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L —MZAMAEY, CEFHBEN 7-(6- Q- FHH -2- ) mhme -3- ) -1-((Jx
) —-4- BEER O ) -3, 4- At [2, 3-b] MEek -2 (IH) - BB 2522 Rl 52 1)
£ RS AR AU B EAETE 2, 2B — K S 4, Tl A 4 3%, AC IR FR 6 4 44 25 A R i g
Rk o

2. BURIELR 1 Frik 25 &4, B8 20 40-60 H & % AL — KA.

3. BURIELR 2 Frik 25 &, B8 20 49. 6 B & % I — KA.

4. BUREER 1 FriR 2 &4, Horb, Ikl 4 4E 2 9 AVICEL PH 112®,

5. BFIER 4 Frik M MA A, B8 %) 20-40 HE %) AVICEL PH 112®,

6. BRIZR 5 TR A &), 8540 31 HE %M AVICEL PH 112®;,

7. BRIELR 1 TR 2 &4, Hov, Frid SR AL A 4E 298 AC-DI- SOL®

S HFIZER TR A MAEGY, o, TR AMAGWE T 1-5EHE %N
AC-DI- SOL®,

9. WM ZR 1 Frid K MA A1), Horb, Frid 25 A 5 W85 29 10-20 H & % 11
7-(6-(2- FHEN —2- AL ) mbmg -3- 2 ) -1- () -4- BEIEF AL ) -3, 4- 5kt
[2, 3-b] MEEE —2 (1H) - BEk H 2527 ErT a2 (1 & | R r 2 sl [ 4 =X

10. BRI R 9 Frad W &4, Hoh, iR WA S WE 52 16 &8 %1
7-(6-(2- AN —2- AL ) mbmg -3- 2 ) -1- () —4- REBEF AL ) -3, 4- 5kt
[2, 3-b] MR -2 (1H) - BiEk H 24 2% ErT a2 (1 & | R Ar 2 s [ 44 =X

VBRI EESR 9 Fr ik (I 5l & W, o, ek 25 A &) B & 7-(6- - B
P -2 k) mpmE -3 58 ) -1- (O ) —4- AL IR O 8L ) -3, 4- &b 5 [2, 3-b] it
W -2 (1H) - B0 A.

12. BUREER 1 Frik 25 &4, o, Frik 2592 A5 2 0. 5-3 T8 % [ Al g
Bk
13 BRI EESR 12 ik 25 &1, Hoh, Brid 20 AH G54 1 HE % ER
B,

14, BURIZER 1 iR e &9, Hovb, Frid 292 & e il i A 7l

15, BURIZER 14 Frid Izl 64, Ho, Brid A ) A 1

16. BURIZER 15 Frid (264, o, Frid M AR B Rl ) 4 & %

V7. — PP H TR BUIRB REAE « 98 PRI HE « S I - P 28728 P 0908 « W JaK s BT S pih 2
BER A W AH DB o ML S 0 B AT T8t 00 o e e B V8 97 BT PRI RE 9 77 A 4 )
HHREMZRAF S THRENBCRER 1 frikZMA & .

18. BURIZESR 17 Frid i 7512, o, BT i 8 4 /9 TOR Sl 1%

19, —Ff FH T 78 523803 SETHL 56 A OB 38 93 I B2 BURS: 7 2 9 1) S A48 R T 7 3800 A
#E (RECIST 1. 1) W7732%, B4 ) AT S8 1 5203 45 T A B BRI ZER 1 Frid 254
HED.

20. — P FH T s NHL 19 [ Br AR ZARHE (IWC) « 22 VR BiER 19 [ B — S B b 14
(TURC) ~ R BB A VE I8 44K BEIRAS (BCOG) B GBM H## 28 g e M 3EA (RANO) T AR5
15, BFE R TR B SR E G T A RERIBRESR | TR 2 mAa &4 .
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2L — M g kB L B X O ik &, B 7-(6-C- & 3 A -2- ) b
Mg —3-FL ) —1-(( k) 4- FEIER I ) -3, 4- “EANEHEIFE [2, 3-b] i -2 (1H) - i, B
Hh

(I)

HEAERZ) 7.46.13.70 F1123.06° 20 LA SR X SHEM AR ATSE.

22. BURVEER 21 Frid iy diih e o, JLE A7 K2 8.94.18. 22 f1 18.78° 20 kbigk—i
A0 BN X 5 Bk R AT

23. BUR LR 21 Brid 9 s e 20, B A X RE B #al 1, 9 W) 25°C e
2 300°CHY, Frid #vilk a5 e U S i E M2 11, 0% FS k.

24. BURER 21 Pk (4 S A8 20, B A XA B — 2 R A el 18], 24 W) 25°C N
A L) 300°CHY, Frid it B 5 29 90°C 222 125°C Mk, Horp i KAEAEZ) 106-110°C AL

25. BUFIEESR 24 BTk B @i T 3K, Forp, Bird 58— Z2 380 A G DS 45 B KABLAE L
193°C AL F4

26. BUREER 21 Pk i dn s e 2, o0t — FORVE AL .

27. BURE SR 26 Frik i i s =, 5 0.5 BE/R Y& pyx —H 2K,

28. BUREESR 21 ik i dn i e 20, AR B4l

29. — P TVRIT BT JaiE 28 PEIPOAE « 50 pahE PR 2 A8 PR R PG  FELJHE L fih 22
SR 2 A DB o ML 9 R B30T T e 00 Bl e % V5 97 BT R, B0 ) A 75 2
(1523 45 T R FIBCR R 1 BTl () [ A4 7 X

30. BUREER 29 Frdk 7775, Forbr, Firidk S 2% > TOR 38 1 2%

31, — P T2 32503 v ST 56 4% S BE 43 s L BRSS9 1) SE ARS8 197 R8N b
#E (RECIST 1. 1) W77, B4E ) BB A SR 1 3208 45 T8 R BRI ZER 1 Frad 1 ] 4
e

32. — P H T s NHL (9 [ Br AR ARHE (IWC) « 2 R VR BESR 11 [ B — S B b 11
(IURC) ~ R EB A VE IR 4L AR BEIRAS (BCOG) B GBM FY## 28 i e MFAs (RANO) TAEZLRIJ5
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B 255 bl K Eh BOA AL -
34, BURZER 33 Bk (4L &4, Hodr, Frik R = A8 A UL A G R A -
o

H 5
35. BUMIZER 33 ik (AL &4, e rbr, i (R Br e fA A8 70 e — 13 Bl — 14 = 4R 1Y, BCHL
HA
36. BRI ZER 33 rid fAL &9, Hob, Frid A s 42 F A &4 -
Y% s
K

o, Y Y Y Y Y Y YL YR YL Y YR YRR Y PR A E A R B R RIS R
BT Y Y Y YL YL Y Y YR YL YR Y YRR Y P AR A R AR E AR .

37. BURIE SR 36 Bk AL &4, Hodr, Y L Y2 Yo Y Y Yo Y YR Y Y Y YRR Y B
) — A AR 2R E S, AR 2 4R E A

38. BUFIE SR 36 Bk AL &4, Hod, Y L Y2 Yo Y Y Yo Y YR Y Y Y YRR Y B
H PR 2 B R 3R S, AR 2 4R E A

39. BURIZEK 36 Frik 4k &9, Hod, Fridb &Mk 3 -
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43, BURELR 42 Bk 751k, Forp, Brd & 750 DY SRR

44, BURELR 42 Bk 751k, Jorp, BTk il K ,C0,.

45, BRNER 42 Pk 771, Horp, FridfE 44657y PACL , (Amphos) 5.

46. BURNESR 42 BTl (07575, Jorp, B i se [ T R AR

AT BUR) B 5K 42 B ok 10 J7 3%, o B ok 48 4 A R v |(2- ZF OB B
2,6 - - REEE LU -BOR) [2-Q-FEHEIFI) T D VR - HeE
WL 27,6 - - BRAEIE -1, U -BER) Q- & -1, U - BoR 2- ) 4R (D VA (2-
ORI -2, 6" - S -1, U - R ) [2- Q- &R ORI ) ] 4 (1D & H ke
GV (- OB -2, 60 - SRR - U - BOR) (2 - &R -1, U - B 2- 4 )
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HETAL (D) VE Q- ZFRCERE -2 47 60 -=RERE-LL -BF)[2-Q -4
R, 10 BT D VA 2-( S O ) -3,6- —HEME -2 -4 -6-= -7

P21, UV -k J[2- (- /a0 ) REE T4 (TD) W1, 17 = W (= - BUT et ) %
B TSR [L, 1 -0 C ORI ) TRk ] SRR R (=R ) SUAR (TD)
SEVY (Z2REERE) 48 (0) A (=3 CASE ) &l 0D V&l D 527 -(=
RO EER ) K EYE 2 iR S AR (I1) 51,2,3,4,5- HEHE -1 (- BT
AL ) TRERECAR CEALEE (1) 5 2- IR 27 - (N, N- HIERESL ) BORREA.
AR (I1) 5 4,5- X0 ( R F@ESE ) -9, 9- —HMGIIE AR & LR (1) 5 2- — 3K
FEMERL -2 - FREOOR R
48. — P H Tl %=X b AT,
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49. BURIEER 48 BTk 7712, Forb, Bl B T I

50. BRI ELSR 48 Bk i i, Horp, Frid w2y 80°C.
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Bre_ _N._ _NH
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d
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52. BURIELR 51 Pk J73%, Horb, B Bch N, N- R 2% .
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7-(6-(2- #ER -2- &) MlE -3- & )-1-((kxX)-4-H
FEIRCE) -3, 4- ZSME=FF [2, 3-B] ALtRE -2 (1H) - BRAY
A . EEAEXRENNERTTZ

1. ARG

[0001]  ANHIEZRT 20134F 5 H 29 HFEAZIMEE 61/828, 506 5 3 [H im i H 15 LA,
W AT LS 7 IR AA L

[0002]  ARSCEMET 7-(6-(2- AN —2- &) ming -3- %) -1-((Jx) 4- FEEKC
H) -3, 4- AR [2, 3-b] mbEE -2 (1H) - BRAI A A9 H EAR 2 HF A 2048 e
TR 750  BES BORRE 8 A 7325

2. HEREA
[0003] SHEABRKSHEHRERNEKSGRZFEPRXRCHET 20 4. Hik, EH
Wl O R O AR BB R — H W ELFR. 2 W, Cohen, Nature, 1:309-315(2002) . % Fift &5
1 B A /1) 79 At PR B B TR 97 B AR, Ve RE A2 PR R PR B IR AT R S
JL Cohen, Eur. J. Biochem. , 268:5001-5010 (2001), Protein ¥ i Inhibitors for the
Treatment of Disease:The Promise and the Problems, Handbook of Experimental
Pharmacology, Springer Berlin Heidelberg, 167 (2005) .
[0004] 5] A £ 1 SR8 AEE it 1) 5 2% P DA B 8o Bl 10 S R il 0 B2 2 1) ) 58 A AR LA
FIR 2 28 VRN S 1 P B 78 2 0] 25 R I B 2 b 0BT it LA 2 0 TR Y 2 8 O i
SRS R R R BT R 2R R M DR, T R T O U Y )
[0005]  FrJy mTOR ( 5 WHEE 2 IV FLANAEERR ) (W8 A ST AR PRy FRAP.RAFTT BY RAPTI,
HoE 5 IEE 3- Wl (P13K) FEMCH Ser/Thr &AM . HAMAE LN R
MVE FRACE AR IS T Hog A AR A v g5 il £ o mTOR 7/ 78 1 7 40 i A A
HAHE ) mTOR/P13K/Akt 8 % Hh i e8I 82 A i 2 — . Georgakis Fll Younes Expert Rev.
Anticancer Ther.6(1):131-140(2006) . mTOR fZET WM E SV, 5 raptor E5HIHFMH
HEZESY | FEAESR TORCL) M5 rictor A EFMERE SV 2 KH A
PIEEAR (nTORC2) 1. mTORCL X MHER I (WE P 5En) (temsirolimus) Bk 4E
5] (everolimus)) U, 1l mTORC2 7EAR KA B W HE R ABUER Kin £ A, Cell
110(2) :163-175(2002) ;Sarbassov Z& A , Science 307:1098-1101(2005)) .
[0006] L4 BIEAEEF X AR AE VR 7 B AR AR h vRAf JL AT mTOR 41 541 491 1, 5 70 % 52
AJE 2007 SEARAEAE FH T B 40 M, 10 00 2 S RIAE 1999 AE b At T FB B R M e . K
YESIE]AE 2009 AF A AR A T80 A A S A R AR K DRI B2 A4 111 70 s 3 o ) 0 i e 2 2
£ 2010 SERE AL T 75 220 T A & TR BRf5cide #r 1) 83 10 5 45 75 PEREALAE (TS) A%
=BT B E TR (SEGA) , JF HLAE 2011 SE gkttt T S8 A RTIBRIN L = i
S EICRE RE PRPR 0 S8 RO BE PR RIS VE PR 2 N 2 WA IR (PNET) o 3X %8 mTORCL AL A0 H
AR AR A R PO i PR i D AE B mTOR 161 70 28 V6 Y7 R RE MRS AL HE e b AU Rk, AR TR oA
mTORC1 Al mTORC2 #3% PR Ak A W 38 a1 98 70
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[0007]  2&-TRATE AR £ R Ak & P 5 A R A4 2 PR o, BT X AEA &)
(RN T B ] s e PR AR R P RE T i Ak 2 b el 5, DR L 24 WAk W 1 [l A T =X
AL E R AR 29 B S RE 45 v A A TE B T A . J0 58 T [ A4 I P ik A dk
Z KIEGMA T (long-range structural order) , 145 i [ 44 (U HRAIE & 45 14 Ja J 7k R
S [ 24 1 A B e T EL AR () B2 FH s I 5 T [ 44 A7 IR 2 T 401 4t v (409 e ke %, T
5 i AR PR P A P FE B A 2 A E PR RT BB T IHEE I . 2 L Vippagunta 5§ A, Adv. Drug.
Deliv. Rev., 48:3-26(2001) ;Yu, Adv. Drug. Deliv. Rev., 48:27-42(2001) »

[0008] i 4s imid & To T, 3G ml e B 44 % ] DLAL B 52 oy [l k. 5
Moy WA 25 A Ak e m A AL G, SR 4 4 R RS AT AT A5 b4
WHZ AR R4, Hh B2 & W7/ 20 =455, 2 W Byrn % A, Solid
State Chemistry of Drugs, SSCI, West Lafayette(1999)., FFEIEFHHI XM omiE T £
i Y AE 244 oh () B, RT3 S F i v B B IR (1) HIV 28 A BRI 7. B
et A 2 A S 50 OB AA TR R ZE 1 22 B D O R B TR B A T A A A
M IR R, B 2 o AR il 50 & k. 20 Chemburkar 5§ A, Org. Process Res.
Dev.,4:413-417 (2000)

[0009]  WAR, ANTIRESC IR MERE TR AL G WD IO 25 d T 2002 5 A2 A5, SEAS FH U 20 4T ol Byt o
#e1 (0, # Braga #il Grepioni, 2005, “Making crystals from crystals:a green
route to crystal engineering and polymorphism, ” Chem. Commun. :3635-3645 ( 5l ok
R TR E , RIS A IR HEma A / Boan R A4 FE R 2= sz i 7, W5 SR n] DLEAS
Al FINET ) sJones ZE A, 2006, Pharmaceutical Cocrystals:An Emerging Approach to
Physical Property Enhancement, ”MRS Bulletin 31:875-879( H Ry A1) ge1HE Hy
T L 22 e ] B 2 O AT SR 2 i B B0 ) sPrice, 2004, “The computational
prediction of pharmaceutical crystal structures and polymorphism, "Advanced Drug
Delivery Reviews 56:301-319( “Price”) ; #l Bernstein, 2004, “Crystal Structure
Prediction and polymorphism, "ACA Transactions 39:14-23 ( fEBEW G FMIEE I
CoFRE LT 75 B TR0 AR 25 04 () B8 70 210, I TR B2 SRR 2, EA R Z 8L T ) .
AT U i 28 76 22 4 A 0 FRE AT B 5 2 AL S R R R .

[0010] A% W v 5| I BLH 58 IATART 28 STRRAS RLAERE N AR N1 228 SR A2 AR I 1 B,
HEAR.

[0011] 3. K EHMER

[0012]  ARSCHRAL T 7-(6-(2- FHEPY —2- L) mbrg -3- & ) -1-((xal) -4- FEAERT
B ) -3, 4- MG I [2, 3-b] bR -2 (1H) - BRI AW 2525 b2 i £ A &
W AR B AT e AR — st g Kb, Bk [ AT SON &8 d i) 72 55— Py X
i [ AR TR O T-(6- (2- FR T —2— B ) mtmg —3- 2% ) -1-(( )R ) -4- FEAEEFC
)3, 4- NI (2, 3-b] mbiE -2 (1H) - B i B4 7 45 b B e 78 X —Ph st 7 X
Bk [ AR TR O T-(6- (2- FR T —2— B ) mbmg -3- 2% ) -1-(( )Rl ) —4- FAEFC
) -3, 4- ZEMEEIE (2, 3-b] MERE -2 (1) - B4 e = A.

[0013] £ X —Fhsgfi /7 2, Frid FA T XK G o 48 X —Fhsgiti 77 =X, frad [ 44 T2
A 7T- (6~ (2- FFIEF —2- JL ) meme -3- 3 ) -1- () 4~ FAEMF L) -3, 4- &t
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W Jf [2, 3-b] mMEiE -2 (1H) - B IK AT B,

[0014] £ —Fhsjii 77 U, Bk AT 2 oK 1 75 X —Fh st 77 20, Brads [l 442
A2 7-(6-(2- LT —2- 56 ) mkng -3- 3% ) -1- (el ) —4- FEFEF CR ) -3, 4- At
W [2, 3-b] MErE -2 (1H) - BRI K Co

[0015]  £E X —Fhskiti 7y =, Fridk B4R TE XOME A o AE X —Phskiti 7y s, Bridk a1 44
TEAX N 7-(6-(2- FHEH —2- &) mbmg -3- 2 ) -1-((eal) -4- FHEER O ) -3, 4- =F
Mtz I [2, 3-b] MEkE -2 (1H) - B B EEA R 2R D,

[oo16]  7E X — Fp 2 il 75 A B, B R [ A XN 7-(6-(2- & AR TR -2- At ) it
Mg —3— 3 ) —1-(( ) —4- FEFER O ) -3, 4- Ak I [2, 3-b] AR -2 (1H) - B
X RRORE R L E

[0017]  7£ X — Fp 2 il 77 R, B b [ 4k X o 7-(6-2- B AR TN —2- 2t ) it
g —3- 3 ) —1- () —4- FEFERR O ) -3, 4- &AMk I [2, 3-b] MR -2 (1H) - B
AR B AL o

[0018]  7E 55— Fhsiif /720, Brid FAr 2442 PCLUCUHH A / BN BRI . AR
Sty 30, R R A2 P C AT/ BCH E AR

[0019] Ay BBAHATATHE 5w B0 BT B i, AR S At 0% 18 44 % 2B 0 H ] T4 o s
T ECHIAT / BRAEAT BIRF A A R A/ B2 M5, R B 5 5 R A 2
i, AR A FERT / BT 1

[0020]  ASCARIRGE Y WA S, HoAud T- (6- (2- FR TR —2- ) kg -3- 3 ) -1-((Jx
) —4- AR O3 ) -3, 4- SR IT [2, 3-b] ks -2 (1H) - FREE H 252 bl 822 113k
[ o7 Z A AU B E AT 20, PR —Fh B 2 Ph 252 b nl #2525

[0021]  fE — P s b, TR A GBS 7-06-0Q- R W —2- 4 ) it
Mg —3— 3L ) -1-(( el ) —4- PR O ) -3, 4- —& - W [2, 3-b] HEEE —2 (1H) - FA
(1) [ 4 T 2, AN — PP 22 P2 2 bRl s RO 7)o

[0022] 7E —FhscjE R h, TR A MASMBE & 7-6-Q-F R -2- ) it
Mg —3- L) -1-(( el ) —4- FAEEF O ) -3, 4- & - I [2, 3-b] HEEE —2 (1H) - i
(R A, FI—FPE 2 P52 bl 252 IR ).

[0023] FE — A sCjE b, TR A MASMBE & 7-6-Q-F R -2-4) it
g —3- 3L ) -1-(( ) —4- FEIEF R ) -3, 4- A - I [2, 3-b] Mk -2 (1H) - i
(1R B, A —FPE 2 Fi 227 ] 8252 IR B .

[0024] FE —Fh L b, TR A SMBE & 7-6-Q-FF AR -2-4) g
g —3- 3L ) -1-(( ) —4- FEIEF R ) -3, 4- A - I [2, 3-b] Mk -2 (1H) - i
(Rl C, Fl—FhEk 2 Py 5 bl 52 IR ).

[0025] FE — AP sCjE b, TR A S BE & 7-6-0Q-FF AR -2- ) it
g —3- 3 ) -1-(( ) —4- FEIEF O ) -3, 4- A - I [2, 3-b] Mt -2 (1H) - i
(R0 D, FI—FpEk 2 P2 bl 52 IR ).

[0026] fE — FpsCE b, TR A MA GBS 7-6-0Q-F 7R -2- ) it
g —3- 3 ) -1-(( ) —4- FAEIEF O ) -3, 4- & - M IF [2, 3-b] Mk -2 (1) - i
(R E, Al—FpE 2 R 22 4252 IR T .
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[0027] fE — Fp s b, TR A GMBE & 7-6-0Q- I -2- ) it
g —3- 3 ) -1-(( ) —4- FAEIEF O ) -3, 4- & - M JF [2, 3-b] Mkk -2 (1) - i
(R AR e A i, AT — P B 22 P 2 2 b T 52 IR 7).

[0028]  f7E—Fhski )y U, TR WA G ME G e 7-(6- Q- FIHEH —2- 5 ) it
g —3- 3k ) —1-(( ool ) —4- REGEFR O ) -3, 4- & - MR IF [2, 3-b] mkik -2 (11) - i,
H— P 2 Bl 255 L AT 252 IR 5 o

[0020] FE 5 — Ay, TR WA AW BT 7-6-Q-FHER -2- 1) it
IE —3— 4 ) —1- (X)) —4- MR O ) -3, 4- =& - I [2, 3-b] AkEE -2 (1H) - B
RIS 2 A, F—Fhak 2 A 25 2% L2 IR0 o AE— Rty s, Bk R 22442 .
HCVHCH AT/ BN BRI 7RSS — RSy s, BRI AR CCC R/ B B AR
iR

[0030] U4, ARSCHRAE T 7-(6-(2- FIEN —2- FE) ke -3- 3L ) -1-(( =) -4~ B
FEIR T ) -3, 4- “ENMERIE [2, 3-b] ML -2 (1H) - B A & {9 [F 7 2544, 4% UC.1CL 1.1
A/ BN BRI R A, AR AR SO B R L

[0031] Gy 4hth, AR SCHRAIL T ¥R T BTRRG S2 383 00 « R RS BORIE 1 7515, ARG 18 52 R 3
BFWRITAREN T-(6- Q- FEHEH —2- &) iine -3-3)-1-((xX)4- FEEHK D
H) -3, 4- AR [2, 3-b] MR -2 (1H) - B A A e 252 Lol sz i #h AT &=
W AR E EA T R . AR S e st Uy 20, A% L RS EURAE R AE R MR | TR
NE S PPEE AR VRS0 W R I JHE R 22 BT L AR AH DS AT/ BlOG IV iE A/ BXCn] ol ik
IR Bl I B IR ST BCPR T RpRE o AE— PP SEiE Ty S, B R IE % 9 mTOR/P13K/Akt i
%

[0032]  ARSCEERME T VAT BUTRRE 523 KB  BRAS BORRE (1) 77 1%, AFE(EH 7-(6- (2- &
SN -2- ) memE -3- 5 ) -1- (e al) -4- A O AL ) -3, 4- &t Jf [2, 3-b] it
W —2 (1H) — B i AR A SR 0 1l BT I 523038 (B % o 75 R 28 STt =0, Bk ARt
0- = FIEMARWY (HELW 1-((R)-4- BT H ) -7-(6-(2- BHEWE —2- ) nt
g —3- 3 ) -3, 4- &R I [2, 3-b] MEME -2 (1H) - il ) o 75 F-2esiii 7y b, Frid e | b
TS ESOPTRE IR AE 2 VEIRIE « S0 i PR S PRS0 W IR 07  BIELJRE S b 28 B i L A 08 A D
SR/ BCO LA E AN/ BSCRT J ek 0 s A VR T BRI R RE . AR — P S g U,
FIr ik B 8 % 9 mTOR/PI3K/Akt T8 .

[0033]  ASCERAL 7R YT BUTR 2 E BB L BEAG BURRE N 7%, B4 T A B E KL
W, FTIRACAS VIAE 6] P 22 2 T IR 0L 7— (6— (2— R LT —2- 06 ) kg -3- B -1-((x
) —4- AR O ) -3, 4- AR [2, 3-b] MkE -2 (LH) - BRI - 78 52 e Se i
A, BTN 0- R AW (AL 1-((xa) -4-2ER 0 ) -7-(6-2- &
FETR -2 ) MEwg -3- 58 ) -3, 4- EMEEEIF [2, 3-b] Wb -2 (1H) - B ) o 7R Le s 77 50
i, IR 7 (8 RS 70 RE AR IE « 28 PRSP I « S5 IR IE « AR AR PRI B PR S IR B AP
BREAS AR RS AH DS A/ B Lo e RN/ B A S 100 o e S0 B Y 9 7 BB (R R o 7
— sty 20, B B A mTOR/P13K/Akt M #

[0034]  7E—Fh SEiiti 7 X, Tk 7 i3 1R 52 F 48 TR IT B AR 7-(6-(2- 22
P —2- ) mbng -3- 28 ) - 1= (el ) —4- A O AL ) -3, 4- &ML JF [2, 3-b] it
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W -2 (1H) - BRI A

[0035]  7E—FhSLji 77 :H, AR T v AR ) 32 3 48 TR IT A A E ) T-(6- (2 Rk
-2 k) mpmE -3 48 ) -1- (O ) —4- AL O 8L ) -3, 4- &b 5 [2, 3-b] it
W -2 (1H) - B2 B,

[0036]  fE—FhSKjii 77 A, BTk T v AR ) 32 38 45 TR IT A A E ) T-(6- (2 Bk
P —2- B8 ) g -3- 28 ) -1- (O X)) -4- FEER AL ) -3, 4- &AM I [2, 3-b] ik
I -2 (1H) - BRI C.

[0037]  7E—Fh SLii 77 X, BITd 5 v A HE ) 323 48 TR IT A R I T-(6- (2- FR
P =24k ) mEme -3 2 ) -1- (e a) ~4- AR O ) -3, 4- At I [2, 3-b] it
W% -2 (1H) - BRI D.

[0038]  7E—Fh SLif 77 A H, BT 5 v A HE M 323 48 TR T A A E I 7-(6- (2- Rk
P -2 2 ) HEme -3- 2 ) -1- (O ) -4- FEA R O ) -3, 4- At 9 [2, 3-b] it
W -2 (1H) - B E R E.

[0039] 7 —Fh SLiif 77 A H, BT 5 v A4S M 323 48 TR T A A E I T-(6- (2 Rk
P -2 2 ) HEme -3- 2 ) -1- (O ) -4- BEAE R O AL ) -3, 4- At 9 [2, 3-b] it
W —2 (1H) — R i SR Bt i

[0040]  7E—FhsLita )y :Hp, FTIR A 2 3E 4 TIRIT A EN L E R - (6-2- &
FE -2 At ) memE -3- 3 ) -1-((Oea) —4- FAEEM O ) -3, 4- &k [2, 3-b] ik
W —2 (1H) - B

[0041] 7 55— FhSLji 77 b, Bk D5 i 48 52 38 46 TR IT A A E ) 7-(6- (2 Rk
P -2 k) mpmE -3 58 ) -1- (O ) —4- AL O 8L ) -3, 4- &b 5 [2, 3-b] it
W& -2 (1H) - BRI RS 2k . fE—Fh sy 20, Bnd M4 24402 PCHCUHH A/ 3N &
e, 765 — Pty 2, Frid FALZ AR Pe e i/ BCH B AR

[0042]  ARSCIEHRGE T VRYT BTG 52603 3G AL Vs 172, B AR A 23 48 TR T A
R 7-(6- (2 FHEA —2- 5L ) e —3- 3% ) —1- (el ) -4~ FEREK R ) -3, 4- —F
MRt [2, 3-b] bk -2 (1H) - FR YA WEOL 252 ErT a2 12k L R AL 2= Ak AR B 14
e

[0043]  7E—Fh SLii 77 s H, BTId 5 VA HE ) 323 48 TR IT A A E I 7-(6-(2- Rk
P —2- 28 ) Mg —3- 2 ) —1- () —4- AR O ) -3, 4- & - I [2, 3-b] it
W= -2 (1H) - B E R A.

[0044]  7E—FhSLif 77 S, TR i A M 23 48 TR IT A A= 7-(6- (2 Rkt
P —2- 2 ) Mg —3- 2 ) -1-((ORa) —4- AR O ) -3, 4- & - I [2, 3-b] it
W% -2 (1H) - BRI B.

[0045]  7E—Fh SLiif 77 S H, BT 5 v HE M 323 48 TR T A AE I 7-(6- (2- Rk
P —2- 2 ) Mg —3- 2 ) -1-((ORa) —4- AR O ) -3, 4- & - I [2, 3-b] it
W= -2 (1H) - BRI C.

[0046] & —FhSLji 77 :H, BT T v A48 ) 323 48 TR IT A AE ) T-(6- (2 Rk
P —2- ) Mg -3- 2 ) —1-(ORa) —4- AR O ) -3, 4- & - b3 [2, 3-b] it
W -2 (1H) - B D,
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[0047] 7 —Fhsgi 77 2N, Bk 77 B G 1 52 W 46 TIRIT A AUE I 7-(6- (2- B2
P 2= 0 ) mbeE -3- R ) —1-((all) —4- AR O ) -3, 4- & - MkRs 3 [2, 3-b] ik
W -2 (1H) - B JE X E.

[0048]  fE—FhSLjia 77 A, BTk T v A HE ) 52 38 45 TR T A A E ) T-(6- (2 Bk
-2 k) mEmE -3- 5 ) -1- (O ) —4- AR O 8L ) -3, 4- At 5 [2, 3-b] it
W& —2 (1H) — i F AR R e G i

[0049] 7E—Fh sz 7 R, TR Tk B R R ES TIHIT A RNEN L EK
7-(6-(2- FREN —2- AR ) mbee -3- 4 ) -1- () —4- FERH O ) -3, 4- &Nt
[2, 3-b] MtHE -2 (1H) - B .

[0050]  7F 55— Fhsit 77 X, ik 7 A HR A 52 Wl B 45 TR IT A AE R 7- (6- (2- #24%
P —2- B ) memg -3- 28 ) -1- (O X)) -4- FAEER O AL ) -3, 4- A Mt 3 [2, 3-b] ik
W& -2 (1H) - B S A 28— RhsLii 7y s, Bnd F A7 4402 PCUUCVHCH A / B3 PN &
. 785 Phagit 2, Frid RG22 PeL e i/ BCH E AR

[0051] A SCHRAE T ¥R BCTRG 5230 1 mTOR A T I IO 5 1, B4R M2 44 TR
ST BER 7T-(6- - FHE —2- ) mbrg -3- 48 ) -1- () 4- FHEER CORE) -3,4- =
ZMtEI (2, 3-b] MERE -2 (1H) - B A S22 ERTHe2 193 [FAr 2244 AU P Ek il
(ST

[0052]  7F—FhsEiE 77 2N, Bk 77 B G | 52 i 4G TIRIT A E N 7-(6- (2- B
P 2= 0 ) g -3- ) -1-((al) —4- AR OO ) -3, 4- =& - Mk [2, 3-b] ik
W —2 (1H) - BRI A

[0053]  7F—Fh sk /7 20, Bk 7 B EE ) 32 i E 4 TIRIT A AAE I 7-(6- (2- B2
P —2- ) mbeg -3- 0 ) —1-(ORa) —4- AR O ) -3, 4- =& - LRI [2, 3-b] it
Wz —2 (1H) - B i1 X B,

[0054] 7 —FhsLie 77 20, Bk 7 v 4G ) 52 B 48 TIRIT A AE I 7-(6- (2- 22k
P —2- 2 ) kg -3- ) -1- (Ol -4- REAER O ) -3, 4- & - kw3 [2, 3-b] ik
W -2 (1H) - BRI JE K Co

[0055] 7% —FhSCjE 77 20, Bk 77 i G ) 52 W 4G TIRIT A E R 7-(6- (2- B4
P —2- 2 ) mbeg -3- ) -1- (Ol —-4- BREAER O ) -3, 4- & - Mkks 3 [2, 3-b] it
W -2 (1H) - B D,

[0056]  7F—Fh st 77 2N, Bk 77 i G ) 2 Wl 46 TIRIT A E R 7-(6-(2- B
P —2- 2 ) mbeE -3- AR ) -1-((xal) —-4- AR O ) -3, 4- & - kR [2, 3-b] ik
W -2 (1H) - B Es

[0057]  7F—FhsEi 77 2N, ik 77 B F6 | 52 W 46 TIRIT A E R 7-(6- (2- B4
P —2- B ) Mg -3- 28 ) -1- (O X)) —4- FAEER O AL ) -3, 4- Z A Mt e 3 [2, 3-b] it
W —2 (1H) — JR i SR Bt i

[0058] FE — A s 7, TR Tk B RS2 A ES TIHTHERNEN L EE
7-(6-(2- B E —2- B ) mbeE -3- ) -1- () —4- FEREF O ) -3, 4- ZEA s I
[2, 3-b] MEHE -2 (1H) - B .

[0059]  7F oy —Fhsgii 77 X, Bk 5 A 0] 52 i 45 TR IT A AR K 7- (6- (2- F2 2k
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P -2- ) mbne -3- 38 ) -1- (el ) —4- R O ) -3, 4- &ML JF [2, 3-b] it
W& -2 (1H) - B S R A . 78— RhsTii 7y s, Bnd A7 =442 PCUCVHCH R / B3 PN &
B, 785 — Pty 2, Frd FRALZ Ao PeL e i/ BCH E AR

[0060] A SCHR L T HI 40 B AR K Ty v, AR A i S T-(6- (2 BRI —2- ) it
g —3— 3k ) —1-(( k) —4- FEILF O I ) -3, 4- SNk I [2, 3-b] ntks -2 (1H) - FR Y
AW 255 LTS 0 3 L [ 2 A A B3 1 A . gz i

[0061] 7 — FhSE i 5 X, Frid HikE A5 7-(6-2- F I H —2- &) it
Mg —3— 3 ) —1-(( ) —4- FEFER O ) -3, 4- Ak IT [2, 3-b] AR -2 (1H) - B
Tk A B,

[o062] FE-— RSz iy, Frid Tk A RS 7-(6-Q-FIEH —2- ) it
g —3— 3 ) —1-(( ) —4- FEFER O ) -3, 4- &AMk I [2, 3-b] nkEE -2 (1H) - B
kB .

[0063] FE-— RSz N, Frid T AR S 7-(6-Q-FIEH —2- ) i
g —3— 3 ) —1-(( ) —4- FEFER O ) -3, 4- &AMk I [2, 3-b] MR —2 (1H) - B
ek C .

[o064] FE— RSz iy NP, FTid Tk AFmAEA RS 7-(6-Q-FHEH —2- ) it
g —3- 3 ) -1-(( ) —4- FEER O ) -3, 4- &AMk I [2, 3-b] nkEE -2 (1H) - B
R D .

[0065] FE— RSy b, FTid Tk A A RS 7-(6-Q-FHEH —2- ) it
g —3- 38 ) -1-(( ) —4- AR O ) -3, 4- Ak IF [2, 3-b] nkEE -2 (1H) - B[
R E .

[0066]  fF — FhsL it 7y XA, Frid Tk A RS T-(6-(2- B HF 2- &) it
Mg —3— 3L ) -1-(( el ) —4- PR O ) -3, 4- —& - W [2, 3-b] HEEE —2 (1H) - FA
(R AR A Rt

[0067]  7E— st J7 X, ik T ik AR A M5 e e T 7-(6- (2 BT —2- Jk ) ik
Mg —3- L) -1-(( el ) —4- FAEEF O ) -3, 4- & - I [2, 3-b] HEEE —2 (1H) - i
e

[0068]  {E 3 — P sz 5 X b, Frid ik G A MRS 7-6-Q- FHRHE 2- ) it
g —3— 3 ) -1-(( ) —4- FEFER O ) -3, 4- &AMk I [2, 3-b] MR -2 (1H) - B
I A . 76— Fhai 20, Frd AL 2R 2 PCUUCHVH AT / B PN B . £
— Pty S, B R AR POV R/ B AR

[0069] A< SCHR L T UE 45 TOR ¥ B 19 35 1 14 77 ¥, 55 AT TOR Bl 5 7- (6-(2- 2 3
P -2- ) mbne -3- 3 ) -1- () —4- FEAER O ) -3, 4- &M Jf [2,3-b] it
W% -2 (1H) - BRI 20 AW B 252 Bnl 352 (0 3h | R 2 A A A i ] 4 0 Qs ik

[0070] 7 —Fp s 77 S, Frik J7 5 A FE AT TOR il 5 7-(6- (2- AR —2- 4% ) it
g —3- 3 ) -1-(( ) —4- FEFER O ) -3, 4- &AMk [2, 3-b] nHkEE -2 (1H) - B
kA .

[0071]  £F—Fp s 77 2, Bk U5 5 A FE T TOR Bl 5 7- (6- (2- AR —2- A& ) it
g —3- 3 ) -1-(( ) —4- B O ) -3, 4- Ak IF (2, 3-b] nkEE -2 (1H) - 1)
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T B .

[0072] 7 —Fp s 77 I, Bk U5 5 AR TOR Bl 5 7-(6- (- A —2- 4% ) it
g —3- 3 ) -1-(( ) —4- AR O ) -3, 4- Ak IF (2, 3-b] nkiEE -2 (1H) - 1)
T C .

[0073]  7E—Fh st )7 =0 b, Frid 77 vE A HE AT TOR Wl 5 7- (6-(2- L TR —2- 2% ) it
g —3- 3 ) —1-(( e ) —4- AL Ot ) -3, 4- —AMEEE I [2, 3-b] Mk -2 (1H) - FR
D e

[0074] 7 —Fp sl 77 S, Bk 77 ik A FE AT TOR Bl 5 7-(6- (2- AR —2- & ) it
Mg —3— 3 ) —1-(( ) —4- FEFER O ) -3, 4- Ak I [2, 3-b] AR -2 (1H) - B
R L

[0075]  7E— M st 77 b, Frid 75 v B F5 48 TOR B 5 7-(6-(2- FRAE TR —2- &) it
g —3- 3 ) -1-(( ) —4- FEIEF O ) -3, 4- A - MHIf [2, 3-b] Mk —2 (1H) - i
(1) TR e R A

[o076]  fE—Fhsefti 7 b, A ARG TOR il 5 L2 7- (6- (2- FILTH —2- 3%)
MEmE —3- 3% ) —1- () —4- FEFER O3 ) -3, 4- & - I [2, 3-b] AkEE -2 (1H) - E{
e

[0077] 77 —FhsLifa 77 S, B 77 15 B 48 TOR 5 7-(6- (2- AT —2- 2L ) it
g —3- 3 ) -1-(( ) —4- FEFER O ) -3, 4- &AMk I (2, 3-b] nkEE -2 (1H) - B[
I A . AE— sy 20, B AL 2R 2 PCUUCCHVH AR / BN B, £
— sty o, B R AR POV R/ BCH A

[0078]  ASSCIRAL T HH - T-I097 BUTBH LA R | AR 2 A Soibk DR B 2 R PR BRI 1 Vs, B
5 ) B SRR AR AT S M DR B R R PR BRI I 2 4G T AR T-(6- (2- Rk
P —2- ) ke -3- 28 ) - 1- (el ) —4- AR O AL ) -3, 4- &R JF [2, 3-b] it
W —2 (1H) - B2 A9 SR 2= AR AR B 24 27 L T B2 (1) Eh a4 B =X

[0079]  7E—FhsZii 7 2, A i B R 2 R EH S FIHRITHE R ER 7-(6-(2- &I
P -2- 38 ) mbne -3- 38 ) -1- (e ) —4- FREEFR O ) -3, 4- A IF [2,3-b] it
W -2 (1H) - BRI A,

[0080]  7E—FhsLii 7 2, i i B R 2R EH S TIRIT AR ER 7-(6-(2- &
P -2- ) mbne -3- 3 ) -1-((Je ) —4- FEAEFR O ) -3, 4- &AM JF [2,3-b] it
W% -2 (1H) - BRI B.

[0081]  7E—FhsZii /7 i, ik i B R 2R EH S TIHITHREN 7-(6-(2- &
P -2- ) mbne -3- 3 ) -1- () —4- FEAER O ) -3, 4- A Jf [2,3-b] it
W% -2 (1H) - B C.

[0082]  7E—FhSLjifi /7 A, TR 7 i B HE R 2R H S TIRIT AR EN 7-(6-(2- B
P -2- ) mbne -3- 38 ) -1- (e ) —4- FEAER O ) -3, 4- &M JF [2, 3-b] it
W -2 (1H) - BRI D,

[0083]  7E—Fh SZiifi /7 A\, Tk 7 i HE 1R 52 FH 45 TR IT B E R 7-(6-(2- 25
P -2- ) mbng -3- 28 ) -1- (el ) —4- A O ) -3, 4- &ML JF [2, 3-b] it
W& —2 (1H) - B 20 B
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[0084] £ —FhSEitE 75 :rh, Bk T i A 0] 32 45 TR IT A SR ) T-(6-(2- Ak
P —2- B ) mEmE -3- J% ) —1- (O ) —4- FAGE R O 0t ) -3, 4- &Mk 3 [2, 3-b] ik
W —2 (LH) — P ) SR A o

[o085] fE—Fhski s K, TR kA RZAES THITAREN LE R
T-(6-(2- FHE P —2- B ) WEWE —3- 4 ) —1- () —4- AL CIE ) -3, 4- LI
[2, 3-b] WErE -2 (1H) - il

[0086]  fF ) —Fhakjita 7y 2, Bk 77 154 1A 52 i 45 TR 9T B ALE I T-(6- (2- Fo dk
P —2- ) memg -3- 28 ) -1- (O X)) -4- FAEER O ) -3, 4- A ML wE I [2, 3-b] ik
B =2 (1H) - B A Rk 7E—Fhsei )y 20, Bk RIAL 24402 O VI H AT/ BUPN &
810, 185 —Rhagidr X, Frd RS =482 e e/ BU°H BN .

[0087]  FEREAL S Ty U, A SCHRAE T AT S8 I 58 4 IR 5 3 R BRORS E 5 9 1 SR A
Fa 7 REr FRdE (RECIST 1. 1), 2 NHL #Y B TAEAFR#E (International Workshop
Criteria, IWC).Z K MHEEEHE K EPRSG— NI (International Uniform Response
Criteria for Multiple Myeloma, ITURC) « & 2SS 1E M AR BEIR A (Eastern Cooperative
Oncology Group Performance Status, ECOG) BY GBM f f# & 988 [z N 3 {5 (Response
Assessment for Neuro—Oncology,RANO) LYE M7k, 46 A A Lk AEE T & E
2 RIE BRI S S TAERER 7-(6-(2- I —2- &) mbne -3- &) -1-((x
) —4- PRI THE ) -3, 4- Z& - MEJF [2, 3-b] MERE -2 (1H) - BRI AL & e 2527 |
AIRESZ I B A A AR AR P E A T X

[o088] £ —Ff Lt 5 A, FIridk T A m) 32 45 TR IT A SR ) T-(6-(2- Ak
P —2- B ) mEmE -3- 3% ) —1- (O ) —4- FAGE R O 0t ) -3, 4- &Mt 3 [2, 3-b] ik
W -2 (1H) - B E X A,

[0089] 7 —FhSLjia 77 :H, BTk T v A4 ) 52 38 45 TR T A A E ) T-(6- (2 Rk
P -2 k) mEmE -3- 5 ) -1- (O ) —4- AR O 8L ) -3, 4- &b 9 [2, 3-b] it
W -2 (1H) - BR 22X B,

[0090]  7E—FhSEjita 77 A, Bk J5 v s | 52 3 45 TR IT A A E ) T-(6- (2 B Ak
P —2- B8 ) memg -3- 28 ) -1-((O X)) -4- FAEER O ) -3, 4- A Mt wE I [2, 3-b] ik
W -2 (1H) - B Co

[0091]  7E—FhSEjtE 77 s, ik T i s | 32 i 45 TR IT A E 1) 7T-(6-(2- B Ak
P —2- B ) memg -3- 28 ) -1- (O X)) -4- FAEER O ) -3, 4- Z A Mt ¥ [2, 3-b] it
W -2 (1H) - B D,

[0092]  fE—FhSEjtE 77 o, Bk T A s W 32 4 TIRIT A S E ) T-(6-(2- B Ak
P —2- B ) mEmg -3- 28 ) -1- (O X)) -4- FAEER O ) -3, 4- Z A Mt e I [2, 3-b] it
W -2 (1H) - B E.

[0093] £ —FhSEtE 7 A, Bk T A HE 1 32 4 TR IT A R ) T-(6-(2- Ak
P —2- B ) memg -3- 38 ) -1- (O X)) —4- AR O 0L ) -3, 4- Z A Mt I [2, 3-b] ik
W —2 (1H) — F ) A0 A 3

[0094] fFE—FhsiE s N, TR T EAFERZAES THRITARENLE R
T-(6-(2- B EN —2- B ) mbeE -3- ) -1- () —4- FEEF O ) -3, 4- ZEA s I
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[2, 3-b] HitkE -2 (1H) - il

[0095]  7E 7 —Fhaia 77 2N, Fridk 77 15 B 48 A 52 i 45 TR IT A AE I 7-(6- (2-
-2 k) mpmE -3 48 ) -1- (O ) —4- AL O 8L ) -3, 4- &b 5 [2, 3-b] it
W& -2 (1H) - BRI RS 2k . A8 —Fh sy 20, Bnd R4 g 402 e HCUHH A/ 3N &
B, 765 — Pty 2, Frid AL 2R PeL e i/ BCH B AR

[0096]  7F Ft 28 SZ i U7 3, A SC e T M & T-(6-(2- 2 R N -2- AR ) ik
g —3- L) -1-(( el ) —4- FAEEFF O ) -3, 4- & - I [2, 3-b] HEHE —2 (1H) - fil
IR A BT, BAERG EE T- (6- (2- BFE —2- 38 ) mbme —3- 4L ) -1-(( =z ) 4- H
AR O ) -3, 4- A - MR I [2, 3-b] MEMR -2 (1H) - BRYE T 9 2K, MTBE ( FR U] 2
k) . DIPE ( P&k ) . THF ( PY SRR ) DME ( ~H4R 3L 2458 ) « TPAc (EEFR R TA B ) -
EtOAc ( LR CLBR ) WMIBK ( 2 T AR ) TAER . TPA ( BT )  LBEACN( 41F ) S AiF
FREEL IPA: 7K (95:5), R TR VB ZEE T A K.

[0097]  7F FE 28 SE i U7 2, A SC iR T M & T-(6-(2- B OB N 2 ) ik
g —3- 3L ) -1-(( ) —4- FEIEF O ) -3, 4- A - I [2, 3-b] Mk —2 (1H) - i
IR A BT, 45K 7-(6- (2- B3 —2- 34 ) ming -3-2£) -1-((xak) -4- FEER
O ) -3, 4- &R [2, 3-b] b -2 (1H) - BRVA T BHT (T LR IR ) L TPA FZK Y
RAY, Ik, 3 HAREA A =i,

[0098]  7F Kt 2L S 75 S, AR SCHEHE T O Tl & T-(6-- B RN —2- AR it
g —3- 3 ) -1-(( ) —4- FAEIEF O ) -3, 4- A - M IF [2, 3-b] MkEE -2 (1) - i
IR A BT, B4R 7-(6- (2- BAE T —2- 38 ) mbng —3-3£) -1-((xak) ~4- FEER
O ) -3, 4- &R [2, 3-b] MEE -2 (1H) - BRVA T BHT 1 MeOAc ( R BE ) HIRAH
W, InE VA B =, AR A T AR I S R b .

[0099]  7F KL 2L st 7 X, A SCH M T OH T dl & 7-(6-@- R AR N -2- A ) it
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SianH AN, B Rt R (ROR) AR A, JE AL, I, Kk
B E RGN E, BR O o AN AT LR S R B IR AN S i ) E S R SR I I TR R
BRI . GEARAL, BN, LR 3R IR B SRR R P AR KR O RIRE o b B R 1
Fe N ILAE R BV IR o R R LR e 4 D AR 2 B A ) A X A S S 4]
BB AR X R . B A SR R PR IR e R 1) s A R R A, L —, HEH A
P e i B 192 30 % Hh o 7R PRI obr, e LI A2 e S U L DAl ge e e 22
HH

[0148]  ANA SCF AT A1) “ B SHSEAASRS 7 e 48 JR s BB 7% Bl B R B A4 1) o — N4y
[ SEAR R

[0149]  £EJEEe Lt 7y 2, Y697 AT DAIE A Se A4 9 1097 ROV ARl (RECISTL. 1) RIFAl
(Z . Thereasse P. Z& A.New Guidelines to Evaluate the Response to Treatment in
Solid Tumors. J. of the National Cancer Institute ;2000 ;(92)205-216 # Eisenhauer
E.A., Therasse P.,Bogaerts J. % A .New response evaluation criteria in solid
tumours:Revised RECIST guideline( it 4% 1.1). European J. Cancer ;2009 ; (45) 228 -
247) o EEFRANAEEL I8 AL v 1 g 5 25 HH BRECAS HHIRCHT 9 A2 1 i A AT B 206 HA)A A4 s 2 2
T

[0150]

B AR FR4E AL W Ae S A S

CR CR " CR
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CR ANSEA N /SD | PR
PR 3k -PD e PR
SD 4k -PD e SD
PD AT AEL PD
FEfiT PD AL PD
FEAT AT =l PD

[0151]  CR =584 sPR =#70 SOBL sSD =3B Bim A1 PD =BEAT PRI

[0152] S TEESRAZ IPENY, 584 RN (CR) 22 Fr A S8 A8V 25 37 OB (PR) 72 DAL 4R i
K BB BRE NS, S8 Wi K B AR RTE RN 30% s 34T MEm (PD) 2 LA
HITECH I A B DR A2 DR L R W i/ D i K EL S AE NS I, #0 i K E
RS2 /DIETN 20 % T RRE B/ (SD) A VAMFFIEIEST DOR ML SR I i /N i K B S
MR RS, BEANH R 46 /N BT 55850 SOSL, WA /76 390 22 34T T

[0153] X T ARSI AR FIVEANT, 54 B (CR) A& T A ARS8 95 A8 ¥H 2k HLIed b B4 7K - 1E
WA TR/ R (SD) & P ELEZ AR AR e / BN AR S A 4R RF
FEIER PR b s AT PRp (PD) S I — AR AN Hm AR/ BOIAT 1 3RS s A2 I 4 3
Jig o

[0154] 73 Ee s g =0, R B (v 7 vl LA R A itk L2 (NHL) 9 [ B TAE A bR
#E (IWC) (& Cheson BD, Pfistner B, Juweid, MEZ§ A . Revised Response Criteria for
Malignant Lymphoma. J. Clin. Oncol:2007: (25)579-586) , 14 FJ LA N 78 B0 e N FlT 2% i 58
SR

[0155]
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Bg | X

BV H %

B B

TH

ik

CR | A s i &

(a) 123855 71 FDG- % o s, PET
Fadk: e PET FAM, A4
AT Ry B

(b) T ZFDG-# 4 S, PET M4
4;!: CT F JIZ] :\‘:. J]: w R ’j—

IS ik e
b P

LEAFRT
W RE ;A R
AT R,
IR it ad i
2 A

2

PR B % & &7%
8 B

HE 6 AR K I EH 4 SPD
%ﬁﬁw%@%%ﬁwﬁﬁﬁ
¥
(a) f£34 57 71 FDG- 4o % PET
Pk ST A Bk —
AR % A PET [k
(b) T LFDG-# 4ok PET {44 ;
£ CT FiHE

#4545 SPD
(3 F 5~
%%%ﬁk

R Bk
2-50.%, I %,
Mg Ro~F %
¥k

o AL 9T AT
%, 0] R Ae

%ot A
b

= PD

SD | k%] CRIPR

(a) 427 77 287 FDG-% o &,

PET [ak; /£ 031 /1L & PET
falk Hoe CT & PET F L#112 5
(b) T L FDG- 4o & PET [H 4 ;
£ CT TRMMENHRTRLK

PD & | EMHBmER |AEEHPHASScm 8F5 | BT ETR | HORELY
LA \RRPANE | K, ~ARLEFHSPDH K | RO SPD A | F A
A BRI EE | 250%, AR BN K
%> 50% SR AT AR K P21 em 4 25 | 250%
Fag K AR K250%
o 4575 7 AT FDG- 3 Aotk 208
2, PET [k, WA % PET fapk
[0156] 475 :CR, 58 4X22f# sFDG, ["°F] A2 8 & FE PET, E%??yﬁ%ﬂﬁ??ﬂ%?ﬁ :CT,

THENLWE AR PR, 392 ;SPD, ELATRFA MM ;SD, Fa 825 sPD,

[0157]
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BEAT PRI -



CN 105407892 A L 19/127 1T
g Ex Z 3L g fTee#
MNE
BAEBM A3 8 AT R SRR HEAFER
BB LG | L% (B TR E $R AR ERIRT |BAHR
P o 43R B TR E SRS HERRRT AR
%] 2B 45 B ) Aedn B TR SRR ST 6 (AR
Tk AFCR (B h FHEBRETYEEER TR TR
8T e ol
BB 4w A FCR 35 1 & R bR 80t A AR
PR
TG A 2 | ek 2] vt T3k 2% 55000 LT 64 8T 1) FAAE
BTk R [ 24 9% 5 09 51 1) WYL R

[0158]
[0159]

445 :CR SERGRME PR B 2
B A, R 2 SO R 2 0T W PR T LR B 7

EME, BUBFEER S fE 7R IR R R B S B0 . 2R R A DCREIR 1 A LB
Bt Fe A 1) A BAF %4 i

[0160]

FEIRCEE St Ty A, 2 R B BE R HOVR YT RT DA I 2 Jh Tk R 11 [ f g — S B

#r#fE (International Uniform Response Criteria for Multiple Myeloma, TURC) ( &I

Durie BGM, Harousseau J-L,Miguel JSZEA. International uniform response criteria
for multiple myeloma. Leukemia, 2006 ; (10) 10:1-7) , 18 FH LA N Bras B e N AN 2% 65 58 ok

VA

[0161]
BT 3% AEAR"
sCR Je VAT % 385 CR Aok
S FLC e
| BRI AR AR T R AL AR
o o T o SR Y T SR B A
AT BRI R B O ke
<5% ) sl TR ®
VGPR | i e ok M & 8L 08 B 2 T e M2 it wok e T B
| i M- 8, 90% R £ % de b Aok M- & 2k F-<100mg/24 h
[0162]
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PR S M-y i 250% B 24-h ok M-k &1 8 290% Sk B
<200mg/24 h

do R T o i MR T8 Y, M i & e R R FLC K
T2 9 8 £ FREAKZ50% /A B M-B i b

do Fobe F AR M-E G RN, HAkF Ao (serum free

light assay) AR08, W& &Ik I 250% kR M-% 8,
ST R R T & re>30%

FRod ERL AR RS, e RGETREL, BEERAL WL
&9 A B 15250%

SD ( R AR | 2% 2 CR, VGPR. PR S 4rH % thArok

BAET; AR
kI8 R B
B tgut MR R A
P Hk)

[0163] 485 :CR, 5842 XN sFLC, i B BE PR, #i70 SON. +SD, BB M +sCR, A% 5242 I
2 sVGPR, AR5 A7 HIBR 70 SRL A7 S R 28 9 34 /5 BEAE LA AR B IG TT  Bi B AT Ar] A ) 32
TIPS RS VEAS AN BT 1 SH I 75, i 28000 14 75 2270 S i #EAT PR BT (1
TRARTIE G o AT L LS 2R R AR F 70 R A2 1 6 i B SR S 7 8 ) o R B R R AR SE
TR IATAE / AAFAEEET /N bl LU AR/ B AR B 1 R
k /A ECRHREED 100 DNIRAMIA T2 Mo SO s e B R R S LUy « /A >4:1
B <1:20 AT K DA WU P S Db SR B A = 30% s ifLiE M- A
= 1g/d1 (= 10gm/1) [10g/1] s JR M- EE = 200mg/24h ;i3 FLC 2 #r 3 & (1) FLC /K~F
= 10mg/d1 ( = 100mg/1) ;25 MFREIMLTE FLC HLRH .

[0164]  LLF Bk (2 7y A6 490 5 S0y S5 T P 0 b 8 2 I B2 pFfili (RANO) AR 4 5%
TR G PR 2 I IR ) B S A A 1R AR {45 (Wen P, Macdonald, DR. , Reardon, DA.
2 A .Updated response assessment criteria for highgrade gliomas:Response

assessment in neuro—oncology working group. ] Clin Oncol2010 ;28:1963-1972) . %t
o I 1) R S RZARAE (TPR) 1K) RANO Bt ) 32 2248 28 m] AL FE NN F T R E W B2 i s 2 ) =
AL BRG], O B2 1 e AR A 2L 20 () 25 B b T B AR ISR 57 VP A0 B R4 MRT
P9 I 8 SONAE T ARG R B AR A2 B GG W67 L BT AT OVEAG . ZE2k MRT
FAERH TP 5E 4 B (CR) FIER4r L (PR) WIS th. AR, 78 L 2R A B AT B 5 I DA v
ARAF I B/ SPD (T L ELAR SRR A AT ) iy 44 B AR AL JF AR A T 2 s RE RO 2 L
FEAEATT 75 2R 52 1 MRT AT RT 5 K, 32338 AN B SZ R B2 T ER B 52 46 € 71 & O W B2 o
BER . RE I EAE ONAE MRT $48 2 i s: 5 RIAH R H R & . oo B w52 i
RV EAE R AT BT 5 RN AR, W 75 008 B 5 025 1 A 2 LR AR B A R e
KR BAR 2 o

[0165] RIS KR AL < AN s A2 A2 AT DA 2 0 & R0k B 3G 9 A o U & R A K3
SR B (BAOVERKESRE, LD) dpk. mRKEEERAR R ENE. 48R
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L N AE X E T I L AR I IR AN

[o166]  H/NELR T1- AL, Hop &340 4 Smm, BAT 1mm 25 o RIS 95 48 (19 /Iy
LD % 5mm 3¢ 5mm. NEA / By 4 A ER AR R DLRR B KB . ERELL )G, 1R
DN () B AL SR S /N B AR 19 AN T AT 28 57— 4 D) 2 1Y) 55 AR K £ Smm (1) 504 (B T £ Smm A
THEANBERILT . 1R Omm I Omm,

[0167]  ZH0EAE AL AZ O (GBI ) KRR ILPAERA (BHEZA)
2N IEE A NH LA . T E A B3 5 A 1) 2 v O A8, 7518 43531
SR NIERE RN R A . RAETRA (BUE 2 ) A8 M3 I i H 23, )
W HA A R A

[0168]  ANATIIE K54S AN 2 1 b5 SCIG AT & 1700 I AR HE I B 9w A8, DL
A RN At B TEAS PTI98 A A A AN AT = R AR o AS AT = e AR LS N T
EM B NER (BT, /T 5mm 3¢ 5mm) K938 58 K95 4L FEIB A% A (440, 0dE T1 B e
Jei T2 IV BB AR SRS B R E (FLATR) 5245 B R LI ) I P B 2 R PR B B s A
FOR R R ot A PR AR B A TL IS5 5, R i s s, HilT
ZJR A, AT LUK 22565 LU AT T1 IG5 DAHERR S 28 B IX 7] 1 21 H i

[0169]  fEFELRAL, AT 2035 EUH AR «iA 5 AN AT I & (K95 28 i) LI MR # A7, HE
5 EHIE N E D 10mm 36 5mm, RS2 W s JESR A T HAm A2, G pra AT
MR (RS RN T2/FLATR £5 53 ) 1A I AE #0955 A% (AT AT ml 0 = (K A2 7
FELR b, BOp5 Gt m ] I (99 AR 1 5 SO BT IR EAT U &, FF ELI E B A 09 AR 1Y SPD. BT
A HADR B AP ATIE W o 7EFTARIT R VPN, 90 AR AR AN = E S5 AR (1 HE 28 43
FENGARFE, I ELyps A2 0 DUBE o () 4R — B oy 2IE B AN IR (40, DLV SCAAN eCRE B4
RN 7038 ) o B ml I (V) R0 AN T ) & (0998 A8 PETE 0 I R e P v b 2 S 70 3 48 b
FHIE BB ARDEAE (1201, 323838 B AE A [ ) MRT 413845 b B & /04 A R0 0 g o 2 118 )
DA A AR AS Ak (O PR A o B BEVRVEAG I, 1 0 S 8095 A8 1 H 5 SPD. 5 43 7l 52 PEVEAG FE 4855
DI A HOR AR (R 18 ) o FERFRITAN BT, K o S5 A | =l S8975 A5 R B A2 )
SEI A 2 O, RIEAIEAS 99 A8 () T4, P DA e IoRg BE e . 48T, Bl M2 2 fE , 75
W94k BT A 9 AR B A A LA S B ARIRAS (R % PR B CR) o

[0170]  CR Al PR (¥ A4 of 8] it 5 02 FRUAIE SEVTAR G 78 T — 4> 8 BH VP4 TP AT, (a4 4
HA <28 KIS, MR AASHATHRIE . Bl RS IE SE R —kok B % R B 1R 24
[0171]  ARIE“FEM” IR TT A4 AL ZU7E 2, LB S b T X RE 0 dae g & 2 A
R/ BALZEVE R o B PT DUR AEAEAR SN AR A N o 78— st 77 20, 1697 715 40 i By
SRV A R (RSN ), AR IR T A IR T . AR — sty b VBT
A B AH A BB FRE IR T RIS T A R R Al B A R 2k

[0172]  ARiE “FEMAK R RIEEESMRSHASHMER . WA SCHHE A B4R
FARE, ARE “FEARTER Y TASCHIERAED) A B, S fe 05 EEZEANRASTAE
LAY A . BRSPS BB AR &Y. 7R ST
75 3 [T T OB i . 70 3R sy sUrp, ROE “B 5 AW A R AR X7 a4
AEWEY A HREEREBEHEY A e LR EY.

[0173] AR SCHTAE A IF HERAE S A HUE, RE “45 @17 4 H TRB AW M &
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M AR A BT, BRAR 5 A e, e dE X SR AT S e R AN O AR AL A
W Wy AR MR B . 2 W, Remington:The Science and Practice of
Pharmacy, 2 21 fiix, Lippincott, Williams and Wilkins, Baltimore, MD (2005) ;The United
States Pharmacopeia, 55 23 fift , 1843-1844(1995) .

[0174]  AiE“EAEEAR7EE R 44w EE R R fERLESE T X, ke
A EFEEE . 7R LS 7y U, P B A T aUnT DU EAE T e R/ s A 6
Wt o 7R s )7 U, M i AR e AT LS IR T 1% K T2 2% K T4 3% .
BT 4% ARTA 5% AT L 6% AT 4 7% ALT 4 8% AL T4 9% KT 4 10% 1%
F#£115% AL T4 20% A T4 25% KT 30% KT 41 35% T4 40% KT 45%
BT ) 50 B & % 1 —ME 2 Mg I/ SO R A . 7ERE L s 5 X,
) SR T AT DU R AL RN / Ak 222l . AR R sy b, W5 0 d A T s eT DL
27 99% .27 98% 2] 97% 2] 96 % 2] 95% 2] 94% 2] 93% £ 92% . £ 91 % L] 90 %4
HAR /) B R

[0175]  ARE“Tm "8 TE BILA" i it MY A B0 (a0 X SE8 AT
WE)) AR DAL FRalH, KRBT T X7 EEE R, Bl = £
ek TR AR . AR e Ty =, M B e TR AT DA A A oA T e
eI/ B AERREe s 7y s, W e e TR aUmT DAL E S0 M S T4 1%,
T4 2% AT 3% AT 4% (KT 5% AL T4 10% T4 15% A T4 20% %
T4 25% AL T4 30% T4 35% K T4 40% MK T2 45 % B T4 50 & & % [1—Fh
B M IHAT A/ Bl . R s 7y X, M i e TR AT LU
HAA / B2 . AR SRt Ty b, MR TS B TR 20U 4 9996 .4 98% .2 97 %
71 96% £ 95% %) 94% 21 93% £ 92% £ 91 % B L) 90 % W FRLL AT / Bk 2R Al
[0176]  ARiE “VEFN” 248 B =T R BERL 25T B S 18 NG5 451 A )
H R4 S

[0177]  RiE “IKEW” ZFa HAL AT ENEEEL AT 2 R B NG RSN K4 K
)45 25 14

[0178]  RAE AR R T I R H AR GFEEARR T, A E M (T6A) , ZRH#E
Mk (DSC) , X FHEM RATHNE (XRPD) , B &% X GFERATHNZE, IRBNIETE, wlansL s (IR) Fifi
SOt , A MIEBIZHEILIR (WR) i, St BROR, # & BROR, Hii 7 B0k
(SEM) , HiL i AR S A 58 B0 M, KL 40 b (PSA) , SR IE AR M, VA P I &, 75 T &
TCER WA RIR AR o RRAEPESRAL AR ST DS —FhE 2 P AR 2, Fridk HoR
BIAMEAS IR T, X SR AT 5 A0 R A7 5, BFER RATH A R AT 8. T 9ok R AT 5 2dis
AR ER 2 (profile refinement), I Rietveld ¥51&, ] LLHT-Hil 404 #r 54
B2 T — A TER A BORE S BB — A A S AT 06 o P T 93 Wb R B 5 008 () L Ath 7 3%
EOHE AT SRS R AL, ARV AR SIEE AN 51 2k B A 4 S AR RS S ) BB A 2
o

[0179]  ARiE “Z§2% LAl (B Rheh) 7 e f8 2522 b nl 52 o 2R IR B, 0. 4
FEHLERFNT LA B A HLER RO 44 1 2k o & & 19252 Bl 82 L& A BB sk B
ABRT AR VES BBV VAR A S B BB AR L NN - SR R VA
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R IBE = LR O R E R g (N- RERETRERG ) A S RIS A ALER . &SR
TR AR EAIR T, TG VLER, W1 2R IR 4R 2 S % B IR R I R R IR A i i
B FTAR IR  CJRTEIR IR & SR AR~ FURE S 1R A W IR T AR TR Y PR S TR
FURMRFRIR A SRR AL IR L ok IR IR IR Ak IR TR R IR R DR VU2 1R
IR TR TR TR KA IR A TR TR - DR BT 8 Tl e I AR R VI A B R 0 FR R TR« ELAA I
BRIRALHE Eh IR  E IR R IR IR IR R R . A4 ) SR 1) S L SR RO FR T IR Sk . FLA
o 2 A AT AN 1T, 2 W, Remington” s Pharmaceutical Sciences, 5 18 it , Mack
Publishing, Faston PA(1990) 8% Remington:The Science and Practice of Pharmacy, &%
19 fiix , Mack Publishing, Easton PA(1995) .

[0180]  ARiE “[FIfrZ A& (isotopologue) ” sdatb &4 A WHEATIE L, Gdh HAR A, Ho
HARRFEGRF LR E DD EF AR T RIRFJER FEA R E R U8 FA =g
A LB TR EE o / BUm. S, RARF R C WA Ve B e B, RARF
(¥ N AT DA N B AR, BARCRSRE Y 0 B 0 B o AR, S, MTEA A . HAkFAL
FART LT AN R BRI B IS, A &) DU AR R R B e B
RUEN AT BE R . R E ST DS BT AL, 45 1.5.10.15.20.25,
30.35.40.45.50.60.70.80.90.95 F1 99 1 100 % & 5, 1055 H: 8] FIAE = AE A B

[0181]1  RiE “RtM” 2 IBEALEW A 45 T2 E N ARG Y. £ Ppsk
Jit J7 b A S A IR v 0- R EREY (BA A 1-((Oxal)-4- BERT
) =7-(6-(2- FAEN —2- B ) ke -3- 3 ) -3, 4- ANt If [2, 3-b] mkkE -2 (1H) - fif ) ,
A BARHLFR A 1= ((1r, 4r) 4= B RR U ) -7- (6- (2- 2L TR —2- 46 ) nbme —3- 3 ) -3, 4- —
AL IF (2, 3-b] HEHE -2 (1H) - B, HHA LT 451

[0182]

OH

N. _N.__o
\
NN
H o

[0183]  ARIE“Z)”EL KL ARA G I EAN FHNE IFF AR 1 Al B2 (1R , HoAR
T BTz A 2 T I S B E o AR Sy 2, RAE“4)7 BUORA)” 2R AE 1,253
B A4 MPRAEImZE N o FEICLEESERE Ty 30, RIE“4)” B K47 2 R4 E HEWE H I 50%
20%15%.10%.9%8%7%6%.5%4%3%+2%1%.0. 5% 5 0. 05% W »

[0184] WAL A HLERAR S5 A MUE , “ I A 2l 107, ] Gt S A A 5 Al [ 44 11 AT
/ BHARALZAA SR S R AR TS e A SRR A B AR St sArh S A IR T
2)25% MR T 2 20% T4 15% T4 10% (K T2 9% T4 8% K T4 7% KT
296% T4 5% (KT 4% LT 3% T4 2% AT 1% ET£ 0. 75% LT
2)0.5% KT 0. 25 % BUAR T4 0. 1 85 % AY— a2 M H A [ 448 200/ B AL 2
WEw.

[0185] WA ST AT ELBRAR S AT WU , “ AR EANE” —Fhmi 2 F Ho At [ 442 200/ B
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HARA A BV RIRE B AW 24, 7R AR i b A A B EIT 4 25% KT
£)20% MK T2 15% KT 10% AL TZ 9% AR T2 8% KT 2 7% AL T2 6% K T4
5% ET214% AR T2 3% AT 2% AR T2 1% (KT 2 0. 6% K T2 0. 5% K T4
0. 25 % BUAIKT-49 0. 1 H & % 19— P B 2 P HoAt [ 4 T R/ BUHAdAL 22 S0
[0186] WAL, AR5 “ 2% Bl H2 (3 (B R ) 7 R da H 2y Bl is2 1)k
B PR B, 045 TOALER RO DL S AL R TR &5 3o 1E A 22 ERTEs2 MALG4 A (1)
TRl S A R AE AN B T FH AR 0 L B L B B VNN B 2% 1 4 B ShER R R W\, N7 — R
LR EEE RV OB 4 R R G (N- R RG ) A SR R &
AWl EE R LEFRAFEEART, THAEILEE, 01 L ER IR AR 2 o8 IR R R
R RN R AT R ORI PR B SR VIR L UM R AR IR AR
BT CIETR VEIRTE SRR 2 CHERAPR  FLIR L B ok IR S SRR bR IR L AR IR L R IR 1
B INR 2 IR R TR TR TR IR  AK A7 IR« il T 1R« 3% 0T TR Tk i TR Tt P Y A R M A FY
ORTEIR . BARI LR R AR IR SRR IR IR A FRER . DRI, ELAA () 26 (1 SE 451 49,
FEERIR A TR #h o HoA i) £h 2 AR GUEA SN T, Z WA 4, Remington” s Pharmaceutical
Sciences, % 18 fit , Mack Publishing, Easton PA(1990) B Remington:The Science and
Practice of Pharmacy, 55 19 jit , Mack Publishing, Easton PA(1995) .
[0187]  ARIE“IAR FAIR” B AR A AL 7 2 AR S — B S AR il g, AR B A
TENE Y HAb S AR SRR . a0, B — TR0 B SLAR A 2R S AR AR
NEIZA BRSBTS TR O SR A 2E AL SIS R A B A
SV AR AR A A . 7RI Le S Uy AU, SLAR R A A S A A K T4 80
HE % AT — PO AR AR RN T 29 20 B8 % BP0 I HAR AR = i 44,
KT4190 H & % FNZAL S — P STAR R AR/ T2 10 58 % KA S HoAd 7 A%
FERIE, K29 95 8 % Kz AW —FhSr AR AR TN T2 5 58 % (K% S H
fth 37 A% R AR BUR T2 97 T8 % (AL S I — P L AR AR AR AN T2 3 58 % [1i%4k
A AR AR TR
[o188] 5.2 fb&M) A KA
[0189]  FE—Fh s 77 A, AR SCIRAE TALA M A I BT B 252 B2 #h. 78
st 7 U, Bk AR T KON 4 i o AE RS Ty X, BT ad [ 7 20k 5 40 4 [ 4 T
o LSy 2, Pk A T 208 T K .
[0190]  JRUEASAT BE AR AT AT e e ER VS BR ], (L 2 [ 44 723X HH 0d A T 249 22 AR 77 71 2 1 )
FRRR PR ZRAE, ok M3 PR B RS VE VA VA I 2 AL, B A A B AT
HR A, F b A T 2 s BAR T2 (i, 7= A gk, sk T S IR A L
BN ME IS EVRRIANER T ) BB ERT (a0, 2 5 R P T TR A R R
TEAA T WK HURR PR TAAT L TS S ST ) W B Aa e MEAI AL 2 e e 1 ) SRAE, Firak T 2040
58 AT 2O&E F T B R B AR 7 o IR IR P ] DAASE FH B 3 B A S BRI 8 S A0
A& R (BT, X ST BROR OGIBNIADHT ) , WA TR AAR S AN
[o191]  ASCHe g (i, (&4 A TR A) AT DU AR SURE AN 7 E A1
LR TERAE, AR EAR T, Bgh X SHRATH . X S8 R ATH (XRPD)  RAHCR (5%, 45
L RROR (SEW) VB (B0, ZaR B ERE OSC) IvVE 43 (TGA) MG Bl
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AR HOGTE (Blan, 2040 P S M E AR ) o AN SCER AL IR TR 2R R AR 9 A
A DA A E , W0 AR

[0192] A SCHEAEI T 4 72 2 ) 48 B mT DAl AR o3 B 7 V00 5 , Wi 2 i (TLC) SRR
HLK  SAH T | s SO i (HPLC) ATJsTa (MS) .

[0193]  NTEAF X 5 ek RATHT B I EUE A DAFEALAS Z [A) BULEAE 2 [F) A AN (], BRI 5
FH BB AS L AERE 4600 16, T2 B S VPRI R AR PE, 0 £0.2° 20 (2-theta KRN
20° 820) (S UEEAM, 5 2228 11 (2003)) .

[0194]  FE—Fp s 77 =, AR SCIRBE TALA M A B0 A 7E—Fh i 77 =0, A4 A
R A BRAEAR BB 1 B X S 2m R AT . Mt s b, (A A E
XA BAHHRER 2 i H A — DB AN B X B2k RATE . 785 — sz oy =0,
A ARITERALEZ 8. 3.8.8.12.0,13.2.13.9.14. 4,14.8.,16.5.17. 7.18. 2.19. 3.19. 5.
19.6.21.0.21. 2.21. 7.22.5.24. 1.,24. 7.25. 0.25. 3.26. 5.26. 7.28. 3.29. 3.29. 5., 29. 8.
30.5.32.1.33.3.34. 28 34. 6 LI 2 0 AL HA—DEEANEAE X 5 8k KATH g, 76—
Fh B sziE 7 R A A A IR A 40 8. 3.8.8.13.2.16.5.17. 7.18. 2.21. 7 B 26. 5
ER 20 ALAEE AT AT TS BB RRIE X 5 2k R A b .
e — RSzt R, A A B R A EZ) 8.3.13.2.18. 280 21. T Y 2 0 AL HAG—
AT EABIUARHIE X S 2k RATH0E . AE— D BARRSLiE 7 U4, (b &9 A BB R
AFEZ)8.0.9.0.12.0.13.0.16.5.17.5.18. 2.21.5.22.5.25. 0 B, 26.5 JE/) 20 AL EA
— AN ECEZAMFIE X S 2 R AT S 7E— P BAR ST b, (b &9 A TE A 749 8.0
9.0.13.0.16.5.17.5.18. 2.21. 58 26. 5 I 2 0 FAAEA — AP EAUN VAN
A BB AR X S 2y RATHIE . 78 5 — st 7 20 (59 A BN A 7E2 8. 0,
13.0.18. 28 21. 5 JER 2 0 AALEA P =ABUUAERHIE X 58 RITH 6. 785
— sz R A A A BB A 7E4) 13,0016, 5,18, 2 B8 21. 5 R 2 0 AL HA—A
PN AN B VYANERAE X B 200y R AT 804

[0195]  7E 55— Rt )7 xUHh, (b &9 A TR A B 2R Bl 3 s i #vitk I, 78
FEAe st A, A A A TER A BORTEREAGEE P EL) 25°C R4 100°CIHIE SRR
KT 10% X TL5% KT 3% A TL2% KT 1% T4 0.5% AL T£0.2%.
T2 0. 1% LT 21 0. 05%E{KT£ 0. 03%, B2 0. 024% # ., 7EF ey, 4k
AW A BB A BoRAERE RGE R 25°CEL 100°CHEERKILTZ 0. 1%, /£
Be st 77 L A AW A IR0 A AR ERGE EH BoRFEZ) 25 CHR 4] 100°C R EER RN
250.025% o fERLLsE 7 U, A B9 A RTE R A FERE HAE I EZ) 260°C TR ERE
SR BB FEAR . 7R s g b, A A A TR A TR 7R R sz 7y =0, 4k
AW A B A NEEEFIL .

[0196]  7E X —Fpsii 7 X, (&4 A IR A A EA Bl 4 Brs 2 s &
A3 (DSC) #AE I, FERELE s 77 s, A A BT 2K A 78 DSC #iE [&] vh B W B iR
RN 201°CHIR . FERLEL ST T S, (AW A BITE A 7E DSC #il B B A e iR
RN 19T CHIR . FERLLL ST 7 0, (A7 A BTE A 78 DSC #i B v B A W E iR
R 199°C HAR UG E N2 197 C IR, 7E—Fh sl 7 0, (A7 A TE KA B A4
197-199°C B Rl o AR LL sy 77 s 0, A A IR A BT 40 199°C 1) kil i
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FE—FhsL i 5 o, (b &9 A TR A 76 DSC $it I o B £ 195°C R,

[0197]  E N s 7y =N AL B4 A T A R AEIR R T, B a0 92252 W2 0% £ 4
80 % AHXTVZ B (RH) HIMR ey, R KT 20 0. 1% w/w [ E . 755 — Pt 7 =0,
APIRITE R A M2 52 AZ) 80 % E22) 90 Y% AHAHE S (RH) MR B3 e, BoR% 0. 5% w/w
I . RS 7 S, A A A FITE A 7EZ) 25°C TR AR B2 0% 22 95 % FH AT
M PRI 38 I R AS KT 29 2% w/wo A K T2 1% w/w A KT 210.6% w/w. A KT
0. 4% w/Wa A KT410.2% w/w BIA KT 21 0. 1% w/w [F38E . 7ERLeseiE 7 R, (b 59
A BB A FE2) 25°C N AE WA N A2 0% ZE 2 95 % FH T IV B 38 i 7R 29 0. 3% w/w
(P3G AEFLs Ty U A B A BRI A 722 25°C R AEM R Z] 0% 222 50 % A
M PE R B3 NI 2R A KT 29 2% w/wo AR TZ) 1% w/w A KT 21 0. 6% w/w. A KT
0. 4% w/wa A KT 0.2% w/wBIA KT 21 0. 1% w/w [F38E . RSty R, (b a9
A BT A FEZ) 25°C R AEME N A2 0% 22 50 % FH R EE Vg B B I SR 0. 1% w/w
(38 .

[0198]  FE-—Fh s 7y s, A SCIREE TALA W A BB B, 72— Fh i 77 =0, A7 A
7 B B EARME 9 Frosiy X SH8m R ATH Kl 785 — Mt s Xk, (&4 A [RE
B AL 6.0.7.0.8.0.10.0.12. 0.14. 0,17. 0.18. 0.20. 0.20. 5.22. 5 BL 24. 5 {1 20 £
W HA — DB AEHIE X S8 RATSTE. 72—PhBEAR S 7 =0, &9 A R B 78
#16.0.7.0.8.0.10.0.12.0.14.0.17. 0.18. 0.20. 0.20. 5.22. 5 8% 24.5 FF[{1 20 AL BAH
A AN EA YA T DB X B2k R AT SHIE . B S —Rhse iy R, 1k
EW AR B A2 6.0.7.0.8.0.10.0.12. 0.14. 0.17. 0.18. 0,20. 0.20. 5.22. 5 B 24. 5
FERT 20 ARG —N A A BIYAMERE X 520k R AT 406

[0199]  FEHLLEESE 7 0P, (LA A IR R B AR Al B BRI T 40 10 % BUI T2
7%, BN 6. 4% [, I HABIBTE R MY 50°C . fEF sz b, (& A KR B
RKED

[0200]  7E M —Fpsia 7y 20, (A A IR B B LR i 10 Brs i 2 A & #
A3HT (DSC) FAE P 7ERELE sl 77 2, A4 A BT B 78 DSC #vit [ oh B W (B IR
R 111 3 CHRIMER, 3 H B A WA IE A2 164. 9°CRIBUER. 78Rt 7 0k, (b &9
A BB B B WEAE IR N2 202°C MR

[0201]  7E-—Fp s 77 s, AR SCiRE TALA M A BB Co FE—Fh i 77 =0, A7 A
e C A EAR B 11 Frosi X S8 RATH . 85— FhsEit )y X, (A A 1
B CAEZ) 6.5.9.0.10. 0,14, 5.16.5.19.0.23. 0 BL 23. 5 FF[K 2 0 A EA —DEZ N
fiE X 5 Befn RATHE . 78— A HAR R sEht /7 b, (&4 A KK C /£49 6. 5.9. 0.10. 0,
14.5.16.5,19.0.23. 0 BL 23. 5 FZ [ 2 0 fAHA D A=A G4 A A B
FRAE X S 2k RATHTUE o 78 53— PP sEiti 7 0, (& A IR CAEZ) 6. 5.9. 0.10. 0. 14. 5,
16.5.19. 0.23. 0 5L 23. 5 FE1 2 0 L EA — A A BUYAMRAE X 5 8 RATHHIE
7E— P BAR g szt 7 o (A A R C#EZ) 6. 5.9.0.10. 0.14. 5.16. 5.19. 0.23. 0 B
23.5 JEI 20 ARG DB MR X B8 AR AT

[0202]  FEFREEESLE 7 U, (AW A BB C 2K,

[0203]  7E N s 7 U A A A IR SR C RO 3R BanlE 12 Bos i 278 &
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B (DSC) i . 7RI st 7 rh, A A T2 C 78 DSC i b B 2 160°C 1)
WA L) 200°C B Ao AERE e st )y =0, A &4 A BIIE K C 78 DSC Ji & rh Bofy
£ 162°C [ FIZ) 200°C IR

[0204]  7E—Fhshit 77 U, ARSCIRAE T A A IR D 7E—Fh it 77 =0, (a4 A
R0 D BHA B FanE 14 oy X 2 RKATH B 7E 5 — Bk U (b & A 1)
TR DAL 6.0.8.0.9.0.10.0.12.5.14. 5,16. 5.18. 0,19. 0.19. 5.20. 5.22. 5,23. 55, 27. 5
FER) 2 0 fab BA—DNEEAEHE X S 88 RATHE . A8 —PhBEAR IS 77 U (54 A
IR D E4) 6.0.7.5.8.0.9.0.10.0.12. 5.14. 5.16. 5.19. 0.19. 5.20. 5 B¢ 23. 0 ] 2
AR EAE —AN TFIEAA A DA BN A A S AMERE X
W ARATE 0. 75— RSy =R, 1A A 12D £ 6. 0.7. 5.8. 0.9. 0, 10. 0,
12.5,14.5.16.5.19.0,19. 5.20. 5 B¢ 23. 0 FE 1 2 0 AL EA A = A BUAMFRAIE
X S Ay RAT S . A2 — PP BARI S 7 20, A4 A ITE D 7£47 6. 0.7. 5.8.0.9. 0,
10.0.12.5.14.5.16.5.19. 0.19. 5.20. 5 B 23. 0 JE[K) 2 0 ARG —NELEZAMEHE X 514
¥ RATETIE

[0205]  FREHEUEsE )7 xrh, (A A BIIE R D AR A K b BoR R T 40 10 % BUR T2
8%, BNy 7. 4% W R EAIZ) 80°C FRIAIEIE « 7ERELL s 77 =0, (& A B D
Bt .

[0206]  7E X —Fhsiifi 7 U A AW A RIS D A AR FanlE 13 B2 E R
8t (DSC) #iE . AR LSl 7 X, A &4 A IR D 78 DSC #Avitk B HA7 W {E 38 %
Y 98. 3T R, F1Zy 159. 3°CRIM I, AER s 77 :UH, (&9 A R0 D B0
15 5927 200. 6°C MR

[0207]  7E—Fhsht 7 U, Tl E 2 &9 A B HRORIE R . AE— P77 =
H, TN E A A B 2R E R . 7B — P 7 b, (a1 A TSR E
NG T

[0208]  fE—Fhsiit 7y 2, SR FH B0 X ST ATE A il s A A IR RE 1Y SRk 251 .
AR5 P Tk B ARSI E B AR R B . AR R STy U, A A
R E BAEA FwE 16 Frai i g fE—fpsci )y U, JEaUE B7E Bt &
H 25 0 R ORI AR . AE— sy SN, TR R E SR AR HA P2,/c A (AR R
Rl im R s S R AT R

[0209]  7EHEEE STt 77 AU, A SCIR AR WA TE 0 (1, TR B) &R B&h iy, i X
STEM RATHTI E T~ A PpsEi /7 A, &Y A KR E B A B 15 Pros
1) X S 2k RATST B (788 5kl ) o AE—Ppstiti )7 =0, A A TEE 724 7. 46,
8.94.11.7.13.7.17. 26.18. 22.18. 78.20. 94.22. 38.23. 06 B, 24. 62 L) 2 0 fghb B A —1
BL 2 NMEFIE X SRR R ATES IS, a0l 15 Brfies CRJ7as 5k o 7858 —Phszi 7y U, fk
AW A K E 24 7. 46.8. 94,13, 7.18. 22, 18. 78.22. 38.23. 06 B, 24. 62 ) 2 0 4k
BA = ZA A A S BB \NRHIE X G208 RATS06 . 75 5 —Fh st
FRH, ST A TERE 84 7. 46.13. 7,18, 22 BF 23. 06 [ 2 0 A EAH —D A
SAEVYAN I X FHE AR AT . AR5 — Bk gy b, e E M A BN E B SR 3
Fm B — N A =AU B S B A U BB —MFE X 208 R
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T e

[0210]  FEFELE Ty b, A A B E BT B Eanl 174 ATE] 178 Hh B s 13
TEK.

[0211]  FE—Fhsit 77 s, ASCIRAE T A A N4 e, R AR F5E 19
22 AR TGA T B A X B (TGA) Il AR s 77 A Urh, 4 i B U /R IX R
[ TGA FAii B, B 24 A2 25°C A £ 300°C R, FAEL) 50°C E 4 200°CHL & kL s &R
Z111.0% —11.5% (BIW1,11. 0% 8% 11. 2% ) FEFERL. K, R srjiE 7y 04, 24
ARG BN FA A 29 300 CRY, &5 i B Ui R B BT E 2 11. 0% o fEFREEL ST 7 U,
iR EAE P 0.5 BE/RYERVEN, AT 29 0.5 BE/RAN ZHIR / BIRAEY
Ao LB A X R EEFMADNE R —HFREERN 10.5 E5%, 5MER TGA
REAHILEC . 7R T X, 4 e O A A B RS A .

[0212]  FE-—FhsLji 77 s, ASCIRAE TALA M A 145 a0, HE AR 18 prifi 4 5
— 22353 (SDTA) #AE ], 9 ) 25°CIn#kEa 2 300 C R AHEZ) 90°C 222 125°C [
HA, BN 106-110°C

[0213]  FE-— PPkt 77 s, ARSI UE THLA Y A R TE R, 2 2 25°Cn#k 247 300°C
i, H SDTA #E B/ RE W 17 #E2 RS, B RAEL) 193°C AL,

[0214] 7B X —Fhsil 77 20 (A0 A IR A R AR Ay, 75 dE g s 7y X, &
A LA A A A R EAE HARFE A, Bl e e R, 7ER L stjE 77 50
o, AR B AR S A T 20 A AT 20 95 % 40, MK T2 96 %6 46, AME T4 97%
4, AMIKT 2998 % 4, AMIKT 27 98. 5% 41, AMET 29 99 % 41, AMIKT-29 99. 5% 4B AL T4
99. 8% 4li,

[0215] 7B X —Fhsil 77 s, (A4 A IR0 B 2 AR Balify. /8t Ee s 7y K,
A LA A A B BAR EAE HARFE AR, Bladt e R, 78RSt Jr X
i, AR EAE A S A BITE S B A AR T 20 95 % 4, AMIE T2 96 %6 2, AME T2 97%
af, AMIKT 2998 % 4l , AMIK T2 98. 5% 21, AMET 2999 % 4, AMIET-29 99. 5% 2 AL T4
99. 8% 4ii.

[0216]  7E X —Fhaif 77 =0, (A0 A BIIE AR C AR AR oy, 75t s s 7y X, &
A LA G2 A IR C AR EAE HARE A, BTt e e R, 7EHt L st 7y 50
o, AR AR S A TR C A AR T 20 95 % 40, MK T2 96 %6 48, MET 21 97%
af, AMIKT 2998 % 40, AMIKT 27 98. 5% 41, AMET 2999 % 4, AMIKT-29 99. 5% 4B AIL T4
99. 8% 4ii.

[0217] 7 X —Fhsile 7 20 (G40 A BB D SR AR oy, 75t g s 7y X, &
A LA G2 A D R EAE HARE A, Bl e B R, 7EH L st 77 50
o, AR B AR S A 0D B2 AR T2 95 % 40, MR T2 96 %6 46, MET 21 97%
afl, AMIKT 2998 % 4, AMIKT 27 98. 5% 4, AMET 2999 % 4, AMIKT-29 99. 5% 4B AIL T4
99. 8% 4ii.

[0218] 7B X —Fhsila 77 U, (A4 A BT aR E R AR Rafify. 75 HE g s 7y X, &
A LA A A R E R EAE HARFE AR, Bl e R, a3 stjE 7y X
o, AR B AR G A T 20 E 2T 2 95 % 40, AMIET27 96 %6 46, AME T4 97%
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afl, AMIET 298 % 4, AMIKT 29 98. 5% 4l , AMET 299 % 4l , AMET 27 99. 5% 2B AME T4
99. 8% 4li,

[0219]  AE—Fpskht /7 A Arh, ATt TALA Y A AR AL G o A — PP sTit 7 =0, (i
A (R BR A AT AR AN P T BTN B X S 2 RATHS B o AE S — R gy U, A
Yy A SRR EE 3L S AEZ) 5. 046, 0012, 5.14.0.15.0.15. 5.17. 5.18. 5 1 22. 5 B[] 2 0 f4b
BA—NEEANRHIE X S 808 RATHE . 78— P BARR S 77 04, (A4 A B8 i At
FEAEZ] 5. 0.6.0.12.5.14.0.15.0.15.5.17.5.18.5 f1 22. 5 FE[ 2 0 MHLEE — DA
TN VUANE BAMERE X SR R AT . 78 5 — Rl sty aUrh, AL A A ISR B A A
#15.0.6.0.12.5.14.0.15.0.15.5.17.5.18. 5 F1 22.5 (K] 2 0 ML EHAG D . FHAN=A
B VY NMRFIE X 5 2k R AT 0

[0220] £ M — sy b, A G A ATTREE 3L i B B AR Bl 6 P2~
=M AT (DSC) #il . FEF sty s, (LG A AR EE 3L &8 AE DSC it B B
WEEAELIR N2 119°C IR . AE R st 7 =0, Ak &4 A (R Bt it AE DSC #Avil [ b A
AR NZ) 115 C R 7EFRELS ST T S0k, A4 A IR MR B 2 i 7 DSC A [
AT WEAB IR B 2 119°C HAR IR B RZY 115°C R, 7858 —PhsziE r =, (A A (1)
TR B L i B2 20 FE 5 % A AR B 4 A

[0221] 72— 77 U AL A A AR AL o AR 4l o A8 e st )7 =0,
FEAR FAif i &Y A BRI B S AR EATE 2, wlan e e TR . AERR ST
Jit Ty A, AR AR A Y A AR B AL G R A REAMIG T2 95 %6 41, AMIK T2 96 %6 41, A
T 2197 % 4, AME T4 98 % 4li, AMIET-2998. 5% 4, AME T4 99 % 4, ASMIKT-29 99. 5% 4L
BAME T2 99. 8% 4L,

[0222]  ASCHRUERMLE A BIFEAER R (Bltn, 20 AL By C. D BUE) AT RLH A SR 1)
VAR

[0223]  FEFLLLSTE T U, AL A4 A TS0 A PR IE AL A4 A A5 2R MTBE ( FF 24
TR ) VDIPE ( Sk ) THE ( PYEURRIR ) L DME ( ~HE L 20658 ) « TPAc (BSER TR BS )
EtOAc ( B2 .G ) WMIBK ( B2 TR ) cTAER . TPA ( A BT )  LBEACN( 201 ) AiF
FRGEER TPA: 7K (M40 95:5) HH (VA T B A4 B 77 288 R kel 4% o

[0224]  ZEHEEeszif 7 2, A AW A BB A 7 LUK RERI 4 AL A4 A £ B 2K \MTBE ( FF
FBUT HEE ) L DIPE ( — R PATE )« THF ( USRS ) L DME ( —H% AL 4062 ) | TPAc (EER = 1H
5 ) EtOAc ( ZBR U B5 ) WMIBK ( R T AL ER ) PRI BR L TPA ( RN EE ) L OFEACN( OJE )
FEFEFBEER TPA: 7K (95:5) " RIVEREN AR LS 52 IR E 21 50°CFIVA #1 . =GR, 5
AT AR

[0225]  7F FE 26 SE i U7 2, A SC iR T M & T-(6-(2- B B N 2- ) ik
g —3— 38 ) —1- () —4- BEIERR O3 ) -3, 4- & - keI [2, 3-b] LB —2 (1H) - R Y
TR A BT, ARG L ER 7- (6- (- AL —2- &) ke -3- 3% ) -1-((Jxal) -4- 4
FEIN O ) -3, 4- & - MEREIE [2, 3-b] kKR -2 (1H) - BRAE T 28 MTBE ( B2 RUT 24k )
DIPE ( — Ak ) - THF ( PYZRIE ) JDME ( —H A 44t )  IPAc (B PR TR R ) JEtOAc ( 4R
G ) MIBK ( BRI T IR ) S TAEA . TPA ( SR )« B ACN( ) A2k B e Tk TPA:
K (95:5) FRRAS RIS RAE =R T &K
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[0226]  7F Ht 26 52 gl 77 X, A SC A M T OH & T-6-(2- B R T 2- ) it
g —3- 3 ) -1-(( ) —4- FAEIEF O ) -3, 4- & - M JF [2, 3-b] Mkk -2 (1) - i
IR A B, 5 7- (6- (2- R FETH —2- 36 ) mbme -3- %% ) -1- (el ) —4- FEFEIR
O ) -3, 4- ZEE R [2, 3-b] bR -2 (1H) - BRVE T BHT (T AR IR ) L TPA FIZK
RAEYT, NI EA A R R £y U, Ird s e oG o pgicse,
TPA FHK P FF 15

[0227]  7F B 2e sEil 7 X P, A SCRRAE 7O T & T-6-C- B R -2 AR ) ik
g —3- L) -1-(( el ) —4- FAEEF R ) -3, 4- A - I [2, 3-b] HEEE —2 (1H) - i
IR A BT, 55 7- (6- (2- R 3ETH —2- 38 ) mme -3- 4 ) -1-((eak ) -4- FHEIEIF
O ) -3, 4- &R I [2, 3-b] MERR -2 (1H) - BR¥A T BHT Fl MeOAc ( ZERFBE ) HIRA
I, Ve A B =R, AR BT T AN S IR Peb R . AR SEE Ty SR, Bk U7 vl A
Ik pEUCEE TN MeOAc FHIE BRBE SRR I T 1. AR st 77 X, ke afik b &
(1) MeOAc T IITESR A MBI 7-(6-(2- Fa 2R —2- & ) mbng —3- 2 ) -1-(( ) 4- B4
RO ) -3, 4- AR I [2, 3-b] Mk -2 (LH) - FAZE BHT A MeOAc KR &t . 76
— S5t 75 3, TR 7 V2R B G S AR BHT T MeOAc Y47 -

[0228]  7F - 2L S 75 S, AR SCHHE T O Tl & T-6-Q- B TN 2- &) it
g —3- 3 ) -1-(( ) —4- FEIEF O ) -3, 4- A - M If [2, 3-b] Mk -2 (1H) - i
IR A BT, 55 7- (6- (2- TR —2- 38 ) mme -3- 4% ) -1- (e ) -4- FHEEIR
O ) -3, 4- &R [2, 3-b] MEME -2 (1H) - BRVA T BHT 1 MeOAc ( R BE ) HIRAH)
AR, TR, A ED, AR T AR S IR B el . AERLE St Ty SR, Bk U7 i S
IS SRR N MeOAc FHIE BRBEBER I T4 AR LS 7y X, ki sk b &
[KI7E MeOAc HITE A IINE] 7-(6- (2- 32674 —2- 28 ) mkme —3- 28 ) -1- (=) -4- F4
SR ) -3, 4- AR I [2, 3-b] MEEE -2 (1H) - BAZE BHT F1 MeOAc F IR & H . 7E
—2e 5t 7 2, BT 5 VAR B RE R JE AT BHT FIT MeOAc ¥4 -

[0220]  7F %t d& s e 5 X b, AR SO HE T O Tl & 7-(6-- R T -2- L) it
Mg —3- L) -1-(( el ) —4- FAEEF O ) -3, 4- & - I [2, 3-b] HEEE —2 (1H) - i
(I 20 A B 5 1, B T-(6-(2—- R R TR —2- ) Hbng -3- #)-1-((xR)-4- BH
FEIR L) -3, 4- A MR IF [2, 3-b] ME R -2 (1H) - BRI A 7-(6- (2 R AL T —2- 2 ) it
g —3- 3L ) -1-(( ) —4- FEILEFR R ) -3, 4- A MBI [2, 3-b] AEEE -2 (1H) - B
MR EE L SR T TPA. AR — L85 7 20, Frid 5 vkie B fE i ik i pE S SR AN T08e, nfE s T
T

[0230]  7F 2L S 5 X, AR SCH gt T O Tl & T-6-- BTN 2- &) it
g —3— 38 ) —1- (R ) —4- BEIERR O3 ) -3, 4- & — keI [2, 3-b] MEEE —2 (1H) - R Y
A B, AR 7- (6- (2- B3 —2- 38 kg -3- 25 ) -1-((xal) 4- BEEHF
H) -3, 4- Z&MEEIE [2, 3-b] MEEE -2 (1H) - BRYE T BHT. THF FUKEFRAYH, 5 TPAc #
fie, Ik, 800, D, 5 TPAC B, Ik, W, ARER A IR =R . 7R — sy U,
Frid J5 ik dEaat i pe i e, A TPAC g, Fige. 78 —Lesijli 77 s, Bk 7732 5 s ik
A3 45 FE PR AL 3R BHT . THE FUKVETR . 785285 75 20, Fridk 77 e B kGt € BHT, THE
R o 75— 2852 )7 =0, Frid A A7 KA 71 FAEE BN CEE i TPAC)
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[R5 — 2N IRABE fa Ve J) o AEFE LS 7y SN, i I B — AW e I &1
IPAc HITER Ae AE—252a 75 SN, TR ik B 48 75 KUK 77 FAEfE AR (s xt
TN TPAC) 58 — Z&TRANEE J5 V2 20

[0231]  7F K 2e skl 7 X, AR SCRAE T T & 7-6-C- B AR -2- ) it
g —3- 3L ) -1-(( el ) —4- AR O ) -3, 4- —& - W [2, 3-b] HEEE —2 (1H) - Fd
[T A (5, 45 7- (6- (2- 33T —2- 38 ) mbng -3- 3 ) -1- (k) -4- FAEER
Ok ) -3, 4- “E NI [2, 3-b] mEwE -2 (1H) - BAYE T BHT. THF FKREYIH, 5 TPAc
Bl I, 29 N 72818, 55 TPAc i, BE /G A A E RiR . fE— s U, ik iEid
ARG @ e, H TPAC ek, AT, 78— Sesei 7y s rh, Brid 7 v 5 A e 45 A v
WAL R BHT, THFE MIZKIEW . 7ESREesLii /7 s, Pk 77k ie 45 i BHT . THE FI7K &L
FE— L85 77 S, B 77 v 6 AR Jel )k B AR B I T S — 2P 3R, RIS TPAc.
FEREEE ST 75 h, Bk 7 e B R — RS I D &1 TPAc FIIER A, AE—Lesk
i 5 2, BT b AL E A N RS 248, [FIRE NN TPAc, AR 2 =5,

[0232]  7F B 2L st 7 A, ASCRRAE 7O T & T-6-C- g AW -2- &) b
g —3— 3k ) —1-(( ol ) —4- AR O ) -3, 4- & - bR IF [2, 3-b] AkER -2 (1H) - fi{
IR B BT, 45 7-(6- (2- B3 —2- 3% ) ming —3- ) -1-(( k) -4- FEER
Ok ) -3, 4- ZE MR IE (2, 3-b] MERE -2 (1H) - F¥E T BHT. IPA FIZKFR-E W, Infivix
REPIEINIK, R A, it i JEfic e, H TPA MK BEE IF T4 AR Ee st 7y U,
FITEEAAFEE D SR B AKIERIIA 7-(6- (2- FBHETH —2- FL ) mime -3- 3 ) -1-((Jx
) —4- REBEI COHL ) -3, 4- &Nk [2, 3-b] WEME -2 (1H) - B /& BHT . IPA FZK VR &
b

[0233] 7 Kt de st 7 X P, AR SCRAE T T & 7-6-C- BT 2- AR ) it
Mg —3— 3L ) -1-(( el ) —4- PR O ) -3, 4- —& - W [2, 3-b] HEEE —2 (1H) - FA
IR ER C W57, AR 7-(6- (2- Bk —2- 28 ) mbme -3- 28 ) -1- (e X)) -4- FEEIR
O ) -3, 4- &AM I [2, 3-b] MEE -2 (1H) - FR¥AE T BHT. MeOH HIVR &4, 2815 LARBR 2=
MeOH, {8 F TPA 3t — 0 7818, Yo ANZIR A, ik i JE g, A TPA Jeidk f 1.

[0234] 7 HE2e st 7 X, A SCRRAL 7O T & T-6-C- B AR 2 &) ik
e —3— 3k ) -1-(( ok ) —4- FAEIEIR O ) -3, 4- — & - MR If [2, 3-b] AkEE -2 (1H) - i
IR D H 5, A5 7-(6- (2- B3 —2- 38 ) ming -3- 3£) -1-((xak) -4- FEER
O ) -3, 4- & MER I [2, 3-b] LR -2 (1H) - FRYE T BHT £& MeOH V&4, Nk, SR 5
VAL SRS PBGIUBURY N E Py VIR e

[0235]  7EREdbsiif 7y xUH, X Bl 7E 4 m VA A R b 4 3RS, BT W R4k 2 491
B F— P P DL R ¥ FIBE AV A VA RIE R o 2R/ TRER (61201, 50/50) % — F
28 /MTBE ( #5111, 50/50) FIxf —HZE,

[0236] 7 Kt 48 st 7 X, A SCRAE 7O T & T-6-C- A -2- &) b
g —3— 4k ) —1-(( el ) —4- AR T ) -3, 4- & - bR If [2, 3-b] AkER -2 (1H) - {
WL E 71, BFEIRIE 7-(6-(2- J T —2- 48 ) mene -3- 2 ) -1-((x) -4- FHE
FEIR UL ) -3, 4- A - MRS [2, 3-b] MR -2 (TH) — BR AR 77 H 0 2R AR a2 R AR 4
PREEE (B, 250 CERL 70°C ), s % KA L= ISR K iE s i 2 88 R E
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(g, 23 15°C &%) 35°C ) VA=A [l 44, FSc AR [l 4 o 78 e s 75 A, A4t 1 H
Tl & 7-(6-(2- F LA —2- FL ) mimg -3- ) -1-((xal) —-4- BEIEF O )-3,4-
2 - eI [2, 3-b] WEkE -2 (1H) - BARI SR E (7575, BHEIRAS 7- (6- (2- AN —2- 2 )
e 3-8 ) -1- (el ) —4- PRI O ) -3, 4- & - ﬂttﬂ%a‘? [2, 3-b] LR ~2 (1H) - i
FERT ZF2R / TAER (50/50) HEIRAR, INFZ AR 229 60°C, ik SR A4 LA AR VA 1 B
TS EN B2 25°C LA AR T, FHfcBE [ 44

[0237] 7 B 2L st 77 b, A SCH Mt T O Tl & 7-(6-@- R RN 2- A ) it
Mg —3— 3L ) —1- (R ) -4- B O ) -3, 4- — & - keI [2, 3-b] HEMEE —2 (1H) - BR Y
e E B, A 7- (6- (- B —2- 48 ) mbne -3- 2% ) -1-((Jxal) 4- REERC
) -3, 4- ZE -MEEIE (2, 3-b] MEME -2 (1H) - B 5 iE FR A R 7- (6— (2—- B2 —2- 4% )
e 3-8 ) —1- ((Jeal) —4- AR O ) -3, 4- & - ML If [2, 3-b] mkmz -2 (1) - ff
R 58 A%V 3 W 3ok R B VR A WD LA ARV, FRAE R RUR R A RRIE R LA AR AR . 1R
S gy b, A SCHRAE T TRl & T-(6- (2- IR TR —2- ) mhmE -3- ) -1-((
) —4- FEEIR O ) -3, 4- A - MR [2, 3-b] MR —2 (1) - BA A IR E (57, .55
¥ 7-(6- (- BRI —2- 3L mhmg —3- ) —1-((eal) 4- FEIF I ) -3, 4- A -tk
I [2, 3-b] mkmE -2 (1H) - B 5% — F 2% /MTBE (50/50) VA, W 7- (6- (2- FHEH —2- )
Mg 3-8 ) —1- () —4- FEEIF O ) -3, 4- & - MEEEIF [2, 3-b] mkz -2 (1) - Ff
R TEATE A Wik DR VR A LA AR VA, FRAE 200mbar UK T 28 AR TR UA™ A [

[0238]  7F K- 28 S 77 SN, AR SCHHE T O Tl & T-(6- (- B R TN -2- AR it
g —3- 3 ) -1-(( ) —4- FAEFEF O ) -3, 4- A - I [2, 3-b] Mk -2 (1) - i
MR E B 5, BRI 7-(6-(2- 2L TH —2- 38 ) mime -3- 28 ) -1-((Jxa) -4- B4
FEIR O ) -3, 4- & - MR [2, 3-b] MR -2 (1H) - BRAEE R IR A, Bt H R 4k, it i
Y€ (Blan, B0k g ) MR U AR, AT e (0 an, 48 PSSR ) AT
FEHE LSt 77 3, ASCHRAE T T & 7- (8- (2- FR2E T —2- B8 ) mbne -3- ) -1-(( %
) —4- AR CIE ) -3, 4- A& - keIt [2, 3-b] ke -2 (1H) - B R E (1777, A
FEIRAT T-(6- (- Jo L TH —2- 4L ) mbng —3- ) -1-((xal ) -4- B O ) -3,4- —
S - ML I [2, 3-b] MEME -2 (1H) - FRAEXT — F 25 b (A, Sk 2 A, T3 2 0 3k I8 M A
HHUSCE 3] A AR A5 P 6 — B DR R 18

[0239]  7F 2L S 5 X, AR SCHR g T O Tl & T-(6-Q2- BTN 2- L) it
g -3- 3 ) -1-((Je ) —4- FAEFEIF D3 ) -3, 4- A M IF [2, 3-b] mhEE -2 (11) - E{
() 5B A O () 7 92, AR FE AR VAR (6l THE RN R 22 ) dolsy 7-(6- (2- BT —2— 52 ) it
g —3- F ) -1-(( e ) —4- FEFEIF O ) -3, 4- AN I [2, 3-b] mEEk -2 (1) - FA
L5 000 B VR A, N A BB [ AR VA R, R TR AT VMO T-(6- (2 R AR T —2- k) it
g —3- 3 ) -1- () —4- FEFER O ) -3, 4- &AMk I [2, 3-b] MR -2 (1H) - Bl
AR B L S 5] S AR LS 7 AP, B 7 vk B RE E  d pE R, 3 A THR/ R OR Bk
IS

[0240] 5.3 &G A KTTE

[0241]  AEFE LG SLj 7 Ao, A SCRME T H T Hl &M AR T G %K
2-(3, 5~ iRMEWE —2- B ) 4R OERS el —4- RAEZEIR ORGSR RR £ R0 1- R L —2— it
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W% 452 4% fish I 0 N DIPEA DA77 48 2-((5- 1R —3-((( e R ) —4- FA LR O L) & &) ik
B —2-JL) FIE) ZBRAME 5 (2) K 2- (65— 1R -3-(((Jxah) 4~ FEAEFR O ) &) it
W —2-Jk) HHL) AR OBR SR (BRI M L= 7- 1 -1- () -4- AR
Ok ) -3, 4- &R I [2, 3-b] Wt -2 (1) — B s A0 (3) #§ 7- B —1- (( /el ) —4- B
WO ) -3, 4- AR I [2, 3-b] MEHE -2 (1H) - il 5 2-(5-(4, 4,5, 5- P4 L -1, 3,2- —
AR N —2— B ) Hkie —2- ) A —2- A0 PACL, (Amphos) 4 filt .

[0242]  ASCHEHE T &AL G A 712

[0243]

[0244] {LEWA,
[0245]  JT ik Jy VA FEAE VAT (0, THE) SR (. K,CO,) FIEE {8 4k 55 (41,

PdC1, (Amphos),) [AE4E T K20 b KL &9
[0246]

[0247] 53k c Btb &P+t
[0248]

¢
[0249]  H A pridfef K A E ARG A KT 72— 25ty U, pridk 4%
fibfE i [ ) KA. FERELesEiE )y AU, IR R AR R (- S A
-2 .6 - -RHEEFRE L U -BE)[2-Q-FEOEFER )R 0D V' - Z R
W -2, 6" - - RAAME -1, U -BoR) Q2008 -1, U -BoR —2- 48 48 (1D V| (2- =

WOEEEEHE,L 27,6 - “HEE -1, - oK) [2-(2- @A ORI ) 1 48 (IT) s Fkein

B A Q- TR -2, 67 - SRS -1, U - BOR) (20 - & -1, 1 - BOR —2- )

HAD VR Q- S OERE -2, 47,6 - = - RAE L U -BOR) [2-C-ZH LR F
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BT (D - ST 20 47 60 - SRFEHE-L L CBR) [2-Q - &
H-L 1 - BT D VR [2- (SO ) -3, 6- AL -2 -0 -6 - = - 7

P -1, U - BOR J[2-(2- &R oAt ) AR 148 (TD) W[, 17 = 0 (= - BUT 2 ) =%
R D EUREELTL, 1 - B0 C ORERE L ) Rk ] SR A (=R ) SULEE (TD)
BEVY (Z2REERE) 48 (0) VA (=3 CRRE ) &bl (1D V&t (1D 527 -(=
WO ) K2 MgE 2 AR SR (D) 5 1,2,3,4,5- AR -1 (-T2
AL ) TRERECR VEAREE (1) 5 2- IR CHEBER 27 - (N, N- HIERGEUE ) BOREDA.
SR (I1) 5 4,5- X0 ( 2R @3t ) -9, 9- LML E AR & LR (1) 5 2- —H K
SR -2 - SRR EAA

[0250]  7E—SLIX AL Lt 7 N, Bk Tk dE i 4 = b k54

[0251]

[0252] Pk UpiE AR d K&
[0253]

O

Brs, ; N\ KIH
O
d

[0254] 5% (filtur, WEIR ) i, Horh prid igefm ke A AL iE A R I b AL S AT T .
FE— S 52Uy, i i A mi ™ (B140,80°C ) .

[0255]  7£— XX RER Sy s, prid ki Bl & 5K d AL 59

[0256]

Bro _N. _NH
X
vN/ N O~
Ho L
d,
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[0257] PR JriE s AEmL (B, DIPEA) RAFAE N AEFE R (Bitn, NMP) gl e LA
W
[0258]

[0250] 5l —4- RSN R ER IR Eh P i, Jorh prid ik AR AT S5 b itk &
WA

[0260]  fE-— by Uy, i A mi ™ (140, 125-130C ) .

[0261] L&) A (IR 244 S HACH ) AT DU A SCER LAY AR %

[0262]  AE—Fhsiia s s, ASCR I T M Tl s HA H e &4 -

[0263]

N
Ui A
[0264]  Frd i A A FEAEAR AT (BT, PACL, (Amphos),) A& (#4, K,CO.) FIAFEAET

FEVEF) (1, THE, (e BA K )
[0265]

[0266] 5
[0267]

b

ROSE

[0268] &b, Horp Brid e R A& A T 724
[0269]

[l

Tz
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“e- e A

[0270] HI%LET.

[0271]  FE—desijf 77 0, prid ek A SR T (B, 73C) .

[0272]  FE—Fhsiif 77 X, ASCIRE T H Tl & BEA TR &M ik
[0273]

C

’\T
\\,.f
XL T

”O&A%A

[0274] A BB AEARMEAL TR (B2, PACL, (Amphos),) FIB& (40, K,CO,) [IAFAE R
TEVER] (i, THE, g BA 7K )

[0275]
4 e
HC;3 ‘I i
[0276] 5
[0277]

[0278] %%£A¢%$E@ﬁiﬁﬁ Tr=4
[0279]

43



CN 105407892 A 1«51'1 AA :F!' 37/127 |

0»“
e
ME
W ¥ 1.
AR
(LT
o

Ue_gy ) A
[0280]  HYZ&AET
[0281]  {E—LIX AR SLHE 7 20, B A AR SR R (B, 73°C ) o 78— LR BRI Lt
J7 R, B 7 AR N EtOAc, A8 B EtOAc DOM. PR BEANAE I 43 Bk C— fb & A A1
Tl AE— IR R RS Ty 20, AL O LA A T BHT R ACN R JFf ] BtOAc 43 &
[0282] 285 Jy 2N, BTk VA AAE/EE R (Bt 1, 4- S NFF ) Hpff

[0283]
@B‘O
TMSOMC N
[0284]  5@& (flan, HC1) Hefh, e priREf R A E A& T4
[0285]

[0286] HIZKLETR.
[0287]  7F— sz 77 20, Brik v 45 ZE AR AL ) (B4, PdCl, (dppf) -DCM B &

Yy ) FwE (B0, KOAe) WIAFAE NAEEFR (Blan, 1, 4— N ) hf
[0288]

[0289] 5
[0290]

[0201]  Fefyh, Horp iR B AR BTG AT 72 4
[0292]
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N ;i
N
™soT g N

[0293] HI%LET.
[0204]  7E— L5z 7 o, ik 5 B AR AERL (BT, TEA) HIAEAE RAEVETR (B,

DCM) HHff
[0295]
Br
i4 e
HO™ X
[0206] L5 TMSCI 4%, Horp i Rk AR AR IE A T 4
[0297]

[0298]  HU%IFET.
[02900]  7E-—YLsgjfi Jy =0, ik JyyE B REAET (Blan, T8 ) MAFE TEER ()
1, DOM) Hfg

[0300]
[0301] &
[0302]
0
o)
HS CHs
[0303]  &fih, Horp iR B R AR ARG AT 72 A
[0304]
AR B
M l =
Ho S M

[0305]  FJZMFET .

[0306]  ASCEHRML T Tl & BA MK EWRITTE -
[0307]
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[0308] PR VA HELEVAT) (BI4n, ACN) H

[0309]
o~
TMSO\”,CHs ©
HaHC/C i <
S N\Iﬂqc,,o
NP
H
[0310] 51 (HC1 /KyEWR ) Hefit, Horp prid e R e & & T4
[0311]
O/
HO 13CH3 ©
’iBC ;
H?,BC’ 7 | 7
N Ny -N320
' /]: HCHZ»

[0312]  FI%1ETR.
[0318]  7E—8bsjfi /7 A, A 7 i B AR AR E AL ) (41201, PACL, (Amphos) ,) Fl ({5

0, K,C0,) WILEAE ARV (Bltn, TIPA, B HifE K AEAE R ) Hhd
[0314]

O/

5

Br.
\E I %H

[0315] &

[0316]
H313C
TMSO—‘G’CO— ﬁ
H‘SC

[0317] &, Horp ok i R AR AR IE & T 4

[0318]

46



CN 105407892 A i B B

40/127 1T

TMSO. CHs [:f]
Hg‘l.sc/c_ AN

[0319]  HI%MET.

AN Ns A0
l I 1’“CH¢

[0320]  7E—EIXRER Sty A, Prid s A A AL i T (B4, 69-T1°C ) o

[0321]  7E—Lesiiif Jy b, ik Ty Vet R 7R AR AL 1) (B2, PdCL, (dppf) -DOM B &

Yo ) At (a0, K,CO,) FIAFAE N AL (AN 1, 4- — 5N ) i

[0322]
13c\
stc'/ I %CHa
OTMS
[0323] 5
[0324]

<X

[0325]  dfiih, o vb ok e fic i AR AE i
[0326]
Ha G

H:¥C
[0327]  WIZMFET .

[0328]  7E—LEIXFER Lty 2, Prid s A A AL i T (14, 90-95°C ) .

[0320]  fE—LESH Ty A, Frid T GARAET (B4, TEA, (IR DVAP 47 72T )

A7 AE N AR R (Alan, £E DM b ) A
[0330]

T g
Hy R0 . 1BCH,
OH

[0331] 5 TMSCI &k, Horp Brid $ b R AR AE & & T 7= 4
[0332]
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130
- | HCH';
OTMS

Ha'%C

[0333]  HYZKAET

[0334]  7E—SEIXAER L T 2, Bk AR T (#1140, 0-5C ) .

[0335]  7E—4Esiifi 7 S0, Frid i vk B AR ER (0, 15T 248 ) MFAE FAETE R (4
1, DCM) i

[0336]

03371 5
[0338]

H3v1 3C / 1'3CH_3

[0330] &, Horp ik il R A AETE & T A
[0340]

[0341]  FIZHET
[0342]  7E—UCIXFESLiE Ty =0, Prid ik A EARIR S (Bidm, -78°C ) .
[0343]  fE—86s2)ifi 7 s P, b v AR AEVE SR (B THE) Ho A

[0344]

O/

Bre_ N_ _NH
Ul 2o
" How, . OEL
S il
N ﬁ ﬁ

[0345]  5ma (#5400, BUT BEAR ) ek, Horb Bk ek A& A T2 A4
[0346]
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.-\

(i;?
~p CH
H

[0347]  HI%MET.
[0348]  7E—U6 H At ALt 7 20, BTk VR B AEAEE R (Bl ) g
[0349]

o~

Br _N. _NH
\TE ij:’ch OEt
N T ke L P
N""N %

[0350] SR (BIAEARR ) fefid, Horh Prid ik B A& & T4
[0351]

[0352]  HOZMETR.
[0353]  FE—UEIXAEM S 77 =0, Frid Bk AR fE B ™ (#11,80°C ) .
[0354]  FE—U6sijf Uy =0, Frid Ve A5 7008 (11, DIPEA) HOAFAAE FAEVE A (B,

NMP) HHfi
[0355]
\T: :I: CHQ\ OFEt
e
0
[0356] 5
[0357]
QCH5
Ié]Hz‘HCl
[0358]  fafih, Hirp Bk e R AR ARG & T 4E
[0359]
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OCH5

Brs. .N\ liIH
TN,IN}H%W&,OEf
H o)

[0360]  FIZEAET .

[0361]  7E—SEIXFERISLiE Ty =0, Frideefik /e sl ™ (B, 124-129°C ) »

[0362]  7E-—EsLiti /A Hp, Ik i A FE A, ({570, K,COp) FIAEAE S AEVE R (AT
i) o A AR VYT R PR A L AT AE N

[0363]
Br~ N _.Br
-
X
N” "NH,
[0364] 5
[0365]
BCHa . OBt
Br_/’ 13%’
Q

[0366]  #fl, Ho b ik el A A TE & T4

[0367]
Br. N Br
L ] ’_:Hz.x-_. D

8]
[0368]  IZ&1FT .

[0360]  7E— Mty 2, ASCHR Mt 1 % B AT AL ST % -
[0370]

OH
0.5
H313C/3(: 2 o )
.N/ VNE}‘C,HQ
H

[0371] Pk iR dEAE4n e b5 (4T, PACL, (Amphos),) FE& ( #1#0, K,CO,) MIfELE T

FEVEFRIH (B0, THR, A EAT 7K )
[0372]
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[0373]
[0374]

[0375]
[0376]

[0377]
[0378]
[0379]
[0380]

[0381]
[0382]

[0383]
[0384]

5
0.0
B
HOL A
N\ |
Ji'SC
“\‘3 | B30p
OH
B, Hrp iAo R A G AT 2 A
OH
HOoJCHs dj
Hsigcﬂc" T i ’
o N NG O
ASES
'.-N';’ N TR
H
[PI2&AE TR

£ BRI A St 7 20, P Rk AL AR R T (B, 1Rl )
FE— 82 52Uy, i Jrikic AR E s I (i, 1, 4- :%‘?L/\H> fii

Hs’Sc
TMso—‘Bc 4
413 /

Ha 130

5 (i, HC) fefh, Horh prid ik B 4G & T4

N e

1?:'
H ’30 | \13CH
OH

[FI26AE R
7E— e 52 7y =, Bk vk A HE 7 A0 AL ) (51 @1, PdACT, (dppf) -DCM & &
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Py ) Fms (B, K,Cop) HIAFAE FAERE R (BN 1, 4= 23053 )
[0385]

1BG
HS.‘E-SC/ | .tSCHS
OTMS
[0386] 5
[0387]

[0388] &, Forb frik el A A IE & T A4

[0389]
13 /
1mnsc>——jﬁ:—<<;:j>—-eg
Htie T DTN

[0390] FJZMFET .
[0391]  FE—uesjfe 7y =0, prid el A fE sl ™ (i a, Bl ) o
[0392]  fE—4LsfiE 77 N, Frid VA BRI AT (B, TEA, fEZEH#7E DMAP 1)

AEAETR ) FERAI (B, DO
[0393]

13y
H313C/‘| \s”‘CHg
GH

[0394] 5 TMSCI #%fih, Horp Bk i R A& A T =4
[0395]

s
H313C“ | : 13CH3
OTMB

[0396]  [WIZ&PFT.

[0397]  7E—2esifii 7 A, Frid e S FE R AT /R ™ (B iE T 2548 ) 7RV A
(f4r1, DOM)

[0398]
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Br
&
ng_l
|
[0399] 5
[0400]
0
il
Be ;

[o401]  F&fih, Hrp iR B R AR ARG AT 724
[0402]

[0403]  FJZ1FET .
[0404]  FE—uEsjf 7y =0, Frid ek AE AR ™ (B, -78° 2 -72°C ),

[0405]  7E—tesiji Jy s, Bk J7 VA e ARl
[0406]
OH

Br N, _NH
T I
H

Il
Q

[0407] 5% (i, BRI ) #fi, Forp ik b o AL TE & 774
[0408]
OH

Br rqg Pe
.\T: :I: 13CF&
[0400]  FJZ1FETR .

[0410]  FE—SEsjis /s s, Prid s i A e i T (14, 75-80°C ) .
[0411] B2 Ty S, Prid i BRI 7 AL T (B, DIPEA) £E¥ I (4

w1, NMP) fi
[0412]
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[0413] &5
[0414]
OH
rquz-HCl
[0415]  F&fih, Horp iR B R AR B A T 724
[0416]
OH

Br _N. _NH
\[ b 15CH OFEt
N/. N/ i ﬁ'
H o

[0417]  F9Z&AET

[0418]  fE—2usijii 7 20rp, B e B A B mig ™ (o, =9 ) .«

[0419]  7E—U8szjfi 7 2 rh , Brid VB A AER A AE T (B4, K,CO,) ZEVE I (filt,
PR ) » AT M AE DU T LR R B B A7 AE i

[0420]
Bra Ny .Br
TX
SNTTNH
04211 5
[0422]
13
Br'(/:HZ’“mC%eOEt
i
O

[0423]  Fefph, Horp iR B R AR ARG AT 724

[0424]
Bre N, _.Br
\[ \I13CH OEt
‘ 2N
‘N/ ﬁ/ 13

0=

[0425]  WJZ1FETR .

[0426]  7E—uesjfs 7 =0, prid ek AEfE sl ™ (Ha, Ml ) o
[0427]  FE—Fhsi 7 X, BA TR &9

[0428]
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[0420]  7E 2, 6- — — FUT 5 —4- REIREYRIAFAE TAE 2- PIEEAK IR S b 45 .
[0430]  7E— My 2, ASCHR Mt 1 % AT N AL ST % -
[0431]

MO

LB
D

[0432]  FTik VAL FEAEERMEAL 70) (4%, PACL, (Amphos),) FIB#, (#1401, K,CO.) FIFEAE T
TR (ffn, THF, ARkt 2 A 7K ) 6

[0433]
OH
Br. N _N__O
\[ [y
[0434] &5
[0435]

[0436]  F&fih, Horp priR Bl R AR ARG AT 724
[0437]
OH

[0438] HI%METR.
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[0439]  fE—LLRCFE STy b, Bl A A AL il T (il [0 )

[0440]  7E—BESCHETT ek, R P A AR A (I, 1, 4— —50R3F ) il
[0441]

OTMS

[0442]  5E (B, HC1) #&f, Horh Pridigf A /e & & Tk
[0443]

[0444]  HIS1FET.

[0445]  fF— 265 77 S0, ik VA IS AR AR AR AL ) (1, PACL, (dppf) -DCM &2 &
Yy ) A (B, K,.COp) HIAFAE FAEFERH (Bt 1, 4- — 4 53 ) fif

[0446]

[0447]
[0448]

[0449]
[0450]
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[0451]  FOZ&1ET.

[0452]  fE-—esijfaJy s, Frid el R AR AR mi ™ (i, B ) .

[0453]  fE—LLsijif /7 X, Frid A B R RN AAAE T (a0, 1T 48 ) e A
(i n, d6- TRIER ) 1

[0454]

[0455] 5 TMSCI #%fih, Horp Bk R A& A T =4
[0456]

[0457]  HI%1FET.
[0458]  7E—4Lsijf 7y X, iR v B 4EAT
[0459]

OH

Bra. N
q RN

\[ P
"N

[0460] SR (i, WA/ ) #f, Forp ik e R ARG & T 4
[0461]

o oG AOER
N
Q

6
Brs N N O
e Y
\[NIE'CD’Z
[o462]  [MIZ&PFT.
[0463]  fE—Lesijf Jy s, Brid iR AL AE |l ™ (40, 75-80°C ) o
[0464]  7E— L85 /7 :Hp, ik 77V BAGER FIAFAE T (a1, DIPEA) 7E¥E A (4

W, NMP) 1
[0465]
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Bra Ny -Br
Tl e
H

. .OFt
hig
0
[0466] 5
[0467]
OH
ﬁkh-HCf
[o468]  F&fih, Horp iR B R AR ARG AT 724
[0469]

OH

Brw. N JNH

L& o
Hoo

[0470]  F9Z&1ETR.

[0471]  fE—2esijfa 7y s, Frid el R AR AR miid ™ (i, B0 ) .

[0472]  fE—2esCti /7 A rh, ik D5 iEe R AEm, (19170, K,.COy) IR AE T~ AEIE R (9t

PR ), AT 78 DY T SR R A B K A7 AR i

[0473]
Bra Ny -Br
TX
N7 TNH;
[04714] 5
[0475]
D. D
BrXCOZEt
[0476]  Fefih, Hrp iR Bl R AR AE G AT 724
[0477]
Bra N .Br
\[ S D, |
_héI:N,Cx“,OEt
Ho 5

[0478]  WIZMFET .

[0479]  FE—uesjfe )y =0, prid ek A fE Bl ™ (i a, Wl ) o
[0480]  7E—Fhsif 7y =0, A SCERAE T & B A T A Sk
[0481]
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[0482]

Pk 5 A AL ) (BT, PACT, (Amphos) ,) ATk (BilH1, K,CO;) HIAFAE R

FEFEFIF (40, THR, ek A 7K ) 1

[0483]

[0484]
[0485]

[0486]
[0487]

[0488]
[0489]
[0490]
[0491]

OCDs

0

Br N, _N__O

L

NN
D

I T
FE— SRR N St U7 3 U, Pind Bk AR A vl T (B, [ ) o
FE— St 52Uy, I TniRie AR (B, 1, 4- — 5N ) 18

59



CN 105407892 A 1«51'1 AA :F!' 53/127 L

[0492] 5% (ff01, HC1) Hefh, I i e i AL A3 & T 77 4R
[0493]

0,055,

[0494]  JZMFET .

[0495]  fF— s 77 A, ik VA IS AR AL AR AL ) (21, PACL, (dppf) -DCM & &
Yy Fm (1, K,.COp) HIAFAE VAR (Bl 1, 4- 5N ) i

[0496]

[0497] &
[0498]

BB

[0499]  F&fih, Horp iR B R AR ARG AT 724
[0500]

[0501]  FIZMET.
[0502]  7E—4esij 7 X, Pk ef & A e s T (B, B ) .
[0503]  7E—YLsiji Jy =0, ik vES S FEAET (B0, 1E T A ) AR N ARV
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(g, d°- PIER ) A
[0504]

[0505] 5 TMSCI #&fih, Ferp ik ief & A AL TG 5 T 4
[0506]

[0507]  FIZ&1FR.
[0508] 7&K, ik Ty G R AT
[0509]

OCD,

Bro _N_ _NH
N
T
NN

H

ot
Y
0

[o510] 5P (M4, BERR KA IR ) e, Horb Frid ek A & T4
[0511]
OCD3

Brw. N [fl 0
T
N™ TN
D
[0512]  HIZFT .

[0513]  fE—sLsikjis /s, Prid sk A AL i T (14, 75-80°C )
[0514] £ L5 Uy S, Prid Uit AR AT (BIf1, DIPEA) MI4F4E NI (B

1, NMP) {#
[0515]
Br N. .Br
T ] D
\T[,;I:;,CZ__OEI
N ﬁ ‘n’
0

[0516] 5
[0517]
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acDy
Ry
[0518]  &fih, H b rid e R ARG & T4
[0519]
QCD,

Br«. N ﬁlH
\[ I g?‘ OFt
N m I
[0520]  HJZ1FETR .
[0521]  FE—desijf 7 X, pridefd kAL s T (B, BIVE ) .
[0522]  7E-—U6sgjfi /7 A, ATk i B AR TET (140, K,C0,) FIAFAE NAEE R+ (B,
PIRR ) AT AE DY T R R S A7 N8

[0523]
Bra. o Ne. o Br
X
3 s
N TNH,
[0524] 5
[0525]
8
Br™ “COEt

[0526] &, Fovp fridfiefid A ARG & T A4

[0527]
Br. § N\___; Br
\[N/INE?, OEt

N \_g’
[0528]  FHJZ1FT .
[0520] 7 —desijf 7y X, Pk Eefd kAL iR T (B, BT ) .
[0530]  7E—Fhsiy A, Irid b & EA T -
[0531]

[0532]  FE—Fhskii /s s, A SCHR I T il % BT N AL SR T ik
[0533]
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[0534]  Frik 7y AR FEAE
[0535]

[0536]  EiMRAIT CD,1 £2fih A=A
[0537]

QeD;

|
N N0
LS |

[0538]  @F—2b 5 R A1 ROD/D,0 $fid, Horp BriR 2 fi A R AR IE S T2 4R
[0539]

NN O
po:
P &
NN’ 2

D

[0540]  FIZKET

[0541]  AE—Fhsiia s s, A SCHR M 1 i & BT AL SR T i -
[0542]

[0543] Pk 7 vk dE{d
[0544]
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[0545] 5581 ROD/D,0 #&fi, & rp rad e fid & A AE TG T 7 A
[0546]

[0547]  [RIZ&AT T

[0548] 5.4 ZZWdL AW

[0540]  E-—FhsiE Uy s, ASCHRAE T RS LG A AP R 2 R A2 IR
FIB B A2 A W) 7E— MR T7 350, A SRS ZGMA SO S EM A KITERA
A—FhBL 2 B 2257 Rl Hs2 (IR RIBEE . 72— Fhsei Ty 2Urh, ASCIRBE R 25 AL &)
AEREY A KB BOKEY ) M—FrELZ M2 b2 IR R B i . 72— sk
a7, AR Z A SRS AT A KR C(ToK ) FI—RhEi 2 pha 2 1nl 4
SR IE B A o AE— A SEfE Ty b, ASCIR B2 A S WA S A KB D (F
BV ) A — e 2 Fih 2y o BT 452 O RE I BREA 72— RSty 2, AR it
MZGMA G THAET A BRI E W ZRZRERI ) fl—FhEZ M2 bl 2 1
WA A . AE—Fh skt 7y s, AR SR Z A S W a & o TR e &4 A F1—Fi
B % P2 2 b AT S I O 77 B A o

[0550]  FE—Fhskii Jr s, A SCIR A ZMA A A A MRS R AN —FEZ
Ffr 2 b Al He 52 MR R ARV BB o AE — RSt 7 K, A SCRAE A S Da S a A
R A — R e 2 R 22 Bl 2 IR R Bt . 0 T A SR BE R 24L&, BRIk
RPN “AAY AN BB SO EY A K255 Rl i &8 R E R (B AR
X BJIER CIBER DB E M/ BLE IR EY) A) RIS R AR AL .

[0551]  FE—FhsiE 7 s, 225 b w4 52 BOTROR 7RI B4R 17 R 485 70 A0 R 57 B3 At 77 A
TV 7o

[0552]  7EJ: 28 s 7y A, Bkl 45 A B FE R R T, 2R 4 3 (4l o, o 4R 4R 3%,
AVICEL® PH 101.AVICEL® PH 102 FIAVICEL® PH 112) Fij@hy (Biltn, Hpibie
¥7 (STARCH 1500® )) o 7E— Ly s, ik Kiss FINE 4E R . 7255 — My Kb,
PRGN R AT 4E R o 72— R SElE Ty U, Pnid G 45 759 AVICEL® PH 101, 7EX
— by 2, FRA A48 AVICEL® PH 1020 78 X Rty =0, ik k&5 57 oA
AVICEL® PH 112, 153X —Fsgiii )y b, ik ks m ik . 83— Fhsgi /X,
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ARG LS AT ACTE R o 75X —BhsEit 77 20k, B A 45774 STARCH 1500® 4

[0553] 7 26 st 77 2, Pl A R A FE A AN BT, LB (4, SLBE — K&
(FAST FLO® 316) ML AKFLNE ) A4tz (i, s 4 4 %=, 1 AVICEL® PH 101,
AVICEL® PH 102 MIAVICEL® PH 112) . 7F—Fpsgiiy Xrp, Frid kA v albE. /6
Ty PPty s, TR R R INE — KA. 12X — Rt gy Sk, BT w R A
FAST FLO® 316, 1E X —Fhskin 7y s, BTk MR A Ao K I RS . A8 X —Fhskit 7y X,
Bk w72 PPt )7 Ak, Frid BB i A 4 2. 75— Phakiti 7y
X, FridfBEf8 AVICEL® PH 101, 2 X —Fhagi 7y X, Frid ¥ e 8 AVICEL®
PH 102, £ —Fpsfiti 7y 0, Brid #8718 AVICEL® PH 112,

[0554]  7EFELL sl 72U, BT g A R SRR R T, ek (an, Rk kn ) s A
Aot (B, ZZEER LA 4R AN, W AC-DI- SOL® ) . 7E—Fhazita 7 20, Bk i i )
RS o AE 5 —FhSLita Jr 2Xrp, BTl B A AR R Rk o 75 X —Fh it )y =0, Biradk s i 5
NRRREAYE R A2 sk Ty 2, Bk B g R A ACOR R R A 4R 3B . A2 X Phsk
it 77 2N, Bird R A 77 AC-DI- SOL®,

[0555]  7EHLe sy 2Urh , B i A EREEA R T, Jeky (B, FoKiek ) (il IR s:
ABEGER . 75— Fhakit 7y s, Bk AAE R . 85— Pt 77 209, Ik i /o8 &
KUEM o AE X —Fhaita 7y s, Bk AR IR R 85 o 8 X —Fhakita 7y s, Frik i v 77
UG IR -

[0556] 7 7 —Fh st /7 =0, A SCIRILI A A S A G A FI—FhEk 2 Fizg 2 b
A2 BRI B A, & B e 5 R R R A 4 3R ARk 2 LS BB TE R B L vE ki AN
R o

[0557]  fE 5y — s )y N, AR SR A S M AL G A F—FhE 2 Rz |k
A2 (R A B, F A5 ST ik 15 R R L AR 4 38 AR 4R 3R UM R IR ER BRI o
[0558]  7E X — P 77 2, A SCIRIL I A S A& A Fl—FRhak 2 Rz 2% -
A2 T 7R B A, 45 1 o7 e 1 A0 IR FR L A0 4 20 im0 4 35 o /K LA
FUAE— KA1 B HE R BE KTk TR AL ¥ AR AR TR

[0559]  7E X —Fhsjii /7 =X, A SCIRILIN A A A& A Fl—FRhak 2 Rz 2% -
A2 R 7R B A, 8% B o7 Mt [ A0 I R L A0 4 200 Tl sm 4R 4 25 o /K LR
FUE— K AW R R BE « T KT A TR AL SE K o

[0560]  fEHLLsLE Ty Urh, A SCIRIE A A S A SRR «

[05611 7 N —Fh st /7 s rp, A SCIRUE M ZMA S A S &Y A FI—FhBi 2 P 2%
AT MR R B A, 2% T % B AC-DT- SOL®. AVICEL PH [01®. AVICEL
PH 102® . Jo/KFLFE . FAST FLO 316® ., MR EE . T KUE K - STARCH 1500® FIEEHERR -
[0562]  7E N —Fh sk /7 s rp, AR SCIREEMZ A A A S G A FI—FhEi 2 P 2%
AT R B A, 2L S % 1 AC-DT- SOL® . AVICEL PH 101®., AVICEL
PH 102®, Fo/KFLHE FAST FLO 316® ., W fREREE . F oK UEK Al STARCH 1500®

[0563]  7E—Fhafi Jy 2UHp, A SCRR A ZMH S A G AFRRER / K4 7). 1 iE
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FARIETE 77 o
[0564]  7E— sy s, A SR A S MBS Y AR ML — K&
Y.

[0565]  7E— Mty Al , ASCIR BN S B S ST A ML KEY.
[0566]  7E— skt Jy s, ASCRE MM SME S E AVBEIRIR IR — K&

MR 4ER .
[0567]  FE—FhsEiE Ty Crh, ARG ZGMA SV B S EY) AVIURE— K SRS 27

[0568]  7F 55— sZif /7 s rf, AR SCIRILIM A S WA S A0 AU — KA 10
YR R AEA Y X AN R R B

[0569]  7E 5 —FhsZif /7 s rf, AR SCIRAILIN A S WA S &7 AU — KA I
AYEE SCIOR B A 4R B R R AN I R B

[0570]  7E 55 —Fp Ly srf, AR SCIRILN A S WA S &7 AU — K &9 0
SRR TR SR A 2 2 R T R B

[0571] 7R X —Fpail 77 b, A SCRE M ZAMA S E S-G9 AL FAST FLO 316®,
AVICEL PH 102® AC-DI-SOL®:, fifl fi5 B A1l i PR %

[0572] 7R X —Fpaie )7 b, A SCHRAL AP S5 A 559 AL FAST FLO 316®,
AVICEL PH112®. AC-DI- SOL® Fifl gl .

[0573]  7E— P s 77 A, A SCREM AW AAG WA ST Y 10-20 HE %A AL
70-90 HE %K (—MEZ P ) MR/ (—FBLZ Bl ) AEEEH). 20 1-5 HE %I (—FPEk
2R BARIAL 0. 1-2 EE %K (—MELE R ) @

[0574]  FE—FhsLiJy =X, ARSI A A A S L) 15 HE %A A2 80 &
H%M (—MEZM) MR/ (—FEEZ M) MM 4 3 ERE%E (—FEBER) BfE
FIFIZ) 1.4 HE %I (—FEZ R ) 817

[0575]  7E 55— P 77 20, AR SCRAL M A S5 29 10-20 EE % IALA A 1K
TEA AL 29 30-60 H 5 % FIFLIE . 20 20-40 H 5 % MR A 4825 . 2 1-5 B8 % 1R P 2L 4 4
R 20, 1-2 FHE %I ARIR AL 0. 5-3 FH & % M R IR EE .

[0576]  7E 55 —Fhsi 77 20, AR SCIRAL M Z A S5 29 10-20 EE % IALAE A 1Y
TEA A2 30-60 B & % FIFLIE . 20 20-40 B 5 % MR 4E 5 2 1-5 B 5 % 1R F 2L A 4
FANZ) 0. 5-3 H & % K TRIREE

[0577] 75— R 77 U, ASCIRUERIZAMA G52 15 HE % ML aW A BB
AZ1 49 EE%IIIME. 2 31 EE%MNMBAHRR Y3 EEXMRPEAAER . 20.4H
B %R IRER A1) 1 58 % (RSB

[0578]  7i 5 — Ml 77 U, ASCIRUERIZAMA G52 15 HE % ML aW A BB
AZ)49 HEEXMAM . L3 EEXNMBTHER L3 EEXMRFEFLERMNL 1 E
= % W IR R Bk

[0579] £ X P 77 =0, A SCIRAE 2 AH S5 20 10-20 EE XA A K
TR ALY 30-60 & % HIFLIE— K EW . 4 2040 & % MSE TR 4 1-5 EE %L
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R B IEAF4E RN 20 0. 1-2 HE % HIRIR AL 0. 5-3 H & % I g EREE .

[0580] 7 N —MpsEhiti /7 b, ASCIRAL A S M 54 10-20 EE % AEY A 1K
TR ALY 30-60 & % HIFLIE— K S 4 2040 & % MSE TR 4 1-5 EE %R
AR B L AT 4 2 AN L) 0. 5-3 H & % (K G FR 65 .

[0581]  fE X —Fhskiti 7y s, AR ZAMA G MO E L 16 HE %AW A TR
A2 49 HE % IIFLIE— KA 4 31 &% AT 45 2 3 5 % M AC IR B L 41 4
N4 0.4 HE % MRRML 1 HE %R EIRE.

[0582] 7N —Fpsiia 7y =N, AR SCIRALMZGMAH EWA 5L 15 HE %I EY A KER
A2 49 HE%IIFFE— KA 4 31 HE %I 4E R 2 3 HE % AR B 3L 41 4k
FREIRZ) 1 % AR EE .

[0583]  7E M — sy N, A SCH LRI A A G 2 10-20 HE %A A 1)
TR0 AL Z) 30-60 H & % ] FAST FLO 316® %) 20-40 #H & % ] AVICEL PH102®.%) 1-5 &
=% AC-DI- SOL®. 29 0. 1-2 H & % WG F1Z) 0. 5-3 H & % I R IR EE

[0584] 7N —PpsLhti /P, ASCRALMZAMH AWM A EH L 1020 EE XA EY A K
JEZ0 AL 2 30-60 H & % (1) FAST FLO 316®, £ 20-40 H & % [ AVICEL PH [12®.%) 1-5 &
=% AC-DI- SOL® M%) 0. 5-3 & % [ feEREE

[0585] 7 M —Fhsifi /7 X, A SCHR LM AMA GBS 16 EE % FMLEY A KE
A4 49 & % i FAST FLO 316®.%) 31 & % ) AVICEL PH102®.%) 3 E & % [
AC-DI-SOL®, 27 0. 4 Hi &= % BRI A1 2 | & % (IR ER B

[0586] 7 M —FhsLit Jy X, A SCHe AWM A GMEE L) 16 B8 % FMLEY A KE
AL %) 49 T & % ) FAST FLO 316®., %) 31 T & % 1Y AVICEL PH 112®. £ 3 H & % I
AC-DI- SOL® F1Z) | & % (K g ER 5k .

[0587]  FE—Fhsfiti 7 srh, A SR A A B LAY A IR AV TR R
L A2 21 L Al T PR AN TR PR

[0588]  7E—Fhsfiti 7 xUrh, A SRS A A A B I EY A IR AV ek R
FR L -2 2 RN i PR B

[0589]  fF by —Fhskiita Jy s, AR LKA MA S A SHAEY A KIER AVILIE—KE
W TR ACTE N  AC T  FE L A o 2 ol T PR A A T PR

[0590]  7F 5 —FpsLia 7y N, A SCIRALMZAMA G AT WA A TR AVILE-— KA
Y TR A TE R  SC TR FR L A A 2 RN Bl I PR B

[0591]  7E X — PP 77 s, A SR IE I 2 A S 516G AL FAST FLO 316®.
STARCH 1500®, AC-DI- SOL® ., fifi Hig B AHf i 15 2%

[0592]  7E X —Fpsie /7 b, A SCHRAL AW S A SLA59) AL FAST FLO 316®.
STARCH 1500®. AC-DI- SOL® MI# R EE .

[0593]  FE—FhsLjia Uy N, ASCIREERI AW A AW S 2 16 EE %G A2 55%
2180 HE %I (—MELZ M) B/ (—FhEZ ) REE5H). 20 20% £2) 30 H & %[
(—FhERZ ) HEAEFIANZ) 1| 55 % WTEIE 7).
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[0594]  7E 5y — s 7 b, A SR MAH GRS L 15 HE%KWAEY AL 55
HE%HIANE .2 25 HE XN 2 3 EE %R FPRAYER .20, 4 EHE % KRR
211 HE % BRI R

[0595]  7E 5y —Fpsii 7 X, AR SR BRI ZAMAH G5 L) 16 HE % A A2 55
%I 2 25 HE N2 3 HE % R PR L | s % R IREE.
[0596] 7 M —FpsLiti /7 U, A SCRMLMZMH EMEHL 16 HE%RLAY A4 55
HEWRIE— KA 225 EE % TR IR 2 3 HE % AR F A 420 4
0.4 H 2= %M IEERAZ) 1 & % B IEIRE:

[0597]  7E N —PpsLhiti /7 U, A SCRMEMZGMH EM B 5L 16 HE%FMLAEY A4 55
HEXRAR—KEW.Z) 25 BEE%NFRALIER L 3 HE % FACHOR PR 42 A
211 i % [P TE PR EE

[0598]  7E M —PpsLhiti /7 s, A SCRILZMHEM B EHL 16 EE%HLEY A4 55
HE %1 FAST FLO 316®.%4) 25 & & %1y STARCH 1500® ., £ 3 H = % ¥ AC-DI- SOL®,
2£70.4 HE%MBIIEER L) 1 HE % AR EE .

[0599]  7E N —PpsLhiti /7 s, A SCRILMZMAHEM B EHL 156 EE%HMLEY A4 55
& %[ FAST FLO 316®. %) 25 & & % 1) STARCH 1500®. £) 3 & %1 AC-DI- SOL®:
L) 1 HE % A IR IR

[0600]  FE-—Fpskhti /7 A rh, A SRR A A GBS EY AR R 4R R H
FRAYEE R IR R R B

[0601]  FE—Fhskhti /7 :\rh, A SRR AW A GBS EY AR mAF 4R R T
LAYk 2T PR B .

[0602]  7E 5y — st )y b, A SCIRILI A S S EW AV — KA T
ARYEER SR R A Yk 22 Bl IR IR AN A T R B o

[0603]  7F 5 —FP sl g 2N, AN ST 25 A A S E W) AL — KG9 Tl
AR SRR LA RN AR IR R

[0604]  7E X —Fhsk 7y b, A SR 29 A W0 S &9 AL FAST FLO 316®,
AVICEL PH 102® . AC-DI-SOL® . £ 0. 4 T 5 % [1 48 ]I i A Ak i PR €

[0605]  7E X —Fp L 77 s, AN SCIRBEMI A A A A S 4k A9 A FAST FLO 316®),
AVICEL PH 112®. AC-DI-SOL® FIif J5 LB o

[o606]  7E-—Fhskhiti /7 A, A SRR AMA A EHZ 16 EE %A A4 80 H
%I (—MECZ M) FER / (—PhEE ) Mg 23 EHE %I (—FEZ R B g
FIFZ) 1 EE%H (—FhELZ M) EHE

[0607]  7F 5 —PpsEhiti /7 s, A SCRILZMAHEM B EHZ 16 EE% LAY A4 50
HENHNIE. 230 EEXNMEAHER L 3EESFIRPEAHER . L0.4 EE%IHE
NRER ANy 1 H & % [ TR PR EE

[o608]  7E by — sk Jy o, A SR MHEWRE L 156 HE % KWAEY A2 50
HEMIRE. A 30 EESHMMAER. L3 EEWRPREAAERNL | EE %6
NEIREE .
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[0609] £ M Mg 7 X, A SR B MAH SRS L 156 HE % KWAEY AL ) 50
HE %A KAWL 30 EE%MNHMAYER L 3 HE % NCHRFRAAERMN. L
0.4 FH % MR L) | & % K g R .

[0610]  7E N —FpsLiiti /7 U, R SCRMEMZMA M EEHL 16 HE%FLAY A4 50
HE %A —/KEY. 230 EE % MMM 4R L 3 HE % MR F AL 448 R A
2 1 HE % I R IREE .

[0611]  7E M —FpsLiitiJraUrh, A SCRALMZMA S B EZ) 15 HE% LAY A4 50
&% FAST FLO316®, £)30 & % [ AVICEL PH102® .4 3 & %[ AC-DI-SOL®,
710.4 HE%MEERAL | HE %K ERE.

[0612] 7 M —FpsLiiti /7 a0 rh, A SCRALMZMA B EL 15 HE% LAY A4 50
HE %[ FAST FLO 316®.4) 30 H & %[ AVICEL PH 112® %) 3 & %) AC-DI- SOL®
) 1 5 % K AR R

[0613]  FE—Fhsifif /7 :rh, A SR A A A B EI G AN R A 4R oK
VERY R F LAYk R IR A A IR R B

[0614]  FE—Fhsifif /7 :Urh, A SRS A A B EIEY AN R AR Bk
TENT PR PR S A 4 2 RN B IR B

[0615] 75— PPty U, A SR AMAH MBS AW AVIUE— KA R
RUEZ L RORVER  AC IR F 4 4 20 1l AR R R e PR B

[o616] 75— PPty U, A SR AMH MBS AW AVILFE— KA R
AU TOKVER S OR B AL 4E 2 A e IR 2

[0617]  7E X — P s 77 U, AR SCRRAE A A WA S 154 AL FAST FLO 316®,
AVICEL PH 102® . FK3EH - AC-DI- SOL®., Fi JI Ik Fl A /I PR EE o

[o618]  7E X — sk 7y U, AR SCIRBE I 29 A A WA S 4k A% AL FAST FLO 316®,
AVICEL PH 102®. Kk AC-DI- SOL® AIAT flg R .

[0619]  7E—Fhaifiti /7 xUH, ASCREMAMA A E T L) 156 EE%ILE A2 85%
2190 HE %K (—FEZ R ) MR /(—FhELZ R ) KiZEM. 20 1% 24 10 HE %1
(—PPER Pl ) BIMFINZ 1% 2216 %M (—MELEM ) THIEF

[0620]  7E 5y — sy o, AR SR ZAMAH GRS L 16 HE %A A2 45
% A 230 EE& %M YER 2 3 BE %I T K 2 3 HE % R P4
R 2404 HE X KHRRML | HE %M IERE.

[0621]  7F 55— FpsLiiti /7 xUrh, A SCRALNZMAEMEEL 15 EE% LAY A2 45
% A2 30 &% IR YER 2 3 B E % T K. 24 3 a8 % R R4
e ML) | = % I PR IR .

[0622]  7E N —FpsLiiti /7 a0, A SCRLMNZMHEMEEL 15 EE% LA A4 88
% P 2 25 B E %M YER 2 4 B & %I T KT 2 4 8 % R F L4
AR 20,4 HE X IHRIRML) 1.5 H & % IR

[0623] 7N —FpsLiiti /7 xUrh, A SCRALZMHEM B EL 15 EE%IIMLA A4 88
% P 2 25 EE %M FER 2 4 B & % W T KT 2 4 8 % R F L4
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ey 1.5 HE % R EIREE .
[0624]  7E N —FpsLiiti /7 : U, A SCRLMZMHEM B EL 156 EE%IMLA A4 45
HE %A —KEY L 30 HEXRMMAYER L3 HE XN TKER . L3 EFE%M
TR FIREAYEZN 20 0. 4 HE % B IEIR L) | & % 10 R IR EE
[0625]  £E X — Pk Jy N, AR SCHRIL A G5 2) 15 EE XA AL 45
HE %A — KA 2 30 HE XM 4R 293 HE %N T KREN 243 EE%M
SEWEIR B L AT YE A2 1 B % (I AR R B
[0626] 7 M —FpsLiitiJralrh, A SCERALMZMA S EEL 15 EE%IILAY A4 88
HE %A — KA 25 EEXHMMmASR 24 HEE %N T KREN L4 E5 %M
TR HEAYEZ. 20 0. 4 HE %R 1. 5 HiE % MR IR .
[0627]  7E M —PpsEi 7 X, AR SR ZAMAHEWAE L 156 HE %A A2 88
HE%MAME—KEM L 25 EEXHMEASR 24 HEE% T REN L4 E5 %1
R I A e 2NN L) 1.5 o % I IR EREE .
[0628] 7 M —FpsLiiti /7 xUrh, A SCRALMZMAEMEEL 15 EE%IIMLA AL 45
8 %M FAST FLO 316®. %) 30 & %[ AVICEL PH 102® .4 3 HE %I EKiEhm 43
HE %K AC-DI- SOL®. £ 0. 4 HE % MIEEER L) | HE % KIFgEREE .
[0629] 7 N —FpsLiiti /7 xUrh, A SCRLMZMAEMBEEL 15 EE%IMLA AL 45
HE % FAST FLO 316®, %) 30 E & %1 AVICEL PH 102®.%) 3 EE %M EXKIEH 4 3
F 8% AC-DI- SOL® L) 1 & & % (Ihf IR EE .
[0630] 7 M —FpsLhiti /7 xrh, A SCRMLZMHEMEEL 15 EE%IMLAY A4 88
8 %) FAST FLO 316®. #) 25 & %[ AVICEL PH 102® £ 4 & % [ FKIEH 4 4
HE %M AC-DI-SOL®., £ 0. 4 FH & % M ARERF1Z) 1. 5 T 5 % MAF AR EE
[0631] &N —Fhsiif /5 X, A SR ZAMA S-S L 15 HE %A A2 88
H 5 % [ FAST FLO 316®. %) 25 B & % 1 AVICEL PH 102®. %) 4 EE %I KITH 4 4
HE %K AC-DI- SOL® AL 1. 5 E & % AR5 .
[0632]  7E—Fhsfiti 7 arh, A SRS A A A B SIS AN A 4R oK
VO R R LA 4 R B AR R AT A R R B
[0633]  7E—Fhsfiti 7 :rh, A SRS A A A B SIS AN R A 4R . oK
TENT PR PR S A 4 2 RN B IR R B
[0634]  7E—Fhsijie 77 SN, ASCIRALMZMA WAL 5 EE %A AL 290 &
%I (—PE R ) MR /(—FhELZ P ) KR4 3% B4 6 HE %K (—MEZ
Fl) RRAEFIAIZ) 1.5% 225 EE& %K (—ppakpy) @7,
[0635]  7F 5 — sk 7y U, ASCIRALZGMA GO 25 EE % LAY A 4160 H
E%MIM L 30 EE%INMMA4ER A 3 EES N KIER L 3 EE %R P R4
R.20.5 HEXHMIRRML) 1 H 8 % K0 e k.
[0636]  7F 5 — s Jy N, ASCIRALMZIMA GO 2) 6 EE % LAY A 24160 H
E%MFME. L 30 EE%INMMA4ER A 3 EE XN T KIER L 3 E &% R P4
MY | HE % e R
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[0637]  fE X —Fhskiti 7y s, A SR ZAMA A MO E L 5 EE %KL G A 260 5

H YRR —KEY 2130 HE % IMAF %R L3 EEX N EKTH. 23 EE%INZ

POR YR 0.5 HE X IMEIEIRFIZ) | & % HIWE IR .

[0638]  fE M —Fhsii 77 AU, AR ZAMA G A G5 EE % INALAY A 2160 E

H WM — KA 230 HE % IMEA %R A3 EEXN T KR L3 EE%NL

TR R S A 4 R AN AL | B % IR R IR R

[0639]  7E N —Fhafifi 7 xUHh, ASCRUEHZAMA S E G5 EE %L A 2160 &

% 1) FAST FLO 316®. %) 30 E& % [ AVICEL PH 102® %) 3 HE% KT KIEH 4 3 &

%1 AC-DI- SOL®, £ 0. 5 & % MEEERAML | HE % A Is .

[0640]  7E X —Fhaif 7y X, A SR ZAMA A MO EL 5 EE %KL AW A 2160 H

& %[ FAST FLO 316®. 2 30 F & %K) AVICEL PH102® .4 3 Hi g %I T KIEW 2 3 &

B %1 AC-DI- SOL® ALy | 8 % A g R

[0641]  7E—FhsLife /s, ARSI ZAMA AW A SHAEY AU R A 4R R

SEA YR T R RN R IR B

[0642]  7E—FhsLife /s, ARSI ZAMA AW A SHAY AV IR A 4R R T

SR A U AN G R B

[0643]  7E 57 —FhsLil /s rf, AR SCIRILIN A S WA S &7 AU — KA Tl

LRYEE SR B A 4R 2 A B R IR A I 1R B

[0644]  7E 5 —FpsZif /s rp, AR SCIRAILI A S WA S0 A7 AU — KA Tk

SRUEZ ACIR AR A AN A IR IR R

[0645]  7E X —Fhsiifa /7 :Urp, AR SCHRALM 2 A A S A M AL FAST FLO 316®.

AVICEL PH102®. AC-DI- SOL®. 1 g FRFI 1 i PR %

[0646] & X — P sLife 7y =Urh, AR SCIR UM ZG A S B & A9 AL FAST FLO 316®),

AVICEL PH102®., AC-DI-SOL® HIAf A5 EREE

[0647]  {E—Fhsii = rp, A SCRMEHZAMAAMAE L 12 EE%HLAEY AL 80%

)85 HEWM (—FEEZF) BN/ (—MBEM) M43 HE%H (—MEL

ZRh) FRfEFIANL) 1.5 EE %K (—MELZ R ) EEH.

[0648]  7E 55— s /7 X, A TR AMAAMATL 12 BEE % MILED AL

52.5 HEXINIAM . A0 EEXMHMBAAER A3 EEXFRPEFLER L0.5HEY

AR TR ER AN L) 1 B2 % RITE IR IR B »

[0649]  7E 55— st /7 =X, A TR AMAAMATL 12 BEE %ML ED AL

52.5 HE %A 30 HEEXHMEAER A3 EEXNRPEAAEZNL 1 EE%

(1) R I B

[0650]  7F X — P st 7 X, A TR ZAMAAMA T 12 EE%MILED AL

52.5 HE % MAM—KAEM L 30 HE X HIMMASER 2 3 HE W CHRPEA4R

.29 0.5 HESAIREE AL | 8 % R EIREE .

[0651]  7E X — P s /7 20, A TR ZAMAAMATL 12 EE X MILEY AL

52.5 HE %A —KAEM 4 30 HE X HIMMALER L 3 HE NSRRI A4AR
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FRRNZ) 1 B % I HE IR EE

[0652]  7F X — P skt 77 N, A SRR ZAMA G M E T L 12 HE % K59 A,
Y1 52.5 H & % (¥ FAST FLO 316®, %1 30 # & % [ AVICEL PH102®, L3 E& % K
AC-DI- SOL®, %) 0. 5 & % MR IR F1 2 | 5 & % (1A R ER 8 .

[0653]  fE M — PP sLji 77 N, AR SCIREN AW HEME T 12 HE % LAY A
%) 52.5 H & % [ FAST FLO 316®. %) 30 & & % [ AVICEL PH102®. %) 3 & & % I
AC-DI- SOL® ¥y 1 #H & % A e iR .

[0654]  FE—Fhsiti 7 aUrh, A SR A A A EEL 12 HE % MLAY A2 80 H
%I (—MECZ M) FER/ (—PhE ) Mg 23 EHE %I (—FE Rl ) B
FIFZ) 4 EE%H (—FhELZ M) HHE

[0655]  7F 5 —FpsLiiti/r aUrh, A SCRMLMZMAEMEEL 12 EE% LAY A4 63
FE%NAM. 2 18 EEXMHMMASER. L3 EESMRFIERAYER . L3 HE % N6
FRFNZ) | & % (K fe iR B .

[0656]  fF 5y — MLy A, A SR KZAMAHEW RS L 12 HE%KHAEY AL 63
%A L 18 HE%NMMAAHER. L3 EEXIRFRFYHERNL | EE%KNE
NEIREE .

[0657]  7E M —FpsLiiti /7 a0, A SCIRLMZMHEMBEEL 12 EE% LAY A2 63
HE% AR KAWL 18 EE X MNMMAYER L 3 HE X NCHRFRALERMN. L
3 H & % AR IR R 2 | 8 & % (R AR IR EE .

[0658] 7 N —FpsLiiti /7 xUrh, A SCRMLNZMHEMBEEL 12 EE%IIMLAY A4 63
HEY AR —KEY. L) 18 EE % MMM YR L 3 HE % MR F I 4R 4E 2R AR
2 1 HE % IR IREE .

[0659]  7E M — s 7y X, A SRR ZAMH G S L 12 HE %A AL 2] 63
HE%MFAST FLO 316®, 29 18 & % AVICEL PH 102®, £ 3 H & % [ AC-DI-SOL®,
213 HE % B IEER AN 1 8 % B R B

[0660]  7E M — sy X, A SRR ZAMH GRS L 12 HE %A AL L) 63
B % [ FAST FLO 316®.%) 18 H & %[ AVICEL PH102®.%) 3 H & % 1 AC-DI- SOL®
) 1 & % AR R

[0661]  7E—Fhsifiti 7 xUrh, A SCRUEM A A A EEL) 15 EE % MLAY AL 80 E
=% MRS/ MigEH 20 3 EE %A ERIML 1.5 B & % I,

[0662]  7F 5 —FPsLiiti /7 xUrh, A SCRALMZMA B EL 15 EE% LAY A2 50
FE %M. 230 EE%MHMBAHER. L3 EESMRFEAYER. 0.5 B2 %M HE
HEERFNZ) 1 55 % [l fe ER B

[0663]  7F 55— FPsLiiti /7 xU b, A SCIRALNZMA M B EL 15 EE%ILA A4 50
FE %I L 30 HE%NMMAAHER. L3 EE SR FIREFYERNL | HE % KE
NEIREE .

[0664] 7 N —FpsLiiti /7 xUrh, A SCRALNZMH M B EL 15 EE%ILA A2 50
HE %A —KEY 430 EE%NHMAYER L 3 HE % NCHORFRAAERMN. G
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0.5 H & % IR AL 1 H & % e R EE.

[0665]  7E N —FpsLiiti /7 U, A SCRALMZMHEM B EL 15 EE%IMLAY A2 50
o % WAL — KA 2 30 & %R ET4E 25 2 3 T8 % IACBEFR B JL 41 4k 2 A0 A
21 s % i TR R

[o666]  7E X — P Jy =, A SCHRILI A G5 2) 156 HE %A A2 50
#HE %M FAST FLO316®,%) 30 & %) AVICEL PH 102® %) 3 H & % [ AC-DI-SOL®,
250.5 HE % MEERRAL) | B % KRR .

[0667]  7E M — sy X, AR SR AR MHEWA S L) 156 HE % AT AL 2] 50
HE %K FAST FLO 316®., %) 30 H & % ¥ AVICEL PH 102®.,%) 3 H& % ¥ AC-DI- SOL®
MYy 1 EE % R .

[o668] /& —Fhsit 7y N, A IR AWM A A ME S L 17T EHE %ML & A FIERA.
2180 HE%H (—PEZR ) FBER] / (—FELZRN) KR L 3 HEXN (—MEZ
Bl RRfEFIAIZ 1 EE %K (— R M) THEF

[0669]  7i 5 —Fhaijifi /7 :UH , ASCIRUEMIZAMA G52 17 HE % FLEY A BB
AZI50 EE %M. 230 EEXMMEAAR A3 EEXMNRFREAHARXNL 1 H
= % M R ER Bk

[0670]  7E X —Fhsijif /7 U, ASCIRUERIZAMA G52 17 HE % LAY A BB
A 50 T & % T — /K AW 20 30 & % AR 4E R .4 3 B & % 30 BR B FL 41 4k
RN | 8 % I R ER e

[0671]  7E X —Fh gt Jy 2N, ARSCIREE AWM A -GS 2 17T EE % KWET A KB
AL 4 50 F & % ) FAST FLO 316® £ 30 T & % ) AVICEL PH 101®, £ 3 E & % 1Y
AC-DI- SOL® F1%y 1 8 % MRS 5E

[0672]  7E—Fhsif 7y =X, A SCIREM AWM A A MAE L 1T HE XIS A KITERA.
Y 55% FE 4 80 H & % MIFEER / K45 7). 4 20% F 2 30 H 5 % KR I A1 4 1 B8 % 1
T .

[0673]  7E 5 —Fhsiiif /7 xUH , ASCRUEMIZAMA S E2) 17 HE % KLEY) A BB
AZ) 55 & % T4 25 R % IKIEH 4 3 BB %R FIA4ERML | HE %K
NEIREE .

[0674] &N —Fhsiiif /7 :UH, ASCIRUEMIZAMA S5 17 HE % KLEY A BB
A2y 55 B %S — /KA 2 25 & % T ALIE N £ 3 B & % (130 R B FL 41 4k
RN | 5= % I JR IR e

[0675]  7E X —Fh st 7y S, A SCIREMAYAH SO SL 17T EE % KLEY AR
30 A2 55 T8 % [ FAST FLO 316®. £ 25 5 & % () STARCH 1500® £ 3 H& % (1
AC-DI-SOL® F1Z) 1 T8 % [ e 8 .

[0676]  7E—FhsLit 7y N, A SR AWM A M S L 17T HE %ML EW A FIERA,
2180 EHE %K (—PE R ) PR/ (—FELZ RN ) KR4 3 HE X (—MEZ
Bl FAfEFIAIZ) 1 EE %K (—RELZ M) T F

[0677] 75— Rt 77 s, ASCR LRI ZAMA G52 17 HE %KL EY A KRR
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AVZ) 50 HE %A 2 30 EE % MMA LR A3 HE X FRFEFHERZNL 1 E
= % N IR R Bk
[0678]  7E N —Fhsijifi 77 :UH, ASCRERIZAMA G52 17 HE % KLEY A FIER
AZ) 50 T & % T — /KA. 20 30 & % IR A 4E R .2 3 B & % (A0 B B L 41 4k
TN 1 H& % A T R s
[0679]  7E X —Fh s Jy =0, ASCIRBEI AW A A G L) 17T EE XA A Y
3 AL 50 T & % [ FAST FLO 316® %) 30 H & % ) AVICEL PH 102®, %) 3 E = %1
AC-DI- SOL® ¥y 1 HE % A e R
[0680]  7E— sl /7 s, AR SCIRIL M ZAMA A MEE L 17T HE % LAY ATITER A,
21 85% £4) 90 H = % IFEEER / MR L) 3% R4 9 HE % EBMEANL 1% E£4) 6 &
& % [PV 7
[o681]  7E 5 — st /7 U, ASCIRUEMIZAMA G52 17 HE % MLEWY A BB
Ay 45 EE % IIFLIE. 20 30 EE%MNMMASAR A3 EEXHN T RKER Y3 EE%H
R LAAER AL 1 8 % RSB
[0682]  7E X —Fhakita 7y X, AR ZAMAAMAE L 17T HE % MIHAEY A T
A2 88 EE % MIFLIE. 20 25 HE%NMMA SR Y4 BEEXHNTKER . Y4 EFE%H
R LA E AL 1.5 HE % SRR .
[0683] 7 N —Fhsijifi /7 s, ASCIRUERIZAMA G52 17 HE % LAY A BB
A2y 45 HE % IFLE—/KEY 2 30 HE % IR A %R 2 3 HE % I B KIER .43
% AR FF L AR 4 RN Z) | 58 % I g ER B
[0684]  7E N —Fhsijifi 77 s, ASCRUERIZAMA G G2 17 HE % KLEY A FIER
A2y 88 HE % ALK — K AW 4 25 EE %M ER . L 4 HE %M EKIER .4 4
% AR B A 4 R ALY 1. 5 & % (WAl AR IR BE
[0685]  7E N —Ahsfifi 7 xUHh, ASCRUSHIZAMA GG L) 17T HE % LAY A KB
A\%) 45 B8 %1 FAST FLO316® %) 30 H & % [ AVICEL PH 102®. 2 3 5 % [ T KiE
k% 3 HiE % AC-DI- SOL®AZ) 1| H & % A R IR E: .
[o686] & X —Fhsifif 7 xUH, ASCRUEMIZAMA SO G2 17 HE % KLEWY A KB
A %) 88 Hi & % [ FAST FLO 316®) £y 25 H & % 1 AVICEL PH 102®, ) 4 H & % [ LK
¥ %) 4 HE %I AC-DI- SOL®MZ) 1. 5 H & % (K IR EE
[o687]  FEFEEL Lyt Jy AU, ASCIRMIE T AS WA A BRI A S FEHREEEsE
Jit 5 2, IR ER LAZ 0. 1-5%6.0. 1 & 1% 8% 0. 4 & % I EAFAE . AEASZ TGP G151
N RIUIMNAE i B i i ( BRARRRS 12 ) of A 52 10 e A R0 m] s ol Pk
[o688]  FEFEEL Lt Jy AU, ASCIRIE T AS WA A AN —KEMN A EY. 1
b se i r, I K S AL 40-60% .45-55% .49, 2% B 49. 6 i % [ E (7L /8
A2 IR PRGSO, RILFLIE— K &R L Te K FURE BB 4F i s 1
[0689]  7EXELL Sy TN, A SCHR AL TS LA A FTAVICEL PH 102® K25 MAH &)
7E KL S 5 R, AVICEL PH 102® BAZ) 20-40% . 25-35% 8%, 31 # & % [ EAE/E . fEASZ
R PRAI IS OCR , KW AVICEL PH 102®424LEE AVICEL PH 101 ® 4R BN Tk .
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[0690]  fERLECSE Ty :U, ACSCIR ML T S A4 A F1 AVICEL PH 112®MZMA)
FEHE i 5 R, AVICEL PH 112® PAZ) 20-40% £ 25-35% B %) 31 HE % [ EFAE. I
NERHURIACA Y A XK U . FEASZ IR IR I DL T AR K 23 SRl i 4R 4 25
AVICEL PH 112®7] LAU/DALAH A BIZK A

[0691]  7E 2L 77 :Urp, A SCIRME TS WG A B IR . FLRE — /KA #F0 AVICEL
PH102® M ZAWAHEY) . RSl 7 X, AU E T A5 AR IR (&Y
0. 1-5%-0. 1-1% 8 0. 4 & % ) AL —IKEW (B HL140-60% .45-55% 5 49. 2 H & % )
A AVICEL PH 102® (& 4% 20-40%.25-35% 8% 31 E &% ) K24 5.

[0692]  FEFEEE L7 T, ARSCRRME TS IEY) AVFLBE— /KA A AVICEL PH102®
MZMEEY) . ERLSLE T o, AR TR EHEM AL —KEW (ERY
40-60% 45-55% 8k 49. 2 T & % ) M AVICEL PH102® ( & A% 20-40%.25-35% 8k 31 &
2% ) MEMAEY.

[0693]  FEFEEE Lt Jy AU, AL T A AFHARNAMAEY . EAZ IR R
(IO 5 BN BE AN B BB AR ARG 245 it S 52 A o AE— 285 7 sy, 9 S BC il
F e AE— eI R RS 7 S, AR IR AR 1. 7E— S St 7y U B R IR A AR 2
H 1-8% ., fEHAMSLHE T NP EAAK RN 4 EE%.

[0694]  FEREECSLE Ty N, A SCIRAE T AS LAY A MAAEY), EACSEER. 18
ANSZ B AR SR B 0T 5 Sl D ad i B 052 () P BCHE 790 i ) 0k i 2R B AT RAZE AN
FHAE T TR ()17 400 ol 28 T 42232 09 7 7)o

[0695]  FERLLESLE Jy sUH, AR SO TR 6- 3K 14,38 17-38 195K 26- K 28 fIK 31-K
34 Fr Az 25 A, Horb BB 25 K 2 93 1) & T OO AR K 1%6.2%.3% .4 % 5% -
6%7%-8%.9%.10%.15%20% % 25% o

[0696]  7EHEELSLf Ty A, ARSI T AN A AVEERI SR 2 BE U5 AERLLL
ey S, BRI 20 T EEDLZ) 80:20 4 20:80 (I ELEIAFEAE . 7E L s 7y =, BEA
R UL 50:50 B LLBIAFAE . RS e sty )y aUrh, BN B . B e st )y Sk, 5
B PEG 4000 AE—Fhaiifa 7y sHp, ASCHRAL 1 IE AR A 7R B B 3, BT I VA 1 A,
AW A BEMIE L B AE—PsEit 7 P, (B A D T-(6-(2- B R —2- B ) it
WE —3- 3 ) -1- () —4- FAEER TR ) -3, 4- Z&A LI [2, 3-b] AkEE —2 (1H) - B
FIfr A fE—Lesi i i, A R =482 e B M.

[0697]  ASCHAEHIZGMNA AT LAUL ST S B 2 A2 Ik . AR SCRT A FH 19, 547 5]
RUZFRIGH T4 7 NSRBI 5202 - B 5, 28 1 4 P 5 001 SR A, S AR A 2 T Y
BN BRSSO 25 22 BRSO FIAE JS (1) 2 LA A A BB R 7 /R G il e =
RO PR 70 o BEAT 51 28 () S g 5 B B0, 2R 1 AR B e B o B AT SR ] AR BR 2 1545 T o
Z AR AR B — R 2% DAAE 0 B A B R 25 T 1 2 A A R R SR AT R . 7 Bt s
Jiti 77 3, A SCERAE R AT B 2 Img £ 100mg LAY A 78 H A SZiE T b, A
SCERALI B 7 B 5 ) Smg B4 50mg AL S Ao AE H A s 77 20, A SCHR AL AT
FI AL 2] 1mg. %) bmg. 2] 20mg. £] 45mg. Z] 50mg. 2] 7bmg 5L %] 100mg KL &4 A. 78 HiAth
SENE 7 20, AR SCHR AL BT 7 LA 4 Bmg . £ 15mg. £ 20mg. £ 30mg. Z] 45mg %] 50mg
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LAY A.

[0698]  7FJtEe S 77 b, A SCHRAE T T il 2 A SRR AL A AW R J7 i, A - (1)
e ER T-6-Q-FHERF -2- %) e -3-3)-1-((kR)4- FEHEK
B -3, 4= AL I [2, 3-b] MERE -2 (1H) - BREH 25 2% Bl 252 1 . R o7 2= 44 A
W B AT 20 CangE s AL B BLIE SR CL R D 8RR B) R0 P 55 SR IE R (gL pE
—IK AW CIRR PR A RO 4E R ) (1) i 7-(6-(2- FIH —2- 3 ) mt
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el iFHEr7T-6-0- 8T -2-3) e -3-&)-1-((kR)4-FHER D
B ) -3, 4- AN T [2, 3-b] bR 2 (1H) - BRI S H 252 F ] 8252 1 & 1R 2244 AR
Ma E A (R AR BOE R COER D B8R E) M =M RER (sl kE
— KA ACBRR PR A RO 4E R ) (1) 7-(6-(2- FHF 2- 3 ) it
g -3- 3 ) -1-((Je ) —4- FAEFEIF DI ) -3, 4- A M IF [2, 3-b] nhEE -2 (1H) - F{
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I Do
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%
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WP A7 4 5E | B BE AT AL FF AR AL B B PRI 1 4R AL s Ts I MR R 2% (9 512, 4645 T 32
THMENA IR ST A R (B, XA ER BB CIER D EA E
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[0718]  7E—Usifi 7 =X, 75 A SCHR AL I 75 v B3 B Y i AL 45 5 95 & mTOR. PI3K B¥
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()G P R e B 5 DA S8R (%) B A DG [ L :PT3K a \PI3K B \PI3K 6 \KDR.GSK3 a .
GSK3 B VATM\ATX.ATR. cFMS FI / B¢ DNA-PK i S HRAFAR B R TAL . A — L85 77 =0,
55 mTOR/P13K/Akt 18 B AH 2% (1) Je JiE A0 G S AR L5 P Mg, 940, 22 kT e 25 4 L vhk
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FURRIRE I 5 PN S U0 S0 . B S S 00 A AT ZU IR s B SRR AN R S s A e
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PR B ERGI 77, B F B2 EH 6 T RE A SRR A A 14 20
(4, B0 AJEAR BOER COIER DB E BIEEIE ) AW A KRR AL S A 1
Rty (B, 0- EREAAY A BEWHSY. 5 nTOR 5 58 T FITE A < 1 5% 5L
B RS (1) S A FE AR IR T, BBk (82 8 PTEN( 25 10 2 ik (s i fIsk & 1)
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SRYERE s RIUEIIN W0 5 B SE B AE SRS i 2% s o TEES i 9% 5 7 B U 55 20 5 B
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A0 D) s 1 P s ) AT PKDL ( 2 2 11 1) ;Cowden KR Cowden 455 4iE Cowden FEZE &
{iF . Bannayan—Zonana %4 JiE . Bannayan—Ri ley—Ruvalcaba ZE-&0E /N K B A B 15 48
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s (FL) S EBEYE 1 fps (AML) 2= 40 M bk 29 (MCL) Bi ALK [A) A8 P K 41 itk 2 08d . 7
— st 77 2, JEE A SR ER S R S AR R A A b R

[0725]  FE—FhsEiti 7y 2N, SEAAIRE o ph 2o N 7 AR o A JE e Sty S, M N 2 e i
F IR RN 2 N 7 WA RS o AE LSy Arh, PPae I WA IR e AE BRI I A . AL
St J7 2, AR P A R AR SRR P B IR PRI o 7E RS S T T, RS N 43 WA IR
RAENFER A o £E— Lot 7 2N, M Ee 73 WA IR BRI PRIV , 461 G S VB R N 4
WA TR BRCUE 1 I DAL P2 B R R P 43 A TR, 48] G e e £ P 43 A ek R PR e 2 PN 4
i yeg B FRCAR IR A 2 PN 40 WA I o 5 R e St )7 T, R ER P 3 A g a7 AR E R A 43
(b e SR D RE PR R o AETEES ST Ty Ty, B P o3 IR JR AN AT U B 908 i B A%
PEO L RAFHIARE (L 2% ) B (2 2% ) s

[0726]  7E-—Fhsiit 77 A Hh, SR AR A ks (NSCLC) o

[0727]  7£ 55— Ppsita 7y 20, SEARIE R 2 T 1 Rl o 4 e dgd (GBM)

[0728]  7E 5y — M /7 2, SEARIE A 4R (HCO) .

[0729]  7F 55— st 7y =N, SEARIR N AL IS o 72— Fh i Ty b, LR i S AR fH
PEo AE—FhacitJr =0, FUMR SR AMEECR 2RI M (ER+.ER+/Her2 B ER+/Her2+) o fE—Ff
SEHE 77 2, FLRIE M SEAR B I (ER—/Her2+) o £E—Fhsgi 7 b, FLIRE A =11k
(TN) (ANFRAEAT R T #ER R 5246 (BR) VZAER32 4k (PR) FIFERIAN / BiiE A, HA 1A Her2/
neu & FFLIIE )

[0730] 75— Mgt Jy 2, SEARI NS i BT -

[0731]1  7F 55— s 7y 20, SEAR R S ME VR IR o

[0732] 7 5y — At /7 2, SEARIR A Bl o

[0733]  7£ 5 — s Jy =N, SEARSR N B -
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[0734]  7E 53— Fhseie /20, SEAR9R s EIRYE .

[0735]  7E 55— Fhski Jy 2Urh, SEARSE g Rl .

[0736] 75— FhSEiE 77 20, SEAAIR 9 B I

[0737] £ 53— FhsEit /7 2Urh, SEAASR A T ILIRE -

[0738]  7E 53— FhsEit /7 2Urh, SEARSR A BN A T8

[0730]  FE— Rt /7 2, SEAAIR A i S SE A48

[0740]  fE—Fhskia Jy 2, MR H AR Ju 22 N - il b gd o A2 FRBe St T sy, B N 4y
WA IRE F W IR AR S TN 2 A IR o AE SR S Uy 2, B A 43 W R e BRI R . A
e szt 7y S, R N 43 WA TR AR IR R B IR T Y o E R St Ty 3, RS N 4y i
IR 9 AR S0 R SRR o AE— Bt Ty A, PP N W IR AR R MR R, 8] 0 ST AU
22 N 3 WA I IR BRI IR DL B () 25 B A A 1A 3 TR I R, A9 T B e £ P A e L TR b 2
P73 A P IR B R IR A 2 P 0 B J R o AE R B8 St X, I as I TR J e Dy 7 AR RE R PR
PN 738 ke B Tl B PR IR o AE e SE ey U, M P 20 WA IR O SR AN AT IR Yo
JEEER A RIS (1 4%) Bih e (2 4%) M.

[0741]  fE-—FhsEiE Ty U, B SAAR Jy AR R fiifE (NSCLC) .

[0742]  7E 55— FhsEie 7 2 S SRR Oy 22 TR I i ot 4 o ed - (GBMD .

[0743]  7E 55— FhsEie Jy 2Urh , g S SEAA 98 Dy I 4m e (HCO) .

[0744]  7E 55— FhsEieJy 2Urh , B A SCARSRE g FL e o 72— R SEE Uy 2, 1 0 SE A4y oy
WOER Z AR (ER+. ER+/Her2 BY ER+/Her2+) FLIJe . AE—Fh sty A, i S48 oy
ER+/Her2— JLIHe o AE— Mt )y st , BRSHSSAAR 9 ER+/Her2+ FUIE . £ — MLty 5C
Hh, B SEAA SR O BR—/Her 2+ FLIRIE o AE—FhSEHE 7 20, B SR Ay =BIPE (TN) LI
P o

[0745]  £E 5y —Fhskiti 7y =, B SeAd I D 245 W B e

[0746] £ 53— Fh skt /72X, M S S A48 Sy M e o

[0747]  7E 53— FhsEiE /7 2N, e HH S48 g e o

[0748]  7E 53— FhsEi /7 2N, R HH SR8y ZE e o

[0749] 75— FhsEiE Ty s, B SRR 9 Ll

[0750] 7 53— FhsEitE 7y s, B SRy (R iE T .

[0751]  7E 5 —Fhsei Jy 2N, B SR8 o B

[0752]  £E 55 —Fhskit Jy =, MR A Se 40 11 UL IR

[0753]  7E 5 —Fhsei /72U, B A SRRy BIAPAR

[0754]  FE—FhsEi/y 2Urh, AR A7 bk B ki K B 41 Uitk 28 (DLBCL) .

[0755] At )y Arh, A SCHRAE 1 T A8 SR 3 v SR IR 58 4 SR 8 3 I B BRUAR TE R
379 F SEARS PR BT RPN Fn vl (RECIST 1. 1) (Z UL Eisenhauer E.A., Therasse P.,Bogaerts
J. Z A .New response evaluation criteria in solid tumours:Revised RECIST
guideline (1. 1) . European J. Cancer ;2009 ;(45)228 - 247) /5%, BIEL T B4 L4k
i (g SRR ) B2l A AE R A SRS A KR (B, B ALE
BB COER D BUEE) B & aM A R EIEL (i, JBR A BB B CUE
0D BB E) KA &Y.
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[0756]  FE— sty 2Crh, A SCHAL T AT F B B AR 5215 A HEAT PRI [ SEAR TR I
J7 RGP bRE (4, RECTST 1. 1) W75k, B d&2e 7 B SE (i lseiss ) szt
FA R E A SRS A KA TE R (B, R AEA BB COEA D JEE
HEE ) EEHEHEY A B EIER (B, B AJEABIJER CIB DB E Bk
SEIE ) MZPMAL o AE—Fhsiit Ty 2, BEAT PRI (K TS BUAE 35 FX AR5 AR A S99 A2 [ 1)
AR RS 56T R B R AR, B -30 % 5 +20 % , i b S8 48 (1 110 8 A R ST 5 ¥R 77 AR
PERRAZ, 31 -30 9% 2 +20 %6 K SEIL o AE 53— Pl 75 20, BUIR AR IR RST o8 Ak R
5RIT AT ELREAROR T 30 %, Bl a1, B3R A2 RS BEARK T 50 %6 o A2 53— Fh sty X, b
FRIRFAE A E 4895 A2 132 Jig 5 167 DA BB RO B e e A AR B e sk Bl o 2 —FhsE 5 2K
o T 3 T B A I B S VR T R L PR SEBL B A A RFAIE o £ 55— P sk s 2K,
T 8 3k A #9542 (O B B & S5 VR TR LE B AR SE BB AL A RFAIE o £E—FhSEfE D5 20
o T 3 L B A2 5 VR YT R B B B0 SRR SEBILER A AR o £ 5 — R sR i s 2,
T I I ARSI A2 5 ¥R T B A LE i/ BRI SR SEBL B A RS AR A2 55— sk s 2K,
TP -5 ¥R 7 AT A LT B AR SEIBR A OV RSk . A8 30— Fh S 75 30, TRy it
55697 R EL BT 79 12 e F) e PRAE IR BSCRECIR. (i A A S (0 80 o BRI IN ) RSB
B L Y RFAIE

[0757]  AERCEESKHE YT 3Crh, AR SRR T HI T AR 55 36 7 RINAH B A2 O IR A2 1 RS I
Tk, BAR R EAT S (i Hse s ) 1932 aE g T A R AR B S A 1
il 20 (i, AV B B OB D JER E T E R ) AW A KRS 2= 1L
a9 A P (B, 0- EREALEY) A) SRS

[0758]  FERLEESKHE T 2Crh, A SCHRAL T TR S5 a7 iR B 323 [ AR S 3 A2 ) RS
(KI5 32, BLAE ) A SRR (IS ) 132 45 T A B A SR BEII AL &4 A
AT (B, IR A B BB COEA DI E BIEER ) M EW A FELLZRAE.
WaE A KA (B, 0- L REALEY) A) BZWAE).

[0750]  FERCLESLE Ty 3, A SRR AL 1 HI TSk 5677 R bL 320 480 A2 O B E B
RIS, BLAE A BA SER (AN I SEARR ) IR 48 T A E A SR &)
A RYEHEEA (B, B AER BB COEA DB E B e ) A aW A KA ER
W ALEY A KRR Y (B, 0- L RELEY A) BEMAEY).

[0760]  FERCLESLE Ty A, ASCHREAE 1 T SE L5 BT RIAH L 32 I AREL R AR B E
FEAR T i, B4 R A SRR (i SEARR ) 132 3 40 T B A SCR L &
Py A BRI, TR AV BB R COIE R DB E B ER ) AW A KIF:
AR LAY A KA (B, 0- EFEAEY) A) SEGWAEY).

[o761]  fEARLEe St Ty 3, ASCHR A 1 T sk B A2 Wl A P #L I AR AN AE I T 1%
AR R B SRR (AR SRR ) 32l 40 T R A SCIR AL AL &9 A (13 42
X (B, A AEABIER COIERDIER EBULER ) & A KRS =& A A
AR (B, 0- £ FEALEY) A) BEWA Y.

[0762] 8L EL S 7 aCr, A SCHR A T AT SR B A2 1 i A7 AR 4500 AR ) A AFAE N T7
2 AR A AT SRR (SRR ) (32 4 T A R A SR AL &4 A 1 [
e (Bln, B A B BIER COER DB E BT ER ) MEY A R K& AL S
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Yy A ARG (B, - EREAEY A BEMAEY.

[0763]  V&YT SEAASE , Wi S SEAASRE B 532, Pvid T AL 1) S SRR ( fnrs S S48 )
(152 25 T AR A SR B A A BIREHETE A (B, JERAVEA B ER COE
DB E BORER ) B A EAL A LAY A AW (B, 0- EFELEY D)
SV E Y, Foh Bk va o7 7 AR i SRR 19T RO R (140, RECTST 1. 1) Wl 5E i)
FEAE N 573 SR B TE R o

[0764]  YRYT SEAAIE , IR SEAAIR (195325, ik T2 A4 1a) S8 SEAAR ( Qs S S 4498 )
152K 46 T A R ERN ARG A AT (B, B AJER BB CLE
X DVERE BOLER ) A EW A KRS =8 L& A FIARE (B, 0- 2 RELEY
A) BRZA G, Hoh Frik ¥6 97 51697 5 AH bL 3 00 AR RO B AR L AR5 A T B
/ BUFT SRR/ BER AR AT A

[0765]  VRYT SEAASE , i I SEAAIR B 5 V2%, i T LA 1n) SR SR (B A S A4 9E )
(K52 45 T A R E A SCREE A A KRR (B, B AERBER COIE
DJER E B ) A A MRS =R ALE A AR (B, 0- EFELEY A)
ERZMA S, Hoh FriiayT 3 BT SO IR lm R RS, Qe EAH 5 ()89 T S TR 3 I
[o766]  7E 55— A SEit 52U, A SCHR AL T AT T ol 52 a3 1 NHL # [E Br T AE 4L bR i
(IWC) ( Z I Cheson BD, Pfistner B, Juweid, ME Z£ A\ . Revised Response Criteria for
Malignant Lymphoma. J. Clin. Oncol:2007: (25)579-586.) W J7V%, FFEm A AEE A ik
IR B2 4 T A AE A SRR & A AR (B, B0 AR BUE R
C.EADVENXE BURER ) AW A BIFEAL 2= EP A KIREY (B, 0- £ F X
WEY A BZMAEY . 1E5— Pt )y i, A SChR At 7 o Bt e AR AR U5,
Kaplan-Meier fli tHE ITIl I8 o AE— MLty Kb, W97 1049 58 A A B 70 A BRE 5E JR
T, 201 NHL () [ B TARHFRAE (IWC) FrillsE o« AE 53— P 77 20, Y97 015 S A A7 .
T ) A A S oA A A B AN [A) L Jo e 9 A A7 S B I 2 AR A7 S

[0767]  7E 55— Fhse i Jy s, AR SCRRAL 1 1155 3 52 6l 3 1O F 22 R ki iR 1) 1 os
— e RiARE (TURC) FAEMIVAIT M. (2 W Durie BGM, Harousseau J-L,Miguel JS, %%
A International uniform response criteria for multiple myeloma. Leukemia, 2006 ;
(10) 10: 1-7) , A 4F 1] S84 2 K VR B 8898 10 320 & 45 T A RCE AR SR LS9 A 1
I (i, JERAVER BB COE DB E BURETE ) L& A KRS R4k L&
Yy A AR (Blan, 0- 2R EEAEWY) A) B G . AE—Fh skt b, 168977 A 74
FEAE L T84 BB AR B3 SO, 40 22 M B R 1 T s 8 — SR (TURC)
Bl sE o 78 55— Phsgiti 7y 20, a7 A S A A7 3 e R I AR A AR AR B
A ) BT B A A 3 T

[0768]  7E 55— STt 7 2QH, AR SCER L T 155 5 52 i 3 B0 ) GBM 1 4o 22 il 988 e 2 VP A7
(RANO) TARA VLIRS K J57% (Z W Wen P., Macdonald, DR. , Reardon, DA., £¢ A
Updated response assessment criteria for highgrade gliomas:Response assessment
in neuro—oncology working group. J.Clin.Oncol. 2010 ;28:1963-1972) , A& EH £
TR 5T BRI I8 () 52 30 45 1A AU E A SCIRR IR & A BRI R (il , T XA,
B BB COIBX DB E B E R ) EW A KRN 2R ALEY) A AR (B,
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0- ZHIAAEY A) BEGWHEY

[0769] 7 5 —Fhaiif 77 s, ARSCHR AL T o 5233 I AR A IR 2R BRARAS (ECOG)
(0773, AR AT I (g ISR ) 2 46 T H E A SRR EY A 1Y
E AR (B, ERATERBIER COERD IR ERE T ) AW A K FEA =K AL
A A AR (B, 0- A A) B EY) .

[0770] 75 —FpsLiiy =0, AR SCIRAE 75 582 B0 I L R W E 1 (PED)
25 RVPAN NG T IO T334, LS 1A A R (e BA SRR ) 523 4 TR SE AR
SCREERIL A A AR (B, B AGER BOER COER DIER E BEER ) ik
AW A WFEALRE ALEY A AR (B0, 0- AL G A) RZGWAEY. R
SEJE 7 2, AN SCHRAE T TR SRR, N I SRR 1 ik, By R 1A R R
(NIRRT ) 1 38 45 T R I TOR BRI 570, v Brid Va7 3 BUM R A G 14 %
%, Bi4n, 3@ PET R4 &

[0771] i —Fh i 77 U, ARSCERAE 15 0 I S R 45 A AE A SR, g Ys AT /
BRI L B / BN 73 WA AR S A, g AR R 8 (1 B AR L LTS R A/ B0 e AL
R PRARPEAS VE ST BT 1%

[0772]  FE—Fhahit 77 UH, ARSCERAL 1 70 BB AT SRR (49, FR e py 2t e A/ At g
I3 22 TP R e o 40 PR P 4 e « LI &5 W B Wi W i g e it e e e 5
R BTE S B PR LR BRI AR TR ) AR A eI U B R T R 1 52 A
T A S6RPLAE-BP1 AT / B AKT RSB AL 0 7712, A48 M BT id 52 38 45 70 R 1AL
PRALAAY A BIFE AR (B, B8 AVJERR BB COIER DB E BIEE R ) A
YA RN R AR LAY A AR (B, 0- A A) SRAMHEY . £
FE R St 77 2 H, IR A (R 4 i 7 52 303 (0 AR MR i v DA, GnE G BR MLV / B0 8 4
J B RIS L ZANR AR/ BRMR Vi 2 23R AR Bl R A TR VA o AR IR I S Ty 20, R AL
(R4 () SR AR 45 T AR SCHRBE AL A A IR TE S (o, TER AL TE R B E R CL AR
DJER E B ) AAY A RS AR ALEY A AR (Ban, 0- L F A5 A)
BRGNS M2 Wi 2 G 5T -S6RP.AE-BP1 H1 / B AKT [ &3 4T Lh i ki Ail . 78 e
Sl 7 T, AR SCER A T AR AR SEARIR (A, AP P i R RN M e L 2 T MR G
FE S5 4 AR B4 e LRI 45 i B e R e PR e B e L ' b i L B
B PR BRI T8 ) AR AT itk R B 2 R 1B B8 1 52 503 il &= S6RP
AE-BP1 B AKT [H8E R A 0 7732, ARG 1A rid 2 i3 45 T A ME A SR G A
AR (1, JERAVEA BB COIE DB E B E R ) A& A BRI, Z 44
LAY A RACEY) (B, 0- EREEY A BEWA A, W= irid 5233 H i
S6RP.4E-BP1 I / B, AKT [{1 &, F-44 B 1k S6RP.AE-BP1 FI / B AKT (IR B 5 iR 2 &
TELE T ARG E LAY A FEETES (lan, X AER BB G D B
KX EBTLER ) AW A RS RE A A AR (B, 0- LFEILEY A) 5
MA G AT ERAT R AE— 28 sKHf /7 U, S6RPVAE-BP1 A1 / B AKT R R AL 1 41
Hil7E B— i T- ZHH AN / SR AZ A0 H PR

[0773]  FEREEE S 77 aUH, AR SCERAL 1 AE SR AT SRR (49, PR P b kg - A/ N4t g
T 22 TP b 2 o 40 PR FHF 4 R « L BRRE &5 W L e « W Y e Jie i e e e
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I TERE B TV LR BRI AP TR ) L B AT b R B 2 R T R 11 52
H R RE R AT SERPLAE-BPL AN/ B AKT [RIBEBRAL [0 70, B FE 1 Bk 52 i 48 T A
SCRUERIA SE R AW A R AR TE (B, TE 2R AL TERR BOER CL B DVER E Bk
EI) ALEW A IR 2R AL S A AR (B, 0- X F AW A) SEGWA S
W, FRGAELE T R IR AR SCR B A Y A B TE RS (B, a8 A JER BB CLER D,
ERE IR ) AW A RS 2R AW A KR (B, 0- 2RI A A) 5K
M A ) WIR 2 Ja AR 52303 B AR R & P IR 4k S6RP L AE-BP1 Al / B AKT ¥ &
BT LU, R 7R 45 T A SCIRBE I TR Ak &4 A R A T 8 (Bdm, a0 AR B AR C.
ERDJER EBEER ) AW A RS RE LG A KR (B, 0- 2 FEAE
Y A) SR A I RIS I T IR AR e B (W R Ak S6RPLAE-BP1 i1 / B AKT A X T7E
YT ARSCRAL TR LA A EETERR (B, R A ER B ER CER DB E 51
TEIE) AAE A RS R AL A A AR (B, 0- L&Y A) SAA S
W2 BT HRAZ I TR A2 WKL & b I B R AY, S6RPLAE-BP1 11 / B AKT I8 5 /D& B T #kl o 7
—Be s 7 AU, £E B- 4 T- AR/ BURAZ4E L b PEAf S6RPLAE-BPL Al / BR AKT F %
[ AINEI A

[0774]  FE—FhsgitJr a0, AR SCIRAL T 75 B SEAR (90, b ae oo 4t Bl - /N g
96« 22 T P s J2 o 00 R P4 e LR &5 W L e M VR e PR e R e
R TERE B TN LR BRI TR ) L B AT b R B 2 R T R 11 52
] DNA #R A E B RS (DNA-PK) YR YRR 5%, B R R FTid 32 48 T s A
PALAL S A I E R IE (B0, IR AERBER CER D ERERERE) AW
AR R AR LA A IR (a0, 0- 2 AL 59 A) BRI AH). 16—SEsLii Ty
o, 78 AT SRR (o, R0 A 43 B AR /NG O I 22 TS el B 5 4 i Re AP i
S~ LI « 45 W B « R P P oA B e L B B e L T L R | TV UL PR R B
BIARZ T8 ) L A A5 S ibh EL R B 22 R M i R 11 52 4K 2 1) B2 Bk AR A DNA-PK #0761, 76—
ANSEA R, E UV G RES B BT IR 32502 (1) B2 R ASE St R VP AT o 75 55— sl g s, 7 A S
gRs (oG, s g o W IR /N i e 22 T P A R 5 40 R P AN B LR L 45
P L R S e PR e TR ' L e L T B T LR BB 2 R )
4B 2B AT 4 I LR B 22 R M R 1) A2 3 1 e i 2 b AR B HS A2 v U DNA-PK 1)
il o 7E—FhaitJr 20, W E 45 T A SCR AR &9 A BIFEAE R (B, JTESR AL B SR
B IR CLIER D ER E BB ) S A I IFAr 248 AL A9 A 4S8 (9, 0-
HEEY A) BZMA S 2 5 Z )5 KRR 1L DNA-PK S2056 (754 pDNA-PK S2056)
(SR PPAG G ARSI Ty S, AR SCHR A TR R SR (T, R PN 4y WA R
AR NG B e « 22 T B o 4t e  F 40 PR LR 25 W EL I s AR s Il e 2
S = S = = N = N O N A B 2o A INE = s e N - A e = - 1
TR 32 AR 1 2 R i DU DNA-PK S2056 FEITA BR AL P F k1 4 7 v2%, 466 1l ik 32 il B 44
TAHLEWAR SR AT A BIEEE (1, B A ER BOIER CER D JERE
LTI ) A A FEAL R LA A BRI (B0, 0- LF LA A) SZ A
G, W EAEAET B ke i s ER £k DNA-PK S2056 (18, H44 Ik B B2 1k DNA-PK S2056
&5k B % TA S Em A SRR AP A AR (B, R A ERBOER CE
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X DJERE BT ) ALEW A R AL S A FIAREY (B, 0- 2R EY
A) B E W) A0 R 323 10 B2 R S b R AT LA . 7E—Fh st 7y X, AT
UV Ol RS R A o

[0775]  FEREEE S 77 A, A SCERAL 1 4 A8 S AT S ({9, PR P b g A/
ST B « 22 T2 P A e o 4 B e« B 440 B e - L IVRRE 465 W L W e Mo R g P e - R IR
i R = R TN C (= I = o N = B I S B e | B B DI | o e el N 0 Ay o e
(1952 5038 0 5 IR b 1) DNA A 14 2 1 8RG (DNA-PK) 5 PR 9 7 325, B 1) i 5230 3 4
THRERA SRS A B AATE R (B, KA ER BLJER CLIER D ER E
LT ) AW A M FEAL R LAY A BRI (B, 0- ZF LA A) S
AW, AR T A SR L Bk i &9 A BIlEA R (B, 2R A ER BB CE
XD JER E BT ) AW A PRSI R= AL S A B (B, 0- R A
A) SR A 2 BTN 2 J5 3RAS 0 52 AR 16 AR R i (T B2 4k DNA-PK [ &, JLrPfE s
TARSCRUER TR & A BRI (B, 220 A R BB COER DB E B
EE) ALED A MRALZAE AT A FIREY (B, 0- 2 L& A) BAMA L
Z S5 RAB I Bk A2 M RE S (RS R Ak, DNA-PK AH X T-E4S T A SR L BTk A &1 A (1)
R (B, R ATER BIER CERDIER E I ER ) AL A KFEEE AL S
YA FACEY (B, 0- ZREMAEY A) SZWA AW 2 AT 3RAZ BT A PR b ik
At DNA-PK &= B /3R B 1 il o

[0776]  ASCERAUERIML P A BREARTE (B, JEaR AL TE R B JER CLE R DL JER E 3¢
TR ) WA A RS Z AL G A BRI (B, 0- SR REWEY A FZmAs
Vel LS AT BT AR A A o AEFE St 77 s, A IEAE 2 52 TG YT W © 452 iU
1BITBUG 252 TG IT 32 3 45 T A SR LA A A IR (B0, T2 AR
B ER COER DIER E BEEH ) AW A RIFIA 24k AE 9 A A (Bltn, 0- 2=
HEEYA) FMZMAEY) . 1EHEEeszjif )y 20, i T2 MR Ik F A (6, Yikk GBM
R ) FAR ) (52608 46 T A SCRR BRI A A I REHE T 20 (B, TR A E U BLJE K C.
JEA D E BEEE ) AW A FEALZAE LAY A Y (B, 0- LS
Y A) FZeE A .

[0777]  ARSCIEHRAE TIRIT 2 AT O A2 1 SEAR (4, B2 Y 43 W Fioed < 3E /N 41 i i
T 2 TR RO S5 40 M 988 TR R PR« 45 P B P e D R | R R | R i L
B B TESE B I LR BRI 2708 ) AR A ek R B2 R B R R YT, (H
AN REFRAEE T 52, LR Z BT R R IT RS2 E 5. ASCRIRE TiRIT &%
HFEARUERGBT TR FRERZ R, UEARESZEFARANZAF . HTEA
SRS (A, PR A 43 WA TR L B/ INGHE B RE « 22 T 1 S e I 4 R 40 s 7L T
45 Wy L v YRR B R L R L R L B T LR R R A ek
) AR A S B B R R MR R 2 B R G R IATAS R IG R 45 3
s 7 A R TT R DA EEAR / W (0 U5 1 A2 A

[0778]  FEFEEEsCt Jy AU, ASCIRIL A S A A WA -G Y r] DL TI697 BB
FEES 2010/0216781 ‘53R EH LR HIE AH H AR (206100, [0415]-[0437] B ) 4%
FAFF AT AR LG F 7 RO AR ST
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[0779]  ASCibfRft 77852 5 S A ) A IR 2 293 1% (PK) SEN T, AFE
7] BT 5238038 45 T A SCIRBE M 2 A A . FERE e st J S0, AR SCHR it 17523 Hh sk
A SCRRAL A A BRAE I SZ G vP ]38 1) PK S 8000 77325, A6 1) BTk 523 B 45 T A SC R it
M2 G AEREELSLE )7 U, SCILA SR I PK S8 ki RN &4 T a1
A JE RS2 E AR (BT, JRR MR ML B ) &9 A & .

[0780]  FEHLECSLiE 7 A, AR SCIRME T TAESZ R e 59 A 129 0.5 45 2 /)N
IR T, 7505 AL 1) IR 520838 45 T AR SR LM 29 A A 72 HARR St 7 =0, A
SCERAE T TAESZ G LI A A 2T 1 /B 20 1.5 /NP ERZ) 2 /NBFIR T, BTV

A4 7] BT iR 52383 4 T A SCIR L 2 A 51

[0781]  FEHEEE S Ty s, AR SCIRAE T TAE2 A H P LA G4 A 1920 4 245 8 /it
(1)t 77 V2, AHE 18] Pk 32 45 T AU 2 AL A . A8 BAR I S8t 77 20, AL
Pt T I TAES A E P SEHAL B A INZT 4 /NN 2] 4.5 /NBE 29 5 /NBF L2 5.5 /NI 2 6
INEF V2D 6.5 /NBE L2 T /NEE L) 7.5 /NEFERRZT 8 ANt BTV, AR R TR 2 4 T
AR ZMAE) o

[0782] 7R LL s 7 =0, A SCiRAL 7 I T7E 52 il & SR &4 A I 2 150 22
500ng/mL [¥) C,. 7772, AHE Al Frik 52 5038 45 T A SCIR LA MAH AW . £ BAR L TT
A, AR E T TSR E P2 BL &) A 9% 150ng/mL. %) 175ng/mL.#] 200ng/mL.
2] 225ng/mL. #] 250ng/mL. %] 275ng/mL+ %] 300ng/mL. %] 325ng/mL. %] 350ng/mL %] 375ng/
mL. %] 400ng/mL. %] 425ng/mL. %] 450ng/mL. %] 475ng/mL 5% 500ng/mL [ C,.. 7%, 45
6] BT IR 52 245 T AR SCHe 2 A G AE— P )7 20, ARGt 7 T2
SIS A 12 485ng/mL HIFRAS Cpa 77325, ALFE 7] Ik 52503 245 T A SRR 254
HEWY .

[0783] 7 Ht 2L sl 7y A, AR SCHRAE 7 H T/E 23 P SE AL A A 112 900 2 4
2500ngxh/mL [ AUC, o,/ 7775, G T IR 52338 A SCIR AW AW . A8 BARR)SL
it 77 2, ARSCRR AL T H T AE S S A A 1920 900ng®hr /mL. 2] 950ng*hr/mL. £
1000ng*hr/mL+ %) 1050ng*hr/mL. £] 1100ng*hr/mL. %] 1150ng*hr/mL. %] 1200ng*hr/mL. %]
1250ng*hr/mL. £ 1300ng*hr/mL. %] 1350ng*hr/mL. ] 1400ng*hr/mL. %] 1450ng*hr/mL. %]
1500ng*hr/mL. %) 1550ng*hr/mL. %] 1600ng*hr/mL. %] 1650ng*hr/mL. %] 1700ng*hr/mL. %]
1750ng*hr/mL. %) 1800ng*hr/mL. %] 1850ng*hr/mL. %] 1900ng*hr/mL. %) 1950ng*hr/mL. %]
2000ng*hr/mL. %] 2050ng*hr/mL. %] 2100ng*hr/mL. %] 2150ng*hr/mL. %] 2200ng*hr/mL. £
2250ng*hr/mL. %] 2300ng*hr /mL. £] 2350ng*hr/mL. %] 2400ng*hr /mL. %] 2450ng*hr/mL BLZ)
2500ng*hr/mL 1) AUC, o,/ 77 ¥, B 48 M Frid 5238038 45 T AR SCRAL I A A A1)

[0784] 7L LL sy 7 =0, A SO AL 1 T 78 52 il 3 Se AL & 4 A 1R 29 900 2 2
1100ng*hr/mL ] AUC... ) J77%, C0FE M BT 32 45 T A SRR A AH &40 /£ BARI 5L
it 75 3, ARSCHRAE T A TAE A2 E TP SEEAL A4 A 120 900ng*hr /mL £ 950ngs*hr/mL £
1000ng*hr/mL+ 2] 1050ng*hr/mL 8{Z) 1000ng*hr/mL [ AUC. ({5, 46 [ ik 52 R & 4
TARIRMEZGMAE) .

[0785]  FEHLEEsLt /7 A Arh, ARSCHe it T TE S E h LB S A I2) 19 B4 221 /hr
(%) CL/F W75, B4 18] iridk 320 45 7 A SCIR LM 2 A 6. AR HARR)SSE 7 b, A
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SCiRAE TR TSR E A A A K949 19L/hr £ 19. 5L/hr, #) 20L/hr £ 20. 5L/hr
21 21L/hr %) 21. 5L/hr B2y 22L/hr (] CL/F 5125, BHE A TR 5230 & 45 T A SCHe (i 24
MAEM.

[0786]  fEHEEESLfE Ty T, AR SCHR AL T T/E 5233 SEEAL G4 A 4 150 24 180L
(1) Vz/F ()77, A48 m ik 328 45 T AR SRS M G £ BRI SEiE Ty U, A&
SCHRAL T H T AESZ R E S A A 140 1501, ) 1551, 2] 1601+ £ 1651 £ 170L. £
1751 B 180L [ Vz/F B777%, 4 A prid 5238038 45 7 AR SCIR L 23 &)

[0787]  fEHEEE S Ty S, AR SCIR BRI H T3 i M A G AR N = AL G A 19
R -

[0788]  FEHLELSLiE Ty S, A SCERAIL (O3 F TV 25 W A A W B 4 A0 52 X3 TR AR N = AR
AT A AT, K 7egs TR E 2 7. omg AL A A BREZAMAHAEME 1 R
If, prad A A 1k B LA B AN AE) 15228 14 100 =4 200ng/mL (440,
143ng/mL) B Courn Z1 7 245 9 /NEF (B1G1, 8 /NI ) I Tyaes 20 2500 245 3000ngxh/mL ( 451
1, 2744ngxh/mL) f) AUC, ., %) 7750 Z %] 8250ng*h/mL ( {41, 7948ng*h/mL) [ AUC, A%
30 =47 40 /N (T, 35 /NEF ) Bty BUH I EER —IREE T TR S IAE L) 7. bmg (14L&
Yy A B ZGMA G 16 REF, rid G RA L3 LT H— DA A8 1734 .
£ 300 £ £) 400ng/mL ( B8, 363ng/mL) [ Coun 2 1 BLY 3 /N (B0, 2 /N ) 1 T s £
6250 £ 2] 6750ngxh/mL ({5401, 6404ng*h/mL) ] AUC, 4, £ 42500 % %) 47500ngsh,/mL ( 11,
45602ng*h/mL) ] AUC, . H1%) 200 %2 300ng/mL ( F11, 267Tng/mL) [ C.rougno

[0789]  FEHLLLsLjt 7 A, AN SCER LIS FH U5 v 25 W H & W B 48 A8 52l 3 i AR
LAY A ARERY), RS T Hrid 32035 20 15mg L& A BRHZGWAEWE 1 R
I, A R A 12 B LT — AR B 15 S8 4 250 2249 350ng/mL (11,
309ng/mL) ) Cpues 21 1 By 3 /N (BIEN, 2 /NI ) ) Taes £ 3500 45 4000ng#h/mL ( 4
1, 3828ngxh/mL) ] AUC, 5, £ 5500 FZ] 6000ng*h/mL ( 41, 5821ng*h/mL) [ AUC, .F1%]
10 2229 14 /NEF (Bl an, 12 ZNKE ) (1) ¢y, BOH A RER — IR GG T Pk 521038 2 15mg (1465
Yy A LA A 16 R, Frid A R A LB LT — DA AR 1535 -
#1400 £ £) 500ng/mL ( #1101, 458ng/mL) [ Cous 2 2 BLY 4 /N (BT, 3 /N ) B T, s £
5500 £ %] 6000ngxh/mL ({41, 5677ng%h/mL) F AUC, . £) 9500 £ £ 10000ng*h,/mL ( 4121,
9753ng*h/mL) [ AUC, . F1Z) 100 2] 200ng/mL ( {51411, 145ng/mL) ) C,rougno

[0790]  7EHEEESLiE Ty S, A SCIRAIL A F TV 2 Al A W B Hs A8 52 -3 TR AR N = AR
LAY A ARSI, Hodh AR 45 T FTid 523 & 20 30mg (4L &) A BRI 25 A & W) 56 1 R, B
A EA 1R B UL — DB EZ A AREB) 115758 140 700 24 800ng/mL (441, 776ng/
mL) ) Cpaen 21 6 2 8 /NI) (70,7 /NB ) [ T,.s 29 13000 %2 25 13500ng*h/mL ({51 1,
13288ng*h/mL) fJ AUC, 5, £ 25000 £ #] 30000ng*h,/mL ( ] 1, 27672ng%h/mL) ] AUC, Al
2518 2] 24 /NBF (40, 21 /INBF ) Bty 0, BRI RER — IR %5 T TR 32 i # 4 30mg (465
Yy A B ZGMA A 16 R, Irid G RA &3 LT H— DA A8 1734 .
2 1600 %47 2000ng/mL ( #1101, 1768ng/mL) [ C,. 29 1 LY 3/ (B8, 2 /M) 9 T,
%1 27500 £ 4] 32500ng*h/mL ( 41, 29423ng%h/mL) ] AUC, 4, 2] 110000 Z£) 130000ngs*h/
mlL (401, 117697ng*h/mL) f] AUC, A% 1000 B2 1200ng/mL (141, 1102ng/mL) F Cyrougno
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[0791]  FEEEE st Jy s, ARSCRRAL AT F ik A 25 2 -G W) B 5 AE 32 TR AR N 7 A
AW A AR, RS T Bk 523038 4 45mg FIALA4 A BUL 29 S 1 RAT,
A BA7 1% 5 BL T I — DB A 230 15254 40 1100 22 1200ng/mL (4111,
1153ng/mL) [ Coaxs 29 2 L7 4 /NEF (AT, 37N ) 1 T, 29 15500 F22 16000ngh /mL ( 441]
1, 15854ngkh/mL) [ AUC, 54+ £ 25000 £ %) 30000ng*h/mL ( 1|11, 27274ng*h/mL) ) AUC,
ML) 14 229 20 /N (B, 17 /N ) Bty 0, B R AR — IR 4G T FTR 3235 4 45mg [
AW A SOLZGMA A A 15 R, Frid i) A 1% B LT — DN EA S4B 11425
4 2000 2 2500ng/mL (21, 2243ng/mL) H Coun 20 1 BZY 3 /NEF (B0, 2 /M) FY
T, .os 21 30000 £ £ 35000ng%h/mL (5] 411, 32705ng*h/mL) [ AUC, 4, £ 75000 % £] 80000ngsh/
mL ( #31, 77722ng%h/mL) [ AUC, 1 1100 E#) 1200ng/mL ( ##1, 1181ng/mL) [ C,ougno
[0792]  fE et 7y s, A SCRRAL A FH U5 VM 25 ) 24 & M B R AE 52 3 AR N ™
LAY A AR, Foh R4 T TR 5230 2 60mg AL 54 A B2 AATE | R
I, i B 1% B LN — DB DN 2RE) 1523 -4 1400 245 1500ng/mL (4
W1, 1438ng/mL) ) Coas 29 4 227 6 /B (BT, 5 /N ) 1Y Tpaen 29 21000 225 22000ng%*h/
mL (451 201, 21454ng*h/mL) H] AUC, 4,2 35000 F £) 40000ng*h/mL ( 4101, 37490ng*h/mL) ]
AUC, FHZ) 12 B2y 20 /N (130, 16 ZNIF ) [ty B H AR R — IR T BTk 521 38 20
60mg AL A1 A BOL 292G V05 16 RIS, Ik A A 18 B LU i — DB 2 AN 254KE)
FI2EBH ) 2250 L) 2750ng/mL (F1A0, 2521ng/mL) Y Cu 20 2 By 4 /N (HilT01, 3 71
) 1 Thaxs 20 45000 22 25 50000ng*h/mL (41 21, 46852ng%*h/mL) ] AUC, 54~ £ 135000 2 2
145000ng*h/mL ( %111, 138418ng*h/mL) [£] AUC, ..F1%] 1400 £ %] 1500ng/mL ( 5|41, 1467ng/
mL) Y Coyougno

[0793]  fERLECSLt Ty S rh, A SCHR Ak S FH TR A2 A S ) B £E 52 TR AR e A
WA A BRI, SR R4S T Bk 52035 20 20mg AL 54 A BUIL 254 A PB4 45mg
AL S A BRSSP, Frid st B A 2) 2 245 4 /NSE (B0, 3 /) B Tago
[0794]  FEREEC ST T, AR SCRRAL AT F TV FI 25 2 A W B0 HEAE 32 Th AR i 7 AR
B A AR, o AESS T Bk 523038 20 20mg FIALA 4 A BUL 29 A S W, FTidAR
WE A %) 450 247 550ng/mL (571, 503ng/mL) (1] C,.., BRIELS T FTiR 2R 4 45mg (4L
AW A SEZGMA AR, BT B A 4 1100 £45 1200ng/mL (511, 1153ng/mL) ¥
Cuaxo

[0795]  FEFEEC Lty T, AR SCRRAL AT F Tk A 25 2 A W B FEAE 32 TR AR iy 7 AR
LAY A AR, A8, T Pk 523038 20 20mg FIALA40 A BUL 29 S YT, BTkt
W B AT 25 10000 £ 4] 15000ng/mL ( 41401, 11928ng*h/mL) ) AUC., , BRAEYS F BT iR 52 R
25 45mg FI4L &) A BOLZGM A PR, Frid A 2 A 29 25000 %22 30000ng/mL ( 440,
27274ng%h/mL) ¥ AUC..

[0796]  FEFEEE Lty T, ARSCRRAL AT F T M 25 2 A W) B 5 A8 32 TR AR iy 7 AR
AW A AR, Hrp 7E 45 T ik 5235038 2 20mg AL &9 A B 254 A Wt , ik
R B AT %) 7000 Z %) 8000ng/mL ( #1411, 7484ngskh/mL) ) AUC, 4y, BRYELS T iR 2R &
2] 45mg KL EY) A BOLZGM AW, ek A 2 A 2] 12500 £ 17500ng/mL (4401,
15854ng*h/mL) [X] AUC, 5,0
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[0797]  FEREEC S 7 U, AR SCRRA AT F 75 A 25 4 A ) B0 HE AE 32 Tp AR oy 7 AR
A A AR, Hodh e 45 F Frid 5230 # 2 20mg (AL &9 A S 2840 Bt BnidAR
WP EA L 12 22516 /N (B0, 14, 3 /N ) 1ty BRIESS T ATIA 5238 3 £ 45mg 194k
G0 A BILAA AN, BT B 29 12 245 16 /AN (B, 14. 7 ) 1ty
[0798]  fERLLL L 7 =0, I 45 7. Smg. 15mg. 30mg. 45mg Al 60mg A4 A 77 A 5
AW A AR R I 2530 713 S BT RIAE T 2012 4F 5 H 31 H42AZ 14 61/653, 436
53 EImE HER 5. 2. 1 T EDARK T 23R ([00497]1-[00520] B ) , 4 HAH 2R LLTI
77 S RIEAA L

[0799]  7EREEsLif 30, WL 45 20mg Ab &4 A PR I 540 A A AR AR R 1 24
REN 1B EAE AL 6. 5. 1 Y b R 7 R34S .

[0800]  7EAREesiiif g s, A SR 2B 115 S HUe 3B A 2432 E 1 F .
[0801]  fERLEesiii 7y s, (b A4 A AU N 0 25 R

6. SCjtEfEl

[0802] Chem—4D Draw(ChemInnovation Software, Inc.,San Diego, CA) . ChemDraw Ult
ra (Cambridgesoft, Cambridge, MA) B¢ ACD/Name (Advanced Chemistry Development, Inc.
Toronto, Ontario) T4 RAL LI HK .

[0803]  DATN#A"5 HIT Ui I A5 A S 5] o

[0804]  ACN E

[0805] Amphos T RUT R (4 R ORI ) B
[0806]  BHT TR R

[0807]  Boc AT A R A

[0808]  dba A - S

[0809]  DCM e p

[0810]  DIBE INEAARIR R 5T B
[0811]  DIPEA N, N- ZRHHE 4%

[0812] DIPE T AR

[0813]  DME THEAE K

[0814]  DMAP 4— T HR R S

[0815]  DMSO R 21

[0816]  dppf LU =3 ( oRF gt ) %k
[0817]  DSC ZNHHERE

[0818]  ESI FALIBE 55 FEL S

[0819]  EtOAc LR I

[0820]  DVS B S AHR A

[0821]  HPLC [Ty EREERE

[0822]  IPA F A BE

[0823]  IPAc T 2 v TN i

[0824]  MeOAc IR B
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[0825]  MIBK R ST R A
[0826] mp 5

[0827]  MS JFE A3 BT
[0828]  MTBE LT Lk
[0829]  NBS N— VR BRI IV fi
[0830]  NMR R ILR

[0831]  NWP N— R 3 —2— nh g s
[0832]  PEG B

[0833]  PFL BEERAT

[0834]  REF AR

[0835]  RTmp o RT =i

[0836]  TEA =R

[0837]  TFA R LR

[0838]  TGA T 4B

[0839]  THF VPR

[0840]  TLC M2 gk
[0841]  TMS = R e

[0842]  XRPD X SR R ATHS

[0843] DA SEjitafa] LA i BH iy 3 R il (4 77 a0 it

[0844] 6.1 A& ik

[0845]  6.1.1 RIAENVE

[0846] 6. 1. 1.1 X G&&k K74 (XRPD)

[0847]  JEIL XRPD 47 75 [ A 200 38 b A= Bl ¥ B A5 [ 44 & o XRPD 43 H74F Bruker AXS
C2 GADDS BX Bruker AXS D8 Advance X $1ZRMRATHMY AT,

[0848]  {EfHA] Cu Ka #EES (40kV, 40mA) « H &) XYZ & T B 35 @ O O
BRI HiStar 2— 45X IBAG I 35 (1) Bruker AXS C2 GADDS TS _FURERREE X B2k K AT
I X BRI S 0. 3mm (8T FL2UHE LU B —Gobel 2 245 . [E M Re
BF FAZAEIARIHENIST 1976 WK (CPAR ) #E47 . SRR HEL BI X B 2R 7R 5 B IA 2R
S5 N2 Amme SR 0 — 0 AR R, HORE S - R 2R EE BS 20em, 4238 3. 2° - 29.7°
AR 20 Ul WG T X SHEW 120 B2, A THUBE LB N WNT 4.1, 16
f%) GADDS, 3§ HA# F Diffrac Plus EVA v11.0.0.2 8% v13.0. 0. 2 4 AR E5E . FREE 4%
P 8 SRR AN G0 B A ARG AE R R 25 A TN I8 AT BURE i 1l 28 P AR A e 194 1-2mg
(R SR R AR DGR PRI . AERREIF A T #VL &g A JE R B 24 A
NEEATHR R E B b SRS EERINEE] 20°C /min R E A R R BE G SRR AR
FF 18, SRR aR BRI

[0849]  FE{HFH Cu Ka %E4&T (40kV, 40mA) . 0 -2 0 45 THAT V4 BB AR 4% . Ge B
AN Lynxeye £l 25 19 Bruker D8 754X i SERE e X 9 8ekn RAT 4B 8 FAZAE )
NIEARHE (NIST 1976) SN S BEAT PEEERG & . TR A F B AF 2 Diffrac Plus XRD
Commander v2. 5.0, 7 H FFHDiffrac Plus EVA v11.0.0. 28{v13. 0. 0. 2 5By AR AL .
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3 R JF A B RAEFR BT S5 T I ATV E AR RE S AR it o A i R R I E A DB el
MEFE 5 (610) fEAHIE T . B B P AERE i B B B0 0 B 3L i il e BB YR 14
TR NI 2 2420 20 B :0.05° 20 UREERTIE 0. 5s/ B

[0850] 6. 1. 1.2 Z/RHAHERIE (DSC)

[0851]  FEFRAA 50 £ AZ KAL) TA Instruments Q2000 FWcAEEHIK) DSC ¥ . £
= A AT IR ERIE, I B ZAER A3 AT /e B FIR S R IE . I8 78 8y FLAR AL
() 3-1. 5mg MIREFIAEE S, BA 2°C /min A\ —80°CN#AZ 300°C . 7EFEN: L7 R FF 50mL/min [
FREAWET . [ 2°C /min B AE N AR 23 4T U8 i 1938 % DSC, I+ HLIE R f 80N
+1.272°C (M) BE60F> (JEIH) ALSSI=MH 31y Advantage for Q Series v2.8.0. 392
1 Thermal Advantage v4.8.3 3 HA$ A Universal Analysis v4. 4A 7% .

[0852]  FEFCAH 507 HEIRALZS A TA Instruments Q2000 [y AF i il i) DSCEHE 8
= A AT AE SR IE, B HZIE AT e E AR R I W R LR A Y 1
% 5mg FIEEAPEES, B 10°C /min M 20°CIN#RE 300°C. FEEES L7 4R%F 50mL/min T4
BAWRH. (X EH A A Advantage for Q Series v2.8.0. 392 Al Thermal Advantage
v4.8.3 JF HAF A Universal Analysis v4. 4A 7%k .

[0853] 6. 1.1.3 #MESHF (TGA)

[0854]  {EFCAA 34 17 BN RAL RS Mettler TGA/SDTA 851e LU TGA $i¥5 . 18 FHAZAE
(R AN AT IR RO o 84 5 15mg [ RERRAE 5t S B3I AR E A3 s EIRLRL10°C /
min MIREGIREIN#E 350°C . AEREM, BT OREF 50mL/min (R AR HIHIEL
P HTEAE A STARe v9. 20,

[0855] 6. 1.1.4 MG EMA (Polar Light Microscopy)

[0856]  7E A HT UG (IS TG ML Leica LM/DM IR )6 e L FERE o 45
/N BRI BB AE BB A b T e AR IR A vl v IR 25 38 7 55, T RE RS T AN
Ko AT HE A TBOR S AEECE] A Oy u's F B30 3 A Ak (R DB i o

[0857] 6. 1.1.5 FEEVEAIWH (GVS)

[0858] ffiAHH DVS Intrinsic Control ¥4 v1.0.0. 30 $#=#]H) SMS DVS Intrinsic 7K
3B BT AR B SRR 2R . A B Fa AR AR SR R FRAE 25°C T . IR AT A
ARSI, BRAIEZE N 200mL/min. JEIFA TR B IR IE () Rotronic 54}
(BASVERIN 1. 0-100% RH) W E=AHXIEE . B EEL (FiEmh ) BE% RH 4810
B HE R I CRSHE 0. 005mg) » JEH LIRS T4 5-20mg FIRE FRCEAE 5
B AN EE R . 78 40% RH A1 25°C CIEE 155 464t ) N EEBAMEIEFE . /2 25°C
T LA 10% RH [ F&LE 0-90 % RH Ju [ W #EATARHE IR Z . B DVS 7 E4F v6.0.0. 7 £E
Microsoft Excel FiHATHE 94T

[0859] 6. 1.2 [Al{&JE A ifiiksLin

[0860]  FH-T 2 dib UM 1% (1997 1) & HPLC B FIZR 11, 4056 2% . MTBE ( FRAERUT 2k )
DIPE ( — 7 TATE ) - THF ( PYZRKAR )« DME ( —H%E 20T ) | IPAc (PR 7 A lE )« EtOAc ( &
BR .06 )« MIBK ( AL SF T R EA ) JAER . TPA ( ST EE )« B ACN( 25 ) Vi B 5
TRZE L S/ EER (120, 50:50) 6 B /MTBE (440, 50:50) BE IPA: sk (4lt,
95:5) o
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[o861]  FRL ™ A I [l 44 T 2 i X i Bt AR ATt (XRPD)  Z /i & #0Z: (DSC) #viE
AN (TGA) 628 BRI E & 2873 (GVS) RAE.

[0862] 6. 1.2.1 “Fffif / WAKFIZE R

[0863]  {ifi R VA AL R TC i TEAL &) A (RRR LSS ~ 10mg) o RVFEAEZ I T 518 7%
R IFIELL XRPD - #r5% BE [ . GBI IRGHAT 16 /NI / A EIER (BO°C / Zili, 8 7

IR AEER ) B 5 FoVEIE A8 R R i XRPD 43 Hr bk B [ 44 o
[0864]  JRAKSEIGMLE RGLEAER | ho BRI L BEFRAF 1 B A7 [8 44085 XRPD B A
JEAK A
[0865] K 1. (AW A KB A 7E =R T IR L5
[0866]
ER XRPD 4 £
PR BXA
 MTBE XA
 DIPE A A
THF HAA
 DME A A
IPAc KA
 EtOAc ® XA
MIBK % XA
8 # & A
IPA A A
@ | XA
ACN B A
AT &K A
[0867]
HH XRPD £ £
IPA: 7K (95:5) A A

[0868] 6. 1.3 LA A [IESR A [FIRAE

[0869] 6. 1.3.1 XRPD. TGA FlI DSC FAF

[0870]  JEZC A BAWIE 1 Froasii4s &k XRPD B, F: H B A Wi 2 B A AR Gk >
Yo AbEW A TR A /Y XRPD I BRER A B4R . S A ()L XRPD g M 45705 2

H1.
[0871] 2. (L&EM A KITEN A B X S ZeAiT it
[0872]
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20 A dZ [ (A) BAE (%)
8.3 10.648 58.3
8.8 9.984 26.8
12.0 7.342 8.1
13.2 6.708 100.0
13.9 6.357 8.0
14.4 6.125 3.3
14.8 5.961 8.7
16.5 5,352 50.2
17.7 4,996 354
18.2 4,872 50.7
19.3 4.586 8.2
19.5 4,560 7.7
19.6 4.526 7.3
21.0 4230 4.4
21.2 4,185 39
21.7 4,094 509
22.5 3,942 13.6
241 3.684 84
247 3,603 7.1
25.0 3.560 12.8
25.3 3.512 5.6
26.5 3.363 35.7
26.7 3.332 5.7
28.3 3.147 11.4
29.3 3.051 5.5
29.5 3.022 9.9
29.8 2.992 7.9
30.5 2.924 3.2
32.1 2,782 2.9
33.3 2,690 3.4
342 2.621 3.5
34.6 2.587 4.4

[0873]  JEFX A ) TGA Fil DSC #il B/~ E ] 3 o RILE A 7E 100°C LA [ TGA 43 ik

PRI RIIL 0. 02% HIHE R, RUIE R A ZIEEFULIFITLEKI . FERA E 199. 3C (&
IR DR TN Sy o3 1{ & 8

[0874] 6. 1.3.2 WiEMH

[0875] I3 7K 31 B A R B Ske if o2 T 2R A BB . TR A K IR/ R B AT A

T DVS WilsE, FFHEE R B TE 4 %, B AL 0 2 80% AT 2 B R Eon W 1
IKIREL (0. 1% w/w) , RIAILZ A R ARIRIE . L4 TS BTR B/ fAmR B PR )5, B2 S

XRPD A7 i BB m LR MATERTE 20 A KA . FETRAESS R, KIIE A 2K IR
W PR 1) 5 S

[0876] 6. 1.4 fill &AL &M A BB A MHERER 715

[0877]  ffil% 1 <KL &4 A 5 BHT (0. 001 45 ) 7E TPA FIZK (3x:6x fAHL) A F. KR

G E 65°C, RIS REFIX—EE, AN 65°CHIZK. MIAINFAZE 65°CIHIAEKH
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[/ EFREALE Y (0.02 95 ) o FHREYIIRER 2 /NN, 18 4 /NN NS A 2 200, FHHHE 2
NI o T PE AR AR I I A4, 20 % TPA BI/KIETREE S T, B3I &M A A B E 5
4 [E 44 . "H NMR (400MHz, DMSO-dg) 8 (ppm) 9. 03(d, J = 1. 56Hz, 11), 8. 28 (s, 1H), 8. 24 (dd, J
= 2.34,8.20Hz, 1H),7.74(d, ] = 7.81Hz, 1H), 7. 61 (s, 1H), 5. 26 (s, 1H), 4. 90 (tt, ] =
3.71,12. 10Hz, 1H), 4. 13 (s, 2H), 3. 28 (s, 3H), 3. 20 (tt, J] = 4. 00, 10. 84Hz, 1H), 2. 58 (qd, J
= 2.93,12. 821z, 2H), 2. 14(d, ] = 10. 15Hz, 2H), 1. 68(d, ] = 10. 93Hz, 2H), 1. 47 (s, 6H)
, 1.17-1. 35 (m, 2H) ;MS(EST)m/z 398. 3[M+1]". DSC WX #47E 201. 9°C. XRPD fi75F & ( Thiig
+0.5° )20 f (° ) :8.0,9.0,12.0,13.0,16.5,17.5,18. 2, 21. 5,22.5,25.0, 26. 5,
[0878] |4 2 4L A4 A 5 BHT (0. 02 4 & ) 7 MeOAc (25x 4R ) & Jf, n#i % 55°C.,
WIETA AR 25°C, INNT MeOAc H D EAFBL A (0.02 &) . BHRAEREF 1D
I, 76 B 25 N 2808 2 0 /0 B4R R, FIEPEbE (10x 4R R ) AbFR . B2 ARARFF 2 /i), i vk
R AT AR, FH 50 % MeOAc (1) 1E BERE VA TR 3T T8, 15 240 &4 A, v B 0 5 3 (0 [
&, "H NMR (400MHz, DMSO-d,) § (ppm)9.03(d, ] = 1.56Hz, 1H), 8.28(s, 1H), 8. 24 (dd, J
= 2.34,8.20Hz, 1H),7.74(d, ] = 7.81Hz, 1H), 7. 61 (s, LH), 5. 26 (s, 1H), 4. 90 (tt, ] =
3.71,12. 10Hz, 1H), 4. 13 (s, 2H), 3. 28 (s, 3H), 3. 20 (tt, J] = 4. 00, 10. 84Hz, 1H), 2. 58 (qd, J
= 2.93,12.82Hz, 2H), 2. 14(d, ] = 10. 15Hz, 2H), 1. 68(d, ] = 10.93Hz, 2H), 1. 47 (s, 6H
), 1.17-1.35(m, 2H) sMS(ESI)m/z 398. 3[M+1]", DSC W& #4 7E 201.9°C. XRPD £7 &F & (Tl
I, +£0.5° )20 4 (° ) :8.0,9.0,12.0,13.0, 16.5,17.5,18.2,21. 5, 22. 5, 25. 0, 26. 5.
[0879] i #% 3 4G4 54 A 55 BHT (0. 02 4 & ) A MeOAc & IF, IN# 2 55°C, ¥ Rl ¥& iF
B BIEBE RO IE, B 2 30°C, AT MeOAc /D EARBL G (0.02 Y& ).
W RARTEFE 2D 1 /NI, 7E B TR 280 R kD B, IR Pk AL B gE oA e AR 1)
[l 44, FH 1:1 B9 MeOAc T~ IE BEbE IR S e 3 IF TR AR5 A v A B 5 1 Al
&, '"H NMR (400MHz, DMSO-d) § (ppm)9.03(d, ] = 1.56Hz, 1H), 8.28(s, 1H), 8. 24 (dd, J
= 2.34,8.20Hz, 1H),7.74(d, ] = 7.81Hz, 1H), 7. 61 (s, 1H), 5. 26 (s, 1H), 4. 90 (tt, ] =
3.71,12. 10Hz, 1H), 4. 13 (s, 2H), 3. 28 (s, 3H), 3. 20 (tt, J] = 4. 00, 10. 84Hz, 1H), 2. 58 (qd, J
= 2.93,12.82Hz, 2H), 2. 14(d, ] = 10. 15Hz, 2H), 1. 68(d, ] = 10.93Hz, 2H), 1. 47 (s, 6H
), 1. 17-1. 35 (m, 2H) sMS (ESD)m/z 398. 3[M+1]", DSC My #4 7F 201.9°C. XRPD fi7 5 & ( Tii
I, +£0.5° )20 4 (° ) :8.0,9.0,12.0,13.0, 16. 5, 17.5,18.2,21. 5, 22. 5, 25. 0, 26. 5.
[o8s0] il % 4 KALAM AR A) MALEY AT EEIL &) 1 1:1wt/wt & & H LA
TPA (6X A ) AbFR, FZEFRERIEJE N HiHE 4 K. b JEUc R B4, 78 40-50 °C T 9 T84 3
e ACER A) NEGFEE. DSCIRIGE 195°C . XRPD fAT5HE (THE , £0.5° )20 £
(° ) :8.0,9.0,12.0,13.0,16.5,17.5, 18. 2, 21. 5, 22. 5, 25. 0, 26. 5,

[o881]  Hil# 5 MG AAH A5 BHT (0. 02 45 ) Ml 5% THF /KIEW GX 4R ) & IFEE
TBTEW . B, B PE R Ve e AL 4 /NI o VR VA VR, FH BT S TR B AL 3 (BXAARFR ) ,
R 2R R E AR AR, NS IR S T R B 2 VA RS R B 80°C . FiEmAEI R 75°C, H
TEBSTR B R /D EAR LG4 (0.02 Y& ) ACHR, W RARIREF 2 /Do B RARAEH TR
N AEAE E R AR T 2848, TN R R IR EL R AR IR JE AR B 88°C . R R ARV H) &2 80-85°C,
TREF 2 /NIF, 78 4 /NS NIRRT 2 25°C, AR FF /D 8 /iy T 8B 7= AR I [T A4, FH S TR
WEREEE, TR 2ENA va R m alifs. a2, £ sEM I A EE R 7 A B S,
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FETE AR T B2 AT AAE U T 3547, IR BB A WAE 40°CTR , B2 IS IR 5 A B
(3. XA ) o SRJEHEAE 40°C T BV AEBS IR S TR R Hh 1) /b SR AL &4 (0. 02 45 )
SEFE, IRFF 2 /NIE, FEEL A 40°C TR AEE E AR T 2848, I BAN 3 1O T R e T R (10X
AR o WGIRAKTE 40°CRIFRAL 2 /NI, 76 2 /NN IR 25°C, ARFF 2 /0 8 /NI, i g4
[ei s, T P2 S TR R e 4%, TR B R A, e BB A [f 4. 'H NMR (400MHz, DMSO~d,)
§ (ppm) 9. 03(d, J = 1.56Hz, 1H), 8. 28 (s, 1H), 8. 24(dd, ] = 2. 34, 8. 20Hz, 1H), 7. 74(d, J
= 7.81Hz, 1H), 7.61(s, 1H), 5. 26 (s, 1H), 4. 90 (tt, ] = 3.71, 12. 10Hz, 1H), 4. 13(s, 2H), 3
. 28(s, 3H), 3.20(tt, J] = 4.00, 10. 84Hz, 1H), 2. 58 (qd, ] = 2.93, 12. 82Hz, 2H), 2. 14(d, J
= 10. 15Hz, 2H), 1.68(d, ] = 10. 93Hz, 2H), 1. 47 (s, 6H), 1. 17-1. 35 (m, 2H) ;MS(ESD)m/z
398. 3[M+11". DSC ML#47E 201. 9°C. XRPD fiT5H&l (Tl , £0.5° )20 £ (° ) :8.0,9.0,
12.0,13.0,16.5,17.5,18. 2, 21. 5, 22. 5, 25. 0, 26. 5.,

[0882]  6.1.5 fill &AM A FIAUHREE L &

[0883] LAY AHIREE (2.4 &) M THF Gx AR &3, IN#E 45-50°C, I N B 2K
(x L) o ERE T (300-350Torr) Z&TREM R 4x AL, (R FFEEAE 40-45°C ). B HIVE
T AN 2R (Bx AR ), 7EJE T (300-350Torr) FELERR A7), EL AL 2] 15% THF [ H
FHEY . 76 25°C P Z MR LASTIREE 35 5 (0. 02 24 &) Bl BiZAIR R R 72 /. 1o
JEMMA, F THE/ BRORIEE S, 78 45-50°C N B2 WP IR 2L A4 A SUTREE 4L & (T1% 7 %,
20wt % AR EE, 'H NMR) « DSC 7E 119. 0°C¥#84k . XRPD fi7H&l (THlE, £0.5° )20 £ (¢ ) .
5.0,6.0,12.5,14.0, 15.0, 15. 5, 17. 5, 18. 5, 22. 5,

[0884] 6. 1.6 Hl#&ALAY A KIKEY (JEAB)

[0885]  HEALA4 A 5 BHT (0. 001 45 ) 7 [PA FI7K (Bx:5x A1) & IH. HIEEWM
W B55°C, MAK Gx ) o AT KPR EFRBAEY (0.02 48 ). /£ 1/NA
BIRAYISHE =G, £ =IE T EMRE 48 /Mo LU= R4, B 20% 1PA /KA
W I T IR B B A KA AR 4L lE . [E 4R DSC Ay 111, 3°CHR#k, 164.9°C
R, A 201, 6 CHL I, TGA 2B 7w 6. 4% 2 5, R 4515 & 4 50°C . XRPD it 54 & (T
g, +0.5° )20 4 (° ) :6.0,7.0,8.0,10.0,12.0, 14. 0, 17. 0, 18. 0, 20. 0, 20. 5, 22. 5, 24
.5

[ogse] 6. 1.7 il &AM A FITAKER (JERK O

[0887]  fill % 1 24L& A 5 BHT (0. 001 24 & ) 7E MeOH (10x 4&F1 ) H&3F. BB G
TR D AEER (5x) , NN TPA FHE— D 2 B 2 FHURER 21 50mL 28TV AT Al 2 =
o T IRSCER AR 4, AT TPA (2x ARF ) Beisk, FE TR R & A KA il 4,
R E DSC 4 Bon 161 CHREGET 200°C M #, XRPD AT (THE , £0.5° )20 £ (° ) -
6.5,9.0,10.0,14.5,16. 5, 19. 0, 23. 0, 23. 5,

[o8ss] il 4 2 JAGAL-A Y A (HUMREZ AL & ) 1 BHT (0. 01X wt) FI TPA (X 4&FH ) AbZE, 7EER
SRR TR 4 K. 1 RUCER R4, B TPA PRl /R T 40-50°C N FREEMLAEY A
X O Al &R DSC A #r R fE 160°CIR AT, 75 200 CH#4 . XRPD T4l (T
g, +0.5° )20 f (° ) :6.5,9.0,10.0, 14. 5, 16. 5, 19. 0, 23. 0, 23. 5,

[0889] 6. 1.8 il &AM A IREEFILY (D)

[0890] H4{bL&4 A 5 BHT (0. 001 45 ) 7E MeOH (20x &A1 ) H& 3, A E 65°C. KiF
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WA H R, B 18 /N . ik B ICEE P AR I A, ek R AE 40-45°C N HRA ML A
Yy A ARy LA . [EAK K DSC Ay 98. 3TN, 159. 3°C U, A1 200. 6 CI I, TGA 4 Hr 7R
7. 4% R H, FURIE AN 80°C o XRPD ATHT B (T, £0.5° )20 # (° ) :6.0,7.5,8.0,9
.0,10.0,12.5, 14. 5, 16. 5, 19. 0, 19. 5, 20. 5, 23. 0,

[0891] 6. 1.9 Hl&ALEW A BIXF ~HZREFMULY) (R E)

[0892]  [&] 15-20 /~th T ALAM A TECE 1 XRPD & dmfd 2] 1 TGA. SDTA TGA-MS, HPLC
FIMS. FHZ /D = AR50 K & 2 30 B, B FE AEXT IR R 3R AR AL SETG, 7ETR R / X —
2K (50/50) HRg#AGE I8 5258, FIAE MTBE/ X —F2K (50/50) W IZ&E R SETG . fEXT ~H2K
HAAE AR S Ak SR B v il 28 FH T — 2 i O o

[0893]  [&] 15 $2fit T XRPD I E N (A FEI L) BIEW T (AT A FITER A, WFEXT
TRIE R AR AL S8 R RIS I A B VR VA, R B BTN, AR EE TN AL
At (AAC) Ja fERT = FAZR R B R AR S AL 5238 3RS TR X E IR A AR 88 T AAC JG IR
B TR, (LAY A R E 1 X SHERAT RS T RIR LT R 3 .

[0894] R 3. (&M A IR E I X G447 5104

[0895]
20 A% d ZH (A) Ao & E(%)

7.46 11.84 86.65
8.94 9.88 20.92
11,7 7,55 13.33
13.7 6.46 24,65
17.26 5.13 14.44
18.22 4.86 21.32
18.78 4.72 20.1

20.94 4.24 11.48
22.38 3.97 19.83
23.06 3,85 23.69
24.62 3.61 18.4

[0896]  Hidf X BFERATH /0T FH T B AL AW A HITERE ik Eiig . R AR S #IR T
Sk E SR AR 25 AR 0 5 O AR AR S B S . (L5 A I B A WK 16 FoR K s A AR
Bl R4S FUE LR B2 DL AL R P 45 1 R 2R AL IE .

[0897] K 4. 3 E B SAREIE &5 MG 12

[0898]
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25X Co1HypyNsO35 @ 0.5 CgHyp
T[K] 296 (2)
rA) 0.71073
&h A Pabdh A
B j0 Rt
a[A] 12.3583(6)
b[A] 15,1360(9)
c[A] 13.4604(6)
B[] 105.272(4)
[0899]
VA" 24289 (2)
Ve 4
D, [gfem’] 1.232
i [mm™] 0.083
F(000) ] 964
Sk [mm’] 0.35x0.26x0.12
IR0 E [7) 255326
e ST s 26665
s R 8818 [Riy s 0.0361]
0 =32.6°[%]H E &R 99.3
kA b 0.9901420.9716
B R A 8818/0/406
EFFHRARE 1.043
BRI A [1>20(1)] RI=0.0531, wR2 = 10,1342
Ri8 % (BFA #38) R1=10.0785, wR2 =0.1528
[o9o0] % 5. EAE WA
[0901]
D-H..A D-H [A] H...A [A] D...A [A] D-H..A[
O(1)-H(1)...N(13)" 0.89 (2) 2.01 (2) 2.865 (2) 162 (2)
N(15)-H(15)..N(6)" 0.86 (2) 2.14 (2) 2.976 (2) 164 (2)

[0902]

[0903]
[0904]

B T7A 72 AR, H R o R AR B AL SE B IR M SN E IR A B 7 KR . K
17B AN T EHAMER E M FEE . B 17C RIENERET AC G HZRP K
AL LIS TR AR E 8 BB - 17D R AR EREE T AAC 5 I T [ 441
A E BT EE.
& 18 AL 19 7l 34 7 IR E (19 TGA/SDTA {55 A1 TGA-MS Hi# .
B 18 Fr N E 19 TGA #GE  \WsAE 90°C 2 125°CAE SDTA 5 5 PRI 5 78
(RIS AR Ao 0L P R B KA 106-110°C T, AT LR IES B (R, 7857
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AUELLE , B 18 T E 1 SDTA Edli /R AE 193°C T RIS R FAT, 5EEM LG A

[T A B JE RN B o

[0905] 4 M%) 25°CNFAEZ) 300°CH, B 19 HHIE R E 1 TGA #qtk A FEL) 50°C E 4

180°C HYFE M S BT ERIZ) 11. 0% W E R E ik . BRI, 2 AR BRI JE N #v2 4 300°C

I, X E PR G ERZA 11, 0% . MR BREE £ R A 0.5 BE/RYERE
A T2 0. 5 BERIN H2E / BE/RIGEH A AL G4 A E*m‘ HOR ISR ) 2 e

X HZESEN 10.5 BE %, SRR TCA K EAHITE . XEWEHIERIERE &4

E A BN IR R .

[0906]  [&]20 2t T JEUE Y HPLC A1 MS Zidim o W LR BE i) [7) 4 8. 1 438, A 4l 55 98. 9%

(HF% )

[0907] 6.2 &k

[0908]  6.2.1 L&MW A RIS A

[0909] 6.2.1.1 Akl

[0910]

OMe
C»ﬂe ‘

DIPEA
NMP, 125 °C

S Br
NH,HCI \I: I
COQET

[0911]  Ff 2-(3, 5~ JRNEMEE —2- FLE 3, ) AR AHE (70. Okg) « );?ﬁc —4— AR LI O gk
M52k (51. 5kg) FITNMP (360. 1kg) 4 3F, I DIPEA (93. 5kg) AbFR . MiZHUEMIN#E 125-130°C
HEKRE M. B4 MRS E A 20-35°C 7 KT 5% SALSEURT EtOAc 1)
BEYTH . BANLZR 5% SEALBIAE R B IR = 5 7K . T 2R 4E A HUAH , (EA5 T A%
AR o i e A, i MTBE 365 35 T8 (40% 7% ),

[0912]

OMe OMe

Y 1. HPO, 80°C ©

2. aq. K»COs

NH C0; Br<. _N. _N__O
Iy

“SCO,E NZ N

H H

[0913] £ 80°C T 2- ((5- i —3- (k) —4- FRIEFR OBt ) Bk ) ks —2- ) &
) ZBR W (35.0kg) FH 21 % BEBRVATI (147. 4kg) KRFEE /D 12 /NI, 477 A (IR BT
AHEER, a‘fFLL‘ﬁ:M&c%Iﬁ:ﬁﬁH KB HEARTE KR IAL, I IMBRIRFRVA TR (124
5,12, 6kg) b3 . S LIRSS ARG [ 4K, T KBS, R (85% 77 )

[0914]
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OMe OMe

XL

[0915]  #54bT THF (219. 8kg) 1 7- IR —1- (( ek ) —4- FAEJEFR O ) -3, 4- &l
85 3F [2, 3-b] MEE -2 (1H) - B (27. 5ke) «2- (5-(4, 4, 5, 5 PU FH 4L 1, 3, 2- 48 2% ¥R LAl
BE —2- J& ) MEne —2- 5L ) TN -2- BEEh IR Eh (26. 2kg) A1 PAC1, (Amphos) , (137. 5g) HHxERHH
VAR (27. 5ke) A I, INARES IR B E A B R ST e YA R A, TR R AR IR, B K
HHIARIBEIR S MK IE RS B 2K 2 BVUEH SiliaBond i (4. 2kg) A3, 3F
FHRETERE (2x 2. 8kg) AMFRPIIK. BAT ALY VR 2 00 (AR R G I\ PR 25 S 8 I B
ZILF 15% THE {9 B 2RI, SRR oA 2, Wit B A o 3@ e s i Ak 1 o 44
FHRZEBES:, IF T (T0% %),

[0916] 6.2.1.2 &% 2

__PdAmphos,Cly
THF, aq. K,CO5, &

[0917]
OMe
OMe
Bra_ N -Br L
w m/\CQEEt " NMPI25°C B N NH
NHpHCI \[N‘IN/“\ CO,Et
H

[0918] i 2-(3, 5~ yRMLMEE —2- FLEHL ) ZFRAES (69. 1kg) i —4- FEFEIF O g £k
g2k (50. 8kg) I NMP (360kg) MITRAMIIMNHAZ 125-130°C HRIABIFEMK . HRAMAHZE
20-30°C, I 5% SALENTETR (5 4KF) FEtOAc (8 #FH ) 43R, KR, GHUEH 5% &
TRl (3XBARFL) Pk =k, 7K (5 ARBL) el —ik. WLk E & MRG A ILZ 201
AR, VA 25°C, ZEMLTE R R AR 19 /N . 1k uE A4, A MTBE BRigigde e, A B AR
HFE =, 138 2- ((5- 3R —3- (X)) -4- AR T ) 28 ) mhms —2- L) &&)
LIRS (44% 7722 ), Al BACHE, n] LAAT NMP (3X /A FH ) S fx b, FFAEAN TR (workup) Jo
FRNR A Yl D AR AR, B I NIR AR T 50C R, FIAE M A& 0.02 45 ) 54,
FIEBERE 3XARRL) AbFR, 76 2 /N IV I 25°C, Ak 220 12 /N o S8 i U [ 44
H EtOAc/ IEBRFEIR BB, H T8 (5% % ) .

[0919]

OMe QMe.
T HaPO, 80 °C -

Bro Ny _NH 2. aq. KxCOg Bra N If} Q
X Ly
] N/ N_/\COZE‘( N/~ "

H N
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[0920] # 2-((5— ¥R -3-((( ) -4- FHEEH R ) & &) i 2-3) &) &
M2 . B5 (35kg) 1E 80°C NH] 21 % M MRVAR (410kg) AL H 2 BIE . IR SR AEH 2
30-35°C JF it uE, K Gx AR ¥eaigig s, B T RS, 807 T K Gx @) .
HI M BRERERVEM (1 245 ) AbFERAE, 198, K @x ox 4EFR) ¥k, fEESMAEP7E
50-55°C N T, 1538 7- IR —1- (o) —4- AR O ) -3, 4- —&AtEEIf [2, 3-b]
ML -2 (1H) - i (91% 772 ) .

[0921]

: PdAmphos;Cly - :
. THF, ag. KaCOsA™

Br. N, _N__.O

[0922] g 7- R -1-((Jx ) -4- B #H & 3 © 2 )-3,4- = A Wt B 9 [2,3-b] it
200 -F (BHAHEL -8R -1-((xR)4- PEHEFCHE)-3,4- ZA ML
Jf [2,3-b] WL ¥ -2 (1H) - @ ) (27. Tkg) \2-(5- (4,4, 5,5- JU B % -1,3,2- & 2~ ¥ &
Bl e —2- L) mkowe -2- ) 9 -2- B £k R #h (26. 3kg) A PdCI,(Amphos), (137. 6g) T
THF (122. Tkg) FHNRBEY SR (27. bke) 7K (220ke) EWAIE. FHEAW NI
WIS RN 52 e B ZHOEIA EI 2 45°C, I ZE (71. 4ke) , B 22 KAH. AHLVAERH
R AR AL R, FISiliaBond S BREEALEE, Jf HIVE PEBRAL BT IR . 76 KU R 20
T3 A BLIE VR ZR I/ AR AR, NN B 2RIE B2 28 IR B 218 B ~ 15wt % THF [ F 2RV I 40
o FEZHLRIA H 22 25°C, ik 38, F R ORVEH A, JRAE 2 T T, BRI AT A iR
A (87% 7 %),

[0923]  FIEARHE, 76 S0 5E 5 AT AT ik (MTBE) AR FEZHLRE, FHBEER S /K AW
Bes, FH SiliaBond ™ BB A PERR AL FR , 1555 5 T R s 746 RA 70 A2 H Flt S TR I AR it 45
i BB IMNIEBEGE, I S8 AE B N TR 2L A A (90% 722K ) o FEASZFR G PRI 15
BT ATIA N Z8 AR VA 722 30 ol 7 TR B2 ] 3 S B0 /D T2 R AT IR B G, AT BRI B s 40 P52 1
a4 A

[0924]

OMe

N__N_O
(LT

H
[0925]  B4b-SH A (27. 1kg) JBHT (270g) F MeOAc (604kg) 4 3, A 50-55°C, 1L 3E.

NP EAEY A (B40g) T MeOAc (2. 6kg) H AR, Bz HUBMRER | /N EE ST &M%
HEELE 10x vol, H BEfe AL 2R [F] A 4EFFHURHE E/E 25-30°CE 2 M N 1:1 (v/v/)MeOAc/ B
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Bto FRZMEHE 20-25C NREF 14 /NG, 198, H 1: IMeOAc/ BESTHEARIBIE DI IR, fEE A
1 50-55°C F TERASBIAM A (T8% P28 ) MK (A Z R B ([l 44 . 42 DSCHESZ N LT A,
'H NMR (DMSO—d) 545 2 £544— %
[0926]  6.2.2 fLEWY A BRI RIS B
[0027]  tRHl&ALAYD A RIARERYD
[0928]

OH OH

. OH © ©
1
\E I NCoEt %” Bro N NH ng? T B N _N._0
NH,+HC! \[N’Ig i T A T
1 2 3 4
[0920]  7EZF#R 25N 1(2. 15kg) ~2(1. 44kg) F1 NMP (6. 5L) , 7E 20-30C R it $:- 7= A= (1 2
4, FI DIPEA (3. 87L) 4bFR . BRI E 125-130°C, {755 20 /N B EIL 521, A H &
20-35°C, R E 54 FtOAc (17. 2L) A1 5% NaCl A& (10. 7L) MRS RS . Ki%
HEEHREHE 10-15 23-%h, JHCE 10-16 7040, BrE7KZ. OB 5% NaCl /K& (10.70) F
Vet =, FF K (10, 7L) Be—k. FEJJE T Z&miZd Rl (50-60°C ;250-300Torr) H A
KB 2X B FR . A IEBEE (6. 3L) AbFE ™ A (R AR, AN 4EFrfoRHE Z N 50-60°C . HiZdtt
BRAHIE 20-30°C, R FF 17 /NI, 1E 3. B IEBESE S5 B8 F, 75 25 50-60°C R 15 3
3(66% 2 ) il Ak,
[0930]  Kp[d] 44 3 (1. 56keg) H 10 % H.POZKIEW (16L) INFA % 75-85°C, fREF 15 /N, ¥
HA 20-30°C, Il E. HI7K (BL) BeukIEUF, /Rt PE2F LT 0% L /i MG IR0 N AE
i, 7K (151) 4bFE, F 20-30°C N HEHE 2 /N, b yfizdibkl, Ak (2x 4.7L) ¥k, £ E
S HEFE T 50-60°C N RG] 4 (Wi 54% ) AR, MS FRIGAE :327. O[M+H] ;I EAH

309. 0[M-0H], 329. 0 [M+3] .
[0931]

i ¢

COsEt

OH

1 HO™ NP

. - e 0O _PdC[g(Amphos}g 3 H

ar o 7&( aq. KoCOy, THF
w I r oy

[0932] f m oAb o AN O 2 M NS P30 9 B OW 4(447g> 5(425¢g)

PdAmphos,C1, (0. 00023eq. ) F1 THF (2. 2L) . $i £F 2 &, F & & F N8t % 30 4 %F 1
K,CO, (2. 4eq. ) HI7K (3. 6L) VERALTR . iz ftopb #2213, LR EF 15 /N, %A1 2= W GTAE 1]
WA E LT IIA AR 78 &1 PdAmphos,Cl, (0. 00046eq. ) « HEIREWIN#E B, REF 20 /)
INf, 2 E % 40-50°C, FI 2R (447mL) A0, BRrZEKJE. FFOR (447ml) AbFE AR}, 78 I
HAEUTVE H A . 755 T 2R 2 6X AR, I B 2R FEAE e AR AR 2818 B 2 41 ik
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F~ 30% THF [K) B I

[0033]  Fx2s EV5VRL HI THE (447ml) 4b PRI T (9 [ 44, In#2 60-65°C, A THF (447mL) Ak
H o R ZAEE 60-65°C N ORFF 30 738h, 7E 45 234 NI A1 E 20-30°C, £E 20-30°C R R4k 15
/N o T THE (447mL) SEERZHURFREIE . 78 B AR 40-50°C R TERIE DS B 6 (59%
PR ) HONE A MS FRIBAY (384, 2 [M+H] WS 384, 2.

[0034] il JE ¥ 4 THE YE W, 75 TPA (500mL) oAk 4 /NI IR 98, 72 2 4E 40-50°C
T BRI R [ 1, 79 BUHLE 6 (23% 72 ), H g d . MS SBRIB A +384. 2 W] s R4 -
384. 2.

[0935]

OH

1. THF, %

SiliaBond®-Thiol, 50 °C 5. HO™ ™

.d
bl

NN fo 2. IPAIL , BHT N N
6 (%) (2L ) H

[0936]  7EZ%%%rh 2 AHLA: 6 (310g) « BHT (155mg) « SiliaBond  HilE (47g) , THF (11. 8L) A
7K (620mL) , Fit £ DA R AK . B iZ AR IN# 2 50-55°C, (R FF 4 /N, BH1 % 30-40°C, 1ok
JEo BT N R BRI 2818 (27-30°C , 200mmtlg) H FEIAE| 5-6X A, K iZHUENA A
£ 20-30°C, i Hk 2 /hEE, FRidE. I THF (300mL) Heidk I8, /£ B 25 7E 45-50 °C F )8
WA EE A (153g) « BHT (75mg) « TPA (1. 1L) 17K (380mL) & Jf, JEHiidk DA i ik . 5
WARLE R T CIENA ) Ik 18 /NI, YA H1E 20-30°C, 4555 3-4 /N, JFid . 7F 50°C R AE
B R ERE U, 3 B4 6 (66% 772 ), HOMMEE . MS (FRi{A 384, 2[M+H] Il =AH
384. 2,

[0937] 6.3 AL A B[R AR B AR

[0938] 6.3.1 “CEEMILE A KE L

[0939] 40 R4 C- U PERRIE FIAL B4 Ao

[0940]
Bl
n-BuLi N I‘T
- He ||
N

1’4C
I 90 Ehg

7

[0941] 55— R —2— fliEE (1 2498 ) [ DOMIBETRA 21 E -78°C, Ik ] n—BuLi (1. 05 24
B, 2. 5M BT ) A VC- FREHITAER (3 ¥ &) AFE ., BIREMEIEFEEREEEE,
B 30 40, AR (1omL) Ab3E. AT NaoSO, FEAHLZ, i U8, FIR IR A . M HA %
BAMNOSLH T T2,

[0942]
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A B
TMSCLTEA _ HC ]|
Lo : 1:;0 N
&, T™MSO'L,,
7 8

[0943]  F7EFREGIELE FAKIKH TEA (3 29 & ) F1 TMSCL (2 45 ) AbIEA N 7 19 DOV Y59, B¢
FE 18 /NI . FMIAN NaHCO, (15mL) AbFER [ BV A4, 35 DCM ZE L. i Na,SO, TIEA HLZ
TR, FERE RS . IR A AR ik aif (5% EtOAc/ Tk ) 53 8, HoNWEIRY) (& W
52% ) o

[0944]

. HC &
L i
Pd(dppf);Cl TMSO Yy, @
3

LA
[0945]  7£ 1,4- AN HEHALEY 8 W (BAMEER ) —# (bis(pinacolato)
diborane) (1. 1 *4& ) \KOAc (34 &) M PdACL, (dppf) -DOME A4 (0. 0319 &) , INFA A 90°C,
REF~ 18 /NI o KRG A B ETIE AL, ) MTBE ke, 1L 3, JF k4 . YR AAE
ki (1:1EtO0Ac: T ) RBIMLAY 9 bk (27% 773 ) .

[0946]
. OAS<°“3 : A§<C’”3
e | PO g c [ ©
*40‘ NT = SHCI
9 L
TMSO” 1 9 HO™ 0

[0047]  FEMREGIEE NH AMAE 1, 4- ZEHARPRIHCI 2 Y8 ) B M1, 4- =
ANTRERIERCRE 2 /N o 78 NS N IRGTR A A3 2K (L8 44, B MTBE Ab3E 1 /e,
HIEA LAY 10 A (98% 772 ) .

[0948]

PdCla(Amphos); = H
KgCOg, THFI K

UCH 4 A

[0940]  REfL A4 10 46 A4 11 (1. 08 255 ) \PdCL, (Amphos) , (0. 02 =55 ) \THF %chogyk

“’% (2.5 28 K,00,) FEBHEE T0-75C F A 16 /M, HEAFAHI% 25°C, TR
B A, FEUR R IRAF o JHCIRPIHL, 2o A € (12 LTHE/DCM) 145 J3 1] 4 HPLC<1SOCratlc
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semi—preparative HPLC) Zifk. 549 B HIE4, T EtOAc, A Na,SO,F#, it JE,
PR AR o K RNE T THE o, 7R 505000 T ik4s, BeEfEm B 2 hilk4e . 2 3B ek
ACN AR, 75 NS IR 45 AV 545 0 7R 2 TIRGEN B, 15381 C- brid ik 54 A,
Hy Il

[0950] A EACHE, FTHH 10 A1 11 40 T il 4% Mo- A A

[0951] ¥ fb & ¥ 10 A1 11(1. 1 24 & ). THF. K,COK ¥ W (2.5 %4 & K ,C0,) 5
PdAmphos,Cl, (0. 02 24 &) &3, IN#E 70-75°CHE M5 (£ 18 /M) o AHENEEY,
H EtOAc MIEE/KALFR , 7385 75 )2 o H Na,SO, A HILZ 1L I8, W48 iR R o TRARVITEREIL
&R IEAAL (CH,CL,:EtOAc] : 3 ;575 MeOH: EtOAC 2:98) , K415 RNk 41 . SR o @it Al
FH 0. 015M KH,PO, A MeCN [l £ HPLC 2E4LiZ5R R . WAERIF 2 H EtOAc ZHL, A Na ,S0,
T, 1L UE, IAE1E B Ve FRERIL A A N TE A

[0952]  6.3.2 "C EEMLED A FIE K

[0053] I R4 “C- dric L& A.

[0954]

13
BrCH2 ‘3 AOFL

Br
T I TSCH2\1 OEt

12

KsCO4
BuyNHSO,4
A
[0955]  #5 K,CO, (1. 5eq) AR Z.FR 2B —°C, (1. 3eq) MIAZ 3, 5— —IRALER —2- i (1. 0eq)
(IR (LOx ARFR) V& o AR NI 30°C, N Bu,NHSO, (0. 074eq) , 518 -&1) B3 3t
FE2 Ko R RPERARS H R IREEE R, Zrkig Tk yg, FPIER (10 /681 ) BeikiEit. stk
SV, VAT EtOAc (11, 4 46FH ), 7K (2x 3. 2 4KFH ) Ml NaCl M AIZAKIER (2x 3. 2 46
/% SENAE. F EtOAc ZEUS 3T AU KA, A MgSO, & - E AL, 1L 3E, 1 H EtOAc ¥t
o A Ecosorb=906 (0. 11wt) , KR A WHi+E 13 /N 1k 2RAK, B BEtOAc Pk, ik
,ﬁ/)ﬁﬂﬁzﬁkjﬂﬁﬂs NN 2% EtOAc IBRBEVAR (7. 9 AR ) o FERRERIRIE FHEHE 3 /)
Ik ge AR . HBERE (3 RFR ) BRI R R [al44, 78 B S R 78 35°CTF TR 3] (12)
Ak (57% =2 ) , 'H NMR (CDCl,, 300MHz) : & = 8.05(s, 1H), 5. 77 (br. s., 1H), 4. 41 (t, J
= 5. THz, 1H), 4. 26 (qd, ] = 7.1, 3. OHz, 2H), 3. 94 (¢, 1H), 1. 31 (t, J = 7. 1Hz, 3H) ppm. LC/
MS: FRIRME :340. 9, WE(E :ES+(M+1) 341. 9.
[0956]

OCH, OCH;

e Br
N9H2\1SC,OEt NHz HCH \[ I
H 8 D|PEA 12 CHE\ OFEt

NMP (eg

12 o
' 13

[0057] [ S B2 BE I rh AR IR BN B 3 —4- AR R R C i IR #h (1. bea) L AW (12)
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(1. 0eq) - NMP (5. 0 {& #1 ) A1 DIPEA (3. 5eq) « G IEWIN I 2 125°C H FF4L 24 /NI, SR )5
AEE 25°C. N EtOAc (10 441 ) F15% NaCl ZK¥EW® (5 4EF), #E&E. FH 5%
NaCl V&7 (2x 15 4R F1) e A HLZE, WL 44, I MIBE (4. 0 #&F1) &b BRAR R ¥, 1
W T HFE 1 /iy 98 F MTBE 36 % [l 44, 78 5 23 48 o 7E 20-30°C R 1315
B (13) N 4K 61 % 7 FE ). 'H NMROMSO0-ds, 300MHz) : 8§ = 7.21(s, 1H), 6.98(t, J
= 4.8Hz, 1H),6.48(d, ] = 6.8Hz, IH),4.26(t,] = 5.5Hz, IH),4.09(qd, ] =
7.1, 3. 1Hz, 2H), 3.79(t, ] = 5. 6Hz, 1H), 3. 73 (br. s., 1H), 3. 25 (s, 3H), 3. 05-3. 22 (m, 1H),
1.89-2. 14 (m, 4H), 1. 21-1. 37 (m, 4H), 1. 18(t, ] = 7. 1Hz, 3H) ppm. LC/MS: FE if {H :388. 1 ;
&l ES+389. 1 (M+1) 391. 1 (M+1+2) ,

[0958]
oo OICHs
7 KOt-Bu £
B'v‘-\[N\ NH _THE B M NapMoc®
| I 3 2R BeH
\ CH - - 2
N/ N 5 13C’OEt N ﬁ
H 5

[0959]  FERAERIRJE RAE 4 4380 PR KOt—Bu ) IM THF J&W (0. 20eq) MIAZBIFFER) (13)
(1. 0eq) T THF (8. 0 1& X ) HENRAWI . HIREWHFE 2 /B, WKT 9% KH,PO KA
B 4.0 4R o N TPAc G ARFR ), B & )= H 5% NaCl V&M (4 16 F1) Beiadl
JZ s R YA, F TPAc 2L R 25 THE . W [E44& ¥ T IPAc (10 4R 81 ) h, Vil ik AL, I TPAc
Ve, U R 4e . EE 2P AE 20-25°C N T AR (14) NEE (T0% 7% ). 'H
NMR (DMSO—d,, 300MHz) : § = 7.70(s, 1H),7.57(d, J = 7.6Hz, 1H), 4. 55-4. 77 (m, 1H), 4. 2
2-4. 36 (m, 1H), 3. 76-3. 86 (m, 1H), 3. 25 (s, 3H), 3. 04-3. 19 (m, 1H), 2. 33-2. 47 (m, 2H), 1. 98
-2.20(m, 2H), 1. 61(d, J = 11. 1Hz, 2H), 1. 07-1. 33(m, 3H) . LC/MS: F it {4 :342. 1 ; I &
B :ES+(M+1)343. 0 s (M+2+1) 345. 1.
[0960]

1. n-Buli, DCM -78 °C.

5

Il
13

HS130/ \1 3CH3

P

‘2. TMSCI, DMAR, TEA, _DGI\Z 13,:
H313C/ | \ﬁG'CHg

OTMS

15
[0961] % 5- ¥ —2— Mk g (1. 0eq) T DCM(12 4 F) W IR G MA E 2 -78°C, A
n—Buli (2. 5M CLEE VA WL, 1. Oeq) AbFE. FI A EH —°C, (10eq) Ak iR A4, [F B AR Fr 8 2
ik T -55°C, B H Z ~78°C, R+ 30 8. 1E L /NI B MR AW ZE -40°C, FHil
£ -15°C, FK (10 4F1) ¥R, 16 10 A8 WFHERE 10°C, 25 & 2. H DOM ZEBUKAH, H
I A NaCl ZKVE RS A ALZ » B Na,SO, 18, JFidyif . HI DOV BEEDE DT, 80T i 4 8
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FENHARY o AR T DOM (12, 0 4R %R ) , I DMAP (0. 05eq) A1 TEA (3. Oeq) o HGVA R
N2 0-5°C, JFAE 15 7B A A TMSCL (2. 5eq) AbFR, (RFFEZART 5°C BREWHH: 1.5
/N, 5% NaHCO, K& WL (6. 5 A8 ) VK, CRFFIRLEAE 10-15°C o 435 &2, FK Al
NaCl ZKIER LA NZE . H Na,SO, TEANLZ, il v8, HmEik4d. A ThE (2X9 {61

TR WA IR A A 2R« AERERS E A s a4k iz kY (5% EtOAc [ b iE )
23 (15) (63 % 72 )., 'H NMR(MeOD, 300MHz) : § = 8.38(d, J] = 2. 1Hz, 1H), 7. 78(dd, J
= 8.6, 2.4Hz, 1H), 7. 48(d, ] = 8.5Hz, 1H), 1. 61-1. 70 (m, 3H), 1. 18-1. 27 (m, 3H), 0. 00 (s,

9H) .
i i H’1

[0962]

%
- TMSO-‘SC
H:s’-?’Cf | BCH, ch:o3 | Ao B
OTMS ”
15 '

[0963]  7F 1,4- —5NEE QAR ) AL &Y (15) (1. Oeq) X ( BRANMREE L ) — Al
(1. 0eq) #1 KOAc (3. 0eq) , 3F H PdC1, (dppf) * DOM E54 (0. 015eq) ALHE . KRS WMk
£ 90-95C I F: 4. 5 /NIF o AE 1 /NI IS IORNTR B H)¥% A1 2 20-25°C, F MTBE (5 48R

Mk, fERE#E T34 (celite plug) badyl, A MTBE BEVRIEDE. FH/KBLEIER, 75 H MTBE %
BUKZ . HHAT NaCl ZKIER B A HUZ, F Na,SO, T ik 8 o I s 1R 4 8 VL7 21 YR IR
Y, i MTBE Ab 38 JF iR 4615 23Ry, HE =R {ER B2 HIE 20-25°CF FER Y45 2
Bk . G R T THR (7.5 468, FISiliaBond BB (1x wt) LI, Hit: 20 440,
I yE, A THE Bedkug . I e De s B0 44, /8 m B T8 R[4 VE T MTBE, FHE
B (Ix wt) ZbER, R 4E . S A MIRIRERR A ik 24k (el MTBE) , 9 iR 415
=g (16) NREE (72% 772 ) . 'H NMR(CDCl,, 300MHz) : 8 = 8. 71 (s, 1H),7.90(d, ] =
7.6Hz, 1H), 7. 45-7. 55 (m, 1H), 1. 64-1. 72 (m, 3H), 1. 25(d, ] = 4. OHz, 3H), 1. 20 (s, 12H), 1.

13(s, 1H), 1. 10 (s, 1H), 0. 00 (s, 9H) ppmo MS HBAH :410. 2, JWEA(E ES+257 (ABIEE ) «
[0964]

QCH;

c”
Bro N 3 C{’O PdChAmphosg , T?(l:.Hg
I ‘3GH NayCOs3, IPA N
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[0965]  Fi 2M Na,CO,7KI&VK (2. 5eq) #1PdCI ,Amphos, (0. 0135eq) AbHE S (14) (1. 0eq)
AMEY) (16) (1. 20eq) 7E TPA(LO AR ) HhIIRAK . B NIRE VIR 70°C, Hitdt: 2 /)
I, A E BRI E, F BtOAc (38 1A FR ) FuK (13 4AF1) 43, H 2% NaCl JEWBEEA
MUZZIE R pH 6, HEIRYAE . 1 Et0Ac (13 4RFL) MBS, H EtOAc ZEHUKJZ HI8
R GG A I A VA . R RVET BtOAc, fERERR M Bt 4tk (EtOAc/ Tt ) , i
WA EE 0°Co BGWEARIE T TPA, UK IRAR, FAE RS RT3 (17) MR (73%
77 # ), 'H ONMR (DMSO-d,, 300MHz) : & = 9.03(d, J = 1.9Hz, 1H), 8. 28 (s, 1H), 8. 25 (dd, J
= 8.4,2.2Hz, 1H),7.68(d, ] = 8.3Hz, 1H),7.61(d, ] = 7.7Hz, 1H), 4. 81-4.99(m, ] =
11.8,7.9,3.9,3.9Hz, 1H), 4. 35(d, ] = 6. 2Hz, 1H),3.88(d, ] = 6. 4Hz, 1H), 3. 25-3. 3
1 (m, 3H), 3. 13-3. 24 (m, 1H), 2. 52-2. 67 (m, 2H), 2. 13(d, ] = 10. 4Hz, 2H), 1.79(d, ] =
3. 8Hz, 3H), 1. 67 (d, J = 10. 6Hz, 2H), 1. 36 (d, ] = 4. OHz, 3H), 1. 18-1. 33 (m, 2H), 0. 06-0. 18
(m, 9H) . FHiB{H 402. 2 (-TMS+1) ;ES+(M+2-TMS) 403. 2.

[0966]

ooy BCHy b 1. aq. HCI, ACN et A
TMSO.H?).; 3 | 2 aq. NaOH Ho,nga ‘
H3‘13C.' e 3 EtOAC ACN - HSTSC/‘ LN ’

O

lel‘!(‘

! 13 !
H
17 18

[0067] ¥ (17) (1. 0eq) JACN(10. 0 4&F1 ) HIZK (2.5 4KF1) (K244 1M HC1 (0. 185eq) Ak
20 /MEF, A IM NaOH H A1 22 pH 4-6. 7K (50 4637 ) T EtOAc (75 467 ) AbFRIREH, 4
H% )z H EtOAc ZEUK)E, FHREWR G & I A NZ . FRAZK (50 &%) Fil EtOAc (75
AR AFRER AW, 5 B4 5, AN EtOAc ZEBUK)E . 3BTt i\ ACN A8 EtOAc I8 T i
GEA LAY« WRRVVE T ACN Q2. 5 4RFL) H, A& BARLEH) (0. 02eq) , H2E 1N
NFHAME ACN (0. 8 4RFH ) o 1k g 445, I ACN BE¥S, 78 N T T8 #5447 T EtOAc,
IINEERS (1. 9wt) , JREIRAR A . AR IR AL R ke g aiin (e -
EtOAc) , I NN ACN A8 EtOAc IR ik 4G . 76w B2 th T4l 75 ACN (2. 5 /6 F7 ) g
£k 20 /NI, TR R (18) NFEME (34% 772 ) o 'H NMR (DMSO—d,, 300MHz) : § =9.02(d, ] =
1. 9Hz, 1H), 8. 28 (s, 1H), 8.23(dd, ] = 8. 3, 2. 1Hz, 1H), 7. 73(d, ] = 8. 5Hz, 1H), 7. 59(d, ] =
7. THz, 1H), 5. 24(d, ] = 2. 3Hz, 1H), 4. 80-5. 00 (m, ] = 11. 9, 8.0, 3.9, 3. 9Hz, 1H), 4. 36 (d, J
= 6.2Hz, 1H), 3.88(d, ] = 6. 2Hz, 1H), 3. 25-3. 31 (m, 3H), 3. 14-3. 25 (m, 1H), 2. 53-2
.67 (m, 2H), 2. 14(d, J = 10. 4Hz, 2H), 1. 68(d, ] = 4.0Hz, 5H), 1. 18-1. 35 (m, 5H) , "*C
NMR (DMSO—d,, 75MHz) : 6 = 168.7, 168. 0, 167. 0, 166. 6, 166. 3, 165. 7, 164. 9, 162.9, 162. 1,
157. 4, 156. 9, 156. 4, 155. 9, 154. 9, 145. 7, 145. 7, 145. 0, 137. 0, 135. 6, 133. 6, 133. 3, 131. 3
,119.9,119.8,86.4,85.6,79.2,76.5,75.7,74.3,74.0,73.8,73.5,73.2,73.0, 56. 3, 53. 3
,A47.6,47.3,47.0,41.6,41. 3,41. 0, 40. 7, 40. 5, 40. 2, 39. 9, 32. 5, 32. 1, 31. 8, 31. 6, 31. 0, 27
1. HiB{H 402. 2, W E(H ES+(M+1)403. 2.

[0968]  6.3.3 “CEEMWED A AN A K
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[0969]  fI R4 C— ARic AL &4 A B .

[0970]
’3CH .
s N5 OFt
Br. i i By

7 B 12
[0971]  FH K,CO, (0. 8x wt) &b¥E 3, 5- LR —2- % (leq) TARR (10 4651) shi2RAk,
HIMNIR IR 2B ©C, (0. 87x wt)  KHRBAWINHAZE 30°C. A Bu,NHSO, (0. 1x wt) , KiE
BV 46 /AN A REIMANIR 288 2.8 -7C,, ¥ 18 A W AR 7 IR 90 B 22 1A 31 58 1% (~
24 /NE ) o g BV AR ENE 20-25°C, 1L, FH TR BRSE D8 PR IR o I8 I 4 B8, V5
EtOAc /1, FIZK BRI, 2R )5 H 5% NaCl 7K Wb« F EtOAc ﬁﬂ)l’\ﬁﬂ%kﬁmf\ﬁﬂﬁ
ML 4 MgS0, (0. 3x wt) A1 Ecosorb €-906 (0. 1x wt) 7E 30°C FAER 13 /N o R A
AEE 20°C IR . H EtOAc Bk UK B AR T IR , WAA D8 VU8 448, 6 FLIE T Et0Ac (0. 9
AR ), 75 20-25°C K 40 3B N BT (5. 7 4681 ) AbFR . IR EMRDEE 4 /e ik ug . A
BEGTHEE A A W BAE, /E 35-40°C TR T3 3 11. 8g (12) AlEfE (46% 7% ) . LC/MS:
FRIGE [M+1]1342. 3 il =8 342, 344.
[0972]
OH OH

) ®
NH HCI Br.
T Iw v oL Im
CH2\13 ,oEt

e DIPEA
O NMP

[0978]  {EFRSGIELE T HI DIPEA (3. Seq) ALEALEY) 12<1eq> Rt -4- wﬁﬂa@ il
#h (1.5eq) T NMP (5 46FH ) difAk. RAWIMKE 125-130°CIFIREF 18 /Mo H49%
W H 22 20-25°C, ] EtOAc (10 4R ) 4b3E, AT 5% NaCl ¥EWRBES: =K, HIZKBEH— K. I
JERARTERE 2 AR G JRABTEIR BRI 2 T EHE 18 /N i PRI M4, T3 B &4
(19) (24% 772 ) o JREIRATIE, A ETRSE T HidE 18 /NF, F EtOAc (1-2 4631 ) b3 I
. R TEREABR ML A (19) (14% 72 ) . LC/MS: 3ig{E [M+1]375, 377 sl &1E
375, 377.

[0974]
OH OH

Br Fi 21% aq HyPO, B NsC,,O
\[ I /13(: Q \E I 13CH

19 0 20
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[0975] 7EMRIRIRE N AIFLE (19 (Ux wt) T 21 % HPOE W (10 & F ), n# =
75-80°C I HE 16 /NI o BHZIEIA HIE 20-25°C, ARG 1t BE, K BRI DEDE . 5 [ 44 TR
Tk (L0 4R ) dhr, 78 20-25°C R kk 2 /o L 3Er=4, F/K B PIIR, HEAE 45-50°C NI
JETFEEA3] (20) AR (65%77% ). LC/MS: (s [M+1]329, 331 ;JE1E 329, 331,
[0976]

1) n-Buli,
DCM -78 °C
2) BCy i A

13
H;«}TSC/ ] ™ ICH,4
OH
29

[0977] ¥ 5- ¥R —2— fMERE (1. Oeq) K DCM(12 4AHRL ) WA E & -78°C, 1£ 45 8 W
n-BuLi (1. 4 &F1, 2. 5M Cleia i ) A, 40 2805, 78 50 B NI °C,— TRER (2. Oeq) ,
REFRPMIRA MBI T -70C. BIRAGMIEALT —T0°CRHHE: 2 /B, 78 2 /N I FHER
F -14°C, 15 -15°CHI 10°CZ AR (10 1) ¥R, FFAES 10°C. H DM ZEEUKZ, H
TKAIHEAT NaCl KIS & A ALZE, F MgS0, T4, ik 3, 77 DCM ¥ o ek ik 4k
WASE] (21) AW (62% 772 ) LC/MS: FIBH [M+1]219, 221 ;I E1H 219, 221,

[0978]

TMSCI
DMAP, Et3N
DCM
—
Hs‘SC/T\‘ac-Hﬁ HyPC” | Vg,
OH OTMS
21 15

[0979] ] DMAP (0. Oleq) AbFEAb &4 (21) (leq) T DCM(395mL) H V& W, F 065 ¥4 W4
A 0°C. M TEA(leq) A TMSCL (1. 5eq) , ¥ [ MR &AL 0-5°C T Hi+E 2 /NEF, N
HAT NaHCO, (2. 3 4RH ) 7KVEMANIK (2. 3 4RFL) ¥ K. NN DCM, 43 B5 %% 2. FH /KA A
NaCl KB B BA N, I MgSO, T8 FFitu8.  F DOM L35 D810 IF 98 1 3R 48 e v, A Chbe
ARIR, R IR AE R RIS (16) o MM ERERE &M a2tk (BERTT :5% EtOAc bt
TEW) , IRAG1F 2N R . TR RVIA Ot A3, W48 iR AR 240 54 (15) ARy
(61% %2 ), LC/MS: FEIR{H [M+1]291, 293 ;3 &4E 291, 293. 'H NMR (CDC1,, 300MHz) : 8§ =
8.39(d, J = 2. 1Hz, 1H), 7.61(dd, J = 2. 3,8.5Hz, 1H), 7.41(d, J = 8. 5Hz, 1H), 1. 57-1. 73
A 1. 17-1. 28 (2m, 6H, 13CH3), 0. 00 (s, 9H) » Be NMR (CDC1,, 756MHz) 6 = 164.63(d, JC-C
= 6Hz), 146.57(d, JC-C = 6Hz), 136.44(d, JC-C = 2Hz), 118.48(d, JC-C =
4Hz), 115. 94, 74. 59 (t, JC-C = 39Hz), 28. 80 (d, JC-C = 39Hz), 0. 50,

[0980]
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HyPC

: _ Ay
3 PAC, (dppffDCM TMSO—1C

c dCl; (dppfy DN 13l
PO ; ek H, 3¢
Hy"C™ | "CH, KOAc, 14-=&x%  °
OTMS ”
15

[0981]  H KOAc (2. 2eq) + XU (B¢ A0 W B 2 ) — 8l (leq) A1 PACL,(dppf) « DCM & & 4
(0. 02eq) ZHEAAEY (15) (leq) F 1,4- AW B4R FRER. HBHNEWMHE
[E137, AR5 4 /NBT, ¥ H0 25 PR B JE 91 B MTBE (10 4487 ) AbFE . 3818 44 3 F MTBE 3%k
eV, IEMIE L 0. 45mm L E A, A B Wi S F K e FH MTBE 25 UK AH I
F NaCl 7KW ALER . F AN NaCl 7K B I & 1A HLAE B, FH MgSo, T4, JFid 3k
IR IR GG IETR . 1F 45°C NIRRT T ACN(L. L 4&F), 35 ACN (3. 9 &) —B##
R, KRN IE 40-50°C, B H R IR T, SR 14. 5 /NI, A EIE 0-5°C, §i
P2 /N REUEFE, YA ACN Pk, 78 B 25 i 7E 40-55C R T3 31 (16) A EfE (65%
7 2 ), 'H NMR(DMSO-d, 300MHz) : 6 = 9.03(d, J = 1.9Hz, IH), 8. 28(s, 1H), 8. 25(dd, J
= 8.4,2.2Hz, 1H),7.68(d, ] = 8.3Hz, 1H),7.61(d, ] = 7.7Hz, 1H),4.81-4.99(m, ] =
11.8,7.9,3.9,3.9Hz, 1H),4.35(d, ] = 6.2Hz, 1H),3.88(d, ] = 6.4Hz, 1H), 3. 25-3. 3
1 (m, 3H), 3. 13-3. 24 (m, 1H), 2. 52-2. 67 (m, 2H), 2. 13(d, ] = 10.4Hz, 2H),1.79(d, ] =
3.8Hz, 3H), 1. 67 (d, J = 10. 6Hz, 2H), 1. 36 (d, ] = 4. OHz, 3H), 1. 18-1. 33 (m, 2H), 0. 06-0. 18
(m, 9H) . 'H NMR(CDCl,, 300MHz) : 6 =8.71(s, 1H),7.89(dd, J = 0.8, 7. 9Hz, 1H), 7. 49(d, J
= 7.7Hz, 1H), 1.61-1. 75 HI 1.23-1.32(2m, 6H, 13CH3), 1. 21 (s, 12H), 0. 00 (s, 9H) . *°C
NMR (CDC1,, 75MHz) 8§ = 168.76, 151.71(d, JC-C = 6Hz), 140. 21, 115.97(d, JC-C =
4Hz), 81. 55, 74. 69 (t, JC-C = 39Hz) , 28. 60 (d, JC-C = 39Hz), 22. 41, 0. 087, LC/MS:LC/MS:
HIS(E M+1]339. 2 ;I EAE 257. 2 CHEIER ) .

[0982]

1A= A5
i
LA- 2 5003 h
H313(: I 13C-H,3 H313C | 1~CH3
QTMS. b
19 ”

[0983] ¥% (16) (leq) T 1,4- &N (A BF) S EIE RS E1 2 15-20°C, A 4M HC1
T 1,4- ZERH (2. leq) HRIERAIE. PG (3. 75 A1) AR AE, B H1ZE 0-5C,
PLFE 12 /N, IR uE. H BEBR RS 1), I AE B2 WA 50-60 °C T T 1EAF 21 (22) il
(94 % 7= % )., "H NMR(CDCl,, 300MHz) : 6 = 16.56 (br. s., 1H), 9. 05 (s, 1H), 8. 54(d, J
= 7.9Hz, 1H),7.78(dd, ] = 1.4, 8.0Hz, 1H),4.1-6. 3 (br.s., LH), 1.95-1. 98 i
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1. 52-1. 56 (2m, 6H, 13CH3), 1. 30 (s, 12H) » *C NMR(CDCl,, 75MHz) : § = 164.79(d, JC-C =
47Hz), 150. 91 (d, JC-C = 2. 4Hz), 146. 50, 122. 26 (d, JC-C = 2. 8Hz), 85. 66, 71. 92 (t, JC-C
= 38Hz), 29. 89 (d, JC-C = 38Hz), 24. 83, LC/MS: HS{H [M+1]303 ;M EAE 185 (C AWIER ) »
[0984]

2G
H313C/ l \130H3
OH
1. PdClL,Amphoss

KCOg, THFFK
2. IPAMYE BHT

23

[0985] & IFk&W (20) (leq) A& (22) (1. leq) « PACl,Amphos, (0. 009eq), #i1 THF (5
B, FK,CO,(2. leq) KAV (3. 75 461 ) A3, IR AW # 2 5 31, I8 7 6 /)
INf, v ) R PR BT R, S dE 11 /hE, kg8 LARBR B THE/ 7K (5:8) Pk v vt ™ ik, M
THF (6. 75 7681 ) FRRedel. KruEmma g 40-45°C, F{ I ZE (6. 75 4681 ) Ab¥E. FJ KH,PO,
(AR (0. 04w/w) TeEANE, FEKZE. BHVZMHZE 40-45°C, H SiliaBond®
DREEAL TR 2 /NIF o B RAR VS H) R BRI T, ok 98, F THF P devf. AR EEE T W
PERRE (R fh ) ARFRPEWR 4 /NI, L UE, B THF Soad e 0. Ik e 46 8, ¥ T DCM o 398
R dE . ERZ N TERARY), I THE &2, In# 2 40-45°C FF R Ab 38 o gk e ke 4 2%
1, SR RE I AE R I B Rt 24l (B A 0-41% THF [ DOM V& ) ) » %
W45, /E B2 AE 30-40°C R A 2R & (23) . H TPA/ 7K (1:1.65) AL A& (23)
A1 BHT (0. 0005x wt), IN#ZE 60°C, fREF 1 /NI, % A BRI, (REF 16 /NI Hg 2R
& In# A 50-60°C, A TPA0. 8 4R ) AI7K (23 4R HFL ) AbHR. g R AR 4 20 2 R 55 I A2,
€. H IPA/ /K (10:90) P&k =W, /£ B 25 50-60°C F T 143 2] (23) M E & (85 %
75 # ), 'H NMR(CDCl,, 300MHz) : 8 = 9.03(d, ] = 1.9Hz, 1H), 8. 27 (s, 1H), 8. 23(dd, J
= 2.1,8.3Hz, 1H),7.72(d, ] = 8.3Hz, 1H),7.59(d, ] = 7.6Hz, 1H), 5. 23 (m, 1H), 4.
81-4.92(m, 1H),4.65(d, J = 4. 3Hz, 1), 4.36(d, ] = 6. 4Hz, 11), 3.88(d, ] = 6. 2z
, 1H), 3.41-3.57 (m, 1H), 2. 53-2. 71 (m, 2H), 1. 95(d, ] = 10. 4Hz, 2H), 1. 66-1. 69 Al
1. 24-1. 27 (2m, 6H, 13CH3), 1. 29-1. 37 (m, 2H) . "C NMR (CDC1,, 75MHz) : § = 165. 34 (d, JC—C
= 52Hz), 144. 46 (d, JC-C = 5. 6Hz), 143. 74 (d, JC-C = 2Hz), 135. 78, 134. 28, 132. 28, 132.
01, 130. 02, 118. 54 (d, JC-C = 42Hz), 72. 18(d, JC-C = 38Hz), 68. 54, 52. 03, 45. 85 (d, JC—C
= 52Hz), 35. 09, 30. 53, (d, JC-C = 39Hz), 26. 11, LC/MS: FHif{H [M+1]388 ;I E1{H 389.
[0986]  6.3.4 “H &EMHLEY A BIE K

[0987]  AI4N T il &I E SIALA ) Ao

[0988]
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OMe

Iq’ 1
9 Bay ¢
LY
N N
H

Whih A
g\z’le
N . D20, KgCng
_‘_,}EN\;_ N ‘O THF, 60 °C
(1T
NN
H

I S
s A 25

[o989] WA N LR 2Rl A& AL A4 24, Horh B A vl 22 e 74 m B, AL &)
A FFUR, BRIEF AT FER ( QU T BN, SRERETAT 1, 8— & XA [5,4,0] +— -7-#)
FIAUE (4L —BuOD. MeOD. EtOD. iPrOD. AcOD. D,0) HIAFAE FACH LIS RIML&H) 24, 18
A VYRR R RS e AR ) Al A TR RO, AT EE AN A
747 2 7] PSS A BT IX B T AR FE (workup) o BB AT AT 1 5T 1O AL IR VA (workup
solvent) %11, £E 50-60°C T FH K,C0, (3. 48g, 25. 2mmo1) T 20% THF/D,0 H VAR AL FAk &
¥ A(10g, 25. 2mmo1) 15 /NI o YA EN R =5, H 2-Me—THF ZEEUR A, F/KBEEAHZE =
IR, DAAT 75 B RN L W 2 P B8 AR A0 4 o IR A HLJZ RO VIR A, AN TPA/ 7K 45
B3ILEW) 25 (7. 6g, 76 % ) K A AEE ;'H NMR (300MHz, CDC1,) 8 9. 02(d, J = 1. 5Hz, 11)
,8.27-8.05(m, 2H), 7. 49(d, ] = 8. 3Hz, 1H), 5. 51 (s, 1H), 5. 15-4. 97 (m, 1H), 4. 93 (s, 1H), 3
.40 (s, 3H), 3. 37-3. 23 (m, 1H), 2. 79-2. 53 (m, 2H), 2. 43-2. 11 (m, 2H), 1. 92-1. 70 (m, 2H), 1. 6
0 (s, 6H), 1. 52-1. 29 (m, 2H) ;*°C NMR (300MHz, CDC1,) & 165. 6, 164. 8, 144. 6, 143. 1, 136.7, 1
36.5,133.6,132.0,130.8,118.7,78.5,71.9,55.9, 53. 2, 46. 4, 31. 6, 30. 6, 26. 4 ;LCMS (EI)
m/z FB{E . X T CyH,sD N0, [M+H] ", 400. 2 3 JEA{A 400. 2

[0990]  6.3.5 “H EHEMLAY A KAREHI 5k

[0991] A4 T il &I & AL AT A AR

[0992]

(_=)H/OD
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[0993] W H a0 L BE 2Rk il A& AL A4 26, Horb BT A m] 22 e ) i 4 m B . AL &)
6 FUG, BRVE P AEB, (BT BN IR AN 1, 8- SR MUA [5,4,0] +— -T- M)
FARUE (W14 —BuOD, MeOD. EtOD. iPrOD. AcOD. D,0) HIAFAE N2 H LIE B EW) 26, 1EFH
CPY kg | — FR R R S R B R ) m TR S Lo A7 TP ANEE AN i fi B LT
SRl LR E BN, XA T AL . B RS BT+ 1O AR R VA 75 (301 H,0. MeOH BX EtOH)
V3R 27, A A S B m AL ER A 7)) (4140, D,0. MeOD EtOD) K42 26,

[0994] 634 ZZMAHE

[0995] 6.4.1 A7

[0996]  KFALAH AT HI A &) Smg. 20mg F1 50mg 1 A iE M 259 o3 AL &) A 1 A 7]
TR B T7 H B R sk 5 HAUH D g — iR a4 T3k 6 H.

[09097] 3 5. Zy% I nl 52 BT 7 AN 2k 44

[0998]

b% Thge
FL¥E—7KEW), NF (Fast Flo 316) i el

TR EF4ER, NF (Avicel pH 101) MRETT /RS
AL YEE, NF (Avicel pH 102) MR / R 2 7
FAKVER, NF SRR /A
TRIBAL TR, NF (STARCH 1500) RGG570 /i e
oK FUHE, NF i 711
AR F B 21 4 240, NF (AC-DI-SOL) SR

T fIE R, NF T I 711

T g R 8%, NF T I 711

[0999]  Ji Il & 1 — X 7. LL 0.5 & 2. 2kg IHIL E RS T & Al E e
Globepharma 4-8quart Bin HVRHLEILGH) A BITE R A 5R5EE 7 B R FIAT / 35 fig 7 (43l
wn, M —KEW (NF) AZIR R4 ZM (N R/ SRR 4R (\F)) 1BE / HHR.
G 18 Bk R AaM. & iREaWi#t— P H Globepharma 4-8quart Bin
ILRAUR S / HER . et 30 B i - ) (g, R (NF) F1/ B RERBE (NF))
S s B AR ERE RN R G « 2 S5 Globepharma 4-8 quart BinILIBHIIRS /LR
B BRA Y SR a0 I & 20U A HUORHR A Y i B 7, SR J5 £ Ohara 87 2 143,
Ko PR IXAER A I IR AR ERE . 7 AR 29 WOt v/ s s e MEAT s i A2 .
[1000] LA ARIFFIECT T 2 VIID BE7ER 6 2R 139, g (SR / EH])
M LZBHBS AR 14 K 15 e MERIETT T 2 VITT f AR AR, SRR
77 T Z IV R E . KGR INNEC /7 V 2 VITT A ogat 1 v i AS s ma g i A0 vl &
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BTk A0 R A Ve A AU, B 1T AT SR PR AN AT 4252 1, 3F HLA 7B FEAS
It 4. 1kp (°F3) o FHE— KA NF (Fast Flo 316) FAIERT &AM H i T3 7]
BN B K ELRE (BCJ7 11D SEARE . WA Avicel PH 101 M1 PH 102 F945 &85 (AL
J7 TIT AT IV) o Avicel PH 102 [ 5E K [FPRLAR RN SEFEI BRI FIRUR IR T L Avicel PH
101 SE4FH3E)

(10011 £ 6. FHAIEC I

[1002]
~ 5
PN
A mg %
e A 500 | 167
SLgE—sK 4%, NF (FastFlo316) 145.1 | 483
#trdEE, NF (Avicel pH 101) 93.1 | 31.0
TS T AR, NF (AC-DI-SOL) 9.0 3.0
As#sE, NF 3.0 1.0
| Bt 3000 | 100
[1003] £ 7. FAET 11
[1004]
. s +
o
b 8% — oy
b A 50.0 16.7
A —sk A4, NF (FastFlo 316) 168.0 | 56.0
TR sy, NF (STARCH 1500) 70,1 | 233
RS T R4, NF (AC-DI-SOL) 9.0 3.0
RRGER4E, NF 3.0 1.0
Bt 300.0 | 100
[1005] 8. FHFIEH 111
[1006]
Ao ;
BA mg O/
edh A 500 | 167
F KSR, NF 145.1 | 483
Wb s A, NF (Avicel pH 101) 93.1 | 310
[1007]
e b 3
TRV RG-S4, NF (AC-DI-SOL) 9.0 3.0
S EE 4, NF 3.0 1.0
Bt 300.0 | 100
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[1008] %X 9. AFIE G IV
[1009]

‘ : 4
By T %
Am A 500 | 167
24—k 44, NF (FastFlo316) 145.0 | 483
M5, NF (Avicel pH 102) | 930 | 310
IR T R &M, NF (AC-DI-SOL) 9.0 3.0
AR AR B4, NF 3.0 1.0
&t 300.0 | 100

[1010] %K 10. A FIE GV
[1011]

N : 3
i mg Y%

bt A 50.0 11.9

4Lk 44, NF (FastFlo 316) 22048 | 525
a4, NF (Avieel pH 102) 130.20 | 31.0
LIk P R gEL, NF (AC-DI-SOL) 12.6 3.0
MEE#, NF 2.52 0.6

B EER 4, NF 4.20 1.0

Bt 420.0 | 100

[1012] % }11. FHIECTT VI
[1013]

A *
mg Ya
bt A 500 | 119
SL4E—k &4, NF (Fast Flo 316) 18220 | 63.1
B #4%, NF (Avicel pH 102) 540 | 180
RIEHRT R %245, NF (AC-DI-SOL) 9.0 3.0
A faE, NF 1.80 3.0
R g8, NF 3.0 1.0
Bt 300.0 | 100

[1014] R 12. A FECH VII
[1015]

Ao 4

mg Y%
fbdh A 500 | 167

[1016]
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[1017]
[1018]

[1019]
[1020]

BRE

mg %o

SLaE—sk &4, NF (Fast Flo 316)

265.0 | 883

Wodh¢r4i%&, NF (Avicel pH 102)

| 7560 | 252

12.6 4.2

SUEA T AL geddh, NF (AC-DI-SOL)

12.6 42

HME B, NF

420 | 14

2t

420.0 | 100

F13. AFIETT VILT

RA

mg %

e A

50.0 16.7

# g —K %, NE (Fast Flo 316)

136.0 | 453

b er4E, NF (Avicel pH 102)

93.0 3L0

Eokihy, NF

9.0 3.0

RIA T A4, NF (AC-DI-SOL)

2.0 3.0

AR B4, NF

3.0 1.0

&3t

300.0 | 100

14, ANLESH

REILELHE 1

1l

I v

Mgk (ke) 0.5

0.5

Bin 4 (quart) 4

4

4 4

PR (min) 20/10

20/10

20/10 20/10

S8 ut e (min) 3

3

3 3

e 299
FEEEL (mg) 291-309

301
295-310

307 297
301-311 | 290-300

1RE B (g/ec) 0.4

0,53

0.37 0.42

TA (B%, SO 12/32

12/32

12/32 12/32

BE (B3{E, W Kp i) 7.9

4.1

B (344, vhmmit) 3.95

3.86

3.98 3.86

JidE (4min) (%) 0

0.1

0 0.1

Mg (RA) (4F) 18

55 21

A Fhik

ik

fik |

[1021]
[1022]

®15. A LZE3H
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VIl

VIII

BE KA (ke) 05

0.5

0.5

4% J7 65 Bin Hi%4u (quart) 4

4

4

AL (min) 20/10

20/10

20/10

W8 BT (min) 3

3

3

[1023]

EETELK M

VI

VI

VIil

LR EF (mg) 413-421

299
293-307

419

413426 296-305

301

RE R (gleo) 0.45

0.43

0.48

0.43

T {BH, SC) 12/32

12/32

12/32

12/32

»&ﬁﬁ%ﬁﬁgﬂﬁpﬁ) 9.1

8.5

9.0

84

BB (GFHA, ¥oom i) 3.20

3.8

4.12

3.86

JEPE(4 min) (%) 0.3

0.2

0.2

0.1

2t

mEEeE (Rk) (#) 31

30

29

20

AL %

[1024]

[1025]
[1026]

[1027]
[1028]

WEW A R FIBRCT IX 2 XT ggifERBR . MTHHISNTESHEEAR
20 fiZ 21 1,

® 17, AT IX

B

mg

Y

&4 A

50.0

154

FUAE—sR44h, NF (FastFlo 316)

151.5

46.6

By er £, NF (Avicel pH 102)

100.75

31.0

ERiEH, NF

9.75

3.0

XBEH T RS L EM, NF (AC-DI-SOL)

9.75

3.0

3.25

LG

it

325.0

100

B 2R 5 03K 140004

%Y &

& 16. AR X
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[1029]
[1030]

[1031]

[1032]
[1033]

B

3

mg

DA

b A

50.0

154

$L48—7 4%, NF (FastFlo 316)

149.55

46.0

B %E, NF (Avicel pH 102)

100.75

31.0

9.75

3.0

RBRBRW Ry, NF (AC-DI-SOL)

9.75

3.0

RAGE, NF

1.95

0.6

3.25

1.0

325.0

100

B 2 A4 03K 140004

4%¥e &

& 19. FRCT X1

g

mg

A

et A

50

385

A

¥

mg

%

Sl —7 44, NF (Fast Flo 316)

74.82

57.55

M4k, NF (Avicel pH 102)

40.30

31.00

£ kA, NF

3.90

3.00

RBEB Y R Z4H, NF (AC-DI-SOL)

3.90

3.00

Mg E, NF

0.78

0.60

AR Mem e, NF

1.30

1.00

130.0

100

Rk 24, k45 03K.170001

% ¥ &

£ 20. AR LESH
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REITLRK
RS

IX

X1

s ko (kg)

0.65

0.65

0.52

# # Bin A (quart)

4

4

4

TR (min)

20/10

20/10

20/10

#ig et (min)

3

3

3

REEF (mg)

323

318-328

326
316-333

131

130-134

KR (gloo)

0.40

0.42

0.48

IA (B#, SO

12/32

12/32

1/4

2R (PR, B Kpit)

9.3

9.1

5.9

B (R,

vA mm )

4.09

4.12

372

Bk (4min) (%)

0.1

0.1

0.1

megetE (RK) (4

39

27

24

WEAFH

x

Z

[1034]
[1035]

£ 21. AR LESH

REITLAK
R

IX

X1

B (kg)

0.27

0.27

0.30

#E (%)

&?%uw(%

12

12

12

& (3%

R RT (mm-)

0.8

0.8

0.8

Fiex AEH (PSD)

9-10

10-12

9-10

®% (PSD

12-13

12-13

11-12

W-mEE (ET)

A (CEM)

75

75

75

ik % (RPM)

16-18

14-17

14-17

[1036]

BE/ TELHH

IX

X

XI

Au@Ehg (°C)

75

75

72-73

HE mmf (QC)

51-53

51-53

49-50

5-7

4-6

4-6

m%%%

B s

[1037]

5mg 1 50mg 7 COFEAK ) £5258

MR E

RH "R AE R R £ 47 2 JE RN 50mg 771 1 R 30 A
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[1038] 3 22. FifIlC/y X (50mg) Fr7l%E ks 2

[1039]
Wb A (%) BRE (%)
B — £ 40°C/75% RH - £ 40°C/75% RH
THEAE R o Tk A B e
% 99.5 98.7 0.29 0.54
ok 100.1 99.9 0.25 0.29

[1040]  BIMK T 50mg AR E PE, I Has R a7k 23 .
[1041] 3K 23. AFIECTT X (50mg) 6 As g Tk

[1042]
AR e A (%) BRE (%) |
o R e ra W | RRENER
et 99.3 99.0 021 1.25
AR 99.6 974 0.26 0.31

[1043]  JEILAE 40°C /75% RH AL DR A7 2 SRR Smg Fy 7R SRS E M. 45
REEER 24 P, £ 40°C /75% READEH R T PIE R WS 2 50mg 44K 7 77 (1 2 B o e
RIGIN. ARE AR 1B XS K D HOGH PSR

[1044] 3% 24. F7AFCTT X (5mg) 7l SAa e M

[1045]
et A (%) ERFE (%)
G . JAC/TS%RE | | 2 40°CI75% RH T
A4k s TG —
TR S b R G
% 102.3 1023 0.24 0.92
&R 1011 | 100.7 021 1.11

[1046] ICIR T Smg F AR EAaE M, IF H 45 R a 457 R 25 .
[1047] K 25. F7f] (Gmg) A ez ek

[1048]
. bt A (%) ERA (%)
* 995 97.9 0.27 2.85
[1049]
A it A (%) BRE (%)
aR | 990 101.0 0.23 0.84

[1050] A AL/ XIT(50mg) - XITT (20mg) #1 XIV (5mg) M 457ER 26,38 27 FlIF 28 tf,

[1051] & 26. FHIEC /5 X1 (50mg)
[1052]
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A mg %
bt A 50.0 1538
24—k, NF (FastFlo316) 159.95 49,22
Mhih 44k, NF (Avicel pH 102) 100,75 31.00
LA T R4 4, NF (AC-DI-SOL) 9.75 3.00
M58, NF 1.30 0.40
ARG E4E, NF 3725 1.00
Bt | 325.0 | 100

Bk 24K 4 03K 140004 13.0 4%¥8 %

[1053] & 27. I BT XIT1 (20mg)
[1054]

R = o

b A 20,0 15.38
L4 —skA4, NF (FastFlo 316) 63.98 4922
w4k, NF (Avicel pH 102) 40.30 31.00
FHEA T RS, NF (AC-DI-SOL) 3.90 3.00
RAS8, NF 0.52 0.40
RN AE, NF 1.30 1.00
Btk 130.0 100

B B % 03K 12429 | 52 4% 38 &

[1055] %% 28. H#IEC 5 XIV (5mg)
[1056]

i mg Y%
ftih A 5.0 3.80
HAE K44, NF (Fast Flo 316) 78.98 60,70
b erik, NF (Avicel pH 102) 40.30 31.00
RIRH W R A4, NF (AC-DI-SOL) 3.90 3.00
| MRS E, NF 0.52 0.40
A feinse, NF 1.30 1.00
St 130.0 100
B AR T 85F94211 5.2 4% %
[1057]  7Ei| 4 ECTT XIT. XTTT B XIV B9 R B RS2 B Ao DA ol /] 77 s il
20mg A1 50mg Jv 71 LATEAG ] il P -6 2 B0 A2 [ o FH T 60 4 70 AVE A A s Al 1R ) ) 2
BUAAEAER 29 (IR / Rl ) Ak 30 (A ) o 8 FHBR AR EE 03K12429 X 20mg Fv 7733

AR )

ATEAL, M0 50mg il R A XA (20mg) HIFAMRZATIN . KBLGAEACH
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FIREA S BB W& 25 (K5) .

[1058]
[1059]

[1060]
[1061]

% 17. 50mg A1 20mg F5FEC A (4

SR/ Rl ML ESH

RETL5H 50 mg 20 mg
BEAAE (ko) 221 (i 3iR)
1% 7 & Bin k4L (quart) 8
A (min) 20/10
78 8 K (min) 3 3
FRRE (o) 313339 120135
B (glo) 0.41 0.41
IR (H#, 8C) 12/32 Y
5-13.6 %-9.0
BE (FHE, AKpih) 1%-5.9 1%-3.8
H 47-9.9 g #5-6.1
BE (FHME, Ammit) 4.26 3.76
Bebt (4 min) (%) 0.09 0.04
AmeE (k) () 39 22
RS P v

£ 30. I XIII(BAK) LZESH

W&/ TEBH 20mg
fitE b (ke) 0. 27
WE (%) 4
BIEAPE A (%) |12

# (3] 8
MRS K/ (mm) 0.8
FHE SRS (PST) 9-10
K% (PSD) 11-12
M- IREREY (31) 3
S (CFM) 75
FLIEE (RPM) 14-16
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ANHIRE (C) 65
HRE (C) 45-417
L7 4-5
LT A2 AR

[1062] ALEW) A FIHLERC T S EER 31 .
[1063] % 31. #HLEHFIET
[1064]
A 3 zg 20 ;‘g
At A 45.0 180.0
LA Kol 710.82 575.82
M dek 362.70 362.70
RIRB W R Y i 35.10 35,10
i 4.68 4.68
ARG B 11.70 11.70
o il 1170.0 1170.0
Bk e O 65,52
B - 65.52
[1065]  JFIACTT XV (45mg) S £57ER 32 v AT LU A A SCIR LI 5 VAR AR U RN A
L0 1 oAt 7 vl 4% R IR T XV
[1066] & 32. F BT XV (45mg)
[1067]
e mg %%
bt A 45.0 15.38
SL4E— K &4, NF (FastFlo 316) 143,955 4922
WS s gE, NF (Avicel pH 102) 90.675 31.00
EWH T A% EM, NF (AC-DI-SOL) 8.775 3.00
AR, NF 1.170 0.40
e, NF 2.925 1.00
Bt 292.50 100
e 4 03K 140004 11.7 4.0%¥8 &

[1068]

[1069]

1% 45mg B P IR /N N2 10, 000 F B2 3. 5ke (4 BCZ) 20 % 3 & DA
RV IR R )
P2 RIBC T XTTT B XTV i &3 FE v R B USSR B0 & o« R, A 750G
77 WP B A IR PR
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[1070]  BEAh, AW A 55 TKfE. Rk, 7EASZERR BRI I 00T AR K 2 R A 4k =
(Avicel pH 112) B TAE Avicel pH 102 LME 7K i &/ ME BT 1E 7K A

[1071] A 5fIBCTs XVI(15mg) AT XVII (30mg) A &57E M3 33 M 34 vhe A LA Comil T.
SE LR /Rl A I T XV A XVIT. RN IS, B 5 TR A il R 75 I s
A

[1072] 3 33. F BT XVI (15mg)

[1073]
il mg %
At A 15.0 15.38
S8k &M, NF (Fast Flo 316) 48.37 49.62
W sr4eE, NF (Avicel pH 112) 30.23 31.00
THHET A 54, NF (AC-DI-SOL) 2.925 3.00
M EE4E, NF 0.975 1.00
Zot 97.50 100
Bk A% 11 45 85F94211 3.9 4% 38 &
[1074] 3K 34. F 7B 77 XVII (30mg)
[1075]
R s %
b4 A 30,0 15.38
4L45 —7k 44, NF (Fast Flo 316) 96.75 49.62
B2 iE, NF (Avicel pH 112) 60.45 31.00
LB T At 54, NF (AC-DI-SOL) 585 3.00
s B 45, NF 1.95 1.00
BE 2 AR B 03K 140004 7.8 4%+

[1076]  6.4.2 “C FHEALEW A KO RFIEEE KT R

[1077]  AF &S &N 50:50 (v:v) EtOH: PEG 400, [MC1- 1b4&4m A FbE4 A & VAW A
LB 28. 6mg/mL IR SE . IS SR 2 (16 00 5 Capsugel® V Caps Plus
Hypromellose lREEH T 45 %) . W1 R E MR R U A8 F AR TR A T IF H B CIRAERT
RN AR B E 220 48 /NI

[1078]  EAL-&W) A 25 VARRAE EtOH A1 PEG 400 [ FLAPA R A FIH S rh . PRIV
#) 40 4 2~ 100 % EtOH.80:20 (v:v)EtOH:PEG 400.50:50 (v:v)EtOH:PEG 400.20:80 (v:v)
EtOH:PEG 400 1 100% PEG 400, HH T4 fif 52 ARG 2 1] L, AN 431 100 % ELOH A1 100 % PEG
400 AL /7 »

[1079] il 45U By 28. 6mg/mL ] 80:20 (v:v) EtOH: PEG 400.50:50 (v:v) EtOH:PEG 400 Al
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20:80 (v:v)EtOH:PEG 400 VAR R BES 257 w g/mL T4 . 76 T = 0 FAHrix Leks  3f
7E RTmp/PFL 1 REF/PFL 47, ELEIFE T =45 72 /N3 H7 o

[1080]  7EVAIEAI IR T EOCARE B 48 /NG, S ek [MCI- AW A I BB
(dosing solution) SEHEVEBARE VR IEM. /£ T = 0.7 = 24 /NFI T = 48 /NI
TR DE H [MCT- A& A FVEVERAE A R A T BCIRAE I R e B0 48 /MR, 7B
BN B AE B CARAT G [C]— AW A AT A8 /NI A 8% 31| B A

[1081]1  FEFIE [Cl- AW A FEFERIBRAR T RIS A 20mg (LAY A IER
MR, B [Cl- & A FIROREE (200nCi) o

[1082] f#i[] 50:50 (v:v)EtOH:PEG 400. ["'C]-1b&4 A FAL &4 A 25 51 &0 7 PASE L
28. 6mg/mL (1R 5 o W20 Foe PR 3R B M AE AE AR IR R 26 A T IF HLEE G ARAZ I, 1L 77 F2
EE /D 48 /B,

[1083] 6.5 Wp-seits

[1084]  6.5.1 JFOTESK LRI E R AR ZEBC 7 e Ak &) A 72 AL RR 53 PR iR 52 1
T IZABh 715 1 IR ISR S AT AL AE A

[1085]  7E | MHFFIRARZE AL AS XA AL oA A SCIR AL R Bl T BF SR LA T A
=BT URE A AR R HABE VT .

[1086] 7E235 1 FIJAAMERIAZ T 21 R (21 K) MADT 2R (F2R),ZkELN
WL AT, AR, 12- RGO BB (BCG) , M ARAETTAL, IR R L0 = 224
QiR N1 7 R S 71 T D O = R o S i N o T2/ IR -

[1087] A& A FEES 1 EHEE 1 ORI 98 RO AT SR ER VP Al o 7E RN 70 A
W), 32 FH W | REE 5 REEAE A0 7E15 210 B W 2 A M S 58 LA 70
KRG, ARG 5 RIGEE IR B Lo

[1088]  7EEE 1 BIHAMEE | K, 7E52 /D 8 /NI WA B )5, W 52 i B BN AL BA R 3 ANy
2 — VIR AVB R C( R 18) .

[1089] 3 18. JRIT T

[1090]

1

2 JF

3 JF

i 1 A B C
i 2 B C A
i 3 C A B

[1001]  7E¥R9T A, fE 2D 8 /NI 2R o, AT A 240mL AR R 2= K RS T ki 20-mg
XREAEY A APT R#E . fER9T7 B, A RIRAE TS 7K 20-mg WA A A H) (A
FIBCHT XIT1) o FEVRYT CH, FEZE BRSNS T VUKL 5—mg AL &4 A A7) (R RIFE 77 XTV) .
FEZE /D 8 /NI AL Ji , 3 T 240mL AERFR = IR /K VIR S T —Hi 20-mg F 77IANT U AL 5-mg A 77 o
[1092]  MHT—IRZG RN —IRG AR BRR G2 7 RITERE (A2 T 10 R) . 7E3%
S LT, A HITE BRI T2 1 .

[1003]  S0fTHEA A, FE25 25 21 (0 /) FIELEZ)5 0.5.1.1.5.2.2.5.3.4.6.8,12,
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244872 F1 96 /NP USCER SR LMAE o MISEAL A A BUILRIR BE AN E PK 40, k&
) A B9 AUCy (« AUCy won Cpaen Tamns tryon CL/E F V2 /Fo AF FHAR B 0L PR S50 X
SR H L B AL 1) A [ AUC, -« AUC, H G, K17 77 224304 (ANOVA) o it LA F
e CH / XTHE ) S 90% BAE X IE o X T Ty S FHAESE B LA AR P A7 B0 2
[1094]  BFXTFTA A RS | RIHAERRZRAL (55 1 R ) BEVPAl PD YIRS o ERE
UG AAE L 45 TR 77 B (20mg AL 5 ) (BN FE b i S 4 PD RS o R4S
ZURT (0 /NEF) AIAEZS TY897 B JG 1. 5.3.6.8.12.24 1 48 /NBFUCEERE S o RE S T4 Mbs
BV, H R AT AN RIS ) s ) A RE SR/ BTG BT RIIGR T o R b ) H A IR R
Abr A, 1l I AN AR E pAKT (mTORC2) « p4EB-P1 £l / B¢ pS6RP (mTORC1) sl / B
pAKT (mTORC2) HIZK o EMbrEMEHE H THRE PK-PD X R,

[1095]  7ESEASEIGIE R P IR 22 4 PE . LA HRVPAN L HE AR $ 5 RS 2 | A= iy AR ]
& BCG AR R SEI0 = 2 4. 76BN o 72 b, RIS HME R =B e B RIBE V7, oF
M EBER 2R TT e % .

[1096]  7E5E 3 JAIHA KRG G 7 210 KW, B 323803 1R [ PR DA T JE B2 22 4 1
WAG . B2 RAE o B B RS OLR  EAT RSB E T (FRiask ) DA IRER X BE U
ﬁﬁlﬁﬁ@ﬁﬁﬁ FEFAPEAE P b AT BB V7 e HEERE B I H R 7 2 10 R

CN 105407892 A i

[1097]  £55 3% PK SEUSL5/ER 36 Mk 37 o (IMLAKIKEE - AR 2 LA 8) .
[1008] 3£ 19. ZiX@h 112550 (JUATFIME (JUT V%))
[1099]
2% B A %A B %9 C
(n=18) | n=17) (n=17)
weHmA | O-(7R
Tonax™ () 1.5(1-3) | 3.0(2-24) 1.5(1-2.5) 1.00 (1-3)
Cum(ng/mL) | 190(20) | 503(24) | 198(22) 212 (29)
AUCh. 985 (26) | 11928 (23) 988 (27) 980 (30)
(ng.h/mL)
AUC24 934 (24) | 74%4(22) 944 (26) 938 (29)
(ng.h/mL)
Vz/F (L) 167(28) | ND 161 (28) 158 (30)
CL/F (L/h) 20.3 (23) ND 202 (27) 204 (30)
t (h) 5.7 (24) 14.3 (20) 5.6 (22) 5.4 (23)
[1100]  *T, fERNHALE (JER) $#21t.
[1101] 3% 20
[1102]
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FHEZ
ST (%) & | RRF

S8 &I N |4 FHEZ | 90% CI M CV%
AUCq; A 18 19412 99.7(Bvs A) | 94.7-105.0 8.9
(ng.h/mL) | B 17 19385

C 17 | 934.7 993 (CvysA) | 943-104.6
AUC, A 18 | 985.4 99.3(BysA) |94.8-1040 80
{(ng.h/mL) |B 17 | 9784 |

[ 17 1969.8 98.4(Cvs A) |94.0-103.1 |

Cing A 18 1190.2 103.8(BvsA) | 93.6-1150 | 179
(ng/mL) | B 17 1974 |

C 17 {2123 11L6 (Cvs Ay | 100.7-123.7

[1103] 455 :AUC.. = MBS [H) O B Jo PR (1)1 25 iR & — e 7] 28 A sAUC, = MABSFE] 0 2]

R SRR A3 R P — A ) R 28 R AR sC1 = B 5 X ).

[1104]  Z5i8 AF IR TR B A 5 230 20mg A1) A A RIBC 7 APT B 885, 1k
HEW A BB F A4

[1105]  6.5.2 VPAMERE 5 PR 3260 T AL &4 A A FIHEME DA X i 54 A
IZGR BN 7125 IR 1) 1 HAFF IR 2 A 72

[1106]  iZBFFEMNEZ B M2 ALK 20mg HRFIE KA S [UCI- 1AW A FIROREDTE
WAL E D) A BT JG RAIEA W A TR RE 5 PRS2 h I AR e AL FDHRE (56 1 34 ), I
P E IR DR 20-mg FIEMAAY A R A s B EM A A 2R3N 1% (PK) 152
(52 3 ) .

[1107]  ZHFFE 5 AN B R VPR 7E 51K 20mg DRI A S [HCl- 1AW A RUR
BRI A A IRBE TS VPIN AL B4 A E AR R 53 323 v O 32 1 (38 1884 ) » DAV
M AEERIR 20-mg RIS AL S0 A FrflG R IR &AL &4 A 19 0— 25 AR 1 PK 9
S (58 2 8849 ) » LRVFINAE 5.4k 20-mg FIRFIE I &9 A Bl Ja LA A 7EfR R 53 v
ZRE P2 (52 559 ) .

[1108] 25 1 #0400 F AR A 4 M3 FRVBRORN 2848 rp i (1] - U E 8 [MCT -
S (PENBUR R MFR 5 ) 70 RIS E 1) R 8 [C] - U M4 i 5 i
Eb s MEA 2GR OIS R BI4E 2 o 55 8 AR A ML L PR BUR 36 R S b AL &0 A AL B
A T8y 0— 25 F AR (10 U 5 s 14 £ S R 22 L R VBURD 24T R 5, v (R A ) R AE AN 2 AT
W I 2 SR A A A RS A 10— 25 FRIEACIR D L PK S50 (1301, Cos Ty
AUC, 1~ AUC.. ~ ty ) » SRAF IR T 205 (5

[1109] 25 2 Fr (T EL SN AR A RE T, LW A FUL &P A [ 0- L F A
R R PK S350 (BT, Coas Taaxs AUC) o L))

[1110]  ZF 1 HHME 2 WAL IR BEBL SN AR FHF QB HE AR ™EW
AE[SAE] #e45 ) s SEREMARAR AT 28 s I PR SEI0 == 22 A PRI s AR AR IE I & 512- SO0 L]
(ECG) sMIfEBEHIZ

(11111 55 2 J 4 IR B S0 AR FIAAIRE T, (LAY A 19 0- 25 2RI 1
KPR ZHL (BT, Copn Tyars AUC) (+ AUC. « ty5)
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[1112] O RAEERE A BT (n = 18) Bl 2 T FF bR 2L (55 136
7)) 2 YGBITHR T . FEFFIRSE 1 AR BUER 2 B Z RS2 T 28 RN, B0l R 42 11 & AL
BRET, R ARG 2 12— B0 L] (BCG) A A AL L I PR SE TS % ¢ s PRI (I Bk
M VAT RV B ) LV 2 306 2 JIE M 71 (A 465 HbALC) RN 245 MR 0 A% Vit
o

[1113] 7255 1 AR IER | R, 3R RIS S SR 2l F A2 2 /0 8 /i 1 e 4%
JABIN X T5 2 WA RAES 1 RIS 1R, Uy B/ S 50 R B bEi Ly
Fe2 2 MRS g 1A CRBHREA 2 BA IREAL 3) IR 2D 8 /NI I R SE fr Ja 4N
NG 235 SLAFRINE 185y ) FIEE 2 86495 ) AMERLT 3 MEHRF A < —h45zih
JT ABLB :

[1114]

Bl H8 At 4n %1 88 %2 B

FRA S

%19

Fligraa 1 (n=6)

A (BR)

NA

2%

Flin#eda 2 (n=6)

27 B (%)

A% B (&)

Flai 8842 3 (n=6)

%% B (#%)

%97 B (ER)

[1115]  ¥&I7 A AEZEROIRE T K 20-mg DRFIZAE [NCI- LAY A FRUREE
WA A BEE
[1116]  VAJT B AEZEEEUH EIRA N 4K 20mg HRGHIE A A Frifl.
[1117] {1 Ha R ARG, A FES S5 ANZRE (0= 6) BIAE 1| RIRFEFR
H LT R VEAG . VDR E B 52 E S | RINIGRAAN . 8 F
TR A 8 /NI i, 2 RE WG EZIGIT A, IF Bk gk iy CRIREEMT &84 ) BRI 1
RIBRG DG 4 /N IR RVPOK . 21 A 1 REBIZ 8 RiGREEAE
WO ERFTIRE 2 MR M 58 U SRR T 5, S B IS AE 5SS 8 RIG R M
FHOE
[1118]  SAELZHRT (0 /NP ) FIZ524)5 0.5.1.2.3.6.12.24.48.72,96.120. 144 F1 168 /)5
I ACEE R B ML (10mL) o K378 YR M2 L FRBURN 3508 vl 2 4 [MCT - s vk 54t
SRS 2 2 bE AR e e [14CT - T8O TR 2 BE (partitioning) o WAELLZHT (LA 25HT
2 /NP ) FE HLBABLUR 25 24 R WO AR TR B USCBR PRVBRE i <0 %2 6.6 &8 12,12 %8 24,24 % 48.48
F 72,72 % 96,96 & 120,120 % 144,144 F 168 /NS o 103578 45— I 1) 18] B5 A WC£E (19 PR
AR UL T 58 PRICHHRE R . NES 1 RBAE 8 KA A 2@, JF H
TCEEANO R B H I EREREYN E E.
[1119] 58 2 Fi it 58 2 F i v 2- AHAS SUWFAE A4S | B, 2k (n = 12) %
BENALLAERE R (n = 6) BiEEE (n = 6) IRE T2 Lk 20mg FIERALEW A Jifl (36
57 B) o FEEE 2 JAHA, 2 R A S sk A TR T 5 1 AR Va7 9 BoiE 329697 B AR
B, AT S5 ANZRAE (0= 12) BAE 1| RIREEF O BT RZEEAG. 7598
A2 5 R AF RIS | REBRAIAH . ZidE (b= 6) KIPNIF
BENALLAIESE | RiIGRAZE R 20 8 /N e /e R B AR M 26T B #Ea32ila
WM FH Bt v g 22 LA B SR ), IR BEIF IR D Z07E 30 B N RZ 58 o 4 2 AAE S (it 52
WEFEG 30 BN (£5 2080 ) #4T. Prfaseidld (Hamsse) B (NIRRT
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) BBIGZ G 4 /N FEESE IR R VP K B2 E 1 NN A IR SE | RELRI5R
5 RiE R A PO o FEBATIE R WL A M AL 5 U AL 7 5, 32 A
%5 RiGERMIFA OB ERAS 25 5 I e e A PRI 52 PR« 56 1 A
52 FIHAMET — RGBT —IRG G HEB RS TR (A2 T 10 K) FIERRE. 7Eit
PO, W 2 B R UE, SE R IE B A& T DA s2 1 .

[1120]  GAELZHT (0 /NBE) FIZEZ4)5 0. 5.1.2.3.6.12.24.48.72 1 96 /NIFUSCAE £2 71 1L
VRS (1omL) FHTINE AL &0 A Rk &4 A 1) 0- 2 A R M IR B . A5 A8 AN T
F M2 AV s ARV B AR AR A5 EREAS 2 L A A AR & L BCG I PR SEI6 =
AR . 70BN LG I AR TP A S FERE I 28 . A, 7R A2 R BRI (ED,
BRI ) 5 2 B IR A8 6 W TR S e PR S 30 = 22 4 PR UK P 3 40 M I o 6T 55 1 354
928, T ARG BAER IG5 T & 10 RNIR B2 HT LLEATBE 5 (1 2 4 MEVPAS . 7F
it BB RS GUT, BT (IR0 ) RRRA RS 7 UAEA CRET XS BE U 2 BRI
BREP AV AE & ERT BT, BBE VT NAERE OB H I 7 2 10 Ry 2.

[1121] 55 1 5L AT EW A 4701, 2R E B AR 2D 8 /. 75 1 KiF
B, BN 2R B ERE TS THIR 20-mg DRFIEREE [MCI- &M A BIoR B
MO ) R BRI EY) A BCHE . KSR e T M b 22 2l U b 22 2l B
TERDIZRIMNE . B )E, ZRE GRS TEHRNG G 4 /N 52 5, o M PR g fin
FAT o FEAEVESCAF AN CRE D sk 2N 1] o R AEAIF 78 4R B 70 46 B B A1 45 24 U B AN s
Bt TR ZRE MRS . & TEN2R_E 1 [UCl- A1 A oR B I SERR 77 =
W T D0 P B (VAR Y TR PR B (dpm/g) TH B

[1122] 58 2 T2524 L5 2 Wi, 2l FBAENAEY A 45 THIZE R 2D 8 /i .
T 1 RIS S, AR E W 0 IRESZ 20-ng (b &0 A (R 7). BENLAL DAE B EOIRE T
P2 AA A RS2 F R A m R (&) .

[1123]  Fpufk e g8 Bl 25 (R 4 0 A $R 45 30 2 Bh N IR« 4825 U E SR LRGBS 30 49
BRIy (£5 408h) #4T. ARG5S Z) 240mL FERRIR Z K4 T . BH)G, 2R E 1 gk st
e s S 2y sy SR AN

[1124]  HABFRIZ R E TR RS B34 8 .

[1125] 326038 2036 2 BT A DA N N bRl A AR INTE A 1. FE AT 424
RARST Z B4 T ff A0 B IS8 15T 1CD, F e <y PR IR 25 75 %8 2. U ATReEE S5t
FLE ANZ P 7 T30 18 HER AR A S i AR 53, /EARE I ALE SIPE 18 55 % (U
FEP) . BML (AT (kg) /(& & () A 18 & 33kg/m” (FLHELEN ) FLAKE 60 & 100kg (132
F 2201bs sBFEAEWN ) 4. DAUREFER (FEFHARAIEE 1K), WfF 7035 2 T 51 4%
B2 I PRS00 == e A PR 45 R AR A AR HE AT 12 S8 BCG HE Y (AR AiE (s ey
5k 1 Ik FR 2 A0 1l AR ) K AR 3238 AR B 22 5 Bl FEAN M P74, 523 20 A
KRR CR#GE L= 38.5°CH 101. 3L IS ), UKAF LK AE 90 % 140mmHg F Y P,
FF5K AT 60 2= 90mmHg [3 FEl PY , Bk 2R AE 45 22 100bpm (14785 Bl 4 , 7 25 25 8 100 4% 61 4 h
B ZEABA () TE 5 PR EE I, 9 H HPALC<6% ) 5. ZiRFE (B HBUERA RS SRR ) 45
B AT A TG S I A0 R B R 2 (RO, FLIR A B A H R (311)) B
(BN SRz Bg ) f T aE AL 2 (o, JR&lg ) A —Fhorvd (B, ok +
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), 3 HAEF T ARG 29 JE BR 4L 90 K M1 6. 245 5 1% Mk S0 I 06 2 [R) 25 il ik 1 5%
M (B TIFFFLLAAN ), AR R AWK IR G Hy Ja Frak 2 /b 28 K

[1126] LA LN AE I IAF AR FE 240 323 GO A 1. Bl AR AT s IR b 32 25 R 28
B B IPIR R G O L R G AR N a3 MR 7 JR 2 o0 B B A EE i
PR s (R, 34E I ) 520 WERSZIRE RS S50, WA e , 4547 7E SR 50 == 57, 4%
520 b T AN AT 4232 B KRS T, BURE IRk B S R IRBE 77 53, FE8 —IREG A
30 K WAEFAEATAL T (K4 B BRI 24 14, 7R85 — IR 2510 7 RN AT AR 4 5
BRI (BREPEZ) (B T4EER /T RANERILAGL) 5. 2 EEHE —IRG 2 30
T AT A ATART A Ul 0 41 79 B35 571 B, CYP3A 75 S5 A 70 B B 358 (St. John” s
Wort)) ;6. AF1EA] BERZMAZG 4R UL 247 A AR HE M AT A7 - AR B ER 2299 i, B7E 08 1k
FErP A B PR E AR R 7. B —IRE 2001 90 RNBRETHIRAY (i
SR ) 8. FESE— IR Z) 2 A1 60 RNHRIILBIML I ;9. 25 (BRI, 2 FRELE 251 ) 254
ERCE 510, ARTIEPR L3825 B (B 7 ARG PRRE B4 ), B TR 2/ 3 R4
T PR P R LB 11, FEEE— RSS2 2 aF N2 A o, B T ARVA 251 i
(A PE R 25 55 25 I 512, 7055 — YRS 2GR0 2 4F N IKS I A b, BBH PRV RS 6 A 513,
2T 10 XTEMEWHESEWE 14, CaEH SR B IE s a8 2 s A fF sk H1Y
FUAEFAYE 16, EFFFLLAZIEE 90 RNyt (B T PEmBE N ) B 16. fUEXEE 1
oy AR ELHET 6 A H N JC BT B2 T U B A28, MRS ERT 12 N H WeRT R E T L
VEAR B B BRI a8 5T .

(11271 A / HEBRARAENE AE T3 2 VP AT o R A A4S 2 25907 25 L I PR S8 50 = 2 A Mk
DK A A ARAEAT ECG, 75— BIHIMARLH (55 1K) Al / BUESE | RBENLAL 2 AT-FR R
HERZAFE A%

[1128]  HIBLER 11/12 AN RFE TS 2 #i5r. S5 R WIRAE TR 38 .

[1120] 3R 38. IR 20-mg HGFIE G TLAEY (CVe% ) 25480 1122545

[1130]

5% 4 #He
(n=11) nm=11)
A RA | O-HT RN | e A | O-RTFERMY
Taa™ (h) 1.00 (1-2) 3.00 (1-3) 3.00 (1-3) 6.00 (3-12)
Coax (ng/mL) 182 (24) 425 (23) 156 (27) 364 (28)
AUC¢ (ng*h/mL) | 1005 (38) 9834 (38) 1195 (38) 10131 (35)
AUCq4 (ng*h/mL) | 955 (35) 6401 (30) 1131 (34) 6271 (29)
Vz/F (L) 151 (28) 34.7 (28) 125 (20} 42.6 (30)
CL/F (L/h) 19.9 (38) 2.0 (38) 16.7 (38) 2.0 (36)
tis (h) 53(33) | 14.8 (25) 5207 14.9 (29)

[1131] =T, B g (JEM ) .

[1132] 45k AR WA A S RIEE RS TR ST BTG, AW A T G LH 17%
(I BAR, I H SR 88 (AUC,,,) 295 20 % T 1o T BT 2 /NI FUREIR o 74540 50 A 5 i IR
B TR S G, 0- £ F RN C. 20 17% KRS, I H a2 (AUC )
VI8 3% I E . T, 1A 3 /NEHEIR

133



CN 105407892 A i B B

127/127 I
[1133]

AR FE RIS 5 2 AN AN 52 SE ] b 2 ) EL AR St T SR R i B A4
SEHE T 3K AEAR NP o B S 5 2K B80S T 1 U B HLAS A I A5 D e S5 B4 AT
KT o B8 b, BRACSO SR A MBI, A ST AT KSR 5 2K A8 R o A4
BREARN G A8 1M 2 W, HLS ARV I BOR ZER v Y

[1134]  BIIHPFZSH R, AT WA DA SCEI T 2O AA .
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A#1:20104 12 4 17 1 mA 28.0%C

a ja): 12:000m Meth: SingleCycle lowMoss.sao
Stk JRIZOG-Fi 17 Dec 2010 13-06-47s MRef: 80181

Fab: U325 DVS /& & 1

hod
4

% — g RH

- 100

seg
Torget RH

0 50 100 150 700 250 W
B )/ -
DVS-w1 %k (© SurfoceMsasurementSystems Ud UK 1896~2007

H41:2010 £ 12 A 17 B maE 250%C

SR | 2:000m Meth: SingleCycle_LowMass.soo
A JR3265-Fi 17 Der 2010 13-06-47xs MRef: 80191
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