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. The invention relates to a pharmaceutical composition according to the claim 1 comprising a
glucopyranosyl-substituted benzene derivative in combination with a DPP IV inhibitor which
is suitable in the treatment or prevention of one or more conditions selected from type 1
diabetes mellitus, type 2 diabetes mellitus, impaired glucose tolerance and hyperglycemia. In
addition the present invention relates to methods for preventing or treating of metabolic

disorders and related conditions.
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BREBAEAFTEZEIEZLHRBEPORERERR/ZKERKRPE R
HETER/ZANRLER/ZKELRRKRPE R I ER/R
"B EBRBRBREELADED T E D ZHFFTIHHEAENRE
W EXATXHEARZEH AR R BEARKRZI XN LAY A
o P X AT XA EHEZDPPIViHp S Bl b X B K@ -
RoBRARFTAZBEXBEELSYH THD X9 H A
AR PZEEHE Bt BREAFAZIS —EH R
B-—HAPREY - RE - RERRATFTEZIEHE BN
BEHEFTHREBEAMBRZIERIBROT L BT X ZIHHRLE
RHEXRTXAEALRAZEHNE IR RS ARARZIXITAE
Mo X RARTFT XA £ HKZDPP IVip 4] # a4 % X % &%
B ANEMREFTHREFAFRYEFRIAAARBFLEE S AT
EHMARZE LB - JEBEN A M A (NAFL) ~ 8
MBS XNASH) - B 5 BE S H I BEWAF - B A
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EHEBF ~- B SBFLEMRYT FHEHAF -

B RFEHZH - EHRRU-—HLEFTR/AAEAT

22 3 E2ZHEEHANBR/REHAIBATLEAERE T L
BERI/IZBRGEERMB T 2 T EZHBENH L L X
BARTXHMAEARAZERNAERSARKZI RN A A L X
RFXPMEHZDPPIVip 4l Bl 2 & R X A % & -

BREABHZY —E# RELDEIEXRTFTXAEZERZIE

B rs A RARAZIETEDAN LS/ E T EZ 8 F14
Rz ®&Hz AR ZLEHA:

B BEHR RERLBEEEATEFARZ
ey KB et 1A BER  2UBAR - B BB
HEFAGCT) ZH a# B ¥(FG) o E - B4 S
hiEE - RE - RHERRMEBZER D X
RELABEHR/IZAEREBRETE R ERE B 0ED
BHMR/XAEIA M E FHbALIC; &

BB k% ARt HPHEIRGETTHEE NG Z
Bt EE(IFG) s BR & F UM B/ K& E & B8 & &
2R BB K

Bl - REFR - 2 BRLAREE OB AERMBEGHE
WEARNBRABLETRACERAR o F R REAB
BB REE - BB ANRE - HAKBEIE S ALE
E-vRAABSREERER)ARZIBFNORE KA
E XK

BFEABEXRBAH B EE MR RLEBREBF K X
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A - RE BRI EERRRPERE RN R/RBKRRPE
B RE T M RSP E R/ KRR Bhe B o e R /3K
BHRBBREFTLHE S R

B s RE LB REBREN B EFTREMRZIA
R ]
MER/KAEREFHAER/LERLRAY R EF
Y S YEN R

HEBEHMANKBZLHE IR RSB EARRZIEAMTMAEDHAEXR

T XA EEHZDPPIVip H| Bl 48 & K L H k8 -

WHEABHZS —EH#H RHEWLDEXRTFTXAEZEREZ

DPP IVig # B AN E LA EEZ 2 EHBERZEHZA
B EBEHAN

B - BREHFR - AR EREEEIUATETARZ
B RBESR D IEBAR  2FHAEAR - AEARAR
HEFAGT) - ZH o B 2 ¥(IFG) S B E - £R S
AEE - RE - BHERRKHEREH S X
REaBEHR/ABREELEDHERE £ H R D
B R/ S & FHbALIC:

By m& - -2Eidgdhavadxen i rAGT) £
BB E(FG): B B EIMHAR/RARS EZEHFEEA
2R MR R

B - REBR - R EREAEREE B AERHFEE(H
WERNERAMLOETERAAFTER B0 FH  RLEB
B ERE AR AHENE A BHARBRILE SR
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E-PRAABHMMEAEREER)AARIFHRRKIR
E &
- BREBEEXABRP R EE R ERERK S K
- BB RE LB REBRBRBRPEEEHER/INAKRPE
Bh e THRR/REKER/IRIKEBKRRPE B ER/K K
BHRBRBREETLHE S R
- BB RE - REREBRBAENEITHEREAMAIER
- BHRIRBTEBRLEFRBRHR/IRNERAIAS SR E |
B BRI B F M
EBMENFZDPP IV B B LXRTFTXHAEZRZIE
R BARRZIEATADBSRIBHRA -
BBEABAZ S —BH REAZFAZIBEZASHARN
WM EXRTXAEZEARRBAREY AERAZE
c/ Bl I
z &
WEABRPRARZBRZ2840HZ2"THRAT"EFTALTAZIE
DEBRHARRKZ XITE M R/RDPP IV H & -
WEABEFZ"BEHAM"KN"BMI"T £ AU F3t2
BEBRUARNEFZEES TS 0 B RBMIAE A kg/m*E 4 o
WE'RBE'RALLTEABRELE AN2S kg/m*B 730
kg/m*’Z BMI#h % K » W E "B E"A"RMATH"T L ke
A oo
WEEHME'TRAALPERAES E7N K AN kg/m?
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ZBMI#h itk - REWHOR & » WBZBRMET 2 B T
WEIHE R E"A L P BMIZ # &% A 30 kg/m{e & » 35
kg/m?ey 7% #k ; W E"IIE R B E"S E P BMIE N & K735
kg/m*2 & % 40 kg/m’ &y % 4 > BB L HE"A L F
BMI% # &% A # 40 kg/m*# 5% #k -
EARMHEREE"LRALPRF S HEBRLANL

EN10R L HBRELEADRENOIGBER - ERTHRE
FRMRAMARBEEABRATHAGRAR -

MEEREREE" - RLRAL T F MHIEE>400¢ K102
cmA & MR B>35 R4 cmey B K o HH B RAEXB K
& F o MR ETAEARSMHEE28 cm& & #4 & B 2>90
ecm( % R # & B A K % E 2 B % B B L £ B ¢
(investigating committee for the diagnosis of metabolic
syndrome in Japan)) °

WME"ABETE"TRAAZLKREEA RAMHT0 mg/dL(3.89
mmol/L) A /s #» 110 mg/dL(6.11 mmol/L)z E ¥ & B R = %
B EESRK #H"TR"AEANHABEHIZTH KL
% °

WE"BRABE"LRAALKRAEEA AMN110 mg/dL(6.11

mmol/LY)Z BB EFHBAXETHEABEEHRK - H"ZH"
BEAEBHLBEHES KL E -

mE"RAaBEE"TREALKHE A A KN O60 mg/dLE11S
mg/dL(3.3 mmol/LZ6.3 mmol/L)Z E¥ & B 2 e B R E &
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WERABSABE"ERRAEIRAEEA AMN20
mg/dL(11.11 mmol/L)Z £ # 2/ ) H o # X & F H HH R A
# Ak e

WE"EH B RYT"R"IFG"E & A X F B A 100
mg/dL £ 125 mg/dL( 7 B 5.6 mmol/L £ 6.9 mmol/L) % H

) & T 2 A 110 mg/dL A~ # 126 mg/dL(7.00 mmol/L)
2ZEH aBREXER A FTHNARREANORK - BAA"E
FTEHEHE RS ZHRAERE D H100 mg/dL(IF B R S5.6
mmol/L)&) Z B H) H IR K -

HEHDERALHRAFT " RIGT" R A AL RA LA KX
» 140 mg/dL(7.78 mmol/L) B -~ # 200 mg/dL(11.11
mmol/LYZ £ # 2/ H ha e FHERRESRK - EF
HEEAETHRTFRA2I T o B FHEHERRE)T
S EMREBRRATS g 8B %2/ EHdL R 2§
FHEmgAT)EE - - BEA'"EX A ERAIH"HOIHREER
# A 140 mg/dL(7.78 mmol/L) &y 4 4 2/ 0% fo #8 & & i ¥
BoERE

WME"BDREFLAE"RRAZARGEERE - BA XK
B B FRALKRELITETHIAL AT ReTRETR
BHnk &k EFERM - BELS<LO(HH)K<0.8(&%H)

E¥ A EAREFSRK -

WE"BREEHEK" -"BREFTRARHAEAE"R"RETRAAESE
B"AR RWEALTLH®RER -

WE"BROEBFRB"ZTEALTHRE  HEFFTL2BERSE
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F4 ERBHPDERBEATAETREUN KT 4B FE
(Ford ES% A » JAMA. (2002) 287:356-9) - — # 3 £ B &
ERMO T EAEABTE-FREFTEHAARE - RS
FHHEBIULEG ARG F-DEAR AR ERTZIR
FRRE  BBER ZHEBRURBARAAET ZTHAEZ
25% 0 Al A B B EFHRMH(WHOR £) tbét R R REE A
MAEEAMBORNIERNE AP AHRNAHRAZTH
BMRBE > REBETHUEARENLRFTAREFTRERDE
BEELG LT ERSERSE  ARTELEEANRKRE £
AR RSESEFREZXZEAELES -

ks BB SR G E R R E R A (HOMA-
RS H(BAREBEFRAHEZITEER)TZLRE FHRMHE - &
AFREEFIMZEEHLAZIRE BREFHRAHRSHKR
& % # 5 (Katsuki A% A > Diabetes Care 2001; 24: 362-
5)c sboh 0 £ F AT Hik s H KRS F RN ZTHOMA-
# (Matthews £ A » Diabetologia 1985, 28: 412-19) - #
EREMBREEAKRSE F 2 tb & (Forst # A » Diabetes
2003, 52(# F/1): A459)L 4 £ B ¥ Ko AR - A5
f % B % % (adiponectin) 2 ETH AR S FHAMZIE L
HRERXER - AT XE D REFLSEYHOMA)-
Ry #4# BB & % 5 M (Galvin P%¥ A » Diabet Med 1992;

m

9:921-8) :
HOMA-IR = [Z B o F K § F@U/mL)] x [ZK & R F B
# (mmol/L)/22.5]
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—#mET BFEBAERTERERLALZ2EIARE FiL
Mo ARAFA S LB OIS EAREEA R IFABES

AMME B4 At a8 bR E -
5 BIGTRIFGR2A B A B H EHXAHA SR E T E
zZ hiEEREE BARKBEZRE HEABRLBEFRNKH - -EBF

BBERAMOAAN B FBIRBRERNEHK  XTRAZNKE
FRM > ALABARABNGFANERE T - Bk A&
HHEBBE BREFAMEETEIEZHRBERESR F2-384
BB E kA FEREMERE K
FRRBRBP-fah e HF A BN R EHNRE TR
P SR EFLERBREFREOART & B-mfg 3 5
Z R ETH ok oo FTER: B THHR-=KHEZ
HOMA- 35 # (Matthews & A » Diabetologia 1985, 28: 412-
19) - Bl R R ¥ AT B EFHAKRE F XL R (Forst & A
Diabetes 2003, 52(# 7/ 1): A459) ~ v R & & # & < 7 R
XERAEAMITHBARZILEOREF/C-Rai ER B A
a4 AR R/RAERSKZIFRARD H B L MR K
Z 5 ) & AR sk (Stumvoll 8 A » Eur J Clin Invest 2001,
31: 380-81) -
mE"BEABRAM"ALIPERBEONE A2 BELKRBE Y
B - BMEBANHNBRIEEALIHETIZEUNERE R
Bof # 42100 mg/dLz HIiE % & B N &) B (J. B. Meigs¥
A  Diabetes 2003; 52:1475-1484)R T H 5% & ¥ h 5% (5
R BREEFRE)VEIE - ST BAEARATHARERERSR

132756.doc -29-



14772325

HHERBESAEABREN EBE B ABZ T (American
Diabetes Association B I E A H R AL E B R BB 2L
4 (National Institute of Diabetes and Digestive and Kidney
Diseases)i ) % # % %8 % "The Prevention or Delay of Type
2 Diabetes" &) # & > #&k (Position Statement)(Diabetes Care
2002; 25:742-749) ¢ -
TREARGEAMABERBRAEFUAUTHAEXIREANRL
EGHBEE : DB EXREE2DELE DS KEE oE
H— %5 —BRBETE EAFIGTRIFGR2H & kR o
a3 EAHOMA- IR S THAZE BRI KRB ERM - #
HABERZ B REFRAHAEIRAMBRELA ANLIOZ
HOMA-IR> # 2 B B TR ELTHERRABR L TR EA
XAz E¥MELRZHOMA-IRS $ 89 B8 &K % A4 -
HE2RABAR"E R AZTHRE R A AMNI25 mg/dL(6.94
mmol/L)Z ZH e aFH AR RENRK LBHEAZ
EAAFTABEoNTHRERF FRATHEBA TN
R ABEARELEZHARLELEZRARATS gl X
#% 2/ 5 A i®200 mg#H H #/dL(11.1 mmol/L)& & - £ & &
et R P ERI0-12)0F 2% 0 BTISgH BHHER D
BREAmBARGEHE LA HRAEGEBI AT ALK 2R
SE  REMRANEBIAINFR2)IF LG LARSE
ARREXKRET O BRRADNEBZIASH T E NN
mg/dL & £ #8110 mg/dL& B 2 M » RMAH B 2141/ 8%
7200 mg/dL 0 B &2/ B 2 4% /b 7 140 mg/dL o 3% 2.8 B
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z

?w\

AN N140 mgH 200 mgz B QI EHR L EH H B
Attt EE o

MEABEARRYM "L EAUTREZIESLS @ &

1 EYAK  HREFLERBRZABAEERBERABALET R K

hEHEE PllBEEARMLEEFT A RS K (CHD) -

5 3% "HbAlc" 4 s & ¥ B2 2 kB RBRILEY - £
B EEC AR B LBARKRIFE R  EBEARBRERE RN
HbAIcE B ¥ €& - W HbAIcZ Z A ARB LR LB LS E
Ruahfzd4ma  BLHVAIc"BREZE"H T » K
BRAT4-6B 2 ¥ 5 F o AHbAIcHE # & %6 # kB b6
BRAERRFAGHOBELEREEZ (T AP B0
G E<6SNBEEIERABLBAREMLERYE - BH M
—FHEMEETHEMBAEAR EH ZHPAIcEE R FH K
£ 410-1.5%2 - HbAICH Z L B K E F & R & HF A HB

o}

i B HER<6.5%E #14<6% HbAlcz A& B2 % B -
"REERB" (T AR RZIFEZTEAF > FH"X
EEH"VNTHBE"RPPLAAEBEHE")A—EIEZHHUARE
£ i ey & % B #H 4 & (Laaksonen DE % A Am J
Epidemiol 2002;156:1070-7) » #& # ATP III/NCEP # 8] (£
FREEEHFTHENCEP )RR A HMA ~ 34 RE KR K
A RBEEE(BRALAAIIDNDZ Z=ZRX|EZHTHE
(Executive Summary of the Third Report of the National
Cholesterol Education Program (NCEP) Expert Panel on

Detection, Evaluation, and Treatment of High Blood
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Cholesterol in Adults (Adult Treatment Panel III)) JAMA:
Journal of the American Medical Association (2001)
285:2486-2497) » ¥ H AU T =Z# X =# A L 2B B |
B o 2K AR CHE R A

1. B prE » TR AHFMHEEA>04 X102 cmA & 1t

BB >35°F %94 cm; K HMNBAAEXBRAEHF 0 TR

BB MEE>85cmA k1452 E>90 cm ;

2. Z B H A BEE>150 mg/dL

3. 5 M HDL-A% B & <40 mg/dL

4. s & >130/85 mm Hg(SBP>130s, DBP>85)

5. Z 8 b #>110 mg/dL

NCEP # £ & & # ¥ (Laaksonen DE % A @ Am J
Epidemiol. (2002) 156:1070-7) - & & ¥ X = BR # b & &
HDLE BB FTHGELoM TR BT AR AHER
45 %o LA F X Bk ¥ : Thomas L (% # ): "Labor und Diagnose",
TH-Books Verlagsgesellschaft mbH, Frankfurt/Main,
2000 -

BIBEBERAELE 2 W4 0 B(SBP)A B 140 mm Hgfl & 4F
% & B (DBP)# 890 mm Hgfi » I B A S LR - ¥ & &
BEBEMEEAS  MEBANEZHRMUELEHEZMRNI30mm
Hgz /K # B & 4F %k o B % £ /&7 80 mm Hg -

WE"SE"OAHEONAZRARKR  HETTZHAEAXLAZ
BEGHLEBHER - HRMIERTAERER AR RESR
THEABEZER  RABELERURBEZIRLF 2 HELBR
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EZHERKIAFTLIABEARBRABRZIHEFR - Bt KEHZ AL
MBHFETRAR o —BHEHNRNZERMEERRARRHR
B o

WE"EBREAE" "B SR "R"BAB"TALBRERL
L LBERERNMMARALXFARAZARZIARSGES > # M
%1% % R B e

[F#%F5 K]

ABBHZEHR LAELBEabY  FERARS R L
XAEATFTxmELEZ2AM2E&DHERs ARAZ X4
/B

Bk RIAFTARAXRRALA S LHAR

i RPAFH-

B REAFCLE -BAL - THBA  (R)-m & %k%-
3-A A A R(S) WAk H-3-AAE - EEEMAR REAR

g

BRACCLHBE - R)-wEKRH-3-FAELR(S)-B@ &K% -
3-X A% -
BRELDHDIBKRBAEARRKZIRXIT A DA EEILESBH)
Z (10)x 2% .
(1) 6-(4-Z X F £)-4-B-D-B & wokp-1-K)-2-F AK-X
¥
(2) 2-(4-Z A FX)-4-B-D-A Bk H-1-%)-5-F AK-X
¥
(3) 1-RA-2-(4-THA X X)-4-(B-D-A HH R oKkH-1-K)-5-F
& -K

132756.doc -33-
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(4) 2-(4-Z A ¥ A)-4-B-D-B H #okvh-1-K)-5-58 % -X
(5) 2-(4-T % -¥X)-4-B-D-B & Mkm-1-K)-KXTFH

(6) 2-(4-BAEA-FHK)4-B-D-#Hiag#%k-1-£)-XFH
(7) 1-#&-4-(B- Bk -1-A)-2-(4-2 - A-¥ )%
(8) 1-&-4-(B- ¥ 9k o -1-35)-2-[4-((R)-m@ & &k *h -3-

UU
@3;@3#
B

(9)

o
-
=
>
Fiid
B
¥
S
#

-5 )-2-[4-((S)-wW & vk % -3-

(10) 1-9 % -2-[4-(R)-m & "k %k -3-& & X )-¥ £]1-4-(B-D- &
H¥ogkoh-1-5%)-%

(11) 1-F A -2-[4-((S)-m &k d-3-% A &)-F¥ £]-4-(B-D- &
Bkl -1-4%)-K -

Pz Az R RBARRIRATANBER LS
#(6)~ ()~ (8)~ (AR (1) -

WMBEAER B LXAINLHEERDBBERRZ
Xiraehz s TasEKkeh - EREHRSZENY -
#HrBAEECEGEH (T AANLEEARANPBRBBEZTHNIFE
WO 2007/028814%F » A Z A AL FHARX - A K4
E4 @B AHANLEEKARBRANMPBBRENF HF ZEF WO
2006/117360F » Z B A A L2 AR - R BEEL
M9 AAMNHELKABARRENBRKBZEHF HF E WO
2006/117359 % » L EH AL 2P H AR - HH 4L
() AAESARLENBBREHFFEWO
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2008/049923 % + BB H L L2 HHAAK - HE & A
BARFZEMHMM  HBESGLT2nH B E A RF LY TAH
Moo bt HEANAHNELLERETHARLRBRIEK
T T N
ABRZER  AHLBEatH - - FERARES R L
XAETFTXHRAZEZZDPP IVip#Hl B KA X AT 2 A L BE L LT
BB -
HNE —FT B (KB A) 814 DPP IVH 4| # & 42 147
W A EUTEOMAABES L TR L 2ZES
(A): 1-[(4-F K -c2 ok ok -2-K)F £ 1-3-F £ -7-(2-T #-1-
% )-8-3-(R)- M % -9k ® -1-£ )-% & o4 (4 # WO
2004/018468 » & 4#]2(142)) :

0 —
N\\'/\NJJ\'AI/N/>-_/
N
~N O)\N N/ : ;
| NH,
(] (B) : 1-[([1,5]% s -2-A)F £]-3-F % -7-(2-T % -1- % )-8-

%
((R)-3-8 % -9k oz -1- 5 )-% <& o4 (£ # WO 2004/018468
£ 5 2(252)) :

0 =
N N//
LY T
NT NF o)\N N
| NH,
(C): 1-[(°& o ok -2- K )F B 1-3-F £ -7-(2-T % -1-%)-8-
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((R)-3-Fk #-sk vz -1-£)-% @ o5 (%4 % WO 2004/018468 -
& 1 2(80)) :

.

(D) : 2-((R)-3-4& A -9k R -1-%)-3-(T -2-% % )-5-(4-F & -
Fok ok -2-A F £)-3.5-= & - & H[4,5-d]€ k-4-8
(%4 WO 2004/050658 > ¥ f] 136) :

N 0 /
COr -

(E) @ 1-[(4-9 2k -k ok o9k -2-3%) S7-(2-T # -1-

FA]3-F4&
B)-8-[2-BA-2-FA-AX)FABRA]I-FEA(FF

WO 2006/029769 > & 4 2(1)) :
0 =
N\\I/\N N//
. | )—N  NH,
~N o N N \_ﬁ
|
(F) : 1-[3-RA-Eak-2-K)F £]-3-F X-7-(2-T % -1-%)-

8-((R)-3- #c A -k & -1- & )- % & o (£ # WO
2005/085246 » F 4 1(30)) :
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N
I o _
A N)Jj[N/:
(o o//l\N J Q
| NH,

% A)-3-F A-7-(2-T #-1-4)-8-((R)-3- &
Aok ow-1-4)-% B s (% #F WO 2005/085246 » & 4
1(39)) :

(G) : 1-(2-®R %

N
® | = =

N N//

IS ral
o~ "N~ N

| NH,
(H) : 1-[(4-F K -ckokohk-2-K)F K]-3-F K-7-(2-T % -1-
¥

E)-8-[(S)-2-A-AEA)FAEE]-FE4L(FHWO
2006/029769 + & 4] 2(4)) :

® @[ﬁfiﬁ />-N

(- A -ww-2-K)F K ]-3-F A-7-(2-T B -1-K)-
8-((R)-3- B A -9 =2 -1- % )- & & o4& (% # WO
2005/085246 » & #] 1(52)) :
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0 /
N N N
N o)\/r[\lﬁiN)_NQ
| NH,

()0 1-[(4-F A-BR-2-KA)F £]-3-F £-7-(2-T B -1-%)-
8-((R)-3-Bk % -vk o2 -1- 5 )-% & o5 (% 4 WO 2005/085246
K #11(81)) ¢

®
;n %Q
[(4,6-= F A -Box-2-A)F £]-3-F A-7-(2-T % -1-

£ )-8-((R)-3-m A -% = -1-X )-&F & 4 (% # WO
2005/085246 » & 41 1(82)) :

O =
N >
® | _N O)\N N/
| NH,
(L) : 1-[(*8 % %-6-%)F %£1-3-F K -7-(2-T % -1-%)-8-

((R)-3-Bz & -9k oz -1-£& )-% 24 (£ £ WO 2005/085246 :
K ] 1(83)) -

SEH SIS
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ZEDPP IV # Bl N E B EF A A RBRAAERES A
B EgM -  2HREEBEHRFEHMNIAEABLAS  REARE
HBREEFTHDEALHAEALAES N ERERE R E P B L
FRNEEH LB GDPP IVip#l & - 24 HEBFTNAR
BRZ2HEF -

#HHE K% p (K% B) 34 DPP IVip 4l # 14 & &
B EAAETIT S BEINIT BN TRFEI TEARZIEH -

WMBEAFH > B st o LX A3 2DPP IVig 4l 2 & &
NELAHEBEZ2ITRZSZBUREKRKESEY - BREASHAR
2 a8  HNEBE - KSHRSIEEAYH  AESLF EX
BRFTXRRZEEH -

ABR2zBEBL-Y -  FERALBEGHESIRESL RI1Z

a4 o

143 | SGLT2¥#I &2t kix | DPP IV H &l
1 ) (A)
2 (D (B)
3 (1) ©
4 (1 D)
> (D) (E)
6 Q) (F)
7 () ()
8 (1 (H)
9 (1) @D
10 (1) J)
11 @) ®)
12 (1) (L)
13 (2) (A)
14 ) (B)
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15 @) ©)
16 ©) (D)
17 @) (E)
18 ®) (F)
19 ®) (G)
20 ®) (H)
21 ®) )
22 ) d)
23 ) X)
24 ®) L
25 3) (A)
26 3) (B)
® 27 3) ©)
28 (3) (D)
29 3) (E)
30 3) (F)
31 3) (G)
32 3) H)
33 3) D
34 3) d)
35 3) (K)
36 3) 9
37 (4) (A)
‘ 38 4 (B)
39 4) ©)
40 4) (D)
41 (4) (E)
42 4) (F)
43 4) (G)
44 4) (H)
45 4) @
46 G @)
47 4) X)
48 4) L)

132756.doc
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49 ©) (A)
50 ©) (B)
51 ©) (©)
52 ©) (D)
53 ) (E)
54 ) (F)
35 ) G)
56 () (H)
57 () 0]
58 ©) Q)]
59 &) X)
60 ) (L)
® 61 (6) (A)
62 (6) (B)
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973 ~ % 165%% ~ #166% ~ $ 167% & % 1683 -

s REHHBE RS ARRZTRIT 4 % XDPP [Vip 4l &
MEREAL  AHAAEALTXALESEHLFT  AEAZR
N kB ABRRZEXTAEADADPP IVH H B SR a
MIENBERLE  RHEZ2ABEHHE L WX OB EIR
B ¥ ho ZHbAIcCHE A - # & H (A FTXAELH EEF)E
RERY BRoRAXRIZIBEXLERZYRY &5 & —
S HEREBEY -5 FEINBLINER  FEAK
SEHEOERMERETAHARAEY Rt S ALSHER
vk vl B R A Z R AT 4 4 R DPP IVip & Bl &) B & & & KB A7
HEZLERADaBEN  EBREEET  BREFTRR
BRAICBAMEMBABOHEE  HoRefHHEE -
iR EREAL  AFAZBRAaLbHWUARI KER
2 HEZEHZHPAICEBRBKREMEZFBERELE » #2<7%
B 8 1£<6.5% -

B ABRAZEHEHB RS ARMKZ XS 4L 4 HDPP
IVir#l Bl zab L HBE kB ERKZKXHT L HKDPP
IV H B R EFHRRSZIBERMR - B EREA ENARE
AESBEZXLHEERSEARAKZXIT 4 4 XKDPP [V
HEZERETHEISFLELELIEASGEHF - B b
ABFHZBRAAYURRFTERTEIHEER > KPk
BEEITHLAAESEFISERBEML -

RAAFEAZDPP IV H B O ERZLEFB/INELZ
BEETLENRBREERARN - F—F @ RELEHR
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ZBHEBRDEBRRZIENTADOEBRBRARBANESZ
BEEIRENZIBREEHRAN B FRENEFTR
LEEALERABRELEERBRR/IZERE T ENEMEELEY
TR EANBEAATAIEH IR R B ERRZIRXMNTAEYD A
DPP IVip#I Blz @b thBit - BbXXBERABALHSH
BRGARRZETLEY  BLAARKBPEESTREEFS
EXE BB ERNBAGSBRE T LENZE EF1T ADPP
[Vig & & 6 & °

AZ A 2ZDPP IVip 4| # & & 3% wEHGLP-14 F ML H
p EHEZIBEIRRY  HAORFAFHHEAELE - &
sp » g DPP IVip 4| Bl 2 £ &9 5 F M GLP-14 & # #p-@= e
BAERMAEBRAAEEZAERA - DPP IV $l Bl Z FF A 3% ¥ 45K
R asERRAARRZIEATAEDZIAEGETARL
26 B b A E R e
TPABARREZLBIAAHESFTF  EXR4ALHBA
Mz eRRAY EFRTERELZ2THIALGHERAZXE
24 A o

o b XA BROREAFAXIB RS BAEFE
B A TLDEBRBARNKZTRXITAE M X & SGLT2H# 4|
EFH BB ELABLSOELTZRARSL KT RAEER
BEMNORXEERERMR - B AEAZEBRXRTAH A
M BANERELEBRRREAY  LLHIEAFA-—REFZHEEAS
AT EFARIBZAROBRFEF E - IRREKF
B ollErpE ~HHBARMKE - REMEREERBESPRKF
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o RBENZIBRENMHKEFBER -

ARz B2 BALEE LB ERE KRS AERA
ZEAMH N aBEYN BERTXIAREIEFEREZRLE
HEE R fHEBR/AMILL & F(HbAIC)Z R 1%
RO - R RAARAFTAZIBEASY 0 THEHPAICHE B
IR RANHE05% EAENRAMNLIO0O% AZHERL
EA1.0%ZE1.5%% B A -

bt ABBRZFER/ZABRAANBBARERAT
mRKFZ - AR ER LK EESH
(a) ZH o R FHHBEREANLIIO mg/dL HEFT X

A # 125 mg/dL ;

(b) B4 0 W & E N H K140 mg/dL ;

(c) HbAlcf 64 W K A N 6.5% *» H & T Z & »n H AR
8.0% o
ABEAFBTZBELLbYANAEBZA2EREARR

BABABRANZEHERBZIEEF I ABEMNGARE - B

b ABATFAEBEAARAY - B > 5 Ll #E&RKBAH

B —-—EhRLE RERATHIBRAabHRAELRE

B oo AT ERRABBEM2ABARIER
b ABER 2B E A AELBAERBRE FREN

2 FHLERLEFIARGENMADIREFZIRAY

REAREFRAETAYDIABRR I AR ERIHFLE

ERREEZBALEANEF  HEIZORE2ABAEARE

ERIABREAK EFH -

132756.doc -47-



14772325

THR B RAALTAIBEZ2usY RETH &K
A EH OB REELEAABRENZILE  AEXAH
REBBRERBENEE Bl THRERFILHEZI =
P oA B\ % SGLT24p %) & (A X A % A 2 SGLT2¥# % & ) &
DPP IV %l # (A £ A % 88 2 DPP IV #| &)X v R & %
B o HMW _FHEM > RARKLEEAHF 850 mg» — 8 =
RO BREEFMERBE - HHKREZEAZISGLT2H # & » A
E#nisdHme) (@) - mAAXEEA
5] %0 100 mg » #1£ 50 mgX £ 230 mg> & B —R » R L 4E
TERBE BN KE B ZDPP IVip#H # > LA HMNILAS
B (A)(1-[(4-F A -ckok ok -2-K)F KX]-3-F X -7-(2-T B -1-
#%)-8-B-(R)- & -%®-1-X)FHEA) RAMRFXLEES
Fldwl0 mg> BB —R> A EEMEABE - HRAEHA
ZDPP IV#p # & > RA& X H A H 0100 mgdh 4 5] T
AR BREEAEXBE - ARATAZIRGTN > HE
"AROBEH"EFATEHFRAIN6CSY T XLH
# 8% HbAlc/d & 7 4K -

A RBEAFTAZ —BRETHRY  RE-—EXERTF
22 322 HhBEHNR/ABRETHRLRDER £
h BHEBR/ABILL & FHVAIcH F & » R EH & D
EHEHAERALHEFTACT) 2H £ # & ¥ (FG)~ & &
EFRME  RHUEBRFR/Z2BARIABERK » ZH EIH
MENBP EXRTXARAZIEHEE R B ARKZIRK
A B EXRTFTXAMAZAEZDPP IVirHl Bl a s R H
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RAFAFAZIBHERRBEARRIXTADRE
BEABREFRIN  -B AHFEAZIBEZaAb
EAUTRAFTZ RSN E

(&
X o
S
S aﬁ
R
&

- BREFERM
- SR E &E
- ¥E IR AT A
O . oupRE AREBAERRM
- 1A E R -

o AB AL BRAAMALBRNERBLH EAR U
THERF - RS HEH EZL
(a) PR BE o (L3518 ~ T13R R /R IIIEA A BE ) ~ M B M AE B

JE R /R BB ORR BE JE S
(b) = 8 # b 85 ;o /&R 4 &>150 mg/dL ;

(c) et & % 2 HDL-JE B 8 © & 4 & <40 mg/dL & # i &

# 2z HDL-#% Bl 8 & & 4 ¥ <50 mg/dL ;

(d) ¥ 4 % & >130 mm Hg& 47 % £ /& >85 mm Hg ;
(e) ZH R E B2 E2110 mg/dL -

BRERELTH EADHDERGTLHEFAGT) TH o B
¥AFG) - R BHEFRA B R/ ARBEBEHF Y EZE X A Y
O FER(HFLCNMBEE IR - VCEIELRAL > ok
MEAHE)ZE OHRR - AERLABEHTERS F
B FEAR e
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ARz B Eabt (AL anE P2 HEERE A
BRARKZETAEAMEZRRFAREEA - Bk > AEHZ
bR AR HNEZIS AR BEARED(FEw = F £M)Z
ERENBEEZR/IZRAEABRBEETHREEWAA &
SRAROBEEELETAHAANG - HIAMT  AEAZIBR
AR HAERAREARTAREFI -~ RS EZHMAR
HEREEEFREERZR ARG EETT ARG
BHREARAERER - CHBRBE - CA KRB R MR D
BRBKER/AABBETFEILR

bt THRARAAFTAZBEL LM A AAEALERL B
EzZRBIAEA4LARaBEZRBRMGE Bt KEAZER
XA HARAXRBE A IR ERBROKE EELET
T B R A

ABHZBEREAPAL AN EXRTXAEZER
Bl m K ZENEEXRAY AEAN2ERBAR ELZ
& o BB IEH -

WwEX AR TFTXAAARFE"RA"HFARLBI2H ~ 4
AAB25HA - BFEFHLBIEFHHAMRA G R EHF RIKAE
;g-o

Bt AEAZHINREZFTRARME - EH(BRALE
HBEOLHE) - REMWETTZRALEZEE AR EF (4
ET2Z2A B A AR EH  BHIATLILAINTHARE -
R E(a4E18E ~ M A/RIIBEEE) NEEEMEER/
RBEHEZIEZF)ZBERNG T X -
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THEHHERSGEARRZIEXITAE Y AEDPP IV #l & 4
A (BRI HHRE)E > REENERAERD F X H(H
iR R)HEH > YR EEMAER -

B RAEBLZ2AEAZB 28002 RABRE
Rz tRhXABHERAAEXLBEL I ERARAAUATAEE
Mg  RERL  FELHEAIAAHVIFARIRLETRRESE

B EZEH C BERKAL - #HHKEY ARLHKAY
VEGHE - KM AFA2LHEHEBERSARKZI XN

@ iy ADPP IV H A B REA KT ARER UK EA
R ZEFZABENGBELENEE AL RBE T

NTHEANAFTAZBREBSHR T ERAAETZIE
BBk ARARAZEXITAHADPP IV H B X E& &
B wEhBAEAHEHNRFEAEIAMRAEZTER
T # B B HE2KR 3R CARBXAXRUERARBK ALK ER
BRMEBFZFEEMUAASR

AEABRIHEEN BREuihBEL KA AR
BHMANTTALBAEANTXY - a8 HHHE %% EARRK
ZERADOB Y RMAEE oK E - DPP IVip Hl 2l 2 2 # &
Ao RBEROZRE

— T ABRRLBRERALOYRIEFTZIRLHEE KR
HRABRRKRLIEAFADIERAAECAZELDER KRB AR
RZE4LA W22 EAT2BETHEEZIIUSEIIREARA -
FEA W ABERAzLL-B AR EILRLERETRE &
B PHRAZAEANLTIRER B ARKZI XL S RME 5
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DPP IVip#l # 2z # E/& > Bt £ F £ A X E A LER
BARERGTHEERRFARMER -

HAABR HloAhT0rFREIAB  ERNERRSE
RRZEMAHZERMEALEFHBOS mgZE200 mg- £ E R
£ 81 mgZE 100 mg- R4EH 8BS mgESO mgh B A - &
U ARG B BEaALSYTELELLXARAIER
nE B —Kk4#E®E BEA4025 mgs 100 mg- &£ £ £ 0.5
mg#%50 mg- &42.5 mgE25 mgA RN HA2RKZE - B &
BEREMW S  F&EBIXBE)AHF 45 mg- 10 mg~ 15
mg ~ 20 mg ~ 25 mg® 50 mgx LA (6)~ (7)~ (8) (9
(1) L HELE4HO)-

—fmmET ABRAZEREEASY R EF ZDPP IV #
Bz gt AEDPP IVin s Bl E R 2B FHRE £
B1/5E1/1 B AN -

HHE-—FHRBA(TEHEBA) AXFETREAATRRAZ
DPP IVig #| BB ¥ A B XL R T AHKARALFAH0.1 mgk:
10 mg > #4025 mgE S mg' A KL O AHH05 mgt
100 mg * %4 2.5 mg%® 50 mg®x 0.5 mg%® 10 mg £ 14 2.5
mg% 10 mgH1l mgES mg’ A ZE KA T —BRALIEA4R -
Bt a4 A)(1-[(4-F K-k sih-2-K)F £]-3-F X-7-
(2-T Be-1-%)-8-C-(R)-BE B -k 2 -1-K)-F R4 )M & X &l
AR UOULE B AESEBREMEHFOS mgEIO mg B4 H
BHMEH25 mgElO mg E4 B0 HMBEHS mgzE O

mg(E4EHEBEHEMEHS mgEI0 mg)XH B H4 B H1 mg
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Z5mg -

ARES2AXTHERFATRRZDPP IVir I B 2 B % 4
S EAEHBA S H A£0.1-100 mg H X F X005 mgE 10
mgZ B ERLBAARZITFTHRS - B ItE& W (A(-[(4-F
Aok ok ok -2-K)F K ]-3-F A-7-(2-T #-1-%)-8-(3-(R)- A&
Bk R-1-A)- T RA)ZH LB EREAH05 mg- 1 mg-
25mg5mgR10Omg: A EHEHE%RE ALl mg~ 2.5 mg
B 5 mg e

HANE—_FHRBN(EHRHB) AXPEHRHFBY AR ZHK
LR B G Y B o HTOX T B EZ AHE)SHDPP IV # #
ZHBEBRAETAHBEIBHEANHNOS mgZE 4350 mg: HlwH10
mgZ% #4250 mg > # 1£20-200 mg > £ 4 20-100 mgz & #
o R EHEBHEAHOS mgE H20 mg HK42.5-10 mg
RHrRIZ4EE—BE > ETHwBEAFHRAEE - E— #
% E 64 # %10 mg- 25 mg- 40 mg -~ SO mg -~ 75 mg ~
100 mg ~ 150 mg & 200 mg= DPP IVip #] & & M 2 5 -

DPP IV¥# % & @& 4 2 ;T 2 & & 7% K @ ¥ £25 mgH 200
mgiEMRRSZH - BRI TZHEHNEAEHHZTHE S
(M B dp B KkK4)H B 100 mg H B —R - EBFITHER
BEAM(FHERT)IZEMB ERE AH25 mg- 50 mg~ 75
mg ~ 100 mg ~ 150 mg& 200 mg > &4 5 ;T 2 45 & B {2 #
EREM B4 E)H25 mg 50 mgR 100 mg - B &
T KA BRI THEREADZIERXREANE 2
@mAhHmE o B % A32.13 mg - 64.25 mg ~ 96.38 mg
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128.5 mg ~ 192.75 mg&k 257 mg ° 25 mgR 50 mg&E 46 5] 7T X
BREBEANEIAETRBZEL -

DPP IVip # Bl 4% 7 T2 R EZHLBEBF A5 810 mght

150 mgz i » LHE £ %5 825 mg#150 mg- 25 mg# 100 mg
K25 mg# 50 mgK 50 mgH 100 mgz /) - H A 0 AR B &
L £ B 425 mg-~ 30 mg~ 35 mg> 45 mg -~ 50 mg -~ 55
mg *~ 60 mg -~ 80 mg~ 100 mg#k 150 mg - & — £ 4 & & 4
P #AEIITZHEBARE A2 mgR 150 mgX B & & 50 mg
#1100 mg2 ] - 2% —EHEAEHKRFY > B FTXHB K
% 250 mgk 100 mg FH A2 X RERATHEBHFLE S =
R OBEBEBE -RBR - HTHY(H o EH)E S50 mg
& 100 mg# & 5] iT °

FI# 5T T AL SE £ /8 #2508 /B 2k - REEL
10 mg#2200 mgz Rl ~ R EEL£10mg# 150 mgx M AR FE
2410 mg® 100 mgz MM A& T2 B B ETHRHEEF(L
EHERAT BN TZHERY Ay FEH) - B
o THERAZH LB ELIEMEARN)SE B 10 mg~ 12.5
mg ~ 20 mg ~ 25 mg > 50 mg ~ 75 mg &k 100 mgZ T & 7|
T e MAEFNTTUERBERAXINFABRLLTHERZ
BRza -

R TTAA25E £/8 R100E /B2 R - REER
F£25 mgR50 mgx Moy B A ERAEF - THEAZIHE
BELE(MERXABRAS)EB2.5 mg-5 mg 10 mg~ 15 mg -

20 mg ~ 30 mg ~ 40 mg ~ SO mg& 100 mgx @& 7 %] iT -
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AFR2BEaLb Y FELDER RS EARKRZIEKXTALEY
BEDPP IVig # Bl 2 Ef o EXMRHBLZENB &R B 48H
B o BRplm<T  BEmAHeass mgEsS0 mgx & 814
B (6)~ (1)~ ) (N&KRUI)(AHALH(9)K0.5 mgZ 10
mgz ¥ ¢4 & (A)(1-[(4-F A -2k oh-2-%K)F X]-3-7
A -7-(2-T#H-1-%)-8-CB-(R)-Fe K -vk ®-1-K)-& Bek)o

BHmAhzH —KH A5 mgESO mgx EHiLsd W
(6)~ (7))~ ()~ D&)A HE LS H9)A] mgz 100 mg
FHRESZEH BT

BEmb Mz — K EL4ES5 mgESO mgz EMibs W
(6)~ (7))~ (8) D& (IINAHEILE4H(9)K] mgZE 100 mg
EW 2 E MR TT

B @mAhz P —FHELES mgESO mg EWHILESM
(6)~ (1)~ (8 DX (N1)A HE L4 (9)K]1 mgz 100 mg
EFRF s EHITEIIT

Bgm Az —FEHE4ES mgESO mgx EHIiLE Y
()~ (M~ NXR(AINAHELLH(9))AR] mgZE 100 mg
FHESZEHBRDFIT

EARABAZFERRAEY  BHERH KRB EARNKZI R
A 4 MDPP IViH HFI B A XX BHHRHA - HE"ALHRA"S
BHEETL R SR (F R RKE LR )RS
E"IARAEEEARART —FHATE —BKRHFERZIA

BRAF_FHRARY THRARAREITHERY - ZHEK
TAI NS EI12) B HRBEAN L6 REIIBXRETASE
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B—R -MKR>ZRHXBR

HABEHIE RSB RARARZRXIT4E % EZDPP IV 4 &l
mABRE REFTRAITHELEREY  HlofFaR
HEEXBEF  REFTHRITHELENERHHYE T  #lo
HANRAETRE AR BHF -

HPNEIBRE  SEEFUNARATHAEANEBRBETE T » 4
o fr £ RAERE R AAFR B P

Bt AHERZBRAabWTUROELEHHBEKRHAR
KRZEH A HEDPP IVir B H BER M UARRL F — & #
A E iR BARRZIEATAEDME S — B A a4 DPP
IVig # Bl ey B/ BB F 4 -

ThHARF —HEHERILES —HEBHR>IBER
HEARAE-R)AZAERAWBHEBIRR)HBE R - B
b W E"AARRXAERE"TARLHE T E ALK RET MR
NHEARIHFBLEL RGBS BERA—RFEETERSY
ZRRZFAOGBKBET R -

B AEAFLERNELRNEELANELZsY £
P-HBBOALLEH AR KRB EARKZI RS EHHEDPP IV
WHBALDS —HBEPOALRHEBERBAEARRIEXNTLEDY
% DPP IVigp & & -

LUEBHARZEHAN BAeRAHNEPEAFANEEA S
mT AL AEFET RNEFTHBAEEHZZANERT
_g_o

Ritamhraes
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() A LR ERKRBEARRKIEXTEANRE ) — 12
REZ2 T THZLZRBZIBVNE-—FF R
(b) 25 &A4DPP IVHH B AREY —RHBELZLETHZXZ

BB ZHAUOE BB -

ARz —KEHH UL Lo s KEHZUE
BEAELZBEAAHROLLALRIARAERH Y
ZHRAEZHHL LR LEKER °

ABRZH KA REUS Hes  E2FFAZ
BHERRGARRZIENTALADOEY  RAETXENT
RAKRBOALSABTAZDPP IV H Bl B hab X HKA
MR RELKBER -

AHEHZIHI -EHAH-HERSI e aeRERAZ
DPP IVig#l Bl th 4 s ROSHEDTRRALLAENA
2 BHEABRDARRKIENTADZIED AL RBERA
MR XELKIER -

ABR2ZBLE b YZIAMERNETHARAED —RZ
HAER RLBEHMBRIKRBRABB(H & &R
ZRBEEZRUAEBE)-

BRE AW THERARBILEBEBH A REANE I RAR

e
S

8

AAHZHL > &o - BB - B H(LEBRF
F)- @& 4 BRERFEEB(AEMLANR - T RFHFKAN)RKR
#oe o EmEiE oo ey PEWITIEUBERER

A EZRALTHESYBERETROG T E P2 E-FE
B AT EORERATSIR  BEaMHA s R —RSEER
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Z2r T 22&B(rRBEBRE X HRKEBRE XHE)
mh L EW AREREMAMAMEARY

BaRasth THERRRATHX L8 >~ AR - 2@BA -
HE - BE - -BRE -KBE - BAL -0RER - BR
BoKEE BB - R B - BB BB BRIFR - RE
SEB - DR R S HEEE -

REasohRBHVBALES RS HEBELLITRRZ
A ZERBLEFLEAFERDTHEARATBAEZAH LR
SERFEFTBAE"THRX"

BB ORAHBLEBEYTHIRWERAHUT A
BUEL HoBR(AEERABBR) ST FARETEX
FHARSHBEORSEE KB XBR ERRBRFRAAL
"o Bl o ¥E R - BB X B ITHAIAEHE R & 4% (SEDDS) - B
BABTERAALE HEIME  -LoRAHKERBER
TAHHEBoRVE > HofHAH  -BAALH - BEFH - BHE
B KBEEB o B TRBILBARM T R F ik EK -4
DR BEBMTERATHEK " flokERSHERBREFR - F
"R B AREY RTEEANEAREAEETH
BEARKOBREY BIERBUBT LA B AT mE &
ko BB FEH - LB - AR KLB(TEERRAB)RB B
B o

A AL BRab YT TEARUBAFEEREMW L
BB EIH HloRRIAXEKHEIRA)ETIRAZR
WHARALIHBE N BZEHEEIBEREA S I BEZ
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P RBEEZBZFTHERMBAY BEALSYITHAH BN
ZAMEBBEFZRER BRIAAUARIHBALT A HF AR
B oo BB EH - BEBR/RHE - RE D FHRERSY
TEHBHK  HAGBRELEABERBRAEBE - BREBEER
AREBRER  EEATABATRB(Hbed st RE
K)IE K -

BRABEABREADB 2+ WA THRBABR)RMEZ
RAEBEQMBERE  BERBNOCETITIHERLARF T F
Aoy R  BZERBTHBHNTHEAS D E KK
BaBRBRLS BEARINABEIARBRFTIBHEY R -

Ao mBEERERA>TIE—F 2B EAab MR T EM
btk ABE R LB BB AR ELEA W EXHAEZIREERR
BAEKZEBRRBABGYRRANAER - T L6 ol N
M B ERE L ERE - BRBH BB AHNEHFN
VA RERAEFTRREAANMAER -

RRE2LITEZLZIZRBITHNCOAHABRTLRAHE A
%0 o

WU ABRPLEHERABDARRKRIEMADRL AT A
MEEABBRBRBREEML - AHW KEHAZILED
T R4 XABRRP AH WO 01/27128 ~ WO 03/099836 -
WO 2005/092877 ~ WO 2006/034489 ~ WO 2006/064033 -
WO 2007/025943 & WO 2007/031548 F pf ik 2 & & F & &
B oA HM)E(6)R4E T 4 B WO 2007/093610 &% WO
2008/055870F Fr il 2 & m A A R E#H - A Al - & D
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(7)4%4 4» WO 2005/092877(2 A E#12) P i R H # -

LA HmB)ERO)Z A AR H A H & #ENHWO 2005/092877
(£ B #2&3) WO 2006/117360 -~ WO 2006/117359 &
WO 2006/120208 ¥ - 4t 4 4 (10) & (11) & 4 & & WO
2006/064033 % il 2 & A& F kR #E #F -

HNERGA 2R A% NAZETH AZXDPP IV # #
BB B BBARBTEMI - AA M KEHAZF KM
AZDPP IVip $ B T Ao XBKPriEzS AT ERR
#% o Bt Bl dmz > XODXT R ALTAEHT WO
2002/068420 ~ WO 2004/018468 ~ WO 2005/085246 ~ WO
2006/029769 % WO 2006/048427 % pr il R # 45 » EH T AW
EHHARF o KA F o5 £7 4 % 7T %o (#] 20 )WO
2004/050658 % WO 2005/110999 ¢ £ it R % 4% » £ 48 F &
AR P o X AIDAEAV)Z & o5 57 4 4t =T 4o (4]
4o )WO 2006/068163 ~ WO 2007/071738% WO 2008/017670
PHAEREE  ABFRNEHHALAXT c EXAHERRK
2K EDPP IV sl Bl 2 E BB MMNEMBRRZIL2HE
o 4 ZDPP IV 4Bl 2z 5 AL BERRARD % 5 8
7 % WO 2007/054201 & WO 2007/128724F » % % & 4] 2
BTRNBERIRFARIP -

HRE®RFHB 4R TP BZDPP IVip & & 2 F % #
HAHEXBRA/Z oM ZEANIEBEY AEHAEN LX"H
MEEZ"AREFIRARZIBAEXRYP -

DPP IVip #| BT U B EZ TS 2B 2HF4L - 8
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B2 TR S2TBLE(WMARME ERBZIE » 84K
B o B BE ~ BB REIE  AMABITE  ABEELE
Bt ~ LB - EAEE - BERE - XFE-MBTH 88 -RT

B - BLE > BMEBERBEE REEREBEZE  F
Mg B PREBERHET ARE  ZEBTHEEHBFEZLS
EEBEARETEARARLLEZALSCNEBHNABAITBEPRHEK - £

IVig B TUA B R 2 TR 2 2B2HAF4LE BEZ2L
THEZ22ZBOEHELERBE IS > AR MBBE - RER
BiE o AR MZE AMAMLER LB BFHKK -
2B - RFEE - BETH B - RTH B8 - BLE - 5K
BUBRE  RAMBBEZIE  FHREELFRHAKR
HYRGEH  BEEBTHIBACLODAEARUNBETER
2@ ANBEBATREFREAR EFTHOFETRE
FRmbHEeBZHNKSF -
BHEHRBARKRKZTEXITAE D R/HDPP IV & # &
HBEBEL T THLZETUEEHSD(FoKESMYH RE
)T H XN FL -
ABFPRZHEERAZT LA ASR I EPZE—FTiH b
BERHFFPCoGHAERBR - A TFTHREBNE S L
BABRA2 BB bW RA T 22 AHERSFTRRNET R
ABPHZBRALOYAFTETRAEAMESR ST B A
% $ 49 (4= db/db/)s & -~ ob/ob/ & - Zuckerfe B (fa/fa) X &
F Zucker# Sk m R B (ZDF)X &)R K - 54 TR EA K
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R B R R 2B ERE B E (streptozotocin) A 5 B 2 B
4 (# %o HanWistar 2 Sprague Dawley X & )% 3 -
AHExmEz B Ao RGEREALTHR AT
TABECH OB RHERRZEXTL W ADPP IVir I # ¥
BRAEAERLGEZHRARAFTAI Ao H o BIEH K
A-BMRATESDURHELATHERZIEK » BRI 0BF
2o wHEBEEAHDERREEZIEARE HBAUCZ FIK AT
ER > AEE B ARHAz BB BNEAERESBAE
HE AN BEHHEBERBHARNKZIRITE M ADPP IV
HBEBRAASREALXAMENGHBEBE R T
BB EMN R PIHVAICERBA EH o BEHOHER - &
2B Bt 0 ABE A2 AL EHbAICKH ¥ F & -
BHEHBERHERNRZRITE S XDPP-IVHp & & & & 4
EMHARSZTHEBERRTIADEIABNEI LSRR ER X
HEXHFAZGWBEA L o BIEHGER AR - AL
BEbAHAMBL  AHEHA2ELSAEEMREET R BIEHR
s mMEBRETAERBETHARRE
EAHEXFEZGEHBEANHORBDERATTHERAR P
BRr Bz TRERAATAZGEBHPREEFIRE
MBIHE MRARETESDHNELETHERZIE > BRRHR
B EHRE o LEBDPP IVirslAlAALL > &8 HBkd A
BRRZEXTAHADPP IV H B 2 a6 K £ ERABERS
TEREBRKRGFEEARERIKR S FAUC
BRRSRLBZHBRXBEAZ LB AMRZFMHGLP-14
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EHBTHEIEIRARNAETRX AL ARSI ELXMAZIG Y
Bz R PHRELERAE - Rk TLEAHEEIGHSHT
EnAafPARELELIER AFFHLEHERKBEAR
RzEmAehBik  BHERRBERKRZL AT AR
DPP IVis % # 2 a4 % 2R E & &) FHGLP-1IR & R B 1K
B A E R A

ABRAZEHEHEH KRB ARNKZRXITA H EZDPP [Vig #
BzabbEBLedin kb ARKIRXTLEDHP- =R
BARVMABROMATAHEXAESGHHER S RE
R HBEMANBRBRARLGEFLEZIHBRAEDHRKRKRDA
BT AR BRI REZHREHHMEERN WX ERNE
ZP-o AR LB ERIRNLRERSE P IO EHERAEYD
BB F ok RBRE

ALEXRARTFTXY  BAZ2HRFAEE —KRATAA#ER
FTREHBAY MAEZTHERANARELH > mIEMRHA X
BH WBE"ETERA"BEHEBE"TELHRERBLATH2T
ZEBRE - BAURTHE

tBu B =ZTXE

dba — ¥ KA
DMF = F A F 8 AR
DMSO = F ="

NMP N-F 3% -2-o4 9§ o &
THF 9 & ok %

e nitsddy:
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x #1

Br O

OH

2-8-5-2-4-FHR-XAF &

W N-sh 38 36 88 Z A2 (19.1 @) 5 F X A v B2 2-18-4-F
£ -2 9 (184 g)BANHEBEQO ML)PZ RKABRFT - £5-
IOC FTHRAERALHEHIh 2B BEZETRBR - KK
BARLSMMBEINBR A LLRA LB LEERMAFER - &
A 10% Na;S,0;7k & #& (2x) ~ KBx)AR B Kk (Ix)k # & @ 5
Z X B o B MgSO)% > BB ABEABER - F KR
Bl RN KPREALETOCTHAFRERRHAES min # & i@
RO BERBEBIITELABUFIMEEY -

EE 1272 g2 H 1 296%)
% % (ESI): m/z = 339/341 (Br) [M-H]

U FAL AT RN E FIRESR
(1) (2-3%-5-#-4-F A K -XA)-U4-TA-XX)-F#

Br 0]
AT T
|
% % (ESIY): m/z = 445/447 (Br) [M+H]"
W H(2-%-4-FRA-XA)@-LA-XA)FHLE

I ITARIILTF Arak R H 5 -
® # 11
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(2-%-5--RE)-U4-TEHE-XB) T8

W B R (9.5 mL)% A £ 2-58-5-s2 - % F 8 (25.0 )i =
AFROGOmML)Y2ERY - K AEDMFR £ & TH
RAMBHERAR - H#E RERERKRELRBLBAARBIR
A — R FHRGO mL)R T A K23 mL)¥ - f£KE ¢ # A
BERANELUNE S F XA A4 (12.5 g)° K&

a0

BRANLALAERETHRRERAHEHLI he FTRHE
BRAZF¥BAAAHRE BRERASCHMBREERKLELY
M A M  BLBLEYERAKBALEZEFAIMEERE - 1M
AL ERRBAREKGSC DA ZAHME - LHBR(GREMN)
AHRABALBRBESBREBRFHNLIBRIAY  ZEMER
ERHE &
AF 308 gEHEX9IT%)
% 3% (ESI"): m/z = 415/417 (Br) [M+H]"

LTS THEMNE FIIRER
(1) (2-%-5-m-4-F X -XK)-(4-TA-X%)-F &

Br O
% #% (ESI"): m/z = 429/431 (Br) [M+H]"
(2) (2-%-4-8-XEK)-(4-THE-X 1) T &

132756.doc -65-



14772325

Br O
JOA®

% 3% (ESI"): m/z = 307/309 (Br) [M+H]"
K #1111

Br O
U

(2-%-4-FRE-XR)-W-TH-XB)- T8

4 F 82 4% (10.5 g)i& # & fv £ 8 #» DMF(200 mL) ¥ x (2-
B -A-R-RE)-G-TA-KXKK)TFRMA3.0 g)F - BIBRRH
R 2 HhEhmd—HFEMNGSg) ARHF3 R S
KEBERLBLUBERMAFRAY - LB (FLEM)A # M
BHRABBLYBENMAGMWOCRTIR/C L E20:1->9:1) -
AE 337 g2 Hh1EZTS%)
% #% (ESI"): m/z = 319/321 (Br) [M+H]"
K 11V

Br

(J T

|
4-%-3-(4-T & -F £)-1-m2-X%X
ks T o FQR-BE-S--RE)A-TE-KXK)F 832
VAR Z 2 AR (50 mL)®» = £ F % (30 mL)& Z # (100
mL)Y 23 A% - K> &5 minRFHH = LA E =
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& (20 mL) - PR A%4 s B 5K MM EALS-S0CE L X

BETFTHHEIh A ERBEBER > K4 MKOHKE R
BRALEBLUEBERFEGELA - B2 MAAILFEZRARE

KB mbz R HhmBMBLBREN) - ABEEB
% wBRERMMBEHM(EIRKR/CETEL:0->9:1) -
EE 21 g(E%H A Z68%)
% 3% (ESI"): m/z = 418/420 (Br) [M+NH,]"
LT AT RN T HIVREF
@ () sS4 RFA)L-B2F E-X

Br
% 3% (ESI*): m/z = 432/434 (Br) [M+NH,]"

(2) 4-%-5-(4-T A-F £)-1-s2-2-F A 4-X

Br
® T
T

% 3% (ESIY): m/z = 448/450 (Br) [M+NH,]"

xHYV

AGA®
1-%-4-RE3-FRE-5-@-ZE-FA)¥%
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#% KOtBu(11.8 g)Js ho £ & #F # #% R £ K NMP(40 mL) %
Mz BT ALAAARATAHE-IOC - AEREBEH
BAIOCKR Tz %> Hmw(4-TEA-XHE)T 8 ¢ 8(10.1
g)B 1-8-4-5 £ -3,5-— A -%(11.5 g)»NMP(40 mL) ¥ = &
R e AEBTHEMFINEL > A FEGOmLRAL M A
L KBERGBI mLYE£I00OCTFHAFTRAMBEHBR -
M1 > A4 MBBE KER(100 mL)E £100C T #H R &Y
BB E - RABFFTENH  HKQI mL)FH w2 &K

P AR LB LEEXRMAIFALLSAM RAABEALGZAHK
ﬁﬁx#h Iﬁl?f‘%zik ’ ﬁ? ﬁ7klﬁ./ _E-?i‘ (MgSO4) ° 7:{"%‘/&

BABRMFPEEAKREGEGY HbBEIEBREMRZKD AR
VR IF R GBEEM -

A F :10.0 g(32 % 14 2 58%)

% 3% (ESI*): m/z = 330/332 (Br) [M+H]*

£ # VI
Br

Cl

4-%-3-LF &-1-32-%

BB A(I3mL)SE mEL4-E-3-8 K F K-1-22-X(47.0
g)#? 4 # DMF(0.1 mL)x = & 7 % (100 mL) ¥ 2 & % &
o ABRBLAET > BHALHHEHF3I h- B REBR
BB R BERE  RATEHEABERBME K -

AE 1 41.0 g(E H 4 = 82%)

bl

132756.doc -68 -



14772325

K # VII

Br /@
0

!

4-i%-1-22-3- LR EFH-X

%AW 4 MKOHAKZE K60 mLYY 2 X & (13 g)h mEE
N AEEFGO mL)Y 24-58-3-8 F A-1-#-K41.0 g)F - &
#aNal(0.5 g) B £50CTHAMFREBRHERRK - HE  F
Ak BR LB LB XRMAFREY - %k NaSONE& | b
ZEBRYLBRRABTER - #F o B RN &ILKKD (R
LR/ B L EE19:1) -
A 38.0g(GEHMEZTI%)
% # VIII

1-3%-4-(1-F L& -D-H HRAH-1-£)2-(RELA T A)-%

% iPrMgCl# THF(11 mL)¥% 22 M & & #v £ & % »
THF(11 mL)% 2 & K LiC1(0.47 g)¥ - £ E B T H R4 4
BHAEZHALICLUER - B L EREBAH wE4-58-1-58-3-
XA A TFA-XB0 g mwAkh(40 mL)P2HRF > £

AR THEALAHE-G0C - BB ERBE-40C K
% AN m Rk (S mL)¥ 22,3,4,6-8-0-(Z F A& K
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A)-D-# B %ok h & (10.7 g 90%4) - &£ A 45 P % mE
BRBE-SCALAAZBETAERKH3I0 min o & s NH,ClK
BERBLACLHBLEERAFRESY KBAEEMALKEBEAS
ZHABERYALBBEBRBZRE - HEREHENT BB
mL)¥ B A T %5 # (0.6 mL)R 2 - £35-40CF # R &%
RBHEBAEL AEBNaHCO; $ P 2R ELABBBR T
B2 - ANaHCO; X B R B B HB YA AR LB ERMF
RAhY  BHBEMLEBRLBEALSCZERMAAZTERURELE
mEYH BEE-—FHALRPTHRELER -
AE 7.8 g(FE %A 2 93%)
uT%%%ﬁﬁM%%MVM%ﬁF:
(1) 1-3% -2-(4-2 % ¥ £ )-4-(1-F 4 & -D-# & # % % -1-
A)-K

%+ (ESI): m/z = 511/513 (Br) [M+HCOO]
(2) 1-2-2-(4-T A ¥ X)4-(1-F A4 -D-% & # % % -1-
A)-5-F A-X

E&,%’)i/,@'aj’mz,3,4,6-ﬂg-o-:}t£=-[)-§jéﬁ%“ﬁ‘"@ﬁﬂ%{&
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2,3,4,6-#-O-(ZF AR A)D-A &R KBERETAR
BRIz BEMSE-O-FRAEREZIOREN - T A
ThA# BB AN _RTRFTXIBCLEREREB/B T CR &
B o

(3) 1-%&-2-(4-27 A ¥ A)-4-(1-F AL -D-8 & % %h-1-

%)-5-F AK-X

® #)1X

6-(4-T A ¥ X)2-FARAA-4-(1-FAE-D-8 & 8 %H-1-
E2)-RXTH
% BuLim & % (18.3 mL)+ 2 A % £-78Cx 1.7 ME R &

MR EL-R-4-REA-S5-4-TA-FE)I-FTAEL-X(G5.0 g)
T (40 mL)R THF(20 mL)P 2 A4 £-718CZ EZ &R ¥ °
78 5T 4& B nBuLis sBuLi# 4 tBuLi - 7% M & /w & & & ¥ 15
minfé > @ & & B 4 H H2,3,4,6-8#-0-(= F A &% %)-D-
HEBRGF(O0% 7.9 )N T BOmL)P 2 44 £-78C
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ZHER - LAE-TOCTHAESERBEH2hAMEELEERBE-ST-

AAMAK(00 mL)Y 2 1% 8¢k R &AM T 8T8 X RA
BRAM - RBAAKELESZABRIERY L KK

BL
M)  BREBKL  BRBHENTFTHEGOmL)Y LA F K

RS mL)AREURAEAMEIMIZIEREBEY - £
SOCTHAZRBHERRILEEESD S B M NaHCO; R 7

c REBRBREBABBEBDRUNTERLIEF - AKA
BAABABLBZRALLER(FEMN) - BRERLZ a5
BEW&itRED (=R T R/FELO>2:1)-

EF 0.5g(E%Hh1EZT%)

REZ > RETHAH23,4,6-w-0-%¥%-D-% & # % & 8 % K
2,3,4,6-2-O-(Z F AR A)D-§ & Hokp B R &ATUAHE
BRtbHzEMHO-O-FAE/REZ R AN - FTE
TABEBEAN R FRFPZBCLERE R EMHRF SR F
# o
K # X

1-58 -4-(2,3,4,6-m-0-Z & X -B-D-H HHKH-1-£)-2-(X

fETFE)X
NiEBEH#FL-I0CCATZRER=ZA/LHERS M9

mL)# m £21-82-4-(1-F AA-D-F BB KkH-1-%)2-(X &
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AP E)KXBT DRZTHEH K (9.1 mL)H = &K F 4 (35
mL)& Z 5 (50 mL)¥ 2 A % 22008 &%k ¥ - 1.5 hz
BB ERBEEOCCEEZARBEMNKRKERRE -
HFRERAMBEHOS h BRARBEELA LR LB ER
R BHEEBEMEBRBLEASCZHEREALSBRER - B %
B AU =R FHRGO mL)R 2 (9.4 mL)¥ » # ¢ & &F
(93 mL)RA4-— F A B AR (0S5 )R EHAWEERT -
LEBBEBETHRERBHEIShAEAA-_RFTREHZ - R
1l MBEE B R BERAHKRZRALBLEHBMNEIE - B i5E %
ABLERELEBDYURNEIRECEERRKZIAYD -
A E 678 g(EmMEX60%)
% #% (ESI"): m/z = 610/612 (Br) [M+NH,]"

LTS T HMN T XRERF
(1) 1-3%-2-(4-T A ¥ %£)-4-(2,3,4,6-m-0-2 & % -B-D-# &
W ok o -1-4)-XK

g 3% (ESIY): m/z = 622/624 [M+NH,]"
(2) 1-#%-2-(4-T % ¥ £)-4-(2,3,4,6-m-0-2 8@ % -B-D-4 &
okl -1-4)-5-F & K -X

132756.doc -73-



14772325

% # (ESI*): m/z = 652/654 (Br) [M+NH,]"
(3) 6-(4-7 % ¥ £)-4-(2,3,4,6-@ -O-T & # -B-D-% & # %
H-1-%)2-FAEL-XFH

o
% #% (ESI"): m/z = 599 [M+NH,]"
B EXFEZREAFBAM H6-4-THF A)4(1-F &
EA-D-HEMHmkH-1-K)2-FREA-RTFHEFTRER -
o (4) 1-78-2-(4-Z A ¥ K )-4-(B-D-% & Mok s -1-%)-5-¥F

ﬁ‘”‘
3 -

% # (ESI"): m/z = 468/470 (Br) [M+NH,]"
EXABRABRBEXFAEZRAFAZERL  ABBEREATE

it s M o
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X # X1

2- (288 F £)4-2,3,4,6-m-0-Z 8 % -B-D-& & # % % -
1-4)-X 7 B

AawreR#EHS - 1-8-4-(2,3,4,6-m-0-2 8 K -p-D-
BBk -1-E)2-(FRAATFT A)KX(5.4 g) R4 (1.0
g) ~ 4% (30 mg) ~ Pdy(=Z ¥ & & 8 );*CHCI3(14]1 mg)R w
A= F = TASOIl mg)ERZBRMK - BMESWETA
0.1%7k 2 L A NMP(12 mL)(& # * % so B N NMP ¥ Z # #)
BATBRTHRABFRAMEHIS he AL EBEHFER
BRERLODER BB AMAZRAERBER - LIBEAKM)
F¥MABEABRER  BLERBEBEHABE S -
AE T 4.10 g(32 % {4 Z 84%)
% #% (ESIY): m/z = 557 [M+NH,]"

xE LS HFTHERALETHAXINARAITHEZRZAFR

K 1 X11
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2-(4-Z A ¥ B)-5-F /£ -4-(2,3,4,6-m-0-Z & % -p-D-§
EExw-1-%)-XFH

LE2ISCTFTHRERHEHS ~ 1-8-2-(4-TEFH)5-F A %-
4-(2,3,4,6-19 -0O-Z & % -B-D-8 & M okh-1-KA)-X(1.6 g)°
F.46 48 (1)(0.56 g) A NMP(10 mL)# # 2 B A # #3 h- K
%o AMAKELEEBEIBRALRY - BARYVENTHRT
B (50 mL)¥ B &% % LB - 3252 (NaSO)E R L iR 4 °
P BB R GLLEERMWCETR/TLHB T E2:1->1:2)-
A 1.1 g(E%HEZT5%)
% 3% (ESIY): m/z = 583 [M+NH,]"

B Y FTHERAHERAXIRIFEZRAREH -
% 4 X111

2";% ? £'4'(2,3,4,6-E -0-% m&'B'D'ﬁ ﬁ ﬁ‘fﬁ%'l‘i)'
XYV
BERLENCLHE(AS mL)F 233%ERAME2-XEAE
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¥ 4-4-(2,3,4,6-w-0-Z 8% -B-D-H HHkd-1-K)-XF
B5(0.71 g) R T B EF(0.12 mL)®W Z B (10 mD¥ 2B R ¥ -
ASSCTFHRAFEREHONDEBEZAKSE P LS - A%
MZBEBEKERYPRERAY LA CTHKTERERA
BRAY  BEBEMNEBRBSELCZARIERYBLRRER
BB BHEBDBRUNTLEHELEB/ET KRS » Bf#d
BE N EEABRMDBASOCTHERFHAEY -

AT 1052 g(EHEZT%)

% 3% (ESI*): m/z = 543/545 (Br) [M+NH,]"

B

I
OH

K #1 X1V

4-ZAE-ZLABNE

AT E(45 mL)Y 225 METAEZZ B HFmEL-B-
4-3 &/ £ -%(5.92 g)N THF(14 mL)& ¥ ¥ (50 mL) ¥ Zz % 4%p
E-T0CZzERY - £2-T0CTHAFBERKLAF30 min> 2
B A ME Z B HBE(8.5S mL) BARBE-20C ARAA4

BEAKBR(AS5S mLYRE - #RERASHE—F B EE

B A sEAHRE -  ALEBTEZRAKMEALLEGR
M b2 ARE -  AESBHALALBRRARERIRIRAS
MBBRBYURFHEIELBERKZI AN -
AE 292 g(ERMEX60%)
% % (ESI'): m/z = 207 (Cl) [M+HCOO]
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24 8mts
RH (1) 6-(4-THE X 5)4-B-D-H HERKRAH-1-£)-2-F A
A-EZFH

M A A4 KkiER(1.4 mL: 1 mol/L)F i 27N F &8 (1
@ mL)& THF(1 mL)¥ 2 6-(4-2 %A ¥ %)-4-(2,3,4,6-w -0-C &
A-PBD-HEHKH-1-%)2-FAL-XTF H.16 g)F - £
TERTHEAREH] hBEEHE A BRI mol/L)¥ #» - B &
FHAERL  RABRBEMKERSBRABKD LA KT E
EERAIFALAY HBR(FEMNCEsZHEHRERY LA
BER R BEWMALILMEBYW(=RT /T B 1:0-
>8:1)
A E  65mg(EH A Z57%)
® % 3% (ESI"): m/z = 431 [M+NH,]"
LTS mBmmn g6 1REF
KH(2):2-4-TEHEFE)4-B-D-HERKRB-1-%)-5-F R
A-X T B

% #% (ESI*): m/z = 431 [M+NH,]*
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X6l (3): 1-R 5 -2-4-T A ¥ %)-4-(B-D-% & # % % -1-
#)-5-F&-%X

Pk E Y £2200TFT > B &FEHH - 1-8-2-4-T &
¥ A )-4-B-D-5 & # % %h -1-% )-5-F A - X (040 g) -
Ni(CN),(0.10 g)ANMP(4 mL)# 3 B A & ¥ % 2 M A B
A Zm#l he R S RKBERALHKTLEBEERAFR
bty BB (BN ZABRERMBLABTBR - #
& i 48 HPLC(YMC C18 » T /K )b iL Rl 140 -

AF 030 g3 %A Z85%)

% 2% (ESI*): m/z = 415 [M+NH,]"

RH(4): 2-(4-THFA)4-B-D-% H#kdH-1-5)-5-5
E-XVH

£215CTF @ #2-(4-T % ¥ &X)-5-F & % -4-(2,3,4,6-m@ -
O-Z 8B A -B-D-H H#okoh-1-X)- X ¥ B (0.80 g)R w4 B
BB (9.0 g) bl he A ERBEEIEL oK

BERCCEELEERMGFER - HBEMgSONEBEELZTAR
ERHALBBBERER B RBHEN FEAO ML) B
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4 M NaOHA B & (22 mL)RE - £ EZBTHREFRHEHI
G141 A B8 (4 mol/L)BRL - B A B IEEI % > AL

B LB X RAEBY  HUBR(FEN)LBLSCZIAHBAERY L

A E B o B 48 HPLC(YMC C18 5 T B /7K )4 1t H &

4 e

AE 0.25 g Hh 14 2 46%)

% # (ESI): m/z = 398 [M-H}

X6 (5): 2-(4-25-FH)4-B-D-H &R %H-1-5)-XTFTH

A ¥4 s ~ 48(10 mg) ~ A 1L42(0.12 g) ~ Pdy(dba);*CHCl;
(42 mg)R m A = % =T A4 Q26 mg) A TR M AFH
EREARAT - K1k > SN 4 4H0.1%K 2 B & NMP(2
mL) % 2z 1-38-2-(4-2 % ¥ %)-4-(2,3,4,6-w -O- ¢ # % -p-D-
HEH Bk -1-%X)-X(N.0 B AZE B TH RS HHKHFIB
he % » A LB TE @ BIEMFRAS4H B A NaHCO;k
BERAMBIEBR - B BEM)AERBRE > REBREH
BB AL ENFTENAO ML)Y - FmMm4 M A LHF KFR
CmL)EEABEBETHEREHL h- A1 MER $HF
RBABETE  RALBRLEERAZKY  BHRBEMALESR
BAZEBRDELRERBRER RO BEHLLEKDY
(= & F 5% /F 8 1:0->4:1) -
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AE 051 g(EH1EZ81%)

g # (ESI"): m/z = 401 [M+NH,]"
FH(G6):2-(4-FAE-¥5)4-B-D-H BB AKRBH-1-£)-X
¥ B

AR~ 2-8 F 4 -4-(2,3,4,6-w-0-2 8% % -B-D-% &
Mook vk -1-%)-KX F B (1.78 g) ~ 4-F A A -X A B & (1.00
) HEE4w(1.85 )AMA BB K23 1IRASH(22 mL)K
BB ABAAZIBR LAEBTHRAHEHES min> 28
R A AN - MA o = Rt (30 mg) A &R
BEERETHERERAMBEHIOh - BHBEREGHABRKS
A RLHBLEER SRBMALBLEASZIERY LR
BALER - BARELENFTEQI mL)Y EA4 Ma A1t
FAERGBSMLAE - AR BRBETHEABERRHFL D

i Al MB&E v/ - FFEASL BHEZHKRYARK
REBRALALBLEYER  SHBEMNLEBARKEIAFARER
WBABLREE wBENEZGH(=R T HK/TFE1:0->8:1) -
AE 1091 g H @2 T6%)

% % (ESI'): m/z = 413 [M+NH,]"
FH () 1-R-4-B-D-H H B K H-1-£)-2-d-T R E-F
£)-%
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16 4 4 (7)T A # b 4% # WO 2005/092877 + A it = & 41
128 ® # -
K (8): 1-£-4-(B-D-# B # &k p-1-%)-2-[4-((R)-w & *%
w-3-AAE)-FE]-X

Cl (o)
SUGAS:
“"OH

OH

164 4 (8)T & # b 4k H WO 2005/092877 % £ il 2 & 412
KRR H -
KH(9): 1-8-4-(B-D-%) & B % -1-5%)-2-[4-((S)-W & *%
w-3-AAE)FE]-X

SUSA;

OH
16 4 4 (9)T A #] 36 4R 48 WO 2005/092877 % £ il = K 413
REME
KH(10): 1-F £-2-[4-(R)-w B % H-3-BRX)- ¥ 5]-4-
B-D-H&HERAKB-1-%)-%X
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16 & 4 (10)°T % #] 3 4% #5 WO 2006/064033 F £ il = 4
2k Bt -
K4 (11): 1-F £ -2-[4-((S)-w B %% -3-B A %)-F %]-4-
(B-D-#H H &k -1-5%)-%

it & 4 (10)7T & 4] 3£ 4R 3 WO 2006/064033 % f7 il 2 F 41
3R H M
BEE LY

SmmEEREMAL  UATEHFARAAERAZIERN HE%K
wh ARKZEITAWADPP IVH H Bl 280 HaBiEdz
EXZER - FHERTERODWZIAATRBIH B AE
482 % B € (federal Ethics Committee)® B B & 3 /7 # 4 #
v B
;- Rl

BREBEE T HRRERTHE OB & & M Zucker# & 5
M Bs B (ZDF) X & (ZDF/Crl-Lepr™)i#t 47 0 R & & # & % &
B HBENRALBEFRTLEN Ak - oRBEAaBTE
B BEHHHdH L BEBEARIL(BEAN=S) R Saf
ZERBoKRAZEHHEH(EZA3 mM HClLA 0.015%
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Polysorbat 8089 0.5% B L A BB F K BRI AL HER
hoh AR K Z XA Y RDPP IVig#l B e B B L ¥ & %
o AR K Z XS A EADPP IVip Hl B 244 - 22414
Mz E30048 EHHELOREE®E B T2 gk
NEBAaMAIRZTIEEI0N4E -~ 6004 >~ 9004 R1200
> ERRNLRFTZ oM HEBIHHEFERER
HEHEMAUCR E16 - HEBERFHMHELSEM LR - A&
SARHSA-RARZETHBR oA T HEAI KT LE -

BREEFAHBLY - "{bAS A" AHDPP IVip #l # 1-[(4-F
ook o -2-A)F £]-3-F A-7-(2-T e -1-%)-8-(3-(R)-%&
%-kex-1-A)F B4 BHEAH] mg/kg- LS HBBH LR
Hkcg ARRKRZEXTAEHO) FEI-K-4-(B-D-%) & #
Ul -1-4K)-2-[4-((S)-w Rk -3-FA R KX)-FA]-X > B E
%3 mg/kg - 44 A+BA 48 F & & 2 % DPP IV &l &l £ 3%
BHHIBRBARRZEXTA SRS - HaFEHELE LS
AR TAHEAHBAaYPE  AbAHNERLIHPA
# o~ N B X F F (* 0 p<0.05 ; ** ! p<0.01 ; *** :
p<0.001) - DPP IV #| Bl £ & &H # B B B K 56% L7 &
BB EABRRZIEXTADEDHER RIS FMRS51% - bas
LOoORAHERFIHARTEDERES B RB4NE A Y
ANEBEEE LY HRAUCK R A A %t S 882 M -
%= F#H

BREZE K6 > H28EH200 gty 75 R % M 4 M4 Sprague
Dawley XA & (Crl:CD(SD))# sTu R H & At 2 M B K - #

132756.doc -84 -



14772325

HENK ABFLENRIKL oBEAAaBtER > B4E
B B AEIL(EAn=S5) Bk S8 ERE
oMz BB B (4 A 0.015% Polysorbat 8049 0.5%% L
AB e EKBER)VA G FLHERRBAEARRKRZIRXITEY
ZDPP IV B B B XL HEBRBARKZIXITAED
@DPP IVip #l Bl 284 - L AILS- YR FE30048 > &5
Bt oBRHBEEATQek)) HEBETHBRIRKRP
309048 - 60948 904 R120454 >0 SRIAN LR T Z
¥ HEBEBEGHERELHNHHBAUCR T4t - &
HoAFHEEISEMER - b FARARKET SR
B e

HRERTHE2Y - "LAEHA"BALBHEBERBEARKZ
XA MmO FELI-R-4-(B-D-5 & # % % -1-%)-2-[4-
((S)-m R kb -3-B A K)-FA]-X > A3 mg/kgx # & &
#1 - DPP IVip % & & 70 51 5T X 0.3 mg/kgZ B EHR A - &
mA Y BHIBRBAEARRZIEXNTAEAEDBEBEIFN TRA
MEER S P2ZHERRAZIHE LKA - HaHKHBEL
FHARE TR EAHRBREaHPREC: p<0.05) . & FH H#
R ARKZEFADRBD N THHNER BB EL FAK
21% R 12% > e R A BT L EBELA AL T ZHERERE
At LBENE B SA A RIDIEEATHARXNTER
HmESERS0% B H B MAUCK B £ A %3t 2 8 %
Moo
=8 #
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ER=ZFHF ERAEXAE ZBE-_FHBRZE
BREE - BBDEABRBARRKRZEATAEADO) BFFI-A-
4-(B-D-# & Mok oh-1-5)-2-[4-((S)-m Rk -3-FK A K)-F
A]-X 3 mg/kgz B E &/ A - DPP [ Vip & & & 4 5] 7T 21 10
mg/kgz Bl &8 - AT BGHHIEAKBARAZIR
mAapRBRITREBAEERETIBERARZH T —
RZH - LHREFTHEBEIT AT ILEMA"AZEN BB
o AR AR Z AT A M9 Bk ME LI & FIRE T
HRHYBEahPREC: p<0.05) - B H H B KxH A RAZ X
HADR BRI TN EHERESEMR2I%R16% > #
KREZTLEEBEBRLEG D PRBRERBEA LT EHRE
Mo tta b A RAIEEATIHMARXFIFERNEREL FK
51% BN HEBAUCKE R A A St S8 E K -

[(BXEHERA]

1B o R EHETLTHARAEBZZIDFRAATZIREN
HEBMAUC R FH W AEBLLLEHA EBHLESHBA
bbb AL S Bz ab RERK -

BRTomBHBAEALHBRAKLIDFRAFZITREN
HEBAUC R v A E/LLHA- E/BEDIFITAR
It MARB DI TZEBERIER -

B3R ToRAIEBALTHBARXAZIDFRAFZITREHN
HERBAUC H I DA ERLELLDA E/HE/LIITAR

Lo AR BT I TZHESRIER -
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$0971313245% $4) $t-%-
4 @X¢a$ﬂ%@§ﬁ$ﬂB#53)

- hERARE mgagg;//

1.

B EEAN ROLEAEBARBARKZ KA
# o 1-8-4-(B-D-8 & # ok vdh -1-%K)-2-[4-((S)- @ & %k * -
3-R A A)-FA]-X . ADPP IVir#l & > 1-[(4-F & -5k
H-2-K)F K]-3-F A -T7-(2-T H-1-%)-8-(3-(R)- & % -%
4 )-FZA o RAEABE2L LTRSS 28 AR P
BHHIBEARBEABRRZAEATAYZE H2.5225mg» H
+ % DPP IVip 4 # 2 € 5052 10mg» £ P Z L& HH B
ok IR A 2 K474 R ZDPP IV 4] & 14 4 & & B &
o BAEY R B Rttt RAN»ORZE BN
;‘o
WwiHF RBEI2E 28464 L6 45mg- 10mg~ 15mg -
20mg ~ 25mgx S0mgx Z & H H R kb ARNKZ X474
v/

B RBE1IxR 245 Hé4Img- 2.5mgkSmgx
% DPP IVip #| & -
— W F KBEIZ3FE—BF2EB 200 ANERER

AEEXEEZ2EBARZEHGAR

FRAEIzZRAR AP R B X ALEHEAERE AT
EHxEBRITHBIZRRFZI—REFEHER L E - EH
ECPAEBMEREHERESNEEE -

Wi KBEIZ AR AP ZELZAERAUATHRKT Z —
#-mEXSEHEYMER
(a) ZH o BER0FHHBLREKRMNILIO mg/dL ;

C132756PBX201405C.doc -]-
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(b) & R HHBENRANI40 mg/dL ;
(c) HbAlcfa % # K A 7 6.5% -

7. W KA6ZAR  HYTHABERLFHIIRREKX
125 mg/D1l; 3 HbAlc% » % K # 8.0% -

8. wH KB4z AR HFPZLEFAHALEAAXNTHRRKF X —
£ - R g - HR=HRLeyERE
(a) R BEE ~ WM E B/ BEINEERE
(b) =8 H s iR 2 F>150 mg/dL ;
(c) st & % 2 HDL-FE Bl 8% %o % 4 & <40 mg/dL & # % &

# 2z HDL-J% Bl 8 £ & 5 & <50 mg/dL ;

(d) e %4 £ B >130 mm Hg & 47 5%k &« B >85 mm Hg ;
(¢) ZH & #% 4 £2110 mg/dL -

9. 3 KB4 AR A ¥R EH AHH = F %N
(metformin)E &2 A 2 2 R/K AL BB & F# = F 4%
i N I

10. ko3 KB4z A2 > A ¥ 3% 84 A ASGLT24p 4| & = i& 47
B kxR AL AT BB -

11. w3 K BA10Z Ak > £ ¥ % SGLT24p %) # A 1-& -4-(B-D- &
H#okwm-1-4)-2-[4-((S)-mw &k -3-A AR)-F A]-R

12. w3 K A4 A2 > B ¥ 3% 8% % ADPP IVig#l & & 47

Bt NARBEAMEMN B ER -

13. ;w3 KA 122 A2 - £ ¥ % DPP IVip 4l & A 1-[(4-F %-
ook o -2- R )F K ]-3-F A -7-(2-T B -1-4)-8-3-(R)- %
Aok ®-1-4)-K R4
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