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[0521]  4-{(S)-2-[(S)—2- ( AP 4 2 Fle Jt 2L ) —3— R 2 TR B Ml 2% 1-2-[2- (3— H 2 g
Wy —2— 3 ) MEME —4- 3t ] 20 ) SRR

[0522]  4-{[(S)—2-(2— (ki —2— F£ ) MEME —4- 3 1-2-[(S) 2- ( FE L RIL AL ) -3-
- BRG] 2.3, ) FRILE IR

[0523]  4-{(S)-2-[(S)-2-( AL AL 2 3t ) -3- IR AT B % 2 1-2-[2- (2 HP 2 — 1
M —4— BL ) MEME —4- L] 20 ) ORI AR

[0524]  4-{(S)-2-[(S) -2 ( AL FRIL AL ) -3 FRIE A B AL 1-2—- (2 Mk wgs —2- L ) 1
W —4- gk} ORBR R

[0525]  4-{(S)-2-[(S)-2-( AR AL P At 2 2 ) —3- R L T B e 2 ]-2-[2- (6- HP 2 — it
WE —3- 3 ) MEME —4- St ] 20 ) R EEEIR

[0526]  4-[(S)-2-((S)—2— £ Bt Jig 2 —3— DR T B i Ok ) —2— (4— L B ek —2- 3L ) 2,
B ] - RS RETR

[0527]  4-[(S)-2-((S) —2— LW fie Bk —3— AL WEfG 2L ) —2— (4- U T ZmEmE —2- ) 2
HE ] - RS

[0528]  4-{(S)-2-((S)-2- 4 Bk F& & —3- 7% & 79 Bk i & ) -2-[4-(ME Wy —3- L ) M
e —o- ] 2.5 ) FRILE MR ;

[0529]  4—{(S)-2-[(S)—2- (T A FLFRIE ) —3- AL T BfEIE 1-2- (4~ 2 FLgEm: —2- 3t )
L} IR

[0530]  (S)-4-{2-[2- CRUT AL RAL ) ZWif |-2- (4- 2 HEMEmE —2- 0 ) 7.0 | OR3E -
SN

[0531]  (S)—4-{2-(4— ZFEMEME 2 FL ) —2-[2- ( B HRIE ) Wbt ] 238 ) AR
SN

[0532]  4—{(S)-2-(4- £ FEMEME —2— L) —2-[ (S) —2- (AL R AL ) -3- AL T Bt 1- &
S} ORERE SR

[0533]  4-{(S)-2-[(S) -2 (T I P ) —4- FEE R BE R IE 1 -2- (4- 2 FEmEm: —2- L)
Y IR HETEIR

[0534]  4-{(S)-2-(4— 2 MM —2— JL ) —2-[ (S) —2- ( A At ) —4- R B2 ] &
B ORBRE SR

[0535]  4-((S)-2-(4— £ HEMEME —2— B ) —2- {(S) —2-[2- ( AL IE ) Btk ]-3- Rk

H
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PIBEIHE | 208 ) IR LI

[0536]  4-{(S)-2-[(S)—2- (T S P AL ) —4— L i g 2 J-2-[2- (Mg Wy —2- AL ) Mg
e —4- B ] 20k ) R LI

[0537]  4-{(S)-2-[(S)—2- ( FF A 2L e 3t ) —4— HP 2 I Wk i 2 ]—2-[2- (Mg Wy —2— k) 1
e —4- B ] 2B ) RS R AN

[0538]  (S)—4-{2-[2- (BT kI ) LWk 1-2-(4- 2 AR —2- ) 20k | - DR
TR T o

[0539]  46. Bt 1 & 8L — T ik, b prid b 5 EA T -

5

[0540]

[o541]  HLA[Z5 A Eh.

[0542]  47. Bt 1 & 8 fE— T 5ik, e prd b 69k 5 BA T XEMLE4 -
[0543] i)

HOY TN
[0544] H
[0545] ii)
[0546]

[0547]  48. Bt 1 & AT AL — IR vk, Hh pridfb 542k 5 L BB 71 e
B R EE BB B VR AR
[0548]  49. —FRIT S E B IE A5V, 5 -
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[0549]  a) AREM—FEEMAA N XK ESWEIL AT & -

[0550]
O&\‘g&o
1o “‘}r '
H
[0551]  Hivp R & HA T A HRECAR HUA 1 ME R L T
[0552]

o N Soe B
| G -

[0553] R’ R R “% [H o7 b .

[0554] i) & ;

[0555]  ii) HUARMIBCREVRH C-CoE Bt  SCREBUIIN St 2
[0556]  iii) HUARAIERARHUCHT C-CoELHE . SLRE BRI A
[0557]  iv) HUARHIBREUARH) C—Co ELREB S BE ML
[0558]  v) HUARHIBAREUARIR) CoBR C 75 5

[0559]  vi) HUARIBCAREUARHY C-CoZl 75 4

[0560]  vii) HUARAIBREURHT C—CoZ 3R ;B

[0561]  viii)R°FN R AIA-—REMEAT 5 & 7T AN EFRIEMBOARMAEER b 1 2 34
JiR AT AR b 3 B4R SRR ) 44 1

[0562] 7 ;& H A NAMHIT -

[0563]

"'"""(L),‘;'"RI

[0564] R'YEH :
[0565] i) & ;
[0566]  ii) FHdE .
[0567]  iii) &0 ;
[0568]  iv) HUARIIBECAREUARH C—CoELHE . SCREBOA e At
[0569]  v) HUARHIBCAREUACH) C-Co BB SCRE B St A 2
[0570]  vi) HUARHIBCRBARHT Gl C 075 5
[0571]  vii) HUREIBUREARH C—CoR R ;8L
[0572]  viii) HRARHIBCAREURE C-CoZs 55
[0573] L 2HEA A& TT -
[0574]  -[qQ],[CR™R™ 1, [Q'],[CR™R™)],-
[0575] Q1 Q"% H AT Hb 2
[0576] i)-C(0)~—;
[0577]  ii)-NH-;
[0578] iii)—C(0)NH-;
[0579]  iv)-NHC(0)-;
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[0580]
[0581]
[0582]
[0583]
[0584]
[0585]
[0586]
[0587]
[0588]
[0589]
[0590]
[0591]
[0592]
[0593]
[0594]
[0595]
[0596]
[0597]
[0598]
[0599]
[0600]
[0601]
[0602]
[0603]
[0604]
[0605]
[0606]
[0607]
[0608]
[0609]
[0610]
B 1A
[0611]
[0612]
[0613]

v) -NHC (0) NH- ;

vi)—-NHC(0) 0- ;

vii)-C(0)0—;

viii)-C(0)NHC(0) - ;

iX)‘O—;

X)‘S—;

Xi)=S0,~ 3

xii)-C( = NH)-;

xiii)=C( = NH)NH- ;

xiv)-NHC ( = NH) — ;B

xv) -NHC ( = NH) NH- ;

R R ™% [

i) & s

ii) ¥k

iiil) K% s

iv) C,—Ce U BOR B 1 B RE B S B b A 5B
v) HA TG

_ [C (R7aR7b) :l tRB

Hodht R™F1 R ™% B 2072

i) & s

i1) BACHIBOR BT C,—Co ELHE  SCHEB bt
RO -

i) & s

i1) BURIBUR BRI C,-Co BB SCREEIA fe 4
i11) HURHIBER AR CoBR C o5 2

iv) BARHIECAREUARIR) C,—CoZ 75 4 s BX

v) HURIIBCR BT C-CoZR3E 5

R™HI R ® %% [ M7 2

i) & ;R

ii) C-C, H BB B e bt

TAEn Z 0B 1 s IR tvwll x FEMSTHE 0 F 4 Fhry f 2 & EMASTHEZ 0

b) AT RER)—FhELZ FLTT 7 |
Herpfr i — P 2 il S AT iR AL 7 57 ] B B PR R4S T o
50. Bx 49 MALG Y, o Brif by smik B R A2 8% 1L-2, 3 PU b5, erlotinib,

doxil. irinortecan Al JI4% B3,

[0614]

51. Bt 49 WAAY), Ko pridb 5 EA K -
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[0615]

[o616]  FHLm[ZGHI k.
[0617]  52. Bt 49 WA AW, b pridfb 5¥ &k B UL PRI HE FRI R e Va0 2R
%EI;I\%[E\ ﬁ\%ﬁ%nﬁﬂﬁﬂ‘)

[o618]  53. Br 49 MAEY), K iridtb Wik B B4 ML &Y -
[0619] i

[0620]

[0621] ii)
[0622]

[0623]  54. Bt 49 2 53T — T H AV, Hrb Frid e ik & B 4l Mo e B 2R Bk
W o

B ] 152 AR

[0624] I 1 A& o/ B B i e R (Renca) BB AA R B R (6] 38 K (0 T 5 A i e
(O) sBRFEIX 10000010/ FIER [L-2( O ) sBERPIR 40mg/kg 1 D91 (A ) B RFIIK
100000TU/ 7 & 17 IL-2 HI 40mg/kg (K1 D91 (O ),

[0625] &l 2 JE5 25 R/ R H B 41 e MR (Renca) AR IHRE sBUAXTRE (A) sTBR
PR 40mg/kg (1 DIL (B) sBERFIIK 1000001U/ &R IL-2(C) sBERFIIK 10000010/ 5| £ [¥)
IL-2 i1 40mg/kg i D91 (D) »

[0626]  &] 3 /& W /MR B16 A 2 U89 Moed AR AR B IS [A) 3G K B B s BUiA e (O) sBRW
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K 30000010/ FIE K IL-2 (<) sBERFHIR 30000010/ 7= ) IL-2 F1 40mg/ke ) D91 (O ) .
[0627] K& 4 /&5 22 R/ B16 5E 2598 i e 44 AR B0 AR 1B s A 0 R (A) R R IR
30000010/ 7&K IL-2 (B) ;B RPHIX 30000010/ F& ) IL-2 1 40mg/kg ) D91 (C) »
[o628]  [&] 5 /2 H A B16 SEZIR A 1)/ R EH ] s BUAXTIR (O) sB KPR 10000010/
FIE IL-2(O) sBERPFEIX 30000010/ FIE ) IL-2 (A) sBERFEIX 10000010/ 7 & ) IL-2
Hl 40mg/kg (I DIL( O ) JFIEERFEIR 30000010/ 7&K TL-2 Fl 40mg/keg ()DL (M ) .
[0629] ] 6 /& W2 7~ /N B H BL6 22 0 b e A4 BB B () 38 K A T s B8R X R (D) 5 %
KPR 10000010/ FI =1 TL-2( O ) s AR PR 10000010/ 77 & ) 1L-2 A1 40mg/kg 1]
DIL(O ).

[0630] & 7 &5 22 K/INER H B16 N 298 i Jeg A4 BRI AR B s AR 0T RE (A) AR R IR
100000TU/ FE 1) TL-2 (B) sFI4FRIHIR 10000010/ FI &1 IL-2 A 40mg/kg [ D91 (C) .
[0631]  [&] 8 2 W /N B16 A 2 0ed Moeg AR AR B I [A) 38 X B B s 8RR RE (O) sABER
PR 40mg/kg I DIT( O ).

[0632]  [&] 9 JEAZAZHE T NCr nu/nu /s 5 H I g i e Il (1) R/ s BUR IR (O ) B3 )E
PR IEIE VRS 100mg/kg 7 PHAE (gemcitabine) (X) s JE PR IEHE P iE 4T 150mg/ kg &
POfhiEE (O) BRI 20mg/kg D91 (O ) B & PR IE AN VST 100mg/ke 7 PO L I 4E
R 20mg/kg DIL( * ) FIEJE PR IR IR A VEST 150mg/ kg 5 PUAREAIRER PIIR 20mg/ kg
DIL(A ).

RN
[0633]  FEA UL FIATE SCRIBUR ZER o, 238 AR 2 ARTE, BlR o SOV R At &
X

[0634]  [RAREFI A ULEH , 15 WA SCHH A0 2 LL L Eh 22 b #0 2 A & v FRAES A U
BH, 15 W0 BT A7 L R A DA P o (°C ) s

[0635]  RiE “RIZ5H 7 AR AS 2 R B ILAR T 1 AN 75 2 AR, B, K Frid A kL5 4H 5%
TEEA W) — RS T ME, A2 FHRIG IR _EA T 852 B AR 2 8 A E 1 5 s
FAE R 2520 A 4 v AT AT oAt 2 43 A EAE A o

[0636]  7E%EAN UL B T AIBURIEE R A5, B A5 7R ] () HAd R =X 9 S R«
F57, 2R OFEAR T, 3 B oo s THERR G an AR AN ) 4255 B s Ub 3%

[0637]  duiA i B FI B B RO BCRIEE SR R BT A, SR K “a”, “an” F“ Frik ” G5
AR R, BrAE R SCE M S A Ul BRI, 46140, 42 2 “a composition” i), FLHE I
B PIX R H ARG, 2/ “a phenylsul famic” I, £04% PR EL 22 P i i R
TEMEIR, 3 ) “Fridb &7 i, A FE P A EL 2 MX L &9, 555

[0638]  “MI L ” BRI Ul ” )2 F5 BE o RA I A B Ol T R AR AT A R A, IE H BT A Ul
BH A0, 458 B o A1 B 100 AR R S A A DR A 1 <261

[0639]  ASCHIEH PR NN L) — A EAREN /B 47 B EAAE. B4R R
FERISE RS, 55— J7 AR N — D BARRE I B / 808 25— D BARIE . S8, it
5 5647 1] “ 247 B R R NI AME R, P ER AN 2 ik BARETE i s — 7 T o 3 MR
BN G R ) o s AR5 5 — A i RV SR TS R I A A S I o SN IR R SCA T TIRZ 3

44



CN 105412094 A 1«51'1 AA :F!' 32/193 L

1B, FF HASC R RN HUEIE AT NBR T TR B E A B 2 M) “ 407 Pirik AR a4,
WMRAFFTHAE “107, AW AT T “4) 107, BN AR Y A BUE B AT, Bk A FF
TONTEEET” Frid B, “ R TEEET I HE”, I Bk A 7 Bl < TR i ] ge v, 1X
FE ARSI AR AT IE IR AR R o, R AT T EUE 107, AW AT TN T
BT 107 MR TEEET 107, ISR /284 Hhii R 258 DL 2 P et IF Hoaz s
AL RUATHE 5 DA S T IR B AT AT A IS e o B, tn R A 7 BAR IR S 107 A0
BARREE 0157, A BN AAFTF TR T R TEET N N TEET ST
10 A1 15 PA K 10 & 15, N ERFICAFF T AN HAR B A7 2 A AN 1A o 4, an Sl A FF
710 A 15, B AW A T 11.12,13 #1 14,

[0640] AR HIIARTE “I8i 7 & 45 52 503 T PEBGA T RN 245 7 153 2 1A &
RURL, FrA A 28 RN A 5 FTIR IR TG . £ — LS 7 Rh, 45 T 52 — Fhal £ Fi
TR PR B YE T PR ) “F= ] 2 ims BART 1k BT il e i AT B AL .

[0641]  ASCAE HIRARTE “ By ik ” & da 1 25 7 TP PR il n e 52 13 2k O BIORE T 25 778 B
JiE B HEIR IR IE 1 — B AR B R BUH B T7 7

[0642]  ASCAFHIARGE “4567 £ — P P / Babyr k. A “4
A 7B FH I ASBR 1 25 SARRE (1) 52308 BT AT/ Ba 7 PR R , B oA 9 hE 151 4
SRR A e, JUH KB o B —MPTB PR EGRIT R TR S T A IR R AR S
TARE (1) 521 5 PPy MR BRI 7 PR R < B (BT, 1 485 0B 16 438 30 38T 45
SR NEE L2 AN 4 ZNEE L6 ZNEE L 12 2NEsE L 24 /NEsE 48 /NI L T2 /N .96 ZNEF LT R L2 LS
3JE 4 JH 5 JE L6 JE L8 JEE 12 i /) S RN B S5 (Flan, 1 %85 408 15 738,30
DEFLAD R 1 NEFL2 ANEF L4 N6 N L 12 ZNEFL 24 /N 48 ZINEF L T2 ZNEFL96 /N T
2 JE L3 JE LA JE LB JE L6 JE L8 JEE 12 )5 ) 45T PR TRBL PEBUG YT MR 45 T 52
TR 0 o A 7] [1) o 152 AT A 453 A BH 5930550 T 5 ik o 40 5935 — i A T3 Ak bh e Al
DA A 77 2025 T 5 K 2 Aab o ATART 3 A1 B TR PR BG4 ) 38 AT 5 At 55 S0 F 7 14 B
HIT R ME RN T 457

[0643]  ASCAFFHIIATE L T7 Y4 I T ORI A R FRIE R, 258 i L &9 i) 5457
EHZME.

[0644] A A ARTE “SdEvRIT 7 e A SUR O A AR ERE R YT, AR EA R R T10
ST RRERTT o

[0645] A AR TE “ Mosg 4u i A2 F5 ok B Med (LRGSR ) ik Hh 7k A AL R 4
Mo “IEW” AHMR AR A o R I TE I A R AR AR PR K A

[0646]  ATSCAE I ARTE “ BB A N BB AT T e AN ™ AN “monE g mIAH LR AT A,
F RN B IE R AME . B 2R AN TR BRI MR . AR — RSl
i 7 2, JERE 2 W A PET RGOl IEAT BN . Ak B 1) — e st 77 RAHE S B A e
SE M F P IR

[0647] AT I ATE “VBI7 A R 248 A MULaE 57 (e IR 4/ e AR AR BE
BIG ST A B AF G I (8] (R R B BT TR & o ANSUEE AR N H BB ST B 16T A 2L
=, R AR PR A SCIR AL R VRGH Ul B BRI i B R T B AR

[0648] A SCAH FH B AE “HIH 7 & 45 Go v 25 BN AT I S B TR T BaE, AR de A T B
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/D2 1096 [N B, SEALIEZY 50 % BUSE KN F, H 2 HEALIEZ) 80 %6 B 2 (1) K F
[0640] A SCAE FHIARTE “ T sy ” A2 Fia e v =2 S 25 WO AN ] U B AR M T i, DL AR T 0 i
ZL)10% 17, LI E /D) 50 % BUE 2 (T, £ 2 AL L) 80 % B £ (7t i o
[0650] AT “BiiaL” 4 H TR, Bl S =% (B, AR ) I (BIREARE ) SRy
ik (B0 F33E s ) BT HoAb R 220 RN, e AU i1, OF B &4 T 464, frid
0 B WA S T AN B2 P IR AL W ) 52 Db 52 R TP R 9 IR R DR (1 A0 B
HoRAR o PRI, AR (K By LA 4, 1, A TR 7 B, D i S Bl Pk VR 7 1) SR
R e AR K AR, O HL /BB AT ORI T R, HEIRBR TR b ] e D A2
KB, Prige/bIF H. / B HER IR B an A ge vt 22 / B IR B2 R . GBIk
LA, B0, HER T ARG T R, I iR TR R I TR G 2 W B, OF B/ BEE A
X ARG R, R R T TR A AR A o PR BT I B R T RiBT7
X RERE S el D AR T T R AR Th 2 2 2 N PR I (R R P B HEIR i 32 il B 2 52 P
[0651]  ARIE “VAIT 7 TG RIFE BRI ZE M/ B AN i RN 58 42 B Al
3 35 1B BRHORE IR T I R i m Lo T PRIV, OF B/ BE MR B S A i AR
AN/ B EH A 3 51 A ) A N 73 T R U ] A VR PR o A SCRE I ARGE “YR )T 7R
FEXSIE PN, JCIL A N BB RIAEARTIG T, IF AR (a) FiEG & AR Bom (H U R 21
NEBAZDIR ISR BRI B A 5 (b) kB i, B, BRAE AR s 9F B (o) WER
P&, BIAE iR PO AR I H. / BCE W B — B MR AEIR . “VR)IT 7 I R HE 5
3% DASR I 2 B2 0OR,, BIAEDOR BUR IR AT AE . B0, “Y6 77 "0 1E ] E i 52180
Hh 3R (A S Y B R EE RO (I, A SR A e, Pk 52 AR B S BT R R R
TREIR 9825 ) [0 B2 A4 T 1557

[0652]  FEIZEEANHIIE T, &% TSR . XL AR 2 A 7 4 SCAE I LS HTY
J7 RN Z R LU A i R AR U IAT BoAR o 2 (9225 SCR R HA 35 I AR A
Serpag LA A 5 2t 9 BB NN AR ST, i i 4 RHE R B Pk 25 25 SCHR (10 A v i
wo

[0653] DA~ ALEA 73 I8 5E F T AEAC Ut B 5 4 b 1A JF 78 70 A AR I RS L, O HLARR 531
AR IR 2 R S A R B AL S B T, {E, BRAR S AT 58 3G ASCREIIARE S
AGUTHARN BRI A ARTE “ etk ” FomEf 3 TR E 5 S (CHHLa1 ), i
H RTINS N DA HUE R B S R T RS R . AR
ARAE “IREE” T S U “TEIRIE” R IR 28, Frid REH H TR RS o R
IR IR K.

[0654]  4“FRJEdk” Biomi e AT E I, e nl A B EIRE T (RIBRIAA 73R ) BX
FAER EAE AN RIE T (RURIFAIRITIN) o X T “BRIF IR, — 35 /b 1)
BJE ARG 3 MRIE T AL X455 75, — I BRI R TR 6 MR T R
Heo XTCRIAVHI, — DI L&D RIRIEFH 1 MR T s R AR (diazirinyl) .
WA KT 2 DIRIE T, 7 G RT “R_557 3, — DI LD RIBR R FAGE 1K
JF 51,2, 3, 4= PUMESE . DUTR AR SO F I AE “ oA Je i 7 AT« IR d it ™ (g AR PR PR 7803 o
[0655] A, HUARMIATREUACHI TSI -

[0656] X T A B, Ail “BACHI AR BRI oA Je 2k ” A6k 3 2R -
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[0657] 1) ZeMEBSCHEREAL, HARPR B M Se @l uds, XL (C) . &3 (C) IEREE (C) W7
B (C)VIETE (C) TR (C) ST (C) VRUTHE (C) 55 (BRI S MEBCC RE e At
AEBR il PR B FE R AL (C) V&R (C) =/ (C) & FE (C).1- &L (C).
2- 3, (C) 1,2- 4 (C) 3- FRIENIHE (C) %o

[0658]  2) ZRPEBNSCEEMHL, ARG Se 0 dE, 0@, (C) \3- TNME (C)  1- TR A
(A2 2- AL 2005 ) (Cy) Mt (2 2- AL 200 —2- 48 ) (C) . T —4- 2% (C) %5 HX
AR LR M B S B AL, JLARBR i PR SEM R, 2- & 40F3E (C) 4-FRE T —1-3 (C) .7T-#&
T REE 406 -2- (G (T R T R SE 3,5 T 2- A (C) &

[0659]  3) ZRPEBTHEFIL, FHLARMR M PR SL S, 2Bt (C) T —2- it (o2 b 2t)
(Co) NTABRE —1- & (Cy) 12— AL - O —4-Jh-1- & (C) ;

[0660]  HUARH 2 MBS EE b, HARRR il PRS0 4% 5- F2 0k -5 AR T -3- Bkt (C) .
6- FdE —6- FIEPE -3- F -2- 5 (Co) .5 Fdt -5 LFEPE -3- fdt (C) .

[o661]  B. HUHIFI N EACHI A SR,

[0662] S T-A K HH, AIE “ BRI R B R 2 ” A48 5 Rt -

[0663] 1) AR “BRIN” FEARSLHEE SN “BLFEH, Frid a5 3 & 20 Mils -, Hh 4
FITIR I IR IR Tk )51, IF BB A gl — M s A g B — P A A
JE BB B BAR e AR =& “ BRI AR B BB B0 7 R R R i PRS2 4], gl DA 2R AL 5
JG :

[o664] 1) HAT HEANHUA B BCR U R B0 B BF , He 3R PR il PRS2 49 s, TR 2 (Cy) &
2- FE - (C) R IE (C) IR T 2 (C) . 2,3- Z&IF T (C) T ik (C) 3
I (Co) JFR M (C) IR (C) I3 (Co) N OMdE (C) JFRPEsE (C) IRk
(Co) » 2,6 LI IE (C) 3,5 “EIFTEE (C) J4- I T (Cp) 1 3,3,5- = HIAE
W -1- 2 () o

[o665]  ii) HAPEAELE A B K BUA B R AR R 1 A BF, = JR fi 4k S 9 0 4, J\
S I 4 A (octahydropentalenyl) (Gy) . J\ & —1H- € 4 (Cy) .3a,4,5,6,7,7a— 7~
& -3H- g —4- & (Cy) - AW (decahydroazulenyl) (Cyp) o

[o666]  iii) &HUCHIBCRIURH IR IR AR IR, I A{E BR il PR se i k8, —3F —[2. 1. 1]
CLE R [2. 2. 1] P, 28R [3. 1. 1] Bt 1, 3— H3E [2. 2. 1] P& —2- 2k, 35 [2. 2. 2]
SEFHA IR [3.3.3] k.

[0667]  2) AR “I5HE:” FEARICHE XON “BLfE 2 /b — AN OR IR B IR BT, s
FT5 BRI S A R LB R R A, F RN ] kg — B A R U — A
BN I BT AU BUR A2 “ BRI BT L 30 7 i 4R B i 1 s2 4], HADdE
PAT R HTT

[0668] i) CoER C o HARECRHUA T A IR 18 BRI & AR U F R IR ZE R, A FR il 74
SEBHE, 2RFE (Co) « naphthylen—1-y1(C,y) ~ naphthylen—2-y1(C,) 4 FIEHE (C) 2- &
IR (Co) 3— FEEAREL (Cp) v 2- F Ik —4- WA (Cp) v 2- (N, N- B ) 2R%E (Cp) v 2- 0%
JE (Co)2,6— — — L — T HEIREE (C) 33— M FEIREE (Cp) \8-hydronaphthylen—2-y1(C,)
4,5-dimethoxynaphthylen—1-y1(C,,) #1 6—cyano—naphthylen—1-y1(C,,) o

[o669]  ii) 15 I B 2 DMALAIFAAE & LAF B Co-Coobh RGEHY C B C 77 3, HARFR il Pk 52451

47



CN 105412094 A 1«51'1 AA :F!' 35/193 L

4G, 3R [4.2.0] 3F —1,3,5- =Mk (Cy) M1 2,3- & Akefit (Cy) .

[0670]  3) AR¥E“IRIM” M/ BRI FEARSCHHOE U “BE — 1B HA 3 2 20
MEFE T, Hrp 2D — AR 2D — AR ik B A () VL (0) Bl (S) 28R+,
B NN, O M S BB EY), I H &5 A RIEFIFEA R T HEBHRR”. PAT 2 “BURHIECR EL
I ZIR” R R il 12 S 5], AR DA R T

[0671] i) BA BRI ETT, BTk BT — DB AR5, AR R sk
ARG, —H AR (C) RAERE (C) . JRMEE (C) M T 3 (azetidinyl) (Cy) Mk
M e e (C,) W KM B JE (C,) MM b L (Cy) MR JE (isoxazolinyl) (C,) - ME M 5 ik
(thiazolidinyl) (C,) . 5 BEME MR JE (isothiazolinyl) (C,) ~ oxathiazolidinonyl (C,) &
W 458 i 3 (oxazolidinonyl) (Cy) « Z W BE K 5 (hydantoinyl) (Cy) « PUE W 3 (Cp ik
Mg E L (C)  EMRIE (C) JURMEHE (C) W WRWEHE (C) . &Mk (C) . PUEMEmg 2 (C) .
piperidin—-2-onyl ( RN BEZ ) (C)).2,3,4,5- WA —1H- & 43 (azepinyl) (C) .2,3- —
2 —1H- MWk (Cy) #1 1,2,3,4- PUEMEMK (Cy) -

[0672] ii) BA 2 MEZ NI HH P 2 — B FIFM 430 5 on, HAR IR & P se ] 55 7S
2 —-1H-pyrrolizinyl (C,) . 3a,4,5,6,7, 7Ta- 7N & —1H- 2K Jf [d] WKMEIE (C) \3a,4,5,6,7,
Ta— 7NE —1H- MWL (Co) 1,2, 3,4- PUE ML (C,) FTA —1H- 37\ [b] MEREEE (Cy) -
[0673]  4) ARiE “HIFH” FEAR P E O “BIF—PMEZMEE 5 & 20 NMEFIE,
Hp#b—ATdpg b —NErREa A ) A 0) 3R (S) BIZREFEGEE NN, 0 8(
S KR &Y, It HE D — M ERIEFIF S F EFRA . DA & “BURHIHR B 357
() AR R il P S 4], FeALHE DL R R TG -

[0674] 1) & FRENIZRIFEL, HARRR M PRSI E045, 1, 2, 3, 4- PUMEEL (C)) L [1,2,3] =M
B (C)~ [1,2,4] =ME3E (C), =HRIE (C;) JEEMEEL (Cy) \ IH- BRMESE (C;) (REMEEL (C) 5
WL (C,)  FRMEMREL (Cp) (WRMRgE (Cp) JWEW L (Cp) JMEmE L (Cp) . 2- FRFEmEnE L (C,) Wik
WL (Co) +3— FHRAEMEmERE (C,) Al 4- RS RRmEmE &L (C))

[0675]  ii) A 2 DNECE Z AR 28 55 30, iR PR 2 — 2 55 B0, L AR PR il Pk s o140,
F5 TH- MRS S (C,) (OH- FERSFE (C,) .6- E I —9H- PSS (C,) . 5H- ML I [3,2-d] mgng
H (Co) TH- MEME I [2, 3—d] MEWEHE (Co) MEWE HF [2,3-d] MEREHE (C) \2- RILEIRIF [d] HE
M3 (C,)  LH- ML (Cp)  4,5,6,7- PUA —1-H- M| WEdE (Cy)  EIEMRIE (Cy) .5— FH L& NR
WKL (Cy) WETRIRRIE (Co) ML (Cy) 8- 20k — MEMbIE (C,) FIFMEMRIE (Cy) .

[0676]  5) JEHid C,—Co Vit B T0 5 ik 7311 05 — A6 3 S B D AHIE R € —Cotl]
TE[) (tethered) MEHIT (IR IKIN I, CoBI C o5 2 .70, R I ITIE & 4 05 HE i
TG ) o« AHERIIE B IR HE R B MRS RE B A TR 0 ¢ (Cy) -

[0677]
—a_/

[0678]  Hirft R™MT-ade iy A — Fofr g 2 i b 37 s 30 3 ) S0 AR A
[o670]  H:Ath S5 0 4% Hofth 55 JE Hi T, ib 7 (- Fe R ) Tk G- (Cp) % —2- AR A
Cl_ (Cw) 4= ﬁ%% C1_ (CG) \2- (3_ ;;%ZJTSF:% ) Z;% Cz_ (C6> UJZEMJC B/‘J;FD*EX'PC\ Hg C:'._CIOEE
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BESERRIA 5T, B, SRS A C - (Cy) IR IR 23, €= (C) AL C - (Cy) o iZ3RE
FERARHIRIAR BUARHY C—=Coo ML e, — 2855 2 iom, i fun, BA7 R oKy 2- ke F & € - (C)
TG

[0680]

N
[0681]  Hovh R*@I T o b4k, € =C o MHIE FIFR R BT ALEE C—C o Mt ZR FR B T R
B — 255t o, HARPR B S s, S A e L B - (C,) A —2- JEH 3L ¢ - (Cy)
[0682] X} T AR, BFR A CoB Cgps A IR A C 6B C 105 & C 2 Cos MM R A A C &
Cyo
[0683]  RUEHIAR N G & HADRAE 735, AH S0 T AR W, IF HoON T R 8 AR K W
I A — S0, A AN R SR AR B0 B 5T DA SRR . IR S0 A8 AR SC Rl R AR IR AR
INAH RT3 B R R F IR PR S B, B 000 1, 2, 3, 4- VU Mo T Ak B4
AR IR TG
[0684]

~n”
b @

[0685]  HAT R 6,7- —F —5H- IR IIFMEE XS T AR PPN N2 FTHE A TT

[0686]

[0687] AT HEIAARK I, MR B ITAEMIAIER (RFF) ASFER (5538 ) SRR+
I, Fivid 55 0 BL b SZRCHA I HL8 52 Pk PR AE AR SC s sg K 0 2RISR . o, BT R 3k
(K5 1,2, 3, 4= DU - [1,8] Z=MEIER T AR IR UL A it 28 07 2 4ot -

[0688]

[0689]  FEAS U BH 5 4 S0 A A ARTE “ AR 7o AR “ BACH” 1E A TAEAR SO g oy

“ BRI B T BCRR 70 A e Ak B T BB 23, Al A BRI BT A, H— A SR 4

B XA B A B (870, irid 8o 2 B 1IN RES — R ke L 1

D ANAE T I AR FEREAER T HAh, X BT r] % BN A AR 1 _E R A

AR T DU R A BT A7 70 B T8 o 1B, 75 2 BRS80S o iR

MRS IR T B BRI 5 A o A AR T LA R B e R
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A%, ANEEFEROERS. RAUHBE0P T HARERARN UR SRR 5 5 &
RIS e BB P R B i — AN AN AR A 9 DB R “ BRI 7, B2
Al AR R B AT B, 4- o BRI T RIS (5 ) 7, (N, N- —H
B -5 J AR ) SRR CHURIY CoELFEbE SRR T, 3— IR PR 2 “ LAY C B e i o,

1M 2— FRAEMLIE S “ HUR I 2 55 L Hon”s

[0690] AR A& AT LAERARERIR 75 i R PR Bl 44 05 k1 oe b (1) &0 5+ 19 52 e 39 Al PR ) 1 s
i

[0691] i) C,—C,, BLBE  SCHEB IR Bt R I B IE FF3E (C) . 23 (C)  2J@HE (C) W hk
B (C) VIEEE (C) A (C) VAT (Co) 3 ML (Cy) W 1- T AE (2 2- AL
W) (C)  RTAMRE (R 2- PR —2- ) (C) A —2- il (R FER) ) A
Fe—1-2& (Cy) IET 2 (C) T2 (C) T4 (C) FUT 2 (C) AT 2 (C) T M —4- 2
(C)FRFEE (CB) HF i (Cy) ;

[0692] i) HUAX Y BLAR HUAC B G C (75 55 s 9 1, 2R L 2R 3 (FAE AR ST gk ik

%5 —1- 3 (Cyp) BLZR —2- 2 (C)p)) 5

[0693]  iii) HUARIIBREUAHT CBL C oW ekl 5 AL ool o, R 3 2- Rk 2 0 5% —2- it
FE

[0694]  iv) HURIIBCREURH C-CoZR 30 s H ik

[0695]  v) HARECREURI C-CoZR 53 st N TR

[0696] vi) - (CR'"™*R'**") OR'"; i #m, -OH. -CH,0H. -0CH,;. —CH,0CH,
OCH,CH, » —CH,0CH,CH, » —OCH,CH,CH,#1 —CH ,0CH,CH,CH, ;

[0697]  vii)—(CR™R'™)_.C(0)R* ;4 1, —COCH 5. —CH,COCH, —COCH,CHs, —CH,COCH,CH, —COC
H,CH,CH, 11 —CH ,COCH,CH,CH,;

[0698]  viii)—(CR'™R'™),C(0)OR"™ 41, -CO ,CH,\ —CH,CO,CH,. CO,CH,CH, —CH,CO,CH,CH,. —
C0,CH,CH,CH,#1 —CH ,C0,CH,CH,CH,;

[0699] ix) - (CR'**R'***) .C(O)N(R'""),; % #, -CONH,. -CH,CONH,.
CONHCH;  —CH,CONHCH; » —CON (CH,) , 11 —=CH ,CON (CHj) 3

[0700]  x)-(CR"™R'*™) NR",; | #m, -NH,. —CH,NH,. ~NHCH, —CH,NHCH,. —N (CH,) ,
F1 —CH,N (CH,) ,s

[0701] xi) X% ;-F.—-Cl.-Br fl -1 ;

[0702]  xii)-(CR™™R'™) _CN;

[0703]  xiii)-(CR™R'™) NO,;

[0704]  xiv)-CHX; H H X & = M hrj20Z 200 B 4, jtk = 3; H#

1, —~CH,F, —CHF, —CF,. —CC1,B% —CBr

[0705]  xv) - (CR'R'™) _SR";-SH. —CH ,SH. —=SCH;~ —CH,SCH;~ =SCgH.F CH ,SCqll: s

[0706]  xvi)—(CR“R"™)_SO,R™; | %m0, -SO,H. —CH,S0,H. —S0,CH,+ CH,S0,CH,+ —S0,CH,
F1 —CH,S0,C.H, s Al

[0707]  xvii)-(CR™“R'™)_SO,R""; % 1, —SO ;H. —CH,SO0;H. —S0,CH,+ CH,S0,CH;+ —S05C.H,
F1 —CH,S0,CeHs

[0708] LA~ RIS Hb & A BRI BOR BRI C \—CoBLE ST RE B ot Jik L R %
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BRI TR L s BE T R T R RS 3-T MEFIER SR PRIR R

MST R B C-C BB B B bE R s TR “a” 2 0 2 4.

[0709]  XFTAKEH, RiE “fLEW” “FAA” F1 “P i A -G PR S AR G I
HAEEEA VAR r] DS B . BT A B4 S Y0 B HE B 1056 il S e 44 7 5K R X ek
ek EhEE,

[0710]  ARSCAF AW EFERTA K IR, 640, Bk 2L 7 (U ) 1R AR PE
FEF (JUHERER ) ke DL &5 B0 I ms e 2 [ i 5k 1 BH B8 - 14 1 R ] ek 52
Bl GBS T B T B BRI B R U BRIR AR BRIR R IR IR . RN L Z IR AR
TRERHR T BRHE . TR ERIR MR LR MR SRR T IRMR « S oK R MR BRHT R AR 9 17 PR AR « % i)
R AT IR SR o DLUN A2 AT T R MR AL [ 1 £ 1 FH B8 R R B il 12 ST <4z BN 4L B
N NN N N

[0711]  FrR AR EMEA R (D -

[0712]

M
[0713]  Hrpry A o i I B a0 N PR 1 (S) SAEL 2454
[0714]

HO

[0715] A3 RANZ B8 o] A& A E S 2 5T, Rtk Ik A &4 7] L2
BN AR AR XTI — X B 2 A A A BhAh, Frd Al 5 B o ERBUK A
FEEREIEOUT , Frd e & ml A gkt 1 AN B R . K SRS L, Al AR
B ER KD FBHAEE S (B, X TR A 5 F A>T L AAKGF) o
[0716] R HT

[0717] R 2 HA T 2B BUR B MR e R BT

[0718]
o NN SN 8
HI s KT KT

[0719]  RO.ROFIREBURIEH, Hml phor ke [ 2 A& 4 AR IR 710 ¥t (Blina . 524tk
S KR VAR SE ) S HLEC L BT, Bt b BT BB R RN AR B ) TS B S S R ER
R IT. AERIEITAAE 1 212 MR 83 12 10 MR+, 801 2 6 DMk JE
+o

R4

o1
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[0720] X (D) ALEWAH— LBl AE R A N R oWt -2- L Fon it 54 -

[0721]
N R2
< T

4

[0722] Mo RFI R % H AR H -

[0723] i) & ;

[0724]  ii) HUARIIBCREURI C-CoELEE  SCREBUN St Ji:

[0725]  iii) HUARAIECREURH C-CoELHE . SLREBOA M A

[0726]  iv) HUARIIBCREURI C-CoE BB BEUE

[0727]  v) HBARHIBCAREUAK) CoB C o5 5

[0728]  vi) HEURHIBUREUR C—Cole o5 4t

[0720]  vii) HURHIBCREUCHT C—CoA 3R 58X

[0730]  viii)RFI RATLA—EMESA 5 & 7 MEFIEAS AR Hd 1 % 34
JR AT AR b 2 3 F A BRI AR R T

[0731]  LLUF2&RTHUR RAT Rt b i— AN SR F R B e R HERR B ese . LR
HARHE DA S AR SOR R 1) H A AL & B b ke 1

[0732] 1) C,—C,, ELHE SCREBRIF bR AL I BRI s FOE (C ) &3 (C) &t (C) W hk
B (C) VIEAEE (C) A (C) JFRTAE: (Co) 33— I dE (Cy)  1- M AE (2 2- AL
W) (C) SRR (A2 2- FRZME —2-3) (Cp) A —2- Hedd (WRFER) ) A
Fe—1-J (C) IET 2 (C) P HE (C) e T 4% (G BUT 3 (C) I T 2 (C) VT M —4- 5
(C) FRRFE (C5) R (Cy)

[0733]  ii) HRUAX (Y BECR HUAC B CoBR C 75 5 s M), R R, 25 0 (AR SO rp g HRR
% —1- 5 (Cyp) BUE —2- 5 (Cyp))

[0734]  iii) HUARHIBOREUARE) CoBR C (o MV bk I e o9, 4k, 2- R 4
FRAE

[0735]  iv) HARIIBCREURI C-CoZR 3N s IARSLHTHEA 5

[0736]  v) HARHIBCARIARK) C—CoZe 3R s A LT RA

[0737]  vi) - (CR*"™R"") ,0R™; # 4, -0H. -CH,0H. -0CH,. ~CH,0CH,.
OCH,CH,  —CH,0CH,CH, » —OCH,CH,CH, 1 —CH ,0CH,CH,CH, ;

[0738]  vii)-(CR™R™"),C(0)R™;%I4m, —COCH ,. —CH,COCH,. ~COCH,CH, . ~CH,COCH,CH, . —COCH,
CH,CH, A1 —CH ,COCH,CH,CH,;

[0739]  viii)—(CR™*R™") C(0) OR™;f 1, —CO ,CH, —CH,CO,CH, —CO,CH,CH, —~CH,CO,CH,CH, . —
C0,CH,CH,CH, A1 —CH ,C0,CH,CH,CH,;

[0740]  x)—(CR“R™") ,C(O)N(R™) ;45 %11, ~CONH , —CH,CONH, —CONHCH, . ~CH,CONHCH, —CON (
CH,) , 11 =CH ,CON (CH,) ,3

[0741]  x)-(CR*™R™") N(R*),; | 1, -NH,. ~CH,NH,. —-NHCH,, —~CH,NHCH,. -N (CH,),
F1 —CH,N (CH,) 3

[0742] xi) & ;—F.—Cl.-Br fil -1 ;

s
p
ik

2
N AN
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[0743]  xii)-(CR™R™") CN;

[0744]  xiii)—(CR™R™") NO,;

[0745]  xiv)—(CH; x, ) CHx s Hirh x S22, TR 42 0 2 2 BUEEEL, j+k = 3, Thr §’
&0 22 8E, i +k' =2, Fhrh A& 0 % 6 4, —CH,F. —CHF,.—CF,.—CH,CF, —CHFCF,+
-CC1,8% —CBr 4

[0746]  xv) - (CR™*R*™) SR*;=SH. —CH ,SH. =SCH;+ =CH,SCH,~ —=SCgH; Fll CH,SCqH;

[0747]  xvi)—-(CR™™R™™) SO,R™; M 1, -SO 1. ~CH,S0,H. =S0,CH,+ CH,S0,CH, —S0,Cells
AT —CH,S0,CeHys AT xvii) - (CR *“R™) SO,R™; 181, =SO ,H. —CH,S0,H. =S0,CH,CH,S0,CH, —S0,C4H;
H1 —CH,S0,CeHs s

[0748]  HorprfgpAS ROM7 2 & BUR I BOR BRI C —C, B BE . SCRE B R e 2 JR O L %
R B E TR RO TT A — B A 3-7 DEFIIER SR/ R P& 5 BT
RSB C-C, BB R s TAR p & 0 &2 4,

[0749] 0 (D) (LAWK —PLBASEAG TR BT .

[0750]
3

X

[0751] HP RERM R AEE AT BT FE (C ). 23 () AEFHR () 77
(C) IETTJE (C) AP T3 (C) T3 (Cp RUT 3 (Cp W IE I (C) o 1- T 5 (C) .
2— LTS (C) . 3- AT (C) A (C) IECHE (Cy) v4- R (C) FIpc it
(Cy) o

[0752] =X (1) AEWHI S — A sepl s BA R0 R §0 -

[0753]

New R

<L

S : R3
[0754] M RUZ3#E H LA RISIE (3L (C)) 20 () IEAEE (C) A () IET
B () PR (C) VTR (C) FEUTEE (C) s R E VLRSI (R (C)) Bz
(Cy) o R AIX 7 1 PR 1 PR il PR SR A0 5 4, 5— — FR L gE M 20— JE  4— 7 Fk —5— FR L IgE ik —2 - JiE |
4— FAJL —5— 2 FLIgEIgE —0— BRI 4, 5— 2 kR —o— L,
[0755] X (1) A5 —ADEBIEE R BTG, fEATA R #onh ROEEMm RSBk
BT, i R AR E -
[0756] i) Xi& :—F.—-Cl.-Br fil -1,
[0757]  ii)-N(R"),:#0
[0758]  iii)-OR';
[0759] A RV MR AR € —C, BB B Bk, ATEUR R 0 BRI R'EE R A
JE B B e i Al PR a4 s 45 49, 4% —CHLF . —CHF, . —CF, . —CH,CF, . —CH,CH,CF ;. —CH,C1 . —CH,0H. —CH,
OCH,+ —CH,CH,0H., —CH,CH,0CH, —CH,NH, » ~CH,NHCH, —CH,N (CHj,) ,2/1! —CH ,NH (CH,CH,) »
[0760]  FTHUAX R 870 A RPEK R *40 5 (1 8 7o i Ay R 1 e Se A4 2, 2- AT
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B 2- AR O 4- RO,

[07611 30 (I) ALAWI S — A5, R oo fEH o RZEIMT R 2RI U 2R 1)
s, Horh R BT AR PR il P se B e R 28 0k 3, 4— IR IR 4- U R 4- IRTA LR
e A- RO A- (SR L) R 4 BAEOREE A- (R ) R 4- (R
FRARHE ) R 3— SR  4- SR 3, 4— UL, H N RIK5E SO I (LR R 82
T 14— RFLMEME —2- FL. 3, 4- T FRIE IR LR 0 L 4 FUT IR FL R -2 JE 4 IRTH I
FRFLMEME —0— JL 4- 2 SRR LR 20— k4 ( SR ) JRIEMEME —2- JL 4- F4
FERFLIEM —0— FE 4-( AL ) AR 20— JE A-( = EPEEL ) FRILmEmR 2 JE
3- GUIR LR —2— JE 4- SUIRILMEME —2— FLAN 3,4 AU L MEME -0 JE,

[0762] =X (1) (b EMIHIA —ANSEHIEE R B, £ A R oo RGE AL Bt 25,

IET AN S AL, i RS RFE B AR 25 5L . R4 R PR T 8E — 55 5T, R BTk
PR PE S 045 4- HR 3L —5— JRFEIgEME —2— JLAN 4- 2.0k —5- JRJknEm —o- J,

[0763] =X (D) (AW A — AL BEE R BT, A R oo REE R &R K

BR B 4 55 or, Hik g 1, 2,3, 4- PUmE —1- 01,2, 3,4- PUme —5- 3£ [1,2,3] =
W -4, [1,2,3] =M —5- Jt . [1,2,4] =M —4- & [1,2,4] =Mk —5- JF mkmk —2— J
IDRIAE —4— J  IEng —2— B g —3— JL EME (oxazol) —2— Jk WM 4 Bk WMk —5- B R lE
M —3— JE | RN —4- L S —5- FL . [1,2,4] BE e -3 JE L [1,2,4] B me —5-
[1,3,4] B R —2— MRS —2— J \ Wepg —3— it | WE Wy —2— i WEWy —3— J&k | S ige ik -3 J | %
IR —4— & SRIgEIE —5— JE BRI —0— Bk MER —4— S, EME -5 JE L [1,2,4] ME e -3 JE
[1,2,4] e W —5- JLA0 [1,3,4] MBE M —2- Jt,

[0764] 3 (1) LA 55— R PRS2 64075 R 50, ZEFTIAR R BooHh RYZHEUR I Bk

REUCHBENy —2— &, Bl ey —2— JL . 5— GUMEWY —2- JLAI 5- FAJLmEmy —2- Jt,

[o765] =X (I) AL AWI 5 — AL R Bt fEHHA R SooH REE BRI ECR BRI

WEWy —3— &, {5 animEy —3- gk .5 SUMENy —3- JRN 5 FEJLMENy -3- At

[o766] =X (1) AL AW T —ALBIEE R B, fEHTA R oo RO R — @ MEA 5

2T EFREAEA AN R BT — 4 RE0 5777 i 3R B 6 14 s2 5] 65 5, 6- —
S -4H- B [d] mEmk —2— JEA0 4,5,6,7- PUSERIF [d] MEmME —2- JE,

[0767] =X (D HLEMIEI T —ADLHIAE R B, ik R o2 B AT A semk —4- J
TG :

[0768]

—§—<\\1sz4 B %..Q\lgw

[0769] b RYZ4E H LRI HTC

[o770] i) & ;

[0771] i) HUARHIECREUR C—CoELHE . SCRE B e At
[0772]  iii) HUARAIERCAREURHT C-CoELHE . S RE BRI 5
[0773]  iv) EUARHIBCR R C—Co ELFEB S RE B
[0774]  v) HUARHIBCREURR) CoBR C 75 5
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[0775]  vi) HUARHIBCR R C,—Cod o5 55 s B

[0776]  vii) HURIERARIURHET C-CoZkEh .

[0777]  DAF 2 AHUR R B — A2 AN AR 5 70 9 R BR M se ] . PR R
A3 DL S b AR A IR B 5 B A STk B

[0778] i) C,—C,, BELBE SR BIR Bk IS AN BRIt S F 3L (C)) L 23t (C) LJidE (C) W pk
B (C) VIEEE (C) AL (C) JERTAEE (Cp) 3- TAMEE (Co) 1- A E (Hisgd 2- F1EE
W) (C) TR (R 2- BE 2 —2-38) (Cy) A —2- Hedd (RHFER) ) A
Fe—1-2 (C) VIET 2 (C) P T2 (C) 7 T 2% (Cp) BT 2 (C) AT 2 (C) T M —4-
(C) IR (C) AT (Cy)

[0779] i) HUAX Y BUAR BUAR B G C (7% 5 s 9 1, 2R L 2R 2 (FAE AR S gk ik A
%% —1- 3 (Cyp) BLZR —2- 2 (C)p)) 5

[0780]  iii) HUARHIBCAREUARH CoBR C o e RE T B s d, R 0k | 2- DR 2 0, % —2— &
HRE

[0781]  iv) HURIIBCREURI C-CoZR 30 s T T ftiiA

[0782]  v) EARAIBCREURH C-CoZk 75 2 4 T Priteiid

[0783] vi) - (CR*“R*'")pOR*"; I #i, -OH. -CH,0H. -0CH,. ~CH,0CH,.
OCH,CH,  —CH,0CH,CH,» —OCH,CH,CH, 1 —CH ,0CH,CH,CH, ;

[0784]  vii)—(CR™R™"),C(0)R™;%4m, -COCH ,. —CH,COCH,. ~COCH,CH, . ~CH,COCH,CH, . —COCH,
CH,CH,F! —=CH ,COCH,CH,CH,

[0785]  viii)-(CR*R™") C(0) OR™;f#1, —-CO ,CH, —CH,CO,CH,~ —CO,CH,CH, —~CH,CO,CH,CH, —
C0,CH,CH,CH, 1 —CH ,C0,CH,CH,CH,;

[0786]  xi)—(CR™R*™),C(0)N(R™) ;% 4m, ~CONH , ~CH,CONH, ~CONHCH, —CH,CONHCHj . ~CON
(CH,) , 11 =CH ,CON (CH,) ,;

[0787]  x) - (CR*™R™") N(R**),; | 1, -NH,. —CH,NH,. -NHCH,, —CH,NHCH,. -N (CH,),
F1 —CH,N (CH,)

[0788]  xi) X% ;—F.—Cl.-Br fil -1 ;

[0789]  xii)—(CR™R™") CN;

[0790]  xiii)—(CR™*R™") NO,;

[0791]  xiv)—(CH; X, O, CHX M X @Kz, MR j &0 % 2 KA j+k = 3, Thr j’
&0 22 EEL G +k' =2, Fhrh & 0 & 6,441, —CH,F. —CHF,\ —CF, . —CH,CF,. ~CHFCF,
~CC1,8% —CBr

[0792]  xv)-(CR™R’™) SR™;—-SH. —CH ,SH. =SCH,+ ~CH,SCH, =SC4H.Fil CH ,SC,ll;

[0793]  xvi)-(CR™R™™) SO,R™; I 1, SO . ~CH,S0,H. =S0,CH,+ CH,S0,CH,+ —S0,Cell
F1 —CH,S0,C,H, s Fll

[0794]  xvii)-(CR™R™"),SO,R™; M 1, —SO ;H. —CH,S0,H. —S0,CH,+ CH,S0,CH,y —S0,Cls
H1 —CH,S0,Cls s

[0795] L rprfgpAS R™M7 & & BUR BRI C —C, BB SCRE SR e 3 RO L ¢
BRI BRI L s BE A RO @RS 3 B T ANRFIIER R 2R R P& G kT
e B C-C,HBE B HE it s Thrp 22 0 &2 4.
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[0796]1 3 (1) fb&i— A sehl s g RUZEM R HT.

[07971 X (D) Wb &I T — LB R ST, ik R s RUZEE LN
H(C)HE (C)VIERHEE (C) WK (C) IET 3 (C) RT3 (€ T3 (C) AT
H (Cp) o RIXT7IH AR il VR S 60 45 2— FR AR MEME —4- JL 2- 2 JhMEmE —4- 3L 2-( IETH
B ) wEmE -4 FORD 2- ( SOk ) mMERE —4-

[0798] X (1) LA 5 — 2Bl R $oT, g R #ooH RYE BRI EUR BUR 2K
H, FLAE PR P S 4 ORI | 2- FOR DL 2 SRR 2- HREORE 2 R R ORI 3- UK
e 3- EUKIE.3- HLIORIE  3- AL ORI 4 ORI 4 EUOREE 4- AR IRIEAD 4- AR
R

[0799]1 3 (D) LA 5 — 2Bl EE R BT, Ak R $ooH RYE BRI BR B ) 2%
753, HARRR | VEs2 A0 FE ey —2— JE EWy —3— L I —0— JL (MEEMe —4— JE R -5 S|
2,5 AL MEME —4- FE 2,4 L ME I -5 BE 4 2, S ME Mk -0 B IRk -2 B IE
M —4— L IR -5 JLRD 3— Bk -1, 2,4 W e —5- J,

[0800] 5 JGFF R HEALIK I — LBl 45 BA T A H BRI ECR BRI 5T

[0801]
N B2 | N R*
T T,
H

R3
[0802]  IWKMEJE R BT — 2 B 45 HA T A mkme —2- JL 5t .

[0803]
N, RZ
..3__<f j:ﬁ::

[0804]  Hivb RPFI R H ST HIE H

[0805] i) A ;

[ogoe] i) HUARMIBCAREUARH C,—CoELHE . SCREBA et

[0807]  iii) HUARAIERAREURH C-CoELHE . SLREBIA M A

[0808]  iv) HUAHIBAREUARH C—CoELFEB ST REMRAE

[0809]  v) HAXHIBIARIARK) CoBl C o5 5

[o810]  vi) HURHIBUREURY C—Codfe o5 4t

[0811]  vii) HURHIBEREURH C—CoZFh B8

[0812]  viii)R*FI R AT LA —EMESA 5 & 7 MEFIEAS AR Hd 1 % 34

i I e vk tp i = RN Rl P

[0818]  DAFZRTHUR RO R R — A2 A SR T 5o AR BR Bl PRS2l . BAR I Y

AR DL S e Ah AR AR () B 25 1 SRl 1

[0814]  1)C,—C,,ELBE ST HEBIR B, ISP dt F 3L (C ) 23t (C) LJRHE (C)  hk

B (C) VIEEE (C) FAEE (C) VIRTAHE (Cp) 3 TAMEE (C) 1- TR E (s 2- B

WAL ) (C) VA (g 2- BIEZE —2- 3) (C) TR —2- Bk (EHER) () FA
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Fe—1-2% (Cy) IET 2R (C) AT 3t (C) T3t (C) BT 2 (C) VAT 2 (C) T H —4- 2
(€ I (C) e (Co) 5

[0815] i) HARHIBUAR BT CoBR C (077 2 80, AL (25 (FEAR TR R Es —1- 5
(Cyp) BLEE —2-J (Cyp))

[og16]  iii) HUARHIBCARIURH CoB C oL HEHET5 5 o, Rk | 2- Ok 2 0 2% —2— Ji&
FRAEL

[0817]  iv) HUARIIBCAREURI C-CoZR 3R s WIARSCHTHEA 5

[o818]  v) HUARHIBCREURE C,—CoZR 5 5 s WA STk

[0819] vi)—-(CR®™R*'"),0R*; #| W, -OH. -CH,0H. -0CH,. —CH,0CH,.
OCH,CH, » —CH,0CH,CH;,» —OCH,CH,CH,#1 —CH ,0CH,CH,CH, ;

[0820]  vii)—(CR*R*™),C(0) R™:45 1, ~COCH 5. —CH,COCH, —COCH,CH;, . —CH,COCH,CH, . —COCH
,CH,CH, A1 —CH ,COCH,CH,CH,

[0821]  viii)-(CR™R™),C(0) OR™:H %1, —CO ,CH,~ —CH,CO,CH,~ —CO,CH,CH, —CH,C0,CH,CH,+ —
C0,CH,CH,CH, A1 —CH ,C0,CH,CH,CH,;

[0822]  xii)—(CR*™R*™),C(0)N(R™) s 21, —CONH ,+ —CH,CONH,. ~CONHCH, —CH,CONHCH, —CO
N (CH,) , 11 =CH ,CON (CH,) ,

[0823]  x)-(CR™R*) N(R™,: | 4m, -NH,. —~CH,NH,. ~NHCH,. —CH,NHCH,. —-N (CH,) ,
F1 —CH,N (CH,) ,

[0824]  xi) p# ;—F.-Cl.-Br fl -1 ;

[0825]  xii)—(CR™R™"),CN;

[0826]  xiii)—(CR™R™) NO,;

[0827]  xiv)—(CH; X, ) CHX: Herh X2 pa 3R, T J o2 0 & 2 BIREHL, j+k = 3, AR §
202 2 8L, j7 +k' =2, Fhrh A& 0 & 6 41, ~CH,F. —CHF,. ~CF;+ ~CH,CF,. —CHFCF,+
—CC13Ei -CBr 33

[0828]  xv)—(CR™R*™),SR*;—SH. —CH ,SH. —SCH,~ —CH,SCH,~ —SCgH: F1T CH ,SCyH: s

[0829]  xvi)-(CR™R™™),SO,R™; 5 #, -SO ,H, —~CH,SO,H. —S0,CH,~ CH,S0,CH;+ —S0,CH
F1 —CH,S0,CoH, s F11

[0830]  xvii)—(CR™R*™),SO.R™: 44, —SO ;H. —CH,S0,H. —=S0,CH,-+

[0831]  CH,S0,CHs\ —SO,C.H M —CH ,S0,CoHs ;

[0832]  FLApAEAN RPM 7 Hb & A BUR I BUAR BRI C —C,BL%E . STRE SR fe it ZR 0L ¢
;bA%%*ﬁﬁ‘%%ﬁ“WﬁmT BB EHE 37 MRFHIIR R ¥R R ™% H 40T
RSB C-C, BB R s TAR p & 0 &2 4,

[0833] R FAICHy—PsRB o R B HAA AL & -
[0834]

5

1

H
[0835] it RUZEM R 2% H LA NI & (C ) &4 (C) IETHEE (G Fr A4
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(Cy) IETHE (C) T3 (C)HTHE (C) AT (C) o

[0836] R HICI o — AL AR AW, /£ BT R AW b ROZ % H PR I ST - B
(C) &3t (C) VIETRZEE (C) A (C) IETHE (C) RT3 (C) T4 (C) AT 2
(Cp 1M R E BLUR BT 3 (C) BRI (C,) o RIX 5 I A AR PR 1] 1k se A0 4% 4, 5- —
FRJE ke —2— i 4— 2k —5- FF LIk —2— St 4- FOE -5 Z LR —2- JER 4,5- 20t
Ik —2—

[0837] R ¥AITCHI—ANSEBIEFRIL A4, Frid b &4 RO R *J2 Brde B A0 B i e 3
BT, TR BEIE H -

[0838] i) piZ :—F.-Cl.-Br Al -1

[0839]  ii)-N(R'),;f0

[0840] iii)-OR";

[0841]  FHrpdgA~ RV HZE L C —C, BB B bt .

[o842] U7 R KIX— St /7 52 (AR BR i PR SE 49 9. 45 :—CH,F\—CHF, —CF3\ —CH,CF,;. —CH,C1 .-
CH,0H. —CH,0CH,~ —CH,CH,0H., —~CH,CH,0CH,~ —CH,NH, . —~CH,NHCH,~ —CH,N (CH,) , %1 —CH ,NH (CH,CH,)
[0843] R Il — AL A D2 R 2RI HIT.

[0844] R BT () M 5 — sl AL 4% Horp RMZ &M R 2 2% 55 3L 8 n iy 3o, ik 2+ 5%
Rk E 1,2,3,4- DY M —1- %5.1,2,3,4- P4 e —5- B, [1,2,3] =Mk —4- . [1,2,
3] =k -5 JE | [1,2,4] =W —4- FE [1,2,4] = -5 JE L BRE —2— Btk —4- JE g
W —2— J L IHE I —3— Sk I —0— Sk N 4 S Nk -5 BE | SEm -3- S SR —4 - Sk
MM —5- JE L [1,2,4] M M -3- L [1,2,4] BE Mk -5- 3 [1,3,4] B -2-
W —2— JE . WR IR —3— JE MEWy —2— Sk MEWy —3- &, ek —3- Sk, S mE e —4- St R
M —5— k| DgE e —2— R E MR —4— JL MEME —5- L [1,2,4] ME T -3- JE | [1,2,4] gE
M —5— LA [1,3,4] ME M —2- J,

[0845]  Z HjT

[os46] 7 EHA FAMIHIT -

[0847] —(L) -R'

[0848] RIEH :

[0849] i) & ;

[0850] i) Fol

[0851]  iii) 23 ;

[0852]  iv) HUARIIBCREUR C-CoEBE . ELEEBUN St 2

[0853]  v) HARAIBLAREUARIY C—CoBLEE S HEBUIA b S AL

[0854]  vi) HUARIIBCAREURI CBl C 005 2 5

[0855]  vii) HUARMIBAREURHT C-CoZR IR sBK

[0856]  viii) HARIIBIRIURE C—CoZ 75 5h .

[0857]  DAF 2 A[HUR RULIG B — A2 ANER 50 R BR M se ] . BT R
A3 BL S b AR IR B %5 B e B

[0858]  i)C,—C,,ELBE . SCHEBIR B I AP IL S FH 3L (C ) 23t (C) LR (C)  hk
e (C) VIETAEE (C)) TR (C) JFRTAE: (Cp) 33— ML (Cy)  1- M AE (2 2- AL
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WL ) (C) R REE (W02 2- R —2- ) (C) JTH —2- Budt (HEMER) () A
Fe—1-3 (C) IET 2 (C) P TR (C) e T 4% (Cp) BUT 3 (C) AT 2 (C) VT M —4- 5
(C) A (C) AT (C)

[0859]  ii) HUAX (B HUA 1Y CoBL C o7 55 ], Rk, 250 (AR SO rp 0 HRR
% -1 5 (Cyp) BUE —2- 5 (Cyp))

[0860]  iii) HUARHIBAREUARE) CoBl C MW bekE T e o5 T, 0k 2— DR 2 0k % —2- Bk
FRAEL

[0861]  iv) HUARIIBAREUARI C-CoZR 3N s WIARSLHTHEA 5

[0862]  v) HUARHIBARIAIR) C,—CoZt FFh s ANAR ST HEIA

[0863] vi)- (CR*“R*") OR®; % 4, -0H. -CH,0H. -0CH,. ~CH,0CH,.
OCH,CH, —CH,0CH,CH, ~OCH,CH,CH,HI —CH ,0CH,CH,CH,;

[0864]  vii)—(CR™R™") C(0)R™;% 4, ~COCH ;. —CH,COCH,~COCH,CH, ~CH,COCH,CH, ~COCH,C
H,CH, A1 —CH ,COCH, CH,CH,;

[0865] viii)-(CR*R*") C(0)OR*; 4 #m, -CO,CH,. -CH,CO,CH,. —CO,CH,CH,.
CH,C0,CH,CH, —C0,CH,CH,CH, 1 —CH ,C0,CH,CH,CH,;

[0866]  xiii)—(CR"*R’") ,C(0O)NR™) %41, ~CONH ,» —CH,CONH, —CONHCH, . ~CH,CONHCH, —C
ON (CH,) , 1 —CH ,CON (CH,) ,

[0867]  x)-(CR™R™") N(R*),; | 1, -NH,. —CH,NH,. -NHCH,. —CH,NHCH,. -N (CH,),
F1 —CH,N (CHs) ,

[0868] xi) X & ;—F.—Cl.-Br fil -T;

[0869]  xii)—(CR*R™") CN;

[0870]  xiii)-(CR**R™) NO,;

[0871]  xiv)—(CH; X, ) CHX: Herh X2 pa 3R, T J 2 0 2 2 BIREHL, j+k = 3, AR §
JE0 & 2 MK, §' +k' =2, FFrh & 0 & 6 :4571, -CH,F —CHF,. —CF, . —CH,CF,, —CHFCF .
~CC1,8% —CBr 43

[0872]  xv)-(CR**R*") ,SR™;~SH. —CH ,SH. —SCH,~ ~CH,SCH, —SCgH;Hil CH ,SCqH;;

[0873]  xvi)-(CR™™R’™) SO,R; M 1, -SO 1. ~CH,S0,H. =S0,CH,+ CH,S0,CH, —S0,Cells
F1 —CH,S0,C,H, s Fll

[0874]  xvii)-(CR*R™") SO,R"; M 1, SO H. —CH,S0,H. —S0,CH,+ CH,S0,CH,y —S0,Cls
F1 —CH,S0,C 1 s

[0875] LA AEAS RM M2 A BUR I BUAR BRI C —CoBL%E . ST RE TR fe it L R0 %
im%@z*ﬁﬁ sBCE I ROSICA] Bh— B R AT 3-7 AN F PR R 29R1 R ™% Bl
MR E B C-CE R B B L s AR g 2 0 & 4

[0876]  R'HLJTH— AL 5 BRI BUR BUR IR L (C o5 ) Hon, HAp A B
FPhST R B C-C B EE . TR BE AL EUA B L. —OR ML —CNL -N(R™) ,. —CO,R™, —C(0)
NR™) ;v -NRUC(0) RS -NOAM ~S0 R ;84N R A7 HUZ A s AU R BURH) C -C, Bk
FURE RGeS A S BRI, SR BUCR BRI 2R R B 3 s BB A RY e ] — i
H 3T MR TR

[0877]  RUBLTGI S — A SLB A% H UL R REUR ) C (5 3 fon R 2- KR 3-
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ORI A- RORHEL 2, 3 TRORAE 3, 4- ROREE. 3, 5 HRORAE 2 SURKE . 3- SURKE 4-
KA 2,3 TEIRIE. 3, 4- EURAE. 3,5 EURSE 2- BRIOKIE 3- ORI 4- R L 2-
SRR 3 A LR 4- AR 2, 3- A R RO 3, 4- AR R ORI 3,
5— RS OREL
[0878]  R'BEIGIH 75— A SEBIEFEHURIIBER IR C A Ao, Hik [ 2,4- ZHUORE,
2,56 CHRORHE2,6- HROREE.2,3,4- ZHRORE.2,3,5- =KL 2, 3,6- ZRORKEE. 2,4,
5- =HIEIE2,4,6- =FOKKE.2,4- EURKE.2,5- TEUURIE.2,6- EIRHE. 3, 4- EUE
H.2,3,4- =& R 2,3,5- ZERHE.2,3,6- =AML 2,4,5- =& EHL3,4,5- =&K
FEA2,4,6- =E IR,
[0879]  R'BJLHI 5 — MNRBIAFEIARI C (J5 5o Tr, Hik [ 2- FERIRHE  3- AR AL,
4= BEORIE 2,3 HAEORIE, 2,4 HEORIE 2,5 RIEORIE 2,6 HIALORIE. 3,
4— THREEIERL 2,3,4- =W 2,3,5- =R IE 2,3,6- =K 2,4,5- =
B 2,4, 6- IR 0- Z R 3- 2B TEIE 4- 2R 2, 3- IR 2,
~ TOHEIRKE 2,5~ ORI 2,6 L HEIRHE 3,4 2 HEIRIE 2, 3,4 = LRI
2,3,5- =K 2,3, 6- =2 F I 2,4,5- = REIIE 2,4,6- = 2R 2- RA R
R 3- FRMEIRIEAN 4- RS,
[0880]  RBEITHI S — A SEHIEAEIARI C JFHE T, Hik 1 2- R 2- (N- A
B ERL2-(N,N- HIERE L) B 2-(N- R E I ) FEEE 2- (N N- B3 ) R
3-SR 3 (N- FRAEEUHE ) JRE 3- (N, N- R BRAHRE ) 2RO 3-(N- 2 a0t ) okt
3= (N,N- 22 AL ) R 4- G IR AL 4- (N- AR ZURE ) TR 4- (N, N- HIEZ (L ) 2%
Fe4-(N- 2GR ) R 4- (N, N- 2 et ) Rk,
[0881]  R'AIEL {5 HE M on. 2475 3 0 oo (1 FE R M s 4%
[0882] i)
[0883]

H
New o« Ay
N -9 I
h\&ﬁgl; §-<%§“¢J;
[0884] ii)
[0885]
;%
NH , : TN
_<(\N ,“§“<;/“ “%“N f.-%—<%,ﬂ.
[0886] iii)
[0887]

o

N

%—<’ j e

[0888] iv)
[0889]
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[0890]
[0891]

[0892]
[0893]

[0894]
[0895]

[0896]
[0897]

[0898]
[0899]

[0900]
[0901]

[0902]
[0903]

[0904]
[0905]

V)

vi)

vii)

viii)

ix)

X)

Xi)

xii)

=+ <

N, O~y
"3""*g>jjl -ng——<g~~J
N7V N7
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+JI+3+Q

[0906] xiii)
[0907]

N By
< 13X 1
N™Y2 1 £

[0908] <xiv)
[0909]

<]

[0910]  R'Z&F5FH 8o Al DUEBCHIBUER B K. AT EURE B e AR R FlPEse ik g -
[0911] i) C,~C,EL%E . ELEERIA e 5t
[0912] i) HUACHIBAR AR R AR
[0013]  iii) HURECAREURH C,—Coe 7 2
[0914]  iv)-C(0)R’;HH
[0915]  v)-NHC (0)R’;
[0916]  Hh R C,—CoBLBERISZ Bkt ik +C \—Co ELREAISCRE SR AU B NHCH ,C (0)R™:R 1%
EENGE e F R
[0017] R —ANSEBII K b e 2 S e A ¥ B0, Bk s 2 o e ik | P 0L 200 IETA
BB OE T TR T RRRAUT
[0918] R 55— A~ HE H AU 1 SR AR 2R S A5 I BRI 5o, 36 v ik 7%
AR B A e B DA — PP 2 )
[0919] i) M Z ;
[0920]  ii)C,—C,fd ;
[0921]  iii)C,—C3 Lt ;
[0922]  iv)-CO,R" ;AN
[0923]  v)-NHCOR';
[0924] vt RVAI R % F A HON A B 20
[0025]  RYFAJ 5 — A2l b K bR 3k o o B () 2R RS 3L oo, prik kL o g
i —C(0) R*;R “¥e [ B L 483 . 23 N 2 5 3
[0026]  R'f 55— NS AL H5 BRI S o B O R AN 3t s, Soh ik Bk i e B A
7 -NHC (0) R%;R *1e 5 FR 3 A0 L 238, U U T AL T 43 .
[0027] R 55— A SEHIEHEH— AN B M RECE LT B IR R T
[0928] [ By
[0020] L4 N5 n ST 1| BAAAERERE R IT, (B2 9 T hrn 5T 0 BPAFAE. L T H
AR
[0930]  -[qQ],[C(R™R™) ], [Q'],[CR™R™)],~
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[0931]
[0932]
[0933]
[0934]
[0935]
[0936]
[0937]
[0938]
[0939]
[0940]
[0941]
[0942]
[0943]
[0944]
[0945]
[0946]
[0947]
fF1E .
[0948]
[0949]
[0950]
[0951]
[0952]
[0953]
[0954]
[0955]
[0956]
[0957]
[0958]
[0959]
[0960]
[0961]
[0962]
[0963]
[0964]
[0965]
[0966]
[0967]
[0968]

Horp Q #1Q' % F ST M
i)—C(0)—;

1i)-NH-

111)—C(0) NH- ;

iv) -NHC (0) - ;

v) —NHC (0) NH- ;
vi)-NHC(0) 0—;
vii)—-C(0)0-;
viii)—C(0)NHC(0) -
ix)—0-;

X)—S—;

xi) =S0,~ 3

xii)-C( = NH)-;
xiii)=C( = NH)NH-;
xiv)-NHC ( = NH) — ;B

xv) —NHC ( = NH) NH-.
MTPhRy ST LN, QEFME. MRy BT 0N, QAFA . MMz 55T 11, Q'

MR A 2 25T 0 B, QAR

R R ™ & [ M7 H 2

i) &

ii) B,

iii) K2 s

iv) C,—CHUR B BOR B K ELRE B B b A 5B
v) BA TR

-[C (R73R7b) ] tR8

e R™F0 R % 5 07

i) & Bk

i1) BARHIECR IR C,—Co Bt  SCRE B IR be Bt
RS% :

i) &

i1) BARHIECR BRI C,—Co B S RE B IR e 2
ii1) BURRIBREURIT Gl C o4 2

iv) BARHIECR BRI C,—CoZi 75 4 s BR

v) BB B C-CoZR 3R 5

REFIT R 4% A7

i) & Bk

i1) C,—C, BB #E bt .

TR tow Al x AL 0 2 4.

PLR 2 AT EUR R R R R A R T b — BRI 8070 g 3 BR i e sz 1
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DA B B DA A I A AR s [ AR 45 B B bk Y

[0969]  1)C,—C,,ELBE ST HEB IR Bk IR B L S F 3L (C ) 23 (C) IR (C) W hk
e (C) VIEAEE (C) TR (C) JFRTAE: (Cp) 33— ML (Cy)  1- TAMAE (2 2- AL
W) (C) R RE (A2 2- BRI —2- ) (Cp) A —2- fedk (WRMFER) ) A
B —1-JE (C) VIET HE (Cp RT3 (C STk (C) BUT i (C) AT 4R (C) T M —4- 2
(C) A (Cy) AT (G s

[0970] i) HUAX Y BUAR HUAR B9 GBI C (o7 5 s 9 1, 2R 2L, 25 28 (AR e g LAk R
%% —1- 3 (C)p) BLZE —2- 2 (Cp)) 5

[0971]  iii) BURAIBREURET CoBR C o W e sk 75 3 st 3k, 2 JR L 2,08 25 -2
HRE

[0972]  iv) HARIIBCAREURI C-CoZR 3R s T T SCHTHEA 5

[0073]  v) HARHIBCARIARIK) C,—CoZt F F0 40T ST IR

[0974] vi) - (CR*"“R*'") ,0R*; # W, -OH. -CH,0H., -0CH,. —CH,0CH,.
OCH,CH,  —CH,0CH,CH,» —OCH,CH,CH,#1 —CH ,0CH,CH,CH, ;

[0975]  vii)-(CR™R").C(0)R™;%l%m, -COCH , —CH,COCH,~ —COCH,CH, . —CH,COCH,CH,~ —COCH,
CH,CH, A1 —CH ,COCH,CH,CH,;

[0976]  viii)-—(CR™R").C(0)OR™:#l %1, —CO ,CH,~ —CH,CO,CH,~ —CO,CH,CH, —CH,CO,CH,CH; —
C0,CH,CH,CH, A1 —CH ,C0,CH,CH,CH,;

[0977]  xiv)—(CR**R"™),C(0)N(R™) s 21, ~CONH ,+ —~CH,CONH, ~CONHCH, —CH,CONHCH, —CO
N (CH,) , 1 —CH ,CON (CH,) ,;

[0978]  x)—(CR*R*") N(R*),; ] 4, -NH,. ~CH,NH,. ~NHCH,. —CH,NHCH,. —N (CH,) ,
F1 —CH,N (CH,)

[0979] xi) & ;—F.—Cl.-Br fil -T;

[0980]  xii)—(CR**R")CN;

[0981]  xiii)—(CR™R") NOy;

[0982]  xiv)—(CH; X, ), CHXHh XJ&piz, Tor jJ& 0 2 2 EE, j+k = 3, THr §'
0 E 2 1EEL G +k' =2, Fhrh & 0 & 6 441, —CH,F. —CHF,\ —CF, . —CH,CF,. ~CHFCF,
~CC1,8% —CBr

[0983]  xv)—(CR"R"") . SR*;—SH. —CH ,SH. —SCH,~ —CH,SCH,~ —SC4H: Al CH ,SCyHs

[0984]  xvi)—(CR™R"),SO,R"; 5 #, -SO ,H. —CH,SO,H. —S0,CH,~ CH,S0,CH;+ —S0,Cqlls
F1 —CH,S0,C.H, s A1l

[0985]  xvii)—(CR"™R") .SO,R™; i 11, —SO jH. —CH,SO0,H. —S0,CH;+ CH,S0,CH, —SO,Cql:
H1 —CH,S0,CeHs ;

[0986]  FLrpAEAN RM 7 Hb & & BUR B BRI C —CoBLRE . SR B PR e it R 0L %
Fe R BRI L s BE TR RO TT A — B REA 3-T DEFIIER SR R K J BT
RSB C-C, BB R s TAR r &2 0 &2 4,

[0987] L Hymi—J7 i A EA TRIHRIT

[0988]  —C(0) [C(R**R™) ] NHC (0) -

[0989] Mot R™RAL BRI B AR BRI € —Cobe it BAR A B U 1 2R S A B R Bl R
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BRI 2R 55 28 s IF HUF AR x A2 1 8 2. — NSy b A B A N ARER AT -
[0990]  i)-C(0) [C(R**H) INHC(0) O- ;

[0991]  ii)—C(0) [C(R*H) ] [CH,]NHC (0)0- ;

[0992] i) —C(0) [CH,] [C(R**H) INHC (0) O~ ;

[0993]  iv)—C(0) [C(R*H) INHC(0) - ;

[0994]  v)—-C(0) [C(R™H) ] [CH,]NHC (0) - ; Bk

[0995]  vi)—C(0) [CH,] [C(R**H) JNHC (0) - ;

[0996]  H.H R*Z .

[0997] i) & ;

[0998]  ii) FFJE

[0999] iii) A
[1000]  iv)) SPA3E
[1001]  v) JRJE

[1002]  vi)) *F5;
[1003]  vii))4- FRHETEH: |

[1004] viii) FFHIZE ;BL

[1005]  ix) - ¥ 7 0,

[1006] 4 NAR x T LI, %887 ZAAE LA L BT 3R R il R SE 4 -
[1007]

H S0 O H

[1008]  37FAR x T 2 I, iS5t J7 SRARPELAN L B on iR PESL ] -
[1009]

0 O o .

[1010] L $.7uh 5 —AN kit )y R a5 IT, Frid oot Q & -C(0)—, M x Ml z 55T 0,w
ST 182, B RUHITE A AR 2- FURSE . 3 UK 4- UK. 2, 3- SRR 3,
4= TRORFE.3,5- THRORIE . 2- ERHE . 3- AUREE 4 EUREE .2, 3- EURHE 3,4 EUK
H.3,5- EUIRHE 2- FRORHE 3 RO L 4- BN 2 AR OROE 3 AR L4 AR
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\EH

FEIEIL 2, 3- THISUIRARHL 3, 4- SRR EN 3, 5- R IEIL (BB ARV T
i RS B, BA FRIERESTT .
[1011]

Hm
H

6}

.
[1012] L WLt T &0 0 — el adEan ERrg EI’J £ R™Hon, H2 b Arid i E
ABIBCR BRI 2455 2L 50T
[1013] L fZSEHE T 1) 53— ALl fE 2 A T T -
[1014]  -C(0) [CR*R™)],~
[1015]  Horp R™AI R ™RE, I BNk w ST 1 802 ik sonik
[1016]  i)-C(0)CH,~ ;#
[1017]  ii)-C(0)CH,CH,~
[1018] L HITh) S — sy 2 a8 BA UG
[1019] -C(0) [C(R*R™)].C(0)~;
[1020]  Hrp RFIR™RE, I B Nbs x T 1802 ik sonik
[1021]  1)-C(0) CH,C(0)— ;HN
[1022]  ii)-C(0)CH,CH,C (0)—,
[1023] L HIoHY X o — ALy R AN BT
[1024]  -C(O)NH[C(R™R™)],-
[1025]  Horp R R *RE, I HL bR w ST 0.1 50 2 s frid sotig o -
[1026] ii)-C(0)NH- ;
[1027]  ii)-C(0)NHCH,~ ;0
[1028]  iii)—C(0)NHCH,CH,—.
[1020] L HIuhy X o — el AT R HET .
[1030]  —SO,[C(R*R™)],-
[1031]  Hrp RAN Rbe%ﬁszﬁ%,afFﬂﬁrwmo 1B 2 Frid ocik -
[1032] i)-SO0,~;
[1033]  ii)-SO0,CH,— ;0
[1034] iii)-SO,CH,CH,~.
[1035] k& &R
[1036] BT AFFHIMAYD (SRAUUAD) #E5 JJLSE LA BIBC i 25 B & BRI A BT S8k
BARSCRFF BB o IR FHARE AT AT A SCHEAR P 5 (A P R e = B
ik
[1037]1  —Fp ESCHEA I Pk AR S asEra v 4 . —MEA T As

Y
[1038]

OCHy
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[1039]
[1040]

[1041]

[1042]

[1043]

[1044]
[1045]

C%§¢(
S
NiL®
2
0\\&0 ) N0
28N g f @
| Ca
i Ho Ay e ‘ J

A

o7 ocu,

YW

(f’ ~qu. = o
H H

DA IR ) £ 347 £, B2
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QQ\ &O

HO” N

[1046] AR T RAE—Jr i S B A AU rh R 2 B BOR B e e —2-

RITH A -
[1047]
'RZ
e S S e ey
Qo " 4 CH,
N (CUSE N )V
P X NS = N CH;
HOY T H \r lel 6 Y,
H O H
[1048]  H—ANsLjfi 7y R0 B BA N Rl -

[1049]

o L T,
HOO TN N g7 NT o7\ L
H 0

, H
[1050]  Hirp R Bop 2 MEME —2— Jk 8 or, HO B, & B RPRD R B TEUR. R AR ™ Hip
e 1 P — Rk,

[1051] F 1

[1052]
a5 R R™
Al WEM: —2- F (S) -3
A2 4- FgLmEme o (S)- 3
A3 4— 7 FLmgEm: —o- FE (S)—F3
A4 4- Py FLmEME - (S)- &3
A5 4- S FEmEmE 2 FE (S)- R
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A6 4- IR BLmEME -2 Jk (S)- 2k
A7 4- THEmEME -0 (8)- R
A8 4= BUT BLMEME -2 FE (8)- R
A9 4- IR CLBRmEME -2 (S)— R4k
A10 4-(2,2,2- =5 L) WEME 2 (S)- Rk
All 4-(3,3,3- =F 5L ) BEME —2- A (S)— kAt
Al2 4-(2,2- ZHIATN AL ) mEmk 2 Jt (S)— R4k
A13 4- (AR R AL ) meme —2- Bk (S)- 4k
Al4 4- (BRI OB ) mEm: -2 Jk (8)- 4k
Al5 4,5- " HIBRMEME -2 Bt (8)- 4k
A16 4- HHE -5 2 FtmEmk -2 3k (S)-R&:
AL7 4- ZR BRI -0 Jk (8)- 4k
A18 4 (4- FOREL ) - M —2- Bk (S)- 2k
A19 4-(3,4- "HPRRGRAE ) - mEmE -2 S (S)— "Nk
A20 4- HIJE -5 FRIEWEM: -2 Sk (S)— R4k
A21 4- ( ey —2- Bk ) mEME -2- Jk (S)- ik
[1053]

Ins R R

A22 4-(WEmy —3- Bk ) - memk 2 B (S)— 4k
A23 A4~ (5 UMy —2- &) - M 2 (S)- R
A24 5,6 5 —4H- 3R [d] MEmE —2- g ()~ ik
A25 4,5,6, 7- JUSUAIF [d] WEm: —2- I (5) - ik

[1054]  BEAEA W] 1T REE—J5 i T AL S s T SCh Az 1 i RASEE w1

RETTVE R 4 o
[1055] Bg4E 1
[1056]

69



CN 105412094 A i B B

57/193 7T

CH;

chb iy
1
[1057]1  BGRIAIZEAE < (@) (i) (7T 2% ) 0C0CL, NMM, DVMF ;0°C, 20min.
[1058]  (ii)NH,;0°C,30min.

[1059]
[1060]
[1061]
2 3
[1062]  BAFIFIZEAE < (¢) CHCN s [H13AE, 3 /N
[1063]

[1064]  XFIFI244% « (d) Boc—Phe, EDCI, HOBt, DIPEA, DMF ; 223,, 18 /NI,
[1065]
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[10661  BRFIFIZEAE : (e) (i) H,:Pd/C, MeOH ;5 (1) SO ,— MEHE, NH,0H s 255, 2 /NI o
[1067]  SLjEfs) 1
[1068]  4-{(S)-2-[(S)—2- (B — T % P Ak a Jk ) -3— OR Bk 79 Wk i 2k ]-2-(4- & A&
e —2- 3L ) 2.5 ) REREERER (5)
[1069]  [1-(S)- R FBEE —2- (4- MO ) 20 - FAFRHCTE (1) Ml () -
[A] 0°C [T DMF (10mL) [¥) 2—(S) — FUT et 2 At —3— (4— AHFEOR AL ) — TAERAN N- FE LG,
Wbk (1. 1mL,9. 65mmol) VAVRIZR AT T HS F IRES (1. 25mL, 9. 65mmol) « 1 Fr IR & M7
0°CHiEH: 20 2-%h, 2 J57E 0°C i NH, (g) I Firidk e RETR G4 30 43T o K Frid IR MLV A 4
AR RS T EtOAc, H 5 % FTHRTR 7K 5% NaHCO, 7K ER ACELE e, T-J: (Na,S0,)
PR IAE B A IR YA, ] EtOAc/ il AR B T A3 R M AR 2. 2g (T4 % ) B ta[El44 1) iy
T E =)
[1070]  [2-(4- fHAE ORI ) —1-(S) - PR L Wi Ak 2. 28 ] AL F IR T B (2) 1l -
[ ¥5 T THF (10mL) ) [1-(S) - R JE Bk 3 —2- (4- w3t okt ) 23k - I F AT B8, 1,
(0. 400g, 1. 29mmo1) JEFMIMA Lawesson i (0. 262g,0. 65mmol) o 1 Frig R MR A Y+
3 /INEF IR A NR AR, iR iR Ry iE it A AR Al AL DARRAIE 0. 3508 (83% ) BT ik (1™
Yo
[1071]1 'H NMR(300MHz, CDC1,) 68.29 (s, 1H),8.10(d. J = 8. 4Hz,2H),8.01 (s, 1H),
7.42(d, J = 8.4Hz,2H),5.70(d, J = 7. 2Hz, 1H),4.85(d, ] = 7. 2Hz, 1H), 3. 11-3. 30 (m,
1H), 1. 21 (s, 9H).
[1072]  1-(S)-(4— Z FEmEmME —o- ) —2-(4-fg L R ) 2 B % 3) Wkl & B iE T
CH,CN (5mL) [ [2-(4- FH 2K 3L ) -1-(S) - TR & 2 Bt 2 2 28 ]- A 2 F R AU T I, 2,
(0. 245g,0. 753mmo1) + 1- J& =2 T B (0. 125g, 0. 828mmo1) EI’J/tmfF%IEImLS/J\HT BTk
NEVRA PV HV 2 IR T R PR E O — 2, ki g8 B s UiiE . B TEIA
[l 44 DAER L 0. 242g (90 % 722 ) IFTFR =¥, ESTMS 278 (M+1) .
[1073]  {1-[1-(4- L B MEME —2- JL)-2-(4-FH L R A ) A AR P B 2 1-2- R
) HEREAT B (4 RS | 0°C R T DMF(10mL) (1) 1-(S) - (4- 2, & &
M —2— Jt ) —2- (4- FEA R ) ZREEIRIRE, 3, (0. 393g, 1. Immol) « (S) - (2 FUT AR
) -3- ZRFELTARR (0. 220g,0. 828mmol) F 1- F2FEIKIE =1 (HOBt) (0. 127g,0. 828mmol) &
N 1= (3— RS L P 4k ) —3- i — iz (EDCI) (0. 159g, 0. 828mmol) , Z JEMA—
SR Z (0. 204g, 1. 58mmol) « £F 0°C NG IR G HE 30 438, S8 e 78 =i M dkat 4.
FH 7K 8 Tk S SV A0 9 FH BEtOAe ZEER . FH IN 7K HC1 . 5% 7K P NaHCO, 7K AT K e i
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A IFRIA AT NaySO, T . 7E B2 T B EE M AL 0. 345g o —Paifb i)
T E =Y. LC/MS ESI+525 (M+1) .

[1074] 4-{(S)-2-[()-2-(H T 2 Bk £ 2 H)-3- K £ W Bt & £
(propanamido) ]-2-(4— 2, JE e M —2— Jt ) £ 3 ) % ko L 1 R A 2 (B) WO &%
{1-[1-(4- 2 FhmEmy —2— B ) —2— (4- FHZERHL ) AR Pl ] -2- RO 2 0 ) AR IR
BT HE,4, (0.345g) ¥ T MeOH(4mL) o MMAMEALER PA/C(10% w/w) , ¥ T 15IR -5 M 1E
SR IR 2 N . TSR RR A IEE CELTTE™Z a8, Y bR 2574 7. 45 B fg
=P Tikne (12mL) JFH S0,- Meme (0. 314g) Ab3E. 7E=E MK NHH: 5 2480, 2
JE RN 7% NH,OH ¥ (50mL) o SR G 4n BT AR &4, 18t SorH (i 204045 215 R4 LA
SRALVE R R 0. 222¢ FRFETF ¥

[1075]  'H NMR(CD,0D) : & 7. 50-6. 72 (m, 10H) , 5. 44-5. 42(d, 1H, J = 6. OHz) , 4. 34 (s, 1H),
3.34-2. 79 (m, 4H) , 2. 83-2. 76 (g, 2H, J = 7. 2Hz) , 1. 40 (s, 9H) , 1. 31 (t,3H, ] = 7. 5Hz).
[1076]  Fvidk 2 FF B4l 55034 m] AR il S PR T 4 7 5 o 1 TV — AN PR A 14 SE 451 E T 5T
SEHEfE) 4 thfEk

[1077]  DANREFEAEA KA 1 58— J7 0 B9S2 77 & A A 4 i — Al PR i 12 s2
i o

[1078]

[1079] {®2[®2<ﬂT%%%%%>3$%WMM J=2-(4- &

W -0- Bt ) 23k ) FRILEINAIR -

[1080]  'H NMR(CD,0D) : 8 7. 22-7. 02 (m, 10H), 5. 39 (s, 1H) , 4. 34 (s, 1H) , 3. 24-2. 68 (m,
6H), 1. 37 (s,9H) , 1. 30 (¢, 3H, J = 7.5Hz).

[1081] T ZRiZJ7 I 55— ANSLhE 7 R b S BA T 2]
[1082]

[1083] Mt R BTl R TR 11 ik — Bk
[1084] F 11
[1085]

%5 R R
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[1086]

B26 MEm —2— Sk (S)- R&:
B27 4- FERmEME -0 Bk (8)- R
B28 4 L HEMEWE —2— (S)— "Nk
B29 4 T HEREME -2 Jk (S)- R
B30 4- Sy BRmEmE -2 (S)— 4k
B31 4- FAP BLmEME -2 (S)— 4k
B32 4- T BkmEm —o- B (S)— 4k
9= R R

B33 4- BUT BLmEmk -2 Ft (8)— 4k
B34 4- IR BLmEME -2 (8)- 4k
B35 4-(2,2,2- = CH) mEmk —2- (S)- Rk
B36 4-(3,3,3- =F A5 ) BEm: —o- & (S)- R4t
B37 4-(2,2- I ) mEMe 2 B (S)- R
B38 4- (VAR AR ) mEme -2 Bk (S)- R
B39 4-(FRIR T ) mem: —2- (S)— R4k
B40 4,5~ " HIHRMEME -2 Fk (S)— 4k
B41 4- H5E -5 2 HkmEm: 2 5t (S)— 4k
B42 4- ZRELmEME -0 (S)— 4k
B43 4 (4- EOREL ) — mem: —2- B (8)— 4k
B44 4-(3,4- “HIERARAL ) - mEme o g (8)— 4k
B45 4- HEE -5 SRFEMEME -2 A (8)- 4k
B46 4- (HEWy —2- KR ) mEmE -o- JL (8)- 4k
B47 4- (EWy —3- R ) - mEmME 2 A (S)- 2k
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B48 4- (5~ GMEWy —2- k) mEm: -2- (S)- ik
B49 5,6~ & ~4i- ¥R [d] mEm -2 S S) Tk
B50 4,5,6,7 PUZRIF [d] MM —2- Sk (S)- it

[1087]  iZ3KHETT S AL AV F2 I8 BSR4 T PR MISEE B 1 Frfdid i 7y il Ae 0
B (d) PHAER Boc— B - @R (S)—(2- ST EIRIEZIL ) -3- FILTIAK A %
[1088]  DATNs2iZSENt T &ML & RIAERR fil P52 61 o

[1089]
s"%h_Jf
(%f) N 20
¢
= H e
X NG (H:
\\\x\ I\ \’",O%(‘g .

[1090]  {1-[1-(4- 2 J W& W —2- B )-(S)-2-(U-Mf & A R AL ) 2 A R M
B 1-(S)-2- FRH 25 ) PR E A FIRAUT B :'H NMR(300MHz, MeOH-d,) 68.36(d, J =
8. 1Hz, 1H) , 7. 04-7. 22 (m, 9H) , 5. 45 (s, 1H) , 3. 01-3. 26 (m, 2H) , 2. 60-2. 88 (m, 4H) , 2. 33 (s,
3H),1.30(s,9H).

[1091]

WP
PRES

e HN
HON
by

\tii/
: H CH,
il N*w“ﬂ‘ficﬁs

[1092]  {1-[1-(4~ 2K F& W& W —2- J& )—(S)-2-(4- T 4 & K 3 ) 2 & & # F B
B1-(9)-2-KF 3 ) FEZEF BT E :'H NMR(300MHz, MeOH-d,) §8.20(d, J =
8. 1Hz, 1H) , 7. 96-7. 99 (m, 2H) , 7. 48-7. 52 (m, 3H) , 7. 00-7. 23 (m, 7H) , 6. 89 (s, 1H) , 5. 28 (q,
J = 7.5Hz,1H) ,4. 33(t, J = 6. 6Hz, 1H) , 3. 09-3. 26 (m, 2H) , 3. 34 (dd, ] = 13. 2and 8. 4Hz,
1H),2.82(dd, J = 13. 2and 8. 4Hz, 1H), 1. 38 (s,9H).

[1093] AR T M ATy L AA T REH A R & BRI EUR B R —4- A
LA

[1094]
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N 0 CH;

Q. o Y Y ,
- N ACRIRDY s
HO” N ”w \n/ ‘\NfLO’ ~CHy
t i CH;
i 0 H
[1005]  H—ANsSEita Jy =8 R HAT T A4 771 -
[1096]
R4
0 o R® O O,
%S‘?O /u\
o ] I v CH,
H O H

[1097]  Hrp R #pAl REITAER 111 hiE—5 ik
[1098] FKII1

[1099]
9= R R
C51 MEME —4— Sk (S)- “R&:
[1100]
9= R R
€52 2- P ARmEME —4- Sk (S)- R
C53 2- L BLMEME —4- Bk (S)- R
C54 2 PR HEMEM: —4- Jk (S)- 2k
55 2- TN ke -4 B (S)- 4k
C56 2~ MRTA e -4 B (S)- 4k
57 2 [THEMEM: -4 (8)- F4k
58 2~ BUT FEmEm: 4 5 (8)- *r4k
€59 2- PR AR mEE 4 B (S)- &
C60 2-(2,2,2- =5 A ) mEME 4 B (S)- 3t
61 2-(3,3,3- =HR A ) mEme —4- 5 (S)- LAk
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62 2(2,2- ZRINAEE ) mEME —4- B (S)- “R&
63 2 REEMEM: —4- KL (S)- R4
64 2- (4 GARHE ) mEmE —4- Jk (S)- R
65 2-(3,4- I ERARHE ) mEmMe 4 A (8)- ik
66 2- (WEWy —2- Jk ) mEMk —4- Sk (S)- 4k
C67 2- (MEWy -3- R ) MEME -4 S (S)— "Rk
68 2- (3~ SMEWy —2- F: ) WEME 4 JE (S)- "Rk
69 2 (3~ W ERmEWy —2— R ) MEME —4- A (S)- RHE
C70 2- (2 W ERmEy —4- 5t ) mEm: —4- B ($)- RHk
C71 2- (kMg —2- F& ) mEME —4- (S)- Ak
C72 2- (ML —2— Jk ) — mEmk —4- J (S)- ik
C73 2-[(2- WAL ) mEng —5- K& | MM —4- (S)- Rk
C74 2 (4~ SORRAMLAL AL ) wEme —4- 2 (S)— 4k
C75 2- (4 BUT FERAMEAE T AL ) wEmE —4- S (S)- R4

[1101]  BFEEARKH 1T 2558 —JrHi Sl P igie 11 prfgiR fsziga s 2 By
TR ) 7 TR R 2%
[1102] #{¥42 11

[1103]
ON
O~
Bl CH
6

[1104]  RFANAEA: : (2) (1) (T3 )0C0CT, EtN, THF ;0°C, 20 438, (ii) CHN,; EE T
3 /NS,
[1105]
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Ot O CH,
B Oy e CHy
6 7
[1106]  XFIAIZAE « (b) 48% HBr, THF ;0°C, 1. 5 /A

[1107]

7 8
[1108]  XFIFILAE : (¢) (1) BRACTR FBERE, CH,ON s[RI 2 ZNA
[1109]  (ii)Boc—Phe, HOBt, DIPEA, DMF ;=& 18 /N,
[1110]

[1111] RFIAIEAE « (d) (i) H,y:Pd/C, MeOH 5 (1) SO ,— MEBE, NH,0H s 2535, 12 /M),
[1112]  sEfEf) 2
[1113] 4= {(S)-2-(S) —2- CRUT & R %It ) -3- FR AL AW RG AL —2- (2 FRIEMEME —4-y1) |
RIEF TR (9)
[1114]  (S)-[3- BEZ —1- - AEEETEHE ) 2 & - O ]- R IAUT BE (6) FIHI « 15
0°C /3T THF (20mL) 12— (S) — U T E R A 2 HE -3 (4- A2 2R AL ) - TR IR (1. 20g, 4. Ommol)
SR TIMAN =258 (0. 61mL, 4. 4mmol) , Z JEMIAN T FE& F IR ES (0. 57mL, 4. 4mmol) »
WIS TR AP 0°C R HFE 20 4P IRt . HEZEF 5t (~ 16mmol) FIERARAE 0°C
TR Y. R IR T B TIA R SR A 3 /R, SR G B WA . K TSR AR
7T EtOAc FFEESL AR Ehk e, 18 (NayS0,) , il g8 JF Hlkdd . ik —=U0hd ( Cbe /
EtOAc 2 © 1) ZifbFrfsRR Y LASRAE 1. 1g(82% 2 ) MR tA A I BT 7570 -
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[1115]  'H NMR (300MHz,CDC1,) & 8. 16 (d, J = 8. THz, 2H) , 7. 39(d, ] = 8. THz, 2H) , 5. 39 (s,
1H),5.16(d, J] = 6. 3Hz, 1H),449 (s, 1H), 3. 25(dd, J = 13.8and 6.6,1H),3.06(dd, J =
13. 5and 6. 9Hz, 1H), 1. 41 (s, 9H).
[1116]  (S)—FUT 2 4- 9] —1-(4- iR 2L ) -3- T —2— ﬁﬁﬁﬁ'@&‘*@‘é (7) Hil 2% < ]
0°CYAT THF (5mL) 1) (S)—[3- HA —1- (4- LA ) —2- 5 - AL ] - 2L IR AU T 2E0S,
6, (0. 350g, 1. 04mmo1) VAVRIZ R MA 48 % 7K 1% HBr (0. 14mL 1. 25mmol) . £E 0°C N P& 13
RERAMIIFE 1.5 /NG, S8 J5 FH AN Na,CO,7E 0°CHF R BT IR ) BZ. ] EtOAc (3 X 25mL) AEHX
FridiR& &40, 3 F Sk B & FF A VIAE, T8 (Na,S0,) , i 8 4 LA 21 0. 400g Fo 75 2
— Ui B BT R — 0975, ' NMR (300MHz, CDC1,) 6 8. 20
[1117]  (d,] = 8. 4Hz,2H),7.39(d, ] = 8. 4Hz, 2H) , 5. 06 (d, ] = 7. 8Hz, 1H) ,4. 80 (q, ] =
6. 3Hz, 1H) , 4. 04 (s, 2H) , 1. 42 (s, 9H) .
[1118] T 2 (S)-1-(S)—2-(4- fif & o8 J )-1-(2- ox Jt me M -0t ) 2 A
Bt —1- 5 -3- ORI 2- BRE A IRER (8) A MV T CH,CN (4mL) AR AR FF Bt iz
(0. 117g,0. 85mmo1) 1 (S) - FT 2 4- ¥ —1-(4- LR 3L ) -3- & T —2- L FREE, 7,
(0 300g,0. 77mmol) KRGS 2 /N o BT AR I BV S P8 ) 2 = I IF I — Tk DA
ﬁtlleﬂﬁfF% 2- (FHFEZEIE ) - (S) —1- (4~ ZRIEMEME —2- 3L ) ZJ%, ¥ HiEd it i 5 NS
RIREE . B IHREIRIRE: S — RAHE 2 (0. 42mL, 2. 31mmol) . 1- R FEZE =M (0. 118g,
0. 79mmol) F(S)—(2- BT H Bk AL - AL ) -3- KB TAIR (0. 212¢,0. 80mmol) — L F T
DMF (3mL) "o ¥ FrSVRAITE 0 CHEFE 30 20 8h, ARG R =i FHiFkd it . KRR TS I
REVRAY)ITEH EtOAc 228, H IN 7K HC1.5 % 7K P NaHCO, 7K 5 7K ek & 3 A HIAH,
JFIL Na,SO, T4 . H 2 BR-L VAR LA fE 0. 395 (90% 732 ) TRt — D alifk RN Al {1
B 7= 4. LC/MS ESI+573 (M+1) o
[1119]  4-{(S)—2-(S) —2— (BT % B Fk ) —3— IRIE TR JE W file Ik —2— (2— ORI IE e —4- Jt ) }
IRFEGIEAER (9) H14% BT I (S)—1-(S) —2- (4- WY FEIRIL ) -1 (2— IR FLIgEME —4- 3 )
CIHERHE —1- 4 -3~ IR —2- REFEFIRES, 8, (0. 360g) VAT MeOH (4mL) H1o AL
=1 Pd/C(10% w/w) , 1 TR IR G WA R N e 12 /e 3 BrfS R B TR &4 i
CELITE™ 3t 8, Yol F B 5 VA o G BT A A= 434 T itkme (12mL) FFH SO 4— HkuE (0. 296g)
AbFER, FEZIR TR RTR ONIR SR 5 8, Z JE NN 7% NH,0H ¥R (10mL) » SRJE IR
GRFTHIR A, B SO A Sl Ak 13 B ER AW DR IEE A4 511 0. 050g B 74, 'H
NMR (300MHz , MeOH—d,)
[1120]  68.20(d, J = 8. 1Hz,1H),7.96-7.99 (m, 2H) , 7. 48-7. 52 (m, 3H) , 7. 00~7. 23 (m,
7H) , 6. 89 (s, 1H),5. 28 (q, J = 7.5Hz, 1H),4. 33(t, J = 6.6Hz, 1H),3. 09-3. 26 (m, 2H),
3.34(dd, J = 13. 2and8. 4Hz, 1H) , 2. 82(dd, ] = 13. 2and8. 4Hz, 1H) , 1. 38 (s, 9H).
(11211 AR IT R E — DI 2 AT 0 H R 2 SRR ER B ) 88
e —4- BT &) -
[1122]
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)
QL0 - o o
b SN RN . ’,(JHS
HOT TN e 1 N7 o
| i )
H 0 H
[1123]  H—As2fJy &0 LB A T A1)
[1124]
SYR‘*
‘ AR NRSa O
H 0 H
[1125]  Hidt R #p e e —4- S op, HoM gl R, /i RYA TR, R AR TR

IV gt — i

[1126] K IV

[1127]
I R R™
D76 MEM —4— Sk (S)- "R
D77 2- R ARmEME —4- S (S)— "Rk
D78 2- L HEMEME —4- ik (S)- Rk
D79 2 PR HEMEM: —4- Jk (S)- A2k
D80 2- TR AR mEm -4 B (S)- 4k
D81 2~ MR e -4 B (S)- r 4k
D82 2 [THEMEM: —4- (S)- *F 4k
D83 2- BUT MM 4 B (S)- r4k
D84 2- PR ARmEE 4 B (S)- F&:
D85 2-(2,2,2- =5 A ) mEME 4 B (S)- *Ht
D86 2-(3,3,3~ =) mEM: —4- (S)- Lk
D87 2(2,2- ZHIATIHE ) mEME —4- B (S)- R4k
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D88 2~ ZRELMEME —4- L (S)- 2k
D89 2- (4~ GUREL ) MEmE —4- B (S)- F 4k
D90 2-(3,4- I ERARHL ) mEmMe 4 A (S)— "Rk
D91 2—(MEMy —2- FE ) mEME —4- JE (S)- k4
D92 2- ( TRy —3- k) mEM 4 B (S)- K4k
D93 2- (3 MRy —2- &) mEME —4- B (S)— "Rk
D94 2 (3~ FHkmEmy —2- KL ) mEmk 4 B (S)- ek
D95 2-(2- W mEme —4- L) mEmk —4- (S)- &
D96 2- (TR —2- Jk ) mEm —4- (S)— K4k
D97 2- (kMg -2 k) - mEME 4 (S)— 4k
D98 2-1(2- W) mEng -5- & | meme —4- g (S)— "Rk
D99 2- (4 ST AL FP AR ) WEmE —4- J (S)- R&:
D100 2- (4 BUT FEMAME AL AL ) e —4- KR (S)- “R&E:

[1128] AFEEARRH 1132
TR ) 712k 1 4 o

[1129]  #84% 111
[1130]

80

12
[1131] ifﬁ?fﬂ%ﬂ,f\ﬁ (a) (i) BRACAB% (propanethioamide) , CH,CN ;[HI3 2 7N o
[1132]  (ii)Boc—Phe, HOBt, DIPEA, DMF ;=5 18 /Mt
[1133]

G J7 I P M A AT T SCBE R T A R St 3
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12 13
[1134]  FHIZEAE : (b) (i) H,:Pd/C, MeOH ;5 (1) SO ,— MEHE, NH,0H ; 2535, 18 /M),
[1135]  SEfEf) 3
[1136]  4-{(S)—2-[(S)—2—( H¥ 4 At e BE & 2L ) -3- o8 B 7 B i 2t ]-2-(2- ¢ 2%
e —4—- FE) 738 ) FEIELE IR (13)
[1137]  HF FE (-1-[(S)-1-(2- & F Mg M 4-F)2-U-m R R FH)- 2 #H T A
B -1 3 R RN 2- B FRER (12) M & DS T CH,ON(UmL) IR AR A Bk iz
(69mg, 0. 78mmo1) 1 (S)— F T At 4- ¥R —1-(4- FHHEIRIL ) -3- H T —2- AL FREE, 7,
(0. 300g,0. 77mmo1) HIVBEWIIEIR 2 /NKF o K S BUVR-AV0¥% 20 22 = 3 I — 2Bk PAYTIE
Bkt () P2 2— (RS ZE IR ) — (S) —1- (4— Z, JEmEme —o- 3Ly 7., B ol i 3E 5 5 A
RIREL . WK Prdh SRR 5 — R A Oz (0.38mL, 2. 13mmol) \ 1- $2 R JF =M (107mg,
0. 7lmmol) F1 (S)—(2— F 4 & B Bk — &k ) -3- R WK (175mg, 0. 78mmol) — ¥ T
DMF (8mL) "o ¥ FrSVRAIAE 0 CHEFE 30 208h, ARG /R =i FHeFkad 7. KB Airids J
VRS FEH EtOAc ZEEL. F IN 7K 7% HC1.5% 7K M NaHCO, 7KKl £k 7K i & - 1A HLAH 3F
I NayS0, T8 FEF 2 T FRZ2IE A DAL 0. 300g (81% 73 ) i — D alifb EI ] i
T 7= LC/MS ESI+MS 483 (M+1) o
[1138]  4-((S)—2-((S)—2— ( H 4 At e Bk & 2 ) -3— 2R B 79 Bk i 2t ) —2-(2- 2 &
e —4-JL) 20t ) ORIRE IR ek (13) W& ST & (9 -1-(S)-2-(4- ﬁﬁ%ztx
) -1-(2- L HhmEmE —4- Jk ) LR, -1 -3 DRI —2- AR IRER, 12, (0. 300g)
VAT MeOH (4mL) o IIAMEALE R PA/C(10% w/w) , 1 IR IR-A e SR R H e 18 /s
I o K T4 S SR A A0 CELITE™ 2 ik 8, 8 o 2398 571 o K B AR 7= T 1k e (12mL)
FEH SO~ MEBE (223mg, 1. 40mmol) AbFR. 7E = NH IR RN FE 5 78, Z JE AN 7%
NH,OH ¥R (12mL) o« SR JE WA BT AR A, g S Al i 4l A0 45 2 1 5 R P DL tHAE v i
thH 25mg BT, H
[1139]  NMR (300MHz, MeOH-d,) 8 7. 14-7. 24 (m, 6H) ,6. 97-7. 0 (m, 4H) , 6. 62 (s, 1H) ,
5. 10-5. 30 (m, 1H) , 4. 36 (t, ] = 7. 2Hz, 1H), 3. 63 (s, 3H) , 3. 14 (dd, ] = 13. band 6. 3Hz, 11),
2.93-3.07 (m, 5H) , 2. 81 (dd, J = 13. 5and 6. 3HZ, 1H), 1. 39 (t, J] = 7. 8Hz, 3H).
[1140]  FERKHINER S ADEETTEP AW 13, PR A R B H AR S, 7T
TR SR FH T SCHE 1977 721 DAY B8 IR IR T =Xt o0 v
[1141]
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[1142]  RFIHIZAE : (a) Hy:Pd/C, MeOH 5 255, 40 /N o
[1143]

[1144]  RFNFILAE : (b) SO,— MEWE, CH,ON ik, 45 4%,

[1145]  SZjfafs) 4

[1146]  4-((S)-2-((S)—2— ( H 4 Bk ¢ ik 2 ) -3— Ok T BBk Jie % ) —2-(2- & ik 1
e —4- Jt ) 2.5 ) FRILEARR [ IEmRER ] (13)

[1147]  {1-[2-(S)-(4—(S)— & #£ ZF JL ) —1-(2— 2 Fk e M —4— L) 2 Jk — o5 it 99k
S ]-2- KA ) - BEFRFE (12a) FIH]& AITH/REMS I (Parr hydrogenation
vessel) 2 N BT 3 (S)-1-(S)—2-(4- hg 3 X 5k ) -1-(2- Z AL ek —4- L ) 2 3R
B -1- 53— ZRIETH —2- FESJL PP ERES, 12, (18.05g,37. 4mmol, 1. Oeq) AI[fE {4 Pd/C(10%
C Ff Pd, 50 % % %, Degussa—type E10INE/W,2.68g, 15wt% )« I MeOH (270mL, 15mL/g)
ISR ERITF . TR 2 MURAE AR S 2 E o XSFRTIASMA N, (3 X 20psi) AT 72
/ BEEE SR (fill/vacuum evacuate process) PAEHAG AL, 2 JG H H, (3 X 40psi)
BHATHIF IR . X PR 28 MFE N HJF7E 40psi H, NiE¥ KL 40 /N . 5 ik 28 Ml &
I N, (5X 20psi) MhEeiEERITIA SR Wi —55 3 HPLC oM AR e a2 k. H5
FIT i 8 V- B e e i e J o i DA o 2 e A 70 5 Ll oo e e 2 R IR A ik 351 ) 2 ek g
PAFRAIE 16. 06g (95 % 7= 2% ) AR (AlEA R BT &R =4, KL RE i — DAt i nI fE A .

[1148] 4= ((S)-2-((S)—2- ( AL B At ) -3 R TA Wi L ) -2 (2 2 e —4- L)
R R R (13) 14« A 100mL RBF 2 N B Sz R R 1 2B 58 g ] &
{1-[2- ()~ (4= (S) - FHFEIL ) —1-(2- ZFLmEmk —4- L) 20k - I @ ]-2- R 2
H - AREF R FES, 12a, (10.36g,22. 9mmol, 1. 0eq) » MAZJE (50mL, 5ml/g) F/E %=
TR E B [H 5 500mL 3 2 RBF 3 A SO, +pyr (5. 13g, 32. 2mmol, 1. 4eq)
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MZJE (BomL 5mL/g) , ¥ frf3 A (LB VFIRAE S T k. A BIFRIR A H A B 315
A {1-[2-(8) - (4= (S) - FIETEHL ) —1-(2—- ZFEMEME —4- 3L ) 2.5 - G FELE 1-2- K&
2 ) - F I R R A SN TR AR N AR . (T s — R 2 44°C ) . KIS
IR — R BIN 35°CHY SO, spyr HIFEHERIZR Y« BITEAEHIREY (397C)
BEFIBERE, RN AW H E 2l Bikk 45 4502 5, i HPLC SR 52 Tl 52 o2 52 i o
[ BT I A E = VRN Ho0 (200mL, 20mL/g) » PASRHE pH SN2 2. 4 I BEAER LI S)¥E M. 1E 12
A3 N 2B IR H,PO, LA TR pH PRS2 1. 4. £E MY pH B3 Fd, TRk 7 2% .
DLVE , T TR VIR I N HFE L /DI R A3 & - M0 v, FHUE B B S ue k. # P
R YEAE R JE S 23 S T A AR 10. 89g (B9% P22 ) [{k B ([l AR BT 2 724

[1149]  DAR 2RI 1T 855 T 1 Fo A A E PR il P 5241

[1150]

4

[1151] 4= {(S)-2-[(S)—2- ( ¥ 4 & Bt ok & 2 ) -3- OK 5L T4 Bt ik 2% ]-2-(2- 2
W 4- ) 2 ) SRR .

[1152]  'H NMR(300MHz, MeOH-d,) 68.15(d, J = 8. 4Hz, 1H), 7. 16-7. 25 (m, 5H) ,
6.977. 10 (m, 4H)., 6. 61 (s, 1) , 5. 00-5. 24 (m, 1), 4. 36 (¢, J = 7. 2z, 1) , 3. 64 (s, 2H) ,

3.11-3.19(s, 1H) , 2. 92-3. 04 (s, 2H) , 2. 81 (dd, J = 13. band 8. 1Hz, 1H) ,2. 75(s, 3H).
[1153]

[1154]  4-{(S)-2-(2— ZFEMEME: —4- JL ) —2-[ (S) —2- ( A FE I A L ) -3- FILTA B i
] Y RERE ARETR

[1155] 'H NMR(300MHz, MeOH-d,) 6 7. 16-7. 29 (m, 5H) , 7. 02-7. 12 (m, 4H) , 6. 83 (s,
1H), 5. 10-5. 35 (m, 1H) , 3. 52-3. 67 (m, 3H) , 3. 18-3. 25 (m, 2H) , 3. 05(q, J = 7. 5Hz, 2H),

2.82-2.95(m, 2H) , 2. 65 (s, 3H) , 1. 39 (t, ] = 7. 5Hz, 3H).
[1156]
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e

[1157]  4—{(S)—2—(2— TR FLMEME —4— L ) —2-[ (S) —2— ( AR I HRIL E I ) —3— ZE L TR kN
S ] Oy KBRS

[1158] 'H NMR(CD.,OD) &8.16(d, IH, J = 8.7Hz),7.22-7. 13 (m,3H),7.07(d, IH, ] =
8. 4Hz) ,6.96(d, IH, ] = 8.1Hz),6.62(s,1H),5.19(t,1H, ] = 7.2Hz),4.36(t,1H, ] =
7.8Hz) ,3.63(s,3H),3.08(1H, A ofABX, J = 3.6, 14.5Hz),2.99(1H, B ofABX, J = 7.2,
13. 8Hz) , 2. 85-2. 78 (m, 1H) , 1. 41 (d,6H, ] = 6. 9Hz).

[1159]

PN oo
181 ’

[1160]  4-{(S)-2- (2— IR FEMEME —4— L ) —2-[ (S) —2- ( AU AR Bl Ak 2 ik ) —3— IR B TR Mt fi

i) ) R
[11611  'H NMR(CD,0D) : & 7. 15-7. 02 (m, 5H) , 6. 96-6. 93 (d, 2H, ] = 8. 4Hz) , 6. 86-6. 83 (d,

2H,J = 8. 3Hz) ,6. 39 (s, 1H) ,5. 01 (t, 1H, ] = 5. 0Hz) , 4. 22(t, 1H, J = 7. 4Hz) , 3. 51 (s, 3H) ,
2.98-2. 69 (m, 2H) , 2. 22-2. 21 (m, 1H) , 1. 06—1. 02 (m, 2H) , 0. 92-0. 88 (m, 2H) .
[1162]

J

[1163]  4-{(S)—2—{2-[ (4— SRS Rl AL ) 2L ] WM —4- Ok } -2 (S) -2- ( A2k - R

HAR ) -3- FENBEH ] 25 | ORER A
[1164]  'H NMR(CD;0D) : 8 7.96-7.93(d,2H, J = 8. 6Hz),7.83-7.80(d,2H, J = 8. 6Hz),
7.44-7.34(m,5H), 7. 29-7. 27(d, 20, J = 8.4Hz),7. 14-7. 11(d, 2H, ] = 8.4Hz),6.97 (s,
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IH),5.31(t, 1H, J = 6.8Hz),5.22-5. 15(m, 2H) ,4. 55 (t, 1H, J = 7. 3Hz),3.84(s,3H),

3. 20-2. 96 (m, 4H) .
[1165]

[1166] 4= {(S)-2-[2- (BT H bt B 5 A L ) MR —4- 5 ]-2-[(S) 2- ( Sl 2 I 2
A ) =3- FENBEH | 257 | FREA A

[1167]  'H NMR(CD30D) : 6 7. 40-7. 30 (m, 5H) , 7. 21-7. 10 (m, 4H) , 7. 02 (s, 1H) , 5. 37 (¢, LH,
J = 6.9Hz),5.01-4. 98 (m, 2H) ,4. 51 (t, IH, J = 7. 1Hz),3. 77 (s, 3H), 3. 34-2. 91 (m, 4H) ,
1. 58 (s, 9H).

[1168]

3 C
i%#o
1600 il

=t

e

[1169]  4-{(S)-2-[(S)—2- ( % 2k e 2t & J ) -3 OF 2 74 Wk i 2k ]-2-(2- 2K 2t 0
W —4- 5t ) 23t ) IR INAIR -

[1170]  'H NMR(300MHz, DMSO-dg) 8 7. 96-7.99 (m, 2H) , 7. 51-7. 56 (m, 3H) , 7. 13~7. 38 (m,
6H) , 6. 92-6. 95 (m, 4H) , 5. 11-5. 16 (m, 1H) , 4. 32-4. 35 (m, 1H) , 3. 51 (s, 3H) , 3. 39-3. 40 (m,
2H) , 3. 09-3. 19 (m, 1H) , 2. 92-3. 02 (m, 2H) , 2. 75 (dd, ] = 10. 5Hz and 9. 9Hz, 1H).

[1171]

) B
QA
S, A

HO

[1172]  4={(S)-2-[(S) —2—- ( F 2 AL e T 2k ) -3~ ARIL WGt 1-2-[2- (MEmy —2- 4k )
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WEME —4- Jt ] 20 ) DR ILER -

[1173] 'H NMR(CD,0D) : 6 7.61-7.56 (m, 2H) , 7. 25-7. 01 (m, LOH) , 6. 75 (s, LH) ,
5.24-5.21(q, 1H, J = 7.2Hz),4.38(t, 1H, J] = 7.2Hz),3.60(s,3H),3. 23-3. 14 (m, 1),
3. 08-3. 00 (m, 2H) , 2. 87-2. 80 (m, 1H).

[1174]

&

HOT N

[1175]  4-{(S)-2-[2-(3— G M Wy —2- Ji ) W Mk —4- Jk J-2-[(S)2-( | & R Ak A
B ) -3- FREEABLRGIE | 0t ) FRILFE SRR -

[1176]  'H NMR(CD,0D) : 8 7. 78-7.76(d, 1H, J = 5. 4Hz) , 7. 36-7. 14 (m, 10H) , 7. 03 (s, 1H),
5.39(t, IH, J = 6.9Hz) ,4. 54 (t, IH, J = 7. 3Hz) , 3. 80 (s, 3H) , 3. 39-2. 98 (m, 4H)..

[1177]

>=o

TN Nocw,
i

[1178]  4-{(S)-2-[(S) —2— ( F % 2k e Bt G 2k ) -3 ZR 3 T M g it ]-2-[2- (3 A L I
Wy —2- Jk ) WEME -4- JL ] 20k ) FRILF SRR -

[1179]  'H NMR(CD,0D) : 8 7.38(d, 1H, J = 5. 1Hz),7. 15-6.93 (m, 10H) ,6. 73 (s, 1H) ,
5.17(t,1H, J = 6.9Hz),4.31 (¢, 1H, J = 7.3Hz),3.57(s,3H),3. 18-3. 11 (m, 1H),
3. 02-2. 94 (m, 2H) , 2. 80-2. 73 (m, 1H) , 2. 46 (s, 3H).

[1180]

o\\ ﬁo
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4= {[(S) —2—(2— (WK —2— J& ) WEME —4-Jk 1-2-[(S) —2- ( R IR AL AL ) -3-

H

[1181]
HABRGH | 43 ) FRALATRAIR -
[1182] 'H NMR(CD,0D) : 8 7.54-7. 46 (m, LH), 7. 02-6. 79 (m, LOH) , 6. 55-6. 51 (m, 1H),

6. 44-6. 41 (m, 1H) ,5. 02-5. 00 (g, 1H, J = 6.4Hz),4. 16-4. 14(q, 1H, J] = 7. 1Hz),3. 43 (s,

3H> ’ 2- 96_2. 68 (m’ 4H) .
[1183]

Q
N7

<
HOTT TN
i

[1184]  4-{(S)-2-[(S) —2- ( F 4 2 Bl L A 2k ) —3- R L A B e 2t ] -2-[2-(2- F &L
W —4- J ) MR -4- St ] 20t ) FRILFEALRAIR -

[1185] 'H NMR(300MHz, MeOH-d,) 88.27(d, J = 5. 4Hz,1H),7.97 (s, 1H),6. 99-7. 21 (m,
8H) , 5. 18-5. 30 (m, 1H) , 4. 30-4. 39 (m, 1H) , 3. 64 (s, 3H) , 3. 20 (dd, J = 14. land 6. 6z, 1H),

2.98-3. 08 (m, 2H) , 2. 84 (dd, J = 14. land 6. 6Hz, 1H), 2. 78 (s, 3H).
[1186]

[1187]  4={(S)—2-[(S) —2— ( F 2 A e T 2k ) —3— FIE Mg 1-2—-[ (2— Mt W —2- 2k )

WEME —4- 3L ] 20 ) FRILE AR
[1188] 'H NMR (300MHz, MeOH—d,) 8 9. 34 (s, 1H),8.65(s,2H),8.34(d, J = 8. 1Hz, 1H),
7.00-5. 16 (m. 9H) ,5. 30 (g, J = 7. 2Hz, 1H) ,4. 41 (t, ] = 7. 2Hz, 1H) , 3. 65 (s, 3H) , 3. 23 (dd,

J = 13.8and 6.9Hz, 1H), 2. 98-3. 13 (m, 2H) , 2. 85(dd, J = 13. 8and6. 9Hz, 1H).
[1189]
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[1190]

WE —3— &

[1191]

4={(S)—2-[(S)—2— ( B 4 32 e Jok 2 3L ) —3— 75 2L T Bk i & 1-2-[2-(6— A9 AL it
) MEME —4- ] 2k ) SRR G IR .
'"H NMR (CD,0D) : & 8.90 (s, 1H) ,8. 19-8. 13 (m, 1H) , 7. 39-7. 36 (d, 1H, J = 8. 2Hz),

7.07-6. 88 (m,9H) ,6. 79 (s, 1H) ,5. 17(t, IH, ] = 7. 0Hz) , 4. 29(t, IH, J = 7.4Hz), 3. 54 (s,
3H) , 3. 10-2. 73 (m, 4H) , 2. 53 (s, 3H).

[1192]

Y
[1193]

[1194]
[1195]

[1196]
[1197]
[1198]
[1199]

AR TTT 269 R HAT T 3R Heoh R A2 U A BOR B Mg —2- Sk o &

R?
N"<§?“~R3
, ,v g v
Q. 0 )
N PG N §
HO™ \I’\ H \ﬂ/ N7 e,

H ¢ I&
AR R BB R R

O* P

1506

H 0 H
Horh R B R R —2— JE T, Y B BRI, B ROFT R BT AR
R A RZHIL/ER V ik — A .

*V

E101 BEME —2— JE (S)- R4t
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[1200]

i B B

E102 4 FHEmEM: —0— (S)- 2k
E103 4 ZHEEWE —2— B (S)- "R
E104 4- P BLmEmE -2 Jk (S)— "Nk
E105 4 Py BEMEME -2 (S)- R
E106 4 IRTA ke -2 Sk (S)— 4k
E107 4 T HRmEME -2 (S)— 4k
E108 4 BUT g -2 5 (S)— 4k
E109 4- IR L EmEn o 3 (S)- Rk
E110 4-(2,2,2- =5 A ) wEM: 2 B (S)- 3t
E111 4-(3,3,3- =HAHE) Hm 2 & (S)- Rk
E112 4-(2,2- I ) mEme 2 Bk (8)- 4k
E113 4- (AR AR ) meme -2 Bk (8)- 4k
TR R R5a

E114 4- (BRI O ) WEme -2 Bk (S)— R4k
E115 4,5~ — FskmEmy 2 3 (S)— ek
E116 4- H5E -5 2 FkmEm: 2 5t (S)— 4k
E117 4 FRFEMEM: -0 Jk (S)— 4k
E118 4- (4~ GOREL ) - w2 (S)— 4k
E119 4-(3,4- " ERGRSE ) - w2 Jk (8)— 4k
E120 4- WAL -5 RFEmEmE -0 B (S)— R4k
E121 4-(MEWy —2- BR ) mEmE -o- JL (8)- 4k
E122 4 (WEWY —3- Kk ) - mHEmE -2 Bk (8)- 4k
E123 4- (5~ FMEWy —2- &) - mEME -2 B (S)- R&E
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E124 5,6 & —4H- I [d] mEmE 2 (S)- Rt

E125 4,5,6,7- PUE I [d] BEmM: —2— Ht (S)- At

[1201]  AFELEA K 111 KRS YnT il N SO a1V FriiR I s2ief 5 pr s
VARl S IE-

[1202]  PR4% IV

[1203]

[1204]  XFFI24% - (a) Ac—Phe, EDCI, HOBt, DIPEA, DMF ; 2235, 18 /NI,
[1205]

o

14 15
[1206]  RFIAIZAF: < (b) (1) H,:Pd/C, MeOH ;5 (i) SO ,— AHEBE, NH,0H.
[1207]  SEJEfH] 5
[1208]  4-[(S)-2-((S) -2~ Z.Bih&H: —3- FREE AW ) —2- (4- 2 EMEmE: —2- 3 ) 7,0 ]
AIHEF TR (15)
[1200]  (S)-2- Z B B% 3 N-[(S)-1-(4— 2, & M —2- J)—2-(4- B 3 K ) - &
g ]-3- O R TN Bk (14) B A& 2 18 0 °C VA T DMF(10mL) Y 1-(S)—(4- & HE R
e —2— B ) —2- (4- AR AL ) B EIRIREL, 3, (0. 343g,0. 957Tmmol) « N- Bk -L- 2K
AR (0.218g) \1- FHHEIRI =M1 (HOBL) (0. 161g) M =P - £ (0. 26g) HIVER
TN 1-(3— RS AL AL ) -3- 28k — Wik (EDCI) (0. 201g) « W3R &5 M1E 0°CHE
FE 30 PSR R AE IR NI . FH KA R ik e SLVR B4 1 EtOAe ZEHL. FH IN 7K1
HC1.5 % 7K 7% NaHCO, 7K Al #h K B ik A A N FF i Na,SO, 108 o AEF 25 T BR V7 LA
Pt 0. 313g (T0% =% ) i #t— Lailfbipnl F BT 35729 . LC/MS ESI+467 (M+1) .
[1210]  4-((S)-2-((S)—2— Z.Bth&HE —3- FRIETAME I L ) —2- (4- 2 ek —2- 5L ) 208 )
ORI (15) W2 o (S)-2- ZBel&ds -N-[ (S) -1- (4- £ FkmgEmE —2- 5k ) -2- (4- 1
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BORME ) ¢k 1-3- REETABERZ, 14, (0. 313g) ¥ T MeOH(4mL) o fOAMEALE Pd/C(10%
w/w) , WG TSR S SR T 2 /N AR S SR A i T CELITE™E i 38, i
JEBR VR WM Pia T eme (12mL) JFH S0,— mEng (0. 320g) 4b¥E, 7E=IE N
FITAS IR N4, 5 4380, Z JE N 7% NH,OH V&R (30mL) o SR JG 48 AT 1R &4, it s Al
Rk AT B R AR AR E N B 2R 1 0. 2158 BT 3574

[1211]  'H NMR(CD,0D) : 6 7. 23-6. 98 (m, 10H) , 5. 37 (t, 1H) , 4. 64 (t, IH, ] = 6. 3Hz),
3.26-2. 74 (m,6H) , 1. 91 (s,3H) , 1. 29 (t,3H, ] = 7.5 Hz).

[1212] DA R REREAEARK I 11T 9 itk AW JE B sl
[1213]

HO

[1214]  4-[(S)-2-((S) -2- LWl J: —3— RIL N e Bt ) —2— (4- U T JhmEme —2- L) 2
] ORER B

[1215] 'H NMR(300MHz, CD,0D) : § 7. 22-7. 17 (m, 5H) , 7. 06 (dd, J = 14. 1, 8. 4Hz,
4H),6.97(d, J = 0.9Hz,1H),5.39(dd, J = 8.4,6.0Hz, 1H),4.65(t, ] = 7.2Hz, 1H),
3.33-3. 26 (m, 1H) , 3. 13-3. 00 (m, 3H) , 2. 80 (dd, J = 13.5,8. THz, 1H), 1. 91 (s, 3H) , 1. 36 (s,
9H) .

[1216]

[1217]  4-{(S)-2-((S)-2- & Bt F& 2& -3- 2K & T4 Bt B 2 ) —2-[4- (M my —3- 2 ) M
M —2- Ik ] 23 ) FRILE TR -

[1218]  'H NMR(300MHz, CD;0D) : 8 8.58(d, J = 8. IHz, 1H),7.83-7.82(m, 1H),
7.57-7. 46 (m, 3H) , 7. 28-6. 93 (m, 1 1H) , 5. 54-5. 43 (m, 1H) , 4. 69—4. 55 (m, 2H) , 3. 41-3. 33 (m,
1H) , 3. 14-3. 06 (3H) , 2. 86-2. 79 (m, 1H) , 1. 93 (s, 3H).

(12191 AR TV R —J7 i K AA T NAIE R AZRURH BOR B ERE —2— &
LAY -
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[1220]
R?
NTY
-F%—w
“Ts 0 CHy
QO ' S 3
N N ‘ [C(I{‘;ﬁR%}]X\ /u\ /lv' -
HO™ N By N7 o N
§ L-H;
H 0 H

[1221] sy &b LHA T A -

[1222]
H O ﬁ ,

[1223]  JLep R ORI R®HITAER VI P — DA

[1224] R VI

[1225]
TR R R
F126 e o H 5
F127 4~ PP ERmEME -0 Kk =
F128 4— 7 FEIEME -2 FE 5
F129 4 PR FEIEME -0 JE =
F130 4 SRR mEM: 2 H =
F131 4 BT BLEM: —2- H B
Fl32 A= T HEmEME 2 JE =
F133 A U] BREM: —2- &
F134 4 BR O BREM: —2- =
F135 4,5~ T HUEBEM: o =)
F136 4- Hi Rk -5 Z Hkmem 2 =
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F137 4 ZRFEBEM: -2 JE =
F138 WEME: —2- (S)- F Ak
F139 4- FIEWEME —2- Sk (S)- Frp2k
F140 4- L HEmEME -2 JL (S)- Fpk
F141 4 R HEMEM: —0— Jk (S)- FepHk
[1226]
2 R R
F142 4- Py REmEmE -2 g (S)- HNAE
F143 4- APy R mEmE 2 g (S)- HNHE
F144 4- T HkmEME -0 Sk (S)- FenHE
F145 A— BT HemEme —2- 2k (S)- HNHE
F146 4- FA LR -2 Jk (S)- Nk
F147 4,5- ZH SRR EE M —2— Bk (S)— HNAE
F148 4- H 5L -5 Z HEmEM: -2 B (S)— HNAk
F149 4- FRIEWEME —2- S (S)- Frp2k
F150 4-(MEWy —2- Bk ) mEME -2 gk (S)- Sk

[1227]  BAELAEARRE TV KR S rE T S s Ae v pirtid RISE RG] 6 P ik (977

1R 2%
[1228] PgfEV
[1229]

./ ALA O HN O
XY T N Il ‘ Q  CH,
AN 3 3 “NT o\ LH;

€H;
3 16

[1230]  XFIHI24% : (a) Boc—Val ;EDCI, HOBt, DIPEA, DMF ; 253,, 18 /NI,
[1231]

G
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16 17
[1232]  RFAIZAE : (b) (1) H,:Pd/C, MeOH ; (i1) SO 5~ MLIE, NH,0H, =i, 2 /Nif
[1233]  SEjifafsl 6
[1234]  4-{(S)-2-[(S)—2- (B T 4 B B & 2 )-3- FF 2 T B B 2t 1-2-(4- 2 2%
M —2— gk ) 2L} ORIRE IR (17)
[1235]  UT 3& (S)-1-[(S) - (4 2 FEmEM: —2- FE ) —2- (4- P75 ) A& HE 1-3- B
15T 2- B EERER (16) B <17 0°C A T DMF (5mL) (1) 1-(S) - (4— £ LM
e —2— I ) —2—- (4- AR ORI ) LB EIRIR SR, 3, (0. 200g,0. 558mmol) | (S)—(2— HUT =
BRI ) -3- FAE TR (0. 133g) Ml 1- 2O I = (HOBt) (0. 094g) A 1-(3- = H
HF I ) -3- 23 W Z (EDCI) (0. 118g) , Z G IMAN —~FH % (0. 151g) . /EO0CTF
YT IR A 30 B, NS R T IR . H KRBT IA R NIR G431 ] Et0Ac
AHL. AN 7K HCL .5 % 7K P NaHCO, 7K A R K B gk & I A HIAH H 85T Na,So, T2, 7E
HA TR BRI LML 0. 219¢ (82% 7% ) Jofs it — DAL BT - T &/ 4. LC/MS
EST+477 (M+1) »
[1236]  4-{(S)-2-[(S)—2- (B T % B J & 24 ) -3- FF 2 T B fe 2t ]-2-(4- 2 &
e —2- Bt ) £} R R R A7) B & T B O -1-[()-U- L%ﬂ%
M —0— J ) —2— (4- AHZE KAL) 2 HEZ L 1-3- ik —1- 4T —2- A F RS, 16, (0. 219g)
V5T MeOH (4mL) o IMAMEALER PA/C(10% w/w) , W4 IR S WAE SR N HE 2 /N
I o B 13 I NLVR A B L CELITE™ 2 38, 9 bk 27 7o 4 FT AL = v T e (5mL)
ﬁ—ﬂ% SO,~ MEWE (0. 146g) AbFE . 7E = NPT IR BEVR A+ 5 7051, 2 J5 I\ 7% NH,0H
TEWR (30mL) o SR JE I 4E FT 1R &), IR SOobH 3 2E 40 15 B 19 5% R LAFR AL 0. 148g 1E e
%ﬁﬂﬁﬁﬁﬁﬁﬁ%
[1237] 'H NMR(CD,OD) : 8 7.08(s,4H),7.02 (s, 1H),5. 43 (s, 1H),3.85(s, 11),
3. 28-2. 77 (m, 4H) , 1. 94 (s, 1H) , 1. 46 (s,9H) , 1. 29 (s, 3H, J = 7. 3Hz) , 0. 83 (s, 6H).

[1238]  DATN2 AR B TV 858 — J7 1 FoAt AR RBR il P 5251
[1239]

[1240]  (S)-4-{2-[2- (FUT AL ) LBef% 1-2- (4- L HEmEmE —2- Bt ) 20 | - R &

S
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TR

[1241]  'H NMR(CD,0D) : 8 7. 09-6. 91 (m,5H) , 5. 30 (t, IH, J = 8. 4Hz) , 3. 60—2. 64 (m, 6H) ,
1.34(s,9H) , 1. 16 (t,3H, ] = 7. 5Hz).

[1242]

[1243] 4= {()=2-[(S)—2- (A T % Bt 2= & 22 ) —4— W 2L Bt i 2 ]-2-(4- 2 22 &
W2 M) 2 ) SR .

[1244] 'H NMR(CD30D) 8§ 7. 19-7. 00 (m, 41) , 5. 50-5. 40 (m, 1H) , 4. 13-4. 06 (m, 1H) ,
3.32(1H, A of ABX,J = 7.5,18Hz),3. 12(1ll, B ofABX, J = 8. 1,13.8l1z) , 2. 79 (q, 2H, ] =
7.8,14. THz) , 1. 70-1. 55 (m, 1H) , 1. 46 (s, 9H) , 1. 33 (¢, 3H, J = 2. THz),0. 92(q,6l, J = 6,
10. 8Hz) .

[1245]

[1246]  4-{(S)-2-[(S)—2- (HUT HIRILEHL ) —4- F R R BEIE KL 1-2-[2- (EWy —2- 3&)
e —4- JE ] 20t ) FRIL R AR -

[1247]  'H NMR(CD30D) & 8. 06 (d, 1H, ] = 8. 4Hz) , 7. 61-7. 58 (m, IH) , 7. 57 (s, 1H) , 7. 15 (t,
IH, J = 0.6Hz),7.09-6.98 (m, 6H) , 5. 30-5. 20 (m, 1H) , 4. 10-4. 00 (m, 1H) , 3. 19-3. 13 (m,
2H) , 1. 63-1. 55 (m, 2H) , 1. 48-1. 33 (m, 10H) , 0. 95-0. 89 (m, 6H).

[1248]

Q0

N 4
: 4 HN 0
N \f 0 CH
/”\ /JVCHS

NN
N CH

[1249]  (S)—4-{2-[2- (BT S PpeIt ) LBl J-2- (4- LHRMEME —2- 35 ) 2 | - IR,

T -

[1250]  'H NMR(CD;0D) : 8 7. 09-6. 91 (m, 5H) , 5. 30 (t, IH, J = 8. 4Hz) , 3. 60-2. 64 (m, 61 ,
95
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1. 34(s,9H) , 1. 16 (t, 3H, J = 7. 5Hz).
(12511 IV I 55— ALt 5 0 S AR Uil 77 -

[1252]
R*
0 . S g
}S{O; ~ N : e
HO™ N H 0
i 0

[1253]  Hodb R BT Hl R B T/ER VI hk— DA,
[1254] R VII

[1255]
Y R e
G151 g o L =
G152 4 FREmEME 2 JE =
G153 4 L FEMEME -2 FL 5
G154 4 PR EEMEME —2- JE =
G155 4~ 5 70 B 2 B =
G156 A- PP SEIEME -2 Jk =
G157 A4- T HEmEME 2 JE =
G158 4 fUT BemEm: -2 H =
G159 4~ 3 CLAEBERE 2 =
G160 4,5~ THUERBEM: -0 KL =
G161 4~ HiJk -5 Z skmemk -2 Jk =

[1256]
9= R R
G162 4 FRFEmEM: -2 FE =
o169 it -2- 2 (5)~ 5¥7i%E
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G164 4- FP LM -0 Jk (S)— HNAE
G165 4— ZHEMEME -2 (S)— H Nk
G166 4- P BLmEmE -2 Jk (S)— HAZk
G167 4 SN e 2 Bk (S)— HA Ak
G168 4- FAP B -2 (S)- Sk
G169 4- T Bk -2 B (S)- A4k
G170 4- BT B -2 B (S)- Ak
G171 4- RO EEmEnk o i (S)- HNH
G172 4,5- HIHRMEME -2 B (S)- HNHE
G173 4- WL 5 2w -2 B (S)- FAH
G174 4- ZRERmEME -2 (S)- £
G175 4-(MEWy —2- Bk ) mEmE -2- JL (S)- S dk

[1257]  RIHZREBRAR V FEIR A ANSCHE B 6 F43A 19777, FIAH LR AR 8 R /I 2 it
Boc— PRI EGHIR A &AL TV RS T RS . BT &% SEit 7 S 1R R

PEsEf o
[1258]

[1259]  4-{(S) —2-(4— £ FEMEME —2- F ) —2-[ (S) —2— ( ALt ) —4- R RG] &

B} ORI -

[1260] 'H NMR(CD30D) & 7. 12-7.03(m,5H) ,6.84(d, IH, ] = 8.4Hz),5.40(t,1H, J] =
5.7Hz) ,4. 16 (t,1H, J = 6.3Hz),3.69(s,3H),3.61-3.55(m, 1H), 3. 29-3. 27 (m, 1H),
3. 14-3.07 (m, 1H),2.81(g,2H, J = 3.9,11.2Hz), 1. 66-1.59 (m, 1H) , 1. 48—1. 43 (m, 2H) ,
1. 31(t,3H, J = 4. 5Hz) ,0. 96-0. 90 (m, 6H) .

[1261]
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o}

il

[1262]  (S)-4-{2-(4- ZJkMEME —2- 3L ) —2-[2- (UL AL ) ABA S, ) 20k ) R0 -
ST -

[1263] 'H NMR(CD,0D) : 8 7. 12-7. 07 (m, 4H) , 7. 03 (s, 1) , 5. 42 (t, IH, ] = 5. 7Hz),
3.83-3.68(q,2H, J = 11.4Hz),3.68(s,3H),3. 34-3. 04 (m, 2H) , 2. 83-2. 76 (q, 2H, | =
7.8Hz), 1. 31 (t,3H, J = 7. 5Hz).

[1264]

H

[1265]  4-{(S)-2- (4- Z JEMENE ~2- 3£ ) -2 [ (S) -2~ (FRARIE L) -3~ AL T BERicIE 1- 2
Bk ORI

[1266] 'H NMR(CD,0D) & 8.56(d, IH, J = 7.8Hz),7.09(s,4H),7. 03 (s, 1H) , 5. 26-5. 20 (m,
1H),3.90(d, 1H, ] = 7.8Hz),3.70(s,3H),3.30(1H, A of ABX, obscured by solvent),
3.08(1H, B of ABX, J = 9.9,9Hz),2.79(q,2H, J = 11.1,7.2Hz),2.05-1.97 (m, 1H) ,
1.31(t,3H, J = 7.5Hz),0. 88 (s, 3H),0.85(s,3H),0. 79-0. 75 (m, 1H).

[1267] obscured by solvent &R ( TE)

[1268]

[1269]  4-{(S)—2-[(S) —2- ( F % 4 B 2k ) —4— W 0 [ Mg e J—2-[2- (e wy —2- 3% ) I
M- 35 ] 236 ) SR .

[1270] ' NMR(CD30D) 8 8. 22(d, 1, J = Olz), 7. 62-7. 57 (m, 1) , 7. 15 (t, 1H, ] = 0. 6Hz) ,
7.10-6. 97 (m, 41) , 5. 30-5. 20 (m, 11) , 4. 16-4. 11 (m, 1H) , 3. 67 (s, 2H) , 3. 22 (1M, A of ABX,
J =6.9,13.5H2),3. 1L(I1H, B of ABX, J = 7.8,13.6Hz), 1. 65-1. 58 (m, [H) , 1. 50~1. 45 (m,

2H) , 0. 95-0. 88 (m, 6H) .
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[1271]
[1272]

AR IV Kig LHA T 54

R

HO”TUNT N gt T
l ‘_
H O

[1273] i R ZEUR B R BUAC ey —2— FEBRMENY —4- 3 8T, R R PR i P se ol 78

R VILT hift— bk .

[1274]
[1275]

[1276]

xR VI

i R R™

H176 MEME —2— Sk ~0C(CH,) 4
H177 4 FR R -0 Jk ~0C(CH,) 4
H178 4= Z HEMEME -2 B ~0C(CH,)
H179 4- IRTH FEBEME —2- JE ~0C(CH,) 4
H180 4= BUT BLmEME -2 ~0C(CH,) ,
H181 4- BR kMM -2 JE ~0C(CH,)
H182 4-(2,2,2- =5 LHE ) HEME 2- S ~0C(CH,) ,
H183 4-(3,3,3- =5 ) MEME 2 Ak ~0C(CHy)
H184 4-(2,2- I ) e 2 B ~0C (CH,)
H185 4,5~ HIERMEME -2 B ~0C(CHy) 4
H186 4- FHL -5 2 FLmEmk -2 ik ~0C(CHy) 4
9= R R

H187 4 SRHEEM: —0— Bk ~0C(CH,),
H188 4= (4- GUREL ) - mEmg —o- & ~0C (CHy) 5
H189 4- (3,4~ —FFFEOR ) - w2 H ~0C (CH,)
H190 A4~ HEE -5 SRFRmERE: -2 Sk ~0C (CHy) 4

99



87/193 T

CN 105412094 A in B B
H191 4- (WBEWy —2- R ) WEME -2- S ~0C(CH,) ,
H192 MEM —4— Sk ~0C(CH,)
H193 4 FPAEMEME —4- B ~0C (CH,) 5
H194 4= L HEMEWE —4— ~0C(CHy) 4
H195 4— TRTH HEBEME —4- JE ~0C(CHy) 4
H196 4= BUT HEmEME —4- JE ~0C(CHy) 4
H197 4= R R 4 ~0C(CHy) 4
H198 4-(2,2,2- = LHE ) HEME —4- JE ~0C(CH,) ,
H199 4-(3,3,3- =H AL ) wEM: 4 A ~0C(CH,) ,
H200 4-(2,2- IR L) MEmE —4- ~0C (CH,)
H201 4,5- I HRMEME —4- B ~0C(CH,) 5
H202 4- HHL -5 2 w4 3k ~0C(CH,)
H203 4- RELTEME —4- Bk ~0C(CH,) ,
H204 4 (4- GEOREL ) - EME: —4- Bk ~0C(CH,)
H205 4- (3,4~ “HIERZRHL ) - e —4- Sk ~0C(CHy)
H206 4- FAE -5 DRFLmEmE —4- ik ~0C(CH,) 4
H207 4-(WBEWy —4- BE) mEME —4- S ~0C(CH,) ,
H208 MEp —o— Jt —OCH,
H209 4- HEEmEnk o i ~(OCH,
H210 4 L FEMEME -2 H —OCH,
H211 4- FRTH SLgEmE 2 JE ~(OCH,
H212 4- BT hmEmE o It ~(OCH,
H213 RETNEE AT {1 ~(OCH,
H214 4-(2,2,2- =5 5L ) WEM: 2 B ~OCH,
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[1277]

i B B

H215 4-(3,3,3- =) mEmk - ~(OCH,
i R R™

H216 4-(2,2- —RINPTHE ) mEme —2o- B ~OCH,
H217 4,5 — R LmEmE 2 JE ~(OCH,
H218 4- BEE -5 Z HkmEmy —o- 5L ~(OCH,
H219 4- HEEEmEk o i ~(0CH,
H220 4-(4- GEEL ) M 2 5 ~(OCH,
H221 4-(3,4- HIERZEEE ) - mEM 2 ~(OCH,
H222 4- FEE 5 JREmEM: 2 B ~(OCH,
H223 4- (WY 2 k) mEmk o ~(OCH,
H224 MEME —4- B —OCH,
H225 4- i ELmEnk 4 ~(OCH,
H226 4= FLEME —4- FE ~OCH,
H227 4= IRy BLMEME —4- FE ~OCH,
H228 4- AT HLmEmE 4 ~(OCH,
H229 4- IF L kmEnk 4 3 ~(OCH,
H230 4-(2,2,2- =L H ) mEmME —4- FE ~(OCH,
H231 4-(3,3,3- =gm gL ) mEME —4- FE ~(0CH,
H232 1-(2,2- I AL ) 4 & ~(OCH,
H233 4,5 — HEEmERE 4 JE ~(OCH,
H234 4- L -5 Z JkmEm: —4- 3t ~(OCH,
H235 4- FEELmEnk 4 3 ~(OCH,
H236 4-(4- GREL ) - M -4 B ~(OCH,
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[1278]

H237 4-(3,4- —HIERZEHEL ) - mEM 4 ~(OCH,
H238 4- FA L -5 SREmEM: -4 B ~(OCH,
H239 4-(WEWy —4- Bk ) mEmE —4- JE ~OCH,
H240 MEmg —2— Fk ~CH,
H241 4- R EngEmy o 3 ~CH,
H242 4- L HEMEME -2 HE —CH,
H243 4- TR LmEmE o JE ~CH,
H244 4 BT ShmEmE o ~CH,
P R R
H245 4- B O R o g ~CH,
H246 4-(2,2,2- =HLHE) meme —2o- J ~CH,
H247 4-(3,3,3- =L ) mEmk - ~CH,
H248 4-(2,2- " gIFTAHL ) mEm: —o- JE —CH,
H249 4,5- ke -2 ik —CH,
H250 4- HEE -5 Z HkmEmy —o- B ~CH,
H251 4- FEFkngemk o 3 ~CH,
H252 4-(4- GESL ) - M 2 5 ~CH,
H253 4-(3,4- —HIBERZEEE ) - mEM 2 I ~CH,
H254 4- FEE 5 JREmEM: 2 B ~CH,
H255 4-(TgEWy 2 k) mEMk 2 ~CH,
H256 WEME —4- B —CH,
H257 4 FRJLngEmE —4- ~CH,
H258 4= FEEME —4- HE —CH,
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H259 4- IR ELmEmk —4- ~CH,
H260 4 T Hegemk 4 ~CH,
H261 4- P ERMEME —4- R —CH,
H262 4-(2,2,2- ZHRCH ) WEME —4- H: ~CH,
H263 4-(3,3,3- =R ) HEME —4- B ~CH,
H264 4-(2,2- —HINTAEL ) mEmk 4 JE ~CH,
H265 4,5~ —FsLmEmy 4 ~CH,
H266 4- L -5 Z JkmEmy —4- 3t —~CH,
H267 4- EEEmEk 4 2 ~CH,
H268 A (4- GFHE ) e 4 3 ~CH,
H269 4-(3,4- HIERZEEL ) - MM 4 ~CH,
H270 4- FEE 5 JRIEmEM: 4 E ~CH,
H271 4 (gEmY 4 Bk ) mEmk 4 ~CH,

[1279]  QFRAEARL ] TV RSP T S0P idgde VI R RIS E Bl 7 R 55

el %
[1280] %42 VI
[1281]
e HNy 0  #
S ¢
Ol
e s
2 18

[1282] RFIAILZAE : (a) (1) CH,ON s [H137, 1. 5 /. (11) BoC,0, MEIE, CH,C1,3 2, 2 /NG
[1283]
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[1284]  BGRIAIZEAE : (b) (i) Hy:Pd/C, MeOH s[HI3 (11) SO 4~ MHEWE, NH,OH 5 %, 12 /Ni o
[1285] S 7

[1286]  [1-(S)—( ZEAEmEm: —2— Bt ) -2 (4- WGIEIRIE ) 208 |- AT HE (19)
[1287]  [2-(4- HHZEIRIE ) —1-(S) — (4- FRALMEME —2- L ) 208 1- FIHEF I T B (18)
[Pl & B 78 T CH,ON(BmL) (1) [2- (4~ FH LRI ) -1-(S) - R PR 2. |- A F IR
T B, 2, (0.343g, 1. 05mmol) \2- ¥R £ Wi 7K (0. 231g, 1. 15mmol) [ V& & 4 [l ¥ 1. 5 /)
If o I8 BR 250850, B I A B R W B VA R AE. CH,CL, T, SRS INNRIERE (0. 24mL, 3. Ommol) Al
Boc,0(0. 24mL, 1. Immol) o 4 S MAFHFE 2 /NG, 1] ik U0 N — Tk, 38 i 8 B 25
TEREIDTIE . T1E (NayS0,) I I8 FF AR IS A HLEAF B R, 1 st — A Ak ik ik DA
PRt 0. 1768 (39% ) FTEEIIF~4) ESIHMS 426 (M+1) o

[1288]  [1-(S)—( opJEmMEME —2— Bk ) -2- (4- B JE R 0L ) &0 J- AT BE (19)
[Pl o8 [2- (4- AR IRIE ) —1-(S) - (4- ZRIEMEME —2- J& ) 20t |- GUEFFERBUT 1R, 18,
(0. 176g,0. 41mmo1) ¥ T MeOH (4mL) . IIAEAL = PA/C(10% w/w) , 1 TR S WIEA
A T BERE 12 /N o K TR N TR A YpE T CELITE™Z il 8, 8K B 25 VA 7. K BTl
FERE T EE (12mL) FFH SO, HEBE (0. 195g, 1. 23mmol) ZbFH. 78 NH TS R M4 $i
FE5 4380, ZSEINN 7% NH,OH ¥ (10mL) o SR G IRAG TR A, Wil A0 g 2k 15 21
[F5% R DAL 0. 080g 1E ML BRI BT 5 724

[1289] 'H NMR(300MHz, MeOH-d,) 6 7.93(d, J = 6.0Hz,2H),7.68(s, 1H),7. 46-7. 42 (m,
3H),7.37-7.32(m, 1H), 7. 14-7. 18 (m, 3H) , 5. 13-5. 18 (m, 1H) , 3. 40 (dd, J = 4. 5and
15. 0Hz, 1H) , 3. 04 (dd, J = 9. 6and 14. 1Hz, 1H), 1. 43 (s, 9H).

[1200]  DARAEAK BT TV 280 HoAth = PR i 1 s 41

[1291]

Q7

S HN._ 20
HOT N ‘ I
H N

[1292]  (S)—4-(2- (4 HAFEMEME: —2- L ) —2- = L AWk 2. 5L ) RFLA LR -
[1293] 'H NMR(CD,0D) : 6 7. 31(s,4H),7. 20 (s, 1H) , 5. 61-5. 56 (m, 1H) , 3. 57-3. 22 (m, 2H) ,
2.62(s,3H),1.31(s,3H).

[1294]
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Q. C

[1295]  (S)-4-(2-(4- ZFEMEME —2- St ) -2 = Ik 2 Wefacdit 2. L ) ZRIESIEMHIR -
[1296] 'H NMR(300MHz, MeOH-d,) 6 7.92(d, J = 8. 1Hz, 1H),7. 12-7. 14 (m, 4H) , 7. 03 (s,
1H) , 5. 38-5. 46 (m, 1H) , 3. 3-3. 4 (m, 1H) , 3. 08 (dd, J = 10. 2and 13.8Hz,1H),2.79(q, | =
7. 2Hz, 2H) , 1. 30 (t, J = 7. 2Hz, 3H) , 1. 13 (s, 9H).

[1297]
[1298] F A FL Tk
R :

[1299] 'H NMR(300MHz, MeOH-d,) 8 7.92(d, J = 8. 1Hz, 11),7. 24 (s, 1H),7.08(d, ] =
8. THz,2H) ,7.00(d, J = 8. 7THz, 2H) , 5. 29-5. 37 (m, 1H) , 4. 55 (s, 2H) , 3. 30 (dd, J = 4. 8and
13. 5Hz, 1H) ,2.99(dd, J = 10. 5and 13. 5Hz, 1H), 0. 93 (s, 9H).

[1300]

O\\f
N

HOT TN
H

[1301]  (S)—4-(2-(4-( L FEHRFIEL ) MEME —2-FL ) 2- = I AWt .38 ) AR
Bomk 1 'HNMR (300MHz, MeOH-d,) § 8.30 (s, 1H),8.04(d, ] = 8. 1Hz, 1H),7. 13(s,4H),
5.41-5.49 (m, 1H) , 4. 41 (q, J = 7. 2Hz,2H), 3. 43(dd, J = 5. land 13. 8Hz, 1H), 3. 14(dd, J
= 5.7and 9.9Hz, 1H),1.42(t, J = 7. 2Hz,3H), L. 14 (s, 9H).

[1302]

HE
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[1303]  (S)—4-(2—- (4~ FEFEMEME —2- Jt ) —2—- = HJE 2 B ie it 2. 5% ) ZRFL A FLTATR -
[1304] 'H NMR(300MHz, MeOH~-d,) & 7. 94-8. 01 (m, 3H) , 7. 70 (s, 1H) , 7. 42-7. 47 (m, 2H) ,
7.32-7.47 (m, 1H) ,7. 13-7. 20 (m, 3H) , 5. 48-5. 55(m, 1H) , 3. 50 (dd, J = 5. land 14. 1Hz,
1H),3.18(dd, J = 10. 2and 14. 1Hz, 1H), 1. 17 (s,9H).

[1305]

Q. 0
Y

S
TN

HO
!

[1306]  4-((S)-2-(4-(3- HARFEAEL ) MEM: —2- 5L ) —2- =R Wi 2.5 ) FRIE
FETRH S < "HNMR (CD,0D) = 6 7.96-7.93(d, IH, ] = 8. 1Hz),7.69 (s, 1H) , 7. 51-7. 49 (d, 2H, ] =
7.9Hz),7.33(t, 1H, J = 8.0Hz),7. 14 (s,4H) , 6. 92-6. 90 (d, 1H, J = 7. 8Hz) ,5. 50 (¢, 1H, ]
= 5. 1Hz), 3. 87 (s, 3H) , 3. 50-3. 13 (m, 2H) , 1. 15 (s, 9H).

[1307]

Q0
e

HoO N
H

[1308]  4-((S)-2-(4-(2,4- ZHHAIREL ) MR —2- I ) -2 = L 2 BHIGE 2.5, ) IR
B IERETR -

[1309]1  'H NMR(CD,0D) : 8 8. 11-8.09(d, IH, J = 7.8Hz),7.96-7.93(d, IH, J = 8.4Hz),
7.74(s, 1H),7. 18-7. 16 (m, 4H) , 6. 67-6. 64 (d, 2H, J = 9. 0Hz) ,5. 55-5. 47 (m, 1H) , 3. 95 (s,
3H) , 3. 87 (s, 3H) , 3. 52-3. 13 (m, 2H) , 1. 17 (s, 9H).

[1310]

[1311]  (S)—4-(2- (4- “FAEmEME —2- Jk ) -2 = HIR AW AL 20 ) FRIL G AETEIR -
[1312]  'H NMR(CD,0D) 6 7.85(d, IH, J = 8.4Hz),7.38-7.20 (m,4H), 7. 11-7. 02 (m, 1 1),
7.00 (s, 1H) , 5. 42-5. 37 (m, 1H) , 4. 13 (s, 2H) , 3. 13-3. 08 (m, 2H) , 1. 13 (s, 9H).

[1313]
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[1314]  (S)—4-(2- =FIL BN —2- (4- (WEWy —2- JLHEL ) ek -2- Jk ) 2.0 ) JRot
RBIELNHE -

[1315] 'H NMR(CD,0D) 6§ 7.88-7.85(d, 1) ,7. 38~7. 35 (m, 1H) , 7. 10-7. 01 (m, 4H) , 7. 02 (s,
1H) , 5. 45-5. 38 (m, 1H) , 4. 13 (s, 2H) , 3. 13-3. 05 (m, 2H) , 1. 13(2,9H).

[1316]

HLCO

[1317]  (S)-4-(2-(4-(3- AL R HL ) MEmk —2- i ) —2- = Bk 2 W e At 2. 3t ) 2R 3
5 3k 7 B8 :'HNMR (CD,0D) &6 7.85(d, 1H, J = 8.4Hz),7. 25-7. 20 (m, 1H) , 7. 11-7. 02 (m, 4H) ,
7.01 (s, 1H) ,6. 90-6. 79 (m, 2H) , 5. 45-5. 40 (m, 1H) , 4. 09 (s, 2H) , 3. 79 (s, 3H) , 3. 12-3. 08 (m,
2H) , 1. 10 (s, 9H).

[1318]

QP
S

HOT TN
H

[1319]  4-((S)-2-(4-(2,3- F2AITF [b][1,4] A -6- &) MEmk —2- Jk ) -2- =H
A OB 25, ) - SRR AR

[1320]  'H(CD,0D) : 6 7.53 (s, 1H),7.45(s, IH),7.42-7.40(d, 1H, ] = 8.4Hz),
7.19-7.15(m,4H),6.91-6.88(d, 20, J = 8.4Hz),5.51-5.46 (m, 1H),4. 30 (s, 4H)
3.51-3. 12(m, 2H) , 1. 16 (s, 9H).

[1321]

QN
B

HO

i
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[1322]  (S)-4-(2—(5— FA Jf —4- JR Fhngemp —o— St )—2- = AL 2, WE e 2. 38 ) R
ST B2 'HNMR (CD,OD) : 8 7.63-7.60(d, 2H, J = 7. 1Hz) ,7.49-7. 35 (m, 3H) , 7. 14 (s, 4H) ,
5. 43-5. 38 (m, 1H) , 3. 42-3. 09 (m, 2H) , 2. 49 (s, 3H) , 1. 14 (s, 9H).

[1323]

O“ 120
R

Ho

sag

[1324]  (S)-4-(2—- (4—(BRIE —4- HL ) MEM: —2— J ) -2- = L A Ik 2 0L ) FR R L
R -

[1325] 'H NMR(CD,0D) : 8 8. 04-8. 01 (m, 2H) , 7. 72-7. 66 (m, 5H) , 7. 48-7. 35 (m, 3H) ,
7.15(s,4H) ,5. 50 (¢, 1H, J = 5. 0Hz) , 3. 57-3. 15(d, 2H) , 1. 16 (s, 9H).

[1326]

[1327]  (S)—4-(2- BUT SHAEIRF: —2- (2— FIFRMEIE —4— ) — ORI R A -

[1328]  'H NMR(300MHz, D,0) 8 6. 99-7. 002 (m,4H) , 6. 82 (s, 1H), 2. 26 (dd, J = 13.8and
7.2Hz,1H),2. 76 (dd, J = 13. 8and 7. 2Hz, 1H), 2. 48 (s, 3H), 1. 17 (s, 9H).

[1329]

iSTo

[1330]  (S)—4—(2- (RUT SR ) —2- (4- TR SEMEmE —2- 3L ) 2,38 ) - IR AR . 'H
NMR (300MHz, CD,0D) : & 7. 18-7. 02 (m, 5H) , 5. 06-5. 03 (m, 1H) , 3. 26 (dd, J = 13.8,4. 8Hz,
1H),2.95(dd, J = 13.8,9.3Hz,1H),2.74(dd, J] = 15.0,7. 2Hz,2H),1.81-1. 71 (m, 2H) ,
1.40(s,7H) , 1. 33(bs,2H) ,0. 988 (t, J = 7. 5Hz 3H).

[1331]
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Y,
HO TN

[1332] () —4-(2- CRUT SE AL ) —2- (4- FUT LML —2- 0 ) 20t ) - RS E LR
[1333] 'H NMR(300MHz, CD,0D) : 8 7. 12 (s, 4H),7. 01 (s, 1H), 5. 11-5. 06 (m, 1H) ,
3. 32-3. 25 (m, 1), 2. 96 (m, 1H) , 1. 42(s, 8H) , 1. 38 (s, 9H) , 1. 32 (s, 1H).

[1334]

[1335]  (S)—4-(2- CRUT HMEIRF R H ) —2- (4- (AL 2L ) MRk —2- L) 20 ) - IR
BIENHAE -

[1336] 'H NMR(300MHz, CD;0D) : 8 7. 36 (s, LH), 7. 14-7. 05 (m, 4H) , 5. 06 (dd, ] = 9.0,
5. 1Hz, 1H) ,4. 55 (s, 2H) , 3. 42 (s, 3H) , 3. 31-3. 24 (m, 1H) , 2. 97 (dd, J = 13.8,9. 9Hz, 1H),
1.47-1. 31 (m, 9H).

[1337]

e OH

N

¢y

: - HN &

A
0%

[1338]  (S)~4- (2~ AT SUEHIEEIE ) —2- (4- (2- R JL AL ) Mk —2- ) 2 IR

LTI -

[1339] 'H NMR(300MHz, MeOH-d,) § 7. 22-7. 25 (m, 1H), 7. 09-7. 15 (m, 4H) , 5. 00-5. 09 (m,

1H) ;4. 32-4. 35(m, 1H) ,3.87(t, ] = 6.6Hz,2H),3.23-3.29 (m, 1H) ,3. 09-3. 18 (m, 1H),

2.98(t, J = 6.6Hz,2H), 1. 41 (s, 9H).
[1340]
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[1341]  (S)—4-(2- FUT AR R ) —2- (4- (2- L —2- 3t ) - Mk —2- 3 ) - 2,
B ) RERF IR

[1342] 'H NMR(300MHz, MeOH-d,) 8 7. 29 (s, 1H), 7. 09-7. 16 (m, 4H) , 5. 04-5. 09 (m, 1H) ,
4.20(q,J =6. 9Hz, 2H) , 3. 84 (s, 2H) , 3. 30 (dd, ] = 4. 8and 14. 1HZ, 1H), 2. 97 (dd, J = 9. 6Hz
and 13.8Hz, [H),1.41(s,9H),1.29(t, J = 7. 2Hz, 3H).

[1343]

Q{\’J‘O @ HN O
u O/“ \N N : Y
H

s

[1344]  (S)—4- - (FUT HEIAEHBILEIL ) 2-(4- - BHEH&E 2- | L) WM -2-3E) 2

) R IR -

[1345] 'H NMR(300MHz, MeOH-d,) & 7. 31 (s, 1H),7. 01-7. 16 (m, 4H) , 5. 04-5. 09 (m, 1H) ,

4.01(s,2H),3.78(s, 2H),3. 74 (s, 3H) ,3.29(dd, ] = 5. land 13.8Hz,1H),2.99(dd, ] =
l

9. 3and 13.8Hz, IH), 1. 41 (s, 9H).
[1346]
H)WQ
N .
A J gn. 0o @
H h
(}\\rgi_

[1347]  (S)—4-(2- (T SAIEPIERIL ) —2- (2- (=R LW% ) MEME —4- L) 238) %
R IERAIR -

[1348]  'H NMR(300MHz, D,0) 8 6.95 (s,4H),6.63 (s, 1H),2.94(dd, ] = 13.5and 4. 8z,
1H),2.75(dd, J = 13. 5and 4. 8Hz, 1H), 1. 16 (s,9H) , . 13 (s, 9H).

[1349]
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Q§é3
"’\\j

HO

[1350]  (S)—4— (2— (U T A LB IL ) —2- (5 FEFLnmgEm 90— 3L ) 2 5t ) — LG LS .
[1351] 'H NMR(300MHz, CD,0D) : & 7. 98 (s, 1H),7.62(d, ] = 7.2Hz,2H),7. 46-7. 35 (m,
4H),7. 14(s,4H) , 5. 09 (bs, 1H) , 3. 07-2. 99 (m, 2H) , 1. 43 (s, 9H) .

[1352]

[1353]  4-((S)—2- (MU T E LML ) 2-4- G- ( =R R ) ZER) mEr —2-3) 2
B RERE SR -

[1354]  'H NMR(300MHz, CD,0D) : 6 8. 28 (s, 1H) , 8. 22-8. 19 (m, 1H) , 7. 89 (s, 1H) , 7. 65 (d, J
= 5. 1Hz,2H),7.45(d, J = 8. 1Hz, IH),7. 15(s,4H), 5. 17-5. 14 (m, 1H) , 3. 43-3. 32 (m, 1H) ,

3.05(dd, J = 14. 1,9. 6Hz, 1H), 1. 42 (s, 9H) .
57N\
P B

[1355]
HNG o

[1356]  (S)—4— (2— (T E LI G IL ) 2 (4 FEFLngEm 90— 3L ) 7 5L ) — LG LS .
[1357]1 'H NMR(300MHz, CD,OD) : 8 7. 98 (s, 1H),7.94(d, ] = 7.2Hz,2H),7. 46-7. 35 (m,
4H),7. 14(s,4H), 5. 09 (bs, 1H) , 3. 07-2. 99 (m, 2H) , 1. 43 (s, 9H) .

[1358]
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HOT TN

[1359] (S, S)—2-(2—{2-[2- BT A I RAL AL -2 (4- WRESEREL ) 20 ] mEmk —4- 3L |
LR ) -3- ZRIENIR B -

[1360] 'H NMR (300MHz, MeOH-d,) 6 6. 85-6. 94 (m, 9H) , 6. 64 (s, 1H) ,4. 83 (s, 1H) ,
4. 54-4. 58 (m, 1H) , 3. 49 (s, 3H) , 3. 39 (s, 2H) , 2. 80-2. 97 (m, 1H) , 2. 64-2. 78 (m, 1H) , 1. 12 (s,
9H) .

[1361]  (S)—-[1-{1- % —4-[2-(1— 2F J& —1H- PU M —5- i @k 3£ ) 2 & J-1H-1 A *- g
M —2— i} -2- (4- Tl ik - R ) - OB 1- A AT ERAUT B -

[1362] 'H NMR (300MHz, MeOH-d,) & 7. 22-7. 75 (m, 2H) , 7. 62-7. 69 (m, 2H) , 7. 55 (s, 1H) ,
7.10-7. 20 (m, 5H) , 5. 25 (m, 1H) , 4. 27-4. 36 (m, LH) , 4. 11-4. 21 (m, 1H) , 3. 33-3. 44 (m, 41) ,

2.84-2.90 (m, 1H) , 1. 33 (s, 9H).
M

[1363]

[1364]  4-((S)—2- (T A AL PIL R I )2(4<%M 3- 3k ) MEM —2- 3 ) 2Fk) JR3E
TR -

[1365] 'H NMR (300MHz, CD,0D) : 6 7.84(dd, J = 3.0, 1.5Hz, 1H),7.57-7. 55 (m, 2H),
7.47(dd, J = 4.8,3.0Hz, 1H) ,7. 15(s,4H) , 5. 15-5. 10 (m, 1H) , 3. 39-3. 34 (m, 1H) , 3. 01 (dd,
J = 14.1,9. 6Hz, 1H) , 1. 42 (s, 8H) , 1. 32 (s, 1H).

[1366]

P

o, 0
Y
S

HO

[1367]  (S)—4—(2- (I [d] MEME —2- JLEHL ) —2- CRUT EE AL ) 23k ) RIL AL i

[1368] 'H NMR(CD,0D) & 7.86-7.82(m,2H),7.42(t,2H, J = 7.1Hz),7.33(t,1H, J =
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8. 2Hz) , 7. 02(s,4H) , 5. 10-5. 05 (m, 1H) , 2. 99-2. 91 (m, 2H) , 1. 29 (s, 9H)..

(S) =4= (2= BUT A BRIE I ) —2— (2— FREIEME —4— Bt ) — DRBLGURETATR -

'H NMR (300MHz, D,0) 6 6.99-7. 002 (m,4H) ,6. 82 (s, 1H),2.26(dd, J = 13.8 and
7.2Hz, 1H),2. 76 (dd, ] = 13.8 and 7. 2Hz, 1H), 2. 48 (s, 3H), 1. 17 (s, 9H).

[1369]
[1370]

[1371]
[1372]

[1373]
[1374]
[1375]

ARV RIS Tty f AT A 2- (e —2- 0k ) (L E -

L
T \}f ;
H

Hop R RV RURIL 7 N OCR IX it — 20 5E 3L

* IX
5 L R' R? R
1272 ~C(0)CH, IR H —CH, -H
1273 ~C (0)CH, 2- oA —CH, -H
1274 ~C(0)CH, 3- FAAE ~CH, -H
1275 ~C(0)CH, 4- Rk ~CH, -H
1276 ~C(0)CH, 2,3~ AR ~CH, -H
1277 ~C(0)CH, 3,4 THORE ~CH, -H
1278 ~C(0)CH, 3,5 THORE ~CH, -H
1279 —C(0)CH, 2- FAEE ~CH, -H
1280 —C(0)CH, 3- FRE ~CH, -H
1281 —C(0)CH, 4 FAREE ~CH, -H
1282 ~C(0)CH, 2,3~ “EAH ~CH, -H
1283 ~C(0)CH, 3,4 TEUORAE ~CH, -H
1284 —C(0)CH, 3,5~ TEUORAE ~CH, -H
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[1376]

1285 ~C(0)CH, 2- FrROR ~CH, -H
1286 ~C(0)CH, 3 FRALIR L ~CH, -H
1287 ~C(0)CH, 4- B RoR B ~CH, -H
1288 ~C(0)CH, 2- MR, ~CH, -H
1289 ~C(0)CH, 3- AR ALK AL —CH, -H
1290 ~C(0)CH, 4- W RN B —CH, -H
1291 ~C(0)CH, 2,3~ THIAHRE —CH, -H
1292 ~C(0)CH, 3,4~ THIE AL —CH, -H
1293 ~C(0)CH, 3,5~ THIE AL —CH, -H
1294 —C(0)CH, A ~CH,CH, -H
1295 ~C(0)CH, 20— FA I ~CH,CH, -H
1296 ~C(0)CH, 3- KR ~CH,CH, -H
1297 ~C(0)CH, 4- AR ~CH,CH, -H
1298 ~C(0)CH, 2,3~ AR ~CH,CH, -H
1299 ~C(0)CH, 3,4 A ~CH,CH, -H
5 L R' R* R*
1300 ~C(0)CH, 3,5 THORE ~CH,CH, -H
1301 ~C(0)CH, 2- FAKEE ~CH,CH, -H
1302 —C(0)CH, 3 SR ~CH,CH, -H
1303 —C(0)CH, 4 FAEE ~CH,CH, -H
1304 ~C(0)CH, 2,3~ “EAH ~CH,CH, -H
1305 ~C(0)CH, 3,4 TEUORAE ~CH,CH, -H
1306 ~C(0)CH, 3,5~ TEUORAE ~CH,CH, -H

114



CN 105412094 A

102/193 7T

[1377]

1307 ~C(0)CH, 2- FrROR ~CH,CH, -H
1308 ~C(0)CH, 3 FRALIR L ~CH,CH, -H
1309 ~C(0)CH, 4- B RoR B ~CH,CH, -H
1310 ~C(0)CH, 2- WA BN B ~CH,CH, -H
1311 ~C(0)CH, 3- AR ALK AL —CH,CH, H
1312 ~C(0)CH, 4- W RN B —CH,CH, H
1313 ~C(0)CH, 2,3~ THIAHRE —CH,CH, H
1314 ~C(0)CH, 3,4~ THIE AL —CH,CH, -H
1315 ~C(0)CH, 3,5~ THIE AL —CH,CH, -H
1316 —C (0) CH,CH, A —CH, -H
1317 —C (0) CH,CH, 20— FA I —CH, -H
1318 ~C (0) CH,CH, 3- KR —CH, -H
1319 ~C(0) CH,CH, 4- AR ~CH, -H
1320 ~C (0) CH,CH, 2,3~ AR ~CH, -H
1321 ~C(0) CH,CH, 3,4 A ~CH, -H
1322 ~C (0) CH,CH, 3,5 THORE ~CH, -H
1323 ~C (0) CH,CH, 2- FAKE ~CH, -H
1324 ~C (0) CH,CH, 3- FRH —CH, -H
1325 —C (0) CH,CH, 4 FAREE ~CH, -H
1326 —C (0) CH,CH, 2,3~ EAHE ~CH, -H
1327 —C (0) CH,CH, 3,4 TEORE ~CH, -H
1328 —C (0) CH,CH, 3,5~ TEORAE ~CH, -H
T L R' R? R®
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1329 ~C (0) CH,CH, 2- FrROR ~CH, -H
1330 ~C (0) CH,CH, 3 FRALIR L ~CH, -H
1331 ~C (0) CH,CH, 4- B RoR B ~CH, -H
1332 ~C(0) CH,CH, 2- WA BN B ~CH, -H
1333 ~C (0) CH,CH, 3- AR ALK AL —CH, -H
1334 ~C (0) CH,CH, 4- W RN B —CH, -H
1335 ~C (0) CH,CH, 2,3~ THIAHRE —CH, -H
1336 ~C (0) CH,CH, 3,4~ THIE AL —CH, -H
1337 ~C (0) CH,CH, 3,5~ THIE AL —CH, -H
1338 —C (0) CH,CH, A ~CH,CH, -H
1339 —C (0) CH,CH, 20— FA I ~CH,CH, -H
1340 ~C (0) CH,CH, 3- KR ~CH,CH, -H
1341 ~C (0) CH,CH, 4- AR ~CH,CH, -H
1342 ~C (0) CH,CH, 2,3~ AR ~CH,CH, -H
1343 ~C(0) CH,CH, 3,4 A ~CH,CH, -H
1344 ~C (0) CH,CH, 3,5 THORE ~CH,CH, -H
1345 ~C (0) CH,CH, 2- FAKE ~CH,CH, -H
1346 ~C (0) CH,CH, 3- FRH —CH,CH, -H
1347 —C (0) CH,CH, 4 FAREE ~CH,CH, -H
1348 —C (0) CH,CH, 2,3~ EAHE ~CH,CH, -H
1349 —C (0) CH,CH, 3,4 TEORE ~CH,CH, -H
1350 —C (0) CH,CH, 3,5~ TEORAE ~CH,CH, -H
1351 —C (0) CH,CH, 2- FrRoR ~CH,CH, -H
1352 ~C (0) CH,CH, 3- AR ~CH,CH, -H
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1353 —C (0) CH,CH, 4- R RIR L ~CH,CH, -H
1354 ~C (0) CH,CH, 2- W R ~CH,CH, -H
1355 ~C (0) CH,CH, 3- FA AR ~CH,CH, -H
1356 ~C (0) CH,CH, 4- H A RO B ~CH,CH, -H
1357 ~C (0) CH,CH, 2,3~ THIAHRE —CH,CH, H
[1378]
s L R' R? R
1358 ~C (0) CH,CH, 3,4~ THIE AR EL —CH,CH, H
1359 ~C (0) CH,CH, 3,5~ THIE AR EL —CH,CH, H

[1379]  BEAEA W] VISR — T A S0 A E L B AR VIT 8034 A ATSE a1 8 F3A 1) J7

1ERA %
[1380] #{4%& VII
[1381]

[1382]
[1383]

N ‘

20 21
[1384]  RFIHIZEAE « (b) (i) H,:Pd/C, MeOH ; (i1) SO ,— MLHE, NH,OH, 25, 18 /M),
[1385]  SEJEfH) 8
[1386]  {4-[2-(S)-(4— L HLmEME —2— JL ) —2-(2- FIL WAL ) o ] R ) FARTR
(21)
[1387]  N-[1-(4— ZFLMEME —2- JL ) —2- (4- WY FL IR 3L ) 2.9k 1-2- 2R3 - 2Bk % (20) 1)
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H14% < 1) 0°C (99 T DMF (10mL) [ 1-(S) —(4— Z FLgE Mk —2— L ) —2-(4- L IR L ) 2 f%
SRS £E, 3, (0.393g, 1. Immol) « Z£ Z, 2 (0. 190g, 1. 4mmol) I 1- ¥ 5% 3f =k (HOBt)
(0. 094g,0. 70mmol) ¥ ¥ ¥ 0 AN 1-(3— = FF Ak 2 B T & ) -3- & Bk — W Jig (EDCI)
(0. 268g, 1. 4mmo1) , ZJGIMAN = 2.0 (0. 60mL, 4. 2mmol) « £E 0°C RS E: 30 4
B NGRS . KW BERTIA S SR A Y09 FH EtOAc AEL. A IN 7K % HCL,
5 % 7K T NaHCO, 7K Al ER K B 8% & I A HUAH IR0 Na, SO, T8 75 B 25 F BR 257 77| AR it
0. 260g (60 % 7=2 ) gt — DAL I A I 724 ESTHMS 396 (M+1) .

[1388]  {4-[2-(S)—(4— Z FEmgEme —2— Jt ) —2- (2- ZEIL 2B AL ) 23k 1- 5 ) SILh%
(21) [HE o N-[1-(4- ZFEMEME —2— 5 ) —2- (4- RFEIRIE ) 23 1-2- ZREE 2Bk, 20,
(0. 260g) ¥&T MeOH (4mL) o« HIAMEALE ) Pd/C(10% w/w) , ¥ i3I8 & WA A3 5UH R it
P18 /NI WGP B R A E L CELITE™Z Rl 38, YR b 5 vA . 45 BT Sk ia Tt
e (12mL) F£F SO, MEBE (0. 177g, 1. 23) AbHE, fE=H TR IR NIBEE 5 %8, 2 5N
A 7% NH,OH ¥ (10mL) o« SR JEHR4E TSR A9, 18 it S A 3k 240 153 B 1) 5% R 1) LA R it
Y5 ER I 0. 136g FTEE 4. 'H NMR(CD,0D) & 8. 60 (d, 1H, ] = 8. 1Hz) , 7. 33-7. 23 (m, 3H),
7.16-7. 00 (m, 6H) , 5. 44-5. 41 (m, 1H) , 3. 28 (1H, A of ABX,obscured by solvent),3.03 (1H,
B of ABX, J = 14.1,9.6Hz),2.80(q,2H, J = 10.5,7. 8Hz) 1. 31 (t, 3H, ] = 4. 6Hz).

[1389]  DAN/EARKAH VIS5 — 75 B =R B il P sl

[1390]

P e
HO ]

F “
[1391]  (S)—4-(2-(4— ZFEMEME —2- FL ) —2- (2- (2- |REL ) CBEIL ) 2Fk) FRILE I
TR T
[1392] 'H NMR(CD,0D) 6 8.65(d, 1H, J] = 8.4Hz),7.29-7. 15 (m, 1H) , 7. 13-7. 03 (m, 7H) ,
5.46-5. 42 (m, 1H) , 3. 64-3. 51 (m, 2H) , 3. 29 (1H) , 3. 04 (1H, B of ABX, J = 13.8,9.6Hz),
2.81(q,2H, ] = 15.6,3.9Hz), 1. 31 (t,3H, J = 7. 8Hz). F NMR (CD,0D) & 43. 64.
[1393]

[1394]  (S)—4-(2-(4- 2 ALMEM —2— L ) —2-(2-(3- AL ) AWML ) 43 ) RIEFHA
TP
[1395] 'H NMR(CD,OD) 6 8.74(d,1H, J = 8.4Hz),7.32(q,1H, J = 6.6, 14. 2Hz) ,
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7.10-6.91 (m, 8H) , 5. 47-5. 40 (m, 1H) , 3. 53 (s, 2H) , 3. 30 (1H) , 3. 11 (1H, B of ABX, J = 9.6,
14. 1Hz) , 2. 80 (g, 2H, ] = 6.6, 15. 1Hz) , 1. 31 (t,3H, J = 7. 8Hz). 19F NMR 6 47. 42.
[1396]

[1397]  (S)—4-(2-(2-(2,3- —@AIL ) LB ) -2-(4- ZHEmEm: —2- 3L ) ZJ0L) Rk
AR -

[1398] 'H NMR (CD,0D) & 7. 16-7. 05 (m, 5H) , 6. 85-6. 80 (m, 1H) , 5. 48-5. 43 (m, 1H) , 3. 63 (s,
2H) , 3. 38 (1H, A of ABX, obscured by solvent),3.03(1H),2.80(q, H, ] = 15.1,7. 8Hz),
1.31(t,3H, J = 7.5Hz).

[1399]

[1400]  (S)-4-(2-(2- (3,4~ oRREL ) LBEE AL ) —2- (4 L HRMEME —2- 5L ) o 0k) Rk
AR -

[14011 'H NMR(CD,0D) 8 8.75(d,1H, J = 7.8Hz),7.23-7. 04 (m, 6H) , 6. 88-6. 84 (m, 1H) ,
5. 44-5. 40 (m, 1H) , 3. 49 (s, 2H) , 3. 34 (1H) , 3. 02 (1H, B of ABX, J = 14.1,9. 9Hz) , 2. 80 (g,
oH, ] = 15.1,7.8Hz),1. 31 (t, IH, ] = 7. 5Hz). 19F NMR(CD30D) & 22. 18, 19. 45.

[1402]

Qo

S ’
S iR
H

[1403]  (S)-4-(2-(2- (2- SRR ) ABER ) —2-(4- o REmEm 20— Jt ) 20 ) JRELE R
TR

[1404] 'H NMR(CD,0D) & 7.39-7. 36 (m, 1H),7.27-7. 21 (m, 2H) , 7. 15-6. 98 (m, 5H) ,
5.49-5. 44 (m, 1H),3.69(d, 20, J = 11.7Hz),3.32(1H),3.04(1H, B of ABX, J] = 9.3,
13.9Hz),2.80(q, 20, J = 7.8,15. 3Hz) , 1. 31 (t,3H, ] = 7. 5Hz).

[1405]

il
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1

[1406]  (S)—4-(2-(2-(3- WAL ) LBESL ) -2- (4- ZHEMEME 20— J ) 20E) FRILRI
TP -

[1407]  'H NMR(CD30D) & 7.33-7. 23 (m,3H), 7. 13-7. 03 (m,5H) , 5. 43 (q, 1H, J = 5.1,
9.6Hz),3.51(s,2H),3.29 (1H), 3. 03 (11, B of ABX,J = 9.9, 14. 1Hz),2.80(q,2H,J = 7. 5,
15Hz) , 1. 31 (¢, 3H, J = 7. 8Hz).

[1408]

)

) o) FIE

i)

[1400]  (S)-4-(2-(4- £ FEmEme —2- Bt ) —2-(2- (3- ALK ) 4Bk
BRI -

[1410] 'H NMR(CD,0D) 6 7. 16-7. 08 (m, 3H), 7. 03-7. 00 (m, 3H) , 6. 70-6. 63 (m, 2H) ,
5.42-5. 40 (m, 1H),3. 44 (s,2H), 3. 28 (1H, A of ABX, obscured by solvent),3.04(B of
ABX, J = 14.1,9.6Hz) ,2.89(q,2H, J = 15,7.5Hz) , 1. 31 (t,3H, J = 7. 5Hz).

[1411]

[1412]  (S)—4-(2-(4— ZFEMEME —2- FL ) —2- (2- (2~ AR ) ABEIE ) oFt) K3
AR -

[1413]  'H NMR(CD,0D) 6 8.00(d, 1H, J] = 7.8Hz),7.26(t, 1H, ] = 13. 2Hz) , 7. 09-7. 05 (m,
4H),7.01 (s, 1H) , 6. 91-6. 89 (m, 4H) , 5. 44-5. 39 (m, 1H) , 3. 71 (s, 3H) , 3. 52 (s, 2H) , 3. 26 (1H,
A of ABX, J = 14.1,5. 1Hz),3.06 (1H B of ABX, J = 13.8,8.4Hz),2.80(q,2H, ] = 8.1,
15. 6Hz) , 1. 31 (t, 3H, J = 1. 2Hz).

[1414]
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[1415]  (S)—4-{2- (4~ ZHkmEME —2— B ) —2-[2- (3- IAEIRIL ) 2B bt ] 20k | - oRdk
AR -

[1416] 'H NMR (CD,0D) 6 8.58(d, 1H, J = 8. 1Hz),7.21(t,1H, J = 7.8Hz),7. 12-7. 02 (m,
4H) ,6. 81 (s,2H) ,6.72(d, 1H, J = 7.5Hz),5.45-5.40(m, 1H),3. 79 (s, 3H), 3. 50 (s, 2H) ,
3. 29 (1H, Aof ABX, obscured by solvent),3.08(1H,B of ABX,]J = 11.8,5. 1Hz) ,2. 80(q,
2H, ] = 15,7.5Hz),1. 31 (t,3H, ] = 6. 6lz).

[1417]

X

ENE S
’C\k #J

S
o N
H

[1418]  (S)—4-(2-(4- L FLWEME —2- 3 ) -2- (3- KA NBLIGE ) 432 FREAEMIR -
H NMR(CD; NMR(CD,0D) 68.56(d, 1H, J = 8.4Hz),7.25-6. 98 (m,9H) , 5. 43-5. 38 (m, 1H) ,
3.26 (1H, A of ABX, J = 14.1,9.6Hz),2.97 (11, B of ABX, ] = 10.9,3Hz) , 2. 58-2. 76 (m,
3H),2.98(q, 20, J = 13.8,7. 2Hz) , 1. 29 (t, 3H, J = 8. THz).

[1419]

3%
S Tou

[1420]  (S)-4-(2-(2- (3,4~ —HHEAFIML ) LB ) -2-(4- ZHEMEmM —2- 3L ) Z2.3E)
AR -

[1421]  'H NMR(CD,0D) & 7. 12-7. 03 (m, 3H) ,6. 91 (d, 1H, J = 8. 4Hz) ,6. 82 (s, 1H) , 6. 66 (d,
1H, ] = 2.1Hz),6.63(d,1H, ] = 2. 1Hz),5. 43 (m, 1H), 3. 84 (s, 3H), 3. 80 (s, 3H) , 3. 45 (s,
2H), 3. 30 (1H) ,3. 03 (1H, B of ABX, J = 14.1,9.6Hz),2.79(q,2H, J] = 15.1,7. 2Hz),
1.30 (t,3H, ] = 7. 2Hz).

[1422]
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[1423]  (S)-4-(2-(2-(2,3- “HRHERAL ) LML) -2- (4- S HEmEmg —2- 5 ) 2 0%)
ORI AT

[1424] 'H NMR (CD,0D) 6 8.31(d,1H, J = 7.8Hz),7.11-6.93 (m,6H),6.68(d, 1H, ] =
7.5Hz) , 5. 49-5. 40 (m, 1H) , 3. 87 (s, 3H) ,3. 70 (s, 3H) , 3. 55 (s, 2H) , 3. 26 (1H, A of ABX,
obscured by solvent),3.06(1H,B of ABX,]J = 13.9,9Hz),2.80(q,2H,] = 14.8,7.5Hz) ,
1.31(t,3H, J = 7.5Hz).

[1425]

[
g

S o # N 0
KQ/ \N. . A
H
S g}

[1426]  (S)-4-(2-(3-(3— SRR ) AW ) —2- (4- £ FEmEme —2- Jt ) 20 ) RALE
TR

[1427] 'H NMR(CD,0D) & 7. 27-7. 18 (m, 3H) , 7. 13-7. 08 (m, 5H) , 7. 01 (s, 1H) , 5. 39 (g, 1H, J
=5.1,9. 4Hz) , 3. 28 (1H, A of ABX,J=5.1,14. 1Hz),2. 97 (1H,B of ABX,J=09. 3,13. 9Hz) ,
2. 88-2. 76 (m, 4H) , 2. 50 (t, 2H, ] = 8. 1Hz), 1. 31 (t,3H, J = 7. 8Hz).

[1428]

]

OCH;

[1420]  (S)-4-(2-(4- 2, FEME e —2- J ) —2- (3-(2- A LR ) ARG AL ) 248 ) R
Bt - BRTEIR -

[1430] 'H NMR(CD,OD) & 7. 18-7. 08 (m,6H),6.92(d, 1H, J] = 8. 1Hz),6.82(t,H, J] =
7.5Hz) 5. 40-5. 35 (m, 1H) , 3. 25 (1H, A of ABX, J = 15,5.4Hz),3.00(1H, B of ABX, J =
10.5,7. 5Hz) , 2. 88-2. 76 (m, 4H) , 2. 47 (g, 2H, ] = 9. 1,6Hz) , 1. 31 (t,3H, J = 7. 8Hz).

[1431]
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[1432]  (S)-4-(2-(4- 2 FEWEME —2—- L) -2-(3-(3- AR LR AL ) TABE G ) o) K
S - F IR -

[1433] 'H NMR(CD,0D) & 7. 19-7. 00 (m,5H) , 6. 75 (s, 1H) , 6. 73 (s, 1H) , 5. 42-5. 37 (m, 1H) ,
3.76(s,3H),3.25(1H, A of ABX, ] = 13.9,5.4Hz),2. 98 (1H,B of ABX,J = 14.1,9. 6Hz),
2.86-2. 75 (m, 4H) , 2. 48 (q, 2H, J = 11.7,1. 2Hz), 1. 31 (t,3H, ] = 7. 5Hz).

[1434]

Qo
N

=S ; HN, 0O o AICH
i Ow’ &S i\i \(.U 3

[1435]  (S)—4-(2-(4- Z JEMEME —2- 3 ) -2- (3-(4- R AR ) TABERG L ) 3 ) X
B - WRTHIR -

[1436] 'H NMR(CD,0D) & 7. 13-6. 99 (m, 7TH) , 6. 82-6. 78 (m, 2H) , 5. 42-5. 37 (m, 1H) , 3. 33 (s,
3H), 3. 23(1H), 2. 97 (1H, B of ABX, J = 13.3,11.4Hz), 2. 83-2. 75 (m, 4H) , 2. 49 (g, 2H, | =
6.4,3.3Hz), 1. 31 (t,3H, ] = 7. 5Hz).

[1437]

O$ #C}

g
HOT N
H

[1438]  (S)—4-{2-[2-(4- & 3 -2,3- R IR MR -1- 2% ) 2 B & 2 1-2-(4- & 5
M- ) 25 ) RIS

[1439]  'H NMR(CD,0D) 6 7. 14 (s,4H),7.08 (s, 1H) ,5. 56-5. 51 (m, 1H) , 4. 34 (d, 2H, ] =
16. 2H1z), 3. 88(d, 2H, J = 17.611z) , 3. 59-3. 40 (m, 3H), 3. 26-3. 14 (m, 3H) , 2. 98 (1M, B of
ABX, J = 10.8,13.9Hz) ,2.82(q, 21, ] = 6.9, 15Hz) , 1. 32 (¢, 31, ] = 7. 5Hz) , 1. 21 (¢, 3, ]
= 7. 2lz).

[1440]
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[1441]  (S)-4-1{2-(4— & J e M —2- Jt ) -2-[2-(5- I Bk -2,4- = % -3,4- = & ¥
WE -1 (2H) - Jt ) ABtEEE ] 0k | ORIL S AR -

[1442]  'H NMR(CD,0D) : 6 7. 13 (s, 1H) , 7. 06—7. 02 (m, 4H) , 6. 95 (s, 1H) , 5. 42-5. 31 (m, 1H),
4. 43-4. 18(dd, 2H, J = 16. 5Hz) , 3. 24-2. 93 (m, 2H) , 2. 74-2. 69 (q, 2H, J = 7. 3Hz) , 1. 79 (s,
3H),1.22(t,3H, J = 7.5Hz).

[1443]

ot
(14441 (S)—4-[2-(IF [d] L1, 3] F) =528 R0 -5 WAL ) —2- (4- £ kM —2- O )
L - KRB STAR -
[1445]  'H NMR(CD;0D) &6 7.25(d, 1H, J = 6.5Hz),7. 13 (s, 1H),7.06(d, 2H, ] = 8. 5Hz),
7.00(d,2H, J = 8.5Hz),6.91(s, 1H),6. 76 (d, IH, J = 8. 1Hz),5.90(s,2H),5. 48 (q, 1H, ]
= 5. 0Hz) , 3. 32-3. 24 (m, 2H) , 3. 07-2. 99 (m, 2) , 2. 72(q, 2H, J = 7.5Hz), 1. 21 (¢, 3H, J =

7.5Hz).
[1446]

Q0
S
HO
S

[1447]  (S)-4-1{2-[2-(2,5- - FRJEMEME —4- 5L ) LBtz s: 1-2- (4- SHEMEmE -2- 2L ) &

B - KRR IR
[1448] 'H NMR(CD,OD) : 8 7. 10-7. 01 (m, 5H) , 5. 41 (t, 1H, J = 6. 9Hz), 3. 58 (s, 2H) ,
3.33-3.01 (m, 2H) , 2. 82-2. 75 (g, 2H, ] = 7. bHz) , 2. 59 (s, 3H) , 2. 23 (s, 3H) , 1. 30 (¢, 3H, ] =

7.5Hz).
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[1449]

[1450]  (S)-4-{2-[2-(2,4- " FIJEMEME —5- L ) ZPfaIE |-2- (4- FIJEMEME —2- L) 2
A ) - FRARIE -

[1451]  'H NMR(CD;OD) : 6 8.71-8.68(d, IH, J = 8.4Hz),7. 10~7. 03 (m, 4H) , 7. 01 (s, 1H) ,
5.41(m, 1H) , 3. 59 (s, 1H) , 3. 34-2. 96 (m, 2H) , 2. 59 (s, 3H) , 2. 40 (s, 3H) , 2. 23 (s, 3H).

[1452]
e \
N
S ; HN Q
N Ny

[1453]  (S)—4-{2-(4- £ ZEMEME —2- ) —2-[3- (MEME —2- 5L ) NBEIGEE ] 42 | KA
HLAAL -

[1454] 'H NMR(CD,0D) : 8 7.67-7.65 (m, LH) , 7. 49-7. 47 (m, LH) , 7. 14-7. 08 (m, 4H) ,
7.04(s, 1H) , 5. 46-5. 41 (g, 11, ] = 5. 1Hz), 3. 58 (s, 2H) , 3. 30-3. 25 (m, 3H) , 3. 02-2. 67 (m,

5H) , 1. 31 (t,3H, J = 7. 5Hz).
SN

[1455]
20

O 0
ﬁg?
o

R FERETR -

[14571  'H NMR(CD;0D) : 8 7. 04-6. 91 (m, 6H) , 5. 32 (t, 1H, J = 5. 4Hz) , 3. 25-2. 90 (m, 2H) ,
2. 71-2. 61 (m, 4H) 1. 93 (s, 2H) 1. 22-1. 14 (m, 61).

[1458]  AJH V 5 T S BT A 2- (MR —4- ) AL A1) -

[1459]
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[1460]

[1462]

HO

}
o
Hop RN RUVRIZE R S0 X pk—20 52 X
[1461] KX

%%

L

R.I

J360

-C(O)CH,

R

A

J361

-C(0)CH,

R

4F 3

J362

-C(0)CH,

R

F A

J363

-C(O)CH,

FE

g9 24

J364

-C(0)CH,

R

Kok 24

J365

-C(O)CH;

FE

Bk 4

J366

-C{O)CH,

FE

34

J367

-C(O)CH,

-EARE

i

J368

-C(O)CH,

-EAEE

&

J369

-C{0)CH;

EEE

A

J370

-C(O)CH,

AL

vy 2

J371

-C{0)CH,

-8R A

ok 2

J3n

-C(O)CH,

-8R A

Fok-2-4

J373

-C(0)CH,

RE & 8 1

Flek 3.4

J374

-C(0)CH;

FAEXRE

FA

J375

-C(O)CH,

JFAREXRE

& 3

J376

-C{O)CH,

JFAREXRE

J377

-C(O)CH,

JPAEERE

gop2-h

J378

-C(O)CH,

IPHARR

gk 2 4

[1463]
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%%

L

RI

Rci

J379

-C(OHCH,

IFEAER

Bk 3

J380

-C(O)CH,

FRERLE

FhEE-3-4

J381

-C(O)CH,

FARE

i

J382

-C(O)CH,

-RFELE

a3

J383

-C(O)CH,

-AER

A

-C(OYCH,

-ARE

Eep-2-

J385

-CO)CH,

R

deb2-£

| J386

-CO)CH,

RER

Bk 24

1387

-C(O)CH,

-8 RA

Figer-3-4

J388

-C(O)CH,;

25V A ked 4 K

FA

J389

-C(O)CH,

2,57 Egek4- B

1390

-C{O)CH;

25- =W E ek 4 B

L
AR

J391

-C(O)CH,

25-=F hdkep 4 K

Top-2-%

J392

-C(O)YCH;

25-=F E k4K

Kep-2- %

-C(O)CH,

25-= W Aok 4 R

Eog-2-H

4394

-C(O)CH,

2,5- =% A okeg4- K

FiEeg 38

J395

-C(O)CH,

25- W ek 5. K

i

J396

-C(0)CH,

&

J397

-C(O)CH,

2,5- =P Aokep 5K

A

J398

-C(O)CH,

25-F R Bk 5. R

Eor-2-4

J399

-C(0)CH,

25-= 9 Kook 500

wEep 2 R

J400

-C(O)CH,

2,5-=F hokep5 4

Eok 2k |

J401

-C(0)YCH,

25 E Bk 5 8

J402

-C(O)YCH;

4-T A %24

T

J403 |

-C(O)CH;

4-THEvp-2- R

i

| J404

-C(0)CH,

4-T A 2 R

%%

J405

-C(O)CH,

4- L Hrked 2 B

Kor2-K

J406

-C(O)CH;

4-THE g 2R

ek 2k

J407

-C(0)CH,

4-C AR 2 R

e B S

[1464]
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[1465]

%%

L

RI

Ré.

J408

-C(OHCH,

4-TEEAR IR

FrlEed 3-8

J409

-C(0)CH,

3-F A-12408 —eb-5- 1

i

J410

-C(O)CH,

3-F 1240 Zok-5- %

&

J411

-C(O)CH,

3-PE-124-0E —ok-5-81

RA

J412

-C(O)CH,

3-% K-1,2,4-08 ek 51

Hop 2k

J413

-C(OYCH,

3-F 1,240 -5~

L L 3

J414

-C(O)CH,

3P R-124-08 —wp5-1

wek2-%

J415

-CO)CH,

3-F %-1,24-88 —ep-5- 1

Frlgok-3- 5

J416

-C{O)CH,CH,.

i

i

J417

-C(0)CH,CH,

x5

oA

J418

-C(O)CH,CH,

Ex

24

1419

-C(O)CH,CH,

AL

Kop-2-%

J420

-C(0)CH,CH,

iR

LS DS 3

J421

&

w24

1422

-C(O)CH,CH,

AL

4423

-C(0)CH,CH,

-8qEFEL

FA

J424

-C(O)YCH,CH,

-AAEE

Lk

J425

C(O)CH,CH,

b S

J426

-C{O)YCH,CH,

-8AEL

wop 2 B

J427

-C{O)CH,CH;

J-AEE

Eep-2- K

J428

-C(O)CH,CH,

RE 23

B 2R

J429

-C{O)YCH,CH,

38X L

J430

-C{O)CH,CH,

-FARXRA

FlEed-3- 4 |
FA

J431

-C(OYCH,CH,

-PRARE

i

J432

| -C(0)CH,CH,

PR AXRRE

J433

-C(O)CH,CH,

-FAEARE

Kogr2-4

J434

-C(0)CH,CH;

-PAARE

k2

J435

-PRAFXE

ok ) %

J436

| -C(O)CH,CH,

P REFRA

FEok 3.4 |
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% gj. L Ri R«z.
J437 | -C(O)CH,CH;, REE ¥R
J438 | -C(O)CH,CH, FRARE oA
J439 | -C(O)CH,CH, -REE i
J440 | -C(O)CH,CH, -REE Eepr-2- R
J441 | -C{O)CH,CH, F-AXRE Eoeg 2K
4442 | -C(O)CH,CH, -ARE Red2- %
J443 | -C(O)CH,CH;, -AFXE FlEed 3.8
| J444 | -C(O)CH,CH, | 25 P & Evk 43 A
J445 | -C(O)CH,CH, | 25-=F A %ed 44 &
J446 | -C(O)CH,CH, | 2,5-=F A Ked 4 & FA
J447 | -C{O)CH,CH, | 25-=F 8ok 4-R Ee-2-4
J448 | -C(O)CH,CH, | 25-=F g 4.2 e 2. K
J449 | -C(O)CH,CH, | 2,5-=F A keg4- K Rk %
J450 | -CIO)CH,CH, | 25-ZF Riek 4 | ek 3.1
J451 | -C(O)CH.CH, | 25-=F AEvp.5 4 il
J452 | -C(O)CH,CH, | 25-=¥W X &ee5- % A
J453 | -C(O)CH,CH, | 25-=F E vk 5.2 A
J454 | -C(O)CH,CH, | 25-= 7 Ao 5 2 Eap2- K
J455 | -C(OYCH,CH, | 2,5-=F Aofked 5. % Eop ) B
J456 | -C{O)CH,CH, | 257X 3&of5-% 2K
J457 | -C{O)CH,CH, | 25-=%W i Eed 5.4 | FiIE 38
J458 | -C(O)CH,CH, 4-THEE2- R PR
J459 | -C{O)CH,CH, $- TRk 2 R &% 3
J460 | -C(O)CH,CH, 4L E e ) AE
Ja61 | -C(OYCH,CH, 4-TEE 2R Eop-2- 4
J462 | -C(O)CH,CH, 4-C Ak 2 B o 2 R
| 1463 | -C(O)CH,CH, RS TR ok ) %
J464 | -C(OYCH;CH, 4-ThEed 22 FliEeg-3- 4
J465 | -C(O)YCH,CH, | 3-F £-1,2,4-08 —wp~5- 1 i

[1466]
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J466 | -C(O)YCH,CH, | 3-F £-1,2,4-B8 — ok -5- 3 a5 3
J467 | -C(O)YCH,CH, |3-F £-12,4-8E — w52 RE
J468 | -C(O)CH,CH, | 3-F £-1,2,4-18 — w53 | ko2 2
J469 | -C(O)CH,CH; | 3-F £-12,4-88 —ob-5-3 | oEob )}
J470 | -C(O)CH,CH, |3-F %124 88 —wp-5- | =Bob 2}
J471 | -C(O)CH,CH; | 3-F £-1,2,4-88 —wb-5- 1 | FlEed 3 3
[1467]  ALFRAEAR W] T 2555 J5 M AL STl R SCRE AR TT R BRI SS9 #id
T7H % o
[1468]  SZjfafs VITT
[1469]

O,N" 7

[1470]
[1471]

Iﬂ%\rﬁo

O

- CHy
e O

7

RAFZEAE  (2) CH,ON s [ 5 /NI o

Nily

AN S B SN
O B =

0N

NH:- HBs

22

22

23

[1472]  RFIFIZAE  (b) (3—C1) C.H,CO,H, EDCT, HOBt, DIPEA, DMF ;25 35, 18 /NI,

[1473]

[1474] A FIAIZAE « (¢) (i) Hy:Pd/C, MeOH ;5 (11) SO ,— MEBE, NH,0H, Ei&, 18 /N,
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[1475]  SZjafs) 9

[1476]  4-((S)-2-(2-(3- G ) AWt IE ) —2- (2—- (MEWy —2— &) mEmk —4- L) 20%)
AL F IR (23)

[1477]  (S)-2-(4- WAEORDE ) —1-[ (MEWy —2- Jk ) MEmk —4- J& ] 2RI Eh (22) 1l
# DGV T CHCON(200mL) f¥) (S)— BUT 2 4- IR —1-(4- WY RE R AL ) -3 4T —2- RE A H
fRlig, 7, (7.74g,20mmol) ANMENy —2— BRACH EE% (thiophen—2-carbothioic acid amide)
(3. 14g, 22mmol) HIVRAWIEIGE 5 /NI o 1 SRR A8 1 2 =35, J-1% — 2.k (50mL) fnA
B i rp o i DE R BT TR I TE o« B2 TR IS AR DAL 7. 148 (87 %72 ) BT a& ™
). ESIHMS 332 (M+1) .

[1478]  2-(3— GRAL ) N-{(S) —2- (4- AL IR L ) —1-[2- (MEmy —2- J ) MEME —4-JL ] 2,
) B (23) BIH] A% <18 0°C VAT DMF (5mL) ) 2— (4— figFE R ) —1- (2 MEWy 2— F
IEIE —4— JE ) Zf%,22, (0.41g, lmmol) <3— EIEZE (0. 170g, Immol) F1 1— FRIEHE 3 =
(HOBt) (0. 070g,0. 50mmol) RIVEMINN 1-(3— ZH LRI AL ) -3- £ &Rk — Wi (EDCI)
(0. 190g, Immo1) , Z JE N = 2. (0. 42mL, 3mmol) o 7F 0°C MG FTAIR A i ke 30 434k,
SRIGIE S TR . KRR T IA I MR A0 6 F BtOAc 2EE. A IN 7K 7% HC1.5%
IK M NaHCO, 7K FH £R 7K B i A - A ML FF il i Na,SO, T8 75 B 25 N B LA 7 LA it
0.290g (60% =% ) LHFH—LAMLIIFTFTE =Y. ESI-MS482(M-1).

[1479]  Preparation of {4-[2-(3—- G R ) LM FL 1-2- (2 MEWy —2— FEMEME —4- 3L ) 2,
] OREL ) AR (24) BB S 2- (3 ORI ) -N-{(S) —2- (4- AL ORI ) —1-[2- (18
Wy —2- B2 ) MEME —4- FL ] 20 ) 2B, 23, (0. 290g) V& T MeOH (4mL) oo AN AJEALE 1Y
Pd/C(10% w/w) , ¥ TR A WAE S G T HEEE 18 /N o g FIrfe S VR & 43 ik CELITE™
JEIE R, R BRI BT AR A T e (12mL) A SO,— HEeg (0. 157g) AbHE. 1E
FIR BRI EEE 5 28, Z JE N 7% NH,OH V&R SR G K4 ITfiE &4, il i
FH S ALA0AT 2 15 R LR E A SR 1 0. 078g BT 75 74 o

[1480] 'H NMR(CD30D) & 7.61(d, 1H, J = 3.6Hz),7.58(d, IH, ] = 5. 1Hz) , 7. 41-7. 35 (m,
1H) , 7. 28-7. 22 (m, 2H) , 7. 18-6. 98 (m, 6H) , 5. 33 (t, IH, ] = 6. 6Hz) , 3. 70 (d, 2H, ] = 3. 9Hz) ,
3.23(1H, A of ABX, J = 6.6,13.8Hz),3.07(1H, B of ABX, J = 8.1,13.5Hz).

[1481] DU RAFEAEARKE VI =77 100 A B AR i PR s

[1482]

[1483]  4-((S)-2-(2-(3- HAAAIREL ) ZBA L ) —2- (2- (MY —2- ) MM —4-Jt) 2,
H) - RRARE -

[1484] 'H NMR(CD,0D) 6 8.35(d, 1H, J = 8.7Hz),7.61-7.57 (m, 2H), 7. 25-7. 20 (m, 2H) ,
7.25-7.20 (m, 2H), 7. 09 (s, 1H) , 7. 05(d, 2H, J = 4. 2Hz),6.99(d, 1H, J = 8. 7Hz) , 6. 81 (d,
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IH, J = 7.8Hz),6.77 (s, 1H),5. 30-5. 28 (m, 1H) , 3. 76 (s, 3H) , 3. 51 (s, 2H) , 3. 20 (1H, A of
ABX, J = 6.3,13.6Hz),3.06 (1H, B of ABX, J =8.1,13.8Hz).
[1485]

il

[1486]  4—{(S)—2-(3— ZRIEL AWtk ) —2-[2— (MEWy —2—Jk ) WEME —4- 3L ] 20 | -0k

HEMAR -
[1487] 'H NMR(CD,0D) 6 8.30(d, IH, J = 9Hz),7.61-7.56 (m, 2H),7. 26-7. 14 (m, 7TH) ,
7.12(d, 1H, J = 1.5Hz),7.09(d, 1H, ] = 2. 1Hz) , 6. 89 (s, IH) , 5. 28-5. 26 (m, 1H) , 3. 18 (1H,

A of ABX, J =6.2,13.8Hz),2.96 (1H, B of ABX, J = 8.4,13.6Hz).
[1488]

a O
p

Sa AL HN 20
H
i <l

[1489]  4-{(S)—2-(3-(3—- &K ) TABMEHE ) —2-[2- (MEWy —2- J& ) MEme —4- L ] 2,3 )

RIEA IR -
[1490]  'H NMR(CD,0D) § 7.61-7.56 (m, 3H) , 7. 22-7. 14 (m, 6H) , 7. 08 (d, 1H) , 7. 00 (d, 1H, ]
= 77.5Hz) ,6.870 (s, 1H) ,5. 25 (t, 11, J = 7. 8Hz) , 3. 18 (IH, A of ABX, J = 6.6, 13.8Hz),

2.97(1H, B of ABX, J = 7.8,13.8Hz),2.87(t,2H, ] = 7. 5Hz),2. 51 (t,2H, ] = 7. 2Hz).
[1491]

{0
Y

S
HOT N
i

[1492]  4-{(S)-2-[2-(3- it ) WAL |-2-[2- (MEWy —2— &) mEme —4-JL ] 2.0}
ARG -

[1493] 'H NMR(CD,0D) & 7.61-7. 57 (m, 2H) , 7. 32-7. 28 (m, 1H) , 7. 19-7. 16 (m, 2H) , 7. 08 (¢,
IH, J = 4.5Hz),7.02-6. 95 (m,6H) ,5. 29 (t,1H, ] = 8.1Hz),3.53(s,2H),3. 22(1H, A of
ABX, J = 6.6,13.9Hz),3. 06 (1H, B of ABX, ] = 8.4,13.6Hz).

[1494]
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[1495]  (S)-4—{2-[2-(3- ' J& —1,2,4- UE — W -5- Jt ) 2, P & 2% 1-2-(2- 2% ot 1%
We4- BE) 23 ) SR .

[1496] 'H NMR(CD,0D) : 8 7. 98-7. 95 (m, 2H) , 7. 48-7. 46 (m, 3H) , 7. 23 (s, LH) ,
7.09-7. 05 (m, 4H) , 5. 33 (t, 1, J = 7. 2Hz) , 3. 33-3. 06 (m, 211) , 2. 35 (s, 3H) .

[1497]

[1498]  4-{(S)-2-[2-(4- £ -2,3- 5Kk -1- &) ABiEHE 1-2-[2- (Emy —2- &%)
WER —4- Bk ] 20 | ORI E SRR -
[1499] 'H NMR(CD,0D) & 7.62(d,1H, J = 3Hz),7.58(d,1H, J = 15.6Hz),7.27 (s, 1H),
7.16(t,1H, J = 1.5Hz),5.42-5. 32 (m, 1H) ,4. 31(d, 1H, ] = 15.6Hz),3.91(d, 1H, J =
15. 9Hz) , 3. 60-3. 50 (m, 4H) , 3. 30-3. 23 (m, 2H) , 2. 98 (1H, B of ABX, J = 9.9, 13.8Hz),
1. 21 (t,3H, ] = 6. 9Hz).
[1500] ARV IRE=J5 i L EA T AL EY) -
[1501]

R}Z

$~
: ) e s
C§¥§) N 16
H N
N

[1502]  Hppridddzgion L A8 R R IT, Frid G 2t A 2 A 5

[1503]  —C(0) [(CR°H) ][ (CR°H) 1-

[1504]  RUZRE, R™EIEE, R™EFRIBERHIZEIE, R, RV R HE PRS2 578 T X
K XT gt — 22 Ui

[1505] % XI

[1506]
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i)

3

CN 105412094 A

2 B | |m 4 £ o |g

5 ®o|x o |x % % D

ool = B |m | x| | 4 ool B | | |w = |
T N - S TN I 1 w T R S S I TR

w B B B | |8 B B |o [F [E Eoly B B B |48 B B |L |
e L PO e O S P O I P R O S D PSS O O S P PR P I
wWolw W W v |w v | |8 & |m v v § & | | W & |w |&v |
sl s s | | |m |m |m (w0 |m T T T T =
H- H- H- H- H- H- H- H- H- H- H- = H- N N N N N N N N N N

K472

K473

K474

K475

K476

K477

K478

K479

K480

K481

K482

K483

K484

K485

K486

K487

K488

K489

K490

K491

K492

K493

[1507]
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K494 |Z, 3 = 3- MR
K495 |23k = 4 R AL

[1508]  FULHELEAK BV IEEE =77 [l FIAL S H AT i@k T 3082 X BTk A s 10 B
N WIRER SIE

[1509]  #&42 IX

[1510]

A A NLeHBr
ON

3
[1511]1  RFIFIEA; : (2) —HEIEHER, EDCI, HOBt, TEA, DMF ;0°C & %5, 18 /N,
[1512]

[1518] & FIAIZA: « (b) (i) H,:Pd/C, MeOH ; (ii) SO ,— A IE, NH,0H ; %35, 18 /N o

[1514]  sZjafs] 10

[1515]  (S)-4-(2-(2,3— ZORFLABE AL ) —2— (4- L BRmEmE —2- 0L ) 20k ) — ORILE T
% (26)

[1516]  (S)-N-[1-(4— £ MM —2— Jt ) —2- (4- fEE Rt ) <0k ]-2,3— R0 - B
(25) [l 4% <17 O°C AT DMF (10mL) [ 1-(S) — (4~ 2 FEMEME —2— L ) —2- (4- fig B oK L )
CIEEBIRER, 3, (0.95g,2.65mmol) \ “2RFEAER (0. 60g, 2. 65mmol) AT 1- B I JF = e
(HOBt) (0. 180g, 1. 33mmol) FVEWIIMA 1-(3- - HUIEEIER 2 ) —3- ZIE Wk (EDCT)
(0. 502g,2. 62mmo1) , Z JG MA = 2% (1. 1mL, 7. 95mmo1) » 7E 0°C ™ 818 &M HE 30
A NG R E R TR A . KR B B s ST A4 3 FH EtOAc ZEEX. A IN 7K HCL .
5% 7K1 NaHCO; 7K R R 7K a5 75 F- 107G HUAH FF 1B 3 Na, SO, T4 . 75 B 25 T BR L VA I LA
0.903g (7T0% 72 ) TFEHE— P IR .

[1517]  (S)-4-(2-(2, 3— " IRFLABIGIE ) -2 (4— ZFEMEME —2- 3L ) 7.3E ) JRILFILHHR
(26) W% 4 (S)-N-[1-(4- ZFEMEME —2— FL ) -2 (4- L IRIE ) 23 1-2,3- %R
BEf, 25, (0.903g) ¥4 T MeOH(10mL) "o IMMAMENE R PA/C(10% w/w) , BT IR G/
SR TR 18 /R . K TR MR A i@ CELITE™Z i 38, 9 B A 5. K s
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v Tikng (30mL) FfH SO, MtnE (0. 621g) 4b3E . 182 TR TS SR A4 HE 5
a8, Z SN 7% NH,OH VA . SR W 4Ai TR IR 54, 13 S € 18 A4 45 B (5% R P DA
RAENE IR 0. 415¢ IR,

[1518] 'H NMR(CD,0D) & 8.59-8. 52 (m, IH),7.37-7. 04 (m, 9H) , 6. 97-6. 93 (m, LH) ,
6. 89-6. 85 (m, 2H) , 5. 36-5. 32 (m, 1H) , 3. 91-3. 83 (m, LH) , 3. 29 (1H, A of ABX, obscured
bysolvent),3.15(1H, B of ABX, J = 5.4,33. 8Hz), 2. 99-2. 88 (m, 2H) , 2. 81-2. 69 (m, 2H) ,
1. 32-1. 25 (m, 3H).

[1519] MR VRE =T HMTZ 7 BuiIeiEART LB 2. LN EEIR 7 Tt
AR AR R B ITI VAR p] . 3B V TR s g 11 Brifid ik, fik
N I T2 75 3ok G S v AT ik A AR R AR I BT R T

[1520]  P{4E X

[1521]

[1522]  JAFIRIZEAE « (a) KL, LDA, THF ;0°C £ =40 18 /NF)
[1523]

[1524] X FHIZ&AE « (b) NaOH, THF/MeOH 5 235., 18 /NI o

[1525]  SEjfs] 11

[1526]  2-(2- HRAREIRHL ) -3- ZRAETAIR (28)

[1527]  2-(2- ALK ) -3- R AR IR G (27) B & 78 500mL |7 Ji Fe i 28 N
2-(2- FEAREL ) AR F S (8. 496g,47Tmmol, leq) 1 THF (200mL) o ¥ BTk S5 HHIE A7
KRR H 0Co AN FAEEAEE (T HHbE /THE 1Y 23. 5mL [ 2. OM &%) , (REFR
FEART 3°C. fEIZARIR T IR S iy 45 2381 IBFINATERLIR (5. 6mL, 47Tmmol, leq) o
15 T3k S LD 3Z T THE 2 IR I EE 18 /N o F IN HCL J5 K Bk s 52 F &5 & EtOAc %6
B =Ko F H,0 FER /KSR A AR B, 3T Na,SO, T8, B Hak S8 3k 40 . W Frigik 4
Wil A A RE AL AR AL 4. 433 (35% ) T AL G, ESIHMS 293 (M+Na) .

[1528]  2-(2- FAALIREL ) -3 OREETAIR (28) (Wil 4% o 2— (2— FA AL ) -3 AN
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TR TG (4. 433g, 16mmol, leq) VAT 100mL ) 1 & 1(v : v) [ THF IR EIR ST . IS
A (3. 28g,82mmol, Seq) I FT 1S I MNVR AL IR R IR 18 /NI o 5 BT iR I 24 {3
A H,0 o, @ N IN HCL #5 pH AT & 2. AGUTTER R, Bk s a2 H 34
TR EL TS VATR . SRR AR ELY, ] 1,0 AR K RIS, JE I Na,SO, T, 1 e I A W A
I A RE A TR R R Y ARt 2. 107g (51 % ) IrRE I A, EST-NS 255 (M-1) ,
211 (M-CO,H) .

[1529]  AIRRIEEGAE IX PR ASL s 10 Brthik (077 v2: 4k S A A4k 28 DAAE = 2 5
PV RE=TT R AT AEY.

[1530]

[1531]  (S)-4-{2-(4- £ MM —2— L ) —2-[2- (2- AR OR AL ) -3- JRE A BtIG A |- 4
B} ORI TR -

[1582] 'H NMR(CD,0D) & 7.32-7. 12 (m, 7H) , 7. 05-7. 02 (m, 1H) , 6. 99-6. 83 (m, 4H) ,
6.80-6. 75 (m, 2H) , 5. 35-5. 31 (m, 1H) , 4. 31-4. 26 (m, 1H) , 3. 75 (s, 3H) , 3. 20-2. 90 (m, 4H) ,
2.79-2.74 (m, 2H) , 1. 32—1. 25 (m, 3H).

[1533]  DARA2ARKRI T 2858 =77 Ak &9 1 HE BR i M s2 1]

[1534]

[1535]  (S)—4-{2-(4— Z.FLMEME —2— JE ) —2-[2-(3- FREL ) -3- FREE B AL 1- 2.3 )
AR IR -

[1536] 'H NMR(CD,0D) 6 7.33-6. 87 (m, 14H) , 5. 39-5. 25 (m, 1H) , 3. 95-3. 83 (m, 1H) ,
3.31-3. 10 (m, LH) , 3. 05-2. 88 (m, 2H) , 2. 80-2. 70 (m, 2H) , 1. 32—1. 23 (m, 3H). "F NMR
8 47. 59.

[1537]
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[1538]  (S)—4-{2—-(4— 2 EMEME —2— Jt ) —2-[2- (3— FEA LRI ) -3- R TAWE I ]1- 2
g} ORI TR -

[1539] 'H NMR(CD,0D) 6 7.85(d, 1H, J] = 8.4Hz),7.25-7.20 (m, 1H),7. 11-7. 02 (m, 4H) ,
7.01 (s, 1H) , 6. 90-6. 79 (m, 2H) , 5. 45-5. 40 (m, 1H) , 4. 09 (s, 2H) , 3. 79 (s, 3H) , 3. 12-3. 08 (m,
2H), 1. 10 (s, 9H).

[1540] AR V VYT K 2AT T I &4 -
[1541]

[1542]  HrppridZEdRe oo L ARG, ﬁﬁ R B HA 2

[1543]  —C(0) [(CR™H) ][ (CR*H]-

[1544]  RUZE, R ™AL, R EFURMIBCR BRI 24 55 3L, BTk 50 R % ROAT R °E F X
R XIT HE— 280 Uil .

[1545] £ XII

[1546]

gﬁ% R2 RS R5a

3- R -1,2,4- BE— 5 B

7
B

J496 FR 3

By o

it
iy

J497 H

7498 WEME —2— JE

H
f
iy

J499 M —o-

H
f
iy

500 SR -3 Jk

-
ht
iy

L501 3- HEE-1,2,4- ME— 5 B

(N
s
By

L502 ey -2

(N
s
2y
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L503 5 A e —2—
[1547]
%5 R® R’ R
1504 7.3 A MEME -2
L505 yae-s =) SelEmE -3 %k
L506 HE GiE-" 3- HHE -1,2,4- ME g —5-
L507 5 G1E7S ey —2— Kt
L508 5 FR A IgEWE —o— JE
L509 5 P e —o— J:
L510 2.3 FR A Sl -3 £
L511 WEWy —2- & A 3- I -1,2,4- ME—M 5 A
L512 ey —2- J A IBEWy —2— JE
L513 ey —2— Jt &= MgE My —o— Jk
L514 WEny —2- Kt A Mg —o— J
L515 ey —2- Ak A g -3 gk
L516 SEEM: -3 A 3- FJE-1,2,4- ME M —5- S
L517 SFemEmy -3 =) ey —2- Jk
L518 SFemEmy -3 A e -2 Jt
L519 SelEmE -3 5k A My —2— Jt
L520 SelEmE -3 Fk A SFelEmE -3 Kk

[1548]  AFEAEAR B VI VU7 H W ALA P mT @ S B g4 V TR R sL e 5 Btk
iopr> ik

[1549] %42 X1

[1550]
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- NH, * HBr
O,

3 29
[15511  lFIRIL6AF - (a) 2— £33 -3- 243, -3- A1, EDCI, HOBt, DIPEA, DMF ; =&, 18
NinE
[1552]
HgGV
[1553]
[1554]

30 31
[1855]  BGIAIZEAE < (o) (i) &AL (11), EtOH ; (i) SO,— MERE, NH,O0H s =i, 18 /M) .
[1556]  sLjifs] 12
[1557]  4-{(S)—2- (4— L. FEMEM: —2— J ) —2-[2- (3- H O -1, 2, 4— M i —5— J ) —3- Ok
WG 1 o8 b R R (31)
[1858]  2-*RJE —3-[(S)-1-(4- £ FEmEME —2— St ) —2— (4- fiHFE ORI ) — 2R L 1-3- A
MOl (29) B 4% | 0°C¥AT DMF (10mL) H[¥) 1-(S) - (4— 2 FEmEme —2— gk ) -2 (4- fg Kk
) OJEEIRIRER, 3, (0.406g, 1. 13mmol) \2— K I -3 £ -3- A AR (0. 277g) A
1= F2 3289 =1 (HOBt) (0. 191g, 1. 41mmol) VAN 1-(3— R E LML ) -3- 23
Tk — V% (EDCI) (0. 240g, 1. 25mmol) , Z JEMA A 4L 4l (DIPEA) (0. 306g) « 7£ 0°CF
W ITAIR AR 30 B, NSRRI AR . KRR P IA I BTR G 4) 3F F EtO0Ac
FHL . FH IN 7K HC1.5% 7K M NaHCO, 7K Al #6 7K k5 & I 1A HLAH a8 it Na, S0, 5. 7E
HATNERZEHERRML 0. 169g (31% 7% ) oidt— L atb i pr 4.
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[1559]  N-[(S)-1-(4- & F& ME g —2- FL ) 2-(4- i FL R 3L ) 2 3 1-2-(3- B & -1,
2,4- W M —5- Bk ) -3- DR BRI M ie (30) [ il & R 2- AR R -3-((S)-1-(4- £ AL R
e —0— 3L ) —2- (4- THFETRIL ) Z AR ) -3- AR AEE T F 2K (5mL) 1 3 I #4517 .
IOANTK R A (80mg) 1 2B iz 5 (43mg) , FF £ [l F 80mg filk & 1 AT 43mg £ I i 5 4k
Ho WA R NIR GV AR E L, IR R . g PR R Rk A AR T ARt
0.221g(94% ) BEMLRITT M.

[1560]  4—{(S)—2—(4— 2. FEmEm: —2— 3L ) —2-[2-(3— Fik —1,2,4— I -k —5— L ) —3—- IRk
B | 238 ) RFEEIERERR (31) MBI & 5 N-[ (S) —1-(4— 2 FEMEME —2— J ) —2— (4~ FiY
FoEIL ) 23 1-2-(3- Bk -1, 2, 4- I M —5- k) —3- ZEILTAELIE, 30, (0. 221g) &AL
B (11) (507mg, 2. 2mmol) VAT EtOH (25mL) H, FFK: B4R U 4 /NF o B8 B B9 77 9t
BAFRN R RWTE T EtOAc, IR NaHCO, 7 (50mL) , SR J5 45 T 1S 1A I £E 1 /N o
43 B T AFA HLZE 3 H EtOAc K BTk 2 IR EUM IR . 1& IR AVLE T (Na,S0,) it JE
FEHAE AR, G HIE TIERE (0. 143g) FFH SO,— MERE (0. 143g) Ab3E. 7E =3 T Hid:fr
IR NIRA D 438, Z JATNAN 7% NH,OH W . AR5 W46 TR &1 1 a1 oA i ik,
DU AR LR 0. 07 1g TR 7M.

[15611 'H NMR(CD,0D) : & 7. 29-6. 87 (m, 10H) , 5. 38-5. 30 (m, 1H) , 4. 37-4. 30 (m, 1H) ,
3. 42-2. 74 (m, 6H) , 2. 38-2. 33 (m, 3H) , 1. 34-1. 28 (m, 3H).

[1562] AR VI i S HA T UG 2- (M —2- 2 ) {b 54 -

[1563]

[1564]  Hr R'RRSFI L 48 F 3038 XITT H— 3 HA,
[1565] R XIII

[1566]
gﬁ% RZ RS Rl
M521 23k £ WEWy 2 A
M522 .k = EME —2- FL
M523 Va®-* = MEE e —o—
M524 V%" = SRREmE —3— H
[1567]
%% RZ RS Rl
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M525 Vae" e IR —2—
M526 VLY = SEREM -3 JE
M527 7.5 A MM —4- Jk
M528 2.3k =) Sl 4 B
M529 2.3k =) My —4- Jk
M530 V% =) PEME —4- J
M531 R EEf i

M532 Ve & Ve

M533 . HE A (B

M534 JaE" R SR
M535 5 R T

M536 23 GiE-S IR Ak

M537 5k FH 2 REE

M538 3 FP ik 2- WARHE
M539 5k FH Bk 3 FAKE
M540 ZH FH Bk 4- FAEE
M541 A HE A HR ik

M542 IR A Je S

M543 R A [SE3

M544 REE A SR
M545 R A THE

M546 R A A AREE

M547 IR FE A A

M548 AR HE A 2- FARLE
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M549 IRHE A 3- FoR A
M550 IR Hk A 4- AR HE
M551 ey —2- A FR A
M552 ey —2- Fk A V%"
M553 IEwy —2— = S
[1568]
%hi's R* R* R
M554 ey —2- 3 A S
M555 mEWy —2- 3 =) THE
M556 mEWy —2- 3 A AREE
M557 ey -2 = ek
M558 WBEWy —2- FE = 2- AR A
M559 BEWy —2- F = 3- AR A
M560 ey -2 Kt &= 4- ORI

[1560]  QFRAEAL ] VI R SR T SCBAR XTT B ik A1 sE ] 13 Birtdidk 1977

th IR

[1570] B%42 VI

[1571]

[1572] XIS < (a) 3- KA BEAE, SOCL,, N— FEEEBKIE, CH,CL,: %R, 18 /NI

[1573]
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[1574]  SRFFIZAE : (b) (i) H,:Pd/C, MeOH 5 (i) SO ,— MEME, NH,0H,

[1575]  SEJEf) 13

[1576]  (S)-4-[2-(4— ZFEMEME —2— B ) —2- (4- 56 —4- A T RGO, ) 238 1- R A
TR (33)

[1577]  (S)-N-[1- (4~ ZFEMEME —2— L ) —2- (4- AL IRAL ) 20 14— & —4- AL T iR
(32) HyHl#& 4 3- ZKFPBEAR (0. 250¢) ¥& T CH,CL, (BmL) H, I N- FREEBRE (0. 333mL)
HHEBMBERAEE0C, 2 5B MNET CHCL,(2mL) § W 5% B & (thionyl
chloride) (0. 320g) V& 0.5 /NBFJGE, IO (S)—1-(4- £ FEMEmE —2— L ) -2- (4- i 2 0%
i) 4%, 3, (0. 388g) o KFFTIR R SIVRAE i T HE 18 /N SR H SR Gl o KT S5 R
5T EtOAc FF A IN HCL AHEh/KEEH: . H4 I3y i S Na, SO, 105, ik yE ik 4a , 44 pr#3 A
MR A AR DR 0. 4158 FTRE 74

[1578]  (S)-4-[2-(4— L HEMEME —2— B ) —2- (4- 58 —4- AR T RGO, ) - 20k ] JRILE
R (33) MKl o (S)-N-[1-(4- ZFLMEmE -2 3t ) —2- (4- figdL et ) 2.3 1-2,3- %
- Bk, 32, (0. 2g) VAT MeOH(15mL) Ho INAMEALER) Pd/C(10% w/w) , K T fRIR &
MRS SR IR 18 /N o KBTS R SR AP0 CELITE™Z 5 38, ek B 9 7).
FIFASHRL = M7 Tk (5mL) FF ] S0,— MEBE (0. 153g) AbFE. 78 RGN KT MR A Yt
FE 5 4380, Z JE NN 7% NH,OH V. SR a4 TR IR A4, 1d it oAl (i 4l A3 2 1 ik R
YIS BEE B 3R 16 0. 090g Bl 7=

[1579]1 'H NMR(CD,0OD) & 8.68(d, 1H, J = 8. 2Hz),8. 00 (d,2H, J = 7. 2Hz) , 7. 80-7. 50 (m,
3H),7.12(s,4H) , 7. 03 (s, LH) , 5. 46-5. 38 (m, 1H) , 3. 29-3. 14 (m, 2H) , 3. 06—2. 99 (m, 2H) ,
2.83(q,2H, ] = 7.5Hz) , 2. 69-2. 54 (m, 2H) , 1. 33 (t,3H, ] = 7. 5Hz).

[1580] AT RARAERKH 1T EP AR AERR SIS E] . T ORI AR E 2L A
Yyl AE B SCHER I A TR %A 1 R T4 4 (460 N BG4 1 4- & - R AT
WAk 3 Skl % .

[1581]

[1582]  (S)-4-(2- (4— Z, FEmEME —0— L) -2 (5- A 4- A OB E R ) 23 RIS
2 -
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[1583] 'H NMR(CD,OD) &8.59(d, 1H, J = 8. 1Hz),7. 14 (s,4H) ,7. 08 (t, 11, J = 13. 0Hz),
5. 40-5. 35 (m, 1H) , 3. 37-3. 27 (m, 2H) , 3. 04-2. 97 (m, 1H) , 2. 83-2. 61 (m, 4H) , 2. 54-2. 36 (m,

3H), 1.33(t,2H, J = 7. 3Hz) , 1. 09 (dd, 6H, ] = 7.0, 2. 2Hz).
[1584]

)0
Q&éj
N

HQ

mZ

o AT
J

[1585]  (S)-4-{2-[4-(3,4- — & -20H- 2K I} [b][1,4]dioxepin-7- #& )-4- %

TOME e B ]-2-(4- & MR M -2- R ) £ BR ) OOR R A B R ((9)-4-{2-[4-G,

4-Dihydro-2H-benzol[b][1,4]dioxepin-7-yl)-4-oxobutanami

do]—-2-(4-ethylthiazol-2-y1)ethyl}phenylsulfamic acid) :

[1586] 'H NMR (CD,0D) 68.64(d, 1H, J = 8.4Hz),7.60(d,2H, J = 10.6Hz),7.11(s,3H),

7.04(d,2H, J = 5.5Hz),5.42-5. 40 (m, 1H) , 4. 30-4. 22 (m, 4H) , 3. 20—-2. 98 (m, 4H) , 2. 82(q,

2H, ] = 7. 3Hz) ,2.67-2. 48 (m, 2H) , 2. 23 (t,2H, ] = 5. 5Hz) , 1. 32(t,3H, J = 7. 3Hz).

[1587]

[1588]  (S)—4—{2-[4-(2,3- RIS AEGRHE ) —4— %0 T Wefigdt 1-2- (4- ZFEmEmE -2- 0 ) &

B} ORI IR -
[1589] 'H NMR(CD,0D), 88.64( ? d,1H, J = 8.1Hz),7.21-7.11(m, 7TH),7. 02 (s, 1H),
5.42(q,1H, J = 5.9Hz),3.90(d,3H, J] = 3. 3Hz),3.88(d,3H, J] = 2.9Hz), 3. 22-3. 18 (m,

2H) ,3.07-2.99 (m, 2H) , 2. 83(q,2H, J = 7.3Hz),2.63-2.54(m,2H) , 1. 34(t,3H, J =

-
{

7.69Hz) .
[1590]

[1591]  (S)—4—{2- (4 ZHLMEME —2— Ik ) —2—-[4— 5 —4— (Wb mE —2- 0 ) T HefigHE ] 20k ) - 2%
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R R

[1592] 'H NMR(CD,0D) 6 8.60(d, 1H, J] = 12.8Hz),7.91-7. 81 (m, 2H) , 7. 48-7. 44 (m, 1H) ,
7.22-7.21(m, 1H),6.99(s,3H),6.91 (s, 1H),5.30(q, 1H, J] = 5.4Hz),3.36(q,2H, ] =
7.0Hz),3.21-3.15(m, 1H) , 2. 91-2. 85 (m, 1H) , 2. 74 (g, 2H, J = 10. 4Hz) , 2. 57-2. 50 (m, 2H) ,
1.20(t,3H, J = 7. 5Hz).

[1593]

RV

S
o N

[1594]  (S)-4-1{2-[4-(2,3- =& I [b][1,4] & -6-J5) 4- 4T Bifig it 1-2-(4- &
SEMEMe —2- L) 2L ) KRB SRR ((S)-4-{2-[4-(2,3~dihydrobenzo[b] [1,4]dioxin-
6-y1)-4-oxobutanamido]-2—- (4—ethylthiazol-2-yl)ethyl}phenylsul famic acid) :
[1595] 'H NMR(CD,0D) § 7.52-7.47 (m, 2H), 7. 11 (s,4H),7. 03 (s, 1H),6.95(d, 1H, | =
8.4Hz) ,5.41(q, 1H, J = 3. 7THz) ,4. 31 (d,4H, J = 5. 5Hz) , 3. 24-3. 12 (m, 2H) , 3. 06—2. 98 (m,
2H) ,2.83(q,2H, J = 7. 3Hz) , 2. 62-2. 53 (m, 2H) , 1. 33 (¢, 3H, ] = 7. 3Hz).

[1596]

X

(15971 (S)~4-[2- (4= BT 3HAE ~4- ST WAt ) -2- (4- ZEMEmE —2- 3t ) 20 ] R
ST -

[1598]  'H NMR(CD,0D), 8 7. 10 (s 4H),7.02 (s, 1H),5. 41 (g, 1H, J = 3. THz) , 3. 30-3. 25 (m,
1H) ;3. 06-2. 99 (m, 1H) , 2. 83(q, 20, J = 7.3Hz),2.52-2.40 (m, 4H) , 1. 42 (s, 9H) , L. 33 (¢,
3H, J = 7. 3Hz).

[1599]

S HNw L0
o™ YN U
i
~" 00 H,

[1600]  (S)-4-[2-(4- £, —4- A T B ) —2- (4- 2 3RmEm: —2- 3 ) 72.0% ] R H
TR -

)
it
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[1601]  'H NMR(CD,0D) 6 8.62(d, IH, J = 8.4Hz),7.10(s,4H),7.02(s, 1H),5. 40 (g, 11,
3.THz),4.15(q,2H, J = 7.3Hz),3.28-3. 25 (m, 1), 3. 05-3. 02 (m, 1H), 2. 82 (q, 2H, ] =
4.4Hz) , 2. 54-2. 48 (m, 2H) , 1. 33 (t, 3H, ] = 7. 3Hz), 1. 24 (t, 3H, ] = 7. OHz).

[1602]  AKHH VIT S5 — T B HA T A 2- (e —2- ) (L&) -

[1603]

[1604]  Hrp R'S RPA R °[ARFR Sl MESE B4R N S0 XTIV i — 5k
[1605] & XIV

[1606]
5 R* R* R'
N561 GiE-" e IR A
N562 GiE-" A B
N563 FR Bk =) 2- BA
N564 GiEY =) 3 oA K
N565 HH A 4- HREE
N566 FH Ak A 2- FARHE
N567 FR A 3- AL
N568 R =) 4- FAREE
N569 Vae-" = KA
N570 V" ) R
N571 %3 A 2- BAKE
N572 .3 A 3 AR
[1607]
s R? R* R'
N573 .3 A 4- T
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N574 Z.H = 2- SRR
N575 Z.H = 3- A
N576 Z.H = 4- IR
N577 WEwy —2- 3 |H R
N578 BEWy —2- & R Ak
N579 BEmy 22— |A 2— A K
N580 BEWYy —2- L |A 3- AR
N581 BEWy —2- L |H 4 FAHE
N582 BEWy —2—- F S 2- AR
N583 BEWy —2—- F S 3- S
N584 BEWy —2- & 4- SR
[1608]  ELFELEAK I VIT SR A AT IS R SCBE 7 XTTT ik AUk itafol 14 Prfiiid
iapr ik
[1609] e X111
[1610]

3
(16111 KX FIRLAE : (a) &
[1612]

=

At

=
Jr

34 35
[1613] Rk FIAIZA: « (b) (i) H,:Pd/C, MeOH ; (ii) SO ,— MHLEE, NH,0H.
[1614]  SEjEH) 14
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[1615]  (S)-4-(2—(3— "RIEMRIE ) -2- (4 L FEMEME —2- 3 ) Z0 ) REEZIERR (35)
[1616] 6%&—%2@%—&—@—Zé@%%—ze%)a—@—ﬁ%ﬁﬁ%)ZE%J%EQQEW%
% VAT 10mL CH,CL, 1-(S) -~ (4- Z.Jkmeme —2— 3t ) —2- (4- RYILFERL ) ZIeE iR,
3, (0. 360g, Immo1) F Et,N (0. 42mL, 3mmo1) ﬁ}ﬂﬁﬂﬂ)\j<;¥ F&Es (0. 12mL, lmmol) P
RIRAMEZE N HEE 18 /NN o G BT W idad 1 8 43 55 AR A1 0. 425 (96 %672 ) &R
i3 — L Al AR AT AT F ) BT R )
[1617]  (S)—4-(2- (3— LRI ) —2- (4— 2 FEIgEme —2- 3k ) 2 5k ) FRALGEILAER (35)
& g (S)—1- Rt —3-[1-(4— Z HLmgEme —o— JL ) —o— (4- WYL TR AL ) 2.3 1 IR, 34, (0. 425g)
VAT MeOH (4mL) H o IMAMEALE R PA/C(10% w/w) , T8 IR-AE S S M R HikE 18 /)
I} o ¥ BTSSR NVR A i3 CELTTE™ 2 98, Y80 b 2578 751 o A8 B4 7= Futkme (12mL)
ﬁ%%—%%@2%@&ﬂif%m?H%ﬁ&f@ MR 5 %, Z JE N 7% NH,0H
VAW SRR YE TR A1), I3 Sorl (i 4 AL 49 B (5% ) AR E B ER 19 0. 143g BT
%%Pi¢%o
[1618] 'H NMR(CD,0D) & 7. 32-7. 30 (m, 2H) , 7. 29-7. 22 (m, 3H) , 7. 12-7. 00 (m, 4H) , 6. 84 (d,
1H, ] = 8. 1Hz),5. 35-5. 30 (m, LH) , 4. 29 (s, 2H) , 3. 27-3. 22 (m, 3H) , 3. 11-3. 04 (m, 3H) ,
2.81(q,2H, J = 10.2,13. 0Hz) , 1. 31 (t,3H, ] = 4. 5Hz).
[1619] DA REHEAEARRI V 15— J7 AL A Y r AEBR il R s )
[1620]  4-{[(S)—2-(2— £ HEmEME —4- 5L ) -2- (3-(R) - F & Ak —1- % —3- ARHE —2- )
fRIE ] Ok ) ORI -
[1621] '"H NMR(CD,0D) & 7.36-7.26 (m,3H),7.19-7. 17 (m, 2H) , 7. 10-7. 06 (m, 2H) ,
6. 90-6. 86 (m, 3H) , 5. 12-5. 06 (m, 1H) , 4. 60—4. 55 (m, 1H) , 3. 69 (s, 3H) 3. 12-2. 98 (m, 6H) ,
1. 44-1. 38 (m, 3H).

[1622] ARV 1188 —Jymmsh L HA a0 2- (MEME —4- 0L ) L&) -
[1623]

U?\S/JO a 3
Ho” SN N
\ T
H )
[1624]  Horp RUFN R “MOARFR H PESLHIAE SR XV hk— DR,
[1625] R XV
[1626]
gﬁ% Rl R4
0585 R R
0586 3k R
0587 NSES FR 3
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0588 S SiE-1
0589 ARk A
0590 Rk R
0591 2~ WARFE R
0592 2- FA Sk HH
0593 Wy —2- R
0594 MEME 2 JE &
0595 MM —2— SiE-1
0596 e S LE
0597 2 L
0598 . V%
0599 TR 2 e "
0600 Sk .5k
0601 ARk V%
0602 Rk .5
0603 2- FoRHE .3
0604 2- FORH .3
0605 MEWy —2— Jk V%
0606 MEME —2— Sk L H
0607 e -2 V%
0608 FenEm o- £ (2%
0609 R MENy —2- &
0610 Ve MENy —2-
0611 IEP 4 WENy —2-
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[1627]

e R R

0612 S ey —2-
0613 R ey —2—
0614 R ey —2- Jk
0615 2- T MgEy —2—
0616 2- SR EE BEWy —2- &
0617 ey -2 H ey —2—
0618 e -2 Jt EWy —2-
0619 Mgy —2— J ey —2- Jt
0620 FelEmE 2 B |BEwy 2- B
0621 GiE-S ey —2— Bk
0622 3 EmE —2— Bk
0623 NISZE:S EmE —2— &
0624 S Ak e 2
0625 ST e 2
0626 R e -2 K
0627 2- FATE IgE M —0—
0628 2- S IgE M —0—
0629 MEmy 2 A IgEmE —o— H:
0630 e —2— mEmy —2— Bk
0631 e -2 ey —2— Bk
0632 FelEmE o B |BEME -2
0633 IR M 2
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0634 ZH M 2
0635 TEPT 3 D —2—
0636 AR M -2 Kk
0637 H M 2 St
0638 R M o Bt
0639 2- R M o
0640 2- SRR I o
[1628]

H R R

0641 ey -2 H P 2
0642 e —2— J M -2
0643 M -2 e —2— Jt
0644 SRmEmE -2 B (g -2 B

[1620]  ALFEAEA K] VIT 858 5 B AW mldd B SCg /2 XTIV #IAR A1 sE e 14
TR (1) 77 15k 1] 4 o

[1630] %42 XIV

[1631]

3]
b
(93]
feo ]

[1632]  BAIMIZEAT (a) “RIEFFUERE, TEA, CH,Cl,: R E, 18 /N
[1633]

N
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[1634]  FNAIZA: « (b) (1) H,:Pd/C, MeOH ;5 (i1) SO ,— AHEME, NH,0H.

[1635]  SEZjitafs 15

[1636]  4—{(S)—2—(3— *RILHRIL ) —2-[2- (MEWy —2- J& ) MEME —4- KL ] 20k ) - ORIE S LT
g (37)

[1637]  1-“FJk —3-{(S)—2- (4- AEFEIRIE ) —1-[2- (MEwy —2- Jk ) mMEmk —4-JL ] 208 } g
(36) il 4% AT 10mL DCM [ (S) —2— (4~ RHFEZRIE ) —1-[ (2 WMEWy —2— Jt ) MEME —4- 3 )
CIEEIRIR £, 8, FEt,N (0. 42mL, 3mmo 1) HIVEMINA AR 2 J R EE (0. 12mL, 1mmol) o ¥ Fr
FRIRAWAEZ I N IFE 18 N/ o Jl ik ol ik 724 43 5 L3Rk 0. 445 (96 %6772 ) Tt
Tt — Al RO A I /& 7= 40 o

[1638]  4—{(S)-2—(3— “FAEMKIAL ) -2-[2- (MEWy —2- S ) MEME —4- Bt ] 720k | JRIRS SLA
B (37) M4 o 1- R -3-{(S) —2— (4— Mg RS, ) —1-[2- (MEWy —2- J& ) MEME —4- J ]
2.3 ) R, 36, (0.445g) YT MeOH (10mL) F1 CH,CL, (5mL) o fOAfEAL & Pd/C(10% w/w),
¥ BT AR e SR R HERE 18 /N K BTG I BB A 0i8 3 CELTTE™ 21 38, Yk B
FVER KT T EE (12mL) FHT SO,— MERE (0. 110g) 4. fE=E KR
NI AR 5 43, Z JA NN 7% NH,OH ¥& W . ARG IR 48 TSR &4, il ik s Al fa i 4l
AR BIRR R IR AEE R R 0. 080g BT =4

[1639] 'H NMR(CD,0D) 6 7.61(d, 1H, ] = 2. 1Hz) , 7. 58 (d, 1H, J = 6Hz) , 7. 33-7. 22 (m, 4H) ,
7.17-7. 14 (m, 1H) , 7. 09-6. 94 (m, 6H) , 5. 16 (t, 1H, ] = 6. 6Hz),4. 13 (s, 2H), 3. 14-3. 11 (m,
2H).

[1640] A VITI 288 S 2 A A 2- (HEme —4- Bt ) (a1

[1641]

[1642]  Hiip R R L 78R 30 XVI Hhif—35 5 X
[1643] R XVI
[1644]
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2% % | R4i L Rl
P645 Ll 3 -S0;- i 3
P646 oF 3 -SO;- i3
P647 AR -80,- ¥ E
P64 | Ewr2 X -SO,- P
P64y | ¥ -80- ZATE
P650 %3 -SO5- ZRFE
P651 %4 -SO;- ZRATA
P652 | Euy-2-E -80;- ZRATAE
P6s3 | ¥R -80,- 653
P6s4 | i -80,- 3
P655 AR -SO;- 3
P656 | Ewr-2-E -SO;- 3
P657 YE -S0,- 222-ZRALE

[1645]
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G5 R? L Rr

P658 i -S0;- 222-Z /T E

P659 E 1 -80,- 222-Z AL E

P66 | Eep2-E -80,- 222-Z /L&

P661 7R -S0,- 5

P662 LR -80,- 3

P663 AR -S0;- 523

P664 | Eep2-E -80,- 5

P665 PR -S0;- +RER

P666 8% 3 -80;- 4-RER

P667 ES 3 -S0;- 4-REXR

P668 | Ewp-2-E -S0:- 4-REXR

P669 7R -S0s- 34-— A-2H-F 3 [b]] 14] B
%-7-%

P670 i -80,- 3.4-= 8 -2H-%[b]] 1.4] &%
-7-%

P671 8 3 -S0;- 3.4-— £ 2H-F - [b]| 1.4] B%
-5

P672 | sEwr2-R -SO,- 3.4-= 8-2H-F 3 [b]] 1.4] &%
-7-%

P673 bl -S0;- 1-F R -1H-%vd4- 8

P674 % 3 -S0;- 1-F R -1H-2kve4-%

P675 x5 -S0;- 1-F R -1H-"kvg-4-%

P676 | &2 -S0;- 1-F R -1H- %4 %

P678 vE -S0;- - AKXELR

P679 % 3 -S0;- -LEmatxA

PGSO ES 3 -S0;- 4-LBAAXE

P681 | =Ewr2-A -S0;- 4-LBEAAXE

P682 i 3 -S0,CH,»- E 8 3

P683 or 3 -80,CH,- F A

P684 5 -S0,CH,- FE

[1646]
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ol R? L R
P685 | Ewp2-% -8O,CH,- FE
P686 7R -S0,CH;- @-TFAHKAELTE
P687 i -S0,CH,- G-FEBREARLTE
P688 & -S0,CHy- -FEBERXHPE
P689 | &w-2-% | -SO.CHy- @-PEREXLTE
P690 Fi -80,CH,- Q-FAELA-R)FTE
P691 o 3 -SO,CH;- Q-F B4 K)FP R
P692 | X4 -80,CH;- Q-7 Kok 4-R)F 4
P693 | a2 R -S0,CH,- (2-F Bokeb 42T X
P694 -3 -S0,CH,CH;- E 4
P695 %3 -80;CH,CH3- i
P69 FE -50,CH,CH;- 2R
P697 | Ew-2-2 | -SO,CHCH,- ES S |
[1647]  ALFEAEAR K WV T 20010 AUl R SCi 72 XV B A S iG] 16 Frtid i 77
ki % o
[1648]  PFg4E XV
[1649]

22 38
[1650]  JAFIAIZAT : (a) CH,CH,S0,C1, DIPEA, CH,Cl,;0°C &=, 14 /N
[1651]

ON"

38 39
[1652] A FNAIZA: « (b) (i) H,:Pd/C, MeOH ;5 (ii) SO ,— AHEMIE, NH,0H.,
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[1653]  sLjiEfs] 16

[1654]  {4-(S)-[2- AL MBI Z AL —2— (2 MEWy —2- JRMEmE —4- L) £t ] JR0E ) &K
FAiE (39)

[1655]  (S)-N—{2—-(4- fiHE R 0L ) —1-[2- (M my —2- k) mMEmMe —4- Bk ] 208 ) -1- )AL i
TR (38) HIMHI 4 1] 0°C HIVA T CH,CL, (6mL) () 2— (4— RS FE A8 3L ) —1- (2— EWy 2— JLgE
e —4—-JL) 2. f%,8, (330mg,0. 80mmol) [FEIFMRMNIA AL f% (0. 30mL, 1. 6mmol) , 2
JE N R RS (167mg, 0. 88mmol) o K Frfd R MR A MIAE IR N HiHk 14 /Nef o ¥ Fr
IRA YA CH,CL R BE I F LR NaHCO 96, 2 Ja F #hK Pk, B HT1% (Na ,S0,) ik 38 If
HAWYE l E AR TS R R A AR A 210mg (A ELEA I BT R P2

[1656]  {4—(S)—[2— 7 Ik FA ik h Ik —2— (2— MEWy —2- JEmEme —4- L) 2 ] ZE R ) &
R (39) M1 4 (S)-N-{2-(4- BRI ) —1-[2- (WEwy —2- & ) MEME —4- 5 ] 2
B 1= R T i, 38, (210mg, 0. 41mmol) ¥ T MeOH (4mL) H o IOAELE K PA/C(10%
w/w) B TR AR AR IR 18 /NS KT E R BLR A Wit CELITE™ 2 it 8,

B B 2205 R G TSR = vE T ke (12ml) FEH SO,— ke (197mg, 1. 23mmol) 4bFE. 7
BRI REEASMIHE 5 48h, Z JFINN 7% NHOH . SR GRS IR A1), 18
it SR BB A AT B R AR P AR A E R £ 14 0. 060g T 75 7 4) o

[16571  'H NMR (300MHz, MeOH-d4) & 7. 52-7. 63 (m, 6. 70-7. 28 (m, 11H) , 4. 75 (t, ] = 7. 2Hz,
1H) , 3. 95-4. 09 (m, 2H) , 3. 20 (dd, J = 13. 5and 7. 8Hz, 1H),3.05(dd, J = 13. 5and 7. 8Hz,
1H). 1013770

[1658]  FHTBg4% XV HR (a) W [EMAT] 75 Z) il il " SC#g A8 XVI Bk FI SS9 17 Fir
TR R iRk &

[1659]  sLjifafs] X VI

[1660]
> CH \/ S—CH
Ci\/[h{ 3 A ;SZ\/[}%‘“ ’
| NaQ :
[1661]
[1662]

[1663]  FIAIZAE « (b) PCL,, POC14:50°C, 3 /N,

[1664]  SLjEfsl] 17

[1665]  (2— FRJLIEM: —4- JL ) HREEES (41)

[1666]  (2— FRJLMEME —4- 5L ) HIREFREN (40) [Wl#% A% 4- GUFHE —2- FFEERE (250mg,
1. 69mmol) ¥&T H,0(2mL) IfF WAL (224mg, 1. 78mmol) AbHE ., 15 I N IR S YI4E
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200°C F fipR S 20 b o A ik M2V S0 HE 7K (30mL) #vBE I A EtOAc (2 X 25mL) BEik
W B K PR 2k 4 AR it 0. 368g s (A[i iR I BT 75 7M. LC/MS ESI+194 (M+1, iR ) o
[1667]  (2— FRJLMEME —4- JL) FIRABES (41) & o (- FRJRmEmE —4- 5L ) FREEREN,
40, (357mg, 1. 66mmo 1) V& T A FALHE (6mL) " I L& L % (345mg, 1. 66mmol) AbFE, %
FTid [ TR A AE 50°CHERE 3 /N, ARG A HI R = . KRR A7 T3 R E A
T CH,C1, (40mL) , A ML NaHCO, M #h /K Peidc o KA MUAHIE I MgSO , 18, ik JEIFAE H 2% rh R
FIEFNCAHRAL 0. 095g HIAZEMPIRFIT T F= M. LC/MS BST+211 (M+1) o 1531 {1 i) 7= i Ji
VLB R — DAL RD n] BT 842 1X

[1668]

{)\\S &U
HOT N

HN ¥

N
$

(1669 4~ ((S)-2-[ (2~ F 4 g e 4 3 ) PR 0 O o )2 [2- (O gy —2- B ) 1
W4 ] 2 ) SRR -

[1670] 'H NMR(CD,0D) : & 7. 71=7. 66 (m, 2H) , 7. 27=7. 10 (m, 7H) , 4. 87 (¢, 11, ] = 7.3Hz),
4. 30-4. 16 (g, 2H, J = 13. 2Hz) , 3. 34-3. 13 (m, 2H) , 2. 70 (s, 3H).

[1671] DA RAFEEARH VI T S B0 A 2 3R R TS24
[1672]

)

Qi\g _1,'10
HO” N
H

[1673]  {4-(S)-[2- ZREE R AL —2- (2- Z ke —4- k) 208 ] o0k | - GURIHIR -
[1674]  'H NMR(300MHz, MeOH-d,) & 7. 27-7.32(m, 3H) , 7. 16-7. 20 (m, 3H) , 7. 05-7. 6 (m,
2H) ,6. 96 (d, J = 8. 4Hz, 2H) , 4. 70 (t, J = 9. OHz, 1H) , 3. 91-4. 02 (m, 2H) , 2. 95-3. 18 (m, 4H) ,
141 (t, J = 7. 5Hz, 3H).

[1675]
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[1676]  {4-(S)-[2-(3- ML AIL ) HREM RS —2- (2- L HLMEME —4- 3L ) 2% ] R0 )

BILTHIR -

[1677] 'H NMR(300MHz, MeOH-d,) 6 7.20(t, J = 8. IHz. IH),6.94-7. 08 (m, 41),
6. 88—6. 94 (m, 3H) ,6. 75-6. 80 (m, 1H) , 4. 67 (t, J = 7.2Hz, 1H),3.90-4. 0 (m, 2H) , 3. 76 (s,
3H) , 2. 95-3. 16 (m, 4H) , 140 (t, J = 7. 5HZ, 3H).

[1678]

CO,CH,
[1679]  (S)-4-{[1-(2— ZJEMEME —4— J ) —2— (4- B IR N I ) 2R E eIt ] A - 2%

R P B -

[1680] 'H NMR (300MHz, MeOH-d,) § 7.90-7. 94— (m, 2H),7. 27-7. 30 (m, 2H) , 7. 06-7. 11 (m,
3H) ,6.97-7.00 (m, 2H) ,4. 71 (t, J = 7.2Hz, 1H),3.95-4. 08 (4, 2H),3.92(s,3H),
2.80-3. 50 (m,4H) , 1. 38-1. 44 (m, 3H).

[1681]

’»Cg%#o |
Ho N
H
[1682]  (S)—4-[2-(2- £ FEMEME —4—FL ) —2— (1 - A 3 — I H- BRI —4- WPl 2 ) 23 1-28

LR SR -

[1683] 'H NMR(300MHz, MeOH-d,) § 7.54 (s, 1H,7. 20 (s, 1H) , 7. 09 (s, 1H) , 6. 92-7. 00 (m,
4H) , 4. 62(t, J = 5. 4Hz, 1H) , 3. 70 (s, 3H) , 2. 98-3. 14 (m, 3H) , 2. 79 (dd, J = 9. 3and15. OHz,
1H),1.39(q, J = 7. 5Hz, 3H).

[1684]
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5 S
I\
RV 10
Ho™ N - t«‘a

e,
[1685]  4—{(S)-2-[2— (MEWy —2- J& ) MEM: —4- JL ]1-2-(2,2,2- =R LEWHEMEE ) - 2

A} A IR -
[1686] 'H NMR(CD,0D) : § 7. 62-7. 56 (m, 2H) , 7. 22 (s, 1H) , 7. 16-7. 06 (m, 5H) , 4. 84 (t, 1H, J
= 7.6Hz),3. 71-3. 62 (m, 2H) , 3. 32-3. 03 (m, 2H)..

[1687]

167
[1688]  {4-(S)-[2- (IRJE LMRAME AL ) —2- (2 WEWy —2— FEMEME —4- Jk ) 20k |- ORk ) |
FETAIR -

[1689]  'H NMR (300MHz, MeOH-d,) & 7. 56-7. 62 (m, 2H) , 7. 047. 19 (m, 9H) , 6. 94-6. 97 (m,
2H),4.78(t, J = 7.8Hz,1H),3.22-3.30(m,2H)),3. 11(dd, J = 13.5and 7.8Hz, lH),

2.78-2.87(m,4H).
[1690]

[1691]  {4-(S) - [3- (RIS Ik ) -2 (2 MEWy —2- JLBEIE —4- 0k ) 20k 1- 0k |

AR -
[1692] 'H NMR(300MHz, MeOH—d,) & 7.56-7. 62 (m, 2H) ,6.99-7. 17 (m, 10H) , 4. 72 (t, J
= 7.8Hz,1H),3.21(dd, J = 13.5and 7. 2Hz,1H),3.02(dd, J = 13.band 7.2Hz, lH),
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2. 39-2. 64 (m,4H) , 1. 65—1. 86 (m, 2H) .
[1693]

[1694]  (S)-{4-[2-(4- F AL 3,4~ & —2H- Z9F [1, 4] WEmR —7- BEBE &5 ) —2- (2
Wy —2- JLMEME —4- JL ) 7.3 ] OR3E ) EILRES .

[1695] 'H NMR(300MHz, MeOH-d,) § 7.53(d, J = 5. 1Hz, 1H)7.48(d, J = 5. 1Hz, 1H),
7.13-7.10 (m, 1H) ,7. 04 (d, J = 84Hz,2H),6. 93-6. 88 (m, 3H) ,6. 75(d, ] = 8. Hz, 1H),
6.54(d, ] = 8. 1Hz,1H),4.61(t, ] = 7.5Hz, 1H),4. 20-4. 08 (m, 2H) , 3. 14-3. 00 (m, 4H) ,
2.69 (s, 3H).

[1696]

[1697]1  4-{(S)-2- (4~ LBREFERFL WAL A L ) —2-[2- (MEmy —2- J& ) MEME —4-J ] 7,
gt} ORI TR -

[1698] '"H NMR(CD,0D) : 6 7.67-7. 52 (m, 6H) , 7. 24-7. 23 (m, LH) , 7. 12-7. 09 (m, 3H) ,
7.02-6. 99 (m, 2H) , 4. 70 (t, 1H, ] = 7. 3Hz) , 3. 25-3. 00 (m, 2H) , 2. 24 (s, 3H).

[1699] AR IX KE—Try L EA T EY -

[1700]

y S>_R4
i
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[1701]  JHorp RUZHRMBIRBUR IO A4 5 4, 1fi R Y& C |\ —CoELBE STREBIA e 5, HOIGAE T
SRR XVIT e aiid

[1702] FE XV II

[1703]
S R R:l
Q698 -CH; 4-(FREARE RS-
0699 -CH; 4-[(2-FEA2-RL )R PH ] Eg5- 4
Q700 | -CH; 5-11-N-(2-F £ & -2- 8T H)-1-H-" k-3- K |Eed
24
[1704]
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i M B

g}a ,g_ R4 ~R1
Q701 -CH; 5-2-FRERL)yRrk-2-4
Q702 -CH; S-US)-1-(BRTREERA2-F AT E|EE 24
Q703 -CH; S-l4-(FP A A)F A Beb2- 8
Q704 -CH; 5-(3-F A AT AL 2
Q705 -CH; S(4-F )R 24
Q706 -CH; 5-2-FREX L )pEeb 24
Q707 -CH; 5-3-FAERL)yEeb2-4
Q708 -CH; 5-(4-F A R )yEek-2- %
Q709 -CH; 5-24-Z A X A yKed-2-8
Q710 -CH, 5-3-FAEFH)Eeb 2 £
Q711 -CH; 4-3-FRAFRyE4 24
0712 -CH; 4-(4-B XA pEed 24
Q713 | -CH,CH; HTPRAERLER 54
Q714 | -CH,CH; 4-[Q-FRE2-ACH)APBA S S &
Q715 | -CH,CH; | 5-[1-NV-(2-F £ A-2-8 C A - 1-H-5%-3- KA 8=
2-%
Q716 | -CH,CH; S-2-FRAFREyEA 22
Q717 | -CHyCH; | S-[(S)-1-(RTAEE L) 2R L CAPEg 24
Q718 | -CH,CH; S5-H-(PEHZLVRE|R-2-8
Q719 | -CH,CH; S3-PRAFLIEA 2R
Q720 | -CH,CH, S-(4-F A )ysek 2
Q721 | -CH,CH; 5-2-FRAEF Ak
Q722 | -CH,CH; S-3-FRAREyE- 24
Q723 | -CH,CH, S5-(4-g R Ay A
Q724 | -CH,CH; 5-(24-— R R A )yEek 2%
Q725 | -CH,CH; S-3-FRAFEyE=-2- 4
Q726 | -CH,CH; 4-(3-F B A F H)yEed-2-K
Q727 | -CH,CH; 4-(4-B KA )R 2K
Q728 FAEA A(FRAE LRSS K
[1705]
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W5 R* R!

0729 TR 4-{2-FPRA2-R LA TR L5
Q730 FEA | S{1I-N-Q-F AE2-R T H)-1-H-5%k-3- & %
0731 HRA S-(2-F BB R A )yEep 2R

Q732 FEE | SSI-EBTRESZL)2-FA TR B4 24
Q0733 AL 5-[4-(F AR )R K Reb2- 2

Q734 A A 5-(3-F AAF )k 2-24

Q735 AR 5-4-RA)EL-2-1

Q736 b8P 4 5-(2-F RA R B )yEed 2%

Q737 AL 5-3-FRAERL)yEek2- 4

Q738 KR A S-(4-A X f)yErk2-%

Q739 FEA S-(24-Z R A B )yEed 2R

Q740 FEH 5-(3-F R A FH)yReb 23

Q741 7P 3 4-3-F A B F Ayt 2 1

Q742 FEA 4-(4- AR E)gok 25

[1706] 4077 RUAEUC A B AR BUAC [ EmE —4— FL BT 10 IX 2R — ik a4l @t
SCHEAE XVIT ALt 18 Frfiiad i 7 vk il 4 o
[1707]  P{4% XVII

[1708]
e
O ,_vCH3
e O
7 42
[1709]  XFIFIZAE < (a) CH,CN, [RIE 524 /N o
[1710]

OgN'v” '

42 43

(17111 WA« (b) Z&mALDK, CaCo,, CCl,, H,0 s 2, 18 /NI,
[1712]
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[1713]  RFIAIZAE: : (¢) KOtBu, THF s =&, 2 /N,
[1714]

S
w
N
O:N ; S>
L/
HyCO,C" N meoe” N
44 45

[1715]1  RFIAIZAT: < (d) (1) SnCl,~2H,0, EtOH ; [Hl3, 4 /M (1) SO,— AW, NH,0H.
[1716]  sZjafs] 18

[1717]1  (S)—-4-(2— (2 I HhmgEme —4— k) 2— (4- ( AU AR At ) EmE —5— JLa Bt ) 0%
FEF AR (45)

[1718]  (S)—2-(4- fiHZEIRAL ) —1- (2— RFEMEME —4- 0L ) Z SRR ER (42) Bl 78
T CH,CN(5mL) HH ) (S)— HUT J -4 W —1-(4- AHAR ORI ) -3— 4T —2- e AL PR R, 7,
(1. 62g,4. 17mmo1) FIRRACZE FFEEIZ (0. 63g,4. 60mmol) FIVE-A IR 24 /N o 5 BT S S M
TREYIVS 2 =R IF R PTRE RN — 2.8k (50mL) o JEik i U TE s Uiie . B2 T4
BB fA DApe it 1. 2g (67 %772 ) W4, LC/MS ESI+326 (M+1) o

[1719] () -4-(1- AR El At —2-(4- gL oR 2 ) 2 0% ) —2- DR L e (43) 1 il 4% : 1)
BT H,002mL) f (S)—2-(4- Fg L PR L ) —1-(2- ZR B ME M —4- 3L ) 72 I & IR 1R #h, 42,
(726mg, 1. 79mmo1) A1 CaC0, (716mg, 7. 16mmol) HIFEWINA CCl, (3mL) , Z J5 NN SR AL ik
(0. 28mL, 3. 58mmo1) o 1 Frf3 I BM/E il T Bt 18 /N, S8 J5 F CH,CL K ke o 4%
5B CHCLARHUK M JZ . F K EEs TR & 3 AN, T8 (Na ,S0,) FRERTT
AR RRARW, ¥ i — S ALRE (CHyCL,) 2k PAFR AL 480mg (73 % ) 1 ta [AA I B /5 7
Yo

[1720]  'H NMR (300MHz,CDC1,) 8 8. 15(d, J=8. 7Hz,2H) , 7. 97-7. 99 (m, 2H) , 7. 43-7. 50 (m,
3H),7.34(d, J = 8. THz, 2H) , 7. 15 (d, J = 0. 9Hz, 1H) , 5. 40-5. 95 (m, 1H) , 3. 60 (dd, ] = 13. 8
and 6. 0Hz, 1H),3.46(dd, ] = 13.8 and 6. 0Hz).

[1721]  (S) - F3E 51— (2~ ZRFEMEEME 4~ 3 ) 2~ (4- R OR 3L ) — 2 AR (O ] e M —4— R TR
Bi5 (44) %14 1a1VAT THE (3mL) BIAUT 40 (89mg, 0. 75mmol) EIFFMUINN 50 2. /P
5 (651 L,0.68mmol) , Z G AN (S)—2- RHE —4- (1- AR AL —2- (4- g RAL ) 2.0 ) M
M, 43, (250mg, 0. 68mmol) o K4 AT 3 R NVR G H7E 2 T i 2 /NE, S8 5 (B ML NaHCO,
F EtOAc (3 X 25mL) ZEER TR &4, FH #h /KB Frid & A HIAH, 1% (Na,s0,) JFEAK

ES

~—
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4o B BT A= it A AR LA DRI 323mg ( ~ 100 % ;=3 ) ¥ 8t [ A4 1 T 75 7
). 'H NMR (300MHz, CDC1,) & 8. 09-8. 13 (m, 2H) , 7. 95-798 (m, 3H) , 7. 84 (d, ] = 1. 2Hz, 1H),
7.44-7.50 (m, 3H) , 7. 28-7. 31 (m, 2H) , 7. 96 (d, ] = 0. 6Hz, 1H) ,4. 7T1-4. 78 (m, 1H) , 3. 92 (s,
3H),3.60(dd, ] = 13.8 and 6.0Hz, 1H),3.45(dd, J = 13.8 and 6. OHz, 1H).

[1722]  (S)—-4-(2—(2— ZEFLIgEME —4— FE ) 2— (4— ( BRIkt ) MEmE —5— B dt ) 238 ) %
SRR (45) (M4 2K (S)— 3L 5-[1-(2- JRFEMEME —4- L ) —2- (4- IR ) - 2
FRE AL ] R —4- FRPRIE, 44, (323mg, 0. 68mmol) FIEAE (11 ) (612mg, 2. 72mmol) & T
EtOH J4 SV ml it . 25 B 505500, Fa T AR RV T EtOAc. I NaHCO, ¥ v Al %
IR TR R FE 1 /NS B TSR HLUZ, ) EtOAc ZEEUT AR Z IR W FTE &
HAWZTE: (NayS0,) , 1k B FH IR AE AR EE W, Fa FHLiE TEwe (10mL) FF A SO,— mtng (130mg,
0.82mmol) Kb¥E . N5 T3 BRI S W7EZE FHiH: 5 28, <SG 7% [ NH,0H V& . 28
Je W BT AR A VR4 1 i ok A s TS i R Al Ak LA At 0. 071g BIPE A LI R
/B

[1723] 'H NMR(300MHz, MeOH-d,) § 7. 97-8. 00 (m, 3H) , 7. 48-7. 52 (m, 3H) , 7. 22 (s, LH),
7.03-7. 13 (m,4H) , 4. 74 (t, ] = 6. 6Hz, 1H) , 3. 88 (s, 3H) , 3. 28-3. 42 (m, 2H) .

[1724] A7 RUNBURHIECR B (B —2— FEM T IX K% — F m L & mlm T
SCEEAR XVITT B AN sLiads] 19 FrffiR o7 2okl 4 i fd 46 nl 4R AE 11 AL
i) 12 Jd it FIR At — B R B A Qs ey —2— AR BRI Fre ke il 4%

[1725]  #%4% XVIII

[1726]

o
S
46 47
[1727]1 WA - (a) & WRALER, CaCo0,, CCVH,0 ;%37 , 18 /N,
[1728]

[1729]  FIAIZAE < (b) CH,CN, [l , 24 ZNE S
[1730]
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H;CO
48 49

[1731] KA « () (i) H,:Pd/C, MeOH ;5 (i) SO ,— MEHE, NH,0H.
[1732]  sZjEfl 19
[1733]  4-{(S)-2-(2- FRTAFEMEME —4- JE ) —2-[4- (3 A ARIRIE ) MEm: —2- 4L ] &
gk} ORI IR (50)
[1734]1  (S)-1-(1-(2- FRTAFEMEME —4- JE ) —2- (4- RESEOR DL ) ) - TRllk (47) mifil# -
[ ¥ T CCl,/ 7K (25mL/20mL) [ (S)—1-(2— PRI SR MEME —4- k) —2- (4- R R L ) 4%
SR, 32, (4.04g,10. 9mmol) F CaC0, (2. 18g, 21. 8mmol) AWM & B ALTR (1. 5g,
13. Immo1) o ¥4 BT {3 S RE7E 238 N HHE 18 /NI, SR 5 A CH,CL MUKk . 14 % 2 7 B I H
CH,CLARUK M2« FEhKBEB TR & H A NAE, T8 (Na ,S0,) FH/EEZ TR NERR
W), 2 S L AHZE K (0. 5M¥E T 1,4- ZHEhe, 120mL) AbFE, ik 5 fbak2lifh DASR it 2. 90g
IR AR I T35 7240 . LC/MS BST-347 (M-1) .
[1735]  (S)—4-(3— AR HE ) -N-(1- (2 FRTA SR MEME —4- JL ) -2 (4- fi R BE ) 20k )
WEME -2 i (48) [T & FF (S)—1-(1- (2 PR HEMEME —4- JE ) —2- (4 fiH 0K 0L ) 2. 08) - it
fik,47, (350mg, 1. 00mmol) 1 2- R -3" - F4(H: - ZMi2K (253mg, 1. 10mmol) 7 3mL CHyCN
H B I AR T 24 /N o K B AR A IR 48 30T i DR AR 0. 172g 28 L[4
LC/MS EST+479 (M+1) .
[1736]  4—{(S)—2—(2— ¥} TA J& W& M —4— L ) —2-[4-(3— HF 4 3 2% L ) — 1gE e —2- 3 47
] 2 ) RREEIEREEE (49) BRI o5 (S)—4-(3— BRI ) V- (1- (2- BRT Sk
M —4— L) -2- (4- HEHLOREL ) 2.0 ) MEME —2- %, 48, (0. 172g) AT 10mL MeOH H'o JNA
AL ER PA/C(10% w/w) , 5 TR A AR A SR I HHE 18 /INeF o i BTSNV & )18
it CELITE™Z 38, Y Ik B 2574 7o 1 BSR4 T SmL ke 3 A SO 5— ke (114mg) 4b
B, E=E B NHEE 5 938, Z JFA 10mL (¥ 7% NH,OH 9. AR5 40 Tt
TREH, xSl B el 15 B R R DR IR A R 19 0. 033g AT R 74
[17371  'H NMR(CD,OD) : & 7. 33-7. 22 (m, 3H) , 7. 10-6. 97 (m, 5H) , 6. 84-6. 80 (m, 2H) ,
5.02(t,1H, J] = 6.9Hz),3.82(s, 1H),3. 18(q,2H, ] = 7. 1Hz),2.36(q, 1H, J] = 4.6Hz),
1. 20-1. 13 (m, 2H) , 1. 04-0. 99 (m, 2H) .

[1738]  DAN2 A HEAE TX 358 —Jr i AL S o AR R sl PR se ol
[1739]
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HO

[1740]  (S)-4-(2-(4-((2- I 2- | ) F P WAL ) mEme —5- FLg it ) 2-(2- 2%
WERE —4- JL ) 20 ) IRILE SRR

[1741]1  'H NMR(300MHz, MeOH-d,) & 7.91 (s, 1H), 7. 08-7. 10 (m, 3H) ,6.99(d, ] = 8. THz,
2H),4.58(t, ] = 6.9Hz, 1H),4. 11(d, ] = 2. 7Hz,2H),3. 78 (s, 3H) , 3. 14-3. 28 (m, 2H) ,
3.06(q, J = 7.5Hz,2H),1.41(t, J = 7. 5Hz, 3H).

[1742]

Q. 0

H,0™ ™

(17431 (S)~4- (2~ {5~ [1-N=(2- F4 -2~ A LA B ) —1 -H-Mg|ibg —3— Ik ] IR -2k
G -2 (2 PR —4- B ) 20k ) FRILEUERER .

[1744]  'H NMR(300MHz, MeOH~d,) 8 7.63(d, J = 7.8Hz, IH),7.37 (s, 1H),7. 18-7. 29 (m,
4H) , 7. 02-7. 16 (m, 4H) , 6. 85 (s, 1H) , 5. 04-5. 09 (m, 1H) , 4. 85 (s, 3H) , 3. 27 (dd, J =13. 5 and
8. 1Hz, 1H),3. 10 (m, J = 13.5 and 8. 1Hz, 1H) ,2. 69 (s, 3H).

[1745]

[1746]  4-((S) —2-(5—(2— FAZ LRI ) WMk —0— JLo Bt ) —2— (2— FRRRMEME —4- 0 ) 20%)
FKILG IR -

[1747]  'H NMR (300MHz,MeOH~d,) 8 7.52(dd, J=7.5 and 1. 2Hz, [H),6.95-7. 24 (m, 10H)
5.04-5. 09 (m, 1H) , 3. 92 (s, 3H) , 3. 26 (dd, J = 13. 8 and 8. 4Hz, 1H),3. 10(dd, ] = 13.8 and
8. 4Hz, 1) , 2. 72 (s, 3H).

[1748]
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[1749]  4-((S)—2-(5—((S) —1- GRUT S AL i At ) —2- Ot 2 0 ) W —2— JL U Ot ) —2—- (2- HH
FEMEME —4- 3L ) 20 ) ARG IR

[1750] 'H NMR(300MHz, MeOH-d,) & 7. 03-7. 27 (m, 10H) , 6. 50 (s, LH) , 4. 95-5. 00 (m, 1H) ,
4.76 (t, ] = 6.9Hz, 1H) ,3. 22(dd, ] = 14.1 and 6. 9Hz, 1H) , 3. 00-3. 10 (m, 2H) , 2. 90 (dd, J
= 14. 1 and 6.9Hz, 1H),2.72(s, 3H) , 1. 37 (s, 9H).

[1751]

[1752]  (S)—{4-{2-[5-(4- AL et ) TRk J Wk —2— JL G | -2 (2 F L e —4 - L )
L ) FRIE TR -

[1753]  'H NMR(300MHz, MeOH-d,) 6 7.99(d, J = 7.5Hz,2H),7.56-7.59 (m, 2H) ,
7.23-7.24(m, 1H) , 7. 08-7. 14 (m, 4H) , 6. 83 (d, J = 10. 2Hz, 1H) ,5. 08(t, J = 6.0Hz, 1H),
3.91(s,3H), 3. 25-3. 35 (m, 1H) , 3. 09-3. 13 (m, 1H) , 2. 73 (s, 3H).

[1754]

[1755]  (S)—4-(2—(5—(3— HZAR o3 ) Mame —2—-
RILF SR -

[1756] 'H NMR (300MHz, MeOH-d,) & 7. 03-7. 28 (m, 8H) , 6. 79-6. 83 (m, 11) , 5. 70 (s, 1H) ,
4.99-5. 06 (m, 2H) , 4. 41 (d, ] = 2. 1Hz,2H),3. 80 (s, 3H), 3. 27-3. 37 (m, 1H) , 3. 03-3. 15 (m,
1), 2. 71 (s, 3H).

[1757]

L) —2-(2- FSEmEM —4- 3L ) 23E)
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0. .0
ﬁgﬁ
o~

e

[1758]  (S)-4-(2-(2— FRALMEME —4- JL ) 2 (5- FRIENEME —2- SLaE(Ut ) 20k ) FRILR LN
1 -

[1759]1  'H NMR(300MHz, MeOH-d,) 8§ 7.45(d, J = 8.7Hz,2H),7.33(t, J = 7.8Hz,2H),
7.18-7.22(m, 1H) , 7. 10-7. 14 (m, 6H) , 7. 04 (s, 1H) , 5. 04-5. 09 (m, 1H) , 3. 26 (dd, ] = 13.8
and 6. 3Hz, 1) ,3.10(dd, J = 13.8 and 6. 3Hz, 1H), 2. 70 (s, 3H).

[1760]

[1761]  4-((S)—2- (2 FRTAFEMEME —4- FL ) -2-(4- (3- FE SR HE ) e —2- JLE ) &
A ) R

[17621 'H NMR(CD,0D) : 8 7. 33-7. 22 (m, 3H) , 7. 10~6. 97 (m, 5H) , 6. 84-6. 80 (m, 2H) ,
5.02(t, IH, ] = 6.9Hz),3.82(s, 1H),3. 18(q,2H, ] = 7. 1Hz),2.36(q, 1H, ] = 4.6Hz),
1. 20-1. 13 (m, 2H) , 1. 04-0. 99 (m, 2H).

[1763]

(17641 (S)—4-(2-(2- SR AEMEME —4— 5t ) —2- (4- (4- UKL ) MEME —2- B0t ) 25)
FKILG IR -

[1765]  'H NMR(CD;0D) : 8 7. 79-7. 74 (m, 2H) , 7. 14-7. 03 (m, 7TH) , 7. 21 (s, 1H) , 6. 79 (s, 1H) ,
5.08(t, IH, J = 6.6Hz),3.29-3. 12(m, 2H) , 2. 40 (g, 2. 40, J = 5. 1Hz), 1. 23~1. 18 (m, 2H) ,
1. 08-1. 02 (m, 2H).

[1766]
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A4
N

HO

[1767]  4-((S) -2 (2- FATAEMEME —4- Jk ) -2 (4- (2- FARAERAE ) MRk —2- JL0t ) &
A ) FRHA IR -

[1768] 'H NMR(CD,0D) : 6 7.89-7.87(d, 1H, J = 7.6Hz),7.28(t,1H, J = 7.0Hz),
7.10-6. 96 (m, 8H) , 5. 03 (t, LH, J = 6. 9Hz),3.90 (s, 1H), 3. 19(q, 20, J = 6. 6Hz) , 2. 38 (g,
IH, J = 4. 8Hz), 1. 21-1. 14 (m, 2H) , . 06=1. 00 (m, 2H).

[1769]

O\\ép [
e e N ;
"N \[?"/ "

S /\ ’

i
[1770]  4-((S) -2 (2— IR FLMEME —4— FL ) -2 (4- (2,4~ g RSE ) MEME —2- L HL ) &
) R IR -

[17711  'H NMR (CD,0D) : 68.06-8.02(q,2H, J = 6.9Hz),7.12-6. 95 (m, 7H) , 6. 88 (s, 1H) ,
5.11(t,1H, J = 6.9Hz),3.22-3. 15(m, 2H) , 2. 38(q, 1H, ] = 4.8Hz),1.22-1. 15 (m, 2H) ,

1. 06-1. 02 (m, 2H) .
[1772]

OCH,

[1773]  (S)—4-(2- (4 (3— FIA 0k ) WM —2- Lot ) —2- (2- AT AEMEE —4- 3%) &
#) FRHZAINAR -

[1774]  'H NMR(CD,0D) : 8 7. 22-7. 17 (m, 3H) , 7. 09-6. 97 (m, 5H) , 6. 78-6. 66 (m, 3H) ,
3.77(s,2H), 3. 75 (s, 3H) , 3. 20-3. 07 (m, 2H) , 2. 35 (q, 1H, J = 4.8Hz), 1. 19-1. 13 (m, 2H),

1. 03-1. 00 (m, 2H) .
[1775]
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[1776]  (S)—{5-[1-(2— 2. F& Mg W —4- FL ) -2-(4- T & 3 7% 3L ) 2 3
F-2H-[1,2,4] =M —3— J& |} ZIE PR P ES

[1777]1  'H NMR (300MHz, MeOH-d,) & 6.97-7. 08 (m, 5H) , 3. 71 (s, 3H), 3. 51 (s, 3H) , 3. 15 (dd,
J=13.5 and 6. 3Hz, 1H), 3. 02-3. 07 (m, 3H) , 1. 40 (t, ] = 6. 6Hz, 3H).

[1778] AR VI =7 S H2AG T RUWHEY

[1779]

A ]-2- H

il

0O o
A0

Ho” N
Il-i’
[1780]  Hoot RUZEARAUBEAR BRI 2% 55 310 R A2 B A Bl R BA 0 2 3 AR ) Bl R
BRI 205 3, HLAE R SCR XVITT s — A .
[1781] K XVIII

[1782]
B5 R R!
R743 %2 4-(F RAR R yE25-%
R744 AE | 4E-TEA2LRACHRTHA|ESS-E
R745 ¥4 S-[I-N-2-F &4 2- 8 T R)-1-H-5%-3-5 %
2 3
R746 xE 5-2-F AR L )yEep2- 4
[1783]
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£ R R’

R747 RE S5-[(S1-(BTRARL2-F AT ERee-2-
A

R748 ES 3 S-A(PEBRARAPES -2

R749 x5 S5-(3-F R A FREA2-%

R750 FE S-(4-F E)yEe2-R

R751 & 4 S-2-FREAFR LRS- 2-£

R752 53 3 5-3-FREARL R4 2-F

R753 i S-(4-RARX)pEed2-4

R754 x5 S-24-Z A E L yRee 22

R755 xR S-3-FRAEFAyE42-8

R756 x5 4-3-FRAFTL 428

R757 % d-(4-REAyEet 2 2

R758 E-2- A A-(FAE AR L yEed S &

R759 For 2 | 4jE-FREZ-RLH)ATRA] Bk 54

R760 FEap2- | S[I-N-(2-F RE-2-R T R)-1-H-%5"%k-3-% &

2R

R761 a2 5-Q-FEAFRL R4 2%

R762 w2 | SS)I(RTARBEREP2-RECA RS2
i3

R763 Kogy2- % S-4-(PARAR L B2

R764 oy 2% 5-(3-9 f A F R Bk 2 K

R765 o2 S-(4-F A )Ee-2-%

R766 o2 S5-2-FREREyEep 24

R767 o2 5-3-FREX R ke 24

R768 o2 B S-(4-AFEE)yE2 24

R769 o2& 5-24-Z R R R )yEek 2 £

R770 sEopr2- 8 5-(3-FREFRyEE2-£

R771 s 2 4-(3-F AR K )yReb2- £

R772 ep2-% 4-(4-A R E g2

R773 A A 4-(F A BB B )yRek-5- 4

[1784]
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§%4§_ }K& Ill
R774 oo h 4 4-J2-FPEA AR PR A |ES 52
R775 FRE | S [I-N2-F RA2-RTE)1-H-4%-3-5 R
w3
R776 FRA 5-2-F A X A)R4-2-4
R777 78 F 3 S-[(S)-1-(BTEEAEL)2-F AT EPEARD
b 3
R778 HEE S-4-(PRAB XL B2 A
R779 HEE 5-3-F A A FX)Ee2-5%
R780 AR 5-(4-K ) Rek-2- 8
R781 A S-2-FEAXR )R8
R782 FARE 5-3-F A AR B ygek2-&
R783 FAHA S5-4-REA)E2 24
R784 FEA 5-24-= R A K )yE4-2-%
R785 AL 5-3-FAAFA)E 28
R786 FARE 4-3-F AR E)ygod-2-£
R787 TR 4-(4-B R R g2
[1785]  AT4r RUMELAR B R B gEme —4— L8000 TX 2888 I Rk A il
SC#AE XIXL XX AT XXT BratiiR A o) 20,21 F1 22 Brftiik i 75 2k 6 4
[1786] A2 XIX
[1787]
"
SO
o A I-INYQ
Oty O 011
e O ¢ Ot
50
[1788]  RFANAILEA : (a) (1) (T3 )0COCT, Et,N, THF ;0°C, 20 43%f. (ii)CHN,;0CESE

& 3 /N,

[1789]
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50 51
[1790]1  XFFILAE « (b) 48% HBr, THF ;0°C, 1. 5 /M) o
[1791]

Br
o’ 4 e NI, * HBr
O CH
e CHs 51
52
[1792]  AFIAIZEAF « (c) CH3CN s [HiR 2 /i)

[1793]

N

[1794]  FIAIZEAE - (d) & Wifbhx, CaCo,, CCL,, H,0 s =0, 18 /N,
[1795]

" ,>_CH3

53 54

[1796]1 & FAIAIZA : (e) (i) CH;C(0) NHNH,, EtOH s[RI, 2 /Mo (i) POCL,, Z L 18 /NEY 5
50°C 2 /i

[1797]
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0,
H I >—CH
Neyf ?

55
[1798]1  RFIAIZAF: < (f) (i) H,:Pd/C, MeOH ;5 (ii) SO ,— MEEBE, NH,0H.

[1799]  sLjfs 20

[1800]  (S)-4-(2-(5— FJE 1,3, 4~ MgE M —2— SR ) -2 (2 ZRJEMEME —4- 3 ) Z.5%)
HRIHEF TR (55)

[1801]  [3-FE A —1- (4-AHHE R AL ) 2- A - T B |- @R IRABUT s (50) il 4% «141 0°C
(19T THF (20mL) 12— (S) — U T A RIS 2, -3 (4- iR ) - TR (1. 20g, 4. Ommol)
EWIETEIMA = (0. 61mL, 4. 4mmo1) , Z 5 M T 2 FIRES (0. 57ml, 4. 4mmol) « ¥4
P3N IR A WIAE 0°CHEHE 20 -8R AR a1t uE. A OCEHEF HE (~ 16mmol) FOTVA R AL H
gl yEd . s I BUR S W7E T HidE 3 /R RYE . 1 TS RV T EtOAc JF
TEAE H A ER KRS T8 (NayS0,) , I IEIF BBk 4 o R i m pilad — it (e
/EtOAc 2 @ 1) ZifbDURAE 1. 1g(82% 772 ) Rk E (AR FT TH 7710

[1802]  'H NMR(300MHz,CDC1,) & 8. 16 (d, J = 8. 7Hz, 2H) , 7. 39(d, J = 8. THz, 2H) , 5. 39 (s,
1H),5.16(d, J = 6. 3Hz, 1H) , 4. 49 (s, 1H), 3. 25(dd, J = 13.8and 6.6,1H),3.06(dd, J =
13. 5and 6. 9Hz, 1H), 1. 41 (s, 9H).

[1803]  [3— ¥ —1-(4- fifdk — 13 ) —2- % - R |- A B EAUT BR (51) Wil 4 14 0°C
(19T THF (5mL) 1 [3— H %L —1- (4- AR AL ) —2- % — T E ] - R LT 241, 50,
(0. 350g, 1. 04mmo1) YAVBLZEE M 48% aq. HBr (0. 14mL, 1. 25mmol) » K {5 S N IR & WI7E
O CHLEE 1. 5 /INSFAR JGAE 0°C A0 A1 7K 14 Na,CO % K« FH EtOAc (3X 25mL) 2K BL T 43 VR &
W, FHER KBRS TR A G WA B, T4 (Na,S0,) , 1 38 3 2 23 e 4 AR AL 0. 400g [
B AR T BB PT R . 'H NMR (300MHz, CDC1,) §8.20(d, J = 8. 4Hz,
oH),7.39(d, J = 8. 4Hz, 2H) , 5. 06 (d, ] = 7. 8Hz, 1H) , 4. 80 (q, ] = 6. 3Hz, 1H) , 4. 04 (s, 2H),
1. 42 (s, 9H).

[1804]  (S)—2- (4~ AHFEIRFL ) —1-(2- IRFLIEME —4- L ) ZREERIRE: (52) MIfl& 5V
T CH,CN (5mL) f [3— ¥R —1— (4~ figdk — 53 ) —2- & - 3L 1 - SR F R T R, 51, (1. 62¢,
4. 17mmol) FERACIE FEERE (0. 630g,4. 59mmol) VRS MIIEIF 24 /N o K TS RN TR &4
REZZER, MFTEEBIMAN 28 (50mL) , 8k i SR B UTE « B 2515 BT A5 ] 44
PAFRHE 1. 059g(63% ) BIFTRE 4. ESI+MS 326 (M+1) .

[1805]  (S)—4-[1- FHRAE L —2- (4 fiEFERAL ) - 20 ]-2- JRFELIEME (53) Ml & [V
T CCl,/ K (10 :7. 5mL) 1 (S)—2— (4- fig R A, ) —1- (2— JRAEMENE —4- It ) Z R SRR L,
52, (2. 03g,5mmol) A CaCO,(1g, 10mmol) FIFEWINAN &b (0. 46mL,6mmol) » HFHif5
SN PAE S IR T HEFE 18 /NI, SR Y CH.CL MK MRS . 3 & )5 0 B JF A CH,C1, 2 UK T
2o FEhK B AR & I B, T8 (Na,S0,) FH7E B2 NIk Wik A, < fak st
AR (CHCLy) Ak DIRAE 1. 71 (93% 722 ) HIPTFHEF=4. ESI+MS 368 (M+1) .
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[1806]  (S)—5— FEJE —N—[2— (4— RYELHEHL ) —1— (29— LM —4— JE ) 205 ]-1,3,4— ME—
M —2- e (54) K914 A5VE T BLOH(BmL) 1 (S)—4-[1- FRREUE -2- (4- BRE AT ) - 2
He ]-2- FRFEMEME, 53, (332mg, 0. 876mmol) FIZELiE (65mg, 0. 876mmol) [FIYE 2 /Mo YK
B 22 VA7), K TSR AT T POCL, (3mL) , K TSI AL = I8 R BBk 18 /NI, 2 Rl ik
PRI 50°C. F3E 2 NI . BB AR R4S A B AW T BeoAe (4oml) o,
A IN NaOH 2bFE T8 VE W B 3 pH AR FAEZ) 8. H EtOAc ZEENPTIRVAR . FH EtOAc Heig i
BB I KR, B FRBFARAT BLIZ I Eh7K B e, ek MO, T, 3o W 3 U2 Wi DA 4
0. 345¢ (93% 72 ) B LB A I F7 4.

[1807]  'H NMR(CDC1)8.09(d, J = 8.4z, 2H),7.91 (m,2H) , 7. 46 (m, 4H) , 7. 44 (s, 1H) ,
5. 23 (m, 1H) , 3. 59 (m, 2H) , 2. 49 (s, 3H) . EST+MS 424 (M+1).

[1808]  (S)-4-[2-(5— HIHE —1,3,4— W& M —2— JLGUHE ) —2— (2 JRJEMEME —4- 0L ) 20 ]
R IR (55) [IH] % 45 (S)-5— HHk -N-[2- (4- AL ) —1— (2 R JEmEmE —4- 3t )
2, 1-1,3,4- B W —2— 6,54, (0. 404, 0. 954mmol) V& T MeOH(5mL) 1. fin A Pd/
C(50mg, 10 % w/w) , FFAEE IR N BERk 43R 5 W) EL B W78 P S ML 56 il K TS5 L
R APYIEAS CELTTE™ B, MR R &I 7. S PTAA™ Va T (4mL) I SO - miLwi
(0. 304g, 1. 9lmmol) AbFR. 7E L TR FTR I BIVR & TR 5 2B, ZJ5 AN 7% NH,0H
TR (50mL) o SR 5 WG T AR &4, 13 SO il & HPLC 284645 2 5 R P AR Ty i
19 0.052g (11 % 7228 ) B & 7 4. "H NMR(CD,0D) : 8 8. 00~7. 97 (m, 2H) , 7. 51-7. 47 (m,
3H),7. 23 (s, 1H), 7. 11-7. 04 (q,4H, ] = 9. OHz) , 5. 18 (t, 1H, ] = 7. 2Hz) , 3. 34-3. 22 (m, 2H) ,
2.50 (s, 3H). EST-MS 472 (M-1).

[1809]  PE4% XX

[1810]

8

(18111 FIFIZAF « () S BRALBK, CaCO,, CC14/H20 s 2, 18 /AT,
[1812]

56 57

[1813]  AFIAIZAE: « (b) CH,CN, [H137, 5 /N
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[1814]

{)\\S %O
e

DN HO

37
[1815)  BARAIZEAF « (c) (1) Hy:Pd/C, MeOH 5 (1) SO, MEWE, NH,OH s % ik, 18 /N
[1816]  sLJitifsl 21
[1817] 4= ((S)-2-[4-(2- FY S0 B o B ) 1B 8 —2— 2 G 2 ) —2-[2- (ME Wy —2- B ) 1K
e —4- 3£ ) 238 | FIEEUERR (58)
[1818]  (S)—1-[1- (MY —2- SLURME —4= 2% ) =2 (- MHARRE ) £ J- Bl (56) 9]
% <V T CCLy/ 7K (10mL/5mL) 1 (S)-2- (4- S 25 JE ) —1- ( MWy —2- FEWEME —4- JE )
LA RIR S, 8, (1.23g,2.98mmol) FT CaCo, (0. 597g, 5. 96mmol) AIFEWINAN — &AL T
(0. 412g, 3. 58mmol) o AFTAE S RIILE S T HERE 18 /AN, SRJF T CILCLFUKFRRE . 5%
JEA BT CHLCLAEBUK LR . FEA KW A 2 A LA, TR (Na S0, JFZEE%E T
WA NIRRT, 2 e H R EIK (0. 5MIET 1,4- 84T, 29. 4ml, 14. Tmmo1) Ab3E , 33t — 4K,
LREAEAL ISR G 0. 4908 LU (L #9575 7240 ESTHMS 399 (M+1) 6
[1819]  4-(2- FAEIEAEIE ) N { () -2~ (4- RGIEHIE ) ~1-[2- (WEWy —2- JE ) M —4- 3 ]
2} W -2 e (5T) (14 K (S)—1-[1- (WEWY —2- FEWEIE —4- J ) —2- (4- REHEHRIE )
2.3 1- iR, 56, (265mg,0. 679mmol) FiS -2/ - AL ZBEE (171mg, 0. T46mmol) AhFE
PAFRAL 0. 221g B2 LA I BT 7R 774 ESTHMS 521 (M+1) o
[1820] 4~ ((S)~2-[4- (2~ AP S0 B 7% B ) W ¢ 2~ JE G 2 ) —2-[2- (ME Wy —2- 3 ) mE
I —4- 3£ ] 20 ) SRIEGUEREIR (58) (14 o 4- (- FEUIESRIE ) N-((9) -2~ (4- RY L
Fe)-1-[2- (mENy —2- L ) MEME —4-FL ] 2.3 ) WEME -2 i%, 57, (0. 229g) VAT 12mL MeOH.
MBI PA/C(10% w/w)  J B A B UR B R HERE 18 /N . 46 BT 1SR BLIR A
Wit CELTTE™ g, o Fk Bk J28 7 o 3BT ML 03 T 6mL WL 3P SO~ MEE (140mg)
ROFE. {53 R TR R BOR SRR 5 4060, 2 JE A 10nL (K1 7% NH,OH 7. SRJEK
G A, T RO (R LA B RO TR A LSRG A 210 0. 033¢ T 35740
[18211 'H MR(CD,0D) : 8 7.96-7.93(m, 1H) , 7. 60~7. 55 (m, 2H) , 7. 29-7. 23 (m, 1H) ,
7.18-6.95(m, 9H) , 5. 15(t, 1H, J = 6. 9Hz) , 3. 90 (s, 3H) , 3. 35-3. 24 (m, 2H) .
[1822] 18 RONEUA ISR B A ROMEI: —2- SEMLTE 0 1X K58 — 7 IR A A 40Tl T
SO XXT T4t RIS 22 48 7 vk 46 o FTRRAR R 20 XVTT RISE AR 18 Kt

2 R4 39,
[1823]  %4% XXI
[1824]
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Hjc,o'n
53 60
[1825]  AFNAIZEAL : (a) 1- B oAt —1- (8- FHEIAERIL ) 4R, PPh,y, —FEHE, 90°C 20 73-45F
[1826]

[1827]1  WRFIMIZAE : (b) (i) H,:Pd/C, MeOH ;5 (i1) SO 4~ MELIE, NH,0H 1&,184\&9‘0

[1828]  SZJfafs 22

[1829]  4-{(S)-2-[5-(3- HAR AL ILIL ) N —2— JLG ik 1-2- (2— R ALmEME —4- 3L ) 2.5k )
IR IE G IEREER (61)

[1830]  [5—(3— HHARFEIAAL ) mEmr —2- J 1-[2-(4- FEFE T3 ) —1- (20— IR mgEm: —4— 3L )
2.3 ] i (60) B AT 0k (6mL) 1 (S) —4- (i &t 2- (4- 2R L) &
) -2- FRFLWEME, 53, (300mg, 0. 81mmol) \1- & & —1-(3- FAILIKIL ) 4 (382mg,
2. 0mmol) F1 PPh3 (0. 8g, aéé.\%%é.\ﬂﬁ ~ 3mmol/g) MR A %f 90°Cin#k 20 3 8h.
T o Jse B VRV H) 2 2 U B R RV R, R AT B I iR R Ml A A e Ak DL R A
300mg (74% 72 ) K A FEE KR Y.

[1831] 'H NMR(300MHz, MeOH-d,) 6 8.02(d, J = 7. 2Hz,2H),7.92-7. 99 (m, 2H) ,
7.42-7. 47 (m, 3H) , 7. 22-7. 27 (m, 3H) , 6. 69-7. 03 (m, 4H) , 6. 75-6. 78 (m, 11) ,5. 26 (t, ] =
6. 3Hz, 11) , 3. 83 (s, 4H) , 3. 42-3. 45 (m, 2H) .

[1832]  4-{(S)—2-[5—(3— HH A AL R Bk ) Mdmk —2— JLo( Bt ]-2- (2- R AR —4- 0L ) ¢,
B ORER IR IR (61) M A% g [5-(3- A AR R L ) M —2- O ]-[2-(4- B AR OR
He)-1-(2—- ZRELmEmM —4- L) 7,04 ] %, 60, (300mg, 0. 60mmol) AT MeOH(15mL) H. A
HEER PA/C(10% w/w) , 3 IR IR S WE A E T e 18 /N o 1 i I M VR A )3
it CELITE™Z 38, Y bR VA 75 K TSR =48 Tk (10mL) 1H SO 5— mkne (190mg,

1. 2mmo1) AbFR. 78I TR NMIFE 5 7%, < J5 N 7% NH,OH & . SR 5k 48
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BB A4, idit oAl g 24 15 B R R AR AR R 819 0. 042g BG4

[1833] 'H NMR (300MHz, MeOH-d,) 8 7.99(d, J = 7.5Hz,2H),7.46-7. 50 (m, 3H) ,
7.23-7.29 (m, 3H) , 7. 04-7. 12 (m, 6H) , 6. 78 (dd, J = 8. 4and 2. 4Hz, 1H),5. 16 (t, ] = 6. 6Hz,
1H), 3. 81 (s, 3H) , 3. 29-3. 39 (m, 1H) , 3. 17(dd, J = 13. 8and 8. 1Hz, 1H).

[1834]  DUR&AK M IX 255 =y i i FEBR i Mk szl o
[1835]

[1836]  (S)—4-(2-(5— R AL —1,3,4— ME — Wk —2— JL (L ) —2-(2- JRALMEM: —4- L) 2
B ) - R AR

[1837] 'H NMR(CD,0D) : 6 7.97-7.94 (m, 2H) , 7. 73-7. 70 (m, 2H) , 7. 44-7. 39 (m, 6H) ,
7.25(s, 1H), 7. 12(s,4H) , 5. 29 (t, 1H, ] = 6. 9Hz) , 3. 35-3. 26 (m, 2H) .

[1838]
Q%éﬁ )
BO %\1{
[1839] 4-((S)-2-(5-TH #: -1,3,4— Mg — M —2— ﬁ%ﬁ )—2—(2—( Mg Wy —2— J£ ) ME

W —4- k) £k ) FRFEA IR -

[1840] 'H NMR(CD,0D) : 8 7. 59-7. 54 (m, 2H) , 7. 17-7. 03 (m, 6H) , 5. 13 (t, 1H, J = 7. 2Hz),
3.32-3.13(m, 2H) , 2. 81 (t,2H, J = 7. 4Hz), 1. 76-1. 63 (h,6H, J = 7. 4Hz),0.97 (t,3H, J =
7.3Hz).

[1841]

[1842] 4-((S)-2-(5— % J: -1,3,4— ME — mp —2— JH: Z A )-2-(2-( ME Wy —2— F: ) I
e -4 JL ) 25 ) FRELE IR
[1843] 'H NMR(CD,0D) : & (m,2H),7.49-7. 45 (m, 2H) , 7. 26-7. 16 (m, 5H) , 7. 05—6. 94 (m,
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6H) ,5. 04 (t, 1H, J = 7. 1Hz) , 4. 07 (s, 2H) , 3. 22-3. 04 (m, 2H) .
[1844]

[1845] 4-((S)-2-(5—(ZE—1- FLH L) —-1,3,4- ME Mk —2- JEE I ) —2- (2—- (MEWy —2- }&)

WENE —4- Sk ) 20 ) AR IARE -
[1846] 'H NMR(CD,0D) : 8 8. 08-8. 05 (m, 1H) , 7. 89-7. 80 (m, 2H) , 7. 55-7. 43 (m, 6H) ,

7. 11-7.00 (m, 6H) ,5. 08 (t, 1H, J] = 7. 1Hz) ,4. 63 (s, 2H) , 3. 26-3. 08 (m, 2H) .
[1847]

"()
[1848]  4-((S)—2-(5-(( A AL H 3L ) F I )-1,3,4- M e —2— FL 5 L ) —2-(2- (Mg

Wy —2- 2k ) WEME —4-JL) 20k ) SRELFALTAR -
[1849] 'H NMR(CD;OD) : 8 7. 48-7. 44 (m, 2H) , 7. 03-6. 92 (m, 6H) , 5. 02 (t, H, J = 7. 2Hz),

4.30 (s, 2H) ,3.55(s, 3H) , 3. 22-3. 02 (m, 2H) .

[1850]

N
el
5
)

[1851]  4-((S)-2-(5—((2— F7 & mgE mh —4— Bt ) F J)-1,3,4- e — mk —2- J &
H)—2- (2 (MEWy —2- FE ) MEME - FE ) 20t ) FRFEF LR -

[1852]  'H(CD,0D) : 8 7. 60-7. 56 (m, 2H) , 7. 19 (s, 1H), 7. 15-7. 12 (m, 2H) , 7. 09-7. 03 (q, 4H,
J=8.7Hz),5. 14(t, IH, ] = 7. 2Hz) , 4. 28 (s, 2H) , 3. 33-3. 14 (m, 2H) , 2. 67 (s, 3H) .

[1853]
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[1854]  A—{(S)-2-[4— (2,4~ — fA 4% B ) WE M —2— & 4 & J—2-[2-( M8 Wy —2- ) ME
W4 ) 205 ) RIS

(18551 't NVR (CD,0D) : 6 8. 06-8.02(q, LH, J = 6. 8llz) , 7. 59-T. 54 (m, 2H) , 7. 16-7. 08 (m,
611) , 7. 01-6. 88 (m, 4H) , 520 (t, 1H, J = 7. OHz) , 3. 36-3. 17 (m, 20) .

[1856]
O‘%"Q
N N
WS N
‘,S § .
OC,H;

[1857]  (S)-4-{2-[4- ( L L ) MEME —2- JRFJE 12— (2- ZRAEmEm: —4- L) 2.0t )
RIL R FEER -

[1858]  'H NMR(CD,0D) : & 8. 02-7. 99 (m, 2H) , 7. 54-7. 45 (m, 4H) , 7. 26 (s, 1H) , 7. 08 (s, 4H) ,
5.26(t,1H, J = 6.9Hz) ,4. 35-4. 28 (q, 2H, J = 6. 9Hz) , 3. 38-3. 18 (m, 2H) , 1. 36 (¢, 3H, J =
7. 2Hz).

[1859]

G o
Vs
ga”

[1860]  (S)-4-{2-[4- (2- 2.k —2- % 2. 3t ) MEME —2— AL 1-2- (2— R AkmgEme —4- 3t )
L} ORI IETRR -

[1861] 'H NMR(CD,0D) : 6 7. 96 (m, 2H) , 7. 50-7. 46 (m, 3H) , 7. 21 (s, LH) , 7. 10-7. 04 (m,
4H) , 6. 37 (s, 1H) ,5. 09 (t, 1H, ] = 6.9Hz),4. 17-4. 10(q,2H, ] = 7. 1Hz),3.54(s,2H),
3.35-3. 14 (m, 2H) , 1. 22 (t, 3H, J = 7. 1Hz).

[1862]
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[1863]  (S)-4-{2-[4- (4~ LB FEARAEL ) MEME —2— FEEUHE 1-2- (2- ZRILmEME —4- 3 ) 7,
g} ORI AR -

[1864] 'H NMR(CD,0D) : 6 8. 11 (m, 2H) , 7. 82-7. 80 (m, 2H) , 7. 71-7. 61 (m, 6H) , 7. 40 (s, 1H) ,
7.23(s,4H),5. 32(t, 1H, J = 7. 0Hz) , 3. 51-3. 35 (m, 2H) , 2. 28 (s, 3H)..

[1865]

[1866]  (S)—4-[2- (4 ZRIEMEME —2— JLEIHL ) -2 (2 FFRMEIE —4- 0 ) £ ] ORFL M
R :

[1867]  'H(CD,0D) : 8 8.03-7.99 (m, 2H) , 7. 75-7. 72(d, 2H, J = 8. 4Hz) , 7. 53~7. 48 (m, 3H) ,
7.42(m,4H) , 7. 12 (s, 4H) ,6. 86 (s, 1H) , 5. 23 (¢, 1H, J = 7. 2Hz) , 3. 40-3. 27 (m, 2H) .

[1868]

S

[1869]  (S)—4-{2-[4-(4- (AL ) FRIL ) MR -2 JLEUIE ] -2 (2- AL MEME —4- L )
5} I -

[1870]  'H NMR(CD,0D) : & 8. 04-8. 00 (m, 4H) , 7. 92-7. 89 (d, 2H, ] = 9. OHz) , 7. 53~7. 49 (m,
3H),7.30(s, lH),7.15(s,4H) ,7. 05 (s, 1H), 5. 28 (t, 1H, J = 6.9Hz),3.93 (s, 3H),
3. 35-3. 24 (m, 2H).

[1871]

Q. O
Vi

S HN N
HOT N &
H D“CTOzC:Hs
[1872]  4-{(S)—2-[4- ( ZAAFE I ) MEME —2— L 1 -2 [2- (WEWy —2— ) MR —4— 3k ]
Lk} TR IR -
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[1873]  'H NMR(CD,0D) : & 7. 43-7. 38 (m, 21) , 7. 26 (s, 1H) , 7. 00-6. 94 (m, 3H) , 6. 89 (s, 4H) ,
5.02(t,1H, J = 7.0Hz) ,4. 16-4.09(q, 2H, J = 7. 1Hz) , 3. 14-2. 94 (m, 2H) , 1. 17 (¢, 3H, J =

7. 1Hz).
[1874]
q§;> |
HOTT TN
H
H,C0O,C N
[1875] ($4[2@($ﬂﬁ%ﬁ)%%53 FEEFE ) -2- (2- FFEmEM —4- FL ) 2 FE ]

[1876] 'H NMR (300MHz, MeOH-d,) 8 7. 97-8. 00 (m, 3H) , 7. 48-7. 52 (m, 3H) , 7. 22 (s, 1H) ,
7.03-7.13(m,4H) ,4. 74 (t, J] = 6. 6Hz, 1H) , 3. 88 (s, 3H) , 3. 28-3. 42 (m, 2H) .
[1877]

QM?O
qHO” N
[1878]  (S)-4-[2- (5— ZRALMEME —2— FLEHL ) -2 (2— K%ﬂgﬂi —4-FE) 23 - RFEEFE

(¥

[1879] 'H NMR(300MHz, MeOH-d,) & 7. 94-7. 96 (m, 2H) , 7. 45-7. 49 (m, 5H) , 7. 32 (t, J =
7.8Hz,2H),7.12(s, 1H),7.19(t, J = 7.2Hz,1H),7. 12(s,4H),7.05(s, 1H),5. 15(t, J =
6. 4Hz, 1H) , 3. 34 (dd, J = 14. land 8. 4Hz, 1H), 3. 18(dd, J = 14. land 8. 4Hz, 1H).

[1880]

[1881]  (S)—4—{2-[5-(4- LB &AL ) e —2- %ﬁ% 1-2-(2- JRALMEME —4- 3L ) 7,
S KB SR

[1882] 'H NMR(300MHz, MeOH-d,) & 7.92-7. 94 (m, 2H) , 7. 55-7. 58 (m, 2H) , 7. 39-7. 50 (m,
5H) ,7.26 (s, 1H), 7. 12(s,4H) , 7. 02 (s, 1H0) , 5. 14(t, ] = 7.8Hz, 1H),3. 13-3. 38 (m, 2H),
2.11 (s, 3H).

[1883]
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[1884]  4-((S)-2-(5-(2,4~ —f et ) WA —2- JLEIL ) —2- (2- RFLMEME —4-JE ) 725L)
ARG -

[1885] 'H NMR(300MHz, MeOH-d,) 6 7.97-7.99 (m, 2H) , 7. 54-7. 62 (m, 1H) , 7. 45-7. 50 (m,
3H), 7. 28 (s, 1H) , 7. 12 (s, 4H) , 6. 97-7. 06 (m, 3H) , 5. 15-5. 20 (m, LH) , 3. 28-3. 40 (m, 1H) ,
3.20(dd, J = 13. 8and 8. 4Hz, 1H).

[1886]

[1887]  4-{(S)-2-[5- (3~ F¥ & AL 7K 2 ) W mde —2- J o Bk 1-2-[ (2- ME Wy —2- J& ) I
e —4- B ] 2B ) R LI -

[1888] 'H NMR(300MHz, MeOH-d,) 6 7.55-7. 60 (m,2H) ,7.26(t, J = 8. 1Hz, 1H),
7.21(s, 1H),7.04-7. 15 (m, 8H) ,6. 77-6. 81 (m, 1H) , 5. 10(t, J = 6. 3Hz, 1H),3.81(s,3H),
3.29-3. 36 (m, 1H) , 3. 15(dd, J = 14. land 8. 4Hz, 11).

[1889]

il

[1890]  (S)-4-[2-(4,6- _HAEMEmE —2— Rt ) —2- (2 FRALmEm: —4- 2L ) 2.0 ] JRAEEH
FETETR

[1891]1 'H NMR(300MHz, MeOH-d,) 8 7. 00-7. 10 (m,5H) , 6. 44 (s, 1H),5.50(t, ] = 7. 2Hz,
1H) , 3. 04-3. 22 (m, 2H) , 2. 73 (s, 3H) , 2. 27 (s, 6H) .

[1892]
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eV
NI

HO

[1893]  (S)-4-[2-(4- &Sk —6- H LML IE —2- JLZ it ) —2- (- FRJEmEme —4- L) 20 ] %
SR LA

[1894] 'H NMR(300MHz, MeOH-d4) 8 7.44(d, J = 8. 4Hz, 2H) ,6.97-7. 10 (m, 4H) , 5. 61 (s,
1H) , 5. 40-5. 49 (m, 1H) , 3. 10-3. 22 (m, 2H) , 2. 73 (s, 3H) , 2. 13 (s, 3H).

[1895] AR X KFE—Trmy LEA TP EY -

[1896]

QA

I‘IO/ b\ii
H
[1897]  Hirp RUZZF5HIF H R 76 N 3R XIX ik — B iR
[1898] & XIX

[1899]
%5 ! Rﬁx
S788 A 4-(F EAR L EA S B
$789 A=A 4{(2-FEA2- AL R A PBEAEA5-8
S790 AL | S[INQ-FPEAE2-RCH)-HA5R3-A B2
.3
§791 £ 3 5--FRAAR LR 24
$792 x4 SSHI(RTAEZ L) 2- B R LA Eob2- 2
S793 ES 3 S-A-(PEEL)RRER2-E
$794 23 5-(3-FAAFL)E2-2
§795 ES 3 S-(4-F A )Eed 24
§796 e 3 5-FREF L )EoE2-4
8797 g3 S-3-FREXRK R4 2- 4
S798 2E S-(4- AR A )Eek-2-8
[1900]
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i M B

% % R4 Rl

8799 xR 5-Q4-— R AR yE2 K

S800 i S-3-FTEAF L)k 2- 8

S&01 %3 4-(3-FEAF Lk 2 &

8802 x5 4-(4- 9K K)yked-2- 4

5803 | Ewr-2-£ 4-(P AA B A yEAS- R

S804 | Ewp-2-4 4-[(2-F A E-2-R L R)A TR A RS54

S805 | Ewpr-2-& | 5S-[I-N-Q-FRA2-R T E)1-H-3%-3-B |Fwd-2-
&

S806 | Ew-2-% 5--FAEFE L )ygab 2.4

S807 | EH2-R | S[(SH-(BRTAEEE2-FRACR|ER 2 E

S808 | Eep2-R S-U-(PAZFE AR

S809 | K2 B 5-(3-F A EF B )ik 28

S810 | E2-4 S-(4-F A)yEeg2- 8

S811 | Ew2-% 5-FREXR Ny 2. 84

S812 | Eep-2-2 5-3-F AERE)yEeE-2- %

S813 | ®w-2-8 S-(4-R X L )yged2-1

S814 | wEwpo2 B 5-(24-— SR R)yEek2-

S815 | Ewp2-4 5-3-F AL FR)ygoE 24

S816 | wkwr2-% 4-G-FREF )Rt 24

S817 | Ewp-2-R 4-(4-B K B ygee 22

S818 | FHi 4-(F A A B A )Rk 52

S819 | FAEE 4-J2-FRA2-RCA)A TR A BS54

820 | FAEE | 5[I-N-2-F AE2-A LK) 1-H- %3 Erd2
3

s821 | mwA 5-2-FRAR L )yE42-4

$822 | HHEA S-US)-1-(BTREAZE )2 L T E B2 2

$823 | AL S-U-(TEERE)RAEE-2-4

S824 | FHEA 5-3-FREAFEA)E42-4

S825 | FEA S5-(4-F E g

8826 | AR 5-2-FEAF L pRep 22

[1901]
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w5 r R!
$827 | mHA 5-(3-F A AR Eydkeg2- R
5828 | FAEA S-(4-R R A pdek2- %
S829 | FAHA 5-Q4-Z AR A pEek-2- 1
S830 | HEE 5-3-F f A F i )yEek 24
S831 | A 4-(3-F AAF L )pmeb 2 R
5832 | mHA 4-(4-R R A ek 2%

[1902] X 85— 77 M AL &AL EIL T SCBs A8 XXTT ik fISEiG 9] 23 Fiilid (9 77 i85k

% .

[1903]  P%4% XXII

[1904]

[1905]
[1906]

62 63
[1907] XML < (b) (3-C1) CH,COH, EDCI, HOBt, DIPEA, DMF ;%875 , 18 /N o
[1908]

63 64
[1909]  XFIAIZAE : (¢) (i) H,:Pd/C, MeOH ;5 (11) SO ,— MEBE, NH,0H, ZEi&, 18 /N,
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[1910]  sEjEH) 23

[1911]  4-((S)—2-(2-(3- EREL ) LM, ) —2- (2 (MEmy —2- J& ) Wk —4-J ) 20%)
AR (64)

[1912]  (S)-2-(4- R ORE ) —1-[ (B —2- & ) W —4- i ] Z IRk EL (62) MOl 4% -
AT CH,CN (500mL) 1 (S) — BT Ik 4- ¥R —1- (4- HFEREL ) -3 T —2- AR RS,
7, (38.7g, 100mmo1) FNMEWy —2- Bfi% (14g, 110mmol) ( W] M Alfa Aesar WK ) [FIRAHIE]
5 /NI o NG S RLTR A NYA E0 2 2 I I A IR O T8 (200mL) o S8 Ry AR 1S 2
IUTHE . B2 TR A DR F AL H T N — PR &E =,

[1913]  2-(3— &KL ) -N-{(S)—2- (4~ fig 2L 2L ) —1-[2- (MEWy —2- J& ) Mg —4- Bt ]
LAY B (63) [ A% <A 0°C ¥ T DMF (50mL) [ (S)—2-(4— fig HE ok ) —1-[ (&
Wy —2— &) R —4- 3L ] 7% HBr, 47, (3. 15g, 10mmol) . 3— &3 - 2. (1. 70g, 10mmol)
A 1- AR I = (HOBt) (0. 70g, 5. Ommol) VAN 1-(3- IR ) -3- 2.
B R (EDCI) (1. 90g, 10mmol) , Z JG MM A =2 (4. 2mL, 30mmol) » ¥ PSR & HI4E 0°C
PiHE 30 43, SR AR S IR . KRR ik e REVR A P JF H EtOAc 228, H IN
7K HC1.5 % 7K 1 NaHCO, K A Eh 7K Bk A A WU 8 1T Na, SO, 8. AR iR
TR AR R i — DAL M BT 5 79

[1914]  4-((S)-2-(2-(3-& KM ) B ) —2- (2- (MEwy —2- B ) Wk —4-Jk) 2. 08) 2%
FEEERR (64) 514 25 2- (G- AHE) -N-{(S) —2- (4- T IR ) —1-[2—- (Emy —2- )
e —4-Jt ] 20} 2B, 63, (3g) YT MeOH(mL) o MIAMEMER PA/C(10% w/w),
W R AR A B T HHE 18 /i) o W3 PR APE CELITE™ 2 1k 38, J e Bk
FEER BT T g (12mL) FH SO,— Mesg (0. 157g) AbHR. fE=R TR
RN 5 7350, 2 JGINAN 7% NH,OH & SR 5 i4a BT R &4, it oA (i 2liik 15
B RAR M VAR IAE R SR BT 75 74 o

[1915] AR X KE Jrmw LEAG T EY -

[1916]

Uik
O™ '[

H
[1917] oo RUZ L, 3F H R PR R°7E R S0 XX ik -— Bk .

[1918] & XX

[1919]
%% RZ RS Rl
T833 R AL = IR
T834 R = R
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7835 GiE-Y A 2- BAHE
T836 GiEY A 3 oA K
T837 CIE-" = 4- ORI
T838 R =) 2- FA L
T839 GIE-" = 3- ERHE
T840 GiE-" = 4- R EE
T841 V" = KA
T842 V" = R
T843 A = 2- A
T844 R = 3 G
T845 R = 4- KR
T846 73 A 2- AL
T847 .3 A 3- AARHE
7848 % =) 4- FARLE
T849 mEwy —2- 3 |HK Rk
T850 mEwy —2- B | Ak

1851 IBEy 2 = 2 A
T852 IBEy 2 = 3 R
T853 IBEy 2 = 4 R B
1854 BEWY 2 A 2- AARLE
T855 BENY —2- A 3- FAREE

[1920]
s R® R* R!
T856 WEwy —2- & A 4— SOR K

[1921]  XEEE U5 1 fUAL A0l T SC A XXTTT Fr s R se it 1] 24 Jr#38 175 2k
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il £ o

[1922] {42 XXITI

[1923]

HLe CH;,
1 65

[1924]  KXFIAIEAF < (a) CH3CN ; [B13E, 2 /NET .

[1925]

65 66

[1926]

[1927]

66 67
[1928]  SKFFIZAE « () (i) H,:Pd/C, MeOH 5 (i1) SO ,— MEWE, NH,0H, Z i, 18 /NI,
[1929]  SZJEfH 24
[1930]  {4-[2-(S)—(4— 2 FEmEme —2- 3L ) —2- R Z B A AL 23 1- K3 ) A AR
(67)
[1931]  (S)-1-(4- Z AL Wg M —2- B ) -2-(4- fig L oK AL ) 2 i (65) WO ffill & % 8 T
CH,CN(500mL) [ [1-(S)— G JE L —2— (4—- AgFEZEIE ) 2.3 - EUE WAL T S, 1, (10g,
32. 3mmol)and 1- % —2- T A (90%,4. 1mL, 36mmo1) FIVES VR B 18 /N o K S I M TR
BV HN R IR I R TR VAR — 2, I i g Bk 2 T s e, e R i — b Atk
IR e
[1932]  N-[1- (4~ ZHEREME —2- JL ) -2 (4- AL IR0E ) 2.0k 1-2- Ok - 2 BER% (66) (1]
% 1] O°CHI¥ET DMF (100mL) ) (S)—1-(4— ZFLIEmE —2- 3 ) —2- (4- gL TRIL ) 2%, 65,
(2.9g, 1lmmo1) . 2K Z 8 (1. 90g, 14mmo1) T 1- F2 IR FF =M (HOBt) (0. 94g,7. Ommol) Y&
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TN 1= (3- R RS - TR L ) -3- 28Rk WP fi% (EDCT) (2. 68g, 14mmol) , Z JG MM =2, J
fiZ (6. 0mL,42mmol) o ¥ PrfRIRAWIFE 0CHiH: 30 481, A e e =i M dkd . H/KMRE
Firid [ REVR A 035 F EtOAc ZHL. F IN 7K1 HC1. 5% 7K P4 NaHCO,« /K A Eh K e & - 1A
MUAHFHIEIT Na, S0, T . 7B 2 R BRI DA F st — b4l M & 74

[1933]  {4-[2-(S) - (4~ L EMEME —2- B ) -2- DR 2 W SR Gk 2 B ]- 2R L | (LT R
(67) W24 o8 N-[1-(4- ZFENEME —2- Bt ) —2- (4 HAE IR L ) At 1-2- OR L - 2 BkR%,
66, (0.260g) ¥&T MeOH (4mL) 1o AIANMEALE R Pd/C(10% w/w) , B FrF iR A LA R
B R4k 18 /NIE o ¥ 8 e NVR A Bt CELTTE™Z 1 8, v E B 0555 1 s~
ST uEsE (12mL) FFH SO, MEWE (0. 177g, 1. 23) AbFE . 7= T S R B+ 5 481,
ZJEMAN 7% NH,0H (10mL) V¥ . 285 W4n T4 IR 540, 18 SO (i 264045 21 5 R 1) LA
AR N BT

[1934]  Jjik

[1935] AR B B4 A VI mT 4 F T-B 1k 82 d M 3516 3F H / B s> AN RIS i) fi
JEEER o TR AT S v T8 5 R I A KR T . AR Ekkss 775 2
TRIT A2 AT A T PR B A0 4 8. BRIk, ASCAF RIS mIE RS BRI T I
— A 5B M A B HAR RS T U ERTR S AR R I, BT
R A TFEHIAL B P R I S B el /D A0 DR e AR G T B AR AR TR 97 v 28 3 AT = 2 71
BT IA ] LA ROF B st A . SkAbh, B RT A I AL B B A i 4 R 7 B
A2 R A R S R AR — M

[1936]  AXSCA 1 A2 By b P ity B Ay 4 i 2 7% L K P AT Iy A K R B2 1 T v o
T3 7 A AE 45 T AR S W SRR R M e LR 4 L ) 32 3 B 45 T AT T R B 4
W ) 52T A SR — R B B A A IS4

[1937]  ARSCIE AT A2 Fr A FF AL A FH T il 28 FH T 977 Lk 20 12k g i HG Al e 400 P e 7%
A T 2 e AR K R 2GR %

[1938]  DAR &R AR B B4 A MDA EE & P06 97 I iE 4 =1 IR ] PR S 4] « ki bk 2
M f % (Acute Lymphoblastic) ;& PE#HEME A ML (Acute Myeloid Leukemia) ;' F AR
JZ JfidE (Adrenocortical Carcinoma) ;JLE 'S R HJE (Adrenocortical Carcinoma.
Childhood) ;HiffJE (Appendix Cancer) ;3&)E4Hfiu)E (Basal Cell Carcinoma) ;fF4#MEE
J% (Bile Duct Cancer, Extrahepatic) ;fEtiE (Bladder Cancer) ;&% (Bone Cancer) ;
o R RSP A A2 2R % (Osteosarcoma and Malignant Fibrous Histiocytoma) s
JLEM T T Brain Stemglioma, Childhood) s AW (Brain Tumor, Adult) ;JLE
i F B i g (Brain Tumor. Brain Stemglioma, Childhood) ;3 L7 B AG AL b AR i 22
Rk / JLEAIRIFYE (Brain Tumor, Central Nervous System Atypical Teratoid/
Rhabdoid Tumor,Childhood) ;HR#ZE 22 EZHZRIH (Central Nervous System Embryonal
Tumors) s /N 2 & 41 il (Cerebellar Astrocytoma) ; KK 2 JE4IMLE / & PEM 4 iR
Jii J8 (Cerebral Astrocytoma/Malignantglioma) ; Al MR % J8 (Craniopharyngioma) ;
i = 8 40 il (Ependymoblastoma) 3 % & i 40 i )& (Ependymoma) ; B¢ #f 22 & 41 Jiu
J8 (Medulloblastoma) ; §& b J J8 (Medulloepithclioma) ; o J& 43 4k 1 ¥4 S 44 52 5
J8 (Pineal Parenchymal Tumors of Intermediate Differentiation) ; % I J& #h
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22 A IR 2 o geg R0 RS b AR 4 i 9% (Supratentorial Primitive Neuroectodermal
Tumors and Pineoblastoma) ; #{ 18 #% A1 & I il #' & B i1 8 (Visual Pathway and
Hypothalamicglioma) ; KA1 #E (Brain and Spinal Cord Tumors) ;L% (Breast
Cancer) ; 3 UE J8 (Bronchial Tumors) ;{1 ZE 47k 98 (Burkitt Lymphoma) ; K 1 it
J# (Carcinoid Tumor) ; B M7 K P % (Carcinoid Tumor, gastrointestinal) ;H #X fifi
2 R Gy AR WAL G IR AL / BESUULEESR (Central Nervous System Atypical Teratoid/
Rhabdoid Tumor) ; H' #X #f 2& 40 My it iy 7 98 (Central Nervous System Embryonal
Tumors) ; "PHX 22 R G bk 298 (Central Nervous System Lymphoma) ; /)i 2 & 4H it
B (Cerebellar Astrocytoma) ; JL B X i & T 40 M 9% / 3% Pk 40 22 Y i 9% (Cerebral
Astrocytoma/Malignantglioma, Childhood) ; & #i J& (Cervical Cancer) ; JL & &
& J% (Chordoma, Childhood) ;18 £ ik I 4 A #4 A I %5 (Chronic Lymphocytic) ; 12
T 8 41 B 4 48 & UK (Chronic Myelogenous Leukemia ; 15 ¥ & #& 3% 4 %5 (Chronic
Myeloproliferative Disorders) ; &5 % (Colon Cancer) : 45 % H W% 9% (Colorectal
Cancer) s # i % J& (Craniopharyngioma) s K¢ Jik T 41 Jfg i E2 %8 (Cutaneous T-Cell
Lymphoma) ; % J& /& (Esophageal Cancer) ; JU A J& (Ewing Family of Tumors) ; 7 i
A P A BE 40 B 8 (Extragonadal Germ Cell Tumor) ; AR #MIE % J& (Extrahepatic
Bile Duct Cancer) ;HR ¥, HE A 2 298 (Eye Cancer, Intraocular Melanoma) ;HE %,
AL BRI U9 (Eye Cancer, Retinoblastoma) ; JH#2J% (gallbladder Cancer) ;& &
(gastric (Stomach) Cancer) ; B % R M (gastrointestinal Carcinoid Tumor) ;B %
7] i (gastrointestinal Stromal Tumor (GIST)) ;Fi4MEIEHAHMEE (germ Cell Tumor,
Extracranial) ; V&R 7T 40 M98 (germ Cell Tumor. Extragonadal) ; BN £ A= 5 41 Jg
J8 (germ Cell Tumor, Ovarian) ;UEYRVUEFRJZIH (gestational Trophoblastic Tumor) ;
M2 i (glioma) 5 JLE i i 42 2 5/ (glioma, Childhood Brain Stem) ;i £
BB, LB K 2 T2 4 )% (glioma, Childhood Cerebral Astrocytoma) ;)L 4% i
AN e AR 22 B 98 (glioma. Childhood Visual Pathway and Hypothalamic) ; &
MM ML (Hairy Cell Leukemia) ; k%@ (Head and Neck Cancer) ;fHF4HfE (Jf)
J& (hepatocellular (Liver) Cancer) ; B 4% 3 57 4 A 2H 23 41 ffu 3§ £ 9% (Histiocytosis,
Langerhans Cell) ; i A < # [ % (Hodgkin Lymphoma) shttp ://www. cancer. gov
cancertopics/types/hodgkinslymphoma/ N PEJE (Hypopharyngeal Cancer) ; | I-fiflfE
TR B FURE (Hypothalamic and Visual Pathwayglioma) ;HR B (Intraocular
Melanoma) ; i & 40 g 98 (Islet Cell Tumor) ;& (B 40M) % (Kidney(Renal Cell)
Cancer) ; B A% I 7 240 i 2 23 40 i 3% 2 7% (Langerhans Cell Histiocytosis) : M Ji
(Laryngeal Cancer) ;2 P4 Rl bk B2 40 B 4 A %% (Leukemia, Acute Lymphoblastic) ;&
Mg A MR (Leukemia, Acute Myeloid) ;12 MWk E4H i A % (Leukemia, Chronic
Lymphocytic) ;12 MEBE4UMIE AL (Leukemia, Chronic Myelogenous) ;“E4HH M4 A I
(Leukemia, Hairy Cell) ;B8 (Lip and Oral Cavity Cancer) ;PR ;3E/N2H g i
#& (lung cancerNon—Small Cell) ;/NHMIAHE (Lung Cancer, Small Cell) s 3LULHAHC
[¥)#k 298 (Lymphoma, AIDS-Related) s{A5E4FMELIR (Lymphoma, Burkitt) ;i T 4H it
9% (Lymphoma, Cutaneous T—Cell) sfi[ZR&:¥k & (Lymphoma, Hodgkin) ;AR ZA&:itk 2
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Jei (Lymphoma, Non-Hodgkin) ;5 & T AR A R etk 298 (Lymphoma, Primary Central
Nervous System) ; FL /R & B 4546 B Bk & [ L 5E (Macroglobulinemia. Waldenstrém

s B W TR A 4 20 21 40 e s B IR (Malignant Fibrous Histiocytoma of Bone and
Osteosarcoma) ; i M 22 & 41 fe 8 (Medulloblastoma) ; B 2 98 (Melanoma) s HE Py (HE )
M2 8 (Melanoma, Intraocular (Eye)) ; # 5¢ /R 40 fiu 8 (Merkel Cell Carcinoma) ; [f]
JZ 98 (Mesothelioma) ;38 AR 19 J A T %6 #% T % IR 3198 (Metastatic Squamous Neck
Cancer with Occult Primary) ;59 (Mouth Cancer) s JLFE 2 KN 9 W IRE 445
fif Multiple Endocrine Neoplasia Syndrome, (Childhood)) %2 & & BEE / W40 My
J (Multiple Myeloma/Plasma cell Neoplasm) ; 2 &£ B & % (Mycosis Fungoides) ;
o R A 45 5 1iE (Myelodysplastic Syndromes) ;& #8 5 0 349 A /B BE 3 A R
(Myelodysplastic/Myeloproliferative Diseases) ;12 g4l Mok A 1M (Myelogenous
Leukemia, Chronic) ;i NS AMHE Myeloid Leukemia, Adult Acute) ;JLE &M
BEME (1f19% (Myeloid Leukemia, Childhood Acute) ;2 KM EEEE (Myeloma, Multiple)
12 M B3 AR (Myeloproliferative Disorders, Chronic) ; & Al & 5% 5% (Nasal
Cavity and Paranasal Sinus Cancer) ;EMHJE (Nasopharyngeal Cancer) ;##%2HE40 i
(Neuroblastoma) ;JE/NAHHfffE (Non—Small Cell Lung Cancer) ; &% (Oral Cancer) ;
Mg (Oral Cavity Cancer) ;[1MEJE (Oropharyngeal Cancer) ;i PRI A1 IR ME4F
A0 2N Mg (Osteosarcoma and Malignant Fibrous Histiocytoma of Bone) ;BH 5%
(Ovarian Cancer) ;P& [ J7J% (Ovarian Epithelial Cancer) ;BFEEAESEA0}ENE (Ovarian
germ Cell Tumor) ;BN EAGE B EJE (Ovarian Low Malignant Potential Tumor) ;[ JIRdE
(Pancreatic Cancer) ;FRIRIE, RS AMU)E (Pancreatic Cancer, Islet Cell Tumors) ;
A 3kCIR I 9 (Papillomatosis) ; IR 5% IR J& (Parathyroid Cancer) ; ] Z£ 9% (Penile
Cancer) ;W% (Pharyngeal Cancer) ;WEER#HMIJE (Pheochromocytoma) sH1 AL A B
{RSEJF % (Pineal Parenchymal Tumors of Intermediate Differentiation) ;fli#s 5
VR4 B A 5 R AG 2 S IE 2 88 (Pineoblastoma and Supratentorial Primitive
Neuroectodermal Tumors) ;HE/AJE (Pituitary Tumor) ;24U / 2 KM &R (Plasma
Cell Neoplasm/Multiple Myeloma) ; ¥ i ifi £t 4 M 9% (Pleuropulmonary Blastoma) ;
JE R AR A4 R G EJE (Primary Central Nervous System Lymphoma) ;i 31 i J
(Prostate Cancer) ; EfE (Rectal Cancer) ;B4 ('ENE) J& (Renal Cell (Kidney)
Cancer) ;' Z Ml % JR B #1741 i )& (Renal Pelvis and Ureter, Transitional Cell
Cancer) s ¥ & Jb 4k 15 b [ NUT J& [ 19 0 % 38 9% (Respiratory Tract Carcinoma
Involving the NUT gene on Chromosome 15) ;4#fMIJEEE4HMH (Retinoblastoma) ;&L
LA (Rhabdomyosarcoma) ;Mg fif## (Salivary gland Cancer) :JUIAJE A& (Sarcoma,
Ewing Family of Tumors) ; FUEFHAIE (Sarcoma, Kaposi) ;BZHZAPIE (Sarcoma, Soft
Tissue) ;&R (Sarcoma,Uterine) ;FEFLHELEAE (Sézary Syndrome) ;57 kjE (HEHE
%% ) (Skin Cancer (Nonmelanoma)) ;¢ JkJm ( BAZKJE ) (Skin Cancer (Melanoma)) ;v
IRANML R B (Skin Carcinoma. Merkel Cell) s/NARfEffisE (Small Cell Lung Cancer) ;
/N (Small Intestine Cancer) sBZHZRIE (Soft Tissue Sarcoma) ;BER4HMLIE,
AR B 5 kMR B RS M 8 R R B0 (Squamous Cell Carcinoma, Squamous Neck Cancer
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with Occult Primary, Metastatic) ; B % (Stomach (Gastric)Cancer) ;%= |- J5 45 i &2
SN JEZ 9 (Supratentorial Primitive Neuroectodermal Tumors) ;37 B T 48 i vk 2 9%
(T-Cell Lymphoma. Cutaneous) ;%2 #1.J% (Testicular Cancer) ;MEJE (Throat Cancer) ;
W iRE (Thymoma and Thymic Carcinoma) ; FUIRHRME (Thyroid Cancer) ;' 22 1R E 1)
BATHIE (Transitional Cell Cancer of the Renal Pelvis and Ureter) ;#T#R¥4
%298 (Trophoblastic Tumor, gestational) ;JRiEE (Urethral Cancer) ; F & WE-F
=% (Uterine Cancer, Endometrial) ;& R (Uterine Sarcoma) ;FHiE ¥ (Vaginal
Cancer) ; #F %8 (Vulvar Cancer) ; PL/R & #7746 B 2k & A E ( Waldenstrim
Macroglobulinemia) A& 40 MuRE (Wilms Tumor) .

[1930]  AKAMRE LA

[1940]  JEFFEAUWE R 5-6 J& (1.2 4L 50 K NCr nu/nu #EVE/N A T BA N 48 K. 5
H460-GFP A e 40 i f¢ B FiE T NCr nu/nu HEME/NER, Z S5 TR B I . W2 e
A FLIZZAK NCr nu/nu /DR EA S FARFEAFEHE (SOI) AR MIRET Ao FH 5wk
R A3, FANE RS T B RSB . AE Tk /s SR Z2 I BE =R BT BT HY K2 1. bem K
IRET] 1 o 7258 =R S8 DU S & < [ U T IE) 57 10, o 2 i 8 ok o FH 8-0 AR E e 4% 2k
Y PIH HA60-GFP [t i B AR IR I R 3R 10« FH 6-0 22 8 ka2 5 . [l A 25661
1/2 13k 3cc v 525 18 It B Py 25 o) 435 P o firfs 2 35 MR K DA 7 i s B B ) s . FH 60
FAREZENKGMEESES . FOCHEAR T AL REHAAETH 7X K ER4E (0lympus) ££ HEPA
IR JZ AL BB AT

[1941]  AGPrabIEI/ NS 0 v 5 4, R4 10 R/NER . 1 TOMIR ) 52 80K 2 IREGaiE,
15 K. 411765 6.9.12 F1 15 KEk N 52 15mg/ke FIEEAZRE. 41 111 4E5F 6.9.12
15 REfIKk A H3Z 15mg/ kg HIEAZEE, JEAER 3 RBIEE 156 REERIKEHIK N 52 15mg/
kg 17 4-1{(S) —2-[(S) —2— ( A B P AL 3t ) —3— KL — TR 1 -2-[2- (MEWy —2- Jit ) &
W —4- JE ] 20k ) ORIESBEETERR, D91, (AL G ) o 4L IV 7E5E 6.9, 12 F1 15 Kk A
F:5Z 10mg/kg FVEAZEE, - HEE 3 RENG 15 RERPIIRFIK N 252 15mg/kg [ Bk il
WEW. HV M 3 RBNFE 16 REERIRIER 15mg/kg KA MR A £5 28 Rab
A B .

[1942] AR R /)N R B PR R GE I GRS E2 45 1) GFP IR e i 25 I R R A 7% o 724 T:
T HARS T LR RIEERE . ATHRALRT 6 SN BRAEIT S0 45 BRI A8 T, AR e o A/ Bl
MR BEAT T iF e P 3CR XXI B85 T AR N R U 45 B .

[1943] 3K XXI

[1944]
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%5 41 #1 11 4 I 1 A 4V
AT R

1 H X & x £
2 H A A il A
3 X H X b o) X
4 21 x x x £
5 H x £ x x
6 K x % & F
7 H x x X x
8 x % z % £
9 A x x H x
10 " £ i x X

AN 8 1 0 2 2

B &

[1945] AR PRI A

[1946] B16 B

[1947]  ®FFC T AR KALEWIRIT R R TT. % C5TBL/6 /N (6-8 J& W%, HE %,
Taconic Farm) %5 B16 2NN (5X 1040 / B0, B2 RIS ) « #E5 4 K, H#
PERTRE (—RFIR, BEIE RS ) A& TL-2(100000TU/ B, — KRR, BN EST) &
& 1L-2 (3000001U/ B, — KPR, PR AEST) BUEA15 DL (40mg/ kg, — RFHIR, K FiE
BEIE4E T TL-230 A3 Bh 2 AT 45 T ) 553 (5K / Ji L M-F) Ik /e (5 R /4D o e MR
AR 755 —ANSkEH, BRI (— R JEIE A ST ) L TL-2 (3000001U0/ B, — KM
I EREPIVEST) « SFIE ) DIL (40mg/ kg, — RFIK, KT VES) KA ERI D91 (10mg/ kg, —
R, B2 RS ) B 1L-2(30000010/ B, — RPIR, JERENESS ) SKFIER D91 (10mg/
kg, — KPR, B FEEST, /B4 T IL-2 §I 30 %045 T ) 46U A HEF T Bl6 2
YK/ o TE MR AR .

[1948] 1l 3 iR, REEFIE 1L-2( O ) WIHTHUHATTXRE (O) w0l i,
HAEFER IL-2 5&E7ER DL 454 (O) MAT I 1L-2( <O ) 525 /N s 4
o B4 BB (W) &R IL-2B) fiEHE 1L-2/ &71& D91 (C) RIshPri i
FATRIFDIR B . 5 rp R 1 K 22 B 7R BIF 52 309 17) Sh Ay 44 B g 38 n 78 41 2 ) e — 3
It HIFEA TR R IT R R R AT AR 8N o

[1940] 4l 6 fion, FAKHIER 1L-2 5&EAIER DI 46 (O) Xt (O) B& K
R ARAR, T B AR TL-2 (O ) AR5 22 R PTIR T 48 45 R % A o H A & g 44
W BT RRREZ IR (A) KR 1L-2(B) AMKAIE 1L-2/ &551E DIL(C) MIEh
R A A, & 8 s 40mg/kg BERTHIR DIL( O ) KIVETT HHX T34k % B (O) % B16
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RERIR MR AR R R 520

[1950] ' 4H i

[1951] &5 T T A RS YGEIT B AR K %71 X Balb/c /MR (6-8 Fl ke, #EME,
Taconic Farm) $Ri S 4HMEAHML (5X 10°4HML / FBAL ) o FEBERIEEE 4 K, K Bk /NGBl
My a4l (4 R/ /A IF BRI (BRI BB N ESS ) L TL-2 (100000TU/ 5,
R, AR ATEST ) < D91 (40mg/ kg, — RPIK, B FIEYSS, 45 F TL-2 Z |l 30 2 ¥h4s
T ) B A RAE G R /L N-F) o in s MR AR

[1952] i fE 1 A1 2 B 7n, 4 {(S) —2— [ (S) —2— ( FR 4 % e 2 ) —3— DR L — T I i
e 1-2-[2- (MEWy —2- J& ) MEME —4- B ] 2} RERF AR, DOL, W K E R A K,
FHAERN AR TS TL-2 —FEE R MhAk, D91 AN TL-2 B 25 A gk — 20 Jal /N s 44
o

[1953]  JHR AR

[1954]  Ji I A& B IR AR RSB o AE 3R [E R4 42000 A4 12 I 8 120w JF HoA 35000
N T 1% % 5% (" Pancreatic Cancer—National Cancer Institute.U.S.National
Institutes of Health” (2009)). FEHIXHEMECOHFD ;

[1955]  IWAE =4FEAFIHZE 22 30 %, (H2 /AT 5% B S h il e fE 012 J5 5 A7 .
AW BE A EAE T F WL (Ghaneh P 28, (August 2007). ” Biology and management of
pancreatic cancer” .gut 56(8) :1134-52),

[1956] W5 T Fr A H BIAA MG T IR R B 2077 i FARIEAFZHE (SOT) 3 FHI A 5 R
IR MiaPaCa—2-RFP MUgd s 1 x) 60 R 5-6 J& ¢ NCr nu/nu /N RBATFEHE . F R
Tk BRI I iR 240 » FH ISR RS W 58 T AR o 7E TR R SRR 2 I FHFRBY BT K4 1. 5em
KR o K IR R R R ok, SR 5 72 IR AR IO 1 B JEE U i FE 8-0 AhRHaE 4k (Je e )
Fe Wi 2mm’ ) MiaPaCa-2-REP FiORI e Fr RS AELE BT SRR AR R . FH 6-0 SMRIE%4k (£2)
JEHaES . FOCHEAR T TR AT A 7X JOR RS (0lympus) £E HEPA 138/ /=
AR HAT

[1957]  XSBhIN4E ZifE A = RGP 0G5 PIARVE ) SR =N 150mg/kg. 5 PO
[FIKF & 100mg/kg. DIL LA 20mg/kg 457« MENE AN ZE T3 VU, B2 T 455 D91,

[1958]  4n3& XXIT rfiad, ik sh ¥ 73 Jy LA 25 4, BR4H 10 R . sk XXIT Jrik, D91
BEREG T PRIR, T PUARTRRE A 45 T IR

[1959] 3 XXTI

[1960]
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m K] M FE

1 w" A 100ul FRAR

2 & & iR 150mg/kg & B Ak

3 & HAR+DYL | 150mg/kg+20mg/ke | B mK+E X
# K

4 B 100 mg/kg & Bk

5 THAEES DI | 100 mg/kg+20me/kg | F B A A+ER
# ok

6 D91 20mg/kg #F R H K

[1961]1 1P 9 Frow, LA 20mg/kg 45 T [ D91 7E 55 28 K T 7 H fg B i 9 44 B I = ik /)
(O). EEFETfhIES 20mg/kg D1 4 (% ) FIEL N B8 H B = 55
FEARIE (X) BREAIREI DIL (O ) B RFE R 1 R AR AR sk /N o

[1962]  ASCAFFIIRZIGIT 2R E 8 10 771, B T B A N2 E A R E I —Fhak
ZFRAFRINAET

[1963]  ASCEAFRIRIRIT #I2 WA B AR E 132 W55, A S TITR A H
MEM— P EFAF I ED.

[1964] AT AFWRIAIT 2 E R I, BFE THRNITR 2 FHHEY, H
(i

[1965] &) AEN—FEZFAF LAY A

[1966] b) HENIIEZ.

[1967]  ARSCEAFFHIAEH TI6I7 52603 08 10 5%, B4 T A TR 2 & &
W, a5

[1968] a) AEN—MEEF AL EY) H

[1969]  b) A &&= Mk s A2 K L &4

[1970]  ASCEAH TIRITHSWIN B IEREN 2 F 777, BiEE THe Wi B A e
FERI R Z R E LAY, HEE

[1971]  a) AMEN—MEZ M ARG H

[1972] b)) AMENIIEZY.

[1973]  ASCEAFH T HTHRITHIS BOA S G R RS2 7728, GRS T A &
HIBER PR Z A A5, KAy .

[1974] &) AMEN—MEZ M ARG H

[1975]  b) A & ] s A K &4

[1976] HEW)

[1977]  ARSCAFRZ T T B 233 Hmdi e B Al &M, Fid A &5 asH s
IR SCAFF I —FIE 2 LA o AR SOEAFF T T390 97 NS ARI FL3h 4 - 1 s
WA
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[1978] —JymE¥ RAGY, HEE

[1979] &) fEN—MEEZFASCAF R EY) A

[1980]  b) —FhELZ AR 25 R o

[1981]  Sy—Jrmmd KASY, KA -

[1982]  a) fEN—MEZFASCAFF R EY) A

[1983]  b) A& —MECZ FLITHI 5

[1984] AP ETIR AFF AL AR FTALLS T AT LA— R B TR T 45 T

[1985]  —MSEjia )y b LA G, HAE

[1986] &) A RN —FEZFIASCAF RIS s H

[1987]1 b) HMERIELE

[1988] A FTIA AFF I A EEAZ BE A] — [F B DME RIIRF 25 T o

[1989]  5j—ANSEiti )y Ry LA AW, AR -

[1990] &) AEN—FEZFASCAFH ML EY) s H

[1991]  b) A &N FH VIR ;

[1992] AR FTIR AFF AL A4 AN T v th i vl — [RIE DMT B0 P45 T .

[1993]  Gj—ASEiti )y B LA AW, KA -

[1994] &) fEN—FEZFASCAFH ML EY) H

[1995] b) AR =M erlotinib ;

[1996]  HAFTIRAF LA erlotinib Al —[FIBLMEET 4T

[1997] X5 — ALy & KA, HAaE .

[1998]  a) fREN—FEZFASCAF R EY) A

[1999]  b) AAER doxil ;

[2000] MR FFA AT LA PIAT doxil A — [F B MERIF45 F o

[2001] N5 ANSLETT R RHEY), HAE

[2002] &) AACEN—FEZFIARSCAF RIS s H

[2003] b)) BRER irinortecan ;

[2004]  HAPFTIRAF LA irinortecan 7] — [FBL LMERITF 4 T o

[2005] M 5y —ANSEETT R KA, HAE

[2006] &) A CEN—FEEFASCAF R EY) s H

[2007] b)) AEM NEHT (bevacizumab) ;

[2008] AR ETIR AFF LA AN DR BB n] — RIS DMT S0P 45T .

[2000]  “Aby7 7 B“WIT AW BT H THRITEIEMLENED. nT5ERTAHF
MG M4 A PR AR EANRIR T A 29240 5 (KELEDH) . X
958 b, 97 7 AD HE K B B . KB (vinblastine) Bt 2 B K F £ (vindesine) Fll
Navelbine™ (i /K K F LT -5’ -noran hydroblastine) . & H fh S2 i 7 &9, tb 7
L FE 36 0 S A B T 0 ), 46 0 = A AL S . ARSI 5 WAL &) B
Camptosar™ ( £k FR 7 37 %% Bt ) - Hycamtin™ ( 35 BR ¥ #5 & B¢ (topotecan)) Fl M = 4 Bl K
HRU T A A &Y. AT T AR WA A AW 1 5 — 9 A7 552 T 1
B2 (podophyllotoxin) fiTAEM), 19 4N Y 15 2 LG I # H (etoposide) R R HF &
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WEWHEH (teniposide) FKFER AN (mitopodozide) . 4K BIIE ALK HoAth &1y befe
TR AT 7] AT ik g 4 e v () B4R ) o b B A o X B AT R R AR AN R PR T i
(cisplatin) - I Bt % (cyclophosphamide) « & 4+ (nitrogen mustard) .=V B L% ik
Wi (trimethylene thiophosphoramide) . REa]7] (carmustine) . AH % (busulfan) .
KT B I+ (chlorambucil) . belustine. JRMENE & J+ (uracil mustard). chlomaphazin
Floans L REWE (dacarbazine) o 48K BAFENE IGIT R PRI 1KLL AVRIT 77
B S0 A0 FE frms ng Bn) 7 A B (cytosine arabinoside) @ JRMENE (fluorouracil) .2
MERS (methotrexate) - RIS (mercaptopurine) - i MEIE R4 (azathioprime) FITA - i
(procarbazine) o Al T AKH P TEMUAAEYIN H—d@ N7 A AR JERS
PRS2 AL FEFT 5 25 (doxorubicin) (T RE 2 (bleomycin) i ZkTEH 2 D (dactinomycin) 4L
tb & % (daunorubicin) JJEfE & (mithramycin) %% & (mitomycin) £ EFE % C Al
TEi# % 2 (daunomycin) o XA SY)A T K4 P BUEHIR] . A & B8 045 HoAb AL T
I, HAFEARR T U EbUE A R EEE (dacarbazine) \5- B &M (azacytidine) .
Y g (amsacrine) . 3 V£ 1 (melphalan) . 5 EF %% Bt % (ifosfamide) Fl 2K & 2 R
(mitoxantrone) o

[2010]  ASCAFRI G ] Bph s 7 505 HAn ST 45 5 45 7, B HoAth 30 o 77 6,
FEA B EETESR / Prii R AR Ui e A R BB EE PR/ Bubuie e e O BRI
AFCHE AL . — oAM= MR/ PR R e S AR, H AT e 2 e o R e A M o e
Ak, B, NER IR B i L ST s = R SRR R I RS AR IR T S IV R T BT
belustine. JRMEWE % ST chlomaphazin FIEUAMENL . FLAd A0 MEE PR / S04t ioed ol 2 i
o8 24 L T AU A2D » 190 T s W o o A R R0 PR RS WE 2 PR M > | IR VA | T PR IR A AT Y
I HARANMREETER] / UM AR PR, B, TR R R N E R DAL
ROIOMER LUFER LRNBERCNEGER. XENAYA 2P EIEFUES 7. H
20 B B3 R/ SR S A 22 43 AR (RKRFBFIEAE, ) o X LA FERF B K H 0
MR R TE R LT 1 2 Mgl MUER R / DU R R S B AT A L RABE
R U B AR EE L5 — ST N NE L SRIE D VM-26 ., IR i O FE R
i 2 B BT

[2011]  ARAIEE AR N G B0 I A R o 3 T AN i BH 7 VRN ZEL 5 0 10 g 2 A8 )
45D VEGE Hife (4 ALRIRER A FIHUE ) BT VEGE @R A e UFAZ IR « HoAth T 1)
I A R AV EL R A HH 22 . N S 2R R gl 25 L CBAE o F1 B) . a4l
Moz 12 M E A S B E ARG 1 A 2 AL (TIMP-1 F1 -2) o &Rl /N5, 8
FEE S A, Bl R (razoxane) —— A HUMLAE A BUS PR FE - A4 TT #1575
[2012] W] 5 4 & B 4k & W0 45 & A0 F I At 3008 R A FEE A R IR T - BT G 4 o7
(acivicin) ;fJZEEL 2 (aclarubicin) ;EhEEF 1AM (acodazole hydrochloride) ;Fif o
% 7 (acronine) ; Pl £ K B (adozelesin) ; Bl # A 4 & (aldesleukin) ; 7~ B % %
(altretamine) ;% 2 (ambomycin) ; ZFRELFTSEEE (ametantrone acetate) ;2 &K
ZVEERA (aminoglutethimide) ;2 Y IE (amsacrine) ;P HE HH M (anastrozole) ;% BHEE &
(anthramycin) ; K 4 Bt i& B (asparaginase) ; Ml A & # (asperlin) ; Bl $L g ¥
(azacitidine) ;B &Ik (azetepa) ;[ & F R (azotomycin) ;2 E @Mk (batimastat) ;&
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HIR (benzodepa) ;b RE % (bicalutamide) ;EHMRXEAE (bisantrene hydrochloride) ;
bisnafide dimesylate ; b7k FT (bizelesin) ;L1 k& & (bleomycin sulfate) ;
brequinar sodium ;¥RJCSZHH (bropirimine) ; FHAH % ;JilZk i 2% C (cactinomycin) ; - FF £
B (calusterone) ; KEEE (caracemide) ;R W (carbetimer) ;K40 (carboplatin) ;
+ % 7\ 7] (carmustine) ;5 #h B8 £ Z2 Ltk &2 (carubicin hydrochloride) ; F 1 & #r
(carzelesin) ; PG #i 3¢ X (cedefingol) ; K T MR %& J% (chlorambucil) ; 7§ ¥' % %
(cirolemycin) ;%A (cisplatin) ;5adi i (cladribine) ; BEEER 7 2 HFE (crisnatol
mesylate) ; P11 Bt fi 5 K] AR JfL 7 5 20 0 W i 5 2R TR 25 D s $h R 40 LE 55 2R 5 il P Ath R
(decitabine) ;45 B 54 (dexormaplatin) s HiFLJLT* (dezaguanine) ; FF Ttk fi2 4L WK 7
(dezaguanine mesylate) ;HiNVMEE (diaziquone) ;2 PUfh3E (docetaxel) ;% 3R ;#hEF
FBHR B E ST (droloxifene) sFFRIR EIE E 5547 (droloxifene citrate) ;PAER JE A
B (dromostanolone propionate) ;iAMEE & (duazomycin) ;fKiA ¥ (edatrexate) ;2h
iz 2 & B8 (eflornithine hydrochloride) ; 4K ¥ 7% & (elsamitrucin) ; B % %A
(enloplatin) ; B ¥ 24 B (enpromate) ; 4K UL WKk ¢ (epipropidine) : #h R R F L &
(epirubicin hydrochloride) ; J& AF %% M (erbulozole) s £ B8 47 & tb £ (esorubicin
hydrochloride) ; W % #y 7T (estramustine) ; W % &) 7T % M E5 44 (estramustine
phosphate sodium) ;fKARAEEME (etanidazole) ;R BFATF R ML IE# HELT (etoposide) ;SR
R OB FE R MW R OB &K & B JiZ (etoprine) 5 £ BB V5 6 M (fadrozole
hydrochloride) ; ¥& L #i 58 (fazarabine) ; 7% 4E A f& (fenretinide) ; # JK #
(floxuridine) ;MR FIAHVE (fludarabine phosphate) ;FRMBENE (fluorouracil) ;7
Pifthiie (flurocitabine) ;M§MEfH (fosquidone) ;45 =) M £ %Y (fostriecin sodium) ;7 7l
fthii (gemcitabine) ;#hIR % P fhisE ; LMK (hydroxyurea) ;SRR L LL 2 (idarubicin
hydrochloride) ; R¥FBEEE%Z (ifosfamide) ;5488 (ilmofosine) ; AL MA 2 11 (4L
FEHAMEmA R IL BErll2) ; TR a2a; TR a-2b; TME anl ; TR
a-n3; FME B-la; THER v-Ib; %A (iproplatin) ; ZhR 7 % B (irinotecan
hydrochloride) ;EEER =¥k (lanreotide acetate) ;SKHHME (letrozole) sEEER A . H
(leuprolide acetate) ; % & 37 [ M (liarozole hydrochloride) ; ¥ 3 H1 & 4
(lometrexol sodium) ; 3% % ® 7] (lomustine) ; #h B & & e (losoxantrone
hydrochloride) s B % % By (masoprocol) ; 38 ¥ & (maytansine) ; #h B & ¢
(mechlorethamine hydrochloride) ;BEFR R HIZ2HH (megestrol acetate) ;ESIRZECZAHH
(melengestrol acetate) ;32754 (melphalan) ;3% 577K (menogaril) ;&mMENs o FF MG
08 s RIS A (A EIE (metoprine) ;38 ZHIK (meturedepa) KEEZ (mitindomide) ;
K £ E (mitocarcin) ; 2R 4 & (mitocromin) ; KFLVE M (mitogillin) ;KL 5 &
(mitomalcin) ; 22 R % % s K FE 7] 5 (mitosper) ; K+4LIH (mitotane) ; #h MR K+t B R
(mitoxantrone hydrochloride) ; & % MWy & (mycophenolic acid) ; i % 1A M
(nocodazole) ;i5HiE % (nogalamycin) ;54 (ormaplatin) ; B EEF S (oxisuran) ;%5
12 B (paclitaxel) ; 8% [] & B (pegaspargase) ; £ F| F & (peliomycin) ; 25 % &) 7T
(pentamustine) ;IR ET /&5 2 (peplomycin sulfate) ;J;Mif% (perfosfamide) ;WRYH
R %t (pipobroman) ; Wk ¥ #F M (piposulfan) ; & & Wt % liE (piroxantrone

201



CN 105412094 A 1«51'1 AA :F!' 189/193 It

hydrochloride) ;¥ K& #& (plicamycin) ;¥ ¥% 330 (plomestane) ;AN EB4N (porfimer
sodium) ; ¥H 4F % 3R (porfiromycin) ; ¥k J& % &) JT (prednimustine) ; &k MR 18+ &
(procarbazine hydrochloride) ; "E W4 55 2% (puromycin) ; £h B8 W 14 55 25, Mf me ik K
(pyrazofurin) ;FJERE (riboprine) :¥'# WL (rogletimide) ;#0357 (safingol) ;£h
MRVb%5 X (safingol hydrochloride) ;@ 35w y] (semustine) ;3% HIZ (simtrazene) ;7
2B R & & R4 (sparfosate sodium) ; &) 1A & % (sparsomycin) ; #h & % 12 %
(spirogermanium hydrochloride) ;##ZLwE]YT (spiromustine) ;#R%1 (spiroplatin) ;%22
7 2 (streptonigrin) ; # £ £ (streptozocin) ; fii & 7K JJK (sulofenur) ; fih F| & &
(talisomycin) ;%% 7] 1 = 44 (tecogalan sodium) ; & I % (tegafur) ; #h FR & ¥ B B
(teloxantrone hydrochloride) ;#3i1%F (temoporfin) ;3R BT HXMEW T &P &
¥ (teroxirone) ; % P HE (testolactone) ; B WK "™ 04 (thiamiprine) ; Bi 15 MEZ 0%
(thioguanine) :ZE# IR (thiotepa) ;MEMEIAK (tiazofurin) ;&#i L8] (tirapazamine)
FAERITHIK S (toremifene citrate) sBEMREIFLIE (trestolone acetate) sTEER M P45
{i£ (triciribine phosphate) ; = B i ¥ (trimetrexate) ; = B i ¥ & # B &
(trimetrexate glucuronate) ; [l I ¥ #k (triptorelin) ; £#h B8 % Aii & M (tubulozole
hydrochloride) 5 JK W& BE % J¢ (uracil mustard) ; & I & UK (uredepa) ; fi i Jik
(vapreotide) ;4E# W35 (verteporfin) ;Hm MR BB < B MR KB B < IR Lt KR AL TR 5
IR R W 2 Bt K F 4L i B K K L BE (vinepidine sulfate) ; i B2 K & 1 B
(vinglycinate sulfate) ;i R K% %' ¥ (vinleurosine sulfate) ;i f1 MR K % i Ii%
(vinorelbine tartrate) ; it @ & & % % (vinrosidine sulfate) ; i B8 K & F| &
(vinzolidine sulfate) ; fk & M (vorozole) ; #T J& W (zeniplatin) ; {§ &) il T
(zinostatin) ;EhREFLLLE (zorubicin hydrochloride) . HAhFURE 2P AFEHA IR
T :20- 3 -1, 25 R REMEAE F D3 15— SHUREENE P LRI (abiraterone) sPUZRELE (Bt
F& M (acylfulvene) sadecypenol :FJZ KT (adozelesin) P /&K (aldesleukin) ;
ALL-TK $5 470 ) s 7N H % i (altretamine) ; % 5& ®) VT (ambamustine) ;amidox ; 2 i ]
(amifostine) ;& ¥ LB A ER (aminolevulinic acid) ;&AZELLAE (amrubicin) ;& NV BE ;
FiIHSHS B (anagrelide) sFATHSHIME (anastrozole) ;%W ES (andrographolide) ;I
AR A R s FE PRI D s FEPUM G s R B W B (antarelix) sTIEME A KEEHEA
I (anti—dorsalizing morphogenetic protein—1) ;#ilfE#Z& (antiandrogen) , B %1 FE)
i (prostatic carcinoma), §ii M ¥ &= 4 i (antiestrogen) ; 3T % M I 98 ¥ Ji
(antineoplaston) ;& X SR T R ;W T 3 H &K (aphidicolinglycinate) ;i 1=
# [ 3 ¥ i (apoptosis gene modulators) ; 40 B ¥ 1= ¥ 5 4 (apoptosis
regulators) ; [t ME W #% 1% sara-CDP-DL-PTBA ; #& & 1R it 2 2& ¥ sasulacrine s fif fif 3¢ 18
(atamestane) ; fif 5 7] T (atrimustine) ;axinastatin 1;axinastatin 2 ;axinastatin
3B L AR (azasetron) sFIFLEZFR (azatoxin) ;T & R (azatyrosine) ;baccatin
ITT fi74Y) sbalanol sEE G wE])fth (batimastat) sBCR/ABL #55U5f] sbenzochlorins s KMt £ 1
% (benzoylstaurosporine) ;B- W Bt f& fiT & % (beta lactam derivatives) ;
beta—alethine shetaclamycin B ; # K& (betulinic acid) ;bFGF #ll il 5 5 bk & & &
(bicalutamide) ;EbAERf (bisantrene) ;hisaziridinylspermine ; X{£37%:f# (bisnafide) ;
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bistratene A EL 37 K # (bizelesin) ;breflate ; #1 UG 57 B (bropirimine) ; A5 & £k
(budotitane) ; T BV HEEE W % (buthionine sulfoximine) ; £ = (calcipotriol) ;
calphostin C; = M Bl fiT £ ¥ ;canarypox 1L-2 ;K 55/ & (capecitabine) ;% — &
3t - = ¥ (carboxamide—amino—triazole) ; & L Wt % = M (carboxyamidotriazole) ;
CaRest M3 ;CARN 700 ; ®& AT K HI# 7 (cartilage derived inhibitor) ;478
(carzelesin) ; B& & [ ¥ B 41 # 7 (casein kinase inhibitors(1IC0S)) ; 52 & fi%
(castanospermine) ;2% ik B (cecropin B) ;P4 il ¥ 75 (cetrorelix) schlorlns shif i &
% (chloroquinoxaline sulfonamide) ; P4 & HJ %] Z& (cicaprost) ; Jii =& — AF Wk
(cis—porphyrin) ;5a$iJEE (cladribine) ;&K K4 (clomifene analogues) ;iis
Mt (clotrimazole) scollismycin A scollismycin B ;& AGfthy] A4 (combretastatin A4)
AT YT LA sconagenin scrambeseidin816 ;5L L ARFE (crisnatol) seryptophycin 8 ;
cryptophycin A fiT 4 4% ;curacin A ;cyclopent anthraquinones scycloplatam s
cypemycin ;Ba[#E i 1 1\ BE LR ER £k (cytarabine ocfosfate) ;iE4HMLEAF (cytolytic
factor) ;cytostatin ;iIAE B4 (dacliximab) ;HEPEfhYE (decitabine) ;dehydrodidemuin
B s Hiy& ¥ Mk (deslorelin) ;HiZEKAFS (dexamethasone) ;45 IR iEEL% (dexifosfamide) ;
H B (dexrazoxane) ;A 4EFiTHK (dexverapamil) ;#uNY AR (diaziquone) ;didemuin
B ;didox ;diethylnorspermine ; & —5— & M H ;9- —~ & & ¥ ¥ (dihydrotaxol,9-) ;
dioxamycin ; Bk RIB R T 7T (diphenylspiromustine) ;% Fiith % (docetaxel) ; 1+ %
(docosanol) ;s 2 i @ I (dolasetron) ; 2= & F & B (doxifluridine) ; J& ¥ & 2%
(droloxifene) ;& KFEM (dronabinol) ;duocarmycin SA ;4K Aififi (ebselen) ;K% 5L #]
71 (ecomustine) ; f& #h 4% 37 (edelfosine) ; & & 7] B8 31 (edrecolomab) ; K . 2 & &
(eflornithine) ; M & /& (elemene) ; & W& & . (emitefur) ; & F b &£ 5 K 57 B %
(epristeride) ; #E % T F AW < HE WK W Bh 7 (estrogen agonists) ; ME B Z 15 471 7
(estrogen antagonists) ;KA (etanidazole) sBEMRFR UL T EE R IL M AT Sk Pb 38
1H (exemestane) ;VE{EME (fadrozole) ;VEFH.FiE (fazarabine) ;254EA % (fenretinide)
9F #& | 5 (filgrastim) ; 3F FF Mt & (finasteride) ;flavopiridol ; & £ &) 77
(flezelastine) ;fluasterone ; | 15 $Hi V& (fludarabine) ;fluorodaunorunicin
hydrochloride ;#8/y3E 7i (forfenimex) ;#8351 (formestane) ;fE@ a2 (fostriecin) ;
18 5L A] 7] (fotemustine) ; 4L & ¥ Ak (gadolinium texaphyrin) ; il &2 % ; N & fih Vi€
(galoeitabine) ;i JE ¥ b (ganirelix) ;AF B #0161 571 5 5 75 AR 5 25 e H BE #0570
hepsulfam ;& [ (heregulin) ;75 - ZWEi% (hexamethylene bisacetamide) ;4=
228k E (hypericin) ;iKFEBEGEE (ibandronic acid) ;fHiALLE (idarubicin) ;X ZEZF
(idoxifene) ;s 7 ¥ F BA (idramantone) ; 7 2= 48 3 (ilmofosine) ; t/ ¥& 5 #] fh
(ilomastat) ;BEMEFFENYEERER (imidazoacridone) sBKIETLER (imiquimod) s % )& HIEK < iR
BMEREARKRKEF-12ZEME A TR A TR AH AR R0
(iobenguane) ; Ml £ & (iododoxorubicin) s K ¥ K ¥, 4— (ipomeanol, 4-) ;% & Fi
(iroplact) ;H&E S E (irsogladine) sisobengazole ;isohomohalicondrin B ;4 Ath &) B

(itasetron) ;j asplakinolide ;kahalalide F ;lamellarin-N triacetate; = ¥ fk
(lanreotide) ;leinamycin; K #% #f ¥T (lenograstim) ; i M8 & %t 2 ¥ (lentinan
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sulfate) ;leptolstatin ;>REIME (letrozole) s AHILHANHIKF s ALl o TR ;=
S TE + MEBCE - 22 B s 5% T B AR (leuprorelin) s /2 JiE WK M (Tevamisole) ; A1) i M
(liarozole) ; HHEZ &K (linear polyamine analogue) :2¢%/iF —HEMK SRIEHILE
¥) ;1issoclinamide 7 ; %% %A (lobaplatin) ; B ¥ #% A (lombricine) ; ¥ 3 fhi 2
(lometrexol) ; & JE 15 B (lonidamine) ; ¥ & & EE (losoxantrone) ; ¥ f& fth 7T
(lovastatin) ;3% & V&€ (loxoribine) ;¥1#E# HE (lurtotecan) ;lutetium texaphyrin ;
lysofylline sZ3i#lk (1ytic peptide) ;3£3H¥ (maitansine) smannostatin A ;53757
fit (marimastat) ; 5 R E % (masoprocol) ;FLER L& I (maspin) ;¥4 4 51 & 1 41 il 77
(matrilysin inhibitor) ; 3& i & J8 & A B 1 #1 7 (matrix metalloproteinase
inhibitor) ; 3£ ¥ 37 /R (menogaril) smerbarone ; & & ¥ MK (meterelin) ; & & R
(methioninase) ;s A S L% (metoclopramide) sMIF 155 s >KIAE ] EA (mifepristone) ;
K B 48 B (miltefosine) ; oK 32 &) 5 (mirimostim) ; £ B A #E RNA ; K #£ K Bz
(mitoguazone) ; ¥R B 7B (mitolactol) ; 222 E XU s KFEZE % (mitonafide) ;
mitotoxin fibroblastgrowth factor—saporin ;sKFEEEE ;5=VE%P V] (mofarotene) ;5L
A) 55 (molgramostim) s A& BAE VENR R B e BEFUAK < SR WRISE G oT A+ 70 b T8 4 i
sk s SEWRIAEE (mopidamol) ;22 HRZHMIHIF 5T 2 IR A58 -1 Y7 (multiple tumor
suppressor l-based therapy) ;FFFiE 7 (mustard anticancer agent) ;mycaperoxide
B s B A E AR EE BN (mycobacterial cell wall extract) smyriaporone ;N- Z.fkH:
JEAR (N-acetyldinaline) sN-HURKBEZ ;AT (nafarelin) snagrestip ;4N&HR + 157
ftb 423 (naloxone+pentazocine) ;napavin snaphterpin s AiFEA] 5 (nartograstim) ;45145
¥ (nedaplatin) ;&R E (nemorubicin) ;2 VIS (neridronic acid) ;oW ik
(neutral endopeptidase) ;JEe & K4EFr (nilutamide) snisamycin ;AL B IFEFF ;—F AL
A P A M 7 (nitroxide antioxidant) snitrullyn ;06— 7% JE 5 MEE A Bl fik
(octreotide) ;okicenone ; BHAZH R ;A (onapristone) ; &7} 7] EL (ondansetron) ;
T A B soracin s [ IR4H I K 5 5 7] (oral cytokine inducer) ;B 5540 ; BUDRR[E
(osaterone) ; BYPFI4H (oxaliplatin) ;oxaunomycin ;554218 (paclitaxel) ;2RAZEE2RALL
Yy s 842 B A1 & ¥ spalavamine 5 A5 18 Bt i % R (palmitoyl rhizoxin) ; IH K B B2
(pamidronic acid) ; A & = ¥ (panaxytriol) ; BH ¥ K 2% (panomifene) ; Bl Bk H &=
(parabactin) ; M 47 & 7] (pazelliptine) ; ¥ [] %4 B (pegaspargase) ; ¥ 3 &
(peldesine) ; J% % % 44 (pentosan polysulfate sodium) ; %% @ fth T (pentostatin) ;
pentrozole ; 4= IR KT (perflubron) ;5 Wk Bt i% (perfosfamide) ; %8 7% F B (perillyl
alcohol) ;phenazinomycin ;48 22 < B R Ml 4061 771 o v ML ME B 3K T 1l 1) (picibanil) sk
iz £ B 2= & B (pilocarpine hydrochloride) ; Mt 22 tb £ (pirarubicin) ; Mt B 7@ %
(piritrexim) splacetin A ;placetin B ;L4 & AR R EGEMIGIR RS9 st
G - ZREE S AN N (porfimer sodium) sVHAEEZ (porfiromycin) ik JEfa
(prednisone) ;HIEXATBERR (propyl bis—acridone) ;HEIFIEZE J2 (prostaglandin J2) ;
=AM A H] | (proteasome inhibitor) ;ZETHEA A BRI AT A (protein A-based
immune modulator) ;&% MRS C %155 (protein kinase C inhibitor) il 25 (ARG C
141 57 (protein kinase C inhibitors, microalgal) ; &5 [ B& 2 M2 % B2 B 1 il 7
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(protein tyrosine phosphatase inhibitors) ;" M % 1 W B8 1L B #71 #1] 51 (purine
nucleoside phosphorylase inhibitors) ; ¥ J& ¥ 5L Z& (purpurins) ; FiE P Bpk HY Bg
(pyrazoloacridine) ;pyridoxylated hemoglobin polyoxyethylene conjugate ;raf ##
i R ZE (raltitrexed) ;T % H) Bl (ramosetron) sras V% J& B #E R B4 7] (ras
farnesyl protein transferase inhibitor) jras %7 (ras inhibitor) ;ras—GAP ]
7 s i BRI E R VT (retelliptine demethylated) ;%f Re 186 K £ iR (rhenium Re
186etidronate) ; 1R & Z& (rhizoxin) ; &% Bf (ribozyme) ;RIT retinamide ; ¥ % W Ji%
(rogletimide) ;rohitukine ;% BLfik (romurtide) ;%' ME3E 7T (roquinimex) ;rubiginone B
1 sruboxyl ;safmgol ;saintopin ;SarCNU ;sarcophytol A ;¥04&%E]5 (sargramostim) ;Sdi
1Y) (Sdi Imimetic) ;7)) A]YT (semustine) sFEERTHEHIHIF 1 (senescence derived
inhibitor 1) sH XEZEE 5 55 FMHIN F 542 WWH L8 g 5 ED 10
el (sizofiran) s EAGIE A (sobuzoxane) ;W44 (sodium borocaptate) ;7K Z FBREN ;
solverol s A KIF W EHLE G HEBE MY (sonermin) ; B '] & 18 (sparfosic acid) ;
spicamycin D ;82 % &) V] (spiromustine) ;splenopentin s ¥ 45 1 #ll 2 1 (spongistatin
1) s (squalamine) s 40 B4 ) s 40 M 53 2157 sstipiamide ;¥4 5 BT #1
5 (stromelysin inhibitor) ;sulfmosine ;#8 3i% 14 I & 35 M i ik 5 3057 (superactive
vasoactive intestinal peptide antagonist) ;suradista ;7rfiibf (suramin) ;/\Z M5/
=% (swainsonine) ;& ARG IEME S T]VT (tallimustine) ; A 5 & 55 (tamoxifen
methiodide) ; 2 fifi %% &) 7] (tauromustine) ; fth L ¥ 7T (tazarotene) ; & 7] 0 = 44
(tecogalan sodium) ; % N s (tegafur) stellurapyrylium ;v 7 B 100 61 7] 5 & 5 y0 4%
(temoporfin) ;& HMEf% (temozolomide) ;3 PR F1E: R MEWTHE T stetrachlorodecaoxide ;
tetrazomine sthaliblastine ; Mg W] $i #K (thiocoraline) ; ML /M R A4 W &
(thrombopoietin) ; Ifil /)y Ak £ B & # L ¥ (thrombopoietin mimetic) ; % AR v ¥r
(thymalfasin) ;i BR A Bl 2 524K 8 50 7 (thymopoietin receptor agonist) ;i Bl 5g
(thymotrinan) ;fEFREEZ stin ethyl etiopurpurin ;& FidLBH (tirapazamine) ; ~5&K
b %4k (titanocene bichloride) stopsentin ;3EFGAKZY (toremifene) ;4= BET4H iy A
T B AN s 4EAE R AR (tretinoin) s = Z B, (triacetyluridine) s 5775
(triciribine) ; = H fl ¥b (trimetrexate) ; B ¥ ¥ M (triptorelin) ; F& %% &) B
(tropisetron) ; % Z' HEK (turosteride) ;% 22 IR WG 411 il 711 + 5% 2 1R Tl 2 A 4001 A 571
(tyrphostin) ;UBC 4 il ¥ ; & 2% 38 & (ubenimex) ;Y [ Wb JK A2 JH 32 () A2 K 4101 il IR 5
(urogenital sinus—derived growth inhibitory factor) ; R & BE 2 & 35 1 7
(urokinase receptor antagonist) ;fXFfk (vapreotide) ;variolin B %4k 545, 4041
MIERIVAIT (vector system,erythrocytegene therapy) ;Z4Ehi BT (velaresol) ;ZE75EH
(veramine) ;verdin ; 4 £ JH %% (verteporfin) ; K FE HJE (vinorelbine) ;vinxaltine ;
vitaxin ;fR & ™ (vorozole) ; 3L 5 £F & (zanoterone) ;47 JE 1 (zeniplatin) ; V% 4
C(zilascorb) FflyFwlfth ] EiEE (zinostatin stimalamer). 7E—SEjE TR, Frid FUiE
295 5 FIKMENE A EE BB DY S MR (Teucovorin)

[2013]  ARSCAE A ARTE “A 287 248 — Ph a2 P oR i S L h 2 7E 25 25 I AR I8 21 i /5
BORIT AR B — BN TR N A A= A 2%E AT B AN sk O N 0 R 2= A8 4k, Birads PR 25491 2
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BARTT N BN P IR AR PR A L . U ARSI SR ) rh #d 7 AR 25 24
T35 ARGUREARN R BB ] AR 45 245 5 S USRI SR RVR T RLE o (A, AN R] e e HE
BAR “ A28 B, lRER S T 80K 3 I S B m] 35 IR 1 D0 6 ZEHTR 9% Ee 1 ek
DPTRTE . Ak, AR I pR A S ] OB BRI B R RS ¥ .

[2014] ARG HIFHE T HARISCRETT 58, W o T AR GUHE AN 51K U Al E
AN AR B PR e AT R PR 0 it 5 P i AR AU MBS R G PT B ORI 2R F
FEAEA R IINEH A T X L AR AL RME L
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