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100 ~ 0 —0 —@— HEREA U AEY FEEO. 5mg MMe] X1 §E)
80 A1 —O— EHERIF] 7Y A REE Ing Me) X1 &)

60 - n=12

(K) ¥ E B

40 A

20 A

0

[=No,

30 60 90 120
B (93)

B J1YAEY FiE0.5mg TNel DAHEHICHITSEEM
(RERAF R VBERNE O T B HEEDLLE)



=z HUYAEY F§E0.5mg TMe] DBHEEIZETIRERI%EHE
(GRERBLEI B V2R K| DT A H =D HLER)

HREAL N TR (%)
Av . HIERE R o e | ey e 5
Il B (7Y AEY [ Ing Mel) |(Z0 A€ K0, 5mg M)
50 [A]#ig pH7.5 15 4y 85.2 89.4 HE
(n=12)
(HEREF|DE < DA E)
RER LN ViR
— IR - _ il
A EL BRI B2 O (%) TEEELE (%)
- N 89.2. 92.2, 87.9, 88.6, 91.0, 87.4, o AL
50 [1lii pH7. 5 1553 87.0, 92.9, 88.0, 89.4, 88.5, 90.7 89.4 HE
(n=12)

<IRHZFEhC BT DFERE >

7Y A FEE Img Me) ¥

(MBI EIE S O AW IR EMEREBR T A R A 2O WTEIREE 487 5 CERL 9 4E 12 A 22 HAY) .
[ 36 R 3R O A ZRIR MR T A KT A O —HSEIZ DV T SR FA I 1124004 = (F
B 18 45 11 A 24 AAE))

BRI B R—RBE EHERBRE S RE
ARG
ARBRTE R 900mL
AR : 37+0.5C
B - pHI. 2 (H AR i R 1K)
pH6. 5 (7= McIlvaine DFEEIK)
pHeé. 8 (A AR i R 2 1K)
7K (HAZE R A RIK)
[Bl#5% : 50 [mldiz  pHL. 2. pH6.5. pH6.8, 7K
100 [H]f5  pH6. 8
HRERE S & 12Xy

) E FEE
S R
pHL. 2 50 [Flfi5, 7K 50 [Flfx5
FEVERLAI N 30 43 LANIZ L) 85% LA FIEH L2 W&
HLE S BRI I IV T ARERIFI OB A DY 50%I22 Lp & & | FEvERLH
DEUE S-SRI RZ 31T 2 B R D 1/2 OFEEER R 2 759730 2 22 R, RO
TE SN TR 35U T BRI 0D S [ 38 AN A VE R 0D S 2 HH 32 £ 9% D i
W Dh, XX 2 B OEN 53 L ETH D,
pH6. 5 50 [AlH#x
FEVERLAI S 30 43 LANIZ ) 85% LA HIEH L2 W&
HLE S-SRI do W) TREVERLRI OSB3 50% LA | 85% T LR & & | %
YERIFN DN BUE S-SRI Z 35 1T 2 S R D 1/2 O SR 13 4 79730 2 7R IRF A
T OHRE & 7= 5 BRI 35 ) TRRBR LA 0 2274 HH SR SR HE LA O PR R = 12%
OFPHIZH B0, XX 2 O 46 LLETH 5,
pH6. 8 50 [Afi5, pH6. 8 100 [Hl#A
FEUERLA 3 30 43 LANIZ44) 85% LA EYaH LsWiGa
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HE SN2 BREE R R W TEEHERLE| O SR RN 85% LA L 722 L& | FEAERIAI D
SRR R DY 40% Ko DY 85% AT D 2 73 2 B SIC BT, BRBREUHI 0 ¥R H SR A FE U
AN DA H R+ 15% ORI H D H>, XL £2 B oEIx 42 L ETH B,

ABRER 0 77U A Y NEE Img [Me] (IZoWT, MERERROEDFRIFRFEVERBRT A KT 1 )
DIRHFBR O > TRBRZAT - 7o R, BUE SN TN TOBEHRBRSEMIZI VT
FELIE O E I A L, AEERLA & Oy L T D LfE S vz,

AERIK : pHL. 2 50 Ak
120 1

100 A
80 4
60 4

40

(K) ¥ 5

20 A1
O Cl T T T 5|
0 30 60 90 120
BERE (93)
AERIK : pH6. 8 50 [Fl#x
120

100
80
60

() # B 5

40

20

O T T T T T 1
0 60 120 180 240 300 360

BEMmE (99)
ABRIK : pH6. 8 100 [Aldx
120 1

100 A -~ 43
80 A

60 -
40

(K) # B

20 A

0 O T T T T T 1
0 60 120 180 240 300 360

B (9)

G1)AEY K& Img TMe

BRI : pH6. 5 50 [Al#x
120 1

100 4
80 4
60 4

40

() ¥ E 5

20 4
0 O T T T T r )
0 60 120 180 240 300 360
BRI (5))
B - K 50 [Bl#E
120 1

100 1
;g 80 -
i
= 60
% —o—
20 ?ﬁ i

0 T T T T T 1
0 60 120 180 240 300 360

5 (93)

—@— HEBMA (F ) ALY FEE Ing Nie))
—O— E#ERIF| (7~ Y —/L lng §E)
§ I K1 35 1 2 BRI ) 2 S Y
n=12

DBELEECH T HFELUME



& JUAEY Rigimg TMe) DFHESIZH T HEL M
(FEREF R VRERF| O FHBEHRD L)

RS SR (%)
A BRI I E IR A T e FERELA HE
o (T<=VU—1mg 8E) [(Z'V ALY FEE ImgMe])
54y 2.6 4.5
pH1. 2 Be
120 %y 5.3 5.9
10 4y 35.4 35. 4
pH6. 5 A
" 360 4> 70.7 77.0
50 [A]iiz
5%y 44.2 36.5
pH6. 8 A
120 %y 83.8 88. 4
10 4y 18.8 14.6
7K A
360 4> 34.7 26.8
543 47.9 43.5
100 [Al#i5 pH6. 8 DRy
60 4y 82.8 87.2
(n=12)

7Y A Y REE 3mg Me) '

(T I SRS DM Z ARV EMERBR N A BT A 2D C RS 487 5 CERR 9 4F 12 H 22 A ),
(1438 SRS D EWFI RIS VERBR T A R T A 5D — B D\ T SR FFEA R H 1124004 5 (OF
% 18 4E 11 A 24 HAY))

R . B R—RBE EHERBRE S RE

ARG

ABRTE R 900mL

ABRIRIREE © 37£0.5C

BRI - pHI. 2 (H AR 7 iE R 1K)
pH6. 5 ({67~ McIlvaine DFETEHR)
pH7. 2 (AARIER/FHa s 2 1))
7K (A AR HHEEIK)

[Bl#5% : 50 [mldis  pHL. 2, pH6.5. pH7.2. /K
100 [H]f5  pH7. 2

HEREH : &£ 12 Xy

B FRLYE
IR FR

pHI. 2 50 [Al#i5, pH6.5 50 [AlfE, /K 50 [H]d5

FEHERUF 2N 30 43 LANIT 34 85% LA FIEH L 722 W56
HE ST RBRFR IS BV T, BEERIFIOSEVE DN 50%ICE Lpn & & | FEERLA
DIBUE ST RBRIFIC 31 2 R R O 1/2 O 2 77971 24 72 R R, RO
TE SN TR 35 T RRBRILAI D A5 P8 H 3 AR HE B 0 S 2 P HA 3R £ 9% D i
WZHDh, XX 2 B OEN 3 L ETH D,

pH7.2 50 [Al#5, pH7.2 100 [A]4

FEUERUF A3 30 43 LANIZ 34 85% LA EIEH L7256
HUE SN2 3BREE NI B W TEERLA O RS 85% LA &7 b & | EEUHERIK| D

_10_



PR AR DS 40% K O 85% F UL DI Y 72 2 FERUTEWN T,

AR BRI D S T HH R AR TE

FIAN DR R+ 15% DEPFHIZ H 5 D>, T £2 BEfEiL 42 L ETH 5,

RERER « 77U AE Y FEE3mg Me IZoWT, TMRFEEFELOEMFAHFEFLBRT A KT A )
DIRHHBR OB > TR ZAT - 1ok HUE SN2 T~ TORHBBRSR SN T
FRWEONEREEE A U, AFERA & o HEENIEEL L TWw D S HE ST,

FBRIE - pHL. 2 50 [l

120
100 A
80 A

60 A

(K) ¥ B 5

40

20 A

0 =)

0 30 60 90 120
B (9)

50 [alHis

BRI« pHT. 2
120
100
80
60

40

(K) ¥ E 5

20

0 T T T T T 1
0 60 120 180 240 300 360

B (93)

AERIK : pH7. 2 100 [A]dx

120
100 4
80 4
60 -

40

(R) ¥ EE B

20 A

0 O T T T T T 1
0 60 120 180 240 300 360

BfE (93)

1) AE1) K& 3mg MMe
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BRI - pH6. 5 50 [AldE

120

100

80

60

) #4 EE B

9% 40
20

0

4 R 4;&
b

0 60 120 180 240 300 360

B (9)

ARERIK © 7K 50 [ElHR

120

100

80

60

40

(K) # B

20

0

60 120 180 240 300 360
BFfE (9)

AREREIA] (7Y AU FEE 3mg Me] )
FEARERIA] (7~ Y —/L 3mg §E)
HIE R SIS 1T 2 FA U 8 R U PH
n=12

DBEHEEICH T 58U



& J)AEY KiEdmg TMe) DFHESIZHTHEL M
(FEREF R VRERF| O FHBEHRD L)

RS SR (%)
i A I E IR A T e FERELA HE
i (7=U—/L3mg #8) |[(Z'VU ALY FEE 3mgMe))
54y 1.1 2.9
pH1. 2 o
120 %y 1.7 2.9
54y 15.8 16. 4
pH6. 5 o
360 4> 31.8 29.7
50 [A]#5
54y 39.9 41.0
pH7. 2 e
240 4y 83.0 92.3
54y 9.2 8.5
7K A
360 4> 19. 4 13.0
54y 46.9 48.2
100 [Al#i5 pH7. 2 DRy
240 4y 87.0 94.7

(n=12)

< MOV L ~ DT A >
7Y ALY FEE0.5ng - Img + 3mg MMl 1, WAL H AR HERBERIEDON /) ALY
REEOTEHIBURICEA L T 5 2 LIRS TS 17,

RpriE | sk AR BiFid | BUEREE | WHUE | R I
7V A REE N
pHT.5 ® U Ftk| 0 Smg MMel =

ZFRIvL | ZUAEY REE

154 | 75%LL F | 86.1~95.8% | i

TR

: 5 e 154y | 75%LL L | 83.1~87.2% | j#&
spni | O m | ng ey 7 . k| e
900nL. 7Y AEY FEE

304y | T0%LA | | 90.8~98.0% | @&

3mg Me]

10. Rz - 2E

(N EENRELGERSR - 8. NENRREES - ARICHT 15
M LR

(2) a4
(Z'U A KEEO. bmg Me])
PTP @t (WAl A) 100 &8 (10 & X 10)
(77U AV REE Img Me )
PTP A1%E (Wil AN) 100 BE (10 52X 10) 500 & (10 &E X 50)
(77U AU REE 3mg Me )
PTP al%% (WzJEAIAN) 100 8 (10 &< 10)

Q) FlREE
M LR

_12_



b BEmDOME
PTP > — k : RUELE =7 4 VA, TAI =T A5E
ra—: RIzFLr, TALI=TAE
I i

1. BlERESNLIEMEE
AR L

12. £l
g L

_13_



ARICEI 5B

IEEREESYES
2EERA (L. BEEE - ERREOA THALHRNBONBMERICRS.)

DEXINRICEET 5FE

BIE STV
HERUVAZ

(M RERVHEDRESR
HWE, ZUVAEY RELTLIHO~Img LVBAMEL, 1 H 1~2[EEIE-13H4 ., BrTE-I38
BICRA®GT 5, HERFEITEE 1 B 1~4ng T, LEIS U CHEET 5, k. 1 BEE
BhHElX6ng ETLT 5,

(2) RiERUARORERE - RHL
AR L

RZERUVAEICHET 5FE

REI LTV
&R AR

MEBKRT—2/\vr—
M E R L

(2) B PR R ER
HREERR L

Q) A= RICIERAER
M ER L

(4) FREERIELBR

1) BRI ER

OENE 37 7 BRI B S HRHEGER R

B HRE DI TR T, HbAle (JDS ) A% 7. 0%LL_F DR NIDDM i (0. 5%LLN O Z5H8)

LE) R, AH I~dmg/ B XX 7 78R %2 12 BREEROKE LR, e (HbAle (JDS

) 7% 1. 0%LL B4R R U72SER]) 1% 67.6% (25/37 f5i]) T 7=, E7=. HbAlc (JDS ) IZAA

BRET 8.26%7° 5 6. UBITIET L. 77 BARFEGHET 8. 24%0>5 8. 40%12 57 L 7=,

BIVERZBIEIE X, ARAIBGRET 27. 0% (10/37 ), 77 B R GHET 20. 0% (8/40 f5il) THY |

AENF GRECOERBWER X, v -GTP H8IN (3 F) KOVALT #8/n (2 ) TH-o7= ¥,
<EFHRX 17.1.1 L 0 i#igig >

@ENE 3/ " ES KRR

TR Z 3R 7.5mg/ UL EOBEZ25F TWAIZH 2350 53, HbAle (JDS fE) 7% 8. 0%LL

=0 NIDDM F8FF (0. 5% AN OB TLE) 2RI, AH| 4~6mg/ H % H &G EIZ T 28 JEfH

OB LR R, %ER (HbAle (JDSH) 7285 1. 0%LL BT L7=JER]) 1% 7.6% (12/158 #i) T

bol=, F7-. HbAle (JDSME) 13 9.66%H5 9.93%& 0.27% L5 L7-, EIERFBEIA L. KK

_14_



H#ET19.6% (31/158 ) TdH v . TARIERIL. LDHE#EM (7 #1). v -GTP #hn (6 f5]) . AST ¥

% (5 1) . ALT ¥4 (4 1) T o729,
BRI 17.1.2 L 0#EzE >

2) REMHR
AR L

(5) 8% - WIERHR
LB L

(6) JAERIE

1) ERARKERE (—REARERE. BEFEARERE. FAMELERAET) . 2ERERT
—AR—RFE. RERFTREKRABOANE

(] PN/ B Bl 78 1% ol PR SR
BFRE - EEPRIEIS TR P o/NE 2 BUFEFRIP B (9~16 1) 35 Bl & %42, AAl 0. 5~6mg/
H % F&WEEIC T 12~28 W A& G L 72 IE BRI ERBR 1T I T G- BRAAIE D> & Hefd 8l
E2ED HbAle (DS fE) 1. REBRAIAFIRIGHEO/NTEE (10 F) TIE 8. 24%0 5 7.61%~, R
ATCAA] 2mg/ H LA T TR L TN EE (25 B1]) TIX 8. 27%0 5 7. 94%~ME F DHE|A 2358
LTz,
728, IREABRUIHEFEA & OB 5 MR A ZE OREFI 5 6] CGRIgHE 3 6], BEEHE 2 #) SFEnT
Wz, RS TR O#EFF &1 0. 5mg/ B 4 . 1mg/H 13 . 2mg/H 6 5, 4mg/H 6 5], 6mg/H 6
T -7= (ITTpopulation), FIWEMFEBELEIA X, 11.4% (4/35 f) T, (K (3H) LKOEH

B () Thot=, [9.7.1 BH]
<BEBTFU 17.2.1 L v#zze>

2) ARBFHLLTERFTEDABTXIEEM LIHE - HEBROBE
UE R L

(D Z Dt
LB L

_15_



\

EEHE(ICEY DIEHE

EBZHICEESH LAV E Y

TERAFPIR, 7uATusIR, U saI R, bATHIR, 2RV s TR, 7Y
7Yk

HE : BIEO B B AW OMEE - DR, BFOWHIRE BTS2 L,

EEER

() ¥ERELL - FER%RF
AFNXFIZE B MIEORIPLIC X D2ANRMA A Y U mofEdE BEMER) 12Xk, AR TIEH %
RHETIHHLOLEZLND P, £, in vitro RBRICB WV THEEHEROFEMALE OB E N R S
j/bfb‘é 23)0
<EFIRL 18.1 LV #&ie>

(2) ExhEE4T1T S ERAEE
1) MBERE FUER O > A Y 45 e
TERERANE 79BN U A Y K Ing Z I RERTNZHBIE G Lok, 77 2R EGRE B diR
BoOMmF 73— AREIIAFEGRHCB W THRICIK T L,
ZOWROMERA LAY VEED C, 1E. T TR G L SAH 5 CIIAEETRD b
RInoTEN, BIE% AR ETOAUC I T B RN G & L~ E ML 2,
THE, Ty b, A XEROERARGSRBRICBW T, AR MEEE FERIZRS 1 % DR
OBz,
ZUYR 7T REDRETIRRA%S LIXZnLl Lo bk FER 2R Lz 2,
Z v b BRIBREL ANz invitroiRBR T, BB EO SUKI L7 X —iZkt LT U A Rids
YR 7T RIZH LT L/6 OFEEEMEZ R L 2,
<BFWX 18.2.1 L DH#REE>

2) A RV ANEH OB
A XEFMPEA A Y 7 T TR RBRT, ARANOBEI X0 KRR T ORERR Y AZEE & | FpE
WPREEDHINZ RO Tz, Flo, BANTA A Y ARGUE KK-Ay v T A~ORHIRAFEIZLY | &
MEEROEA v A CIEA S E L 2,
A - NENARIE 2 N2 in vitro BRBRIZISUN T, BEE SR O TEPEAL-ORE 08 D BN OB 1C
L BESMER OB A S Tun g 220

<EFIRX 18.2.2 X v iizit >

(3) YEFARIREFMAE - HiahsrE
YRR L

_16_



VI. EYEREICEAY SEB

1. MPREDOHR

(M ABELAEMNGLPRE
HMEERR L
Q) ERKRABR CHESIAOPRE
1) HEHEE
TR A B 1 6 B AR Img ZRABERNZHEER OGS L&D 7 U A Y RO MG REHER.,
K OB RE )T A — X g™ 2
(ng/mL)
1000 ¢

—&— S A E) F(LO0mgdz 5H) D
i P A FEE (n=6)

100 £

il i

i . -
.

(=8 - | .
g N

-3 |
B -
i3 E 1kx
0F = ~
\\_‘_H
—~
| L | 1 1 | | 1
0 2 4 f 8 10 12
&5 O R (AR )
& MBEREENTA—4
Tmax Cmax (I‘Zi/}j i SD) Eﬁ?’ﬁ%ﬁ
1. 33 HF[H 103. 5£29. 1ng/mL 1. 47 BFR
<FBAFIL 16.1.1 L v#EzEE>

2) piE®RE
A A IR IFRBE R R 9 BNCARA) 0.5mg H L< 1E Img & 1 H 1[0 7 H AR FTIERF S
Lizd &, PR R OEREERERO 7 U A ) ROEYEREFAI/RT A —FIZETRO LR -

<E IR 16.1.2 LY #xie >

f: 29)0
3) AW ERIRZEMERER
U AEY FEE ImgMe). 77U AE Y FEE 3mglMe]
PE3RSE R 487 5 (CEAk 9 4 12 H 22

(M REIK SO EWFIRIEMREBR T A R 74 2o\
HAP) . T REERSOEYZOREERBRTA R 74 V%D EIZ oW T AR
1124004 & (SERk 184F 11 A 24 Af))
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7Y A FEE ImgMMe] &7 < U —/b Img 83T 27 Y A Y FEE 3mgMe] &7~ U —/b 3mg §E% .
I aAF—NR—RIZ L0 ENENLEE (F) AEY RE LT Img X 3mg) fERER A S 112l &%
HiElE 05 U Tl R ZERIREZ T L, 150N EMERE ST A —% (AUC, Cmax) (22
DT 90% A B X FHEIS THERHIENT 21T o 72/ Wb log (0.80) ~log (1.25) OHHANT
H Y TNENTH O LR GRS S iz P,

Ing/mL)}
007 —e— ZUA¥Y FH 1 mglMe)
- e T =] mg
liL &0+ (Mean+5D., n=20)
L
L1|
760
A
5
..l\' 4{} -
20 T
)e———— — mﬁﬂ;mﬁ"““"—“ -
0123456 & 12 24
=] (hr)
Img e EREOMIEGR S ) AE) NEEHTE
Ing/mL)
300 1 B —e— HY AV FE Img[Mel
. e TR = k3 mg B
g =50 | (Mean+SD.. n=20)
-
fx 200 t
)
% 150
'
}\l’
?& 100
5{'} L
a T
e——— — : e
0123456 a 12 24
=] (hr)

X Omg ik EEOmMIEHR S ) A ) FBEHTE
=R EYHENSA—4

_18_

HENT A—H BENTA—H
B
¥ AUCt Cmax Tmax Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
7 A Y REE ImgMe] 20 365.43+122. 44 78.44+15.78 2.51+0.9 2.1+0.6
7<= U —/l Img $E 20 370.39+122. 34 83.53+118.79 2.3+1.0 2.1+0.6
7Y A Y REE 3mg 'Me 20 1240. 40+435. 47 224. 731+54. 80 2.5%0.8 5.0£2.0
7~ U —/L 3mg §E 20 1312.98+476. 61 243. 601+66. 83 2.3%£0.9 3.8%t1.5
Mean=£S. D.




i3 LA TN AUC, Cmax S0/ T A — &3, YBRA ORI, RHEO LRI\ - R % OB 5
RS E > TR D ARER D D,

70 A€ Y FEE0.5mg MMe)
7Y AEY FEEO. mg Nie) 1, [& 878572 2 88 0 FTERA O LW S0 R SEHRBR A A FF 1 )
(FESHH 786 B, PR 13455 1 31 AN ICHES%, 70 ALY NEE Ing Me) A REHEMH & L
7ok x| WHIEBIAE LS EWEIICRE LA S D (V.0 5 IE] OEBH),

4) 2 RIEERIEERE CNERORRAN) 1281 5y EhkE
EN O/ 2 BRI B3 K OV 2 USRS B35 [ARAT et 246 [ 136 41 (VN 31 51 e OV A 105
Bl) . MG 517 ] X512, 0.5~6mg/ HOHET, —EHEZ 2 @B EES LIEED
IF L CRHER SR BN REMAT 21T - 72,
FORR, ZTUAEY FOWBEETa 77 A -3 /X— AV FEFUZELS 74 v LT,
HEBORGMEIT TR, KT T VKBS N DB 113720 > T2, BERTET VEHWT
Heg Lo 8T A =2 ZLLTICR T, DNEROEAREOHEE ST A —Z IZREOE TH -7 ¥,
[9.7.1 &HR]

& BEBRETILEZRAVCHELL-EMEENSA—42

CL/F (L/h) Vss/F (L) t,, (h)
binlf 7 R 1/2
2BRRARE (749 3D) (9% 5D) (49 5D)
N (9~16 5%) 1.79+0. 77 6.84+0. 09 3.15*1. 38
AN (17w E) 1.64+0.59 6.83+0. 11 3.30+1. 60

CL/F: BT D7 VT 5 A, Vss/F @ BNT OO ERE
<BFUL 16.1.4 X v#zit>

(3) thzgssk
LB L

4D BE - HHEEOEE
M ER L

BYLRERII/NT A—4

OF 2vep
TR L

(2) WUIEE TE L
M ER L

Q) HKEETEH
ket (hr™) : 0.3497+0. 092 (Img HEH[BIRE # G.0) 0
0.163+0. 068 (3mg SEHL[AIFE O $¢ 5-1f) 0

DHo2IVTF7SUR
M ER L

) R HBE
BRI L
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(6) T Dt
BREERR L

3. BfKH (KREaL—3a3V) @M

(1) & A&
M E R L

QTG A=A EFHER
M ER L

4. IR
SAEN 12 F1C 7Y A K Img % 7 7 A4 — N—IEIZ CTHERE Q&5 L OFIRNE S LR, Zh
ZND AUC DIENDEFELNTZNAAFT XA ZE YT 4 —XIFIFE 1006 TH Y, HEE»SORIULER
HFThdEEZzLNEY,
<EFIRL 16.2 L #&FE>

5. 9%

(1) Mm% — Aixi BE P9 @B 14
M E R L

(2) % — ke BERAPT BB 14
(VL 6. (5) 44 ) DTS

Q) FA~DFTHE
MVIL 6. (6) 7L DIAS M

() BB~ OBITHE
TR L

(5) Z DILDIERADBTHE
AR L

(6) MIBELFESE
M ER L

6. H

(1) FEEBR L B UM BHRER
[VIL 6. (2) RHNZBI G4 DBEHR (CYP5E) Oy +HE, FhHR) OHSM

QRBIZEE5T S8R CYPEH) OHFiE. F5=F
AFNL. FITAFACHEESE CYP209 DEAHIZ LV v 7 a3 LB A F LD KR A% T 5 245,
(%%5)
Z v MR H 2 D TIREIEER 2 et L7 g, 70 A8 Y RIZEICCYP2C 7 77 I U —0D
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BHICE Y 7 anF U VBRATFIVEOKEBILEZ T, Bl &V TH A MY —LOBERIZ L > TH
VIR VEBIRICEM S N D Z LSRR Sz 9,
<FBFIL 16.4.1 L 0#Ezi>

Q) VELEAMNEDEERVZDEE
[VIL 4. UYL ] OIES

() RBMOEMOHMEUEIELL, FAELE
TR L

7. Bt
TERERA 1 6 BICAA] Ing Z I RERNCHERR DG Lz & & miETICIEs Y A Y REOH
Mns, RPIIIEH D OB S e, ZOREIT, > 7 ma T IVEED X F VIO KEEAGIE &
DT LR IR T, B 5% 24 FEE £ TICHR G RO 44. 953 R IS HEf S vz 2857,
SHEASHNCUC-7 Y A Y FEHEEROKS U, B5% 168 R £ CICR LA OEPIZEFNENR
P 58D 57. 5% % O 35. 0% 3 HEHE S 4172 %7,
<HEFIRX 16.5 X #RiE >

8. FIVARKR—AE—IZET H1EH
MM R L

9. BMFICLLBRER

MM E R L
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KEOWAECE |8 USE IN SPECIFIC POPULATIONS

(2018412 H) 8.1 Pregnancy

Risk Summary

Available data from a small number of published studies and postmarketing
experience with AMARYL use in pregnancy over decades have not identified any drug
associated risks for major birth defects, miscarriage, or adverse maternal
outcomes. However, sulfonylureas (including glimepiride) cross the placenta and
have been associated with neonatal adverse reactions such as hypoglycemia.
Therefore, AMARYL should be discontinued at least two weeks before expected
delivery (see Clinical Considerations). Poorly controlled diabetes in pregnancy
is also associated with risks to the mother and fetus (see Clinical
Considerations). In animal studies (see Data), there were no effects on
embryo—fetal development following administration of glimepiride to pregnant rats
and rabbits at oral doses approximately 4000 times and 60 times the maximum human
dose based on body surface area, respectively. However, fetotoxicity was observed
in rats and rabbits at doses 50 times and 0.1 times the maximum human dose,
respectively.

The estimated background risk of major birth defects is 6% to 10% in women with
pre gestational diabetes with a HbAlc >7% and has been reported to be as high as
20% to 25% in women with a HbAlc >10%. The estimated background risk of miscarriage
for the indicated population is unknown. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo-fetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic
ketoacidosis, preeclampsia, spontaneous abortions, pretermdelivery, and delivery
complications. Poorly controlled diabetes increases the fetal risk for major birth
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defects, still birth, and macrosomia related morbidity.

Fetal/neonatal adverse reactions

Neonates of women with gestational diabetes who are treated with sulfonylureas
during pregnancy may be at increased risk for neonatal intensive care admission
and may develop respiratory distress, hypoglycemia, birth injury, and be large
for gestational age. Prolonged severe hypoglycemia, lasting 4-10 days, has been
reported in neonates born to mothers receiving a sulfonylurea at the time of
delivery and has been reported with the use of agents with a prolonged half-1ife.
Observe newborns for symptoms of hypoglycemia and respiratory distress and manage
accordingly.

Dose adjustments during pregnancy and the postpartum period

Due to reports of prolonged severe hypoglycemia in neonates born to mothers
receiving a sulfonylurea at the time of delivery, AMARYL should be discontinued
at least two weeks before expected delivery (see Fetal/Neonatal Adverse

Reactions).
Data
Animal data

In animal studies, there was no increase in congenital anomalies, but an increase
in fetal deaths occurred in rats and rabbits at glimepiride doses 50 times (rats)
and 0.1 times (rabbits) the maximum recommended human dose (based on body surface
area). This fetotoxicity was bserved only at doses inducing maternal hypoglycemia
and is believed to be directly related to the pharmacologic (hypoglycemic) action
of glimepiride, as has been similarly noted with other sulfonylureas.

8.2 Lactation

Risk Summary

Breastfed infants of lactating women using AMARYL should be monitored for symptoms
of hypoglycemia (see Clinical Considerations). It is not known whether glimepiride
is excreted in human milk and there are no data on the effects of glimepiride on
milk production. Glimepiride is present in rat milk [see Data). The developmental
and health benefits of breastfeeding should be considered along with the mother’ s
clinical need for AMARYL and any potential adverse effects on the breastfed child
from AMARYL or from the underlying maternal condition.

Clinical Considerations

Monitoring for adverse reactions

Monitor breastfed infants for signs of hypoglycemia (e.g., jitters, cyanosis,
apnea, hypothermia, excessive sleepiness, poor feeding, seizures).

Data

During prenatal and postnatal studies in rats, significant concentrations of
glimepiride were present in breast milk and the serum of the pups. Offspring of
rats exposed to high levels of glimepiride during pregnancy and lactation developed
skeletal deformities consisting of shortening, thickening, and bending of the
humerus during the postnatal period. These skeletal deformations were determined
to be the result of nursing from mothers exposed to glimepiride.
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KEOWSAICE 8.4 Pediatric Use

(2018 4F 12 1) The pharmacokinetics, efficacy and safety of AMARYL have been evaluated in pediatric
patients with type 2 diabetes as described below. AMARYL is not recommended in
pediatric patients because of its adverse effects on body weight and hypoglycemia.

The pharmacokinetics of a 1 mg single dose of AMARYL was evaluated in 30 patients
with type2 diabetes (male=7; female=23) between ages 10 and 17 years. The mean (=*
SD) AUC(y 1,y (339£203 ng-hr/mL), C,, (102%48 ng/mL) and t,, (3.1%1.7 hours) for
glimepiride were comparable to historical data fromadults (AUC .. 315196 ng-hr/mL,
Copx 103134 ng/ml, and t,, 5.3%4.1 hours).

The safety and efficacy of AMARYL in pediatric patients was evaluated in a
single-blind, 24-week trial that randomized 272 patients (8-17 years of age) with
type 2 diabetes to AMARYL (n=135) or metformin (n=137). Both treatment-naive patients
(those treated with only diet and exercise for at least 2 weeks prior to randomization)
and previously treated patients (those previously treated or currently treated with
other oral antidiabetic medications for at least 3 months) were eligible to
participate. Patients who were receiving oral antidiabetic agents at the time of study
entry discontinued these medications before randomization without a washout period.
AMARYL was initiated at 1 mg, and then titrated up to 2, 4, or 8 mg (mean last dose
4mg) through Week 12, targeting a self-monitored fasting fingerstick blood glucose
<126 mg/dL. Metformin was initiated at 500 mg twice daily and titrated at Week 12
up to 1000 mg twice daily (mean last dose 1365 mg).

After 24 weeks, the overall mean treatment difference in HbAlc between AMARYL and
metformin was 0. 2%, favoring metformin (95% confidence interval —0. 3% to +0. 6%). Based
on these results, the trial did not meet its primary objective of showing a similar
reduction in HbAlc with AMARYL compared to metformin.

Table : Change from Baseline in HbA1C and Body Weight in Pediatric Patients Taking
Amary| or Metformin

Metformin AMARYL
Treatment—-Naive Patients® N=69 N=72
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HbA1C (%)

Baseline (mean)

8.2

8.3

Change from baseline (adjusted LS
mean)

-1.2

-1.0

Adjusted Treatment Difference?
(95%CT)

0.2 (-0.3; 0.6)

Previously Treated Patients*

N=57

N=55

HbALC (%)

Baseline (mean)

9.0

8.7

Change from baseline (adjusted LS
mean) '

-0.2

0.2

Adjusted Treatment Difference?

(95%CT)

0.4 (-0.4; 1.2)

Body Weight (kg)*

N=126

N=129

Baseline (mean)

67.3

66. 5

Change from baseline (adjusted LS
mean) T

0.7

2.0

Adjusted Treatment Difference?

(95% CI)

1.3 (0.3; 2.3)

* Intent—to—treat population using last—observation—carried-forward for missing data

(AMARYL, n=127; metformin, n=126)

T adjusted for baseline HbA,. and Tanner Stage

I Difference is AMARYL - metformin with positive differences favoring metformin

The profile of adverse reactions in pediatric patients treated with AMARYL was similar
to that observed in adults [see Adverse Reactions (6)]

Hypoglycemic events documented by blood glucose values <36 mg/dL were observed in
4% of pediatric patients treated with AMARYL and in 1% of pediatric patients treated
with metformin. One patient in each treatment group experienced a severe hypoglycemic
episode (severity was determined by the investigator based on observed signs and
symptoms)
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