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[0005]  AELVH PR A AT B s o S PP o 1) 79 o4 P 3 vt 91 JEL 7 P b e O ] s 5 Rl O 2 T
DA BT HC N B W Jes A4 R B o A2 Hh R IR WM B A4 AR 88 A R IR T B2 (R
FE M AR W SANE R A MR ) FIZR A B IRV IR (49 fn A=t B R  H 2R R L H = 88 M AU
M8 AT G I AEU IR R  H 2 AR R A B SN PR L 2 IR A A e R R) « &S IR
TR F IR FERE T o AE (5] g HIS , AE i 32 4 0 o1k B 8 HER T 20 K 2 B0IR i SR
Wz, 3= ad i e v [l By 1) = BN a1 3 0 0 A o L e vt ) 2 A

[0006]  HEYERES A 7RI mT 45 & AR YT ER LARS 1L By B 1 S i o HLAE o8 2 (9 RV BR e 38
HHHEHE o 2 7R sk 2D mT 4 i EE R e LR S B e B R IRV BRI & O T AME IR R IR
TXFP AR IR AR F CA S Bt i A 9058 A B vt 40 ik 2> 5 JHF L s 7 —a—F A Il e 3 o 3% 5 B[
B 2 JEVT R A A4 e Ak, DR e Pk BB vt o L[] 6 4 R T R 1) % AL I e 223 S 8O0
LDL-3Z A4 () _F 18 DA B2 B J ML LDL-CK P R B AR A B H e B 15 5 4% S 4Bk

[0007]  BLA REFEREL A I R 78 4 M B AR L 375 LDL—HE [ B o 5, i AS 7 2 i A K &1
AT S B A FAHA R 55— P2ty (I, T 28 25%0) o 3 b i A5 355 it 2 A A 52 124
PRI, 75 XA IRV ER S 477 RN DUAH R B EAIGT 5 0% A 2t B WiE kg £ 7 26
[oo08] & HMEAR

[0009] AR EHHRAL 1M\ B il v n] A 8 A MR R SR R A

[0010] AR —Jr 2R &9, HE a4 Ba 7540 A BUA AT BRI & B A7
s 1) Ji AN B AT PR AN BN AT BRI S AT a1 A8 BB TR SR A B 5T R e, SL P BT IR i
AR 5 BT A e AR I BE R ELAE L 3 L1 1. LIRSS R Y, H 2448 AR AT I, e &0
BAZ /0. 46mmol /glx T IRV R &5 A5 A 77

[0011] S —TTH R EEEY, HAEEA A -BABUNA TR KOS 1 fi 5 44 A
AR EAR IR S NL= 4, Horh Bk 28 A Wi B e A UL 454
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[0012]

(1)
[0013]  H:dRuofiT A I AT Bk B A HAE C2ZE CrslV J5E 3 . ~NH-C (NH) ~NH-. -NH-C (NHz") -NH-B%C2
%2 Co0 MV e 35 , v Bt S 5 2 22 1 11 —CHo— 2 [ v (1) — AN B 22 A B e i e 22 Tk L B L R e
FER AR IR ThEE F AR, BRI e 3 FE A F —CHa 32k B b () — N ER 2 AN R FE AR s RaofiT A=
H % AR H A& Co T Crol P f5e 3t V75 FE . — FF IE L 24 IR B Co 2 Cro V. e AL , L Hp BT I e 3 L[]
(1) —CHo— 222 ] HH 18— AN B2 A Wt Ml RS PR BE S 77 S B R Th R A B AR s B Roo Bt ST M
FECo 2 Co MV Jt FE B Co 52 Co MV e A2 » e Hp BT WP e 25 1 [ (1) —CH— R A o 1 — AN B 2 S B i
BB A B8 HRoBRsoH [ 2 A— N2 B ATHEH Log P (cLog P) KT 4Bk A
[0014]  gt—B Uy &R &, A S BA 75 A BOUNA AT BRI S RLA7 1 F) i B A4
IS R AR () S SL 74, e B B S i e o B S0 LI — R, HoRuofiT A2 B A TG B
1A H.J&Coa 2 Cro ¥ fEFE . ~NH-C (NH) ~NH—-. ~NH-C (NHz") ~NH-B% C2 2 Cso V. {2 3 , Ho v Fridk W f5e
5 1K) —CHa— ] TR ) — AN B 22 M RIS B E TRk B L BA b B B BR DR [ B A, BUT A
M52 25 5 [ 1 —CHa 2 [ H (1) — AN Bl 2 AN PR HUAR 5 Rao T AR 11 i AR LS Co 32 Co I 8 22 5
FFANRoo L 37 AZ: Co. 22 Co MV BT L B Co 22 Co MV e A1 , L R it S e 7 o A (1) —CHo— 2 A o () —
B MBI B RE AT A HRio2 B THE H I LogP (cLog P) KT 4RI Bi/K 3]
[0015] M —J5 MR AY, KA BA R EAEO\A TR R 5 LA 55 1 fid 544
SEBR AR N, Forp B R SR AR B e B =L B — &5 48, HeRofiT A SR B AR
H 72 Cs % Cro WP At HE B Cs 22 Coo M52 2 , o Byt M. e Ik (4] 1) —CHo— 2 [ () — AN B 2
P i B T B R JE L 5 SR BORFR D AR A1 X ReofiT AR B e B Ak H & Co R CrolE e 2 | .
F5 4 R R ZR EA B Co 2 Cro MV e A, G R B NIV e e [ (1) —CHo— 2 [ () — DB 2 A 8
Pl B T B R JE L 5 FRBORFR D RE A1 AR s ELBE D Roo N7 132 Co 22 Co M e 2 B Co 22
CoP J52 35 , He o Tk IV J5 3 2 ] 1) —CHo 2 [ R ) — A B 2 MBI B BE [ AR
[0016]  F—TH WK X —H HEKREED, HA&5EERA A\ TR R B £
F1%) i B AR ARS8 TR BEAAR 1) s IS5 4 5 e v B il B 5 i B HoA s LI — R ), HoRuofiT AR
A8 I AR A2 Co B2 Co MV A8 B Co 22 Co M J5T 25 , o v FIT I MV 52 A5 S (] 11 —CHo— 2 [ v (1) — A
B 2 MBI A0 TE IR B L 5 SR B AR BN Dy RR A1 AR, BRI Y e R A 1) —CHe—
W — AN B A R IR s ReofiT AR B e BRAR H R Ca 22 Cus MV 583 L WP 75 3 . — FF I i 2 2R
BY Cs 4 Cie M 52 3 , v BTk WP 452 36 FE [ 1 —CHo 3 A1 1 — AN B 22 N M B e B3 < Tk s
RGeS B A IR Th B A A, BRI I Joe 22 22 A 1) —CHo— 2 [ R 1) — AN B 2 A R R B
A5 HLAF D Roo 37 b Co 45 Co I J5 FE B Co 45 Co MV J5e 3 , o o B ik WP e 3 35 4] ) —CHo— 3 [
[ — LA e S AR
[0017] AR EHRBE— 0 05 R R AW, HAS BEA RS BAEU\A TR R [ BLAT £
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) A AT LA T AN B = AT BE R S R st ) A IR BRAA ) s 274, Hevh ik ZR S ANV
TR ik i b U1 2 D JUAS A HRER S VI 28 1 — BB 7, Bk 28 BR Ak e By it
H it log P(cLog P) KT 4RJEiKVERER] ; H ik &2 BE fuk e B X -Ri-XI 4 &4,
HAREAN X ST AR 55 A R A, HLR1 A& Ce %2 Cao V4t 3 B Cs 32 Cao M e At , v By 34 P 5 it L [4]
(1) —CHo—J A W () — AN B B B I L A s Tk L I PR be kL o5 SR B IR D Re A 5 4K

[0018] A B M — B Uy il =& e IR A1), A8 HA S BN EUNAN AT BRI SR A7 A
(1) i S AR AN LA P AN B = AN AT BE IR S BT st 1) SZ TG BRAR 1) s 8274, Hevh Tk SRS ANV
T Ik e A B S 1 2= D T R AZIRR SN 10— 884, B s 2 /b — 42
Cs & Cra MV BT « V. 75 J B Cs 52 Coo MV BE A2 1) B Bt » L b T 3 IV e 22 [ 1) —CHo— 2 A R i — A
B2 I B (T R FR b L 5 B BRI DR A AR, HLrR B B A T H i Log
P (cLog P) KT4; HFridkaZ B AA & B A X-Ri-XI AL &4, Horp 4N X ST Hb A B8 2
s HLR1Z Co 2 Co Ve HE B Co 2 Co V. e i , He v It IV e ok (] ) —CHo— R A h () — A B 2 A
M i e K LR B e i | D7 BB R I D B 1 B A, B NIV e i A ) - CHo— 2 A T
—ANEE MR AU

[0019]  Sy—JrE R G, KR EATE R BA 75 BB\ AT BERY S RLA7 £UHY ik
BRI HA PR AN B AN AT BB SN 5 ) A2 IR BRAR R 28 B i B 2 B T, Horh irk iz A
P ik S R AR BE R EEAE L 3= A1 D LOYE R Y, B ep s 2540 B I E I, ik R A M) LR
T0.3mmo 1 /% () 55 W) EAKR A 45 -G B IR &1 H S48 B E i, Brid -5 LA K T4
3mmol/ VLR G MRS ELS G IRV .

[0020] X —7J5H & MR AW, HoA S BAT B T e B B R B ) I A 45 R RS R B
TG, e ik 1 L far 45 UEAT 222019 0mEq /g ) L ey 5 2 AT 22 /0200 . 0g /mo 1 ) 73 F & H &
S RIREE B S BN IE LT 4 RS, Prd 2 D — MR IREEBCR AT ) 1og P (cLog
P) KT 4 B Ik IE s AT 45 s P B — DA S BT i 1og P (cLog P) K T4/ g
WRBEEL o

[0021] s — U5 ARG B A, HoA 2 HAT vH TG T B R 8 1 T r A 45 R SRS )
T, Herp Brid IE L fr 5 5 LA KT 17 3mEq /g Y a7 255 5 AR AR 25 44

A —

0022
[0022] R{

N

[0023]  HEANRoo 7 3l Ca 2 Colll 458 FE B Ca 48 Ca Y e 3 , He b i 3k Y e 35 3k 4] ) —CHo— 35
I — A B2 ME I E fe A B A 2D —NMERER S IR A4 S8 A, &
MeFEEBRREATHEH log P(cLog P) KT4.

[0024] N —Jr =&, KA AW B o B A 0, KR Co 2 Cis T
B P75 4\ -NH-C (NH) -NH-, -NH-C (NH2") —NH— — F B IR R R B Co 22 Coo Ve A , He v ik 1.
Jot 8 L A 1) —CHo— 25 [ v 1 — N B2 A R B e e A T L IR L B o i L 05 B B BA )y B (A1 %
X5 BT IA P 5t 5 2 [ 1) —CHa— 22 [ P 19— AN B 2 I 2 2L HUAR s Raod& Co B Cro P it 5 P %
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B TP B ZR PR Co A Cro Y e A, o i MU pe ik i [ ) —CHa—2k ] o Y — A B2 8
f Ak SR BRI BE A 5 R BURIA D RE AT X HLARE D Roo T AL Co 5 CollE A B C2 22 Cs
522, e 3dR I Joe 5 5k [T (9 —CHo—22 JA] PP () — A B2 B I R RE 11 #5404 A B
SEMF, Frid R AYLAET 0. 3mmo 1/ 52 (K 3R A WIIN EAR NS IR 5 H 58 FIBIWE RS , Bir
BREEYAKTZ13mmol /Si R GRS E E S SRR .

[0025] ST mi R R AW, A S T4 B R AR RIS IR AR ) R A I ion, Horp
JITid i A2 BAT LA R S5 IR a2 i »

N AN
Ry R5
“~ P
[0026] P \R
R 2
y 2 \NH2
HN @)

[0027] LA B AR ST 1 S Co B2 Co I 5t FE TR Co 52 Co MV J5t 32k , HL v Fir 38 P 5 2 2 [4] () —CHa—
BRI — DB R DA B E GE A BAX, HLRasg Coft Cooll et L IV 75 B — FF i i
T IR T Co 22 oMl e 2 , HL rft T 3 1 45 25 5 [ (1) —CHa—25 [ v (1) — AN B2 AW B e 99 5 L Tk
5 FRpe kL 57 FE BRI D RE B B X BT A R AR I JITER - B A X -Ra—X AL & B
HAH A, AN X7 2 B A3 E , RiAE Cs 2 Ce MV e AL B Cs 22 Cao MV e 3 , o+ BT il P 58
i A () —CHo— 225 1 ) — AN B AR G B T R PR e it L o5 BRI D se A B AR

[0028] X —Jy i 2T A H R AR R AZ R BAR I SR S BRI &4, Forh vk g sk & By

DL 2 ) 3 i -
HN NHy
\Rm sz/
[0029] ; Rt :\ "
Roq S
[/ NHZ
Hald

{3)

[0030]  H:rhr g Rou S ST b Co 22 Cs , Hi v T 3k S e ok 35 [ 1) —CHo— 25 [ vp ) — AN Bl 22 M4
/DN JEF B, HR3u&CoZ CroMP e 3 P 75 9 . FF B 3L 4 IR B Co 2 Cro W e 2 , Ho
JIv it NV fye 2 2 [ B —CHa— 25 [ ) — N B 22 AR i Bl 2 T IR W A e 2k L 55 FE BRURF1 )y
Re A B A s ELAT IR SZ BC B A4 I I EE V B sUX-R- X AL S R &, Hop BN XhaT i
B LR, HRiFECo B CreV e 1 5 3 SR I IR S BY Co 42 Coo V. 8 22 , L Tk P 452
L 1 ) —CHo— A ) — N B2 A B i et S T IR B0 Joe ik | 07 BRI D e A1 B A
BT I . At = A [ ) —CHo— 22 ] Hh A — AN B2 MR B LA

[0031]  gt—B Uy &R &, A a4 3 2Bk AR A IR AR R S HE
T, H RN RS I A Co. 52 Co I 5t HE B Co 22 Co VA A2 , L my Tt IV 5 58 32 ] (1) —CHo— 2 [
R —NERZ DRI B BB B AL HR3ZCo T Cra P e L P 75 3 . — B 3L 22 3R B C2 22 Cae
P AE A 5 H v BT I ST fe R [ ) —CHo 5 [ o ) — A B2 AR i P s L Tk I B e i L 7
FECRI DRe B BTid R S R BUR B — B i B DL O AR A U e
kg5 A 7 R b R E I, VPR bR . OB k) ek (NI L R L R IR e L (bR D) S

10
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52— 2RI EL) -m- CRID) -1 ACule ik  2- 2RI 2 ) -1 - Gulie e . 2- (32
RIT R -3-F -1 2 Gkt  2- CZARYI R -4-F - 1 -Gkt L 2- CZIRY
(R Z4E) -1 A -m—75 e Cube 25 2 CZ AR S m— (e -1 -Gk 2t 2- 2R
P —m- OF £5) -1 -Gk 2k  2- CZAR AP B 20 0E) m— R B -1 A fii 2t 2- 2R 4
128 H8) -m- WL - 1SRRGt 2k L 2 AR I Z AR — (- 1) —F - 1A ARG 2k L 2- (AR P
(128 58) -m— - 1A ARGl 2t 2 AR I 2 S -m—FR 2k -1 -G B - (Be i 2 0E) -
m—4E AR Cufie 3 sm— (B ZR IF) Cubt 2 sm—E 3 -2— CZ AR L) — 1 —H ARCul5e 2 = JE -2
2RI AR -1, m- A ClE 2 sm— (x—Z FEC T L) 24P Culit it L (m—1) —Z H—m— (FR
) 15 ARCubE 2 m— (OF B be R 2 ) —m—A ARGt 2 sm— (x— (B R RAR) O A 2 AE) —m—2
ARCubit 5 sm— (x—ZA ZEC it HE 20 L) —m— 2 ARGt 25 s m— (x—ZA 2 —x— U ARCe L 2 L) -m—A G
FEdE om— (R FECHEFE A EL) m—E AR CubE L sm— (RIS A ) m—SE ARGk 3 sm— (xR S
Cobp It L) Gt It sm— ((x—1) - FECbE R ) m—E Gt i vm— (x—FFECole I
) m— RGeS sm— (x— =B AR Okt ) R IR Cubt 2 m— (x— (2— (W48 ) R P B )
Cxfit 2 2 ) -m— 2 AR Cubt 2 m— (x— (3— (Ba el ) O FP I 2l ) Clie e 2 ) —m— AR Cufit 2
m— (x— (4— (el ) 28 BE2d ) Cuobt A 2d ) —m—%Al AR Cube 2 T4 il A

[0032]  *Rus—Rar—Ris (4)

[0033]  EHH A, H P RissECo B Cro MV T3k, Rarse 1, y— - (1-FF LR IE ~4-3%) Cy I B , Ras
FECo 22 Cre et , mag 322 1 20 KL, ot 1 R 1 20 B, y i L B 1AM B8, Hoz i 1 B 160 55
[0034] A B 3 — 5 A B A LA S5 A U6 i -

HN, NH,
e
st\ /R:zﬁ//
N Rag—M
[0035] % g
Rog =N
TNH;

HaN (6)

[0036] ot fpANRos il 37 1 A& Co 2 Codll 5t 3 B Co B2 Co MV e 2 5 v BT 3R WP 5t 3 3 (4] 1 —CHo—
HHAPR—DEE N D — DB E Re I B A, HRas & Ca A2 Cre MV e AL B Ca 52 Cro 5T 4
b B3 MV 2 R [ ) —CHo—J [ v 1) — AN B 22 A A B e B L TBE L I L PR b i | 05 Bl o
W ige R AR

[0037] N — T & ] FAENR T IR EE G A R A4, A fE37T CHI & A /D T2, 6mM
AT R R 2 P BE W TR R A Mg B A 2 MR HAE3TCM e a2 T
5. OmM A= IR R () 22 PRV IR SR S L 28 SR YO 455 T 2 VTR

[0038]  HiEs H [ FAIAFAERE A2 B 7 B i HAR o 76 T SCHR .

[0039]  AHIFEW KLLFIE

[0040] 1. —Fil I &Y, HAE A7 -BABUNAS AT BRI S SLA7 20 i B4 AL HL
A A BT BRI SRR s ) A2 B BRAR ) 2R 515 B B R o, Hoh ik i 44 5 vk
ACIRHAR I BEREUAE L3R 291 1. LHYE R P, B4 A0 A AR ADI 52 DU, ik e 58 & 7 A
A %2 /00. 46mmo 1 /g 0T HRVT BRI 455 55 M 7 o

[0041] 2. —FhI R AW, A HARA BT \ATTRE R SRLAL 55 1) i 5 AR FHAZ TG
AR S RL= ), Horh Bk 28 A W e e 2 UL 454

11
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[0042] /

(H

[0043] HH
[0044]  RiofiT A H ACHRHLAR H 42 Co % Cis Ve 2 . —NH-C (NH) -NH-,-NH-C (NH2") -NH-E{C2 %
Coo VAt A2k , HH B ot M 2 I [ 1) — CHo— J: [ v 19— AN B 22 AN R e e 22 TR B L B e s
o & PR Ihfe B B AR, BRI P 4 3 35 ] 11 —CHo— L [ o ) — D ER 2 A 2 L BLAR
[0045]  RaofiTAE H f& FEAR H A2 Co B2 ool e At P 57 38 . — R IR R IR B Co B2 Coo P fe 25, FLrp
v S 5 8 5 [ 1) —CHo— A R ) — N B2 AN L N - e it L B e i L 05 R B BA Dy e A1 %
s
[0046]  FANRoo L7 A2 Co %2 Co MV BE FE B Co 42 Co Y J52 38 , H A Tt S 5 2 2 [ 1) —CHo
W) — DB DB E RE B AR H
[0047]  RioB{RsoH ) 2 /D— D REGIHHE H I log P (cLog P) K TAM B AKPERA o
[0048] 3. —FhIZR AW, A BA SA BB\ AN AT BE 1 S MAT A 1) % B A4 RN 22 B
AR S RE= ), b Bk 2R A W B e 2 UL 454

Hol

Rog

[0049] /

INAY V4T as
e
=
=
£

(1)
[0050] e
[0051]  RuofiTA: B 2 BRER A& H A2 Co %2 Cio MV Bt 2 . ~NH-C (NH) -NH-,-NH-C (NH2") -NH-ERC2 22
Coo MV J5e 5 , FHp BT i M7 A5 o 2k [ 1) —CHo— 8 [ R R — AN B0 22 AN I i 2 2 W Tk B L B e
B ZR IR I RE [ B A, BT I I e 3 L A ) —CHo— 3 [ vh () — AN B2 AN L B
[0052]  RsofiTAE H & B4k H & Co 22 Co P 5t 3 5
[0053] 45 Roo ST M F2 Co 5 Co V. 5 FE B Co 28 Co W 8 2 , H oy I3k W0 5 o ik [ A —CHo—
[ — AN B MBI B Re A A B
[0054]  Rio B ATHEHM log P(cLog P) KT 4B AKMEIEA o
[0055] 4. —FhEZ AW, HAE BN BB\ AT BE I S A7 A 1 B B A 2z gk
BARP B, o TR R AR e B A L 4

12
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[0056]

R1 o NH

S

(1)

[0057] H
[0058]  Ruofi7 4 H A8 BX H A H /& Ca A Cro MV JE A B Ca 42 Cso MVt 22 , o H BT ik S Joe 2 2 (4] 11 -
CHo— 2 A 1 — AN B 2 WL % i Tk R PR e At L 75 FE B A I Th R A B AR
[0059]  RsofiTAE A i B4 H A2 CoZ2 CrodV i s L IV 0% i . — FR IR B Z IR B Co B2 Cro U Joe i , ot
JIT 3 M. ¢ J5 255 AT ) — CHo— 2 [ v 1) — AN B0 20 I A I i e 25 L TR L I W P e 2 5 B BUR B )
ReA A B
[0060]  AfARoo it 7 b A& C2 %2 Co MV 452 F B Co 22 Co U J52 35 , e v T 38 1 52 5 5 [4] ) —CHe— 2 [4]
R — AN B2 N e B B A B AR
[0061] 5. —FhIZ A, A EARA BT AT RE R SRLAL 55 1) I 5 AR F1AZ Tk
AR SN, Horb TR A ) e oA UL 45 4

HoN

[0062]

{1
[0063]  Hrf
[0064]  RiofiTAE H AT Bk A H. J2 Co %2 Co V. e FE BY Co 52 Co MV e 3 , L vt BTt SV e 2 B [ 1 —
CHo—22 [ HH 1 — AN B2 A HE B Fie 22 T T P Joe 2 O S B R A T BB T 5 AR, BRI
$5 I [A] [ —CHo— i [ H ) — N B 2 A R R AR
[0065]  RsofiT 4 H & BAK H A& Ce 2 Cro MV 5T 3k L P 75 3 . — FF L3 PR Bl Cs 22 Ca V. e 2 , FL
FIT 3R V. 45 225 2 [ 1 —CHa— 22 A P 1) — AN B AW I e s B 2 Tk T L PR e 2 L 5 R B R Ty
RelA# A B
[0066]  AEANRoo Mt 37 1 H2: Co 25 Co MV 57 B Co 2 Co U J5e 35 , i v i3t I o 2 o [T 11 —CHo—
H [ — AN B B L B B A B AR
[0067] 6. M 4RI EH 2B 5 E—IFTR ML R A4, A iR R A5 Ma S U e
122915V FR P 1 Bl 2 4P e A0 e S
[0068] 7. HE4ETH H 286 HAF— TUHTIA I 5 AW, Ho v B i Jiig B A4 5 ik < BK B A 1) R
IRECAEL3ELAL L. LIKTEE N .

13
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[0069] 8. ARG H 2 = T AT — TR (K f Z A1, a8 FAR AR AN e 2 i 2 A %2 /D
0. 46mmol /g THEVH BRI 5 G5 M 7T .

[0070] 9. —FiR& AW, HAE BEA A BABU\A R B I S AL 5 1) i AR A A
PN B = AN T BE 1 S BT 3 0 AC IR AR I S B2 40

[0071] PRk RAMIAE T K,

[0072] Pk fli i U1 22 20 JUAN R S B IR B I 25 1 — 54

[0073] Bl A B A 2 B A X -Ra-XII AL & 4, J A R AN XM i 2 B 2 4], HR1A2Cs
%2 Cr6 MV 8 3 B Ca 3 Coo M At 22k , o Bl 3R NP e 25 A5t [ (1) —CHo— 2 [ P ) — AN B2 A e e e
HE KB PR GE A 5 AR B AR ER D Re A S AR, HLBTIA ST BR BAR R T H ¥ 1og P (cLog P) K
T4

[0074]  10. — MR &M, HB S BEAG A EABU\NATT B8 1Y I ST £ 10 e s AR A1 B A
PN B = AT RE B S BT 3 A8 IR AR I S B2 40

[0075]  Prik R -EMAE T K,

[0076] Bk A UiE 1) 22 20 JUAS B AR S 4 10— 04

[0077]  BTIR G B4k B A 2 /D f&Cs B Cre MV e 3 V. 75 FL Bl Ca 2 Coo V. fe 3 B BE B, Hovp
FIr i SV 5 28 5 [ 1) — CHo— 385 [ v 1) — N B2 A M 9t i e i TR L I L B e 2 L 05 R B BA 1)
Re A1 A, H Pk e Ak i 2 b — B T E H M Tog P (cLog P) K14, H

[0078] ik A KA 2 B A X-Ri-XIW AL &4, b BN XM 2 B B 5 F], HRiA2Ce
2 Co V. ft S B Co. 3 Co MV Je 2% , L H BT 38 1 e 2 2 [ 1) —CHo— 2 [ A 1 — AN B 22 A B B e e
B TRV VPR BT AL 5 R ECR IR D RE A B A, BT IR WP b i B A 1K) - CHo— A Th i — B 2
IR FEEUAR

[0079]  11.4R¥ETNEH PR K A, Horp Bk 28 B BAR & X-Ra—X, He o A XA 7 2 55
Fe A, HR1AZ Ce A Cro MVt I B Cs 22 Coo MV e 225 » e v BT IR MV e 2 26 [] 1) — CHo— [ H 1) — A
B2 MR DR A B AR

[0080]  12.#34E T H 10FT R MR A4, b BTk A8 B B AR 2 X—Ru—X, e A4 Xk a7 i 2
B AR F], HRiZCo % Co bt A , He v BT I IV 5 Ak 5 [ 1) —CHo— 5 [ P 1 — DB Z A B R R
Thee BB AR, BATIR P e 3 ] i —CHo—35E [ o (1) — AN B 2 A R B

[0081]  13.— MR AW, HAGHEGAA BB A TTRER S BT s 1 fié A4 Fn B
AN BE AT BRI  BLAT 23 S BRERAR I S 53 B B B oo, Hoh prid il 54k 5 prig
AC IR AR ) BE R ELAE L S 3E 291 L LY A, B3

[0082] 4% AIBINERT , FTiA R & YILAMET0. 3mmo 1 /5o i R S WIH =AR A5 S IR £h 5 H.
[0083] 44 B RS , FriA S ALK T-23mmo 1 /S SR A IR /NS & 45 A IRV IR -
[0084]  14.— MR AW, HA S BA H TR RHE B PR B i B A 45 s R A B ot , B
W BTIA TEHL A 45 B A 222019 . OmEq /g ) L a7 25 R0 4220200 . 0g/mo 1 ) 3 & H & /b — 4
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B 4- (3-ZE - IH-IKME 35— 1—H0) T 34— (1-Z8 B - TH- KL -3 -5 -3-2) T2 10- (1-3¢
He—2—F BT H-R I -85 -3—Jk) Z80k (10— (3-Z k-2 F k- I H-BKIME -3 8- 1 -J) 50 .3~
(1,2 FF JL— I H-MR e —3 -85 —3—3) AL . 3— (2, 3- - B I H-mk -3 -85 —-1-3) L. 10-
(2,3-— F - T H-R M —3—4—1—J%) 280 10— (1, 2- — A B -1 -k Mk —3—-85-3-J) Z85E 10—
(1= FF 2~ I H-R M -3 -4 —3-3) 23 10— (3—FF - I H-WK M -3 85— 1 -3) Z83E 10—~ (1-77 -
L H-Tf B — 355 —3—J2) Z8JE L 10— (3- T i~ 1 H-IBK Mk —3—$4—1-J) ZE3E . 10— (L mgE 44— 1-38) 28
F 10— (1-F RIS s —1 %) ZEJE 252 L F L (51 L AL L 4-F A2 (BT AL Rk
FR ) -1, 4- AT 2 (BUT U B e R ) —1 AN S A 2- GRUT S B i R ) -
4= (RIS —1-4 AT 2. 5- (3- (AR AL AR L) -5 A 2- GRUT S e i &
) -3- (A-FR RN ) -1 AR 2L . 5- (R AR B E L) -5 2- GRUT S AL i L
AL) 1HEAR 3R AR 5 AR -5 CE LRI L 2- (BT A SRR IE &) -3~ (1H-
IR —4—58) —1 AR 2L .5 (2— (TH-IR I —4-J8) 2, B 5008 -5 2 (RUT S e 2t
) —3-RIEE 1A 5 QR I -5 AL 2- GBUT AL R R L) -3~
F- 1T 2 5 G T AR 2R -5 %A . (BR) —2- (RUT Al R e i ) —3-HH -1
AN R) -5 C-F AT AR ) 5N A\ 2— (BT Sl B e A ) -3 - 144X
Pk 5- Q-F ik 2 AT 52 URIE . (3R) —2- (BT A R A ) -3 3 -1 -2 T
F.R) -5- Q- IEF A IL) 5N I 6-F FE-2- (BT IR IL ) -1 -2 E 3.
5— (5~ AR L) -5 AL 5—ZFE -2 (BT A PRI A L) -1, 5- AR 5
(A FE -4 AT LRI -5 AL 2 GRUT A AR R ) —5— U — 1 S Ak L -
(AL T BE 2 ) -2 AL | 2— GRUT AU i 2 ) -3 -1 AN 56— Q- Jt
L IER L) 5SS 2 (RUT A PRI L) —4—FF -1 S AR e 5 (e R ) -5
FAR IR IE L 2- RUT S R IR A 0E) —4-FR -1 AR T R 5- G-I A R A L) 520K
20— (BT B A B A R L) -1 -F AL 5 (IR IL) S5-I 4 ik

[0141]  *—Ras—Ra7—Rus 4)

[0142]  BYHA A, HrPRas/E W3 Rardt 1, 3- = (1-FF BLWR g —4—J8) Tidke, HRasie 283,
[0143] 44 AR¥EI0 H 398040 TR KR A4, Horb firak B Ads o 2— GRUT A A e A 2 5S) —3-
(LH-F| W& —3-38) —1 -2 AR 2 . 5 (2- (4- (R RE L) KF B ) R H5-E .
(4,5~ - 1H-WRME L (10— (hme 85— 1-38) Z35E . 2— (LH-Mg|Wk—-3—2%) £ 2 .5- (2— (1H-Mg| Wi
3-8 AR S A, L 2 -3 (TH-W| W —2— %) —1 -4 AR &L . 3— (1, 2- R k-
TH-BE M —3—-85—-3—3L) Pk 10— (1, 2— — FF - H-Ik M —3—84—3—32) Z&3L 10— (1-FF -1 H-Bk
W3-8 —3—J) & | 3— (BEME-3-85-3—J) P 32 B TA B . 3- IR O B TR L 3R Ry 4k
3- (24 TR 3 (1-FF ML g e 8 — 1 -2L) P 24 3— (2 FF S ME k-3 45 -3 %) TR AL . 3
(F3F [d]mEme—3—-$5—-3-3%) 7 3k . 3— (JU S~ L H-BEWy $6— 1 —3) TR L 3— (3—FP Jk— 1 H-Ik me—3-
B-1-2%) TR 3— (1-FR -1 H-IR -3 $4-3 %) TR 23— (3— (3-Z JE TR ) — 1 H-IK ik 35—
1-58) AL 3 (1- (3 L TA ) —1H-IR M -3—-85-3 %) A2, 3- (3— (- = H A4 1 %) —1H-
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K =3—55—1 —F) AR 3 (1- (5= H B JI8) — LRI -3 -3 ) P4\ 3- (335~
IH-IR =355 —1 —3L) Y3k 3— (1 -3 - | H-IK M -3—5-3—H0) AL . 3— (83— (9- (3—F - 1H-k
W —3—§5i—1—28) 55 —IH-IRME-3—85-1-3) Y 2L 3- (1- (9— (1-F 2 - T H-IK I -3 -5 -3-3)
FFL) —1H-TK -3 —35-3-F5) TAHE 3 (1- (9— (3-F JE—1H-BK M35 - 1-3L) £38) — 1 H-kme—
3-85-3-3%) AL 3- (3- (9- (1 -H B~ 1H-IK M - 34 -3~ 3%) T38) ~1H-Kme-3-$5-1-3%) A
e 4- (3-ZE -1 H-IR M —-3—85—-1-3E) T 34— (1-Z8 -1 H-mk M —3—-$4-3—3) T . 10- (1-%
Fe—2—F FL -1 H-BK I -3 -$5-3-3%) Z83E (10— (3-Z8FE—2—FF JL— I H-Ik e -3 — 1 —Jk) 285 .3
(1,2- - F BT H-mk -3 -85 -3—F5) TA 3L . 3- (2, 3- - FF B -1 H-mkme-3-85-1-35) L. 10-
(2,3- " F - T H-IR M —3—4—1-J%) 280 10— (1, 2- — A B -1 H-mk Mk —3—-85-3-J) Z85E (10—
(1= FF JE— T H-R M -3 -4 —3-3) 2L 10— (3—FF - I H-WR M -3 85— 1-3%) 283 10—~ (1-77 A&~
TH-BK M —3—$5 -3 -3L) ZEJE 10— (3T FE—TH-IKR P -3 -3 —1-J) Z8FE . 10— (bme $5-1-3L) 28
H 10— (U-F LML g b g —1 %) 280k (252 A 0k (251 R R Ak L R4 A

[0144]  *%—Ras—Ra7—Rus 4)

[0145]  BRHH A, HibRassE W ZE KL \Rurfe 1, 3- 2 (1-FR JEWR I —4—45) Tt , HRus e 220,
[0146] 45 AR¥ETH H 39 A2 A — T A K &R &), Horh Bk (R 47 E k37 b 2 —C (0)
OR49+—C (0) Rso, Fo HRao A& S LB 757 3 , HRso A2 23 &AL e AL B 1S e

[0147] 46  WRHE I H 39Fr R I I 5540, Horb i 28 IR B A4 2 L IR A7 20X -Ri-X 1
WAEYB A A, HA BN XS 12 B 22 3 3], HRuAE Co B Cre P 583 L P 75 3 . R R IR OR
FE B Co 52 Coo V. i 3 , He o B3 SV 452 37 5 [ 1 —CHo—F& [ A 1 — AN B2 A B e B 5 Tk
B PR e | 5 R B R A D e [ B AR, BRI IA P e 2 2 A 1) —CHa— 2 [ v 1 — AN B 2 M 2
FEUAR

[0148] 47 MRHETH H 39 46 AF— TR K I SR A4, 4025 LA T SR AR 1) BE R v 20588 IR %
F L1608 /R % B iAo

[0149] 48 ARHETH H 39 R 46 AT IR B & 5K A4 05 DA i BR AR 1) R /R T 4588 /R %
2 L1508 IR % B Ak o

[0150] 49 . MR T H 39 46 HHAE— TFT & (W) e JR A4, A0, 75 DA Jig B A4 1) BE /R T+ 49 10 BE
IR % ELI30BE R % FiAAk

[0151] 50 . MRIETH IR 12,27 M29 49T — T ik I Jc SR G4, Forp X e AR IRV
TR ANE B A A .

[0152]  51.%4ET5 B 298501 T — TR e 5 A4, Hoh R E Ce & Cra P 4 2

[0153] 52 WR¥E I H 51 BRI IS A1, Ho AR W S BL B0 ek

[0154] 53, MRIETH 2.5%88.10.20-26.29.37.38.40 % 45147 % 50 HP AT — T B 3 () i B8
AW, AR B R0 A& Co 32 Co MV e A2 , Ho v it S 5 32 [ 1) —CHa— 2 [ Hh () — AN B 2 A i 72
FEHUAR

[0155] 54 #2510 H 53 TR IR &4 » HoPRiEkR104& —CHa—CH (OH) —CHa—.

[0156]  55. %3351 B 298 54T — T TR K R 5 54 , Ho A RaBE Rao & Ca &2 Cra i K A
[0157]  56. MR 450 H 5o TR FZ 4, HohRsE ReoA&: ] Jt o

[0158] 57 ARHEI B 65k () i 5 54 , ForhRe Bl R0 M. 28 5

[0159]  58. MR 4T H 2.4%8.20436 MI39FE 54T — TR K i 5 A4 » Ho P Ra Bk Rao &
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[0160] 59 . MRHEIH H 258,202 36 139 58 HH (T — T iR I ISR &40, Ho B RaB R0 Ml
S A Co B2 Co V. e 2 o

[0161] 60 . 2 H5 101 H 59FTIA NI F& 5 B4 , Horh BENRoBI Roo M 37 1l A2 Co 22 Ca VI J5e 5 o

[0162] 61 . M5 H 60FTR M e R A4 , Hoh BEASRoB Rao 2 VTR 42

[0163] 62 HRAEIE 1 261 -P AT — TR A FR A4, FEA 7R 8 5 IR A 1 4 58 L
FIEA R L0 5% I RS I S B Eh IR % Rk & K& /D25 % AN 5 & R & .

[0164] 63 MR LT H 62T IR M e &4, Hh ik W 45 & B B % kgt & K £ D
50% .

[0165]  64. MR HETH H 6 2FTR I G4, Horh ik A N 45 &5 25 B EL SRR % ok 4 & K & /D
75% o

[0166]  65. iR HETH B 6 25Tk 9SG 4, Horh il A N &5 5 25 B EL SR IR % ok 4 & R & D
100% .

[0167] 66 . MR4EIE 1 =65 AT THTR I F K G4, Horp B o T- IR BRI 45 555 A0 7
A FHARSEA TN 2 WS A 2 /D250 . 46mmol /g

[0168] 67 . MRAEIIE 1 =65 AF—TTIR I KK G4, Horp Biridk 0 T- IR BRI 45 555 F0 7
8 A S A 52 W= A %2 0250 . 55mmo 1 /g

[0169] 68 MRAEIIE 1 =65 AF— TR I F K G4, Forp Birik 0 T-HR BRI 45 555 F0 7
A FARSNADN 52 B0 SR Ry % /250, 60mmol /g 6

[01701 69 MR4EIE 1 =65 AF— TR I F K G4, Forb Birik 0 T IR BRI 45 555 F0 7
M FHARANADI 52 T N 250, 65mmo /g .

[0171] 70 . MRHE T H 1 269 £ — PR I J R 54, He AT 2448 ARSI & I & i bt
HIRE RGO K ED2B% MG TR

[01721 71 . MRABEIIE TORTIR I JER G0, Forb Bk A 1 25 5 725 8 244 FAAR SR B 5 ) & e
bt bR R 4E & K2 A50%

\

\

[0173] 72 MR¥ETE T0FTAR I IR GW) , Horb BTk py 45 2 {8 AR B 5 I &
bt SRR kg & K2 DT75% o
[0174] 73 MRYETHE TOFTIR NI B SR &4 , Forb B Ad oy &5 6 758 5 25 18 A 7B 5 ) & A
bl SRR k4 & K2 /0100% o

[0175] 74 MRIETE 1 B 73T — TR R SR &4, SHorp, fEAR I P&, 78 Frid 25 (g
PRI E DL %IRRT R .

[0176] 75 MRIETE 1 RT3 —TRTIR R SR &4, Sorp , fEAR I P&, 78 Frid 25 (g
ST E A5 % WL AR .

[0177] 76 MRIETE 1 B T5H T — T TR IR &9, Jop By T IR BRI 45 A R &Y
3 BN 52 M i 2 /252, 22mmo 1 /g

[0178] 77 MIFEWEH 1B T6H IR R G, KA YA R GME T3TCHAEA
2. SmMAF T HE R K P 1) % PR v B 45 6 B AR BRI R IR JE K T 1. Smmo |/ g R A HoR 45
A AR ER A /N T 1. Ommo L /g R &7, I YT AR AWM E T37 CI R A 2/ 10mM
ATl HE R VA 5 ) i W R N 25 A TR AR T R R RV B2 K T-5. 0mmo 1 /g R A W LR 45 5 1
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AT AR R IR K T4 . Ommo 1 /g A1

[0179]  78.ARIEIEH 1 £76H TR R &), Kb Yk R AW E T3TCHAEA
1. 25mMH 2 48 E R SR 9 FE 1Y 22 i s Y ), BT il 25 6 1 U A 1B R &k (1 9k B2 R T
1.0mmol /gAY HFTIA R &S A 1 HZ M AR W /N T0. lnmo 1 /g A4, 3 H 4 Bl
REREAME T 37 CHREA 2 D 10mMH 2 AR IR Shik FER 2 A I, FTiR 45 & 1 H &
R AR R SR IR K T-6 . Ommo 1/ g 5 A HLF I R 45 & 1) H 2 0 80 B R R 0 K T
2.0mmol/gRKEW .

[0180]  79.—Fim] FAENEVIER 2 & I IR G4, Horp 7237 C RIS A /T2 6mMA- T IR 2
IS, TR R AL ml i fr i 455 8 2 1R HAE3T CII & H £ T°5. OmMA- i
NRRR B 2 MWL, BT IR SR G B R YE 45 5 B 2 MR

[0181] 0. #R¥E I B 79T AR B &4, HE AT E 1 75— AT IR I 4544

[0182]  81.HR4E I H SO L &40, o Pk e 58 -6 WAiT A= B T B A R0 A8 TR B A 1)
R, Horh Pk g S AR AL NG NG N7 N =Y (32 BRI ) -1, 12- U+ e HAS KA S,
o1, 3- AR .

[0183]  82. 4RI H 1 =8I — TR A IR R A&, HE A2 1 24100075 IKEE 2 .
[0184]  83.HR¥E I H 82FT A KI I B &4, Hodh Frik i K b 22 8 212 2 296,

[0185]  84.#R¥E I H 83FT AR I B &4, Hodh Frik i K b 22 8 292 2 294,

[0186]  85.#R{ETH 1 B 84— TR R &1, Hh frik B &Y 2 B A 215050k 2
ZI100CK B H AR R

[0187]  86. HR¥E LM H 85FT A K IS A4, Hodh Frad Wi 2 /N Ek

[0188]  87. R4 H 86 ik i fic 58 &7 » Hovb Bl /B & KARBRIE ) ZNER

[0189]  88.—FMZyMAH &Y, HAU SRR H 1 87— T Frak (Y fZ 58 & W 2 5 ]
P2 IR o

[0190]  89.—FhFEAK BN 32 1k & A ML /5 LDL—JH [ 5 1 g v, FeAHE ) A 75 B 32
WA A S E R YR T E 1 287 T — T Frd () e 56 A W BUR B 10 B 88T iR I 292 &
Mo

[0191]  90. —FhiGIT W52 3 B PR ) 7 %, HoADHE ) A 75 2200 30 52 6l 3 it
AR EMREIE 1 287 E— T TR I 5 & VB4R 10 B 88Tk I 4 H 54 -

[0192]  91.—PiGIT BN 5235 H (I RAT R PR o R0 « AR VRS T4 I oy PR I 288 e BEhE L TBS-D
B R IRV BRI U AS B 197715, A RE M A 75 20 3 52 Wl 35 i A S E M RE D E 1
ZITHAE— T FTIA I S B VIR 4R 10 B 88 ik I 4 MH 510 -

[0193]  92.—Fh M\ Bh¥ 52 i 3 bk BT SR 77 v, HoARR A FHF L0 32l A
RE R HRAE I 1 287 — T Bk ) e 2R A M Bl iR 1 B 88FTiA I 294 &0

[0194] 93 M34R Wi H 89 & 92 AF— i Firak 1) 7744 , o A48 (a1 34 52 35 e VG 97 1 )T
S B

[0195] 94 WRHE I B 93Pk (%) 7732, Forh Fradk v 97 1L g S 140 500 & 45 ik sh ) 52 1l 38 1
P L R e L A AR A (HMGAH B A) 3 J5 B 4700 77 DURR S 24 W - I ] Pt W A 4 i 5510
oo 1 (BD AR B AT A1) R S I o T W00 6] 791 P 40 B804 T 1) Bk g T A 24100 1) 77 L Apo—
BLOOKK) A A B T ¥ P BT 411 77 Apo AFKY 5 RGBS I V% P R 38 3 711) B 1801 1 ] e R i i
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A AT ) B A

[0196] 95 . M4 15 H 93EL 94 Fir ik 1 532 , Fo v 1] vk B4 52 ik 38 1) ) it FH B odk e 28 64
AIFTAR G YT MG 55 R RIE L A A

[0197] 96 . F4E 151 H 93BLO4FT IR (1) 75 ¥ , Ho v 1) BIv ik B4 52 1038 FH 4 it FH i ik e 3R &
B 697 UG 5 I RIE L A A

[0198] 97 AR¥EIN H 942 96 H AT — T Bk (¥ 77v2% , T v Biridk v 97 TG 53 140 791 A2 HMG 5
AIE JE B H 1 77) 5 Bk HMG A B A S J5 B 40 1) 7001503 ) BB DA LR AL I At VT 2259 : BT 46
BARTT S PEARARTT S FRARATT IS ARARTT S AT VT ARARTT A ARARTT BT ARIT | 3
AT S H 2] A o

[0199]  98.#M34R Wi H 9422 96 HH AT — T Firak 1 7734 , Fo b Bira ¥ 7 IR S35 1 7 DUARR SR
290, BT ik DURESE 2540 &5 2R DU VIR TR DU VU DURR L AR DL AR 1 DU E LA 5
[0200] 99 .34 i H 942 96 HHAF— i Firak 1) 7744 , Hovp Birad vi 7 I S 5 160 791 2 M [ e
W ST A ) ) 5 ks O ] TS R S0 i 9100, 5 AR B oK DL

[0201]  100. HRHE T H 89 299 AF— T Fridk (¥ 75 ¥25 , He vp 7E F B ik i 58 5 W LA i ik 52 103
LA B iE AR 0 H R EIRIT2.4.12.26.528 58 2 J# 5 1 4 ML iE LDL T b &2 /b
15% .

[0202]  101.HR4E5TE 1005 R 752, Kb 72 TR f R S W) LTk 32 il & & AN ™
B iE AR S HAERYT72.4.12.26. 5280 5 2 J& J5 P 34 fLiS LDL R b %2 2020 % o
[0203]  102.HR4E5TH 1005k 1K 7532 , Horh 72 - T iRl R S W) LA ik 32l & & AN ™
B 7E A R S H SR 2.4.12.26 5288 5 % J& J5 34 LB LDL R & % /0 25% o
[0204]  103.HR24ETTH 100k 1K 7572 , Horh 72 - T ik e 3R S W) LA ik 32l & & AN ™ 8
B IEA B A H A BRI 2.4.12.26 5280 B £ J& 5 P4 ML LDL R & 2 /30% .

[0205] 104 .34 50 H 89 R 99+ (£ — Tk () 7732, Horh 7E Pk e 58 A LA6 . 0g /R I
H A &EI6EIT72.4.12.26 528 5 £ J& J5 V4 MLIELDL T 22 /015 %

[0206]  105. #RAEIH H 104 F R 7732, Hod A8 ik e R A HI0L6 . 0g/ RECE DI FI & R
J72.4.12.26.528 HH £ J& J5 F IS LDL R % 22020 % o

[0207]  106. #RHEIHE 104 BTk (1 7512, Horh 78 T B 58 A 0h6 . 0g/ REBCE DRI I R
J72.4.12.26.5288 £ J& Ji F IS LDL R % 2 2025%

[0208]  107. 4RI E 1045k 1 7712, Hoh 78 T i 58 A Lh6 . 0g/ REBLCE DRI I R
J72.4.12.26 5288 ¥ £ J& J5 EH LB LDL T 2 /0 30% .

[0209]  108. 434 Wi H 89 & 107 H4F— Wi ik 17514, Horp Frik s 52 ol 3 BA T & 1

JE MUAE B R 09

[0210]  109. —Fhel & A 11T ALRE R IR 1 34 5203 B s w7 v, AR m prid
W2 it A = BRI 1287 E— T ik i i 2R A el R 45 1 H 88 ik 1) 245
MA A

[0211]  110.M34E 51 H 89 & 109+ 4F— T Fr ik 1 7544, it — DA 4 1a) Fir ik 34 52 3 it Y]
1BITRE PRI I 7)o

[0212] 111 ARYETE L IO 7732, b 1) BT ik sl 49) 52 68 3 (R sk e FH Bt e 58 64 B
VAT HE R IR B A A
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[0213] 112 MRHFEI B 107 Pk (1) 7532 , Hov 6] i ik A 52 338 A48 T FH Pk e 58540 < P
AVETTHE R IR B A A

[0214] 113 MRIEIE 1102 112 — TR FTIR 1 535 , Horp ik 16 57 0 P9 1) 7512 fitt e JD
8RN S5 F R S | R Jo — R SAS | ik S AL D i A B4 T D I30G 32 A4 (PPAR) 38076 77 a— B 7
FREE 411 F) 51 B0 T 7 ) TR S I T A 7 o XL B A PR L AR X2 AR (RXR) F5 47t
298 JEBEXSZ AR (FXR) B zh 77 FXRFE 077 7 MLBE 2R IR -1 (GLP-1) \GLP-128404 . —jik
SR TV (DPP—TV) H5II 57  RE 2=  RUE 22 S« SGLT24 b 5] R & 2R R B AT b 3= L P
NI E N RN Y N YUY LR R

[0215] 114 ARIEIHE 113k (1) 7732 , Hod Birad v 97 B R g (40 570 22 RUNESE , 2 BT ik XK
A RO T R R 2 AR 2

[0216] 115 #RAEIH B 113k (1K) 7732 , Hor Birad v 7 1 R g (40 771) A VR MR e — BRI 28S , JHG o iy
T A 45T — PR AR DT AR R SRA% Z R A% BB | A% B B B L2 o

[0217] 116 #RIEIH B 114AFTR ) 7732 , Hor Biradk va 97 08 iR g () 57 e Rt B fIR 58S , G v Pk i
TR IR A A s O R SR TR DK S B R T 0K R R A% B IR A% B B R AR D AR A% 5
W TR A5 LR & 21 R RECH A A

[0218] 117 ARHEIH B 113k () 7532, Horb Firad V&7 0 R 9 1) 7] & DPP— TV ] 7] , e v iy
IRDPP-TVHN G E R A FUTT SRR R AR BT DA YT 4EAS BT B 2 A o

[0219] 118 MR4E T E L13FTIR I J5i% , Horh T i 6 7 0 J 9 () 1) 22 GLP— L S84y , e vp iy
IRGLP-1 AL A& S ZE TR Pt B i BT 06 5 IR L2 o

[0220] 119 MRFEIHE 1092 1 18T — TR I 777% , Jovp AE BT IR B3R B M A BT IR 523
TR AN B iE A R FE AR H AR G718 G ML 2 (Hbae) FREZD0.5% .
[0221] 120 MRIEIE 1092 118 —THFTIA I /5%, Herp AE - PTIR B SR S LA BT id 521
T AT B i A B AR H R 18R 48 I U N % % 2 14mg /dL (0. 8mmo 1/
L) o

[0222] 121 . MRHETTE 1092 1I8HFT— TR 715, Hrh 72 T IA Z 5 A 7LL6 . 0g/ R
ol 5 /DR VAT LS JEUE M AL MLAT R (Hbawe) FFEE/D0.5% .

[0223] 122 MRHEITE 1092 118 T — TR I 7512, Hh 7E TR IZ 5 A5 7LL6 . 0g/ R
B /DRI R R T 18 JE i 28 IR AR R B %2 /> 1 4mg /dL (0. 8mmo1/L) .

[0224] 123 #R4E 1 H 89 & 1 22 F (£ — TR IR K U7 v2: , b Frik s sz ik & 2 A -

[0225] 124 . #3450 B 89 1 23 (L — T Fir i (1) 77 3%, oA R e A /0 T DU A B A7 71 = 19
Bk ZE 54 o

[0226] 125 . #3410 B 89 & 1 23 W (T — I pir il 1) 77 7%, HoAg K it F /DT = AN B4 551 = 19 B
RIERE

[0227] 126 f34E 501 EH 89 & 1 23 (T —TUFT IR (1) 7712 , Hoh B R it P i e 58 90— 1K
[0228] 127 . #3410 H 89 % 126 W A& — T i (1) 77325, o A Bt Jie 566 45 4 LA L g = B¢ 11 3
SRR R S E 2R (PR R R R e B BB O e 1 T =

[0229] 128 . MR#E T H 89 % 127 A — TP ok () J5 %, e v A Kt FH — YR BUAE R it FH P K
TR AR H 2RV RS &R & Rk H =R AR R AR H &5 52 0
75% .
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[0230] 129 W24 T E 128FT ik K 575, Horp g K it — IR BB R it IR 9 BT IR 56 &
(¥ H &R ARYTER 45 A 725 & N BR i F =X B AH R SR S s i RV A A AR H & r & 20
85% .

[0231]  130. H24E T H 128 Fr ik 1K) 77 i, Ho o e R it FH — IR B R it P IR 9 BT ik 3R &)
(¥ H &= (IR BR 45 A 25 & o R R it F =k B AH R SR S s R A A g AR H &1 520
95% .

[0232] 131 #2400 H 895 130 AT — BT iR 1) 77 92% , He AR T 25 % [ Ik B K — IR Bl B
RIFIRI FrR T AW 52 383 4 ek b 12 B i AR 0.

[0233]  132. #3450 B 89 131 HH A& — T il (1) 77 2%, o op A K FH— YR BRUAE R e FH TP IK
TR R A A EA 58K FH =R AR H 20 Frd A = 2R A s A R 4
B NLIRARAH I (1 52 7

[0234]  133.#R4E T H 128 R 1324 F—TRT IR 7575, H Frid H 2R 22 B4
[0235] 134 4B4E T EH 133 A ik, e prid H 22 2 04w B 4.

[0236] 135 MR4E T H 133 A ik, i prid H 282 206w B AW

[0237]  136. MR E 1282 135H T — TR 1 7775, o p Frid B S Ui AR RS 7370
T-4000Pa.

[0238]  137.#R4E T EH 136 TR J5% , Hodh Brid 5 A VIR DR I SE 77/ T-3000Pa .
[0239] 138 4B T H 136 TR J5% , Hodh Brid 5 A VIR DR I SE 77/ T-2500Pa
[0240]  139.#RHE LT H 128 % 138 (F— I 1 7732 , He il i ek 58 & Wi K& A1t
T T B 1 B A kT 16 F H LA /N T 292,500, 000Pa . RGBT RS BELLO . 0 LD 1 BT 4]
R &

[0241] 140 WA H 139Frk i 7514, oAb Brid b+ By 3 B A /N T-2,000,000Pa . s
(IR S o

[0242] 141 WRHEIE 139k 7714, Hoh Brid b+ Byt # 3 B /N T71,500,000Pa . s
(IR o

[0243] 142 M5B 139k (8 7512, Horh Brid k7 B Ui 3 2 /N T1,000,000Pa . s
(IR o

[0244] 143 ARHEITE 139 IR T7 3%, Horb Frd b B UTAR B3 B A7 /N T7500,000Pa . s 1)
R o

[0245] 144 #RIEDE 136 R 143 E— TR 5%, K IR rid R 6k v+ B4
/NT-Z13009 7] R PEFEEL, Forb BTk m e PR $a £ e LR 100% (TD-BD) /TD, HBDFITD 2 Hil 42
2 AR SE 5

[0246] 145 #R4B T B 1445 IR Tk, Horp BTid v M Fe BN T 2925,

[0247] 146 4348 T B 14451 IR Tk, Horp Brid vl M FR BN T 2520,

[0248] 147 AR4E T E 14451 IR Tk, Horp Brid v I MEFR BN T 215,

[0249] 148 #R4E T H 144F7IR M 7%, Hoh Frid vl R 4R E/N T 210,

[0250] 149, —Ff FH Tl & ARIE I H 1 R87THAE— T A K R G 12, HoasaR o
TR i AR 5 BT IR A8 B B A

[0251]  150. — P60 e, L H A DL 4544 -
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HaN NH,
SR Roi”
25\ o 25
N R I
[0252] / " \Rz
Ros P NH,
i ®)

[0253] PR Ros PR A7 I Co 52 Co . KE 3 B Co 52 Co NV A5t 2% , He v BT 3t SV 52 3 35 [ 4] 1) —CHa—
R — DM 2 D DB E 587 B8, HRas A2 Cs % Cro P bt I B Cs 22 Cro MV e At 5
o Bt S e 2 R A (1) —CHo— J [ v () — N B 22 A W I i e L TBE L R L B e 22 | 05 BB R
W Oige R AR

[0254] 151 K34 50 B 150 Frad (1) i , e A g Ros B 37 1l 2 Cs 22 Co MV Jm 5

[0255] 152, HR4E T E 150 TR % , Horh A Ros xR 52

[0256] 153 #3411 H 150 2 1525 fF—TRFT ik (¥ i, o HHRas & Cro 22 Cra Vi 2k

[0257] 154 1R4E 1 H 153 IRK i, HorbRas e M58 5

[0258] 155 fR4E 11 H 153 IR iz, HorbRas e - e dk .

[0259] il fapok

[0260] ] 1 A %) T 7 25 1 20mMA A= T IE PR FEE 1 1) %% B IR VTR &5 6 77, R 45 5 1) ATt IR
Mg Tk 2 55 255 1R A T IR Ak 2 ) i 2R

[0261]  [&] 1B 7E 2 15 5mMA A Fed JIE Bk B2 T 1) 5 Pl L AHIRD S B 2]

[0262] K] 2A5E %) T £ 2 1 20mMA H 2 B AN B W JE T 1) &% PR VTR 45 5 77, RES S B0 H
ZAM AR R 2 5 45 5 ) AT R o 2 11 ot e e

[0263] ] 2BE 2 15 5mMI H- 2 22U IE R 2 1 5 B 2ARH A1 1) il e 1

[0264]  flRiksKit Ty S0 Ak

[0265] AW Z&n] T 45-a Rt SR &Y B & Ik R G 25 a4 Uk
BT e R RE B PR BXORT B 52 20 T il Hh R RV B2 2% 5 R0/ B33 N i) IRy B8 R/ B
R BR AU = A 1 3 (5 HE v ) LB IR B T7 7 5 1% 07 V2 R i 1Al A 75 I B 52 2 it
Pk R A MR BEAT o TR B R & W I 5 i 5 BV IR 2 5 R IAH B 38 iy T &5 S a vt
ERIRSE AN /B BN/ B AR B JE TR R S R A S B S A L I BT LA A L A
JE A K PR AN/ B A A DA X PG Do TRy SRR SR A R/ BUS & R IR
VIR AR 17 AE AR SCRT A et AT A B SR AN 5 B 38 g R T B DA #h e U7 £ B
FERARIARESE |, 78 B Wi b Ui e 77

[0266]  Prik R ST AT AR BAN B BUNAFTRE K SOSAT A i B 4 A2
A PIABL=ANTT BRI SN ) S AR ) 58 A 1 T 55 0T, Herb ol i A 5 ik 22 Bk
BRI BE/RECAEL I3 AL L. LRYVERE A, H S0 Al S P AT 2 0 B, ik e R & E A £
7120 46mmo 1 /g (10 T HRVT BRI 455 55 M 7T o

[0267] i H., ridk e 28 AW ml A& B 75 - BANBUNAS RT BRIV S RLAT U i B A FISE
SR AR 1) S 27, e i B8-S P16 B o HoAT R L 544
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[0268] /

(L
[0269]  H:dRuofiT A I AT Bk B A HAE C2 % CrslV J5E 3 . —~NH-C (NH) ~NH-. -NH-C (NHz") -NH-B%C2
%2 Co0 MV e 35 , H v Bt S 5 2 22 A1 1 —CHo— 32 [ v (1) — AN B 22 A B e i e 22 Tk L B85 L R e
TR A IR ThEE F AR, BTIA I 5t 3 FE A Y —CHo 32k B vh () — N ER 2 AN R FE AR s RaofiT A=
H % AR H A& Co T Crol P et V75 FE . — FP IE L 24 IR B Co 2 Cro V. e AL , L Hp BTl I e e L[]
(1) —CHe— 222 A HH 1 — AN B2 A W i S PR BE S o7 S B R T R A B AR s B8 Roo Bt ST 4
FECo 2 Co VAt FE B Co 52 Co MV e A2 » e BT W e 5 1 [ (1) —CH— R A o 1 — AN B 2 A B i
BB B8 HRuoBRsoH I 2 A— N2 B ATHE H Log P (cLog P) KT 4Bk A
[0270] PPk R i v & B 7S AN BN T BE 1 SO 25 1 i B A 122 Tk B
R B, Forp TR RS o B A U — 0, Hp RuofiT A B ACHRBR AR HLZCo
% C16 WV 45545 . —~NH—-C (NH) -NH- —NH-C (NH2") ~NH-B5.C2 % Coo MV 42 3 , v ik SV 5 ok 2k A ) -
CHo—2 [ (19— AN B2 I W e e 22 Tk T8 PR e R B R IR D Re A B X, BRI P e Ak
() —CHo—22 [A] v (1) — AN B 2 AN B RS BUAR s RaofiT AR I B B A HL A Co 32 Co MV 2 2 5 5 Roo it
N1 A Co 58 Co MV e 5 B Co 22 Co M Jot 5, H v Pl ot I 5 A2 35k [ 1) —CHa—J [ Hh 1) — N B2 A 4
BEfEE G & A HRio BA THE H ) 1og P(cLog P) KT AREEAK R o
[0271] g4k, Bk R A AT A& BA 75 - BANBUNAN AT BRI ORLAT A i B A s
R BRI S B2 7=, He v Bk 58 S 0 B e AT L — e 454, FLrpRuofiT A48 B ACIE 44 HL
F&CsF Cre MV It L B Cs 5 Coo MV e F2k , H: v i s W b 3k 2t [ 1) —CHo— 2 A 1) — A B 22 S Bk
i Bl TE R PR bR L D5 R ER D BRI A s ReofiT AR B I B A HLJZ Co 2 Cuo P e 55 L I 55
i U BRI PR B Co B Coo MV e S 5 L FP BT IA IV e 3 I 1] ) —CHo 325 [4] Hh ) — AN B2 AN B B
Jie Bl s TE B ERJGE R L O SR ERZR IR Dy Re A B AR s HLAEAN Roo Bl ST 52 Co %2 Co MV e S BRL.C2. %2 Co
15t S S 17 0 0 7 = i [ R O e i [ Rl 3 R M=V A o 4 L 7 = i
[0272]  Frik R i v & BB 7S AN BN T BE B SR 25 P i B A T2 Tk B
W R B, Horp TR RS e B U — 5 0, Hrp RuofiT A B AC R AR HLZCo
%2 Codll f5t FEBY Co 2 Co MV J5e 5 , H Bt NP e 35 2 (4] 1) —CHo— S [ A 1) — N Bk 2 A BEAG Bk
B TR VBR VPR BT AL | 5 R ECR IR DhRe [ B A, BT W b e R ] 1 —CHo— A TR i — A B 2
WL IR AT s ReofiTAE B Rc AR HLJE Cs B Cuo V. e P 5 3 . R B Z ER B Cs & Cas MV b
e, o B MV 5 e [ 11— CHo— 22 ] v 1) — AN B 22 A W5 i Bl s L TBE L B A e 2 | 5 B
TN TR A B AR HAFASRoo ST & Co 58 Co M 5t F B Co 5 Co VI f52 3 , He vt BTt SV e 3 5 [
() —CHo— e [A] h () — DB 2 M LG B Re A B 4.
[0273]  ARSCHTIR ) SR A4 4 158 R A& AR AT 58 A4 A I & s n] A 427120 . 46mmo 1/ g (1) %) T
AT BRI 45 A o5 A1 0 o AN SCHTR I G R A0 v A 7R 3Z 240101 LGS P 1 BT idk i o
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14 55 Bk A8 I BE AR EE o 6T B U S I IR G0 & (e i s+ n] B
HHMIEL LR,

[0274] Pk SE A Wik nl A & BA 7SS AN EO\AN AT BB 1 S MEAT i 1) i AR HLA R
ANBEL =N AT BRI RS 5 R A I B AR, Lo BT IR SR S ANTE T K B b 80 1) 22 20
JU 2 AR AN 26 15— 50 40 IO ROSE 4 » il A8 B B A e A X-R- XL &4,
A AN XS b B 2 3 ], HRuAE Cs 22 Coo P J52 3 B Cs 32 Coo MV J5e A , T vp FIT 3k WV e S S [A]
(1) —CHa— 32 A Hh (1) — AN B 22 A BRI e« 22 S T T PR e 2k o5 SR B R 3R D e A &% AR HL T ik
LI E H Log P (cLog P) KT4.

[0275] TR R&SRE AW nl A& BA 7S A EO\AN AT B8 1 S RLAT 8 1) i AR R 2 R
B AN AT BE I ROSLAT 53 (1) A8 Bk SAR IR [ R4, He v Bk A AN T 7K Bt i A 44
JR 1 2D AR SRR SIS 1 — 35, B e B A 32— AR Cs 2 Cre M BE 2 L IE
75 2 B Cs 42 Cso MV e 225 1) Bk B, . A BT 3 NP e 2 256 [ 1 —CHo— 22 [ v 1) — N B 22 S BB T e
HE KBRS ER R AL | 7 SR BRI DR A B A, B e AR ) 2 D N R T R ) Log
P (cLog P) KT 4; HArd A Bk & BAAX-R-XIPIL &4, Hrp BEAN X7 b 2 5 L 3
» HR1ZCoF Co Pt R B Co 5 Co M e A2 , o i B o MV 8 A2 4] 1) —CHo— B A v () — N Bl 2 A
BEIE NG Pt KBS L PRbE Ak | 05 BB AR BE D e 1 AR BRI MV e e e [ (1) - CHo— 2 [ v (1)
— AR AR AR

[0276]  #t—&, Frid K SV A ST R BHA 7S BB\ AT RE 1) SBLA7 1) iZ
AR A B RSB =P RE B ORI s () A8 B ERAR () 58 A I B 2 T, Hop Brid i Ak 5
Fridk A8 I AR I BE R LU AE L D3R L1 LI R A, HLH A s 25 {3 HIBINSE I, BT ik 586 W A
fIKT0. 3mmo 1 /5 (1 3R &M EAR S5 A B IR £8 s H 48 FBIE I, Frid RE W LR T4
3mmol/FE IR ARSI LS AT IR «

[0277]  Frik R AWl B8 AW e BA U 254, o Rio/2 Co 2 Cre It Jik  E 5
i \-NH-C (NH) ~NH--NH-C (NH2") ~NH- - FI FE IR R B Co 28 Coo V. fe A5 , He v Ik IV Joe ik i ]
(1) —CHa— [ H (1 — AN B 2 AN I e« PR S Tk S I L PR e 2 L 05 FE B 3R Dy e A AR, BT IR
NP A5E 375 35 A 1) —CHo =28 [ P (1 — N B2 I R L BUAR s Raosg Co 32 Co P e 225 I 75 2 . — FR Ik
HE IR BN Co 53 Cro e 25 , e v Bt S 5 8 [ 1) —CHo— 22 A1 R 1) — AN B2 A A B i A
Tk | I P e L O FE B R R D e A B AR s HLBE D Roo ST M2 Co %8 Co Ve BRLCo 52 Cs M i 2
b B o MV e 2 R A 1 —CHo— 2 [ P 1 — AN B 2 AN B i B R 1 5 4 24 A BN 8 I, Py
BEAWUACT0. 3mmo L /W R AW AR SN S AR &6 s H 0 FHBIERS , Frid R 51
PLK T 293mmo 1/ S B B MIRIE N R B A G R IR /£ — 5 0L, rid R 5 a & A
HNDBABUNAT] BB 1 5 ML £ ) File B AR R AZ B SRR s B2 HL R1ofiT A2 B A8 BA T 5
4 H Raofi7 42 B e B4R . AR LGB IR, 24450 FHBIN 5 i Fir 3 e 58 5 A 5 A T R Eh DR T
0.2mmol/ eI AV &= .

[0278] —Ee H AKX ER SV B IZR AT AW L5 P T e A
PO 28 7 B P O 2 L W 2R L e A L T e L3, 37 - (TH-BR -3 -85 -1, 3-—
B TR L A- R R T 1, 6- AT b1, 6- AR ER2, 6 FF B AL BE Y Rso o 33—
WL A A X RSN R R ST, Raost C3 A Cra Ve s i | i, Rao & 2T
55 3 HRso ] Dag W LB T b i i — P T HA IR SR B 5
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BEARoo A1) ST H 52 Co 52 Co Ve 32 5 BN Roo A PR AL B AR Co 2 Ca 0P e 38 5 SRR A 3 , B R0 7] DA A2
NIA7ZSE %

[0279] i H., rik e 5 & W00 & A W TR e B Bk B i 1B fL far 45 i SR S B0 e B
IR TE L A7 45 5 LA 422019 0mEq /g () AL £ 25 AT 4220200 . 0g/mo L ¥ 43 & H. 22 /b — AN g IR
BEBLCS A IR TS RS, Pk B0 — MR IR BB A TR i Tog P (cLog P) KT4H
H Pk B AT 25 i s — A A BATHE R log P (cLog P) K TARNEREEEEL
[0280]  fE—S4E LT, BTk e SR AV 5 B B IR e 8 B b B8 1 IR FL A 45 R R SR S0
e, Hoh BIrid IR HE 47 45 0 A KT 17 3mEq/ g i HEL fip 2% 5 I CAIK) 45 4

[0281] /

"

[0282] .o BEARoo 37 b AZ Ca %8 Ca V. Ae 2 B.Ca 22 Ca M e A2 , L v iy it IV 5 e 2 [A] (1] —CHo—
B ) — AN B A B G B A B A B R DA R R B S A IR A S
AL BN EREBR A AT EH N og P(cLog P) KT 4. k2 B 1E L fuf 45 2016 i i B B mT
DA A& Cs %2 Co WV J52 J2 B Cs 2% Coo MV e A% , He R Byt I e 2 6 (A1 1) —CHo— A R ) — AN B 2 A
W Pt TR BR  FR T L 7 R EUR IR D B FT AR 0 TR B S, 5 HIBINE I, Firik
REPUALT0. 3mmo 1/ 5 ) 5 SR EAR SN E5-G BRI &8« HL 448 BN E M & pirik 2K 5
PILLK T 233mmo 1 /5. () R S RIS R B 45 S IR « AEFE LB L 5 448 FHB I 2 I &t
Pk ZE G UAMET0. 2mmo 1/ 5L ) R G I EAR S S G R IR #h o T HL, 7E— 28RS W, firik
BRSSP R — DA S A BA TR K log PlcLog P) KT 41 R HE B«

[0283] iz J& G403 vl A0 BH G SR AR AAZ TG PR 1) 58549 B ) T A2 58 0T, HLvb Pk i B A
e HA VLTSt n iz

HoN o -
3 2
iy T———
[0284] ra s g
Ry 2
/ NH;

[0285] o AN Rot 37 A2 Co A5 Co W 45e 37 B Co 42 Co MV 5 2 , e v i a8 1 52 358 2 [4] ) —CHo—
BRI — DB R DA B E GE A B, HRasg CoB Cooll et L IV 75 B — F i
T IR Co %2 Co MV e A , He v BT 38 1 52 358 2 [A] 1) —CHo— 5 [ PP 1 — AN B 22 S BB R F 5 L Tk
B ERGe s OF B BRI D RE A B X HLT IR s K S 2 I R B SOX-R-XIK Ak & 9K
HAH A, HAp X7 2 B A3 E , RiAE Cs 2 Cre MV e AL B Cs 22 Cao MV e 3 , o BT il P 452
LA —CHo— 2 B H (1) — AN BRI WIS T Fe e TBE L I8 B o ik o5 R BIUR A DR A B 4K
BT I MV 5 A 5 ] 1) —CHo—J ] 1) — B2 I R AR o A — 85 0 R, RiZ Cs £ Cis IE
5t HE TR Cs 42 Coo MV J5E 3 , Hrt BT 3 S J5 358 2 (4] 1) —CHo— S [ o 1) — AN B2 N BEBERG BRI Tk
B IR etk 5 BB R IR D R A B 4K
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[0286]  —u& b SCPraR () FE 58 -G VAT A B AR, I ol i e Ad & Q21 i, He v B A Roil 57
iy A Co 2 Co V. Jo8 F B Co 23 Co MV e 25 , L AR Bkt I b o A 1) —CHo— 2 A 1) — AN B2 A B B
f B Be A B AR, HRa A& Co B CroMP et MV 75 3 . — FP I 37 R IR BY Co 22 Co V. e 2 , L B i P 452
R A ) —CHo— 2 ] 1 — N B 22 A 0 i e i T L B B Jo ik | O BE Bl 2R I Dy 2] % X
FE— S4B BUR , FEATAE Ik B2 -E- 1 B FH ) S IR I W 2 B A SRX-Ra- X AL A P B
H A, Hrp BRI X 7 A2 5 L 3], R Ce R Cre I e i FF L IR IR FE B Co B2 Coo IV g 3 , 1
Hh BT I8 V. 52 7 5 [ 1) —CHo— J: [ 1 — AN B2 AN 2R L L IR I B4 BROBK e 855 1 R A X o AE 25
BetE LR, RiAECe R Cre e 3k « — FF SRR L B Co B2 Coo V. ot 32 , v okt S 5 25 L [ 1 —CHo—
B ) — AN ECE A AN B ORI R IE SR ERKPR B E BE T AR
[0287] L& A SCHTI ) e SR A AT A B 20 e RN A2 B AR 1) 3R A, Q210 i A B R i
ST 1SR Co %2 Co MV e 2 B Co 52 Ca V. it 2 , HE o I 3t I o 8 2 [] F) —CHo— [ v () — N B 2
M B8 B B AR, HRsA2 Cs 22 Cra MV bE A L MV 77 2 . — FR B Ik Z PR B Cs 23 G MV e A , HHp ik
MV A 2 [ ) —CHo— 2 ] H 1) — AN B 2 R B Tl e 2t L K B B e Ak | 5 JE B 2R BR D se A
B I HAB A 2 B X -Ri—XI AL &4, Hod RS X7 i 2 3 22 5 ], RiAg Co R Co I
F5t FE B Co 2 Co M fie 3 , o v BT I S 5 38 35 [] (1) —CHo— 3 [ A ) — AN B AN W I A 3 52 Tk
Hig IR BE 2 L O FE B 2R IR D RE B B A, BT IR P e 2 2 A ) —CHo— R A R () — AN B 2 M 2
FEHUAR
[0288] {74 B 20 I AR I IO A AT A W0 2B P 0T I e L I 2
W PEE P O3 W ZE I W — ek T ket 3,37 - (LH-IR -3 -85 -1,3- —3) A
He 1, AR L, 6- AR -1, 6- B2, 6- S BLARMENE (R D, £E—
oA B3 20 e AR FE R A, RaAg Ca A2 Cro P J5E 3 5 -5 30 , Ra & W T 33 5 FF HRs ] A
FE SR A e 2k i — D 0T AT AR B 2 SRR B 5 5 » TSR ] ST S Co
B Co MV 5Tt 3 B Ro P ST b A2 Co Z2 Ca NV A5e 55 45 T3 , B R ] DA A2 P TR 3 o
[0289]  7E—SLsLiti )y b, ik SR A ] B o) — st 14

HoN,

[0290]
—s T Ryg

e Z
2

pAsnn (5)
[0291]  HH1Ri0\RooMIRso LA FIREE G LT 8 o SO RN AT TE UK AR SR S 48 N () 58
WK o AE— 215 DL T 5 BTk 2 e AT BAAE 205 7R 9 DY BUAR ) 280 (R AK) BLP A2 2 AN (Reo)
(Rio) s =B TR A B AT PAZE U1 H R 7R AN (R2o) (Rio) (Ruo) o

[0292]  pb4b, Frid R SR AT A B I Sp AR RN A2 G AR 1 3R 5, Hop Frid i s fk e B A
DL 25 ) U3 i -
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Rz Rm//
R y
[0293] > 81 i\- -
R21 - o TR
S NH»
HN )

[0294]  Hr Bp Ro N7 M 52 Co 23 s, H Hp It MV 5 25 2 A 1) —CHo— 22 [2] v 1) — N B 22 4
/DR B, HR3uA&CoZ CroMP e 3 V757 . FF B 3 2 IR B Co 2 Cro W e 2, Ho
JIT 3k M. ¢ J5 2= A 1) — CHo— 22 [ v 1) — AN B0 22 I8 I e e 25 L TR L I P e 2 5 BE BUR B )
Be A1 B A% BT A A B AR 2 I IR L B sUX-R- XA B LA A, e R AN X7
B LR, HRiFECo B Cre Ve d I 75 3 — R SR I IR S BY Co 42 Coo V. 8 22 , L A ik P 452
LA —CHo—FE B (1) — AN BRI MR N  #c e TRE L I B e ik L 5 R BRI DR [ B 4K
BT I . e A 5 [ F) —CHo— B ] TP ) — N ER 2 MR AR A2 — 281F L T, B Rorsem -
MrCulit 2, mu 1 261 B2 H Ra1 J2 Ca B C e Bk o 7E — 28777 A4E B KB L AR IR R A
Ra1r2 Ca 22 ooV e 22 s or L, Ran 2 0T 26 s FF HRs1 ] DA I ZEHREBO - e ik o

[0295]  ir—, KeHIFH A LA T 454 -

HN. NH,
R'Zs'-\ /RQS&//
N R gs N
[0296] / % S
Ras 25\NH
2_
N (6)

[0297] P REANRosHH V7 Hl I Co 52 Co e F BY Co 22 Co MV A5t 25 , Ho v i ot MV e 22 [ ] 1) —CHa—
R —ADEEZ A E D DB E BRI B R, HRes 2 Ca % Cra VT FE B Cs 2 Cro TSt
e BT I WP e 7 R [ 1) —CHa— i [ P 1) — AN B2 A 0 e B L Tk I L PR be ik | 05 LBl
IR AR o 42— LE S il 7 S rh , BF M Ros B A7 3 A Ca %2 Co M52 32 5 45 J91) by SV 7 3k o 76 4%
FEOLT 5 Ras A& CroZ2 CralVHE AL s RE HI P 2E LB | — J5e 5k U6 e v LLAE SR & S B FHAE
fi AR DL T il — S AR SCFTR R R R A

[0298] IR Z A SCHrR IR GV 4% 5 KA B, A& ik R 45 20— Mg
AT IR BAR B BCAR ) L o 24 Bk e 3R A W42 52 5 A S BRERAR 1) 028 5 TR A IO 5
N5 PRANFAE I AS I AR 4k b 4T (4, S8 A FH B A AN 1) s B PR AR A 22 10 52 B A
BT IR G AR T 5 — A B AR RO FF HAR 5 558 A B AR S R (9] 2 o 2 B ER AR A
4k N = I RS BAES E AS AR I N 2 BT IR B )« BAATRANBUE 2 A RSB
A () 3% 6 f 87 ] S A e R e 2R Bl B R A T X e — D I S B R AR A AR
N B3t 5 T B A R EC A4t ] LA A (R P BRAH AR A

[0299] gt —2, Fridk l AR AN S BEIREE A4, R BRI S HoAA Wb O Bl ok A
KEBA A MR TUAT A K A I 22 ] 1) 8 SX A 3 TR 465 4 (PeppasfE A, “Dendrimers and
star polymersfor pharmaceutical and medical applications,”
Proceed. Intern.Symp.Control.Rel.Bioact.Mater,20:143-144 (1993)) .

[0300]  FEARSCHTIRIIZER G, ik 22 e s A4 mT LI I EE L B S RX-Ri-XEI &4
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B A, o A XS A B ], AR Co R Cre W e 3 V75 AL . — FF R R FLBR Co
% Coo MV Jt 2 , H v FT ok MV by A2 2 [ (1) —CHo— 285 (1 v ) — > B0 22 A4 e e Pl 22 L Tk L I A6 e
Bk I HE R IA D RE A B AR, B IR S A Ak R A ) —CHo—J [ v ) — > B2 A e e BUARG
FE—SAG O , Pk A8 BR S AR S X-Ro—X, He P AN XM 8 8 25 3L 1], HLRuJE Ca 2 Cra IV e dE
Bl Cs 22 Coo MV J5e 5 , L 1 BT i MV Jo S 5 [ 1) —CHo— 8 [ H () — AN B 2 N B 4+ IR Dh BRI X A
HEIFOUN , Prid s B AR A X—Ra—X, He N XM 8 1 5 A HLRuAg CoE Co P e 2
o 3 M e ok 2R [ 1) —CHe— 3 [ v () — A B2 M R R D B8 21 85 AR, BTk W0 e 5 2 2]
1) —CHo—J [ v () — DB M L AR AE LSS 0T, I 22 G S A 2 VLR BA7 =X
X-Ri-XWI WA YEBHALA , Fo BN X & 155 22 L 1A, Ruse Cs 28 Crs MV e A . — R BRI OR A
B Co B Coo e A , FL Hp BTt IV 5 7 2 (] ) —CHo— 85 [ R 1 — AN B 22 N A — N B A 2R S L IR
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Me—3-55-3-3) TAE . 3— ORI [d] WEME-3-545-3-J) TR 2E . 3 (YA -1 H-MEWy 851 -2%) TR AL,
3~ (3— P - 1 H-WR IR -3 35— 1 —3L) P2k . 3— (1 - -1 H-PR e33R -3-3) P2 . 3- (3- 3
FETA L) —TH-WR M -3—855—1—J%) AL . 3— (1- (3—Z AR A %) — L H-WR e384 -3 ) A A& . 3- (3-
(5—=F ) [ HE) —1H-K M —3—855—1— %) TR L 3— (1- (5—=H1 A 4%) [ k) —1H-IK -3 54—
3-0) TN AL 3— (3-Z2 I 1 H-WKME-3—$5—1—J5) TR AL 3— (1-Z% B -1 H-Ik k-3 -85 -3— k) T
3= (3= (9— (3—F - I H-IK ML -3 85 —1 —5) £ H5) — I H-IKIE—3—8—1 %) 92 . 3- (1- (9- (1-F1
H—1H-TR =334 -3 Jk) FJL) —1H-DRME-3-85-3-24) I2E . 3- (1- (9- (3-H1 S -1 H-Pk -3~
$5-1-J5) F55) —1H-WRME-3-345-3-J) TR 3- (3— (9— (1-FF 21 H-WR M -3-§55-3-2) £ 3b) -
LH-R -3 85— 1 - 55) PR E 4— (3-ZE - 1H-IR M —-3—85 -1 - ) T 5k 4- (1-Z8 FE -1 H-g e -3
BH-3-5) TR 10- (1-Z8HE-2-F L1 M-Ik M -3 -85 -3-38) 28 10- (3-Z8 -2 - 1H-1k
M -3—$5— 1) 280 . 3— (1, 2- - F - | H-IK M -3—$45-3—H0) P 3— (2, 3 A k-1 H-Ik e -
3—#5-1-7%) AL 10~ (2,3 - FF S - I H-Ik e —3—5 -1 -38) 263 10— (1, 2 - S 1 H-Ipk e~
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3—$f-3—4) 5 AL 10— (1-F S -1 H-IRME -3 -5 -3—2k) 283k (10— (3-F1 k-1 H-ImK -3 -5 -1
H) B 10— (1= He- H-WKIE -3 -84 -3—) 285 10— (31 - 1H-IRME-3—55—1 —3) Z&5L
10— (kW $55-1—2) ZEHE 10— (1-FF FEIEn e ssi—1 - ) 2808 25 -2 B R O (25— 1L Rk . X4
HOTTRES

[0329]  *—R4s—Ra7—Rus 4)

[0330] B HAL A, HidRae 2 T B8 AL (Rars 1, 3—— (1-FR LR Mg —4—3%) TR B , H Rasst 285,
[0331]  fE HAZ RPN R E ik, Bk R 2837 1 & —C (0) ORag . —C (0)
Rs0, Fe i Rag 2 e JE B 5 5L, H Reose 20 & e AR B AUBE i o DR 7 AE A ST 24019 L 5
H AT LA FH AR Sk 24 0 () R e fR b I

[0332] Pk 2R A1) (A B ECAR BRI G 2R A I U5 10— 7) 7T =LA DLl B A
[} EE IR TH 2B EE IR %6 B £I60 B8 IR %6 BCAK LA i SAR 1K) BE IR T 295 BE IR % %2 2950 BE /R % Pt ik
o DA R BRI BE IR TH 20 10BE IR % 2930 BE IR % FiL ik

[0333] W] PhSRAR R - A File AIEURG I L 26, Ju o A1 5 fie B A 5 48 B B A 2 i) 1) 56 4 S R I
L g B A AR A B B A [ JBE R B0 5 A8 B B AA 1 ] R S ML s A E B AR L B A, X i
IR A WREN, NN N =P (3-S3E T8 3E) —1,4-T = BTA) I, JeAE 558 Bk A4 i 2 2 Rl
BAPRA BT o 0 R BT iR A8 e B 2 IR 23t HBTAE iR ZE L1 BE /R &1
L, B2 A0 B S5 B P AR 55 58 T B A I S ICRE AR e A 22 A i i o DRI, AR g 5 A i
SRRt RN,

[0334] i H., A KK R SR 456 & PR R DAME S T KRG W E T 37T CHHEA
2. SmMA-TiE IE R R B2 1 P W R ) S S A T AR TR B3R BE K T 1. bmmo 1/ g R AW H AR 45
A AR R /N T 1. Ommo L /g A4, 7 H MR KA E T37 CH B A 2 /0 10mM
ATt HE R VA B 1) G i W R N, 25 A TR AR T R R 1RV B2 K T°5. Ommo 1 /g R A W HL R 45 A5 1
AT A R ) 2R T4 . Ommo 1 /g B8 G« b4, AR R BH 1) B8 G W ml 45 65 R R DA 34 Pk
REWMETITCHEA L. 25mUH 2 A NE R £ W FE R 2 Vi R N, 45 5 1 H 200 2R R
SRR E KT 1. 0mmo 1 /g R AW H AR 45 6 00 H & EUR R EL W FE /N T°0. Immo 1/ g SR 540 »
I HAFTR R AW E T 37 °CHYHAG 2 /D 10mMH 2 S R h 1k B2 10 G2 b s i b s, 45401
HA N AN ER SRR E KT 6. 0mmo 1 /g R AW H ARG A HZ B AR K ERT
2.0mmol/gHK &Y.

[0335]  gt—, Iridk e B S mT ARV BR 25 70, P 7237 CI & A > T2 . emMAF- T IE
BRI 2% i irh , TR I R G L Rl 4ipi il & 5 2 R B /E37TCIE A 2 T5. omM4:
i IR P8 () 22 VRV VR, Bk SR S B ok 4E© 455 B8 2 [ IRVEHIR - Tk e R A P mT A
BRI IR R G RATA — D00 BART 5, B e 58540 B i B A A2 e B
IR A 133, Horph Tk B B4R AL 20N, N N7 N/ =Y B-Z P48 -1, 12-— &+ =4 B
R, 3- AR

[0336] ANy BESZATAT] HARFE AR A4, A% & W A b A A0 FH T P i 5 5 AR 7K PR IR 40 5 A SE
MBRA B AETTBRE A28 f1 ) AR 5 IR BE AN 2o 28 o L far 2 VR 1 BRI /K MR B B
R 53 1 AT I P U IR IR B2 o K A T B H IR Log PRI, TR SCPTR IR (1) o 3 — 22, ]
VRI2 i, A B B IR FE IR IR Y T IR I 1 51 45 5 SR A 7 R B i A B2 R I B P 4] g £ IR
R4 SR EN MRS 8 BRI &, 7637 Cly L 7654 /0T 2. 6mM2AF Tk /1B 53 11 22 1h V3 T
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W, AR I R AL m b i 45 A S 2 IR R, HAE S A R T5. OmMAF-Tis {H 82 1) 2% i
R, AR ARG E RGO G T 2RV L2 8 BAKT 5, 7237 CIN L £ 5
D2 OmMAF i R 5 ) 22 s, AR IR SR S WL I 4R b i 45 5 5 2 RO IRV TR, HLAE &
A2 T 7. omMAT IR R 1 2 I v b AR R I SR AL B ok 4EC 456 8 2 IR VTR i3k —
AT BART &, 7237 CRE, /£ 5 A /DT 1. omMA- i AE BRI 2% pp s i b, AR R G =)
Yepr 4 & ZRIRH S, HAES A 2 T 10. omMA- T IR FR 10 22 vhva i o, A R I B &)
bb 2 Sk 4t 45 A 2 FI NV R o AE—SE S 77 S P, ARGUEE AR N R C A B R T #E T
FHT- 22 14 B U 43 By DA 78 T R 45 6 0 0, FL ot Db ) 4y 2 0 vy () S A0 7 R B 8 ke 4 B
HNGEERE,
[0337] & 1 AN2 35 7 oK S 1150 B0 A 22 1 o B 1 Phmmo 1 IV H IR / e 58 & 0O R
GRSy 8 B Pimmo LIBVHR /e R AW 45 & IRV IR 1 il 26 B o iR PR LA X P 7
N M EE, IR RS A I TR 990 A WIAEARIR BRI (BE, /T2 5mM) B
b T S MRV R B A ) Bk 4t C R 4h) 456 H 2 W R ER , HF HAE SRV Bk (HD, KT
5.0mM) I LE Bir G T S VT BR 25 77 (Rl 4E R ahBR 41) 254 38 2 IRV IR
[0338] ik —2, i 5 =R E R A PR 0B R0 111 22 b — M 1ogP (cLog P) ATLAZ K
T4.4.5.5.5.5.6.6.5.7.7.588. il fEChemdraw Ultra 11.0 (CambridgeSoft,
Cambridge MA) H % il AN 2 15 25 LA B A2 DGR 25 4 H S AR 22 38 1], 7 Hak s
P TR H cLog PREAETHAE H I 1og P(cLog P) (Clog P) o filfm, X T2 Bk, 10—
TURZEEE, A AR LT 4574 %2 ChemdrawHH IF H TR T HAZIESR” Bon s e i BAot
HHcLog PN5.984 W1 AT IR & 7E A IR FT () 1 45 4 , 4 fn 2 S, TS e ok 42 7
I I RSB P PR S5 R SR I cLog P

OH

[0339] //J\\

[0340] g, 7E 3R 270 PEANHE A - P EEB T F I log P (clog P) o
[0341] 2. i #1157 H ¥ lop P (cLog P)

&% Jog P
[0342] o -1.7512

s

R
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or 20.5108 |
on
/i 0.0740
\/‘i\ 0.603
0.512
ok
— 1.752
{6}
[0343] - g
T
o=y 281
W 3.339
8 2.064
£5
N e 3868
R Tl g 4.397
8 3122
Q
RN = ey 1.926
AR AR A~ <455
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N T N T 5.984
R N N N 7.042

[0344] - 91
9.158

[0345]  —Ff Tl 25 AR SCRTIA I RGBT 12 1 2B 3R B A AN BN B AT
e 1) I LT R ) i B AR B i B A 5 A8 T R AR 422 A o T I Jie B A4 AN A2 B BRAR ] AE VA A AE T
Pz e Y DRI AR PR S A R (0, R R R B (DMF) | — A AR (DMSO) N, N-—-H
B 2% (DMAC) DY Z Wk MRg (THF) | A BE DU SRR . — R LA 1, 4 RE e, 2- ML e Rl 5
1 —FF =2k % A5 ] o 3 W] A5 FH AR 12 o 50 (B R B L O S TR L T B R ER 2
FE) o HUKE BT OA il SR A AN A2 G AR 32 ik, 1 S REVR B M0 2940 C IR 2 29120 ‘C B AE 2160
CTHRTOCINIRLAI 28 24/ o R SLTERG » IR IA 7] S8 5 7K SRR G B R4) , SR
EHTET

[0346]  A] R T i SE it 451 H () 2 Rl ) ELAR S 41, 13 P AR U RN 2 R U7
S il £ T2/ B3 H 8 S Ji () B A o SR T, T8 BT R A% 0 (Re) Bl A BT S RT AR, F HLAE
FHC RN A BB A4 5 A RS i o 6 T 28 St U7 58, T 42 M chae 1 21 Jse 24 TALAS I T
5 A R ] A e R DU i o A P E I R i AR A I A3, 37 Y il TR i R ) A e
VU B o il 2 e 3L VU B Y S — Rl vk R4 il — Q-2 3R 20 e iRm0 (e, — (3~
GRUT A e I 2 ) TR ) Bl — (BRI e L ) TRRD) 1) ) 1, R I NN i
RbEkE, LA E G B R4 47 (& W, Protective Groups in Organic Synthesis by
Theodore Greene,Wiley—Interscience,1999) . [Klitt, kedd VU 5 H B 449K G ok &4k . &AL AT
i Z PR (045 22 Je BN /B2 Je BRI D R 52 R, IR E BE s o R =2 Je &l i — i Ak
FEFPAE100%25000ps i (BT, £31300-1500ps i) 1) Hs 774 BL A NHs (1 41, £40psi NHz) 50
£120°C (1, 23100°C) IELE T , /R (B, /KRR B R ORES) v, 76 78 R B Pt
A R E] R Rl ik U I S E A 5 .

[0347] AR IR SR 5P S 5 A VE BT, X 5 R T H A T 45 A 1Ryt
PRI 25 & oA0 /B F T LU IR 0 2 B I Sh AN/ B B A7 AE T B IiE I A i e 45 A 1R
FEIIZE AT

[0348] Pk B AW mT LA SRR TR 20 B E B 4 £ L BV Eh i s meiofe it FH - 7 387 HoA 1
A0 BA = AR S s B B AT S A OC B ey I U R BT B — B A e i U
BHE [ o B - U B AT A R R DA R AN R AR R B/ o & A P S 1 SE
BIAHECL \Br . CH30S03 HSO04 SO04” AHERHR \HCOs ™ COs™ \ LR R  FLER AR T AR R
RE SEAE SF R BRI EARRAR 1 B R IR AR IRAR IR OB H A
PR BRIHMRAR TR AR T BRAR IR ML IRAR AT BRAR A PR S ok R AR i BRAR L 25
REAT A O R IR BT B IR B A & P = 5 AT BA AR A R BRAS [R] o 4 0, s B2
Y] & A AN A R RB U8 B AERZHBIE IS , AR A RS/ 28T,
ERIE A I BUR 7 H 20 B EH RS PE S i s 1 A7 ) A E T e .

[0349] B 1 AE B ARAE R L 7 AL FUAEAE T 1 /N B v 10 IS 2 2% A1 1 2% A2 1 s kT R
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ERIIAR SN A N 7, 8 LI A A Pk e 5 A - A SE 15 BT TR IR I R e i SR B )
5 s 4o 77 1 BT IR B REAUAEAE T T /N P 1 S B8 S5 AR I VA o — BRI ) 5, J8 0 5 0
[l 3R A 5 EL T 75 RCEUAE 5 3t 98 DA 53 2 4T 0 4% Alohr - 3 b VR AH 2 925 (LC) 5 B8+
WIE R LR AE R AW AFE T HZ MR R (GCeo)  H M A NAER £ (GDCeq) ¥ 2 H il
(0Geq) FI1/BIHTR (0Aeq) [ P I BE 5 AE SR /D JE AT AR MR W (R BT, TR AR X 2
LI SRAF T 45 G R 1K & (Clmmol /g ZR-AWITE) « J7 R I AIE B 2641 T B4 AR v
AR A T A 290 . Tommo 1/ 3 S M B AR TR, AR B R SR A M AR AP IR VT #h 45
Ao R T A LE I B AVEVR TP TN B, 250, 345 250 . Tommo L/ FLEE A, e I HE 250 . 46 B 4
0.75mmol /a5 &), H W EEHIHL, £90. 558 450 75mmo 1 / 7o A4 B — 20 , 76— L 5L Ty
R AR R AR A YIRARSMB T $h 45 A28 1 1K F0.55mmo 1 /7 A4 K F0. 60mmo 1/
TR A YE K T0.65mmol /TR A

[0350]  AE—uLd i T, 13 2k A5 AR U B A ) 9 A € i e B B B A i Bl e T
BRER 3 B8 TR IR I, DA I S B R SR 45 Ao A Ay 24 48 BN e i, A R B R S LA T
0.3mmol/FERIE AW B AHL/NT0. 2mmo | /LRI R AW E AR ML 2 2 290 . 15mmo 1 /TR A
Y, R R S, 2250, 10mmo 1 /5558 SV EAR AN SRR ER

[0351] R 7 R B AKAE R Ty A PAZAE T8 fa b/ g A 0 TS S5 AR 1 2% A0 1 s 0o T
ARV EL A IS A 2 &, AT F e BA3 BT BTk e 56 5 WD o A2 00 5 BRI 75 VR ) AR 9 A 5
H W5 W SE ) 7 2R A RAEAE T N /D I R R S e S VA AL A o A A SR
TR FH TR B — R ok v ST 45 A R R P2 93 (1) & o 70 7 SR 2B N 52 1 264 T (R AR AR T 36
CEARETHEL3. Tamo | /T8 AW e KA DAL , 2445 FBIN e s, BT it e 56 A P pe Ak b
MRV R G AR ENL0. 288 293, Timo 1/ W B S H) FE A ML) 2. 2228 293 . Tmmo 1/ 38 3R &4 <
H A3 5 293 . Tomo 1/ T 550

[0352] g 7 PsExf TRV EL AR N 45 & IR BE T, AE O AR i B TR SR &) 1% 6
SRS I AW T B ERIG 45 A 75 & M b T H g B B 7 Hout T IRV BR (1 45 & S5 A i fl
R B 45 A IR VTR DA K 38 By T B ARV T BR AR P M0 N B I 2 3548 rh i HE T Y B
FIRAE T — R A & o L, n] DA A & 3 AU G B BN EN R A 5 A
AR HEL T R M o M5 A M 4 o 0 R P 6 BB L A5, AR5 I B T s R s s b e
REDI2079B (Research Diet,New Brunswick,N]) ZK, B G R CEFERERE D
W5 A 156 210 77 TR DU A& T g RO N O AR 28, S vr 43 B AT
W EE S5 N ok B AL B A4 A £, (R fR B ARV 9T 20 B sl 4k 42 R N i
BAWIRI TG I Y RN E SR B T R AR WSk B BT R B s = R Y
FEAF L VRA S T SR R IE R AR R A rp A 2 A 38 AL o SR R PR B S (A L LI 2
AR ER T AERE AR LT, AT B G vyT I, Ho g B B A B S BB A a0 BRI AR
T 3 HLAXHE 3% 2R i N IR 1 08 D5 AR B o 0B T A IS B 265 I HLIE S L A3 £ S VA T I
K 58 G TR A MDA IR #h 5 A HR B SR o T3 A, T B B AR VA T A ANYE o7 2H R o i 5K
AR N SRS A6 HEME 1) 288 o A SRR B, 43 B SR FSMEAR T £R BT IR R A 24 A8
MEL G 7 R R (1 4 B (AR Y A R BLO L 5 % A TR ER ) 57 E DN i, T B A S B
RS KE25%.50%.75%.100% . 125% 150 % 175 % 8200 % [ 4 N 454 75

Ho
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[0353]  Prik KA W[ N R INERS, 7T B A THE I 2250 35mmo LRV &5/ v () 2R
EWRENBET B E SRS TR REGWAAND ARG 200, 35mmo L BT Eh 8 v R &
Yy %00 dmmo L BT #h4E 7 B A0 % /00 . Smmo 1 BT #h 4 7 B A4 . £ /00 . 6mmo T £
MW RAMBEZ RN G SR E.

[0354] AR BRI RSV BRI R, B AR EATE A E T AR AE S e AR A
T K B SV R AR SCRI IR, VA KR 227 A2 48 24 T oK PR IR B v~ 4 1 s 2 BRI SR 50
e U T BT E B KX Flory Huggins (FloryP.J. “Principles of
PolymerChemistry,Comell Ithica Pub.1953) Btk () 58 -5 0vA 7 AH BAE 2 B, 24
YT B R AR —Fh LA BV K = B, BN &P I E S K KB A B 2 S 1B 4
Ml (ARFE B IiE (B iUnited States Pharmacopeiatffl IR ELAR L B W) ) T VA K
HE AL LR L) 100 IKIEW GERD /e AW FenlihZi226, H e 2925 2541458
N R AV B B & &0 2 K E, £ T 2] 5 Sk, £ S i s
F, I HHR S S E U E S E 2 226wt KM EAMEEU DB <I% R
AW isE.

[0355] Pk e G4 mT LLJE B Z9100K 22 29200 50K 1 ~F- 325 BLAR R o /E— 28 5 i
TR, Frid R AR & RARBRIZ /N » X 28 /N R A B Z5105580K 2 29 20010K 1 °F
BIEA AR SCHT R, RE” KRR R A 21102 252, 00 F 3T A b 1 18 5 15 T 1k
F IR RN F R RN RS SR8 MRS RO LG22 TR A4S EE ] 25 5 1 HH AR 90 4 e 57
RN FRIE o 1% 58 XAFEIRIER T, 2 Mg L H AL 0F B /£ — B0 SKhiti )7 S, fi
THAX1.0.1.2.1.4.1.6.1.882. 0F FHIL AL R PA— 5 UK EE GL b frid 41
Bk T ELAR I 2 D) LSS, AT DA R R B R T2 1

[0356]  KARIRIE () /N R AT AT FHAS SIS AN 53 8 F 5 R il & o 4 4, L% 9 5 B A
TR AE A T 200 38 T2 A RN E 43 B BT 1 58 A 9 A 46 B e B BUOH B
FUAG UTUE A BEUA LR & IR B BN BUE AR R G715 AL A& SR P 1k
] AR R P  FB G RE B B R R RV SR BSH  T A VA R R I S AR S SO T R
230 1) 15 BURH AL 5 7 7K Hh 38 B AR N AT B 771 5 3% AT DA JE 3 VS I R G 6 R DA T e i £ GXIR7
AL b5 S KA TR B Vs W43 BT A TR VA P ) LA TR B L VR SE 3N 7 EL
PRI T 2R, K AT FIAEIE S A, A8 £ K 0 AT F T4 SR AR R A B3R “Eh it (salt
out)” BIEHUH T, USE A5, 414,068 firid o Al F W 7 LA 20 i SN fE i 42
FH R RV VL3 AR o PR A I AR DA Y i 42 7 20 (- IR I N2 e B R, SRV SR & R L
KA /NERI 43 S PTIE a g B T R AT o T IE a AR T 2 AR B kg — 2P
e NG

[0357]  AZ IR frag B Ak 1) e B2 PRI UAC 28 PN % 28 mT JE ek gt 22— i vt T2 M B B R A &R
ISR HE TN o £ 8 22— 1Ak vl T2 AR, B 25 7K 43, IR e 4 [ MR A4 (B, e AAE B o A
SATAT R B B AR IR 1], R4 T 25 Fu VR A8 15 0 8% o (A AT I R PR A R g S BIRASE S N 58
Jl o T W 5 R 22K A I RS B o 3N S B R T e AT A D & I AZ IR 9 LRl
B SR

[0358] PRI, il 2 5K B W0 /N BRI, 22 IG5 5 i A 1 bL 28 mT B T 20284 (48 2, SR A B
22— il 5 S5 A | FRAR SR FE AN BT TR ) 3 B (4, Y K 2 RLFE SR A4k o £E 25 P SE it
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& sk (B, S28 a3 g BiAA) 5 ik S B AR EE R 2 ) 1L 1 R 249105 1%
i, AL 1R 3 HEIELA L1 1R 2)103,

[0359] SR W m] dl ik AR SR AR N 51 2 NI 75 2k R4S , LS A0 AR SCSE it 461 v P A
SETR IR 5 B WKL~ 2 4852 IRONE S A 1) S SR A WD) RN 77 ) o S BV 5 )30 W] 3 i
BB RACFIBIR BN = b I 2 4 o IONEVR A 0 o AL 5 A

[0360] 18, HEAT s B DA 77 AR B A N 48, HOZ ANV IR AR AT v AL BIBER H » A T
DI A AR A A VA PRI 1 R K B G o PE VB AN A (RS FH 28 0 (1) B A RN AZ B
AW B B TP EAT IRONL o SR T B 51N iR A A B B e Bl R R
Yyl B K EUE P IR I I B K R A AW AT A MAE SR B RS,
AFEHERS HEFRESAARFRS  BPEKESAEYEDE Rk =R AHK
ZHEKERANNE RRINZ B 88 BRI RN U H 2 B Ref & A SRR, 3G K S ECCRE
BAEW BT B 24 T AW B G SRR 2R o B MR IR 285 T 1 SO () 2 B0 IR VA )ik
FE L BAR TN IR IR FE R0 A 5 A8 E B AR [ bl 28 o T SR e 461 20 v Tl B A4 F 22 T e Joe A
TRATIGRTE Bl 5 i, SHER IV A A = /el W 80 AR T2 HAR T, KR EE (B
PEVEF) N, N- B 35k B iz B L e ) — B LV L D Sk g B L D Ak i AT 2 0
FER L L BRI A I R] B 2 HEE Y

[0361] il & e B & WD ) 2R A I 20, i o] 8 A b B A 8 0 Vit P 1) P T B A (4] AV L DA
SRS A AL AR e 1 2 v 1A 700 B A LR 0 22 7K AH o 28 05 AT DA 2 R i 42 =X
NAE BT o 140, PHE A8 A — IR PRI 2 3R A B n] AE — I ] BR N R 12 N .

[0362]  Firid e 28 A Wk 1 B A 29 10um % £ 200um ) - 2 BLAR o 4 58 V0 ] & e i e 58
AR EA £920um % £)200um , £)20um % £ 150umEE £ 20um % £ 1 25um ) F- B H A4 H e il
BBl A0, 45 £ 35um £ £ 150um £ 35um % £ 125um  £)500um % £ 1 25umBE £)50um £ £)100um . #7 J&
(BHFTFHER) A AMERAT ARSI AR AN R HIE AR E . 6w,
U.S.Pharmacopeia (USP) <<429>/AH | H-T #aE R 1 JvE.

[0363] & i SR Wk 78 AT /N T 29 10um ) BELAR I /N T L0 4R B2 E 45 B IR 5 4 51
#, BA/NT 2910umf) ELAR R /N T 2024880 H 2 L R 5 B4 i, B /N T 29 10umf) B
REET L UER A 5 L R s B2 B, B A /N T 2510umf) B2 /NT 290 54%
FUE Bk AR eSO , BARVER N B A /N T 220umf) AR /N T 294468 H 43t
[k s BA /T 2920umi ELAR B /NT 2924683 5 4 LL R B /T 2920um ) B FIAK
T2 ETUH 2 LL R+ s B A /N T Z20umP) B2 /NT-290 . 546 FUH 4 LL iR+ s A/
T 2330umf¥) EARE /N T 224680 o3 LR s A /N T 2530umf®) B2 AE T 21463 E 5
Fb Bk s B A /T 2930um ) ELAR R T 20 URR 1 4 L ks s BA /T Z540um i) ELAR
T2 VAR 43 Ee R 5 BUELA /N T 2540um ) BLAR /N T 290 . SARFE 43 b kL o £E
EMELHE T R, TR FER A B IR R FE AT, o A 2 T 21501 % ki 2 A 7
T2)30umff) E42 (B, D (0.05) <30um) , A2 T 25468 % KR+ H A KT 45250umf B 12
(RF,D (0.05) >250um) , H 2 DZ1504K 81 % ki B A £70 2 291 50umyE [ 1 B2 .

[0364]  Firadk & 58 S WD BIRL 20 AT A A IR 95 B2 (span) o K073 A1 I35 4% 2 L (D
0.9-D0.1))/D(0.5) ,HdD(©0.9) £ HP0% R F+EAIZEL TR EAKME,.D0.1) &
Heb10% k1 HAIZE TR EARRE, BHD 0.5) £ Hd50%kFREA ZEU FHERH
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50 % P H A 1ZAE LA B B AR , anis i SO A 98 B & 1 o B 23 A7 10 B8 B 18 N4
0.5 Z1.2J0.558270.95.450.55 2J0.908 20 . 5% £J0. 85, KL & 4347 7] {8 H 3K H GEA
Niro,DenmarkfJNiro Method No.A 8 d (200549 HA&1T) f# FMalvern Mastersizerill

=

HHo

[0365]  CLREN, 2 fF FAR K B & 5 Al SV, — R — IR & KIEET —R™W
RFIE, HA KRS T — R =R E 05, R — IREUEER IR A H &R R A e
HAEWEA SR = AR H 2R AHRER GBI EA S E R ER
ANFI R R B PR 2R

[0366] 1L Ab, A BB A dd it i FH R A a0 5 R R A I 29 WA & W N sh i 52 i3
S LR BRI 71k, Hod /DT 25 % [ RER — IR BA6 . 058 /R BN /D ik SR A a4 & 0 52
RELNREUEH EBWIEAR H B iEAR S04 OFE W B KA 815 I8 5.
1l 58 O F /BRI o 72 28 77 100, B R PR it 3R S Bl & H 2D T-25 % R BFR
K R G S 2R E & R ME P B WiE AR AT, 5K —
RECRER IR I R A B SR 52 A E S AT H 8 ia A R 4k . 5 REH =k
(R FH TR H = 0 AH R 2R A B A AL AR R B B e 58 A Ve 25 A & ) HA 2150 %6 B
Z T 52 7 o 491, AT RPN H R B R =R AW B A R i 2 M B F S, 50
A b Hop R — IR EUEER PR R S I iite FH B A R i 52 14 () 83

[0367] Y FHHL A R I 52 PR, 525038 B L P %A Bk A 235 155 & SR 8O & - R
— BRI T 2, RS2 RN A T B IE A R FA R A I R E RS R R AR IX LY
SEHE T e, RS2 R R R MG e W R R 32 HE T 2 B iE
BIAE R, AdE % B B DL A R IR LA F « i B KA IS S IR AR R L IR 4 0
A/ B A

[0368]  7E &Sty &, A K BIHR At T A T L S 32 A3 1 B B bR SRR )
7% B AE A R EN R EBE SRR SN AEY, Kb irid R EWESH &Y S
FER =i R AR AE R = AR R A s S B A R 52 AE— 25 R, %523
B IE28 v ML B A RE FF L BRI 7732598 7 o R D] B TAE o A8 L eAE 00T 5 07 VAR I
TE ML

[0369]  ANAy B2 ATA R m BR SR 1], TR A WE A 5z R A W A &1 1 i 52 1 5 3 XA
(I ERE B, TR RS A il B £910,000Pa » sE£12,500,000Pa * s.4110,000Pa » s&
#12,000,000Pa * s.£J10,000Pa * sE#]1,500,000Pa ¢ s.£J10,000Pa * sE#1,000),
000Pa * s.£J10,000Pa * s& £J500,000Pa * sELZ)10,000Pa * sF£]250,000Pa * s.#]30,
000Pa * sE#J3,000,000Pa * s.£J30,000Pa * s& £J2,000,000Pa * sH,£)30,000Pa * sE %]
1,000,000Pa * AL (L5 24K A FLYTRR (ORGSR BELLO . 0 LRD ™ (9 B 7758 22
o PR FE I DA P R & IR R Sk & R AW o S ot = BB
Wi (FRPEUSP <26 >) VR G, 7E37 CIN TR A MUTA 3K , LA M UTRR 1 58 & Wai AT i 125
TRAR  IX PR R SR A2 2 RS BT IR BE T FiBoh1lin VOR Rheometer (MMalvern
Instruments Ltd.,Malvern,U.K.3%%5) 8t E A FATHR LA (EARCH1GmmE S, AR A 30mm
BAE, HARIAENE FR A mm) B2 P00 0 5E , 3 HAZIR E4EFF/E37°C o

[0370] PRS- S ¥pik it — 4 B A £1150Pa £ £14000Pa . £1150Pa £ £]3000Pa ., £]150Pa &
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£)2500Pa. 2] 150Pa® £]1500Pa 2] 150Pa £ £]1000Pa £)150PaF £)750PaB{ £) 150Pa® 4]
500Pa . £]200Pa % £]4000Pa £)200Pa F £)2500Pa . £)200Pa £ £)1000PaEk £)200Pa £ £)750Pa
() 7K A FPTRR SR R SL 77 228 B A3 D & (BT, J8 AR 77) AT {8 FReologica STRESSTECH
Rheometer (FHReologica Instruments AB,Lund,Swedenf33l)) B ZE 4 DA A SR H RN 7
AN 7 ORI AR POE B A AT IR LA (AR 15mm LA, T AR 9 30mm ELAE , HAR (]
()R g mm) A2 SELERFAE3TC o AT AE A H A N4 5 JHE L Hz (R 1E e A2, 1 BT D18 7
11#%10%Pa.

(03711 AR B B IR IR G40 24 R e X, e v] B e 75 AT R PR AN HE % 2 IR 2
[ R A — Sk F R £90.8g/cm® £ 41 . 5g/cm’ . £10.82g/cm® £ #£)1.5g/cm’ . 4
0.84g/cm®*E Z11.5g/cm® £J0.86g/cm’E 41 . 5g/cm®. £10.8g/cm® B 4)1 . 2g/cm®BL £0 . 865/
cm’ B L)1 . 2g/ em’ Y HE B T L HEE R () BRI T 75 B R A AR B, B HE
e FR BRI SR HEAH R B & 1 v SR B W o 3X PR AIGAAR AR AT Ja i A7 A6 3 8 A AT ] T il
MEINE (T E/IMERD SR 25 A M

[0372] W EAMERE EWIRAFHR R BEG 2384130, 4938 4925, 4938420,
YI3EL)15 . L13 B 4113, 4155 L2545 F L1208 4155 £ 1508 ] JE PEFE 5. 7] Fe k48 Hov 52
X H100% (TD-BD) /TD, H HH BDANTD 73 75l Jy 3 255 i R4 S B2 o AT I HE %5 %2 (BD) MR SK %5 &2
(TD) T+ ] I 482 (CT) o« T IX P & AR AL TR FP AUSP <616 > TEA A  FREE — 58
=B R BIZ EE AP LRI FA R R 78) B R V. . R E M E T AR R E
%5 M 3mm = 10 %6 1 /5 FE LA AR 43 82500k () B 28 4 H &= 14 . 50040 e I &6 FA, AR )
F3ART5048 (it 12504 fa &R 50040 F1 125040 a2 F /T2 % , SR Ja il sk ¢
PRFA AV H 5256 58 o 757 WP 36 , R BL 12504710 38 & B R 240, B2 B 80 5 R B
DT2%  NZEETHH T A&

[0373]  HEZEJE (BD) =M/Vo

[0374]  HRSZ%ESE (TD) =M/ Ve

[0375]  w] R HFaEL (CT, AR N R /RTEHD =100% (TD-BD) /D,

[0376] ¥ AT AUH K& 5 G- WLk &5 60 T35 977 v R[] J HIRE () 2R 5 400 S 25 5 Ui B 31 L f
M IR S HE R B S R SE % B (R 03 IR BUE W B8 K3 1) 2 AN 2 5 N 213 % 24
30% Z£)3% B 2£125% Z13% B 2120 % LI3% B L)15% 213% B 2110 % Z15% B £135% 4]
5% L4130 % I Z15% 420 % [ HEE T,

[0377] ARk A MMM G EEA /NP IRE R =4GR L, H B &
M5, HEAME G W NET ShAE 3 N\ 45 W B FE(E Hp HE SR G W) < B R R I8 - A SC R
FIARIE B & NERERNEEREHRM B NG TS EN S AT S RAE . 2 &8
&5 A IR Eh s AR 88 , DA VR 7 R0/ BT DT as A 45 AR B8 o 9 o, Hem] 2 AT S-S MR 88 R
TR, DL N5 W BV BRI 2 30 2 38 0 o SR Je 3 BV PR M IR A W B IsELATS ] K & b AE
&g rp DL 5E B SUBUE AR = Ms BRI, R A T AR B 1) B /G, BBV BR A 78 0 Hb AR
B MR ) R B8 B mT da ik I & vy HH AR 2 /KT IR B PR A 35 A6 vh BRAE 465 W Sl P Bl 2 4)
& (R, & G 380 18] 304 523038 It FH 2R A Mt OR B8 A8 2508 v IR VH IR I &) SR = .
AR R BE I 45 A RV SR e 2 B R R AT I 295 % 229100 % 424k R -GV E 24
HEVINLARE = IR 2T 1 2 D25 % [ 45 G IR EL, SRRt 22 /D 24510 % , FL R B iF
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Sl 7 /D 2925 %6 H g kb 2 20 250 %6 I 25 A IRV #h SR S0 IR BRI AR B8 5 AT DA A2
B @ AR AN T kB R i A P 7 VR B AR BE IR AR VR T BT T R A
B SRR B R A WBAH AW T B Wil 456 A LB Ry Shmy, (RE R R &
VI S WA B Wi i 4 B I 1R) BR A W E AL A W 7E /N v 1 ~1- 22 e B s 1)

[0378] A SCHTIAR B A WA 25 A Yy rT 5 BU7E S0 v R T MR v IR 2 Ik R v
PR I b 2238 n  JEL TR T HH A Bl A7 A3 MBS U R AL s W2 AR VTR (191 G L R AR 68 It S MBI
7 F 230 0 b R B el LR B = R R (5 st A R R A LR 400 18 7 [ i A
iy AR 25 i R 1) G A B 7 A o WO R NEL Y B T R 2 8 RN/ B B AL DA e AT 1 AL IR
PEN = AR IR s 49 B AR £ CR 1 ARG Eh) AU IR #h CR 13 #E B A LR £5) o HE
AR B2 SRR AR BR B A (1 AR VT BRI L 2R (1) A e A ME AR BB IRV IR = % . 78
A U S, B B SR8 A W mT AR 250 A P 3 2 /0 11 % IR IR IR (VL () B YT
BETT) o R PPSETt Ty b, Tk Je R A A E R 455 2 /0156 % B s 4020 % AT IR v (A
ZAE R SR ER ) .

[0379]  Jd , BT IR RGeS A A IR (B M\ B8 8 R UAC o B ke T BT IR G 56 & R 11) K /N3
A, ARG IR e R R E R ERR G . EEAEI S , 2190 % B 2 1 KA WA R,
2195 % B Z MR WA BRI, HREREL97 % BUE 2 1K & AR, B s ftik
298 % B 5 2 R A AR

[0380] Bk 5 & mT FIT M sh# 52 i3 £ BrIE v &k, Jdd a0 75 220 sh i) 52 1103 i
HREM RS NA h ] 3 rik e 5 S M 4E 69 BLARE 85 N B W08 2Bk, NS5 (E
H—, FTid Fe IR AT T B AR 304 52 5035 (1) 375 LDL [ e 53 L 375 = E - HDL— L [&] % . £E
— LA LT, 7R TR RE R A A BT IR 52305 & A ™ B E IiE A R AR H FIER T2,
4.12.26.528¢ 8 £ J& J5 P MG LOL A ek /b 22 /015 % 22 /020 % 2 /025 % 22730 % BE
Z AL EE LR, TR R S H FI & 826,08/ K5.08/K.4.08/K.3.0.2. 58
2.0g/ RELHE D,

[0381]  3E—21 , Fridk e 56 A0 ml it FH DA O B8 A T TR0 PR 1 N B2 0 3 1D L 42 i
e b , ¥R 7 A TTRUNE JR IR I8 A2 AR E I, 78 BT IR F R S DA IR 32 & 48 A 7
HEHEBEARAR FEMHH R EIRIT18.26.5200F £ G FiL L4 R (Hbaic) 7] k2> & /b
0.5%.2/00.6%.F/00.7% . F/00.8% . 2/00.9% . 201 0% EL A LAEN T, BT
R SV H 8 821608/ K 5.0g/ K 4.0g/K.3.0.2.5802.0g/ KRBT .1 H., 7E
FFTIA e 5 A DA Bir ik 523838 & i A ™ 8 B iE A R FH 0 H R ERIT2.4.12, 26,528
W £ & JE o e s ] g2 3 2 14mg /dL (0. 8mmo1 /L) « & 2 16mg/dL (0. 9mmol /L) %= /> 18mg/
dL (Immo1/L) % /020mg/dL (1. lmmol/L) BLHE 2 o ££— L5 LT, Ik fe B S0 H I E N
216.0g/ R 5.0g/K-4.0g/K.3.0.2.582.0g/ KRB /b,

[0382] 30, Frik B BT FH T8 R T BRAE 22 0] IR Ik M B s 1) a3 e

[0383] FriAfE R AWien] H T 7Bl R e A % (non-alcoholic
statohepatitis) IBVHABFATRERFENE \ (B IRVS I I 20 8 &s Sk (IBS-D) VAR A PENRYT R K
WA R S T84 P B S R M B A 4 41 B AR KR F-19 (FGF19) SR E A & o Y Bk B 5 54 H
TRIT IR AR AR R R, S AT T 5 BT A A« 28 0B8R 30 1R 5 77460 4, i di 7]
S J5T 2 [ I Je 38 JRR IR 245 L R BT i A I BT R4 o S AR S B R B O B T (B
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AR T 50 B K3 22 281 R 50T S BOBUBR AR Atk e 5 =) M VIR S INER 16 ) 3iE PR R S D A
PR R e 2 A A R S JE 2 AR AN R L AN S8 05 AT T U ANV R AR T & T
R B B R SE R 2 SRR - L -H R | LV 2 e B PRSI A1) 7 R L BE 2 L e KRR
By DL IREALA)

[0384] ik g 3R A A1 TG 7 IBS-DIN , EAITR] AT LA 294 & - 1275 25 4 kel o
7o) BATF REA B ER] A AE A JST SA ) (LR IR T Jie s T AR AL b 55 VA R IS 2R S2 AR5 47057
0 ] 39 =) B el B ) B AT G 2 ) B L R -k R PRSI AR R =R AT 24 451 el oK
B MR 5 0 BH B AR LS 2K (5-HT) AP R 254 L = 2 (R0 5 U IR T B 243 191 41 B2 5 B
XU A HERE i 770490 1 5 2 K it (erofelemer) i AE TR o

[0385] WAL i 1Y, B4 52 k3 mI LA 5 BE L R MR ik LB AR ML {5 LD L - ] B B DL~
UEL I 3% . 189 IHDL —CER S 1 AR 42 1 8 N B B AL 04

[0386] APk U5 5 IR A VAL G W38 1T s 32 th SRR IR &, b frig
S T B PP AEYT EE Bk o G, 22 P e R [ A ARE B AR AR ) A 55 32 2 T IX AR AR
A BR T T g MLV B [ B KBRS E AR R 25 R A R A IR AT, AR SCIT IR ) U i
i TR A .

(03871 Jivid e 3R 5 W0l sk R ] — O PROR B =4 o A R PIT i B SR 5 W s Rt P — 4,
AHAMER R TR AT BRI B 2 R T8 i o iy L, SR A R H
R 5 A8 2 H AT 45 5 247N VI B A RELV 155 A JIEL 8 £ 1 22 e KRR T Gl £ 5 /R R o 2
— 5, LI FTR R FE S DAL I T n] B8 -5 FITid R O 15 W0 LA AR FL AR A A AT 77 2 i 22 20
SUNNEPAEERCRUN R P9/ Tl EP

[0388]  FIA K M RIAL A V6T A2 WAL & W0ia 77 = NEL [ I T0E « S SR LB Ak AR R i < ol
IR DB ARRG PR WS PRI 28 IRV AR VESROFEAE  TBS-D 5 A PR BT R YA R BICRE
ARG I 5 HEL I e ) 24 24 7 5 R A P 20 ol D) 3 ORE 9 o S S8 DR s A 45 R (O 28 0 L 4P 0 AR B
PRI R AR IT 25 A BT ™ J 2 il R A2 BT R 52 A & WO H 249 38 22 2% LR ) B 1
M BB MY AL, ANE R B A I isiE 240, L A ERER G S 1E N
R A B i FH o DRI, SR A PRI & T S mT T2 3 Ag 1k

[0389] i Atk e i AL AE Jo R 51 v JER 7 e LI R/ B ok 505 R AR A P B8 2 R A0 R v 9 7T H
BRI IR G 3 H , R 7 2R AR AU 2 8 H SO R B IR B
B ER « 2252 AR SCA T R SRR T IR 83 R A B AR QU AR AT U7 i, 3l
51 a0 6 XL 7 DL JIE [ e AP~ 0 B 4, A AL 5 987 A R IR BRI
T SR VRAENR T I IRE G T 7 % DL AE AR AT [) s il e R AT R I RERPSE AL A 7], IF
HLRAE o m] #5167 (KRR TR) XX VA7 0 58/ 4 2 [R) ] AR i A vh 34T S H
B LT e H] B AR E B R S A s 536 97, OF HL R B R DB o7 i Ig LA e R (191
1 i JIEL ] 2 MELRE AT SR A BB A0) 75 2L, i 4k 2t

[0390] W ALA FHEL, ik iR & WS WA &Y a] 5 H e my T R A G Al 54 K W]
WAL ¥ 7 7RI IE PR 0 B TR 67 B 26 AF o B 0, 25 BRI n] 55 ik i 3 15
Y A5t A 5 A9 455 FH T P A L 775 LD LI [ i A —HDL — L 2] 2 ) 771, A 35 e R - T
FEAREA (HMGHEEA) 34 i BRI 1 77 DUAF 2R 24 400 JELI] M WA 3 571 Je v 1R (R AR IR B
A DB i HR T3 5] o ) B 8 ) T HE A2 T 710751« Apo—B OO & B IE Y
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i T %) U ) Apo AFKT 5 GBS 57 Vi MR KT I8 79 B0 P oy L ] e R S B A  ) 7) BRH
HE AL LT, FriRHMGHH B A [ B 400 1) 77060 255 Ath VT 2 2547, 49 BT FEAR AR YT - B 57
FRAYT FARABYT IS ARABTT S FEARMTT S UTARATT S ARANYT S B AT S R fth VT S 4
B o T 38 L ] 2 VAL 00 ) 3510 P A 5 3 5 K DL BT i DURRE SIS 24 A, 35 SR AL DR IR TR LR
SUVVRr AR VIS ARV DURr B A 5 o Ik i i B 410 1 551 T 5 BRI R Ath o £ — 2B LTS
FITidk i 56 - W B 249 W 4 45 ) T -5 HIIG B A 5 B 0o 3510 R0 2 s R (491, v AR At v T R0 2 o
F2)  ECHMG S A A s Ji 1 ) 7] 60 IEL 20 PR A 0 ot 3510 (gl B AR At 7T ARDAR 3 35 2K L) L BRHMG
S A A 401 1) 57) A0 P g 0 At 35104 5t o

[0391]  7E S —A~se i, Hoe 7 n] DL Bk B 5 & 4L ik A, 55 BT 1B 3lvh 7 A IR
973  JELJRRE B B o B S 10 ) 49 SRR AR 2K L OUIC SIS A B R 25 R e e — R 2 L 1ok A4
VI 38 S D B0 B2 AR (PPAR) S 751 co— B 7 TG00 1) 790 B0 0 T 455 0 7] R s i g 40 A1
S M R A B A X2 AR RXR) FEH07A) . 805 R BEX 324 (FXR) BLah 7 FXRIFE Bt
) MRS 2 AR -1 (GLP-1) \GLP-1 28404 - JIREE IR LV (DPP—LV) $1fil 71) L JR v 25\ JoRiE 3%
AL SGLT 24 77 R & 2 B 5 B AR R« FE IR BRI L IR IR R S b g 41
Hl AN B I Ao BT IR SIS A B UG T IR 2R 2 WU IR L 4 G o T I R s e — i K 2
DT A% FURER R A% FUER 24 DR | th 4% 5B B 2 o BT AT e IR S 2 B il R L & T R
ORI T IR 22 IR A% ZNE R A% B AT 45 S A B AR K 1) L A B ILE IR A 1) 3 iR i
YA o FITRDPP-T VI A% FUVT R RITT EoAE ZIVT S DEAR BT 4EARS VT B A1 A
FTIRGLP—1 BN S ZE TR K L I Br & i oy o 8 IR B L 4 A o BT ookl f 410 1 751) 7T LA s ]
RUEHE RS B BEEARAS B

[0392]  R4E M JIg S FH R 45 o ML 775 M [ /5t  LDL—IEL [ /e , | E—HDLJIF [ % HDL—J1H [i] i B
H=Eh iz b —M 5 E KB 2 & 1% (National Cholesterol Education
Program) By B&E A 1) AR A AARHE R R ZE o 7E 53— AN S2 i vh, Foe )] DS ik g 5%
A 3L L AL HE BT LN AR R B-BE R R 2R - I STk 2R T R R AL (RAAS) HI 71
RAASHE 5 70) (5] 4, A1 2 BTk 24 A SV Ah1 7) B 2 01 7 ML 7 5l 2K A AR BB s 77 T ]
FE U S I TE BEL 7 771 AR R K ) L R e | R A R A ) s A

[0393] P it e 5 5 ks mT 5 L e o L[ e 79— e A, 60 B o < WUk e o L IELEE L i 3R R
A BRI TG R BT VIR ER K R SRR B RE B R R ET (detaxtran) R FETR
BREN5,8, 11, 14, 17— B TG R AR BRI S L R PEHL D SSRGS 4T W Jh B i 00 e =
BE SRRy D4R 204 Z= 5 B VU SR S - R R T BE Rk I o AL 7
(priozadil) 5B A% B4 S B HFCIR RV £5 IR AR L il e h B L O T IR LA A

[0394]  A] 5 ik e A4 A L F TR 97 10 Hoe 72 A e i PR A B 1 70 e
A BB ) (T A e 0 B R A AR - I RN A L B[] B I S 6 F2 I (ACAT) #1461 771) (6
FEACAT-1BEACAT-20 3 B ME RN H1 7 L LA A2 ACAT—1 FNACAT—250 X3 FE 1861 1) Aok A4 H v = i
R ER T (UTP) #5713 2 A 2 R[] B R AC 0 i 77) (9 4, #5355 [l 2 FiNo . 5,727, 1156115,
846,966 1 BIT IR I AR OK DUAIL - (4-F2K28) -3 (R) -3 (S) — (4-F KAL) —3- LA L) 4
(S) ~4-F2HE IRy (-2-5 73R T ) ) LDLAZ A5 5 70 ML/ 58 B dn sl 351 (491l , AR B (1 T1b/
I TafF 4k 8 [ JE 2 A5 B BRI UEAR 442 KB (TS ) L 454 R B (BRI ZR) I
R (R 7K VA PE 2 FH Eh BlE (] 4, B 0 R0 AR RS A i h) e ss A 4 AR 38 (4, 4k A2 R CHIE
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DAL K B-EHE ) B A S .

[0395]  ASCHY I AGE “VaIT” AR IR0 7 Rl o o I B YR T o B A8 VR 97 1 9 7E 9
SiE AR PR G2 A BCTRT o 481 201, £ fy JIE 3] et M RE A 38 o, v 97 R 2 A 7 v L ] e I )
MRBR BLGR A o 10 EL, Y6977 P 2 7E -5 95 A5 09 RE AH OC 1) — FhER 22 Fh AR B IR AR MR IR 5 % i B Tl
By » AEAE £ 3 oL 52 31 e 2 ) 3R A5, IR AR 3 T B AT) SR BB I AR E o 7E— S89R T 7
Zrh, AR B I JHe R A 2E A AT DA Ty B A e e I [T e TR SO PR XSS (1) S 3 Bl
2t 1R[] e i iR BORRE PR s 1) — P 22 A A BRI IR 1) A 25 it A 5 R oo SR AT v L] e I i
B PRI T

[0396] AR B 2340 A4 48 H b Firik R S DA A 3 &, BRI R 3RA3 96 97 8L
F 78 B EAFAERT B 0 T 8 B RS2 Br A R s B T 83 (i, 208 AR 4) |
B 6T I RE U T I8 12 o A U E B 8 e AR SURE AR N REIBE 12 W, e A H AR AR
AL TN EE - T ANHA R 7] DS DA% o 41 0, BT A 5502 ] LA G il 52
HR B EL A AE S TR AL A 2 B BT IR A5 PR SE i T b, N R Z10.5g £ 4
10gB R AR L1058 F 215 RF R EARIE 290 . 5g T 213 RF K L 2410, 5g B 412, 5g B K . HIAL
290,58 £ £)2. 0g8F K

[0397] ARSI IR 1 5 A A4 & 4 mT DA e FAE £ i R/ B0 ot s Rl o ‘e AT TRT BAAE £
Z ATER AR IO B 'Y .

[0398]  ARSCHTARI R G255 b rl 2 () £h B & W mT % AR 22 Bl FH s 12 BR
P A B 3 0 o B LI 1 e IR AR N 11\ W N B L W - B W e FH I 720 2 AR AT RN I
ORI« i A it FH 38 420 18 8 4 2, Jed B8 8 Bl i W6 0 L4t FH 21 1B B I BE BN
L s a2 .

[0399] AW (BH 2525 ERl 425210 #h) DL AR B A s ik &5 — PhE 2 Fh 2
5 AT SZ B ROE FRIVR A B MR 25 4 & 0 T X FH » # R AR R BR AT I 25024064
AT LALAH 7 3R —FhEs 22 P2 2 b m] 4252 IR R A48 T80 1 ok T ) 60, i, 4
FRE HE BT IR V5 AL A9 0 R il 700 ) A0 AR 38 2 b m] DA FH A 4 B 7)o 38 24 i 4 A P Bk
T Er i B e s

[0400]  XJT& M JE A, A K AR AMEA AP LLRZS 5 il b frid A s &
W5 AU FN I 29 2 ] B2 IR T 20 A SR BE ] o 3 S8 IR 3 A R B IG 41 S P Re %
MRTEC 1] SR 7510 70 LT AR AL ) S B ) AR TR L B R B R B (slurry) VIR S
IR 7 wafers) 55, (2RI 38 4 DA 48 T AF B I 299 il 77 m] LLIX REER A, B,
TN EATRIE 77, AT 1% BB B P43 VR A4 » 75 B IGE B A R, 2 Ja I TR & ks LA
AT B AL o JC I, & A I MR 04T T 78 0 G0hs , 055 L0 B A 5 2 4 2= il
w1 (Bl FoKVER N TR OKUER R E IR B P A R A R R R AT
ezl R P R AR, A/ BUR LG BEER (PVP) s FIAR IS O RN 2 P s & 7)o 75 2,
AT LLIIN B A ) (AA ISR It i e i) BTG BT B B L & (e FR ) o

[0401] b4k, rid i 28 & WA & WAl A5 — Ph 2 R IR Va T 4k A4 =l 4E 4 KA DLEK
BCHAA JRE R E T EIN A SR LU L) H R E iUk (B, Fifk H
HIREL RDT)) , 0T 44 ZA D EAIK, B §i43-5]4300010,40010.301U.80ug .

[0402]  7E & Phskiti Jy b, S MR (a0, JR A1) 4 B & v A Rl 13RI 2R 1 24920 %6 DA
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L, BRI, 2950 % P b, Hea AR, 2975 % PA b, HEdE ik, KT 2990 % , R 54
AL T 4 IR 55 o

[0403] Bk e 5 S W 25 W) 26 ) mT LAVE NG . BT R i U B AE 2 TR R A B
FR2 Fee % B A P S S (1) T XUt FH o AE — B8 S 7 S8, AR B ) RS Ve B & M
AW Wit AL & PSSt 7 R, AMAEMEA ST H IR AW & & 1R
AR I A A L 407 s 2 W (311 40) Remington’ s Pharmaceutical Sciences.

[0404] & & KA K BB AW AR T BER VY AN B A7 57 & 4 2 AR TR R DY AN F 771 1)
s T A R E A B AR E RS H B ERE A AR RESRH EE
FIFIAY o AP 5 DA 247N B BN 4 3 2B AN JRAr A &k e A IX $2 00t T 7RV 97 T Ml 52
WA R A H A

[0405] AR 55 UiBH , SR EBAE S T —FE A 1) — 50 73 B A8 ST I 1) e 2 A A e g HUAR
(K335 A7 120/ J5l 5 D03 1 -1 2B i (10 2 PR LRI B A7 e 2 , BRAE 328  BRA R 255 477320
AN IR PR3 3-8 ik J57 XY SR VR AT B b o IR e ARG ) e s ] 19 49 0. 7 R
L IETRE 2R IR T 28 e T 28 AP T 2 L UT A IR | S N A B R

O
(04061 AT P ATE BEIE o — 4 (UL B e Bk . | | ).

R T
[0407]  FRMERAE N 15— BE I B9 — BB AR SCRT I AGE” 75 287 R R AT e 4 BRI Sy
i RIE LA AR IR A S A 6 -1 24 Bk 0 BN B PR B IR A, 461 G DR L IR OR R L 2R
AR 2R 32 AR I TR Sk B A R I 28 32 o % 35 R ERAR 1) 2 32 A2 B Pl ke T 75 i 3 (4] R
75 5 ARG IR 55 5

[0408] A SCHT FII ARE " PR JGe 5L 7 AT 376 b 2 7 A 26 4 HUAR IR 72— AN B &5 A 3-8 ik IR
+, AEZ R G B 21820k SR A B PR RV AT ER AN M L BRCAR M R 1 o 461 7 PR R HUAR
N e a2 NVSE- 7 SRR S 7 3 S NP 7 N5 2 7 N 2B A [P orie N 87 e
[0409]  FHAERT R ARTE N7 1B o — HE A (1 — 3 0 RORIZRE A 58, B, o &R 7
MAZFEF B A s b 4% 1 B 25, B i FE I N FRIRE , WER T AN AS [ B 57 4%
Bk 25 o B0, M BE R OR A B S A, 49 3 R 3 (—CHa-) BT 243 (—CH2CH2-) 5 P 75 3
Fon A I FEFE ], B AR IR | [A)P SRFE BN W 2RI N T IE R, DN BT 4R R R R
TSR Z AN A AR B BRI S (R, Bl IR S, e SR O AT A% A AR
LR AR IR

[0410] AR FHEARTE"BE” R A (B, XU §8) Bkse (B, -0-) .

[0411] AR R ARE "B R~ A (B, XU &) Eadk (R1,—-C(0) 0-) »

[0412]  FREAE A Ty — 2 1) — 30 3 R A ST I ARIE” J4 0% 27 RN AT IR LR I5 &2
LONFR SR+ S SR IR B IR A IR ] (A BCR A=) , K — e A ik
— A A B AR R NPT U NLORISH 2% 51, H IR A IR IR 1 N8 » Bl Tt 24 55
S ARG R IR L ORI [d ] MR B | DR [ ] MR A 845 S R B ek | S B 45 I R | v
IR 545 « PRIy 2 | IDR A | IDR P 45 | SR | RNAe 45 | PR IR i | T A G | T IAE £45 | ML I L ML IE 845 L PR
VRl e By S ML R L IEE g D WL e B eI I g B R

[0413]  FRMBAE A Ty — BE A 1) — 34 A ST - RS 7 Z- 38 R 7R 4 -8R [ 1) vl
ABCA AN A IR LA (FALBCR ) , Hop — AN B AN IR M i ik 5
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NLOFISHY 24 J5 5, HLJ) AR 30 553552 Bk o BEAE » (B GBS ZR IR AN S8 402 75 B IR Y 5 ZR IR 2R
AT A5 IR BB 4 5 FE IR AR A o 1 7 1 R PR R AR b SO PR (1) 2% 5 R L A e s b
S LI T84 R I 25 DR IGE B45 P IRR A, | R MR 2 L DR PR 845 55 o

[0414] ARy IR ARTE "} " #5387 AN HH i AV e 2 20 i) VR S B R A

[0415] i “HUARE) J5 57 L BRI be 5 45 v (1) AR o “HURY SR AR IEAE R 0 2 4] (B,
PRAEZAGE G bt 5 B e ) b, 20— AN SR FE S EEFH— e
HARZE , B an 2 2t (OH) e S0 Ak B 22 IR A% (—CON (Ra) (Re) , L P RaFHRp I N7 A2 & J5E
FEE IS L) VR IE CNRY Re) , He o RaAIRe 7 M2 4 B B 5 ) A R B TR ER )
FRE BT LS (-NO2) (K (—ORa, HHRaZ e B 5 3E) i (—0C (0) Ra, Fo 1 Ra 2 be BB S
5 (B2 (=C (0) Ra, HHROEFEIEE T L) IR S U ARAE “BUAR” 51— 1 ] R A 4 B A
], B E 1A TEE Tz 08— B, J 0 AT g B b R B 5 5L DL 4 i
TE A AT e BAR P e S B AT 3 A AR ) 75 2L

[0416] AR SCHT F I B S A R 1) 7 AT RE IR S i s e 5 — AN M E R AR A AR F.
[0417]  ELE VAR T AR W, IR W, 7E AN 1 28 T B ORI B3R o BT 58 SR AR & B 1
Bl 26 A T BEATAS 1 RIS AR & AT RE Y

ST {51

[0418] R 1 i AR 52 S ] LA B — 2 B R AR B o B T BN T BT S 5]
FIv ik 4 A1 A4 A 0K

[0419] 5 %1 AW T NI AT ATNE) o BEAL T /N Wb A IR S5 A1 B 2% A1 v & Jrig 3R
4% (Northfield, TCHIMcColl,1(1973) "Postprandial concentrations of free and
conjugated bile salts down the length of the normal human small intestine”,
Gut 14:513-518,Borgstrom,BZE A (1957) "Studies of intestinal digestion and
absorption in the human”,] Clin Invest 36:1521-1536)

[0420] il & 7 N FUIKIA WL : 50mM N, N-—" Q- 2k 2, 58) —2-%( B 2 1 1% (BES) \50mM BES
.6 . SmMBE LY . 0. 93mMH 2B FR AN 0. 93mMH 20 S20IE B8y 1 50mME L\ pH 7. 0. K5 Il
TIEBICAT T -20°C T o AEAT FHZ A0 4 M R AE 37 C R h B AL , ZE B FRAR b 2t
KT 2090480, IF HiEidNalgene 0.455CKIHIRAT 4E R IE S ot . ORI IR B B BIMESE AL 0%
R T I R G D R T a0 18/, I EURS B HB 228 31 16 x 10 Omm Bk R 58 WA/ , LA
B 23mg 22 28mg [ BAAE o 10 SR RS 1 = HAE A L OmL— R PEAE AW A N Fod V&, DA
RGN IZ 2. 5mg/mL A H— A fE (Teflon) i, KB, I T37°CAERUE N I
BRI Zh (BE B 30-40%%) 3/NRS o S IE LA500xg B O U B A W0 104 b , 4 b B VREURE , 18
T BL1000xg S £ 104 EFEL 96 FL0 . 455 K Whatman Unifilter 800LARR 2 AL F 4 ki o
T hEAs 5 A% 2 BT IR i RO BB 1 CE B 96 £ UM AR FLEE AR o

[0421]  Jy v Il H &R & (GO AMH AR ANEIRER (GDC) FE USRI FIMR E , B 50uLAE
VAR BIHPLC R G b, 1% RS % HPhenomenex Luna €8 (2) ¥ (100 A, 5um,50x
2.00mm) FHUVAG U 2% o 158 A 7K 25mMIg 2 £6. 22 pl (pH=3) A ZJERIARZLLO . 4mL/min )
A HTAE o UV U125 A 205 nmfH) 38 KAS GCRIGDCH 55 o M KF B AN [ FE I GCRIGDCA
vt ZHL RS KR AV VARUE A B AH [RTHPLC 2R 40 b o % i 2 3k e [ AP0 R 52 A ST SR Ay S B P 4 3 1)
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R 2 o 2 T A7 75 T4 v B GCANGDCR e [ AR AH LR A it 2, v S A it vh A2 43 (1)
W CAmMit) o

[0422]  JEitELERAE R S WAL N HZNMER £ (GCeq) AH 2 I SN ER £E (GDCeq) [T 179
JESER/D R AW T HAENKVER WS, TH R AR B SRIGK A N4 A IR 5 1=
Chmmo1 /g EWTH) -

[0423]  FEFLLECARSLT , Al 1 HERE 20ul JEVR B 5 ] B 7 2 #ekt: (Dionex AGL1-HC 50x4mm
IDAIDionex AS11-HC 250x4mm ID) ,fF FHEC 245 6 22 A48 TP 1 A 44 #1 /& A1Dionex
Conductivi tyf& M #5CD25 (A DS3F BN MASRS Ultra 11 4mmPNH] 25 (Suppressor) )
Waters Alliance 27959 BitRb (Separation Module) , M5EREFR Sh (K i A N B
ImL/mindfi 2 () 30mM KOHZE B AN 1593 8T/ A ot KD 38 AT IR T) o 3218 A () 3R P2 1 Tk B R B 4 o
BEREBIAHIE 2240 b, SR i i a0 i AR R 1 T SR Ay R A i 2 o B T AE AR il R A7 AE I
WS T RRURIT A AR AE 1 28, vH SR IR SR AR S P 3R (M)

[0424]  JEIL L EAL R S WAFAE T RER £ (Peo) BU-PHT IR E HAE S/ D RSP H H AL A
T BB THEAE X B SIS 25 T A A R SR &2 (Wmmo1 /g R A1) -

[0425] 5 &2 ) /NI ST GUER) o AR /N & TR 28 A1 ) 2% A v =
B 5B S5Y) (Fordtran, JSFLocklear,TW(1966) "Tonic constituents and
osmolality of gastric and small-intestinal fluids after eating”,Am J Dig Dis
11:503-521;Northfield,TC and McColl,I(1973)”"Postprandial concentrations of
free and conjugated bile salts down the length of the normal human small
intestine”,Gut 14:513-518;Evans,DFZE A (1988) "Measurement of gastrointestinal
pH profiles in normal ambulant human subjects”,Gut 29:1035-1041) LA F %1
i B 1K) 77 2UEA 2 . Smg/mLIR) SR A W0 FEVTAN ISR S W0 R £h 45 5 MeRe , B A8 AT 51000
BUAWZ AN 50mNN, N-— (2-F2 4k 2.5) -2~k Z B2 (BES) 50mM BESHH 6. 5SmMITE R 1Y -
4. mMH ZUE AN 4 . 6mMH 20 2018 R 8 < 1. 2mMish 3 il omMIF R  150mMELAEAN . pH 7.0
P IR 2R A VRS A HL O 6 31 16 x LOOmm B Ak 2 6 U, JLAEANE 547 28mg 2 33mg A URE
FERSAE LR B R SR N2 . 5mg/mL i1 2 Img/mLo. /5 W, F2 /7 5 b S0 19 prid
(IREFAHIR, B 7 428 F T4 B PR 43 A B DV I 2 T 3 TC/ ML

[0426] 7y E HZAEEREE (GO)  H U A NEER £ (GDO) 2 H- il (06) Ay R (0A) ¥k &
FEFETRE B T R % L B 200 L3 B2 BIFC % f7 Phenomenex Luna C8 (2) H: (100 A, 5um,
50x2 . 00mm) FIUVAE I 2§ FTHPLC R4 | o 3 A 7K L 25mMgk IR £ 2 Pl (pH=13) FI1 2, 5 6 B LA
0. 4mL/mi nffI9E3E 53 B RE o AUV I 28 L 205nm1 38 KA JUGC . GDC L OGRIOAR 15 5 o 3 K5 HH
ANTEIR FERIGC GDC L OGAMOARR 1HE it ZHL 1 ) R HE VA VRUBE £ B AT HPLC 22 Gt L o 8% i 3t 1o 0 [
TR P2 A L SR 2 B o 4 43 P AR o it 28 o 2 T 4775 TR i HH 9 GCL GDC L OG FTOAFH) Ueg [T AR
HAH SR 2, TH A i B AR 43 IR T (DomM)

[0427] JEELERAER AW HZMEREE GCed) « H M ANAER EE (GDCeq) - 12 H i
(0Geq) F1/BIHER (0Aeq) (I P B2 52/ DR G YT HAE M E R WK, 1 B AEIX
s IS 2 T 45 A R 4 19 & Mmmo 1 /g R & W) S

[0428] @ BB AL o Oy T SCEREAA P s , R 6 B L ORI G B (B9 JEl %) 3R H Charles
River Laboratories (Wilmington,MA) . BIi5 ), a0 & T Wi ki K sh Ik fr Teklad 2018
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Madison,WI) b o fEEEAHF AR o B S SR L E M AUK AL S B 2 /DB R, IR G 12 AR E
ML, BHE DT R R G A E T = 85 = R P & D12079B
(Research Diet,New Brunswick,NJ) =K, #EEHIHHR SR ESWILLO. 5% HIFEH S
BV o PL IR O T R BT A O B N SR ZE  , SV A
AL B FE A o K ok B A ZEL 1) B P Sl R, [ Aok 11 ARVB 9T 2 B A 4K 82 R NN i
KAV 7R o 4 Dok 2 R & B WP oo Tk R, e sk B BT I s
SRBEAE VR, R SR 5 18 I AR SRR AT A v i B A5 EL 35 AL o AR S B E S (A L DA
BEFEAENRYT RS

[0429]  FEREECAB LS, BEAT HE AR T HH , Hodoi Bir e AL Sh s E AL an B BTk AR T
3 HAXCRSR AR DN DU 8 78 7 AR o 2 b iR YA ER A 0 Hmad b AR 4L 50T ok
T I R G W NByE SE 2 HRE I X8 o S5 4b i B R IB T ARG T R e e R &
P AR 6 S5 HRIH A 58 o

[0430] 15 A XS FH Por ter A [R] S 4R I8 A 75 A B 5 7 O B S {E IR YT 36 (Porter, JLAE A
2003 .Accurate enzymatic measurement of fecal bile salts in patients with
malabsorption.141:411-8) . & T REIRFEL, FX E 100mg 540 10 FFEE RN 16 X 100mmy)
s (Pyrex) ME AR E A R0, 7N NaOHI) £ — B (ImL) o AR 45 U o -
2, B HAE190-200°C Nk 2h ¥4 Z1 5, IR ImL 20 %NaCl10.2ml. 6N HC1. fRi%5E A ) ,
IMA6m] LMk 458 55 b, WHES 7B, SR FE LA L, 000xg B 0553 o o L TREAH 5 72 42 20mL 3%
TN o F6mL ZREBEAT P IR A A M ) ZE BT A ZEBURIR & o £ 77 SR T R B e 2 2K o
SRIE R AT YDA AT 3mL AP P O HOE R LC-MSE B IRV & (IER . 3-0H-1 254X -E BE iz -
G It SEUNE PR SEUE PR AT B

(04311 szl A i ARBE R A BEFIIIN, NN G N/ =P (3-Z T ) —1,4-T & (Cs
BTA) KA

[0432] i AT & BEAT SCBERON, NN/ N/ =P (3~ FE TR L) —1,4-T e BHO A K
FEN, NN N =Y (32 A ) —1,4-7T i (Ca BTA) ¥V (40wt . %6 HIN, N—— F 35 F I fl
(DMF) 25980 T 328 B 40mL B3 /NP o 87 XX -Ri=X GG IR H R S 36 7 51 HY) F A2 BBk B g
INEAEANNE A I 53 2N DMP AT B (MeOH) 7242 40wt . % 1) A A A 254, Se b v 77 1
S B 2R (DUERRTE) o4& 55 B35, 7EB8 CIMIRLT/INGS o BT 453 58 & Wit fec v K 5 H. /EMeOH
HE B, FIMeOH (FIIR) « A (L0 %6, PIIR) AR5 K Gk Bt iR FE R
T 0 TR T AE R R S, 3k an B R R A DU 2 BN E G RO AL R 2 IRV TR
(BA) 5 E EMAMRE R, I HAan T IRIEZ R .

[0433]  N,N,N",N"—=PU (3T HE) -1, 4-"] &l &k

[0434]  FERUUT AN L, 4- LT Ko MR M i 76 I e v B TR A M) N 40 % KOHIE T o %
RBLAEZ 5T PR 55 HAFHPLC FH T 8 458 S B o Js 82 56 Jie I » AU T ik AR Bk AR B VR o
WA A SRR TGS SR R AT K BB A% - ik 48 Ve TR 5 , 3R193, 37,37, 37 = (T he-1,4-
TR T (BRI WS RK3,37,37,37 - (T k-1, 4- R T (RUREFE)) IO B AEL:
F K P BB UE T IH /R (Parr) S E b o VRSP NIB 22 e B AR R IR &)
FET00psi N T70CEAA I8/ V& A 2 5 4 I BLERE T8 = IR A DE TR LA ZRAENLN,
N’ N"=PY (B2 FE N HE) —1,4-"T % (CaBTA) , AR B A eIk Y .
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(W2 +Wa W +WHEYE TIHOE S W + )
00T % (sl W +awt)
dg B I B AL Ve MEN WG LB T +

Thlrde b8 Yl e Th

B

iR

j

Ny

P WEAH [F)RE 2B BN NG N7 O NY =P (3-Z3E TR 3) —1, 8¢ 45t —Ji% (Cs BTA) WN,N,N’,

050 172 LYD 997 | 990 |0ST6 | 0576 | LSOE | p609 7Tl FyE o | 1gl
o 007 18D STE | 890 | S6L0L | $6L01 | €0VF | T1OL 911 Ty D | 9Vl
Yee  CLEo
€11 9%’ | P90 | SPOB | SPOS | [8€T | €809 8T FHEND | sVl
090 0'ST 50 S6T | 590 1676 | 1676 | S9TL | LES9 Tl FUEE D | vyl
L9'0 6l 990 PTE [ 850 [ Lbs0l | LY6QT | LILP | 8989 911 FuT D | el
6L°0 6TC | 050 | 8€L6 | 8EE6 | £0SE | BSEY Tl F¥HTED | vl
'l e 170 PEE | PP | 9TIIL | 9TIEL | 080S | SOL9 9L Fumss |1Vl
£% (%) @ v ] ()
| { | jowanr) | (o)
5o by | & Ma&m@ x 2
@GR +W¥ % O e d|w vV
| JNG | HOYW | VIS | wauy
& £ | op ¥ g
o Hwen ¥ Yo u b b (1)
bR Y ve | ¥ YE| v FHE Y (W E R il 4

i (Ci2 BTA)

[0435]

N/ =P4 B3-Z AL ~1,10-Z8HE % (Cro BTA) FIN,N, N/ ,N"-Jq B-ZHH ) -1,12-+

CN 107266681 A

[0436]
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[0437] St {512 « H A R I B B A8 BRI BIN, NG N7 G N =Y (3-% A 2E) - 1,4-T %
(CsBTA) K EW)

[0438] i FH] 34T & BEHEAT S BERIN, N, N/ N/ =PU (3—Z LR HE) —1,4-T —JehhRHE & ko
HENGNGN N =P (-2 FE T L) 1,41 M (40wt . %6 [ — FE A (DMSO) ¥4 ) Pt ik 2
AOmLIFFE /NP K T 2 Hh B HH I X0 TR M 5 e A8 B B A I 2= B A /N o NS B DMSO
FEAEAOWL . % I A 9 R R NI EE 3 25 5 IR ARS8 TN L TN K TS R A R T
fk 3 HAEMeOHAR % , FMeOH (FFIK)  FAINaOH (0. 5M—R%) AR JaE 7K (=) eIt Hik T E
T P T RER T A B R A, T B AT S L BIN SE R B SRR IR R B s B TR
(BA) &A= R IARE I A MR HIES

53/98 T

Mg | R AW Btk mME | Cy
N PRI sk SRR BTA | DMSO
[0439] _ {mg) {ul} {ul}
23 N NS R P ) ki3 1911 | 1135|5450
2:D2 NN =T 8 LR BBl L6 1759 1293 3450
H dudt BA #4 | BA &4 | BA 55 BA A
) FE RE A =
A W 2B WM x| A 4| BRPe (gwam
[0440] (mmol/g) | (mmol/z) (1’nm0,g) AR
R0
203 0.60 297 039 215 2.00
2-D2 0.69 3.00 6.44 4577 1.52
[0441] A R RAE T IR %6 /B A B s & %6 «
[0442]  (HHPER+HG I B x100/
[0443]  (JIEL &+ it 420 I 8+ 3-0H—1 2404 - B 4ok i+ it AU B I+ A IELTR)
[0444]  sZiififh)3 . HAT R &URE (ECH) FON,N, N NP0 (3-& LA L) —1,4-T 1% (CBTA)

AL S i

[0445] A AT A BEAT ZCIBRIAN, N, N7 N =P (3-% BE TR 48) —1,4-"T Rt BH A o
FENSNGN N =Y (-2 L) -1, 4T AW (40wt . %6 BN, N-— F1 B H1 Bk fie (DMF) ¥ )
e 3% B 40mLBY 38 /NE P o8 R (BECH) In & A/ NME o IR ZAMA DMP I B, 772 4
40wt . % 1) B A N Y, AR EFIA L EE S (AR R ) /M s B35 T HLAESS TN
AT/INGS K AR A WD R K I HLAEMe OHHR 8JF B , FMeOH (1K) « FNaOH (0. 5M—{X) -
G K () Beid It LR B 2 T8 0 TR BT A i) 5 A1, dd ik o b i (1) A

8 Bl A R AR A RV IR S B AR = SR A T RVR B B, I HAE TR i 45 R -
Hod RHCER | BIK A% | WBBh | GBTA | ¥B DMF
I P 7
[0446]
{mg) {uL) {uL} {uL}
3-Al ECH 1:1.6 30879 | 88720 72046 | 72046
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B JEE S E R A M | EiT ELs | BA Bk
i BB BRAE | B
A oW xB oW |& R EEPY | pe
[0447] {(mivola) (mamol/gy | (nonole) | S
e
3-Al .34 315 0,62 4.7 52.06

[0448] S {H I NRYT R %6 AE BT IS & %6 « H]

[0449]  (HEPR+HE i U B FR) x100/

[0450]  (IHER+HG I A ER+3-0H-1 258 A NE B I+ it U IR R+ PR

[0451]  sEjfEfsl4: BAT 1, 3—— (3—H PR FE) —1H-IBKE—3—$4 RN, N,N/ N/ =0 (3 L 3E) -
1, 12—+ — & (Ci2BTA) AW

[0452] {1 AT A AT AZBRHIN, NN/ O N/ =PU (3-Z A 4E) —1,4-T R R B Al
FEN,NGNT N =D (32 B S) -1, 12— 0 — It 3 BI40mLIE 3 /M o 41, 3-— (37t
PRI 2) — 1 H-IDK 1 — 3845 FHIN—FR itk i e B (NMP) Jin & /N K /i as | 35 9 HAES8°C in#k
LT/ B TR 58 B B TA IK I HAEMeOHAR A , FIMeOH (FRIR) « £hI& (M, =) 2R 5 H
K (EIR) VeI BT B A2 18 0 TR T A i) R A4 il o B Bk i AN 52 Bl &
MG RSk E NN RE SR E RN ITMIRE B, 3F HAE TR P IRIEZE R

T an# Bl TFFER | CoBTA | L3200 R A - HR R 3-55
[0453] B . BN NMP
(mg) {mg)  {ul)
4-B3 1:1.26 2080 3253 5666
SR B s | Rit B S | mitE g4 | BA S
A M EIB WM &4 R| &+ ew | (ge
[0454] {(mmol/g) (mmol/z) (mmol/g} SR Yo
4-B3 8.51 299 0.48 i85 1145

[0455] & I WI AR YT R %6 1 BT i e & % « B

[0456]  (HFER+#S M NEER) x100/

[0457]  (IHER+RG A ER+3-0H-1 258 AR b e+ it U R R+ PR

[0458]  SEJtEfI5: 1,3~ (3-MHTAI L) — 1 H-IK e384 1) il %

[0459] kg Eh (18.3g,0. 2mol) 1 —¥RA-3-F A %t (50mL,0.5mo1) £/£200mL. THFH [
WRAT 35 IR SR IR & 1R 8 /NI 3 ELIR 45 2 T I TR R (250mL) N &5k 4%
W0, SR IR (1508, 1mo 1) o B JRVRAE [ N PRI A o AE IR T E BRI A [ 7R 2
IIA300mLAE S GarH 910 % HF B o J8 e 1 8 o 2 8] 4 o R 4 Y v HLd il (i (e,
FE ARSI 10-15% I EE) 2840 FRIF 1L . 6T 75 74 , AR MS m/e MH) , Tt
SAHA404.93, SEIMEA04. 73 .11 NVREIAIZ S 1)
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PAS

[0460]

c10 o | __Cm “ B c1o

&

Xz
LT 10- 2 ) (108 R ) T Hoskok 346

s B AL

BIX
=
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[0461]

CpAie, Br " c12 |
Cy Bk, N Ny N
{;{r

B ey g
R T SE el & AT R
c\“.w:‘:‘:‘w'\\ T
‘§ o \ & R
C, E;tgx“i’\cufsh § X o
3 i N "‘““"‘““‘\\\-“S
4‘/1= 3 e
N N N

T 3 (3 A Ry~ (sl iy

Cs BTA

HEN_\&_\ Cq /NH?

Hal
NNN N-29(3-B A & A)-14-T 2

Hol

Cy BTA

Hyh
NNNN-29G-84 RA-LE-FR K

Cio BTA

HaN
NNN N0 (3-H R A1, 10-398 =

HQ'N\ C1o /_['NH%

NWMN\“‘\M

€12 BTA

L i i L g
NNNN-28E-RERNE)LI2-T R

' \x

[0462] St {5116 - L AT IERIDK A 545 2 1Bk H A4 F) CaBTANTC1 0B TA B4
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[0463] i FEAT VAR AN ARBCIE BE /1M FLIEHLAF N BEATN, NN N =Y (3-SR4 -1,
4="1 % (CaBTA) N,N,N7 N =P (3-Z A HE) -1, 10-Z8bE i (CroBTA) G WM B &
Ji, o G CaBTABRL C1oBTA AR LI 1/ SmlL 3¢ 38 /ML HH o ZUX-Ri=X CH A X5 g A (B s AREER A
LR 2 KM SR R BE) A9 S IR SR Y 98 VBLZE T T S B 491 v 31 Y o 52 K5 BAAE — FR IE AR, (DMSO)
40wt . % BEAT 73 L o R I A BEAS AN P DA 28 35 1A 3 R 03K P D 40wt . 96 o NS 4
AT SRR 55 b3 HAETOCINIAT/NGE o K ZHUMNR S AT [ 1R ZE M R S R G Wi
ik ELAE — FF 25 R IS e (DMF) epmik BB, 56 R 2K PRV (M) 7K AR BR S A4 M (NaHCOs)
=0 KBS (Y0 IF R T E A2 T
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[0465]

ﬂﬁfﬁ?ﬂé@%ﬁﬁﬁiﬂ@l— (3~ AL T JL) ke (APT) FE N RS IR BARIKI 1,

SE i 451 7

[0466]
10—

Y

i (C4BTA) =

(DBD) HIN,N, N’ , N/ =P (3~ FHH ) -1,4-T

e
VL

e
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[0467] {3 34T & AT SSEIIN, N, N ON/ =PU (3-Z R HE) —1,4-T - RehBHE & 1 o
FENGN, NN =D (B3-Z TR ) 1,41 B (40wt . % RN, N-— FF 2 FR B i (DMF) 390
B 3% 2 40mLBE IS /M H o PR R #5IA 1) S0 SR 1, 10~ 7R 28458 (DBD) AIALTE sfd 1 -
(3TN IE) BRI (APT) RS/ o INZISMMEIDMEFI R B , 72 A2 40wt . % [ S ] 44 A
W, AR b 2 GRARRD) /MRS 35 9F HAES8 CIN#k 1 T/Ne o1 BT 13 56
R K 5 HAEMeOHHR 1 % , FIMeOH (FIIR) ~ FINaOH (0. IM=7K) AR5 FHZK (ZIR) Beik
H HVR T EH 2 T4 TR BT AE R R A, Rt AT e B 52 06 SRR Sk 52 I 52 R
RS ARE ENIAREE, AR TRPHEL .

oA ke BBD C4BTA | APT DME WEE
IR TR
B
[0468] (mg | (L) @D oL | (b
1i-0 .75:0.25:1.6 2588 1421 129 3426 3426
11-D2 0.50.51.6 3261 1119 405 3758 375K
11-03 0.25:0.75:1.6 4406 605 876 4373 4323
o BA #&40F4 BA #45 |BA #£46% | BAES ik
7 54 B
A M ® B oW F | b A Eadad gy
(mmol/g) {muowol/g) {nunol/g) ®ofE it
[0469] BEoL*
11-D1 4.52 3.00 {1.36 7.6 63.63
11-D2 0.56 292 0.62 10.4 4936
11-D3 0.58 2.66 .52 10.7

[0470] (g [ AT AR TR %6 /B N T LS & % < B

[0471]  (HEER+#E M AR x100/

[0472]  (EL&-+H8 i 480 IE 8+ 3-OH—1 24804 X — B 4ok i+ it 46U N I+ A IEL )

[0473]  sEjafp]8 : B VE N AS BE AR ERFRATIN, N, N/ N/ =D (3-Z AR ) -1,4-T %
(C4BTA)

(04741 H A B RAS BN EE BRI 5. A 010 A R A48 =R 43« N, NN N/ =Y (3-% 0
PI3E) —1,4="T & FAd (CaBTA)  ERERMURI LI 5 pdk o 3 LA 20N 1 11038 24 K/ B iR e
LRI 2% ek Yo s () FAAR B AT BT SO o

[0475] 7RI S B, B8N, NG N N/ =Y (3-Z TR 4E) -1, 4T ARl 2 B LA A
N BB R - S8 J5 5 SR FR IR AL 58 i (SR A7 AE) & B b o RS B 4 = bz
Pom s Bt ARSI N SINEASIR ARG SN B AE 120 °C R ik 1 8/ i), SR SR 78
180°C T AINFAA/INES o 5 BT T A1) 5% B W0V K A ISR BV VR 0T B85 L SR 5 FH B (KD
K SMEEAL A (PR FK (Z0R) Hhisk It LT ELAE T 06 TR T A s R 54, J8 il
AN 5E B 52 A6 SRR OR A s T e AR T IR 45 & R 2 R AR 1%, JF ALAE R R A
G,
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[0477]
KB sH
Cio
C
12 \N ‘NW\/\/\/NBF
TMEMP-DBD | Br” TG o™

. ©Br
S RAIRAA ST Y RS- Rk

Ciz \N / N/-‘"\/ 612 ¢ “'/’\sf‘“gf
R}f\fwvwf@ \ ,’®\

o8r & Br
Tl b TR AL SR W R ] R

TBME-DBDHD

Br \N“ V*/ . Br
TMBMP-DRUD e

ERIRE R et SLFGRGUE - S C§ SRS L g §

[0478)  SREHIO:N,N, NN~ (-G PHIE) ~1, 4T 2k (Ca BTN AIfE Sy 2RI
) - AR ZIRBE SR I R A I B A

(04791 ELA {5 AR —pd 4R IR IE S5 11 3 & M) & AL 8 B 43 s N NGNS N =Y
(-ZIEHH) —1,10-38%% ik Hi A (CooBTA) BIN,N,N' N/ —JU G-ZIEFH) -1,4-T &
BTA) 1= AL W W #%5 (TMBMP—DBD) o f FHEL A7 0N 1A 250mL K /N 5] JES 8 R AN 46 A7
T JH T P AR AT IR RO

[0480] 75 704 S J87 FH , 5 BTA B e T FF 1 o o 4850wt . %6 ¥V, 48 J T 32 8 I e o
SR J5 45 TMBMP-DBDEY TMBMP-DBDDAE 50wt . % [ AR B VA VAN 22 08 o 4 FHAS S B
R 6 3 U I SINEURIR SRR 7655 °C T 4 BB 18 /N o 35 FH
Ca BTATE IS A Vv IO ELZE B BEch BB , O PR R (B0 « IMRIR \ FIZK (S0K) Wi oF
AT EE T8 HCo BIAIE UK R AW I I ELE R B h ik as , I F AR B (F7K) 0.5
BRI 7K 0. SMBRERE AN (V) FIK (S0 eI HLRFELE I 0 TR B AR U 58 &
Yy, I AT SE BN ST R B R B o I R R A A 2 SR A PRI B L R HLAE R
RkiESs R

s Ik I 2k ZEEA | BTA CHOH | 288 2%
TP B e . : _
’ (G () (e (2
[0481] 14=A1 CARTA TBMP-DBD | 1:2 1.5% 9.9¢6 8.38
15-A1 L BTA TBMP-DBD | 1116 1.2 522 | 4.02
154D Ci BTA “gBMP--DBD (16 i1 A 429
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[0482]

[0483]
[0484]
[0485]
[0486]
[0487]

fre ik FIC A 28 ST T A A 1 o 7 R S R o, 1S

fe i B vk | et el | vt ER T
” satn | s5e | emge PAEE B
7 \'?‘J# - B -

~ . Y i o by S 1%. é

A R B WA | & | j? ;ﬁ ;

» o ; ‘ G %?J»&“Eff ,g/g

(mmol/g) | (mmol/g) | (mmolig) | .,

R S
14-Al 0.55 2.73 0.37 4.0 7.6
E5-Al 0.54 290 1118
15-A2 0.66 2.79 (.53 I8.8 1.83
S P R AT NB TR 6 A P i & 9% < D

(EFR+#E IR S B FR) x 100/
(JE R+ 8 5 S0 E R+ 3—-OH—1 258 A% - B e PR+ 1 A8 B B+ R
SEJEA 10 « FEAR A&

FHBTARN b A RIE 853 52 1B 5 ) B 5 Mt — 2 i 55 e ik i e 2 DA 2 A

A

W37 B9 e 25 0mL IR JES B P 1 B

B, SRR R AN S ek pd FC A (i RS HD) TG o 45 SR AES5 C TR BEAT L8/

LEPEE ey

Yo RIS (2400 ~ IMERIR L IMEAL AN (20 AZK (3900) Be IF Bk T EL& T 5t

TAEEM T A R A, I AT E BN E A6 R 8 I E BT IR 4G A AR & R T
AOREE L, JF BLAE N R iRkIE 45

[0488]

[0489]

[0490]
[0491]
[0492]
[0493]
[0494]

FZEAE PRI INBT R %6 B T s & % - B
(HEFR+ES IR IR x 100/
(HE P+ i A N R+ 3-0H—1 248 C-HEL e R+ it S B R+ ELFR)
SEHEAIL L A HEF) -1 —IRAR 28 ke 4, 47 - =P B L — (1-FF LR IE) F A

x AL R R ® (2} ®
s (SRt AR (g) L L&
_ C: BTA/
16-A1 TMBMP/ | Cylidk 1:0.95 28 3.6 12
DRD
CyBTA/ ‘
16-A2 TMBMP/DY | Cpplith 131,75 20 27.69 1.8
BD
C/; BTA./
16-A% TMBMPD | Ciplait 11345 1.6 23,73 24
BD
K. s
. BA #4554 BA 245 |BA #£45% BA =& ?
FEoh# R e SO TR B | e
' oA R E B MR A BR o e ik glg
bes{ /i (1Y 'ifl 3] TIN g j‘ \-}.« T
{rrnol/g) (rimiol/g) {mmol/g) B
16-A1 .65 2.25 (.38 4.6 3.22
16-A2 (.62 2.11 229
[6-A3 0.671 1.9% 0.4 4.4 211

FE R SRR PR &E60g (0. 20mo1) ¥R & 58 M1 20mL B o 5 B I #4 %2 55 "C HF 42
15-2043%F . SR J5510.0g (0.041mol) 4,4 - =V FFFE — (1-FFFLIRIE) INE VAR T 5 S v R
A1 2/ IF HoE Rk J2BR S 1 R, SR 5 A1 AR FIR W RN YA VR B TR B
Cope3: LIS AR a9 T S e i, R &7 7 & 24 . 6g 91 %S alidH NMR
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[0495]  SZjifs1 12 : TMBMP-DBUDI] ] %%

[0496] ¥ 11-JR+— el (31.65¢,0.126mol) Fl4,4” —= 1 FF 3 — (1-FF ZEIRng) (5g,
0.021mol) 75 EE (50mL) H (¥R AW IEI I 1 7 /N o S0 e 2 28 R Bk 25 TR BE o 1Rl R AR DI
7% (100mL) 3 HB IR AWAES0°C R BEFE2 /N o ik b 8 B & 7)o AR 2K (100mL) ik
(2x100mL) Feig[E & AEE 2 N5, 37 1584,47 - (R ke-1,3- -3 — - 1-8HE+—%
) -1 -FIEIREESS) , AR (15.52,100%) JMS m/e M), 514E290. 3, SZIE 290. 5,
[0497]  &4,4"- (AHe-1,3-4) = (1- (L1-FRRE - —Hedk) -1 -F IR g 45) (15.5g,
0.21mol) JUE 7T LS o IINEIR R (50mL, 48wt . % /KA , I BB LR 2 255 %
SNAEL20°C R HREEE LT/NG] oK S TR A -5 THE AN R 48 253 A5 25 3 B A0 IR IR o 1 S A
35°C [ B2 B4 v T 24 /NE LA B 17 27 KL= iR M i oK (94. 9% UK )

[0498]  EAA 4 (4.02g) 757 A EE (20mL) H o 45 ¢ LA 24,47 - (RbE-1,3- 08 — (1-
(LR %) -1 -FF IR IE88) , N A AFEA (3. 11g,77.4% [ Z) MS m/e M) , it
54H353.2, 5L {H353. 3.

[0499] sy fsi13:N,N,N" ,N" =Y (3~ FE L) -1, 3-TAFE i (Cs BTA) \N,N,N",N"-[/{
(3-Z TN L) -1, 8- % % (Cs BTA) JN,N,N/ N/ (3-2 LA 5L -1, 10-Z8 4% — & (Cro
BTA) FIN,N, N, N/ =PU (3-Z FE A HL) —1, 12— —ht % (C12BTA) BRI Ak

[0500] i FHEL AT VAR ARy RECIE B8 Z7H0 FCIEAL A ABEATN, NN N =Y (3-Z A4S -1,
3-TAKE - J NN, N7 N/ =Y (3-SR AE) -1, 8- 5 %N, N N7 N/ =Y (B-2 LT ) -1,
1028558 [ FIN, NG N7 N =P (3-Z & T 2E) —1, 12—+ b IR S M B A B N, N,
NN =Y (3-Z A 4E) -1, 3-PA e FEBIN, NN N =Y (3-2 B PR ) -1, 8- be I’ ERN,
NN/ SN/ =PY (3~ IE) —1, 10-Z8 458 BN, N, N/ N =Y (3-ZFEHIE) ~1, 12— ht
i BEAAR T 325 381 8mL B B /NI o X -Ra—X (CHL A X0 i A9 I S AR BLR AR HLR 2 ) 1) 28 B
PRI VAR T S A9 B, 4L, 10— YR ZEEERLIE T 40wt . %6 [ — FF E A (DMSO) ¥4
I HL, 12- 3R e R A 1 VA N BRI DL 40wt % 1) 2 [EAR Y i
JE NG 4 AT TG Ik 2, 55 B2 BAE60°C AN T/ o K 280N & [ AR 221 R &
Yo ¥ B AW Ik HAE 9 3 B B (DMF) o I B8, T SR R A IR VR (LMD 7K A E AL A
(0.01M, =R) 7K (FIR) Beig It Hik T E 2115
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[0504] \N‘MR S

/_/—
S

[0505]  {ifi B A W AR A KL ISR bﬁﬁﬁﬁﬂﬁ_M%Ai&ﬁNl,N“—(1,3—ﬂ£ﬁﬁ:@JZEF'
Fy) = (N'= (B3-S RE-1,3- ) Re=1,3- T 0 —H K NNV - (1,4-TF 2K 5
TEFE)) — (N'-G-REEFR) k1,3 ) Re=1,4- 2% ) (N, NN, N°-
DU (3-SR ) Mg -2, 6— Wil (Rs=2,6— — F M it ng) N', N, NG NS (3-% TR
) O B Re=1,6- AN bi-1,6-—3) NN NS NI (-T2 BEHIBE L (R
= PRHIBL L) A1, 3- = (3— (2 (B-F N L) &AL L) —1H-IKME-3-85 (Rs=3,3" - (1H-IK
k3§51, 3— . 3) TR ST BERIM R B R o 8 BT i B AR TR 2% B SmL B /NI o 1B A
40wt . % (1) - FF AR (DMSO) VAR L 126 201 T 22 T 27 HE 19 X -Ra=X (R X2 i A R s 1Rk
TRAC R IR BE) 19 A2 I BAAR 1) VAV o B VA 77 RN 2 COs I B AR /NI o /NI 26 A7 TG A7 4
28,58 b 25 FL7E60°C NI LT/ o K ZEU/INT & A K B R AW B R A Ik 3+ BLAE
FREE aE s , A SRR /KR (M) K VALV AL SN (0. 01M, =R , /KBS IR IF BT H
Z T,

73



68/98 1L

B

iR

Ny

j

CN 107266681 A

SI8T 1'Tr89 £R66T B i e i
PL§9'T Sorsy G607 Fh T T
THOLT (R 50099 FhTHETEL
THTC9E | OISHSTY | Sorl GOTELY | LSk 6€968 9T YN =9 oyeg
£az 0 6480 (0Eal 1L £'976¢ FhTEET VST
TUSTY RE6L0L | eh1ee o6t TRl [v-¢
8961 006 7k S EY-1E
$€98°1 W06 126y TEEE A
ysTe oG 19y U678 BT HE T vw
677 Lo 99Tk day FA TR MO a5z
LELL 997y | 9wl Gor jiaics
9.1¢°T T16 48¥ Bo¥ e
Y681 @806 §'89¢ Uo¥ T T e 5
S a'gag G0¥ Fh TR RTE 14t
Lo | (8om)
BRSO L
e b ¥ W B oW
(Sw) .
Z5vd £%5 OSIA {Bunypa ferain sy
)
[e]
Te]
2,

74




69/98 1L

B

i\

CN 107266681 A

ey ~weing

i
¢
e 650 {UG [E0Ts | seasy | ilnige | bany 12
€677 0w L76T | 8A°0SE | SeeTy 00k ¥ 914 E ! CaEE
€7 8970 076 Ge0sy | 1T 4ot FWere T THLEID 7acx
€87 8970 PEIS Gh0%r L ETURIT G0y T 201 FuEYo Td-£E
5
By 650 112 £9°g CHC68 | WE0SE | TYit6T | 0ooy T HEE PY-£¢

590 £66 66N | 99168 60¥ EWEE 91 HET EVEE
WT 599 6768 BO0SE | RLE6T 8o T g FuEts TV
07 79 USEL GaOSy | 18661 4ok Ty 01 Rty 1v-eg

F .Hﬁw

261 ISk PSTET Qeyq GIG56. | 0ES8S | H el G0Ly T e HIRE 301 IV 0%
Tl (g
91 ) 976P°C YLEGD Speer | Cuebr | TSl ¥ 1007 T B S e HINE T Y-1E

3E16°2

210970

SyE0y

§100¢

B (g
g g mm;« HikEE

801

1¥-1E

PECLE

4190

gut

T F
T o H D EE

Ve

£L50

(A%

¢80

Ty

oG ..wan.T “Hi)

V08

L9

TERRS

LRy

LI8FT

y088C

e

-6

8T99°0

£8ehL

§ 50885

Tyiot

Peres

FhoHETt

1Y6T

91490

LG

ST

00t

Fho¥Er-at

M¢<1MN”

K999y

EPel

(13

,uv wr i ﬁ

Ty-%e

[0507]

FEAH) FIE-1,3- %)

2

TOEFRE)) (N3

NYONY = (1, 3-3F 4t

SEE 15

[0508]

75



CN 107266681 A w Bg B 70/98 T

HaN% .’ NH,
2

[0510]  #%3,3-fg k= (PAke-3, 1- 08 2L BT s (14.0g,0.038mol) & fF T
150mL ZJiE o I T, 3 (U J) 2% (3.34g,0.019mol) RGN RN 4 ik
(13.2mL,0.076mo1) o4 s REAE60 C R HitHE20 /N o Bk 25 ¥ 77 3 LI pRas e vk (RERE, 78
AP LR 15 % B ) iR AR AR 27568 (52%) 413,37 ,3",37 - (1, 3- R
T R Y (FikE-3, 1- ) UG R BT BRIk MS m/e
MH") , 5876555, SLE 765.67.

[0511]  #%3,37,3",3” = (1,3- WA = (P HF L)) = Ga =) V- (Ake-3,1-—5) IY
AT BT S (7.56g,0.099m01) VAR T-40mL — & A 4x o VAR NN = 8.2, (30.5mL,
0.396mol) o S N AE 23 T P HE 167NN o £E 98 T BR 259 19 HLGH 2 (100mL) 0 =5
YICATE ISR IR AL R IR S0 B 2 ORI 1 =3 SR S, TE A (e [ 4« 1ml B AR 0
NANZR BRI W@ BE iAW (40mL) JF EUB R A7 21 T RS0 B o T i Fu il 44 0 2,
it (150mL) INZE A Ph o Bl pE A, 2Bt isor BAE R B2 N TERUA R E 8l
[¥55. 78gN' , N/ = (1, 3-ME 2R — G FF ) ) — (N'= G- LA L) Hike—1,3- %) , AN Eh iR
NS m/e MHY) , THEE 365 .33, LML 365 . 39,

[0512]  sZjififs16:N*,N*,N°, N~ (3-SR LA ) ke -2, 6- R BEi%

H N o
ﬁ\.....\N A n,
HQN“‘/—“/

[0514] 43,3 -fr 3 — (FIkE-3, 13 2L IRAUT HE (9.94g,0.03mol) Al — A
B 2% (7.82mL,0.045mo1) £E200mL — 5 H K o VAR AE VK Th % A0 224 °C Rk IE -2, 6-—
Pl S (3.06g,0.015mo 1) ¥ fiFT-50mL — & H e b Jf HaZw N 43,3 -k — 2 — (Wke-3,1-
TR TR BB T RV o AT A F)K P SRR AR R AEA CEBA R NN S 5 4 S A
FHE A I B3/ F SR AR A IN HCL (2x150mL) 57K (150mL) 4 AINaHCOs &
B (150mL) FER7K (150mL) BE¥ « ZeMg S04 T B HUAH FE I 4 o K FH ™ Wl i ek A (FE =&
R 15% FE) LA EI11. 2752 PU-Boc {74 N, N7, N8 NO—[IY (3% S TR 45) Mk mE -2, 6—
TRBERG , A EUE A (94%) .

[0515]  MS m/e MH) , +5AEH794.50, SEIUET794.7 1,

[0516]  [A] 32 PY-Boc AR H N, N*, N°, NO— P (3~ B 77 3k) Mk me -2, 6- Bk (11.1¢,
0.014mo1) 7E80mL &L it IIE VUM = F 41 (21.6mL,0. 28mo ) oK [ M AE %33 T 4k
P3N o ARV N B 22 VA IR B A (100mL) I AR AW LI i AR B A SE IR A o AE R
JE T BR 2 VEFIFIRIAR I =5/ 4R R B ARV IMNAE B8P 94N HC1 (25mL) iR &7
SR BR300 BRI B & A A ok 2Tk (150mL) I 2 VR A9 JF HLk v [ 44, F 2.k
ek It BAE R 2SN TR DR BE S YRR N, N, N N (3~ TR ) ke -2,6- &
BERe , AT R R £h (8.02g) WMS m/e MH) , THE{E 394 .29, SEI{E394. 3,

[0517]  sZjfafpl 17 :N', N, NO, NO- P (3-ZE  4%) © i

[0509]

[0513]
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b~ O N

[0518] e N
HZN_JWJN)L\/V\{; “NHZ
[0519] i Fi] [ S0k F-N?, N? NS NO-U (3— Jik 7 %) bk e -2, 6— — R Bt e T 3k 1) A [+) L
AR AL AW . R A T T8 , 38456 . 03gNY, N, NG, NO- (33 R 3L) & Bk £
Rk, Nk (78%) MS m/e MHY) , 148 373.33, SL{E 373 .4,

[0520]  sjiifg18: N, N, N, NI (3—220 25 T ) 9 1 1 e

HZN—\_\ o
[0521] | g“"’k*/\ﬂ-—‘-;»é
HQNf/ © \-m\—ﬁﬁz

[0522] 43,3 —ff —F = (Fke-3, 1-—38) s =P R AT B (15.0g,0.045mo1) Al — 5
P 2% (8. 6mL,0.0495mo 1) ££200mL — 5 e HH A PR RLAE DK h v A 224 °C o A R FH B S
(2.68mL,0.0226mo1) ¥ AET50mL — & Feh Jf B w23, 3" -k — 2 = (Fke-3,1-=
B R B BT ER B VEIR o AE S NI AR PR B ORI AEACELRL R IS S R R
VTR B S IR IR 2 /NI B SR VAT AN HCL AT R /K 910 LIB &4 (2x150mL) < 8 Al
NaHCOs¥A ¥ (200mL) AL 7K (200mL) Pk - ZeMg SO 1A HUHIF IR A  AERE I (FE S P be
F(15-10% FEE) FIRATH=H LA EI14. 925052 t-Boc R HHIN' NT NS, NI (3~ F: A
) BRI, AR LE 4 (88.6%)
[0523] 532 PY-Boc R4 (KIN' ,N', N*, N =Y (3~ PR 22) BRHBER% (14.9¢,0.02mo1) £E4N
HC1H —BEFE I M (100mL, 0. 4mo 1) HH IR VAL 2 it N S A o 7RV VR T BODTE o 6 £ Tk
(100mL) N2 e SR A W0 o R AL 215 T $RFE 30min o A 50U N L P B 44+ HI 2. ke
B (3x100mL) o EFRIRARVIE G , K49 2 BRI & 747, VYA ERIR 2R MS m/e (MHD) ,
THHAE345. 29, S E 345. 3.
[0524]  SZjfafs]19:1,3- = (3— (= (3—2 B 4E) 2 0E) T AE) — 1 H-IK -3 555

HoN~ NH.
[0525] _\—\NMM’*‘N*MN

. e

[0526]  [)1, 3~ (3-FL A AL) —1H-BKME-3-E5 L4 (5.02¢,9.4mmo]) 7E 100mLZ JiF I 7E
WOMN3, 3 =R — 2 = (kE-3, 1- %) AP EEUTBS (6.25g,18.8mmol) , SR G MA —
SR % (4.08mL,23.5mmo 1) o 45 R MLAE60 C R HHE 16 /N o FEI8E T 25 B 71 o i R
AL A Y RS, B A1 % = ) & PP 15 % ) J3RE1,3-— (3~
(= G- GRUT E A A L) T &) L) - IH-BRME 3-S5 b, il 4 (5. 8g,
66%) MS m/e MH) , 3+ {811.6, SZM{E811.7,

[0527]  H%1,3-= (3— (= (B (BUT A A 2 ) TR D) &) A2 —1H-KME 3-S5 { L 4)
(5.5g,5.8mmol) 7/EAN HCLf¥) —HELTIA R (58.6mL, 234mmo 1) HH VR G WI/E E IR T HiFEid 4 .
FEJR T T Z2 BV 77 N B 2R (3x100mL) BATE Bl AE A L h VR A 4 « 25 B FF 2R R0 B ¥ 77
J5 RIS B BRI T E =Y, N SRR ER MS m/e MH) , H5{8411.39, S2{E411 .4,
[0528]  S2ita 4120 « PB Mk B4 A2 B TR 4T 2 ik

NH,
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[0529]  JRLIBK Mk —n—bE R 1T A o il 2 Na—1BK I (0. 1mo 1) (BKMEENATA4, Aldrich 197637,
CAS 5587-42-8) 7E100mL THFH [RIA R - IINIE 1 & 1) e BRI 1R S 7 = 35 T Hi bk
TR o P8 ] A - AE B 23 T TR IRV o o b i VA8 5008 SRR R 2,18 2L B R 2lidk
FE o TSR 28 950-80 % o 'H NMRAT 5 i3k %6 52 7740 «

[0530]  1-fE k-3 (1-¥R e dk) BRIREEIRALII A 1o 4 IR GE e (0. 3mol) B T4 Tl
B AR =30 R o ION TR DL {3 B 15 9 R 3M o e Sk e (0. 03mo 1) Y5 T 7R i
L7 A2 OMIE TR o H N 28 B P 05 SO AE45-50 C 3Rt 4 o 85 K, B A 2 TR R A8
JH500gREEAN90: 10 CHaCl2: MeOHIE I A (Ui BVE AL 74 - W FEAE60-T0 %6 MR A » 2L
MIEIE TR RN A B AR AL B TH NMRAN R E P 4

[0531] A1, 3- e LK S5 VR AL IE R 5 A M) B B 45 P 75 B8 I ST AR Bt Vs A T 7K
o 3 25 B SR B Na OHIE W A o K3 2 B 1, 3— - e ik e 84 1R AL 0 16 FR I oh VAo &2
RRVEWL IR A IR 75 °C ER a2 24/ N A H B I8 5, SRk A Bk 22 8 T 2X PR I e 05
0. 5M HC1 e 35 VAN 2X 7K B 34 VR SR e Ik A5 1 1) 5 BB G o RO B I R BB B P 30 4
B, B T URRIA T O I RIBTET Y, IR IE R0 12 e oK Bk I, st
BTV R T T DABR 25 7K R B v 1 LB AR B L o0 15 o

[0532]  n—JE SEIBCIR MAE (1) A5 B o PR IR B A AT AR 4 (27, 0. 29mo 1) FIDY T JETR R A8 (2. 2¢,
6mmo 1) (MJMALdrichTii B n#3) FRE BN IL =R+ G TUE B FEAS B A TR AR
(V)R] 25 B I VA AR e 28 B R B S B B A AR A o % JE /K THE (250mL) fin & 58 iR
H JE HAE IR T AR LN IINAESOmL THE HR R Y & 1 e iRk (1, 122098+ =
$t,16.g,0.049mol) o FiEHE3-5K I FITLCHE f 3 e , P8 [l 44, 76D R N T4 8L A 7= A2 vl
R o 3 NN CHaCL 23 FZK B TR, S8 i e /K B B e i A AILJZ R alidh 74 o il 1 TLC
(10 % MeOH, 90 % CH2C12) Wi F 40 5 , B B ASAFAE AT UAKIL . BT 45 7= K AE80-90 %6 32 [ 14 . 'H
NMR (CD30D, 25°C , & (ppm) :7.62 (s) ,7.1,6.90 (BEIE) ,4.0 (tr) ,1.8 (br) ,1.25 (br, ke4E) 45
FAUA BRAREF T 1, 10- IR 2858

[0533] = (1—y5LJ5e S IR M 45 AL ) e R 1) A5 e o 76 T8 1) 235 R R P LR, BIUE 2 =11
TR (IR 2 kE48.7g,0. 14mol) , I HIMA49g TR L 1g MeOHE A o 7] Fo Hp 1Z 5%
TN GHT £ 1] 25 I n— B FLBEBK I8 (10g,0.033mo1) o4 HAES5 TN 2-3 K i B = iiie sk
GY TR K IR RV A BV R I SRR LR I A PO SR (1) 5 250mL L BE R BB
FRHR o WIE RDTUE HUR D o B 25 T, 3 ELIG e R 2SI R/ e ig UBR it & IR
Bl s CIR G ER ATk 48 (1 v B T 5 2 AR o DL R EA HLA .

[0534] U ZEAE60 % JEH P o 'H NMR (CDsOD, 25°C , 8 (ppm) :9.1 (s) , 7.7 (BKMEES) ,4.21 (tr,—
CHa—Tk 8 855) , 3.4 (-CH2Br) , 1.9 (br) , 1.4 (br, 5e)&) o AL G BLFR 7 il 24 B A R DK ek 555
A5t J2 1] A2 TR 1) 57] AT TR P $45 C0 38 TR  JPRCIBK M $45 Cao 38 T 711 JEAIK M2 £33 Cao e 100 CaAZ T A o
[0535]  SLjfafpl21 : AT e -1 e dk—4, 4" =P FF 3 (1-F JEIRIE) BRI Ak

[0536]  #442.34g (0.20mol) ¥R %t A120mL B AR & 21 (B I B P K B I #4 2265°C
Fri215-209 8 AR 5 4510.0g (0.041mo1) 4,4 =7 B 3 = (1-F JEREE) M B 1% %
RLVR AP e 2/ FF L 2 B 3 b ORE, SR A A I T e RV TR E B
PIER : CLBE3: LIV S8 S i D8 IF B UGt e ids , R B 7= . 7= 24 . 6g (91 % UK 2) o i
TE'H NMRAN G 2ok 4
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[0537] S s 22 : BT A& A BCARFIN, N, N/ N/ =Y (3-Z AL 3E) —1,4-T — & (C4 BTA) %
AN A R BRI R

[0538]  7F H A 8mL/NEAx6 FEA% 3 b #EAT 0 L B AR 25 A BUAA I BTAR A & &
o TR FRAIN-a— GRUT Al B B k) —L— (2 2 BEN-BR 9 W i B (Boc—Trp—Osu) (TCT America
CAS 3392-11-8) - AP T 21T A o

[0539]  IR1 (FHECARMEHAIIBTAR 1) o 75wt . %N, N, N/ N/ =Y (3-Z L 0E) -1,4-T
T J% (Ca BTA) 7EN-FF ZEE 0% e i (NMP) Hp 1R 8 VI 326 21 /N 5 2R 05 i N T A4 8 VR
(20wt . % TNUPHY) o N5/ INIF 2 S IF B IR A PAES0 C it , FES00RPM |~ it 1 18/, S8 f
WA=, FAMSIESERCAR 22 Ca BTARIZE L . Co BTANMPFIBoc—Trp-Osuff I & /E T &
HFH .

[0540] D I%2 CZHLAT BRI BTA BLAA) B f5 AL 91, 10- ¥R 22 4% (DBD) B3R &l B
(ECH) Zb 38 Ca BTA-FCARIRA WD o B I BL 25 Jt F 75 LLSOORPMEHE R T80 °C A 18/ NI B 28
RERAYIAL - IR EZ (2x) « IM NaOHVA TR 7K (3x) R G742 R TR B i AL I A it o FH T I
RV AL T RFPFIH
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: ol e
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[0542] 28 I3
& 2 2
=: e f — N
5 2= 2%
< o i
T = =t oo
Zd =
< o Gl
- g2 d5
=0 S R B - = oy
HY o 3
B
Y — {\. ‘\L
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E ginl 2 &
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[0543]  de-Boc TrpZh¥tt i (38-B1) Bl & f/HBOC Tl”p OSufiC A4 42 2t b Bk i 58
B B2 FIAE ZRESE R HCL (M) [ PRI RSNk b B IR A o SR IS AE VA UR T8 2 1 F
7K 10vol. %NHsOH (2x) Fl7K (3x) M &Y.

[0544] sz f5)23 : &1 X S EARIICo BTAR B W L H &7
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[0545] @3 G 415 Ca BTAL £EN-FF FEIE I el (NMP) H (50wt . %61, 10— 7R 25 4% (DBD)
TR A SR il £ 2R MR AN INMP LA S B2 T-37 . 5wt . % I A EFIAICa BTARY S TR
HIAETOC N, 7EA00RPMER F: BL 22 VR A VDTV RLEEHL o 4k 4 INFGEERL , S vt 22/Nmf L SR e v
H WG AR AR P EE R ES , L IM NaCl.MeOH. 7K (3x) ¥eigs » SR JE v R T4 DL A5 31 Bkl
+

[0546] % 37 AL B AE 2 AT SmL/ N 4x6 T AR o 131 H NN 20wt . % FC A (BERLER) 7ENMP
A () L A4 o FINMPIE 78 /NI DA SEIIL2 . SmLIK S AR AR VR A P7ES0 C T 1tk 18/, LLS00RPM
PEFE A EN L, FHFREE S IM NaOHFIZKBEd SR E R T8 T OB R WTF o

& Sl o Rl et s s S et ooct B B O o B oo I B e
& EF OO OO O O e I ©FE )
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SO P OC el | SRy el v s ) ey
D ool KR A R e
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1t st R R BN BTSN RN o IS O i 2 P o N
& Ei R R b b T
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% R R R N SR R R R S e




CN 107266681 A w B P 77/98 T
[0548]  HHSZBLIE A M2 I BhREE S T T B -

Tk Betk A

W
i

i Ee itk BIA-DB | & & | mAiw)
WA | A R (mg)
(ng)
41-A2 W bk NP 625 3000 399.4 28410.6
AAL Tl R NMP 0.1 3600 1598 | 28632
41-B2 Boe-Tip-Osu NMP : 0.25 300 3773 284327
4240 & WMP 0.625 D35 2000 261.4 18548.6
43-A3 oS o B NMP 0.675 025 3000 358.1 184519
37-A3 NNP 0625 8.5 2006 7162 i8093.8
[0549] 44-B6 NMP 0.625 §.25 3000 3564 38453.6
43-AT NMP f.623 0.1 3006 842 | 187358
44-A1 f*- Lo DMSO | 0625 0,25 3000 361 18449
44-A2 DMSO | 0623 @5 3000 7219 LRURE.L
45-Al1 DMSO | 0.425 825 5000 408.77 | 1760823
45-A2 DMSO: | 0623 BEs 5006 44797 | 1756008
45-A3 DMSO | 0625 4.25 3000 43544 | 1758156
15.A4 @Mg DMSO | 0623 5.35 5006 507.87 | 17489.13
45.A5 c; fzgp’“w 5 DMSO. D625 G35 5000 62035 | 17396.65
et BA 347 | BA B4 BA B4 | lprbEsr R B
Eqe G %’:%’E’L e (g
AR SE PR OWEE |  BC L Sk
(mmel/p) | (molig) | (amelig)y | A lgdt
Byt
41-A2 0.65 317 0.38 43 1.29
41-A1 .64 3.25 0,67 5.7 1.00
41-B2 .64 311 6.51 1.0 1.50
42-A1 0,62 3258 0.60 8.1 .64
[0550] 43-A3 .62 3.23 zﬁ 64.52 | 133
37-A3 .59 2,99 633 6.4 €30
44-16 .59 3.04 055 50 24.20
4342 0.62 3.2% 6,67 6.1 N/A.
d4-A1 0.62 3.26 123
44-A7 5.63 316 075
43-A1 452 3.26 §.59
45-AZ 0.62 3.27 .56
45-53 0.62 3.23 6.89
45-A% 0.62 3.23 040
45-A5 062 3.20 §.57

[0551] S AE [ AT N TR %6 B T s & % - BT

[0552] (HEE&+%HR%&HEE&) x100/

[0553]  (fIH &+ i S I B2+ 3-OH-1 25 AR - be B+ 1B S IR B+ EL )
[0554] %Emm ﬂ%ﬂ%g 3— (3T TR L) MBIt —3—545

[0555] (

[0556] ﬁﬂ%ﬁniﬁ}? ~ [ A )R e ) 26 A AL 50 o R 1R 1A (4, 0. 04 7mo 1) AT — il T e
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(27.2mL,0.24mo1) 7E 2. i (15mL) RIS /IN) , SRS 70 S0 T R it P % o Jl i il R 25
LTI o [ JE TR\ 2. T 100mL o 7574 128 A HVR A W0l 7 o 1 e [ A 5 B 285 (20mL) .
SR J5 HIE (3x30mL) Peidk o 7Rk R N M5, 3R1517¢ (95%) i 74, e il 44 MS m/e
M) , 7548 253. 95, SLPIME 254. 0, 'H NMRE 72 45 14 o
[0557]  S2jifi {525 : CoFP L ERAR G4y - 3— (3T JL) —2— FR S Bk 3§

5

[0558] {‘?—

‘N’r‘\/\/ i

[0559] ) 2—FP JELMEME (3.0g,0.03mol) 7E Z N (15mL) W ¥ MO A FE (17 . 4mL,
0.15mo1) o ¥ S AR ES /NI, SR J5 78 28 T Sk sl it pl b 4 o T o P8R 25 (1 (A YL - 1m0 8
WO 2Tk (100mL) o [ 8 AR T Bl o 76V B v ¥4 SR A Pt 42 o il [ 44 5 F 2. 15 (20mL)
S5 2K (3x30mL) Peidk - fERUE T~ T8 )5, 38488 . 417, A A fEME (T1%) JMS m/e
M) 54826797, SZIIME 268. 0, 'H NMREA 72 4514 o

[0560] S {51126 : Caok JFMEMR G4 - 3— (3-YRPIFL) JK I [d] MEME 345

N NN,

~ s.\})

[0562] i -k 1R AR I 75 3 1 A6 b LA 45 6 29 MR (22 5L, 0. 2mo 1) i1, 3
RS (102nL, Tnol) [F348 /N A B HE35. 5efiT 75 749, S 35 66 1 (69%) NS m/e OMH
N AR 257 .98, SEIME 258 .0, THNMRAS 52 25 #4) o

[0563]  SEZJA5127 : CoMEWYSRTOAA - 1- (- L) DU~ 1 H-WEWy 55

[0564] | 5 TN

[0565] g DU ZMEWY (3.0g,0.034mo 1) A —HLPAKE (7.86mL,0.068mol) 7EZHE (3. 4mL) FHK]
RA LSS C N BEFHIL A L BB A IF I 2% (3x10mL) Bhdk . £ K 2N TR 3R /e 7
Yy, NAEEAE (6.13g,47%) MS m/e MH) , 5 AE256.99, SEIME257. 0. 'H NMRAIA %45
o

[0566] S 151128 : CroMbb W S5 FCAA « 1 —¥R ZEJE-N-IL e SRR & Bk

(05671 F-30°C\#E5/INI A ] JRI U A 2E AT 1, 10- IR 3 A5 (337 2mL 5 1. 5mmo 1) e
HIZR NI E (¥ PR BRVA VR (50vol. %316, 2mL ;0. Immo 1) o ¥ NS B » KR & ik 22 45
CRFGE LB/ L4 RS IR WIS B 0 0F FL 8 A I 3R L 9 T4 0 1 € 0 L T 4
(3x100mL) R BEHE P F HEC 2 1o 3 H NMRAI 5 38120k 2 5 7 o

[0568] Sz it 151129 « IR IR —n—f5e 20 R A 11 45 5k

[0569]  Na—TKIEE (0. Tmo1) (BRIEANATAEAS, Aldrich 197637,CAS 5587-42-8) 7E100mL THF
TR IS 2 B R R IR R R S A IR T B A DR R SR AR B T T
BRUE TSI 6 T BE FI5008 — FULTRE AN Z, B 2 R L7 AL 2 950-80% o 3
ok NIRA R K 5 52 7

[0570] S 51130 = CoFR BLIK R A4S + 1-F B3~ (L~ PRI i) IR Mk 5L AL A A 1) 25 1k
[0571] 5 ¥R Jeke (0. 3mol) B AERC E A T E A PEFE A5 1) =S UbeHih o I T B LA A Bir
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TRV N 3M o 4 TR LK I (0. 03mo 1) Y& AT AT IR LA 7 A2 2MVE VR o 67 LI 2= R vp -4 s B2 AE
45-50°C N FeFrat & o 85 R, E AR 2 AR I 18 i A i85 A 5008 A190 L 10CHCl -
MeOHR U4 7= 4 o WL R AE60-T0 % B4 KK Y T P, o VB iR 25 1 e ] A AR 4k o Jd ik '
NMR 5 120k %65 2 740 o

[0572] St {31 - 1 e 2 FR A ILE S e FC AR A i

[0573] % — iR 4EH% (0. 3mol) i B T-HC B A 10 B X hekh 2500 =36 o i N TR R A A iy
FFVEBUN 3M o 71— FF R IR e VA (0. 03mo 1) Y& M T~ TR IR DA 72 A5 2B R - K HL I & e b ot
W IR MEAEDD C R P It A o 3 B VAR T = n T X, 49, 24 7= 4 A P e
Tk 8 A 5 FH PR R 91 B 247 0 R PR, B2 B 25 I B 1 S 3 A (B8 74 48 F500¢
Tl B FICHoC 1 2 : MeOHSR 214K P24 o S ZRAE60-T0 Yo A4 R ¥ FE Y, e AT ViR P 2 A £ [l 4
Ak, JEIETH NMRAN 5 1525k %5 52 7

[0574]  SEjfEfp]32: 1, 3— e Sk e S5 AL M BCARAB A ) 8 B ) B i

[0575] ¥ Fr 75 5 il S AR e v i T 7K v 3 FH S5 JEE ZR (¥ Na OHYA R H AT i M = 1 1, 3-
f5t IR e S5 YR AL P 7 R B R (T VRN B2 SR VA WG TR A IR AR 75 CFR 24/ NB] o ¥4 &)
F =G, BB R 2 2R T 2X R BEWE IRV 0. 5M HCT ¥4 ORI 2X 7K e 4 v ke
BeBAB R 1) 5 e B o AR R IR B P MG BRI 30208, B2 8 T BRI VAL 0 o 1
TRAGTAT 5 T B IV RN B B o Bt K BRI S » G I BTV R T2 b DA BR 257K 8%
EERAE R A RIS B R B

[0576]  SEJif {33 PAoE PRFEC A4 : N- (2— (-SRI IG L) £ 58 —4- (R RS 28 F Bk

H o

[0578]  JDERA:1.4- (I R BEE 14— (R ZKH R 6.02g,0.0228mol) 7
100mL — &0 e v (19 B VI NDMEF (0. 176mL,0.00228mo01) , 4K 5 A AR B4 (2. 5mL,
0.0342mol) o S NAE 25 I T F 4 2/ N FEAZ i TE VA TR o B T ZBRVE A AL R =2
PR AR TS FRAF W (6.5450) , Ny, HEZHT 2%,

[0579]  JDUEB:2- (4- (F AL ZKFBHERL) L IEF R HUT LS 22 At 2 & 2t
FRERFUT Big (3.65g,0.0228mo 1) fl AR (4.76ml,0.0274mo1) 7£100mL & F fe
I RAE UK % E1 2 4°C o 4- (RS R HF B (6.54g,0.0228mol) ¥A# T-50mL 5
Fbe b JF HZ R N 22 2 0k AR R R TR IR AT BR VA VL o AE VS I A 1) 46 P 350 PE AR R A4 °C
LA I NG S R S R 2 = IR IR AR 2/ CRHR A AN HCL (2x150mL) | £hK
(150mL) - 7L FINaHCOs VAR (150mL) A1 7K (150mL) Heik - ZeMg SO+ T4 A HLAH FF e 4d - 4 A1 ™
VB R (FE &R P 15 % ) 3R1G209 9. 170) , A Tl 4 (98%) -

[0580]  JDIRC:2- (4- (EHEHEEL) KFBEARL) CRAFREFR BT BE. M 2- (4- (FHEERL)
IR B L) CHEEE R AT R 9.1g,0.0224mo1) ££100mL — & F e I VE BRI =38
L8 (17.25mL,0.224mol) o ¥ S BLAE 205 T P FE 16 /N o 7E 98 T 25 BRI 71 o o FF R
(100mL) N ARY) LU AR AL BRIR G4 o 75 I8 T B 2598 A MG R I =9 IR o 7E
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FETS N TFERERMEZEF L EESTI QR RETY, A=R LR, KEEHT
I

[0581]  JDERD:N- (2- (5-S Bt L) 2. 08) —4- (R L) 7K BEfg 1ok B ik P IR E
2- (4= (FHEEHEIL) R B AL CHEEHER BT B =M OREM — R WO (11, 7oL,
0.0672mo1) 7£150mL & F bt Hp A TRAE KB TR % H1 2 4°C 4 5- A - BE S (2. 88mL,
0.0224mo 1) ¥ # T-50mL &0 F bt v HLIZW N2 o Y& Vo AE 3 IS AD R P Sl 2 OR R A
A CBUAN OS5 5 1 S S 22 2 R Pk 2/ N i) o S8 54 H A 150mL SR Be i i o 1%
TRA YA IN HCI (2x300mL) « £27K (300mL) M AINaHCO3 ¥4 ¥ (300mL) A £L7K (300mL) Peifk . 48
Mg SO E A HUAH FF R 48 o KA1 7= W0 7 B v T 45 50 DA BI 40 HIN- (2- G-SURBE %) &
) —4- (B R KRB, A K (9.36g,98%) JMS ED m/e MNa’) , 3+ 544 Gof T
Co3H37CIN20sNa ") 447 . 24, SE{E 447 . 21,

[0582] St 34 - f B A4 : N— (2— (LH-W5|WE—3—3%) 2. F5) -5-FU R A%

[0584]  ¥12- (1H-M|Wk—3—25) 2. (5.10g,0.032mol) F1 — F:7R £ 2.8 (7.23mL,0.042mo1)
[ 100mL — & B B2 HH VA VR VKIS R A BN 224 °C L B 5-FAC-TRBESA (4. 2mL, 0. 32mo 1) VAR T
50mL & R IF B N 22— (LH-I5|We—3-3L) 2 GV - ZEAS INHHIEDE N 5508 JE AR £F
FEACERL T NG 4 R B R B 2 iR I B FE 2/ e R S AN HCL (2x150mL) « 1
7K (150mL) H FINaHCOE MR (150mL) Fl#E 7K (150mL) P4k « ZeMg S04 T4 A3 HLAH IR 48 - JE b
PR A8 (AR, 72 SR Beh (1 15 96 FR ) 44K 74 o SRAF 2074 (7. 950) , v ([l
4 (89%) MS m/e MH") , THEAE279. 13, SLIME279. 16 . AT AT FHiZ A Ak, 83 FHIE 4 1 g
EAERAR 2~ (LH-P5| W —3-J28) 2, il & o I B i T 2 AL ER I A4 (497, i FH3-FR 2L T -1 - fi%
P4 Leu i) .

[0585]  SEZjififd]35: DMP 504 Lk % 52 it 6]

[0586] ZERATF B % (12.10g,0.039mol) 5B EE (13mL) FIN, N-— FF J FF Bk i
(13mL) Fic 25 21 2L A AU F1A AR ve ks 1 R (LoomL) H o — & 24 Lkt (4. 55¢,
0.039mo 1) MNZ LI I BLAESFE N IR AR . 3573 B Bt i A8 5 I B iEAUBR B -
W PSR AE85 C T [ A L 7/NET K BT T B 58 S s K HAE7K (BRI, 80mL)  FR B (FIK
80mL) 7K (FK ,80mL) « Z,BE (— K ,500mL) 7K (—¥&X,100mL) \HC1 (1M, 80mL) | Z F& (500mL)
FI7K (L0OmL) BB I H R T EH 2 105

B EARE BUHBRES | RIBES
SERS  ER BRYAE
A MR B oA R 4
[0587] {(mmeol/g) {mmol/g) {mimoi/e)
46-Al (.32 2,60 6.22 4.6

[0588]  SEiifs]36: FHI1,3- SR EE (DCP) & AN, N,N/ N/ =Pl (3-SR HE) —1, 12- & 4t
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T8t (C12BTA) N,N,N7 N =Y (32 FE A L) —1, 10— FEZE 4 (C1oBTA) WN,N, N/ ,N" -4
(B-FIETNHL) -1, 8- & HE b (CsBTA) ,N,N, N NP (3-Z JE TN HE) -1, 4- & LT 4t
(C4BTA) /NER

[0589]  FE YL VAT R & I B4R (SCPPR) H 34T C12BTA-DCP C10BTA-DCP CsBTA-DCP
CaBTA-DCP/NEK IR 45 % o 4 C4BTA L CsBTA CroBTAMIC12BTA BEAK 43 i T 1 I mL IR 38 4 vh I AE VK IR
A H1 25 °C I BN I 3R (HCL, 37wt . % KA W) 2218 & i , SR G IR 424
BT T R SRR AN £ (DDS) (43T & (MW) 348.48, 15wt . % T-7KH) MRS BEHIL, 3- &
FIEE (DCP) (MW 128.99) INZE AR, SR 518 555 8h o 58 Ja # Pl Al =) 2580 (MW 428.60,
16wt . % T BEGEr) BIAALZEINZAKE R P 5 I 258 B SCPPRHY , 25, I INIE 227055/
75} (psi) (4.83x105Pa) o B R BIMIAETS C I BL, FitH: (400rpm) 177N o SR S48 i 45 [
WA Y/INERAE BRI F (D HCLZKYER (IM) « (2) 7K~ (3) NaOH (1M)  (4) 7K (3X) He ik It
HETEZE TR A NRP IR T 5 MG sLs.
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[0590]

HFHE

#H

Ao %
A

REAM

B

H i

BiIA
A

BTA
wi.{mg}

Kmg)

HC1

(mg)

BBS
(mg)

vee
{mgy

B %
(Mg)

47-Al Cig 460 949.2 0.0 6.8 2189 1947.7
4F=A2 Ciag 400 965:5 8.0 13.8 2189 19812
47-A3 Cip 400 Q825 D0 2.1 2189 20160
47-A4 Ty 400 1000.0 0.0 28.6 2189 2032.0
47-43 Cio 400 10356 36.4 s 2188 21254

406

47-K6 Cip 10534 364 150 2189 21617
47-8B1 Cig 400 19719 364 23.¢ 2185 21906

400

47-B2 Cip 400 106911 | 364 312 7189 72389
#1-B3 Cio 400 136389 384 | 12 2188 27986
47-B4 Cip 440 10535 | 364 | i50 2059 21607
47-BS Cro 400 §34.4 364 | 1238 2189 17121
47-B6 Cip 400 6714 364 | 112 2189 1377.8
4701 Cip 440 (122,11 929 | &8 2189 23005
F7-62 Cio 400 44 |29 |13 2089 23422
47-€3 Cip 400 11614 | 729 | 249 21859 3383.2
47-C4 Urg 400 1822 {729 | 338 2188 24258
48-A1 Ciz 490 1047, 341 115D 1203 11499
48-A2 Ciz 1047, 3.1 | Ism 1865 21499

48-A3

400

1047,

15.0

240.7

21499

48-Ad

400

1047,

15.0

3089

21499

R R Y RO R R R

48-A3 Ciz 460 1047, 34,1 | 156 204.6 21499
4846 Cis 400 0477 1340 1150 204 6 21499
48-p1 Cig 400 W4T i34 15.0 204.6 2149.9
48-B2 Ciy 400 10477 13410 | 180 204.6 21499

48-B3

400

3.0

6.8

204.6

19477

48-B4

400

965.5

0.0

138

204.6

19812

48-B3

460

8823

0.0

211

204.6

20160

43-B6

400

1600.0

3.0

28.6

204.6

2052.0

48-¢i 3 460 10306 {341 |74 2046 2413.5
48472 400 W77 1344 15.0 2046 21499
ARC3 Ciz 400 o661 | 340 1228 2046 2187.6
A8-04 Ciz 408 19851 341 1 31E 2W4.6 22367
48-C5 U 400 10477 1341 115y it R 71499

4800

400

10477

34.1

13.0

2046

21489

48=31

480

109477

34.3

15.6

2846

21499

48-D32

480

10477

3.1

5.8

2046

21499

68.1

48123 Ci 400 SRR 7.9 204.6 22793
48-D4 Gy 400 11299 681 |81 2046 23186
4%-DS Cis 400 11497 1681 1248 2046 23593
48136 Cyy 408 11763 1881 | 334 28014 | 192.]

49:A1 Cy 409 10769 461 |15 277.1 2209.7

4942

400

11287

46.1

353
23
[l iR

2771

23162

[0591]

49-A3

400

11859

46,1

62,1

2433.5

49-A4

400

12491

46.1

882

25632
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[0592]  SEE 37 « A4 PN 1 72 [ C12BTA-DCP  C1oBTA-DCP CsBTA-DCP . CaBTA-DCP/NEk A ik
[0593]  MEHC & T B AP 2% v Tk A & T 1 250mL = 35 5 JiS Fe 2 N C12BTA (5. 0g,
11.66mmo1) 17K (11.39mL) oK BT R A YITEOK I TP 3157 Bh o 76 293 BRI 18] B P9 292 A
R (1.15ml, 11.66mmol, 37wt . % T7KHY) ARGV HHFEA 25 8, S8 a4 H bR
22 SREHEDDS (1. 24mL, 15wt . % T 7K ) INE _ERRA Wb k280 AL, 3- &4t
2-THE% (2.56g,19.83mmol) SR JG I BELE (21.59mL) F1 =) 2804 VK (20.32mL, 15wt. % T
Fer) oG 2GR A F VB PR 25 DA 220 rpmdi £ 31 HAET5 C ROy b in# . SR i 3B
IR JENTOC 37NN I , ATl 22— i 58 (Dean—Stark) &b 38 DA A Bk Ak i SL b 18 54
(FE80°C) B 227K AEVR AW SEIA B 100 °C JE B Y P 15 S SL TR A4 v 1K /K 4 i SR I 42 1
o

[0594] R RURA WA R =, 2 e, I HFEE AN K/ ER F 150mL 5 A B ¥t
%%, S8 5 FHCT (150m1 , 1. OM) BE¥ 1IR , 7K ¥E# LR, FINH4OH (150mL, 10wt . % T-7K H1) ik
PHIR s P AINaCL 7K VR BE 35— K FE KB = IR B N ER R T A8/INB A 2477 LA 80 %%
W22 (4.9g) 73 o T T VFR &P & k58

[0595]  FEAH51-DIMIZEIL & . H51-D1 (SLHEH37) il 25 1 2 B T/ NER S T Fe i o 458
IM HCT Y 7K VAR, 4 3& 4 E B HC LN 2= /N B A i A2 ) /N BR 55 10 15 HI20 L E EL )
S B fa IS T R A e /DB B S SR I BRI 5.9 120119wt . % o 73
BT X A A RE S IDT9-AL . T9-A2.79-A3FIT9-A4,

rE BB
P& b3 A&\ E

Bk R B R ERM | BEH A

BTA | BTA #* HOL BDS  DCP A& K| G4 o | R
B x| wigmg) | {mg) (mgy | (mg) (g (Mg {my) F4
50-A1 Cya 1606 4191 136 GO 21% 2600 688 s
5042 Cia 1600 4599 272 99 81% 9437 755 RS
51-A1 €y 2600 5678 231 203 1385 11651 532 IR
5181 Ci 260D 5300 196 76 177 16877 870 ek
3101 Ciiv 2000 5267 182 75 1694 10808 265 IR
51-B1 o, 2600 5239 170 75 1023 10750 S NP
5244 £ 7460 19770 731 282 4390 44568 3245 B
53-Al S 18250 21609 72 369 4219 44342 1547 IR
S4-Ad Ciz 4312 11264 367 is1 1427 23176 R84 R
35-Ak Cp 5600 130960 | 425 187 2106 76874 2150 B

[0596] S6-Al Cu 4312 11294 367 161 2595 23176 is54 s

57-A1 Ciy 25000 55482 218 933 12786 134369 W7se Ak
38-At Co 13600 13096 | 476 187 3761 26874 2150 R
S9AT Cy 5000 14731 377 737 3464 36227 2418 4Rk
60-A1 Ci 16080 | 2619% 851 373 5115 33748 4300 gk
G1-A1 Cy 004 13096 | 426 187 25887 26874 2150 3
G2-Al Cis 5004 15006 428 187 2357 26874 2150 R
63-A1 Ey 4312 11294 367 151 1427 23176 1854 IR
54-A1 Cie 5000 13095 | 428 187 2106 26874 2150 o3k
65-A1 Ce 4312 11294 367 161 2595 23176 1854 PR
66-A% Cpz 16086 | 26193 851 374 5115 33748 4300 R
G7-Al T 5004 15096 L4286 187 1956 26874 2150 R
68-A1 Cis 00 13096 | 476 187 2056 26874 2150 R
59A1 Cip 15000 13095 | 426 187 2407 26874 2150 PR
TO0-Ad Ciz 25000 65480 21258 933 16530 134379 10756, ok
80-Ad i 5600 13086 | 425 187 2557 26874 2150 R
81-A2 Cs 5000 13096 | 425 187 2106 26874 2150 MR
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H
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L

E

15 -6 B A 7R R i

o
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o

X EER T A ) R A, 3T A

[0597]

R RMIAARE B, IF HAE T RPIRIES R

[0598]

[4 Leg 997 66'C V-89
(¥ L 59°0 el'g PY-£9
I 050 197 86°¢ 1¥-99
I o 99°0 ERT V=58
i g1 990 0% V-9
e 00'e €9°g 0rg V=S
) 970 990 ST'E I¥-29
e} 01 | 90 L IY-19
0 0979 971 170 L9G 8¢ V=09
0 P90 ¥9°0 VLT PV 6L
D 790 o ) Y 87T V6L
G Fo0 ¢l o0 55 667 VoL
5] 7940 gy $S0 99D 667 I¥V-6L
6% 19°g 686 L1% 1¥-65
6] 850 L0 68T 280 L9G L3Z 1Y-8¢
I L0 00| P9L88l %580 L8970 5k V=6
0 0| 0T0H00 V82 vea 99°0 e [¥-9¢
@ 60 &) $LT 50 LOD Ay Tv=5¢
< 91°¢C gL 2P ] e oL IV-ve
< 690 <9 920 9970 81°¢ IV-€€
g i1 976G <7 YT 9r'G vee fR v
[ '8 PE0 y9'G 5 0 1a-1s
[ LS OF'0 750 9T¢ LIe
0 S €88 Vo RTE TH-T¢
B €01 <ID LE 61'¢ 1v-1%
< B 0 90 e Y08
< 601 050 Y9 peE @y V0%
TR ] (Bjomie) | (/PWnL) | (SAPUIN) | svgk VIg : 4

S | & v % B #® %

b8 & B v T od

2% va e o5

Y Y
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s 1y ]
% lele
< [l Rl
WD
s 3
foucil Row

[0599]

0= ARABIAR, 1 ARIR L, 2= BRI ok, 3= Toikie 24

0.66
.65
(.66
(.66

: el

e oI ol s

- P
o ey eny
{ng Nag i) Y
L e o
LR | 650 B 600 Sy &8¢

G9-Al
70-Al
86-A1
§1-A2

[0600]  SLjifs]38: F1, 17— (b —fm-1,12- %) — 3-IR L) — 1 H-BKE—3—84 (CioAZ% 02+ Cs
TR IR I £43) 58 THE 1) 45 i C1oBTA L C1oBTA L CsBTA L CaBTAZNER

[0601]  {ESCPPRH1 AT C1oBTA—C1o4Z a « CaBEIR IR 84 . C1oBTA—C124% 1L  CaBEIBR M4 84 FICABTA-
CrofZ 0o« CalBEIE B 555 /N TR 1K) 25 il o 1 CaBTA L CsBTA . CLoBTAFIC1oBTA B AA 43 B 28 1 LmL 3 38 45 v
It HAEVKIE TR A 25°C I H A K R R R (HCL, 37wt % T 7K H) AR A 1%, 8
JE VRG24 8 o IMADDS (15wt . % T 7K A1) F X -Ri—X G A X i A an AR ER A H R 2
Crof% 0>/ CaIERIK L 345) 1) 48 72 28 BE B4R VAR (40wt . % T 7K ) %18 WUR &5 B it FUK e
FEAA] L0 (15wt %6 T BEke ) AHLZ I 2 /K )ZE v 1 I e 3 B SCPPRA , 25 3, I Ho
JE 2 T0psi g MRS FE (400rpm) T T-75°CIa4T 177N o SR J 4 [l 44 3R 40 /INERAE 2 i
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K, FTHCTKIE W (M) 7K (3X) Pedk It HOR T HE T AL TR A 1 5 M & sk i

[0602]
By 3 AL
£ &
o AEE
S BwBH OB #H M s A
(,:12 #&’ R

iy Bk

BTA BTA # HCL | DDS | seffimgy R R S& R0
’%&# > N wi{ragy | {mg) {myg) | (mg) {my {mg)
T1-A1 Gy 100 867 12 37 357 2600 208
71-A2 G 100 867 12 37 357 2600 208
71-A3 Cy 100 867 12 3 357 2600 208
71-A4 €y 00 867 12 37 357 2600 208
71-B1 b 100 867 12 37 357 2500 208
71-R2 Ci 100 867 12 17 357 1600 208
71-B3 Gy 100 867 12 37 157 2600 208
71-84 s o 867 12 37 357 2600 0%
71-C} Cs 100 867 12 37 357 2600 208
7102 Ci 180 995 12 4 474 2986 239
71-C3 G 100 124 112 4% 491 3372 270
714 Gy 160 1253 |12 53 $58 3758 301
T1-D1 Ci 100 890 12 14 357 2670 214
712 Cs 1080 872 12 32 357 2615 209

[0603]

Ti-133 6 100 253 12 50 357 2560 205
71404 Ca 100 838 12 69 357 2505 200
72-Cl Clig 100 502 9 g 282 1507 15
72-C2 Cio 190 619 H 10 282 1857 68
72-C3 Cia 196 806 9 12 282 2419 153
72:C4 Cio 100 1156 | 9 16 282 3468 312
72-D1 Cia 100 569 9 0 382 2880 236
72-D2 Crg 100 165 9 40 382 3172 254 TR
72-D3 Cro 100 77 09 88 282 3530 282
72134 Cig 100 133 |9 148 282 3979 318
T3-H1 iy 100 690 9 29 264 2071 166
73-B2 Lo 100 690 9 29 264 2071 166
73-B3 Cyp 0 RE0 9 37 367 2640 211
7384 Ciz 00 480 9 37 362 2640 34
73D Cia 100 690 9 29 264 2071 166
7302 Cio 100 690 9 29 264 2071 166
73-D3 5 00 R&D 9 37 362 2640 211 Q% S
73-D4 Cip 100 880 ) 37 362 2640 211 IR

[0604] <) f51139 : F-T-44 PO W 52 (1) C12BTA—CrafZ s  C3BXIBK I8 §4 FICABTA-C124%

#/Nk

tl‘ ~ C3H§é“)l< Hék

[0605] R & A TE AP HE A V8 ks AR RS T 500mL = 23 [5 I HE 25 A C12BTA (5. 0g
11.66mmo1) 5. 67mL7K o 4 FT 15 R & WTE VKIS 4535 23 Bl o 75240 Bt () B N 2212 I\ £
g (1.15mL, 11.66mmol,37wt. % T7KH) KR WL UK BEFERAN 243 b, S8 5 # LB
22 SRIFHEDDS (9.83mL, 15wt . % T 7K ) N & _FIRIR AW P bk 2 B o 45 20X -Ri-X G
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Xzt (4 A1 1 AR BR AR H RuAZ: CrodZ 0o L CalR IR M8 £55) 1) A2 IR ERA (32.94mL, 18.66mmol ,
40wt . % T7K ) JBERE (82.74mL) A ] HES8OVAWR (77.82m1, 15wt. %6 T Bike ) KA LA N =
TR AW NG IR AW T E 20 HE 28 PL 220 r pmdid 3 1 HLAET5 C Ry ohoin#4 . S s ¥
P IR B SN T0°C o 37N i, HEAT 2 22— Ak v b B DL F B FUK IR L VR A4 (E80°C)
5 25 7K o K 00 T I TI0 Vrh P L S R ST o AEVR A DL BE AR B 100 C B Y B A 7B I SR A 4
IR AR S TP 2R i

[0606] 1 g RLVR A7 2 2, 47 b i 4, IF HR A VLZ BT H 4 /NBR FH 150mL 5 78

FEE 386, SR J5 FHHCT (150m1, 1. OM) ¥evgs LIk, FZK B35 LIk, FIFINaCL K e i — Ik, 3¢ H
TG =R o WG /INER IR T-A8/NI o F 28 =1 A 80 %6 I 2 (4. 9g) 73 5
[0607]
RE HFE
Fa
oo 4 AEE
. BH B ] EBH g HEH
Co B, G
| BIA Bk i .
BTA wt HCU | DDS | (mg) B % | Q&0 | RéeH
By B | (mg | Ang | (mg) | (mg) mg | mg | ¥
82-D3 o 106 | 853 11.53 | 503 | 3356 2560 204.8 Ak
T4-A1 Cy 2600 | 7080 | 2 1006 | 7139 51207 | 4097 B
TEAL y 3000 | 25603 346 1 1509 | 10709 76810 | 6143 o3k
Th=AL Ci OO0 51207 | 692 | 3018 |21418 1536200 | 12290 | bR
T7:A1 s 3794 | 26189 | 323 | 111R | 10000 78566 | 6785 B
T7-A2 Cip 3794 | 26189 | 323 | 1LI8 | 10000 78566 | 6285 s
78-A1 Cia 5000 | 34510 | 426 | 1474 | 13197 103529 | 8282 PR

[0608] S T4 T AL O SR 40, L AU FE S B T8 16 RS R 1 78 I BT IR 25
BERNJIARE K, JF BAE N R P RIESS R

[0609]
BIA B # & A WE HAage BRPED B K LS
b i o {(mmsl/g) (mmedfey | (mmollyy | BERITEY% (uly) Bk 4
7741 L 274 1.62 049 2.6 32 8
771 Co 283 062 0.44 124 25 1
7511 Ly 3.06 .54 0.34 37 25 i

[0610]  SZjifi 15140 : AT 44 P A 700 FHCABTARNCoafZ /U « Calpk BRI S5 2 B 771 il 48 ) /N B i
VISEIEE Sty

[0611]  FE TAES b 3B R HIAR 5 55 A8 S 939 9 BTk (1) 4 4: 82-D3 (fff Hi3g BTA Cut%
L) PR FTAE ) /NER B BT IR B BT 18 /N R EAT T IR IT o AR 1 ImLBEFE A I AN-FR
FEN I A2 B (NMP) DL BK CaBTARZ R [ C1oAZ 0o  CBEBK I S5 /N R N ZK 57 (1, 12- 3R+
ThRE 1R ZE ) HITE B A T E AR, BB, IR AR R R A R NAETS
CHAT 18/} A i, R RE /N, 1 Had st 2 8 (2X) 1M HCT (2X) A7k (3X) #isk
KA o I R T I AR TN Bk
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fims | gk | DETRT O LRaE | NF et
' ' IR (g} IR B (L)
[0612] 83-Al 1.69 1,00 4.50
83-A3 L.D0 1.50 3.70
R4-Al 1.00 L.o6 459
84-A3 100 1.50 5.76

[0613] X T4 AL R 2 A4, I AT SE < BIW T2 A6 SRR SR 2 U8 MRV PR 45 &
HE ORI ARE L, I HAL N R RIESS

At ol | (mmolry | AEE | nsest Ziéifi

‘ & 5 mmolig) % i

[0614] 83-Al 2,94 (.60 0.1
83-A3 2.95 .61 0.37 5.0 183.8

84-A1 2.99 .61 47.4

84-A3 2.90 8:61 48.7

[0615]  SEJfafs41 : B A3 TMBMP-DBD (4,4 — (R %e—1,3-—=3%) — (1- (10—JR 28 J%) —1-FF FEIR
WES4) ) HICaBTA/NER K& ik

[0616]  MEFL# A T B U B Pk 2% 2 BE RV B 0 L L BL 28 25 N C4BTA (7. 24¢
22.9mmo1) 7K (56.0mL) « Z.JiE (27. 2mL) FIDDSYE R (23.9mL, 15wt . % F7KH) IR S W HE
543t 3RS Y VARG , I TMBMP-DBD (30.7g, 36 .6mmo1) o1 Fr {8 &P BE 4 4M i 545
Bh, SR JE N BERE (182.9mL) A a] FE80VAVR (172.0mL, 15wt . % T BEke ) o LR A4 T
B AL DL 150 pmdi FE o 75 17N P 205y R 2275 °C o S RIS B N T2-75°C
167N i AT 8 22— 1 v Ab DA S0 °C R 25 i FHIK o 3 T8 3 349 i vt i 2295 °C 1 il JE
N SC I o AEVR A W) AR 295 “CIN BCY BT A 7B IOSLTR A 40 I K S B2 i o T I 260K
5

/N O

[0617] g R BLVR & %/é\?éﬂi‘f’/m,%mﬁi‘# CIER W IN =S RO Rl S R LS 7
500mL Z, B e v PR T 1k o 8k e 4 o /NBR L S TR 24/ N L R R R R A L6 T % Ul R
(25g) 7 L T7W)

[0618]  fif FIFAT & AT IE R A (— Mt — 0 S5 fbsi K PEECAR T SO o 538 H AT AL
JF (Y NMP A8 /N B 75 B AE 1 2mL A A o A8 i NN B AL 7K PR AR VA (20wt . % “T-NMP
H) o R HL BRI  HTCE SRR 2RI TR A /2400 rpm R HFES -8, S8 5 Tt
TINFATECHREE 167NN o 4 B A2 B /N B FINMP e 4% P IR  BE BRI IR L 0. BM HCT I MR e 5%
ZIR L FINaCLIE AN K Bk =R, ARG AR B 2 T T4
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[0619]

_— . ,;i &%ﬁ;i@ e iﬁsﬂﬁ 30 4 AM?

" ' {mg) (mg) {(mg)
85-A LI2-238 LL60S 1000 9y 4396
85.B1 IS sty B gt ) Hilols 160 247 3187
86-Al ) e o 1:1.6:0.5 1090 73 4300
86-B1 1-38 -+ 20 L1615 100D 25 4902
87-81 LI2-Z8 28 116:15 1000 2i6 4865
88-Al -3F R el 1600 9§ 4359
§8-B1 L8 1:1.6:3 1006 269 5076

[0620] X F- 43R T AL 2 A4, I AT E < BIWTE -G B AL R 8 2 U E MRV IR 45 &
AE CRNTIRE K, JF BAE MR HRIESS R

[0621]
BE P
B4k FHS | Ba B4 BA &4 Ba B4 wERT BER
54 B ey Bk | FhOh %% wREA &%
v A WE B B | 4 & {wig)
(mmaelgy | (mmel/gy | (mmollg) L
g5 41 L1605 6,58 7 2
§5-R1 1:1.6:L5 0.6 26 6.46 16.7 8
a6-Al 11608 1,59 272 45
S5-H1 1:1.6:1.5 063 2.56 548 3 39
§7-B1 65 0.39 261 .38 59 7
$8-A1 - % Ll 6t 085 243 31
§R-R1 -EF LL&3 457 261 38 4% 25

[0622]  sEjifi42: H AT TMBMP-DBUD (4,4 - (R4e-1,3- =25 — (1- (L1 +—%edh) - 1-F
FEWRIE $45) ) A CBTA/NER A

[0623]  {fi FHFF4T & BdEAT B A5 TMBMP-DBUD(J C4BTA o 5 TMBMP-DBUD (438mg) Fti% 21 2mL3
TEE T, SREINNIK (1,514mg) FIC4BTA (100mg) o 7E 45 C4BTA 5 TMBMP-DBUDYE & J& » I ADDS
(179mg, 15wt . % T7KH) o )&, A VLA BEEE (2, 733mg) FIBOVE L (2,667mg, 15wt. % T
Bl ) o SRS BT E PR 2E PLA00rpmdit £ 1 /N 25 | 35 IR AETSC R nE 1 7/N
N

[0624]  SZjifaf5]43 : H A TMBMP-DBD (4,4 - (FIkE-1,3- 48 — (1- (10-yRZ33L) —1-F LIk
WE $5) [ CraBTA) S B/ NER IR & B

[0625] 50 4% A7 T B X 3 R 2% L ¥4 Bk 28 F1IR 3 11 25 0mL = 29 5] JiS B2 i 25 N C12BTA
(1.63g,3.8mmol) FI7K (14.4mL) o ¥4 B 1518 & W AE vkt v 3 85 2 B JF B2 12 I R 1R
(374ul,3.8mmol,37wt. % T7KH) B LUK G, AR+ e L 2R e &k (2. 77mL,
1owt. % T7KH) s ERIR SR IF e 2 o8, R A4, 47 - (Ake-1,3- ) — (1-
(L0—¥RZEHL) —1-H LR IESS) (5.09g,6.01mmol) o FRJ5 43 AN BELE (40. 8mL) Fllw) 180
7K (38.3mL, 15wt . % T BEFEH) B LR A9 B U HE 28 L L 70rpm i #1591 HLAET5 C I
W SN IR JE N TEC o 167N S5, BEAT 3 22— Uk v Ab B DL FH B e K ()
LIRS (FE80°C) Bk 27K 5 i T 3N vty 2295 °C IR FE RS2 I . 7E VR A IR 2 IR 21 100
"CINF B4 BT B SR S I 7K B IS BRI O T B4 K s

[0626] R NTR GV E 2 =1 1 bR O FAS A AL Z WU 1 /N Bk FH B e ™
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5 0. 5M HCTIEMGE I K, Y AINaCT IR BRUSG i — I, IF UK BRI PR IR o K N R R T

487N
[0627]
BA #8  BA 84 | BAKS iggi £33
was  |ME IR L ORE REE G,

G A WME B ME &K

(ramel/g) | Gomolg) | (mmelip)
89-4l 1416 .58 272 (.28 3.7 33

[0628] St f]44 - ik TR Wit A et A IR SR CaBTA/NER I A BN ER ) A

[0629] P &4 THE A BHEES | MRS BN D Al Julabo FP884 R B & Argonaut
Advantage Series 3400Process Chemistry L{EwS T #il 4 E S W1E W - 18] 250mL 2 v 52
JEANAS50g (166.63mmol) 1,10- - IRZE LT M50 L BE KR S 4 LA300rpm I F4 %250 °C LL# A
1,10~ "R ZERE e VAT LB b o AE BT 100mL R AF ;I 32.965g (104. 14mmo 1)
CaBTARI32.96g 2 BE LA il #50wt . % CaBTALE 2L B P (W VAW o SR R B VA UM & S 50wt . %
1,10- IR S8 LR 1) BV I 250mL e REBE R o 1 S B2 AES0 °C T #9043 o S AL FE B
I [R) 38 INAE 2 B A Bt R A o AT YA R B 2 I BL V% H15 93 B o S8 J5 1 SR IRV W (30 37mL
37wt . % Eh R 7K T°65 . 9mL 25 B 7K o) N2 R VR 4 DA IBE R BT o 8 Js L VR 5 % A
2 EE IR E I AR R T A B R R A EBR CBE IR R S I IR TR S VR R DA R
FARATR B L, 10- IR ZE K SR G 72 T — 20 R < WIS U 47 T 250mL 2 28 YR #4ova 1
I T o T A0 43 A B R Y VR A B T AR P S A ek 3 HLR I 58wt . %6 B TSR M) 7K i
o

[0630]  FEFC& A T B AU F 2% L IR Bt 2 . B A D fl Julabo FP88YA 1R I £ 1) 250mL
Argonaut Advantage Series 3400Process Chemistry T A/Eu5 9 4T /NERE il 1 vl FIAE
BAEAREEERIR 10wt . % ) 80K IE LA . 9] [ M4 A 30g (21. 5mmol) TSR &4
A (B8wt. % T 7K ) B I BEFE LA 300 rpm ¥t 1 7 HANFA A 50 °C o 48 5 45 5 71 il 24 11
6.98mL (27.925mmo 1) AME AN N2 R MBI IF H R VR & 198 AT b I S A
10wt . % FIEL80RI 101 . 1 7TmLA JHEWRIN 22 S BRIV S o BA300rpmEE i H UG H 15 S B2 4)
BT 260 °C I B S S7E S TR 20U T GRS 1 7/Ne) o i B TR W & I SLAv%
A = ARG RN P W 7 2 RURL 8 48 DA B 250 S S A A HORE » A 100mL e (2
) 100mLZ % (24K) ~100mL £k R /KW (0.5M) L 100mL 10vol . % S ALK IR (21%) A1
B A 100mL 25 B 7K (3¥R) e idk B BE T AT ZINBK o 2R J5 R /NI 5 25 F-18 48 /NI DABR 257K - 2%
PR E NG 250

(06311 Xoh-T-Rp M Fr A2 B ) 58540, ek AN 5 B 5 A0 B AR 28 SR 4 o D BV PR 45 A
BE EMITMRE I HAE P RPHES R

(g/g)

[0632]
B | BA BA BA E® ¥ GRS | B
HeRFh g#465F SeREA By
A B BRIE | &R (g/g)
{mmol/s) (mmol/g) | (mmol/g)
D0-A2 0.647 3.23 .45 18.8 .38
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[0633]  sZJff]45:N,N,N ,N - B-&FEHIE) — AL+ o f—2-F3E-1,3-— PR L k-
2~ F L) — L H-IKk M 3-SR (K VB TR &

[0634]  MEPC 4 T P FE 2R 40mL/ N AE AN, NN N - (3-Z TN HE) - &+ 4t
(4.0g,9.3mmole) FI7K (4.7mL) IR AWIIFES 780 SR TE N 2-F 21, 3- = GRS L b -
2—FE B HL) —1H-IK Mt —3—44 (3.0g, 13. Immole) o K5 /NI T HEHE N 7E70 °C R JhIs Fh k17
I o 3% S Al R ok P il ) B o 5 P 8 7 VR 5 8 WY B8 A P I 3040 8, AR U5 FH P B, 0. 5M
R (1) 7K (3 BEIE

[0635]

FE LS AZHR A FAK /ATERRIEE
91-A1 Mon4 X1in2 1:4

91-A2 Mon4 X1in2 1:7

[0636] 455 .
[0637]  Mon4:N,N,N ,N — (3—& LRI —— &I+ 4
[0638]  X1in2:2-FH:-1,3-— (R L fe—2- L &) — 1 H-BR e384, BEF L R 454

[0639]

[0640] o F- 43R £ 0 5 A0, ST AN 5  BIW E A-G BB 2R R A e MRV IR 45
HEORMANRE K, IF HAE TR IRIESS R

[0641]
Bt EHRESEE  BAESSENS BT RETA | Shew
BRE (mmolym | A BE (mmolg £ R(mmolig)
91=A1 3.07 .58 .40 10.68
21-A2 2.98 .61 643 6.1

[0642] s fs|46 : ok [ = (3-Z AT 2E) J& FITMBMP-DBDAZ I 51 (B /22 BR Al =1/1.2) 1§
IINERIF A R

[0643]  WGTCA&A THE I EE 25 VA BEES I 500m0 = IR N = (3-2 LR # %) (3.37¢,
17.9mmole) 7K (29.5mL) « Z.JiE (20. 3mL) I+ 45 L ZEMRERAN EL VAR (12. 2mL, 15wt . % T 7K
1) SRS YIRS 4 B 3R15 39 VA TUS , NN TMBMP-DBD (18.00g,21 . 4mmo1) o 4% Fr {578
AV FEB A5 4B, 2 JE NN BEgE (95 . TmL) A0 K 1L B B v R s (R)2580) ¥ K
(90.0mL, 15wt. % T BEGEr) o FHITUE sUHEHE 2 PA ~ 160 rpm#i$1: £ VR &1 o 16 41 3 I 78 1 /N
WAL 2 75°C o 16/ JiT , #EAT 1t 22— Brik 5e A 38 DL AES0 C i 2 £ i 7K o 3 e ek 3 v iy
F105°C T FE RS2 R o 38 1 VR A WD T FE 1A 3195 °C B L 31 i A 78 SO TR &1 TP G 7K i i £
SR TP 4R .

[0644] & RIRA A B =, 1L FE I Hisid ”‘H‘B/JF?EHHUE H500mL 2-T7A B
Vel /NER IR, S8 I e 1 R AR /N BR L A ?LIS,%M/J\HT RIGHATIE R A iy B 4
FEHIN15.5g (T0% ) .
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[0645]  SLjEfs47 - ok [ = (3-Z T L) F& AN TMBMP-DBDAZ I 1) (B A&/ AC BA 7 =1/1.5) [
ANBR (RE R #IT-AL) B Rk
[0646] W0 & ThUE Bt EE ke VA BERS A0 250mL =S N = (3-E LR H) (1.35¢,
7.17Tmmole) +7K (14.5mL) < 2.5 (9.93mL) Al — ke 3k KRR R AN Eh 7AW (5.93mL, 15wt . % T-7K
W) IR A HEFED 7B SRAF I AR S 5 NN TMBMP-DBD (9.00g, 10. 7mmo1) o ¥4 AT SR &
VItFE AN B, 2 5 NN BEEE (46 . 8mL) AT 7K 111 Bk sy BR G (7] 45:80) VAWK (44.0mL,
15wt. % T BEkErh) o T E PR3 BL 150200 rpmfit #1485 40 o K A0 BT Jih 75 L/ N P FHIR
FT75°C o 16/} i, HEAT 2l 22— ik T Ab FR DA FESO ‘CRR 25 2. 5 K o Xl 3 iniis £ 105°C
()5 5 Sfe SE BN o A 3o VB A MR B TR 3195 °C B L B I A AE S ST 5 0 v ) K s A SR IR ) T
PP A
[0647] g MR GWIAEHEZEE, FEILH I HET KSR EE m}: H/J\IﬂiﬁHSOOmL
2-TAT B VL AU BRIV VR (270 ML AL (2) FHIK (2400 Bedgk » S8 I ik 1 S AR o /)N
HRE A TR/ ARG AT G R A T B4 72108
[0648] s 5|48 : >k [ = (3-Z LT 2L) F& AN TMBMP-DBDAZ I 51 (B /22 BA A =1/2.0) 1
/NER (FE 5 #98-A1) 1A K
[0649]  4TC % A T AP bR A BERRAY 150mL = FREE N = 3-E R R D) (0.63¢
3.35mmole) 7K (8.86mL)  Z.JiE (6.05mL) Fl-| kL 2R IR £h VAR (3.56mL, 15wt . % T7k
W) R BV EES 2 Bh . FRAS 8 VA UG » IR\ TMBMP-DBD (5.60g,6.68mmo1) o4 TR &
VTSNS 53 B, 2 JE I BEbE (28 5mL) 7K L B0 B v BR e (W) ££80) VAR (26 8mL,
16wt. % T BEke ) o T B A 3R 25 L~ 180r pmdi HE 2R A 0 o K4 SN0 I 7E L/ I A 2
75°C o 16/NB] 5 , AT 8 22— 1732 7 Ab 8 DL ZE 80 °C Ik 25 2 i 7K o 336 3 3t 38 Y8 42 105 °C 1)
TR ST VR A IR FEIA 295 “C B E BI BT A 75 O NVR A B /K B USCEE SR U T
EES =
[0650] & e NTR AWV H B =00 45 b S HE IF Hoam i B BR A NLZ G /R H1500mL T
$5E (21R) % (21%) <0.5M HCLVE R (3900 I AINaCLIATR (LIR) FI7K (1K) Bk /N R E S
24/ N
[0651]  Sjia {6149 : = (32 S T J25) &R TMBMP—DBD A i< 4 i 7K A P A ] & 10 /N BR 1)

X
A

[0652]  ff FHIF4T A AT G R A (5 AL B K PEBCAR 1 33— 20 [ B2 o K B 1 34 S ite 41
46-48FF A [ NMP I 2 - 74 B A 188 /N R T 1 2mL U v o SR i IO i AL i 7K PR TR A4 75 W
20wt. % TNMPHY) o F BP0 1K SV T R o T B U e 25 LL400r pmdi #1 TR 5 4405
a3t SR G N R 75 CHREEE 16/ K BT 15/ NER FINMP (27%) £ B (27%) 0.5M HC1VEVR (3
) SHANaCHE (LIR) FH7K (BiR) » SR G R 25 T 1)

98



CN 107266681 A w Bg B 93/98 T

[0653]
War | Bondu |TA RRAE DR RARRR | W AR
‘ : (mg) (mg) (mg) {mg)
02-A1 | L12-ZoR ot g 1:1.2:0.5 9060 124 4094 PIA
9281 D el 112008 900 371 5083 NA
9%AL | L1~z 1:1.5:0.5 1000 113 4454 NA
9441 ¥z, 1:1.2:0.0 1000 275 5099 NA
95-Al 1:12:0:5 1060 137 549 4000
45-B1 Lzt 1060 275 1099 4800
95<C1 {s12415 Lun 417 1648 4080
O6=AT 11,5403 1ua0 139 4536 NA
96-B1 1:1.5:1.0 1000 278 5113 NA
[0654]
jerrEy | BEiRe | mias B
B L&A +5E 2REE |
o ARE BRE £& e
(mmol/g) {(mumelg) | {mmol/g) (e/e)
97-A1 v.a8 | 231 4.23 79
98-A1 8.5 2.67 85
92-A1 0:53 2.46 18
92-B1 0:36 2.57 0.34 14
93-Al 0.57 2.56 0,38 1
94-A1 0:59 2.58 0.34 i5
95-A1 (55 2.69 46
95.B1 0:57 270 49
95-¢1 057 2.64 50
96-A1 0.59 2.55 0.36 11
96-B1 4.62 2.51 0.38 6

[0655]  sLjifafsl50: 1. 4mol 1,3- G ABREACERMIN, N, N N/ =Y (35 L) -1, 12—
A ke RESR99:S 99) 1) il & FIE YT BR 45 A1 72

[0656] WG A T B A PEFEAS VA HERS I BE T AR K 500mL = FUE 2 AN, N, N, N
0 B-Z A 1, 128 M 4% (20.0g,46.65mmo Le) FIZK (47.84mL) o 44 Fr SR & H7E
KBRS 2B AE L0 BR Py 2212 NN #E 25 . 06mL (51 . 31mmole, 37wt % T/KH) K Fr g
IRV TP BRI 104381, 2 Ja k% 25 AR EIE B HUZVE N PEbE (83.69mL) % N I b 2%
H L SR ION B K L B B e B T (R E80) VAWK (78.71ml, 15wt . % T BEbeH) o ATIE i
FEZR LA 200 rpm#wtFE LR AW 4G S B AN R FHR AR 70°C L SR SR AR 27N Py IR 2242
A1, 35 AR-2-TAEE (8.42¢,65.31mmole) R JG 4k SN 7T/INK 5 , B J 3R AT Jeht 22—k v
Ab PR U F B ALK ) 33640 (FE80°C) B 2 7K o 1K 3 1o K47 FA T (9 38, P 38 28 100 °C Frt3
/NS VBRJE B 2110 °C ok ST o e Ik VR A AL R A B 98 C B AL B BT A A1 R RLTR A R ) K A
WSCHE SRR P K 2 K ONIR A A M B =8 A5 I8P, 3 HFE LB/ HUE

[0657] Rl fG a0 FRFTIA , Yeid ke fh99 LARR Zo it E VA IR 2% i o 45 /NER I — D 2 52 THCL LA
W T E A HIARN10. 04wt . B G RA G E.
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ZH BN brRe(h: | WREASH
)
TR 61 20
G 6:1 20
w e 61 20
iz 6:l 26
0.5M 38 6:1 20
0.5M 85 6:1 20
[0658] X I A ALE pHAS
IM A 254 61 7
IM R 61 20
7 HE IR AE pH 6T
= g 6:1 20
W G:l 20
@ g 6:1 20
7K FEE b AL~ ik
[0659]  JdE LA 5E  BIU AN BRABE A 1 o A S OO IRV T BR &5 & 25 &= S A 3 RIER B J 0T
HAE T RAPHIES R, DL ITEIK ERNE KN,
[0660]
3 Ty vk zh R
Malvem/NER K /N d(0.5) =102.8um
K 1.2-1.6g/¢g
B 52 3.18mmo1/g
AP 0.65mmol/g
B 0.43mmol /g
[0661]  H & BTl B AW 08 Bk B e B A 5 IRV ER 45 & 1 B AW N B B 5 o

FE T RPILRR YRR AT %
[0662]

&Y A Lot# alify,

el i (CT) Sigma C4650 045K0658 *

R YA (CV) Pharmacy KB004434 Atk B R RIRAPT
kA (CP) Pharmacy 84RAC ¥

Sevelamer (SV) Pharmacy 8-16-08 alitk k8 FAIRAPL

g SN (0l Pharmacy KB04438 Ak B IR APL

[0663]  BESZZ M) il £ . fhill & B — 22 il , HoA R AL E A9 100mM BES (N, N-—2 (258

F 7 ) -2 B 2 HEER) F150mM NaCl

CpHAT. 0.8 5

BES (Nah) F135.06g NaClyAME TMilliQaliKh JARTEY 2413 Hid FpH.

[0664]

2, ¥%42.65g BES (FR) .47.04g

25 5 o il 2 AR S5 S U AT IR R R B — ARV H IR N #300mL BESZZ i LA

TR 5 T B 20mM o 5 VA VRTR A 36 /NI, SR S BB S5 76— 2251 PR A5 F BV A B » DR I, B 8
BEIHAD50.0.31.0.62.1.25.2.5.5 LOFI20mMIE 1 8 11 325 5 o B V1 B AN FR BE N\ BESZE g

B TRPIIH.
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[0665]
ARV TR 45 BT (g)
JIE R £ CA 2.58
H 2R £ GC 2.925
AT R R TC 3.226
H U AR R £ GDC 2.829
AT ot 2E IR R TDC 3.13

[0666] M58 J5 12 o 1 T WA ot — U 4 1 43 BB 16 x 100mm3 3 & v , T AN E B il
HAPR S 822 1 2mg TR A i o 16 T b Bk 9 &5 & 88 o 43 B T4 i 8 v A4S 31 Img i A/ mL 2%
PRI AR ARSI 2 T B G N A S BE S AE3T C I B =/ UL IR Y %
Zia-Vr RN AR G EieR: 8 L5, AR EL500xg B 0307 B LB IRV IR &5 & K &
WALRIAL M EIEROT A L 0. 455Kk Wha tman 96—FL38 HIRR ARG 25 /NRiT-, 98 e i
AT 43 B o A3 FHUE VR LA 08 0 b B o B IR BRI 2 o ot TG T 2mMIR) s 24 LS 9 52 B 5 22
(¥, FIBESZZ MR B il o

[0667] 4 Wi )i o A T B 52 Sl BB P HELY T R A 9K L A SOMLARE VA VB R B T 4%
Phenomenex Luna C54% (100 A,5um,50x 2.00mm) FIUVES I 8§ (KIHPLC 2 4t L . 1 I 1 5mMBE %
KGR (pH=3) A ZJERIARELLO . AmL/min ¥ 035 43471 BF i o UUVAS I8 £ 205nmfF) 38
KAar MR ER K15 T o tORHA 25 AN R B2 (R IR T R B o4 ity (XA ARV VA 53 21 AH [RTHPLC R 4
B T A T R R A I AR LT R KA I £ o BT AR AE TR R B R
PR VA 11y Ve T AP B AR it 288, v SRR R IR BRI 9 1

[0668] Kl o #r o K45 & A F i F L (Cie—Ceq) /1, HoH Gige (mM) 52 255 Jk o h IB VIR
(et S5 , Ceq (M) J 55 8 T8 AW Jo A TSP 48 10 B b R0 AR (K LT T R (K0 K J52 5 I HL LK 2
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