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[0062] I AIZ5 F k.

[0063] £ 53— NSt )7 2, MR 4 A A I I A AL S W2 2 T T D S Tt 197 50 99 ) TS e B
HrTZg .

[0064]  FESLJiETT 2210, AR BH 2t S it 9] 1 1) &85 i T2 2CA

[0065] 7SR 7 S 11 H , AR R B A St 9] 1 1 465 ot Vi 8 IR T A, FLRRAEAE TX-HF 0k R
75T A 8 4B 24N 2048 (CuKad=1.5418 A) , ¥4 16.5+0.2°.17.5+0.2°,17.8%+
0.2°,18.7£0.2°,20.24+0.2°.,20.7%0.2°,21.7£0.2°.21.94+0.2°.24.1%+0.2°.24.6 £
0.2°.25.0+0.2°.25.5+0.2°/127.4+0.2° , £ L4122 C IR N E , I HX-SH R KA R
1.5418 A,

[0066]  FESEE T Z 127, AN B A8 St 9] 1 A 465 ot Vi S B JE A, HURRIE/E T XS ek R
FT5T A S A B 24N 2048 (CuKad=1.5418 &) , £ 16.5+£0.2°.17.5+0.2°,17.8 =%
0.2°.18.7£0.2°.20.240.2°.20.7%0.2°.21.7£0.2°.21.940.2°.24.1%£0.2°.24.6 £
0.2°.25.0+0.2°.25.520.2°/127.4+0.2° , £ L4122 C R N E , 3T HX-SH R0 KA R
1.5418 A,

[0067]  FESLJETT 5813, AR I B 2 STt ] 1 17 &5 it e 15 BT QA JEX-5 8t R AT o B 5 11
FIr 7 B X5 Bk AR AT B B AR B AHE]

[0068]  AiE “BeA FAHIE 2 REX-SF Ze AT it iee A7 B, 27 ML AR Fky e £ B M 52 1) A S P 4
FIEAEN o B0, AU BLARN SR B AR A2, W A7 B (20) 4 Bon— S8 F R 47 F 4, i
UM IR0, 2° ABUR,, B PR P RE R T0. 2° i B T2 BRI Z2 57 o BhAh , RATUSE AR N
SRR B P A, RE T U 5 R0 S 7 2 V) A S 1 DA B R T 485 o 2 DI Ze P BB ) o 8 DA
1 AN ARSI AN 51 PR R AR e, I HON AN E e T D =

[0069]  7ESL)iETT 5814 , AR R B A& S it 191 1 11%) &8 it Ui 15 B T 2R, HEZZ R HHE = (0SO) #4453
WS B 2B s B AR EAHE .

[0070]  7ESEiE 5 Ze 155 , AR R BH A St ] 1 (1) 45 i e 5 BR T A, L 3BT (TGA) B 5 K]
2RI AR AR

[0071] N5 R A2 , AR R WAL S I R0 25 0 B3 AN AR B B SR 1 o DRI I, 7 24 B A )
JE 5 B IR FAS KRR 7= A 0 ST A A (461 a1 i A 0 e S A A R ) e S A 4 R B8 A0 A R IR 1
Y Z 5 BREE 55 Ul B o 3 8 S A A T DL JE Tk 28 L 43 B R AR R @ Tk ST AR A 2 4 i B A
KIRAF A LA, peAh , 7EA FE P e I G M R B A AT - B FE BT
() LR A

[0072]  ZASCHr I ARE “ g™ 15 HA MIF 4 7 U & A8 5 I HE P A 2 A 2
IANFA B o 5340 AR SR R ARTE “Be ot e A ™ BT AR e ™ 15 A R B 245 2 L & 4)
A BEAFTE I 2 P L AR SRR R AT — P, I HLAERE LA SR A o B 24 BR A A2 , AR IE AT LA
TR R 1T A0 o BRI, AR A8 AL B W 5 I S A A A X e S A AR B4/ 9 T
A o R R S RE AR S A I Dy A AH LR S A B AR O L AR S A AR o PR S AR R 1 LR
T HIHE IR G o 18 ), ZATE F T-a 2 SN R IR A o “AE T SR 447 A1 “HE XS w4
Al LA E A8 B OF 2 B A 2 DA A BRI FAEA B BAR I A A 4 o MR P Cahin -
Ingold-Prelog R-SZRGifa & Laxf EARI 5 o 24k A WA SO I S RA AR, 7] DAJE L RER SOk
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8 & A T VBRI AR 2 o L8 M R AT B R AL B AT A AR B S (1) B (5) 53X
BT BAT AR BND 2R (1) 38 K A 3 ~F T fm i 6 8 % (1) 5 1) CA BB 22 JE) » — S AR SR 1 4L
B EH AT AR A B, TR BE 7 AR W SR AR | TR ke S A R e gk
Y SEARAL 2R T F AT O R) ~BR (S) AR R AT R A R B B ARG BT AT RE 1) 5+
P, B0 FE AN BE VR A 1) e 6 Al R vp (R TR A4 - B EE TR (R) — A (S) — S fdem] DA
FFPEA il B P i 4 BUE AR e R IR0 SR A A 4 & AU, O B S ]
PLNEBLZA T o AL A0 A ACHAR P IR e 38 , 322 3 foe i B 32 AT DA 2L A I B8 s X
MR Gk B AT E B R

[0073] A% WAL A W ATARTAS X AR R (19 S B ) AT LA LA/ 04 i 140 B0 ik S A A e 4
R BIIIEL R) - (S) -BE R, S) —FBUAFAE AE—BESE it 7 R oh , 78 (R) -5k (S) -# AL R
TR 5% H A 2 D50 % S S k)il & L 2 /060 % X ik A &L E D70 % R S
.2 /080 % 0 F I & A /90 % AT AT & L 2 /095 %6 X AT E B 2099 %6 %)
e S AL & o A SR AT BRI 1 5 78 LA AN TRURIBEE 1) J Ak (R B AT DA DA~ (7) -5 s 20—
(E) -TERAFAE

[0074]  [KIUk, 1A SCHIT FH IV AR R B A0 B mT A AT B 190 7 A A 26 S M) s LB S )
M B AR SRR 2 —BR AT 2, B fE S AR 2t JUA Otk e R) Fpfa . JE
Xof WL S AA AR L TR SRR AR OGP ) A1 T AR B VR A

[0075] W] DA 40 40 O 0 BE Ak 2 22 S 49 il ok € B 2R/ B 40 2 5 SRR R TS
TR AW 5 B R AR B AR B Al JUAT SRt A 44 A E T S 4 L A T 44«

[0076] W] LA O A0 77 VA AT R 1 T A 4 = s TR A4 T 71 8 B AR 3R 40 R e e ot e A
o1 G 3ok 43 FH LA B TS M I BR B AT B 11 FL A X e SR 1 3 0 FURE ISR A e e s T
(1) B PE SRR AL S PSR BEAT i B TR 43 T LA EH e A T8 AR R B AL A 3R o v i
TR AR, 451 i 3 K 2L A S S MR IR R BT T R Eh 3R AT o A T B AT IR Y, BRI
HA HECHE TR BB A A R . IR BRI AR LB AR . 0,0 X H KB
AT P e BRI S SR R B AR T — 1 O— it 2 o 38 7T A 3k T P e 3 v 490 8 P 32 R 751 33
AT s FEBUAH €5 58922 (HPLC) ek 43 SRS e 7240 o

[0077]  ZRSCAT I ARAE “PI 25 37 Fa 07 B AR R T AL & ) AR 2% s e A e e o B
AR BT AR RN AR ZIEN T, AR A AR TR R/
SRR AL 5 [T 1 B8 68 TR R R R/ BB 56

[0078] W LA5CALERFIA MLER T B AT 25 FHIGER IR 28, Bl i 2 R & R A AR 3L R H IR
IR IR B IR/ SRR £h  BRIR A /R R EE IR R A L /TR R £ L AR I R R £ L AL
W/ R R (chlortheophyllonate) AT IR £h . 4 — 1 R £k
(ethandisulfonate) & E5F& &h . i PEHR £6 - A0 MR IR 51 A AR IR 2 15 PR IR £ L S IR &6 / it
W O IR L LR SR ALRE IR 2h L e AR IR £ L R R R 2h L Dok IR B T R R L R
PRBR L . PP IR £ L LR IR 2k L 25 PP R 2 2R IR £h INR £ RS IR £h /e R £k L iR £
B EL AFARIR EE  AUR ZR IR 2 IR IR £/ PR IR A EE /IR AR VIR AL IR A IR £
TR R B  BEIAPR £ B 3L /KA R £ V5 A R 26 L B SRR b A = R

[0079] W] LAEH HATAR SR 10 TEALER A0 FE 9 dnh IR U IR IR TR T S T PR 2

[0080]  w] LARH HATA SR A HIBR A B AN 2R AR « L BE IR LR . TR R VT PR B

N
Al
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HIRE S AR TR R IR . AR PR . SRR R R R R KA 1R 5
A 24 FABR N s £8 7] LA -5 oA LB BT %o

[0081]  A] By HAYT AR £k B e LB 45 491 G et 6 DA K2 JE AR T R XTI & )8 - 72— LE ST 7 &
o, SRATAE R BRE E VEE VR VER VRN AR A T SR LR R BN S R SR
[0082] AT Pl HCAYT AR R A AL H5 450 T 1 i A JRe R AU BRI e 49 5 R SR AT AE 1) L
AR PR B B A b I & o — S ML 7 TR i "R & 1% (benzathine) JJIH
Bl R O R R R IR R AN T =

[0083] Ak BH I AT 245 FH £6 P DAIE Gk 55 #0427 T 32 B BEAR AL A 40 1 B 1 3 49 5 1o
T XS ER AT DL il & AT IR 2 A0 S M Ui R T X S Ak AT B E I IS A B (19
Na . Ca MgERK I S A AL i IR £h I R S R 55) I B, B X 84k & M0 S o X 5 4k
ST B IS Y B PR RS o 31X S S LI AE K BUA LA B 3 IR S AT B 7
AMATIAER LR A8 AR KA B ek - 28R £ 06 2B - TN BB £ 2 AT B« S A iE A 1
SHI XA LT B “Remington’s Pharmaceutical Sciences”, 220/ ,Mack
Publishing Company,Easton,Pa. (1985) ; fiStahl flWermuthH] “Handbook of
Pharmaceutical Salts:Properties,Selection,and Use” (Wiley—VCH,Weinheim, fE[H,
2002) .

[0084]  ARSCEE AT R A ROE B £ R Rz A MR R Aric e L&A A = dnic e .
B, 78 A SCATAT 2544 30 0 RoR AT AU B AR R R A B FA R 2R ('], "HED
CH 5 AR SCTAT 5 2 B “C” SRR AT AT B B 78RR B 09 B 43 R 4 A 2R (gt e, e
MO AR N ORI A B AE RN AW BT AL (1A INON) LR LR AR B
(737 2% 1) e S A0, 5 A I T A BBURD ST (R A7 2, B P TP PP S P P T AR R
WA A5 A ST S 22 FhlRN A AR AL A4, 49 0 v 778 JBU P [R) A3 22 49 4P HL P e e
[ RS o AE— SRl 7 R, A SCES M 2 (9 B DL R SR = BEAFAE o AE ) — A SE il 7 6
AN ER AN AUR TR LR S B A AN BRI R LA E S, et e 3/ A
AN ZANRATLLE & NI K A A7 RS AL &) FTACEE T (MO W N Bh /7241
Fe (A0 HE ) K 0 Ek s 15 4 AR (4 1E i J3U B 2 B AR (PET) B+ I i 5
ML 2 G A (SPECT) , G HE 25 B3R A 20 2343 A7 W ) BT A8 35 B JBCR PRV 97 o e il
I CFBARIC I AL A 6 TPETBSPECTHF 78 1 L AL 4 SR AR 0« [RI A AR I A AR B K 1k
W SO 2438 AT LA AT T IR R B e A5 N ] 4 451 v i A R O vl A 5
SRAFI A7 Z AR R A R 2 Ar 0 iR i i %

[0085] i H., FH#¢ o [F] 7 & 5 552 S (RIPHERD) & 4 7] DAL — By 7 34, X2 T
B B AR AR MRS, 1 A P 2 S N BT & 7 SR D BRI T R BGE - B 3R
)2, B SR A A T 2 TVAL A P AR i BT (R A7 25 5 il U v B AT A
T [ A 2= E S 2R 8 S AR SCHT R ARTE “Ffr &% B W+ Lo ta g R = RS &=
FEERIRFEZ R ECAE - a0 F A & B AL G 1 A 1) A2 =2 48 58 IR 01, AL & Pt 25
fa R 1 5§ BA R FE L &R E LR A% 43500 FES4E 2 s+ E52. 5% mMBAN) &2
14000 (60 % 715 N) £ /04500 (67.5% 5148 N) £ /05000 (75 % 4B N) £ /45500
(82.5% 1B N) 26000 (90 % 7B N) 22706333, 3 (95% 4B N) 2764667 (97 %61
BN &2 D6600 99% 5B N) B2 /06633.3 (99.5% TABAN) »
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[0086]  [Flfii 3 & AR AT R IVAL B4 18 & ] LAk A s RN 52 O i i I R B
T8I 55 P B S e 48] 0 ) 461 AL 7 25 SR R 2 B IR 31 AR Il R 2 i R R
5 R0 Sl

[0087] A BH (1) A] 24 FH ¥ 7RI A0 A7) 08 D o 24 s 700 T AR (70 67 28 ARG IR, 461 41D 20
e~ I« ds—DMSO.

[0088] & Re e/ A SRR/ B2 AR S (W A R LA BIR1 B IVIL &Y RE 8
538 A1 L5 S BRI G &5 o o X e L 5 S mT DA SR T 2 VAL S I8 ok B A i JL 45
TE R T 152K il 4% o IX T IEAFETE S A LT 4 FR S BB AR 75 W P AR 45 i 26 R R R
(D Ak &5 e 45 5 T2 BRI o HL 220 B D0 R R 1 3 45 0t o 38 A 1 L 445 R T BRI FEWO
2004/078163 1 FIirik () AR EE o DR i, AR B gk — D it 1A S R B IV G e L AT 24 H 26
[ 4 g

[0089]  ARSCHT R ATE “n] 25 AR A5 AT AT A 1 551 0 B0/ o AR 7R 3R TV PR
FRN LA B 7] (BB A B 770 DU B ER D) Sk ) IR ISCRE AR ) R 7 R R 254 2
R 7 R 700 T 700 0 A7) VI 791 R 79 R R kel 5 S L2 4, AR AT
HHEARAN R B (W12 W :Remington” s Pharmaceutical Sciences, 518k ,Mack
Printing Company,1990,%551289-132900) F& | FEATAR & M A% 5% TR AL 4 A AH B A L
T, ALy AR T PEE 2 A P i &

[0090]  ARE AR WAL A I “YaI7 A 2R 8065 51 R A A 1) 22 B 2200 1L 451 G
(I BSCA 1] B B A 1 o Ak B3 A R IR S DR P RE VR 12 B % 7 e R B TR 0 5
(R4 BRI AL B M) & o AE— AN HERR S PR ST RH , R “YRIT A SET FR R 5 UK
AR BB A IR & 1 BT AMARR, T Rl (1) 28 /30 43D L #0  BEL LR AN/ B i s
TP B A B 7 LIRS BT I (90999 i 5 15 T 9 B HL IR (1) Ja e o i v 2k oY O T i
8 (1) 5 PR RS PR AE DG, B (1) SRR T A0 PR P IR 1 S50 5 B (2) B AR BT
] P A ORI 9 P 5 T (3) B AT TS At v P PN R 1 3R o 78 55 AR AR PR il PR SE2 iy 52
W, RTE “YRIT A AR SRR 5 SCRIAR R IR A I & - 206 AT 40 i B 2 s 4R 40 i
A BEEA Y T, AT 280k A /0 4 A AR B ) e oA TR P 9 M s B D o IR
I M N TR ()R A

[0091]  ASCHT FHBIARTE “MME” Fa 3 - 18, 20902 S . MR e T8 4 i R K3
LY N INGEN - E ST SN 1 I N = BN N = S A S S =iy s - LI S S
KW AL R HMSLE T S, ME N .

[0092] 2 Fir I ARAE “HI ] F8 U804 B il BT 48 5 10 999 0E S S IR B0 e i B0 o » B
WS T R SR TG T 2 R .

[0093]  fE—ASRHE P, A SCHT F R ARGE T S0 B R S 1 YR T™ F8 O 5 B 75
(RA P22 B 452 1 Bk 2 i B L s R R TP (1) 22 /D — R K R ) o 78 A SE R 7 e, VA
J7 AR R MR 2 D — P SR S B FE A BE A R F HE N B R AE AN S T
“YEIT” e B AR DT T (AR e AT HE R DRER) BUAE R U T (B nfsE SRS ED Bk
AN D7 T R B 15 o 78 5 A S2 i 5 Z2 b, YR YT FEBE 1 B e 22 7% 93 B B 15 1 R AE BUR:
JREHRE

[0094]  tnASCRT IR SRS , iR AN AR b R 2 EBUAETE TR B2 TIX KA
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57, MAZAMAE “F5 227 %0897

[0095] A SC R A I AE , AR B bR S CGRR AR AUCRIZE R I 1R S0 W BT AR E
AT MRAUARAE A T TR O S AR A fRaR B B SR R R
JE BRI o

[0096]  ASCRTIRI BT A 7732 0] LA DU S B P 34T, RSO A fame bR S0 # i
X JEBR AL o AR SCEALBIATAR RN BT A SE B BN B MEE S (530 8 ™) (%) 45 P AS A K B b 8
BH AR R BH 5 THTAS A2 R 573 A B SRR 1R 4 IR BH (34 3 6] A Bl BR 5

[0097] A BAAA AT LA T XA 0 e sh B E N SLRT 25 1T AR 3R 15

[0098] 4T 4 5k (A1 A B 4 2k A AR A7 AE T [F] — 2 R ), AR B AL S8 mT LA R 6
AN 4+

[0099] AR EHIEIRGE T AR AL AR RT 24, HAEAR N # AR A R AL G - BT 25 2 7R
VR0 24 it TN B A AR B A K A A SR AL S AB I A AR R B AL SR
TEVEECETE YRR AL S o 5 J il & AN FH B2 00 B PR AN AR AR RN 5 BRI
B P] DAAERE S B o IR B RS R VDRI AR BT 29 FI B HT 25 . 2 W The Practice of
Medicinal Chemistry,#531-3225 (Wermuth#w#, Academic Press, &RV EF, fnF4EJE T
P, 2001) o J8H , AE A0 BT AR BT 24 A2 oIS PR 5 AH LI R 25 010 & 0 AE b B A (RS TR
WEY, oA — A 2 AR B 51 Hos i A E0OA P A s e S T2 T
AR B R TR AR 7 ) 38 B B AT AT 4252 IR R 1 o« B0 I 245 72 25 A 19 o o s i AU/
B A7 8 05 BIAE AL 6 3E T I 3 A o BRER TR , X T IR AR AT 245, Z9W03
5 ia 84 2 1A (% e L8, 1 245 42 o s PR B B L 29 WAk A W s TEAIR , I BAEAT
FIT R T () 2 3 B 70 o P 32 M T B 1 o 0 T He b B3 3 0 FH TR BE R B B 251 5, il
BT B RETBUNL 12 7 IO I o 75 HE BB 0T, A BER F AT SR BE TR 3 40, 9] an Jk e
KAWL E TR 9 PRI « AR T 25 AT LA 0 T 2503 — PRER S B DL T 14 5 3G 0o
JIE T 38 N 2% B A FH A 50 SR ) 1) 38 007 2 e P B AL g MR FAS R e 2R/ B 35 245 M) T
P (] ks e PR S AKVA PR F AN Ay BRI R BUAR BRAR 22 D) AN, RTLAIEE: () Bl S
SRR IR (BB A 2 — AR TR R ER) BRI (b) R BRI A 5 56 Ig TR (1
WIEA 2 /D—ASENRH A B, 5 W ig 07 R BE) 1 ER At 35 N2 g 14 -

[0100] 75 f51) 14 1) T 225 497 a1 12 4 R 11°) Ml LA % Tt T P S— I 2 i A 4 P e B 1y 1) O— 1 B A4
A, Forp I B AR ST U S 3 A ) R 29 088 A T AR AR 3R A T e oV R i
EEAY N BRACR BRI ] 25 PRI BE AT AR » 9 AR G e 2 T R B S S (R R B M 2 T L 2L TR
BB T EUARHIR G e e B, 9 2 w0 — (G0 | FR R ——AIR R e B e R A IR e A e ) -
RGeS  a— (IR e A A 22 AR bE S B PR R B R R e R ) — (R e 2
5 0T TG e R P R IR 5, "B AT T AR R i AT FHER) o SEe 471, Jhe O B AR Oy 7 e e e
SR BRI AT A, H AR AR N s B 2R A, R Ui B 2 A % (Bundgaard,
J.Med.Chem. 2503 (1989) ) . ifii H., & A E& NI [ 51 ik e . — B0 iz L s S5 () 25 P B 42
MEN-P L S 2 L PP HE i (Bundgaard ,Design of Prodrugs,Elsevier (1985)) A0 4
BEHER YV ERAIREEP 039,051 (SloanfILittle) AFF 1 2 J& VUM 4 5 IR A 24 . e AT il £
A

[0101]  teAh, AR EY, AR AR &, WA LU EAT K& R e 3k, B A,
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5 T e84 i H e sl

[0102] AT S

[0103] AR BHAL A ] LS BN Z3 R B SEE 49w AR 1) T vk, DA S i it A3 A A 40 dk
OB B A AR SCHER I BT A 1 & M AE £ A R AR L &1 - A8 K AL & 4T
PUARYE T Fm A B R 1 22 2D — BTV A il

[0104]  FEARSCHIJEH P , RA XA LR A B ORI AR B R 25, 3F AR AR
R A VDR TR =MD R, 1R ST A Ul IR Ab X AR BRI B e A AR
P AR B Je HORE R N AR HE 55 ZAE R A A, X E AR a0 . J.F.W. McOmie,
“Protective Groups in Organic Chemistry” ,Plenum Press, {5 M4 411973 ;
T.W.GreenefIP.G.M.Wuts, “Protective Groups in Organic Synthesis”,ZE3k ,Wiley,
21 #71999.

[0105]  HA &2 /b— N ple #h 2 A B9 A R B AL A4 1 £ T DA BLAS B 2 05 7 vk il 2% . 1l
1, BA R ML A 1) 4% R A AP 50T LA sl ol an s B e s B A S e R AL
B IE S B A VR RS JE i 2-2 R e R L AV G Bt 4R
A B AN AH B ) A A B R Eh B B 1 A S A N B L Tk R B B B Tk TR
SURNEE . A R 8540 A B E A B0E & A AT 228, ARG 48 AL 0t S &K
I it 2 ) B R 751 o A% R B A A P00 1R o i 6 DA 5 7 325 91 G e e Ak A W FH R BRI
A ) BH B8 A8 Bl R AT A 3 AT B o B R P A ik R e AT 91 B v 1 R A R
TR A A G A SR AT LA e 3 2k 490 G 1 i el R A5 B0 FH S5 0 AN AR AR R B
TH e B A B AT AL FE T R

[0106]  #h AT LALLM iEH A NI S A G 1) s 4 J@ A 3 T LA 49 fnid i FHIE A ) IR ab 22
TG4k, FF H BRI ek 6 491 i ask a2 e P k7 Ak 288 1 A% 4L

[0107] W[ ARHEA K B 453 B 1) S A AR B VR S 90 mT LA BAAS B O R0 77 X8 43 B9 R B e ) S
A 5 = o e S ) 4 ] DA G 4 sk £ 22 AV FRITR A 40 2 8] 3 T B 45 R/ BB 4 125 L 6
Q2R B 48] b S YRR i 4 IR AR IEAT 0, I BLAME AR TT DA i ik e
T Rl ER TR Bl R DA K43 B8 AT QA5 2 1 AR 0 e S AR R VR A 4 B s et o R 4
B BV R 2 O CTE TER A B EAT 43 S

[0108]  A] DA% HEARAE 52 Bl i A Ea iy L A0 e v s (BR) 45 G Sl v e AR AN & P2 kAT
Ja b A/ B4k .

[0109]  DAF A ZRIEE B AT B SCRr R BIR BT 771k

[0110]1  FrA LA R4 B 7D IR AT AAE A0 T 26400 T 34T AR B O R BL& 1 4
FARSE BB S5 A, 78 B A BRI A1 50 SO R0 L 4 A 458 0k e R AR s 1R 9 HLAT
HLVE B R v B B R AR AE T, B8 BB AR 46 701 B0H 55 48] s =2 #5741
T RH B 58 #5545 G i T8 2T BH B 38 BRI AR AE T X LR T S B2 /B SR 2 Jo
TR ARIEFE IR BT G E , B A07EZ1-100°C B £9190°C i i F5£9-80 C & £9150 C 1
BIZTEEN B0 T-80% -60°C . T E I . T-20 2 40 CEAE [ Ji8 & , 78 KUK N B AE ]
AR EA AR R T, A/ EAENE AR B AR R AR T -

01111 S ML I BT A B B, BT T B 1) S ) A4 XDV 6 0 mT LA AR 29 0 ol B i Sy S ) 44 L 451 4
S S0 ke S ) AR BT I S A A 5 B A o S Rl e A A AR S USRS ) 491 T A0 e AR B R
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Xof W S A ARTR S, 91 AnSRABL T “ S A U5 B 9B v FIniR B U VR

(01121 A] DA A Hpotde i T 5 18 IS ) IS 0 701 ) 9 79 A 4 ELAA 2 B ) IR 2, B3 44
WK s B, B W 2R B e B AR R e 2L 18, 491 40 218 186 s Tk 4 2 T O e Tk 491 1 2, TRE B30 38 BA R
ik f51 00 DU A i B, B 5 R4S 5 IR A, 491 A 2R R R s T, 61 R B 2L B R LR 2-TA
B i, 1 AN 205 5w ARAE , 49 40 — U e AT 5 B fig , A9 — P R R W e e, — P R L e i
Tl » 157 a1 29 B Z5C , 457 T bk i BSON— R L s e — 2 i) s R R T 5 491 a0 I 4 B e R IET , 461 60 £ TR
B PR B REBCC RS I 3R T e« CobeEl e b R B0 O b s B IR LB IR G4
W QI PRI, 7677 V5 P A U A BR Ab o X SRE AR S Y vl T b 28 il i i
TWEVEBA LT M 5 A 2 .

01131 AW BFE eI EIER LK S B4 21, 50E BATT Y & AR 7T LU a0
A4 T 45 dm ¥ 77 o T DARAEAS R ) 45 T 2

[0114] AR BEW K T R IRLL T A8 A e ml FE T AR AT B By vh F) 4445 3
R4k & AR IR AT R TiE B IR 8%, Horh R S B2 861 T T BB AT
AR B LAOR 47 B0 T8 ARER DA #h 1 T AU AT 8 L B0 ATl AR A W R 7 V45 B
B A TR SRAT T M il & 01 BAE SO A — A T

[0115] TG A K AL S BrA S5k} L 4546 5070 il 7] R s I 7 771 T 77 M
A 70132 AT TR T R A5 0 B AT DA T Ao AR T i B R N B RN A LS R TR R i A
(Houben-Weyl, 54z, 1952 Methods of Organic Synthesis,Thieme,321%) .

(0116 dEH , T TTL TTTERIVAL G4 AT AR SO S AL U A 1 il % o
[0117]

B b
o

FH]® 2¢

[0118]  FepR'R* RO BRI BURIZE R 152 S, IF BLP e & R AR 7 (M9 T 4
) .

[0119]  #E L5 (2a) F, AT LLfE FH T Suzuk i 58 B 52 B2 ARV 7323, 4 s P AR (Bk4s) 26
[ 41Pd (PPhs) 4. PdC12 (dppf) <Pd (0Ac) o/ i (1 WIPPha.dppf . PCys.P (tBu) 3. XPhos) <Pd/C.
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Pds (dba) 3/ (#521PPhs.dppf PCys.P (tBu) 3.XPhos) .Ni (COD) o/ (E¢dppe.dppb.PCy3) Ni
(dppf) Clo] BE (B AIKF . CsF .K3P04,Na2C03 . K2C03  Cs2C03NaOHKOHNaO—t—Bu KO-t -Bu) FI
(R®) n—PhB (OH) 2 [BX (R®) n-PhBFsK] .

[0120]  7EZB R (2b) H, AT DA H e J A 52 IR 1) b 14 J7 325, 91t A FHR-LG /B, (L LG A2
F= L PH , 1% EAEASPE T-CL.Br. I.OMs . OTsELOTE) (44 f1K2C03 NaHCO3 . Cs2C03BXK3PO4) , V.
A (B ELBESD /R'-0H, DCC (BEEDCT) /DMAP/R'-OH, BOP/R'OK (EZR'ONa) , (R'0) 2CHNMe2.CD1/
DBU/R'-OH, H: R 1 F 5 X o

[0121] eI (2¢) Hf, 7] LU A T s PRI L i b ofe 7 325, 491 el FHI TRABRHCT ) 2
U5 TR

[0122]  7EB 9% (2d) Hh, mT LA AT+ BE F AR TG (1) s 14 7 V2 e e 3 - Il I e AT IR , 497 2 {HL AN
RT = RO,

[0123] Ak B 3t D A0FE AR B I J7 V2 I A ART A 8 SE it 77 5, ool A8 HAT AT B mT 3R
A3 009 R A 7= ) FEAE DRl 3 HL AT J 0 20 B8, B3 S vp JsURHE IORL A0 1 JRAS T i 5 B
B b R ORE2H 43 DL AT SRR A 1 % A4 A

[0124] A BAACA AT b () A4 m] DA 42 BEOAR 50 RN S 8 A A A Lk
[0125] £ 53— 51, AR FHHR A 160 B A K AL A B ] 24 F R — PiEk 22 Fm] 25 1
BRI 29 B 232 AT LA BC i T ) () P s 42, 4 4o 1 e FH < =B i i it
FH AN B Wit 3 o e 4, AR B 250 20 6 103 m] LA A ) 48 Rl T A T2 X (B REELAS PR T e 22
FRS R TR LA FIORE 7 BGRIEOR 1) BB T X (LR AEAS IR T ) TR = A B FL ) - 2
Y2 A P mT LA IEAT R 28 P A6 90 KT N/ T DA 5 ) e A A R R YT 7] B
B R FRILA Bl B A an B JEg 70 A 0 1) R ) S LAK R AN G2 e 4

[0126] @5 , ZJWEH G2 v 7B e 3 9, LA i ek 1 LA G

[0127] o) #REFA), 0 Q0 LN A HEWE L FE W L H BRI (L AN EE A 3/ BOH 2

[0128]  b) ¥ ), 4 0 A AR I R B IR R L L BE B AT Sh AT/ B 2 B s 0T
Y]

[0129]  ¢) K& 7, B hk FR B4R L Ve Mo A0 BH e PR B AR L PR AR AR 4R 2 R R L A 4k 2
1/ BCER R el s SR 7 U e

[0130]  d) ffis, 151 v B G  ¥ v BR B LA SR B W I TR 5 ) s A/ B

[0131] &) MRUAHI . 75 € 57) . R0k 7 R EH R 57

[0132] AT DAARHEASTIR 2L A0 T3 56 B SR T R A B A AR o

[0133] & T 1 e I A & B HE N IR A 2 E B AR AL AW 35 82570 K Tk
T 7 P Y B R AT RO M A BRI 2L i 4 e R 3 W I SR st R o T 1 AR A
R A RIS ASTIR . 50 F T 1 & 4L &0 AT 5 ek 4%, 9 BLIx 84 A4ml bA
T PP 2 Pl B R ) AR RN T R R LR R 24 5 B SR WA AT ()
il 51 o v 7R AT LA A9 T i A DA B T i & R o 5 1 AT 24 RO 7)o 3 8 IR 7741 2
A VR, 0 A B R B IR0 LV - Tl 15 5 B ol I N A 70 R B A 591, 481 R oK
Ko B EE IR s AL 70 49 0 e  BH RS BB hor A e s LA BT 591, 490 T el g 1k % Al T R BT
W o A AR AR A I B T I O AR A LA IR G2 11 15 38 A 1 98 A AR S I L I 4
b 8 TE AN 1) (1 SRR B4 FH o 491 T, T AR FH B A A A 461 o sl I T el i B — i T PR
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TR o PH T 0 RS P ) 1 7R AR D JE o ot - L] S R R 401 e RS T PR
B} ey U 78 5 ) B ) R s B R A 5 B R DN L mP i PR R o 5 K B A 5 1 7 A i YR
P i EORORR Yil R A P A R TR AE

(01341 — LRI YRS IR 2 A 102 K P S5 TR BN BR 2: 7R » I LA 770 Al A7 AR s b I 1y 5L 51
B ke sk 1K ) 6 o T 3R L5 0 T A A KT R/ 5 A Al ) 81 G R 7 A 7R < VI 7 B
FUALTR A B 50 TR T2 B I I s A0/ B GE ph) o b AL EA TG R DA AT e Ry A
E R 5T o P i 2060 43 SRR 95 R VR & L R BB A T v il 4%, 9F HLE 7 290 1-7T5 % BY
A 2I1-50% BE TERCA .

[0135] T p N I S VA8 A BCE R A W I AL & P ANE & 1 80k o3& T 38 f i
T A R R IR 0 25 3 22 ] 20 52 0 A 7R LA B 5 i S Bk i, 3 B
g AR 3, FA S B A S A AL A W N 228 PR B B0 2 2 AT s ) 2 4 e o (g
ZEIE R T IR 8] DA SZ 42 ANHHE ) s 2 8 A S W) 218 32 B0 A R 48 B AL B Ik B
Ho

[0136] & -T )=yl B2 FH 491 4 182 T B R AR F) 2L 5 0 B, 58 K P Y VL) R s ) B 7
FLE TR BRI 1 55 1750 B A T3 5 RS R SR REAT 0L - IR 2R R AR i ARG n]
& RN o BRI, AR A IE 5 P T R A6 AR U AR i Ja S S8 2 ARt i ) - X 36
R AT DA A A ) AR T 5 S 5K T35 7R G e R A TR R

(01371 dyuA= S il IV J=y Bl L Ak ] DAY B N B 52 o2 o AT R A7 58 3 DA T4 AR Y
8 CRAMBRAE IR S0 B a0 5 FURE R 18 & VOB & 1 4L 20 R0kE L Bl S5 T8 g VR ) e
TR RN 25 3R BV 8 25 U H IR 25 4 L 2R W51 55 4 55 AL 45 T st i P A
f5 O A R SR 155 0 R 3K

[0138] AWy EE— AR TS AR W RIS AR i TR AR > IO Te K 25 A & WA 57
M R 7K AT B — S AL S P R i

(01391 AR5 WY Fo /K 25 2L & W A5 2R mT LA SR K B 25 /K B AR e A BAR 5 K &
BRI BE IR 2% A ke il 4 o P DA 1l 86 TE K 25 WAL 5 W0 3T ELAE A7 DAECRITF TR /K PR BT DR, A
HIE RnRE 122 B T KA R A TR A&, UE e A TA] L B e & & T 25 &
ol AR SR AR AE AR T8 B R SR E A A (BN B SRR A
[0140] A WY akFR At 1AL — P e 2 AR AR i TR A K A T Y ) A A 1 B i ke =
FEAR I 40 5 (1 25 D AL S W AR B S SR R AE AR SO R OA “RasE A, AR EAR T30
AT AR L ER  pHEE P I BS ER G2 1 77 55

(01411 Jies AE n] 25 FH SR SR ARAE L 2 IV R — ML A e L T 2 I Eh R I
BRI ZGE AV 5T, ] G P PN R U8 PR 5T 49 02 TP o 4R R AR A AR P R
BRI, IF B R B Al TR TT

[0142] AW G W B n] 25 F i n] TG 738 B R F 0 TE R « vo 0 s A P fay o s
i sl Jok v H B0 S g 3 v I ] v U e A R LA R 0 Ay 3l R MO AR
5 2 F LK OB B D REAS A R R PR B RE FROp 1) B 3 0y (AL 458 7K P o s 8
B R PR TR A L AR PR TR R R L IE R TEE 2 10 B R ER S AR NERE Bl R
B /INERBE AL JEA TR B 99 ) B 13 B S ML o L s 9 PR AR ) 9 A R 2 A B0
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J7i (ESRD) N B2 DI RERREAS &7 7K HH Dh e B g B JZ PO JULS B PR PR O LS == B PR 8 2k
OEVRE O A 4ETEEE) (AF) VO JEA4E4L 0 B3 Ah 3l A F R ML XA B HURR E 0L
FEFE MI) & A 4Ef . 2 B2 i (PKD) B 52l (B A5 K T ER U8 80D A BAPEZK i \Meniere
Joa ~ B [ B 3 22 0 (B & MR AR & PR 45 PR IE IR K LB ORI . HEFRRG L 57 A
(preterm labour) \SGIKFT 5 W IR SALAE MIAE SR AT (e )2 S IER L AT (2 %
YU SR AR LRI W Wiy | L 28 PR RAE ARSI R BT 42 L 2ORE 1) L9 « 2R TR 17 e e 441
QUL RIAS 0 P S RE , 461 S e R RN 2 47 i RR L S AR FREAT 1B BB i CRe ) 2 JIR S A i 2 B
LA BMGA CRe A2 R PRI PR A DKt 2 MIARIE) BRFE PRI be L B IR 7 WA Dy B i
0S5 3R AR R PR R4 L R L 2 PO AR S8 S AR R PR I ACAE B ks e il
HRA e S PE R L PR PE D BE R AG o DRI G, A ik — DI SE e 7 2 AN R BRI T R HE T 2
IVAE— DI A B AT 25 3R K FHa& o AR 3 — P R SE T 28, 08T 16 B 5 It N IR
TG PR AH ORI 9 o AE J3— N SEE 7 =P, iR B e R B R TS ) A2 s L s iR
v ML S i 0 ok v s B A 247 B o 0L H gt {2 v AL L A JA ML 0 o0 0 5 v L e L TR
O F15E0 /D BB R VO BR VB DIBEAN A VB vl (AR K I R ERHEEE) R PR TR
ARWE B T B 9 1 R RIS T 0 9 L 2 B B MR B O ACRE S O HLBRGE A 2 0 I
R P W S = P )= = N e S B ) N LR R 2

[0143] PR, AE N BE— D RISERE T &, AR R VIR YT R IVIE— ML S AT 24
FER VR TT FHiE AEE— B SE 7 2, %367 3% B A] a1 o 1 BB A VR T
BT o

[0144] £ 55— SEHE 5 S b, AR R AL 1R 77 5 b It N IR PR AR < B B B T %
EOTEARE I AGTT L S RRIE R E IV — N S s nT 2 I 8 AR — o
SRt T S, Ik P dpiat B R B H I @A A A i T it 2 s o B sl bk v s
AT S 34 v I H 70 ] A vy L 7 JRTAEL A8 00 o 77 3 il 7R L O 3 3 0 F R O
LB DREAN A ' 3 by (B K AN SR BE) W B 1 o A PR R O 1 R R
TR 9 < 2R B e RN R e I RCRE , I B O A IR A O LA B AG, 481 2 i ML B D REAS
A HE 7K R 78 ML O A7 56 08

[0145] o F£150-T0kg I MATT 5 , A K B 5 A &P BUAL & 7 ] A2 £91-1000mg
TG PR 73 B £ 1-500mg B4 1 -250mg B £ 1 - 150mg B 20 . 5-100mg B £ 1-50mg il P A 77 1)
AL & A S L MA G VB G 7 i BV IT A RO E B TR R AR R A
W FIASAAAT 0 6 7 1) B A B2 R B R 7™ P o JEL A L e AR 1 [ o AR I i 25 2 ]
PAFS 5y HL B 58 B0 PR R 2> FHB)T S 167 BT 1 B A BB R A I i O 2=

[0146] DL I 5] I 50 & 1 5t AT AEA4 A R A4 A 56 v A ) A P 2L 30 A 81 40/ BR L OR
B 0 R B S A 2R B AL SR WD RAIE ] o AR WAL S W AT LAAEAR SR LAVE R 5 T K
VR T2 DL S AEAR N 2 W Y A Rl A R 22 5 Jk P 49 A0 R VR s MR B E 7K PR VA L
87 o A A7) ) T L T DA FE 249107 BE AR A2 1077 BE SR Y 22 18] o A PN VR T A5 25 B 1A S B T A
MR e 1387 N £90 . 1-500mg / kg BRZ) 1 -100mg / kg o

[0147] AR WAL S VRIS PR AT DAL S Z0 AR 2 A oy D5 ik, A/ B L 7E TS BB H
A PEAH T B A SR N TR BEAT PP . 2 WlDoering K,Meder G,Hinnenberger M,
Woelcke J,Mayr LM,Hassiepen U, (2009) “A fluorescence lifetime—based assay for
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protease inhibit or profiling on human kallikrein 7 ,Biomol Screen,Jan;14 (1) :
1-9.

[0148]  A5pJil sy, FE AL rh VR P SR A0 A4 A0 4 il m] DA 4

[0149] R BEZH N 1t P BRI (FF B e 4l i R0, I HAT AR T ik 4k, , s R TR
TpM) 5 22 B FE HR I8 A A W7E = iR 5 150mM NaC1A10.05% (w/v) CHAPSH{IpH 7. 4f#) 10mM
TR AN G PR FIIEL B 1/IN o I8l S SEIE G I N A B IR I Cy s (PT14) —Arg—Arg—Leu—Trp-
OHZ IR N0 TUMR JE Bl o IRVD/K R T BPT 14K 9O Z5fr (FLT) 38m, i@ i B30 5| I
Doering% A (2009) #IAFIFLT LSS KW E /£ Z IR E 1/ (t=605-80) J&, W E &
YRt B S PRI AE o TCsofEL (RH LT Y2 7~ AN A7 AE J 1] 77 s 0 58 B FLTEL I 50 %6 920> 1 41 ] 5]
L) FR A 43 b e 00 750 P2 A L A FH e e [l VA 23 B AR v 5

[0150] i i Ee 7 #fr (0 BT i) AR A A WD R an A8 o0 R 1, 3 ik an R
[0151] RISV HIHNE T

[0152]
A SE ) # ANEP TCso (nM)
SETiE 12 0.11

[0153]  NEPHIfll 771 () AH A CNSHI 40 JEVE 7 7 P AE PR A E I PRIV AR th BEAT YR o S
YEEATR B AR I O Ak AT R R KR, I HOWSE I RV AB (1-40) BRI
(CSF; “ABAEAYL™) B BN, B ENEP M) ML K P38 0, 10 B A PR IIK (ANP ; “ANPIE5ARAL”)
DAL, 7E25 78 1 ML ANPIE I T , NEPHIIi 551 AS 51 BB 5 & CSF - ABIR /MR IE M EE 51 K ABIR
KGN SEA A o

[0154]  FRATTVPAS 7 {3 A 0 T #4534 ) ANP S5 ASE 2R psf , NEP 6 79180 8 77 A4 A A

[0155]  ANP3{5m s /Y

[0156] iy bR i 3k T Aot 32 L 48 AHTLAR TS B3 < 1) &5 & BB PR IR IS BR 3244 B SR e i
A FHRIVE B AR 7K i« R0 2) Jd ik B2 &5 5 1) 8 42 i 2 18 BGNEP 7K i, O 4 1 o8 5 22 Bl 4L 23
R, TS i B RIS R 4 (Maack T (2006) The broad homeostatic role of
natriuretic peptides.Arq Bras Endocrinol Metab;50:198-207;0kolicany J,McEnroe
GA,Koh GYZE A (1992) Clearance receptor and neutral endopeptidase—-mediated
metabolism of atrial natriuretic factor.Am J Physiol;263:F546-53) ./E 1% 1)
R AT A Olaack 2006, 5% 1 30) . 15 AR 767505 2 Hh bl 5
K S ) S0 B L 500 200 7. o7 85 98)  NEDAE I 35 0 7 o 4 P25
# (Maack 2006,%% | 3C,0kolicany® A ,1992,%% [30) ,

[0157]  J&3& WA FH R DA NEP 401 1l 71 A1 Je £ FH o 303 B v A/ 1 ) ANP SR ML R B 52
&, NEP[FJANP—AG i 1 76 IR A SR KR 3 & & (Gu, Jessie®E A (2010)
“Pharmacokinetics and pharmacodynamics of LCZ696,a novel dual-acting
angiotensin receptor—-neprilysin inhibitor (ARNi)”,Journal of Clinical
Pharmacology,50 (4) ,401-414;0kolicanyZE N ,1992% % | W ,Trapani AJ,Beil ME,
Bruseo CWZE A (2004) CGS 35601and its orally active prodrug CGS 37808 as triple
inhibitors of endothelin-converting enzyme-1,neutral endopeptidase 24.11,and

angiotensin—converting enzyme.] Cardiovasc Pharmacol ;44 (Suppll) :S211-5) . [Klitt,
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IR ANPFR) 38 i 4 FHAE 11 ARt FHAL A P16 A JEINE P 1l R 5 R4 2 ) 8] (K FE 2

[0158] i FHEMEWistar Han (WH) K5 (&5 : 483 £58g, *FI4{H = SD; 4F#%: 9-10.5 H) 4
F{Charles RiversZibes W eAI1EIFRAE L2/ NG/ B JE B O : BLE6 5 2 T-6.5) , 160 %
AR BE 73 A 1 BN T2 F IS5 % o b 1 AR 30 A A0 ) 55 40 25 R b, X K SR = 42
BEIEF Y Harlan Teklad 8604) FI7K o AEIXPHE O , SIS HT IR b (~F 45 50 {UIR
B PRIR KB & AR T 5= BUE AT RIR I Y A0, 7E R 28U O PRIR I 1)
BIHALTERR L # R RIS SR KE B .

[0159]  H% KB 28 F ARG DL Fo VP S Sl K LA ELER K P (v ) e FHANP o X6 K BRPRIER
I H T (100 % 2230 52 %) AR 7L BRI T AP 10 - ) R S RS2 AT AR AR 57, DA
By L A 8 SR8 o it FH SR 0 R (0. 2mg/kg B2 T {5 FH T80 - Ay b B #HAT & 1, £
FARJGE—RE KIS B IhAh , /B Ui H— 1= 75 % 26 (50,000U/kg
WL S » BART 1R/

[0160]  7ETLHF ALK T, o & B sh kA E ik It Hdd N T8 . T4 H ~55-cm K Tygon
(PVO) AL (0.0207,0.06070.D.) S5 CHHRN4 . 5-cm K [ & B (0.01271.D.,0.0257
0.D.,Micro—Renathane®IMRE-025,Braintree Scientific,Inc.,Braintree,MA) & 4
IR BN R I HANE T W /R X I8 R R T AN R AR T R
ok, K v s e Tl B LA 6 FIPlexiglasTE W LR it iz ) . 5 & FI L
0.9% B AT KM, 3F BAEF ARG FAELEO0. 9% A 38 £h K4 192000/ mLIF 2= 81 €
[0161]  FERFFLHET , FLVF KRR 20— R, A A R R I HAS 52 PR i o 45 K B ok i
(450ng/kg/ 78 KB ANP (ANP (1-28) ,Product#14-5-41,American Peptide Company,
Inc.,Sunnyvale,CA) « fEHVEANP 1/ fi , J ok E RS 1A F ImL/ kg #4K (0.5 % FR 3R A4E &
+0.. 1% i 80) BRI £ 771 & I NE P il 771 ok A 2K B, o ANPHRTYE 4k B2 AT B MK 8 /N o 7E 2
AN ) A (R R B 1)0,0.25,0.5,1,2,4, 6 F18/INEE) , A 5 bk 476 &7 il B 5 Jbk 1M ¢
(0.20mL) {5 450.004mL EDTA/ 25 1 BG4I 57 (PT) VR A MBI A& h o % LA £E 4 °C 120K
g 0oy B ML & W M 2R A 43 S A FF BRI (-70°C) , -T2 5 43 B i R ANP A AL 5 47K
[0162] MWK SIR SGW ) Tl 22 A PR AN 2 FRP Ts MIEDTASH 1. . i1 S 4 e (A I
1ARAMNP-IE (spiking) 36 FKBH 1L FT S ML AE 37 CIE & I $ 2 ANP o H IS4 1 A [
[0163] R4 Tl EDTA/PTIR &4 «

[0164] 1. AFEDTAR SEXEPTIER AW Roche Catalog#ll 873 580 001)

[0165] 2.3k HVacutainer XML& HIK3EDTA (Product#366450; Lavender i #:E4] ; ~fii B
ARF: TmL s AR N : K3EDTA 15% VA% ,0.081mL,12.15mg)

[0166]  JRAWHIEWIT -

[01671 1.2 A RSFIIPT i T°0. 94mL il ALK o (AR FA L. OmL =100 X K FEIE
T o AR eI AL~ L3 B iE -

[0168] 2. [ APV FERINL.OmL EDTA.WAHE R IR A 7555 - VAR RIVETE o

[0169] 3. KRG S 3T HAE-T0°CHA R CH¥% 7RI /D12 J8F05E) -

[0170]  7EiES K, 4 —FEDTA/PTIR & WIAG R , I HLAE RS IR AE 0K B ARAA o [Rl A
WG EZIR A I R ML FE UK 1 ARAT B A R LA e 18], DU B/ P T 2 ik
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(01711 PRI T (1) 1l 2 ) 5 391 6 0 5 I ANPIR B (0 N R IR (1-28) () ETATR
£1,5-1131;Peninsulasdy = , Inc. ,San Carlos,CA) AR IR M AE VK Efgd, I35 B
1oL 21 : TORRREAE R 78 AT A B 1 X BB 22 i Hh o SR )5, D LML AR RE i (R AE
Fic W )3 T 1) i B T 00 5 7 58 (B LI SR B 1 B8 G Pl K 3501l o AR AMHE
RE S ANPIR 55 1 b v i 28 1) 22 1 6 R AE8 2 500pg /FL 2 1) o FH T bRtk il 261 T Co042: 24 .5 +
3.6pg/fL CPIMEESD) «

[0172]  FEASIA B B AR (“ABBEAL”) Hh P-4y NEPHI il 77 I CNSAE F o 7E 8 5, A1 2
2w T AENCNS  ABR B RiUE AR 7= 77 1 I B BE VR (CSF) ABJK ¥ (Kwasi G.Mawuenyega,
2010,Science, #330%5,1774) »

[0173] AR,

[0174]  KXIGAEM H Charles RiversSZin % R & I HI A HEYEWH K B (M4 H . 495 £ 53¢,
PIME £ SDs A0S 8. 512 H) BT i R BR A a0 b Prad (1) 22 B 3 H A o R B ad i 1 il
Bl imL/ kg IR (0.5 % B IEAF4E 5 +0 . 1% -7 80) Bk $575) 5 FINEPHI i 3576 F24F-7:30
£10:00Z [AJ AL FR o 5/ & 5 4 0K B e bt BRI, 1JEAT S E A, 3 HLZEEDTA F3R1SIE 350
Jok L AE o ML REAE4°C FN20Kg N 2500 PA93 135 ML 22 o K5 ML S A Bt 20 5 43 91 B (<70°C) , T
Z G ML AR B 7K 3B o A K BRI » 446 120 758 26 70 /0N i S it b %) B e ALY o e i
i 1) B8 o 5 B e 2 O 2/ TG S 5 VB U BECSFAE i o {8 ARG Brpipettesk (VWRE R 5 #
37001-164) /] 1] Be R U CSFEE RS E VA (FEVK L) R4S 4% (Protein LoBind %, 1.5mL,
1755022431081 ,Eppendorf) H1, EA{TABIE S FURL B 21 1% % b f/IMb o ¥R RCSFRE i (=70
‘C) , T Z G HABAK T4 1T

[0175]  f#i HMesoScale Discovery MSD,Gaithersburg,MD) 96—FL 2 FEFI N /Wi 504
(4G8) AB40;E R BRI (KI10FTE-2) % CSFH [IAB40E & o

[0176]  [& 1 A o ph 28 AFIAE ot i 4 4, MR i3 7 190 o BH @R AT 038 o % LOnL 5584y (1) 551N CSF
FEAH190uL 1% BSA/1 X TrisiE Wl Gk L AIER “Blocker A”) V&4, T 1: 20/ CSEH
B BB UABL-40JIK CR B AGIED) RIMBEAEL % BSA/1 X TrisiEW, LAIRTS T8 sidn it
i £&110,000-10pg/mLERAE M -

[0177]  ZEMEEN150uL/FL1 %BSA/1 X TrisVER G » 443 F R A & FIMSD MULTI-SPOT AB40
AR B 1/ AR 40000 1 X TrisFeige il Gk B 5HE) M HBioTek EL406 H 33
AL Winooski , VT) Feigk 3K o % T-CSFAE S FIFRAE 1 » 45251l 1 X SULFO-TAG 4GSH& 44/
1 X “Blocker G”/1%BSA/1 X TrisyEill (K INBTEIER , ok B W& WAAR . BL25uL/
FUKG CSFRE H: FRRAE S RN BB 1, 4R i 57 RIS Ik 070 AR P 9 o B AR R & 2/, 9% HL A
400uL 1 X Tris¥eik MR N FHELA06 H B AR ATLBEER 34K o 46 “Sedzz il 17 Ok B 516
PL1 X 150uL/FLIE BL R4 H . /EMSD SECTOR Imager 6000i%%2s b 7 HIiEXMSDHR .

[0178] g hrite it — 2K =AM 5E o« CSFAE it — U 47 I 5E o 88 FIMSD DISCOVERY WORKBENCH
Bods o T E S OBAFHEAT B 2 A L St 5L % IR 9t HAm ANRE IR B A I B A 1 /v
T bR 251 42508 B it 2400 & e O AR vt 7 A IS 5 4 B T G  H LA i 2 gl
FE B pg/mLk B o = 1 I R PR (LLOQ) 42 10pg/mL, F H g &1 _FFR (ULOQ) Z&10,000pg/
mL . LLOQATULOQI 52 S 2 Wit Z& 4 20 % 3 H.CV<20 % . 3£ T-4329 . 8g/mo 1 (14> F & , I FE 1)
pg/mL 5 # # plipmo 1 /mL
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[0179] AL EVIIRE

[0180] i FHLC-MS/MS 7y v A6 M 1L 2% o A NEP I 1 751) (A < BH St 451 1140 AT 24 S Ly MR 24
W s AR B () SE T 2 , SE 5] 1-2 (W02010/136493) S HIG MEZG ) S5 11-1 (W02010/
136493) , Lt 1-17 W02010/136493) S Hyg 2540 : St 451 11-39 (W02010/136493) o 4% H
AR B S A6 1 SE i AE 1-2 (W02010/136493) B SL a6 1-17 (W02010,/136493) &b T [ &5 45
(251L) KRR A2 3 F 1508175 100ng/mL N b (B 1 AR 19 20155 B#EAT 85 1 BRDTIE o K F5F it 1]
BRFETR A, JF HAE40000rpm O B 2 10380 48 5, 48 G R (125u0) #4238 1-mL 96—1L
B, SR NN B0RLK o 3 3 A FHPLC 73 55 A BG4 46 S0 SR 14T 43 B

[0181] ¥ HASIL-20ACH i FE2$ I Shimadzu LC-20AC - JtHPLCZE (Shimadzu
Corporation,Kyoto, Japan) FH-T BT & MLCH S . 7 Hr 0 i 4 55 18 2k H MAC-MOD
Analytical,Inc. (Chadds Ford,PA) ) ACE® C18#: (MacMod,Chadds Ford,PA) (3um,
2.1 X 30mm) 3T, A PR R S AE R B0 AHA (55701 % BRI ZK) FIB (0. 1 % B BRI
) B4 Turbo Tonspray 5+ (Sciex APT4000;Applied Biosystems,Framingham,
MA) [ =T PU 25 KT (MS/MS) R A3 FH T4 Il o iZ A 22 4E I (Pos) Bi A1 (Neg) 5122 Sz o 15
(MRW) B UERAE , SR U ORISR A4 o 00T 10 799 P 285 R 1 24 M RO MRMA A2 < %o T
RIARISLHERIT Neg) Am/z 613.28—425.12;%F T A K I SLHE 52 Neg) Am/z 442.33—
133.89; % T 5L 5 1-2 (W02010/136493) (Pos) Am/z 418.42—231.12; % T-SLjffi11-1
(W02010/136493) (Pos) m/z 390.75—256. 14 1T SL 5] 1-17 (W02010/136493) (Pos) Ay
m/z 436.4—248.0 ;% TS 11 .39 (W02010/136493) (Pos) Hm/z 408.10—248.03; LA K
T8 B AR (1STD) Am/z 494.2—169.2 (Pos) B492.13—169.84 (Neg) - ¥4 Sciex
Analystl.4. 283453 5F HALER .

[0182] ffi FHEH Thermo Fisher Scientific/y# (Philadelphia,PA) WS Thermo
Watson 7. 38CAFBEAT AR R0 2 1 b v (B VA RN S vk 57 BHAL S I 8 B2 T H &2 /b5
2 RS A2 4 B 25 o %of T AR R £ SR 49 10 S 49112, WO20 10,/ 1 36493 14y 552 i 91 1 — 201 5K e 491
111, B HEFRAE 1 22 Y5 1H 4 72 A Ing/mL (LLOQ) %210,000ng/mL (ULOQ) 5 %F T-W02010/136493
[ SE 1 1- 17520 . Ing/mL (LLOQ) %5 ,000ng,/mL (ULOQ) , LA K2 6F-T-W02010,/136493 1) S i 5]
11-39/Z%210,000ng/mL (ULOQ) o BT A3 82 1E b 1 11 5T 5 44 il A ot 1) O 22 0 AE B2 52 B AR 1) £
30% o

[0183] b A ST BT A St 19 A58 , A5 28 X PR M 640 >97 %

[0184] AT AT T A K BHNEPHI I R AEX 40 B ANCNSHIHIAE A , ¢ ELK 1% L4l /R
F5W0 2010/1364939 2 F (I SL it 51 1-1 7 A1 214k B 03EAT T HEEL
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Cl

‘N

OH
OM/

Q

7

£ 1-2 EHH) 1-17
[0186] WO 2010/136493
[0187] L5
[0188]  BLZR ALY MK ANPYK EE210.7 2. 8ng/mL CFIYE £SD) (J5-ANP, FlALER) A5
TR (0. 5—1/N) ZLFER (W02010/136493 ) <L i f51]1-2: 0. 03—3mg/kg [1 il ; W02010/ 136493 ]
SEHE1-17:0.01-3mg/kg 1 i s A K BHHG <L 611 : 0. 3—-3mg/ kg IR » 3 H R EHMPEIG 0
(1) 02 ANPY B2 3 B RS A K, HARTRAE0 I B AR 7 T 51 - 45 25 R A 226 /NI 2 [R] 1 ~F- 357 1
A B P ANANPIR 4 FH T 7 A 2 i - NG 3R o
[0189]  FF45 T#kAK )G, CSF ABIRIMRJE /& ~0. 6pmol/mL . 4b-& UL 71 701 & i FH : W020 10/
1364931 L5 1-2 (0. 1-30mg/kg I IR) ,W02010,/ 136493 SZ it 5] 1-17 (1-30mg/kg 1 AiR) Al
A RIS 1 (3-30mg/kg [T IR) « 45 2 Ja b/ N I LR AL A VI RNCSE AV B2 FH T 7 AR 2
A RO R o
[0190] £ i [ U 4 2 FH T I 2% Ak, ) 52 i 4t LS ANP (%6 FE 22 ANP) BRCSE AB (% ABE 44
HE) M 9 5 58 o 6 2T ML 2 ANP PR ML 2R A 0k B 38 i 1 25 i — Ve B2 9% R T e (B2 19200
£240%) Kk A BMLEY ARG WX Lol 5V B B T 28 2 -ABZR P [R] F 9% &, BLVPAh
X R THENANPs (%6 2 28) BIAB (Yo A 0t HED {8 o 3R Bir i » S 18] 1L 5 B A3 (1) T ANP 3
I 57 HEABL 34 N /N o AHEL 2 R, % T-W0 2010/136493 11 S f6il 1-17 F1-2(09 4k &9 , 4
IS RICSE ABFH ;1 415 FI5-9F5 1% %6 5.
[0191]  K2:5W0 2010/1364935L /it 1 -2F0 1 -1 7RI G HLL 2, AR B S 46 146 540
XTI 22 Ff TR ANPIR FE 3G NI CSF - AB (%6 AR XS HE) o
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[0192]
% ANP (%X &)

a4 200 210 220 230 240
FHH 1 114 120 126 132 139
F4 1-17

g%. j 156 179 202 225 248
(W02010/136493)

L34 1-2 N | N

R 225 242 260 277 295
(W02010/136493)

[0193]  FE—AsLi 7y &9, AR LA YD E 2 22 15 5:200 % ANPIE TR , 5IAZCSE ABRY 3
T hNF25% , 80N F20% , 80/N T 15% o

[0194] AR HALA PRI LA S — Rl 2 BioL e wa 7 7RI FI N 78 2 2 mrek .z s it i A R B
Ay mT DL I A R BA [ il P @ 2 e i A k3 5 L eis AR R — 29 A A b —
R it FH o

[0195]  7E—/NSEjifiJr b, Ak R At T A S iR L2 IV — R4k S s L m] 2 H
RN R D — R BRI RIE N A SR 7 T AR T P RIS 23 A BRI A AR —
ANSEJE T R 1R YT RV IT S P M A R PR A DG K R R B -

[0196]  fE R4 A HIFIFR AL 7= S B FEE R — 29 S b R PE T 2 IV — R b &
WA 25l AL e T I AL A, BB B8 R R ol n 2 s R R 4R 01 2
IVAE— R AL A PE L AT 25 SR A e i 7 I A1

[0197]  FE—ANSLilE Ty b, AR IR IE T A S, KA ERE IR IVIE—Frb &
Ve Hem] 25 B 2R, AU AN IR T R o AT e i, 290 20 A W mT DA G0 B TR 1 R 2 R R
7o

[0198]  7E— SRty b, AR FRIRME T 25 &, KOS Z R AMA ST, H
g b — P E R B IVIE— R s L T 2 A — S Bh L A e
RGN FTIA A AR BB, BT 2% A BRI B T 48 X 25 28 S sl 2 ) funiE i
EREEIaBnINE 3 MRS

[0199] AU EHIY 25 & m] LA T e AR B A2 2 20 il an 0 i fn e iiE e =, B TEA
[F) ) 751 2 () ol Tt FH S b P 25 P B8 AR N T — Bh R 2 A ) 13 38 n s — Fh R ] 540
T ISR, AR B I 2 S S i R AR

[0200]  7EARKRBHILAIRITH AR AL A VIR H e iR 7 570 mT DLE R AH R 3OAS [ 1 i
7 o 1l A% AN/ B o 1 L, AR B A RN SRS IR L () AR LA 7R R R R
ZHT (B 2 S S AR AL S A B ITRIRD 5 (1) B EA H C @R R IF
fa 5 F) 7Elm e FHATs (i1) A H O B 7R AR it F AR & B AL & 9 R0 B va 7 70 A TR
B NAARITH

[0201]  [RIk, AR B 4E TR 45201 B IVAE— R AL S s L T 25 F 2k TR 97 5 b

28



CN 105073762 B w Bg B 23/46 T

P JR VS A A 2 1) 2 9 B R 1 FH s , v 2544 il 4 FH T 5 S AR 97 ) — i FH o AR
REIEARAL T FAMOIEIT I TG TT 5 v M P9 KRS PEAH 5 I 5 90 B E 1 A , i 2
Y54 2 IV — Rtk S s T 25— i A

[0202] AR B HRAIL 1 FAAEIE YT 5 v 1tk 1A JOR TG V3% 4 A 5 1) 5 1 BRI i 114 77 32 IR AR 4
IR IVEE— P A A B AT 25 F 6, A iR AE ST = IVAE— B A& W B 7T 24 F #h b
H14 T 5 BANIE T )R o A & AR 3R AL 7 FAE 6T 5 Itk R ORI 2 A 56 () 2
R BCRRE R 7 E TR I AR YT A Herb S AMSIE T IR & T SRR B TV — R
(4B P El L mT 25 FH SR — e FH o AR IR it 1 FIAEYR T 5 b M BRI VS MR AH SS9
BURRE I 7 VA TR AR R 20T 22 TVAT — Rl fk A s L mT 2 3, R iR 3R R T 2= TVAT — P
AW AT 25 5 BAMOIRTT R A R IR S0 T FIAEYR T 5 v e o RS
PEAHZC B 08 SO E I 7 3 HR I S5 ARG YT R, Hodh ARy R SR AR U B VAR — Fb
AL A e e mT 28 3 — it

[0203] A AHIAHRAE T R I B IVIE— M b 5B n] 25 FHE TR T SR PR IR
B 3S TH: AH DG K 9 BRI RE [ I , o b B8 38 2 T (BB 7E 247N 1) 248 FH D5 4 ia 7 7k
1T TIRIT AR IESAE T HAMOIRTT A TIR 75 PR P9 SRS T AH DG I 2 SR RE 11
FH& , Horb 8 2 BT (BN AE 24/ 1) 248 FIAR B =01 2 IVAE — R4k & s H T 2 A 2
AT TIRIT .

[0204]  fE—ANSEhty b, HoB Va7 A% H - IMG—Co—AdE i BT 771 /8 5 9K 22 32 44
W5 (ARBs I3 555K 28 T 132 AR FE 50 ML S5 5K 3 5 AL (ACE) #1741 | 4% e 1 FH W7 77
(CCB) N 2 Z B U B 2 H il 1) PR 77« Apo A~ TASFUA) B ke PR 97 771) ek IS 5751 sk 3 e &2
A BEL T 7510 o P B2 2 52 A L BB 51 T2 (] ) ol B 0 ) CASST)  CE TP it 770 0k 12— IR iy 5 28
(PDE5) #1171 o

[0205]  RE5E R TEAERYT “AA” B FE LR i AR LA R 5T -1v
R A B A SCHER IO Ho e &) A RS PRI IG YT, S A R 4k &4,
SR it F 58— AE MEARER T, DA i 8 s MR RIER T AR it AR FHAL A1) o
[0206]  ARiE “5F RS A AR AU A0 TR T TR Bk 2D A SCHT I e B S
(D SE DR (40 A ART 3 P 791, T 38 114 2 9 88 e 051 0 6 o e A G A 01 o1 o o2 5 105 B8 9 491
Q0 R 0L 0 2 v I i 0 ik v P B At 4 1A v o P ot [ A s o A7 i L R e
FIEE ) e MM O FI T oy L A2 O B BRSO B8 B TR AN A Rl R s M B AR IR 1) 5 5
vy CELFGZK IR SR UE BE) I R0 125 0 AR PR T B e 1 B ARUTE 5 B B O B R SR A
B /NER'E 96 VB R0 B INERBEA L R PR R Y Al 1 PR B L v IO A e P AR Y
L9 70 RN 25 S A 22978 (ESRD) PN Ji7 ThRE R A5 &7 5K ThRE R A B JE 2000 LI 58 R 9 M O
WUR = MR OBV O AR EE) (AF) VO REAF4ELL . O 5B A E I L E
I BEHLARE O IUERE (D) B A4 1h . 2 FE i (PKD) '8 52 vl (AR K IR Eh i B - Ja A
PEK i Meni ere s « % [ B 1 22 5 JFUR TEAIGE R TR R4S IR JEK B OGIR . HE RS 5
PEHERE IR W SR AORE AR TR RS BRI BRI L AT 2 ROV AE
FELN R TE0) ity O S A AR PO W B 457 98 0 P L9752 SR 175 Je 5 3491 4 TS AT K
FHp P 95 1 51 B 2 R 2 A T VR EL S IR RN B BB 0T (5 2 R VS A G 2 B SR AAE)
B A CRE I R PR PR R K 12 5027 LA S E) IR EEPEAR v L B IR A Wb 1 L =B &R Il
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SERIVE ST FEVEA 4Rk Bk 7 28 PR s AU SR A Ak 0 FR s I RORE B ks R A4k DA K¢
T AL MR PE D REFR AT .

[0207] & — i T 7RG SE A FEHMG—Co—A S J Bt 40/ 7)< L9 55K 3R T 132 AR 35 i) I
B TR R A (ACE) #1177 5 18 3 FEL W7 77 (CCB) « N B ZR A fri 8 8 2 0l 51 ) Bk 771)
ApoA—TALFA S AT0HE F< 9o 771 ol IR 771 1% 1] 52 A4 BEL O 5751 1) 52 2 52 AR BEL i 591 1 [ 5 il
FHI ) (AST) TR —BEBES L (PDES) $1 1 771 FCE TPHI 1l 71] o

[0208] R iE “HMG—Co—Aik J5t B 1 7)™ (o Rk A B4 J—B—FR 5 3¢ — I Ak — Sl I8l A 3 Ji Iy 1
i) 4045 AT TR A B 7K 1 , 0,45 T 5] s P it P 79 o S A9 05 T AR AT P S7ARAR YT
FEMA T AT &S M T fluindostatin JARM YT S AT  TCARAR YT SEARARIT
WAGARTT FURARTT L ARt VT Aivelostatin, BRI AT 25 FEh .

[0209]  RiE “ACEFIHIFR” (HFR Ay ML AE 55 5K 2= e A I 00 1 551) 0455w T L8 S5 9K Rl 1 1)
& Z TR R TTRF AR 75 o M2k & Y mT F T 0 s 3 7 A0 78 k0 7 32 3 11V 97 - S 491
AL FERA 3 R DU S DL Ay s AR 6 R L V8 2 R i Rty R AR IR
F enaprilat 48235 ] DRIk ] ve A R | S g1 ) B R e S R B oK
WS R A SR MR 22 R, B AT 245 £

[0210]  AR3E “W R RIS TR B FEP A (2 DLEP526708A) (&4 10 (WO 96/19459) , B
HrTZg .

[0211] A& “B ZAHIF” BFEH S & & (L5 4 [1S-[1R*, 2R+, 4R* (1R*,2R*) ] ] -1~
[(1, 1- =R B 25 Bt ] L 2 B L L TN R B A -N- [2-F -5 i -1- (- & N
) —4-[[2-F 11— [ [ (-nbme e B L) Bl k] A dk] T 0] 2] et ] O k] -N—a—H -1
HRABENL Hrhi & (44 [R- Rk, S%) ] -N- (-G ph F e i) —L—R PH 2B A -N- [1- (BF
O L) —2- 32 0 -3- (1-F R 24U ) — 3-SR 2] —S- 1 - B 2z e o) < Bl Al &5 &
(k244 (2S,4S,5S,7S) -5-RH-N- Q-FHEF Wi 2L -2, 2- = F R L) 4B H-7- {[4-H
A3 - AN AL KAL) FAL) -8-F A -2- (N-2-28) £M i fili & & (L2 44
[1S=[1R* [Rek (R*) ] ,2S%,3R*] ] -N-[1- CAC IR L) -2, 3-8 J—5-F AL O 0] —a- [ [2-
[ [ (4—FF -1 -WR W ) T ] PP R ] — 1 AR -3 OR B PR ] — 2 B ] —4 - MR TR B i) , B #h
M Eh , B 3 HH Speede 1 FF R [ SPP630. SPP635 FISPPR00 , B 3 =X, (A) FI1 (B) RO 66—1132F1R0
66-1168:

ZT

A) ,‘Fg (B) 4
[0213]  mHLAIZE AIEL .
[0214]  RiE BRI 7, W R B AT E X NG ERAE NBEAE e S 08O A E A H L R )
T2 HEh, il o B iR Eh.
[0215] I FE 5Kk W T T2 ARSE o B L nl 25 FH Sh ML FR A, 45 & B Kk R T 152 AR 1)
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AT1 =52 RAE A & B AL SR TR RIS VR 7 o A I RIAT SZ AR I 45 A, IX B 5 5077
A DA B A AR St s ML SR B R 367 S8 I PR e 7 5 3
[0216] AT AZARFEHURIHI RS AT B A A A GRS 1 , 2AR EOLE 2 AR IR .
flun, Al $ K A S E S AR R IE R AR AR BYD R L JE DL IE b ST I
bR VP B KVP IR, BAT R U fir 4 ONE- 14T T &4

-l

[ ]
00 O

COCH

b

[0218]  HA T REI 64 HSC-524581 1L &4

[0219]

[0220]

[0221]

[0222] B3, fERFFIME TS, HAT 25 I3

[0223]  ARIEAIATI—SZARFEHUFIZ L B b7 B35 TR 570, s L3 i 2 dy b R s H vl 245
Eh

[0224] IR “F%5 8 1 FH W 551 (CCB) ™ A0 4% — Nt g (DHP) AHAEDHP (1]t kb /R B 2 28 FH 4% v
MAKAYCCB) o SEH AFE R S HF FEE T s ryosidine R HSF  F7 P F L J8 R HSF L4
HRHSE | JB i S JE ST JE RS | SR R M L JE R AT e AR, I HARiE SE-DHP
RFEI%E E FUE AR 2 Jfr B HE R B R 2 IR T I s AR oK DL b R (B R K
VR I KN R ME oK, B AT 245 FH 3k . CCB AT BAE FHAE ST &1 I O SO BT O R 294
[0225]  ARAE “HpRIFI” A0 FEEENR AT AR A (191 T SV g | SR g | Y B e s P IR
[0226]  ARiE “ApoA-TALMY)” AEDAFK (4140 D-W-F-K-A-F-Y-D-K-V-A-E-K-F-K-E-A-
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F) .

(02271 ARG “HUm F s 777 A0 475 072 13 M I 2 A R B A - A 1 ke By 3R 4 A 39 i 711) o S 491
AL FESUNCAT A= 4 () o — B9 U0, i ik (SU) () 4y B i ] R STl A UK 2 o T iR TS PR
O IRV 4-50-N= [ (L-Rh g e T 2 ) A ] DR Bt fide (Rbk el 36 0 1) A% B ARIIR (B B ARHIR) 4%
FIFFRE 1T 23— [A) S IR IR 20T R A% B IR A BNk W % 51 B A B R AR
K FEEIE (% 1) T W A B TR A B E A% B P IR 2R T R R R R IR B ) , BT
25 R o — DI S B HE T SRR TR 2R AT A (B s 71 5% IN- (R al-4-R N
FePIL) -D-HKHAME] (3 WEP196222FIEP526171) -

5450

H

[0228]
© );

[0229]  Fmk& B 43 [(S) —2- L k-4 {2- [[3-FF k-1 [2- (LR Mg AE) k] T Ak ] & k] —2-
ARCE) KRB ] (ZUWEP 589874 .EP 147850A2, Kl & 5561 UL 411, FMEP
207331A1) 5 (2S) —2-"FRH-3- (=N -—7SE -2 A MW B L) -TRIRES /K &4 (B ik
¥ F %% (3 WEP 507534)) s A% B LMK (Z WEP31058) o 13— ) SE 4 FEDPP-TVHII i1l 571) |
GLP-1FIGLP-135h 55

[0230]  DPP-IVA $7GLP—1 43 o B4R Wil , DPP—IV /™ 4 GLP— 1 3ZAKAE Hi 7, 3 H HH IH 4 40 %f
GLP— L) AR 38 22 Wi N o GLP— 152 3= B R R R &5 2= 7 Wb sl , JF e wi & i b E B A B
Brf e

[0231]  DPP-TVHIil 7] LA & PR B AL FE IR 1 o 78 B A i 0 H , DPP— VA i 71— M R4 )
Hu Bl an£EW0 98/19998.DE 19616486A1.W0 00/34241FIWO 95/15309 71 A H, 4 A& 76 B A
TH UL, FEAA PR SR AN TAE S 49 1 28 7= h A FF 267 ) 25 0 il R RSO 22 3K (1)
F AR GIAAR B IEENIX LN FFH BRI S5 AL R 25 I AER0 98/1999811) 5K Jiti 5] 341
WO 00/3424 11 52 it 5] 1 B AR 2 I LAk 54 o 1B [ DPP— TVl 77 () & s g 2 vb e
T AR FNYT (AEEFNTT AR RRT

[0232] GLP-1REES A EA B, B W HEW.E.SchnidtZ A7EDiabetologia, 28,
1985,704-707H FIZEUS 5,705,483 34T 7 ik .

[0233]  RiE “GLP-1¥5h7)” 1, FEGLP-1 (7-36) NHa ) AR A& AR , & A V4R HIAEUS 5,120,
712.US 5,118666.US 5,512,549, W0 91/11457H FIFHC. OrskovZ AfE].Biol.Chem. 264
(1989) 12826 714 A FF o 25 ) SL B FE I Arg® 1) 2 B R IR B % B B 1 /EGLP-1 (7-36)
NHo 2 FHI 553767 EARGTIy /B IGLP-1 (7-37) Je AR AR AR , S HEGLN'-GLP-1 (7-37) .
D-GLN?-GLP-1 (7-37) . Z, B HELYS -GLP-1 (7-37) \LYS'"-GLP-1 (7-37) Jf HA% %2 GLP-1 (7-
37) OH.VAL®-GLP-1 (7-37) .GLY®*~GLP-1 (7-37) . THR®*-GLP-1 (7-37) MET®-GLP—-1 (7-37) 14~
DK 4 JF PR Bt —GLP—1 o i A AR e FHGreig % AfEDiabetologia 1999,42,45-50H FiA K]
GLP s 7 L ZE T Ik —4 (exendin—4) o

[0234]  “Fuil pRAw )7 78 S I A5 g i 2= U MR 3G 5 ), HRTRIR 32 B ) g i 2= S A D
B DA B AR I i ZR 40 12 I L DA I 398 98 ok =% 2R AR e o S 090, 55 o L R 11 R MR B — BRI BT AR
(B % ZNER (glitazone)  (S) - ((3,4- =& -2- CRFEE-H L) —2H-1-2R FFML I —6—2k) Y A&
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eI SR -2 4— i (RS FIER) J5- {[4- (3— (5—F Fh—2-ZE F—4-mB e L) -1 S AR L) -
FE] —FR ) MR -2 4 i GEAAS FIER) 65— {[4- (1-F PR 3E) L) R3] A -
WEIE b2 -2, 4— i (FRAE FER) 65— {[4— (2— (1-WIWEdE) 2 480 0k) L] FR k) ek e -2, 4——
fil (DRF2189) \5— {4- [2— (5—FF Jh—2- ¢ Bl—4 - v e 5t — 7, A Ji) ] 5 k) —Dge e -2 | 4— — il
(BM-13.1246) 5~ (2-Z& FE T e L) —MEME bE -2 4- i (AY-31637) W {4-[(2,4- 5 X5~
IE e 45 ) PP R L) R R (YM268) 5 {4 [2- (5-FP -2 2 k4w ) —2- 32 L 2K
FE] I MR BE-2, 4- i (AD-5075) \5- [4— (1-ZE i~ 1 -FF P e A ) — % Jk ] g e
$t-2,4- " (DN-108) 65— {[4— (2— (2, 3- =& M|k —1-JE) £ 58 HE) k] FE k) e fe—2 4
T 5 [3- (A-F - IRAE]) —2- TR AL ] -5 IR L I ) MEMEBE -2 4- R L5 [3- (4-&UK
5]) —2-TARRIE] -5 (-G oK S - T e 42k) BN e -2, 4~ il . 5 {[4— (2— (A -2k e -
5 —¢ R REE] R i -2 A- R (B BURR BIBR) (5 {[4- (2 (52 B2 )
R ) ORBL] —F ) MR B -2 AR (AR BB (65— {[4- (B, 4- =& -6-FH-2,5,7,8-
VU R -2H- 1 - 2R R IR —2-J) FR 4L AE) — 2R k] - ) —MaE e d5e 2, 4~ i (it 4% ZU ) 5 [6-
(-0 HL ) 25 -2 P L] R -2, 4- i (MCCB55) < 5- {[2- (2-254) — 3wl
H—J] —FR 3} MEMESE -2, 4— L (T-174) F15- (2,4 S ACHEME Jg -5 F ) —2-H 4 B -N-
(A-= P B R Bl (KRP297)) .

[0235] g3t 2 B S M PR o SR 458 e 5% 2115 5 A% a0 U 4 A9 0 2 1 TR TR T R I
(PTPEE) 1 551 - B JR 98 19 B /N 20 F A0k A 4 R0 25 S I Fie — SR A0 — 6 — Tl e ISk e 6 A2 il
(GFAT) ] 771 5 52 e 2 8] P60 60 05 A2 BRI A A5 497 2 s 6 1 -6 T R B (GBPase) 7RI
SBE-1,6- TEERIG (F-1,6-Bpase) HH571) B5 I W B2 AL (GP) 3 77)  Ja i M0 28 532 4
U 7R AR T AT I Tl P A Bl (PEPCK) 41361 771 5 AT I 12 . S BI85 (PDHK) 171 771) 5 18 R 41
1570 5 JBE & 22 5 GSK- 34l 31 5 AL €2 2 X B2 4K (RXR) B zh 7] s B-3ARB BN ; A AR BL & 1 i
(UCPs) #zh7) s AEA% Z1 ER AU PPAR v 0 Zh7) s XEPPARa/PPAR v SEN77 s 008 IR o 1O S AL &
W)+ W ok T 2 080 2 090 4 it s LR 2 RE JEE — 1 (GLP—1) FIGLP— 138 5h 77 ; B—4H oIk s bk 52 44 4%
U KAGFNEE s ao—'F IR ZR RRFE DU s S m] 25 A2k

[0236]  ARAE “Ya A 55117 60, K i 1T i 750 (451 BB ) ) k) 06 AR 0 770 (461 s A ity B R0 25
FFER)

[0237] % [ A S e 00 1) 770 3 1L T 245 ) A 38 e oAy A LA 400 ot 28 ] R 7= A 1) A SR 0 9%
PER 2> o T I8 R A B (CYPL1B2) A& (AL B 1 R i 5 v s [ ) 7= A 1 st i 25 B B 11— 4
J3. 57 T ) Vi [ T A P 28 A 200 L €0 SR PASOBEE o T T V8 1) 25 [1 ) 25 S35 7500307 it 2% [
P2 BN RS IR ST AR L v I 78 AP0 FT R L 0 AR A T B S B S I AR
2 o 1K b (] B T 0 5 PR T DA B AR AR RN B B bR A 4 BT vk (B nus 2007/
0049616) K75 Z; il 5E

[0238] % [l F 25 ol B 490 1) 700 1) 28 A1) A0 5 A A S48 A i 31 B 75 R B 4 1L 741, 5 3 e e
I

[0239] A3 ] 7 MR A5 ) e (] ) 117 A 1) B8 2 2 A 4 21 gt e 130 T e g [ ) 5
DR HEHIFRTP

[0240] it [i5] P 25 Rl I o1 ) 1 24 ) 08 L AT AS [R) 45 M RRAE I AL A 4 461 G ] DA AR S B A
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176 [ Al B8 A4 7 2 g A 1 R 0 e v e (LS L (+) — 0T S A A4 DA% K8 4 5 2 i
SR P 28 30 1Ak B a0 R T SRR R LR R 25 L .

(02411 F At 1t T AF B A4 1% 31 -5 s B 100 11 700 e T QPR 2 (i e 22k i R 1) () — % ke e ) 4
(USEF114617307 F114889861)

[0242]

HCI

[0243) B H11 A 24 4 HU AT 25
[0244) AR 65 PR BRSO - 2R AR IR (B %EP 122232 )

[0245]

[0246]  BRUER P T s B Q0 R0 Y 0 Uh HL R R 0 Tl 24 2R

[0247] W] FH-T- Firadk 26 A PO T 1 25 s A4 1 7704 461 1US 2007 /00496 16 1 VR A AH A1)
ORI LSRN A 2 Tl 1 1) 28 7= 4 vp — J R B A A FF (R A A RIS ABIA L 28740 250 il 57
FVBCRIEE SR 1) 3 AR SINAS B VR NZ A IS5 o3& F T AR B 6 D00 328 P e [ ) 5 e
BT ) R B R AR AN IR T4 (6, 7— & -5H-ML S JF: [1, 2—c] WKk —5-5) —3-F B JiF : 5- (2-
H-A-FUIE R -6, 7- S -5H-MENE 3 [1, 2—-c] BRI —5-F iR (4—FP 4805 0) PR L iz ;4 -
-6-(6,7,8,9-PY A -5H-RIE I [1,5-a] 2% B -5-3E) B A -3-J1 : 5- (-G IE—2-F 4 5t
HIE) -6, T- A -BH-AEIE I [1, 2-c] BRIE—5-F IR T B s 4- (6, 7- & -BH-MEE JF [1, 2-c] WK
W —5—Jk) —2-FR ULl s 65— Q-4 ) -6, T- S -BH-IEE Jf: [1, 2—c] k-5
BRA-F N EEE s 5- (U-FUE-2- = S IR IE) -6, T- S -BHEE I [1, 2—c] KI5 /R
IS s 5- -k -2-F AU R ) -6, 7- & -SH-IEIE JF: [1, 2-c] BkMe—5-F iR 2- F A 2
HME;4- (6, 7- S -SH-MEIE I [1, 2-c] BRI -5E) —2-F LRI s 4- (6, 7- A -5H-HEME I
[1,2-c] BkMe—5-3) -3 ; 4- (6, 7- ~E-SH-LIE I [1, 2—c] Rk —5-3E) —2- B 4 2L
s 3= -4 (T -6, 7T -5H-IEME 3F: [1, 2-c] BRIE-5-3L) "N fiF s Mo\ —3 -5 —4-[7-
(A-F—FH5) -5,6,7, 8- VU R JF: [1, 5-a] MEWE-5—FE] FliF 4 —-F—6- (9-FH-6,7,8,9-
PUZ-5H-BRIE I [1,5-a] S 7% B -5-4E) B E-3-1i6; 4 —#-6- (9-FR H:-6,7,8,9- P & -5H-1k
3 (1, 5-a] 2% 32 -5-38) B3 -E B 2E MR BErh L (R) B (S) %l S Mo s 32 2

proge ] i N 25l 2 EE N
[0248] AR5 [ Bl & B B A 1) 77 36 A9, 5 /EW02008,/076860 . W02008,/076336 . W02008/
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076862.W02008/027284 .W02004,/046145.W02004,/014914.W02001/076574F A IS
e LY/

(02491 [Hh 4, 28 3 T4 P B -440 1 79080 68 40 R Stk p A TR A6 S RIS - 35 [ 4 )
HiFUS2007/0225232.US2007/0208035,US2008/0318978.US2008/0076794.US2009/
0012068.US20090048241 FIPCTH ifW02006,/005726.W02006,/128853.W02006128851
W02006,/128852.W02007065942.W02007/116099.W02007/116908.W02008/ 119744 F1 KK Y%
FIHEEP 1886695 3 AT 4 52 B 1418 46 14 % 7 MR- J B 410 o1 3R A0 496 (EL A PR T8 - (4
H) -5,6- A -SH-BKMEIE (5, 1-c] [1,4] ¥&iz . 4- (5,6- A -SH-IKMEIE [5,1-c] [1,4] »&
85 -8— ) —2- 9 14— (5,6— A —SH-IBKME I [5,1-c] [1,4] wEiE-8—4) -2, 6- I
4- (5,6- S -SH-IkMEH: [5, 1-c] [1,4] PmE-8—5L) —2-HI 4 L4 i : 3- (5, 6- 4 —QH-IBR Ik
3 [5,1-c] [1,4] BRmE-8—H) =, 4- (5, 6- S —SH-BEIE 3T [5, 1—c] [1,4] WZmE-8—5) ik
54— (8- (4-FFLHEIE) -5,6- A -SH-BKIL I [5,1-c] [1,4] BBIE-8-4) ¥ 4- (5,6
S-SH-BKIE I [5,1-c] [1,4] BRER-8-3%) HJE;4- (5,6- A -SH-BKM I [5,1-c] [1,4] %%
BR—8-Jk) 251 ; 8- [4— (1H-PYMe-5-3k) 2 JE] -5, 6- 2 -SH-IkIE I [5, 1-c] [1,4] %%z,
HiSpeede 1 FF K , B 2 7E G R 1t b He (R) B (S) i S Mg 44k« B0 38 S SR 386 224 (0 36 1L 7T 245
xh

[0250] 75 i A8 £ 45 rh ] P £ T2 3] T 5 S 410 410 790 2 £ 9 BIWO. 2009/ 15646 2FIW0 2010/
130796 H1— AT A A AL B RIS AN , i T A U SR 0 1A S a8 4 44 7
W, £ 70 20 1 70 TSR SR ) = R b (16 B AN 2R o

(02511 53 T2 B 20 0 0 2 T 1] D 25 o 390 o 790 60,975 3— (69,3~ PP K2 i -
3B~ L -] W1 32 B ) — S J R R 4k . 1— (4 FP B 46 3) —3— P L2t —3 -3~ 1 H-
IR L 2— (54 e A J bt I —3— ) —6— 58— 1 — Y i~ LH—-Mg| e , 5 (3—L ki~ 1 — P Jok— | H-W| e —2—
) 1R 7,5 WN- [5- (6- 40 -3 UL — 1~ 31 H-Wg| Wk —2— %) —Ik i 33 R 3] — 2 TR e
FHL R ot — 1 T 5— (6— %0~ 3— L~ 1 —FR 1 H—-g| e —2—J) —HHL g — 3 i  N—FF JE—N- [5- (1-
1 H— 1| W —2— )~ i —3— e P 6] —FR R I8 e . 6- 4 — 1~ F e —2— (5 [ (- Mk e —1 — -
CHEE ) — L] e -3} — L H-M3 -3 L 6- 5 —2- [5— (4— F i R R — 1~k P ) —
e —3-3&] —1-FF 3 -1 H-M| e -3~ .6 -~ 1 - 32— {5 [ (1 - L -WR g -4 F& L) - HF
] I g -3} — L -5 Wk -3 L bk —4— R [5— (6~ %8 —3— %1 —FP L1 H- M| —2—%) -
PEE g — 3~ P BE] 8 e N— [5— (6—58—1 — P 1 H—-18| Ik —2— ) —HL g — 3 P B ] — 2 T e
C,C,C—=4-N- [5— (1 - e~ | H-M5| W —2— ) itk i —3 - Y 66T —FR Bk e N[5 (3% —4—8(
) I -3 ] —4- =4 PP - DR R I N- [5- (B3-S —4-FUE ) ke -3 -1 -
- P e N— (5— (3-SR —4- B IE) Mg —3- ) T -1l e N- (1- (5- (4- 8 JE-3-
PR ) T I -3 ) 2L ) TR N- ((5— (3-SR —4- UL ) ik -3—35) (R 3E)
F L) TR fie N— (PR TR 3 (5— (LH-M5| W —5—56) ik g —3— ) FF ) Z Bk ik N— R TR 2 (5
2] - -3 FEL) 2T L 2R (5 (64— 1-FP F:-TH-TLE I [2, 3-b] Mk -2-
) Ntk -3k P R TR R 2L R { [5— (3—F—4—FUIE - 3E) — g -3 -] — 3R P - P
M) -2 H- Wi
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[0252]  R1E “WN ¢ 28 S ARFE W A dfy AR 4E

[0253]  ORiE “CETPHI G5 F5H1 I £ BE KR 4% 42 85 1 (CETP) 413 1 2 P JIE &5 B 15 A0 H- ik
=i NHDLA%3Z 2 LDLAIVLDLI AL A4 o X ZECE TP HITE TR 25 5 HH A AU AR N 52 4 e b v
M v (B SEE L6 , 140, 343) K o S 14045 3 [ £ F6 , 140, 343F13E H L F)6, 197,
786 AF R AW (il [2R,4S] 4- [<3,5 M= R 0 —FR A R B - k] -2- &
H-6- =R -3, 4- S E - 2H-MEIR -1 -F R R B (torcetrapib)) s 3 LH6,723,
752 AFF RIS (B (2R) -3- {[3- (4-F-3- . -R 4 ) 2R B ] - [[3-(1,1,2,2-14
PRI OREE] -] -E A -1 -2 AR s R E BRI S TS5 10/807,838
HAFFRIAAH) s KB L F55,512, 548 AFF I Z IRATAN s 43 7 4ET . Antibiot. ,49 (8) :
815-816 (1996) FBioorg.Med.Chem.Lett. ;6:1951-1954 (1996) H1 A FFHIFCERER P BEf74E
YA S R (1 HE S BE R SRALA) o B4R, CETPHII il 77134 . FEW02000,/01 7165, W02005/095409 11
W02005,/097806H1 23 FF A AR L

[0254] W] F-T Bk 24 o i CETPHI i 77 2 46 W0 - 2008/009435.WO 2009/05994 3 F1WO
2009/071509 7 — 5 A1 AR A AL A P AT SSALAD » 15 30 2 Ak B BRI 22 SR A S it 491 1)
L7, BT ) S 2 R IRBOR) 2SR 1 = R AL A RIS A

[0255] kM2 —WEARS Y (PDES) $ 55 5L 1 A2 vh oo AR HE (BT AR S HE L iodenafil KB
e AthiAfr R ARHIREHE A S R E

[0256] 5 I % R IR 55 — Bhd PEFFALAE N R E FEP0T B = R L R R T2 4K
FEPU B R — a5 28 (PDES) #1fi 771 475 268 105 BEL W 751) AR PR R o R 9 77 461 2 DPP TV A |
FRREEE ] )5 ol P A1) 771)

[0257]  fE—ANSEiETT &R, AR ML THE W R A A A, A SEIT A
MR I TITEVE A B AT 25 H #h, DA R —PhE 2 Pk B3 LA T YR TT
T M7 « IMG—Co—A e J5 B 41 it 571 1 /8 S5 5K 2R T T2 AR F5 I 7] | I 8 5 9K 3R % AL (ACE) 111
FHI) %5 388 TE BEL I 751) (CCB) P B2 22 5 B 1) B 2% 431 57 R PR 5R S Apo A— TS SU42) UM JR 9 771
IR 1) 2 5 ) 52 A2 BEL BT 791) P R 3R 52 A L B 7). 2 ] ) 5 411 1) 77 (AST) L CETP I At 1) A
TR R 524 (PDES) #1457

[0258]  7E— NSty SH A A B B AL T A0 A 1 mh PR A BRI S PR 7, iy
EASES MR G T AR ERNRIERT I ITIBUIVE A I R 25 L.

[0259]  7E— AL T7 S, AR BRIt T VR TN 5 o 1 P IR S MR A OC 1 B A B
a7, e i B RS A G T A = IARARE T T TTTEIVIE I A PEk
HrlZi k.

[0260]  7E— SRty S, AN R Bt 1 VR TN 5 o 1 A IR S MR A G 1 B A R
e 772, P RS B A R L i P v T sl ik v B i 4 v I ot [
P 0 S 40 B L8 0 o0 F3 3 3 L TR AL O F3E 0 D E B R O SR B ThREAN 4 O
PRI PR ECAERE R ) B v (ORE 7K IR R0 B Rl P 14 B 0 AR PR TR e i
I FHE B RO AR B /NERE A B R B /N BREEAL | JUR T B R ) B IR I
B M r ML S B PR T A DX B A N 26 AU T (ESRD) P B2 D RE B A% &7 5K JH D RE PR A
REJE PR B8 PRI RO U 2 BRSO O PR A 4E TR EIE) (AF) SO IR A4
O B A B A B ML B B AR E O VUREBE MT) V' A 4ifb . 2 25 9% (PKD) & 5
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v (O35 K P AR UL EE) o & HAME K b Menieredds I [ B 386 22 0 (5 R PR AIZk R PE) | 4 IR
I KT OGHR « HERRAS M S IE TR 5 A B 6 RE A AR FE R 5 (e )4 53 7k
R ARG 2 BN AR AEN TN W22 i [ 258 A e A VB B 42 L AE - 1 L9750
ST 17 1256 B A 491 01 TS FEORS A998 T2 S E , 9] Qi R RN 4T RCUR TR AL  BE R AT B M A
A2 IS N 5 WS SR B AE) B 1A e ) Wl PR s T4 R K 35t s AR ) ik 23 ME AR
Vi B IR WA THREREAG B 2 MURE B PR AR Ak B A L 22800 PR e AR &5 A AE S B R 9
FERAE BN REREAL DA 2 53 PEFI L PRI T DhER R 1S o 7 X — AN 7 8, AR R4 1A
7 MA 55 r  A TR F 755 T A G 1 B S BB 9 114 3%, L rp B IS B R 3 1 R ML M
P L P A 4 A v A ] AL A0 R AR R 7 ML O g e R e s Bk
JE

[0261]  FE—ANsKh Ty S, ARt THRERT I ITIBUIVE X & E Hml 25 A
£, HHEAY.

[0262]  FE—Askh Ty &b, ARt THRE AT I ITIBUIVE R & e Hm] 25 1
ERAEVRTT MR 5 PR P RS PEAE DG 0 B AG EIOB s Hh I G

[0263]  FE—Askht /7y b, ARt THRE AT I ITIBUIVE XK & e Hm] 25 1
ERAE & FH TR AR IRAIE S b P P RIS T4 () B A3 SO I 25 90 i 16 R , S ik
T LRSS Ip i = Il E S 1S S )17 it S R 2 S S R Y R
JE A0 JE U8 P90 o0 F7 58 35 76 ML O F3 08 L 2 D AR K L0080 B ThREAS 4 JR 973 7
BCARNE R TR ' vl (B AR K I A SR UG EE) R FR e 1 N O S AR AR PR TR e L I R S
(5 95 B R SR B AR B /R 28 VB RO B /N ERBEAY, | JEUR T R 0 S AR VB L R
IS A5 B 975 T2 IRR) S 35 2 K ' 955 (ESRD) A 2 D BB IR i L 47 9K 0 D Be e fis | R 5 1k
O IV BB PRI PR LR 28 RN RO R A L P A 4R TR BB (AF) O IEAF4EAL O s
Bl A ) ML BRSO O IUREBE MD) B A 4E4k . 2 25 (PKD) VB 52l (B
A B AT EEUEEE) R K Men i eredp 1 [ B 3G 20 (R & MRk &k M) =5 PROE i
KT VEHR  AEERRAT == e I T 5 A o o AR B R A CRE 2 B A L
VEAE . ZRUPELEAAE NI NG | [H ZE P B AR R W BT 22 98 0E « (1 1975 7R It
o 155 T8 e S50 G TS RTOK b PR IPRE , 91 S S AN 4 i PR L S B B B e 1S R 531
SE MRS TG T A SR A AE) A5 A CRe A2 08 J 0 MR RN & bk 35027 AR ) e B PR AR o
B R WA THEE R AS 5 R LAE e VR AR A L A 2 27 PR AR S AAE R R R I R
I B R RERE AL LA K2 B3 PEFN 2 PR (1) PR Th BB B 15 o 75 N — AN 7 %8, Ak IR AL T AR H =X
LTI TTTEC IV XAk B AT il £ T il 28 B TR TR RRAE 4 vp 12 N IR VS PR ) B S X
PRI I 2 ) FH G » G b Bk 1 B S B0 o 4 e 1 v AT P el P o L P B A 44 A =
IS T A L 7P B LA 97 7 M o 77 3 vy R i 3 Jok o s

[0264]  FE—ANsEH 7 &b, ARt THRE AT I ITIBUIVE R & e Hml 25 H
ERAEVRTT ANV RAAE S b M P R IBEEE P2 11 B 05 O 998 v 11 i s, L b P 110 e RS B e
= [ =15 R = SR = e R 2 =0 a1 e Y= S R = 2 R
JI3E ) Fe MM O T3 T o L A2 0 B B OB B TR AN A OBl R PR B AR MR IR 7E) ' 5
vy CELFEZK SR SR8 BE) I PR 9o 125 o AR 0 P M B S 1 B RS ) B O S B R SR AT
B /NER'E 98 B R0 T NERBEEA, | RPN A ) B PR B T PR R O AR PR PR D) i
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AR AN A 55 (ESRD) A B2 D BE R A5 &7 5K Zh BE R 4G BE & 0o LI W Ja< o PR 00 L
Wi 2 BRSO R O A EVEEIED (AF) SO IEER4EAL 0 5D A E R LR
I8 PEERASSE O IURESE M) B A 4E4L 22 B8 95 (PKD) & 3 o (BLFR 7K IMORTER I ) - ol 30
PEK i Menieredps 1 [ AR 3G 220 (R PEANZGE R 1) 85 PRORE V IEK VB OIR - H & B0
L HE P IR TR B A R R AR R TR IR AT R BRI LA E (2 IV S
fAE RN DRI % i L 28 V1 I VP W 5%  ONE 91 ML < FRG  JR 15 JE e 497 n 4TS A
A FH7 P9 1 5 491 o o A2 A VR EL S IR B B R i CRR 0 A2 BRVE A 2 B 4R
fiE) O A CREIE R R s PR AT kot 2 AR ) e sE MR 5 B B 4 WA DI RERR G iy B
B AMAE B VR YEAL AR L 28088 PR AR S5 5 AE FE JROW T AORE B KBRS R A AL DA A2 53
PR Z PR I DhRE R AT , I SRS 0 2 o8 B AG 228 11 o 0L A s 1 s B i g S v
A H o ] A4 v AP A7 J A 9 78 ML g 3 vl AT B0 K s I

[0265] A B B)1LE -

[0266]  DATT SEJE] FH T AE R AR A B 5 i AN R 9B A 5 B o R AR IR 25 B T 5
A, T AR AENE T VLI AEL)15mm HgZE 100mm He (= 20-133mbar) T 34T . & 724
Hh T A4 MRk ) 465 Ay 8 AR 3 B D5 V2 B AN 0 B AT TS AR IIMS L TR ONMRK B 5E o T
FH A% 1 e AR U R IR L

[0267]  HI-T & R4 R AL A W01 BT A7 Sk 465 48 B oo R0 B S s TR 7K 1) s R A 4k
FRE T M P] RAF Y, B AT DA I AR U R N 2 B RN A LA BT 2K il 4% (Houben—
Weyl, 545z ,1952 ,Methods of Organic Synthesis,Thieme, #21%) . H., &K HLEY)
A LI AN G E B A BLA BT VA G T S B B s BB

[0268] % BH ) BALE «

[0269] il i -

[0270]

br: &5 bs: R HPE

ACN: TH d:

dd: & SE m: &%

DMF: =% X FBthk HATU: O-(7-BREHF =
-1- 2)-N,N,N’,N’-v9 7 35 Ak
o R

ES: &*%% HOBT: 1-£A XF=
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[0271]

DIPEA: NN-—R&& EAK ee: AEkFMARLE

EDTA: LB L8 EDC: (ZA=TFEARAR
P37 &k 43145

EIA: B&RENHT ISTD: HM#4F

HPLC: #Hikts e LC # LCMS: %48 &%

HPLC-RT (%8 & i) BEAR &b AR

H: /8 hrs: # 8t

LLOQ: EE¥ TR Mg: £ %

MS: m; £&%

min: -4 m/z: A

M fe mM: BERFEER PL: & & 8537 4]

PVC: &% NMR: #EEEIK

RT: Zi& TBME: Fi4&RTHAER

q WE%E t: =%

s FiE DMSO: — ¥ L,

TFA: ZR.Z8% THF: W& %%

uL. mL #= L: #&H, EHFH4 UV: R

ULOQ: =85 LR

(02721  DANSEHEE] AT MRA B, T AR U BR A B o TR AT IR B2 45t T 53
AN, BT A 28 R ACIE T L% /EZ) 15mm Hg % 100mm He (= 20-133mbar) N 3T . & 774
Hh T AR SR B 465 Ay S 2o A 94 0 B D15 92 1 B Al 0 B AT R AR AR 81 SIS  TRONMRSK 1 7€
JIt F 4 5 2 A 00 R TS 24

[0273] T4 B R A A P00 BT JERE 4546 5T R0 IR Bk 5 75 VA SR A 44
7R T T ] BRASH , B ] DL I AR U B RN 52 B R A B A R 12k il & (Houben—
Weyl, 245z, 1952 Methods of Organic Synthesis,Thieme, 321%) . H., &K BLEY)
T DL R AU AN S BRI A LA BRI, SR b Bl RIS RER A #%
[0274]  szjEfl1: (3- ((2R) -1- (5" & -2 - [1,1" -BIK] -4-35) -4- (1- ((GF A
H) FiRAE) L) CARHE) -4 ARNT 250 &R 3-SR D) IR IV Ak
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Cl Cl

o B(OH),

F‘
, Pd(PPh3)>Cls ]
HO NHBac Na,CO4 HO™ NHBoc
[0276]  A: R) —3— (GRUT A FEIRIL) &b —4- 5" -5 -2 |- [1,1 -] —4-5) T
[0277]  £E (R) —4- (4—RZKIH) -3 (G T AR 2 ) TR (HBC2251, 14g, 39mmo 1) 15—
S-2-F AN (8.5g,49mmo1) (K1300mL H20949% il A Na2CO0s (12.5g, 118mmo) o ¥i% V4
R 2 40°C, 3+ B M AOmLE THE , %8 J5 I APd (PPhs) 2Cl2 (0.6g,0.86mmol) . 7R J&5 , 1 S S TR
A0 CIEFE LI LR A S BIR-A YA HNZE23°C , 3 H A5 F5 25 THR 45 77 A R 7K T B P
T A A UE , FF HRE AR 000388 - SR Fe s FH 2932 1) 1% e AL IR/ AL B (400mL) A5 HLA
FE B H0BE 5 73 B 5 FE B A HLZ o [H7KJZ HICTBME (300mL) , 248 J5 2215 i A\ 6N
HCT (32mL) o #R 5 » 43 B A M2 FF Ho I it ik g 3 o [ 44 FH TBME 98¢ o A 3 O T8 YRR 340 W
WA A B4 (14.96g,36.Tmmol , 722894 % , LCMS4E &N 4196 % UV) LCMS (ESY)
Co1H23C1FNOs s 1F E2AH : 407 . 13 SZINAE : 406. 4 [M-H] *,
[0278]

[0275]

o

: (G} C) Cl ‘
| Cs:C0 DNH:ri %
HO "NHBoc S i '”O"'J]\O ~o” NHBoc

[0279]  B: (3R) —1- (( AT IEHEIEL) FRIL) A HL) 253 ((RUT AL I dh) —4- (5 &~
2 —@m—[1, 1 oK) —4-3%) TR KR

[0280]  #51-& £ F: IR O LK B B L HPLCA/E H| & Chiralpak IDH:_E4f4, 1 Bi e/
TBME 98: 2FIHE A I 28 o B iZ k%), B fEChiralpak IDH: B2 H4598%ee, 3 H T
B G20 3R AE0 CAE - 2 I O R R s CR H Chiralpak IDH‘SWJ%/TBME 98: 215 —
Vel A (1.75g,8.47mmo 1) F (R) —3— ((RUT AR &AL —4- (5 -8-2 -/ [1,1 -
BoR] —4-25) TR (1.5g,3.68mmol) [ 35mLIC/KDMFH i A R4 (1. 2¢, 3. 68mmol) TER B
TR EMPEFES 2B 5 , BB oKt , I FUIG I ROV A 7023 CHiFE4 . 5/ o LOMSZR B , Jif_im
T 2140 % o8 S SR AP HE L 18/ N, 7E1% s LCMSZR B OB SERR T 2195 % o 4 [ BLTR A
VI 2.1 2 EEF R, IF H B A& AL KB OK 2 HIpHA216-T) Bk . 0 8 5 ,ka}é'ﬁﬁ
LB CERARRIR « & I A HLZ ARSI, - AT SAL AN A SRS — IR BB R
FJ, 1k Bk, Wedd , F H AR (43 /ETsco RediSep 120gREMAT (0-20% £ R L BR-Pike) I
gk, £33 BR) —1- ((GRC AL k) ) 43— (GRUT E ) &) -4- (57 -5 -
2" - - [1, 17 —BROR] -4-55) TG (2.07g, 7397 % , /£ 73 M7 I 5+ im AR HPLC {1 FH
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Chiralpak AD-HZECO:7[15-55%MeOH5 20mM NH20HI 52 ~95.8% ee) o LCMS (ES™)
Ca0H37C1ENO7 : 412048 . 577. 2 SEIN4E . 578. 3 [M+H] ¥
[0281]

O 4 M HCVY
O F o8
o”u'\o/Lo N SNHBoc DJ\OJ\O ‘ "NH, HC

[0282]  C: (3R) —1- ((CGRCLHLARL) k) AL 437 -4- (5 & -2 -&\-[1,1 -
K] -4-355) T BRI

[0283] 7 (3R) —1- (R HEAIL) Brdh) L) 23— (BUT S AL &) —4- (5 -&-
24— (1, 1 —IEE] —4-3) T IRES (2.02g,3.49mmo 1) FH I AOMLAE T, 4- - %&bz Fh K ) AM
HCL o R BLVR A AE23 CHEHE 291 /N 8 R BIR B 28 R IET, 5 3] BR) -1- (((F A
HE) L) H L) L H3-H -4 (B -E -2 -Fm [, U BOR] -4-3E) TERER (291.73¢,
104%) , 3% HEZH T T EA 5 LCMS (ES) CosHagC1ENOs ot AR : 477 . 2, S IH - 478. 2 [M
+H] 7,

[0284]

, o)
O3k
oé\/‘ POsH,

[0285] D: (3-((R)-1-(" -&-2 -F—[1,1" -BEIE] -4-35) —4- ((S) -1- ((GAT FAHFE)
) ) A FE) -4-EART 23 &) 3N TA L)

[0286]  7F3- B L AR (1.62g,10.5mmol) [ 15mLJE K DMEVA VK H in AHATU (4g,
10.5mmo1) « R BVREHAHI2R0°C, IF HEE A = R A HE L& OmL, 51 . 5mmo 1) , ¥ B
TRE AR B S B B 8 NN SE R » B UK, I FLIG S BLVR A 7E 23 C it dE ~ 20 73 %F
SRIG ¥ BR) —1- (AT IEEL) L) H L) 433 -1- (B -2 -Fm- 01,1 B -
4-3E) TIRES (1.73g,3.36mmo1) (%) 15mLIE 7K DMEVAVR I 28 I NIRRT, SR S 34 HiAE 23°C
PEFE212. 5K o R VIR S MIILOMSZE B, I i UVIK VR A R 212 LI =4 - SR . 1) R B VR A
i N A R R R (2. 4mL, 13, Tmmo 1) , 2R JE I 3B £ A R (0.54¢,
3.5mmo1) AHATU (1.3g,3.5mmol) ¥4 BiVR AW AE23 CHEFE L4/ Ne LOMSZR B, 1l 1L UV
FE SRR ZI10: 1 B4 o 45 5 B2 VR A D AE 23 C A FE 218/ N o LCMS 2 1 , 3l UV 724 -
JER R 2920 : 1R LE 1) o 8 S B2V A 1R < B FR R, 1 H AN HCT GRIE ) ik , B2
LCMSHULZE A BIHATU-AT4E BB ME 24 5 (B 101 = 4 X BRI o A HLZE B K e 5%, SR 5 P A& AL,
BRI AR RN T8, 1L D8 3 ELIR4E K 7 AR 0 A e [ A AE B 2R P i RR L3R, SR I
I Hm B T, 133801, 3g B- ((R) -1- (5" -2 —-#—[1, 17 -] -4-3%) -4- ((9) -
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1- (AT RER) k) |3 28 H) 4-807T -2-8) &) -3-F TR g
(2. 1mmol , 7= 262 %) o F X~ £ it 44 232 0 52 25065 ST ARAL 22 . 20 28 P20 o 5 i T 30A G HRMS (ES
") CogH3aC1FNOOP : 158 : 613 . 2; SLIME :614. 2 [M+H] * . 'H NMR (DMSO—de) 8:10.45 (br s,2H) ,
8.05(d,J=8.3Hz,1H) ,7.58(dd,J=6.8,2.7Hz,1H) ,7.50 (dd, J=8.2,1.5Hz,2H) ,7.46
(ddd,J=6.6,4.3,2.1Hz,1H) ,7.37 (dd,J=10.3,8.8Hz, 1H) ,7.30 (d,J=8.2Hz,2H) ,6.61
(q,J=5.4Hz,1H) ,4.49-4.59 (m, 1H) ,4.21-4.34 (m, 1H) ,2.71-2.86 (m, 2H) ,2.49-2.52 (m,
oH) ,2.10-2.27 m,2H) ,1.75-1.88 (m,2H) ,1.63 (m,4H) ,1.14-1.51 (m,9H) .

[0287]  "F [ &5 i T aRARI X5 26 ¥ R AT 5 (XPRD) « ZE 7~ F & A% (DSC) FH#AE 73 #r
(TGA) B B RHER ) 3— ((R) -1- (5 2" -3/~ [1, 17 -BOR] —4-55) —4- (9 -1- ((h T 2
L) L) A L) L) 4T 20 EAD) 3-EARA D) RIS, o 5 iR Ty
EAEARL

[0288] A ;EﬁA

[0289] &) X—5f L A AT 5

[0290]  X-§F£¥ R AT E 7EBruker™ D8GADDS DiscoverfiThf it [it3% , CukafH#% (CuKa

fEsf (\=1.5418 A)) .
[0291]1  HH I XS AT B AE R L b R, 9F Hoa i S4B n T T K2,

[0292] 2.

[0293]

FE W %
2-0° %
3.331 48.3
5.729 47
8.734 23.7
11.423 33.2
14.4 14.8
15.861 28.4
16.545 59.6
17.525 90.7
17.817 81.5
18.732 99.8
19.611 49.1
20.153 74.4
20.68 83.4
21.169 38.1
[0294]

21.696 100
21.94 66. 2
23.174 31.5
23.937 48.3
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24.117 o7.7
24.571 61.1
25.024 62.1
25.47 50.5
27.365 51.3
27.362 40.4
27.985 31.1
28.386 36.4
29.167 39.6
29.606 48.2
30.692 45

31.789 40

32.487 34.2

[0295]  b) TR
[0296]  &/K & Karl Fischerifi®) :0.77 %m/mk (Fi &/ &)

[0297] %3

[0298]

JCER Hig 2 [%m/m] e & & [Yem/m]
C 54.77 54.69%

H 5.58 6.231%

N 2.28 2.22%

F 3.09 eSS

Cl 5.77 e

p 5.04 RAR 5+

0 23.45 R *

[0299] KIS EHEAH LT A (3= ((R) ~1- (5" —&-2" —F—[1, 1" —HIR] -4-3E) ~4- ((S) -1~
(AT HEEEL) Bl AR AL 45 AT -2-38) F) -3 AR L) IR i IR 1) Tl
.

[0300]  ¢) ZEIRFAHEEIE (DSO) -

[0301]  JE AN Z /R 1 &L (DSC) FI#HE 4 M (TGA) 128 2% FHTAIX#§Q2000 (DSC) Fi
Q5000 (TGA) EREL (TT20608) 43 21 5 INFAGHZE A 10C /73 Bh, il BEVE H : 258250 °C AL #4
Tiee=146.09, AH=66.56]/g; fEMSALFF UG HT I/ MITUG B = 4128 80.38% .

[0302]  DSC:

[0303]  HEAFRELO.5-1.0mgis a4 it 22 AT (KA A o 2SR A B FHAE S BR . DSCHA A T I
SRz EREZE R 24-40°C, - HLUL10°C /4 B 1 I #oE Z n#k £ 300°C , 78
50mL /43T I BT - 1% 25 B A (32212999999 % 4l0) 152 I B AN AA o 43 R 3 P 7 v D1
FESR S R EEL 2 1°CH, I B ERIE LI EL) 25 % X IRZE N

[0304]  TGA:

[0305]  EHAFRELO. 51 . Omg i3 4 o1 28 I JEURE &t i o TGATA A B BB T s A T R i B
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g B ESFET R 30°C, 3 HBAL0C/ a8 InHGE 2 2 300°C , 7E25mL/ 43 B i &S
VTN

[0306] %% B FAR AR AEIR A , 7 H A 100mg bR 1 S A 3 &

[0307]  sZjEf2: (R) —4- (5 —5-2" —F—[1, 1" -] —4-3) -3- - WM A B &2 IL) T8

ioREynY
[0308]
Cl
HOEC\//'\ PO3H2
¢ g
EDC, HOBT,
| DIPEA
~o NH, HCl -0

] POsH,

[0309]  A: R) -3~ (-G -&-2 -F-[1,1 -BK] -4 4- 28 A-ART 2 &
) 3-SR R IR
[0310] % (R) -3-& H-4-(5" -& -2 -F-[1,1 -BR] -4-4) TEE 4B (114mg,
0.306mmo1)  3-/BME L A % (47 . 2mg, 0. 306mmo1) JEDC (58.7mg, 0. 306mmo1) FIHOBT (46 .9mg,
0.306mmo1) [ K £ %9 TDMF (ImL) , 3 ELANADIPEA (0.321mL,1.837mmo) o ik S N VR &
W, I3 HAETOCInFA2y18/e), S8 J ik 38 , IF H FHHPLCAE 4k : 30-80 % ACN/H20 0.1%TFA,
40mL/ 4> 5h i £2 1543 %1, 30 X 100 Sunfire CI8, 77 B 415.5-89 5 o VR & 2% 73 AE 20—
55/5@*%#F9120%%¢ﬁ{k%% FH =B ~12.5-130 80 R HR BT 155
R - B (- -&-2 -F]—[1,1" -BR] —4-4E) -4-2 -4 AT —2-08) 25D -3-% 4K
P RS (17me) OLCMS (BS") CarllosC1FNO6P : T+ S4B : 471 . 13 SHIME - 472.0 [M+H]

Cl

NaOH
MeOH

[0311] —_—

o.//l\/\ PO3H, OM"POSHQ_

[0312] B: R) —4-(5 -&-2 -~ [1,1" -] 435 -3- G- B TR

[0313] R -G-(1-6 -&-2 -F-[1,0 -BK] -4-45) 4-2 8 A-ART 2 &
) -3—% AR ) B (17mg,0.036mmol) 550.144mL 1 N NaOH.0.288mL/K i $E, SR f5 =&
0.5mL MeOHo JIA 53400 2mL 1 N NaOH, Jf HURHE B INFA 50 CIR L/ o 28R IE 77, f 23
‘CHAO.4mLE 1T N HCL, 3 H B IR AR A 2T NG - Had 38R 5 v+ His
HPLCZEAY, : 20—55‘VACN/H20 0. WTFA 48438, 40mL/ 438130 X 10 SunfireCl8, m—? 5
DRI . R) —4- (5 -5 -2 - - [1, 17 -] —4-38) -3- GBI B & ) Tl
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(3.3mg) -LCMS (ES) C19H20C1FNO6P : 11 541 : 443 . 1; SEPAI - 444. 1 [M+H] “.'H NMR (MeOD) 8
7.46-7.41 (m,3H) ,7.37-7.35 (m,2H) ,7.33-7.29 (m, 1H) ,7.16 (dd,J=10.2,8.8Hz, LH) ,
4.44 (m,1H) ,3.01 (dd,J=13.5,5.5Hz,1H) ,2.83 (dd,J=21.3,7.8Hz,1H) ,2.44-2.31 (m,
4H) ,1.73-1.62 (m,2H) ,

[0314] Sl 3. 1-3. 154 S it 491 1 vb 1 1 92 il 2% o SE 4513 . LA B>k E Chiralpak
IDF:BEkE /TBME 982 21K) 55 — e it S A A4 1] %

[0315]
LCMS:
c}, f t E
i e 4 AR ES+
#l [M+H]+
(r.t)
41 ~o” 614.3

QJ\/\ﬁf\O:H @.21)
(@]
G-((@R)-1-(5- & -2- & -[LI- B X |4

F)-4-(1-(FTERB)E B EX) TEE)4-BA
T2-2)84)-3-RAR A L) B

O [ )
. ‘ oJ\o 592.2
32 o)\/\ﬁ:gg (1.24)
Q
G-(CR)-4-(1- (R FBLEA 8K) TZER)-1-(5-R-2’-

R 1,17-BE K |4-2)-4- B AR T -2-28) Bk )-3- AR
AR BB
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[0316]
574.2
43 (1.21 4+4F)
((10R)-10-((57-F-2- - [1,1°-BR K[ -4- ) F K )-2,6-
Z R -4812- = B AK-3,57-Z R E-11-REwWR
-14-F) BB
%4 /\oJk_ 560.2
' (1.17 44%)
((10R)-10-((5°- -2’ - [1,1-BE K )-4- ) ¥ 2)-6-
T E-4.8,12-= 8K-3,5,7-= B L-11-R W 2-14-
) ig

46



CN 105073762 B w BA P

41/46 TH
[0317]
15 530.0
' o oM (1.11 5-4%)
3
G-(CR)-4-(1- LB R & T R X )-1-(5- K -2- R
-[1,17-BE K |-4- F)-4- FAR T -2- ) B H)-3-BAKA
R
| 572.2
36 (1.25 &%)
((10R)-10-((5”- -2~ - [ 1, 1-BE K| -4-55) ¥ 35 )-2,6-
R 4812-Z8AR-357-Z 8 -11-[ 2w R
-14-35) B2
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[0318]

3.7

0 %
P
¢J\\,/~\ ~OH

(R)-G-((1-(5"- R-2- F-[1,1°- B K |-4- £ )-4- B A
4-((H RBA BT RA)T2- )8 K)-3- 8K
)RR

558.2
(1.21 5+4F)

3.8

>,o i OéL\//\ OH

i ~OH

(R)-B~((1-(5°-F-2°- B[ 1,1-BE K| -4-K)-4-(5-F £
2-BAR-1,3- 19 B BR B -4-5) T R )-4- 8K
T-2-2) 8K )-3- 8K 5 ) BBk

556.1
(1.11 2+4%)
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43/46 T
[0319]

| 529.1
3.9 (1.01 4F)

(R)-B-((1-(5’-8-2- B[ 1,1 -BE K] -4-5)-4-2-(=F

A RH)-2-FARTER)4-ERT2-K)R/E)-3-8,

AR ) BB

9
.10 ¥ o 557.1
O (1.09 5-4F)

(R)-2-(=ZE £ H)2-8XKTE 3-3-(RQ2-(=T %

RH)-2- B ARG EFE)FEBLA ) & BE R )-4-(5- K,

2R [1L,0-BE K] -4-2) T B BY
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[0320]

3.11

\

/”\/N\n/\o
O

O)\/\ ~OH

F~0H
o)

(R)-G-((1-(5-F-2 - e[ 1, U-BEK]-4-5)-4-Q-(= F
A RHK)-2-FARTELE)4- AR T -2-2)]4)-3-4
Ko ) B

585.2
(1.19 4+4%)

3.12

\

‘\N/’\\¢JN\“/”\O~
O

N _OH
© H=oH
s

(R)-(3-((1-(5’- -2~ B[ L, 1°-BE K| -4-2)-4-2-(=T
ARI)-2-FARLER)4- R T-2-K)8H)-3-8
R ) BB

613.3
(1.28 4-4P)
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45/46 TH
[0321]
\[(\O i 555.1
3.13 0 O)\/\ﬁ:g; (1.06 5-4F)
O
(R)-B-((1-(5- R.-2’- #-[1,1°-BE K |-4- 2 )-4- B A
4-2- AR 2-CB R -1-R) T EE) T 2- )&
£)-3-BAR AR BB
N
4 O \(\o 569.2
14 o (1.11 5%-4F)
(R)-(3-((1-(57- -2 Fu-[1,1°- BE 3K |-4- K )-4- AR
4-(2-BAR2-(RZ-1-R) TEA) T 2-K2) R E)-3-
SR FAE) MBS
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[0322]

3.15 ’ F ‘ ~ 560.1
' /l\/\P//O (1.28 5~%F)
HO ~OH

(R)-G-((1-(5"- B2~ e[ 1, -BE K| -4-2)4-(2.3-=
£ TH- 2 -5-2) FA)-4- FA T 2- ) 8K )-3- A
R A BB

[0323]  mJ LA i, A WAL S m] R rb Itk o B Bl s PE 610570, BRI m] TR S b ok

PN DRI ) PR A S B B0 ATRIAE , 491 0 AR S i R 97
[0324]  eAbh, AR IIHIAL S HDA 2 TIEECONS HABRR I L (1 39 B AR /Nt 5 HEECNS HrABJK

WSERII N, 7F B Al B4R AT m i) Ak
[0325] S fiff ) A » A A I S o S e 4] 0 73 3 7 BAGA , I HLRT BAAEAS I B g S T A

KR AT B
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1/2 0

AR,

B

R 3 @

T PR R

M) 155 XRPD
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