39 (m,2H) ,1.40-1.49 (m,2H) ,2.30 (t,2H) ,2.42 (br s,4H),
3.39 (br s,2H) ,3.70 (br s,2H) ,7.05(d,2H) ,7.16 (d,2H) ,7.59-7.64 (m,2H) ,8.02(d, 1H) ,
8.32(d,1H) ,8.38(d, 1) ,8.58 (br s, 11) ,9.16 (d, 1) MS: 480 (+1i) MS: 453 (k1)
[0564] 4{A%82HG%IJ%

7
[0565] k ()(HK/\IW/O/ S
7% N\,

[0566] MRV FELOH X T 4b A P60 B ik 19 28U 7 Gl it 13 % 82a) , H AL & 459
(0.08g,0.20mmol)Jﬁﬁ%ﬁ%&mﬁﬁkda«iﬂl&%jﬂ&73%E‘JF¢@ (0.06g) o' NVR
(400MHz ,CDC13) :82.39 (br s,2H) ,2.56 (br s,2H) ,3.39 (br s,2H) ,3.59 (s,2H) ,3.75 (br
s,2H) ,3.81 (s,3H) ,6.85(d,1H) ,6.92(t,1H) ,7.08(d,2H) ,7.17 (d,2H) ,7.24-7.31 (m,2H) ,
8.02(d,1H) ,8.32(d,1H) ,8.38(d,1H) ,8.58 (br s,1H) ,9.17 (d, 1H) ;MS:480 (M+1UE) ;MS:
517 M+104) .

[0567]  fLAWH83HY il £ -

O
{
[0568] @r/( D A
e b f ~
N?]/‘Q g N\\
O

[0569] BV FE 1O 0 T L & W58 P ik i R AU 5 Gl i FH e57¢) » HAL 5456
(0. 14gm, 0. 43mmol) HAT 1 £ WIS I 25 FiL, B J922. 722 1741 0. 05gm) . 'H NUR
(400MHz ,CDC1s) :83.62 (br s,8H) ,7.05(d,2H) ,7.19 (d,2H) ,7.38 (t,1H) ,7.59-7.64 (n,
2H) ,7.69 (d, 1H) ,7.80 (t,1H) ,8.02(d, 1H) ,8.32(d,1H) ,8.38(d,1H) ,8.58 (br s,1H) ,9.17
(d, 1H) sMS: 480 (V+11) sMS:502 (M+11U)

[0570] AR 76 il -

[0571] T =i I BEBERL 75 (0.05g,0. 10mmo 1) 7 FF B v (¥ 7 ¥ I ANaOH (0. 04¢g,
0.10mmo1) , ¥ iy F57E & M4 Fi: 2h o 5o B2 45 TR, 76 9 He T ok 25 AH B2 I 77 o S8 S5 ¥ TNE €20
(5mLL) , Fifl i 4 FeB 25 o S INAMTBR L EC0BEAT Bk, 45 B 984 . 61 % (1 [ IR P 5 7
) (0.04g) «'H NMR (400MHz , DMSO—ds) : 83.40 (br s,2H) ,3.59 (br s,8H) ,6.77 (d,1H) ,6.89
(d,1H) ,7.18-7.29 (m,2H) ,7.50-7.60 (n,2H) ,7.99 (d, 1H) ,8.25-8.32 (m,2H) ,8.98(d, 1H) ;
MS:509 (M+11E) o

[0572]  FREIRERTT ) il 4«

[0573] T2 i 1] B ¥ 2 75 (0. 05g, 0. 10mmo 1) ZEDCMH [ % ¥R I A CH3 S03H (0. 10g
0. 10mmol) , K Jr 5 & Wi ¥ 2h o S B 45 R , 7598 R B 25 2K ¥ 7710, S8 J5 7 JNE €20
(L) B LR 3 AR IR 2R 0BATBOK (3 Bl) L (B N59. 3296 o )
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(0.035gm) - 'H NMR (400MHz ,CDC13) :63.02 (br s,3H) ,3.25 (br s,3H) ,4.23(s,2H) ,7.17
(dd,4H) ,7.62-7.69 (m,2H) ,8.22(d, 1H) ,8.32(d, 1H) ,8.38(d, 1H) ,9.10 (d, 1H) ;MS:487 (M+
)

[0574]  N*-5 3/ %55 FEOREE SAUMIN B K

[0575]  VfiFE12
}.A"'\>Nx&~§\\:?

N &
e ¥ H&;’ .}'é RN EaRat T, Vi, 00 _f\,s"%\‘\‘""
84 2% 88 &y
Ay TN Ry .
g \ﬁ + f N Atk oy
B ot Koo b e
e SR BTN

GOOBE G

&8 8% i ¥t

N e &5 SN N
[ gy ‘*3‘ "
9“-' *"‘S\;\z\"" = _P\d S ;\_'.;g:t-.\
3
& P S B

Lo =Bt s FEE,

[0577]  HEW86IH — AR : T = I BT HE IR (84, 2. 15mmol) £E1,4- g kE
(20m1) T A B R VAV, FF 42 30min o JEBINAP (0. 134g,0.215mmo 1) EEEZ4R (0.0096¢,
0.043mmo 1) Ak ERH: (1.40g,4.3mmol) INZ K BV, # BN FFEE 73 /M 20min, £
IMAN-BoclR IR (85,0.4g,2.15mmol) , T-100 CAEZ A T IHE A - IR B 4531 i Ga i
TLCH #5) , 72725 N IR Gi [ LR G ) R R AR WDV i T 7K, G IR G BEAEHL (3 X 50ml) o
A NLEEBUR F £R7K (20m1) ik , 48 Tk B BR BN T8¢ , ik i , 76 IRl T W4 o S8 Ji5 Jl o faf
FH10% .18 2. BE—CV e A (B2 (601207 /%) 4iAL kL™= 4, 15 3L 44186 (40-60%) o
[0578] AL AWISTHI— LS : FIN'-Boc—N'~75 HWRIE (86, 1.075mmol) 2 N B JE KR, n
AN EE-HC1 (20m1,20%) , H 2 EOY B8 BUE i, /R Z WA HE L h S B4 R Gl TLC
1) AL T BR IS B E IR L BR U™, SR 5 78 9 T8 3R 8 A A R IR 1)
1A 8T (90%) .

[0579]  FH T il #&-4— (Wb —8— Tk 9k 28 Jik) 2 FFY IR 2L BROO R 2 /7 78 20U B Il 42
IR R 2,15 (88,5.08,30. 16mmol) FEDCM—FEEWE (50:50m1) 11 2 VR4 HH () M0 N Wk g —
8T Ipt S (89,8.24¢,36. 19mmo) o4 P43 VA VR AE 2= i B F i A o S B 45 3R J (Gl TLCHA
1) R FTARIR A A & S (150m ) #RE, AIZK (3 X50m1) VIN HCLIE W (3 X 50m1) Fl#h 7K
(50m1) Feisk o 4 & A WA DR E To K IR B AN T, ik U, 76 B8 R k4 K i = 5
IRILZENR, B Z2MEE TR TR 4, T, 19 310 9 A A R IR B T e 90 (11.58g,90%) , DAt
AT — A T — K

[0580] AL H90 1% 43> 1 B4 . 'H NMR (500MHz ,CDC13) 8:1.20 (3H, t) ,4.19 (2H,q) ,7.20
(2H,m) ,7.60-7.80 (4H,m) ,8.30 (1H,m) ,8.40-8.50 (2H,m) ,9.10 1H,m) ,10.8 (1H,s) sMS:m/
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z 357.4(0+1) ",

[0581]  F-T-ffill &4~ (HEibk—8— Ve It 2 ) 4 BRI LRI 7 « K4 — (R bk —8— I T P 2l %) R
H R Z. 18 (90, 10g,28.08mmo1) ¥ fift T THF-7K (100:100m1) RIVB AP+ , 4EFFE = i - 1% 75
WMALIOH (5.89g,14.0mmo 1) , ¥4 BT A3 VA W F1 03 A« S8 e g I RLTR & W) 2. B8 & B e %
(3X50ml) , %8 5 FMEHCT BE fk. . ik 8 T A9 2P0 B R R 5 R R L R AR SR E 2 T F
BRI, A3 B K A T AR PR BRI (8. 28g,90%) &

[0582]  {h-& 91143 rdk: . "H NMR (500MHz ,CDC13) 8:7.10 (2H,m) ,7.60-7.80 (4H,m) ,
8.25 (1H,m) ,8.40-8.60 (2H,m) ,9.10 (1H,m) ,10.7 (1H,bs) ,12.6 (1H,bs) ;MS:m/z 329.3 (M+
D",

[0583] AWM — AR : T-0°CAER A N IHFRIR (91,0.61mmo1) 7EDMFEH (¥ i+
VAWM NEDCI (0.129gm,0.671mmol) JHOBt (0.91gm,0.671mmol) MDIPEA (0.31ml,
1.83mmol) , K& Fr /AR AE £ IR B FE30min SR JG7E0 CMMAIZ L R £: (87,0.61mmo 1) , 7E =
P o S ML R G GEIETLCHE 18 4 I BTR A 40BN 1. 0M HCLH , FHEtOACZEER . Al
FINaHCO3¥E VR BB A ML E » ZeNa SO T8 , 1 U8 o 10 o e 4% 28 o 25 9 571, o ek e J2 A v
(60— 1207 i, 2 %6 MeOH-DCM) BY il % M HPLC /3 15 74 , 43 B 9 4K 11 €6 [T A4 R () B ik (92a-as)
(40-60%) .

[0584]  fLAH) (92at,92auR192av) [ — R P : [AIN' - 75 ZEWREE B4 (0. 39mmo 1) £
BE-DCMVE A4 OhFT-8M #5) BRDCM G TR 2 £8) Hh B I NS B AL BN AE R 8 (0. 39mmo 1)
B RS R (0. 39mmo 1) HY VAR - 4 S SLTR G W Fiic 42, 7RI T 28 R A7 S8 Je KR ok
RVDHHAE ] CBEANIE BBk , 19 2105 3 (i AR e s 21

[0585]  N-(4- (4— (2-F A O ) WIRWER —1 —Ffe %) T Ak) k-8 -t Bt i (92a) -

[0586] [;:J\N’\W i
0, )

[0587]  'H NMR (500MHz , DMSO—ds) 6:10.42 (s,1H) ,9.15 (bs,1H) ,8.50 (d,1H) ,8.40 (d, 1H) ,
8.24(d,1H) ,7.70-7.80 (m,2H) ,7.15-7.20 (dd,4H) ,6.90-7.00 (m,2H) ,6.82 (d,2H) ,3.80
(s,3H) ,3.40-3.78 (bm,4H) ,2.80-3.00 (bs,4H) ;HPLCAL & : 97 . 11% ;MS,m/z S AE503. 2 (M
+1) ",

[0588]  N—(4— (4-IR FEWR R —1—Fk Jk) 2R ) Wbk —8—Fi 19t iz (92b)

] 3]
[0589] O r@f ';:,S:OE ] )
(o]

[0590]  'H NMR (500MHz ,DMSO-de) 6:10.42 (s, 1H) ,9.18(d, 1H) ,8.56 (d, 1H) ,8.44 (d, 1H) ,
8.30(d,1H) ,7.70-7.80 (m,2H) ,7.10-7.22 (m,6H) ,6.90 (d,2H) ,6.80 (t,1H) ,3.30-3.70
(bs,4H) ,3.00-3.20 (bm, 4H) ; HPLCZEJF98.50% :MS,m/zSZJ(E473.2 (M+1) "

[0591]  N-(4- (4- (3- B HE 2R ) WRWR —1 — ¥ %) i) k-8 Tt ik (92¢) -
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o [P oD
fe]

[0593]  'H NMR (400MHz,CDCl3) §:9.18(d,1H) ,8.60 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.10
(d,1H) ,7.65 (m,2H) ,7.05-7.20 (m,5H) ,6.50 (m,3H) ,4.00 (q,2H) ,3.40-3.90 (bs,4H) ,
3.00-3.20 (bm,4H) ,1.40 (t,3H) sHPLCZEE99.74% :MS,m/zS2IHES17 .40 M+1) .

[0594]  N-(4- (4- (4-L S B R ) WRWER —1 — i ) DR AK) k-8t fie (92d) -

QL J%
H
N N,
[0595] Nk/:r’q 7(© o\ ]
e}

[0596]  'H NMR (400MHz,CDC13) §:9.18 (d, 1H) ,8.60 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (d,2H) ,7.10 (d,2H) ,6.85 (m,4H) ,4.00 (q,2H) ,3.40-3.90 (bm,
4H) ,3.00 (bm,4H) , 1.4 (t,3H) sHPLCAE99.36 % :MS,m/z 3L J{ES17.40 (M+1) .

[0597]  3—(4— (4— (MUK -8V T Bt 2 J5) 7K FF B 2i) Wke—1-22) 2K R IR 2L B (92e) -

\/-O : H\
[0598] I ‘*{::IL Y@r O,,s::O:\r\N )
Q

[0599]  'H NMR (400MHz,CDCl3) §:9.20 (d,1H) ,8.60 (s, 1H) ,8.40(d,1H) ,8.30 (d,1H) ,8.05
(d,1H) ,7.60 (m,4H) ,7.30 (m, LH) ,7.20 (d,2H) ,7.10 (m,3H) ,4.40 (q,2H) ,3.40-3.90 (bm,
4H) ,3.20 (bm,4H) ,1.4 (t,3H) s HPLCAEJF99.65% :MS,m/zSZ M{E545. 35 (M+1) ©.

[0600]  N-(4- (4- Q- N HL) WRIRE -1 - =) IR AL) mEmk-8 TSt iz (92f) -

@L ~ g

N o8]

e ’ K/NO' oy |
O

[0602]  'H NMR (400MHz,CDC13) 6:9.15 (d, 1H) ,8.60 (s, 1H) ,8.40(d, 1H) ,8.30(d,1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (m,3H) ,7.10 (d,2H) ,6.65 (d, 1H) ,6.55 (m, 2H) ,3.40-3.80 (bm,
4H) ,3.15 (bm,4H) ;HPLCZEE99.16 % :MS,m/zSZMME 491 . 35 (M+1) *.

[0603]  N-(4- (4— (3~ TR 2R LR ) WIRWR —1— A k) 2R k) W bk —8— Tk ¥ fie (92¢) -

j g\ |
[0604] /‘f\ ‘ O Y@ ﬁo:,sﬁo ‘,
° 0
[0605]  'H NMR (400MHz,CDC13) 6:9.15 (d,1H) ,8.60 (s, 1H) ,8.40 (d, 11) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (m,2H) ,7.15 (m, LH) ,7.10(d,2H) ,6.45 (m,3H) ,3.40-3.80 (bm,
4H) ,3.15 (bm,4H) s HPLCZEE99.45% :MS,m/zZ J{E 531 .40 (M+1) *.
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[0606]  N-(4- (4= (2,5~ FIRHL) WRIGR—1-Fhe ) TR ) M-8~ iz (92h) -

E

[0607] -N/ﬁ N
F l\,nw/g "o y |
o]

[0608] 'H NMR (400MHz,CDCl3) §:9.15 (d,1H) ,8.60 (s, 1H) ,8.35(d, 1H) ,8.30 (d,1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (m,2H) ,7.10 (d,2H) ,6.95 (m, 1H) ,6.60 (m, 2H) ,3.45-3.90 (bm,
4H) ,3.00 (bm,4H) ; HPLCAEE£99.94% :MS,m/z =L MHE509. 30 M+1) ©.

[0609]  N-(4-(4- (3— (B AL) 2R HE) WRME —1—H Ak) o L) membk—8 T i e (921) -

L 4, K 5
[0610] |$ Q \HQ & & |
Q

[0611]  'H NMR (400MHz,CDCl3) §:9.15 (d,1H) ,8.60 (s, 1H) ,8.35(d, 1H) ,8.30 (d,1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (m,3H) ,7.10 (d,2H) ,6.80 (m,2H) ,6.65 (d, 1H) ,3.45-3.90 (bm,
4H) ,3.10 (bm,4H) ,2.45 (s, 3H) s HPLCZH £99.98% :MS,m/z5Z JU{EH519.30 (M+1) *.

[0612]  N-(4-(4- (3— (=FH A R0 WRGR -1 ) 2 I M bk -8t fiz (927) -

s
Q.. ¢
[0613] |F* @1 Wﬁ(ﬁ%
o)

[0614]  'H NMR (400MHz,CDC13) §:9.15 (d, 1H) ,8.60 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.50 (d,2H) ,7.20 (m,2H) ,7.10 (d,2H) ,6.90 (d,2H) ,3.45-3.90 (bm,
4H) ,3.10 (bm,4H) ; HPLCZEE99.63% :MS,m/zSZMME 541 . 25 (M+1) *.

[0615]  N-(4- (4- (2- (= F 48 AL) TRAE) WRME —1—F Ak TR L) mEmbk—8— T It e (92K) -

@L v L }
[0616] Ocﬁ:@ 7{©/ reg
o

[0617]  'H NMR (400MHz,CDC13) 6:9.15 (d, 1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30(d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (m,4H) ,6.95-7.15 (m,4H) ,3.45-3.90 (bm,4H) ,3.10 (bm,4H) ;
HPLCZEJ#99.89% :MS,m/ 2L {557 . 35 (M+1) *.

[0618]  N-(4- (4- (4- (LW HE) ZRIE) WRMR -1 - JE) 2R ) bk 8T fi (921) -

L
H
N
0619 ISP S = Qj |
[\/N\fr oo NQ/‘
Q

[0620]  'H NMR (400MHz,CDC13) 8:9.15 (d,1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30(d,1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.3(d,2H) ,7.20(d,2H) ,7.10(d,2H) ,6.80 (d,2H) ,3.45-3.90 (bm,
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4H) ,3.10 (bm,4H) ,2.90 (q,2H) ,1.15 (t,3H) ; HPLCZE F98.53% :MS,m/z 5L M{E533. 35 M+1
).
[0621]  N-(4- (4~ (4— (R IRAL) ZKHL) WRME -1 - FRAL) 2R L) I -8—Tk 9t i (92m) -

S
‘ H

[0622] O m fﬂj e :N )

o B

[0623]  'H NMR (400MHz ,DMSO—ds) 6:10.40 (s, 1H) ,9.15 (s, 1H) ,8.50 (d, 1H) ,8.40 (d, 1H) ,
8.30(d,1H) ,7.70 (m,2H) ,7.20 (m,6H) ,6.85 (d,2H) ,3.20-3.70 (bm,4H) ,3.05 (bm,4H) ,2.35
(s,3H) sHPLCAE)F91.00% :MS,m/zSZ J{E518.50 (M+1) *.

[0624]  N-(4-(4- (3— (A2 AL) 2R HE) WRMR —1 — Ak 2R L) mEbk—8—Tii Bt ik (92n) -

‘ ]
[0625] |9 N(/\‘N Y@( "’0:,6:0\:(;]
Q

[0626]  'H NMR (400MHz ,DMSO—-ds) §:10.45 (s, 1H) ,9.05 (d, 1H) ,8.50 (d, 1H) ,8.45(d, 1H) ,
8.30(d,1H) ,7.70 (m,2H) ,7.00-7.20 (m,5H) ,6.50 (d,1H) ,6.40 (s, 1H) ,6.35(d,1H) ,3.65
(s,3H) ,3.20-3.70 (bm,4H) ,3.05 (bm,4H) ; LCMS4L EE100.00% :MS,m/z 52 {E 503 . 35 M+1
).
[0627]  N- (4~ (4- (3 (F0) ZKFL) WRME -1 FRHL) ZR L) MM -8—Tifi 9t iz (920) :

[0628] 'szsi%
(o]

[0629]1  'H NMR (400MHz,CDC13) §:9.15 (s, 1H) ,8.60 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.10-7.20 (m,5H) ,6.85 (m,2H) ,6.75 (d, 1H) ,3.40-3.85 (bm,4H) ,3.10
(bm, 4H) ; LOMSZEJE97.15% :MS,m/zSZMME 507 .30 (M+1) *.

[0630]  N- (4= (4- (3= (FF L) -5- (& F L) R IL) WRIR -1 -F Jk) TR JL) ne Ik — 8~k Bt i
92p) :

CFs

o
0631 @ N, %
o OYQ 2
O }

[0632]  'H NMR (400MHz,CDC13) 6:9.15 (d, 1H) ,8.55 (s, 11) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20-7.30 (m,4H) ,7.15 (s, 1H) ,7.10 (d,2H) ,3.40-3.85 (bm,4H) ,2.85
(bm, 4H) ,2.35 (s, 3H) ; LOMSZEJE99.65% :MS,m/z S MI{E555. 35 (M+1) *.

[0633]  N-(4-(4-(3,4- (50 ZRHE) WRMR -1 - Jk) 2R ) e bk —8 T fi (92q) -
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Gl ; )
AT T
e}

[0635]  'H NMR (400MHz ,DMSO-ds) 6:10.45 (s, 1H) ,9.15 (s, 1H) ,8.50 (d, 1H) ,8.40 (d, 1H) ,
8.30(d,1H) ,7.75 (m,2H) ,7.4(d,1H) ,7.10-7.20 (m,5H) ,6.90 (d,1H) ,3.20-3.65 (bm,4H) ,
3.10 (bs,4H) ;HPLCZEF93.48% :MS,m/z 5L J{E542. 35 (1) *.

[0636]  N-(4-(4- (3— (AR FF A8 20) 2R3 DRI —1 — Pk A8) TR L) mempk—8 TSt ik (92r) -

@\ R

o N

£3CO L 58 \; : ]

[0637] ’ L\j}‘ 0’ \0 N\ I
o

[0638]  'H NMR (400MHz,CDC13) §:9.15 (d, 1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (d,2H) ,7.10 (m,4H) ,6.85 (d,2H) ,3.40-3.90 (bm,4H) ,3.10 (bs,
4H) sHPLCZE$90.37% :MS,m/zL J{E557.50 (1) *.

[0639]  N-(4-(4- (4 (N, N- = R E L) IR L) WRWE -1 Bk 3) TR L) k-8t Bt e (92s) -

b

RS
[0640] \[:ZI\N/\? R A
K/N“/@o”‘\o wo
2]

[0641]  'H NMR (400MHz,CDCl3) §:9.15 (d,1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20(d,2H) ,7.10(d,2H) ,6.85(d,2H) ,6.65 (d,2H) ,3.40-3.90 (bm,
4H) ,3.3(q,4H) ,2.80-3.10 (bm,4H) , 1.1 (t,6H) ;HPLCAEFI7.59% :MS,m/zSEIMHE 544 .50 (M
+1) 7.

[0642]  N-(4-(4- (3, 4- (580 AHE) WRME -1 —HAk) R L) mEbk—8—Tsi ik (921t) -

—~
XL 1, )
F N k-
[0643] Q \n/©/ oo g |
Q J

[0644]  'H NMR (400MHz ,CDC13) 6:9.15 (d, 1H) ,8.55 (s, 11) ,8.35 (d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20(d,2H) ,7.10(d,2H) ,7.05 (m,1H) ,6.65 (m, 1H) ,6.55(d,1H),
3.40-3.90 (bm,4H) ,3.00 (bs,4H) sHPLCZE[E99.73% :MS,m/z 3L MHE509.55 M+1) .

[0645]  N-(4- (4- (4- (B0 ZR L) WRIR -1 -k H) 2R L) W Ibk—8—Fied It iz (92u)

F 3
g} !
N \ d
[0646] T::l\w,[::]/C#%o i ]
Q

[0647]  'H NMR (400MHz,CDC13) 8:9.15 (d,1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30(d,1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (d,2H) ,7.10(d,2H) ,6.95 (m,2H) ,6.85 (m, 2H) ,3.40-3.90 (bm,
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4H) ,3.00 (bs,4H) s HPLCAEJE97.39% :MS,m/z 52 {5491 .25 M+1) *.
[0648]  N-(4- (4= (2— (£ F) ZK L) WRWR —1 - J5) L) MMk —8 T 5t Fié (92v) -

[0649] N(/\N 7,/@ Eag
[=]

[0650] 'H NMR (400MHz,CDCl3) §:9.15(d,1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.05-7.30 (m,7H) ,7.00 (d, 1H) ,3.40-3.90 (bm, 4H) ,2.80 (bm,4H) ,2.7
(q,2H) ,1.20 (t,3H) ;HPLCZE)F98.85% :MS,m/z 5L MI{E501.05 (M+1) *.

[0651]  N-(4- (4- (4— (F0) A HE) WRME -1 P ) TR L) M hph—8—Ted i i (92w) -

Cl_ H A l
[0652] '{/\N | ZS;%
O

[0653]  'H NMR (400MHz,CDC13) §:9.15 (d, 1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (m,4H) ,7.10(d,2H) ,6.80 (d,2H) ,3.40-3.90 (bm,4H) ,3.10 (bm,
4H) s LCMSZE599.88% :MS,m/zL J{E507 . 25 (1) .

[0654]  N-(4- (4- (3— (L £5) FRH) WRWR —1 -l J2) T AK) mEmk—8 -t Bt iz (92x) -

: N
[06551 | N(/\N YQ :‘):,s\%o\.”\]
0O

[0656]  'H NMR (400MHz,CDCl3) 8:9.15 (d,1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30 (d, 1H) ,8.05
(d,1H) ,7.60 (m,2H) ,7.20 (m,3H) ,7.10(d,2H) ,6.75 (m,3H) ,3.40-3.90 (bm,4H) ,3.10 (bm,
4H) ,2.6(q,2H) , 1.2 (t,3H) ; LCMSALEF96.79% :MS,m/z 5L JIME 501 . 30 (MH+1) *.

[0657]  N-(4-(4- (3— (= 5 IR ) WRGR—1 - ) i) Wbk -8t fiz (92y) -

Q. i L 3 |
loese] | 1 "Q \(@ g E.J
(¢]

[0659]  'H NMR (400MHz,CDC13) 6:9.15 (d, 1H) ,8.55 (s, 1H) ,8.35(d, 1H) ,8.30(d, 1) ,8.05
(d,1H) ,7.60 (m,2H) ,7.50 (m,2H) ,7.25 (m,2H) ,7.20 (m,2H) ,7.10 (d,2H) 3.40-3.90 (bm,
4H) ,2.90 (bm,4H) ; HPLCZEE99.65% :MS,m/zSZMME 541 . 15 (M+1) *.

[0660]  N-(4- (4- (2-FR 2 B DR J) WR MR —1 - ) DR ) —N—FFY L ik -8 Tt Bt e (922) -

|
N
0661 \ B ‘
[0661] ;o ‘Qpaou;\ll
Q

[0662]  'H NMR (500MHz ,DMSO-ds) 6:9.05 (s, 1H) ,8.55 (m, 1H) ,8.3 (m,2H) ,7.7 (m,2H) ,7.25
(m,4H) ,6.95 (m,2H) ,6.85 (m,2H) ,3.78(s,3H) ,3.6 (s,3H) ,3.30-3.80 (bm,4H) ,2.80-3.00
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(bm, 4H) ; HPLCAE F97.68% :MS,m/z5LZ M 517.3 (M+1) *.
[0663]  2— (4— (4~ (N-FF LM bR -8V Tk I9E e %) % FR IR L) WRWE —1—2%) X FR 2L 18 (92aa) -

[0664] ! ‘N/‘j ,,:\O:r\\ j
o c

[0665] 'H NMR(400MHZ,DMSO—d6)6:10.43(s,lH),9.18(s,lH),8.55(d,1H),8.41(d,1H),
8.23(d,1H) ,7.7 (m,2H) ,7.55 (m, 1H) ,7.41 (m,1H) ,7.25 (m,6H) ,4.22 (q,2H) ,3.30-3.80
(bm,4H) ,2.80-3.00 (bm,4H) ,1.25 (t,3H) ; LCMSZEE97.43% :MS,m/z 2 545.1 (M+1) *,
567.1 (M+23) .

[0666]  N-(4-(4- (3— (= H AL L) R HE) WRME -1 —F Ak JR L) mEmbk—8—Tii Mt ik (92ab) -

w | Y0 oL

[0668]  'H NMR (400MHz ,DMSO—-de) §:9.11-9.16 (d, 1H) ,8.54 (bs, 1H) ,8.22-8.55(d,2H) ,
8.02-8.06 (d,1H) ,7.55-7.64 (m,2H) ,7.02-7.32 (m,6H) ,6.20-6.54 (m, 2H) ,3.20-3.94 (m,
4H) ,3.00-3.22 (bs,4H) ,2.84-2.94 (s,6H) ; LCMSZE[E98.33% :MS,m/zSZ{E516.3 M+1) ',
538.3 (M+23) .

[0669]  N-(4- (4— (3 A HL) WRIER—1-Hk 5) %%) W bk -8~ Tt i fiz (92ac)

[0670] F NA] Y@’ /,\:o:m j

[0671]  'H NMR (400MHz ,DMSO-ds) §:9.10-9.15 (d, 1H) ,8.22-8.40 (m,2H) ,7.98-8.11 (d,
1H) ,7.52-7.66 (m,2H) ,7.02-7.28 (m,6H) ,6.42-6.64 (m,3H) ,3.42-3.84 (bd,4H) ,3.00-
3.22 (m,4H) ; LCMSZEJF93.74% :MS,m/ 22 M{E 491 .3 (M+1) .

[0672]  N-(4- (4— (5 R B -2 FR B DR EE) WR WG — 1 -8 ) DR JR) n b —8—Tid 9t i (92ad) -

[0673] ﬁ/@*ﬁ Y© %

[0674]1  'H NMR (400MHz ,DMSO-dg) §:9.18 (d,lH) ,8.54 (bs, 1H) ,8.24-8.38 (dd, 2H) ,8.00-
8.15(d,1H) ,7.54-7.66 (m,2H) ,7.18-7.26 (m,2H) ,7.02-7.14 (m,3H) ,6.86-6.94 (m,2H) ,
3.42-3.92 (bd,4H) ,2.80-2.98 (m,2H) ,2.22 (s,3H) ,1.14-1.24 (d,6H) ,0.80-0..92 (m, 1H) ;
HPLCZ1J98.76% :

[0675]  N-(4- (4- (4- (3R F 28U JR) 2RO WRWR —1 -3k JR) O JEk) k-8 T Bt i (92ae) -
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F1CO
g ‘.
ey o

[0677]  'H NMR (400MHz ,DMSO-ds) §:9.18 (d, 1H) ,8.58 (bs, 1H) ,8.23-8.38 (dd,2H) ,8.00-
8.15(d,1H) ,7.52-7.68 (m,2H) ,7.14-7.24 (m,6H) ,6.80-6.89 (d,2H) ,3.42-3.92 (bd,4H) ,
3.00-3.18 (bs,4H) ;HPLCZLE£98.77% :

[0678]  N-(4- (4— (4-F S O ) WIRWER —1 — Bl ) DR k) e k-8 Bt fi (92af) -

[0680]  'H NMR (400MHz ,DMSO-ds) §:10.41 (s, 1H) ,9.17 (s, 1H) ,8.21-8.45 (ddd,3H) ,7.63-
7.78 (m,2H) ,7.12-7.24 (m,4H) ,6.78-6.94 (d,4H) ,3.82 (s, 3H) ,3.22-3.54 (m,4H) ,2.84-
3.08 (m,4H) ; LOMS4E =93.70% :MS,m/z5Z M{E503. 1 (M+1) *.

[0681]  TAIFRS— (4— (4— (EEbk—8— P I 2z %) R FF BE L) WkWe —1 -8 ik ng -3 215 (92ag) -

1 H
[0682] | Ecoo” SN S srse™
LN J ey |
e

[0683]  'H NMR (400MHz,CDC13) 8:10.42 (s, 1H) ,9.15 (s, 1H) ,8.40-8.54 (dt,2H) ,8.24-
8.28(d,1H) ,7.60-7.72 (m,3H) ,7.05-7.22 (m,4H) ,4.21-4.38 (q,2H) ,3.3-3.8 (m,8H) ,1.25
(t,3H) s LCMS4E ) :98.85% ;MS,m/ 22 M{E546. 3 (M+1) *.

[0684]  N- (4 (4— (WEME-2—JL) WRIGE —1 —Fle Jk) T AK) mEmk—8-ta Bt iz (92ah) -

L ‘
{ O

[0686]  'H NMR (400MHz,CDC13) 6:9.15 (d,1H) ,8.40 (d, 1H) ,8.30(d, 1H) ,8.05(d, 1H) ,7.60
(m,2H) ,7.35(d,1H) ,7.20(d,2H) ,7.10(d,2H) ,6.7 (d,1H) ,3.3-3.8 (m,8H) ; HPLCA} Ji¥ .
99.79% ;MS,m/zL W{E480.2 (M+1) *.

[0687]  N-(4— (4— (2—FF FEMEME—5-JE) WRIGR—1 ¢ 3) IR FL) 1 mpk—S—fifi it ik (92ai) -

~ 7. 1 [
[0688] s U \(@’ZS%
(8]

[0689]  'H NMR (400MHz,CDCl3) 8:10.42 (s, 1H) ,9.15(d,1H) ,8.45 (d,1H) ,8.40 (d, 1H) ,
8.15(d, 1H) ,7.70 (m,2H) ,7.20(d,2H) ,7.15(d,2H) ,6.8 (s, 1H) ,3.5 (bm,4H) ,2.95 (bm,4H) ,
2.4 (s,3H) ;HPLCZEEF :95.78% s MS,m/z 2 JME 494. 3 M+1) *.

[0676]

[0679]
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[0690]  N-(4- (4 (EWR-2-2) WRWR -1 -FR ) 2R ) iEmR-8-TltBiefi% (92a]) -

N
1 § ,\
[0691] (Nlm ";;5\\0,
o

[0692]  'H NMR (500MHz ,DMSO-ds) 6:10.42 (s, 1H) ,9.15 (s, 1H) ,8.52(d, LH) ,8.44 (d, 1H) ,
8.3 (m,2H) ,8.1 (s, 1H) ,7.86 (s, 1H) ,7.74 (m,2H) ,7.23 (d,2H) ,7.14 (d,2H) ,3.3-3.7 (m,
8H) ;HPLCZE S :98.10% ;MS,m/z S JI{E475.2 (1) .

[0693]  N-(4- (4— (Mg —2— ) WRIR —1 —Fk ) R AE) mEmk—8-Tea Bt iz (92ak) -

Ch :
NN S
[0694] ]\/:lo o o |
e

[0695]  'H NMR (500MHz ,DMSO-ds) 8:10.42 (s, 1H) ,9.15 (s, 1H) ,8.52(d, 1H) ,8.45(d, 1H) ,
8.35(d,2H) ,8.30(d,1H) ,7.75 (m,2H) ,7.20 (d,2H) ,7.15(d,2H) ,7.80 (t,1H) ,3.3-3.8 (m,
8H) s HPLCZE S :99.52% ;MS,m/z S JI{E475.2 (1) .

[0696]  N-(4- (4— (2-FR A LML BE -3—) WRIGR —1—Hedi) L) e mbk—8—Ted Bt fik (92al) -

@L i )]

N~ N. 2

o N : ;/s\‘ ‘

[0697] 0 L\/)\IO 0 N
O

[0698]  'H NMR (500MHz , DMSO-ds) 2.80~3.00 (4H,m) ,3.40-3.85 (4H,m) ,3.85 (3H,s) ,6.91
(1H,m) ,7.11-7.20 (5H,m) ,7.70-7.75 (3H,m) ,8.27-8.29 (1H,m) ,8.41-8.53 (2H,m) ,9.12
(1H,m) ,10.44 (1H,s) MS504.1 (+1) "

[0699]  N= (4= (4= (4-F S e —3—25) WRWR —1 —FR2) FR L) IR IR -8 - i (92am)

S Oy N
A N g
[0700] Q Y@( o | ]
e}

[0701]  'H NMR (400MHz,CDC13) 8:9.18(d, 1H) ,8.60 (bs, 1H) ,8.25-8.40 (m,3H) ,8.05 (d,
1H) ,7.65 (m,2H) ,7.20(d,2H) ,7.15(d,2H) ,7.10(d,1H) ,4.10 (s,3H) ,3.40-3.80 (bm,4H) ,
3.10 (bm, 4H) ;HPLCZEJE : 97.14% ; LCMS,m/z5Z IME 504 . 35 (M+1) *.

[0702]  N-(4- (4- (56— (LA AL B ) MEmE —3—-2) WR MR — 1 - Bk 2) JR I ne bk — 8 — T J8 ik
(92an) :

CO4CoH;
/ .

|
[0703] [N
L

q 2
[0704]  'H NMR (400MHz ,DMSO—de) 8:10.45 (s, 1H) ,9.15(d, 1H) ,8.55 (m,3H) ,8.45 (d, 1H) ,
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8.30 (d,1H) ,7.70 (m,2H) ,7.65 (s, 1H) ,7.20 (d,2H) ,7.10 (d,2H) ,4.30 (q,2H) ,3.4-3.8 (bm,
4H) ,3.1 (bm,4H) , 1.3 (t,3H) ; LCMSZIi & : 98.85% sMS,m/z L M{H546.35 M+1) *.

[0705]  N-(4— (4— (5~ (A AL P 3E) —6—FF 45 3) Mbmg —3—3%) WRHE -1 Pk 3L) ZRFL) ek —8—1i
@ﬁﬂﬁ (9280) :

[0706]

o}

[0707]  'H NMR (400MHz,CDC13) §:9.18 (d,1H) ,8.60 (bs,1H) ,8.35(d,1H) ,8.30 (d, 1H) ,
8.05(d,1H) ,7.95(d,1H) ,7.80(d,1H) ,7.60 (m,2H) ,7.20 (d,2H) ,7.10(d,2H) ,4.00 (s,3H) ,
3.9(s,3H) ,3.4-3.8 (bm,4H) ,3.1 (bm,4H) ; HPLCZ J& :94.72% sMS,m/z5Z J{E562. 18 (M+1
).

[0708]  N-(4- (4— (kg —4—2L) WRME -1 —HrAL) 2R HL) I -8—Ti# 9t fi (92ap) :

NP
| B
[0709] Qn/\ A e
!\/N . ! 4 a0 N [
o

[0710]  'H NMR (400MHz,CDC13) §:9.2 (s, 1H) ,8.22-8.40 (m,4H) ,8.00-8.04 (m, 1H) ,7.54-
7.62(m,2H) ,7.05-7.22(dd,4H) ,6.60-6.68(d,1H) ,3.2-3.8 (m,8H) ; LCMS4LfE:97.37% ;
LCMS,m/z 52 I{E474.05 (M+1) *.

[0711]  N-(4- (4- (3-FR A LML g —2— %) WRIGR -1 e di) A L) Wbk —8—Ted Bt fiz (92aq) -

[o712] | N/\p %

[0713]  'H NMR (400MHz,CDCls) §:10.22 (s, 1H) ,9.14 (d,1H) ,8.22-8.50 (ddd, 3H) ,7.62-
7.78 (m,3H) ,7.11-7.22 (m,5H) ,6.82-6.86(d,1H) ,3.7 (s,3H) ,3.2-3.8 (m,8H) ; LCMSZL [ .
97.96% ; LCMS,m/z5Z J{E504. 3 (M+1) *.

[0714]  N-(4- (4— (2-H S Bl e —3—J%) WRWR —1 - k) 2R 0k M bk —8 Tk ik (92ar) -

N

[0715] E\IN

QN\

[0716]  'H NMR (400MHz,CDC13) §:10.21 (s, 1H) ,9.12-9.13(d, 1H) ,8.27-8.53 (ddd, 3H) ,
7.70-7.75 (m,3H) ,7.13-7.20 (m,5H) ,6.87-6.90 (dd, 1H) ,3.85 (s, 3H) ,3.29-3.50 (m,4H) ,
2.92 (bm, 4H) ; LCMSZEJE97.11% ; LCMS,m/ 252 MH{E504. 3 (M+1) ™.

[0717]  N-(4- (4- CRengemph—4—J%) WRIR -1 - JE) 2R bk —8—Tidki Bk fik (92as) -
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o | S o

[0719]  'H NMR (400MHz ,DMSO—-ds) 6:9.18(d, 1H) ,9.01 (s, 1H) ,8.52-8.58 (s, 1H) ,8.25-
8.41(dd,2H) ,7.98-8.18 (m,4H) ,7.54-7.78 (m,4H) ,7.22-7.28(d,2H) ,7.02-7.16 (d,2H) ,
3.82-3.98 (m,4H) ,2.94-3.22 (bs,4H) sHPLCZF94.23% sMS m/z3Z M 524.25 M+1) *.
[0720] (4 (4- 2-FP AR RO L) WRIR -1 — Bk k) T RE) (P mph—8— e e %) M e i (92at) -

_. e L }
[0721] 1 Q %]
O

[0722]  'H NMR (400MHz ,DMSO—ds) §:9.00 (s, 1H) ,8.40 (m, 2H) ,8.00 (d, 1H) ,7.60 (m,2H) ,
6.90-7.00 (m,4H) ,6.80 (m,4H) ,3.75 (s,3H) ,3.55 (bs,4H) ,2.90 (bs,4H) ; LCMS4li Jif .
95.17% ;MS,m/z5Z J{E503. 25 M-Na+1) *.

[0723] (4— (4- (b —2—0%) R —1 -k k) R L) (k-8 I Bt %) BEf%sn (92au) -

[0724] “’\ 7'/‘f Q

[0725]  'H NMR (4OOMHZ,DMSO—d6) §:9.05 (s, 1H) ,8.40 (m, 2H) ,8.30 (s, 1H) ,8.10 (m,2H) ,
7.85(s,1H) ,7.60 (m,2H) ,7.05(d,2H) ,6.85 (d,2H) ,3.50 (bs,8H) ; LCMSZL J% : 98.60% ;MS,
m/z52 PEAT5. 15 M-Na+1) ',
[0726]  N= (4 (4= (LR —2—E) WRIR—1 —Fhe k) et Wik -s— ko P IR 26 (92av)
R

[0727] LlN”W omo

MeSOaH
[0728] 'H NMR (4OOMHZ,DMSO—d6) 6:10.45 (s,1H) ,9.05(d, 1H) ,8.52(d, 1H) ,8.40 (d, 1) ,
8.30 (m,2H) ,8.10 (s, 1H) ,7.85 (s, 1H) ,7.70 (m,2H) ,7.20(d,2H) ,7.10 (d,2H) ,3.50 (bm,
8H) ,2.4 (s, 3H) ; LCMSZEJE :98.41 % ;MS,m/ 2L {475 15 M-MsSOat+1) .
[0729]  HLATHUARI) 28 3 v O PR FAINA-S5 5 / 0 55 SEWRIGE SR 45 A
[0730]  Ji#E13
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Hpas
N

BRSNS ARSI S
[0732] W EW4 — A T = BT IR (93,2, 15mmol) £E1,4- gk
(20m1) I FE P VA W, B 4230min JEBINAP (0. 134g,0.215mmo 1) EEER4R (0.0096g,
0.043mmo1) FIER L4 (1.40g,4.3mmol) N [ NIRE W), 15 B A BN FFEE 548 20min, 2
HIMAN-BoclRIE (85,0.4g,2.15mmol) , T-100 CAEZ A T IHE & - R P45 3 i Ga it
TLCHE %) » AEEL 7 N k4 I NTR G ) M RV I T K, -G BR S BRZEEL (3 X50ml) o &
A NLEEBUR F £R7K (20m1) ek , 48 TRk I BN 158 , ik U , 76 UK T4 o S8 Ji5 el fif
F10% 2. 2.5 e R A vk (60-120%E8) 248 r=4, 2 211k 54 (94) (40-60%) .
[0733]  {k& 4 (95) [ —F A2 N —Boc—N*— 75 FEWR IS (94, 1.075mmol) X [F e,
IR EE-HC1 (20m1,20 %) , Ho 5 BU% 35 B, /£ Z iR e 1ho )P 45 W Gl TLC IR
) AR T BR AN BE OB L BR U™, S8 G 78 4 T8 3R 8 A A R IR 1)
EhEEEh (95) (90%) «

[0734]  WAEMITH]— AT « AE BB T [ iZ (96,30 16mmol) AEDCM-AIEIE (50:50m1)
(1 IR AW BT TBOIN \ M bk -8 T Bt 4 (89, 8. 24g, 36 19mmo) o 44 A fSHAVR 7 = i Fi +
TR S RS HR GBI TLCHA4%) K BT SR &4 FH & be (150m1) #BE, 7K (3 X 50ml)
IN HCL¥AW (3 X 50m1) FIERIK (5Om1) BEk o 45 & I B9 HLAE UK £ T /K B B A8 05, i &
TERZ N IRAR A=) 5 R 2R IL 7800, B 2L R AR50 3, T8, 15 B8 K 11 TR (1)
T lER% (97) (70-90%) , RIA TR #— B4k R n] T~ — DIk,

[0735] A H98a—11K— e 7 : T0°C AR TR N IaFRIR (97,0.61mmol) £EDMEH ]
PEFEEBOINAEDCI (0.129gm,0.67Immol) JHOBt (0.91gm,0.67 Immo1) AIDIPEA (0.31ml,
1.83mmol) , ¥ Fr i3 AL Z iR B HE30min SR G 7E0 CIMAIZ L IR £ (95,0.61mmo 1) , 7E = i
I A o S S HE GEISTLCHE %) 4 I BEVR A BIN1 . OMHCT H , FHEtOAC A= B o A A
NaHCOs¥A MR UL A HLZ » ENaSOs -1, 1o I8 o S0 b e 4 78 s 25 57, o e e J2 v (60—
12072 , 2% Me OH-DCM) B fill & HUHPLC A3 B 74, 159 21 9 A 1 £ [ 400K (1) B iz (98a—1) (40-
60%) o

[0736]  N-(4- (4- (2-FR A FEORJ) WRWR —1—Fc %) —2— P Sl B OR L) ek —8—Tidi B fie (98a) -

gj o’ q:\J\
H
N
N SSITR
[0737] 0 ®Y©0 9 N\l
0

[0738]  'H NMR (400MHz ,DMSO—de) 8:10.30 (s, 1H) ,9.10 (d, 1H) ,8.52(d, 1H) ,8.45(d, 1H) ,
8.30(d,1H) ,7.72 (m,2H) ,6.95 (m,5H) ,6.80 (s, 1H) ,6.65(d,1H) ,3.80 (s,3H) ,3.65 (bs,
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2H) ,3.60 (s, 3H) ,3.10 (bs,2H) ,2.95 (bs,2H) ,2.80 (bs,2H) ;HPLCZEF99.73% ;MS,m/z 2
{E533.30 (M+1) *.
[0739]  N-(4- (4- Q- FLIREL) WRIE -1 - PR AL) —3-F KAL) IS8Tk 9t fiz (98b) :

et
[0740] P! k_/NO’”‘O ]
e}

[0741]1  'H NMR (400MHz ,DMSO—ds) 6:10.60 (s, 1H) ,9.10 (d, 1H) ,8.55 (d, 1H) ,8.45(d, 1H) ,
8.30(d,1H) ,7.75 (m,2H) ,7.20 (m,3H) ,6.95 (m,4H) ,3.80 (s,3H) ,3.70 (bs,2H) ,3.10 (bs,
2H) ,2.95 (bs,2H) ,2.80 (bs, 2H) ;HPLCZE 4. 42% ;1 MS,m/z 5 MHE537 .25 M+1) .

[0742]  N-(4- (4- (2-F A B R 0 WIRWER —1 —le ) —2- U0 ) MR Wbk —8 Tt B fig (98c) -

| P [
| AN
lo743] | T 0 o]
o]

[0744]  'H NMR (400MHz ,DMSO—ds) 8:10.50 (bs,1H) ,9.10 (d,1H) ,8.58(d, 1H) ,8.35 (m,2H) ,
7.75 (m, 2H) ,7.50 (d,1H) ,7.40 (s, 1H) ,7.30 (d, 1H) ,6.95 (m,3H) ,6.85 (m, 1H) ,3.80 (s, 3H) ,
3.30-3.75 (bm,4H) ,2.95 (bm, 4H) ; LCMSZEEE97.99% ;MS,m/z5ZMHE537 .20 M+1) .

[0745]  N-(4- (4- (2-FR A ORI WRIR -1 - ) —2-HR B o L) masmpk—8 Tk B flc (98dD) -

“23
JUNE
|
a

[0747]1  'H NMR (400MHz ,DMSO—ds) §:9.40 (s, 1H) ,9.14 (d,1H) ,8.56 (d, 1H) ,8.30 (d, 1H) ,
8.25(d,1H) ,7.70 (m,2H) ,7.15 (s, 1H) ,6.90-7.10 (m,4H) ,6.83 (m,2H) ,3.75 (s, 3H) ,3.30-
3.75 (bm, 4H) ,2.95 (bm, 4H) ,2.05 (s, 3H) ;HPLCAHE99.11% ;MS,m/z 52 517.14 (M+1) *.
[0748]  N-(4- (4— (2-F A IR J) WIRWES —1 —Ple k) —2— 4 HE R L) mas -8 T i ik (98e) -

Q OH i )

™R N

N .:1SA\\ g

lo7491 | T Qmﬁo o f |
O

[0750]1  'H NMR (400MHz,DMSO-ds) 8:10.2 (s, 1H) ,9.98 (s, 1H) ,9.15(d, 1H) ,8.52(d, 1H) ,
8.40(d,1H) ,8.30(d,1H) ,7.70 (m,2H) ,6.80-6.98 (m,5H) ,6.70 (s, 1H) ,6.55(d,1H) ,3.75
(s,3H) ,3.30-3.60 (bm,4H) ,2.85 (bm,4H) ; HPLCA £ 95.25% s MS,m/zSEE519. 14 (M+1) ©.
[0751]  N-(4- (4- (2-FR 4 FEORJE) WRWR — 1 —H ) —2-F o ) M bk —8—Tili BB ik (981) -

oy, A L}
N oA
LN sVerne
s}

[0753]  'H NMR (400MHz,CDC13) §:9.15 (d,1H) ,8.40 (d, 1H) ,8.30(d, 1H) ,8.05 (d, 1H) ,7.80
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(t,1H) ,7.60 (m,2H) ,7.13-7.25m,3H) ,7.10 (d, 1H) ,6.95 (m,3H) ,3.90 (s,3H) ,3.65-4.05
(bm,4H) ,3.30 (bm, 4H) ; LCMSZLiE99.50% s MS,m/z5Z M4 521.10 (M+1) *.

[0754]  N-(4- (4- (2-FF S FE L g -3 -4L) WRIR -1 -3¢ 3L) -2 FF FL R 3L 1 bk — 8 — Tk I8t g
(98g) :

N O |
[0755] @Q i;s\%
0

[0756]  'H NMR (400MHz ,DMSO-de) §:9.16 (s, 1H) ,8.40-8.51 (d,1H) ,8.20-8.38 (m,2H) ,
8.02-8.11(d,1H) ,7.82-8.88(d,1H) ,7.56-7.66 (m,2H) ,7.34-7.38 (m,2H) ,7.02-7.18(d,
2H) ,6.84-6.88 (d,1H) ,4.02 (s,3H) ,3.78-3.96 (bs,2H) ,3.58-3.62 (bs,2H) ,2.84-3.12
(bs,4H) ,2.22 (s, 3H) ;HPLCZEJF90.41 % ;MS,m/z L I{E518.20 (M+1) *.

[0757]  N— (4- (4— (3—HF A L hk g —2— J%) WR W — 1 — Pl Ak ) —2— R Bk O ) Wl bk —8 Tt 1k i
(98h) :

[0758] N’\( * 5 ’0% )

[0759]  'H NMR (400MHz ,DMSO-de) §:9.16 (d,1H) ,8.40-8.51 (d,1H) ,8.23-8.31 (d, 1H) ,
8.19(s,1H) ,8.02-8.11(d,1H) ,7.82-8.84 (m, 1H) ,7.52-7.64 (m,2H) ,7.28-7.32 (m, 1H) ,
7.11-7.18(s,1H) ,6.98-7.02(t,1H) ,6.82-6.88 (m, 1H) ,3.88 (s,3H) ,3.78-3.84 (bs,2H) ,
3.26-3.64 (bs,6H) ,2.24 (s,3H) ; LCMSZIiE96.68% , LCMS ,m/z L MM{E518.2 (M+1) .

[0760] N— (2-F—4- (4— (3—FP Sl ZEMENE —2—JL) WRNEE — 1 —Ple J) A< HE) nagmph -8 [t ik (981) -

oo [0, 544

[0762]  'H NMR (400MHz , DMSO—ds) 6:9. 18(d,1H) ,8.88 (s, 1H) ,8.38-8.42(d,1H) ,8.20~
8.28 (m,2H) ,8.02-8.13(d,2H) ,7.72-7.80 (t,1H) ,7.56-7.62 (m,2H) ,6.84-2.12 (dd, 2H) ,
6.70-6.78 (d,11) ,3.92 (s,3H) ,3.48-3.82 (bs,4H) ,3.00-3.18 (bs,4H) ; LCMS4li £96.76 % ,
LCMS,m/ 2z MM 522. 2 (M+1) *.

[0763]  N-(4- (4— (MLmE —4-J%) WRWE -1 B H) —2-FF FEOR L) nds nph—8 T 9k i (98) -

N =
. 0 |
o o

[0765]  'H NMR (400MHz,CDC13) §:9.10 (d,1H) ,8.45(d, 1H) ,8.30 (m,4H) ,8.15(d, 1H) ,7.60
(m,2H) ,7.35(d,1H) ,7.15(d,1H) ,7.05(d,1H) ,6.65 (d,2H) ,3.45-3.90 (bm,4H) ,3.30 (bm,
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4H) ,2.22 (s, 3H) s LCMSZEE100.00% s MS,m/z5ZI{E 488.30 (M+1) *.
[0766]  N-(4- (4 (2—-FF S b g —3—3) WRMR -1 - ) —2-F R ) MEIbR -8 T [ i (98Kk) -

Ty fytelds

S N N.;S\\ =N

[0767] L-:jv" ol |
o

[0768]  'H NMR (400MHz,CDC13) 6:9.10 (d, 1H) ,8.40 (d, 1H) ,8.30 (m, 3H) ,8.05 (d, 1H) ,7.80
(m, 1H) ,7.60 (m,2H) ,7.05 (d,1H) ,6.95(d,1H) ,6.80 (d,2H) ,3.45-3.90 (bm,4H) ,3.30 (bm,
AH) s LCMSZE /599,81 % ;MS,m/zL ML 492. 30 (1) .

[0769]  N-(4- (4— (2-F S b g —3—58) WRIR —1—Hk JK) —2— A J5) M bk -8 ik (981) -

e F ;
! -
Dy Al
[0770] 1 @ ol )
o

[0771]  'H NMR (400MHz,CDC13) 6:9.18 (d, 1H) ,8.90 (bs,1H) ,8.40 (d,1H) ,8.30 (d, 1H) ,
8.05 (d, 1H) ,7.85 (m, 1H) ,7.75 (m, LH) ,7.60 (m,2H) ,7.05 (m, 1H) ,6.95(d, 1H) ,6.80 (m, 1H) ,
4.00 (s,3H) ,3.45-3.90 (bm,4H) ,3.00 (bm,4H) ; HPLCAE F96.60 % ;MS,m/z L MHE522. 25 (M+
D,

[0772]  N4-TJ5 5%/ 2% 75 L iR SRALI ) & il

[0773]  ifE14

[0774]

SR
R foad &Yy QIR DA
g e S S G 1
0 184

R -RENSESLFL
BRSO R S

[0775] kA4 (100) I — R 7 T 2 i R BN J5 B (84, 2. 15mmol) 7£1,4-—I&
fe (20m1) P RE VAR, FF4E30min FFBINAP (0. 134g,0.215mmo 1)  EE 4T (0.0096g,
0.043mmol) FHRk R4 (1.40g,4. 3mmo 1) NZE K BV AW » 1 B AN FFEE 540 20min , 24
TAN-BoclRIE (99,0.428g,2. 15mmol) , F100°CAE R/ R FHtHE i [ M 45 o e Gt
TLCHR ) , 7R 25 N IR G I LIRS ) R AR DV T K, 2R U BEAEHR (3 X 50m]) o«
FRAHLEE R A ER7K (20m1) B , 8 T /K IR BN T-152 , 1k 98 , 7E 0K e 4 o 28 J5 e fif
F10% 2.8 2. B5—C e A ik (60-120%E k) 2iAL k=9, 13 2L A4 (100) (40-50%) .
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[0776] LA (101) [ MEFE)T N -Boc-N'-25 F IR R (100, 1.070mmo) 25 N[5 ik e
R I EE-HCT (20m1,20%) , H R EOY 38 Biis W, /£ Z iR FE Tho e B 45 R s Gaid
TLCHE %) , 7E 2 Fh ZE N EE H AR A ER U EAL =1, SR G 78 0 T, 3R 15 N Al
IR B9 (101) (90%) o

[0777]  HEWL03) — MR 7 7E B AR T 1% (102,30, 16mmo 1) FEDCM-HEBE (50
50m1) [ 12 1IR A BE U P k-8 T i 5 (89, 8. 24, 36. 19mmol) o K P fHIE AL =
BRI NS G RIS TLCI %) , # Frf3 iR A4 F — & e (150m1) #%, 7K (3 X
50m1) <IN HCLVAWR (3 X 50m1) FIER7K (50m1) ¥k o 45 & FH I A HILEE BUR 4 TC /K I B )5 »
P8, AR B TN R4 KA ) S R ORI ZE AR B BMEIE R AR A, TR AR B K 3 A 4R
REVEEDE % (103) (70-90%) , R ASTE #E— D aifb Bl af FH T F — 2P 3R,

[0778]  F-T-ffill & 4— (HEibk—8— Ve Mt 22 ) A H iR (104) R /7« K lis (103, 5g, 14. 04mmol)
VEfET THE—7K (100:100m1) FIVEA I, 4E e/ =8 o A WIMALIOH (3.0g, 7. Ommol)
W A IE R AL 72 o SR 5 B I N TR A W 28R LR 5 (3 X50m1) L, 2R I FHARHC1 R 1K . it
JEFTS BV R AR S R ORI 28 R G AR B2 N TR, 13 BN K A ] 4R 1)
B (104) (80-90%) »

[0779] AL & W105a—gl)— RS T : T0°C AR T IRPRER (104,0.61mmol) FEDMFHH
(R 1 FE TSI NEDCT (0. 129gm, 0.67 lmmo1) JHOBt (0.91gm,0.671mmol) FIDIPEA (0.31ml,
1.83mmol) , K BT E AL ZEEFE30min RS AE0C A IZ ER IR #5 (101,0.61mmo1) , /£ %
PR N EE R e GEI TLCH S » 48 S BVR-A P EI L. OMHCL H , FHEtOACHE B o FH 1
FINaHCO3 & MR HE A ML , ZeNaS0a T4, 1 Y8 o 0 b e % 28 A B 22 ¥ 57, JE e e st 2 v
(60— 1207 i, 2 %6 MeOH-DCM) B il % M HPLC /3 15 744 , 43 B 9 4K 11 €6 [T 440K () B ik (105a—g)
(40-60%) .

[0780]  N-(4- (4-IRFE-1,4-ZFURFR BEfie—1 B b) O AE) mEmk—8-ta Bt i (105a) -

; —
[0781] ,{;\}‘ ';;S,{O‘QL\N\.E
o]

[0782]  'H NMR (400MHz ,DMSO-de) 6:10.20 (s, 1H) ,9.10 (s, 1H) ,8.52(d, 1H) ,8.40(d, 1H) ,
8.30(d,1H) ,7.70 (m,2H) ,6.85-7.20 (m,5H) ,6.40-6.75 (m,4H) ,3.10-3.70 (m,8H) ,1.82
(bm, 2H) s HPLCZE % :95.19% sMS,m/z 32 JU{E 487 . 30 (M+1) .

[0783]  N-(6— (4 (2-F 4B IR L) —1, 4- R AR FR Pafse— 1 - PR L) nb e —3—2) nde b — 8Tk 5k
fiiz (105D) -

H
N/j “ N\
e - )
[0784] /0; (_, Y(jo, 3 ;N\],_
N
Q

[0785]  'H NMR (400MHz ,DMSO-de) 8:9.15-9.19 (m, 1H) ,8.32-8.42 (m, 2H) ,8.20-8.26 (d,
1H) ,8.10-8.16 (m, 1H) ,7.58-7.74 (m,5H) ,7.20-7.28 (m, 1H) ,6.92-7-18 (m,2H) ,4.15-4.20
(m,4H) ,3.81-3.88 (m,4H) ,3.82 (s, 3H) ,2.42-2.58 (m, 2H) ; LCMSZLJE99.92% ;MS,m/z 5Ll
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{t518.5 (W+1) "
[0786]  N- (2 —4- (4~ -FAFIRE) —1, - HORIAPIbe -1 Fedt) ) e -8 -k
fig (105¢) -

Q_ o,
[o7e71 | Q w((‘j “;S/g N}t
>

[0788]  'H NMR (400MHz ,DMSO-ds) 8:9.15 (d, 1H) ,8080-8.92 (m, 1H) ,8.40-8.52 (m, 1H) ,
8.20-8.26 (d,1H) ,8.02-8.06 (d, 1H) ,7.68-7.82(dd, 1H) ,7.54-7.62 (m,2H) ,6.84-7.05 (m,
5H) ,6.66-6.68 (d,1H) ,3.82(s,3H) ,3.74-3.78 (m,2H) ,3.41-3.54 (m,2H) ,3.21-3.36 (m,
3H) ,3.16-3.19 (bs,3H) ,2.00-2.11 (bs, 1H) ,1.82-1.98 (bs, 1H) s LCMS&L[F97.10% ; LCMS,
m/zSEIMEB51 .4 (1) .

[0789]  N- (3 ~4~ (4= -FAIIRI) —1, - HOR A PEbT -1 et 8I) w8 -k i
fi% (105d) :

[0790] | & i g

[0791]  'H NMR (400MHz ,DMSO—-ds) 8:9.15 (s, LH) ,8.32-8.44 (m,3H) ,8.05-8.10 (m, LH) ,
7.60-7.72 (m,2H) ,7.22-7.32 (m,2H) ,7.12 (s, 1H) ,6.88-7.05 (m,3H) ,6.80—6.84 (m, 1H) ,
3.74-3.91 (m,2H) ,3.41 (s,3H) ,3.14-3.42 (m,6H) ,1.82-1.86 (m, 2H) ; LCMSZEJEF99.47% ;
MS,m/zSZ {551 .4 (M+1) .

[0792]  N-(2-F—4- (4- Q- EERIE) -1, 4-Z5URM PRS- 1 e k) ) naempk—8—Tit i
fiz (105¢) -

p

o | O’g‘
Q

[0794]1  'H NMR (400MHz ,DMSO—-ds) 6:9.15 (s, 1H) ,8.32-8.44 (d,2H) ,8.02-8.07 (t, 1H) ,
7.70-7.84 (m,1H) ,7.51-7.62 (m,3H) ,7.37-7-40 (m, 2H) ,6.82-7.10 (m,4H) ,3.91-4.15 (m,
2H) ,3.78-3.88 (m, 2H) ,3.82 (s, 3H) ,3.62-3.70 (m,2H) ,3.52-3.58 (m, 2H) ,2.35-42 (m, 2H) ;
LCMS41i£99.01 % s MS,m/zS2 J{E535.5 (1) *.

[0795]  N-(4- (4- Q-FEAHETEEL) -1, 4- B AR P —1 - B ) —2— R JE DR L) 1k —8 Tt
MR (105¢) -

o— H
N
o ey T8I
[0796] @,NQ Y@zg, % ;N\ ]
0

[0797]  'H NMR (400MHz ,DMSO—ds) 6:9.25 (s, 1H) ,9.10 (d, 1H) ,8.54-8.58 (d, 1H) ,8.22-
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8.30 (dd,2H) ,7.68-7.76 (m,2H) ,6.78-7.18 (m,7H) ,3.81 (s,3H) ,3.20-3.64 (m,8H) ,2.15
(s,3H) ,1.82 (bm,2H) ; LCMSZESF :99.67% sMS,m/zS2{E531.4 (M+1) *.

[0798]  N- 2-H & H-4- (4- Q-FHERII) —-1,4- BRI PEb—1 -3 L) 7K 5L) M pk-8-
Fed e % (105g) -

0/
o= N
[0799] Y SO
O R W o
Q

[0800]  'H NMR (400MHz,DMSO—ds) §:9.17 (d, 1H) ,8.44 (s, 1H) ,8.34-8.58 (dd, 2H) ,8.02-
8.10(d,1H) ,7.56-7.64 (t,2H) ,6.82-6.94 (m,4H) ,6.66—6.68 (m,1H) ,6.24-6.38 (m, 1H) ,
3.81(s,3H) ,3.64 (s,3H) ,3.58-3.60 (m,2H) ,3.24-3.40 (m,4H) ,3.04-3.22 (m,2H) ,1.82
(bm, 2H) s LCMSZEE :94. 21 % sMS,m/zSZII{E547.3 (M+1) *.

[0801]  N4—T5 5k /2% 75 FEWR SR / i Wk e e Tt 9k e SRR ALL VD ) -6 ol

[0802] 7},{&15

Ny,

i

“{zf,\ B T

; ,\} RN ey

v«’ &w{\!}ﬁ

18 19T

[0803]

~’§@ts¢§ v N Ny
by SO - i §
N 3 ”“: e s LTI TG o k\ FN
X, o R ¥ W R 'y R 3 %

N Y, NN o4 TS S
\§. 3o® f oh L e hES
TORN PSSR ES

&3 3N
18 141 42 Mhnst

w2

[0804]  fk&4p (108) I — MR /7 T =i VIGF BB TF HEIR (106,0.4g,2. 15mmol) in 1,
4- "I kR (20m1) B RE VAL, B 4230min S BINAP (0. 134g,0.215mmol) i FE 41
(0.0096g,0.043mmo 1) FIFRERS (1.40g,4 . 3mmol) INZE K SVRA M, 15 5 S B N2 7 4k
20min, 2 IIAN-BoclkIE (107,2.15mmol) , T-100 °C 7E 2T AR M H I o [ B R e
CHEIITLCHE %) , 7R H 25 T IRGE R SR AW IR RV IR T K, - 288 2B FEHL (3 X
50ml) o A FF B HLEERUR FH EL K (20m1) Feidk , & To/KBRER AN 0% , i 38 , FE9RUE T k4 - 28
JE LA 10 % 208 2.5 - O e I A (it v (60— 120%E 1) 2L A =4 , 43 B4 A4 (108)
(40-60%) o

[0805]  fLAH (109) () —MFE P AL A H0108 (1.075mmo 1) 2 N (R HEHE H , I\ FF -
HC1 (20m1,20%) , Fo 5 S50 B3 BV AR S IR HEFE th R NS5 GHRETLCIR 1) , fEE =S
TEEEEN mE MO CERBEAM Y, R 5 78 0 T8 R A B B IR A&
(109) (90%) »

[0806]  AbAMILL2H) — MR 7 AE R A N | (A-Si Bt L) KPR (110,1.6¢,
7.27mmol) /EDCM-MEHE (50:50m1) HI1: LVBA W VAR I 8—Z FmEmk (111,1.15g,
8.0mmo1) ¥ BT SV AE IR A o R R4S R Gk TLCHR 2 ¥ PR & H &
FGE (150m1) %, 7K (3X50m1) « IN HCL¥AWE (3 X 50m1) FlEhK (50ml) Pk KA 1A
MUAE R 28 o K IR R AN T4, L 98 , 76 B2 R W4 IR 7= 0 5 B 2 280, B e b e i 42
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A, TR AR B0 A A AR TR R (112) (1.9g,80%) , R A 55 3 — b alifk BT AT H
T T

[0807]  fbAM113/ 114 — AP : TOC R FRIRER (112,0.61mmo 1) £EDME A
(R FEFE SN NEDCT (0. 129gm, 0.67 Immo1) JHOBt (0.91gm,0.671mmol) FIDIPEA (0.31ml,
1.83mmol) , K& BT A MR AE Z W FE30min SR G AE0C I IZ ER R £k (109,0.61mmo1) , 7E %
B R  N ARG GEIETLCH %) 45 I MRS HEI L. OM HC1H, FHEtOAcEHL . H
P FINaHCOsIE VR e i B HLZ » ZeNaSOa T4, 1 U8 o W b e 5 28 R Bk 27857, Jl ik ek s J 2 i v
(60-1207E i » 2% MeOH-DCM) B il & B HPLC 43 & 7 447 , 45 3 A ¢ 1 £ ] A4 IR (9 Bk e (113/
114) (50-60%) o

[0808] 4 (4- (2-FR A BE IR L) WRWE -1 Bk HL) —N- (Wb -8—2L) RAs i (113) -

Q 0"‘5’9@\
los09] | Y 'Q g
0

[0810]  'H NMR (400MHz,DMSO—ds) §:10.18 (s, 1H) ,8.92 (s, 1H) ,8.54-8.56 (d, 1H) ,7.89-
7.93(d,2H) ,7.66-7.94 (m,2H) ,7.44-7.57 (m,4H) ,6.94-6.98 (m, 2H) ,6.83-6.86 (m,2H) ,
3.78(s,3H) ,3.61-3.69 (m,2H) ,3.20-3.54 (m, 2H) ,2.91-2.94 (bs,2H) ,1.82-1.86 (bs, 2H) ;
HPLCZE[E99.01% s MS,m/zsZMI{E503.3 (M+1) .

(08111 4- (4— (2-HI UL HE) —1, 4- o R BREE —1 - i) —N-— (b -8 - J) R ik Jic
(114) :

[0812] ?\Q s;%
o

[0813]  'H NMR (400MHz ,DMSO-de) 6:9.25 (s, 1H) ,8.78 (s, 1H) ,8.15 (d, 1H) ,7.80-7.99 (m,
3H) ,7.38-7.59 (m,4H) ,7.15-7.27 (m, 2H) ,6.80-7.00 (m,3H) ,3.74-3.91 (m, 2H) ,3.41 (s,
3H) ,3.14-3.42 (m,6H) ,1.82-1.86 (m,2H) ; LCMSZEF99.97% ;:MS,m/zLMME517. 3 (M+1) *.
[0814]  HA7HUARH) 2R BL IR B TR R 14 AL A4 ) & Ak

[0815]  JiFEl6

QB e N L s t‘
2 N i ' LN, i ) 3
s § W R _ oy §$J§\ A}N\ TRIHG \\,W_.}..,ﬁ\ A

VR RwR Y& o T d% il
¢ gage et T E NS BORARES goag A
CHOE =% ‘ ‘
® w W 8
REN
[0816] s W o
Asv’l\as 9 W
&tw'{g .& ’“""»\I fc' ‘\\\f}é‘\g > ,\:fv)'\,\]
\VN S 3\:\@:::‘» {}k h\ib@)
ERI R
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[0817]  4— (k-8 Vit I 2 ) R IR 4B (90) : T-0°C W AE R/ UM T I 4-Z K IR
2.5 (5gm, 30. 3mmo 1) (I FEHEE MM MEWE (50m1) , Fitdk10min o S8 J5 76 AH [FE R 1 bk -
8Tl 589 (8.94gm,39. 4mmo ) NZ K SR &) 45 FTS IR A /ERTHE R 16h o S BL45 )
FEJEE T B 295 71 o 1l i 5 H R LR 2 IR E RN RE o FF L BE TN 2 Fr SRR, e i [l 44
FE T ISR ) (8. 0gm, T4%) ANFEHE— B4R AT T T — 5%,

[0818]  4— (MEMbk—8— VTP L) KR (91) : TRTFEZ AT 1a14— (Wb —8— 1 T ot 2
) K 2,590 (8gm, 22. 4mmo1) ZETHF 1 H20 (15 1) v O FREIE I N [E 4K L1 OH (9 . 4gm,
224mmol) o SR JF RIS W IR 6h o S ML TR T 5 R I REVR AW L B8 L B (2 X 100ml) , B
AR ME 2 B AP R VB TRR AL /K 2 (pH 4) BT RDIIENE 2, A Tl it 5 2R
G IR K TR KA B EE (5.9gm,80%) ANFH— L 4Bl Al T F— B 5%,

[0819]  N-(4- (WRME-1-FRIE) L) MEmk-S—Filii¥h i (115) < J5EDCI (3.8g,19.8mmol) FITHOBT
(2.67g,19.8mmol) INZEMI1 (6.5g,19.8mmol) 7E TS KDME H [ Fi R VA R - TR A WD 1R %
F0°C, I RS R IMADIPEA (L1ml,59.45mmol) , P S E W (BUE ) 7 2 m
FE30min. SR 5 T0°CHIABoc—IEIE (3.68g,19.8mmo1) 4R 5 [ MR &M F 2 =8, Bidk it
o LGS G W S DR A W) K FRRE , 288 R AEER (3 X 70ml) A HLZ F K% (3
X 50ml) , 2 FKBRIREN -1, 198 , S e e 28 AR , 43 2R 4 o il A 6 457 (60-120
AL , 2% MeOH-DCM) ZEALAE 74, 43 2 4 K [ A [ A4 IR I 247 H)Boc—115 (8. 0g,82%) , K H
TRTHFEZHCL (100m1) Ab 2 2h . Boc—J& [ 58 A Wi J , 7EAIR R T BR £98 51, 15 2 WHCL #h 11
air= W) . F TR V4 B 1K /K VA, FINaHCOs (pH 10) Bilidk o SR JG 5 BT 75 7= 9 e & 2.1 2. B8
H, FJE 7K Na2SOa 458 , 7EAIR R T i 250 7], 459 31 0 4K 11 A ] 4R (1) 05 25 115 (6. 08,95 %)
[0820] & EuBElc116a-bgl— L BHEDCI (48mg,0.2525mmol) FIHOBT (34mg,
0.2525mmo1) JI1 %2 Ar—COOH (0. 2525mmo 1) 7 515 7K DMF H 1) 3 V8 VL o TR A W 1 L P B 520
'C, IR BUSSF INDIPEA (13901,0. 7575mmol) , 5 i VAR (BUETER) 1E = I8 P dk
30min. SR JE TOCHIARZLL5 (100mg,0.2525mmol) 4R 5 H R MR S FF 2 =&, bk 1% .
RS S 5 # ROSLTR G R R, F R G R AL (3 X 15m1) A HLZ FK B E (3 X
10m1) , £ oK R BN T8 , ik U, 22 e & 28 R AN 4t , 49 BKEL ™ 4 o 20 3 A £ 1 v B o) % 2
HPLCZEALKEL ™ ¥, SRAFUS 2 5569 % I 4l ) o

[0821]  N- (4— (4-WLnE FF IR BENRIGE —1 — e ) DR ) ek —8—Tifi i iz (116a) -

9]
= (\NJ\OO\,,,O
[0822] @\r”‘) N O
0%
|/

[0823]  'H NMR (400MHz ,DMSO-ds) 6:3.2-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.4-7.6 (m,2H) ,7.7
(m,2H) ,7.9 (m,1H) ,8.3 (m, 1) ,8.4-8.6 (m,3H) ,9.1(d,1H) ,10.2-10.4 (s, LH) ;HPLCZ}i ¥ .
95.7% ; LCMS,m/z5E J{E502. 1 (M+1) *.

[0824]  N-(4- (4—JHIBE LR R —1 - k) 2R L) W bk —8—Tidki ¥ fiz (116D)
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[0825] (j/u\ @ ’ %

[0826] 'H NMR (400MHz,CDCl3) 8:3.2-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.4 (m,1H) ,7.6-7.8 (m,
3H) ,8.0 (m,1H) ,8.3 (m,2H) ,8.4-8.6 (m,3H) ,9.1(d,1H) ,10.2-10.4 (s, 1H) s HPLCZ Ji :
96.7% s LCMS,m/zSE {502, 2 (1) ™.

[0827]  N-(4— (45 R JEWR R —1 B 28) 7R JE) MR Ibk—-8-Tfi B ik (116¢) -

O G ]
. N
os) | QYQJQ 1
]

[0829]  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.6 (m,2H) ,8.0 (m, 1H) ,
8.2-8.4 (m,2H) ,8.6 (m,3H) ,9.1 (m,2H) ,10.2-10.4 (s, 1H) s HPLCZE & :98.8% ; LCMS,m/z 5K
ME502.1 (M+1) ",

[0830]  N- (4~ (4- (2—FF FEMHME L) R — 1 -k JL) 2R ) 1 k-8 Tk iz (116d) -

[0831] WN/\Y@C"%

[0832]  'H NMR (400MHz,DMSO—-ds) 8:3.2 (s,3H) ,3.3-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.4 (m,
1H) ,7.6-7.9 (m,3H) ,8.2 (m, 1H) ,8.4-8.6 (m,3H) ,9.1 (m,1H) ,10.4 (s, 1H) ; HPLCZE ¥ :
99.2% ; LCMS,m/z5Z J{E516.4 (M+1) *.

[0833]  N-(4-(4- (2,6 UL L) WRME -1 —F L) 2R L) nEmbk—8—Tfi i ik (1 16e) -

[0834] IY\I\/N\',,O % ,\,;\ )

[0835] 1]‘] NMR (400MHz , DMSO-ds) 6:3.2 (s, 3H) ,3.3-3.8 (m,8H) ,7.0-7.4 (m,4H) ,7.6 (m,
3H) ,8.0 (m, 1H) ,8.2 (m,2H) ,8.6 (m, 1H) ,9.1 (m, 1H) ,10.4 (s, 1H) sHPLCZE ¥ :98.8% ; LCMS,
m/zSZMME570.3 (M+1) ©.

[0836]  N-(4- (4— (6—HF Jnibme FF L) WRWR — 1 - ) DR L) ne b —8— T Ik i (116¢) -

Q
[0837] SN giﬁz |
| (A &
a

O N

[0838]  'H NMR (400MHz,DMSO—-ds) 8:2.5 (s,3H) ,3.3-3.8 (m,8H) ,7.0-7.3 (m,5H) ,7.4 (m,
1H) ,7.6-7.8(m,3H) ,8.0 (m,1H) ,8.2-8.4 (m, 1H) ,8.6 (m,1H) ,10.4 (s, 1H) ; HPLCZEJE .
99.9% ; LCMS,m/z3Z WHES16. 1 (M+1) ©.

[0839]  N-(4— (4— (kMR -2 R IE) WRME —1 P ) KAL) MRk -89t ik (116g) -
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(0g40] | ]/‘L’,“\:}S(@i Q}

[0841]  'H NMR (400MHz,CDCl3) §:3.3-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.6 (m,2H) ,8.0 (m, 1H) ,
8.2-8.4 (m,2H) ,8.2-8.4 (m,1H) ,8.6 (m,2H) ,9.0(s,1H) ,9.2 (m, 1H) ;HPLCZEEF :97.5% ;
LCMS,m/zSE MME503. 2 (M+1) ™.

[0842]  N-(4-(4- (3-FRAAEOR FF i L) WRWR —1 - L) R L) M nph—8 TS Jiz (116h) -

[0843] ,/kN'\I ‘n/©/ %

[0844] {4 NMR(4OOMHZ,DMSO—d6)6:3.3—3.8(m,8H) ,3.9(s,3H) ,6.9-7.0 (m,3H) ,7.2 (m,
4H) ,7.4 (m,1H) ,7.9 (m,2H) ,8.2 (m, 1H) ,8.4-8.6 (m,2H) ,9.1 (s, 1H) ,10.5 (s, 1H) ;HPLC%E
F¥:97.3% ; LOMS,m/z5Z JW{ES31. 3 (M+1) ™.

[0845]  N-(4— (4 C-F A F Bt ) WRME -1 - 2E) 7R JE) MEmbk 8Tt fie (1161) -

[0846] @[‘: “,‘\/} Y@’ &5 1)

[0847]  'H NMR (400MHz , DMSO~ds) 8:3.2 (n,4H) ,3.4 (m,2H) ,3.6 (m,2H) 7.0-7.5 (m,8H) ,7.7
(m,2H) ,8.2 (m, 1H) ,8.4-8.6 (m,2H) ,9.1 (m,1H) ,10.5 (s, 1H) ;HPLCAE T :97.3% ; LCMS,m/z
SEPME519.3 (1) ©.

[0848]  N-(4- (4- (3-FIK F i ) WM —1 - ) 2% ) k-8 TRt e (1165) -

. - H |
p > N
[0849] U Y©/ G ;N\ ];
F 0

[0850] 'H NMR (400MHz,DMSO-de) 6:3.2-3.8 (m,8H) ,7.0-7.2 (m,6H) ,7.4 (m,2H) ,7.8 (m,
2H) ,8.2-8.5 (m,3H) ,9.1 (m, 1H) ,10.5 (s, 1H) ;HPLCAEZ:97.3% ; LCMS ,m/z 2 M{E519. 3 (M+
DR

[0851]  N-(4- (4 (4-F R FF WE2) WRME —1— Pk k) 2R L) e Ibk -89 fie (116k) -

[0852] Q)L“UY@/ o I ]
. ‘
O

[0853]  'H NMR (400MHz,DMSO-ds) §:3.2-3.8 (m,8H) ,7.0-7.2 (m,6H) ,7.4 (m,2H) ,7.8 (m,
2H) ,8.2-8.5(m,3H) ,9.1 (m,1H) ,10.5 (s, 1H) ;HPLCAE & :97.3% ; LCMS,m/z L IHE519. 3 (M+
DR

[0854]  N- (4~ (4- (2, 3~ 3K FF B ) WRWR — 1 —Hp k) ZR L) e mpk—8—Tidi ot fiz (1161) -
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[0855] (KU\“/@( % %

[0856]  'H NMR (400MHz,DMSO~ds) 6:3.2 (m,4H) ,3.6 (m,4H) ,7.0-7.4 (m,6H) ,7.5-7.8 (m,
3H) ,8.2 (m, 1H) ,8.4-8.6 m,2H) ,9.1 (n, 1H) ,10.5 (s, 1H) sHPLCAIE :94.3% s LCMS ,m/z 5L 1)
{f537.3 (1) "

[0857]  N-(4-(4-(2,3- ~HIA LI @%9@ WRWE -1 —F ) 2R I) b -8R B (116m)

[0858] N v NI
QCH

OCH;3

[0859]  'H NMR (400MHz,DMSO-ds) 8:3.2 (m,4H) ,3.6 (m,4H) ,3.7 (s,3H) ,3.8(s,3H) ,6.8 (m,
1H) ,7.0-7.2 (m,6H) ,7.6-7.8 (m,2H) ,8.2 (m,1H) ,8.4-8.6 m,2H) 9.1 (m,1H) ,10.5 (s, 1H) ;
HPLCAY [ : 97. 2% s LOMS ,m/zSE J{E 561 . 1 (1) *.

[0860]  N- (4 (4-2 Y i B WR M — | -l ) k) mae bk —8 T 9 ik (116m) -

oo ‘r‘*@ Y‘Q; "

[0862]  'H NMR (400MHz ,DMSO~de) 8:3.2-3.8 (s,8H) ,6.8 (m,1H) ,7.0-7.2 (m,6H) ,7.6-7.8
(m, 2H) ,8.2 (m,2H) ,8.4-8.6 (m,2H) ,9.1 (m, 1H) ,10.5 (s, H) ;HPLCZH % :98.2% ; LCMS,m/z
SEIES01. 2 (WD)

[0863]  N— (4~ (4~ (4—FK Y B ) DRI —1 k) 2R 3L) v -8Bt i (1160) -

s Q”()Yt %

[0865]  'H NMR (400MHz , DMSO—ds) 6:3.2—3.8(m,8H) ,7.0-7.2@m,4H) ,7.2-7.6 (m,4H) ,7.6-
7.8 (m,2H) ,8.2-8.6 (m,3H) ,9.1 (m, 1H) ,10.5 (s, LH) ; HPLC4li & : 99.7 % ; LCMS,m/z 52 JU{H
535.0 (M+1) ".

[0866]  N-(4-(4- (4-50-2,5- 5 R L HL) WRWR —1—#e ) R IL) bk —8 Tt fi (116p) -

[0867] /@A I\\,N

[0868]  'H NMR (400MHz ,DMSO—ds) 6:3.2-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.6-7.8 (m,4H) ,8.2-
8.6 (m,3H) ,9.1 (m,1H) ,10.5 (s, 1H) s HPLCAEJEF :99.7% s LCMS,m/zZ JME555.4 (M+1) *.
[0869]  N-(4— (4— (2-ZEFF BEIL) WRWE —1 B L) R 3) M Ibk—8 Tl i (1167) -
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H

. L s N
Q

[0871]  'H NMR (400MHz,CDCl3) §:3.2-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.4-7.6 (m,5H) ,7.8 (m,
41) ,8.0 (m,1H) ,8.2-8.4 m,2H) ,9.1 (m, 1H) ,10.5 (s, 1H) s HPLCA /& : 98.4% ; LCMS ,m/z 5L ]
{E551.4 (1) ",

[0872]  N-(4- (4— (2— (4-FR A HE) —2—FF L DA B ) IR Mg — 1 — e ) it k) mé bk — 8 — T B i
(116s) :

[0873]

CUNTN H
o %

[0874]  'H NMR (400MHz ,DMSO-de) §:1.2 (s,6H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,8H) ,7.6-7.8
(m,2H) ,8.2-8.6 (m,3H) ,9.1 (m,1H) ,10.5 (s, 1H) ;HPLCAL & :98.4% ; LCMS,m/z L {561 . 4
M+1) "

[0875]  N—(4-(4- (2-FF FE—-2-OR L AT L S) WIRWEE —1 - ) DR S) gk —8—Tidi i ik (116t) -

[0876]

[0877]  'H NMR (400MHz,CD30D) §:3.2-3.8 (m,8H) ,3.9 (s,2H) ,7.2-7.4 (m,9H) ,7.6-7.8 (m,
2H) ,8.2(m,1H) ,8.4 (m,2H) ,9.1 (m,1H) ,10.5 (s, 1H) ;HPLCZAE & : 99.4% ; LCMS ,m/zSZ UM
515.3 (1) ",
[0878]  N—(4-(4- (3— (MEWy—2—Jd) PIMLAS) WRME —1 —#he %) ZR %) Mk —8—Tisi i ik (116u) -

Q

o - o \b Ny 1

[0880] 'H NMR (400MHz,DMSO—de) 8:2.4-2.6 (m,3H) ,2.7 (m,2H) ,3.0 (m,2H) ,3.2-3.6 (m,
5H) ,6.9 (m,2H) ,7.0-7.2 (m,4H) ,7.4 (m,1H) ,7.8 (m,2H) ,8.2-8.6 (m,3H) ,9.1 (m, 1H) ,10.5
(s, 1H) ;s HPLCAEJ¥ : 98.0% ; LOMS,m/zSE M{E535. 1 (1) *.

[0881]  N-(4-(4- (2-FFRTABE 4 BEAR) WRWR -1 - JE) 2R 0 M mbk—8—Tidi Bk fiz (116v) -

(9]
A ’
[0882] ™ N
O

[0883]  'H NMR (400MHz,CDC13) 6:0.2 (m,2H) ,0.6 (m,2H) ,1.0 (m,1H) ,3.3-3.8 (m,8H) ,7.0-
7.2 (m,4H) ,7.6 (m,2H) ,8.0 (m,1H) ,8.2-8.4 (m,2H) ,9.1 (m, 1H) ,10.5 (s, 1H) s HPLCAH Ji¥ :
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99.9% ; LCMS,m/z5Z J{E 479 .4 (M+1) "
[0884]  N-(4- (4— (MERE—-4—FRIE) WRIR —1— PR JE) L) MMMk -8 Tt i (116w) -

[0885] (’ Y‘H %

[0886] 'H NMR (400MHz,CDCls) §:3.3-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.6-7.8 (m,2H) ,8.0-
8.2(m,2H) ,8.4-8.6 (m,2H) ,9.1 m,2H) ,10.5 (s, 1H) ;HPLC4 &£ :98.2% ; LCMS ,m/ z 52 MI{H
508.1 (W+1) *.

[0887]  N-(4- (4— (1,2, 3-8 —Mk—4—Hp L) WRIE -1 — kL) J ) ndembk—8— ik it (116x)

0
1 f ‘
O

[0889] 'H NMR (400MHz,DMSO-ds) §:3.3-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.6-7.8 (m,2H) ,8.2-
8.6 (m,3H) ,9.1(m,1H) ,9.6 (s, 1H) ,10.5 (s, 1H) ;HPLCZEJEF :98.2% ; LCMS,m/zSE{E 508. 1
M+1) "

[0890]  N—(4- (4— (1H-NHE & -2 JK) WRMEE —1 —F k) TR L) gk —8—Tudfi Mt ik (1 16y) -

[0891] \ " 7;)./% %

[0892]  'H NMR (400MHz ,DMSO-ds) §:3.2-3.8 (m,8H) ,6.0 (m, 1H) ,6.4 (m, 1H) ,6.8 (m, LH) ,
7.0-7.2 (m,4H) ,7.6-7.8 (m,2H) ,8.2 (m, 1H) ,8.4-8.6 (m,2H) ,9.1 (m,1H) ,10.5 (s, 1H) ,11.4
(s, 1H) sHPLCZEJE :99.2% ; LCMS,m/z 52 {490 . 3 (M+1) *.

[0893]  N—(4- (4— (2—FP FEMEME—5—H L) WRIGE -1 e i) A L) Wbk —8—Td Bt fiz (1162) -

[0894] wé])LK/N 7’/@,&' %

[0895]  'H NMR (400MHz,CDC13) 8:2.3 (s,3H) ,3.6-3.8 (m,8H) ,7.0-7.2 (m,5H) ,7.6 (m,2H) ,
8.0 (m, 1H) ,8.2-8.4 (m,2H) ,9.1 (m, IH) s HPLCZH & :99.7% ; LCMS,m/zZ J{E 521 .6 (M+1) .
[0896]  N-(4- (4- RTAKEFRIAL) WRIE -1 Bk 3E) R L) Mk -8-Tifi Bt i (116aa) -

O

N H
[0888]  |N_ \ N

[0897] ’ r*v’

ON\

[0898]  'H NMR (400MHz ,DMSO-de) §:0.6-0.8 (m,2H) ,2.0 (m,1H) ,3.2-3.8 (m,8H) ,7.0-7.2
(III,4H> ,7.6‘7.8(“1,21{) 78.2<m71H) ,8.4‘8.6(IH,2H> ’9-1(m’1H> ’10-5(8,11—1) ;HPLC?EE)—E:
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99.0% ; LCMS,m/zSEM{H465.35 M+1) *.
[0899]  N-(4- (4= GRCLIE R L) WRE -1 PR L) K IL) eIk -8-Ti i i (116ab) -

0o

L\”N”S\b g

[0901]  'H NMR (400MHz ,DMSO-dg) 8:1.0-1.2 (m,5H) ,1.6-1.8 (m,5H) ,2.5 (m, 1H) ,3.2-3.8
(m,8H) ,7.0-7.2 (m,4H) ,7.6-7.8 (m,2H) ,8.2 (m, 1H) ,8.4-8.6 (m,2H) ,9.1 (m,1H) ,10.5 (s,
1H) sHPLCAHJE :93.0% s LOMS,m/z 2 JU{E507. 15 (1) .

[0902]  N-JiAk—4- (4- (MEbk—8— VTt 2l ) % HF IS S) Wk —1— 2 Wi ik (116ac) -

B . O ]
i |
[0903] b N(/\ PN K)J
N 2S
)/@,O" \b N l
I _

[0904]  'H NMR (400MHz,DMSO~ds) 6:3.2-3.8 (m,8H) ,7.0-7.2 (m,6H) ,7.4 (m,2H) ,7.6 (m,
2H) ,8.2 (m,2H) ,8.4-8.6 (m,2H) ,9.1 (m,1H) ,10.5 (s, 1) sHPLCAE :99.4% s LCMS ,m/z S Ul
{8516.4 (M+1) ",

[0905]  N— (3—F AU 2 k) —4— (4— (W Wbk —8— SV Tl 15 S k) 24 P I k) WIR VR — 1 — R It ik
(116ad) :

TN
S

[0906] N “(/\ R
v N\”/@/O"s“ 8
el O Ny

[0907]  'H NMR (400MHz ,DMSO-de) §:3.8 (m 8H) ,3.9 (s,3H) ,6.48(s,1H) ,7.23 (m,7H) ,7.9
(m,2H) ,8.3(s,1H) ,8.4-8.6(d,2H) ,8.72(s,1H) ,9.24 (s,1H) ,10.53 (s, 1H) ;HPLCAE )i .
95.27% sMS,m/z3L M{E546.16 (1) ",

[0908]  N— (2-F A B R 0 ) —4— (4— (Pa bk —8— ik B 2 2 ) 4% FR I k) IR ok — 1 — 2 BBt Ji%
(116ae) :

Q1 k
o X0 30,
I -

[0910]  'H NMR (400MHz ,DMSO-ds) 8:3.8 (m 8H) ,3.9 (s,3H) ,6.8(d 2H) ,6.98(d,2H) ,7.23
(m,4H) ,7.9 (m,4H) ,8.42(d,1H) ,8.6(d,1H) ,8.72(d,11) ,9.24 (s,1H) ,10.53 (s, 1H) ;HPLC
Al .97.73% sMS,m/zSEU{E546. 14 (M+1) *.

[0911]  N- (4-H 4 FE IR ) —4— (4— (M bk —8— Vil B = 3 ) 7% HP MG k) Wk Mk — 1 — 4 Ik i
(116af) :
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/O .

T 5
[0912] NN X

[0913]  'H NMR (400MHz ,DMSO—ds) §:3.8 (m 8H) ,3.9(s,3H) ,5.9(S 1H) ,6.8(d 2H) ,6.98
(d,2H) ,7.23 (m,6H) ,7.9 (m,2H) ,8.2-8.6 (m,4H) ,9.24 (s, 1H) ,10.53 (s, 1H) ;HPLCZE ¥ .
98.22% sMS,m/zSZPME546. 17 M+1) ™.

[0914]  N-(2,4-- 5K L) —4- (4- (MR- 8-V 1 It 0 ) 7K AP e 2 ) IR R — 1 — R Bt i
(116ag) :

F
i %@
[0915] SN !
F K,NZKO/ "S‘Eﬁ NS

[0916]  'H NMR (400MHz ,DMSO-ds) 6:3.4 (m 8H) ,7.9(m 7H) ,7.5 (m,2H) ,8.2-8.5(d,3H) ,
9.24 (s, 1H) s HPLCZEFE :95.79% s MS,m/z5Z MME 552.19 (M+1) ©.
[0917]  N- Q-G IEHL) —4- (4— (EEibh—8— P Fif ok 2 L) 75 FR kL) WRMR -1 — R L% (116ah) :

O

SR
(09181 | ¢ N @}}/@/ﬁ
‘ N'v 48\.

I T N {

[0919]1  'H NMR (400MHz ,DMSO—de) 6:3.8 (m 8H) ,7.2 (m,7H) ,7.6(S,1H) ,7.9(d,2H) ,8.2—
8.6(d,4H) ,9.24 (s, 1H) ,10.53 (s, 1H) HPLCAF :95.38% s MS,m/ 252 M{E534.22 (M+1) .
[0920]  N- (4—3 K 3E) —4- (4— (MEmk-8— P Hifi ok 2 k) 2 Y Wk J) WRE -1 R BEA% (116ai) -

Fo

-
T3
[0921] NN H
e) oo N""l

[0922]  'H NMR (400MHz ,DMSO~de) §:3.8 (m 8H) ,7.2 (m,5H) ,7.42(d,2H) ,7.6(d,2H) ,8.2-
8.6 (d,4H) ,10.53 (s, 1H) ,9.24 (s, 1H) s HPLCZE & :98.92% s MS,m/z 2 MME532.42 (M+1) *.
[0923]  N- (4-&(FEFIEL) —4— (4— (EMKR—8— P A 9k 2 %) 75 FP Ik JL) WRER—1 ¥R % (116aj) -

NG

o | X

[0925]  'H NMR (400MHz ,DMSO—de) 5:3.8 (m 8H) ,7.23 (d,4H) ,7.9 (m,6H) ,8.42 (d,1H) ,8.2
(d,1H) ,8.15(d,1H) ,9.23(S 1H) ,) ,9.1 (s,1H) ,10.53 (s, IH) ;HPLCZE & :97.97 % ;MS,m/z
SEIME 541 .30 (M+1) *.
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[0926]  N-(Q-FF5HE) —4— (4— (EEmk—S— P HliE 22 k) 2K Y Ik JiL) DRk —1 R i% (116ak)

- ,
Ch 5,
[09271 | M D R%
Y@ b b
(@]

[0928]  'H NMR (400MHz,DMSO-ds) §:3.3 (m 8H) ,7.2 (m,6H) ,7.3(d,4H) ,7.9 (m,2H) ,8.42
(d,2H) ,8.5(d,1H) ,8.52(d,1H) ,9.24 (s, 1H) ,10.53 (s, 1H) s HPLCAI & : 97.73% ;MS,m/2z 5L
TE546.14 (M+1) .

[0929]  4— (4 (WA MbR—8— IV Tt By 2 %) 7R FR ) —N-— O FR R D) IR R -1 AR B iz (116al) -

.
5,
[0930] § ™ H
K’NT’/@';S\
vo_ X o xo Ne i

[0931]  'H NMR (400MHz ,DMSO—de) 6:2.2(S 3H) ,3.8(m 8H) ,7.1-7.3 (m,7H) ,7.9 (m,2H) ,
8.23-8.4(d,4H) ,9.1 (s, 1H) ,10.53 (s, 1H) ;HPLCAE & :98.27% s MS,m/z 2 1E530. 19 (M+1
).

[0932]  N- (4-& KAL) —4- (4— (WEibk—8— P Fif ok 22 L) 7% FR kL) WRMR -1 — R L% (116am) :

ol

S
[0933] - YN i
o .S

I}r@;'\\o N\!

[0934]  'H NMR (400MHz ,DMSO-ds) 8:3.3 (m 8H) ,7.2 (m,6H) ,7.4 (d,2H) ,7.9 (m,2H) ,8.42
(d,2H) ,8.5(d,1H) ,8.62(d,1H) ,9.24 (s, 1H) ,10.43 (s, 1H) s HPLCAI & : 97.92% :MS,m/z 5L
ME550. 14 (M+1) .

[0935]  4— (4— (WEEIbk—8— MV Tk I 2 A1) 2R FF e i) —N— (4— (9 R %) O ) WR IR — 1 — R B i
(116an) :

F3C,

Z Z O
[0936] ﬁ)LN/\? }j
K"‘Hf@l -8
6] ® \b N l

[0937]  'H NMR (400MHz,DMSO-ds) 8:3.3 (m 8H) ,7.4 (m,6H) ,7.5(d,2H) ,8.0 (m,2H) ,8.6 (d,
2H) ,8.7(d,1H) ,8.8(d,1H) ,9.24 (s, 1H) ,10.43 (s, IH) ; HPLCZE & : 97.90% ;MS ,m/z5E JE
584.05 (M+1) *.

[0938] N-(2-&-5- (L) FKHL) —4- (4- (k-8 P T lE 2 FL) 7% FF e L) WRME -1 -1
RIRBEZ (116a0) -

83



CN 104817498 B iﬁ. EH :Fg 81/223 1T

CFy

o 8

1

) - A
N N H
cl H /\7 N A
L\’N"'S“o N; \ll

[0940]  'H NMR (400MHz ,DMSO—dg) 6:3.2-3.8 (m,8H) ,7.0-7.2 (m,4H) ,7.6-7.8 (m,5H) ,8.2
(m, 1H) ,8.4-8.6 (m,2H) ,9.1 (m,1H) ,9.4 (m,1H) ,10.5 (s, 1H) ;HPLCA & :96.1% ; LCMS,m/z
SEUIE634.17 (M+1) .

[0941] 4 (4- (4— (Wb -8~ VTl JBE 2 J25) i FPY IS %) WR MR — 1 R e % AS) T B2 2.5 (116ap) -

o

ooazy | NOY@
. R L
I % N

[0943]  'H NMR (400MHz,CDC13) 8:1.2 (t,3H) ,1.8(q,2H) ,2.4 (t,2H) ,3.2-3.8 (m,8H) ,3.6
(m,2H) ,4.1 (m,2H) ,5.0 (m, 1H) ,7.0-7.2 (m,4H) ,7.6 (m,2H) ,8.0 (m, 1H) ,8.4 (m,2H) ,8.6 (m,
1H) ,9.1 (m, 1H) ;HPLCZE)EF :98.7% ; LCMS,m/zSE Ml{E554. 19 (M+1) *.

[0944]  3— (4 (4— (MEmbk—8— P Tk Pt 22 J) A% R B L) WIR Vg — 1 — R I fie ) TR IR LB (116aq) -

094 Hop o N
[0945] N 7;/@ LA
0", o |

[0946]  'H NMR (400MHz,CD3OD) 8:1.2 (t,3H) ,2.5 (t,2H) ,3.2-3.8 (m,8H) ,3.6 (m,2H) ,4.1
(m,2H) ,7.2 (m,4H) ,7.6 (m,2H) ,8.2 (m, 1H) ,8.4 (m,2H) ,9.1 (m, 1H) ;HPLCZE ¥ :99.3% ;
LCMS,m/zSE MME540. 1 (M+1) ™.

[0947]  N- (3-S AL —4— (4— (MRIbk—8— At I 2 L) 7K FF e J0) R — 1 R e i (116ar) -

(o]
ok |
Q | o © N\.!

[0949]  'H NMR (400MHz ,CD30D) 8:2.5 (m,2H) ,3.6 (t,2H) ,3.8(t,3H) ,3.2-3.8 (m,8H) ,7.2
(m,4H) ,7.6 (m,2H) ,8.2 (m,1H) ,8.4 (m,2H) ,9.1 (m, 1H) ;HPLCA{ & : 98.3% ; LCMS, m/z S J{H
517.1 (M+1) .

[0950]  N-(4- (4- (3— (4— (3R FF 2) DR E) TR ) WR MR — 1 — B k) DR k) e bk — 8 — Tk 7t fie
(116as) :

[0939]

(&)

[0951] W ' v L
FiC k/N '13\5%
o N,

[0952]  'H NMR (400MHz ,DMSO-ds) 6:2.7 (t,2H) ,2.9 (t,2H) ,3.2-3.8 (m,8H) ,7.2 (m,4H) ,
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7.5m,2H) ,7.6-7.8 (m,4H) ,8.3 (m,1H) ,8.4-8.6 (m,2H) ,9.1 (m, 1H) ,10.5 (s, 1H) ;HPLC4E
J£:99.0% ; LCMS,m/zSE MM{E 597 .45 (1) ©.
[0953] 4~ (4~ (WEMBR-8— P T Ik (L) 2K IR L) WRMWE -1 R IR 7+ T li5 (116at) :

0
~ M
sy | T ° NOY@ s
N { 43\
o | b Ny |

[0955]  'H NMR (400MHz,DMSO-ds) 8:0.8-0.91 (t,6H) ,1.90 (m, 1H) ,3.4-3.6 (m,8H) ,3.8(d,
oH) ,7.0-7.2 (m,4H) ,7.6-7.8 (m,2H) ,8.2 (m,1H) ,8.4-8.6 (m,2H) ,9.1 (m,1H) ,10.5 (s, 1H) ;
HPLCZE [ :99.91 % ; LOMS ,m/zSZ A 497 . 18 (M+1) .

[0956]  4— (4 (HEpR—8— T P 28 %) 7R FF B S) WRWE -1 R IR 2. BiR (116au) -

O
/\O.JLN .
[0957] | O Y‘N |
'NO 'Q”S\‘O

[0958]  'H NMR (400MHz ,DMSO—ds) 8:1.3 (t,3H) ,3.4-3.6 (m,8H) ,4.1(q,2H) ,7.2 (m,4H) ,
7.7-7.8 (m,2H) ,8.2 (m,1H) ,8.5-8.6 (m,2H) ,9.2 (m, 1H) ,10.4 (s, 1H) ;HPLCA & :99.65% ;
LCMS,m/z 5 I{E 469 .10 (M+1) *.

[0959] 4 (4 (PR Ibk—8— I T i 2 5) 2k P I A2%) IR — 1 R IR S ATl (116av) -

z |
AKX
or N »
[0960] Q m/@N
0O o N\‘

[0961]  'H NMR (400MHz ,DMSO-de) §:1.02-1-21. (m,6H) ,4.81-4.9 (m,1H) ,7.0-7.2 (m,4H) ,
7.6-7.8(m,2H) ,8.2 (m,1H) ,8.4-8.6 (m,2H) ,9.1 (m, 1H) ,10.5 (s, 1H) ;HPLCA /% :94.12% ;
LCMS ,m/zSZM{E 481 .51 (M-1) *.

[0962] 4 (4— (Wb —8— . Tisk Pk 2 J7) i FY I ) R MR — 1 R R BiR (116aw) -

QL f |
[0963] e “() N
N 25
;ﬂ/@"b g

[0964]  'H NMR (400MHz ,DMSO-ds) 6:3.4-3.8 (m,8H) ,7.0-7.2 (m,7H) ,7.4-7.6 (m, 2H) ,
7.8.-7.85(m,2H) ,8.2-8.6 (m,3H) ,9.1 (m, 1H) ,10.5 (s, 1H) ; HPLCZHE :99.71 % ; LCMS ,m/z
SEIMES17.25 (M+1) ©.

[0965] 4 (4— (Wb —8— I Tigk P9k 2 J7) 7 Y I ) WIR W — 1 — R PR3- R I (116ax) -

8]
A5
[0966] O N %
N L8 i
7I/©,C‘"b .
o >

N

B
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[0967]1  'H NMR (400MHz ,DMSO-ds) §:3.4-3.8. (m,8H) ,7.0-7.2 (m,7H) ,7.4-7.6 (m, 1H) ,
7.8.-7.85(m,2H) ,8.2-8.6 (m,3H) ,9.1 (m, 1H) ,10.5 (s, IH) sHPLCZ [ :95.75% ; LCMS ,m/z
SEMES35. 25 (M+1) ©.

[0968]  4— (4— (FEpR—8— VT P 28 %) 7R FR L S) WRWE —1 R IRA-FR A KR (116ay) -

e z;:z

[0969]

" Nu O
. (,S\\ ‘
v O N

e

[0970]  'H NMR (400MHz ,DMSO-dg) §:3.4-3.8 (m,8H) ,7.0-7.2 (m,8H) ,7.8-7.85 (m, 2H) ,
8.2-8.6 (m,3H) ,9.1 (m,1H) ,10.5 (s, 1H) ; HPLCZEJE : 95.05% ; LCMS ,m/zZ JE 535. 27 (M+1
).

[0971]  4— (4— (PEHk—8— VT Motz ) A FF e Aik) WIRWR -1 — R R4 -SRI (116a2) -

L&
9721 | T OTNN
s LT %

\e

[0973]  'H NMR (400MHz ,DMSO—-ds) 8:3.4-3.8 (m,8H) ,7.0-7.2 (m,6H) ,7.4(d,2H) ,7.7 (m,
2H) ,8.3-8.5 (m,3H) ,9.2 (m,1H) ,10.5 (s, 1H) ;HPLCAEEF:99.41 % ; LCMS ,m/z £ (£ 549 .56
) .

[0974] 4 (4— (PR IbK—8— I T P 2 =) 2 R I A2%) WIR e — 1 —R S R ORI (L16ba)

i
[0975] ¢ Q NS

[0976]  'H NMR (400MHz ,DMSO—ds) 8:2.2 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m,2H) ,7.2 (m,6H) ,
7.6-7.8 (m,2H) ,8.3 (m,1H) ,8.4-8.6 (m,2H) ,9.1 (m,1H) ,10.5 (s, 1H) ;HPLCZEEF:99.5% ;
LCMS,m/z S {531 .58 (M+1) *.

[0977] 4 (4— (Wb —8— I Tigk ok 2 7)o FY I ) WIR W — 1 — R R3-SR I (116bb) -

N o

C.QO)LN " |
10978] K’Nr@ 5 ,
2 Y ts [

[0979]  'H NMR (400MHz ,DMSO—ds) 6:3.4-3.8 (m,8H) ,7.0-7.2 (m,8H) ,7.6-7.8 (m,2H) ,8.2—
8.6 (m,3H) ,9.1 (m, 1H) ,HPLCZH & :99.79% ; LCMS ,m/z 2 M{E 549.58 (M) *.
[0980]  4- (4— (MEMbR—8— VT PE 2 FL) 2K F IR L) WRME -1 —FR IR 7] Y 2Kl (116bc) -
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L,
A ﬂ}f@»g%

[0982]  'H NMR (400MHz , DMSO—de) 6:2.23-2.4 (t,3H) ,3.4-3.8. (t,8H) ,6.82-6.98 (m,6H) ,
7.0-7.2(m,6H) ,7.6-7.8 (m,2H) ,8.2-8.6 (n,3H) ,9.1 (m, 1H) ;HPLCZLJE :99.26 % ; LCMS ,m/
SEPMES31.16 (D) "

(0983 (S) ~4~ (4~ (M-8~ VTR 2l Hk) 2 FF IS L) WRVGR — 1 - TRV Sk~ 3~ (116bd)

=
ST -

[0984] g N()N 7}/@,»{3 |

c;; oF \b L l

[0985]  'H NMR (400MHz ,DMSO—de) 8:2.23-2.4 (m,2H) ,2.6-2.98 (m,4H) ,3.4-3.8 (t,8H) ,
3.8-3.95(m,4H) ,5.23-5.35 (m, 1H) ,7.0-7.2 (m,4H) ,7.6-7.8 (m,2H) ,8.0-8.1(d,2H) ,
8.32-8.45 (dd,2H) ,9.1 (m,H) ; HPLCZL & : 96.89% ; LOMS,m/z 5L MI{E533. 05 (M+23) *.

[0986]  4— (4— (W Wbk —8— I Tofk Bk 2 56) 2% P I J6) DR R -1 - R IR (DU LMk g —2-J%) i
(116be) :

[0987] o N/\ 7,/@ %

[0988]  'H NMR (400MHz,DMSO-ds) §:2.23-2.4 (m,3H) ,3.4-3.8 (t,8H) ,3.8-3.95 (m,4H) ,
7.0-7.2(m,4H) ,7.6-7.8 (m,2H) ,8.0-8.1 (d,2H) ,8.32-8.45 (dd, 3H) ,9.1 (m, L H) ;HPLC4E
J5:99.84% ; LCMS,m/z5Z P{E525. 10 (M+1) .

[09891 4 (4~ (REMK-8—EBHBL L) 75 FF BL L) WRWR -1 R I 2 -0 K HE 2B (116bF) -

]
H .
[0990] P Y N
K/N , 587
(o] & \b N 1

[0991]  'H NMR (400MHz ,DMSO—ds) 6:1.2-1.32(d,4H) ,2.0-2.12 (m,8H) ,3.4-3.8 (t,8H) ,
4.62-4.72(m,1H) ,7.0-7.2 (m,6H) ,7.6-7.8 (m,2H) ,8.0-8.1(d,2H) ,8.32-8.45 (dd, 3H) ,
9.1 (m, 1H) sHPLCAE % : 99.89% ; LCMS ,m/z 5L JUME537.10 (M+1) *.

[0981]

[0992]  4- (4 (HEN-S-MEARIBE AL 7% FF ML) WRR -1 R IR 2- PR L 3L 41K (116bg) -
T |
[0993] Q\/‘O O 5
Gﬁa\b N 1

[0994]  'H NMR (400MHz,CDC13) 8:1.0 (m,2H) ,1.2 (m,7H) ,1.5 (m,1H) ,1.6 (m,5H) ,3.2-3.8
(m’8H> ,7.0‘7.2(“1,41‘[) ,7.6‘7.8(H1,2H) ,8.0<Hl,1H> ,8.2_8.4(111,2H> ,8.6(111,21‘[) ,9.1([[1,
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1H) sHPLCAHJE :99.6% s LOMS,m/z 2 J{E551 . 45 (1) .

[0995]  HE3-FRAL . 2-FF L 3. 3-&(. 3R L B3 FR A AL U W) 2R L PR I IR W 117 AR )
iREy5%

[0996]  WFFRELT

5. {‘_.\w\ §§Q\‘
K Y N S
o 8 M A it i
o ,}\g\ § E R kR . !ix )3 gh 8 S ,;1 R, #8h
N I TR ' p——
RS SOOH R 08, B 0L 08, 0N, '
88 9y 148
[0997]
B
" iQ} ,&,.-j*m; ?{ PN
g R ‘d‘;‘w oy e AN B QR Rl S T , ﬂf‘-"%\\«“ ,«N .w"‘; s
23 &‘}
$38 $20s-0u
[0998] & Rl lERL 1 181 — MR /7 : T0°C AR T MAZT (30. 3mmo 1) Y FEIE R N
ARERE GOm1) , $iFE10min o 28 5 AEAH AL FE T R g mk—8 T Bt 89 (8. 94gm, 39. 4mmo 1) JN &

RNLIRED o AR S WIAERTI R 16h o [RONEE A , 7E98E T i 2538 571 ol ik 5 R 2R L1
bR IR ERIIENE o SR 2 Pr 3 R b, D8 H [AK 71, 2 A8 Brf3 A0 74 (8. Ogm,
74%) AT — B AR TR — 28K

[0999] & Rt i 1 19R — ML #EDCT (3.8g,19. 8mmol) AITHOBT (2.67g,19.8mmol) JlI
Z 118 (19.8mmol) 7E T K DME 1 [ P 5 VR B DIV EBE 220 °C , BER 7EZURUAURT
BOADIPEA (11m1,59.45mmol) , ¥4 Fr A (BT £ = B H:30min A5 T0CHIA
Boc—WRkME (3.68g,19.8mmol) 4R JGHs I RLVR S B =1, WFE L & S N 45 5, 1 S B
TRA W AKFRE, 2R ZBEAEEX (3 X 50m1) o 8 To /K IR R A T4 , 1L 0% , e % 28 R Ak
Ui , A3 B o B AR % (60—120% 17 , 2% MeOH-DCM) £l AV 74 , 49 31 4 A% 1A 16 [ 44
ARG LE = ¥IBoc—119 (81 %) , ¥ HTFRT AR BEHCL (100m1) kb 2h . Boc—FE Fl 52 4 Wi 24 , 7F
G T Bk 29 570, 13 B AHCT 3R 28 74 o ] 2Tk B 35% 36 119 7K P W, FINaHCOs (pH 10) Figifk. .
RIGH TSR LB BT, FITE K NasSOa T4, R4 T 5 223551, 4531 9 K 3 £
[l AR (1) 9% 25 119 (95 %)

[1000] & Wik fé120a—culf)— B FE ¥ : B EDCI (48mg, 0. 2525mmo 1) FIHOBT (34mg,
0.2525mmo1) 1% Ar—COOH (0. 2525mmo 1) £ 7K DME H (%) 45 4 15 Vo 45 18 &0 3L 2 o 520
'C, LI E BV INDIPEA (13901,0. 7575mmol) , J i VAR (BUE TR fE = Ia hidk:
30min. 4R G T-0CHIANZLL9 (100mg,0.2525mmol) o SR JE I I RVR A W F+ 48 2= 00, e pat 4
RS ST, 5 ROSLTR G R KA R, R CER AR (3 X 15m1) o A HLJZ F KBS (3 X
10m1) , £ oK R BN T , ik U , 22 e & 2 R AN 4t , 43 BKEL ™ 40 o 200 3 A £ 1 v B o) % 2
HPLCZEALKH ™ ¥, SR1FUS 2 5268 % () 4l ) o

[1001]  N-(2-F Jt—4— (4-Ntmg FF I IR IGE -1 -3 L) O JEE) mEmk—8 T it i (120a) -

88



CN 104817498 B iﬁ. EH :Fg 86/223 1T

(9]
& N 0, 0
[1002] E;:jLwrN\VxIJL1:;:1\HES
N
l‘/

[1003]  'H NMR (400MHz,CD30D) 6:2.1 (s, 3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,3H) ,7.6-7.8 (m,
4H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,8.6 (m,2H) ,9.1 (m, 1H) ;HPLCAEF :97.9% ; LCMS,m/z 52l

{8516.1 (+1) ",
[1004]  N—(2-FF 4 (A-JHIBEEE R IR — 1 —JR ) 75 0) e -8—f i (120D) -

Q
c Oy 0,0
[1005] RN N\/) N,S
o PR
N
L~

L

[1006]  'H NMR (400MHz,CDC13) 6:2.1 (s, 3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,3H) ,7.6-7.8 (m,
4H) ,8.2 (m,1H) ,8.6 (m,2H) ,8.9 (m,2H) ,9.1 (m, 1H) ,10.5 (s, 1H) ;HPLCZEF :99.3% ; LCMS,

m/zSZ B 516. 1 (M+1) ©.
[1007]  N- (2-F B —4- (4- (6—FF FL L ng G 38) Wk We — 1 — B k) ZR Ik ) 1 bk — 8 — 1k 19t fiig
(120¢) :

00 QQH@P ?
Ni o

L=

[1009] 'H NMR (400MHz,CDCl3) 8:2.1 (s,3H) ,2.3(s,3H) ,3.2-3.8 m,8H) ,7.0-7.2 (m,3H) ,
7.6-7.8 (m,4H) ,8.2(m,1H) ,8.6 (m,1H) ,8.9 (m,2H) ,9.1 (m, 1H) ,10.5 (s, 1H) ;HPLCA J .
95.5.0% ; LCMS,m/z5Z J{E530. 2 (M+1) *.

[1010]  N-(2-F B—4- (4- (3— Cam FF AL) ML we FR IR 2) MR —1— B k) DR L) ndembh—8 Tt it fie
(120d>-

CFy
@
[1011] H 3

L

[1012]1  'H NMR (400MHz,CDC13) 6:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,2H) ,7.4-7.6 (m,
4H) ,8.2 (m,2H) ,8.4 (m,2H) ,8.6-8.8 (m,2H) ,9.1 (m, 1H) ; HPLCAH & :97.2.0% ; LCMS,m/z5K
JME584.1 (M+1) *.

[1013]  N-(4- (4— (3-SR AL e Y I 350) WRMR —1 - k) —2—FR S 2R 3) k-8t fide (120e) -
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o]

o %Ob\g\ ,o
N

L

[1015]  'H NMR (400MHz,CDC13) 6:2.1 (s, 3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,2H) ,7.4-7.6 (m,
5H) ,8.2 (m, 1H) ,8.4 (m,3H) ,9.1 (m, 1H) s HPLCZEJF:99.6.0% ; LCMS,m/z<Z {534 . 1 (M+1
).

[1016]  N-(4- (4- (4-E kg FF E3L) ﬂﬁ“%—l—?ﬁ%) —2—FR LR L) MRk -8 -Te it % (1207) -

[1017] @01‘0053

[1018]  'H NMR (400MHz,CDC13) §:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,2H) ,7.4 (m, 1H) ,
7.5-7.8 (m,4H) ,8.0 (m, 1H) ,8.2 (m, 2H) ,8.6 (m, 1H) ,9.1 (m, 1H) ;HPLCAE S :93.4% ; LCMS,m/
7S 550. 1 (M+1) ©.

[1019]  N-(4- (4 (4-FMLRE B B AL) WRWR -1 —H k) —2—FR O ) bk -8 —Fea [t iz (120g) -

o]
S Nas O g, 0
[1020] |y LN ST

[1021]  'H NMR (400MHz,CDC13) 6:2.1 (s,3H) ,3.2-3.8 m,8H) ,7.0 (m,2H) ,7.4 (m, 1H) ,7.5-
7.8 (m,4H) ,8.0 (m,1H) ,8.2-8.4 (m,3H) ,9.1 (m, 1H) ; HPLCZE & :99.2% ; LCMS ,m/z 22 I {H
534.1 (M+1) ".

[1022]  N-(2-F3k-4- (4- (4- (=5 2k) MG L) WRIBR — 1 — B k) 29Ik ) e bk — 8T I Jie
(120h) :

(N 0.0
[1023] % A o5
CE, O Ho

[1024]  'H NMR (400MHz,CDC13) 8:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m,2H) ,7.4 (m, 1H) ,7.5-
7.6 (m,3H) ,8.4 (m,3H) ,8.7 (s,1H) ,8.8 (m, 1H) ,9.1 (m, 1H) ;HPLCZE ¥ :95.0% ; LCMS ,m/z5E
JME584.1 (M+1) *.

[1025]  N-(4- (4- (5-SUAHIBE L) WRMR -1 - dik) —2—FF Ok ) e bk —8 T fie (1201) -
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O
N B ) ;
Y N 0,0
[1026] QL\B\(N\) S'
© N
i &

[1027]  'H NMR (400MHz,CDC13) 6:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m,3H) ,7.4 (m, 1H) ,7.6-
7.8 (m,2H) ,8.1 (m,1H) ,8.2 (m, 2H) ,8.8 (m,2H) ,9.1 (m, 1H) ;HPLCA & :98.1% ; LCMS ,m/z5L
JE550. 1 (M+1) ",

[1028]  N-(4- (4- (5-FUARIBE L) WRMR— 1B L) —2—FF oK) v bk 8Tk iz (120) -

O

[1029]

[1030] 'H NMR (400MHz,CDC13) 6:2.1 (s, 3H) ,3.2-3.8 (m,8H) ,7.0 (m,2H) ,7.2-7.4 (m,2H) ,
7.6-7.8(m,2H) ,8.0-8.6 (m,5H) ,9.1 (m, |H) ;HPLCAEEZ:99.1% ; LCMS,m/z5ZM{E 534 .3 (M+
D",

[1031]  N- (4~ (4~ 3-Fp M BE L) WRE -1 Pk 3) —2—-F FL IR L) bk -8~ 5 iz (120Kk) -

N a0
[1032] SR N\/[ 8 N,’S.

[1033]  'H NMR (400MHz,CDCl3) 8:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m,2H) ,7.2-7.4 (m,2H) ,
7.6-7.8(m,2H) ,8.0 (m,1H) ,8.2-8.6 (m,4H) ,9.1 (m, 1H) s HPLCZE /& :95.3% ; LCMS ,m/ 2 5L
{E534.1 (1) ",

[1034]  N-(4- (4- (3—SUr MHME ) WRMR—1 - ) —2—FR RO L) nagmk—8 Tt i ik (1201) -

-

' O\\ (to
[1035] Q\KN\/‘ A8
¢ o H

[1036]  'H NMR (400MHz,CDC13) 6:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m, 1H) ,7.2-7.4 (m,4H) ,
7.6-7.8(m,2H) ,8.0 (m,1H) ,8.2-8.6 (m,3H) ,9.1 (m, 1H) ;HPLCZEJEF :99.8% ; LCMS,m/zSZ |
{E550.3 (M+1) ".

[1037]  N- (4~ (4 Q- FF S L MR 3L) WRIGR — 1 —H ) —2-F LR 3) e b —8—Tek 9 i (1.20m)
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1 | NP
[1038] Q\rf“\) T
OCHO :
] =

[1039] 'H NMR (400MHz,CDC13)6:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.2-7.4 (m,4H) ,7.6-7.8 (m,
3H) ,8.0 (m, 1H) ,8.2-8.6 (m,3H) ,9.1 (m, H) ; HPLCZEF:99.3% s LOMS ,m/z L J{E 546 . 3 M+
.

[1040]  N- (4- (4- (2 F 5 Jt 3 MR 08 ) WR W — 1 — PR k) —2— F SR DR L) e bk — 8 — T 19t e
(120n) :

[ OCH3

O\ L

[1041] ?

[1042]  'H NMR (400MHz,CDCl3) 8:2.1 (s, 3H) ,3.2-3.8 (m,8H) ,6.7-7.0 (m,4H) ,7.2 (m, 1H) ,
7.6 (m,2H) ,8.0 (m,1H) ,8.2-8.6 (m,3H) ,9.1 (m, LH) ; HPLCZ & :98.8% ; LCMS ,m/ z SZ J{H
546.3 (1) *.

[1043]  N- (2-F J:—4- (4- (5— (3R AE) ML e FR L S) WR MR —1— e ) T k) e bR — 8 —Ti P e
(1200) :

[1044] ‘N N\) N ?
S H
N
{ P

[1045]  'H NMR (400MHz,CDC13) 8:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m,2H) ,7.2 (m, 1H) ,7.6
(m,2H) ,7.8 (m,1H) ,8.0 (m,2H) ,8.3-8.5 (m,2H) ,8.8 (s, 1H) ,9.1 (m, 1H) ;HPLCAEEF:91.8% ;
LCMS,m/z S I 584 .4 (M+1) *.

[1046]  N-(2-FJE-4- (4- (2— (a0 AL) ML L) WR W — 1 —#e k) JR k) e bk — 8 —Tik [t i
(120p) :

“ N
| O P
[1047] h@ﬁrN\') N'S ‘
CFy O H A

[1048]  'H NVMR (400MHz,CDC13) 8:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m,3H) ,7.4 (m,1H) ,7.6
(m,4H) ,8.0 (m, 1H) ,8.3-8.5 (m, 1H) ,8.8 (s, 1H) ,9. 1 (m, 1H) ;HPLCZE & :99.2% ; LCMS ,m/z5E
JME584.3 (M+1) *.

[1049]  N-(4- (4— SRR SR —1 —F J25) —2—FF LR L) W bk -8 I8t fie (120q) -
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[1050]

[1051]1 'H NMR (400MHz,CDCl3) 8:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m,3H) ,7.4 (m,2H) ,7.6
(m, 2H) ,8.3 (m,2H) ,8.5 (m,2H) ,9.1 (m, 1H) sHPLCA ¥ :94.5% ; LCMS,m/2 5L M{E516. 34 (M+
.

[1052]  N—(2-F 24— (4 (MM -2 F2) WRWR - 1 2E) DR ) eI -8Bt fi% (1207) -

N A~
“d ¥ * M
{ Oy 48
[1053] [\N‘ NS N
o H
{ -

[1054]1  'H NMR (400MHz,CDC13) 6:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,2H) ,7.4 (m,1H) ,
7.6 (m,2H) ,8.0 (m,1H) ,8.3 (m,2H) ,8.6 (m, 1H) ,8.8 (m,1H) ,9.0 (s,1H) ,9.1 (m, 1H) ;HPLCZE
[£:99.4% ; LOMS,m/zSEJ{E517. 15 (M+1) .

[1055]  N-(4- (4- (2, 3- @ K H M 4%) WIR MG — 1 - Ple k) —2— FR B O k) Wl Wk — 8 — Tt P Jig
(120s) :

- o
F .
r/\N i Q.0
[1056] ‘/\WQN») NS
o H
Nu l

L

=

[1057]  'H NMR (400MHz,CDsOD) 8:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0 (m, 1H) ,7.2 (m,4H) ,7.4
(m,1H) ,8.7 (m,2H) ,8.2-8.5 (m,3H) ,9.1 (m, 1H) ; HPLCALi & : 98.6% ; LCMS, m/z L {551 . 35
M+1) "
[1058]  N-(4- (4-(2,6— 5 7 H I k) WIR W — 1 — Bl k) —2— FR R O k) Wl bk — 8 — Tk 1 i
(120t)

[ o
F
1/\“‘ 0, 0
[1059] q(”\/‘ ﬁ E’
F O -
l P

S
N

[1060]  'H NMR (400MHz,CD30D) 8:2. 1 (s,3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,5H) , 7.5 (m, 21 ,
7.7(m,2H) ,8.2-8.5 (m,3H) ,9.1 (m, 1H) ;HPLCAEE:96.4% ; LOMS, m/2 35 J{E551 . 35 (M+1) .
[1061]  N=(4- (4= (3, 4= 50K F BL ) WRWG — 1 —FR k) —2—F B DR L) e ik — 8 Tkt B i
(120u) :
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( F (o]
F. y e
[N 0,0
[1062] N\,J O
a H ls '
I e

S
N

[1063] ' NMR (400Mriz, CD:0D) 6:2. 1 (s, 31 »3.2-3.8 (m,81) ,7.0 (m, 2 ,7.2-7.5 (m, 510 ,
7.7(m,2H) ,8.2-8.5(m,3H) ,9.1 (m, 1H) s HPLCA A :97.9% s LOMS,m/z S J{EH51 . 35 (M+1) .
[1064]  N- (4— (4— (2—50 45 F [ L) WR I — 1~ B) —9— F R 0 ) e bk —S— T B i (120w)

(e}
[1065] @\(Nvf’ (A8
F O H y

L

[1066] 1H NMR (400MHZ7CDC13) 6;2_ 1 (S’BH) ’3- 2_3‘8 (III,8H) ’7‘0_7‘2 (m,4H) ’7.2_7.5 (m,
3H) ,7.7 (m,2H) ,8.0-8.5 (m,3H) ,9.1 (m, 1H) ;HPLCZE & :93.6 % ; LCMS ,m/z S ME 533 . 27 (M+
D,

[1067]  N-(2-F Fk-4- (4- Q-FRFL LWt HE) WRIGR -1 - k) A8 3L) bk -8~ Mt fi (120w)

_ N” 0,0
[1068] mNJlJQN‘S
l 27

[1069]  'H NMR (400MHz,CDC13) §:2.1 (s,3H) ,3.2-3.8 (m,8H) ,3.9 (m,2H) ,7.0 (m, 1H) ,7.2~
7.5(m,7H) ,7.7 (m,2H) ,8.2-8.5 (m,4H) ,9.1 (m, [H) ;HPLCAL /% : 94.6 % ; LCMS ,m/ 2S£ J{H
529.35 (W+1) *.

[1070]  N- (4- (4- (2— (4-F A IE) 2 W) WR IR — 1 — e ) —2— 9 5 2 6 Wl ok — S — il 9k i
(120X> :

@)

» N 0, 0
[1071] mN e
F o H :
1 S

N

7

[1072]  'H NMR (400MHz,CD30D) §:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0~7.5 (m,7H) ,7.7 (m,2H) ,
8.2-8.5 (m,3H) ,9.1 (m, 1H) sHPLCA & :95.1% ; LCMS, m/ 25 M{E547.0 (U+1) *.

[1073]  N-(4- (4- 2— (4-FORIE) -2 BE P BEAE) DR MR -1 - k) —2-Ff IR L) k-8 —Tig
Bz (120y) -
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' R

Qo
. I/\NO"O
1074 SN P
[1074] F
,/”

[1075]  'H NMR (400MHz,CDC13) 8:1.6 (s,6H) ,2.1 (s,3H) ,3.2-3.8 (m,8H) ,6.9-7.0 (m,3H) ,
7.2-7.5(m,3M) ,7.7 (m,2H) ,8.2-8.5(m,4H) ,9.1 (m, LH) ;HPLCAHE :99. 1% ; LCMS ,m/z S il
{85751 (+1) *.

[1076]  N—(2-Ff 4 (4- (WEME-A—FRIE) WRWR - 1 L) DR ) M-8t Bifi% (1202)

s- A
i OuP
[1077] <Nj\ﬂ/N\/‘ J\QN’S
(~

[1078]  'H NMR (400MHz,CD30D) 6:2.1 (s, 3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,3H) ,7.6-7.8 (m,
2H) ,8.1-8.5(m,4H) ,9.1 (m,2H) ;HPLCAE ¥ :98.6% ; LCMS ,m/z 52 MHE522.05 (M+1) *.

[1079]  N-(4- (4~ (1,2, 3188 I —4-Fle L) WRIE —1 Pk 3k ) —2—FF JL IR 3k ) s bR — 8 Tk 19k 1
(120aa) :

. PN
o ehgre
[1080] N‘N]YNJN’E?
O k H ;
‘ N
i S

[1081]  'H NMR (400MHz ,DMSO-de) §:2.1 (s,3H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,3H) ,7.4-7.6
(m,2H) ,7.7 (m,2H) ,8.2-8.5 (m,3H) ,9.1 (m, 1H) ,9.4 (s, 1H) ,9.6 (s, 1H) ;HPLCZE)¥:99.1% ;
LCMS ,m/zSZM{E 523, 15 (M+1) ©.

[1082]  4- (3—F J—4— (Emph—8— P s P 22 J) A% FR e k) WIRWER —1 — 2 PRI T B (120ab) -

Q
(YY) oyl
[1083] Q/O\g»“\) ﬂg?

S
N
|

.

[1084] 'H NMR (400MHz,CDCl3) 8:1.4-1.9 (m,8H) ,2.1 (s,3H) ,3.2-3.8 (m,8H) ,5.1 (s, 1H) ,
7.0-7.2(m, 1) ,7.4 (m,3H) ,7.7 (m,1H) ,8.2 (m, 1H) ,8.2-8.4 (m,2H) ,9.1 (m, 11) ; HPLCZE [ .
97.4% ;s LCMS,m/z S J{E523.30 (M+1) .

[1085]  4- (3-HA Jt—4— (WEmbk—8— VT I 2a A) 21 FF R L) WRWR -1 2 IR A L liR (120ac) -
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[1086] O,c\n,@ O S:S,,o

[1087] H NMR(4OOMHZ,CDC13)6:0.9(m,1H),1.2—1.7(m,10H),2.1(s,3H),3.2—3.8(m,
8H) ,5.1(s,1H) ,7.0-7.4 (m,3H) ,7.6 (m,2H) ,8.1 (m, 1H) ,8.2-8.4 (m,2H) ,9.1 (m, 1H) ;HPLC
AT :99.0% ; LCMS ,m/z 52 MIME537.19 (1) ©.

[1088]  4- (3—FR Jk—4— (HE0bk—8— VT I 20 J25) 2R Y I AL) DR R — 1 R R S0 2 3 T e -3 2L
(120ad)-

Qg ,’O
1065 HU‘”’TW )KQ 5>

[1090]  'H NMR (400MHz ,DMSO—-de) :0.9 (m, 1H) ,1.2-1.7 (m,4H) ,2.1 (s,3H) ,3.2-3.8 (m,
8H) ,5.1(s,1H) ,7.0-7.4 (m,3H) ,7.6 (m,2H) ,8.3 (m,2H) ,8.6 (m,1H) ,9.1 (m, 1H) ; HPLCAE & .
92.9% ; LCMS,m/z S M{E510.31 (1) ©.

[1091]  4- (3—FF -4 (P Wbk —8— Tt 2l ) A R IS %) WR R —1 R R 1 - R R U BR T -
3-FEME (120ae) -

N o

[1092] /_N-/D/OYN\) v
7Y X

L

[1093]  'H NMR (400MHz,DMSO-ds) §:2.0 (s,3H) ,2.1 (s,3H) ,2.9 (m,4H) ,3.2-3.8 (m,8H) ,
5.1(s,1H) ,7.0-7.4 (m,3H) ,7.8 (m,2H) ,8.3 (m,2H) ,8.6 (m,1H) ,9.1 (m,1H) ,9.4 (s, 1H) ;
HPLCZEJE :92.0% ; LCMS ,m/zS2 I 524 . 05 (M+1) .

[1094]  4— (3—HA Jk—4— (W mbk—8— Vi 19 2 k) R FR IR L) WR MR —1— R 1 (DU UMk —2—J) HR
fig (120af) :

o) N\,?/lj:;]\cﬁfp
[1095] - N
A5 TR

[1096]  'H NMR (400MHz,CDC13) 8:1.1 (m,2H) ,1.8-2.0 (m,4H) ,2.1 (s,3H) ,2.9 (m,4H) ,3.2-
3.8(m,8H) ,5.1 (s, 1H) ,7.0-7.2 m,2H) ,7.2-7.4 (m,1H) ,7.6 (m,2H) ,8.0-8.4 (m,3H) ,9.1
(m, 1H) ;HPLCZEJ¥ : 99.40% ; LCMS ,m/zSE JME 539. 15 (M+1) .

[1097]  2-3R &2k 2 4~ (3—FF At —4— (W& Ik —8— I sk M e %) 2K FP I %) W s — 1 — R R i
(120ag) :
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(\NM\Q O 0
O N piie
[1098] ’E’ \') H

l 27

[1099]1  'H NMR (400MHz,CDC13) 8:1.2 (m,4H) ,1.4-1.6 (m,8H) ,2.0 (m,1H) ,2.1 (s,3H) ,3.2-
3.8(m,8H) ,5.1 (s,1H) ,7.0-7.2 (m,2H) ,7.2-7.4 (m, 1H) ,7.6 (m,2H) ,8.0-8.4 (m,3H) ,9.1
(m, 1H) s HPLCZE )% : 99.50% ; LCMS,m/z < {551 . 1 (M+1) *.

[1100]  4- (3—FF B —4- (MR Mph -8 A It 2 ) R P ISR 2L IR W — 1 — 4% % DU 0P ipg — 3 — L i
(120ah)-

o\,,o
[1101] ﬁ ?

[1102]  'H NMR (400MHz,CDC13) 8:2.0 (m,2H) ,2.2(s,3H) ,2.5(s,1H) ,3.2-3.8 (m,8H) ,4.0
(m,4H) ,5.1 (s, 1H) ,7.0-7.2 (m, 1H) ,7.2-7.4 (m,2H) ,7.6 (m,2H) ,8.0-8.4 (m,3H) ,9.1 (m,
1H) sHPLCZE S :99.50% ; LCMS,m/ 252 J{E 525 .05 (M+1) *.

[1103]  4- (3—F Fk—4— (W bk —8— VTl J3t 24 %) Ok F B %) R MR — 1 R IR 2- 34 ) 2k & B
(120ai) :

Q

o Bk

N”

[1105]  'H NMR (400MHz,CDC13) 6:2.0 (m,2H) ,2.2(s,3H) ,2.5(s,1H) ,3.2-3.8 (m,8H) ,4.0
(m,4H) ,5.1(s,1H) ,7.0-7.2(m,1H) ,7.2-7.4 (m,2H) ,7.6 (m,2H) ,8.0-8.4 (m,3H) ,9.1 (m,
1H) ;HPLCAE £ :99.50 % ; LOMS ,m/zSE ME525. 05 (M+1) *.

[1106]  N-(2-F-4- (4—ﬂttﬂ%$@%%ﬂiﬁﬂ$—l—¥ﬁ%) IR L) WEIR-8-TH L% (120a]) -

Oy 0
[1107] \M ﬁ ?

[1108]  'H NMR (400MHz,CDC13) 8:1.1 (m,7H) ,1.6-1.8 (m,5H) ,2.1 (s,3H) ,3.2-3.8 (m,8H) ,
4.7 (m,1H) ,7.0-7.2(m,2H) ,7.4-7.6 (m,3H) ,8.0-8.4 (m,3H) ,9.1 (m, 1H) ; HPLC%li J¥ .
99.60% ; LCMS ,m/z 3£ MHE 565 . 45 M+1) ©.

(11091 N- (2-%—4— (4 A FEWRIGE — 1 - ) 2% JE) nae bk -8ttt i (120ak) -
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[1110] %OKQ 3?

[1111]  'H NMR (400MHz ,DMSO-ds) §:3.2-3.8 (m,8H) ,7.0-7.2 (m,2H) ,7.4-7.6 (m,3H) ,8.0-
8.4 (m,3H) ,8.7 (m,3H) ,8.9 (m,1H) ,9.1 (m, 1H) ;HPLCZE)F :94.6% ; LCMS ,m/zSE J{E 520 . 25
M+1) "

(11121 N- Q- -4~ (- MABESE VR -1 PR L) 2R L) MEnbh-8 T Bk % (120al) -

[1113] @(Ok‘ 5>

[1114]1  'H NMR (400MHz,DMSO—ds) §:3.2-3.8 (m,8H) ,7.0-7.2 (m,2H) ,7.4-7.6 (m,3H) ,8.0-
8.4 (m,3H) ,8.7 (m,3H) ,8.9 (m, 1H) ,9.1 (m,1H) ,10.5(s 1H) sHPLCAEE:93.8% ; LCMS ,m/ 25K
ME518.46 (M+1) .

[1115]  N- Q- —4- (4- (MR -2 ) WRIR -1 - Bh) R I M nph—8 i iz (120am) -

o [ G 5

[1117]  'H NMR (400MHz ,DMSO-ds) §:3.2-3.8 (m,8H) ,7.0-7.4 (m,3H) ,7.6-7.8 (m,2H) ,8.0-
8.4 (m,2H) ,8.7 (m,3H) ,9.1 (m,1H) ,10.0 (s 1H) ;HPLCAL & :99.8% ; LCMS,m/z S {521 . 24
M+1) ",

[1118]  N-(4-(4- <2,6—:4ﬁiir‘f<EF' P AE) WRME — 1 P ) —2- 9 R Ak) MMk -8 TSt fiz (120an) -

\,,D
[1119] 3

[1120]  'H NMR (400MHz,DMSO-de) §:3.2-3.8 (m,8H) ,7.0-7.4 (m,3H) ,7.6-7.8 (m,5H) ,8.0-
8.4 (m,3H) ,9.1 (m,1H) ,10.0 (s, 1H) ;HPLCAE & :99.8% s LCMS,m/z L J{E555. 21 M+1) *.
[1121]  N-(4- (4= (3,4~ F AR FF L L) WRIRE -1 PR IL) —2-FR L) Mk —8-T Bt fiz (120a0) -

[ F o
F
N o, 0
[1122] \QYN\) v _
N

[1123]  'H NMR (400MHz ,DMSO—ds) §:3.2-3.8 (m,8H) ,7.0-7.4 (m,4H) ,7.6-7.8 (m,4H) ,8.0-
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8.4(m,2H) ,8.7 (m,1H) ,9.1 (m,1H) ,10.0 (s 1H) ;HPLCZE)¥ :97.9% ; LCMS,m/z L J{E 555 . 14
M+1) ™.
[1124]  N-Q-F-4- (- Q-F R F B WRME -1 -5 1) K 5L) M mk-8—T#fi %t i% (120ap) : 108

QYO*! 5)

[1126]  'H NMR (400MHz,CDCl3) §:3.2-3.8 (m,8H) ,7.0-7.2 m,3H) ,7.2-7.4 (m,4H) ,7.6-
7.8(m,2H) ,8.0-8.4 (m,2H) ,8.9 (s, 1H) ,9.1 (m, LH) ; HPLCZE & :97.8% ; LCMS ,m/ zSE JI{H
537.21 (1) *.

[1127]  N- (2—%\—4— (4= 2-TREE 2 BE L) WRNE -1 -k 3E) 2R L) k-8 -t % (120aq) :

[1128] N\)J\Q 5)

[1129]1  'H NMR (400MHz,CDC13) 6:2.4 (s, 2H) ,7.0-7.2 (m,3H) ,7.2-7.4 (m,4H) ,7.6-7.8 (m,
4H) ,8.0-8.4 (m,2H) ,9.1 (m, 1H) sHPLCZE)EF :98.4% ; LCMS,m/z5L M{E533.26 (M+1) *.

[1130] N-(2-%-4- (4- (2- A-F IR L) 2B IL) WR R —1 - R L) R IL) e bk — 8 —Tisk ok i
(120ar) :

O

O

v (\NJQO
P

[1132]  'H NMR (400MHz,CD3OD) 6:3.2-3.8 (m,8H) ,3.9 (s,2H) ,7.0-7.2 (m,4H) ,7.2-7.4 (m,
2H) ,7.6-7.8(m,3H) ,8.2(m,1H) ,8.4 (m,2H) ,9.1 (m, 1H) ;HPLCZEE:93.1% ; LCMS ,m/z <2
{E551.23 (M+1) "

[1133]  N- (-9 —4- (4- (2— (4-RR L) —2—F L TR I L) DR W — 1 — e k) DR L) ndmpk— 8Tk /Bt
iz (120as) :

[1134]

[1135]  'H NMR (400MHz,CDC13) 6:1.3 (s,6H) ,3.2-3.8 (m,8H) ,7.0-7.2 (m,3H) ,7.2-7.4 (m,
2H) ,7.6-7.8(m,3H) ,8.2(m, 1H) ,8.4 (m,2H) ,8.9(s,1H) ,9.1 (m, 1H) ;HPLCZE ¥ :98.3% ;
LCMS ,m/z S M{E 579. 22 (M+1) ©.

[1136]  N- (-9 —4— (4— (BEMR—-4—H k) WRWE -1 —B ) R JRR) bk -8 It i (120at) -
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owo
[1137] ﬁ ?

[1138]  'H NMR (400MHz ,DMSO-ds) §:3.2-3.8 (m,8H) ,7.0-7.2 (m,3H) ,7.2-7.4 (m,2H) ,7.6-
7.8 (m,3H) ,8.2 (m, 1H) ,8.9 (m,2H) ,9.0 (s, 1H) ,9.5(d, 1H) sHPLCA:91.6% ; LCMS ,m/ 23K
JE526.19 (M+1) *.

[1139]  N-(4- (4= (1,2, 3-8 Mk —4 - BE) R W — 1 - ) —2-F R AL ) e bk — 8 — 1tk Bk i
(120au) :

S
NI,\ ‘ \ ,,
[1140] Nj\“/ 3?

[1141] IH NMR (400MHz , DMSO—de) 6:3.2-3.8 (m,8H) ,7.0-7.2 (m,3H) ,7.6-7.8 (m,2H) ,8.2-
8.4 (m,3H) ,9.0 (m,1H) ,9.5 (s, 1H) sHPLCALF:91.6% ; LOMS ,m/zSZ JE526 . 19 (M+1) ©.
[1142]  4- (3-F—4- <ﬂ§ﬂﬂi—8—im%@%§xﬁ> JR ) WRR -1 R ER A CUliE (120av) -

D
[1143] O/ \“/N\))H{;O\jgj

[1144]  'H NMR (400MHz ,DMSO-ds) 8:1.2-1.8 (m,10H) ,3.2-3.8 (m,8H) ,4.8 (m, 1H) ,7.0-7.2
(m,2H) ,7.6-7.8 (m,3H) ,8.2 (m, 1H) ,8.2-8.4 (m,2H) ,8.9 (m, 1H) ,9.0 (s, 1H) ,9.5(d, 1H) ;
HPLCZEJE :91.6% ; LCMS ,m/zS2 I 526. 19 (M+1) .

[1145]  N-(2-5-4- (4-Lng B St BLIRIGE —1 -l ) ZR ) ek —8—Tifi i ik (120aw) -

2 NN v y
' O@a/,o
[1146] | Syt N ﬁfgj
{ A

[1147]  'H NMR (400MHz ,DMSO~ds) 8:3.2-3.8 (m,8H) ,7.0-7.2 (m,2H) ,7.6-7.8 (m,3H) ,8.2
(m,3H) ,8.2-8.4 (m,2H) ,8.9 (m,1H) ,9.0 (s, 1H) ,10.5 (s, 1H) ;HPLCAE [ :99.1% ; LCMS,m/
SEPES37.1 (D) 'L

[1148] N~ (-4~ (A-THL I FF IBERENRIE — 1 3 3) 23E) Mm-S T I (1 20ax)

[1149] @\(OJ\@\ \:’
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[1150]  'H NMR (400MHz ,DMSO-ds) 8:3.2-3.8 (m,8H) ,4.8 (s,1H) ,7.0-7.2 (m,2H) ,7.6-7.8
(m,3H) ,8.2 (m,3H) ,8.2-8.4 (m,2H) ,8.9 (m, 1H) ,9.0 (s,1H) ,10.5 (s, 1H) s HPLC%E &
98.1% s LCMS,m/zSE I 518.2 (1) ™.

[1151]  N-(4- (4- SR ARBE IR R —1 Bk 2 —3-FF S 2R L) k-8 Tt i (120ay) -

O OCH,

NF ] r/\N)i\@\ QO ,’O_
[1152] | SN P PN
5 H
‘ 2

[1153]  'H NMR (400MHz ,DMSO-ds) §:3.2-3.8 (m,8H) ,6.4 (m,1H) ,7.0-7.2 (m,2H) ,7.6-7.8
(m,2H) ,8.0 (m, 1H) ,8.2-8.4 (m,3H) ,8.8(s,1H) ,8.9(s,1H) ,9.0 (s, 1H) ;HPLCAL EF :95.0% ;
LCMS,m/zSE MME532. 2 (1) ™.

[1154]  N- (3-F A -4 (4- (6 J: e e Y G 8) WIR Vs — 1 — Bk k) JR L) nde bk — 8 —1idh Bt fie
(120az) :

| ( v’u@\o\\gp
[1155] | N A N7
5 H
N
I A

[1156]  'H NMR (400MHz ,CDsOD) 8:2.2 (s, 3H) ,3.2-3.8 (m,8H) ,3.9(s,3H) ,6.7 (m,3H) ,7.2
(m, 2H) ,7.6-7.8 (m,3H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,9.0 (s, LH) ;HPLCAIi & : 98.8% ; LCMS,
m/z S M{E546. 2 (M+1) .

[1157]  N-(4- (4— (3-F ML FF I L) Wk Mg — L — e k) —3— FP 4 ik OR k) e ik — 8 — i 5 fi
(120ba) :

O ObH,

“ F(\NJH@O 0
(s8] | N g
s H
N
I/;

[1159]1  'H NMR (400MHz ,DMSO-ds)) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.7-7.0 (m,3H) ,7.2 (m,
2H) ,7.6-7.8 (m,3H) ,8.1 (s, 1H) ,8.4 (m,2H) ,9.0 (s, 1H) ; HPLCA /% :98.8% ; LCMS ,m/ z5Z
{E550.2 (M+1) "

[1160]  N-(4- (4- (5-FML BE FF ML JE) WR e — 1 — Fe k) —3— 4 DR k) Wl bk — 8 — Tt S fi
(120bb)

[1161] \O\‘( ?

[1162] 1H NMR (400MHz ,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.7-7.0 (m,3H) ,7.2 (m,2H) ,

OCH3

O

IZQ
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7.6-7.8(m,3H) ,8.1(s,1H),8.4(m,1H) ,9.0(s,1H) ,9.3(s,1H) ,10.5(s,1H) ;HPLCZE S .
98.9% ; LCMS ,m/z5Z J{E550. 2 (M+1) "

[1163]  N- B-FFHEI-4- (4- (5 (= L) e Bk 2L) WRME -1 —Fi k) JR3E) M npk—8 T it
fi&z (120bc) -

F3C.

[1164] e N o8
o H
N

! e

[1165]  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.6-6.9 (m,3H) ,7.2 (m,2H) ,

7.6-7.8(m,3H) ,8.2-8.4 (m,2H) ,8.9 (m,1H) ,9.0 (s, 1H) ;HPLCAEF :99.2% ; LCMS,m/z 52l
{E600.3 (M+1) .

[1166]  N-(4- (4- (G—FMHBE L) WRIE -1 B L) —3—F S B R JE) nde k-8~ Bt ik (120bd) -

O OCH;

l/\k@ \‘,

[1167] | p s N 8

g H ] |
N .
l/

[1168]  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9(s,3H) ,6.4 (m,1H) ,7.0 (m,2H) ,7.6
(m,3H) ,8.0 (m,1H) ,8.2-8.6 (m,4H) ,9.1 (m, 1H) ;HPLCAE ¥ :99.5% ; LCMS,m/zSEM{E 550. 3
M+1) ",

[1169]  N-(4- (4— (- MHME ) WRR -1 - J) —3—FR 2l FE R IL) Wbk -8 T Bt fiz (120be)

OCH;

[1170] O 3

cl
]/

[1171]1  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,7.0 (m,2H) ,7.6
(m,3H) ,8.0 (m,1H) ,8.2-8.4 (m,2H) ,8.6-8.8 (m,2H) ,9.1 (m, 1H) ;HPLCZE & :98.2% ; LCMS,
m/zSZM{E566. 25 (M+1) .

[1172]  N-(4- (4— B3R MR BE L) WRWE —1 — Bk HL) —3-FR 4 B O L) ek —8 Tt fie (120bf) -

2

O OCHy
Qw SRty ;
[1173] 4
H 3
.l‘/

[11741  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,7.0 (m,2H) ,7.6
(m,3H) ,8.0 (m,1H) ,8.2-8.4 (m,2H) ,8.6-8.8 (m,2H) ,9.1 (m, 1 H) ; HPLCZE ¥ :98.9% ; LCMS,
m/zSZ A 550. 35 (M+1) .

[1175]  N-(4- (4- (5-SUAHBLIL) WRME -1 —F Hk) —3—FF S B 2R L) e mpk—8 Tt 9 i (120bg) -
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‘ @ JL]:i:L\o\
[176] g A S e
o H I‘ l
N
‘/

[1177]  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s, 3H) ,6.4 (m, 1H) ,7.0 (m,2H) ,7.3
(m,2H) ,7.6 (m,2H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,8.6-8.8 (m,2H) ,9.1 (m, L H) ;HPLCA & .
98.5% s LCMS,m/zSE {566 3 (1) ™.

[1178]  N- (3-F&HE-4- (4- (4- (L) JRBE L) WRR -1 B Ak) R J) W bk — 8Tk I ik
(120bh)

O OCH,
0,0
[1179]

T

[1180]  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s, 3H) ,6.4 (m, 1H) ,7.0 (m,2H) ,7.6
(m,2H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,8.4-8.6 (m,2H) ,8.9 (m, 1H) ,9.1 (m, 1H) ;HPLCZEJ .
90.6% ; LCMS,m/z 3L I{E600.35 (1) ©.

[1181]  N-(3-F& H-4- (4~ J:IE;EEEH)L’%H% 1 —$R ) R 3E) Wbk —S Tk i (120b1) -

¥
a1

OCH;

[1182] QJW‘/OO Q

=

[1183]  'H NMR (400MHz,CDCl3) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,7.0 (m,2H) ,7.2-
7.6 (m,3H) ,8.0 (m,1H) ,8.2-8.4 (m,2H) ,8.6-8.6 (m,2H) ,8.9 (m,1H) ,9.1 (m, 1H) ; HPLCAE & .
96.5% ; LCMS,m/zSEJ{E532.35 (M+1) .

[1184]  N-(4- (4- (5—SUML WE FF B Ik ) WR W — 1 — Fhe k) —3— P 4, DR k) Wl Wbk — 8 — Tk S fi
(120b3j) :

sUsast

[1185] ’\Nl N A S
I H
l“

[1186]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.0 (m,2H) ,7.6-
7.8(m,4H) ,8.0 (m, 1H) ,8.2-8.4 (m,3H) ,9.1 (m, 1H) ;HPLCZE & :92.08% ; LCMS ,m/z SE P {E
566.3 (M+1) ".
[1187]  N- (3-F & H—4- (4- (3— (= FF 8) Wb gt P 9 268) IR W — 1 — e k) TR W ik —8 T 1%
& (120bKk) -
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46 “J\@ o0
[1188] \N N\) N‘S .
a H [ !
C N :
l Z

[1189]  'H NMR (400MHz,CDCl3) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,7.0 (m,2H) ,7.6-
7.8 (m,3H) ,8.0 (m, 1H) ,8.2-8.4 (m, 2H) ,8.8 (m, 1H) ,9.1 (m, 1H) ;HPLCZE i :92.08% ; LCMS,
m/z 5L M{E566.3 M+1) .

[1190]  N- (3-F&HE-4- (4- 2- (= AL MBS WRR —1-FiAk) L) W bk — 8T I iz
(120b1) :

PPN
[1191] &@SSO

€Fy O N
L.

B

[1192]1  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.0 (m,2H) ,7.6-
7.8 (m,4H) ,8.0 (m,1H) ,8.2-8.4 (m, 2H) ,8.8 (m, 1H) ,9.1 (m, 1H) ;HPLCAE & :96.5% ; LCMS,m/
72 600.3 (M+1) *.

[1193]  N- (3-FR Ak —4— (4— (3 A J2 e ORI 2 ) WIR WG — 1 — Bl Ak ) DR k) e Wbk — 8 — it It Jig
(120bm) :

O OCH

N N .
| Q\w,.o
[1194] @\WN\/J ﬁ,S
QCHO T
t .

[1195]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,7.0 (m,3H) ,7.6-
7.8 (m,3H) ,8.0 (m,1H) ,8.2-8.4 (m,2H) ,8.8 (m, 1H) ,9.1 (m, IH) ;HPLCZE ¥ :93.2% ; LCMS,m/
22 IMES62. 3 (M+1) .

[1196]  N- (3-FF 4 Bk —4— (4— (2—FP 408 S ORI 26 ) WIR Wk — 1 — Bl ) O D) e ik — 8 — T I fi
(120bn) :

OCH; O OCHs
N/ I r/\N O\\ //o
(11971 | AN v O
Q N
! S
L ¥,

[1198]1  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.0 (m,3H) ,7.6-
7.8 (m,2H) ,8.0 (m,1H) ,8.2-8.4 (m,3H) ,8.8(m,1H) ,9.1 (m, 1H) ;HPLCZEJE :98.5% ; LCMS,m/
22 PIMES62. 4 (M+1) .

[1199]  N- (3-F 4 HE—4- (4- (bR -2 JE) WMk —1 e k) 2R L) Wbk —8—Tidki ¥ iz (120Dbo) -
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[1201]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.0 (m,2H) ,7.6-
7.8 (m,2H) ,8.0 (m,1H) ,8.2-8.4 (m,4H) ,9.1 (s, 1H) ,9.2 (s, 1H) ;HPLCAE & :98.9% ; LCMS,m/
2 PME533.1 (M+1) ©.

[1202]  N-(4- (4- -5 —3-F B R R B J8) WRWGR — 1 - Bl ) —3— PP S 2 DR ) nde b — 8Tl Bk
% (120bp) :

-

O QCHy

I!/\NJ\‘Q\ Be
[1203] choN\/' ﬁ85>
"
L~

F O

[1204]  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,4.0(s,3H) ,6.4 (m,1H) ,7.0
(HI,BH) ,7.2(11’1,2[‘1) ,7.6(IH,2H) 78.0(m71H) 78.4(m72H) 79.1(S’IH) ;HPLCZ@E:gg-B%;
LCMS,m/z 5K HUE579. 2 (+L) ™.

[1205]  N-(4- (4- Q-G R F Bt L) WRMR —1 - JE) —3-FF S LR ) bk -8 Tk i (120bq) -
O DCHy
‘ANJ‘ o
[1206] %N\) O ; \]g;
i S

[1207]  'H NMR (400MHz,CDCl3) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.2-7.4 (m,6H) ,
8.8 (m,1H) ,8.0 (m,3H) ,8.6(s,1H) ,9.1 (s, 1H) ;HPLCAE ¥ :99.5% ; LCMS,m/zSZ M{E549. 2 (M
+1) 7.

[1208]  N-(4-(4- (2, 3— G R Y I %) WIR W — 1 — Bk k) —3— R 4 ik DR k) e bk — 8 — ik [k i
(120br) :

[1209] F/@r'\) HZS’?
l P

[1210]  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.0-7.4 (m,5H) ,
7.6 (m,2H) ,8.0 (m,1H) ,8.4 (m,2H) ,8.6 (s, 1H) ,9.1 (s, 1H) ;HPLCZE ¥ :96.1% ; LCMS ,m/z5E
JES67.1 (1) *.

(1211 N- (4= (4- (3,4 5 R B B ) WIR W — 1 — Bl k) —3— R 4, ik DR k) e bk — 8 — Tk 5k i
(120bs) :
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[1212] FN\) N:\S/,
©] H
L~
[1213]  'H NMR (400MHz,CDCl3) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, LH) ,7.0-7.4 (m,5H) ,

7.6 (m,2H) ,8.0 (m, 1H) ,8.4 (m,2H) ,8.6 (s,1H) ,9.1 (s, 1H) ;HPLCAl & . 98.9% ; LCMS ,m/z5Z
J{E567.1 (M+1) .

[1214]  N-(4- (4-(2,6- @A H B JE) WRIGE -1 - B k) —3— FR A 2k O 25 e ik — 8Tt 5t fi
(120bt) :
( O  QCH;
] I/\Nk‘\o\,,o
[1215] N\) ' "
F o H Ej
N
‘ o
[1216]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.0-7.4 (m,4H) ,
7.6 (m,3H) ,8.0 (m,1H) ,8.4 (m,2H) ,9.1 (s, 1H) sHPLCAE & :98.4% ; LCMS,m/z 5L M 567.0 (M
+1) ",
[1217]  N- 3-H 4 34— (4- QIR IEL L BEFL) WRIE -1 R FL) IR L) Ik -8—1# I i (120bu) -
( Q  OCH,
Sasty:
[1218] N
N
' L
[12191  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,7.0 (m,2H) ,7.2—

7.4 (m,5H) ,7.6 (m,2H) ,8.0 (m, 1H) ,8.4 (m,2H) ,9.1 (s, 1H) sHPLCAE & :99.7% ; LCMS ,m/ 25K
ME545.2 (M+1) *.

[1220]  N- (3-FA A -4- (4~ - (4= (P L) REL) LB WRME -1 -FiR3E) FRAE) k-8
Tt % (120bv) :

0 CCHy
(\Njk@()\ 0
[1221] mN\) S
Fa™™™ 0 H N ‘
[1222]  'H NMR (400Miz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,7.0 (m,3H) , 7.2~

7.4(1'[1,21‘1) ,7.6<m’3H) ’8.0<m71H> ,8.4(I1’1,2H) ,8.6(SylH> ’9.1(8,1H> :HPLC?@gzgg.l%;
LCMS,m/zSE A 613. 1 (M+1) ™.

[1223]
(120bw) :

N- (3—FR 28k —4— (4— (2- A L -2 JR JL P I ) WIR W —1 -l Jk) 3L ) ek — 8 — i P9 i
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[1224]

[1225]  'H NMR (400MHz,CDCl3) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,6.9-7.0 (m,2H) ,
7.2-7.4(m,4H) ,7.6 (m,2H) ,8.0 (m,1H) ,8.4 (m,2H) ,8.6 (s, 1H) ,9.1 (s, 1H) ;HPLCZE & .
95.3% s LCMS,m/zSE I 573.45 (M+1) ™.

[1226]  N-(4- (4- (2— (4-R L) —2— L P I ) Wk s —1 - L) —3—FR Al B R L) k-8
TEER%Z (120bx) -

[1227]

[1228]  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,6.9-7.2 (m,5H) ,
7.6 (m,2H) ,8.0 (m,1H) ,8.4 (m,2H) ,8.6 (s, 1H) ,9.1 (s, 1H) sHPLCAE & :99.1% ; LCMS ,m/z 5L
JME591.3 (M+1) *.

[1229]  N-(4-(4- (1,2, 3-MEE Mk —4—HR JL) WR MR — 1 — B k) —3—FR 2 O Ot e bk — 8 — Tk P e
(120by) :

M= \/\NJH@\O\,O
[1230] S\)\rN\) 3

[1231]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m, 1H) ,6.9-7.2 (m,2H) ,
7.6 (m,2H) ,8.0 (m, 1H) ,8.4 (m,2H) ,8.6 (s, 1H) ,9.1 (n, 1H) ;HPLCZE S :99.0% ; LCMS ,m/7 5K
MME539.3 (M+1) .

[1232]  N- (3-F 4l k4 (4 (HEME—4—F FE) WRME -1 -Fi ) JR ) Membk—8 -t i (120b2z) -

O OcHs
AN N 0,0
S N )k©\ oA
[1233] \)\g/ A \
N

!

[1234]1  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.4 (m,1H) ,6.9-7.2 (m, 2H) ,
7.6 (m,2H) ,8.0 (m,1H) ,8.4 (m,1H) ,8.6 (s, 1H) ,8.8(s,1H) ,9.1 (m, 1H) ;HPLCZL J&:99.6% ;
LCMS,m/z 52 M{E538. 3 (M+1) *.

[1235]  4— (2—F 4 B —4— (P Wbk — 8 — MV Tk I 2 J25) R H I k) Wk W — 1 8% R 2 - 3 [ Ak U I
(120ca) :
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N 0,0
[1236] P %

[1237]  'H NMR (400MHz,CDC13) 8:1.2 (m,4H) ,1.6 (m,8H) ,3.2-3.8 (m,8H) ,3.9 (s,3H) ,4.7
(m,1H) ,6.4 (m,1H) ,6.9-7.2 (m,2H) ,7.6 (m,2H) ,8.0 (m,1H) ,8.4 (m,1H) ,8.6 (s, 1H) ,8.8 (s,
1H) ,9.1 (m, 1H) ;HPLCAL [ :99.8% ; LCMS,m/z S JIME567. 1 (M+1) *.

[1238]  4- (2-FR 44— (M mh—8— P T I 0 ) R R I k) WIR e — 1 —R 1R /Y kP — 3 — L B
(120cb) :

O OCH3

N
|

r/\ g, ;0
s N’S
H

o

[1239] O N
Y

[1240]  'H NMR (400MHz,CDC13) 6:2.0 (m,2H) ,2.2 (m, 1H) ,3.0-3.6 (m,4H) ,3.2-3.8 (m,8H) ,
3.9(s,3H) ,5.2(s,1H) ,6.4 (m, 1H) ,6.9-7.2 (m,2H) ,7.6 (m,2H) ,8.0 (m,1H) ,8.4 (m,1H) ,8.6
(s,1H) ,8.8(s,1H) ,9.1 (m, 1H) sHPLCZEE : 96.2% ;s LOMS,m/z 3L J{EH41. 05 (M+1) ©.

(12411 4- 2-F 52 -4- (M-8R B ) 25 FF B IR -1 R IR 2 -3 4 2B
(120ce) :

(\N)ﬁ\o\,o
[1242] P NS 37

[1243]1  'H NMR (400MHz,CDC13) 8:1.2 (m, 1OH) ,1.6-1.8 (m,4H) ,3.2-3.8 (m,8H) ,3.9 (s,
3H) ,4.7 (s, 1H) ,6.4 (m,1H) ,6.9-7.0 (m,2H) ,7.6 (m,2H) ,8.0 (m, 11) ,8.2-8.4 (m,2H) ,8.6
(s,1H) ,9.1 (n, [H) sHPLCZALE :97.7% ; LCMS ,m/zSZ {E 581 .4 (M+1) *.

[1244]  N- (2-F 40 FE -4 (4- (6 FP L AL IE P 96 E) WRIG8 — 1 - Bl ) R k) e Wbk —8 —Tigk 1 fi
(120cd) :

[1245] N

[1246]  'H NMR (400MHz,CDC13) 8:2.1 (s,3H) ,3.2-3.8 m,8H) ,3.9(s,3H) ,6.7 (s, 1H) ,6.9
(m,1H) ,7.2(m,1H) ,7.4-7.8 (m,5H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,8.8 (s, 1H) ,9.1 (m, 1H) ;
HPLCZE % : 99.6% ; LOMS ,m/ 2S£ {546 . 3 (M+1) .

[1247]  N- Q-FAHE-4- (4- G- (S HUF 5L) kg B L) WRIGE - 1 - FRHE) 2R RL) Memph -1 i
iz (120ce) :
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(\ 0, 0
[1248] ny \/J DR
oFs O ccH,” h&?
L
[1249] "H NMR (400MHz ,CDC13) 6:3.2-3.8 (m,8H) ,3.9(s,3H) ,6.7(s,1H) ,6.9(m,1H) ,7.4-

252 E600.3 (1) *.

[1250]  N-(4- (4— (3-SR ML 0 FF B L) WR MR — 1 — e k) —2— R 4 R O ) e ik — 8 — T /B fi
(120cf)
l/\“‘ 0,0
[1251] (I(N\/' S
OCHEH?
[1252]  'H NMR (400MHz,CDCl3) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.4-7.7 (m,5H) ,

8.0 (m,2H) ,8.2-8.4 (m,2H) ,8.8(s,1H) ,9.1 (m, 1H) ;HPLC4E ¥ :99.8% ; LCMS ,m/z 52 J{H
550.3 (M+1) ".

[1253]  N- Q-F4EH-4- (4 6~ (CHF L) mhng B L) RS -1 -F L) JREL) k-8 i
Jl (120cg) -
O
e - ; 0.0
[1254] » JH@NT‘SI’
o ook, ?

N

I P4
[1255]  'H NMR (400MHz ,CDC13) 6:3.2-3.8 (m,8H) ,3.9(s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,4H) ,

8.0 (m,2H) ,8.2-8.4 (m,2H) ,8.8(s,1H) ,8.9 (m, 1H) ,9.1 (m, 1H) ; HPLCZE ¥ :99.6 % ; LCMS ,m/
2SEPIME600.3 (M+1) ©.

[1256]  N- (4— (4- (5—E ML i FF IE 22 ) WR MR — 1 -k L) —2— HP 4 i ORI ) e bk — 8 — 1 It i
(120ch) :
- 0
[1257] O\W\) ; _
ook | A A
|_/
[1258]  'H NMR (400MHz,CDCls) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,5H) ,

8.0 (m,1H) ,8.2-8.4 (m,2H) ,8.8 (s, 1H) ,8.9 (m, 1H) ,9.1 (m, 1H) s HPLCZ % :99.3% ; LCMS,m/
252 I 566.3 (M+1) *.

[1259]  N-(4- (4— (5-F ML g 5 EE L) WR R — 1 -3 k) —2— FF 480 L R k) 1 bk — 8 — Tk Jk fie
(120ci) :
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[1260]

[1261]1  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,5H) ,
8.0 (m,1H) ,8.2-8.4 (m,3H) ,8.8 (s, H),9.1 (m, LH) sHPLCZH¥:99.4% ; LCMS,m/z SZ JE
550.3 (+1) "

[1262]  N- (2-H 42 -4- (4= (4= (T 55 MHBLEL) WRIGE — 1 —FR k) R Ik) I -8 T B ik
(120c]) :

( (@]
N A -
L ) 00
[1263] | S N N

CFs O OcH; "
}

v

X,

[1264]1  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,41) ,
8.2-8.4(m,2H) ,8.6 (s, 1H) ,8.8 (m,2H) ,9.1 (m, LH) sHPLCZH¥:99.9% ; LCMS,m/z SZ JE
600.3 (M+1) "

[1265]  N= (4= (4= (5-SUMHIBERL) WRWR —1 —F k) —2- 1 S R 0) e -8~ (120ck)

< | NS 0, 0
[1266] | oot NS O
b H

[1267]1  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,4H) ,
8.0 (m,1H) ,8.4-8.6 (m,2H) ,8.7 (s,1H) ,8.8(s,1H) ,9.1 (m, 1H) s HPLCAL ¥ :95.7% ; LCMS ,m/
7S 566.3 (M+1) *.

[1268]  N-(4- (4— (53R MR L) WR MR —1 e k) —2—FP A R DR L) m bk —8 Tl 9t i (120c¢1)

1 N o0
[1269] PN NS S

[1270]  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,4H) ,
8.0 (m,1H) ,8.4-8.6 (m,2H) ,8.7 (s,1H) ,8.8 (s, 1H) ,9.1 (m, 1H) ;HPLCAL & :89.4% ; LCMS,m/
2L IME550.3 (M+1) ©.

[1271]  N-(4- (4- G- S MHBE L) R —1 -3k AL —2-F 4 B R L) bk —8 Tt fik (120cm) -
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[1272] N ?
H

.

[1273]  'H NMR (400MHz,CDCl3) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,3H) ,
8.0 (m,1H) ,8.4-8.6 (m,4H) ,8.9 (s, 1H) ,9.1 (m, 1H) ; HPLCZ /% :98.5% ; LCMS ,m/ zSZ JI{H
566.3 (1) *.

[1274]  N-(4- (4- Q- e MHBE L) DRI —1 —Fk B2) —2-F 4 B O O ek —8 Tt fie (120cn) -

N"' l '/I\N v o\\ (/O
[1275] S N A 5
FoQ H

[1276]  'H NMR (400MHz,CDC13) §:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9 (m,2H) ,7.6-7.8 (m,4H) ,
8.0 (m,1H) ,8.4-8.6 (m,3H) ,8.9(s,1H) ,9.1 (m, 1H) ;HPLCAE & :94.9% ; LCMS ,m/z SZI{H
550.3 (M+1) ".

[1277]  N- (2- R4 -4 (4— (29 05 e ORI 6 ) IR R — 1 — Bl k) i k) ek — 8 — T IS5t fi
(120co) :

( OCH;3 o
NS N’ '
I g O‘\,’O
[1278] Q(N\) e
Q OCH;3 N ?
L

[1279]  'H NMR (400MHz,CDCl3) 8:3.2-3.8 (m,8H) ,3.8(s,3H) ,3.9 (s,3H) ,6.6-6.9 (m,4H) ,
7.6-7.8 (m,3H) ,8.0 (m,1H) ,8.2-8.4 (m,3H) ,8.9(s,1H) ,9.1 (m, 1H) ;HPLCAL )& :97.3% ;
LCMS ,m/z 5L MI{E562. 3 (M+1) ™.

[1280]  N- 2-FA -4 (4- (2— (o ) MR ) WR s —1 B k) DR E) 1 bk — 8 —Togd 9t fie
(1200p)-

o} _,/O
[1281] N
CFy O H

OCH;

i
P

[1282]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.6 (s,1H) ,6.9 (m,1H) ,7.6-
7.8 (m,5H) ,8.0 (m,1H) ,8.2-8.4 (m,2H) ,8.9 (s, 1H) ,9.1 (m, 1H) sHPLCZEJE:99.7% ; LCMS,m/
252 JIME600. 3 (M+1) .

[1283] N- (2-F L -4- (4— (2 F S 2 MR AL ) IR W — 1 — Bl L) 2R L) e bk — 8 — T 8 ik
(120cq) :
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[1284]

Q

N
#

he

g

OCHO OCHy "
|

TZ

o

[1285]  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.8(s,3H) ,3.9(s,3H) ,6.6 (s,1H) ,6.9
(m,1H) ,7.6-7.8 (m,4H) ,8.0 (m,1H) ,8.2-8.4 (m,3H) ,8.9 (s,1H) ,9.1 (m, 1H) ;HPLCZL)Z .
99.8% ; LCMS,m/z 3L JME562.4 (1) ©.

[1286]  4— (3-FF 4L FE -4 (W Ibk—8— TV R Bt L) % FPY BRI Wk 1B — 1 — YR IR VY Ik e — 3L
(120cr) :

A~ oo
[1287] OTN\)I\QQ‘S O
N

[1288]  'H NMR (400MHz,CDC13) 6:2.2 (m,2H) ,3.2-3.8 (m,8H) ,3.9 (s, 3H) ,4.0 (m,2H) ,5.0
(m, 1H) ,6.9 (m,2H) ,7.6-7.8 (m,3H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,9.1 (m, H) ;HPLCA )i .
98.1% ; LCMS ,m/zSZMAE 541 .0 (M+1) ",

[1289]  4— (3—HH %8 24— (MM -8 Tk I8 2 ) 7R FP e 28) MR W — 1 -2 i (VU Wk i —2—22)
G (120cs) -

| N o
[1290] @OTN\) =

[1291]1  'H NMR (400MHz,CDC13) 8:1.2 (m,2H) ,1.2 (m,2H) ,1.6 (m,1H) ,2.0 (m,2H) ,3.2-3.8
(m,8H) ,3.9(s,3H) ,4.0 (m,2H) ,6.9-7.0 (m,2H) ,7.6-7.8 (m,3H) ,8.0 (m, 1H) ,8.2-8.4 (m,
2H) ,9.1 (m, 1H) s HPLCZHE :99.0% ; LOMS ,m/z L M 555. 1 (M+1) .

[1292]  4- (3—F 4 Jk —4— (W bk — 8 — IV ik Pk % %) 2R FP Wi %) WIR Mg — 1 — R IR 2 - A Lk 2L i
(120ct) :

(]

(N Q, 0
w S8

O N P
T RS
o OCHy "
|'

NP

X

[1294]  'H NMR (400MHz,CDC13) 8:1.2 (m,6H) ,1.6 (m,12H) ,2.0 (m,2H) ,3.2-3.8 (m,8H) ,3.9
(s,3H) ,4.0 (m,2H) ,6.9-7.0 (m,2H) ,7.6-7.8 (m,3H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,9.1 (m,
1H) s HPLCZEJE :99.0% ; LCMS,m/z 52 M{E 589 . 1 (M+1) ~.

[1295]  4- (3- 15 Ak —4— (P Pk - 8- Tkt B 2 ) 26 P L) DR R — 1 R IR 2-FF L 2k L B
(120cu) :
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o]

N e

[1296] o N\,,1JL7:;:1\N,S
ol RS »e
_ o

[1297]1  'H NMR (400MHz,CDC13) 8:1.0 (m,2H) ,1.2 (m,6H) ,1.6 (m,6H) ,3.2-3.8 (m,8H) ,3.9
(s,3H) ,4.6 (m,1H) ,6.9-7.0 (m,2H) ,7.6-7.8 (m,3H) ,8.0 (m, 1H) ,8.2-8.4 (m,2H) ,9.1 (m,
1H) s HPLCAE )% : 98.3% ; LCMS, m/z < M 581 .4 (M+1) *.

[1298]  EAG3- =3 LB 3 =90 U A R FE IR [ WR R AT A= M) B

[1299]  iFE18

o= £y Nale DM B nmaoasm JENE W
Mo ’“i”‘% PSR — S § P &h !
[ T W greemntsmin b S 0§ ) @it s wooereen B8 Mg
Mgt Sonst sisoe G 5 wooe ™

B s 6F, D0F,
L 121 22 123
[1300] . ?;N}%m" o

H N s

£ncs OB WO g Ao

DEREA, ORE s 2 N\L S S, HOBY

RY, 6 he “”?' 7 § =y STy oeeaow
p—— ? N R L e
2, MROM §HRS ;E; R Y, e

A28

[1301] A At lER% 1 2210 — AR 7 : TO°C AR R AR NI FZ 121 (30. 3mmol) 7EDME (20m1
pergm) FH K FERE VAR A UM S ALEN (90.9mmo1) , ZERTHEHE 10min o SR J5 T-0 C 5 e mk—8 Ttk
5489 (8.94gm, 39. 4mmo 1) fINZ S RLVR A4 o 44 AT A3 VR A W) AERT EHiE #1 16h o [ 245 3 5 , 78
TR T 22 KBB4V 77 I ) FH VKK —EtOACTR & A5 F% , FNaHPOL M AV B pHFT 2
7.0 385 AL BT EtOACH , FHZKRA Eh 7K e ik , 2B R AN T8  7E 980K R BR 253877 Fr {5
Fr= 80%) AT H— DAtk n] T+ —H 5%,

[1302] & plK =1 230 — M RE 7« TRT VAR 2SR T M BER% 122 (22 4mmo) 7E THF
THo0 (15 1) VA VBN N[ A L1 OH (9. 4gm, 224mmo 1) o R i B VAR 11 37 6h o N 25 T )
W NAR AW 28R BRI (2 X 100m1) B 3R 8Pk 2% 57 o AT BR VA TRER (L /K 2 (pH
4) REPTAF VT E 2, ATl 5 ORI Z8 IR IR E K TR K B 5 844 (80 %) AN
T Ll LBI AT H T R — B 5

[1303] & Rl i 1 2408 — MR 7 45 EDCT (3.8g,19. 8mmo1) FIHOBT (2.67g,19.8mmol) J
%123 (19. 8mmo ) 75 FE 7K DME 1) iR IA T A5 TR A I IR S B 220°C L U 7RSSR
AIADIPEA (11m1,59.45mmol) , ¥4 FrfSiE M GBI £ B HE30min S8 5 T0°C A
Boc-WRkHz (3.68g,19.8mmol) o 48 Ji i [ BV A W07 22 i, Pt 0 o IR ML A5 RS 5 B R L
TREW FIKFRE, R L BEAEER (3 X 70m1) o KA HLZ FI/K e (3 X50m1) , 2 T /KAt FR 4
T, 1b P8, E WL 78 R ARG » 19 BIRL =) o i AR L3 (60-120%E K 5 2% MeOH-DCM) 2k
AL, 458 3 R K 2 [ A2CIR (6 28 72 M)Boc—125 (8. 0g,82%) , 4 H TRTH I EEHC
(100m1) &3 2h . Boc—HE [ 56 A Wi 34 Ji , 7EAIC R N B 59 77, 19 B 9HCL R 26 74« FH 2. Tk
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Vi I KW, FANaHCOs (pH 10) Bk SR 5 BT 75 7= ) 9 B & R W BR R B T2 7KNa2 S04
T8, AEARE N B VA ), 3 B0 K A i 4R 0 2 125 (6. 08,95 %) o

[1304] A R Bt RE 1 25a-gi — M F2 % 4 EDCT (48mg,0.2525mmo1) FIHOBT (34mg,
0.2525mmo1) 1% Ar—COOH (0. 2525mmo 1) ££ 55 7K DMF A [ $i 1 V4 W o KR S IR 520
'C, 7R 2S5 S IINDIPEA (13911 ,0. 7575mmol) , K i3 vA v (8% 2 V2 78 2 iR P bk
30min.#AJ5 T 0 CHIAJE124 (100mg,0.2525mmo1) o F8 Ji#s e BVR & P 2 =, kit 4
RN R G 5 NI A KB, , FH B CERAEEL (3 X 15m1) o 45 HLZ A K e (3 X
10m1) , & To/KBRER N1, 1L 08, 22 B A% 28 ARG , 49 BIRL 40 o 25 A £ 1% V2 B o) % 2
HPLCAEAVAEL ™ ¥, 3RAFUL 2 F52-70 % I 267 1)

[1305]  N-(4- (4- SR URBE IR G -1 Bk 2) —2— (U R 2 JRJEL) M-8 i i (125a) -

O
v ‘ (\\N | Oa\ \/IO
[1306] | SNAANA WS
H
o s

[1307]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,7.2 m,2H) ,7.4-7.7 (m,4H) ,8.0 (m, 2H) ,
8.4-8.8(m,4H) ,9.1 (m, 1H) ; HPLCZEE:99.0% ; LCMS,m/z 2 M{E570.1 (M+1) *.
[1308]  N- (4— (4—MHEEFENRIE 1 - 3E) —2— (Zq FF 38) oK FL) Memk—-8—Tik e fiz (125b) -

N p
[1309] %Q J\'@iﬁs’p
o H ] ]
l o

[1310]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,7.2 (m,2H) ,7.4-7.9 (m,5H) ,8.0-8.4 (m,
2H) ,8.4-8.8 (m,3H) ,9.1 (m, 1H) ;HPLCAE)JE :98.4% ; LCMS,m/z L MME570. 1 (M+1) *.

[1311]  N- (4= (4- (LR -2 AL) WR MR — 1 — PR HL) —2— (0 FF k) R L) e bk —8 — Tk J8t e
(125¢) :

[1312] ]\”'I/\Nk@ éj

[1313]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,7.4-7.9 (m,5H) ,8.0-8.4 (m,2H) ,8.4-
8.8 (m,3H) ,9.1 (m,2H) s HPLCAE & :90.0% ; LCMS,m/z=Z J{E571. 1 (M+1) *.

[1314]  N-(4- (4~ (2,6 5 F B WRE-1-FrIL) —2— (5 B L) R L) k-8 T i i
(125d) :
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[1315]

[1316]

oo %

'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,7.0 (m,1H) ,7.2-7.9 (m,6H) ,8.2-8.8 (m,

3H) ,9.1 (m, 2H) ;HPLCZEE :90.0% ; LCMS,m/zSZ B 571 .1 (M+1) *.

[1317]  N-(4- (4- Q-F-3-FF SE FE R B L) WRME -1 38 —2— (S 3E) R 3E) e nph—8—
TEERZ (125€) -
OCH, e
o
TN o0
[1318] NS AN
o oFy
N
{ S
[1319]1  'H NMR (400MHz,CDC13) 8:3.2-3.8 (m,8H) ,3.9 (s,3H) ,6.9-7.2 (m,2H) ,7.4-7.9 (m,

5H) ,8.0-8.6 (m,3H) ,9.1 (m,2H) ;HPLCAE)¥ :99.0% ; LCMS,m/zE B 617.1 (M+1) *.

[1320]  N-(4-(4- (1,2, 3-ME -4 JE) WRWE -1 -3 k) —2— (U0 R 2) 2R IE) bk —8—Tigg
WEfz (125¢1) -
[ o)
[1321] i M N N:S,
CFy : N -
l 7z
[1322]  'H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,7.4-7.9 (m,4H) ,8.1-8.6 (m, 3H) ,9.0 (m,

2H) ,9.2 (s, 1H) ;HPLCZEE :99.0% ; LCMS,m/z 52 M{E 557 .1 (M+1) *.

[1323]

(125g) :

[1324]

[1325]

N= (4= (4- (MEME —4-Fje L) WRWR -1 —Fl L) —2- (= Jk) R ) v I — 8 — i B i

0
§6i§ N\V,? 7
ﬂ’
CF 0
9] 3 %
2

"H NMR (400MHz,CDC13) 6:3.2-3.8 (m,8H) ,7.4-7.9 (m,3H) ,8.1-8.6 (m,4H) ,8.8 (s,

1H) ,9.0 (m, 1H) sHPLCZEJE :99.3% ; LCMS,m/z 52 ME576. 1 (M+1) *.

[1326]
[1327]

B EREALE )
L9
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QS? & 3 \q"’l&% i 8E R ig & N{fié\\ ?*‘ég*ﬂ-;\{} »g"'\\ "§ 3 :‘° i}'@}\\
f w\ﬁ »g_g\%’ REehr L W W R, ¥ 7 3 ji\' o% u%v‘*‘;
Pt Sook BIO0C AR et TR EEE HOOLT MR
8% 128 @y 128
ST .cmﬁ
a2l o
M & w‘g‘z\s}* Arvag” %
EDGLHOBL @ oo R, e \2
RABEA DYF e e ERCL HisRe, TS .
R, 1§ he O TNRER, DA Lo 8y &0 §]
— e A B A . Sl AT N T b I T
s g B i, , 2% N -\-,%& R
2. MaB T HE \g R RY, 183 g R
188 130w
[1329] & Rl i L 27 1) —JBCRE e : T0°C VAR BV R 1R 2 126 (30 3mmo 1) [ RV TR
TRANMERE (50m1) , 45+ 10min o SR J5 7648 RN R k-8 i 5089 (8. 94gm, 39 . 4mmo 1) Jii

B RNIREY) N TR A WIAERTHCRE 16h . SN 45 3R 5 , 70 IR R bR L9 77 Bt 5 23t
Wk IR ER AL E s 4B MR TR, 98 H EAE =, 25 ST 18 Fr 3 A1 7= 4
(8.0gm,74%) ANFH#— DAk BRI AT HT T — %K.

[1330] & RBR 1281 — A Y« TRTAEEUR T ARt i 127 (22. 4mmo1) 7£ THF T H20 (1
1) R REEBOINN [EAL1OH (9. 4gm, 224mmo ) o 4R J5 B IE MR IET 7 6h o J52 N 45 7R )i, # Ie MNTR A
MM R O BR¥EE (2X100m1) , b 22 B PR 2% BT FHFTAR IR VA TR AL /K JZ (pH 4) % BT 43U
VEPE D AT 5 R ORI RRR IR K IIr R K B A A4 (80 %) ANFR #E— Ak
BPAT AT F—2 8K,

[1331] & Rl 1 2900 —EFE P - J5EDCT (3.8g,19.8mmol) ATHOBT (2.67g,19.8mmol) il &
128 (19. 8mmo 1) 7E FC 7K DMF H [ 5 £ 75 W o K TR A KR T B 22.0°C, BB 72 280 3SR R A
DIPEA (11m1,59.45mmo1) , K¢ Frf3 VAl (Bl /£ = WA H:30min. S8 5 T-0°C N ABoc—k
W (3.68g,19.8mmol) SR G I BVR & W 2 iR, e FRIS A IOBLES R T, 1 I NTR A4
F7KF R, R B ZEEL (3 X 70ml) KA HLJE KBS (3 X50ml) , 48 oK R B A 115 »
TP, 2T 2 RACHR A » 15 B ) o I A i V2: (60-120% 8K , 2 %6 MeOH-DCM) ZE4LKH
Y, 15 20 R 7K A AR I 26 72 #)Boc—129 (85%) , 1 H-FRTH FFEZHCI (100m1) 4b#E 2h
Boc—Jt [ e A Wi L J , FEAIRHE T BR 98 7, 13 B 2607 M K A [ AR Boc—115 (8. 0g.
82%) , ¥4 HTRTFHH EEHCL (100m1) Ab3E 2h . Boc—Jk A1 58 AW 8L f , 7EARH T B 987, 15 21
SNHCTER PO 26 7= o F 2 Tk 6% 2 O K P W, FINaHCOs (pH 10) Bilidk o 48 K5 BT o = v e 28
LR BET , FITE /K NaoSOa -1, E IR H TR B 25 70, 43 30 24 2K 1 € [ 441K 1) i 125 fie 1 29
(92%) .

[1332] & Btz 130a-r i) — B 7 : % EDCI (48mg,0.2525mmo 1) AHOBT (34mg,
0.2525mmo1) 1% Ar—COOH (0. 2525mmo 1) 775 7K DMF HH 1 43 H538 Vo W VR A P I B P 220
C, IHE USSR T MADIPEA (13901,0.7575mmol) , 4 Fr A3 A M (BUE VR 78 25 P bk
30min.#A S5 T-0°CAMMARZ129 (0.2525mmol) 48 J5 i I NVR A W F+ B =I5, Pt 4 o [ B 45
WG B R NI A KRR, , B C BEAEHL (3 X 16m1) KA AHLZ K BE% (3X 10ml) ,
ZTKBRER BN T, 1k 98 , £ e it 2 R AR AR , 49 BIFE 747 o 108 b A €2 3 v B il 4% B HPLCZE
A=W, SRAFURL 2 NBA-T2% I 417 H) o

116



CN 104817498 B iﬁ. EH :Fg 114/223 7L

[1333]  N-(4- (4- (2- 2-FRIL) LB -1, 4- BRI PEbT-1 - B k) ZR5E) e bk -8 it
fig (130a) :

&)

QN 0.0

N N
[1334] .)’\\) NS
‘/

F

A

[1335]  'H NMR (400MHz,DMSOds) 8:3.0-3.8 (m, 10H) ,7.0-7.4 (m,8H) ,7.5-7.8 (m,2H) ,8.0-
8.4 (m,3H) ,9.1 (m, |H) ;HPLCZE)F :98.1% ; LCMS,m/z S {E 547 .4 (+1) *.

[1336]  N-(4- (4- (2— (5-FMEmE —2-4%) —2-F LB L) -1, 4- S F R Bebe—1- B ) 2R
) nE k-8 i (130D) -

[1337]

[1338]  'H NMR (400MHz ,DMSOds) §:1.4 (s,6H) ,3.0-3.8 (m, 10H) ,7.0-7.2 (m,6H) ,7.6-7.8
(m,2H) ,8.0-8.4 (m,3H) ,9.1 (m, 1H) ;HPLCZEE :98.6% ; LCMS,m/zS2 J{E575.4 (M+1) *.
[1339]  N-(4-(4- -F-3-FE AR T B —1,4- %R PBEbr—1 -3 k) 7R HE) e npk—8-
T % (130c¢) -

2 Nr"“ru’\@\o\
[1340] 6 ./ NS
HaC O~ H
N
L

[1341]  'H NMR (400MHz ,DMSOds) 6:3.0-3.8 (m, 10H) ,3.9 (s,3H) ,6.9-7.2 (m,7H) ,7.6-7.8
(m,2H) ,8.2-8.4 (m,3H) ,9.1 (m, 1H) s HPLCAEJ% : 98.2% ; LCMS, m/z 5L M{E561.5 (M+1) "
[1342]  N=(4- (4-WEmeE LS -1, A- R PR PRbE -1 e k) FR ) -8Bt (130d) -

e}

QN 0, 0

[1343] 8\\) S’S-'
\_# »5>

e

2

[1344]  'H NMR (400MHz ,DMSOds) 5:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2-
8.4 (m,5H) ,9.1 (m, 1H) s HPLCZ & :99.4% s LCMS,m/z =2 J{E516.0 (M+1) ™.

[1345]  N-(4- (4- (2,6 IR ML) —1,4- R AFR Bide—1 - Fk) R J) v Ik —8—Tiek 19k g
(130e) :
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[1347]1  'H NMR (400MHz ,DMSOde) 6:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2—
8.4 (m,4H) ,9.1 (m, 1H) ; HPLCZE [ :98.7% ; LCMS,m/zZ M {E 551 .3 (M+1) *.

[1348] N-(4-(4-(2- 4-F|IRIE) LWEHL) —1,4- AP Pibe—1 ik 3k) ZR L) bk -8 Ik
iz (1301) -

Q
A 0,0
[1349] F@)’”\) gsgj
" i
y
Z

[1350]  'H NMR (400MHz ,DMSOde) §:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2—
8.4 (m,5H) ,9.1 (m, 1H) ; HPLCZEE:99.6% ; LCMS,m/z 2 MM{E 547 .2 (M+1) *.

[1351] N-(4-(4- (4-F RHFEERL) —1,4- R A3 PEle—1 - Fk k) 2R L) e bk — 8 —1ild It it
(130g) :

3 o,
[1352] ‘LN\\) Nﬁ?
' N

[1353]1  'H NMR (400MHz,DMSOds) 6:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2-
8.4 (m,5H) ,9.1 (m, 1H) ;HPLCZE)¥ :99.4% ; LCMS,m/z S I{E549. 3 (M+1) *.

[1354]  N-(4-(4- 2- (4- (ZHE ) KH) ABERL) -1, 4- B IR Pife—1 - FR L) JK3L) &
Whk—8—Ti Mt e (130h)

O
[1355] Nes” 5*‘“’ O
L

o4

[1356]  'H NMR (400MHz ,DMSOde) 8:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2-

8.4 (m,5H) ,9.1 (m, 1H) ;HPLCZEJEF :99.2% ; LCMS,m/z 5L M{E 597 .2 (M+1) *.

[1357]  N-(4- (4— (2,4~ G R BFL) -1, 4- 5 2R Padse— 1 - k) R L) bk —s i it fiie

2,2,2- =8 LR E (1301) :
e]

Q

N//\ N 0,0
[1358] ) NS O
o OH HG

Fo L

Cl

4
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[1359]

"H NMR (400MHz ,DMSOds) §:1.4-1.6 (m, 2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2-

8.4 (m,3H) ,8.5(s,1H),9.1 (m, IH) ;HPLCAEEF:94.4% s LOMS,m/z <L {H582.47 (M+1) *.

[1360]
fig (1307) -

N- (4= (4= (2, 3—— AR B -1, 4- BRI PEbe— 1 —Pdk) ZRHE) mEnph—8—fiei

7

[1361]

0

O

[1362]

NP

F

"H NMR (400MHz ,CD30D) &:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2-

8.4 (m,4H) ,9.1 (m, 1H) ; HPLCZE & :98.6% ; LCMS,m/z 2 MM{E549.5 M-1) *.

[1363]

N- (4= (4= (3, 4- AR B 1, 4- R IR B — 1 - dh) IR) e -8~ it i

2,2,2- =L EE (130k) -

[1364]

[1365]

"H NMR (400MHz ,CD30D) &:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,8H) ,8.2-

8.4 (m,4H) ,9.1 (m, 1H) ;HPLCZEEE:99.4% ; LCMS,m/z 52 M{E549.3 (M-1) *.

[1366]
(1301) -

[1367]

[1368]

N= (4= (4= (- EHBLEL) —1,4- AR Pse -1 -Hdk) KAL) 1 Ik -8 —fig Bt i

Q

0 SN v' 0.0
C{NQ
/

"H NMR (400MHz,CD30D) 6:1.4-1.6 (m,2H) ,2.1 (s,3H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,

8H) ,8.2-8.4 (m,4H) ,9.1 (m, 1H) s HPLCZE & :98.0% ; LCMS,m/z 52 M{E530.4 (M+1) *.

[1369]

N-(4- (4- QKAL) -1, 4- —HURP B bE- | AL ZR0E) v k-8B %2, 2,

2-=F LR EL (130m) -

[1370]

[1371]

"H NMR (400MHz ,CD30D) 8:1.4-1.6 (m,2H) ,1.6-2.0 (s,2H) ,3.0-3.8 (m,8H) ,7.0-

8.0 (m,8H) ,8.2-8.4 (m,6H) ,9.1 (m, 1H) s HPLCZ /& :98.8% s LCMS,m/zSZ JU{E529. 1 (M+1) *.

[1372]

N- (4= (4= (1,2, 3-8 “IE—4-Fe ) — 1, 4- BRI PEbE -1 -t IR AL) Wbk —8 T

BEfZ2,2, 2- =58 £h (130n)
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O
o ﬁfz\N‘u\[::l\o o
[1373] A \_/ g‘s
N oH
= B4 l
X O / x4

[1374]1  'H NMR (400MHz,CD30D) 8:1.4-1.6 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,6H) ,8.2—
8.4 (m,4H) ,9.1 (s, 1H) ;HPLCZE [ :98.5% ; LCMS,m/zZ M{E523.1 (M+1) *.

[1375] N-(4-(4- B-ZRFETAWEIL) —1,4- "B A0 PEle— 1 —Fr k) ZR L) e bk —8 1l It it
(1300) :

[1376]

[1377]  'H NMR (400MHz,CD30OD) 8:1.4-1.6 (m,2H) ,1.7 (t,2H) ,1.8 (t,2H) ,3.0-3.8 (m,8H) ,
7.0-8.0 (m,8H) ,8.2-8.4 (m,6H) ,9.1 (s, [H) ;HPLCZEE¥ :98.2% ; LCMS,m/z 52 {543 . 1 (M+
D",

[1378]  N-(4- (4- 2-ZRIEAWEAL) —1,4- R AR PRIE— 1 - F ) 2R FE) 1 bk — 8Tk 9 fi
(130p) :

O

9 N//\N o, .0
[1379] ®_t ./ m's
l o

N

[1380]1 'H NMR (400MHz,DMSOds) 6:1.2 (s,3H) ,1.3 (m,2H) ,3.0-3.8 (m,8H) ,4.0 (m, 1H) ,
7.0-8.0 (m,8H) ,8.2-8.4 (m,6H) ,9.1 (s, [H) ;HPLCZEJE :97.1% ; LCMS,m/z 52 {543 . 1 (M+
.

[1381]  N- (2-F &4~ (4-Tkme B B IE -1, 4- 38 Z 30 PR dse— 1 - k) 2R 38) bk —8 ik 19 iz
(130q) :

0
o /N T
N N
[1382] N \\) ﬂ‘,s
N\ N
l 2

[1383] 'H NMR (400MHz ,DMSOde) §:1.2(s,3H) ,1.3 (m,2H) ,3.0-3.8 (m,8H) ,7.0-8.0 (m,
8H) ,8.2-8.4 (m,4H) ,9.1 (s, 1H) ;HPLCZE)EF :96.3% ; LCMS,m/z L ME530. 1 (M+1) *.

[1384]  N- (2-¥83E—4— (4-MEmg B EEIE -1, 4- R R0 e — 1 e ) IR L) s bk — STl Ik iz
(130r) :
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>
Q TN oo
[1385] N__.\_;LNL)J\QN?S’
N / OH HN -
! S

[1386]  'H NMR (400MHz ,DMSOds) 8:1.3-1.8 (m,2H) ,3.0-3.8 (m,8H) ,5.8 (s, 1H) ,7.0-8.0
(m,8H) ,8.2-8.4 (m,4H) ,9.1 (s,1H) ;10.2 (s, 1H) ,HPLCZEJ¥ :98.0% s LCMS,m/z L M{E532. 2
(1) "

[1387]  J:-T-WRME ) s st Pt e 4] 55 ok

[1388]  yiFE20

€, FhyeBas
:m\f‘s}‘»“ 134

¥, C L , 9y S DAk R D
v -z«ﬁ‘g’%\ - g 4 ‘,n,m,:f‘,,,,,,,,,* ol 1 B CRY St
SN S & 4
3% g RS
[1389]
5. o g.-v"'“\i.\ o & §:\~t§s
SRS e &’Ll\ oy L}W\
;“v\{*ﬁ ‘.\4’\,\;;::" 8 ﬁx _,-B N wi‘\"@;} H N,\(‘; ‘,1:]
R \§§ 2
&
38 t RUREY
[1390] A Rl e R 1 3310 — AL 77 . T0°C AR R A R MR -8-% 131 (30. 3mmo 1) [
PPV B BE (50m1) , $HE 10min o #8 f5 76 A0[RI B H 44— (SUhe B %) o8 g (132,

30.3mmo 1) JNZE VR AW - K5 TSR A WIAERTHE R 16h o SOB 45 H 5 , 7085 N BR 957
5 2R B E R LNE O KN 2 PSR R, 8 AR ), S ST B
) (14%) A iE— DAL el T~ — D ER

(13911 & Akl i 1350 — MR R - FEDCT (3.8g,19. 8mmol) FTHOBT (2.67g,19.8mmol) I
22133 (6.5g,19.8mmol) 7ETCIKDMF HH I iV TR KR S M IR EFE 20°C , BER RS
SRR IMADIPEA (11m1,59.45mmol) , ¥ Fr 43 VA Ml (B i) 78 = | HE30min 2R 5 T0°C
IIAAPZ134 (19.8mmo 1) « SR J K I RLTR A 28 2 il , TP A RN A ) 5 1 I RLTR &
YRR, -G IR G BRZEEL (3 X 7T0ml) oA ML)z F KB (3 X 50ml) , £ o /KRR AT
W, 18, 2R R R AR, 13 BRI 1 o i A 1 (60-120%E 5K , 2% MeOH-DCM) 24k
=4, 15 31 4K 1 A [l AR [ 26 P2 M) Boc-135 (83%) , ¥ H T-RTHFF EZHC1 (100m1) &b FH
2h.Boc— 2L [#] 5E AW AL 5 , ARG T B 58 7, 15 BIOAHCT Eh 1 4107 . F 2 Tk i R 1K 7KV
T, FHNaHCOs (pH 10) Bsid o SR 545 B 75 7 M0 70 BC 28 PR LB, FTE /K NaoSOa T4, 7EAK &
N BR BV 43209 K A A AR )0 25 1135 (95 %)

[1392] & Btz 136a—cl)— B FE 7 : % EDCI (48mg,0.2525mmo 1) AHOBT (34mg,
0.2525mmol) JiiZE L g H IR (0. 2525mmo 1) 75 J5 7K DME H A 45 HE 38 V- 15 TR A M0 ) I FE P 220
C, B AR USRS N IINDIPEA (13911 ,0. 7575mmo 1) 5 KT A3 iAW (Bl = i) 78 % iR P 4
30min. 4R 5 T-0°CAIANZL35 (100mg,0.2525mmol) « SR Ji 1 I MR & W FH 48 2= 05, e pead 4 .
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SN2 ORI A R SEIR 5 0 FHK R B I LR LR AR AR (3 X 15m1) A HLJZ FIZK B (3
10m1) , 2 TE KT BR B T, S8 , 28 e 208 R (SR A4 » 49 BHEL ™ 100 o A ek A 3 V5 B ol 24 0
HPLCZUALAL 40, SRATUC R N55-76 % I LI »

[1393] 4 (4-"Eisis Y LR 9% 1~ HE) -N- (Pemif-8 ) JERRIRA (1364) -

[1394] dmj”s%

[1395]  'H NMR (400Milz , DMSOds) 8: 1 .4-1.6 (m, 2H) ,3.2-3.8 (m,8H) ,7.0-8.0 (m, 10H) ,8.2
(0, 11D 8.5 210 8.8 (21D, 10.2 (s, 11D sHPLCALFE :99..4% s LOS /235 11502, 1 O+
D

[1396] A~ (4-THLRE FF WAL -1, A~ HURIRPERE -1 - k) -N- (FEik-8-4E) ZRAEHEA% (136b) -

& O\\,\,D
1397 , Nﬂ N
[1397] @ x\/u\’p/ i N‘E\ j/
= o

[1398]  'H NMR (400MHz ,DMSOds) 8:3.2 (m,2H) , 3.5 (m,2H) ,3.8 (m,6H) ,7.0-7.4 (m,6H) ,

7.6-8.0 (m,4H) ,8.2-9.0 (m,4H) ,10.2 (s, 1H) sHPLCALJ% :97.8% ;s LCMS,m/z 5L J{E516. 2 (M+

D"

(13991 HA B IR 2 TR 55 R A1 IR (K46 B P00 75 Bl

[1400]  yiFE2l
be\
[ \1
{,i}i?‘z» is\w:
58 an

ANy s
{ VRN OO

S
v
g*. w4 ﬂ:&%
= \ E ﬁ’ @Q%_
[1401]
" ﬂﬁ\“‘
e TERISRL aume ™ ¢Sy &, STA8
{ Y i o T
;fi ?ﬁ \E‘w\,» P« N ALOHDNM
3
R
ne dR %
SR \"‘"‘}:’\{\ n E\ :% p).&%i‘
% . ;
(1 N,
] \... } '\\'\E’. ‘f\,\ - \\ ,AN\,-)\,\{V,)\\
{J é«;ﬁ SN b SeaE s E OB A M i
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[1402] 4 (MEmbk—8— R fifi it = 55 K FF IR 2. Bis (90) I & hl:

[1403] Eto-zc 'So

[1404] T8 7ENSSR T A %88 (16gm, 96 . 85mmo 1) ZEDCMAFINLIE I (1:1) I8 S0P iV
WM BE 89 (27.56gm, 121.07mmo 1) 44 Fr IR & W) FE16h R BL45 W) , KRR &40
FHDOMA R , FHZK S8 FHIN HC1 e SR i B A WL 2 48 NaaS0a 8%, 7RI T ik 48 , 13 RIS R
98 % 4190 (34gm) o

[1405]  4- (WEbk-8— P 2 5%) R R IR (91) WAk«

[1406]

[1407] [ ik 19 290 (34gm, 95 . 5mmo 1) ZETHEAIZK (1:1) HF ¥ MM A LiOH (20gm,
47.66mmo 1) , 14 TSR & MAES0 CHEHEIT A o S BL4E HUJ , WAHIR AW FHE t0AC BE % - AT 1
FE B ALK 2, 1k 98 o B GERAS (1 [ 4 FHE 2088 3%, 7E 080 T 5 R 2R 3k, 43 21291 (30gm,
95.8% UK ) , AT — Dotk n] T+ — D%,

[1408]  4- (4 (FEEIbk—8— IV T P 2 =) 2 R I %) Wk — 1 R IR ASL T I (138) 1T 5 ke «

BOCN/\ v H |
o N

[1410]  T0°C. [ #£91 (2gm,6.09mmo 1) 7EDMF HH (¥ 7N APy BoP (R I =Mk~ 1 —H 4 k-
= (R S S EUEERES) (4.75gm,9. 14mmol) , BEEES At AR S AENSR T JAEAH
G5 T g Boc R P (K WRIEE / /i WRIEE 137 (1. 13gm, 6. 09mmo 1) J1 % & STR-AH , 48 2 53 ki
W o LG, FIKFRBEIR A, FIEtOACEEHL . /KR ANLE , ZNaoS0s T, 7EJk T
R R A (RERZ, 60120 B sMeOH-DCM, 2 8) Al Ak bk 43 , 43 Bl 2 466 % 11 724
138 (2gm)

14111 N-(4- (WRWE -1 - J8) L) ns bk -8~ Bt e (139) 16 Al

HN/\ H =
N,

Q

[1413]  [aIMeOH. HC1 fI¥A MU A Boc IR #7115 138 (2gm, 4. 03mmo 1) , ¥ T IR S+ 1h.
S RG , AR T B 2598 711, FZKBEH , 98 J5 0 ANaHCOs , HIDCMAC B o 4 A 1l /2 £8Na 2S04
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FH5 AR T 28K A5 271139 (1. 5gm, 94. 30 % ) .

[1414]  BELEY) VITT-1) - (VIT1-216) [ —BFE 7

[1415]  F =i %139 (0. 25mmo 1s) FIIE 1% (0. 27mmo1) 7EDCMH (¥ VA BN 2. 1R
(0.2mL) , ¥4 B3R A4 H30min 28 51 STAB (0. 26gm, 1. 26mmo 1) JNZ = SR A4, 1 B
HREPTH0 CHEHE Lho SN 255 5 , KRR & 4 FHDCMFR B, FHZK e » 2 Naa S0 15 , 7198
JE RIS vy (RERS,60-120 H sMeOH-DCM, 2 8) 4 v 5% 224 , 15 B % N 32-45%
(7= (VITI-1) — (VITI-216) »

[1416]  N-(4- (4R FEWRME —1 -3 k) 2R L) k-8~ M e (VITI-1) -

H
N N\Sfl:;:]\:
'\/}YQ ¢0 N
o |

[1418]  'H NMR (400MHz,CDC13) 8:1.8 (s, 2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48 (d,
2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.59-7.64 (m,2H) ,8.03-8.28 (m,2H) ,9.18 (s, 1H) ,
10.4 (s, 1H) ;HPLCZE & :98.7% ; LCMS: 487 (M+1) »

[1419]  N-(4- (4- 2-FUH KAL) RS- 1Pt TR L) bk -8t M fix (VITI-2) -

H
Qp d%c) N s |
O

[1421]  'H NMR (400MHz,CDC13) 8:1.8 (s,2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48 d,
2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.59-8.1 (m,4H) ,9.18 (s, 1H) sHPLCAE F:99.2% ;
LCMS:512.3 (W+1) .

[1422]  N-(4- (4= (A-Z BEEE W 3D WRWR -1 L) ZR L) memf-8—~HkiBiefii (VITI-3) »

[1417]

[1420]

[1423]

[1424]  'H NMR (400MHz,CDC13) 6:1.8 (s, 2H) ,2.6 (s,3H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,
3.48(d,2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.60-7.71 (m,2H) ,8.01-8.28 (m,2H) ,9.18
(s, 1H) sHPLCAEE¥ :97.8% ; LCMS:529. 2 (1) .

[1425]  N-(4- (4- (4-FUHE R IE) WRIGR -1 - ) DRI Mm-St fig (VITI-4) -

[1426] /@\ ™ Sy
CN I‘\/‘N‘ l/’ o 0 N
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[1427]  'H NMR (400MHz,CDC13) 6:1.8 (s,2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48(d,
2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.59-7.64 (m,2H) ,8.03-8.28 (m,2H) ,9.18 (s, 1H) ;
HPLCZE % :97.8% s LCMS:512.3 (M+1) .

[1428]  N-(4- (4- (4R -FHS) WRIR -1 k) DR L) M mbk—8 Tt fig (VIII-5) -

H
y 1
[1429] N/\ s t
o

[1430]  'H NMR (400MHz,CDC13) 6:1.8 (s,2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48(d,
2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.59-7.64 (m,2H) ,8.03-8.28 (m,2H) ,10.4 (s, 1H) ;
HPLCZE % :98.3% s LCMS:566. 1 (M+1) .

[1431]  N-(4- (4- B-FF ) WRIR—1-H k) ORI MEIbk 8Tt iz (VITI-6) -

cl , §
- i ) P 3
Q

.

[1433]  'H NMR (400MHz,CDC13) 6:1.8 (s,2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48(d,
2H) ,6.8-7.04 (m,4H) ,7.1-7.2 (m,3H) ,7.59-7.64 (m,4H) ,8.0-8.6 (m,3H) ,10.4 (s, 1H) ;
HPLCZEJE:96.5% s LOMS:522.1 (M+1) .

[1434]  N-(4- (4- 3-F 28 L 2) WRME -1 - ) 7R JE) Wbk -8 Tt ik (VITI-T7) -

[1436]  'H NMR (400MHz ,CDCl3) 6:2.40 (s,2H) ,3.9 (s,3H) ,3.68 (br s,4H) ,3.4-3.6 (m,
4H) ,7.06 (m,4H) ,7.18 (m,3H) ,7.25 (m, 2H) ,7.42 (m,2H) ,8.58 (s, 1H) ,9.18 (s, 1H) HPLCZL
J¥:97.8% ;LOMS:517.1 (M+1) «

(14371 N=(4- (4— (R TA 5 F ) WRIGR —1 - ) IR L) IR k-8R ik (VITI-8)

)
. N AxAh
[1438] N()\I O,,S\\ ‘,

[1439]  'H NMR (400MHz ,DMSO—ds) 8:1.2 (t,2H) ,1.3(t,2H) ,1.31-1.35 (m, LH) ,2.40 (s,
2H) ,3.68 (br s,4H) ,3.4-3.6 (m,4H) ,7.06 (m,6H) ,7.25-7.42 (m,3H) ,9.18 (s, 1H) 10.4 (s,
1H) sHPLCZE & :97.81% s LCMS: 451 .3 (M+1) o
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[1440]  N-(4- (4-"J FLIRIG -1 HL) FR5L) mEmh—-8-tea i (VITI-9) -

r

H
taar] |7 TN 'S¢ ‘
8]

. J
[1442]  'H NMR (400MHz ,DMSO-de) §:1.25-1.3 (m,2H) ,1.38-1.35 (m,2H) ,1.5 (t,3H) ,2.40
(s,2H) ,3.68 (br s,4H) ,3.4-3.6 (m,4H) ,7.06 (m,6H) ,7.25-7.42 (m,3H) ,9.18(s,1H) 10.4
(s,1H) ;HPLCZEfE :99.7% ; LCMS:453.2 M+1) .

[1443]  N-(4- (4— (b mg -2 1 ) WRWGR —1 e ) TR L) Wbk -8 T Bt fie (VITI-10) -

7

[1444]

[1445]1  'H NMR (400MHz ,DMSO-de) 8:2.5 (s,2H) ,3.68 (br s,4H) ,3.4-3.6 (m,4H) ,7.0-7.4
(m,8H) ,7.3-7.4 (m,3H) ,9.18 (s, 1H) ,10.4 (s, 1H) ;HPLCAE /¥ : 95.8% ; LCMS:488. 1 (M+1) .
[1446]  N-(4- (4- Q-GN EE) WRIGE -1 B IE) NI MMk -8—Teilcfig (VITI-11) -

-

Cl

' H

e i O
Ml CpeReLas

o l\\/N OON\

O

[1448]  'H NMR (400MHz ,DMSO-dg) 6:2.5 (s,2H) ,3.68 (br s,4H) ,3.4-3.6 (m,4H) ,7.0-7.4
(m,6H) ,7.3-7.4 (m,4H) ,8.0-8.35 (m,3H) ,9.18 (s, 1H) ,10.4 (s, IH) ;HPLCZE /& :98.8% ;
LCMS:522.1 (M+1) .

(14491 N- (4= (4= 2-Z BEEE W 5D WRIR -1 - AE) ZR L) v -8~ i (VITI-12) :

P

O

[1450]

\

[1451]  'H NMR (400MHz,CDC13) 6:1.8 (s, 2H) ,2.6 (s,3H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,
3.48(d,2H) ,7.0-7.4 (m,6H) ,7.45-7.7 (m,4H) ,8.0-8.4 (m,3H) ,9.18 (s, 1H) ,10.4 (s, 1H) ;
HPLCAL & : 98.3% ; LCMS:529.2 (M+1) .

[1452]  N-(4- (4- 3-SR IE) WRME— 1Bk JR L) Wbk -8 Mt i (VITI-13) -
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H
- Nog-
Qﬁﬁ ¢ o Nij'
5 J

[14541  'H NMR (400MHz,CDC13) 8:1.8 (s, 2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48 (d,
2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.59-8.1 (m,4H) ,10.35 (s, 1H) sHPLCAL /% :99.2% ;
MS:512.3 (M+1) .

[1455]  N= (4= (4= (-G R HE) DRI —1 e t) IR L) W -8Bt i (VITI-14) -

N O
N/ﬁ g
[1456] O o |
o K/er‘/o N!)
O

[1457]  'H NMR (400MHz,CDC13) 6:1.8 (s,2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48(d,
2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.59-7.64 (m,2H) ,8.03-8.28 (m,2H) ,10.4 (s, 1H) ;
HPLCZE % :98.3% s LCMS:522.3 (M+1) »

[1458]  N-(4- (4- (2GR AE) WRME— 1P d) TN L) M bk —8—Tsi M ik (VITI-15) -

7 ™

[1453]

[1459]

[1460]  'H NMR (400MHz ,DMSOds) 6:2.5 (s,2H) ,3.68 (br s,4H) ,3.4-3.6 (m,4H) ,7.0-7.4
(m,6H) ,7.3-7.4 (m,4H) ,8.0-8.35 (m,3H) ,9.18 (s, 1H) ,10.4 (s, IH) ;HPLCZE#:99.1% ;
LCMS:512.3 (M+1) .

[1461]  N- (4= (4~ (A-Z BEEE W 5D WRWR -1 - AE) ZR L) e -8Bt i (VIT1-16) :

[1462] |

w,

[1463]  'H NMR (400MHz,CDC13) 6:1.8 (s, 2H) ,2.6 (s,3H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,
3.48(d,2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.6-7.7 (m,2H) ,8.0-8.28 (m,2H) ,10.3 (s,
1H) s HPLCZE )% : 97.8% ; LCMS:529.2 (M+1) .

[1464]  N-(4- (4- (4-FUEE R IE) WRIR -1 B ) DR ) WMk —8 i i fig (VITI-17) -
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[1465] CNU |

[1466]  'H NMR (400MHz,CDC13) 6:1.8 (s,2H) ,2.40 (br d,4H) ,3.38 (br d,2H) ,3.48(d,
2H) ,6.79-7.04 (m,6H) ,7.1-7.2 (m,4H) ,7.59-7.64 (m,2H) ,8.03-8.28 (m,2H) ,10.3 (s, 1H) ;
HPLCZE % :97.8% s LCMS:512.3 (M+1) .

[1467]  N-(4- (4- (4- KAL) WRIGR -1 %) ORI M bk —8 Tt fig (VITI-18)

“ N 3
o | IS

O
[1469]  'H NMR (400MHz,CDC13) 8:2.38 (br d,4H) ,3.31 (br s,2H) ,3.41 (s, 2H) ,3.64 (br
s,2H) ,6.94 (t,2H) ,7.02(d,2H) ,7.17(d,2H) ,7.20-7.26 (n,2H) ,7.56-7.64 (m,2H) ,8.03
(d,1H) ,8.28(d,1H) ,8.38(d,1H) ,8.58 (s,1H) ,9.18 (s, 1H) ;HPLCAL % :97.62% ; LCMS: 505
M+1) o
[1470]  N= (4= (4= (A—5 W5 DRI —1 ) IR L) M-8~ fig (VITI-19)

[1471]

[1472]  'H NMR (400MHz,CDCls) §:2.38 (br d,4H) ,3.31 (br s,2H) ,3.41 (s,2H) ,3.64 (br
s,2H) ,6.94(d,2H) ,7.06 (t,4H) ,7.40 (d,2H) ,7.56-7.63 (m,2H) ,8.01 (d,1H) ,8.28 (d, 1H) ,
8.38(d,1H) ,8.56 (s, 1H) ,9.18 (s, 1H) s HPLCAEF:94.21 % ; LCMS: 567 (M) »

[1473]  N-(4- (4- (3-SR 2E) WRIGE -1 - ) ZRJL) Mm-St fi (VITI-20) -

[1474]

[1475]1  'H NMR (400MHz,CDC13) 8:2.38 (br d,4H) ,3.31 (br s,2H) ,3.41 (s, 2H) ,3.64 (br
s,2H) ,7.01(d,2H) ,7.16 (t,3H) ,7.21-7.28 (m,5H) ,7.56-7.62 (m,2H) ,8.01 (d, 1H) ,8.28
(d,1H) ,8.38(d, 1H) ,8.56 (s, 1H) ,9.18 (s, 1H) s HPLCAL % :99. 41 % ; LCMS: 567 (M'+2)

[1476]  N= (4~ (4= G- E A WRIGE -1 ) JRHL) 1 -8Rl (VIT1-21) -
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[1477]

[1478]  'H NMR (400MHz,CDC13) 6:2.38 (br d,4H) ,3.38 (br s,2H) ,3.46 (s,2H) ,3.72 (br
s,2H) ,3.82(s,3H) ,6.79 (d, 1H) ,6.82(s,2H) ,7.10 (q,4H) ,7.21-7.29 (m, 2H) ,7.59-7.66
(m,2H) ,8.01(d,1H) ,8.28(d, 1H) ,8.38(d, 1H) ,8.56 (s,1H) ,9.18 (s, LH) ; HPLCHE & :
98.26% ; LCMS:539 (M'+23) .

(14791 N= (4= (4= (490N FE) R —1 e ) IR L) mem -8Bt fige (VIT1-22) -

H
N . N‘S
(jN do N
o

[1481]  'H NMR (400MHz,CDC13) 6:3.10 (br s,4H) ,3.84 (br s,4H) ,4.19(s,2H) ,7.16 (d,
2H) ,7.21(d,2H) ,7.28-7.34 (m, 11) ,7.44 (d, 1H) ,7.60-7.68 (m,2H) ,8.10 (d, 1H) ,8.36 (d,
1H) ,8.41 (d,1H) ,9.18 (d, 1H) s HPLCAE /& : 96.82% ; LCOMS: 539 (M)

[1482]  N= (4= (4= (4-F S -2 F 0 0E) WRWR —1 e ) ) e -8~ i (VITT-23)

[1480]

[1483]

[1484]1  'H NMR (400MHz,CDC1s) 8:2.38 (s, 3H) ,2.80 (br s,4H) ,3.80 (s,3H) ,3.88 (br s,
4H) ,4.20 (s,2H) ,6.78(d,2H) ,7.10(d,2H) ,7.20(d,2H) ,7.25(d,2H) ,7.60-7.65 (m,2H) ,
8.03(d,1H) ,8.32(d,1H) ,8.38 (d, 1H) ,9.18 (d, 1H) s HPLCZE /& :96.98% ; LCMS:531 (M'+1) .
[1485]  N-(4-(4- (25 -3 S JE R ) WRWR —1 - JE) 2R L) M mbk—8— i fie (VI11-24) -

[1486]

[1487]  'H NMR (400MHz,CDCl3) 8:2.41 (br s,4H) ,3.18 (br s,4H) ,3.81 (br s,3H) ,3.98
(s,2H) ,7.02(d,1H) ,7.13(d,2H) ,7.18-7.22 (m,2H) ,7.30 (t, 1H) ,7.60-7.67 (m,2H) ,8.04
(d,1H) ,8.36 (d,1H) ,8.38 (d,1H) ,9.18 (d, IH) s HPLCZE [ :99.46% ; LOMS: 551 (1) .
[1488]  N- (4= (4= (4-F-3-90 N A WRGE —1 e k) TR L) W -8~ i (VIT1-25)
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H
F 8]

\

[1490]  'H NMR (400MHz,CDC13) 6:3.15 (br s,4H) ,3.84 (br s,4H) ,4.19 (s,2H) ,7.13-7.24
(m,6H) ,7.48 (t,1H) ,7.61-7.68 (m,2H) ,8.10(d,1H) ,8.34(d,1H) ,8.41 (d,1H) ,9.18(d,
1H) sHPLCZ [ :99.24% s LCMS: 539 (M) .

[1491]  N-(4- (4- Q-S4 45 RS- 1P TR L) M bk —8—Ti Mt ik (VITI-26) -

s

[1492] U

L

[1493]  'H NMR (400MHz,CDC1s) 8:2.37 (s,4H) ,3.21 (br s,2H) ,3.78 (br s,2H) ,4.39 (s,
2H) ,7.18(d,2H) ,7.21 (d,2H) ,7.61-7.65 (m,2H) ,8.05(d,1H) ,8.36 (d,1H) ,8.41 (d, 1H) ,
9.18(d, 1H) ;HPLC4EJ¥ : 99.56 % ; LCMS: 539 (M) »

[1494]  N-(4-(4-(2,6- "R ) DRI —1 Pl ) % AE) nEmh—8—hea i (VITI-27) -

[1495]

[1496]  'H NMR (400MHz,CDC13) 8:3.07 (br s,4H) ,3.81 (s,4H) ,4.38 (s,2H) ,7.06 (t,2H) ,
7.12(d,2H) ,7.18(d,2H) ,7.54 (s, 1H) ,7.60-7.64 (m,2H) ,8.01 (d,1H) ,8.36 (d, 1H) ,8.38
(d,1H) ,9.18 (d, 1H) sHPLCAH 5 : 98.26 % ; LCMS: 523 (M'+1) o

[1497]  N-(4-(4- (2, 3- AR JR) WRWER — 1 — e k) DR L) ndg bk —8—Tidfi B fie (VIT1-28)

[1498]

(14991 'H NMR (400MHz,CDC13) 8:2.63 (br s,4H) ,3.57 (br s,4H) ,3.90 (d,6H) ,4.18 (s,
2H) ,6.98(d,2H) ,7.00 (d, 1H) ,7.14-7.19 (m,6H) ,7.58-7.64 (m,2H) ,8.06 (d,1H) ,8.38(d,
1H) ,8.40 (d,1H) ,9.18 (d, 1H) sHPLCAE/E:99. 41 % ; LOMS: 547 (M'+1) .

[1500]  N= (4~ (4= (3,4 F AW 5E) WRWR —1 —Hfeab) DR L) s -8 - fig (VI11-29) -
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[1501] \io- ()q\ﬂgo
o] O

[1502]  'H NMR (400MHz,CDC13) 6:2.63 (br s,4H) ,3.57 (br s,4H) ,3.90 (d,6H) ,4.18 (s,
2H) ,6.83 (s,2H) ,7.00 (s, 1H) ,7.14(d,2H) ,7.21 (d,2H) ,7.62-7.68 (m,2H) ,8.04 (d, 1H) ,
8.38(d,1H) ,8.40 (d,1H) ,9.18 (d, 1H) s HPLCZEJ%¥ : 92.46 % ;s LCMS: 547 (M'+1) .
[1503]  N-(4- (4- (3 W AL WRMR - 1AL 7R J8E) Ik -8—fia ik (VI11-30) :

H
[1504] Q/\U W1/©/ d’S°O N
F &}

[1505]  'H NMR (400MHz,CDC13) 8:3.09 (br s,4H) ,3.85 (s,4H) ,4.19 (s,2H) ,6.94 (d,2H) ,
7.06-7.21 (m,6H) ,7.40-7.44 (m, 1H) ,7.62-7.68 (m,2H) ,8.08 (d, 1H) ,8.38(d, 1H) ,8.40 (d,
1H) ,9.18 (d, 1H) s HPLCAIJEF : 98.92% ; LCMS: 505 (M'+1) ,

[1806]  N-(4- (4- (2 H R HK) WRME -1 e d) TR L) M bk -8 Tt i fie (VITI-31) -

[1507]

[1508]  'H NMR (400MHz,CDCl3) 8:1.22 (t,3H) ,2.41 (br s,4H) ,2.68(q,2H) ,3.64 (br s,
4H) ,7.06 (d,2H) ,7.20 (d,2H) ,7.22-7.26 (m,2H) ,7.40 (d,2H) ,7.61-7.68 (m,2H) ,8.01 (d,
1H) ,8.32(d,1H) ,8.41 (d,1H) ,9.18 (d, 1H) sHPLCAE/E:99.22% ; LOMS:515 (M'+1) .

(15091 N- (4~ (4= (4- (9P &) WAL WRWR —1 —Ffe:t) TR L) -8 fig (VIT11-32) -

P

F &)

[1511]1  'H NMR (400MHz,CDCls) 8:3.18 (br s,4H) ,3.83 (br s,4H) ,4.25 (s, 2H) ,7.06 (d,
2H) ,7.22(d,2H) ,7.56 (d,2H) ,7.60-7.78 (m,4H) ,8.07 (d,1H) ,8.36 (d,1H) ,8.40 (d, 1H) ,
9.18 (s, 1H) sHPLCA ¥ : 96.72% ; LCMS : 555 (M™+1) .

[1812]  N-(4- (4— (MLmE —4—J 1 JE) WRWR -1 B k) DR L) M bk —8—Tidi Mt e (VIT1-33) -
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[1514]1  'H NMR (400MHz,CDC1s) 8:2.40 (br s,4H) ,3.33 (br s,2H) ,3.41 (s,2H) ,3.64 (br
s,2H) ,7.06 (d,2H) ,7.18 (d,2H) ,7.26 (d,3H) ,7.58-7.63 (m,2H) ,8.01 (d,1H) ,8.28 (d,1H) ,
8.38(d,1H) ,8.79 (br s,2H),9.18 (s, 1H) ;HPLCAEJ¥ :97.4% ; LCMS:488.3 M'+1) »

[1515]  N—(4- (4— Mk ig -3k FF 3) WRIER -1 - 3k) % 3k) v bk -8Rk fie (VITI-34) -

H
Cle;fﬁbN\'
O S

[1517]  'H NMR (400MHz,CDCls) 8:2.40 (br s,4H) ,3.33 (br s,2H),3.41(s,2H) ,3.64 (br
s,2H) ,7.06 (d,2H) ,7.18(d,2H) ,7.26 (d,3H) ,7.58-7.63 (m,2H) ,8.01 (d,1H) ,8.28(d,1H) ,
8.38(d,1H) ,8.51-8.59 (m,2H) ,9.18 (s, 1H) s HPLCZE 5 :98.50% ; LCMS:488.0 M'+1) ,

[1513]

[1516]

[1518]  N-(4— (4— (2-FR 4 L) DRI —1 — P k) 2R JL) ndsobk—8 T e fie (VIT1-35) .
.
o | q
sl TN Y SO

A

Q

[1520]  'H NMR (400MHz,CDCls) §:2.42 (br d,4H) ,3.38 (br s,2H) ,3.58(s,2H) ,3.70 (br
s,2H) ,3.80 (s,3H) ,6.83-6.93 (m,2H) ,7.06 (d,2H) ,7.18(d,2H) ,7.20-7.26 (m,2H) ,7.58-
7.63 (m,2H) ,8.01(d,1H) ,8.28(d,1H) ,8.38(d,1H) ,8.51-8.59 (m,2H) ,9.18 (s, 1H) ;HPLC4E
J%:98.9% ;LCMS:517.1 (M'+1) »

[1521]  N-(4- (4- (-GUnk e -3-2) FJL) WRME -1 -k ) 2R L) ndsnph—8—Tigd fBt e (VIT1-36) -

cl
[1522] ’\@/\N/\ | =
= K/N A
0
[1523]  'H NMR (400MHz,CDC13) 5:2.44 (br s,4H) ,3.41 (br s,2H) ,3.60 (s,2H) ,3.74 (br

s,2H) ,7.06 (d,2H) ,7.20 (d,2H) ,7.22-7.28 (m,2H) ,7.59-7.66 (m,2H) ,7.81 (d,1H) ,8.01
(d,1H) ,8.35(d,2H) ,8.39(d, 1H) ,8.59 (s, 1H) ,9.18 (s, 1H) ;HPLCAEE : 98.6% ; LCMS:522 (M
+>o

[1524]  N-(4- (4- ((6—%ULIE-3-5) FYIL) WRMR -1 -t Bt) R IE) W npk -8t fie (VIT1-37)
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[1526] ' NMR(4OOMHZ,CDC13)6:2.44 (br s,4H),3.41 (br s,2H) ,3.54(s,2H) ,3.74 (br
s,2H) ,7.06(d,2H) ,7.20 (d,2H) ,7.22-7.28 (m,2H) ,7.59-7.66 (m,3H) ,8.01 (d,1H) ,8.35
(d,2H) ,8.39(d, 1) ,8.59 (s, 1H) ,9.18 (s, 1H) s HPLCAEE :99.22% ; LCMS: 522 (M) .

[1527]  N-(4- (4- (2-FFEL) WRMR- 1AL 2R 5E) Ik -8— ik (VI11-38) :

H
N \,N\S\/E \j:
QW@ o N
0

[1529]  'H NMR (400MHz,CDC13) 8:2.44 (br d,4H) ,3.41 (br s,2H) ,3.61 (s,2H) ,3.74 (br
s,2H) ,7.06 (d,2H) ,7.08-7.24 (m,41) ,7.32(d, 1H) ,7.39 (d,1H) ,7.59-7.7.65 (m, 2H) ,8.01
(d,1H) ,8.35(d,1H) ,8.39(d,1H) ,8.58 (s,1H) ,9.18 (s, 1H) ;HPLCE ¥ :94.42% ; LCMS : 521
o)

[1530]  N-(4- (4- (2-Z Bt W A) WRWR -1 —FiR ) 2R 8) e M-8 -TiBicfig (VIT1-39) -

[1528]

[1531]

[1532]  'H NMR (400MHz,CDCls) §:2.38 (br d,4H) ,2.58 (s,3H) ,3.31 (br s,2H),3.60 (s,
2H) ,3.64 (br s,2H) ,7.03(d,2H) ,7.15(d,2H) ,7.30-7.41 (m,3H) ,7.43(d,1H) ,7.59-7.64
(m,2H) ,8.01(d,1H) ,8.30(d,1H),8.38(d,1H) ,8.56 (s,1H) ,9.18 (s, 1H) ; HPLC4E & .
96.32% ; LCMS:529 (M'+1) .

[1533]  N-(4- (4- (3-FUHE R IE) WRIR -1 B ) 2R L) WEmk—8 i i fie (VIT1-40) -

[1534]

[1535]  'H NMR (400MHz,CDC13) 8:2.43 (br d,4H) ,3.38 (br s,2H) ,3.68(s,4H) ,7.08(d,
2H) ,7.18(d,2H) ,7.40 (t,1H) ,7.45-7.70 (m,5H) ,8.01 (d,1H) ,8.28(d,1H) ,8.38(d, 1H) ,
8.56 (s, 1H) ,9.18 (s, 1H) ;HPLC:98.2% ; LCMS:512 (M'+1) .

[1536]  N-(4- (4 (4-S R ) WRIE -1 ) L) Wbk -8t fie (VIT1-41) -
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[1537] N7 O P
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[1538]  'H NMR (400MHz,CDC13) 6:2.39 (br d,4H) ,3.39 (br s,2H) ,3.50 (s,2H) ,3.64 (br
s,2H) ,7.06 (d,2H) ,7.17 (d,2H) ,7.40(d,2H) ,7.44 (d, 1) ,7.56-7.63 (m,4H) ,8.01 (d, 1H) ,
8.28(d,11) ,8.38(d, 1) ,8.56 (s, 1) ,9.18 (s, 1H) s HPLCAE ¥ :96.9% ; LCMS: 521 (M'+1) .
[1539]  N= (4= (4= (- I) WRHR —1 —Ffe ) ) b -8l ik (VIT1-42) -

H
~ N\S\
I\/)\IW/Q dj\o N |
@

[1541]  'H NMR (400MHz,CDC13) 6:2.39 (br s,4H) ,3.38 (br s,2H) ,3.50 (s,2H) ,3.68 (br
s,2H) ,7.03(d,2H) ,7.18(d,2H) ,7.40 (t,1H) ,7.51-7.64 (m,4H) ,8.01 (d,1H) ,8.28 (d,1H) ,
8.38(d,1H) ,8.56 (s,1H) ,9.18 (s, 1H) s HPLCZEEZ : 97.70% ; ESMS: 512 (M'+1) »

[1542]  N-(4- (4- (4-ZL Bk R ) WRIGE-1-Fhe k) TR ) M-8~ B fide (VIT1-43) -

CN

[1540]

[1543]

[1544]  'H NMR (400MHz,CDC13) 8:2.38 (br d,4H) ,2.58 (s,3H) ,3.34 (br s,2H) ,3.58(s,
2H) ,3.68 (br s,2H) ,7.03(d,2H) ,7.15(d,2H) ,7.40(d,2H) ,7.43(d,1H) ,7.59-7.64 (m,
2H) ,7.91 (d,2H) ,8.01 (d,1H) ,8.30 (d, 1H) ,8.38 (d,1H) ,8.56 (s, 1H) ,9.18 (s, 1H) ;HPLCAE
E:92.23% ;ESMS:529 (M'+1) .

[1545]  N-(4- (4- (4-FUFEEFL) WRME -1 —HAk) DR L) sk ST kit (VI11-44) -

N
[1546] /\]
N N

[1547]  'H NMR (400MHz,CDC13) 8:2.39 (br s,4H) ,3.38 (br s,2H) ,3.52(s,2H) ,3.68 (br
s,2H) ,7.03(d,2H) ,7.18(d,2H) ,7.40(d,1H) ,7.59-7.64 (m,4H) ,8.01 (d,1H) ,8.28(d,1H) ,
8.38(d,1H) ,8.56 (s, 1H) ,9.18 (s, LH) s HPLCZE % :98.71% s LCMS:512 (M'+1) .
[1548]  N-(4- (4- (4-3R R L) WRIR —1— k) ZR L) Wbk —8— il fig (VI11-45)
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[1549]

[1550]1 'H NMR (400MHz,CDCls) §:2.38 (br d,4H) ,3.35 (br s,2H) ,3.46 (s,2H) ,3.64 (br
s,2H) ,6.94 (t,2H) ,7.06 (t,2H) ,7.18(d,2H) ,7.24-7.28 (m,2H) ,7.56-7.63 (m,2H) ,8.01
(d,1H) ,8.28(d,1H) ,8.38(d, 1H) ,8.56 (s, 1H) ,9.18 (s, 1H) ;HPLCAL & : 94.7 % ; LCMS : 505 (M
1) o

[1851]  N-(4- (4- (4R T HL) WRIGR -1 %) ORJL) M bk —8 Tt i fig (VITI-46)

AR N
[1552] s |
P K/Npo N
0

[1553]  'H NMR (400MHz,CDC13) 6:2.38 (br d,4H) ,3.31 (br s,2H) ,3.41 (s,2H) ,3.64 (br
s,2H) ,7.06 (d,2H) ,7.18 (t,3H) ,7.40(d,2H) ,7.56-7.63 (m,2H) ,8.01 (d, 1) ,8.28 (d, 1H) ,
8.38(d,1H) ,8.56 (s, 1H) ,9.18 (s, IH) s HPLCAEF:99.7% ; LCMS:567 (M'+2) .

[1554]  N-(4- (4- 3-FUFEL) WRMWR -1 AL 7R 38E) I -8Bk (VI11-47) -

H
N

Cls N N
[1555] \Q\UY@ o N%/;

0

[1556]  'H NMR (400MHz,CDC13) 8:2.39 (br d,4H) ,3.39 (br s,2H) ,3.48(s,2H) ,3.64 (br
s,2H) ,7.06 (d,2H) ,7.17 (d,2H) ,7.40 (d,2H) ,7.44 (d, 1) ,7.58-7.63 (m,2H) ,8.01 (d, 1H) ,
8.28(d,1H) ,8.38(d, 1H) ,8.56 (s, 1H) ,9.18 (s, 1H) ; HPLCALJ% : 98.98 % ; ESMS:521 (M'+1) &

(15571 N-(4- (4= (2,4- =50 LRI RIGE —1 ) ) 1R -8B B (VIT1-49) -

Cl

[1558]
Cl

OH

[1559]1  'H NMR (400MHz,DMS0-d6) 6:2.39 (br s,4H) ,3.48 (br s,4H) ,3.70 (s,2H) ,6.98
(s,1H) ,7.01 (s, 1H) ,7.10-7.20 (m,4H) ,7.70-7.79 (m,2H) ,8.28 (d, 1H) ,8.43 (d,1H) ,8.55
(d,1H) ,9.18 (s, 1H) ,10.41 (s, 1H) sHPLCZE ¥ : 95.42% ; LCMS: 571 (M) »

[1560]  N-(4- (4- (2-3R -6 F JE R ) WRIE -1 Bk HL) R L) mEmk—8 -t ik (VITI-50) -
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[1561] U\l &5 [

0

[1562]  'H NMR (400MHz ,DMSO-d6) 8:2.39 (s,4H) ,3.42 (br s,4H) ,3.63 (s,3H) ,6.56-6.62
(m,2H) ,7.10~7.19 (m,4H) ,7.70-7.79 (m,2H) ,8.28 (d, 1) ,8.43 (d, 1H) ,8.55 (d, 11) ,9.18
(s,1H) ,10.41 (s, 1H) s HPLC&E% : 99.89% ; LCMS: 521 (M'+1) o

[1563]  N- (4= (4= (2~ (FHiF) ) WRWR —1 —FfeR) R ) Ik —8 i % (VITI-51) -

H ,\
N

[1565]  'H NMR (400MHz,DMSO-d6) §:2.35 (br s,4H) ,2.39 (s,3H) ,3.43 (s,4H) ,3.61 (s,
2H) ,7.10-7.19 (m,4H) ,7.26 (s,3H) ,7.30(q,1H) ,7.70-7.79 (m,2H) ,8.28 (d,1H) ,8.43 (d,
1H) ,8.55(d,1H) ,9.18 (s, 1H) ,10.41 (s, 1H) ;HPLCZE)¥ :91.14% ; LCMS:533 (M'+1) .

[1566]  N-(4- (4- Q-F—6-F & L&) IRIER-1 ;ﬁﬁ) L) MR -8—-TH LG (VITT-52) :

\(Od” 0 N

[1568]1  'H NMR (400MHz,DMS0-d6) 6:2.32 (br s,4H) ,3.55 (s,3H) ,3.62 (br s,4H) ,3.80
(s,2H) ,6.78 (t,1H) ,6.84(d,1H) ,7.13(s,4H) ,7.30(q,1H) ,7.70-7.79 (m,2H) ,8.28 (d,
1H) ,8.43(d,1H) ,8.55(d, 1H) ,9.18 (s, 1H) ,10.41 (s, 1H) ;HPLCZE ¥ :98.18% ; LCMS:535 M
+1) o

[1569]  N-(4-(4- (2— GRUT B:hm L) R 45) WRIGE —1 - ) ZRJ) Emk—8—Tifi ik (VITI-53) -

[1567]

[1570]

A w

[15711  'H NMR (400MHz,DMS0-d6) 8:1.24 (s,9H) ,2.37 (br s,4H) ,3.30 (br s,4H) ,3.78
(s,2H) ,7.08-7.18 (m,4H) ,7.25 (t,1H) ,7.41 (t,1H) ,7.50-7.59 (m,2H) ,7.70-7.79 (m,2H) ,
8.29(d,1H) ,8.43(d,1H) ,8.48(d,1H) ,9.18 (s, 1H) ,10.41 (s, 1H) ;HPLCZEJ¥:97.92% ;
LCMS:575 (M'+1) .

[1572]  N-(4- (4- (3-F—4-F L) WRIE —1-He ) R bk -8 Bt fik (VIT1-54) -
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[1573] c;U :‘l

[1574]1  'H NMR (400MHz ,DMSO-d6) 8:2.29 (br s,4H) ,3.43 (s,4H) ,3.62 (s,2H) ,7.06-7.18
(m,4H) ,7.25-7.39 (m,2H) ,7.46 (d, 1) ,7.70~7.79 (m,2H) ,8.29 (d, 1H) ,8.43 (d, 11) ,8.48
(d,1H),9.18 (s, 1H) ,10.41 (s, 1H) ;HPLCZE/¥:96.47% ; LCMS: 539 (M) .

(15751 N=(4- (4= (2,6 B W 3E) WRWR — 1 k) 75 0) -8~ (VIT1-55) «

S,
T H
[1576] TN 625\\ |
o LN 0 N
| 0

A

[1577]  'H NMR (400MHz ,DMS0-d6) 8:2.32 (br s,4H) ,3.50 (br s,4H) ,3.76 (s,6H) ,3.81
(s,2H) ,6.60(d,2H) ,7.10 (s,3H) ,7.22 (t,1H) ,7.70-7.79 (m,2H) ,8.28 (d, 1) ,8.43 (d,
1H) ,8.54(d,1H) ,9.18 (s, 1H) ,10.41 (br s, 1H) ;HPLCZE/E:94.09% ; LCMS:547 (M'+1) o
[1578]  N=(4- (4= (3, 550N 55 WRWR -1 L) IR L) e -8~ i (VIT1-56) -

[1579]

2

[1580]1  'H NMR (400MHz ,DMS0-d6) 6:2.30 (br s,4H) ,3.45 (s,3H) ,7.01(d,2H) ,7.10-7.21
(m,4H) ,7.70-7.79 (m,2H) ,8.29 (d,1H) ,8.43 (d,1H) ,8.48 (d,1H) ,9.18 (s, 1H) ,10.41 (s,
1H) s HPLCZEJ¥ : 96.47 % ; LCMS: 523 (M'+1) ©

[1581]  N-(4- (4- (3-FF4E) WRIGE -1 - ) ZR L) WEmk—8—Ti i fi (VITI-57) -

L & )
[1583]1  'H NMR (400MHz ,DMS0-d6) §:2.36 (br s,4H) ,3.41 (br s,2H) ,3.59 (s,2H) ,7.10-
7.21 (m,6H) ,7.37-7.40 (m, 1H) ,7.70-7.79 (m,2H) ,8.31 (d, 1H) ,8.43 (d,1H) ,8.48 (d, 1H) ,
9.18(s,1H) ,10.41 (s, 1H) s HPLCA & :94. 31 % s LCMS: 505 (M'+1) o

[1584]  N-(4- (4- (3-F—4— (= A AE) 1 5E) WRGR -1 - e k) R J) Wbk -8~ i ik (VITI-
58) :
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[1585]

[1586]  'H NMR (400MHz ,DMS0-d6) §:2.36 (br s,4H) ,3.42 (br s,4H) ,3.59 (s,3H) ,7.10-
7.21 (m,4H) ,7.39(d,1H) ,7.42(d,1H) ,7.70-7.79 (m,2H) ,8.32(d,1H) ,8.43(d,1H) ,8.48
(d,1H) ,9.18(s,1H) ,10.41 (s, 1H) ;HPLCZEJ¥ :96.69% ; LCMS: 595 M'+23) »

[1587]  4— ((4— (4— (Mm-S VTt s k) 7K AP ) R e —1—2k) R k) O R R PRI (VDI
59) :

[1588]

[1589]  'H NMR (400MHz ,DMS0-d6) 8:2.36 (br s,4H) ,3.43 (br s,4H) ,3.59 (s,2H) ,3.83
(s,3H) ,7.10-7.21 (m,4H) ,7.46 (d,2H) ,7.70~7.79 (m,2H) ,7.95 (d,2H) ,8.32(d, 1H) ,8.43
(d,11) ,8.48(d, 1) ,9.18 (s, 1H) ,10.41 (s, 1H) ;HPLCZEF:97.92% ; LCMS: 545 (M'+1)
[1590]  N-(4-(4- (2,5~ H LR WRWR—1 - L) ZR L) e M-8Rt Bk (VIT1-60) -

o]
; ()

[1592]  'H NMR (400MHz ,DMS0-d6) §:2.38 (s,6H) ,2.41 (br s,4H) ,3.41 (br s,4H) ,6.97-
7.02(m,2H) ,7.10-7.21 (m,3H) ,7.31 (s,1H) ,7.70-7.79 (m,2H) ,8.29 (d,1H) ,8.43 (d, 1H) ,
8.56 (d,1H) ,9.18(s,1H) ,10.41 (br s,1H) ;HPLCAL /& :99.73% ; LCMS:515 M'+1)

[1593]  N-(4- (4= (2,4~ &K WRME -1 - 3h) 2R L) ek -8t fiie (VITI-61) -

[1591]

[1594]

[1595]  'H NMR (400MHz ,DMS0-d6) 62.38 (br s,4H) ,3.41 (br s,4H) ,3.59 (s,2H) ,7.10(q,
41) ,7.39(d,1H) ,7.43(d,1H) ,7.59 (s, 1H) ,7.70-7.79 (m,2H) ,8.29 (d, 1H) ,8.43 (d, 1H) ,
8.56 (d,1H) ,9.18(s,1H) ,10.41 (br s,1H) ;HPLCAL & :99.34% ; LCMS:555 M) »

[1896]  N-(4- (4— (4-F A B 0 WRWEE —1 - ) R ) k-8 Bt fie (VIT1-62) -
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[1598]  'H NMR (400MHz,DMS0-d6) §:2.32 (br s,4H) ,3.52 (br s,4H) ,3.79 (s,2H) ,6.81
(d,2H) ,7.10-7.21 (m,5H) ,7.31 (s, 1H) ,7.70-7.79 (m,2H) ,8.28 (d, 1H) ,8.43 (d, 1H) ,8.56
(d,1H) ,9.18 (s, 1H) ,10.41 (br s,1H) sHPLCAEF :96.49% ; LCMS:539 (M'+23) ,

[1599]1  N-(4- (4- G-F-2-F L EL) WRER -1 - FL) I FL) k-8 ik e (VIT1-63) -
o
H |
N
[1600] /,S\\/%
\ O O No
s
[1601]  'H NMR (400MHz ,DMSO-d6) 6:2.38 (br s,4H) ,3.59 (s,4H) ,3.62(s,2H) ,6.79 (d,

2H) ,7.06-7.21 (m,6H) ,7.70-7.81 (m,2H) ,8.31 (d, 1) ,8.28(d, 1) ,8.38 (d, 1H) ,8.56 (s,
1H) ,9.18(s,1H) ,10.41 (s, IH) sHPLCAE/% :97.02% s LCMS: 537 (M) o
[1602] N (4= (4= (4-F FLARIE) WRHR —1 —Ffe ) ) b -8l ik (VIT1-64) -

N

o [ 1
- N
o

[1604]1  'H NMR (400MHz ,DMS0-d6) §:2.30 (s,4H) ,3.42 (s,4H) ,3.46 (s, 2H) ,7.06-7. 20 (m,
8H) ,7.70-7.79 (m,2H) ,8.28 (d,1H) ,8.43(d,1H) ,8.56 (d,1H) ,9.18 (s, 1H) ,10.41 (br s,
1H) s HPLCZE )% : 98.59% ; LCMS: 501 (M'+1) .

[1605]  N-(4- (4- (3G -4 S LR L) WRWR -1 - k) 2R L) 1 bk —8—Tidk ¥ fiz (VI11-65)

[1603] _ :
& N

[1606]

X

[1607]  'H NMR (400MHz,DMSO-d6) §:2.30 (br s,4H) ,3.45 (br s,6H) ,3.81 (s,3H) ,7.04-
7.21 (m,6H) ,7.31 (s, 1H) ,7.70-7.79 (m,2H) ,8.28 (d, 1H) ,8.43(d, 1H) ,8.56 (d,1H) ,9.18
(s,1H) ,10.41 (br s, 1H) ;HPLCZLE :99.70% ; LCMS:551 (M) »

[1608] 7 Fg2-H 4 FE-4- ((4— (4— (Embk—8— P Ff it 2 3ik) 7% E3) Wik — 1 %) HP 3) R
(VITI-66) :
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[1610]  'H NMR (400MHz,DMS0-d6) 8:2.22 (s,3H) ,2.38 (br s,4H) ,3.31 (br s,2H) ,3.51
(s,4H) ,3.80 (s, 3H) ,6.89 (d, 1H) ,7.04 (d,2H) ,7.10-7.23 (m,4H) ,7.71-7.79 (m,2H) ,8.31
(d,1H) ,8.45(d, 1H) ,8.56 (d,1H) ,9.18(d,1H) ,10.42 (s, IH) ;HPLCAL £ : 91.90% ; LCMS:575
M+D) o

(16111 N= (4= (4= (A=) WRHR —1 —Ffe ) ) b8l ik (VIT1-67) -

H
v . N
N oy

[1613]  'H NMR (400MHz,DMS0-d6) 8:2.23 (br s,4H) ,3.41 (br s,2H) ,3.54 (s,2H) ,7.06
(q,4H) ,7.22(s,2H) ,7.62-7.76 (m,4H) ,8.22(d, 1) ,8.38(d, 1) ,8.44 (d, 1) ,9.08 (s,
1H) ,10.40 (s, 1H) sHPLCZEE:99.87% ;MS:512 (M'+1)

(16141 N= (4= (4= (3,5~ G0N HE) WRWR -1 k) JR L) e -8~ i (VIT1-68) -

[1615]

[1616]  'H NMR (400MHz ,DMS0-d6) 8:2.24 (br s,4H) ,3.41 (br s,4H) ,3.44 (s,2H) ,7.08
(q,3H) ,7.30 (2H) ,7.41 (s,1H) ,7.60-7.66 (n,2H) ,8.21 (d,1H) ,8.38(d,1H) ,8.44 (d, 1H) ,
9.08 (s, 1H) ,10.38 (s, 1H) s HPLCAEE :99.83% ; LCMS: 555 (M) .

(16171 N=(4- (4= (2, 5 H AR AL HE) WRWR —1 ) 7R 5E) me k-8B ik (VII1-69) -

[1618]

[16191  'H NMR (400MHz ,DMSO-d6) 6:2.23 (br s,4H) ,3.40 (s,4H) ,3.61 (d,6H) ,3.72 (s,
21) ,6.82 (d,3H) ,7.02-7.10 (m,4H) ,7.60-7.68 (m, 2H) ,8.22(d, 11) ,8.38 (d, 11) ,8.44 (d,
1H) ,9.08 (s,1H) ,10.40 (s, 1H) sHPLCALJE : 98.63% ; LCMS: 547 (M'+1)

[1620]  N-(4- (4~ 226 A FH) WRIG -1 H) Z85) M-8tk (VITI-70) -
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ST
SN N.
[1621] TN A |
0

-

|

[1622]1 'H NMR (400MHz,DMS0-d6) §:2.36 (br s,4H) ,3.54 (s,4H) ,3.61 (s,2H) ,3,64 (s,
3H) ,6.36 (d,1H) ,7.00-7.10 (m,5H) ,7.60-7.68 (m,2H) ,8.20 (d,1H) ,8.38 (d,1H) ,8.44 (d,
1H) ,9.08 (s,1H) ,10.40 (s, 1H) sHPLCAE & :98.03% ; LCMS:533 M'+1) »

[1623]  N-(4- (4- (5-F—2-FoHh—4-F L 3k) R -1 —F k) ZRE) miph—8— T i fig (VITI-
71) :

[1624]

[1625]  'H NMR (400MHz,DMSO-d6) 8:2.18 (s,3H) ,2.30 (br s,4H) ,3.41 (s,4H) ,3.46 (s,
2H) ,6.68 (s, 1) ,7.10-7.19 (m,4H) ,7.65-7.78 (m,2H) ,8.24 (d, 1) ,8.41 (d, 1H) ,8.51 (d,
1H) ,9.12(s,1H) ,10.40 (s, IH) sHPLCAE/% : 96.25% s LCMS: 551 (M) o

[1626]  N= (4= (4= (4= (Ch-1-FR3E) "N L) WRWR —1—Fe k) IR 5E) I8 fi% (VIT1-72) -

H
) N
N P
[1627] | O K/)W/QO”D Nij‘
.
@]

[1628]  'H NMR (400MHz ,DMS0-d6) 6:0.93 (t,3H) ,1.38-1.41 (m,4H) ,2.22 (br s,6H) ,2.38
(t,2H) ,2.80 (s,3H) ,3.44 (s,2H) ,6.22(d,1H) ,7.00-7.12 (m,4H) ,7.22 (dd,2H) ,7.62-7.70
(m,2H) ,8.24 (d,1H) ,8.38 (d, 1H) ,8.44 (d,1H) ,9.08 (s, 1H) ,9.60 (br s,1H) ,10.36 (s, 1H) ;
HPLCP41i 5 : 99.84 % ; LCMS: 567 M'+1) .

[1629]  N-(4- (4- (2-Z B IE) WRIR -1 B ) DRI WEmk—8 i i fie (VITI-73) -

~

[1630]

[1631]  'H NMR (400MHz ,DMSO-d6) 8:1.12 (t,3H) ,2.23 (br s,4H) ,2.62 (g, 2H) ,3.40 (s,
oH) ,3.43 (br s,4H) ,7.04-7.20 (m,5H) ,7.65-7.70 (m,2H) ,8.25 (d, 1H) ,8.41 (d, 1H) ,8.50
(d,1H) ,9.10 (s, 1H) ,10.40 (s, 1H) s HPLCZH )& : 98.83% ; LCMS: 515 M™+1)
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[1632]  N-(4- (4- (4- (B EI) “RIk) DRMR -1 AE) TR ) Wik -8~ g (VIT1-74) -

[1633]

[1634]1  'H NMR (400MHz,DMSO-d6) 8:2.21 (br s,4H) ,2.81(s,6H) ,3.41 (br s,6H) ,6.61
(d,2H) ,7.01-7.11 (m,6H) ,7.48(d,2H) ,7.63~7.70 (m,2H) ,8.22 (d, 1H) ,8.38(d, 11) ,8.45
(d,1H) ,9.08 (s, 1H) ,10.40 (br s, 1H) ;HPLCAE)¥ :96.86% ; LCMS:552 (M'+23) o

[1635]  N-(4- (4- Q- F I -3-F LW 5L WRIGR -1 - B ZR 5L k-8t (VITI-75)

[1636]

[1637]1  'H NMR (400MHz ,DMS0-d6) 6:2.30 (br s,4H) ,3.41 (br s,4H) ,3.54 (s,2H) ,3.75
(s,3H) ,6.66 (s,2H) ,6.80(d,1H) ,7.20 (q,4H) ,7.48(d,2H) ,7.62-7.70 (m,2H) ,8.24 (d,
1H) ,8.38(d,1H) ,8.48(d, 1H) ,9.10 (s, 1H) ,10.40 (s, 1H) ;HPLCZE [ :99.76% ; LCMS:555 M
+23) .

[1638]  N-(4-(4- (3,4~ &R ) WRIE -1 - ) % AE) ngmk—8—hea i (VIII-76) -

7

o P00, O

Q )
[1640]  'H NMR (400MHz,DMSO-d6) §:2.24 (br s,4H) ,3.41 (s,4H) ,3.45(s,2H) ,7.05 (q,
4H) ,7.24(d,1H) ,7.52-7.58 m,2H) ,7.66-7.74 (m,4H) ,8.24 (d,1H) ,8.38 (d,1H) ,8.48 (d,
1H) ,9.10 (s, 1H) ,10.40 (br s, 1H) ;HPLCAL & :97.35% ; LCMS:555 (M) »

[1641]  N-(4- (4- (3— (2-FRBL L4 HE) R ) WRIGR — 1 — e ) DR L) e mpk—8 Tl i fie (VIT1-
77) :

[1642]

[1643]  'H NMR (400MHz,DMS0-d6) §:2.23 (br s,4H) ,3.40 (s,4H) ,3.69 (q,2H) ,3.98 (t,
2H) ,4.78(s,2H) ,6.79-7.01 (m,3H) ,7.12(q,4H) ,7.18(t,1H) ,7.62-7.70 (m, 2H) ,8.26 (d,
1H) ,8.38(d,1H) ,8.46 (s, 1H) ,9.10 (s, 1H) ,10.38 (s, 1H) sHPLCAEJEF :97. 11% ;LCMS: 547 (M°
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+1) .
[1644]  N-(4- (4= (4- CHRF L) FH) IR -1 -Fr 3L 85 Emk-8-Tifilit iz (VITI-78) :

[1645]

[1646]  'H NMR (400MHz,DMSO~d6) 8:2.24 (br s,4H) ,3.46 (br s,4H) ,3.55 (s,2H) ,7.08
(q,4H) ,7.48(d,2H) ,7.60-7.70 (m,4H) ,8.24 (d,1H) ,8.38 (d,1H) ,8.48 (d,1H) ,9.10 (s,
1H) ,10.40 (s, 1H) sHPLCAEE : 99.28% ; LCMS: 555 (M'+1) .

(16471 N- (1= (4= (2,4, 5-=F B W IL) WRHR — 1 e H) 750 mempf -8R % (VIT1-79) -

[1648] // N
0 Na

[1649]  'H NMR (400MHz,DMSO-d6) 8:2.12 (s,6H) ,2.20 (s,3H) ,2.23 (br s,4H) ,3.41 (br
s,4H) ,3.46 (s,2H) ,6.88(d,2H) ,7.08 (q,4H) ,7.62-7.70 (m,2H) ,8.28 (d,1H) ,8.40 (d, 1H) ,
8.48(d,1H) ,9.10 (s, 1H) ,10.40 (s, 1H) ;HPLCZHE :99.58% ; LCMS: 529 (M'+1) .

[1650]  N= (4= (4= (4- (IEEAZE) "N ) WRMR —1 P k) TR L) Ik -8— Ei%@ﬁﬂéz (VII1-80) :

[1651] Oﬁf \O ; ]
\,/\//\O N

[1652]  'H NMR (400MHz , DMSO-d6) 6:0.85 (t,3H) ,1.25-1.39 (m,4H) ,1.65 (F E &, 2H) ,
2.22(br s,4H) ,3.38(s,4H) ,3.41 (s,2H) ,3.90 (t,2H) ,6.80(d,2H) ,7.08-7.14 (m,6H) ,
7.68-7.75(m,2H) ,8.28(d,1H) ,8.40(d,1H) ,8.50 (s, 1H) ,9.10 (s, 1H) ,10.40 (s, 1H) ;HPLC
4l :99.80% s LCMS: 573 (M'+1)

(16831 N~ (4- (4- (2~ & FH0) WRWE —1 R 3E) 08 WS TRk (VIT1-81) -

[1654]

[1655]  'H NMR (400MHz , DMSO-d6) 6:2.24 (s, 3H) ,2.36 (br s,4H) ,3.38 (s,4H) ,3.40 (s,
2H) ,7.05-7.20 (m,6H) ,7.65-7.74 (m,2H) ,8.26 (d,1H) ,8.39(d, 1H) ,8.46 (s,1H) ,9.10 (s,
1H) ,10.40 (s, 1H) ;HPLCAEZ:98.75% ; LCMS: 501 M'+1) ©
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[1656]  N-(4- (4- (4-F W EL) WRME -1 AL ZRJE) Ik -8t (VI11-82) :

H
” N - : N\ s
[1657] O N7 Q &% |
o LN N o
o)

[1658]  'H NMR (400MHz,CDC13) 6:2.38 (br d,4H) ,3.31 (br s,2H) ,3.41 (s,2H) ,3.64 (br
s,2H) ,6.94 (d,2H) ,7.06 (t,4H) ,7.40 (d,2H) ,7.56-7.63 (m,2H) ,8.01 (d, [1) ,8.28 (m, 2H) ,
9.18 (s, 1H) s HPLCAH/E : 97.61 % ; LCMS:522.0 () o

[1659]  N= (4= (4= (3-THSEE 55 DRI —1 ) IR L) e -8~ i (VIT1-83) -

H
S N _
"N o =
saeNety
[1660] : N N #
/r-D‘ O

[16611  'H NMR (400MHz ,DMS0-d6) 8:0.97 (t,3H) ,1.70 (q,2H) ,2.32(s,4H) ,3.41 (br s,
4H) ,3.90 (t,2H) ,4.22 (br s,2H) ,6.99 (d,2H) ,7.17 (dd,4H) ,7.36 (t,1H) ,7.68-7.74 (m,
2H) ,8.28(d, 1H) ,8.39 (d,1H) ,8.50 (d, 1) ,9.16 (s, 1H) ,10.50 (s, 1H) s HPLCZEF:99.57% ;
LCMS:545 (M'+1) .

[1662]  N-(4- (4= (2-THSHE W 5L WRIE -1 L) FR L) e -8t fii (VIT1-84) -

H
N

RN SN
[1663] -|/0 N_AZ @ O N~
H 0

[1664 11 NMR (400MHz , DMSO~d6) 5:0.97 (t,31) ,1.70 (q,2H) ,2.36 (b s,4H) ,3.42 (br
$.41) ,3.90 (t,21) ,4.22 (b s,21) ,6.99 (d,21) ,7.17 (dd, 4H) ,7.40 (br s, 1H) ,7.68-7.74
(m» 2H) ,8.28 (d, 1H) ,8.39 (d, 1H) ,8.50 (d, 1H) ,9.16 (s, 1K) ,10.50 (s, 1H)  HPLCZHL ;

99.12% ; LCMS:545 (M'+1) .
[1665]  N— (4= (4= (257 AL W 55) WRWR — 1L i ) TR L) Bk -8t B fi% (VIT1-85)

7

[1666]

[16671  'H NMR (400MHz,DMSO-d6) 8:1.37 (d,6H) ,3.12 (br s,3H) ,4.25 (br s,2H) ,4.71-
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4.75 (m,1H) ,7.01 (t,2H) ,7.17(d,2H) ,7.22(d,2H) ,7.42 (br s,2H) ,7.70-7.79 (m,2H) ,
8.30(d,1H) ,8.42(d,1H) ,8.51 (d,1H) ,9.14 (s, 1H) ,9.50 (br s,1H) ,10.55 (s, 1H) ;HPLCZE
JE:99.17% ;LCMS:545 M'+1) »

[1668]  N-(4- (4- (3— A IE R L) WRMR -1 - AL) R IL) MMk -8~ Bt iz (VITT-86) -

H
N STS
[1669] ’\/)\IO & NE =
\]/O O

[1670]1  'H NMR (400MHz,DMS0-d6) 6:1.29 (d,6H) ,2.36 (br s,4H) ,3.02 (br s,4H) ,4.25
(s,2H) ,4.62 GNEHIE, 1H) ,6.99-7.09 (m, 3H) ,7.20 (dd,4H) ,7.39 (t,1H) ,7.70-7.79 (m,
2H) ,8.30 (d, 1H) ,8.42(d, 1H) ,8.51 (d, 1H) ,9.14 (s, 1H) ,9.79 (br s,1H) ,10.57 (s, 1H) ;
HPLCZE [ :99.11% ; LCMS: 545 (M'+1) o

[1671]  N-(4-(4- B3-T AR IL) WRME 1B ) 7R JL) mEmbk -8t e (VIT1-87) -

H
” N
N s
O

O

p

[1673]1  'H NMR (400MHz ,DMS0-d6) §:0.90 (t,3H) ,1.21 (N EWE,2H) , 1.64 (FLEIE, 2H) ,
2.31 (br s,4H) ,3.36 (br s,4H) ,3.92 (t,2H) ,4.23 (s,2H) ,6.93-7.01 (m,2H) ,7.17 (q,4H) ,
7.31(s,2H) ,7.63-7.74 (m,2H) ,8.28 (d, 1H) ,8.40 (d, 1H) ,8.51 (d,1H) ,9.10 (s, 1H) ,9.50
(br s,1H) ,10.55 (s, 1H) sHPLCZLE:99.06 % ; LCMS:559 M'+1) o

[1674]  N-(4- (4- Q- A HER J) WRMR—1—H J) R R) Wbk —8 Tt e (VITI1-88) -

[1672]

A

[1675]

[1676]  'H NMR (400MHz,DMS0-d6) 6:1.17 (d,6H) ,3.10 (br s,4H) ,3.21 (br s,4H) ,4.35
(s,2H) ,4.62 (sextate, 1H) ,7.18 (dd,4H) ,7.17(d,2H) ,7.21 (br s,1H) ,7.20 (s,2H) ,7.68-
7.74 m,2H) ,8.28 (d,1H) ,8.40 (d,11) ,8.51 (d,1H) ,9.14 (s, 1H) ,9.50 (br s,1H) ,10.55 (s,
1H) s HPLCZEJE :99.16% ; LCMS: 529 (M'+1) .

[1677]  N-(4-(4- (4 T2 R ) WRWR -1 k) 2R Wbk —8—Tidi B i (VIT1-89) -
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o | SO

O

[1679]  'H NMR (400MHz ,DMSO0-d6) 6:0.96 (d,6H) ,2.00 (-LEI, 1H) ,2.99 (br s,2H) ,3.18
(br s,2H) ,3.22 (br s,2H) ,3.70(d,2H) ,4.20 (s,2H) ,6.99 (d,2H) ,7.18(dd,4H) ,7.35 (d,
2H) ,7.65-7.73 (m,2H) ,8.28(d, 1H) ,8.40 (d, 1H) ,8.51 (d,1H) ,9.10(s,1H) ,9.50 (br s,
1H) ,10.55 (s, 1H) ;HPLCZE & :99.06% ; LCMS:559 M'+1) »

[1680]  N-(4—(4- 2-ZREL I HL) WRIGR -1 HL) FRHL) nnpk—8 T i (VITI-90) -

H
. N
N = [\‘
O

[1682]  'H NMR (400MHz,DMSO~d6) 8:1.21 (d,3H) ,2.99 (br s,3H) ,3.21 (br s,2H) ,7.17
(d,4H) ,7.21-7.35 (m,4H) ,7.63-7.74 (m,2H) ,8.28 (d, 1) ,8.40 (d, 1H) ,8.51 (d, 1) ,9.10
(s,1H),9.24 (br s,1H) ,10.55 (s, 1H) sHPLCAEJ¥ :99.88% ;s LCMS:515 (M'+1)

[1683]  N= (4= (4= (4-F S -3 LW AE) WRWR —1 e H) ) e -8~ (VITT1-91)

[1681]

[1684]

-

[1685]  'H NMR (400MHz,DMS0-d6) 6:2.19 (s, 3H) ,3.02 (br s,2H) ,3.20 (br s,2H) ,3.30
(br s,4H) ,3.80(s,3H) ,4.21 (s,2H) ,7.01(d,1H) ,7.16-7.29 (m,4H) ,7.70-7.79 (m,2H) ,
8.28(d,1H) ,8.44 (d,1H) ,8.57(d,1H) ,9.14 (s, 1H) ,9.78 (br s,1H) ,10.55 (s, 1H) ;HPLCZE
J£:99.86% ; LCMS: 531 (M'+1) .

[1686]  N—(4— (4— (4—F P FEAEIE) WRE—1—H0 ) 8 L) Wbk —S— Tl e (VI11-92) -

7~

o | QT

©)

[1688]  'H NMR (400MHz ,DMSO-d6) §:1.20 (d,6H) ,2.31 (br s,4H) ,2.95 (FLEI&, 1H) ,3.42
(br s,4H) ,4.22 (br s,2H) ,7.20(dd,4H) ,7.39(q,4H) ,7.70-7.78 (m,2H) ,8.28 (d, 1H) ,
8.46 (d,1H) ,8.53(d,1H) ,9.14 (s, 1H) ,9.60 (br s,1H) ,10.58 (s, 1H) ;HPLCZE ¥ :97.92% ;
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LCMS:529 (M'+1) .
[1689]  N-(1- (4= (2,6- 5N 5E) WRWR -1 k) ZR ) e -8R i fb &4 (VIT1-93)

[1690]

[16911  'H NMR (400MHz ,DMS0-d6) 6:2.31 (br s,4H) ,3.44 (br s,4H) ,3.61 (s,2H) ,7.02-
7.26 (m,5H) ,7.56 (br s,1H),7.70-7.78 (m,2H) ,8.28 (d, 1H) ,8.43 (d, 1) ,8.50 (d, 1)) ,
9.14(s,1H) ,10.42 (s, 1H) ;HPLCZEZ :99.64 % ; LCMS:523 (M'+1) .

[1692]  N=(4= (4= (4= T HARIE) WRHR —1 —Fe ) 7R M-8 —RalEfx (VIT1-94) -

, oo o

X ",

[1694]1  'H NMR (400MHz,DMS0-d6) §:0.85 (t,3H) ,1.25 (N EWE, 2H) , 1. 32 (FLEIE, 2H) ,
2.59 (t,2H) ,3.01 (br s,4H) ,3.12(br s,2H) ,3.22(br s,2H) ,4.21 (s, CH) ,7.11(d,2H) ,
7.21(d,2H) ,7.25(d,2H) ,7.30(d,2H) ,7.63-7.71 (m,2H) ,8.28 (d,1H) ,8.40 (d,1H) ,8.51
(d,1H) ,9.10(s,1H) ,9.78 (br s,1H) ,10.50 (s, 1H) ;HPLCZEEF :99.98% ; LCMS:543 (M'+1) .
[1695]  N-(4-(4- (2,6 FL- ) WRME —1 —F k) R L) bk —8—Tfi i ik (VITI-95) -

oZI

[1693]

[1696]

[1697]  'H NMR (400MHz,DMS0-d6) §:2.25 (s,6H) ,2.41 (br s,4H) ,3.02 (br s,2H) ,3.20
(br s,2H) ,4.21 (br s,2H),7.05(d,3H) ,7.17(d,2H) ,7.24(d,2H) ,7.70-7.79 (m,2H) ,8.28
(d,1H) ,8.44(d,1H) ,8.57(d,1H) ,9.14 (s, 1H) ,9.78 (br s,1H) ,10.55 (s, 1H) ;HPLCAE [ .
98.76% ; LCMS:515 (M'+1) «

[1698]  N-(4-(4- (3,5- - H 4 - ) WRWER — 1 — e Jik) IR L) ndg bk —8—Tudfi B fie (VITI-96)

[1699]
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[1700]  'H NMR (400MHz,DMS0~d6) 8:2.32 (br s,4H) ,3.44 (br s,4H) ,3.72(d,6H) ,4.19
(s,2H) ,6.59 (d, 1H) ,7.18(dd,4H) ,7.69-7.75 (m,2H) ,8.28 (d, 11) ,8.42 (d, 1H) ,8.50 (d,
1H) ,9.14(s,1H) ,9.78 (br s,1H) ,10.51 (s, 1H) ; HPLCZE/E :93.00% ; LCMS: 547 (M'+1) o
(17011 N= (4= (4= (A--2-900 N ) WRIGE —1 e k) IR L) M-8~ fig (VIT1-97)

T o = o
O s

[1703]  'H NMR (400MHz,DMS0~d6) 8:2.38 (br s,4H) ,3.46 (br s,4H) ,3.77 (s,3H) ,4.40
(s,2H) ,7.22(q,4H) ,7.34-7.44 (m,2H) ,7.55 (t,1H) ,7.63-7.70 (m,2H) ,8.20 (d, 1H) ,8.42
(d,2H) ,9.14 (s, 1H) sHPLCZE & : 98.85% ; LCMS: 539 (M) o

[1704]  N= (4= (4= (=L 3AHE R EE) DRI -1 ) IR L) v -8~ i (VIT1-98) -

pe

H
e N. ,
[1705] O N7 O SO
o LN OO N_-
o

[1706]  'H NMR (400MHz ,DMSO-d6) 8:1.23 (t,2H) ,4.00 (q,2H) ,4.20 (s, 2H) ,6.97 (d,2H) ,
7.17(dd,4H) ,7.36 (d,1H) ,7.69-7.75 (m,2H) ,8.28 (d,1H) ,8.41 (d, 1H) ,8.51 (d,1H) ,9.10
(s,1H) ,9.50 (br s,1H) ,10.50 (s, 1H) s HPLCZE[5¥:96.83% ; LCMS: 531 (M'+1) ,

(17071 N-(4- (4- (4-SUREL) WRMR -1 79 28) IR -8—fid Bk (VI11-99) -

4 ;
N.. /[ %
[1708] /@AQ O O‘?S\\O N! R
cl N =
Q

[1709]  'H NMR (400MHz,CD30D) 8:2.34 (br s,4H) ,3.23 (br s,2H),3.62 (br s,2H) ,4.30
(s,2H) ,7.16-7.20 (m,4H) ,7.37-7.57 (m,4H) ,7.79-7.84 (m,2H) ,8.15(d, 1H) ,8.40 (d,1H) ,
9.10 (s, 1H) ,9.50 (br s,1H) ;HPLCALE :99.75% ; LCMS:521 (M) .

[1710]  N-(4-(4- (2, 3- =GR 28) WRME -1 - H J2) R R) bk —8 Tt fiic (VITI-100) -

N
[1711]
LT

Cl

O 22X

[1712]  'H NMR (400MHz,CD30D) 8:2.32 (br s,4H) ,3.62 (br s,4H) ,3.81 (s,2H) ,7.21 (q,
4H) ,7.42 (t,2H) ,7.58(d,2H) ,7.61-7.72 (m,2H) ,8.18 (d,1H) ,8.41 (d,1H) ,9.18 (s, 1H) ;
HPLCAEJE:99.15% s LCMS: 555 (M'+1) »
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[1713]  N-(4-(4- Q¥ JE—-5H-H FH) WRIER—1 R IL) ZE L) e mbh—S—FlEER% (VITI-101) -

H
. ‘ N\
[1714] o4 \\O
DH

[1715]1  'H NMR (400MHz ,CD30D~d6) §:2.08 (s, 3H) ,2.22 (s,4H) ,3.32 (s,4H) ,3.72 (s, 2H) ,
4.21 (s, 1H) ,6.80(d,1H) ,7.10 (s,2H) ,7.18-7.25 (m,3H) ,7.61-7.68 (m,2H) ,8.18(d, 1H) ,
8.40 (d,2H) ,9.14 (s, 1H) ;HPLCZEE:98.02% s LCMS: 517 (M'+1) .

(17161 N= (4= (4= (53R -2 AL IE) WRWR —1 —FeJ) 75 e -8Rk (VITT-102) -

3 ™

[1717] FN '
SO~

[1718]  'H NMR (400MHz ,DMSOds) §:2.30 (br s,4H) ,3.31 (br s,4H),3.72(s,2H) ,6.90-
6.95 (m,3H) ,7.04-7.18 (m,2H) ,7.20-7.25 (m,3H) ,7.60-7.65 (m, 2H) ,8.41 (d,2H) ,9.10 (s,
1H) s HPLC4E )% : 98.95% ; LCMS: 521 (M'+1) .

[1719]  N-(4-(4- (2, 4-FF ) WRIR -1 - ) i) Wbk -8Bt fiz (103) -

#

[1720] /@’ ; o
-

[1721]1  'H NMR (400MHz ,DMSOds) §:2.36 (br s,4H) ,3.3 (br s,4H) ,3.7 (s,2H) ,7.05-7.22
(m,5H) ,7.55(d,2H) ,7.60-7.65 (m,2H) ,8.18(d,1H) ,8.40 (d,2H) ,9.10 (s, IH) s HPLCZE & :
99.24% ;LCMS:523.1 (M'+1) .

[1722]  N-(4- (4-(3,56- G —2-F LN HL) WRWE -1 - B Bk) R L) bk —8 T Bt fie (VITI-
104) .

Cl - N AL A
1723 VAN i
[1723] \@i.\HKJN\H 0 0 N\A

Cl &

[1724]  'H NMR (400MHz ,DMSOds) 8:2.37 (br s,4H) ,3.32 (br s,4H) ,3.71 (s,2H) ,4.2 (s,
IH) ,7.19-7.23 (m,4H) ,7.39 (s, 1H) ,7.56 (s,1H) ,7.62-7.68 (m, 2H) ,8.18 (d,2H) ,8.40 (d,
1H) ,9.13 (s, 1H) sHPLCZE$:99.95% ; LCMS:572.3 (M'+1) »
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[1725]  N-(4- (4= (2, 3- “F WAL WRMR -1 i) 2R JL) I8~k (VI11-105) -

-

H
o~ v N
i 'N/\ g S
[1726] | F o ;' |
H O

kH,-O.

[17271  'H NMR (400MHz,DMSOds) 8:2.30 (br s,4H) ,3.32 (br s,4H) ,3.76 (s,2H) ,4.2 (br
s,2H) ,7.19-7.23 (m,4H) ,7.39 (s, 1H) ,7.56 (s, 1H) ,7.62-7.68 (m, 3H) ,8.18 (d,2H) ,8.40
(d,1H) ,9.13 (s, IH) sHPLCZE /& :91.9% ; LCMS:519. 1 (M'+1) o

[1728]  N-(4- (4= (3-F2HE-4-F S0 W ) WRWR — 1 - ) L) nes ik -8 —T e e (VI 11~
106) :

[1729]

[1730]  'H NMR (400MHz,DMSOds) 8:3.19 (br s,4H) ,3.3-3.6 (m,4H) ,3.7 (s,2H) ,3.81 (s,
3H) ,6.85 (d,2H) ,6.97 (d, 11) ,7.18-7.24 (m,5H) ,7.60-7.66 (m,2H) ,8.18(d,1H) ,8.41 (d,
1H) ,9.13 (s, 1H) s HPLCAE% : 97.5% s LCMS:533.1 (M'+1) .

(17311 N=-(4- (4- - (A L) RIE) RWR -1 -F k) R IL) 18- Btfi (VIT1-107) -

[1732]

[1733]  'H NMR (400MHz ,DMSOde) 8:2.7 (s, 1H) ,3.19 (br s,4H) ,3.3-3.6 (m,4H) ,3.7 (s,
2H) ,6.97-7.0 (m,4H) ,7.18-7.24 (m,5H) ,7.60-7.66 (m,2H) ,8.18 (d, 1H) ,8.41 (d,1H) ,9.13

(s, 1H) sHPLCAE :99.4% s LCMS:553.1 (M'+1) »
[1734]  N- (4~ (4- Q-2 LT IE) WRME -1 PR 3E) 2R L) eIk -8t e fie (VIT1-108) -

™

[1735]

[1736]  'H NMR (400MHz ,DMSOds) 5:1.89 (t,3H) ,3.19 (br s,4H) ,3.3-3.6 (m,4H) ,3.7 (s,
2H) ,3.91 (q,2H) ,6.97-7.0 (m,4H) ,7.18-7.24 (m,5H) ,7.60-7.66 (m,2H) ,8.18 (d, 1H) ,8.41
(d,1H) ,9.13 (s, 1H) sHPLCALF:96.2% ; LCMS:553.1 (\M'+1) .

[1737]  N-(4- (4- (-2 HE-3, 5 F LR L) WRWR — 1 —pe k) 2R ) ndempk—8 T i (VITI-
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109) :

[1738]

[1739]  'H NMR (400MHz ,DMSOde) §:2.2 (s, 6H) ,3.19 (br s,4H) ,3.3-3.6 (m,4H) ,3.7 (s,
2H) ,6.97-7.0 (m,4H) ,7.18-7.24 (m,3H) ,7.60-7.66 (m,2H) ,8.18(d, 1H) ,8.41(d,1H) ,9.13
(s,1H) ;HPLCZEfE :98.4% ; LCMS:531.1 (M'+1) »

[1740]  N-(4- (4- B-L A FE -4 B LR IE) WRWE -1 -3l ) R 0L) W bk — 8- T Bt e (VITI-
110)

[1741]

[1742]  'H NMR (400MHz,CDC13) 8:1.41 (t,3H) ,2.42 (br s,4H) ,3.25-3.95 (m,4H) ,3.42(q,
2H) ,3.60 (br s,2H) ,4.21 (s, 1H) ,6.75(s,2H) ,6.90 (s, 1H) ,7.19 (s,4H) ,7.62-7.67 (m,
2H) ,8.18(d,1H) ,8.40 (d,2H) ,9.18 (s, 1H) s HPLCAE 5 :99.29% ; LCMS:546.1 (M'+1) ,

[1743]  N-(4- (4= (4= GRUT 3) R 3 WRWR—1—Fe ) Z95L) e -8 —-fst Bk (VITI-111)

H
v N
. - /’:i;ziij
[1744] Gvﬁ O&S\\O Ni P
Q

[1745]  'H NMR (400MHz,CD3s0D) 8:1.30 (s,9H) ,2.56 (br s,4H) ,3.30 (br s,4H) ,3.68 (s,
2H) ,7.20 (dd,4H) ,7.45(dd,4H) ,7.70-7.80 (m, 2H) ,8.45 (d,2H) ,8.55(d, 1H) ,9.18 (s, 1) ,
10.54 (s, 1H) ;HPLCZE S : 98.47% ; LCMS:543.0 (M'+1) o

[1746]  N-(4- (4= (- —2- (= AL) R IE) WRWR -1 —pe k) 2R ndempk—8 Tl i (VIT1-
112) :

[1747]

[1748]  'H NMR (400MHz,CDCls) 8:2.45 (br s,4H) ,3.2-3.6 (m,4H) ,3.70 (s, 2H) ,7.20 (s,
4H) ,7.59-7.74 (m,4H) ,8.18(d,2H) ,8.40 (m,2H) ,9.16 (s, 1H) sHPLCZE & :99.35% ; LCMS
573.1 M+1) »
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(17491 N-(4- (4- (4-5-2- T -5 AL N IE) WR IR -1 - FR L) ZRIE) v k-8R B i (VITT-
113) :

[1750] ’j@

[1751]  'H NMR (400MHz,CD3s0D) 8:2.91 (br s,4H) ,3.77 (br s,4H) ,3.92 (s, 2H) ,4.01 (s,
3H) ,7.20-7.25 (m,4H) ,7.40 (d,1H) ,7.62-7.68 (m,3H) ,8.18(d, 1H) ,8.41 (d,2H) ,9.13 (s,
1H) s HPLCAE )% :99.42% ; LCMS: 569 (M'+1) .

[1752]  N-(4- ((4- (4— (Mm-S P fifi [t 0 02 ) 7K FP I 2) DR W — 1 —J8%) FR J%) R L) 2 B
(VITI-114) :

A N ‘

o NS Py

[1753] /u\N QJO o
N I

[1754]1  'H NMR (400MHz,DMS0~d6) 8:2.01 (s,3H) ,3.01 (br s,4H) ,3.20 (br s,2H) ,3.30
(br s,2H) ,4.24 (s,2H) ,7.20 (dd,4H) ,7.40 (d,2H) ,7.65 (d,2H) ,7.70-7.80 (m,2H) ,8.30
(d,1H) ,8.45(d, 1H) ,8.52(d,1H) ,9.18 (s, 1H) ,10.60 (s, 1H) s HPLCZE & : 95.84% ; LCMS:
544.1 (M'+1)

[1755]  N= (4= (4= (2-9R W55 WG —1 e L) IR 5E) M-8~ B fig (VITI-115) -

H
. , N. :
[1756] N/\j ' S ;\
_ = I\/N ‘ O 0N~
(@]

[1757]  'H NMR (400MHz ,CD30D-d6) 6:3.01 (br s,4H) ,3.20 (br s,2H) ,3.30 (br s,2H) ,
3.82(s,2H) ,7.02-7.20 (m,5H) ,7.24-7.41 (m,2H) ,7.61-7.67 (m,2H) ,8.18(d, 1H) ,8.41 (¢,
2H) ,9.12 (s, 1H) ;HPLCZE /& :99.03% ; LCMS: 505 (M'+1) »

[1758]  N-(4-(4- (2, 3— 3R 28) WRMR—1—H JR) %) Wbk —8 Tt fiie (VITI-116) -

.‘

[1759]

[1760]  'H NMR (400MHz ,CD30D-d6) 6:3.01 (br s,4H) ,3.20 (br s,2H) ,3.30 (br s,2H),
4.24 (s,2H) ,7.16-7.34 (m,6H) ,7.39-7.47 (m,2H) ,7.61-7.67 (m,2H) ,8.18 (d, 1H) ,8.41 (d,
1H) ,9.12 (s, 1H) sHPLCZEJF:97.11% ; LCMS:523.2 (M'+1) »
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[1761]  N-(4- (4- 204, 6- A B TIL) WRIG-1-FREL) TRAL) Wi -8—Tf Bk (VITT-
117) :

[1762]

[1763]1  'H NMR (400MHz,CDC13) 8:3.15 (br s,2H) ,3.2-3.6 (br s,6H) ,3.39 (br s,2H) ,
3.78(s,3H) ,3.81(s,3M) ,6.17 (d,2H) ,7.22(q,4H) ,7.62-7.68 (m,21) ,8.18(d, 11) ,8.41
(d,1H) ,9.17 (s, 1H) sHPLCZE & :97.92% ; LCMS: 563 (M) o

[1764]  N-(4- (4= (3,5- "R ~4-F2 L W) WRWGR -1 -t k) DR JL) v -8 Tl B fige (VI T1-
118) :

_ H
cl ~ N. |
[1765] " U o”’S‘\o N: =
_ ‘ o)

Cl
[1766]  'H NMR (400MHz ,DMS0-d6) §:3.04 (br s,2H) ,3.30 (br s,4H) ,4.12(s,4H) ,4.2 (s,
1H) ,7.21(dd,4H) ,7.27 (s, 1H) ,7.50 (s,2H) ,7.69-7.78 (m,2H) ,8.30 (d,1H) ,8.50 (d,2H) ,
10.59 (s, 1H) , s HPLCZE & : 93.26% ; LCMS:571.3 M) »

[1767]  N-(4-(4- (2,6 FF FL - E) WRIGR —1—F k) O L) meEmbk—8 Tt fig (VITI-119) -

7

H
. N
O

[1769]  'H NMR (400MHz,DMS0-d6) 8:2.44 (s,6H) ,3.34 (s,6H) ,3.39 (br s,2H) ,4.45 (s,
2H) ,7.19-7.30 (m,6H) ,7.63-7.70 (m,3H) ,8.20 (d, 1H) ,8.42(d,2H) ,9.18 (s, IH) ;HPLC4L
J%:98.10% ;LCMS:515 M'+1) »

[1770]  N-(4- (4 (3,4~ F AU RE) MR —1 -l k) % ) MR WMk —8—Tidi B fie (VITI-120) -

O 0

e

[1772]1  'H NMR (400MHz ,CD30D) 6:3.4-3.6 (br s,2H) ,3.85 (d,6H) ,4.1 (s,6H) ,4.29 (s,
2H) ,7.02(d,3H) ,7.21-7.27 (m,4H) ,7.63-7.72 (m,2H) ,8.20 (d, 11) ,8.42 (d,1H) ,9.14 (s,
1H) s HPLCAEJE : 99.44% ; LCMS: 547 (M'+1) .

[1773]  N-(4- (4- 3-F A B 0 WRWR —1 - ) TR ) k-8 e fie (VITI-121) -
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(1774]

[1775]  'H NMR (400MHz,CD30D) 6:2.81 (br s,4H) ,3.20 (br s,4H) ,3.78(s,3H) ,4.25 (s,
2H) ,7.01 (t,2H) ,7.20 (t,3H) ,7.39 (t, 1) ,7.61-7.67 (m,2H) ,8.18(d, 1H) ,8.41 (d,2H) ,
9.14 (s, 1H) s HPLCAH% : 97.82% ; LCMS: 517 (M'+1) o

(17761 N= (4= (4= (A-THEEE ) WRWR -1 k) ZR ) -8B i (VITT-122) -

-~

P , N
[1777] OK/)\I\T(@O oy

[1778]  'H NMR (400MHz,CD30D) 8:1.01 (t,3H) ,1.78 GNHEIE,2H) ,3.2-3.85 (br s,4H) ,
3.9-4.0 (br s,4H),3.92(t,2H) ,4.22(s,2H) ,6.97 (d,2H) ,7.21 (q,4H) ,7.38 (d,2H) ,7.61~
7.67 (m,2H) ,8.18(d, 1) ,8.40 (d,2H) ,9.10 (s, [H) sHPLCAEJE : 98.67% ; LCMS: 545 (M'+1) .
[1779]  N-(4- (42K 2 FNRWR -1 —F k) R 3L) e -8Rt B (VIT1-123) -

m S0, Oy

[1781]1  'H NMR (400MHz,DMS0-d6) §:2.01 (t,2H) ,2.20 (t,2H) ,2.8 (br s,2H) ,3.2-3.89
(m,6H) ,7.04-7.32 (m,4H) ,7.59-7.63 (m,6H) ,8.01 (d, 1H) ,8.25 (dd,2H) ,8.41(d,1H) ,9.18
(s, 1H) ;HPLCAEJE¥ :99.43% ; LCMS: 501 (M'+1) ©

[1782]  N-(4-(4-(2,3,4-=H S BRI WRIGE -1 -3k JR) R IL) mEmbk—8 TSt i (VIT1-124) -

N
[1783] !

O

[1784]1  'H NMR (400MHz ,DMS0-d6) 6:3.01 (br s,2H) ,3.32-3.71 (m,6H) ,3.78 (s,3H) ,3.84
(s,3H) ,3.86 (s,3H) ,4.22 (br s,2H) ,6.89(d,1H) ,7.18(d,3H) ,7.25(d,2H) ,7.72-7.80 (m,
2H) ,8.30(d,1H) ,8.45(d,1H) ,8.55(d,1H) ,9.18(d, 1H) ,10.59 (s, 1H) s HPLCZ ¥ :99.84% ;
LCMS:577 M'+1) o

[1785]  N-(4- (4- (4-F£HE-3, 5 HI AU L) WRIGE — 1 ) TR ORE) b -8ttt fiie (VITT-
125) :
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o S N
. <N N\
[1786] HO Q > % |

oy o

\_._._—_..;J

[1787]  'H NMR (400MHz ,DMS0-d6) §:3.01 (br s,2H) ,3.21(br s,2H) ,3.3-3.7 (m,6H) ,
3.79 (s,6H) ,6.75(s,2H) ,7.20 (dd,4H) ,7.70-7.80 (m,2H) ,8.31 (d, 1H) ,8.46 (d,2H) ,8.55
(d,1H) ,10.59 (s, 1H) ; HPLCA JiF .

[1788]  99.21% ;LCMS:563 (M'+1) .

[1789]  N-(4- (4- (2-F2E-3,4- T H -6 - H 2L R 00) WRIGR -1 - ) L) bk — 8Tk %

B (VITT-126) -
y w
N Vs ?5
OHK/NwDO/ LN
o

[1791]  'H NMR (400MHz,DMS0~d6) 8:2.11 (s,3H) ,3.18 (br s,4H) ,3.30 (br s,4H) ,3.66
(s,3H) ,3.75 (s,3H) ,4.18(s,2H) ,6.48 (s, 1H) ,7.20 (dd,4H) ,7.70-7.80 (m,2H) ,8.31 (d,
1H) ,8.44 (d,2H) ,8.52(d, 1) ,8.78 (br s,11) ,9.10 (br s,1H) ,9.19(s,1H) ,9.60 (br s,
1H) ,10.53 (s, 1H) sHPLCAESE:97.01% ; LOMS:577 (M'+1) .

(17921 N= (4= (4= (4= TS EE W5 WRWR -1 k) ZR ) e -8~ B i (VITTI-127)

m | O

&)

[1794]1  'H NMR (400MHz,DMS0-d6) 6:0.92 (t,3H) ,1.41 (N HEWE,2H) ,1.68 (FLEIE, 2H) ,
3.00 (br s,2H),3.15(br s,2H) ,3.25 (br s,4H) ,3.92 (t,2H) ,4.22(s,2H) ,6.97 (d,2H) ,
7.20 (dd,4H) ,7.38(d,2H) ,7.70-7.79 (m,2H) ,8.44 (d,1H) ,8.50 (d, 1H) ,9.12 (s, 1H) ,9.64
(br s,1H) ,10.50 (s, 1H) s HPLCZ{ & : 98.86 % ; LCMS: 559 (M'+1) o

[1795]  N-(4- (4- G- IE) WRIR -1 —Fik ) 2R L) WEmbk—8—fisd i fig (VITI-128)

[1796] ©/\I\‘j\/

OH

[1790] ~o

(17971 'H NMR (400MHz,DMS0-d6) §:2.81 (br s,2H) ,3.00 (br s,6H) ,4.20 (br s,2H) ,
6.80 (s,2H) ,7.20 (dd,4H) ,7.70-7.80 (m,2H) ,8.31 (d, 1H) ,8.46 (d,2H) ,8.55 (d, 1H) ,9.17
(s,11),9.70 (br s,1H) ,10.56 (s, 1H) s HPLCAE% :99.28% s LCMS:503 (M'+1)

(17981 TTHR4- (4 (4— (M-8 PRt B 2 22) % FF L) R —1 -2k F L) R (VITT-
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129) :

H
o N N l]l[ij
| 3T @Y@T o [

[1800]  'H NMR (400MHz ,DMSO-d6) §:0.99 (t,3H) ,1.61 (FNEIE,2H) ,2.56 (t,2H) ,3.03 (br
s,4H) ,3.61 (br s,4H) ,4.24 (br s,2H) ,7.10-7.20 (m,5H) ,7.45 (d,2H) ,7.65-7.72 (m,2H) ,
8.23(d,1H) ,8.41(d,2H) ,8.51 (d,1H) ,9.10 (s, 1H) ,9.78 (br s,1H) ,10.50 (s, 1H) ;HPLCZE
J2:99.17% ;LCMS:573 (M'+1) »

[1801] 2 fR4— ((4— (4— (bR —8— VTl ot 2 Ak ) 2R FPY W %) Wik Mg —1—Jik) FRAL) RS (VITI-
130) -

| H

0] i N’A\j ‘ NZS§ _
[1802] )J\O’\/NY@O 0 N

e )

[1803]  'H NMR (400MHz ,DMSO-d6) 62.24 (s,3H) ,2.38 (br s,4H) ,3.42 (br s,4H) ,3.78 (s,
2H) ,7.10 (d,2H) ,7.20 (d,2H) ,7.44 (d,2H) ,7.63-7.71 (m,2H) ,8.25 (d, 1H) ,8.41 (d,2H) ,
8.45 (d,1H) ,9.10 (s, 1H) ,9.70 (br s,1H) ,10.50 (s, 1H) s HPLCAL & :95.24% ; LCMS:545 (M'+
Do
[1804]  N-(4-(4- (3,4, 5- =R FEHE) WRIGR -1 - IE) NI MEMR-8—Tsi i fig (VITI-131) -

O ,
[1805] | Ij
6

O

[1806]  'H NMR (400MHz,DMS0-d6) 8:3.75 (s, 3H) ,3.81 (s,6H) ,4.22 (s,2H) ,6.78 (s, 2H) ,
7.21(q,4H) ,7.63-7.68 (m,2H) ,8.16 (d,1H) ,8.40 (d,2H) ,9.10 (s, [H) s HPLCZEF:98.81%;
LCMS:577 (M'+1)

(18071 N—(4- (4= (35 T 4L AE) WRWR —1 k) 780 e —8 i (VI11-132) -

[1808]

[1809]1  'H NMR (400MHz ,DMSO-d6) 8:1.00 (d,6H) ,2.02 (-LEIE, 1H) ,3.05 (br s,4H) ,3.30
(br s,4H) ,3.80(d,2H) ,3.91(d,2H) ,7.00-7.08 (m,2H) ,7.20 (dd,4H) ,7.39 (t,1H) ,7.71-
7.80 (m,2H) ,8.30(d,1H) ,8.45(d,1H) ,8.58(d,1H) ,9.15 (s, 1H) ,9.90 (br s,1H) ,10.58 (s,
1H) s HPLCP4E 1 99.17% ; LOMS: 559 (M'+1) .
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[1810] N-(4-(4—(2,3- —H& L) RE-1 %ﬁﬁ) T k-8 e ie (VITI-133)

H
N
[1811] S

[1812]  'H NMR (400MHz,DMS0O-d6) 6:2.25 (br s,4H) ,3.41 (br s,4H) ,3.64 (s,3H) ,3.72
(s,2H) ,3.78 (s,3H) ,6.80-7.05 (m,6H) ,7.21 (q,1H) ,7.59-7.70 (m,2H) ,8.14 (d,1H) ,8.38-
8.42 (m,2H) ,9.01 (s, 1H) s HPLCZE [ : 98.50% ; LCMS: 547 M'+1) o

[1813]  N-(4- (4— (3—#R—4—FP 2l A 5E) WRMR -1 -k Ak) R ) Wbk —8 Tt fig (VITI-134) -

_ AN N.
/S\
[1814] \OK/)\]Y@/OAO 1]
F 0

[1815]1  'H NMR (400MHz ,DMS0-d6) 6:2.81 (br s,2H) ,3.01 (br s,2H) ,3.25 (br s,4H),
3.82(s,2H) ,3.90(s,3H) ,7.17(d,2H) ,7.21(d,3H) ,7.35 (1H) ,7.70-7.78 (m,2H) ,8.30 (d,
1H) ,8.43(d,2H) ,8.55(d,1H) ,9.12 (br s,1H) ,10.58 (s, 1H) ;HPLCA & :95.38% ; LCMS:535
M+1) .

[1816]  N-(4- (4- (3——2-F HE R ) WRIGR —1 -l ) T AK) k-8R Bt fik (VITI-135) -

H
[1817] O ! O G
7 , OHK\/NY‘/O 0§
0

F

[1818]  'H NMR (400MHz,DMSO-d6) 6:2.38 (br s,4H) ,3.43 (br s,4H) ,3.62 (s, 2H) ,4.38
(s,1H) ,6.90 (q,1H) ,7.10-7.28 (m,6H) ,7.62(d,2H) ,8.18(d,1H) ,8.40 (d,2H) ,9.10 (s,
1H) s HPLCZE )% : 98.81 % ; LCMS: 521 (M'+1) .

[1819]  N-(4-(4- (2,4 H A ) WIRWGR —1 -l ) DR ) ek —8—Tidi i fi (VITI-136) -

W

H

N/\! N
[1820] \O,@;k/r»lo" 0

| Q
[1821]1  'H NMR (400MHz ,DMS0O-d6) 8:2.52 (br s,4H) ,3.30 (br s,4H) ,3.70-3.98 (m,8H) ,
6.58-6.64 (m,2H) ,7.16 (d,2H) ,7.22(d,2H) ,7.33(d,1H) ,7.70-7.79 (m,2H) ,8.28 (d, 1H) ,
8.44 (d,2H) ,8.55(d, 1H) ,9.10 (s, 1H) ,9.50 (br s,1H) ,10.51 (s, 1H) ;HPLCZE & :92.62% ;
LCMS: 547 (M'+1) .
[1822]  N-(4-(4- (3, 4- = HF FE-FJE) WRR -1 k) 2R ) mEmbk—8 il fig (VITI-137) -

U)
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[1823]

[1824]  'H NMR (400MHz,DMS0~d6) 8:2.20 (s,3H) ,2.25 (br s,4H) ,2.50 (s,3H) ,3.42 (br
s,4H) ,3.81 (s, 2H) ,6.96-7.20 (m,7H) ,7.68-7.76 (m,2H) ,8.26 (d, 11) ,8.40 (d,2H) ,8.54
(d,1H),9.13 (s, 1H) ,10.40 (br s, 1H) ;HPLCAE)¥ :96.74% s LCMS:515 (M'+1) &

[1825]  N-(4- (4- (32RFEIL) WRIGR —1-J L) ) MR -8—Rst B /i (VIT1-138) :

‘ X

Q
[1827]1  'H NMR (400MHz ,DMS0-d6) 6:1.70 (t,2H) ,2.24 (br s,4H) ,2.48-2.60 (m,4H) ,3.44
(br s,4H) ,7.18-7.24 (m,8H) ,7.70-7.79 (m,2H) ,8.30(d,1H) ,8.42(d,1H) ,8.58 (d,1H) ,
9.16 (s,1H) ,10.41 (s, 1H) sHPLCZEF :93.22% ; LCMS: 515 (M'+1) »
[1828]  Z &3~ ((4— (4— (WM -8V T P9t 2 Jk) 75 FHY I ) WIR g — 1 —J) R RE) AR (VITI-
139) :

[1829]

0 J
[1830]  'H NMR (400MHz,DMSO-d6) 8:2.24 (s,4H) ,2.30 (br s,2H) ,3.40 (br s,4H) ,3.52
(s,2H) ,7.01-7.21 (m,6H) ,7.38 (t,1H) ,7.70~7.79 (m,2H) ,8.29 (d, 1H) ,8.42(d, 1H) ,8.58
(d,1H) ,9.15 (s, 1H) ,10.41 (s, 1H) ;HPLCZE/Z :93.39% ; LCMS: 545 (M'+1) o

[1831]  N=(4- (4= (IR L F) WRHE —1 —Ffe ) R 5k) M-8R B (VITT-140) -

[1832] N(DN';; \\o
N

(@]
[1833]  'H NMR (400MHz ,DMS0-d6) 61.22 (d,3H) ,2.20 (br s,2H) ,2.24 (br s,2H) ,3.42 (br
s,4H) ,3.68(s,2H) ,7.04 (s,3H) ,7.17-7.26 (m,4H) ,7.66-7.74 (m,2H) ,8.24 (d, 1H) ,8.39
(d,1H) ,8.50 (d,1H) ,9.16 (s, 1H) ,10.40 (s, 1H) sHPLCAEE :99.27% s LCMS: 501 (M'+1)
(18341 N- (4~ (4= ((A-FRILIRTHE) H 22 WG — 1 k) ) M-8t (VIT1-141) -

0
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[1835]

[1836] 'H NMR (400MHz,DMS0-d6) 6:1.03 (d,4H) ,2.38 (br s,2H) ,2.61 (s,2H) ,3.50 (br
s,4H) ,7.19(s,4H) ,7.25(t,1H) ,7.36 (t,2H) ,7.42(d,2H) ,7.60-7.65 (m,2H) ,8.18(d, 1H) ,
8.40(d,1H) ,9.12 (s, 1H) sHPLCZEF :94.05% ; LCMS:527 (M'+1) ,

[1837]  N-(4-(4- (2—-F2H:-3,4- RIS T RIS -1 - dt) A50E) mmph -8 St fiie (VITI-
142) :

, N
N S5
[1838] \o" o K/NYOO SN
O

[1839]  'H NMR (400MHz ,DMS0-d6) §:2.38 (brs,4H) ,3.06 (br s,4H) ,3.65 (s,2H) ,3.70 (s,
3H) ,3.80 (s, 3H) ,4.18(s,1H) ,6.59 (d,1H) ,7.00(d,1H) ,7.18 (dd,4H) ,7.68-7.77 (m,2H) ,
8.26 (d,1H) ,8.48 (d,3H) ,8.53(d,1H) ,9.18 (s, 1H) ,9.42 (br s,1H),9.61 (s,1H) ,10.51 (s,
1H) s HPLCAE ) :93.10% ; LCMS:563 (M'+1) .

[1840]  N-(4- (4— (2—%—4—FP 2l 2 E) WRMR —1—Hk Ak) R J) Wbk —8—Tidi i fig (VITI-143) -

H
. N /[ EL/
[1841] /@(\N/\l pOOSQO i’
O F
(@] |

[1842]  'H NMR (400MHz,DMSO-d6) 6:2.39 (br s,4H) ,3.20 (br s,4H) ,3.72(s,2H) ,3.80
(s,3H) ,6.79 (s, 1H) ,6.90-7.01 (m,2H) ,7.18-7.24 (m,2H) ,7.44 (br s,1H) ,7.71-7.80 (m,
2H) ,8.30 (d, 1H) ,8.49 (d, 1H) ,8.57 (d, 1H) ,9.18 (s, 1H) ,9.82 (br s,1H) ,10.48 (s, 1H) ;
HPLCZL ¥ : 96. 28 % ; LCMS : 435 (M'+1) »

[1843]  N-(4- (4- (4B IE) WRIR -1 B ) DR L) W mbk—8—Fisd i fie (VITI-144) -

[1844] N/\ H:/S\
H0/©/\ K/NO 0 Ny

o)
[1845]  'H NMR (400MHz,DMS0-d6) 6:2.42 (br s,4H) ,3.20 (br s,4H) ,3.71(s,2H) ,6.77
(d,1H) ,6.84 (d,2H) ,7.18-7.24 (m,5H) ,7.61-7.67 (m,2H) ,8.17 (d, 1H) ,8.40 (d,2H) ,9.10
(s, 1H) ;HPLCAE)¥ :92.29% ; LCMS: 503 (M'+1) .

[1846]  N-(4-(4- (2,5~ " JRFLEIL) WRIR—1—HFL) FRIE) WEIK -8B iz (VIT1-145) -
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H

HO N. ;

O

[1848]  'H NMR (400MHz,DMSO-d6) 6:2.38 (br s,4H) ,3.38 (br s,4H) ,3.50 (s,2H) ,6.45~
6.59 (m,3MH) ,7.04-7.18 (m,4H) ,7.65-7.77 (m,2H) ,8.24 (d, 1) ,8.40 (d, 1H) ,8.50 (d, 11) ,
8.61 (s,1H) ,9.18 (s, 1H) ,10.41 (s, 1H) s HPLCZE/% : 98.19% ; LCMS:519 (M'+1) o

(18491 N— (4= (4 (ML HiE -3 F ) WRige —1 e ) DR 5E) M-8~ Bt fig (VIT1-146) -

~ N
= N S
[1850] [Y ™ S |
['N/ I\/N\HQO O Ny
0

[1851]1  'H NMR (400MHz,DMS0-d6) 6:2.25 (br s,4H) ,3.30 (br s,4H) ,3.59 (s,2H) ,7.06~
7.18(s,3H) ,7.35-7.40 (m, 1) ,7.65-7.77 (m,2H) ,8.26 (d, 1H) ,8.40-8.56 (m,3H) ,9.18 (s,
1H) ,10.41 (s, 1H) sHPLCEE :99.48% ; LCMS: 488 (M'+1) .

[1852]  N-(4- (4- AP R J0) WRIGR —1—Fie k) TR ) Wbk —8— i B file (VIT1-147) -

H
N.
essl N7 U«p ¢ N;;\ ]
@)

[1854]  'H NMR (400MHz ,DMS0-d6) §:0.03 (s,2H) ,0.43 (s,2H) ,0.78-0.84 (m, 1H) ,2.18(d,
2H) ,2.39 (br s,4H) ,3.25 (br s,2H),3.46 (br s,2H) ,7.10-7.19 (m,3H) ,7.76-7.80 (m,
2H) ,8.26 (d,1H) ,8.43(d,1H) ,8.58(d,1H) ,9.17 (s, 1H) ,10.41 (s, 1H) ; HPLC#li & : 98.98% ;
LCMS: 451 (M'+1) »

[1855]  N-(4— (4— ((3—gRMb e —2—J&) HF L) WRWE — 1 — B k) R ) Wbk — 8Tt Bt fie (VIT1-
148) :

(18561 | ||

[1857]1  'H NMR (400MHz ,DMS0-d6) 6:2.37 (br s,4H) ,3.21 (br s,2H) ,3.46 (br s,4H),
3.62(s,2H) ,7.06-7.11 (m,3H) ,7.40 (t,1H) ,7.62-7.77 (m,2H) ,8.21 (d, 1H) ,8.25 (dd, 2H) ,
8.50 (d,1H) ,9.18(s,1H) ,10.41 (s, 1H) sHPLCAEJF : 98.83% ; LCMS: 506 (M'+1) .

[1858]  N—(4- (4- ((4— (R 28) Wb i —3—2%) H JE) DR Wa —1 — Bk k) i J) Wk — 8 — T i iz
(VITI-149) :
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[1859]

o ?
. N~
N Nog
Ql do N
O A

[1860]  'H NMR (400MHz ,DMS0-d6) §:2.37 (br s,4H) ,3.31 (br s,4H) ,3.62(s,2H) ,7.06~
7.17 (m,3H) ,7.62-7.77 (m,2H) ,8.21 (d, 1H) ,8.38(d, 11) ,8.50 (d, 11) ,8.72 (s, 1H) ,8.90
(s,1H),9.10 (s, 1H) ,10.40 (s, 1H) ;HPLCZE /% :99.86 % ; LCMS: 556 (M'+1)

[1861]  N= (4= (4= (3~ (=5 2) MEhE -2-5) F L) WRWGR -1 —Fe k) k) I -8 Tt B i
(VITI-150) :

[1862]

[1863]  'H NMR (400MHz,DMS0-d6) §:2.37 (br s,4H) ,3.21 (br s,2H) ,3.46 (br s,2H),
3.70 (s,2H) ,7.06-7.11 (m,4H) ,7.50(t,1H) ,7.68-7.77 (m,2H) ,8.15(d,1H) ,8.25(d, 1H) ,
8.40(d,1H) ,8.50(d,1H) ,8.76 (s,1H) ,9.18(s,1H) ,10.41 (s, 1H) ;HPLCZE & :98.67 % ;
LCMS:556 (M'+1) »

[1864]  N—(4- (4- ((5-FMENE -3—3L) FI Jk) WRWR -1 -FRRHL) ZR L) mEmk -8 e fige (VITI-
151) :

al Hoof
X -- N
! 1 P
[1865] \1:;;21//\\L::i% P EA TN |
Q

[1866]  'H NMR (400MHz,DMSOds) §:2.31 (br s,4H) ,83.38 (br s,4H) ,3.72(s,2H) ,6.91-
7.06 (m,4H) ,7.40(d,2H) ,7.56-7.63 (m,2H) ,8.0-8.3 (m,4H) ,9.18 (s, 1H) sHPLC:98.2% ;
LCMS:523.2 (M'+1) »

[1867]  N-(4— (4— ((4—FP A LML g -3 —258) FYRE) WIRWGE — 1 — e dit) DR JEE) -8ttt fiie (VITI-
152) :

[1868]

(18691  'H NMR (400MHz ,DMSOds) 6:2.38 (br s,4H) ,3.51 (br s,4H) ,3.61 (s,2H) ,7.21-
7.81 (m,6H) ,7.40 (m,2H) ,7.56-7.63 (m,2H) ,8.01 (m, 1H) ,8.56 (m,1H) ,9.18 (s, LH) ;HPLC4E
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J¥.98.2% ; LCOMS:518.1 M'+1) .
[1870]  N-(4- (4- ((3-FMEmE-4-3E) B L) WRWE -1 -FRIL) IR 3L) m k-8 —Fl Bk ik (VITT-
153) :

[1871]

[1872]1 'H NMR (400MHz,CDCls) §:2.38 (s,4H) ,3.31 (br s,4H) ,3.64 (m,2H) ,7.0-7.6 (m,
6H) ,7.40 (m,2H) ,7.0-7.6 (m,2H) ,8.56 (m,2H) ,9.18 (s, 1H) ; HPLCAL J& : 96 .5 % LCMS:506. 1
M+1) o

[1873]  N-(4- (4- ((G-FUMENE -3 —3L) FI k) WRWE -1 -FRHL) R L) mEmk -8 T i fig (VITI-
154) :

F, ; v H
! N ' \/\\ |
o | LI O 90T
0O

[1875]  'H NMR (400MHz ,DMSOde) §:2.38 (s, 2H) ,3.31 (m,2H) ,3.41 (m,2H) ,3.64 (m,2H) ,
7.0-7.6(m,6H) ,7.40 (m,2H) ,7.0-7.6(d,2H) ,8.56 (d,2H) ,9.18 (m, 1H) ,10.3 (m, 1H) ;HPLC
4l fF:98.5% ; LCMS:506.1 (M'+1) .

[1876]  N-(4- (4~ ((5-FRMEIE —2-3L) F L) WRWGR 1 - e Jk) 2R IL) v ik —8—Tfi B fie (VIT1-
155) :

\ N 3 ~ .
le77] | } ZN O\IY@ do b |

[1878] 'H NMR (400MHz,DMSOds) 6:2.38 (s,4H) ,3.32 (br s,2H) ,3.52 (brs,2H) ,3.8 (s,
2H) ,7.0-7.6 (m,6H) ,7.40 (m,2H) ,7.0-7.6(d,2H) ,8.56 (d,2H) ,9.18 (m, 1H) ;HPLCAE ¥ :
99.3% ; LCMS:506.1 M'+1) ,

(18791 N-(4- (4- ((3—FP 2 LML g -2 —5%) FYRE) WIRWGE — 1 — e it) DR JEE) Wb -8ttt fiie (VITT-
156) :

[1880] |

[1881] 'H NMR (400MHz ,DMSO-ds) 5:2.38 (s,4H) ,3.41 (m,4H) ,3.8 (m,2H) ,3.91 (s, 3H) ,
7.0-7.7(m,8H) ,8.0-8.51 (m,4H) ,9.12 (m, 1H) ,10.4 (s, 1H) ;HPLCZA & :97.3% ;LCMS:518.3
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M+1) .
[1882]  N-(4- (4- (4G T HL) WRME -1 PR HL) ZKI) MEmk-8—Tiiefik (VITI-157) -

7

_ - H
Y ON N‘S ‘
s | LY p 1; )
O

[1884]  'H NMR (400MHz ,DMSO—ds) §:2.41 (br s,4H) ,3.21 (m,4H) ,3.3-3.8 (m,2H) ,7.05-
7.71 m,8H) ,8.22-8.62 (m,5H) ,9.12 (m, 1) ,10.4 (s, 1H) ;HPLCZE & :99.3% ; LCMS:505.2 (M
+1) .
[1885]  N-(4— (4— ((2-FR A ML IE —3—Jk) R J) WRWGR — 1 -l k) AR Wbk —8-Tia It fie (VITI-
158) :

H
XN N ,,n\/
\ S
| 8]

[1887]  'H NMR (400MHz,DMSO-dg) 8:2.41 (br s,4H) ,3.21 (s,4H) ,3.3-3.8 (br s,2H),
7.05-7.72 (m,10H) ,8.22-8.61 (m,3H) ,9.12 (m, 1H) ,10.41 (s, 1H) sHPLCAE /¥ :98.6% ;LCVS:
505.2 (+1)

[1888] N (14— (4- (R LA ) WRHE —1 —Ffe ) 5 e -8R (VITTI-159) »

H

. , N.
[1889] T/\UW/@/ DS

d
[1890]  'H NMR (400MHz ,DMSO-ds) §:0.04-0.45 (m,2H) ,0.61-0.66 (m,2H) ,1.4-1.6 (m,1H) ,
2.21-2.38(m,4H) ,2.61(d,2H) ,3.31-3.61 (br s,4H) ,6.94-7.06 (m,4H) ,7.40 (d,2H) ,
7.56-7.63 (m,2H) ,8.28 (d,1H) ,9.18(s,1H) ,10.4 (s, 1H) ;HPLCAli /& :99.6% ; LCMS:451.3 (M
1) 6

[1891]  N-(4- (4- AT B HF ) WRR —1 - ) DR L) W mbk—8—fisd i fig (VITI-160)

[1892] N"
SRS

[1893]  'H NMR (400MHz ,DMSO—ds) 6:0.8 (m,2H) ,1.2 (m,4H) ,1.4 (s,1H) ,1.7 (m,4H) ,2.32
(m,4H) ,2.62 (br s,2H) ,3.42 (br s,4H) ,7.0-7.4 (m,4H) ,7.5-7.7 (m,2H) ,8.3-8.6 (m,3H) ,
9.1(d,1H) ,10.4 (s, 1H) ;HPLCZEJF :99.3% ;MS:493.3 M'+1) .

[1894]  N- (4~ (4- (4-F-3-5 K L) WRME -1 —H ) ZR L) Mm-S~ fie (VITI-161) -
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[1896]  'H NMR (400MHz,DMSO~ds) 6:2.22-2.41 (m,4H) ,3.21-3.81 (m,6H) ,7.02-7.51 (m,
TH) ,7.61-7.72(m,2H) ,8.31-8.62 (m,3H) ,9.12 (d,1H) ,10.4 (s, 1H) ;HPLCZE & :96.8% ;
LCMS:539.0 (M'+1) o

(18971 N= (4= (4= (R RRFE I J) WRHR —1 —Ff ) K 52k) M-8R B (VIT1-162) -

0 |
[18991  'H NMR (400MHz ,DMSO-d6) §:1.10 (N HE W&, 2H) ,1.40-1.53 (m,4H) ,1.60 (br s,
2H) ,1.99 (FLEHWE, 1H) ,2.20(d,4H) ,2.43 (br s,2H) ,3.32 (br s,4H) ,7.10 (t,4H) ,7.62-
7.69 (m,5H) ,8.25(d,1H) ,8.40 (d,1H) ,8.47 (d,1H) ,9.10 (d, 1H) ,10.28 (s, IH) s HPLCZE ¥ :
98.26% ; LOMS:479 M'+1) »
[1900]  N-(4- (4- C(PY S WRHR —3—4%) FFJE) WRWER — 1 — e ) O dk) W bk —8— T Bt e (VITI-
163) :

Z1

O

[1902]  'H NMR (400MHz ,DMS0~-d6) 51.42 (N H, 1H) ,1.6-1.8 (m,2H) ,2.20-2.40 (m,4H) ,
3.42-3.52 (m,4H) ,3.61-3.75 (m,4H) ,3.80-4.05 (m,2H) ,7.04-7.14 (m,4H) ,7.62-7.69 (m,
2H) ,8.25(d,1H) ,8.40(d, 11) ,8.47 (d,1H) ,9.10 (d, 1H) ;HPLCZEJ¥ :98.26% ; LCMS:479 (M'+
1o

[1903]  N-(4- (4- ((3-FUMEme —4-J5) H HL) WRWE -1 - B Bk) L) bk —8-Tfi Bt fie (VITI-
164) :

XN S
o LT

0 J
[1905]  'H NMR (400MHz ,DMS0-d6) 62.37 (br s,4H) ,3.42 (br s,4H) ,3.59 (s,2H) ,7.10(q,
4H) ,7.50 (s, 1H) ,7.62-7.69 (m,2H) ,8.25(d, 1H) ,8.42(d, 1H) ,8.46-8.52 (m,2H) ,8.58 (s,
1H) ,9.10(d,1H) ,10.30 (s, 1H) ;HPLCZE /% :96.59% . ; LCMS:522 (M) »
[1906]  N-(4- (4- C(PUE MR —3—-J) HI ) DR MR —1 - ) R k) me bk —8—Tidi fk Jie (VITI-
165) :

164
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o~ < N
‘ N ' :/S\\
[1907] {Dj/\@\(@o D N\,l
0

[1908]  'H NMR (400MHz ,DMS0-d6) 81.62 (N, 1H) ,1.72-1.92 (m, 2H) ,2.20-2.40 (n,
A1) ,3.41-3.52 (m,4H) ,3.62-3.75 (m,4H) ,3.82-4.05 m,21) ,7.04-7.14 (m,4H) ,7.62-7.69
(m,2H) ,8.25(d, 1H) ,8.40(d, 1H) ,8.47 (d,1H) ,9.10(d,1H) ,10.4 (s, LH) s HPLCHf & :
99.2% ;LCMS: 479 (M'+1) .

[1909]  N= (4= (4= ((5- (=5 2) MEWE -2-5) F L) WR W — 1 —Fe k) R 0k) I -8 T B i
(VITI-166) :

9101 (g F Al

[1911]1  'H NMR (400MHz ,DMS0-d6) 6:2.37 (br s,4H) ,3.5-3.7 (m,4H) ,3.7-4.0 (m,2H) ,
7.1-7.3 (m,6H) ,7.50-7.62 (m,4H) ,8.0-8.3 (m,2H) ,9.10 (d, 1H) ,10.30 (s, 1H) s HPLCZE ¥ :
96.59% ; LCMS:522 (M) »

[1912]  N-(4- (4K -1, 4- T BURFR B -1 B ) R AK) nmh—8—hea e i (VITI-167) -

§ 0

[1913]

[1914]1  'H NMR (400MHz , DMSO-d6) §:1.72 (dd, 2H) ,2.41-2.72 (m, 2H) ,3.22-3.42 (m,4H) ,
3.5-3.7 (m,4H) ,7.0-7.4 (m,5H) ,7.5-7.8 (m,4H) ,8.0-8.6 (m,3H) ,9.1(d,1H) ,10.4 (s, 1H) ;
HPLCZL & : 98.59% ; LCMS: 501 .2 M'+1) .

[1915]  N-(4- (4- (- LA -1, 4- B IR e e — 1 — P k) R L) e bk — S — ik JB e
(VITI-168) :

[1916] -.oE EN//\
o

[1917]  'H NMR (400MHz,CDCl3) 6:2.06 (br s,2H) ,2.42 (br s,4H) ,3.62(s,4H) ,3.72 (br
s,3H) ,3.80(d,2H) ,6.82-6.97 (m,2H) ,7.06 (t,2H) ,7.18 (t,2H) ,7.22-7.39 (m,2H) ,7.58-
7.63 (m,2H) ,8.01(d,1H) ,8.28(d,1H) ,8.38(d,1H) ,8.56 (m,2H) ,9.18(d, 1H) ; HPLCAE Ji¥ .
98.10% ; LCMS:531 (M'+1) .
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[1918]  N-(4- (4- (A-THE L WIE) -1, 4- T RURFR PEbe— 1 - Feh) 3L ) v bk —8 —Fik P9 i
(VITT-169) ;

[1919] 4 \:,\)N
!

[1920]  'H NMR (400MHz,CD30D) 8:1.04 (t,3H) ,1.80 (q,2H) ,2.06 (br s,2H) ,3.55 (br s,
4H) ,3.99 (t,4H) ,4.35 (s,2H) ,7.00-7.10 (m,2H) ,7.19-7.28 (m, 3H) ,7.66-7.70 (m,2H) ,
8.19(d,1H) ,8.42(d,2H) ,9.18(d, 1H) sHPLCZEJ%¥ : 98.74% ;s LCMS:559 (M'+1)

[1921]  N-(4- (4= (-2 IR FE) -1, 4- " RIRFF Pbe—1 —FRIE) TR IE) 8 k-8 —Tid 1t i
(VITI-170) :

H
X , N. /[ %
[1922] ‘\“O , N/,\ O//S\\o | =
L i O

[1923]  'H NMR (400MHz,CDsOD) 8:1.04 (t,3H) ,1.84 (br s,2H) ,2.16 (br s,2H),3.58 (br
s,4H) ,4.08 (br s,2H) ,4.25 (br d,1H) ,4.40 (s,2H) ,7.04 (t,1H) ,7.19 (d,1H) ,7.20-7.28
(m,4H) ,7.44(d,1H) ,7.53 (t,1H) ,7.68-7.72 (m,2H) ,8.21(d,1H) ,8.42 (d,2H) ,9.18(d,
1H) sHPLCA4E S :97.74% ; LCMS: 559 (M'+1) »

[1924]  N-(4- (4~ Q-FHAFLFTIL) 1,4 BRI Pkt —1-FRIE) Z558) e bk — 8Tl 19 iz
(VIII-171) :

[1925] >~o N D

[1926]  'H NMR (400MHz,CD3s0D) 8:1.38 (s,6H) ,2.16 (br s,2H) ,3.55 (br s,3H) ,4.18 (br
d,1H) ,4.38(s,2H) ,4.79 (s, 1H) ,7.04 (t,1H) ,7.19(d, 1H) ,7.21-7.34 (m,4H) ,7.40-7.52
(m,2H) ,7.53 (t,1H) ,7.67-7.72 (m,2H) ,8.21 (d,1H) ,8.44 (d,2H) ,9.18 (s, 1H) ;LCMS:559 (M
“+1) sHPLCAE /% :98.99% .

[1927]  N-(4- (4~ G-FHAFLFTIL) 1,4 5 LI Pkt —1-FRIEL) Z8IE) e bk —8—Tilf 19 iz
(VITI-172) :
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[1928] ~_<(

[1929]1  'H NMR (400MHz,CDs0D) 6:1.38 (d,6H) ,1.4 (m,1H) ,2.08 (br s,2H) ,3.18 (br s,
2H) ,3.56 (br s,4H) ,4.38 (s,2H) ,4.68 (m,2H) ,6.99-7.10 (m, 2H) ,7.20-7.30 (m,5H) ,7.40
(t,1H) ,7.65-7.70 (m,2H) ,8.20 (d,1H) ,8.43 (d, 2H) ,9.18 (d, 1H) ;HPLCHE /% :99.68% ;
LCMS:559 (M'+1) .

[1930] N-(4- (4- B-THEENFE) -1, 4- " H AR P b —1 - FL) FRFL) e bk — STk Bk fiie
(VITI-173) :

[1931] 2
Soing
and G

[1932]  'H NMR (400MHz ,CD30D) 8:1.01 (t,3H) ,1.50 (GNEIE, 2H) ,1.79 (L HIE,2H) ,2.06
(br s,2H),3.58(br s,4H) ,3.6-3.9 (m,4H) ,4.03 (t,2H) ,4.38(s,2H) ,7.00-7.08 (m,3H) ,
7.19-7.26 (m,4H) ,7.41 (t,1H) ,7.63-7.69 (m,2H) ,8.19(d, 1H) ,8.42(d,2H) ,9.18(d, 1H) ;
HPLCZL % :99.75% ; LCMS: 573 (M'+1) o

[1933]  N-(4-(4- - H-3,4-“H AR -1, 4- SR R Peia—1 - P did) JR 0L meibk-
ST L (VITI-174) :

Ho N )
[1934] |\ »=( \__N
O\ !
J
A\

[1935]  'H NMR (400MHz,CD30D) 8:2.18 (br s,2H) ,3.18 (br s,2H) ,3.56 (br s,4H) ,3.80
(s,3H) ,3.84(s,3H) ,4.18 (br s,2H) ,4.30 (s,2H) ,6.61 (d,2H) ,7.03(d,2H) ,7.19-7.27 (m,
2H) ,7.61-7.66 (m,2H) ,8.19 (d, 1H) ,8.42(d,2H) ,9.18 (d, 1H) sHPLCALJ% :97.61% ; LCMS:
BTT(I+1) .

[1936]  N-(4-(4- -FPIIRIE) -1, 4= HRILPEbE— 1 - Fedk) FR5L) v bk - 8T 1 [z
(VI11-175) :

[1937]
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[1938]  'H NMR (400MHz,CD30D) 8:1.22 (d,6H) ,2.05 (br s,1H) ,3.56 (brs,8H) ,4.50 (s,
4H) ,7.20-7.39 (m,5H) ,7.40-7.56 (m,3H) ,7.64-7.69 (m,2H) ,8.20 (d, 11) ,8.42 (d,2H) ,
9.18(d, 1H) s HPLCHH/% : 98.73% ; LCMS: 543 (M'+1) o

[1939]  N-(4- (4= (4—5 T LR HD) 1,4 URFR BT - 1 - HdE) JRIE) Wbk -8t It ik
(VITI-176) :

H
N
v g TN Ry
N o |
el N Nz
[1940] \V

[1941]1  'H NMR (400MHz,CDsOD) §:1.04 (d,6H) ,2.02-2.17 (m,3H) ,3.15 (br d,2H) ,3.56 (br
d,4H) ,3.79(d,2H) ,4.20 (br d,2H) ,4.35(s,2H) ,7.02(d,2H) ,7.24 (t,3H) ,7.41(d,2H),
7.68-7.74 (m,2H) ,8.21 (d,2H) ,8.42(d,2H) ,9.18 (d, 1H) ;HPLCAL & :98.56% ; LCMS:573 (M"
+1) 6

[1942]  N-(4- (4- Q- IL-3-FFHEILNI) -1, 4- BRI PFibe -1 - dk) Z= k) gk -8 —fik
Wi (VITI-177) -

, N
o <
[1943] o ) o N |

G .
/ O

[1944]  'H NMR (400MHz ,DMSO-d6) 8:1.61 (br s,1H) ,1.77 (br s,1H) ,2.60 (br s,4H),
2.70 (br s,2H) ,3.58 (br s,2H),3.78(s,2H) ,3.9(s,3H) ,6.63(d,3H) ,6.80 (br s,1H) ,
7.12(d,2H) ,7.77 (br s.2H) ,8.28(s,1H) ,8.42(d,2H) ,8.58 (s, 1H) ,9.18 (s, 1H) ,10.40 (s,
1H) s HPLCZE ¥ : 98.72% ; LCMS: 547 (M'+1) ©

[1945]  N-(4- (4— (- GRUT FEBRFE) N HE) -1, 4— B IR P -1 —H0 ) JR I 1 bk -8 Tk 7k
fig (VITI-178) :

pa M
[1946] S NO/"‘Y@/O//S\“
i j ¢

[1947]1  'H NMR (400MHz ,DMS0-d6) 6:1.20 (d,9H) ,1.61 (br s,1H) ,1.77 (br s,1H) ,2.60
(br s,1H) ,2.70 (br s,1H),3.25(br s,2H),3.58 (br s,4H),3.83(d,2H) ,7.10(d,3H) ,
7.20 (br s,2H) ,7.49 (br s,1H) ,7.77 (br s.4H) ,8.28(s,1H) ,8.42(d,1H) ,8.58 (s, 1H),
9.18(s,1H) ,10.40 (s, 1H) s HPLCA & :91.52% s LCMS: 589 (M'+1) »

[1948]  N-(4- (4- Q-F—6-F AL HL) -1, 4- T H IR fe— 1 k) R IL) bk —s— Tk ik
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f& (VITI-179) :

. s N\
R N //S\\
'iii;gie

[1950]  'H NMR (400MHz ,DMS0-d6) 8:1.61 (br s,1H) ,1.77 (br s,1H),2.60 (br s,2H),
3.10 (br s,21) ,3.45-3.55 (m,4H) ,3.64 (s,3H) ,3.81 (s,2H) ,6.77-6.87 (m,2H) ,7.08-7.20
(m,4H) ,7.30 (br s,1H),7.77-7.80 (m.2H) ,8.28 (d, 1) ,8.42(d, 1H) ,8.58 (d,1H) ,9.18 (s,
1H) ,10.40 (s, 1H) sHPLCZEJE :99.88% ; LCMS:549 (M'+1) .

(19511 N-(4- (4= (2- (REREL) K 45) —1, 4 IR P - 1 —He k) RIE) Wbk -8 — Tt it i
(VITI-180) :

1952] ' Nam'o O N;\]

[1953] IH NMR (400MHz , DMSO—-d6) 6:1.61 (br s,lH),l.??(br s,1H) ,2.38(d,4H) ,2.60
(br s,2H) ,3.25(br s,2H) ,3.58(s,2H) ,3.6(s,3H) ,7.00-7.18 (m,5H) ,7.24(d,2H) ,7.77-
7.80(d,2H) ,8.28(d,1H) ,8.42(d,2H) ,8.58 (s, 1H) ,9.18 (s, 1H) ,10.40 (s, IH) s HPLCZE ¥ :
99.77% ; LCOMS:547 M'+1) »

[1954]  N-(4- (4- (G-E—2-F2E-4-FF LA -1, 4- R IR — 1 -FR3E) IR IE) k-8~
T (VITI-181) -

Q N//\’ /, \\O
[1955] gj\ N N

[1956] 1H NMR (400MHz , DMSO-d6) 6:1.61 (br s,lH) 1.77 (br s,1H) ,2.25(s,4H) ,2.78
(br s,2H) ,3.50-3.78 (m,4H) ,6.78 (d,1H) ,7.10-7.20 (m,4H) ,7.77-7.80 (m.2H) ,8.28 (s,
1H) ,8.42(d,2H) ,8.58 (s, 1H) ,9.18 (s, 1H) ,10.40 (s, 1H) ;HPLCZH /& : 99.85% ; LCMS:565 (M
+1) o
[1957]  N-(4- (4- G-FIEPHIE) -1, 4- " BARHPfe— 1 —Hdk) R mmh -8~ Wi fie (VITI-
182) :
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[1958]

[1959]  'H NMR (400MHz ,DMS0-d6) §:1.32 (m,2H) ,1.61 (br s,2H) ,1.77 (br s,2H) ,2.1 (t,
2H) ,2.38(d,2H) ,2.60 (br s,1H),3.28 (br s,3H),3.58(br s,2H),7.05-7.31 (m,7H),
7.77-7.80 (m,3H) ,8.28 (d,1H) ,8.42(d,2H) ,8.58 (d, 1H) ,9.18 (s, 1H) ,10.40 (s, 1H) ;HPLC
4l .99.73% ;LCMS: 529 M'+1) »

[1960]  N- (4~ (4~ (3-S5~ 4-FR AL IE) 1, 4~ IR R P —1 ik k) ) gl — 8T 9
fig (VIT1-183) -

[1961]

[1962]  'H NMR (400MHz,DMS0-d6) 6:1.61 (br s,1H) ,1.77 (br s,1H),2.60 (br s,2H) ,
3.22 (br s,2H) ,3.57 (s,4H) ,3.82 (s, 2H) ,7.01-7.38 (m,6H) ,7.77 (br s.2H) ,8.28(s,1H) ,
8.42(d,1H) ,8.58 (s, 1H) ,9.18 (s, 1H) ,10.40 (s, 1H) s HPLCAE [ :99.50% ; LCMS: 565 (M'+1) .
[1963]  Z.F&3- (4~ (4— (M-8 L I 2 28) 2K FF L) —1, 4- 3 AR P fse—1-5) H2)
ZEfiE (VITTI-184) .

7

4o ?
N A
[1964] _~<i:::§:““h<i::jil\Tr/l::::]/’c5;3%3 N )
0
uhjg ®)
e

»

[1965]1  'H NMR (400MHz ,DMS0-d6) 8:1.61 (br s,1H) ,1.77 (br s,1H) ,2.60 (br s,4H),
2.70 (br s,2H) ,3.58 (br s,2H) ,3.78(s,2H) ,6.63(d,2H) ,6.80 (br s,2H),7.12(d,2H),
7.77 (br s.2H) ,8.28(s,1H) ,8.42(d,2H) ,8.58 (s, 1H) ,9.18 (s, 1H) ,10.40 (s, 1H) ;HPLCZE
JF:98.72% ; LCMS: 547 (M'+1) .

[1966]  N-(4- (4 (4-FEEREL) —1,4- R P fE—1 L) RHE) Wbk -8 T i (VITT-
185) :

[1967]
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[1968]1  'H NMR (400MHz,DMS0-d6) §:1.61 (br s,1H) ,1.77 (br s,1H) ,2.26 (s,3H) ,2.39-
2.62(m,4H) ,3.10 (br s,2H) ,3.50 (br s,4H) ,7.01-7.20 (m,7H) ,7.77-7.80 (m,2H) ,8.28
(br s,1H) ,8.42(d,1H) ,8.58 (d,2H) ,9.18(s,1H) ,10.41 (s, 1H) ;HPLCAE & :97.70% ; LCMS:
515 M+1) .

[1969]  N-(4- (4-(2,4- &R -1, 4- W RIF PEln—1 - 5E) 2R L) 1 bk — 8Tk f8t fi%
(VIII-186) :

[1970]

[1971]  'H NMR (400MHz ,DMS0-d6) 6:1.61 (br s,1H) ,1.77 (br s,1H) ,2.50-2.76 (m,2H) ,
3.45-3.70 (m,4H) ,3.7-3.9 (m,4H) ,7.05-7.20 (m,2H) ,7.36-7.60 (m,4H) ,7.77-7.80 (m,
2H) ,8.28(d,1H) ,8.42(d,1H) ,8.58(d,2H) ,9.18 (s, 1H) ,10.41 (s, 1H) ;HPLCAL & :99.76 % ;
LCMS:569 (M'+1) .

[1972]  N-(4- (4~ (4- (CZHF L) TR -1, 4- “H AR PEFE - 1-FRAL) R IL) MEnk—8 T i i
(VIII-187) :

[1973]

[1974]1  'H NMR (400MHz ,DMSO-d6) §:1.61 (br s,1H) ,1.77 (br s,1H) ,2.50-2.60 (m,2H) ,
3.10 (br s,2H),3.50 (br s,4H) ,3.55-3.9 (m,2H) ,7.10 (s,4H) ,7.20-7.38 (m,3H) ,7.77-
7.80 (m,2H) ,8.28 (br s,1H) ,8.42(d,1H) ,8.58(d,2H) ,9.18(s,1H) ,10.41 (s, 1H) ;MS:569
(M'+1) sHPLCZ 5 : 99.47 % s LCMS: 569 (M'+1) o

[1975]  N-(4- (4- Q2R EE) -1, 4- ZHIRFF P -1 B dk) R0 Membk-8-Tia ik (VITI-
188) :

o
N |
[1976] w”ﬂﬁ llli o
O

[1977]  'H NMR (400MHz,CD30D) 8:1.0 (g, 1H) ,1.36 (d,3H) ,2.04 (br s,2H),3.10 (br s,
2H) ,3.44 (br s,4H) ,3.56 (br s,2H) ,4.09 (br s,2H) ,7.10 (s,4H) ,7.24-7.40 (m,4H) ,
7.62-7.68 (m,3H) ,8.18(d, 1H) ,8.42(d,2H) ,9.18 (s, 1H) ;HPLCAE J& :99.86% ; LCMS:529 (M"
+1) 6
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[1978]  N-(4- (42K L -1, 4- HIRIFBEbE- 1 D) FRAL) RIS -8—Tafihii (VIT1-189) :

[1979] NC}]'\:)ZS\\O N
&)

[1980]  'H NMR (400MHz,CD30D) 6:2.10 (br s,2H) ,3.06 (br s,2H) ,3.40 (br s,4H) ,3.62
(br s,2H),3.79 (t,2H) ,4.09 (br s,2H) ,7.20-7.39 (m,8H) ,7.62-7.68 (m,2H) ,8.18(d,
1H) ,8.42(d,2H) ,9.18 (s, IH) s HPLCALF:97.56 % ;s LCMS: 515 (+1)

[1981]  N- (4= (4= (=T RNF) ~1, 4= FUR I PEFE- | hedk) DKL) k-8l (VITT-

190)
| ¢ 1
'N//\ o:’s\\o ]
[1982] N N

€

[1983]1  'H NMR (400MHz,CDs0D) §:0.92 (t,3H) ,1.37 GN &g, 2H) ,1.58 GNH I, 2H) ,2.03
(br s,2H) ,2.62 (t,2H) ,3.16 (br s,2H),3.50 (br s,4H) ,4.19 (br s,2H) ,4.24 (s,2H) ,
7.17-7.23 (m,4H) ,7.25-7.38 (m,4H) ,7.61-7.65 (m, 2H) ,8.18 (d, 1H) ,8.41 (d,2H) ,9.16 (s,
1H) sHPLCAEJE :99.72% ; LCMS: 557 (M'+1) »

[1984]  N- (4~ (4- (3,5~ “HFEARIE) —1,4- B IRIFPEbi—1-FRFL) Z5FE) e bk —8 Tl 19 iz
(VITI-191) :

H
: N,
[1985] Nf’\ O”S\\O
{?{M o
0

[1986]  'H NMR (400MHz,CDs0D) §:2.01 (br s,2H) ,2.28 (s,6H) ,3.10 (br s,2H) ,3.44 (br
s,4H) ,3.18 (br s,1H) ,4.12(s,2H) ,7.02(s,2H) ,7.10 (s,1H) ,7.14-7.22 (m,4H) ,7.60-
7.65(m,2H) ,8.18(d,1H) ,8.42(d,2H) ,9.18 (s, 1H) s HPLCZE % :99.81 % ; LCMS:529 (M'+1) .
[1987]  N-(4- (4- 2-FH-3,4- “HH A F-6-FFILTR) -1, 4- “H I Pk 1 -9 ) 7%
HE) MEIRR 8T Bt i (VITI-192) :

o
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[1988]

[1989]  'H NMR (400MHz,CDs0D) §:2.12 (br s,2H) ,2.38(s,3H) ,3.58 (br s,5H),3.79 (s,
3H) ,3.83(s,3H) ,3.85-3.9 (m,2H) ,4.21 (br s,1H) ,4.38(s,2H) ,6.50 (s, 1H) ,7.20-7.30
(m,4H) ,7.62-7.68 (m,2H) ,8.18(d, 1H) ,8.42(d,2H) ,9.18 (s, 1H) ;HPLCZEJEF :98.77 % ;
LCMS:591 M'+1) .

[1990]  N-(4- (4-(3,5- ~HEILWTEL) —1,4- AR Pl —1 - dk) JREL) ek —s ik iz
(VIII-193) :

H
—~ N
, Nf’\ o”s“o; ]
[1991] \O _ N Nx
0
Qv
L /

[1992]  'H NMR (400MHz,CD30D) 6:2.02 (br s,2H) ,3.51 (br s,3H) ,3.2-3.7 (m,3H) ,3.79
(s,2H) ,3.81 (s,6H) ,4.28 (s,2H) ,6.63 (d,2H) ,7.20~7.27 (m,5H) ,7.62-7.68 (m,2H) ,8.18
(d,1H) ,8.42(d,2H) ,9.18 (s, 1H) sHPLCZEJ% : 94.85% s LCMS: 561 (M'+1)

[1993]  N-(4-(4- (4= -2-F W 3E) — 1, 4- " BUIRFF PEke—1-Fe k) TR IL) e bk —8—Tid 1 fie
(VITI-193) :

H
\ ‘ ‘N\
Nﬁ\ %o |
[1994] N A N
F s)
cl

B

[1995]  'H NMR (400MHz,CD30D) 62.03 (br s,2H) ,3.40 (br s,4H) ,3.61 (br s,2H) ,4.38 (s,
21) ,6.63 (d,2M) ,7.15-7.27 (m,4H) ,7.32-7.38 (m, 2H) ,7.52 (t, 1H) ,7.60-7.65 (m,2H) ,
8.18(d,1H) ,8.41(d,2H) ,9.18 (s, 1H) s HPLCALE :99.99% ; LCMS: 553 (M) o

[1996]  N-(4- (4- (4-Z W IE) -1, 4- TR ARIAPEfe— 1 - e dk) FR L) v bk - 8T 1 ¢
(VI11-194) :
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[1997]

[1998]  'H NMR (400MHz,CDs0D) 8:1.39 (t,3H) ,2.03 (br s,2H) ,3.10 (br s,1H) ,3.57 (br
s,5H) ,3.71 (br s,2H) ,4.06 (q,2H) ,4.19 (br s,1H) ,4.30(s,1H) ,6.63 (d,2H) ,7.00 (d,
oH) ,7.18-7.27 (m,2H) ,7.38 (d,2H) ,7.62-7.68 (m,2H) ,8.18(d, 1H) ,8.42(d,2H) ,9.18 (s,
1H) s HPLCZEJ¥ : 98.87 % ; LCMS:545.0 (M'+1) »

[1999]  N-(4-(4- B EFEL) -1, 4- " RUIRIF P -1 - k) JRJL) Wbk -8t ik (VITI-
195) :

[2000]

[2001]  'H NMR (400MHz,CD30D) 6:2.02 (br s,2H) ,3.18 (br s,2H) ,3.59 (s,4H) ,4.20 (br
s,2H) ,4.31 (s, 2H) ,6.90 (d,3H) ,7.19-7.32 (m,5H) ,7.62-7.68 (m,2H) ,8.18 (d, 1H) ,8.42
(d,2H) ,9.18 (s, LH) sHPLCAE % : 96. 26 % ; LCMS:517.2 (M'+1) .

[2002]  N- (4= (4-(2,3- 5 R 3E) -1, 4- " RUIRFF Pbe—1 —HIE) TR Ik) bk —8 — i I fi
(VITI-196) :

[2003]

¢
[2004]  'H NMR (400MHz,CDsOD) §:2.12 (br s,2H),3.53 (br s,6H) ,3.73 (br s,2H) ,4.59
(s,2H) ,6.63(d,2H) ,7.20-7.30 (m,3H) ,7.44 (t,1H) ,7.59 (s, 1H) ,7.63-7.68 (m,2H) ,7.78
(d,1H) ,8.18(d,1H) ,8.42(d,1H) ,9.18 (s, 1H) ; HPLCZE & : 99.29% ; LCMS:569 M'1) ©

[2005]  N-(4- (4= (3,4~ & H) —1,4- " HIRIF Pl -1 - H 5% JR L) 1 bk — 8 —Tik 19 fiz
(VITI-197) :

[2006]

Cl cl
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[2007] 'H NMR (400MHz ,DMSOds) 6:1.60 (br s,1H) ,1.78 (br s,1H) ,2.60 (br s,2H) ,2.62
(br s,2H),3.23 (br s,2H) ,3.58(br s,2H),3.50-3.62(m,2H) ,7.07-7.18 (m,3H) ,7.24
(dd,1H) ,7.43-7.60 (m,2H) ,7.70-7.79 (m,2H) ,8.24 (d,1H) ,8.42(d,2H) ,8.55(d,1H) ,9.18
(s,1H) ,10.42 (s, 1H) ;HPLCALJE :99.76% ; LCMS:569.1 M'+1) »

[2008]  N- (4- (4- (3,5 4R HE) —1,4- R IRFRBEGE—1 - B L) F k) e bk — 8~ 9k g
(VITI-198) :

[2009]

[2010]  'H NMR (400MHz ,DMSOds) §:1.60 (br s,1H) ,1.78 (br s,1H) ,2.60 (br s,2H) ,2.62
(br s,2H) ,3.23 (br s,4H) ,3.50-3.62 (m,2H) ,6.95-7.20 (m,6H) ,7.74 (s,2H) ,8.24 (d,
1H) ,8.42(d,2H) ,8.55(d,1H) ,9.18(s,1H) ,10.42 (s, 1H) ; HPLCAH /& : 98.49% ; LCMS:559. 1
M+23) »

[2011] N (- (4 (2,6~ RVRIE ) —1, - SRR BEt— L) L) W8k
(VITI-199) :

[2012] \i :

[2013]  'H NMR (400MHz,DMS0-d6) 6:1.60 (br s,1H),1.71 (br s,1H),2.62 (br s,3H),
3.21 (br s,2H) ,3.50(s,3H) ,3.59 (s,3H) ,3.79 (s,2H) ,6.58(d,1H) ,6.61(d,2H) ,7.02—
7.21 (m,4H) ,7.62-7.68 (m,2H) ,8.18(d,1H) ,8.42(d,2H) ,9.18 (s, 1H) ,10.39 (s, 1H) ;HPLC
2l :99.26% ; LOMS: 561 M'+1) o

[2014]  N= (4= (4= (-5 4-FNEIE) ~1, 4~ AR FF B — 1 - B JE) ZBE) e bk~ 8~ 19 fic
(VITI-200) :

[2015] Q/\
»

[2016]  'H NMR (400MHz ,DMS0-d6) 6:1.61 (br s,1H) ,1.80 (br s,1H) ,3.42(dd,6H) ,7.08-
7.18 (m,3H) ,7.20-7.55 (m,3H) ,7.70-7.80 (m,2H) ,8.28 (d, 111 ,8.42(d,2H) ,8.58(d, LH) ,
9.18(s,1H) ,10.40 (s, 1H) ;HPLCAI & : 99.54% ; LCMS: 561 (M) .

[2017]  N-(4- (4- (4- Q- -2-FEE L) K5 -1, 4-RIR Pk -1 - L) K5 &
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-8~ i (VIT1-201) -

[2018]

[2019]  'H NMR (400MHz ,DMSO-d6) 8:1.61 (br s,1H) ,1.7 (s,1H) ,1.80 (br s,1H),2.70 (t,
2H) ,2.93(s,3H) ,3.23 (br s,2H) ,3.40-3.59 (n,4H) ,3.64 (t,1H) ,6.68 (t,2H) ,7.01-7.18
(m,5H) ,7.70 (br s,2H) ,8.28 (t,1H) ,8.42(d,2H) ,8.58 (t,1H) ,9.18 (s, 11) ,10.40 (s, 11) ;
HPLCAL/Z : 96.64 % ; LCMS: 605 (M'+23)

[2020]  N-(4- (4= 2-ZFNF) —1, AR PEFE- | hedk) TR 3E) Ik -8 T i (VITT-
202) :

H
, N /E?\/
) e
[2021] NC)I\IO/ o N
WE

\.

[2022]  'H NMR (400MHz ,DMSO~d6) 6:1.0-1.17 (m,2H) ,1.2 (t,3H) ,1.59 (br s,1H) ,1.74
(br s,1H) ,2.1(m,2H) ,2.42-2.75 (m,5H) ,3.2-3.6 (m,3H) ,7.01-7.22 (m,7H) ,7.75 (s, 2H) ,
8.28 (d,1H) ,8.42(d,2H) ,8.58 (d,1H) ,9.18 (s, 1H) ,10.40 (s, 1H) ;HPLCAL % :99.16% ;
LCMS:529 (M'+1) .
[2023]  N-(4- (4- (4— (T —1-Fe—1-3) FEIL) -1, 4- B AR Pekn—1 P dk) 8 HL) e mk—s—1itk
B (VITI-203) -

[2024]

o

A

[2025]  'H NMR (400MHz , DMSO-d6) 8:0.92 (t,3H) ,1.40-1.60 (m,5H) ,1.77 (br s,2H) ,3.20
(br s,4H) ,3.50 (br s,6H) ,7.03-7.38(m,7H) ,7.78 (br s,2H) ,8.28 (br s,1H),8.42(d,
2H) ,8.58 (d, 1H) ,9.18 (s, 1H) ,10.40 (s, 1H) sHPLCZE[E:99.77% ; LCMS: 581 (M'+1) o

[2026]  N-(4- (4- Q-F—-6-F2HEEL) — 1, 4- AR FR P dn—1 - k) R L) e bk —8— i 15 e
(VIT11-204) :

176
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[2027]

[2028]  'H NMR (400MHz,DMS0-d6) 6:1.61 (br s,1H) ,1.77 (br s,1H) ,2.60 (br s,2H) ,
2.78 (br s,1H) ,3.20-3.42 (m,3H) ,3.58 (d,2H) ,3.79 (d,2H) ,4.1 (s, 1H) ,6.59 (br s,2H),
7.10-7.20 (m,4H) ,7.71-7.80 (m.2H) ,8.28 (d, 1H) ,8.42(d, 1H) ,8.58 (d,1H) ,9.18 (s, 1H) ,
10.40 (s, 1H) s HPLCAEJEF :99.78% ; LCMS: 535 (M'+1) ,

[2029] N-(4-(4- (2,4- G -6-F ) -1, 4- B AR b -1 -HREL) L) bk —8 Tt
Wef& (VITT1-205) :

[2030]

- N
S5 |
\ O 0O No
O

[2031]  'H NMR (400MHz ,DMS0-d6) §:1.61 (br s,1H) ,1.77 (br s,1H) ,2.58-2.80 (m,3H) ,
3.20-3.68 (m,5H) ,3.79(d,2H) ,6.78(d,1H) ,6.99(d,1H) ,7.09-7.20 (m,4H) ,7.71-7.80
(m.2H) ,8.28(d,1H) ,8.42(d,1H) ,8.58(d,1H) ,9.18 (s, 1H) ,10.40 (s, 1H) ; HPLCZ & .
99.58% .LCMS:585 M'+1) o

[2032] N-(4- (4- Q- FFE-6-FHFETI) -1, 4- T H LR P -1 - FL) L) M mbh—8 Ttk
B (VITI-206)

/ N
[2033] q N//\ ‘ Q,/s\\
| N _
OH 5

[2034]  'H NMR (400MHz ,DMSO-d6) 8:1.61 (br s,1H) ,1.77 (br s,1H) ,2.60 (br s,2H),
3.21 (br s,2H) ,3.42-3.58 (m,2H) ,3.53 (s,2H) ,3.68 (d,2H) ,6.26-6.45 (m,2H) ,7.03-7.20
(m,3H) ,7.71-7.80 (m, 2H) ,8.28 (s, 2H) ,8.42(d,2H) ,8.58 (s, 1H) ,9.18 (s, 1H) ,10.41 (s,
1H) s HPLCZEJE : 99.89% ; LCMS: 547 (M'+1) .

[2035]  N-(4- (4- (4-UEREE) -1, 4- ZBIRFAPEbn -1 B dk) R0 Membk-8-Ta ik (VITI-
207) :

[2036]

177
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[2037]  'H NMR (400MHz ,DMSO-d6) 6:1.61 (br s,1H),1.77 (br s,1H) ,2.60 (br s,2H),
3.21 (br s,2H) ,3.42-3.58 (m,2H) ,3.53 (s, 2H) ,3.68(d,2H) ,7.10-7.20 (m,3H) ,7.41-7.58
(m,2H) ,7.71-7.81 (m.3H) ,8.28 (d, 1H) ,8.42 (d,2H) ,8.58 (d,1H) ,9.18 (s, 1H) ,10.40 (s,
1H) s HPLCZEJ¥ :97.75% ; LCMS:526. 2 (M'+1) »

[2038]  N-(4- (4- (G-E2-F2FLKIL) -1, 4- R APk -1 - 3k) IR FL) v bk -8~k St iz
(VITI-208) :

H
A N\ -
[2039] ~ ) O o ‘ ]
{ AN N
O

Cl OH

[2040]  'H NMR (400MHz ,DMS0-d6) 6:1.61 (br s,1H) ,1.77 (br s,1H) ,2.60-2.78 (m,2H) ,
3.21 (br s,2H) ,3.42-3.58 (m,2H) ,3.50-3.71 (m,4H) ,6.74-6.80 (m, LH) ,7.08-7.20 (m,
5H) ,7.71-7.80 (m.2H) ,8.28 (br s,1H) ,8.42(d,2H) ,8.58 (br s,1H),9.18(s,1H) ,10.40
(s,1H) ;HPLCZEFE :99.40% ; LCMS:551.1 (M) -

[2041]  N-(4- (4- 4-FEFERH) -1, 4- “RIRMPEST -1 - PR AL) ZRHL) 14 bk — 8T 8t ik
(VIII-208) :

H
v Ny
] ‘ o”s\\o; )
[2042] N Ny

16

[2043]  'H NMR (400MHz ,DMS0-d6) §:1.61 (br s,1H) ,1.77 (br s,1H) ,2.40 (br s,1H),
2.60 (br s,1H) ,3.21 (br s,2H) ,3.42-3.58 (m,4H) ,3.77 (s,2H) ,6.80-6.91 (m,2H) ,7.06-
7.20 m,4H) ,7.71-7.79 (m.2H) ,8.28 (br s,1H) ,8.42(d,2H) ,8.58 (br s,1H),9.18(s,1H),
10.40 (s, 1H) sHPLCZJE¥:99.04% ; LCMS:531 (M'+1) »

[2044]  N-(4- (4—(2,5-—HFHLACIE) -1, 4- R A IR Jm— 1 - k) 2R 3L) s bk —S T /5 e
(VITI-209) :

- R A
N N

[2046]  'H NMR (400MHz ,DMS0-d6) 6:1.61 (br s,1H) ,1.77 (br s,1H) ,2.10-2.25 (m,2H) ,
2.24(s,2H) ,2.60-2.67 (m,2H) ,2.60 (br s,2H) ,3.20-3.60 (m,2H) ,6.90-7.20 (m,5H) ,
7.71-7.80 (m.2H) ,8.28(d, 1H) ,8.42(d,2H) ,8.58 (d,1H) ,9.18 (s, 1H) ,10.40 (s, 1H) ;HPLC
2T . 98.86% ; LOMS: 529 (M'+1) »

[2047]  N-(4- (4-(3,5- &) —1,4- B PR Pike—1 - ) 2R JL) e ok — 8 — Tk Fk Jik
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(VITI-210) :

[2048]

[2049]  'H NMR (400MHz ,DMS0-d6) 6:1.61 (br s,1H) ,1.77 (br s,1H) ,2.24(s,2H) ,2.60-
2.67 (m,2H) ,3.20-3.60 (br s,2H) ,3.8-3.9 (m,4H) ,7.09-7.20 (m,3H) ,7.25-7.50 (m,3H) ,
7.71-7.80 (m.2H) ,8.28(d,1H) ,8.42(d,1H) ,8.58(d,1H) ,9.18 (s, 1H) ,10.40 (s, 1H) ;HPLC
4l ¥ .99.29% ; LCMS:569 M'-1) .

[2050]  N- (4~ (4~ B-F—4~ (ST ) K ) ~1,4- ZEURFR Bk - 1 - h) 28 08) k8-
TR e (VITT-211) -

[2051]

[2052]  'H NMR (400MHz ,DMSO-d6) §:1.61 (br s,1H) ,1.77 (br s,1H) ,2.24 (s, 2H) ,2.40-
2.60 (m,2H) ,3.20 (br s,2H),3.59 (br s,2H),3.58(d,2H) ,7.10-7.20 (m,3H) ,7.25-7.42
(m,2H) ,7.71-7.80 (m.2H) ,8.28 (d, 1H) ,8.42(d,2H) ,8.58 (d, 1H) ,9.18 (s, 1H) ,10.40 (s,
1H) sHPLCAEJE :99.71% ; LCMS: 587 (M'+1) »

[2053]  N-(4-(4-(2,4,5-=HFENFE) -1, 4- H AP b —1-FRIE) A FE) ek —S Tl i iz
(VITI-212) :

[2054]

[2055]  'H NMR (400MHz ,DMS0-d6) 6:2.10 (s,3H) ,2.18 (s,6H) ,2.24 (s, 2H) ,2.40-2.60 (m,
4H) ,3.20 (br s,2H) ,3.59 (br s,2H) ,3.58(d,2H) ,6.80-6.99 (m,2H) ,7.04-7.18 (m,2H) ,
7.71-7.80 (m,2H) ,8.28 (d,1H) ,8.42(d,2H) ,8.58 (d,1H) ,9.18 (s, 1H) ,10.40 (s, 1H) sHPLC
2% :99.80% ; LCMS: 543 (M'+1) »

[2056]  N— (4= (4= (45 W 3E) —1, 4- BRI Peke—1—Hedk) JRIE) membk—8—Tid e ik (VITI-
213) :
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N i

[2057] Q@ 0O N

[2058]  'H NMR (400MHz ,DMS0-d6) 6:1.59 (s, 1H) ,1.78 (s, 1H) ,2.41 (s, 1H) ,2.52-2.64 (m,
2H) ,3.25 (br s,2H) ,3.55(s,2H) ,3.59 (s,2H) ,7.08-7.17 (m,3H) ,7.20-7.40 (m,4H) ,7.68-
7.75(m,2H) ,8.28(d,1H) ,8.42(d,1H) ,8.53 (d,1H) ,9.18 (s, 1H) ,10.39 (s, 1H) s HPLCZE ¥ :
97.45% ; LCMS:535.1 (M) .

[2059]  N-(4- (4- (2,5~ “HIHEFEFTIRL) -1, 4- SRR PEbE -1 - 3E) R IL) MEnbk-8—Tif i ik
(VIII-214) :

[2060]

[2061]  'H NMR (400MHz ,DMSO-d6) 8:1.63 (br s,1H) ,1.78 (br s,1H) ,2.2 (br s,2H) ,2.62
(br s,2H) ,3.24 (br s,2H) ,3.48-3.66 (m,4H) ,3.7-3.86 (s,6H) ,6.71-6.81 (m, 1H) ,6.82-
6.99 (m,2H) ,7.05-7.17 (m,3H) ,7.70-7.79 (m,2H) ,8.28 (d, 1H) ,8.42 (d,1H) ,8.56 (d, 1H) ,
9.18(s,1H) ,10.39 (s, 1H) ;HPLCAL /& : 98.43% ; LCMS: 561 (M'+1) &

[2062]  AHREER 1) A 1k -

[2063] Tl & Eh (1) — FERE T -

[2064]  BEN- (4- (4R HEWRIE - 1-F k) 2R IE) k-8~ T Bt fi% (0. 25mmo1) 71 FR % (5m1) H (1)
TEBUMANE AL/ F IR (0. 25mmol 5 1.0eq) » 1 S MRS 7 = I 3h o B AR08 T B
ZVEF, 5 e, 19 30 Ak o AR 1K 5

[2065]  (4- (4—"FHENRIR —1 — Bl L) R IE) (Wnph—8— LIk L) Mh R (VIT1-215)

[2066] ©A NK/

[2067]  'H NMR (400MHz,CDC13) 8:2.38 (br d,4H) ,3.31 (br s,2H) ,3.41(s,2H) ,3.64 (br
s,2H) ,6.94 (d,2H) ,7.06 (t,4H) ,7.40 (d,2H) ,7.56-7.63 (m,2H) ,8.01 (d,1H) ,8.28 (d, 1H) ,
8.38 (d,1H) ,8.56 (s, 1H) ,9.18 (s, 1H) ;LCMS:508.5 (M'+23)

[2068] 8~ (N= (4~ (A—"FFENRIR — 1 —FRFE) TR AL QBRI -1 - R & (VIT1-216) -
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[2069]

[2070]  'H NMR (400MHz,CDCl3) 8:2.38 (br d,4H) ,3.31 (br s,2H) ,3.41(s,2H) ,3.64 (br
s,2H) ,6.94 (d,2H) ,7.06 (t,4H) ,7.40 (d,2H) ,7.56-7.63 (m,2H) ,8.01 (d,1H) ,8.28 (d, 1H) ,
8.38(d,1H) ,8.56 (s, 1H) ,9.18 (s, 1H) ;LCMS: 487.0 (M'+1) .

[2071]  H A 3-F L 2-H 36 33 350 3 HF A 2 A1 2 HR A A 1) 2R S PR 1) 2 TR IR
(S ATAE IR A R

[2072]  iFeoo2

NS RN
AR
o & Ny
S %
R H

W

Row fdw, B0 U8

ROwddg, B 2y, MR

e
H
H

MMM
13
AN S
[2073]

N 3;\‘ i L ;:%3?&%

N
e R EGhe S

Srans 2 DAL H R ME b

RO R

G ELA T
[2074] @It HEFE2 1R 0 T30 (VITD A B9 Frde A B9 AR i (R AT A R S i 20 1R 451
QORI Fie T2 G T 7K A T Jhdg B T2 Jl R Ak 5 BH 2 T2 140 (0 . 25mmo 1) FFRER AT A S 4
140~ 14508 XIV) 4 B0 B o
[2075]  N-(4- (4R FENRIGE —1 —# J) —2-FR LR L) k-8 It fie (XTV-1) -
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[2076]

[2077]  'H NMR (400MHz,CDC13) 8:2.22 (s,3H) ,2.65 (br s,4H) ,3.50 (br s,4H) ,4.20 (s,
2H) ,7.01(d,1H) ,7.12(s,1H) ,7.39 (t,2H) ,7.48(q,2H) ,7.60-7.68 (m,2H) ,8.18 (d, 1H) ,
8.28(d,1H) ,8.43(d, 1) ,9.18(d, IH) sHPLCA : 98.75% ; LCMS: 501 (M™+1)

[2078]  N—(4- (4—"REEWRIGE —1 ) 2RI 5L) IR -8Rt fi% (XTV-2)

[2080]  'H NMR (400MHz,CDCl3) 8:2.62 (br s,4H) ,3.80 (br s,4H) ,4.20 (s,2H) ,6.99 (d,
1H) ,7.03(d,1H) ,7.39(d,2H) ,7.40-7.48 (m,3H) ,7.60-7.68 (m,2H) ,7.80 (t,1H) ,8.18(d,
1H) ,8.26 (d,1H) ,8.43(d,1H) ,9.18 (d, 1H) s HPLCAE/E: 97.86% ; LOMS: 505 M'+1) .

[2081]  N= (4= (4—"RNFRENRIGE —1 —Ffe ) —2-FF S FL ORI MM -8B /i (XTV-3)

H
g N.
e () & * )
N. o N
0 |

[2083]  'H NMR (400MHz,CDCls) §:2.46 (br s,4H) ,3.50 (br s,4H) ,3.66 (s,3H) ,4.20 (br
s,2H) ,6.40 (br s,1H) ,6.94 (br s,1H) ,7.39(d,2H) ,7.42-7.48 (m,3H) ,7.61-7.66 (m, 2H) ,
8.18(d,1H) ,8.36 (d,1H) ,8.41 (d,1H) ,9.18 (d, 1H) s HPLCAE & :99.99% ; LCMS:517 M'+1) .
[2084]  N-(4- (4—"FHENRIGE —1 —F JE) 3-SR L) M bk -8 Tl It e (XTV—4) -

”

[2085] '\Q

e )

[2086] 'H NMR (400MHz,CDCls) 8:2.32 (br s,4H) ,3.42 (br s,4H) ,4.38(s,2H) ,7.16 (q,
2H) ,7.30 (s, 1H) ,7.49 (s,4H) ,7.64-7.73 (m,2H) ,8.21 (d,1H) ,8.42 (t,2H) ,9.18(d, 1H) ;
HPLCAEJE : 96.62% LCMS: 521 (M) .

[2087]  N-(4- (4- (-5 F2) WRR -1 - 28) —2—-F B DR L) ndempk—8 i 9 e (XTV-5)

182



CN 104817498 B iﬁ. EH :Fg 180/223 L

[2088] GIU )

O

[2089]  'H NMR (400MHz ,DMS0-d6) 8:2.01 (s,3H) ,2.37 (br s,4H) ,3.41 (br s,4H) ,3.50
(s,2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.39 (dd,2H) ,7.54 (s, [1) ,7.62-7.77 (m,2H) ,8.21-8.30
(m,3H) ,8.52(d, 1) ,9.18 (s, 1H) ,9.34 (s, 1H) s HPLCAEF :97.97 % ; LCMS: 535 (M) .

[2090]  N=(4- (4= (2,4~ S FHL) WRWR -1 e ) —2-F 2R E) -8~k (XTV-6) -

H
e 3 \ ~
cl” cr =
o)

[2092]  'H NMR (400MHz,DMS0-d6) 6:2.01 (s,3H) ,2.37 (br s,4H) ,3.42 (br s,4H) ,3.50
(s,2H) ,6.97 (s,2H) ,7.06 (s,1H) ,7.39(dd,2H) ,7.54 (s,1H) ,7.62-7.77 (m,2H) ,8.21-8.30
(m,2H) ,8.52(d,1H) ,9.18 (s, 1H) ;HPLCAE & :97.97% ; LCMS:569 M) »

[2093]  N- (2-F—4- (4- (4- (= 2E) "R L) WRMR— 1 - Jk) A8 HL) nEmh—8 TSt i (XTV—-
7)

H
N,
[2094] N™ = S,
F\"ﬁ (}\1 3o N;\ ]'
0

F

[2095]1  'H NMR (400MHz,DMS0-d6) 6:2.01 (s,3H) ,2.37 (br s,4H) ,3.41 (br s,4H) ,3.53
(s,2H) ,6.97 (s,2H) ,7.06 (s,1H) ,7.46 (d,2H) ,7.62-7.77 (m,4H) ,8.21-8.30 (m,2H) ,8.57
(d,1H) ,9.18(s,1H) ,9.21 (br s, 1H) ;HPLCZE)E:96.00% ; LCMS:569 M'+1) .

[2096]  N-(4-(4-(3,5- UK IE) WRWE -1 Bk H) —2-FF FEOR L) ns b —8—Tid Pt fiie (XTV-8)

[2097]

[2098]  'H NMR (400MHz ,DMS0-d6) 6:2.01 (s, 3H) ,2.37 (br s,4H) ,3.46 (s,4H) ,6.97 (s,
2H) ,7.06 (s, 1H) ,7.31 (s,2H) ,7.46 (s,1H) ,7.62-7.77 (m,3H) ,8.21-8.30 (m,2H) ,8.57 (d,
1) ,9.18 (s, 1H) ,9.39 (s, 1H) s HPLCZE /& : 99. 45 % ; LCMS: 569 (M)

[2099]  N-(4- (4- (3-F K 2) WRWR—1 - 2) —2—F B DR L) ndempk—8 i 9 e (XTV-9) -
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[2100] U

[2101]  'H NMR (400MHz,DMS0~d6) 8:2.01 (s,3H) ,2.30 (br s,4H) ,3.41 (br s,4H) ,3.47
(s,2H) ,6.97 (s,2H) ,6.99-7.16 (m,4H) ,7.25-7.34 (m, 1H) 7.62-7.77 (m, 21) ,8.21-8.30 (m,
2H) ,8.57(d,1H) ,9.18 (s, 1H) ,9.21 (s, 1H) s HPLC&E& : 97.71 % ; LCMS:519 (M'+1) o

[2102]  N= (4= (4= (3, 4= FHL) WRIE -1 e ) —2-F 2R E) -8~ (XTV-10) -

H
. N
[2103] _ _ ]_ 8. J
Ci s

[2104]  'H NMR (400MHz,DMS0-d6) 62.01 (s,3H) ,2.25 (br s,4H) ,3.45 (s,4H) ,6.97 (s,
2H) ,7.06 (m,1H) ,7.25(d,1H) 7.58 (t,2H) ,7.62-7.77 (m,2H) ,8.21-8.30 (m, 2H) ,8.57 (d,
1H) ,9.18 (s, 1H) ,9.21 (s, 1H) ;HPLCZE & : 94.90% ; LCMS: 569 (M) o

[2105]  N-(4-(4- (3,59 R ) WRMR -1 e Jh) —2—FR R OR L) ndgmk—8—Tidi i e (XTV-11) «

[2106] F'O\I
F

L J

0

[2107]  'H NMR (400MHz ,DMS0O-d6) §:2.01 (s, 3H) ,2.25 (br s,4H) ,3.45 (s,4H) ,3.52 (s,
2H) ,6.97-7.10 (m,5H) ,7.62-7.77 (m,3H) ,8.21-8.30 (m, 2H) ,8.57 (d, 1H) ,9.18 (s, 1H) ,
9.21 (s, 1H) ;HPLCAl & : 97.84% ; LCMS: 536 (M™+23) .

[2108]  N-(4-(4- B3-S -4-T R L) WRME -1 B L) —2—FF oK L) e bk -8 T fle (XTV—-12) -

7

[2109]

[2110]  'H NMR (400MHz ,DMSO—d6) 6:2.01 (s, 3H) ,2.25 (br s,4H) ,3.43 (s,4H) ,3.46 (s,
2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.21-7.35 (m, 2H) ,7.42(d, 1H) ,7.62-7.77 (m, 2H) ,8.21-
8.30 m,2H) ,8.53(d, 1H) ,9.18 (s, 1H) ,9.21 (s, 1H) s HPLCALE :94.61% ; LCMS:553 (M) .

(21111 N= (4= (4= -2 R ) WRIG 1 ) —2-F L7500 -8~ (XTV-13)
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=

0
[2113]  'H NMR (400MHz ,DMS0-d6) 8:2.01 (s,3H) ,2.25 (br s,4H) ,3.20 (br s,2H) ,3.45
(s,4H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.21 (d,1H) ,7.31-7.39 (m,2H) ,7.62-7.77 (m, 2H) ,8.21~
8.30 (m,2H) ,8.57 (d, 1) ,9.18 (s, 1H) ,9.21 (s, 1H) s HPLCZEE :96.23% ; LCMS:553 (M) .
[2114] N= (4= (4= (2, 4= R 5E) WRIE -1 e ) —2-F 2R -8~ (XTV-14)

P H
-~ 3 N
[2115] ' "N b=y
FK/}J\W/@ 00 Ny |
0

[2116]  'H NMR (400MHz ,DMS0-d6) 8:2.01 (s,3H) ,2.25 (br s,4H) ,3.20 (br s,2H) ,3.45
(s,4H) ,6.97-7.06 (m,4H) ,7.20 (t, 1) ,7.31-7.39 (m, 1H) ,7.62-7.77 (m, 2H) ,8.21-8.30
(m,2H) ,8.57 (d, 1) ,9.18 (s, 1H) ,9.21 (s, 1H) ;HPLCAE¥ :99.12% ; LCMS:537 (M'+1) .

[2117] N= (4= (4= (2, 3-SR AL) WRIR -1 e ) —2-F 2R 0E) -8~k (XTV-15)

Ch - —

[2119]  'H NMR (400MHz ,DMSO-d6) 6:2.01 (s,3H) ,2.25 (br s,4H) ,3.37 (s,4H) ,3.45 (s,
2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.25(t,1H) 7.42 (d,1H) ,7.50 (d,1H) ,7.62-7.77 (m, 2H) ,
8.21-8.30 (m,2H) ,8.57 (d,1H) ,9.18(s, 1H) ,9.21 (s, 1H) ; HPLCAE & : 98.43 % ; LCMS: 569 (M
+> .

[2120]  N-(4- (4- Q-G FEE) WRIGE -1 - ) —2—HF JLOR L) W bk —8 T 9t e (XTV-16)

[2121] N7
0

[2122]  'H NMR (400MHz ,DMS0-d6) §:2.01 (s,3H) ,2.30 (br s,4H) ,3.25 (s,4H) ,3.47 (s,
2H) ,6.97 (s,2H) ,7.06 (s,1H) ,7.10-7.20 (m,2H) ,7.24-7.38 (m,2H) 7.62-7.77 (m, 2H) ,
8.21-8.30 (m,2H) ,8.57 (d,1H) ,9.18 (s, 1H) ,9.21 (s, IH) sHPLCZE & :98.71% ; LCMS:519 M
+1) o

[2123]  N-(4- (4- (35U FHL) WRR -1 - k) —2—-HR JEOR L) k-8 Bt fie (XTV-17) -

185
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[2125]  'H NMR (400MHz,DMSO-d6) 62.01 (s, 3H) ,2.37 (br s,4H) ,3.37 (br s,4H) ,3.44 (s,
2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.20-7.29 (m,4H) ,7.62-7.77 (m,2H) ,8.21-8.30 (m,2H) ,
8.56 (d,1H) ,9.18(s,1H) ,9.34 (s, 1H) s HPLCZE ¥ :99.25% ; LCMS:535 (M) »

[2126]  N-(4-(4- (2, 3- 9 R4 WRIR -1 - Jh) —2—F R OR L) ek —8—Tidi e e (XTV-18)

i i K.
oo
F 0

[2128]  'H NMR (400MHz ,DMS0~d6) 82.01 (s, 3H) ,2.25 (br s,4H) ,3.46 (br s,4H) ,3.59 (s,
2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.25-7.36 (m,2H) ,7.63-7.77 (m,2H) ,8.21-8.30 (m,2H) ,
8.57(d,1H) ,9.18 (s, 1H) ,9.21 (s, 1H) sHPLCZEJ%¥ : 96.79% s LCMS: 537 (M'+1) .

[2129]  N= (4= (4- CRTAEEF &) WRWR —1-Fe k) —2-F IR EL) IR p -8R fii (XTV—19)

~

[2130] V/\N/\

[2131]  'H NMR (400MHz , DMSO—d6) §:0.03-0.05 (m,2H) ,0.30-0.31 (m,2H) ,0.45-0.47 (m,
1H) ,2.01 (s,3H) ,2.17 (d,2H) ,2.25 (br s,4H) ,3.22 (br s,4H) ,3.59 (s,2H) ,6.97 (s, 2H) ,
7.06 (s,1H) ,7.63-7.77 (m,2H) ,8.21-8.30 (m,2H) ,8.57 (d, 1H) ,9.18 (s, 1H) ,9.21 (s, 1H) ;
HPLCZL & : 98. 31 % ; LCMS : 465 (M'+1) o

[2132]  N-(2-FF Jh—4— (4 (Mbme -4 FF L) WRWR —1 - k) 2R L) 1 bk —8—Tidki 9 fle (XTV—20) -

7

[2133] TN

[2134]  'H NMR (400MHz ,DMSO—d6) 8:2.01 (s, 3H) ,2.25 (br s,4H) ,3.46 (br s,4H) ,3.50
(s,2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.31 (m,2H) ,7.63-7.77 (m,3H) ,8.21-8.30 (m, 2H) ,8.54
(d,1H) ,8.58(d,1H) ,9.18 (s,1H) ,9.21 (br s, 1H) sHPLCALJ% :94.88% ; LCMS:502 (M'+1) o
[2135]  N=(4- (4= (3, 53R 1 28) MR — 1 k) —2- 3R OK 56) e M-8 i (XTV-21)

186
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Fa ey
[2136]

[2137]  'H NMR (400MHz ,DMS0-d6) 6:2.38 (br s,4H) ,3.52 (br s,4H) ,3.58(s,2H) ,7.01-
7.18 (m,4H) ,7.38(t,1H) ,7.71-7.82 (m,3H) ,8.32(t,2H) ,8.60(d,1H) ,9.12(s,1H) ,9.98
(s,1H) ;HPLCZEFE :98.93% ; LCMS:541 M™+1) -

[2138]  N-(4- (4- (4-SF ) WRIGR -1 B ) —2— 3R A k) bk —8— T Bt fie (XTV—-22) -

[2139]

[2140]  'H NMR (400MHz ,DMS0-d6) 6:2.38 (br s,4H) ,3.28 (br s,4H) ,3.55 (br s,2H),
7.08 (t,2H) ,7.35-7.40 (m,4H) ,7.71-7.80 (m,3H) ,8.32 (t,2H) ,8.60 (d, 1H) ,9.18 (s, 1H) ,
9.98 (s, 1H) s HPLCALE : 98.58% ; LOMS: 539 (M) .

[2141] N= (4= (4= (2,40 R 5D WRIR -1 ) 23U 0Kk L) e -8B fii (XTV-23)

o | OO, CX

0

[2143]  'H NMR (400MHz,DMS0-d6) §:2.38 (br s,3H) ,3.46 (br s,4H) ,3.58(s,2H) ,7.08
(t,2H) ,7.35(t,1H) ,7.40(d,1H) ,7.50(d,1H) ,7.60 (s,1H) ,7.71-7.79 (m,2H) ,8.32 (t,
2H) ,8.60 (d,1H) ,9.18 (s, 1H) ,9.98 (s, 1H) ; HPLC4li &£ : 98.58% ; LCMS: 573 (M) »

[2144]  N-(4-(4- (3,5 =GR ) WRMR—1—Fc ) —2-FR A ) MR bk —8 T Bt ik (XTV—-24)

[2145]

[2146]  'H NMR (400MHz ,DMS0-d6) 6:2.38 (br s,4H) ,3.28 (br s,4H) ,3.55 (br s,2H),
7.10(t,2H) ,7.30-7.38 (m,3H) ,7.50 (s,1H) ,7.71-7.80 (m,2H) ,8.32 (t,2H) ,8.58 (d, 1H) ,
9.18(s,1H) ,9.98 (s, 1H) ;HPLCAL & : 97.63% ; LOMS: 573 (M) .

[2147]  N-(4- (4- (3-F—4- R L) R —1-H ) -2 R L) bk —8— T Bt ik (XTV-25) -
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5

H
s N
i N °S
2148 ¥ N
[2148] F‘O l\//\lll Y‘OF& o N;\ )
Cl O

[2149]1  'H NMR (400MHz ,DMS0-d6) 6:2.38 (br s,3H) ,3.28 (br s,4H) ,3.55(s,2H) ,7.10
(t,2H) ,7.29-7.40 (m,3H) ,7.50(d,1H) ,7.71-7.80 (m,2H) ,8.30 (t,2H) ,8.60 (d, 1H) ,9.18
(s,1H) ,9.98 (s, 1H) ;HPLCZE ¥ :96.66 % ; LCMS:557 (M) »

[2150]  N-(2-F—4- (4 (4- (= FHFE) FHE) WRIGE —1-Fedk) Z8HE) v bk —8—Fied 9t fiie (XTV-
26) :

PR §
. N S
[2151] Fk\]ppd S L]
F 8]

[2152]  'H NMR (400MHz,DMS0-d6) 8:2.38 (br s,4H) ,3.46 (br s,4H) ,3.60 (s,2H) ,7.10
(t,2H) ,7.35(t,1H),7.59 (d,2H) ,7.63-7.78 (m,4H) ,8.32 (t,2H) ,8.60 (d, 1H) ,9.18 (s,
1H) ,9.98 (s, 1H) s HPLCAE% :99.96 % ; LOMS:573 (M'+1) o

[2153]  N=(4- (4= (3,4~ G0N H) WRWR -1 ) —2— UKk L) e -8~k fii (XTV—-27)

e

\
H
.y N
NTY s
[2154] | & |
0

Cl

v

[2155]  'H NMR (400MHz ,DMS0-d6) 6:2.38 (br s,3H) ,3.28 (br s,4H) ,3.55(s,2H) ,7.10
(t,2H) ,7.28-7.40 (m,2H) ,7.58 (t,2H) ,7.70-7.79 (m,2H) ,8.32 (t,2H) ,8.60 (d, 1) ,9.18
(s, 1H) ,9.98 (s, 1H) sHPLCAL: 98.23% ; LOMS: 573 (M) .

[2156]  N-(2-5R~4- (4= C—HUFH) WRIGE -1 JH) ) 1R —8—Hsf Bl (XTV-28)

[2157]

[2158]  'H NMR (400MHz,DMSO-d6) §:2.38 (br s,4H) ,3.48 (br s,4H) ,3.58 (s, 2H) ,7.05-
7.20 (m,3H) ,7.28-7.40 (m,2H) ,7.70-7.79 (m,2H) ,8.32 (t,2H) ,8.60 (d,1H) ,9.18 (s, 1H) ,
9.98 (s, 1H) ;HPLCAI [ : 96.54% ; LCMS: 523 (M'+1) .

[2159]  N-(4-(4- (2,4- R WRMR—1-FcR) —2- 90 A J8) MR bk —8 T Bt ik (XTV-29) -

188



CN 104817498 B iﬁ. EH :Fg 186/223 L

[2160]

[2161]  'H NMR (400MHz ,DMSO-d6) 6:2.38 (br s,4H) ,3.22 (br s,4H) ,3.58 (s,2H) ,7.03~
7.20 (m,3H) ,7.20 (t,1H) ,7.38 (t,1H) ,7.44 (g, 1) ,7.70-7.79 (m, 2H) ,8.32 (t,2H) ,8.60
(d,1H) ,9.18 (s, 1H) ,9.98 (s, 1H) sHPLCZEJ%¥ : 99.52% ;s LCMS: 541 (M'+1) .

[2162]  N- (1= (4= (2, 3- G N E) WRWR — 1 ) —2— U R ) e -8B i (XTV—-30)

-

, §
TN bl
2163 O % |
o | GO R
o)

Cl

[2164]  'H NMR (400MHz,DMS0-d6) 8:2.38 (br s,4H) ,3.22 (br s,4H) ,3.58 (s,2H) ,7.12
(m,3H) ,7.31-7.40 (m, 1) ,7.44 (d, 1H) ,7.60 (d, 1H) ,7.70~7.79 (m,2H) ,8.32 (t,2H) ,8.60
(d,1H),9.12 (s, 1H) ,9.98 (s, 1H) sHPLCZEJ% : 97.43% s LCMS: 573 (M) &

[2165]  N= (4= (4= (425 W &) WRIGR —1 —F2) —2— K5 MEM -8B fi% (XTV-31) -

, N ,\/
, N/ﬁ g ‘
[2166] /@\A O 2 |_
cl F K/NY(FO 0 Ny
0

[2167]  'H NMR (400MHz,DMS0-d6) §:2.38 (br s,3H) ,3.22 (br s,4H) ,3.58(s,2H) ,7.10
(t,2H) ,7.23-7.46 (m,4H) ,7.70-7.79 (m,2H) ,8.32 (t,2H) ,8.60 (d,1H) ,9.18 (s, 1H) ,9.98
(s, 1H) ;HPLC4EJE :99.89% ; LCMS: 557 (M) ©

[2168]  N-(4-(4- (2, 3- 3R R 2) WRMR—1—Hc %) —2- R A ) MR bk —8 T Bt e (XTV-32)

-~

[2169]

[2170]  'H NMR (400MHz ,DMSO-d6) §:2.38 (br s,3H) ,3.26 (br s,4H) ,3.58(s,2H) ,7.03-
7.25 (m,4H) ,7.38 (t,2H) ,7.70-7.79 (m,2H) ,8.32 (t,2H) ,8.60 (d, 1H) ,9.12 (s, 1H) ,9.98
(s, 1H) ;HPLCAE)¥ :99.04% ; LCMS: 541 (M'+1) .

[2171]  N-(4- (4- R E R JE) WR MR —1 -k k) —2— g ) MR Wbk —8 Tt 9k ik (XTV-33)
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H |: ?
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: NN by
[2172] V/\@FO”\O N\|
0

[2173]  'H NMR (400MHz ,DMSO-d6) 8:0.03-0.035 (m, 2H) ,0.64-0.66 (m,2H) ,0.81-0.83 (m,
1H) ,2.20 (s,2H) ,2.38 (br s,4H) ,3.52 (br s,4H) ,7.10 (m,2H) ,7.38 (t,1H) ,7.70-7.79 (m,
2H) ,8.32 (t,2H) ,8.60 (d, 1H) ,9.12 (s, 1H) ,9.98 (s, 1H) ; HPLCAL ¥ :97.67% s LCMS: 469 (M'+
Do

[2174]  N= 23R4~ (4— (EhE -4 FF ) WRWR — 1 2k) DR L) Bk -8t Bt fig (XTV—34)

21 TN S
el g@ﬂFoo N\l
O

[2176]  'H NMR (400MHz,DMS0~d6) 8:2.38 (br s,4H) ,3.48 (br s,4H) ,3.59 (s,2H) ,7.12
(t,2H) ,7.38(s,3H) ,7.70-7.79 (m,2H) ,8.32 (t,2H) ,8.57 (d,2H) ,8.60 (d, 11) ,9.10 (s,
1H) ,9.98 (s, 1H) s HPLCAE% : 97.70% ; LCMS:506 (M'+1)

[2177] N- - —4- (4- (g —2-BL FF JL) DRWR -1 e dik) R IL) 1EEmpf -8 - Bi i (XTV-35) -

H
N, A
./ WA N E ¥
)

\

[21791  'H NMR (400MHz ,DMS0-d6) 8:2.38 (br s,4H) ,3.22 (br s,4H) ,3.62(s,2H) ,7.13
(t,2H) ,7.22-7.38 (m,2H) ,7.42(d, 1H) ,7.70~7.79 (m,3H) ,8.32 (t,2H) ,8.50 (s, 1H) ,8.60
(d,1H) ,9.18 (s, 1H) ,9.98 (s, 1H) sHPLCZLJ% : 99.74% ; LCMS:506 (M'+1)

[2180]  N—(2-F 4~ (4- (Wi -2 55 F ) WRWR —1 k) 7508 I —8 B i (XTV—36)

-

21811 | | \N ’D\l o:”S\
, ‘

[2182]  'H NMR (400MHz,DMS0-d6) 6:2.01 (s, 3H) ,2.38 (br s,4H) ,3.52 (br s,4H) ,3.60
(s,2H),6.97 (s,2H) ,7.03 (s, 1H) ,7.23 (t,1H) ,7.40 (d,1H) ,7.64-7.78 (m,4H) ,8.25 (dd,
2H) ,8.46 (d, 1H) ,8.58 (d, 1H) ,9.08 (s, LH) ; HPLCZE )& : 98.36 % ; LCMS: 502 M'+1) »

[2183]  N-(2-F 24— (4- - 2 WRGE -1 - ) L) bk -8t Bt ik (XTV-37) -
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[2184] | b]&\/)\l

[2185]  'H NMR (400MHz ,DMSO-d6) 8:1.21 (d,3H) ,2.01 (s,3H) ,2.18-2.40 (m,4H) ,3.42 (br
s,4H) ,3.46 (q,1H) ,6.90 (s,2H) ,7.01 (s, 1H) ,7.18-7.34 (m,5H) ,7.64-7.78 (m,2H) ,8.25
(dd,2H) ,8.38(d,1H) ,9.18 (s, 1H) ,9.31 (s, IH) sHPLCZE /& :99.85% s LCMS: 515 (M'+1) .
[2186]  N-(2-H 4 (4- (IR A HL) WRWR —1-He k) TR 5L) IR -8B il (XTV-38)

ey
YGO O“}’

[2188]  'H NMR (400MHz,DMSO-d6) 6:1.15 (d,3H) ,2.01 (s,3H) ,2.20-2.38 (m,6H) ,3.48 (br
s,4H) ,3.85(q,1H) ,6.97 (s,2H) ,7.01 (s, 1H) ,7.05-7.30 (m,5H) ,7.62-7.76 (m,2H) ,8.25
(dd,2H) ,8.58 (d,1H) ,9.18 (s, 1H) ,9.31 (br s,1H) ;HPLCAE ¥ :95.95% ; LCMS:529 (M™+1) .
[2189] N- (2 R —4- (4- (B-JR BE TR R) WM — L -l k) R L) masmpk—8 Tk fle (XTV—39) -

ll[>agelsr, S

[2191]  'H NMR (400MHz ,DMSO~d6) 6:1.62 (m,2H) ,2.01 (s,3H) ,2.18-2.40 (m,6H) ,2.56 (br
s,2H) ,3.43-3.56 (m,4H) ,6.97 (s,2H) ,7.01 (s, 1H) ,7.13~7.28 (m,5H) ,7.64-7.78 (m, 2H) ,
8.25 (dd,2H) ,8.56 (d, 1H) ,9.10 (s,1H) ,9.31 (s, 1H) s HPLCAL & : 98.98% ; LCMS: 529 M'+1) .
[2192]  N- 2-F J—4- (-2 £ FENRWE —1 P 3k) 2 0) e -8-Ti i (XTV—40) -

[2187]

[2193]

(21941 'H NMR (400MHz ,CDC13) 62.01 (s,3H) ,2.38 (br s,4H) ,2.58 (t,2H) ,2.65 (t,2H) ,
3.50 (br s,4H) ,6.97 (s,2H) ,7.01 (s,1H) ,7.15-7.28 (m,5H) ,7.62-7.78 (m, 2H) ,8.25 (dd,
2H) ,8.38(d,1H) ,9.18 (s, 1H) ,9.31 (br s, 1H) ;LCMS:515 (M'+1) sHPLCAE ¥ :97.07% .

[2195]  N- (G- A4~ (AR L ARG 1 ) Z5) 1R —8—Hs B (XTV—A1) -
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[2196]

[2197]  'H NMR (400MHz ,DMS0-d6) 62.21-2.58 (m,6H) ,2.73-2.79 (m,2H) ,3.18 (d,2H) ,
3.66 (s,3H) ,6.38(d,1H) ,6.87 (d,2H) ,7.19-7.30 (m,4H) ,7.59-7.62 (m,2H) ,8.02 (d, 1H) ,
8.25(d,2H) ,8.35(d, 1) ,8.42 (s, 2H) ,9.18 (d, 1H) s HPLCAEE :99.42% ; LCMS: 531 (M'+1) .
[2198]  N-(3-F S H-4- (4- (1L H) R -1 ) I -8l (X1V-42) .

N
‘\/]\l\[ﬂ d/\b N\l
o _0

[2200]  'H NMR (400MHz,CDC13) 8:1.34 (d,3H) ,2.15-2.40 (m,4H) ,3.20 (br s,4H) ,3.35 (g,
1H) ,3.62 (s,3H) ,6.35(d, 1H) ,6.82(d,2H) ,7.18-7.28 (m,3H) ,7.58-7.62 (m, 2H) ,8.02(d,
1H) ,8.28(d, 1H) ,8.35(d, 1) ,8.41 (s, 1H) ,9.18(d, 1H) sHPLCZEF:97.00% ; LCMS:531 (M'+
Do

[2201]  N-(B-F A H-4- (4= QR WRIGE -1 Fhe ) 283 -8~k (XTV-43) ;

'

¢ y J;%
N N__
[2202] ' U\[(Q D”S‘b Y |
o _0

(22031 'H NMR (400MHz ,CDC13) 6:1.21 (d,3H) ,2.12-2.45 (m,6H) ,2.84-2.93 (m,1H) ,3.10
(br s,4H) ,3.62 (s,3H) ,6.37 (d,1H) ,6.82(d,2H) ,7.18(d,2H) ,7.28 (d,2H) ,7.58-7.62 (m,
2H) ,8.02(d,1H) ,8.28 (d,1H) ,8.35(d, 1H) ,8.41 (s, 1H) ,9.18 (d, 1H) sHPLCL /% :99.00% ;
LCMS:545 (+1)

[2204]  N- - AH A4 (4~ (B-IREETA ) WRWR -1 —Fle ) 75 0) i -8B ik (X1V—44) -

7

[2205] WU Cgs~\o

[2206]  'H NMR (400MHz,CDC13) §:1.78 (Ji #I&, 2H) ,2.20 (br s,2H) ,2.35 (t,4H) ,2.60 (¢,
2H) ,3.15 (m,4H) ,3.62 (s,3H) ,6.35(d, 1H) ,6.84 (d,2H) ,7.10-7.28 (m,4H) ,7.58-7.62 (m,

[2199]
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2H) ,8.02(d, 1H) ,8.28 (d,1H) ,8.35(d,1H) ,8.41 (s,1H) ,9.18 (d, 1H) ;HPLCZH £ :99.00% ;
LCMS:545 M'+1) o
[2207]  N- (-3 —4~ (4-ZR 2 FENRIE —1 R AL) 2R L) IS8Tl 9k fie (XTV—45) :

i N
[2208] e N/\l . N\S

[2209]  'H NMR (400MHz,CDCl3) 8:2.44 (m,4H) ,2.59 (br s,2H) ,2.76(d,2H) ,3.40 (br s,
2H) ,3.62 (br s,2H) ,6.90 (d, 1) ,7.01 (d, 1) ,7.12-7.30 (m,4H) ,7.58-7.62 (m,2H) ,7.70
(t,1H) ,8.02(d,1H) ,8.28(d,1H) ,8.37(d, 1H) ,8.81 (br s,1H) ,9.18(d, [H) ;HPLCZE % :
96.00% ; LCMS:519 (M'+1)

[2210]  N- (234~ (4= (I-FRIEL L F) WRWE —1—FRF) ZI) e -8B (XTV—46) -

[2211]

[2212]  'H NMR (400MHz,CDCls) 8:1.31(d,3H) ,2.38 (br s,4H) ,3.36 (q,3H) ,3.58 (br s,
2H) ,6.82(d,1H) ,7.00(d,1H) ,7.18-7.30(d,5H) ,7.58-7.62 (m,2H) ,7.70 (t,1H) ,8.02(d,
1H) ,8.28(d,1H) ,8.35(d,1H) ,8.41(s,1H) ,8.80 (br s,1H) ,9.18(d, 1H) ; HPLCA ¥ :
99.00% ; LCMS:519 M) «

[2213]  N-(-%—4- (4- (2-FRFE T L) WRME -1 PR L) PR L) ek -8~ e (XTV—47) -

[2214] ! N

\

[2215]1  '"H NMR (400MHz,CDC13) 8:1.21 (d,3H) ,2.20-2.55 (m,6H) ,2.84 (m,1H) ,3.35 (br s,
2H) ,3.58 (br s,2H) ,6.82(d,1H) ,7.01(d,1H) ,7.12-7.28 (m,4H) ,7.58-7.62 (m,3H) ,7.70
(t,1H) ,8.02(d,1H) ,8.28(d,1H) ,8.35(d, 1H) ,8.80 (br s,1H),9.18(d,1H) ;HPLCAl [ .
97.00% ; LCMS:533 (M'+1) .

[2216]  N- (2-#—4— (4- (- EE N L) WRMR—1—Fc k) R L) Wbk —8 -t ik (XTV-48)
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W
) Oﬁ 5o 1
(@]

i

[2218]  'H NMR (400MHz,CDC13) 8:1.77 (JiH I, 2H) ,2.20-2.42 (m,6H) ,2.62 (t,2H) ,3.40
(br s,2H) ,3.60 (br s,2H) ,6.90(d,1H) ,7.01(d,1H) ,7.12-7.30 (m,4H) ,7.58-7.62 (m,
2H) ,7.70 (t,1H) ,8.02(d,1H) ,8.28(d, 1H) ,8.37 (d, 11) ,8.81 (br s, 1H) ,9.18(d,1H) ;HPLC
4l .98.00% ; LCMS: 533 M'+1) »

[2219]  N-(-F H:-4- (4- (@G- Em P L) nhng -2-55) L) WRE -1 B ) R EL) k-8
TR L% (XTV-49) -

[2220]

[2221]1  'H NMR (400MHz,DMS0~d6) 8:2.01 (s,3H) ,2.37 (br s,4H) ,3.14 (br s,2H) ,3.46
(s,2H) ,6.97 (s,2H) ,7.06 (s,1H) ,7.51 (t,1H) ,7.62-7.77 (m,2H) ,8.17 (d,1H) ,8.25 (dd,
2H) ,8.58(d,1H) ,8.78 (s, 1H) ,9.18 (s, 1H) ,9.39 (s, IH) sHPLCAL ¥ :97.97% ; LCMS:592 (M'+
23) o

[2222]  N- Q-F 4= (4= (A= (A ) it -3-28) L) DRWR -1 -J k) JR L) k-8

Fis Pk e (XIV-50) -
N
N g .
QY/G o N
o)

[2224]  'H NMR (400MHz ,DMSO-d6) 8:2.01 (s, 3H) ,2.37 (br s,4H) ,3.46 (br s,4H) ,3.64
(s,2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.62-7.77 (m,3H) ,8.20-8.30 (m,2H) ,8.56 (d, 1H) ,8.78
(s,1H) ,8.90 (s, 1H) ,9.18 (s, 1H) ,9.39 (br s, [H) s HPLCAEE :98.71% ; LCMS:570 (M'+1) .
[2225]  N-(4- (4- (G-SMEmE-3-J) FF L) WR MR — 1 —J k) —2— P J DR O ) 1o ik — 8 — Tk 9 i
(XIV-51)

[2223]
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@

[2227]  'H NMR (400MHz ,DMSO-d6) 6:2.01 (s,3H) ,2.37 (br s,4H) ,3.26 (br s,4H) ,3.51
(s,2H) ,6.98(s,2H) ,7.06 (s, 1H) ,7.62-7.77 (m,2H) ,7.81 (s, 1H) ,8.25(dd,2H) ,8.41 (s,
1H) ,8.50 (s, 1H) ,8.58(d,1H) ,9.11 (s, 1H) ,9.39 (s, 1H) ;HPLCAE&F:99.11% ; LCMS:536 (M
+) .

[2228]  N-(4- (4— ((3—-SRMLIE -2 J) FF L) WRWGE -1 e k) —2— F B R A ) ek — 8 — T /9t fig
(XIV-52) :

| y
O

[2230]  'H NMR (400MHz,DMS0-d6) 6:2.01 (s, 3H) ,2.37 (br s,4H) ,3.21 (br s,2H) ,3.46
(br s,2H) ,3.64(s,2H) ,6.97 (s,2H) ,7.06 (s,1H) ,7.37-7.41 (m,1H) ,7.62-7.77 (m,3H) ,
8.22(d,1H) ,8.27(d,1H) ,8.36 (s,1H) ,8.58 (d,1H) ,9.10 (s, 1H) ,9.38 (s, 1H) ; HPLCZE ¥ -
99.15% ; LCMS:520 M'+1) »

[2231]  N-(4- (4- OFC L L) WRME —1—F AL) —2—FF LR L) M b -8 Bt ik (XTV-53) -

[2232] O/\Umgﬁ%
o)

&

[2226]

[2233]  'H NMR (400MHz ,DMSO-d6) 6:0.72-0.90 (m,2H) ,1.05-1.21 (m,4H) ,1.41 (br s,
1H) ,1.56-1.74 (m,4H) ,2.01 (s,3H) ,2.25 (br s,5H) ,3.20 (br s,2H) ,3.46 (br s,2H) ,6.97
(s,2H) ,7.06 (s, 1H) ,7.62-7.77 (m,2H) ,8.25 (dd,2H) ,8.58 (d,1H) ,9.18 (s, 1H) ,9.39 (br
s, 1H) sHPLCZE ¥ : 94.98% ; LCMS: 507 (M'+1) .

[2234]  N-(2-HF J—4— (4 (Mbpme -3 FF ) Rk —1 - k) 2R L) 1R bk —8—Tidki 9 fle (XTV—-54) -

-

[2235] ( N
NT KN

[2236]  'H NMR (400MHz ,DMS0—d6) 8:2.01 (s,3H) ,2.30 (br s,4H) ,3.41 (br s,4H) ,3.46
(s,2H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.31 (t,1H) ,7.62-7.77 (m,2H) ,8.25 (dd,2H) ,8.42 (s,
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2H) ,8.58(d,1H) ,9.18 (s, 1H) ,9.39 (s, 1H) s HPLC&E% : 96.73% ; LCMS: 502 (M'+1) o
[2237]  N-(2-H3-4- (4= ((I-FREIRTT L) H5L) WRWR -1 - k) R 3L) e ik -8~ Tt B i

(XIV-55) :
e
N oy
()N o N
O

[2239]1  'H NMR (400MHz ,DMS0—d6) §:0.65 (s, 2H) ,0.78 (s,2H) ,2.01 (s,3H) ,2.36 (br s,
4H) ,2.63 (br s,2H) ,3.41 (br s,4H) ,6.97 (s,2H) ,7.06 (s,1H) ,7.12(t,1H) ,7.20-7.28 (m,
4H) ,7.62-7.77 (m,2H) ,8.25(dd,2H) ,8.58 (d,1H) ,9.18 (s, 1H) ,9.39 (s, 1H) ;HPLCAE [ :
96.19% ; LCMS:541 (M'+1) .

[2240]  N-(2-F—4- (4— B-F 45 WRME— 1Pt L) M bk —8—Ti i ik (XIV-56) -

H
- v N
e &
[2241] I\/)\] g o\

[2242]  'H NMR (400MHz ,DMSO~d6) 8:2.45 (s,4H) ,3.56 (br s,4H) ,3.66 (s,2H) ,7.06-7.26
(m,4H) ,7.28-7.39 (m,2H) ,7.62-7.79 (m,3H) ,8.21-8.36 (m,2H) ,8.57 (d,1H) ,9.18 (s, 11 ,
9..85 (s, 1H) sHPLCAE¥ : 93.25% s LCMS:522.57 () o

[2243]  N= (4= (4= 3-FU R 2) WRWR -1 L) -2 7% 22k) MR -8 T i (XTV-57)

[2238]

[2244]

[2245]  'H NMR (400MHz ,DMS0-d6) 8:2.25 (s,4H) ,3.41 (br s,4H) ,3.47 (s,2H) ,7.01-7.09
(m,2H) ,7.22-7.36 (m,5H) ,7.61-7.78 (m,2H) ,8.21-8.38 (m, 2H) ,8.55-8.60 (m, 1H) ,9.01
(s,1H) ,9.9 (s, IH) HPLCAEJZ :97.30% ; LCMS:539 (M) »

[2246]  N-(4- (4- (2, 4- R HE) WRMR— 1B d) —3— FR Al B R k) W b —8—Tod Ik fiie (XTV—
58) :

[2247] /@(\N
Cl Cl K/

[2248]  'H NMR (400MHz ,DMSO-d6) 8:2.20-2.39 (m,4H) ,3.41 (br s,4H) ,3.46 (s,2H) ,3.56
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(s,3H) ,6.61-6.81 (m,3H) ,7.36-7.60 (m,3H) ,7.62-7.67 (m,2H) ,8.25(d,1H) ,8.41-8.58
(m,2H) ,9.18(s,1H) ,10.25 (s, 1H) ;HPLCZEE :98.16% ; LCMS:585.50 (M)

[2249]  N-(4- (4= (3,5 &R 2HE) WRMR -1 -# 2) —3—FF A 2 O L) e bk — 8T I8t fle (XT V-
59) :

[2250]

[2251]1  'H NMR (400MHz ,DMSO-d6) §:2.20-2.39 (m,4H) ,3.26 (br s,4H) ,3.46 (s,2H) ,3.56
(s,3H)6.61-6.85 (m,3H) ,7.26 (s,2H) ,7.45 (s, 1H) ,7.63-7.78 (m,2H) ,8.20-8.60 (m, 3H) ,
9.18(s,1H) ,10.25 (s, 1H) sHPLCZEF :97.92% ; LCMS:584.1 (M") »

[2252]  N-(4- (4= (3-F—4-FF &) WRME -1 - Jk) —3—H 2l A O ) nagmpk—8 Tt I fle (XTV-—
60) :

-

- N :
[ N/\ ;S\\ i
[2253] FK/N\(Q/O O N |
Cl 0 O

\

[2254]  'H NMR (400MHz ,DMS0-d6) §:2.20-2.39 (m,4H) ,3.26 (br s,4H) ,3.46 (s,2H) ,3.56
(s,3H) ,6.61-6.85 (m,3H) ,7.21-7.55 (m,3H) ,7.62-7.75 (m,2H) ,8.21-8.60 (m,3H) ,9.18
(s,1H) ,10.25 (s, 1H) sHPLCZEJF :98.4% ; LCMS: 569 M) »

[2255]  N- (3-F It -4~ (4 (4- (= HL) FFE) WRE -1 - F L) 8 FE) e bk — 8 Tl B iz
(XIV-61) :

. N .
N7 8
[2256] F\FpﬁK\/NO O Ne

F O O

[2257]  'H NMR (400MHz ,DMSO-d6) 6:2.20-2.39 (m,4H) ,2.97 (br s,4H) ,3.46 (s,2H) ,3.56
(s,3H) ,6.61-6.85 (m,3H) ,7.42-7.58 (m,2H) ,7.61-7.78 (m,4H) ,8.21-8.60 (m,3H) ,9.18
(s,1H) ,10.25 (s, 1H) sHPLCZESE :99.24% ; LCMS:584.6 (M) .

[2258]  N-(4-(4- (3,4- &R HE) WRWE -1 - dk) —3— F 4 i DR k) e b —8— ik i Jiie (XTI V-
62) :
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o H.
[2259] O N7 Sy
Cl/‘/\K/NTKQO © Nx l
cl 0 O

[2260]  'H NMR (400MHz ,DMSO-d6) 8:2.08-2.39 (m,4H) ,2.97 (br s,4H) ,3.46 (s,2H) ,3.56
(s,3H) ,6.61-6.85 (m,3H) ,7.25(d, 1) ,7.45-7.60 (m,2H) ,7.63-7.80 (m,2H) ,7.62-7.77
(m,3H) ,8.21-8.60 (m,3H) ,9.18 (s, 1H) ,10.25 (s, 1H) ,HPLCZE & :98.45% ; LCMS: 585.50 (M
9.

[2261]  N= (4= (4= (2-8 W) WRWR 1 e 5E) —3 - Sl SO L) IR -8B i (XTV—63)

[2262] "Q E)ZS\\O 9

0 O

[2263]  'H NMR (400MHz ,DMSO-d6) 6:2.08-2.39 (m,4H) ,2.97 (br s,4H) ,3.46 (s,2H) ,3.56
(s,3H) ,6.61-6.85 (m,3H) ,7.06-7.45 (m,4H) ,7.71 (s,2H) ,8.21-8.60 (m,3H) ,9.18 (s, [H) ,
10.25 (s, 1H) HPLCAI & : 98. 29% s LCMS: 534.8 (M) »

[2264]  N-(4- (4- (2,4- /R 45) WRME -1 -FeAk) —3—F a0 B o k) w8t e i (XTV—
64) :

/
[2265] /@\
JoAeNeLr,

0 O

\ »,

[2266]  'H NMR (400MHz ,DMSO-d6) §:2.08-2.39 (m,4H) ,2.97 (br s,4H) ,3.46 (s,2H) ,3.56
(s,3H) ,6.61-6.85(m,3H) ,7.01-7.21 (m,2H) ,7.35-7.42 (m, 1H) ,7.62-7.78 (m,2H) ,8.21—
8.60 (m,3H) ,9.18 (s, 1H) ,10.25 (s, IH) HPLCAE & :99.00% ; LCMS:552.59 (M) -

[2267]  N-(4- (4= (2, 3- 5 F3E) WRWR -1 He k) -3 S0 A0 3L ) W b —8— e It fie (XTV—
65) :

[2268] % r\(/\N >

cl o O

[2269]  'H NMR (400MHz ,DMS0-d6) §:2.08-2.39 (m,4H) ,3.21 (br s,4H) ,3.46 (s,2H) ,3.61
(s,3H) ,6.61-6.85 (m,3H) ,7.35-7.59 (m,3H) ,7.63-7.75 (m,2H) ,8.21-8.60 (m,3H) ,9.18
(s,1H),10.25 (s, 1H) ;HPLCAE & :99.17% ; LCMS:585.50 (M)
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[2270]  N-(4- (4- (4-F-2-/ -~ 58) WRME—1 - k) —3— R 2 2k O L) 1 b —8 Tt g Jie (XT V-
66) :

[2271]

[2272]  'H NMR (400MHz ,DMS0-d6) §:2.08-2.39 (m,4H) ,3.25 (br s,4H) ,3.46 (s,2H) ,3.61
(s,3H) ,6.61-6.85 (m,3H) ,7.22-7.42 (m,3H) ,7.65-7.75 (m,2H) ,8.21-8.60 (m,3H) ,9.18
(s,1H) ,10.25 (s, 1H) sHPLCZESF :91.3% ; LCMS:569 (M) -

[2273]  N=(4-(4-(2,3- @K 2E) URWE—1—FkAb) —3—FF 2 5 ORIk ) 1 Ik —8—Tif e fle (XTV—
67) :

SN 5
[2274] O ™ O P
,f; L\/NY‘O O Na.

F 0 O

[2275]  'H NMR (400MHz ,DMS0~d6) 8:2.08-2.39 (m,4H) ,3.21 (br s,4H) ,3.46 (s,2H) ,3.61
(s,3H) ,6.61-6.85 (m,3H) ,7.12-7.40 (m,3H) ,7.65-7.75 (m,2H) ,8.21-8.62 (m,3H) ,9.18
(s, 1H) ,10.25 (s, 1H) s HPLCZ{ % : 98.39% ; LCMS:552.5 (M)

[2276]  N= (4= (4= CRTAZEF &) WRWR —1 —Fe k) —3—F S 0 e -8~ (XTV-68)

[2277] o"’ %o M

[2278]  'H NMR (400MHz , DMS0-d6) 6:0.10-0.15 (m, 2H) ,0.70-0.82 (m, 1H) ,1.20-1.30 (m,
2H) ,2.02-2.42 (m,6H) ,2.90-3.05 (m,4H) ,3.63 (s,3H) ,6.61-6.85 (m,3H) ,7.65-7.75 (m,
2H) ,8.21-8.60 (m,3H) ,9.18 (s, 1H) ,10.25 (s, LH) ,HPLCZE & : 98% ; LCMS:480.5 M) .
[2279]  N-(4- (4- ((5-SnE g —3-2L) FH ) WRWe—1 - k) —3— HR Al R R ) W bk — 8 — T {5 i
(XIV-69) :

[2280] |

[2281]  'H NMR (400MHz ,DMSO-d6) §:2.08-2.39 (m,4H) ,3.21 (br s,4H) ,3.46 (s,2H) ,3.61
(s,3H) ,6.61-6.85 (m,3H) ,7.62-7.83 (m,3H) ,8.21-8.60 (m,5H) ,9.18 (s, 1H) ,10.25 (s,
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1H) sHPLCZE:96.1% ; LCMS: 551 (M) »
[2282]  N-(4- (4- ((3-FIEL e -2—FL) FF2%) WRIE -1 -FR &) —3—F S AL R L) 1 bk —8 Tk ik g
(XIV-70) :

[2283]

[2284]  'H NMR (400MHz,DMSO-d6) 6:2.08-2.39 (m,4H) ,3.21 (br s,4H) ,3.46 (s,2H) ,3.61
(s,3H) ,6.61-6.85 (m,3H) ,7.38-4.42 (m, 1H) ,7.61-7.78 (m,3H) ,8.21-8.60 (m,4H) ,9.18
(s,1H) ,10.25 (s, 1H) ;HPLCAI [ : 99.54% ; LCMS:535.5 (M) o

[2285]  N- (3-FR A HE-4- (4- ((4- (P AL meme -3-48) FF L) WRIE -1k ) L) bk~
8Tt iz (XTV-71) -

H
N
N - ; ]
Q\QOS\O Ny |
0 O

[2287]  'H NMR (400MHz ,DMSO-d6) 6:2.08-2.39 (m,4H) ,3.15 (br s,4H) ,3.46 (s,2H) ,3.61
(s,3H) ,6.61-6.85 (m,3H) ,7.62-7.77 (m,3H) ,8.21-8.60 (m,3H) ,8.70-8.90 (m, 2H) ,9.18
(s,1H) ,10.25 (s, 1H) ;HPLCAI [ : 98.48% ; LCMS:585.6 (M) o

[2288]  N- (3-FR 4 HE-4- (4- ((3— (= FF L) Wb we —2—%) FF L) WRWE —1— B ) TR JEL) ek~
8-l iz (XIV-72) -

[2286]

[2289]

[2290]1  'H NMR (400MHz ,DMS0-d6) 6:2.25 (br s,4H) ,2.85 (br s,2H) ,3.42 (br s,2H),
3.58(s,3H) ,3.76 (br s,2H) ,6.60 (d,1H) ,6.78(s,1H) ,6.92(d, 1H) ,7.46 (t,1H) ,7.63-
7.70 (m,2H) ,8.18(d,1H) ,8.22(d,1H) ,8.37-8.45 (dd,2H) ,8.78 (d, 1H) ,9.18 (s, 1H) ,10.29
(s, 1H) ;HPLCZE)¥ :95.85% ; LCMS:586. 1 (M'+1) »

[2291]  N-(4- (4— ((3—F S Bk g —2—J) F ) WIR Mg — 1 — e k) —2—F B DR ) e — 8Tk ik
fi (XIV-73) :
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[2292]

[2293]1  'H NMR (400MHz,DMS0-d6) 6:2.01 (s,3H) ,2.39 (br s,4H) ,3.46 (s,4H) ,3.61 (s,
2H) ,3.79 (s,3H) ,6.97 (s,2H) ,7.06 (s, 1H) ,7.22-7.32(s,1H) ,7.39(d, 1H) ,7.64-7.81 (m,
2H) ,8.12(d,1H) ,8.21-8.36 (m,2H) ,8.57 (d,1H) ,9.18 (s, 1H) ,9.39 (s, 1H) s HPLCZE /& .
99.29% ; LCMS:532 (M) .

[2294]  N-(4- (4 ((4-FR A LML g -3 ) FR ) WR Mg —1 ik k) —2—FP RO nde bk —8 T I
fi (XIV-74) .

o
OO oY
[2295] | N e
N./ K/N OI/ O N ’
e

[2296]  'H NMR (400MHz ,DMS0-d6) 8:2.01 (s,3H) ,2.37 (br s,4H) ,3.46 (br s,6H) ,3.79
(s,3H) ,6.97-7.06 (m,3H) ,7.10 (s,1H) ,7.66-7.79 (m, 2H) ,8.21-8.38 (m,4H) ,8.57 (d, 11) ,
9.16 (s,1H) ,9.39 (s, 1H) s HPLCALE : 98.22% ; LOMS:532 (M'+1) o

[2297]  N= (4= (4= ((5-FRMENE -3 ) L) WRWG — 1 —Fe k) —2-F L 3L ) e hf —8 — it i
(XIV-75) :

[2298] 1 : l\(/\,

[2299]1  'H NMR (400MHz ,DMS0-d6) 6:2.01 (s, 3H) ,2.37 (br s,4H) ,3.25 (s,4H) ,3.58 (s,
2H) ,6.96 (s,2H) ,7.06 (s, 1H) ,7.60-7.79 (m,3H) ,8.21-8.30 (m,3H) ,8.43 (s,1H) ,8.57(d,
1H) ,9.16 (s, 1H) ,9.39 (s, 1H) ;HPLC4E & : 94.48% ; LCMS:520.3 (M'+1) »

[2300]  N-(4- (4- ((5—FRUML IE -3 —J) F L) MR W —1 -k k) —2— FR B DR L) e bk — 8 — Tk 7t fie
(XIV-76) :

XYW No
[2301] N Q o”s\

[2302]  'H NMR (400MHz ,DMS0~d6) §:2.01 (s,3H) ,2.37 (br s,4H) ,3.25 (s,4H) ,3.58 (s,
2H) ,6.96 (s,2H) ,7.06 (s, 1H) ,7.42 (t,1H) ,7.60-7.79 (m, 2H) ,8.21-8.30 (m, 3H) ,8.46 (s,
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1H) ,8.57(d,1H) ,9.16 (s, 1H) ,9.39 (s, 1H) s HPLCZE & :99.87% ; LCMS:520.3 M'+1)
[2303]  N-(4-(4- 2-F—4-F LRI WRB -1 - dh) —2—-FF L ORL) bk -8 T it fie (XT V-
77) -

[2304] \O NK/)\J

[2305] 'H NMR (400MHz,DMS0-d6) 6:2.01 (s, 3H) ,2.37 (br s,4H) ,3.25 (br s,4H) ,3.58
(s,2H) ,3.76 (s,3H) ,6.65-6.78 (m,2H) ,6.96 (s,2H) ,7.06 (s,1H) ,7.21 (t,1H) ,7.61-7.79
(m,2H) ,8.21-8.30 (m,2H) ,8.57 (d,1H) ,9.16 (s, 1H) ,9.39 (s, 1H) ;HPLCZEEF :99.37 % ;
LCMS:549.3 (M'+1) .

[2306]  N-(4- (4- ((B-SUMLHE—4—J) H L) WRWE —1—He k) —2— I RO L) e bk —8 — Tk 95 i
(XIV-78) :

P

[2307] (I\ | S
N *Cl K/N o 0 N |
0

[2308] 'H NMR (400MHz,DMS0-d6) 6:2.01 (s, 3H) ,2.37 (br s,4H) ,3.24 (br s,4H) ,3.59
(br s,2H) ,6.97 (s,2H) ,7.06(s,1H) ,7.46 (d,1H) ,7.62-7.77 (m,2H) ,8.21-8.30 (m,2H) ,
8.44(d,1H) ,8.52-8.60 (m,2H) ,9.16 (s, 1H) ,9.39 (s, 1H) ;HPLCA & : 99.46 % ; LCMS :536 (M
+> .

[2309]  N-(4- (4- (3-F—4-H 28 2R ) WR MR — 1 — e dit) —2— FR DR L) bk —8 T it fie (XTV—
79) .

H
12310] \oga d"o N!\ :“
F e!

[2311]1  'H NMR (400MHz ,DMS0-d6) 6:2.01 (s, 3H) ,2.37 (br s,4H) ,3.25 (s,4H) ,3.58 (s,
2H) ,3.79 (s,3H) ,6.96-7.18 (m,6H) ,7.60-7.78 (m,2H) ,8.21-8.36 (m,2H) ,8.57 (d, 1H) ,
9.16 (s,1H) ,9.39 (s, 1H) sHPLCAE/Z :99.01% ; LCMS:549.3 (M'+1) »

[2312]  N-(4- (4- (2, 4- 5 R 45) WRIR— 1B dk) —2— FR Al B R k) e b —8—Tost Bk fie (XTV—
80) :

7
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[2313] N/ﬁ T o l
F7NETNE K/NT’/@? © Nx

)

[2314]1  'H NMR (400MHz ,DMS0-d6) §:2.37 (br s,4H) ,3.31 (s,6H) ,3.56 (s,3H) ,6.75 (s,
1H) ,6.81(d,1H) ,7.05(t,1H) ,7.20 (t,1H) ,7.37-7.42 (m,2H) ,7.66-7.79 (m,2H) ,8.25(,
2H) ,8.57 (d,1H) ,9.13 (s, 1H) ,9.21 (s, 1H) ; HPLCAL /& :99.51 % ; LCMS: 553 (M) »

[2315]  N—(4-(4-(2,3- R 2E) URWE—1—FkAb) —2—FF S 5 ORIk ) 1 Ik —8—Tif e fle (XTV—
81) :

1
VP §
[2316] O N ‘ o U
SaeNecy
F o |

[2317]1  'H NMR (400MHz ,DMS0-d6) 6:2.37 (br s,4H) ,3.31 (br s,6H) ,3.58(s,3H) ,6.75
(s,1H) ,6.81(d,1H) ,7.05-7.12 (m, 1H) ,7.22-7.38 (m, 1H) ,7.41(d,1H) ,7.66-7.79 (m,2H) ,
8.25(d,2H) ,8.57(d,1H) ,9.13 (s, 1H) ,9.21 (s, 1H) ;HPLCA /& :96.99% ; LCMS:553 (") »
[2318]  N-(4- (4— (4= —2- W 2k) WRWR—1 - dk) -2 S B AR ) Wk — 8T 5t i (XTV—
82) :

[2319] /@(\N’/\ S
ol F 'K/N {33 RN

[2320]  'H NMR (400MHz,DMS0O-d6) 6:2.37 (br s,4H) ,3.31(s,6H) ,3.58 (s, 3H) ,6.75 (s,
1H) ,6.81(d,1H) ,7.21 (d,1H) ,7.33-7.44 (m,3H) ,7.66-7.79 (m, 2H) ,8.25 (d,2H) ,8.57 (d,
1H) ,9.13 (s, 1H) ,9.21 (s, 1H) sHPLCAEEF :97.45% ; LCMS: 553 (M) o

[2321]  N-(4- (4- (3, 4- R A8 WRMR—1— B k) —2— FR A e R k) W b — 8Tl Ik fiie (XTV—
83) :

[2322]

[2323]  'H NMR (400MHz ,DMS0-d6) 6:2.37 (br s,4H) ,3.31 (br s,6H) ,3.55(s,3H) ,6.75
(s,1H) ,6.81(d,1H) ,7.23(d,1H) ,7.42(d,11) ,7.55-7.61 (m,2H) ,7.66-7.79 (m,2H) ,8.25
(d,2H) ,8.57(d,1H) ,9.13 (s, 1H) ,9.21 (s, IH) ;HPLCZ & :99.49% ; LCMS:585 (M) »

[2324]  N-(4-(4- (3,5 &R AR WRME -1 - Jik) —2— F 4 i DR k) e b —8—Tidk e Jiie (XTV—
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84) :

Cl- L
s ”C‘N g

Cl

[2326]  'H NMR (400MHz ,DMS0-d6) §2.37 (br s,4H) ,3.31 (br s,6H) ,3.55(s,3H) ,6.75 (s,
1H) ,6.81(d,1H) ,7.38(s,1H) ,7.42-7.50 (m,3H) ,7.66-7.79 (m,2H) ,8.25 (d,2H) ,8.59(,
1H) ,9.13 (s, 1H) ,9.21 (s, 1H) ;HPLCAL &£ : 99.43% ; LCMS: 585 (M) »

[2327]  N-(4-(4- (2,4- &R ER) WRIE -1 -He Ak) —2— a0 B O k) me b —8—Titt e fie (XTV—
85) :

[2328] "
o et

[2329]  'H NMR (400MHz ,DMS0-d6) §2.37 (br s,4H) ,3.31 (br s,4H),3.41 (s,2H) ,3.57 (s,
3H) ,6.75 (s, 1H) ,6.81 (d,1H) ,7.38-7.59 (m,4H) ,7.64-7.79 (m,2H) ,8.25 (d,2H) ,8.59 (d,
1H) ,9.13 (s, 1H) ,9.21 (s, 1H) ;HPLCAE & : 99.87% ; LCMS: 585 (M) »

[2330]  N- Q-F A Fk—4— (4- (2R FETA L) RN —1 - %) DR L) gk —8—Tidi i e (XTV-86) -

N,

[2331] | e
00 N
T

[2332]  'H NMR (400MHz,DMSO-d6) 6:1.18(d,3H) ,2.37 (br s,4H) ,2.41 (m,1H) ,2.46 (br
s,4H) ,3.36 (br s,2H) ,3.41 (s,3H) ,6.75 (s, 1H) ,6.81 (d,1H) ,7.16-7.36 (m,5H) ,7.41 (d,
1H) ,7.62-7.77 (m, 2H) ,8.24 (d,2H) ,8.57 (d,1H) ,9.18 (s, 1H) ,9.39 (s, 1H) ; HPLCZE i .
99.41% ; LCMS:545 (M) .

[2333]  N-(2-F4HE-4- (4- (B3-ZRFE AL WRME -1 - ) 2R L) ndemph—8—Tigd ft i (XTV-87) -

[2334]

[2335]  'H NMR (400MHz,DMS0-d6) 8:1.65 (t,2H) ,2.27-2.38 (m,6H) ,2.52-2.58 (m, 2H) ,
3.36 (br s,6H),3.41 (br s,5H) ,6.75(s,1H) ,6.81(d,1H) ,7.16-7.32 (m,5H) ,7.41 (d, 1H),
7.62-7.77 (m,2H) ,8.24 (d,2H) ,8.57(d,1H) ,9.18 (s, 1H) ,9.39 (s, 1H) s HPLCZ & :99.69% ;
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LCMS:545 (M)
[2336]  N- Q- FE-4- (4-FK L FENRR —1 - FR %) TR L) MEIbK -8~ [t fie (XTV-88) -

i N2§§
Q 0O
7

O

[2337]

[2338]  'H NMR (400MHz ,DMSO-d6) 8:2.39 (s,4H) ,2.61-2.72 (m,2H) ,3.36 (br s,6H) ,3.41
(s,3H) ,6.75(s,1H) ,6.81 (d, 1H) ,7.16-7.32 (m,5H) ,7.41 (d, 1H) ,7.62-7.77 (m, 2H) ,8.24
(d,2H) ,8.57 (d, 1) ,9.18 (s, 1H) ,9.39 (s, 1H) s HPLCAEE :99.41 % ; LCMS:545 (M'+1) .
(23391 N= (4= (4= ((5-FRMENE -2-F) FF2L) WRWGE — 1 —Fle k) —2-F L R 3L ) e b -8 — it B i
(XIV-89) :

[2340]

O

[2341]1  'H NMR (400MHz ,DMS0-d6) §:2.01 (s,3H) ,2.39 (br s,4H) ,3.31 (br s,4H) ,3.61
(s,2H) ,6.98-7.08 (m,3H) ,7.44-7.56 (m,2H) ,7.62-7.79 (m,3H) ,8.21-8.32 (m,2H) ,8.41
(s,1H) ,8.56-8.60 (m,1H) ,9.16 (s,1H) ,9.38 (s, 1H) ; HPLCAL /& : 99.82% ; LCMS:520 (M'+1) .
[2342]  N-(4-(4- (2, 4-"HE LR IE) WRIGR -1 - Hk) —2-F S IR A e bk —8— T e fiie (XTV—
90) :

~o

H
[2343] | /@A N 5
AT L ’oij
o

[2344]  'H NMR (400MHz ,DMSO-d6) §:2.01 (s,3H) ,2.37 (br s,4H) ,3.31 (br s,4H) ,3.42
(s,2M) ,3.76 (s,6H) ,6.42(d, 1H) ,6.52 (s, 1H) ,6.97-7.18 (m,4H) ,7.64-7.79 (m,2H) ,8.21-
8.36 (m,2H) ,8.59 (d, 1H) ,9.16 (s, 1H) ,9.39 (s, 1H) ; HPLCAE /& :94.33% ; LCMS:561 (M'+1) .
[2345]  N-(4- (4- 2-FF8) WRE -1 — PR L) —2-FR A 2R L) 1 k-8 T ke (XTV-91)

[2346]

[2347]  'H NMR (400MHz ,DMS0~d6) §:2.37 (br s,4H) ,3.36 (s,4H) ,3.42 (s, 2H) ,3.56 (s,
3H) ,6.79 (s, 1H) ,6.82(d,1H) ,7.15-7.19 (m,4H) ,7.21-7.44 (m,3H) ,8.24 (m,2H) ,8.57 (d,
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1H) ,9.18 (s, 1H) ,9.39 (s, 1H) sHPLCZEE : 97 .44 % ; LCMS: 535 (M) &
[2348]  N-(4- (4- B~ -4-FFIL) WRMe -1 B HE) —2-FF S| L oK L) ek - 8T Bt fie (XT V-
92) :

[2349]

[2350]1 'H NMR (400MHz ,DMS0—d6) 6:2.37 (br s,4H) ,3.36 (s,4H) ,3.42 (s,2H) ,3.56 (s,
3H) ,6.79 (s,1H) ,6.82(d,1H) ,7.21-7.45(m,4H) ,7.62-7.78 (m,2H) ,8.24 (d,2H) ,8.57 (d,
1H) ,9.16 (s,1H) ,9.19 (s, 1H) sHPLCA % :99.19% ; LCMS:569 (M') »

[2351]  N—(4-(4-(2,3- &R HE) DR —1—FkAk) —2—FF S B DR 2k ) 1 bk —8—Tif e fle (XTV—
93) :

[2352]

[2353]  'H NMR (400MHz ,DMS0-d6) 6:2.37 (br s,4H) ,3.36 (s,4H) ,3.42 (s,2H) ,3.59 (s,
3H) ,6.79 (s,1H) ,6.82(d,1H) ,7.24-7.58 (m,4H) ,7.62-7.78 (m,2H) ,8.24 (d,2H) ,8.57 (d,
1H) ,9.16 (s,1H) ,9.19 (s, 1H) sHPLC4 & :99.80% ; LCMS:585 (M') »

[2354]  N- (2R S8 Hk—4— (4 (MEmg -3—Jk B Ok WRIGR —1 - k) ZR k) v ik — 8T 9 flg (XTV—
94) .

[T

[2355] NP K/

[2356]  'H NMR (400MHz ,DMSO-d6) 8:2.37 (br s,4H) ,3.32(s,4H) ,3.42 (s,3H) ,3.56 (s,
2H) ,6.79 (s, 1H) ,6.82(d, 1H) ,7.30-7.46 (m,2H) ,7.62-7.79 (m,3H) ,8.24 (d,2H) ,8.40-
8.59 (m,2H) ,9.10 (s, 1H) ,9.19 (s, 1H) sHPLCAE ¥ :98.45% s LCMS: 518 (M'+1) &

(23571 N= (4~ (4= (3-SR L) WRWR —1 k) —2-Ff S 0K 5E) e b -8 B i (XTV-95)

-~

[2358]

[2359]  'H NMR (400MHz ,DMS0~d6) §:2.37 (br s,4H) ,3.36 (s,4H) ,3.42 (s, 3H) ,3.59 (s,
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2H) ,6.79 (s, 11) ,6.82(d, 1H) ,7.21-7.44 (m,5H) ,7.62-7.78 (m, 2H) ,8.24 (d,2H) ,8.57 (d,
1H) ,9.16 (s,1H) ,9.19 (s, 1H) s HPLCAE:98.92% ; LCMS: 551 (M) .
[2360]  N= (4= (4= (R EE ) WRWR —1—Fe k) —2-F S R0 e -8B (XTV-96)

o (70, L
v O
O |

[2362]  'H NMR (400MHz ,DMSO-d6) 6:1.15-1.19 (m,2H) ,1.40-1.71 (m,6H) ,2.01-2.05 (m,
1H) ,2.30-2.37 (br s,6H) ,3.36(s,4H) ,3.42(s,3H) ,6.79(s,1H) ,6.82(d,1H) ,7.41(d,
IH) ,7.62-7.78 (m,2H) ,8.24(d,2H) ,8.57 (d,1H) ,9.12 (s, 1H) ,9.19 (s, 1H) ; HPLCAE i .
99.58% ; LCMS:509 (M'+1) .

[2363]  N-(4- (4- (2,4 H AU R ) WRME — 1 - ) —2— F A A L ) e bk — 8 — T [ i
(XIV-97) :

[2364] " NK/

Y

[2365]1  'H NMR (400MHz ,DMS0-d6) 6:2.37 (br s,4H) ,3.36 (br s,6H) ,3.42(s,3H) ,3.78
(s,6H) ,6.42-6.51 (m,2H) ,6.79 (s, 1H) ,6.82(d,1H) ,7.41(d,1H) ,7.62-7.78 (m, 2H) ,8.24
(d,2H) ,8.57(d,1H) ,9.12(s,1H) ,9.19 (s, 1H) ; HPLCZAEF :96.10% ; LCMS: 577 M'+1) .

[2366]  N-(4-(4- (3,5- /N 45) WRME -1 -He Ak) —2— R 4l B o k) e b —8 Tt e fie (XTV—
98) :

[2367]

[2368]  'H NMR (400MHz ,DMS0-d6) §:2.37 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.52 (s,
2H) ,6.78 (s, 1H) ,6.81 (d, 1H) ,6.97-7.16 (m,3H) ,7.41 (d,1H) ,7.62-7.80 (m,2H) ,8.21-
8.30 (m,2H) ,8.57 (d,1H) ,9.08 (s, 1H) ,9.18 (s, 1H) sHPLCAL[E :99.30% ; LCMS: 553 (M'+1) .
[2369]  N-(2-F 44— (4- (- (ZFRF L) Mbne-3-24) L) WRR -1 - dd) ZR3E) k-
8T [t i (XTV-99) :
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[2370]

[2371]1  'H NMR (400MHz ,DMS0—d6) §:2.37 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.62 (s,
2H) ,6.78 (s, 1H) ,6.81 (d,1H) ,6.97-7.16 (m,3H) ,7.41 (d,1H) ,7.64-7.80 (m,3H) ,8.21-
8.30 (m,2H) ,8.57 (d,1H) ,8.76 (d,1H) ,8.84 (s,1H) ,9.08 (s, 1H) ,9.18 (s, 1H) ; HPLCZE ¥
96.90% ; LCMS:586 (M'+1) .

[2372]  N-(4- (4- (G-RML BE—2— %) FF L) WR e —1— e d) —2— HR A ik O O e bk — 8 — Tk P e
(XIV-100) :

[2373]

[2374]  'H NMR (400MHz ,DMS0-d6) 8:2.37 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.59 (s,
2H) ,6.78 (s, 1H) ,6.81 (d, 1) ,7.41-7.52 (m, 2H) ,7.64-7.80 (m,3H) ,8.21-8.30 (m,2H) ,
8.41 (s,2H) ,8.57 (d,2H) ,9.08 (s, 1H) ,9.18 (s, 1H) s HPLCAE :98.81 % ; LCMS: 536 (M'+1)
[2375]  N- (2-F S H-4- (4= (G-H SR e -2-2E) ) DRWR -1 ) TR ) -8 —figk
BERE (XTV-101) »

=

o
SaeNsy
[2376] Il N A %
=N K/NOO, O N |
o | )

[23771  'H NMR (400MHz,DMS0—d6) 8:2.39 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.59 (s,
2H) ,3.79 (s,3H) ,6.78 (s, 1H) ,6.81 (d,1H) ,7.21-7.43 (m,3H) ,7.64-7.80 (m,2H) ,8.05 (s,
1H) ,8.24-8.30 (m,2H) ,8.57 (d, 1H) ,9.08 (s, 1H) ,9.18 (s, 1H) ;HPLCZE & :99.08% ; LCMS:
548 (M'+1) .

[2378]  N- (2-F 4 JE-4- (4- ((A-F S b e -3-2%) FF L) MR MR —1 B k) DR L) 1 b —8—Tigd
BifE (XIV-102)

[2379]
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[2380]1  'H NMR (400MHz ,DMS0-d6) §:2.39 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.55 (s,
2H) ,3.81(s,3H) ,6.78 (s, 1H) ,6.81 (d,1H) ,7.01 (s,1H) ,7.41 (s,1H) ,7.64-7.80 (m,2H) ,
8.24-8.39 (m,4H) ,8.59 (d, 1H) ,9.08 (s, 1H) ,9.18 (s, 1H) ;HPLCAIi )& : 97.31% ; LCMS : 548 (M"
+1) 6

[2381]  N-(4- (4- PR R EE R L) W —1 -k ) —2— PP O ) Mk -8t Bt fie (XTV—-103) -

-

N7 N.
[2382] @Uﬂ(}%o L]
O

\.

[2383]  'H NMR (400MHz ,DMS0-d6) §:0.81-0.84 (m,1H) ,1.1-1.32(m,3H) ,1.4-1.75 (m,
5H) ,2.1(s,3H) ,2.12-2.4 (br s,6H),3.18-3.62(br s,4H) ,6.9-7.14(s,3H) ,7.62-7.77
(m,2H) ,8.21-8.35 (m,2H) ,8.57 (d,1H) ,9.18 (s, 1H) ,9.39 (s, 1H) ;HPLCZEJEF :99.55% ;
LCMS:493.3 (M'+1) »

[2384]  N-(4- (4- (4-F R WRMR -1 - 2) —2—FF ORI ek —8 T Bt fi (XTV-104) -

[2385]

[2386]  'H NMR (400MHz ,DMS0-d6) §:2.01 (s,3H) ,2.2-2.37 (br s,4H) ,3.18-3.34 (br s,
2H) ,3.42-3.59 (br s,4H) ,6.96 (s,2H) ,7.06-7.16 (m,3H) ,7.31 (t,2H) ,7.61-7.79 (m, 2H) ,
8.21-8.30 (m,2H) ,8.57 (d,1H) ,9.16 (s, 1H) ,9.39 (s, 1H) sHPLCZEF:99.31% ;LCMS:519. 3
M+1) .

[2387]  N= (4= (4= (A-F S 5E) WRIR —1 e ) —2- R ) e -8~ (XTV-105)

>

[2388]

[2389]  'H NMR (400MHz ,DMS0-d6) 6:2.01 (s, 3H) ,2.37 (br s,4H) ,3.18-3.28 (br s,4H) ,
3.46 (s,2H) ,3.71 (s,3H) ,6.82(d,2H) ,6.96 (d,2H) ,7.06 (s, 1H) ,7.19(d,2H) ,7.62-7.77
(m,2H) ,8.21-8.30 (m,2H) ,8.57 (d, 1H) ,9.18 (s, 1H) ,9.39 (s, 1H) sHPLC4l & :94.41%
LCMS:531.15 (M'+1) .

[2390]  N—(2-F 4 (4- (6~ FEME B —2—H) F L) DR —1 —Hfet) R AL) Wbk —8— i i
(XIV-106) :

209



CN 104817498 B iﬁ, EH :FS 207/223 BT

[2391]

[2392]  'H NMR (400MHz ,DMS0-d6) 8:2.01 (s,3H) ,2.34 (br s,4H) ,2.39 (s,3H) ,3.21 (br
s,4H) ,3.58 (s,2H) ,6.97-7.16 (m,4H) ,7.21 (d,2H) ,7.62-7.77 (m,3H) ,8.21-8.34 (m, 2H) ,
8.57(d,1H) ,9.18 (s, 1H) s HPLCAL /% : 95.18% ; LCMS:516.35 (M'+1) ,

[2393]  N-(2-F 24— (4- (P R IR -3 -2%) ) DR —1 -l Jk) 2R 3L) nee b -8 — it B i
(XIV-107) :

[2394] (DA )
5. |

[2395]  'H NMR (400MHz ,DMSO-d6) 8:0.82-.84 (m,1H) ,1.22 (s,2H) ,1.42-1.58 (br s,1H) ,
1.82-1.96 (m, 1H) ,2.04 (s,3H) ,2.21-2.31 (m,5H) ,3.16-3.51 (br s,5H) ,3.72-3.85 (m,
2H) ,6.97-7.04 (m,3H) ,7.62-7.77 (m,2H) ,8.21-8.30 (m,2H) ,8.57 (d, 11) ,9.18 (s, 1) ,
9.39 (s, 1H) s HPLCAI/% : 98.714% ; LCMS: 495.35 (M'+1) .

[2396]  N=(4- (4= RTAZE &) WRWR —1 —Fe k) —2-F S 0 e -8~ i (XTV-108)

H
P N\ X
o 70, CER
: l
O

[2398]  'H NMR (400MHz ,DMSO-d6) 8:0.21 (s, 2H) ,0.41 (s,2H) ,0.91 (br s,1H) ,2.12(s,
2H) ,2.39 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,6.78 (s, 1H) .6.81 (d, 1H) ,7.41 (d, 1H) ,
7.62-7.82 (m,2H) ,8.21-8.30 (m,2H) ,8.57 (d, 1H) ,9.08 (s, 1H) ,9.19 (s, 1H) ;HPLCAJE .
99.74% ;LCMS: 481 (M'+1) .

(23991 N= (4~ (4= (-G F2E) WRWR —1 Bt k) —2—Ff A 0K 5E) e -8 B fi% (XTV—-100)

[2400]

[2401]  'H NMR (400MHz,DMS0-d6) §:2.31 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.44 (s,
2H) ,6.78 (s, 1H) ,6.81 (d,1H) ,7.21-7.43 (m,5H) ,7.62-7.78 (m, 2H) ,8.21-8.30 (m,2H) ,
8.55(d,1H) ,9.08 (s,1H) ,9.19 (s, 1H) sHPLCA & :94.85% ; LCMS: 551 (M") »
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[2402]  N- (2-F 4 H—-4- (4- (4- (Za T HL) 1 38) WRIR -1 - He k) JR L) e bk — 8T 1k ¢
(XIV-110) :

[2403]

H
N .
N 8 ;’\ \]
Qj{@c}d/\b Nl P
|
o 7

[2404]1  'H NMR (400MHz ,DMS0-d6) 6:2.37 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.59 (s,
2H) ,6.78 (s, 1H) ,6.81(d,1H) ,7.41-7.56 (m,3H) ,7.62-7.78 (m,4H) ,8.21-8.30 (m, 2H) ,
8.58(d,1H) ,9.08 (s, 1H) ,9.19 (s, 1H) s HPLCAi ¥ : 98.62% ; LCMS: 585 (M'+1)

[2405]  N- (2-F & JE—4— (4- (4-F S0 TR 3E) R W — 1 — e k) AR 55k) s ik —8—Fied 9t fiie (XTV—
111):

[2406] N B
g LN ?oo N.

[2407]  'H NMR (400MHz ,DMS0~d6) 8:2.35 (br s,4H) ,3.36 (s,4H) ,3.41 (s, 3H) ,3.43 (s,
2H) ,3.66 (s,3H) ,6.76-6.90 (m,4H) ,7.19 (d,2H) ,7.41 (s, 1H) ,7.62-7.78 (m,2H) ,8.21~
8.30 (m,2H) ,8.58 (d, 1) ,9.05 (s, 1H) ,9.19 (s, 1H) s HPLCAEE :97.73% ; LCMS: 547 (M'+1) &
[2408]  N- (4~ (4= (G- HE -3 -2L) H L) WRWR —1 ) —2-F S BRI 1 k-8~ B i
(XIV-112) :

#

&
[2409] |

[2410]1  'H NMR (400MHz ,DMS0-d6) §:2.31 (br s,4H) ,3.37 (s,4H) ,3.41 (s,3H) ,3.55 (s,
2H) ,6.78 (s, 1H) ,6.81 (d,1H) ,7.41(d,1H) ,7.62-7.82 (m,3H) ,8.21-8.30 (m,2H) ,8.41-
8.61 (m,3H) ,9.05(s,1H) ,9.19 (s, 1H) ; HPLCEE¥ :99.46 % ; LCMS:553 M'+1) ,

[2411]  N-(4- (4- (B-Fk g —2-2) B L) WRWe—1—# k) —2— R A R R ) e bk — 8 — T 5 i
(XIV-113) :

[2412] bf
N

[2413]  'H NMR (400MHz ,DMSO-d6) 82.39 (br s,4H) ,3.37 (s,4H) ,3.41 (s,3H) ,3.61 (s,
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2H) ,6.78 (s, 1H) ,6.81 (d,1H) ,7.41-7.45 (m,2H) ,7.62-7.80 (m,4H) ,8.21-8.39 (m,3H) ,
8.59 (s, 1H) ,9.18 (s, 1H) ;HPLCAEEF : 96.15% ; LOMS:536 (M) .

[2414]  N- -FEHE-4- (- (G- CCHRF R o -2-58) L) RIS -1 JRAL) bk -
8T L% (XTV-114) -

\

[2415]

"/\

g 0
ki

[2416]  'H NMR (400MHz ,DMS0~d6) 8:2.39 (br s,4H) ,3.37 (s,4H) ,3.43 (s, 3H) ,3.70 (s,
2H) ,6.78 (s, 1H) ,6.81 (d, 1H) ,7.41-7.59 (m,2H) ,7.64-7.80 (m,2H) ,8.18 (d, 1H) ,8. 24~
8.29 (m,2H) ,8.59 (d,1H) ,8.79 (d, 1) ,9.08 (s, 1H) ,9.18 (s, 1H) s HPLCAHE :99.41 % ;LCVS:
586 (M'+1)

(24171 N= (4= (4= (G-FmMENE ~4-5E) ) WRWGE —1 —FeJk) —2-Ff Sl IR L) e i — 8T I %
(XIV-115) :

[2418] z 7,\ |
N._ ,[ I e
? N

[2419]  'H NMR (400MHz , DMSO-d6) 6:2.45 (s,4H) ,3.47 (s,4H) ,3.56 (s,3H) ,3.61 (s, 2H) ,
6.72-6.85 (m,2H) ,7.38-7.42 (m,2H) ,7.62-7.81 (m,2H) ,8.21-8.40 (m,3H) ,8.57 (d,2H) ,
9.08 (s, 1H) ,9.21 (s, 1H) ;HPLCAE ¥ :99.2% ; LCMS: 535 (M) .

[2420]  N-(4- (4- (G-MLBE-3—J%) FFAE) WR MR —1— e di) —2— FR A ik DR ) e bk —8 — i P e
(XIV-116) :

[2421] |

[2422]  'H NMR (400MHz ,DMSO-d6) 8:2.45 (s,4H) ,3.47 (s,4H) ,3.56 (s, 3H) ,3.61 (s, 2H) ,
6.72-6.85 (m,2H) ,7.42(d,1H) ,7.58-7.81 (m,3H) ,8.21-8.40 (m,3H) ,8.57 (d,2H) ,9.08 (s,
1H) ,9.21 (s, 1H) sHPLCAE & : 99.8% ; LCMS:535 (M) »

[2423]  N-(4-(4- RO L HJE) WRMR -1 B k) —2—FP A DR RS nde b —8 T Bk fie (XTV-117) -
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[2424]

[2425]  'H NMR (400MHz , DMSO~d6) 6:0.70-0.84 (m, 2H) ,1.01-1.21 (m,3H) ,1.35-1.42 (m,
1) ,1.61-1.74 (m,5H) ,2.02 (d,2H) ,2.25 (br s,4H) ,3.47 (s,2H) ,3.56 (s,3H) ,3.61 (s,
2H) ,6.65-6.82 (m,2H) ,7.42(d, 1H) ,7.65-7.80 (m,2H) ,8.35 (d,2H) ,8.60 (d, 1) ,9.08 (s,
1H) ,9.19 (d, 1H) s HPLC&EE :99.7% ;s LCMS: 522 () «

[2426]  N-(4- (4= (-F A FEMENE -3-2) F ) WRWGR —1 - Ak) -2 S DR ) i -8~ T it
fé (XIV-118) :

/-

H
[2427] (I\ O pa ;l |
O

[2428]  'H NMR (400MHz,DMS0~d6) 8:2.01 (s,3H) ,2.37 (br s,4H) ,3.46 (s,4H) ,3.56 (s,
2H) ,3.86 (s, 3H) ,6.96-7.02 (m,3H) ,7.61-7.79 (m,3H) ,8.0(d, 1H) ,8.22-8.35 (m, 2H) ,8.58
(d,1H) ,9.15 (s, 1H) ,9.35 (s, 1H) sHPLCAEJ% : 97.2% ; LOMS: 531 (M) .

(24291 N— (3-F 42k 4 (4— (Mbhe -3 -5 1 J) Wik W —1 e t) IR L) ek -8~ i fig (XTV—
119) :

H
N /[ %
RN ¢ AR
[2430] » U &5 1
0 0O

[2431]  'H NMR (400MHz ,DMSO-d6) 6:2.01-2.38 (s,4H) ,2.97 (br s,2H) ,3.46 (s,4H) ,3.56
(s,3H) ,6.65-6.97 (m,3H) ,7.36 (m,1H) ,7.61-7.78 (m,3H) ,8.20-8.58 (m,5H) ,9.18 (s, 1H) ,
10.25 (s, 1H) ;HPLCAL & :99.09% ; LCMS:517.6 (M) »

[2432]  N-(4- (4- (3,5 3R R 4E) WR MR —1— B di) —3—FF Al e R k) e b —8—Tod Ik fiie (XTV—
120) :

[2433]

&

[2434]  'H NMR (400MHz ,DMS0-d6) §:2.31 (br s,4H) ,3.02 (br s,2H) ,3.46 (br s,4H),
3.59 (s,3H) ,6.81(d,1H) ,6.78 (s, 1H) ,6.85(d,1H) ,7.06-7.18 (m,3H) ,7.71-7.76 (m, 2H) ,
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8.24(d,1H) ,8.42-8.58 (m,2H) ,9.18 (s, 1H) ,10.28 (s, 1H) ;HPLCZE & :99.20% ; LCMS:553 (M
+1) o
[2435]  N-(4- (4— (A-FFEL) WRME -1 R AE) —3-FF 4 L oK L) e k-8 Tk iz (XTV—-121) -

TN NS :(\\]
[2436] | 2 |
o O

"

O ZT

[2437]1  'H NMR (400MHz ,DMS0—d6) §:2.36 (br s,4H) ,3.37 (s,4H) ,3.42 (s,3H) ,3.46 (s,
2H) ,6.78 (s, 1H) ,6.81 (d,1H) ,7.24-7.43 (m,5H) ,7.62-7.78 (m,2H) ,8.21-8.30 (m,2H) ,
8.57 (d,1H) ,9.08 (s, 1H) ,9.19 (s, 1H) s HPLCAE /& : 95.65% ; LCMS: 551 (M) .

[2438]  N-(4- (4- (G-RMLBE—3—JE%) L) WRMe—1— e di) —3—HR A Ak ORI e bk — 8 —Tidk P i
(XI1V-122) :

[2439]

H
N N AN A
0 O

[2440]  'H NMR (400MHz,DMS0-d6) 6:2.19 (s, 2H) ,2.25 (br s,2H) ,2.95 (br s,2H) ,3.52
(d,5H) ,6.61(d,1H) ,6.78(s,1H) ,6.83(d,1H) ,7.60(d,1H) ,7.70-7.79 (m,2H) ,8.28 (d,
1H) ,8.34 (s, 1H) ,8.39-8.48 (m,3H) ,9.16 (d,1H) ,10.30 (s, 1H) ;HPLC4E & : 99.58% ; LCMS:
536 M'+1) .
[2441]  N-(4- (4- (3-FMLIE-4-2) B ) WRWE— 1 —Fcs) —3— Al B AR L) e Wk -8t 5t fig
(XIV-123) :

[2442] |

[2443]1  'H NMR (400MHz ,DMS0-d6) 6:2.21 (br s,2H) ,2.30 (br s,2H) ,3.00 (br s,2H),
3.58(d,5H) ,6.61(d,1H) ,6.78(s,1H) ,6.84(d,1H) ,7.44 (t,1H) ,7.70-7.79 (m,2H) ,8.28
(d,1H) ,8.40(d,1H) ,8.44 (d,2H) ,8.51 (s,2H) ,9.16 (d,1H) ,10.30 (s, 1H) ; HPLC4} Ji¥ .
90.34% ; LCMS:536 (M'+1) .

[2444]  N-(4- (4- ((5-FALIE —2-J) B L) MR MR —1 - k) —3—HR A0 SR R ) W bk —8— T 5 i
(XIV-124) .
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[2445]

<

o 0O

[2446]  'H NMR (400MHz ,DMS0-d6) 6:2.19 (br s,2H) ,2.25 (br s,2H) ,2.95 (br s,2H),
3.41 (br s,2H) ,3.58(s,3H) ,6.61(d,1H) ,6.78(s,1H) ,6.83 (d,1H) ,7.47 (t,1H) ,7.60-
7.78 (m,2H) ,8.24(d,1H) ,8.39-8.48 (m,3H) ,9.16(d,1H) ,10.30 (s, 1H) ; HPLC4E JF .
99.57% ; LCMS:536 (M'+1) .

[2447]  N-(4- (4- (B-FRR 2 WRIBR -1 - ) —3—H A FE A L) Wbk —8—Tig JB fie (XTV—-125) -

[2448]

[2449]1  'H NMR (400MHz ,DMSO-d6) §:2.19 (br s,2H),2.25 (br s,2H) ,2.95 (br s,2H),
3.42(s,2H) ,3.52(s,3H) ,6.60 (d,1H) ,6.78 (s, 1H) ,6.82(d,1H) ,7.00-7.16 (m,3H) ,7.30
(q,1H) ,7.64-7.71 (m,2H) ,8.28 (d,1H) ,8.34 (s, 1H) ,8.38(d,1H) ,9.16 (d,1H) ,10.30 (s,
1H) s HPLCAE )% : 99.82% ; LCMS: 535 (M'+1) .

[2450]  N-(4- (4- (3-SR HL) DR —1 —#e Jk) —3—FR A B O 0L e bk —8— i fie (X TV—126) -

[2451]

[2452]1  'H NMR (400MHz ,DMS0-d6) 6:2.19 (br s,2H) ,2.25 (br s,2H) ,2.97 (br s,2H),
3.42(s,2H) ,3.52(s,3H) ,6.61 (d,1H) ,6.78 (s, 1H) ,6.82(d,1H) ,7.24(d,1H) ,7.28-7.37
(m,2H) ,8.28(d,1H) ,8.39 (s, 1H) ,8.50(d,1H) ,9.16 (d,1H) ,10.30 (s, 1H) ; HPLC4E & .
99.53% ; LCMS:551 (M) .

[2453]  N- (3-F A k-4- (4- (4-F B R L) WR IR — 1 - k) JR L) v bk — 8 —Tidk e Ji&e (XTI V-
127) :

[2454] R)Dﬁm &

o _0O

[2455]  'H NMR (400MHz ,DMS0-d6) §:2.19 (br s,2H),2.25 (br s,2H),2.97 (br s,2H),
3.31 (br s,2H),3.59(s,2H) ,3.63 (s,3H) ,6.61(d,1H) ,6.78 (s, 1H) ,6.82(d,3H) ,7.12-
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7.21 (m,2H) ,7.62-7.70 (m,2H) ,8.28 (d,1H) ,8.39 (s, 1H) ,8.50 (d,1H) ,9.16 (d,1H) ,10.26
(s,1H) sHPLCZE & :90.80% ; LCMS:546 M'+1) »

[2456] N-(4— (4- (2,4- —HF A FEEIL) WRIE -1 -FR L) —3— F 4R JE R 3L ) e bk — 8Tk /85 1%
(XIV-128) :

o~

[2457] \Om :

o 0

[2458]  'H NMR (400MHz ,DMS0-d6) 6:2.25 (br s,2H) ,2.97 (br s,2H),3.42 (br s,4H),
3.59 (s,21) ,3.63 (s,3H) ,3.73 (s,6H) ,6.45 (d, 1H) ,6.50 (s,1H) ,6.64 (d, 1) ,6.78 (s, 1H) ,
6.82(d,1H),7.12(d,1H) ,7.65-7.72 (m,2H) ,8.28 (d, 1H) ,8.40 (s, 1) ,8.50 (d, 1) ,9.16
(d,1H) ,10.26 (s, 1H) s HPLCHE/% :99.78% ; LCMS:577 (M'+1) «

[2459]  N-(4- (4= RO &) WRWR —1-Fe k) —3-F S R 0) e -8~ (XTV-129)

-~

[2460] g@ i |

[2461]  'H NMR (400MHz , DMSO-d6) 8:0.78 (q,2H) ,1.11 (d,2H) ,1.40 (brs,1H) ,1.54-1.71
(m,2H) ,1.99-2.30 (m,8H) ,2.90 (br s,4H) ,3.45(d,1H) ,3.59 (s,3H) ,3.70 (s,1H) ,6.61 (d,
1H) ,6.76 (s, 1H) ,6.82(d,3H) ,7.62-7.70 (m, 2H) ,8.28 (d,1H) ,8.40 (s, 1H) ,8.47 (m, 1H) ,
9.10(d,1H) ,10.26 (s, 1H) ; HPLCAEJ¥ : 98.50% ; LCMS: 546 (M'+1) .

[2462]  N- (3-F 4 -4~ (4- ((3-FF S ALt ng —2-58) HJE) WRWE -1 —FR k) JR L) 1 ik —8—Tifk
Bk fie (XIV-130)

N
= N
o (G0, Y

o _0O

[2464]1  'H NMR (400MHz ,DMS0-d6) 6:2.22 (br s,2H) ,2.38 (br s,2H) ,2.87 (br s,4H),
3.41(s,3H) ,3.59 (br s,5H) ,3.73(s,2H) ,6.76 (s, 1H) ,6.82(d,1H) ,7.21 (s,1H) ,7.40 (d,
1H) ,7.62-7.69 (m,2H) ,8.03 (s, 1H) ,8.27 (d, 1H) ,8.39 (s, 1H) ,8.50 (m, 1H) ,9.10(d, 1H) ,
10.23 (s, 1H) ;HPLCAI & : 99.86 % ; LCMS: 548 (M'+1) »

[2465]  N- (3-H 4 Jk—-4- (4— ((4-H S b e -3 -2%) FR L) MR W —1 B k) DR L) 1 b —8—Tigd
B (XIV-131)
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. N:/S\\
' 6o Na |

0 _0

[2466]

[2467]  'H NMR (400MHz ,DMS0-d6) §:2.22 (br s,2H) ,2.38 (br s,2H) ,2.90 (br s,4H),
3.41(s,3H) ,3.55(s,3H) ,3.80 (s, 2H) ,6.60(d,1H) ,6.72 (s, 1H) ,6.82(d,1H) ,7.00(d, 1H) ,
7.62-7.69 (m,2H) ,8.29 (s,2H) ,8.35(d, 1H) ,8.39 (s, 1H) ,8.50 (m, 1H) ,9.10 (d, 1H) ;HPLC4E
J2:92.10% ;LCMS: 548 (M'+1) »

[2468]  N- (4~ (4 (4-FF L) WRIR -1 —FR FL) —3-F A JE 2R L) e bk -8t ik (XTV—-132) -

H

. v N.
N S
won | LY %

O _0O

S

[2470]  'H NMR (400MHz ,DMS0-d6) 6:2.19 (br s,2H) ,2.25 (br s,2H) ,2.95 (br s,4H),
3.42(s,2H) ,3.52(s,3H) ,6.60 (d,1H) ,6.78 (s, 1H) ,6.82(d,1H) ,7.10 (t,2H) ,7.23(t,2H) ,
7.63-7.71 (m,2H) ,8.25(d,1H) ,8.40(d,1H) ,8.48(d,1H) ,9.16 (d,1H) ,10.30 (s, 1H) ;HPLC
4l :99.62% ; LCMS:535 M +1) »

(24711 N= (4= (4= (G-UMLNE ~4—2) ) WRHR -1 - k) —3- R A RO ) M k-8~ 9 i
(XIV-133) :

[2472] J

[2473]  'H NMR (400MHz ,DMS0-d6) §:2.24 (br s,2H) ,2.25 (br s,2H) ,2.95 (br s,4H),
3.58(s,5H) ,6.61(d,1H) ,6.74 (s, 1H) ,6.83(d,1H) ,7.47 (d,1H) ,7.63-7.72 (m,2H) ,8.23
(d,1H) ,8.39-8.49 (m,3H) ,8.54 (s, 1H) ,9.16 (d,1H) ,10.30 (s, 1H) ;HPLC4 ¥ : 98.63% ;
LCMS:552 (M%) »

[2474]  N- (3-F S 3 -4—- (4- (DY I -3 -3) FF L) WRWR -1~k J) TR L) bk — 8Tk 9 fi
(XIV-134) .

[2475] {DT\ ,

[2476]  'H NMR (400MHz ,DMSO-d6) 8:1.42 (m,2H) ,1.83 (m,2H) ,2.19 (d,2H) ,2.24-2.39 (m,
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4H) ,2.95 (br s,4H) ,3.48 (d,1H) ,3.56 (s,3H) ,3.63 (q,2H) ,6.60 (d, 1H) ,6.76 (s, 1H) ,6.81
(d,1H) ,7.63-7.70 (m,2H) ,8.24 (d,1H) ,8.40 (d,1H) ,8.50 (d,1H) ,9.10(d,1H) ,10.26 (s,
1H) s HPLCAE )% : 98.40% ; LCMS:511 (M'+1) .

[2477]  N- (3-FR 4 24— (4— (- FR A S M g -3 228 R ) WR MR —1 — e Aik) L) 1 bk -8 —1idh
MEf% (XTV-135) :

[2478]

[2479]  'H NMR (400MHz ,DMS0-d6) §:2.22 (br s,2H) ,2.38 (br s,4H) ,2.90 (br s,4H),
3.41(s,3H) ,3.55(s,3H) ,3.80 (s, 2H) ,6.61(d,1H) ,6.75 (s, 1H) ,6.82(d,1H) ,6.97 (t,1H) ,
7.60-7.73 (m,3H) ,8.02(s,1H) ,8.27(d,1H) ,8.39 (s, 1H) ,8.50 (m,1H) ,9.10 (d,1H) ,10.28
(s,1H) ;HPLCZEFF :99.85% ; LCMS: 548 M'+1) »

[2480]  N- (3-F % k—-4- (4- ((5— (ZFH AR) Mg —2—J) FERR) WRR—1— e d) oR L) k-
8T i (XTV-136) :

N N
SO N/\l /.('S\\
ast) R A LN O & n |

[2482]  'H NMR (400MHz ,DMS0-d6) 62.22 (br s,2H) ,2.38 (br s,2H) ,2.99 (br s,4H) ,3.58
(s,3H) ,3.67 (s,2H) ,6.61(d,1H) ,6.74(s,1H) ,6.82(d,1H) ,7.62-7.73 (m,3H) ,8.19 (d,
1H) ,8.26 (d,1H) ,8.d,1H) ,8.50 (m, 1H) ,8.82 (s, 1H) ,9.10(d, 1H) ,10.30 (s, 1H) ;s HPLCZ /% :
94.67% ; LCMS:586 M'+1) .

[2483]  N-(4- (4 (PR AL L) WRMEE —1 - Aik) —3—FF 4l J o ) nagmpk—8 Tt e e (XTV—137)

[2484]

[2485]  'H NMR (400MHz ,DMSO~d6) 6:1.10 (75 H ¥, 2H) , 1.38-1.50 (m,3H) ,1.55-1.61 (m,
3H) ,1.99 (FEWE, 1H) ,2.07 (d,2H) ,2.30 (br s,4H) ,2.90 (br s,4H) ,3.59 (s,3H) ,6.60 (d,
1H) ,6.72 (s, 1H) ,6.82(d, 1H) ,7.62-7.69 (m, 2H) ,8.25 (s, 1H) ,8.40 (d, 1H) ,8.47 (d, 1H) ,
9.10(d,1H) ,10.24 (s, 1H) ;HPLCZH % :99.86% ; LCMS: 509 (M™+1) »

[2486]  N-(4- (4— (2-9R—4— 1 A L R k) WIR MR —1 -k k) —3— FR AU B DR k) e bk — 8 — Tk 7t i
(XIV-138) :
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[2487]

O O

[2488]  'H NMR (400MHz ,DMSO-d6) §:2.20 (br s,2H),2.35 (br s,2H) ,2.90 (br s,4H),
3.41(s,3H) ,3.60 (s,3H) ,3.78 (s,2H) ,6.61 (d,1H) ,6.70-6.80 (m,2H) ,6.84 (d, 1H) ,7.22
(t,1H) ,7.70-7.80 (m,2H) ,8.26 (d,1H) ,8.42(d,1H) ,8.50 (d,1H) ,9.16 (s, 1H) ,10.28 (s,
1H) s HPLCAE )% : 90.48% ; LCMS: 565 (M'+1) .

[2489]  N-(4- (4- (3-F—4-H S B R 0) WR MR —1 - k) —3— R Sl B O L) e bk —8 — T 9 i
(XIV-139) :

- O

F O O

[2491]1  'H NMR (400MHz ,DMSO-d6) §:2.20 (br s,2H),2.35 (br s,2H) ,2.97 (br s,4H),
3.42(s,3H) ,3.59 (s,3H) ,3.82 (s, 2H) ,6.61 (d,1H) ,6.80 (s, 1H) ,6.84 (d,1H) ,7.02-7.18
(m,3H) ,7.70-7.80 (m,2H) ,8.26 (d,1H) ,8.42(d,1H) ,8.50 (d,1H) ,9.16 (s, 1H) ,10.28 (s,
1H) s HPLCZE ¥ : 99.65% ; LCMS: 565 (M'+1) .

[2492]  N-(4- (4- (4-5R R HL) WRGR —1 —#e J8) —2—FR A B O ) e bk —8 i fie (X TV—-140) -

7

[2493]

[2494]  'H NMR (400MHz ,DMS0-d6) §:2.24 (br s,4H) ,3.20-3.45 (m,6H) ,3.61 (s,3H) ,6.77
(s,1H) ,6.82(d,1H) ,7.21 (t,2H) ,7.28 (t,2H) ,7.40 (d,1H) ,7.65-7.77 (m,2H) ,8.26 (d,
2H) ,8.56 (d,1H) ,9.07 (s, 1H) ,9.20 (s, 1H) sHPLCAEJE : 95.43% ; LCMS:535 (M'+1)

(24951 N— 2-F A -4~ (4= ((PU IR I -3 —3) 1K) R —1 e Bt) DR L) IR i — 8~ I i
(XIV-141) :

[2496]

[2497]  'H NMR (400MHz ,DMSO-d6) 6:1.45 (m,2H) ,1.86 (m,2H) ,2.20 (d,2H) ,2.24-2.39 (m,
4H) ,2.95 (br s,4H) ,3.48(d,1H) ,3.56 (s,3H) ,3.63 (q,2H) ,6.79 (s, 1H) ,6.83(d, 1H) ,7.42
(d,1H) ,7.70-7.80 (m, 2H) ,8.42 (d,2H) ,8.59 (d, 1H) ,9.04 (br s,1H) ,9.18(s,1H) ;HPLCAE
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JF:98.88% s LCMS:511 (M'+1) ,
[2498] N-(4- (4- (4~ -3-FFEL) WRME -1 —Fk L) —2-HF S5 FE IR L) s IbR -8 Ik fle (X1 V-
142) :

[2499]

[2500] 'H NMR (400MHz,DMSO-d6) §:2.37 (br s,4H) ,3.36 (s,4H) ,3.42 (s,3H) ,3.56 (s,
2H) ,6.78 (s, 1H) ,6.84(d,1H) ,7.18(s,1H) ,7.31-7.56 (m,3H) ,7.63-7.81 (m,2H) ,8.24~
8.30 (m,2H) ,8.57(d,1H) ,9.08 (s, 1H) ,9.19 (d, 1H) ;HPLCAE & :97.47% ; LCMS:569 (M)
[2501] N (4 (4— ( (34U —4—) FFJEE) WG —1 —B0) —2 AL L ) bk~ R
(XIV-143) :

[2503]  'H NMR (400MHz ,DMSO-d6) 6:2.41 (br s,4H) ,3.36 (s,4H) ,3.44 (s,3H) ,3.60 (s,
2H) ,6.78 (s, 1H) ,6.82 (d, 1H) ,7.41-7.51 (n,2H) ,7.65-7.80 (m,2H) ,8.22-8.30 (m,2H) ,
8.42-8.58 (m,3H) ,9.08 (s, 1H) ,9. 18 (d, 1H) s HPLCALF:99.17% ; LCMS: 552 ()

[2504]  N- (4 (4= (3~ ) WRIE—1 3t B) —0—FF A L A ) Wik —8— Tk b (X TV—144)

[2502]

[2505]

[2506]  'H NMR (400MHz ,DMSO-d6) 6:2.37 (br s,4H) ,3.36 (s,4H) ,3.42 (s,3H) ,3.56 (s,
2H) ,6.78 (s,1H) ,6.84 (d, 1H) ,7.18 (s, 1H) ,7.31-7.56 (m,3H) ,7.63-7.81 (m,2H) ,8.24-
8.30 (m,2H) ,8.57 (d, 1H) ,9.08 (s, 1H) ,9.19 (d, 1H) ; HPLCAL : 97.47 % ; LCMS:535 (M)
[2507]  N- (2-F 0B -4 (4- (- FR A Rt e -3 - J) F ) DR MR — 1 - RE) DR %) ne bk —8 -1k
B (XIV-145) :

H \
. N
[2508] | NN 50\

\ O i J
[2509]1  'H NMR (400MHz ,DMS0O-d6) §:2.37 (br s,4H) ,3.36 (s,4H) ,3.41 (s,3H) ,3.46 (s,
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2H) ,3.81 (s,3H) ,6.78(s,1H) ,6.81(d,1H) ,6.97-7.01 (m, 1H) ,7.41 (d,1H) ,7.62-7.78 (m,
3H) ,8.01(d,1H) ,8.21-8.30 (m,2H) ,8.57 (d,1H) ,9.08 (s, 1H) ,9.19 (d, 1H) ; HPLCAE /& .
99.95% ; LCMS:548 (M) .

[2510]  N- Q- -4 (4- (1R FE 4 HR) WRWE -1 -3 k) ZR L) naemk—8—Tii i i (XTV—146) -

[2511]

[25121  'H NMR (400MHz ,DMSO-d6) 8:1.21 (d,3H) ,2.37 (br s,4H) ,3.36-3.41 (m,8H) ,6.71
(s, 1) ,6.78(d,1H) ,7.11-7.29 (m,5H) ,7.36 (d, 1H) ,7.60~7.76 (m,2H) ,8.21-8.30 (m,2H) ,
8.48(d,1H) ,9.01 (s, 1H) ,9.12 (s, 1H) sHPLCZEJ%¥ : 95.62% s LCMS: 531 (M'+1) &

[2513]  N= (2-H4 2k -4- (4= (IR IR L) H L) WG — 1 —Fie k) k) Wb -8 — Tt B i
(XIV-147) :

[2514] O

[2515]  'H NMR (400MHz,DMS0~d6) 8:0.06 (s,2H) ,0.08 (s,2H) ,2.37 (br s,4H) ,3.16 (s,
4H) ,3.41 (br s,5H) ,6.78 (s, 1H) ,6.81 (s, 1H) ,7.12(s,2H) ,7.19-7.26 (m,4H) ,7.42 (d,
1H) ,7.65-7.80 (m, 2H) ,8.25-8.31 (m,2H) ,8.58 (d, 1H) ,9.10 (s, 1H) ,9.19 (s, 1H) ; HPLCZE
J¥:99.97% ; LCMS:557 (M'+1) «

[2516]  N= (4= (4= (33 —4-F S 2 W I) R -1 —Je k) —2- 1 Sl B R 3L ) e bR —8 — it 9
(XIV-148) :

[2517] Q/\
~o~

{ F

[2518]  'H NMR (400MHz,DMS0-d6) 8:2.31 (br s,4H) ,3.32(s,4H) ,3.41 (s,2H) ,3.43 (s,
3H) ,3.80(s,3H) ,6.78 (s, 1H) ,6.82(d,1H) ,6.98-7.18 (m,3H) ,7.21 (d,1H) ,7.31 (s,2H),
7.64-7.80 (m,2H) ,8.21-8.30 (m,2H) ,8.57 (d,1H) ,9.08 (s, 1H) ,9.19 (s, 1H) ;HPLCAEJ :
92.22% ; LCMS:565 M'+1) -

[2519]  N— (2—FP 2 —4— (4— (ML IE —4—J FT ) WIRWGR — 1 —He k) 480k e Wk —8—Tid It e (XTV—
149) :

221



CN 104817498 B iﬁ, EH :FS 219/223 5T

H
NN 87 ;\/\j
2520 A
[ ] I\goﬂg O N l
l
; (8]

[2521]1  'H NMR (400MHz,DMS0~d6) 8:2.32 (br s,4H) ,3.41(s,3H) ,3.50 (s, 4H) ,3.62 (s,
21) ,6.75 (s, 1) ,6.82(d, 1H) ,7.28(d,2H) ,7.41 (d,1H) ,7.66-7.80 (d,2H) ,8.30 (s,2H) ,
8.50 (d,2H) ,8.59 (d, 1H) ,9.18 (s, 1H) sHPLCZEJ¥ : 97.52% ;s LCMS: 518 (M'+1) .

[2522]  N- (2-F -4 (4= (TSR -2 B 5) WRWR -1 —He k) ) Wik -8~ B i
(XIV-150) :

(\N
[2523] <oj\/N »

[2524]  'H NMR (400MHz ,DMSO-d6) 8:1.45 (FLHWE,2H) ,1.78 (FLEIE, 21) ,1.90 GNEK,
1H) ,2.30-2.41 (m,7H) ,3.41 (s,3H) ,3.60 (g, 2H) ,3.70 (q,2H) ,3.95 (FLEIE, 1H) ,6.78 (s,
1H) ,6.82(d,1H) ,7.42(d,1H) ,7.70-7.81 (m, 2H) ,8.30 (d,1H) ,8.60 (d,1H) ,9.10 (s, 1H) ,
9.20 (s, 1H) s HPLCZEJ¥ :99.24% ; LCMS:511 (M'+1) .

[2525]  N-(4- (4— (- -3/ R IE) WRWR -1 — B JE) —3—FF Ak oK k) bk — 8Tt Bt fie (XT V-
151)

N b3
F

[2527]1  'H NMR (400MHz ,DMSO-d6) §:2.19 (br s,2H) ,2.28 (br s,2H) ,2.97 (br s,4H),
3.44 (s,3H) ,3.58(s,2H) ,6.61 (d,1H) ,6.78 (s, 1H) ,6.83 (d, 1H) ,7.15 (1H) ,7.30 (d, 1H) ,
7.49 (d,1H) ,7.70-7.78 (m,2H) ,8.24 (d,1H) ,8.42(d, 1H) ,8.50 (d,1H) ,9.10 (s, 1H) ,10.30
(s, 1H) ;HPLCZE ¥ :98.63% ; LCMS:569 (M) .

[2528]  N- (3-FH 4 -4 (4 ((L-IRFEIRTA L) HF J) WR W —1 e k) DR ) 1 bk — 8 —Tigk Bt fie
(XIV-152) :

.

[2529] QX\

%

[2530]  'H NMR (400MHz ,DMSO—d6) §:0.64 (s,2H) ,0.78 (s,2H) ,2.18 (br s,4H) ,2.39 (s,
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2H) ,2.81 (br s,4H) ,3.41 (s,3H) ,6.61 (d,11) ,6.78 (s, 1H) ,6.82(d, 1H) ,7.10 (g, 1H) ,7.12
(t,1H) ,7.20-7.28 (m,4H) ,7.70-7.80 (m,2H) ,8.23 (d,1H) ,8.41 (d, 1H) ,8.50 (d,1H) ,9.13
(s,1H) ,10.30 (s, 1H) sHPLCZESF :99.99% ; LCMS: 557 M+1) .

[2531]  N- (3-F 4 24— (4- (Mbng -2 2 FE L) WRGR — 1 - k) L) ms bk —8— T i fie (X TV
153) :

[2532]

[2533]1  'H NMR (400MHz ,DMS0-d6) 6:2.22 (br s,2H) ,2.39 (br s,2H) ,2.98 (br s,2H),
3.57 (br s,2H) ,3.60 (s,5H) ,6.62(d,1H) ,6.78 (s, 1H) ,6.82(d, 1H) ,7.20 (s, 1H) ,7.40 (d,
1H) ,7.66-7.79 (m,3H) ,8.21-8.30 (m, 2H) ,8.40-8.50 (m,2H) ,9.16 (s, 1H) ,10.30 (s, 1H) ;
HPLCZL [ :98.14% ; LCMS: 518 (M'+1) »

[2534]  N- (3-FR A L —4— (4— (Mbwg —4-24 FF L) WRIGR — 1 - k) L) ms bk —8— T i fie (X TV
154) :

[2535]

[2536]  'H NMR (400MHz ,DMS0-d6) 6:2.20 (br s,2H) ,2.30 (br s,2H) ,2.98 (br s,4H),
3.50 (s,3H) ,3.58 (s,2H) ,6.62(d,1H) ,6.78 (s, 1H) ,6.82(d,1H) ,7.24 (s,2H) ,7.65-7.73
(m, 2H) ,8.21-8.30 (m,2H) ,8.40 (d, 1H) ,8.43-8.50 (m,2H) ,9.10 (s, 1H) ,10.23 (br s,1H) ;
HPLCZE % :99.69% ; LCMS: 518 (M'+1) »

[2537]  N-(4- (4 (43R 4E) WRME — 1 — e k) —2— F F OR L) g bk — 8 T I fie (XT V-
155)

F. .
N .
[2538] 'D/\ Ql

. 0
[2539]  'H NMR (400MHz ,DMSO~d6) §:2.01 (s,3H) ,2.38 (br s,4H) ,3.50 (s,4H) ,3.56 (s,
2H) ,7.00 (s, 2H) ,7.06 (s,1H) ,7.18(d,1H) ,7.35(d,1H) ,7.52 (t,1H) ,7.70-7.80 (m,2H) ,
8.29 (q,2H) ,8.59 (d,1H) ,9.15 (s, 1H) ,9.38 (s, 1H) s HPLCAL : 99.25% ; LCMS: 553 (M) .
[2540]  N-(4- (4—"FJE-1,4- R Pebe—1 - dk) —2—F A B DR k) bk —8— e 1t fie (XTV-—
156) :
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[2541] ICN?:\

[2542]  'H NMR (400MHz ,DMSO-d6) §:2.22 (br s,2H) ,3.01 (br s,2H) ,3.52-3.58 (m,9H) ,
4.39 (br s,2H) ,6.66 (d, 1H) ,6.80 (s, 1H) ,7.50 (br s,4H) ,7.74-7.79 (m,2H) ,8.30 (d, [H) ,
8.47 (d,2H) ,8.59 (d, 1H) ,9.18(d, 1H) ,10.40 (s, 1H) s HPLCAE 2 :99.00% ; LCMS: 531 (M'+1) .
[2543]  N-(4- (4-F -1, 4-ZHIRIFPESE - L - k) —2—FF LR JL) mas bk —8— e it file (XTV-
157) :

H

- N\S !

[2544] - N O LN

K,JN\T)/‘/\O ?
. N i

[2545]  'H NMR (400MHz,CD30D) 6:2.06 (s, 3H) ,2.14 (br s,2H) ,2.22(s,4H) ,3.58 (br s,
4H) ,4.40 (s,2H) ,7.10 (br s,1H) ,7.22(d,2H) ,7.50 (s,4H) ,7.68-7.77 (m,2H) ,8.21 (d,
1H) ,8.38(d,1H) ,8.51 (d, 1H) ,9.18 (d, IH) s HPLCZE /¥ :99.04% s LCMS: 515 (M'+1)

[2546]  N- (4= (4="R3H-1, 4= ORI P~ 1 - L) —2— 0 7R %) P bk -8 Tt I i (XTV -
158) :

by
9 N\ t
[2547] h(,,,\7 ST
“ii§:~§ \__N. O ON_
\ g

[2548]  'H NMR (400MHz,CDC13) 8:2.21 (br s,6H) ,3.43 (br s,4H) ,4.21 (s,2H) ,6.97 (d,
1H) ,7.08 (br s,1H) ,7.42 (t,4H) ,7.63-7.68 (m,2H) ,7.79 (t,1H) ,8.09 (d, 1H) ,8.28 (d,
1H) ,8.38(d, 1H) ,9.18(d, LH) s HPLCAL % :96.67% ; LCMS:519 (M'+1) »

[2549]  N- (4- (4—"FHE-1,4- ZH IR PEbr—1 - B dk) 3-SR HL) Wbk — 8Tkt I fle (XTV—
159) :

[2550] Y

\_7 O

[2551]1  'H NMR (400MHz,CDCl3) 8:2.12 (br s,1H),2.50 (br s,1H) ,3.09 (br s,2H) ,3.29
(br s,1H),3.58 (br s,2H),3.67 (br s,2H) ,4.20(s,2H) ,4.41 (br s,1H) ,6.99(d,2H) ,
7.28-7.39 (m,4H) ,7.66 (t,2H) ,8.21 (d,1H) ,8.38(d, 1H) ,8.42(d,1H) ,9.18 (s, 1H) ;HPLCZE
J5:95.33% ; LCMS:535 (M) .
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[2552] e Tkl i 3 AN e FE AT AR DT A5 1
[2553]  JifE23

-
AR

H
H
j FON THE G
3 Sy Y 3
IS & S QR N
14 et 2= ‘«?f‘ CTER B &“{{;‘\ o R

[2554] T AR
S .- 2 TR A b B ST
Lk s § B s\;i ii SHUReR0N
{ = "'\i,\(v'”\w Rt
) N "
{f’.\' 50 3 ® ‘!&\".‘§~
"y R T
5N N
Tl o B 1L
SR eUeL RS
f:{%‘v 8 »gf‘\* N YRR E TR S WA e
& e AR
RO & R P ﬁaﬁﬂ%

[2555] i A A & B OGP RS A2 1R T 20 (VITD A W4 J AR P 4B
FRFP (ELAG AR R O B0 B840 1 B K A L 72 = 2 S SR BV AL BN I A7 AE Tl B ik 2 J5 7E
PyBop R 474E N BLIESE ) » FHZRA%131 (0. 26mmo ) BEATAL G151 & k.

[2556]  4— (4—"RFENRWR -1 -FIE) —N- (I -8—Jk) KTl (151a) -

[2558] 'H NMR (400MHz ,DMS0-d6) 6:2.24 (br s,2H) ,2.40 (br s,2H) ,3.10 (br s,2H),
3.55(s,2H) ,3.59 (s,2H) ,7.21-7.39 (m,4H) ,7.42(d,2H) ,7.58(d,2H) ,7.91 (d.2H) ,8.37
(d,1H) ,8.81 (s, 1H) ,10.15 (br s,1H) ;HPLC:99.26% ; LCMS:487 (M'+1) .

[2559]  4- (4—"FHE-1,4- B RFFBELE -1 — e dE) —N- (MEbk-8—2) ZRTiE % (151b) -

[2560]

[2561]  'H NMR (400MHz ,DMSO-d6) 8:1.55 (s, 1H) ,1.75 (s, 1H) ,2.41 (s, 2H) ,2.52-2.64 (m,
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2H) ,3.05(d,2H) ,3.58-3.62 (m,4H) ,7.19-7.32 (m,3H) ,7.36-7.47 (m,2H) ,7.58(d, 1H) ,
7.63-7.77 (m,2H) ,7.81-7.89 (m,2H) ,8.30 (dd, 1H) ,8.78 (dd, 1H) ,10.05 (s, 1H) ; HPLCZE [ .
99.89% ; LCMS:501 (M'+1) .

[2562] JRECAHAR T AR KA -— LS J7 A -— 77 [, At AR, ARG AN
TGS 7y A8 B 4 P AR B B A o B AR B AR Dt B AR AR A TN A — 9
FF H B 7EA R BH BAS #AITE ] 2 9 o DR, b SO s A B AR T840
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