20244E1 AET (58 1h) HAE M =
873961
E‘??E ; %’:iﬁ%ﬁ $20.5mg #Elmg #E3mg
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BxxEs 7 U XED REE
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DIACVUR80.5mgrTck.
o o K
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o o K
DUAEVUREE3mglTCK.
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i o xey vae| B Q. e
BN DBEOEMEELT T Enss, MERUA | | 7IAK) ) Gy | E 3 w5 | o)
8. (EALOEEICHICEETSIE, [8.1. 11.1.1 8] 5 o - . (HHEAD)

2. R (ROBEICFRS LBV L)

2.1 EES MY A, BREERSEIASE, 1R UK
HFEERR (BERBERRE. 7Y v MUVEBRRS) 0B&
(A2 VOEHATH 5]

2.2 BEELGHNIIBKEREZEOH 2 BE [RMELELIITEZ
NDH5.1109.2.1. 9.3.1. 11.1.1 ZE]

2.3 ENERYVE. TR, EBERNMEDHHEE [ R
VOHEHTH %]

2.4 THI, BHZ0BEBREOH S EE [BIOFE2RECTEZ
noH5.] [11.1.1 BE]

2.5 IR XIIIFIR L T WA RTEEE D B A 1 [9.5 BR]

2.6 REIDEDXIE A AL T I R RN UBESUE OB E
o5 EE

3. HERE - R
3.1 #ERK
H7ES Brpakor (18 TNHNA]

FUBEKFNY). fEER Lo — X,
YA REE| Y AEY R (HRE) |[KERY, o7 v 7)) a—
0.5mg [TCK] |0.5mg LEBEF R L, ZAFT YV
B~ 7L

FUBEZKAIM . fE Lo — X,
ZYAEY R§E| VALY R (HRE) | KERY, o7y 7y a—
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B~ 7 L. b

FUBKAI) ., Rt Lo — A,
RERY, FrFrr)a—
LVEEF NI T L, ATTU YV
B3 L, HEEEZ"H

)XY REE| TV ALY RN (HRE)
3mg [TCKI 3mg

%73
3.2 HEOMRK
ke | | B
Wik [ mm | ms | B8R | AR |aer
(mm) | (mm) (mg)
7Y A R — € Ej= TU
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syxey rg| G | wae |y
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60 | 22 | &5
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1. BIfEA

WROBHWERNH 5HLNBENHAHDT, BIEE 7TV, B
HOROONLBEIIIREZPIET 5% E@E 4 0B #2175

Z&,
11.1 EXEIER

11.1.1 {EMm#E (4.08%)
fRIRE (FIEAEER : Bk, BEOZEER. XTE) Phobh
HIEDBHB. BB RAIETT HEIMETIE, BHES, B
HEEENETHAHBETHAIOTERET ST &,

F7o. RAOHKEIC K D EMBEER (B BEOZEER, ¥
T OBEE. REL. TR, MIREE. AL HE. MR £
THET., BrfEE, BlEE. B8%) 2
BAEUCAEREPENT 25 @Y LMEBELITO &, 2720,
a-7 VA —LHEEH & OMRIC K D EMBEERPRD 51
BB T REERET 5T &,

RO 5N HEITIINE

TR (5~15g) X 10~30g ODWED A - 72RO BV Y
2—A, FY T4 EEXERNSE 5,
13.2.2 BHEENSDHE

7 R (50%20mL) ZEEL. BREICS U T 5% 7 Ko
RIS & O M EOMER 2K 5,
13.2.3 Z0fth

MmiEEFRRLVELELTOIVATURED KW,

14. BRALODER
14.1 FRIZHBFOER

PTP B#DEANZPTP ¥ — F25W O L TRAT 5 &S HE
T5HZ &, PTP ¥ — M OFRREKIC K O BE LS AERAT BB RERE AT
AL, BICREIL 2B L THRIAREFEOEE 2 GMEL H3HET
2IENDH B,

15. ZOMDFE

15.1 BRPRERICE D B3R

15.1.1 AA=uy L7 REH (ML7% I8 1 H1.5g) #EH
MRS L7356 ESRERMOB A & B L COLE - 8
REEICLATEERDPERICE P 212 EDRED H 5.

15.1.2 4 AV Y XSO MBERE FRIOREHRICT > I F T 0
VEMBERIAER RS T A Tk D RIEASEI DTV
LDOWMEN D 5o

15.2 FERRAREIER ICE D < B3R
A X EFAW-EEEERBRICB LT, REHE® 320mg/kg #
SROMIES 1 fIIcANEZRO 2. 7Y OKERER W n
vitroREEE T v PR AV BETERTIE. BNEZRESES
TERRFEEBIERA O REEIEERD s e h o 72,

16. ZEMEHRE

16.1 MARE

16.1.1 BOiR5

BREAST 6 FlIC7) XY F 1mg =R E R B[R O#%
BL7LZ207 ) AEY FOEMFRENST X =5 2R T,

MEFRE T RX—%

F7o, RIMFEIIIRESF IR, BRICW S ARE LI BN
2HETOLHRAMIIBHI LI ENH S, [1.. 2.2, 2.4, 8.1,
8.3v 9.1.1. 9.2.1, 9.2.2, 9.3.1, 9.3.2, 9.7.1. 9.8, 13.1

2]
11.1.2 SRIMBRREA, SEFERUIRAE, BOMEEAM. MWD (W
NG EHEARH)

11.1.3 FFRERES. =B (W N L HHERH)
AST. ALT. Al-P & LRE 245 FHEERE. BE HSDN
HIENDB
11.1.4 BEFRRMEM (GHEEAH)
11.2 ZDOEIER

0.1~ 5% SR
1M B EkEd . Al
JiT-fée AST ESVALT E5F.
Al-P & . LDH E
7. v-GTP L&
B BUN k&
HItER a5 MERE. OB & (EM. M7
A R IEEREE RN

Tmax Cmax (*F#9£SD) I

1.33 Ffdl 103.5%+29.1ng/mL 1.47 K

16.1.2 RIEH®RS
A VA VIRMRERIBERIRERE Ofllc 7Y XY R 0.5mg b L
<idlmg# 1 H 17 HESARHICERERS L& &, WEK
UREFESREDO 7 ) A ) ROBEYENREZINT X — 510
BROsNED -T2,

16.1.3 2 BUERREE (NERUBA) ([CHIF2EYEHEE

EWNO/NE 2 BERREBE RO 2 BRI ERE [T eRE
M 136 1 (/NR 31 Bl O 105 6) . MiEFEE 517 &) %
R, 0.5~6mg/HOME T, —EMAEZ 2:BEMERSE L
T ER O S TR BB 21T > 72,
ZORR. YA ROBEETO T 7 A LIZ -0 /8= X
FETINCZEKL T 1 v b LTz HEBOWMETZIT > 72/ER. &k
ETNVICRKMENAEERTIE P -1z, BREFETILEHAWN
THE LT A =7 ZDTICRT . NERUERABEOHEE
INT A= IIRBEDETH - 729, [9.7.1 BHE]



BEFETLVEZAVWTHEE LERFHE ST X -5

Ap— CL/F (L/h) Vss/F (L) tiz (h)
2EMRARE | (py=SD) (F#:£SD) (F4:£SD)
ANE (9~16#) | 1.7940.77 | 6.84£0.09 | 3.15:1.38
WA (I7#E) | 1.640.59 | 6.83£0.11 | 3.30£1.60

CL/F: BPTDI YT T A, Vss/F @ AP OSHERE

16.1.4 E£YPFHEFEHER

(FUXEU REE 1mg [TCK])
7 XY F§E lmg [TCK) & 7=V — L Img §8%. 702+
—N—FEICEDENENLEE (F)AEY R lmg) RBEKAS
FICERBEEREORS L CMERREFREZREEL, S50
7Y ERE) ST A —% (AUC. Cmax) 122\ T Q0% EEXEE
I THEETRRIT 24T o 7o 455, log (0.80) ~log (1.25) #ipH
WTH D, WAOEMENREESTER S N,

HENT A= BENT A=Y

AUCo-10hr Crmax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)
JYAEY R
$E lmg 218.76£85.63 | 58.96+19.61 | 2.78+0.62 | 1.87+0.69
[TCK]
7<=
1mg & 211.34£90.98 | 55.45+16.98 | 3.13+0.63 | 1.78+0.53
(Mean+S.D., n=20)
(ng/mL)
100~
o JUXEY F§Elmg [TCKI
-0- 7¥VYU—J1mgsE

1 801 Mean*S.D., n=20
8
™
7 60
)
b
<4
404
<
bl
= 20 A

0

051152253 4 6 8 10
Wi (hr )
(TUXEY REE 3mg [TCKD

7V A R§E3mg [TCK] &7~V —) 3mg$E%. 70 X%
—N=JRICEDZENZENLEE (VA K 3mg) BERASR
FICEBRBERBREORS L CMERREMEREZREEL, 51
7L/ ST A —4 (AUC, Cmax) 1220V T 90%EHEXEE
I CHREHEIT 21T o 72455, log (0.80) ~log (1.25) m#iF
WTHY . WAIOENENREE P HER SN,

HEINT A =% BERFTA—F4

AUCo-10nr Cinax Trmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)
JYAEY R
#E 3mg 675.184147.11 | 194.17+46.28 | 2.48+0.72 | 1.85+0.46
[TCK]
7<=
3mg 4 652.23£139.30 | 173.99+40.31 | 2.48+0.73 | 1.89+0.51

(Mean=£S.D., n=20)

(ng/mL)

250 1
200
i1 - ZYAYY F#3mg [TCK]
i -o- 7~¥VU—)3mgsE
E;lso- o Mean+S.D., n=20
] S \O\
/ | } ~
v G
J 100+ o 1
S N |
" 4 i
P
i o )
| ‘
504 0 :
‘
o -
i L =
i —
0 | ; : : )

0?5 i 1j5 é 2j5 4 6 10
FfE (hr )
MAEFFEEI NC AUC, Cnax ED/87 X — 713, HEREOE
R AR ORIEIL - BREORMBSEMIC K> TEL 2 HHEED
H5,
16.2 ORI
SEAN 12 FI2Z7 ) AEY R 1mg 2 27 0 A% —/N—iEI2 T HA|
BORESROEIRNES Lz, 2h2ho AUC OE» 5586
NIENAFTRASEYF 10 —I121FIT 100%TH Y. HILE, S
DRI BIFTH B EEZ 579,
16.4 {8
16.4.1 XBEER
VA ik, FICHRH#EESR CYP2CO OBEICED ., 7
OANF VLB AFIVEDKE(LEZ T 57,
(%)
Z v MRS E 2 O ORISR A SR L2ER 7Y 28
RIZEICCYP2CH 77 73U —0FEICED Y 7ant
BAFVEOKBILEZ T, FIEH VT A M —ILOBERICEK
STHIVRVEBKICE S NS Z EDWRB SN,
16.5 HEtt
EERABT 6 flic7) XY K lmg % #RE AT I B [mRE 0%
L&, MERICIEZY 2D REOCREA, RAIIER
OB PHEHEINI, ZOREME, 7 unFUILEDORXF
WVEDIKEBILA KR O HIVR VBT, 5% 24 Rl £ Clciks
BO 44.9%RPICHE s 1L 7zD,
SHEIA 3BNCHUC-7) A ) REHRERFEO®RS LR, #5%
168 Bl & TICR R UERIZCEFNZENHREED 57.5% %O
35.0% ettt S 1729,
16.8 ZMfth
7 A R§E0.5mg [TCK] &, [GEAE L &0 EREA
DEMFNESERB A FI14 > (B 18 E 11 A 24 HE A
FBEFE 1124004 5) ] I OE, U XY F§E lmg [TCK]
RIEEBIEIE L L&, BHZEHPFEL L EMENICEEE H
RENTZ0,

17. BRERREE

17.1 BNERULRLEICET 58k

17.1.1 BRENETS R - EEREEEIER
BEEEDOARICTIBET T, HbAlc JDSE) 78 7.0%LL DR
ANIDDM B# (£0.5%HAOEETRE) 2XRIC, 7V X
YU R 1~4mg/BXIE 7Tt A% 12 BRIEOHRE LR, i
#R (HbAlc (JDSTE) 75 1.0%LL HET L-ER) 13 67.6%
(25/37 Bl) TH-7-. F7-. HbAlc (JDSIE) &7V ALY K
BERT 8.26% 15 6.94%IME RN L. FI v RIEEEET 8.24%
5 8.40%IC LR L=,
BIfEAFIREIEIZ. 7 A Y REERT 27.0% (10/37 ).
T RBERT 20.0% (8/40 1) THY. 7V A N5
BTOEZEWEMA X, v-GTP #im (341) XU ALT #hn (2
) TH-oz,

17.1.2 EBRNE IS5 EER

TYRY 75 I R7.5mg/AULEOEREEZFITVWAHICH Y
H 573, HbAlc (JDS &) #° 8.0%LL o NIDDM ##& (+£0.5%



DNOEETRE) #XRIC. 7)) AEY R 4~6mg/HEHE
WHEEICC 28 AR S Lo, tER (HbAlc (JDS
) 75 1.0%L &R UZZRER) 13 7.6% (12/158 i) TH -
7zo F72. HbAlc (JDS{E) 13 9.66%» 5 9.93%& 0.27%L
HL7. BMEAFREREEIZ. 7Y XY FEEET 19.6%
(31/158 fil) TH V. EZ&BIWEAIL. LDH #m (7 ). v-GTP
B (661). AST #h0 (561). ALT #h0 (461 <d-7212,
17.2 BhERFERAES
17.2.1 BRI EHEIRFERERIR5R

BEEE - ESEEICOAETO/NE 2 BIERFEE (9~16
#%) 35 flzRtRic, 77U XY R 0.5~6mg/H % FHE#EEIC
T 12~28 ERRO#SE L7 IEERIEIBEERIC BV T, %55
TBEE D & RACBIER O HbAlc (JDSM8) 3. #BREiZ ) A Y
RRIGED/NREE (10 6]) TIX 8.24%h 5 7.61% ., REH]
W7 AEY R 2mg/HE R TIHE L CW/hNREE (2541) T
12 8.27%7 5 7.94%ME T DIEAPFRD & 17z,

TB. REARSHERAROBRSHB AR OREG A 5§l Ria
30, BLGE 20 BEhTwi. BEKTEHROMZHEIX
0.5mg/H 4 #l. 1mg/H 13 #l. 2mg/H 6 #l. 4mg/H 6 fi.
6mg/H 6 ffl TdH > 7= (ITTpopulation) . Bl/EFHFIFEE L.
11.4% (4/35f1) <. & (341 RUOBEHRKR (14) TH
57213, [9.7.1 2]

18. ERHEIE

18.1 1EFAER
JUREY RIZEICHE B fifaoREIc X2 NREA > 2 ) 59
WoERE (BEEM) ICX D, MERENMEAZRET S 20EE 2
5NB, Tl in vitro REITB W CEEBEAOEEEZE D
EpRENTWBY,

18.2 FIB{ER

18.2.1 M¥EFETMERRUA VAU V53R
BEMABT O A N 1mg # AEERICEERS L
7B, TR REERE A, AEBOMF YL O — ZABEIT S
X)) REBEERICBVLWTERIET L,
COBOMEFRA > A VBED Cnax 1&. TR EE5HEH
NZY ALY REEBRTIIEREZRDRO 5N o720, Hak
4 ETO AUC XTI RS ENERICHEM L 219,
THE. Ty b A XERAVRORSRBRICBWT. YA
U RIS RIS 1 BEE» 5RO 5 Nhiz.
TIYRYT7F5 I REOHETIIESED LIZZNLEomERE
TERAZR L0,

Zw kB MFEE W in vitroiRBT. B Mifa_ED SU AL
77— LTI ALY RIZZTURY T I NIHLT
1/5 OfEEBMEE R LZ17,

18.2.2 4 VAU V{ERDEE
ANTHEEZRWA XEFMEA > 2 75> THEET, 7Y
A FOEEIC XD KRR T OREED AAEE &, FRREQTE
BEDENMZ RO /21919, £/, 77U X Rid A > A Vi&fiHE
KK-Ay v 7 ZAANORZO/RSGICLD . SIERTEA A Y
v IMAEZ WE L7120,

A - BERFIRE 2 72 o vitro BRI B W T, BEEEIEADIE
PP HEEE DO INE D I L B RIMEROBS PRESh
T3,

19. BRI ICET B LFHER

—MEEEFR : U AU K (Glimepiride)

b % 4% :1- (4~ {2- [(3-Ethyl-4-methyl-2-0x0-3-
pyrroline-1-carbonyl) amino] ethyl}
phenylsulfonyl) -3- (trans -4-
methylcyclohexyl) urea
: C24H34N4OsS
:490.62
149 202°C (&)

)
A
Tr 2

3 K HEOEREREOH R TH S,
DruaXxy IBFICKLK XY ) =)L XigLy
J =) (99.5) IZHmO THETFIZL L, KIZIFEAE
BT 70,
22, @&

(FUXEU R§E0.5mg [TCK])
100 4% (108% (PTP) x10)

(F'UXEU REE 1mg [TCK])
100 4% (108% (PTP) x10)
500§ (104 (PTP) x50)

(F'U XU REE 3mg [TCK])
100 4% (108% (PTP) x10)

23. FEk
1) hEJerF i BRREZE, 9 (3) 1 1993, 503-522
2) MR At EEREEEE, 9 (4) @ 1993, 795-807
3) 2 EMEIRIREE (NEKRUEA) ICB T 2E#EE (ER/NE
BLEIGER R REER) (7~ —)L§E: 201046 A 18 H&
R BEREE)
4) HNER  EWERESEERAR (5 lmg)
5) HNER  EWERESERAR (5 3mg)
6) Badian, M., et al. : Drug Metabol. Drug Interact., 11 :
1994, 331-339
7) Niemi, M., et al. : Clin. Pharmacol. Ther., 72 : 2002,
326-332
8) Yamazaki, H., et al. : Arzneim. -Forsch./Drug Res.,
4311993, 1317-1321
) Eckert, H.G., et al. : BB L K, 27(5) 11993, 1493-1524
) HNER D EYERESERE (520.5mg)
) B fih BRESE, 13 (17) 1997, 4457-4478
) FFBE M BRRES, 13 (17) @ 1997, 4479-4511
) EIPRVNRRGERRFERER RS (7~ —JLEE 1 20106 A
18 HAR., BEEHESE)
14) Zgh#EH (7~ U —)L$E : 1999 F 9 A 22 HA&FR. HFEER
BEA. 1)
15) HREJEIF i BRREEZE, 9 (3) 11993, 535-548
16) Geisen, K. : Arzneim. -Forsch./Drug Res., 38 : 1988,
1120-1130
17) I v & B MiEEZ A7z SUAIL & 7% —~DOiEEHME
(7~V—JU8E : 1999 F£ 9 A 22 HAFR. HFEEMIEAR. I
2..(1) 3))
18) AfRHER fth : BEIRIE, 38 (6) : 1995, 447-453
19) ARHER fth @ BRI, 35 Suppl. 1 : 1992, 204
20) Miuller, G., et al. : Diabetes Res. Clin. Pract., 28
Suppl. : 1995, S115-S137
21) Miller, G., et al. : Diabetes, 42 : 1993, 1852-1867

24, NEFERERUBVEDESE

RE(CEHRNSH - 2R

T 921-8164 @iRMA%K 3 TH 406 Fith
TEL 076-247-2132

FAX 076-247-5740

26. BHERTEES
26.1 ZHEERTIT

i) retzHnXa#
Hhy

ERTALITHEHA406H



