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SRR,

1-IRTR -3~ (6RS) ~4-448 -3~ CRIEEZ ) —2- (ke -4-45) -4,5,6, 7- VY&~ 1 H-H5| k-
6-3L] FH LR,

1-[ (6RS) ~4-%8AX-3- CREZE L) -2- (Memg-4-48) -4,5,6, 7-VU S - 1H-M| W -6 L] HH
Fe-3-P-2-FE R,

1= (WRhg—2-JE H1 JE) —3- [ (6RS) —4-AR-3- CREEZ B -2- (bnE-4-45) -4,5,6,7-14
S - 1H-Mg| e —6-JE] FF L AR,

i)
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1- 3-F-4-F o) -3-[ (6RS) —4-%AX-3- CR R L) —2- (MkmE-4-J%) -4,5,6,7-1/Y
S - 1H-Mg| 63 ] AL fiR

[ (6RS) 4% f8-3- CEILEIE) —2- (g -4-55) -4,5,6, 7-PU S~ 1 H- M| Wk—6-JE ] A7 L 41
G R

N-[ (6RS) ~4-%8AX-3- CRELE L) —2- (Mkme-4-3%) -4,5,6, 7-PY & - 1H-W|Wk-6- 2 ] FF 2
Bz,

N-[ (6RS) ~4-%8AX-3- CRELE L) —2- (Mkme-4-3%) -4,5,6, T-PY & - 1H-W|Wk 62 ] FF 2
H R

(6RS) —2— (3—F A FEMEIE -4-KE) —4-%(AX-3- ORE ) -4,5,6, 7-PU H - 1H-W5| Wk —6-H
",

(6RS) —2-[2- (LB A2 &) MEmE —4- ] -4-%f0-3- R A2 L) -4,5,6, 7-IY A - 1H-1|
Wk —6—F IR FH I

(4E) -5-[ (6RS) 4% fX-3- CRELE L) —2- (ke -4-3%) -4,5,6, 7- VY S~ 1 H-W| W& —6-
R R4,

(47) -5-[ (6RS) 4% fX-3- CREEE L) —2- (ke -4-3%) -4,5,6, 7- VY &~ 1 H-W| W& —6-
R KR4I,

(6RS) —2— (3-RMLIE-4-F5) -4-H K -3- CREE L) -4,5,6 , T- T4 - 1H-W5[bk-6-F iR,

(6RS) —6-[ (E) —2- (4~ ‘ﬁ*m:%m%%] - CREEZEHL) —2- (kme-4-3%) -1,5,6, 7-IY & -
AH-M5 (k-4 ,

(6RS) —6-[ (2) —2- (4-FAKL) LM HE]-3- CRAEZ L) —2- (EnE-4-5) -1,5,6, 7-PU & -
AH-M5 (k-4 ,

(6RS) —6— (M bk—4—JE 1 L) —3- ORILZ L) —2- (Mkmg-4-55) -1,5,6, 7-PU S~ 4H-F5| k-
4~ ,

(6RS) —6- [ B (-2-J%) 2 k] 1 i -3- O 2 L) —2- (kg -4-J4) -1,5,6, 7-I4 &~
AH-W5 (k-4 ,

(6RS) —6-[ (1E) —3- (= H AL 2 L) PI-1-M-1-F5]-3- ORI —2- (kg -4-45) -1,5,
6, 7-PU S —4H-15| bk —4 - ,

(6RS) —6-[ (12) -3- (= H A2 L) - 1-M-1-F5]-3- ORI —2- (kg -4-45) -1,5,
6, 7-PU S —4H-15| bk —4 - ,

1-[ (6RS) ~4-%8AX-3- CRIEEZ L) -2- (Mpmg-4-48) -4,5,6, 7-PU S - 1H-M| W -6-JE ] HH
H-3- (2RS) - (PRI -2 F F ) ik,

(6RS) -N-F F—4- %A -3- CRIEEZE L) -N-TH 3L -2- (kmg-4-4%) -4,5,6, 7- P4 - 1H-W|
Wk —6—F Mt fi

(6R) -N-FF JE 44X -3- CRERZE L) -N-TH H-2- (kg -4-3) -4,5,6, 7- VU & - 1H-H|
Wk —6-F Bt fi

(6RS) -N,N- = -4 -4 -3- ORIEZ L) —2- (HkmE-4-55) -4 ,5,6, 7-PU S~ 1 H-P| k-
6—FF Mt fi

(6R) -N ,N- = J—4 -5 43— ORI &) —2- (kg -4-45) -4,5,6, 7- VY&~ 1H-H5[ k-6
i

=1

10
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(6S) N, N="F B 45 -3- CRIEEEHL) —2- (HEhE-4-35) —4,5,6, 7- 0 H - 1H-M5| W —6-

i,
(6S) -N-H H:—-4-5fA-3- CRIL A HE) -N-THH-2- (L IE-4-4) -4,5,6, 7- I A~ 1H-5|
—6-F Bl

(6RS) —3- ORFEZA L) -6-[ (N-2-FEhmbeid) 2] -2- (kwg-4-3%) -1,5,6, 7-V4 A -4H-
W5| -4 ,

(6RS) —6-[ (. F:Mife k) L] -3- CRAE R L) -2- (MEweE-4-4%) -1,5,6, 7- P4 -4H-H
We-4-f

4-3-N-[ (6RS) ~4-5A AKX -3- CRILZHL) —2- (MkwE-4-4%) -4,5,6 , 7-V - 1 H-W5| Pk —6-
HE] R ROR T B

[ (6RS) ~4—%8 -3 CEILE L) —2- (Mng-4-3E) -4,5,6, 7-PU S -1 H-Mg| Wk —6-3E ] B 3L 41
SR 2-H A A O B

[ (6RS) ~4—%8 -3 CEILEFL) —2- (Mng-4-3) -4,5,6, 7-PU S -1 H-Mg| Wk —6-3E ] B 3L 41
HE IR 2 LA,

(6RS) —6-[ (13- FFMEME—2-JLf e k) At ] -3- ORFL L) -2- (tnE-4-J%) -1,5,6,
7 VU &~ 4H- 15| W4t

(6RS) —2-[2- (LB A2 &) MbnE —4- ] -4-%f0-3- CREE 2 L) -4,5,6, 7- T4 A - 1H-1|

W—6-F i,

N-[ (6RS) ~4-%AAX-3- GRILA L) —2- (lkhe-4-3E) -4,5,6, 7- VU S~ 1H- M|k -6 ] F
P e B Bt Az

2-F H-N-[ (6RS) ~4-%8 A% -3~ CRILE L) —2- (ke -4-3E) -4,5,6, 7- VU &~ 1H-H| k-6~
] PR BLR

2—-FA S FE-N-[ (6RS) -4 f%-3- CRIELZIL) -2- (Lmg-4-3E) -4,5,6, 7-PY &~ 1 H-F5| W -
63k ] I 2 e A%
N-[ (6RS) ~4-8A%-3- CRILZFL) -2- (kmg-4-3%) -4,5,6, 7-VU &~ 1H-F5|We—6-3E ] HF 5L

W e B,
N-[ (6RS) ~4-% -3~ CRFELEIL) -2- (WHE-4-FE) -4,5,6, 7- VY A~ 1H-M5| W -6 -2k ] F Ik
PR -2 T iz

(6RS) -N- (2-¥8 3 £, k) -N-F J -4 fR-3- ORFE L) -2- (Mkme-4-J%) -4,5,6, 7-14
- TH-W5| W6 FR I iz

(6R) -N- (-2 5k 2, 3) -N-F -4 -4 f0-3- ORIEE L) -2- (kme-4-3%) -4,5,6,7-14
S TH-W5| W6 - FR P iz

(6S) -N- (2—-#85E £, B) -N-H1 B -4 -5 -3 CR AL 2 5E) —2- (bwe-4-3%) -4,5,6, 714
- TH-Wg|W—6-FR P iz

(6RS) —2— (3-FUMEME ~4-HE) -N,N- = HE-4- 5 -3- CRIEEHL) -4,5,6, 7-PU &~ 1H-W|
Wk —6—F Bt fi

(6RS) —2— (3—F A& FLME e —4-3E) -N N- I FE -4 -3~ GRILEIL) -4,5,6, 7T- VI &A -
LH-H5| k-6 - FF B iz

(6RS) =2 (3-FRML e ~4-3E) -N- 2-F2FE 2, 5E) -N-FF FE 44 A0-3- GRIE &) -4,5,6,

11
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7-VY S -1 H-H5 W —6-F i

(6RS) -N- 2-F2 2L 2, 5) —2- (3-FR A b e -4-24) -N-F -4 -3- CRAEE ) 4,
5,6, 7-VU &~ 1H-M| k-6 -F B ik,

(BRS) —3— CRIEZ L) -6-[ (H-2-ZLEE L) B AL ] -2- (ke -4-4%) -1,5,6, 7- P9 -4H-
W)Wk~ 4,

(6RS) —6- [ (2 FEM#EL L) FF 3] -3- GRAEE L) -2- (Mkme-4-2%) -1,5,6, 7-PU & -4H-H|
k—4-7if,

3-F A -N-[ (6RS) ~4-FA -3~ CRIEE L) -2- (lEme-4-3%) -4,5,6, 7- VU S - 1H-W| k-
6] AL A BE R,

(6RS) —2-[2- (Z.BEFE3L) mhmg-4-FE]-N N- I H-4-580-3- CRILEAFL) -4,5,6,7-
VU S 1H-P5| -6 - F B iz

(6RS) —2-[2- (Z. BRI R L) MEng-4-F£]-N- Q-5 2. 3) -N-FF H-4-F/0-3- GRER
) -4,5,6, 7-PUS -1 H-I5|Wk—6-FF iz

(6RS) ~4-4A8-3- CREE L) —2- (emeE-4-4%) -4,5,6, 7- VY- 1H-M| B —6-FF BR FF i

(6R) ~4—48AX-3- CRIEE L) —2- (kg -4-2%) -4,5,6 , 7-VU S~ 1H-W| b6 - B i FR J5

(6S) ~4-H A -3- ORIEE L) —2- (kg -4-2%) -4,5,6 , 7-VU S - 1H-W| b6 - B i FR I5

(6RS) —2~ (2-Z FEML e -4-FE) —6- BRI P IE) -3- CRIERIE) -1,5,6, 7-V & ~4H-H| Wk~
4~ ,

4= -N-[ (6RS) ~4-%8AX-3- CRILE L) —2- (ke -4-48) -4,5,6, 7-VU &~ 1 H- M|k -6
] EOR B

[ (2S) -1-%A-1- ([ (6RS) ~4-%A8-3- CRIELZE ) —2- (kg -4-55) -4,5,6, 7-VUE - 1H-
W\ —6-3i ] FE BE 4 0E) TR -2 22 i IR AL T i

(2S) —2— ([ (6RS) ~4-4AA8-3- CREEE L) —2- (Lhe-4-3%) -4,5,6, 7- VY E - 1H- M| W6
] R L T L) M - 1 - R ER AU T B,

(29) —2-F2HE-N-[ (6RS) -4 f8-3- CRILZIL) —2- (tng-4-55) -4,5,6, 7-PU S - 1H-H]
Wi—6-J ] R TR A

N-[ (6RS) 448 AX-3- CRIEEZ L) —2- (kg -4-3) -4,5,6, 7-VY &~ 1H- M| -6 -5 ] H
F-1, 3-MEME -2 FF I it

1-F JE-N-[ (6RS) ~4-4AA-3- ORFEE L) —2- (lLnE-4-55) -4,5,6, 7- VU S~ 1H-W5| Wk —6-
S H - 1H-TE g —2- R B

N-4-[ (6RS) —6- (FR 2L F BE) - 428X -3- CRIEEHL) -4,5,6, 7-PU S - 1 H-Wg| k-2 FE Tk
g 2L 2 Wi

N-[ (6RS) ~4—48AX-3- CEILEAFL) -2- (MLng-4-3E) -4,5,6, 7-V1 S~ 1 H-H5| e —6-3E ] 1 Ak
VY& - 20Tk i -4 FF iz

N-[ (6RS) —4—48AX-3- CEILEAFL) —2- (MLng-4-3%) -4,5,6, 7-V1 S~ 1 H-H5| e —6-3 ] 1
g =2~ FF i

(6RS) ~N- (2-F& J—2— FF B P ) —N- P 44X - 3 CREE () —2- (ke -4-45) 4,5,
6, 7- VU5~ 1 H-H5| k6 - FF 9%

(6RS) -N-[ (29) —2-F2 L k] 428X -3- CRIL L) -2- (kmE-4-3%) -4,5,6, 7- VY& -

=1
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1H-M k-6 - FF B i,

(6RS) -N- (1-# i —2-F JE TR -2 %) -4 A0-3- CREL L) —2- (kwe-4-2%) -4,5,6,7-
VU S 1H-M5| -6 - F Bt iz ,

(6RS) -N- (2, 2- - HH AL TR L) ~4-5A0-3- CREEE AL —2- (ke -4-3%) -4,5,6 , 7- T4 & -
1H-P| k-6 - FF B i,

(6RS) -N- (2-F BE L) —4-5A0-3- CRIEE L) -2- (kg -4-25) -4,5,6, 7-PU - 1H-W|
I —6—FR i iz

(6RS) —N-FF & -N- (2—-FF B TR JL) -4 03— ORFEE L) —2- (kme-4-J%) -4,5,6 ,7-14
S - 1H-W5| -6 - FR B iz

(6RS) -N-[2- (= HBE L) 2] -4 A-3- ORFEE L) —2- (itme-4-J%) -4,5,6, 7-14
S - 1H-W| -6 -FR B iz

(6RS) ~N=-[2- (- FFBE 4 JE) 2] -N-F HE-4- %X -3- ORAEE L) -2- (kme-4-3%) -4,
5,6, 7-VU S -1H-M| k-6 -F Bt ik,

(6RS) —N-FF J-N-[2— (AL L) 2 L] -4-% -3 CRAELEIE) —2- (kg -4-55) -4,5,
6, 7-VYE -1 H-M5| Pk —6-FF Bt fi

(6RS) -N- (2, 2- =5 £, 3E) ~4-%8A-3- CRAEE L) —2- (ikng-4-3%) -4,5,6, 7-P4 &~ 1H-
W)k -6 FE B i

(6RS) ~N-H -4 fR-3- ORAEE L) -2- (ke -4-45) -N- (2,2, 2- =52 H) -4,5,6,
7-PU S - TH-B5| k-6 FF I iz

(6RS) ~4-4AAX -3~ CRAEZEHL) -2- (ke -4-45) -N- (3,3, 3- =/ A -4,5,6, 7-II & -
LH-M5| -6 FF Bt i

(6RS) -N- (2, 2- R £ HE) -N-FF B4 A0-3- CRAEEE L) —2- (ke -4-3%) -4,5,6,7-
VY& - 1H-| k-6 FF I iz

(6RS) -N—U T J:-N-F 45X -3- ORILE L) —2- (kme-4-%5) -4,5,6, 7-PU& - 1H-
W)k -6 FR B

(6RS) -N-[ (1-F2 FEIR P JE) FA I ] -4 2 AX-3- ORFEE L) —2- (tmg-4-J%) -4,5,6, 7-1Y
S~ 1H-M5] -6~ BE i

(6RS) -N- (2- ¥ J—2—-FF B P JE) —4-%AR-3- ORFEE L) -2- (kme-4-J%) -4,5,6,7-14
S TH-W5| W6 FR P iz

(6RS) ~4—%8AX—-3- ORILEIE) —2- (MEmE-4-55) -N- (2,2, 2- =9 LHE) -4,5,6 , T-JI & -
1H-5| -6 Bt ik

(6RS) -N-F -4 AR-3- CRIEEEIL) —2- (bre-4-J%) -N- (3,3, 3- =5/ A ) -4,5,6,
7-VY & -1 H-P5 Wk -6 FF Bt

(6RS) -N-[ (2R) —2- 32 JE P k] -4 28X -3- CRILZE L) -2- (kmE-4-3%) -4,5,6, 7- VY& -
LH-H5| k-6 - FR B iz

(6RS) ~4—AC-3- GRFLE L) —2- (Lme-4-3L) -4,5,6, 7-PU &~ 1 H-P5| e —6-FF iR,

(6R) —4—%84%-3- CEILE L) —2- (Hng-4-3E) -4,5,6 , 7-PU S~ 1H-W|Wk—6-FH iz,

(6S) —4-48A%-3- CEILEFL) —2- (Hng-4-3E) -4,5,6 , 7-PU S~ 1H-W|Wk—6-FH iz,

(6RS) —6- [ (4-H JEMR IR -1 -J) Btk ] -3- ORI ZEL) —2- (the-4-J%) -1,5,6 , 7-J4 & -

13
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AH-15| B~ 4T,

(6RS) —6-[ (3R) —3-FAFEME MG S~ 1 -3 ] P -3 CRILE L) —2- (Hkme-4-3%) -1,5,6,7-
U &~ 4H-F5| k-4

(6RS) ~6-[ (3S) —3-FAFEME MG S~ 1 -FE ] P -3 CRILE L) —2- (Hkme-4-38) -1,5,6,7-
VU &~ 4H-H5| Wk -4 i

(6RS) —6-[ (3-FR AL F IR T Hi-1-45) FRIE]-3- CRIEEZ L) -2- (Hbne-4-25)-1,5,6,7-
VU &~ 4H-H5| Wk -4 i

(6RS) -N,N- 7, H-4-4A0-3- GRAEE L) -2- (kmE-4-3%) -4,5,6, 7-PY &~ 1 H-H5| W~
6—F BLfiZ

N-[ (6RS) ~4-%4X -3~ CRAEZ L) -2~ (kng-4-3%) -4,5,6, 7-VY &~ 1H-M|Wk-6-3E ] 2. Bk
fi,

2-F JE-N-[ (6RS) ~4-4A -3~ CRIEZ L) -2- (kme-4-55) -4,5,6, T-VU & - 1H-H| k-6~
BB,

3-H HE-N-[ (6RS) ~4-4A -3~ CRIEZHL) -2- (Mkre-4-5) -4,5,6, T-PU S - 1H-H| k-6~
BT B,

3-F5 3 -3-H HE-N-[ (6RS) ~4-%AX-3- CRALZIL) -2~ (lkng-4-3%) -4,5,6, 7-VY A~ 1H-
W We-6-3L ] T HEfL

2= TR HE-N-[ (6RS) ~4-4A8-3- CREEZ ) -2- (lkme-4-58) -4,5,6, 7-PY &~ L H-H| Wk~
6-3] Wi,

(39) —3-F2HE-N-[ (6RS) -4 f8-3- CRILZIL) -2- (tng-4-55) -4,5,6, 7-PU S - 1H-W|
Wk-6-2E] T BERZ,

- Hk-2,2- " HE-N-[ (6RS) 4% X-3- ORIELE L) —2- (twe-4-3%) -4,5,6, 714
- TH-W| k-6 ] TR Bk

(6RS) -N-[ (25) —1-F2 N -2- Bk ] -4 -3- ORIEE L) —2- (itng-4-J%) -4,5,6,7-14
S - 1H-M| Wk -6-F ik

(6R) -N-[ (25) —~1-$ JE P -2- B ] -4 4R-3- CRILE L) -2- (kme-4-J%) -4,5,6, 7-1Y
S~ 1H-M5] -6~ BE i

(65) -N-[ (25) —~1-FHE P -2- KL ] -4 AR0-3- ORILE L) -2- (kme-4-J%) -4,5,6, 7-1Y
S TH-W5| W6 FR P iz

(6RS) -N-[ (2R) —1-F2FE N -2- Bk ] 44X -3 ORIEZEEL) —2- (itng-4-J%) -4,5,6,7-14
- TH-Wg| W6 FA I iz

(6R) -N-[ (2R) -1 -$JE P -2- B ] -4 -5 AR-3- ORILZ L) -2- (Mkmg-4-J%) -4,5,6, 7-1Y
- TH-W5| W6 FR P iz

(3R) —3-F2H:-N-[ (6RS) ~4—5 A3~ GRELZ L) —2- (ke -4-45) -4,5,6, 7-PU &~ 1H-|
W-6-JE] T BiRZ,

(65) -N-[ (2R) —1-$JE P -2-HE ] -4 AR-3- ORIEZ L) -2- (Mkmg-4-J%) -4,5,6,7-1Y
- TH-Ws| 6~ FA P iz

(6RS) -N-[2- (I ZHE) £ 3] -4-%40-3- ORFE ) -2- (kng-4-J%) -4,5,6,7-14
-1 H-Pg| e —6-HF fE gz

14
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N-[ (6RS) ~4-%4X -3~ CRIEZ L) —2- (ke -4-3E) -4,5,6, 7-VY &~ 1 H-H| k-6 3 ] FH
S LT R,

H & (3~ 48-3-[ (6RS) ~4-Ef%-3- CEIEE L) —2- (Hnme-4-HL) -4,5,6, 7-PU &~ 1H-H]
Wk—6-E ] 2L L) 2L R AT B,

(6RS) —2-[2- ([rel- (IR, 2R) -2~ IR A 2L ] B AL 2 AL) Mg -4-J8 ] -4 -3- CREAR
) -4,5,6, 7-PUS - 1H-15| k-6 FF i S

(6RS) —6-[ (1, 3-IR FFMEMe -2 JLa e ) R 2] -3- CORIEE L) —2- (kg -4-25) -1,5,6,
7 VU & 4115 W4t

(6RS) —2-[2- ([ (1R, 2R) —2-FRIF TR Ji ] R L e J8) ML -4 - ] -4 AR -3 CREEE L) -
4,5,6, 7-VY - 1H-M|BE—6-FF i,

(6RS) —2-[2- (LB AL AL) M me-4-JE ] -6-H H-4-%X-3- CRIEZE ) -4,5,6,7-14
S -1H-M|Be-6-F IR,

(6RS) —2-2-[ (4-F 7K FF B 2k) ‘R AL kg 434 -4-FA0-3- CEHREIL) —4,5,6,7- V1A -
1H-W5] k-6 FF B Y I

(6RS) ~4-AC-3- CRIEEEIE) -2-2-[ (1, 3-MEMR-5-JL B IL) EIL Tk nE-4-34-4,5,6,7-
VY- 1H-W5| k-6 FF R FR IS

3,3- “H 3E-N-[ (6RS) ~4-4 -3~ CRRLZAIL) -2- (kme-4-3E) -4,5,6, 7-V4 5~ 1 H-H]
Wk—-6-2] T HERZ

(6RS) —2-2-[ (4-F 7K FF B 2k ) ‘AL T kg —-4-FE -4 A0 -3- CEIREIL) —4,5,6,7-T1 &~
TH-Hg -6 -FF %,

(6RS) ~4-AC-3- CREEIE) -2-2-[ (1, 3-MEMR-5-JEFRIL) EIL ML nE-4-34-4,5,6,7-
VU5 - 1H-P5| k-6 - FH 2,

N~ F JE-N-[ (6RS) ~4-A A3~ GRILEIL) -2 (Hkme-4-3E) -4,5,6, 7-PI &~ 1 H-W|bE—6-
H1-B-NEBE =R,

(6RS) -N-[ (1-F2HE PR AE) F I ] -4-%4X-3- ORI %A -2- (tnE-4-J%) -4,5,6,7-1Y
S -1H-M| Wk -6-FF ik

(4E) -5- [ (6RS) —2-[2- (L R L 2 BE) b we -4 L] -4 -3- CREE &AL -4,5,6,7-14
- 1H-| e —6-5E] R -4-JA TR,

(6RS) —2-[3- (2,2- “F L5 IL) Mg -4-F]-4-F A -3- CREREIRL) -4,5,6,7T-T14& -
1 H-H5| W —6— P i P i

N-4-[ (6RS) —6- (B A ILF L) -4-H A -3- CRIEREIL) -4,5,6, T-IY A -1H-Wg| B -2-J]
g -2-3E 2. WE i

(6RS) —N- (2— F 2 ik £, %) -N-FR -4 -4 AX- 3 CR AL ZUJE) —2- (g —4-55) -4,5,6,7-
VY&~ 1 H-H5| Wk -6 FF iz

(6RS) —2-[2- ([rel- (IR, 2R) —2-FRIN A 2k ] Bl I 20 5) b wE—4-HE] -N- 2-F2HE £ 5E) -N-
F -4 -3 CEILE L) -4,5,6, T-PU S~ 1 H-M5| e —6-FF Bt i,

(6RS) —2-[2- ([rel— (IR, 2R) —2- PR 1A ] #h J L) kg —4 -3 ] -N N- - F L —4-4
R-3- EREIE) -4,5,6, T-VY - 1 H-15|k—6-F B iz

(6RS) -N- (2, 2- L ) -N-H B -4 -3- CRERE L) —2- (kne-4-%5) -4,5,6,
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7-VY S -1 H-H5 W —6-F i

N-4-[ (6RS) —6- (AL &) -4-5 A -3- CRIEE L) -4,5,6, T- VU &~ 1 H-F| k-2 FE Tk
e -2- 3 2L Bk i

(6RS) =3~ TR i 3 -2- [3— (PR TR 2 HH 4 28) mbme-4- 28] -4-41%-4,5,6 , 7-PU &~ 1 H- 5|k~
6-F IR i,

(6RS) =3~ TR i 3 -2- [3— (PR TR 2 F A 28) Mk me-4- 28] -4-%1%-4,5,6 , 7-PU &~ | H- 5|k~
6-F IR,

(6RS) —2-[3- (PR 3 HH 4 3) Mk mg—4-3E ] -N- (-2 3 2, 5) -N-FF 4440 -3- (3t
A -4,5,6, T-PUE-1H-W5|We—6-H Bt iz,

(6RS) —2-[3- (2-H 48 B 2. 2828 kg —4- 28 ] -4- 4R -3- CRAEZE L) -4,5,6, 7T- U 4A -
1H-W5] Pk —6-FF B F I

(6RS) —3- R g -2-[3- Q- H I L H ) mbne -4-5£]-4-%18-4,5,6, 7-V4 - 1H-H|
W—6-F i,

(6RS) —2-[3- - AL L EH) Mg -4-F]-N N- T F-4-F0-3- CEIREIHL) 4,5,
6, 7-VY &~ 1 H-M5| Wk —6-FF B fi

(6RS) -N- (2-#83L 2, 38) —2-[3- Q-HF & FL 2 A ) mhmg-4-FL] -N-F F-4-F 8 -3- CF
R -4,5,6, T-VYH - 1H-M5[bk-6-F B iz,

(6RS) =3~ TR e d-2-[3- 2-Fa B 24 8 mbme -4- 2] -4-41%-4,5,6 , 7-PU &~ L H- Wbk~
6-FF IR B,

(6RS) —2- [3- (- ¥R F 25 L) Mg -4-JE] -4~ -3~ ORAEE L) -4,5,6, 7-IU& - 1H-
| W -6 FF iR

(6RS) -2-[3- (2, 2- “F L) Mg -4-F]-4-F A -3- CRERIRL) -4,5,6,7-T14& -
1H-M5| W —6- i

(6RS) ~N-Z FH-N- (2-F B 2, 08) —4-AA0-3- ORFEE FL) -2- (kme-4-J%) -4,5,6, 7-1Y
S - 1H-M| Wk -6-F ik

(6RS) -N- -2 dk 2, 08) -4 A0-3- CRILE L) -N- (F-2-3%) -2- (tneg-4-35) -4,5,6,
7-PU S - TH-B5| k-6 FF I iz

(6RS) -N-[ (1-F2FE AT JE) ] -N-F B -4 -4 A0 -3 - ORI L) -2- (ke -4-3%) -4,
5,6, 7-VY4 -1 H-H5|We—6-FF fE Az

(6RS) -N-[ (2R) —1-F B A -2 J& ] -N-FH B 44 -3 CREEE L) —2- (ke -4-J%) -4,
5,6, 7-PY4 -1 H-M5|We—6-FF fE iz

(6RS) -N-[ (2S) —1-F LA -2 J& ] -N-F B 44 -3 CREEE L) —2- (bme-4-J%) -4,
5,6, 7-VY4 -1 H-H5|We—6-FF fE i

N- (4= { (6RS) —3-FK it -6 - FF J-6- [ (4-FF JEWRME -1 - ) piedt] -4-%44%-4,5,6,7-IY
- TH-W| k-2~ 3 | nipme -2 %) 2 Wil

(6RS) —2- (2- B i He b g —4-F5) -3 2RI L -N N, 6- = F e -4-%4X-4,5,6 , 7- /Y & -
L H-H5| k-6 - FF B iz

N- {4-[ (6RS) —3-Z& e H-6- { [ (2R,6S) —2,6- — FF FEMDipk—4 -3 ] B dit} —6- R Jt—4-4( {0~
4,5,6, 7-PUS - 1H-Mg[ bk —2- L Tt ng -2- &) 2,8k,
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N-(4- { (6RS) —3-Tx g e —6-[ (3-FAELIN T bi-1-H) Fedk] -6-H H-4-%418-4,5,6,7-
VU - TH-I| Wk -2 2} Hip e -2—0%) 2,z

N-(4- { (6RS) —3-Tx flg e -6-[ (3,3- A IRIF T br-1-J) Ptk ] -6-H FE-4-410-4,5,
6, 7-VU & -1 H-M5| -2} b g -2-258) 2 Bl

(6RS) —2-[2- (LB AL L) MEmg -4-JE] -N- (2-F A 2 HE) -N, 6- — -4 -3-
(RILE L) -4,5,6, 7-VU &~ L H-F5| W —6- FF iz

(6RS) —2-[2- (L. BRI L) MEng-4-3E]-N,N- = 2 F-6-FF R -4 0-3- CRERHL) -
4,5,6, 7-PUE -1 H-M5[ -6 I fl

N-4-[ (6RS) —6-H1 J:-6- (2- % Zk -6 - H R [3. 3] BE-6-Fe e k) -4 4 4X-3- ORE
) -4,5,6, T-VUE - 1H-Mg| k-2 b g -2k 2 B

(6RS) —2-[2- (4B AL ) MEme-4-JE]-N-[ (2S) -2- A LN L] -N, 6- ~ F HE-4-54
-3- CREE R L) -4,5,6, T-VY & -1 H-M| Wk -6 B i

(6RS) —2-[2- (L. BR A L) MEng-4-FE] -N-[ (2S) -1-F L H-2- 2] -N, 6- -4~
AAR-3- ORI -4,5,6, T- DU A -1H-W5| W —6-F B iz

(6RS) —2- [2- (. BE HE HE) b we —4-FE] -N- - A -2~ R TR ) -N, 6- —FF -4,
-3- CREEZRAL) -4,5,6, T-VY S -1 H-M| Wk -6 B iz ,

(6RS) —2-[2- (Z. B FLE L) MEng-4-FL]-N, 6- ~H F-4-F X -3- GRILEIL) -N-TAFL-
4,5,6, 7-PUE - 1 H-M5[ k-6 i fl

(6RS) —2-[2- (Z. B AR 3E) MEmg-4-3E]-N- (2, 2- “HEHE) N, 6- - HE-4-%/8-3-
CRAEZAE) -4,5,6, 7-VY -1 H-M| Wk -6 Bk,

N-4-[ (6RS) —6-[ (3R) —3— (= ¥ FE 2 ) MEWE e —1- = ] B -6 - F Bk -4 28X -3- CRRER A
) -4,5,6, 7-VUE - 1H-Mg| k-2 Tt g —2- 5 2 Wik

N-4-[ (6RS) —6-F F~6-[ (IR, 4R) -5-FF F-2,5- "B FXWIF[2. 2. 1] -2 L] et -4
AAR-3- ORI -4,5,6, T- VU S - 1H-Wg W —2- L T kg -2 2 B i,

(6RS) —2-[2- (Z.BEF & FL) ME g -4-FE]-N,6- I F-N- Q-F HL ) -4-F 8 -3- CF
L) -4,5,6, T-VYH - 1H-W5[ k-6 Bt iz,

N-4-[ (6RS) ~6-FF L —-6-[ (1R, 4R) —2-% 45— FFWIF [2. 2. 1] -5 FEH I ] -4 /¢~
3- CEHE L) -4,5,6, 7-VU S~ 1 H-Mg| Wk —2- 5 it -2 2 7, B s

N-4-[ (6RS) -6-[ (L H:Mukek) F 5] -4 0-3- ORI L) -4,5,6, T-PY & - 1H-W5| k-
2-FE T mE -2-%E 2 Wi,

N- (4~ (6RS) —4-A8-3- CRILEIE) —6-[ (H-2-Hemikeh) FH k] -4,5,6,7- P45 -1H-M
W—2-FEIE e -2-3%) 2 Bk,

N-4-[ (6RS) —6-[ GRUT &M e ) B 3] -4 AX-3- ORI &AL -4,5,6, 7-PU S - 1H-H
W —2~JE Ik g -2 -2 2, B iz

(6RS) —2— (2-Z HEMb g -4-J%) -3- ORI L) -6-[ (N-2-H:fmibe k) I HE]-1,5,6,7-14
S -AH-M5| -4,

(6RS) —2— (2—Z JEME e -4-2E) -3- CRIEZEIE) -6-[ (S) - -2-JL Whd B L] FAE-1,5,6,
7Y & -4H-H5| W -4 ,

(6RS) —2— (2-Z HEMb g -4-J%) -3- CRAERZEHL) -6 [ (N-2-JLMllE L) HE]-1,5,6,7-14
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S -AH-M5| -4,
(6RS) —2-2-[ (4-F 7K FF Bk 3L) AL b g —4-F4-N,N- - F 34540 -3- CRELEH) 4,
5,6, 7-VU &~ 1H-M| k-6 -F B ik,
(6RS) —2-2-[ (4~ 7% FF Wi ) (LI ML me —4-FE-N- (2-$2 3 £, 5E) -N-FF B -4 -4 -3~
CORILE L) -4,5,6, 7-VU &~ L H-F5| W —6- FF B iz
(6RS) -N,N- - H F- 4~ fR0-3- CEILAEIL) —2-2-[ (1, 3-MEME—5-FL e It) Z( L itk e -4
F-4,5,6,7-TUE - 1H-M5|Bk-6-H BE i,
(6RS) -N- (2-F5 2 £, B) -N-F He—-4-%(fX-3- ORFE ) —2-2-[ (1, 3-MEmMe-5-FL g k)
SHEI Mg -4-F-4,5,6, 7-TU S - 1H-M5| Bk -6- 1 B i,
N-{4-[ (6RS) —3-I e -6 { [ (P ALmsE ) 0] A k) 4% 4X-4,5,6 , 7- P4 & - 1H-H|
We—2-FL ke -2-FL) 2.8k,
N- {4~ [ (6RS) ~6~ (£ B e 3 FF k) —3- IR i A -4-1%-4,5,6, T- VU &~ 1 H-Wg| -2 T i
W -2-J) 2 BERG
N-{[ (6RS) —2— (2~ . Wi e S g -4 - 2) —3- 2R e -4 X4 ,5, 6, 7- VY & - 1 H-F5| Wk -6 -
BV -4 - R R IOR-4- R B,
5-[ (6RS) —2-[2- (L BRI E L) MEhe -4-3E] -4-AM-3- ORIEEL) -4,5,6, 7-IY&E-1H-
M|k -6 ] I
(6RS) —3- A Jig e -N, N- — e PR -4 - 4R-2— (tng-4-4%) -4,5,6, 7- Y - 1H-W5| W& —6-
UL
(6RS) —3- K[l H-2-[3- (2, 2- 3R LA L) MEWE -4 ] -N N- FF k45X -4,5,6, 7
VU S 1H-P5| -6 - F Bt ik
(6RS) —3- IR e Hk-2-[3- (2, 2- 3R LA L) MEWE —4-JE ] -N- Q-2 2 L) -N-FF -4
R-4,5,6,7-VY 5 -1 H-M5| -6 FF f iz
(6RS) -3 flg H-2- [3— (2-F& 2k £ 58 ) ML g -4-J ] -N,N- 1 J-4-%X-4,5,6 ,7-I/Y
S - 1H-M| Wk -6-F ik
(6RS) —3- IR ik H-2-[3- (2-FRHL 2, 5 JL) mbwe -4- ] -N- - Fk £ Jk) -N-F 444
R-4,5,6,7-VY 5 -1 H-M5| k-6 FF @iz
(6RS) —3- 4 Jlig H—2— [3— (PR A 2 R 4L ) ML g —4-J ] -N, N- 1 J-4-%4X-4,5,6 , 7-I/Y
S TH-W5| W6 FR P iz
(6RS) —3-ZE i d-2-[2- ({[ (1RS) -2, 2- R FFTA HL ] B ) &0 kg -4 ] - 44848~
4,5,6, 7-VYE - 1H-W|W—6-F IR FF I,
(6RS) —3-ZE i d-2-[2- ({[ (1IRS) -2, 2- R FF A BL ] B ) &0 kg —4- L] - 44848~
4,5,6,7-VYE - 1H-W|Pe—6-F iR,
(6RS) -3- R fiicHE-2-[2- ({[ (ARS) -2, 2- IR JE ] He k) 2 06) Mk wg—4-5E]-N,N-—H
H-4-%4%-4,5,6, T-TUE - 1 H-W5| Wk -6 FF B
N-(4-{ (6RS) -3-ZR ik —6-[ (A AR e 2k) HR k] -4-%4X-4,5,6, 7- DY - 1H-W5| k-
2—JE) Mg -2-55) —4-9R-3-F AL R B
N-(4-{ (6RS) -3-ZR ik k-6 -[ (A R IR e 2k) HR k] -4-%4X-4,5,6, 7- DY - 1H- M| k-
2-JE} kg -2- %) —2- R -2-FR B A B
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1= (4= { (6RS) —3-ZK &t -6-[ (A AR e ) FF 4] -4-%18-4,5,6, 7- VU &~ 1 H- 15[k~
2-FE ) kg -2-3%) -3~ ALK,

1= (4= { (6RS) —3- 2R i At —6-[ (PR AT e 58) R ] -4-%1X-4,5,6, 7-PU &~ 1 H- 15[k~
2-F ) ke -2-3) -3~ R ALK,

N={[ (6RS) —3-ZRfig H- 44X -2- (Mbwe-4-3%) -4,5,6 , 7-PY A - 1H-M| Bk -6-J& ] FF 2} -
L-TNABLIZ,

(6RS) —3-R g H-2-[2- ({[ (1S, 2S) —2-9IF A Ak ] Fe Ak} 2 %) ke —4-JE]-N, N, 6-=H
He-4-EH-4,5,6, T-VIE - 1 H-W| -6 - FF Bt i

(6RS) —3- K& HE-N N- =2, 8 -2-[2- ({[ (1S, 29) —2- R IR A 2L ] Pl A ) AL mb e -4~
H]-6-F F-4-%818-4,5,6, 7-PU & -1 H-15| W —6- F B iz,

(6RS) —3-Ix et -2-[2- ({[ (1S, 2S) —2-F R A L ] e it} & %) MbmE-4-J£]-N,6-—H
Fe-4-FAR-N-TH H-4,5,6, 7-PU S~ 1 H-15| -6 FF Bk iz

(6RS) —3-ZR g -2—-[2- ({[ (1S, 2S) -2 I A Ak ] B ik } L 2) Mk mg —4-JE ] -N-Je T 2t
N,6- - F3-4-%(48-4,5,6, 7-PU S -1 H-15| -6 - FF B iz

(6RS) —3- IRl HE-N- GRTAZE L) —2-[2- ({[ (1S, 29) —2-F PR P 2k ] Ak ) %) Mg -
4-FE]-N,6- —H H-4-448-4,5,6, 7-PU S -1 H-W5| -6 - FF B ik,

(6RS) —3-IK et -2-[2- ({[ (1S, 2S) —2-F PR A L ] e it} 2 %) mbmg -4-J£]-N,6-—H
H-A-HA-N- (3,3, 3-=FA L) -4,5,6, -V - 1H-W|We-6-FF B iz,

(1S,2S) -N- {4- [ (6RS) —3- IR ikt —6 - FF B4 -5 AKX -6- (Mg a1 -FE 3 HE) -4,5,6, 7-J1
S - 1H-Mg| -2 T b e -2~ | -2~ PR TR Joe FR B

(1S,2S) -N-{4-[ (6RS) —3- 7K iz 36— { [ (3R) —3— (- FF L& FE) Mg Joe—1 -3 ] P It} —6-
HILE-4-%54X-4,5,6, 7-DY S -1 H-M5[ W —2-JE T b g —2- L} -2 PR TR Joe FR B iz

(1S,2S) -N-{4-[ (6RS) -3 - it Fe—6- F J -4 -4 0 -6- (WRmE -1 -Fe PR IEL) -4,5,6,7-71
S - 1TH-Mg| -2 T b g -2 | -2 -0 FR TR Joc FPR B

N-{4-[ (6RS) -3-Ix e -6 - ({[2- (CFF RRERL) 4] e bt} R AL) —4-%4/8-4,5,6,7-
VU S~ TH-W5| Wk -2 T b e -2- 3 ) 2L B f

N-(4-{ (6RS) —3- R i k-6 - (e T R T e ) FR k] -4-%4X-4,5,6, 7- DY - 1H- M| k-
2} MEIE —2-J88) —4-3-N-F 208 FR B e

(6RS) —2— (2-Z LML Mg -4-3E) ~6- REEHF AL) —6-FF J:-3- GRAEE ) -1,5,6, 7-II & -
AH-W5| -4,

N-4-[ (6RS) —6-[ (2- F 4 L 2. L) e it ] P Bk -4 -4 -3- CREEE L) -4,5,6, T-PU A~
LH-P| e —2—JE T ik g -2k 2, B iz

N-4-[ (6RS) —6-[ (1, 3-W@mk-2-FERR e k) FF Ak ] -4 %A -3- CRIEEIE) -4,5,6,7- 1Y
- 1H-Mg[ e —2- BTk -2- B 2B

N=- (4= (6RS) 4~ AX-3- CGRILEIL) -6-[ (1, 3-MEM:—2-FE AR ke dt) I FE]-4,5,6,7-14
S - 1H-Mg| -2k g -2-58) Z.BEh,

N-(4- (6RS) —4-4A8-3- ORIEZIE) —6- [ (pme-2-JE ke i) B L] -4,5,6, 7-PUSE-1H-
| W —2— LML g -2 %) 2 iz

N-4-[ (6RS) —6- [ (498" Jk) B ek ] PR k-4 44X -3 CRIE&UE) -4,5,6, 7- DY & - 1H-
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M| -2~ J T Ik g -2 -2 2, I iz

(1S,2S) —2-F~N- (4= (6RS) ~4—%6AX -3~ CRIEEZ L) -6- [ (F-2- M fi k) F 14,5,
6, 7- VY&~ 1 H-M5| -2 g -2 588) BRT e FF B

N- (4~ (6RS) —4-FAR-3- CRIEE L) -6-[ (R-2- i kedd) Fit]-4,5,6,7-P4&E - 1H-H|
W —2-JL kg -2-3%) -1, 3-WEME -5 F R

4% -N- (4- (6RS) ~4-5FAX-3- CRFELEFL) -6-[ (H-2-F:Hikedt) FH]-4,5,6,7-V14 -
1 H-Fg| e —2—FE L g -2 3 ) R FR Az

4=F~N- (4= (6RS) ~4-FAX-3- CRIEF L) -6-[ (H-2-F:Hibke L) FH]-4,5,6, -V~
1 H-Fg| e —2—FE L g -2 3 ) R FR B Az

3,4- "5 -N- (4= (6RS) -4~ AfR-3- ORI ) —6-[ (H-2-F: Mk FH]-4,5,6,7-
DU &~ 1 H-Pg| W —2— R g —2 - 528) 2% R kA

N-4-[ (6RS) —6-[ (£ F:Mil 1) Y ] 42X -3- O A2 52) -4,5,6, T-PU & - LH-Wg| k-
2-FE ] kg -2-JE 2, Bk iz

N- (4= (6RS) -4~ fR-3- CREEZ L) -6-[ (H-2- ML) FE]-4,5,6, 7-PU & - 1H-W]
W2~ Sk g -2-J%) 2. Bih%,

2-F-2-FF BE-N- (4= (BRS) ~4-%AAX-3- CRIEZ L) -6- [ (F-2-Z:MEE L) FH]-4,5,6,
7-PU S -1 H-W5| Wk -2 L e -2 2) TRERZ

45 -3 F A -N- (4- (6RS) ~4- A -3- CREEE AL -6-[ (-2 male L) L] -4,5,
6, 7- DY~ 1 H-W5| -2t g -2 %) 2K B B,

N-4-[ (6RS) —6-[ (U T Z:MmEEE L) F L] -4-A -3~ ORAEEE L) -4,5,6,7-IY& - 1H-W]
W2~ FE ] Mg -2-J 2, B f

(6RS) —2-2-[ 2~ -2 FF BE A B L) Z( SE I b -4~ -N N, 6- = FF -4 4R -3 R &
AH) -4,5,6, T-VU A~ 1H-W5|We—6-H B iz,

(6RS) —2-2-[ 2~ -2-FF BE A WL AL) R BE b —4-JE-N, 6- 1 -4 0-3- CR R
) -N-TH%:-4,5,6, 7-VU S~ 1 H-W5| W -6 - FF it i

(6RS) -N,N- =, Jt—-2-2-[ (25 -2 FF L P e L) k] mk gt -4 — -6 k-4 -5 AX-3-
CRFEZEHL) -4,5,6, 7-VY 5 -1 H-P| Wk -6 BE i

(6RS) —2-2- [ 2-F—2-F FE AW L) G ] ML mE —4-JE-N, 6-  F E-N- (2-FR AL R ) -4~
EAR-3- CREEEIE) -4,5,6, T- P & - 1 - Wk—6-F B i

(6RS) —2-2-[ (- -2~ AL AL AL) UL M me -4-FE-N, 6- = FF 3 -4 f0-3- CRAEER
) -N-(3,3,3-=FA ) -4,5,6, 7-PU &~ 1H-W5| k-6 FF Bz

(6RS) ~N— (PR 2 L) —2-2- [ (-9 —2-FR T I %) 2 ] Mk —4-JE-N, 6- — F -4~
AAR-3- CREEE L) -4,5,6, - & - 1 -5 Wk—6-F B i

2-F—2-F JE-N-4- [ (6RS) -6 Fe-4-4AAX-3- CREEZHE) —6- (ML fi-1-FE P Jk) -4,
5,6, 7—PU &~ 1 H-M5| Ik —2— L T npk g —2— R TR Ik iz

N-{4-[ (6RS) —3-Ix Jlic K —6— {[ (4TI IL) At fe ] R k) —4-%4X-4,5,6 , 7-PY & - 1H-H5
Wk—2-FE ke -2-FL ) ZBER,

N=(4-{ (6RS) —3-ZR e k-6 [ Cre A R T I ) FP k] -4-%4X-4,5,6, 7- DY & - 1H- M| k-
22} Mg -2 %) bk -4- AR Bk,
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N-{4-[ (6RS) -3-FR ik H-6- ([ (3,4- U AE) Bkt ] H 2} -4-54M-4,5,6, 7- DI -
LH-g|We—2- L T -2- 3k} 2. BEh%,

N-{4-[ (6RS) -3-F et -6- {[ (4-RUKE) Bifedk] F 2k} -4-%-4,5,6, T-PU - 1H-H|
We-2-JET AL E -2-Jk} 2R,

N-4-[ (6RS) ~6- [ (4- -3~ F AL FRIE) W fedtk ] F JL-4-AA0-3- CRILEIL) -4,5,6,7-
VU S L H-Mg| -2 2R T bt g -2 2 B

N-4-[ (6RS) -6-[ (3,4~ FHRIE) Tk 5] I HL-4-AA-3- CREEEHF) -4,5,6, T-TH A~
LH-Wg|We—2-JE T g -2 2 2 B %

N-4-[ (6RS) -6-[ (4- A FLIRIE) Tk 5] AP H-4-A A -3- CREEEHL) -4,5,6, T-TH A~
LH-Wg|We—2-JE T g -2- 2 2 B

(6RS) —4-4 A2 (WLmg —4-J) -3 (bhg-2-F ) -4,5,6, 7-PU & - 1H-W| k-6 - 1 R
i,

(6RS) —2— (2-Z N WE -4-3E) -3l -6- [ CR A B bedk) F L] -6-F 5-1,5,6,7-
VY S5~ 4H-15| =418 ,

N- (4 { (6RS) ~3-ZE i I -4— AR -6~ (1, 3-MEME—2—SLRE B IE) FRHE]-4,5,6, 7-PU & (-
LH-Wg|We—2- 2} g -2-3) Z.Bf%,

N-{4-[ (6RS) 3~ I e 06— { [ (- -3-F2FEHEIE) B fre ik | /R ) -4-%40-4,5,6,7- 1Y
S 10N -2- e -2- 2k} 2B,

N-{4-[ (BRS) -3-ZR i F:—6— ([ (2-FF 4 Ak £ %) Tl 56 ) PR A} —4-%AX-4,5,6, T- DU &L
LH-Wg|We—2-JE Tt -2- 2k} Z.Bef,

N-{4-[ (6RS) ~3-Z& A6~ {[ (4-F W AL) Rl ot ] FP At} —4—%AAX-4, 5,6, 7- DU - 1H-W5]
We—2-JET g -2- k) Z R,

(6RS) ~4~%U1%-2- (HLhg-4-45) -3 (kme-2-HEHE) -4,5,6, 7- P& - 1H-WIBE-6-F 2,

(6RS) 4~ AN-3- CRAE R ) —2- (MEWE-4-2E) -4,5,6, 7-PU A~ 1H-W5[Wk—-6-F R AU T
B,

(6RS) —N, N- - F -4 fR-2— (WEWE -4-2E) -3- (Lmg-2-BL & J) -4,5,6, 7- DU~ 1H-
M| —6 - iz

(6RS) ~N-[ (25) ~2-F2 FE A 3 ] -N-Ff Bh-4-304 (-3~ ORI EHD) —2- (e -4-55) -4,5,6,
T-PY - 1H-W5{ -6~ FF B fi%

(6RS) ~N-[ (2R) —2—F2 B Y ] -N-F e~ 4-SAC-3- ORFEEID) -2- (g -4-) -1,5,6,
T-PY - 1H-W5{ -6~ FF B fi%

(BRS) —N-F I -4~ -3 - CRIEEAE) —2- (L IE-4-5) -N-[2- (LR e-1-28) £ 2] 4,
5,6, 7-VU & ~1H-15| k-6~ F i,

(6RS) ~N- I FE-N-[2- (W Whk-4-JE) LAk ] -5 AX-3- OREEUIE) -2- (e -4-4) 4,5,
6, 7-VY -1 H-M5 -6 Bt

(BRS) ~N=3£J J-N-F 44X -3- CRE ) -2- (Mg -4-4) -4,5,6, 7- P - 1H-
M| —6 - iz

(6RS) -N-[ (25) ~1-F A A -2-F ] -N-F S -4 -4 {-3- ORBAH) -2- (khe-4-2) -
4,5,6, 74 %~ 1 H-M5|Wk -6 - FF I e ,
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(6RS) -N- (1- R 2 -2-F AL T -2- ) -N-F -4 -3 OREEZE L) -2- (hmg-4-
) -4,5,6, 7-PUE - 1 H-M5|Bk—6-FF B A%,

(6R) —2- (3-FRMEIE -4-HE) —4-404R-3- CRILEHL) ~4,5,6, T-PI S -1 H-M5|Wk—6-F iR
Bg,

(6S) —2- (3-FRMEIE -4-H) ~4-48AR-3- CRILEHL) ~4,5,6, T-PU S -1 H-M5|W—6-F iR
Bg,

(6S) —2— - e -4-2) -4-54X-3- CRIEEARL) -4,5,6, 7- VI & - 1H-M|PE—6-F iR,

(6R) —2— (3-FL e —4-2%) -4-54X-3- CRIEEEA L) -4,5,6, 7- VU A - 1H-W|PE—6-F iR,

(6S) —2— (3-FRME e -4-3E) -N,N- = -4 40-3- CRIEE L) -4,5,6, 7- T4 - 1H-H|
Wk —6—F B fi

(6R) —2- (3-FMLIE -4-FE) -N,N- Z FF 454K -3- O 0E) -4,5,6, 7-PY & - 1H-1|
Wk—6-F B fi

(6RS) —6- 2-FRHE N -2- %) -3- ORIEEIE) —2- (emeE-4-45) -1,5,6, 7-PU &~ 4H-| k-

4~

=1

(6R) —6- Q-F2 2 H-2-34) -3- GRAELEHL) —2- (Mg -4-35) -1,5,6, 7- P - 4H-M5| -4~

o=
=il

(6S) —6- Q-F2 T -2-34) -3- GRAELEHL) —2- (Mg -4-35) -1,5,6, 7- P H—-4H-M5| -4~
1

=1

N={4-[ (6RS) ~6- (2L -2- ) ~4-4f8-3- CGEILEIL) -4,5,6, T-PU A~ 1H-M3| -2~

ke -2-3 ) 2B

N~ {4-[ (6RS) ~6- (2- 8 FE 7R -2 ) ~6-FF He-d 103~ (RIS —4,5,6, 7P %~ 1H-
Mg e —2 -k T ML g 258} 2Bl

(6RS) ~2- (3~ UL IE -4 ) ~6- (2L -2- ) -3- CRILEIL) -1,5,6, 7- 11 S -4H-1]
k-4,

(6RS) —3- CRILEIL) —6- (F-2-Jfi—1-5) —2- (LIE-4-3%) -1,5,6, 7- 0 H-4H-I5 k-4~
4

=1

(6RS) —2-[3- (2-F 4 B 2582 b —4- 3] -3- CRIE &) -6- (R-2-M-1-3%) - 1,5,

6, 7— VY & —4H-1g| k-4

(6RS) —2- [3~ (PR TR 5 F 460 8) Mk mg —4-J5 ] -3 CREEZ L) -6- (H-2-M-1-2%) -1,5,6,
7- VY &~ 4H-H5| W -4,

(6RS) =3-[ (3~ ZH]-6- GRIEH H) —2- [3- -F I LA ) mhne-4-2E]-1,
5,6, 7-DY 5 —-4H-M5| k-4

(6RS) —6- ({[2- (= HJEEHL) 2 5] (L) & Ak} F L) -3 CORIEE ) -2- (ke -4-
) -1,5,6, -V - 4H-I5| Wk —4-F ,

(6RS) —6—{ [4— (. FF B L) R — 1 -2 ] R Ak} -3- CRIEZL) -2- (ke -4-35) -1,5,6,
7Y & -4H-F5| W -4 ,

(6RS) —6- [ (4-H JEMR IR -1-J) HH ] -3- ORI &) —2- (tre-4-J%) -1,5,6 , 7-J4 & -
AH-W5| e~ 4~ ,
43 -N-{4-[ (6RS) 4~ AX-3- CRELEIL) -6- {[ (RS) ~TA-2-FL Wi 3& ) P 5L} -4, 5,
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6, 7-VY& - 1 H-Pg| W —2-JE ] ik i -2 3 ) O FF e

N={4-[ (6RS) ~4-4A -3~ CRIEEHL) -6- {[ RS) -TH-2-FE W HABESL ) FF AL} -4,5,6,7-1Y
S IH-WWk—2-SE T mbme -2~} -1, 3-1gEme -5 F i,

(1S,28) —2-3-N- {4- [ (6RS) ~4-5HAX-3- CRIEE L) —6- ([ RS) ~TA-2- & W i 2 ] FF
31 -4,5,6, T-VPUE -1 H-5| W —2-JE ] b i -2 3} 9179 e P I A

4= -N-{4-[ (6RS) ~4-FHAX-3- CRFLZAIL) -6 {[ (RS) ~TA-2-FL W 3L L) 4,5,
6, 7- VY&~ 1 H-P5| -2 ] ik i -2 3 ) O FF e

3,4- & -N-{4-[ (6RS) ~4-FA -3~ CRELE L) -6- {[ (RS) ~TH -2 Wit L ] FR AL ) -
4,5,6,7-PU S~ 1 H-W| k-2~ JE Tk me -2 ) 2K B e,

(6RS) ~6- (R AL HL) -3-[ (3-F K F ] -2-[3- Q-FEHIELHIL) mhne-4-3E]-1,
5,6, 7-VU & ~4H-F5| k-4,

(6RS) -N- ({3-[ (3-m A dt) & AL] -2-[3- - AL L H ML) g -4-£]-4-41/8-4,5,
6,7-VUE - 1H-MgWe-6-J& ) B L) 2Bl

(6S) 2~ (2% FEMEME-4-5) -3- [ (3-FA L) 2] -6-H H-4-%18-4,5,6, 7-IU4& -
1H-P5| k-6 i FR 5

(6R) 2~ (2-Z FEME M -4-5) -3- [ (3-FA L) 2] -6-H H-4-%18-4,5,6, 7-IU 4 -
1H-P5| k-6 i FR 5

(6RS) —2— (2-Z HEnb g -4-J) -6 F Fe -4 f0-3- CREEZE L) -4 ,5,6, - & - 1H-H|
W—-6-F R,

(6S) 2~ (2-Z FEME Mg -4-58) -3 [ (3-FA L) Z L] -6-H H-4-%48-4,5,6, 7- T4 & -
IH-P5| k-6 -FH i

(6S) —2— (2-Z FEME M -4-5) -3- [ (3-FA L) Z L] -6-H H-4-%48-4,5,6, 7-IU 4 -
LH-F| k-6 -FR g #hPR 2k,

(6R) —2- (2-Z BEM g -4-3%) -3-[ (3-F KAL) & HE] -6-F HE-4-1X-4,5,6, 7-IU& -
LH-P5| k-6 -FH iz,

(6R) 2~ (2 FEME M -4-58) -3- [ (3-FA L) Z L] -6-H H-4-%448-4,5,6, 7-IU 4 -
T H-H5| W —6— P i SRR 26, Al

(6RS) —3—[ (3~ ZH]-6- GRIEH 3) —2- [3- -FEH I LA ) mhme-4-3E]-6-
HIE-1,5,6, 7- VU S -4H-M5|bk—4-f

BT IR A VD IN-SE A £ B A AR BT AR SR A4, BOBT RN A L AR A
BT AR AR £

6. fill 2 AR 4 AR E SR 1 -5 AT — T I8 2 (D) A E YR T71% , Bk 75 15 AR5 43 i =X
(17) [y ep ) A Ak 54 -
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R REAFIE QAT BUR] 2R 1-5 PR30 20 (D) (M6 S 4P 52 S
STRAT /SR, Yo S A5 9] anid S AL U ML 2L B
AR 2E (D A S

o

%NWA

&
HARYRE AR BRI B R 1 -5 R £ — TR X (D B & T E X .
7. ) & MR AR B SR 1 -5 A — T (D) AL S 5%, BTk 7 i A R E
(20) B H (A AR A9

20
H R RO FIE 6 BRI B3R 1 -5HR AT A0 2 (1) 4L 44 2 L

R AN, [ TR B2 5 3
P AR BURIBER 15 AL — T 28 (1) 0 fL & aE LI
A2 B (1) (LA

5 b .
o 1{3««-5\

s
Faihe, ! ! "
i

HpRY RPAFIE QAT BUR] 25K 1 -5 35010 30 (D) 16 S 4P 52 S

8. MR IR EE R 1 -5 P AE— I AL &4 F 3R Y 7 BRINRS R A& o

9. WP BRI R8I g , oo ik e i o 1k 2 305 1Pk s M/ 5800 75 3 40 P 1
RIIPIE o

10 ARYE BN ZER O A , L rb e ok JE2 38 SRR 70 93 1/ B3OS 175 4 MR A8 T 225 ) 9
E A2 MLVRUIRE  SEARE AT/ BB AT 5645 o

UL ARG ABUR R TOR FT 3 , H v i i JifrJ2 A2 5 25 e 22 Pt R =1 /0 240 M i b 2 il
B R JH RS 5 fg Jee 2 1 S 2R AT/ BB AT TR B 78

12. 29L&, HAl 5 2 D — PR IR AR ZER 1 -5 P AR — T AL I LA Je 2 /b — 2y
5 AR B o
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13 MR ZR 1209 20 540 22 iR 7 IR E  SeAA R A/ BUe AR 72

14. A 7=, AL R PR BORI 2R 1 -5 P AT — T Ak A W1 — FhE 22 P s — G 1t
3 R 9 A7 U SR AN SR S PR DU R — PPE 2 P 3 TER

154651, HikA

-
HoRY R?AFIE B A AR SR 1 -5 AE — T & 3
il

Hop R RPCERAT MR B 225K 1 -5 A — T 5 S

16 MRAEAUAN LR 15 A6 A 40 F T il AR B AR 2R 1 -5 A — T 5K (D (AL 5181
P At & PRIN-28 A0 « 5 TLAR S AR R BROL AR AR, BOUTIEN-SE AL W) AR S ) A4 B L
A AR AT ) 3 o
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3-E|E-1,5,6,7-TUS —4H-M5| KR4 i

[0001] %% BH (1 )52 FH 40 42

A AR VY S -4H- W5 Wk —4-FR A A4 He il 26 Tk K &
[0002] ‘KEHIE =

T A0 M) — > B AR AR ARG B 58 /7, AR IR 243, BENRIK
Je T L 1 7 2 A2 B P AR A S DS OR 20 N 8 & 1) sh a1 A ZE £ I A 2L D RE .
T R IAGE f HE R RN 6 bR & 2 — 52 B AW [Hanahan DAlWeinberg RA, Cell 100,
57, 2000; Hanahan D FfliWeinberg RA, Cell 144, 646, 2011].
[0003]  F A% 44t o 40 22 AT 30 (Bl 4t e ) R e ok i R R R P 1) = o i DR R R AL
il S He 73 TG 22 40 e o 40 M o S 0 A IE BB R

1. GUHAACZRDNAKE il A O 1), Fb 2 i A A 30 4h sl

2. AESHH, 4H i 5= | FLDNA, JF H.

3. fEG2HAT  ERFINF LR,

4. 16 2259528 (R vh , deak A8 AU IO 7 AR SR B SRR, BRI g ik 5, 9F B
56 R A 2 IS 4
[0004] Uy 1 B {R Gk th AN B 70 G 22 A0 M P o5 O Al s O DR B2 e e 4 M el Sz 3™
s g g ] o A Fee TR ] 0 iy 06 5 1) I8 A0 2 AE LE B ST TR0 5 FLad — i AH ST B
SRR O AT o 20 A I BIDNATR A% , B DNAKE. il B 47 P 4 2% B ) 7 A2 1w 2R 5 s » DA S g 4%
il R B i) 24 1 BRHE IR i R ik 2 Jo SR o A 22 73 2R B0 i (R PR A 7 B A A B0 s B
g7 R 2 2 30 1) 15 197 S A 2B B ) U HE B S 2 2 A I B AR 1) 55 22 ks (BRUE D B
EANL KD o« RERIN A B & L RiATAE , WA 2293 K006 s A IR P A S R 15 5, 9 2 4
S ST 18] DA IR BN E L2 KB R 9T AR, OF HLA| IR 5 R o DR A 22 70 220 56 5 By
1B HA IR B 25 B VR B 5 Y G A ) 7 22 0 2L 58 I AR 9 2 [Suid jkerbui jk STAN
Kops GJ, Biochem. Biophys. Acta 1786, 24, 2008; Musacchio AfSalmon ED, Nat.
Rev. Mol. Cell. Biol. 8, 379, 2007].— HFi 1% L LLIEHAK BEK 0UE ) R
54 225y TR IR G , W A 50 5, JF HAZ AN MRt N5 I, 4k et A7 2 0 2L
[0005] A7 2273 ZK0 50 i HH 22 R lb 75t ) B AR 2% S 5T, B REMAD  (F7 22 7 8RR ik
HHMAD 1-3) F1Bub - CRIFIBKIME H 25 S A Bk R B2 1, Bub 1-3) SR A5 Mps 18
i cdc20bh fr HoAh 4 4 [#EBolanos—Garcia VMAIBlundell TL, Trends Biochem. Sci.
36, 141, 2010 &R T, X 28 rb (V7 2 £E B SR 4H . (191 dhes 240 ) A2 23 b J2 3255 [Yuan
BZE AN, Clin. Cancer Res. 12, 405, 2006] . AR5 23 2 A 229 244556 S 00 £ ZIhEE
Fe R FF JE RS A/ A A IAE (APC/C) Ab T 35 RAS A 50 il — 13 23 &2, APC/CZ
BRI HE G UL 1) 20 S S R BAN SR [ B 1 DAREAT BRI A, 3 BRORC O Y e A g B TR
HAH 23,
[0006]  7F FHAE AFa e 23 AL BRI RERRIE T £ (S, cerevisiae) HIAMMM , Ser/ Thrifif
Bub 1 [ 2R3 RAZRy 1b & Fe it A7 22 93 FL W8 0R , 3X F BUE B Bub L A 22 73 24k 50 sl
[Roberts BTZE A, Mol. Cell Biol., 14, 8282, 1994].¥F % feif i it T Bubl
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TEA 2259 LR A i 2 P A B AEYE , X Elowesiid [Elowe S, Mol. Cell. Biol.
31, 3085, 2011].HA&H, Bubl &4 2 5 HilH 4L (VR A& L2 Kl 85— 22 0 24 56 U iR
Az, AN E R E A UM A 2 0 3R 50 B A0 I 4h, i i 40 85 A H2A 1) Tk
M4k, Bub 144 & H shugoshin B A7 & 4 AR 1) 45 22 %0 X LAB7 (b e X)) 4% Efd it 540 3
[KawashimaZE A, Science 327, 172, 2010].14h, 5Thr-3@ L EAQN3—&E,
shugoshin®s A DhRE NEIHEE A FAIEEH Jboreal in, INCENPFIAurora BFE N B YL i {4 e
BE W EGA N R OEIE B SRR 2247 2480 58 R L R A ALK AR 28, B
22 43 SR 50 s ML R B 12 T BSGR UE — 5 22 0 B 55 48] ) ke (PR AN G Gk 22 R ff o5 &2 —
M GTHEEARTR) BURHE ] (merotelic) (— A& LRI & 29 BRI Fff & [Watanabe
Y, Cold Spring Harb. Symp. Quant. Biol. 75, 419, 20107 . 5T i %5 2% B Bub 1
FEINAEEH2AEThr 121 2B R AL 2 LT AuroraBIgtil i€ 7 LA SEIW P 26 55 VAR 1A 30
A [RickeZEN,J. Cell Biol. 199, 931-949, 2012].

[0007]  ANSEHEM A 22 5 24K 56 o D EE O 15 AE B8 A% 14 A0 i & A R BK [Weaver BAAN
Cleveland DW, Cancer Res. 67, 10103, 2007; King RW, Biochim Biophys Acta
1786, 4, 2008] AHEL 2T, NIRRT 22 73 8 46r 56 ) 58 4 410 1] 328 ol ™ B ) e (A4 B %
43 B IEAE MR 4 e b SR T [Kops GJZE A, Nature Rev. Cancer 5, 773, 2005;
Schmidt M#IMedema RH, Cell Cycle 5, 159, 2006; Schmidt MflBastians H, Drug
Res. Updates 10, 162, 2007] . [AIH , dl A7 22 79 Z4ar 56 s 41 73 GnBub LI FC) 24 B 2 4111
MR 55 A 22 53 2R 56 s ARV 7 G B PR T RE R i 4, ot 384 9 A s i 0, 7 S A4 e e
PAVIRA 1 L9 AR 8 20 A fiehofe B2 5 A 52 42 i ) 240 P 3 B A % 1) AR I

[0008] A B KA Bub LR 1) 4L 54 o

[0009] LA BT A 22 53 R AN FEAC VI LA R BRI B 2 s A 22 7 348
35 5 I OE B)) 77 R 8 AN B RS T 224 BT X M i B 1R 52 A g ik
BT YN A 2253 3 B AT i A A R oA 22 R A M i 2 (2
o NG B ) , B HENAT 2200 RS, 2B AE T [Rieder CLAMaiato H, Dev.
Cell 7, 637, 2004].AHEL 2, Bub L3 B LE A 22 73 546 56 sl B 2 5780/ B D B 1 JF H.
Ty EER EMARE, EAFBENLEAERE RS E (chromosomall
missegregation) , 5 I T MIZHUAET: .

[0010]  IX 46 % 3 2% B Bub L4 i1l 77 B2 24 B ¥R 7 i, AT Va7 iR M sh Wt A 5 38 i )
ANBZ 43 1l () 8 5 P 200 B aeh R A O () SR B PR O RE , B A E \ SORE L DR T 28 R EE PR R R L O I
PR B T PR

[0011] WO 2013/050438.W0 2013/092512.W0 2013/167698.W0 2014/147203.WO 2014/
147204 .W02014202590.W02014202588.W02014202584 . W02014202583.W02015/063003 /A
AR P e 2AS | EA PR bk e S A B ) PR e S mE e 25, JH 2 Bub LI 11 551

[0012]  W02015/193339AFF 1 3-& H-1,5,6, 7-PU S —4H-15| W -4 , H I Bub 1 38t 411 41
e

[0013]  HH T AAE N BN B AR I AN 5] 85 5 16 2EL 23 v i aeh A 52 42 ol 1 398 B P 44 ot 7
TR IR T R E (1) R 08 75 O A 1 78 73 296 T R TS AS & B2 45 R 2 9 1) S 52, AT L i 2
T LR L AR BT YR TT AT R 254 , A0 328 0 B B AR BRI E VR 9T e R (ol B U
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I ER IR B2
[0014] ‘K BHHEA
PRI, Bub T3 B R = 1 B — 2 I E 5 A 2921 & R Ab e VR T IE #E R AT I L
HEEAEE7/P
[0015]  #RHEEE—TJr i, AR W Kl (D Mtk &4,

B

i

Horr

R RABCI-Co— it

R® AR FLHE | Co-Ca— I JE \R'RON-R'9-0-C (0) - R'R®N-C (0) - .R°~C (0) -NR*-BR"!- (C1-
Ca—Edk) —;

Herpt TR Com Ca— I FEAT 3 4% 7 22 WR™0-0-C (0) — RRON-BL AR L BAR, , 1 op Ik 8 36T 3%
PR S ST B ERAR — IR B 2 K5

R FABCI-Co— ik,

A RERIE A T FIR A -

: V"“ﬁ"}\‘.?_\{ 5{:""\}&\’?} ; ‘{‘Kﬂ\}\\&;

\, ,«i §§ ; ;'3;1 E o :

Hop e R i iR S ] b5 437 FU AR B0 73 (R B2 450 HL Tk 6 A A0 AR e i 7 s BRAR
ACEZ/S

RY ARG & R HE VRS VB G- e L Cr-Ca— B U3  Cr—Ca— i AU BE 3 L Ci—Ca—pg X
B 3 L Cr-Ca—FR B 3 L C1—Ca—HE 3 —C (0) - R'-0-C (0) - R'R®N-C (0) - C1—C4—§5e 3£—-C (0) -
NH- . R'R®N-BR'R®N-S0,-;

E AR HHA

X

HorxR IR i 3L 2 5 51 R A T8 B 42 05

R® A b 7 AL e 5 2K BRI RS L BUE L RIRON-L RM-C(0) -) RM-C(0) -) N=.C1—Ca-
BEdE  Ca—Co— IR i . C1—Co—HE A 3  C1—Ca—1 AR e 3 L Ci—Co— 1 AU ke A 2 WR°-C (0) -NR-1§
R'REN-C (0) -NR*-,

Hor BT IR Co—Ca— e S AT % B T Z 0 HUA QIR A8 L kST AR — IR B 22 0« F 3
C1—Ca— 528 3 L Ca—Co— IR Jie M- T 60 2 I b 3
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Q fRFR0EN-OH;
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S -AH-15| -4
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X-4,5,6,7-VY 5 -1 H-M5| k-6 FF fE iz
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LH-H5| -2 Jk T L e -2 2k 2. B
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Horp BT IA Ci—-Ca— e sa A AR e R FR ARG,

Horp TR 2R AT IR AR R Sk ST M BA S — IR B 2 K
[0087]  ££ BaART5 I 53—k T S, Ak KD &8, Hdr

RM QR FRIE UL Co—Co-FR BRIt L 4- B 6- TR I TRt L C-Ca— BRI L C1-Cam R AU 4
e RRN-.N3—R°-C (0) -NR”- . R%-0-C (0) -NR?- . R'R®N-C (0) -NR?- . R®~S02-NR?- . R®~S-B{R®-
SO-R%-S0s—;

H P BTIR Co-Co- PR P 2 B4 -2 6 - T J- IR BE AT 1R 4 T B EAR ZE 40 B b S 7 o AR — IRk
B2 IR K R TR VR L Cr-CaJit 2 L Ci—Ca— 5t 8 2L  Cr—Ca—p AR e 2 B Cr - Ca— i AU B S 2

Horp BT Ci—Ca— e sl AR AR e e R FR ARG,

Horp TR 2R AT IR AR bk ST M BA S — IR B 2 K
[0088]  ££ FIAJy IR b3 —k )y S, A KX (D k&4, Hdr

R ARFFRFL . 6-T0 2 BEFE L C1-Co— e S L RRON-N3— . R°~C (0) -NR?-.R°~0-C (0) -
NR?- RR®N-C (0) -NR?-.R®-S02-NR”-.R°~S-.R°~S0- .R*-S02—

Horb BT 670 22 R B AT A 4 T B B AR E OS 7 M B — IR B 2 IR i 2 e B
B Ci-Ca—Hrdt  Cr-Ca— e 8 . C1—Ca— B AR BE LB G —Cu—pi AU B A 3

Horb BT i Ci—Ca— e S8 AR AR e i R R HUARG,

Horp R 2R AT IR AR bk ST M BA R — IR B 2 K
[0089]  ££ FIAJ5 I J3— skl )y S, AR KX (D ik &4, Hdr

R AR I kAL L B 43 L RTRN- \N3— . R®~C (0) -NR”-.R°-0-C (0) -NR’-.R'R®N-C
(0) -NR?-R°~S02-NR*- , R°~S—ERR®~S02—

Horb B ik B AU AT A A R AR
[0090]  £F F3AJ5 I J3—sk )y S, Ak faC (D ik &4, Hodr

R AR LRI L kAL L B 43 L RTRPN- \N3— . R°~C (0) -NR”-.R°-0-C (0) -NR’-.R'R®N-C
(0) -NR”-, R®~S02-NR"- , R®-S—, R®~SO-E R°~ S0z ;

o BTk R AR AT R B AR
[0091] £ R T7 IR oy — L7 2 rp, AR B R sl (D B4k &4, o

R' ARG R FEHE Cr-Ca e dE  Cr-Ca e A L Cr-Cap AU e 3L L Ci—Ca—pi AU e A B B
R'R'N-,
[0092]  7E R T7 IR 5 — L7 2 rp, AR B R sl (D B4k &4, Horr:

RY AR pd R FRHE Cr-Ca e dE  Cr-CaJe A L Cr-Cap A S e 3 L Ci—Ca—pi AR e A B B
R'R'N-,
[0093] £ IR TF IR o5 — &7 2 rh , AR B R sl (D B4k &4, Horr:

RY R H LI C-Co it RORVON-,
[0094]  £E FIRT5 IR 53—k 7 &, Ak B K (D &4, Hdr

RY AR I L BRIR N
[0095]  ££ F3ART5 IR 53—k r &, Ak B K (D Ak &4, Hdr

RY\R™ B AT B AR R Ci-Com e HE TR Ca—Co- TR e 2

Hor BTk Cs—Co—PRGE S AT 4 1 2R AR b A 7 b AR — IR B2 K
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[0096]  £F BaART5 I 53—k y S, Ak KX (D i &4, Hdr
m L0, 18¢2,
[0097]  ££ BaRT5 I 53—k 7 S, ARk KX D &8, Hdr
m RO,
[0098]  ££ FaAT5 I 53—k )y S, ARk KX D &8, Hdr
n fAF#1.2.384,
[0099]  ££ B3R T5 I 53—k y S, ARk KX D &4, Hdr
n K14,
[0100]  £E FIR T o5 —SERE 7 B, AR S AR SCHTR 20 (D A&, 5642 X
(D K EA

[0101] A B — A5 I A dn S e 1) o ik /) 5K (D) AL 540 R AR AE T Hobr P ) 44
B IR ZESR LS TR I, VLA EATIR S5 1 RA SRR 2 R ARSI 1A 5 0 v 0 P A B2t
ORI EAERE

[0102] AR 55— U5 T2 AT A5 ol v 1) 4

[0103] AR o5 — T A K AL &40, B id A S L R A7 £

[0104] 7 = #Rfift , A R B0 e IR AR e TR 3K (D) B9 540 B0 A A B B A AT S it 7 S B

T3t A BAEAT AL 5 o
[0105] - B AR 5 i, AR A W i DA AR SCAS (8 S 81 38 2 v 2 o B A R R D 3K (D) [ 4k
=

[0106]  AR¥E 73— Uy , A ik il & A R ) 2K (D) B S0 7532, Bivad J5 A ds
AL A PR AP BR

[0107] AU B oy — SR 77 S 2 QAR SR A 49 BT A FF I AR FE AR R (140 &4
5 SCRRE 1R SCA FF R PL % B A0 1) e B AR A FF B 7= B 1Ak & 4 () B 2k e L
M AH AR PR il o

[0108]

SRR RSMEH  ASCHT R AT BRI 20 43 T LAFEATART 7] 58 147 B AR b 37 b e BUAR
—IRBLE K o ATAT A5 B AEATAT 20 4 op BRI — VR, BN 5 SRS o B2, 4R\ R?
R*.R*.R°.R%.R% R?.R®.R"® R RY.R1O.RU R . RVA/BRMAEAT AT (1) 4S9 B0 e i
— K, RYRE R GRELR® (RO R®® \RTLRB R\ R% (R? \RY . RM \RY . RPAIRM % 58 AT o
[0109] M5 HZ T — AT LR, 1 WIC—Ca—fe A I -Cr-Ca—bedt—, 7] BE AT EACIE )
B B AT AAEIX L35 53 R AT — AN BIATATT B 0d (67 B o 7E2H 43 FF SR AL B3 A b 5 48
R4 TEAZ i o A PR AR, BUAEE AT DAAE BRI A A B, R A 0d , i m] LA AE
WaEJEA b BRAE A UL
[0110] A TAULEH PR, RIE “E8” A5 “H - HK -
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[0111] i RAEFEIA R B “qn L AriAR” 5 BIR” , Ho& F8 75 A U IH 45 AT AT /i 00 1 A
H AT A FF o
[0112] AR LI “AiE” R 4R Etb s bl HoAR N 52 A HEms P I8 77V 4
[0113]  ASCARHPE R ARERIE R A 5 L

ARIE “BITRFET M- (halo) "B “Bi— Hal-)” B FR AR AR B IR B R 1, 4
T T~ S TR B R
[0114]  RE “Ci-Co— i 27 RLER N DL R E BB BRI M A A e it , E B A1.2.3.4
O E T, IR B 2 B TR T R O R TR AT R T R
IR 2-FRI LT I IR TR - AR L - R R i 1 - R TR R 4
B 3R R G 2 R I 1 - R - B T 1 R T A 3 3-SR AT
Fe2,0- TR LI AT R 2, 3- TR 3 AT R - AT
FEBCEAT SR R, 1.2 384N R IR (FCi-Cabr k™) , I FR 3 L 2 0 P
TR R T AP R RCT A, AR, B 2B R IR (CCi-Ca—JR L) , 44l
U FE 23 BT B R TR 3 .
[0115] ARG “Co-Ca I 2" NFRMENFR A — DB R8T H 2 A 2. 3844k J5 5
FEIE 2B IR IR (“Co-Co— M 2E7) I ELRE BT BERY S IR 28, REER MR, FEFT IR A L S 2
T AEERIIE O T Bk U8 a] DA 2 B BCL B0 o B I 0 S 461 R 2 0 22 L 0 TR L
E) -2-RELIFHE, ) -2-PELIHE EHAE, ) -T-2-MEE. @) -T-2-1a%. € -
T2, ) - T - 10RO AL 2-F T -2 I i | - R TR -2 M 2 L 2-FR 2 TR - 1 -
Witk (B) -1-FEF-1-Fidk, () -1-FREF-1HED T -1, 3- i AT B, Frid B F A
VY B3R HISE
[0116] AR “Co—Ca—pai AUbE " NI M 1% 27N ELRE B RE I M AT R A e i, A RS
“Cr-Ca— ™ 1 B S, 3 B AR — B ANE - DA R BCAS [ 77 208 o 21 A
Bl —ANpd = R T 55— R R, BIrd g 25 NF o BT Co-Ca i AR 2 A2
81 41-CF3 —CHF 2, ~CH2F . —~CF2CF3 8% —CH2CF3.
[0117] R “Ci—Co—br A IE” MR 9 ik 6 7 T -0 e 2 1) ELBE B B AT B e
Hod RGE “Bedt” W BT X B AL 2 E A IER AR R A AR E T E R TR
FBUT BT, BB AT A A
[0118] AR “Ci—Co—pai AT IE" RIFR i AL I R 7R Horh — B2 AN AR+ DA R EAN [ ()
77 A e 2 S A R b P e SCR) ELRE B BE R ML AT BN Co—Ca— B B2 o R il M, P 1
R AER o AT Cr—Co— i A bE S8 I A2 451 #1-0CF3 . ~OCHF2 . ~OCH2F . ~OCF2CF3 8% ~0CH2CF3.,
[0119] R “Ca-Co—FRHrAt” N HR i 3R 7 HELRH (1) B AN B IR BOBUA R BR , HoAL £ 3.4.5586
AR IR F (“Ca-Co~ IR IE L") o IR Ca—Co— IR 5 2 A2 9| 1 FR IR IR IR , QPR AL VBR T 22 L PR I 2
BRI, B DR IR IR
[0120]  OR¥E “Z 75 3L NI AE M A F5 2 A SB6 0 S 10 5 AN B3R 5 R ER & (“5-F6-TT
RFGHFR) , G E AR LRI — D AN B AR ENNR L OF/3ES R
TR Sy IR R IR, FF H L2 BRI S5 42, BUE BR AR A X AR s 28 p 2R U ¢
R A SRVRRE) o RYINAS SCHT 52 S AR , BT 5- 2 6- 70 4455 H 7] LA 5 2R IR B & (O
FEARA) LI 24 55 HE R A 2 F B R AR T 1, 3- IR JFMEme L
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[0121]  JIrik 28 55 ] DL A2 570 28 75 5 , 451 St vy 2k , TR 36 , Wbt MR L | DB A | ke e
B, Mpb R, SR L | SigE e L D e Rl e i i L I D I I L BR6 T 2k 5 L, 451 A
M e St , IRk P i , e i, ML PR LB =R I . — T & 5 BRAE S AMR &, 15 I 2k 55 SR B 2% 55
S L RS H T A ] BRI AT X, 1 i B AR AR A B SR A, S AR A
TR R S o R, KT — S 3 B P R R ) ek S 4], A B o A R b e -2, Wi g -3
SR IE 43 5 B ARAEBE Wy SE AT FEIBE Wy -2 RN —3 -

[0122]  RiE“4-ZET7-JU IS HL7 Bk “4- 2 7-JC HI0 B IR fF R Fe R M AT 3 4 AN AT Y
P BRI IR , AL 3.4 56 ik S5 HT— N BLZ AN G H 0.S.S (=0) LS (=0) o
NRY[ & 2 S (2, F A RYOW AR SCAIT 58 s AT 3 — AN R SR 4 C (=0) A, Brid
G IR e 3 ] 8 B ATAT — N S B RAZAE UG R i B F I RIR Y o

[0123]  HpJlid , Frid4- 27— J0 & B fe A P40 5 3 4B M R F Al — AN B2 A Bk & IR
TR (“4-Z6- UG IE”) , TR I BTk R B0 b e n] A 4B AN Ik i A — AN B S
AN PR ERRE R 5-R6-TuRIR ") .

[0124]  HF AR AEAIR T Uk, Brid 22 IR0 3 7T DU A-J0 3, 8 J 30 T e 2 S R BR T 4t
B BU5-TUER, 49 VY SR i A BRI B (dioxoliny 1) (RE I Jom k| IR e Jo | bt e
Jot 3 L WL bR L 5 BR6—TC A , 48] 40 U S b e S | IR g ek M bR | R e | AP IR | IR R
Fog =MELTSE (trithianyl) , BE7T-J0ER, 900 20 0 BF BT L IR o (T3 b , BT il R B Joe 2 T
DL R FF A1

[0125]  Frid & R AT DL XCORE , B EAN IR T8k, 5, 5-J0 38, 4l a1, 7SS % i ot [
LG -2 (1H) LIRS, 6-T0 IR, Bl i 7S s 3 (1, 2-a] LR -2 (1H) —JE3F.

[0126] 4 BRTIR , BT iR & S0 1 2R ] D& SR 40 A AR, BE, Jon] & — 82 S0,
BIAEASIE T, 2,5- & - TH-HEg L 4H-[1,3,4] 8 — e JE 4, 5- — S IEmM L ai4H-[1,4]
WERE FEBR, B L PT DL R IR A1, I EAN PR T, S IR PR

(01271 fiAR SCIE R L B 0 7E “Ci—Co—HEAE” B “Ci—Co— e AL 1 8 LI L i RAE
“C1-Ce” NLFR i Ny BAT -6 B A BR i S5 745, B 1. 2,34 5ER6 ik IR 1) bt 42k o Bk — 22
HEAE iR RAE “Cr-Ce” MLAF Ry I A 87 (AT AT MEYE ], 451 1 C1~Co C2—Cs C3=Ca C1=Ca C1-
C3+C1—C4+C1—C5+C1—Cs 3 Fr A C1—Ca\ C1—C3.C1—Ca+ C1—C5 C1—Co 3 FH R HHILC1—Ca; KT “Ci-Co—1x
A" B “Cr—Co— i ARSRAIE” , T 42 HE AT 1| 1 Ci—Cas

[0128] kA, WA SCAT FH , A SCIE RS 3, 91 I 7E “Ca-Co— PR J5e 287 1) 8 LI SR AR
T “Ca—Ce” NI i N BA 3-6 1 A PR B S5 4, BI3. 4. 586/ S5l B B e Jik o B gk — 2
HE A AT IR ARAE “Ca—Ce” LR Ny Ho A A3 25 A AT AR M S [H] , 51 #1C3—Co Ca—Cs  C3~C5 C3—Ca Ca—
Ce+Cs—Co s FF | & C3—Ce o

[0129]  R¥E “HUARHI” Fi5 Fr 45 e 1Y J5 51— B AN S Ak B 4 B BE A R e 1A, 5%
PR AR I i fe s 1 JE 7 2 AT O R B LA I T BT IR BT st AL A1) - B
PRIEAN/BLAF S AU 21X PP A AR S AL A ) A SR VR

[0130]  RiE “MEIE BRI F8 T 4 47 2 19 2 ] (group) JJE+F M (radical) BH 4B
R

[0131] IR RGRIHEURIETE 55 5 IREARE 75 R R G0l He 1 BRSS9 an i ik AR AR 3 i
R R4 BRI A

67



CN 107922389 A iﬁ, EH :I:S 43/211 BT

[0132]  ASCfF FIRIARIE “— 827, /e Ak BB A A W 0 BURER [ 5 rp , B 2R fif
NFRTR 12,3 4885, FFl A2 1.2, 38104, BEARF A M A2 1. 2853, T 22 BRI M2 18527

[0133] AR EHIEAHEA R AL A YD) BT A Gl i A AL 28 AR o AR B A 0 TR fr 2248
W SOR 2 b — AN JE 4 B A A R 7 BUE R - = A R T80 B 3 A J AR
HOR DL R & 10 S5 55 3 T8 N AR AL A P01 RIS 2 10 SE A4 R B, 260, 2, Tl
L 380 S AR R 6 2, B0 HATH . GO VH GO M6 00 PNLHOL 0P Py
335,245, %95,365  18p 36C1 B2 13T 24T ML RIRL , AR R BH Ak A ) R R o 25 AR A 4] dn G
a5 N — Rk 2 s ) A7 2 P HE ORI BB LS, T F T 2R/ BUR AL LA AT 7T o iR
FBSR—1ARICIA A7 22 e AR 1, RN BT 5 T 4 RS 00 o b 4, PR TRD 67 25 S0 7 85 ]
PSR T 58 R A QU e 1 3 B ey y 7 A 55 A9 A 3 In A 4k 1A~ S S BRI Y 7 =
753K, DR A TR L5 O T 7] B LA 19 o AR R B A B W ) () 57 2 20 A el i ]l Tk AR 0BG
AN T EV R 5 B3 1 2, ) G 5 7R ] M v B T SO SE e 451 v AR 1 1 4% 43
A I8 S ST IE 2 R A 2R AR AR 4

[0134] MR Chff FIAL A 2h . 2 S A KB S V8 T P 25 1] (1) B B0 aU , B 28 i
NIRRT BRI A B 2 ) AR K& AR & .

[0135]  “Fas U4k &9 Bk “Fa e 45 17 48 12 0 55 8 1] R 06 22 52 M\ BLVR & ) v 40 15 )
AP 40 I 1 A R R T IR 54

[0136] AR EHHIAL G AT AL & — B2 A ASKEFR O, AL SR 1 & b AR L 1) A7 B AT Jo
M1 7 o A XS R 7T LA (R) BY (S) MY BUAEAE , 7E B A — AR FR O 015 00T 15 2 7075 g
REW, I BAERA 2 AXFRH O BT AR HER B R i 1A TR 5 AEFELAH LT S H
T PR SR 5 e B () e 5 52 LIS ] REATAEAS KT R 5 190 G013 2 2 Ak B 0 ) AN o AR 55 2R
RS

[0137] I by HUAR R AT DA ER e U AT AE s BB A () G A 28 (L8 e i S A
PRI E S e S AR AA) ML T A Rk B GV LA

[0138] I HI Ak A 4 e 7 A B HA BRI A= 03 PR ) IR A5 0 o AR R AL B W0 1) 43 5 11
AAL R B 3 SEAL IR S AR A4 RT ST AR A A, B AT R TR S B AR X B e AR IR S P 5
FE T AR B S R P o S S5 A AR 73 25 ] ok A ATk 2 1 A AR R RS2 T

(01391 MRHEH F 7 v i 3y 4 A e TR A W R 3RAF6 2 e A A, ) a5 D' 29 e
PR B B AT B S A A £, B TR TR B ATy S T e e A A o 36 214 1) TR ) S A8 SR A 1R
TR A R ORI S R AR M R o R I S A R VR A AT B T AT )
RN/ B 2% 22 5, JE A A AT O N D7 248 e 5 £ T B g3 20 4 R T 3 S R AT T B —
(R Ie SA s o SR 5 5 AN R PR T e SR A £ OB FBO G 2708 PEIRER R « — PR TR 1) 4 1
D6 SRR T7 R AR BEAT BUAN AT AT A AR 2640 T 3 MR 23 (19 a0 PR HPLC
FE) ] 85 s A 376 P LR Xof B S AB) 445 1) 40 B8 st K AL o 8 I F PR HPLCAT 2 B Daicel 4
77, flfChiracel ODMIChiracel OJ&F, A (1351 A] ML £ o I8 A] FE AT BUAN AT T AR
MR S5 A3 G 23 18 o (R A, P DI 23 1 ORI T PR B o SR A3 AR I 101
TR AE D)

[0140] Sy 75 AR AU ) SR AH B 2 (0] [X 43 HF K , 555 T TUPAC Rules Section E
(Pure Appl Chem 45, 11-30, 1976) .

68



CN 107922389 A iﬁ, EH :I:S 44/211 5T

[0141] A W BB AR WAL S0 T AT n] BE R SLAR SRR 44, FLe B — SO AR S AR B id
SEAR SRR (B A R-BS - S AU A B BB Z - S A A4 IO AR R B B IR R S P 2 3K ml
LA ROE A B BT BOR T 20 a0 i R il e 1 a0 T VR i sk AR K AL S P B S AR
SRR A G B R S A A BB — AR R S A 20

(01421 5341, A WAL A5 0 Al DL AR S R AR (0 10 347 £ o 1 4, A 55 M 38 0 £ D 2 0 2
AL AR A AL & 08 G AT DAL HEL AR S A A B 2H L AR i i TE A AE R B R B 8
I T A EL AR S R AR (1R 5 W TR 3RA7 A, B A5 =W B D 2 5 ) A AT A5 ]
Wa P anmT LB AR S Al A 2H B AR e A AR BRAH B AR S i i ) T AP AE B 2 LV B
(KT TH 2HARIAH T A2 S AR A ) I S R 3 A7 42, BD

B T
\'\,_ﬁg_f “{?@
H
TR M- BB MR

[0143] AR EAFEAR R EYIE B A vl sE R B4R S fifh , Hog B — B AR b fR B ik
AR A AR AR R A A IR S e

[0144] 5340, AR BH AL G W PT AN-SEA I B A7 AE , Hog SN AR R AL G P i 2
A A AR B LS BT 2T R N2 A A

[0145] AR BIE P AR SCAFH A& YA R By . K &9 a1 )
HIZ . b 2 255 BTz i &, DA AL UTE Y .

[0146] AR BIHIAA WA LUK WBEE SR A7 AL, o Ak B AL & 5
WIHE N IR A G A% 1 45 K B 2R I AR PEVA 7] Rl A2 7K PR B B B o RPE I RSl S 7K
1) & ] DAL 2 E L BER L S v E LU AR AR AR S T B A A B WK S RAE U T , AT
Be 7 A2 (hemi-Bsemi-) EFMLBOK G — I A MIBOK S B E R EK
G IR A BOK ST ZIE R BOK SV TS S BOK &) s A oK
B AR HAEE B MK A PEiE i) »

[0147] 340, A B (R Ak & 4 mT LAY B8 % QA7 AE , 491 T A U0 5 i e 125 1 B899 12 v - 1)
B, B LSRR AE A Bk Ehn] e 3, Honl A A ALBCE AL SR , e il & 25
TR 2G5 BTz A AL IR .

[0148]  ORE “245% AT HE5Z (1) 587 $8 A A BH AL & W0 1 AN T 25 09 S o bR B B IR Jn
=ho T, 2 WS M. BergeZE A, “Pharmaceutical Salts,” J. Pharm. Sci. 1977, 66,
1-19.

[0149] AR BHALA W& A 10 25 2% BT $252 10 #h AT LA 9] 20 78 S B o 485 25U 1
a0 B A 2 B I AR B A A R B D0 R S 5 460 40 -5 a0 e LR TV I B n i £« 461 4
EhFR VAR AR IR R L AERRER (bisulfuric acid) EFREINER , B E 5 N HHLRIE
RTINSl WA R L 48 S L TR TIEARR . =R O IR INIR T RO R T —
PRl AFERR R IR K IR 2— (4-F2 L OR FR I ) 2R FR IR AR 2 PRV AR IR IR I BE TR TR
THEIREER (digluconic acid) (3-FRdk-2-ZEH R AR L FNER L R KSR IR i AR IR 3R AR A
R TR R 7 IR 2 F 5 TR A BRI T IR — R TR IR T e BRI SRR
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TR IR 0 B DR R  FRER L 20— 25T L 28 R R TN AT R B A R L TS R L L
B VELR I TR GHRIAMR P IRR O TR GRS OR IR L IR DR IR L PRI L SR I
BRI PEIR  H TR R A BRI B /KA R R (hemisul furic acid) BUBREER -

[0150] 5341, HAT R WM IERI A K I S0 o5 — Rl &I 2527 B Rl 352 10 kA2 Tl )
TR AAN R B, B < FR ) B R BB B, i, BRCE SR AR B SR n A 1 B
A HUIBIY B #h 5 1405 40 T W0 BUR B 35 N- R BRI i — R R TR i £ B R i
BRI 1, 6-0 G SBERG SRR IG UVRR S L2 & B = F2 A AU e
FETA RE sovakfii 1-ZE-2,3, 4T =B A0 AR Sk AT A0 SO AL - AR
ek s AL, BT 5 L 200 ST RAT] BE A S ALY IRAC D ATAL A s B R — B S B 491
ANARIR R ORR LR VBRIR T BRAIOR R R s KR A S B AR VR E
e R I 22 ) S AR IR AR L ) 5 55 ek o AR D QIR S ROR 2R K IR AL ) 55

[0151]  AGUHEARN SIE 2N TRE], Fr ZER AR AL 50 1Rk ] e 22 2 07
IR AR R — PR AL S 538 2 0 TEHL IR BT LI s LR il 4 o B, A R I ) PR 1
A Tl <5 g 22 M = < Jos R A0 oL 25 A B R0 0 VR S A R B B A 5 5 2 R Tl e

KAl % o
[0152] A W BB A K AL SR AT ml B £, Fon] Dy B — SR BT IA 2k AR T L B 11
ERREED.

[0153]  FEASCAH R A& 7R SL B0 43 vh 4T A BiAs 2 B ) o el AR R sE i 451, 44k &
VE 55 060 L BB BR (1) £6 T2 2048 BN, 2% il 28 A0/ BUA A2 3R 15 1) ik 6 78 20 s ) 4L 2
THE L AR K 2 HUE 00T 2R A .

[0154]  [RAE RAMEH A B REEE M G800 “Eh iR £ L =M OB ER” L SR B
“x HCI”.“x CF3COOH” . “x Na+” AN M NAL2E 1T 8 MG , mAU O $hE .

[0155]  IX AL FH T H: v L ad ik B ok () i 4 A0/ BRATAVESRAF B A (R 58) R Ak 2
THE L RV A 1 K -G P T 2 B R AR TR B S it 9 A6 A P B SE Sh A O

[0156]  FIr 3k £k A0 45 A AN Tk AR Tl at AR 1 £

[0157] Bk, A B IR 55 7R AE AR R AL R AR R I AL A B L SR AR R B AL &
AL ER AT A CEVIRTRYI AT 28) o BT id A 04k 22 2 19 ey L sh W A LA, 45 0l 2 A3
XTGP R R ) e A R A AR R BR ()AL S P E I £

[0158]  ASCAd A ARGE “f o W] KA IR T 9L i R 3R B R B BOR R AR R A A
YA N AT KA IR IR 190 0 AT A2 N AR B4R P B 7K i AT 77 A B B BB 1) 25 2% b m] 4%
ZEE R IE N IE B B2 b ] A7 1 S LR ) e S T , B e R T R g AR 2R S e
ST ) A T B , Co—Colloe 2 2 P 22 T 497 40 PR 4 25 FR R I 5 Cu—Cobo It 4 FR RS IR 491 G 5
B 4 3 B L , BRI , Ca—Ca R Joe S AL IR AR JE-Ca—Coloe S R 91 4 1 - 3R L B B AR 3 2 R B 1
3- AR R -2- PRI LS (1,3-dioxolen—2-onylmethyl ester) , #lii5-H H-1,3-
TERRIR I -2 P Y BRI 5 DL S Cr—Co— e A R A AL A R 4 2 - R AR R R AL
Bg, 9F B TR B AT AEA R P S AT R I ETE R

[0159] A& R FEM A B AL A W0 4 P4 AT KA P A 6 TE ML IR 5 491 2 T PR I R [ ] I 40
SEIGESE TR AAE AL A4, FL B T o B 100 44 P4 7K A 1 W8T T8 B B R o o] I 4 2 e L T
(1) S 49 40, 45 2, Bk S L P SE ik (acetoxyme thoxy) A2, 2- 2 FFJEE 1 I 46 0 PP L Tk (2, 2
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dimethylpropionyloxymethoxy) o555 BT B A AT 7K A1 TR ) 25 AT (10 2 9860, 45 Bra i 5
o R 2 L D 2 I AR A ) 2 R I B N O s B e A e (LA TR Rl e R ik PR ) ~ —
ot e A e R I B MIN- (e B e i £ ) -N— e i G FR e (BAJR il B R IR i)  — e
T OB FERUR L A AR R B4 BT g RS .

[0160] 5340, Ak BHALHE A R AL G0 Br A AT BRI 45 it T AN B 2 i 24, o] B —
ZmAMEZ T — M2 s YR EIREY

[0161]  fEA K AL SR PR B 30, R 080 15 18” R e & I 5L 50
R ER — R —S A S, BB ENE AP HE . 2, UGBS BN R4
I 1), B 24 BRAE IR/ o A B8 B 254K 80 77 5738 B4 5 0wl DA 40 DL 9 &= 48
DASEIIAH R R , W DA SE IR 1 4 PRS2y [R] , B35 AT DASEI P B RN 5 .

[0162]  fEARKR I ARTE “HE" MARGIRE AR N 2O A, IF AT LAE v B E 4 5
AR 2 H A BURE AT (kit-of-part) f£7F.

[0163]  fEAK ] “[i B A A7 WARGUIRE AR N R CmH A A, IF Hog OB A 5,
b B 56— 75 MR RS AU T IR 58 35 T B AE — AN A ) S B — S AR R — AR AE . T
EHAAT DGR Z R AYA G, Forb ik 58— 3G Ve e MUk 38 3% PR A7
ETIR G H T RN A 25, Wlan/esl 7t . W gl a7 1 5 —s2 ) 2 XN 44, H
IR B8 V5 PR R AT IR 55 IS YRR A7 AE T — D e E AR S .

[0164]  AEA K B AR 5 415 BB TR A USRS E A S Y, 9F Hog O
XL A, Hod BTl 58— P Bl 20 0 Bk B8 3% MR 1 3 A7 A8 Tk — AN B oo o R 8
HE BRI — A S22 XL A o B 55— P il o A0 I 58 35 PR R o
FEHBATAE - AE [ 2 4L & BUR B F AT B4 70 7] LA VK S [RI I (simultaneously) < [A]
(concurrently) BUAZI [T ACHE 45 24 « A K AL S 5 40T Fir s SR B ) A 4T )tk
KRG RARK LI TT

[0165] AR5 “ (b7 5% Hss A" A E AR T 131 T-chTNT ] &2 %y 5 Bf Eb 47 % BT 2 L
£ .ado-trastuzumab emtansine- VA% JE R0 PG Rl A2 SCR B S BT 2R R
PO BT IR BT R 4EATR 7S B 38 i U T L B KRR L B R R O e L S T L 2 Y
g ] S il e | 27 P RS L Tl A AR A I A B ER (anethole dithiolethione) o
anetumab ravtansine. & S KT PUHEEMLEF T ¥R IE | F] 7 55 841 .arglabin, =
A R A TR B 0 A BT HL M L R B DIV B R L ORIAZE E)YT L DR
P DURI A DUERER S he . DIVb BT LE R S i LU AR B ke 8 25 TR gt i B oK
i M AT JE8 (bosutinib) brentuximab vedotin. M % FE fth %
(cabazitaxel) s R1E& JE . FEES 25 M BRAES A0 0 BRES . REFthiE . R B Bhr. R R
B RARZOK R ERG R AT R ZREP ERE S AN = A 8 %
U R T BRAEIT A2 TV 248 TR ZE R | vl by e SRR L S
L # Jé copanlisib.crisantaspase. 5t FEWMEH J& NI RL 20 7R 22 B B0 M 17 V18
ELR R B R D VIS T R B P R DIWATT a I8 F2 35 J8 VIAVD B 2 L FR 4L & 2R L L At v
fiti ve vdenileukin diftitox.HuEF S470 L BLIR MV BbR L 2K DB A
TRIE S R K EOPBE S R 4% B A b 2 VA 3% L 24 m) B BERUR T 2 5
b 2 2 200 B RERR | i K BRI A ZE TR SR B AR D BB ORI e 4R B 2k iR Sl
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PEMA B i AR RS g R L B IR EEEE (BAVE AR AR YT A A AR T R
WIAYT MRARE eribul in JEVE B R R B H M ME I HESE AT L LB T RE R FET
HRZESER] ARVE S IA VR SR R JE V3RS T 5 RO SRR L AUR T ISP L R S
WE FAR I P R A8 3R 38 AR VDL IE AR W) VT L At w) B AL AT L ELRREE AL IR A R
fe AL ZE R VAL ZE R HIREE N Jemoe . HAE B e & dAhE L 5 LRk BT R IR
glutoxim GM—CSF . X & Hfi bR A 7 B R4 O B ¥ i IR 5 — Sh A i 2H AR L 78
IR T-1256F0 == R hr e AP BERE IR B S g KRS 8 THIAEL B R IRl P S B
JE RIS ST &7 P e A B g RIS L B EREE L TGRS o LR BT IR
Y PR VHLLLEE RSN (1231) il S5 IR AR DG A B g A 37 % R L At e (AR b TG I
PRYb AR K LR R 2 B HE RiHE JE L lasocholine RIBEERG SRR JE KRG 7] 5 5 4%
Z W R e ST AR L 20 BEKIE | 2o v 2 A R IR RN 2 A SR IS B IS SR
FUBIEH . SR DBy 2R B 2 | SR h I SRVA S R RS LR RN SR
Bl o P M L R SR VD AR U R R B B L TR R TR e RA T T SRR L TR R S K AROR IR L oK
BgFrmiriplatin, IR H B ORFEMUE . R TP 2 285 2% OKFEIE CRITERR
mogamu i zumab . %7 7] 5 SLYRIAEE | EhER NS HE B R S ME L K FRFE snabiximols. HRVATmAK |
ViR + W AR S G R IR R At L BRI L AR A SRR A LRI L 4% %l
18 /A% 1% 7] Bl vnivolumabpentetreotide. JEI& 4 JE JE G oK Er. Je = hi e | Je Z Bk 1. JE
SEANT L Jeis Je A . I iE snivolumab.obinutuzumab. B ik BVZ A ELAT  BLRLIH JE |
B = ARAZ ST (omacetaxine mepesuccinate)  BLSEHIME | B P E) B BB AR LB R
H (orgotein) vorilotimod. B4 % 8 . BYD R 2 H /0 F2 H M5 8 L ozogamicine \p53 3 Al
JTUEVERASE VIR AR & AT IR AR B VAR - L03Fh - MR v =) B TR OK R L IR Jé S e TR L
Tt PEAL P CTHIE D JE L 15 1) A B L PEG- S AR VA VT (FF AR JEPEG-fF A ik v 7T) <
pembrolizumab.353F 7] 55 PEG T Za-2b 57 3 i Z€ WA A 7 B mth T B IEE R AR
1E T K BRI L H 22 R BT VA I PR RE ER B AR DL &R R b 2 TG s AR B R D
R ERVCEEMENE . R R R OIS B + B RERE . 2K
fi IR 417 JE bWy GR35 b it VD TR JE SERITT SR RA T AR T T AR T Ll 2R K IR (1
AR B DLRiE s racotumomab AL FR-223 EE 2 B B BB E S E St E A B EH
VPR B R AT P AL B A srefametinib RS EJE (regorafenib) ) ZEBERS |
k- 1864 IR A 2 B p B R BUOK T cromiplostim, B R fK . roniciclib. 4
(153Sm) lexidronam.y>#% w) 5 V02 5 BHT AR I 3= ) % & BT 0 1 5 2E T VE AR
ATV HZ M (sodium glycididazole) VRJETH A RAvAlJE . m) HME RS BRIV
#7888 P55 talimogene laherparepvec i oKEL BT AT 25 AhBifih 2  fih &
PN B PE A& technetium (99mTc) nofetumomab merpentan.99mTc—-HYNIC-[Tyr3]-
LNy N =l W I R Sl e S eI SRR B A QU L7 E P I E PSR E
AR 5 o D ) P i ZE IR I RZR AR IR R B B SRS FRER R R B AT
oSS R s R it DU i R e i S 2 il ZER Rl 2Bk A -emtans ine 4
W) i BEF FLVLEF R = F/URE + tipiracil. gl w)4H . pl A F AR SEE JE L B AL
fRI/IMR A R AR S oR3E A BUR L JE L B L LA JE L JIK L vemurafenib,
KFWKEHW. EE T KER T KEIE. 45 pim s SRR EMh ARG M 52-90 3% 35
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THER P mA T 7P AT R  PROR IR L
[0166] I AT PTIA A K W B4k & W H A A N AR VE HA R PE 5T, KA R S A ] 1) 22
fili o
[0167]  H i, &4 AP Ut A IR IR A 5 BH (R A5 V0 200 1| Bub Lig g , I HLEA it AT
DL TR 97 BCFRBH AN 52 45 il 10 A0 B A A 30 RN/ BRATIE » ANIE 24 1 41 B H %8 B2 25 BAN I 24
1) 20 Jf 8 8 N 25 T P 0 » B T A 52 4 ] 40 200 L A G SR TR/ B 3 AN 24 1 41 i
o P55 L5 BEANIE 1 1) 24 JH 28 0 B 25 1) 5 0 » R ) it JHG w B AN 52 4 i 1 4 B A G B B
1/ BATE » AN IE 2 1) 20 M0 F 728 25 B AN T8 4 1140 40 D 98 RE I 225 S FH Bub 1B 32114, 497 G
TRUR S SEAR SR A/ BURAT T S5 42 4900 1 L MR G A R SR A R PR AR T R L i
e R0 2 R AE DAY Sk 508 e eg 45 A /) 4 P I i e 0 /)~ 4 Y i e g £ P 40 B g L B
W 3 IR VA G s P 7L e R A G R e | B g B DR e R i 2 iR s 7
PR PR 23 4 rtgd B2 JER Bl R PR R S A/ BREATTI 36 %2
[0168]  FI-T& B T s BRI EE R A A P Hh a4 DA R B AT & BT IR BUR ZER 4k A
P i) Rl =& AR IR 55— D5 THD o 08 Hh TR AR & 2 SO FF G o R) A4 SE i 491
[0169] —f51E

AR HEIAA AT URRAE L 7 R LR 19K %
[0170] "N TR 7 RATTEVE T AR KR E R (D 46 EE & s 4, 7F HA R
el o HL R o] o ARSI AR N G2 T 4 7 7 58 TR ORI B4 AR e AT LA B Moy SR AT 12 0
Ub, FEAE BIRR 17 R n B AR IR 7 o BE AN AT BUARIER R R ARIE () B4 ] LLAE FiF
TR e Ak 2 B AT/ B i SR T o X AR U AT R S AR PP L GO IR R T L B R
A8 SR B 0 A TR AL B ERCAS U AN 52 2 S0 iy Al e B o 3% 8 54 A0 A0, 45 5
N BRI 3 — 20 B3 B B8 B IR L Ak o A i R AR S 2L DL A B AT BN T 2 e AR 41
HWHARN BAFR (S W WT. W, GreenefIP.G.M. Wutts,Protective Groups in
Organic Synthesis, H3f, Wiley 1999) o EAASZAAEFE o 1) Bovk ik »
01711 J721

OMe  iagNa i
N NN 2 .:‘
- e 0
.; N &
RN oue R Tome
% 2
W o
Ri= H
REKE HO
f\"
o
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gl T 1% OSARK T, P RIAIRP B T IE R (D) A B & X, XU E
F 5 BIINE L C1 Br 1B 77 STk R B o) FR Tt PR 5 B3 e 2 Tt R0 I ) P T R T B — 3t P Tt
PRI, HL Y] 7R TR BORT DA R AR ST AR N B2 5 il o AT DAL 3 S5 5 2% il B i rehid JiR , 438
FHANEREE /TR, AE-78° C R =W MR E T sl (V) ik &M v ) KE9LL
FALE L (2) o 7] DT ARSI E AR N 72 50 H A R4k n] 45 10 32 2be B b 7 v am =t (2)
A& A hiE ) ik-&41 (Z WBannwarth®E A, Bioorg. Med. Chem. Lett.,
1996, 6, 1525fBandaraZE A, J. Chem. Soc., Perkin Trans 1, 1982, 1755HZ( %)
DA i =X (3) o AT LA s FHAR 0B AN 53 2 %0 B2 SR 45T m] 45 1 2 14 /K 7 1250 3d
X @) Wik G/ suE R 3) ML G WA R BA (Z D Bannwarth® A, Bioorg.
Med. Chem. Lett., 1996, 6, 1525f1BandaraZE A, J. Chem. Soc., Perkin Trans 1,
1982, 175650 #F) LASRHE I BLIA S AT O 8 1 il £ S B P AT S B 3X Fh &% 4k
(EP2617720 A1;W0O 2010/46194 A;AustinZE A, J. Am. Chem. Soc., 1997, 119,
6461) .
[0172]  F5%&2

i o ) 33 i )
R\\ ‘»’EL\/’ R e \"-“‘e\f-*"" ' \-“r\xfﬂ e
W R
SR
ig‘ V‘ﬁ"ﬂx‘\\ﬂ,- {:3:
0
B R N
pNaOHIKOH ]
800 R E
RepidhA

TrEE2 4 R NIAR 7, o RVIIRZ B A TR R (D 4 RS XL AT LA A
Fe Ak V2 A B 7T R I e R BRI T e W R ER T e R FERR R4 NI
U @) Mk S (5) BUE R 6) LG4, AR 218 (6) 3@ (6) 803, 7]
DLy B E R (5) FHAd IR 21 4 Ak Al a2 (6) o T DAIE I /K A I L 15 S Pk s 1 261 G
RIS, Ad A Bl 4 T A E ALY , I IINaOHELKOH , K538 X, (6) AL A WAkl [ NA)
Ao ZIK R I > FER AL 38 DL AL S BEIA o S BT L R TE T il 25 I BLY) AR ALK 3 i 4 AL
(W02007/26024 A2;US2014/39203 Al) .
[0173] 7523
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¥
B R0

8

TrEE3 il 4 S SIIARY 5, b RVAIRZ B A 6 Tl = (1) 45 WG 2 . ] DA g H
Bl 12k 2% A 5 497 JiNaH S Bl 4 Je B 08 2 (7) B4 & P0G AL R IR BEAA LS (I B AIA & S T
ZARIE T 14 RS AR AL IX R AL, (W02011/62964 Al;1991 US5015653 Al; Tamura
s N, J. Med. Chem., 1977, 20, 709;HuynhZ A, Bioorg. Med. Chem., 2012, 20,
6831) .
[0174] 7‘3;‘;!‘;4

{
:
R VR

TrE4 & RNIAK 55— J5ik, PR ARRERFHRIR ARRZREBRRN-, AT
XF T (D) 45 2 o] L S FTAS USRS B Fn B DR $7773%  B a0 R e ik Ok
PP T R R R e R, il 2 (8) AL S AL viE K (9) Ik &) (3 W N
T.W. GreeneflIP.G.M. Wuts,Protective Groups in Organic Synthesis, ZE3fk, Wiley
1999) o A AfS A A7 V25, B AN Cr0s, FERRVEZ&AF R, 418 2X (9) WAL S WA R SLIA
JeHl DA RIE T & SO IAR) B IX M A (Seitzf8 A, Synthesis, 2014, 46,
381) »
[0175] &5
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?"’3\ Ri '\3 - fwi‘l\ ﬁi%}\s

¢ —i | j
ST S
‘“‘\\.@-‘ L R:ﬁg\w\-f' R %,

Renea

TrEs A RPN TSIk, HhRY AREREARFRIRY AR EEERRON-, A
X (D) 25 H 2 S AT DU AT AR S AR N 58 O NI E IR 7%, B anee /s
FEBME 250 R B RS (10) Mk AP ohiE R (LD &Y (3 WSmissmann®E A, J.
Pharm. Sci., 1966, 55, 1101HJ#3) A LLERLE AR 70705, B a0 B e L (R 47 , 4
WY R ORI R Ml S (L) A WA i 2R SEAR AL A P (2 WA
T.W. GreeneflIP.G.M. Wuts,Protective Groups in Organic Synthesis, ZE3fk, Wiley
1999)
[0176]  F5%6

B m?’*

Hy B o
%\«3 IR

F6 il SAAR D58, HohR! ﬁ%af?ﬂmz IRFEFFLTRRON-, H A %
TR (D) 45 H A E o AT Ui AT FH ARG 7732 , 491 2 6 PR R s R A 25, 497 T 48 2 e
3= (Boe) , B3 (12) BIiL&%) (Pollak, Monatshefte fuer Chemie, 1893, 14, 403;
Hlasiwetz, Justus Liebigs Annalen der Chemie, 1861, 119, 201;Andrus® A,
Tetrahedron Lett., 2003, 44, 4819) ¥4 il (13) KL AW (B W HARELHIT. W,
GreenefIP.G.M. Wuts,Protective Groups in Organic Synthesis, #E3jx, Wiley 1999
Ei%%JuHennings%)\ Tetrahedron Lett, 1997, 38, 63798US4872902 AIHIZS) .
A DA I A O JE T iz AE R S5 AF T R 2 (13) B4k S e A gt X S N2 AR AL &

q:%o
[0177] 57
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TR 7 & B (1) 1R RYICH Tk, P R AIm A @ (D) 4 & ik
b, BT DLAE 7S 1% A 2 BRI/ B2 I SETRAT — B L 1 T 46t o 1 oA i m] DA 9 (R 47 2 11
FINVRPERIBIRE B fe [ 1E B AL x40 S E AL BURBCAR S H AR s 2 0
B o 1K L AL AL A HE 5 ANAT AR — 20 B () B R A 1 IR L i b o & M R B e
TR 51N FO B 20 AR GUEHE RN BA MK (WA T.W. GreenefIP.G.M. Wuts,
Protective Groups in Organic Synthesis, ZE3hk, Wiley 1999) .i@zC14H4b&9, H
$mﬁ%£%ﬁM”Wﬂ&ﬂﬁ%ﬁﬁ@%WﬂﬁN®MMj%%ﬁ&%m$@&%
B =R P R B , A2 P i R B AT BAH AR ST RN A
[0178]  wILAdEk a0 b 7 2 K (14) Ak &9 % Ak Jvia Jt(lS) A& : A& R
SOS ) fnfi B L 4 R L B WA IR BE B R R BT SR L AR L 1 TR T A AR
N PLIRBE SR AT T FE-A @IS IR, BT FH 26 4% S B AR A i 71 5 451 DM | DY S0k
(THF) , E-78°C 2 &I 513k i (R FE T AL 2R , AL IE S B AE-10°C 22 %98 7703k i N 34T IROBE
DAL X (15) < Joil O &iE 7 AR B (ClarkSE A, J. Med. Chem., 2008,
51, 6631 - 6634;GuoZE N, Tetrahedron Letts., 2013, 54, 3233 - 3237;Watterson
N, J. Med. Chem., 2007, 50, 3730 - 3742; Be11a1e N, J. Med. Chem., 2014,
57, 6572 - 6582;:Klimesova®s A, Eur. J. Med. Chem., 1996, 31, 389 - 395;Leroy
& N, Synth. Commun., 1997, 27, 2905 - 2916;LaMattina®s A, J. Org. Chem.,
1981, 46, 4179 - 4182; Beugelmans s N, Tetrahedron, 1983, 39, 4153 - 4162) .
[0179] A LAIEE A GUSE AR N 5 O A VR 22 38 J5 57, A8 FH V22 AN [R] I S AL 5 6 A
i@ (15) ML WA I8 U S CRIAA WD s X P71 80 I e AT DA 4 R E )
BSR4/ THE Bullock® A, J. Am. Chem. Soc., 1956, 78, 490, WangZ5s A, J.
Org. Chem., 2006, 71, 4021 - 3160) ,5ff H#/ 2. Rabe, Chem. Ber., 1913, 46,
1024) , B Ad FH Z. 8% (De Munno%E A, Heterocycles, 1996, 43, 1893 - 1900) ,Bf#i f]
AL EAL T I, BN E DR , fERRTE S 4R (StokkerZE A, J. Med. Chem., 1981, 24,
115 - 117;Bertini% A, J. Med. Chem., 2005, 48, 664 - 670) , S A4, ZEBR IR 261
4T (WalpoleZE A, J. Med. Chem., 1993, 36, 2362 - 2372, KuramochiZf A,
Bioorg. Med. Chem., 2005, 13, 4022 - 4036.) .
[0180]  J52%8
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TN

£ &
i i
N J«& o R
R Ny
18
h?‘i: R RS
§ RN &
LT
e e
B o

TrgE8 il (D) B AL, PR R R ARIERA BT (D) 41
B S BAN , P ALE R G A0 2 RN /B2 S SEIAT— B RIER R VR AIE ) T 463X 45
A LA B an OR300 1N IR E L B R A (K38 JE B AL 4k & e Ak B RECA
STIBE AN 7 C A L RN o IR e 5L A AL FE 5 AT R — 0 LK) B RE B I IR e 5%
o 18 DR 4P FE AT EATTR TN R 208 AR UEH AR N A /) (Z WAIINT . W, Greene
FIP.G.M. Wuts,Protective Groups in Organic Synthesis, %3k, Wiley 1999) .fEFE
Je B v ik BLAASE A o
(01811 S SMIA e SLAIB AT s B2 4 C e Ml T Ty P B3 5 P AR 7] A 2 HE ST SR A5 1) T 2%
oK il B 5 XS T ARSTIEL AN 5 A2 P ER A ) o 75 B J B vh A HAKSE 4
[0182]  mILAAHE X (S SAIA) F 3 AR 1, 3- BRI IA O e 5 0 >4 B S U R I
(R RLPIB) L, BB 3, 65— — A C e B R Bis— ({[AU] 3k (TR 5) ARk fe ik ] sk} F
) -1, 3- ZEREL B-F -5 O -3 M- 158 AL AT B 518 Y BRI =
T A ER S (S SLIB) , 756 3d A A R, WA G , fEA TG AR AR T, B, = 2Bk
DBU, #£-78°C £+100 C[Jilf B2 SN, Poade S RZAE0 CE+100°C R #E4T , PR AEIE L (1) o 72
R BT T BN, Muthusamy, S.ZE A J. Heterocyclic Chem., 1991, 28,
759 - 763;Jagodzinski, S.#lWesolowska;H., Polish Journal of Chemistry, 2001,
75, 387 - 400;Bolvig, S.% A, Journal of Molecular Structure, 1996, 378, 45 -
59) .
[0183] 3z (16) 1 Hh )44 ] AR ok 7 e A gl 2 (L7) B )44 56 15 1 iz, 51
14— (o i Y RR) ML , 725 @& VA AR 2R eh, BN S BE A 2 IR IR, 76 500 28 45V 7)o s 1)
TR RE TN BRE, 6306 S5 JREAE 36V 1)k s I BEAT 5 EH i ok A MU AR N 57 R0 0 T R A R
v g 25 7E S B2 R I 7K, 1 an 38 (Dean—Stark 46 44) B8 25555 25 7K, AR {28
17)
[0184] A 2 (17) f v (R4 S5 MR/ BRARUAR S B2, e S A 57, 9 i S A R 7E B0
[RVE R R Ge T , 493 R B, 8 2 T 28 A5 VA 70 I PR SR, I e e B2 AE 45 T 71 T
A7, AR R (D AL &4
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[0185] 75229

A
A N
S RS
i o
] i
3 =
18
o s
:
i ‘*{\) .
RISy = g:‘gﬁ i | E b .
o S o \N

TrE9 filgE= (D) AR E:, FohR R R ARE RS Bt it (D 45 i
& o AN, AT LLAE IR B G AL 22 B RN /B 2 e SE AT — BRARFER SR R® L ARIE f) T # » I 4%
AT DA B AR 7 1 5N RSP B W 2R B R A 1038 SR B 0 A & Ak L BB AR
SUHEARN 7 CHI) H B B o IX Ak A5 5] N B — D B3 i B e B ) IR L %
A o3& I DR EE A EATTE 51 NI 20 AR SUBEC AR N R A HIE) (Z WFT. W, Greene
FIP.G.M. Wuts,Protective Groups in Organic Synthesis, 3k, Wiley 1999) .fE[E
Je Bk vh R BAR S
[0186] S WA S NEAABAN Jse W2 AA) C e T s T 1) B0 3 W DA AR 48 ] A2 SR 8UISER 1S 10 T V%
SR Al 2%, TX A T ARSI AR N 578 A2 P R MY o A5 B J5 B v Hh oA HAR s 1]
[0187] @ =0 (e NWIA) B & [ BT 1, 3- Bk FE I S ke vl LLIE ok a0 F 77 2084k oy id =X
(18) H H R « 5 3d 1 i, 1] a4 — (Gl FR 28) WL , 78 A 3 B VA R &, i il 2 B R 2
MR B, 7E 20 2 AT ) R TR R T OB 5 I8 s B AE #5553 N AT, FH e A 45
AN HEENE 75N HR R 25 AE R R T R 7K, a0tk (Dean—Stark s&4) BLH]
kR 27K, LR (18) A2 SCHkH L8 8H4T T U M. (Fowler, F. 25 A, Angew.
Chem. Int. Ed., 2000, 39, 2132 - 2135),
[0188]  mILAfETim X (18) i Hh [AAA 5 3 4 HUAR ) e i iR s (B) Sz, 9l {3, 5- 44K
WO IR EG- ((DRUT 2 (R R ket ] ) D) BRC a1, 3- lE (3-Fadd-5-
AT -3 128 2 RRAUT B 51 4 BRI e mUR ER (B) , 754 & VA 7l &
o, B2 RS TG AT ZE S B I = 2 JZBRDBU , ££-78°C £+100 CHIR L T S RL, fLide
JRIAEQCEL+100°C R BEAT, PR AL (17) .
[0189]  fsfiid =l (17) ) [A) A& SR / B4 A s 2D 5 A% A4 3], 91 i 28 AL &L 72 il
(R A Z e, 491 R B, A 2 A A VA e I PR R, I e N AE 5 T R T
17, AR X (D) 5 )44
[0190] 5210

79



CN 107922389 A 55/211 T

TrE10 &R (D BAEYINER L, KPR R R ARERA il (D) 41
(K125 SCo b, T PAAE R G A 2 iR/ B 2 S SETRAT — B ER SR VR CAFIE f L . X 46
A AT LA B an Ry BE 5 5IN ORP IR 2R B R Ak JE B AL x4k B AL BUARER
ARGUIHFAN 72 O HI) HE RS IR B A AR 5] N3 — P B B s A 1 L
AL o 3G I ORGP EL B AT 51 AN 2 AR SUSE AR N A EH (Z WAIIIT. W, Greene
FIP.G.M. Wuts,Protective Groups in Organic Synthesis, 23k, Wiley 1999) .fEFE
Ji& B Hh A BAR LA
(01911 =0 (D) B4 & Wt n] DAAE A7 22310 bR SCH #8319 A 5l 7 125 il 4% o I BEAID AT I
IR P A2 P e T ) B mT LARR R P M LU SR AT (1) J7 V2 il 2%, 30T AR 41 Ja
FIARN T2 TR AR
[0192] AT I =X O SEAA) B93E S BRI 1, 3- =3 AL 38 O e S5 =0 e R2AA)D) 1138 >4
BRI A, Forp XU s e 0, Bl iy &, DL IR, RS BRI AZ A6 TR, B 0 2L IR i , 45 3
VI BN B, £E0°C A VA b AU BT SR, P S B AE I TR #EAT , DA R fikiE 20
(19) SeRi TN FF 748 FH A BEE LLIX P 5 =% e ng B0 (1) 284052 491 (Anderson, D. R.%%
A, J. Med. Chem., 2007, 50, 2647 - 2654;Amici, R.ZE A, J. Med. Chem., 2008,
51, 487 - 501;Bargiotti, A.ZEA, J. Med. Chem., 2009, 52, 293 - 307).

[0193]  w] DAf#iE =0 (19) B R [A4A 54 38 1 i 4 s 24D , 18 oA S 4 (1) FIN-JRAXHE 31
BV iz, AR IEN— IR AR BRI P e , 75 5@ FRVA R R, B T 20K 720 °C 22 251 77k i
FETR RN, e e S AE 2 0 T #EAT , DA i 2K (20) o SEHT VA FF 148 F P B G B AL it i
HIlsepl (Aiello, E.Z AN, J. Heterocyclic Chem., 1982, 19, 977 - 979;
Duranti, A.ZEA, Bioorg. Med. Chem., 2003, 11, 3965 - 3973).

[0194] AT LAATE X (20) 59 A (AR A 3d 1 AR %, 190 0 55 e Ar i A A e ARk 75 e A i , 491l
WIZR LB 328 FEME Wy , FEB I AFAE T, 1 X (= FF i FR e ) 0 A48 (LHMDS) , 7E B 4477
AAAE TS, Bl E & AR, Rk 2- (T BRI D) -27 .47 ,6° - =R -3, 6- —H 4 k-
1,1’ -BE2K  (tBuBrettPhos) , FI7EFME AL IR AEAE R , B anER FfEE AL 77, fRIE & [2- (232
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FEBEAL) -3,6- R EIE-27 47 67 -= RS-, U -BOR] [2- @R SR 43 R TEE (1D
(BrettPhos—PreCat MTBEREINE YD) , fEAIE VA AE R, Iy A kg (THF) ,/£0°C &
200°C FIIRSE T R, fLiz [ BAES0°C R 34T, BAFR A= (D) L &4

[0195] TEI

20 0

Trg 11 il (D WA ST Ak, AT DA 7S 61 3 Ak 2 Rl R /B Ja SERRATE—
BARHE 1) L #  X BeA01 AT DA B an DR 7 B 00 N VORI 2 B e [ 403 R B A4
i 0 G AL BURECAR AU AR 51 O i e e B 3X Be R A0 A48 5| AT AU 3 — 20
TR BE I I AL Ak o 38 Y B AR AL AN B AT 51N RN 28 AR AR N 52 A F
(Z WL WT.W. Greene FIP.G.M. Wuts,Protective Groups in Organic Synthesis, &
3, Wiley 1999) .
[0196] @ s REAIFII AL G )22 WIS T I B ] DA B AR S RN B2 i o 18 20 s 26
()44 2 T e T %) B3 T DA B ARSI AR N 525 1 o 3088 2 s SR I A0 0 A2 ] T T 1)
FE HAERT I ) 77 S e Kot 20 07 208 8 O AR AL S A st 21) A
W A S R IRAR R, 48] G 2R = FR R = SR, 76 B (R R R, B an DY kg (THE) L £
0°C 2 BV 70 s B B T b3, AR OB AE 2 T AT AR hid 20 (21 SERT D 2kIE T
XF1,5,6,7-VY S -4H-5|Ws-4-FR ) R4k (Davies, H. M. L.FfIManning, J. R., J. Am.
Chem. Soc., 2006, 128, 1060 - 1061;Remers, W. A.fWeiss, M. J., J. Org.
Chem., 1971, 36, 1241 - 1247),
[0197]  SRJEAFIE Q1) AL A I BLCAAERE S 260 b FI NG @ AR 9728, i don -7 A2k
BRIt Boc) o I NIXEELRY L[ e S A& AR STUEE AN AR (S WAEIIIT.W. Greene Ml
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P.G.M. Wuts,Protective Groups in Organic Synthesis, E3f%, Wiley 1999) .n] DAfE
I 22) Mk &5 FdkiEt ©) BE Y, B0 55 RN | 28 75 e 77 Rl R B 2 55
TERRIER B » 3= L0 2% 55 TR IR A 2 55 TR AR B , 491 bt g -4 - JR Al iR A 4—- (4,45, 5- P4 HH
1,3, 2- RN AR e -2 2) MEWE , FEBR A7 AT , B A R 5 , FE AL I AFAE T
BN fe A R AR - (R ) —SAAR (TT) , BB & HVE AR &b, a0 — 4
FEAK , 78 25 10 22 & 15 )b m DR R SO, LIk S B AESO - 100°C R #EAT , PA R fika =X
@23) KA

[0198] B3, mTLMTIE 1) Wik 65 LR iER (xR B6) BI4LE 40, 6 a0 75 RN -
75 TRANIR 5 IR IR B5 7= 75 IR A R B » 5 SO0 4 07 i IR N 2% 5 IR B R s , 437 Tk g —
A-FEWNEEAI4- (4,4,5,5-PY R -1, 3, 2- ZAUR IR I abe -2 ) mLWE , ZEBEI 775 T 5 4
WK IR 5, 7EAE AR AEAE T, B B AL ), DRI X - (R S UAE (I , AEAIE R
FEFR Zrp 9 — R AR 2 2 e AR, A8 2 2 5 7R R R OB, L% S REAESO -
100°C 34T, A it =X (19) 5.

[0199] W LAATE X (23) 19 (Al 5 A id s N9 s B2 DA BR 26 BIrad O 37 4%, B TR 251X 24 4%
PRI IX P T B A T I S BN A AR A R (Z LB IIT . W, Greene MIP.G .M.
Wuts,Protective Groups in Organic Synthesis, 23Rk, Wiley 1999) .4, 7] LAf#iiH
i @23) WA, PG t=T & I HRIE Boc) , 5, Bl RIK = 2R (TFA) , 741
[RITE AR Z b, il — SRR b, BG5S R, AE0°C 2 B0 7100 s B0 TR 2T ISE, 8
16 I NEAE R T AT PAR L IE S (19) Ik &)

[0200]  m]LAASE I 2 (19) () Hh [A) A4 5 A3 1) 10 A s S22 » A8 A SV 4 (T) FIN—-VRARBR
BV i, DR IZeN— IR AR IS WP i , 76 53 (VA AR b, Bl I 2015 720 °C 22 2518 77k Ui iR
JETN L, e [ AR 2R T #EAT , ARRAILIE 2 (20) SR RT O A F 1A% FH A Bt g A ek
HrEflse i (Aiello, E.ZE AN, J. Heterocyclic Chem., 1982, 19, 977 - 979;
Duranti, A.Z£ AN, Bioorg. Med. Chem., 2003, 11, 3965 - 3973),

[0201] W LAATIE =X (20) 9 (a4 5 A5l 1 AR G 80 an 55 iR AR e M i Al ik 75 e Ar i , 491
WA NZ B 3- 2 R Wy , FERRAFAE T, B A (SR S R ik e ) 2 8 (LEVMDS) , 7EHE A7)
IAAAE R, IR b 7], Piide 2— (T JEERR) -2, 47,67 -= R -3, 6- H 4 k-1,
I’ (tBuBrettPhos) , fEAIEIIE I Z b, Blan DU ke (THF) , ££0°C 2200 °C [
JET ISE, Pide R BEAESOC T #EAT , DABRAILIE X (D) A&

[0202] 512

N
R R

Q N;\: m*“gti
o .\”.J.y @ % i
= ‘R.r»én.&. |
e i Sl
R Ly A
R M
83 b

TrgE12: H&ER Ab) AL B, iRV R2RY R AL QML 1 o T
(D) 25 & SCRIRY™ ARFER®-C (0) ~BER'R®N-C (0) -
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[0203]  fifiiiH =X (T-a) H H [A) 440 5 B 4K S B2 4 » AT A SR A7 77 A 1R A 791) s 18z, A 14 2 =X
(I-b) I G o X L8 R S WA 2 JNH (T e SCRE B2 : S. Miwatashi,ZF A, J.
Med. Chem., 2005, 48, 5966 - 5979;]. Zhao,Z A, Bioorg. Med. Chem. Lett.,
2014, 24,. 2802 - 2806;M. P. Hay,ZE A, J. Med. Chem., 2010, 53, 787 - 797;].
M. Keith,ZE A, Med. Chem. Lett, 2012, 3, 823 - 827;J. Liang,Z% A, Eur. J.
Med. Chem., 2013, 67, 175 - 187).

[0204] X ELIETY ) fso SIS A ERR il 12 SE 6] 42 -

i) FRIR 5 H T MRS B it 7K S R2) , 4140 (HBTULHATU . PyBOP.BOP. T3P.EDC.
DIC.DCC)

1) PR Bl sl B R Lk AR A7 AT

i1i) MREF, LR A2 7E T

iv) SURMRES , PG a7 T

v) SRIRER , LG AER A7 AE T

vi) FEERERIRER , LRI ATAE T .

[0205]  Afrid =X (T-a) B9 R4 5 5 SR EE AL A4 » 491 0B I R, R0 G IR , 76348 R 50 () 47
FEN N, AR AR X (T-b) I o R i S5 A () 3% 6 SR Y [ e B2 A& 24 R (B e
SRS :Martinez-Asencio® A, Tetrahedron Letts., 2010, 51, 325-327;
Martinez—AsencioZE A, Org. Biomol. Chem., 2009, 7, 2176-2181;IlkedaZf A, Eur.
J. Med. Chem., 2011, 46, 636-646) .

[0206]  3XHLETY ) fso NI A ERR il 17 SE 6] 42 »

i) BF52-2 FEAEE , FEB A7 AE T, B 20K Bu, MM BR i B 44K -Fes0s Martinez-
AsencioZE N, Tetrahedron Letts., 2010, 51, 325-327;Martinez—Asencio® A, Org.
Biomol. Chem., 2009, 7, 2176-2181),

ii) BE5IEJEH, B E A E F R S AN B = (2 B2 5E) AL AN, DL 72 R
WMIAFLETR, BIZ. R s TkedaZs A, Bur. J. Med. Chem., 2011, 46, 636-646;Eur. J.
Med. Chem., 2000, 35, 815-826;BetzelZE A, Bioconjugate Chem., 2013, 24, 205-
214,

iii) B, FEMEAASRAET , S, BIPd/NiO, /EH2" R T (YangSE A, Synth.
Commun., 2014, 44, 1314-1322),

[0207] 5213

fogy S
FrE13 #&ER T-d) KAEI %, R R R A BRE A 6 TR (D 4 S
NXOHQ AR =NOH) o A LA T 377 20 HorhQ ARER0RIE R (T-¢) Mk WAk o Q
A ENOH) [ s (I-d) B4 &9 - FI& A — AN B AN A 1 A3 1 S S, 91 e 4
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Bl R R T R BN, DR R B i, £ S R A R, B 2B L R LK DMF L DY SR I
(THF) , A1k CBF , ££-78°C & &V 7 ih mU AT B A B, D030 S B2 A6 =8 i 28 &%V 71 ol 33
17, AR (D SRRTC 2 4kiE X4l KestenE A, J. Med. Chem., 1992, 35,
3429 - 3447;BisejieksZ A, Heteocyclic Comunn., 2005, 11, 9 - 12;Maillard®s
N, Bur. J. Med. Chem., 1984, 19, 451 - 456;Hassan, Molecules, 2013, 18, 2683
- 2711)

[0208] %14

bg

14 Hil#&ER (-g) ML SR B2, PR R RIS REAERIQE A b X T =0
(D) 25 I AR TR 2R DLl Wl 1t 5% 14, 158 P 4 Je L A0 , 91 iNaOH , 7K
fiEE K (T-e) (¥ o 1a) 44 DL 52 i 5 (1) £ o fa) 4 o A58 A A 7K e 24, B T HBTU W HATU
PyBOP.BOP. T3P.EDC.DIC.DCC, fii i =X (I-1) [ o [E) 44 55 2 4% ik 7 D0 32 i e 182 DA F A1k e =X
(I-g) I B4, i BL T [ Js B AU AR N 5 By (B ide SCHRSE 4 72 < Su, SN, T
Nat. Prod., 2001, 64, 466;Sakagami,Z A, Chem. Pharm. Bull., 2007, 55, 37;

Demont,ZE N, Synlett., 2004, 684;Jackson,Z A, Bioorg. Med. Chem. Lett.,
2002, 12, 1093),

[0209] 515
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i)

TrEE15 il -m) ML A PIr s 2k, 2P R R R RTRS AL EmfIQRL BT
(D 45 R S AR ARRR-C (0) ~BIRRN-C (0) —o (28 (1-h) Fy o [F) 448 15 B A J 82
Y tea e A s S BRT DA A 7 A R A ) Bz, DA I 2 (T-3) o ) 44, 3 28 2R AU
SN A ARG AR N A FIE) (Fri SCERSE 72 : S. Miwatashi, %8 A, J. Med. Chem.,
2005, 48, 5966 - 5979;]. Zhao,ZF A, Bioorg. Med. Chem. Lett., 2014, 24,. 2802
- 2806;M. P. Hay,ZEA, J. Med. Chem., 2010, 53, 787 - 797;J. M. Keith,ZEA,
Med. Chem. Lett, 2012, 3, 823 - 827:J. Liang,Z A, Eur.. J. Med. Chem., 2013,
67, 175 - 187;D. Lesuisse,® N, Bioorg. Med. Chem. Lett., 2011, 21, 2224 -
2228) .

[0210] X LG ) s SL A FR) A2 R i 12 S 4] T DA A

1) RIS H T B T B iR 7K S 824, 48 4n (HBTUHATUPyBOPBOP. T3P EDC.
DICDCC)

1) PR B IR R, AL AE I AFAE TR

i1i) MRET, LU FERR A7 7L T

iv) SPRER, LRI AT

v) SEERER, LR AERIAAAET
[0211]  FEFR PEBUBR I S5 AT T 0B PR S5 A 158 Aol <5 J S 284 0, 451 anNa O HK it 1 =X
(T—3) oy e T A4 LA B A3 5 (T—k) 10y o T o £ P B 7K S 240491 4, HBTU L HATU . Py BOP L BOP
T3P.EDC.DIC.DCCHIE 2 (T-k) {4 v )4 5 21 2 170 5 D0 208 fi Sse bz DA i e 2 (T—-m) £ o )
A, 3K 8 S Y ) B B e AR AR AR N R R (P 36 SCHRSE 2 : Su, % N, J. Nat.
Prod., 2001, 64, 466;Sakagami,® A, Chem. Pharm. Bull., 2007, 55, 37;Demont,
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Z= N, Synlett., 2004, 684;Jackson,Z A\, Bioorg. Med. Chem. Lett., 2002, 12,
1093) .
[0212] 7??,‘;16

$~N“
HES e i
e
i “p
o~ H
{0 N-A
& 3§
L
ey
\ o R S
ol |
= gg
by

77516 Hl#E R (1-o) KAWL, JEhRY R AEMQEA Eixf T
(D) & & XCRLG A B 248, 00, F L CL Br 1B 5 FE AR IS , 4 ot BY 2R B I , B0 00
it 12 15, A1) ) PP it e I = 3R P Tt PR I o T DA R AR TR AR 2 A i T2 i =X (T-p)
() ) A B Ak g 2K (T-q) B a4 o (B ide STHRSE 72 : Carro, 58 AN, Eur. J. Med.
Chem., 2014, 71, 237;Heathcock,Z A, J. Am. Chem. Soc., 1982, 104, 1907;
Matsumoto® A , Tetrahedron Lett., 2000, 41, 8393;Lightner,ZE A, J. Am. Chem.
Soc., 1985, 107, 7499;Ryall,® A, Synth. Commun., 1990, 20, 431;Tsuda®f A,
Chem. Pharm. Bull., 1990, 38, 2136).
[0213] TTEIT

"53 s\s A
HNC | \ -
\mwﬁM\M
=3 §;2:‘; .

17 Hl %@ (T-s) B S PER , PR R AERQE A b1 st F it (1) 44
HE A A SCRIR'® 4RERR®-C (0) = R°-0-C (0) ~BXR'R*N-C (0) — o i 2 (I-r) 1 7 17 44 5 Bk AL
LA R DA SR AT 7 A T B A 7R s R DA 3R 3 3 (T-s) B A A o 3X R S TR 1Y) e B2 A2 2 ST
(3% SCRRSE B2 - S. Miwatashi,ZE A, J. Med. Chem., 2005, 48, 5966 - 5979;].
Zhao,%& N\, Bioorg. Med. Chem. Lett., 2014, 24,. 2802 - 2806;M. P. Hay,ZE A,
J. Med. Chem., 2010, 53, 787 - 797;J. M. Keith,Z A, Med. Chem. Lett, 2012,
3, 823 - 827;J. Liang,% A, Eur. J. Med. Chem., 2013, 67, 175 - 187).
[0214]  IXUESRI ) Sz S A A R fill e s 9] A
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1) RIR5IEE H T BLZ S i B 7K s N4 , 451 41 (HBTULHATU . PyBOP. BOP, T3P, EDC.
DIC.DCC)

1) BEER Br At sl B R L A A7 £ T

i1i) MREF, L ER A7 7E T

iv) SURMRES, PG AR 72T

v) SERIRES , PG AER A7 AE T

vi) FERERIRER , LRI ATAE T .

[0215]  Afrid X (T-v) B9 R A5 5 SR B AL A4 » 491 DB I R, R0 I IR, 76388 R R () 47
FEN N, AR X (T-s) BIAA P o R i J5 A () 3% 6 S Y () I B2 A& 24 R (B e
SCHRSEB A& :Martinez—Asencio®ZE A, Tetrahedron Letts., 2010, 51, 325-327;
Martinez—AsencioZE A, Org. Biomol. Chem., 2009, 7, 2176-2181;IlkedaZf A, Eur.
J. Med. Chem., 2011, 46, 636-646) .

[0216] X ELITY ) fso NI AERR il 12 SE 6] 42 »

iv) BE52-2 BENLE , AEB AR ZE T I IKO Bu , A BR AR B 40K —Fes0s (Martinez-
AsencioZE N, Tetrahedron Letts., 2010, 51, 325-327;Martinez—Asencio® A, Org.
Biomol. Chem., 2009, 7, 2176-2181),

[0217]  v) FE5EJE50], Hlan A E AN B TR E AL AN = (GBS IS AN, Pld 78
FRHIAFAE N, BN 2% s TkedaZE A, Bur. J. Med. Chem., 2011, 46, 636-646;Fur. J.
Med. Chem., 2000, 35, 815-826;BetzelZE A, Bioconjugate Chem., 2013, 24, 205-
214,

[0218]  vi) B, EREALEIE T SR, BIAIPA /NGO, ZEH2AUR F (YangZE A,
Synth. Commun., 2014, 44, 1314-1322),

[0219] 5718

& i\é sl 4 N‘"‘"\&
ii i 3
e A e
£ Ty e R
et B3 & ™ S N s o b i
S e BTN
N M = Ly

4 §
7% 18 fil#ER (D FAA W 2, PR R R VA ERIQEAT 1 Tl (1) 45 i

B o

[0220]  w] DL IS T 21 77 2o dE K (-0 A& Ay iE R (D ’EY) : A 1E 5,
PRI R BRI 51 I JE kIR L 2h T IR A S A A T B B L LEMDS , AR e £
FHE AR BOE B AR, TR BN, He 3 A3l 1 15 25 55, AP L C1 \Br 188
75 TR R T 5 1) Tt FR DR 1 I 5 BT B R I 5 491 40 R T R I B = R R TR R I S BT A e
1 S S A T T M ) B8 AT DA EH AR U AR N 5 il 75 B @ VA R, 9 T B B
JKDME L PUERIE  (THF) , PREDME , 7678 °C 22 85 VA 77 5 AR B T AbFR , 41035 S R AERT &
PV AR AT, DR (D)

[0221]  SERTC A HRIE T X R4k (ZhangZE N, Bioorg. Med. Chem. Lett., 2006, 16,
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3233 - 3237;W02008/132434 A2, KangZf A, Bioorg. Med. Chem., 2010, 18, 6156 -
6169;VanottiZE A, J. Med. Chem., 2008, 51, 487 - 501),
[0222] 519

\EJ{ 38 S
‘.m‘ii 9 vi‘
};{* s,r B ,‘«»{}; n
o Rt‘:\a = } i i e i‘_‘_
£ M '?i\.\_‘,f :NN!

bx

TrE19 fil#&E (%) ML AP 22, R R RO AERIQR A Rimxt Tk (1)
25 B ORIty 182 AT BAfSIE 2 (T-v) (1) A TR -5 Ak 0] , 46 dn ) i 28008 1 R i 44k
S AT AR 7R AE VA A R, i U e =0T TR 7E-T8°C & & R
ML E T OB, LRI X (T-%) (LGP, X B SR S B e AR STUEE AR N 52 FIE
(T ik SCHRSEf f&: C. J. MoodyZE A, Terahedron., 1990, 46, 6525 - 6544;K.
Matsumoto,ZE AN, Heterocycles, 2008, 76, 191 - 196) .
[0223]  ARGURELAN 72 O Fn i R AL ECH BA A S A V2 ON 0, AT BB L2 I
TR FER I B — A A RS O BA FC VIR AE BHER 1) s B A o S PR AT . K=
WESER AR PP 3L 10 5 I VEH R AE BT, W. Greene, Protective Groups in Organic
Synthesis, John Wiley & Sons, 1999, #3ikEkP. Kocienski, Protecting Groups,
Thieme Medical Publishers, 200091483,
[0224]  DIA G O A1 5 20 B IR AE A0 A A B AL S, 49 e el 6 5 2 vh 2808 25 B s 57
FEE IR A G ERE A RRY), B H 25200 A A2 —  BHnAE A& I 32
FEPRL L gl b Al , B R e A MR B R B e B 1A R B B9 40 A W08 IORH il %4 HPLCR]
DA SRR B, 4140, 76 @ B IR B A K B AL S PRI SO0 S, T =9 S IR Eh B IR £
B AE R W IR TR A K AL S PRI IGO0 T 5 Gz &8 o X Fh 28 R A £ m] DA 1 AU R
N G R &R0 43 A Al oy FL e S i i B R W 2, B A D 6 T B S5 1 AR 2 )
5E o WL AN, 43 B AR R B B A A W0 A 1D 1 o B T DAAS 58 4 22 B IR I LA 01 L o )2 497 2
HFIREL =TSR, LAEAS BIE I B B B S o AR U AR N 32 DA TR 2R BRI 514k
Ve A BC A T B i A 4002 00 58 A2 AT 452 1) o B4 S 0 AR SCRIT IR 43 S IR A R
(46 E PR AR T X (ol & U S VA A B S T A ) A bt ME— TR, b BT iA
A AT A RE T A 42 0 s DA i & BAR ARV s e
[0225] S WY AG 5 W0 1) 6 AT DA I K i 25 40 & W38 T 8 v 77 (F8) 4 B 2 7T B PP
B TR B A ST AR TR G 2L TRE L DU S B A UR IR e, SR I SR B R
U7, BB AR+ B IR REE W S L BE B A SRIRAG, ik v 77040, 55 I 28 1 R Bt , B
SR i 1e) FL VS 0 S0 R 1) R B o PR B PT A FH T R i 4%, Bk T 22 15 5% 8 PR B 22 O R BB, T
HE e T HHEE MR Fh 1 , DLAE BE R 8 & 1 b 2R B0 5 AN A B b 28 0l i 98 BUivE R
ARV SN e BB I 28 AV TR IRAT £  SRAF B R AT DLEAL A A &4, ook T s A
Y] LA A g B o 3 3K R 7 2, W DA S Sy ak A s 0 8 b RRUASE ) i) £ R4S 1K 24 2
AT ESZ B SR AT DU I AR GUREAR N R ORI T A A o 255 BT ) R Ik
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1R ik L S SEtE ] B 2 i IR T i
[0226] A< B ¥ A 5 W R s ) 2o A e R 5 A A AR 0 e St A 4 ) A1) B e o AN B
o~ B T AE A b T PR a6 A S VORI 1 70 8 B R T SR AT A xR e A AR xR S A
IR GYIAIRAT
(02271 Fof e S A4 A AT X il S5 A AR Ve 55 m] DA SEE A AR AU B AR 5 LRI T4 73 e
X I S R AR AT AR 0o I e A A o DR 228 M, JeE Tk 05 it A i e 70 G 0 ot B R 0 20 v A i S A
PRI S o KR S A AR 5 W0 ml DA G dE 35 T PR A B0 B X R SR A A, IR BRAR 1
AR R S A A T 25 B T R A B 000k 2 o B B, JE T R e AR o R S A A L 4 D T PR 5
3 T PR IR AT LRI 73 B0 ke S A ATl , R Wk 1R JF EL 35 PRBRCRT A AR 70 T X R A A A IR
SR A W S A A BT A A = x5 A A B B 7 9l R P PR R BT PR A O T P B
77103 0] DN ) X R S A A Y 5 D SR ) o R S R A 5 T Bl o G 71 S AR R S A A TS £
P B o e S A A R BA T B R S R A TR B 0 o B 5 AT AR A € 33 v B T
T KL B WS AR S 0 BRI 5 — S B R TN B
[0228] A< B A — DL 328 773 T e MR 0 S5 I 491 Fl) e SO 25K L -5 R AL B WD R LA SR 3
il 2 ) P A 4
[0229]  fE3k3h, AT LKA R W i 2K (D AL S8 A O e AR 2, B ARG , A] DUREAR
R SR FR A NI B AL G o AR TR THEORN A2 H R
[0230] Ml i
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B N-F AL KSR EE R ) A2 L 2 2 R ) sk BUE AT VR S A 1 A
077 BT B B 2 W B4 T3 , b BITad 0 s s o JSE 9 B T i i B80T 178 3 M S8 T2 491
P WL BIRAE o FE— SR T SR, BRI A2 MLV 3T SRR/ BUE AT T B4 4% - 5 75
ST F R, Fr IR A SR L AR AR A DN i i PR 0 AR R 5 B R A
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Yirb, 3F AT LU IS 25 20 AR K I 29 A GV RkIGTT
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() A0 T HRATT S DR S 982 2 A AU U RE ) BIPRS00 S 1 B 1 ER AR
A
[0254]  YRJTHERIER JTiE

AR ICHRAE TR T 5 e AR 70 2 JE M A s v PR AH 5 R ARE I 7 V%, BT iR T iE
ALFEARAS R T H XU 0 7 55 8 IO O BB B PR < BRT R 2 B B Pt AR AL S P2
FEHE R IPREIR I8 G PR s B 2 i o
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[0259] I AR BRI AN I 2 3R 08 1 S SR A AR AT B8 A 1 1 2 IR S 5 4R
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DAL HE P2 LA M RS [AielloZE AN, New Engl. J. Med. 1994, 331, 1480;PeerZE A,
Lab. Invest. 1995, 72, 638] 4Fu&AHICVEE BEAZVE [AMD; 2 W.Lopez5E A, Invest.
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S ) & o
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Tl il L AL B T SRR TS, () FridRES S IR i 46 & 74 Bl 5 A 2 L AL
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WA O he 5K EENR B R 486 7 i -T-b A R i B, B S e 5 RTAE B IR IR AN T
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B BT () R B X 4 5 7 0 a0 B A 0 LU BB e I PR v PR R
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] VAT JU AN, TR AN A MR v R VS BRI A i o XA B, TR H
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[0280] W] LKA K I S A T 2500 B W 45 24 A IR T 204 24 . n] DL I 4
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I

[0281]  FI-T- iy B 745 245 () 45 1l 7960, 48 AR AT 0 e 1 T AR SR B W sk A SR A W e e
il .

[0282] ] A 75 LB 7 I I AU 5 % 56 BRIk 25 S 5N 8 o FH T I 245570 )
T LA 026 26 5 1140 ) B RS P AR A0k 2 ST o 1 KT 25 ) B $2 5 26 2 P 1) B3R 25 R
WV RS 2k B BN B BN = R L Ged M i B R o FH TR 25 50)is 0 & B R )RR
5E fifE ) 27 XA — PROX R RN 2008 18 R AR T 1991484 H30 H AR 35 [ L FI 55,
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[0283] Ak B IR 2H A ks m] LA A B BOATL 5 AT 5 30 0 R Sy 28 A R R R ) Atk i
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[0284] XA FIJTIEBFERAR T LA T S5 SCER A I LS, Firid 2528 SCRRIK BF— A~ 518
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Formulations” PDA Journal of Pharmaceutical Science & Technology 1998, 52 (),
238-311;Strickley, R.G “Parenteral Formulations of Small Molecule
Therapeutics Marketed in the United States (1999) -Part-1” PDA Journal of
Pharmaceutical Science & Technology 1999, 53(6), 324-349 ;#flNema, S.ZEA, ”
Excipients and Their Use in Injectable Products” PDA Journal of
Pharmaceutical Science & Technology 1997, 51 (4), 166-171,
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B 751 (S 35 AE AP T S VA R R B . — I B PR T i R AL B B R A Tk
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W% B 751 (S8 8 AEAS PR T IR A 4 2 R P )

AZE IS ) (SEBAFEAE AR T — % AL 8K . CC12F2 F2C1C-CC1F2 FICCIFs)

A58 (air displacement agents) (SEFIELFHHANRE T2 MG

PUE B R CER R EAR TARF R, 4 T, en4E . emEF . ein
SR 2R F )

U VB 77 (SE A R AEAS IR TR L S0 R R U R B U TS e SRt e
SUTEE IR K R IR 2R R AR K)

P T (SRR AR T Hudh M B2 S ML B AR FR I T R ik T 2 R R L IR
B ERACH T BB IR TA R L JUPR LR AN U AR R VN - FP IS YR B R U « £ D B R AN)

i G MR LB EREARR TR BCR AW KRN A g e - T TR I R I8 . 38 &R W ek
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S P (SRR TR R L W B B RN e AT A5 B N AT A R Y
—IKEWD)

B A 5T (S HEARASRI TFaT R AT O 2 77 2 AR S 7 2 9 i 51 PR B B T ]
WEAR REE R SHE R R A 0 A 2 i 22 JRR e VT (1) S A B S v R 0 1) v
HI7K)

BT R FRE A PR Tt R — AWK L)

A7) (2B HEE AP TFD&C Red No. 3.FD&C Red No. 20.FD&C Yellow No. 6.
FD&C Blue No. 2.D&C Green No. 5.D&C Orange No. 5.D&C Red No. 8.fEME#FlI% b4k
) ;

ISR CEBAFEHAR T BE L)

FLAF (S A AF AR AR T RaT R AR 5 VEFEIE | S s e B Al I 1 H el 5 L BB T 1L
ALWHEE T 5 v BRI 2R AR 2 M50 FRAE IR ERTR) 5

A0 57 SR EFE AR T B BN SE 28 — R IREE IR A 4E 20

Bk} (SRR AN PR T T e o PR A Yol R R SR A T AR Ve Y e A L)

R I ) (S0 B FE AR AS BTy T A LD B )

BB 551 (S L FE(HAS IR T8 4203 A H )

I CEBIEFEEAIR T-F64 3 (arachis oil) I 43 R i FE 4 3 (peanut oil) «
2 R ATAEL A )
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FMPIRA Y 22 DT DRI I RN R A« L1 BLRE I A VE )

J1 AEAGH CEBBFEA R TR R A G R RN R A g% R
Az R IEAYE R IR YRR VAR OR IR IR A 4 2 M AR

) B s IR 5 (S B FE AN IR TR PR )

R i ) (S0 4 (RS B T R TR R P R A 4 2 45 L LR AR 4 R L TR P v AR
(polacrillin potassium) A2 HKEE ZIARMENE BERR | i R AN  F2 0k £ BRUER BV AITE D)

RIS (S A FRARAN R T B S ARE L oK yE ¥ FiE )

AR 7R (SR i A E A PR T g T Al I R 5 A ek T PR R P R ) 5

J 7/ B A7) (SR AL FEAEANIR T AR

J AR (SRR AR AN R T B AR R R 1 )

5] (SE B R EASKR T i | o i A )

5k 350 (SRR AN IR T4 BERE RS AL )

P 3 ) (SRR AR T R 2 £ RS R P SR A gk 2 R R A YRR
R IR FE R L RN AN B RO 5 DA K

TRV ) (SEBIELFEAH AR T+ £ Ji Al B el e L ORI 1L B B By BRI L SR &
A5 L BB I 5 i R T RN 5 A 2 M T g R )
[0286] A B 242 A m] AZS G0

TCHE L v AR AT DA D B S K] 24 45 R B ) IR EB AL S 15 mg/mLiE L, 7 H.
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Wb B R #EpH . TG TR 5% 45 FEMRIG iR VAR BE 22 1-2 mg/mL A T4525, ¢ HAEZ60 minfy
PLi.v. s 4.
[0287]  FHTi.v. 480 T8:ATLLA (i) 100-1000 mgik T-¥ B 210 A4 % B (1) 5 28 4k,
AW, (11) 32-327 mg/mLATHRBREN, LA K (111) 300-3000 mgA7 e M BT 40l 2 JC 1 il 71 F
Fo S £ 7K B 5% A BE R iZ B R B 1A E10-20 mg/mLIKIH E , SR 5 FH Eh /K B 5% 45 e
H— PR Z20.2-0.4 mg/mL, I HIVHEZEB IV (FE15-609- B N) 454 .
[0288] LA VR & 51« AT LA il 24 DA ¥R BRI F T LA VS

50 mg/mLEAZE KA B ERI A K AL G4

5 mg/mLyR FF FE AT 2E 2N

4 mg/mL TWEEN 80

9 mg/mLEALEN

9 mg/mL7K B,
[0289]  fifise JRX B 57 - d ik & AT100 mg M tRE 1 e 73+ 160 mgFLHE 50 mgZf4E = 16 mg
I TR 5 A 7 o o ) V9 P Xl P O o 8 ke ) % DK B ) B o7 B 2R 77
(02901 45 B Fie B 8 1)« il 4 ¥i% M Bl 0 70 T ¥ A 40 9 460 a0 K S 3t AV KT el RO ¥ v 1
HH0 5 Hi ek 28R RN I NI AL ) B B AT B9, 7 100 mg gk Vi M i 49 () 0 I e e
B BBV TIT TR AT LIS BT VE PR R T 58 0 B T VR L B B () TR S 4 A Al
KR VETEZG YR B -
(02911 5] « 8355 R 732 ) 44 DR 2 B 7R, AT ARV SR AL 9100 medd PERL 7.0 2 mg A
TAAAEE S meglE IR EREE 275 mel R AF4E R 11 mgiT R F198.8 mgFLHE L 3 24K K Pk AR
KPR T DL A SR 03 1P 238 A AR s PR B G IR IR
[0292]  BURE v 771/ o B 71) « T 6 2l sk 5 R 7 V2 RH T 1 Vs ) 4% A ] 44 11 Il )28 o g dk 1 B
A7 VIR, 10 AS F K SR AT 245 W F S B3 H R0 36 326 o 4 B Vit P ol 20 YR A5 AE AL 5 1 S L
FRZ SR ARTIER VAR 019 52 43 R VR ARS v o T 3 4 1R [ 2 A B AR A7 0 A 3 A [ £ A [l 4
Fr NS Ao AT LUK 250k A -5 R B e AR HAGHL R () R RN 3R S sk v s 2 43— 1 DA
2 BEEA T ZAK BRSO SERUBE IR 22 LR 5T
[0293]  FijEAIZZ

BT O 50 SR AN BT T 36 7 3 58 358 50 9 i 0 ML 5 A RSO RE 1) Ak & W s v S 56
SR, W AR EE I DA S T s i L sl SR E I R IR L IR 7 1)
PRUEZGER 22 0 58, Hod kX s 28 5L 5 ARG 7 X Lo i IR © A2 45 SR ATt
B, AT LLZS 5y i 5 FH T Y687 R Rl AR 1438 RLIE 1 A R B I AL A 0 A R0 B o AR I e e
RO — BVRTT W 25 25 0035 T R A3 B & ] DARRAE DL 25 & Ak AR IR KR Ak« Bt R 45 e
A PRI R BT 45 2505 3T R SR T IR R I AR W RN PR T L DL B iR 7 R iR 1
)M BRI S
[0294] AL 24 TS T A A K S B — N 20,001 mg/kg-£)200 mg/kgik & /K, I B AL
£50.01 mg/kg-%120 mg/keglhH /K. MmR -] A7 Za 8 H — 2 = IRINA A 2 RIY
JE— IR 525 Be Ak, 25307 (L 7R3 — BY i TR AN 95 T JR B 25000 0T 2538 258 1 f0
My 52 14 2 7] ) B A4 ] B 2 A7 R o B RIS T LA £90.5 mg —#£91500 mgi& PERL Y
JART AR H — IR B2 k25 25, B0 D T H — k45 24 - ik S FEF kN LN L 2R
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R B H0ESHE A 3 S DA S AT B B R 25 25 1 1 38955 H A= L6 80.01-200 mg/kg
BARE P IEE H B R BT R AIE N0.01-200 mg/ ke S Ak T4 H BB E 5 RAL
1#690.01-200 mg/keg AR P38 H mE R & 00 A H — 2 IR 45250, 1-200
mg o 1% JZ WL NYERF0.01-200 mg/ ke R Bk H F &P KK E 8 HR A ZE T
3% °40.01-100 mg/kg BAKHE .
[0295] 44K, Bpfr A3 1 HAR AR UG AL FF ) 2 7 R R IE LA R 2 AR AL« I R 2 1=
A FIT  E  J TR 0 T R JB RE P EE R B I I B AR A A ) v P L i B8 3 T 4 % N
PRI 25 25 1) L 25 25 A5 29 MR HE R 22 A 6 58 AR R B S B L 252 F ]
Bz 10 sh B ER AL S ) BHER IR 97 T SRR i P DA FH AR U AR N 52 R S R
1BIT AR E
[0296] 20577

A LU A K AL S P R ME— IR 25 )45 29 B8 5 — RhEl 2 B AR 25 R0 A 45 2, H
H TR 2] A A 2 SR T2 FIAS B AR - X Be 20 A (19 24 770 mT DA B A 0 39 58 28R e o7
VR EE  SEAZ Jeg A/ B AT ) 2 R 1) AR 24 750 R/ B0V 7 AN S ER ) | T 285 701) o 48 B
W JOX RS
[0297] & & 5 A K I AL G 1) — A H B oAt boad B2 395 ) A 55 B AR T-Goodman Al
GilmanfThe Pharmacological Basis of Therapeutics (5E9fiR) ,MolinoffZE A\ gwk,
McGraw-HillHifR, 551225-1287 01, (1996) (Hiad 5| FHFFAASO o A TR YT e 1
P 1) B LA A1, o il 2 b SCP sE SCHY (7) Pusa 7l o 206 AT DA R [B] 58 20 A B 2
FIEA A, I HLME .
[0298] 5 5E 245 3 2 VE BB 2 W) 1 L ) A T V2 A2 AR T AR N 3 A T
[0299] AR S i F1 5 it A51) 0 kS 56 FH e 25497 0 B AR & B, 9 LA & I ASBR T i £ ¢ S
i1 o
[0300]  ASUEHI AR N R B, AR WA IR T A SOk i) HAR SE Tt 7 5, 1 A2 78 = 20 i
B AR B3R A 58 SR AR T B DA R ORI L A ) i 56 e 7 S8 I T 1B 24
[0301] AT i it A51) B T 248 s e ) A R I 5 AELAS PR o) B o G ] 8 A F A o 1 AR A 1 1) G
fth Ak &Rl LA 77 il %
[0302] 7 52 it 4] r 42 B (1) A S W S FL R R AR i WY 1R D0 ade S e T 58 DA S 7 i i B A sk
Jita 18 23 AR B 2 (D A S I B () BT A 2 A BRI EEK
[0303]  SEEGH A o 1) ARG “MRAE™ DA “RABL T P Fe U5 ik it & U A .
[0304] s34y

IR I ABL LA K TA) A S il A1) R S e 4938 20 vh e R4 ', R EATIANAE IE ST b i

Fo
G5 ERd
AcOH BEAR (D)
ACN i
aq. K
Boc =T AR
br o
cI B
d Ryl
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DAD CARE TR AR

DBU 1,8- " ZXUF (5.4.0) +—-T-1%
DCM 2

dd RE o2

DIAD €)-ZF&ME-1,2-—HEBR_ RN
DIPEA N-ZE-N-FHEH-2-%

DMA RO

DMF N, N-—FR B R

DMSO i ERIZ

dt WE-=HIE

ELSD ZROGEGT R

EtaN NN-—Z I

Et0Ac LR T

EtOH ZFE

eq. 4

ESI B2 (ES) B

h /INEF

HATU 1-[W (S FR SR 30 W R -1H-1, 2, 3- =M 3[4, 5-b] I BE #5 3- AL s BB mR 21
HC1 iz

HPLC SRR € %

KO*Bu T e

LC-MS TR € 3 5

m ZHIE

mCPBA [EEBuE= R

min il

MeCN i

MeOH g

MS i

NaCl K

NaHCO: Tk g SN B E R RN

NMR BHEFEARIG S AL 20772 (6) Llppmés t o BRAE S AME B I DMSO(E 58 E 2. 50 ppmsRIR IEAL 772 .
PDA JhE AR E S

Pd/C TE R R B

a Y B8 e

r.t.ErtERT | EIREE N18T-23C

Rt 5 ER A 18] (i@ iTHPLCERUPLCINS,) , LAy $hit
s FE

SIBX FRTE ) 2Tt 2 O R R

M LR

SQD FA U ZRAT RS P2

t —HIE

T3P 2,4,6-=H#-1,3,5,2,4,6-=F R=BAIATHi2,4, 6- =AW
TBAF NN N-=T T -1-3 b 8%

td = H - W

TEA =W

TFA =W

THF IR

UPLC 8B = B A i

[0305] oAt 4 5 B AT A B 0 T AGUEEARN 5T 5 7 H - 2 3o
[0306] A 3i H A (14 5 WY ) 48 A T3 T e ek A S 810k b B, I AN S 1 AR A g 2GR A
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AR
[0307]  FEZ5AL 2P 3 FHIRAIRBE (o) SRR R AE H TS B0 AH BT 12 o0 b 9 ST AR S )
WEIIR A BUE , 45 14 X AT DU A 5 4 ( ) KRN AEH TR A BT P O
Ab PR STAR SRR I TR A ) o 01 SR T P o ) 0T A 2R 1o AR A 0, WU 2 8 9 8 ) AR S A A
B 55 8 R A AR (B e AR L, AR 2) o ZE A AL s ] DLEE BRI Tk
AT , 19130 5 it ) R R A A R XRPD
[0308]  ELARSZIGHIA

M HILAE TS I, Ui B DL B SEEGHEIA H FINMRUE TR 2K, 19 R 55 RS AT BRI B =B i &%
82 o R A 30 ) s 2 P DA AR s BE AT AL s A BT Biotage Initator ® flisd fridt
AT o T IR FH B i 8 149 s 2 I T1) 2 VL B A2 Pk 381 Pl s I N3 2 i ) [t 8 e B2 (1]
MR AR B 1 5 2% B A A P A R (A AR ] 58 75 2 alifk . A HLAL BP0 240 2 AR A
N B, 35 BT LR Al AU A R AL SR T7 1 ARG U, AT RE A 75 244k .
TEFEAG LS, Bk &4 m] DAIE IS 45 i R ali4b o fERE LA O T, W LAR A 18 Va1 T
PR EBR 24 B AE R LG DU, Bk (A4 v] DL (23, 4 ) 8 PR AT B AT 4l Ak,
AT B a0 T8 78 i RS /AR, 1 Ik H SepartisH W Isolute ® Flashfif ik Isolute ®
Flash NHAEJZ, HA A Isolera ® H B4 Biotage) VAR B S itk FE M N ke / 4 1R
L BRERDCM/ B o AEFE LG LR, Frad Ak & W] DLk i) 2 HPLCRR #EAT 2l Ak , A A A6 4
Waters H B 2EALAX, FECA BRE BE Z Ao I 24 A1/ BRAE 28 L 5T 55 18 B, 4 & F A i i)
THUE 78 S AHASE DA A3 it VL st FE R0 /K RN 2L % 5 LT DA 5 W8 I 0 = 9 418~ B BR B UK o
FEFELSEHLT , a0 B STk i Afidk 7 s m] DUR I B R B it B ME B R A 10 A K AL &
MR ERIE 2, a0, 72 @ B R I A R B SRR OL T, i = O IR ER B IR 26, B
TE R PRI AR B AL S PRS0 T » Wik £h o 3X PP Y 1 #h AT DLIE I A B R N 7
O I 25 B 732 3 i e A R FL e S B i 2 B T X, B A D 3 TR Ja i AR 22 D5
N7 4 B g a0 A SC TR 3 B I A K B A A ) 2AR T 3K (9 tn 36 L T B B AS 4 a2 ME— T
2, Ho Bk A mT EARE F T A4 5 B 5 DUE 8 & HARAE ) 20 1
(03091 DA St 4o Hh R 18 B US4 e A2 2 T DA S (IR R /R 3 I U 4 o o e v
A5 BT I R ORI P U R AR AV, 5 HIE AR R 1 L 5N s RS 48 o AT
i Mk 2k R AN S T AN 33— 2P ik o R E “AE R S R4 fe/E 2915 mmfWHg 1) 8 /N & 73R
{3 FBuchi i % 25 # - I A I LAFR IS B (°C) i, RIZIE
[0310] g " S04 B A A R B L s tH DA S 9] o 3X e S A4S R T Ul B B IS JEANER
fide 9 CAATART 77 PR il A R BH ) G o AR ST P B0 i A3 HA A 320 844 51 9T N AR S
[0311] 3 HTLC-MSE&AF

TEBE f5 i EAR S0 F b 25 B LC-MS-$053 M (5 AE S AMe ) R H1464F
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M ok
A2 -ﬂ.z_%

Bi=

G min1-88% B 1820 min 9a% B

0.8 mbdmin

BOU

2.0

3N R 5 . E{M{}G s o N3

MS ESl+, ESL T
YR b at+Bi=C ‘&ﬁaa&&gm\%ﬂagﬁ ‘i@f} ;3{}@@ ftp

o

S 20 AT + B = O\MasshyrnaNH, Mass 1001000 fin |

[0312] i HPLCSAY:

FERE 5 1 B AR S8 FA

SHr GBI ARG @ kA ¢

L il FHPLCAEAL” g (AR A Ul BA R 461 -

Waters &&C-QLSEW JPLum%

Damd
MS ESy, BB

SNy msi iy

[0313] M M HrRT RIS @ 7vkB) :
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[0314]

O-1.6 min 1-59¢

6-2.0 min 99% B

2.8 midmin

80C

%/%HPLC

(7? V5

PRTE) :

 DAD 2996, ELSD 2424, 8Q0 3001

Mﬁm‘!@@ G’*E Jum m{m@ N

01 min 1%

Boo4-8 v 1.8

50 mumm

RT

max, 250 g £3

2.5 mL

[0315]

#il4 HPLC

R

XBrseﬂgﬁ C‘t& ﬁpm m&m mm

‘*:3i3.mm

Chtomatores RP *C*‘iﬁ 10um 1

O~-1 min 1B, 1.8 w"«;n'i ~59%, &

810 min 699

% B

50 mi_é’mm

[0316]

A HPLC (E , FHE) -
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Labomatic I HD-S000, Labomatic SF-3000, Labocord 500G, |
Lammauc Labeol Vario 4000, Gilson GX-241,
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, G‘%u‘aaaksés&mi*@mﬂm
= 80M+ 1% DES

B = BOH £

B0 o fmin

RT

MWQ 23@ ﬂm

[0317]  PRiEF: o444
TERE J5 1 AR SZIGHE IR Fraf g “imad (Pl st aifh” & 518 fBiotage Isolera
itk R4 . R THAME , = Juwww.blotage .com [-f¥] “Biotager™ i H %",

ST 451
[0318]  sKjafsl1
(6RS) —6— (FRHEH JE) —3- CRAERZAE L) —2- (MEwE-4-F5) -1,5,6, 7-VU S -4H- W[k —4-
1-3: (4RS) ~4- ({[BUT 5 (R EL) H Rk k] A L) BAE) —2- R k-6 AR-N-2R B R
O 1= H- 1T B A%

FE3°C A (BRS) —5— ({ IR T 2k (o 3h) HRkbe i ] 4 0k} 2) -3- R A -2 JA— 1 -
(20.0 g, 52.6 mmol;A] AMRHEEP 26177201 #%) AR HERALS (6.29 mL, 52.6 mmol)
fIMeCN (90 mL) VAW IO ADBU (13.3 mL, 89.3 mmol) JF =GB 516 ho RS Y
W it Biotage (SNAP 4 ALAE340 g, EtOAc: T4 4ifb A3 Ik St 54 (20.1 g,
74%) o
[0319]  1-2: (4RS) —-4- ({[HUT H: (o) FREle it ] Ak} L) -6 - A0-N-4 0k -2
[ (b e —4 -5 FR ) B ] PR -1 M= 1 T P It fie

SR 8 -“Q:\

8 ’\m

| gw‘% ;1\ w\\ N i
s\.{ 8 yg

» ¢ S \Jv‘;“\"

"t
\ét:::é\ §*\,
. il

FE100°CHN#A (4RS) —4- ({[FUT 2 (Z2RIE) FRELT L] S AL R JE) —2- 2 -6 -4 R -N-
RERC- 1M 1B F W% (3-3520.1 g, 39.0 mmol) Ai4- (R IEE L) MEme (7.92
mL, 77.9 mmol) IDMA (110 mL) J&¥2 h IRA YIRS it Biotage (SNAP % {7k
340 g, EtOAc:Th4) 4ifb LIS RIFR AL A4 (11.0 g, 67%) .

[0320]  1-1: 3-ORfEcdE-6- ({DRUT 28 (CORAE) Fakbe it ] s Ak L) —2- (ke -4-28) -1,
5,6, 7- DY & - 4H-15| Wk -4

b
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FIRPEFE ARS) —4- ({TRUT FE (C2R5L) B RESe At ] S At B L) 65 AC-N-2R -2 [ (it
g -4-JE L) FAE IR -1--1-ACF B (3-2;11.0 g, 18.2 mmol) .SIBX (45%,
11.3 g, 18.2 mmol) ] EtOH (540 mL) V&E4116 ho MAEtsN (6 mL) , 3RS Yk 4 i 1l
itBiotage (SNAP 4 4LAiE375 g, EtOH:DOM) Zlifk LR BIbREIAL &Y (7.70 g, 7T4%) .
[0321]  (6RS) -6- (I 3E) -3 CRALE L) -2- (Eme-4-3%) -1,5,6, 7-VY &~ 4H-y| k-4~

FIRPRE3- IR I -6 ({DRUT 2 (SHR) Akl S0 AR D) —2- (ibmg-4-3) -1,
5,6,7-PU&E—4H-15|Wk-4-FF (3-1;10.0 g, 17.5 mmol) AITBAF (22.7 mL, IM, FTHFH) [
THE (250 mL) V@A 416 ho MAEtOAc (1 L) RAMHEEAN (2. 5% KR EhK
VeI FF AR EREN T8 L e AR VA 575 , JBidBiotage (SNAP 41340 g, MeOH:DCM)
AR B AR RSB A Y 4.31 g, T4%) .

MR {400 My, DMWSDN) S pooy 2.20-2.37 (3H), 255 {14 206 {1H), 3.44 (ML 478

SIML .50 {2M), 583 (1H), .00 {3M), 7.4 (1N} 747 (21 BOT (3H)L 1181 ()

[0322]  SEjafsl2

[ (6RS) —4—284X-3— ORIEZAL) —2- (MkHE-4-45) -4,5,6, 7-PY S - 1H-W5| Wk -6 2 ] A B2
BT B

2-2: {[(RS) -3-Fk-5-4AfU-4- ORFMAVEE F B F -3 M- 155 F ) =
AT B

3 a R R
Rt et
i ] B

e N R
N AR R S i Nl
Edh
he ) e

5

Al {[ (IRS) —3- #2855 M -3 M1 - L] F L) GEFRAT B (1.00 g, 4.14
mmo 1 ; 7] 7 MY H FCH Group Company) 1R E R AEE (496 pl, 4.14 mmol) IMeCN (50
mL) ¥ IIADBU (619 pL, 4.14 mmol) FF=IEMIIR A6 h IMALIRLHER, IR A
PRI SRR (1 M) ZEERL, FZKCORD 7K 3 % 0 20 0 B A T8 o 1k 98 )i, VR A Wk 4 - i it
Biotage (SNAP “ALREI00 g, EtOAc: ) 2tk LAS BIFR AL A Y (353 mg, 23%) .
[0323]  2-1: ({(1RS) -5 f-4- CREBACE T F B L) -3- [ (bwe—4-HEH Jk) L] Fh
C-3-J—1 -2k} ) R R IR T I
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FE90°C In# [ (BRS) —4-4AMX-3- CRIEZIE) -2- (MEIE-4-45) -4,5,6, 7-PY &~ 1 H-M5| -
6-JL] L LR BT S (2-2:353 mg, 938 pmol) Fl4— (FRILE L) ntl;u,% (228 ul,
2.25 mmol) FJELOH (20 mL) FIEtOAc (20 mL) JE#i6 h IR A WkSi I @idBiotage
(SNAP % 4bAE100 g, EtOAc: W 4%) 4L A3 BIFR AL A4 (84 mg, 19%) .

[0324] [ (6RS) ~4-%AX-3- CRILEIL) —2- (Mkme-4-38) -4,5,6, 7-VY & - 1H-M|e-6-3E ] FH
FEE AT IRBUT B

#£90 CJJD*M{(lRS) -5 44— CRESR AR L Be L) —3- [ (ke -4-JE FF AL UL ] 3R
C-3-M—1-3&) I 3%) ZE B AT B (2-1:80 mg, 171 pmol) Jid%ALE  (34%K /KA,
31 pL, 343 pmol) IDMSO (1 mL) VR W16h. IR & ki 3t 4 HPLC - (BlME 77 15)
WJ@W%MTEK/\% (20 mg, 27 /o>

SRR

n Fo0ch 1 R o S oo T, M X o 48 RS P T R
O .«}~§‘§?_ S5 A\gii\aﬁj} San &

18T MY LR O

"3 "3
//

$3W

BRH

[0325]  sijidsl3
(B6RS) —6- [ (A% L) H L] -3 ORFEZ L) -2- (MkWE-4-45) -1,5,6, 7- Py -4H-15| k-

i

3-2: (4RS) —4-[ CFAEEIE) F k] -2-J0 -6 28 A-N-2R B30 O - 1 - 1 - B R i
g g’*“*

™% e x«“\& N

Lttt

4] (5RS) -5 [ (e HE4A L) AL ] -3-F2 53R -2 0~ 1-Fd (350 mg, 1.51 mmol;™]LAKR
JEArchiv der Pharmazie, 1979 , 312 (3), p. 240 - 247#(4%) FIRMEARALE (200
pL, 1.67 mmol) fMeCN (1 mL) VAV IIADBU (300 pL, 2.01 mmol) JF=iEMFLIE &Y
18 ho IMIAZRER (1 W) RHRG Y H CWEAEEL, R MIER K B I LB IR T . 1L JE 5
VIR B A AR I 1 A e B A A A B (OCM) 2fifk DA1S BIFR AL A (420 mg, 76%) .
[0326]  3-1: (4RS) —4-[ (FFAHIL) F AL ] -6 -N-2R -2 [ (kb he—4-FEH IE) 2L 3R
O 1M~ 1B AR P B

XI5

N
L\@"'\w\

FE100°CHn# (4RS) —4- [ (FEHLA L) F L] —2- 2 -6 AC-N-R I O - 1- /- 1-5AL
W% (3-2;400 mg, 1.09 mmol) Fl4— (FFFEEZFE) ke (130 mg, 1.20 mmol) FIELOH (2
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mL) &3 ho IR S 4 3 JF o A 0 A Ui B (EtO0AC) 2840 DL BIFR AL 54
(340 mg, 68%) -

[0327]  (6RS) —6- [ (EHE4A L) B L] -3- CEAL S -2- (kmE-4-38) -1,5,6, 7-PY A -4H-
5| e — 4

FE80 C N (ARS) —4-[ (FILHAAL) ] -6-FAC-N-RKFE-2- [ (Mpme-4-2E F L) &3t ]
e -1-M-1-FACH B L (3-1:300 mg, 656 pmol) 28 ALE (3% AKIEM, 120 L,
1.37 mmol) FJEtOH (1 mL) VBEYI104 8 K5I8 & Wik 4 -l ok A3 (38 A8 — A0k |
@WMZﬁ@@%UHﬂﬁ%%A%@6m,ﬂ@

[0328]  sZjifi4

[ (6RS) ~4—4AM-3- ORFEZ L) -2- (Lhe-4-55) -4,5,6, T-VU = - 1H-W5|Wg—-6- 2 ] Z L HH
FRBCT B

4-4: (3,5- R HEOREL) AIEHIRAUT R

3

e I G T e

e \.{_} B 3 ff\%;_‘,.«*\, S
N

N
AN

ES I R A 5-2 LA 2 %y (75 g, 600 mmol;CAS-No 20734-67-2) ZETHF (1.5 L)
PR AR IINTEA (102 mL, 720 mmol) , 4R JGZ218 N (Boc) 20 (130.8 g, 600
mmo1) o 7E % I T HiF: I BV A4 16h . 584 [ L (TLO) Jim » FE B2 NI G [ BV 54, SR I 7]
BBV IO K, FH R B 2B 166 I A HLZ LB R AN T 1R Wk 4 LA AE ALk th
WSS RHE ) 68 g, 51%) .

[0329]  4-3: [(IRS) -3-¥ 252 AP T -3-J—1—J ] Sl BT B

i3

i

PR Oy

.:\“RM -;’S‘\ \4"\4“ “m
z

.g

S

FEZE IR T E HParr X2 mAL 543 (50 g) (0. 1M NaOHIAW (500 mL) HINA10% Pd/
C (15 g) fE60 CHH2 (250 psi) EMRMNMIL6 ho 584 KB (TLO) Ji5 , it Celi te /R
RBLR GV 1R R A BRI 46 I A L2 A0 B T 5 F Rk 4 LA A3 2 4
7E Tk 45 [ AR TR BB M LAAS 2R EE ) (7.0 g, 14%) .
[0330]  4-2: [(IRS)-3-F2HE-5— 4 -4- CREERAZ L B AL PR -3-Jd— 1 - &
U T B

goE ™
R :: 3
“'i ‘.,\"";L \1\ \‘-.-Sr‘»;, {Qyz‘s
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7E3°CIAl [ (ARS) —3- 25RO -3- M- 1- ) Z EF M Tl (4-3;5.0 g, 22.0
mmo 1) AR EEE RS (2.63 mL, 22.0 mmol) [KIMeCN (50 mL) JF HF INADBU  (7.50 mL,
50.3 mmol) , FF FRIWFHR A W64 h R EIIRYAG i iIBiotage (SNAP 4 fLAE340 g,
EtOAc: T 0) Aifb AR BIFR AL 54 (4.02 g, 50%) o
[0331]  4-1: {(IRS) -5—%AAN-4- CREEBRAQ U F We i) -3- [ (MbwE-4-F 1 J) 2] 30
O3 M—1 -2} Z LR AU T B

FE130°Cm# [ (IRS) —3-F -5 40-4- OR AN B P B IO -3- M- 1] 2 &
AT BE (4-2;1.33 g, 3.67 mmol) Al4- (FAFEZEL) HEmE (731 pL, 7.34 mmol) [{JDMA
(10 mL) V&2 h IR AWk 4e @ iIBiotage (SNAP4H ALAE100 g, MeOH:DCM) ZE4L DA
RS (945 mg, 57%) o
[0332] [ (6RS) ~4-%AA8-3- CRILEIL) -2- (Mkwe-4-3%) -4,5,6, 7-PU & - 1H-W| -6 ] &
ST B

FE80 °Cin#A { (IRS) —5-4AX-4~ CREERRA 20 B AL —3- [ (Mibmg -4 A L) 2 B ] 30
C-3-Mi—1-3E ) ZE R BREUTBE (4-1;940 mg, 2.08 mmol) « ﬁi%wg’—ﬁ (34%F KW,
374 pL, 4.15 mmol) fMeOH (50 mL) VEAHI6 ho ¥R Sk 45 - EidBiotage (SNAP 4
11100 g MeOH DCM) W&Uﬁ%ﬂﬁ“ﬂ%’*% (600 mg, 69%) .

3143 «’Ef;::, AR L AN

[0333] j‘&ﬁ@fﬁ'ﬁi

(6RS) —6-Z J—3- K it e —2— (M mg-4-3&) -1, 5,6, 7- VU & —4H-F5| k-4 5 i £
E RN f.\.\.:\

i ;é .)\m.%:\ ‘_}N W
T i D
BN R

FEZE T N [ (6RS) —4-4A48-3- CREEE L) —2- (Mkwe-4-55) -4,5,6, 7-V & - 1H-W|
Wk-6-F ) G PR T S (4;400 mg, 956 pmol) MIHCI/ 4 ZFFC ke (10 mL, 1M) (KR
AW hIRAFIR SIS B bR L 54 (412 mg, *E%)ﬁ)

R 00 Wv DRSS ppm XA 3 S48 IHL A L S L e e

PINE RN T L ROS (I RS A,
[0334]  SEjfsl6

N-[ (6RS) ~4-%8 A3~ GRILE L) -2- (Hkne-4-F5) -4,5,6, 7-VUE - 1H-W|W-6-3L 1 A TR
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JE P B

JEIMEE S E Y (5:83 mg, 212 pmol) MIEATAEFRIER (39 pL, 424 umol) AIMEEE (2
mL) JBAWI16 ho B IB-SWI YA 8T B AHPLC (Bl 7512 4lifk bl 44 IJ*I;ETE% e
mg, 32%) . EIL 4]

4 NMR (400 MH L3 a5

{1
[0335] st sl 7

(6RS) —4—%AR-N-RFE -3 - R FEFE) —2- (kg -4-4%) -4,5,6, 7-PY H - 1 H- 15| —6-F
B i

7-2: (IRS) -3-F2H -2 fA-N-p e -4- OR AR B L) ST -3- M- - B

E3°CHA (IRS) -3-3 e -5-F K -3- 15— 1-F P EE (630 mg, 3.70 mmol ; 7] F
HFCH Group Company) MFAFERAES (443 pl, 3.72 mmol) fMeCN (5 7 mL) S m
ADBU (867 nL, 5.81 mmol) I =IEIMFHIR EW24 h IR AWM YE @ idBiotage (SNAP
TAEALREL00 g, BtOAc: i E) AL AR BIRR AL S (93 mg, %) .

[0336]  7-1: (IRS) -5 AX-N-FKH-4- CRIEARARE L FBEIL) -3-[ (ke -4-3L F 3E) &
FE] IO -3 I 1 - B i

7£120 cbu*fh(ms) -3-FR B -5 -N-TR -4 - ORI P B RO -3-M-1-
Pl (7-2;90 mg, 246 pmol) Mi4- (FREZHE) AEWE (50 pL, 491 pmol) YDMA (800 p
L) VEWL.5 ho RS 4i IFilidBiotage (SNAP - 4LE25 g, MeOH:DCM) Zlifk.LA15 3|
P& (67 mg, 60%) .

[0337]  (6RS) —4-4AA-N-IREE-3- CREEZHL) —2- (kg —4-55) -4,5,6, 7- VU & - 1H- Ik -
6—FF I i
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ok ok A

1 =

E80°C A (IRS) -5 AR -N-Z 3 -4 CRIERARE L FIEL) -3- [ (HLng-4-FEF 3) &
HIRC-3-M-1-FEEL (7-1:65 mg, 142 pmol) IAULE (B4%IKIEIR, 26 ul, 285
umol) fMeOH (5 mL) IR EHI16 ho K iR A W0 4 I 0t i % HPLC (B PET77%) 46 LA1S 2
42 Wa"% (14 mg, 23%)

[0338] iﬁﬁfﬂ
(6RS) —4-28A{-3- CRILZE L) —2- (M nE-4-H) —4,5,6, T- VY S - 1H-5{ -6 i /P i
8-2: (IRS) -b—%f{—-4- CRILFAVA S F e k) —3-[ (Mg -4-JEH5) Z AL 1 M -3-
Mo—1-H IR P B

FE3°Clal (IRS) -3 -5 AH T -3 L -F IR F B (630 mg, 3.70 mmol; A]
HFCH Group Company) AlFfR#EMRIRES (443 pL, 3.72 mmol) FMeCN (5.7 mL) ¥&VR
JAADBU (867 uL, 5.81 mmol) , - =iRMIHIEEGY24 h o HIRAWIIRYGIF L Biotage
(SNAP % 4LAE100 g, EtOAc: Ch4%) Ak LARRIAR LAY (216 mg, 19%) o
[0339]  8-1: (IRS) -5—%AAN—-4- CREMIACZU R BE L) -3- [ (hmg-4-F L) 2 AR T -
3—Jdi—1 - I H

&R TRy
1O
g

g |

f’»};«xi
ki
G

{*w%\
)
R’Q;;,« e

FE120°Cn# (IRS) —5-4A-4- CREEBRARZUEE B L) —3-[ (bng -4-JE 1 L) 28] 3
C-3-M-1-FHES (8-2:3.00 g, 9.83 mmol) Fl4- (R L) Akng (2.0 mL, 19.6
mmo 1) f¥] RIS (156 mL) VAWK 1.5 h WG IREWk4i I ilidBiotage (SNAP -4 {7k
340 g, MeOH:DCW) ik LAS BRI 59 (2.71 g, T0%) .

[0340]  (6RS) ~4-%8AX-3- CRILZ L) —2- (MEmE-4-F5) -4,5,6, 7-PU S~ 1 H- M| Wk -6 F iR FH
i

FE80 CHNFK (IRS) —5-28 A -4- CRILBRAZAIE F BE L) -3- [ (LnE-4-HE F L) Z L] 6
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C-3- M- 1-FEEE (8-1:2.70 mg, 6.83 mmol) .1 %EALE (4% /KIEW, 1.23 mL,
13.7 mmol) fMeOH (50 mL) V& 516 h KR ASYMk4iIF#idBiotage (SNAP 4 ALHEL00
g, MeOH: DCM) ﬁE%U\ﬁiﬂﬁﬁﬁﬂc/\% (1 42 g 58%))

[0341] j&ﬁﬁfﬂ
(6RS) —4-28A{-3- CRIL L) —2- (M nE-4-5) -4,5,6, - S - 1H-W5{ DR —6-F 2

TE=IE T HEHE (BRS) ~4-EA8-3- CRIEEEFL) —2- (Mkhe-4-3E) —4,5,6, 7-PU S~ 1H-Hg| -
6-FERFEE (8;2.70 g, 7.47 mmol) EHEALH (29.9 mL, AMII/KIEW) THF (29.7 mL)
FiMeOH (29.7 mL) WIEA103 80 TN EEER (39.8 mL, 3M) HIKR4GIR AW Ui K
B 3?¥I%%U{?§IH‘TEW6A% (2.52 g 97%) o

[0342]  sZJEHI10
(6RS) -N-FA J -4 -3~ CRELEIL) -2 (hng-4-3%) -4,5,6, 7-VY &~ 1H- M| —6-FF

FEZIR MRS 43— ORFEE D) -2- (MknE-4-5) -4,5,6, 7-PY & - 1H-5| -6
FEE (9:50 mg, 144 pmol) \DMF (2 mL) \DIPEA (75 pL, 432 pmol) \N-HfZ (216 uL,
OM, T-THE ) FIT3P (130 uL, 50%, TDMEHR) (VR & W3R AR & 4 , ITNEOAC , T
ERLEH LI TROLS SR 5 (10 me, 731
\*‘g\ﬁﬁ*{\%‘\i“;«{ BRI \
SEDCINE 708 (BN TS (20, T
(03431 szjifsl1 1

(6RS) —4-4840-3— CRILZIE) -N-TH 22— (WEHE-4-3E) —4,5,6, 7-PU - 1H-M5|k—6-
LR

ZRSE T (BHE RSB SH

e \5» «“'\ w"‘"w\i
¥ S
L4

TEZE W N IFEA S 458403 CRILE L) -2- (ke -4-3%) -4,5,6, - VY &~ 1 H-Fj| W —6-
FEE (9:;47 mg, 134 pmol) \DMF (2 mL) \DIPEA (70 pL, 401 pmol) \JA-1-f% (33 pL,
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402 pmol) AIT3P (121 pL, 50%, FDMFH) VR &2 ho IR AWk 4s , INADCM, FHIRIE S
BRI TR DAS BIRR AL A (34 mg, 61%) o

[0344]  SZjE 12
(6RS) —~4-%A -3~ CRIL L) —2- (Hkng-4-3%) -4,5,6, 7-PU S~ 1 H- M| Wk -6 - F I fie

FE=R MRS -3 OGRS —2- (ihE-4-5) -4,5,6, T- DY & - 1H-5| k-6
FEg (9;50 mg, 144 pmol) \DMF (2 mL) \DIPEA (75 pL, 432 pmol) \Z (863 pL, 0.5 M
[RI7KIET) AIT3P (130 pL, 50%, T-DMFHh) HTR S 3K RIS Wik 4d , I EtOAc, FHIR IR
ST, I T RS BIAR UL 5 (40 mg, 76%)
HE NS RN DREGGR R AR, s

R CHH, TAT (R TAS (I

P 2 e . ) ») S ORT R DIPRER Y G e L ot '-'3".\':
Sppmr s 08 M) B8 (TN

T

[0345]  sjifail1
(6RS) -N- (-2 FL 2. FL) —4—4 40 -3- CRILAFL) —2- (MEng-4-3E) -4,5,6, - T &~ 1H-H|
We—6-H 9t fiie

fec

oy g

Ea
R

TN

o B
i CPe G e
S \§frf N

FEZW TP A 450 -3- ORIEEIE) —2- (knE-4-58) —4,5,6, 7- DU &- 1H- W5 Wk —6-
FEZ (950 mg, 144 pmol) \DMF (2 mL) \DIPEA (75 pL, 432 umol) \N-F % (216 uL,
2M, T-THE ) MIT3P (65 uL, 50%, TDMPH) (TR G2 ho KR & WA, FIBRIR S UL S,
I UE I TR AR BB A4 (34 mg, 54%)

MR e

B58 {21 883
[0346]  sLjifsl 14

(6RS) —2— (3-FML e -4-HE) 444 -3- CRIEEEI) —4,5,6, 7- VU S - 1H-| k-6 F iz FH

SHz DRIBGRAD) S penr 228 (IHE 280 ROT10 B S8 ML AT By

U704 (ML TAS DI, TeT STMY RLAT (O 180T i

14-1: (IRS) =3-{[ (3L me-4-FL) B I ] &) -5-A M -4- CREMAZE L B AL 3
O\ -3 -1 - F iR B i
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F£120°C fin# (IRS) 5% AX-4— CREBRAC 2R B L) —3- [ (bnE -4-E:F L) 2 ] 30
C-3-JF-1-FHEHEE (8-2;900 mg, 2.95 mmol) Fl1- (3-FMLNE-4-3&) FZ (630 nL,
5.89 mmol) IDMA (9 mL) ¥A¥K 1.5 h KR EWk4iIFmidBiotage (SNAP4#LAE100 g,
MeOH: DCM) 246 AR R A5 @Ak 54 (524 mg, 41%) .

[0347]  (6RS) —2- (3-FMEmE-4-3) -4 -3- CRIEZEHL) -4,5,6, T-VY -1 H-|g-6-F
1% F

7E80°Cin# (IRS) —3— {[ (3-Fnkme—-4-3L) L] () -5 -4~ CRERRARC Z L P Ik
B -3--1-FBFE (14-1:500 mg, 1.21 mmol) it fbE GA%MIKIER, 218
L, 2.42 mmol) iMeOH (25 mL) A #I2h. KR Ak 4s - ilidBiotage (SNAP 4 AL AES0
g, MeOH: DCM) W&Uﬁiﬂﬁ ‘WA% (230 mg, 50%) o
" 5 {H, 399 (1M1, B (3H), 856 ¢ \{* &80

£ UL ST O

»./é
o

[0348] j&ﬁﬁfﬂw
(6RS) —2- (3-FH AR IE —4-3E) —4-S -3 CRILE ) -4,5,6, T- DU A~ 1H-15| -6
12 P Bk
15-1: (IRS) =3— {[ (3-F LML g -4-5) A Ik ] 5 k| -5 28 {-4- ORI E LT Bt
B) I -3-H—1 - R P

#£120°C bui& (IRS) -5~ AR-4~ CRAERRAC AL P BEE) -3-[ (bme-4-F L) 2]
C-3-M-1-FRH A (8-2:900 mg, 2.95 mmol) All- (3-F 4 FEnknE-4-35) e (814
mg, 5.89 mmol) FIDMA (9 mL) ¥EW1.5 h B IRA YIRS ilidBiotage (SNAP % fhFik
100 g, MeOH:DCM) £EAv. AR BIbr it &4 (754 mg, B5T%) o
[0349]  (6RS) —2— (3-FA A B ML g —4-J) —4-%AR-3- OR AR L) -4,5,6, T- VY & - LH-W|Wk -
6—H 1% 1 lis

“

N
R
ﬁ_.\} ,‘“'N“ \i\
R

7E80°C Hn# (IRS) —3— {[ (3-F & Fkml g —4-J%) 3L ] & L) 5548 -4- CRERARE I
B RO -3- M- 1-FEEFES (15-1;720 mg, 1.69 mmol) ik LA (4% KB ,
305 plL, 3.38 mmol) fJMeOH (33 mL) V&S 4¥)2h B IR S Yk 4E 1 ididBiotage (SNAP 4%

112



CN 107922389 A iﬁ, EH :I:S 88/211 1T

WEERO g, MeOH: DCM) é’ﬁﬂcuﬁ‘iﬂﬁ ﬁ%’a‘% (234 mg, 35%) .

‘ 3 3 ‘"1"1_!}‘53;; \Eb
[0350] jgﬁﬁfﬂm

(6RS) -N- (2-F & Ht 2. L) 41— -3 CRRAEHL) —2- (kng-4-F8) -4,5,6 , 7-VIE - 1H-
5] e —6— B P g

) 58

< L
»\ﬁw‘f\\“,.y :
3 B

FEZE L AR A 428 A -3- OREEE L) —2- (tng-4-55) -4,5,6, 7- P& - 1H-H5| bk —6-
2 (9;70 mg, 202 pmol) .DMF (2 mL) .DIPEA (105 uL, 605 pmol) 2-FFEEZ L (B3
ulL, 605 pmol) FIT3P (181 ulL, 50%, T-DMFH1) E@?%A%m ho IR APt ok il il &
HPLC @jz rm/za ﬁMtuﬁilJifT ‘f‘%/\% 4

[0351] %ﬁﬁ%l?
(6RS) -N- (2-#2 4 2. 5) -N-H S -4 A0-3- CRERIL) -2- (Lng-4-45) -4,5,6,7-11
1 H-H5| W6 B i

i £ \vr R

A \N
e ‘\“\y“"\( w’g\ o R
“P

fizﬁﬁﬁfﬁsﬁml A3 OREEZIE) -2- (Eng-4-45) -4,5,6, T-PU & - 1 H-W| k-6~
FEE (9;70 mg, 202 umol) \DMF (2 mL) .DIPEA (105 plL, 605 pmol) .2— (FAIEZ IE) Z;Eac
(49 uL, 605 pmol) FT3P (181 uL, 50%, TDMFH) FIVRE 16 ho IR Gt i 3 i
#HPLC (E)&ﬁ?ﬁ/ﬁ) émuﬁ@m itk &) (53 mg, 61%) .

TN B8

di <8 RPN 3,

PAMNY AT EHL VI TING
[0352]  Sijifs)18

(6RS) ~N-, J:-N-F J -4 -3~ CREEEIE) —2- (ke -4-55) -4,5,6, 7-PY &~ LH-W|
I —6-F 1 fié

R}
i :l

FEZ IR T P B 4503 ORER D) —2- (itmg-4-3%) -4,5,6, 7-PU S - 1H-H| k-6
FEZ (9;70 mg, 202 pmol) \DMF (2 mL) .DIPEA (105 pL, 605 pmol) JN-FRIEZ % (B2 n
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L, 605 pmol) T3P (181 pL, 50%, TDMFH) KIVE-SH16 ho ¥R A4k 38 338 ik i &
HPLC (Tﬁﬁ?‘i?z) ﬁE%W%IJﬁEWc/a\% (56 mg, 67%) .

[0353] jgﬁﬁfﬁjw
(6RS) —6— (M —4-FE FFk) —3- CRILEIL) -2- (kmg-4-3E) -1,5,6, 7- VY & - 4H-Mg| -

PR P P 44403 CRIERIE) -2- (MLmE-4-2E) —4,5,6, 7-PY - 1H-H5|bg-6-
FEE (9570 mg, 202 pmol) \DMF (2 mL) \DIPEA (105 ulL, 605 pmol) \GMk (53 uL, 605
umol) AT3P (181 pL, 50%, TDMFH) HIVRA )16 ho iR AWl @l Hl & HPLC  (Bik
JHE) AL AR B bR “M:A% (65 mg, 73%)

[0354]  SLJf1]20
(6RS) —3— ORFEZ L) —2- (ML e -4-F5) —6- (ML k-1 -FE L) -1,5,6, 7-VI & —4H-H|
W —4 il

TEZE IR TP A 4403 OREEEHD) —2- (ke -4-3%) -4,5,6, - VU S - 1H-F5| k-6
FE (9;70 mg, 202 pmol) \DMF (2 mL) \DIPEA (105 pL, 605 pmol) JAtME4E (50 pL,
605 pmol) MT3P (181 pL, 50%, TDMFH) R A4 16h o 418 & ¥id 3 I i il % HPLC
(Wé??/i) QWW%MT %A% (60 mg, 71/0)

By, OMSG

[0355] %BEWIJZI
(6RS) —6— (RUIRIF T Fe—1-F:Pedk) -3 CRILZEHL) -2- (MEnE-4-3) -1,5,6, T-PY S -4H-
Hij| o —4 i
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TEER TP A4 AR-3- OREESL) —2- (itng-4-24) -4,5,6, 7-VU S - 1H-F| bk -6
HE2 (9:70 mg, 202 pmol) \DMF (2 mL) \DIPEA (105 pL, 605 pmol) A T4 (41 u
L, 605 pmol) FIT3P (181 ulL, 50%, T-DMFH) IV A4 16h TR G471t 98 I8 il #&HPLC
(WP J775) W&Wa@ﬂﬁ BALAY) (44 mg, 54%) .

H NAR (400 MHE, DNS {THL 287 (1M

287 (W e i o

[0356] j&ﬁﬁfﬁJZZ

(6RS) ~N— GATA 2 R L) —4-4 A -3- ORFEEIE) —2- (ke -4-28) -4,5,6, 7-VU =~ 1H-H5|
Wk —6—FF Pt fi

TEZR AR & 4-AA0-3- OREREIE) -2- (Hkng-4-45) -4,5,6, 7-PU &~ 1 H-W| k-6~
HEE (9:70 mg, 202 pmol) \DMF (2 mL) \DIPEA (105 pL, 605 pmol) \I-FFRE:R I (52
pL, 605 pmol) AIT3P (181 uL, 50%, TDMF) (KR &4 16h 518 & Wik nE JF i il &
HPLC (BMEJ792%) éflz/ptu\ﬁ@uifrﬁﬁﬂc/\% (57 mg, 67/o>

GR{RME T48 (TN 788 i.ezﬁ;h R a?:.hi}, S\&‘? M

[0357] %ﬁ@fﬂ%
(6RS) -N- (AP 4 1 ) -N-H St -4 AX-3- CRILRIL) —2- (Emg-4-3E) -4,5,6,7-11
S~ 1 H-H5{ e —6 - FF P it

TEZ R N HRA E 458403 OREREE) -2- (HEng-4-45) -4,5,6, 7-PU &~ [ H-W| k-6~
M (9;70 mg, 202 pmol) \DMF (2 mL) \DIPEA (105 pL, 605 pmol) . 1-¥f P 3E-N-F J&
H (58 pL, 605 pmol) MIT3P (181 uL, 50%, TDMFH) VR4 I16h. KR & 13t ik I
I A HPLC (BT V) 2itb LIS 2 'H‘T %A% (58 mg, 66%)

TH N (SO0 Mz DMBG-OY § pamy
B ES (ML 28R 01 ), 28
CHE TGN DA UL T
[0358]  skiififl24
(6RS) -N-FR -4~ R -3~ CRIEIE) N~ -2 (M —4-3E) ~4,5,6,7-PY -1 -1
-6 R

115



CN 107922389 A iﬁ, EH :I:S 91/211 1T

T N

X

I:'&X.“X ﬁ

: 3\
s N, \fe“""‘\"“"""&i \
3

E%iﬁ?ﬁiﬁé@éﬂ—%ﬁ%— CRIEZ L) -2- (kmE-4-3) -4,5,6, 7- DY &~ 1H-H5| W6~
HEE (9:;70 mg, 202 pmol) \DMF (2 mL) \DIPEA (105 pL, 605 pmol) N—Eﬁﬁ@ﬁ\i—l—ﬂﬁ
(62 pL, 605 pmol) MT3P (181 uL, 50%, TDMFH) KV 4 16h o KR A Pt g I 8t il
%HPLC @m@wz) ﬁMtuﬁilJﬁ UL EY) (63 mg, T4%) .

MBS ore S SRR B I BaY

744 (IH) A8
[0359] szt f5125

(6RS) ~N, N Fl 4~ ft=3— (LA L) —2— (ML —4-32) 4,5, 6, T— 1 S~ | H-13{ -
6-H Bk

.\v' '\,5"

U

EZ R N IFR S 4-FA0-3- CGRILE L) —2- (ke -4-3%) -4,5,6, 7- VY &~ 1H-B5| s —6-

P2 (9;70 mg, 202 pmol) <DMF (2 mL) <DIPEA (105 uL, 605 pmol) N—EﬁﬁEF'ﬂ;‘? (302

ul, M, FTHFH) FITSP (181 pl, 50%, TDMFHR) (VR 240160 5 V8 4 ik 358 1 1 4%
HPLC  (BalE 5 ¥22) 4litb A BIFR AL &9 (B3 mg, 67%) o

;§~E?} SRS {3y .\3‘&\.%1} 3483

(‘S;’"\H% TAS TN T Eh “N iy QHs E1LRG

Th N

mﬁs
[0360]  sLjiif5126

(6RS) ~N-Z, FE-4-F -3 CRILREFL) -2- (Hhmg-4-3E) -4,5,6, 7-PY A~ 1H-M5|WE—-6-FF

et l‘\\bx‘ﬁ w? Gwnn
£ EAS {2ME 8641 O T

T

13

. M
R
M § q§§\“\{-\\\ \:\:
\&.»_,J»N».sgf* Mo T3
Q

o

FEZE IR T PR A 4- A3 OREE D) —2- (kg -4-3%) -4,5,6, 7T-PU S - 1H-F| k-6
FEE (9:;70 mg, 202 pmol) \DMF (2 mL) \DIPEA (105 pL, 605 pmol) . ZH& (302 pL,
oM, T-THEH) T3P (181 pL, 50%, T-DMFHY) VRS 4160 598 &4 vk I3 1 ] & HPLC
(B 14 77922 WJMH%J m%lﬂiﬂ&\% <25 mg, 32%)
ML ZUS30E0 (B 888 2N
LA

F :"t-"\‘ boE tg?f'ﬁ "!

[0361] j&ﬁﬁfﬁ'ﬁ?
(6RS) ~N—U T FE -4 -3- CRILZIE) —2- (ENE-4-5) —4,5,6, 7T-PY A~ 1H-M5| -6
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H B

=L R S 4-EA0-3- ORI -2- (Hthe-4-38) —4,5,6, 7- P - 1H-M5|k—6-
FR (9:50 mg, 144 pmol) \DMF (2 mL) \DIPEA (75 ulL, 432 pmol) \2-F3EFH-2-f% (45
UL 432 pmol) MIT3P (65 ul, 50%, T-DMFH) VRS VI3 K AR S 0Hds , INANBRIR 8 »
/ﬁémﬁﬁ K EHPLC (W T7R) 2EAL LS RIBR UL 54 (5 mg, 8%) .
S8E ¢ i
[0362] %EE@JZS
(6RS) —3— CRILZHE) —6- (RWE-1-F:He ) —2- (EWE-4-I%) -1,5,6, 7-PU S —4H- 15| W -

AU SRR Y BET

TREING

f%’/ij’#fH:@./\zl A3 CRIL R IE) —2- (Mg -4-3E) —4,5,6, 7-P0 - 1H-M5|k—6-
R (9:50 mg, 144 pmol) \DMF (2 mL) \DIPEA (75 pL, 432 pmol) JWRNE (43 uL, 432
mmol) FIT3P (130 pL, 50%, T-DMFH) IR G VI3 K K IR & Yk 4 Il 1 il % HPLC - (i k
T35 WM@@H‘T E‘Wz/\% (16 mg, 25%)

I o s“

[0363]  sEjifi {5129
(6RS) —4—4FA%-3- CRILEIL) -N- (5 -2-35) —2- (kg -4-3L) -4,5,6, 7- VU &~ 1 H-H5| -
6-H B ik

R

-
ER e
b A

\Ef &)
aon \. D {
g

RS T B A 45403 ORI —2- (Hbng-4-55) -4,5,6, - VY&~ 1H-M|I%k -6~
HE2 (9:50 mg, 144 pmol) DMF (2 mL) \DIPEA (75 uL, 432 pmol) . ﬁﬁ—z—ﬂ; (37 L,
432 pmol) AIT3P (65 ul, 50%, F-DMEHR) (VRS MI3K HGIR A Wik 46 8 il il & HPLC - (B
@73/%) Wwﬁ:@m 1Jc

\*‘*w"»

[0364] %EEWIJBO

117



CN 107922389 A iﬁ, EH :I:S 93/211 1T

(6RS) ~6— (BRI H IE) ~6-FF -3~ GRILRIE) —2- (Ene-4-35) -1,5,6, 7- VY S ~4H-H]
I — 4

30-3: (4RS) —4- ({[HUT e (o Hk) Ffdkbe it 4l B ) —4-F -6 S A - N k-
2-[ (bme—4-JE 1 5E) R I - 10— 1 TR R B

¢

7E3°CIAl BRS) —5- ({[RUT 2 (COREL) Ffikbe it ] A28 AL 3-8 -5-F L I -2~
W-1-Hi (5.00 g, 12.7 mmol; ] LAMRHESynthesis, 2014, 46 (3), 381 - 386il#%) Al
FREE A (1.52 mL, 12.7 mmol) fIMeCN (25 mL) VAW INADBU (1.89 mL, 12.7
mmol) , I FIRIHFIR AW2. 5K R E VRN, FECOAcZEEN, I Eh K BE i I LB IR AN
Tl L PE S B IR Ak 4 i@t Biotage  (SNAP —4AALEE100 g, EtOAc: CLkp) 4ifb L8
B G (5.18 g, T7T%) .
[0365]  30-2: (4RS)—4- ({[FU] F (KL ARk hedt ] s ) A L) —4- R -6 fU-N-%
He-2-[ (MEng -4-JFE L) 2R IR T -1 -0 - 1 - B AR e i

FE80 CAn#A (4RS) ~4- ({[HUT F (2K IL) R fe L) A0t} B L) —4-F -6 A0 -N-2%
He-2-[ (kwg-4-F L) 2] -1 - AR B (30-3:3.33 g, 6.29 mmol) Fl4-
(AL ) mEme (894 pL, 8.80 mmol) UDMA (16.7 mL) W2 h W IRA R A6 E i
Biotage (SNAP A {LAiE100 g, EtOAc:Thbr) Alifb ARSI A (1.78 g, 43%) o
[0366]  30-1: (6RS)-3-ZKf&HE-6- ({[HU T (2K 3E) Ffikbr st | 2 H AL) -6-FF -2
(HEmE-4-35) -1,5,6, 7-PU S —4H-15] k-4

S
W

FEZEIR TR ARS) —4- ({TRUT J (o) AR Ge e ] 0 R H L) —4-FF -6 A -N-
oRdE-2- [ (g —4-BE R I S IO -1 -1 - TR BEE  (30-251.41 g, 2.28 mmol) .
SIBX (45%, 1.70 g, 2.73 mmol) f\IMeOH (32 mL) FIDCM (85 mL) V& &#1 h. ¥R S
N AR R 4 » FIDCMAE U F 2 B B 10658 o i B Mk 4 )5, il Biotage  (SNAP %8 AL Tk
100 g, EtOAc:DCM) 2EAL5%EE WILA13 bR AL 54 (662 mg, 50%) .
[0367]  (6RS) -6- (& FH k) —6-FF JE-3- O ARz ) —2- (Mkwe-4-55) -1,5,6, 7- VY& -4H-
W W — 4~
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N

2
TN
X S

1260 CHEFE (6RS) —3-Zk [t —6— ({ RT3 (T84 B akkedt ] S 3L) ) —6-FF Jk-2-
(kmE-4-32) -1,5,6, -V A -4H-W|W-4-FR (30-153.1 g, 5.29 mmol) FITBAF (7.94 mL,
IM, TTHRH) THE (75 mL) JE A 7016 ho MAEtOAc (1 L) BRAYMHEEMM (2.5%K
TKIEWD) ERIK B I LR ER BN T8 o 1 U AR 2275 77 )5 , it Biotage  (SNAP 4 AKHE100
g, MeOH:DCM) £ifb5% & WyLA 153 BIFR &1L 54 (800 mg, 41%) .

tﬁ NE%“} \‘R‘.‘\&k E }Rg&e_a{\} Pﬁ ;-}“ % z}\:}& 33“5\ ;:Qﬁ {\\1 N}< 3.\‘“-3& i.g kwﬁ RN R

IR RIS iy

AN (RM TS OIML TAT (ML 8

(6RS) —2- (2—Z FEME g -4-FL) -4 4X-3- CRIEA L) —4,5,6, T-TI E— 1H-H5|WE—6-FF iR
FF i

31-1: (IRS) -3—{[ Q-F FEMtmg-4-3&) B H] &3k} -5 04— CGERERMACE JEF L)
RO -3-45-1-F g FR S

R
§

N
N
&
AN

FE130°C finFA (IRS) —5-% A -4~ CREBAC 20 B AL) —3- [ (Mibng -4 F L) ] 30
C-3-M-1-FIRHAE (8-2;6.00 g, 19.6 mmol) Mi4- (GHEF L) MEuE-2-% (4.84 g,
39.3 mmol) FJDMA (30 mL) V& 1.5 h KGR SRS IF @ dBiotage (SNAP 4L HE340
g, MeOH:DCM) ZifL LA1S RIbR AL G4 (4,12 g, 51%) o
[0369]  (6RS) —2- (2-Z Mt nE -4-JE) -4-%f0-3- CRILZIE) -4,5,6, 7-PU & - 1H-M5|Wk—6-
F G P

.ﬁ-\‘x“&l

3 S b
w"i\,* yeetil

o, &
gy p
)._§ \.

ey et
3

& ! B,

7E90°CIn# (IRS) —3— { [ (- Fkmbme -4-3%) H 3L ] ) -5 -4- CRIERACE L F
BEIL) R -3 A - 1-F S (31-1:4.11 g, 10.0 mmol) it LA (34%IKI K VAW,
1.81 mL, 20.0 mmol) fiMeOH (103 mL) JB & W2h K5I8 Bk 4a I+ iHidBiotage (SNAP

hp ot

[0370]  SZiitafs3
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(6RS) —6- (B ZFEFF 2E) -3- CRIEE L) —2- (i me-4-45) -1,5,6, 7-VY & -4H-W| Wk —4 -
32-1: [(6RS) -3t -4-AA0-2- (Mt me-4-25) -4,5,6, T-VU S~ 1 H-W5|We—-6-J ] HE J&
FR T PR B

EZEE N (BRS) —6- GRIE R AL -3- CRAEE L) —2- (Mkmg-4-45) -1,5,6, 7-I9 &~
4H-M5|k—4-H  (1;2.00 g, 6.00 mmol) . FF#EEEA (557 pl, 7.20 mmol) HUMLAE (32 mL)
TRAW4h . TIAMeOH, VR Wik 45 H 1l it Biotage (SNAP A ALHE110 g, MeOH:DCM) 4tifk.
PAASBbr L 54 (2.16 g, 88%) .

[0371]  (6RS) 6 (F| &I F 5E) —3- CRIEEZIL) -2- (Mbhe-4-3%) -1,5,6, 7-PY &~ 4H- W[k~
4~

AL EEERES (32-1:1.00 g, 2.43 mmol) 2% ALAN (1.58 g, 24.3 mmol) FYYDMA (40
mL) VRS2 R i IE G IR Sk 4 3 iE ik Biotage  (SNAP 48 4bHE50 g, MeOH:DCM) 46

WS BIbREiL 54 (865 mg, 99%)
SRR (A00 M, DMSC k) § ppo 228.2.40 2M)

[0372]  sLjafsl3
(6RS) —6- [ (- FALZE L) 2] -3- CR3t
I — 4~

FE60°CHEFE [ (BRS) —3- IRl bk -4 A-2- (kmE-4-3%) -4,5,6, 7-PY & - 1H-M5| Pk —6 - ]
L REFRER (32-1;50 mg, 122 pmol) JN-FRZEFZ (243 plL, 2M, TTHFH) [IDMA (1
mL) VS ho KRS YK 4E 8 H & TLC - (MeOH: DOM) 2li4k LA/S BIFR 1L &4 (11 mg,
25%) o

TR NAMR SO MER

(ML S8 GRS S, T i T
[0373]  sLjifats] 34

(6RS) —6- (FRFEH L) —1-F JE-3- CERLAHL) —2- (kme-4-3E) -1,5,6, 7-PU & - 4H-H|
i~ 4~

DES O

MBS ppmrd . e
A8 N ST ML T o
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EZEE N BRS) —6- GRIE R AL -3- CRAEE L) —2- (kmg-4-45) -1,5,6, 7-T9 &~
AH-I5|WE—4-FF (1;50 mg, 150 pmol) \DIAD (47 pL, 240 pmol) . = AL (63 mg, 240
pmol) MeOH (30 pL, 750 pmol) fYTHF (3 mL) V& &42.5K KR S H 4 I8 i i £ TLC
(MeOH: DCM) QWW%IJHHWM\% (18 mg, 32%) .

S LS IR 3820
LAY

G ST (IR 287 G

LS

[0374] %ﬁﬁ’f&ﬂ]%
(6RS) —6- [T 2 (F L) I Rkke it ] A -3- ORERE L) -2- (kme-4-38) -1,5,6,7-
VY &~ 415 e~ 4]
35-4: (BRS) -5 FEI -2 ¥~ 1 il

Aok,
RO

FI2%-1,3,5- =8 (100 g, 792.96 mmol) ANaOH (31.72 g, 792.96 mmol) f{IH20
(1.5 L) S HIIARh-AL (10%, 2 g) o/E30 CAEHz (60 psi) MHFHE AWM TLC
(DCM: MeOH = 15:1) Ry aGY) 5 56 4 1A o T JE 8] A T IR AA TR o S A £33 , FHDCM:
MeOH = 10: 1At 1L B L4 38 € (AR ML) - BEFR b1, 3- = (120
g o

SH NMR

S RHE SOORE 8 primad 1818 im 4 ML 355 (e DML S80S m 2 MY

fm 2 ML

[0375]  35-3: (5RS) -5 { [T &t (-H AL ket ] A At} -3 AL -2 M1 -
’\‘,\ &

{5" \W xi

7E-5 CAER/S T R - R O bi-1,3- 81 (35-4;130 g) FIDME (800 mL) VA&
—kPENANaH (80.8 g, 2.02 mol) ofE-5 CItHIR S0 minSRJG4-5 CIAT
DME (200 mL) " TBSCL (229.39 g, 1.52 mol) «fE15 C RS %4h14 hr.TLCRE
TN IR TE o FHR AV 21220 "CHRAE0 CHIZKE K HEA (1 L) ZHUKAH . Faq. HC1
(IM) AT K AH A pH 5~6 o 3 8 [ 44 LA 753 21 (3 E [l 4 T X0 5 DRCT 2 (R L) H R e dt ]
AT EE-1,3- 20 (40 g) .

TH AR 400 MMy, ODD R

QAN { B HL GO e
[0376]  35-2: (4RS) —4- {[BUT H: (CH ) ARk Le k] S0k} —2- 2 -6 -4 AU-N-JR JL 2R
O 11— 1-FAC P B A

3 &? iy ,? B8 ey
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e e e i v

FE3°Clal (BRS) —5- { BT 2 (L) F i e ] S L) -3-F A -2 M- 1 (35-3;
1.00 g, 4.13 mmol) I AR E R AES (494 pl, 4.13 mmol) BJMeCN (10 mL) &AW NN
DBU (1.40 mL, 9.38 mmol) , JFZEEMFIR AW ho IR EWTAIKA K, FERIRERIL ,
FHECO0ACEE L, R /K ik R LRI BN 108 . 1L U8 I , B IR S ik 46 HH B id Biotage  (SNAP -
AMEEL00 g, EtOAc: kT 2tk DA1S BbR AL 547 (386 mg, 25%) .
[0377]  35-1: (4RS) —4- {[HUT H: (H L) ok brdt] s ) -6 C-N-JR -2 [ (kg -
4-FE L) G IR O -1 -0 -1 -HRAR B Bk

3 G =0
EEH ey

7E90°CN#k (ARS) —4- {[FUT 2 (U F L) F et ] S 2 ) —2- 2 2 -6 - AR -N-R L R
C- 18- - S B (35-2;235 mg, 622 pmol) Fid— (FR LS kg (124 uL, 1.24
mmol) (IEtOH (5 mL) MEtOAc (5 ml) &6 ho RS SE HiEidBiotage (SNAP %4k
25 g, EtOAc: T he) ZEL AR BIAR AL A (113 mg, 39%) o
[0378]  (6RS) —6- [FUT 2 (- H 3) R RkLe At ] S -3 ORI L) -2- (kmg-4-45) -1,5,
6, 7-PU & —4H-15| Wk —4 -

A-FEHIL) FAE RO -1 LB % (35-15106 mg, 226 pmol) idSAALE  (34%MH
IKVEW, 41 pL, 453 umol) FYELOH (5 mL) V& &H2 h ARG AE il idBiotage
(SNAP S fL 25 ¢, MeOH:DCM) ZEALLA1G RIFRREAL 54 (70 mg, T1%) .
SH MR (00 Mi DMS0-1 8 o WY B84 (0 288
AN
[0379]  SLiiifs36
(6RS) —6— (= F: 1 5E) -3- CRIL ) -2- (WmE-4-5) -1,5,6, 7-PY S -4H-M5| b —4- i

TEZE W N HEFE (BRS) —6- (BRI F ) -3- CRILEIL) -2- (kme-4-38) -1,5,6, 7-PI &~
AH-M5|We-4-FF (32;801 mg, 2.24 mmol) . =ZKFEMRE (1.31 g, 4.98 mmol) \Z (4.78 mL,
25%1 7K VAR ITHE (35 mL) V@ 54716 h GRS JFilidBiotage (SNAP & fkiE28
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g, MeOH:DCM) 2i4k A1S BIbR @I 54 (722 mg, 96%) o

TENMR (a0 W‘iz\ DMRD- RS LAY ML AT O

el

98/211 1l

(3R O3 (IME TO0 (M) T84 (IR VAT (M) S.40 UM, TERE (1

[0380]  sLJfs|37

(6RS) —1-2.3-6- (FRIE I IE) -3- CRILEIRL) -2- (MErme-4-F8) -1,5,6, 7-PY & - 4H-H|
-4

TE80CHLF: (6RS) —6- (FRJE H L) -3- CRIEE L) -2- (Mpne-4-3%) -1,5,6, 7-VY & -4H-
5| —-4-fi (1;50 mg, 150 pmol) \DIAD (47 pL, 240 pmol) . =R (63 mg, 240 p

mol) \EtOH (1 mL) fJTHF (3 mL) V& 5¥2.5K RSk s 3@ i #1 4 TLC  (MeOH:DCM)
@%uﬁﬁﬁﬂ%A%@m&IM)

[0381] %ﬁﬁfﬂw
(6RS) ~6-F2dk-3- CRILZ L) —2- (M nE-4-5) -1,5,6, T- VY S -4H-15| k-4

A

f%'/mﬂ’#f%#(fﬁl?s) —6- [T A (L) BREfe st ] A -3 ORBRRE D) —2- (kng-4-
) -1,5,6,7-PU A~ 4H-M|WE-4-H (35:64 mg, 148 pmol) FITBAF (295 ul, IM, FTHFH)
FITHE (10 mL) V& 5904 ho KR AP N B AR R E80 , FHEtOACZE B, HI R /K e ig &1

FRENT- 1 it JE I IR 45 5 , Wit Biotage (SNAP 4 4L%iE10 g, MeOH:DCM) Zifk %% &4 ¥l 15
B b %A% (48 mg, m§100%>

[0382] st 5140
(6RS) —6-Z Mk -3- ORFL R IE) —2- (MEWE-4-3E) -1,5,6, 7-PU A~ 4H-15{ e~ 414
40-1:  (6RS) —3- R -4 A-2- (ML WE-4-E) -4,5,6, 7-PU A~ 1 H-15| -6 F 1%

3\&51‘ S5
Looa
\\1 s\g»\ o };
PR
'\" FN

§ §“ A 3‘5
Do ""“x R
\\{

BHEZ B & (196 pl, 2.25 mmol) IDCM (6 mL) ¥R 2 -78°C . 2212 I ADMSO
(319 pL, 4.50 mmol) ,ZRJG M (6RS) —6- (BRI F J) -3- CRILE L) —2- (kme-4-35) -1,
5,6, 7-V0& -4H-M| Wk -4-fH  (1:300 mg, 900 pmol) FIDCM (6 mL) FIDMSO (1.2 mL) VAR .
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=TS CHFHR A Y1h, IIAEtaN (1.0 mL) FHRHIREWE = A, R &9 DO/
MeOH ZEERFEZEIm B AN T8 1L e Ik 48 J5 , Wi Biotage (SNAP & AL7E25 g, MeOH:DCM)
iR E AR RIS AL A (158 mg, 53%) o

[0383]  (BRS) —6- Z,}:fﬁ;i 3= ORIEEID) —2- (ke -4-25) -1,5,6,7- VY5 ~4H-F5| Wk 4~

R e
3 :

FEOC A 2 (SR 5E) JRALIBE (270 mg, 754 pmol) MITHF (5 mL) VAW INAKO'Bu
(85 mg, 754 pmol) JFAEOCE=IRBFIRG0.5 ho FEOCINA (6RS) -3-IR gk -4 45X~
2- (EmE-4-%5) -4,5,6, 7-PY S - 1H-W5|We—6-F %  (40-1:50 mg, 151 pmol) [YTHF (2 mL)
iﬁ?ﬁﬁﬁ%@ﬁ%z ho I TKFIEt0AC , #5781 P R A e VA TR 6 T R B R B T8 o
I UE AR J I & TLC (MeOH: DCW) WUJ)%%%W@U*TEH 4%/\% o 55%)
B MR CAT MMt DSORGB ope 208 Gy § Ui R
585 {1

[0384]  sEjfati41

1-2.5:-3-[ (6RS) ~4-2AA0-3- CRRIL L) —2- (Mg -4-25) -4,5,6, 7-P0 A - 1H-M5|k—6-
He ] R LR

LTa LT

f%/m?ﬁﬂ: (6RS) —6— (A FLFF 3E) -3 CORFL L) —2- (Mkmg-4-4L) -1,5,6, 7-I] &~
AH-F5|Pk—-4-Ff (36530 mg, 90 pmol) . REFERLBE (14 pL, 181 pmol) MyMERE (1 mL) V&

EWN16 ho B IRE WK s 3 i fil % TLC (MeOH: DCM) 2li4k LA 15 2R @4k 547 (23 mg,
59%) o

[0385] S fsi42

1-FA P 53— [ (6RS) ~4— 48403 CRIEZHE) —2- (MEIE-4-E5) -4,5,6, 7- VU A~ 1H- M|k
6k ] F 2L fi

o
D“’:

TEZ W N HEEE BRS) —6- (R AL L) -3- CRIEEZE L) -2- (ke -4-3) -1,5,6,7-VUE -
4H-F5|Pk—~4-F (36530 mg, 90 pmol) \ BRI AIAALE (15 pL, 181 pmol) FyMEEE (1
mL) VR 516 ho RS 4n 3t & TLC  MeOH: DCM) Zi4k AR BIkR BILSY) (22 mg,
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55%) o

[0386] iﬁﬁfﬁﬂ%
1-[ (6RS) 4~ AX-3- CRILEHL) -2- (ke -4-3L) -4,5,6, 7-PY &~ 1H-F5| -6 -3 ]
He-3-TH-2-FL %

TEZ IR T HiFE (B6RS) —6- (FFHE L) -3- GRFEREFE) —2- (kmg-4-3%) -1,5,6, 7T-TU A -
4H-5|P—~4-F (36530 mg, 90 pmol) 2-FHMRIREALE (18 ulL, 181 pmol) FyMLEE (1
mL) VB 59116 ho R SV 4671 @E i H]4 TLC  (MeOH: DCM) 4tk LIS B b i L 5% (17 mg,
42%) .

[0387]  SEjifs44
1= (kg —2-J F ) —3- [ (6RS) —4-%4X-3- ORFZ ) -2- (kng-4-%5) -4,5,6,7-14
A TH-M5| -6 -k ] FH 2 fi

W

TEZ W N HEEE (BRS) —6- (F I FF L) -3- CRIBEE L) -2- (ke -4-3%) -1,5,6,7-PUE -
4H-M5|k 4~ (36330 mg, 90 pmol) \2- CRFIRM A F L) Bemg (19 pL, 181 pmol) fNtk
mE (1 mL) V& 54016 ho iR Sk mid fil % TLC  (MeOH:DCM) 2lift bL13 B4R EiiL 54
(20 mg, 46/0)

[0388] j&ﬁ@fﬁﬂ%
1= (B3-S~ 4-FAIE) -3- [ (6RS) —4-f-3- CRILEIE) —2- (e -4-3) -4,5,6, 7-11
- TH-Mg| -6 - = ] F L fig
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TEZ N HHE 6RS) —6- (FIAEF L) -3- CREZEIL) -2- (bmE-4-2) -1,5,6, 7-VUEH -
AH-I5|WE—-4-Fd (36530 mg, 90 pmol) . 2—%’?—1—%\—4—%%‘ MRS oK% (22 ul, 181 pmol) HY
meeE (1 mL) VEAM16 h WIREGWIRSG 18§ & TLC (MeOH: DCM) ZiAL LTS RA% AL &
Yy (23 mg, 48%) .

\i‘ﬁ n_,_

[0389] %ﬁﬁfﬂ%
[ (6RS) ~4-284{-3- CRRILZ L) —2- (g —-4-2) —4,5,6, 7-PY A - 1H-M5|R—6 -4 ] A 2L
B P IR B

TEZ N eHE 6RS) —6- (AL L) -3- ORFEZAIL) —2- (bmE-4-28) -1,5,6, 7-VU & -
AH-W5|Wk—4-Ff (36530 mg, 90 pmol) MBS (14 pL, 181 pmol) HYMLHE (1 mL) iR
EM2 h RV AG T IE I Hl %4 TLC  (MeOH: DCM) 2E4LA1S 2 b5 /‘?ﬁ%/\% (20 mg, 54%) .
R AN M, Lwr:m S pom 218058 O i
' ?‘3% {THL TAS

{ HL 208 (THYL R0 (T, 348
H.87 (M) SERCTRE T (I, TLEB (IR D B, 1
[0390] ?&ﬁ@f?ﬂéﬁ

N-[ (6RS) —4-%AAX-3- CRIEZ L) -2- (LWE-4-45) -4,5,6, 7-VY S~ 1H-Wg| k-6 ] &
L3

Bl Bl

TEZE R T HFE BRS) —6- (G 3E) -3- CRILZEIL) —2- (ke -4-3%) -1,5,6,7-PU &~
AH-M|WE -4~ (36330 mg, 90 pmol) « Z@%%ﬁ (13 pl, 181 pmol) fMLmE (1 mL) V& &2
ho BRSP4 T #]44 TLC (Me alith P15 *T%E%A% (8 mg, 23%) .

‘\;*{ \\{QR {éi}i\ .“.:_“ EYRE '} G‘\\? & }‘§‘§} S ‘!'{)} -E H 2 )3,“ AR

[0391] Mﬁfﬁm
N-[ (6RS) 448 A%-3- GEIEEIL) —2- (MmE-4-3E) -4,5,6, 7-PU A - 1 H-W5| Bk —6- 35 ] FH 3
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SRR

TEZIR T HEFE BRS) —6- (FHEF I) -3- CRIAAE ) —2- (kme-4-3) -1,5,6, 7-PUEA -
4H—H§Iﬂ}k—4—@ﬂ (36330 mg, 90 pmol) . FAEMESE (14 pl, 181 pmol) fMLEE (1 mlL) V&S
Y12 h, 4 :DCM) Wwﬁiﬂﬁﬁﬁw/\% (13 mg, 3%)

.'l..
$E

SRR RN _:\‘ R AR SRR B S N RS
AL B4 SOTHL T A T TAV B s ‘}h\;

[0392] %ﬁﬁfﬁ]@
(6RS) —2- (3-FH A SN e -4—FL) —4-8f8-3- OR A L) -4,5,6, 7-VU S - 1H- M|k -6-F

FEZE L N HHE (6RS) —2- B-FAUEMLIE-4-JL) —4-5%f0-3- ORI E ) -4,5,6, 7-JU A -
TH-W{ B -6-F R i (15:291 mg, 743 pmol) EELH (2.97 mL, 4MEJ/KIEWD) THF
(6 mL) AiMeOH (6 mL) KR-G5 8. IR (4 mL, 3M) IR RS YE R DiE
7K/5‘ﬁ/%‘3¢?l%%uﬁiﬂﬁ E‘WCAfF% (215 mg, T7%) .

AR A & ppry AN CTHL NODI0 (SH) JEY OH), D52 OHL AR 1IN

S99 Om AT HHL RO Y RO (I 1008 (1HL N 8T |
[0393] j&ﬁ@fﬂ%

(6RS) —2-[2- (LB AL 2 5) Mbme -4- 2 ] -4 4K-3- OR =) -4,5,6, 7T- VU &~ LH-M]
Wk —6—H i F lis

TEZ W N HEEE 6RS) —2- 2-F kg -4-48) 48 -3- CREEAE L) -4,5,6,7-VUE -
IH-W| Wk -6-F IR FF R (31;177 mg, 470 pmol) \Z & (67 ul, 940 pmol) fUIELEE (5
mL) FITHE (0.5 mL) V&S 401 ho IIAMeOH, IR & Wk 4 3 it Biotage  (SNAP B ALTE50
g, MeOH:DCM) 4L PATS B4R @iL G54 (161 mg, 82%) .

DR {40 e, ‘ o |
{3HE D08 RHL SR UHL T ML 7

{IMG
[0394]  sziil51
(4E/7) =5~ (6RS) ~4-48AX -3~ CEELZ L) -2 (the-4-3E) -4,5,6, 7- VY&~ 1 H-H| k-6~
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H R4 1A 18

FEO°ClAl (B-REETNHL) (2R AL (324 mg, 754 pmol) ITHE (5 mL) VAWM
AKO'Bu (169 mg, 1.51 mmol) FF7E0°CE=ZIRHFLESM0.5 hofE0°CHIAN (6RS) —3-Z %
Fe-4-AR-2- (g -4-35) -4,5,6, 7-DU A - LH-W| W —6-F % (40-1;50 mg, 151 pmol) [f
THF (2 mL) 1%#&3?1’#%&%%2 he JJH)UJOFHEtOAc H/mé.\%ﬁﬁ b K GBI A TR BN T8

[0395]  SLjif]52
(6RS) —2- (3-FRML e -4-FL) ~4-Af8-3- CRRZE L) -4,5,6, 7-VY &~ 1H-M| Wk -6-FF R

E I TR (6RS) —2- B3-S E-4-38) —4-% 4t -3- CERER) -4,5,6, 7-VIE-1H-
Wk —-6-F B FF S (145222 mg, 585 pmol) JESAALE (2.34 mL, AMEYZKIERD) ~THF (5
mL) AMeOH (5 mL) KVE-A 158 MAZEER (3.1 mL, 3M) FHHIR -GV Gd - K UTsE K
/ﬁ*ﬁ/fﬁﬁﬁﬁ%uﬁﬁh“ﬁﬂc/\% (185 mg, 85%) .

YRR BN B M), GRS (S S8 (I 8 ws}m
{THL TLET (U8

[0396] ib‘@%%
(6RS) -6-[ (E/7) —2- (4-RRIHE) LMidk]-3- ORIEEEL) -2- (kg -4-J%) -1,5,6,7-J4
- AH-N5] R~ 4T

TR
o iy

EOCIA (-5 (2RI JAbE (340 mg, 754 pmol) [THF (5 mL) YAWE AN
KO*Bu (85 mg, 754 pmol) H/E0CEZIRIMFIR G40.5 ho/E0°C S (BRS) —3- IR flic B -
4~ AC-2- (kg -4-3E) -4,5,6, 7-PUE - 1 H-M|Bk-6-F % (40-1;50 mg, 151 pmol) {JTHF
2 mL) EHIEHFER A2 he JJn)wk%nEtOAC,4%‘7%4*%ﬁﬁihkif‘ai%#%ﬁ@ﬁévﬁi%oiwﬁ
ks 5, 8 T%J%TLC (MeOH: DCM) WM%%%H

\.v\o
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[0397] S 54
(6RS) —6— (T3 IHk—4—H& FF ) —3— (L M) —2— (e —4-H2) 1,56, T— DY S~ H-13|

7£100 C#Ffﬂa[@RS) -3- IR -4-EH A2 (e -4-28) -4,5,6, T-PY = - 1H-P5| ¢
HEFR AR EEERES (32-1:50 mg, 122 pmol) JAEMk (53 ulL, 608 pmol) FYDMA (1.5 mL) e
W2 h IR AWK YE B H A HPLC (B Ty v%) 2tk LA 3R B 549 (15 mg,
30%) -

LRSI T T

[0398] s 155
(6RS) -6- [F 4k (I —-2-4k) &k ) 1 3 -3- CRAL L) —2- (Eng-4-45) -1,5,6, 7-PY & -
AH-Hg| e —4~

FE100°CHEFE [ (6RS) —3-ZK i Fh -4 A% -2- (kme-4-3E) -4,5,6, 7-VU &~ 1H-Wj| -6~
F] AR BEIRES (32-1550 mg, 122 pmol) N-HFER-2-1% (101 pL, 972 pmol) JDMA
(1.5 mL) VB &74 h o B IREWIRAE I8l Hil & HPLC - (B 75 v2%) 24k LA A3 B AR ik & )
(15 mg, 29%) .
30 MMz, DR

ZTH (ML B0 I 88
[0399]  SEjifs56

(6RS) —6-[ (1E/Z) =3— (- H FRZUJE) TH-1-Mi—1-HE] -3 ORIEZHL) —2- (krE-4-38) -1,
5,6,7—@%—41{—“5%%—4—@@

;‘ "‘“ \\"" \ S
.-f\\\,» »\y*"\'\,,w "“g\: }{‘f

EOCH [2- (R ] (CoRER) IRALPE (688 mg, 1.66 mmol) FTHF (11
mL) Y INAKOBu (186 mg, 1.66 mmol) , }E{E0CEZBHFHIBAM0.5 ho AEOTHIA
(6RS) —3—ZF it dh—4—48 02— (kmg-4-3L) -4,5,6, T-PUA - 1H-W|Wk—6-F B (40-1;110 mg,
332 pmol) [UTHF (5 mL) VBB HFHE A Y2 ho IIAIK, BHR &9 FIEtOAC A B, Fi 2h/K ¥k
B AR AN T 1 B IR Ik 4 5, il id Biotage (SNAP -4 4b7E28 g, MeOH:DCM) 4lifh5%
B LIS BRI A (49 mg, 38%) .

foaad ;\"3 My
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[0400] j&ﬁﬁfﬂm
1-[ (6RS) —4-%M-3- CRFEZ ) —2- (HLHE-4-4) -4,5,6, T- DY - 1H-Mg| R —6-JL | Ff
H-3- (2RS) — (DY KM -2 T 3E) Jix

f%’fmFﬁH’:(ﬁRs) —6- (FHEF L) -3- ORI -2- (kmg-4-24) -1,5,6,7-JU & -
AH-Mg|k~4-Fi (36530 mg, 90 pmol) « (2RS) —2- (RFERIR & F AL VISR (21 L, 181
pmol) FUMERE (1 mL) V& AH16 ho iR G WIM s B it 4 TLC - (MeOH: DCM) 2ii4k DA 15 2 b
A ) (28 mg, 61%)

: @“\3 G FOTHL SAT (ML 888

[0401] %ﬁﬁ’[ﬂ%
N-FF 34— fC-3- CREILE L) -N-TR -2 (EmgE-4-3E) -4,5,6, 7-PU A~ 1H-Bg| k-6 - FF
Mife ik

LL%U%HPLC (FMET7E) 535 6RS) -N-F k428 X-3- ORFEZ L) -N-A 22— (i
WE-4-3%) -4,5,6, 7T-VY &~ 1H-W|We—6-FF BE i (24;20.5 mg, 51 pmol) LAFRIbr AL A4
(8 mg, 39%)

[0402] %B@WJ%
N, N- R4S -3 CRIE L) -2- (Mg -4-35) —4,5,6, 7- P S - TH-M3| -6 - it
i AR

R?
\\\ “‘

} $ St e
&
M

,.X""\
i‘}

I H&HPLC (R VE) 45 (BRS) -N,N- - 4448 -3- CRILE L) —2- (pmE-
4-FL) -4,5,6, -V A - 1H-W|e—-6-F BEf% (255110 mg, 294 pmol) LIS RIFRBAL AW (41
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mg, 37%) o
S e

3 8%

[0403] j“?ﬁﬁfﬁﬂm
N, N- B -4 -3- CREERUE) -2- (Mse—4-55) —4,5,6, 7- DU - LH-W5 k-6
i FEAaAA2

T HI4HPLC (F-HET71) 5B BRS) N, N-— B 44 f-3- CHIEEUE) —2- (il
4-35)-4,5,6, T-PUA- LH-BIWE-6-FBERE (25:110 mg, 204 umol) BAABIGHEI LA (42
mg, 38%) .

M N

3
o000) s

N-FR -4 AR-3- ORAEZUES) -N-TF H-2- (g -4-2) -4,5,6, 7-PU S - 1H-F| k-6
Mo AT

I H]EHPLC (FIETNER) 721 (6RS) -N-H H-4-2840-3- ORI L) -N-P2L-2- (it
WE-4-3k) -4,5,6, -V S~ 1H-M5|—-6-F Bifg  (24;20.5 mg, 51 pmol) LAFFBIbr @itk &4
9 mg, 44%) o

%w,?w B Ns
o) seiiss

(6RS) -3~ G HERIE) -6~ (Fi-2-HEHLHH) ] -2- (M -4-35) -1,5,6,7- P 441
W4~

?’£100 CHEFE[ (6RS) —3- IR -4 A% -2- (Mkng-4-3&) -4,5,6, 7-VY &~ | H-F5| Wk -6~
JE L EEERES  (32-15150 mg, 365 pmol) «TAkE-2-BREE4N (179 mg, 1.82 mmol) [
DMA (5 mL) JBEY5 h BIRESY M Ys 3 d it #1144 TLC  (MeOH: DCM) 4lifk P15 24 AL 54
63 mg, 44%) .
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[0406] %ﬁﬁ’fﬁ]%
(6RS) —6- [ (LA EHE) 2] -3- CRILEIL) —2- (MEhme-4-3%) -1,5,6, 7-PUE ~4H-H|
W —4 il

B WEEA

7E100°CHEHE [ (6RS) —3-ZK - 4-A8-2- (ke -4-FL) -4,5,6, 7-VY &~ 1 H- 5| —6-
LR FEEEGES (32-15150 mg, 365 pmol) « ZFREEAN (153 mg, 1.82 mmol) BIDMA (5
mL) V& 575 ho R Sk 4s JF L ] TLC (MeOH: DCM) 2E4k PA15 R bR @i L 54 (45 mg,
32%) o

[0407]  sZJEf64
4-3~N-[ (6RS) -4 AX-3- CRILE L) -2- (kng-4-3%) -4,5,6, 7-PUS - 1H-Hg[ W&
] R R I i

f B TP 6RS) —6- (R HEF ) -3- ORI &) —2- (MEmg-4-48) -1,5,6, 7-VU & -
AH-M5|W&—4-Ff (36530 mg, 90 pmol) A-F ARMHELE (35 mg, 181 pmol) HYMLME (1 mL)
RBAM6 h BIRA YIRS FF 8IS fi % TLC (MeOH: DCM) ik AR 245 84k 54 (26 mg,
56%) o
[0408]  sLififs165

[ (6RS) ~4-% X -3~ CRIEZE L) -2- (kng-4-5) -4,5,6, 7-VU S - 1H-F| Wk -6-2 ] FE 2L
H FR g 2 FR AUk 2 B

RN SN SR
PR AR A A R Ty

N

SR VML F04 (3H) T4RT AP (SR 185G

Kb, DMISCNok] § ppon 230 {1H), 208288 (2My,

S N O g

TEZ W N HEEE BRS) —6- (R L L) -3- CRIEZE L) -2- (ke -4-3) -1,5,6,7-VUS -
AH-15BE-4-FF (36330 mg, 90 pmol) JEUFFMR2-F 4L 2 JERs (21 pL, 181 pmol) IR IE
(1 mL) VBEW16 hoo B iR &Yk 4 JHiE L 4 TLC  (MeOH:DCM) Zi4k PA15 3 bR itk &4 (24
mg, 57%) o
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[0409]  sLjifafs166
[ (6RS) ~4-%(f{-3- CRIEE(EL) —2- (MbnE-4-35) -4,5,6, 7-JU & L H-W| k-6 ] I BE R
IR LT

PRI T HEFE (6RS) -6- (RFEF L) -3- COREAHL) -2- (kE-4-55) -1,5,6,7T-JU -
AH-W5|WE 4~ (36530 mg, 90 pmol) & ER2-F L HEE (17 pl, 181 pmol) fHHLlE (1
mL) B A W16 ho KR AR SE I B4 TLC - (MeOH: DCM) 44k LU/ BIbR Ak 54 (23 mg,
5T%) o

SN IS (N 288 0N

SR TN M) T TR T

FRICHLE m 5 w
[0410]  sLiifsil67
(6RS) =6-[ (1, 3-FJFMEME-2-BL I e dt) B Ak 13- CRRIL R 2k) —2- (ke -4-45) -1,5,6,

7- VY & ~4H-15] -4

FE100°CHEH: [ (6RS) —3- TR k-4 AX-2— (EWg-4-4) -4,5,6, 7-PY - 1H-M5| k-6~
B FP AP RIERES (32-1;150 mg, 365 pmol) \1,3-ZKJFMEME-2-FREZEN (345 mg, 1.82
mmol) FDMA (5 mL) VR &5 ho W iR & Wik 4 Il i il 6 TLC - (MeOH: DCM) ZEAL LA45 2475 it
& (70 mg, 40%) o

THONRR AN A, DSOS ppn 248

S5 (JH), O SR (R, GOF (THE TR, T8 (M

L (T

(0411 68
(6RS) ~2-[2- (2 H ) L —4~ ] ~A-~ LA R-3- I -4,5,6, T- DU~ 111
V-6
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FEZ IR TR (6RS) —2-[2- (LB A AL e -4-2k ] -4-2840-3- CREEHE) -4,5,6,
T-DS - 1H-15|Mk-6-FF R FF BS (505158 mg, 378 pmol) VAL (1.51 mL, 4MAIZKIE
WO THE (1.5 mL) AMeOH (1.5 mL) F¥EAM162 80 IR (2.0 mL, 3W) JFRIEEY)
s o R UvE RK BT TRRLAS RIbR L 54 (106 mg, 66%) .

AR A I N e
GEREEN ML B

SRR SR AR Ay
BEOTDE (IR TS O

[0412]  SZJE169

N-[ (6RS) ~4-M-3- CREZAH) —2- (kE-4-H) —4,5,6, T-PY S~ 1H-P5|Wk—6-2L ] AT &
M R B

&K Wb
L S
g N

TEZEIE T HFE 6RS) —6- (R 3E) -3- CRILEIL) —2- (ke -4-3%) -1,5,6,7-T1 &~
AH-M5| W4~ (36530 mg, 90 pmol) IR KEHIESA (16 pl, 181 pmol) HyMLME (1 mL)

REW16 ho KRG YRk I @ L H] % TL.C (MeOH:DCM) 2EAL AS B br L 54 (27 mg,
1% »

DR S ppey CARO.TE R, TES HIHL 229 (HL 280 §

g e
ol

T BAY (DM SED UTHGL 704 DML T4 DY YA M &

[0413]  SZEHI70
2-FRJL-N-[ (6RS) ~4—%M-3- CREZEHL) -2- (Mkhg-4-5) -4,5,6, T-PY S - 1 H-15| k-6
B ] R P

Q

TEZE W N HEEE (BRS) —6- (F I FF L) -3- CRIEEE L) —2- (ke -4-3%) -1,5,6,7-VUE -
AH-W5| s -4-FF (36330 mg, 90 pmol) \2-FFAETAMESL (19 pL, 181 pmol) fyHELEE (1 mL)

IREWL6 h B IRESYHSs it ] 4 TLC (MeOH: DCM) 4li4k LA B b5 4k &4 (27mg ,
70%) .

B TR 8 T 6 R T A TR S i oo e S N S RS T S e
ANBT RIS AT E 1887 e

R

[0414] St fs71

2-FR A HE-N-[ (6RS) ~4-4AA0-3- ORFELZIL) —2- (MEWE-4-3E) -4,5,6 , 7- DY~ 1H- M|
63k | I 3 2 It
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TEZIE T HFE (6RS) —6- (G 3P L) -3- CRILE L) —2- (tkng-4-3) -1,5,6,7-PU A~
AH-M5|We-4-FF (3630 mg, 90 pmol) FFEAEAEZELE (17 pL, 181 upmol) MkNE (1 mL)
TRAWYL6 h o IRA IR Y4E 8L H] & TLC (MeOH: DCM) 24k LIS R b5 8L &) (30 mg,
T7%) o

D

s

1ELB2 {8
[0415] St fsi|72

N=[ (6RS) ~4-AAR -3 GBI —2- (HLE—4-3D) ~4,5,6, 7P AL~ 13[4~ R
BRI A

(s

i g
Lo ’}'S'#NM S

TEZEE T HFE 6RS) —6- (L 3E) -3- CRILZEIL) —2- (ke -4-3%) -1,5,6,7-T1 &~
AH-M5| W4~ (36530 mg, 90 pmol) IR T kEskiEal (21 plL, 181 pmol) HyMEWE (1 mL)
REW6 h EIREGPIKYEFEEL H] 4 TLC  (MeOH: DCM) 2lifk DA A3 2 br itk &4 (26 mg,
67%) o

OB HY

ST LI TR (N

N-[ (6RS) ~4—48AX-3- GRILEIL) -2 (HEng-4-F5) -4,5,6, 7-PY 5 -1 H-F5|We—6-JL ] B 3L
TR -2 T P i

TEZ R T HEHE 6RS) —6- (L F L) -3- CREEE L) —2- (ke -4-2%) -1,5,6, -V & -
AH-M|k-4~Ff (36550 mg, 150 pmol) \PA%E-2-Tilh# (68 uL, 602 pmol) HyMENE (1.7
ml) VRS 16 ho RS RYE Bt 14 TLC MeOH: DCM) 24k LA1E B4R B4k 44 (8 mg,
11%) -

4 RN GO MM DRSS ppn 1

IR ESRNLARS D §~i

[0417]  SLjitafs|74

LRSI R0 L 2 e

FOSEAHE T R (T ST O B (O TSR T
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N- (- F 5 2 ) -N-F -4 -5 {0 -3- CRIEE(ED) —2- (ILne-4-3%) -4,5,6, 7-PU A~ 1H-
5| -6 R B el fAs1

R HI#HPLC (IR 408 (BRS) -N- @-FJE 2, 0%) -N-F F-4-%18-3- CR A
) —o- (M mE-4-55) —4,5,6, T-PUS— 1 H-W[Wk—6— T Ef% (17120 mg, 297 pmol) DAZEFIAR
LAY (36 mg, 30%)

HNAIR SO0 Mz, DML

«:w:m 4 sfxwz

[0418]  SZJE 75
N- -2k 2, 5L) -N-F B -4 A0-3- CRIREE L) -2- (it me-4-3%) -4,5,6, 7-V{ &~ 1H-
Mgl -6-F BEfG S i42

M

MWL B EHPLC (FIEITIR) 731 (6RS) -N- (2-F ik £, 3E) -N-F -4 -5 A0-3- CRIEH
) -2- (kmg-4-35) -4,5,6, 7-VUE - 1H-M|WE-6-FF Bl (17:120 mg, 297 pmol) LAZS kxR
AL A (30 mg, 24%) .

3L A AT 88 1

[0419] %E@WJ%

(6RS) —2— (3-SR0 —4—3E) -N N- — F 40 fL-3— (HEILEIL) 4,56, 7P 50— 1 H-)
Uk —6—FA %
i E’@k\c*j'
,,a;?f%"»,}jfw\ﬁ. }:

fEEE MEHEE (6RS) —2- G-FMLIE-4-H) ~4-HA-3- CRILER) -4,5,6,7-VU A -
LH-W|W-6-F B (52570 mg, 192 pmol) \DMF (2 mL) \DIPEA (100 uL, 575 pmol) \N-F
%EF'E;‘? (287 ul, 2M, FTHFH) FIT3P (173 uL, 50%, FDMFH) (KR AH016 ho KR AW

/)%Eaét T%J%HPLC W PETTE) WM«—&IHT AL (53 mg, 7o%>
0 S DRSS AL 4N A% {3{“} S

&

[0420] ﬁ&ﬁﬁ%??
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(6RS) —2- (3-FF A M e -4 J) -N, N- - 4-5fX-3- CRAEEEI) -4,5,6, T-TU = -
1 H-M5{ e —6— FH I i

EE R TS 6RS) —2- G-F A At g -4-55) -4 -3- OREEE) -4,5,6,7-
VY& -1H-M|We—6-FF R (49;70 mg, 185 pmol) \DMF (2 mL) .DIPEA (97 pL, 556 pmol) .
N-FREH i (287 pL, 2M, FTHFH) FIT3P (167 uL, 50%, FTDMFH) VB A#)16 h SRS
L/NRiSI SUHNE %U%HPLC (W@i@ Wwﬁiuiﬁ“ﬁ%/\% (47 mg, 63%) o

[0421] %ﬁﬁfﬁ]m
(6RS) —2— (3-FUMLE -4—E) -N- Q-F25: 2. 3k) -N-F -4 -3- CRILEHR) -4,5,6,
7—@%—1H—ﬂﬁlﬂ%—6—$ﬁf‘ﬁﬂ§

T%’/m?i’#ﬁﬁ’@/\ (6RS) —2— (3-FRML e -4-JE) —4-AA8-3- ORI L) -4,5,6, 7-JU A -
1H-M5|WE—-6-F 8 (52:70 mg, 192 pmol) \DMF (2 mL) .DIPEA (100 pL, 575umol) .2- (FF
HEF) o (46 L, 575pmol) AIT3P (173 pL, 50%, FDMFH) IVESWI16 ho RS
/)ﬁafF Tﬁ%l %HPLC @mﬁ«z) W&Uﬁiﬂﬁ ‘f‘%/\% (41 mg, 48%) .

g §* ?’5 Fet Ehea TR R

[0422] %5@%’79
(6RS) -N- (2-F23 2, L) —2— (3-H A Jk L g —4-3) -N-FF 34448 -3- CRILE ) 4,
5,6, 7-VY %~ 1 H-W| Wk —6- FF i fiie

“\
3}\ w\. ﬁi«ai\wi?

EERE T Has <6Rs> —2- (3-F A S e —4-2) —4-4AR-3- ORI R L) -4,5,6,7-
VIS -1H-M|Ws-6-F 2 (49;70 mg, 185 pmol) \DMF (2 mL) .DIPEA (97 pL, 556 pmol) .
2- (L) 2.8 (45 pL, 556 pmol) MIT3P (167 pL, 50%, TDMFH) RS H16 holg

TRA YL i Bt A HPLC (B 7775 2itb DAAF 2R Ak 54 (54 mg, 67%) o

S\
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1A BEeE 85 OTHL 8.5 (3, i’ “'i \?““

CR FRE T
Hos. T 2
s R B T

[0423] jgﬁﬁfmo
(6RS) =3~ CRIALZ L) —6-[ (H-2-FLMlE L) B L] -2- (kng-4-4%) -1,5,6, 7-PY 5 ~4H-
5| Wi —4 i)

Ay & S N
Sty -“°”“‘\s R
& N3

FEE R M RHEE (6RS) -3- OREL ) -6-[ (H-2-F: Akt H) F ] -2- (hnE-4-3) -
1,5,6,7-PUS—4H-"5|W-4-F (62:130 mg, 332 pmol) .mCPBA (70 mg, 75% FIDMA (10
mL) (198 A 4. Ah e NS —#mCPBA (35 mg, 75%) JF7E4hJa M5 ={mCPBA (35 mg,
75%) AE IR N IFHR A6 h, IIAEtsN (200 pL) , ¥ i8-& Y0k 4s 318 1 i 4 HPLC - (i
M52 W%uﬁiﬂh E‘WJcAfF% (93 mg, 63%) .

Ea

[0424] %ﬁﬁ’fﬂ&
(6RS) —6- [ (£ AL L) 2] -3- CRILE L) —2- (Mpre-4-3%) -1,5,6, 7-PUSE ~4H-H|
W —4 il

TEZE I TS 6RS) -6-[ (L AR b ) F L] -3- CRERE L) —2- (eme-4-55) -1,
5,6, 7-VUS—4H-M| W —4-F (635128 mg, 339 upmol) .mCPBA (72 mg, 75% FIDMA (10 mL)
KV & . AhJE NN EE —f3mCPBA (36 mg, 75%) Jf7E4h/5 AN ={3mCPBA (36 mg,
75%) AL IR SW16 h, IMAEtN (200 uL) , B8 &0 4s 318 i fi 4 HPLC - (B
‘féﬁ?i) Aif LR BRI 5 (82 mg, 56%) o

H MR {400 bz, DMSO-) & pprn 124 (3H) wms@ %}

BAR 26 3L O (ML B AT (M T g :

[0425] S 15182

3-F A JE-N-[ (BRS) ~4—%8 -3 CRILZIE) -2- (MkHe-4-55) -4,5,6 , 7- DY~ 1 H-Wj| Wk
6k ] FH L A L%

TS T BEFE (6RS) —6- (R FE L) -3- CRILEIL) -2- (kme-4-3E) -1,5,6,7-PUE -
4H-W|Wk -4~ (36530 mg, 90 pmol) 3-HEHILAEIE (22 mg, 181 pmol) fMELE (1

138



CN 107922389 A iﬁ, EH :FS 114/211 L

mL) VR E P16 ho I AMeOH, J5 78 & P03k 46 JF 18 ik MAMe OHZS &t 2l 4k DL 1S 2 b5 4L 54 (13
mg, 34%) .
: _ $ ::‘e‘{:\%é\uxsza,.

CIM, D54 MY B TS ITHD RT0 CINL TAT QML TR ML B 3RO ML L5881 :t‘s’i\‘%ﬁ‘
[0426] %ﬁﬁ’fﬁ]%

(6RS) —2-[2- (LBt FEE L) Mhme-4-JE ] -N N- 1 -4 A0-3- OR A L) -4,5,6,7-
DY &~ 1 H-Pg| e —6— FF B iz

§ 1-@3\

j , \'S“ \\“\;\ \g
“w f N

5
N

H

f%'/mﬂ’#%l:@/\ (6RS) —2-[2- (L. W S & L) Mpme -4-2E] -4-F -3~ CRIEEZE L) 4,
5,6,7-PUE-1H-Mk-6-FEE (68;50 mg, 123 pmol) \DMF (2 mL) .DIPEA (65 pL, 371 p
mol) JN-FFFH % (185 pL, 2M, FTHFH) FIT3P (111 pL, 50%, FDMFH) FIVE 54716 h.
FHRA WIS pEFE *%IJ%HPLC (Eﬂzr@i@ Wwﬁiuifﬁﬁﬂc/\% (28 mg, 52%)

W ?«i:s‘sﬂﬁ? R0 §

[0427] %@1&]84
(6RS) —2-[2- (L. B FEE L) Mhng-4-FE ] -N- 2-Fa 3t 2. 3) -N-F R -4 /8-3- CREL A
) -4,5,6, 7-VU &~ 1 H-Mg| W6 F [t fig

FEER TP 6RS) —2-[2- (GBI 2 HL) MEmE -4- ] -4-%4K-3- ORIEZEH) -4,
5,6,7-I & -1H-M|Ws—6-FF % (68;50 mg, 123 pmol) \DMF (2 mL) \DIPEA (65 uL, 371 u
mol) \2- (R AL L) 2B (30 pL, 371 pmol) MIT3P (111 uL, 50%, T-DMFH) IR &416
ho KR A it eI 18 i & HPLC mr@ﬂz) ewu«—&m k44 (33 mg, 55%) .

i *H‘ T a\".\.. CEMEL 81

[0428] Lt fsI85
A-SAR-3- CRAEE D) —2- (HEmE-4-4) —4,5,6, T-DU A - 1H-WIWR-6-F IR F B Skl

By

N o \;'?

o Dy 8

TOoNR$
S’"& gy

,,ﬁﬁf(} 5 \Q‘;““’E"

TERLHIAHPLC (FHES ) 4B (6RS) ~A-A{R-3- CRAEELIE) ~2- (HEE-4-35) ~4,5,6,
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- IEI_L 1H- “3] —6- EFIEAZEFIEEI (8;213 mg, 589 umol)uﬁiﬂﬁﬁﬁﬂc/\% (80 mg, 38%) .

IHL AR m w87

2Ry

[0429] %ﬁﬁ’fﬂ%
4~ A3~ CRILE L) —2- (kne-4-48) -4,5,6, T-VUE - 1H-M|We-6-F IR s FM)142

T HIAHPLC (FHET77E) 70 (6RS) —4-48A8-3- CRIEEE L) —2- (Mkne-4-75) -4,5,6,
7-VY&E-1H- ﬂﬁlﬂm 6- EF'E&EF'EH (85213 mg, 589 umol) LAFS 245 1L 54 (85 mg, 38%) o

M N &

a8
[0430]  SLjfEfs87

(6RS) —2- 2~ FEME e -4-E) ~6- (FRHEF 5L) -3- CRILARL) -1,5,6, 7-PUE ~4H-W5| Wk~

E?&“S{*E Sl S ooy LSR8 (BN USRI N AT N 38 {'\{
TOL{RHY TT AR I BAR (ML 12,00 DiHy

87-2: (4RS) -2 {[ (2-ZFEMbng -4-3L) B 3L &2k —4- ((LRUT 2 (R Fak et ]
ASE L) -6 A ARN-IR I 1A -1 - A B L

FE120°CHN#A (4RS) —4- ({[FUT 5 (IR0, kR e ik ] Sk ) FR k) —2—- -6 -0 -N-
RERC-1-M-1-FRA P B (1-3:33.9 g, 65.7 mmol) 5FD4— (8 F F ) e -2 ik
(16.2 g, 131 mmol) UDMA (250 mL) VW2 h KR SYR4E I i@t Biotage (SNAP 44k
fE750 g, EtOH:DCM) 4fifk DA1S BIFF AL A1) (24.8 g, 60%) .

[0431]  87-1: (6RS) —2- Q-ZHEMEIE -4-2L) —3- TRk -6- ({[FUT 2L (2R I REke 2t ]
L) BIE) -1,5,6, 7-DY & -4H-15| Wk — 4
i‘i" ?;z“**%

ey
e N ik
‘e} 3 \ f
& ¥
i ;

FES0 CAnFA (4RS) —2- {[ (- Z FEmb e -4-58) B L] 2R —4- ({DRUT & (2R3 i REbe
FEVEAEE) L) -6 A M-NREEI O - 1- - - B (87-2;16.3 g, 26.3 mmol) it
’fwc% (30%AI /KW, 10.7 mL, 105 mmol) fJMeOH (500 mL) [YR A ¥16h . KR AWk
45FFiEiIBiotage (SNAP 4 ALEEST5 g, MeOH:DCM) 4lifb DA1S bR 4L 54 (8.95 g,
58%)
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[0432]  (6RS) —2- -ZAFEALNE-4-H) —6- Gt L) -3- GREEEHE) -1,5,6, T- /Y A -4H-
N Pope—4— i

7E50°CHEEE (6RS) —2- Q- IEME g -4-3%) -3-ZR ik —6- ({[RUT 3k (2K 3) H ket ]
AL ) -1,5,6, 7-TUA -4H-M|WE-4-F] (87-1:3.0 g, 5.11 mmol) FITBAF (6.1 mL,
IM, FTHRH) (I THE (80 mL) V& A2 ho IIAEtOAc (1 L) KR AWM HEEILE (2.5%K
IKVEWD) ~ EhKBe ik A RN 115 1L e AR 25V 7 o, ilid Biotage  (SNAP & ALAE110
g, MeOH:DCM) ﬁEﬂc%‘%%W%UﬁEWa/\% (1.17 g, 62% .

R PR ' 3 SNES ‘3»3 (SRS AR L RN ‘i‘ﬁ?

[0433] %ﬁﬁ’fﬁ]%
4-3~N-[ (6RS) ~4-FAX-3- CRILE L) -2- (Hkng-4-3%) -4,5,6, 7-PUS - 1H-Hg[ Wk
H ] F RO

14— ﬁz;:ﬁwg (34 mg, 241 pmol) FMHATU (92 mg, 241 umol) [KJDMA (1 mL) VAVE N
A A (6RS) —6- (FFEH HL) -3- CRILZE L) -2 (Mkme-4-3%) -1,5,6, 7- VU &~ 4H- 5| 4~ i
(36;40 mg, 120 pmol) MIDIPEA (42 uL, 241 pmol) KIDMA (1 mL) V&S MIHAES0 CHEHE
Ni16 ho H/E'é %d@ﬁﬁ *%U%HPLC L REWIRES, WM{%MTEWC/\% (33 mg, 58%) .

188 w
[0434] it

[ (29) ~1-4A%-1- ([ (6RS) 4~ -3~ AL —2- (HEwz—4-3E) ~4,5,6,7- P11 H-
W06~ ] TR AE) -2 ] LR A T

BHE HINY

s
s i
X R 5 Thwd: {:?
. \\; Y (s, :’N;‘A*{%**,) g
N - o A,
. i SN 3

L B R 0

PEN- GRUT S AR AL -L-TA &R (129 mg, 680 pmol) FIHATU (258 mg, 680 pmol) [f]
DMA (3 mL) WA Z (BRS) —6- (ZFE FF L) -3~ CRIE &) —2- (kme-4-5) -1,5,6,7-14
S -4H-W|W-4-FR (365113 mg, 340 pmol) FIDIPEA (118 pL, 680 umol) fUDMA (3 mL) V&
EMHAZE TR RPIL6 ho R ARt Biotage (SNAP %4728 g, MeOH:
DCW) 2L LA BIAR AL 54 (56 mg, 33%)
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280 I

S TR0 L LIS SRR TE-2 A0 (BN S (I,

SOETHL SR DIHL 708 SHY TAR UM T ¢

[0435] j&ﬁﬁfﬂ%
(25) —2— ([ (6RS) ~4—% 43— CRIERFE) —2- (kg -4-FE) -4,5,6, 7T- P A~ 1 H-I5 k-6 -
L ] FR R R ) W - L - R I

B 1- (ﬂTﬂﬁ;@ﬁﬁE) L% (97 mg, 451 pmol) FIHATU (172 mg, 451 pmol) [
DMA (2 mL) ¥&WMAZ (6RS) —6- (FHLH &) -3- ORI L) -2- (Mkne-4-45) -1,5,6,7-1Y
S -AH-M|WE-4-FR (36575 mg, 226 pmol) FMDIPEA (79 uL, 451 pmol) (IDMA (2 mL) JB4&
MIHAEZE TR L6 ho RS E @ idBiotage (SNAP 4 fLAE28 g, MeOH:
DCM) ZEAL LA BIAR AL A4 (85 mg, T1%) .

[0436] %ﬁ@{ﬁjm
(2S) —2-F2 F-N-[ (6RS) -4~ AX-3- CRALE L) —2- (MEhe-4-3%) -4,5,6, 7- VU &~ 1H-M|
Wh—6-2L ] B L TR B i

W (28) —2- LR (22 mg, 241 pmol) FIHATU (92 mg, 241 pmol) f(JDMA (1 mL) &
WM Z (6RS) ~6- (G AE) -3 CRIEEZIE) -2- (ke -4-3E) -1,5,6, 7-TY A ~4H-Wj| P-4~
fifl (36;40 mg, 120 pmol) MDIPEA (42 pL, 241 pmol) DMA (1 mL) V&&HIFAE50°CH
PERN 16 ho W5 1R A Y 4 35 it i 4 HPLC - (B 7 %) 4k LLAS BIbR AL &4 (29 mg,
56%) o

T MR AR

YR 3RS .

AGER L RS R G R
[0437]  SEjafs)92

N-[ (6RS) —4-%AAX-3- CREEZHL) —2- (MkmE-4-J%) -4,5,6, 7-PU & - 1H-I5| Wk —6- 5= ] HR
Ha-1, 3R -2 F i
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B, 3-MEME-2-F S (31 mg, 241 pmol) FIHATU (92 mg, 241 pmol) HJDMA (1 mL) ¥4
TIMAZ (BRS) —6— (Z A L) -3- CRAEE L) —2- (kig-4-48) 1,5, 6, 7-PU S -4H-Mg[ -4
Bl (36:40 mg, 120 pmol) FIDIPEA (42 pL, 241 pmol) IDMA (1 mL) V& &HIEAES0°CHE
FERRI16 ho B IRA VIR It fil & HPLC (Bl P77 7%) 24k AR B4R 8L 54 (22 mg,
39%) .

S NMR

{AHL 8

LUV (TH

[0438] S {5193
1-FF3E-N-[ (6RS) ~4—%A 4t -3- CERE L) —2- (WnE-4-3L) -4,5,6, 7-PUS -~ 1 H-M8| Wt
F ] FR 3R - | H-n g —2— FR 5 i

fw*‘

i}‘*‘% ¥
I

K
'§,‘\:}‘

&3y [
Nty
Pl .

W 1-FR - H-IE g —2-F % (30 mg, 241 pmol) FIHATU (92 mg, 241 pmol) AYDMA (1
mL) VM E (6RS) —6- (Z A F L) —3- CREEE L) —2- (g -4-3%) -1,5,6, 7- P4 -4H-
05| E—4-F (36540 mg, 120 pmol) AIDIPEA (42 pL, 241 pmol) UDMA (1 mL) JEAHIF
TEEE FHFER L6 ho KBSV E L Hil & HPLC (Bt 7575 Sk A4S B bR Ak &
Y| (6 mg, 11%)

2E N me 28 {1

[0439]  SEjiafs)94

N-4-[ (6RS) —6- (FR I H ) -4 f0-3- CRILEIL) —4,5,6, 7-PY - 1H- M| W —2-FE T ik
g 2~ 7, B i

94-1: N-{4-[(6RS) —3-Ifig -6 ({[BUT H: (R Hfkhe bt ) S k) A0 -4
4,5,6, 7-PU5E -1 H-Mg| k-2 JL Tt mg -2 ) 2. Bk

X‘c \\
i o $
sz ‘*ﬁ&?‘ *"’?\“" &
¢ A\I: N R
¥ ""‘“{ ?\

!‘»1..
5

TEZ IR T IR (6RS) —2- (- FEME e ~4-3) -3 et —6- ({[RUT FE (L 3E) B R be
F ) B -1,5,6, T-VUE - 4H-M|W:-4-FF  (87-1;2.34 g, 3.99 mmol) . Z.Bt5 (425
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pL, 5.98 mmol) fJTHE (100 mL) FTAERE (2.78 mL) J&EHWI1 h. INAMeOH, IR &0 46 IF
HHidBiotage (SNAP A ALHES0 g, MeOH:DCM) 24k LAAR BIFRAL 547 (2.46 g, 98%) o
[0440]  N-4-[ (6RS) —6- (B 1 &) —4-%(AX-3- CR A2 £E) -4,5,6 , 7- VU & - 1H-Wj|hk-2-
FI e -2-3E 2, B

7RI T HFEN-{4-[ (6RS) -3~ E 36— ({ [T It (L) Rkl st A3t L) -
4~ -4,5,6, T-PUE - 1H-W5|We-2- B2 Tk g -2- B} Z0 Bkl (94-1:2.45 g, 3.90 mmol) FlI
TBAF (4.68 mL, IM,TTHFH) FITHF (65 mL) V& &4#)16 h. JNAEtOAc, ¥R &9 FIA AL
(2. 5% AKIETR)  EhoK BRI TR A IR AN T ik SRR 22 A ) 5, i1 MAMeOH/DCMES i
MBI Biotage (SNAP %8 4bHE25 g, MeOH:DCM) 24k 4k B8 ¥ A4S Bl bn @itk &4 (1. 17
g, 7% .

PR A E

[0441]  SZjEf1195
N-[ (6RS) ~4-%f-3- CRIEZAH) -2- (MENE-4-2) -4,5,6, T-PY S~ 1H-F5|W—-6-2L | A A&

FEE TR M HE (6RS) —6- (G A -3- CORAE L) —2- (Mkng-4-45) -1,5,6,7-I4 & -
AH-P5|We -4~ (36330 mg, 90 pmol) . PUS-2H-MEIE-4-HkFIES (27 mg, 181 pmol) FINE
mE (1 mL) V54016 ho RSPk mid fil % TLC  (MeOH:DCM) 2lift bL13 B4R EiiL 54
(19 mg, 45%) .

<§ .\\ S00 S

[0442]  sitaf]96
N-[ (6RS) ~4—48AX-3- GRILEIL) -2 (HLng-4-45) -4,5,6, 7-PY 5 - 1 H-5|We—6-JL ] B 3L
I Mg — 2 FF P iz

T e e
S kz‘.H}\ i

FEZ R N AR BRS) -6- (R EEH 5L -3 CRELE L) -2- (MEmE-4-2%) -1,5,6, T-DU = -
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AH-MIE—4-FF (36530 mg, 90 pmol) <2-RRIEE L& (18 uL, 181 pmol) HMLEE (1 mL)
REWN6 h IR AWK 4 I E ek fi & TLC MeOH: DCM) 24k DL 13 2 b1 @4k 54 (16 mg,
40%) o

[0443]  sEJff5|97
(6RS) -N- 2-Fa R -2-F L L) -N-FF -4 -3- CREEE D) -2- (kne-4-3%) -4,5,
6, 7-PY &~ 1 H-H5| W —6—-F [ g

T BRI -5- CRIESE) ~2- (IE0E-A-3) 4,56, 7- D% - LH-T—6-
FE (0:60 mg, 173 umol) \DMF (1.5 nl)\DIPEA (89 uL, 518 umol),2-F12-1- (Fi 2
BH) Pi-2-FE (61 uL, 518 pmol) AT3P (156 L, 50%, FDMFHF) KR AL ho AR &
PRI BPLC GRS AL SRR (19 ng, 660

: »f;;,,;;vg{}e* Spor LM LT RMY 8 ;
CENLANL B8RRI
LT RHY TLER LSS (1)

[0444] iﬁ%ﬂ%
(6RS) -N-[ (2S) —2-F2 I HE | -4 A0 -3- CRILE L) —2- (Mkme-4-3%) -4,5,6,7-VI &~
1H-H5|We—6-FF Bk g

TEZ IR N HRA E 458403 OREREE) -2- (Hbng-4-45) -4,5,6, 7-PU &~ LH-W| k-6~
S (9;60 mg, 173 pmol) \DMF (0.95 mL) .DIPEA (89 uL, 518 pmol) . (25) —1-Z FEH -
2-F% (41 pL, 518 pmol) FT3P (156 pL, 50%, T-DMEH) RS ho RSt s ItiE
I i &HPLC - (B 5 1) é%u?%ﬂﬁ %A% (42 mg, 57%)

1 WA D0 M, DRSS pore d ;

AET ML 858 28y
[0445] S f5199

(6RS) -N- (1-Fdk—2-F BL P -2 0) —4-% X -3 ORILZIL) -2- (Hkne-4-55) -4,5,6,7-
VU -1 H-M5] W —6— FF S i

\‘5&4\ B N
$2 IIHL VLIS

(\(3 "H,T\.\H
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FEZE T AR A 428 A -3- CREEE L) —2- (tng-4-55) -4,5,6, 7-P & - 1H-H5| bk —6-
g (9:60 mg, 173 pmol) \DMF (2 mL) \DIPEA (89 uL, 518 pmol) \2-5 k-2 FF JLTh -
1—@? (49 pL, 518 pmol) MIT3P (156 uL, 50%, TDMFH) (VRS ho BB &9 jg ifiE
i &HPLC (BT 2L LA1F BIFR AL S5 (26 mg, 36%) .
S NBAR {950 MR -mﬁ RO-ah ) S apet ‘3&,{‘\%'3‘ LTI D TN
MRS () R
[0446] %ﬁﬁfﬁJIOO
(6RS) -N- (2, 2- ~HI BRI BE) 4% AX-3- CR A2 5S) —2- (MkhE-4-2%) -4,5,6, 7- DY & -
LH-H5| -6 P S fie

5030 38

i
TR M\s

E%iﬁ?ﬁﬂﬁ@éﬂ—‘iﬁ%— CRILEIE) -2- (Hkme-4-3%) -4,5,6, 7-PU &~ 1 H-F| W& -6
FE (9;60 mg, 173 pmol) \DMF (2 mL) \DIPEA (89 pL, 518 pmol) .2, 2—:Eﬁﬁﬂi—l—ﬂﬁ
(61 pL, 518 pmol) FIT3P (156 pL, 50%, T-DMEH) FIVR-EMI1 ho KRG 4t e 1w it il
%-HPLC afmm/z) ﬁE%Uﬁ?U%%ﬂ%’a‘% (48 mg, 60%) o

[0447] %ﬁ@fﬂlOl
(6RS) -N- (2-FF FL A AL) 44X -3- CRALE L) —2- (Ehe-4-3%) -4,5,6, 7- VU &~ 1H-F|
Wie—6—HF 9t fiie

FEZE IR T PR A 403 OREE L) —2- (ke -4-2%) -4,5,6, - VU S - 1H-| k-6
i (9:60 mg, 173 pmol) \DMF (2 mL) .DIPEA (89 uL, 518 pmol) 2-FFEH-1-f& (1
plL, 518 pmol) FIT3P (156 uL, 50%, FDMFH) VRS W1 ho ¥R -S43k ik 5 i il 4%
HPLC (Bt 77 72%) ik A4S 31 b %A% (48 ng, 69%)
1 S8 THL 2AE (MY SEA.08 Wy
2, 700 (R, RS B, 1108 L

IR (00 MY, DSOS wzfv C

R

[0448]  siZjiff51102
(6RS) ~N-F FE-N- (2-F FE P L) — 4 -3- CRIEE L) -2 (ke -4-3E) -4,5,6,7-14
& 1 H-M5| W6 FP g
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EZE T AR A 428 -3- CRAEE L) —2- (tng-4-55) -4,5,6, 7-V & - 1H-H5| bk —6-
FFEZ (9;60 mg, 173 pmol) .DMF (2 mL) \DIPEA (89 pL, 518 pmol) \N, 2—:?‘%?@—1—@
(62 pL, 518 pmol) FIT3P (156 pL, 50%, TDMEH) IR A1 ho KR A Ppit 98 I w i i
#HPLC (Wﬁﬁﬁ) ﬁE%U\T%@'J*TEﬁ%/\% (32 mg, 44%) .

[0449] %ﬁﬁfﬂmfﬁ
(6RS) -N-[2- (- F g IL) 25 ] -4-840-3- R IL) -2- (HEng-4-25) -4,5,6,7-11
1 H-H5| We—6- R B i

FEE R AR A 428 A -3- OREEZAL) —2- (tng-4-55) -4,5,6, 7- Y& - 1H-H5| bk —6-

FEE (9:;60 mg, 173 umol) \DMF (2 mL) \DIPEA (89 pL, 518 pmol) \N,N- —HIE/Z,-1,2-

gﬂﬁ (57 uL, 518 pmol) MIT3P (156 uL, 50%, TDMFH) KRG h IR GV st
I il A HPLC - (B PR J792%) é’@ﬂcU\ﬁi'ﬁTEﬁ%/\% (27 mg, 36%) .

‘%%*\ni\‘%\ o %“1«_{} :ﬁvdww{ﬁg 18 ShL 228

ML ~is%~t
PO Y A OHL TS B Y b8 ’

N

858 0H) RAS

ER

[0450]  sLjfs104
(6RS) -N-[2- (LG HL) 2, 3] -N-FR -4 03— CREIE L) —2- (kg -4-55) -4,
5,6, 7-VY %~ 1 H-W|Wk—6- FF ffiie

FEZE IR T P A 403 OREE L) —2- (ke -4-3%) -4,5,6, - VU S - 1H-F| k-6

FEE (9:60 mg, 173 pmol) \DMF (2 mL) \DIPEA (89 uL, 518 pmol) \N,N,N'-=H 37 -

1,2-—J (67 pL, 518 pmol) T3P (156 pL, 50%, T-DMFH) [KIIR-SI1 h i iR-& it ik
L HIAHPLC (Bl PE 7 iE) 2iAk LS B bRt %A% (33 mg, 42%) .

T ONRR SO i'&if‘ BRSOV Y pem 8% ML PR ‘? i;ﬁ&ﬁ SE O

' 8 ww T4 MY T

[0451] j&ﬁﬁfﬁﬂlOS
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(6RS) -N-HIJE-N-[2- (FERIL) 2] -4-5A0-3- CRILRIL) —2- (e -4-3) 4,5,
6, 7— VY S~ 1 H-H5| -6 - F P ik

HEZRE N HEE S 4803 CRIEE L) -2- (tkng-4-3%) -4,5,6, 7- VY &~ 1H-15| Wk —6-
PR (9;60 mg, 173 pmol) <DMF (2 mL) \DIPEA (89 uL, 518 pmol) \N,N' - —HH 7,1,
—:E§ (56 ul, 518 umol) 5FIJT3P (156 pL 50%,$DMFEP> KRS h BRIt IEFF
5

H m
[0452]  sEJiE {1106

(6RS) -N- (2, 2- R £ 38) —4-5A0-3- CRIEE D) —2- (khe—4-3%) -4,5,6 , 7-PU S -1H-
0| P —6— P It fr

TR R N R S 48403 OREREE) -2- (Hkng-4-45) -4,5,6, 7-PU &~ L H-W| k-6~
HE (9;60 mg, 173 pmol) \DMF (2 mL) \DIPEA (89 pL, 518 umol) .2,2- & (37
pl, 518 pmol) FAT3P (156 uL, 50%, TDMFH) BFIVEAWIL ho iR & Wil yE I s i i &
HPLC (E)ﬂé?ﬁ/%) QMGW%MTWJCA% (36 mg, 46@

[0453] %ﬁ@fﬁum?
(6RS) -N-FF JE-4-4H A8 -3- R RLE L) —2- (kng-4-35) -N- (2,2, 2- =& ) -4,5,6,
7V &~ 1 H-M5| W —6-FP [t it

FEZE IR T P A 4503 OREE L) —2- (itmg-4-3%) -4,5,6, 7-PU S - 1H-| k-6
FEE (9;60 mg, 173 pmol) \DMF (2 mL) .DIPEA (89 pL, 518 pmol) .2,2,2- =4 -N-H %
2% (59 mg, 518 pmol) FIT3P (156 pL, 50%, FDMEHY) MRS W1 ho iR Sk iE it i@
I HPLC (B T718) 2L LA1F BIFR AL 54 (21 mg, 26%) .
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H NER «*i\\ Nt DMEO-G & ppm 22002 00 (HHY, 247056 (111 2. 90007 (ML 2884330
IHL 200000 (OH), S50 (UM S8 (UHY, P08 M) VA8 (IR, TR GSH) 848 BN

R
AP

[0454] %ﬁﬁfﬁJlOS
(6RS) —4- -3 GRIEEEHL) —2- (HLIE-4-35) -N- (3,3, 3-=FAH) -4,5,6, T-IUE -
1 H-M5{ e —6— FH P i

i
’43
.

FEZE L AR A 428 A -3- OREEE L) —2- (tng-4-55) -4,5,6, 7- VY& - 1H-H5| bk —6-
M (9:60 mg, 173 pmol) \DMF (2 mL) .DIPEA (89 pL, 518 pmol) .3,3 S—Eﬁﬁ—l—ﬂﬁ
(51 pL, 518 pmol) FIT3P (156 pL, 50%, TDMEH) IR A1 ho KR & Ppit 98 FF w i i
#HPLC (Mfiﬁli) ﬁMtW%IJﬁ%E%/\% (38 mg, 47% o

KR 00 M

{3 4
[0455]  SEJif51109

(6RS) -N- (2, 2- 5 L AE) -N-F H—-4- 4 40-3- ORBE L) —2- (Mhng-4-45) -4,5,6,7-
VY - LH-H5 W -6 FF i fi

VN SRR N S TN R Y
3 EANE S Rt
U R\ SO S R BN
&
¥

e iy COHL VERE O

S “\55

bR Nu-% 3

i: ¥ ~.\-,-’k

oo oo
Loy 0§ T
6\,\_‘\.,\‘@\@%\,«\‘;\& Rl

FEE R IR A 42 AR -3 OREE L) —2- (kg -4-45) -4,5,6, 7- Y& - 1H-H5| k-6
FEE (9;60 mg, 173 umol) .\DMF (2 mL) .\DIPEA (89 uL, 518 pmol) .2, Z—Zﬁ—N—EﬁﬁZ
fie (61 pl, 518 pmol) AIT3P (156 pL, 50%, T-DMFHY) VRS ho iR Wit vk i
il &HPLC (B PEJTIE) AL AR BIFR AL 54 (31 mg, 42%)
MR (400 Mbz, DMSO G & pam mmgmﬁm za«maﬁ
SHUAAMAAN GHL R (INL sy ‘ i

[0456] MWJI 10
(6RS) ~N—U T 2-N-FF -4 -4 {R-3- CRILRI) -2- (Mkhe-4-25) -4,5,6, 7T-PI - 1H-
W Ve —6— P I i
@

§\ \A\“‘«\ R

"\z\(_,.. p»»
N %} RS

5 g Y \ o
"\x.p V h‘(}"\ «" \ &
S M

3

3
R

PRSI TP 43— CRILZEIL) —2- (MEnE-4-55) —4,5,6, 7-PU - TH-W5 -6~
FEE (9560 mg, 173 pmol) \DMF (2 mL) \DIPEA (89 pL, 518 pmol) \N,2- I B -2-fi%
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62 ul, 518 pumol) FIT3P (156 ul, 50%, TDMFH) BRSSP K G 1R A Hy ik JE 38 1ot i)
#%HPLC (Tﬁﬁﬁ%) aifb LIS 3R 8L &) (16 mg, 20%) .

MR
88 GEL ARR Y
[0457] %ﬁﬁfﬁ]lll
(6RS) -N-[ (1-F IR TR BE) 1 AR ] -4 AK-3- O A2 5S) —2- (tng-4-2%) -4,5,6,7-14
S -1H-W5| Wk —6-H B fik

a‘;m,:mm\wg o 3% (I géh\w,ﬁ AR CIMY R ORNOS (ML 2% 4Ny

S a3V Y (\Q % ‘,. < SN
SRR 4‘3'3‘ A5 SRR .\- TAE A3 RO SR S

FEZ IR PR A 453 OREREE) -2- (Htng-4-J5) -4,5,6, 7-PU & - 1H-I5| bk —6-
HE (9:60 mg, 173 pmol) \DMF (2 mL) .DIPEA (89 uL, 518 pmol) .1- (EIEER ) FF A
FE (38 uL, 518 pmol) AIT3P (156 pl, 50%, T-DMFH) MRS MI1R RS Wit 3 5w it
%EIJ%HPLC (@aﬁﬁ?ﬂi) QMCW%@J*T ‘f‘%/\% (25 mg, 31%)

Ny 3 SR/

v\m{ THL “3&@&%« SRR LT o (M
[0458] %ﬁ@{ﬁJIIZ

(6RS) -N- (2—-F8 K= -2 FL A 4E) 424X -3- O AR A8) —2- (Mikng-4-2%) -4,5,6,7-14
- 1H-5|We—6-H B iz

TEZE IR TP A 4403 OREEEHD) —2- (ke -4-3%) -4,5,6, T- VU S - 1H-F5| k-6
FEE (9;60 mg, 173 umol) .\DMF (2 mL) .\DIPEA (89 uL, 518 umol) .2, 2—:$ﬁﬁ—l—ﬂi
(61 pL, 518 pmol) FIT3P (156 uL, 50%, TDMFH) KRS ho iR A Yot g E it i
%HPLC (B PET7%) A DA BRI 59 (41 mg, 72%) o

\> {1843
[0459]  SEjafs113

(6RS) 44 48-3- CRILZIL) —2- (LrE-4-F5) -N- (2,2,2- =5 LH) -4,5,6, T- VU & -
1 H-5] Wk —6-FF B fié
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TR A A 450 -3- CRIEEUID) —2- (tkne-4-55) -4,5,6, 7-PU A~ 1H- W%k —6-
FE (9:60 mg, 173 umol) JDUF (2 ml) .DIPEA (89 L, 518 umol) 2,2~ = FH-1-k
(61 plL, 518 pmol) MT3P (156 ul, 50%, FDMEH) KIREHI1 ho iR &t w5t
FHPLC (BT AU AR BIRREL 54 (30 mg, 36%)

BRI 00 MMz, DMISCHETS pos Rt (1R
[0460]  SZJEHI114

(6RS) -N-F B -4~ 403~ RIS -2~ (Mg -4-25) -N- (3,3, 3-= A HE) ~4,5,6,
7-P S - 1H-HE] *—6—EF|E5EH§<

E%iﬁ?ﬁiﬂﬁ@ﬁ&%ﬁ%— (GRFILAIL) —2- (kne-4-F5) -4,5,6, 7-PYE~ 1 H-H5| bk —6-
FEE (9;60 mg, 173 pmol) \DMF (2 mL) .DIPEA (89 pL, 518 pmol) .3,3,3- =% -N-F %
F-1-fEhig £k (85 mg, 518 pmol) MIT3P (156 uL, 50%, T-DMFH) MRS h BRS
Wiy e i & HPLC - (B 572 24k LAAR BIFR AL 54 (48 mg, 79%) -

HRNR GO0 8

348352 GBHL 8.
[0461]  sKJEfs115

(6RS) -N-[ (2R) —2-F2 B A Bk ] -4 -3- CR A2 L) —2- (kmgE-4-3) -4,5,6, 7-PU & -
1 H-M5] e —6-FR B i

\}»tgi‘:‘ et & ppm AR TTRL DAL 50 (OH) 25 R08 (3 2N EM G
CRA3 CTHL 704 (IR0 TAS (T T A8 (ML 84T (B BT My

N

e
] S
Q3 "

R IR S 48403 GREEEIE) -2- (Hhme-4-35) -4,5,6, 7- VU &~ 1 H-H| k-6~
FE (9;60 mg, 173 umol) .\DMF (2 mL) .\DIPEA (89 upL, 518 umol) . 2(2R)—1—’§=\ﬁ]—7\?—2—
BE (41 pL, 518 pmol) MT3P (156 pL, 50%, FDMFH) KBS ho KR A Vit vk ifid@
il #&HPLC - (B J715) Sk LAAS 21 b %A% (42 mg, 57%)

SHNOR (SO0 MM ERIRO0h) 3 ppor 108 URD, RES {TH) S0 MHL S
TS IR %‘*‘1 {,.e}\::‘ TARIIMYL DA SNy

LES ML AT (ML B EHLBEN N;, M Ldh
[0462]  sKjififsil116
A543 CRAEL RS —2- (e -4-25) —4,5,6, T-P - LM -6-F R SRkl
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I HEHPLC (FHETE) 9 B 4-5A0-3- CGRILFE L) -2- (Mhng-4-FE) -4,5,6,7-14
’—:L—IH—[@I —6- EF'E& (9;50 mg, 144 umol)uﬁiﬂﬁ BALEY (15 mg, 29%) .
Y LUHL BRI B0 MHL T8

[0463] %ﬁﬁfﬂll?
4-AM-3- (zﬁﬁ%ﬁ) -2- (Ehg-4-3%) -4,5,6, T-VI &~ 1H-W|We-6-FF iR 142

REHIAHPLC (FHETVE) o B 4-8A8-3- CRERE L) —2- (ke -4-45) -4,5,6,7-14
—1H-H5| bk —6- EF'H& (9 50 mg, 144 umol) DL RIFR AL 54 (15 mg, 29%) .

‘\}})Q?‘\c\?‘ 3

ST (M), LET (IN), 683 (20, B0 ML .08

THL SO0 IR RS0 ITHYL 1288

[0464]  SLJfEf118
(6RS) —6-[ (4-FF FLNRE-1-J%) Pt ] -3- CRILE L) —2- (ke -4-3%) -1,5,6, 7-VU & -
AH-Pg| o~ 4~ i

f%'/m?fﬁﬁﬁ@/\‘l AR-3- OR B D) —2- (MkmE-4-3%) -4,5,6, 7-PU S - 1H-W5[ P -6
2 (9;50 mg, 144 pmol) .DMF (1.5 mL) \DIPEA (75 pL, 432 pmol) . 1-FHIENREE (48
uL, 432 pmol) MT3P (130 pL, 50%, T-DMEH) BIVEG ML ho KRG Poid gl id i %
HPLC (E)ﬂéﬁ/i) A LAAF BIh5 AL 5P (40 mg, 65%)

MBC 2 A0 (BHY, 283 ML 2 OB 0TI 341

x\‘g‘«{f\}‘i A8 ML RS
S TOG {EH T AR UIM) 748 (3 B4 (O DLBE I

i*\‘f {‘ N3 \<§\"¢z §J &

[0465]  SEjEf|119
(6RS) —6-[ (3S) —3—FL FLMEIZ fe—1-JE ] FR Ik -3 GRILE L) -2- (kng-4-3E) -1,5,6,7-
Iy & —4H-15| -4

KR R 367

FEZ IR T P A 4503 OREE D) —2- (itme-4-3%) -4,5,6, - VU S - 1H-F| k-6
FEE (9;60 mg, 173 pmol) \DMF (2 mL) \DIPEA (90 uL, 518 pmol) . (3S) —utkﬂﬁiﬁ—&w
(42 pL, 518 pmol) FIT3P (156 pL, 50%, FTDMEH) KIVEG¥1 ho BiR-A it ik 3 i it 1
#AHPLC (W77 2iAb AR BIFR#AL G54 (44 mg, 61%) .
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& H{}

[0466]  SEJff120
(6RS) —6-[ (3R) —3—FF JEME MG - 1 -3 ] P Ik —3- CRIEH L) -2- (MEmg-4-3%) -1,5,6,7-
VY & —4H-15| 15— A4l

PR T P 45403 CRIERIE) -2- (MLmE-4-4) —4,5,6, 7-PY - 1H-H5|g-6-
FEE (9:60 mg, 173 pmol) \DMF (2 mL) \DIPEA (89 uL, 518 pmol) . (3R) —utt%ﬁ;—:z—@%
(42 pL, 518 pmol) MIT3P (156 pL, 50%, TDMF) FIVEEMI1 ho 358G Yid g I s il i
#HPLC (W@i /2) QEE%U\T%‘@J*T AL A (38 mg, 48%)

3R M

[0467] iﬁﬁ{ﬁﬂlzl
(6RS) —6-[ (3-FFLRUILIN T fii—1-3%) Pt ] -3- CRILEFL) —2- (knwe-4-H5) -1,5,6,7-
VY &~ 4H-P5| e —4 i

EEHE }’#rﬁ:@/\zl AAR-3- CREEE L) —2- (ke -4-24) -4,5,6, 7- VU & - 1H-M5| &
g (9;50 mg, 144 pmol) \DMF (1.5 mL) \DIPEA (150 pL, 863 pmol%%&ﬂ*%Tiﬁ:—B—
fig Eh e £ (47 mg, 432pmol) FIT3P (130 pL, 50%, T-DMFHY) KIVE S h R & Wt g
I3 I HPLC  (BPE 7 i2) QWJCU\H@H‘T %A% (54 mg, 58%)

18 MM A00 e DS Sppm 2.3 AR UL ASE O
SRS, SO IHE 438 g SR TS

TASOHL AR R L

[0468] s 51122
(6RS) -N,N- 24— f-3- CRILEIE) —2- (WEmE-4-F5) -4,5,6, 7-PU - L1H-M5 1k —

FEFIR TR & 48403 ORI -2- (HEnE-4-35) —4,5,6, 7-PY - 1H-M5|k—6-
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FER (9;50 mg, 144 pmol) \DMF (1.5 mL) \DIPEA (75 uL, 432 pmol) \N-Z.3&:Z2. 0% (46
pL, 432 pmol) T3P (130 pL, 50%, TDMEH) FIVE S ¥ ho B iR &Pt ie FFd ot il 2%
HPLC (B4 7778 it A4S RIbR B 54 (37 mg,

FANWR ?SH*. Dt ‘5(1‘ B q‘x{?‘ﬁ‘ B \:eH

[0469] %ﬁﬁfﬂ 123
N-[ (6RS) ~4-%f-3- CREEZE ) —2- (kHE-4-H) -4,5,6, T-IY S - 1H-M5{ k-6 -5 ] Z. Bt
i

EZER T FEA-[ 6RS) -6-H H-4-H A -3- CRELEIL) -4,5,6, 7- VY& - 1H-Mg[ g -2~
e s E Y 5:40 mg, 102 pmol) - ZBEF (15 upL, 204 pmol) FyMLEE (2 ml) IR A
Y116 ho H/Eb' %mé’ﬁﬁ *%{J%HPLC (Wﬁ?ﬂi) Wwﬁiﬂﬁ‘ﬂﬁ%/\% (11 mg, 27%) .

[0470]  sZJtf)124
2-FJE-N-[ (6RS) ~4-AX-3- CRRLZ L) -2- (kng-4-FL) -4,5,6, 7-VI &~ 1 H-Mg|WE—6-
FE ] TR I P

1R R R4 [ (6RS) 643 -4-Af8-3- CEILEIL) -4,5,6, 7-VI &~ 1H-Wj| -2~
FIntre sy (5540 mg, 102 pmol) \2-HEPNEBESE (21 uL, 204 pmol) FyMtRE (2
ml) VES16 ho IR G4 3T I 4HPLC  (BPE 5 32%) 4iAk LLAS BbR ik 54 (9 me,
23%) o

SRS (A0 MR, DRSO N

BAECIHL 38 N B0 (BH) BEA I B

TE88 MG
[0471]  SEjafs)125

3-FJE-N-[ (6RS) ~4-%AR-3- CREEZEHL) —2- (twe-4-3) -4,5,6, 7-PU S - 1H-F| k-6
H]T B

Spom R 3

FEE IR T FE4- [ (6RS) 64 H -4 X-3- CRIEEEIE) -4,5,6, T-PY A -1 H-M5| k-2~
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FIMenE s E A (5540 mg, 102 pmol) 3-FFEETHESE (25 pL, 204 pmol) [FyMLEE (2
mL) VR A W16 h RS YIRS IE L H 4 HPLC (BRI 75 v2) 2k LA1E B4R @ik 59 (15
mg, 35%) .

[0472]  SEjafsl126
3-§2H-3-F HE-N-[ (6RS) ~4-%AR-3- CEHEIE) -2- (ME-4-F) -4,5,6, 7T-PUA ~1H-
HoR—6-J& 1 T B ik

2

PR T FE A A 4-[ (BRS) ~6-4 F -4 4K-3- O L2 FE) -4,5,6, 7- P& - LH-W5| W
2-FETME eSS Sy (5540 mg, 102 pmol) JDMF (1.5 mL) \DIPEA (107 uL, 613 pmol) .
3-F4JE-3-FEL TS (33 pL, 307umol) FIT3P (184 uL, 50%, F-DMFH) KIVESHI2 ho W58
Hit /féafF it A HPLC (Bl 798 2B LAAS BbR AL A7 (9 mg, 20%) o

AN B R S S B T S z.(._\; W 3‘,5 PN H\ }}4 t" \'\ *}44‘1 {»43_,‘:\ B g\)\% 8 H}. »:( va_{g.lx

N

(SR PLET (18
[0473]  sEyfafs127

2-FR P HE-N-[ (6RS) —4-%AR-3- CRFE 2 HL) —2- (MkWE-4-3%) -4,5,6 , 7-PU S - 1H-W5| k-
6-4:] L%

A A V‘»f\"ﬁ“\ﬁf

E@m?ﬁﬂﬁ@é‘z’zx—[ (6RS) ~6—# -4 -3- ORILEFL) -4,5,6, 7- VY& - 1 H-W5| Wk
- eSS (5540 mg, 102 pmol) JDMF (1.5 mL) \DIPEA (107 pL, 613 pmol) .
HHREZE (29 pL, 307umol) FIT3P (184 pL, 50%, T-DMFH) (VRS2 h G IRE Wit
JEFFE T%J%HPLC mr@ﬂa QWJCU\{%@'H‘T %A% (17 g, 39%) o

[0474]  sCi 51128
(38) =32 H-N-[ (6RS) ~4-4AAX-3- CRILZ L) —2- (HLmE—4-3L) -4,5,6, 7-PU - 1H-]
e-6-3%] T i
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T%/m?}ﬁﬁﬁ@/ﬂ [ (6RS) —6-#H-4-AMN-3- ORIFEEIL) -4,5,6, T-VIEH - 1H-W| k-
2-FE kg s &Y (5:40 mg, 102 pmol) JDMF (1.5 mL) \DIPEA (107 pL, 613 pmol) .
(3S) -3-#2ILTH (32 mg, 307umol) FIT3P (184 pL, 50%, TDMEHY) KBS HI2 h BIR S
Yyt e T%U%HPLC (Mﬁ?ﬂi) A LAS BRI A (18 mg, 39%) o

[0475] iﬁﬁfﬁﬂlm
3-FaH-2,2- “HFE-N-[ (6RS) - 4-FAM-3- CRIEE L) -2- (fkmg-4-F5) -4,5,6,7-1/Y
&~ 1H-Mg| -6t ] ﬂiﬁﬁ‘ﬁﬂﬁ

PR T IFE A 4-[ (BRS) ~6-4 F -4 AK-3- O L2 FE) -4,5,6, 7- P& - LH-W5| W
2-FntnEssE LY (5:40 mg, 102 pmol) \DMF (1.5 mL) DIPEA (107 uL, 613 pmol) .
3-dE-2,2- “HIILTARE (36 mg, 307umol) AIT3P (184 uL, 50%, FDMFH) IR &42 h.
KR AV 3@ Hl & HPLC (BT ) Atk A BIFR AL 50 (11 mg, 24%)

I MR IRD0 MM, DS & ppro T QL BN 1M, 268 (YHY D50 (G 108 1IN 3.7

CDSE CTHL TON (BHL 744 CTHY TAT R Ty

[0476] st fsil130

N-[(@2S) - 1=k -2-F ] -4-4A0-3- CRAEZEI) -2- (HLhe-4-2%) -4,5,6, 7- P& - 1H-
Wl —6-FF B A A
f’*‘\.\

§

i

‘-g\ gw 3
v"}\ :

o

¥ & N
R X
N‘"‘ \\ \E\M,@ R *\‘o\ ““uf

™

F I

EE?&T%%’@,@L—%N—B— CORFLEIE) -2- (M me-4-3%) -4,5,6, 7-PU S~ 1H-F|W& -6
FiE (9;60 mg, 173 pmol) JDMF (2 mL) \DIPEA (90 pL, 518 pmol) . (2s>—2—§%ﬁﬁ—1—
fE (40 pl, 518 pmol) T3P (156 plL, 50%, T-DMFH) (RS h RSt g ifim

HEHPLC  (BlE 5 v22) 4tk PAIS BIbR AL 59 (28 mg, 36/0)
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(04771 SLHta 5131

N-[ (29) —1-# P -2-JE ] -4-2 -3 CREEEIE) —2- (Mg -4-2%) -4,5,6, 7- VY- 1H-
M| e —6— FF It 2 ﬁﬂ‘@%Z

PR T P 45403 CRIERIE) -2- (MLmE-4-25) —4,5,6, 7-PY - 1H-H5|g-6-
FEE (9:60 mg, 173 pmol) \DMF (2 mL) \DIPEA (90 uL, 518 umol) . (2S) -2~ LK -1~
B¢ (40 pL, 518 pmol) ANT3P (156 uL, 50%, T-DMFH) FIVEAHL ho KR AWM @
?I%IJ%HPLC (W@i{%) Wwﬁiﬂﬁﬁﬁﬂc/\% (29 mg, 39%)

RS :asa*m
[0478]  sZJfif|132

N-[ (2R) ~1-F2 I -2-F | -4-H M -3- CRIL L) -2 (ke -4-FL) -4,5,6, 7-JJ & ~1H-
Mok —6-F Befe AR

N

T%'/m?iﬁi‘#@./\él AAR-3- CRIL L) —2- (Emg-4-3) -4,5,6, 7P - 1H-M5|k—6-
FR (9:60 mg, 173 pmol) \DMF (2 mL) \DIPEA (90 pL, 518 pmol) . (2R>—2—1ﬁ1‘>q—1—
B (40 pL, 518 pmol) MT3P (156 ul, 50%, FDMEH) (R EH1 ho KR & 45t yg Il
%{J%HPLC (BB 7575 QMCW%MTW%A% (26 mg, 35%)

SR {400 MHE, DMSO

VRS
31\ b

L ‘ ;*‘3 : \:\ ‘v:( ‘*f‘ﬁ\
[0479]  sCJi 51133

(3R) -3-#23E-N-[ (6RS) ~4-4 -3 CRILZEIE) —2- (HmE-4-5) -4,5,6, 7-PY S~ 1H-H]
63k ] ] B i

FEZ IR N AR 5 4- [ (6RS) 64 HE 428 AX-3- CREEZ(IE) -4,5,6, 7T-PU - 1H-W5|Wk-
- nE s E Y (5;40 mg, 102 pmol) JDMF (1.5 mL) \DIPEA (107 uL, 613 pmol) .
(3R) -3-¥2E T (32 mg, 307umol) FIT3P (184 uL, 50%, TDMFHY) KRS 2 h IR G
Vit 9 IF IR i S HPLC (B 5 v5) 4iAbLAAF BIFR AL 54 (14 mg, 30%) o
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lo480] S 134
N-[ (2R) ~1-F2F P -2-F ] 48 -3- CRILERL) —2- (ke -4-FL) -4,5,6, 7-] & - 1H-
W6 LI k2

FEZE L AR A 428 A -3- OREEE L) —2- (kg -4-55) -4,5,6, 7- V& - 1H-H5| bk —6-
I (9;60 mg, 173 pmol) \DMF (2 mL) \DIPEA (90 uL, 518 pmol) . 2R) -2-&HH-1-
BZ (40 pL, 518 pmol) FIT3P (156 pL, 50%, T-DMFH) IIR-EWI1 h KGR -G Wit yE It
il % HPLC (W‘ﬁﬁﬁ) %ﬂcU\Tﬁ?UﬁEﬁ%é\% (27 mg, 37%) .

Q\M\&t‘ al
[0481] %BWJI%

(6RS) -N-[2- (IR Z L) 3] -4 A0-3- ORFEEIL) —2- (ikme-4-3E) -4,5,6,7-14
S 1H-Wg[ k-6 H B fi

Ti/ﬂ%ﬂ’#ﬁ:@AéL A3 GREEEIE) -2- (Hhng-4-38) -4,5,6, 7- VU &~ 1H-H| k-6~
FEE (9:;60 mg, 173 umol) \DMF (2 mL) \DIPEA (89 ulL, 518 pmol) N-FHIEZ-1, 2—_H;z
(45 pL, 518 pmol) FIT3P (156 pL, 50%, T-DMEH) KIVESH01K KBIR-A it g 3t 1 i 1
#HPLC (B PE 7128 4iA AR BIbR AL 54 (19 mg, 25%)

N G0 MEE, DS 3 Epe .98 B34 S

SR M SBR OHE SRS I HL T
[0482]  Sijifs136

N-[ (6RS) ~4-%AAX-3- CRELEHL) -2- (Mkme-4-3%) -4,5,6, 7- VU & - 1 H-W| Wk -6-5: ] FR
Ha-L- T B

fEEE MEHEE 29 -2- (L6RS) ~4-FAN-3- CRILASL) -2- (HLE-4-3E) -4,5,6,7-
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VY& - 1 H-P| W -6k ] A R Uk FF IR E0) Mg e— 1 - BR AT B (90382 mg, 155 pmol) (TFA
(179 pL, 2.32 mmol) FIDCM (5 mL) FIVRGWI16 h o RRAWBAZ 5% KIERD) ﬁﬁ
DM/MeOHZEER , ¥ A AL 2 F /K BE , H AR RN T8 - i P8 9 4 )5 , i il % HPLC - (BT 5
%) A B I R B S (49 mg, T0%) .

MR (AT MM DIEO-G) § poe LB ML 188 -=;
: AUHLBE

1 i-iﬁ‘ 3 I i:ﬁ

[0483] iﬁﬁfﬁjl:ﬂ?
B3 (3543~ (6RS) ~4-FAC-3- CRELEIL) —2- (Mkng-4-3%) -4,5,6, 7- VU5~ 1H-H|
We—6-3L ] L T FL) 3 IR AT I

FEZ IR N PR E4- [ (6RS) -6k —4-28AX-3- CRE L) -4,5,6, T-PU S - 1H-M5|W-
2-H Mt nEssE LY (5:40 mg, 102 pmol) \DMF (1.5 mL) \DIPEA (107 uL, 613 pmol) .
N- GRUT S8 S FRHE) -N-FF e -B-TH & (62 mg, 307 pmol) FIT3P (184 uL, 50%, T-DMFHH)
FIVREY2 ho ¥R AL e s # & HPLC (Bl g v8) 2tk LIS B b @ifh &4 (21 mg,
39%) o

ok i 18 i\)f\ SR \M‘ i FOIML R f‘-*&"i‘i*

LR UIHL A00 (M) SN3 CHHL B0 GHL Y SS (IR YA L 8

[0484] ﬁ&ﬁ@fﬂl%
(6RS) -2-[2- ([rel- (IR, 2R) 25 IR I 5L ] B AL ) HEWE 43k ] -4-2fX-3- CRREA
H) -4,5,6, 7-PY - TH-M5] b —6-H 152 7P i

Brel- (1R, 2R) —2- M AR EE (318 mg, 3.06 mmol) FIHATU (1.16 g, 3.06
mmol) IDMF (1 mL) VAV IINZ (6RS) —2— (2-Za Mk e —4- k) 4448 -3- CRREE L) 4,5,
6,7-PU5 - 1H-W|WE—6-F g B EE  (31:500 mg, 1.33 mmol) FMIDIPEA (532 pL, 3.06 mmol)
[IDMF (1 mL) V& &M IFAE50 CHERE M 16 ho I AMeOH, ¥R & Wik 45 3 il id Biotage
(SNAP 44750 g, MeOH:DCM) 4iAk LATS BIFR AL 54 (812 mg, #Z100%) .

M NRIR TA00 MMz, DRSOV & ._ DTN, DS CIMY AT O, 308
21OV G DI, €88 CHHL 855 S, SR :
B30 (1, 1074 (SHL 1206 (1)

[0485]  SLiififsi139
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(6RS) =6 [ (1, 3 JfMEmp—2—SL AP AL) A1k 13- Ak ) —2- (kg -4-4%) -1,5,6,
7-VY &~ 4H-H5| e —4—d

FEZE M E (6RS) —6-[ (1, 3-IRFFMEME 2B A e ) F1 5] -3- OREE ) -2-
(ke -4-3%) -1,5,6, T-PUS -4H-W|WE-4-Ff  (67;115 mg, 238 umol) \mCPBA (50 mg,
75%) FIDMA (7 mL) (IR & o E4h 5 IS —AAmCPBA (25 mg, 75%) JFAE4h A =17
mCPBA (25 mg, 75%) fEEm MRIFR G4 h, INAEN (400 pl) KR &Y 46l
i #HPLC (BT 120) ZiAL LR 2R b 590 (5 mg, 4%)

SN 500 Mz DN ML 3E58

[0486]  SLJif140
(6RS) —2-[2- ([rel- (IR, 2R) —2-F@ IR P 2k ] Bl L F) ML me -4-FL ] -4-8 8 -3- CREL R
) -4,5,6, -V~ 1 H-F5| -6 H iR

FESIE FHFERIE  (6RS) -2-[2- ([rel- (IR, 2R) —2—-FFF A JE ] Bk k) nit g —4-3 ] -
4503 CEREEIE) -4,5,6, 7-VY A~ 1H-W|WE—6-F R /G (138:614 mg, 1.33 mmol) .
SEAE (5.3 mL, AMIZKIAETR) JTHE (5.4 mL) FMeOH (5.4 mL) RS 105- 8. A
HhiR 6 mL, 3W) HRIRA YIRS G UTTE KBRS IH TR DS RIFR AL 54 (452 mg,
76%) o

E SRACTEN S R R
R HE MR N R RN ER SR
[0487]  sLjfafsl141
(6RS) —2-[2- (L B AL L) MEwe -4-3E] -6- B JE -4 4R0-3- CRAEEE L) -4,5,6,7-11
Z-1H-M5[ e —6-F IR
141-4: (1RS) -3-F2 - 1-F -5 -4- CREEBR AR L F BE L) O -3- M4 -1-F IR
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7E3°ClAl (IRS) -3 -1 -F R -S5-ERA -3 1 -F IR FE 6.98 g, 37.9 mmol;
Al AR #EAustralian Journal of Chemistry, 1989 , 42(8), 1217 - 1225H#i4%) Fl AR
SWEEE (.44 ml, 45.5 mmol) [IMeCN (75 mL) Y& IIADBU (6.79 mL, 45.5 mmol)
FFAESCHHR A6 hHHREMBANK QL) d, IMAFRER (10 mL, 40,3 FZ R 2.1
EEURE B A VL KRS KB, I EBRER N T4 1 98 5 , VR A Ik 46 T 115 LA
REBREL A 8.55 g, T1%) o
[0488]  141-3: (IRS) -3 {[ @-ZF&Mtme-4-55) B2 ) -1 - -5 M-4- CRAEm
REFEF B o -3-4-1 - F B S

SN

G
RS
3

=

%

SRS
FEL00CHNFA (IRS) —3-F2 2k -1 - F-5 -2 A0-4- ORI L F B L) P o -3-4-1-
IS (141-3:8.55 g, 26.8 mmol) Ml4- (FIAEZEL) HEnE (5.94 g, 48.2 mmol) FJDMA
(75 mL) W1 h RAWBAK (L) o, FHDCMARERL , 16 HLZ F K R 3L K Bk , IR &
BRAN T8 1L U8 5 IR Ak 4 3 it Biotage  (SNAP 4 4bHE340 g, MeOH:DCM) Zhfk A
REFF UL &) 8.67 g, T6%) .
[0489]  141-2: (6RS) —2- (2-Z LML BE-4-J) -3 i -6 -FF Fh-4-4(18-4,5,6 , 7-I4 & -
1H-5| P —6- P % FR i

7E50°Cm# (AIRS) —=3— { [ (2-Z FEMbng -4-2%) FF AL 208} - 1-F -5 -4 CREEmAR
R F -3 -1 -FERFE (141-3;6.07 g, 14.3 mmol) il ME  (30%HI 7K ¥
W, 5.84 mL, 57.2 mmol) [(MeOH (272 mL) B &¥3 h. IR &Mk 4i i@ idBiotage
(SNAP %A HE110 g, MeOH:DCM) 4tk LA BIAR AL A (3.19 g, 57%) o
[0490]  141-1: (6RS) -2- (2~ Z. Wkt nb e -4-J8) —3- TR i bk -6-H 2k -4-448-4,5,6,7-
VU &~ 1 H-P5| -6 FF i FR

222043115 (6RS) —2- (2-Z FEME g -4-FE) -3- I8 k-6 - FF JE-4-% -4 ,5,6, T- VI & -
LH-W| W —6-F B S (141-251.60 g, 4.1 mmol) [ITHE (54 mL) FIRERE (2.86 mL) VAVK
FINNZBESL (437 pl, 6.15 mmol) BYTHF (10 mL) VAW, = EMFIE S honA
MeOH, ¥ iR-& ik 46 il 1t Biotage (SNAP 4B ALAE100 g, MeOH:DCM) 44k DL13 Bk &AL,
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idBiotage (SNAP

[0493]

CN 107922389 A w B P
/El\fm(l.48 g, 84%) .
[0491]

137/211 L

(6RS) —2-[2— (LW F k) Mg -4-FE] -6-H

—J ] -6-F -4 A3 CRAE L) -4,5,6,7-
PO - TH-M5 b —6—FF iR

TEZE IR T HFE (6RS) —2- (2- 2. Bk e ALtk g —4-L) —3- TR e -6 FF 3t
VS - 1H-Mg|w-6-FA RS (141-1:1.48 g, 3.42 mmol) &

W) ~THF (61 mL) AiMeOH (19 mL) KB &
HHIRE

4% 4%-4,5,6,7-
AFALH (20.5 mL, IMEJKIE
a3 ho IMAFFEERR (1.38 @ (7K (20 ml) R

%Mﬁ HF{E#H7J</5EP%3$¥I%%W%MTE‘Wa"% (1.19 g, 77%)

[0492] S 51142

(6RS) —2-2- [ (4—3F 78 FF B 3) (It I L e 43 -4-4 48 -3- CRIEEIL) -4,5,6,7-TUE -
1 H-15| -6 A g F i

WA-F AT (428 mg, 3.06 mmol) FIHATU (1.16 g, 3.06 mmol) [IDMF (2 mL) &
WIMAZ (BRS) —2— Q- FEML g -4-3E) —4-584C-3- CEIEEL) -4,5,6, 7-VY &~ L H-5| -6
HEFEE (31:500 mg, 1.33 mmol) FIDIPEA (532 uL, 3.06 mmol) [IDMF (2 mL) V&AM
FEAESOCHEFE B 16 ho I AMeOHFIEtOAC , #1824 FH A Fms e S e v

RS W 4E
%Mk?a‘iloo g, MeOH: DCM) Wwﬁiﬂﬁ %A% (603 mg, 91%)
SN NAE (00 Mz, DS MY A0

{ahh,
1EH S

o \%;.*\

SETE 143

(6RS) ~4-H A3~ CRILEIL) —2-2-[ (1, 3-MEME-5-FLHRIL) Z( L ML e-4-£-4,5,6,7
VY &~ 1 H-Fy| 6 EF'EQEF'@E.
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W1, 3-BEM-5-FF R (395 mg, 3.06 mmol) FIHATU (1.16 g, 3.06 mmol) [KIDMF (2
ml) Y IIANE (BRS) —2- (2-% FEME g —4-F5) —4-%f0-3- CE R4 L) -4,5,6, 7-IY & - 1H-15|
We—6-FF R R (31;500 mg, 1.33 mmol) FIDIPEA (532 pL, 3.06 mmol) FJDMF (2 mL) J&
EWIFAES0CIEFE RN 16 ho I AMeOHFIEtOAC , 5 VR &) F L AR BR S AN TA VR R 155, WK 4
JfiEidBiotage (SNAP - MLHEL100 g, MeOH:DCM) £lifk A3 BIbR ik -&4 (645 mg, 90%) «

H ”%\*“é l“"&’i N R

LR %;{ 3 n\«?_

[0494]  sZjEf]144
3,3~ “HFE-N-[ (6RS) ~4-FH -3~ CRILE L) —2- (MLme-4-3%) -4,5,6, 7-PUS~1H-H|
We—6-J& ] T Btk

FEE R M4 [ (6RS) 64 Ak -4-%fX-3- ORFE: 2 ) -4,5,6, 7- IS - 1H-I5|W&-2-
FIMEBE S (5540 mg, 102 pmol) \3,3- —FIE T HESL (28 pL, 204 pmol) fRLIE
(2 mL) IBAW16 h RSk @I Biotage (SNAP 4 4LEES0 g, MeOH:DCM) 44k LA
(GEIID ﬁﬂc/\% (14 mg, 33%) .

THARMR SR R pne SO IR, 1.8

SR SR £.56 (M), S O V08 (L TAS 0L

LN = FXT
{ i :5\-.';.\‘,“

[0495]  sEjifafsl145
(6RS) —2-2- [ (4-FoF FF L) Sk kg —4- 3 -4-E-3- R A RL) -4,5,6,7-V1 A -
1 H-F5| e —6— FF iR

FEZ IR T HEHE BRS) —2-2-[ U-F 2K FF BE L) Ut I me -4-FE 45840 -3- CEILE L) -
4,5,6,7-DYA-1H-M|Wk-6-F BRI S (142;527 mg, 1.06 mmol) VAEMM (4.2 mL, 4M
(KK THE (4.2 mL) FiMeOH (4.2 mL) FIVRAM103 8. MAZEERE (5.6 mL, 3M) Jf¥
TR ARG G DTTE K B ﬁﬁa@ﬁ%ﬂﬁ %A% (450 mg, 88%) .

M

[0496]  SLitifsi|146
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(6RS) —~4-A -3 CRILZESL) -2-2-[ (1, 3-MEME-5-JLH M) &Ik e -4-2k-4,5,6,7-
PO &~ TH-M5 B —6—-FF iR

Ko
3

FEZE T HHE 6RS) —4-%84X-3- CREEE L) —2-2-[ (1, 3-MEME -5 k) S L ] e -
4-3-4.5,6,7-I4E - 1H-W[Wk-6-FH ERFHBES (143;625 mg, 1.28 mmol) EEMM 5.1
mlL, AMPIZKIERD) JTHE (5.1 mL) FiMeOH (5.1 mL) (PR S¥105- 80 IR (6.8 mL,
3W) FH IR A VDI G AU KB TR LA 2Ih5 AL &4 (480 mg, 79%) -

RO P SRLENIHL SOT B8 (3L &8 5 LA
THESSE (D B3I B I L R Y

(04971  sEjE|147
N*-FHJE-N-[ (6RS) ~4-&f%-3- GRILEIL) -2- (kng-4-3) -4,5,6, 7-PU & - 1H-M5| k-
63 ] -B-HEWE =ML LR

i ,.\::t&f
i Fh 3
o e . it et
:;} _ ‘it kS & Dl
‘«».“._.-»‘\\‘_;\.\g;\s} N R

FEER T R (3-4fX-3- [ (6RS) ~4-4f0-3- CRREZ ) —2- (tng-4-45) -4,5,6,
7-VY S - 1H-Mg| k-6 JE ] Z JE T L) Z R IRAUT B (137520 mg, 40 pmol) JTFA (2.5
mL) VAR L h, WRAAFE T AR BhR AL 54 (23 mg, 100%) .

AR 400 MMz, DMEE '

441

LG
[0498]  sijiff41]148

(6RS) -N-[ (1-FRBE3A T ) FR L ] -4-AA-3- CRIEE L) -2- (kme-4-3%) -4,5,6,7-V4
S~ LH-P5| e —6-FF |9 e

TR
R SER

O kj »"; A
BOETALE
B R SN
o o e R
ool ¥ e N

HO ¥ 2

e
TEEIE T 5403 ORIEZRUIE) —2- (MENE-4-25) -4,5,6, T- P~ 1H-W5|IW—6-
R (9;60 mg, 173 pmol) \DMF (2 mL) \DIPEA (90 uL, 518 pmol) \1- (&AL F3E) 3R T
% (52 mg, 518 pmol) T3P (156 ul, 50%, TDMEH) KRAYI1 hoAG IR & W4 it
il HPLC (B 7720 SEALLATS BRI 74 (40 mg, 54%)
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MH{\ HIam ;"f\ LA HL V8 DR LS 8T HE DAY I 88 JH%
GO ST O .50 ML G683 (U 0% M TAS I T

: 3 \h g &"_Z\.' B LB

[0499] Mﬁfﬂm

(4E) =5~ [ (6RS) —2- [2- (Z. B IE 2 L) M ie -4-2: ] -4 fR-3- CREEZ ) -4,5,6,7-11
S TH-W W63 ] -4 1 TR

149-1: N-{4-[ (6RS) —3-ZKJig H—6-F Bt H-4-441X-4,5,6, T-VU &~ 1H-H| -2 Tt
WE-2-J) 2 BER%

AH B R (196 pl, 2.25 mmol) FIDCM (6 mL) {&W £ -78°C . Z212 I ADMSO
(318 uL, 4.50 mmol) , SR JF M AN-4-[ (6RS) —6- (Fo ik FF Jk) —4-% 4K -3- ORI FL) -4,5,
6, 7-VU &~ 1H-F|Pk—2- L Ttk ng -2-FE 2 Wi % (94350 mg, 896 pmol) HIDCM (6 mL) VAW .
E-T8CHFHR EW1h, IMAEtN (1.0 ml) HEFVEEME ZIR INAIK, K IRE Y DY/
Me OHAE B - 28 AR B2 4 T o 1L VB T Mk 4 J5 , il it Biotage (SNAP % AbFE25 g, MeOH:DCM)
AR E Y LR 2R AL S 69 mg, 20%) .

[0500]  (4E) -5-[ (6RS) —2-[2- (LB F8) Mbmg -4-JE ] -4 40-3- CRIAE R ) -4,5,6,
7—@%—1H—H§I%—6—%JDz—4—}:fﬁﬂa

1
]
? xﬁ,\ ;
‘r g
t,.c

FEOCIa B-FRILTAHEL) (=753) R (790 mg, 1.84 mmol) (UTHF (12 mL) W+
JIAKO'Bu (413 mg, 3.68 mmol) JFFAEOCEZEWIFIESH0.5 ho Z£0°CHIIAN-{4-
[ (6RS) -3- 2l —6- Bk -4-% 48 -4,5,6, 7-PY & - L H-W| Wk —2- FE T nb g —2-JE ) 2, Wk i
(149-15143 mg, 368 pmol) ITHF (5 mL) ¥R IHIER G2 ho INAIKFIELOAC, IR &
Y K Be I I A MBR AN T I JE R R 4 )5, B id Biotage (SNAP % fb7#25 g, MeOH:
DCM) , 2R fe e ik /i £ TL.C (MeOH DCM) ema%%cr@wv—&w mg, 20%)

YHNAR (A0 M, O 3 3 By

SRS u SRS

AL IREE I
[0501]  SEjifs150

(6RS) —2-[3- (2, 2- L) ke -4-JE] -4 0-3- CRIERE L) -4,5,6, 7-TU & -
1H-H5] e —6-HR 1% P i

150-1: (IRS) -3- ({[3- (2, 2- R LA Nbne -4-J5 ] L) &) -5 A-4- CRER
REFEF B e -3- 41 -F R
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CN 107922389 A iﬁ, EH :FS 141/211 L

FE130°C fin# (1RS) —5-%AX-4— CREBRAC 2R B L) —3- [ (bng —4- B F L) 2 ] 30
C-3-%-1-FEFHEE (8-2:863 mg, 2.83 mmol) FI1-[3-(2,2- ~ A0 iEng-4-J]
f% (638 mg, 3.39 mmol; A4 MUkrOrgSynthesis Ltd. M) (UDMA (12 mL) ¥&W1 h.
IR AR E IFdEdBiotage (SNAPFALHES0 g, EtOAc: Che) 2lifb LA15 B4R AL A4
(660 mg, 49%) .

[0502]  (6RS) -2-[3-(2,2- ~F LA HL) Mg -4-3E] -4 48-3- CEREHR) -4,5,6,7-11
21 H-W5| W —6-H iR FF Jii

FEB0C N (IRS) =3- ({[3- (2,2~ —H LA MEme -4-JE] FF 2} 280 -5 -4~ CK
AR P B A -3- M- 1-FERFEE (150-15510 mg, 1.07 mmol) L% ALE (34%
IZK¥E, 193 pl, 2.15 mmol) FIMeOH (7.9 mL) V&S5 1h KR A P4 If it Biotage
(SNAP:%ﬂ%Ei% g, EtOAc: Ekm) Wwﬁiﬂﬁ'ﬂﬁ%/\% (140 mg, 30%)

i
[0503]  sLjEfl151
N-4-[ (6RS) -6- (B & F L) —4-FH A -3- ORFE L) -4,5,6, 7-VU S - 1H- M| -2 ]
HL g — 23 7, B i

151-1: [(6RS) -2- (2- LB figEmt g -4-3E) -3- IR fig F-4-44K-4,5,6 , 7- VU S - 1 H-H]
Uk —6-25k | I 5 FR T TR I

5
» o *"i\”*\**}
3 Ry g
3 g e £
Y \"\,Q?"ﬁ\’:\.- i\}‘ s R
3 TR
2 B
N

TEZ R T HHEN-4-[ (BRS) —6- (R EEH L) -4-%(fX-3- CRIEE L) -4,5,6, 7-VU A~ 1H-
5| - 2-JE TRk g -2-FL 2 Wi (94:1.18 g, 3.01 mmol) \DMAP (37 mg, 0.3 mmol) FlFR i
BE& (280 pL, 3.61 mmol) FMEME (16 mL) AR5 ho IIAMeOH, ¥R A ik 4 i i M
MeOHZE fit ZEAL LAAS BIFR AL 54 (1.26 g, 90%) o
[0504]  N-4-[ (6RS) —6- (B &I H H) -4 0-3- OREEE L) -4,5,6, 7- VU H - 1H-B5| k-2
ST e -2 2, B i
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#£60 C}’Ffﬂa[@RS) -2- (2- LB G AL i -4-J) —-3- TR fig e -4-%X-4,5,6, 7- DU E -1H-
I5| Wk —6-J ] A L R EEA S (151-15200 mg, 427 pmol) B EALAN (278 mg, 4.27 mmol)
FIDMA (8 mL) VR & W16 h iR AWk iE, k45 i idBiotage (SNAP 4 fbAit10 ¢,
MeOH: DCM) 24k LA BIbr AL 54 (164 mg, 88%) o

i1 NMR 00 Kbt DRSS

{3 :
[0505]  sEjififs]152

(6RS) -N- - JE 2 38) -N-F -4 A -3- CREEE L) -2- (kme-4-7%) -4,5,6,7-
VU -1 H-P5] P —6— FF Bt ik

3 ‘.».j?" “ »i S ava a\;),. ’i‘i\" #4 »,,:; ‘ﬁ) 3 \,)x { LB ’:-,3:‘ {’YH‘" 3:\ §

G CTHY T M TS UTHY T3 (L AR O

FEZR NS4 2R3 CREER) -2- (kng-4-55) -4,5,6, 7- P4 & - 1H-W| Wk -6-
iR (9:60 mg, 173 pmol) .DMF (2 mL) \DIPEA (89 pL, 518 pmol) . z—ﬁﬂ’s?mﬁ—N—EF'ﬁ%
ffZ (56 uL, 518 pmol) MT3P (156 uL, 50%, TDMFH) KJVREY)1 ho IR A Poid g i1l
| £&HPLC @mm/z) Wwﬁilﬁﬁ W&\% (45 mg, 59@) o

[0506]  SEjiafs153
(6RS) —2-[2- ([rel- (IR, 2R) —2-FIAPA Ak ] B e 2 %) Wb mE -4 - ] -N- Q- B 2 Jk) -N-
B -4-5A0-3- CRIELE L) -4,5,6, -V &~ L H-Wj| Pk —6- FF B e

SR
o

oy

$] RS s"
Fe

%ﬁ + 3 \ &

Ak
’ i | e 0
\“A\'v ‘\1\ N h S "{ g2
i-v: ,
t}‘\?

FEZE IR NP5 (6RS) —2-[2- ([rel- (IR, 2R) —2-F B A 22 ] B b i) mikmg —4 -3 ] -
4~ AC-3- CEREEIL) -4,5,6, 7-VUA - 1H-M|E-6-F 18 (140560 mg, 134 pmol) .DMF (2
mL) \DIPEA (70 pL, 401 pmol) .2- (FRHEEHL) 2.1 (32 pL, 401 pmol) FIT3P (120 uL,

50%, T-DMFH) VR 5401 ho iR APty IF it H & HPLC - (W77 vk) 2i4b LA1S B bR i1k
A1) (38 mg, 56%) .

167



CN 107922389 A iﬁ, EH :FS 143/211 L

o b
I
SNERST FON

Y R i vﬁ}{ F\\Eﬁ Q‘:E{i:\ ;‘? S

ay
[0507] s {51154
(6RS) —2-[2- ([rel- (1R, 2R) —2-FRIN TA 22 ] R S e J28) ML g -4~ ] -N N- - FR -4 -4
R-3- GEREEEE) -4,5,6, 7-PUE — 1 H-15| k-6 FF Bk fi

8

: 3
. Hq\'\,‘w
FReERN

-

EE IR P IS BRS) —2-[2- ([rel- (IR, 2R) —2-F IR TR JL ] FR IR 2 HE) ibmg —4-3E] -
AR AR-3- CEREE L) -4,5,6,7-VUE - H-M|WE-6-F 8 (140560 mg, 134 pmol) DMF (2
mL) \DIPEA (70 pL, 401 pmol) N-FEH & (201 pL, 2M, TTHFH) T3P (124 uL,
50%, T-DMFH) FITR AW ho ¥R A 4at v IF i i i & HPLC - (BRi 1 77v2%) 2EAL PA1S B4R @1k
AW (37 mg, 58%) .

G R R R T
roDNIEG-A R o TSI L8 T

TIT 4w &m B8
[0508] s fs1155

(6RS) -N- (2, 2- FH B PR BE) -N-F 424X -3- O AR AL) -2- (Akng-4-2%) -4,5,6,
7-VY S -1 H-H5| W —6 - F i

4 3 S - \ N
\‘}i £ i N S N
e S e R

B $
b

FEZE IR T PR A 4403 OREE L) —2- (ke -4-2%) -4,5,6, T-PU S - 1H-F5| k-6
REE (9:60 mg, 173 pmol) \DMF (2 mL) \DIPEA (180 uL, 1.04 mmol) \N,2,2- =FIJ: K-
1-feih e Eh (71 mg, 518 pmol) T3P (156 pL, 50%, TDMFHY) KRS ho ¥ iR&W)
eI I d] AHPLC (PR T7 %) 2ifb AR 2R @ik 54 (59 mg, 79%) o

h SR {400 M, DMSO-2 8 pom .88+0.80 (BH), 224206 [1H}, 242281 (1H), 204304
[0509] st f41156

N-4-[ (6RS) -6— (ZF=F &) -4 /-3 ORFEZ L) -4,5,6, 7-PU S -1 H-M5] W -2-FE Ttk
g —2-2 7, [ i
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FEZ I N HHEN-4-[ (6RS) —6- (B A AL ) —4-4M-3- CRIEZE ) -4,5,6,7-H & -
TH-Fg| W —2-FE Tk e -2 2 /e i% (1515155 mg, 373 pmol) = 7KL (218 mg, 832 u
mol) & (798 uL, 25%H/KIEW) MTHF (5.5 mL) IB&MI16 h &R & k% It @
Biotage (SNAP:%L%E*% g, MeOH: DCM) WM{%IJ*T ﬁ%’a\% (129 mg, 86%) .

N SHE R '

SIHY -‘E\\;_,f :

BN
[0510]  sLffEfs157

(6RS) ~3- R [ -2~ [3- (PR HE R 40 0E) I —4- 5] -4~ -4, 5,6, T- DU - 111-7| Wk~
6—F i 1 i

157-1: 3— ({[3~ (PR A ) Mg —4— 3] P ) AU0E) -5 AR -4- GRSV L
W) M -3 44— 1 - F R PP R

FE130°C ik (ARS) —3- K54 -4- CREMRE P B O -3-14-1-F IR P I
(8-2:;50 mg, 164 pmol) Fl1-[3- GFRPAFLHEIEL) MEmE-4-FE] B (157-2:25 mg, 196 u
mol ; Al | 2 M UkrOrgSynthesis Ltd.F) BIDMA (0.7 mL) VAW 1 h IR &Yk ds 18
il #&HPLC (B PETTE) AL LA 2 bR AL 54 (75 mg, 98%)

[0511]  (6RS) —3- 2R ik —2-[3— R TA 2 450 J%) Mk we —4-JE ] -4-%/8-4,5,6 , 7-IY&A - 1H-
| —6— FA 11 F I

x'\:?\» \w"‘“ %

FE90°CiN#3— ({[3~ G TA 2 A 88) Mk e -4-28 ] R 2t} 20 L) 52 AR-4- CRAEIRAA
FEPR B RO -3- M- 1-F R EE (157-1:450 mg, 967 pmol) «it% LA (4% KA,
174 uL 1.93 mmol) fIMeOH (7.1 mL) V& AH5 . 5ho TNV FIER AHR BREN VAR , K R A Wik
g It Biotage (SNAP 4 4LAiE25 g, MeOH:DCM) 4ifk PA43 2 bR 4L A4 (110 mg,
26%) o
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HNMR (40
LA
;g;f%..g\ _.‘«' _\\'-‘_.)\:.-\\:. 5

(05121 Si158
(6RS) ~3- i -2 [3- GRTAIL B A L) Mz -4-3L] -4-84%-4,5,6, 7-PUE - L H-W| Wk -

: N:«- ﬁ‘&?&’l\e“igﬁﬁ“ﬂ Q39 ML

B

FEZ I T HFE (6RS) —3- IRk k-2- [ 3— (PR A 4 F A0 0) b wg —4- KL ] -4-%41X-4,5,6,7-
VIS - 1H-W|W—6-F IR Bs (157104 mg, 241 pmol) EELH (964 pL, AMBIZKIERD -
THF (1 mL) #iMeOH (1 mL) BIVRBEW1053 80 IOAERER (1.26 mL, 3M) I RAWH4d %
mﬁ%ﬁ%@ﬁ?&uﬁﬂﬁﬁ%AWMSM,%@

4 P“*R_%&\\‘ ?-t‘*{bﬁe“‘(}\i srov bR EHE 8 L

{3 3 ﬁl‘ IRML ST OIS B AN TR M Y ae

[0513] %@1&]159
(6RS) —2-[3~ (PR 7R ZL H A0 388 L e —4- 3 ] -N- (2-F8 3 2, 3) -N-FF 34448 -3- (R 3E
L) -4,5,6, T-VUE - 1H-15| -6 FF i it

= T HFEE S 6RS) 3-8 gk -2- [3- GRAFE FF A0 mkme-4-FE ] -4-%1%-4,5,
6,7-PUSA - 1H-W|W—6-F i (158:30 mg, 72 pmol) \DMF (0.8 mL) \DIPEA (38 pL, 216 n
mol) \2- (AL L) 2. F% (17 pL, 216 pmol) MT3P (65 uL, 50%, T-DMFH) IR &1 he
4%‘2%%%%2?@# T%J%HPLC <Em$7ﬂ£) Wwﬁiﬂﬁ %A% (32 mg, 94%) .

[0514] %‘5@%160

(6RS) —2-[3- (- 4 Fk 2 | L) kw43 ] -4 A0-3- GRELE L) -4,5,6, T- VI A -
1H-W5] e —6-HR i P i

160-1: (1RS) -3- ({[3- Q- HE LA nbne-4-F5 ] L) &) -5 MR-4- CRER
PRI P B B34 1 - F R P G
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FE130°Cn#k (IRS) —3- 254X -4~ CREBRACZ AL F i L) M -3--1-F 1R F I
(8-2;700 mg, 2.29 mmol) FI1-[3- 2-H I LA MkrE-4-JE ] (160-2;584 mg,
3.21 mmol; A @M UkrOrgSynthesis Ltd. M) FUDMA (10 mL) VAR 1 ho KR &Yk 46
JfiEdBiotage (SNAP % fLfiE50 g, MeOH:DCM) Ziifk LL1R RIbRAL 54 (515 mg, 48%)
[0515]  (6RS) —2-[3- @-F &I L HFL) Mg -4-F ] -4-F R -3- GRILEHR) -4,5,6,7-14
2 -1 H-W5| W —6-H 52 FF Ji

S

FE9O0CI# (IRS) =3- ({[3— 2-F Ak 4 5 Ak) mEmg -4 ] AR 2k} 1 ) 5% AU-4- CF
FEBACE I P B MO -3-Ma- - IR P ER (160-1;460 mg, 980 umol) LA ALEA (34%
RIS, 177 pL, 1.96 mmol) fMeOH (7.2 mL) IBAHI5. 5ho INAMEANGRACHR R ANIE T
RR GRSt EidBiotage (SNAP 2 4LTE25 g, MeOH:DCM) 44k LL1S 2 bR BIL 54
(165 mg, 39%) o

O UiH}

[0516]  sEZjEf161
(6RS) -3k figdk—2-[3— (2-H 4 FL 2 41 3) kg -4-3E ] -4-%1X-4,5,6, 7-JU A~ 1 H-H5|

657

FEZ I THEFE 6RS) —2- [3— (- 40k 24U 8) b me —4- 2] -4-448-3- CRIEL & D) 4,
5,6,7-VUE—1H-M|—6-FF R ES (160121 mg, 278 pmol) JEHZALH (1.11 mL, 4MFAY
IKEEWR) JTHE (1.1 mL) fiMeOH (1.1 mL) MBS0 80 ISR (1.5 mL, 3M) FFRG IR
B G AFUTUE FK B I T LS 2IFR AL 54 (100 mg, 85%) .
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THHMR G0 BHD DS S 201 23 (L B0 1 (B A L s o

HORAR CTHL SO SHL TR L T ‘?tﬁw\ S

[0517]  SEJff162
(6RS) —2-[3- (2-F A FE 2 FH L) Mg -4-FL ] -N ,N- -4 -3- CREZEI) -4,5,
6, 7— VU &~ 1 H-15| ek —6 - FF Pk i

TERWE T B (6RS) —3- K143 -2-[3- (2- A AL 30 mbme -4-3E ] 44484,
5,6,7-VUE-1H-M|WE-6-FF 8 (161530 mg, 71 pmol) -DMF (1.1 mL) .DIPEA (37 pL, 213
pmol) N—EﬁﬁEﬁﬂﬁ (107 pL, 2M, ?THFEP) 5FIEIT3P (64 pL 50%,?DMFE1:> FIREM ht5

[0518] %ﬁ@{ﬁjl%
(6RS) -N- (2—F25k 2, 3k) —2-[3- (- 42k 5 ) Mt g -4 ] -N-FR k-4 A0 -3- %
FEH) -4,5,6, T- DU H - 1H-05 R -6~ FF B i

EZE FHRFEES 6RS) -3-Z5 ik -2-[3- (2-F &AL 4 FHHL) e -4-3E] 45484,
5,6,7-PY & -1H-M|Ws—6-FF % (161:30 mg, 71 pmol) \DMF (0.8 mL) .DIPEA (37 pL, 213
pmol) \2- (RIS L) ZF% (16 mg, 214 umol) FIT3P (64 uL, 50%, T-DMFH) KB &¥1
hoﬂ%/tm%m Fid kil &HPLC @mm«f) QWJCUJ%@'H‘T Ak A (30 mg, 88%) .

M DMSGE

[0519] j&ﬁ@fﬁﬂlf%

(B6RS) -3 2R Jig ik —2- [3- Q-2 FL L5 HE) Meme-4-Jk ] -4-%48-4,5,6 , 7- P4 & - L H-W5| -
6— 1R 1 lig

164-1: (IRS) -3- ({[3- Q-4 25 HE) Mhwe -4-2 ] H 2} 2 L) -5 A0-4- ORIEmRAR
L B PR -3-Jd -1 - H IR
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7E130°CAn# (IRS) —3-F2 0 -5 -4~ CRIEMACZ L R B O -3- M- 1-F IR F 5
(8-251.51 g, 4.95 mmol) FH2-{[4- (E AR L) mtng -3 14} 48 (164-2;1.00 g,
5.95 mmol ; ] &I M\ UkrOrgSynthesis Ltd. ) FIDMA (2 mL) V55 h. 1RSIk 4s If
iidBiotage (SNAP 4 fKHE340 g, MeOH:DCM) ZiALLA/SBIFR AL A4 (352 mg, 16%) .
[0520]  (6RS) -3- K& -2-[3- - FR AL 2 5 L) b -4-J£ ] -4-%/-4,5,6 , 7- T4 & - 1H-
W5 W —6—FF 152 FF i

FE90°CHn# (IRS) -3- ({[3- -F& 2 50k MEwg -4 ] B L) L) -5 4R-4- Ot
ARG B A -3 -F IR EE (164-1:387 mg, 850 pmol) (idZ AL (34%HH
JKVEW, 153 pL, 1.70 mmol) MeOH (5 mL) JE&4124 ho o B iR &Mk 4E )FiEidBiotage
(SNAP:%W@Ei&BO g, MeOH:DCM) 2tk LAAS B b5 ik &4 (133 mg, 37%)

R {00 Bt DRSO & ;J?‘"f‘iiiih‘)? S5 {21 304318 ML RN 585 OHYL 1A
i SEG ML A LR $1§ il R e

[0521]  sjifaf1165
(6RS) —2-[3~- 2-FHL 258 0) Mg -4-JL ] -4 -3- GRIELE L) 4,5,6, 7T-VIEA-1H-
15| D —6— P 13

R TIFER 3 (6RS) —3- R Mg E-2-[3- Q-F L 2580 g -4-JE]1-4-%/8-4,5,
6,7-VY &~ 1H-M|Wk—6-FEE RS (164;255 mg, 605 pmol) AZEALH (2.42 mL, 4MKIK
VAW JTHE (2.4 mL) FIMeOH (2.4 mL) BRS04 80 NS (3.2 mL, 3M) JFK R4
WIRAR o G DTUE KBS IF T LR BIAR AL 54 (149 mg, 58%) o

“HNMR (400 M2, DMSOMk) § pros 2.48-2.63 (2 4 {2H). 2,23 (14, .88 428
(M), 581 (M) .50 ), S8 0L 8 L T Ad PR S02 (1N 8

M TRET O
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[0522] =L 51166

(6RS) —2-[3- (2, 2- —HF L AL Mg -4- L1 -4-FA0-3- CRAEE L) -4,5,6, T- T A -
1H-15|We—6-F iR

149/211 L

FE90°CAiN# (6RS) —2-[3- (2, 2- R L ASL) Wb ie -4-JE ] -4 A-3- ORIEE L) 4,5,
6,7-VIE - 1H-M|WE-6-F R ESF (1505510 mg, 1.07 mmol) il% LA (34%HI KAWL,
193 pL, 2.15 mmol) MeOH (7.9 mL) V@AW h IR EWHk4iIfdidBiotage (SNAP
FATE25 g, MeOH:DOM) ZEALLATF BIFR AL 5 (290 mg, 61%) .

SN R‘\“ms ﬁs&w} SEF D ppor 2 SR OET ML RN {3 33T L 3 8
SR i BAT (ML S0 3h
Rl
[0523]  sLjfafsl167
(6RS) ~N-Z F:-N- 2-fFE £ FE) -4 AX-3- ORFEE L) -2- (kg -4-J%) -4,5,6,7-J4
- 1H-5| Wk —6-H B iz

PEOIHL Tde TG "‘““H‘ ERC R EE 0 1.8

FEZR TS (6RS) —3- 7RG -4 0-2- (kme-4-3%) -4,5,6, 7- VY - 1 H-Mg| Wk -
6-F 1 (9;60 mg, 173 pmol) \DMF (2 mL) \DIPEA (90 pL, 518 pmol) . 2—(@%@;@@)&
B% (51 pL, 518 pmol) FIT3P (156 uL, 50%, T-DMEH) (KR &H01 ho I8 -& Wik 4s 8
Hil#&HPLC (B PEJTVE) 4 LA Bbr L A4 (51 mg, 67% .

T8 MR 00 MY, DMSG- @ ppe

CLAZ MY TATRLTE (THL 227 232 (1), pAR A
§e§§‘,5\ SEGR (T 9 TOS0BE (I 65 IR B B {IHYL Y08 ¢

EHL LSS TN

(6RS) -N- -2 2. 3) ~4—A-3- CRILEIEL) -N- (F-2-F8) —2- (ke -4-3%) -4,5,6,
7-VU &~ 1 H-M5| W6 FP It g

RS M E (6RS) -3 -4 AN-2- (IEhE-4-3%) —4,5,6, T-PU &~ 1 H-H5[ -
6~ (9:60 mg, 173 pmol) \DMF (2 mL) \DIPEA (90 pL, 518 pmol) \2- CRPAELEEL)
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CFE (83 ul, 518 pmol) AT3P (156 pl, 50%, TDMFH) BIVR S h o BHRA MR A4H18
Il HPLC (BT %) 2B LAAS BRI A4 (13 mg, 16%) .

FHLE
[0525]  sLJf]169

(6RS) -N-[ (1-FR 20T ) 2 ) -N-FF -4 -5 X -3- CREERL) -2- (ke -4-2) -4,
5,6, 7-VU5 -1 H-H5| k-6 Eﬁ@i’tﬂﬁ

TEZ R TS (6RS) -3- IR e -4 0-2- (tne-4-3%) -4,5,6, 7- VY~ 1 H-Mg| k-
6-F 1 (9:60 mg, 173 pmol) \DMF (2 mL) .DIPEA (90 pL, 518 pmol) .1-[ (FF R4 5L FF
FIIATEE (60 mg, 518 pmol) MIT3P (156 pL, 50%, F-DMFHY) FIVE A1 hoBHE S Wk
4 FF w1 | % HPLC (Wﬁﬁ%) Wwﬁiﬂﬁ‘ﬂﬁ%/\% (52 mg, 61%) o

i \i‘w} \&\‘z. Wy {

[0526] %ﬁ@fﬂlm
(6RS) -N-[ (2R) —1-Fa L -2 FE ] -N-F -4 A -3- ORI A L) -2- (ke -4-3%) -4,
5,6, 7-VU 45— 1 H-M5| W —6—FF it fiz

FEZ IR P HREA S (BRS) —3- R -4-4A0-2- (kg -4-J%) -4,5,6, 7-PU S - 1H-W5|W-
6-FEEZ (9;60 mg, 173 pmol) .\DMF (2 mL) .\DIPEA (90 pL, 518 pmol) . (2R) -2—- (A LS
) H-1-B (65 mg, 518 pmol) FIT3P (156 ulL, 50%, TDMFH) KRG ho R &Y
ﬁ‘ziﬁﬁx_ﬁ%J%HPLc (BT 7792%) ?Mcu{ﬁiﬂﬁ %A% (22 me, 27

IR CA07 Ry, DNS0.E & 52 ai

SO DATAAT (ML S8R R w S04 (HH)L B AGO8E GEHL T8

5643 [2HL 11208 (TH) -

[0527]  SLjfafs|171

(6RS) -N-[ (2S) —1-$2 HE P -2-FE ] -N-F B4 Q-3- CREE L) —2- (MEhE-4-45) -4,

5,6, 7-PU &~ 1 H-M5| W6 - F It fiie
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TEZ R TS (6RS) -3- IR e -4 02— (tng-4-3%) -4,5,6, 7-VY A~ 1 H-Pg| k-
6-F% (9;60 mg, 115 pmol) .\DMF (2 mL) \DIPEA (60 uL, 345 pmol) . (2S) -2 (A4
) H-1-8% (65 mg, 345 pmol) AIT3P (104 uL, 50%, TDMFH) KRS h IR EGY
ﬁ‘zéﬁ%ﬁ T%U%HPLC @m@f@ éwuﬁ@m ‘f‘%/\% 22 mg, 41%) .

X2 "_"‘.{:ﬂ"“i‘ X

[0528] iﬁﬁf?ﬂlﬁ
N= (4= { (6RS) ~3~ % e Hem6—FF Hem6— [ (4—FF HEWR W —1 —H) 3031 ~4—8LA%—4,5,6, 7P
- TH-IW-2- S kg -2 3) 2k RY

e

O
by R
N M

Rl : ?’é S’l
e RN

fon

FEA0 CHEFEEL 7 (BRS) —2- [2- (Z BE AL & HL) b mg-4- L] -6- F B -4 A0-3- CREER
) -4,5,6,7-VUE-1H-"|WE-6-Ff (141;50 mg, 119 pmol) \EtOAc (4 mL) .DIPEA (62
pL, 358 pmol) J1-FAFENREE (80 pL, 717 umol) FIT3P (142 ul, 50%, T-DMFHY) K154
16 ho MNIK , #8470 FHE t OA c &5 BRI 28 T MR 4 158 o b i€ v 4 J5 , % 5k B8 W 1ok
Biotage (SNAP % AftAE11 g, MeOH:DCM) b H 2. TkiR 42 LA 15 B4R @4k 54 (26 mg,
41%) -

[0529] ﬁ:ﬁ@fﬁﬂlm
(6RS> -2- (2_ZEﬁH§%ﬂtt%_4_%) _g_j‘:Hg%_N s N ) 6_EEFI %_4_/?‘41_%_4 s 5 ’ 6 ’ 7‘@%‘
LH-M5| W —6- 1 B fig

FE40 CHUFEL & <6Rs> —2-[2- (LB FE L) MEng-4-3E ] -6-FF 4540 -3- CRIE&
) -4,5,6,7-IUSE-1H-W|Ws-6-F# (141:50 mg, 119 pmol) \EtOAc (4 mL) .DIPEA (62
pl, 358 pmol) N-FFFEHfZ (358 plL, 2M, FTHFH) FIT3P (142 pl, 50%, F-DMFHR) [#) VR
HEHL6 ho MK, IR A FHEtOAc R HUFF 22 TR RN )t o 1t 98 IR 4 )5 , i@ it Biotage
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(SNAP %Ak HE11 g, MeOH:DCM) ANl 24 TLC (MeOH: DCM) 2l k7% B8 ) A4S B bR AL &4 (24
mg, 43%) .
HNAR
(Y 558
1ML T
[0530] %ﬁﬁfﬂlm
N-{4-[ (6RS) -3-FKigH~6- ([ (2R,6S) ~2,6~ I FLOmk—4-JL ] B3t | -6 FL-4-4 /8-
4,5,6,7—@’%:&—1H—"§|”7k 2-FETEE -2-3 ) 2. W%

TE40 CHEFEEL 7 (BRS) —2- [2- (Z BE AL & HL) M me-4-JE ] -6- B B -4 0-3- CREER
) -4,5,6,7-VUA-1H-M|M-6-F % (141:50 mg, 119 pmol) \EtOAc (4 mL) .DIPEA (62
ul, 358 mmol) « (2R,6S) -2,6- —FI LIk (44 pl, 358 pmol) T3P (142 ulL, 50%, T
DMFH) VR G416 ho IMAIK , IR AW FHEtOAC K B I 2 B B 4 T o i B Ik 4 Js , e
Biotage (SNAP % fk7f11 g, MeOH:DCM) Fli| £ TLC (MeOH:DCM) 2l fv.5% B8 ¥ LA 15 B b i
&1 (18 mg, 28%)

e

IR

FAT{IN
[0531] %EWJI%

N- (4= { (6RS) —3- Ikl d—6-[ (B-FEIRIF T i1 —45) Fedik ] -6-H Fk-4-%1X-4,5,6,7-
@%—1}1—[@[%—2—%} e -2-3%) 2 Wi

FE40 CHEHEAL & (6RS) —2- [2- (L B HEZ L) ML me-4-38 ] -6 - FF B -4 54X -3- CREER
) -4,5,6,7-PUA - 1H-W|W-6-F % (141;50 mg, 119 pmol) \EtOAc (4 mL) .DIPEA (62
uL, 358 pmol) \3-FRAZIF T4 (40 mg, 358 umol) FNT3P (142 pL, 50%, T-DMFH) E’»J?Ee
BY16 ho A, FHR A Y FEtOACAE BT L BB AN 15 o 1k B I Wk 4 )5, 1 5k B 1 0d
Biotage (SNAP % fbHE11 g, MeOH:DCM) ik H . Wk i2 4 LAAS BIAR 4L 54 (25 mg,
42%) .

[0532] j&ﬁﬁfﬁﬂlm
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N= (4= { (6RS) —3-ZR &3 -6-[ (3,3~ A T fi-1-3) At ] -6-F H-4-H48-4,5,
6, 7—@]%—1H—H§Iﬂ%—2—%} g -2-J&) 2 BER%

FE40 CHEHEAL & (6RS) —2- [2- (L B HEZ L) ML me-4-3E] -6 - FF -4 40 -3- CRER
) -4,5,6,7-VUA-1H-M|M—6-F 1% (141;50 mg, 119 pmol) \EtOAc (4 mL) .DIPEA (62
uL, 358 pmol) 3,3~ ALK T4 (46 mg, 358 pmol) FAT3P (142 L, 50%,$DMFEP)
VR EW16 ho A, K IRAY HEt0ACZE I L B R 4N 1 % o i 38 JF ik 4 J , 1l
Biotage (SNAP —4Hfkfif1l g, MeOH:DCM) WJ@XJ‘;%%%W%MTEWM\% (22 mg, 36%)

FENGR

S okl & PR TARHL LU (S 881,
S8 {3H SRR Y

[0533]  sZJEM177
(6RS) —2—-[2- (£, Br AL Z L) mEmg-4-FL ] -N- Q- &I H) -N, 6- = F R -4-5/C-3-
ORFEZEIL) -4,5,6, 7-VY & - 1 H-W5| k-6 FF B fik

¥ (6RS) —2- [2- (L W HEZ L) Mg -4-J5] -6 - F B -4 A0-3- OREEE AL -4,5,6,7-11Y
- 1H-M5|B—-6-F 8 (141;50 mg, 119 pmol) FIHATU (68 mg, 179 pmol) FIDMA (1 mL) i&
WOMANZE2-FEFE-N-F R 2% (16 pl, 143 pmol) AIDIPEA (25 pL, 143 pmol) ADMA
(I mD) IR EVIHAEZE DR M3 ho ¥R -G Yk 4 35 i fi & HPLC - (Bt J732) Al 2%
HCMwHMW%%uHﬂﬁW%A%@6m,M%

&y ";*}‘f“ w;@-}

¥ H}, 33
[0534] %ﬁ@fﬁﬂm

(6RS) —2-[2- (L. WE S = L) MEme -4-FE 1 -N N- 2. Fb-6-F 3k -4 X -3- CRILE L) -
4,5,6, 7—@%—1H—ﬂ3lﬂ%—6—Eﬁ Pt fiz

% (6RS) —2-[2- (C B FE R IE) MEmg-4-FE ] -6-FF F-4-4 /-3~ CRILEIL) -4,5,6,7-14
S-1H-WWE-6-FEE (141550 mg, 119 pmol) FTHATU (91 mg, 239 pmol) (UDMA (1 mL) J&
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WIMANZEN-Z R 2. %54 (39 mg, 358 pmol) FIDIPEA (125 pl, 717 pmol) [IDMA (1
mL) V& AW FAE IR T I NS ho TR A WD 4e FHiE 1L fil 2 HPLC - (B4 /572 Al 4 TLC
(MeOH: DCM) ?W%U\ﬁiﬂﬁﬁﬁﬂc/\% (23 mg, 3%)

[0535]  SEJff179
N-4-[ (6RS) —6-F JE-6- (2- %8 2+ -6 -F 4% [3. 3] Fi-6- 2L i) —4-A-3- CRIER
) -4,5,6, 7-PUE - 1 H-M| Bk —2- 2] ﬂtt%—Z—%Z@ﬁﬂﬁ
- o
1

¥ (6RS) —2- [2- (LB HEZ L) Mg -4-J8 ] -6 - B -4 A0-3- ORI -4,5,6,7-111
S 1H-M|B—6-F 8 (141;50 mg, 119 pmol) FIHATU (91 mg, 239 pmol) AYDMA (0.9 mL)
VBN B 28 7 -6-% 2«8 [3.3] ke (52 mg, 358 pmol) FIDIPEA (167 pL, 956 p
mol) FYDMA (0.9 mL) V& EW)FHHAE %?ﬂ%?ﬁﬁé&f 3 ho IR Gk 4n T it fil & HPLC (B
PEJT) %nﬁaﬂ%me (MeOH DCM) ?Mcuﬁiﬂﬁ el

[0536] %ﬁ@fﬂwo

(6RS) —2-[2- (£ Bpe F 2 %) ML WE-4-F] -N-[ (2S) -2- RS L A AL ] -N, 6- — F 4%
R-3- GEREEFE) -4,5,6, T-PU 5~ 1 H-15| k-6 FF Pk fié¢

180-2: [ (2S) —2—-FH 4 FE TR ik ] HR b U o FR R BT i

: N_,.w,\

3,\.\.-\

M1.83 g SALEN (60% HER =4 ¥ MATHE (60 mL) 2R G MM T (2.84
mL, 45.7 mmol) FIYATTHF (10 mL) H i [ (2R) —2-F2JE AL ] R FF BT i (CAS—No:
119768-44-4;2.00 g, 11.4 mmol) fEZE N IFEGM4 h, IO B IR L7 I
TEF BB E R R R P 45 LAAE 21960 mg (34%) AREAL A
[0537]  180-1: (2S) —2-FAKE-N-FH AN -1-#HANY)

e j\ 'gs'*{:. ol
TES0CANAAE [ (2S) —2-FF LA L] F L A F IRAUT s (180-2;960 mg, 4.72
mmol) FIELER (14 mL, AMT AR C ) BITR S W16/NE o B VA7), FH 2 BRR $2 5% B

YTV iE LA 31425 mg (61%) bRBULEYD.
[0538]  (6RS) —2-[2- (LB FEE L) ML mg—4—FE ] -N-[ (2S) —2-F 4 FE A AL ] -N, 6-  F JE-4-
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FAC-3- CRIEFE L) —4,5,6, T-VU A~ 1 H-M5|We—6-H [t i

¥ (6RS) —2- [2- (LB I E L) Mg -4-JE ] -6 - FF -4 A0-3- OREAZE L) -4,5,6,7-111
S-1H-M|WE-6-F (141550 mg, 119 pmol) AIHATU (91 mg, 239 pmol) fIDMA (0.9 mL)
R R (29) —2-FAFE-N-FHEA-1-# & (180-1:50 mg, 358 pmol) MIDIPEA
(125 pL, 717 pmol) FYDMA (0.9 mL) A, ﬁf%/mFﬁﬁ:&f 3 ho W IRA MRS I+ 8
T%EIJ%HPLC @Mﬁ«i) %n%ﬂ%mc (MeOH DCM) ewuﬁ@m el

ST IR VINE DG SN

[0539]  sKJifi 51181
(6RS) —2-[2- (LB MEme -4-FE]-N-[ 2S) ~1-F A LN -2- 2] -N,6- ~F H-4-
AAR-3- CEHE I -4,5,6, 7-PU A~ 1H-W| k-6 - B Ik i
181-2: [(2S) —1-H A P —2-Fk ] L G FR R L T i

M1.83 g EALEN (60%) BREH Y0, IMATHE (60 mL) , 2R 5 IR &2 (2.84 mL,
45.7 mmol) AIVATTHF (10 mL) A [ (2S) —1-F4E L A -2- 3] ARG R EEUT B (CAS-
No: 167938-56-9;2.00 g, 11.4 mmol) fEZ i NI S W4 h, INNFBEFFFR L7
IO =SB, 16 &I ol i ik o JE IR A LAA3 201,00 ¢ (38%) Fraifh &4
[0540]  181-1: (25) —1-H 4 J-N-F B PN -2 L4

TES0C A S [ (29) ~ 1 - AL F -2- ] F A AR R T B (180-251.00 g,
4.92 mmol) AIEEER (12.3 mL, AMT RO LeH) BIVREW 16/ o Bk L5, I 2 Tk
RIBRE I TEDTIE LA1S 21446 mg  (62%) Fraiitb 5.

[0541]  (6RS) —2-[2- (L W L2 H8) MEmeE -4-JE]-N-[ 2S) -1-H S L -2- L] -N, 6- —H
-4 A3 (ZIK%%%) -4,5,6, 7V~ 1H-W5| Wk -6 1 fli

# (6RS) —2-[2- <Z@%%§u%> ik g -4-3 ] -6-F J 4483~ CREZE ) -4,5,6,7-14
S-1H-MWE—6-FF % (141;50 mg, 119 pmol) FIHATU (91 mg, 239 pmol) IDMA (0.9 mL)
FERIMANZE (2S) -1 -FHIE-N-F T -2-Ha (181-1;50 mg, 358 umol) FIDIPEA

180



CN 107922389 A i BB 156/211 51
(125 pL, 717 pmol) FIDMA (0.9 mL) V&), JFALZE M REFE AL ho KR SRk Sa I il
1o i % HPLC (Tﬁﬁﬁﬁ) MIf[ £ TLC (MeOH:DCM) ZE4k LL1S B FR e iL 54 (22 mg, 34%) .

%‘,S;{ oy & pp b $TAMY BV SHL DAW AT MY

A4S UL ST OHL S50 DHL B SN UHL TS DHL TR ML A (ML 8

[0542] iﬁﬁf&fﬂ 182

(6RS) —2- [2- (L. B AL FL) Mhmg-4-FE ] -N- Q-FEHE-2-FH L) -N,6- ~H H-4-%4
fR-3- CEREIL) -4,5,6, T-VU A - 1H-05|Wk—6-FF B iz
T “i ‘ ‘}

¥ (6RS) —2- [2- (LB A% L) ME e -4-38] -6 FF -4 40-3- GREER L) -4,5,6,7-11
S-1H-WW-6-F i (141;50 mg, 119 pmol) FIHATU (91 mg, 239 umol) fUDMA (1 mL) ¥4
TN Z2- BN, 2- IR -1-5 &b (30 mg, 195 pmol) FIDIPEA (83 pL, 479
umol) FIDMA (1 mL) VB &4, 4G S RLAE 2l R HiFE6 hIFAES0 CHEFEL ho KR AR 4A T
T%U%HPLC (’ﬁ)ﬂiﬁ%‘) & TLC  (MeOH: DCM) é@ﬂcuﬁiﬂﬁ BALEY) (10 mg, 16%) .

il

Las :smgx

[0543]  sLjfs183
(6RS) —2-[2- (LB AL L) mhmg-4-JE ] -N,6- R -4-#1 A -3- ORFRZE L) -N-TH -
4,5,6, 7-VU%4~1 H-M3| Wt —6— B ik fii

% (6RS) —2-[2- (LB FEEFE) w4 ] -6-F -4 48 -3- GRILEIL) -4,5,6,7-14

S -1H-M5|We—6-FF 2 (141;50 mg, 119 pmol) FIHATU (91 mg, 239 pmol) YDMA (1 mL) V&

WOIMANEN-FZEF-1-% (18 pl, 179 pmol) FIDIPEA (62 uL, 358 pmol) fYDMA (1 mL)

RAEW), HAEZE TR B3 ho B IR A VI 4 Il ik ] & HPLC - (Bt 77 v2%) Al 26 TLC
(MeOH: DCM) £EAL LAAS BIFR AL A (19 mg, 32%) o

H NMR R MHx i}\1 SO & pem ﬁi@@:;{;}@“ﬁs AT CRHL 140

TAR ML 2N
i.%?’{m?}, 2.4%

S TLER Ny

[0544] %75@%184
(6RS) —2- [2- (LB AL MEwE-4-FE]-N- (2, 2- “HIIETAHL) -N, 6- — A k44403
CRILAIL) -4,5,6, 7- D0 A~ 1H-5| -6 - FF B fik
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¥ (6RS) —2-[2- (LB BL) Wh g —4-Jk ] -6-FF B—4-440-3- OREEZEFS) —4,5,6,7-1
S 1H-W|W—6-F 8 (141;45 mg, 108 pmol) FIHATU (82 mg, 215 pmol) FYDMA (1 mL) i&
WBIMAZEN, 2, 2- =R ER-1-FANY) (44 mg, 323 pmol) MDIPEA (112 pL, 645 pmol)
IDMA (1 mL) VR &) HAE BIL T IEE R N 16 ho 5 IR -& s Je it & HPLC - (Bt )y
15) M4 TLC  (MeOH:DCM) 24k LAAF BIFR 4L 54 (23 mg, 40%) .

DM 400 Mz, DMBO-6k} &

§

N g :

(ML NS CTHY S U, 08 1, T

CTML SR (TR 1083 (1M 1180 (18
[0545]  sLjEfs185

N-4-[ (6RS) —6—[ (3R) —3— (= HI HE 2 ) Mg -1 — 2k ] Pl Ak -6 F Bk -4 28X -3- OREE
%) _4 ) 5 ) 6 ’ 7_@%_11{_[]%[[]%_2_%] ntk%_z_% ZA@;EH;

°d o £y : g '\
3

¥ (6RS) —2- [2- (LB FR ) ik we—4-J ] -6 FF Bh-4-4AX-3- OREEIE) -4,5,6,7-14
S-1H-M5|e-6-FF i (141;45 mg, 108 pmol) FIHATU (82 mg, 215 pmol) HIDMA (1 mL) V&
WA (3R) -N N-F ML g f52-3-% (41 pl, 323 pmol) AIDIPEA (56 ul, 323 pmol)
IDMA (1 mL) VR AW, FEAE S NP NS ho B IR & Yk 46 JF @ i #] & HPLC - (B 7
%) M4 TLC (MeOH:DCM) 24k LAAF BIFR AL 54 (15 mg, 26%) .

T NRIR GO ME, DRSO B peny 10 (AN 185388 (1

TE2 LSS OIRL O L TP T G

{10

[0546]  5iZjifi 51186
N-4-[ (6RS) —6-FF F£-6-[ (1R, 4R) —-5-F }-2,5- XA [2. 2. 1] i-2-FE ] it -4-
EA-3- CREILEIE) -4,5,6, T-PU A~ 1 H-M5| -2 JE Ttk g -2 35 2, B i

¥ (6RS) —2- [2- (L BEHE 2 L) Nk we-4-JE ] -6 - F -4 -4 A0-3- O L) -4,5,6,7-14
S-1H-W5|B—6-F 8 (141;45 mg, 108 pmol) FIHATU (82 mg, 215 pmol) FIDMA (1 mL) &
WM ZE (IR, 4R) —2-FF -2, 5- 5 XA [2. 2. 1] Pige —EhMRE: (60 mg, 323 pmol) Al
DIPEA (169 pL, 968 pmol) [JDMA (1 mL) B&H), IFAEEIE N A3 ho KR &Mk 4
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JFiE Hl & HPLC (B PEJ7 %) M| & TLC  (MeOH: DCM) ZEAL LAAS B br @b 54 (11 mg,
19%) -

[0547] MWJB?
(6RS) ~2-[2 (Z, Bk B A5 M IE—4—HE] N, 6 ' HE-N— (2 F 3 P ) 4~ [ -3 (2
HEIL) 4,56, 711 H-05) U6 ki

¥ (6RS) —2- [2- (LB I Z L) b we-4-J5 ] -6 - FF -4 A0-3- OREEE AL -4,5,6,7-111
S 1H-W5|W—6-F 8 (141;45 mg, 108 pmol) FIHATU (82 mg, 215 pmol) FIDMA (1 mL) i&
BOMNZEN, 2- A -1-f& (39 pL, 323 pmol) FIDIPEA (56 uL, 323 pmol) FIDMA (1
mL) JB &Y, FEAE = IR TR M3 ho K TR A Wik 4 F i i 2 HPLC - (B ME 732 Rl 2%
TLC (MeOH:DCM) ik LAAS EIFRAAL A4 (16 mg, 29%) .

B E\\H' ey

SHL A0 BHL S
NS T 5

[0548] b&ﬁ@fﬂl%

N-4-[ (6RS) —-6-F JE—-6-[ (1R, 4R) —2- % Z+-5-RZ: A IA[2. 2. 1] F-5-FL Ptk ] 448 /-
3- CERE L) -4,5,6, 7-PUA 1 H-M|WE—2- 3L T ik e —2— 3 7, Ik fie

Ry

¥ (6RS) —2- [2- (LB FE ) ME e —4-38] -6 FF -4 4-3- OB L) -4,5,6,7-11
S -1H-M|we—6-FF 2 (141;45 mg, 108 pmol) FIHATU (82 mg, 215 pmol) (DMA (1 mL) ¥&
WANANZE (IR, 4R) —2— % 25— 2 WFF (2. 2. 1] Eke sh M #h (44 mg, 323 pmol) MIDIPEA
(112 pL, 645 pmol) IDMA (1 mL) V&4, FEAEZ IR TR R B3 ho TR -G Wik 4 i 1
Hl4HPLC (Bl PE V) %nﬁ%J%TLC (MeOH DCM) A4k DA B 5 R %A% (24 mg, 42%) .

WL
R

TH MR A
ML S8 ~%,,5*:e-a:rh‘ SAES 12 ML BN

EITENEE S I SO IR (T \Q\“‘

[0549] s 51189
N-4-[ (6RS) -6~ [ (Z Bk AL H k] -4-2840-3- CRILRIL) -4,5,6, T- DU - 1 H-M{ MR-
2-HE ] WL IE —2—F5 2.t i

i, DINB ) S ppead £ 33‘8”” ;‘”- B B2 SRRV I S
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FE100 CHiEt: [ (6RS) —2- (- LB g Bt g -4 - F8) —3- IR i e -4-%1X-4,5,6, 7-I4 & -
LH-Pg| W -3 ] FF EL AR S (151-1;75 mg, 160 pmol) FIZBREE4N (81 mg, 960 pmol)
FIDMA (2.3 mL) V@G5 ho IIAIK KR & Wik 4 I 8L i 4 HPLC - (Bl 5 %) 4ib A5

BIFREL 5 (44 mg, 60%) .

[0550] iﬁﬁf?]wo
N= (4~ (6RS) ~4-%8A8-3- CRILEIL) —6-[ (H-2- Mk k) FIk]-4,5,6,7-PUS - 1H-H]
Ve—2—JE g -2-3E) 2 WER%

e

M Nl
N
W%

FE100 CHEF: [ (6RS) —2- (2- LB b g -4-45) - 3-8 ek -4-4K-4,5,6, T-IU & -
LH-W| W —6-JE ] FR L FR AR EE  (151-1:75 mg, 160 pmol) M KE—2-FREE4N (94 mg, 960
pmol) FUDMA (2.3 mL) V&S5 ho IIAIK, RS0k 4 Il id fil % HPLC - (Bt 5 7%) 2idk
W%MTEWC/\% (43 mg, 57@)

[0551]  SEjitaf191

N-4-[ (6RS) -6-[ (BT FEmi b k) B ] -4 AX-3- ORILE L) -4,5,6, T-JY & - 1H-W|
Uk —2-Jk b g -2 Jk 2 B
(,‘.“v'\,,
s
Sowh @
B
“‘w‘\‘ e « \'&EJ; i

¥
N

:
/-;

FE100°CHEFE [ (6RS) —2- (2- 2Bk AL me e -4-L) —3-Zk i i -4-%548-4,5,6, 7-VU & -
IH-M5|WE—-6—JL ] I L RS EREE  (151-1575 mg, 160 pmol) FI2-FF L TA kE-2-AREEAN (108
mg, 960 pmol) IDMA (3 mL) VBEH5 ho IMAIK , 1GIR & VI 4 8 il & HPLC - (Bt 77
1) S LA BIAR B A (45 mg, 58%) .
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SHL TAS OIML TAS CIHL AT (R

[0552]  sLJf]192
(6RS) —2— -Z FEME e -4-38) -3- CREEEAL) -6-[ (N-2-2Emmbedd) F2E]-1,5,6,7-14
& - 4H-| Wk -4~
192-1: [(6RS) —2- - FEME e -4-58) -3- R g -4-4M-4,5,6, 7-VUE - 1H-F|V& -6
] FR 2 F T R B

TEZE T HEFE 6RS) —2- @-Z At e -4-3%) -6- FRILF L) -3- OREAE L) -1,5,6,7-
V& -4H-M5| k-4 (87:1.17 g, 3.34 mmol) \DMAP (41 mg, 334 pmol) FIH HELS
(311 pL, 4.01 mmol) IMERE (18 mL) VAWA4 ho IIAMeOH, ¥ IR -&WIH4i It it Biotage
(SNAP % 4LE110 g, MeOH:DCW) 4lifk AR BIAR AL A (1.27 g, 89%) o
[0553]  (6RS) —2— (2-Z FEMEmE -4-J) —3- R AR 58) -6-[ (-2 H:hule i) FH4£]-1,5,6,

- 43
\EN»\ SR T
3

TE100°CHEH: [ (6RS) —2— (- Z FEME e -4-38) -3- Ik el -4 18-4,5,6, 7- VU & - 1H-H|
We—6-JL ] L RS IRES  (192-1:512 mg, 1.20 mmol) FIPAKE-2-FREE4N (707 mg, 7.20
mmo1) (JDMA (17 mL) B A M5 ho IMAIK, KRG 48 381t Biotage (SNAP % fLHES5
g, MeOH:DCM) ZEAL AR BIbrfL A4 (411 mg, 84%) .

TR0 PIHL HLTLOINY
[0554]  SEjifs193

(6RS) —2— Q- FEMEE -4-FE) —3- CRILEIL) —6-[ (S) -TH-2- L WAkl 3L ) FH 3E-1,5,6,
7- VU & —4H- M| W -4

o
‘ 8
B b3
:‘,"‘A‘\-ﬂ“‘v

o
Vo

R YA e
“"-%‘-\'“"'x,zﬂ." N’ “'§:§»

S

TEE IR FFEAL S (BRS) —2— Q-G Fnth g —4-3%) -3- CRILE L) -6-[ (A-2- iR ki dh)
FH]-1,5,6,7-V0S~4H-M|W-4-F (192714 mg, 1.76 mmol) .mCPBA (741 mg, 75% Fl
DMA (50 mL) VB &¥016h. INANTEA (ImL) , K5I8 5Pk 4E 31l it Biotage (SNAP % fLkE
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55 g, MeOH:DCM) ?MKU\?%@H‘T Wa"% (246 mg, 32%) o

[0555]  SZjf]194
(6RS) —2— (2—Z FLnh g -4-HL) -3- CRILE L) -6- [ (H-2- Ll L) FAt]-1,5,6,7-14
S~ 4H-H5| 4

TEZEE T HFAE (BRS) —2- Q% &ML g -4-45) -3- CREEZL) -6-[ (H-2- AR f L)
HXE]-1,5,6,7-PUS-40-%|We—-4-F7 (192714 mg, 1.76 mmol) .mCPBA (741 mg, 75%) #
DMA (50 mL) FIVEA16he JHANTEA (ImL) , KRSk 4r JF it Biotage (SNAP 2 b Tik
55 g, MeOH:DCM) ﬁE%U\ﬁ@JﬁEﬁ%/\% (173 mg, 21%)

2R HNLTTS

[0556]  SLJif4195
(6RS) —2-2- [ (450K FA Bk k) G B Mk g —4— LN, N- = FF 441 f0-3- CERE L) 4,
5,6, 7-VU 5~ H-M5| Ws—6- FF B fig

FEZER TP 6RS) —2-2- [ (-5 FF ) L T kg -4 -4-% (A0 -3- ORFEE
) -4,5,6,7-VUE - 1H-M|WE—6-F 2 (145;60 mg, 123 pmol) .DMF (2 mL) .DIPEA (65 p
L, 372 pmol) N-FFEER % (186 pL, 2M, FTHFH) AIT3P (112 pL, 50%, TDMFH) fIVRE &
M ho BB APk gk i & HPLC (B 7772 2idk LA BIFR AL A4 (36 mg, 54%) .

’?’§"~¥s"s\\§~*r{\«§:}t‘ S DME S pom 283 (1 f‘? Eﬁ,\ 2884 SS N NL T 8L
CTHL BANU8 S TOS L T A0 CRRHL B IR UHL BB

DU, HE TS UL IR0 O
[0557]  sZjifs196

(6RS) —2-2-[ (4- R FF R L) &AL ] b e —4-FE-N- (2- 8 JE 2, 58) -N-FF -4 fX-3-
(CRFLEIL) -4,5,6, T-PU S~ 1 H-M5| e—6- FF fE e

8 f»\m.,%

G we X
Moo

388

e
4

W

TR *""k\m S w\\: 23
S *\\ “x\\»"‘“"‘\ vﬁ{\ ,z {*}\
k &

2

"mn/

FER NS (6RS) —2-2- [ (4-F008 F L) B 2k ML g - 4-FE -4 A-3- OR A
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) -4,5,6,7-T1E - 1H-M|KE-6-F (145;60 mg, 123 pmol) \DMF (2 mL) .DIPEA (65 n
L, 372 pmol) <2—- (FAJEEIL) 2.8 (30 ul, 372 pmol) T3P (112 ul, 50%, T-DMEH) [f)
BAEY hBIR-ESY L pE I @ L H A HPLC (Bt 77 3) Ak D45 B bR i 54 (49 mg,
69%) .

'E}"QG AR & e SRG-Z BN OINL R 482, B8N S 883

B SR i \“Q»\M-ﬁ{‘\ k'gi“

S S

{f}f\ 3 WA RSN N "' $\5-"7 &5 }'\':}.;
DYMEE QO3S P IR TS I V2 OE I

[0558]  SLJif]197
(6RS) -N,N- - 453~ CRILGEIE) —2-2-[ (1, 3-MEme—5-JL L) Z Ltk ng-4-
H-4.5,6,7-PUE - 1H-I|WE-6-FF B ik

JARE -t R ik S Ay (6RS) —4-SAA-3- ORIEEIE) -2-2- [ (1, 3-MEME-5-JL ) S L ] it
WE-4-3-4,5,6, 7-PU S~ 1H-W|E—6-F 1 (146560 mg, 127 umol) \DMF (2 mL) \DIPEA
(66 uL, 380 pmol) N—EﬁﬁzEﬁﬂz (190 pL, 2M,T-THFH) FIT3P (114 L, 50%, TDMFH)
HITE AL ho KR &P e @3 fil & HPLC  (BiEJ5 120 AL LUAS BRI 54 (43 mg,
64%) o

[0559] st 198
(6RS) -N- (2-F2Jk £ J%) -N-FF 44 f0-3- CRAL20E) —2-2-[ (1, 3-MEmME -5 e dit)
AN E-4-H-4,5,6 7—@%—11{—%‘!%—6—@@%@

FEE R M S (BRS) —4—%&4&—3— (RIS IE) —2-2-[ (1, 3-MEME-5-FL B L) S k] ik
WE-4-%-4,5,6,7-PUSE -1 H-M|WE-6-FF 8 (14660 mg, 127 pmol) \DMF (2 mL) .DIPEA
(66 pL, 380 pmol) .2- (FAFLEEL) ZF% (31 pL, 380 pmol) MIT3P (114 pL, 50%, FDMF
) KRS hoo B iR St pE I 81t il A& HPLC - (Bl J7v22) 4lifk DL B bR Ak &4 (49
mg, 69%)0

B8R

im* 58 (IR

[0560] ﬁ&ﬁﬁfﬁﬂl%
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N- (4= [ (6RS) -3~ -6 ([ (FILRAIELL) RUIE] I} 4-%1%-4,5,6, 7- P &~ 1H-15]
V-2~ FET -2} LB

P

el
au O &
Mo LN e N S

N RS

S

FEZ L T HEFEN-4-[ (6RS) —6- (AL F ) -4-FAU-3- CRIEEIL) -4,5,6, T-VI - 11~
W5 —2-FE T ML g -2-F 2 Wik (156540 mg, 103 pmol) \FRABES (16 pL, 205 pmol) fY
MEng (1.2 mL) JB-S416h. I1AMeOH, K18 & Wik 4 3 il 1d fil % TLC - (MeOH:DCM) 2ii4k PA1F
FbRREAL A (36 mg, T0%) o

Kz, DMSD

[0561]  sEZjfifsi|200
N~ {4~ [ (6RS) ~6- (ZBLMIL A 38) ~3-JE M- 4-41R -4, 5,6, 70 2 - LH-1|k -2 JE] ot

g -2-3&) 2Bk R%

N

TEZ W T BHEN-4-[ (6RS) -6- (R HEH L) -4-A-3- CREEE L) -4,5,6, 7-JU S - 1H-
IR -2~ BE LN -2 R L W% (156540 mg, 103 pmol) \ZBEs (15 pl, 205 pmol) M
WE (1.2 mL) VA HI16h. INAMeOH, KR &Mk 46 3 8 i & TLC  (MeOH: DCM) 24k LA1S 2]
PREEL A (28 mg, 59%) .

(05621 522551202
5[ (6RS) ~2- [0 (7, BB ) e HE ] A=K —3- CRIEEI) —4.5,6 ,7- P -1 -
-] R

FEZEE FEASR PR S (4E) -5-[ (6RS) -2-[2- (LB AL & L) Mg -4-FE ] -4-%K
fR-3- GRIEE L) -4,5,6, 7-PUE - 1H-W|W-6- 5L ] R—4-J5 8 (149:27 mg, 59 pmol) \Pd/C
(6.3 mg, 10% THF (1 mL) FIEtOH (1.3 mL) FVR-EHI16 ho iyl )5 , K iR & Wik 4e it i i
4 TLC  (MeOH: DCM) 2E4k LR BIAR AL 54 (9 mg, 32%) .
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H a\‘e‘*w \&zi‘i} Fﬁi“tx E&?ﬁ"“\& AT porn T2 LA M LSO R B ML as P 4N

HY SO0 {THEL Ptiahy T8 ML 758

[0563] jgﬁﬁfﬂ203
(6RS) —3-ZR S -N N- - R PR S -4 A8 -2- (ke -4-3%) -4,5,6, 7-VU S - 1H-H5| Bk —6-
R i

pEs (6RS) 4~ -3 ORI EFL) —2- (ke -4-F5) -4,5,6, 7-VUE - 1H-W|We-6-F R (9;
60 mg, 173 pmol) MIHATU (66 mg, 173 pmol) AIDMA (1 mL) VAWM EN- 5 7 HE TR -2- %
(73 pL, 518 pmol) FIDIPEA (30 uL, 173 pmol) (IDMA (1 mL) JR-&4IFAE50°CHERE B
16 hoﬂ%‘/ﬁé %mé’fﬁ%ﬂ T%H%HPLC (Wﬁﬁ/i) W&L/Lﬁiﬂiﬁ“ﬁ%/\% (16 mg, 22%)

,, mw{ 558 ‘,"H}.‘ 8

[0564]  SKjife 1204
(6RS) —3-A ik —2-[3- (2, 2- AL 5AIE) MEmE-4-JL]-N,N- " R H-4-%5(4{-4,5,6,7-
V0 28—~ 1H-5 R —6— Eﬁﬁﬁ*ﬁﬂéz

EZEIE TS (BRS) —2-[3- (2, 2- R 44 Mg —4-34 ] -4-%48-3- CRIEA
) -4,5,6,7-I4E - 1H-W|WE—6-F & (16630 mg, 70 pmol) \DMF (1.1 mL) .DIPEA (55 n
L, 316 pmol) N-FFFEH % (158 pL, 2M, FTHFH) FIT3P (95 uL, 50%, FDMFH) VR4
W2 ho IR -E A4 58 i 2 HPLC (E)ﬂ@ﬂi) emuﬁ@m L5 5 mg, 16%) o

SHENMR (00 MR, DRERO sn\m:e A
A0 ‘{*'ni“? S8 {IHL S0 R B3N
SO BT
[0565] %B@fﬁUZOS
(6RS) —3-Z Jlg i —2-[3- (2, 2- F L AE) MEWE—4-JE]-N- (2-F2 L £ ) -N-FF -4
fR-4,5,6,7-JY &~ 1 H-M5| k-6 - FF B i

N
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TEZR N FES (6RS) —2-[3- (2, 2- R L ARL) Mg -4-2E]-4-F48-3- CRAER
) -4,5,6,7-I0E-1H-W|WE—6-F (166330 mg, 70 pmol) .DMF (0.8 mL) .DIPEA (37 n
L, 211 pmol) \2- (FRALE L) 2.8 (17 pL, 211 pmol) AIT3P (63 pl, 50%, T-DMFHH) ¥ 1E
AW h AR ARG FF B & HPLC (B ME 75 aifk LA B bR AL 54 (10 mg,
29%) .

[0566]  SLJifi {51206
(6RS) —3-ZR it —2-[3- (-2 £ L) MEmE-4-JE] -N N- 1 J-4-%(1X-4,5,6, 7-I/Y
— L H-W5] -6 5 fl

w \

TEZER T HAE S B6RS) -2-[3- - 2 I Mg -4-3] -4-540-3- GRRAER) -
4,5,6,7-VY&~1H-M|M—6-FF % (165;50 mg, 123 pmol) \DMF (1.8 mL) .DIPEA (64 plL,
368 pmol) N—Eﬁmﬁﬂ; (184 L, 2M, ?THFEP)fFHTBP (114 ul, 50%,JPDMFE1:>E1@75/E.\¢@1

‘i‘*? QiR (i
[0567] %ﬁ@fﬂZO?

(6RS) —3- Ik i dt—2- [3- (2-Fa L 2 5 FE) Mg —4-FE ] -N- 2-#2 3L 2 F8) -N-F J-4-%
f£-4,5,6, 7-VY 5~ L H-M5|W:—6— FF i e

FEZE I TS 6RS) —2-[3- Q- A A e -4-Jk] -4 -3- ORIEEIL) -
4,5,6,7-PU& - 1H-M|W-6-FF % (165;50 mg, 123 pmol) \DMF (1.8 mL) .DIPEA (64 pL,
368 pmol) \2- (FRRL G L) 2. BF (30 uL, 368 pmol) FIT3P (111 plL, 50%, FDMFH) fIVRE &
M ho R TR AV 4a 8 i il & HPLC (W@i&) Q@%U&%@Uﬁ FALA) (12 mg, 19%) .

NGRSO MM, DMBO G S pan Q.5

[0568] j&ﬁﬁfﬁﬂ208
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(6RS) —3— A ik —2-[3— (AT I 8 E) ML g -4-24 ] -N N- " Rk -4-%4(-4,5,6, 7-I1
A~ [ H-H5{ =6 EF'E%

R TS 6RS) 3Ok flickk-2- [3- GRAN AL FF L) mkmg—4-JE] -4-%1K-4,5,
6,7-PUE - 1H-M|hk-6-FFE (158;30 mg, 72 pmol) .DMF (1.1 mL) .DIPEA (38 pL, 216 n
mol) JN-FFEEFfZ (108 pL, 2M, FTHFH) FIT3P (65 plL, 50%, FDMEH) FIVES401 ho ks
/m.%{MﬁﬁLﬂ%U%HPLC @m@ﬂa é@ﬂcuﬁéﬂﬁﬁﬁw/\% (15 mg, 47%)

[0569] Mﬁmzw
(6RS) —3-Zk g2k -2-[2- ({L (IRS) =2, 2- " HIA N AL ] P Ak} A 50) Mg -4-JE ] -4 8~
4,5,6,7-Vi&- 1H—ﬂ§| -6 FF iR P i

H4 (BRS) —2— - FEMLIE -4-3L) -4- A -3- ORFRAEIL) -4,5,6, -V - 1H- W[k -6-H
MBS (31;150 mg, 398 pmol) FIHATU (348 mg, 917 upmol) MIDMF (1 mL) VEWINAE
(IRS) -2, 2- A A FEE (112 mg, 917 pmol) MDIPEA (160 pL, 917 pmol) FYDMF (1
mL) VA Y IFAESO CHEFE I BLL6 ho KR SR A I lidBiotage (SNAP & ALHELO g,
MeOH: DCM) 24k DA1S Bbr ik 54 (154 mg, 72%) .

NN %x (AR MR DB

R i e i

LRH 1
[0570] M@fﬁuzm

(6RS) —3- 2R Jie ik —2-[2- ({[ (IRS) -2, 2- oI ] Bl ik} 2 ) b —4-J ] -4 %X -
4,5,6, 7-PY - 1H-W| W —6-F IR

SRR i e EBEOMY BN

OO BT UIHE PO (R TR

(YR T CEML BRI, SR8

TEZ W N HEFE (6RS) —3—31*:@%—2— [2- ({[ (AIRS) =2, 2- 5 IR 3L ] Bk ) &008) kg -4-
] -4-%40-4,5,6, T- VY- 1H-M|E—6-F R F BE  (209:150 mg, 312 pmol) (EE AL
(1.25 mL, AMPI/KIEW) ~THE (1.2 mL) FiMeOH (1.2 mL) BIRSW104:8h . i\ h R
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(1.67 mL, 3M) JRR S YIRAR R ULTE KB 0F TR LR BAR L 59 (111 mg,
7% o

“.-»-?Mx**i..:fmﬁm O6EIT L
T8 __,w FTATOHL S L SRR (T

o
e
e

[0571] %ﬁﬁfﬁjzll
(6RS) -3~ TR it HE—-2-[2- ({[ (ARS) -2, 2- H|IFNRE] pedt ) & L) M me -4~ ] -N,N- - F
H-4--4,5,6, 7-PU A~ 1 H-M5| k-6 H ok iy

L= MRS 6RS) -3-Z8 1k -2-[2- ({L(RS) -2, 2- “FIF A I} 25 it
W -4-3E]-4-418-4,5,6, T-PU A~ 1H-W|W-6-F B (210355 mg, 118 pmol) \DMF (1.5
mL) \DIPEA (62 ulL, 354 pmol) N—EﬁﬁEﬁﬂﬁ (177 pL, 2M, TTHFH) FIT3P (106 L,
50%, TDMFH) MR AL ho KR A4+ 8L fil & HPLC (BRMETT 12 ZEAL AR B br i ik
A4 (24 mg, 39%)

{2 -3

(T 383 N 08
[0572] %ﬁ@fﬁJZlZ

N-(4- { (6RS) —3- IR fiic i —6- [ G A A B e 2k) H Ak ] -4-%(18-4,5,6, 7-PU - L H-W5| D&
2— 4} EIE-2-45) -4~ ‘ﬁh 3—FR AU R R i

BA-F-3-FEHERFR (42 mg, 246 pmol) AIHATU (94 mg, 246 pmol) FYDMA (1.2
mL) VAN ZE (6RS) —2— (2-Z FEMEnE -4-38) -3- CRIEZE L) -6- [ (R-2-JEmi e ) L] -
1,5,6,7-VY&E~4H-M5|W—-4-FF (192;50 mg, 123 pmol) FIDIPEA (43 pL, 246 pmol) fDMA
(1.2 mL) V&AW, HAES0CHEHE R BL16 ho TR Ak de il at il 2 HPLC - (BPE J57%) FA
mw%%%%u%ﬂﬁ@%A%Q8m,%%o

T K }
¥ $3\ §i ¥ ’R’id
[0573] %BEWIJHB

N-(4- { (6RS) —3-ZK i —6- [ Cr A AR IR e 2h) H k] -4-%18-4,5,6, 7-PU S 1 H-W5| k-
2-FE} ke -2-3) 29 -2 F AL A B
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3

$
N

*'o\ o ﬁ\\ﬁ\v’s\«
$

Bo--2-F AR (26 mg, 246 pmol) FHATU (94 mg, 246 pmol) IDMA (1.2 mL)
RN (BRS) —2- Q—RIEMEIE-4-3E) -3- CRIEEIE) -6-[ (F-2- MRk P -1,
5,6, 7-VUS~4H-M| W -4-FH  (192;50 mg, 123 umol) MDIPEA (43 pL, 246 pmol) [IDMA
(1.2 mL) V8590, FAE50 CHEFE R N6 ho K 1R AR 48 JF @It il 4 HPLC - (B J575) A
MeOHén E.HWJM{%IHT Hﬁﬂc/\% (17 mg, 27 /o>

g8 -;‘-?ihi}

[0574]  sZjffs]214
1= (4- { (6RS) —3- IR fiic i —6-[ (A A B e 2k) H k] -4-%(10-4,5,6, 7-PU & LH-W5| D&
2-4) Wy¥-2-38) -3 PN

FEZE T T e (6RS) —2- 2-Z b e -4-58) -3- CRIE L) -6-[ (H-2- ke L) H
H]-1,5,6,7-P0E-4H-WW-4-F (192:60 mg, 148 umol) \FFIRIR A ALE (25 1L,
295 pmol) HIMERE (1.6 mL) IR EW2.5K IR GRS H1E 1§ 4 TLC  (MeOH: DCM) 1A
MeOHZ: im AL LA RIS AL 54 (10 mg, 13%) o

S NMR 400 MMy, {‘%e‘(‘}ﬁ"»’\":i S ﬂ*f-’_? SAML D8R (3, 13

[0575] jeEWsz
1= (4= { (6RS) —3-IR ik —6- [ (A FLTEIEFL) B 3L 1 -4-464X-4,5,6, T- VY&~ 1 H-H5| W -
2-J5 ) AL mE -2-J) —3-FRTA AL AR

TEZIL N PEHE (6RS) —2- (2-ZEML g —4-H) -3- CREEZIE) —6- [ (-2 & T 1) F
#1-1,5,6, 7-VUE-4H-M|BE—4-HF (194530 mg, 68 pmol) . RHERB A AL (11 uL,
137 pmol) fMENE (0.8 mL) VBAA16 ho 45 A W04 I 3B i MAMeOHZS i 44k L3 31 bk 7t
AW (21 mg, 55%) .
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BOTBE THY B0 (IHE B BRI, TLEE T
[0576]  sLJf]216

N={[ (6RS) -3~ & -4-F -2 (Mkme-4-F%) -4,5,6, 7-VU S~ 1H-Mg| k-6 3L ] FE 5L -
L-TH & B iz

R TR E [ ©2S) -1-848-1- ([ 6RS) ~4-FAC-3- GRFLEIL) —2- (fng-4-3L) -
4,5,6,7-VUE - 1H-M|Pk-6-JL] B B L) TH-2- ] @5 AU T B (89554 mg, 107 w
mol) \TFA (124 pL, 1.61 mmol) FIDCM (3.5 mL) BIVE&416 ho IIANZ (0.5 mL, 25%]
IKIETR) FIDMSO (3 mL) , 45 VR A 3 4 1 3 il 4 HPLC - (Bl 77 7E) 24k LA 1S B4R ik A
) (36 mg, 79%) .

[0577]  sEjEp|217

(6RS) —3- A figHk—-2-[2- ({[ (1S,29) —2-FIF A =] P dik ) 2 ) ML WE—4-2£]-N N, 6-=H
H-4-5H4%-4,5,6, T-VY &~ L H-W5| W —6- FF 19

217-2: (6RS) —3- K Jedk-2-[2- ({[ (1S, 29) —2-F AP ] e dit } 20 mbwg-4- L] -6-
H-4-%1X-4,5,6, 7-PY - 1 H-H5| W —6-F i /Y i

¥ (1S,28) —2-F AL TR (373 mg, 3.59 mmol) FIHATU (1.36 g, 3.59 mmol) [¥]
DME (13 mL) J&W AN ZE (6RS) —2- (- FEME e -4-2) -3- IR ik -6 - A -4-518-4,5,6,
7T-VY S -1 H-W| Wk —6-FF FR I S (141-2;700 mg, 1.79 mmol) FIDIPEA (625 pL, 3.59
mmol) IDME (13 mL) V&AM, FHAEZ W T HiHE R B2, 5K R &R 48 FE INAE t0AC . 15 TR
AWK S R IK B I E R B AN T o 1L e AN 22 V8 ) 5 L A AR AL &4 (578 mg, 64%)
MASREAT HE— P 4lifk
[0578]  217-1: (BRS)-3-ZRfcdk-2-[2- ({[ (1S,2S) —2-F IR TR ZE ] B Ak} & 28) Mt e -4
F]-6-F H-4-%848-4,5,6, 7-PY &~ 1 H-15| W6 F i
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TR TR BRS) —3-2K g i -2-[2- ({[ (1S, 2S) —2- IR L ] J ) &%) mbng-4-
] -6-FH-4-F1-4,5,6, 7-TUE - 1H-M|Pk-6-F L F s (217-2;574 mg, 1.21 mmol) .
S (7.2 mL, IMZKIAEYR) JTHE (21 mL) FIMeOH (6.7 mL) FIREHI16 hIfF£E50°C
BEFE3 ho MAFTEEER (486 mg) KI7K (10 mL) ¥R IR A IR 4 A ide FIK %I T
RS BRI 5 (425 mg, T2%) .
(05791 (6RS) —3-ZkfHichE—2-[2- ({[ (1S, 25) —2-F IR PR H ] J ) U0 Wik e —4-JE TN, N, 6-
= E-4-%40-4,5,6, 7-PU S~ 1 H-15] k-6 FF Bk i

1 6RS) —3-R gk -2-[2- ({[ (1S, 29) —2-FEA A HL ] P it 2 %) Mk g —4 -k ] -6 FR J-
4% /8-4,5,6,7-VUE - 1H-W|WE-6-F R (217-1;47 mg, 102 pmol) FIHATU (77 mg, 203
pmol) FDMA (0.9 mL) VEWBUMA EN-FIEF % (152 pL, 2M, T THFH) AIDIPEA (53 pL,
305 pmol) FIDMA (0.9 mL) V&AW, HAEZE TR RNLI16 ho KR AW 4a I 8 il i 2%
TLC (MeOH: DCM) émuﬁiu*rﬁwmw (25 mg, 48%) .

B {TH), 140 fH

(0580 SiElil218
(6RS) —3-ZE e J-N, N- =2, 3-2-[2- ({[ (1S, 2S) —2- IR A 3L ] B Ak} 2 3) mmg—4-
He]-6-F H-4-518-4,5,6, 7-VU &~ L H-F5| Wk —6- B 9 e

¥ (BRS) —3- K -2~ [2 ({L (1S, 29) —2- 5P 2 ] P At ) (58) Mk me -4-2E ] -6-H -
4-4A%~4,5,6, T-VUE~1H-M|We-6-F % (217-1:;47 mg, 102 pmol) AIHATU (77 mg, 203
pmol) FIDMA (0.9 mL) ¥EBIMABN-2 3 & (33 mg, 305 pmol) AIDIPEA (106 u
L, 610 pmol) FIDMA (0.9 mL) VBEM, FHFAE =W NI R A16 ho FHIR A1k 4 FF a1 il
#TLC (MeOH DCW) 4l fk AR BIAR AL A4 (22 mg, 40%) .

AIR {00 MMz, DI OLAR ML 18

Mt & opm L A i&a{\ *& IZ

l‘%i“i\ R PR
$IMEN TR

_____
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[0581]  sLjif5]219
(6RS) —3-Ik e d—-2-[2- ({[ (1S, 2S) —2-F IR 2 ] B 2 ) & 08) ke -4-2£]-N,6- —H
F-4-FAR-N-TH H-4, 5,6, 7-PU S~ 1 H-5| k-6 FF [ fize

¥ (BRS) —3- 2R3 -2-[2- ({[[ (1S, 29) —2- IR 5] 83} 40 38) nibme—4-35] -6 B 3 -
4-50-4,5,6, T- IS - LH-WIA-6-F 12 (217-1:47 mg, 102 mmol) FHATU (77 mg, 203
umol) (FIDMA (0.9 mL) U EN-FRER -1 (31 pl, 305 umol) AIDIPEA (53 ul,
305 pmol) FUDMA (0.9 mL) {BEW), FFAE S FHFEIR N 16 ho JETR A W09k 46 I 1 1 ] &
TLC (MeOH:DCW) ZEALLAS BIREEAL 5 (16 mg, 29%)

R s
(R

e
X

5
]

SR 4‘:‘{-3\;‘:‘\\?9 \'“- v-:v‘; LT, "‘"fi. M B
[0582] =L 51220

(6RS) —3- e —2-[2- ({[ (1S, 2S) —2-FFF A JL ] $ 3k} ) mipmg—4- 28] -N-5 T 2
N,6- - H 3-4-44X-4,5,6, T-VU &~ 1 H-H5| W6 FF B 1%

1 6RS) —3- gk -2-[2- ({[ (1S, 2S) —2-F IR A H: ] P ik } 2 %) Mk g —4 -k ] -6 F J-
4-%/8-4,5,6, 7-VUS - 1H-M|WE-6-F R (217-1;47 mg, 102 pmol) FIHATU (77 mg, 203
pmol) FIDMA (0.9 mL) VAWM ZEN, 2- A -1-f% (37 uL, 305 pmol) AIDIPEA (53 n
L, 305 pmol) (JDMA (0.9 mL) VB EW)HFAE =R N IHE I BI16 ho KR B0 4 ik il 2%
TLC (MeOH:DCM) 2ii4k LA1S BbR AL 54 (16 mg, 27%) o

: 23S ML AR |
[0583]  sLjfifs]221

(6RS) =3I e d-N- AL 3) —2-[2- ({[ (1S, 2S) —2- G IR TR 2k ] ek | AL Mt —

4-FE]-N,6- —F H-4-%4%-4,5,6, 7-PU S~ 1 H-W5| -6 - FF lE i

B (6RS) —3-FR gtk -2-[2- ({L (1S, 28) —2-FFFA T Fe it} @A) ML -4 -2k ] -6 Fp 2k -
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4-%84%-4,5,6, 7-DUE - 1H-W|WE-6-F (217-1:47 mg, 102 pmol) MHATU (77 mg, 203

pmol) fFIDMA (0.9 mL) MEW AN B IR HE-N-F 540 (37 mg, 305 pmol) FIDIPEA

(106 pL, 610 pmol) (JDMA (0.9 mL) VBG4, FFAEZIR THiHE M 16 ho KRS Mk 4 it
T%U%TLC (MeOH DCM) ?Mcuﬁiﬂﬁﬁﬁﬂc/\% (12 mg, 21@

172/211 L

[0584] %ﬁﬁfﬁjzzz

(6RS) —3-ZRfigdk—2-[2- ({[ (1S, 29) —2- R IF P 2= ] B 2 ) =) b me-4-2E]-N,6- - H
H-4-%Hf8-N-(3,3,3- Jﬁwﬁﬁ) -4,5,6,7-VU &~ | H-W| k-6 B B frie

¥ (6RS) -3-IK i -2-[2- ({[ (1S, 28) —2-F IR P Ak ] Bk Ak ) S 2) ko —4 - ] -6 FR Jk -
4~ 48-4,5,6, T-VUE -~ 1H-M|WE-6-FF 8 (217-1;47 mg, 102 pmol) FHATU (77 mg, 203
pmol) fDMA (0.9 mL) IEWMAZES, 3, 3-=F-N-FREF-1-#%E 4 (50 mg, 305 pmol)
MIDIPEA (106 pl, 610 pmol) FUDMA (0.9 mL) IR &W), FFAEEIR TSN 16 ho KRS
tf@%zé’fﬁﬁ T%U%TLC (MeOH DCM) Wwﬁiﬂﬁﬁﬁﬂc/\% (30 mg, 49% .

$ETHL RS Sk

(TR S50 (DM TS UIHE 754 (18 8.07 (IHE S.28 {THY 078 {1H), 1080 {18
[0585]  sEjifif§]223

(1S,2S) -N- {4-[ (6RS) —3- K Jlit 3k —6-F1 Jh—4— 4 A0 -6— (MERg k-1 - He L) -4,5,6, 7-14
S~ 1 H-Mg| W —2— L] nth g —2— 5L} —2—5UFF TR o F Ik e

¥ (6RS) —3-F e d—2-[2- ({[ (1S,2S) —2-FFF P Fk ] Bk ) 2 J) mmg -4 ] -6 FA k-
4-HAX-4,5,6,7-VUE - 1H-M|W-6-F R (217-1;47 mg, 102 pmol) FIHATU (77 mg, 203
pmo1) [JDMA (0.9 mL) WA EMEMELE (25 pL, 305 pmol) MDIPEA (53 pL, 305 p
mol) KJIDMA (0.9 mL) IR &M, FHFAEZEIE FHFE 16 ho MR G Pk ds i il & TLC
(MeOH: DCM) é@ﬂcuﬁﬂﬁ%ﬂﬂc/\% (26 mg, 46%)

3 i

&

(ML ?‘MH‘
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[0586]  sKifs224
(1S,28) ~N= {4-[ (6RS) -3 Ikl H—6- { [ (3R) —3— (- FR AL L) MEng oz —1 -k 1 ek} —6-
H-4-4-4,5,6, 7—IJ_TI %L—IH—F@I%—Z—%] WEIE -2} -2 30 TR ot P B

1 6RS) 3Rk -2-[2- ({[ (1S, 29) —2-F IR A 2L ] P it 2 %) Mk g —4 -k ] -6 F J-
A-%848-4,5,6,T-DUE - 1H-M|E-6-F 5 (217-1:47 mg, 102 pmol) FIHATU (77 mg, 203
pmo1) IDMA (0.9 mL) IEWIMAZ  (3R) -N,N- " FHEME g i -3-F% (39 pL, 305 pmol) Al
DIPEA (53 L, 305 umol) [JDMA (0 9 mL) /E'b'#% FEAEZRE MR 16 ho BB AP

[0587]  sLJfif]225
(1S,2S) -N- {4-[ (6RS) —3- 7K iz Ja—6 - Fh -4 fX-6- (R mE-1-JE R IL) -4,5,6,7-14
S - 1 H-Mg| W —2— L ] bk g —2— L} —2—5UFR TR o FP Ik i

s (6RS) ~3- K iH-2-[2- ({[ (1S, 29) ~2— IR 4] $ 5L} ) Wt —4 3ok ] -6 FF -
4-%48-4,5,6, T- U - 1H-WWR-6-F R (217-1:47 mg, 102 pmol) FHATU (77 mg, 203
pmol) FIDVA (0.9 mL) FEBUMAZEIRIE (30 pl, 305 pmol) FIDIPEA (53 pl, 305 pmol)
FIDMA (0.9 mL) VR AWIIF1E S FHPE R BI16 ho KR IR 4 WL 114 TLC (MeOH:
DOW) ZEiAk LA BIFR AL A4 (31 mg, 55%)

SNV (OO0 Az, DIMROUR] S poon I8 (1M 1.8

SO 2 | LB
[0588]  sizjifif51|226

N-{4-[ (6RS) -3~ F e A6 ({[2- (L EIE) AL ] et} H k) -4-%48-4,5,6,7-
DU~ 1 H-18| -2 J ] i g 23k} 7, Bk e

i 3\3{‘%%\?1

g
5wy
A N "\"{-\\ﬁ &
\ o
T N "\t \““’»?;N s
2 ’{\

TE100°CHEHE [ (6RS) —2- (2- Z B g FE L e —4-3E) -3- IR g F-4-4X-4,5,6, T-VU &~
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LH-M| e —6- 2L ] LR R s (151-1;75 mg, 160 pmol) F12- (- FE L) 2 Wb 4N
(122 mg, 960 pmol) IDMA (3 mL) VRS W5 ho IIAIK IR Sk 46 F k] & HPLC - (B
P92 R 2 TLC (MeOH: DCM) Zfify LTS 3 Fx Eﬁﬂc/\% (7 mg, 9% .

'%%\i FANS i‘\} }3\ &§§§&Q {3"\}?“‘5 L

R P g R PR YD BT iy s S TR, 1 Lo Sl U R
pem SO I BN E SAHFAS M RERE T

[0589] j&ﬁﬁfﬁJZZ?
N- (4= { (6RS) -3 IR ik —6-[ G FLMEIEHRL) HF 3L ] -4 1X-4,5,6, T-PU & - 1H-F5|WE-
2—H} kg -2 5k) —4— 5 -N-F L O Y gk

FEZ IR T HFE (6RS) —2- -ZEMERE-4-J) -3- CRE R L) -6- [ (P -2- L fali L) H
#1-1,5,6,7-VUE-4H-W5|B—4-fF (194;30 mg, 68 pmol) Al (4-F A< HL) FF LG L FF it &
(26 mg, 137 pmol) BIMERE (0.8 mL) IRAHM16 h FIR GV 4i 1l it §] & TLC  (MeOH:
DCM) Wwﬁéﬂh “ﬁ%/\% (9 mg, 21 /o>

‘”fi\?N\ LA IEH T \HMJQ»

S R AR

[0590]  sjiafs228

(6RS) —2— (2-Z FEME g -4-55) -6~ R AL FF AE) —6-F -3 CRIEEE L) -1,5,6, T-TI & -
AH-5| =4~

228-2: (4RS) —2- {[ (- HEMme-4-J8) F L) 20k ) —4- ({[BUT 2% (2OR3E) kR ]
S} ) —4-F -6 -N-F LR - 10— 1R AC P B i

7E90-100°Cn#k (4RS) —4- ({[BUT H: (o8 KL H kel ] A0k} AR L) —4-H k64X~
N-ZR3E-2- [ (ke -4- 2L H 20) R 1 A - 1 - - AR Bt e (30-3;9.9 g, 18.7 mmol)
- GEIFER L) Mg -2-f% (4.14 g, 33.6 mmol) [YDMA (52 mL) ¥ 10 h. 4%?EA4%1tﬁA
K, FHEtOACEEEL , FH Eh K Pe s I S R B T 1 . 1L 9E 5 , B IR A ik 4i JF il it Biotage
(SNAP %4340 g, EtOAc: Ch456) “iL AR BIbR @b &4 (6.07 g, 51%) .
[0591]  228-1: (6RS) —2- (2-ZFEMEIE -4-3E) -3- TR e Bk -6 - ({ [T 28 (R 3E) R de
R A B3 -6-F3E-1,5,6, 7-PU S~ 4H-15| k-4
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FE50 CANE (4RS) —4- ({[HUT F (2RI I REfe L) A0k ) B k) —4-H -6 A0-N-2%
Fe—o-[ (kg -4-FE B 3L ZHE -1 - -1 -RACH B E  (228-2;27.9 g, 43.9 mmol) it
SALE (B0%MIAKYAW, 17.9 mL, 176 mmol) [IMeOH (836 mL) JEA 416 h EiREWIKYE
JfifidBiotage (SNAP —4 47340 g, EtOAc: T 4%) 4tk LG RIAR B &) (18.6 g,
71%)

[0592]  (6RS) -2- (2-& FEML e -4-3L) -6- FaAt L) -6-F J-3- CRAEE ) -1,5,6,7-14
- AH-15| -4

7E50°CHEFE (BRS) —2- (2~ % FEML e -4-3) —3-FK k-6 - ({[RUT 3 (R 3E) H ke At ]
L) L) -6-F-1,5,6,7T-PY S -4H-M|Wk-4-Ff (228-1;1.5 g, 2.5 mmol) FITBAF
(6.2 mL, IM, TTHEH) (THE (35 mL) G416 ho NAEtOAc (100 mL) , R G9 AR
B (2. B%EI KRR SRR B I RN T 1 i e AR 205 7 5, ilid Biotage (SNAP
TEARE340 g, MeOH:DCM) ZEALMR B MILAAS R bR 54 (540 mg, 57%) .

T NMR (A00 M, DSk} & ppov 508 {3M) 208 [1H, 287 (I, 258 (1)
i FREVAG SR R SR
)

[0593]  SEjif5i|229
N-4-[ (6RS) —6—[ (2—FF % Jk 2 H) ket | AR k-4 -3- CRIE R L) -4,5,6, T-I -
LH-M5|We—2—35k T Rk W -2k 2 Bt fie

S,
o Ny
gz » ‘g 3 »-.-%w ‘ﬁt'

LT

LR e N
SN B \w’\:\ R ¢
H o
Mo

FE100°CHEF: [ (6RS) —2- (2- L B e SR e —4-28%) —3- TR e -4 fX-4,5,6, T- VI & -
LH-W5| e —6-JE] FR L R IRAS  (151-1575 mg, 160 umol) f2-FA L Z BREEHY (110 mg,
960 pmol) [JIDMA (3 mL) &5 ho IMAIK, KRG Wk 4 183 i & HPLC - (Bl 77725 46
AR BRI A 4 (54 mg, 72%) .

SHANMER (00 M, DMBOw G e

CARUIHY I NS0 N

[0594]  SEifafs230

L B O S Y R
45 BRI G Y

I TS DI T3 O RO
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N-4-[ (6RS) —6-[ (1, 3-Mm—2-FERR b 3L) B L ] -4 AC-3- ORI EAR) -4,5,6,7-11
-1 H-Mg| -2 ﬁ]ﬂttﬂﬁ 2 ﬁ&@ﬁﬂﬁ

M.,\M o '\%‘J '\-\1\5
,Q:m* S 3

Tl

FE100°CHEHE [ (6RS) —2- (- Z Bk e L it g —4-3L) -3- K g -4 /X-4,5,6, 7-TU & -
LH-Pg| et —6—J ] FR L FR RS ER R (151-1:75 mg, 160 pmol) AL, 3—@{@—2—6%@%@9 (118 mg,
960 umoD B’JDMA (3 mL) JBE %5 ho IIATK , TR A Wik 4 1 amact il & HPLC - (Bt 77 75) 46

[0595]  sLjfifh|231
N- (4- (6RS) ~4—#f8-3- CEILEIE) —6-[ (1, 3-MEME—2-FL ke L) I 3E]-4,5,6,7-11
S - TH-Wy| -2k g -2-38) 2. W&

FEL00 CHEF: [ (6RS) —2- (2- L B e FE Mt g -4- %) -3 e Fk-4-%1X-4,5,6, T-IY &~
1H-Mg| 1Bk —6-JE ] AR L BB ESE  (151-1575 mg, 160 pmol) A1, 3-MEME-2-FREE4HN (134 mg,
960 pmol) FJDMA (3 mL) V&5 ho IMAIK, F 1RGPk 4 I3 i & HPLC - (Bl 572 26
quﬁéﬂﬁ Wo"% (53 mg, 64@

[0596] S 1232
N- (4 (6RS) ~A~4Lft -3 (R HEEUIE) ~6-[ (HL —2—HEBke 30) F13E] 4,56, - S~ 111-
-2 FEIIE I ~2—35) 7, LR

Wy
:
4 3 %%x_:f\
N SR
\ \N\% ‘fp‘s
ey
K
"\aﬁ« 8 8 {t\

FE100 CHEHE [ (6RS) —2— (2- £ Bk e B g -4 - %) —3- IR ik -4-%4X-4,5,6, T-I4 & -
1H-Mg| 0k —6-FE ] AR L B IGE  (151-1:75 mg, 160 pmol) FIHEEE-2-FREZEH (128 mg, 960
pmol) FIDMA (3 mL) VB &H5 ho MK, W4 VR &Mk 46 ik il & HPLC - (Bl 77 72%) 24k A
BEFREL A B4 mg, 66%) .
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\\'Q

l‘l\t\t\\\\\ RE3 \3}‘@) gi i:\ﬁ‘ v“

EY St Mz ﬁ&% Sk
. P

SO $3

[0597] j‘gﬁﬁfﬂ233
N-4-[ (6RS) —6- [ (4-F "~ L) T ket ] 3445 -3- CRIAE L) -4,5,6, 7T- VU -1H-
Mk —2— 2 Tt e —2 -2 2L e e

v*’s\“"w Rl o
i % a0 g@\. 5
R oS gt e n ¢

FEL00CHEH: [ (6RS) —2- (2-Z B f HE ML WE -4-4) -3 TR f k-4 1X-4,5,6, T- DU = -
TH-MG| -6 -2k ] AL R IR R (1511575 mg, 160 pmol) Al (4-F KAL) FAREEAN (158
mg, 960 pmol) IDMA (3 mL) B &5 ho IIAIK KR S04 T I8 1L il % HPLC - (B PR Ty
%) ?WJCUJ?@H‘T E'mvtA% (64 mg, 74%) .

(S R f"h‘\‘ SR8 (TR 038 O VLRS (18

[0598]  sLjifi 51234
(1S,2S) —2-9-N- (4- (6RS) ~4-AM-3- CREZE L) -6-[ (H-2-H:mifeid) Fit]-4,5,
6,7 VY - 1H-Wg[ k-2 JEME g —2—2) BRTA 52 R Bt i

W (1S,28) —2-FI AL (26 mg, 246 umol) FIHATU (94 mg, 246 umol) [KJDMA
(1.2 mL) IEBIMAZE (6RS) —2- Q-Z Lt ng -4-3k) -3- CEILEIL) —6- [ (F-2- LR ke H
J31-1,5,6,7-VUE ~-4H-M5|WE-4-F7 (192;50 mg, 123 pmol) 7T<IJDIPEA (43 pL, 246 pmol)
[IDMA (1.2 mL) IR &9, FHAESO CIEFER N 16 ho KRR A Wik 46 38t il 4 HPLC - (Bl 5
72 FIH4$TLC (MeOH: DCM) émuﬁ@m %A% (24 mg, 38%) o

TN {00 M DMBOGR S BoRH 8 L Y T ML 2
P (1ML R SR v s
T4 UTHL EAR OHL BT OHL Mww

[0599] st 1235
N- (4= (6RS) ~4-%f-3- CRILE L) -6-[ (N-2-2LHike ) FHE]-4,5,6,7- V1A - 1H-1]
-2 JE M IE -2-3) — 1, 3R I —5- FF i
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1, 3-MEME-5-F S (32 mg, 246 pmol) ATHATU (94 mg, 246 pmol) FIDMA (1.2 mL)
TEBIMAZE (6RS) —2— Q-2 FEMERE -4-J) -3- CR A2 L) —6-[ (H-2-Efifi k) FAE]-1,5,
6,7-ViE ~-4H-M|Ws-4-FF (192;50 mg, 123 pmol) %HDIPEA (43 pL, 246 pmol) HJDMA
(1.2 mL) VB EH, I AES0 CHid: SN 16 ho VRS0l da I ad il & HPLC - (Bl 5 %) Al
#4TLC (MeOH:DCW) ZEAL AR BRI A (30 mg, 45%) .

B9 NME {800 bR DRIBG- ) S ppt 1OV (BN 228 (1) TN 28 TTHE 38N

38
ERRE 1
RO *g\i PIHL 70 (L RS I §98 (1R,

[0600]  SLJif41236
4=F-N- (4= (6RS) ~4-FA-3- CRILEIL) -6-[ (RW-2-F:Mkedd) FH]-4,5,6,7-VIE -
1H-Mg| m—Z—%Htt"E—Z—;%) 2R FR Pk g

BA-F A E (34 mg, 246 pmol) FIHATU (94 mg, 246 pmol) HYDMA (1.2 mL) V&AW
IO Z (6RS) —2- (2-Z ML g -4-J) -3- OR AR L) -6- [ (A-2- Ak hike ks FAL]-1,5,6,7-
VU S —4H-Mg|Ws-4-FF (192;50 mg, 123 pmol) FIDIPEA (43 pL, 246 pmol) AYDMA (1.2
ml) VR AW FFAES0 CHEFE I ML 16 ho TR B Mk 4 il il 2 HPLC - (Bl MR U7 7%) AT & TLC
(MeOH:DCM) @E%U\H@H‘T LAY (24 mg, 34%) .

[0601]  sKjfat|237
A= -N= (4= (6RS) ~4-44N-3- CRIELZEL) —6-[ (N-2-Hfifet) F ] -4,5,6,7-11= -
LH-H] m—z—%ntt%—z—%) K B

bk

BA-E AR (39 mg, 246 pmol) FTHATU (94 mg, 246 pmol) FUDMA (1.2 mL) ¥AVK
TIANZ (BRS) —2- 2-Z LML g -4-JL) —3- CRIEEZE L) -6-[ (-2 i dt) F5E]-1,5,6,7-
VY& -4H-M5| k-4~ (192:50 mg, 123 pmol) %UDIPEA (43 plL, 246 pmol) AYDMA (1.2
mL) VB AW, HAES0 CHEFE R N6 h IR A PR 4G 3 8 il & HPLC - (Bl 7772 Al il £ TLC
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(MeOH: DCM) QWJCUJ%@'H‘T LAY (26 mg, 37%) o
AR D8 peT 1T (ORI D00 {THL 238 (HL 244 [THL 2602, TR

LS R R T Sy Ly
R {_&E‘i:\ Ll "\A}é‘ig\» .*{‘*Qw‘;-iﬂ}; Fui B e R

[0602]  SEJfif238
3,4- & -N- (4- (6RS) ~4-FAX-3- FRILA L) -6-[ (A-2-FEM k) ] -4,5,6,7-
VU &~ 1 H-Pg| e —2-FE g - 2-3) 2R i i

=, «wv\w

K3, 4- S RBHE (39 mg, 246 pmol) FIHATU (94 mg, 246 pmol) HYDMA (1.2 mL)
UM (6RS) —2- Q-ZZE ML -4-3E) -3- CREL ) —6-[ (A-2-Z: ke sh) Fk]-1,5,
6,7-VUA - 4H-M|WE-4-F (192550 mg, 123 pmol) %nDIPEA (43 pL, 246 pmol) [{IDMA
(1.2 mb) V&AW, HAEB0 CHEFE R BL16 ho iR AWk 4a Jdat i & HPLC - (Bl 7732 Al
#TLC (MeOH DCM) ﬁﬁwuﬁiﬂﬁﬁﬁﬂc/\% (26 mg, 37%)

[0603]  =ZjifEf31]239
N-4-[ (6RS) ~6- [ (Z. SLBHIEHL) B 3] -4- A -3~ CGRILEIE) ~4,5,6, 7- DU - LH-W| k-
23] [IHQDE—Z—%Z,@HBI

TEZE I THFEEEN-4-[ 6RS) -6- [ (L H:mibrit) 5] -4 -3- OREEE L) -4,5,
6, 7- VU - I H-F| -2~ Ttk g -2-J 2. k% (189537 mg, 85 pmol) .mCPBA (36 mg, 75%)
FIDMA (2.5 mL) KRG M. 16h )5, IO —43mCPBA (9 mg, 75% fE=L T HIHE A4
h, IMADMSO (750 pl) KR &9k 46 FF @it i s HPLC - (Bl 1t 7772 4l LA 453 BIFR &1L S 4)
(23 mg, 58%)

’“H w S :
B2 (1ML 10N (M), 1209 {18
[0604] St 91240

N- (4= (6RS) ~4-%8f-3- GRILRIL) -6- [ (-2- LML) FJk]-4,5,6, 7- DU - 1H-H|
We—2-JEREE -2~ JE) 2. BEf%
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TEER TP A N- (4- (6RS) —4-AX-3- CREEZ L) —6- [ (W-2- i dd) F L] -4,
5,6,7-V05 — 1 H-W|WE—2-JLnt g -2-45) 2@k k% (190336 mg, 80 pmol) .mCPBA (34 mg,
75%) FIDMA (2.5 mL) VR G4, 16h)5, INAEE —frmCPBA (8 mg, 75% fE={L M HHHRA
Y4 h, IMADMSO (750 uL) , KR & Wik 4 JF I8t il & HPLC - (Bl J7i2%) 2i4k LA Bl Aw AL,
AW (23 mg, 57%) .

S

A RIS
TAREY NI

[0605]  SEJfif241
25— 2-F JE-N- (4= (6RS) ~4—AX-3- CRILEIL) -6-[ (H-2-FLmle L) FHt]-4,5,6,
7-VU S - 1H-Mg| -2~ ﬁﬂﬂj% 2—H%) TRt f&

TEZEE FHFE AN- (- { (6RS) -3-TK ek -6- [ (A AL e ) B 2] -4-4-4,5,6,
7-PY & - 1H-W| k-2 } it g —2-38) -2 -2-FF A B % (21328 mg, 57 pmol) .mCPBA
(30 mg, 75% FIDMA (2 mL) VR A WI16h KR A VI 4iJF it H] & HPLC (Bt 75 ik) 2ifk
IS BIR @ 59 (18 mg, 58%) o

[ = B
%

[0606] a:ﬁ@fﬁuzélz
4-5-3-F A L -N- (4- (6RS) ~4-EAL-3- CRILE L) -6-[ (H-2- L m B L) FlL]-4,5,
6, 7-PY &~ 1 H-Mg| W —2— Ltk g —2-JL) 25 B ki

Fah
L 5
_\‘n

TEZE TP AN (4~ { (6RS) -3-Z5 ik -6- [ G e k) F 3] -4-%1%-4,5,6,
7-VY S - 1H- M| -2 k) b g -2 %) —4-9-3-F A R OR kG (212532 mg, 57 pmol) .
mCPBA (30 mg, 75%) FIDMA (2 mL) [EVR &9 16h TR G409 46 FF 8 1 i & HPLC - (Bl P T
1) S LA BRI A (16 mg, 44%) .
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[0607] jgﬁﬁfﬂ243
N-4-[ (6RS) —6-[ GBUT F:hfi i) B AL ] -4-AR-3- CRRERL) -4,5,6, 7-VUE - 1H-1]
WE—2— LT kg -2 3k 7, Pk i

R TP EN-4-[ (6RS) —6-[ (BT Femn ekl AL ] -4-54K0-3- OpIEEHL) -4,
5,6,7-PUSA - 1H-W|We—2-JE T b IE -2 2 Wi (191539 mg, 84 umol) .mCPBA (36 mg,
75%) FIDMA (2.5 mL) VR G . 16h)5, IIAEE —frmCPBA (9 mg, 75% fE={L M HHRA
Y4 h, IMADMSO (750 uL) , R A Wik 4 JF 8t il & HPLC - (B J7i2%) 2i4k LA Bl AR AL,
a1 (25 mg, 57%)

[0608] st 51244

(6RS) —2-2-[ (2~ —2-F JE T B ) 2 SE T mb g -4 26N, N, 6- = FF B -4 -4 f0-3- O &
L) -4,5,6, T-VY S~ 1 H-W5| W —6-F P

244-2: (6RS) -3-ZRKfi%EH:-2- {2- [ -g-2-H AL A B AL) 2L meme -4-2E ) -6-F Ak -4-
FAf-4,5,6, 7-VU S -1 H-M5| k-6 - F 52 FF i

W2-m-2- AR (340 pL, 3.59 mmol) FTHATU (1.36 g, 3.59 mmol) [JDMA (13
mL) VAV (6RS) —2— (2—Z JEME g -4-JL) —3-FE etk -6-FF JE-4-%88-4,5,6, 7-PUA -
IH-W|k-6-F B FR R (141-2;700 mg, 1.79 mmol) FIDIPEA (625 plL, 3.59 mmol) f{JDMA
(13 mL) B EWIFEZ T TR AL16 h IR WIRAG , IINELOAC, BB A HI7K L #hK
PRI AR T8 L AR 1A 7 G, i idBiotage (SNAP NH 28 g, EtOAc:C.4%) 4k
IR A VIAAS BIbR R 54 (603 mg, 67%) .
[0609]  244-1: (6RS) -3-2RfikH-2— {2- [ Q-9 -2 FE P BE L) 2 AL Tt we—4-JE ) -6-H
Fe-4-4%-4,5,6, 7-PU &~ 1H-H| Wk -6 FF iR
N
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FEZE IR T HFE 6RS) —3- IR e k-2— (2- [ -9 —2-F L A M Jk) (AL b me 42} —6-Ff
H-4-FA8-4,5,6, 7-VUA - 1H-M|WE—6-F ER S (244-251.600 mg, 1.25 mmol) JE &AL
(7.5 mL, IMIIZKIERD JTHE (22 mL) FiMeOH (7 mL) FIVEBS¥I16 h MAFER (506
mg) FI7K (10 mL) V& FFK IR A VDR 48 B Uiie K B3 9 T 8 A4S 2R 8L 54 (304
mg, 50%) .

[0610]  (6RS) -2-2-[ (2-% -2~ AT BE L) 2L ] b e -4-2E-N,N, 6- = F B 444X -3~
CREZE ) -4,5,6, T- VU S -1 H-W| Bk —6- F B i

Holg

¥ 6RS) -3-Ificd-2- {2- [ (- -2-F L A M ) 2 ik I Mk mg -4 -} -6 FF 424X -
4,5,6,7-VUE~1H-MWE-6-FF iz (244-1:43 mg, 92 pmol) FIHATU (70 mg, 185 pmol) f¥]
DMA (1 mL) VAWM EN-F LR (139 pl, 2M, FTHFEH) FIDIPEA (48 pL, 277 pmol)
[IDMA (1 mL) VB &), FFAERIE NN L ho ¥R &9k 4 it 4 TLC  (MeOH:DCM)
At AR BRI A (19 mg, 40%) o

{EHLR TR0

(06111 SZil61245
(6RS) —2-2—[ (2-F—2- F B U ME ) 2 B T it g —4- LN, 6 - — F 42 fR-3- CREE
M) -N-T H-4,5,6, 7- U S -1 H- 5|0k —6 - F B e

Ry
=S

¥ (6RS) —3-ZR itk —2— (2- [ (2- R -2- FR AL TSR 5E) 2 Ak T e -4 -5k} -6 FF k-4 -S4 -
4,5,6,7-VUE - 1H-M5|BE-6-FEZ  (244-1;43 mg, 92 pmol) FIHATU (70 mg, 185 pmol) [
DMA (1 mL) VWA BN-FREE A -1-f% (28 ul, 277 pmol) MIDIPEA (48 pL, 277 pmol)
fIDMA (1 mL) YR &H), JEAE IR NI L ho BB Sk 4 31 i #14& TLC - (MeOH: DCM)
AL LIS BIRR AL A4 (19 mg, 37%) .

[0612] 5L 1]246
(6RS) -N,N- 23k -2-2-[ (2 —2- P HL A W Jk) a2k ] bt ig —4—J -6 Fp k-4 5403
CRILEHE) -4,5,6, -V H~1H-W5[ -6 - B i
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¥ 6RS) -3-Ificd-2- {2- [ (- -2-F AL A M ) 2k I kg -4} -6 FF -4 -2 AX-
4,5,6,7-VUS-1H-M|W-6-F E (244-1:43 mg, 92 pmol) FHATU (70 mg, 185 pmol) (¥
DMA (1 mL) VEWBUIMAEN-2 28 E4Y (30 mg, 277 umol) MIDIPEA (97 pL, 554 p
mol) (JIDMA (1 mL) VBEH), FFAERIE THFE L ho iR &1k 4 F i 4 TLC  (MeOH:
DCW) ZEAL AR RIS AL A4 (21 mg, 41%) .

S AMR (00 M DRSO & pom TOD 8RR 14T 30 LT R 181 O

[0613] %ﬁﬁfﬁ]%?
(6RS) —2-2-[ (2-F -2 FF R TR W L) G L Tmbng —4-JE N, 6- —H 3E-N- Q-FF L L) -4-
AR -3- CGRILEIE) -4,5,6, T-VUA -1 H-M8| Wt —6- FF B iz

¥ 6RS) -3-Ificd-2- {2- [ (- -2-F L A M ) 2l 2k T b g -4 -2} -6 F 424X -
4,5,6,7-DY A~ 1H-M|—6-F % (244-1;43 mg, 92 pmol) FHATU (70 mg, 185 umol) [
DMA (1 mL) VAWM ZEN, 2- —HIEA-1-I% (33 plL, 277 pmol) AIDIPEA (48 pL, 277 u
mol) FIDMA (1 mL) V&AW, FAEZR IR T HFE VL ho IR SR 4a 3 8 il & TLC - (MeOH:
DCM) 24k AR R bs ik &4 (18 mg, 35%) o

[0614] %ﬁ@fﬁﬂ248
(6RS) —2-2- [ (2-—2-F U H) Bk DI g -4 -6 -N, 6- — R R -4-%A-3- CREEH
3) -N- (3,3, 3-=FNHE) -4,5,6, 7- P A~ 1 H-H5| -6 - FF i

1 (6RS) -3- IR Jle -2 {2- [<2 F-2- F A TR ) R b -4 -2 ) -6 FR k-4 S AR -
4,5,6,7-VUE-1H-M|WE—6-F fE (244-1:43 mg, 92 pmol) FHATU (70 mg, 185 pmol) ff
DMA (1 mL) {EWIMAZE 3,3,3-=FH-N-FEEA-1-#E W (45 mg, 277 pmol) FIDIPEA
(97 uL, 554 pmol) FIDMA (1 mL) V&AM, HAEZE AR ho R RA YRS
il TLC  (MeOH: DCW) ZEAL AR BIARAEAL 54 (24 mg, 43%) .
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SHR
[0615] iﬁﬁfﬂz@

(6RS) ~N— GATAFEFF 3E) —2-2-[ -F —2-HF FE AW ) (3L ke —4-FE-N, 6~ F-4-
EAR-3- CGRILEIE) -4,5,6, T-VUA -1 H-M8| -6 FF B iz

1 (6RS) -3 Jlg Kk -2— {2- [ (23R —2-FF L A e ) Sl ik ] ik g —4 -k} —6- R -4 4AR-
4,5,6,7-VUE-1H-M5|bE-6-F L (244-1;43 mg, 92 pmol) FIHATU (70 mg, 185 pmol) K
DMA (1 mL) EWIIN BRI HE-N-FR R ek (34 mg, 277 pmol) MIDIPEA (97 uL,
554 pmol) FIDMA (1 mL) VB &), HAEZE MR BIL ho R IRA WY)W ds I8 id fi] 4 TLC
(MeOH: DCM) W&Wﬁﬂﬁ“ﬂ%’*% (10 mg, 19%) .

LGS ‘r-.v“‘ M P2 ‘H T8 TIHL SO TS (S B8R 9N 1Y

[0616]  SLjE 1511250
2= —2-F JE-N-4-[ (6RS) —6-F F-4-5 X -3- CRILEIL) —6- (L& Le-1-FE L) 4,
5,6, 7-VU& -1 H-M|wk—2- ﬁﬁ] L g — 2L T 9t i

R (6RS) ~3-TR g k-2- {2- [ (2 —2- AL Y B k) k] Eme 42k} -6 FF k-4 44X
4,5,6,7-P9&-1H-WWE-6-F fZ (244-1:43 mg, 92 umol) FIHATU (70 mg, 185 umol) (¥
DMA (1 mL) SN ZMEMESE (23 pl, 277 pmol) MIDIPEA (48 uL, 277 pmol) fIDMA (1
mL) &5, AR MR ho R A YR i I i % TLC - (MeOH: DCM) ZEALDA1R

bR AL EY) (20 mg, 41%)

[0617] j&ﬁ@f?ﬂ%l
N-{4-[ (6RS) —3-Ff Ak —-6— {[ (4-FAHL) Bfedt] Ak} -4-2X-4,5,6, 7-PY - 1H-15|
W —2—JE Tk IE -2-3 ) 2%
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\
s“‘"*w’ w“j\v“‘“‘ o

-\r v&'
i‘- PR

FE100°CHEH: [ (BRS) —2- (2- Z B fac s M e —4-22%) -3- R e -4 1X-4,5,6, 7-I4 &~
LH-W| Pk —6- 3] A L FR A TE (151-1575 mg, 160 pmol) FI4-FRERREEEN (156 mg, 960
pmol) (IDMA - (3 mL) R A5 ho IINIK , W18 & Wik 4a 3 8 il 2 HPLC - (Bl 7 1) Al %
TLC (MeOH:DCM) ﬁMtuﬁ@JﬁEﬁﬂc/\% (40 mg, 7%)

[0618] %ﬁﬁfﬁJZ&SZ
N= (4~ [ (BRS) 3~ FR T HE-6- [ (5P RERAIE ) 71 L] -4~ %45, 6, 7P S L H-WI -
2—F ) Mg —2—Jk) N bk —4— A [ i

FEE TR N (6RS) —2- (2-ZHEMENE -4-58) -3- CORAE 2 ) -6- [ (H-2-H:hiilt i) H
#1-1,5,6,7-VIE-4H-M|We-4-Fd (194;30 mg, 68 pmol) AIMGMk-4-FRILE (24 pL, 205
pmol) FIHERE (0. 8mL) V& S HI2K IR A WD 4 J1 1l 1 1] % TLC - (MeOH: DCM) ZE4k LA1F Bl br
BALE) (12 mg, 31%) .

[0619] %b‘@fﬁﬂ%iﬁ
N-{4-[ (6RS) -3-Z il Ak -6 ([ (3,4- ~SIRHL) M pedk ] F 3k ) -4-%4-4,5,6, - DU -
TH-Mg -2k TRk g -2 -3} 2 P e

e
3 R e
: gy
{"W‘F"\\'«,}\‘W\ e “"‘f‘eg \“\\{ 1.\:
o ‘\\u&"’ R \‘3\?_‘

FE100 CHEFE [ (BRS) —2- (2- L B e S m g —4-3%) —3- TR e -4-810-4,5,6, 7-I] &~
1H-F5| -6 2L ] L R S (151-1;75 mg, 160 pmol) <3,4- “HZSMEEH (193 mg,
960 pmol) IDMA (3 mL) V@A M5 ho W IR &4k 4n i fi & TLC  (MeOH:DCM) £k LTS 3
PRELAY) (59 mg, 66%) .
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[0620] S f5254
N={4-[ (6RS) —3- K& Fk—6- ([ (A-FRIL) ke ] 2%} -4-5418-4,5,6, 7-PUS - 1H-H]
Ue—2-FE Ttk g -2 Ji}Z,Eﬁﬂéz

1H- ugm,,( 6— ;@QJEFI;@QEFI HIRES (151-1;75 mg, 160 pmol) A-GORTREESN (160 mg, 960 p
mol) FJDMA (3 mL) VA5 ho B IRA Wk 4 JF il id Hl 4 TLC  (MeOH:DCM) ZEA LA1F B hr
& (50 g, 60%>

[0621]  sZJfif]255
N-4-[ (6RS) —6-[ (4-Fm—3-FF S FE AR IL) ke 2k ] FF 2 -4 A0 -3- CRIEE L) -4,5,6,7-
VY &5~ L H-Py| e -2~ FE Ttk e -2 -3 2, B e

FE100°CHiH: [ (BRS) —2- <2 BRI e -4 -3E) - 3-FK - 448 -4,5,6, T-DU A -
LH-Wg| W —6-JE] FR L PR RIS (151-1:75 mg, 160 pmol) \4—9R—3- & L EMREEAN (173
mg, 960 pmol) FIDMA (3 mL) V@A 15 ho W IR EWH4a it & TLC  (MeOH: DCM) 4fifk DA
{?@H‘T LA (34 mg, 38%) .

(500 M, DS ,
I; \\H‘: S0 {HL a0

SN 82 DR H 3«\:& )

X

[0622]  5izjifi 51256
N-4-[ (6RS) —6-[ (3,4- —F L) Wikt ] B 3e-4-%f0-3- R ) -4,5,6, 7-T1 A -
1 H-H5|We—2-FE Ttk g — 23 7, W i
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FE100°CHEHE [ (BRS) —2- (2- L Bk i FE b g —4-3) -3- IR e - 4-5 4% -4,5,6, 7-VU & -
LH-M| W —6—J: ) FR L R IR ES (151-1:75 mg, 160 pmol) \3,4- —HUOEHEEAN (161 mg,
960 pmol) [JIDMA (3 mL) V@A ¥5 ho AR &Mk s I it i & TLC  (MeOH: DCM) £i4k LTS 2
AL A (41 mg, 46%) .
NM*@R GRS ’K'%Hz B 2

RS pon R

[0623]  sLjfafs]257
N-4-[ (6RS) —6-[ (4-F A& FEAIE) I fe st ] FF 243 CRILEHE) —4,5,6,7- 1A~
LH-Fg| e —2 - F5 ] At g -2 -3 Z@ﬁﬂﬁ

FE100°CHERE [ (BRS) —2- (2 L B el e —4-3%) -3 R -4 18-4,5,6, T- VI &~
IH-Mg| k-6 ] A L AR S (151-1:75 mg, 160 pmol) 4-FAAAEZRRREEAN (156 mg,
960 pmol) FIDMA (3 mL) VEAHI5 ho IR EVIR4E 8t il & TLC  (MeOH:DCM) 2ii1k LA75 21|
*mﬁﬁ4£A¢% (54 mg, 60@

(114, 738 2t
[0624]  SEjiafs)258

(6RS) —4-4 42— (kmg-4-3E) -3- (kg -2-FL & 3E) -4,5,6, 7- VU S~ 1H-M5| W -6 - iR
i

2568-2: (IRS) -3—- 54 -4~ (b g -2- A Z AL F L) O -3-J4-1-F IR

0§
rx*\}‘ 3\4 M -

o X\,"?\y"‘\,\ dy"\\ "'}

4] (IRS) —3- 2 -5-F MO -3- M- 1-FIRHFEE (4.96 g, 29.2 mmol; 7] 7 4 H FCH
Group Company) fl12- FIRE AR SMEEE (3.97 g, 29.2 mmol) FIMeCN (100 mL) V& N
)\TEA (1.64 mL, 11.7 mmol) F7/EFIE F AR G116 ho IIN LR ZES, WIR AV K

ERIKBEB I LR BR N T8 ok PR FF IR 4A J , W idBiotage (SNAP -4 4LAE100 g, EtOAc:
ah) AR BB bR A (1.35 g, 14%) .

[0625]  258-1: (1RS) -5~ A%-4- (bW —2- FEARAR 202 FF e AL) -3 [ (Mbme -4-FEH AL &
B PR C -3 -1 - H R P
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FE120°Chindk (1R8> —3-F2 -5 A4 (kg -2~ FERAR L R SE) B -3 M- 1
FSHES (258-2:1.35 g, 4.41 mmol) Fl1- (MEmE-4-3%) % (895 pL, 8.81 mmol) fJDMA
(G mL) 1.5 hoFIREWHk4s i iliidBiotage (SNAP S LHEL00 g, MeOH:DCM) ZE4L LA
RRBREL S (280 mg, 14%) .

[0626]  (6RS) —4-%AX—-2— (MEmE-4-L) -3- (MLRE -2 HE) -4,5,6, T- VY S - 1 H-H5| Wk —6-
H R P

FE90°C N (IRS) —3-F k-5 -4- (tmg-2- A E AL F B O -3- - 1-F i
S (258-1;275 mg, 693 pmol) i ALE G4%KI /KIS, 121 pL, 1.39 mmol) [MeOH
(25 mL) IRE W24 h o BIRE WM 4R 3 lidBiotage (SNAP 4 4bTER0 g, MeOH:DCM) 4tk
uﬁ@mﬁw/\% (35 mg, 14%)
T2 ETHL N8 (MG, BT (1ML 288 (R, 857

COML EAS N 1R O

[0627] %EWJZ%
(6RS) —2- -2 FE ML g ~4-L) —3-FK k-6 [ R SEmR e ) L] -6-FF 3-1,5,6,7-
VY & - 45 Wk -4 -
259-1: [ (6RS) —3- K[k —6-F J-2- {2- [ (FF JEMIEAL) L kg -4 -2 ) -4 -4,
5,6, 7-PUS— 1 H-W| Wi —6—J ] Y 2k P ik 1 i

Bk
TEZE R FHHE (BRS) —2- Q-2 FEML mE-4-4E) -6- (FRIEH AE) -6-FF 2E-3- OR AL -1,
5,6, 7-VU& ~4H-"5|WE-4-F (228:6.70 g, 18.5 mmol) \DMAP (452 mg, 3.70 mmol) %EIEF'
WEESL (2,15 mL, 27.7 mmol) fIHENE (100 mL) &4 ho I AMeOH, #5984 Yok 46 718
Biotage (SNAP%AfLF£E340 g, MeOH:DCM) FIMAMeOHZE it 4046 LATS B bR 4L 54 (873 mg,
9%) o
[0628]  (6RS) —2— (-2 FEMEmE -4-J) —3- IR e k-6 [ G SR fmibe k) AR k] -6-H JE-1,5,
6, 7- VY & -4H-15] -4
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FE100°CHiHF: [ (6RS) —3—Ii flic ik —6-FF Jk—2— {2 [ (FF AR e L) U0k ] b me -4t} —4-%
fX-4,5,6, 7-VYE - 1H-M|We—6-2L] R EIRAS (259-15100 mg, 227 pmol) A %E—2-TR
B4 (134 mg, 1.36 mmol) FJDMA (3.2 mL) J& &5 h MG iR & WH4s Ft it fil % TLC
(MeOH:DCM) 2E4k LAFSE B4R AL 54 (8 mg, 8%) o

[0629]  SLJ 41260
N= (4= { (6RS) —3- I g 2 -4 AX-6-[ (1, 3-MEMt-2-JLR L JL) L] -4,5,6,7-VUE -
LH-H5| W23} kg -2-3%) 2B %

1

TR F PR EN- (4= (BRS) ~4-%8AX-3- CEIEZ L) -6-[ (1, 3-MEME-2- AR Se 3) H
$1-4,5,6,7-VUE - 1H-W|Wk—2-Fenkig-2-38) 2, Bt (23145 mg, 92 pmol) .mCPBA (48
mg, 75% FIDMA (2.5 mL) FRIVERSH16 h, JIADMSO, ¥V & 93t Jg B ot d] % HPLC - (P
WaRZS) éﬂthHﬁ“@H‘T f‘%’*\% (6 mg, 14%)

[0630] %b‘@f?ﬂ%l
N-{4-[ (6RS) -3~ 2 fig -6 {[ (4-F-3—FLFEAIE) B fe ik ] 2} -4-%4X-4,5,6,7-11
A1 H-Wg|We—2—JE T RE g -2 Jk ) 2t i

FE100 CHEHE [ (BRS) —2- (2- Z@fﬁﬂﬁ%%ﬁ% 4-3H8) -3- IR -4 K-4,5,6, T-TU A -
LH-Mg| Wk —6-JE ] L AR e (151-1575 mg, 160 pmol) . 4—%—3—Eﬁﬂ§$7ﬁww (173
mg, 960 pmol) FIDMA (3 mL) V& A5 ho KGR AWk 4 it i & TLC  (MeOH: DCM) 4fifk A
BB A (34 mg, 38%) .
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[0631]  SEJf1262
N-{4-[ (6RS) —3-IK izt —-6—- { [ (2-FR & AL 7, J2) mdfi e 2 ) AR 0} -4-%A4%-4,5,6, 7-JU & -
I H-Pg| e —2— 3 Tt g -2 3L} 2. B %

> 2% \:.‘l:}-‘i ] §“!\ \'.' C}@ 1*3“'_‘.- FR e & \\

EZEE T HFEEEN-4-[ (6RS) -6-[ -F L 2, 58) fikr k] B -4 A -3- OREER
) -4,5,6,7-PUA - 1H-M|WE-2-FL kg —2- 3L 7, [k i (22946 mg, 99 pmol) -mCPBA (52
mg, 75% FIDMA (2.5 mL) IVEAH016 h, IIANDMSO, 578 & Wik 8 FF il ik il % HPLC - (Bl Pk
T7VE) WM{%IJ*T“M%% (7 mg, 13%) .

[0632] S 51263
N-{4=[ (6RS) -3-F ik —6— { [ (4-F W 2k) foi 2L | A 2k} —4-%4K-4,5,6, T- DU =~ 1 H-H5]
Wi—o—JL ] EnE -2-) 2B

FEZ IR DB S N-4-[ (6RS) —6- [ (4-90 N Ik) Fike k] F H -4 -3- CREEEIL) -
4,5,6,7-VUS-1H-M[ W -2 T it wg -2- B 4 Be % (23355 mg, 107 pmol) .mCPBA (56 mg,
75%) FIDMA (2.5 mL) [RIVEA4016 h, INADMSO , KRR A 13 ik 3 L il & HPLC - (Bt 5 %)
éw{w%uvﬁ_%%@ <8 mg, 14/o>

HONBR

[0633] *E?Eﬁgi‘l 19%&5@ ﬂx?i/iﬂ?%’é“ﬂlj&ﬁ@fﬂl 26 3 FIT 1A 1 S ] 2% 52 it 451 264
SLIIL &
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