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1. R 2R3 A GRETX, XA HBHATHAELX
89 — B KRR BE-TV(DPP-IV) 47 %] 3] F= 2 ) —FF 7 S 64 s SR 53 LA R FT
RS- 6T 2 A A BGE B GG £ ) —FF T 25 A FAk.

2. BAER 1 FTEANBRET X, L ¥ ATk ey F sb B R RS Wik
MRS EZSHFEBATH, Bk 4 R A E(PTPases) #7417 .
3F s - F LI Ay Fo B R B - RNE -6-BE B BLA 3245 B (GFAT) W 41 7
Hoh KRG ITIEE B = £ QLAY , Hlio#] B 1E-6-B484 B (G6Pase) 37 4]
. RAE-1, 6-—BEBLBE(F-1, 6-BPase)dW#|7]. 3R BEERILER(GP)I 4 ).
5 B0 B F L ARFE T Fe BB M B 05 BR B BOMBE(PEPCK) A7 4 ) . 7% BRBR B,
B M B (PDHK)F 4 F) . MEBEHMBREEEAN . REE LSBT .
TR FA . FHEHEH . BREEFo- BT ERES #ﬁﬁ&%ﬁ%
AT H A .

3. RAIRR 1 R 2 TENKRABX, LRRSHARGHELY,

4. BAIZR 3 FTAGKREHBA, LREMY. 2 LHRRLTH
DPP-IV A>3 84 5% 45 ¥ B BF . -5 S A48 8 6§ BEA4] )

5. BAIZK1 24 PHEE—FAMRGBRAHX, L4 DPPIV 4
& X T & N-(N'-BAR 89 H R B AR )-2- K ibedde,

A
A
Q ]

X+ RA:
2) RiRiN(CHy)m-> FE
R, B FHMABITA ., KEAREE. 9F. ZATA. FASAL
BB R A IR T3 IR G L R R AR A R AR
BhA . MBS R R K E LIRS 53 B EG KA
R, & (Cre)lpk; #
m & 2 X 3;
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b) &M 1 453K (C5) R X R I (Csp) R

¢) Ry(CHy)y-» £ F
R, At #H MK A . KEKEE. B0E REFHBERRK LHE

A T A IR A F A IR R AR R 3 = B AR R 3 Z B
REFRX; RR(CLotA; RBHWM(C)RE LRAX S K
[3.1.1] =3B 5; SFHBREARL . KEREL XD F LR
AR B SR 5 3 — BR GG A RIS, RTHRERRE; Fo
nZ1%£3; &
R, Bk b A KBS . IRBST B K B S B SR A I 35 3 — B
ARG KR
n22xX3;

d) (R3):CH(CHa),-, F & Ry b dt 5 36 2 b Hb A KB A . 1RER
R R L R ACE R RS R el c TR &

e) Ry(CHy),-» ¥ Ry & 2-RARAEEER(Cr)m B, pR2E 4

f) EHFMIE 1 EHCL)AEAREALBRNANYF AL,

g) R>, ¥ R &: —f A, @B uF RBR G g 5K Sk
A3 BBHA(C L)AL IR $ KA [2.2.1]-K[3.1.1] =3
RS £RIRE; REEMRMEL. R TRESGEFBIRELR
A KB EA R B F E IR T 0 B G R IR S A
353 % A (Cra)bt i

h) AR &2 REEK;

HE B e X R Bk 26 X,

6. A ER 5 TR BEAT X, L F6 DPP-IV #4142k i FTFH

X Is:

(S)-1-[(3-F E-1-2 R S ) RA) TELE-2-RAE -beg S A

(S)-1-{2-[(5-F AT -2-3) BA| TE-RE TBLA - 2-RA 1R 1R,

H-a5 B 64 X B 3 69 7 X

7. RAER2EAPERE—ARBRGBREHR, EPORETHAE

P IR Ak TR AR R R K fe i R R 19 AL,
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8. BAIER 2 FFRIREH X, LT WMk GHF RS H & A ARBE
JRAT M) FAR SRR R LT E WA FAR SRR 0 D-EARBATEY .

9. RANEZR 8 TRMIRET X, S ¥ 9 FAR KR ) D-X B /AT A Y
AKX X 69484, T8 A AR TAEARDWARN LR IELES N
LIEGS

Ph
sz/lLN )

|
Rys

£ F Ph RTFE,
Ry i% B v C-CsHi. Ce-Cpy F Ce-Cry FALLE.

g
-CH,CO;Ry;+ -CH(CH3)-OCO-Ry; #-CH,-OCO-C(CHs)s;
Ry, i H Ce-Cra TR, 6 LEIR. SARIR. FEARIER, AL
ABTAFHE —AREANRKRE; Fo
Ry; i% El g‘ﬁ" C:-Cs Ifﬂi‘w Mi:—l‘f RYy; Fa Ry; iﬁj;%ﬁjﬂ', il Ry, FABAR
KARBRKGEEREK,

10. A ZR 1 FFR BT X, L F 6 DPP-IV#HHI Mk & (S)-1-[(3-
2 1-2 R B TR -2- R -8 B A (S)-1-{2-[(5- A o -2- &)
RA|CE-RA TBA - 2-FUA bR IR, B 5 SMGFIB R RIS ik f A&
FlA. AR A. T, FARFIER. w7 8. a7, &5 R4,
5| KMk T AN, BB Tk, RAAMN. &5k, FERTKR. £
Bk, #FE . /AT K. %5E8. &5 Thk. FRTR. FHK
Tk 5 XA T Food AT EACS T S A 3

11. %979 DPP-IV N8R ENF &k, BFXOEQTEEZIEES
# R S WA R BREE T A KB XL T A M X4 DPP-IV #94]
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BH KR ARBE-TV #7457 6§ B AT X

ARG BREAHX, PleBReGs NG husd, Lo kL
K BE-TV(DPP-IV)# 4] F fo £ ) —FF 7 SPGB R AL %, ik ik MRS
ERETHFRZATA, Hliok bR EEPTPases) 7. E 1o
F A A Fo 5 R BLEE- R AE-6-BE B BLAR S5 B BE(GFAT) W4 . rh %k
R ITREH] B4 = A 6910 a, BlioH] B 4E-6-BEERBE(G6Pase) W4 H]. R
#8-1, 6-—BEEREE(F-1, 6-BPase)¥7#|7|. ¥ RBEBILEE(GP)IF4IH]. FHh
Ve LARIE TN Fe LB BE A BB BORBE (PEPCK) P 4 4] . 7 BF B3 B .56
BEEPDHK)#HI . S EHBEH RN, REF;LREH . o-FBF
B HI A . BHEWHN. BREFa-FLRIEERA, ATFAEARY.
SELE HL R B G B IR AREE-TV(DPP-IV)A-S- 69 52 . S5 24 R R
REZ 2 BERA, BetERIKAGT). TR ABEFE. KRBT &, &
BIE. XF R RBAFET R RN, 2R FER; KEPET R
BBRAR XAH &R TR, 28 L3R BI6 57 AT ERE R M4 H F 84
R, ZREH XA TR EET EZATAR EF AR GKRERR
KA, . BELRRERATTE DPPIV S8 mESF %, &iE
M Z)H4EA (bodily appearance ) #975 i,

DPP-IV fi f X7 GLP-1. £EA4k¥bit, DPP-IV =4 GLP-1 %4h$
PR B GEAE ST GLP-1 694 Zoh . GLP-1 MR S E 5kt 1 8

R, SHOBGHEREF ARG RL.

AR B ERBAERAQ R RO FAER I A M By & otk 6438 e
ABRMRBEDBOFE. 2V CBHAT ARG LI FE: A5 —
BB, REENIEER, AR MR, ERGHSZOERTEEKEH,
PR B E R AR, oAy ARG ME 2 F W R T Ak
R GENS, QERNHE. RARFTHIK, AR Fo L5 KE
(DCCT)E 55 o i H] 8] 48 64 MoK 55 48 R % M 0 3 5 84 & R i, ) Feidh
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A B —FF B I B R FAAY, Rikik AR FRESTHFEZAT
F, Bk G B RERAEEL B (PTPases) W HI | . 3F o T AWML S W Fa 5K,
Btie-F -6 MBS BB (GFADIH A . B X AR H >4
8L e 4, Bl 4o B B HE-6-BEBRBR(G6Pase) v #I A . FAB-1, 6-— BB BE(F-1,
6-BPase)#7 4| %] . B RBEEALEE(GP)WHIH) . FH s & ARSI FoBEBR
Mo BF 7 B B BB (PEPCK) A7 4 1) . 79 BR BUBE 8B5S B (PDHIK) 47 1 ) |
BB ERBREREN . ASESREN., o-HBEHETHA. FHSTH
#H . R FFo- B ERERERAN XS HGTEHAL.

12. REHILDBERNFT %, BFEOEGIEFILHY 0 RE S
YA R RS T AR L F B GRERBA B FHHERTHA L
7 X B KBTIV 3 & Al fe £ —F 5 S 6 Ul mibedh, Kikit

ARG ERETHEFRZATH, Flok b B RBBEME(PTPases) ¥ 4] 4] .
FE D TF ISy Fo 5 RBLIE- R NE-6-BEBL BB 35 43 B (GFAT) M 41 7l .
R KA G ATREH B4 = A 091k ad, Ble ) EHE-6-B4BRBE(G6Pase) 37 4]
. RAE-1, 6-—BEBREE(F-1, 6-BPase)dw#| 7. & R BEBALEE(GP)4F #] A
& dodEE AR A A BB B 75 BRI BR SO (PEPCK)# 41 7] . 7 BRIBR
B MBS (PDHK)# HI ] . MR B EREHEHN . REHEESHERAN. o
ABFBEHHA . GHEHFH . BHE o T LREERERN KXk
AW TTHM

13. —#5mas4, L4H 5 DPP-IV S RERSEAAKE
BBRAER 1 210 PEE—RATRGBEEST XFE F —FTH A H4K,

14. RAEK 1 £ 10 PEZ—AMRGBELY XEHEA TR, &
% it R R4S & DPP-IV AF- 49 R E 6 54 b 0 A 2.

15. A1 EK1E 10 FPEZF—RATENFHEAST XA TRz ey 25
FEAFAR EZBLAGERTRBHN AR,

16. —HHBOLR, LSARAERK1 £ 10 PEE—AMBHBRET
XA ERRS, FEHERE. 28 LHERE5F G DPP-IV A~ 545
EFRAKEFDHERBGF E PRI, 93 30 A4% A 65688 5.
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R AR A K (Ve Sk fh 3 | Ao K XA 5 425 N. Engl. J. Med. 1993,
329, 977-986). IGT Z#H &HMAKA-FHGWHIR, 5 2 BBEEAREWIAX,
EAFRESFARKGROT ARG LR, B, BTHNELZI—
RAEZH 2 RBERA. BEZBEOERT R IGT Y MEF RAFHBAEBIE
FhE GRS, A GBS E B RATRIE A F AT HIE B3804 T R,

AEATERA TR . 28 RNEFER BTN, H0FH#HS K
w24 ) & X6 DPP-IV 4| f| Fo £ ) —FF 5 SN G AR R AL A R TR
A2 6 7T 25 ) B VA BGE MGG £ U —FF T 3 Al K,

Rk FAE R AL ARG EESHFREZATH, FlkaBE
BRAEEL B (PTPases)# 41 K] . 3F o F AL A4 Fo 5 R BLIE- KA -6- BB
BLBAE B BE(GFAT)A7 417 . Hrh K RGATIEH 48 = £ 8018, Flded
FHE-6-BEELBRE(GOPase)r H A . RA-1, 6-—BEELEE(F-1, 6-BPase)dv4]#l.
A& BB AL B (GP) W HIA] . G todE & L ARKE U5 A BB M B 7% B BR AR L B
(PEPCK)#r %] /] . 7 B BRBL S B4 MBS (PDHK)#7 4150 . MR B R AR E 332
F. BRBESALHEN . o-HBFEHEFHN. FHEHFH. REFT Fa,-
B ERE AN IATANSHGTHRALE, ARRFHNGE S —FTH
AEAA; ATE. 9ASRAFER, 320 TR, E8 L HRE R4
71 & DPP-IV 38955, 43| R4 FRAKAGT). 2HadER7F. Kiff
HER P&, SR, XF XK. Jelfe R REA, REBERAF, 228
VK. HBAT XML RIS R R R B dhias .

DPP-IV #7457 7T vA Z Ik K 44 2 3E Bk £ 44 . L3k DPP-IV 4] 7] 2 JF Ak
%,

ERAINHA, ERPEFEFHREN KR GHANEARATASH L
HIA RARBIANEKRT, THEEEAUATLESL:

B ERLE LT R RRE.

ERFIHNA, RERARBRCERTRT A, (Cro)n iR LR
HAANRA, RERERA, HlTEARTA.

KA EREEFRE, BTEARERE. CTAZRRAKEXBH
Fm 2 I,
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RAREARLEFREARCERE, CIREARZH L LELAIAEA
X,

AR C-Cro SRR, REFRA, RTHA, WA, RTA,
HREERFRE;, KA KR, EAKLL 1-3RTHLA. 2-
RTHA. 3-FRTHE. 1-FRAFLAR 1-RAMFA,

(C1a)ZEREZS I 3-2EXRE., 1-BATEILEATA.

RIRAR A HAL— N KA AMEBI R E) Cp-Co- B LK T RHE R H 4o
g bk, FAekeA L. 1R, 2k A, 3R 2-F R 1%k
ARNEFEERE, Kk Ci-Co-BITE T REZ 1-9R5TA.

i F MR B R SRR A [3.1.1) = ERBE IR -hik 2 s Mk
B 6 A F A BN IR [311 R 2-A R AR —NE 2 568 FTA
FaBAE 6 A6 FEZRRM 311 E-3-£., B MERB R 3L
AR [2.2.1] =R IRH 5 2 =3 [2.2.1) & -2-%.

FROERE 6 E 2ANAKAT, TURFIEL, FEARRZL, /7
A X sk K A BT AR A e R B A R B E IR,

RiE “RFR” RBFTHFALIER, &k fodoukeb bt atog X,
e BRIRT A, abedakdR, oked | okedoR | skedbr | vTeb R
e bt SRk, Aeled e X R e H | wReb i | Bk
kL FRebe R, kb, wasRmA, Bk, vT ek vkenR,
vhdh. YRBEA. avkeE, b, wtep At Rk, Rh Ak wi
Mt . Dok, KDk A. ARG E R, AADRAR, 1, 3-
ZRURIRA. A, BobEeR, BTk FHEu A ATRA,
b, WRASHE. Fdukk, Fiokeb R, KA, PRFA.
Fiknhd, EFA. FIEA. XibatvdA. Eokk, SEakA,
AL e ghae R sk R . R EF R R A RF A
= S ek K fr vy S

% 89 DPP-TV #7471 & X(1) FF 7 4 N-(N'-BRAR #9 H R B 2 )-2- FUk vtk
S
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M

N\)k

r\) g

EP¥RA:
a) RiR.N(CH3) 1> HF
Ry A FM ML SE . KEAREE. BF. ZATA. RASAL
5 BRAR R AR A 7 3 = BRAR B b mR A ST 3R S R A
BB AREIT R R E F BRI 3 0 —BRARE F A
Ry, RER(Cr)tk; F=
m & 2 & 3;
b) &HFMHHE 1 AL A(C1.3) F2 BB IR A (Capn) SR A
¢) Ry(CHy)-, F-F
R, A MBBKASE . KREREL. 05 RAEHHAE XK LS
AT B G AR SR AR et 5 3 — BRAX, R AL 3 5 3 = 3R
REOFE; HA(Cbtk; BFMNRR(CL)REALIRRR S RKL
[B.11] =R KH S SHFERBKLRL. KEAREAZ R ELR
NI 30 ARG R AR LIS HTHRERRL; &
nZ1%£3; X%
R, RS HH ARSI . KA EA R B £ LR R IR 5 3 =B
REGKEK;
nZ2xK3;
d) (R3);CH(CHz)z-» 3 F & Rs A& sbdk 3 36 2 sk M s AR B A . 1R
FHE R F LB A I 5 0 — B G R
e) Ry(CHy),-» ¥ Ry A 2-BARABREEAR(C, )AL, pRL2E 4;
f) EAFMIE | EH(C )R EARALRNAGF AL,
g) R®, Hd RA: ZRMHE; BT LI 6 rbod 5 A K ko
A BAFMRAL(C o) SR L BN $ R [2.2.1]-K[3.1.1] = 3R 8%
A SREA; MgFHbEER, BA TR RAEN B IKES
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TS A TR L LS CEF S X LR e O N E S S SN T
Ik 3 e % AR (Cra) btk
h) R &G ERIE;
FaE T X RB AR B 097 X,
EARAKLRHG— ARt LG EF, N-(N'-BRAK 49 H RBEE)-2- Rk
B N AT, HLF
R & RRN(CHy)ps £ 9
Ry R BFHARB A, KEKEL. OF. ZAFL. RASAR
IR A AR T30 — AR A R R E AR S R MUK
Bt KBS EA R B F LIR30 IR A KA
Ri: R ER(Cr)ftik; Ao
m 2 2 X 3;
FaEE 6 X R B 0 K.
F AL N-(N'-BA A H & BLER)2- R A g X()F&F, £+
R & RiRuN(CHY)pms 7
R, A HMRABREEL . KERAL. I F. ZAFA. RAXAHL
3 BSAR R AR AR T 3, — BRAK G e B SR
Ry, R ER(Cro)ft i, A
m 2 2 & 3;
FL% B 6T KRB R EE AT X,
B T 6 N-(N-IRAK 69 H 8B )-2-FUE bed 52 & (S)-1-2-[(5-RA&
T -2-30) B TA-FK T B} -2-FUA B 5 (DPPT728) K (S)-1-[3-2 &
12 R R ) R ) TBR A -2-RA e R (LAF237).
BEH—AMEEQEHRFEY, DPP-IV 4 Hik g X 10, 1. IVAV
14,
A-B (N II, G1#= G2 48)

o (X I, G34)

10
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stF G2 48694844, RoaZ H. CN. C=C-Ra; 3-CH=N-Rog #H A &

H\N/H H\ /H

N
o
ﬁ)\(CHz)a-oo-m OYK ,
0 N (CHy),-SO,-D

H % a £ 1-5; D' £-G-(CH,)p-(Rag)g-Raz; G £ O NH X NMe; b & 0-12;
q &£ 0-5; D’ & D'12 G£0; Ray & Z-NH-(CH,) -3k NH-Z~(CHy)-» ¥ ¢
& 1-12 B Z & CO. CH; & SO,; Raz £ CO,H HHEB. CONH,.
CONHNH,. CONRasRag. CONHNRasRog. PO;H 3, 3-8 . SO;H. SO,NH,.
SO;NRasRas OH+ ORats BAX K AIRAR 69 55 I 3 4 55 K . NH,. NRosR o
NHCO;Ras. NHSO;NRasRag. NHCORas. NH-SO;Ros+ NH-CH(: NRas)
NRosRas. NHCONHRasRog ##. CO-R A4 . NHCO-£ 345 3, -NHCS-
FENE; RosHe Rog kit § HAF%$ SAMNRFRERE. S5
AR EFRS 11 AMRTFHFA. 2FEAPREALEL, RE RousH
Ro 7T VAGJE— R AL (C3-Cg); HA

H. _H
~ N 7 o
0
(CHy);-NRay oE NG

(i 5

F ¥ Rajo 2 HE Me, FF TA &K A& BRF,ER J-(CHy)p-(Rog)-Rag,
J=CO. CH; & SO;, #EH a. b. q+ Roz# RayHe@(i)PFEL; XA

Ho H
He N
TtOTOL
(iii) oL & oL

¥ Ray 2 H R Me, RF TUAH —ARFANLRT, L Z(CHy)y~(CO),-
(CHy)p-(Ratg)q-Ratz B (CHy)e-NRayg-(CHo)p-(Rotg)-Raz, £ rZ2 0K 1, d
& 04, e ®2-4, 5+ Hb. q. Rog# Roy =) FFEXL;

¥ G3 48484, & B TUAEA R EEFEHRLGEMEL, & AT

12
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o (X IV, G34)fe

—A-B (XNV, G34)
I—%B
/(CHZ)\(

geBR { ]

CH— (CHy)g
R

o

F21X2;

g & 0. 1X%2;

X & CHz. O. S. SO. SO,. NH # NRoy, £ % Roy ZIEEHEL(C-Co);

-Y Z-N. -CH H-C=(% A #-CO £ H#M-CH=K-CF=K%H);

Ro& H. CN. CHO. B(OH),. PO;H H H&. CC-Ra; & CH=N-Roy,
£% Ras; £ H. F. KERE(C-Cs). CN. NO,. ORay. CO,Ra &,
CORoy; Ray AIKLEIIE(Ci-Co); Rog & Ph. OH. ORay. OCORa,
% OBn; A5 Y Aai&;

£, 5F G1aehiedd

(@) & RoZ H B, A ZNEAR AN 4 o-BRABRITA tGa-RE-BLE

K2 FHE X 6GP-RA-BL A

_~CH-NH,

(CH,), |

~ CH-CO-

F¥hR1E6, LEBHERE 6GIRT UL A T8 fobl Fo/ X 5
T EBAR;

(b) & Ra& CN. CC-Ra; & CH=N-Ros i, A #e(a)¥ A2, HHET
VAMAEAT 5 4 F ISk 4 L-o- RA B AT A 135,

(c) ¥ Raf CHO 2 B(OH), B, A & (a)¥ ATR L6yB-RA-BLA;

11
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VAl B VA L G2 A EARG). (i)K(ii) P HEE—A, 12 A REAFHK
3% 2 B Ros A3 F 69 A H]-e-0-6-R-g-6-F-0- K, Hf HeFooff bl 5 ik
A CH,. O. NH. CO. S. SO,. Ph# NHMe;
E¥, EG2 A GIAY, EVA—ANEETH CHL,ARTMEE S
FFHAK (bioisostere) FTRAE, XA E Gl. G2 K G3 Ao H+H A
Fo B ABE BB H R R G2 R G3 AL &g A 69 Mk & by 45T BLE:
B 37T AL A o b, T F KR,
a5 B 6 7 KB R 3k 69 7 K.

ERH ARG ERFEF, DPP-IV W4 FZ X VI 894089

CH,

Ha7 5 69T X R B s 2 89 X,

EHEMHKFILT, DPPIV #H 4 HMiEH o LKA FF WO
98/19998. DE 19616486 A1. WO 00/34241 F= WO 95/15309, 47|24
BB R KRPIGRE T W T, RATWGERL. B A A BZAF
ERBFINRGHAE S T £ A AT RE. DPP728 #2 LAF237 45
FART T WO 98/19998 #452364) 3 = WO 00/34241 #9544 1. X VI
&7 DPP-IV 7 #] 5/ (L L) BAREEK T (A A) (Diabetes) , 1998, 47,
1253-1258. DPP728 T vAE:F& WO 98/19998 £ 20 T ¥ &y 444 e 4.

BEFH AR EHRFET, DPP-IV 4 A 2 N-BRE-O-FBLA B R
BRI 25 A 3. 5B R B de BB BRI A KAL) o IR B
RS, BERRLEHEAERAR RO ETBLE, KRESRHSSHHK
HANo-RAR, FloH R, RAM. TAK. XARK. HERIM
KB, P A5 A SR T 6 KA B AL R R B

ikt N-BRE-O-FBEL AR X VII PR ETH A #

13
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I |
v
£d R0, 182 ?

Re; R R AR BAB A M4E; Fo
Re;, R KRB AL, KRB EA. HERAL.

AEXRE PG —AEFRLEGREFTET, N-BRE-O-FBE L LR X
VIla /&4&-%

NH,

o NO,
H,C O
(—N]/“\ .0
N
H

0 (Vila)

KRETHAE,

BldmX VII & Via 4 N-BRE-O-FBELRBELHE&EF e T
H. U. Demuth %, (883 4|%E) (J. Enzyme Inhibition) 1988, Vol.2,
129-142 W, # 5|2 130-132 | .

“PTPase ##|#|” #94]F a2 XRTFELEEF:F 6, 057, 316.
£BEHF 6, 001, 867. WO099/58518. W099/58522. W099/46268.
W099/46267. W099/46244. W099/46237. W099/46236. W099/15529
VAR Poucheret AL (5T @mpex HmiLF) (Mol Cell Biochem. ) 1998,
188, 73-80 At # wyAR %k,

“UE TS H6TF QI TIRT (%) (Science)
1999, 284; 974-97 ¥ ATt & A9 AR 2k, 4 52 L-783. 281, vAE WO 99/58127
AL e AR L, 455052 CLX-901.

“GFAT # 4| 694] F QLI TAR T (- F @l 5563 ) (Mol
Cell. Endocrinol.) 1997, 135 (1), 67-77 H FiAF 647k &,

AP BT B 69 R 3E “G6Pase #7457 £ 48 5T vA 8 1E MK 37 4] G6Pase
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GSK-3 #4415 . PMBH X TARRXR)EK A . B-3 AR #3H#H. UCP
BESHF] . BRI AGER b — B KX (A5 BR K (glitazone ) ). dFAF|BRER
PPARy##h#|. & PPARY/PPARaMFH| . FAEIRH 644 F
M, 4= F 4580,

Ji By H BB B BB A kL ) FAE ARG E I —BAR . R A
SHNAhF T2,

ARG EATEY, REEFHRAEHEBHNRZTHEA.

“GSK-3 # # M~ 94 T &/ RXBRTF W00021927 F
WO097/41854 F BT Fr 6§ AR s,

“RXR #3#]” U5 RXR AR -RAXA R -REKRLSH, A
RABBARAR SontgRRERZ, Tk E RXR 694 F AP ERKL
LW BB, FTERAR T HOEETUIET LB $45 4, 981, 784. 5,
071, 773. 5, 298, 429. 5, 506, 102. W089/05355. W091/06677. WO92/
05447. W093/11235. W095/18380. PCT/US93/04399. PCT/US94/03795
o CA2, 034, 220 PREEBRANTeG “ghab” R “M-B7 o4k, Xk
A FeE RV IFIARIMES LS, Lo RTA%F RAR Tk
KRB E RXR H1E-H (B RXR 4 b 83 ) ) A BT 2A Fl B 8% RXR
F= RAR #1La-4h(BradishH). BT @IETE X S M+ #IE RXR {2
AL mIeT ARG SHEPRS M), RTXE. $Hfdfd
R TAF RIEEAEA RXR MShH &GS W T AR A 5%
£B+#]5 5, 399, 586 #2 5, 466, 861. W096/05165. PCT/US95/16842.
PCT/US95/16695. PCT/US93/10094. WO094/15901. PCT/US92/11214.
W093/11755 . PCT/US93/10166 . PCT/US93/10204 . WO094/15902 .
PCT/US93/03944. WO093/21146. &8 %35 60, 004, 897 #= 60, 009, 884.
Boehm %, J. Med. Chem. 38(16): 3146-3155, 1994. Boehm %, J. Med.
Chem. 37(18): 2930-2941, 1994. Antras ¥, J. Biol. Chem. 266: 1157-1161
(1991). Salazar-Olivo ¥, (A MibF et 3B AT AHRY) (Biochem.
Biophys. Res. Commun. ) 204: 157-263(1994)#= Safanova, Mol. Cell.
Endocrin. 104: 201-211(1994). RXR #fMH#3h#) @3 REF LG
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G MR R AT HI AT B R M AL G- R LSBT
FFF W000/14090. W099/40062. WO98/40385. EP682024 #= Diabetes,
1998, 47, 1630-1636.

AP BT R G RE “F-1, 6-BPase #4|H]” Z48T vAB L MAR R4
F-1, 6-BPase &97& MM v 4| TR E IR L QISP EEW. Ek
-4 64 6)F 29 F WO000/14095. WO099/47549 . W098/39344. W098/39343
F= W098/39342.

AL F BT 6 R3E “GP 4\ H)” Z487T A B KR ITH) GP #97E 1
BV A T IR R A LB R BEY. ESHHNHTFAFT
EP978279. £ B ¥ #]5 5998463. W099/26659. EP846464. W097/31901.
W096/39384. W09639385, 4F#| & Proc. Natl. Acad Sci USA 1998, 95,
1776-1781 #2849 CP-91149,

ALY AN RE “GhBiAhERA LELF A W098/04528 +
A H 5 R BAY27-9955, (EMHAMEHIFHRIER) (Bioorg
Med. Chem. Lett ) 1992, 2, 915-918 Fit# &94b4-4. #5|% CP-99, 711,

(E#HMLFEREY (J. Med. Chem.) 1998, 41, 5150-5157 it # b4
. 455 & NNC 92-1687 Fo (£ HLF £EY (J. Biol Chem. ) 1999, 274;
8694-8697 it #E S, HFE L-168, 049, vAK US5, 880, 139.
W099/01423. US5, 776, 954. W098/22109. W098/22108. W098/21957
F= W097/16442 5 FF A FF 694849 .

AL T P A 69 R3E“PEPCK #7477 & 48 T A8 i MK R 47 4] PEPCK
89 75 M B Y R AT B AT RE B AR AR LA LS. A BT A
FFFE£B+ 55 6,030,837 F(H5-TF AR A ZFED (Mol. Biol. Diabetes ),
1994, 2, 283-99.

A F BT 69 R3E “PDHK #7417 ” 48 7% BRI B S5 508 64 47 41 7 ,
QIR TRET Aicher F ALE T J. Med. Chem. 42 (1999) 2741-2746 ¥+
1.

AL TR RE “REFRBEHZA" RIGT A REETRE
FOHRBENEFAEFERSY. REFHRBENEN OIHP

15
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100268(8F 2-[1-(3, 5. 5, 8, 8-EFH 5, 6, 7, $-WEH-2-KL)FKAHL]
P72 -5-F B2 )2 LGD 1069(FF 4-[(3, 5, 5, 8, 8-EF %-5, 6, 7, 8-W&.-2-
BR)2-BA - R T BB L. HrEHF=T 25 A 2. LG 100268 #2 LGD
1069 &4 MFas M7 /AT T Boehm %, J. Med. Chem. 38(16):
3146-3155, 1994, EXMKIIARIEA AF . 23 @iEa IR TF
ALRT 1057(BF 9-AR K BR) B L X dhy. STAEHF=TH A k.

“B-3 AR ¥ FHH” HFaF 2R T CL-316, 243 (Lederle
Laboratories)f W099/29672. W098/32753. W098/20005. WQ98/09625.
WO097/46556. W097/37646 F= £ & ¥ #]5 5, 705, 515 FHrAF 4Rk,

AL TR RE “UCP #3h#)” &48 UCP-1. #ik UCP-2. FA4L
% UCP-3 #4#zh#|. UCP 2JF T Vidal-Puig %, Biochem. Biophys. Res.
Commun., Vol. 235 (1) 79-82 K (1997). Fri& B 3hH| 2Tk Hn UCP 7% H
St R m .

FUHE Fk FA B e b — B8R (4 3] B R 0 (S)-((3, 4-—&-2-(K&A-F
A)-2H-1-F 5 obnh-6-K) F A Ko 522, 4-—BA(EAR7|8F). 5-{[4-3-(5-F
A2-RA AT RK)1-FRAE)-RA)-F R E -2, 4-ZB(EHF
). 5-{[4-1-FR-ARLE)FEA- R FH)-Edi-2, 4-—FERBF
B)s 5-{[4-Q-(1-7319R ) TEA) R K| F AR 47-2, 4-—F(DRF2189).
5-{4-[2-(5-F R 2-F KX 4T X)) ZAADNFA) B -2, 4-—
(BM-13.1246). 5-2-F KBt )Rl tt-2, 4-—F(AY-31637). ={4-[(2,
4- — FAR-5E e B I F AR A FHR(YM268).5-{4-[2-(5-F A 2-F & 478
) 2-Z R TEA)F A EL -2, 4-—F(AD-5075). 5-[4-(1-FXA-1-3F
RS A RIE)-F A -Edb-2, 4-—F(DN-108). 5-{[4-2-(2, 3-=&75I*%
A-F)TRFE)ER T RS2, 4- 280, 5-[3-(4-R-FH)]-2-F e £)-5-
FABBR)RALLT-2, 4- =8, 5-[3-d-REL)]-2-A A |-5-(4-RE L=
BLA )R 52, 4- 288 5-{[4-Q2-(F -2t - RE)- TRA)E A T R
e bt-2, 4-—B(F I8 (rosiglitazone ) ). 5-{[4-(2-(5-TA-2-772 k)
LEA)ER]-FRPEABR-2, 4-—BRCRABFIE). 5-{[4-(3> 4-—5-6-B %
2, 5, 7, 8-W W R 2H-1-Fifebri-2-30) F EA)-F A - F A Eediz2,

17
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4-—FR (A F B, 5-[6-Q-A-FRE)R2-AFA|-Eod b2, 4-
(MCC555). 5-{[2-2-F&)-FHEud 5 K- F X 1EL8-2, 4-ZF(T-174)
Fo 5.2, 4-—RARELIR-5- A FE)2-FRENG-=ZAFTEFE)EXTH
F(KRP297).

i TR SR e R e b — B R X VIIT AR LT A &

g i

™~ S O
M (Vi)
l /j//_\f

RBa o
£4
M A THRA. Fobte ik, 850k, Bk, RERGEERBEEFE
BAR) R K T3 R G M 5 EIRA);
RB: AT HERAHA-QRBy, HF
Q TARE. KAZKA. EAR-NH-,
RBs &
RE;
AR R 2, 4-—BNRS-FERRERRGFEL; K
RIA Y A Fe T 2K B BRAR G KB R 2 BB
a) IHR& 2, 3-=&7I%,
b) wo . KA AT . NAKRER AN A RERHRE
%,
) FIAX 89 Rk 12 A Aok BT B 0 = SRR b &
d) BAKRLL Ao AR AT X,
e) REAHRBIMERERRAKBELE, &
0 FEFRELAEE,
R, A TEAREZRAFTARA MBI ALLTHA; Fo
ik X, VIII 6945k B (S)-((3, 4-=F2-(FE-FRA)2H-1-EHwt
H-6-35) T AR bt-2, 4-—FA(EAE5BR). 5-{[4-3-(5-F -2-K K 4%
H)-1-ERAE)-FA)-F R B 52, 4-—FGKHAFIB). 5-{[4-(1-F &-

18
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FEA)FEA)-FA TR Eeb 2, 4-—BAGERIEF]ER). 5-{[4-(2-(1-731%
B)CER)RA) T A Kok di-2, 4-—FI(DRF2189). 5-{4-2-(5-F A-2-X
Boaofet ) CERA)|FAER -2, 4-—F(BM-13.1246). 5-2-F XA
BER)-Er 12, 4-=F(AY-31637). —{4-[2, 4-—FMR-5-F=5E)F A
F AT IR(YM268). 5-{4-[2-(5-F A -2-F & -4--%ed )2 £ R TEIEFHL)-
ok b2, 4-—BA(AD-5075). 5-[4-(1-F A -1-RALE A RL)-F 1)K
-2, 4-=BA(DN-108). 5-{[4-2-(2, 3-=&.5%-1-X)CEL)FL)F X)-
Ee -2, 4-ZBR. 5-[3-(4-F-FIK)|-2- A K -S-F A A B AR R e B2,
4-—F. 5-[3-4-BEE)|-2- A e K |-5-(4- KA LA ) Ko k-2, 4- 8.,
5-[6-Q-f-F EA)E2- A F A -E 52, 4-—FA(MCC555) 5-{[2-2-F-%)-
FHfked S R |-F RS2, 4-—BA(T-174)F 5-2, 4-—FAREIx-5-
AFE)2-FEREAN-G-ZRFE-FHORXFBREBEEKRP2INXATHAL.

4k X VI 89166-Hik B 5-{[4-Q-(F A-2-wst A-RA)-TEHHXK
AT R EelIR-2, 4-—B(FRFIER). 5-{[4-C-(5-T A2t X)) T EHR)
FA]-FRPERI-2, 4-ZBR(CRAET| BR)F= S{[4-(3, 4-—&-6-%%-2, 5,
7, 8-W9 ¥ 2H-1-FHfebwi-2-2) T 8- F K| TR} -Rebb-2, 4-—F(h
#5|8). MCC555. T-174 = KRP297, #%|RZ FH 5 BR. wbik 5| EFfadh
BIRXETHAL.

5| BRLAH 5-{[4-Q-(5- TR -2-m ) TEA) KA | F AR 52,
4-—FA(HA&F) 8, EP 0193256A1). 5-{[4-Q-(F &-2-rt -8 K)-TEX)
FA|FE)-E 52, 4-—F(F4&5 8, EP 0306228A1). 5-{[4-((3, 4-—
£-6-2%K-2, 5, 7, 8-WH A 2H-1-FHokwh-2-2)FEA)-FL-FAPE
-2, 4- R (A5 B8R, EP 0139421). (S)-((3, 4-—&-2-(F X-F X)-2H-1-
KFobd-6-2)F A K52, 4-—BA(BHAF|E, EP 0207605B1). 5-(2,
4-— AR E LSS AT A)2-FARAEAN-G-ZRFA-FER)XFTBLAE
(KRP297, JP 10087641-A). 5-[6-(2- f-F )R 2- A F A Ko 152, 4-
—BR(MCC555, EP 0604983B1). 5-{[4-(3-(5-F 2-2-F K-4-7%n 3)-1- 84K,
AR)-FK-F ARl -2, 4-—FRA(EAAF| 8, EP 0332332). 5-(2-A &
BEA)-Eed b2, 4-ZBR(AY31637. US 4, 997, 948). 5-{[4-(1-F X -3KT
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R)FERHA)-FEA|FR Ko Ir-2, 4-—BACEREFIE. US4, 287, 200)%-7]
BLAE M b Fe AR AT T EB R 03T AT AL dkT, #5244
HBRA BRI ERBIGREFHT, REFHGIA. HHHHABRA]
ZRBPIARGHE AT X EFDT G RE . DRF2189 #= 5-{[4-(2-(2,
3-ZAIR-1I-R) TR XA FA Rl -2, 4-—FReYH &8 T
B.B.Lohray %, J. Med. Chem. 1998, 41, 1619-1630; 1627 #1628 R &
FH4 2d Fo 3g. 5-[3-(4-READ-2-FARA-5- KA SEBL ) Eel 32 2, 4-
ZERA R L PRI E T A R R T A L CIHA YT AEEE J. Wrobel
%, J.Med. Chem. 1998, 41, 1084-1091 F 2H 847 ik %) &-.

B AR, MCC555 ST vA#: BB EP 0604983 B1 % 49 W 30-45 474445
F s, BAEF| BT A4 EP 0207605B1 £ 6 BB 24728 TRF 6 47
BRI RIERBE F 24 WG EHH] 27 R 28 £ F kBes); EbF R
5-{d-[2-(5-F A 2- KA 4T X)) CAA) FE}E K2, 48
(BM-13.1246) 7T ¥A#: B8 EP 0332332 Bl #95 8 W& 42-54 17643434 B4,
AY-31637 TEARRE US 4, 997, 948 % 4 4% 32-51 47644858835, T 457
BT PAB: B8 EP 0306228 A1 % 9 WH 32-40 1769342, EEMKE LD
RBRE T K. FRIFTIAL A 0B 47 AVANDIA™ 45 £ ¢4 X 235,
45| B9 5T vA LA #l4e H 4% ReZulin™. PRELAY™. ROMOZIN™ (£ %
E)3R NOSCAL™ (£ B R)44 £ 647 XL 8 . kA8 7] B9 7T 20 3558 EP 0193256
Al #FA&H) 2 TGRS, RBAL LRI G KL%, REBLKEL
EE, THRETNEALA TR ACTOS™ 45 £ ¢4 X%, AT
AR US4, 287, 200 &9 k&4) 13 694848 BT84,

455 B K69 PPARYEZ A & N-Q- K PB4 X L)-L-B B £ 4y,
$l 4= GI-262570 F= JTT501.

AL F TR RiE “RE PPARY/PPARE FH]” ZI5F i £ PPARy
Fe PPAR# S| 691044, ik t9RE PPARY/PPAR# 3 ) £ o-[(EA,
ook B ) KA SR BB R L £, #5] REE T WO 99/08501
#4454 DRF-554158 #= Fukui i2# T Diabetes, 2000, 49(5), 759-767
#1684 NC2100.
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LYS"-GLP-1(7-37)#= £. £ & GLP-1(7-37)OH. VAL®-GLP-1(7-37). GLY®-
GLP-1(7-37). THR®*-GLP-1(7-37). MET3-GLP-1(7-37)%= 4-vk= & Bt X
-GLP-1. 43|k Greig ¥ Ait# T Diabetologia 1999, 42, 45-50 ¥
& GLP #3)%) X144 exendin-4.

AL FRTRABRIE “Bapokedak X AR RA” £48 WO 00/78726 vA
A Wang %, J. Pharmacol. Exp. Ther. 1996; 278; 82-89 ¥ Ffit. & #91ta
#1, Bl PMS 812.

TR K LBRATA B RE X IX 9B R LT A%

RS, RS, /‘OK/QW
(IX)
N

& ORS,

.
RS R AR EM C1-C;3 A LA IR A4 C-Co TRABE
X
R, Z&. H%. FARNFTAL;
R R & Ci-CrREARABRKYRMEE. FARTFEARKGEL;
RO, R 20 A A TBLA K A BLA AR M KA FELIKE C-Cy ik
WRFE, BEAFE FHE. BN 34F2E2%F sANEES B
RTFAREEAEE, AP RAEGRENRSZRRR R ELRK,
BN IX AW RBABFARLTHEA L,
TSR D-EARBITERKE X, X ESHRELTHA LR Tk
FEARSHHR A SR IE A 6 BT 4k

o CO,Ry,

)LNJ\/P'* X)

£+ PhATEE,
Ry, % €J £ C:-Cs }Ieﬁg\ Ce-Cr2 %)j’-‘.\\ Ce-Cia %)E%f&\
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R SR TN RSN R R TR 0 A BT 3% 4B
¥, R A AR EAH a2 AR o- 2 A8, #4352 USS,
866, 563 # KM T AT AT AR (H LB T ARSI A A E)R LT
.

TR (= F BB S 8L 2 69 ) 8- R AATK O 4089, B8 8 Emil A.
Werner #= James Bell 27 F (%4 &) (J. Chem. Soc.) 121, 1922,
1790-1794. F #28A~T vA L A #]3n # #7 GLUCOPHAGE™ 45 ¢4 X 2 % .

W Sy 2 BEAR N R B AT AR B- I b M By F b ey 3B 2
EEA. MRS ATEMN Q)T s F bk SARRANLL). &
BLAMRATEY . MRS ERE . H5 R o F £ K-1(GLP-1) &
GLP-1 #3hH . Bafeskrdak @ R RA s Bk B TR F], Hldodt
HE PR 52 6 R LERAT AL 4 A SR A 6 D-E A RBAT 4 A T. Page S ACE
EHEFREY (Br. J. Pharmacol.) 1997, 122, 1464-1468 ¥ Fric. & 4
BTS 67582.

BRBASRAT L RO Joie 5| e, 5 RN, 5] KBk, BEE: 0.
FRAM HF7)BMk. FERTHR. L300k, &5wE. S8THR. &
FEH . B3| THh. FRTRRFHRIRTI,; HkieF) LU RABF] F it
FRAT . #F) A M. #F|FH. BRI B, H5) R Fis
5 XMk 57T vA S A B 4F RASTINON HOECHST™, AZUGLUCON™.,
DIAMICRON™. GLUBORID™. GLURENORM™. PRO-DIABAN™
F= AMARYL™ 45 £ 647 X825,

GLP-1  —# R HEEG, Lie# F4/3 WESchmidt £, (B &
#ZF) (Diabetologia) 28, 1985, 704-707 #= US 5, 705, 483. A%
iR 6 K& “GLP-1 #3h#]” 48 GLP-1(7-36)NH, # T4k Ff=£ildy, 3
F4R T US S, 120, 712, US S, 118, 666. US 5, 512, 549. WO 91/11457
#= C. Orskov %, J. Biol. Chem. 264 (1989) 12826. Ki& “GLP-1 #3h#]”
QAW B I GLP-1(7-37), EiEHAH T, Arg 5% Kb Btbsh it
A4 GLP-1(7-36)NH, & F % 37 4ith Gly K%, H T KAkl btz
GLN’-GLP-1(7-37)» D-GLN’-GLP-1(7-37). ZBt& LYS’-GLP-1(7-37).
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\‘ onﬁéo
-CH,CO;Ry;. -CH(CH3)-OCO-Ry; ﬁw-CHz'-oco-C(CHgs;

Ry, 8 Co-Cro FH. £FE. FRARFHA, FAXEARAYTUAY
H—ANREANABARE;

Rysi& B 8 C-Cs 5ok, £ 2 4 Ry, #= Ry; H R &8, 0 Ry, FEBRA,
A ARBARAGEE R AL,

3R Ry, R F™HRFE, Ry, it ok, wbog A X 2-Kifeknh & .

BRI D-EXARBITEDRASI AL THAH.

AT B(N-[(R-4-F REAFR T H)-FKA-D-XAHEKE, EP 196222 #=
EP 526171)Fe5485 £((S)-2- T B HA4-(2-[[3-F A-1-2-(1-%HE) X LT
AIRE]-2-BARTK X T B, EP 0147850 A2, #7312 61 B L& 44 11,
F= EP 0207331 Al) Atk LAbATT T 8RB 69465 W P73
AR XIKT , R RACEDBRAERFERGIGRLEDT, REAETHEY
ER. BB IR ABARA TR T AR b A i e A AT A,
AP FTR 6 KRBT AL Q364 B TR (S BA), 44 EP 0526171 Bl
HK US 5, 488, 510 F AT4- A AT 64 ARk, X sk 409 THMEN AR T HH A
BE . HAARFNEZR S E 10 W EHMURET B- AL TR ehH 5 kA,
ALAR LA B-X H-A, 24k H-A ., #85ATULAF B 47
NovoNorm™ 444 647 X%, A7 ATIALA #)4=H4 STARLIX™
HENH AL,

o-H] 48 H B4 R B T A3 4] B o- B 4B B 6 25 32 S E AL A,
BT AR R ARROIC 89 BLABR AL AR AR TR 64 248 . PRk 1L o
BT AR FERE. N1, 3-=8K2-A5)H REEB(RET| S8 % 1-5L
SRR RIMTADRET B, FMFERBER 4", 6"-ZBE-4"-[(15)-(1, 4
6/5)4, 5, 6-ZHAI-LRTE2RTHEARA)EFF =48, FFege
MBETREN 04, 6-=BLE-4-{[1S, 4R, 5S, 6S]-4, 5, 6-ZLR3(&
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AT R)-2-MTH-1-K |- B J-o-D-vtt % ] 248 £ -(154)-0-a-D-h H 3
PEE-(1>4)-D-rd #] A 4E. FTFEMEUS 4, 062, 950 7= EP 0226121)454%
M3 Fo LRI N T TH T AT A BT, B3 RIS DA ELF L
HOIHRAETHF, REFHGIH. BHHFABRAERYIALRD
WA X EFIAF L. RBAARELZGEE, TR FRBEAL
A B4 GLUCOBAY™ # 2 ¢ H XL, A#FNBTUALA T4
DIASTABOL 50™ 45 £ t4% X2 2.

o- VBB I ikt B FT-FRAE . RABT] Ak AT BE,

B GLP-1 Z5heg “HHZIEH” 6496)F @362 T{URF J. Clin.
Endocrinol. Metab. 2000, 85 (3), 1043-1048 AT AFFe4A L, 52
CCK-8, AR (i) (Diabetes Care) 1998; 21; 897-893 # ./
Freg AR . KA R A K, 40 Pramlintide. Bi4hiE 8 F 64
0. G. Kolterman %, Diabetologia 39, 1996, 492-499,

“op- B ERRE SER A #96)F GL3(2 RAXFRF Diabetes, 36, 1987,
216-220 F o 69 KA 5k,

FQIELFTT| A 4G+ )k b BT TF 6948 5L 69 AR T AR A B AR B 64
S, Hlled R,

BEAZ A —ANEFHRiL G ERTE T, DPP-IV I 41 Hik A (S)-1-[(3-
72 E-1-2 RIS RR) TBEE-2- RA-rbeg b A (S)-1-{2-[S-Fuk b 2- K |
A THR-RATHBE2- AR, FIrgBRABILAS Wik § B
FlA&. mikF| . Fiaol. FTRIF. Wk i, SBRFE. S5 RS,
eI EW . I AN, BERRTK. BB ANk, %55k, PERBETHR. 2
BN BogR. BT M. #5580, #%7] Tk KT, K
Tk #7] LA T 45 BT R AH T A &,

RiE BB RABEOMRE EL TG b 3 AT iR 69 BT XA B 1k
AL PR R A RERL . I, RiF “FB” TREOLTHELFHH
45 A RS K AT I B T Mk 36 PR B AT X,.

AXFHRANHRE L LR RIBARLTFHELFHRE. H3)
REAAROE AN LEEZEE TS B REGT R XN ELL
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HATRGBEAT X, FlioBe el F KM,

PTPases #7415 . GSK-3 #7417, 1 4-FAELA4. GFAT ¥4
7+ G6Pase ##H| . FHotd & XIRERA . PEPCK #4]#]. F-1, 6-BPase
#HEF . GP #41H). RXR #3h#. B-3 AR #5#]. PDHK #4|#]. T3
ZHE F A UCP #BhH 6441 M 696 FAF F AL EZWRZE T3 A
M F R AP iFE,

ARG . BR L R B AL 5T E MR 4 4 T A ERR 647 4
& “The Merck Index” K% & 4= Patents International (%)%= IMS
World Publications)/F2]. HABE A B IIARIMEARE, KRB AR
ARZETUARZEMRRS, HRBZERE LRA ARG R
R, QFRINFIRA, RXGHGER EFRH,

ReRA NS HTURTHAENGH XL, wRXELSHEE
Bldw 2 —ABHEF &, WEMNTAY RBMRLE., ETAHRE 64
BIEFH — AT SRR G B R . A B A H (Hl4 COOH)HAL
SHETRAE R BE. Flde, BAEAGLSHTAAMNE, Lk,
—EBB O XAELE, FHRSRILTH A LE TR B X 12 A
KA LERAGELEEA.

TR EY), Rikik BB FRETASFRZATH, #lEd
B4 A B BEBE By (PTPases) ¥ H| A . dE s o FARFbA 4 Fo 5 R BLBE- R 4% -6-
BB BB A B (GFAT) 417 . HrA kAT H 848 = 4 691kt 4
%o %] 2] B-6-BERBH(G6Pase) W HI A . -1, 6 - —BEBRBE(F-1, 6-BPase)
A BB RBABAERE(GP) TR A . Bt S AR RA BB B 5 B
BB B (PEPCK) A7 41 7] . 79 BRI B AL £UB5 4L B5 (PDHK) 37 41 F) . M &y £ 4
BERBN. BB EAHA . o BT HA. FTHTHHA. %
By & Aoy-B LM E R A S X S AT 3 A 3, A TP EARA A
V&R s A

SR HBGRTHR LT X DPP-IV 4| | fn £V —F+ B sM g AL
A RSB Aok G E Y —F. B, —F RS, @i T H A
BRI, 2SR RA GBS LR “REWHE” |, TAHK
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TR RGBT ALY X4 DPP-IV 34l Fa £V —F B shg A
R A BRABLaT M) B IR T AT AR A AR A RR YA RS
A6 B RGBT XBATL S, BPARE 60 ELHA R LS, B
s, HEFHERSTURIRLE, RAERE NG 4888, Lkl
HAEHE T 4B ERF K0T E S A E X AR 48t E e 5. #ik
SRS 1) B RR AT 8, At &30 0 BRAE A 6E B AR 04 5T B R R )
FAERTFRBIER AT TR FTE AR R, Rk F 2V —FA B
R, Bl B RG R G THA LN X DPP-IV W4l K fe 2 ) —H 5
S RE AR T WA B R . M AR, RO WEIR. A—
HREBDG A BAN BT FABRSKLTHE, ABALLRDE4A,
Bl fe it B 64 X T 8 R 8 X #4 DPP-IV W4 H F= £ —F+ B 44 K 4 BR
B ERSBLxt 8 £ A K T AR m b .

W DPP-IV /-8R . 45| RABSRAR . TR OBERE R IGT M
REBFH., EXEHALT, EARAKANSIGEHTUARSMEA. 12
2, PGAEA AR R F XARe AR IRALAE A 49 35 M 9 4EATBA AT X, fa
w, FRGCRESZELAA BBRGBAH X,

REANFTHRRB L AL DPP-IV #H4|# e £ 1) —F+ 5 shed
AERRBREBA B RACT A FZ AR B0, B ZBEGEHFRE, RA
BT E N TREETHFRGFIIBL, Al ABHRIERT RS,
G 9T AT K BT AR T ekl A K 6 B Fo Bk 6 A B
R, BlholkE o3k ),

F — A~ 3840 R VAR R BARN 4 B AR BR BRAME R 69 K-35 M 64 ) B 0h
-AKF B0 T E 69 B R E N AR R ELTIAE Y, RETAL
ARSI R e K%, XEMERNEXGALFERE 54,

FTVAB AT A R IRIARA | 4R AR P B iR 4G AR e X AR A E 5
DPP-IV #7&| 3. 457 & (S)-1-{2-[(5- R Az 2- R)E A | AR A &
332 B AR (DPPT28) K (S)-1-[ (- A-1-2 R B £ A | LB £ 2-5
At B (LAF23T) A £ 1 —#F 5 S 6 KK 9 64 RO Best M 6 B AT X, T
A ER BT RETT & DPP-IV A 4975, B ZBER. LLEL 2
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bR, TR E M IGT.

FRABRABARAAR T LB AEFE T O HHREBEAIERAEEL
PUAATXFHBEFERERA BBR, HEFEFETREIS A
BT AR RIS R R T P #3489 16 RAFTTRIE 5.

Ao g4 4 69 ) RAR R X

4 ICR-CDI & (t, 5 AKX, BRE: 4 200)E2 18 I, REA
iRt H., BALAHKRABAUABRELEBRGETHERSEEE 05%
CMC-0.14M RAL4E 5k (pH 7.4)F . B PTIFER A BHR AR E G K
Bt f o Res, 23R RE, REAA TRl b 8T 45
B,

EEA BB RET LG 2 RBRAGANRTHERRT .
MEALE -FATLEAR R

BAFRAESE T TR BRAFI R R B ha 4 m e HhR/EA. s DPP-IV
MFegFAE. AR 2 ABRROABHRTUAELERTEFRGERK
B ARARBEARA R Cdo e 5T R 6 BT KR

AR A FE T rudi A ) R K 9 49 BBt 4 84 38 5T 5= DPP-IV
FHE |+ S X — 2 g i a6 HOR.

TR G B EA AL 2 BB R LR SRR RAL A B
# o 4EF (HbAc<6.8%)HAMK. EIZAR T, /£ 24 BERZRA DPP-IV
BT k. AR AR R BB Hh 69 5T AR DPP-IV+—FF R K
B 8 BBt 4 O BR AT iR T B e de il B A R, * B AE R SR,
iR A RE %8 5657 AR 49402, b sl RAB R AL T4 A
8 A B BKARAR. HbA 2% — 87045 B ds $] 69 B T3 W Hr EAFAD.
Goldstein % , ¥& k7% & # 49 288 R 2 ; Diabetes Care 1995, 18 (6), 896-909),
HFEREFRTIZHAETESRAK. T haZaeEintEdsy
MmO S B HEIER T, Bk HbA  RET AW IMAHES
o H BRI AE
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AFHE 24 B G XA, AT FRAAREINO LKL EA
4 /85 DPP-1V 34| 3| 4= DPP728 #2 LAF237 LB 4 2R F AR L5 —FF &,
3 AKX A BRA BT 4 BB B (F ITHK). i, REAa-HE
FEEFHIH FF BB HATHR, RS rRRGgeR/MNESZ I W
BASFER. FEAPREGFE—0—RAH, wREAFBRAGETHK
FTE D FAR T ST, Rk BB A REYSZBHNAES I HEA
EFE. FAFREMBL N, Rk A FlE R R R IR — R 45 5
HATHR, KipteE waE 7| BB ey R RA AR | MRASTFE—RLH,
Jo ik TSR ) D-K A REAT A WA T B ATARR,, ik m B
ZRMNAER IHERGTE. FRAPRENLE. pREA FTRALTHRE,
AR A IE BE 4G RN A FEFRENLH.

REBZBA TR AN EBREA 1 57347 24 BB AR
(F 11 B ), L¥ix# DPP728 464 DPP-IV 4%, Hiea4FBK
AR WA T R, FBRRGETBRITESIRAI A, o-HBEF
B4 4l A FTF B8 . B R D-R R RABATE WA AEF) 40K F 4390 49
—Ft 2 M4k S BLA-Be st

A& A MBS X 6T

% 1: DPP728 + 45| AR

DPP728 50mg” + w455 8RS &H ™
#3589 600mg”~ + DPP728 & A
DPP728 50mg” + #4%5 & 600mg™
DPP728 ZASH|" + #4453 RS AH "
ERE. FRAAREATL

T HR K IR ARN Y

% 2: DPP728+3%#65] A&

DPP728 50mg” + 45| &g A"
#4554 1mg" + DPP728 S A&EH]
DPP728 50mg” + #H#&5|4A 1mg’
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| DPP728 SAH + AR5 B2 AH
CETE. FRARENLH

%&.3: DPP728 + FI-FidltE

DPP728 50mg’ + FF ik iH™

BT 4 50mg”™ + DPP728 A& #]"
DPP728 50mg” + F[-F #%4% 50mg™
DPP728 & /#" + MFikAE &R~
CEFER. FEAPREWLH

T B -0 FRARRE—RADH

% 4: DPP728 + AR5 &
AR#5] & 120mg” + DPP728 /&4 H|"
DPP728 50mg’ + AR4&F) 2 /A)
A7) 5 120mg” + DPP728 50mg”
AR 45 255 REA)" + DPP728 S H)

CERER. FRARENLH

%.5: DPP728+ Fi%%A
¥ 3290 500mg” + DPP728 &AL A|"
DPP728 50mg” + F 458 S &EH
T 325 500mg” + DPP728 50mg”
W35 80 SR H) + DPP728 A
T ETE. *’F%ﬁvﬂiﬁf‘r £

T EFEARLNL

DPP728 K #4AH 50mg AHH EEEH AR . AT ERHEH
120mg LA X ER G ZAH . B8 200mg h Al BN E lmg kA
Al ETFRAE SOmg A #1 A= T390 500mg A A 7T vA 1 £ 3] 5 A 913 AT
Q.37 VA A8 B 64 SR A ik o Ag IR A,

KRB ZIRZ DR AANEHTHEBRE | w7 24 ARG RAEE
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I BrE)., AT AMMSBLY 170 £ 558, Qe &S XE iFis 8
R, SOFRFEEME RN 28 A, TIABRB AR it 5 ik 4752
97

ZREZRFERMAREGTHERTFEAREZRAMLEHRALA T
. FROREGAGARAKET ARG THEEZRENSFERT A
BIRAFEHAT, BB IHE, S8 2 A6 AT, A8 1Y,
VA 4 £ 8 Beyia Rt AT4R Y. BRI, 2REERE Y 74N,
TR R T R1 E 3746 8 A S 2 7:00AM F= 10:00AM X 19 IR, FrA &
L6 3%) 2 BB R AR 3K € 4n 84 5 i%#-4% Good Laboratory Practice /& R #4T,

HbA . i# i & # & A8 &#HPLC) A 4 -F X #& % £ Bio-Rad Diamat 2
M LERAT, WRARI OO FHAER R LU EOREE, HAHE
(back-up ) FHaFik.

T 2R E G LECRLUR ZE0EFPG). THEKEY. HDL (%
B R %& &)-F= LDL (K% AR & G)-i2 B Bife b = B4R &. FPG TH
THE AR 2, Rk = B< 400mg/dL (4.5mmol/1), LDL-f2BE &+
J Friedewald 22Xt X

T AST ER B R 6 AT RBBATH R, AR A 323 04 AR5k
FARENEQGFE, AdBREFTIE T AT EFBERXRARY 4%
AXTEBEAUSAEGLER. flde, TULEZBARETOATRNZ
KA ARG o f B &4 2 B ARH BAGE AR R 430 7T A R 2 g E
F febE(HbA<6.8%) 8 /ME. EHBRBR A I LT AR LT KA
7 6 AR R IE I 3 E AR R ) S S B A ik 0 AR R T A
B A Bl BEAE T 70 £ 150 A, #5012 100 X 120 A; &4 1
PR ME T B 89) T ABRMIR, vAHEAT 44 DPP-1V # 4 F f 2 —FF 5
1 & A A S BR A Bost 4 6 AT XAn e 44 B) DPP-IV 494 | o re 4 A7
Ry ERAMFFRE TR BT AR E, BF, TeAE K. 4548 R M
Wiz 69 F 4 T AR K 26408 10, 12 R 14 BA—K; HEHHAAE. 4]
Yo B T R E F VP 6 R AR 0 F A 7:00AM £ 10:00AM 2 8] IR 643042
TAKE; HbA, TABEEEFHMNZ;, RETARB—AREANMEL
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AL PGB AW TAER RS Coetdr X4l &, FELETEHL
HP(R T, CEAZITHEL Bl RXAHLH)FF Mibe
%, EAHERARTHHEFERNSHRLE —FT RS AT 2 A HBAR.
A RE TR T st B Bk RES.

B BE RN ESH B 10%E 4 100%. Fld= 80%K 90%. ik
20%Z4 60% M EMRRL. B TFHER T M58 R LA S5 H 24
5 H BH XN B HF N, leBaRgFER. AR, BREXER, &L
B, BHFARY CeetdF X4l &, FlleB i FRGRE, HA.
BHOR, BRISETFRNGF R, B, 0BREAQEHFIFTAE TR
FHBRS L BABARE, TR, FHRIGRSDHE, RE, WRE
£, MAZETGEEN, REKTRSHXBLI LEA H RE QK
K8 R SHIAE.

i eHE, EH@O)Fi)T AR —ANBES 8B4 H] FH X KA AA
AR ELEFEFH X R, AR HFL T, ERLAY—RiLH
RHFEY, AN EHXZEARHKAHBX., EEARZHEKESTBIT, 4
(D Fe(ii) A A1 ERE B X G oA 69 5 H R/ G2 RE T,

AERAY S —F @ RAH DPP-IV 5 A A2y —# 5 s g KK 9
WA HFABEGH XL THARYGH )G EhB SN EHE
A TR RAE ST DPP-IV A mIE. 457 BERA. LR 2 BERA.
F L dE R F A IGT S5\ F b ey AR,

AERBRET X BB 6976 57 A BT vA B B - 2 SORAEFTUAF 1R
KD, THXERSONALHIAEZHBEABILY, Hldo, KLHA
BERFETALEABRSSTARE. AAHEAFRE. FltETA
o B iR 64 L) 644 B 3 B i RO AR A B ()5 & LT 2
B 3 X & DPP-1V 3% Fl Ae(ii) £V —FF 5 sH 8 KL A B A-Bext 4y .

AR GTERRSBRETH AL L TAUAKS DB RER, ECLS
s ATR Y e R,

sesh, RiBA BT QA 7T oA ERA S RILE M G TbE R4 4
RAEATRNE R A B e aT 8, Hob i BB, KA QIEHTA X LR X
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EBR AT EEZR R G R, 4o FPG RETHEIERE TAH st &
Aty Z L),

TAEARL AT EIF L CAERNZLECLAHK. EYLERE
VA L3 AR A R 2] 4o vh T AT 5] R34 B SALFFT A R R Z AP
Fl &R, RZ hmidtb bt E g, ol dgiti. am
it Ee9AE 3G mieiticEamit. FREmiL. Kemie., L4
mpe. Eoeidvhbmefdaivhaan), REaka. slsts
B . 7 EBL B 5 A5 B (. 7 - RBR 9 BRI B4 B . R A RBR B 8 75 Bl (.
FHRBEB LRI A AR PHAE. HBRAL. 45. A5 T.
B UUBR BEBR W BR (CPK). WUBLBERL S BE AL- A3 31 544 Bl hBE (R CPK # 5
#35). HEResrE. PBLET. -5 RBLEBEE. ILEBLEEE. 47. &, &
feir k., EERAFRE; MR REFRTHRELZE. HHE. R, pH. &
A E; RMAAE. fE(KERATREYE, KL 3 S8R
FHGELA 3 04 E).

RRLEREA, REPHKEHXTA THREEFMiL4 ST DPP-IV A~
FegAE. AR 2 BBERA. REVHRKRAH LT A TR folie s
77 & DPP-IV it 85 e &R,

o, E—RARARIFHAAFHBRET T, AL RS I ATILE
2| 64 8145 A B AR A 1 A BATH X T B4R,

Rk IEFLAE A B F B XL T 2 A 7 X4 DPP-IV # 4| Al f=
F —FF 7 5 64 S iE MAL S B i ROAME TR A ARA LS T . SRR
VA B G BATY Xt 4744 85,

B DPP-1V -0 74 A % 8 MR 2 dE R . MEeF R,
RBMBEEF &, FARE, X9 L. RERTRER.

Fe R KL & DPP-IV -89 2 2 BB R A,

ALAHBHI—RR{E—FHHUsM, ZHDBEEGHWEFT
DPP-IV A S804 . #RBRZB. L2 2 BBERZ, THLBERE
A2 IGT BR4E-76 57 B E 44 DPP-IV ##\ A ()R T & A (i) £V —H 5
St 6 ALK BR GG IR A BT e £ — A 5T 25 F AR,
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XL E, KiE “035” b EARM RIS,

o RBREW XA AT A, WRESTREF|BHEEY. AR %Y
BEAWTABL T H T, EFE0HE AKGALETHEAY KR
#, WRAETR, RELFHETLELR, Pl NitF, 840946
i BB T A B AT R S a2 d e, RH, —FHREHRSE
LRI —FOTUERNBETREBRERN. Plda, FiA I —35-FAH (#)
o =B ALEE). BTA S —3R - 7B F] (Bl de AR AR B4R ) Fa/ R FTH R —30 9 #R
FI(BlIe XBEBE FEAA R EIE—RE)TUAEHBEE A, RERXLH
8 —ATF @, B IRAERE B AR A — BAL B Z I Y PTH BR Ae A S AL
ARG A, £FiHHEAY. HARBHESWGITETUALERR
FRAHRSIT, RLATAGRIE “DR” R I8 BAFEREBFH LB
KGR %, BAEFZEAY. HARBHELYN, A4E SR
FBReAe/ A FHBEF RN F6ER TR TARRITHA, EREH
B — AL AT EY, A BHERH AL ZTNGRES A,

ALALETEHLOR, AEARAGEFTARENHERTHAL
7 X&) DPP-IV # 5 H fe 20 —F 5 SMG R K A e BEA st s, AR
A T%9T DPP-IV A6 R, 7 —BRA. LLR 2 ABRAE. FH
4% 7 F Ao IGT $45L0A 4,

RERAN B —F BFRIET G DPP-IV NS 5E. 452 2 BB R
T Tk, B EOEOE RGBS MR BRALTAREY
B8 X T H R &K X&) DPP-IV 3417 f= £ 1) —# 5 sh 4 KL 90 o B A e
sy, RRAEZET T ET, BERRSE MR B Z AW X F i
BAEFTAFARKR LT, EFRF R — MR & LT LY, WBBELE
THAKFGHBXTHR LY X KRS IV 55 A5 ) —FF 5 st
649 R K A 6 BRAA-BR At d vABE A4 A 64 T X 3R 43k .

o, REALREET B ERIKA TR E 5%, EF
HEOER G ERIET QRO HHEBRAEH ARG HER TS AR
7 K& DPP-IV #7 %] | fo £ ) —Fb 5 51 64 KK 9 69 B A Bext 4,

shdh, RE AL RKRERIGWIRR 695 %, E 7k a0Ied rdg
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st A, HAREARMER. #5722 WBRAGATRLE
YB3 3B HBENRBRE L L CHH P AR TR RN EHR
g A R ER A XA HESY, RETAMEANZTLELEAA L5
BLGERERE. KX T A#EGITAREST XETRH TFEZHKEE
MATEATEZYRBARBGREGE—FHm, b, KLAEFRAL
TR AR TREHILS . HARARRRGBREH X, ARFTEEE
AHXA FREHNLGY. HARALKRGAR, AELTELLAE KM
A AR 2 BBRRGAEREZ—, FARRLETERATEK#E
. AAR 2 RUBRARNLER, Ik, Li—R T RABRAG ST LT
RATHHE ., Bk, EFRBMAER. HHAR 2 ABRAGARTLEE
HELFGEM, Fk, TRAEEARBER. B2 2 ABRFBYAT
FAREFRBANKRERE. AL P AHHR GRS XETA FRERA
AEA 2 BBRAGALELFTRAGTIER RS, B FLEGER
AR E &Gt —F Hm,

Fif R A &) DPP-IV 3 HIF fo 2 1) —Fb 5 S 6§ AL OA 09 B A Best s s B
B XGFN T TCEARETAABIEARAAR BB E, iR hshhest
X, REFR. AT AREGERFTRELE. 28 FXPHRANHE
WK, ERAIBE, hikdE DPP-IV W4 H LV —FF B sMy KL
RS BAT RN A1 £ 4 K85 H,

DPP728 & LAF237 A ATHA R L ) —F 5 sh AR L oA ey B4 B
SHHEORNZTHETHTUAEARNER AL, L ERRETFHEHTHY
BhFHHGETE,

BERLPH—AMLEGEAT R, TUHEATEZLE DPP728
A& LAF237 R ET & A & Ao —Fr 38 69 5 S G KL A M BR A BTl F A
WEIEA:

A6
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PTPases 3 %) 7| 200: 1A=1: 50 /8], 4£i% 100: 1 F=1: 25 Z g
GSK-3 ¥ #1| # 200: 1#=1: 50 Z I8, ik 100: 1 F=1: 25 Z |4
G6Pase 7 4| 7 200: 1#=1: 50 XJ8], 4R3% 100: 1 F=1: 25 Z |4
PEPCK #7 4| #) 200: 1F=1: 50 /8, 4Ki% 100: 1 F=1: 25 X |4
F1, 6Bpase ##|# [200: 1F=1: 50 Z I8, ik 100: 1 4= 1: 25 X9
GP Fr 4|3 200: 1A=1: 50208, 4Ri% 100: 1 F=1: 25 Z [q]
RXR # 3 A 200: 1A= 1: 50 Z /9], 4% 100: 1= 1; 25 X [d
B-3 AR ¥ 3 #) 200: 14=1: 50 208, 4£i% 100: 1 4= 1: 25 X/
UCP ¥ 357 200: 1A=1: 5018, 4% 100: 1F=1: 25 X4

ERLRH ER G FTHFTEF, TA%A T EFE DPP728 &
LAF237 AT 8 A B Ao—F 382 69 5 969 KK A Y BLA-Best vl = 24 &
R EI4E A
A7
FH G B EFE M | DPP728 & LAF237/5 M 64 3 32 5 M AL A-%
a4

A5 4 200: 1A= 1: 48 X8, 4kt 12: 14 1: 5219,
Flde 1 1

FT i Ve 20: 1= 1: 24 20, Kk 2: 1A 1: 22X, 4
f1: 1

h 457 BF 1: 142 1: 10X, £k 1: 2F1: 69, e
1: 4

¥ % B 4: 1 A2 1: 60 278, £k 1: 1A 1: 10 219, 4
w1 6

T 5| & 100: 1f=15: 1 X0, ik 60: 14=20: 1 X7,
%4 50: 1

PTPases 37 4% # 200: 14=1: 50X 0H, 4£i% 100: 1#=1: 25 Z]4)

GSK-3 7415 200: 1A=1: S0 X[, 4% 100: 14 1: 25 Z |4

 G6Pase #7 4|7 200: 1A= 1: 50 Z R, 4£i%& 100: 1 4= 1: 25 X7
PEPCK 34 | 200: 1A= 1: 50 X0, 4% 100: 1H=1: 2529
F1, 6Bpase # 4|5 200: 1A= 1: 50 ZH), 4£ik 100; 1 F=1: 25 29
GP # 45 200: 14=1: 50X/, 0% 100: 1F=1: 25 X9
RXR ¥ 7 200: 1A= 1: S0XE], 48i% 100: 1f=1: 25 X9
B-3 AR # ) 7] 200: 14 1: 50 X, ik 100: 1A= 1: 2527 |
UCP 3 # 200: 14=1: 50X, 4% 100: 1F=1: 25 X9

35



01803953. 7

w8 B ZE31/341

WwRBDHHYRIKELH T0kg YA, 2V —FHIMG 4B FEHA

W F ERE T

%8

HEFEBNESY ik 64 F| & LR EE A

T -F & 4 % 50 £ 600mg/X | % 150 £ 300mg/ X

AD-5075 #5 0.1 £ 2500mg/X | %1 £ 1000mg/ X

AY-31637 % 0.5 £ 200mg/kg | 2.5 £ 100mg/kg % &4k
EHRER /R

A5 B #5 0.25 £ 200mg/kg | 4 0.5 £ 50mg/kg &%
BAKRE/IR HE/R

X 45| B % 0.05 £ S0mg/kg | £ 0.05 £ Smg/kg &#
BHREIR HwE/R

DN-108 % 0.25 £ 200mg/kg | 4 5 £ 100mg/kg &%
BHEREIR HE/R

DPP728 %25 £ 1000mg/X | % 150 £ 300mg/ &

&A% 5 B £ 0.05 £ 50mg/kg | £ 0.05 £ Smg/kg &4
EEHRE/IR HRE/R

#&-7) A Pk #0.1 £25mg/RX |4 1.75 £ 10.5mg/ X

#5831 3B Bk %5 £ 150mg/ R # 12,5 £ 75Smg/ R

¥ 5| Fri % 20 £ 480mg/ X | % 80 £ 240mg/ %

#-5 £ Bk #4025 £ 12mg/ R |41 E6mgk

#5!| "-BF 45 % 250mg/RX | #4430 £ 120mg/ X

isd&si %405 £ 25mg/ X |42 % 16mgk

B iR ik By 8 & % GLP-1| 9 20 £49 100pg/ X

KRP297 # 0.1 £ 2500mg/X | £ 1 £ 1000mg/ X

MCC555 # 0.1 £2000mg/X | 4 0.5 £ 100mg/ X

Lk L) #5250 £ 1500mg/X | & 500 £ 1250, #ldw

1000mg/ X

AA 7| B # 50 £ 500mg/R | £ 100 £ 300mg/ X

R A5 £ # 5 % 1200mg/X | %25 % 800mg/ kK

"t #%-31| BF £ 0.1 £ 1000mg/X | %10 £ 150, #4= 15.

30. 45 & 90mg/ X
A& B #5052 16mg X |41 £ 8mg/ X
T #5388 £ 0.1 £500mg/X | %41 %20, #ld1. 2.

4 3, 8mg/ R
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V BBEIF G REHRE, RERENMRSHEFHBRAF . HRERK
B ALSKFFERHNAZOREERAR,
x&p) 2: AR5 485 A No.l

BAEA E:

AR5 £ 120 mg
e — KW 283 mg
W EE 142 mg
R 24 mg
RBEBTFTRLREH 24 mg
e SRR

ARG B4k 7 mg
mreika 20 mg
] 3. AT 64 Z464H No.2
BALA &

A&7 & 120 mg
Ui —KEH 283 mg
GO ¥y 142 mg
KRR 24 mg
REBRFTRLARES 24 mg
LI

REBFRALEN 12.8 mg
A I8 B4k 11.4 mg
ReEAE 18.0 mg
MRA& =it 12.8 mg

kH#H| 4: AT FEGH A
R THEHE 108, 000 K&K 44 120mg FRAEF| 264 5 A
4 AR AR5 & 12.960 kg
$L¥E, NF 30.564 kg
e EE, NF 15.336 kg
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T-174 £ 0.1 £2500mg/X | %91 £ 1000mg/ X

¥R T Bk # 250 £ 3000mg/X | £ 1000 £ 2000mg/ X

i 45| BF £ 0.1 £2000mg/X | % 50 £ 1000, #ldw
100. 200. 400. 600
2, 800mg/ X

5-[3-(4- | A X D-2- A &[4 0.1 £2500mg/X | %41 £ 1000mg/ X
HK]-5-FEARBK)-Eod
2, 4-=BA

5-[3-(4- R A K ))-2- B k| £ 0.1 £2500mg/R | 41 £ 1000mg/ R
A|-5-@-R-EERBA)
el k-2, 4-—8F

R I8 N-(N-BRAHHR| 4 0.1 £ 250mg/kg | % 1 £ 100mg/kg &4

Be A )-2- R A vkeE b EHHREIR HE/R
VAT ARSI EFIBLBA L LR LA, 122, CMHFRUETH X R
AL ATEE.

L5 1: TR A6 R F)
BB FHAEH S 108, 000 A& 1 4H 120mg ARi&F| L84 K #l:

28 R%: AR5 A 12.960 kg
$L¥E, NF 30.564 kg
PERT B E, NF 15.336 kg
FR4m, USP 2.592 kg
TBERFEALGHEM, NF 3974 kg
BRA—S4HE, NF 1.382 kg
R RRBR4L, NF 1.231 kg
ek BKResX (opadry) & 1.944 kg
84K, USP* ¥F

. i ritfEbmk

HlE 7k KBREGFEE. REM. — R NPELTALLEH. T
AF B A G T RAVT RAE, RERLSKEE, HBHFELRL
ATREFTFHRRAGERF., BREGUAFRFRGIBELTEA R LW
e, LHREETROTEE VABESI T RE, BERBETH, &5
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BME, USP 2.592 kg
REBTRLLEM, NF 3974 kg
BRA—f4EE, NF 1.382 kg
B RE 848, NF 1.231 kg
ek ReRF 1.944 kg
$h3K, USP* g

* A ritfEdRE

Bl &Fik WRIELEE. RER. —HOXBERTEALL LM, 5
Aol Collette Gral FlEAUT FIAFAmALLSEK, &IB 6B RAL
ATFRETFRASERH. ¥REA-SIAERHFHIBRETALETH
wh, ARRELSTRATEE VRSB P RS, BEIRMELRF, 5
V BFbit e RS, RERENARSHEMRAF . FRERFK
BFESSRKFHERANAZOREEROR, AFENAHIEHRFTE
ERBRE RN A IBER T AL ERAETRE A F A4
B, RE—RLH; REAEMZF G/ TREZRE.
L] S AT HeGBHWALSHA20mg)

A7) 120 mg
LI — Ko 283 mg
WL H BT 142 mg
R4 R 24 mg

RBERTFRAEEN 36.8 mg
ARG B4R 11.4 mg
BReRE 18.0 mg
IR R 12.8 mg

AXFARIGIASE LK, QFLAR. 74 EP & FHfo g
B oL FIANRAIMEA LA,
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