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1. 1T Mt &Y -

A1
X—Ar-er\[(}”iN:Rz
. N4 Rs
A
Q42 (CRR) 35
n, A& 1;
n, s& 1 ;
n, /& 1;
R, 2 R-2 :
‘l\ SN
AN
Ry -2
Ar %X% H
X a2 Ar B 1-3 DMEREE, & BS7E B F 4 :0Rgn SRg SO,Rg NRgSO,Ry B NRC ( = 0)

Ry 5

Ry—Rj; 72 H sRg & Hy B 1-12 MR BT B 3-12 DMk b AR e 4
~/\dzz/\/g%yr FHUREERUR, Pl & 2% i1 BRI B T4 <OR,, BE CONR, Ry, ;

JE B 1-12 DMRIR R R

RH—R12 M7 HE H

PRAIAAT A, WER X2 AU FF il i S B B 7158 T Ar, A XS H 20—
AR R T

2. WIBCRESR | Frid 4k &9, HRFEAE T, Re & H Bk HA 1-12 MR T ke 3t .

3. WIBURIESR 1 Tk Ak &9, HARFEAE T, X 72 ORg B NRgSO,Ry

4. WRCRVE SR 1 TR AL &4, SRR IELE T, i b & i B F 4L LA 2. 039, I
(R) 2= (3= ((3— ( membk —5- L2 ) Memehe —1- 38 ) L) K ) O &%) 2. 040,
B (R)-2-(3-((3-( S memk —5- JE 255 ) mbmgde —1- 28 ) FE) KEE) Wil kA
W) 2.041, Bl (R) -N-(3-((3-( S mk -5 25 ) mbms ke —1- 2% ) F) KE) LBk
i A G4 2. 042, B 2—-(3— (3 ( Spmelbk —5- FE20AE ) bl —1- 25 ) ) KEHR) &
BE s ALG 4 2,005, BIN-(1-(4- ( FRREEESL ) “F38) mbms e -3- 55 ) Fwemk -5- ik 4k &
W) 2.021, B (R)-N-(1-(4— ( BRI ZEBR AL ) 5L ) mbng ot —3— 55 ) Swemk —5- % L&
2. 038, Bl (R)-N-(3—((3— ( mehbk —5— JEZHE ) MEghe —1- &) B ) RE) FEBizit
HH 2,024, B (S) -N-(1-(4- (AR INZEMRZE ) FF ) Mgk —3- 25 ) Rk -5- i ;4L &4
2.026, Bl (R) -N-(1- (4- ( FIfm 2 ) 2% ) mMErgpe -3 28 ) Frenk —5- & s FL&4 2. 029,
B (S)-N=(1-(4- C It dE ) K58 ) mbmshe -3- 38 ) Fmmk -5- Jiz.

5. WIRUHE K 1 P ik WAL &9, JRRAEAE T, ki &9 1k A4k &9 2. 039, R
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(R) —2— (3= ((3— (Fpmiibk —5- 2L 28 ) MEmghr —1-255) L) R4 ) Ol sFik &4 2. 038,
B (R) -N=(3— ((3—( Semdemk —5- JE2 28 ) mbrghe —1- 55 ) AR ) 2R3 ) FEmERL.
6. = 1T FHLED -
A1

—Ar- Ny
X-Ar Q\N N,Rg
Rs
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Q52 (CRRy) 35
n, &1

n, & 1;

n, & 1
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Y& H;
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TR A E SR e ik A G, R IEAE T, ikt Wik 8 T4H AL &W
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8. GIAUMIESK 1.4.5 80 7 Fradk Ak & 11 1 2 FEAR IR A Hs T 2549 T IR o

9. GIAUMIESK 1.4.5 85 7 Ik M4 S P45 i & 1697 ORI 25 4 Th R
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A B 25 T RHO MBI L &Y A E WA HIE

ARG

[0001] AR BHWE M it 4 M Bs PR AL G40, 40 rho— AHOG IS (ROCK) #HIMEAL &4
R 2 IX A B T o AR BRI S AS FIX AL G W 1T BRIA TT 52 40 B 4R 1) Se 3
SR EHE (AR AR TR E A BAEH RS ARE R E A ) sk 1L
IR BRI, 040, Va T IR Y A T R R G R PR T AR BT IR

[0002] kB 5

[0003]  FEOGHR A& —Fias FECAT AL A IR B G . 7R, FOUIR 2 S BRI K
5 VYA 5 i DO ) DR BRI G SO 1A 1R 38 A e i WL IR SR R, T e S o 78 56 R o2 A
AT TSR SRR ) i WK BR B o — BT 5 X (KR A A — P g AT B AR 22, 22 /D30
3 FH AR P Hs T it e A SR R 5 DR IR o 78 1B 1R A, IR Y RS AE 12-20mm He [,
B1%y 16mm Hgo SR, 768 TR & T A BT OGRS, IR YR TEH E T4 22-30mmHg .
7E A A B LR BCS T OGIR T, IR N 0] 58148 21 70mmHg, (NAEZCR )R] REUCR . H
BRI A, 75 AT BRI, F) A IE IR e PR 5 OGHR B0 AR, it 22 1B %
FIHE N P e S 2O B4, [ 2 W, @1 P. L. Kaufman F1 T. W. Mittag, “ & )GHR B B= 2290
J7 (MedicalTherapy Of Glaucoma)” 2% 9 &, %8 11T 7 (38 9.7-9.30 7T ), P. L. Kaufman F
T.W. Mittag (4#) 356 (S. M. Podos FIM. Yanoff ( Zi#k ) (145 7 % [IREFEHEF-B A
(Textbook of Ophthalmology Series)). &3, MY EH KNG PR~ H] (Mosby-Year Book
Europe Ltd.) (1994) ;A. C. Guyton, Textbook ofMedical Physiology (=24 B2 20R45)
(W. B. Saunders Co. , 55 75hi ) , 55 386-89 5 (1981) 1.

[0004]  JF A AL EOGIR 5 P SRR I T OGAR 1929 90 %, FARAE 20t A IRFE i Ag (7
KD S BRI D) 75 B B ) R4 DRI IR IR 6 7 e B T AR IR A Hs o 3K
T BH 7 R /NG B2 A0, /N 5% 0 i P LA 3502 LB K R 1 40 B 22 19 6% FRAR A A T L e TR o
FIRRANE A R 22 JE A2 /NG BH ) 18 5 BEAFRR Py F 208 16mm Hg Aot , 7RI
J5 3R 537K LRI = A R AR [R5 R (2.5 0 L/min) B ITHRIY . 7E 7 GRS, K= R/
AR EREE , ML PR 50, S 2R N T =

[0005]  S%J T JGHR 5 B G T AR FRACIR Py e (TOP) &Rl 254 75 2, (R e N#A H& B
(R s o B — BEL BT TR sk I T i 00 7500 2 vk 2 o K R 77 A, (B 7 82 s /K T I I 78 T i R A
HUAR I P 2 40 M (8 7%, Al /IR R AR (LR B TR (uvealscleral) AMieie kK 4E/EH
HARN S (facility) B9 10%. HETEEA EERIRDALTEE I HEAERH T/
G RIR T ) N GE 2  AKHE AL A AL 5 7K A B 4 el S35 TOP Fmre BRI, B
7 ATy B S AR R [ SRR S AL TR TOP 244000 A 1m) /NBERY FR 24575 mT L ) ¥ 22 X0 H RIS P
TOP ZiIBIT IRINVAS AT/ BRANBEIN 52 5 X Le 25 W) AH G R VR FH I R e R e e o
Hh, XLy FRE AR BIGYT , HILE R AN R TOP RS, DIR IR R4

[oo06] & [H&H|4 6, 586,425 5.6, 110,912 F1 5, 798, 380 457~ —Fia 7 T OGIR I 7712,
T R R A L)) ) 22 S 3k DU R R B /K HE A 5 o 3 285 )ik LA B
TR AL AR R AL AR R BT SCE LTS (swinholide) —A R4S 225745
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(jasplakinolide) , EATTRET /N GE M A KINLBN 8 40 Mo i 28 R0 K 255 e 4 B S sl & Ty
HETEBMAHTAEN. TP s 22U O RS B BE PR A 55 7K 18 ik /N 22 3t R FE. g
AT PR ARG HIR P S o

[0007] 5 VA2 T — P i, HeAr ik e AR i 43 1] 35 Bh i 15 TOP o /N DI BR A 5 i
WLE JCIRgE I FAR (Filtration surgery) B, ‘AR EXT FUR M A B H IR h 254
TeiEA IR N R FRBFE B R8T« X F RIS DG, s AH b i S HE N
BGRB8, T AN/ B 5 i g8k MK MR PR N R o 3PP TF AR B D IR KRR
E A O R A R 2R/ PR

[o008]  FEIGHRAMEHA YT () — A = ZE 2 2 A8 PRSIk b7 1 B G IR 38 1 F AR S5 1%
JRAL o G5 B PE AV AR S IEIRAL 2 v B AT T DGR SEET5 A I R S A S 28R 1 e oK
BRI R . PRI L35 5 COMC) 1 5- FURMERE (5-FU) #) 2 FH TSR, A
I 25 M I PR 23K (Failure) o 78 K& BB 9T 0, RLEAT KD R TIBR AR B 7R
TEARNE 3 HWRIRBE IS 30% . A T R RN A R FF AR R A Z, 09T T &Rl 72
K G I M AV R AL, R FARPETF ARG I

[0009]  HANAHHEEE 2= 25V N T AR ARST IR I 6 e o' B 1 i R AR,
{EL AR I 25 1) 7 FH 4 385 0™ 25 I R0 1 2B 2, T B A 0 (49 JF R RE 3G i MMC 7
A1 5-FU [A)FF ™ B 1Y H S e R FF R, RV LRI A 32 2002 s Al b e, (2 L Im R R,
FH T 38 ™ SR FIANIE T 2 B BR . ERIIL, JE A T R & M1 5 ok IS BN
SRR/ RIE B A BIE R 2 N IR 5 RS R .

[0010]  EXIU, e B2 RAORH RiAS 4 35 R 40 i 2005 MEAL S RGBT T OGIR , Y /D32 U1 R
AJa B V&S, LAY 52 31 VL5N 8 40 i B8 50 B Se wa i L e i MUR I . 5 22
AR AT I BT 13545 BT 0 40 B B 28 s AL &4

[0011] R EIMEIA

[0012] AU BH¥D 2o T A 1T &9, AR rho PABEMEIF . AR BHIEH AL & 1X
AR 2y EAT 2 KR K A S -

[0013] AU BHIR I K —Fh Pl 8GR T 5 40 kA sth R0/ B304 AR 22 BORY B O 1R 5 9 B0
E 515 o AR BRI — PP PR P i, 38 VAT 7 6 HR Qi J5U R 2 A B SR K 73 5 —
P IT ALEF W AR B 77 s — R Dl N UIBR A S (40 1 & -& 77 s — ey T 240 a W
8 478 o PN T i R AR NS ) 05 B IR () 325 s — Rl i A8 50 A2 1) 732 s — i o R
BRER I KA B R I 7V s — R i A 2R 0 3 s — Mg S A SO I U7V s Rl
SARY I TTE M BB KR AT A i R 1) T

[0014]  IXLET7VEALHE 52 W BRI XN SRS Tz % 1 ek 1T &b g, 4
2 B N B A LB B 1 40 B 2, 9 B e A L Bl R B 1 A B A SE X R ek
[o015]  Fff I fajik

[oo16] K& | B R{EBNYINR NI Z G 0. 5.2 A 4 /M R IS 2 32 A S I B
TR

[0017] K 2(2-1 & 2-4) B/ HRZ AW AEDBUS BT G IR A .

[o018] R HEHFFIA

N
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[0019]  ROCK 1l 551) 32 1) 5 41 Jfd By 48 T HEAH O 19 25 A AR 38 ) e, 3 35040 BB 24 . 4i M i
P 4l Hw iz 2 MR B T 20 24 SO o R AT IAE TR VT /0N B 0 440 M ) RY A B R . ) £ 4T Rl
BIRBEVE A, Pk /N2 100 41 B T 0 (1) B 25 40 B 22 0 465 o TR, i A6 240 i o) i 44 1
S INGE W A RO O HE SR T R AN, S R AN M TUR B T 52 e i e 2R 8 A 1 e
5 (paracellular) WARLS), BUSCARIE /N 32 3T /NE AR IR AR B 42 o B AT ] R
F A ROCK 0 i) 771 BEALR HIE A Hs 1 Al o

[0020] AR B IR A BH N R IRAE g 40 MO 203 TR 0 (AL &4 e AT RE VAT 40 e e 4 1k
SN — 4 oG i — 25T ELAE R 90 i ok SO BhER R A EAE R SEILIRRE A . X
e Ab A A A S A IR T 7, R R A A ROSR, 480 a0 B T AT IR R B YA T R
GERIFFAE . AN SCPTIR g MR LA VAR TT NV B AL S

[0021] & X

[0022]  [RIAETIAMEH, TIRARIEAAAEN HIE € SO (HART) -

[0023]  IACHUAREEE 9 2 R,

[0024]  “UKedE7Hg 1-12 MR T, b EHBEECCRE, FALE 1-8 MR T, FALiE 1-6 MR
TR

[0025]  “JfidE (alkenyl) "4 2-12 DMBKIR ¥, A BRSO RE, 5 20— A0, (AL
F— UL BB

[0026]  “Hed g 2-12 MR 1, HEEEC R, B 20— =8 (A ERa S — U b
) =, AT B — AN B A OB 4 T 2 A

[0027]  “UEda 2L FRbEdE —0- JEHT, Hor e B i w SCan B Rk, B FE AR e AR e 5%, HoE
St dn b AT

[0028]  “UA% 0L FRMAIE —0- ZEHT, Ho Ak i S E Rk, B FE AR e BRI g s, HoE
Xt b ATk

[0020]  “HREIL” T It —0- FEH, P BRI i s S b T, B FEAT R B R e 2L, Ho
Xt dn ATk

[0030]  “FFEE7FRALE 614 B IR T AN AT bR PR ES [, 16 B SR (i, 255 )
BRE IR (i, 2R ) o IRIER D7 S E AOE 285

[0031]  “TFEEdE e 07 3k — btk — FE P, ARIEAERE IR A0 & 1-6 MR IR+, 78 57 ZE 070
P 6-10 NIRRT XFOF BRI A R R O

[0032]  “TFLAmIEFR T AL — Mk - BEH], LB AEIA IS 0 B 2-6 MR 1, R 07 H L
A5 6-10 Mk IR T

[0033]  “TFBLHRILFR T AE — Pk - FEH], RIEAEHRIEES 7 B 2-6 MR 1, R 05 HE
A5 6-10 Mk R 1o

[0034]  “PREEIE” FRAE 3-12 MR F I GESE, B I a2 P, BATA] LA 4
1=3 MR IR PN BE I ARG, 49 4, B ER S5 44, T IR T 26 3R T 55 R R TR
1= FIEIRAIE  2- LR EE 2 IS IR 45, ol 2 B 4 NI B 2%

[0035]  “EPNARIET HRELE 4-12 DR, KA I B AR 2 2D — A~ B AR R
WIS, W LMTIERE 1-3 MR EUAR . A 18 M ZE 0040 1 60 48, B, 28T —2— 4325 30
I —3- Mk RE -3 MmEESE.



CN 101583361 B WO B 4/90 T

[0036]  “FpEAbleds "FrEfledi — etk — BT, ARIE e B /(0 B 1-6 B IR, B 230
AL 6-10 MR T o RPN I T, RN R R R O RS,

[0037]  “PRGESEIGEE "HRIN e IE — Mt — 2, ARG B B 2-6 AR I, B EE R
AL 6-10 MERIR T RPN A IR B A, R O

[0038]  “PRGEIEHRELFEINGEIE — BRIk — FR[A, AR IEBRIE A B 2-6 AR IR, B SE
LT 6-10 NIRRT o XFPIRNGEIE BRI T, RN SRS

[0039]  “ILIFIEFRIA EALE 1-10 MRIR A 1-4 A% B 4 BB [ 2% R 7 18 540 5
FRIRFE o X PhIL 77 F ] A AR (L, nibme SR 3t ) sRZ A (i, h R ehiREuias
WEWY AL ) .

[0040]  “I& 7Rtk e a0y 2k — etk — I, R A0 B0 1-6 NIRRT, 2407 A
L5 6-10 DNRTo IXPP AT FEGE S B 7R e 2 AL A

[0041]  “ILJ5RLIm I "Fa A4 0 5 — It — B, AR IR 3 0 5 2-6 NIRRT, 205 2530
S 6-10 DRRIR 1

[0042]  “O% 7 BRI R A% 0 i — BAL — B, ARIE PRI L F 2-6 BRI T, 407 2
S 6-10 DREIR 1

[0043]  “ZRER” 45 HA SRk £ FER A sl A ORI SE ], 36 A8 1-8 AN R 71 1-4
ANk B AR EERR ET o XA AT DR B (), RIE BB DY SV 2 ) B2
RS (an, Z&MIWEE . SRR R B T IR ) o DU IR e PR EFR R g 2 | npk s e 5
INERGR LR

[0044] " ZREF - BEEE" FRALEN - Bk - B IR B 1-6 DRI, 224
BAT 6-10 MR T XA — LB P01 7 2 IR — £ ik e 2k AR R 45

[0045] " ZRER - AGEE" FRALEN - MG - BEHL RIE AR B 2-6 DRI, 2R A
HA 6-10 Ma ¥

[0046] " Z&ER - BRIL" FRALIR - B - B ARIEHIE Iy A 2-6 N IR T, 2234
HA 6-10 Ma1.

[0047]  ZuERFNZL J5 5 (196 T AL HRE (AN FR - DLR <RI | B Wy | I e | e | G g | IR Mg
e IEEIE | MEERZS | e WA R | PP 20 S Ml M, Mo e | Ml | s | e SRR IS OB 2, 3— A
FeZE  ZEFLOIE L TR R | s DA PRI I | THR A | THRIER L JEE WY I L SRR S IR | Wy
SR I Wy R |y IR | IDR ARG | IO MO L WIR I W ER ML P — S5 | W 5 o

[0048] [R5 A ULEH, Fal I o &5 PR 1 67 B mT s DL AR SR E— B B, 49 B A
BT R EARIIE . AL . A IE U U R M S 0 . — 3 AU L iR B4 3
TG IR R R L TR TR e A BRI U A e L =R
oIk R IL R e B IE e IE  BAC (thio) VhERi Ik BEIE R IE BE R TR IL R IL L
ERAR R R MR A 2 e FE TR IR 556 o 226 IV Tk Tk e 8 1 22 2 66 MW B8 P 2« A 17 I Tt 1k
S A AL B S i s e e S e WL A RS s A
(amidoximo) \EEIFBLEE (hydroxamoyl) (3 77 56 EUARIK O 55 D U0k D7 i 0 O 60
BE 7SR L IE L KT 2 5 AR U I 2% 05 J R O AR A O B A A O R R
FR PG FEEL AT L IR T 3 IR R IR O3 IR B IR L IR b Ak B I e R
IRIGE AR ML BE i S WIRIGE I FERIRRA L B L (43R ) S FEAT (43R ) Bedk sk 28R 72

7

7 I
IF
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B . MY MR, IR SRS EAPAE T O A, AT Bl e 8 I e 2 L 5 R 40
A/ B — DU, Bk EAFAEIX ST AN A0, e AT T 4 o 3% AR - AL — Blhat — Bt
RIS — DU, 4746 2 AN IX T A A% B, 3 6556 P nT 3 ik 1 e T i B k5 9 1) 2 R
T PRIk AR BB T R T R o KB B, T DL T B, LU A X e AR R L
REEATEARKR AT IAARRIESZ AT E M, B W22 EA 2R,

[0049]  ARiBE“H AT MHURE R EA 2D — M ER 4R T REURE . X BRI
B FAFHEASR T 523k AR YL L 4RIk L Z5UTE Ve SR VB I e S L = AR
AT AR IS R TR B R TR BRAR L B 2 L BESE RIE B IR IR R WAL L BUAR
(RIS TR 5 ot T TR I 256 s SO Tl P e 56 T I 2L I O T I 2 66 AR ) W T P e 5
T SIS BRI RIS e S R T A S I e A WA I DRI L G 3 T
FE TR ITEIE L IR MR | % L VAR 2% 0 S A O AR AR SRR A B A R
J7 IR IR AR T LI e T  WRE T IR ZRER L (28BN ) SRR (ZER ) Bedk ik
(2% R 12 48 B o N FRAR, X SR EARIE L A7 TR A5 0, e AT ] Bl b 2k BRJE 3
FFHE TR IR ) IR FE R D BN, 2R D AF AR T R AR B, S AT R g AR -
A - B - B — DU, AP AE 2 X B I 25 I, 3X e DA R ad ik 4 T i
BRI 5T LI AR BB T B T R A o e N R, T DABEAT B EAR, B
XA BARE A EAR K H AR5 A REEZ AR B 1, & W 24k 2% b A3
iR

[0050]  “Z42% BR[EAZIEh” AR T B SR A S I A S PR H T
PERON I EE o 255 BT s2 10 R B S ELRR IR 1 IR N RS BRI s PR AN 7] R 1) 25 Fh 22 i DL
TR BRI ERTT LA TEH LA MR T e 3% SR 11 1 BH 1A AH 3 FR #1149 4,
B ERIR SRR IR  BEIR TR IR - SR VIR K IR 28 IR W IR TR oK IR &
DR ERIR . C R FLIR A TR KIS IR  FFEIR \ 2 F2 3k LT IR « FF AT IR L R T IR L A
AT IR AN LT IR . 242 b nT B2 It ln sl 3k nT LURH 42 slCa AP 125 7 T B, 0 R (EAS PR
FUUF 0848 th andh sl o £h o hl 1 4 8 Eh e a2 A m DU e 34 2, B NX, ( Horp X
72 Cy o

[0051]  “ HARSFHRIR” 2 DL —Fhek 2 MpfcE 548 AT APt &4, Bz &4+
— A EANER T HIER IR AH A XU S HE, B AT DL AR . X4 AR S5 A TR
A B2 [ A7 AE V1, P4 sS B e TAL S BRSO U ko N EEAR, ZEVT e 2P B
R AT DL, AR B B ] RER AR A K

[0052]  WEFIEIE IR A, Horh, 01 58 1T AL & 5 252 b n 352 1 Bh s 5 LURR
ML &G IEFEREEART oK FEE O8 1- NEE SN - TR 5 TR
TN PR RN OHE R AT R FZE, 2K LB, R L 2- SR L
Foe s N= IR R N, N— AR AR H  N- AR G RA b e @ he il — 2k . K& 4)2
oA B B R K ST A . N ERAR, W2 T RIS 1T A SR e SCALHE T T vl RERIAT
i Lo 48] B B BT 3 PR R K S RS RS 4 o

[0053]  Rho ¥EEHIHIFIIL 5

[0054] W] T Ak B rho PR EIFML S EFEE N TR 1T W44, F1 / s L AR
SRR, I/ BRI 255 EnT 2 R R/ BRI ) BUKEY) .
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[0055]

A TR T ARG Hn] LULR X A R 1B A 2. AR, 3T A

LT H— B A A XA i BT A AR WS A A2 e 30 T RIS TT A X 28 51 1k

EYRIRAY, A FEATA LA 1 X B S A A E XS e S A AR /el e SRR TR A4
[0056] A. 1
[0057] =X 1 Wtk & -
[0058] 1
[0059]
R1/Q\N N2 N:RZ
Ny R3
[oos0] A A R, RALEEUCH y SEak 2L 5 5
[0061] Q& C= 0.50,8 (CRR,) ;;
[0062] n, /& 1.2 B3 ;
[0063] n, /& 1 8L 2;
[0064] n, & 0.1.2 8¢ 3 ;
[o065]  HiH T AACKIIMTIEM RIS 25 A ORg« NRgR, B SRy HUAX 5
[0066]
~ N2
N
N4
[0067] R, % AEEHUARE TSRS -
[0068]
M AN N
N~ t{N AN N
Ry - 1 Ry -2 Rz -3
0 QL
y N
NT N J*dN
Ry -4 Ry -5
[0069]  R,~R, JRA73h 2 H AT BEEUAR R BEEL L Ik ok 6 VIR 36 I 26 S IR B S e Bk IR 0t
Fedi LB e RS
[oo70]  FE TH, ARIER R, 2B J5 55, HA0IE I R, B2 EURH I, Lk r Q /& (CRR)
o EACIERT Q A& CH,, RIERYT n, A& 1 8L 2, IERT ny A& 1, JLIER) ny 22 1 8K 2, LIERT Ry-R, /&
Ho,
[0071] AU BHE—AN38 iy i = T AR, b R, AT IR EURIY) 5 9| kL Bl 6 M| k2
(Rg_l) o
[0072]  [la] 7ESEHE 72X 1 H, Ry-1 #— kMt sl s U AR
[0073]  [1b] ZESEHE 2 1 A, Ro-1 i — D EE AR R R 5 BRI B s 25 B L
o
[0074]  [lc] ZESZiti /78 1 A, R—1 SRR EBUR AT

9



CN 101583361 B WO B 7/90 B

[0075]  7E 55—l 77 s, AR B 2 TR, Kb Ry AT 5— S kL sk 6- 5+
WAL (R,-2) o

[0076]  [2a] fESKHTT =X 2 1, R=2 el > bk sl BRI

[0077]  [2b] 7ESEHE 73X 2 L R=2 i — DAL e 2 5 R AL Bt S S IR
o

[0078]  [2c] AESEHET 20 2 H, R=2 J2 REUAR I

[0079] 75— S 7y XA, AR T AER, b Ry ARIE B 4- ke ZE Bk 3- nik
WESE (Ry-3) o

[0080]  [3a] 7ESEE /72 3 Y, Ry=3 #f— Bk AN fe kBl i 3 AR AR

[0081]  [3b] 7ESLHE /75X 3 1, R=3 i — DB AR e & 5 R AL Bt S S U AR
o

[0082]  [3c] 7ESLUtE /730 3 Y, R=3 s REUARH .

[0083] {5 — S 7 A, AW 20 T AGER, b R, AU 7- Z AWk —4- 2
B T- AWK -5- 2 (R4 .

[0084]  [4a] 7ESLE 720 4 7, Ry—4 #f— e Z A Fe kBl i 3 B E U

[0085]  [4b] 7ESLHE /55X 4 1, R4 i — DB AN R S A R A B S B
o

[0086]  [4c] FESZiti /72X 4, R4 JERBURH,

[0087] 75 —SEjti 77 X, AR T AL, b R, ZAFIEEURR 4-(3- 22k -1, 2,
5 WM —4-FL ) RIEBEE 3- (8- &= & -1,2,5- BE =M —4-JL ) K3 R,-H)

[o088]  [5c] 7ESKIt /53X 5 1, Ry=5 s ARHUARI .

[0089] 75 —siiti Jy A, AR B T AR, Kb Ry B — AN B A 3 V&
Prdka ik ik B IR IR U RIS BT Ry-1 22 R,-5 i — e

[0090]  [6a] 7ESLHE /75X 6 1, R, #— AN AN 2 8 e 22 BRI

[0091]  [6b] 7ESLE /75X 6 1, R, #— Bk A& pe b & 2k R 5L Bkt A S AR IR L
o

[0092]  7E 55— jta 77 A, Ak B i T AR, A Ry &2 R-1 & R-5 TR —h, I
HARREALH

[0093]  7F 5 —siili 77 s, AR B R T AR, b R, 2 He

[0094]  7F 5 —sjili 77 s, AR B T AR, A Q2 (CRRy) 55 g 2 18X 26

[0095]  7F 55— sl 7y A, AR B T AR, b Q2 (CHY) s Hong 2 16

[0096] 75—ty A, AR A TAUK, X R, 2P ekEZMEIE IE 558 5
LSRN SR N R N B S St I R AN R oS BTN o E S TN T
FE BRI R BRI IR LR ER L (R ) BEdE. (ZRIR) MRFEEl (43R )
SERUREE BRI 7 BB 5 5, TR BUR IR e 1 — D A A

[0097] AR 11 ML EW LG4 1. 009.1.010,1. 011, 1. 012,1. 020, 1. 021,
1.030.1.034,1.037.1. 044.1. 047.1.076.1. 077.1. 083.2. 010.2. 011.2. 019.2. 020,
2.022.2.023 F12. 031, W FE 1 firs,

[0098]  7F 5 — Skl 7 :rp, AR o T AR, oUrp Ry 24— ek 2 A5 20 B E

10




CN 101583361 B WO B 8/90 T

U D7 B el g 0y 2k, BRI S an R Ry AR 2 AR PR AR Hol i i R 138 T R,
A ZEAREE & 2> — AR R 1, 58 AN PRS2 i SRS 2 AR R RS I
W EER TR T R, AR EEIE & 20— AN A B R T, 28 = AN PRI
2 WURBUEER  BEE “—-S0,~7 8 T R, M4 Ry A% — BUA - BURHT R-2,

[0099]  [12a] 7ESEHE 7 =X 12 71, & 4% R B B @ i A BRI I8 T R, o

[0100]  [12a] 7ESEHE 73X 12 1, & 24 1 UL I A kB “ —S-7 4 T R

[ot01]  AREESE 7 12 AL GRS 1. 001, 1. 002,1. 004, 1. 005,1. 038, 1. 048,
1. 055.1. 056.2. 002.2. 003.2. 005.2. 007.1. 003.1. 006,1. 007.1. 018.1. 039.1. 051,
1.058.1.060.1. 084.1. 085.1. 086.1. 087.1. 088.1. 090.1. 091.1. 092.1. 093.1. 094,
1.095.1.096.1. 097.1. 098.1. 102.1. 111,1.113.1. 115.1. 116.1. 117.1. 118.,1. 120,
1.121.1.123.1.124.1. 125.1. 126,1. 127.1. 128.1. 129.1. 130.2. 004.2. 008.2. 032,
2.033.2.034.2.035.2. 036.2. 037.2. 038.2. 039.2. 040.2. 041.2. 042.2. 043.2. 044,
1.008,1.017.1. 026, 1. 040 1. 074, 1. 075.2. 009, 2. 012.2. 021.2. 024.2. 026 F1 2. 029, 1
LI Fiw.

[0102] 7B 55—ty A, AR B T AR, b R B — DB E Mk RS R Ty
S DRI G REIGEE T A R T I QT R N S R I % 5 SR IR
W2 N R e R e B I R SR S R (238 ) fedd . (230 ) MdEak (2%
W) BRI O B By 05 2, XU R — AN B2 A E 4 R T IR e — 2
U, BRI 42 - R Ry BUREE 2 4B BRI I B & 2w BUREE R AR T R, Bk
b WA R R RS 2D AN EB R T

[0103]  ARERSZH 77 20 13 ML &5 1. 019, 1. 027,1. 028, 1. 029.1. 035, 1. 041,
1.042.1.043.1.057.1.061,1.099.1. 101.1. 103.1. 104.1. 105.1. 106.1. 107.1. 108,
110941, 112,11, 114, 1. 119 F1 1. 122, 40 R & T FioR.

[0104]  7E 55—ty A, AR B TR, X R, 2 — ek MGk It 5L Y
SEIGEHE T TG IE D BRI L 0T FE N O RG4S BRI B L A O BRI IR B A BR A
SIS eI PR AR I ISR I 2R (IR ) edE . (B3R ) MRkl (Z43F8) B
FERUARFEHUAR (1) 757 T B A% 55 3, TR AR AT 10— 2D AR s R, SR T I B Y 5 M| me it
(Ry=1) BK 5 FHEMIE (R,-2) .

[0105]  [14a] 7ESCHE /75 14 o, R, B— A 3R V&2 e 2 2 R B AR
SERUREATIE R 5- L (R-1) o

[o106]  [14b] fESEH 7K 14 o, R, &AL )& 20 pidh ik R IR Bt A
FEHUARTFAT LRI 5 SFEMRIE (R,-2) .

[0107]  [14c] fESEHETT X 14 1, R, 2 REUARH .

[ot08] AR 14 ML GG 1. 009.1.010,1. 011, 1. 012,1. 020, 1. 021
1.030.1.034.1.037.1.044.1.047.1.076,1. 077.1. 083.2.010.2.011.2.019.2. 020,
2.022.2.023 F1 2. 031, 1 FFE I fix.

[0109]  7E 57— 77 X, Ak B K T ARER, b Ry 2 — B A& 4% 5 U R
R 7 FE B 5 55, Ry AT B 5- WM (Ry—1) BK 5- ekt (R,-2) , PRS2 -
WER Ry BCAREE 2 JE MR BRI I HoE i ik IR 73 4 T R, IS A ZHURE & 20— AN B

11



CN 101583361 B WO B 9/90 T

B R T, 28 ZANBR AR - W R B 2 AR IR RS Rl A B R IR T R A
EANPARIEIE B 20— AN BB IR 1 508 AN BR A A < o SR A2 A QR A e A e
“=S0,~” ERT R, A R, AN REE - B - BRI R-2.

[o110]  [15a] 7ESEHE T2 15 W, R, 2 — DB AR gk )5 22k e i 2 5 R AR e A
SERUAREEAT LR 5- WML (R-1) o

[o111]  [15b] fESEHE 7 20 15 o, R, 2 — Dl AN Fidk )5 V2 2k ek 2 5 R AR e A
FERUARFAT R U 5- SFEmIE (R,-2) .

[o112]  [15c] 7ESEHETT =X 156 1, R, S REUAR .

[0113]  [15d] 7ESZiE 77 20 16 A1, & 4% 7 B @ i A B AU I8 T Ro

[o114]  [15e] 7ESEH 7 156 1, & 24 )i 1 (B IE B I A R B “ -S-7 38 T R

[o115] AR5 15 AL GG 1. 001, 1. 002,1. 004, 1. 005.1. 038, 1. 048,
1. 055.1. 056.2. 002.2. 003.2. 005.2. 007.1. 003.1. 006,1. 007.1. 018.1. 039.1. 051,
1.058.1.060.1.084.1.085.1.086,1.087.1.088.1.090.1.091.1.092.1.093.1. 094,
1.095.1.096.1. 097.1. 098.1. 102.1. 111.1.113.1. 115.1. 116.1. 117.1. 118.,1. 120,
1.121.1.123.1.124.1.125.1. 126,1. 127.1.128.1. 129.1. 130.2. 004.2. 008.2. 032,
2.033.2.034.2.035.2. 036.2. 037.2. 038.2. 039.2. 040.2. 041.2. 042.2. 043.2. 044,
1. 008.1. 017.1. 026+ 1. 040, 1. 074, 1. 075.2. 009.2. 012.2. 021.2. 024.2. 026 F1 2. 029, I
LI Fin.

[o116] 7B 55—ty A, AR TR, b R, B — DB E M JaEE B Ty
N o N R S N o S/ T SR B SN B SIS T S5 T ¢ N
IR EE I RE I P IR BEIEIA2E  Ie SE I IR (O3 ) e gt (3R ) MZiak (4%3F)
LB R 5 BB 05 28, Horh 2 /b — AN R — A B AN 4R U —
HUR, Ry ARTIEEURI 5- MIEEE (R-1) B 5- FMEMAIE (R,~2) , PRS2 Wik R, B
REEZAERERIE I BILE 23 T EURE R AEIE B T R, BBk b, IR 2% 5 24 R T HUREE &
A2 PNEBBR T

[0117]  [16a] 7ESEHE 7K 16 o, R, & ANEIE x5 &0 s a2 R R Bt 4
FERURILATIE IR 5- WML (R-1) o

[o118]  [16b] 7ESEHt 73X 16 o, R, & ANe Ik 3 a0 i dh a2k R AR Bt A
FERUARFAT R AR 5 SFEMRIE (R,-2) .

[o119]  [16¢] 7ESEHT7 =X 16 1, R, s REUARH .

[o120] AR5 16 AL G ARG 1. 019, 1. 027,1. 028, 1. 029.1. 035, 1. 041,
1.042.1.043.1.057.1. 061.1.099.1. 101.1. 103.1. 104.1. 105.1. 106.1. 107.1. 108,
1. 109, 1. 112, 1. 114, 1. 119 F1 1. 122, {1 F & T FiR.

[0121] B. A 11

[0122]  ARIERIA T L&MW R, = Ar-X BILED, 2 1T o -

[0123] A 11
“Ar- Ny
X-Ar Q\N N'Rz
\R3

[0124]
Ny

12



CN 101583361 B WO B 10/90 T

[0125] A .

[0126]  Ar s2 LI EOWIA 7 FL 8% 7 3, 2R3

[0127] X & Ar ERJ 1-3 DHUREE, 2 B E Y-7 B, Horb 7 348 T Ar

[0128] Y & Z BR—AeiEZNEUREE, & B L B (H, 3 s 2k i B, A4
{HARFR T ORgs NRgRgs NO,+ SR+ SORg+ SO,Rg+ SONR Ry« NRsSO,R+ OCF;+ CONRgRy« NR,C ( = 0) Ry+
NR,C ( = 0) ORy OC ( = 0) NRgR, 5% NR:C ( = 0) NRyR, 3

[0120]  HAEULN, Z MALHIIE B etk M PREL J7HE 7 B BEAL 7 BRI L D7 Bk

FE AT LRI IR (IR ) BB, (23R ek, (28 ) BREEBIANEALE 5

[0130]  Rg /& Ho e B 56 Bk 05 6 D BEIe 55 05 BE 0 256 O B L0 IR e 55 L R
W) BedEs (2830 MidE. (2830 ) BREEUNIN AT — B A R B A8 R 7 BUAR
5, AFEHAIR T OR,,« NRy,R;5« NO,« SRy« SOR,;~ SO,R,,« SO,NR, R,5+ NR;,;SO,R,,+ OCF,+ CONR, |R,,+
NR,,C( = 0) R« NR;;C( = 0) OR,,~ 0C( = 0)NR,,R,, 8K NR,,C( = 0) NR,R,; HUAY ;

[0131] Ry Al Ryo JRAZHISRE H B2 M S 05 38 5 2Rt 2 5 S5 2 L O B 28 I it
SR (IR ) Bk (930 ) ks, (430 ) BRELEIS FEH— DB A KRB A%
JEFHUARIE, IR HAPE T OR .« NR,R,s« NO,« SR,,« SOR,,~ SO,R, .+ SO,NR,,R;s« NR,,SO,R, 5+ OCF,+
CONR,,R;5s+ NR,,C ( = 0) Rz« NR,,C( = 0) OR,5» OC( = 0)NR,R,s Bk NR,,C( = 0)NRR, ¢ HUFL ;
[0132]  Rgv Ry R Ry W AL fil Wy A P 8 8 & & B F A 1 iE 8B
. -0-, -S—, —S0~. =S0,~ H -NR,,— ;

[0133] Ry, —R,, M7 2 Ho ek Mgk g OF 55 D5 e 2 07 B 2
BEINIR S e S e 2 IR B AR I BRI I L A 5 B A O SR e A | A
SEREE . (90 ) Fidk . (493F) MRk, (830 ) BREEEILIR.

[0134]  7E3X IT 0, ARG Y 42 H. g2 ORy NRgRy« NO, « SRg+ SORg« SO,Rg+ SO,NRgRy« NR;SO,R,«
OCF,+ CONRgRy+ NR;C ( = 0) Ry« NRC( = 0) ORy« 0C ( = 0) NRgR, B NR,C ( = 0) NR,R,,» AL
Y /& H. B25 . ORgs SRy SORg~ SO,Rg+ SO,NRGRy« NRiSO,Rg~ CONRRy B NReC ( = 0) NRyR, o5 HEIE T Z
SEREIE I FE ORI PRGN I IR B, B AL SR Z R A A
SEVIRBEEE, B AEALE, LR Q 2 (CRR,) s BALIE Q A2 CH,, RIERT n, 2 1 8K 2, Lk
[ ny & 1 LB ng A2 1 B 2, RIE N Re-R; & H, RIETT Ry J& HV e 0 SR pe 28 IR e 2
R R BN, AL Y Ry BUACIE R Hy B2 L OR,« NR;;Rj5« SRy, ~ SOR,;« SO,R,;« SONR, R,
NR;;SO,R 5~ CONR, R+ NR,,C (= 0) Rpos MEIENT R-R,- A& H BRI,

[0135] AR —AsLiti 77 X 1T AR, A R, 2R HUARR) 5 Mgl ek ul 6 Mg e
5 R

[0136]  [lal] AESEHETT 20 1o, Ry-1 f— ek A Fe ksl s 3 B ZE U

[0137]  [1b] 7ESCHE /75K 1 A, R-1 i — DB AN e i a5 R AL Bt S S U AR L
o

[0138]  [lc] 7ESEHt /X 1, R—1 2 ARHURT .

[0139]  7E % —szjiti 5 b, AR B H 11 A8, b R, AT 2B BRI 5- 5 bk Ik ui

13

IS
i

7y

Ju

NN

72

g

75 Rk
75 N 5



CN 101583361 B WO B 11/90 T

6— FHEIEE (R,-2) o

[0140]  [2a] AESKHETT =X 2 1, R=2 el A bk sl R IUA

[0141]  [2b] 7RSI 75K 2 L Ry=2 DU AN IR e 2 5 R AL Bt S S U IR L
o

[0142]  [2c] 7ESEI 73K 2 ), R=2 @ ARHUARI

[0143]  7E 57—l 77 0, AR B 0 1T AR, U Ry RATIEEUAR Y 4- nibme L sk 3- it
mEEE (R,=3)

[0144]  [3a] 7ESEHE 720 3 o, Ry=3 #f— Bk 2 AN fe kBl i 3 B R U

[0145]  [3b] 7ESCHE /75X 3 1, Ry=3 i — DB AR S & A R R Bt S S U AR
o

[o146]  [3c] 7ESEUE /70 3 Y, R=3 S REUARH .

[0147] 75 55—l 77 0, AR B 8 LT AR, =0 Ry AR IR BRI 7- A AWk —4- 5
B T- AWK -5- 2 (R4 .

[o148]  [4a] fESEE 720 4 7, Ry—4 #f— ek A Fe ksl i 3 U E U

[0149]  [4b] 7ESCHE /75K 4 1, R4 i — DB A e S A R A B S B B AR
o

[0150]  [4c] 7L TN 4 7, R~4 2 REUR .

[0151]  7E5 Skt /7 Xrp, AR BT 1T AR, N Ry 2R BT 4- (3- 22k -1, 2,
5— Wk —4- JL ) ZRFLEL 3- (3- &3 1,2, 5- BE M —4- 3L ) 2R (Ry5) o

[0152]  [5c] 7ESEHE T 5 Y, R—5 SR RHUARH .

[0153] 75—z 5 b, AR R I A, b R, B — P et &
SRR I R R B A R U IR M ZE T Ry-1 22 Ry—5 R — il

[0154]  [6a] 7ESKIt 773X 6 1, R, B — A B ANk sl 2= BRI IR

[0155]  [6b] 7S 773X 6 41, R, #— A EUE A2 gk 2 2k R 58 Bibe S SR AR IR Y
o

[0156]  7E 55—ty X, AR B TT AR, A Ry 2 3EH] R-1 2 R-5 H—Ff, IF
HARREURH

[0157] 5 — 32t 7 U, AR B Hal 1T A%, A R, 22 He

[0158]  7F 5 —siili 77 s, AR B R 1T AR, Kb Q /2 (CRRy) s 0y 42 1 8K 2,

[0159]  7F 55— sl 77 X, AR B 8 1T A3, b Q2 (CHY) 0 Hong 42 1

[0160]  7E%—5ii 7 s, AR B H R 1T AR, Hidh 7 R4k (BRIt D53 5 ek Y
FEIREE TR A 0T RO B L AR O B T O T B IR B IR R A L R
PRI GBS e I IR . (B0 ) it (IR ) JRZREL (2930 ) B,

[ot61] AR 11 AL E LG4 1. 009.1.010,1. 011, 1. 012,1. 020, 1. 021,
1.030.1.034.1.037.1.044.1.047.1.076.1.077.1.083.2.010.2.011.2.019.2. 020,
2.022.2.023 F12.031, 1 FFE I fix.

[o162] 7B —5ili 5 s, AR B R 1T, b Z A2 1E, Y & & R FEURE, s
{HASPE T ORg+ NRgRg~ SR+ SORg SO,Rg+ SO,NRgRy« NRgSO,R,+ CONRgR,« NRsC ( = 0) Rys NRLC ( = 0)
ORg~ 0C ( = 0) NRgR, B NRC ( = 0) NR4R,, PRSI W FHUARTE Y 2 AEFR BRI FF i i e

14

Ll



CN 101583361 B WO B 12/90 T

JRFERT Ar, IBAZEREE S 20— R R, 58 A BRI 2 - SR EAEE Y
S AR EU RIS Rl A s EUR TR T Ar, B AZEUREE IR & 20— M A Bl R T
5 AN BREI A, W SRR Y B L s “-S0,-” R T Ar, TBA R, ANRE - B - B
I Ry-2.

[0163]  [12a] 7ESEHE 7 =X 12 71, & 4% R R B @ A BRI I8 T R o

[0164]  [12a] 7ESEjE /7 20 12 1, & 2% R 7 U il D ok B “ —S—7 & T R,

[o165] AR X 12 MG EFE LAY 1. 0011, 002,1. 004.1. 005, 1. 038, 1. 048,
1. 055.1. 056.2. 002.2. 003.2. 005.2. 007.1. 003.1. 006,1. 007.1. 018.1. 039.1. 051,
1.058.1.060.1.084.1.085,1.086,1.087.1.088,1.090,1.091.1.092.1.093.1. 094,
1.095.1.096.1.097.1.098,1. 102, 1. 111.1. 113.1. 115.1. 116, 1. 117.1. 118,1. 120,
1.121.1.123,1. 124,1. 125.1. 126,1. 127.1. 128.1. 129.1. 130.2. 004.2. 008.2. 032,
2.033.2.034.2.035.2. 036.2. 037.2. 038.2. 039.2. 040.2. 041.2. 042.2. 043.2. 044,
1.008,1.017.1. 026 1. 040 1. 074, 1. 075.2. 009.2. 012.2. 021.2. 024.2. 026 F1 2. 029, 17
LI Fiw.

[o166]  {E55—5zfiti 7 b, AR B a0 11 AR, AP 7 i3t VS s o7 3k o7 e
S O BRI SR (GO B AR O B B AR BEIA B L Ay BRI AR I A 2 A
PRI BRI 2 IR IR VAR (R ) Bt (%R ) MsEEl (43R ) Bk, ¥
T E R PR, A FEE AP T :0Rgy NRgRy+ NO,+ SRg+ SORg+ SO,Rg+ SO,NRgRg+ NRgSO,Ry+ OCF,+
CONRgRg~ NRsC ( = 0) Rgx NRLC ( = 0) ORy 0C( = 0) NRgR, B NR,C ( = 0) NRGR, o, PRI S AT A2 <01
R 7 AR HBARIE H Y %A 7 BT Ar 10k L, B4 Y SH 2D —NEBLR .

[o167]  AAERSEHETT =X 13 A& EFEAY 1. 019.1. 027.1. 028.1. 029, 1. 035, 1. 041,
1.042.1.043.1.057.1.061,1.099.1. 101.1. 103.1. 104.1. 105.1. 106.1. 107.1. 108,
110941, 112,11, 114, 1. 119 F1 1. 122, 40 R & T FioR.

[o168]  fE5 —5zliy b, ARl 11 483K, b 7 S mdk bt 9556 05 R e 36 L 7
SEIREE DT TR 8 0T IR A S BRI L RO BRI I L A O BRI IR IR R B
B INGE IR BE IR PE I IR L (28R ) BEdE (IR ) BFEEL (4538 ) B3, R, AT
AR 5- WML (R—1) B 5— ML (R,-2) .

[0169]  [14a] 7ESCHE /75X 14 o, R, B— N EE A 3 V&2 i 2 2 R B A
SERUREATIE R 5- ML (R-1) o

[0170]  [14b] fESEHET7 20 14 o, R, f2 — DA pidk )5 22k pedk a5 R AR e A
FEHUARFEAT LRI 5 SFEmIE (R,-2) .

[0171]  [14c] fESEHET7 X 14 1, R, 2 REUARH .

[0172]  ARERSLHETT X 14 K& EFEAY 1.009.1.010.1. 011.1. 012,1. 020, 1. 021,
1.030.1.034,1.037.1. 044.1. 047.1.076,1. 077.1. 083.2.010.2. 011.2. 019.2. 020,
2.022.2.023 F12. 031, 1 FFE I fim.

[0173] {57 —sili 7 0, AR B R 1A, b Z A7 18, Y 2 & R R FIRBURE, &
FEEHAPRE T :0Rg« NRiRg~ SRg~ SORy SO,Rg« SO,NRgRy+ NRgSO,R,« CONRgRy+ NRLC ( = 0) Ry« NR,C ( =
0) ORg~ OC( = 0) NRgR, B NR;C( = 0) NRR, o, R, A LIEHUARHT 5- ML (R,-1) BR 5- ik
5 (R=2), PRI A« an R HRES Y R AE R BUREE I ol e Jr 782 T Ar, A% HUAR

15

3



CN 101583361 B WO B 13/90 T

BEEARD ARG, 5B ARSI AR B Y R IR EURE I B4
BUAUR PR T Ar, IS AZEUREE 5 20— BB IR 1, 55 AN BR S A2, a0
SLHUACEE Y i “-S0,-7 T Ar, B4 R, ARA - BUA - BURH R-2,

[0174]  [15a] fESEHT7 5N 16 o, Ry & — AN e sk i 3 22k sk 2k R A sib 4
SERUAREEAT LR 5- WML (R-1) o

[0175]  [15b] fESEHE 720 15 o, R, 2 — D ElE AN Fidk )5 V2 2k ek 2 5 R AR Blie A
FERUARFAT R U 5- SFEmIE (R,-2) .

[0176]  [15c] 7ESEHE T =X 156 11, R, S REUARH .

[0177]1  [15d] 7E5EHE T 5K 156 1, S 2% R 7 I B B o A B AR 7358 T Ry

[0178]  [15e] 7ESEHt 7 156 1, & 24 )i+ (R UL I A R B “ -S-7 38 T R

[o179]  ARERSLE 75 156 AL GG 1. 001, 1. 002,1. 004, 1. 005.1. 038, 1. 048,
1. 055.1. 056.2. 002.2. 003.2. 005.2. 007.1. 003.1. 006,1. 007.1. 018.1. 039.1. 051,
1.058.1.060.1.084.1.085.1.086,1.087.1.088.1.090.1.091.1.092.1.093.1. 094,
1.095.1.096.1. 097.1. 098.1. 102.1. 111.1.113.1. 115.1. 116.1. 117.1. 118.,1. 120,
1.121.1.123.1.124.1.125.1. 126.1. 127.1.128.1. 129.1. 130.2. 004.2. 008.2. 032,
2.033.2.034.2.035.2.036.2. 037.2. 038.2. 039.2. 040.2. 041.2. 042.2. 043.2.044,
1.008,1.017.1. 026, 1. 040 1. 074, 1. 075.2. 009.2. 012.2. 021.2. 024.2. 026 F1 2. 029, 10
TR PR

[o180] 7B —5ii 7 b, AR B H 1T AREE, b 7 R e dk ik Vg L 07 3k Y St
BE 5 TR GBI TN 5 B B0 B AR BRI L 0 BRI IR IR L IR
FEIERETS RS IA I N B I IR (230 ) el (230 ) MA2EEk (2938 ) H, ¥
SO R FHURIE, AFEHABE T :0Rg« NRgRg« NO,+ SRy SORg+ SO,Rg+ SO,NRyR, « NR;SO,R,« OCF
CONRyRy«NRsC ( = 0) Ry« NR;C ( = 0) OR,0C ( = 0) NR;R, B NR,C ( = 0)NRR,q» H. R, AT HEHAL
(1) 5 M| et (R-1) B 5— FEmbkIE (R,-2) , PRS2 i Z 2 AEM A B Y ¥ 7E Z
VT Ar ORR L, A Y SH 2D —DNRESIR R T

[o181]  [16a] 7ESEHE 73X 16 o, R, &AM x5 &0 st a2 R R Bt 4
FERURILATIE IR 5- WML (R-1) o

[o182]  [16b] 7ESEHt /73X 16 o, R, & ANedE & & 0 i dE s ik R IR Bt 4
FEEUREATIE B 5 FMEMEE (R,-2) .

[0183]  [16c] 7ESZi /70 16 1, R, AEAREARH

[o184] AR S r 5K 16 LGP ARG 1. 019, 1. 027,1. 028, 1. 029.1. 035, 1. 041,
1.042.1.043.1.057.1. 061.1.099.1. 101.1. 103.1. 104.1. 105.1. 106.1. 107.1. 108,
1.109.1. 112, 1. 114.1. 119 F1 1. 122, T F £ T fizm,

[0185]  {E=X TT (sl r =X 11-16 H, fLik i Q /& (CR,Ry) ,pr EARIEN Q A2 CH,, FLIEN n,
JE 182, LR ny /& 1, ARIER ng 2 1 3R 2, RIER Ry & He

(01861 AR BHALA W] H THRRHS A, 150 2 BRAKHR ) R BUA YT B LR . O T ERREFRY
A BERIT A Y0 AT SR 1) D8O 2 1R 25 30 2 R M, 49 4 R 1) 27 0 IR
RIAPRBENE B, #5 M B Be A 4k &4 B DLk i WOBCRE I, R & A AR R R 0 it
H o 1%, #a /N R IR E fe L &9 HA R AF ) ROCK FHITh 28

16



CN 101583361 B WO B 14/90 T

[o187]  ARBIANRIL, X T Hh i Ry BUREEFN 1T iy X 2 254K30 J) 2% 4 5UF ROCK FH]
A S R 2 . AR BN AL AL BEIR 3R 255 E AT ROCK 017 D) 3 e AL &
Yo BARUL, # Rk B R AL S, Rl 2 FiRC TR IT sty =X 11.12.13.14.15
F1 16 Fi7 H LA A W0 i BB R 3t A HE A 88 1) ROCK PRSP #5717 /N5
NRTEE BE A AL A9, i FaRsX TR TT st /7 2 11.12.13.14.15 1 16 fe H L &4 B
4 ROCK FhBE 1 AL 5 (K IR BRI E 1

[o188] = I FIo [T AL APEI RS W F3 1. DL L nnn F1 2. nnn 228 00F 01X 264k
YRGBT S, 1. nnn RIALED T R, £ R,-1, 2. nnn KL EY)H R, 2 R,-2, HoR
WA GRS FFE R R, (IR R A HE, AELL NS5 R, o T R W R h B g &l e
HAR SRR ITE R BAR SRR 22 IR 45 R SR IR RIS AR 2= 850 24 m] =2k
TGN A ) (1) ST A S KA AR 5 2% 5 KA 2% B SR PR AT T 6 1 7 A S ) AR B AT AT BB 1) ST 4
SRRIREY)

[o189] K I. /RHIHALEY).

17



CN 101583361 B WO B 15/90 T

wEy &t LT R

N
N \N
1001 o\\ N/ 10\ 7\ 8\ 9\ 10\
2 N 12. 15¢

N-(1-(4-(FF B 3 ) 2 ) DR e -3- 2 ) -1 H-Pg| M -6- i

1.002 O/ \@\,N 1¢c. 7. 8. 9. 10.
H 12, 15¢
3-((3-(1H- ﬂ?lﬂ&-S-E’i’LE)FHﬁﬂE 1-35) F 2 )RR
1003 ¢|\ O/\O/ \GE\\ 1c. 7. 8. 9, 10,
N 12a. 15c. 15d
N-(4-((3- (1H—ﬂ5']ﬂ‘Il‘ 5- %i\.%)”}fﬁ% 1 E)Eﬁ%)za:% Z. B

1.004 Q/\ \@\ 1c.7. 8. 9. 10,
12, 15¢

/ \\
N-(1-(4 Eﬁﬁﬁ@%%)ﬂr%)ﬂttﬂ%k* 3-3)-1H-15| M -5-%

[0190] :D/
1,005 \@\ \O\’\ 1c. 7. 8. 9. 10,
12, 15¢

3-((3-(1H-Fg| - 5-%’5&%)'%"%)5‘% 1- %)ﬁ%)—kﬂi

os
)\ @f\\N 1. 7. 8. 9. 10
1.006 N N

12a. 15c. 15d

H
N-(4-((3- (1H-“9Iﬂélé 5-%%%)%[:“%#* 1-55) ) FH) LB

Q\ : : 1c. 7. 8. 9. 10,

12a. 15c¢. 15d

1.007

\
N-(1-(4-(3-(— A EE S5 ) T A2k ) 55 ) i % 42 -3-2 )- 1 H-F3
M- 5-H§

1008 /©/\ U \©\/\\ 1c, 7. 8, 9 10,
' N 12b, 15c. 15e

N-(1-(4-(FF AR ) 58 ) IR 0 - 3-8 )- 1 H-15| k-5

I

18



i M B

CN 101583361 B 16/90 71
wEY LR R
O/ \Qf\ 1¢c. 7. 8. 9. 10,
1.009 ‘/‘/\ 11, 14c
N-(1-(Bk K -4-5 L) IR e -3- % ~1 H-Rg| M -5- i
/Q/\O/ \©\/\ 1¢. 7. 8. 9. 10,
1.010 (\N 11, 14c
1H-H7Kﬂ% 1-38 )% 25 IR e - 3-%) 1 H-15| 8 -5-fi%
N N A
1011 /QAOV \<I\,N 1¢. 7. 8. 9. 10,
' N N 11, 14c
N-(1-(4- (uttumfe 1-5)FE) IR - 3 FE)-1 H-15| e -5- i
/©/\©/ \©j\ 1¢c. 7. 8. 9. 10,
1.012 11, 14c
N-(1 (4- EMM&%%W&% 3-8 )-1H-15| e -5-F%
[0191] H
N N
1.013 N 1¢. 7. 8. 9. 10
H
N-(1-(4-53 T 5% 5 ) IR 1E -3- %) 1H-15| i -5-fi&
oy @F
1.014 N 1c. 7. 8. 9. 10
N-(1-(4-T F% 5 ) IR g -3- % -1 H-15] e - 5
1.015 /L /Q/\J \Q\/\ 1c. 7. 8. 9. 10
N-(1-(4-7 N EHE R 2R kE-3-%)- 1H—“§ll1élé 5-f%
1.016 \é/\o \©\/\ 1c. 7. 8. 9. 10
-(2,3- . HF E A E)IRBE-3- %) 1H-IJB‘IF1*IIA 5-f%
\
1c. 7. 8. 9. 10.
o | S Cf @CN
H

N-(1-(4-( Z 5% 5 )7 B VR e -3- 2 )-1 H-15| k-5

12b. 15¢. 15e

19



i M B

CN 101583361 B 17/90 T
&Y SE e 7 R
1c. 7+ 8+ 9. 10,
1.018 F'<>\/\of<jﬂ<:r \©\/\ 12a, 15c. 15d
2-(4-((3-(1 H-P5] Mk -5 5 ZE ) IR B -1 %)EFE %’fn%mﬁ?
| v@AU \©f\\N 1c. 7. 8. 9. 10,
1.019 N H 13, 16¢c
N-(1-(4-((= P HEE ) P 7)) R 5 ) Uk vg -3-55 )-1 H-5] 14 -5-f%
H
N
oRes
N 1¢c. 7+ 8. 9. 10,
R VQA N 11. 14c
H
N-(1-(4-3F A B 5 )R e -3-5 ) -1 H-15| M4 -5- i
H
N
N A
N 1¢. 7. 8. 9. 10,
1.021 AQ/\O/ m 11. 14c
N-(1-(3-34 7 22 2 )UK e -3~ )-1 H-15| M -5-fi
F N H A\
019211 4022 "~ /Q/\O/ \Q:}N 1c. 7. 8, 9. 10
F O H
N-(1-(4-(= 5 48 3 ) 350 ) R 0 - 3- 3 )-1 H-M5) Mk -5 -z
H
N N N
1.023 N 1c. 7. 8. 9. 10
H
N-(1-(4-5 73 3 3 25 ) IR 0 -3-3 )-1 H-15) Mk -5- %
1.024 /©/\©/ \Qf\ 1c. 7. 8. 9. 10
N-(1-(2,4-— F B35 B ) DR 1 - 3- %) 1H—ﬂé'lﬂ% 5-Jiiz
N \W
1.025 HO N 1c. 7. 8. 9. 10
H
(4-((3-(1 H-15| Wk -5-FE 57, F5E )UK et -1 -k ) B L ) 29 L ) R i
H
A I
N 1c. 7. 8. 9. 10,
1.026 S O/ \©\/”\ 12b. 15¢. 15e
N-(1-(4-(FF TR % 55 )% 5 ) IR 0iE - 3- 3% )- 1 H-W5| P -5- iz

20



CN 101583361 B WO B 18/90 T

ey ) LT
N
H N \
O N N’N 10\ 7\ 8\ 9\ 10\
1.027 7< bl H 13, 16c

4-((3-(1H-"3] 1 -5-FL A IR BE-1-F) P 3 F HEAE FR R
T B

y
SRes
N 1¢. 7. 8, 9. 10,
1.028 /S\/@\ N’ 13. 16¢c

N-(1-(4-( P B 2 PP 3 ) "R 3 ) DR e - 3 H)- 1H-ﬂ5'|'1% 5-}%

- ,,\/Q/\O/ \@\ 1c. 7. 8. 9. 10.
1.029 13, 16c

ﬂ%ﬁﬁ?ﬁ%‘?%ﬁ:%)wﬁkﬂﬁé H)- 1H-”5‘Iﬂ§é 5-Jt%

O/ \©f\ 1c. 7. 8. 9. 10.
1.030 11, 14c
9 S

N-(1-(4-(BE %3 -2- %)%%)“}Iiﬂ?t 3-2£)-1H-I5| E-5-i%

[0193] D’
1.031 Q—\ 1c. 7. 8. 9. 10

1-F ERIRH P -4- E 1H—“§‘Iﬂ§é 5-Jf%

1.032 /Q/\O/ KI\ 1c. 7. 8. 9. 10

N-(1- (4 F) W EH) WL’EPE 3-%)- 1H-ﬂ91ﬂ$ 5-i%

1.033 \/©/\O/ \@\ 1c. 7. 8. 9, 10

-(4-ZERE )R IE - 3-%) 1H- “ﬁlﬂ%-S-Hﬁ

\
1c. 7. 8+ 9. 10,
1.034 /Q/\O/ H 11, 14c

-(1-(4- L PR EEFF B IR BE -3- %) 1H-15| -5

1c. 7. 8. 9. 10,
1.035 \/©/\O/ \©(\ 13. 16¢

N-(1-(4-(Z 2 F 25) R ) IR B -3-3% ) 1H-ﬂ5'lﬂ§é 5-fi%

21



CN 101583361 B WO B 19/90 T

wEY 9 VN

1.036 \(D/\O/ ©\/\ 1c. 7. 8. 9. 10

1H-“§I“¥ 5-%5&%)%2% 1-5E) R ) K3 ) 2 T

1.037 \D/\U \@N 1c. 7. 8. 9. 10.
' X N 11. 14c

N-(1-(4- 24 B 55 )R Be -3- 3 )- 1 H-15| e -5- i

N
N N 1c. 7. 8. 9. 10.
1.038 P N 12. 15¢
NZ H ’

4-((3-(1H-M5| Mg -5-F 21 55 ) R i -1 -5 ) FF 28 ) R B

H
A~0 N

- HO @AU \©j\\IN fc. 7. 8. 9. 10,

| N 12a. 15c. 15d

2-(3-((3-(1H-H] %5-%’5&%)%% 1-5) I )R A ) L/

\
1c. 7. 8. 9. 10,
1.040 @AO/ \©\/,: 12b. 15¢c. 15e

N- (1 -(3-(FF i 34 ) K )UK g -3- %) 1 H-Rg| k-5

\\
3 1c. 7. 8. 9. 10,
1.041 /\Q/\O/ \©\/\ 13. 16¢c

N-(1-(3-( FF I B 2 FF 2 )56 55 ) Wik e -3-2E)- 1H-ﬂ5'|ﬂ§é 5-i%

N
‘ 1c. 7. 8. 9. 10,
N Al
1.042 Ho. & H 13, 16¢c

3-(4-((3-(1H-15] e- 5 Sk YR e -1 - ) P 26 ) 6 ) TR -2- 4R
-E

N
/\/Q/\U \GE\\IN
N 1c. 7. 8. 9. 10.
1.043 F H
13. 16¢c
HO

4-(4-((3-(1 H-15] Me-5-35 S 3 ) UR W -1 38 ) 0 98) T -3- 4
e

[0194]

T

22



CN 101583361 B WO B 20/90 BT

weth &ty S VN

o
U \Qf\\'N 1c. 7. 8. 9. 10
N ~ ~ > ~ ~
1.044 F H 11. 14c

N-(1-(4-(4 I 2 2 BRFE ) 3 )UK I -3-3 )- 1 H-15| ML -5-fi

B N
r N N\
1.045 N 1c. 7. 8. 9. 10
H

N-(1-(3-1RF 3 )UK U2 - 3-%) 1 H-3| W -5

\
1.046 O/\Cr \©:: 1c. 7. 8. 9. 10

3-((3-(1H-F5] me-5-H = H ) ")EHE 1-2) EF‘

1c. 7. 8. 9. 10.
1.047 \QAU \©\/H\ 11, 14c

N-(1- (3 LR IR IR -3- %) 1 H-15| -5

g P
[0195]  oas & \©/\©/ 1c. 7. 8. 9. 10,
. 12, 15¢

N-(1-(3-(HF BRI 5 ) 5 55 UK B -3- ) - 1H—“9|“¥ 5-fix

\
1a. 6a. 8. 9.
1.049 Q/\O/ \@Efl 10

N-(1-F B Ok BE-3-4 )- 3-‘13% 1H-U§Iﬂ% 5-i%
NH,

1b. 6b. 8. 9.
1.050 Q/\Cr \E:E< 10

N5 (1 -R E IR IE -3-3 )- 1H-H5ID% 3 5-_ %

X @U
1.051

N-(3-((3-(1H-15| i 5-%%% “)f(% 1-2) F &)

4

\

1c. 7. 8. 9. 10,
12a. 15c. 156d

9

rides

B A

1.052 (DAO/ \©f\ 1c, 7. 8. 9. 10

N-(1-(4 F BRI -5k F ) IR BE -3-2 )-1H- ﬂ?lﬂélé-S-Htc

23



CN 101583361 B WO B 21/90 T

ey & ST R

0 N
ssgease
1.053 o) H 1c. 7. 8. 9. 10

N-(1-((2,3- " Z K FH[b][1,4] — A 243F O 45 -6-7E ) 7 3% ) IR ng
-3-3E)-1H-15] M -5-J%
H

N
1.054 S ” 1c. 7. 8. 9. 10

N-(1-(E FF [b] 5 Wy -5-5 B & IR 0 -3-4E )- 1 H-Fg| M4 -5-fi%
o)

H
N
H2N N \ N N ~ ~
o /LKO/\O/ \Qj"‘ 1c. 7. 8. 9. 10
N 12. 15¢
H

3-((3-(1H-M3] me-5-FE o FE )R e - 1-28 ) FF 35 ) X H B AR
HN. 2 H

S N
056 o4 OAU \©\/\\N 1c. 7, 8 9, 10,
' N 12, 15¢
H

3-((3-(1H-N5| e -5-HE 5 ) WK e -1- 55 ) FF 3 ) A B T 1
0

74 P& ¥
¢ C\ ~ h Y hY Y
1.057 N 13. 16¢

3-((3~(1 H-Rg| e -5 4 4 ) UK Wi -1 -5 ) AR 28 ) R B R R R AL
T

HO/\/O
1,058 1c. 7. 8. 9. 10,

12a, 15c. 15d
2-(5-((3-(1 H-15| e -5-FE 5 3 IR e -1-3& ) FF 3 )-2-
%)mﬁ

N\
1.059 DA(:( \©\/N\ 1c. 7. 8. 9. 10

5-((3- (1H—ﬂ§Iﬂ% 5552 3 )UK e - 1 %)Eﬁ%)

1.060 O/ \©\/\,N 1c. 7. 8. 9. 10,

- 'lj 12a. 15¢c. 15d

2-(3-((3-(1H-F3 M -5-FE H HE )R E -1-F) F ) KA H) LR
2B

[0196]

Z/

—E[I

24



CN 101583361 B WO B 22/90 BT

ey LT K

\
1c. 7. 8. 9. 10,
1.061 U\O/ \©fN\ 13, 16¢c

N-(1-(3-(F 2 F 5 ) 5 ) IR0 - 3 3)-1H-15| -5

& “
1.062 \Q/\ 1c.

H
N-(1-(3, 4- S B IHE M g -3-3)-1 H-M5) I -5 ¢

1.063 >§©/\©/ \@\ 1c, 7. 8, 9, 10

N-(1-(3- (éﬁﬁf’ﬁ R ) IR U - 3-%) 1H—D5‘|WI“ 5-Ji%

F Ot
1.064 F @N 1c. 7. 8. 9. 10
N

N-(1-(3-(= %6 28 ) 35 2 Yt i e - 3 #)-1H- ﬂﬁlﬂﬁé 5-J1%

[0197]
1.065 1c. 7. 8. 9, 10

N-(1-(3- Zﬂg%%w&%-&%) 1H-ﬂ§|ﬂ_énIA 5-Jf&

1.066 \Q/\O/ @j\ 1c. 7. 8. 9. 10

N-(1- (3 5 R 5 ) OR B2 -3-3 )-1H- ﬂé‘l% 5-&

1.067 @AU \©f\ 1c. 7. 8. 9. 10

-(1-(2-F & IR BE -3- %) 1H- u%lﬂ& 5-J1%

N\
1.068 D/\O/ \CE\ 1. 7+ 8+ 9. 10

((3-(1H-Fg| Mg -5k 4 ) O B -1 %)‘?%) 2 AR K B

1.069 /©/ \©/\O/ \@\ 1. 7. 8. 9. 10

N-(1-(3-(4-F A 3 )R 55 )UR BE -3- 3% )- 1 H-5 Ik -

T

~

. 8.9.10

Z/

(_nI

25



CN 101583361 B WO B 23/90 T

ey k) 9 VEN

1.070 XQ/ \©/\©/ \@\ 1c. 7. 8, 9. 10

N-(1-(3-(3-(= ﬁ%%)zt’fn%)*% R B -3 )- 1H-ﬂ9lﬂ$ 5-

1.071 @AO/ \Qf\ 1c. 7. 8. 9. 10

-(1-(2, 5-H/§¥%)”}Eﬂﬁ 3- %) 1 H-15| -5 %

F
N N\
1.072 i@ﬁgf \EEEN\ 1c. 7. 8. 9. 10

(S)-N-(1-(3,4-— %E)WE% 3-%)- 1H-”§|“¥ 5-i&

F N
N W
1.073 j©/\© \Qf\ 1c. 7. 8 9. 10

(R)-N-(1-(3,4-— T % 3 )UK Be - 3- %k )-1 H- 15| e -5- 1%

X
~s N 12b. 15c. 15e
(R)-N-(1-(4-(FF i 25 ) 5 ) ik g 3 3 )-1 H-P3)| P88 -5-
\
1075 /©/\ O \©f£ "2, 150, 150
(S)-N-(1-(4 ﬁﬂﬁ%)*%)w&nﬁ 3-3%)-1 H-15| -5

1¢. 7. 8. 9. 10,
1.076 /©AO \©\A 11. 14c

(R)-N-(1-(4- Z B ) Uk B - 3-%) 1H-|515'|11élé 5-i%

1c. 7~ 8. 9. 10.
Hor /©/\©, \©\/\ 11, 14c

(S)-N-(1-(4-Z S FE 5 ) Wfﬁﬂ%% #)- 1H-ﬂ5'lﬂék 5-f

1.078 /@O \©f\ 1c. 7. 8. 9. 10

(S)-N-(1-(4-F =4 B ) IR BE -3- 3 )- 1H-“§|W‘I"‘ 5-1&

[0198]

26



CN 101583361 B WO B 24/90 T

ey EY WS

(S)-N-(1- (4 AR R 2 ) DR e - 3-%) 1H—U3|D§é 5-f&

1.080 jg/\g \©f\ 1c. 7. 8. 9. 10

(S)-N-(1-(3,4-— %ﬂc%)ﬂ)&uff-s #)- 1H-ﬂ§lﬂ& 5-f&

A\
1.081 Q/\U \©\/r: 1c. 7. 8. 9, 10
N(1

# ) K B -3- E 1H-“§‘|%-5 f%

N-(1-((1H-¥5[% -G-E)Er'%)WE% 3-#) 1H-”§Iﬂélé 5-f&

\
1c. 7. 8+ 9. 10,
o8 )ij/\(j \@; 11. 14c

5-((3-(1 H-P5] P -5-F & 2k ) Dk e - 1 %)Eﬁ%) 2 Ay

Ho\/\/o\©/\ Cr
1.084 [ I 1¢c. 7. 8. 9. 10,

12a. 15c. 15d
3-(3-((3~(1H-5] -5 Eﬁ%)@'ﬁ"ﬁ -1- %)EF%)Z!S@%)W -1-

A0
o8 HN \©A O/ \©\/\\ 1c. 7. 8. 9. 10.
: N 12a. 15¢c. 15d

N-(1-(3- ( - CE )T )R IE -3-5E)-1H-5| 18-

1c. 7. 8+ 9 10,
1.086 \©/\©/ \©f\ 12a. 15c. 15d

2-(3-((3-(1H-15| M -5-F o 5 )k BE -1 %)EF‘EHK’%T%

aefeA @
1.087 l/ 1c. 7., 8. 9. 10,

12a. 15c. 15d

[0199]

I

N-(3-((3-(1 H-15] - 5 S Fk bk s 452 - 1-3 ) B 4 ) 2K k) Y
B ik

27



CN 101583361 B WO B 25/90 T

a4 L) S 7

N
~
1.088 HO " 1e. 7. 84 9 10,

12a. 15c. 15d

H
2-(3-((3-( 1 H-15| 1A -5- 5 5 R Yt 8 Je-1-38 ) R R ) R ) &

H
HN N
N N
1.089 ;@AO/ \<I\'N 1c. 7. 8. 9. 10
Cl ”

N-(1-(3-& & -4-FF )R I 3-%) 1 H-15] -5

(@)
o~ Chg \@\\
1.090 N 1c. 7. 8. 9. 10,

12a. 15c. 15d
(S)-2-(3-((3-(1H-"5| m-5- %%%)Wﬁﬂﬁ 1 %)Eﬁﬁ)mﬁﬁ

~ s”
Aeashes
1,091 O 1¢. 7+ 8. 9, 10,

12a. 15c. 15d
(S)-N-(3-((3-(1H-F3| -5~ Eﬂ%)ﬂ)ﬁﬂﬁ 1- E)Eﬁ%)zt%)ﬁﬂﬁ%

O/\/OO/\O \@\ ‘
1.092 N 1¢+ 7+ 8. 9. 10,

12a. 15¢c. 15d
(R)-2-(3-((3-(1H-15| M:-5- %%% WRHE-1-5) B HE)EEHE) L

,,\;)@”Q O? o 72 8,9, 10
1.093 C\7\ \9\ ~

12a. 15¢. 15d
(R)-N-(3-((3-(1H-15] me-5-3 28 2k ) UR HE -1- 3 ) Eﬁ%)z&% FH 1
Bt &

N
/\/O\G\NQ’ @—\\
1.094 HO N 1¢. 7. 8. 9. 10,

12a. 15¢c. 15d

[0200]

/

I

H
(S)-2-(3-((3-(1 H-13] na -5 0 6 )UHE I -1 -5 ) P ) 2 1 )
L

1.095 "‘ 1¢c. 7. 8. 9. 10,

12a. 15c¢c. 15d

H
(S)-N-(3-((3-(1H-N5| pt-5- G L i e -1 -5 ) FRY 26 ) K 25 ) R
BRI

28



CN 101583361 B WO B 26,/90 BT

we &t LT

~ N
/\/O\@\N W Q’\\
1'096 HO N'N 10\ 7\ 8\ 9\ 10\

12a. 15¢. 15d

H
(R)-2-(3-((3-(1 H-15| 12 -5- %ﬁ%)nttu% -3 ) ) LB )

H \\N
N\g\
1097 /,\ 1¢. 7. 8. 9. 10.

12a. 15¢. 15d

(R)-N-(3-((3-(1 H-"5] -5k S )ALk W& e -1 -2 EF' ) AR
B B A%

HzN @/\O/ O\/\\ te.7.8.9. 10

) c. 7. 8.9, 10.

1.098 N 12a. 15¢c. 15d

2-(3-((3-(1H-15] M5B 5 2 )WR IE - 145 ) ) K 5 ) &
it

H2N

[0201] 1c. 7. 8. 9, 10,
1.099 13. 16¢c

2-(6-((3-(1H-5| M -5-FL 5 FE Uk e -1 -3 ) B & )- 1H—ﬂ§I”;1<—1-
BB

N
4 N N
1.100 N . 1c. 7. 8. 9. 10
N
H H

N-(1-((1H-F5]W -5 ) BF F£ ) IR BE -3-FE )-1 H-15) e -5 -
HO

\\\ ’
N N
N \ 1¢. 7. 8. 9. 10
N N Y Al Y Al
1.101 wg \©f'\; 13. 16¢c
H

2-(6-((3-(1 H-M5| e -5 5 )R W€ - 1-55 ) Y B ) -1 H-T51 k-1 -
#)L®

~NdL
$=0 H
HN N N 2
102 ;@/\J \©j\’N 1c. 7. 8. 9. 10.
cl ” 12a. 15¢. 15d
N-(5-((3-(1H-5| P -5 5 25 )R e -1 -2 ) R 3 )-2- A &8 ) B
Tifh 1k fi

29



CN 101583361 B WO B 27/90 BT

wew it K77
HO

o)\\ H
N N
N N\ 1c. 7. 8. 9. 10
1.103 \ N 13, 16c
H

2-(6-((3-(1 H-15| M- 5-F 0 FE ) IR B -1 -k ) B 3 )-1 H-M5] -1 -
YL

HO

\\\ ’
N
N N Y 1¢. 7~ 8. 9. 10.
1104 N 13, 16c
H

2-(6-((3-(1H-13| - 5- 5 S K ) Uk B - 188 ) AT 8 ) — &0 9| k-1 -

BB
s
@A “CF Oﬁw
N N
0 N 1¢. 7+ 8. 9. 10-
1105 V 13. 16¢
H,N
2-(5-((3-(1H-P5] pge 5%k 5 FE YR BE -1 -2 ) B & )-1 H-P5| W -1 -
[0202] ) £ Bl
H2N

1c. 7. 8. 9. 10.
1.106 13. 16c

(R)-2-(6-((3-(1H-5] m - 5% 1 1 ) Wik &t - 1-3%) $%) 1H-R5]
-1-5) 2 B

H2N

1¢c. 7. 8., 9. 10.
1.107 13. 16¢

(S)-2-(6-((3-(1H-15| M:-5-%F 5 1 )UK BE -1 %)EF‘E) 1H-T5| B
-1-58) LB

HO

1c. 7. 8. 9. 10.
1.108 13. 16¢c

(R)-2-(6-((3-(1H-5| m-5-F F F& )R BE -1~ %)EP%) 1H-15] B
-3/

30



CN 101583361 B WO B 28/90 TT

weyw & SEHE 7 X
HO

1c. 7. 8. 9. 10,

(S)-2-(6-((3-(1 H-15 -5 B 5 )ik Wi - 1 E)EF‘E) 1 H-R51 R
-1-%) Z.E?

1.110 ©ﬂo O\/\ 1c. 7. 8. 9. 10

R)-N-(1-* ZEUR 0% -3-2% )- 1 H-13] ik

)J\N/\/O N N \
1111 H O/\O U\,N 1c. 7. 8. 9. 10,
' N 12a, 15c. 15d
N-(2-(3-((3-(1H-13| P -5- T S B ) IR HE - 1- 35 ) B ) R A 3 ) 4
)2 Bk

REegegss

O

1c. 7. 8. 9. 10,

[0203] 1.112 13. 16c

2-(5-((3-(1 H-M5| 1 -5-FE 7 FE VIR U -1 -2 ) B AL )-1 H-15 | Wk -1 -
)L T 5

RS oh Kj@
1¢. 7. 8. 9. 10.
1.113 12a. 15c. 15d

(8)-3-(3-(((R)-3-(1H-15| me-5-F B 5 ) IR WiE - 1- % ) Y

H)H-1,2-— 8
N
N 1c. 7. 8. 9. 10,
1 /J " 13, 16c
HO
2-(5-((3~( 1 H-15] ek -5- 5 J2C 3 ) UR B -1- 2 ) 25 )- 1 H-F] R -1 -
)2 B

OH H
HO\/l\/O N \‘N \
1115 U\O \©j\,N 1¢c. 7. 8. 9. 10.
' ﬁ 12a. 15¢. 15d
(R)-3-(3-(((R)-3-(11 H-F5| m-5-F B )Wk e -1 - 25 ) FF 3k ) K &
HyH-1,2-

31



CN 101583361 B WO B 29/90 BT

wey gt LT A

“H
i cachew
1-116 NI 1C\ 7\ 8\ g\ 10\
H

12a. 15c. 15d
(R)-1-(3-(((R)-3-(1H-5| m-5-F 1 F )Wk g -1 -3 ) B L ) K 4R
) -2-K2

OH H
Ho A _ o NN A
1117 \QAU \©f\,N 1¢. 7. 8. 9. 10,
' l’:l, 12a. 15¢c. 15d
(R)-3-(3-(((S)-3-(1 H-15] M:-5-5 5 5 ) IR 02 -1 -5 ) B9 38 ) K 46
H)F-1,2-"®

H
OO O
1.118 N' 1c. 7. 8. 9. 10,
H

12a. 15c. 15d
(R)-1-(3-(((S)-3-(1 H-13| me-5- K 47 2 )R i - 1- 25 ) B2 ) R 41

H)N-2-BF
N
Y N \¥
10204] o N N 1c. 7. 8.9, 10
Cs 7\ O, I» ~
1.119 V H 13. 16¢
HO
2-(5-((3-(1 H-15| Me-5-4: 38 )R B -1-2 ) 4 )- 1 H-15) -1
B)LB

1120 00 H 1¢c. 7. 8. 9. 10.

12a. 15c. 15d
N-(3-((3-(1 H-F5| P -5-F5E B FE )Wk be - 1-2E ) FF AL ) 2R 55 ) ST Bk

3

iz
m :
AOON
' 124 folke N 1c. 7. 8. 9. 10,
H

12a. 15¢. 15d
N-(3-((3-(1 H-1g| M -5-FE 5 FE )UK B -1 -3 ) FF 56 ) 45 2 )-N-FR
R

Q H
/lLN N N N 1c. 7. 8. 9. 10
H N C\ ~N N A Y N
H

N-(3-((3-(1 H-5] 8- 5~ S )UK e -1 -3 ) ) R 2) S B

32



i M B

CN 101583361 B 30,/90 i
=] g SEHE
i H
L ACA0ReE!
d o ) 1c. 7. 8. 9. 10.
1.123 N 12a. 15¢c. 15d
(R)-N=(3-((3~(1 H-T5] 53 B 3 R i 1) 1 ) 3638 2.
Bt iz
”\\OAO,\@ 1c. 7. 8. 9. 10
C. /. 0.\ 9. N
1.124 N 12a. 15c. 15d
(8)-N-(3-((3-(1H-F5] M -5-F& & £ )R I -1 E)‘?%)Zﬁ%)éﬁﬁ
B B
U\O \©\/\\ 1c. 7. 8. 9. 10
1.125 H 12a. 15c. 15d
(R)-2-(3-((3-(1 H-T5) M- 5-3 1 35 ) UR 0z -1- 385 ) F S ) S0 36) 2
54
//\:L J‘K/O
O/\O \©\/\\ 16, 7. 8. 9. 10,
1.126 H 12a. 15¢. 15d
[0205] (R)-2-(3-((3-(1 H-T5| Me-5- 4 4 3 )R B2 -1 - 3 ) B ) 36
F)-N- (e e - 3-%)&@%5&
5 \GE\ 1c. 7. 8. 9. 10.
1.127 \) N 12a. 15c. 15d
(R)-2-(3-((3-(1H-Mg| M -5-F Z F )R BE-1-2) F )R &
F)-1-RG B AR 2
J\/O\©/\
1128 AN N |12a. 15c. 15d
(R)-2-(3-((3-(1H-Mg) mp-5-FL R F ) IR WE-1-F) F B )R &
FE)-1-(4- P R IRME-1-8) L
0
94 o N
NS N W
\ 126 /0 O/\O \@N 1c. 7. 8. 9. 10,
: ” 12a. 15c. 15d
(R)-(3-((3-(1H-M3| M -5-FEF IR -1-F) B R E )P E
[BERS — 2. Bk
1c. 7. 8. 9. 10,
1130 HO\/\O/Q/U \©\/\ 12a. 15¢. 15d
2-(3-((4-(1 H-F5| 4 -5-F T B ) IR BE-1-38) EF%)?IS?EE)Z,E‘L

33



CN 101583361 B WO B 31/90 7

ey it LT R

N
1.131 o N' 1c. 7. 8. 9. 10

H
(R)-N-(1-(3 3 T I -5 -5 FFY 26 )R 0 - 3- 36 )1 H-05] ek -5 -

N
N o N\
1.132 N 1c. 7. 8. 9. 10
Cl N

(R)-N-(1-(4-F % 5 ) UR BE - 3-8 )- 1 H-15] M2 -5-fi

§
N v \
1.133 N,N 1c. 7. 8. 9. 10
H

(R)-N-(1-(4-F 5% 25 ) IR e -3-5F ) - 1 H-5| e -5- i

s
N + N\
1.134 N 1¢c. 7. 8. 9. 10
Br ”

(R)-N-(1-(4-1R ~ % ) IR B -3-%E )- 1H-F5| -5

§
N + N\
[0206] 1.136 N,N 1c. 7. 8. 9. 10
H

(R)-N-(1-(4- & H AR 3 ) IR e -3-5E )-1H-15| -5

1.137 bAO \©f\ 1c. 7. 8. 9. 10

R)-N-(1-(2,4-— Eﬁ%%%)%&ﬂi 3-%)- 1H-ﬂ§lﬂ% 5-fi%

/
1.138 1c. 7. 8. 9. 10

(R)-N-(1- 21:#[b]ﬂ§1¥} 5-% PP B )UK 0 - 3-2)- 1H-ﬂ5'|ﬂ% 5-Jfk

2.001 : ~ O\ 2c. 7. 8. 9. 10
2

N
N-(1- (4 B 2 ) DR e -3- 2 ) 5 ME Wk -5-i%

//
2.002 \Q\/ O\ 2c. Zz 8. 9. 10.
2

~ 15¢
N

N-(1-(4-( B R I 355 ) °F 3% ) Wik 0E - 3- 2% ) 73 M b -5- i

N

34



CN 101583361 B WO B 32/90 7

&Y g SR 2
/@/ K\)\ ZC\ 7\ 8\ 9\ 10\
2.003 N7 ! 12. 15¢
./

((3- (ﬁ‘ﬂﬁwﬂi 5- ()UK e -1-4) 45 ) R AiE

2.004 \©\/ O\ D¢, 7. 8. 9. 10,
7

12a. 15¢. 15d
N

N-(4-((3- (ﬁﬂ@m 53 E I )IRNE-1-38) P 28 ) R B ) Z Wi ik
N\ o

I/
2¢. 7. 8. 9. 10,
2.005 \O\/‘ . 12, 15¢
N

-(FF R ) R L) HH:"%F’ 3-5 ) 5 EE O -5-1%

2.006 \—N \ )\ ’ ; \ 2c. 7. 8+ 9. 10

-(1-TR I e - 3-%)5#%%%4‘ 5-fi&

[0207] //Q/ / 5 = 2c. 7. 8. 9. 10,
2.007 N= N N \

N 12, 156¢C
ﬁﬂﬁﬂﬂi 5-FEH ) ﬂltﬂ%k;‘*é 1-25) FEE) R I

7/ 2c. 7. 8. 9. 10,
2.008 \Q\/ D\ Q\ 12a. 15¢. 15d

N-(4-((3- (ﬁ‘—ﬂ%ﬂﬂi 5-5 AL )L be-1-5 ) F 58 ) 5 ) Z B

2.009 ©\/ O\ 2c. 7. 8. 9. 10,
2

g 12b. 15¢. 15e
N-(1-(4-(FR i B ) 5 55 )R 02 -3-L ) J7 S Wk -5- %

2.010 AQ\/ O\ Lc\ 7.8. 9. 10,
~

11, 14c
N

N-(1-(4-3F A R 5 ) UR BE -3 ) 57 e A -5-

O\ 2c. 7. 8. 9. 10,
2011 V/QV [ ! . e

N-(1-(3-FF 7 24 55 )UK B -3- 5 ) 7t M Mk -5- 1%

35



i M B

CN 101583361 B 33/90 7T
AW SCHETT 3\
\Q\,’/\l 2c. 7. 8. 9. 10,
2.012 | N 12b. 15c. 15e
~N
%@%g)*g)%@% 3-3%) k-5
2.013 d O/ @ 2c. 7. 8. 9. 10
N-(1-3E FE R % R I -4-5E ) 7 s ik -5- i
CI:@\/ O\
2.014 Pc. 7. 8. 9. 10
=N
N-(1-(3,4- & E )R ue -3-55 ) 5 1 R -5-1%
2.015 p\/o\ oc. 7. 8. 9. 10
ZN
-(1-(3-(Z F P &) T B )R e -3-55 ) 7 PE Ik -5- )tk
Cl
[0208] 2.016 CI@\/N B\ = 2¢. 7. 8. 9. 10
N LN
N- (1 3 4-— G F )bk - e - 3 I ) 7 W Wbk -5k
2.017 Q/ ! 5 2c. 7. 8. 9. 10
N
N-(1-(4-Fp 5 3 % 2 )k g e 3 %)E’Fﬂ%wﬁ 5-f%
F
2.018 F N: L = bc. 7. 8. 9. 10
N© AN
N-(1-(3-( = 5 F)E H )t v fi - 3-8 ) 7t W k- 5- %
2c. 7. 8. 9. 10,
2.019 ~
ND,,,N \ /N 11. 14c
(S)-N-(1- (4 HW%*%)WM’% 3-3) 5 Wbk -5- i
2¢. 7+ 8. 9. 104
2.020 N/D‘ & ‘ 11, 14c
(R)-N-(1~(3- HW%*%)H&%F’ 3- E)Euﬁm 5-f&

36



CN 101583361 B WO B 34/90 7

&Y Pyl SEHE T 2
S
ey
< bc. 7. 8. 9. 10.
2.021 ND~N LN 12b. 15c. 15e
H 4
(R)-N-(1-(4-(FF T FE B 5 )55 55 ) b g e - 3- 3k ) T3¢ s k- 6 - &

2c. 7. 8. 9. 10.
2.022 ND‘ Q\ 11. 14c

(R)-N-(1-(4-3F A B "% 2 )it i foe - 3- 2 ) 57 P Wik -5 -
2.023 V/Q/ND"'N \ = pe. 7. 8- 9. 10,

N 11. 14c
(S)-N-(1 (3 -HRETE) ﬂH:ﬂ%k"" 3-5 ) 7 I Wk -6- %

Z iz 2¢c. 7+ 8+ 9. 10+
2.024 = -
:) 12b. 15c. 15
N \ /N o4 e
(S)-N-(1-(4-CGA TR & m%)ﬁ?%)ﬂtt"%r* 3-5) Bk -5-

[0209]
2.025 ND‘N \\ Pc. 7. 8. 9. 10
H N

(R)-N-(1-(4-FF 55 3 Yokt 0 5 -3 ) 5. s o -5

—S
20\ 7\ 8\ 9\ 10\
=~
2.026 \©\,ND~N" ; \ 12b. 15¢c. 15e

(R)-N-(1- (4 -(FwidE) ‘Fﬁ)ﬂﬂiﬂﬁ}% 3- E)ﬁﬂ%ﬂﬂ 5-f&

2.027 Q/ D\ Q\ Dc. 7. 8. 9. 10

R)-N-(1-(4-5 % 2 okt vt e -3- 2 ) 57 P Wik -5- 1%

/ 5 ~
2.028 Q/ II,N \ ’20\ 7\ 8\ 9\ 10

N
/4
(S)-N- (1 (4- EF'%—F%)%E“%JF’ 3-3E) T k-5-%

E ] G 7+ 8+ 9. 10.

2.029 : )N \ \N 12b, 15c. 15e
/

(S)-N-(1-(4-(F R 3 %E)HHZ"%E 3-K ) 5 v k-5

37



CN 101583361 B WO B 35/90 7

ey gt S VIR
Cl

2.030 \O\,N‘ S.,,N 1 = 2¢. 7. 8. 9. 10

N
Y/
(S)- N-(1 -(4- 5 5 )b g - 3 I ) 7 ek -5- %

Pc. 7. 8. 9. 10
2.031 : )
o O\ 11, 14c

(R) N-(1-(4-Z B RE) HH:HM% 3- %)ﬁiﬂé‘m 5-F

L
I
"'N \ 2c. 7. 8. 9. 10,

2.032 N
12a. 15c. 15d
(8)-2-(3-((3-( 5 M -5 %%%)ﬂttﬂ%bdﬁ 1-3k) 3 ) K 4 )

QQ%

c.7.8.9. 10,
2.033 N aza‘ 15¢. 15d
(R)-N-(3-((3-( 5 W Whh-5-FE 20 55 ) UR e -1-28 ) FF 28 ) 2K ) FH s
[0210] B i
HO\/\ /©\/ ‘/\l
2 034 o) 2¢. 7. 8. 9. 10,

2N 12a. 15c. 15d
(R)-2-(3-((3- (5 HEWk-5- %%E)Hﬂinﬁ -1-25) B E)FAHE) L

\‘// /Q/
=
2.035 )"'N \ 2¢, 7. 8. 9, 10,

N 12a. 15c. 15d

(S)-N-(3-((3-(F k- 5-%%%)”[:"%5%’ 1-J0) B L) 2R3 ) H

i
oS, L }

) 036 ~"0 fc\ 7. 8. 9. 10.
: _N 12a. 15¢c. 15d

(S)-2-(3-((3-(F M= Wk-5- %%%)WT&% 1-3E)RE)EERE)L

P

c. 7. 8. 9. 10,
2.037 _N ﬁZa‘ 15¢c. 15d

(S)-N-(3-((3-( 57 MWk -5-3% 28 35 )ik 0 -1 -3 ) B 3 ) 2% 26 ) P A
Bt %

38



CN 101583361 B WO B 36/90 7

wem SE T R

2.038 \—~N D\ d ; \ 2c. 7. 8. 9. 10,

12a. 15c. 15d
(R)-N-(3-((3-(5 M Wk-5- %ﬁ%)ﬂtt“%ﬁ 1- %)EF‘%)ZF%)‘?
B B

O -
N \ N

N 123 15c 15d
(R)-2-(3~((3-(5% P Wk -5- %%%)ﬂktﬂﬁl* 1-3E) 1 35) K L 3K

HZN
2.040 O N/:)\ 2c. 7. 8. 9. 10,
12a, 15¢. 15d

(R)-2-(3-((3~( 77 e Wk - 5- 5 5 k), % Je - 1 %)Eﬁ%)zkﬁ%)

“F

2.039

7
Qo
2c. 7. 8. 9. 10,
2.041 12a. 15¢. 15d
[0211] (R)-N-(3-((3-( 7 M Wk -5-FE 2 25 )bt 1% - 1 -2 ) R BE ) K 3 ) &4
Tt B i

HO
NN\ /Q/
0 F) = 2¢. 7. 8. 9. 10,
2.042 N N%N 12a. 15¢. 15d
2-(3-((3-( 5 M Wk - 525 5 5 ) b 6 e -1 -8 ) P 28 ) R LR ) O 7

O/w
o
0 /3\ = 2c. 7. 8. 9. 10,
2.043 o N N LN 12a. 15¢c. 15d

(R)-2-(3-((3-( 7 M bk -5- 25 2 35 )b s e - 1-366 ) FR 6 ) R 4R
H)-1-13 AR Z i

HO
I o N/D\ = 2¢. 7. 8. 9. 10
2.044 o N LN AR

12a. 15¢. 15d
(R)-2-(3-((3-( 7% M bbk-5-30 4 38 )L s - 1- 385 ) 6 ) AR 4L 3
LR

§
3.001 N 7] 3 8. 9. 10
. \ N C\ 7\ ~N N

N-(1-7F B IR BE - 3-8 )Lt BE -4- i

39



CN 101583361 B WO B 37/90 T

waEYy LT R

g ]
H
NN
3.002 ) 3¢, 7. 8. 9. 10
XN

N-(1-7 JE 1 % Jo - 3-8 )b 0 -4- i

N AN
4.001 Q/\U I 4c. 7. 8. 9. 10
SN

N-(1-3EZE VR 02 -3-3E)-1 H-Alt M J£[2,3-b] 0t B -4- 1%

H —
N — NH
4.002 Q ) 4c. 7. 8. 9. 10
[0212] NN

N=(1-75 J it 1% 45 - 3-3 )-1 H-THE 1% 35 [2, 3-b AL BE -4

N
©/\U NH,
5.001 A\ 5a. 7. 8. 9. 10
\ N
N-o

4-(4-(1-F IR IE-3- 2 ) H 5 )-1,2,5- — M -3-%

H
s
NH,
5.002 5a. 7. 8. 9. 10

N

~

\
4-(4-(1-AS FE M 0% e -3 ) 4K 4 )-1,2, 5-M% . ME-3-fi%

[0213] =X 1 sk 1T 4B 4

[0214] AR BHIEW il T X 1T & k. &b & B hiES
WITEE TR 5 20 ARSI HAR N 2 AT BUE RS AA AR RIR H 53 AP SRR il 28 Ak
IHATEL & AL S . AESELEE LT, A3 bR B e Ap 35 B R 0 1 RN B e R T AR
Pro MM F, XTIX LRI PR 757 5K LA SO RN o 20X UL [ T 5 B 45 A L6 ik
AR AR D3 5 A 1T 2 LT

[0215] AU E AR N G2 A AT BE FL Rl 28 AERE M 255 LT B2 A 2h, 49 A s W
G P TR R AT 25 1 %5 A5 T Vs

[0216] &1

[0217]

40



CN 101583361 B WO B 38/90 7

Pg. A" HNR,R; (1.2) Pg~\ A" Ry iRy
0 , - N,
R
N [H] 3

1 M4
11 1.3
R1\Q,Z
17) ,Rz 15 /Q\ n2 ,Rz
HI\\I:}/N\ : RN
R
1.4 1.6

[0218]  ZFTRYTRIIHI G TTVEN T % Lo A% R H, R SOk A 350 i 4 7 AR
MESAF ) ZARY IR0 1. 1 HIZ 1. 2 7RG IR Ak 2 28 T Ab B, — R B S AL ik S 57
M= CRAEMEAW . PTG G Pk R4 5L 40, ) i & BOC frpr SER IR 4+ Bud &
CBZ F& IR JR A, A5 B 52 AR 10 — R 1. 3 ARy . AR5, AR =4 1. 4 5356
FINEAREE RI-Q W HA TR E] Q-Z MR 1.5 k. 5 1.5 BRI NI #8851+
A8 FH P IR REA,  FH e 255 i Joe A AR P 9 255 o BTt G o IR 54 o i B R S AR5 4
1. 6, ‘&R FrRY) B

[0219] &2

[0220]
- n R »
Pg\N Ny H Y-R; (2.2) _ Pg\"\i}ir\( 2 AR
Ry  HEALA Rs
n Ny

1

241 23
R']\Q,Z
2 R 2.5 Q. N2 R,
) R
R mE ) R
2.4 2.6

[02211 X T FIX TT BTk Rk 55— Pl 46 i 5 %8 2.0 #E1%07 P, SR A Sk b #vgn
(5l 5 VAR 2 AR P I % 2. 1 SEUREE R, 3E M3a R 2. 2 RAE RN, 4R AT
EAEMACTIAAAE R AT 3ELEE Y (01 B4 a4k W0 R0 = 5 BRI R I, T R A A4
Flo BB A SR ) 2.3, B 5T R 1SR T 1.3 254, LM IR]
FEARIU 7= 2. 6, & 2 1% T IR T 1 o D5 A FH SCRR FR 3N IR 5 TR 5 3RO 24 3m v
TR ZARP G 2. 1, BT VAT 56 2 W42 4t T il & e 24 id M iz e & e s
Eke N TR, F BRSO ERPIRIG T 52 5 R RE RS il 4% 23 0 e it o
[0222] & MRITHUE BEHIAN FIR1GA AR 2. 1/ 2. 2 B4 2. 3 IREE . Afk
o R, M1 MERE R, AR AT A BRA R 5 MR 20T B N R I B T, IR PRI R, IR Y
PRy IR NS - LRI (PMB) Al 2- DUSUNLIG S (THP) , S ik THP. i THP £ L fE
FEARA AR AR 5 B R 244 = 7 2R, IF HAEASAE T iE BRI 0~ R BRI 3,
75 ) 5 255 R LA AR 3
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[0223] 25 &R HE

[0224] AR MALEY . LML EW RS 255 LT 852 03RRI —Fh o)
ZMX TR/ B8R T A, 2% Bl 3k, WG/ BUK G 2% b
A2 IR 2255 bR AR H AR AT B N 1 SR bR HE AT e . 2%
AT AR ATR A AR T K PE - RO AR VR AR FLIE - THCL T AR
R B 5o 2 2505 PR AT A LR By, SRS EABR T« SRR B i B s 5 29
T RUEE B T RB 0 ) A A SR U AT BERE spH T SR P, i S A A
HhOKEEE T R R AR 2R EL VIR ERZE MR B s BUAEAL T, TR ER A
MR (bisulfite) AR R Mt U6 PR UM Bt AR A B2 DUIR IR £ MR 21 R U R 1 e
B AT K. T BRI R A T IR 2 AR O AR T My AT Il R A I T ) 2 L R AN
/ BRAR 53R TG PR W R AG  BE e B RE(EAN R T < Bl IR T E Ak« ol IR 0k & 1 M A e R R L
B WSV I RS W i (ploxamine) » ZE 1L AL HE 40 5 1L AL 0E 80 2 (L ALEE 60 F12R (L AL IR
20, FEBEUN TR £ T BN 1 3R LM FE R U IR LG T MR e W] 41 4 = A Ay PR 2k
YR RNEARR R LEARR LT RAGE RN PRSI AT
YW YA A B HR T, W2EBRR AR AR K S s HO R R S
P TR 28 6 I AN SR IR BR RIS , 22 0 GnAy e B 7, R 2 22 ] SN o W SR iy o 7] M) FH e
(I8 By X 28 25 2 bl B A2 A PR R AR S B s G, X SE B I R B FREAS PR T 25L&
B O a0 SRR R R RE R O 8 & T B R A PR TS BRI R AR 4
B, B T L e B R B 22 kA PR D7 s 7 i3] o

[0225] AR —AN Skt 7 2N, -G B IR R R 67, 2L pH 2928 3-9, ik 4-8.
TS 3 R AR B S BB O & /D 0,001 % E &, 1140, 0. 001 % 5% &, ik
250.003% -2% B &, LIRS B A4 0.02% 1% E . X R 251 5 AR 2 K
P A 5 R I, 5 ] — R A DY IR, K — 30 B 22 30 ol 500308 ) 381 FIR 2 18 o

[0226] A BHIF—ANS it 7 A, -G WBCHI L 5 0. 001-2% w/v [ 2 /b—Fh T i/
s TT AL A AERE 200-400m0sm/ kG 7K & 115K B 700 1) & /K 2549 1570, H15701%) pH Ry 3-9,
[0227] 78X — 52 7y o, ARSI A S & &R 0.001-2% w/v & /b—Fp A T F
/B I EY) —Fh B Z P AR/ 8BS %L 0. 01-0. 5% B i3 571.0. 01-1 % 24 7]
0K 5K B 4E 7 7E 200-400mOsm/KG 175K B 7], 2o il 55111 pH 24 4-8. HLAEWRIILILE & &
0.01-1% w/v,

[0228] W] LA A SR 5 o 24 s 126 S MR, ] HE R L5 B B 7)o B33, MR R3]
AR RS 2 R AE IR BRI A28 o FEIX PR DL T, 2 A8 FH 107 i 248 1 DA S A Bk
AN B R, R AR Z R e B B BRI 0T o 1 H, 28 VIR A A REAE BT P
386 TR I — [ AR AR =0 iR o IX SRR Al 350 ) v A AR — Mo 20-60 1 H, fLidk 25-55
O, AL 30-50 ST, E Ak 35-50 Tt

[0220]  FHILHR 2 —Fi o RECA T B IR R o Bk M T A B G AR R REE 2
ST AMRHE AR CHR P K ) S8 B . /N2 R0 A 4 e &4 M DL &% 40 i, — &40 Bt oD &
L — ZNFERG B SO R A R B 3 B e TR B . AR R BHAL S T | AN B A T A 4T Bk
B Y I 24 B 2 B, 32 B T IR LB 3R A A O 4l i BR S5 R R/ B T e AT S i
FRIAH B AR o 252 /IN 2 00 A e i i 2 SO A HRE R R T K o 32 2R 40 1 — 40 i 40 e — /)
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SERG PR T R 2 e 5 i 2R R T A0 R S5 VR AR B BRSO S e S R T N A R T AR T B
WAt IXPIPIALEIIR AT BE PRGN 32 I AR A BT BH 5 BRI BAYR 7 A R 77 S FRAK T IR
P

[0230] AR BHAL S RE PR NR VIR ARG 05 @G o A A YIRE I b R R A
S A e () F P — M/ TR, 45— RG22 Co 2 G MHINIshERkEA
KB e E PR, BB A2 RGR I TPUIL I 52 , vk 55 40 Mo — 40 Ja /1358 5 (1D KT
Bd o IS FHNE] T O A, B> SN EFE AR S KR L.

[0231]  FEAP A N B4 R AR N oA (TOL) AN BRI 8 I3 RE 2 5 BE IR vl (PCO) &
SETRR SRS iR B b R4 s R A — 4k R itk N R . I HD ) rho SR T-HENLEN S A
I o BERTRG 2 BE T R T F R B34 (capsularbag) HYEIFTA 4 M, M9 /b> PCO.
[0232] I B0 A BARFAE A2 1 TSTAZAE IMKCE TR A T OB RIS R 48, A AR B ek R i
N R AR A O A A R e M AR TR T Uy 1 DA s B AR B 2R R B 9 S KW T DT R A JR
99 A0 D9 S 7 TG B DG BEAE F o R A KRR RS A OC B M B e T 1M A B A B A —
N2 IDIRERR, ¥ R B4 (BC) i B R8I BEA b i dsoe b U/ Bt 2
B 22 P HR o H 490 G0 U8 A H O 2 8 B e R PR A0 O R - S R D s A R T A
Az Rk BT L7 T B B LA T O HR S HIR 30 8 e A2 o RO AR 4l B i R RN i M i T
6] A AR ELAE T 90T i 342, 2R 1 i B 0 AR AT . AR R4k &) B0
) 0025 3 2 LA R 6T e g AR ot 2 3 A A DR T HR 9 o

[0233]  WLBhEE A 40 M i B4 w0 T A IS R B fif 25y 222 B R
PRZG ) SN 5 B S 3 O 40 1 S 1 e B XX Bl T BE AL 06 75 1R 41 i SR AE L 57 41 iz
PP PRI P g R FH R 5 SR SR B R 1) /KB T 7 o FH R 2R 4 1A st 35 81 T b g 6 75 20 3R
Bk 1 5 0 0, 40 18 0% T TR P 1) A0 i 2 T LR o I B 1 1 R 1A S TG AN AT N8 3
N3 BTl R R R EE A 7y o AR HAEY W T4 5 bR Dhae s i Ak is 5,
R A1) A R Y HIR BR R T PR A T o

[0234]  FH T P WUBCAR 4, Rho— AH DG S5 Fr BP0 300 T A 967 I 228, Ry
FE R O B 1L 9 2 o A0 99 I 10 75 PR it 2 8 v R Y T A, DT A0 DO e i R A0 1Y i 2%,
YT JEHR IR s 3ok 5 8 A G P 2 B AR 1 o€ 32 T R D i 46 PP R (IS 22 AR LR (B
T RAIRBE ) o BUAL, X LB I B8 TR 15 08 N BB iE M, RIFE T S Al ik e RefL
FF= AR E

[0235] Ak BHARAE— PR BRARHAR N K, SR VR 7 IR n J5 ke M A R R IR I 7 v s —
RGBT PR Wi 0 77 2% s — Pl /AN IR A G 0940 R E 7 s — Fiasr #A AW
e 474 B AN 1 RN 5 0 0 B Y o () 7 95— sl . A 3 26 1 7 v s — P T HR
BRER T AR 5 B 7 i s R M R 2R 0 7 s — P S A N I v s — A
SR Tk s A RO E S B R RE AL T AL A R I U . IR BT VR RE A B T A
J7 I GRS Tz %X T 8l T BRI IR, 45 25 B N Be A 2 OB NLsh & 1 40 i i
20, 45 o 38 ok 0 LB ER AR (1 AH B SEBLIX R S0 .

[0236]  {E— sl 7 b, AR B 259 204 W0 LIRS0 A 38R 45 T IR I (4t
Ja W (intracameral) BEFE RN PRI T 25 T VIRER G BCBIIHEAY) ) o A K B
(AT LA IR R R 252 FRT 917 JE8 300 28 T 3 2 5510 O B H iR v A 0501 AR RS 5 51
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PUARALT S G2 13 AL AT K IR A, T R B A 11 T8 et s R LV LV e
B T AR AL 50 o

[0237]  ASCH7R KOG PEAL S n] R LA &35 1) iR 4h 7 B8 IR , (H2 plidd o
R AL A5 W IR B P T AR AR ) W 2 BRI (K T X T o 1, S AL ST LA
AR AR TR . SEAh, S ST R - SERGIEANHBEE (tear film),
AP Ty — A St 7 X S SR TR B MR T R B N B s PEAL G ), P ik e
ARG, L A E AR PR T R R (Ocusert™  System) (IR BT ZRFE IR 2R
L7 (Alza Corp. , PaloAlto, CA)) # fr AIIARLEN . (EFL (St 7 s, iE A &4
AL AE L ek e e AE 2 EAEIRMS B se i B AR Iy — ety S K
B AR T Bt A L AL A T IRERER I RS A S . AR A S T A
FEARIGEF A 035 EAL G40, AR i) DU RIS 2R o AR B o — A St 7y i &
Reim AL & W EAR A 27H AR 2 slR I A

[0238] i T Riib4s THRIG SN, T Bk BRI, A% B4 & 0348 ) T8 I A QU AR 5
CRIRET kA B2 2

[0230] 1 I~ 1 149 St 510 20 Ut B A i B, LA 3 8 St A9 A 2 i A5 BT D 0 T PR
B AR

KhE 1
[0240]  SEjtifs] 1
[0241]

O,N
@ﬁw
N
7K

[0242]  2,2- —HIJL —1-(5— fiff2& —1H- My[me —1- &) TN —1- M

[0243] ¥4 5— fiFf2EM [ (80. 0g, 0. 49mol) HIPUEEMRE (1L) ¥HBUMAZEA 2SN D RHLIK
PREERSI AL 3- SRR LS o fAZIRSWAHIE 0°C, I = 2% (85. 4mL, 0. 61mol) o [
5 BRI G I AB R (63. 4mL, 0. 52mo 1) o« A 2 ZINES AR i B T T HE
£ 20°Co W% RV JE IR R ALY o FZHPRY TP NN & ke (60mL) o fal
FUBEREAT BRI 13 3 B A pTE, Bk 985 BN DT« F 40 C I A 00 52 s 4 i
P P HEAR AL A ) (958,79% ) o

[0244]  SCJEfH) 2

[0245]

HzN
N
el

[0246]  1-(5—- ZJ& —1H- MM —1- L ) -2, 2—- —FIFEN —1- B SRR h

[0247] |7 0. 5L A 4B e NV 28 b AN 2,2- — B 3L —1-(5— A 3 —1H- M) i —1- %)

N —1- i (25.0g,0. 10mo1) « ZJE (300mL) F1 10 % R4 (2. 0g, 1. 9mmol) » ZEHHZA 2L, i
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RIS 78 = il S AP I A 78 2 Topsi. BEEZTHIHFE, XA
AW R A ST ARER Tpsi IS yo XS I DU OV IRG W), /s 1+ Bl 3,
RIS B MR T 7 (~ 22, P23 100% ) o BRF= MW T 2 (220mL) » —IK
IR ER (11. 8g,0. 10mol) (21 (60mL) ¥k RIZUIHZIBEW . VITEIT B
S, ZIR AWV EI 2 0°C, i HE 30 3o I Sr BHZUUIE, BN 30 C TR, 15 3 [F
SHPR B EY) (308,90% ) .

[0248] 'H NMR(DMSO-d6,300MHz) : & 1. 45 (s,9H),6. 22 (s, 2H) , 7. 00 (m, 2H) , 8. 07 (m, 1H) ,

8. 23 (s, 1H) .
[0249]  SCftifsi] 3
[0250]

P NP N
Gy
P

[0251] 3= (1— &t —1H- g -5 JRa AL ) DRIE —1- R T B5

[0252] ¥ 3— A ACWRIE —1- R B8 AU T E5 (14. 2g,0.0Tmol) . 1,2- — 5 Z %% (300mL) Fil
1-(5— &3k —1H- Mg —1- 3% ) -2, 2- " FIFLN —1- B DR IR (23.0g,0. 07Tmol) MIAZER
BN DRI RESS 1) 1L 3- SRR EE T o A WRITIZALS, 20CHiH: 1 /it i
AN = CBRFEMNEALE (19. 0g,0. 09mol) , 3 ik 73 B TLC i 3% s W 22 56 . FH 100mL Bk IR &
BB AT RZ N . B A AU, H MeS0, T4, id uEIF 7% & 2T, 7= A2 B (0 [ 2w it
&4 (25.0g,91% ) .

[0253]  SEjifsl 4

[0254]
H

>

[0255)  2,2- — P —1- (5 ( WRIE —3— SE4UHE ) —1H- W —1— 3 ) 75 —1— i
[0256] ¥ 3—(1— H7 Mk —1H- By —5- FEHL ) WRIE —1- JRER LT B (25. 0g,0. 06mol)
TS (150mL) IS BN I S AR H b B 1L 3 SURRKEI R . (iR
YIAHIE 0°C, BRI =280 (150mL) o Jlik HPLC Wil % R h BURHEI 2 o 55 R
WA S, FRE T I IR W h . LA SRR IR M. 1 Tonl BRRRSUNIA
RV R 26 (300mL) 22 )40, LA 2 b 5 1 e EC B B 43 85 47 BLATL, FH Meo,
T, 1L HEIERAR, L TR TR A R A1 (15. 5g,83% ) .

[0257]  SEHEfI 5

[0258]
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§
A
YO
o) \
[0259]  2,2- " FISE —1-(5— (MbM$doE —3— FEa % ) —1H- ngme —1- 3£ ) 75 —1- [

[0260] s ] ST 1] 3 49 75 VA A 3— S ARME S B2 —1- R R AUT B A 1- (65— & & —1H- 1]
W —1- 5 ) -2, 2- " FIEDY —1- Wl SRR ER R A N, AR I SE ) 4 BT A IR A, 43 2

H N

[0263]  N-(WREE —3-J& ) FMENE —5- iz
[0264]  {FHSZE®] 3 B J71EAF 3 EARIRNE —1- FRIREU T FaF1 S sk —5- i kA I MY, 2K
S5 St 4 /7R, 453 20 FR 8L & .

[0265]  SEjEfs 7
HN j; \
{::B\"H <N

[0266]

[0267]  N-(HLm&E —3— 55 ) bk —5- fi%

[0268] i I St fa] 3 (1) 7524 3— SEARMENE ¢ —1— FRIBRAUT WA bk —5- Jl i A2 MY
S5 ST 4 B iR RARY 15 2bR a4 54 o

[0269] St 8

[0270]

PR A
[0261]  SZJiEf5 6
[0262]

b

[0271]  2,2- —HIE -1-(5-(1-(4-( i dE ) F& ) WRAE —3- 22 ) —1H-Ng[m: —1- 5% )
P —1- fifi

[0272] ¥4 2,2- —HIEE —1-(5- (WRkHE —3— &5 ) —1H- M —1- 55 ) T4 —1-ffd (0. 250g,
0.8mmol) \1,2- —5 &%t (5mL) 4-( FhiZE ) A P (0. 127g,0. 8mmol) \IKEER (50 1 L,
0. 8mmol) Fl = LBRFIEMN AL (0. 229g, 1. Tmmo1) AU 25mL [FJE KA o X1Z% S MY il &
T FEFANE . H HPLC RIMZ N, AR AR I 2 fa IO 58 ke Pk R S TR R
A (1omL) S FLE (Gml) WRZR N . RE )G, 20 EAHUAE, H MgSo, T4, iy ik 4d
RV XA B D RATRERR IE T, 45 2K B 4 [ 25 bR ik &4 (250mg, 69% ) .

[0273]  SEJEfH) 9
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H
\\S N

[0275]  N-(1-(4-( s ) W3 ) WRmE -3- &) —-1H- ﬂél% -5- 1, (k&4 1. 008

[0276] ¥ 2,2- ZFE -1-(5-(1- (4= (R EE) 3L ) WRIE —3- S5 Fk ) —1H- Mg —1- %)
A —1-Fi (250mg, 0. 6mmol)  FIEE (5mL) FIFAEEEH (93mg, 1. Tmmol) AN 25mL [FJE K
FIR N IFEZ R Y, B2 HPLC W OBk 4 i FE. H SR 4R (1omL) W ixiB &4,
KB (2x 10mL) , 73 E A HUAHE, H MgS0, T4, i g I 2k 21, )= A hr ik &4 (180mg,
89% ).

[0277] 'H NMR(CDCl,, 300MHz) : § 9. 8 (bs, 1H),7. 86 (s, 1H), 7. 3-7. 18 (m, 5H) , 6. 82 (m,
2H) , 3. 6-3. 4 (m, 3H) , 2. 74 (m, LH) , 2. 47 (s, 3H) , 2. 41-2. 30 (m, 3H) , L. 75 (m, 2H) 1. 56 (m, 3H) »

[0278]  SEjiEfs] 10
[0279]

[0274]

gegeges
Jun

[0280]  2,2- —HIFL -1-(5-(1- (3~ ( FmiEE ) ZKFFNE) WRNE —3- FE2 5L ) —1H-Mgme —1- %)
P —1- il

[0281]  Ji] 3—( FIREL ) ZKFER (200mg, 1. 2mmol) (¥ DMF (4. 5mL) ¥ ¥ 4K I\ S R
N-(3- AR AN AL )N — ZAEk W i% (345mg, 1. 75mmol) | 1- FRIL IR IF = MK 54
(186mg, 1. 2mmo1) FN —SFAFE Z % (0. 630mL, 3. 6mmol) » ZEJE FHEFE 10 2805, — e
AN 2,2- T REE —1-(5- (WRIE —3— R FE ) —1H-Mg[me —1— 35 ) 75 —1- & (300mg, 1. Ommo1) .
RS T HHZAR T . BZEBFN 1. OM HCL (20mL) 77, A EtOAc ZEHU K, 1 10%
NaOH JE4A HUAH, H Na,SO, TR IF 28Kk . X0k B kAT i JIR 24T, H EtOAc/ BRBEDE M, 159

BB EIRARI A5 (240mg, 53% )

[0282]  SEjiEfs] 11
s §
~
N
H

[0283]

[0284]  N-(1-(3-( FfidE ) F3& ) WRhe —3— 5k ) —1H- M| —5- fi, L5479 1. 040

[0285] [ [RIEEHEIE I 2, 2- ZHIEE —1-(5-(1- (3—- ( FmiidE ) A HEE ) - WRiE —3- &2

L) —1H- Mg M —1- 3£ ) A —1- fid (240mg, 0. 655mmo1) F1 THF (3mL) » B W IN#E] 60°C,

IINEIRE - — A EEbR B 2 S W) THE %9 (3. OmL 2. OM F#) THE ¥, 6. Ommol) , 2% 1R 45 —
FERR . JEORHE AL, R ARIZNY, I BN NaOH (10mL) , A EtOAc ZHBUZIR &Y. T A ML

AH, 75 W% BB ATREIS ZE T, F 3/1-EtOAc/ BEkese i, r= b it 54 (95mg,41% ) »
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[0286] 'H NMR(CDCl,,300MHz) : 8 7. 87 (s, 1H), 7. 26-7. 15(m, 4H) , 7. 11 (t, J = 7. 2Hz,
1H),6.83(m, 2H) , 3. 61 (m, 1H) 3. 50 (m, 2H) , 2. 80 (m, 1H) , 2. 49 (s, 3H) , 2. 43 (bs, 2H) ,
2. 29 (bs, 1H) , 1. 75 (m, 2H) 1. 59 (m, 3H) .

[0287]  SZjEfA] 12
[0288]
Br A
O
~ N
~
\

[0289]  5- ¥R —1-(4- FISIETEEE ) —1H- g mk

[0290]  [f] KOtBu (8. 13g,72. 4mmol) [J THF (60mL) & &+ i\ 5- & —1H- M| M (12. 98g,
65. 9mmo1) [ THF (60mL) ¥ . 30 4380 ji5, I 4- A AR (9. 38mL, 69. 2mmol) (4E),
PAF R R T SR FE 48 /M B hn AN NH,C1 WURIVS v 26 i ) W, ] EtOAe A HU1%
REW . ZRANA, RGN T AW EAT IR AL Z 4T, H 1/9-Et0Ac/ PERE vt , 19 2Rk
W, AR 2R/ Bige (1/5) EEE G, = LA T R &) (7. 658,37% ) o JEHTIA]
R 5 R —2- (4- FIAEEE AR ) —2H- 5[ M (8. 0g,38% ) .

[0291]  SEjsfs] 13

[0292]

><O/lOJ\N H \
Uy
RP

\
[0203]  (S)-3-(1-(4- AL WAL ) —1H- Wo|mk —5— JE 0k ) WRIE —1- FRIRAUT IR
[0204]  |r] 5— ¥R —1— (4— FRARJEEE ) —1H- MM (870mg, 2. 7Tommol) ¥ FFZE (10mL) YA+
WIS (S) —3— ZFEWRIE —1- FRIERBUT BE (660mg, 3. 3mmol) AT BEHY (475mg, 5mmol) Al
AN JiE — (+) -BINAP (180mg, 0. 29mmo1) o X1 GEIHEAT il 7L 25 I FH AU 78 16—k, 2R )5
A Pdydba, (83mg, 1. 5mol % ) o« FHXFHEAMITLEEM 3 I, SRJG MAAE 80 CIt . FHixHs
VRV E 2 AR, AR e A A R, P TP AR AR R PR TR R I 2 B AR
BEGE AR o I 2 FEARRR I Bt e A, 2R 5 I 40/60-Et0Ac/ PEREUEL, 7 A il
&4 (1.00g 82% ) .
[0205]  SEjfsl 14
[0296]

[0297]  (S)-N-(WRIE —3— F& ) —1H- 5[ M —5- Ji%

[02908]  (S)-3-(1- (4~ FEIENEE ) —1H- M|me —5— FLG(JE ) WRIE —1- FRIRALUT BE (240mg,

0. 55mmo1) [¥] TFA (2mL) Y& AE =3 FHEEE 15 4080, R G R R Wi E TR
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M, B SRl i, SRFEH 90 © 9 ¢ 1 &AL ¢ MeOH © NH,OH tfli, 15 % BOC f&
P R BRI R

[0209] AR J&, ¥ SR AR B AT 1, 3- 4 IE 28 (151mg, 1. Immol) FFIREME T
TFA (2mL) , JHFAE Pt 4 o 75 % 25k TRA, Bk b B X0 5% B A dkAT 24T, 7= e bR A &
W (90mg, 2 77 & 75% ) .

[0300] St 15

[0301]

N
N
H

[0302]  (R)-N-(WRWE —3— %k ) —1H- Wy M —5- fiz
[0303] A=t 13 Prak i) 7y vAdt 5- 3R —1- (4- TS ) —1H-I5[mefn (R) —3- &3
WRIE —1- REREUT We R A Y, SR 5 F SEita s 14 Brids i 5 vE R R4, 15 30 h5 &AL 54

[0304]  SZjitEfA] 16
o) Q :\

[0305]

[0306]  (R)-3—( FWihbk —5— FEZ(EE ) MEmsdt —1- FRIRAUT s

[0307] i) 50mL & & %2 M P on N 5- U1 S5 s bk (1. 12g,5. 4mmol) . A 2K (10mL) .
(R) —3— 2 HL AL g % —1- R B AL T Mg (1. 00g,5. 4mmol) . Z R A% (0. 18g,0. 8mmol) « &} 4
JiE — () -BINAP (0. 500g, 0. 8mmol) FIHKER% (2. 80g,8. 6mmol) » X iZ ¥ 25 HEAT HEL =%, FF
TR ANE 80°CHiR: 12 /M. L2 g (20mL) FiksiZiB &4, F/K (1omL) PE¥k,
MgSO, TEAHUAH, I pE I 28K, = b 8L &4 (1. 00g,59% ) o M RHE U E L LUEH,

Jeonidk— etk .
HN/D\N \N
H E\:

[0308]  SEjiEfs] 17

[0309]

[0310]  (R)-N-(mbMskE —3- 5k ) Wbk —5- i

[0311]  FMESZHERH] 4 FriR J7E4E (R) —3— ( Smsbk —5— L FL ) MEmsbe —1- FRIRAUT BENK

Ry, B 2R E G
HNO"’N%N
H S

[0312]  SEjiEfs] 18
[0313]

[0314]  (S)-N-(MEMSHE —3- 3% ) FWEmL -5- fik
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[0315] s FH St f41] 16 Bk 77 VAL (S) —3— RIEMEMEHE —1- IR T B AN 5 I eIk &
A2 N, AR JE R SET) 4 Bridk 77 AR, 15 2R AL &4 o

[0316]  SLJEfs)] 19

[0317]

H
:’ U [ : \,N
\ N
S H

[0318]  (S)-N-(1-(4-( Fmidk ) “FHL ) WRig -3- 3% ) —1H- M| —5- i, 454 1. 075
[0319] ) A =2 it 451] 8 Py ik J7 vk, LA THE 1E e BV 7 A (S) -N—- (IR g —3— 2& ) —1H- Wy
W —5— i Fll 4— ( AR 2 ) — KIS R AR N, 15 B bR AL S

[0320]  SEjiEfH] 20
_S
j\,N j; \

[0321]

[0322]  (R)-N-(1-(4-( Fmaidk ) FHL) mEngde —3- 3k ) SFmemk —5- fit, 154 2. 026
[0323] A F SZ it 15 8 T ik J7 v A% (R)-N-(nibng k¢ —3— 38 ) S s bk —5- & Fll 4-( A
I ) - IR R AR RN, 13 2 FR AL S .

[0324]  sLZjiafy) 21

[0325]
H
o= Rhey
N
N
H

[0326]  N-(1- FEEINFPEFE —4- ) —1H- B[ —5- fi&, 4b-54 1. 031

[0327] A% AL & W 1 ) £ 40T 3% RS ) 3 BT IR Uy AR 2,2 R L -1-(5- (IR
WE —3— JEZ 5 ) —1H- WMk —1- 55 ) TN -1- fill 55 4- S ARE R Bbt —1- BRIRAUT e kAR
I, FH S 4 ik 75 v AR A L e B S 9] 8 PITak 75 v 5 25 PR I N e S P SIZ TR 9
R ITERRY

[0328] 'H NMR(CDCl,,300MHz) : 6 7. 88 (s, LH) , 7. 36—7. 26 (m, 6H) , 6. 80 (m, 2H) , 3. 75 (m,
1H), 3. 67 (s, 2H) , 2. 80-2. 57 (m, 4H) , 2. 05—1. 27 (m, 8H) ,

[0329]  =sijifi] 22-81

[0330] I FH S iids) 8 ik Ty A 2, 2- — L —1- (5— (WRIE —3— FE 20 ) —1H- Mg —1- %)
A —1- Wi 5518 T R AR RO, 2R S5 S 9 Frds 77 VAR R4, 15 B SE 4] 22-81 H1 194k
E

[0331]  SEjfs] 22

[0332]  N-(1-(4-( FfmEdE ) 55 ) WRNE —3- 2% ) —1H- WMk —5- Ji, fb-&4% 1. 001

[0333]  'H NMR (DMSO-d® 300MHz) : & 12. 53 (bs, 1H) , 7. 86 (s, 1H) , 7. 34 (m, 4H) , 7. 22(d, ] =
9. 0Hz, 1H),6.78(dd, ] = 1.8,9. OHz, 1H), 6. 60 (s, 1H) ,5. 05(s, | = 8. 4Hz, 1H), 3. 47 (bs,
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2H) , 3. 30 (m, 4H) , 2. 90(d, J = 9. 3Hz, 1H), 2. 60 (m, 1H) , 2. 03 (m, 1H) , 1. 85 (m, 2H) , 1. 65 (m,
1H) , 1. 55 (m, 1H) 1. 22 (m, 1H) «

[0334]  SLjfs] 23

[0335]  3—((3—(1H- Mg|me —5- JE2 25 ) WRkRhE —1- %5 ) F3E) VI, &4 1. 002

[0336] 'H NMR(CDCl,,300MHz) : 8 7.88 (s, 1H),7.65(s, 1H),7.53(m, 2H),7. 39 (t,
J = 7.5Hz,1H),7. 31 (m, LH) ,6. 82 (m, 2H), 3. 61 (bs, LH), 3. 51 (m, 2H) , 2. 78 (m, LH) ,
2. 45-2. 35 (m, 3H) , 1. 77 (m, 2H) , 1. 57 (m, 2H) .

[0337]  sEjifs] 24

[0338]  N—(4-((3—(1H-M|m —5— FLZHE ) WRiE —1- 2 ) FZE) K5 LWEk, (A4 1. 003
[0339] 'H NMR(CDCl, 300MHz) : 6 9. 80 (bs, 1H), 7. 85 (s, 1H) , 7. 42 (m, 2H) , 7. 30-7. 26 (m,
3H), 7. 08 (s, 1H) , 6. 82 (m, 2H) , 3. 60 (bs, 1H) , 3. 45 (m, 2H) , 2. 74 (m, 1H) , 2. 45-2. 35 (m, 3H) ,
2.18(s,3H), 1. 76 (m, 2H) , 1. 60 (m, 2H) .

[0340]  SLjEfH] 25

[0341]  N-(1-(HEoR —4- ZEHEL ) WRRE —3- 55 ) —1H- Mg —5- Iz, AL54 1. 009

[0342] 'H NMR(CDCl,,300MHz) : & 7. 86 (s, 1H) , 7. 59 (m, 4H) , 7. 43-7. 29 (m, 6H) , 6. 84 (m,
2H), 3. 62 (bs, 1H) ,3.56 (dd, ] = 10.2,21.0Hz, 2H),2. 80 (m, LH) , 2. 45-2. 30 (m, 3H) ,
1. 75 (m, 2H) 1. 55 (m, 3H) »

[0343]  SLjEfH] 26

[0344]  N-(1-(1H- BKME: —1- 55 ) FF ) WRNE —3- 2 ) —1H- W[ —5- fi, (L5499 1. 010
[0345] 'H NMR(CDCl,, 300MHz) : 6 7. 86 (s, 1H), 7. 83 (s, LH), 7. 42 (m, 2H) , 7. 29 (m, 5H) ,
6. 82 (m, 2H) , 3. 63 (bs, 1H),3.56 (dd, ] = 13.5,27. 3Hz,2H), 2. 78 (m, 1H) , 2. 42-2. 30 (m,
3H), 1. 75 (m, 2H) 1. 58 (m, 2H) .

[0346]  SZjffs) 27

[0347]  N-(1-(4-(HEmMedt —1- 3% ) 3% ) WRIE —3— 55 ) —1H- WM —5- i, b &4 1. 011
[0348] 'H NMR(CDCl,,300MHz) : 6 10. 15 (bs, 1),7.86(s, H),7. 27 (m, 1H) ,7. 16(d, ] =
8. 4Hz, 2H) , 6. 82 (m, 2H) , 6. 52 (d, J = 8. 4Hz, 2H) , 3. 64 (bs, 1H) , 3. 53 (bs, 2H) , 3. 23 (m, 5H) ,
2.83 (bs, 1H) , 2. 42-2. 30 (m, 3H) , 2. 00 (m, 4H) , 1. 75 (m, 2H) 1. 58 (m, 2H) .

[0349]  sEjfs] 28

[0350]  N-(1-(4— MEMRAR I ) WRWE —3— 2% ) —1H- 9| Mk —5- fi, 4 549 1. 012

[0351] 'H NMR(CDCI,,300MHz) : 8 7. 86 (s, 1H),7.27 (m, 3H) , 6. 84 (m, 4H) , 3. 87 (m,
4H) , 3. 60 (bs, 1H) , 3. 47 (m, 2H) , 3. 13 (m, 4H) , 2. 76 (m, 1H) , 2. 42-2. 30 (m, 3H) , 1. 75 (m,
2H) 1. 58 (m, 2H) .

[0352]  sEjfs] 29

[0353]  N-(1-(4- S T2 ) WRNE -3- 2% ) —1H- MM —5- fi, (L &4 1. 013

[0354] 'H NMR(CDCl,, 300MHz) : 6 9. 95 (bs, 1H),7. 86 (s, 1H),7. 27 (m, 3H) , 7. 08 (d,
J = 7.8Hz,2H),6.82(m, 2H),3. 95 (bs, 1H) , 3. 60 (bs, LH) , 3. 50 (m, 2H) , 2. 76 (m, 1H) ,
2. 42-2. 30 (m, 5H) , 1. 86 (m, 1H) , 1. 75 (m, 2H) 1. 58 (m, 3H) , 0. 89 (d, | = 6. 6Hz, 6H) .

[0355]  sEjifsl 30

[0356]  N-(1-(4- TZEFEE) WRhE —3- %5 ) —1H- W[k —5- JiZ, (L4549 1. 014
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[0357] 'H NMR(CDCl,, 300MHz) : 6 9. 85 (bs, 1H) ,7. 86 (s, 1H), 7. 27 (m, 1H) , 7. 22(d, J =
8. 1Hz,2H),7.12(d, ] = 8. 1Hz,2H),6. 82 (m, 2H) , 3. 60 (bs, 1H) , 3. 49 (m, 2H) , 2. 76 (d, | =
9. 6Hz, 1H) ,2.56 (t, ] = 7. 8Hz, 2H) , 2. 42-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 58 (m, 4H) , 1. 30 ( /N E
% (sex), J = 7.8Hz,2H),0.92(t, J = 7. 8Hz, 3H)

[0358]  SEZJEfs] 31

[0359]  N-(1-(4- N%EIEFEE ) WRNE —3- 55 ) —1H- M|k —5- JiZ, {54 1. 015

[0360] 'H NMR(CDCl,,300MHz) : & 9. 80 (bs, 1H) ,7. 86 (s, LH), 7. 25 (m, 3H) , 6. 83 (m, 4H) ,
4.52(p, J = 6Hz, 2H) , 3. 60 (bs, 1H) , 3. 45 (bs, 2H) , 2. 76 (m, 1H) , 2. 42-2. 30 (m, 3H) , 1. 73 (m,
2H) 1. 57 (m, 2H) , 1. 32(d, J = 6Hz,6H) .

[0361]  SEjifs] 32

[0362]  N-(1-(2,3- —HIZEREL ) WRhE —3— 55 ) —1H- 5[ —5- JlZ, fL54 1. 016

[0363] 'H NMR(CDCl,, 300MHz) : 6 7. 86 (s, 1H) , 7. 28 (m, 1H) , 7. 05 (m, 3H) 6. 82 (m, 2H) ,
3.60 (bs, 1H) , 3. 45 (m, 2H) , 2. 70 (m, 1H) , 2. 42 (m, 2H) , 2. 30 (s, 6H) , 1. 75 (m, 2H) 1. 58 (m, 3H) .
[0364]  SEjfH] 33

[0365] N-(1-(4-( &MidE ) ¥ ) WRhE —3- 55 ) —1H- M| —5- Ji&, 454 1. 017

[0366] 'H NMR(CDCl,, 300MHz) : 6 10. 15 (bs, 1H), 7. 87 (s, 1H) , 7. 25 (m, 5H) , 6. 82 (m, 2H) ,
3.95 (bs,2H) , 3. 60 (bs, 1H),3.49(dd, ] = 13.5,20. 7THz,2H),2.91(q, J = 7. 2Hz,2H),
2.76(d, J = 9.6Hz, 1H),2. 42-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 58 (m, 2H) , 1. 30 (t, J = 7. 2Hz,
3H) -

[0367]  SEjEfs] 34

[0368]  2—(4—((3— (1H-Wg[Me —5— FLEFL ) WRME —1- %) L) R4 IE) OB, A 1. 018
[0369] 'H NMR(CDC1,, 300MHz) : 6 7. 85 (s, 1H),7. 21 (m, 3H) , 6. 79 (m, 4H) , 4. 05 (m, 2H) ,
3. 95 (m, 2H) , 3. 59 (bs, 1H),3. 50 (dd, ] = 11.7,24. 3Hz,2H),2.74(d, J = 8. 7Hz, 1H),
2. 42-2. 30 (m, 3H) , 1. 77 (m, 2H) 1. 58 (m, 2H) »

[0370]  sEjfs] 35

[0371]  N-(1-(4-((C = FEREKE) FE) FH) WRNE -3- 55 ) -1H- WM —5- Ji, {54
1.019

[0372] 'H NMR(CDCl,, 300MHz) : & 10. 30 (bs, 1H),7. 85 (s, 1H) , 7. 30-7. 20 (m, 5H) , 6. 80 (m,
2H) , 3. 95 (bs, 1H) , 3. 59 (bs, 1H) , 3. 49 (dd, J = 13. 2, 18. 6Hz, 2H) , 3. 42 (s, 2H) , 2. 74(d, ] =
8. THz, 1H) , 2. 42-2. 30 (m, 3H) , 2. 24 (s, 6H) , 1. 76 (m, 2H) 1. 58 (m, 2H) ,

[0373]  sEjfs] 36

[0374]  N-(1-(4- FFNZEREE ) WRIE —3— 2% ) —1H- 9|k —5- fi, 4549 1. 020

[0375] 'H NMR(CDCl,, 300MHz) : 6 9. 85 (bs, 1H), 7. 87 (s, 1H) , 7. 30—7. 20 (m, 3H) , 7. 03 (m,
2H) , 6. 83 (m, 2H) , 4. 0 (bs, 1H) , 3. 60 (bs, 1H) , 3. 53(dd, J = 13. 2, 18.9Hz, 2H) ,2. 74(d, ] =
8. THz, 1H) , 2. 42-2. 30 (m, 3H) , 1. 87 (m, 1H) , 1. 76 (m, 2H) 1. 58 (m, 2H) , 0. 98 (m, 2H) , 0. 72 (m,
1H) .

[0376]  SLjfs] 37

[0377]  N-(1-(3- BAPNZE R ) WRIE —3- 2% ) —1H- W5[me —5- fi%, 4 54 1. 021

[0378] 'H NMR(CDCl,,300MHz) : & 9. 85 (bs, 1H),7. 87 (s, 1H), 7. 32 (m, 1H), 7. 21 (m, 1H) ,
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7. 18 (m, 1H), 7. 10 (m, 1H) , 6. 97 (m, 1H) , 6. 83 (m, 2H) , 4. 0 (bs, 1H) , 3. 62 (bs, 1H) , 3. 49 (m,
2H) , 2. 76 (m, 1H) , 2. 42-2. 30 (m, 3H) , 1. 89 (m, 1H) , 1. 76 (m, 2H) 1. 58 (m, 2H) , 0. 98 (m, 2H) ,
0. 72 (m, 1H)

[0379]  SEZJffs) 38

[0380]  N-(1-(4-( =g %L ) W) URiE —3- 55 ) —1H- MM —5- iz, b5 1. 022
[0381] 'H NMR(CDCl,,300MHz) : 6 9.90 (bs, 1H),7.86(s, 1H),7.35(d, ] = 8. 4Hz, 2H),
7.27 (m, 1H), 7. 15(d, J = 8. 1Hz, 2H) , 6. 83 (m, 2H) , 3. 62 (bs, 1H) , 3. 51 (m, 2H) , 2. 76 (m, 1H) ,
2.42-2. 30 (m, 3H) , 1. 76 (m, 2H) 1. 60 (m, 2H) »

[0382]  Sijifs] 39

[0383]  N-(1-(4- RAZEFEE ) WRNE -3- 2% ) —1H- MM —5- fi, (L 54 1. 023

[0384] 'H NMR(CDCl,,300MHz) : & 7. 86 (s, 1H) , 7. 27 (m, 5H) , 6. 82 (m, 2H) , 3. 60 (bs, 1H) ,
3.50 (m, 2H) , 2. 90 (m, 1H) , 2. 76 (m, 1H) , 2. 42-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 58 (m, 3H) , 1. 15 (m,
6H) .

[0385]  SLjifs] 40

[0386]  N-(1-(2,4- —FFZLREL ) WRRE —3- 55 ) —1H- MM —5- iz, (54 1. 024

[0387] 'H NMR(CDC1,,300MHz) : 8 7. 85 (s, 1H),7.27(d, J = 9.0Hz, 1H),7.13(d,
J = 7.8Hz,11),6. 94 (m, 2H) ,6. 80 (m, 2H) , 3. 60 (bs, LH) , 3. 43 (m, 2H) , 2. 70 (m, 1H) ,
2. 48-2. 30 (m, 3H) , 2. 37 (s, 3H) , 2. 29 (s, 3H) , 1. 68 (m, 2H) 1. 56 (m, 2H) .

[0388]  SLjfd] 41

[0389]  (4-((3—(1H- My|mg —5- FLEHEL ) WRNE —1- 2% ) A3 ) 2RE) PR (&4 1. 025
[0390] 'H NMR(CDCl,, 300MHz) : & 10. 2 (bs, 1H),7. 86 (s, 1H),7.37(dd, ] = 1.5,7. 5Hz,
1H) , 7. 25 (m, 2H) , 6. 93 (t, J = 7. 5Hz, 1H) , 6. 83 (m, 3H) , 3. 80 (s, 3H) , 3. 60 (bs, 3H) , 2. 85 (m,
1H) , 2. 48-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 2H) «

[0391]  Sijifsi] 42

[0392]  N-(1-(4- ( ARAZERTIE ) R ) WRNE —3- 3& ) —1H- MM —5- fi, (L 54) 1. 026
[0393] 'H NMR(CDCl,, 300MHz) : 6 7.89 (s, 1H) , 7. 3-7. 23 (m, 5H) , 6. 83 (m, 2H) , 3. 62 (m,
1H),3.51(dd, J = 13.5,21.6Hz,2H),2.77(d, J = 8. 1Hz, 1H), 2. 45-2. 30 (m, 3H) , 2. 12 (m,
1H) , 1. 75 (m, 2H) 1. 56 (m, 3H) , 1. 05 (m, 2H) , 0. 70 (m, 2H) .

[0394]  sEjfs] 43

[0395]  4-((3—(1H- W[ —5— JE2E ) WRmE —1- 3% ) L) FERAETRHT B, 1 &%
1. 027

[0396] 'H NMR(CDCl,,300MHz) : & 7. 85 (s, 1H) , 7. 3-7. 20 (m, 5H) , 6. 80 (m, 2H) , 4. 85 (bs,
1H) ,4.28(d, ] = 4.5Hz,2H), 3. 75-3. 53 (m,4H) , 2. 80 (m, 1H) , 2. 45-2. 30 (m, 3H) , 1. 75 (m,
2H) 1. 56 (m, 3H) , 1. 46 (s, 9H) .

[0397]  SEJtafs 44

[0398]  N-(1-(4-( FBRZEFAEE ) K& ) WRNE —3- 2 ) —1H- MM —5- fi, (LA 1. 028
[0399] 'H NMR(CDCl,, 300MHz) : 6 7. 86 (s, 1H), 7. 3-7. 23 (m, 5H) , 6. 82 (m, 2H) , 3. 65 (s,
2H) , 3. 62 (m, 11) , 3. 53 (m, 2H) , 2. 80 (m, 1H) , 2. 45-2. 30 (m, 3H) , 1. 97 (s, 3H) , 1. 75 (m,
2H) 1. 56 (m, 3H) .
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[0400]  SEJsEfH] 45

[0401]  N-(1-(4-( FAWEIE A IE ) 58 ) WRIE —3— 2% ) —1H- WMk —5- i, fL&4 1. 029
[0402] 'H NMR(CDC1,, 300MHz) : 6 7. 85 (s, 1H), 7. 39-7. 26 (m,5H) ,6. 82 (m, 2H) ,
4.21(s,2H),3.61(bs, 1H),3.54(dd, J = 10.2,19.5Hz,2H),2. 74 (m, 1H) , 2. 69 (s, 3H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) ,

[0403]  sEjifsl] 46

[0404]  N-(1-(4-(MEWy —2—- 55 ) ¥ ) WRNE —3- 55 ) —1H- MM —5- fi&, 454 1. 030
[0405]  sEjifsl] 47

[0406] N-(1-(4-( ZHEZIEE ) ¥ ) UkNE -3- 55 ) —1H- M —5- &, b5 1. 032
[0407] 'H NMR(CDC1,,300MHz) : 8 7. 88 (s, 1H),7. 23 (m, 3H) , 6. 82 (m, 2H) , 6. 69 (d, J
= 8. 4Hz,2H), 3. 60 (bs, 1H), 3. 47 (m, 2H) , 2. 93 (s, 6H) , 2. 80 (m, 1H) , 2. 45-2. 30 (m, 3H) ,
1. 75 (m, 2H) 1. 56 (m, 3H) »

[0408]  SLjfs] 48

[0409]  N-(1-(4- LFEFE) WRhE —3- 55 ) —1H- Mg[M: —5- Jl, fL54 1. 033

[0410] 'H NMR(CDCl,, 300MHz) : & 10. 30 (bs, 1H), 7. 87 (s, 1H) , 7. 25 (m, 3H) , 7. 16 (m, 2H) ,
6. 82 (m, 2H) , 4. 00 (bs, 1H) , 3. 60 (bs, 1H) , 3. 51 (m, 2H) , 2. 75 (m, 1H) , 2. 63(q, J = 7. 5Hz,
2H) , 2. 50-2. 35 (m, 3H) , 1. 75 (m, 2H) , 1. 55 (m, 2H) , 1. 23 (t, J = 7. 5Hz,3H) ,

[0411]  SEjsEfs)] 49

[0412]  N-(1-(4- SBRIEFRIL ) WRIE —3— F% ) —1H- M|k —5- fi, 4 54 1. 034

[0413]  FHSEJEW] 4 Frik TiiE A &4 1. 027 WEORY, Nl iz &4

[0414] 'H NMR(CDCl,, 300MHz) : 6 7. 86 (s, 1H),7.43(d, ] = 8. 4Hz,2H),7. 26 (m, 3H) ,
6. 84 (m, 2H) , 3. 60 (bs, 1H),3.49(dd, ] = 5.4,9. 1Hz, 2H), 3. 05 (s, 1H), 2. 74 (m, 1H) ,
2. 41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) »

[0415]  sEjifs] 50

[o416]  N-(1-(4-(ZEFE ) FE) WRNE -3- 2% ) —1H- M| —5- fi, tb- 54 1. 035
[0417] 'H NMR(CDC1,,300MHz) : 8 7. 85 (s, 1H) , 7. 39-7. 26 (m, 7TH) , 6. 82 (m, 2H) , 4. 65 (s,
oH) , 4. 21 (s, 2H) , 3. 61-3. 4 (m, 5H) , 2. 74 (m, 1H) , 2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m,
2H) .

[0418]  SLjfsl 51

[0419]  1-(4-((3—(1H-Ng[me —5- LI ) WRIE —1- &) HEE) -3 ) LW, (&4 1. 036
[0420] 'H NMR(CDCl,, 300MHz) : 8 7.89 (m, 3H) ,7.42(d, J] = 7.8Hz,2H),7. 33 (m, 1H),
6. 84 (m, 2H) , 3. 60 (bs, 1H) , 3. 57 (dd, J = 13.5,24. 9Hz, 2H), 2. 74 (m, 1H) , 2. 59 (s, 3H) ,
2.41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) »

[0421]  SLjEfs] 52

[0422]  N-(1-(4- LMGFEFEE ) WRIE —3— 2% ) —1H- M| Mk —5- Ji, 4549 1. 037

[0423] 'H NMR(CDC1,,300MHz) : 8 7. 86 (s, 1H),7.32(d, J = 9. 0Hz,2H),7. 29 (m,
3H) , 6. 84 (m, 2H) , 6. 70 (dd, ] = 10.8,17. THz,1H),5.73(d, ] = 17.THz, 1H),5. 22(d,
J = 10.8Hz, 1H), 3. 60 (bs, 1H) , 3. 54 (m, 2H) , 2. 74 (m, 1H) , 2. 41-2. 30 (m, 3H) , 1. 75 (m,
2H) 1. 56 (m, 3H) .
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[0424]  SEJEfH] 53

[0425]  4-((3—(1H- Mg|me —5- FE2( 5 ) WiRhE —1- J5) F3E) NI, &4 1. 038

[0426] 'H NMR(CDC1,,300MHz) : 6 7. 86 (s, 1H),7.68(d, ] = 8.4Hz,2H),7.38(d, ] =
8. 1Hz,2H),7.29(d, J = 8. THz, LH), 6. 84 (m, 2H) , 3. 92 (s, 2H) , 3. 60 (bs, 1H) , 3. 54 (dd, J =
13.2,21. 6Hz, 2H) , 2. 74 (m, 1H) , 2. 41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) .

[0427] St 54

[0428]  2-(3—((3—(1H-Mg[Me —5— L IE ) WRWE —1- %) %) R ) O, A4 1. 039
[0429] 'H NMR(CDCl,,300MHz) : 6 7. 86 (s, 1H) , 7. 31-7. 2 (m, 2H) , 6. 94 (m, 2H) , 6. 83 (m,
3H) , 4. 09 (m, 2H) , 3. 96 (m, 2H) , 3. 61 (m, 1H) 3. 50 (m, 2H) , 2. 80 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m,
2H) 1. 59 (m, 31) .

[0430]  sEjEfH] 55

[0431]  N-(1-(3-( FEAMEIE FIE ) "R ) WRME -3 2% ) —1H- W[me —5- Ji, &4 1. 041
[0432] 'H NMR(CDCl, 300MHz) : 6 7. 85 (s, 1H) , 7. 41 (s, 1H) , 7. 36-7. 26 (m, 4H) , 6. 83 (dd,
J=2.1,9.3Hz, 1),6.79(d, ] = 1. 5Hz, LH), 4. 20 (s, 2H) , 3. 63 (m, 1) 3. 55 (dd, ] = 13. 5,
34. 2Hz, 2H) , 2. 70 (m, LH) , 2. 67 (s, 3H) , 2. 41 (bs, 2H) , 2. 29 (bs, 1H) , 1. 75 (m, 2H) 1. 59 (m,
3H) .

[0433]  SLjEfH] 56

[0434]  3—(4-((3— (1H- Mg|me —5— FLZ L ) WikhE —1- %) L) RFL) T —2- B -1-BE, 1k
&) 1. 042

[0435] 'H NMR(CDCl,, 300MHz) : 8 7. 86 (s, 1H),7.32(d, J = 8. 4Hz,2H),7. 23 (m, 3H),
6. 80 (m, 2H) , 4. 49 (s, 2H) , 3. 57 (bs, 1H) 3. 48 (dd, J = 13. 2, 19. 8Hz, 2H) , 2. 69 (d, ] = 9. OHz,
1H), 2. 42 (bs, 2H) , 2. 27 (bs, 1H) , 1. 75 (m, 2H) 1. 56 (m, 3H) .

[0436]  SZjafs) 57

[0437]  4-(4-((3—(1H- M|k —5- FEZHE ) WRIE —1- 2% ) 2 ) H3E) T -3-$h-1- 1%, 4k
4 1. 043

[0438] 'H NMR(CDCl,, 300MHz) : 8 7.86 (s, 1H),7.32(d, J = 8. 1Hz,2H),7. 23 (m, 3H),
6. 80 (m, 2H) , 3. 82 (t, ] = 6. OHz, 2H) , 3. 55 (bs, 1H) 3. 47 (dd, J = 13. 2, 19. 5Hz, 2H) , 2. 67 (t,
J = 6.0Hz, 1H), 2. 66 (m, 1H) , 2. 41 (bs, 2H) , 2. 26 (bs, 1H) , 1. 75 (m, 2H) 1. 56 (m, 3H) »

[0439]  sEjfH] 58

[0440]  N-(1-(4-(HRNFELHE ) FE ) WREE -3 25 ) —1H-W5[me —5- Ji, fb &4 1. 044
[0441] 'H NMR(CDCl,, 300MHz) : 6 7. 87 (s, 1H) , 7. 33-7. 15 (m, 5H) , 6. 83 (m, 2H) , 3. 58 (bs,
1H)3.48(dd, J = 13.5,19.5Hz,2H),2.75(d, J = 9. 3Hz, 11),2. 35 (m, 3H) , 1. 75 (m,
2H) 1. 59 (m, 3H) , 1. 44 (m, 1H) , 0. 93-0. 76 (m, 4H) »

[0442]  SEjEfH] 59

[0443]  N-(1-(3- R’ ) WRRE —3- F% ) —1H- M|k —5- fi, 4 &40 1. 045

[0444] 'H NMR(CDCl,,300MHz) : & 9. 80 (bs, 1H) 7. 87 (s, 1H) , 7. 52 (s, 1H) , 7. 38-7. 14 (m,
4H) , 6. 83 (m, 2H) , 3. 90 (bs, 1H) , 3. 59 (m, 1H) 3. 47 (dd, J = 13.5,15. 3Hz,2H),2. 76 (d, ] =
9.9Hz, 1H), 2. 41 (bs, 2H) , 2. 29 (bs, 1H) , 1. 75 (m, 2H) 1. 59 (m, 3H) .

[0445]  SEjiifsi] 60
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[0446]  3—((3—(1H- Mg|me —5- FE2( 5 ) WikhE —1- J5) F3E) XMy, (A4 1. 046

[0447] 'H NMR(CDC1,,300MHz) : 6 7. 86 (s, 1H),7.26(d, ] = 9.3Hz,1H),7.15(t, ] =
7.8Hz, 1H) , 6. 83 (m,4H) ,6. 71 (dd, ] = 1.5,7.5Hz, 1H),3.59 (m, 1H) 3. 47(dd, ] = 12.9,
20. 1Hz, 2H) , 2. 76 (d, J = 9. 3Hz, 1H) , 2. 42 (bs, 2H) , 2. 36 (bs, 1H) , 1. 75 (m, 2H) 1. 59 (m, 3H) .
[0448]  SLJiifs) 61

[0449]  N-(1-(3— ZHRILFIE ) WRHE —3— F& ) —1H- WM —5- Ji, (L5401 047

[0450] 'H NMR(CDCl,,300MHz) : 6 7. 87 (s, 1H),7. 48 (s, 1H),7.37(d, J = 7. 2Hz, 1H),
7.33-7. 24 (m, 3H) , 6. 82 (m, 2H) , 3. 60 (m, 1H) 3. 48 (m, 2H) , 3. 08 (s, 1H) , 2. 76 (d, J = 10. 5Hz,
1H) , 2. 40 (bs, 2H) , 2. 30 (bs, 1H) , 1. 75 (m, 2H) 1. 59 (m, 3H) .

[0451]  sEjfs] 62

[0452]  N-(1-(3-( FMEMEEE ) &8 ) WRNE —3- 2% ) —1H- W9|mk —5- Ji, fb &4 1. 048
[0453] 'H NMR(CDCl,, 300MHz) : 6 7. 95(s, 1H), 7. 87 (s, 1H),7.80(d, J = 7.5Hz, 1H),
7.62(d, J] = 7.5Hz,1H),7.50(t, | = 7.8Hz,1H),7.28(d, J = 9. 0Hz, 1H),6. 83 (m, 2H) ,
3.60(m, 1H)3. 56 (dd, ] = 13.2,21.6Hz,2H),3.02(s,3H),2.76(d, ] = 10. 2Hz, 1H),
2. 45 (bs, 2H) , 2. 32 (bs, 1H) , 1. 77 (m, 2H) 1. 61 (m, 3H) .

[0454]  SLjEfH] 63

[0455]  N—(3-((3—(1H-Mj[Mg —5- FLZJL ) WRWE —1- 2% ) L) 2838 ) Pz, 159
1. 051

[0456]  'H NMR(CDC1,,300MHz) : 8 7. 85 (s, 1H) , 7. 32-7. 25 (m, 2H) , 7. 09 (m, 2H) , 6. 87 (dd, J
= 2.1,9.0Hz, 1H) ,6. 79 (s, 1H) , 3. 61 (m, 1H) 3. 53 (dd, J = 10.8,35. 1Hz, 2H), 2. 91 (s, 3H) ,
2.61 (m, 11), 2. 45 (m, 3H) , 1. 76 (m, 2H) 1. 60 (m, 3H) ,

[0457]  SEJEfs] 64

[0458]  N-(1-( A<FFMemg —5- ZE 2L ) WRiE —3— 5% ) —1H- Wg[Me —5- iz, (54 1. 052
[0459] 'H NMR(CDCl,, 300MHz) : 8 9. 80 (bs, 1H),7.84(s, 1H),7.56(d, ] = 21.0Hz, 1H),
7.44(d, J = 8.4Hz, 1H),7. 29 (m, 4H) 6. 81 (m, 3H) , 3. 60 (m, 3H) , 2. 80 (m, 1H) , 2. 42-2. 30 (m,
3H), 1. 75 (m, 2H) 1. 58 (m, 3H) .

[0460]  SIjifs] 65

[0461]  N-(1-((2,3- Z& & FF [b] [1,4] ZASH A O —6- 2% ) FIL) WRiE -3- &) —1H-1]
e —5- fi, (LA 1. 053

[0462] 'H NMR(CDCl,,300MHz) : 6 9. 75(bs, 1H), 7. 86 (s, 1H),7. 29 (m, 1H) 6. 81 (m,
5H) , 4. 25 (s, 4H) , 3. 60 (bs, 1H) , 3. 40 (m, 2H) , 2. 74 (m, 1H) , 2. 42-2. 30 (m, 3H) , 1. 75 (m,
2H) 1. 58 (m, 3H) .

[0463]  SLjfH] 66

[0464]  N-(1-( 4 [b] WEWy —5- FEFFEL ) WRHE —3- &5 ) —1H- Wg[M: —5- I, (LA 1. 054
[0465] 'H NMR(CDCl,,300MHz) : & 7. 86 (s, 1H) , 7. 80 (m, LH) , 7. 44-7. 26 (m, 5H) , 6. 82 (m,
2H) , 3. 60 (m, 3H) , 2. 76 (m, 1H) , 2. 42-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 58 (m, 3H) .

[o466]  SLJEfs] 67

[0467]  3-((3—(1H- MM —5— FLa0E ) WRiE —1- %5 ) AL ) RFBLL, 164 1. 055
[0468] 'H NMR(CDCl,, 300MHz) : 6 7.85(d, J = 6.0Hz,2H),7.65(d, J = 7.8Hz, IH),
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7.49(d, J = 7.8Hz,1H),7.38(t, J = 7.5Hz, 1H),7. 27 (m, 1H) , 6. 83 (m, 2H) , 6. 15 (bs, 1H),
5.80 (bs, 1H) , 3. 60 (m, 1H) 3. 56 (dd, J = 13. 5, 23. 1Hz, 2H) , 2. 75 (m, 1H) , 2. 45-2. 25 (m, 3H) ,
1. 71 (m, 2H) 1. 56 (m, 3H) »

[0469]  SZJffs)] 68

[0470]  3-((3—(1H- Mg —5— JLE 0L ) WRNE —1- 55 ) L) ZRMEELIL, 1 &4 1. 056
[0471] 'H NMR(CDC1,, 300MHz) : 6 7. 84 (m, 2H),7.65(d, ] = 7.8Hz,1H),7.49(d, ] =
7.8Hz, 1H),7.38(t, J = 7.5Hz, 1H),7. 27 (m, LH) , 6. 83 (m, 2H) , 6. 10 (bs, 1H) ,5. 7 (bs, 1H) ,
3.60(m, 1H)3.56 (dd, J = 13.5,23. 1Hz, 2H), 2. 75 (m, 1H) , 2. 45-2. 25 (m, 3H) , 1. 71 (m,
2H) 1. 56 (m, 3H) .

[0472]  sEjEfs] 69

[0473]  3-((3—(1H- MM —5- FLE 2L ) WRiE —1- 28 ) L) FEZE TR TN, LEY
1. 057

[0474] 'H NMR(CDCl,, 300MHz) : 6 9. 85 (bs, 1H), 7. 86 (s, 1H) , 7. 39-7. 26 (m, 7TH) , 6. 82 (m,
2H) , 4. 80 (bs, 1H) , 4. 30(d, J = 5. 4Hz, 2H), 3. 95 (bs, 1H) , 3. 68-3. 4 (m, 3H) , 2. 74 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) , 1. 46 (s, 9H) »

[0475]  SEJfs] 70

[0476]  2—(5—((3—(1H- MM —5— JEZJL ) WRKE —1- 58 ) AL ) —2- ISR A4IE ) O, ik
44 1. 058

[0477] 'H NMR(CDC1,, 300MHz) : 6 7. 86 (s, 1H),7.28(d, ] = 8.7THz,1H),7.07(d, J =
7.5Hz, 1H) , 6. 83 (m, 4H) , 4. 13 (m, 2H) , 4. 00 (m, 3H) , 3. 60 (m, 1H) 3. 47 (dd, J = 14. 1, 27. 3Hz,
2H) , 2. 70 (m, 1H) , 2. 45-2. 25 (m, 3H) , 2. 22 (s, 3H) , 1. 71 (m, 2H) 1. 56 (m, 3H) .

[0478]  SEJafs] 71

[0479]  5-((3—(1H- Mg|mg —5- JE5(2E ) Wik —1- 5% ) AL ) -2- FILR®), (&4 1. 059
[0480] 'H NMR(CD,OD, 300MHz) : 6 7. 78 (s, 1H),7.31(d, J] = 9.0Hz, 1H),6.97(d, ] =
7.5Hz, 1H) ,6.90(dd, J = 2. 1,9. 0Hz, 1H) ,6. 85 (s, IH),6.74(d, J = 1. 2Hz, 1H) ,6. 66 (dd,
J = 1.2,7.5Hz,1H) , 3. 48 (m, 1H) , 3. 44 (m, 2H) , 3. 00 (m, 1H) , 2. 70 (m, 1H) , 2. 14 (s, 3H) ,
2.13(m, 1H), 1. 97 (m, 2H) , 1. 80-1. 60 (m, 2H) , 1. 3 (m, 1H) .

[0481]  sLjfs] 72

[0482]  2—(3—((3—(1H-My[mk —5— JEZIL ) WRME —1- %) L) KEIL) SR OlE, WEY)
1. 060

[0483] 'H NMR(CDC1,,300MHz) : 8 9.90 (bs, 1H),7.85 (s, 1H), 7. 35-7. 26 (m, 2H) ,
6. 95-6. 82 (m, 5H) , 4. 60 (s, 2H) , 4. 25 (m, 2H) , 3. 60 (bs, 1H) , 3. 45 (m, 2H) , 2. 74 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) , 1. 25 (m, 3H) .

[0484]  SLjfH)] 73

[0485]  N-(1-(3-(ZIEFIL ) T ) WRHE -3 2% ) —1H- WM —5- Ji, (&4 1. 061
[o486]  FHSLJEM 4 PFrik TiiErAb&4 1. 067 WEORY, N il s iz &4 -

[0487] 'H NMR(CD,0D, 300MHz) : 6 7. 79 (s, 1H),7.68(d, | = 8.7THz,1H),7.36(d, ] =
9. 0Hz, 1H) , 7. 09 (m, 2H) , 6. 95 (m, 2H) , 4. 05 (m, 3H) 3. 95 (m, 2H) , 3. 80 (m, 1H) 3. 70 (m, 3H) ,
3.50 (m, 1H) , 3. 05 (m, 1H) , 2. 43-2. 13 (m, 3H) , 1. 80-1. 3 (m, 3H) »
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[0488]  SLJsfs] 74

[0489]  N-(1-(3-( =9 AL ) "FHE) WRNE —3- 2% ) —1H- WM —5- Ji, tb&49) 1. 063
[0490] 'H NMR(CDCl,,300MHz) : 6 9. 80 (bs, 1H) ,7. 86 (s, 1H),7. 85 (m,2H) ,7.53(d, ] =
8. 4Hz,2H),7.30(d, ] = 8. 4Hz, 1H),6. 84 (m, 2H) , 3. 60 (m, 3H) , 2. 76 (d, ] = 10. 8Hz, 1H),
2. 43 (m, 3H) , 1. 75 (m, 2H) 1. 59 (m, 3H) .

[0491]  sEjfs] 75

[0492]  N-(1-(3- Z5IEFHE ) WRIE -3- 2% ) —1H- MM —5- fi, (L &54) 1. 065

[0493] 'H NMR(CDC1,,300MHz) : 8 9. 90 (bs, 1H),7.86 (s, 1H),7.30-7. 18 (m, 21) ,
6. 90-6. 76 (m, 5H) , 4. 03(q, J = 6. 9Hz,2H) 3. 60 (m, 1H) 3. 44 (dd, J] = 13.2,17. 1Hz,2H),
2.76(d, ] = 10. 8Hz, 1H),2. 43 (m, 3H) , 2. 35 (s, 3H) , 1. 75 (m, 2H) 1. 59 (m, 3H) , 1. 42(t, | =
6. 9Hz, 3H) .

[0494]  SLjfs] 76

[0495]  N-(1-(3- FRZETRIE ) WRIE —3- %% ) —1H- W5[mk —5- JiZ, fL-54) 1. 066

[0496] 'H NMR(CDCl,,300MHz) : & 7. 86 (s, 1H) , 7. 30-7. 05 (m, 5H) , 6. 83 (m, 2H) , 3. 62 (m,
1H) 3. 43 (m, 2H) , 2. 80 (m, 1H) , 2. 43 (m, 2H) , 2. 35 (s, 3H) , 1. 75 (m, 2H) 1. 59 (m, 3H) ,

[0497]  SEjfs] 77

[0498]  N-(1-(2- A& FEE ) WRNE —3- 2% ) —1H- M9|mk —5- Ji, tb 549 1. 067

[0499] 'H NMR(CDCl,, 300MHz) : § 10. 25 (bs, 1H), 7. 86 (s, 1), 7. 37(dd, J = 1.5,7. 5Hz,
1H), 7. 24 (m, 2H) , 6. 93 (t, J = 7. 5Hz, 1H) , 6. 80 (m, 3H) , 3. 80 (s, 3H) , 3. 60 (bs, 3H) , 2. 85 (m,
2H) , 2. 50-2. 35 (m, 3H) , 1. 75 (m, 2H) , 1. 55 (m, 2H) .

[0500]  sEjifsl 78

[0501]  5—((3—(1H- Mg —5— FLaFE ) WRIE —1- 55 ) FIEE ) —2- MLACREy, tb &4 1. 068
[0502] 'H NMR(CDCl,, 300MHz) : 6 7. 86 (s, 1H),7.63(d, ] = 8.4Hz, 1H),7. 26 (m, 2H) ,
6. 93-6. 80 (m, 3H) , 6. 50 (m, 1H) , 3. 62 (m, 1H) 3. 43 (m, 2H) , 2. 60 (m, 3H) , 2. 4 (m, LH) , 1. 71 (m,
2H) 1. 56 (m, 3H) .

[0503]  sEjifsl] 79

[0504]  N-(1-(3-(4- EREEE ) K ) URNE —3- 55 ) —1H- My —5- fiZ, 454 1. 069
[0505] 'H NMR(CDCl,,300MHz) : 6 9.8 (bs, 1H) ,7. 86 (s, 1H),7.3-7. 24 (m,5H) , 7. 08 (d, J
= 7.5Hz,1H),7.01 (s, 1H),6.93(dd, ] = 2.1,6.6Hz, 1H),6.87(dd, ] = 2. 1,6.6Hz, 1H),
6.82(m, 2H) , 3. 6 (m, 1H) 3. 48 (dd, J = 13.5,18.9Hz,2H) ,2. 70 (m, 1H) , 2. 41-2. 30 (m, 3H) ,
1. 71 (m, 2H) 1. 56 (m, 3H) »

[0506]  sEjfH] 80

[0507] N-(1-(3-(3-( =H ) REE) ¥ ) URKE -3- 2% ) —1H- W[ —5- Ji, (b &4
1. 070

[0508] 'H NMR(CDCl,, 300MHz) : & 9. 8 (bs, 1H) , 7. 86 (s, 1H) , 7. 4-7. 2 (m, 5H) , 7. 08 (m, 2H) ,
7.01 (s, 1H) , 6. 93 (m, 1H) , 6. 82 (m, 2H) , 3. 6 (m, 1H) 3. 48 (m, 2H) , 2. 75 (m, 1H) , 2. 41-2. 30 (m,
3H), 1. 71 (m, 2H) 1. 56 (m, 3H) .

[0509]  SEjEf] 81

[0510]  N-(1-(2,5— —JRIFFEL ) WRng -3 F& ) —1H- Mg[M: —5- iz, AL 54 1. 071
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[0511] 'H NMR(CDCl,,300MHz) : 8 9.8 (bs, IH),7.86 (s, 1H),7.62(m, 1H),7. 4 (m, 11),
7.2-7.05(m, 2H) , 6. 82 (m, 2H) , 3. 65 (m, 1H) 3. 48 (m, 2H) , 2. 80 (m, 1H) , 2. 5-2. 30 (m, 3H) ,
1. 71 (m, 2H) 1. 56 (m, 3H) »

[0512]  Sijiifsi] 82

[0513]

H Me
SAShSS
,N
[0514]  N-(1- FEEIRIE -3- & ) -3— AL —1H- M5[Me —5- f&, AL &4 1. 049
[0515]  Fraidb S HIHIS IR AL SRR 3 T AT 1-(5- & %k -3- &L —1H- 1)
M —1-F ) -2,2- “HER -1- f{il5 3- FACIREE —1- RERHUT B & 2B Y, HISEiEs] 4
IR TTVEMARS, 1 B SE e 8 BTk J7 vk 5 2K Il S MY, e i FH S5 9 Fak T vE AR o
[0516]  'H NMR(CDCI,,300MHz) : & 7. 4-7. 18 (m, 6H) , 6. 80 (m, 2H) , 6. 70 (s, 1H) , 3. 6 (m, 1H) ,
3.45(s,2H) ,2. 74 (m, 1H) , 2. 50 (s, 3H) , 2. 40 (m, 2H) , 2. 30 (m, 1H) , L. 75 (m, 2H) 1. 56 (m, 2H)

[0517]  SEjiEfs] 83
[0518]

Iz -

H NH,
N

T
[0519]  N°-(1— “FIEMRIE —3- F& ) —1H- W[ =3, 5- %, (54 1. 050
[0520] | FH St 5] 8 JIT ik 77 VA% 3, 5- Bk —1H- Mgl —1- IR B 1- FEEUR
WE —3— Wi A2 S R, AN [R] 22 S0 AE TR BSOS A B AR R S 0, o A B R AR 01, 2R FH 5K
i) 4 BTk 77 iE R ARS, 15 265 AL A1) o
[0521]  'H NMR(CDCl,, 300MHz) : 6 9. 55 (bs, 1H) , 7. 3 (m, 5H) , 7. 10 (m, 1H) , 6. 80 (m, 1H),
6. 60 (s, 1H) ,3. 90 (s, 2H) , 3. 6-3. 4 (m, 3H) , 2. 80 (m, 1H) , 2. 47 (m, 3H) , 2. 41-2. 30 (m, 3H) ,
1. 75 (m, 2H) 1. 56 (m, 3H) «
[0522] S jiifs] 84-89
[0523] I FH 5K it 441 8 JiT ik J7 vEAE 2, 2— — FF 3L —1- (5 (b s ¢ —3— 25 & 2% ) —1H- Mg
e —1- 25 ) T —1— fil 5 A0 1 o A2 ONY, AR Ja P ST 9 ik T vE I AR, 15 21 S T 451
84-89 " IKIALA -
[0524]  SCjtifs] 84
[0525]  N-(1-(4-( FIRalE2E ) 28 ) mbmeoe —3— 3L ) —1H- WM —5- Ji, (54 1. 004
[0526] 'H NMR(CDCl,, 300MHz) : 6 9. 80 (bs, 1H),7. 88 (m, 3H),7.55(d, J = 8. 1Hz, 2H),
7.31(d, ] = 8.7Hz, 1H),6.82(dd, J = 2.1,8. THz, 1H),6. 75(d, J = 2. 1Hz, 1H) , 4. 05 (m,
1H), 3. 72 (m, 2H) , 3. 05 (s, 3H) , 2. 78 (m, 2H) , 2. 60 (dd, ] = 3.3,9. 6Hz, 1H), 2. 45-2. 35 (m,
2H) , 1. 75 (m, 1H) »
[0527]  SEjiiféi] 85
[0528]  3—((3—(1H- Mg|mk —5- JL2( 2L ) mbngbe —1- 3% ) FEE) Fig, tb&4 1. 005
[0529] 'H NMR(CDCl,, 300MHz) : 6 10. 7 (bs, 1H),7.9 (s, 1H),7. 65 (s, 1H), 7. 55 (m, 2H) ,
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7.40 (m, 2H) , 7. 28 (m, 1H) 6. 84 (m, 2H) , 4. 05 (bs, 1), 3. 65 (s, 2H) , 2. 8 (m, 2H) , 2. 65 (m,
1H) 2. 45-2. 25 (m, 2H) , 1. 75 (m, 2H) ,

[0530] st 86

[0531]  N—(4-((3—(1H- M| Mg —5— FLEFE ) b he —1- F5 ) FE) K& ) Wik, th&v)
1. 006

[0532] 'H NMR(CDCl,, 300MHz) : 6 7. 88 (s, 1H),7.43(d, ] = 8.4Hz,2H),7. 24 (m, 3H),
7.18(bs, 1H) ,6. 77 (m, 2H) , 4. 01 (m, LH) , 3. 60 (m, 2H) , 2. 78 (m, 2H) , 2. 60 (dd, ] = 3.3,
9. 6Hz, 1H) , 2. 45-2. 35 (m, 2H) , 2. 16 (s, 6H) , 1. 75 (m, 1H) ,

[0533]  sEjifsl] 87

[0534]  N-(1-(4-(3—-( ZHIZEZIE ) WAL ) T ) mbrgse —3- 2% ) —1H- Mg|mk —5- fix, 1k
AW 1. 007

[0535]  'H NMR(CDCl,, 300MHz) : & 10. 45 (bs, 1H),7. 88 (s, 1H) , 7. 23 (m, 3H) , 6. 85-6. 73 (m,
4H), 3.99 (t, ] = 6. 3Hz, 3H) , 3. 57 (m, 2H) , 2. 78 (m, 2H) , 2. 60 (m, 1H) 2. 45 (t, ] = 7. 5Hz, 4H) ,
2. 26 (s,6MH) , 1. 95 (m, 2H) , 1. 75 (m, 1H) ,

[0536]  sjifs] 88

[0537]  N-(1-(3,4- —&UWH ) mighe —3- 5& ) —1H- M| —5- Jiz, (540 1. 062

[0538] 'H NMR(CDCl,, 300MHz) : 8 9. 80 (bs, LH), 7. 86 (s, LH), 7. 40-7. 20 (m, 3H) , 6. 84 (m,
3H) , 4. 05 (bs, 1) ,3. 60 (s, 2H) , 2. 8 (m, 2H) , 2. 60 (m, 1H) 2. 45-2. 25 (m, 2H) , 1. 75 (m, 2H) »
[0539] S jsfs] 89

[0540]  N-(1-(3-( =& 2L ) “FAE ) MEmsoe —3- L ) —1H- WM —5- Jit, (54 1. 064
[0541]  SEjifs] 90-92

[0542] I FH 5 i 451 8 FiT ik J7 v, LA THF 7 [ R 5 A8 (R) -N- (R B¢ —3— 2% ) —1H- Mg
e —5— i 5553 PRI i A SN, 49 B SIEJlA5) 90-92 FH IR &4

[0543]  Sjifs] 90

[0544]  (R)-N-(1-(3,4- 5K ) WRIE —3- 25 ) —1H- M| mg —5- Ji&Z, {54 1. 073

[0545] 'H NMR(CDCl,,300MHz) : 6 7. 87 (s, 1H),7.29(d, ] = 9. 3Hz, 1H),7. 23-7. 04 (m,
3H) , 6. 83 (m, 2H) , 3. 63 (m, LH) , 3. 49 (m, 2H) , 2. 75 (m, 1H) , 2. 45-2. 25 (m, 3H) , 1. 80—1. 50 (m,
5H) o

[0546]  SLjfs)] 91

[0547]  (R)-N-(1-(4-( F%iiZE ) %3 ) WRmE —3- 55 ) —1H- M| —5- JiZ, 454 1. 074
[0548] 'H NMR(CDCl,, 300MHz) : 8 9. 8 (bs, 1H), 7. 86 (s, 1H) , 7. 3-7. 18 (m, 5H) , 6. 82 (m,
2H) , 3. 6-3. 4 (m, 3H) , 2. 74 (m, 1H) , 2. 47 (s, 3H) , 2. 41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) .
[0549]  SLjfs] 92

[0550]  (R)-N-(1-(4- LHBRFEFEE ) WRIE —3- 2% ) —1H- 9|k —5- Ji, 4549 1. 076

[0551] 'H NMR(CDCl,, 300MHz) : 8 7.86 (s, 1H),7.43(d, J = 8. 4Hz,2H),7. 26 (m, 3H),
6. 84 (m, 2H) , 3. 60 (bs, 1H),3.49(dd, ] = 5.4,9. 1Hz,2H),3. 05 (s, LH), 2. 74 (m, 1H) ,
2.41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) »

[0552]  SLjif] 93-98

[0553] M| H 5K it 151 8 Bt ik 77 ¥, LA THF AF e B AL (S) -N=(WR BE —3— 2k ) —1H- 1]
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M —5— Jig b5 3l IR R AR IO, 459 31 S8 ] 93-98 AL G ) -

[0554]  sEjifsl 93

[0555]  (S)-N-(1-(3,4- 5’2 ) WRRE —3— 55 ) —1H- Wg|mk —5- iz, b 54 1. 072

[0556] 'H NMR(CDCl,,300MHz) : 6 7.87 (s, 1H),7.29(d, J = 9. 3Hz, 1H),7. 23-7. 04 (m,
3H) , 6. 83 (m, 2H) , 3. 63 (m, 1H) , 3. 49 (m, 2H) , 2. 75 (m, 1H) , 2. 45-2. 25 (m, 3H) , 1. 80—1. 50 (m,
5H) .

[0557]  sEjifsl] 94

[0558]  (S)-N-(1-(4- LBRFEFE ) WRIE —3- 2% ) —1H- 9|k —5- fi, (b &4 1. 077

[0559] 'H NMR(CDCl,, 300MHz) : 8 7.86 (s, 1H),7.43(d, J = 8. 4Hz,2H),7. 26 (m, 3H),
6. 84 (m, 2H) , 3. 60 (bs, 1H),3.49(dd, ] = 5.4,9. lHz,2H),3. 05 (s, 1H), 2. 74 (m, LH) ,
2.41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) »

[0560]  SEjifs] 95

[0561]  (S)-N-(1-(4- FIEEREL ) WRhE —3- 55 ) —1H- Mg[Me: —5— i, fL54 1. 078

[0562] 'H NMR(CDCl,,300MHz) : 6 7.86 (s, 1H),7.28(d, | = 8.7THz,1H),7.21(d, J =
8. 1Hz,2H),7.11(d, J = 8. 1Hz, 2H) , 6. 84 (m, 2H) , 4. 40 (bs, 1H) , 3. 60 (bs, 1H) , 3. 49 (dd, ] =
13.2,21. OHz, 2H) , 2. 74 (m, 1H) , 2. 41 (m, 3H) , 2. 39 (s, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) »

[0563]  SLjsfs] 96

[0564]  (S)-N-(1-(4- FAFEFEE ) WRIE —3- 2% ) —1H- M| —5- Ji, 454 1. 079

[0565] 'H NMR(CDCl,,300MHz) : 8 7. 86 (s, 1H), 7. 30-7. 20 (m, 5H) , 6. 91-6. 80 (m, 4H) ,
3. 80 (s, 3H) , 3. 60-3. 40 (m, 3H) , 2. 80 (s, 1H) , 2. 50-2. 30 (m, 3H) , 1. 80—1. 40 (m, 5H) .

[o566]  SLjfs] 97

[0567]  (S)-N-(1-(3,4- —&UFE ) WRIE —3- 2% ) —1H- M|k -5 fi, 454 1. 080

[0568] 'H NMR(CDCl,, 300MHz) : 6 10. 0 (bs, 1H),7.87 (s, 1H),7.45(s, 1H),7. 36 (d,
J = 8.1Hz,1H),7.29(d, J = 8.7Hz,1H),7.15(dd, J = 2.1,8. 1Hz, 1H), 6. 82 (m, 2H),
3.60 (m, 1H) , 3. 45(dd, J = 13.8,18Hz,2H),2.75(d, J = 10. 2Hz, 1H), 2. 45-2. 25 (m, 3H) ,
1. 80-1. 50 (m, 5H) »

[0569]  Sijifs] 98

[0570]  (S)-N-(1-(4- SUFEE ) WRME —3— 2% ) —1H- M9|mk —5- Ji%, 4 54 1. 081

[0571] 'H NMR(CDCl,, 300MHz) : & 7. 86 (s, 1H) , 7. 3-7. 18 (m, 5H) , 6. 82 (m, 2H) , 3. 6-3. 4 (m,
3H), 2. 74 (m, 1H) , 2. 40 (m, 3H) , 2. 41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) .

[0572]  sEjEfs] 99

[0573]

[0574]  N-(1- FEZCRMPESE —4- 25 ) FUEW -5- ik, (L 54 2. 013

[0575]  FRRULEWIRIHI& T USR] 3 Prik 75 i Ad ek —5- g 5 4- S AUEURI PR
Bt —1— FRIRAL ] WA A S, AR D F STt 4 B T i AR, $2 IR SEitidy] 8 Pk ik 578
P A S o
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[0576] 'H NMR(CDCl,, 300MHz) : 6 9. 14 (s, 1H),8.45(d, J = 6Hz, 1H),7.57(d, ] = 6Hz,
1H),7.46-7. 25 (m, 7TH) ,6.72(d, J = 7.5Hz, 1H),4.0 (m, 1H), 3. 71 (m, 2H) , 2. 92 (m, 1H) ,
2.80 (m, 1H) , 2. 7-2. 6 (m, 2H) , 2. 05-1. 87 (m, TH) .

[0577]  SEjitfs] 100-109

[0578] I FH St 8 ik kAl N- (WRIE —3- 2 ) Jmembk —5- ik 5 A 18 s &k A | Y,
23S 100-109 F AL S

[0579]  sEJf5] 100

[0580]  N-(1-(4- FARZEFIE ) WRME —3- 2% ) Fmemk —5- JiZ, fL&4 2. 001

[0581] 'H NMR(CDCl,, 300MHz) : 8 9. 15(s,1H),8.49(d, J = 6. 0Hz, 1H),7. 55 (m, 1H),
7.41(t, J = 7.8Hz, 1H),7. 30 (m, 3H) , 6. 88 (m, 2H) , 6. 73(d, ] = 6. 6Hz, 1H),5. 05 (bs, LH),
3. 81 (bs, 4H) , 3. 63 (m, 2H) , 3. 09 (s, 3H) , 2. 65 (m, 3H) , 2. 35 (m, 1H) , 1. 85-1. 60 (m, 4H) .

[0582]  SEjfs] 101

[0583]  N—(1-(4-( FImAMEZE ) “F3E ) WRNE —3- 2% ) ik —5- %, 154 2. 002

[0584] 'H NMR(CDCl,,300MHz) : 6 9. 15(s, 1H),8.49(d, | = 6.0Hz,1H),7.89(d, | =
8. 1Hz,2H),7.55(m, 3H),7. 41 (t, ] = 7.8Hz,1H),7.27(d, J = 6.9Hz,1H),6.73(d, ] =
6. 6Hz, LH) , 4. 88 (bs, 1H), 3. 81 (bs, LH),3.63(dd, ] = 10.8,22. 5Hz,2H), 3. 09 (s, 3H) ,
2.74(d, J = 10. 2Hz, 1H) , 2. 45 (m, 3H) , 1. 85-1. 60 (m, 4H) .

[0585]  SLJififs] 102

[0586]  3—((3—( FeMiEmbk —5— JEz 2k ) WRiE —1- 4% ) AZE) Wi, 54 2. 003

[0587] 'H NMR(CDCl,, 300MHz) : 8 9. 10 (s, 1H),8.46 (d, ] = 6. 0Hz, 1H),7. 69 (s, 1H),
7.55 (m, 3H) , 7. 45 (m, 2H) , 7. 24 (m, 1H) , 6. 73 (d, J = 7. 5Hz, 1H) , 4. 88 (bs, 1H) , 4. 78 (s, 2H),
3.78(bs, 1H),3.55(dd, J = 13.5,22.5Hz,2H),2.74(d, J = 10. 2Hz, 1H), 2. 45 (m, 3H) ,
1. 85-1. 60 (m, 4H) .

[0588] Syt 103

[0589]  N—(4-((3—( Fpmsipk —5— ZE4( 2 ) Wi —1- 25 ) H2E) &) SBELZ, 159 2. 004
[0590] 'H NMR(CDCI,,300MHz) : 6 9. 13 (s, 1H),8.48(d, ] = 6.0Hz,1H),7.55(d, ] =
6Hz, 1H), 7. 48-7. 38 (m, 3H), 7. 31(d, ] = 8.4Hz,2H),7.24(d, ] = 8. 4Hz, 1H),6.72(d,
J = 7.5Hz,1H),5.05(bs, 1), 3. 78 (bs, 1H) , 3. 51 (m, 2H) , 2. 70-2. 30 (m, 4H) , 2. 16 (s, 3H),
1. 85-1. 60 (m, 4H) .

[0591]  SEjfs] 104

[0592]  N-(1-(4-( BMiidE ) ¥ ) WRRE -3- 55 ) =Mk —5- %, (b &4 2. 009

[0593] 'H NMR(CDCl,,300MHz) : 8 9. 14 (s, 1H),8.49(d, J = 6Hz,1H),7.55(d, J =
6Hz, 1H),7.41(t, ] = 7.5Hz, 1H),7.27 (m,5H) ,6.72(d, J = 7.5Hz, 1H),5. 00 (bs, 1H),
3. 78 (bs, 1H),3.51, (dd, ] = 12,30Hz,2H),2. 70-2. 55 (m, 3H) , 2. 47 (s, 3H) , 2. 35 (m, 11) ,
1. 80-1. 50 (m, 4H) .

[0594]  SCJEfH) 105

[0595]  N—(1-(4- BRINZERIE ) WRAE -3- 2% ) SpMEM —5- Jiz, th-54) 2. 010

[0596] 'H NMR(CDC1,,300MHz) : 8 9. 15 (s, 1H),8.50(d, ] = 6Hz, 1H),7. 56 (d, ] = 4. 8Hz,
1H),7.45(t, ] = 7.5Hz, 1H),7. 27 (m,4H) 7. 05(d, J = 7. 5Hz, 1H),6.73(d, J = 6Hz, 1H),
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5. 06 (bs, 1H) , 3. 78 (bs, 1H) , 3. 54, (m,2H), 2. 61 (m, 3H) , 2. 35 (m, 1H) , 1. 94-1. 50 (m, 6H) ,
1. 27 (m, 3H) , 1. 00-0. 80 (m, 3H) , 0. 90 (m, 1H) , 0. 69 (m, 2H) .

[0597]  SEjsifs) 106

[0598]  N-(1-(3- BAAZE R ) WRIE —3- 2k ) Sprémk —5- 1z, fL-54 2. 011

[0599] 'H NMR(CDCl,, 300MHz) : 6 9. 15(s, 1H),8.50(d, J = 6Hz, 1H),7.59(bs, 1H),
7.43(t, J = 7.5Hz, 1H), 7. 27-7. 10 (m, 5H) 6. 99 (m, 1H) , 6. 73(d, J = 7. 5Hz, 1H) , 5. 06 (bs,
1H) , 3. 81 (bs, 1H) , 3. 54, (m,2H),2. 64 (m, 3H) , 2. 40 (m, 1H) , 1. 94-1. 50 (m, 6H) , 1. 27 (m, 3H) ,
1. 00 (m, 2H) , 0. 90 (m, 1H) , 0. 72 (m, 2H) .

[o600]  SEjsfs] 107

[0601]  N-(1-(4- (FAPZERLEE ) W& ) WRNE —3- 2 ) SpMEmk —5- iz, th-54) 2. 012
[0602] 'H NMR(CDCl,, 300MHz) : 6 9. 14 (s, 1H),8.50(d, J = 6Hz, 1H),7.59(bs, 1H),
7.46-7. 25 (m, 7TH) ,6. 73 (d, J = 7. 5Hz, 1H),5. 06 (bs, 1), 3. 71 (m, 1H), 3. 55, (dd, J = 12,
30Hz, 2H) , 2. 7-2. 5 (m, 3H) , 2. 40 (m, 1H) , 2. 20 (m, 1H) , 1. 80-1. 50 (m, 5H) , 1. 07(d, | = 6Hz,
2H) , 0. 70 (s, 2H) »

[0603]  SJifs] 108

[0604]  N-(1-(3,4- —5UFE ) URNE —3- 2% ) FrEmk -5- iz, (54 2. 014

[0605] 'H NMR(CDC1,,300MHz) : 8 9. 15 (s, 1H),8.49(d, ] = 6. OHz, 1H) , 7. 55 (d, ] = 6Hz,
1H),7.51(d, ] = 1.8Hz, 1H),7.45-7. 36 (m, 2H) , 7. 24 (m, 1H) , 7. 17(dd, ] = 1.8,8. 1z,
1H),6.72(d, J = 7.5Hz, 1H) ,4. 95 (bs, 1), 3. 78 (bs, 1H) , 3. 49(dd, ] = 13. 5, 32. 4Hz, 2H) ,
2.70-2. 30 (m, 4H) , 1. 85-1. 60 (m, 4H) .

[o606]  SEjsifs] 109

[0607]  N-(1-(3-( =g AEL ) KA ) WRHE -3 Fk ) FpMEmk -5- &, 154 2. 015

[0608] 'H NMR(CDCl,, 300MHz) : 6 9. 14(s, 1H),8.48(d, J] = 6. 0Hz, lH),7. 71 (s, 1H),
7.47-7. 31 (m,5H) , 7. 24 (dd, J = 6. 0Hz, 1H) ,6. 71 (d, J] = 7. 8Hz, 1H),5. 0 (bs, 1), 3. 80 (bs,
1H),3.60(dd, J = 13. 5, 29. THz, 2H) , 2. 70-2. 30 (m, 4H) , 1. 85—1. 60 (m, 4H) »

[0609] =M 110-116

[o610] I H SEjfs) 8 BT i 5 A% N= (b e —3- 38 ) Semsibk —5— Ji b5 6 3 R T e A S
133055 110-116 LS -

[0611]  SCJEfH] 110

[o612]  N-(1-(4-( FMEMEEE ) 58 ) mbnghe —3- 55 ) =ik —5- i, (b &4 2. 005
[0613] 'H NMR(CDCI,,300MHz) : 6 9. 16 (s, 1H),8.49(d, | = 6.3Hz,1H),7.90(d, | =
8. 4Hz,2H),7.56(d, | = 8.4Hz,3H),7.42(t, ] = 7.8Hz,1H),7.33(d, J] = 8. 1Hz, 1H),
6.69(d, ] = 7.5Hz, 1H),4.58(m, 1H) ,4. 19 (m, 1H), 3. 76 (s, 2H) , 3. 05 (s, 3H) , 2. 88 (m, 2H) ,
2.70(dd, J = 3.3,9. 6Hz, 1H) 2. 60-2. 40 (m, 2H) , 1. 85 (m, 1H) .

[0614]  SLjfs) 111

[0615]  N—(1- WIENMLMEGE —3— FL ) Sk —5- Jiz, th-54) 2. 006

[0616] 'H NMR(CDCl,, 300MHz) : 69. 14 (s, 1H),8.46(d, ] = 6.3Hz,1H),7.56(d, ] =
6. 3Hz, 1H) ,7.43(t, J = 8. 1Hz,1H),7. 30 (m, 7H),6.69(d, J = 7.5Hz, 1H),4. 65 (m, 1H),
4. 18 (m, 1H) , 3. 68 (m, 2H) , 2. 87 (m, 2H) , 2. 70 (dd, J = 3.3,9. 6Hz, 1H) 2. 60-2. 40 (m, 2H) ,
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1.85(m, 1H) .

[0617]  SEjifs) 112

[0618]  3—((3—( Mk —5— JE2d % ) mbghe —1- %5 ) FIL) R, 459 2. 007

[0619] 'H NMR(CDCl., 300MHz) : 8 9. 15(s, 1H),8.48(d, J = 6.0Hz, 1H),7. 66 (s, 1H),
7.55(m, 3H),7.43(dd, J = 7.5, 10. 8Hz, 2H) , 7. 32(d, J = 8. 1Hz, 1H),6. 70 (d, ] = 7. 5Hz,
1H) ,4.57(d, ] = 6.6Hz, 1H),4. 18 (m, 1H), 3. 68 (m, 2H) , 2. 87 (m, 2H) , 2. 70 (dd, ] = 3.3,
9. 61z, 1H) 2. 60-2. 40 (m, 2H) , 1. 85 (m, 11) .

[0620]  SCjifs] 113

[0621]  N-(4-((3-( Mk —5- L2 ) Mbmghe —1- 2% ) FE) RE) S8 L&
2.008

[0622] 'H NMR(CDCl,, 300MHz) : 8 9. 14 (s, 1H),8.45(d, J = 6. 0Hz, 1H),7. 57 (m, 2H) ,
7.47-7.27 (m,5H),6.68(d, ] = 7.5Hz, 1H),4. 66 (m, 1H) ,4. 14 (bs, 1H), 3. 63 (s, 2H) ,
3. 47 (bs, 1H) , 2. 83 (m, 2H) , 2. 70 (m, 1H) 2. 60-2. 40 (m, 2H) , 2. 15 (s, 3H) , 1. 85 (m, 1H) ,

[0623]  Sijfsl] 114

[0624]  N-(1-(3,4- ZRUWH) MEMgHE —3- 55 ) enémsk —5- ik, (&4 2. 016

[0625] 'H NMR(CDCl,,300MHz) : 69. 16 (s, 1H),8.48(d, | = 6.0Hz,1H),7.56(d, ] =
6. OHz, 1H) ,7.47-7. 31 (m, 3H) , 7. 18(dd, ] = 3.6,8. 1Hz, 1H),6.68(d, J] = 7.5Hz,1H),
4. 60 (bs, 1H),4. 18 (m, 1H) , 3. 62 (s, 2H) , 2. 87 (m, 2H) , 2. 70 (m, 1H) 2. 60-2. 40 (m, 2H) ,
1. 85 (m, 1H) .

[o626]  SLjifs) 115

[0627]  N-(1-(4- FIEZEWIE ) MEMg bt —3- 55 ) SngEmk —5- ik, (&4 2. 017

[0628] 'H NMR(CDCI,,300MHz) : 6 9. 15(s, 1H),8.47(d, J = 6.0Hz,1H),7.56(d, J
6. 0Hz, 1H),7.43(t, ] = 7.8Hz, 1H),7.24(m,3H),6.87(d, ] = 8.7Hz,2H),6.68(d, ] =
8. 4Hz, 1H) , 4. 63 (bs, 1) ,4. 20 (m, 1H) , 3. 81 (s, 3H) , 3. 64 (s, 2H) , 2. 87 (m, 2H) , 2. 70 (m,
1H) 2. 60-2. 40 (m, 2H) , 1. 85 (m, 1H)

[0629]  SLJifs] 116

[0630]  N-(1-(3-( =G HZ ) &) Mgkt -3- 55 ) =Mk —-5- i, (b &4 2. 018
[0631] 'H NMR(CDCl, 300MHz) : 8 9. 15(s,1H),8.47(d, J = 6.0Hz, 1H),7.62 (s, 1H),
7. 56 (m, 3H), 7. 45 (m, 2H) ,7.31(d, J = 8.4Hz,1H),6.70(d, J = 7.8Hz, 1H),4.62(d,
J = 6.9Hz,1H),4. 16 (m, 1H), 3. 71 (s, 2H) , 2. 88 (m, 21) ,2. 70(dd, J = 3. 3,9. 6lz,
1H) 2. 60-2. 40 (m, 2H) , 1. 85 (m, 1H) ,

[0632] =M 117-122

[0633] I H SEiifs] 8 Arid FivAt (R) -N-(nmbng ke —3- 55 ) Fwmk —5- ik 5 &b s &k
N, 133N SE e 117-122 PS4 -

[0634]  SCJEfH] 117

[0635]  (R)-N-(1-(3- BRTAZE R ) mbmede —3—- 55 ) ik —5- i, 1 &4 2. 020

[0636] 'H NMR(CDC1,,300MHz) : 8 9. 14 (s, 1H),8. 46 (d, ] = 6. OHz, 1H) , 7. 56 (d, ] = 6Hz,
1H),7.43(t, J=8.1,1H),7. 31-7. 23 (m, 5H) , 6. 69 (d, ] = 7. 8Hz, 1H) ,4. 69 (d, ] = 6. 3Hz,
1H) , 4. 18 (m, 1H) , 3. 65 (s, 2H) , 2. 88 (m, 2H) , 2. 71 (dd, ] = 3.6,9. 6Hz, 1H), 2. 60-2. 40 (m,
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2H) , 2. 18 (m, 1H) , 1. 85 (m, 2H) , 1. 04 (m, 2H) , 0. 69 (m, 2H) »

[0637]  SLjifs) 118

[0638]  (R)-N-(1—-(4-(FRIAEEMRIE ) 2% ) Mbmsdt —3- J5 ) FmeEmk —-5- ik, 154 2. 021
[0639] 'H NMR(CDC1,,300MHz) : & 9. 16 (s, 1H), 8. 48(d, ] = 6. OHz, 1H) , 7. 60 (d, ] = 6Hz,
1H),7.44(t,] = 8.1,1H),7.32(d, ] = 8. 1Hz, 1H), 7. 23 (m, 2H) , 7. 10, (m, 2H) ,6. 69 (d, ] =
7.5Hz, 1H) ,4.75(d, J = 6.6Hz, IH),4. 18 (m, 1H) , 3. 68 (m, 2H) , 2. 88 (m, 2H) , 2. 71 (dd, ] =
3.6,9. 6Hz, 1H) , 2. 60-2. 40 (m, 2H) , 1. 85 (m, 2H) , 0. 95 (m, 2H) , 0. 70 (m, 2H) .

[0640]  SCJifs] 119

[0641]  (R)-N-(1-(4- FRAZEREE ) mbmedhe —3- 55 ) =ik —5- i, (b &4 2. 022

[0642] 'H NMR(CDC1,,300MHz) : 8 9. 15 (s, 1H), 8. 48 (d, ] = 6. OHz, 1H) , 7. 62(d, ] = 6Hz,
1H),7.43(t, ] = 7.8,1H0),7.31(d, J = 8. 1Hz, LH), 7. 23 (m, 2H) , 7. 05 (m, 2H) , 6. 67 (d, ] =
7. 5Hz, 1H) , 4. 88 (bs, 1H) , 4. 21 (m, 1H) , 3. 73 (m, 2H) , 3. 05-2. 80 (m, 3H) , 2. 65-2. 40 (m, 2H) ,
1. 88 (m, 2H) , 0. 97 (m, 2H) , 0. 69 (m, 2H) »

[0643]  SJEfF] 120

[0644]  (R)-N-(1-(4- FIEETRIE ) ML —3— 3L ) FriEmk —5- iz, (54 2. 025

[0645] 'H NMR(CDC1,,300MHz) : 8 9. 14 (s, 1H), 8. 46 (d, ] = 6. OHz, 1H) , 7. 59 (d, ] = 6Hz,
1H),7.43(t, ] = 7. 8Hz, 1H),7.31(d, J = 8. 1Hz, 1H), 7. 23(d, ] = 8. 1Hz,2H) ,7. 14, (d, J
= 8. 1Hz, 2H),6.68(d, ] = 7. 5Hz, 1H) , 4. 75 (m, 1H) , 4. 18 (m, 1H) , 3. 68 (s, 2H) , 2. 88 (m, 2H) ,
2.71(dd, J = 3.6,9. 6Hz, 1H) , 2. 60-2. 40 (m, 2H) , 2. 33 (s, 3H) , 2. 05 (bs, 1H) , 1. 85 (m, 1H) .
[o646]  SEjfiifsl 121

[0647]  (R)-N-(1-(4- EUWZE) MEMgHE —3— 55 ) SengEmk —5- i, (L&) 2. 027

[0648]  'H NMR(CDC1,,300MHz) : 8 9. 13 (s, 1H),8. 46 (d, ] = 6. OHz, 1H) , 7. 60 (d, ] = 6Hz,
1H),7.43(t, ] = 8. 1Hz, IH), 7. 31 (m, 5H) ,6. 68 (d, ] = 7.5Hz, 1H),4. 80 (bs, LH) , 4. 20 (m,
1H) , 3. 69 (s, 2H) , 2. 88 (m, 2H) , 2. 80 (m, 1H) 2. 60-2. 40 (m, 2H) , 1. 85 (m, 1H) .

[0649]  SCjifs] 122

[0650]  (R)-N-(1-(4— LHRIEFIL ) MEmest —3— J& ) ek —5- ik, 154 2. 031

[06511 'H NMR(CDCI,,300MHz) : 8 9. 15 (s, 1H),8.47(d, ] = 6. OHz, 1H) , 7. 58 (d, ] = 6Hz,
1H) , 7. 45 (m, 3H) , 7. 31 (m, 3H) , 6. 68 (d, J = 7. 8Hz, 1H) , 4. 70 (bs, 1H) , 4. 17 (m, 1H) , 3. 67 (s,
2H) , 3. 06 (s, 1H) , 2. 88 (m, 2H) , 2. 70 (dd, J = 3.3,9. 9Hz, 1H) 2. 60-2. 40 (m, 2H) , 1. 85 (m,
1H) .

[0652]  =Zjifi] 123-128

[0653] I FHSZitifsl] 8 Frak 7 vAEAE (S) -N—- (kg oe —3- 3 ) Fpmeibk —5- Jlg 5 G ik E
J N, 133 SEife) 123-128 RIS -

[0654]  SCjEfH] 123

[0655]  (S)-N-(1-(4- BRNZEFEE ) mbmeke —3- 55 ) ik —5- i, (b &4 2. 019

[0656] 'H NMR(CDC1,,300MHz) : 8 9. 15 (s, 1H), 8. 48 (d, ] = 6. OHz, 1H) , 7. 62(d, ] = 6Hz,
1H),7.43(t, ] = 7.8,1H),7.31(d, J = 8. 1Hz, LH), 7. 23 (m, 2H) , 7. 05 (m, 2H) , 6. 67 (d, ] =
7. 5Hz, 1H) , 4. 88 (bs, 1H) , 4. 21 (m, 1H) , 3. 73 (m, 2H) , 3. 05-2. 80 (m, 3H) , 2. 65-2. 40 (m, 2H) ,
1. 88 (m, 2H) , 0. 97 (m, 2H) , 0. 69 (m, 2H) »
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[0657]  SEJEfs] 124

[0658]  (S)-N-(1-(3- BAAZE R ) mbmeke -3- 55 ) ik —5- ik, (b &4 2. 023

[0659] 'H NMR(CDC1,,300MHz) : 8 9. 14 (s, 1H),8. 46 (d, ] = 6. OHz, 1H) , 7. 56 (d, ] = 6Hz,
1H),7.43(t, J=8.1,1H),7. 31-7. 23 (m, 5H) , 6. 69 (d, ] = 7. 8Hz, 1H) ,4. 69 (d, ] = 6. 3Hz,
1H) , 4. 18 (m, 1H) , 3. 65 (s, 2H) , 2. 88 (m, 2H) , 2. 71 (dd, ] = 3.6,9. 6Hz, 1H), 2. 60-2. 40 (m,
2H) , 2. 18 (m, 1H), 1. 85 (m, 2H) , 1. 04 (m, 2H) , 0. 69 (m, 2H) ,

[0660]  SLJifs] 125

[0661]  (S)-N-(1-(4-(IRTAEEMIIE ) 2% ) mbrgle -3- 2% ) STk —5- iz, tb 54 2. 024
[0662] 'H NMR(CDC1,,300MHz) : 8 9. 16 (s, 1H), 8. 48 (d, ] = 6. OHz, 1H) , 7. 60 (d, ] = 6Hz,
1H),7.44(t,] = 8.1,1H),7. 32(d, ] = 8. 1Hz, IH), 7. 23 (m, 2H) , 7. 10, (m, 2H) ,6. 69 (d, ] =
7.5Hz, 1H) ,4.75(d, J = 6. 6Hz, 1H),4. 18 (m, 1H) , 3. 68 (m, 2H) , 2. 88 (m, 2H) , 2. 71 (dd, | =
3.6,9. 6Hz, 1H) , 2. 60-2. 40 (m, 2H) , 1. 85 (m, 2H) , 0. 95 (m, 2H) , 0. 70 (m, 2H) .

[0663]  SJifs] 126

[0664]  (S)-N-(1-(4- FIFERIE ) MEMSLE —3- 3L ) Sl —5- iz, th-54) 2. 028

[0665] 'H NMR(CDC1,,300MHz) : 8 9. 14 (s, 1H), 8. 46 (d, ] = 6. OHz, 1H) , 7. 59 (d, ] = 6Hz,
1H),7.43(t, ] = 7.8Hz, 1H),7.31(d, ] = 8. 1Hz, 1H), 7. 23(d, J = 8. 1Hz, 2H) , 7. 14, (d, ]
= 8. 1Hz, 2H) ,6.68(d, ] = 7. 5Hz, 1H) , 4. 75 (m, 1H) , 4. 18 (m, 1H) , 3. 68 (s, 2H) , 2. 88 (m, 2H) ,
2.71(dd, J = 3.6,9. 6Hz, 1H) , 2. 60-2. 40 (m, 2H) , 2. 33 (s, 3H) , 2. 05 (bs, 1H) , 1. 85 (m, 1H) ,
[o666]  SLjtifs] 127

[0667]  (S)-N-(1-(4-( i ) FF& ) MEmgHe -3- 55 ) FrEmk —5- i, (A4 2. 029
[0668] 'H NMR(CDC1,,300MHz) : & 9. 14 (s, 1H),8. 46 (d, ] = 6. OHz, 1H) , 7. 56 (d, ] = 6Hz,
1H),7.43(t,J = 7.8Hz, 1H), 7. 31 (m, 5H) , 6. 68(d, ] = 7. 5Hz, 1H) , 4. 66 (d, ] = 7. 2Hz, 1H) ,
4. 18 (m, 1H) , 3. 64 (s, 2H) , 2. 88 (m, 2H) , 2. 71 (dd, ] = 3.6,9. 6Hz, 1H) , 2. 60-2. 40 (m, 2H) ,
2.47(s,3H), 2. 05 (bs, 1H) , 1. 85 (m, 1H) ,

[0669]  SCjifs] 128

[0670]  (S)-N-(1-(4- &Nk ) MErght —3- 55 ) &k —-5- i, (&4 2. 030

[0671]  'H NMR(CDC1,,300MHz) : 8 9. 13 (s, 1H),8. 46 (d, ] = 6. OHz, 1H) , 7. 60 (d, ] = 6Hz,
1H),7.43(t, J] = 8. 1Hz, 1H), 7. 31 (m,5H) ,6. 68 (d, ] = 7. 5Hz, 1H) , 4. 80 (bs, 1H) , 4. 20 (m,
1H) , 3. 69 (s, 2H) , 2. 88 (m, 2H) , 2. 80 (m, 1H) 2. 60-2. 40 (m, 2H) , 1. 85 (m, 1H) .

[0672]  Sjids] 129 ( FILIm Sz jtifa] )

[0673]

N
~N
[0674]  N-(WRIE —3- 2k ) MEIE —4- Jix
[0675] A FH SEilifsl] 3 77 v2AE 3— A ARIRIE —1- FRER AU T B Fn 4— 2R ie & 28 RV, 4R
Jii S 4 T RS 13 RIS AL A0
[0676]  SEZjififs] 130 ( PN S jitifs) )
[0677]
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H
N NS
oG
[0678]  N-(1- EFEWRIE -3- 5 ) mbne —4- %, tb 44 3. 001
[0679]  FIFISLHEMR] 8 BT ik 77248 N- (WRNE —3- 2% ) WERE —4- AR A R AR B, 153 3

bR 54
[0680]  SEJtEfH) 131 ( Fim) =i et )
[0681]

T

[0682]  N—(1— FSFEMEIR Bz —3— JL ) MLmE —4- &, b5 3. 002
[o683]  FHSLJtEf] 3 ik 77 24T 3— AL e —1— FRIRABUT R AT 4- Z JENERE & A2 S WY,
SR SR A5 4 Pk T3 B AR, 45 20 o [ Ak s Joe, 42 R S de) 8 vk Ty iEAf & h [l ik 5
2R | N, A3 2RS4 -
[o684]  SEjiifs) 132 ( PRI S Titifs) )
[0685]

~ OMe

Br AN
I ZN
[0686]  4- ¥R —1- (4 FAIETEIE ) —1H- ML 3 [2, 3-b] nikie
[0687]  #4 MASEHifs] 12 Pk 77248 4- ¥R —1H- k& I [2, 3-b] g 5 4- AR FRAR
A2 RN 13 BIRR AL A o
[0688]  SEjifs] 133 ( T Sz jitifs] )
[0689]

X LN
[0690]  3—(1-(4- FIEEIENEE ) —1H- L& I [2, 3-b] MLmE —4- FLaFL ) WRIE —1- BRI T
fig
[0691] % MASZHER] 13 BTk 77 14T 4- R —1- (4- A EEREE ) —1H- ks 3f [2, 3-b] nipme
55 3— FILURIE — - R BT Be R A RN, 13 BIFR AL 5
[0692]  SEZJEfE) 134 ( Fm st fa) )
[0693]

xoiNjn L

67



CN 101583361 B WO B 65/90 BT

H —
N NH
HN’ | =
=N

[0694]  N-(WRME —3— J& ) —1H- ALM& IF [2,3-b] AtkiE —4- %

[0695]  FHSLHEW 14 ik JyidAdt 3— (1- (4- AW ) —1H- kg 3 [2, 3-b] mbme —4- 2%
A ) WRIE —1- RIRBCT BENLARY , 15 265 8L &4

[o696]  SiZjifs] 135 ( FILl St fs] )

[0697]
=N
[0698]  N-(1- FEEWRAE —3— 55 ) —1H- mkig 3 [2, 3-b] mibhe —4- &, 454 4. 001
[0699] I H SZifs] 8 BTik J A% N- (WRHE —3- % ) —1H- kg 3 [2, 3-b] Mg —4- fir 52K
RS R B RN, 15 BIFR AL A1) o
[0700]  Sjids) 136 ( FITm Sz jtifa] )

[0701]
H
N NH
R
‘Ng l =N

[0702]  N-(1-FEEMLIEAE —3- %.) —1H- AL I [2, 3-b] AEWE —4- %, AL 54 4. 002
[0703] RV HI SR 133-135 FTIAR ) s MG 73 BIAR AL 50, ARl Z Ak T 3— 5k
Bt —1- FRIRAUT BaAUE 3- 2 ZEIRIE —1- FRERAUT R,

[0704]  SiZjitafs] 137
O.N
Z NN

[0705]
N-o

[0706]  4-(4- fif2E 2R3 ) -1, 2, 5- NE M -3 i

[0707] AR I 2- (4- ff2EEL ) &N (5. 00g,30. 8mmol) FIZLEE (25mL) o #4
ZRVRIAE 2 0°C, B I LEEAN T LB (12, OmL, 3. 08M, 27. Ommo 1) » 1% J .37 B4R
Hreky . 10 805, BN AR LS (5. 42g,46. 2mmol) » 2% W AR R iRk . 20 43
BhG 1% N AL K AR R, TR NN 25mL 21 . 1 /NN, NMR 28 Bi% R B 58 . 218
LFEMREIZ N, FH M HCL ik B S B VO R VRURH Bk ek 3 B A HLAH, F MgSo, T4, it
PEIEUAE . Xk B BT RERSE T, H 20% EtOAc/ BEkevkli, 15 3 5 0 [ 2 bR AL & 1)
(5. 40g,92% ) .

[0708] % k=4 (4. 00g,20. 9mmol) JIAZEH BRI EF KA (40mL, 3. 00M, 120mmo1) Fll
FEWKES W (13. 8mL, 15. 1M, 208mmol) IREFEM T o 95 CHERIZIR AW, ARG 2K
2 R MRS 1T R G, KBRS, H MgS0, T4, iy WR4a k=4, ARER
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JEMralifl, H 30% EtOAc/ eyl , 15 31 3 6 [ 25 AR ai i 54 (2. 00g,46% ) »
[0709]  SEjtEfs] 138
[0710]

H,N
2 NH,

Y
N-o

[0711]  4-(4-Z@FERHE ) -1,2,5- BE M -3- %

[0712] 44— (4- SRR ) -1, 2, 5- M8 — Wk —3- i (0. 500g, 2. 42mmo1) « —54k45 (1. 61g,

8. 49mmo1) F17K (0. 306mL, 17. Ommo1) VRN IREEEIE I L2 L5 (20mL) 1, 7R T fiiH

ZIREWER . R N E& R, H NaOH /KRR VE A =K. F MgS0, T4

ANUAH, L IEFHWAa, B AR AR A (400mg, 94% ) .

[0713]  SEjfs] 139

[0714]

1 N

/

N~o
[0715] 3-(4-(4- 2 FE —1,2,5- W@ M —3- 55 ) ZEFLEIE ) WRRE —1- RIEHUT B
[0716]  FFH Lt 3 Frid 77 vAE 3— FARIRE —1- RIREUT BEA 4- (4- WFHKIL ) -1, 2,
5— I W3- ft A2 N, 15 B AR AL A4 o

[0717]  SZjiEfH] 140
N
| °N
N~-g

[0718]

[0719]  4-(4-(WRME —3- FE& ) KFE)-1,2,5- T8 M -3- Jiz

[0720] R FHSZHAG] 4 Prak Ty iAd 3- (4- (4- =5 1,2, 5- RE = me —3- 3L ) 2RI ) - Uk
WE —1- RIRBUT BELIR Y, 13 2Ih5 LS4

[0721]  SEjfe] 141

[0722]

Xy ol

y

spouely
I N
N-o

[0723]  4-(4-(1-(4- FHEEWRRE -3- B2 ) ) -1,2,5- BE M -3- JiZ, {54 5. 001

[0724]  FHSEHEM) 8 BTik Ji kAt 4- (4- (WRME —3- &KL ) K3 ) -1, 2,5- BE M -3 JiZ

52RO RN A3 IR AL S

[0725] 'H NMR(CDCl,, 300MHz) : & 7. 50 (m, 2H) , 7. 35-7. 26 (m, 5H) , 6. 66 (d, ] = 8. 7Hz,
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2H) , 4. 5 (bs, 1H) , 4. 23 (s, 2H) , 3. 63 (bs, 1H) , 3. 52(dd, J = 13.5,17. THz,2H) ,2. 67(d, J =
10. 5Hz, 1H) , 2. 50-2. 31 (m, 2H) , 1. 70 (m, 2H) , 1. 56 (m, 2H) ,

[0726]  SZjitafs] 142
H
N
L
d | N
N-o

[0727]

[0728]  4-(4-(1-(4- FEEMEMEbr —3- &L ) A5 ) -1, 2, 5-BE M -3- ik, {54 5. 002
[0720] NV HISEifF] 139141 ik i) e N7 43 BIAR AL 54, AR 2 Ak S FH 3— S ARt
Bt — 1= RIRBUT BREUR 3- SEARIRIE —1- RIREBUT IS,

[0730] 'H NMR(CDCl,, 300MHz) : & 7. 50 (m, 2H) , 7. 35-7. 26 (m, 5H) , 6. 63 (d, ] = 8. 7Hz,
oH) ,4.31(d, J] = 7.5Hz, 1H),4. 23 (s, 2H) ,4. 05 (m, LH) , 3. 64 (m, 2H) , 2. 86-2. 74 (m, 2H) ,
2.60(dd, J = 3.6,9.9Hz, 1H) , 2. 50-2. 31 (m, 2H) , 1. 95 (bs, 1H) , 1. 70 (m, 1H) .

[0731]  SEjfifs] 143
[0732]
Br N
T
N
®

[0733]  5- ¥R —1-( PUSK —2H- nibAsy —2— & ) —1H- 5[

[0734]  |r] 250mL & JEFEIH P NN 5- IR —1H- 1| (25. 00g,0. 127mol, 1. 0 248 ) F1 5
e (100mL) o [A] 120 N &g (32. 0g,0. 381mol, 3. 0 24 & ) FALE X — A
AKEEFRILE (3. 19g,0.0127mol,0. 10 M5 ) o HFIZREWILK, FRAEE B R . H
TR R BNV 10 % PP FR AN #h K AR IR Bl — S e, ARG 28 Kk » X ik AT HEIS 2
¥rs F EtOAc/ BEREHe i, 13 31 0 B A AR 8L &4 (28.008,79% ) o

[0735] 'H NMR(CDCl,, 300MHz) : 6 8. 11 (s, 1H),7.82(d, J = 1.8Hz,1H),7.60(d, J] =
9. 0Hz, 1H),7.33(dd, J = 1.8,9. 0, 1H),5. 66 (dd, ] = 3. 6, 8. 4Hz, 1H) , 4. 11 (m, 1H) , 3. 78 (m,
1H) » 2. 20 (m, 2H) , 2. 05 (m, 1H) , 1. 75 (m, 3H) .

[0736]  sCjfsl] 144

[0737]

NI K
N
3
[0738]  (3S)-3—(1-( PUS —2H- ML —2— 3% ) —1H- 5[ —5— FLg 3L ) WREE —1- FRIRALT B

[0739] )& i HE#E H 500mL [BJE BT A 6 ¥R —1- (PY & —2H- Itk —2— 2% ) —1H- 15
I (28. 0g, 0. 0996mol, 1. 00 &) . (S) -3 & Fk —Boc—WREE (21. 75g,0. 109mo1, 1. 09 &) |
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= (ZWPFERERED) AR (4. 75g,5. 18mmol, 0. 052 245 ) AN HE BINAP (7. 44g, 12. Ommol
0.12 45 ) FBCT FEAH (28.7g,0. 299mo1, 3. 00 K5 ) o NS, & A [ A K e #h L7
FIEFEE T =, UE S . AR5 IAIERE (200mL) , 7 7R A BL 25 RSB = 1K
NG, FER AT B CHRFF AR IR AW . 5=, ¥Z R NI I 2 230, A 250mL
EtOAc ke, F B0y 250mL 10 % NaHSO, Yidk =X, 8K ANAH . F5% R PE IR T 28, gk
B 780 PR ) S ARERE o 5 FEARBRIR BERR eV 124, 2R )5 FH EtOAc/ BEe it i /7
W), 13 B 3 IR AR L &) (2. 48,81% )

[0740]  'H NMR(CDC1,,300MHz) : & 7. 86 (s, 1H) , 7. 54(d, ] = 9. OHz, 1H) ,6. 72(dd, ] = 2. 1,
9. 0Hz, 1H) , 6. 31 (s, 1H),5.59(dd, J] = 3.0,9. 0Hz, 1H) ,4. 10 (m, 2H) , 3. 75 (m, 2H) , 3. 52 (m,
1H), 3. 38 (m, 1H) , 3. 07 (m, 1H) , 2. 88 (m, 1H) , 2. 20 (m, 2H) , 2. 05 (m, 2H) , 1. 75-1. 65 (m, 8H) ,
1. 46 (s, 9H) .

[0741]  SCJEfH] 145

[0742]  (3R)—-3—(1-( PUSL —2H- NibAs —2— 35 ) —1H- My|me —5- FESU L ) WRRE —1- RIRAUT I
[0743]  FHSEJEH] 144 Prik 77248 5— ¥ —1- (VU S —2H- nibAeg —2—- 2% ) —1H- 5| 5 (R) -3- 2
5 —Boc— WRIE R EK, 19 2R &L 59 o

[0744]  SCjifs) 146

[0745]  (3S)-3—(1—( PUEL —2H- ML —2- 3% ) — 1 H- g —5— FLEFE ) b doe —1- FRERAUT
[

[0746]  FHSLHEW] 144 Pk 77 32A% 5 ¥R —1- (PUSL -2H- b —2—- 2% ) —1H- W[5 (S) -3- &
5k —Boc— MEMS LRI, 13 RIbR AL S o

[0747]  SEjifs) 147

[0748]  (3R)—3-(1- (VY& —2H~- MM —2— 5 ) —LH- W)W —5- JL 28 ) mbgbe —1- FRIERLU T
[

[0749]  FHSEHEW 14 BTk 77 V248 5- 31 —1- ( PUS —2H- MR —2- 285 ) —1H- W[ 55 (R) -3- 4
5 —Boc— MEMSLE AR, 13 IR LS o

[0750]  SEjiEfs] 148
s
N
H

[0751]

[0752]  (S)-N-(WRKE —3— 2% ) —1H- 9| Mk —5- iz — A AR #h

[0753] [ 1L [REEHEHEH MA (3S) =3 (1- (PYS —2H- nbigg —2— 2% ) —1H- Mg me —5— L5 3L )
WRIE —1- IR AT IS (32. 4g,0. 0809mol, 1. 00 24 ) F1 EtOH (500mL) o [1]1% Z L
A AN HCL [ ZIELERS (40, 0m, L 0. 160mol, 2. 0 Y& ) , = FHH A 2 /M, 152
AN — RIS B ARG, TENURIREFE N BZE IR 75°C, IRFFZIRFE 2 /NN, 2R 5
RN WERNE R T K ERGA R B, il st H OB+l (500mL) P
BRuEE . TEFLA I 45 C R 7K 3 K, P AR K R AR R bR L 54 (18. 18,77% )
[0754] 'H NMR(CD,0D, 300MHz) : 6 8. 28 (s, 1H), 7. 70 (m, 2H) , 7. 46 (dd, J = 2. 1,9. OHz,
1H) , 3. 96 (m, 1H) , 3. 60 (m, 2H) , 3. 36 (m, LH) , 3. 15 (m, 1H) , 3. 04 (m, 1H) , 2. 20 (m, 2H) , 1. 85 (m,
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2H) .

[0755]  SEJEfs] 149

[0756]  (R)-N-( WRME —3- 3% ) —1H- M| Mg —5- ik S SR h

[0757]  FHSEiE) 148 BTk 77 v2A% (3R) =3 (1- ( VUL —2H- MM —2— & ) —1H- W] mg —5- i
) WRIE —1- RIRBCT BENLART, 15 265 LS4

[0758] st 150

[0759]  (S)-N-(mEmedt —3— 55 ) —1H- W[ —5— Jlz — S A IR #h

[0760] I FH SEjtids] 148 Bk 77248 (3S) —3— (1- (PUSL —2H- Mk —2— 2% ) —1H- 5[ —5- &
) MEREBE —1- FRIRAUT BRI R, 15 2R AL 59 o

[o761]  sEjfsl] 151

[0762]  (R)-N-(mEmMske —3— 55 ) —1H- Mg —5— Jlg — S AR £h

[0763]  FHSLjfsl 148 frik 7524t (3R) —3—(1- (PUSL —2H- nibig —2— 2% ) —1H- 9| me —5- &
L) MEREBE —1- FRIRABUT BRI Ry, 15 2hR L 59 o

[0764]  SZjfs] 152-175

[0765] I FH S ids] 8 Birid Ty A 2, 2- — L —1- (5— (WRIE —3— FE 2 0% ) —1H- Mg —1- %)
A —1= Wi 5518 T R AR O, 2R S5 S 9 B 77 VER AR, 15 B SE e 152-175 HH 1
ey

[0766]  SCJEfs] 152

[0767]1  N-(1-((1H-M[Wg —6- %5 ) AL ) WREE —3- 2 ) —1H- M| —5- i%, 454 1. 082
[0768] 'H NMR (CDCl,, 300MHz) : 6 8. 08 (bs, 1H),7. 86 (s, 1H),7. 55 (m, LH), 7. 30 (m,
1H),7. 20 (m, 1H) , 7. 10 (m, 1H) , 6. 82 (m, 2H) , 6. 50 (m, 1H) , 3. 68-3. 50 (m, 3H) , 2. 80 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) ,

[0769]  SLjitifs) 153

[0770]  5-((3—(1H- MM —5— FEZ( KL ) WRME —1- 2% ) L) -2 SHR TRy, 154 1. 083
[0771]  SEJtifs] 154

[0772]  3-(3—((3—(1H- M5|me —5- JLZIE ) WRWE —1- &) L) R4 ) N -1- B, (L&
1. 084

[0773] 'H NMR(CDCl,, 300MHz) : 6 9. 85 (bs, 1H),7. 86 (s, 1H) , 7. 31-7. 2 (m, 2H) , 6. 94 (m,
2H) , 6. 83 (m, 3H) , 4. 09 (m, 2H) , 3. 87 (m, 2H) , 3. 61 (bs, 1H) 3. 48 (m, 2H) , 2. 76 (m, 1H) , 2. 45 (m,
3H) , 2. 04 (m, 2H) , 1. 75 (m, 2H) 1. 59 (m, 3H) »

[0774]  SCJEfH] 155

[0775] N-(1-(3- (- =B LA ) T ) WRNE —3— 2% ) —1H- (M —5- i, fL54 1. 085
[0776]  1Eid 5 BOC PR I 2l L A I, S8 5 FH STt 9 ik T3 ik i A3, il & Badfb &
Yo

[0777]  SEJEfH) 156

[0778]  2-(3—((3— (1H-Mg[Me —5— FLEIL ) WRME —1- %) L) R ) SR, A 1. 086
[0779] 'H NMR (CD,0D, 300MHz) : 6 7. 86 (s, 1H) , 7. 40 (m, 3H) , 7. 00 (m, 4H) , 4. 85 (s, 2H) ,
4. 65 (bs, 2H) ,4. 32(dd, J = 12.9,30. 0Hz, 2H) , 3. 80 (bs, 1H) , 3. 40 (bs, 1H), 3. 30 (s, 2H) ,
3. 00 (bs, 1H) , 2. 13 (bs, 2H) , 1. 90 (m, 1H) , 1. 60 (bs, 1H) .
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[0780]  SCJEfF] 157

[0781]  N-(1-(3- & 2& —4- SR ) WRRE —3- 2% ) —1H- M| —5- Ji, 4549 1. 089

[0782] 'H NMR(CD,0OD, 300MHz) : 6 7. 78 (s, 1H),7.32(d, ] = 9.0Hz, 1H),7.14(d, J =
8. 1Hz, 1H),6.91(dd, J = 2.1,9. 0Hz, 1H) ,6. 83 (m, 2H) ,6.61(dd, ] = 1.8,8. 1Hz, 1H),
3.52 (m,4H) , 3. 07 (m, 1H) , 2. 80 (m, 11) , 2. 35 (m, 1H) , 2. 15 (m, 1H) , 2. 00 (m, 1H) , 1. 85 (m, 1H),
1. 75 (m, 1H) , 1. 40 (m, 1H) .

[0783]  sLjifs] 158

[0784]  2-(3-((3—(1H- M| Mg —5— FLEFE ) WRWE —1- 3% ) HIAE) 2RI ) Wik, th&v)
1. 098

[0785] 'H NMR(CDCls, 300MHz) : 6 9. 95 (bs, 1H),7.86 (s, 1H), 7. 27-7. 18 (m, 2H) , 6. 97 (m,
2H) , 6. 83 (m, 3H) , 6. 58 (bs, 1H) , 5. 65 (bs, 1H) , 4. 50 (s, 2H) , 3. 61 (bs, 1H) , 3. 50 (dd, J =
13. 5, 23. THz, 2H) , 2. 78 (m, 1H) , 2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) .

[0786]  SJifs] 159

[0787]  2—(6—((3—(1H- MM —5- JE2( L ) WRhE —1- 2 ) L) -1H- W[k —1- 55 ) ZWE%,
& 1. 099

[0788] 'H NMR(CDCl,, 300MHz) : 6 9.90 (bs, 1H) ,7.82(s, 1H),7.60(d, ] = 7.8Hz, 1H),
7.27-7.18 (m, 2H) , 7. 18(d, J = 7.5Hz, 1H),7.07 (s, 1H),6.83(d, J = 8. THz, 1H) , 6. 77 (s,
1H),6.59 (s, 1H) , 5. 30 (bs, 1H) , 5. 24 (bs, 1H) , 4. 78 (bs, 2H) , 3. 70-3. 57 (m, 3H) , 2. 78 (m,
1H) , 2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) »

[0789]  SLjsifs] 160

[0790]  N-(1-((1H-M|Wg —5- 25 ) AL ) WREE —3- 3& ) —1H- W|mk —5- fi, 454 1. 100
[0791] 'H NMR(CD,0D, 300MHz) : 6 7. 75 (s, 1H) , 7. 50 (s, LH) , 7. 32 (m, 2H) , 7. 20 (m, 1H) ,
7. 08 (m, 1H) , 6. 90 (m, 1H) , 6. 83 (s, 1H) , 6. 40 (m, 1H) , 4. 6 (bs, 2H) , 3. 65 (m, 2H) 3. 50 (m, 1H) ,
3. 30 (m, 1H) , 3. 15 (m, 1H) , 2. 80 (m, 1H) , 2. 20 (m, 1H) , 2. 00 (m, 2H) , 1. 75 (m, 1H) 1. 65 (m, 1H) ,
1. 35 (m, 1H) .

[0792]  sEjfsl] 161

[0793]  2-(6—((3—(1H- My[m —5- JLE AL ) WRWE —1- &) L) -1H-WWt -1- &) &FE 1k
44 1. 101

[0794] 'H NMR(CD,0D, 300MHz) : 8 7. 72 (s, 1H),7.53(d, J = 8. 1Hz, 1H),7.45(s, 1H),
7.31(d, ] = 9. 0Hz, 1H) , 7. 27(d, ] = 3. 0Hz, 1H), 7. 05(dd, J = 1. 2,8. 1Hz, 1H) ,6. 91 (dd, J
= 2.1,8. THz, 1H) ,6. 82 (s, 1H) , 6. 44 (s, 1H) , 4. 23 (t, ] = 5. 4Hz, 2H) ,3.95(dd, J = 12.9,
28. 2Hz,2H), 3. 84 (t, ] = 5. 4Hz,2H), 3. 60 (m, 1H) , 3. 00 (m, 1H) , 2. 50 (m, 1H) , 2. 36 (m, 1H) ,
2. 05 (m, 1H), 1. 95 (m, 1H) , 1. 76 (m, 1H) , 1. 40 (m, 1H) ,

[0795]  SEJfs] 162

[0796]  N-(5—((3—(1H- MM —5— FLa AL ) WRiE —1- %% ) F3E) —2- U ) FEmti%, 1k
44 1. 102

[0797] 'H NMR(CD,0D, 300MHz) : 6 7. 78 (s, 1H),7.58(d, ] = 1.8Hz,1H),7.41(d, J =
9.6Hz,1H),7.31(d, ] = 9.0Hz,1H),7.18(dd, J = 1.8,8.4Hz,1H),6.93(dd, ] = 2.1,
9. 0Hz, 1H) , 6. 85 (s, 1H) , 3. 50 (m, 3H) , 2. 95 (m, 1H) , 2. 91 (s, 3H) , 2. 26 (m, 1H) , 2. 05 (m, 1H) ,
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1. 95 (m, 1H), 1. 76 (m, LH) , 1. 65 (m, 1H) , 1. 40 (m, 1H) .

[0798]  =Ljifi] 163

[0799]  2-(6-((3— (1H- Mj|me —5- JL2d Bk ) WRME —1- 5% ) A3 ) —1H- Wbk —1- %8 ) &%, 1k
W) 1. 103

[0800]  Jd ik 55 AH AR T MEARIEC, 285 FH S tifs) 4 Frik TR, il & Lk 59
[0801]1 'H NMR(CD,OD, 300MHz) : 8 8. 55 (s, 1H) , 7. 75 (s, 1H) , 7. 48 (m, 1H) , 7. 32 (m, 2H) ,
7.15(m, 1H) , 7. 02(d, J = 7. 5Hz, 1H) , 6. 93 (m, 2H) , 6. 39 (m, 1H) , 4. 65 (m, 2H) , 3. 70-3. 57 (m,
3H) , 2. 78 (m, 1H) , 2. 26 (m, 1H) , 2. 05 (m, 1H) , 1. 95 (m, 1H) , 1. 76 (m, 1H) , 1. 65 (m, LH) , 1. 40 (m,
1H) .

[0802]  SLJiifs] 164

[0803]  2-(6—((3—(1H- M5[me —5- JLE L) WRWE —1- &) &) —&Embt -1- &) LB 1k
41,104

[0804] 'H NMR(CDCl,,300MHz) : 8 7. 87 (s, 1H),7. 27-7. 18 (m, 2H) , 7. 02(d, J = 6. 9Hz,
1H) , 6. 83 (m, 2H) , 6. 63 (m, 2H) , 3. 80 (m, 2H) , 3. 70-3. 57 (m, 3H) , 3. 40 (m, 2H) , 3. 25 (m, 2H) ,
2.95 (m, 2H) , 2. 78 (m, 1H) , 2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) »

[0805]  SLJiifd] 165

[0806]  2—(5—((3—(1H- MM —5- JEZ(JE ) WRiE —1- &) AL ) -1H- W[k —1- 55 ) ZlE%,
&Y 1. 105

[0807] 'H NMR(CDCl,, 300MHz) : 8 7. 79 (s, 1H),7.55 (s, 1H), 7. 27-7. 18 (m, 3H) , 7. 05(d, J
= 3. 0Hz, 1H),6.79(dd, J = 2. 1,8. THz, 1H) , 6. 76 (s, 1H) , 6. 55 (d, ] = 3. OHz, 1H) , 5. 96 (bs,
1H), 5. 30 (bs, 1H) , 4. 75 (s, 2H) , 3. 70-3. 57 (m, 3H) , 2. 78 (m, 1H) , 2. 45-2. 35 (m, 3H) , 1. 76 (m,
2H) , 1. 60 (m, 2H) ,

[0808]  SLJififsl] 166

[0809]  N-(2-(3—((3—(1H- M| M —5- JLE KL ) WRIE —1- 25 ) L) REH ) 45) 4
e, A4 1. 111

[0810] 'H NMR(CD,0D, 300MHz) : 6 7. 77 (s, 1H),7.31(d, J = 8.7Hz,1H),7.21(t, J =
7. 8Hz, 1H) , 6. 94 (m, 3H) , 6. 83 (m, 2H) , 4. 14 (m, 2H) , 3. 53 (m, 4H) , 3. 07 (m, 2H) , 2. 75, 2. 20 (m,
2H) , 1. 97 (m, 5H) , 1. 78 (m, 1H) , 1. 68 (m, 1H) , 1. 40 (m, 1H) »

[0811]  Sjifs] 167

[0812]  2-(5—((3—(1H- My[me —5— FL AL ) WRME —1- & ) FIZE ) —1H- W[k —1- 55 ) LR
THs, a1 112

[0813] 'H NMR(CDCl,, 300MHz) : 8 7. 84 (s, 1H), 7. 54 (s, 1H) , 7. 28 (m, 2H) , 7. 19 (s, 1H) ,
7.07(d, J = 3.0Hz, 1H),6.82(m,2H),6.51(d, ] = 3.0Hz, LH),4. 72(s,2H) , 3. 63 (m, 3H) ,
2. 78 (m, 1H) , 2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) 1. 45 (s, 9H) .

[0814]  SCJEf5] 168

[0815]  2-(5—((3— (1H- My|me —5- JLad L ) WRME —1- %) 2L ) —1H- Wt -1- 58 ) &%, 1k
&1, 114

[0816] 'H NMR(CDCl,, 300MHz) : 8 7. 74 (s, 1H),7.57 (s, 1H), 7. 27-7. 18 (m,4H) ,6. 81 (d, J
= 8. THz, 1H),6. 77 (s, 1H) ,6. 49 (d, ] = 3. OHz, 1H) , 4. 27 (m, 2H) , 3. 92 (m, 2H) , 3. 61 (m, 2H) ,
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3.57 (bs, 1H) , 2. 78 (m, 1H) , 2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) »

[0817]  SEjsifs] 169

[0818]  2-(5—((3— (1H- Mj|m —5- JL2d Bk ) WRME —1- 5% ) L) -1H- Wbt —1- %8 ) 4%, 1k
41,119

[o819]  FHSCHEW] 4 Frdk 7 vERALE9) 1. 112 AR, it il %4 &)

[0820]  SEjififs) 170

[0821]  N—(3-((3—(1H- M| My —5— FLEJE ) WRhE —1- 3% ) HEE) X3 ) Sl tb&v)
1. 120

[0822] 'H NMR(CD,0D,300MHz) : 6 7. 77 (s, 1H) , 7. 35-7. 23 (m, 3H) , 7. 10 (t, J = 7. 2Hz,
2H),6.91(dd, J = 1.8,9. 0Hz, 1H),6. 83 (s, 1H) ,3. 50 (m, 2H) , 3. 48 (m, 1H) , 2. 96 (q, ] =
7. 2Hz, 2H) , 2. 72 (m, 1H) , 2. 32 (m, 1H) , 1. 97 (m, 2H) , 1. 78 (m, 1H) , 1. 68 (m, 1H) , 1. 40 (m, 1H) ,
1.19(t, J = 7. 2Hz, 3H) .

[0823]  SLjfsl] 171

[0824]  N—(3-((3—(1H- MM —5— JEZJL ) WRNE —1- &) IO ) A58 ) -N- I PRaiEi,
& 1. 121

[0825] 'H NMR(CD,0D, 300MHz) : & 7. 78 (s, 1H) , 7. 42 (s, 1H) , 7. 35-7. 23 (m, 4H) , 6. 91 (dd,
J = 2.1,9.0Hz, 1H),6.84(s, 1H),3.50 (s, 2H), 3. 48 (m, 1H) , 3. 25 (s, 3H) ,2.97(d, J =
10. 5Hz, 1H) , 2. 80 (s, 3H) , 2. 72 (m, 1H) , 2. 32 (m, 1H) , 1. 97 (m, 2H) , 1. 78 (m, 1H) , 1. 68 (m, 1H) ,
1. 40 (m, 1H) .

[0826] St 172

[0827]  N-(3—((3— (1H-Wg[Me —5— FLEFL ) WRME —1- %) L) N5 ) LBk, &4 1. 122
[0828] 'H NMR(CDCl,,300MHz) : 6 7.85 (s, 1H), 7. 32-7. 23 (m,4H) , 7. 15(d, J = 6. 9Hz,
1H) , 6. 82 (m, 2H) , 5. 70 (bs, 1H) , 4. 40 (d, ] = 5. THz, 1H) , 3. 60 (bs, 1H) , 3. 52(dd, ] = 13. 5,
27. OHz, 2H) , 2. 78 (m, 1H) , 2. 45-2. 35 (m, 3H) , 2. 00 (s, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) .

[0829] st 173

[0830]  2-(3—((4—(1H-Mg[M —5— L0 ) WRWE —1- 2% ) %) R ) O, A4 1. 130
[0831]1 'H NMR(CDCl,,300MHz) : 6 7. 88 (s, 1H) , 7. 30-7. 22 (m, 2H) , 6. 93 (m, 2H) , 6. 82 (m,
3H), 4. 13 (m, 2H) , 3. 95 (m, 2H) , 3. 53 (s, 2H) , 3. 30 (m, 1H) , 2. 88(d, J = 11.4Hz, 1H),
2.3-2.00 (m,4H) , 1. 76—1. 50 (m, 2H) .

[0832]  SLjfsl] 174

[0833]  N-(3-((3—(1H-Mg|mg —5— JL L ) mbmsde —1- 8 ) L) 2R3 ) FEEmiL, (&
1. 087

[0834] 'H NMR(CDCl,,300MHz) : & 9. 90 (bs, 1H),7. 88 (s, 1H), 7. 32(m, 2H) , 7. 16 (s, 1H) ,
7.11 (m, 2H) ,6. 82(dd, J = 2. 18. THz, 2H) ,6. 74(d, J = 1. 5Hz, 1H),6. 48 (bs, 1H) , 4. 11 (m,
1H),3.63(dd, J = 13.5,34. 5Hz, 2H) , 2. 93 (s, 3H) , 2. 89 (m, 1H) , 2. 71 (m, 2H) , 2. 45 (m, 1H) ,
2.35(m, 1H), 1. 73 (m, 1H) »

[0835]  SEJifs] 175

[0836]  2-(3—((3—(1H- M| Mg —5- FLEFE ) MEmg e —1- &) FE) KEE) S hEaY
1. 088
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[0837] 'H NMR(CDCl,,300MHz) : & 9. 80 (bs, 1H),7. 90 (s, LH), 7. 32 (m, 2H) , 6. 95 (m, 2H) ,
6. 82 (m, 3H) , 4. 11 (m, 3H) , 3. 95 (m, 2H) , 3. 63 (m, 2H) , 2. 89 (m, 2H) , 2. 71 (m, 1H) , 2. 45 (m, 1H),
2. 35 (m, 1H) , 2. 00 (m, 1H), 1. 73 (m, 1H) ,

[0838]  sLjitaf] 176-197

[0839] ISty 8 firid JyiAd (R) -N—(WHE -3 2 ) —1H- W[k —5- iz — S AR5 &
T T R A SR, 15 B SE ] 176197 IR A, AN R 2 Ak 2K s S A AL B VIR )
1), 4 R FHAE RO

[0840]  SLJifs] 176

[0841]  (R)—2-(3—((3—(1H-Mg|mk —5— JLE L ) WRME —1- 2 ) FIEE) KA ) OB, (&
1. 092

[0842] 'H NMR(CDCl,,300MHz) : 6 7. 86 (s, 1H), 7. 31-7. 2 (m, 2H) , 6. 94 (m, 2H) , 6. 83 (m,
3H) , 4. 09 (m, 2H) , 3. 96 (m, 2H) , 3. 61 (m, 1H) 3. 50 (m, 2H) , 2. 80 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m,
2H) 1. 59 (m, 31) .

[0843]  SLjfs] 177

[0844]  (R)-N-(3—((3—(1H-Ng|mk —5— Lo L ) WRME —1- &) FI3E) 3%k ) Hmaltiz, fus
) 1. 093

[0845]  'H NMR(CDCl,, 300MHz) : & 7. 86 (s, IH), 7. 32-7. 25 (m, 2H) , 7. 09 (m, 2H) , 6. 87 (dd, J
= 2.1,9. 0Hz, 1H),6. 79 (s, 1H) , 6. 32 (bs, 1H) , 3. 61 (m, 1H) 3. 53 (dd, ] = 10. 8, 35. 1Hz, 2H),
2.91(s,3H),2. 61 (m, 1H) , 2. 45 (m, 3H) , 1. 76 (m, 2H) 1. 60 (m, 3H)

[o846]  SLjifs) 178

[0847]  (R)—2-(6—((3—(1H- MM —5— JL2d Bk ) WRiE —1- 2% ) L) -1H- Wk -1- %) &
R, 4k 54 1. 106

[0848] 'H NMR(CDCl,, 300MHz) : 8 7.82(s, 1H),7.60(d, J] = 8. 1Hz, 1H),7. 27-7. 18 (m,
2H),7.17(d, J = 7.5Hz,1H),7.06(d, J] = 3.0Hz, 1H),6.83(d, ] = 7.8Hz,1H),6. 77 (s,
1H),6.59(d, J = 3.0Hz, 1H),5. 23 (bs, 2H) , 4. 78 (s, 2H) , 3. 70-3. 57 (m, 3H) , 2. 78 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) .

[0849]  SLJifs] 179

[0850]  (R)—2-(6—((3—(1H- My[Me —5— JEE L ) WRIE —1- 2% ) &) -1H- W[k -1- &) &
B, AL 1. 108

[0851] 'H NMR(CDCl,,300MHz) : & 9. 80 (bs, 1H) ,7. 82 (s, 1H), 7. 59 (m, 1H), 7. 37 (s, 1H),
7.24(s, 1H),7. 15 (m, 2H) , 6. 83 (m, 2H) , 6. 50 (m, LH) , 4. 28 (m, 2H) , 3. 96 (m, 2H) , 3. 75 (m,
1H) 3. 60 (m, 2H) , 2. 80 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m, 2H) 1. 59 (m, 2H) .

[0852] St 180

[0853]  (R)-N-(1- FWIEWRAE —3— 55 ) —1H- MM —5— i, L5401, 110

[0854] 'H NMR(CDCl,, 300MHz) : 8 7. 86 (s, 1H) , 7. 37-7. 24 (m, 6H) , 6. 83 (m, 2H) , 3. 62 (bs,
1H) , 3. 58 (m, 2H) , 2. 80 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m, 2H) 1. 59 (m, 2H) »

[0855]  SLJifs] 181

[0856]  (R)—3-(3—(((R)—3-(1H- MMy —5- FLEJE ) WRIE —1- 2% ) AL ) K
2- "R AEW 1115

) N -1,

)
Hint
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[0857] 'H NMR(CDCl,,300MHz) : 6 7. 86 (s, LH) , 7. 27-7. 18 (m, 2H) , 6. 94 (m, 2H) , 6. 83 (m,
3H) ,4. 10 (m, 3H), 3. 85 (m, 1H) ,3. 77 (m, 1H) , 3. 60 (bs, 1H) , 3. 51 (m, 2H) , 2. 78 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) ,

[o858] S Jifsl] 182

[0859]  (R)—1-(3—(((R)—3— (1H-My|mk —5-FLaHL ) WRIE —1- 2 ) HIE) R4 ) N —2- I,
&M 1. 116

[0860] 'H NMR(CDCl,,300MHz) : 6 7. 86 (s, LH) , 7. 27-7. 18 (m, 2H) , 6. 94 (m, 2H) , 6. 83 (m,
3H) , 4. 20 (m, 1), 3. 95 (m, 1H) , 3. 81 (m, LH) , 3. 60 (bs, 1), 3. 51 (m, 2H) , 2. 78 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) , 1. 29 (d, ] = 6. 6Hz, 3H) ,

[os61] S jiifs] 183

[0862]  (R)—3—(3—(((S)—3—(1H- Mg[mg —5- FLa AL ) WRME —1- 2% ) H3E ) &) W -1,
2- LA 1. 11T

[0863] 'H NMR(CDCl,,300MHz) : 6 7. 86 (s, LH) , 7. 27-7. 18 (m, 2H) , 6. 94 (m, 2H) , 6. 83 (m,
3H) ,4. 10 (m, 3H), 3. 85 (m, 1H),3. 77 (m, LH) , 3. 60 (bs, 1H) , 3. 51 (m, 2H) , 2. 78 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) ,

[0864]  SLjfs] 184

[0865]  (R)—1-(3—(((S)—3—(1H-Mg[Me —5—FLoIL ) WRME —1-3%) FIIEL ) R4 2L ) TN —2- 1%,
&Y 1. 118

[0866] 'H NMR(CDCl., 300MHz) : 6 7. 86 (s, LH) , 7. 27-7. 18 (m, 2H) , 6. 94 (m, 2H) , 6. 83 (m,
3H) ,4. 20 (m, 1H), 3. 95 (m, 1H) , 3. 81 (m, 1H), 3. 60 (bs, 1H), 3. 51 (m, 2H) , 2. 78 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) , 1. 29(d, ] = 6. 6Hz, 3H) ,

[0867]  SLjitifs) 185

[0868]  (R)-N-(3—((3—(1H-Ng|my —5- FLE I ) WRIE —1- 55 ) FI3L) KK ) Smalth%, b
W) 1.123

[0869] 'H NMR(CDCl,, 300MHz) : 6 9. 95 (bs, 1H), 7. 86 (s, 1H), 7. 32-7. 23 (m, 3H) , 7. 08 (m,
2H),6.88(dd, J = 1.8,8. THz, 1H) ,6. 79 (s, 1H) , 6. 50 (m, 1H) , 3. 60 (bs, 1H) , 3. 43(dd, | =
13.5,38. 1Hz, 2H) , 3. 06 (m, 2H) , 2. 68 (m, 2H) , 2. 45-2. 35 (m, 2H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) ,
1.28(t, J = 7.5Hz, 3H)

[0870]  SKJiifs] 186

[0871]  (R)—2-(3—((3—(1H-Mg|mk —5— JL L ) WRME —1- 2% ) HIEE) KA ) LR, L&
1. 125

[o872]  IEid S AHMNRRCT BEAEIEC, 285 H SEHif] 4 Jrdk 7zl fr 9, dil4¢ EdRib 54 .
[0873] 'H NMR(CD,0D,300MHz) : 6 7. 86 (s, 1H) , 7. 40 (m, 3H) , 7. 00 (m, 4H) , 4. 85 (s, 2H) ,
4. 65 (bs, 2H) ,4. 32(dd, J = 12.9,30. OHz, 2H) , 3. 80 (bs, 1H) , 3. 40 (bs, 1H) , 3. 30 (s, 2H) ,
3.00 (bs, 1H) , 2. 13 (bs, 2H) , 1. 90 (m, 1H) , 1. 60 (bs, 1H) ,

[0874]  SLJEfH] 187

[0875]  (R)-2-(3—((3—(1H-Mg| Mg —5- JE 2 Jk ) WR mg —1- &k ) AT A6 ) 440 55 ) -N=-( ik
WE -3- 3% ) SN, LA 1. 126

[0876] 'H NMR(CDCl,,300MHz) : 8 9. 95 (bs, 1H),8.65(d, J] = 2.4Hz, 1H),8.40(dd, J

]
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= 1.2,4.8Hz, 1H),8. 34 (s, 1H) ,8.22(d, J = 6. 3Hz, 1H),7.86 (s, 1H),7. 31-7. 2(m, 2H) ,
7. 03 (m, 2H) , 6. 83 (m, 3H) , 5. 40 (bs, 1H) , 4. 64 (s, 2H) , 3. 65 (bs, 1H),3.52(dd, ] = 13.5,
21. OHz, 2H) , 2. 76 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m, 2H) 1. 59 (m, 2H) .

[0877]  SEjitifs) 188

[0878]  (R)—2-(3—((3—(1H-Mj|mg —5— FLEHE ) WRIE —1-F5) AL ) R4 ) -1- BT L
i, &9 1. 127

[0879]1 'H NMR(CDCl,, 300MHz) : 6 9. 95 (bs, 1H) ,7. 86 (s, 1H) , 7. 31-7. 2 (m, 2H) , 7. 03 (m,
2H) , 6. 83 (m, 3H) , 5. 40 (bs, 1H) , 4. 69 (s, 2H) , 3. 62 (bs, 9H) , 3. 49 (m, 2H) , 2. 76 (m, 1H) ,
2. 45 (m, 3H) , 1. 75 (m, 2H) 1. 59 (m, 2H) ,

[0880]  SLJiifs] 189

[o881]  (R)-2-(3—((3—(1H- MM —5- FLZHk ) WRAE —1- 3% ) 3L ) R4 ) -1-(4- Ak
WkiE —1- 2% ) i, fh59) 1. 128

[0882]  SLJfs] 190

[0883]  (R)—(3—((3—(1H-Mg|mg —5- L5 FE ) WRkhE —1- 25 ) AL ) R ) FEBR — &
s, A4 1. 129

[0884] 'H NMR(CDCl,, 300MHz) : 8 7. 86 (s, 1H), 7. 31-7. 2 (m, 2H) , 7. 03 (m, 2H) , 6. 83 (m,
3H) , 4. 30 (s, 2H) , 4. 25 (m, 4H) 3. 59 (bs, 1H) , 3. 49 (m, 2H) , 2. 76 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m,
2H) 1. 59 (m, 21) 1. 36 (t, J = 7. 2Hz, 6H) ,

[o885]  SLjfsl 191

[0886]  (R)-N-(1—-( AFFMemg —5- JFEFZE ) WRHE —3— 5% ) —1H- WM —5- iz, (54 1. 131
[0887]  =Ljif] 192

[oggs]  (R)-N-(1-(4- & ¥k ) WRHE -3- 2% ) —1H- MM —5- Ji, L5401, 132

[0889]  SLjififs) 193

[0890]  (R)-N-(1-(4- FIZETREE ) WRME —3— & ) —1H- Mg —5- i, AL-54 1. 133

[0891] st 194

[0892]  (R)-N-(1-(4- ¥RFZE ) WRME —3— 2% ) —1H- M| Mk —5- fiz, (b 54 1. 134

[0893]  SLJifs] 195

[0894]  (R)-N-(1-(4- LFEEFE ) WRhE —3— 55 ) —1H- 5[ —5— JlZ, (L5400 1. 136

[0895]  SLJiifs] 196

[0896]  (R)-N-(1-(2,4- —HIEEWEL ) WRhE —3— 55 ) —1H- Mg —5- Ji, (L5401 137
[0897]  SiJfs] 197

[0898]  (R)-N-(1-( Z<Jf [b] MEWy —5— FLHI L) WRHE -3 3% ) —1H- WM —5- i, 4k &5 4
1. 138

[0899]  =Ljiffs] 198—204

[0900] I FHSZfs] 8 Fradk 7 vEAE (S) -N-(WREE —3- &%) —1H- W[ —5- Jlg — A AR5 H
T T R A O, A5 B SR 198-204 H AL A, AN R 2 b Rk m RN A AL B B AR I
), 4 T P AR SN 7

[0901]  SEjsifs) 198

[0902]  (S)-N-(1-(4-( FfidE ) W3k ) WRmE —3- 55 ) —1H- M| —5- JiZ, 454 1. 075
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[0903] 'H NMR(CDCl,, 300MHz) : 8 9. 8 (bs, 1H), 7. 86 (s, 1H) ,7. 3-7. 18 (m, 5H) , 6. 82 (m,
2H) , 3. 6-3. 4 (m, 3H) , 2. 74 (m, 1H) , 2. 47 (s, 3H) , 2. 41-2. 30 (m, 3H) , 1. 75 (m, 2H) 1. 56 (m, 3H) »
[0904]  SEJsifs] 199

[0905]  (S)—2-(3—((3— (1H- M| M —5— JL2d Bk ) WRIE —1- 2 ) FIL) &L ) OB, (&
1. 090

[0906] 'H NMR(CDCl,, 300MHz) : 6 7. 86 (s, 1H), 7. 31-7. 2(m, 2H) , 6. 94 (m, 2H) , 6. 83 (m,
3H) , 4. 09 (m, 2H) , 3. 96 (m, 2H) , 3. 61 (m, 1H) 3. 50 (m, 2H) , 2. 80 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m,
2H) 1. 59 (m, 31) .

[0907]  SEJEf5] 200

[0908]  (S)-N-(3-((3—(1H-Ng|mk —5— L ) WRME —1- 2 ) FI3E) %L ) HmalthZ, fui
) 1. 091

[0909]  'H NMR(CDCl,, 300MHz) : & 7. 86 (s, IH), 7. 32-7. 25 (m, 2H) , 7. 09 (m, 2H) , 6. 87 (dd, J
= 2.1,9. 0Hz, 1H),6. 79 (s, 1H) , 6. 32 (bs, 1H) , 3. 61 (m, 1) 3. 53 (dd, ] = 10. 8, 35. 1z, 2H),
2.91(s,3H),2. 61 (m, 1H), 2. 45 (m, 3H) , 1. 76 (m, 2H) 1. 60 (m, 3H) .

[0910]  SLjEfH] 201

[0911]  (S)—2-(6—((3—(1H- MM —5— FLa L ) WiRiE —1- 2% ) A ) -1H- W[k -1- &) &
Wehz , (e 59 1. 107

[0912] 'H NMR(CDCl,, 300MHz) : 8 7.82(s, 1H),7.60(d, ] = 8. 1Hz, 1H),7. 27-7. 18 (m,
2H),7.17(d, J = 7.5Hz,1H),7.06(d, J = 3.0Hz, 1H),6.83(d, J = 7.8Hz, 1H),6. 77 (s,
1H),6.59(d, J = 3.0Hz, 11),5. 23 (bs, 21), 4. 78 (s, 2H) , 3. 70-3. 57 (m, 3H) , 2. 78 (m, 1H) ,
2. 45-2. 35 (m, 3H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) .

[0913]  SLjEfs) 202

[0914]  (S)-2-(6—((3—(1H- MM —5- LA ) WRHE —1- 3% ) ) -1H-MPk -1-3&) &
B AL A 1. 109

[0915]  'H NMR(CDCl,, 300MHz) : 6 9. 80 (bs, 1H),7. 82 (s, 1H), 7. 59 (m, 1H) , 7. 37 (s, LH) ,
7.24 (s, 1H), 7. 15 (m, 2H) , 6. 83 (m, 2H) , 6. 50 (m, 1H) , 4. 28 (m, 2H) , 3. 96 (m, 2H) , 3. 75 (m,
1H) 3. 60 (m, 2H) , 2. 80 (m, 1H) , 2. 45 (m, 3H) , 1. 75 (m, 2H) 1. 59 (m, 2H) .

[o916]  SEjsfs] 203

[0917]  (S)—3-(3=(((R)—3— (1H- MM —5- FLE(JE ) WRME —1- 3% ) FHL) K
2- L ALEW 1. 113

[0918]  SLjfs] 204

[0919]  (S)-N-(3-((3—(1H-Ng|mk —5— Lo L ) WRME —1-2&) FI3E) 3L ) Smalihz, fusi
M) 1. 124

[0920] 'H NMR(CDCl,, 300MHz) : 8 9. 95 (bs, LH), 7. 86 (s, 1H), 7. 32-7. 23 (m, 3H) , 7. 08 (m,
2H),6.88(dd, J = 1.8,8. 7THz, 1H),6. 79 (s, 1H) , 6. 50 (m, 1H) , 3. 60 (bs, 1H) , 3. 43 (dd, J =
13.5,38. 1Hz, 2H) , 3. 06 (m, 2H) , 2. 68 (m, 2H) , 2. 45—2. 35 (m, 2H) , 1. 76 (m, 2H) , 1. 60 (m, 2H) ,
1.28(t, J = 7.5Hz,3H) »

[0921]  sLjitfh] 205-206

[0922] IS 8 Fradk 77 vAEAE (R) -N—- (kg bt —3— 2 ) —1H- W[ M —5— iz A a R h 5
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A B AR RN, 19 B SE ) 205-204 R AL A, AN TRl Ak 24 R I S AL B A R I
JRFR, s AR FHAE I N

[0923] St 206

[0924]  (R)—2-(3—((3— (1H- M| m —5— JLaa Bk ) mbmsde —1- 3k ) FAL) KNI ) O i
W) 1. 096

[0925] 'H NMR(CDCl,,300MHz) : & 9. 80 (bs, 1H),7. 90 (s, 1H), 7. 32 (m, 2H) , 6. 95 (m, 2H) ,
6. 82 (m, 3H) , 4. 11 (m, 3H) , 3. 95 (m, 2H) , 3. 63 (m, 2H) , 2. 89 (m, 2H) , 2. 71 (m, 1H) , 2. 45 (m, 1H) ,
2. 35 (m, 1H) , 2. 00 (m, 1H) , 1. 73 (m, 1H) .

[0926] St 206

[0927]  (R)-N-(3—((3— (1H- M|k —5— JEE L ) mbmsdr —1- %) F5E) K5 ) ML, 10
AW 1. 097

[0928] 'H NMR(CDCl,,300MHz) : 6 9. 90 (bs, LH),7. 88 (s, 1H), 7. 32 (m, 2H) , 7. 16 (s, LH) ,
7. 11 (m, 2H) , 6. 82(dd, J = 2. 18. THz, 2H),6.74(d, J = 1. 5Hz, 1H),6. 48 (bs, 1H) ,4. 11 (m,
1H),3.63(dd, J = 13.5,34. 5Hz, 2H) , 2. 93 (s, 3H) , 2. 89 (m, 1H) , 2. 71 (m, 2H) , 2. 45 (m, 1H) ,
2.35(m, 1H), 1. 73 (m, 1H) »

[0929]  SEjitafs] 207-208

[0930] I FH L] 8 Frak 7 vEAE (S) -N—- (kg bt —3— 2 ) —1H- W[ —5- iz A AR th 5
A B AR RN, 19 B SE ) 207-208 R R4 G, AS TRl Ak 24 SR I S AL B A VR I
JRFR), e FR I FHAE I N7

[0931]  SEjifs) 207

[0932]  (S)—2-(3—((3— (1H- M|k —5— JLad Bk ) mbmede —1- %) FAL) R HL) O, i
W) 1. 094

[0933] 'H NMR(CDCl,,300MHz) : § 9. 80 (bs, LH) ,7.90 (s, 1H), 7. 32 (m, 2H) , 6. 95 (m, 2H) ,
6. 82 (m, 3H) , 4. 11 (m, 3H) , 3. 95 (m, 2H) , 3. 63 (m, 2H) , 2. 89 (m, 2H) , 2. 71 (m, 1H) , 2. 45 (m, 1H) ,
2. 35 (m, 1H) , 2. 00 (m, 1H) , 1. 73 (m, 1H) .

[0934]  Sjffs] 208

[0935]  (S)-N-(3—((3— (1H-Pg|mk —5— JLE L ) mbmede —1- %) F5E) K5 ) ML, 10
44 1. 095

[0936] 'H NMR(CDCl,,300MHz) : 6 9. 90 (bs, LH),7. 88 (s, 1H), 7. 32 (m, 2H) , 7. 16 (s, LH) ,
7. 11 (m, 2H) , 6. 82 (dd, J = 2. 18. THz, 2H),6. 74(d, J = 1. 5Hz, 1H),6. 48 (bs, 1H) ,4. 11 (m,
1H),3.63(dd, J = 13.5,34. 5Hz, 2H) , 2. 93 (s, 3H) , 2. 89 (m, 1H) , 2. 71 (m, 2H) , 2. 45 (m, 1H) ,
2.35(m, 1H),1. 73 (m, 1H) »

[0937]  SEjfs) 209

[0938]  2-(3-((3-( Mk —5- L2 A5 ) Mbmg e —1- 3% ) ) REE) OB LEaW
2. 042

[0930] M F S f5] 8 BTk 77 5 AW N- (ki e —3— 5k ) Wbk —5- ik 55 3- (2- R LA
i) RPEERAE RN, 15 2R S .

[0940]  'H NMR(CDCl,, 300MHz) : 8 9. 14 (s, LH),8. 46 (d, ] = 6. OHz, 1H), 7. 57 (d, ] = 6Hz,
1H),7.43(t, ] =8.1,1H),7.31(d, J = 8. 1Hz, 1H),7.22(d, ] = 8. 1Hz, LH), 6. 94 (m, 2H) ,
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6.83(m, 1H),6.69(d, ] = 7.5Hz,1H),4.67(d, J] = 7.5Hz, 1H),4. 16 (m, 1) , 4. 06 (m, 21) ,
3.94 (m, 2H) , 3. 65 (s, 2H) , 2. 88 (m, 2H) , 2. 71(dd, J = 3.6,9. 6Hz, 1H), 2. 60-2. 40 (m, 2H) ,
1. 80 (m, 1H) »

[0941]  SLjitaf] 210-211

[0942] I FISEiifs] 8 Frid JiiAE (R) -N-(WRWE —3- 3 ) ik —5- Ji 55 41 i i A2
N, £33 S 210-211 F LG -

[0943] sS4 210

[0944]  (R)-N-(3—-((3—( Fnémk —5- L2 AL ) WRmE —1- 2% ) FE) X3 ) FmalthL, fLi
) 2.033

[0945] 'H NMR(CDCl,, 300MHz) : 6 9. 15(s, 1H),8.52(d, ] = 6. 0Hz, 1H),7.60(d, ] = 6Hz,
1H),7.41(t, ] = 7.8Hz,1H),7.30-7. 18 (m,4H), 7. 03 (m, I1H),6.72(d, ] = 7.8Hz, 1H),
5.05(bs, 1H),3. 81 (bs, 1H),3.55(dd, ] = 13.5,35. 1Hz,2H),2.99 (s, 3H) , 2. 65 (m, 3H) ,
2. 35(m, 11) , 1. 85-1. 60 (m, 4H) .

[0946]  SEJfiifs] 211

[0947]  (R)—2-(3—-((3—( Sméelbk —5— FEa L ) WRME —1- 2% ) L) REE) LB, hEW
2. 034

[0948] 'H NMR(CDCl,, 300MHz) : 8 9. 15(s, IH),8. 48(d, ] = 6. OHz, 1H) ,7. 57 (d, ] = 6Hz,
1H),7.42(t,] =7.8Hz, 1H), 7. 30-7. 22 (m, 2H) , 6. 98 (m, 2H) , 6. 81 (dd, ] = 1. 8, 8. 1Hz, IH),
6.73(d, J = 7.8Hz, 1H),5. 05 (bs, 1H) , 4. 09 (m, 2H) , 3. 96 (m, 2H) , 3. 80 (bs, 1H) , 3. 54 (dd, J
= 13.2,38. 1Hz,2H),2. 99 (s, 3H) , 2. 63 (m, 2H) , 2. 35 (m, 1H) , 2. 12(bs, IH) , 1. 85-1. 60 (m,
4H) .

[0949]  SLjitEf) 212-214

[0950] I SEjifs] 8 Frid i iAE (S)-N-(WRkWE —3- 3 ) Sk —5- Ji 55 41 i A2
N, 13 B S R 212-214 AL G -

[0951]  Sijsfs] 212

[0952]  (S)-2-(3—((3—( pmmbk —5— JE2 0L ) WRNE —1- 2 ) FE) &I ) O, WaY)
2. 036

[0953]  'H NMR(CDCl,, 300MHz) : 6 9. 15(s, 1H),8.48(d, ] = 6. 0Hz, 1H),7.57(d, ] = 6Hz,
1H),7.42(t,] =7.8Hz, 1H), 7. 30-7. 22 (m, 2H) , 6. 98 (m, 2H) , 6. 81 (dd, ] = 1. 8, 8. 1Hz, IH),
6.73(d, J = 7.8Hz, 1H),5. 05 (bs, 1H) , 4. 09 (m, 2H) , 3. 96 (m, 2H) , 3. 80 (bs, 1H) , 3. 54 (dd, J
= 13.2,38. 1Hz,2H),2. 99 (s, 3H) , 2. 63 (m, 2H) , 2. 35 (m, LH) , 2. 12(bs, LH) , 1. 85-1. 60 (m,
4H) .

[0954]  SEJififAl 213

[0955]  (S)-N-(3—-((3—( Fnémk —5— FLa It ) WRmE —1- 2% ) F5E) 2R3 ) iz, (s
M 2.037

[0956] 'H NMR(CDCl,, 300MHz) : 6 9. 15(s, 1H),8.52(d, ] = 6. 0Hz, 1H) ,7.60(d, ] = 6Hz,
1H),7.41(t, ] = 7.8Hz,1H),7.30-7. 18 (m,4H),7.03(m, IH),6.72(d, ] = 7.8Hz, 1H),
5.05(bs, 1H),3. 81 (bs, IH),3.55(dd, J = 13.5,35. 1Hz,2H), 2. 99 (s, 3H) , 2. 65 (m, 3H) ,
2. 35(m, 1) , 1. 85-1. 60 (m, 4H) .
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[0957]  SLjitafh] 214-220

[0958] I FHSLifs] 8 Fradk 77 vAEAE (R) -N— (b bE —3— 3 ) bk —5- Jig b5 & (1) i A
RN, 8352 1] 214-220 AL EY)

[0959]  SLJifs] 214

[0960]  (R)-N-(1—-(4-( e ) W3 ) MEmsbe —3- 2k ) FpmEuk —-5- iz, 154 2. 026
[0961]  'H NMR(CDCl,, 300MHz) : 8 9. 14 (s, 1H),8.46(d, J = 6. OHz, 1H),7. 56 (d, J] = 6Hz,
1H),7.43(t,J = 7.8Hz, 1H), 7. 31 (m, 5H) , 6. 68 (d, ] = 7. 5Hz, 1H) , 4. 66 (d, ] = 7. 2Hz, 1H) ,
4. 18 (m, 1H), 3. 64 (s,2H) , 2. 88 (m, 2H) , 2. 71 (dd, J = 3.6,9. 6Hz, 1H), 2. 60-2. 40 (m, 2H) ,
2.47 (s, 3H) , 2. 05 (bs, 1H) , 1. 85 (m, 1H) »

[0962]  SEjfs] 215

[0963]  (R)-N-(3—((3—( SméEmk -5 JLaAL ) mMEmsde —1- 38 ) F3L ) I ) FmmEZ, 1k
4 2. 038

[0964] 'H NMR(CDCl,, 300MHz) : 8 9. 15(s, 1H),8.47(d, ] = 6. OHz, 1H) ,7. 58 (d, J] = 6Hz,
1H),7.43(t, J = 8. 1,1H),7. 31 (m, 3H),7. 14 (m, 2H) ,6. 69 (d, J = 7. 5Hz, 1H) ,4. 66 (d, ] =
7. 2Hz, 1) ,4. 16 (m, 1H),3.65(dd, ] = 13.2,19. 5Hz, 2H) , 2. 95 (s, 3H) , 2. 89-2. 72 (m, 3H) ,
2. 60—2. 40 (m, 2H) , 1. 80 (m, 1H) »

[0965]  SLJifs] 216

[0966]  (R)—2-(3—((3—( SpméEmbk —5— FLa Ik ) mbmsdt —1- 55 ) 3L ) KEKE ) O h
M) 2. 039

[0967]  'H NMR(CDCl,, 300MHz) : 8 9. 14 (s, 1H),8.46(d, ] = 6. OHz, 1H),7.57(d, J] = 6Hz,
1H),7.43(t, ] =8.1,1H),7.31(d, J = 8. 1Hz, 1H),7.22(d, ] = 8. 1Hz, LH), 6. 94 (m, 2H) ,
6. 83 (m, 1H),6.69(d, ] = 7.5Hz,1H),4.67(d, ] = 7.5Hz, 1H),4. 16 (m, 1H) , 4. 06 (m, 2H) ,
3.94 (m, 2H) , 3. 65 (s, 2H) , 2. 88 (m, 2H) , 2. 71 (dd, ] = 3.6,9. 6Hz, 11), 2. 60-2. 40 (m, 2H) ,
1. 80 (m, 1H) .

[o968]  Sijifs] 217

[0969]  (R)—2-(3-((3—( Fmémk —5— FLa AL ) mEmsdt —1- 25 ) ) KEHRE ) OWti%, 1k
41 2. 040

[0970]  'H NMR(CD,0D, 300MHz) : 8 9. 05(s, 1H),8. 32(d, ] = 6. OHz, 1H) ,7.98(d, J] = 6Hz,
1H),7.48(t, ] =8.1,1H),7.33(d, J = 8. 1Hz, 1H),7. 28 (t, ] = 8. 1Hz, LH), 7. 01 (m, 2H) ,
6.91 (m, 1H),6.78(d, J] = 7.5Hz, 1H),4. 49 (s, 2H), 4. 21 (m, 1H) , 3. 70 (s, 2H) , 3. 01 (m, LH),
2. 85 (m, 1H) , 2. 74-2. 60 (m, 2H) , 2. 45 (m, 1H) , 1. 88 (m, 1H) .

[0971]  SEjfs) 218

[0972]  (R)-N-(3—((3—( FnéEmk —5— FLa L ) mbmsdt —1- 55 ) L) &) LmEmti%, 1k
4 2. 041

[0973]  'H NMR(CDCl,, 300MHz) : 8 9. 14(s, 1H),8.45(d, ] = 6. OHz, 1H) , 7. 60 (d, J] = 6Hz,
1H),7.43(t, J =8.1,1H),7. 31 (m, 3H),7. 12(d, J = 7. 5Hz,2H),6. 69 (d, J = 7. 5Hz, 1H),
4.67 (m, 1H) , 4. 16 (m, 1H) , 3. 65(dd, ] = 13. 2, 21. 6Hz, 2H) , 3. 07 (g, ] = 7. 2Hz, 2H) , 2. 89 (m,
1H) , 2. 75 (m, 2H) , 2. 60-2. 40 (m, 2H) , 1. 80 (m, 1H) , 1. 30 (t, J = 7. 2Hz, 3H) »

[0974]  SEjifs) 219
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[0975]  (R)—2-(3—((3—( SpméEbk —5— FL2 ik ) nmbmslr —1- 55 ) AL ) 4 3E ) —1- bkt
LM, &) 2. 043

[o976]  SEjfifs) 220

[0977]  (R)—2-(3-((3—( FméEmk —5- JLZ AL ) mEmsdt —1- 28 ) L) KEHR ) 4R, i
W) 2. 044

[0978]  IE i S AHMN BT BEAEIC, 28 5 H SEilifs] 4 Prdk J7 Ry, #il4¢ Bl 59
[0979]  SLjif] 220-222

[0980] I FHSZifs] 8 Fradk JvAEAE (S) -N—- (kg LE —3- 2 ) Fwibk —5- it 5 Gl s kA4
[, 33 S2iife] 220222 LAY -

[o981]  SEjiffsl 221

[0982]  (S)—2-(3—((3—( Fnémk —5— FLa AL ) mbmskt —1- 55 ) HE) KR ) O i
) 2. 032

[0983]  'H NMR(CDCl,, 300MHz) : 8 9. 14 (s, LH),8. 46 (d, ] = 6. OHz, 1H), 7. 57 (d, J] = 6z,
1H),7.43(t, ] =8.1,1H),7.31(d, J = 8. 1Hz, 1H), 7. 22(d, J = 8. 1Hz, 1H), 6. 94 (m, 2H) ,
6. 83 (m, 1) ,6.69(d, ] = 7.5Hz,1H),4.67(d, J] = 7.5Hz, 1H),4. 16 (m, 1H) , 4. 06 (m, 2H),
3. 94 (m, 2H) , 3. 65 (s, 2H) , 2. 88 (m, 2H) , 2. 71 (dd, ] = 3.6,9. 6Hz, 11), 2. 60-2. 40 (m, 2H) ,
1. 80 (m, 1H) ,

[0984]  SLjif] 222

[0985]  (S)-N-(3-((3—( FméEmk -5 JEZAL ) mEmedt —1- 28 ) F3E) KA ) FEmEL, 10
W) 2. 035

[0986] 'H NMR(CDCl,, 300MHz) : 8 9. 15(s, LH),8.47(d, ] = 6. OHz, 1H), 7. 58 (d, ] = 6Hz,
1H),7.43(t, J = 8. 1,1H),7. 31 (m, 3H),7. 14 (m, 2H) , 6. 69 (d, J = 7. 5Hz, 1H) ,4.66 (d, ] =
7. 2Hz, 1H) ,4. 16 (m, 1H),3.65(dd, ] = 13.2,19. 5Hz, 2H), 2. 95 (s, 3H) , 2. 89-2. 72 (m, 3H) ,
2. 60-2. 40 (m, 2H) , 1. 80 (m, 1H) »

[0987]  Sijifs] 223

[0988]  Rho J&MfEHH] 525

[o989]  FH IMAP™ ik KK IAF & (0 Fik 447 (Molecular Devices) F= a5 #8073)
T 5E ROCK2 3& PRI Hl . 765 10mM Tris-HC1 pH 7.2.10mMMgCl, F110. 1% BSA [{122
W, ROCK2 J g (55 ks K B¢ (UpstateChemicon) #14-451) 152 )t 2 bk id (K I K
F1-AKRRRLSSLRA ( 73 &4 A H) 7 it ‘5 R7184) 52 AWAWTIEE 5 778h. W E G,
TIN 10 M ATP USBZE RN, ST 60 43805, IS T34 A 1 IMAP™ 45 5%,
DLEE S TRERRALIEY . 76 IMAP™ BRAEAE R 15 30 7045, e 9¢ e tdb., B bl mP. FY
K44 7] (Graphpad) [ Prism #AFFE 1C,, 455

[0990] 1% SEE% 43 &5 I IE I AL & P 78 AR A1 2% 110 R # il ROCK2 [ Re J7. BT 9819 K
i 7 A & W ) ROCK2 (1) T1C, K T 10 M, K R 24 5 WK 1C, I8 T LuMe XL 5
IR AL A I 1C,, [EAR T 250nM. L 3E B, ROCK2IC,, {8 4F 2 u M i 5715 2 51 (1 4k
WA A HE BT IR 1 VF 2 74 N 5 AR B A5, R il 2 TOP s A T DG IR A8E 2 v LA T
Mo 2 W Tian Z&, Arch. Ophthalmol. 116 :633-643,1998 ;Tian 2%, Invest. Ophthalmol.
Vis. Sci. 40 :239-242,1999 ;Tian %%, Exp. Eye Res. 68 :649-655 ;1999 ;Sabanay %,

83



CN 101583361 B b

R B

81/90 7T

Arch. Ophthalmol. 118 :955-962, 2000 ;Volberg &, CellMotil. Cytoskel. 29 :321-338,
1994 ;Tian %%, Exp. Eye Res. 71 :551-566,2000 ;Tokushige %%, Invest. Ophthalmol. Vis.
Sci.. 48 :3216-3222, 2007 ;Honjo %%, Invest. Ophthalmol. Vis. Sci. 42 :137-144, 2001,

[0991]
[0992]

2 1. Rho Il S 50 04

& | ROCK2IC,,, nM
1. 001 358

1. 002 1, 230
1. 003 6, 190
1. 004 254

1. 005 2, 290
1. 006 2, 750
1. 007 3, 440
1. 008 65. 8
1. 009 1,610
1.010 2, 800
1.011 12, 200
1.012 12, 200
1.013 3, 660
1.014 4, 690
1.015 9, 980
1.016 135
1.017 215
1.018 2,410
1.019 13, 400
1. 020 251
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[0993]
tb&4 | ROCK2ICs,, nM
1.021 | 553
1.022 | 1,610
1023 | 334
L.o24 | 107
1.025 | 588
1.026 | 2 130
1.027 | 6.600
1.028 | 1,310
1.029 | 11,700
1031 | 1,750
1.032 | 1,940
1.033 | 8.9
1.034 | 69.1
1.035 | 208
1036 | 1,020
1037 | 69.5
1038 | 2 760
1039 | 328
1,040 | 144
Lo4al | 137
1.042 | 4,400
1.043 | 11,700
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044 | 6 510
045 | 586
046 156
047 | 57.0
048 | 721
049 | 604
050 | 1,040
051 | 62.6
052 15. 3
053 | 189
054 | 132
055 | 472
056 | 435
057 | 194
058 | 47.5
059 | 32.0
060 | 87.2
061 | 282
062 155
063 | 223
064 | 165
065 | 326
066 | 232
067 | 1,850
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068 | 660
069 | 6,050
070 | 6,680
071 | 5,59
072 | 8.5
073 | 111
074 | 716
075 | 4.5
076 111
077 | 3.1
078 | 631
079 | 102
080 | 162
081 | 30.1
082 | 30.4
083 | 7,310
084 | 274
085 | 1,680
086 | 310
087 | 280
088 | 651
089 | 29.4
090 | 354
091 | 49.4
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092 | 406
093 | 101
094 | 466
095 | 647
09 | 1,300
097 | 276
098 | 250
099 | 25.8
100 | 42.9
101 | 68.5
102 | 34.3
104 | 107
105 | 172
106 | 69.2
107 | 148
108 | 367
109 | 242
1L | a9t
112 | 2,030
113 | 859
114 | 1, 490
115 | 5%
116 | 862
117 | 323
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118 | 1, 400
119 | 3,630
120 | 109
121 | 518
122 | 254
123 | 1%
124 | 59.2
125 | 879
130 | 2,710
001 | 98.8
002 | 2,580
003 | 5,720
004 | 3,710
005 | 1,780
006 | 73.9
007 | 3,620
008 | 3,650
009 | 368
010 | 1, 240
011 | 4,090
012 | 14,900
013 | 1, 490
014 | 1,670
015 | 4, 190
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016 | 716
017 | 322
018 | 632
019 | 4,080
020 | 820
021 | 1,900
022 | 311
023 | 15, 700
024 | 8,920
025 | 29.9
026 | 6,330
027 | 120
028 | 789
029 | 3, 140
030 | 2,460
031 | 871
032 | 5,330
033 | 3,060
034 | 4,010
035 | 3,240
036 | 160
037 | 3,060
038 | 112
039 | 101
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2. 040 273
2.041 168
2.043 383
2.044 433

[0994]  SCJifs] 224

[0995]  NIH/3T3 4 o A5 525

[0096]  7E & A2 BLiEH 10 % 36 BB 2y 2 /N I () DMEM-H Fh5 9% NIH/3T3 40, 18
WAEAMLIE B A BT HATAE AR SEE BT 18-24 /NI, 40 e Tk 58 —L- W B 1K1 3%
I 24 FLA . 7RSI YR, KR NS FR 2L, SHHOA&A 10nM-25 u M 32 R4S 1) (K AH R 35
IR, STCH F UM 60 73 8h. AR5 bz gnd, 4 Mo AR AP PBS Peidk, AR AR 4%
Z 5 PR 2 10 438h. 0. 5% s —X EIEA0 M, FH TRITC- (HECH RE T INGLt, I H
Je & (Nikon)Eclipse E600 %5580 RS, LA & NIsh & DRI RE . 45 3 AR
V2R, LU A 2 SR N M 20 L3 40 B 28 (R A DR R A, FEE LA 0 (o
ol ) B 4CERMER ) %45 K 20 PN E 1 BE .

[0097]  JIT T 32k S W AE 40 T 2 2 56 vh 357 S om0 FROE 1, R0 Ak S AE R ik
FE R WLBh & 40 B 48 2 sgm (L MBIPE N 2) o ZSEERERH, 4 &9 R4 ROCK
FP S PE AT AAER A T AU, 90 G LBl 8 B ) 21 4 0 0 B 40 i o FRORG oE BE A, 3
S HI VLR 9K B 40 B e o AR IR B TE AU A B T AR FRE T IR e I
Hh R RS a2 A P R BE A R i) A ek 1 i gk /S B R R A AR i s R R
Fr i TOP.

[0998] 3K TTI. 4Bl R

[0999]

wEY) Lo MR A0 VF 7
1. 002 1.4

1. 004 1.8

1. 005 1.3

1. 006 2

1. 008 2

1. 024 2.4

1. 025 2
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1. 034 2
1. 039 2
1. 041 2.5
1. 046 2.5
1. 048 1.5
1. 051 2.5
1. 052 2.8
1. 062 2.3
1. 066 2
2. 002 1.8
2. 006 2.8
2. 008 1
2.016 1.8
2.017 2
2.018 1.8
2. 026 2

[1000]  SEjtifhl] 225

[1001]  HR 253255250

[1002]  FHHTIH 22 I ARICEEIR VAR (7K ), AIWSE &4k &4) 1. 008, 1. 039 F1 1. 051 1]
TR FA IR b5 25302 . B s U4 F 2X 10w 1 [ 25mM 255238040 &4 (F 10mM
LR ER R ER /K0, 01 % ZRHL & #2 . 0. 05% EDTA, pH 4.5 i) Bis#ifh, fEEF RS,
[z B HRES, A A s TRRERIE bR T, Al BN IR R R I . S, Bz AR 30
Fho JRIEEET 30 73802 8 /NET, FH 30 5B Sk il N A BRI IR B i, LASCEE 57K o 2R )
A 300w 18 H 300 1 7K. F LC/MS/MS 52 R G052 B /K BE i b 32 384k B ik
FE o BT SEIe 54 JRRR R R SE 53 h 3 A8 F ¥ ARVO 75 BHIEAT , JF FLAF& B 7 AR 9T
F% (National Institutes of Health) HJZESR ., BEFZIWIIRE G 0. 5.2 Fl 4 /NIFES, 5235,
A AW 5 7K B I 22 48 R LI 1

[1003] %2552 S e B, AR T & AR AL &) Rl A I, BB v AHREK, 1
B KR P A DA AL (2 5 1) ROCK Pk E T , BV 2%+ 58 T T AL S 0 I ROCK. 1Cs00 73
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A, AR I EeAL S YDA JR) IR BB 25 25 I HLA AN [R] 1K 25 3 A R Ak, — 2840 5 ) I A7 AR I (7]
FEAS, 1 g — 2eqb G4 SR v AR IR T BB K A PRastig i o

[1004]  SLjfifs) 226

[1005] MR PN H 255505 SE 5

[1006] BT T WAV SAEBR A o BT S B0 354 RARR R AR S A 5 Hh 3 4 48 F 1#) ARVO
T, IF B E L AR (National Institutes of Health) HIZEESK,

[1007]  FEFIABFFTZ A0, 52 VI THR R AT B S8 TR 2, DABR m A B B R PN 52 1) 58
N AC R BAFAEROE (Flare) BUAIME, DLARIRARRE B . BT I shi 35 K L
HEL 3505 57 5 o

[1008] F4k TOP W2 )5, B & HiziA (1omM 28 22w 3K, Hoh &7 0.01 % K4
S EE A1 0.05 % EDTA, pH 4.5) F1 4k & 47 1. 008 (2. 8mM) + 1. 039 (7. 1mM) + 1. 051 (1. 4mM) .
1. 074 (2. SmM) 1. 123 (2. 8mM) 2. 038 (2. 8mM) EX 2. 039 (2. 8mM) = —, B Bl & A 1o #i 4k
(1) 35T 6 1) 5 PR o) 50 ) 0 2 T ATV R 2 40 140 A s o, SR 25 7 3, B3 20 w 1, (RIBE 30 A5, B
(B 1EHZ IR . SRR AL SAM A APM GST PN K, 259897 3.5 Ko 25245 6 /T, B/t H
/NI B (Goldmann) HSTHR TN E — IR 10P. 78 3 fil 6 /N HEATSREEIT I A K 2 &
INESS 1 RHES 4 R, 2B MAE W EIs B R IGIT f5 0-6 /NN BIBIHIE N k.

[1009] %5250 BoR, 72 IE W IR R RS R 20y, ARG RS A =
SCHBFFARHR N o 3B IE B, 3K 264k B LR T AH G TT Rga 2, fERRER R 10 b R UFi 52 . LA
177 ABRARIR P Hs A2 B AT OGIR VA T I B H bR o A SO SEi 2 f) 12 B2 M H TR
AU VPAL FEAR N R 2590 (1) 77 V2

[1010]  DASEHEIERE L 0] BRI DT R TE R A A2 B B L il 2% R4S FH ) 7 XA 54, DA
AR T I U R R AR N 53 B S AN R AR R B VIRAR, B SCRER T AR R BH AL 5K
Jiti 77 2 EANTE B BT BSR4 tH R A R IS [ R, W] AT AR 3 . O T BARfe HAE
HE WSRO R B I 3 8, 3d Tk P AR B SR S A A i B A
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i AP

4

2/4 1

221

&4 1.008

1OP (mmHg)

144

124

5 6 01 2 3

B, /)

“E4 1.039

IOP (mmHg)

14+

12+

L — T

5 6 0 1 2 3

Rt E], /1vBrt

*E% 1.051

95

e EHEK
= 2.8 L 451,008

e ITELIK
0= 7.1mM £ &%31.039

e GEER
—0=1.4mM £t &%5 1.051
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22- &4 1.074
204
gw-
n 184 -
&' T
ol w0 2.8mM £ &4 1.074
12{ b S ...
© 1 2 8 4 6 8 0 1 2 3 4 6 6

e JEHIK
~0me 2.8rM &% 1.123

10P (mmHg)

12J \ X : H4X

0 1 2 3 4 658 01 23 46 8

Bt i), /et

224 L&) 2.038
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2 164
£
E
g e EHE
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