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A QR B ) g S on s K0T 5
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A = % piEs00mg : 1T R A R AL S L HIERHES00mg
_ P P g o A MRV IR
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s $E250mg #E500mg
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Lllpolz, BHRO 1 FIX, EEBEFREHRREHE (LUT, PMDA) OEFEHERMLERRED
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WA CE AT DM HER S L CGEUNER - Rt L TW5.

2019 FE DA CELHEHEOLEICE DY, 1 Fii#EiE 2018 NAEX SN, 4% [ERHERL,
DIRTEE RIEMITENCBIT HH A KT A > ) [CBET 2R OO, TOEFMRERE LTz,
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1.

BZEICEY 5IER

FRFEDERE

77 A R (BLF BG Al oIl <. #tho 3 —w v /3T Galega officinalis (Goat's rue & % %
TVLrTFITA4T 7)) [ZMPERETIERZ S D Z LML T\, TOHEBDOMEMTHL 7T =T )
MBERE TR 242 2 &A% 1918 4R IS S 41, 1950 BRI E DMK TH D B 7 7 F 4 RRIDHK N
TR ST,

A RV L, 1958 4RI T T 2 AD . Sterne (2 & o TE OB TEA NG S, AFRTIE, 1961
HFE1HIZAVE UV BE Q011 4EERKT) & LTHERBEZZIT, R<MHHIN T,

LsL7ed B, 1970 U BG AID 1 D THD 7 = VR VK DA T v K=Y AR L 72
D, RLETTFHA RRIEAITHD A FFBENLI U OHEE - 2R, Hik - HE, BHEFIZLHIE M 5
o, LR, AFTIERWHE, BCKF#EE LY bIEHETHERN I TE -,

—J7. W4T, UKPDS (UK Prospective Diabetes Study) 72 & H ARKOABHEZ KE RS HED A K
TW VAR AW KEBEERARBR N ER S, A MRV O, ZeEMNEITESNTE T,

IO LEEHEND, B TiE, HARANIBIT S A AL O%hEE - bR, ik - Hﬂi%ﬁfﬁiﬁ%‘iék
W, 2003 4E{Z Merck Santé #1: (K%L : 77 0 2) n . AR 100 » [ELLECHEGR S F, BE 2R R M O
RO T o A% 44725 [Glucophage® #EH AL, HARANZBWTEARHED 750mg Z kRS #E
BECOAME, BetafmER Lz,

[ 2 | 7L a® 250mg) DRGE4 CHIESS & L CHEERITV. 2010 4E 1 A IR A Z 1) 7=, £7-. 2012
F8 HITIE TA M7 /L a®E500mg) 23R STz,

NRORE - HEOBIZOWTE, TEFRE EOVLEVED S WARKGRE - MG ERFISHE) COMGHE
RE2ZIT T, BAETEE L0 REEN RSN, YHHIXZ OB 25T TR Z 90 L. 2014 4 8
Az, NRICR 2 L - HEO—HEENAKR ST,

[ 2R PRI BE BERE IS 35T D HRINFE 7S . 2R IR BUAE BERE O AL AR Bh BRI 35 1T DR ER IR B ) o
WISIZOWTIE, B AREFEE S GG B MO BEEENZEH I, TEE EOMEMEO ®WOARKGEI -
SSRGS KO [3EF - fiEAsEas) ORE. FHli S 7o bR, AR et B 3Ky
FAMTH D LD LI, ARMBFEY 1LV 2022 49 AIHEEIISE, HIEROCHESBINEKR SR
776

) AMEGE B GhREEMNR E) OAR IZBWT, Hix E£m®ﬁﬂ$@§éﬁ#@%% /N
ﬁf%ékbf\%fﬁ%®éBiti*%%ﬁt’im#é LR KBHFEEATH T LN TE DHIE

ﬂ

HADABRENEN
(1)2 BUOFEFRIF I 6 L, #ERFR & LT 1,500mg/ H £ TOHRENAFETH 5,
(KA D 2 BUERIF OZNRER ORI U CRR SN AEROHAERZ, THEE, A A AL
/%&%kbflawwmibﬁwb 1EP%E=%%LTﬁﬁinﬁ% iD&5¢5 HEFF
BIINREZBE LN Hikb 525, @ 1 H 750~1,500mg & 15, kk B OIRAEIZ &0 3 B
THM, 1 HEm 5813 2,250mg £TET 5, @H, 10 bl EO/NIZIZA MRV UHEfRBIE S LT
1 H500mg X VBAAAL. 1 H 2~3 [ENZ4E L CRER XIT &% %D&%Téoﬁﬁim%%%ﬁﬁ
L7l Hikd 523, 8% 1 H 500~1,500mg & 3%, 7ok, BEOREICE D EEEET 55, 1 Hix
E 58T 2,000mg £ TET 5, | THDH, )
( TV-3. HERURE] 0HZR)

QA AV WA ST, PRI ARSI, EREA - TRIGRRRIZ 31T 2 BEEL D A B K OV MG~ D O FE
WL BNHNC L 0 A2 KT S5,

( TVI-2. ZBER OEBMH)

(3)2 AUBERIFHEE B & LR RBRICEB W T, HbAle i % i L BAF/ b= o b o — L 2R L
77
( TV-5-(4) #EIMIERER ] DHEESM)

(D) ZERIEINFIEGERE IS I T D HRIRFE TS . 2 FENaMEIR B GERED A WA B = 35 1 2 ARSI PN B 2
FEHAT 54, B, MHEERE. U 2 U VRO W E BT 2 BEICRS,
ﬁﬁf%Aﬁﬁé%%@$W%ﬁ@ﬁ@%%fi%ﬁﬁ@%ﬁ%ﬁ%#é
ZEEN PN BE R IC BT 2 HEINEE R TlX. 2 F b o BRI 2 R < BEINEE R T s BN

-1 -



ENRWGRICARIO 2 BB 5,
( TV-1.2BEXIEHR ) TV-2. RERITHNRICEET HEF] DHEM)

G)EKRZRBIEM L LT, 1EET ¥ F— X RiMpE, FHFERERE | BH, BURUTHRRE S HE Sh T %,
( TVI-8-(1) EXGEIMER & MHER] DHSMR)

3. BEROBFIFHHE
A% L0

4. BEMEAICEAL TAMT NS
WEEHICET 286, REMERHEET A NI A %
RMP ( ['1-6.RMP] DIEZR)

BV 27 F/METEE & L CTER S LTV 2 EH
ol FHEE T A KA >

5530 FF L 0D 5 7 I R

b > > b ﬁl‘
7$ :ﬁ :ﬁ 7%‘ ;%

(2B NAVEINIE BRI 30 D HRINGEFE . 2N MEIN BLRE MR o0 AL SR BY IR d5 1T 2 W R IR B
[ZONWT, ER EOMENED mOARAGEE < WIS/ RO DA TTBAE IR S, 2022 45 9 H 1Tk
STz,

5. ARBEHRURE - FRALOHIREIE
(1) &BEH
RPN

(2) @ - EALOFIREER
AL

6. RWPOHIE
AR ANA




I. &#MICEAY SHIEHE

1.

w

AR5t 4
(D #14

A k7 v =2 E 250mg
A 7V = E 500mg

(2) *4
METGLUCO Tablets

() BFFDHE

—f4 @ Metformin : X bR +EAJTH S Merck Sante th (772 2) OHE
[Glucophage : 7' /v 227 77— |

—fi&%

(Mg (&)
A NV CHERE (JAN)
(Hme A R > (IHIAN) )

(2) %% (dndik)
Metformin Hydrochloride (JAN)

Q@) AT L
OIS TH 7= oAk S UFFEA  formin

- BEXRIERER
NH  NH
_CH; - HCl

N

|
CHs

HoN

I=z

NFRRUVDFE

%%fﬁ : C4H11N5‘HC|

5y : 165.62

LF8 (RE) XIEXE
1,1-Dimethylbiguanide monohydrochloride

BER%. Ala. BS.
1BERE S SMP-862

CEES

b=1111]



M. A3 AT SIER

1. MELEZIEE
(D48 - IR
A G ORI SUIREEEDOM R TH 5,

(2) B R

AKIZETTe9 <, BEEE (100) 1200 Tic< <, =& /—)b (99.5) IZIEITFIT< W,
(3) WiBE

MR L

AEtm (NER) | HR. BER
Al K 221°C (49 fR)

(b) ERIG ELAR B T2
pKa=124 (57 I / H)

(6) S ERRH
AR L

(1) DD E 13 TIEE
MR L
2. AMHSOEBEMTIZH T ZRE.

25CI60%RH (BT SAFTT36 » HIRFE LA E. Mk, &8, BEHgE., wEEIc Sz
O LN T,

3. AMMHDHERRRE, EEE

e zR 3k ys
HB TR MRV R 12k 5,
EBE

HE TA RdRL R (2 X5,



V. RFIZEHT HEAE

1. #HIf
(1) FfRe DX A
FOUNEEN
(2) HE| DR R TR
W 7E4 A KL T gE 250mg A k7' v = §E 500mg
@ mpy | PEWRACORRAY 07 ¢ | AG~HIRREAOTRAY O (LA —h
7| Vo — b BE
&, ) (E00)
7 — DS
o 250) == | (osfm) ==
[ERES JF& HE R ks LR HE
K& & (mm) (mm) (mg) (mm) (mm) (mm) (mg)
%91 %41 211 %9 15.8 %73 | K957 | #9538
©OF7:= bt}

A~ 7L =g 250mg : DS271 (AR, PTP (ZECH#E)
A h 7L g€ 500mg : DS272 (AR, PTP IZECH#)

(4) "HHE DHE
ZUER R L
(5) £ Dt
M LA
. HEIDOHER
M EBEDES CEHERS) OEERVHMHF
MR 5E4 A 7V =gE 250mg A 7 v = E 500mg
G %) 1EE H R A bRV S HEREEHE 250mg |1 & B R A b aIL 2 U HEERHE 500mg
RE Ry, ATT Vv~ 72y Y RERy ATT Y UV~ 7RV Y
WINF A, BB RAo—RA ~w/ud—) |A bBFBAR—R ~wrad—)L
400, v 7 = =—)L 6000, # /L7 400, v 7 v =2—/L 6000, Z /L7
(2) BEMEFDRE
L
€)=

. ABRREOHBRUVUERE
L

. A
L

. BAT BARMED & HFHY
AR L



FNAFILZ 2 ARFY IVEEL —E b L, SIREREMET TRE LSS,

HHATND,

( Tvm-11. @R EDEE)

9. BHM

DI M)

HR wWHRERE (O8N BiE)

10. 73 - 2%

(NEEVPDELGRS - K. SNE/RRCRSE - BECHT HFR

L

(2) &%

(A +4)LasE 250mg)

100 &£ [10 & (PTP) x10]
1,000 2 [10 £ (PTP) x100]
500 & [ff, N7, RLMEAIAD ]

6. BFDEBEEETIZEITIREMN
A b7V =g 250mg. & 500mg
AEBRIEE - MRk, HEREER, SR, W, MERER. RLEEE
R BR X 5y PRI PRAFIE BE PRAFHAM R BRRS R
PTP G134 Zieis L
EMRERER | 25°C. 60%RH, & 36 % H
NN B 2re L
PTP a3k 2ra L
TN ER 40°C, 75%RH. Y 6 % A
NN B 2ra L
RS 60°C. A M@ (Bike) 3% A b7z L
—Heged
;E; T8 25°C, 75%RH. Y | A etk () 3x A i L
e 25°C. D65 7 7 Ty —1 (BK) 120 75 Ix * hr i/ L
AR BE DL ENE
ARERTHE - MR, SE MR, RHME
BRI Sy RIS PRAFIE BE PRAFHIM B g
1R R F LR i BdH v
°C. 75%RH. Y ,
e S0C. 75%RH, LI (B 30 kP
IR 30°C. MEE . kAT Yy —L
. A7
+ % 10001 (25) 120 75 Ix « hr 27 L
R o
vy —L RS - 2k Y
10 B 30°C. 75%RH. 1000l 34 A .
. ° X (B0 7 (BiFRI)
R AL S 30%LA BT, BEEES 2. Okg LA L
1. AELERVBRMBEOREN
A L7g
8. FlIENEALEIL WMELFHNEIL)

AFNPEBT DT DR




(A %)L %E 500mg)

100 & [10 & (PTP) x10]
1,000 &£ [10 & (PTP) x100]
500 & [, N7, BLMEEAIAD ]

Q) FREE
A% L7

4 BHROME

PTP OME : R 7uv'Ly, TII=L{E

mOME AV =FLrr K TFrery

1. BIAIRM S5 EHE
AR L

12. £ Dt
MR L



V. AEICET HIER

1. EEXIEHR

4. MEEXIFIE
O2 ZUHERR YR
L. FREOVWTAADBRTHILGHMENF NG WNSEEIZRS,
(D BERE - EBREDH
Q) BERE - EFFREICMATRILRZILD LT HIZER
OLEIAMINREREICHE TS HINFER. SEAMINEEREOLEIEMHBERIZE T 5 INRRH
=L, BB, MMERERE. X34 R VEREOVWThNZET HEEICRS,

2. HEXITHRICEHET HFE

5 MEEXIIHMRICEET HFE
(ZERMEINBEREICES T OHMER. SERMEINEERIFOETEMBIERICE T2 ETINRR
-

5.1 BERIG & &0 2 NI BEWIE O BE TIIBEIRIB DI A EBE T 5 2 &,
(ZEMMEINRERECH T D HINFER)

5.2 FF F b u v A2 R S YINFEREE THARIRPFL N R OEEICAROIN 2 BET 5 2
b

3. AERUVAE
(D AERUVAEDEDR

6. AZERUVHAE
(2 BAWERRTR)
WE. BRAICIZA RS R S LT1 H500mg K OBHA L, 1 H 2~3[EIZHE L CTAR
AT RIS ARG T D, MEFFEITDRZBE LN SIRD 55, @HE 1 A 750~1,500mg &
T 5, 2B, BEOREBICK VEEHERT 528, 1 Higm&R58i$2250mg £ TEd 5,
HHE . 10 LA Eo/NRIZIE A bRV MR S LT 1 B 500mg KV BASAE L. 1 H 2~3 [ElZ5y
L CRERUIBRICROKRS TS, #HFBEIDRLBIELANOHID DA, @5 1 H 500~
1,500mg &9 5, 7eds, BEOIRBEIZL Y EEHEBT 52, 1 B @EBs &% 2,000mg £ TE&T
%,
(ZERMEINEAEREIZH T DHIEFR)
L DOPEINFEIEIE L DPFA T, @, A RS R & LT 500mg 1 H 1 [ERR S L0 B
Wt %, BEOXEREEZMB LN OHEEL, 1 B&5EE LT 1,500mg % 2 72 \WEFH T, 1
H2~3ENZHoHEIL CTRAKEGT 5, ok, AFNTHEINE Tl IEd 5,
(ZEIMINEAEIREOENEHBIERICE 1T 5 R ETIERED
L DO PNBEAIEE & D PF T, @, A R UHEEEE & LT 500mg 1 H 1 [ERE A E X0 B
T 5, BEONARMEZHERLANOHEL, 1 &G REL LT 1,500mg 2882 22 WEPH T, 1
H2~3ENZHoHIL CTRAKEGT 5, ok, RFNTERINE Tl IET 5,

(2) R UABOBERM - 174
AR L

4 AERUVAECEEY HIE

1. RERUVEAEICHET 5FE
HAS B D B REREE D B % i (eGFR 30mL/min/1.73m2 L | 60mL/min/1.73m2 A&iifi) Tid., A hAL
RUOMmMHRENEF L, LT v F—Y ZAORBLY 27 BNEL RDAREMER H 5720 LT O T
HETHZ L, $T, eGFR A% 30mL/min/1.73m?2 LA I 45mL/min/1.73m2 ARiii D & 121, 1B LA
WHE G2 LR D S SN GEAICoABETH 2 L, [8.1, 922, 11.1.1, 16.6.1 &)
51X, YELVEBT DD L,
- EHIE, LV ERNCEMEE (eGFR %) ZMEGR T 52 CPEEICRIBZBIE L, B OEG KO

A
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HEOREZHRedTo2 L,

c NEARFSRIEEIT. A RRAI UHEBEE LT 1 a5 Es TROBLETHET L L

NTEDLN, DWREZBERLENOBRAICHET DS L, 12, BEICHEZ->TUE, 1HEEZ1H2

~3EIpEEETH L,

A DOBEREREEDH L BREFICBIT S 1 HikmR5BO AL

HERRERIRTE 2 (eGFR)
(mL/min/1.73m?)

1 HEmtGaEDO %

45=eGFR<60 1,500mg
30=eGFR<45 750mg

(FEE)

A R I NTBIMAIOEATH Y | BHREREE RS CIIBHEEFE IS L T A FARLrI v
WREN EHTHZEnRENTNWD, PEEOEEREREEE B CTHERES 21707 1 HxmHE
LT 2250mg A EHSNEE, BHEEELEFHE LR TELIZmMAF A MRV VBENEFTLZ L
2720, HEET ¥ R—Y AEORB) 27 BNEl b Z EnBashsd, BANESEANORRKRA T
DHEYENREDOENFZ R L, HARANOHEFEBHEREEEEICKIT LS 1 AkaHEDORZ %, eGFR
(mL/min/1.73m?) 7% 45=eGFR<60 M4 1% 1,500mg. 30=eGFR<45 DA 1% 750mg (2% & L 7=,

5. ERERALAR
WERTF— 58 r—y
[EIPSC M L7 B R RIRIELL F O L 350 Tl 2,

<2 LRI >
RERX 5y R4 (K4)
%1 B[R 5 L OV F O 2R

S el

55 I AH MRS BRI (FARRIE)
MEBOSHRER (SUA (=17 LT Al OFHARE)
AR R AR

R 5B

5 IIAR NSRRI G RR

BRARHRE | REATRE RS PK LR

il PK HoleatBh
BERGRIUA & O PK LR
BE BE 7k

<ZFNIEIPEIEGTEC BT D UEINFE . S FMAVEINRIEGIE O AT BN IR 36 1 2 A A IR A >
UL (RANIAMBEEICESE . SRIMINEEMREE IS T 2 JRINEE . L 2eNattIn BiE (et
DAEFEATBER I3 D AR E IR BRI O ZhRe )UT B R A G L /2B TH D)

(2) B PR =1 5 BR
R N B (D~ 48 ) (ZAH 250~2250mg % ZEfE R T A% ICH RS LS8, #2612
) . REdE. HELL, MR- FEEN (LB 40E) oF 3616 ENENER & LR b, F OO R
BRAEE (FHERzEte) . A AT A R OLEKBREICE O CE, R EFEE 25 E8E5R0 5
otz
F7-. EHERRABME (18 1) (A 1500~2250mg/ H % 6 H I IER G- L5, 17 4 57 12 &IE
FANRD B, 52 ERTHbEER (R, BARRIE, i, g2 ) Thotz, Mo ELEesEmn (4
Bl . FBE QAFD) BREROLNEA, WTNLBRETH VK LREE 2 b0 Tldehotz, VE
KRRAIC BT, K BRI S 72 2 EENIRD S o7z 2,

9.



() RAOAKRSINIZAELKOHEZ, [@E, RAEA v R e LT 1 A 500mg X v Biks
L. 1A 2~3[EIZ5E L CREMIIERICROKLG T 5, MRERIDEZBELADNLIRD DN, &
% 1 H 750~1,500mg & 3%, 28, BEFOREICE 0V EETHET 523, 1 AR5 813 2,250mg £ T
L%, BE, 10U EO/NRITIEA AR RS LC1 H500mg K WBIMA L, 1 H 2~3 B2y
FH L CTRENUIBRICRNEET D, #HFRIIDIREEE LN LR 50, #@E 1 H 500~1,500mg
L5, k. BEOIREICE VEEMET 228, 1 ARm#b8132,000mg FTET5, | THD,

(3) BB RGRARR
BRI L

(4) AL AR BR
1) B3R ER
NS 1A A B O R E R (Rl E) 9
W7 A v TR, CEEMR, WATRER H
kPG ¢ 2 BRI R
T/ B ERILE
D)% 5B AART 12 DL EIC 7z » T—EDORBFIRE - MEYRIEO L TIRRE T OBRE
2)BGkAT D HbALc 23 LA T a), b) M N o) & 7=
a) B ERATIEUT D HbAlc 78 6.5% =HbA1c<12.0% (JDS fi)
b) B ERATELIT O HbALc HIE H LLRT, 4L EICH 72> T HbAlc OZEENR (5% IR o B Kl
BIHELT D) A 10%LIAN
C)BERAINELIT O HbAlc JIE H 225 3 W LA IRSR 3K 5-BH 4625 rl HE
3) AT H O 20 kLA | 75 s 0 BE
TR RANILHE ¢
1) % 5-BALART 12 W LLPICRE O IR T AL 1 > A U CBEISOIREIR E AT v A KAl (B0
Al EHA R OAHD) DG SR
2) HIES b— A BERIE MR IE X XA RED B
3) EIERYYE, FifalE. EERIMEOH HHEE
4) BEATEITD AST (GOT) XX ALT (GPT) 45 HIERERI D FEYEME ERRD 2.5 5L o B,

JHFE 28 R
5) BHEREME EA A5 HE CBREATEI D7 LT F =0 RNEM - 1.3mgldL BLE, 2 : 1.2mg/dL
PLE)

6) Va3 v, DAL, DAFEZE, MERSEONE R, MEECEEOREDH L BE, KOZED
fth DAL R MIE % £ V0V RRE D B3
7) REARIRE, GURIRRE, =ERIREE, N T EAEEREA S X ITRIBEREA 20 BH
8) A7 v F— ZDP L2 A+ % ¥
9) 7a— VEHE (1 B e —V KR 2 RBLE U H A 2 580 )
10)KAE D B BACRIEDN RS S D THI, IEMEDOFBEEDH 5 BH
11)EMEREE O & 5 B
1) 7T FA RRIEHNCH LT LAXF—OBEREDOH 5 B3, Z OfMIREREEER & OVE5R s
EERAATEBR D% & U TR Y &l L7-3KA 7 LV X — 0RO H % B
13Tt HEHR L TV D AREMED & 5 B MY BT TR 258 U TR 2 AliEtE 0 & 5 B &
OFsLh o B
BRI
A% 14 BEHEG Uz, FERE LR, 500mg/ B S 5-8845 L. 750mg/ AR ClZ 2~14 A
1% 750mg/ H . 1500mg/ H ## Ti% 2 8 B 1% 750mg/ H . 3~14 38 A 1L 1500mg/ H (ZH & L 7=,
FEFLIEE : HbAlc
BIRAFEME E
7V a7 I, ZEREREIAE, ZERERRMIE A A Y ) yENEE (T-Cho, TG, HDL-Cho,
LDL-Cho)
RER
ST IZ 35 1T A % 5B AART2 5 @O HbAle O b E (EHHE EAEERZE) 1L, 77 B AR 0.27
+1.05% (55 1) . 750mg/ H #£-0.67+0.64% (106 f5]) . 1500mg/H #£-1.07+0.68% (106 ) T
V. K| 1500mg/ HBED 7 Z E RBEIC T HEBE, AH| 750mg/ H BED 7 Z B R BRI D 1B
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P B OV 1500mg/ H # 0> 750mg/ H BEIS k3 2 BBUWES RGE S vz, (W Fdud p<0.001, #¢5-Ai
EE R L L2y Btr, PAFIAIC & 2 B0E 0L B DR )

<HbAlc DHERE >

B3 e %k HbALe i (%) HbALC 251k &t
£ 5-5R b A TEATR
7T R 55 7.94+1.16 8.22+1.67 0.27+1.05
750mg/ H #f 106 7.89+1.06 7.22+0.89 -0.67+0.64
1500mg/ H &% 106 7.82+0.99 6.75+0.73 -1.07+0.68
SERME AR

ZAAVEFA* S 268 HlORIERRBERIZLL TO L BY Th-o T,

FHRE Bil4x BITE R BUES IS | EEEE (%)
7T 2R 55 21 38.2
750mg/ B &% 107 51 4717
1500mg/ A ## 106 74 69.8

FERRERITEACEHER T, 77 B AEECTH 13 61 (23.6%) . 750mg/ H £ C T i 33 4l
(30.8%) . ML 17 5] (15.9%) . AE%E 16 B (15.0%) . BACAIR 12 61 (11.2%) . 1500mg/ H ##
T 51 61 (48.1%) . .0 24 5] (22.6%) . BEJm 17 f5] (16.0%) . BHARHE 16 5] (15.1%) T
ol

RS SE M OME M RE IR Td 2 &Il SN GHWER X2 <. F72, BREEMLED bhienoiz,
I ELEREE NS 77 B AREE T 141 (1.8%) . 750mg #ET 6 51 (5.6%) . 1500mg #E T 7 5] (6.6%)
IZRO BTN, HEET v K — ZAORBNRERDIL D B ARIER &2 /R 3IERNL 2 o 72,

E N 1A A B SO R EaER  (SU AI0F AR 9
REBRT A v I EARRR, CEER, TR R
RpG o 2 BUpE R R
TR B ERILUE
1)#5-BAART 12 BREILL EIZ iz o T—EORSEE - SEEEIcmz, 7V 27 73 F
(1.25smg/HULE) . 77U 27 ZY K 0mg/lHLULE) . 77U AU K (Img/HLLE) OWThnl
% —E O H & CHkpi i 5 o B
2)%4kAT D HbAlc 23LL R a), b)K N o) &l 7- 9 B
a) B ERATIET O HbALC 728 6.5% =HbAlc<12.0% (JDS fi)
b) B EEATE VT O HbALc IE B LR, 4 ELL EIZH 7= - T HbAle OEENR (%4 1M D i KAE
EHEL T D) M 10%LUN
C) R ERATIELIT D HbALlc JI7E H 75 3 M LANIZ IR BRI 5-BA 1A A3 Al g
3)[AIE HUE B O4ERRAY 20 1 LLE 75 w0 B
F 7R BRONELHE
1) ¥ 5-BRAART 12 B LANICRE O Bk TR | 4 2 ) VRIBDUIRIB R E A T e A KAl (RO
Al ERFROAH) &G I BH
) BEEBERL LTOZINC I FI N, 27U FVR, 77U AT FiEk<,
)~ 13T ELUSRFTRER (BEE) 22
AR
Az 14 B G LTz, 500mg/ A b 54 BH4a L, 750mg/ H # Tl 2 38 ~14 38 H 1% 750mg/
A, 1500mg/H #£Cix 2 3 H 1% 750mg/ B, 3~14 i B LAFR X 1500mg/ B IZHE & L7,
FEFLIEE : HbAlc
RIRAJRHIE E
7V arnT Iy, RIS, ZZHERNIE A A D > miEREE (T-Cho, TG. HDL-Cho,
LDL-Cho)
FEA
BASTHIRFIZ 31T 2 HbALe Z21bk& CEBE R ERAE) (X, 77 A8 0.1220.61% (53 #i) |
750 mg/ H #£-0.74+0.68% (102 ) . 1500mg/H #£-1.22+0.75% (103 f5l) T v . AHK| 1500mg/ H
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BEDT 7 B RBECKRT A BB, K| 750mg/ A BED 77 & AEEC ) 2 E i & OVARH] 1500mg/
A #ED 750mg/ A BEIZ KT 2 BB RGE S L7z (W du s p<0.001, FGRIEZ AR L L2
BT, PAFNRIC & 2 8E DL B OFRHE)

<HbAlc DHERE >

5 Al HbAlc fit (%) HbALc % L4t
BN | ReKeaE T
7T v IAREE 53 8.26+1.13 8.38+1.34 0.12+0.61
750mg/ H jied 102 8.21+1.00 7.48+1.01 -0.74+0.68
1500mg/ A B 103 8.20+1.00 6.98+0.84 -1.22+0.75
T T

ZAVEF* S 259 FlORIERBEARIZU TO LB Tho 72,

B bt (kS BIfERIZEBUESIE | FHEE (%)
7T 2R 53 25 47.2
750mg/ A BE 102 60 58.8
1500mg/ A ## 104 78 75.0

FEREWERIXHEFRER T, 77 B RBETTHI 8 5] (15.1%) . 36 (5.7%) . 750mg/HEET
T 27 B (26.5%) . RBCRYE 8 B (7.8%) . 61 (5.9%) . fENE 6] (5.9%) . 1500mg/H
TR 42 B (40.4%) . BACAER 15 6 (14.4%) | ol 14 ] (13.5%) . f&J 7 51 (6.7%) . W&
-6 % (5.8%) TdH -7z,

IR IMLEERESR Td 5 &I S U= BIVE L 36 14 74 1 (775 & AREE 3 4 3 4. 750mg/ H 7 10 4] 16
. 1500mg/ H #¥ 23 {511 55 1) Th -7z, RIMFEOEIEMIL. 77 AR 3 #l (5.7%) . 750mg/
H#E 10 1 (9.8%) . 1500mg/ H ¥ 22 5] (21.2%) T8l L7z, 750mg/ H B TlE, Hof&aAmIRE IR
EHMARD LN L OORE L 7 DRE TIER <, 77 B ARBEL D 1500mg/ H #E CHAREEINILEE
D ORI T, Fo, MBI, 7T v ARRE8 ] (15.1%) . 750mg/ H EE 8 5] (7.8%) .
1500mg/ H A 10 51l (9.6%) (ZFBD LT, IR T v K — T ADORBLN I D R &2 7”9
SEBNL R 3o 77,

[E] PN 25 TR 2 2h SR Bt i )
BT YA v IEEMR. Mk R
x5 2 BBk IR Ip B
T B RFEE
DHEPRIF 5T DIRIE LA T D a) UL b)IZi%Y4 3 % B
a)¥ 5-BAART 12 WL EIcblo o T, —EORFHRE - HERIEIIN X BEAGRIED A F L
VRS (750mg/ H) & —E O B ke AR A o B
b)#¢ 5-BAARET 12 WRILL Bz o T, —EO R FHIE - BRI BEAGRIED A L 3
HEERYE (750mg/H) KROYSUF| [V _v 27 Z I K (126mg/HLLE) ( U7 TP R
(20mg/HLLE) . ZUAEY R (Img/HLLE) oWF i 1#1] & —E o & Tl A
D HBE
2)% kAT D HbALc 23LA F D a), b)Y o) &7~ B
a) B ERRTEUT O HbALc 7% 7.0% = HbA1c<10.0% (JDS i)
b) B ERETELVT > HbALc JHIE H LART, 4 BRLL T 7= - T HbALe DB (5% 411K o i Kl
IEAEL T D) S 10%LIN
C)BERBTIELIT O HobAle JIZE H 25 3 LA I TRBR 4% 5B 46 23 AT HE
3) A UG B D4R DY 20 mk LA _E 75 R o B
T BRANEE
1)# 5-BRAART 12 T LR O EERE TR | 4 > 2 ) URIFIUIRIBERE AT a4 KAl (B0
Al ERAIR O] Bih Shio B
VE) BERFRIKD A M AL S IR R ORISR L LTO 7 YRV S IR, U2 FVR, 7Y A
By R,
2)~13) T H ERS AR (HMRE) 251
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BT
AA 1500mg/ B %, 12 5 LTz,

FEFNIEH : HbAlc

BIRBRHEEE
TV a7 T Iy, ZEERINE, ZEERLEA A >, miEEE (T-Cho, TG, HDL-Cho,
LDL-Cho) . /B HHE (HbALc : 6.9%A) FERL DA HE

AR
52 i (EEAREE 22 1), SU AIGEFRE 30 1)) (2AH] 1500mg/ H 23 % 5- S 7=,
BRI 35 1) B B BIAARTAN D O HbAle D2k E CEME ¥R ) 1%-0.57+0.45% T b
D, BHRER]TIXEMEE-0.640.53%, SU AlIfFFH#E-0.51£0.38% CTH -7,

<HbAlc DHERE >

P15 1 %k HbALe i (%) HbALc Z/k &
B G- BRG] AT
AR 22 7.70+0.50 7.05+0.67 -0.64+0.53
SU AlOFHEE 30 8.09+0.77 7.58+0.68 -0.51+0.38
At 52 7.92+0.69 7.36+0.72 -0.57+0.45

TR - P

AR5 52 BIORIWERFEILRIUILL T D LB Th o7,

EaCR 15 Bi%% RIMERZEBUEGIE | BBHIE (%)
Bl 22 14 63.6
SU AllOF 30 18 60.0
G 52 32 61.5

FRRIERNIIEEER T TH17 61 (32.7%) . HEolr 10 1 (19.2%) | M&Ak: 6 41 (11.5%) . &
A A (7.7%) . BACRIE 341 (5.8%) Th-o7e,

IRMBEER Td D &M S AL EIER 28 3 4] (5.8%) (CFEL L7, Wihb SUAIBHHRETH -

Too MrpFLERE A B 3 41 (13.6%) . SU AIOFAHEE 141 (3.3%) | #4681 (7.7%) IZF89D 5
NI, HBRT ¥ =3 ADOFRBMEEON 5 BRRIER 2 7~ IEBNIT e 2o 72,

2) REMRER
[E N5 I AH R 5 55k 5 ©
BT YA o IEER. BRI WA
%t o 2 BUpEIRIR R
TR ILAE
L)HEPRIF T DRI LAT D @) L b)IZFE S 3 2 B
Q)i 5-BRAART 12 WEILL Licb iz o> T, —EORIERE - EIRIEO L TIHREP OB
b)# 5-BHA4ART 12 B LL EIZb o> T, —EOEFEL - EHEPERIINZ TV 75K
(125mg/BLLE) . Z U2 ZY R Q0mg/HLLE) . ZUAEY R (Img/BLLE) oW im
1 H % —7E O H & Tk G- o g
2)%8 kAT D HbALc 23LA F D a), b)Y o) &7~ Bk
Q) B ERATIE T D HbALc 73 6.5% <HbA1c<12.0% (JDS fi)
b) B ERATELT O HobALc & B LART, 4 ML EIZ72 5 T HbAle DAY A3 10%LLHN
) BEiE= [ O —R/IME) /A E X 100%)
C)EERATIEUT O HbALc JIE H 205 3 BLANICIEBR IS 5Bl AR A AT HE
3) R HAS B D23 20 kLA L o> B
F7RBRAN ALY
1) & 5-BRAART 12 B ANICHR DOfUBERE TAI | A 2 R Y BEIDUTEIB B AT v A RAIRRD
Al K L OERF (RAERZ5RLS) I8 EEGShi-Bs
) SUFIIRIEH D BFIZ SN TIE, BEIAIEL LTOZ YN 2 IR, ZU VR, 27U AT R,
2) HIES h— A BEIRIE PRI ST AT RO B
3) HUEKYMIE, Fifraitc, EEIIMEDOH HEH
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4) HERRTEITO AST (GOT) XX ALT (GPT) M4 MIEHEEI D JLHEM ERR D 2.5 5L EDHBFE |
IR ENES
5) BHEREMEEA AT 5 HE CBRERTEI D27 L7 F =0 RNEM - 1.3mgldL BLE, ZtE : 1.2mg/dL
sLE)
6) va vy, DARE, DAFEZE, MERZR ELNER, MERICEEDOREDH HEE, KU%
DA OAKE R MLIE 2 FE DTV RRE D B
7) REREIRKE, HERIRRE, =I9RME, M TN EAE R & TRIBRER 2D BE
8) L7 o F—L ZRDOE 2 BT 5 HB%F
9) Ta—VERE (1 HFEHT I a— R TE— LK 2 ALLE)
L0BEAIED B, BiACRIE NI S I D TR, M5O HGEEED H 5 BE
11)EMEREL O & 5 B
12)v 77 A RRIEANZK LT LAX—OBEEROH 5 BE . £ OMIGEE(TER & O #
ERRSATEBR D% & U CARE Y &Il L7 38A1 7 LA X — DB O & 5 BE
13)idd, WEHR L CW S [REMED & 5 B3 Y2 RET TR 25 U IR+ 2 alREtE 0 & 2 B3 %
O3l o B
AR L
AHN OF G-I XML & Uiz, 500mg/ H 2B BAA L, 2 38 B 1% 750mg/ H . 3 3 LAREIE 1500mg/ H
E LT, 1L EDIRRIIMNEIZIS U 2250mg/ H ~D g2 & Lz, £/, BBTIcaR%&EG b8
BRI G ~OEFE LA & Lz,
EEFMIEE : HbAlc
RIRAFEME E
7V ay )T v ZENEREIEE, ZERERA0IE A A Y > MR (T-Cho, TG, HDL-Cho,
LDL-Cho) . /&JEHIE (HbAlc : 6.9%Ai) FERK DA 4
FER
FRERHmREIZ 35 1 B B 5-BRAARIT D O HbAle D& b CEHIE = AZ¥ERZE) 13-1.30+=0.78% (165
) THY ., FHRERITIXEMEE-1.3120.76% (80 f51) . SU AIJfH#E-1.29+0.81% (85 #) TH
>77,
HbAlc & 6.9%Kdm DB G 1%, #5-BHAERT 7.3% (12/165 f1]) 125t LT 14 % T 65.4% (100/153
%) . 26 F% T 73.5% (108/147 f4]) . 54 % T 80.7% (113/140 #) T -7z,

<HbAlc DR >

- _— HbAlc & (%) HbALC 25/ it
e 5-BRAGRT T HEREATG R
HAMRE 80 7.69+0.85 6.38+0.67 -1.31+0.76
SU HIDFH#E 85 7.95+0.91 6.66+0.73 -1.29+0.81
At 165 7.82+0.89 6.52-0.71 -1.30+0.78
LA A R 2

HbAlc CEHMHE) 135 2% LV AREIIKT L, 14 8%,
TH HbALc DR T AHERF S T2,

- 14 -
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HbAlc D RERFHHERS

4 it
o0 RS
O-8-0 su3l# A

£ 7 11
=
< i B T
e 5
a
3
5 11 1 1 1 1 1 1 1 1 1 1 1 1 1
3 3 -3 13 14 15 1 L g kL hiti] 43 43 ag hE )
SSHAE (D
IPHIE + AZERE
ERR I
FRAmRE () 0 2 6 10 | 14 | 18 | 22 | 26 | 30 | 34 | 38 | 42 | 46 | 50 | 54
AP - 80 | 80 | 80 | 79 | 77 | 77 | 75 | 74 | 69 | 71 | 70 | 69 | 69 | 69 | 69
SU A ffH 85 | 85 | 83 | 78 | 76 | 75 | 73 | W3 | 3| 1|72 | 1| 71|71 71
At 165 | 165 | 163 | 157 | 153 | 152 | 148 | 147 | 142 | 142 | 142 | 140 | 140 | 140 | 140
< EIEFTHE 5>

BHEEG O RERTHRGICEE LT 38 BIOREFTHRGE TR, REFTHMFIZE T 2 & 5BM6GR1 5
® HbAlc DAL EIZZE N, -1.69+0.87%, -1.71+0.83% TH V., K& REI o7,

Fo, BHBREGOHORERF (127 ) O 5AMEFEANREIZ 31T 58 5-BR1AR17> 5 O HbAle 21k &%
-1.18+0.73% TH Y, WITHDOE G HIETH HoALe ITABEITIE T L=,

<®EIWEH >

ZAVEFTL xS 169 51 114 5] (67.5%) (ZRIER S %EL L7z, BG5BT O 1 B RS &5EIE
FRBRDITILL T O LB Th oz, EREWERIZMALEIEIR T, T# 92 i (54.4%) . Hls 26
(15.4%) . BECRIE 25 51 (14.8%) . MEUm 17 5] (10.1%) . &M= 12 5] (7.1%) Th-o7=,

1 AR R#EG& ke RITEHRBUESIE | BIREES (%)
500mg 2 1 50.0
750mg 4 4 100.0

1500mg 120 80 66.7
2250mg 43 29 67.4
At 169 114 67.5

R FE E M O IMBERE IR Tdo B & HIlr S V- RIVERIL 16 1 39 - CTh o 7=, 1 H i K G &R TIL,
1500mg/ H ¥ 12 5] 32 #4:, 2250mg/ H&E 4 6 7 E CTH - 72, HAEEH TORIITRL, WTht SU
OB CTH - 7=, IRIMEHEORIVEA L, BHABG6 ORI <. SU FIDFHHEICIE 86 i 10
B (11.6%) (ZHHBLLT-, £/, AFOEMEGIZ L0 KERINTRD D20 o7,

i LR RSN A 2250mg/ HAE 1 651 (2.3%) (238D Havied, FLET v R— 3 ADRILEEb i 5 iR
JEIR 2 R IIERNL AR o T2,

/N R TEI N 5 AR = 3 ¢ 555 1)
ARERT YA IEEM, MR, W e A
% 6 kLA BT 18 RN O 2 BB RAE HRE ) L. BEREICRS,
F ARG ILAE
1) 2 FUBERRIFI6H 21BN LT D a) ~d) OWTNICEE Y+ 5 B
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a) & 5-BAtART 8 WL Lizhiz» T, —EDORFEE « EEWEREO A TIHET OB GEEE
EIXFE ATRE R BE OB, LU R RIER)

b) #L5-BAAATHT 12 WL L2z - T, —EDORFHRIE - EEPERIEICM A, SU Alx—EDOH &
Tk 5o BE

c) FEBAMART 12 AELL Licbz o T, —EOREHE - EEFIEICNZ, oGl #IY 2 —E
O M & Tk 5 o BE
) AFIOERBS NI RIIUTO L BY Th 5,
2 BB RS
L, FROWLTRAOEETHIRAENE DN VEEICRS,
(1) B - EEEED 7
(2) mHEHE  EIPRIEIIN A TR =Y LT Al & A

d) &EBET 12 HELL BlCbhlc > T, —EOBIRE - EERIEICIZ, 750 mg/ HEL T D A
MRV U2 —TFEDOHE TR G PO RE

2) JEGSE™ 28 0% & 2 5 B
V)RR (%) 1% (ERAE-EEERE) [ BEYERE X 100 CEHET S, EUEREE. ERK 12 R

EHEEIC LS El, M FEIEERELEHNT S,

3) BEXRTE UL D HbALc 23LL T D a), b))% i 7= 3 [BFE
a) BERRTE T D HbAlc 723 7.0% < HbAlc < 12.1%

b) BEXATENT D HbALc HIE HLART, 4 ERLL L 10 #ELANICIH 72 > T HbAle OZEEHHT A3
15%LLN W) BB = [ GRKIE—R/ME) RRME X 100%)
c) BEERATENT D HbAle HIE H 225 5 ¥ M LI I IRBR IR 5-BH A4 1S Al BE

4) REEF D5 ORIBE ISR O EBHE OF 2% 6 slh [ 18 ekl (7272 L. Filids 6 O %a 13k

FWEICRD, )
TR RANILHE ¢

1) #5BRAART 12 B LANIRE DfBERE TAIT . A R U RIEL T T UART T R
(GLP-1) 7 u Z7#Al XIFRIBEE AT oA RE oAl LH R OVESAD) 2n&%5 sh
T-BE
) RSB E LT SU Al -Gl Al A R TR,

2) A AV ARENHEIG & e DB

3) L GAD HURBGIEDFERBE . EFEIIERNTBERIS  (maturity-onset diabetes of the
young,MODY) 7¢ Ei#{5 1B 0% O BN B TH D MR ESE . 1 ARERIE O B

4) HET v R—V ZADBEED H 5 BHE

5) ML EOBEREREE 2 AT 588 CB&al4 WMLUNOER D 7 LT F =275 1.0 mg/dL
i)

6) BT (MERLENT % 5 Tr)

7) EEONIHEREEZ AT 285 BEka14 HLUNOEBEITO AST XL ALT MEAEME RO 3 6%
k) . 72720, = a—/e E TRV E B SN Ga81E, vA VAL Eftho
JWEEN WD L2 T A VAR 7e ECHER L, DOBERTEITO AST LTVALT 23 EEHEE -
FROD 5 fEAREIZIRY BEkaiE L 95

8) va v, AL, LAFEZE, MEKRR SONER, MEERICEEOREDH HEE., KO%E
DA OAKE SR MLIE 2 D03V RRE D BB

9) WiASE, BACKRENBRE SN D TH, e OB BEED S 5 BHE

10) HEIES h— A BESRIRMEE E IR B

11) FEMEE O & 5 B

12) HURARBSRETCEE, TRMAMEENIE, 7 v v ZIERE, RERLVE VWA SRS K
JEH DWW i EMlaELE S 0F L T\ B EE

13) BEkAT 4 AN O ERRRA KON 12 75580 E KR A S 0> D IRBR BT E A U XIEER /0 LR R 23
AIEBROYPERE & U CARmEY L LB

14) 775 A RBEANCK L TT LA —DOREED H 5B, OMIGBRETER XA/
PERTMNATRER DO x5 & U TR Y &Il L7385 7 L L X — B0 H 5 BF

15) HEIEGE, Fifiaitk, EERIMEOH HBH

16) SRENEIRRE, ALACIRAE, =O99RME, M T EAKE NS IRIBRER 2D BE

17) B XATAER L C WD ATRENVED & 2 /B3 U0k F B 25 U T UER 3 2 FIREME D & 5 B3
KO o BE
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BRI
AHKN D e 51X s & L,

(1) #5-BALARTO RS R EHE « EERE, TR SR - EEEEICZ SU AL LT a-
Gl HITHEF OLGE
500 mg/H & v #5-ZBith L, 1500 mg/H & CRMEAICIEE L=, b= b a— Lokl k
OFERHESLREORBIZEI Y, 2000mg/H %2 ERRE U CEEEEE AT & Lz,

(2) BEH-BAGARTOIRIEDN B « EEWRIEIC X A AL > 750 mg/ H LU F TIREF OHE
1000 mg/ B £ v e 5- % BRtA L. 1500 mg/ B & CTEPEMICHE & L7, MbE= > b e —1 ok
ROHEERESR EORMIZE Y, 2000mg/H %2 ERE LU CEEEREZ 7 & Lz,

BeG A TIA A 24 B, fkeciR ] 28 ], 52 M & L7z,
FEFNIEH : HbAlc
BIRBRHEEE
TR EHE (HbALc : 7.5%A & OY 6.05%A) ZERREIA, 7'V a7 7 v ZZIERRINE, Z2iERE
A4 A U EINHOMA-R, ZEERMIENE (T-Cho, TG, HDL-Cho, LDL-Cho) . AEjiiE
FER
BRI (24 ) @ HbAlc O b E CEAIME SRR AS) 1XIEEERESE 72 L 14 #1T-0.76 =
0.58%. FEREVEIERIK SU A 4 #1T-0.40+1.87% T o7z, A ba/L I UEERE 17 HICTH 2L E1T-
0.98+1.62%TH 1V, AANIDOHEZNIEIZRD ST,
52 HMkGe 1 D HbALle D2 b & CESME AR 2) I3ILEEE 372 L 10 $#17C-0.71+£0.69%, LA
TBIEH SU A 2 5] T-045+0.78% Tdh o 7=, * b/ EEEE 13 Bl L E13-0.65+1.17% Th

277,

<HbAlc DHER >

FETETER I AT 1% | HbALcE (%) HbAlc 21L&
2L B 5B AR 14 7.71+0.97 —
FA& R (24 38) 14 6.95+1.13 -0.76£0.58
52 % 10 7.09+1.46 -0.71+0.69
SU # & 5-BR 4w 4 10.55+1.95 —
FA& R (24 38) 4 10.15+2.03 -0.40+1.87
52 jE 4 2 10.45+3.04 -0.45+0.78
A MBI & 5-BR 4w 20 8.34+1.61 —
RIBE ot FEAmIG (24 1) 20 7.68+1.80 -0.66+0.95
52 jE % 14 7.65+1.99 -0.66+0.96
A RFRT 5 5-BR hATT 17 8.64+1.59 —
ot FEAmIG (24 1) 17 7.66+1.38 -0.98+1.62
52 % 13 8.06+1.37 -0.65+1.17
&t B 5B AT 37 8.47+1.58 —
R ASTEATIRE (24 1) 37 7.67+1.60 -0.81+1.29
52 % 27 7.85+1.70 -0.66+1.04
- FORSETMIRE (24 8) - IRBRHITIE TR T O R AL FTAM RE SR AR R (R 72

- BpERIRE L ARRE - EEREO &
- A MR VRIBE - BRI L, SU Al o-Gl FlOAE!

HbAlc Z b i34 5 8 %/ HAK T L. 52 % & TRIRD e L7z,
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HbAlc 2k & DR HIHER

]
e 1 i
]
RS}
®
=
= -2
O
jant
-3
®:LEREE O O9F MERE A
Dw  dw  Bw  L2w 1Bw 20w Zdw 30w 36w ey E2w F2d FREZ
A bFEE oy 20 19 10 19 1% 18 18 G 1A 14 14 20 20
A FEER/&S (np LT 1T 1T 1T 13 LT 1T 12 1A 14 13 17T 1T
8 (o) 3T 36 36 36 38 29 36 18 30 aR 27 3T a7
-F24 : BpbaTErs (24 38). F52 : madalfies (5238 TR fE AR R A

BIVEAZ S ML 514 % (19/37 #)) THol=, E72RIWEA GREMEE 10%LLE) 1. TH 29.7%
(11 41) . 0 18.9% (761) . MESE 10.8% (4 61) TH-o7-, KIMPHEDBHWERITRD S/ m

> 77,

(5) 8% - HAERIRER
AR L

(6) ;AERE A
DERARERE (—REARERE. B EEARERE. FARBLERE) (. AERERT—2—

ARE. WERFTRERABRONE

FeEfE A (R 9
RUEARFEH O ERR T T, AF 2 EHRG LI5S 0L OF M2 Batt 57-o . 2010
££10 A ~2013 4 3 HICAHN 2 #2105 SN TIER & RIS THE 2 FEhi L7,
22 M ETAm R SIE R 1219 il 66 I EITER SR EL L, BIVEHSEHMEEIL 54% Th - 7=,
TARBWERIL TR 1.48% (18 #4) . MrhgLEesEhn 0.74% (9 1F) . (RILEHE 0.41% G {F) TH-o
7. EMHHAD 2 WT 750 me & B 2 % m A BEREROF LW EIWEARBUEFROBINIZRD bz

Mo,
HEET > F—Y ZAORBUT e <. BI#ET 2EWEH. MEMEOHERICHOWTH BEITROD 5 ho
77

B IMEFEAR S AERIE 1169 61T, HbAlc fE & ZZME R M EIT W b &R 5B MART & ek L 12 38
FRICITAEIIE T L, 52 Wl E TR Lz,

DEARBEHELTERETENARRIIRELZAE - HBROBE
L

(7) & D fth

2 BB RIF R x4 & LT BRI ER 398\ TARAIZN RS- X 7= 640 610> eGFR BIEIVER D388 E|
A1, 90mL/min/1.73m? L) | 61.4% (135/220 1) . 60~90mL/min/1.73m? i C 64.9% (253/390
&) . 30~60mL/min/1.73m? 3 T 70.0% (21/30 ) TH -7,
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VI. EMEECET HIEAE

1. REZHICEEH D EEYMRITEEYME
BT A FRIEEW (TALI V)
TR BEEO S LB ORBEXIIZNRF L, "FOE LSRN ICEEZZRT L2 L,

2. REMER
(1)1’EFH*B1i - {ERF

[aiis: 1 Téﬁﬁi%mﬁb Mﬁﬁ@®4/x)/ S AT D 2 & 2  MBERE FER 2R
? T/, RIS DB AABZOMRAE, /NMBIZI T DRI OMEIE S 5T D 9,
A NIV R R IE AMPKHDIEYE(L 2 A U CHFIRIC 381 2 BT A8 i Ko OV A C O BEFI] (e itk
ER (T v b)) ZRTZENPHMESNTND O, F/2 A MRV UHEEERE 2 IRA L7- 2 BB RS
FOFHEHIZBWTE, AMPK MEM LS D Z ERBIES TV D 1,

¥ AMPK [Adenosine 5° -monophosphate (AMP) -activated protein kinase] : &V v -A LA =rFF—EDOUVOE>THY | MiEaN
AMP L)L D ERIZ Ko TIEMEAL S 1L DR

DIz %32 /EH

BT AR B A A
Wistar 7 > MZ, A MRV VIEBIEZIES LB R%Z 14 BB 7R, mlEEA
Az & 0 JUHE U7 RS BEREAE M ONT 7 = 20y b OWEFT A 2 i) L 7= 12,
F7o. T v MREEEMRICBWT, 4 VAU COFERIZ» D LT, BERGFICHEOFEE
PN L7z 19,

G6pc (Glucose-6-phosphatase,catalytic : B34 B E SR ) & is - O HIBINHILE A
Z v kAT SRR T D H-4-11-E fifE (invitro) YWk OVdb/db =7 2 (invivo) (28T 5t
Mo, IFEIC I T 5 Gepe AR T OFBLHNHI AN A AL I EEBREOITRIC K 1T 5 *ﬁ%ﬁiﬁﬂ?ﬂ@ A
H=ALD L O>THDHAREMEN RSN TN D,

AMPK {5 MEAEIER
H-4-11-E Mz T, U Uik AMPK &4 IS H7- (AMPK OiEME(L) . BIZ AMPK @ T
\Z& %5 ACC (Acetyl-Coenzyme A carboxylase) @ U U fgfbEA NS 72 (ACCIHEMEDOIED .
F72. T v MIMUESEEITRIAIZ BT H AMPK IEHALER . ACC iEMEINHIER 2/~ L 7= 19,

complex | FHZEEH
H-4-11-E fi 233U T, complex | D& EAFLE L7- 19,

A - BERAIC RS D EH

i PRI AL 35 1) 2 B R Y SA AR EE(E A
F v NMEARSIESEIE TS D L6 MAICEBWT, A AU RO AR D S, i~ b
B O AR ZARE UT-, BEELD IAMEEERIZIZ, Zva—A T v AR —Z — ORI AR ~D
TER OB G- 7R/ Stz 19,
F7=. T v MEBHMIBICEBWL T, AMPK Z2IEHA LT 5 & L BT, MR~ OFERY IAA AR LT
10)
BV — AWINSARIC TR S MESTMIE T, MIE~DOHEE Y IAZIME T2 535,
A MRV VR CRIFFICAET S Z LI LY, FORTAHEE N D,
ERAAAAELZ 35T B B Y A AR ELE A
HBEZ v MEMIIZEB N T, 4 A Y VIEFE T O IARITITHEL 522008, 4 A
UAFE TOMRV AL ZRE L, ZOLE, A VA UERIE~OFEE. A VAU VR
DOIEMHAL, KNIV a—RA N TG VAR—F —ORBEITHEZHEZ T, J/Va—A NI U AR—
2 — O IME~ DT 2R L7z 19,
Fo, HEETZ » MEHIIIZE W T, SREDOA A Y CORTLELIZ X0 Hla~O Y AR K
NI Na—RNT 2 AR—=Z—OFMBISMES~OBATIME T L7cd, A MRV I U ERRE % [FIRFIC
MBS 2 Z Lzl by, FRoRUESINTE Y,
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3)/ MRt S 1EH
BEWR I A E
Wistar 7 v FZ A haAs/L S MR A 250mglkg O FAEIC T 1 B 1[0 5 B R KER L Lk
Ho NN D DOFEW I DOINHI A I & d7z 20,
)R k9 HVEH
Z v NEOe NHRBERFED TN ARBIZBWT, JVa—RREIZHNDLT A A Y ok
WZxf LT E 5 2 oo iz 222,

(2) BN H#Ef 1T B AERRE

=i & B BRI T LVE CTH S doldo = 7 AIC A RasL 2 U HEERHE 150, 300, 600mg/kg & 1 H
1[0] 28 HIEEROEE L= & &, HbALc EOHMNZ H &K AARICHH Lz, F7= Ll 1=, #&
Hpi L Beh 6 Rt O M2 HE Lz & 2 A, BERioMmBEEIX, 14 H B LEOHIE HIZBW T,
5 6 FRR% o MpEEIL, 51 HELSTRTOMEHIZBWTA MRV I UHEBIER G TRT
EaRLTz, LU E, A MRV UHEERE L, do/db = v A DIEEEZ . SR~ A THEINT
WHIMBHE L VKT S5 Z Lidehotz, o, KE~OREBIIRD Lo T,

db/db ~ 7 A LIS DFE 2 OFERIFET LEMICBNT S, KEICEELH 23 R TER & OEE
AR VIREKTERZRT Z ERHE ST D B2,

(3) #F FASETRESRS - FARBHR
AR L
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VI. E¥EhReIcBH9 5I8H

1.

M RE DR
(1) B LA B Mo
AR L

QRSB THERE I - EE
1) H AR S Y
BN BIEICAA] 250, 500, 750mg & ZEERFCHBER OGS Lz & S OMAEHR A FRL I PR
IEBEE ORI EENEIIN L 72, 250~750mg 5 5-FF D Crax \Z ITHRIENEDZE D H AL, AUCog8 12D\
THIFITHREENTED b,

2,500
—o— 250 mg
—B— 500 mg
ifn. 2,000 —A— 750 mg

PR ATE(R 2

NBTE /4 S B
-
[=)
o
S

BF 500 §
(ng/mL)

30 36 42 48
b (h)
SEYENRENT A =X

v 5B Tmax Crnax AUCo.48 Tie
(h) (ng/mL) (ng-h/mL) (h)
250mg (6 f51) 1.9+1.1 898+168 4,861+ 577 29406
500mg (6 f51) 2.3+0.9 1,341+329 8,019+2,347 40+1.4
750mg (12 1) 21+0.7 2,163+517 11,802+2,221 47+17
BB AR R =

QRERIEE L BZEE & DLk D
TR RN M 12 FIZAK] 500mg 2 B ERT (RFRAG 10 0R7) KOVE%E (R 30 5%) (ITH
ERREO#EG L e &, MR A FARL I D Crax LN AUC)24 12 DWW T, BB O SERE D ZE D
90%(E X XA FRIREMHEOHEEEOTEANTH O | EWFIICIFSE &HE Sz,

1,400 [
1,200 B S EA5(=12)
i = R#&EE50=12)
1,000 e s
A SR EHE MR R 7
k
* 800
T 600
v
b 400
iy
200
(ng/mL)
1] =
0 4 8 12 16 20 24

FL&EERE ()
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FEENRE T A —F

Tmax Cmax AUCO-24 T1/2
E
R (h) (ng/mL) (ng- h/mL) (h)
RERT (12 41) 15+0.6 1,060+237 6,186+1,249 45+0.8
B (12 1)) 3.4+0.6 1,014+162 6,486+ 823 4.0+0.5
Al AR R 2=
-2

TR R A BRI AH] 500mg & 5 UM% 750mg (45 9 61) A, 1 H BIZsie% 11 (WEEE) . 3~8
HEIZ1H3E (&%) . 9 HBIEIHREZ 1EROKL (BE&k&E) L&, miEF A MR

VIREEIIAEE 5% 500mg, 750mg % 5- & HITHK 3 FEIZIC Coax IZIE L, T ld 5~6 FFfi] Th -

770 6 HREIKEHEGHD Tnax TN TNOREGEEIZB O THAIEREGH% L ET o2, Teldnihn
H 10~11 FFfICTH Y | K 2 fFITHER LTz,

MAEH A NARL I REITEE 2~4 HRRIIXEFIREBIZE L, KERGICL2EREIIA LD

<77,
30001
500 mg (n=9)
------ 750 mg (n=8)
1.
it
T 50004
A
[N
AN
b
> 1000-
b
FE
(ng/mL)
04 — . . . . . . : =
0 24 48 72 9 120 144 168 192 216 240
BeH% IR (h)
HYEHRE /XN T A — X
= Tmax Cmax AUCO-DO T1/2
1 =N
e ) (ng/mL) (ng-h/mL) )
500 HE B 5-1% (9 f51) 3.17+0.90 | 1197.89=+ 90.73 | 8244.10+1063.44 | 5.87£3.35
m
g 6 A E®R 5% (96) 3.56+0.46 | 1058.06+140.81 |10759.90+2082.39 | 9.61+3.03
750 WEH 5-1% (9 f31) 256+0.63 | 1476.22+345.97 | 9989.51+2495.36 | 5.35+1.80
m
g 6 HEE®HRE5% (8 Hl) 2.060.90 | 1528.88+409.37 |16542.30+4863.30 | 10.85+4.29
SERE MR 2

<BERIEERE> GMNEAT—X)
2 RUBE PRI BB E 9 B2 A 850mg, 1700mg, K TUF 2550mg % ZEfERFIC i 5 L= & & WS
850mg = 1 H 306 ARIXERG Lzt &0MmiEh 2 FR/L I OEYBFE T A —XFLTDO L
D THY | EFERANICHAT 2 BRI EE OEWERE T A — X ICHERZEZ R 5T,

YRR T A —F

850mg (Hi[A) 1700mg (Hi[]) | 2550mg (Hi[A]) 850mg (i) @
(9 #51) (9 #1) (9 i) (9 #i)

Tmax(h) 3.28+1.15 3.12+1.44 2.41+1.02 2.01+1.22
Crax(Mg/mL) 1.51+0.46 1.31+0.279 1.1040.33 1.90+0.62

AUCo.48(ug- h/mL) 11.41+3.79 9.27+2.10Y 8.02+2.90 —
AUCo...(ug- h/mL) 11.65+3.82 9.45+2.07 8.14+2.89 10.834.03
Tua(h) 7.2+56 9.5+5.7 71429 19.8+15.9

BB R
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a)6 HFEEE#ORYBMET 07 7 (/1 [850mg1 H 3 [E# 5, &KW 5 HRE (15[E) &% KS, £0
#% 850mg % 8 RfHIfHIRE T 4 EIfIRH, 7272 L. 19 BB ORMIZZENERE]
b)850mg THEHE(L L7=/XT A — 4

1) AFIOAGRINRELOHEE.,  Hlw, RACIEA MRV R S LCT1 B 500mg K VBARAL. 1
A 2~3ENZE L CRERTIUIBRICEARE T, #HFRIIDRLBEE LN DRO DM, W 1A
750~1,500mg & 4%, 2B, BEOWRBICLVEETHEKT ., 1 BEES&KS5®IL 2,250mg ETET5,
WE. 10 EO/NRIIZ A ML Rt S LT 1 H500mg X 0BRAL. 1 H 2~3[EIZEILCTA
EADUIBBICROBRET S, #MFEIDELZBLZ LN LR 528, W% 1 A 500~1,500mg &35, 72
B, BEOREICLVEEERT 52, 1 BxE&EE5E132,000mg ETET 5, | Thd,

OLES:
AR L

DEBE - AFEOEE
DEFOFED
fRERERR A B 12 B AH] 750mg & ZERERE XX RRICHBIR DG L & & BRERG CIIZ=ER
B LA T Crax 2559 20%1 T L7273, AUCo.48 M QYR FHEIERIC TR D o 7=,

HYEe 7 A -4

Tmax Cmax AU CO-48 Tl/Z

(h) (ng/mL) (ng- h/mL) (h)
ZefErE (12 1) 2.1+0.7 2,163+517 11,802+2,221 47+1.7
e (12 %) 3.0+0.8 1,682+449 11,229+2,068 49+16

SRl A R 2

T AF VO GNEANT—#)

fEFE R AT LA 850mg & o A F T 400mg 0 L7236, U ATV OIEYEIREIZ X BN
BN 2TZH DD, A RV D Chrax DK 60% 5 L. AUCq24 235F 40%E 00 L 7=,
Y RAT 77 entofifl GMEAT—%) %

fEFER AN LAKIE KT 77 ¥ 50mg/ B KON 100mg/ B 2 0FH L TER G- L7256, A bR
U D Coax BDEILETL 66% K% N 111% - L. AUC RZIZF 41 79% K TY 145%HE 0 L 7=,
HWRTHE =T O GMEAT—%) 2

R ) LARKIE N T2 =7 20 L CHEIRE L7256, A BRI O Crax &2 Y AUCq
MEILEI 0% KL N T4%HENI L, B 7 V7T 7 2 AD 52%s0 LT,
By U7 Z I REDPH UEANT—%)

2 BUBEPRIR BB 2% LAAI 850mg & 7'V X7 Z 2 Romg 20FH L72HA. 7 U7 T Ko
Cinax 7340 37%1E T L. AUCo. 2350 22%i80 L 7=,
6)=7 = LD ONEANT—#)

Rk A2t LAKA] 850mg & =7 = P B 10mg ZOFFH L72385A. A AL I 2D Coax 2349 21% |
L. AUCo2s 73 16%35 00 L 7=,
7N7rtI FEDOHH GMEAT—%)

Rl N 23 LASAD 850mg & 7 m & X N 40mg Z#0FH L7256, A FARL I D Cra 235K 22% 1 5-
L. 78% 3 RO Cuax 2389 31%IK T L, AUCoz6 2359 12%J8/ 0 L 7=,
) ST u—N, AT Fu 7= O GHEATF—5)

fEEERR AT LASH 850mg & 7' 7T ) m—/L 40mg XidA 771 7 = > 400mg & OFF L7234
IENRE T A — X BT e o T2,

5)~8)DEAL, W HOFHIC LV EYEEICEHERNE RO D 2EMMEMEMRIIA LN -T2,
9)% DA DO Jf HIK DR

VI-7. ##E4EA) OHESM

) ABOAGRISNI-HELOHEE., LEE. BRACIEA FFRL I UHEREEE S LT 1 H500mg LB L, 1
H2~3ENZHE L TREASUIRZICROZEET 5, MREIDRLZBE LN LR EH, @% 1 H 750
~1500mg & 3%, 7pd, BEOREBICK D ETEET 2, 1 ARE#HkEGRIT 2,250mg £TLT 25, @,
10 LA ED/NRIZIZ A BRIV S HEEENE S LC 1 B 500mg L W BHAE L. 1 B 2~3 [E[i24E L CRERT I
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BN ST 2, MRFEIDREZEBIE LN RD A, @4 1 H500~1500mg L35, i, BEOD
hE

7
REEIC L 0 BT 228, 1 BEE& 513 2,000mg £ TET5, | THD,

2. EVRERI/NT A—4
(1) @t A%
WHWREETES, 77 7 A, DAERBITET WVITKRG LW T X 0 B

(2) RAGERE T2
AR L

Q) HEKRETEH
VI-2-(5) » BTl OEZMR

DHHYIYT7SUR
VI-2-(5) R B OHEZMR

G)nmAE

fREEE R AR B i b
Bh & 250mg (6 f31)) 500mg (6 31)) 750mg (12 f1)
FERAH D W S % (/) 0.25+0.05 0.18+0.04 0.160.05
R oagr )75 2(Lh) 40.6+4.7 51.8-13.4 50.9+8.6
RANT DA FRE(L) 195.6+23.2 305.4+113.7 305.2101.9
SEEIE R 2

(6) £ Dtk
AR L

3. BER (REalL—a>) @
(1) B4 5%
AR L

() INF A -2 EFHER
REERRL

4. IRUR
TNMEP RIS D B,

NRAFTT ATV T4 GEAT—H)
fREEERR A 3 I A 500mg & ZEJERF RR OG- L7z & 2 04 FIFI T 60.6%Th - 72 2,

5. 9
(1) Mo % —fis BE P @ a8 14
HEMEZ » N2 ¥C-A ARV HERAYE 50mg/kg Z Hilal#& 530X 1 H 1181 7 HREIE®R G L& &, K
~DOTRFREDBAT TR STV DA, T DO JETRER B 13t OARFR I b _RTE ) o 7=,

(2) M % —Re AR RAFT @B 1%
UC-A b AL UG 2 AR T » MICHERE NG (50mg/kg) L7 b x| BR VL O Rk A 13 R
W OMAETIRE LD IR SHERE L722s, IR Y 33 T 5% 48 W] TR 2 D e AR B 205 B
VoM Eh e L v b & a2 R L,
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Q@) A ~DRBITH
RELT v PITHC-A bav I IR 2 BRI O (S0mg/kg) L7c & & LT PO RER AL 134 5
% 4 BF] CReMIREEISE L, THLIRRISRIFAITAR T Uiz, #5408 4 R & T s il s 2 &
D HARMEICHERS L7y, #2542 8 BPMILAR XA th O REIRE L0 b B & L7c, Mo el
FEWTR S 2T T BRI O TR SR R & SN L, 5% 24 BRI TR 6.7 52 R LTz,
Fo. B MR ABITT L Z LR mE STV D 0,

A BER~DIBITH
EERR L

(5) T Dt DB~ DFEITIE
HEMET » M2 ¥C-A bV X MR 50mg/kg & HEIRE DG L7c & E OB~ DO AITLL T O L B
D CHo7,

OB, 1T AL OB eI FE N B 5-4% 2 BERNIC IR 2 or Lo, BEH1% 2 ez
TITWHEE (B, /NE. KB 2%x, BIEEXOTECEEZ T L, Z0 s i se iz & o
495 N34 ThH Tz, WOTHEIE, M, Ok, BBEROREOIRICE < miEhEED 1.8~1.3
fEThHotz, TOMOMETITIMATFIRELL T TH Y . BRI FRE IS o7, SR D OB
HEDWH LI G514 24 BRI & Tl TH Y . ZHLAREIT 120 FEHE £ TR T Lz, 7R
FaRTHBRIIERO b ivie o i,

p— JBEIR E (ug eq./mL or g)

2h 6h 12h 24h 120h
D 6.798 5.448 2.413 0.252 0.016
i 7.174 3.122 0.736 0.086 0.008
JrE Rk 14.658 2.965 0.575 0.068 0.008
T M 21.038 4.840 0.976 0.099 0.011
ik 2.636 1.717 0.785 0.216 0.001
B 1.276 0.865 0.360 0.080 0.001
Iz 7.514 6.259 3.857 0.862 0.013
SN 2.883 3.116 2.357 0.839 0.025
HRER 1.423 0.735 0.441 0.134 0.002
fisd 0.254 0.159 0.096 0.025 0.000
B (NEWEET) 312.529 24.550 22.350 0.165 0.023
MG (NEWEETe) 543.586 58.251 9.544 0.373 0.137
Kig (NEWEET) 5.436 602.050 144.550 6.248 1.798
i3] 2.853 0.770 0.192 0.051 0.001
i 2.525 1.365 1.077 0.761 0.162
B 5.556 2.001 0.742 0.160 0.030
B 2.993 1.175 0.353 0.023 0.001
B 6.135 3.051 0.870 0.124 0.003
i 4fE 4.258 0.947 0.135 0.027 0.003
1R 3.373 1.112 0.147 0.025 0.013

A3 3 B DI fE 2 7

(6) MITEBEIEEE
1.1~2.8% (invitro, t ~i#E, 0.1~100pg/mL. R4 AitE7E)

6. K&
(1) FCBHER AL B UM BB R B
AFNTE & A ERH S FITREED £ FIRTICHRIES D 3,
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UC-X "N VIR E~ T A, T v b, A XKOVIVICHEERE 05 (50mg/kg) . B RIFRIRPY 5
5. (25mg/kg) XX 1 H 1R 7 HERAEROES (580mglkg) L7=& &, AR (M4, R, #,
D 2o L& 2 A, BT oo iz,

—J7. UHFICHEROKE (50mglkg) L7- & X Ok ORPIZIIRED A BHE S, 1-AFLE
TTFA R ERESNT,

) RBI<EE5T HER CPH) DN FiE. 55X
bt MFIZ Y —2ACYPSHE (CYPIA2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP2D6, CYP2EL K TF CYP3A4) (x4 HMRELEREZ gt L7ZfR, W InosFREICHLTH
400uM F Ti 50%LL EOEMERZ /R ST, AR EER RO e -7z (invitro) |

QUEEBHROBERVZDEE
M LR

) RBMOFEOFERVEEL, FHELLE
A L

7. HEtt

(V) PEHEERAL Mo OV %
VC-A NRNI U A~ T A, T v b, UHX A XLV HBFR O # 5 (50mg/kg) i1
H 1R 7 HFRERE DG (50mglkg) L7z & & BGHHEEDK 42~87% 3 R P IC R & iz, &
2. U X AR BICHEEBERNE G LT & & ORIIITH 72~99% 03 HEHt S A, HEED T8k
R ITR PP TH - 72,

(2) it =R
FEANT—4)
fatFERic N 5 I ASAI 500mg Z BRI G L7c a5 48 Il 14 & TR HER T 5 &0
51.6% C& o 7= 2,
F7o. BHEEENER RN 5B A AL 2 926+26mg (mean+SD) % RN G- L7-H4A. R
RIALARPEMESR 1T 86 £21.9% T o - 7= 39,

(3) ke i
AR L

8. FSUARKR—E2—IZET S1ER
t DT RAR—F —5BHN (hOAT1, hOAT2. hOAT3. hOAT4, hOCT1, hOCT2, hOCT3) %
WTCHE “C-A AL v (40uM) Ok & MRt L7 A5 R, hOCT2 BNEWWEERE A R LIz Z b, R
FX OCT2 Z4r L CTRFICHEE SN D LB 2 T,

9. BWNEFIZLDIBRER

(VREIESEHT
MR L

(2) B HT
MmRENT ChrE b,
NEANT—5)
AT 261 GEFERIE) (A 850mg % B[ A& G- L 7- 3 RF & IS ET 2 Bihs L7256, 90 KD
180 WD H A T U RIZINE4 170, 176 KT 97, 176 (mL/min) TH o7z, 7238 2 B Mk &
X 300mL/min T& - 7= %),

(€ [EREIUIRTLRL
MR L

10 BRENERERT HBE

fr FE R K OV BRAE I 5 & | S A 850mg 2 ZE HEIRHIC BEEIE M # F5- L7o & & DY B R T A — 2 1TLL
ToEBY THoT,
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Crnax AUCo-o T2 CLr

(ng/mL) (ug-h/mL) (h) (mL/min)
BiaeEREE Q) 1.64+0.50 11.22+3.19 11.245.2 394.7483.8
R R B R RE R (5 451) 1.8620.52 13.22+2.00 17.3+21.2 383.6+122.3
TR R RE IR (4 491) 4,12+1.83 58.30+36.58 16.2+7.6 108.357.2

i A VE(R A2
CLr:BZ7 VU7 TR

HAERE OB RS REREE £ Tl BHEREFOREICHEN, A MKRAI D2 VT T RIEEA L, Crax
K TN AUC [0 L 7=,

Tup IXBEREREREE ORI IZ b 53, fER ALY LR L2 P, ZO@®E Tk, BHEERE R
EAEERRECHELZZ LT F=o 2 0T 7 A2 TUTOERBYEHRL TV,

IER 0 >90, BEEE : 61~90, FEE : 31~60 mL/min

Fo, BHRENIEE L OREE AN (B 560 IZA FERAL U EBIRNES LI-5GE. BB BH
THDHRATIE, BREREN IER 2 ACHE L TR MRV D Ty DEENED bz (p<
0.005) 3V,

) AFIOARBEINHELROCHEIEX, TEE., RAIZIEA bRV U HEREE S LC1 H500mg K VBAtGL, 1
H2~3[ENZaBEI L CTRERMXITERICREOKET 5, MREIIDRLBELANORO L3, @ 1 H
750~1500mg &%, 7ok, BEORIEIC L VEEIERET 528, 1 B @R GE1%2,250mg £TET 5,
W, 10 LA EO/NRIZIE A bV R S LC 1 H 500mg K VBRRAL. 1 H 2~3[EICH%I L TR
BERIUIRZICR OB ET 5, MRFEIITIREBZE LN oiko b5, @H 1 H 500~1,500mg &35,
ok, BEOREICEVEEHET 228, 1 HREESRIF2,000mg £TET5, | Thb,

<l >3

fEEEmE A ME 65U b, 7 LT F =07 VT T A 0 >60mU/min) K OMEREFEE R B (20 2L
FAO R, 2 LT F =07 VT T A 0 >90mLimin) (ZARH] 500mg % 22 fE R BLEIRR D% G- LTS
Y. FEmind & i U CmlinE Tl Crnax D L5, AUCous DHGIN, Tup DIER DGR H LT,

2,500
" —o— BEEEEE
1 2000 B R
T AR U 22
; 1,500
L
o
o 1,000
I3
(ng/mL) 500
0 i —i
0 6 12 18 24 30 36 42 48
Be %IRRT (h)
HMENRE N T A — X
Tmax Cmax AUCU»A.B T1/2
(h) (ng/mL) (ng- h/mL) (h)
R E R (12 1) 2.5+1.1 1,935+633 14,236+3,927 4.5+1.0
fEFEIEm R (6 1) 2.9+1.3 1,204+367 8,907+2,325 3.5+0.6

S A Y



<UINJHE PR P R > %9

ANV 2 BB PR I RS A xR & LI R G BRICB W T, AAlZ 1 B 2~3 [B)25EI L, 500~
2,000mg/H Z$¢ 5 Uiz & 2o 173 iAW T, A= b—va v PKENTZ M L7, &
KETNANOE LN RERTERNT A —2 KO Zius &2 VTR 2 BRI B O SRy B Re /<
FTA—HEHTE LEHRIZ, TEDOEBY THoTz,

A& T VOREMFEY T X —X

NTA—H HEEME £ FEUEAE CV(%)

RNT D7 V7T T 2D REHFEHE L) 699 + 3.96 -
T O EFEORE A FEEIEL) 525 + 521 —
WR A IR P TE H o REAE R B (h ) 198 + 0.563 -
7 U7 T v AR ZEE 5 B OHEE 0.0771 + 0.0246 283
BN (F%7%) BB OHEEM 0.168 = 0.0295 42.8
CV I Coefficient of variation O TEEREK. —IFEAR L, HEE A - AR ERR

RE 2L —v a3y PKETADLHEE Uiz, /IR 2 BUBEIR IR S O ENRE N T A — X
(B 554 - 1 B 3 M E#RE%)

= Tmax Crax AUCo.48 Tz
1SS R ) (ng/mL) (ng: himL) )
250 mg (36 f1) 15+0.0 521 119 5,095 + 2,814 54+17
500 mg (36 f51) 15+0.0 1,042 + 237 10,191 + 5,629 54+17
S E HE R 7=

11. Z0ith
<BEAAGREIAIT L O PK el ER >
fEFERL N B 12 Bl . AFISUIBERZR A AL I E (AL U8E) (X FARALI VRIS L
T 250mg # 5 A) ZHBIRRAOEEG Lz L E OERYENE T A —F Z ik LTSS, Wi OIEYEEIC
I nWEEB 2z b,
* L RKIARE (2010 AE) B
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VI. £&% (EALOEESF) I HIEHE

I BERELTOEE
e

1.

11 EEGHEB7 VY F—VRAZRITOENHY . RTICEHIEBESA TS, HBET O F—

RAZRILPTVEFCERELGNI E, [2.10 2.3, 8.1, 9.2, 9.3, 11.1.1 3]

1.2 BHEREXIFHEREZOHLEE. SWBICRET HB5E(CE, EHMICEHKE CH#EEZHE
RIDLBEREICHRET DL, FHICTHBULOBHAETIE., FAFBRGOESZIEEICHMYT S
&, [8.1.9.2, 9.3, 9.8, 11.1.1 58]

(fiFa)

1.1 AANOEFICBNT, BRI E R 28WER E LTHET ¥ F—=Y ZA0REEANMONTEY | T
WZE Sl HE SN TV A,

1.2 7 > R—Y AOFRB 2 ERET 5720121, VA7 LR D5EE - REEZAT 5 BF ~0ORH %6
52 ROEREREE, FMSREREOH 2 B3E ., a5 T 25812, EHICH - B
BERELAZITHY> 2L, BEICKRETHZIENEETHDL I ENDLRE LT, £, B I5 A EOE
BT, BT U R—V ARZLMESNTEBY, TELARRTH LD, ARG OB % 18
EICHIWT 5 X ORE LT,

2. ERRELENDEH

22 (ROBHIZFIBELEWNIE)

1 IR THBE [AR7 v F—v 222 L7V, ] [1.1, 8.1, 11.1.1 58]

cHEET Y R—V AOEEDOH D EE

< HJE OBHEEEREE (eGFR 30mL/mMin/1.73m? Kiii5) D& 5 BE ITBENTERE (EFE 2 &) [9.2.1
%]

- BEOEREEEDH 5 BE [9.3.1 2]

CDMER, IHEREICEEDOEE (Y a v 7, DAE, DI, MERS) Ob 2 BEKRZOM
DOAKFEFE IMAE 2 LT VIRREIZ & 5 BB [ERIMERE O TCHEIC X 0 FLRBPEAE DN 5, ]

- BACGE O BE UTBACIREN S S p B (THL, BESE0OFBEED S 5 BE, BB H
[ A9 E )

CBEEOT L a— L EBRE [10.1 58]

2.2 BEIES h—3 A BERIEMESME IR, 1 ABERIB O BE [k, A 2 ) Ak 00
EMEORENRNETH D, ]

2.3 HEEYYE, TANATR, EERIMEOHDEE [ A ) VEFICE 2 MPFEENLEEN D DO TAR
Ko i@ S v, 72, A7y R—3 22822 L4, ] [1.1, 81, 11.1.1 ]

2.4 FFBARRREE, HLAIRRE, EOIRRE, BN T EAFEIE R 2 UTREIBIE R 2o B HRImfE 4 i = 5
BENWDR DS, ] [11.1.2 /]

2.5 [ SUTIEHRE L WD TREMED 8 5 &tk [8.6. 9.4, 9.5 & ]

2.6 RFIDOES IXE 7T F A NRIEFN 3 LidoE O BEEE O & 2 B

(fiFan)

2.1 7 v R—=Y ADRIBY A7 NEWRR - REEA S L L TRE LT,
c AFNIH 2 Z T T REMERO B SIS D720, BHREREDOH L B3, BITERE
TIE, AFNOPEMAEIE L, mPREN ER L THLBT Y R—=Y A2 2R H 5, £
7o BEAGR A RV URIANCRBW T, BITEE T T ¥ R—Y ADORENHFE SN TVD,
GBI IAH) O BF IR B FE B0 D & UL OB SRERE E 2 28 Ui E L722Y, BRR Ky Eh st
BROFE R WBANRAT SCEOTHMRDIL., BRSO T A RT A >, ANFLHER, REICIB T 5 FEIVERH®
EOWNKREZESE 2, BEOBMERESRSE (eGFR30 mL/min/1.73m? Kiii) DHEEESITET L
Yl
 FLRIFZEICHFIBICB TR S 5, IFRERIE O & 2 B3 ik, IFigicis i 2 3L o REEED
KTFL, ABoOMPREN EATARREERHD Z LML TE LT,
BEAGR A bRV U, THFRERERE S ) 2282 b LW edy, A ORM SCE TO R
NN OAFIOREFR R R 2 E 2. [EEOFHERE | 22521 L,

2.
2.
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< DME SR, BIFSREICEEOREE (v a v, DAL, LI, MERE) ObsEE R OZED
fth DARIEA 35 MLE 2 FEVL VR BRI 8 5 R TIk. BRRAIAREE 2N U L, FLEgpEAEn L., %
TREABICL VI TOLBUEENMETT5 2 ENHERIE LT,

< ACKREED DR R AR A, MAMKEEFREIZEY | BTV R— ARR I VRT<RDH T END
BRE LT,

« TV a— LT FLEED S RE~OHE, LB ORI COR 2 D ¥ 5 afRErER H v | FEg oI
RENERETIHIBZENDRHD I ENLHRE L,

2.2 Wik, A AV AT K DEHREMBED R IENMEATH D Z ENBRE LT,

2.4 FEALRRE, HUERE, 2IREORE TIE, BMOWINARICEVELEEZSZTB8ZNH
5l T EEREA S UTIRIBEER2OBE TIL, /LT Y — VORI L 5 Kb
EOBZENWLRSH DL ENDBERE LT,

2.5 HIET OF 5T LRI L TWRNWIZ EMBRE L,

3. MEEXRIIMEICEET 5:FE L FNER
PRIE I TV

4 RERUVHAEICEEYT HIBETOER
V-4 RZERUVAREICEEY 58 0HEM

5. EEGEAMIE L EDER

8. EELEARMNIE
(GhEEH @)

8.1 FNICEELRIBT L F—Y AZEZTZ NP, VRAZNFE L TIL, BHEREREE, ATHEGE
s, REASR ME Z Vo W REE, Bk FIURIER 28T 23AOHE=ET) . BEOT V=2
— VABR, RYWE, Sl SN STV D, BT, Bk, BEOT L a— UEREIC L BED
WEENALTHZLbHLOT, UTOAICEETSZ L, [11, 1.2, 23, 11.1.1 B#]

(D) ARFNOFGBMERT L O D% b &5 R IXEHINIC, BH¥E (eGFR %) ROVTHEREZ MR+ 5 &
EHIZ, BEOREBIZH2EE L TERGOEG LR GEOME ZHRETT 22 L, B, mk
FE, FFICEELRBBESNLELRGAICIE, LVERICHER TS L, (21, 7., 9.2, 9.3,
9.8 &H]

Q) BAIEIR DS B & N AT G- 2 ik U, @YR0E 2175 2 &, FURIER %24 % A
(FIRA, SGLT2 [HEAI%) & OfFHKCIL, FrliChKicERET 22 &, [2.1, 1021 ]

3) AFN DO 5-BMER L O O#% b &5 IXEYNC, L FOWNAEZ BE K ONZ OFEICH/oiaEd
HT L,

CBEOT IV a— VEBREET S L, [2.1, 101 ]

< FE T, MR, BREEIRRBRSEORFHAR (v 7T A) ORI, BKRENEE SN
L2720, Wolt AMRRAEFIE L, ERNICHEKET S, [21, 9.1.2 &H]

- HEET v F—UA0ER (BIBkEE, Bk, AR, BrERE) 236 5 bh-5a812i3,
EbHlzz2Tsz L, [11.1158]]

(4) 2 — FEZH 2 AV TRE 21T 9 BB W T, AROFHICE D HigT v R—v A&t 2
TZERHDHOT, MAERIIAF OS2 —FFcHIEd 22 & (L, BRAICHRELIT)
VBN DGEZRLS) . 33— NEEAR 5% 48 FE XA OB 52 HEA L2 b, B,
B 5 HERRCIE, BEORREBICEET DS L, [1021 2]

8.2 IKIMFHERZRE -T2 B3 H DD T, EEMEX., BEEOEEEICHEFR L W HEFICREGT S
EXWIFEET A&, [11.12 2]

8.3 ARNDFERIZHT-»> TiE, BELROF DRI UK MHHE R & O O RPLITEI DWW T4
Hd5z &, [9.1.1, 11.1.2 ]

(2 BUEFRIR)

8.4 WHTHLAITIX, VEI VL, MAEHE, RIEFSEZEMOICHRE L, HAOREHEI D,
KA % 3~4 5 AFH L THRERAR+0 G0, EONITMOIRERIE~OY VX 2175 2
L.

8.5 AFIL A A7V I UHFRMIIMEAKFEO —HMAHEAE L CWAAREMRSH D Z L, £/, 4 X7
3 UHEERHE O ENEERERER O BWT, BT A RREHE O LA, o RFHEKE O
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OFFIRTE & el LU T LEE R N S S BB b L OMERH D 2 &b, FERIEFI ORI OEEIC
ITREET L8, [10.24 2]
(ZERMIMEEREICHS TOHINER. SERMINEEEFOEEHBERICE TS RAEINER
P
8.6 AT, FIEEICH D7k ERBOH D ERIOL & THATHZ &, AAIFLGICLY PRES
B U AT R OMIRGIEIORF ORI %280 5 72D ORA P IEFFEIC W T, H T D HBREITH
Hz21T9> 2L, [25. 94, 95 &)
8.7 BEIZXH LTI, HOMNUDUTOREMHATHZ &,
« AHI L OB ITIARME TIZAR WA, AKH 2 AW REEERICB W T, IREERHEE RN H & b
N5 ERBAHOT, BRIER (FIEHR., FEEZEK, B, RS Ul kEmmngs
RO LN GAICIIE BICEMEIZHRT 52 &,
- ZEAUVEINEIEGEREZ I T DHRINERICARK 2 V254, SRR OR R & L CEIBEIRE
ERDAREMENH D T L,

6. RENEREHIHBEHICHT IR
(D EHHE - MEEFDHLHEE

9.1 AHHE - BERFOHIEE
9.1.1 EM#EZR_TEZTNDHIUTDESEXILIRE
- FAHAIZESEER, RFEEDO R
< P LR A T )
[8.3. 11.1.2 &/ ]
9.1.2 RpyE
HEET v R—v AR ZITBENNH D, [8.1, 11.1.1 B]

9.1.1 - BMOWILARICE VIR Z R Z B TR d D Z L biRE LT,
- AT OBERI A A TN & OFERH 2 BIR1 2 & MBEEAMET U, FRIC ZEME R IR i 4
CTBENNDDZEMNOLRE LT,

(2) el ERE

9.2 BHmETESE
B3 T PRI LA ARV OMHREN EA3T57-0, BT v R— REOFRELY
AT R@EL B A REMERH S, [1.1, 1.2, 9.8, 11.1.1, 16.6.1 B[]

.21 EENBHMEEEEDHSEHE (eGFR 30mL/min/1. 73m’ ki) XITBWNEE EEBHEST)
wE LN L, [215H]

9.2.2 PEEDBIEEEZEDHSHESE (eGFR 30mL/min/1. 73m? LLE 60mL/min/1. 73m* &%)
HEEICRBAZBIE L, £50MGKOKRSEOMES 2 MmEd 252 &, FFiZ, eGFR 2
30mL/min/1.73m?2 LA | 45mL/min/1.73m?2 Kjiiii O BFITIE, 1R EOARIEERMEEL Rl 2 & <
NHGECOREEETHZ L, (7., 8.15H]

9.23 BEDEMEEZTOHLIESE
[8.1 &H]

(fiF)

9.2.2, 9.2.3 AHNIRH 22T PTREMED E LB OIS D, B~ OBMERE O
5 BETIE. AROPMEIE L, mHREN ER L THARY V F—v 222235
ENDRHDTEMNORE LT,

Q) el E RS

9.3 FFHeEfEERE
gz 31 DI ORBEEME T L, AT > F— ZDORBY 27 NEL RHATREMEN & 5,
[1.1, 1.2, 9.8, 11.1.1, 17.1.1, 17.1.2 &/]

9.3.1 EEOHHEEZTOHLEE

BhHLRWZ L, [2138]
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9.3.2 BE~PFEDHHEEZTOHLEE
(8.1 2]

(FiFs)
BRI BT BV TRE S D, ITHERERE S O & % 8 T, ITikiCR T 2 FLIROUETE
PIET L, RES ERT2B8E008H0 ZEMbRIELT,

() £EREEH T 5F

9.4 XEReEHT HE
(ZEBMINEERBEICHSTHHMFER. 2ERMINRERBOEEHMERICHS (T 5FEINER
=
RO OB G- 28T 5720, UTORISEITH> 2L, [2.5, 8.6, 9.5 =]
- BIBEEWNC BT D AFIK GERERNICHEIR L T\ W2 L 2 ERT 52 L,
- ZENMEINEEGEREIC I T D HEINEERICB W TCI, BEIC, ARG R ED 1 v ARE Y
TR P XA N 2 LT Fes S, IO A2 MR TH 2 &,
- PEONTE SUTERINZ (AR 2 Mkl 2 Z L vk o L IR IEREE 2 g IcHern 45 2 &,

(5) 245

9.5 1147
TEIG XOTIERE L CWD D A[REME D & D el i3 5 LawnwZ &, @p3ERR (7 v b, vHF) THIE
~OBITRRO LN TEY . —EoEMmER (7 v b)) CEGEEARHRESL TS, F
72 HERITEEET v R—v 222 L9V, [25. 86, 9.4, 11.1.1 /]

OF:=-£R

(M

1B EOB /IR ORARBEOARMELFE L, KALOMKG TP IEZ MG 25 2 &, BiEER
(7> b)) CTHAHFR~OBITHRD TN D,

INR

9.7 MR
IRHEAERER, FiAER., AR, $hIRER5H L U2BRRBRIZEmR L TV, 10 RO /NE~D
RIS T b,

9.8 SHhE

Bl Tl e, ISR NME T L TWD Z &S, EEMAKERZEZ LTV, 2 b

DOIREETITIEL T > F— 2 ZEZ LT VWO T, LToLICEETLZ L, [1.2, 81, 9.2,

9.3, 11.1.1, 16.6.2 ]

- KFN OB E-BdART, BEFITEHIC, FRICEERBRBIEN M ERGAITIE X 0 RN B R
ONFEBE A MR T D EH D ICBIE LN b EEICERE T2 &, AANTIFE A ERB ST,
REEOE FRFICHRIE S D, Fo, HFHEREOKTIC L Y HABEOMRHENME T T 5,

[16.4. 16.5 &H{]

- BHERE IR BT OMRIEIC 01 E L TR EDO R IEBE LS MRETT 5 2 &, FRIZ 75 b
LoEkE T, KA OEGE XD EEICH T2 &, BT U F—v AR HmESh
TBY., TELRRTHD Z ENZV, ERNICEIT DR OAGERFE TORKRABRIZBWT, 75
LA EOFE#E ~0 1 H 1,500mg Z 8z 2 HEOFEHRRIIE - TnD,  [17.1.1 5]

cME 7 LT F 2 ENEFFHANTH > Th, eGFRZELEE L T, EHEICHEEADINEZ B2+

HZ L, HEICE > TIXEBOBEENMIETLTWDEZ ERnH D,

(fiF)
AFNOBGIRFBRAE R . IS O UM CEHE OB LI ABE L,
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1. fAE{ER

10. #BE#%EH
AFENTIZE A ERFENT, RBIBEDOEE, EICTOCT2 2N L CIRTICHR SN S, [16.4, 165
]
M HREEZER EZF0HEA
10.1 BtEZ=E BHERELAZEWNZ E)
AN S5 EEARIELR - $EE Tk KR - falRIN 1

Toa—)b GREOER) |7 v R—I 2R3 28 [T 5 AEEORGEEEIMET 9
(2.1, 8.1, 11.1.1 ] NdD, ARORETILBED |5, £/, BKREZRTZ 0D
T a— ) HBE (BRI ZBET | B,

HTE.
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QtRIFEEZEDERA

10.2 tREE

(fRICEET S &)

10.2.1 27V F—LRERB T CENHHEFH

KA F

BEAER - BT R

PFE - fERIN T

39— A
(8.1, 11.1.1 &M&]

BEHICZ VHEET v F—v A%l
ZTIENDD,
I — FiEEAZ O THREEZITD
LA, AFlo®kE 2 —rric
Fid5Z &,

MO ROHTUAEYE
VANE e QL= >
[11.1.1 ]

BRRICE VBT v F—v A&l
Tz enbs, AT AEAEIE
AANOFeb-Z— R & - ik
T 57 EiU R LEE{TO Z L,

BEEREDMETT L. AR O PR MK
T2 ENEZALNTND,

FIRVER 244 5 A
FIRA

SGLT2 RHEAS
[8.1. 11.1.1 /]

A K VHERT v F—v 2z
ZHT LD D, BAIERYD 5
b HEIZE, ARk 2%
b L, WERMEZITO &,

MRERZA T 28ANC LY | K
RS LHAKREIC 25 Z &
N5,

10.2.2 m¥ERTIEREERT HEH

AN % R AREIR - B 51 HEFE - fERIA
UV RIGLEE S OFRIC XV ARIIBE N Z % Z &A% | ORFAINC K 2 bERE T1E A oA,

A A B
AR =L LT H
HRA A UM
HEIK

a-7 v a s A —ERHEH
FTIY D REA
DPP-4 BHZEH
GLP-1 % &R EHH 3K
SGLT2 BHEHA

A ATV I UERE &
[11.1.2 ]

7= v BB ARV E

B U F LA
TAEY Ak

B R
Jurg ) a—L 5%

® T X LB I E A

»H5,

AV =0 U7 AR R R
HOU R 7 BNHEMTA2BFnR1H
éo
BEOWREZ LB L en o &
5945,

BEFFAI,

U FOVERH| O MBERE TERAE
AHNTND,

SIEWHERICE Y 7T KLF U &0
L7 RIMEE) S DEE ZEHE 5
EREZLNTND,

T T UBEEBERILEANC L D
A AV O IMIEE BT AE S
NEZ LN TWVWD,
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10.2 BtRER (BFRICEET S &)
10.2.3 MiERTIERZRET HEA

(0D%F)

BB E AT

KA F BEAER - REE TR BEFF - fEBRIA T
TRVTFU OFAC X0 bR TAEAES S |7 FLF U AT K2 KM T oRER]

L2ENDHD,
BEDIRREZ T B LR b
HF4sz &,

4, I T ok e, 1
A Y G UIHIANE 2 BT
éo

BB R E N LB TR
HFAMEEREZ 5N TWVD,

FURIR A VE FOR IR AR L8 o 13 iR L
HALMEEEZ LB ST EEXD
NTW5B,

PpR AR | PR AR V| A I RE &2 28k &
., MmbEE B S5 EHR
HINTWD,

Fl R A FIRFNC X DAY T L58Iq LD
A VAN UM DIR T RE 2 b
TW5b,

=A% R A,

A V=TTR A V=T Y NI X B RAKAC I
FRENE 2 5TV 5,

—aF U = aF VR X B M ESAEA A
EZEZoN TN,

T x ) FT VL RERA| T ) FTUREANCK DA
AV ol BIE NSO T R
LU VlERER B 2 BTV B,

10.2.4 ZDih

A4 BRI - & 5k Ry - falRR 1

OCT2. MATE1l, X%
MATE2-K % BHE4 5 3EH|
VAFTU
N A%
v 77T e N
NoTFHR=T
AT aF V= LR
bicy
PIFRAEY T &
[16.7.1-16.7.3 ]

AFNOMAPEEN EH L, tEARN
T skFnNnd s, BEEr+
INNTATV, B U CAH % 6
BT A/l EEICRETH L,

OCT2. MATELl., Xi% MATE2-K #
I LT ARA OB P A FLE XD
LEZLNTVWD,

A A7) I AEEE

HALSHERORBUCEETBH 2 &,

FrIZ OF RIAIIINC 2 < SB35 A

(85 & M] DRDHHIN TN D,
8. EIFA
1. 8lEA
ROBWERR S 5D Z LN DD T, BEZ HIATV, RENRBD N 5E I3 kb2

b3 570 @Y R LEZATO Z L,
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(D EXLEIMER & DHER

1.1 EXLEIER
1M.1.1 3EE7 S F—2 R (BHEARH)
Ty F—o 2 (LT EED L5, /e v oo F5R ik pH O T4 254) 1%
THRARDZ ENZV, — BB T HERIER T Th o3, BIER., BE, iR
i, RPEREORERD A BN D 2 ENEL . TRLOIERN S b oA IITE bICE LG4 F
IEL, BERREEZITO L, B, BT ¥ F—Y ADEVRRE WIEAIZIE, LEORIERE
RELFHFOZ LW RLELAIT> 2 L, [11, 1.2, 21, 23, 7., 81, 9.1.2, 9.2, 9.3,
9.5, 9.8, 10.1, 10.2.1, 13.1 ]
11.1.2 Em#E (5%LL 1)
fipERESR (RIS « B, ®EOZEER, BITEH) PRD NG EICIIEE LSRN
EERT 52 CMURNEEITO 2 L, L, e/ v a v X —BIER L oI X Y KiEE
JERDRD ONTHAICITT Rz &b+52 L, [24, 82, 83, 9.1.1, 1022, 1711 %
]
11.1.3 FFHeEEE . &EB (HEAH)
AST. ALT. ALP, y-GTP, B UL E L DFE L\ EFE %20 ) IFfEREE, BEAH b D Z L
BhH5H,
11.1. 4 EFEARE (B R
PR, B, CK EH-. MR OR I 47 0 vy R 2 M &+ 2R RRIEN H & b
NHZENDHD,

—~
N
~

T DD E1ERA

11.2 Z 0t DEIER

5%LL 1 1~5%R:¥i 1% i N

bR THI (405%) | B (TEERE., MEHE | 5BEE e
O (15.4%) . BB |k, R, HR
TE (11.8%) . &
i (11.5%) . Wk

1 % B, AR, | s
GFRRERIEIN, B fER
5%

i i, 0¥

I FFHRE S

P ik BUN L&, 7 L7
F=v kR

S TEEET T CK L5 it U | iR rRh—v R

LR
Z ofth HEV - SLOE | BEBEETY | % | R

fERL, IR&. BEhE.
W, F&7F. BRI
FL . SHEE., UHUE.
FIE, B4 32 By
@59\& 2)

1) BT F—  20MBERTHD 2 b bOOTEET D Z &,
E2) EUERIZEY ©4 22 B OWRINARERS Hbhd Z Ehb 5,
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S EEFEIERRBEHEER VRRREBRE K

(AN D IRGRIE £ CTORRRBER, e 0 AR A O BRI S BLRPL)

AFREHZ Y RE A REE s
RAAR NRhE | ARG
n % n % n % n %
SRER/FRE DEHIEL 640 100 37 100 | 1219 100 | 1896 100
Bl 1E FA % D F TR fE 5 31 409 | 639 19| 514 66 5.4 494 | 26.1
B A K5 4#8(SO0) EXRFEPT)
BERFER KU FE R =510 10 16 10 05
LB 2 0.3 2 0.1
5 E 2% 1 0.2 1 0.1
hE% 1 0.2 1 0.1
B 2 0.3 2 0.1
SIHEE % 1 0.2 1 0.1
NHEE % 2 0.3 2 0.1
FEE R 2¢ 2 0.3 2 0.1
B, B (&EFH 2 0.3 2 0.1
BXU =R E ST 1 0.2 1 0.1
HMTBHOHEY (B BIkfE 1 0.2 1 0.1
BEIVR)—T2ED) INSR RS B 1 02 1 0.1
MmES KV &&h) 3 05 3 0.2
Yo NREE =4l 3 0.5 3 0.2
RS bEE =510 1 0.1 1 0.1
AR R BE TTEEAE 1 0.1 1 0.1
REBLURERE =E10) 116 | 18.1 10 0.8 126 6.6
= FLER M AE 2 0.2 2 0.1
BARR 80| 125 1 0.1 81 43
1K Ifn 5 5iE 44 6.9 5 0.4 49 26
e =Niknd 1 0.1 1 0.1
1= PR & I AiE 1 0.1 1 0.1
FrEE &8 1 0.2 1 0.1 2 0.1
FBREEE 1 0.1 1 0.1
RERAE 1 0.2 1 0.1
HIEREER =510 19 3 1 2.7 5 0.4 25 1.3
FIEEES 3 05 3 0.2
RER 1 0.2 1 0.1
{ERR 3 05 0.1 4 0.2
FEIESHFEL 5 0.8 1 2.7 2 0.2 8 0.4
BEER AR 2 0.3 2 0.1
ERE 1 0.2 1 0.1
KEEE 3 05 3 0.2
B 1 0.2 1 0.1 2 0.1
IR E 1 0.1 1 0.1
ARfEE =11) 7 1.1 1 2.7 8 0.4
B A& 1 2.7 1 0.1
rAKAIE 2% 1 0.2 1 0.1
AR M 1 0.2 1 0.1
#E PR IR R AE 3 05 3 0.2
BqER 1 0.2 1 0.1
HBAOEE 1 0.2 1 0.1
HEBELUREES (&FhH 3 05 1 0.1 4 0.2
HIE 2 0.3 1 0.1 3 0.2
BRI EERESH ELY 1 0.2 1 0.1
DMEEE =510 5 0.8 2 0.2 7 0.4
IDEHE 1 0.2 1 0.1 2 0.1
EfES 4 06 1 0.1 5 0.3
IDARE 1 0.1 1 0.1

1

w

hy]
1




AFNOKGIRF £ TORRAER, FrE il & ORI RIRD (05F)

AEBREE Y E R RUEE Wit
RN R ER INR AT FE (RH)
B RIX5E(S0C) EXFEPT) n % n % n % n %
FE% 3. 2R (& 3 05 3 0.2
BLU ffg K 1 0.2 1 0.1
fEpREE N Of R 2 1 0.2 1 0.1
BEEFYR 1 0.2 1 0.1
BIEES &5 321 50.2 17 | 459 28 2.3 366 | 19.3
BEREE 3 0.5 1 2.7 3 0.2 7 0.4
B m 1 0.1 1 0.1
Kb 2 1 0.2 1 0.1
=P 7 1.1 1 0.1 8 0.4
B % 1 0.2 1 0.1
T 262 | 409 11 297 16 1.3 289 | 152
{5 9 14 2 0.2 11 0.6
HILEEEE 1 0.2 1 0.1
BEREEE 1 0.2 1 0.1
HIETRR 8 1.3 1 0.1 9 05
DB AR 1 0.2 1 0.1
TEE 1 0.2 1 0.1
FE AR 12 1.9 2 0.2 14 0.7
i) 3 05 1 2.7 4 0.2
i 9& 67| 105 4| 108 1 0.1 72 38
THEER R 3 05 3 0.2
LEEENE 6 0.9 1 0.1 7 0.4
FEER A IR K 23 3.6 1 2.7 24 1.3
BE R 1 0.2 1 0.1
Eib 97 15.2 7 18.9 3 0.2 107 5.6
& 38 5.9 2 5.4 2 0.2 42 2.2
BiES 1 0.2 1 0.1
OOV UEIN 1 0.2 1 0.1
OQEERE 1 0.2 1 0.1
OfEziE 1 0.2 1 0.1
1 e 9 A e 1 0.1 1 0.1
FEEEREE (&&D) 1 2.7 7 0.6 8 0.4
REHER 1 0.1 1 0.1
FFHRERE 1 2.7 4 03 5 0.3
FFiEE 2 0.2 2 0.1
KIE A5 10 1.6 1 2.7 3 0.2 14 0.7
BLU EMD 2 0.2 2 0.1
R THHBES T hE—TER RS 2% 1 2.7 1 0.1
Hit 2 4 0.6 4 0.2
O 1 0.2 1 0.1
TOEMRE 1 0.1 1 0.1
i 2 0.3 2 0.1
2T 2 0.3 2 0.1
350 1 0.2 1 0.1
mEER (&FDH 6 0.9 1 0.1 7 0.4
LU ESERES 1 0.2 1 0.1 2 0.1
HamlES P8 7 FE ¢ 1 0.2 1 0.1
e 1 0.2 1 0.1
LEbE 1 0.2 1 0.1
HEbE 1 0.2 1 0.1
EHIE 1 0.2 1 0.1
BERLURBES =510 1 0.2 1 0.1 2 0.1
EEE 1 0.1 1 0.1
E4=]73 1 0.2 1 0.1

.38 -




AFNOKGIRF £ TORRAER, FrE il & ORI RIRD (05F)

KEREFZ Y E R RUEE Wit
RN R ER INR AT FEEH)
B RIX5E(S0C) EXFEPT) n % n % n % n
HER (&FhH 2 0.3 2
BLU HELRE 1 0.2 1
LEES B4 81T 3L AR AR K SiE 1 0.2 1
— k-2 HEE =) 18 28 3 0.2 21
BLU Fiipapnd 2 0.3 2
R EAMI DR BEK 6 0.9 1 0.1 7
iFHE 1 0.2 1
RIEHEEE 1 0.1 1
RERE 1 0.2 1
BEHERK 1 0.2 1
1 0.2 1
BRI 1 0.2 1
pfi] 6 0.9 1 0.1 7
mp:= 1 0.2 1
BRRRE =1-10) 91 14.2 1 2.7 16 1.3 108
mEER 2 0.3 2
DEREE 1 0.2 1
mep oL 7 FURRRFF 11 1.7 11
— N
n FRELER R K SREER I N 1 0.2 1
M7 LAY RRIT7E— 2 0.3 2
0
ARy RF D 2 0.3 2
AESOEVED 2 03 2
IR EREH 2 0.3 2
BBk N 1 0.2 1
B mEREUR 3 05 3
B Bk $E hn 1 0.2 1
FERERE 7 F 1B 3 05 3
HERE S EEM 1 0.2 1
YU NBRREERE 1 0.2 1
FISZUTPI/NSURTIS 17 2.7 4 0.3 21
—E N
FARNSXUBTI/INGY 13 2 1 0.1 14
A7z 5—H M
meEY) JLE > Ehn 1 0.2
Y =T IEIINSURTT 4 0.6 3 0.2 7
S—H M
ReponEYy) /—45 880 1 0.2 1
meaL RTa—)LiEh 1 0.2 1
SEVREARD 1 0.2 1
me k)51 R 1 0.2 1
mn AR ELER B N 36 5.6 1 2.7 9 0.7 46
mep IR ¥R 2 0.3 2
in Fp FRE&E 0 4 0.6 4
Rep4 b ikG 1 0.2 1
E43IVB12#ELD 1 0.2 1
E4I2B121m 1 0.2 1
mepoL7F=Em 3 0.5 3
mn RN 4 0.6 1 0.1 5
meaAILS D LFD 1 0.2 1
Ao LiEhn 7 1.1 7
et AN 1 0.2 1

XICH [EFREHNFES. (MedDRA) HAEEMR  ver. (16.1) D& EHIASIIH SOC K UEAFE PT THR
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OEMEKERE, GHHE. EEERVFHOEEEERNORERARIMEE

PBE TOKRREBRICI T D 22T SRR 640 FlH, HEEMORHWEABIEIEIILLTO LB

ThoT,
[ B HnEkEE ]
BRI EBHE S OF O A BRI 0 BIVE BRI &
SEGIEL | BIVERRBUEGIEL (%)

B PR IFI PR AE 8> V) 82 50 (61.0)
W PRI PR AE 72 L 558 359 (64.3)

eGFRBI D EIVEH ZE B EI &

eGFR (mL/min/1.73m2) SEGIE | BEARBUESE (%)
90 Lk 220 135  (61.4)
60~90 i 390 253  (64.9)
30~60 i 30 21 (70.0)

RAI DB GBIRRE QMG 7 VT F= N BEE L

[ rERE
A G- B AR IR O JERERE B EIVE H R BLEI &
JiE Bil%k RIVEH R BUEBIEL (%)

JFHEREIR T & 0 112 73 (65.2)
40<AST=60 or 45 <ALT=67.5** 81 53 (65.4)
B60<AST=100 or 67.5<ALT=112.5** 27 17 (63.0)
AST>100 or ALT>112.5* 4 3 (75.0)
JFREIR T 722 L 528 336 (63.6)

* B BHMART O AST XX ALT 2N REYEME LR A B 2 T-BrE & THSREIK TH Y ) L ERLEHE D,
AST X% ALT Ol CT4H¥H
**AST X% ALT DWW B VE T8

HTHR A OFOA BRI EIE I S BLE &

SEBI%k BIVERA R BRERE (%)
HEEEUH ™ 162 108 (66.7)
JFBREED 2L 478 301 (63.0)

KAEPHEICHEEZ 2 162810 5 B 139 FIA RN Z &0 L TV BE TH -7,

(7]
i ORI, TS AR R ORI & 5 18 P 1k S O

FEEE (n=446) &g (n=194)
EIEM 275 (61.7) 134 (69.1)
HEZRIEA 0 (0.0 1 (0.5)
BIVERIC X DR8Ik 30 (6.7) 16 (8.2)

FEFIE (EHEIR)
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<BE>
BEAGE A RV VHIAITH D AV E OO R 39
ENICEBITHA MBI OMEHFERETICET et - AL ERET 572012, 2F 74 sk

(MORE study 7' /L—>") T, 2002 4F 1 A ~12 AIZ ANV E U EEDOBEE %2 87 T2\ Bhh U T2 GE B 2 %P 5212

EFHFERE T COBEHHREZIEE LT,
FORER, BERG%E 3, 6, 12 » AO T Y a~ta vy (HbAle) . ZEERFMBE IV b B 5B
IGRRIZRT L CAHRICIE N Lc, A AL VHMEBE SREFIZB W T RBROER /LT,
L VERM R SEF] 1175 il 118 FICEIEA 2338 BL L, BIVEHZE B 1L 10.0% Th - 7=,
FEREWERIZ, EX. FTHEOHEERE CTHY, 7T ¥ F— AXHE R ORBUIRD b
inolz, Filo, BH RO 5% OEERFLBEORER LD H 5 94 FllZ DO\ T G-Fit: O FLEEE O
VI 2 bl L 7oA R, FLEBE O A B RIEINEERD b o7,
T RAKIZEER (2010 4F) HRER

(AN OO AR AT 35T 2 BIVE A FE B )

FRAHE A TANERY
AR 117561
RIVER  FEOUEH %k 11841
BIVEH  FBUEE 16244

_ HlER =R _ HIGE =R
B - EEtEHRES 9 0.77 o1 2 0.17
CAEP 1 0.09 BHRARIR 2 0.17
D3 Fr 1 0.09 RARIHEE 1 0.09
T 2 0.17 RN SRY 5 0.43
liR2 2 0.17 PEER A 2 0.17
F5 2 0.17 N IR R 2 0.17
35 1 0.09 DR (DEEOFER) 4 0.34
35 1 0.09 {5 Fis 3 0.26
iR - REARERES 8 0.68 I S i 1 0.09
B TCAE 1 0.09 H R E W 1 0.09
T Ok R B 2 0.17 BT - EEREE 21 1.79
BEWN 2 0.17 JFF R S H 1 0.09
B A 1 0.09 J i eeRE L 1 0.09
SHoE () 4 0.34 JF R Bk 8 0.68
ZTOHOEHREREE 1 0.09 JiF e 2 0.17
Rk 1 0.09 AST (GOT) L5 4 0.34
FEEEE 3 0.26 ALT (GPT) L5 8 0.68
RA 3 0.26 iR B 5 1 0.09
SHILEREE 51 4.34 y-GTP_ L5 3 0.26
EES 1 0.09 R - XEESE 17 1.45
AL 7R 1 0.09 ALP |5 2 0.17
72 13 1.11 CK (CPK) k& 1 0.09
GENTIN 7 0.60 A afi 2 0.17
Temo& 1 0.09 I L FR R 10 0.85
T 18 1.53 HbA1C | 5- 1 0.09
R 1 0.09 wm RV 7Y ®T A FiE 1 0.09
AN 1 0.09 ALPJ/D 1 0.09
AN HI 1 0.09 DA - D) XLEE 1 0.09
HH ot T 2% 1 0.09 EOLES 1 0.09
H 72U 1 0.09
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(AN FEDOE AT 3T 2 BIE BB (hix) )

- ST B ST - T B B
a_ e M b | oo | M M b e | oo
FRMEKES 5 0.43 — R BEE 9 0.77
A . 4 0.34 W5 1 0.09
AR BRI 2 0.17 SHE () 1 0.09
~< ~7 U MERD 1 0.09 W 1 0.09
~NFE S0 LR 1 0.09 EHER (7 2 0.17
BMmEk - MRRES 4 0.34 BEHDIETY 1 0.09
HiEkEZ GiE) 4 0.34 PR e 1 0.09
m/hR - H s mpEE 1 0.09 Wi (R 2 0.17
/Y (F) 1 0.09

* L RFHUIEREE I L ORBUEFIEL. £ OMIZENER Z & O
** 10 fFrh 3 R R ORIEM

9. BBERRERKRICRITTHE
FRIE I LTV

10. BEHRE

13. BERE

13.1 R
HFET o R—V ARRBIHZENH S, [11.1.1 BHE]
13.2 &

79,

T R=U AOMIE (RIEAKFET b Y U LEES) | g GREIFIR) | MRS O ) e L8 &

NEREDIE

14 ERLOEE
14.1 RHREEDIE

WCCHRIELTZGE. RBINEATLZEND D,
142£mxﬁﬁ®&s
PTP Al @iﬁiMP/~b#%@©mwa%¢éi9%§¢é k WP/~b® SR

B%,

Kﬂkﬁw%#w$//%%%/\w%ﬁ£k@ fbidEETF s Z s, Ak L CEESBESMLET

BEVNELAE EAS BIE R A~ L, B3R L2 36 2 L CHERR IR R 5 DO B S ﬁ?f”%&ﬁ*%%ﬁ‘%> &

12. ZDDEE
(DERRREMAICE D 1R

15.1 BREREERAICE D < fF3R

D ARMEERNE Z D RT VW EDOBRERD D,

AR IR O MER TRIOBGFICT v T oy BB R ER 5T A LIk

(2) JEBREREAIZE D < 1H#R
RESH TR

S 42 -




X. JEERRIERICRAI HIEH

1.

FERB
(1) M FIR AR
VI EMERIET A B

(2) R EEHER
1) AR RE K OTENC K F T 3%
IR THREGETORRBIRE QR GIZL0 4 U D ER—RBOZ S A RETRD , gl Lo
WAFE R DIER T o7 (DAL Ty by TR A XKOYN) , EHIZITVA, Ty b U
P RTIIBTRM, FHRREDBO I, A XKLV T E FEEBAD K O L0 ORI &
£V LIEHETIELZFED S,
Fro, R PR W TR DR 7378 b7z,

¥ (n) Beb#e B b (SRS
~ A (5) o5 | 1500, 1920, B ZEB D . TR, T (=1500mg/kg)
(H[A]) | 2450, 3130, BT (=1920mglkg)
4000mg/kg
vk (5) 1000, 1320, B ZEB D . TR, JEC (=1000mg/kg)
1730, 2280, T, iEEE (=2280mg/kg)
3000mg/kg FEHE (3000mg/kg)
X (5) 100, 150, 224. I R, R HR) (100mglkg)
334, 500, 748 HISEENRD . TR, TR K6, BACRIR,
mg/kg BT (=100mg/kg)

27 (=150mg/kg)
iz £ 5 T (500mg/kg)
FEA#E  (748mglkg)

A X s | 10, 25, 50, 100, | WEM: (=50mg/kg)
(2. 100mg/kg (HL[ED) 170, 290, 500 B FSIEENED - e, R B (500mglkg)
DFHn=4) mg/kg
Hv (2) 250, 375, & (=375mglkg)
462.5, 693.75 HREEIRA, R OCIERBRTEA, RN
mg/kg HE, HUGHEES, PRUGREGR. IRBR FIE, ZEC
(693.75mg/kg)

2) LML RN R E
MmE (invivo) 3949
350~500mg/kg @ 8 MR RE N G2 LV | mEARIEIET » & (SHR) TEEMFEMZR LIz
N, IER T v bOMmEICx LTI E RIE S 2o tz, F7z, 350~500mg/kg @ 4 R KER O
BHIZLY, @mEEAEEZAN L7z SHR OE LA LREFEHZ R L2, EF RO SHR Ol
JEIIT B R MIE S 2o Tz,
10~100mg/kg @ H[EIEARN 512 L0 . SHRIZEBWTREIEER 2R LT,
D% (in vivo) 40-42.449)
350~500mg/kg @ 4 HHIKEROEEGIC LY | mEEREZ AN L7z SHR KNEFH & D SHR D04

Ba Wb i,
—77. 10~100mg/kg D HEIFARA G Tlx. SHR OB U, BPEZERER . P2 m /A
DT HIERZ R LTz,

AT, Mk 2 E (in vitro) 447
INHERAFAE T C, 7 v M ML E IR D5tz EM  (ECso : 3-20mM)  RLCHRHEEIC K 5 ML & 18 )
e [Ca MO IHIVER (PDGF AlMIE : =1ng/mL, 7 > P47 v > DRIER : 2pug/mL) %
~LT,
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THILERRIT KT THZE (invitro) %

Z v MEHE+ A AW 5-HT XUV KCI §
1mM) ZIR L7223,
A EEN 12k L C—il oMl ER (Z1mM) 2R U723,

ACh 3

5 FEHE BN 6 LTI ER (2 th=3mM, =

5 FE L E BN Z6ef LTIz TR (20.3mM) %ﬁ‘bho Fio. H¥E

DOTCEEM (3.6mM) BESNT-,

(3) = D fth D FEFREKER
Mg E L
=R
M ERERESHHEER ®A&kS)
B FE el ABERE D £ 4F
J
~ A ) 1920mg/kg
_ J 1730mg/kg
7w b
? 1000mg/kg
A d
(2a—Y—F 2 RRTUA M) © 100mg/kg
4 () g 889mg/kg
% 281mg/kg
J
A X (R o 500mg/kg
P (TN ? 693.75mg/kg

- 44 -
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(2) REREE1EHER

iy B 5B BL&E LR F e BT A
BeH Ik (mg/kg/ H)

~ U A 90 H ] 500, 1000, — 2000—1500mg/kg/ H :

(MRt JRAEHE S | 2000—1500 (#% (Kf) (REHINEORME & QR ERD SR

% 9 BiEE) 5 3#~) (M) IR o — A, FREAEEN

<R 52 i 150, 450, 1500 | 450mg/kg/FH | 150mglkg : #E1= (% 1 f51)

(I IREE 5 450mg/kg : FETS (i 2 f5)

KA 42 ) 1500mg/kg : FETC (RfE L Bil, M2 1) | PREEHEIND

3] il RS OZERRIRPEIE, R R 2=k
()

7 b 90 H i 300, 600, 900 — 300mg/kg/ H DL b AR HhmG] . AT ROl

(et IREH 5 () . M7 a— 2

BHE 10 1)/ 600mg/kg/ B LA E - EARXIEEORIN (M) | IFHE

[£3) SFEEIIMER (7)) | AKEE
900mg/kg/ B : B FHNTEEOHEM (M)

7w b 52 A 150, 300, 150mg/kg/ B | 150mg/kg/H LA E : 77 2 v - R H OKAE

(It IRAEF S | 600, 900 A 600mg/kg/ H BL 1= (REHEINENGI, A D38 AR SRR

R 20 15/ DN,

) 900mg/kg/ H : A/G LKA (itfe)

7wk 99 JF 150, 900 150mg/kg/ B | 150mg/kg/ B LA L« SRERFRA I AAEE D HE N

(Vi IREH 5 Al 900mg/kg/ B : (REIEINPIH], HIE, =T,

10 IR W R BB AR O AEAEE O HE N

7 b 6% A 120, 300, M 300mg/kg/ A DA b o (RESEIIENE]  (8E)

(e JRENH 5 | 600, 900 300mg/kg/ H | 600mg/kg/ H DL b : FIFSAL, IREBIHME] () |

& 15 fil/ i mH 7 a—2&EE (1)

[£3) 120mg/kg/ H | 900mglkg/ B : PRANE FEZ D Z2 b dFeE DN
(W)

7> b 78 3# ] 120, 300, 120mg/kg/ H | 120mg/kg/ H LA E - [R50, M 270 o — A& 1E,

(ke JRAERE S | 600, 900 P T EBEDREE IR « -5 PASED K O 5 i

% 30 i/ () . O EEOEME (1)

[£3) 300mg/kgl B 2L | - ARECHEANENE], FEPIEAR Y —
7 ()
600mg/kg/ H 2L | APl EEO M () |
FODRMG - JOolie - POk, MR, Wi, AL, REEEROY
TEOMSEROEME, BENEERO R L e
DRI ()
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P55 H1H]
Feh5I71%

Behg&
(mg/kg/H)

T B

BT AL

e
(e
% 3 flIRE)

6 » AR
o &s

50, 100*, 150**

*50
—150 (2~43f)
—100 (5#H~)
**50
—150 (2#H~)

50mg/kg/ H
A

50mg/kg/ A LA | @ i

100mg/kg/ H LA k@ SBT3l (150mglkg/ H
4], 100mg/kg/ H O 2 1) | WEH:, HRAE. @K
8, T

<17 (50, 100mg/kgl/ H) >

50, 100mg/kg/H : B A& BEIEE, Bl K ERIAR
AV XU MIEIEE, FFIROBRR~D 8% A .
ERIZ

100mg/kg/ H = X o> #3858 K ONfL A2 i i oD
FOG (R TR R)

<FET- T ha % (100, 150mglkg/H) >

100, 150mg/kg/ B : TR, WERO 623 &4T
gy, fEx ORGSO, EE%E
AELEBITOFT RIS Z . ORI OUKIE, K
MIEEEA, DA EERE, B O BRI KR ONRIE. 1k
BB 5 HMERREEL ) o i, BEEEIRE % O
2ol BHIEORE

150mg/kg/ B : ARE D

£
(e
% 4 flImE)

78 AH
Bo&s

50, 100*

*50—100 (3 ¥
~)

50mg/kg/ H
AR

50mg/kg/ H : T OWEREE F o 7o R (7 1
i)

50mgrkg/ H BAL : BRUE, MEM:, T BKEE, DNEE
KOVE OFRTERORBA ()

100mg/kg/ H = EC 3 E0ia sk (HE 1 4, i 3 i)
<BET X3 Ula s >
FEEOPRUE, KRN TR, WM, ST, IR
B, RRPEREEE, (KRB OB

JIb4 G D i P 2 e OVZE TSR 2 - P R O SR ER AR A
UE Y LHRAOIEE - BREHIZI T D A REALE
s (M 1 f51)

VA%
(i
% 4 BIIRE)

2 4Ef
Bo&s

60. 180, 360*

*480—360 (2
~)

60mg/kg/ H

180mg/kg/ H BA 1=« BRRBE, TSI XARAE S D B
. mER:, BARBGR. TR %

360mg/kg/ H @ JEL XA (MERER 3 41) | Mt
EROMEN., KEORA (EEFORE 1 H) |
<HEAEH >

MR () | FFMRnZeiad (K | BRIy
REID Y R RN RARR OB ()
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() EEE AR
MEERAWZEIRERERERER, ~ 72U 73—~z V2B ERERE, v hY oo
BRA2 AW Qe R BB, ~ v ANERBRICB W CGREEEME TR bR ho T,

4) B AR ER
ek~ © 2|2 150, 450, 1500mg/kg/ H % 91 M EIREEF 5- L7255, 1500mg/kgl H 0O K- TR g o iR
MAHBNTENEDOFAERITARBEEROHANTH -T2,
F 7=, WEREZ ~ 2 150, 300, 600 K Of900mg/kg/ H % 104 MM () . X% 99 @[ (M) JRATRE
L7 S, #Ed 300 & 1 900mg/kg/ HBECHREILEIME T A4 7 « » B HIIRIE O R A S E OB 370D i
=5, FHEMBIEIZA SN -T2, HMED 900mg/kg/ HBET, TERIER Y — 7 O34 MPE M ANTR

DOHNTEN, mT —F b TN ERISEETH -T2,
(5) EEFEEMAER
B 5 & AL, .
Ll BEHN (mg/kg/H) (mg/kg/H) R
ZHREEL O — | Z > b |HE: 228 9 H#R 120, 300, |H#E BEY - B L
MRAESHRERER | (HEME) |~ 5 1338 |600 — e 600 | RIS - A L
£T A5 600
W AZER 2 R WA : 600
BI~%T4R 14 H
KOVt 21
HET
JR - iR IEAE | Ty b |EE6 A~15 F 120, 300, |H#Z# BlEhy . B L
R 2B | () 600 — R - 600 |IRHEAS - E L
A5+ 600
WA : 600
U X |fEHE6 A~18 A |50, 100, |H# BlEh -
(M) 140 — kA SEL : 50mg/kg/ H#ET 1451, 140mg/kg/
50 A ARET 4 )
A5+ 50 TREPE - fFRRE (1 41) . 100mg/kg/H
WARAR : 140 BE (1) . 140mg/kg/ HEE (44, 1
BUXIREE L IZFET)
— e L . 100mg/kg/ B BE K OY
140mg/kg/ B BEIZ W THEERME O FE B
BEFEOHIN, AR OB K QAR
ILAREMEL, EEIRE OB IR AR« kTR
BEEDERL
F1: 8L
FEHE O | 7 b (R 15 H~% 120, 300, |#H&EW B« B L
FLIA 5 R Wtk 21 H 600 —%FEEME - 600 |G AR L
A5 ;600
WAEAR 2 600

F 7. Wistar 527 » 2 500mg/kg 2 4T85 1 HH L0 12 HRERE A& S L, RIEOAE R OEFEEICS

UNTRFIRAE & Sl L 7RIS RSy ShvTn g 37,

- W& R o> A= 388 B IR oA
ETF A L3553 HE
A RARL I R 6 2
B 5B 60(11) 371 o4 ETFERRIED 1.6% HTERR R D 0.5%
POl £ 15(1) 134 0 0 0

() IZRINARZFR D T 18K

- 47 -



(6) BFRIBILHER
AR L

(1) £ Dt D iR EH

LR~ I BRI

Ty MZBWT, b MEREMYED A MRV I VEBRER T = RV I R & B U E
Bh Uiz & & oM FLERE I 69 2 5B A fat L7z,

ﬂi@&‘—?f TA MRV UERIECE MNEEEHYZ LR oG ET—
WX LT, 7=V B TII e MRER AR Y T 0% 5 TR ROk L B E A ER

@_%M®m1#m®%ﬂ

%ﬂtoit\ﬁﬁﬁﬁfifkfw /ﬁ%ﬁftk% ATHS O GET— ﬁ@®%%®mﬁ#m

LoNoY g W bR

WA EEGAZ K o T & E s

RO LR T,

—Ji, 7B /ﬁ&ﬁ&gfitF%ﬁaméilith%ﬁaﬁéi%T@é%i B
T, HEHRFFRAICHIRO SENBO DL, FEREGIC L > THREO EFIEMS LV @RI 5

fEMINFED LTz,
Be b5k P b5 SR OHERS %
Himl 5 Z v b (SD, M| A ha/L I HEERE - A RV R
ii3) 100*, 200, 400mg/kg 200mg/kg LA EOREDOMERE TG 2 KR el % 7
7 xRV S R L. 200mg/kg #EDIERE R O 400mg/kg #E DT =il
200, 400**, 1200mg/kg ITEEEmARD Sz, Zhb 02 tiz—i#
PETHoT,
*2550mg/man O & N EHBRFEICH | 7 = RV UHEERIE
WP DIRFE LT D AR P 544 2 KON 24 FERE) T 400mg/kg LA_E OREOMERET
**50mg/man Ot N EHIRFEICH | LEBOSESUIEEEAARD b,
5o b (F3a4, |7 DUREREIENT S MR A AL KR
M) B 515 1 3T 2 BT, 200mglkg LA EDOBEDHE
HECHLER O @ X X S EE R 235D BTz,
7 xRV YRR
Be5.1% 1 KRS 200mglkg BETC, 5% 2 BRI
400mg/kg LA EORE, BeE#% 6 IF#IIZ 200mglkg LA E
OO MECHEE O S X LR EE R 2370 bz,
1 38 7w b (F344, | A bAL R IR A BRIV AR
A | 1) 50, 100*, 200mg/kg/H 50mg/kg/ H LA EORE TR/ FLIR O EZ R L2 b
7 =L 3 R DO, FEEGAZ L2 EBOHRIRD ST &
200, 400**, 800mg/kg/ H ;L —wETh o7,
7 xRV KRR
*b MR A Y R 200 }% Tf 400mg/kg/ H B CrafE s sl Hi s &3
1 AR E RGO EN, | ERGIZ LY IBEESIORENER L TR0,
Blieht MRBEEAY L RDH | A MRS BRI 5% OFLERE & ik L TAS)
7 IR E <, k5% B LU THLBIISEICHER
LTz, BIZRERIEE(LZ R L2055
BRI 1T - 7= 800mg/kg/ F # 5-E ClIFLEE D3
LWEEAZRD D &z, MAE PSRy ¢ e
WICHEBE L T\ Z &0 h . RAEEGIC X 0 IREEL
L. BoREIER S LRI,
AWM | 7 v & (F344, | A DAL HERRIE ANV R
5 ) 50, 100*} U} 200mg/kg/ H 100mg/kg/ H LA LR DI K T 200mg/kgl H BEDOHET

7 xRV R
100, 200**}; O} 400mg/kg/ H

* B
4 B e 5 e OUREE 7
BHURE MRS £ 7225 1

=)

==X

ﬂ&®mﬁ» WD BT, KERGIZ L HEEHD
HIRIGRO b T, EEhd e Th o7z,
7iy$w‘/ﬁﬁﬁ

ARG X IR L, FLERE L 55% 1
[z 100mg/kg/ A LA EDOFEEDME K% OY 400mg/kg/ H #E D
KET, #5542 KON 6 REfEIC 100mg/kg/ H LA EO#E
DOMERECREEAS % H AL, 400mglkg/ B BEDMEREC I3
5% 24 RIS b B EAFRD BT,
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X EEMFERICEYHIER

10.

11.

. BRHIRS

LA : A ML aBE 250mg. $E 500mg IR QLTSS E K LT
) EE-EMSOLFECEVERTL L
BRIERSY © A MRS UHERRE B

B2HEARE
AN « 34 (ZEMERBRRERICHES )

BEIRETOITE
FRRAF

BN LEDEE

20. kWL EDFEE
BEAIZHD T L SITRBRACBVRT 520D 5, (RRIOFEBHIHRT DI L 5, )

BEMEITEM

BEMEERLTA R HY
<TVoLEBY : HY
OO EZ T EM
c ARz EHLOBRE S RN SCE
A NIV agERERASND T~
« A M7V agERA T OEE R
[ERBEBRERG A b &8 Lhitps://sumitomo-pharma.jp/instruction/] &

B—H5 - R3hE
FEREIN . — W A FROBRLEIT W,

EREEEAR
1959 423 4 19 H

HERTRDFEABRVEARE S, EMEENHEFAB. RETHBEAR

Wi 4 BOERGTAGBAEA A KB FAMAAENGAEA B | ROERIAG4EA A
A 7'V = §E 250mg 2010 4£ 1 1 20 H 22200AMX00234 | 201044 /1 16 H | 20104:5 /] 10 H

201248 H 16 A

A BTG S00MG | 01342 A 13 1)

22400AMX01367 | 2013425 A 31 A 2013428 H 7 H

DEEX(IHREM. RERVAEERENEFENFRAHRUVZTORNE

201448 H 29 H : /NEORA M - HEBM

2022 4F- 9 H 16 H : ZENRMEINEIEGRRC 1T 2 HEINFE % . 2 JEMu N SR e O A FEm B IR 1238 1T
2 HE IR BRI O EE T H . AR OV EIEN

BEERR. SR AREABRVEORAS

HEAEE@mMAEH B - 20154-12H 24H
RS RS O E ., AIMER OVE EVE O MRS BT DA 14 55 2 1A 3 5 (KGRIEA
HH) ADBAETOWNTIIZHEEY L,

BEEYM
44 201041 H20 H~2014 41 H 19 B (% 7T)
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12. iR HRGIRICET S 1HHR

AANFTHEEWIRNT EIRATR T STV D EFREITEEY L,

13. £%a—F
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e, sgmige | WASER S por @4 g | 17 PERT
EHHa—F
A N7 =afE250mg | 3962002F2027 3962002F2027 119747101 621974701
A b 7r=afiEs00mg | 3962002F3023 3962002F3023 122425201 622242501

14 RIR#GHT LDERE
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1.

FHHETORTIRE
A NV UHRBRIREEI . RETIRGE, EETEB I TND, (2025 45 1 K R)
LR HME TOZHRE TN R M OHIE R O EE 2 SHEICE T £ IR GRS E S W T TSR,

HH B J:[E SPC (2022 4-9 H)
=ttt Merck Serono
R4 Glucophage
FKERAEH | 2007 47 10 H (Date of first authorisation/renewal of the authorisation)

AT - Mk

Film coated tablets: 500mg, 850mg

PIGEREESIIES
(—HBHA)

4.1 Therapeutic indications

Treatment of type 2 diabetes mellitus, particularly in overweight patients, when dietary
management and exercise alone does not result in adequate glycaemic control.

* In adults, Glucophage may be used as monotherapy or in combination with other oral anti-diabetic
agents or with insulin.

* In children from 10 years of age and adolescents, Glucophage may be used as monotherapy or in
combination with insulin.

A reduction of diabetic complications has been shown in overweight type 2 diabetic adult
patients treated with metformin as first-line therapy after diet failure (see section 5.1).

ML O
(—HBHH)

4.2 Posology and method of administration

Posology

Adults with normal renal function (GFR> 90 mL/min)

Monotherapy and combination with other oral antidiabetic agents

The usual starting dose is 500 mg or 850 mg metformin hydrochloride 2 or 3 times daily given
during or after meals.

After 10 to 15 days the dose should be adjusted on the basis of blood glucose measurements. A
slow increase of dose may improve gastrointestinal tolerability.

The maximum recommended dose of metformin hydrochloride is 3 g daily, taken as 3 divided
doses.

If transfer from another oral antidiabetic agent is intended: discontinue the other agent and
initiate metformin at the dose indicated above.

Combination with insulin

Metformin and insulin may be used in combination therapy to achieve better blood glucose
control. Metformin hydrochloride is given at the usual starting dose of 500 mg or 850 mg 2 or 3
times daily, while insulin dosage is adjusted on the basis of blood glucose measurements.

Elderly

Due to the potential for decreased renal function in elderly subjects, the metformin dosage should
be adjusted based on renal function. Regular assessment of renal function is necessary (see
section 4.4).

Renal impairment

A GFR should be assessed before initiation of treatment with metformin containing products and
at least annually thereafter. In patients at an increased risk of further progression of renal
impairment and in the elderly, renal function

should be assessed more frequently, e.g. every 3-6 months.
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GFR Total maximum daily dose Additional considerations
(mL/min) | (to be divided into 2-3 daily doses)
60-89 3000 mg Dose reduction may be considered in
relation to declining renal function.

45-59 2000 mg Factors that may increase the risk of
lactic acidosis (see section 4.4) should
be reviewed before considering

initiation of metformin.
The starting dose is at most half of the
maximum dose.

30-44 1000 mg

<30 - Metformin is contraindicated.

Paediatric population

Monotherapy and combination with insulin

- Glucophage can be used in children from 10 years of age and adolescents.

- The usual starting dose is 500 mg or 850 mg metformin hydrochloride once daily, given
during or after meals

After 10 to 15 days the dose should be adjusted on the basis of blood glucose measurements. A

slow increase of dose may improve gastrointestinal tolerability. The maximum recommended

dose of metformin hydrochloride is 2 g daily, taken as 2 or 3 divided doses.

B RSB T DHREXITNR, JHELVCHEEIUTOLEY THY | SHETORGIRIL L TR D,

4. HEEXRIIZHE
02 ZIHERIR
L. TEREOWTNHIDBETTHLENENEONLEWMGEIZERS,
M BSBEEL - EEFEEOH
Q) BEEE - EEFEEICMATRAILKRZILYLTEIZFEA
OLEMMINEEIREICH ITHHMNGEHR. SERMUMBERERBOLEBHBERIZE TS TAEIIERHK
=L, B, MRS, XM VR VEREOWTIHLZETHEEICRS.,

6. AZRUVHAE
(2 BIHERIR)
WHE . RAIZIZA PRV UHERRE S LC1 H 500mg K WBHAA L. 1 H 2~3 [E[Z4yE L CAER]
NIFBZRICROZEGT 5, HFFRIIDELZBIE LN L, @% 1 B 750~1,500mg & 7
B, Ik, BEOIRREICE V EEEET 528, 1 BRkE&E5 81X 2,250mg £ TET 5,
BE, 10 L EO/NRITIZA MRV MR L LT 1 H 500mg LY BAfE L, 1 H 2~3 B2 E]
L CEREMXIIARZICROEET D, #MEFRITNBEZBZELANSIRD SN, @F 1 H 500~
1,500mg &%, 7pds, BEOREBICEL D EEHET 528, 1 Hi&EH&RS5 &1 2,000mg £ T&4
o
(ZEIMINEERECH T HHEIMFER)
fOHEINE I L OO T, @HE. A PRI UHEEE L LT500mg 1 B 1 EREAKES L
T 5, BEONRMEEZHR LN OHEL, 1 BHRGREL L T1,500mg ##B272WHHET, 1 B
2~3 mZBILCRAOBET 5, 2B, AANTHYIPE iz k35,
(ZERMINEEREOEEHEBERICH (T 5 FRE I RRBD
fh D IIEEFIEEE & OPFFH T, @F. A PRI UHREE L LT500mg o1 B 1 ERAKES LB
T 5, BEOARMEEZHR LN OHEL, 1 BHRSEL L T1,500mg 282 2WHHET, 1 B
2~3 HZHBILCRAOBET 5, 2B, AAFNFERIFE Clch k35,
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2. BICHITBERERXIEER
(1) BT D igsME R

A BE  SEOME

W

F—=ANZ VT DL | C (202449 H) C : Drugs which, owing to their pharmacological
effects, have caused or may be suspected of
causing, harmful effects on the human fetus or
neonate without causing malformations. These
effects may be reversible. Accompanying texts
should be consulted for further details.

B, KRICE TS 19.5 118m) . [9.6 REUF) OHEORLEIILITOLEBY THY, LRLLITR~R
60

9.5 114w
PESG SATIEIR L TS AIREMED & 2 MBI I3 G- LanwZ &, BEsR (Z v b, v¥F) Th
RAOBITRRDONTERY . —HMOBmER (7 v b)) CRABEAIRESATND 37,
T, WRITHET  F—2 X &2 LTV, [25, 8.6, 94, 11.1.1 2]

9.6 #R7LIR
16 EOARIER ORFLRBOARMELFE L, RAOMKGUITIEZ a5 2 &, BER
(7 v ) THIHT~OBITRRD SN TN D,

(/NI BT 2 s G

H i FLHNA
gi[E SPC 4.4 Special warnings and precautions for use

(2022 49 H) Paediatric population

The diagnosis of type 2 diabetes mellitus should be confirmed before treatment with
metformin is initiated.

No effect of metformin on growth and puberty has been detected during controlled
clinical studies of one-year duration but no long-term data on these specific points are
available. Therefore, a careful follow-up of the effect of metformin on these parameters
in metformin-treated children, especially prepubescent children, is recommended.
Children aged between 10 and 12 years

Only 15 subjects aged between 10 and 12 years were included in the controlled clinical
studies conducted in children and adolescents. Although efficacy and safety of
metformin in these children did not differ from efficacy and safety in older children
and adolescents, particular caution is recommended when prescribing to children aged
between 10 and 12 years.

BB, AFICE TS 19.7 INRF| OHOGLHFIUTOLEBY THY, ERLEITRR D,

9.7 /pDR
RHARER, AR, IR, SHEEZ G L LRI ER L T 7evy, 10 Mmoo /N E~
DOfEAREIZE ST 5,
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XII. {75

1. SR% - RESHRICHR L CTERRHIMZT S I2H > TDSEER

AREDEBRICEE T DEE : KHEICITARB LT TORWMEICET O ER I E TN D, RBRGIEEN
MESLL TORVARLEENTEY, HSETHRMSN T DHABRFIETHONIRREFREL L
THIRRL TS, EREFEDPRKEN 2T 5 ETOZBERTHY , MITFEOEZRTHO

TR,
(1) ¥
1) A b7 v =g 250mg Otk 0 %2 T VRIS R
[RRBR S 1E]
RAFESRAT PRAFI TRAER 2
o 25°C. 60%RH 3% H 77 2N
i 25°C. 60%RH 34 75 A
e 25°C. 10001x 120 77 Ix * hr vr—1 (B

[FBRAE R ]

D= (25°C. 60%RH. #H 7 A¥)
FRBRIE H B A I 1» A 34 H
PELR EREARYF S SR F S SRR IF S
& B(%) 99.3 99.3 99.7

@=L (25C. 60%RH, 27 H#k)
FRBRIE H B A I 1» A 3H A
PEIR EREXAYF S EREARYIF S EREARYIF S
B (%) 99.3 99.2 99.8

@2t (25°C, 1000Ix)

HAERIEH B AR F 120 5 Ix * hr

PR ERERR)FN ERENRYIFS

B (%) 99.3 100.1

2) A K 7V 2 B 500mg D Fy RS 022 8 MR BR R SR

[FABR S 1]
TRAFSRAT: PRAF I TRAF B
. 25C. 60%RH 34 A 57 A
25C. 60%RH 3% A VARV 'S
s 25°C. 1000Ix 120 75 1x * hr vr—1 (Bl
(GRS |
D= (25°C. 60%RH. #H 7 &)
BRI H BA LAl 1% H 34 A
PR H DR SRR IF S DR
&%) 99.5 100.3 99.6
@=L (25C. 60%RH, 2T k)
BRI H BA LAl 1 %A 34 A
PR FEDB R ERENAYSE S DR
& E(%) 99.5 99.1 100.3
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@&t (25°C. 10001x)

RBRIE B B fAI 120 5 Ix * hr
PEIR ERERR) SN ERENRY S
& 5(%) 99.5 99.7

2) FitE - BBURUVRBRERSF1—J 0BRGN

AR L

. ZOthomEES
LR L
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