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[0014]  X>-PO (OH) 2.—PO (OH) O M".—P0 (07) 2 * 2" BP0 (07) 2 * D™ ;M N Z4 5 | Al HE 57 1 24
WrBH S+ HD* 222 bl B2 1 A0 FH

[0015]  HALfFRER® R ROAIR AN [H] B A

[0016] AR B Je iR A (4- (2 (A= —2- SR A L) —4- (U 28 R P BE&
3 -2~ AR e -1 (2H) —5) FES (LA™ IET B A T 2K o AE — AN S2 i 7y 3P, AR & B
S AL S BRI 2B , H I X5 2k AR A5 1] (XRPD) RAIE , iZ X5 Zekn AT 5 7643
Cu Ko 5 IU-E I AE [ 294 58 Z940 5 20 SEXRPDI A0, 25 2 /034N 1% 1] AL K 29047 B (7%
#$20+0.2):4.4.12.7.13.3.14.7.15.2.16.4.18.0.19.1,19.3.19.9.20.2.20.5.21.0,
22.2.23.5 24.2.24.8.26.3.29.6.30.1531. 3. A& RBiE A @ i wifl FCu Keda5T il &
(R X B 280 AR AT S LR AE , FEFEAS | AL T 2 HL R 25 7~ 10 A 0 5 ) PR VR A )
B EAEZ1210°C, Ho iR fE LR B 2010 CHF A FE IR TR L — Rl &4k A 90910 i 4B
()77 v , FLIERE K i B Ak A 9 B I AR 4 B3 T8 &K S B HLIE RIBCE LA R/ KR S
(R 70 Z G v I 43 B TR SR IE o £E 5y — Sl 77 s P, AR R L Ao e TSR
C, Hoid i 5 5 FE A AL X M R ATHS B (XRPD) JRAE o 7E 73— 5L 77 3, A B 4
Pe—P AV T 8 T 2RCHIEE 25 158 40 BB, Hom I Je AR B 2L T- Il 6 I X B S K AT
5FHE] (XRPD) RAiF

[0017]  BRASCET R AL A ILAAL , AR I i b 252 B rT 2 A A4, AR
B Je 255 AT RS2 A AR BT 7)o

[0018]  7£ 5y —skit Jy s, AR S — P S, AR &Y 2% 1]
FERZ BB e FIBORIE ), LR TT

[0019]  £E 55—k 77 s P, AR AP B —Fiif I B 526 38 1 2 P i G Bl0R iE
() 7= B VR 795 15 0 RS BURRE A4S (EASBR T 18 MR i PR MR 08 UL i
W SRR | A PR RR I R R R RO L 2 R ML B - G- S IR A IE VR
A% IR PR B RO, ARG Y 52 E BT A R E R A .

[0020] 75— STy P, A B S PPia T Bk R 52 B S PR e L FRRG B0 I
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(K™ PR T R B G BORAE L (HABR T 18 VRV Wi e PR UL
B SRR RTEROR R ARV VR R TR L 2 R TEAEAL R - S - = IR SR AL
REERHE PRI O RRE , AR 28 2 R A AE T & Hotdvg
ISiE

Bff 15 BA

[0021] P UNBEER & (4- (2- 4-FR-2-FF 2R —4- CHF 2L R P B AL —2-448
MEmE -1 (2H) —4%) B BRI B A — N X RS 2 1 S I3 1

[0022] K20 REER & (4- Q- U-F2-FRERER) 4- CHRP D RREBRER 2-4
AR g —1 (2H) —22) B i 14 [ 4 2 B X 2ok AR AT ST

[0023] K3 RHERR & (4- Q- U-F2-FRERERL) 4- CHRFP D RREBER 2-4
AR IE -1 (2H) —352) B BS A [ 447 SR BAYDSC (ZE R+ B 3R bl .

[0024] 4 ERBEIR A (4- Q- 4-F-2-F HERER) -4- CRF L) KF Bradd) -2-
AARIENE -1 (2H) —25) B R[] 4472 B TGA G 734 #var i

[0025] KI5 REIR & (4- Q- - 2-FRERRAER) 4- CHRFP D RREBRER 2-4
AR g -1 (2H) —22) FF i 14 [ 4 2 T0 5 T TR 2RO X Bt AR AT 4

[0026]  [&6% R~k E B A - Q- A-F—2-FREEIL) —4- SR P B I -
25 BE -1 (2H) —F5) FF S 195 5518 53 BOU O 58 TR TR X CHO XS Bt RATST 1L

BRSiES R

[0027] AR T A D) NS B I EHE S VIR eI 25 . DR I, it B AT 24 )5 P e (19
T MR A EE VA R T H A2 2 AR I B L S I A A

[0028] AR IR ¥ Je IR A (4- (2 (4-FR—2-F R JE) —4- (U 28) 2K B
58) -2 AL e -1 (2H) —3%) R (YL A97) BB A& T 20 o 7 — AN SE i 7 =X, A8k B
PR U AU B8 i 8 O aB) o AE J5— Sl 77 s b, AR R B (it — Pt 25 A0 A M 9 1 ]
T B T3 V2 o 7 53— SE Tt 7 A, Ak e AL S 9 e e I X OB aR0) o 7E 5 — Bk
sEffep, AR B SR — Rl &AL SO T B L O T i

[0029]  RiE “HI 2" Z4RVE N VIR LAY, L0 HE F SRR S 7635 1 P i — e 4R
R I . — T & S A2 T A A e N T RAR 25 R 2530 T o R BEAA 2
WV D3RR PR B/ B T O R S AR 25 S sk, A8l et e o 2 0 K IR A IR = AR
G AT T 20 PR VA 17 s N 2 I 2 R AN R A

[0030]  ARAE “BRkAL &9 B BHAZ Y A Fa 70t FH AT 25 5 0 A R sl o AR i
TR0 B A2 A F B0 oAb 25 FE R AR 4035 M S A& o BEAAAL A A3 wT LA Sy FH T il % LA
AT 2SR

[0031]  FHM"5E SCIC BN B B A5 4 (BIEIN (RY) 4, e rP R NHBRC1-Cakie 38) Il 4 8 18 1
(] Ay B R A S ) IR i N- R D308 JEUT R I S 1o B R A BH S
TAFER TS BE T, PSR sE BT, U IR 1 e B dE R LR B B T, ] s
8 R S PR ) A B AN B M BN B B TR T, AR AE SE LM, ]
EM AT AF B o B4, FRERL T fif, #5774 52 X 2M, WA R Sefr _EA7 78 B BH B 1D,
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BEAR B 2 8 A AT B 9 A A T R R A ARG e s A, 9 R A L 2 TR
T RS IRAY) KA BRI belE , AR R R O BE T BRI K
e W), B S A, L HRESE | IR 5 R A R AR S IR S AR s S b R A
WK R AR5

[0032] A B B T 24 A ] A4 T aC RO SR 9 B A 3 A i R 7KV P o SRR VA A P A B T e
HIE = S B BT 2, 1SR AL B R B2 B3GR,

[0033] M T AR HIH BB A2 n s iR o 3R I3, CASJRL, Handbook of Chemistry
and Physics, B75RE A B, AVAE — IR E#IA T “Organic Chemistry,”
Thomas Sorrell,University Science Books,Sausalito:1999, &z “March’s Advanced
Organic Chemistry,” 85K, 4n%H : Smith,M.B. &March,].,John Wiley&Sons,New York:
2001, WA A B IIAR NS %

[0034]  ARAURELA N SRR B, A5 B B FIUH B BRCE R A& 2 TR ifs e Btk o b
AAT A S R IR 20 5 o A ST I AR TE “Fa 2™ 45 W A& - £t T AR STk () —
B AN B E b T A 7 A e R R 2k B R SR AT IR AN R A SE R AR
o FE— LS ] b, R E A S EL 7 ERTAT AL S 2 i S AL E ) HAE40 CECEARHY
ML AEAFAE K 7 BCHARAY 7 SN S5 T IR R 28 /b — R, AR A SE PR AR

[0035] ATy IR TE ekt & 48 B BE (RIEESTED) BN BURECR BUR I B, H 58
EABECE A — B Z N AT & A b AR HE (EA R T) B REECTEER) . H AEL
REACH f o

[0036] AT FIHI ARTE “pd 327 B “p 257 & 48F . C1.BrEkl.

[0037] AR FIRREIE “ 2 27 20805 T B/ T 1% 10 ¥ Jm 1 A AT — B 8 i an, <&
247 480 1.2 3 AP T —F .

[0038]  fEARIEM & A, BIWIRT, 2 CHa B 7T , B AT FL 4fcbth,, M FF 2 B0 50 A -0~ 5 AR, 3L
EARALHEAT AT CH2 B TG, 3,455 75 A< g FF 25 1 1) CH o 491 201, CH2CH2CH2OHAE C1—CebE 2 14 58 LI
Forp 2 2 PR A AH QB CH2 8 o w43 —0— 854X, BRI D AR s FFY 22 1Y) CHe B e L 224 -0- 5 A

(00391 BRE 53 UL A , A8 SCHT R4 () 45 103 AR AL R 25 M () BT A e A A (481 ke ik S
A4 STAR S F s S AT (B 50 ) T2 B, B — A RR L R A SH AL, (2) 1 () XU
SRR, LA K (Z) 1 (B) RE RS AEAAR o DRI » AR R W A 5 D ) B — STAR A 57 S A A DA BT ik 55
A S AR S A B AT (BRAH S0 St AR VR S 3 J@ T A VG A o BRAE 53 A Ui, A
KAV A BLAS SR A R 2C 05 Ja T AR A W VG Y o ERT s, A R WY R 96 T N A X T4
BV ELAR SRR A T8 2 A IR A HE T AT AL S B PR PR TR .

[0040]  Si4b, BRAE S5 U, A SO R 22 1) 45 A6 38 AR B X AN AE T AR AE — D ERZ A
A7 2= & BB A A7 R AR R &4 [F A = A ie A & e] B — e 2 MR A
SR 5 i DL 1 o B B B A SR B AR R T A A W I A7 AE B R AL R
S AR B B R B SR R R A 2 0 (ERBRF) *HLPHL e MeL NG 0. 10,S
S 'OF o L] 7 FAR I I LI A6 S PR FEVEVR T FRIAANE W] 7E 2540 J / B IR AL 93 Aii 4
e 2 A T H BOAE HAt A= W) 0 i b FAVEAR BT o AEAR R T — 2Tt 7 K, B8 3 5 T
R , AT A A AL (B4 H) e Bk—14 (1a0MC) FIAL R o AEA R IR S — sl Jr =k, 4
AT (BN °H) 58 5 1 [ A7 3R B AR — AN B 2 AN AR F AR LR VR T iR 34
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[0041]  #E—ANsgjti X, A & B $R A6 TR A W RDB N 52 S, JLh R NHL 78 55— 52
R RPN R AE S SE 5 I, RPNCT W AE A — 2y s, RPAF . 78 53— S22
i, RAICI—Celi s , HerpiZCi—Colie 4 0-64 154 B o 71 53 — 2 it 5 a0 , RPN CFs o 7E 55—
S 2, RPAHL CLELCFs.
[0042] 77 5 —sgjii )y s, A % B B A6 T AL A W RDB 0 52 S, JLh R NHL 7 55— S2 i
HRFLRAK R A LT, RONCLAE Y — 2 5 b, RONC-Celie 3, Hirhriz
Ci—Co e 47061~ 2 BV 78 55— 52 7 0 F , RPAICPs o £E S — 5Kt 7 b , R M CPaCPs.
[0043] 77 75— sy X, A % B SR A6 T RO A W RDB N 52 S, FLh R N HL 78 55— 52
R RN R AE S SLE 5 I RNCT W AE A — 52 s, R2AF . 78 53— S 7 2
R NC1—Coli 2k o 7E 5 — SE it A, RPN CHs o 78 57— SE i 5 s, RO A Ci—Celie 3, Hor i
C1—Co it FE A 0-6 1> 11 22 EUAX , Ho 1% Ca—Cobt 2L (1) — N CH2 L 7o 40— & AR o 78 75— 32t /7 20
th, RO AJOCHs o 78 55— 2t 75 20, RO OH. 78 5 — 52t /7 30, R A 0CF s,
[0044] 77 5 —sgjiti )y X, A % B $R A6 T AL A W RDB N 52 S, FLhRONHL 78 55— S2 i
i RUAR & A 5L A, RONP AE 53— s 7 30, R Ci-Cobe it , HrpriZCim
ColE A 0-6 1 11 22 HUAR , Ho i Co—Colt 2 19 P AR AH ABCHa B TT 4 -0~ AR 7E 75 — 5L 7
2, RENOCHs o 7E 55— S0t 7 3 , RHOCFs
[0045]  7F 55— SZiifa 7 b, AR R R AL T 14 S P R B e S, Ho XA-PO (OH) O M~
PO(0) 2« 2M"; B—PO (0) 2 » D*" ;M ALi" Na' K BN (R?) 4" Horp K R7Ph A7 H W HERCi—Calit L
HD2+7§JMg2+ . Ca2+EiBa2+ .
[0046]  7F 5 — st 7y Arh , AR I FR AT 1Ak A P AR fin s S, e XSh-PO (OH) O M, HL
MURLE AR —AN LR 7 A, XA-PO (OH) O M, HM ANa ™ 78 75— St 5 =0, X PO (OH) 0
M, AMORKS 78 55— szt 77 X rp, XoA-PO (OH) OM°, FLMTAN (R?) 45 Frh &R 37 3 W HEK C1 -
Calpedit o 78 55— 52t 7 20, XoO—PO (OH) M, HMAN R?) o5 Ho i SRV A CHa 3L ] o 75 o — 5k
it 77 2, AR B AR T Ak A AR e S, HoRX-P0 (0) 2 « 2M°, HMUALL o fE—A4
S 7 3, X=PO (0) 2 » 2M°, M ANa" o 75 55— 52 7 30, X-P0 (0) 2 » 2M°, HMRK
CAE Y SEE T R, XA-PO (00) 2 ¢ 2M7, HMTAN RY) 475 o & RO ST M S HE Ci—Cakii s o 7E
— St 2, XA-PO (0) 2 « 2M°, HMUAN R®) 45 He P 55RO CHa 3
[0047] 77 5 —sghitiy b, AR BIRAER T b SR Nz 30, HhXh-P0 (00) 2 » D™,
HD* AMg™  Ca* BkBa® o 7E— ANt Jy 2 , XA-P0O (07) 2 « D*', HLD* AMg® o 75 55— 5Lt )y
A, XH-P0 (00) 2 « D™, HD* ACa™ o 78 55— 5Lt J7 30, XA-PO (0) 2 » D™, HD* AyBa’.
[0048] 75—kt )y S, AR B HR AL T AL AP RIEE g S, HedXy-PO (OH) 2.
[0049] 7 55— sty s, Ak AR AR THO AL A W RIBE e X, P RPACT, RPHCT L R
JHOCH3, RUAF , HXA-PO (OH) 2.
[0050] 7 5 —sEiti s, Ak B4R AR TR AL A W RIBE e S, HerpRPACT,RPHCT, R
SHOCHs , R“AF, HXH-PO(0) 2 * 2M°, M AL Na' K BN (R®) 4", Forb & ROph 7 M1 AHER Ci—Cakit
%,
[0051] 7 5 —sEiti s, Ak B4R R TR AL A W RBE g X, HerpRPACT, RPACT, R
SHOCHs, RAF, HXA-P0O (OH) 0 M" , M L1 Na' K BN R?) «*, F op % ROJh 57ty A HER C1—Cakit
%,
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[0052] 7% 55—zt b, AR B AR LR TR AL A PRI R i sE 3, o RP A CFoCFs, R A
OCHs,R”NF , HX AP0 (OH) 2.

[0053] 7% 55—kt b, AR B AR LR T AL A PRI R i sg S, o RP A CFoCFs, R A
OCHs,R"AF, HXAH-P0(0) 2« 2M", M ALi" \Na  K'BIN (RY) 4", Ho vt & RVl 57 1 W HBR C1—Ca it
%

[0054] 7% 55—zt b, AR B AR AE R TR AL A P RIR i sg S, HohR® A CFoCFs, R A
OCHs,R"NF, HXN-P0O (OH) O M',M"AL1" Na' K BRIN (R?) 4", Hrp & R¥Jh 37 Hb AYHBR Cr—Cafie B
[0055]  7F b — it 77 30, A R B R LA A5 0 FHBR s S, AR HCFa, R CHa, R
NF, HX PO (OH) 2.

[0056]  7F by — it 77 30, A R B R AR LA A5 0 FABR s S, AR M CFa, R M CHa, RY
NE,XN-PO(07) 2« 2M° , ML Na" K o 7E 53— St 77 NH L, MUNLL o 7 S — S8 g =0, M0
NNa'.

[0057] £ b — it 77 30, A9k BRI LA A5 0 FRBR s S, AR M CFs, R M CHs, R
NE,XAH-PO(0) 2« D', HD* AMg® . Ca* B{Ba® . #E— ALhifi /7 =0, X -P0 (00) 2 « D*, HD?
Mg AE S s2 i, X-P0 (0) 2 + D, HD* Ca™

[0058] 71 53—kt 2 b, A& B SR AR Tk A M FB i s S, H PR ACRs , RZACHs , R
NF, HX PO (OH) 2.

[0059] 75 53—kt 2 rb, A% B SR AR T Ak A FB i s S, H PR ACRs , RZACHs , R
NE,XN-PO(07) 2« 2M° , ML \Na" K o 7 53— Lt 7 N, MUNLL o £ S — S8 g =0, M0
HNNa'.

[0060] 7 5 —sita 77 30, A9k B AR AR LA A5 P FHBR s S, AR M CFs, R M CHs, RY
NE,XHN-PO(0) 2 * D*, HD* Mg . Ca* B Ba®" o £E— ALt 7 = , X-P0O (0) 2 » D*, HD*
Mg A 53— St 7 3, XA-P0 (0) 2 « D*', HD* HyCa™.

[0061] 75 Y5 —sgjiti s 30, AR B4R AR T AL AP AR s S, Ferp R ACL, RP M CH , R
NF, HX PO (OH) 2.

[0062]  7¢ 5 —sgjiti 2 b, AR R R TR AL AP A e S, HRRACT, RPN CHs , R
NE, HXA-PO(0) 2 « 20", M"ALL " Na" KBIN RY) 4, Horh & ROJh ST s g HER Ci—Cafit s

[0063] 7 5 —sgiitiJy 2 b, AR R AR TR AL AP A e S, H R R ACT, RO CHs , R
NF, HXA-P0O (OH) O M, M AL1 " Na" JK'BEN (RY) 4" Horr , & R¥J 7 41 HHEL C1—Cafit i

[0064] 7 5 —sgiiti Jr b, AR A SR TRIAL A FIBH s S, JLh RN CFs, R7 A CHs, R
NF, HXA-PO (OH) 2.

[0065] 7 54—zt 7 a0, A B FR AL R TR AL S R e S, H B RPN CFs, RTAF, X
PO (0) 2« 2M" , MALL"Na" K" o 78 53— Lt 7 X, ML o £E S — 38 7 s rp , M Na ™
[0066] 7 55—zt 7 a0, A B $R AL R TR AL S M FIB insE S, He B RPN CFs, RTAF, X
N-PO (07) 2 « D™, HD* AMg™ . Ca® BiBa™ . 7 — AN SL i /7 X, XoA-P0O (0) 2 » D*', HD* AyMg’
CAE S Szt o, XOA-PO (0) 2 « D*, HD* U hCa* .

[0067]  7£ 5y —sk i)y b, ARk it — PR I-ARIAL 54

21



CN 105814067 B w Bg B 9/76 T

N\ AR 0
H
(&3

I-A
[0069] oo £ERRIR H I Al N7
[0070]  R*JypG R ERCI—Cokitd , H % Ci-Cole FE A 0-61 1 R EUAR 5
[0071]  R®yp 25 OHER C1—Cok i , L HP % Cr—Colm 4 064N B 25 AR HL I HH i Ci—Colm 2
1) 28 % PR FHAR CHo B T Al 1 —0- B 48
[0072]  R"Aypi 2 BC1—ColE it , HHh 1%Ci—Colit H A 0-64~ i 22 BUAR EL I iZCi—Colie 2 &2
Z AR AHABCHo . T AT 45 -0- &5 4K HL
[0073]  X>—PO (OH) 2.—P0O (OH) O M".—P0 (0) 2 * 2W' BP0 (07) 2 * D™ ;M A Z4 5 | Al HE 57 [ 24
WrBH B+ D™ A2 BR300 B F.
[0074]  7£ 5 — szt Jr 2, A R WA R T AR AL AR g S, R K &K 76 5
— 52 77 o, RPACTAE i — s 7 30, RONF R 5 — St 7 X p , RPACi-Colie 3t , Hor
ZC1-ColE 34061 2 BUAR o 78 55— S 77 X, RPN CFs o 78 53 — 32t 75 20, RN C 1Bk
CFs,
[0075]  7E 5y — szt Jr 2, A R R AR T AR AL SRR N S, RN iK &R 76 5
— 52 77 A, ROACTAE 7 — 52 7 30, RONFE 5 — S 7 s, ROACi-Cole 3t 7 5
— S 75 3, RN CH o 75 55— 3L e 77 3 , RN Ci—Colit A , Ho P i Ci—Coli S48 0-64N 17 3
EUAR, He P 22 Ci—Cole FE ) — N CHo B e Al —0— 548 o 78 55— 52 77 30, RPA0CH3 75 575 — S it
772, RPNOH AE 55— 52 5 2, R AH0CF s #8 5 — 2 it 77 3% 1, R°9F . C1 . CHs . OCHs . OHEX,
OCF3.
[0076] 7 53 —szjti 7 A, A & B SR AE R T-ARI AL S AT s S, HehRTUA X &K A8 5
— 277 R, RUAF AR 52 7 30, RUAC-Cele it , HhiZCi—Colt FE4% 0-64> B 2 X
AR Z.Ci—Cole 5 1) T A AH 4B CH B T8 ~0— 54X o 7 55— 52t 5 30, R™A0CH3 o 72 57—
et 7 X RUAOCFs o 78 55— szt 5 2R, RUAF L OCH BLOCFs o
[0077]  AE 55— sk 77 :rp , AR B S A T-AR AL & W AR i e S, Hed Xoh-POo (OH) 2. -
PO (OH) OM";—PO (0) 2 » 2M'BL-PO (0) 2 « D**; HrpM L1 " Na BRK ', H H D AyMg™ Bl Ca®"
[0078]  7F 5 —sgiti r b, Ak R AL R T-ARI Ak S AR I sE SC, H PR MCFs, R7NCT
OCHsBECHs , FLRTAIF o 7E— A S0 75 20 P, RPN CFs, RONCL, HRUAF A 75— S2 it 7 s0f, RN
CF3,R”A0CHs , HLRTAF o 75 57— 52 7 2, R MCFs , R ACHs , HLRUAF
[0079]  7F 5 —seiti )y s, AR IR AR T-ARI AL S R N 2 30, FeP R HCFs, ROACT
OCHs B CHs , R"NF , HLXA-PO (OH) 2. 7 — AN SEjii 7 X, R ACFs, R NCT, RTUAF, HXA-PO
(OH) 20 7 55— =L 77 2, R2NCFs, R2HOCHs , R©AIF , HXH-PO (OH) 20 78 55— 2t 7 20, R?
SNCF3,R>ACHs, RUAF, HXA-PO (OH) 2.
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[0080]  7F skt 7y U, AR BH R AL R T-AR AL A W B nsE S, HAF Xoh-PO (OH) O°M
L=PO(0) 2 e M BL-PO(0) 2 * D*' sMUALL WNa' VK EIN R?) 4 3 v & RO ST H Ay HER Ci—Ca it
B, HD* JgMg™ . Ca™ BYBa™",

[0081] 7 y—sijita 77 s\, AR Bt T-AR AL AW FIBR i sE S, HdrXCh—POo (OH) O M,
AMEALL AE— AT 2, XN-P0 (OH) OM", HM 7 ANa™ . 78 55— Skt 77 20, X —P0 (0H)
OM', M AK fE 55—zt )7 20 rh, X-PO0 (OH) OM™, LM AN (R%) 4" 5 o rp &R 37 Hh A HBK
Cr—Cafedt o 72 575 — 52t 77 20, XA-PO (OH) O M, ELIMUAN RY) 45 Hop SRV N CHa LA

[0082]  7F by—skjta Uy N, AR BRI T-ARI AL A RIBR I sE S, HdrXoh-P0 (0) 2 = 2M
S HMOAL AR SEE T A, XOR-PO (0) 2« 2M°, HM U ANa' o 7E 5 — 52t 77 =0, X -PO
(0) 2+ 2M", HM MK #F 5 — 52t 7720, XA-PO (07) 2 = 2M", AM AN (R?) o5 H o S R7H00T
i AHER C1—Caft e o 7E 55— 32t 77 20, XCA-PO (07) 2« 2M, EMUAN (R) 4" s HoH R A CHa B
i

[0083] 7 53— SEhti /b, AR R AR T-AR AL S AR nsE 3L, Hep XOW-PO(07) 2
D*, HD* AMg® . Ca® BBa™  £E— AN 77 3, XH-P0 (0) 2 * D', HLD* AMg™ /£ 3 — 5L it
7530, XA-PO (0) 2 » D*', HD* ACa™ . 78— 52t Jy 2 rf , Xo-P0 (0) 2 * D™, HLD* AyBa™,
[0084] £ 5y —sgjtaJy 20, A BRI A T-AR A S P AT e S, H X y-P0 (OH) 2.
[0085] /¢ 5 — sk Jr A rp , A R R AR T AR AL A R B InsE S, HP R NCRs , RO A
CHs,RTAF, HX NP0 (OH) 2.

[0086] 7 b — skt Jr A rp , A R B R A AR T AR AL A R sz S, HP R NGRS, RO A
CHs, R"NF, X A-PO(07) 2 » 2M° , M ALi " Na"K' o 7E B —SZjiti 7 2 , MOALL o 78 55— S2 ity 20
L M TANa' .

[0087] 7t 5 — sk 7y A rp , A R AR AR T AR AL S R B s S, HP R NCRs , RO A
CHs,RUAF,XN-P0 (0) 2  D*', HD* AMg®' .Ca® BYBa™ . 76— SL i J7 2 , XoN-P0O (0) 2 « D?
" ELD* AM” AR 55— 5 7 2, XA-PO (00) 2 » D*, D™ ACa™ .

[0088] £ Jy—sgitiy =N, A R — AR I-BRIAL S,

o} /@/\o—x
H
R3 (@)
RS

[0089] \©

Ry
I-B

[0090] R AE AR H IR d 37 s
[0091]  R*JAypi 2R BLC1—Cobiedik , Hoi%Ci—Colr S A 061 i 22 A 5
[0092]  R°Jyi 2 OHEL C1—Cobe Ak , Hirf1i% Ci—Cole H A 061> 2 BUAC H H %0 —Copn 22
(1) 25 2 P HE FHAR CHo B0 T A B —0- B 4X
[0093]  R™Aypi 2 BRC1—Cofidt , HHhiZCi—Cokie I 4 0-64 i 22 HUAX HL L iZCi—Colie 2L 10 &2
Z WA HE A AR CHe B e A A -0- 84X H.
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[0094]  X—PO (OH) 2.—PO (OH) O M".—P0 (0) 2 * 2M' BP0 (07) 2 * D*" ;M N Z4 5 Al HE 52 1 84
WrBHE 55 HD* 224 Rl B2 1 0 P B+

[0095]  7& 5y — szt r S, A R B R AR T -BRIAL SR N S, RPNk R AE S
— St R RONCT o AE B — 2 P, RPN C—Celi 3t , H 1 i%Ci—Colie T4 061 11 3= X
1R TE S —32iita 77 R\, RO M CFs o 75— 52 7 2 HH , RPHCFoCFs 6

[0096]  7£ 5 — szt Jr S, A R B AR T B4k S R N S, RN K &K A6 5
— 52t 77 A, ROACT AE 57— 52 7 30, RONFFE S — st X, ROAC-Cole 3t . 72 5
—52hiE 7 A, RN CHs o 7 5 —SE i 7 S, RPACi-Cole 2t , Ho P iZCi-Coke 47 0-6 1 150 3
EUAR, He P iZ2Ci—Cole ) — N CHo B oA —0— B4R o 78 53 — 52 75 30, RPAI0CH3 » 75 575 — S it
Jr 2, R0 78 53— St )7 2, R A0CFs o

[0097]  7& 5 — szt r S, A R B AR T B4k S R g S, RO K R AR5
— S 7 R, RUAFFE 57— 52 s rp , RUACi—Cele 2, o iZ Ci—Colie 345 061 15 3= X
AR, He A ZCr-Coe 3 (K AN AR A ABCH 2 oAl —0— R 78 55 — 52 75 30, RUA0CHs o 75 55—
et X, RUA0CFs .

[0098] 7 55— sk /7 AP, AR B SR AR T -BR AL & M AR nse X, Hod XoA-PO (OH) 2. -
PO (OH) O M";-PO (07) 2 * 2M' BP0 (0) 2 » D*"; oM L1 Na BEK', H H J1D* Mg B Ca®’,
[0099] 7 55 —seitdr A rh, AR AR LR T B Ak & M RIBR Inse S, FE AR ACFs , R NPER
CHs, HLRTNF AE—ANajii 77 20, RN CL, R NCHs, HRUANF A 55— 32 77 20, RP M CFoCFs
R°4O0CHs , HRTAF,

[0100] 78 55 —seitdr 2, AR AR LR T B Ak & M0 RIBR e S, FE AR A CFs , R WPER
CHs, R"AF , HLXH-PO (OH) 20 £E— MLt 5 s H , R¥ACT, R NCHs , RUAF, HX PO (OH) 2. 4E 53
— 52 77 2, RN CF2CFs, R°H0CHs , RUAE, HXA-PO (OH) 2.

[0101]  #£ 5y — skt 7y 2N, AR B S L R T-BIW A G- W A 0 sE X, s XCh—PO (OH) 0°M
P00 2 ¢ 2M 5 EL-PO (0) 2 * D* sMNL1 WNa K BEN (R) 4" s Hirh &-RYPh AT Hb A HBR C1—Cakit
B, HD* JgMg®' . Ca® B{Ba®",

[0102]  #£ 5y —seja 7y =0, Ak B FR AT -BI AL A M ABH nsE X, et XJ9—PO (OH) 0°M
S HMUALL A — AN E T 204, XoA-PO (OH) O M, HM " ANa' o 78 55— 5L i 75 20 , X -PO
(O OM", M NK o 78 55— 52t 5 2 b, XA-PO (OH) OM, HMTAN RY) 45 He o SRVl A H
BRCr-Cabyedit o 75 57— SZiti 5 b, XoO-PO (OH) M, HM AN (R) 4" 5 Herb %RV A CHa 3L A

[0103] 75—kt )7 sNrh , AR B 3R A0 T-BR A S ATBH g S, HepXoh—P0 (07) 2 = 2M
S HMUALL G AE— AT R, XON-P0 (0) 2 2M7, HM WNa' o 7F 55— sZjiti 77 2, X -PO
(02« 2M", HM MK o 78 5 — 52t J5 2, XoA-PO (07) 2 « 2M", HMAN (R?) 45 o rp RV SH ST
H AHB Cr—Cafedik o 75 57— St 7 X, XoA-P0 (0) 2« 2M°, HMUAN RY) 45 Hoh R CHadt
il

[0104] 77 5 —seit )y s, AR IR AR T-BRIAL SR N 30, HpXoh-P0 (07) 2  D?
*, HD* AMg™ Ca™ BiBa™ fE— ANt 1y 2\ rp , XoN-P0O (07) 2 « D™, HLD* AMg™ o 78 55— SE it )y
X, XKH-P0O (00) 2 « D™, HD* ACa™ o 78 55— SEHii /7 30 f , XA-PO (07) 2 » D™, HD* HyBa’.
[01058] £ 55—k /7 =0, Ak B AR A = T-BR Ak S AR e S, HeFXh—P0 (OH) 2.
[0106]  7F S —sgitily o rp, AR R T-BRIAL A PR I sE S, H P RPN CFCFs , RO A
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OCHs,R"NF , HX AP0 (OH) 2.

[0107] 75 5 —sji s a0, AR B $R AR T-BRIAL A W RIB N sE S, H RPN CFaCFs , R2 A
OCHs,RTAF, HXH-P0(0) 2« 2M", M NLi" \Na K BEN (RY) 4", Ho v & RVl 57 1 W HBR C1—Ca it
Ho

[0108] 77 5 —sgjii a0, AR B $R AL R T-BRIAL A W RIBH 0 sE S, RPN CFaCFs , R2 A
OCHs,R"NF, HXN-P0O (OH) O M',M"ALi" Na' K BRIN (R?) 4", Hrp & R¥Jh 37 M AYHBR Cr—Cafie B
[0109] 7 54— e Jr s ep , A R B R 2R T B AL A M R B sz S, Hp R NCRs , RO A
CHs,R"AF, HX NP0 (OH) 2.

[0110] 78 5 —sujti /7 s rp , A R B3R 2R T B AL & M R B sz S, Hp R NCRs , RO A
CHs, R"AF, X AP0 (07) 2 « 2M° , M L1 Na' K o 76 B — SZhitir 2 , MALL o S — 5Ly
M ANa’,

01111 78— s 77 b, A R B3R 2R T B AL & M R B sz S, H PR NCRs , RO A
CHs,RUAF,XN-P0 (0) 2 * D*', HD* AMg®' .Ca® BYBa™" . 7E — A S2 i )7 2 , X 9-P0O (0) 2 « D?
", AD* AMg™ AR 55— 5 7 2 p L XA-PO (00) 2 » D, D™ ACa™ .

[0112] 78 b — kit 7y s, AR IR AL 2R L-BR AL A A n s 3, F PR HCL, R ACHs,
RUAF, HXA-PO (OH) 2.

[0113] 75 b — kit 7 30, AR W AR AL 2R L-BR AL A A n s S, F PR HCL, R ACHs,
RUAF, HXH-PO (0) 2« 2M",M L1  WNa' K BEN (R?) 4", Hirh & RV 7 s g HER Ci—Cabii di
[0114] 75 5 — et 7 30, AR AR A 2R L-BR Ak A AT n s 3, F PR MCL, R ACHs,
RTAF, HX-P0 (OH) O M, M ANLi" Na" K'BIN R?) «*, Hid & R7ph 37 H AHBEL Ci—Calie 5

[0118] A8 53—kt 7 =0, AR R — AR I-CRI 51,

= N/“o X
[0116] ©

Rz
I-C

[0117] A AE R H I a7
[0118]  R*Api FRBKC1-Colrdd , H % Ci-Coke 24061 i ZEU 5
[0119]  RTMyp ZBRC1—Cofidt , o iZCi—Cokie FE 4 0-64 i 22 HUAR HL L iZCi—Colie 2L 1 &2
Z WA EAHARCHa B T AT 4 -0- 54X AL
[0120]  X2H-PO (OH) 2.—PO (OH) O M'.—P0O (0) 2 * 2 BE-PO (0) 2 * D** ;M 2527 b Al 52 () B4
WrBHE; HD* A2 RT3 10 B+
[0121] 78 55—zt s, Ak B4R AR T-CR AL & B i 52 3¢, L R* N Ci-Cobi 3t
HoiZCi-Colie S 064 i Z B o 7F 55— 2t 7 X , R NCFs.
[0122] 7 % —szjitiJr S, A R B AL T-CRutb S A insE S, RO &K A —
AN 7 2 d , RUONF AR B —S2 i 2, RUNCi-Celie 3t , HerPiZCi—Colie 3E 4 0-61 ki 2 Y

25



CN 105814067 B w Bg B 13/76 T

A H A% CL-Co e e 1 E 2 AN AEAHABCHo B T AT 4 -0- B AR AE— A2 7 R, R™ N
0CF3.,

[0123]  7F 5 — L)y =N, AR R AL ST -CRIAL A W b e S, o Xoh-P0 (OH) 2. -
PO (OH) O M';-P0O(0) 2 * 2M' BP0 (0 ) 2 » D*'; HedM L1 Na BEK , H H J1D* Mg B Ca®’,
[0124] 753 —sghiti )y 20, Ak R (X T-CHO b A M FIF i 52 3¢, FLhR*ACFs, HRTAF
B{0CF3.

[0125] £ b — ety s, AR AR A s L -CR AL A R in s S, FE AR M CFs, RUAFER
OCF3, HXY-PO (OH) 2.

[0126] 7 5 — skt 7y U, AR R AL T -CIR Ak A W inse S, HA Xoh-PO (OH) O°M
L=PO(0) 2 e 2M s BL-PO(0) 2 * D*'sMUALL  WNa' VK EIN (R?) o 3 o & RV ST b Ay HER Ci—Ca it
£, HD* AMg™ .Ca*' B Ba™",

[0127] 78 5y—s2ja 7y =N, AR Bt T-CRIAL AW R e S, HidrXoh—POo (OH) O,
HM AL AE—ANSEHE 77 20, X-P0 (OH) O M, HM RNa" o 78 75— 52 it 77 =X, XoA—P0 (OH)
OM', M AK' AE 5552t J7 20 f, X-PO0 (OH) OM™, M AN (R%) 4" 5 e rp &R 7 Hh A HBK
Cr—CafEdt o 72 55— 52t 77 20, XA-PO (OH) O M, AIMUAN RY) 45 Hop SRV N CHa LA

[0128] 7 y—sijta Jy =N, AR B A T-CRIAL A AR e S, HprXoh-P0 (0) 2 » 2M
S HMURL AR SEE T R, XOR-PO (0) 2 « 2M°, M ANa" 75 75— 52t 77 =0, X -PO
(0) 2+ 2M", HM K" #E 5 — 52t 77 20, XA-PO (07) 2 = 2M°, HM AN (R?) o5 H o S R7H00T
Hh AHBLC1—Cali ik o 75 5 — SEHE 77 2, Xoh=P0O (07) 2 = 2M°, AMUAN ®RY) « 5 o RN CHa
i

[0129] 78 55 —sei A, AR IR AL T -CItb S A e S, HpXoh-P0 (00) 2 « D?
", BD* AMg® \Ca” BiBa” o fE— NS 77 3, XA-PO (07) 2 « D', ELD* AMg™ o £E S —SE i)y
X, XA-PO (0) 2 « D*', HD* ACa™ . 7E B — 52t Jy 2l , Xo-P0O (0) 2 » D*', HD* ABa™,
[0130]  ££ 5y —sg ity =0, Ak IR I A T-CI Ak S P ATt e S, Hh X y-P0 (OH) 2.
[0131] 78 5 — e 77 s ep , A R B3R 2R T -Cr b & R B s S, H P RPN CFs , RO A
CHs,RTAF, HXAN-PO (OH) 2.

[0132] 77 5 —seitiy X, AR R AR T-CRIL B MR i 5g S, Jh R HCF3, RUAF, X
PO (0) 2« 24", MALL"Na" K" o 75 53— Lt 7 P, ML o £ 38 7 SN, M Na s
[0133] 77 5 —sgitiy s, AR R AR T-CROAL A MR N 52 S, R R HCF3, RUAF, X
N-P0O(07) 2 * D**, HD* AMg* . Ca® B Ba®" o £E— N SZfifi /7 i , X-PO (0) 2 « D*', HLD* yMg?
CAE S szt o, XA-PO (0) 2 « D*, HD*NCa® .

[0134]  7£ 5 —skhti )y b, ARk it — PR I-DRI AL 54
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AINTTN0-X
[0135]
I-D

[0136] v AE BRI HE B A 37

[0137]  R*AypG R EKCi—Cokiedk , H P iZ Ci-Colt FE 4 0-61 1 R 5

[0138]  R™AR ZBC1—Cofe it , o 1ZCi—Cokit I 0-64~ i 22 BUAR HL I iZCi—Colie B &2
Z AR AHABCHa . T AT 45 -0- 54X HL

[0139]  X-PO (OH) 2.—PO (OH) O M".—P0 (07) 2 * 2" BP0 (07) 2 * D™ ;M N Z4 5 | Al HE 57 [ 24
WrBH B+ D™ A2 BRI F.

[0140] 77 %5 — S 7 b, Ak B AR T-DI Ak S AR s S, bR NCi-Celie 3
H 1% C1-Co R L E0-6 1 R EUAR o 7 55— SEi 5 kb, RPN CFa . 78 53— s2 it 7 sk, R7 A
CFoCF3,

[0141]  fE S —szjfi Jr 2, AR B HR AR T-DI AL S insE S, Hodr RUABG R AE—
ANzt A RONFAE S — 52 i 7 2l RUACi—Celie 3t , HirhiZCi-Cole 4 061 1% 2 B
AR H 1% Cr—-Co e 3 10 2 2 AN AEAH AR CHo B 7T AT 4 -0- AR o FE— A2 7 o, R™ N
OCF3.

[0142] £ 5 — k) =N, AR R At ST -DIX AL A W Bt nsE S, Hdr Xo-PO (OH) 2. -
PO (OH) OM";-PO (07) 2 * 2M' BP0 (0) 2 » D**; HedM L1 Na BEK", H H F1D* Mg B Ca®’,
[0143] 7 55— s 77 s , Ak B4R AR DI A6 & 0 B inse S0, HARPACFs , HRTA
CFso 78 A — 52 jiti /7 i b , RN CFaCFs, HROAF .

[0144] 77 573 —sgjiti 5 b, A& B3R 6 T-DAIAL A W RIB 052 S, Horp R A CF3 R A
CF3, FLXA-PO (OH) 20 72 55— SEJiti J7 30, RO ACF2CRa JRUAF, HXH-PO (OH) 2.

[0145]  7£ 5y — skt 7 2N, AR B H2 L SR T-DIR A6 S W A n s X, s X2h—PO (OH) 0°M
L-PO(0) 2 ¢ 2M ;BP0 (0) 2 * D*"sMLA" WNa' K BN (RY) 4" s Horft & RYJ 57 JyHER C1—Ca it
B, HD* JgMg®' .Ca® B{Ba®",

[0146] £ 55—t 77 s, AR B3R AL T-DR AL AV ANBH in e S, A Xh-Po (OH) OM,
HM AL AE—ANSZiti 7 2, X9-P0 (OH) M, HM Na* o 78 55— SZ it 7 R , XA—-P0 (OH)
OM", HM AK o £F B —32iiti 7 X f , XO—PO (OH) 0M™, MU AN (R) 4 5 e b 84 R™p 37 Hh Ay HEK,
C1—Caliidit o 7E A — 52t 7 20, X 9-PO (OH) O M, HM AN (R®) 4" 5 Herh %R M CHs LA

[0147] 78 5y — &t 7 2Urh , AR I 3R AR T-DI A S ATBE i sE S, HehXoh—P0 (07) 2 = 2M
S HMUALL G AE— A R, XO-P0 (0) 2 2M7, HM Na' o 7E 55— Sz it 77 2, X -PO
(02« 2M", HM K. 78 55— 52t J5 2, XoA-P0O (07) 2 « 2M°, HM AN (R®) 45 Horp RV Sh ST
H Y HER C1—Cadi i o 26 5y — S 77 2, XH—-PO (0) 2« M7, HM AN RY) 4 s Hidh %R JyCHa 2k
7.
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[0148] 77 33—kt )y a0, Ak AR (X T-DIG AL A M0 RIB 0 52 S0, FehXA-PO (00) 2 < D
“, AD* AMg™ . Ca” BiBa™ o /E— NSt 7 30, XA-PO (07) 2 » D™, ELD* AMg™ o 7E S —SE it )y
X, XA-P0O (0) 2 « D™, HD* NyCa™ . AE 5 — L J7 204 , XoA-P0 (0) 2 » D*, HD* AyBa™,
[0149] 78 5 —seitaJr s, A% R EE R T-DIX b S AT s S, HAhXA-Po (OH) 2.
[0150]  7F 5kt Jr b, AR B3 it — PR I-ERAL 54,

SO

[0151]

I-E
[0152]  HLrp 7R AR HH B A kN7 -
[0153]  R¥FIR M7 HE A g 2 B Ci-Colye it , Ho i Ci—Colie 2 4 0-61 i Z BUAX 5
[0154]  R™Aypi 2 BC1—CofE it , HH 1%Ci—Colit Ha A 0-64~ i 22 BUAR HL I iZCi—Colit B &2
Z A HE A AR CH BB T ] 4 -0- 84K H.
[0155]  X>—PO (OH) 2.—PO (OH) O M".—P0 (07) 2 * 2 BP0 (07) 2 * D™ ;M A Z4 2 | Al FE 57 [ 84
WrBHES ¥ HD* 222 E Rl B2 1 A0 FH B
[0156]  7E 5y — szt Jr 2\, A R R AR T B4k SR g S, bR Nk K 76 5
— s 77 2L, RPACL.
[0157]  7& 5y — szt Jr a0, A R R AR T BRItk S R s S, RPN iK R 765
— s 77 2L, ROACL.
[0158]  7£ by — szt Jr sl , A R IR AR T B4k SR s S, RO K &K A —
AN 77 3, RUAF
(01591 #£ 5y — skt Jy =N, AR B2 kR T-E Ak S P ER InsE S, H X 9—PO (OH) 2. —
PO (OH) OM".—P0O (07) 2 * 2'EK-PO (07) 2 » D*"5 LM ML " \Na"BRK ", HILHD* AMg™ Bk Ca™ .
[0160] 77 5 —sgiiti )y s, AR R LR T-ERI AL A R N g S, JehRPRIR® AC1, HR'
NF.
[0161] 77 5 —sEjti )y :0b, AR R R GE R T-ER L AP RIER e S, Hk RPAIRPACT, R
NF, HXA-PO (OH) 2.
[0162] 7 % —sZjiti Jy 2, AR IR AR T-ER9AL & 9 R nsg X, Hodr Xoh—-PO (OH) OM
FL=PO(0) 2 * 2 BP0 (07) 2 * D sMMLI*WNa' K BN (R®) 4 o ot % RO 7 s A HE Ci—Cakit
B, HD* JgMg®' . Ca* B Ba®",
[0163]  7£ 5y — &t )7 sNrh , AR IR AR T-E R A S ATBH g S, HerrX2y—Po (OH) O M7,
HM AL AE—ANSZiti 7 2, X9-P0 (OH) M, HM yNa® o 78 55— SZ it 7 R , XA—P0 (OH)
OM', AM AK' 7E 5 —52 i 77 s i, XA-PO (OH) O M, ELM AN (R®) 4" 5 H v - RO ~7 Hb g HER
C1—Caliidit o 7E A — 52t 7 20, X -PO (OH) O M, HM AN (R®) 45 Herh %R CHs LA
[0164] 7 55—t 77 ANrp , AR IR 3R AR T-ERI A S W AIBE e S, HpXoRA-P0 (07) 2 » 2M
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L HMOALE AT S, XA-PO (0) 2« 2M°, HM U ANa" o 78 55— szt 7 s, Xo-PO
(0) 2 2", AM MK 725 — i 7720, X-P0 (07) 2« 2M°, HMAN (R?) 5 o RV T
Ho AHERCi—Caiedik o 75 55 — 52 J7 b, XO—PO (07) 2 « 2M°, AMTAN R) 45 Horp RV A CHadt
Ei

[0165] 77 53—kt s a0, Ak R (R TR AL AW RIB 052 S, e XA-PO (00) 2 < D
*, AD* AMg™ . Ca” BiBa™ o /£ NSt 77 3, XA-PO (07) 2 « D*°, ELD* AMg™ o 7E S —SE it )y
X, XA-P0O (0) 2 « D™, HD* NCa™ AE S —SZiE 72 d , X AP0 (0) 2 » D**, HD* HyBa™,
[0166] 7 55—ty s, AR R EERT-BR b S PR s S, HAhxXA-Po (OH) 2.
[0167]  7£ 5y —sLj s b, AR B3 it — PR I-FAL &9,

NNp

TN
H
~0

[0168] R5._ ‘

I-F
[0169] v AE BRI H B A b 37 b
[0170]  R*Aypd R BKCi—Cokitdk , H P iZ Ci—Colt B 0-61 1 ZEUAR 5
[0171]  R®Aypq 25 OHBR C1—Cok i , ot % Cr—Colm 24 064> B 25 A HL I tP i Ci—Colm Ji
() %5 22 RN HE A AR CH2 85 70 ] -0 B4 H.
[0172]1 X -PO (OH) 2.—PO (OH) O M".—P0 (07) 2 * 2 BP0 (07) 2 * D™ ;M A Z4 5 | Al FE 57 [ 24
WrBH B+ HD* A2 BR300 B F .
[0173] 7 by — S 77 s , Ak B4R AR TP A A B in sz S, FhR* A Ci-Colie 3t
HoriZCi-Colie S A 0-64 i 2 B o £E S — 52t 77 30 , R MCFss
[0174] 7 55— 77 s , Ak B4R AR TP A A B in sz S, RO A Ci-Colie 3t
HoriZ C—Co e 3L 1 061> i 22 B HL P 1% Ci—Colse JE 1) 58 22 T A EAH 4B CHa 2R 7T 7] 4 —0— %
R AE AL IT R, RO A CHs o 75 S — 2 77 3, R HOCE s
(01751 #£ 55— skt 7 =, AR B2 R T-F Ak S PR insE S, e X9-PO (OH) 2. —
PO (OH) OM" ;PO (0) 2 » 2M'BL-PO (0) 2 « D**; HerpM L1 " Na BRK ', H H D Mg Bl Ca®"
[0176] 77 5 —sgitiy b , AR R GERT-FIAL AR e S, H PR M CFs, R ACH:
8% 0CFs, HX-PO (OH) 2,
[0177]  AE 5 — sk 77 b, AR B X T-FIR Ak & ¥ A nse S, HdrXoh-PO (OH) 0°M
FL=PO(0) 2 * 2M* 5 BE-PO (07) 2 * D sMMLI*WNa' K BIN (R®) 4 o ot 4% ROp 7 1 A HE Ci—Cakit
B, HD* JgMg*' . Ca* B{Ba®",
[0178]  7£ 5y — &t )y sNrh , AR R AR T-F R A6 S ATBH g S, HerpXy—Po (OH) O M7,
HM AL AE—ANSZiti 7 2, X9-P0 (OH) M, HM yNa® o 78 55— St 7 = , XA—P0 (OH)
OM', AM AK' 7E 5 —52 i 77 5 i, XA-PO (OH) O M, ELM AN (R®) 4" 5 H v 8- RO ~7 Hb g HEk
C1—Caliidit o 7E A — 52t 7 20, X -PO (OH) O M, HM' AN (R?) 45 Herh %R CHs LA
[0179]  7F 5 —sife )7 0, AR AR AL T-FRIAL AR e S, R Xoh-P0 (0) 2 « 2M
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L HMOALE AT S, XA-PO (0) 2« 2M°, HM U ANa" o 78 55— szt 7 s, Xo-PO
(0) 2+ 2M", AM MK AE 52 a0, XA-PO (0) 2 « 2W7, AM AN RY) 4" Hop ZR¥MhT
Ho AHERCi—Caiedik o 75 55 — 52 J7 b, XO—PO (07) 2 « 2M°, AMTAN R) 45 Horp RV A CHadt
Ei
[0180] 77 33—kt 5 alh , Ak AR X T-PHIAL AW RIB i 52 S, e XA-PO (07) 2 < D
*, AD* AMg™ . Ca” BiBa™ o /£ NSt 77 3, XA-PO (07) 2 « D*°, ELD* AMg™ o 7E S —SE it )y
X, XA-P0O (0) 2 « D™, HD* NCa™ AE S —SZiE 72 d , X AP0 (0) 2 » D**, HD* HyBa™,
[0181] 7 55—ty s, A% B4R EER TPk S PR I S, FAhXA-Po (OH) 2.
[0182] 7 5y—skj )y b, AR B it —Ph R I-GI L &9

o @NTo-x

[0183] R

I-G
[0184] o AERRIR H IR Hh 37 s
[0185]  R¥FIR M7 HE ARG 2 B Ci-Colye it , Fo i Ci-Colie 34 0-61 i R BUAX 5
[0186]  R®yp 25 OHBR C1—Cok i , L o C1—Colm 4 064> B 25 AR L o i Ci—Collm i
1) 2 Z W3R FHARCH2 B 7T A 4 —0- 54X
[0187]  R"Aypi 2 BLC1—ColE it , H 1 1%Ci—Colit Ha A 0-64~ i 22 BUAR HL I iZCi—Colit 2K &2
Z A EAHARCHa B T AT 4 -0- 54X HL
[0188] X 4—PO (OH) 2.—P0O (OH) O M".—P0 (07) 2 * 2 BP0 (07) 2 * D™ ;M A2 24 |- A fE 52 [ 84
BB 15 BD* 252 E AT A2 B B
[01891  7£ 53 —sziti )y A, A & B R AR T-GRIAL SRR s S, Hd R A X &K o 76 5
— St 7 X, RPACT
[0190]  7F 53 —szjti 5 A, A & B R AR T-GROAL A AT s S, Hd R A &K o 76 5
— St 7 X, RPACT
[0191] 785 —szit oy b, A& B R AR T-GROAL S AT s SO, Hd R A &K o 78 5
— SNty S, ROACL A8 5 — SEHE T 30 P, RONP AE 53— St 5 2, R A Ci—Colie 5 o 72 )
— St 5 3, RO CHs o 7 575 — 52 it /7 X, RN Ci—Colit 3 , HorpiZCi—Cole 34 0-64 i 22
B, HoHiZCi—Cole B 19— AN CH2 B e —0~ 85 AR o 78 55— 52t 5 2\, R OCHs  7F 57— 52 i
7730, RN O 78 55— 52 5 2, R MOCE s
[0192] 78 53 —szjti 5 b, A R W3R AR TGOtk AW AT e SC, A RTUAK R A —
AN 7 L RUAF
[0193]  7& 5y — skt 7y =0, AR B4R At 0T -G AL S PRI nsE S, H X9-PO (OH) 2. -
PO (OH) OM" ;PO (07) 2 * 2M'EK-PO (07) 2 » D*"5 LM ML " \Na"BRK, HLIL D AMg™ B Ca™ .
[0194] 77 5 —seiiti )y 0, AR IR AR T -G A AR Nz 30, P RPAIR® HCLL, RO A
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OCHs, HR"AJF,

[0195] 7753 —sehiti )y a0, Ak AR (X T-GHO b A M FIB in 52 S0, b RPAIR® ACT,R™ A
F.R*>40CHs , HXA—P0 (OH) 2.

[0196] 75—kt 7y N, AR R AL T -G Ak A W R nsE S, A Xoh-PO (OH) O°M
L=PO(0) 2 e 2M s BL-PO(0) 2 * D* sMUALL  WNa' VK ERIN (R?) 4" 3 o & R ST M Ay HER Ci—Cafit
B, HD* JgMg™ . Ca™ BBa™",

[0197] & 5y —sjta 7y =0, AR Bt T-GRIAL AW R e S, HidrXoh—POo (OH) O,
HMOALL AR AL T7 2, XN-P0 (OH) OM', HM 7 ANa™ . 78 55— SEJit 77 20 , X —P0 (0H)
OM", M ANK o 7F 55—t 5 X Hp, X—PO (OH) OM", HMUAN (RY) o5 Ho b SRk ST b HER
Cr—Cafidt o 72 53— 52t 75 20, XA-PO (OH) O M, ELIMUAN RY) 45 Hop SRV N CHa LA

[0198] 7 y— st 7y =N, AR BRI T-GRI AL A RIBR e 3L, HidrXoh-P0 (0) 2 » 2M
S HMUAL AR SEE T R, XOR-PO (0) 2 « 2M°, HM U ANa' o 7E 75— 52t 77 =0, X -PO
(0) 2+ 2M", HM K" #F 5 — 52 77 20, XA-PO (07) 2 = 2M", HM AN (R?) o5 H o S R7H00T
Hh AHBLC1—Calyi ik o 75 5 — SEHE 77 2, Xoh=P0O (07) 2 « 2M°, AMUAN ®RY) « 5 o 5 R7 N CHa
i

[0199] 78 5 —sei A, AR IR AR T -Gk S A e S, HpXoh-P0 (00) 2 » D?
", HD* AMg™ \Ca® BiBa™ fE— AN 77 2, XN-PO (07) 2 » D™, HLD* Mg o 75 55 — S i /7
X, XA-PO (0) 2 « D*', HD* ACa™ . 7E B — 52t Jy a0 , Xo-P0O (0) 2 » D*', HD* ABa™,
[0200] £ 53 —sgjtaJy 20, A BRI S T-GI A S P AT e S, HhXy-P0 (OH) 2.
[0201] 75 %5 — sty b, AR B IR (E A T-GIRIAL AP RIER s S, R R*ACL, RPACT,
R°JOCHs , R“NF, HXA-PO (OH) 2.

[0202] /¢ by s 7y Qb AR B R LR T -G AL A A din sz S0, H R RPACL, RPACT,
R°>H0CHs, RUAF, HXN-P0O(07) 2 « 2M" M ALi " Na K BN RY) 4, Hirh &R7Jh 37 b Y HER C1—Ca
Stk

[0203] 7 5 —sEjtify b, AR B R A R T-GROAL AP RIBR s S, Fe PR ACT, R ACT,
R°>A0CHs, R"AF, HXN-P0 (OH) OM",M"ANL1 \Na' K" BN R) 4", Hih & R¥Jl 37 1 g HEK Ci—Cakit
Ho

[0204]  7£ 55— SEit )y SN, AR SR AR IR A (4- (2- (4-F—2-F R4 -4- (5
FR L) DR R 2 ) —2— S ARIERE -1 (2H) — %) BRI B4 T2 .

[0205]  FE-—ANsLhti Ty S, AR SR BEAL S PO 1) Ui 19 4 B o

[0206]  FE—ANSEHt Ty S, AR PR AL IR A (4- (2- -F—2-F R -4- (5
FH ) DR R B 2 ) —2— AR -1 (2H) —J%) FY R i 2B .

[0207]  7£ 55— SEht Ty SN, AR SR AR IR A (4- (2- (4-F—2-F R D) -4- (5
FH ) O R ) —2— SR AR e - 1 (2H) — 2% HR RIS o 284 B , Gl 3 X of 8 F R AT 59 B (XRPD)
RAE XS 2y RATHIAEE FCu Kadm i WU &N 7E 5 294 2 2540 FZ 200 SEXRPDIN AT 75 %2 /13
ANk AR RN E (JE%20+0.2) :4.4.15.2.16.4.18.0.19.1.19.3.19.9.20.2,
20.5.21.0.22.2.23.5.24.2.24.8.26.3.29.6.30.1/231.3,

[0208] 75— SEhti 7 sUH, AR B AR AL IR A (4- (2- (4-gR—2- R OR AU D) —4- (=
L) JR R B () —2 -SRI e — 1 (2H) —3%) FF BRI i 2B , FL 3 1o X5 280 AR A7 53 I (XRPD)
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KA Z XS 2k RATHAEE FCu KRS WIS 78 [ 2942 2540 15 200 SEXRPDI .75 52 /3
AN FAR RS E (EH20+0.2) :19.3.22.2.23.5.26.3/%30. 1.

[0209] 7 55— SEht )7 U AR AR BERE IR — A (4- - (4-FR—2-F A RE L) -4- 5m
FRL) R B2 2SRtk e -1 (2H) %) AR &R 2B, JLd It H Cu KRS T &Ry (A
AT B 200 X 2ok AT 5 T SR ALE

[0210] 7 55— SEhif 77 U, AR AR BEBE IR — & (4- - (4-FR—2-F A RE AL -4- 5
) ORI R L) —2— S AR e -1 (2H) —2%) R SR 2B, gk — Dl it th 2 R i E G
) R IEIER FEAEZ)210°C TR W HAGRAE , Hrp B DA B 410 CHIHE.

[0211] 48 5 —s& ity 20, AR B BRI — i ifi) 2 A A M 9l [ 44 T2 2CB K 7 V2

[0212] 48 53 —sghta 7 =0, A I FR A — il & A0S M0 91 i U BIK 7 V2

[0213]  FEJ7 VAR —ASEHE 7 20, AL A 9 SE AR B 4 1 [ 442 0B ] H I 58 2 1Y B ES
LA P9I iz &9 5 A NLE R B VLS IR A Y BOA ALE 7S K TR & W7EE
AR ST Bl B RE 2 24 T I S T AR R il 4

[0214]  FEJ7VER 55— SEHE 7 20, AL A 9 SE AR b 4 1 [ 442 QB ] H I 58 2 1 B ES
A A PRI AT %A Y-S K AR TG Gl B T 4 Pk 22 22 4 I 43 s B A4 R il & o
[0215]  FEJ7 VAR 55— SEH Ty 20, AL A 9 SE A b 4 (1 [ 447 0B ] H I 58 2 1 B AS
(R4 B VD 9IE ik AT i AL A ) 5 B VA AR 2R T e Wi bE 22 22 4 F 3 40 8 A ke il 4% o 72
— 5Lty U, BEVA S S R O R T T .

[0216]  FEJ7 VM b — 2 7 =0 , AL S 9 S A LA [ AL 0BRT B TC 5 LRI B4
i A A P9 i S i 4k & 4 5 A LRV 7 AE 20 T i e 22 22 A T8 I 43 5 a1 Aok il
F AL AL T T, A WLERVE AL & LR L BB TR 7 T I

[0217]  FEJ7VER 5 —SEHE 77 20, AL A oM SE A B 4 1 [ 44 T2 QB ] JE 8 J 1Y B
(K140 A 9JE It A Z AL A W 50 HLTE I =38 T Befi 4k 22 224 8] 1 43 B [ 44 R 1] % o 7E
— AN 7 2, A RS K TRER L DY S (THE) | 2-F DU SR I B3R 248 .
[0218]  7E YA —sLii b AL S 9R FE A b alif [ A B w] 3 T IR B S S L &
W9 %A G S5 A NUA FIFK IR A W78 2= 00 T el b 2 2 4 I 2 S ] 44k
B o AE— ANt 77 2, A LA/ KR A WS THE /K PRI/ KBRS/ 7K o AE— AN S 77
Ao, B /KB SIS FEE . LB 7 B .

[0219]  {E A —sZi 7y b AL S 9R FE A b4l [ 44 2 B r] 3 T IR B S S L &
Yo %A G S5 A A FIFK IR A W7 200 T el P he 2 2 4 I 2 S I 44K o
o

[0220]  7E YA —sZi )y b AL SR FE A b4l [ A 2 B R] | T IR B S S L &
WO %A G S5 A HUE FIFK IR A W75 w2l P He 22 2 48 I 2 S T 44K
B oAy SEH T A AL SR HE A b2l i [ 4 T 2B AT 3 T8 i T B i AL A 4918
AT A A W5 L T RK FTR A D7 R R 2 B3k 2 2 247/Ni) I 43 59 1] 44 >Fe il
B o TE— A5 T3 5, A LA R/ KR A WA S THE /7K TR/ K B / 7K o 75— SE T 7
o, AALE /AR SV E TR/ 7K o 78 o — SEE 7 s, A HLE R/ KR A A8 THE/
7Koo

[0221]  {E Y —sZi 7y P, AL SR FE A T4l [ 1A 2 B r] | T IR B S s L &
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Yol ik &Y s T R4 2 243 4 B B4 ke il 4%

[0222]  FET7VER— ALt 7 U ﬂ/‘%%’]ﬁZIKJ:%E’JHHEBTQﬁ%ﬁﬁﬂ’]ﬁ%%ﬂ’]%
G T ZA A WS A VAR AVERIRR S Y BCE TE R 5K R S YEE S
A b 24 H A 5 4 i ARk il 44

[0223]  fEJ5VEM S — S 77 s AL A O S AR b 4l i AUBR] B TR R B A, i 4L
E oI A W5 ARG SR T e IR 2 22 4 H93 B8 4 i A R i 4
[0224]  FET7ER y— kit 77 2N A Ao B A 4l & 2B AT 3 T8 8 T B B dm i 1k
A 9iE I AL A WS EEVE IR 20 T 2l SR 2 2 AT H 9 4 R A R i 4% . 7R 5
— S 77 N BE VA A S B L BEB R T

[0225]  7ET7ER kit 77 2N AL A o B A 4l & 2B AT 3 T8 58 T B B dm i 4k
A 9iE AL A W5 A HLER IS AL 200 N Bk b be 2 24 H 4y 8 4 A A4k il 4%
FE— LT P, AR E S G IR G BRI I B -

[0226]  FEJ59AM0 J— L 77 sUH AL A O S AR B 4l i AUB AT H O B TR R B A d 4L
Ao A &Y 5 A HEFIE IR T el hidt 2= 24 B 4 B 45 ROk 1 4% o £E
— AL 7 o, AALE RS JE IR DU S (THE) | 2-F 25 PU SRR 55 2L
[0227] A% 5y — s g =, A S 9 FE AR B2l s AR R] B JE TR BLAS dm AL & )9
A2 S5 G VIS IR BRI AE =0 Befh e 2 2 48 B9 5 45 d B 44 ok
il 4% o FE— ALt 7 b, AL/ KIR G A S THE /7K TR ER /7K S BOEE /7K o 76— A SE it
J7 0 B/ FKIR BRI EE AL S | L BE L R B

[0228] A Jy— s 7 =, AL SO FE AR B2l s AR R] B JE TR BLAS ém AL & )9
A2 S 5 G VIS FIFKERE AR =0 B ek 2 2 48 B9 59 45 d B 44 ok
il % o

[0229] 7 by— st )7 U, AL S 9 B AR B4l g B R BB B 8 B I BES di AL 5 4)
9If it T Z AW -5 A VLA R AK VR G Y78 Sl T e PP 22 22 4 J8 I 43 5 [ 44 R i
P o E 53— S0t 7 0, A A WO B AR B 2E 1 dn BB ] B TR I BRAS & A A o i
A5 A NUE FIFK PRSP AE RN T Hefih  BibE 22 22 247N H. 4389 45 & [ 44K 1l
B o AE— ANt 77 2, A LA/ KR A WS THE /K PRI/ KBRS/ 7K o AE— AN S 77
b A HE R/ KV A P8 PR / 7K o AE g — SE 7 20, A HILVE 7 /7K TR 5 )85 THE/
Ko

[0230] 7% 55— sk 77 A, AL A ) B AN 4l g BB AT | e LI B4 1AL B 9
AT T KA 2 2 AR I 3 A R il 4

[0231]  ALAWD) df BB R IE L AE 29214 °C T I 56 B IR Fbie 4R T AE 2217 °C T 1) I R >k
S o MR AU (1) R AR E O 210°C o ARG AR N 573 B2 A TR 3], VR A Fy e AR RS 463 T R B TR A
AR PR S 56 25 AR 11 A8 4k o A S D9 B it 2R B TR ik AR a1 Je B 2 BT AR R X B 2 R
Fr TR % 5, FL AP XRPD I f FHFEC £ Cu X e S B AR BTSN & o FCu Kar JBUF 2R HE
SPRE A, HLA 2942 29407 11 20U SR XRPDEL 5 o A STUECE: AN SN 1 fiff , XRPDUG (%) AH XS 5 J52 A
MR A P WU ) A5 ot 1) B 1m0 DA A i FASC s 1) S 28 % i BT . 35 A8 A, DA 28 T A SO pr A & 1)
XRPDIZE £k (1) 558 B AE FEPPRE BE AR B 14 1) i AN AR T4 Ll A o

[0232] |2 8 £94% 2940 B 1) 20005 AL AP0 91 it R BIFY XS 2ok AR A7 5 ) o B o B2 T X
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SRR R AT S AR 50 R TSR T 5 % R 51 TR 19

[0233] 3B RAYIIN R ALBIIDSCH A BT ¥, HE I RAE L1214 °C TR B T8 [0 I #lie | 48 1y
FELI217CTR I TR oW 3R () AR URIR T N 210°C o ARSI B AR 52 B2 A TR 3, W [ e %
S OH T B T AR PR S 30 2 A1 1M A8 4k o B 3P R B b il o R O vE R s R B R AR R 201 -2mg
R, i R AT — AL 55 0 & B 28R 805 i o HI50mL/min 2SI A 10°C /43 S i #4as
2 25°C 2 BT AR B I H?”DSCﬁém PL2BY3°C /43 B 1) A2 T, 75 I il Fr DSC (MDSC)
N EAERI AL B0 FD YR I+ F1-1°C . JB I TRIOS (TA Instruments,New Castle,DE) £ 3f4
IEAER

[0234] K4 RMAPON G ZUBHITCA GRE 2 bT) o i, LR R fEZ)218C F H IR E &
W EHPL10C/ 28R n#uE R 3 FIR £ 29300 CHIHE.

[0235]  AE—ANSEht )7 A UH, AR AR BERE IR & (4- - (4-FR—2-F A RE AL -4- 5m
FR L) R FR R L) —2 S ARk e -1 (2H) —%) AR R A ] 44 T2 B

[0236]  fE—ANSEit Ty S, AR R LR IR A (4- (2- (4-F—2-FH R AL -4- 5
FR L) DR FR R L) 2RIk -1 (2H) —2%) AR L 2B .

[0237]  fEY—sgi i b, R A (4- - - —2-H A0 —4- SR ) A F B
AL -2 AR mE -1 (2H) —3) FF R o 28 Bl o X B 28 AT 5 ] (XRPD) ZRAE , iIZ X5 284
HRATHEIFEAE FCu Ko FEET I &0 75 H 2948 2940 B 200 BEXRPDR A& 2 /D3N H AL
KL E (FE#20+0.2) :4.4.12.7.13.3,14.7.15.2.16.4.18.0.19.1.19.3.19.9,
20.2.20.5.21.0.22.2.23.5.24.2.24.8.26.3,29.6.30.1%31.3,

[0238]  fEY%—sjf i b, R A (4- - - —2-H LR E00E) —4- SRR A H Bt
AFL) -2 AR mE -1 (2H) —J%) G A o 28 Bl o X B 2R 0 AT 4 1 (XRPD) ZRAE , iZ X5 264
HRATHEIFEAE FCu Ko FEET I &R 75 [ 2942 2940 £ 200 SEXRPDR AL 5 22 /D 34Nk A1)
KLNWENT B (FE520+0.2) :4.4.16.4.19.3.22.2.23.5.26.3.29.6 4230. 1,

[0239]  fEY%—sgjy b, B R A (4- - - —2-H LA 00E) —4- SR ) A H Bt
L) 2 ARMEE-1 (2H) —2%) FF BRI b A B ok B AT FHCu Kag i U (1) AR 2R LT
211X Behn AR AT 5 B RAE

[0240] 7 5 —sjla 77 AP B IR A (4 (- (4-9R—2- FR AR OR AU —4- (Rl R ) 2R R Bk
L) —2- AR mE -1 (2H) —3%) BRI & BB — 0 @Rt 22 R F R E A E 1 i G
FEAEZI210°C R IR Hulde R AE , Hodh g B DL R i 2-3°C 4.

[0241] 78 5y —sEita 77 2N, AR BRI — Bl &4k S 4091 & BY B 7 5, HALHE G Ui S
T I ] 4 B v T A0 — Fh B2 R ATLIA B — FPEk 2 P WLV 1) -5 7K R A
T RS 4y B A4

[0242]  7£ 5y — st 7y 20, AR B ik — B & A A V9 A TE B J7i2: , HALHE AT
WA 5K A NUE R AHERIIRA Y BOA NS 5 KRR A YA T Heid
Ptk 2 24 BT o B A4

[0243]  7£ 5y —sEit 77 2, AR R BRI — Bl &4k S 091 i Y BV 7 V2, HLALHE HH S L
TR AW INEAS N S B S P T L3 45 i o A5 — S 75 5P, BB R e R I IR AR 37 2P
BRI 1, e o 18 38 38 4 1R B TB)K A 5 40 20 78 HAT T 224 (A 18 A ik 7 PR 0 >4 XDV SRR S 0 v o
EE RS AR A2 3P & A VLA RIVR A P K R 38 24 1 R M )
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NZR, T AR N50°C £ 100°C , HE 4 A A 109 h 2 2409 B

[0244]  AE—AsEit )y U, BREES A H A (1.23L) V4B (616ml) (7K (616m1) &b
LS P IR A T R [4-[[2- (A-F—2-F H 2R —4- CRF ) R BRI
H] -2 A1k we 2] R (123, 2g,196mmo L e) , FRAEREHE T AETOCN#RL . 1/Nef L S8 f F
DEERE EHA- Q- (- -2-FERAER 4- EHE P ) KRB AR -2-F Ak ne-1
(2H) —2%) FF S & B A A R VR A, IR AR T0°C HieFr B 2 iR L, AR 5 15 1k 3,
IR G 2 2 S AT, I e S 4 R R IR A s AR R TR e L 48
B84 0g iy MR A 4- (2- (- —2-FF LR AL —4- (R 28 R B L) -2 ARk e -
1 (2H) —55) F R & 2B,

[0245] FF YW —sgiE T, 5 °C/ T 40°C /T8 . 25°C H AR E £ £260% , /240°C H.
AR R 275% T, BUBIEAL Y W R /b — A H AL B — L 7 X e R
BRI BT 2644 T b UBAE AL 2% W B R e 2 /034 H - BHE (EAR T) MoFAE7E40°C
40°C HAHXHRE R 275 % .25°C HARXMIBE 2 260 % , 8 B2 705 CAE T8 8 . L2 1
VI3 bR e fR AEX SR R AT B S HPLC A% it b AR M 22 2 454k (B4, /NTF-0. 2% g AR
k) HAESh A EE b AR 5% B AF 4K

[0246] 1. MR — A 4- (- (4-H—2-F EORAIE) —4- (SR P 5 R Bz 52) —2— %Xk
WE—1 (2H) —%5) B 6 & BB XRPD ] U

[0247]

U G 5 hr & [°20] RS 5EREE [95 ]
1 4.43 13.6
2 12.74 2.3
3 13.29 4.5
4 14.70 1.9
5 15.19 8.6
6 16.42 13.9
7 17.99 5.3
8 19.12 10.4
9 19.34 15.8
10 19.85 8.8
11 20.19 11.1
12 20.45 12.3
13 21.03 11.2
14 22.20 100.0
15 23.52 30.6
16 24.21 11.5
17 24.81 11.7
18 26.33 21.2
19 29.59 13.1
20 30.05 15.8
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21 31.28 10.5
[0248]  7E-—/NSEjiE Ty A, A9 K AR (I IR — & (4- (2 U-TR—2-H R AL —4- (5
RO RS —2-F ARk -1 (2H) —FY R BRI e BB C.
[0249] 7 55— St 77 P AL A9 o e T T A C I A8 FHCu Ko 5 I X5 2k R AT 5
&l (XRPD) RAIE , Tk AN HLAT AT F ) FR AT 5 068 (1) T8 1 B RAE
[0250]  £F 5y —sEht /7 A b, AR B ff — Bhifi 2 A P91 e e T T A CIR U7 2, Ho A dE
TEAFAEBAEAESL IR TG B VDO W 55 1158
[0251]  AE—ANsEht /7 A rh , A H IS (Pl 2 A P9 1 A T RO 7 1 o £E— 185K
it 73 FH , 78 I A QA FH R A 78 R 2% 28 R — S IR I IR 48 VA TR S » WIE R BIE TR P UTTE
JE AR T B T TR o1 B3, 11 VR A s 0 a8 — v A T A T GO
[0252]  W]fsf ARSI AR N 2 BN AT T2 A S 9% Ak Je se TR I AR T X C.
5E TEHIAA P9 mT i ik AN A7 78 d BURFAE AT 5 P SR RAE o B8 79 T 58 TR T ANCHI XS ek AR AT
SERT ATy B = B R PEARFAE , DRI DR ke B AR ) 485 30 43 B A B Ui S5 e 75 A B R 55 1T AN g
M2 o B 5 AL A VD91 TE 58 TR T sUXI X3 Bk RATT ST
[0253]  7E—A st )7 20, A S 91 Jo s TR K SRR I 1G4 & W76 & 49 77 B R
W55 35 5 R 1] 2% o W55 55 e AN AU iy B T o, B an 254 o W3 55 1 1
e ] AH 2 R 4 B I — BRI 43 AT o A AR ART A4 R T804 R, (H I8 i A
o A W TR S AR, WUIRT AT s TR A, 49 B BB R B AL B DBV TR R
TERECELIR DA 7= A [ A48 R AR AR D538 mTid TR &9 e e IR T (C.
[0254]  FE—NSEita )y A, A A W9 T AR MR 77 Hh 1 8 RIS FHTEC &5 A 1% 456 2 1 ) oK
TR R N R AR FFET0'C-120°C
[0255] N ) i, B A XRPD DSC TGA S AR ST ik 1K) HA AR AR LA AL, A6 S W9 1) i BB S Ak
AR 8 T [ A4 T 2Rk v BA HoAth AR FE A IR AR, 5150 ((EASPR T) A7 AE7K B — B
BRI T
[0256] X2 RATHS ] (XRPD) « 7E 2 0 N AE RS (1.54060A) N FIPANalyticalf#)X-
pert ProfiT S CGHAT M AR X5 S AT 5 W& o NG SR 22 A3 A0 15 ] AR e BB 5% DA B (R A
b AT AR AE ) RS B, AT P PR e 1 [ A A A, A K B DA A A = )
N2 12J520 Bk R R AL B T 28 IO SO AR N X 3, AT e % DAk il o £
it o HA4-40 B2 20 SRR, P KN0. 017K, HFEHREP K
[0257]  ZE/RFAHEEHE (DSO)
[0258] f#i H{Discovery DSCZE/RFAHEE G (TA Instruments,New Castle,DE) fE4) i)
FE FIEATDSCAE AR AR 1A S o T R PR 20 1 —2mg i, A0 FH BT — B LS 55
W% M FH50mL/min & LA 10 °C /43 B st 28 | 25 °C 22 & A b BH A 3 B 4198
DSCHE it o LL2ER 3 °C /43 P ) A5 80K 78 18 fi1l I DSC (MDSC) "1 B AR A A i BF6 0D 1 1]+ A2 —1°C o
JETLTRIOS (TA Instruments,New Castle,DE) W £E It #r i
[0259]  #4EE 53 Hr (TGA) -
[0260]  fgi FiModel Discovery TGAINEE & 731X (TA Instruments,New Castle,DE) BE{T
TGANE . LL1O°C /43 8P In#Aus 22 B = 30 22 ] oh b B ) L 2 1 R B N 20 2-Bmg I A i o 18
TETRIOSH# A (TA Instruments,New Castle,DE) Wi £E 359 #r 54 o
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(02611 AR&EBHF b5 % FHFHCambridge Soft/Chem Office 2010
ChemBioDrawUltra 12.0M754E,

[0262] K24 WIS G5 B AL =2 T 24K

1 O&\ O 2
Pl
.é OH
r/
N .0
ol
one FNaz©
[0263] ‘ o L
F Ii' li ci F
o Fi0” O F
B A (44, 5-2 R -2- (- A . L -
-FERAREN) RFBRL) -2- BriR =2, (4- ('2-_(4_&:_' 2_‘2? %’*‘
FMhabor—1 QA -L) FHEg ) 4SRRI RXFBEARL) -
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T 46 S E AR R AL 2 s 2 AL A e T T T L 2 B B2 i e PR — s 2
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HABIFRIA A28 .

[0333]  7£ 5y — st 7y =0, AR IR AE R T 1AL & 3R 14k & W 25240 & i i
H ATl FT0I7 0 N R Bk o E PR 254 . SRR B MR R e MR
KPR I 2 RR TR MEEVE SRR . = XA B AR A B TR PR AR U
TRDRE TR A28 A8 PRI A R £ FRE  SIRIAE L XURH 284 1 B A L LA L L o R R L 2 3))
SRS  FH 28 P 2 WA IS L LB S U L 2 R MR REALRE B 2 s A S 2 R ER MR i L A
Y B IR T AR IR VRS S AR R R R MR R R A PR N A AR TR SRR
UG RS S T PR 5 T R L B MR TR R R R L T R KT SR
BRI A PE R VL 48 M R AL 5k SR O 8 3 SR IO AR O s
B 55 B MiE 3 .

[0334]  7£ 5y — st 7y =X, AR B3R AL T AL & B 1L & M 254 & 1 g,
H AT 48 FTI097 0 B Bk 7™ E PR 259 - BB 70 AR MR PR L SRR
VR PR ICT 28 B R 28 VB AT AN PRI U IR 45 A0 S AR 4ELIR S BT ARG U
15 Pk P IR IR < RS L TBSHETR A8 PR AN S Sk R IRk R BTk Sk R« R PR Sk 1B
APV I 5 AR R R IR TR AR 22 48 JHIVAH G P B 2205 . = XA B -
— P = R AR 18R RIS R [ AR PR AR 20 A R AR 440 S IR T PR 2 R o7 T
FRITIZE 3 JCHEL A MR8 b 257V B I AR 28 MR & U 7325 SR ) A 2 PR s L L S
JRe A G 98 FROAR PR B B A 0 S P RS AR P i AR B 2 MR X O R 45 AE
L9 T PR L SRR BT RGO 2 LA B R % TR AT Ub TR B S
Y < SR ULREE 28 B /as B R s SR I IERE VI L % L R R IR B A I AR L
I~ O IR < 7R B R BRSO R S TR S S I PR L B 8 R B R L M
PR ST R BRSO 5 R A E L SR IR S R BRI AN Y RE 2 MR R R
R IFEVE DR IR  SE 2 08 2 RPEREALIE (MS) 98  FIAIIE 7 985  JRR AL 9%
I8~ DLUIRRPT 2 R R PR A FREEE 5 K 28 0 S B2 IR R AR ARG O R 50 M R
HaglundZ3 A4 « 21 B VE Ji TR 97 V2 AT 09 08  JB5 IOk b PR AE B 38 000 SR AR 2 VI B 1 1%
W JB5IE D R TCRE L B R SRR A E R BT RS IDE 6 (1) i B 28 L TAL A 28 ME X A e 45
AP0E (CRPS) W T2 4 ZR M X IR S 45 A iE (CRPS) o) V2 PR I o M J e 9o 8 . B o0
SO0 T R IR

[0335] 7 5y — st 7y =0, AR IR IR AL T 4L B B 1L & MR 29 240 A 1 g
H ATl & H T 7 M a MR SR B H ™ E Y 25 o 78— At 7 =0, & PR
T A S92 S P W PR PR R R IR R MEH TV AH 58 MR IBO PR 5 « = X8 W D 455
i BB A G IR L8 SR T AR 2208 G MR R 2298 WMo ton PRES IR\ PRES  IR 4040 AR 4k
A B SR AORE VPPN | AL BRI A R A AT e MR IR R BRE L
g7 i B I PR IR A 2 TV B I PR JR L DU i SR BT SR I A 9 5 B
145 Jo R R MR /N A AE R A VR R PRI DS M R B = X PR PSR

[0336] 2427 bl 52 I 2 5 W1 it

[0337]  FEA KR I HELe s 77 U A BB 2y Bl E2 A A I A& £l
RIS PRI W0 PR PRI S JULPR) B B SRR S 28 MRV R T e 0 I R MR IR
Yo~ 2 R PERBALNE L B - -] = [RERARE L A B8 g 0 PR i B0 o 2R o 1) — Pl 22 P
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IR R &

[0338]  ARPEAK BH 515, A &Y S AWl A4S A RUR T — FiE 2 B e BT 31 25 1
PP B AR AR 7 B R L T MR AT AT B AU TAT A 2R R R 45 . B i i b = m] B M
AL, BT AR Rl RS B — BOIR DL B 1 P L R B A A A ARk
AL A AR IR L A 7 & S A JE s T 45 25 R G — I & o A SCHTE A R0 “F) & 47
R B faiE THOATT B E B 255 8 B E A SR T, B T fif, KR A Y L &)
(1) & P] HH SEv0 R AR AR A HR R 25 A Y0 A U8 AT BRI B WA Y B A 2
FIE KRG BT 2 R R 28, 48 FriG 7 15099 LA B 1™ B 1 s B F ARG A s
YR BT FHBARZH G4 s MR AF IS AR B — Mg BERO I AR s BT BAR LG n 45
2 0] L 45 2938 15 S HEIEIR 22 5 YR T T RR R 1) 5 55 B B ARAL & W 2 A BRI A58 FH Y 24540 5
J 232 AR AR T L AR 26 o A SCRT R RS “MA” B35 B ARSI Az .
D, BAiE N

[0339]  FWHTIGST I ISR 1 7™ PR E , A K I ) 2457 B2 A S ] LUEE DL
R AEEWE T DR LE B oAb L EN L EIEN . REE Gt
) OB B D 28 I (0 0 IRSE 25 BRI 55) S5 o AE SRS sl b, AR B AL AT LAY
0.01mg/kg MR /KB £150mg/ kg MAIATE /K RIE L) Img/ kg MAEAATE /K $£)25mg / kg
MR E /R IR E AR, BER—E 2 Kk LIRSS B WA 24, DAIRAF HR R YR 7 28
[0340]  FH-T- 10 ks 24 1 R A 55 2R B R AEUAN R T 245 2 b ] 2 52 ) L LV VAL S VT
TR W i 35 RS VAL B W A1 5 AR TR L AT 5 A AR A P i (4 T R R (8 K
FARIE D 3G AR, B0, 0 R BRE VIRER G B LB Gl R R EE R R R
BE PO B 1,31 B F L B RG  h CELAA A RRAT Vi T84 Y T K I VR 28 vl AR
TR B R R 2 R ) L H L DU SRR R 2 s R Ll AL T () G T R TS M HOR A L
W TR SIS, IR B s m] ARG A2 ) A0 4, T 79 LA R B s ) R 771 SRR A7)
K5

[0341] A M4 O 0B AT A& B 3 ORI B IR 77 A 23 57 R e iy 4 770, 484, T B T
T S 7K B M AR TRV o T TR S R T DA A TG BRI 1B W A P 42252 1 A B TR B R H (1)
T VST B PP AL, BIANAE L, 3—T s oh [ VAV 7T 5% F I AT B 52 (K IR R 74) 2%
FEFICH AR AG AR UL S P B SN WL 734, T8 R - A TE R VR AE
TR B T B 1, TR ARG A R 5 v 8 B vl A AT s R AN 4 % 1
Tl o YA ARG ) Hh w48 G ek P S R T

[0342] g 5 55 ] 451 e ek 8 441 1 A B pE AR i DR B I K B R BT KIE , %K
FI 2 T AEAT FH BT VA R 50T T B /K B At T8 B T 3 5 0 ot P 1) T8 B ] A4 S T
[0343] g9 KA B A A P RN L 38 B R AR R BRI 9 5 SR Dk 22 A A D 1R
AL o 3 T A T S S FH B A R 2 T A ) it A BTG 8 T R ) R A R S TR AT UG, A
WD I AT 2 B e T JH VA AR TR B, T VA AR gk T T R e T i A K /N S AL L B, d e g
B W i B T I MR IR 700 Hh ok SE I, B W A1 25 24k & ) T X JE SR MR AL o e 3k AE A )
AR A (B0, T A ER -2 A8 BR) R T A & W P i 0 s J e ) % ] e S5 1) ik e TR
R AAWE R AL F BT PR = AR B g , T ik & Y0 R 26 . HoAth
W] B SR SR AR SE AR IR (JRRRER) 3R (FRET) b E B S N5 Bk 2H 21
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FHER 1) TG A BORCFL B P ke )28 i e B 5 7)o

[0344]  FHT BB Y18 45 25 F H A A e ), Honl b AR LA SiE B
PEPEIRE SIS B A (] a] i 3R 2 EE BRI VR AR i A 1 R B AR A B
SR TR S [ A AE AR T A S DR L T A L i S s P AL R R S ML A
(03451 1 AR 243 10 [ 4 70 B A0, 58 e 2 3 7910 A7) W 790 SRR o 20 B A SR R v 3 P4
G T D— Py s Enl S I PR ISR AR (640, A A B A B R ) B /B LA
TV R A ) 7S B E A 000, Jeky  FUNE RN I R R, b) A A A
R AR B AR 4 25 R IR SR L PR S SR 2L ML s e ) TR BT AR 5 o) ORI, B an H v
d) AR, 1B e IR RS B EEURZ N I R IR | S S R IR Eh SR » e) VAVRIE
T R A e ) MRS BE R B ZR A, o) YRR SR 19 g et e % H vl B T
B5 b)) WG, 49 B vy s e % AT =, B i) S 591 A8 S e e B I T A T R % [l A 3R
OB A SRR S IR A AR R A LA LR, RIS R 2 R
[0346]  7EAF B anFLAE (lactoseBimilk sugar) BL A3+ 58 & B SR IR 7 BCH IR
FR: B S R EH R e B v, 3 )R AL SR B I WA 2 A0 IR ZE R v 77 AR v e
LTI B SGURL IAY [ A 751) 284 T A8 FH A AR B0, 5 o & 4610 G i Vs 0.4 % 245 0 o 1) 40 8 R 7 G
M ADAK o 1Z R AT AT 3% A I 5 HS m] AT A AEIR 5 s 85 75 R IE 1 — 56 4
HAORE TS PR R 2 1 2L 0 o T S 1) 6 M 2 D S4B R R B ) S S o A A8 L
BE (lactoseBimilk sugar) PA R85 4 BB B BOMABE B i AL v, ik m] 2%
FARALL S 20 1) ] A 4 5 e R TR

[0347] & PEAL & ik v 2 1A — FhE 2 Bl IR W I RO X R R R VB
T LT BRI [ 48 77) 28 T S A A S AR A ke il 4%, 49 A i DA L AR B S 2 il 77
VU AN ) AR A o AR A A 7R B, RIS PR A 5 A D e T R R (81
FERE  FLAEEUE R TR G o %0 2L B 1 MR AR B 70 DA At T A5 i s IS A A, 2 H Al o
0T A T TS R B (ol T R R A S A R ) SRR R AR LA LT
WA P, B G2 PR o 1250 Y T A e 5 A B 7 FLE R A e DA SE SR 5 sV (B 56) 75
F 38 P 3 43 e R TS M R B 2L B o T T A AL 2 A P I S L R R A TR
0

[0348]  F T~ & B4R B 25 245 A R AL A W R B A 5 08 ) L0 e ) BB S M
FR VBI85 25 500 RN TR BSOS v o AR AR 75 S, R AE TR T SR A RS PR 5 5 BRI
BRAR FATAT 75 Z2 097 85 7B P FRIVE B o L FH A0 750) 98 B 791 B 30 HIR 7901298 5 T A K BH Y
P o 34 AR B ek A 22 B v, FEELA () B AR SR AL & WD 52 5 3 3K (R BT R o 1%
FRVAY AT S A A A DI AR B 43 BT 2 A o 45 o 3 TS AR WSO 3 )R 3G iz Ak & 4)
223k R PRI T8 B o 3o 28 ] T e (b 2 4 W IR BRI AL S 4 BT SR A W B s e I
fedz il

(03491 a1 b SCRTREIA , AR B A& 90T FOAE L He 1) 45 2R 030 3 ) 400 i 591 o 45— SE I h , AR
RIIA ) A A NavL . SIHIHI I , DRk, AS A5 B2 52 AT A% s B IR il , A R B I 4L
E W A AR A TRI7 5 R RE B 5 CHL P20 e B B A5 e Nav L . 81 B0TS
By PR ) BRI E P o R R  JRRE B A R S e Nav L SIS BE PE
PR S AR P T BB RS R FR A “Navl . 843 00 R IE B R AT o DRI L, 76 ) — SE it 7
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b, AR SR A6 7 0 90 T e B R A5 B gk A HL ™ PR A 2, He Pz R R IR S W K
Navl . 8BS BE Pt i o

[0350] A% B Hh HAENavL . 840l 551 (1) A A 10 50 3t 14 T AR 48 A S s 461 o MR (1) 7 V5 BRORR
P AU AN FR] R 5 3 #r

[0351]  HAthyayT 77

[0352] B RFRAE, AR AR E W) N2 bl Bl 5] T H A7 B e &
W R 255 BRI 2 -G mT 5 — RhEk 22 Pl A TR BB V8 7 1) B S AR RN L 2 /B2
JE 4T AR G T B FRIHRE T VA GRIT RIECERAE) 4161875 [ B0 YT ) f/ B Ak
(R AH 25 11 S AELEL IR B ) BB VR T R0OR o I R R i, I 7 32 T 6 A [R5 98 18 B BB A0 R
(g an, A% AL A W] 5 F T i 7 MR R 50— 25 R 25 28) , BUE AT AT 38 BiAS [A] 4%
F B, P RAEATAS R RS o AR ST b B fs R, R 30 0 45 285 LAVR 7 BB 45 58 P 7 B
i 1 HARYE T R AR & TR T BB BURIE” o 8140 , SEA 1 ) HAR v 7 RS (AR
T AR BRI 2 (IR IS, 9 A FE BE TR L W Pk 35 3 BT ARIBR FESR T s ZE L el 2%, 4 4
5T SRER RS, B annt B R A AR AT AR, S 2 s AR 2, 9 A VAT S
LIS 25 AT ST B 55 2R A R AR VD R s K R SRS, 49 tBe] R TT AR =K
Ml NBB % « — S8 JEM s 55 IR IR , 451 40 P G855 IR P 55 IR I « Sk ik 2, G AR ZeA) 5 BT
FREY) o ORI 24) Sl 1) (51 anml 4R DR 25K 8 S R R | 7 ME U Wk B 0E L SE VD R
FRE I RS HEER A A S T RV ME AT FRME U M S g AR A AR ) o Ak, AR
VBRI 72 A] L5 45 2 — Rl 22 BloA R AL S M I & A8 FH o 49 4, 19 ] DA R BRI G AR
e AR BE I AR) S FREANEE (CNSIHE B ) AR PA R A AP EE IR (28 B2 HL IR 2y 7k
FAERNED YT (W3R ITE VB B L E TR BOL Y OARITNE-RIRAR VA I Bt
BAT N TTIE) T712 « HARIE {67 B 7 V208 T The Merck Manual, 5519/ ,Robert
S.PorterfllJustin L.Kaplan,Merck Sharp&Dohme/A &) (RiMerck&Co. A aAIHI T2 A ,
2011, “Fr b M2 G 3 R B A efwww . £da . govH, HeA N LA 51 LT SR AAR S

[0353] 7 Jy—sk 45, HoAthd& VBT 2518 H a0 T

[0354] (1) B 4 S AR 245, 19 G v P 3 9 A S e e ) S5 i P B 7 M A R b L SR
YO R NE S5 AR PR A AR DR R R ARE A B E B S AT R L TR AR S VARG A A
NSy 27 Bl 29 et T TR v T AT TR U 48 A R RO A S

[0355]  (2) dF Hi 4RSS Ht & 25 (NSALD) , 5 difa] W] DT AR XG55 T8 el ARFE IR 25 AT
S ARV VS S5 VRN S B EL V& 25 ATV 55 L IOk 38 3 VRV 55 L BREE BR RS IR IR L R A5 R
B IRIEE RE BT SR 2R A JE AP R SR AR v 5 b b R BV R R AR VL
PR R L E YRR FEIR T B SRR

[0356]  (3) Lk 2 EhAE 1), 2 e LG L b 2 BT G 2 D T LG 2 A A b 2% R ORLE 22
FWZ BRI Z R E L% DR % w) AT E LG 22 At AT 22 VR PG bl 2 BT 224 5
[0357]  (4) AR FIE IR B2 B R E S S G vk e vE . 25 4
VEPE BV VPR B P P =

[0358]  (5) HAELHHFIME AL Z (Hy) FEH0R , 1 2R g hr B itk hr B e s L SR TR
EETZ VI8

(03591 (6) B 7], ] A% S KRR R TR 20l | P e P S L AR
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[0360]  (7) ‘B AR ALAA ST, Bl N G5 . R ar i 22 GV o2 IR ZEFLAR SR R I R E B 2%
FilPr

[0361]  (8) NMDASZAAAE LA, Bl i 4a £ vb 35 ((+) —3—F-N-FF LD e ) B LA 4 e
ft ((+) =3 F2FE-N-FF SE R d5t) L SR L 95 4= NI TG i R s mpR 2 3= L it -4 (B 5L PP ) -
2-WRNE B R A fih 5 JEN-3231(Mor phiDex®) ok 547 2y 45 (1 41 4 570 FEAL s L 43
P S AR B AR R, B FENR2BHE U, 461 0 S SF HUR L i R LB () - (R) -6- {2-[4- (3-3
I ~A- -1 RIE S ) - 1R 2 -3, 4~ & -2 (LH) &k 5

[0362]  (9) a—'B& HREAEZ, Bt 22 Yo Ieigs | IV B 7] 4R 8 IS8 A SEFEIK B L Rk AR
JeBA-E -6, T- A2 G-F -t E AL -1, 2, 3, 4- VU A k-2 ) —5- 2Nk g
F) 1 e bk

[0363]  (10) =IRHUHALF, ] drrthy B A BH L PRI | BAf K8 pRE 2 B Ak

[0364]  (11) WK, Bl & 505 F(Tegretol®) 55 =5  FERE B F7 B
(Vimpa t®) sk A KR 2k 5

[0365]  (12) Ak (NK) F537077) , ELAAR T 26 Y, NK-3 NK-2BENK- 1555077 , 62 (aR, 9R) -7
[3,5- W (=& F ) %3]1-8,9,10, 11-PUE-9-F FL-5- U-FF AL IR IE) -TH-[1,4] ~H 4
S 12,1-¢] [1,7]-ZE0E—-6-13- - (TAK-637) .5-[ [ (2R,39) —2-[ (IR) -1-[3,5-% (=% F
) R CHE -3 (AR L) —4-E I ] - R ] -1, 2- & -3H-1, 2, 4- =M -3 -t (MK~
869) i FfhtL 1 47 43U IATL B 3- [ [2-F S -5 (Cm P AR KA -FRE L] -2-
FRHEIRIE (25, 39)

[0366]  (13) B ELBIE PN, 9 1 B A 7= FEHE R 8 S TAWRZEAK | il A) &8 ISR TR W &
AETBHT G KL IR S 7T FEE

[0367]  (14) COX—23& PR il 7] , 451t ZE >R 5 AT L B B 0 AT S IR 25 A0 L AR =5 L hr %
IR E KRS

[0368]  (15) JEAEJMEEIRZ , HAKRRI 28 Y Fh B 5

[0369]  (16) %2 5E 2 , Bl AN g F 2 . SUTAI MR SRR WE I & i B RIMA IR | 38 2R IA R =98
Pl AT R ECE  BUECE  RIRE R SR R PR T | R P RAT SRR | 2R AR
A7 B AR AP LR R DT RE R S R AR T IR T A 0T RSPy o R U
FJ.Balaperidone fAFKZ /R HKHI AR YDA RIZEIRPE 3L 22 900 Mirax ion®sV)>
SIAEIH

[0370]  (17) BF & B2 AR B BN 7] (B a0 b iG55 R BLCivamide) BUAEFUH (1 WIBRAST , GRC—
15300) ;

[0371]  (18) B—'F FARZREZ , Bl 1 2595 /K 5

[0372]  (19) JR s BRIPR 7], 451 G0 5 DU A

[0373]  (20) F¢ R S [ATBE , 451 G b ZE KA 5

[0374]  (21) 5-HTSZ AR BB R BAE LA, HAR ] 2% HH 5-HT1e 033055, 1 an ke th 548 &7
LRSI (A B SN N i E 7 S SR

[0375]  (22) 5-HTaaSZARFE U, BIWIR (+) —a— (2, 3- = 4B 2R L) —-1-[2- 4-oR I 4
H) J-4-WRk g FEE (MDL-100907)
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[0376]  (23) ELAR T CHEBRD BEJRZY , 4 4 S T 5 =2 (TC-1734) « (B) -N-FF B —4- (3-Hitng 1) -
3=T4-1-F& (RJR-2403) . (R) 65— -Z & IF T FFH AL —2-gUkne (ABT-594) BHEH 5
(03771 @) S%Z® (Tramadol1®) . Hi % LER (Ul tranER®) i ZER(Nucynta®) ;
[0378]  (25) PDESHI T, 4 45— [2- 2 58 JE -5 - (4—FP B — | -WR e Tl J) R 2k ] -1-HR
H-3-IE A1, 6- & -TH-MEmMe I [4, 3~d] mEng-7-1 (FEHEARIE) « (6R, 12aR) -2,3,6,7,
12, 12a-7NE -2-FF JE-6- (3,4 A B A 00 0) —Ib e 9 [27, 17 26, 1] -k 9 [3, 4-b] W]
Wk—1,4-—FR (1C-351 Bt ISR dE) \2-[2- 2 B -5 (-2 BRI — | -2 -1 - f I ) 2%
H]-5-F BT -SH-IRME I [5, 1-1] [1,2,4] =Wa—4-PR (fRthIBHE) 5- G- BikE-2-T
AL -3 E L) —3-2, 38 -2- (1- 2 -3 40 T 48) -2, 6- & -TH-ML M 3[4, 3—d ] &g -
T 5~ (5~ Wi F -2~ A -3 -k e 3) -3- 2. 3 -2- (I-F A -3- R KHF T ) -2,6-—
Z-TH-MEME I (4, 3-d ] E -7\ 5-[2- L -5 (4- L FRNRWR -1 - 2R Bl AE) ke -3 -5 ] -
-2 H-2-[2-BE R ] -2 6- A -TH-MEME I (4, 3-d] msng —7—F . 4- [ (3-&—4-FF A &t
L) BT -2- [ (2S) —2— (R JE) Mg e —1— 35 ] —N— (Wi —2—J5k P L) s —5— P JBg iz L 3
(- -7 A0-3-TH -6, 7- - 1H-ME e 3[4, 3—d ] miimg —5—2L) —N-[2— (1 -FF JEnpng 4 -
2-3%) ] -4- TR AL ORI e 5

[0379]  (26) a—2-SFc A&k, il aninE s T (Neuront in®) i ms ToR(Gralise®)
Ems T Es(Horizant®) e k(Lyrica®) 3-8 EmeEms T, (1[a],3[a],5[a])
(B - XA [3.2.0] Bi-3-38) -2 1R (3S,5R) 32t 2L -5 B -k . (3S,5R) -
- -5 E-PER . (3S,5R) —3-ZHE-H5-F AR (25,4S) —4- B-FRARL) AR
(2S,49) —4- B3-FFH) AR [ (IR, 5R,6S) —6- (FFEF I XA [3.2.0] Ji-6-F] LK .
3-(1-F L - LR L) —4H-[1,2, 4108 — -5 . C—-[1- (1H-PY M —5-JL FE L) — 3 B
F]-FE., (3S,49) - (1I-F R -3, 4- —F B30 -4 . (3S,5R) —3-& AL H & -5-H
HE-FEIR . (3S,5R) —3-ZFH-5-F H-F L\ (3S,5R) -3- & H-H5-H H—FR . (3R,4R,5R) -3-&
H-4,5- T HIE-PIR K (3R, 4R, 5R) —3-2 k-4, 5- LR

[0380]  (27) KBEZ , B9 WIKHK-6188;

[0381]  (28) SEARUR PR 2B £5 A 1 3244 G LuR 1) 540771 s

[0382]  (29) 52 €2 ik FE- 5 AU il 77 , 48] <5l Ak | & b ARAC U A7 2 R R 4 b AR L SRC YT
PR IETT GRPGYT 22 B 3R ARV B A 2 PG YT | P BRI 24 | P IR 2L A i 2 R
PEERAE > ARAth B d, 125 3R B AR S G 7T G PG YT JIE IR F (cyanodothiepin) «
FIFCVGYT AT TGYT 22V | G SC U f it ree i

[0383]  (30) ZH'E L E GE'E B FRWUSCHI il 700 , 451 4 B % 385 Ak L 7& FE IR B K AR
SR TR AR AR B TR PR IT R AR 2 R ARER | e AR RS A e AR A B v
K35 ke ZE (Vivalan®) , eI mr 28 sk 5 vk 25 AR b i 2 E M i 390 1 750, 451l
i VAT, HARH AT 28 H (S, S) —H YT

[0384]  (31) 5—F& thufiic— 2= B b i 2R XU PR USCHII AR 0], 49 4 ST v 3 S SChiis A
0~ B SCHIE S UK A B L SR A B AR 22 B R 50k i ] L i 77T (Cymba 1 ta®)
KB B TR IR 5

[0385]  (32) 5 AR A — AL 2 A B (INOS) #I I, Bl anns—-[2-[ (I-WRA L) dH] 4
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H]-L-mr P E i S [2- L (PR L) —-F ] 23] -4, 4-—FH AL B A . S [2-
[ A- e ) k] LA ] -2- L2 R\ (2S,57) —2-2d B —2-H H-7-[ (1- %
H ) ] -5 B2\ 2-[[ (IR, 3S) —3-& -4 -1 - (5-MEME L) — T ] HiA] S5~
S—MEmE B s 2-[[ (IR, 3S) —3-&Jk-4-F2 -1 (5-MERE L) T R i ] -4-E RS . (28,
AR) —2-FHt-4-[[2-F-5- G L) R miAR] -5t T iE  2-[[ (IR, 3S) -3-& 4%
He-1- (5-MEME L) TR AR -6- (SR F L) -3-mtme FIE . 2-[[ (R, 39) -3-HAH-4-F7 -
1- (5—MgEme L) T IE I ARAC] -G K H IS N-[4-[2- G-F FIEE L) 23] R ey —2-H
PR NXN-46 285 2L 2, 2 b4

[0386]  (33) . ISEHE R A H11) 7) , 9] 4 22 3R 555

[0387]  (34) Wi ZIMRFRE2 A4 (EPA) FEHUH, Bl AON-[ ({2-[4- (2-£ F:-4,6- = E-1H-#K
W3 (4, 5-c]mbme —1-3) IR ] 2,58 L) —Bk k] —4-F AL ORI Bt e 54 - [ (15) —1- ({[5-%&-
2- (3-F IR L) Mpme -3 ] i) &) LA RH R

[0388]  (35) [ = MEBAFEHUIA s 1l 4 | - (3-HR R -4 2 B Bk -4 il -7 %) — 3R ke R
% (CP-105696) 56— [2- 2-FR L HE) —3-[6— (4-H 2 R J) —BE- T J Bk ] Sl R O AU A ] - TR
(ONO-4057) BEDPC-11870;

[0389]  (36) 5-JE & A BEIHIF, Bl 55 B4 iE . 6-[ G-F-5-[4-FEIH-3,4,5,6-V] & -2H-
ML MR —4-2 1) ZR A - F 2 ) -1 - FR 21 1 i (ZD-2138) B2, 3,5~ = FF JL -6 (3L AL
) -1, 4= (CV-6504) ;

[0390]  (37) 4Py s BE Wi 551, 4 4 cb) 2 R PR R 2 R RINTT R FLE (ZRS-201) B R 3 H)
PR

[0391]  (38) Navl.7H W], 5 I XEN-402. XEN403 . TV-45070 .PF-05089771 .CNV1014802
GDC-0276 \RG7893, LA A2 B9l 4 2~ FFAE 1 T SCHR (9 S8 Nay 1. 7 FH Wr 71 : W02011/140425;
W02012/106499;W02012/112743;W02012/125613.W02012/116440.W02011026240
US8883840,US8466 1885 PCT/US2013/21535, #FiX L % HiE [ &N B TIA R ES
*

[0392]  (38a) Navl. 7RI 71, #l 40 (2- FF 308 (3, 4- Mg I [1, 2-alibE-1,4 -
WE =1 —38) — (- AE-3-FF R ) . 2,2, 2- =5 -1-[1" - [3-FHHE-4-[2- C5H
HA L) QAR R B ] -2, 4-—H HE-08 3, 4- ANk JF (1, 2-alMkE-1,4" -WRIE ] -
6-3E] Z. M [8—F—2-F 26— (=& F 2L) B [3,4- A Mg 1 [1,2-al ke -1,4 " -IRIE ] -
17 -F]- 4-53 TR I -3-F LK) R 1 - 4- R RIRR -1 -3%) -3-[2- (3,4- . F
FORAI) B2 (- T B -3- U -OR ) - [2-F k-6 (= am FF D) 2 (3,4
Mg I, 2-al bR -1, 47 -IREE] -1 B ) F R (8- -2 k-6 (R R RR) M (3,4
ARSI (1, 2-al bR -1, 47 -0RIE ] -1 -3 ] - (5 N A -6 FF 2k -2-nb e JL) R, (4-
SRR -3 - L -2R ) - [2-F JE-6-(1,1,2,2,2- AR 58 MR (3, 4-— Mg 31 [1,2-a]
R -1,4 -WRIE] -1 —J&] A 5- [2-FF Jk—4-[2-F J-6- (2,2, 2-=H LB ) 12 [3,4-—
SN FF (1, 2-alMbe—1,4 7 -WRAE ] -1 —FFL ] R FL T ML mE-2-F i . (4 A -3 -
) -[6- (ZHA ) #1[3,4- A -20-HEIg IF [1,2-al EE-1,4 -WRIE] -1 -F] R . 2, 2,
2-=F—1-[1" - [3-F 4 [2- CRPAL) QAR B ] -2-F JE-18 (3, 4- 5k
W1, 2-al kiR -1,4 -IRIE]-6-3E] 2 F@. 2,2, 2- =5 —1-[1" - (5-F A A FE—-6-FF Lt
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WE -2 L) -3, 3- - [2 4- A Mg IE (1, 2-al bR 1,4 -IRIE ] -6-3E] 1. 2,2,
2-=F-1-[1"— (G-F R A FE Mg -2 dt) —2-F 423, 4- A Mg IF (1, 2-a] it Bs-1,
47 WRIE] -6 ] B« (4- RS -3-FF A AR D) - [2-F AL -6- (GRS B [3,4- =4
MERg I [1, 2-al it ia—1,4" -WRIE 1 -1 £ F IR 2,2, 2- =& -1-[1" - G- R A LML e -2-Fk
) -2, 4- R - [3, 4- A Mg I (1, 2-al bR -1, 47 -IRIE ] -6-3E] Z B 1-[ (3S) -2, 3~
TR -[4-(3,3, 3-SR A A ) R B R (3, 4- A I [1, 2-a] bR -1,
4’ -WRNg]-6-3£1-2,2, 2-=F -2 M. [S-F—2-F E-6- SHFF ) M [3,4- A& 11,
2-alMEWR—1,4 -WRNE] -1 -2 ] - [3-F A -4-[ (IR) -1 -FREFAL] K] FIR.2,2,2-=
F-1-[17 - (- E S -6-F HE-bng -2k ) -2, 4- - (3, 4- g 3 [1,2-a]
MEE-1,4" -WRIE ] -6 ] 2,8 1-[17 - [4-F 5 L -3- (G R 28 IR Bk ] —2-FR - (3,
A=A MG I [1, 2-al bR 1,4 -IRIE ] 631 -2, 2- “HFE-TH-1-f . 4-FHAHEHEL-3-F
BRI —[2-FE-6- (SR T ) B [3,4- AWM IE (1, 2-a] MEBE-1,4 -WRIE] -1 -5 ]
FR . [2-FF B-6— (1-FR JLFR RS 00) B8 (3, 4- Mg I (1, 2-al i iE-1,4 IR E] -1 -
F1-[4- (3,3, 3-=FAAILF L) I B EH 41 -N- @R IK3E) -3-[ (1-F H-2-5F -4~
WR e ) 2l e i ] O P e Bl (B3-S4 S TR Al - RS —[2-H & -6- (1, 1,2, 2, 2-Ti A &
5 MR [3,4- A% IF (1, 2-al MEME-1,4° —WRME ] -1 3] FF i .

[0393]  (39) Navl.SFHMWr 71, 4 41PF-04531083 . PF-06372865 , DL K2 451 2128 F+T- 11 K Fridk ()
SCHR R I Nay1 . SFELBT 1 : W02008/135826 . W02006,/011050.W02013/061205.,US20130303535.
W02013131018.US8466188.W02013114250.W02014,/1280808.W02014,/120815 kK W02014/
120820, 141X 25 & K K AN B GIA R NESF

[0394]  (39a) Navl.8FEI 7, #ltn4, 5- — & -2 (4-gR—2-FF U R AUE) -N- %481, 2-
TEMEIE 42 DR BRI 2- (A2 AR R IR AL -N- AR L 2- Ak e -4 ) -
4= (B CH) AP B 4,5~ A -2- U-FAREEE) N- Q28 A-1, 2- &Nt ng-4-5) Rk H
BEfiZ 4, 5- & -2- (3-TR—4-F E AR A L) -N- Q-5 A-1, 2- &b e —4-55) R Bk L 2-
(4-3R—2- AU L OR AU ) -N- -0 1, 2- kg —4-4%) —5— (= A 28) DR A B fig W N- (2-
A1, 2- ke 428 —2- (4- R AL KAL) —4- GRS KB 2- (4-5
TEEHE) N- QM1 2- ARk nE-4-3) —4- (&R ) KR PEG 5 -F-2- U-F-2-F 4
FEORGAIE) -N- %A1, 2- kg —4-58) ZRH Befie N- QAR -1, 2- Ak -4-5) -
2= (4= (R AR AR -5- CRP ) KB 2- -F-2-F R A -N- C-H
-1, 2- 5L nE —4-55) —5- (P 8 R i 2- (- -4-FoR D) -N- %K1, 2-
TENERE-4-3E) -5 (R L) R B 5-F 2 (-2 FR R ORAUE) N- (AR, 2-
A e -4-3E) TR B BERY 4G -2- (A-FR-2-FR AL IR AR L) -N- - AR -1, 2- Ak e -4
B K B 52— - A-FOREIE) -N- Q-5EAR-1, 2- A e -4 ) K B L 2-
(G- —2- ¥ LR L) L) -N- Q-2 -1, 2- ARk -4-3) —4- (S HE P L) 255 B .
N- Q-5 A1, 2- &L mE—4-3) —2- QEF RAIL) -5- R ) R BEZ.2- (2,4- =5
AL N- Q-F -1, 2- ANk -4-3E) —4- (SR ) FER B N- Q-F MR-, 2- A
MEmE-4-4E) —2- - (ZHF AL KAL) -5- CHRF ) KF BIE . 2- U-RARERL) -N-(2-
A1, 2- kg -4-58) —5- (R PR R Bk, AE — AN st )7 UL A B 3- (4
S 2 A R R ) —N- (3 (FR T J) DR L) ne g bk —2— P 9 i . 3— (-S4~ FU RS -
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N— (32U B 2 O ) nde g bk —2—- R Bt i 3— (2 —4-FF S DR A AL) —N- (BB B 2 2R )
I R I — 2~ FR B iz 3— (4~ —2— P A S DR AU L) —N— (32U I S I O ) e Mt ik —2— R Ik e . 4—
(3= (4- (U AU JRAAE) e g bk —2— A I 2L BD) Wbt FR R L 2— (2,4 R ) -N- (3-
U IR L) -3 - R B i 2— (43 -2 FF SR B DR AR ) —N- (32T B R L) bk —3 -
HBE AL 3 (2,4~ HRAEIE) —N- (3-SR W 2 2R J) mde R b — 2 FF Ik i  N— (3 ST I 2 O
) —2- (4- (R AR RERL) M h-3-F BEf% N- G-ZIEE IR ) -3- - CRFP A
3 HEAHE) MR k-2 - F BRI 3- (4-S -2 F AR OR A L) -N- (3R AL 2R O n R k-2 R
Bk 56— (3— (4— (3R A AU L) A E) e bk —2— FR B ) MLE e AR IR L 3— (4 —2-FR AU R
AHL) N- Q- A-2, 3- A I8 [d] Rk —5-35) 12 08 hk—2—FF B fige L 3— (4—9m -2 Fp A 3
OREAHE) N- (EmE —4—J2) e k—2—FF Bk fi . 3— (4- RS 2E) —N— (3SR I DR ) v Mg b —
2-F B R N- (B3-FUSE R ) —3- (42— FF S 2 2R A 2E) 1 s Ik —2 - P BB e IN— (428 2 P B
FEORIE) -3 (-8 -2 AU R AU PR R I —2- R B i L 4— (3— (4 (3R AR AU L) R L)
N bk —2—FR B 28 L) 25 FR IR \N— (4-BUE 2R L) —3— (4—9p—2— P AR L 2 A0 ) v gk —2— FPY B iz
5—(4,5- & -2- (-2 FF A OR AU RS R R B U D) b e R R L 5— (2- (2, 4- AU R A
H) —4, 600 (Z R ) R BEEL) meme F R 4- (4,5- &2 U-F-2- R E AR E L) 7%
F e 2 28) R R .5 (2— (43R —2- R A R R A ) 4, 6- X (U FF AR) 2R FR B0 AL i g R
24— 2- U-F-2-FHELRERL) 4- (SR FHRBER) KRR .5- - -m-2-F %
KAL) ~4- (B L) KT W) mhng F R 4- 2- - -2-FRERERE) -4- 5HAP
) RHBEE) RF R 56— (4,5 82— (4R 2 AR R DR AU ) DR R I ) Wbk e R R
4= (2- Q-F-4-FAREEE) 4- (ERE) RFBEE) KPR 4- - U-F-2-FHERH
) -4- (R KR BRI KRR 4- (4,5- 52— G- (CHRFPEE) A ) B
A AR 4-(4,5- S -2- (4-F-2-F R AUR) R B2 ) A ER . 5- (4- (AT
5) —2- (A-F-2-H AR L DR A L) R R B AAE) ke R R L5 (4,5- & -2- (- P A
FAIE) FRF RS e R 4 (4,5 S -2- - 2- R R IR L) R A L) TR H
MR \5— (4,5- 52— (2, 4- " U AU R e 2 k) b ne iR \5— (4,5- & -2- -%-
AR L) R BRI MERE PR R 56— (4,5- 50 -2- (4-fR—2-HF L 04 ) R Bk it it
WE IR \4- (4,5- 82— (4-F—2-F AU B R AU0) DR R e ) R IR L 6- (4, 5- &2 (2,
A= TRORESL) KRB EL) EnE B R L 2- (4-FOR D) -N- (BB A R L) -5- (U
5 R | 2- (A-FR R AR -N- Q-2 B R L) —4- (PR R Wik 2- (-4
TR -N- (-2 L ORI —5— (g R L) R B B i L 2— (4 R AR ) —N- (32 Tk 5t
FEREL) —4- (ZFF ) FRRE G 2- - -4-FORE L) N- C-RBEE L 7R -6- (& HF
3 R BERE . 2- Q-F-A-FOREIL) 5 (R L) -N- G- Rl IR L) FE P B 2- (4-
KAL) —4- (BT -N- Q-2 BEHE 2R L) R i 2— (42— FR A B R A ) -4
(BRI -N- (3-ZU B I 2R JE) 25 F i L 2— (4—TR—2- R R R R 4 D) -N- (3R Tl E L 2%
) -5- (CHEF ) KB 55 -2- -2 FF R IE) -N- G2 28 3k 5 ik
fie 4 ,5- G —2- (4-9R -2 AU R AU L) —N- (3 e i i) DR R M L 2, 4- 3 -6- (4-
-2 F AU IR AEUE) —N- (32Ut B R ) R i L 2, 4- -6 - (4-9R 2 FF B OR&EUJE) -
N— (32T I 2 O L) R FR I Ji  2— (4-9m—2— FR AU R R AU ) —N- (B I R A L) -4, 6%
(CHF ) KRB 2- -F-2-F 3L 2R ) -N- (- It S 75 0E) 4, 6- X (=3 4k)
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IR B 5-E-2- Q-F4-FORE L) N- R B IR FRP B L 2- U-F2-F A
L) N- GBI —4- CRPED KR BG . 2- A-F-2-F LKA 5 -N-
(3-SR I —4- CHF ) RHR B 4,5- 5 -2- AR -N- G- il L R
) EHRELE . 2- U-F2-FAEEREI) -4- (SR I -N- G-ZE R ) K P ELZ
59 —2— (4-F—2—H B OR A ) —N- (3l B it o ) DR R i L 2- (- —4-T R L) —4-
FIE-N- (-G B 2R L) 2% R A% BN- (3-&UR I 3L 2 0E) —2- (- (CHRF AL KA -
4- (ZHEF ) KFBRZ

[0395]  (40) Zl-&HINavl. 7 K Navl . SEELWT 77, 5] IDSP-2230EKBL-1021 5

[0396]  (41) 5-HT3FFE B, 11l Em P =) Bl s

[0397]  (42) TPRVIZ 4K Eh 7], sz (NeurogesX® . Qutenza®) ;& Hz2% |-
AR 3 BRI E 5

[0398]  (43) MBI SZARFE B, B anfl e v ==

[0399]  (44) NUES@EIETE P, B nZ-160;

[0400]  (45) M A KA FHEPUA, Bl anfth Ja Bk H40s

[0401]  (46) P4 K HET, 9 dSenrebotase ;

[0402]  (47) M /& &Kk 28 T TALHE UM, B WIEMA-401 5

[0403]  7E—s | rh , HARGE M 0¥6 7 3% 1 V-116517 38 3 EUAR | $a8 B8 3 AR L AR 442
¥ (Bzogabine) (Potiga®) , & &lH/ Mk Bk =i E (Amike t®) (AVP-923 LG 243
(£-2007) FrARBERE LAtk KA (BEladur®) CNV1014802. JNJ-10234094 (-K 7 ZE) -
BMS-9545618{ARC-4558.

[0404] 7 5y —SEhta 7y s, HAtOE v 97 7k BIN- (-2 —5- (2,3, 5- =GR JE) MEnE -
2-3%) 7 Wil sN- (6-R HE-5- (-5 -5 A AL L) Mg —2-58) — 1 —F - L H-nL e -5 - R
fi& B3 ((4- (4 (S H B EIL) J8EE) — I H-mh s —2—J) FI L) S 838 T BE—3-i% o

[0405]  £7AET AR B2 A W 1) H A6 97 700 S AN R o A8 A0 B i 7 R E e — g
YRR A AV IR S 2 & AFAE T AR SR H A i H ARG 7 I R A 1%
FUE RIME— IR 7 5 PRI 4L & 20 BT IR AP AE R 2910 % 22100 % (176

[0406] PP K A B % E T2 A A WIE N T OERT ENEST 2
(o an e s« N IR NI I A S B0 580 A G o IR, 78 5 — S 7 b, ARk
PARE TR BT A B AH AW, ZH AW AS ECHT R F 784 30 DA AT S8
S P AN R B A B P B0 T i 02 T RN 285 B R 38 A o A S — 52t 7 a0, AR R B L i
BHAASYR NI E  ZAAPES b SCHTRER I 75 AR SCH DL 5 AT 2 1 3R 4 A8 %
AL A W) B8 TR % T RN B 38 30 B 0 U 2 A B 7 1 P AR N 28 P — S ) 4%
T £ EH L H16099562 ;5886026 ; 2530412151 o 153 218 5 2 AE WA 25 PR B8 S k), 41 17k
BIEAY FRE e BN B B BAR . O -L R R A .
SRR AT D R R 2R VR 2 B R A A 3 TR R R s DA iz A
ARG R

[0407] AR B 55— St )7 xR0 e A A2 6K & I Nav L . 8y Pk, 1% 1A B RE i H4A 52 #H
KT A B B2 SV A G AR 5 — Kt T X8 S A A P Re i b i
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Navl . 837k , 1% 7 0 FE A0 1Z AE M EE i 5 L Ak S B 5 1% B VI A A Wik o AR ST
JIT R ARTE “AE Mkt i A48 (EASER ) gl ks se ek H R B s il SLBh M aR 18 105 41 41
R B AR B IR AU s FLAMR PV PR 2808 RSV IR VE B At A v i L )

[0408] il A= 4045 &t KO Naw L . 835 PEIE F - ARSI RN REHM Z R B 1. 522 E 1)
) S840 4E (EASTR ) BIF 52 A2 2 0098 B 22 B 50 oy (0 e 3 L DA % b e v A 35 A v e s 41
il 7] o

[0409] e BTy & B St

[0410] A& WAL & W] 75 S A8 FH DL R 5 vk il 4% o R SO LR BIR T il & AR KR
A — M1

[0411] e RiJ7 &1 : R IA VIR 2%, AP XAP (0) (OH) 2:

O Q //‘P

[0412]

[0413] ) fEdE FEn g —4-% (BP2—-H A JEmk g —4-11%) 847 (BTHATU.EDCI JHOBT) i (H[

N—FR LIk JEtaN) 95 771 (BFDME & FF £E) 5 (b) S02C12 DMF T34 771 (BP S H ) A VA s
(c) 2-FR A b g —4 - s (RPREEmE) 977 (BP0 B8 W DME) 5 (d) TMSTERHBr & 551 (RN 2, )i
8% Z.18) 5 () Bl (HICs2C03Na2C03.K2C03 . NaHCO3) « ¥4 771 (RIDMF (NMP . —IE%%) L #; (F)
C1CO2CH2C1 ¥ 71) (RICH2C12DMF) 5 (g) B B Ak 55 (RPK (PG1) 2PO4, £ HEK (t-Bu) 2P045F) « (n—
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Bu) aNT % 71 (BEDMF) B (51 20DTPEA) #4 (RI70°C) 5 (h) HOAcH20. ¥ 7] (BECH3CN) - # (RI70
C) o

[0414]  ARAUEH AN GBI E], P BRI Z LR EE B (8) K (g) AT A4 B R A
W& IR TP B

[0415] [ iy 1A RIFIAL AP &, AP XCAP (0) (07) 22M°, XHP (0) (0) 2D* BRX AP
) OH)OM":

M+OH- D (OH"),

P
2-Me-THF, RT

[0416] 0

I X = PO(O), 2M* R
; X = PO, D2t
0 (O
e

X = PO(OH)s
o
X=PO(OH)OM*

[0417] (i) M'OH BED* (OH) 2. 2-MeTHF; (3) H' 7K VAW ; (k) M'OH 7K &

[0418] R IAL AW 67T W1 N7 ZE LA TR il & o 765 3% (1) o, FIMTOH 3D (OH) o4
H ST AR LA D A B T2 (X=-P0 (0-) 2 * 2U'5-PO0 (0) 2D™) LA
(119 25 B T 2 (X=PO (OH) 2) P 18 P 1 7K V8 3 A B 0L o 7 =X 3R 75 AL S 0 1 B 9]
Bl (X=P0 (OH) O'M") ] 1k I 1 248 M OH 42 FE i 55 R I Xl 1) 4%

[0419] S5t 5]

[0420] 79 s DAAETE f01 — FF I i —ds (DMSO) 2538 45T ALV 70 P I VAV R 3R43H NMR
(400MHz) J°'P NMR (162MHz) ¥ . 8 filApplied Biosystems API EX LC/MSZR %313 it
MS) L e #HHPLCE F 3K H PhenomenexfJKinetix C18%E (50X 2. 1mm, 1. 7umfi+) (pn:
00B—-4475-AN) [ 283435 1-99 %6 (137 21 AH BRI XA L # A ok I 5 A5 D 10 24 5 B s B8 I )
ENFHA=H20 (0.05% CF3C02H) o BN AHB=CHsCN (0. 05 % CF3C02H) o i3 = 2mL/min , 7 514
FA=3uL, H AR =50"C o f# I E 45 230-400 B 0L 0 ik -6 0 HEAT e i (il o ML e . &
F 5 (CH2CLo) VU SR (THF) « — FR L FR i (DMF) U015 (ACN) VY B (MeOH) 21 ,4- W@ ke
K HBakerd{Aldrich, 7/E—S81F T , X L3 IR FFAE T %0 FJALdrich Sure—SealfiH .
B AE SAE VL, T RN ATRE S 4 JHATUZE 8 (-8 (PR L ) WA L] -11-1, 2,
3-=MIf[4, 5-bl b e s -3 AN/ TR EL) .

[0421]  sSEjatsll

[0422]  4-G-2-9-N- (%A1, 2- &Nk —4- ) 25 FF B RZ i) il &
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[0423]

[0424]  fE=E FiHtH4-S-2-F-FEHFE (7.0g,40. 10mmol) JHATU (15.25g,40. 10mmol) .
2—-FR A ML E-4- % (4.98g,40. 10mmol) KEtsN (22.4mL, 160. 4mmol) T —4 4% (63.0mL)
W VA VR A Tl I A B F R G ER T b AR 2 (0-50%) el k4 MR &4, 15
B2 A AR 45 -2-5-N- Q- A -4k e ) 2K F B (4.35g,39%) JESI-MS m/
27 5 280. 04, SEIME 281 .3 (M+1) *; VA I IR] - 1. 310 4f (39 BF#E1E) . 'H NMR (400MHz ,
DMSO—-d6) 810.80 (s, 1H) ,8.09 (m,1H) ,7.73(t,]=8.0Hz,1H) ,7.66 (dd,J=10.1,1.9Hz,
1H) ,7.46 (dd,J=8.3,1.9Hz,1H) ,7.21 (m,2H) ,3.84 (s, 3H) ppm.
[0425]  [aj4-F-2-F-N- Q- A -4k L) K IRz (4.35g,15.50mmo 1) T 24
(145.0mL) H AR A IITMST (8.8mL,62. 0mmo1) o £E50°C ik MW & » 2k £ H
F 2 B2 < BE T BEREL 1] 44 o J8 et 3ok 98 43 B [l 4 EL ] 2088 B ek , 13 345 -2- 7 -N- (2%
AR TH-AHEIE —4—3E) FE A EER% (3.8g,92%) (ESI-MS m/zit 5 {H266.02, SEIME 267. 1 (M+1) +;
T EHINETE] < 1. 2340 %f (34 S 4E) . 'H NMR (400MHz , DMSO-ds) §10.86 (s, 1H) ,7.73 (t,J=
8.0Hz,1H) ,7.68(dd,J=10.1,1.9Hz,1H) ,7.60(d,J=7.1Hz,1H) ,7.47 (dd,]=8.3,2.0Hz,
1H) ,7.11(d,J=2.0Hz,1H) ,6.71 (dd,J=7.1,2.1Hz, 1H) ppm.
[0426] s fs12
[0427]  2-3-N- Q% A1, 2- EMERE —4-55) —4- (BT L5 I8 FF Bt il 2%

0

[0428] :
o>
H
F3CF.C i F

[0429]  YEO'C R 4-IR-2-F - E A (2g,8.42mmol) T & FF %5t (10.0mL) VA TR Z
WS & 2- PR A R g —4-% (1.0g,8.42mmo 1) JHLEE (2.0mL,25.27mmol) M 5 F
(40.0mL) VRS o ATIR G4 il 22 20 IF AR LI BT S 4 RHR A BN IN HCL
(200mL) K & H B (200mL) o 53 B % 2 T IR BREA T A ALZ , ik 8 IF AR 80K k4, 43
B2 K A L AARIR 4 -2 5 -N= (2 FF A -4k e ) R B Rk (1. 2g,44 %) <ESI-MS
m/z v 5AE323. 99, SLIME325 . 1 (1) s iy BN F) : 1. 3743 B (343 $#1E) o 'H NMR (400MHz,
DMSO—-ds) §10.80 (s, 1H) ,8.11-8.06 (m, 1H) ,7.79 (dd,J=9.8,1.7Hz,1H) ,7.68-7.62 (m,
1H) ,7.59(dd,J=8.3,1.7Hz,1H) ,7.23-7.18 (m,2H) ,3.84 (s, 3H) ppm.

[0430] [ Jjp e 25 2% HR A A—-TR -2 3 -N- (2— A k-4 -tk e ) 2R FF I i (800mg , 2. 46mmo)
S (1.6g,24.61mmol) T-DMSO (15mL) H A HH A B AL, 1,1, 2, 2- TR —2-Tl- 2 e
(4.1g,16.47mmol) - 2 H R 2R IHAE120 °CF IMFR L6 /NI o FZK FRRE S5 ML VR A 400 FF ae i ek B 2
ﬁ?}ﬁ,?ﬁFﬁﬁzﬁéaﬁ‘a (4X) ZEHL & A VLA, T K BEdk, ZeNaS0« T4, i H &R =
T, A BFVR AW, R b s 2088 2R T O b P BB JE (0-40%) Sk4ifh 18 2 2K A
8 ] A4 IR 1 298 -N- (2—EF' A4 nE L) —4- (1,1,2,2, 2- L5 2. 25) 28 F EER% (200mg,
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22%) ESI-MS m/zit 5 {H364.06, SZI{E365.3 M+1) +; W4 i8] : 1. 399 8 (39 BhigtE) .
"H NMR (400MHz ,DMSO—ds) 610.98 (s, 1H) ,8.11 (d,J=6.3Hz,1H) ,7.95(dd,J=7.4Hz,1H) ,
7.89(d,J=9.9Hz,1H) ,7.72(d,J=9.1Hz,1H) ,7.23-7.19 (m,2H) ,3.85 (s, 3H) ppm.

[0431]  7E100°C THiHE2-9/-N- Q- A HE-4-MiE ) —4-(1,1,2,2,2-Tif 45 R B
JlZ (200mg ,0.55mmo1) THBri) Z VAW (1.3mL 33w/v% ,5.49mmo 1) H FIVE R 27N, BT s
Biiml HBr) Z RV W (33w/v %) JFAE 100 C R HiFRR B4/, SR GV H1 2 =18 . K
B NIR G, TERGUTTE D) G U iE pE H , FH7K (2X) W I R AU T R B se i R S N 1
T, 15 3 B vk 2K 0 [l AR K 2— 8 -N- Q48— TH-IE g —4-38) —4-(1,1,2,2,2- H L H) 7K
Bk % (138mg,72%) ESI-MS m/zit B {5350.05, S 351 .3 (M+1) +; i EA I IE] < 1. 34 b
Bo BhAE) o

[0432]  sgiafs3

[0433] 45— -2--N- Q%A1 , 2- ML IE -4-45) 7R FF M flae ) i 4%

[0435]  fF 2= R P bk 2— R AR R IE -4 % (186. 2mg, 1. 5mmol) 4 ,5- & —2-F— K F &
(285.1mg,1.36mmol) \HATU (622.4mg, 1 .64mmo1) KZN—FF FEMG ik (299.9uL, 2. 73mmo1) T-DMF
(3mL) W VAR 167N o S MV A PRI K O R 28R (3X) ZEHL. & A AL, K
(3X) EhAK Pk H A Nao SO 158 , i Ak i 283 D8 H 2K 2 1 14 Bl il T-HBr (4 IRV
) (6.689mL 33w/v% ,27.28mmol) W IFAE9S C N HEHE 16/ o ¥4 EIVE W 2 iR, 1 98 F 4K
KK @X) Tk (2 X) Bl g =, £E 52 N5 AR 3 B K A il 4R 4, 5- = &-
29 ~N— AR~ TH-ME g ~4-JL) 2% B % (250mg,61%) oEST-MS m/z 11541 299.99, szl
fE301.3 (\M+1) "s RN IH) - 1. 16408 (33 B4 o

[0436] st 4

[0437]  2-9-N- %A1, 2- &k e —4-55) —4- (R ) R H Bz (19) 1 il 4

®)
0 /@H
[0438] .
ot n
H
FsC F

[0439]  7E0°C TFHg2-F—4- (= HF 5 RHF B (25.0g,110.3mmol) T =S F 42
(125.0mL) & WLIZ T s N 22 2— R AR Rk e —4- % (13.7g, 110 3mmo) HEWE (26. 8mL,
330.9mmo1) K — & H HE (500.0mL) KR AW AR AW AR 2 28 A0 N bkt
B AFRA PRI IN HCL (200mL) K & FF 4t (200mL) H o 2038 %2 JF FI IR R B T B L2
T P8I AEIRE R WAR 4G 7= P AE O It b R RSCRR UNT O Be HEAE DU T 184, A3 3 2 50
BRI A 1 290 -N- Q- 4 2 -4 -k g 5E) —4- (0P 28 R Bz (25.7g,74%) o
EST-MS m/z it 5 314.07, SEPHE315.3 M+1) 5 FHBEIF A 1. 499 8F (39 BhiAE) .'H NMR
(400MHz , DMSO—ds) 810.96 (s, 1H) ,8.15-8.04 (m, 1H) ,8.00-7.85 (m,2H) ,7.76 (d,]=8.1Hz,
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1H) ,7.26-7.15 (m,2H) ,3.85 (s, 3H) ppm.

[0440] ) 2—9R—N- (2—F S J 4 b g ) —4— (A 28 R e fi% (1.00g, 3. 18mmo 1) T4,
1% (6. 0mL) 1 I8V s INHBr (33 % L BRVETR) (3.9mL 33w/v%,15.91mmo1) FF7E£100°C
IR A6 /NN o B INHBr (2mL, 33 % L BRVE D) FEAE = T R G % R 5 B IR
WA AR FEERFE100°C N2/ A ZBEM AT T LR OB SK 2SS 2
BB B (3X) ZEUKZ /K & EhK 2 X) Bsa 6 A A, FBRERa K, 1358
FEAE DR T R i o A [T A A7 BRSBTS R b i R R R L 0 L 15 21 298 -N- Q- A - 1H-E
WE—4-J5) —4— (=& L) KRB (19) (731mg,76%) ESI-MS m/zit B AH301.05, 52 J{E
301.3 (M+1) " HEEA T A] : 1. 3548 (34> % 4E) .'H NMR (400MHz , DMSO-ds) 5§11.33 (s, 1H) ,
10.70 (s, 1H) ,7.96-7.85 (m,2H) ,7.75(d,J=8.2Hz,1H) ,7.35(d,J=7.2Hz,1H) ,6.81 (d,]
=1.9Hz,1H) ,6.41 (dd,J=7.2,2.1Hz, 1H) ppm.

[0441]  sCia {515

[0442]  N- (2-% -1, 2- ~AknE-4-3%) -2- (4- ERP AR FEHE) -4- CERP R %
FEE % (Ba) il 2%

O
H
[0443]  Fy o7 "0

OCFy
[0444]  ¥Cs2C03 (651 .6mg, 2mmo 1) I NE 2-5-N- Q- -1, 2- A MtnE-4-3E) -4- (=5
L) R G (60, 0mg , 0. 2mmo 1) Azd— (=98 FF 4 2E) By (259. 1ul, 2mmo1) F-DMF (1mL)
VTR FEAEL00°C T b S SL) LN o 3ok 8 S B2, d 3k Jse AHHPLCAE FH 2401 T 7K 1 466 i
(10-99%) H. A& FHHCIAE A MR HEAT 24K , 19 BIN- (-1, 2- At E -4-2) -2- (4-
(Z R EEL) RAR) —4- (CRF L) KHBZ (5a) (25.7mg,28%) ESI-MS m/zit 544
458.07, SLIME459.5 M+1) "5 T B IS [7] 1. 8073 B (3 BH#AE) o
[0445] 52l il6
[0446]  2- (4-F—2-FF L R4 L) -N- Q- A0-1, 2- &L -4-3L) —4- (G L) 78 F Bk
fiz (9a) [ il &

O
0 bl—i
/(:EKN P
» H
[0447] FsC 8

F
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[0448]  {E100°C F n#2-—N—- Q-2 AC-1H-ME g -4-3E) —4— (= F B L) — 28 H i i
(13.6g,45.30mmo1) \4—F—2-FF JE-y (17.1g,135.9mmo1) .Cs2C0s (44.28g,135.9mmo1) FlI
DMF (340.0mL) VR GHI1. 5/ o 7% HTR A ¥ 2 = BRI K (B00mL) H . I ZU4 HEIR 54
3043, SR J R Hoad uE o K18 44 A 7K (250mL) ¥k H R BBCT 2Lk (200mL) iRl . i
JEIREY), FIT F (2 X400mL) il M FF 76 1725 T 08, 159 21 2 [ 4R 2- (4-5m-2-
FR DR A ) —N- (- AR-1TH-ME g —4-F%) —4- (R &R R Bl (9a) (13.1g,70%) .
BST-MS m/z it 5 8406.09, SEIMEA07 .5 M+1) *5 i BB F] « 1. 73408 3 Bh ) . 'H VR
(400MHz ,DMSO-dg) 511.28 (s, 1H) ,10.63 (s, 1H) ,7.84(d,J=7.8Hz,1H) ,7.60 (d,J=7.1Hz,
1H) ,7.31(d,J=7.2Hz,1H) ,7.26-7.20 (m,1H) ,7.14-7.06 (m,2H) ,7.00-6.95 (m, 1H) ,6.75
(d,J=1.8Hz,1H) ,6.38(dd,J=7.2,2.1Hz,1H) ,2.16 (s, 3H) ppm.

[0449] S5t 57

[0450]  2- (4-gg—2-F A R AU ) -N- (% AX-1, 2- &b g —4-45) —5- (= )
B (da) B Il 4%

[0451]

[0452]  #%Cs2C03 (651 .6mg, 2. 0mmo 1) ¥ JIH 2 29 —N- Q4181 , 2- ~&nkng-4-3%) -5- (=
T L) K L% (60.0mg, 0. 2mmol) Fz4—3—3-H S 2E My (22811 ,2. 0mmo1) “F-DMF (1mL) H ]
TR FEAEL00°C TN fie bt S N /NI o ik 9 e B A) , e 3t S AHHPLCASE 20 T 7K A (B B 2
(10-99%) H AT FHHCI/E e PERIZEAL , 13 22— (43R —2- A Al R 4 ) -N- Q-0 1,2-=
SMEnE-4-3) -5- (ZFF L) FKFBEL (4a) (67.9mg,80%) ESI-MS m/zit5AH422.09, 5L
DEA23.2 (M+1) "5 RN IA) < 1. 56408 (343844

[0453] ARG LA Fouf T B Pdafirid B VR LI 4 , I 2— 3/ -N- (-2 -1, 2- &k
Mg —4-J) —5— (Z90FF H8) 2R FF I Jr A SR R B ol 2% LA S A B0
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Vi L3

182 | 2-G-RE AL -N-Q-FAR-1, - &b | 4-FREr
R4 -5 (Z AT R X T s
158 | N=(Q-8R&R-1, - & rm-4-K)-2- (45 F | 2-F A&
RER)-5-CARATH AT
1la | 2-Q-8-4-RREE) -N- -8R, 2-= | 2-84-R-B
| Bt —4-2) -5 (C AT R TosE
10a | 2-(4-B-2-FEEEA)-N-Q-8K-1,2- | 4-A-2-FA B
ZEur—4-A) 5 (ERATR R FEE
8a | N-(Q-&AK-1,2-—8SE4-£)-2-4- | +-CARATEL B
EATFREBRED -S-CEATORYT
BLE

17a | N-Q-8AK-1,2-Z &R —4-£)-2-0- | -CATEL &
(ERTFAL) RER) S-(ERATFRRTF
BhiE

[0454]

[0455]  SEjifs8
[0456]  5-5—2- (4-FR—2-F A FE R A 3E) —N- Q- A1, 2- &t e —4-3%) 2K B % (Ta)
FEAIES

0
0] /@H
Cl\@fj\"‘ >

H

[0457] 8
@OMG

F

[0458]  #Cs2C03 (879.9mg, 2. 7Tmmol) NI & 23/ —N- Q-5 AX-1, 2- ~&Ankng-4-3) -5-5
X B (72.0mg, 0. 27mmo 1) fe4-38—3—FF 4 M) (307 .71l , 2. 7mmol) T-DMF (1mL) H ¥4
HIIRAELO0C T BERE S BL A L /NG o 3o 8 S ) it Jse AHHPLCAR FH 245 T 7K o (86 5 (10—
99%) H. f# FHCIVE g stk , 15 3550 -2— (4—5—2- 1 L R4 ) -N- (-%4% -1, 2-
A E -4 JE A EEZ (Ta) (31.8mg,30%) JESI-MS m/zitE11388. 06, SEI{E389.10 M
+1) "I ) 1. 5208 (3 EhiRAE) o

[0459]  MRHELA B AT T B G W Ta B ik B /B AL A , N5-5 -2 (4-FR—2-FF | BE R4
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) -N- Q5401 2- AN e -4 DR B R B & UL A
i
128 | 5-R-2-(-R-2-FEREL) -N-02- | 4- R -2-F A -
MR-, - Eokme—4-A) X9 B | B
142 | 5-8-2- Q-F-4-AEXEK) -N-Q-5 | 2-2-4-2-8
R-1, 2-Z Eotrr—4-2) K B

[0460]

[0461]  SEjiEfs]9
[0462]  4,5-"F-2- (4-F—2- A AR AIE) -N- Q%01 , 2-—ENmbng -4 R Bz
(1a) il 2%

(@}

| NH

[0464]  }5Cs2C05 (97.7mg, 0. 3mmo ) AR INFEA, 5- -2 -N- -1, 2~ HLnE—4-
) FRF B (30. 1mg, 0. lmmo1) e A—FR—3-F S 2 M) (42.6mg, 0. 3mmo1) FTNMP (0. 5mL) ]
VR IR AE90 C R B HE S LA 2 /N o 1 e R 5 T S AHHPLCAE Y 2 15 T 7K vh A 2
(1-99%) FL{E FIHCT/E A B P AL , 8514, 5- 42~ (- Fi-2- AR AID) N- 2R
-1, 2- AUk -4-35) ZE B (1a) (13.2mg, 30%) (EST-MS m/zitE{5422.02, Sz {H
423.3 (M+1) s EE I IR : 15T 0% G 18) .

(04651 HRARLA_EAFT-RL A 10 1ok S SR A R, M4, 5= 2N -1
2~ U -4-HE) K R TS IO 45 A AL A4

Hthth s o .
[0466] 3a 4, 5-—F-1- - REERL) -N- Q-FAR-1, 2- | 4-FE
Ak -4-24) KW B o

[0467]  SEJEf10
[0468]  2- (4-F—2-F HAE KAL) N- Q-F -1, 2- ANt ne-4-35) -4- (EFRLH) KHF
Pk fiz (2a) 1 il 2%
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[0470]  #%Cs2C03 (69.8mg,0.21mmo 1) #sINA 22— -N- Q-FHAC-1, 2- ~ &Nt he -4-3%) -4- (4=
T P B (25mg,0.07mmol) M4~ —2-H S FEMy (24.40L,0. 2mmol) FNMP (0. 3mL) H
I AEL00 C T b I N4 4543 %1 W I BEVR G BIAIK : LR R (9: 1) R 1R
A1) HpE Ak, 2Bk, S8 Ja F 1R C RIS H 18, 15 2 BREE 7= ik pE B8R 2 A
LR CBRHE S 13 25 Y B A FE PR REEAE A4 IF 72 31 8 T T, 15 31 2 A A B4R 2-
(A= —2—-F A R S) -N- QSR 1H-IEIE —4-05) —4- (1,1, 2,2, 2- TR 8 R B iz
(2a) (15.4mg,45%) ESI-MS m/z it 5 (HA472.08, 2 M A73 .3 (M+1) +; i BFISF[E] < 1. 6243
o'H NMR (400MHz ,DMSO—dg) 811.32 (s, 1H) ,10.62 (s, 1H) ,7.83(d,J=7.9Hz,1H) ,7.51 (d,]J=
7.9Hz,1H) ,7.39-7.27 (m,2H) ,7.17 (dd,J=10.7,2.8Hz,1H) ,6.88(dd,J=11.3,5.7Hz,
1H) ,6.81 (s,1H) ,6.75 (s, 1H) ,6.43(d,J=7.1 Hz,1H) ,3.73 (s, 3H) ppm.

[0471]  sgjafs) 11

[0472]  4-F-2- (-9 —2-FF AL OR AU L) -N- -5 AR-1, 2- &t g -4 55 K H B ik (13a)
1) il &

[0474]  [4-50-2-%R-N- Q-4 A8 1H-MEmE —4—52) 28 FF Bk (500mg, 1. 87mmol) T-NMP (5mL)
VAR S N A-FR -2 FF 21 (709.5mg,5.62mmo 1) % Cs2C0s (1.83g,5.62mmol) H:AE90C
PR S NTR A2/ B I SR A PRI K EL 28R LR (3X) FEEL A A LA, A
3N NaOH (3 X) 7K Eh/K#e i, T4 (Na2S04) H 2K 21l ik et th i vk aifb , 13 2 248
o [ AR I 4 - S -2 (43R -2 FF IR ) -N- (2% A - LH-TE g —4-J%) % FF i (13a)
(300mg,43%) EST-MS m/z i1 5 AH372.07, SEPWME373. 1 (M+1) " R AW 1E) : 1. 558 34 8
#EA4E) o'H NMR (400MHz , DMSO—ds) 811.25 (s, 1H) ,10.48 (s,1H) ,7.65(d,J=8.2Hz,1H) ,7.30
(dd,J=7.9,1.6Hz,2H) ,7.21(d,]J=8.7Hz,1H) ,7.09 (d,J=5.5Hz,2H) ,6.75(dd,J=5.1,
1.8Hz,2H) ,6.38(dd,J=7.2,2.0Hz,1H) ,2.16 (s, 3H) ppm.

[0475]  SEjfs)12

[0476]  2-(2,4- — @A) -N- Q- A8-1,2- ZEMEIE -4-52) -4- (S F T 3L 25 Wt i
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(16a) [l %

[0478] [\ 2-F-N- (- AC-1,2- & MtE-4-3) -4- (ZHFH) R F B % (30mg,
0.1mmol1) F-DMF (1mL) H I ¥AE W P 8 N2, 4— 5 2K %) (130mg, 1.0mmol) A2 Cs2C03 (325. 8mg,
1.0mmo1) H:AE100°C N FE S MR S L/ o ¥ H) S BNy 22 25 °C , 3 8 5 e 3l A £2 3 V2
2 IE T KR EIEE R (10-99%) HAF FHHCIE Ao MR 2t , 13 32— (2,4- —F K AHL) -
N- -1, 2- A g -4-25) —4- (R ) KR W% (16) (EST-MS m/z 75 {f410.07,
SEPMEALL. 2 M+1) +; RIS ] 1. 5540 (343 $hAE) «

[0479]  sKjafs)13

[0480]  N-[1- (RUAF L) —2-%AX-4-MEmg 5] -2- (- —2-FF LR URD) 4- G P R o)
P Bz (20) 1) il 2%

—
[0481] H
FsC” @]

CHs

E
[0482]  fEZ iR T HiFE2— (4R —2-FF HEOR A HE) -N- (2% A1, 2- =&t e -4-3%) -4- (=
SR ) K B B E (9a) (406.3mg, 1.0mmol) M & P ERE FES (106.7ul,1.2mmol) T =& F 4
(3.5mL) BN, N-"F B H @i (0. 3mL) H V& WA/ NI o T TR A e s TR 540 » A AT
TRIR E AN KA Eh7K e, ZeNao S04 15, iy HZ8 R 21 13 BIN-[1- G ) 25448
4 g FL ] —2- (- —2-FF FL IR L) —4- (S RF L) R P EER , AL — b alifth i B
TN —H B ESI-MS m/z it 5 (8454.07, SEIM{E 455 M+1) "5 Wi BB TE] : 0. 7343 (143
HAE) o

[0483]  Fgok LA B BRARIN-[1- (G ) -2~ -4-mb e 2] -2- (-5 -2-F R4
) —4- (ZHFF L) R B ARTN N- R BB B (BmL) T o 8 i BT S R R I AR
B (496 . 6mg, 2. 0mmol) M2 MAL DY T 4% (36.94mg, 0. 10mmo1) FFZET0C T $ithE SN 1R A 414/
SR EH G TR CERRRE RBLVR AW, BARIR K S EhK Bk , 82 Nas S0« -1, i 98 H A& K
F A L (40gRERS , 50-100 % E tOAC I CUSEva ) AiAk iz i, WA LA P2 25 43
HZ&KR 152 2B AR BER T R [4-[[2- -G -2-FR-REH) 4- CHRF ) K
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B 3L ) & 3L ] 201 Mg 2 ] FR S (20) (280mg,45%) , AN 3 — P alith i B dz A T
TR GESTI-MS m/z i EAE628. 20, SLI{E 629 (M+1) ™ ¥ BE I 7] : 0. 76 43 8f (153 B
18

[0484]  sCjfafs 14

[0485] PR A [4-[[2- 4-F-2-FEE-JRE ) —4- GRS RR B 28] -2-4
AR-1-NEme 2] RS (9) 1 il &%

[0487]  {E70°C FHehEREmE Al T 3 [4-[[2- U-F-2-F H-FKEH) 4- G P L) KR
I ] ] -2 AR -1 -k ] FR B (20) (50mg,0.080mmo 1) T2 JEF (ImL) <H20 (ImL) % 2.1
(ImL) BTR3NS ARG R R BT AR E B ZMIR S 0 (3X) —iedL &K, 2 G,
P8, I Hesk BL15 15 3 2 A Al AR sig — & [4-[2- U-F-2-F R -
A- (ZHRCP 3h) R B3] A L] 2~ A - 1k me 3 ] FR S (9) (20mg,49%) o 'H NMR (400MHz
DMSO-ds) 611.49 (s,2H) ,10.77 (s, 1H) ,7.86 (d,J=8.0Hz,1H) ,7.61(d,J=7.6Hz,2H) ,
7.27-7.19(m,1H) ,7.11(dd,J=10.9,7.6Hz,2H) ,6.98 (s,1H) ,6.90 (d,J=2.0Hz,1H) ,6.43
(dd,J=7.5,2.1Hz,1H) ,5.53 (d,]=9.7Hz,2H) ,2.16 (s, 3H) ppm.°'P NMR (162MHz , DMSO—ds—
85 %6 HaPO4 7K iV AE N FR—0ppm) 6-1.76 (t,J=9.6Hz, 1H) .

[0488]  AR¥E LA T HAEdE— B At iZ W i IR A [4-[[2- U-F-2-F HE-JRHE) -
4= (o R L) JR R 2 ) Ut ] 22 A -1 -1k ] R (9) (30.00mg,0.05810mmol) T 54
B (600 .01L) H A £ B V7 i 2 N B B (300. 01L) , M T {5 420 J53 A5 Bl V85 W o ¥ INNa Ot
(14.52uL 4M,0.058mmol) , AT/ AL A B PTIEN) , FEAE I N IHRR G305 B SR J5 74 H)
RMIREMZ0°C, 138, VA I R N BE BRI I £ 12 T, 15 3 8 8 S A40R 1 e —
Al4-[[2- U-F-2-F IR —4- (G L) R ] 2R ] 2440 - 1 -k e L ] H I
(9) cEST-MS m/z it 8 15516.07, SZIAES17.0 (M+1) +; FEEE I 0. 5740 %0 (14 BhUPLCHE
1)

[0489]  SEjifs15

[0490]  AmR S [4-[[2- (4-F—2-F E-REH) —4- R P 5 AP B ] 2] -2
-1k e 2] B S (9) 1 B AR il 4%

[0491]  7E65°C FAEEZS FAH2- (4-F-2- FF LR AEL) -N- -0 1, 2- &t —4-2) -
4— (Z PR K B R 5K S8 (9a) (6.0g, 14 . 7Tmmo 1) ARE S K o A8 B I8 S HE T K 2-
(4-F -2 B R AU ) -N- (22401, 2- &k g -4-58) —4- (/L) R F BEiZ (9a)
(5.0g,12.31mmo1) SN N-—"F F B EE i (10. 0mL) T & %2 (50. 0mL) " VA, s &L
B A BiE (1.64ml,18.46mmo 1) F7E = T A AR LN o F 288 £ B R I REVR 54 »
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oL R IR S B A VA R b K e 5%, 28 T K TR BR AN 10, 1k i€ AR R 2 1 @it il (40ghE
H52 5 20-100 % Et0AC ) O Ged& i) 2iAk S etk W e 7 Mk 4y H78 k. 3 8IN-[1- (& H
) —2-FH AR A e S ] -2- (U-F-2-F IR AL 4- (SRF ) KPP B (3. 26¢,
7.168mmol) ;K HAZH— LA TEE AT F— 5%+, "H NMR (400MHz , DMSO—ds)
10.83(s,1H) ,7.86 (d,J=7.8Hz,1H) ,7.76 (d,J=7.6Hz,1H) ,7.66-7.58 (m,1H) ,7.28-7.19
(m,1H) ,7.10(dd,J=7.7,2.0Hz,2H) ,6.98 (s,1H) ,6.92(d,J=2.1Hz,1H) ,6.50 (dd,]=
7.6,2.3Hz,1H) ,5.79 (s, 2H) ,2.16 (s, 3H) ppm.
[0492]  7E70°C FHEHEN-[1- (G L) —2- 504t ] -2 (- —2-F B R —4-
(R ) R B (500mg , 1. Immo 1) U T 4 S Ik A AL A (409 2mg, 1. 65mmol) MLk,
V97T % (20.3mg,0.05mmol) ¢ AL % (191.40L,1 . Immo1) T-ZJiE (10.0m1) FHVE S
YNBSS SR 5 F R L BRI SV A » PR B bk e ids , AR R AN E 2115 @it
i gtk , 25-100 % EtOACH O Bt iAW) A ALY i, UEE =k o 28 R 13 B 23R B8
T AR B R BT 3 [4-[[2- (4-F—2-H L -ZR 4 ) —4- R ZFF B &
] -2-% AR 1Mk ] S (20) (390mg,56%) o 'H NMR (400MHz , DMSO—ds) 510.83 (s, 1H) ,
7.86(d,J=7.8Hz,1H) ,7.76 (d,]J=7.6Hz,1H) ,7.66-7.58 (m,1H) ,7.28-7.19 (m,1H) ,7.10
(dd,J=7.7,2.0Hz,2H) ,6.98 (s, 1H) ,6.92(d,J=2.1Hz,1H) ,6.50 (dd,J=7.6,2.3Hz, 1H) ,
5.79 (s,2H) ,2.16 (s, 3H) ppm.
[0493]  #E70°C FHehEmEme A T 3 [4-[[2- U-F—2-F H-FE ) 4- CHR P L) kR
A ] A ] -2 S A -1 -k e ] R R (20) (350mg,0.557mmol) T2 (TmL) « &8 (TmL) J2
HoO (7mL) T VAR AR IR BEAT AR I S B K2 HPLC o 1. 57N i 58 Jl B AR o 8 2034 4 SNz TR
VLA K 2B 2N, ARG IR 28 (Lo0m1) H.Z8 K IE-A ) A SL b B 55 K M 2.1 . 1) 42
BIFWHASINPERE (1om1) , ZRIER PR E 2-3EF (Iml) B INPERE @ml) , E=R R i#E—F
P BRI EL 8 o 78BS R TR I UACER I [T 4, 15 21 2 K 1) 5 25 & [ A IR i i e — & [4-
[[2- (45 —2-F B DR L) —4— (Lap R ) O AR e 2k ) A ] — 2R - 1 -tk g 2 ] FR s (9)
(254mg,88.4%) +'H NMR (400MHz ,DMSO—de) 611.52 (s,2H) ,10.77 (s, 1H) ,7.86 (d,]J=8.0Hz,
1H) ,7.60(d,J=7.6Hz,2H) ,7.26-7.19 (m,1H) ,7.09 (dd,]J=10.9,7.6Hz,2H) ,6.98 (s, 1H) ,
6.90 (d,]=2.0Hz,1H) ,6.43(dd,J=7.5,2.1Hz,1H) ,5.53(d,J=9.7Hz,2H) ,2.16 (s, 3H)
ppm. P NMR (162MHz , DMSO—ds) §-2.35 (t,J=9.6Hz, 1H) ppm.
[0494]  SEjiffs] 15A
[0495]  2—4—N— (2—FR AR LRI g —4 L) —4— (S0 L) 25 PP e e ) i %

N OMe

[0496] NH

g o
T3P, 2-MeTHF
TEA, 40 °C i
CF3 83 % CF3
[0497]  SOLT e B BE 38 e B2 T 22 BENa N T W HLIR IR FE 2% S2 v 55 2% o B I BE 2% 1% & ik
150rpm H 32 &5 B i% B E40°C T, 4 2-Me—THF (6.000L,3.0vol) < 2-9-4— (=& i) K H
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1% (2000g,9.610mo1) 2-F 48 Bk g —4-F% (1.278kg, 10.09mo1) S TEA (2.917kg,4.018L,
28.83mo 1) ¥N 142 S 0L 25 T 5 AT 7 A2 I VR I [ V2R B2 BT €0 VA TR o 7SS I 2 B 8 A S oz i il| L
NI 35°C o [ VAR 1 4 30-45 9 BT s INT3P I 2-Me-THF¥E VR (9. 176kg,9.176L 50w/w% ,
14.42mo1) , AT = AR IR BR BT LA W o 2/NB) I, SR HPLC A3 B ) 8 s B 5E 4 (L) <2 %) « H
7K (1.000L,0.5vol) KR M), o i kI 2F 28 10430 R sk (1) 7 0 DA 428 ] s v 8 K
N o 9K J5 F2-Me—THF (8.000L,4.0vol) A2 7K (8.000L,4.0vol) FEIR &M IF4£30-40°C T4
304 81 AT IEBFE T, % )24 B HLRBBR K JZ « H110 % NaOHZK VA ¥R (6. 000L, 3. 0vol) ¥k
HHLUE  BOEE T 7 A L i N EE 7K (500.0mL,0. 25v0 1) HiEHR &ML 5. 5 B & )2
H#ERAKZE - H FHERL7K (10.00L,5.0vol) T A HLE , HHFHKZE « &NasSOs A HLZ ,
i+ (Celite) 198 FH2-Me—THF (4.000L,2.0vol) Fei I8 o Hpr R 0% I8 i 2 2
WEkL 7% A, FRAEA0 C IR S 150mbar [ 1K 77 FRURTE I ER 2 2808, i fEVR S 4 B
JR I A2 o 76 30 43 28 1 1) 43 LR INFF 5% (10.00L,5. 0vol) o2 1k 2808, ¥ e MR & (4
8L) 7E e 78 K 2% L R, HOB IR iR b 2 =0 L dE IR A, -2 05 (2.000L, 1. 0vol)
VeI AR 232 R R T4, 19 B3R 28 (o a4k R [ A B e 2 A B IR E S T
J: (40°C , <30mbar, JE¥E 282 2%) , 43 21 2K 1 ¥ RS 40 4R 16 2- 8 -N- (- FR S At g -4
5 —4- (CRAPE) K EZ (2,501g,7.959m01,83%) o

[0498]  sCjifEf1 158

[0499]  2-F-N- Q-1 ,2- —Ekig—4-F5) —4- (R P ) 75 B ISR IR E 1 i %

OMe AN O
|
HBr
NH
[0500] .
HBr/ACOH F
85°C, 24 h
i 86 %
CFs CF3

[0501] [ 50L 42 & A7 Na N 11 S MLk 43 F 2% 25 B 1 iy JC 2 19 3 38 e B2 28 8 InA ¢ OH
(17.50L,7.0vol) f2-3R~N- (2-FF S Ak mg -4 -J8) —4- (9 58 K B ik (2500g,
7.956mol) , HIEFE 13RS . % INHBr AU HOACVE R (5.853kg,3.928L 33w/w%,
23.87mo 1) , AT 5| AT FH () TSR L™ A2 1R B2 5 EE Y0 o B 25 VS NS 22 HBr , VATV A8 R A s 1)
BRI o 22 213043 Bk I RLIR A P FE 3G I A i AR 113 (70°C , I RE) » AT = A2 K &
Sk MeBr HBr) SR JGZE1 . 5/ S REVR A M0 ) P L B 38 %285 °C , FF /185 C I FE T 44
SEPPE R A IR HPLC A3 A1 M DU s B3k R L 2 58 B, FLAE 20 16/NB Ji5 58 1 (R T 7= 42—
FN- QA1 2- AR E-4-55) —4- CR P ) K B ERIR £, 29 -N- (- 4
M E —4-3) —4— (S5 58 2K R 42 <1 %) o 223070 5ol S N2 TR A 01K 1A B R 1 85°C
B 2250°C , R JG I I 2K (7.500L,3.0vol) o ZkBEdit 1 10-155Bh SR J5 1 S RLTR A P01 A 35
IREREAE20°C, IFE IR R IR S 1 -2/ R 1 e e N TR &4, FHFR 2K (7.500L,
3.0vol) VeI yE Bk HA R 158 1 B 44 o1 B g DE 28 AT IR AE B 2 v T4 (40°C, 10—
25mbar, JE i Z R4 132 2 A B & BRI 2-3-N- Q-5 81, 2- & ke -4-55) —4-
(R L) R F B SR IR £ (2609, 6.846mol,86%) .
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[0502]  sLjiff515C

[0503]  2- (4-%F—2-FF LA L) -N- (%8481, 2- Atk —4-3%) —4- (SR L) ZEH Bk
JlZ (9a) H il 2%

[0505]  [A] 5012 2% A Na N 11 B AUMR A3 FF: 25 110 i & 22 110 B 358 s o2 285 vP s i 1 — FF 2 -2k g
WE Bl (NMP) (3. 75L) o FFRVETR, IS IN2-9-N- Q401 , 2- &t e —4-55) -4- CmF &)
PRSI IR £L (1500.2¢,3.94mo 1, 1. 0eq) H FINMP (1L) #¥t, HoKgJe B0 JE R 235
Co IR IE L 105 BB A s AR R 2 (1631.9g,11.8mol,3.0eq,325H) , HAIA] 5 NI 23 %240
Co H4-F—2-F KM 5,546.1g,4.33mol,1.1eq,AK Scientific) TNMP (2.25L) FHIE
RAETEEE T AL 3R BT A2 B V79, SR 5 FINVP (0. 75L) e iivkh g ) , 15 BIRS f2 B V3 W - 223043 Bt
BB R 61 CIHAL R T HFE IR0, LR B HPLCA B ) 58 & B 56 4% o 1] )R
VR A Y s in2— P DY SR (15L1) MoK (15L) HaHk e &Y B4 I 8 AR VB i o 152 1kt
P HE R K Z FEAEREFE 4152 CIIFEIRE T K (7.50) Bk A HLE - EEFARKE
BB A (3X 7. 5LAKPEES, SR G 1 X 4. 5LK PR - 7E50. 8 CHY B IR JE T Btk FriF A Ml
W, BN B 7R B (6L,Sigma Aldrich) o Z83040 4 e 20 BB il £ 20°C , HAdkE
TR, SR I T 3 i S8 SCEE it e (4D 3 A o 8 B UAC B 1 [l A 3R (] e 82 28 5 7E 41 249 27N
NE R SRR SRR SR e uE, -2 BR A IS (1.50) phikIffE65 C M AE R 2 F
B, 13311253, 1g (78%) 2K AR 2— (4-F—2-F LR D) -N- Q-5 AMA-1,2- 24
MEmE —4-J) —4- (A ) KA BE% 9a) .

[0506]  sEjifif5115D

[0507]  N-(1- (B F &) 25401, 2- “EmE-4-55) -2- U-F—2-F R RE L) 4- &
FR ) 2K R B B i %

H O
N. O ,lJ\
1 P o o7 e
' EtOAc, DMF
Os . NH -
[0508] 1 DABCO
o 60 °C, 4h
‘F
CF3
9a

[0509]  FEZT , A1 50L % 4 A7 Na N 1 S AU 4 25 L B2 IR FE 0 #E 20 °C R [ R
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)3 B S RE 28 I N 2— (43R —2- R R4S -N- Q-AR-1, 2- &k e —4-25) —4- (58
B R Bl (9a,2482.0g,6. 11mol , 1.0eq) ofE100rpm | i HE T HKIK A I L. £, B (251)
Fo 1, 4-— 5 2R [2. 2. 2] 3E 4% (DABCO) (342.6g,3.05mol,0.5eq) HLDMF (1.25L,Sigma-
Aldrich) SRJGE300 B INE F RS F BS (815m1,9.16mol ,1.5eq) « ¥ NS BREF BE 5¢
R S 2230 - 5T e B IR JE B HTFF £60°C . EZ160°C F HiHE BTSN, ThAe i
HPLCA M ) 58 S B 56 A%« 22043 it e B8 B Wi e 22 15°C , S8 el it 21093 B 2212 s
7K (500m1) YK 2 S o RS 7K FEAE L16rpm T SR A W) 1693 42 b hid: , B K)Z, H
Ik 7K (BL) NaHCOs (137g) T-7K (620m1) H B ANV M B i A HLE A HLZ Hbg N-
(1- (EHR ) 25481, 2- &g -4-58) —2- 4-F-2-F EREL) -4- CHF L) K H
Beh& (7) VB A, JRAEESS 28 R 4% (40°C , BL25) W I 4 TS I (BBBR 18 SLAHLAH) o
EEE MR AR T AT ST A, BA 1) I Ath 47 51 B VA 45 o o FH B e b e
AVEF, MR YE 7 ER N 2 b DL 4E R R FAAE LOL o 7F S0 T AE RS 25 K 28 iRk BB 7
W45y B, SR e e o eSO [ AR o FH BB (2. 5L) Weis AR A 1Al 44, SR 5 8 B 45 Th 8 (40
C,eEZENED) ,155]2409g (87%) 2K A & & AR IN- (1- G L) 25481, 2-
TEIEE -4 —2— (4-FR-2- R ORAEAL) —4- (IR L) R B

[0510]  sZjiff5 158

[0511] AR U T 2 ((4- (2- U-F-2-FF R AL —4- R KRB 25 2%
Ak E -1 (2H) —55) B L) fig (20) 1l %

Os.__OtBu
ré OtBu
N 20
L K(tBU)P O, Y
0512] L EtOAc F
0512 o 1N A0, -
3 70 C, 1-2h o NH
A O v 88 %
C
e
CFs 20

[0513]  7EZUA T 1A150L 2223 A No N 1 ML A p 2 FL e 8 B W AE AL C TR (1 3 Je B 1
I T4 S BL A AN IIN- (L— (U RR) 251, 2- e -4 - %) —2- (42— FF B R
) —4- (CHRFE) KRB (1199.5g,2.64mol,1.0eq) «EfEH: RN R B (120) , 75
B IF W o VR A R RS I AU T IR R A (792. 7,95 % 4%, 3.03mo 1, 1. 15eq) K
TBAT (9.7g,0.026mo1,0.01eq) , HZ204 Bk Je B0 FEF W 271 °C Pk BT AR &
FFIRA . 5/N, BERFHPLC A Hr 26 B SN 5845 o 42 1593 o e 538 BE B FH 230 °C L SR SR AE 4
AN 6L) REKEHEH SR G FIKPRIR A HLZ (1X3.6L, 8851 X 2.4L) «7E40°C
T AE iR 2R R AR AE A HUZ 223, 0-3 . SRR I BEKE (1. 8L) 1NV 7, SR I S 1T e i
AR BRI RAES IR AV A 2 Z= IR I AE40rpm N R A i i pR YA [ 44, H
Pt (1. 2L) M, SR G 7E45°C T AER )5, 152111417 7g (88%) 2 ¥ BRI (45 it [l 441K
IBER T 5 ((4- - -2 IR L) —4- (CRF 5L R B L) —2- 4 Rntkme -1
(2H) —3%) L) 15 (20) .
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[0514]  sZjfEf115F

[0515]  WPR & (4- (2 (4-SR—2-FF 3L RE L) —4- R i) R P B E L) -2 ARk e -
1 (2H) %) S (9) B il %

Qs OH
\"P\
| "OH
rO
N -0
AcOH, H;O q
[0516] IPA, 70°C-4h

20 9
[0517] A1 72022 25 A N2 N ) S A UM A P 2 H e 208 B B 7R 40 °C T 11 I B 1 B 38 I B2
P AS IR BT R ((4- - -g—2- AR —4- R P AR R H B ) 254X
g -1 (2H) —38) B L) E5 (20,2820.9g,4.49mol,1.0eq) M F A EE (25.4L,9.046F7) . 78
200rpm N PR AP HIAN IR (1411, 5. 046 , 15 BN IH 1 W K5 BUL JE V8 1A H 5%
1% 250L7E 100rpm T H #1107 e B H I I N 2% R GeH U K (5. 6L) HZ2050 Bl &
B EZEEFART1C B FE Hondia . 5/ 5, HPLCAI BT 3R B SR 58 4 o 8 37NN G S B 1 IR
WEE 2R 19°C, H W06 8 i 45 o o ik i pE S AR [E A4, FH TR (BL) st o 4 [ % ik
(5] 5 B 25 5 4% » AN NPT (8. 5L) , 42 1073 Bfelés S 1R FE B i 71 2845 °C HA k2 M - 40 73
Ji » 48 309 Bk JE IR FE B 22 20°C , Fam ik i JE AR 45 [ , FHTRTER (BL) e I AE50
CHREED P, H21917.7g (83%) 21 4 s AR BER A (4- - U-F-2-HF
FERAIL) —4- (CHF ) R BEIL) 2-FCnne -1 H) -3 B EE ) A fafE 4.
[0518] S 515G
[0519]  N-[1- (RUAFAS) —2-%AR-4-MEmg Bk ] -2- (- —2-FF R AURD) 4- G P R o)
Rz (21) ) il £

o O\\P,O
o N,
. N P
CoF s o
©/0Me

[0521]  fEZ IR T HHE2- (- -2-FF AL 2R A L) -N- Q-FEAR-1H-mkng-4-3%) -4- (1, 1,
2,2 2~ KEEZ (2a) (99.9mg,0.2115mmol) &5 FF RS S (32.73mg,22.04uL,
0.2538mmo1) F-DCM (900uL) FIDMF (1001L) HH VA W 4/ CRARRETRD » FHE tOACHR B S I Vi
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4, FINaHCOa L KV W R 7K BE s A HLAH , ZeNa2S0s T H & R 2B T IR R WiE i T
DMF (999uL) H, s i 4L T 2 F e b S0 3 4 (105. 0mg, 0. 4230mmo 1) Sz Ak PO T %% (7. 81mg,
0.021mmo 1) FFAET0°C T FitH: S RLTR W4/ NT o ¥ E1 R RV A4 » /K #RE L AHEt0AC (3 X)
Ao A WA, WK P 7K B2 67K a5 ZeNaoSOa -1 HL 28 % Tl i A 0 (4ghbfie s 0-
100 % EtOACH T be i D) 204 , 15 2 2B BIMPIR A BERR — BT 38 [4-[[2- U-F-2-FF AL
HREH) -4-(1,1,2,2,2- HRLHE) RG] A ] -2- 8- 1-nkmg 2L ] F 5 (21) (35mg,
0.05039mmo1,23.8%) -EST-MS m/z il B {H694. 18787, 5L IM{H695.4 (M+1) 5 7 & I [ -
0.78,

[0522]  sgjafs]15H

[0523]  N-[1- (&) —2-FA-4-Mbme L] -2- 4-F-2-F A REH) 4- CHRP S X

kR (2) B oIl 4%
7 %,.OH
¢ | “NTO” YH
Y

| H
[0524] G p P N0

, OMe

E
[0525]  7E= i T e 2 (- -2 AU DR AER) -N- Q-4 -1H-kmE—4-28) -4- (1, 1,
2,2,2- R 3E) ZER B (2a) (99.9mg,0.2115mmol) A &UH FR S g (32.73mg, 22. 040,
0.2538mmo1) F-DCM (900uL) FIDMF (100nL) HH (IR A/ (CARTEIR) » FIBtOACHE B 52 S TR
4, FINaHCOs Y ARV W R 7K BE A HLAH , ZeNa2 S04 T4 H 28 K 2 T MR R Wisif T
DMF (999uL) 1 , #s i — A4 T A FE B BE A 3L 47 (105. 0mg, 0. 4230mmo 1) Jz AL VY T 4% (7.81mg,
0.021mmo 1) FFAET0°C T it R RLTR &4/ M) o v 2 RLVR A4 » 7K #RE L HEt0AC (3 X)
EEL A FEA WU IR FHAK J2 87K BEI5 » ZeNanS0s T4 H 28 K 2T o ik 4% (23 (4 e s 0-
100 % EtOAcH) CLEEIETR) 24k, 19 2 2 3F BRI B IR — U T 28 [4-[[2- (4-F—2-F 4 2 -
R —4-(1,1,2,2,2- L) R AL ] &t ] -2 A0 1-mbme 2L ] S (21) (35mg,
0.05039mmo1,23.8%) ESI-MS m/z i1 5 AH694. 18787, 5L MH{E695.4 M+1) 5 iff B I} ] -
0.78.

[0526]  sLjifafs151

[0527]  BPR AU T HE[4-[[2- - KAL) -5 (R L) R B &3] 2-48-1-
MEme 2 B (22) 1 il &
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[0528]

[0529]  FEZIR T Hedr2- A-FoREAEI) -N- Q- TH-MEIE-4-55) —5- (G L) R H B
fiZ (18a) (98mg,0.2498mmol) Az & F RS F /i (38.66mg,26.39uL,0.2998mmol) TCH2Cl2
(ImL) HLDMF (1001L) H () 3E A/ M CRARBEIRD « FHEtOACHRE R BLVRA ), FINaHCOs T A1 7K
TRV ERoK A HIM , ZeNa2S0s T HZ8 R 21 5 R T DMF (ImL) 9, %80 U T
SRR L (124. Omg,0.4996mmo 1) MR PU T 42 (9.227mg,0.02498mmo 1) FH/E70°C T
P BV A PA/INSS o2 E RONTR S, KRR H HET0Ae (3 X) B A FH A HLZE Kk
FIK B R KBk , ZeNaoS0a T8 H 28R 2 1o It M a1 (4ghf R 5 0-100 % E tOAC I Hx A )
afifb, 153 23F R BER AT FE [4-[[2- -G IRE L) -5 (&) RH B 1
F]-2-%H AR -1-mEmE R FEE (22) (67mg,0.1090mmol,43.7%) ESI-MS m/z il & {4
614.1805, SZIME615.5 M+1) +; Vs R E) 1 0. 73450 8.,

[0530]  sLjifs]15]

[0531] PR & [4-[[2- U-FRRESL) -5 (R P28 R H Bk ] &k ] 2R -1 -k ng
F]FES (18) 1) il %

[0532] O o

F

[0533]  fiimhlg AT 2k [4-[[2- A-FR ORI —5- (g 48) R FR 2 ] U Bk ] —2— %X -
1R ] B S (22) (67mg,0.1090mmo1) T-CHsCN (1.340mL) 7K (1.340mL) fAcOH (1. 340mL)
W VR B LN S 8 5 28 R 28 1 o SR JE 4 i 55 CHaCON (3 X) — i 4L 28 K, H CHaCNHiIF 3%,
198, FHCHsCONBE I HLF-J5 15 21 2 At IR i iR — & [4-[[2- - R L) —5- (=3
PR L) R PR ] A ] -2 A - Lk L ] B (18) (32mg,0.06052mmol,55.5%) ESI-MS
m/z 3 EAE502. 0553, SZIE503. 4 (M+1) +; Jer S 1) : 1. 39498 . 'H NMR (400MHz , DMSO—ds) &
10.70 (s, 1H) ,8.00 (d,J=2.4Hz,1H) ,7.83 (dd,J=8.8,2.4Hz,1H) ,7.61 (d,J=7.6Hz, 1H) ,
7.35-7.23 (m,4H) ,7.00(d,J=8.7Hz,1H) ,6.91(d,]J=2.2Hz,1H) ,6.45(dd,]=7.6,2.3MHz,
1H) ,5.53(d,J=9.7Hz, 2H) ppm.'P NMR (162MHz , DMSO-ds—85 % HsPOs7K 12 ¥ /E 9 A A% —Oppm)
§-2.11 (t,J=9.6Hz) ppm.

[0534]  Sijiif51]15K
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[0535] iR BT Bk [4-[[4-3-2- (- -2-FF 2R A) R A Bk | 0k ] 2 AR 1-
Mt mE S ] B (23) A il 4
0

Q‘P/O\k
8 ) Nl = kY ‘
i b O—é)

N
o

Me

F

[0537]  [a)4-5—2— (4-F-2- F B DR A0 AE) —N- (22X - 1 H-mb g —4-2%) ZKF B i (13a)
(99mg, 0. 2656mmo 1) A 5 H Pl F B (82. 19mg, 55. 350L,0.6374mmo1) T-THF (2mL) H (K& W
H R INDME (0. 2mL) f2CH2C12 (0. 5mL) F7E % i B Hi H: 27N o FHEtOAc i e BB A4,
NaHCOs 1 R A FE R - $h /K B G HIAH , BNasSOa T4 H 28 K & T 5% R YV i T-DMF (1mL)
B, IS I RCT A A T I AR R (263 . Tmg, 1.062mmo 1) A AL DY T % (9.810mg ,
0.02656mmo 1) HAE70°C T FiHE S NLIR A W4/ N o ¥ E R SIVR A4, 7K #BE HLFEt0AC (3
X)) FEEL . A A U, R K S BhK s, ENa S04 T4 H R K BT ik A a1 (12¢hE
J52 5 0-100 % EtOAC T HXIF B 2E4L , 15 21 £ E W IACIR M B IR — 4] 2k [4-[[4--2- -~
2 F B R A ) DR R I ] A2 ) -2 AR - 1 -k e R ] RS (23) (35mg,0.05882mmol
22.2%) ESI-MS m/z it 5 E594.1698, SEIMME595.5 (M+1) +; filr BE I 1] : 0. 7773 o

[0538]  Sjifs15L

[0539]  ffR & [4-[[4-5-2- (4~ -2 FF R OR A AE) JR AR AL ] U0 ) 240 -1 -k e
) FEE (13) [

[0536]

[0541]  {E90°C T IN#AEEER AT JE [4-[[4-F-2- (- —2-FF R —OR UL R B 2 ] &
H] -2 -1 -k mE 2 ] FR G (23) (35mg,0.05882mmol) T CHsCN (700.0uL) 7K (700.0uL) f%
AcOH (0.7mL,12. 31mmo1) H VAR 2043 8, SR )5 78 K H 5 CHsCN (3 X) — 2 L 78 & - FHCH3CNAF
BEZH) 0T, 1L 98 , FHCHaCONYE ¥ HLF-08, 19 21 2 A (i ORI i iR — A [4-[[4-F-2- (4%~
2—F ORI R AR ] ] -2 A AR - L ik e A ] R R (13) (13mg,0.02558mmol,
43.5%) oEST-MS m/z it 5 {4482.0446, SEIME 483 .4 (M+1) +; i EE RS IH) - 1. 41438 . 'H NMR
(400MHz , DMSO—dg) 810.59 (s, 1H) ,7.66 (d,J=8.2Hz,1H) ,7.60 (d,J=7.5Hz,1H) ,7.30(dd,
J=8.2,2.0Hz,1H) ,7.21(d,J=9.3Hz,1H) ,7.16-7.05 (m,2H) ,6.89 (d,J=2.3Hz,1H) ,6.74
(d,J=2.0Hz,1H) ,6.44 (dd,]J=7.6,2.3Hz,1H) ,5.51 (d,J=9.7Hz,2H) ,2.16 (s, 3H) ppm.>'P

75



CN 105814067 B w Bg B 63/76 TT

NMR (162MHz , DMSO—ds—85 %6 HsPOu7K iR AE 9 P A5 —0ppm) 6-2.15 (t,J=9. 7Hz) ppm.

[0542]  sCitaf1 15M

[0543]  fER 40T 2k [4-[[2- U-FR-2-F R-XE ) 5 CRF L) KFPBE 2R -2-
A1 2] ES (24) 194

O O\}D,O\~/
AN \
U 2

NN
~ H
o

Me

[0545] ) 2- (4-FR—2—FF JE DR G HL) —N- Q% AR-1H-ME g -4-F5) —5— (o H ) 2K FF i i
(10a) (102mg,0.2510mmol) M & FF RS F 5 (77.67mg,52.30uL,0.6024mmo1) T-CH2Cls (2mL)
VAR R S INDME (200uL) F 78 230 N SR S BEVR A 40 1 /N) o ), P8 n s P R U I
(77.67mg,52.301L,0.6024mmo 1) H.IN# e RIVR A ¥ 2 70°CE 725738« FHEtOACH: B B2
TREY) , FINaHCOs M A ZKIE WL Eh7K B A AL » Z8NaoS0a T8 H A K 2T M R TSR T
DMF (3mL) H, @8 — U T A S il e A 2 B (249 3mg, 1. 004mmo 1) S MAL VYT %2 (9. 27 1mg,
0.02510mmol) FH7ET0C R FE R BV A MNA/NEF ¥4 E NI A, /K F R H HEtOAC (3
X) FEHL A FHAHZE IR A L 3K Bk , ENao S04 T8 H R K 2 1. i A e (12g%E
F52 50-100 % EtOACHIHXVA W) 24t , 15 31 2 3% I BRI B i U T 2 [4-[[2- U-F—2-F
FE-ORE L) 5 (R KRG ] AR ] -2-E M -1-mtwe &£ F B (24) (23mg,
0.03659mmo1,14.6%) ESI-MS m/z it 51628, 19617 ,SZM1629.5 M+1) +; ¥ EA IR :0.78
3T

[0546] St 5] 15N

[0547]  ®hiR —H [4-[[2- U-F-2-FF AR5 L) —5- (A 5L R B Ak ] ] -2
AR-1-E g ] B R (10) 1 il &

[0544]

2 Qb,OH
NGNS \
e O N0 on
3 N 2
H
[0548] o
‘O }
F

[0549]  £E90°C T In#AEEER BT H: [4-[[2- (4-F—2-F FE R L) -5- (P AR R H
BhRE ] g ] —2- AR -1 -k e 3 ] F B (24) (23mg,0.03659mmo1) F-CH3CN (460.0uL) 7K
(460.01L) K AcOH (460 .0uL) H1 VAR 15708, 48 f5 28 &k H HCHaCN (3 X) —ig k& Kk« H
CHsCNTIF B 2470 Jo » 3 9% , FHCHaCNBE: H 158, 13 2 2 B A B4R i — = [4-[[2- @-3-
2-FF AL -ORA L) -5 (U AL) R P B ] A A ] -2 AR -1 -k e ] RS (10) (6mg,
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0.01104mmol,30.2%) ESI-MS m/zit 5 {E516.0709, SLIE517.4 M+1) +; ¥ BT IR 1 1.45
43 % 'H NMR (400MHz , DMSO—ds) 611.14 (s, 1H) ,8.42 (d,J=2.4Hz,1H) ,8.22 (dd, J=8.8,
2.2Hz,1H) ,8.05(d,J=7.6Hz,1H) ,7.67 (dd,J=9.5,3.1Hz, 1H) ,7.65-7.50 (m, 2H) ,7.35
(d,J=2.3Hz,1H) ,7.26 (d,]J=8.7Hz,1H) ,6.88 (dd,]=7.6,2.4Hz,1H) ,5.95 (d,]=9.8Hz,
2H) ,2.57 (s, 3H) ppm.>'P NMR (162MHz , DMSO—ds—85 % HsPO4 7K & VLAE A A FR—0ppm) 6-2. 17 (t,
J=9.7Hz) ppms
[0550]  sLjifafs1 150
[0551] AR AU Tk [4-[[4,5- 82— (- —2-FF SR 2R R AR e ik ] s 0 ] -2
R-1-Tk e 2] B S (25) il %

o Q

\\,O
v /\,P\~/
i

[0553]  [aj4,5- @ —2- (4-F—2—-FF AR - OR AU ) —N- %A - LH-ME g —4—J) 2R Y B i
(1a) (101mg,0.2386mmol) A & i 5 FH IS (36.92mg, 24.86uL,0. 2863mmo 1) T-CHaC12 (2mL)
HH YA R R INDME (200uL) J 5 25 5 R 454 SORLTR A 40 /N o BERE, 78 BN THE (ImL) 46 i £
S IS RS S (36.92mg , 24, 8611, 0. 2863mmo 1) JF4E 2 i N i Hk S MV -S4 L/ o H
VS INDMF (1mL) A2 S RS B (36.92mg, 24. 86uL,0.2863mmo 1) HN#A R SR G %70°C
2 154 5 o FHEtOACHBE S SR A1) » FANaHCOs M AT 7K VWL £ K e i A HLAH , Z2Na 2S04 T
B HARET B RAVEMTOME (1.010mL) « ~f T L BB LM (118, 5mg,
0.4772mmo1) S WAk IY T %% (8.813mg,0.02386mmo1) H1 H:AET0°C N HtH: S MR S 47N .
P H R NVR S, FKFR R HHEO0AC (3X) 280 & A HLE , Ik FZK Je 3hok g, &
NaoSOsFHe H 728 K B i A itk (12g7E K ; 0-100 % EtOAcHUHxVATR) itk , 153 8% B 3%
TR AR — R T R [4-[[4,5- =5 -2~ (-2~ AR ) 26 28 ) S0 ] 2
AR -1k g JE ] B ES (25) (40mg,0.06197mmol,26.0%) ESI-MS m/zit {4644 .12573, <l
{E647.3 (\M+1) +; Wi B[] : 0. 8193

[0554]  sEjifs15P

[0555]  FEMR A [4-[[4,5- ~5-2- (4-F—2-FF A - 0L X E L 0k ] -2 AR -
LT ] Rl (1) 1 il &%
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[0557]  {E90°C NI LT 3 [4-[[4,5- & —2- U-F-2-FEIL- AL KF B
H) ] -2 A -1 g AL ] B R (40mg, 0.06197mmo1) F-CHsCN (800 .0uL) 7K (800.0uL) A%
AcOH (800KL, 14.07mmo 1) H VAR 1543 8, SR )5 728 K H 5 CHaCN (3 X) — 2 78 & o FHCH3CNAJF
BEIZ) I, 198 , FCHaCNE ¢ HL188 , 5 31 2 A il fAoR i i — & [4-[[4,5- & -2- (4~
2 AR ORGSR R A ] 2 ] -2 S A LAk mE ] R R (1) (19mg,0.03385mmol ,
54.6%) BST-MS m/z 5 {E532.00055, L5333 M+1) +; BRI 1) : 1. 540 8F . 'H NMR
(400MHz , DMSO—ds) 10.58 (s, 1H) ,7.91 (s,1H) ,7.62(d,J=7.6Hz,1H) ,7.27 (dd,]=8.9,
5.8Hz,1H) ,7.13(dd,J=10.7,3.0Hz,1H) ,6.90 (d,J=2.3Hz,1H) ,6.86 (s, 1H) ,6.86-6.81
(m,1H) ,6.44(dd,J=7.6,2.4Hz,1H) ,5.52(d,J=9.7Hz,2H) ,3.76 (s, 3H) ppm.°'P NMR
(162MHz , DMSO—ds—85 %6 HsPOu 7K VR A 9 N A—Oppm) 6-2. 12 (t, J=9. 4Hz) ppm.

[0558]  ALAWN3-8. 11,12 1417 R F bSO T 6l &AL A 401.2.9.10. 13 K 1 SFTiA #4E
FAL IR A il 2%

[0559]  sKii]15Q

[0560] 47T il 2% H A5 50 % HPMCASIR AL A P91 W55 55 1 0 O K5 AL 5109 (14g) MR N
BERR (1000m1) H, 33— ¥ in400mL  THE /H20 (95:5) % 100mL MeOH. 3% 4 5 1 /N, 45 3]
s VRS Sk RO Y o FE 25 L R 5 28 0, 5 14 NP 201K 2. FR T IR ¥4 TR B L 4F 48 32 (HPMCAS-HF)
VEfET 100mL THEHR HLBEHEIR A Y0165 %0 . & FE P RE W, HRF S HE TR A W NS4
[FJBuchi MiniMiZ5 52 #EAT W 55 T4 .

[0561] TAH (GRE &) 78°C
T & Gedd) 38°C
T2 (% R) 35C
RAEN 75 psi
R E 100 %

[0562] & 20 %
BFAEiT 60 mm
WHREET ~50mbar
BB BIRE -5C
BAE o 7] ANy
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[0563]  [RIU£)18. 2gM5t 55 T- 143 BOR T AL S 9K T B TR T A C (65 % 7 %) B % T
BRSO AL S P91 T2 5B TR T R Cid i XRPD (B]5) FIDSCHARE , Ho 7R 96 °C (1) B 3 A 54 78,
i

[0564] 1k A W91 2H 11 T8 8 LT 2R Cl ik AR 4 40 b SC Bk 1 26 1F 85 55 T8 2 MU B AN S
JMHPMCAS SR & Wk il 4% o 168 55 T8 4 BOR AL & W 9 4l i) 72 52 FE . A CIE 1L XRPD (K6)
Eo

[0565] 1k A 9K & AU B 45 M T 1L B X B 2R AT B b (B D) # 8 o AE L & HH A Cu
Kodli (Cu KofE4T, vy =1, 54178 A) MApex IT CCDA&IM{X[IBruker Apex TTRTHIMY 3k
SR AT BB L3 R0, 01 X0.05 X 0. 05mm X~ 1) F5 €0 A0 R S A4 R AT BRI 2 . 3R 15 2 b
T30 SR A% 2 TR Y = HEA0ANAE , BRI 52 1m) FE I M 0046 o S 80 1E se BB AR i, B T 58
ERIRES R ERASH RSO HITREE.

[0566]  fii FH1.0°5 K, X T 35AK M BEAE AT FH60FD 2 85 Hox T 5% = M FEHESE 12070 %2 52
KA R AT BRSO 9 2h 0. 84A  7EBUE AR 5 W0 & i R 27 4 figd s
%o

[0567]  fifi HIBruker Apex®fUSEEEHE K12 HoRE 1] o A3 FISHELXS97 (Sheldrick, 1990) &7
flE AT 45 ) , HLA3 FISHELXLIT (Sheldrick, 1997) FE P ASAB L5 M4 o i 1 R HL A P21/ c 25 (A BEFK) B

AR RSE N = 20.194(9 A, b =9.205(4)A, ¢ = 11.956(5) A,B
=05.213(8) * . 4RAR=2213. 4 (17) A’, & M) 555, ifi =4 mRINF9.8% o SR 1M ,
ZEE A FE I Bz S i AR AR — DX FRAL 7

[0568] 3. AW B AR 73 B i s
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[0569]

., | LOMS#Y
e\ e |18 MR (400 Milz)
% ; M+1)
- 4F)
(DMS0-d,) & 10.58(s, 1H), 7.91(s, 1H), 7.62(d, J
= 7.6 Hz, 1H), 7.27(dd, J = 8.9, 5.8 Hz, 1H),
o o 17.13(dd, T = 10.7, 3.0 Hz, 1H), 6.90(d, T = 2.3
- LSO 13333 1w, 6.86(s, 1M, 6, 86-6.81(m 1H), 6.44(dd,
J = 7.6, 2.4 Hz, 1), 5.52(d, T = 9.7 Hz, 20,
3.76(s; 3H) ppm
(DMS0-d) & 11.27(s, 1H), 10.49(s, 1H), 7.90(br
s, 10, 7.32(d, T = 7.2 Hz, 1), 7.28(dd, T =
1a 1.57 423.3 8.9, 5.8 Hz, 1H), 7.14(dd, J = 10.7, 2.9 Hz
1H), 6.89-6.82(m, 2H), 6.77(s, 1H), 6.39(dd, T =
7.2, 2.1 Hz, 1), 3.76(s, 30 ppm
(DMSO-d) & 10.72(s, 1H), 7.85(d, J = 8.0 Hz,
1, 7.63(d, I = 7.6 Hz, 1M, 7.51(d, J = 8.2
Hz, 1H), 7.31(dd, J = 8.9, 5.9 Hz, 1H), 7.16(dd,
2 1,54 583.4 |7 = 10.7, 2.9 Hz, 1H), 6.94(d, J = 1.9 Hz, 1H),
6.91-6.84 (m, 1), 6.77(s, 1), 6.47(dd, J = 7.6,
2.2 Uz, 1H), 5.54(d, J = 9.7 Mz, 2H), 3.74(s,
31 ppm
(OMSO-d,) & 11,32(s, 1H), 10,62(s, 1H), 7.83(d,
I =179Hz 10, 7.51(4, J = 7.9 Hz, 1H), 7.39-
, 7.27(, 20, 7.17(dd, J = 10.7, 2.8 Hz, 1),
2 L62 | 4733 ) egqdd, T = 11.3, 5.7 Wz, 1H), 6.81(s, 1H).
6.75(s, 1H), 6.43(d, T = 7.1 Hz, 1M, 3.73(s,
30 ppm
(DMSO-dg) & 11.32(s, 1H), 10.57(s, 1H), 7.95(s,
3a 1.53 393.1 |11, 7.34-7.24(m, 30, 7.22-7.15(m, 3H), 6.74¢(s,
10, 6.38(d, I = 7.2 Hz, 1H) ppm
4a 1. 56 423.2
5a 1.8 459, 5
(DMSO-d,) d 7.87(d, J = 7.9 Hz, 1H), 7.59(d, J =
7.6 Hz, 1H), 7.37-7.25(m, 3H), 7.24-7.16(m; 2H),
6a 1.59 443514 07(s, 1H), 6.73(s, 1H), 6.37(d, J = 6.9 Hz
1) ppm
T 1,52 389.1
s 93 459 3 | OMS0-4) B 11.29(s, 1H), 10.62(s, 1), 8.02(4,

J = 2.3 Hz, 1H), 7.86(dd, J = 8.7, 2.4 Hz, 1H),
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[0570]

oy

~3
%

LCMSHE &

B (o
)

MS
M+1)

'"H-NMR (400 MHz)

w3

.58-7.40(m, 2H), 7.40-7.21(m, 3H), 7.11(d, ] =
.7 Hz, 1H), 6.76(d, J = 2.1 Hz, 1H), 6.38(dd, J
=7.2, 2.1 Hz, 1H) ppm

o

1.79

407. 1

(DMSO-d) ® 11.27(s, 1H), 10.63(s, 1), 7.84(4,
J = 7.8 Hz, 1W), 7.60(d, J = 7.8 Hz, 1H),
7.31(, 1 = 7.2 Hz, 1H), 7.23(m, 1H), 7.10(m,
), 6.97(, 1M, 6.76(d, J = 1.6 Hz, 1H),
6.38(dd, J = 7.2, 2.0 Hz, 1), 2.16(s, 3H) ppm

Ba

1.79

407.1

(DMSO-d9 & 11.27(s, 1H), 10.63(s, 1H), 7.84(d,
J = 7.8 Hz, 1B, 7.60(, J = 7.8 Hz, 1H),
7.31(d, T = 7.2 Hz, 1B, 7.23(m, 1H), 7.10(m,
MW, 6.97(s, 1H), 6.76(d, I = 1.6 Hz, 1H),
6.38(dd, J = 7.2, 2.0 Hz, 1H), 2.16(s, 3H) ppm

10

1. 45

517.4

(DMSO-dy) & 11.14(s, 1H), 8.42(d, J = 2.4 Hz,
1H), 8.22(dd, J = 8.8, 2.2 Hz, 1H), $.05(, J =
7.6 Hz, 1H), 7.67@d, J = 9.5, 3.1 Hz, 1H),
7.65-7.50(m, 2H), 7.35(, J = 2.3 Hz, 1W),
7.26(d, J = 8.7 Hz, 1H), 6.88(dd, J = 7.6, 2.4
Hz, 10, 5.95(, J = 9.8 Hz, 20), 2.57(s, 30
ppm

10a

1.6

407, 2

(DMSO-d) & 11.77(s, 1H), 10.79(s, 1), 8.00(d,
I =22 Hz, 1H), 7.80(dd, T = 8.8, 2.3 Hz, 1H),
7.45(d, J = 7.2 Hz, 1H), 7.25(dd, T = 9.
Hz, 1H), 7.16(m, 2H), 6.95(d, J = 1.9 Hz, 10,
6.83(d, J = 8.7 Hz, 1H), 6.56(dd, J = 7.2, 2.0
Hz, 1H), 2.14(s, 3H) ppm

11a

1. 57

427.2

(DMSO-d) & 11.29(s, 1H), 10.62(s, 1H), 8.02(d,
J =22 Hz, 1), 7.83(dd, J = 8.8, 2.2 Hz, 1),
7.69(dd, J = 8.4, 3.0 Hz, 1H), 7.45(dd, J = 9.1,
5.3 Hz, 1HY, 7.40~7.30(m, 2HY, 6.92(d, J = 8.7
Hz, 1H), 6.79(, J = 1.9 Hz, 1H), 6.42(dd, J =
7.2, 2.1 Hz, 1H) ppm

12a

1. 57

373.1

13

1. 41

483. 4

= 2.0 Hz, 1H), 6.44(dd, T = 7.6, 2.3 Hz, 1H),

(OMSO-d) © 10.59(s, 1H), 7.66(d, J = 8.2 Hz,
1), 7.60(d, J = 7.5 Hz, 1H), 7.30(dd, J = 8.2,
2.0 Hz, 1), 7.21(d, T = 9.3 Hz, 1W), 7.16-
7.05(m, 2H), 6.89(d, J = 2.3 Hz, 1H), 6.74(d, J

5.51(d, J =9.7 Hz, 21), 2.16(s, 3H) ppm.

13a

1.57

373.2

(DMSO-dg) O 11.48(s, 1H), 10.57(s, 1H), 7.65(,
J = 82 Hz, 1D, 7.36(d, J = 7.2 Hz, 1W),
7.30(dd, J = 8.2, 1.9 Hz, 1H), 7.21(d, J = 9.3
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_ LCMS# &
A -
)mf‘:u% ME G | ; "H-NMR (400 MHz)
%5 #) M+1)
Hz, 1H), 7.10(m, 2H), 6.83(d, J = 1.9 Hz, 1),
6.74(d, T = 1.9 Hz, 1H), 6.45(d, J = 7.2, 2.1
Hz, 1H), 2.16(s, 3H) ppm
14a 1. 64 393.1
(DMSO-dy & 11.25(s, 1H), 10.48(s, 1H), 7.65(t,
_ . ; I = 8.5 Hz, 10, 7.29@m, 40, 7.19(, 21,
158 1.48 392 16 91d T = 1.9 Hz, 1H), 6.75(, I = L9 Ha,
1H), 6.38(dd, T =7.2, 2.1 Hz, 1H) ppm
164 1,55 41;'1

(DMSO-dg) & 11.28(s, 1H), 10.63(s, 1H), 8.04(d,
[0571] J =23 Hz, 1H), 7.86(dd, J = 8.7, 2.4 Hz, 1H),
; , ; 7.60-7.54(m, 1H), 7.54-7.43(m, 1H), 7.43-7.34(m,
Ha L& 14593 7.34-7.28¢n, 2W), 7.05(d, J = 8.7 Haz, 1),
6.75(d, J = 2.0 Hz, 1H), 6.38(dd, J = 7.2, 2.1
Hz, 1H) ppm
(DMSO-d¢) & 10.70(s, 1H), 8.00(d, J = 2.4 Hg,
1H), 7.83(dd, J = 8.8, 2.4 Hz, 1H), 7.61(d, J
18 1. 39 503.4 | 7.6 Hz, 1H), 7.35-7.23(m, 4H), 7.00(d, J = 8.
Hz, 1H), 6.91(d, J = 2.2 Hz, 1H), 6.45(dd, 7J
7.6, 2.3 Hz, 1H), 5.53(d, J= 9.7 Hz, 2H) ppm
(DMSO-d) ® 11.40(s, 1H), 10.64(s, 1H), 8.00(d,
I =122 Hz, 1H), 7.83(dd, J = 8.8, 2.3 Hz, 1H),
7.30(tdd, T = 6.9, 5.9, 3.4 Hz, SH), 6.99(, T =
8.8 Hz, 1H), 6.82(d, J = 1.8 Hz, 1H), 6.43(dd, J
=7.2, 2.0 Hz, 1H) ppm

o=

18a 1. 72 393.1

[0572] skt 16

[0573] A I A I = A A D) Naw 1 1) 2 5 1) 9 B

[0574] ) FE b S8 E—V TPROY: 27 st L 34 4 7 7 v

(05751 ByIEE Al et it N Fe 35 5 FEE R e A8 A SRl ) F s ARG P 2 1 B o P SRR
B8R AE F 7771858 T PCT/US01 /21652 B 1B 18 7 M 5 v, FeBL 5| 7 s ARSI
E-VIPRIZA A A HER e R 2 T HOK & F R QR HFIRHE % & & % KO0xonol
KRG G R G0 PTE A A PR B R 45 i JBOR 28 SR R AR AL 3 B AR A 5K
THENAEEIT  ZACER K F P A 0 RSO 245 8 2 R B e R 1 LA 1 40 e AR AR
PATR #AE (B4 0SB WL 5 A 77 38 BB 73 i) AT E-VIPR A B o A a7 568 WL, 1345/ E A
ot A E R TR R R A T 2 AT 2R Al G AR AE) AN AT B S
A3 GEAFAE)

[0576]  YEE-VIPR 43 #1 2 #2471, 45 3218 ANav 1l . SHFIHEKZH L LA 15,000~20, 00014
W/ FL A A T 384 7L B A & B VA SR TP o 3T HEK 40 B 2 #h 7545 10 % FBS (i 4 ML i » L 2%
GibcoBRLEw 5 16140-071) f1%Pen—Strep (58 R 518 % ;GibcoBRLYw 5 15140-122) [ H5
Fed (WY AW E T4 — 4H M 25 Sz Na Vi 28y b Ak K {3 40 0 75 90 % 12 5 K25 % CO2
W T A AR R R AR
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[0577] 50 A TR

[0578]  100mg/mL Pluronic F-127 (Sigma#s'5P2443) , 7£FC/KDMSOH

[0579]  {LAWAR - 384FLIE AR , Bl WiCorning 38445 A ¥ B ik 2 5 3656

[0580]  ZHAEAR : 384FLH LR FHF WAL FRAR , B WIGreinerdw'5781091-1B

[0581]  10mM DiSBACs (3) (Aurorafi500-100-010) , £FF7KDMSOH:

[0582]  10mM CC2-DMPE (AuroraZf 500-100-008) , 7E /K DMSOH

[0583]  200mM ABSCI,7EH20th

[0584]  Bath1%Z - 7 & # 10mM (1.8g/L) & ALEE (E/K) 1mM (0.095g/L) & ALEE2mM
(0.222g/1) JHEPES 10mM (2.38g/L) & AL4H4.5mM (0.335g/1) G ALAN160mM (9.35¢/L) .
[0585] LY RIVATR : Bathl 22 pPi+0. 5% B-IA ks (s A AT #l % , Sigmads 5C4767) .8uM
CC2-DMPE+2.5uM DiSBACs (3) o J il 4 iV, BT INEI 10 % Pluronic F127HEWRI AT S
T-CC2-DMPE+D1SBACs (3) [RI44 AR o il 45 i /77 72 55 7R & Pluronic F1CC2-DMPE , 2R 5 ¥ IND1SBACs
(3) FF RIS 3R 5E , SR S5 ¥ nBath1+B-F M4 o

[0586] ATy &R

[0587] 1) ¥4k & W (FEZEVFDMSO ) T i 30 AL A AR o K TR 7516 R (4075 DMSO)  FH
PEXTHE (20mM DMSOf&I T R, 7E B B 2808 125uM) AL A4 DA 7E2E 15 DMSOH 160
X HHEE e AR SEI IM B B o B 24 SRR AR FR J980uL (M 1uL DMSO £ #1801 H [H] 7
B AERERE E AN MU N L6065 &R oMb BT A FLIK) 5t 2L DMSOIK /2 H0.625% .

[0588]  2) ffill % O A G RHA R -

[0589]  3) fill % 4H MR o £E 73 BT 29 K, R 35 3R 5L, IF FH10ORLI Bath 1 & VUK 41 L B34 =
I R ZE R 25Ul R AR

[0590]  4) ¥ 25uL/FLIY O 2L G A W 7 B A AR P o 78 = L BOA SE 461 T 5 & 2093 B
3555,

[0591]  5) #80uL/FLIKBathl 73 H AL SR A INBR PEEE 17 (1mM) , 45 SAL A A4 . 5mM
A5 15, 20mM , B e F-Na Vv 28 K 44 RS .

[0592]  6) FI100uL/ LI Bath LFF 40 M ARk Btk =K, B "N 25uLE AR R ARA 28 J5 K 25uL /4L
MACE VIR 7% 22 4 bR o A =/ R4 1 85 B 204 Bh 223551

[0593]  7) FEE-VIPR I AF AR 1320 o {8 FH FL e 4% Ml IO 28 5 LA 385328 1 ORI sl ik v 2 200Hz
(R F T 22 S AT 0 SRR 220 . 580, LIRS A 28 WB (1) it JE R 4%« RO 2 J
0. SFD RG0SR, DLRT 2 B F S 1A bt .

[0594] £G4 55 Bt

[0595] 43 M dE , FFi0 3 A 460nm F2 580nmif & HH F I & K & 5 568 52 1 b Ak LU A o 45 B
I 7] A8 A4 i B2 T 28 A0 FH T 2043 21 1 B A

(5% /%._.460 m_‘%? ')%4:50. an)

[0596] R (t)- o
(gifisso m‘%‘%m o)

[0597] it S WILG (R) Ao (Re) bb 2ok 3 — 2D Az B0 - 12 2508 9 75 1 AT B 34
14— 38 43 B 4 R 3H 305 1) % A7 SR A 305 305 1) (0 A58 ot i 380 ) 1 ~F 220 b 2R A8 S vk S5 5% )
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B m RIR=Re/Ri » HF 10 A BEM ()42 1k o
[0598]  JEId/ERAT R VE R S (AT T KRB M4 FHTEXS I MAEZG A2
FUIRIASAZAE T (B PEX ) SEJE 73 Hr SR BRAF S BESORE o BT L T v S BA PR (N) BB P (P) Xof
HELFR) W0 R o AL 5 DA DRI PEASE SUA -«

R-P

[0599] A= 100 .
P

[0600]  FLHHRJE A AL A R i B2 LE 2R

[0601]  SLjfafs 17

[0602]  JU A A I Navid T A I HE AR ER 22 i

[0603] {3 PG Fv Pl A= T8 2 S DAt M e A L O 1) 6 5 AR b 2 17 w2 o v I R0 7 Sk 3%
PE B KR A e NI AR ML Y4 B, FEAENGF (BOng/ml) (5553 AN SR HB2T AR A M
A= INeurobasal AZHRK) FIAEAE T 4ERFEE #2228 10K H M A/ NE R4 TT (5 K
24, B A8umA 12um) , A IE#: 2 HORZR 41 R B B A (Axon Instruments) FEATHR
I o 5% ol A RSP 40 B 35 ZE -6 0mV AL B0 T Cso. S A1, S FH R IR A A = 0
TS VA [T DR ol 82 L 8 3 N T 7 AR R B A LA v ) 287 o IR S SR 1 45 SR A B T8
B TIREDL o

[0604] At A SR IA 14 43 & 1 H. 2 IRAE R A 1 A R BH I B ide AL 6490 S Hp ) 4456
Navl . 8EIH i H A VETE

[0605] 4 .Navl.8ICsolif %

WM %5 Nayl. 8 ICs (uM)
1 0. 004
la 0. 001
2 0. 028
[0606] la 0. 003
3a 0. 006
4a 0. 011
5a 0. 011
6a 0.012

84



CN 105814067 B w Bg B 72/76 T

A %5 Nayl. 8 ICs (uM)

Ta 0.013

8a 0.013

9 0. 33

9a 0.014

10 0. 086

10a 0. 017
11a 0. 028
[0607] 12a 0.03
13 0. 329

13a 0.03

l4a 0. 037
15a 0. 044

l6a 0. 05
17a 0. 051

18 0.457

18a 0. 054

[0608] S ifalal1s
[0609]  TonWorks43#ft.

[0610]  BEAT b 43 By LA 72 A% R B AL S W0t AENav] . 838 TE (1) 7% M o Ik 2 A iR A DL T # /R i
AT o N TRTER L A2 R DA 5 AR RN 1 i, IR A& P T 2 AT B SR A (G
FFAE) FAENE R BEAT I 68 4 By G A2 4E) B B BhE 7t RS TonWorks (Molecular
Devices Corporation,Inc.) iC3 4N Ui o MZHZR IS S 4 i B2 1A Nay WV 2R (1 i il HL DL ¢
mlEBLA0.5-4 7 AR 77 RE T 23 « TonWorks{X 28 LA -5 &G (1) [ 4 93 B 26
B 77 2 (B 1 LA 38AFL 1 T XSk 347 & N e Y A L T B e in 7 e R A Y AR 4k o S
TonWorks , DA HL A, 8 AE A8 N4k & 1) 2 W0 2 05 1 240 g D S 38 5 e 1 (R 35
A AL R Z90mV A IIECHL B, Sk I e 7S - S 90 R o 75 T B R WAL AR LI
ifAIne

[0611]  SEjEfs]19

[0612] 7KV VERF ST

[0613]  #RHE LA T HAE I E A A 09 K 9alfy KA TE AL IR 44 Tl AE R R B FHAKF
B A 24 /NI 24 17T S O L3 B VRN VAL EH Ok D0 5 VA 4 R A o A S0 Wi DU = A B
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pHAE , F B EHPLC /3 M v AN VE VR o A A W 9a7E /K WP 1 /K 5 TR AR AR (FEpH 6. 0F,<0.001mg/
ml) , AL ALK /KA PE NZ0. 3mg/m1
[0614] RS54 EWN S 9art) K& T4 «

[0615]
&) [l 44 7 2K pH{E VAR (mg/mL)
9a Ak 6.0 <0.001
9a Ak 1.2 <0.001
9 o 1A 1 0.002
9 b 1A 3 0.11
9 b 1A 3.3 0.24
9 b 1A 5 0.42
9 b 1A 7 0.50
9 b 1A 8 2.24

[0616]  SKia {5120

[0617]  ZjRBh 735 B A

[0618] 75T SCHTIR B S8 H I A% R B BTk AL S M 2550 7125 S8 0 Bk A A —
M TR E AR ESE IO T &R

[0619]  — 3B etk

[0620]  £E7F STk 25450 772 S 3 v Af FHRA S — e i i A

[0621]  F¢ fh 73 Afr « A0 FH s 80U €038 / 3 B (HPLC/MS/MS) £ M€ 12k AL & 409 Ao dk
E N9l B o AESEHUHT , AR 75 2L, WA A =K, A0 A A I 2R DA T > R DR e A
WKL B 2 (I / ZERI B 212 25) HEAT BLEEER 1A JRUTIE , I (B R BRI HL3K A 2
B A W92 KA EI9LL S N bR (IS) (%-20uL) o ZE B O » B ISR AR B (10uL) Va5 &
LC/MS/MS £ 4: | .HPLC &4 fu$iPhenomenex Synergy Kinetix C8FE (2.642K,2.0mmE %
X 75mmE) , FHEH0. 1% B R 7K VA BN £ I VA W A s A Ao P I sh A e 5

[0622]  j@IEMS/MS A HLIE 55 HL B (EST) DA 22 S B Mt ) (MRMD A s I 43 A 420 A6 & 1) 9a i
T MR CLOQ) N1FE10ng/mL, b E¥oH) B & TR (LLOQ) ~2.5%25ng/mL AL & H)9all] 73
W 2R PE S A 1B 105 10000ng /mL , A W) 43 B 1) 2 M3 [ 92 . 5882542 10000ng /mL .
[ — R A S A [R] R N8 (1) 43 BoRS  FEAERRFRAEL 20 % P o [F]— R A S AS R R Z (8 (1) 43 B 1R
Z<20%

[0623]  Z54X3) /32808 40 v « I AE Py = 254080 35 U7 1 [ FWatson LIMS 7.4SP3fR
(Thermo Fisher Scientific,Inc.,Philadelphia,PA) ¥rib-&409a A4 2% i
J&E B i) i 2 o

[0624] 5 KB 251X BN J15 S 3, B ANAUCa11\ AUCextra~ Cuax~ tuaxC1 Vss S ti/2.

[0625] St %440 #r - fF FiWatson LIMS 7.4SP3fREEMicrosoft Excel 2000, 5 24548
SR RA TG TR, AR IE AR ZE (SD)

[0626] & 5T

[0627] @ik A8 Ay FH 20 TR BROME ME R B AR (BN 45 25 4Hn=13) 10,40,100., 300,500,750
J%1000mg/ kgt AWM B IR FRFRZE L 75 & - 7£.30 % PEG400 £ 10 % TPGS /K VA 55 %6 TPGS
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5% PVP-K30T-50mMAT## 2 £k (pHb) H (K& I BCAL & 79 - 25 25 R sh W) s B i, 47
ZiJa W /INET A AR 2 2 BT e JE T AR K
ELS PR ML 255110, 25.0.5.1.2.4.8.12.24 .48 Rz 72/N, i3 S5 ik S 8k
BB (%% £90. 25mL) oK & MLBAE S S B 8 b B2 ORI TR UK | HL A A R IR
BE RPN A B 2K HAEFT2-T0C T EE 2 Hrh ik,

[0628]

[0629]

AT
[0630]  RTHEL AR Z488) J157 508
o B S . AUC&xirﬂ
*’F%%ﬁ% 3 me me. Tu’z
: 2 A - h :
(ng/ke) L A ‘ﬁf N [ o )
mL) :
. 4.67 | 8.57
AP B
10 |30% PEG400/10% TPGS/60%K 'J‘:‘;a% 21;'357* 16 1138;-’ | s
' . ' 3.06 | 2.5
o 5% TPGS/5% PYP-K30/50 nM | fbAdh | 62.4 4+ | 4.50 % 333 9'58
e B 9 = +
Frigeg dpl 5 9a 23.8 0.51 115 | 391
- 5% TPGS/5% PVP-K30/50 mM | tbady | 49.6 + | 3.34 + 4‘:}0 7‘:}4
o AR B plH 5 9a 10. 7 0. 34 = *
0.00 | 0.36
[0631] 7 67
566 5% TPGS/5% PYP-K30/50 mM | fedrdlp | 93.4 £ | 5.77 % 70 | 1L.6
' ArfEaR ol 5 9a 22.7 1.46 1‘15 + 2.3
cop | 9% TPGS/% PYPK30/50 mi |4l . | 576+ 5‘+°° 9'f’°
AAEBR 2 pH 5 9a 8 L A
Jsp | 5% TRGS/SK PYP-K30/50 M | feddh | 138 % | 7.49 & 6'+67 13.1
’ FAERL 3 pH 5 9a 47.3 313 | Ty (£ 31
1000 5% TPGS/5% PVP-K30/50 oM | k&% | 176 % 7.88 + 4':1:00 13.5
' Ak ol 5 9a 20. 7 0. 80 000 | E 3.1
[0632]  FERpFEACTEN=3RME, FIE Ehr R ZE
[0633] j(ﬁ%ﬂﬁ)}ﬁ
[0634] o & FA)v it FH 45 e R e MEPESD K BRI 4 (RN 452454Hn=3) 10.100.400.640 .

fi VRO 1 / 15k R o
R, Herp A S 49alt)

bt (LC/MS/MS) 2243 #r ML A% ol AN 52 AL S 90 9a Ak 5409
B TR (LLOQ) H1.00%10. Ong/mL , AL & 4091 52

&= MR (LLOQ)
N10.0%225.0ng/mL o WAL A H9al) L 2R B S TR B 4 347 HE oy = 254830 115 (PK) 74T o
M AT 45 RARME TR 79 T &9, K 22806 5 1 2R R AR T-LLOQ , HANREIEATPK

1000mg/ kg (IALA 409 GifEPE R BR) £230.100.300.640.1000mg/ kgt 4k 2409 (HETE KR 1 8
AR 78 AE30% PEG400 210 % TPGS/KIE M ERS % TPGS 5 % PYP-K30 T 50mMAT 5 iR
£h (pH5) HH VA TR R A ECA A 09 AT B E 25 25 2 B e 2 Ja B IR I AK AR 25 2
B M 45245 )50.25.0.5.1.2.4.8.12.24,48 J272/Ni, 38 33 35 50 bk 5 A Ui B I VR R o (%44
0.25mL) o4 F MRS BR80T OK | B8 A B B A A P st afL 7)o
SEIMLK HAEFT2-710°C T EE2 9 ik,
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[0635] i FHRAH €43 / B FH B (LC/MS/MS) ¥25 43 #T I A5 o LA U S8 Ak 5 0 9a S Ak 549
I 2, Hop AL 5 79a i 52 & IR (LLOQ) 1% 25ng/mL, (L A W91 52 2 T IR (LLOQ) 2.5
%225ng/mL o XA A W 9a i) 2K e 5 %HTI‘@%&%EU?#E%__%?R@JJJ%(PK) ST LTI
g5 AR T R8P AT &9, K2 B0RE 5 10 2R K T AR T-LLOQ, HASBEHEATPK 3 T o
[0636] 8. K& LA ZREN 25

. AUC.... Coue
M| AR ; iy Toax Tin
ke 9 > ‘h 5 /ul .
i B 5 AT (Fl/g}n . r (ug)/m to | o)
0 5% TPGS/5% PVP-K30/50 |4vad| 3.6+ |[0.29 % 5}?3 glfﬁ
_ o , + +
A B % pH 5 9a 0, 24 0.05 | %0 | ors
wop | 5% TRGS/SH PYPK30/50 | feddh| 24.8 %+ | 167+ 8‘f° Sff’
oY oo 3k = =
aMASAR B 2 o 5 9a 4.6 0.19 | oo | 23
# g0 | 5% TGS/S% PVB-K30/50 |4uédh | 68.6 % |3.74 % 5;§7 5}?0
e mAAE B8R 3k pH 5 9a 25.7 1.25 | 00 | 1o
[0637] guo | 5% TROS/SK PYP-K30/50 | feddh| T4.9 & | 4.76 4 5--1?0- 5-31
mMATAR BR 3 pH 5 9a 24,1 0.98 s 46 | 184
1000 5% TPGS/5% PVP-K30/50 |tbé-4| 88.5+ | 4.54 6+67 7. 95+
' oMASAR BS 2 pH 5 94 41,0 0.91 |, %, | 2.24
s | S TRGS/SH PVBK30/50 | qeddh| 99.2 % | 3.33 6’f7 12;8'
i, e : y = =
oA AR B 2k pH 5 9a 6. 88 043 |5 | 1o
ii Loo | 5% TPGS/SK PYP-R30/50 |fubdh| 187 = | 5.82 & 1?;0 9;:5
= iy » - s
oMAFAE B i pH 5 9a 17.5 0.58 o.00. | o 44
sop | % TRGS/S% PVP-K30/50 [fedody| 282 % [7.90 £|10.7[13.1x
mMATAEBR 2k pH 5 9a 74.2 1. 30 + 2.65
. AUC, C
% | ARAERNE X o - Taex Tin
o z - ng/nl
7| (mg/ke) A AHH (ﬁiﬂghr ‘uifm (hr) | (hr)
2.31
[0638] gap | b TPGS/SH PVP-K30/50 |4ty 324+ 1 10.0 % 9:53 7}?1
1 4 2 ‘ ‘ ; x x
mbAT AR B Sk pH 5 9a 32, 8 145 | %0 | 1 ss
Logg | % TRGS/SH PVP-K30/S0 |4ebdh | M5+ | 10.6 1?;3 7;?0
o oMAFAEBR s pH 5 %a 69. 6 3.58 9‘2 £ 3‘37

[0639]  RpFiFAIEAKEN=3 R K, FIE bR im 2

[0640] K FR bk Y AE AL

[0641] ik 2 ok 5 5 e FH 45 e R SD KRR (n=3) Img/kg AL A MO0 B8 VR I bR Bk 5 ik Y
HEVE R & . fEH35%PEG4A00.15% £ B .10 % — FF k5 1L ZLEE G A1 40 % 11 (5% i B Hi K v
mwmmmmwmm¢ﬁ@%ﬁ%mﬁ@%ﬁ%zzw&zF@m%m@%ﬂmaw@a
T B R B 1081 .0.25.0.5.1.2.4 .8, 12, 24/ N, S 1 35 50 Jhk -5 WAC 4 A vk A
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i (£ 20 25mL) o 4 & MR i B 2258 v R B R 3 TR UK B HL & A AR B8 A 3t
BRI 2 B B 7 TL-T0C TEZE L.
[0642]  fafi VA A €233 / 36 FH B3 (LC/MS/MS) ¥2543 i I 2% A% 5 DL I 52 Ak & W0 9a Je Ak 5409
AR, b Ak A 19al) 2 & R (LLOQ) N 1ng/mL, (L& ¥91) 52 & TR (LLOQ) N2 .5ng/
mL o of M2 52 5 I TR) B 48 3047 3R s = 23480 715 (PK) 4 o BL A A [ 45 SRR I T3 9
TR A N9, K 2 H0RE 5 10 IR IR FEAR T LLOQ, HASREHEATPK A HT
[0643] 9. K BTk P9 I 2 B 25 AK30 715

#% |
= | CO(ue/ | AUC (ug* | AUCuen (ug | tiye | Cl(ml/ |Vss(L
e/k| BF | 0l w) | he/mD) | she/ud | @) | min/ke) | ke
(0644] N ; m r/m r/m r) | min/kg) | /kg
fel
1 DMI , 0.259 0.592 0,611 2. 43 18..7 3.77
9a

[0645]  E3RWfFFu s RAESKE , £ /AR AR AL SV EAE N He b vtk & H09a.

(06461 UIARSUEEARN R PIER AR , AEANT B AT V] P R] 36 SC AP i ) 3 ) 5K
T3 A BAT VR 2 AB ORISR o AR SO e I3 38 1) 2L A ) S5 it 75 2 ORD S B AUAE DA s i 4R £
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