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TR AR (mg/mL) afErE (B RoFRB)
7K >100 PSSR
X ) —) (99.5) >10 A RSERR

AR MEITRR D B HL7R0,

B 59 150°C

pKa=17.6

1.255

[1-F27 % ) — /K]

FREREE (o] 22,0 - 100.4° OKIAIR)

BV T T DR RS FICBT A EENE

RS BRYE

IRABIL A~ MARERE (RAED U O LEEAITE T ATR 15)

EEE

kv~ 777 4—

K mlrats | meme | RS G
O R A
EHRAFRER | 25°C/ 60%RH | 7V37 34— b 361 A HEHNTH -7
IR | 40°C/ T5%RH | 737348 6% H HBNTH-T-
50°C/<30%RH
S 50°C/ T5%RH | gy X .
IR | o caompy| RO 17 A BN TH 7
60°C/ 75%RH
o . , 1205 lux ‘h
NN =v=—3 20 (Y= ﬂé/j’lt N 5 S -
e EMERER | *)vIvT e 2 59200 W h/m2 BN TH -7
BIEEE : AVBL. RRB. FRWE., wERRE, GRel




V. RAICEYT HIER

wv-1. Hif
(1) FRORX 5 KO XA : g2 (EHE)
(2) HENONER MK Hiks IEH e Z 7Y 7F 2 50mg
PEIR Hta~EE A0 T EEFRA D OFEE
,\ //\
e [N] Q) @ ——
N ANV 4
KExX (F) B 8. 0mm EX ;3. 6mmn E& : 0.20g
3) #Ala—F NVR FB
(4) HE|DOME A=A
(5) Znih A=A
V-2. HEIDOHEK

(1) Ay (EHER| Ak 0EE
D) OEERVEHEM| 1&ERICEVLE T Y 7T 50mg 25 HT D,

#I
WA
tro—2 HEE, TSV a— Vg F N) T L ATT Y Uik~ TRy
AN
(2) EREFDERE R L
(3) B2 AR
V-3, BRNBABEOMERE | 4L
UEE
V-4. Aff AR
V-5. BATHAIBEMDH | SRR, KRG EY . BRACERD 2 EOERWENIRANT D RN &
5 I %,
V-6. HHEDOEFBEHTIC T 7 T §E 50mg D% E BRI
BTSRRI i gt | wmpie | REIEXE L g

A\ o5C  |PTP+ 7 b S
raRERm | 200 [Ur—UrR| 36 4 A |BUENTHT

U TF LR

PTP + 73

o 40°C o o 5 -
) PTP + 711 3

W AR 50C vr— LR 3 » A BN TH o7
JxzF L R

NI =g VIREa ﬂ?ﬁ/ Ve 3 12073111)( 'h\ S .

HWEEH : SMBL BigE . WM, Ko, S8R E
*RYTF LU AT v1g AV




Iv-10.
(1)

(2)

)

(4)

REER LIBARED
RE M

&l & DEREEL
(MELZFEMEL)

ptanbicd

% 2%
EENBELES -
Q. ARHBEY
BE - AEIHT D
14

ag

P

BHROME

- BlERHSNOAHM

|

. EDih

EA=RAA
[XII-2. OO EEE ] B8,

H R HEERTE (O RAiE)
FBRE © 0.01mol/L HEMEFR 1000mL
[Bls% : 50 [Al#R/ 4y

YL

=7 78 50mg : 100 §E [10 &£ (PTP) x10]
420 #€ [14 & (PTP) x30]
500 & [10 $ (PTP) x50]
500 & i, /7. AN ]
1,000 &£ [10 &£ (PTP) x100]

AL LR

PTP @t : RV k=R Ve =0T TAI=UA{HE

E TV ITIR— D

Mok ARV FLU (TAITIFX—bF 74 VATHAZY—1 LT
W3)

MR L

MR L



V-1, ShEEXRII#E

V-2. FEEX IR IZERE
T HEE

V-3. RERUHEE=E

(1) RERUVAEDHED

(2) AERUVRAEDRE

g - R

RZERUVRAEICHEE
THEE

V. aRICET S1EHE

4. FMEERIEFHER
2 BUMEPR IR

(FEER)
ENAOEERRBRICI T, AL, EEREOA T+ RIENELN
RN 2 USRI EE . W ONCREFRE, BEEEICMA TALR= Ly LT A
2R L TH R BN G 2 AUBERFBBRE ISR L, HbAle, Z2fEHE
MBS} OV IUBE 2 RG22 454 & U 7= b TUEIC B W TEN - A2 N
BOONT, T, BAEL R LF= LY LT & OERABEO VT
BWTH, 52 BB OEMKEG CREZIMEED > b o — U 3fRr S, etk
WCRIEITERO Bz o7,

ZO%,  TRRO MR TEROBRM T IECBET 2014 KT A4 ) CER224
7H 9 HAEARAI 0709 1 5) IS, BRCHFHORNRERN R &2 B L <
WD AR = LT LT HUNOREGFOR O MERE TR THHLE T T A RRHE
K, FT7IUPUREH, a- SN a s F—PHEA WA R A UME
A & DOEOEAHGRBREZITV., S DA & O PERIRED 2SN R OE
PHPENHER S U, AR OBEERNRIT (2 BUBEIRIR ] OHOFH & -T2,

e, WERGEHRIERRABREZER L, 1AV EOFRABEEOZEN N OE
IMEDHER I TV D,

5. MRERIIHRICEET 5FE
AR OEM L& 57> COBERFIGMDIEAR T H 5 RIHE, EEREL +
FAT ST ETCHRDBAFT DG ARIIRY BESTH &,

(f#35)
2 RUFERIA O ARG IR FIRE, EBRIETHD Z L bRl LT,

6. FERUAE

WE. RAIIE, EAE T Y TFF L LT 50mg 21 B 2EE, oo
547, B, BEOIREBIZSEUT50mg 2 1 H 1 EEAICHEEGT 52 LR T
x5,

AIOENERIKRBROFE R D, BRI AN L ZEMENHER SN2 50mg 1
H (], %) &EGE2@EEROHES Lz, £/, BFOREBIISTT

%N
H 2
MEFENRELZ2DE 9. 50mg1 H 1 B () &52HE LT,

1. BERVEEICEET 5FE

HEERE DL EORBEREREE O H 5 BE ULENT H ORI R 2BE TIX, A
FloMmFREN ERAT2BENBHDDOT, 50mg = 1 H 1 BIEIZHRET S
Y, EEIZERSTDHZE, [9.2.1, 16.6.1 ]

(fRE5R)

WESMZ 30\ C A FE S O B e bR AR L2 2 R 50mgl A 1 a5
TOBKRBREIT - IR, UeZ B T U CARAIOF MR OV 2D R
S enn, PEED EOBHRERE O & 5 BE ILETH ORI B2
BEICRBIT A ARKIFK G ELE LT50mgl H 1 HIZHIEI LTV,



V-5. BRERELIE
(1) BEERT—%2 /Ny — )
D% © : FHmE R, OB &R
R B *G (1% i ERHX Sy
1101 (EM) Y |[fEEERR A (40%1) B, 2otk HERORE ©)
1102 (EP) 2 |[fEEER A (941) IEIRE, RN, "eM, KEROES o
1103 ([EPN)4®  |2RUpE RS A (2841) a K7 VR—R L OHAZEEICBIT pEyEhRe, K, 2ett o
1202 (EPN) P |28 RmiE (29161)) @ | AERE, 77 B ARRB - EERE, 128 B ER N0 BS ©
1203 (EPN) Y |28 R EBE (626]) & | AR, 77 bR _EEREEK, 7TAMKERDEZES ()
1301 (EIN) > |2FUps R (380%1) & | EHR —mEMILE:, 128MMERAOKRS ()
= = 7 ;‘J_\ e = 5 ] &
1303 (PN |28 R iE (23961)) & | AERE, 77 B ARRB_EERE, 128 ER N BS ©
1304 (EPN)®  |28UBE RIS RS (15761) ab | H L O AEEESE G, 52K ER DS [©)
1308 (EIN)4?D  |2TUpEIRIE RS (24561) ¢ | PEAMIEENE S, 52l MER D &5 [©)
2101 (M) 2 |BEHERR L (4451) WENRE, HEROES ©)
2103 (53D |2TEE IR R E (1761) 77U REOPRBSICEIT ARy EIgE, 2otk O
2104 (MF54)32  |2BLEFRIE FBE (1741)) B A B v OFFRBREICRBT 3 ERE, et O
. SRR R N O k| BRI E R 1T A3 EhRE . 14 H I ER D&% 5 O
2115 (#E4h)4® A (96f)
2201 (SO | 2T IR BB (6341) SRR, SARRERA®RE ©)
2207 (ESL)3Y | 2TBEIR R R E (16451) A 2 L OGRS D EyEe, ek O
2325 (s |fEREEk A (1361) MpEhee . HEIRR 0BG TR RS
2331 (MEsh)2D (R A (2261) SIFUNE OB T ARy EIRE, Aok O
2332 (MEh)30  |fERERk A (2061) CIX L OB T ARy EIRE, Aok O
2333 (ME41)2Y  |fEFEER N (1661) T 7 )l ORISR sy ERE, et O
2334 (E41)29  |fEFEER N (2461) VUNRRAEF L O ARG AR ENRE, etk O
; 12 PE TS BE R o 3 M OV | 1B MEATRERERE B B B ) D 3 Ete, Bk n &5 ©)
P )
2336 D' oo X (22)
SRERE B M B R SREM B [T 1T B 3R ERE, Hilalk
9337 (A %%%E) F R OVERERL| BHEREREEBF IR 2 pEhie, HARR &5 o
9344 (A | B2 (4141) @ %ﬁ%yxuyﬁw%mﬂﬁéﬁﬁ\mﬁﬁﬁ@ﬁu&ﬁ\%@ ©
2346 (HFsh)15) |2 RIS FRE (1861)) W OBEPEE K9 BB, HMulkOo®&ks (©)
2352 (MEFh)10 |2k FRIE s (1841)) f A A REEEMEICRIT A EH, 6 lFKER OG- ©
2353 (MEFM1D  |fEREER N (2451) REOME, HERORS ©
2366 (E7M2D  |[fEEAL A (34/51) PNV H L ORISR SR EE, etk O
2367 (EFM2D  [fEERR N (2141) T APy L ORISR pEyERE, el O
9368 (L5119 ﬁﬁ%&@#%%ﬁ‘Mo%%%&U%%%%mﬁﬁé%%@%\i@ﬁu&ﬁ [©)
23137E1 B RER E A OF BRSRERRE BT 5 7 T AR R _EERAR, 52 M X O
(ME4h)50  |2BUpEIRYEEE (37761) 1 | ERO#KES

& FEHRE  EBRIEOR T = > b a1 — B3G5 TV R0 2 BURER S
BEHPRL - IR A AV R =Ly L7 FIBRCIRE = > b o — L3 G H A TR0 2 BRI B E
% O IBERE T 384 IREE L Cuview 2 BUBE SRR B
RHRIE L EERIE TR = o ke —Lh3

b
c
d

LA

BNTWAHEE, NIA RRAI L OEETIIa Fa—3 55TV

BERIEE ONEEEE T = e — ARG TS EE, XI—EEDA MAALIVED (L) ANVFE=LT L
THRIOEEG T3 5 AU LR ho— L &N T EE
WEILA R P REEZT T RWEE
BEERE - EIHRIEICINZA AL, FTYUDUAL a7 3T X —EBIREAN Q- GD SULEE A R U R
HEH] (77U = R) OBMEE M= > b — LR35 ST 70 2 B R iR
A MR ARG TR Fa— U RNEE LTS 2 R RE SR E

RIEHE, UTFERRIRFEE CIE = > b e — A B SN TV WS B ST B O BHERERE E 2435 2 B IR I%

BE




(2) ERPREREAER

Q) AERGEFRHER

1) EEES5EER (1101 8) V)

R R AN 7 40 Bl &2 x5z, X 7Y 7F 25, 50, 100, 200, 400mg.
XIF7 7 REZHERAKSLS L, ELE 7 7Foorett (FEES, K
R, DEM, N ZY A ) | FRENRE K OSSR FRR E RET Lz,
BERE 40 B 9 1] (22.56%) 2 13 FFOAFEFERNFRD b, 2 HILL LIZHREL
L7z EFELT, bR s 7' Y R 5 61 (125%) . 7 7= 73/
N7 VAT =T — BRI OMEEMGIERS 2 61 (5.0%) Tholz, EAFT
U7 F URETIE 30 Bl 6 B (20.0%) (2 9 1. 7T EREETIX 10 Bt 3 4
(30.0%)C 4 FEFRD HALTZA, M GO EFLORBBR, HEME, BB -
T, i, BECEIIRO N, EAE T FFUHORERES
DOFBLRITHBIKGE Lie oo, BRRRE O MK FOMRESOEENEA &
UNA Z YA o OEENT, AN EBOHHANTH V| RIRESOEMEN &
OFHIE B OZET, IR b TH R ERERWEE X ST,
R NS I LEAVE 7 ) 7F o 25~400mg % H[AIFR 05 L 7-FFD %22
AMEICEIT . ARMRRFTH-o T,

) ARAIOHEGE STV D ZRE TR T2 ABERW | . HIEKOH &
X DEE . AR, BT U FFo L LT 50meg & 1 H 2 [\,
AR OEET 5, B, BEOREIZS T T 50mg 2 1 H 1 [\FIC
BHTHZENTES, | Thb,

2) REZRERER (1102 HE&x) 2

TR AE 7 9 Bl axgic, EAF ) 7F 100mg # 1 H 1 RIXUTT T &
R 10 BREIKEROEG L, EvE 7Y 7Froieeit (FEFES, BER
., BB, LER., NS XA v R | SEYENRE KOS )
BN R 2 st L7z,

BelrRE 9 Bilrh 3 BT 5 MEOBEDHERFRINFEE LI, EALE CIHE LT,
KT ) T F URECEE MG 6 Bl 3 B 5 B L7-A, ERRINIZIX
MR W SR S iz, BERRRZ CI A Bk e & CHREMERIPH ) © OB PLA TR
DO, AHEFEGR UM SR MGTEZ FRE . BRI & f)
Wr sz, IRfAZL (BAGD) . WGERImE (SZ47) | AR (Sifrn) CEG#%I1C
BEPRFEO LN, BERMICEWRA S 2L CTlidn <, DERICEE T IX
BB o T,

RN B I LELE 7Y 7FF 2 100mg % ik 5 L 7R 22 2P [
BT, BRMIIREFCTH -T2,

) ARFIOAB STV DRIEEUTZI AT T2 BUBERp | . AEROHE
WX D@, AR, EAZ Y FF L LT 50mg & 1 B 2 [|lF],
Ak OET 5, ok, BEOIREIZG U T 50mg 2 1 H 1 [[lF]iC
BEHESTHZENTED, | Thd,

MR L

<BE>

[EN 1101 AR Y 75 DPP-4 [LENERFFHGET 5 1 B 2 BF G2, ey s
V7FUBN bR hOZEIERTEHIEEEZ O, A 2201 B
10 5 HEO ER%EZ 1 B 100mg & #%E L, BARHELEAE - AROBFHIHW
DR - A, 10mg. 25mg X OV50mg @ 1 H 2 [m#EE- & L CENHERE
AER A I L7, ( TV-5(QRFEIRER ] OIESIR)

W) ARENOEBI N TV DL TR T2 BUERE . AEAOHE
i TEHE., A, EAF T Y TFo L LT 50meg & 1 H 2 [HF],
HIZEARET 5, ek, BEOREIZS T T 50mg 2 1 B 1 [\F]IC
BHTHENTES, | ThhH,




(4) 1REEHIEAER

1) AR

1) BERTORAEHRTEAR (1202 E) ¥
H# ANERIGRE L3S L L TEAE 7 U FF ooz &

TR, wetEt, IR ERE LR L. HEX
etz R %,

BT A v | ZHixdtFE, T oAb, “EER., 7T BERGR. AT
FER] His R
x5 2PN PR I3 FE A 291181
TR ERIUE | NRED S A T 92 R R
- 20~ 755
- HbAle (NGSPfH) 6.9~10.5%
- 72 BEI M 2 70m g/ d LA i
EebRAIEUE | - VRDEEIRIE . QURPENE KR B
< DR ZE R
*NYHAD 7 7 ZAMXUIN D 9 s bR 2244 5 B
BRIk EAZ 7Y 7T 10me. 25mg. 50mgXiE7 TR E1H2
{128 M5
THFHIEEE | HbAle (NGSPfE) OX—ZX 74 b OE(bE
fif AT 718 B INME D EFRAT R R 1T R OfEAT X R4 (FAS) &

L. ZeMoiix G132 STt 2 4EH (SAF) &L
77

[FEEEMGE A ]

FHEEAM TIE, HbAleD KK FEMIFIZE T HRX—2F A
ENDOELEICK LT, SBHE L Lﬂ:&“ff&(}ﬂ@ﬂz

HAERE L L TR_R—RA T A OHbALCHE % & T 245 By #r
(ANCOVA) #HWT, EAZ TV TF o ORZEEROT T
TARICKT DAL, PABGEFIE TR L7Z, & D,
FREFEONR—R T A A D DB EDIR/N T T, 2
HEOENEDES D F/N %¥i’7 7205 D 95 % 15 HE X
M, ROpfEzEHH Lz, BREITKT 5 HEAKETHEHEE%
E LTz,

wER |AE

HbAlc (NGSPfl) IZE V&7 U 7F U EHGRETITN—2R
TAVUMHIETL, 77 B REG5HETIT0.28%EM L7,
HbAlc (NGSPH) DO_X—RTA b kel D24k
BOREMZER/N VY (BEERE) I, ey 7 ) 7
>10mg 1H2[F#£-0.82 (0.096) %. 25mg 1H2[E#E -0.95
(0.096) %. 50mg 1H2[F#E-1.20 (0.094) % TH Y. &1k
BIIWTHOELE T FF oML T 7RI TEH
BEloKk&E < (F3Tp<0.001, ANCOVA) . e Z T YT
F OB L THEI LT,

T3 tRMBEEREKHAR (1288) OfFFE

HbAlc (NGSP) (%)
BeHRINHD

R TIeREDE
TSER 0.28 -
ltazzaﬁ U 7F10mg —0.53 —0.82%
fé;%y U 7F 2 25mg —0.67 —0.95%
fH};% 7V 7F . 50mg —0.92 —1.20%

#:p<0.001 (FAFNEIC XV BE DL EMEZ TH)




ELNFTYTFUoEIZEBBESLIZEED
HbAlc (NGSPE) D##

8.47
7.99

744

HbA1C(%)

6.9 4

6.4

-2 0 2 4 6 8 10 12
1SR GE)
O-v 7Y FF 10mg1A2E A EALZT ) FF > 50mg1H2ME
WLy 7 ) TF 25mg 1H20E @7 TR
BN TSR] (BRYERRE)

NGSPfHE : NGSPf(%)=1.02xJDSE(%)+0.25 & ¥ #a &

etk | BIERRBLEE CREEIE) 1L, ey 7Y 7F 2 10mg 1H2
[IRE12.7% (9/71) . 25mg 1H2[IFE12.5% (9/72) . 50mg
1H2[IFE15.8% (12/76) . 77 ®AREE15.3% (11/72) TH
D, IR LR REWI o T, KIIEE
DOIRBUT, EAF 7 ) FF 2 10megl H2[A1EE4.2% (3/71)
25mgl H 2 #£ 0% (0/72) . 50mg 1 H 2 [A] £ 2.6%
(2/76) . 7T EAREL1.4% (1/72) ThHh-oT-,

) ARFNOEFE STV D RRESUTZ AT 12 BUBERP ) . AEROVH &
i TEHE. R, EAZ 7Y FFo L LT 50mg 2 1 B 2 [HF],
AR OEET 5, k. BEOREIZS T T 50mg 2 1 H 1 [\F]IC
BESTHZLENTED, | THD,

10




2) 2RBRFBEERRE LERN_SEREEHHER (1301 FHER) °

H &Y MR RE /R L LTCENLE T TF U R T Y R—
Z O MFER T 1EHA ZHbAle (NGSPIE) DAL & % ffE b
L CHGES 5,
BTV A v | ShiRIEE, T o2 Mk, RS, T REERGAR
BOES 25U R Jpi FR S 3804l
FRBERILHE | FRLO S A 7o 92 s R R
« FEHR20~T57%
- HbAlc (NGSPfE) 6.9~10.5%
- ZEREREIMNE270mg/d LA i
EebRAIEUE | - VRDEEIRIE . QURPENE KR B
< DHEE RS
* NYHAD 7 7 ZMXUIND H > 1 PR EEHT 5 HBE
bR 1A X 7Y FF o 50mg 1H2[E], IR 7 U AR —20.2mg 1
H 3[m] % 12 [ #%¢ 5-
FEFHEEE | HbAle (NGSPIE) OX—ZX I A4 Vb O bR
BIKEEMRIE R | Zefigms ikl A% fkEorr RE 72 &
AT 715 D EMAT S REMIZFAS & L, 22t o i £

SAF ¢ L7=,

[ E A ]

B EEIEE O HbAlcD R — 2 T A U inb OB EIZK L
T, BHERELAOMIELZ (EREMZOFEG) 2R L, X
— AT A MEER LR L Lo (ANCOVA) €5
NERWTHINT Lz, £RGHEOHbALcDRX—R T A )
b OB ED /N R, ERERE, KOS EEM O i
INTIREHDFE (ENVE T Y TFURE—R T Y R —ARE)
EEHL, ZOMmM95%E#EXM, KOpEz ki,

(R G B ]

AT R EF ZFASICRE L T, FEFMEA &R L
ANCOVAE T /L % AW Tt L7-,

TR | A2

AR R O HbAle (NGSPH) OX—ZF A b DA
b/ VY (R ZE) IX, ey 7 U 75 B
0.95 (0.04) %. RZ U AR—ZFE—0.38 (0.04) % Th -
Tmo ZBALEOBMEIEN X T ) TF UR-R 7Y R— AR,
e/ TR EVERZE) 11X, —0.57 (0.06) % T, &5
HHECTARBRENRD bIL (p<0.001, ANCOVA) ., B4
7' 7F 2 50mgl H 2[4 5- DR 7 U R —20.2mg1 H 3[A]#
HATx T 2R S T,

EERBE_SEREEEER (1288) O#FR
HbAlc (NGSP) 22 RE IR I B M2 ) fE
(%) (mg/dL) (mg/dL)
BLRD R7 ) R— BEHINE R Y R— GRS R R—
Ok ALOE OFKRE Alo oBkE REoE

RTYR—Z  —0.38 — —17.81 — —19.79 —
|ViZ /A . . .
7_{/5(7)7 —0.95 —057% —24.06 —16.25% —51.50 —31.71%
¥ : p<0.001

11




ELVETYTFOoRFRT VHR—RZ12BMKEE LIz E
MHbAlc (NGSPIE) DEFE

84 1
o] %ﬁ—ﬁégg 8 3 8
G 74 --
% 6.9 1 \“---\%_____7___-@ E
641 ‘ T ' ‘ | I
o ‘&5Hﬁ(g: o

o EAXZYTF 50mg 1H2MH /TR (BEYERGE)

o; ARZ U AR—A0.2mg 1H 3[H

NGSPf#i : NGSP(%)=1.02xJDSfE(%)+0.25 & v #at

R
i
=3

BIERH BEE (BHAGE) e vy 7Y 75 8t
25.0%(47/188). &R 7 VU R — A F£40.6%(78/192) TH v . &
T U R—=ABETE NPT, BRI LE 7Y TF BT
RO LT, A7 VR —AFET0.5% (1/192) BDH B
7.

3) 2RPERFEEERRE L-EN_FHRLEHER (1303 8% 7

H &Y QRUPEIRIFRE Xt L LC, EAZ 7 ) 7F 12 %5
BpoD 77 2 RICk4 5 EBM% . HbAle (NGSPfE) D%
{bEAIEE L L CHGEET 5,

BT A | Sk, T o4 b, “EHEMR, 77 BARE, AT
FER Fs R

x5 2HRUHE PR 3 FR AT 239151

FRRERILUE | FRLO S 2 7o 92 B IR R
- 20~ T5%
- HbAle (NGSPf#) 6.9~10.5%
- Z2 HEIRF A 270mg/d LA it

TR EUE | o IBUBEIRI ., 2URMENE PR R
< DEE RS
* NYHAD 7 7 ZMXUUIN D 5 > it~ E2 64 585

BRIk A 7Y 7 F50mg 1H 1A, 50mg 1 H2[F], 100mg 1H
1E X7 7R &2 12 &5

FHFHIEEEH | HbAle (NGSPf) OX—ZX 74 b OE(E

AT 515 B D AT R EMIZFAS & L. ZaM o d i< 4211
SAF & L7z,
[ ZEME E ]
B FE I O HbAlcD X — R T A VU inb OB EIT% L
T, HEBELAOFE LIZERERZR L, X=X T4
VHbAlcx 4 & & Lc 3ot (ANCOVA)ET L%
WCHENT LTz, G EEOHDALCD X— AT A b DR
bR F/N Y] RS, KO GREM O &/ 5%
S DFE (CNF T Y FF U T T REE) ZEEL,
ZDOHI95% EEIX M, K UpfEz R,

FER AR | BRAHEFFOHbALe (NGSPE) D2 b&E (50mgl H 1/A],

50mgl H 2[R, 100mgl H 1A, 77 & &R) X, ThTh
-0.78%. —0.86%. —0.86%. 0.13% CH V., A X7 VT
FLrEFTI7ERIIH L, WTRLAABRRIKTZ2RL (p<
0.001, AEKH5% (HochbergD AT v 77 v 7k) ) |
M= bo— L2k ES =, HbAle (NGSPfE) DX
— AT A NG D IR OHbAle (NGSPi) %284k
BEOMMEICNVE T ) TFF -7 7R, e/ 3 YY)

12




(FEHERE ) 11k, e &7 U 7F 2 50mg 1 H1EIFE-0.91
(0.01) %. 50mg 1H2[AIFE-0.99 (0.01) %. 100mg 1H 1A
#-0.99 (0.01) % THY, TXTOEALX T Y TF T
77 RBECR T D EEE AR S N2 (W p<0.001,
ANCOVA) ,

NGSPfE : NGSPE(%)=1.02xJDS/HE(%)+0.25 X ¥V #a

BITEARBLE CEBEIE) X, eArx ) 7F50mg1H1
FI#£15.5% (9/58) . 50mg 1 H 2[AI#£30.2% (19/63) .

100mg 1 H 1B #19.6% (11/56) . 7 7 & &K B 13.6%
(8/59) ThH V. 50mg 1H 2 ClD I EHEIZH~®EDr >
e, mEOFERIT e < AR TR M O R BT 20

>77,

) RANOERB I TV DRI R T2 ABERp) . HELAOHE
i TEHE., A, EAZ Y FFo L LT 50me & 1 H 2 [HF],
VNG T 5, vk, BEOWREBISCT 50mg 2 1 H 1 [AFIC
BE5THZENTED, | ThD,

4) 2RBERFBEEERRE L-EN_FHRILEHE (1302 38%) ©

HHY

7V A REMEE G o> b — B3 -+oiciEbn <
W WAL IR G ERE xR L LT, EAX T U TF 1211
Mo GO R %2, HbAle (NGSPE) O &E %R
L L THREET b,

HRT A

Shiak i, 77 oMb, “HER, 7T AR WATHE
] PR

PIES

T PR ER A 202451

Tl B G

TRLO S 2 7 9 2 A PR

- HEHRH20~T57%

- HbAlc (NGSPf#) 6.9~10.5%

- ZEREIRE A 270mg/d LA Jitd

- 7 U AEY N CHoRimbE= sy he—A 3G 6
TV

T7pRRoM AL TE

< TRUBERRIR . U MR R IR R
< DR IE R
- NYHA®D 7 5 ZMXUIIV D H - MPEODAREZ2 A5 B

BT ik

ZUVAEY REFHL, ©AX 27U 7F 2 50mg 1H2[E, X
X7 7R E 120 E G

s Salils

HbAlc (NGSPfE) ON—RF A Linb DG

fi AT 51k

HRYMED LT R REMIZFAS & U, 2o i %1
SAF¢ L7,

[FEFHmE E ]

R FENE O HDALcD X — 2T A b DAL &I L
T, BGRER O (EEEEZ M) 2R L, X—2R
TA MEE LR L L2 #HT (ANCOVA)ET V% A
W L7z, S GFEDOHDALCD R—A T A I DR
LB/ N ), R E . RO RER O o/ R
Koz (ENF TV TFo—TT7vREE) #HHL, 20
{95 % [EHEIX M, K UpfEz R,

EES

A

AR F O HbAle (NGSPfE) OX—ZXF7 A b DR
L&/ Yy (RS lZenx 7 75 + 7
UAEY FEE -1.00 (0.06) %, 7&K + JU ALY R
# -0.06 (0.06) % ThH -7z, BlbEOFREEEAL X T T
FURE - T RAREE, R/ R ERERRZE) 11X -0.95
(0.08) % Td» Y. HbAlc (NGSPfE) DEAfvEIZHKEGHEM
THEBEENRED LN, 7V AU N /L& 7 ) 75
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2) REMHR

>50mg 1 H 2B 507 T v RITHT HEEE SRS N
(p<0.001. ANCOVA) .

ELNET)TFo+T)AEY FRIETZ®HR+T Y AEY F
Z12;8/[1% 5 L= & ZDHbATc (NGSPfE) DR

94

8.9

S e T N

79 Aﬁgxﬁaa

74

HbA1C(%)

6.9

6.4

E5ERE GR)

o ; EAVETYTF S0mg 1H2EH+7 Y ALY K /N IR (FEUERRGE)
o; 7T7RR+TY ALY R

NGSPfE : NGSPE(%)=1.02xJDSTH(%)+0.25 & v #ak

RITERIZEBLR (BLBIE) 13, erF 7YV TFr + 7R
vV FEE21.6%(22/102), 77 &R + 7 U AU FEf
23.0%(23/100) TH Y | [FFEE TH -7z, RIMFEIEBLRIL
EAE 7Y TTFr + U AEY REE2.0% (2/102) | 7
AR + 7V AU FEEL.0% (1/100) ThoTz,

1) BAA2 BBERFEEEZRNRE LE-RYREHER (1304 HER) ®

B QRBEIRIRERE AR R L L TCEAE T ) FF o OBEM LS
UAEY FOFHIC T2l EM®RE L L D22
SRR
BT VA | ZhEskdtE, EEmR. BE&RG5HER
* R 2B R P AR 10361 () | 5361 (Z U AU ROEH)
FRBERILNE | FREO S A 7o 3 2B IR R
- 20~ T5%
-HbAlc(NGSPﬁ@ 6.9~10.5%
- ZEREIRE A 270mg/d LA Tt
- BRERE - EBEE TRy R Fr— ARG LR
TRV, T EFRE - E BTN U AE Y R
%m&5f+%&m%:ybm~wﬁ%Ehfw&w
FRBRANEE | - TRUBEIRIE . 2URMENE IR R
< D REZE R
- NYHAD 7 5 ZAM XTIV D ) s IPE A5 A 5 BE
aRR 7 1k EAE 7Y 7T 50mg 1H2E A2 HEM L7 U A Y Rf
FHIZ CH2ME % G-
FEFHMEEE | RHE SRR 2%
BIKEEEEE | HbAle (NGSPIE) OXR—A T A4 Vb DEbERE
FEAT 515 (2RI H ]

MO EEIMIIAEERORBEMEE () L L, 4
PEREHT X G AE (SAF) Z %80, RHR IR o2 MRt
ATV, IREREZ & L:%}E%%%ﬁ L7,

(RG]

FEARREIREARE A 1%, HbAle (NGSPE) SEHIMHE K O
—X74/ﬁ%®ﬁmiwgm% FASICOWTIRMERED
L. KBEZ LR LTs, HAEREMIFFOHDAle DR — A F A
/ﬁ)%m/ﬂtgi t73 7Fﬁ %O‘KWEIJ%%E%EIZFQ%WJ@
T L7T,
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fA A

RAEFHIFRE O HbALe (NGSPIE) OX—AT A U inbOE

k& CEHE (EAEREE) ) Ie X 7Y 75 o Bl

—0.80(0.00)% . EALZ 7 U TFFr + 7Y AU R

—0.64 (0.10) % TH - 7=,

EILES ) TFUBMXIIELSTT ) TF+5) AEY K
#52iERR 5 L1- & ZDHbAlc (NGSPE) DR

84 |
79 | %;gxw

= gt

Q74|

X

e -

£ ~d ..\ __-FH-------- ll
69 | | g I - B ———
64 |

I T T T T T

-2 0 2 4 B

12
HEHE GA)

o ENE T TR ) (AERE)

o; EAVFTVTFUo+T YA R

NGSP{# : NGSP{H(%)=1.02xJDSE(%)+0.25 X v #it

s
i
Hq:

ENANE 7Y T HEMBECORIERBEE GEBAE) X
27.2% (28/103) Th v, BIEENKE G EmI > ZREIEHIZ
7 L7y ForRARFF—E8M, B (Wb
2.9%) THolz, ENFTVTF L + 7Y AEY REET
DOEMERREBREIT47.2% (25/53) THY ., BHRENXELE
Mo CRIMERITZENE, KRk, ®E (W ivb11.83%) T
HoT,

RIMAERBRRIL, A X 7Y 7FF U HMmEE0% (0/103) .
AR FF o+ FY A FEES.8% (2/53) Tho
7=,

2) BAAN2 BRERFEEERR & L-ARERPRSHER (1308 &5%) *

H 2 BIBERIFREFICHTHA MFEALI L, FTV YU I UAL
aZ N as A —PHEH (-Gl . XiT#EhE A 2
SUWMRER] (77U = R) ~oBIFEE L TCery 7Y 7
FroE#H (52 #HH) OFHREOZ 2% E I 5,
BT A v | ZhmskdklE,. EERK., RRGHABR
PSES ORHE R BB E 24501 (A RV I OERB80]. FT7 U Y
CEIBER 6201, a-GIPF62M. 7'V = FOE;63410)
TR BERINE | TRE DS & i 7= 2 b PR RS
- FEB207% LA I
- HbAlc (NGSPfE) 6.9~10.5%
- ZERERE AE 270mg/d LA Tt
C BEEVE - EEPREWNICA FARALI L, FTYU D
A, a-GI. X377V = FoHEMKES T+o7afmpE= 2 k
2=/ 5 LAV TN
TR EYE | - VRUBEIRIE . QURVERE IR RS
< DR SE R
s NYHAD 7 7 ZMXUIN D H - P OAR 252 A4 5 B
TR 7 1k BN T Y TFE0mg 1H2EZ A RAALIY FTVUY
VAL a-GL, XiFZ Y = RIS T % 5
FEFOER | RUOPHEGROZ LM
BIGHEEH | HbAle (NGSPf) OXRX—Z2F7 A4 UL OE bR E
AT 51k [ EERHmE A ]

% e E ERLILIBHIN T OA WSRO RIRBUE (F)
L LT, RRIBRTILRE B L2 o7, SARA
QU RIREE S L ICA RO R BLE & SOCHI X UPTRIIC
T 5127, AR, IABE L o B 4 6311 B A
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(5) BE - RERHR

L7z,

(B R B ]

HbAlcDR_— AT A b DA RIZFE R AT LT,
%521 O HbAle D I E B 23 72 WHEBR FH 12D\ CTid, last
observation carried forward (LOCF) L& H L=, {£E
Of ik 2RO T— X%, 5P OKEEONEM
(BT KBRS IR B O KRR E L72MH) ZIRBRE T
FEECHRVBIL AT AZ SICXVHiE LT,

MR EM | BKEEHIEE O HbAle (NGSPE) OR—ZA T A b DR
& CEHE) X, A MEAI O T-0.75%. F7
VU UHE DB T-0.92%, a-GIE OPFH T-0.94%, 7
V= RELOPHEHT-0.64%TdH o7,

SEEOMBEETEL2ERERBE LEEZED
HbAlc (NGSPIE) D
[# R b3 2 2 OHE] [PV ¥ B edEE]
(35} &3]
82 s2r
80 80k
78F 78
161 76t
5 TAL _-;i T4r
E 72t - 2 72k
TR } w0r
BRI 68k
66 56
O 4 S TN RN E B O S5 4 §121520092830364000 852 5 ()
la 7 A2 5 — HMER & OHRAE] [7u=reatm]
(%) %)
B2 82
80 a0+
78 T&-
761 76
574+ = 74
g 72F é T2F %
or 70
6B 3 68
6.6 66
e R 4 PR NANBNUEHE® O S 4SRN NBRRNRGEE (D
Ty = AFHEARE
SIAFY—=FE, B:~N—2F4 ¥(08), E!@itsHERERT.
NGSP/HE : NGSPE(%)=1.02xJDSE(%)+0.25 X v #a %
aE | BWERRERIZA MR I P T29.3% (17/58) . F7
VU ORI T24.2% (15/62) . a-GIfFH T12.9%
(8/62) . 7V = FOFHAT15.9% (10/63) TH o7z, HH
BN @ EWERIZ, A bR O CER, 1
77— (%5.2%) . FT7Y U URIOFHTOH
MERHEN (4.8%) . oGIfFHCTEM, P77 —EHE
e U= (%£3.2%) . 7V = KA CEREaMED E
VW (4.8%) Thoto, RIMBEERORILRIZI LK T0.4%
(1/245) THVY ., A bFEAI L EOFFAICBIT 2 RERL
LCiZ1.7% (1/58) H-o7=,
FTISVDUH, v a ZF—PIEAR, 7Y = KEDpE
A CIHMEIMBEE X580 o7z,
M ERe L
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(6) AEEIER

1) ERAMMEAE (—
ERARERAE. BE
ERAREAE. =/
RRLEEGRE) &
ERFERT —2~N—
ARAE. BERTR
RARABROAR

D 2RRERFEEERNRE LENERARERE - #£7

H#Y %g@%ﬁéﬁ&wﬁ@ﬁ\mwm&m%4&yh%mﬁfé
il

BT V| Zhaak R, PREk R T L 7 s AR etk R A

A

SR EE | 2 BRI RE

JEBI S A 2 [m ] E51: 3831 fil

AW | AR - R 22 4F 4 A B 29 4F 12 H

% BIZZHAM] - 36  HIH]

E 7 B | Rt AEFES. BEH, LlEA Xy NEORIVR (E

HH P O FEENVIREE B i REE . PAZEMEBIIRGE L M, O i
B, ZRIRFEEE)
Bht = > b o — ki, HbAle, ZEfER Mk
¥ MmpFa e — R TR TR (8) 1 . TR
(B) 1. R+ -FKE (7)) 1 . [RAE) KO THESREE) © 5 B
MeCREM L7z, EWREHEN B TREF () | KO TR
(B) | #H%hE L, A% - BHOREREK OEOEIEEE LT,

IS e

o REMMRANT R EAER] 3,769 B0 5 b BIWEMIE 200 % 246 {4
b, BHEEIT 5.31% (200/3,769 i) TH - 7=,

o ERRWERIZ, RIIEEDS 21 &b <. RO TED 16
. ATFRERERE S 13 1, =2 b — L RB OKERBEN 12 1
Thot-, EERBWEMAIT 29 380 5, PT B Cidfim
Wi, 22 e — L RROERE, HEERT RS 2 TR
%<, TOMITE 1 hTh o7z,

- EEZBWERIZAF T 29 RO BN, Kk, =2 b
0 —/LAREOFERRE., KONF#EER T O 2 T, 2ofo
BEEEERORBMEIL 1 hThoTz,

< DMIE A R MY T HREIERIT 4 BRSO b, FIER
TIFENEN 2 ., 7V Y A X VERIME, ARAENS 114
ThH-ol-,

A5

o BRWEMRAT R GER] 3,767 Bl M= b v — kit ix, B
i (R) b TR, RKOBRL) OFEEG (LT, A%
BE) 1% 48.42% (1,824/3,767 f5]) T o7,

- HbAlc K OVZERE IR I BE O e (& FEMRF O L &E1X, T Eh
—0.74 + 1.414% M (*=26.7 + 69.47 mg/dL TH -7z,

2) 2RBRRBEERRE LI-BEERBERE : T

H &Y HAERE DL O BERERE E A2 A9 5 2 AUBEIR I IBE 1SR D ARH
DZEMROHIEE R 5,

W T | ShEak I, POk s AL I AORLERTE% A

A

RIREE | PEED EOBEEREEZA 925 2 BERE RS

JE B S AT 2 A SEB1:237 il

A A | PRI - CFRk 22 E 9 A~k 29 £ 12 A

& BN 12 » A

F AR FEAl | et  AEFES, AHEHORBLIRD

HHE A b= Y ke — ki, HbAle, ZEfEREMbE

X MBS b m o dRD: B TR () ) . RE
(B) J . [Fts-FR (N | R RE CHETHE © 5 &
BECAEA Lz, BIREERIES (D TEA (B) | RO TR

(B) | #FzE L, B3 - BYOEFABROZOBIGELHEL L,
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(RES

et

- BEMBTGUER 2K 234 Flo oD 6. BIERIX 18 iz 24
HRR B, BBEEIX 7.69% (18/234 #l) TH-o7z, Eip
BUWERIL, &imbE2s 3 ik bE <. WONTREEIR, BR
g MF7 LT F= U8, ROURF T R ORGSR E 2 1
ThoT-

o PXBSREREE NS AR OSER 117 BNCEIERTX 8 B 11 38
Hiv, FHEGIL 6.84% Th o 77, BHERERE S 23 5 O SE 5
117 BHCEIEAIE 10 f 13 1F58 Hiv, FBEIA X 8.55% T
Holz,

o BREREREE DS PR OEFIICB W CRE LBIER T, 25
BOKRSEIT LT, THREMRAE] 25 4.27% (5/117 #)) , &
W T R O EEREE ] 28 1.71% (2/117 #) T b @
ST, BHEREREENEE OMEM TIE MUH R ORERE ] 2N
5.13% (6/117 fl) . W T TERMBEAE] 25 1.71% (2/117
) THoT,

A ik

o FEWERATRISER] 231 BT, EIREHIEIC X ik b
a—/LIRIE, BAF (B) BAEIX 69.70% (161/231 ) T
b, A+ AR () LLFIE 30.30% (70/231 #l) TH
>77,

« HbAlc (ZOWTIE, B HBEREREE R 23 if 28 B D 3% Y4 i il
100 B, K OVEEFE D% 4 ER] 94 Fl 0P E-BRAAHTH> B Fc iR EAh
BEoZLEIZTFNF., —0.27+0.921%. —0.28+0.973% T
HY, WTNOBHEERECEEICEVWTHERTHRED LN
Yl

o ZERGRFIMAE I OV TR, BHEREREE OB P OF% Y IE
Bl 67 B, KMOFEEDOFLIER] 71 BBV T, & 5-BtGRT
SRR O Z (L EIXZE T, —12.6£44.26 mg/dL,
—1.8+44.68 mg/dL. TH V| HEE DL IEFZ O BT A
W BT,

3) 2HMWRIRBBENRE LI-BEEARMGHRE : T

HE R ST AR RS O T RERS B2 A9 5 2 AR ABF ICRT 2
AHNOR 2R VEIEEBRETT 5,

Wbk T | ZhaakdhlE, PREEFRL N A DOREIRTE % TR

A

RGHRE | BEXGTSEOIEEREL AT 5 2 BIERKFES

JEBIEK PR ZE a|IUE B : 336 Hil

A R | SRAIR : CERk 22 £ 9 A BERL 29 412 H

% BLEIRT - 12 v AR

T e BN | etk AEFES, RIEHORILRN

HH A b= Y ke — ki, HbAle, ZERERE b
¥ oMmBEa > Fm— kW THED TREL () 1. TR
(B) 1. TR+ --FE (7)) | . [IFRAE) KO THETREE] © 5 B
BECEEAG L7-, EIREMEN D TR (B) | RO TR
(B) | #E%hE L. B2 - BHOEFRKROZF0OEGHE LT,

FER 2k
< BIERIZ8HI 11 RICRO Hiv, HBENE1X2.45% (8/327 )
ThHoT,

c IFRERERE B ORRE (BEKROHEE) (2L 67, BERD%
REAIARECHY, BEERBMEMIX, 2 (EF  FH
1) LRTRER Y (R ) &1 FThoTo,

o FFHERERE B N DSERI O RS E B R Z & ORIEH
W, 272 BitR, 7 61 10 SRR B, REEISIT 2.57% TH
o7, TERER LOR MRS 25 1.10% (3/272 1) Th
HiE< . WNT THRRBA ] 280.74% (2/272641) Th-o7T-,

o JIFRERERE E S R 2 B O SEBIE 55 B¢, BIVERIE 161 1 43R
Do (IFHEREEE) | BBEIESIX 1.82% (1/55 #) Th-o
7o
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Ak

o FEWERATRISIER] 327 BT, EIREMIEIC X ik b
a—/LRMFOBAF (B) Lk (D TRAE, ROBL) OF
A% 50.15% (164/327 f5) THY . A+4 - AR (A]) BAF
(Rt - AR, R LOHEARE) OFEEIEL 49.85%
(163/327 f5) ThH -7,

« HbAlc (2 2WTIE, JFHEREREE OFRREARE OR% Y AER] 245
B, K OVFREE O SIER 48 BB W T, H5BHMBRTIN D
BISFHERE OB B IXENE4., —0.68 £ 1.211%., —0.57 +
1.396% TH Y, WTNDOFHEEREORE TE HbAle DK
TEM TR BTz,

o ZEREIRFIAE IS DU TIR, PR RERE T D FR FE 2N FE 0D % Y JiE 5l
146 B, KOO AER] 28 BB WT, £ 5-BRtAHT
O AL RF O 2L &I Z 24, —18.6£72.09 mg/dL.
—20.4+71.35 mg/dL. AKX MEMIZH VD . FFIZEEEE DIER] TR
TAED T,

4) 2BRBRIRBEBENRE L-BEEARGHRE : T

H AHNE B R I A 0% O MBS FHRSeA AU & DR
ERRC BT 2 B2 R OB O MmET

T | ShasxLECTHEET 5, PURBek N C%E U7 fE ik e % i

A o

IR EBE | 2 BUBEIRIBAE

JEBI S A 2R [E E B %R 3,072 f

AW | A 25 £33 AD R 29 412 H

% BIZHATS 12 v A

F e BEAM | ettt  AEFES, BHEHORBLIRN

HH AHWE b= > b e — R HbAle, 2S8R b
W OMmAF= > bo— ke TR TR (#8) | . R
(B) 1. IR+5 R R (A 1. RAN) KO PHGEARRE] @ 5 B
B CREM L7z, EWREREN B TR (F) | RO TR
(B) | 2H%0k L, F%) - EHOEFB R OZFOEE2E N L,

IS Atk

- BITERIZ 81 # 90 HR® b, BEHORHEIGIX 2.69%
(81/3,006 f3l) ThH -7,

< ERRWERIE, RIAES 11 HFTRHZ <, W THERY 10
R, M7 RO BEEINS 6 {4, NTFRERER 2 5 fFCTh o7z,

« EELRAER IR, KM, Sk, SAEGR, MEEH W, [H
BMERER, KSR, KOV Y a~Es o U BiNcE 1 1
TORD LT,

HME

o BN FRAT SR AE B2 AA D HbAle M ONZEIE Iy 4 0 B f& 3T
flEE OB EBRLART B OELEIX, THEN—-0.76 + 1.27%.
KON —23.3+57.3mg/dL T, Wb & 5884415 5% 558
12 BRIZOT TR T L, FO%E 5 52 WEIC»TT
KT L7zREEZHER: LT,

< FRIESRAT R SUER] 3,006 B D MHE = >k v — LRI T
FHz (o TR (B) . B4 (B) ) OFIEGIE 54.72%
(1,645/3,006 ) THH ., ®Wxh (Kt KB () . &
", HIEFRFE) OEIEIT 45.28% (1,361/3,006 1) T -
7=

5 2RIMERREZENRE LEEHEFARGRAE : KT

HE AFEHFEE (24 8 (6 #A) MUN) oZ&aeik, Aok O
BEEEICHOWTRHRET S,

RBR T | SRk, PgeseR R, A ERE T ORLER TSR

A

x5 BE | 2 AUBERIE B

JEGIEK T RIEFIER 10,658 i

AR | SRAR - Rk 23 E 2 A DK 29 F 12 A
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A

% Bl2WiR -6 v A

F R REAM | ettt FEES, BIEHORIURR

HH A b= > b a— ki, HbAle, ZEfEREMBE
% MmpFa s bo—kE s TR TR (E) 1 . [TRI4T
(B) 1, IRFS-FRB () § . DRA) RO HERE] © 5 B
BECEEMM U7z, EIGEEHIEA T TR () | KO TBRAF(E) |
EHEE L, AR - BROREFEE O OFIS E B L,

FEr S 2

o REVERRATRISUER] 10498 Hld 9 B BITEH X 256 B
S, FEHEIAIL 2.44% (256/10498 ) TH - 7=,

o ERRWERE, RIMEHED 35 E &b %< RV Chfikre &
WA 22 M, AERADS 21 HECH Y EERBWEAIR, (Kb
51F. FFREREEHE A 21k, FOMMOERIT 1T O ThoT-,

ﬁfﬂ
« BRWERISIER] 10491 Bl TOTIREHEIC L D M= o
— LR IE. B (B) Uik (B TR, KORA) 0Fl
A% 58.65% (6153/10491 %) TH V., ~+4y - KR (7))
N (R4 - RE, A, ROHEAREE) OFIEIE.
41.35% (4338/10491 %) TH -7~

« HbAlc IZ oW Ti, BHBALART 7.89 £ 1.447%. % 5-Bi4h 24
:Jéé 7.01 £ 1.026% TH v . BGBALARI & & 554k 24 B

I TR FHEMARD Shiz, 72, EKFHERFO~N— 2
74 B DAL BHERER AL —0.78 £ 1.323% TH - 72,

o ZERERFMAEIZ OV TIE, FG-BAART 159.1 £ 59.02 mg/dL., #
5.8 24 % 136.7+ 39.47 mg/dL TH Y . HGBLERIND
BeHBAA 12 ZIC T TR T L, B 5Hh 24 % E TG
BALERTA S —20 mg/dL BA FAK T L72RB A ek L7z, 7.
G D= T A b OB BHEHEF 21T —21.5 +
55.35 mg/dL. Th o7z,

6) 2RBRREEZEZRMRE LI-BEERARIGHRE : &7

H Y AAE| 2 FFEGREOLEME, PERP A OHE O FRIE & O E O
JE LR RGE & OB K OV IO W TRETT S,

BT | YRR SRR T OMRA

A

RIREE | 2 BRI ARE

JEBIEK AT e E % 19,501 41

TR AR | PRI - CERk 25 452 A5 R 29 412 A

£ BIZHATS - 24 » A

F 2R FE Al | ettt AEFRS. BHEHORBLIRD

HH B M= o b e —LRELE. HbAle, ZERERE M b
X MmpFar bue— R TR TR () 1 . [TE4F
(B) 1. R4 - R R (R 1, [RA) RO PHEARRE] © b Bt
BECEM L7z, FIGEHIEN Thd TR () | RO TRA(R) |
EAEE L, A% - WMHOREFE R OZOEIEER B LT,

TS EZeety i

< A %Mﬁxﬁ%f %1 19,218 B CHEIVEAIE 828 #IlZ 1,018 3R
Do, BWERORBREIAETT 4.31% (828/19,218 {ﬁJ) TdHo
Yl
o ERRIWERIX, RMAE 118 . RS 641, =2 he—b
N E@#}*ﬂ‘ﬁw 254, T a~E T a NS 46 4, T
HEREE T 2S 40 7 EThH o T2,
. ﬁi\ éﬁﬂﬁﬁ%&ﬁ 1l 19,218 #lF, 97 FlICEE2RIER 2R
(ARHEE DS 14 1, BN 5 R OAMEER N 4 ECTH
0710
. ﬁ/i\ PERERT X SIER] 19,218 i, 273 BIOFE L H|Z2 B 72
A& DR PR BT mf%fﬁb\ﬁﬂé%%#%\éfﬂbtf
@Jti 17 B TH -7,
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2) ABEHELTER
FEOABXIEEMR
L-EAZE - HEBRO#H
£

(1) 0t

Ak

o HWMEREATRIEIER] 19,213 BTV T, EIREHIE IXAH &
H 1 H##OHETIE, A% (MO TRE (B) . B4
(B) 1 oEAED 56.27% (10,812/19,213 ffl) THH . %)
[+« AR (A) | R OVHE RG] OFIA D,
43.73% (8,401/19,213 #) TH 7=, Fi=. FAKE 2 F1%
(2 7 H) TiIxEhETh 59.25% (8,498/14,343 #) KO
40.75% (5,845/14,343 %)) TH o7z,

« HbAlc 22\ Tk, & 5-BRLARTD b A& FENIG £ TO L L&
CEEEHERERZS) 1T — 0.75 £ 1.39% Th 0 . AAIE G514
MOHARFNIBERIME 12 W% T 7.19+1.11%F TIKF L, £D#
BeH-BRA 104 BRI T TRGBIART H— 0.7%LL EIKTF L
TIRBEZHERF LT,

o ZEREIRFIMAEIZ DOV CIX, B G-BREARTD O R FE R £ To &
fbE CEHMEEAERFZE) X —21.0+55.3 mg/dL TH Y, K
FIF 5B ba > O ARFF 5B 12 % £ TITIRTF L., TO#%F%
H-BiiG 104 B#%IZNTF THREG-BRLERTD - 17 mg/dL BL KT
U7 RIEAHERF L T2,

7 2RBRBEEFEEZRRE LI-WEIRFEEREGRAR Y - #£7

H &Y A NBRNVI OO T XOLIEGFH T R, AL, X
BERA A v ORE LIZHEOR G 2521 T2 2 B R
JRE 2R, &5 12 %O HbAle DIKFEEZFEEL L
T, T7THB50mg (EAVFZTVTFr) 1 H2EEEEZE
MMUT=5E0FMME 7T R EDHRIZ LV KEEd 5,
KT 1 | ZhasxdiF, —HEMR, 7o b, 7T BARRR, WATH
g [ L R
BSOS 2 BN PR I B 156 fl
THERIMLS | PRk 254 12 H 20 B~k 272 H 19 H
BN . AR XX RO EBME G 12 HH
TR E | FEFHETEH : HbAle (NGSP ) OXR—ZA T A4 b OE
H L&

et AR ORI R &

fER (A

#4512 D HbAle (NGSP) EOZEL&EIZE AL X TV FF
2R-1.01%., 77 EBARN-011%THY, EALEZ TV TFF 0L 7
TR L, FERKTFZ2 L7 (p<0.001, ANCOVA)

freeclis

BITERBE R GEEMER) 1, EAZ 70 7F RN 23.1%
(18/78) , 77 & AREEN 12.8% (10/78) Th-o71=, /-, 1K
MAERORREIGIIENE T U TF o0 6.4% (5/78) . 7
Z7EARN1.3% (1/78) Thoiz,

RO

Mz L
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VI-1. EEZHICEESHD
LEHRIFLEYEE

VI-2. RIB{ER

(1) ERAEGL - 1ERKF

VI. EEEICEHY HEE

DPP-4 BHESK

2 FUMERIRBE ClIIEEEREEDOREIC LY . MBS FTIER 2> A2 ) b
Mk EFAER 2R 27 0 h 22 D5 H — B E SERD DU i A R
5.

HALE O L E» 0SB REMRA T VT THD I NV T NHERT
F K-1 (GLP-1) 1 ZMEEAFIEICHE B Ml S0 A VA ) U awaRET 5 L
EBITHE o AR S OWREID 7V 70 253U E T 5, GLP-1 IRIMBEE 23K
WEXTIEA VAR UMW RER T, IV T e E ] L e 7z oK i
FED U R 7 37 < D TABM R SONMZ TV RE T/ L o — X EF O
FrZHEE5 L TnWa,

LU E, GLP-1 XV RTFFINRTF X —F-4 (DPP-4) IZL Y HERH
Wi - NiE LS D,

R 7 ) FF 13 DPP-4 2 4R ), o a I E T 2 R 0B AT e 2T
2 BB RIFIE IR CTH W . WNIRAMED GLP-1 IBE A& 5 Z & T, MK
WAV AY UM ERESE S E BT V Iy amEl L, BEE TR
HERET 5,

EILES) TFoDER#E

RE AW U —
Tha—2A ~ ~ v
> .
o Mg T
GLP-1 I S gl N
L—L| LiRA&E l
HILE TN T3 T Gy Y ] e

EILE S T F | — >\ DPP-4
v
AEERIGLP-1
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(2) EMERMITDHHER
RRHE

1) DPP-4 [HEEFH

D& DPP-4 1%t 3 BEE®EA (in vitro)
EAE 7Y TF itk FHE Caco-2 M, T » FEOE hindED
DPP-4 % EERFAICIHE L, 50%MEREITZENZFH 3.5+1.5nM,
2.340.1nM K ¥ 2.740.1nM Toh-7-, F7=. b M#z DPP-4 (Zx9 5
IC50 fEIX 9.7+1.7nM TH - 7=,

% %E DPP-4 [Tx39 % [Cs fiE

e I1CsofEi(nM)

Caco-2 3.5+1.5
Z v MHE 2.3+0.1

= NiIr3 2.7+0.1
b R 9.7+1.7

Y EHE RS n=3

RERFTIE © Caco-2if, T~ MR OE MLIEDPP-4, b M2 DPP-4% & Lo RIRIIC.
FNENARIEEH 5 WVITHNEEE 2R L TS SE, EEELZZpNA (RF=tr7=]
V) HOEHEE THHAMC (-7 X J-4-AF Lo <V ) BERIE,

Q%78 DPP R UMRMSFMAREMHILERD (FAP) « [IX3 24EHR?
b M#z DPP-2, DPP-4, DPP-8, DPP-9 & % /& FAPa DEERIRIFIC
FNFNOENIEE 2 RN LTS S&, L7 AMC 24 3E LTl
EEH (Ki) ZRdiz,
EAZ 7 ) 7F D DPP-4 (Zxd 5 Ki fliX 2.0~3.0nM TH-7=, B
27V TF D DPP-4 [k 2EIRMEE Ki DL T4 2 &, DPP-2
T3 10,000 5L v & &fE. DPP-8 Tix 253 {24 . DPP-9 Ti& 31.7 fFL4
. FAPa TiZ 4,950 5 ThH - 7=,
DPP-4 L E K 7 U TF A KROMREEEIRE A I L 72 /5 5% . DPP-4 76
DOFRBEFJHHITR 55 70 Th HDIZxF LT, DPP-8 &' DPP-9 13 E 1
10 RN CTdh - 7=,

QDPP-4 =5t T B#EAHK (/n vitro) ®
EE 7Y TF oD DPP-4 1Tk AR E LT, RIS T DPP-
4 (E) e 70 7rFr (D) 1ZAENOA RIS L, KKy TF%
SNDVHRREEIZET D, £ Dk, #EA LTz DPP-4 LA X T Y FF
(BEZPLEREAE - ED 13EER O E & 1 (CHBEEST 20, HDH0IEHE
BRMEEAIR (EIY) ZF5T 5 Slow-tight binding KU CREA T2 Z &8

HEIh b,
Ki K,
E+|+— El «— EI*
K K

-2
Ko, Ko : 2 WOPHRIRAE DR & K ORGSR E 5

23



@1m%E DPP-4 EEICxtd H4EA (1101 5XB&%. 1203 58&%)

ek A B 7 30 Blice /v &7 ) 7F 2 25, 50, 100, 200 % X 400mg %
ZEEREIC AR D& 5 LTz & s DPP-4 JEMEITESC/HIIRTF L, &5
1.5 BRI I KM (85.2%~94.1%) %7~ L7=, DPP-4 BLE O FrpiiFfE X
HAEKFHTHY, EAF 7Y 7F 25, 50, 100, 200 KT 400mg D#
5% 12 FFEOMERIZ, T FN 43.7%. 74.4%. 81.9%. 85.8% M
86.7%. 51 24 FEHITENLTN -6.96%. 4.54%. 12.6%. 36.1%K% X
71.3% Tdh-7= (1101 #kBr) , v

2 ABERIFABE 62 HlicE Vv Z 7Y 7F 10, 25, 50mg. XL 7 TR %E
1H 2R, 7 HEBEES L Lo DPP-4 i&X, #5 1 KXW T7THA &
HIZENAK 7 T F o GHECHHIHNE S v7e, DPP- 4 Bﬂi@%%lﬁfﬂ
ITHEKRFITH Y | I:/I/5'7)77’“/ 10, 25, 50mg (BT HH&E 7 H
Ho&kE#% 12 HE <o DPP-4 BLERIL, hTh 32 3%. 76.4% K% O
91.4% T ~7= (1203 #Br) , ¢

2 BIBERIREBEICEILE T TF 10, 25, b0mg 21 B2 [, 78
MREEREL-EZDERE51HEBE THED DPP-4 HEEDH#FE

120 #5188

DPP-4BHE (%)

DPP-4BHE = (%)

0 2 4 6 8 10 12 14

&5 % B (h)
D ENF Y FF L 10mg 1H20(n=16)
BN Y FF L 25mg 1H 2(n=15)
C EVE Y FF 2 50mg 1 H 2[E(n=16)
o : 77&HR (n=15)
KA E- : Time 0 h, Time 12 h
SEHE £ BEYE(RE

o> o

) ARFNOERBIN TV DEIREUIEFRIT 12 BERE ) . HIELOHE
X B, AL, e T TFFoLLTH Omgé‘f 1 H 2 [A[5],
YA EET 5, 2. BEOWREBISCT 50mg 2 1 A 1 [AFIZ
BH5THZLENTED, | ThD,
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2) Mm% GLP-1(2xt9 B4EH (1203 :KE&) ©

2 FUBEIRIBE 62 & X4 \tw97)7%/10255m@\2m7
Z¥R% 1020, 7 HEEE Lz L ZoMmE GLP-1 BEICHT S 1EH 2K
Ffllc, X"=27 10 (5 -1 HH) KO¥%E5 7 HEO GLP-1REIX, T
RTOBGHTH AR BB LT, EAX T ) TF D GLP-1
BEIXT 78RR TEL, 5 7 HE® GLP-1 ® AUEgsh I33— A
TA L ARTHINEZFR DT (p<0.0001, paired t-test) , #5457 HH DX
— 2T A KT S GLP-1 @ AUEqgsh DRFERIT, 77??%(@1P¢%
D, EAX TV TFTFURTIEIER L7=(10mgl H 2 A 1.5 %, 25mgl H 2
[AI#E 1.7 %, 50mgl H 2 [AI8E 1.8 f%),

R— X74/&&%7aﬁwmﬁ1®%@
23 #5-18H . ®’578H

BB ZEARRE (h) SR &ZERRE (h)

o: AKX 7Y 7S 10mg 1H2[E] (n=16)

A ENAVE T Y 7T 25mg 1A 20E] (n=15)

o: EAX 7Y 7S 50mg 1H2[E] (n=16)

o: 7IFR (n=15)

F& : Time Oh, &R : Time 5h

S

1) AFNOKRBIN TV DREUTDRIT T2 BBERE ] . HIELOH &
MF@% PPN tw&ﬁ)7%/&bfamg%152@%
VNG T 5, vk, BEOWREBISCT 50mg 2 1 A 1 [AFIC

%5?é:kﬁﬁééojf%&

3) B B MRIZxT 2R

OHFES Y ¢ 2
ATy MK 2 BENLELZ ) FF 2 (60mgkg) % 1 H 11919
AMRERO#E Lz, TOfE, A% 7 BRI B Mo ER-NAZIC
R (8% L. 7A=Y ARAREICHH (B 70%) i, 4% 21
HEICHE B MENGEICHEAK (W2 L, ZOERIAE% 3B HEET
Wbz,

@QARLTRY O (STZ) FHRERBIIRAD

STZ #HRBER~ 7 AL, EAZ 7Y 7F 2 (30mgkg) % STZ #5 4 H
AINOHRE 15 HEETC1LH 1 RIERAOKEG L, EALX T U TTF oo
Hizxv, STZ#5% 6 A BB MO t~——Td 5 PDX-1 mRNA
DOFREDNFEINT-, T2, %5 16 HHIZIXIEE B IESHEA A
BRSO K A58 7=, STZ ¥5-1% 16 (' 26 A BICR O Y FUkEA
PR A M L7-fE . X 7Y FF B X AR O F5A
P S 7=,

@2 BERFRBE TORESHAEER (2344 HB&)
SMEIN 2 BUBERIA B 41 Bl et RIC, EAZ 7 U 7F L 50mg T T Tk
RaE1H 26, 3» AMESE L, #E51H RO 12 B2, B&k7 Ko bE
AR, 7 N U AR, KO ¥ = CARTRRD B 2R DS
BRERBR 21T o 72,
EAE 7Y TFUORTIE, BEIRT FUFAmRRIcks T, IR S
TN a— 2 KGO RMEA AU R (AIRg) MR—RAT A X0
111% EFA- L7z (p=0.033. 1EARtRE) . BMID 7L 32— A @M 23R
HT 7 R UBEEEARRBR COMEE - 1 v A Y VEROEX L, -2 7
A L LT 34% M L7 (p=0.042, ANCOVA) . £/, 1AV v
FWREDIIE TH LT N F =AM O A 2 | C-RTF RO
iR FEfEAUE) KO 0Z & (AUER) X, R—ZXAT7A4 50K
9%~16% L L7= (p<0.05. 11K tHT) .
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@ORERATOMmMIES VR ViBE (1102 E&) 2

R AR T ofllce s 7Y I lOOmg XIX7Z7EAR%E1H1EL, 10
ARIRERS L, A > 2 Y REIC RIE TR BRE L7,
ENFETYTFoRE T T RERREL %ﬁﬁﬁ (?&—@ 0 5 FFfHtR) . B/ (&
5 5 IEftR) . A8 (5 11 FE%) BEZICmES RV /oar“ (et
L7z, LaL. %QEJL 1 EI H& 10 HHOIMmA4E 4/7\) @D AUEgs 2BV

T, WFORICHEAITEO bR -oT,

ELFTYTF100mg 1 B 1 EHEEE. RUTS5ERRSHD
#51B8B& 10BEMDMmE wf YR ) VIREDHR

80 -

5 #5188 3707 #%5108H
£ £
> 60 S 60
Sso S 50
':\\40 4 '_l 40
§30- '§ 30 4

1 X
Q\ET’EZO W 20
| 10 - H 10,

07 T T T—T—T—— ]
0 4 8 12 16 20 24 0 4 8 12 16 20 24
#E5&ERE () B E&ERE (h)
P ELE 7Y SF100mg 1HLE (n=6) . e : I TR (n=3)

qii’Jﬂ“"’f% s

ELFTYTF2100mg 1B1ERRVTSERES1HEEL 1I0HE®D
Iﬂl* *l’/Z') /0)AUE04h

PGB AUEoan@U - Wml) | PIE"
CARTYTF 97.6+7.3 0.746

ES1RH TSR 101.7 £ 8.6 :
CARTYTT 102.4+ 15.3 0.463

£5100 H TS U R 123.7+24.3 i

TR ZE, T T ARG, tRE

1) AR OAR SN TV DR XITRIT 12 BERE] | HELAOH =
X TEHE, RAZIE, ey 7Y FFr 8 LT 50mg % 1 B 2 [A]5],
VNG T 5, 2k, BEORBISUT 50mg 2 1 A 1 [AFHIC
BHETHZENTED, T“a%éo
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4) FE o MBBICXT HYER (2346 :KE&) '

SREN 2 BUBERIFEE 16 BlA X5, Y RANCE/NVZ 7Y 7 F 2 100mg
NF7 7R EHREROES L, Zvh I U5 RIEFTEELZ BT L
7.

AL T TFFUBEDY BRIV H DL, TR REEL L 0
HE R IT K28 L TR b, B OEERE TRk Lz, 7=
@E#Fﬁﬁ@%ﬁTﬁﬁ@%'ft%AUEo480m1n'R &@AUEO-840min'R mﬁFﬁﬁﬁai%
NEN —12.3pg min/LL & —18.7pug *min/LL TH Y, 77 RE R X
D o4 LR, KON 2 fEEWA BERIHINRNFED bz (p=0.006,
p=0.020. ANOVA) ,

HBEINZELES ) TF2 100mg, R(FTSEREZHEEHRELI-EZD
GILATUDOR—RSA U bDEILEDHTE

BE
?ﬁ'—i-l
20 - l
~ 10
L= ; 52
ab b r__ T
£ as
mlmﬂ -10
A
&-20—
,'\ -30
mn
R 40
=
D 50 -
,60_
120 60 0 60 120 180 240 300 360 420 480 540 600 660 720 780 840
BRI (5)
O %R (n=16) SR E(R 7=

A ELETYTF (n=16)

) ARFNOEFE STV D EhREITZ AT T2 BUBERP ) . AEROVH &
X TEE ., RAIZIE, BT U FF L LT 50mg & 1 A 2 [BlE],
AR ORET 5, 7ok, BEOREIZS T T 50mg 2 1 H 1 [\F]IC
BHTHZENTES, | ThhH,

5) 4 VR VIS B4R (2352 3AE&) ©
SRELN 2 BUREPRIA B 18 Bl 2RI e 7 ) 7F » 50mg XL 7 7 &R
Z1H 21, 6 @ENERE L, Z7aAxA4— =Lk 4R AT
PRI 2 1EH 2 ket LTz,
AAY VR ETFM T 5720, &5 42 BEHOZEERIC, K&
(20mU/min/m2) O A > AV AKX BZEMEERA A 7507 (K
AE7 707) & &AE (80mU/min/m2) DA > A Y 2 X 5 IER AE
EA LAV ST (EREZ T V) O 2 B T TR E E
LC. ZEEMRILT RO 27 U7 7 2K (metabolic clearance rate.
MCR) /{2 v %, IBAEY 77T MCR 2. &Y 7 7
T — AMRREFRE L LTA v R R & R L7,
ZEfEE D MCR/A AU %, BENAVX T U TFURETT 72 RBEZHART
0.04mL2/min/kg/mU (£ 20%) AEIZHM L7 (p=0.022. ANOVA) ,
BEHEZ I 7o MCR X, BT FFUBTTIERELY
0.23mL/min/kg (K 15%) . @mHEZ 7 7RO 7NV a— AW RRTT T
T AREEL Y 0.65mgkg/min (FI 12%) . WL A EICHEML -
(p=0.005. p=0.040. ANOVA) ,
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BE5 42 BED2BESA VRIS TEOMNR/A VR VM),
MCR(B). 4 JLa—R;E%E (C)

A __ 030 *
-
3
S 0.25 -
€ (
€
£ 020
E
N 015
X 0101 %
e . z
£ H B
[}
=
0.00 ; ‘
ZRERF EREI5VT EREISVT
B 170
6.0 - [
B 50
£
£ 40
-
5 30
g 201 " :
0.0 ‘
el 12 EREI5VT BREISVT
c 07 .
c -
£ 6.0 T
o
< 5.0
o
E 401
® 30
'|< 2.0 =
™
0.0
ZERERE ) EREIST EBREISVT
o: 77kR
m: ENETYTTF
SR AERR

*HEEDHY (KT TR, p<0.05. ANCOVA)

6) IM#ERET /EA KR O ERES &= A
ORTHERFIAR CHERFEH =0 A HFILE AR

A AN ARGUE A R TRIBER ) (ZEMEREIPE 110mg/dL R KO
VA RGNV 2 RUERE  (Z2fERFMEE 140meg/dL KV HEE) O
=7 A4AHFNL (VTR ARBIEET V) I, EALX TV TF
(0.303mg/kg) % 1 H 1[0l 10 WRE KGR O HEE Lo, BORERWE I & O 2 A
RIFGDH =27 4 Pz T, HbAle (NGSP ) 1TEAZ 7V TF oD
B GHME & L TENEI 0.6% % DN 1.2%F BIZIK T LT,
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(3) FRARBGRE-E&K
R

@2 BBERIFEFI1ZH 1T 5 MEERFT /R (1203 HER) ©

2 AUBERIFABEIC, EVEZ T Y TF o 50mg X778 RE1H2E, 7TH
M L, e 7Y 7F o OEER LR ORZ M) 2 EH % 7- 0 L
45 7 HEHOWEAZEERLEL, A ¥ 7 ) TFUoEGHETR—ZT A4
VEVETL, TORTEER I EARABICERXFEICRE -
(p=0.0351, ANCOVA) ., 7=, #5 7 H BoOHIEZIME 2 FElfEEX, ©
NETNTFFUHTR—=AT 4 EVIKRTL, ZORTERIZTZ7EREX
DAHEICRE D> 72 (p=0.0019, ANCOVA) .

N—=X54 %5 7 HEQMmAERE

[P 740 R i RV 7R

(n=16) (n=15)
A 1722 R IR T R—2AF A 166 + 32.4 169 + 32.4
(mg/dL) 57 HE 137 +22.1 150 + 25.1
A 1 IR 2 PR [ A1FL R—ZF A 268 + 58.4 281 + 59.0
(mg/dL) 57 HH 199 + 59.9 247 + 50.1

I AR R 2

1) YEARBERE
fEFERANICE NS 7 ) 7F 2 25~400mg & ZEfERFICHERR O G LT- & &
4% DPP-4 {EMEIFEL0NTHIH v, 5% 1.5 WRefi] TRHE IR K ME
(85.2~94.1%) Z-xL7=V ( [VI-2.(2) 1. DPP-4 [LEIEA ) DESM)

) AAIOARE N TWDRIEEUIRIT T2 ABERE ] . HEROHET
NEE., RAIE, EVE 778 LT h50mg % 1 H 2\, 412k
O#54 %, ok, BEOREISCT 50mg 2 1 H 1 BHICEE5T 5
ZENTEDL, | THD,

2) {ERHRERE
2 RBERIGEBRF ICE NV E Z Y 7F 0 50mg & 1 H 2 [BIERE L &,
5% DPP-4 i&MED 90% %8 2 HHEN 24 B Ewi Lz ¢ ( [VI-2.(2) 1.
DPP-4 fHEEH] omEZH) |
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VI EYHEICET HEHE

VI-1. mAREO#R

(1) BB LR L
e

(2) BBEREEBRTHRAIN | 1) BHEEKSHEE (1101 58 ©

f-mRE fEFER A B FIlc ey 7Y 7F 2 25, 50, 100, 200, 400mg % ZEfERGFICHL
B O LIz & D, EE 7Y FF o O MR iR EHES & Oy 8)
FENRTA—HFILUTOLEEBY ThHoT-,
EH T TF AT S, AER e T T U RE RS
% 1.33~2.75 R[] Tl MUFE RS 12 BI8E U, {E T 1.54~5.29 FEf]
T o720 Cmax KON AUCo 1 ZAEITITIE A LT L 7=,

E%ﬁk%?kﬁw@ﬁU7?JEWEﬁ$@ﬁDE5Lt

—e— 25 mg(n=5~6)

100000~ S ey meeamione soeny]
(ng/mL) 4000 o —o— 50 mgn=6)
—&— 100 mgn=6)
3500 + iy N —2—200 mg(n=6)
" —=— 400 mg(n=6)
3000 m 100 P N NN~ _ _ __ _ _ _________-
i
2500 T
iir} 1 BB N N Nt
5%
o 2000 -
5):% ----------------------------
B 1500 {]]
1000 i I 1‘2 1’8 2‘4 3’0 3‘6
1251 DBSRA )
500 |45
0 5 = 9 T *
0 6 12 18 24 30 36
BE5ZOER (h)
ELFT) IF o TEBERRORE LI L E0EMHE/ NS A—4
%5‘% tmax Cmax t1/2 AUCO't
(mg) (h) (ng/mL) (h) (ng * h/mL)
25 1.33 £ 0.26 162 + 43 1.54+0.14" 545 + 71*
50 2.00+1.26 272 + 77 1.77 £ 0.23 1139 + 80
100 2.00 £ 1.22 671 + 142 2.10+0.53 2968 + 222
200 1.58 £1.20 1959 + 699 2.00+0.35 6857 + 1132
400 2.75+0.82 2860 = 962 5.29 + 2.27 13420 + 2021

SRR 22, n=6, *n=5

) AFIOEBIN TV DEIREUIERIT 12 BERE ) . HIELOHE
% TEE, AT, tw&7)7%/&bfaMg%152@%\
YA EET 5, 2. BEOREBISCT 50mg 2 1 A 1 [AFIZ
B4 LN TED, | ThD,
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(3) HhEE

4) BE - HRAROEE

2) RIE#REGHER (1203 &E&) *
2 RUBERBERE 16 BllcE L E 7Y 7F 2 50mg & 1 B 2 [, #l&EKOY A
30 AN 7T BIKER DG Lz &0, #5 1 BEEKO T HEOMmEHE
JEHERS B OSSR ENRE X T A — X [ ZLL T DO LB Y ThHho Tz,
AUCo1on KV HEH LEZBERIIB LZ 1 THY, ELF T U TF 2 50mg %
1 H 27 AEXELESL Lz L S iEh~0 R0 b ol

EISSY)TFo0mg 21 B2E 7 BEEAHELEEZD
EYMmMBERREICKEEHE

\‘
wn
o
~
o
o

#5188 #%57HH

(44
o
?

N
wn
‘O

o

MmiFHENS T TF 2 BE (ng/mL)
MmFPENS T TF 2 i8E (ng/mL)

2

2

-
N

4 6 8 10 12
g 5% OB (hr)

PEMELAERER . n=16

4 6 8 10
5% OFERER (hr)

2 BIMERBREEICELET ) TFo50mgx1B2E., 7HM
BO/BSLELEEQMBREYEE/NSA—2

Cmax AUCo-12n

tmax(h) (ng/mL) (ng . h/mL) tl/Z(h) Rac
1HH [1.07(0.5-2.0) | 524 + 186 | 1480 + 312 [1.78 + 0.308 -
7HH [1.0%(0.5-2.0) | 415+ 105 | 1490 +344 [2.41+0.771[1.01 +£0.114

n=16, VHMEHAZHERFZE, Rl (H/h-E&K)

Rac: BFEFE [ 57H B DAUCo-12n/ #%5-1H B DAUCo-120]

MR L

1) BEOEZE[NEAT—S] (2353 #HER) '
SE RN 24 Bl ZE%t5IC, B 7 U 7 F > 100mg % HRIRE O &5
L., EPBEEICKETREFORELHRF Lz, BT 7Y 7T o OZEGR#
HREE BB GEED AUCH IZEITRD HNT, BBEEHED Cnax 1%, 2208
e SRR LR 19%E T L.y tmax [T TICIERIE L7228, 200D IZERRAIC
BWROHHETIIRWEEZ B,

THEBXEREZICELTT ) TFL 100mg #BEIRELI-EED
ELEFT) TFoDMEREYHE/NS A —4

%5‘% tmax (h) * Cmax(ng/mL) (HSP}S(;;L) tl/Z(h)

ZefgEER 5 n=24| 1.75(0.75-4.0) | 538+149 | 2500+564 | 2.1+0.6

%G n=24 2.5(0.5-6.0) 431+ 95 2215+403 | 2.9+14

TR RE, FRE (R h-feK)

) ARFNOEBIN TV DRHEUIE R (2 BFERP ) . HIEROHE
i TEHE., A, EAZ T Y FF oL LT 50meg & 1 H 2 [HF],
VIR EET 5, 2. BEOWREBISCT 50mg 2 1 A 1 [AFIZ
WHETHZENTED, | Thb,
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M

(2)

)

(4)

()

(6)

M

(2)

VI-4.

FYIRE SR
INTGA—AH

R AL
MR 0 328 3 30
HRREEHR

2UT7I VA

NTMBIE
Z Dt

B&EH (REL—
ay) fEH

M A7 iE
NG A=A EHER

AR

2) BrRAEODFE

SAEAEFERBR S 2RI, EAE T U TF L SN D aTREE O B D 3R
FleLTraadey (BEK) 20 S g s (BFEEK) 20 2 un
AL F v (FEIRMERERIE) 280 0 I 7V (BRERK) 20 Urrr v
(PUBEEER) 29 | A% v (LK) 30 | F/- 2 BRI B 2 55T,
JYTY R (AVE=Ao LT H) 30V XA RFRAVIY (BEFTFA KA
32 EA TV E S (FTUTUAD) Y L oY E AR R 2 K
Lz, X7V TF o0l LEAENThOEYENEZ R L 72k
R, EYERELAMEER N W2 R ST,

HARN 2 BUBERIFESE 24 HlE X500, X7 Y 7F 2 50mgl H 2 BIEO
ﬁﬁUﬁ—xamwlH3@%35%ﬁ%&5btt%\&53HEK£H
LENE TV TF D Cmax KON AUCo1on (X ENZ 7Y 7 F 2 Bl 505 &
HEARZENZIN 34% M N 23%IE F L7z, L2L., DPP-4BLE~DEEIL LN
f\ﬁﬁuf—x&®ﬁﬁﬁmﬁw&yj7%/@% ERENISLER N EE
2Bz, 46

PERIC L0 282 KT TIANC OV TR TVI-7. AHEAEH ] OHAZZH,

)=k A ME
MU ER e L
MR L

43.6+£3.2 L/h [50mg A EH, n=6] b
40.6+8.97 L/h  [AMEEEFEK A, 25mg §FRNE G n=11]

70.5+16.1 L [AMEEEER A, 25mg #ARNZE S, n=11] 1@

Mz L

AR L
LR L

1) BN LFTRLZEY T«
85%
(85.3£10.8%. AMEANEFERL AN 12 4 ZXRICERIFICE VX T Y FF o
2@g%%EﬁWWXiam@%$E@D&5L M AFE PR RIRE LV
tH] 11

2) WRUNERLL
G R e L

3) Rz
%%uk[pd@ﬁ@wﬁﬁuﬁfy1mmg$@ﬁn&ﬁ\%E%%ﬁ
A, n=4] 9

4) GRTAIR
MU ER e L
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VI-5. %%
(1) 1% — B BE P

(2) Mm% —RaAERAFT &8
3

(3) HA~DBITH

(4) BEBE~DBAT

AR L

<BE>MT—4% (FTv 1)

[UCHERRE L X 7 U 7*F > 100mglkg % 7 v MIHBEIRRO#EG L7- & & O
TG REIR B TR IR AR T v . M-I @R M R e B 2 b b,
3 (TVI-5. (5)F OO~ DOBAITIE] DOESMR)

AR L

<BESEMT—H (T v )

[UCHEFR e L& 7Y 7F 2 750melkg %, iR 17 HEH O T v MIHERE O #%
HL7E&, RROB, Dk, K. ROBCE D @O BEEERENTRD b
7= (BEM oM EED 3~5 %) . 5 24 Rt £ TIZ, X CTORIEMMGE
R OV S RE T FE A3 B im0 B 40%~80% 1K T L7223, F DI REENM o il
D 3~12 &R LTz, 3%

TR L
<BESPYT—5 (55 1)
& ARTICHR ORI OII BT 1R Sz, AUCoam Xt AUCHm I
S RBIHEO T BRI 4 TH Y, 7 MR &) il
BEDRE(LAIRD T, o

["CHEBE LY T ) TF L £S5 Y FCBERORS L& 20
S5t B U ¥ P AT RE D MBI/ < 5 4 — &

Cmax tmax AUCO>24h AUCO’inf

(ng-eq/mL) (h) (ng-eq * h/mL) (ng-eq * h/mL)
Il 23,000 2 178,000 181,000
it 56,800 2 708,000 736,000

AN L
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(5) ZDDBEHBE~DH
7%

(6) MBEFEOHEE

MU ER e L

<BE>SEMT—4% (Tv )

7w MZ[uClhEi#k e & 7Y 7 F 2 100melkg & BRI D% 5 LTz & & Offk
WNIREEIZREDO LB Thotz, 37 BERERE TR G 1~4 R%ICERE )
il R I L (AP iREE D 10~30 %) . &5 24 14 £ CTHROETREN
HEFRECTH S T2 RIE—H OATH Y | 48 KHE TiX. WOk, KK
SOFPEZE IS BV T S RE IR S, EREER VW LR ER

776

G G s 0O jﬁ%ﬁ%/’%g (pg'eq/g)

AR/ 1h 4h 8h 24h
B B 14.6+2.18 | 6.34+0.66
BB BLQ 6.99+1.55 | -
iERE 38.1+3.97 | 46.9+5.97 | 31.0+6.37
JIIRY:3 BLQ 2.55+0.59 | -
B BLQ 10.1+2.33
Jibd BLQ BLQ
e talEh BLQ 7.31+1.20 | - -
i R R BLQ 8.00+2.89 | 130+23.6 55.3+6.0
FEH ER NS 2.36+1.45 | - -
il 35.846.42 | -
Dol - 3.78+0.74
N—HA—f | 15.1+1.30 | 7.91+1.61 | - -
RNk S 30.8+1.51 | 37.6+4.43 | 29.6+1.01 | BLQ
R Mt 27.444.78 | 17.045.74 | 20.7+2.08 | 8.86+0.58
&% 78.3+13.5 | 47.9+3.20 | 32.8+3.74 | BLQ
S Mk 28.7+1.60 | 34.6+1.69 | 26.6+0.77 | BLQ
fiti - 6.64+0.91 | - -
i A BLQ 2.76+0.30 | -
[N 14.7+1.47 | 8.38+1.90 | 15.3+1.17
M 71 i 20.8+1.77 | 13.5+0.77 | 19.3+2.22 | -
] BLQ 8.03+0.74 | 16.3+1.07 | BLQ
/N RE 171+£70.8 182+41.8 71.0+18.7 | BLQ
JIELf 14.740.72 | 11.0+1.12 | - -
ER 33.7+1.02 | 9.02+2.34 | 14.5+1.76
H R 91.9+13.1 | 20.4+3.43 | 23.9+3.30
KB NS 2.63+0.30 | - -
7 R 19.141.38 | 12.5+3.61 | 28.8+6.84 | 11.0+1.10

M+ BEVEEZE, 1 FRRL BoT —X

-0 BULUCHURRED R S e o To 7D BIERARAT TP AR AR T
BLQ : GERRFAN, NS: YRz ERk L7 7ofifk

93% (in vitro & FILIEEA., [MCIEFHR L X T U 7F U EE 10~

10,000ng/mL, BRAMEEE]) 39
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VI-6. {X#t

(1) BB & UM EHHE
iz

(2) REICEE5T 5EEF
(CYPE) On¥F
B, 5%

(3) FEEENRDFHE
RUZDEIE

%EA@%&A4W&Md@ﬁtw&&)7%/1mmg% < fIE AR BRI
H L& &, fERIixE s UTREE (g RIEHED 25.7%) KOV T
J FEDINAK A méntrﬁiﬁﬁ%hmo7®mm)ﬁffb ZOMT I
o AR M20.2 (9.3%) KROVT 2 REEA 0K A HY M15.3
(8.1%) MO BT, Fiz, RECFEHO T2 WIX. M20.7 (56.5%) T
HY. ZTOMIZT VT v U EEREAIAE M20.2 (4.4%) . 7 2 REEE DMK
#i M15.3 (8.7%) AR LNZ, ¥

tFIhHét»&ﬁUﬁ?z@ﬁEﬁﬁ?%
o \\/OH

@ A @\JL @Nvm

M20.7 M15.3 M21.6

(56.5%) (3.7%)
\ y Vi o
o ///

LAF237 (M24.5)

/ @7. T T

N N
A /
o) 4 2 //
Gli~0 n S HO H O g v OHo %
; R0~ ;
\Jm:> yiﬁi HO N\Jm
20H
M20.2 M20.9
(4.4%) (1.0%)

FEINAN OFAEI, PRI T OF 5 B 2 Py [ s

) ARFNOAEGE STV D 2RI RIE 12 BUBERP ) . AEKOHE
ﬁF@% IDUNIER tw&7J7%/kUtmmg%1H2E%
Aok s3T5, ok, BEOREIZS T T 50mg 2 1 H 1 [\FIc
&ﬁﬁézkﬁfééojfﬁéo

EAF T TF oo MBS EERBREIT ST 2 KOMKS#ENTH D
TV G M20.7 OERTH Y BB (M20.9 KT M21.6) @
RPPEEEIZ1.6%ERETH 722 b, I b7 v—AP450 OB ITIEWZ
ENTBENTE, WEAT—%) 9

EZ 7 7F 13 CYP2A6, 2B6. 2C8, 2C9, 2C19. 2E1, 2J2, 3A4 Tit
R snizrolz, £72. CYP1A2, 2B6. 2C8. 2C9, 2C19. 2D6. 2E1.

3A4/5 ZFHER T, CYP1A2. 2C8. 2B6. 2C9. 2C19. 3A Z##FHE L 2h»o
7=, 38740

HIEBEE N RIT D720, [MEFHIANA T T _A T U T 1 1185% L HEE S, IR

hEILER (F9 85%) LHEMBILTWiz, 1 ( VI DM AL FT7 1 T Y
T4 . KO IVI-7 46 DIESR)
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(4) KEMOFHEDEE
RUERL., #HEL

VI-7.  HEitt

VI-8. ~JURKR—E—IC
M7 51EH

ELE 7 ) FF ORI M20.2, M20.7 KT M15.3 O4fE DPP (24 5 H
EVEME A M L7 fE . M20.2 IZEALE 7 ) FF U L RIED D RTF NS
F X —¥-4 (DPP-4) PAEFEMEZR LA, M20.7 OFHEFEMIIMD THH<
[IC50(Caco-2 #ifim DPP-4): 745 + 79uM]. M15.3 (XML EFEMEZ RS 2o 72
[ICs0(Caco-2 #Hfl DPP-4): >1,000uMl, [in vitro 7 — %14V

M20.2 &8 DPP ICxt9 HBREE M

3k M20.2 (ICso : uM)
t ~DPP-4 0.006 + 0.001
t ~DPP-2 >90
t ~DPP-8 8.0+0.3
t ~DPP-9 0.5+ 0.2
t FFAPa 24+ 13

t FPEP 25+ 18

R EAEERAE . n=3
FAP : i b & o3y
PEP: 7u Uz RXTFFH—F

1) fEHERABF6BliceE Ny 7Y 7F o 50mg & R O&K G LA, &5
% 36 Wifil & TICRE(LIRE LT 22.7% 0 RPICHEt SN, B2 VT TR
X 9.83L/h (164mL/min) TH 7=, ENLE TV T F L DR~ Pt
X, REEN R RANAE WO BEN R SN D, Y

2) FMEANFERERR A S T 4 FlIZ[UCHER e V& 7 ) 7'F 2 100mg % ZEREREIZH
FREOES Lz & &, 5% 168 FELINIZER G LT EEED 85% 3 R
(2. 15% ISP S AU, BPEIERIT 100% T > 7=, JREOFEF (S
SENTREEOEESIZTZFNENHERED 23% K N 5% TH o712, *

) RANOHERB I TV DRI R T2 ABERp) . HEAOCHE
i D@, AR, BT U FFoL LT 50meg & 1 B 2 [\,
VIR ET 5, 2k, BEORBISUT 50mg 2 1 H 1 [AFHIC
BHETHZENTED, | Thb,

PEEER © TVI-6. (DR K OYCHHREE ] OHEA2 B

PR EE - 3548 k72 L

EE TN FFAIREBROEET =4 N T AR—F — HEDTFF
FSGUAR—F— NTFFRESFUAR—F =S|I >THEIn2w, £

7o, P REX R OBEREETHD ZERRERNTWS (BT O Km ER
0.5mM LA L) o [in vitro 57— #1427 45
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VI-9. FJRZFICKDIBRER | SEANMBEENT EE 6 B L OMEEER A 24 fllce V7Y 7F 2 100mg %, 22
JERFH AR ARG Lo & 2 ORYBEE T A —F 2 Lz, 13 BITEREIC
IRENTFEEEH (&5 1 HE) KONWEHEEE (854 HA) o5 Gk
RN A — 213 [VI-10.2) EsReEE B E O Ry EhERE ] OHESR)

EAE TN TF L DEIRYENRE T A — X XBEMIEEM B & EHFE G H TR
FEThole, BHTIEFERA O tye FHMHEIL, BEEHERE L0 bR, HEREH
DITHDENRENSTZ, F72. Cmax 135 24%. AUCo+ 15 42% (WS E
Xo@Ehot, BN TV TF 0k, 3~4 BRI OBN R, § 3% BN I
M Enz,

EE 7 7T O M20.7 OFENTIEFNE H O AUCo-2an 1T IMLIENT BHE
THEEEWBRE L 0 6.71FE <. CuaxlE 8.1 fEmDr -7z, FEHTIC K > TM20.7 1%
M E R EE DSBEATRITO 50% LA FIZIR T Lz,

e E 7 T o 4 R RS TR 4G

) RANOERB I TV DRI R T2 ABERp) . HEAOHE
i TEHE., A, EAZ T Y FFo L LT 50me & 1 H 2 [HF],
YN EET 5, vk, BEOWREBISCT 50mg 2 1 B 1 [AFIC
BE5ETHZENTED, | ThD,

VI-10. BHEDNERZEHIT S | 1) SWHBICHSIT5EMIERE (2368 KR, AEAT—42) ©

2 SAENF R (70 sl B, fEEERRN) 20 B K OVEFERERE (18~40
. BEEERRAN) 19 Bz x4, EAZ 7 ) 7F 2 100mg & HEfEO#& 5 L
TeExoe vy 7 ) 7F D AUCe KT Cmax 13, FEREEIZIHEE L TEN
I 32% K N 18% o T,

SHRRUVEFEHRREICELT T TF 2 100mg ZHERAOKRS LI-LZ2D
EYERE/NT A4

i IN tmax Cmax AUCO't tie
FRES (h)* (ng/mL) | (ng* h/mL) (h)
R ) 1.50
& 7085 (0.50-6.00) 578+179 3056+696 2.47+0.94
PR D 2.00
(18~401%) (0.50-5.00) 488+113 23184355 2.17+0.62
SEEMEAE A, CHRRE (R iROR) | SRR a)75 £ 3.4, b)33 £ 7.1
) ARFNOHEGE STV D 2RI RIE 12 BUBERP ) . AEROHE
i D@, AR, BT U FFoL LT 50meg & 1 B 2 [\,
VIR EET 5, 72k, BEORBIZSUT 50mg % 1 H 1 [FIFHIC
BE5yrZLnTED, | THD,
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2) BHREEEREOEYHEHAR

OHEE S5 (2337 HE&. AEAT—4%2) P

SME B RE R R K QMR NI BV & 7)) 7 F 2 100mg % ZE MGG IZ Hilm]
OEE Uiz & & OEMBHEEZ LLBgRG Uiz, I, P, S\ &K OmKSE
Wz F CODRMBEE GBIEEE) OBEERERFICBIT2ELY
7T F D AUCo 1T, fEFEMERE 12X TZENZEI 101%., 31%. 133% X%
W 42% EH- L, Crax 1EZZILZEI 66%. 8%. 56% K%Y 24% LA L7z, fEREHE
BB IR TCBHEEERE TII e L T FF 0B 2 ) 75 % (CLr)
DIERTL, B2 U770 R L BHEEREORE & ORMIZHEIBERFED bl
B, ENAFE TN TFFUOIREER L EEEREEORRE & ORI IXH S e fHEIEE
RIFRD IR Te,

NEABHRERTBEERVCRERACELEST ) TF 2 100mg %
BEEGLELEEDELT T TF o OMBERENEHE/NS A —4

e tmax Cmax AUCO't tie CLR
i ®* | gmb) | (g - ml) ) (Lb)
TR © 510'?20 00y | 4774 | 1872461 3.95+£1.82 | 12.36+3.36
0% 5 P B B s 5 AR D) a 510'?2000) 7924229 | 3764+967 2.83+0.76 | 6.06+2.71
e g a=]
qﬂggfﬁ?“ . 510225 00) | P14£279 | 24511343 | 3.89£1.64 | 5.98:4.21
HE R 1.00
B F (0.50-4.00) | 7454235 | 4363:2069 | 3.55:0.35 | 1.44%0.75
] 1.50
B A b) _
REE R BEEQA) (1.50-3.00) | P91¥166 | 2656+532 8.05+6.26
1.50
= Hf R B b) _
KRB EE®B) (1.00-1.50) | 6384180 | 2871701 5.64+1.33

TR R, FTRE (R/h-K) | a)n=24, b)n=6

(A) BIEERER EEL1ER) . B ; BFERHE (540 H)

BHERRIEZ VT F=r 7 VT 7 ATREMHRRE (>80mL/min, 24%]) | A (50~
80mL/min, 6f) \H%E (30~50mL/min, 6f) \HE (30mL/minAi, 661) (Z/HME L7,

EAX 7Y FF o ORE M20.7 @ AUCooan 1. BREE. s HHEE OB
REREE B N OB 2 %17 TV A REAIBR R GBTIEEM B) TR
FEY 176%, 26105, 6.11%, 6.715E <. Cmax (£ 1.61%, 2.41%, 5.41%, 8.1

fEmnoi,

) ARFNOEBIN TV DEIREUIRRIT 12 BBERE ) . HIELROHE
i TEHE. R, EAZ T FFo L LT 50mg 2 1 B 2 [HF],
HIREAEET 5, 7ok, BEOREIZSLCT 50mg & 1 H 1 [AF]IC
BETDHZLNTED, | THD,

QREHZRSHE 2115 A&, NEAT—42) ©

HE SRR T R K OMERERR A 93 Blic e v &4 7 ) 7 F 2 50mg & 1 H 11A]
14 BEMER D& G L & & ORYERE & Lt L7-, 8E, PESE L OE
FEOBHEREFEERE BT D ENE T Y TF 2 0D Cax 1 EFERERA & il L TH
1.37, 1.32 KON 1.36 52N L, AUCo24 1 ZENZHVE 1.40, 1.71 KT 2.00
fElzsm L 7=,

ENK T TF o ORI M20.7 D Coax ' EIERERLA & Pl U CHEEE, e,
K OVERFE OB RERREE RE T, K9 1.57, 2.56, K U5.55 %, AUCo24 13 1.66,
3.20, 7.30 fFIZEIN L=, 77 a e M20.2 @O Cmax ITEEEER A &
e UCHR RS, AR ROVEE OB BRERE RS T 1.13, 1.60, & TN 3.00
5. AUCo-24 1359 1.35, 2.69 KON 7.25 (512N L7, BHREEEES Clxe
ZT7YTF RO ORFERENEM L, FroEw cmWEnELz R L
770

EHREIZZ VT F =7 VT T o A TR ERE (>80mL/min) . #EE (50

~80mL/min) .94 (30~50mL/min) .EE (30mL/min Riif) Z0FEL
776
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VI-11.

Z Dt

3) IFHEEEZEEDEMEIERAER (2336 HEE. SAEAAT—4) @
AME N RE R B R OMEERE R N I BV & 7 ) 7 F L 100mg % ZE IR 12
B O #E Lz & & 03y BiRe & e U7, 8RS K ONP 45 B oD TR RE e 22
FIZBITHEALE T U FF D AUCo I, fEFEHERE & L TENEI 20%
KO 8%IET Ly Cmax 135 25% 1Ko 7=, HEFTHEAEREE B E TlT AUCo- 1
22%J:% l/\ Cmax ﬂi@%%ﬁ%ﬁ% t @*%&FT&)O f:o

NEANFHREETEERVCREBRAICELZT ) TF 2 100mg #HEHRS

LE-EZDELE T TFoDMEDEYEIRE/NS A —4

i o gm) | (g - D) ®
fa R B ) (1‘0%_235'00) 675+263 2567+428 2.01+0.50
iéé;?;ﬁf? (LGB%;OO) 497:229 | 2076:514 | 4.92+4.86
q}gﬁfﬁi@fﬁg «lébggoo) 512+166 24114740 3.08+1.59
E%E?E;é;ﬁf (1Jé%2ioo) 632+247 | 3322+1472 2.40+0.25

TEELREAE RS, T PRE (B h-RR) . a)n=6, bn=4
JFE§RER 31X Child-Pugh A =t 7 CREE (R 75~6) \HEE (Ra77~9) (EE (A3 710~
12) oLz,

) AFOEBIN TV DEREUIRIT T2 BBERE ) . HIELROH&E
i TEHE., A, EAZ Y FFo L LT 50me & 1 H 2 [HF],
YIREAEET 5, e, BEOREBIZISC T 50mg & 1 H 1 FEIC
BETHZENTED, | THD,

Mz L
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VII-1.

VII-2.

Vil. &% (ERLOFESF) Y HEAB

Z2ERNREZTDOER

ERAREEDER

MEE X (IR IZ &
THIEELEEDER

RZERUVRAEICHEE
THIEELEDER

L

2. BR (ROBHEICEFBRELLGNI L)

2.1 AKFN DRI 5E LEBUE D BEAERED & 5 BH

2.2 WERWMES BTV R—=U AL BERBIERRE, 1 RBERBOBE [ A

VoA TH D, ]

HEDOEEREDH HHBE [9.3.1 BE]

BERYYIE, FIfai%., EERIMEOHHEBE [ A ) VOEHT
Hb, ]

N> 1o
B~ w

(fiEE%)

2.1 AR DRIk VIBBUEDBEED H 5 BEICAK 2 &G LI-5HE, BELR
WSBUESER DRI 2 AEEERE L BN D, RAIOBEGICE L T, M2
B+ AT RANO RS x L COREBUE OBEERE 2 A9 5 BE I, R
Bl 52 8T 5,

2.2 BERIRMES N7 ¥ R— A BEIRPMESE, 1 BUBE RS OBEITK LT
WX, B O A ) A K Do e m B DR IENMETH D120,
AANOFeH-Z8ET 5,

2.3 EWNEARER ClX, AAEEGIC X0 IFSERENELT DU 27 1IRE S

NTELHT, BEERIFHEREZEOREZAONTWRWDE, FHFEED LA
ZE eI EE R IFRRERE ARG S TWD, £72. ENTHRE &L O E
TIXEERFEREREEN N HRE I TV D,
L7=2 o T, ITHREEE D & 5 BEICKK| 2385 U - 5BA 1 3T e fE
NEALTL2BZNNH Y, KR, BEEOFHERE[BIEFRX., FEE
(Child-Pugh Class C) |0 & % B#H CTIIFHERERENEL L= HED Y
ATMENEEZEZLNDZ D, BEEEZER LERE LTV,

2.4 FEIEKYYE, PRI, EERIMEOH HEBEICH L TUX, 41 AU T
K AMBEERNLEETND =0, AFOEE 28T 5,

(V-2. ZWRESUINRICHEET SR 22T 52 L,

V-4, HEROCHEICEETSER] 220752 L,
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VI-5.

ERGEXRIEIREE
£ DHEH

8. EEREAMIEE

8.1 AFOMEMICHT- - Tid, BEITR UIRIIBER & OV DO %L IEIC
WTHamBHT 528, [9.1.2, 11.1.3 /]

8.2 HFRkREREE (FFRZ2&80) RNELDLNDZ ENHDDT, KL IIE
A, #EBLAE | EMITP 2R L 3 » HEIC, Z0% L EHMICITH
BERELZITHY> &, [11.1.1 2]

8.3 AMEANLLLND ZENHDHDT, R LWIER. IRMH-2% 0
MIHER DN S BN BA IR, HNCEMOBEEZIT D X ) B
WHRET L2k, [11.1.5 58]

8.4 AFFEE L, b, R AZ EHAICHRE L, EHOREEH D, K
§%3wﬁ&ﬁbf%@%ﬁﬁ+ﬁﬁ%ﬁmmm@ﬁﬁﬁmmﬁﬁ%%
BdsbZ &,

8.5 {RiBE M MEMBERZEZ T BENAH LD T, HTEE, AFHEO
B E L TV EFICERE T X ICEETS I, [11.1.3
2]

8.6 AKI & GLP-1 A MIEEN K IT VT b GLP-1 2R %2 L7z bR T 1E
HEAHL TS, WAz LB oK R X 72 <. AoER )
ZAEMITMHR I TV,

(f#3R)

8.1 AFIDMEMIZH Tz - Tk, BHE I LARILEHER K O DXL IEIZ DU

THoR2it\AE2IT 5, — IS, RIBEER & LCTid, 20T, Rk, &)
B, AL, CHF IR, IRR, BikbEE, B, SEL SNV
by ZILHDIERNBD HNTZHAIIT, WE2ELRBL AT 572 L
WY R MEEITS, 2L, aZral X —EERE ORI LYK
PERRBD LN EAIIET Fobiz 35, [ [VI-S.(DEKXZENEM &
IHER | DIESR)

8.2 AANT X B HFHEREREE DR BIFIAIC —E DMEANIIR O TRV s, 4t

[E CAFI GBI 9 » AR ICHTEER O LF-035580 b IIEGI S il S
TW5, REIBEIC L DNTFHERED Y 27 Z2F5/MuT 572010, BED
SKPEMRINE 2 B & 2. AR GBhRRT, ARGt 1 FFIEIDRL D
3 HEIC, £ Ok b EHIRICITHRREM A 2 £t 4 5.

8.3 EM IR M USME TRMEER DIEFIAME STV D, FiftdIei i Ly

JEgR . TR D PIHIER D & b DI G EITIE, HWPNICEMDOB R %%
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BE ) T D HER O EIL 50mel B 1 RIEHCEGT 57 L, HEIC
BhHEFTHZE, [ TVAREROCHEICEETZEE] . TVI-10.457E
DEREATHEE] OHESH)

42



(3) FrigrefEEEsE

4) kJEREEHI HE

(5) #Ei%

(1 INR=F

9.3 MrigRefEERE
9.3.1 EEDHHEREDNHLEE
b L2 &, IHERERENE LT 282 n b5, [2.33H]
9.3.2 FHEEENHLEE (EEDOHHEREZTOHDIBEERI)
IHERERE E B L S 282 H D,

(fRE%)

9.3.1 HEEDOHHMIEEFRED H 5 BEICHT HIRGIIEETHDH, (V-2 £=
WA & ZDHH ] DESR)

9.3.2 WL N NP FE DATRERERS E D & 5 BEICB W T, AFIF G2 X0 AF
MEREREENTEN T LB IR D Z b, FEd FoICBE LN D
HEICEEGT D,

ek, ThoOBEFEICH L TR, ZettEEE L T 50megl H 1RlEET
BT ENEE LN EEZ BN D,

BESH TR

9.5 114%
IEdm SATIEIR L TV D ATREMED & 2 PEICIT R G LW E R EE L

W, BER (7 PR TYX) T, BE~OBITRHRE S TY
60

(fE5R)

9.5 BHEER (7 v FRUUYX) T, ZMEE. AMEKR IR A ~DR
BROBEFETRO bR o h, EiRFZ >~ F T, RIEDOMK, O
ek, AFig, e Ot i EE (REEM) O hiEED 3~5 fF) THBATT 52
ERERR ST, Flo. HIRT U F RV T, REMETIcer & 7Y
TFUPRHEENIZZ LD ISR LT S ATREMED & Dt A IS
FRE LN ENEE LV,

BHELEOBEMEE ORARFEORRMEEERE L, A OME I3k
PRRTAZ L, BWER (7 ) T, WHTA~BITTSZ L0
EXRTWD,

(&)

9.6ATDT v T, EAF TV FFURMETRELZBZ DRE () 415)
THI WS NI Z L PRI N TV D, 1BF EOA MR ORI
BOAWMEZZE L, RALOME TPz matd 52 & ( TVI-5.3)%it
~OBATIE] OEBM)

9.7/NRZ
NSRS b U T ERIRBRBR 1T SEHE L T ey,

LR

43




(8) St

vi-7. *HE{ERA

(1) #tH

%2
RS

EZTDER

9.8 BEnE
BIEMRIUCHE L, iz FoCBE LN EEICRET 52 L,
— IR RE MR R LTV D,

xRSl

<HE>

SMERERRER T, @l (70 Ll E) (CAH] 100mg & HEE D& 5 Lz & X
D AUC KO® Cmax 1%, HEElE (18~40 %) L TZERZER 32% KD
18% M-I AEmAED Sz ( [VI-08EDE R HT 58FEF ] OER
M)

— 7. ENEEERER TIEAA 100mg/ HH#E5 TORFEESFEIRRIIIEG M E
(65 mATH) Lmlg (65 MLl L) THIBETHY., BlMEICBITAIAES
LORBURDUZFEE OBERNITERD b2 o7,

) ARAIOHEGE STV D ZhREUTRRIE T2 BUbERW ) . AEKOHE
X D@, AR, BT U FFo L LT 50meg & 1 H 2 [\,
AR OEET 5, B, BEOREIZSTCT 50mg 2 1 H 1 [\
BHTHZENTES, | ThbH,

10. 4B E1EH
AANTEIRBFIC LV IHK L, RELERORFHEIERIT 23% TH -T2,
[16.5.1 ]

(FRER)
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Foa

VI-10. BE&5

VI-11. BERLDEE

-12. Z00EE

(1) BERRRERAICEDCIE
#

(2) FEERRABRICE DL
L

FIE STV

13. BERE
13.1 &

AFNTMIRHEHTIC L 0 B Sz,

(FRER)
NENBITERE 2R L L-RBICEB W T, AFNXIEEITIC L > THREIR
RNZ EDRENTWD ( IVI-9BHTEIC LARER] OESM)

14, BRLDEE

14.1 EFIRFEHEOTE
PTP @2 DEANLPTP > — h 2y HHY H L CARAT A K HfRE+T 52 &,
PTP *— M DFAFRIZ LD . B OSLA TS REREA~FA L, BT
ERILUCHERARESEOEERAIHEL IR T D 03 D,

(FRER)
PTP G0N 07-% ., [PTP f@fEIic>\WT) (PR 8 4£ 3 A
27 H HIHEFREEE 240 &) 2RIV, FHE LT,

BRESN TV

15. Z0MDFE

15.2 JEBREREABRICE D < 1R

15.2.1 v~ U X & H\\iz 104 B ERE D 85 25 ARMERBRIZ BV T,
1,000mg/kg/H (50mgl H 2 [RIAHETO MEEE (AUC) @ 199 %)
FED M CELARARIE DI EFIEL N BN L. 1, 000mg/kg/ B #E D i K& Y
250mg/kg/ B LA _EREOREC IS ANE O R AFIZAEE N LTz,

15.2.2 =2 A FA-0 13 AR OS5 FMERBICHB VT, Somgl A 2 [
BETOE MgFEE (AUC) ITHYT % bmg/kg/ HULEOHET, M
e, BEERWBHEORERZE (5mg/kg/ H THREMIFIHIZHEE L —
WPED K, 20mg/kg/ HLL L CH¥IE, #ife%% . 80mg/kg/ HLL | CHE
W) NEINTWD,
Flo, W=7 AP LOoRk 0B FEERBRIZE VLT, 20mg/kg/ H
PLEORHET, RIS L v G %ICaEmEsiE s LT, Bk
REEAE . MR AE(LFH N T A —% (LDH, CK, ALT & TO® AST) @k
Ao RIS T AR SUIBENR A 1 5 78 D Sl oy O VI A w15
SNTW5, 40mg/kg/ HUL EOHET, —HOMMKTHIED L <X
FETCDFRD BT — 5T, EFEfITIER T —wmrE o5 FIC
[F1E L7,
ek, FEEOBMEFTRIIMOBMFE (v VA, Ty b, A XKDV Y
PX) LOE b THEHE ST,

(fRER)

15.2.1 HMRBEICHOWTIL, ~ U AFIROB R FHBUENTIZ B WO TR BT
BHIRNE L LNV OEALE RET DB T REOEEBHPRDO LN TND
LMD, TEEA—AFHEBRZEZN LIEARILTE L NT L ZADOENNFA &
EZHND, ZiUIt PO WRBMETH D L OWMENDH
%

Fiz, MEREIZOWTIE, FOREIIN~ 7 A THREEDIME R
JENRA SN D eE (P&, Mg, +=7ed) KR TndZ e, B R
BT AMEREORAEIIMO THRTHDHZ L. ROME AR REEIC
L THDRBRERRBOLNTNELEZ ENnD, B FTOY 27 T
TERWEEBZOND ( X-2.)NBAFMERER] OEBH) |
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15.2.2 FZJEIRZEIC DN TIE, A RAH R K OV A& A L2 K 2 R ifn L Be s L 7=
BBz b, PRRRIICHBLT e LRI TWD, 2tk
TV VTR 7 A BAREE I A BT, EIRBRED K& RFER T
HDIEPHERINTND, WTIOHT R EBIWFOFEMIAHTSH
5.

B, ZOMOBYE (VA Ty b, A XKRORTHF) XLk MZ

BT, FAROBEBIEORBLITHSE STV ( TIX-2.(7)% D

ORFERTENE] OEB) |
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X-1. REFHER

(1) EHREHR

(2) ReMEEHR

IX. EERFREERICEE Y SIEE

VIR T 2IHE ] &M

1) hiRHRRICRIZTTHE
vﬁx tw&&)7%/mmmwg%$ﬁﬁmﬁﬁbt&%‘¢MWﬁ%
DR R IRET D —BRIEOZE(LITRB O b o Tz,

43%mwtﬁi$@&0ﬁﬁﬁﬂ&ﬁﬁ%@¢f eREDBIZE A28 LT
HAR AR R MAE T 52 B % 54l L 7=, 7hmg/keg/ H & 5Tl 10 Bl 3 Bl #
5. 4~5 QB ICHED - D UaR 2 1To72, 20 TIIHREGHHAND B
FEFORX FRRDO B, EZ T TFF o DOPRMR R ~DEENE DN
5L —IRRED AL DB ST, EFEY TP RICE LW i %
KIS Ipmnoiz,

2) FRRIZKIFTTEE
A XZENE T ) TF % 4bmglkg O AR E CHEIFR G LR, MR RIC
TR MFE X 2o T,

3) DINBERICRIFIHE
®In vitro:Eg
hERG BRIk THENLE 7 ) 7F o OBERAEIX 1mM SHEINZ,
SCN5A (FBAMKAFMET MY 7 AF v x/L) NRE&EWICHT 5 IC50 fElX
365.8uM T > 7=,
TH XD T INF BB T, EAX S Y TF T 100pM F TILIEE)
BNLNT A= E NIT I 202720, 50% -5 f 5% Bh 3 AL £ ot 17
FEﬁ T 1 RO 3mM. 90% o fRbE B &AL Fre el 0.3 XY ImM THE
R Uy I R0 his B Ry O IR IR AT 1T 1 M O 3BmM., (KB BN RS
X 1mM VL ETHEICHED Lz,
o X O R OIRIC BT, EAX T Y FF T L0 IEENE AT e
M OFELHEL 90pM LA b, (DEWNREIEIEA 900pM LA | TRD Hit7z,

@1In vivoitEg

| (B 7A—S HBRRR
A X | MERES 5—15—45 M, DA, |87 L.
(R ) DX
A4 X | #10 | 5-515—-35—75 |MJE, L%, | 35mg/kg/ H LA b Tl
—40—75 LEX BENR,
(& 01) 75—40—75mglkg/ H T

L PEISMIURE . QRS
Ve, SR, ST 5
B O
75mg/kg/ A @ 1041 11
TLEMBYAIER &5 2
LB,

A4 X | M6 | 15—35. 70 (BRAR |IME. DA%k, |7 L,
PERIADN -85 (F [DLEK

P S
(&)

P | K4 |40-80—160—240 | M, A%, |40mg/kg/ H LA | C—if
160 : 4 TINCEAEY PED ML E B5- R OV
240 : 2/ YN AN A IR R T A

B D EE PR ARG
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)

M

(2)

Z Dfth D EIEEHER

HEHER

HEkE5 SRR

REHRS SRR

e 7Y FF L (10uM) X, ATP-JEEME KT v f L (RALR= LD LT %
FIK) #ETe 84THIHD A A 2 F ¢ TN K O FIRITxE LT o difntE 2 7R
Spipole, Elo, EAX T Y TFr (50uM) 1, ~ U A EHMME LY T A1
oD IC B A2 RIF ST, IBE Y U NEREISIC X D B bR ML B k2 2k
(PBMC) OHEFEIZ® L THRMAREETH -7z, BT, 74 b~ I AT
=R X% PBMC OHSIZxIT 2 B 7 ) 7F oD 1Cs fEIT 10uM LA
EEHEE SN,

DR | RO | BSOMRE | G (mgkg) | PHAOEUER
(mg/kg)

71515 & H 5 0. 500. 1000, 2000 >2000

(V?/gta];) % 5 0. 500, 1000, 2000 >2000

U AKOT v b ERWCRER G EERER T, ARG LT
AT —HREBRUOFRICBNTHEFITRBO bR ho T,

IREREAR] | %05 (mg/kg/ H) PEAE | (mg/kg/H)
'ZgRX) 13 |[# B | 0. 50, 250, 750. 1500 10 250
Z vk 13+43 [ | # 0 | 0. 50, 250, 900, 1500 10 50
(Wistar) | 26+4F 1] | £ 0 0. 25. 150, 900 20 25
. , 0. 5. 25. 75—50 e 5
. 13+4i81H | #H (%518 B 1) 3 i : <5
RN . . 0. 5. 15. 60—50—40
- HR | v O A9y o
(B—2Z V) | 26+4 1 | 0 5150 . 59 H e 4 <5
52+ | 0. 5. 15, 40 4 5

1) IR
13 EMXERGHEERRICB N T, HCIER D b Rh -7, 1500mg/kg/
HEEOMECIRRE E O, 750mg/kg/ H LA EORE T EEEORDRNAL
Nz, MR FAIMA T, 1500mg/kg/ B B TR Z < 885 O [RFMERTE
K~ 77 —IHEEN. 1500me/kg/ H # OMETHE RO YA X5 DR
MR BT,

2) Iy b
13 HEMREEEHEEREBRICIB VT, EEIEERD b -7, 900mg/kg/H
HORECTHREL EBEEOKR TN LN, IREIZ K 2EIEENE D bl
7o IRBEMRRFAORRAE T, 250mg/kg/ B LA EOBED fiti TR O IR~ 2
07y —VEBEOENP R LN, IREIZ K A RHEHERTRO bz,

BINGAER & UC 13 R E B G F R0, 1500mg/keg/H., R O#&5) % E
L7, REREEIZL A TERRED b, EREEOEEEDK TN A
LN, MOBEEZRE, KEICKDBEMEPTED N, MRFERBR
A TIE, ARIMEREK - FRMLER AR IE RDW) OHIN, EH R M ERAFEMCV) « F
PR Mgk a3 & (MCH) « ‘E¥RIMEREE R EMCHC) DI T, HifmEkE - 4
HEREL « U U SEREL DA 7 D ALTz, RERALAR RIS T, ekl
~ a7y —VEBENRD LN,

26 R EHRGREERBRICBW T, IR b - 72, 900mg/kg/ H #
O [ CHREHMINEH L OB EOK TR b it/ MRFHRAE T,
150mg/kg/ H LA EOBETHR MEREL DI, MCV - MCH DX F, 900mg/kg/ H
BECHMES - Vo RS - RDW o8, MCHC OIK R, 4FHEREROHE N
(B B4, MCV, MCH, RDW OZE (L% b & BIEMENTRD H vz, HEH
PR CIX, 150mg/kg/ B UL EOBED i CIAAIR~ 7 0 7 7 — P OEHED

54



() EinEtaER

(4) BARMEEER

FEEALE DI, WHRIRE Y S Ei TR O R M BRI Mo ONIG IR A 0D S 3
BT,

3) 14X

13 W & G- ERBRIC B\ T, Thmg/kg/ HEEDIE 1 FlOET 5RO Hh
72 5mglkg/ B HEDOME T T H M OAGHE, 25mg/kg/ H FE 0O MERE T #E {0 525
(R, kg fE, fff) K OWEM:, 75mg/kg/ H & CHIBSEH ORI, EHE)k
. ErSEE, TR, IRk, BEN, Rie T I, EERE. WX
M7, 50mg/kg/ H I &R, #|ERE ., Wk, LOEHIBIEI T, F
MCIX, 75—-50mg/kg/ HBEOME 1 61 GETH]) KORE 1 F1 ([BIEMEREREEA
7)) THREM (BB 0E - M RER~OMSER) 1BRO L
7o JRERAAR AR I, 25mg/kg/ H BEOME KL Y 75—50me/kg/ H FEO
HECHBRER D BRI AN, M 1 6 CE RS MM OHMA 2 S 728, K
IZ L B EEMERRD bz,

26 i [ SR B - E BRI BV T 60—50—40mg/kg/ H FETHRE 2 51 J OV 1
BIOFTBA BT, FEREFFET H 2 N TE e -7z, bmgkg/ HEE
PLEORECHRMEE (REE, THIROHSIEE) 23, 15mg/kg/ H UL EOREORE
TH— VRN, 60—-50—40mg/kg/ HEET, IfH, HEME&L OMEM: 237 5 41,
HECHR MG T 1 & OWRIR SR H 7z, 60mg/kg/ H O G2 L0 #E 1 Hiliz—i
Mo R EBORD . EEIAH., EMRNOWKEOREARRD bz,
50mg/kg/ H LA O Fe 5 TR EE 0> B FEB) D i) S ONE S JF1 25 B I IZFR
HAVIZAY, 40mg/kg/ H TlImpt - HEEFEEEICBIE L 72 e RIT A B aLlehh o
7o BB KL OYRBBEARZIRE ICB W T, AR GICHE L 22 tiisabh
o,

52 il ] S A8 e G- R BR IC B8 T 40mg/kg/ H BECTHRE 1 61 & OV 2 Bl D FE T
BEROLNTZN, HNER/FET DI EIXTE R0 o7, bmekg/ HEEO R O
15mg/kg/ H LA O RE D MERE THRE ISR EAY . 40mg/kg/ H #ECIL TR, 1
8, FlE, RORHSEE SN, 40me/ke/ BB TRERD I L < ISR EHE
IMOIHNAFBD SIS, ARFEIC L 5 EEMED R S L7z, IRBRRR IR
A TlE, 15mg/kg/ H B O MK OV 40mg/kg/ B BEOMERE T, 4FBEERIZIE % £ 5
KIGORIER NKGHEEAENOAFZER~Y 7 a7 7 — VO, T
B OB BEANAE I A A, [RIEE 0SB B TUd/ MG O BR S SUTRE IR AT B o BR
JRPEBESE N B R S LTz, IRERIC L D | B BEM AR R LA 0O 2540 o0 [RIAE M A3
RO BT,

M 2 WA PSR AR SRR, & b U S BRE Do e @ R R R, <
UAKDRT v b EAWTERORGICE /MR, WNT~ 7 A& A0 TofE
ARGICEDaXy b7 vEAIZBWT, AEOBIZHEMEZ RERT 5 RIT
D BRI T,

1) v7 A (ICR#%. HEHER 60 %I/FHE, 0. 100, 250, 500 XX 1000mg/kg/ H)
Z 2 104 BB SERE 052 X 208 AJRMRBR 2 Fi L 7=, 1000mg/kg/
A (b FREFEEO 199 %) B oM CILIRIRE O 5 £ G238 m L,
250mg/kg/ B (& MREZEREO 56 %) UL EOREOKEK TN 1000mg/kg/ H DT
1A% AU D J AR B S B8N L 72, 100mg/kg/ HREDOTE (b MRZEED 21 £%)
KOV 500mg/kg/ HREOME (b MRFEEO 794%) Tld, FEBEFR AL ORINX
WO LIRS T,

LR ICEE L Cix, ~ v A& AWz 13 B ER S mFHERERIZ BV T,
750mg/kg/ HLL EORE T HERE LK OUIEREZEOMK T2, 1500mg/kg/ H#ET
TEROV A XEEOBORALN, £72, EAF T TF o h ik 53 HH
Beh L~ o 2O T 2 BB TRIENTIZB W THRVE VB EOLE
ERBDONIZZ L ns, FERE—AEFBROBILE L RT 2 AOEIBIF
REEZONTZ, ZHide MTFAMEEO WL TH D Z ERHEINT
W5,

~ U AR D MLE W IEOIE A ORINE, RSO BRI AR OF
g, W, FERE) KRenTneZ &b, & RERAEOREIZITZA

55



(5) &EhEFESMHER

(6) RFTRIAESER

(1) 2D tsikEtE

IRFEEMDOFERNNMLETH D Z L IRBR I T,
FRBOTHTHY ., ARBEROERIZZNVWLDEEZ LN LD,
MEREDHEIT~ T AFREN 2B THY., & MBI REAY A7 1K
WHDEHELE LT ( IVI-12.2)FEERRRERICE S 1FH OB R) |

b MIBT D MmEREDIE

2) 7w b (Wistar 5. HEEX 50 #il/#, 0. 25, 150, 450 XX 750mg/kg/
H) ZHWiz 104 BRKEROEGICE D2 PARERREZ I L7, ey
7V FF oG B U T IR AE SR O FEINEER D ALz,

= M
RER D e 5. BEE | @ o
g gt |, e 541 g (mg/kg/H)
H
HE - BRI
29H M KO
= BhHE - HfpE T
X T, s | 0L 25, 25 900
U%ﬁﬁl (Wistar) HEH %@%ﬁaﬁ 250, 900 | Mt25 900 (W)
HIR6 H £
w(:\
Zv k|, FiR6~17 | 0. 75.
IR« IR | (Wistar) HEH H 225, 750 24 | 750 750
4 AR HET~20 | 0. 15.
(NZW) #EH H 50, 150 20 | 150 50
H A BT
HAE#KD | _
v bk, HEIR6 H ~ 0. 25,
g%‘@ (Wistan) | "EH | sybeiz20B | 150, 750 | 24| 750 25
HE

1) Zhase

RUBERETOMHREREICET 5K

7 v NCARFIBGICEHE L2 CIERO b v -7, 250mglkg/ HLL LD
FEDME K T 900mg/kg/ H BEOME TIRE K CHEAEOK T 2RO bivie, HlHn
FriL. A, AR B QR SUTZIAE, KRR SUIRR AR, K1
BOUTEBFE 7RI G ICBhE L - B BIIRO b o 1o, MEDAETH

INT A= HIZHIHIMRIE L

2) & - BIR

XY DR

RAEICEY SR

IFREO BTz,

7 v Tl 225mg/kg/ H LA EOREOREY) T, KEOK TR A LN, U
FTIX 150mg/kg/ H BE T 2 5 L HEE OREWRHENRE O v, FEEOMK

RT3k

VY FITEN T, EFEEETRD bhRhoT,

3) HAMKRUVHAERORALEKICEHYOHAEICEY HHER
7 v MZBWT 25mg/kg/ B EL EOBEOREMW) T, IR R ORI O E K&
CHEEEDR TR LT, 150mg/ke/ B LA EOFED AR T—i@tEORE

KTFRRD N, F1 8o AR OATFR, M, —RRIKEE,

REIK T R OEREROEFMEDOHMABO bz, 7 v M

IR 5

B, PERKEA. BERETE N ONTASEREIC KT 2 BEITRR O b h o T,

0B % T B — RIS MR IS B W T HIEIMEIEER O B o Tz,

1) &7

EEE R L

2) Rt

ELE Y b EAWEEERBREN B (Maximization test) (ZBWT, FZREEK
YRR SNl hhoTz, Ty FEHWE 4 BEKEROKESIC XL 5055
MERRBRIC I T, T MK TURIC kT D HUAFEAERE~ DI D 1L

o Tz,
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3) TohoEMN

=7 AV EHWE 13 BEKER DG EERBRICB VT, Smg/kg/H LA
Lomc, Wik, H., BOKEWRZE (bmg/kg/ HHE Tk —i MoK,
20mg/kg/ H LA EORETIIEEE. Wik, BO7=721. 80mg/kg/H LL EDOFETIX
HErofrjE -« 248) 23R bz,

=7 AP HWBIOKER D& 53 ERBRICIB W T, ZEORRLE D
PSR RENBIER Stz Z OB MER X, BEMERE, MR brny S
7 *—% (LDH. CK. ALT. AST) ® k&, KEMATF. MmEKT. #HEik.
WK O CEEOHE L H 0 FEE L ORBRE O ANT Y 208538 61
72, —HORBRICH VT, RFOMERIE 20mgkg A 5. WA - B HIE
40mglkg P HIRH BT, —F ., FEFBICE T DIERBEEIL —wPETH Y |
B WRHICER L,

B, YU THELN ERROBEFT R, tho®mfE (oA, Ty b, A
X, UYX) KOt TS S TOHRY (TVI-12.(2) FERE R RBR I LS
& DHEZRR) |
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MR X5y

AR
BEIRE TOITE
BV EDEE

BERITEM

EfREAEFAR

SLERSTAREAHE
RUARES. Eif
REENHFFEAR. K
SRR EAE

SHEEX [T REM,
AERUVHBEZEE
MEOERHRUZ
DARE

. BEERR. B5E

BRAKRFABRY
ZOAR

. BEEYM

. REHAEHIR B9
B1EHR

. &Ea—F

. REHBALDOEFE

X. EEMNEIHEICEI HER

LU <
BRI

=7 7§ 50mg AT EA

W) EE-EASOLSEIC L ERT S 2 L
EAETYTFy B LA

3 4

FIRIRIF

Brlcia L

BEMERLTA R HY
KFVDOLEY : HY

Al —pRoy 3 - 72 L

RIZhER . o2 70 FF ) VKR, Tu ) T2 BB
VF 7 ) 7Fo . T3 7V TF o BAGKERRE KT,
TFT)TF IR E

20072 H 14 A (AF o)

SR GEAGRAEH H 1 201041 H 20 H

& R & 5 22200AMX00233000
SRMELHEIEAEH B - 2010484 H 16 H

Wy 72 B #6 42 A H : 20104E 4 H 16 H

HEEX NI R DO —H AT . 201342 A 28 H

2 BUPERRpT ) (ZRE ( TRFRE, EERIEO A, &5V ITRINRIE, EER
BEIZMATANR =T LT FI 2GR L0 28R 35 D WA RS

NS Y g W)

HRAMEBMFEH B 20209 H 9 H

EIEG . EREEREOME ., AR LBV OMER ST D IEEE 14 5558

2THE 35 (KRBIEGERH) A MOHANAETOWNTIICHEZEY LAV,
84 (20104E1 H 20 H~201841 A 19 H)

AANL, FEHFICBI T 2 HIFRIZE D B TN7RW,

, i 31 = 3K L7k
| R SR A AL Y . - e

E4 | xﬂﬁ% . a— R HOT (13#7) #%5 R

IR ER S o — R . .

(YJ=2—R) o— R

=77 | 3969011F1020 | 3969011F1020 | 100%¢ (PTP) : 1198072010101 | 621980701
i 42088 (PTP) : 1198072010201
50mg 5008 (PTP) : 1198072010102
500%8 (n7)  : 1198072010301
10005 (PTP) : 1198072010103

BARSANA
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XI-1.

51 FCHR

1)
2)
3)
4)
5)
6)
7
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)

25)

26)

27)

28)

SR

HNERE R & x5 & L R 53R BR (2010 4F 1
H 20 HAGE, CTD2.7.6-2.1.1)

HENEE R R A A xS & LT E R R BR (2010 4FE 1
H 20 BA&GE., CTD2.7.6-2.1.2)

Kikuchi M. et al. : Diabetes Res. Clin. Pract. 83(2), 233-
240, 2009 (PMID:19118913)

He Y.-L. et al. : Int. J. Clin. Pharmacol. Ther. 48(9), 582-

595, 2010 (PMID:20860912)

Iwamoto Y. et al. : Diabetes Obes. Metab. 12(8),700-708,

2010 (PMID:20590747)

Kikuchi M. et al. : Diabetes Res. Clin. Pract. 89(3), 216-

223, 2010 (PMID:20537746)

T FNE © B L ERIK 59(2), 121-136, 2010

T FNE D - B L EEIR 59(2), 137-154, 2010

He H. et al. : Drug Metab. Dispos. 37(3), 536-544, 2009

(PMID:19074975)

Ahren B. et al. : J. Clin. Endocrinol. Metab. 89(5), 2078-

2084, 2004 (PMID:15126524)

He Y.-L. et al. : Clin. Pharmacokinet. 46(9), 787-802,

2007 (PMID:17713976)

He Y.-L. et al. : Eur. J. Clin. Pharmacol. 63(7), 677-686,

2007 (PMID:17486328)

R . B REREE BT BT A M ENEE DR EH(2010

1 A 20 HARE. CTD2.7.6-2.3.3)

D'Alessio D. A. et al. : J. Clin. Endocrinol. Metab. 94(1),

81-88, 2009 (PMID:18957505)

Balas B. et al. : J. Clin. Endocrinol. Metab. 92(4), 1249-

1255, 2007 (PMID:17244786)

Azuma K. et al. : J. Clin. Endocrinol. Metab. 93(2), 459-

464, 2008 (PMID:18042650)

FENEEE  EHERR A 2R & LB X D IR ERE ~
DOF#(2010 4 1 A 20 H&AGE., CTD2.7.6-1.1.2)

He Y.-L. et al. : Br. J. Clin. Pharmacol. 65(3), 338-346,

2008 (PMID:17961192)

FNEEL . B DPP-4 (%9 5 BHEHE/EA (2010 42 1 A 20

HA&S, CTD2.6.2-2.1.1.1)

FENE R - A58 DPP IZx 2 BEER OB (1) (2010

41 H 20 HARE, CTD2.6.2-2.1.2.2)

FENE R : K4 DPP (233 2 BAEERA OBE (2) (2010

£ 1 H 20 HAGR, CTD2.6.2-2.1.2.2)

HWNEE : £/ DPP & L E T T F U EAIROfREEE

JBI(2010 45 1 H 20 &8, CTD2.6.2-2.1.2.2)

HNEE : EAE T ) 7F o0 DPP-4 12%4 2HEKE O

fEoE(2010 45 1 A 20 H/K#R, CTD2.6.2-2.1.1.3)

Duttaroy A. et al. : Eur. J. Pharmacol. 650(2-3), 703-

707, 2011 (PMID:21070766)

ﬁW%ﬂ ANV N N UBERBERE~ U ADEEB A

R B ER ORMGEH2010 4 1 A 20 HAGR

CTD2.6.2-2.3.1.2)

FENEEL « BTBERIF I KON 2 BUBE R = 7 A LD

HbAlc iZ%4 5542010 4= 1 A 20 7GR, CTD2.6.2-

2.2.4.2.4)

He Y.-L. et al. : J. Clin. Pharmacol. 48(1), 85-95, 2008

(PMID:17986525)

Ayalasomayajula S. P. et al. : Curr. Med. Res. Opin.

23(12), 2913-2920, 2007 (PMID:17931461)
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[20100248]
[20090711]
[20105312]
[20103353]
[20103921]
[20100797]
[20100798]
[20092332]
[20070391]
[20092212]
[20092203]
[20100225]
[20092326]
[20091205]
[20092269]
[20100514]
[20092275]
[20100259]
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[20100243]
(20100260
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[20106966]
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seEth Novartis
ﬁﬁ/u% Galvus
K - Bk $EAl - 50mg
TRERAEA 200749 A

ZNAE X IX%R | 4.1 Therapeutic indications

Vildagliptin is indicated as an adjunct to diet and exercise

to improve glycaemic control in adults with type 2

diabetes mellitus:

e as monotherapy in patients in whom metformin is
inappropriate due to contraindications or intolerance.

e in combination with other medicinal products for the
treatment of diabetes, including insulin, when these do not
provide adequate glycaemic control (see sections 4.4, 4.5 and
5.1 for available data on different combinations).

EKL OV E | 4.2 Posology and method of administration

Posology

Adults

When used as monotherapy, in combination with
metformin, in combination with thiazolidinedione, in
combination with metformin and a sulphonylurea, or in
combination with insulin (with or without metformin),
the recommended daily dose of vildagliptin is 100 mg,
administered as one dose of 50 mg in the morning and one
dose of 50 mg in the evening.

When used in dual combination with a sulphonylurea, the
recommended dose of vildagliptin is 50 mg once daily
administered in the morning. In this patient population,
vildagliptin 100 mg daily was no more effective than
vildagliptin 50 mg once daily.

When used in combination with a sulphonylurea, a lower
dose of the sulphonylurea may be considered to reduce the
risk of hypoglycaemia.

Doses higher than 100 mg are not recommended.

If a dose of Galvus is missed, it should be taken as soon
as the patient remembers. A double dose should not be
taken on the same day.

The safety and efficacy of vildagliptin as triple oral
therapy in combination with metformin and a
thiazolidinedione have not been established.
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Additional information on special populations

Elderly (> 65 years)

No dose adjustments are necessary in elderly patients
(see also sections 5.1 and 5.2).

Renal impairment

No dose adjustment is required in patients with mild
renal impairment (creatinine clearance > 50 ml/min). In
patients with moderate or severe renal impairment or
with end-stage renal disease (ESRD), the recommended
dose of Galvus is 50 mg once daily (see also sections 4.4,
5.1 and 5.2).

Hepatic impairment

Galvus should not be used in patients with hepatic
impairment, including patients with pre-treatment
alanine  aminotransferase = (ALT) or aspartate
aminotransferase (AST) > 3x the upper limit of normal
(ULN) (see also sections 4.4 and 5.2).

Paediatric population

Galvus 1is not recommended for use in children and
adolescents (< 18 years). The safety and efficacy of Galvus
in children and adolescents (< 18 years) have not been
established. No data are available (see also section 5.1).

Method of administration

Oral use

Galvus can be administered with or without a meal (see
also section 5.2).

(2021410 H t7T)
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EU OWRfTCE | 4.6 Fertility, pregnancy and lactation
(2021 410 H) | Pregnancy
There are no adequate data from the use of
vildagliptin in pregnant women. Studies in animals
have shown reproductive toxicity at high doses (see
section 5.3). The potential risk for humans is
unknown.Due to lack of human data, Galvus should
not be used during pregnancy.

Breast-feeding

It is unknown whether vildagliptin is excreted in
human milk. Animal studies have shown excretion of
vildagliptin in milk. Galvus should not be used
during breast-feeding.

Fertility
No studies on the effect on human fertility have been
conducted for Galvus (see section 5.3).

pak|

F—=ARNZ U T O
(Austr'al_ian cate'ggriza.tion system for B3 (202247 4)
prescribing medicines in pregnancy)

<HBE>F—A KT YT D4 . Australian categorization system for

prescribing medicines in pregnancy

B3 : Drugs which have been taken by only a limited number of pregnant
women and women of childbearing age, without an increase in the
frequency of malformation or other direct or indirect harmful effects on
the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of
fetal damage, the significance of which is considered uncertain in
humans.
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EU OWfI3CE | 4.2 Posology and method of administration

(2021 4210 ) | Posology

Additional information on special populations
Paediatric population

Galvus is not recommended for use in children and
adolescents (< 18 years). The safety and efficacy

of Galvus in children and adolescents (< 18 years)
have not been established. No data are available (see
also section 5.1).

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has waived the
obligation to submit the results of studies with
vildagliptin in all subsets of the paediatric population
with type 2 diabetes mellitus (see section 4.2 for
information on paediatric use).
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