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I. BIEZIZBE9 5IEH

1

BAFDEE

TUHNY ATy -T2 EEEE (GABA) FHEROEIRIRIEA] (MiRBEFEEENE - SHEARIE) TH Y.
AFRTIT 2010 4B &N TV D,

Hgriusk kX &tz TFL A3 > 0D &% 25mg - 75mg - 150mg TBAA 1] 2B ISEIKMN & LU TAMH -
BRZE L, SRR 1121 85 2 5 (PR 26 4F 11 A 21 H) 1THD & | Bl R OB 1A 2 508, IdEER
AW RIS VERBR & S50 L. 2020 4F 8 HICAGRZ IS L, A4 12 HI3%E LT,

HmDBEFEN - HFIFMHHHE

(DARANL, MR T 7 RACBT D Ca>  F v XD a,d 7 2=y MIFES LT Ca* O AZK
TEE, BEMEMRRREDEOKMAZIMET 52 L CERIRERET D, (28 HBH)

(2) BIVEH
BERZ2EWER GEEAP) & LT, OFEW, IR, BEiRiEK. DAL, MiKE, BS00RARE
R4, METEIE, (KA, RVEMEME, S a vy, TF 70 % —, BUERIEARE R
(Stevens—Johnson JEMERE) . ZIEALEE, BIENTSR. HEREEERH LD ZE03d 5,
(I =& FEFRALOZFES) ICETSEE) )



I. AFIZET SHIEH

1. R4
(1) #04
LA 0D £ 25mg [BASA
FLAHNY 0D 5 Tomg BAA ]
FL A1) 0D £ 150mg TBAA ]

(2) *4%
PREGABALIN OD Tablets 25mg TMEIJI]
PREGABALIN OD Tablets 75mg TMEIJI]
PREGABALIN OD Tablets 150mg TMEIJI ]

(3) AHODEE
i RIS (R + TUIA)
2. —fk4
(1) #8 (HRE
T LAY o (JAN)

(2) #4 (Ma%)
Pregabalin (JAN)
pregabalin (JAN, INN)

(3) AT L

gab : gabamimetic agents!

3. BEARIETRER
M -

CH; // H

)\/‘Q/ COZH
HsC

4. HFRARUHF=
7121 CgH,NO,
4yF-& ¢ 159. 23

5. {LF& (a8iK)

(35)-3- (Aminomethyl) -5-methylhexanoic acid (IUPAC)

NH:

6. BRA. A4, BBS, 58S

7. CAS %838 S
148553-50-8
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1. MEBILFHME
(1) &R - IR
TVHNY TEHBOHETH B,

(2) BfEHE
FLHANY ATKITRRETITS K, =& 7 —)b (99.5) TR TIEITITL W,

(3) BT
AR L

4) MR (PER). B, BER
HREERR L

(5) BRIEEABEH
AR L

(6) HEFH
AR L

(7) ZDHDFE 1 RMEE
BRI L

2. AV DBEEHTICETA2REM
YRR L

3. ARG DOHERRERE
(1) ARSI ALY FARTER (RAED Y & SEEAE)
@) ks n~ I 74—

4. BIRADEE
Wtk m~ £ 757 4 —



IV. &XIZBE9 5I1E8H

Ffiz
(1) FEORXR. NEERUHERK
B = 2 7’[/75‘/§'J‘~/0D A AU 7’[/73“/("}“/‘0D
’ £t 25mg TEASA ] & 75mg TBAA iz 150mg THAJA)
BYRS - B TLHNY TFLANY FLHNY
(1 &) 25 mg 75 mg 150 mg

D—~r=hr—b, BEHEKTAE, JOARE R, E e’ Lila—
% m " A, WIRBILEIEEKRT A, ATT VBN T A, oY T MU T LK
) WM, 7TITAXAAZI Y L—bhaRYv—E fEEtra—2x FE el
Y a—)L, AT THa—RA

e VN EPENOE 37

@ @ B @ EDED
(R257)) (R25C WR75¢) | IR150V ) (] r\150\""
9338
" | N\ \Q%¢Kg%/K§%%&i/
S - ]
BEFE 0 6.0 mm FEF% 0 8.0 mm BEF ¢ 10.0 mm
X = = HEE 3.0 mm BEE ;4.2 mm HE/E 5.5 mm
HE : 80 mg HEHE : 190 mg B : 380 mg
%= @ A PaVING FLHNRY FLHARY
x K 25 0D 75 0D 150 0D
x® T 5= FLHNRY FLHNRY FLHARY v
= 25 WA 5 B 150 B4

(2) EEIDYH*
M TV AHM) oEZROZ L,

(3) #Ala—k
LR

(4) pH, RBEELE, ¥E. LE. BEOERURER pH 5%
LR

2. RAIDEK

(1) Bps (EERS) OF
V.1, (1) FIRORA. 'AEE&UIEJM DIHZ M,

(2) &y
V. 1. (1) FEORA., SNERUHIK] OHESH,

(3) Z0ith
LB L

3. BAEA. FLAOIEREIIHT HFE

BARWAAR




HENDBREEHETICHITSLEH
7’[/73"/%") > 0D £% 25mg TERGA)

FERLEL 2 O IERBR (40°C, AR 75%., 6 » H) OfER, REMAFEICB W T 3 FEML
mf%é_&#%@éhto

PAIIBE E

%ﬁ%’%&@-%% aldEdly (PTP @3 (PTP &L, RV ZF LU I IFX— T NI =TLT 4L A
Iz

T E— . I AN L D) &U/\*J@*z% (EEEFR) =T L UV BIEIMITE TA L, FEAl
et $%L ﬂi*ﬁ AN D)) OAREET, 40E1°C. 75E5%R. H.
I8 B & O BR A 1A% | 3»A% | 645A%
PR PTP e | ABOFEGE | AEORE | ABOFE
o Fk ~o | PEPRE S o | BeoRE | BaORE
AR PTP N A A A
wWEsu~ ST 7 40— N e A A ey
ol i 2B
SR
BRYR PTP o o o

*RRT 9 4.4 : 0. 1%
s VU HNY L SN K OV RRT

”
o>

F 4.4 IAOE % ¢ 0. 2% KT
A AR I SO/ SIIIL7/IDEIND)

A 2 0. 4% AT RS Ha TAS TAS
s VU HNY L SIS K OV RRT
%44&%@@ﬁw03%$%
WEE)—ME (HEFERERE (%)) PTP 9.0 2.0 1.4 2.1
%mﬁ.wﬂ%%tz&w RS : 2.3 2.9 2.1
RN (FD) PTP 9957 14~37 19~25 10~24
K, 143N R 18~28 15~24 11~24
WHME (%) PTP 9008 90~96 90~103 92~98
7K. 50 [Al#5, 15 43, 80%LL k- Y 90~98 89~99 88~08
A (N) PTP " 51 46 48
(ZE1H) R 52 45 45
EERE (%) PTP 100.9 101.0 100.9 101.9
95. 0~105. 0 N : 101.2 102.0 101. 1




40°C W - HiR)

Yim

maRiBIC BT R ERR SEHW Y
(

HH KO

PH ARk

1% A

2% A

35 H

S8
SRENPE S 7

ERENPES

SRENPE 7

ERENRES

SRENPE 7

i (%)
95.0~105. 0

100.7

100.7

98.8

98.7

wHME (%)
K, 1547, 80%LL E

96~100

99~102

94~98

95~97

ol SR
HixmE
- RRT #J 4.4 : 0. 1% A
s TV ANRY v I TN RRT
4.4 LIS OAE 2 2 0. 2% AT
A AR NG S QON L7 Y C N
FN 2 0. 4% AT
s VAR Y v WY RRT
9 4.4 LIFAORFD 2 0. 3% Al

=
op

g (N)

44

47

45

48

LA (30°CT75%R. H. oG - BEfS)

HH K O

PH AR
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35 H

S8
SRENPE S 7

ERENPES

SRENPE S 7

ERENRES

SRENPE 7

wE (%)
95.0~105. 0

100. 7

100. 5

99. 6

99.7

WM (%)
K. 15743, 80%LL E

96~100

96~100

94~98

96~100

i SR

ERRME

« RRT#9 4.4 : 0. 1% A

s VAR Y v I RO RRT
4.4 LIS OME % 2 0. 2% A5
 FUHNRY RO LS D
A 2 0. 4% A0

s TVUARY v I RO RRT
4.4 LIS ORFD 2 0. 3% AT

”
o

=
op

”
o

=
op

REE (N)

44

26

21

27




. (D65 7 > 7 #910001x  BHAL)

HH M O

BibEiss

#1360 77 1x * hr
(#7125 A)

(%50 H)

S8
SRENPE S 7

ERENRES

ERENRES

ERENRES

wE (%)
95.0~105. 0

100. 7

99.1

98. 6

WM (%)
K. 15743, 80%LL E

96~100

95~99

96~98

i SR
ERRME
« RRT #9 4.4 : 0. 1% Ak
s VAR Y L I KON RRT
4.4 LIS OfE % 2 0. 2% A5
c FUHNRY RO LS D
A 2 0. 4% A
s U HRY > RN &Y RRT
9 4.4 LIS OKFD 2 0. 3% AT

”
o>

”
o

”
o

REE (N)

44

41

40

JREE - W TS (B - B

BT 18~22°C, mE

1 16~41%R. H.

HH K OB

[EEElS

#150 B

F18
H D #E B

M0 HE B

H D #E B

wE (%)
95. 0~105. 0

100.7

97.9

wHME (%)
K, 15747, 80%LL E

96~100

94~100

ol SR
HixmE
- RRT %9 4.4 : 0. 1% A
< VAN Y 0 RIN& Y RRT
4.4 DISNOME 2 2 0. 2% K5
A AR NG S QONIIIL/ Y C N
D ;0. 4% AT
VAN Y 0 RN &Y RRT
9 4.4 LIFLOHFD 0. 3% A

B
op

e
op

g (N)

44

40

#3120 77 1x « hr




ERNEEDE T (B

e BREE 240~3201x, EJE : 19~26°C, B : 14~40%R. H.

HH K O

PH AR

15 A

2% A

35 H

S8
SRENPE S 7

ERENRES

(ERENPE 7

ERENRES

SRENPE 7

wE (%)
95.0~105. 0

100. 7

100.0

99.7

99.1

WM (%)
K. 15743, 80%LL E

96~100

96~101

94~101

95~97

i SR
ERRME
« RRT #9 4.4 : 0. 1% Ak
s VAR Y L I RN RRT
4.4 LIS OME 2 2 0. 2% A5
c FUHNRY RO LS D
A 2 0. 4% A
s U HRY > RN &Y RRT
4.4 LIS ORTFD 2 0. 3% AT

”
o

=
op

”
o

=
op

REE (N)

44

42

41

42

—WAEEERRE (PTP 3 — b XUI AT ) OREMRER &R

A (30°C75%R.H. PTP >— |)

HH K O

P AR

35 H

S8
SRENPE S 7

SRENPE S 7

(ERENPE 7

wE (%)
95.0~105. 0

100. 7

99. 4

WM (%)
K. 15743, 80%LL E

96~100

95~98

i SR

ERRME

« RRT#9 4.4 : 0. 1% A

s VAR Y v I RO RRT
4.4 LIS OME % 2 0. 2% A5
 FUHNRY RO LS D
A 2 0. 4% A0

s FUHNRY L RN &Y RRT
9 4.4 LIS ORFD 2 0. 3% AT

=

op

=

o

REE (N)




¥ (D65 F > 7 #910001x PTP 2— k X iZ/NT 255%)

. #9120 5 1x * hr
IH + s 4
HH & O B AGHE (%150 A)
PTP DERE
e ~5 REORE 22@;’%;
aE (%) PTP 99. 3
95. 0~105. 0 RS 100.7 98.9
WHME (%) PTP 96~100 93~98
K, 1557, 80%LL NT 94~97
ol RS BR
HHixmE .
“RRT #9 4. 4 - 0. 1%t PTP HE
s FUHNY L TR K Y RRT
4.4 LIAAOfE %2 2 0. 2% A5 pey
c T UHNRY RGN LA D
AN ¢ 0. 4% R RS A
s FUHNY L TR K Y RRT
5 4.4 DA OKFI 0. 3% AT
PTP 43
A (N) — 44
NZ 42

ERNBEDEF PTP>—R) 3k

B 240~3201x, IR : 19~26C,

TBJE : 14~40%R. H.

HH K OB

[EEES

3 H

F18
H D #E B

M0 HE B

H D #E B

wE (%)
95. 0~105. 0

100.7

99.3

wHME (%)
K, 15747, 80%LL E

96~100

94~98

il B R
MR mE
“RRT#9 4.4 : 0. 1% A%
K9 4.4 LIS OfE 2 2 0. 2% F 115
WAFD 0. 4% AT

9 4.4 LIAAOFFN ¢ 0. 3% A5

s TVANRY v I BTN RRT
s TUHNRY RO LA D

s VUYL I KDY RRT

B
op

e
op

g (N)

44

41




FL A/ > 0D 4E Tomg THRA]
AR AR 2 O 7 NEERRER (40°C, MXHEEE 5%, 6 » A) OfER., |IEMAFIZBW T 3ERZE
ETHDHI ENHRISNT,

IBEE
AR E‘f%ﬁ apgEgl e (PTP Al (PTP WL, RV ZF LU I IR— T I =L T (LA
TEo—m3E L, fEICANZH D) &U/w@ (E#EARY = F L R SRICTE TA L, A
LAz aE R L. ffEma ANTZH D)) OIREET, 40+=1°C., 75+5%R. H.
TH [ K O BH AR EE 1% A% 3% A% 6 » A%
PR PTP - HEOFERE | ABOREE | HADHEE
e o | HEPRE S o e | Bk | RGO R
PTP . A ey A
L LI N Lk Lia L0
WErsa~ 7T 7 4 INT A Sk Sk
HHixwE . . .
CRRT 59 4.4 ¢ 0. 1%k PP I e e
s U HNRY 0 WS RO RRT
¥ 4.4 LIS OfE % 0. 2% A HE
U HNRY RO LA D
TN ¢ 0. 4% AT NS A WA pey
VN Y 0 RN &Y RRT
#4.4 u%m’@fu 2 0. 3% AT
A —E (EEREHBR (%)) PTP |5 1.5 1.3 1.6
4:|J,331ﬁ 215, 0% 2 2 720 RS ’ 1.9 2.1 1.9
HABEME (FD) PTP 5ot 16~20 29~36 15~24
K. 143 LAA NT 19~31 18~27 10~33
VR (%) PTP 08103 97~101 96~101 96~101
K. 50 [Al#5, 15 43, 85%LL E NS 97~102 96~102 95~99
e PTP 73 65 67
%5 (N) s 69
(ZE1H) RS 76 66 56
EEREBR (%) PTP 004 101.4 99. 6 100. 2
95. 0~105.0 NS ' 100. 3 100. 7 100. 6

_10_




a4
El
J]IL

REEICBIT D%
Mm:ﬁ% )

e
ESS
J

EHERBR (SEEW

HH KO

PH ARk

1% A

2% A

35 H

S8
SRENPE S 7

ERENPES

SRENPE S 7

ERENRES

SRENPE 7

i (%)
95.0~105. 0

99.8

99.8

99.9

99.7

EHEME (%)
K. 50 [Al#E, 154y, 85%LL I

96~100

97~101

95~100

94~97

ol SR
HixmE
- RRT #J 4.4 : 0. 1% A
< VAN Y 0 RN &Y RRT
4.4 LIS OAE 2 2 0. 2% AT
A AR NG S QON L7 Y C N
FN 2 0. 4% AT
VAN Y 0 RN &Y RRT
9 4.4 LIAAOFFN ¢ 0. 3% A5

=
op

g (N)

43

52

53

52

LA (30°CT75%R. H. oG - BEfS)

HH K O

PH AR

1% H

2% H

35 H

S8
SRENPE S 7

ERENPES

SRENPE S 7

ERENRES

SRENPE 7

i (%)
95 0~105.0

99. 8

101. 4

99.9

99.5

WM (%)
K. 1543, 85%LL E

96~100

97~102

96~99

95~98

i SR
ERRME
« RRT#9 4.4 : 0. 1% A
s VAR Y v I RO RRT
4.4 LIS OME 2 2 0. 2% A5
 FUHNRY RO LS D
A 2 0. 4% A0
s TVUARY v I RO RRT
9 4.4 LIS ORFD 2 0. 3% AT

”
o

=
op

”
o

=
op

REE (N)

43

23

19

23

_11_




. (D65 7 > 7 #910001x  BHAL)

HH M O

BibEiss

#1360 77 1x * hr
(#7125 A)

(%50 H)

S8
SRENPE S 7

ERENRES

ERENRES

ERENRES

wE (%)
95.0~105. 0

99. 8

99. 3

99.7

WM (%)
K. 1543, 85%LL E

96~100

95~100

95~98

i SR
ERRME
« RRT #9 4.4 : 0. 1% Ak
s VAR Y L I KON RRT
4.4 LIS OfE % 2 0. 2% A5
c FUHNRY RO LS D
A 2 0. 4% A
s U HRY > RN &Y RRT
9 4.4 LIS OKFD 2 0. 3% AT

”
o>

”
o

”
o

REE (N)

43

42

40

JREE - W TS (B - B

BT 18~22°C, mE

1 16~41%R. H.

HH K OB

[EEElS

#150 B

F18
H D #E B

M0 HE B

H D #E B

wE (%)
95. 0~105. 0

99.8

100.0

wHME (%)
K, 15747, 85%LL

96~100

95~100

ol SR
HixmE
- RRT %9 4.4 : 0. 1% A
< VAN Y 0 RIN& Y RRT
4.4 DISNOME 2 2 0. 2% K5
A AR NG S QONIIIL/ Y C N
D ;0. 4% AT
VAN Y 0 RN &Y RRT
9 4.4 LIFLOHFD 0. 3% A

B
op

e
op

g (N)

43

44

_12_

#3120 77 1x « hr




ERNEEDE T (B

e BREE 240~3201x, EJE : 19~26°C, B : 14~40%R. H.

HH K O

PH AR

15 A

2% A

35 H

S8
SRENPE S 7

ERENRES

(ERENPE 7

ERENRES

SRENPE 7

wE (%)
95.0~105. 0

99. 8

100. 1

99.9

99.5

WM (%)
K. 1543, 85%LL E

96~100

97~99

96~99

94~96

i SR
ERRME
« RRT #9 4.4 : 0. 1% Ak
s VAR Y L I RN RRT
4.4 LIS OME 2 2 0. 2% A5
c FUHNRY RO LS D
A 2 0. 4% A
s U HRY > RN &Y RRT
4.4 LIS ORTFD 2 0. 3% AT

”
o

=
op

”
o

=
op

REE (N)

43

45

44

43

—WAEVEERRE (PTP 3 — b XUI AT ) OREMRER (&R

A (30°C75%R.H. PTP >— |)

HH K O

P AR

35 H

S8
SRENPE S 7

SRENPE S 7

(ERENPE 7

wE (%)
95.0~105. 0

99. 8

100. 2

WM (%)
K. 1543, 85%LL E

96~100

96~98

i SR

ERRME

« RRT#9 4.4 : 0. 1% A

s VAR Y v I RO RRT
4.4 LIS OME % 2 0. 2% A5
 FUHNRY RO LS D
A 2 0. 4% A

s U HNRY > I &Y RRT
9 4.4 LIS OKFD 2 0. 3% AT

=
op

=
o

REE (N)

43

36

_13_




St (D65 7> 7 #910001x PTP o — h XIF T 48%)

. #9120 5 1x * hr
IH + s 4
A B K OJRAE BR B ERE (450 B)
s PTP e EREN2ES S
o T < REORE T
48 (%) PTP 99. 8 99.9
95.0~105. 0 RS ’ 100.0
BEHEME (%) PTP 96~100 93~99
K. 154y, 85%LL | NS 95~99
ol P 5B
Hixmg .
“RRT 9 4.4 1 0. 1% PP e
s VAT v W TN RRT
4.4 LSO 2 2 0. 2% AT ke
SV AR ING S QON NI/ 1Y CINTD
a0 0. 4% AT NS A
s VAT v W& Y RRT
9 4.4 LIAAOFFN ¢ 0. 3% A5
PTP 45
WA (N) — 43
N 45

SENEGELDE T (PTP v — F)

6 BREE 240~3201x, RS : 19~26°C,

AT : 14~40%R. H.

HH KOS

LTSS

35 H

S8
SRENPE S 7

ERENPE 37

ERENPE 7

i (%)
95.0~105. 0

99.8

98.9

wHME (%)
K, 15747, 85%LL

96~100

97~99

ol SR
HixmE
- RRT #J 4.4 : 0. 1% A
< VAN Y 0 RN &Y RRT
4.4 DISOME 2 2 0. 2% K
A AR NG S QONIIIL7 Y E N
D ;0. 4% AT
VAN Y 0 RN &Y RRT
9 4.4 LIFLORFD 2 0. 3% Al

B
op

e
op

g (N)

43

42

_14_




J LA/ 20D gE 150mg TERGE |

B e s 2 - B (40°C, FEXHEEE 75%. 6 # A) OfER. FIR{RFEICBW T 3ER%L

ETHDZ EPHERIS T,

mEGERER ©
RERNE - Bk AERLT (PTPAZEL, RUZF LU I IR— " TIAI=Z AT (VAT R4
WL, REICANTZL D) OIREET, 40+1°C. 75+5%R. H.
TH A K& O BR B B 1% A% 3u H% 6 #» A%
o AEoRE | AEORE | AEORE | GEORE
o fﬁ“@%ﬂ . e A TS A
ol 5B
E%E
*RRT %9 4.4 : 0. 1% A5
s LU HNY v W Kk OY RRT
K 4.4 DIAANOME 2 2 0. 2% A bRy A BRey A
A FaR NG Q0N IIILY IV CIND]
RN ;0. 4% K
s T UHANRY L RN & O RRT
%44%%@%ﬁu03%$%
RS —ME (EEREAR (%))
ﬁmm.wo%%ﬁz&w 2.1 1.6 1.7 1.8
3f§?2;32q 16~22 15~21 18~26 16~20
" 50[§§£%ﬁf5§?? 85911 |- 97~102 97~101 96~100 94~100
?ifig&gg 83 102 96 94
ﬁif?%ff?a&;%g 102.0 101.2 101.0 101.0
MEARIREE IR T A R ENRBR BEER) 7
IREE (40°C B - BH2)
IH B K OHLRS BH A 1% A 2 % H 3% H
o AEoFsE | BEORE | AROFE | AEORE
wH (%) 99.9 100. 0 99.9 100. 5
95 0~105.0 : : : :
" %ifigt éZ%ZQLJ: 94~98 97~102 94~100 95~101
N ~ (0)
ol 5B
E%E
*RRT %9 4.4 : 0. 1% A5
s UL HNY v W Kk OY RRT
K 4.4 DIAANOfE 2 2 0. 2%A BERey A BRey A
« VLAY RO LIS D
RN ;0. 4% K
s T VUHNRY L RN & O RRT
4. 4 LIS ORFN ¢ 0. 3% KT
A (N) 60 73 74 69

_15_



TEEE (30°CT75%R. H. JEEYE - BEA)

HH M O

iLEkD]

15 A 2 %A

35 H

S8
SRENPE S 7

ERENRES

(ERENPE 7

ERENRES

SRENPE 7

wE (%)
95.0~105. 0

99.9

100. 5 100. 3

99.7

WM (%)
K. 1543, 85%LL E

94~98

95~102 96~100

96~98

i SR

ERRME

« RRT #9 4.4 : 0. 1% Ak

s VAR Y L I RN RRT
4.4 LIS OME 2 2 0. 2% A5
c FUHNRY RO LS D
A 2 0. 4% A

s U HRY > RN &Y RRT
4.4 LIS ORTFD 2 0. 3% AT

”
o

@
o>
”
o

=
op

REE (N)

60

28 25

31

. (D65 7 > 7 #910001x  BHAL)

HH K OB

PH AR

60 I 1x * hr
(#1125 H)

120 7 1x * hr
(%50 AH)

F18
H D #E B

ERENRES 7

ERENRES 7

ERENRES 7

wE (%)
95. 0~105. 0

99.9

100. 1

100. 2

wHME (%)
K, 15747, 85%LL

94~98

97~100

94~101

ol SR
HixmE
- RRT %9 4.4 : 0. 1% A
< VAN Y 0 RIN& Y RRT
4.4 DISNOME 2 2 0. 2% K5
A AR NG S QONIIIL/ Y C N
D ;0. 4% AT
VAN Y 0 RN &Y RRT
9 4.4 LIFLOHFD 0. 3% A

g (N)

60

60

60

_16_




JREE - MW A TS (B - B

IBJE : 18~22°C, /% : 16~41%R. H.

HH M O

P AR

50 A

S8
SRENPE S 7

SRENPE S 7

SNENPE 37

wE (%)
95.0~105. 0

99.9

99.0

WM (%)
K. 1543, 85%LL E

94~98

93~98

i SR
ERRME
« RRT #9 4.4 : 0. 1% Ak
s VAR Y L I RN RRT
4.4 LIS OME 2 2 0. 2% A5
c FUHNRY RO LS D
A 2 0. 4% A
s VAR Y v wI RN RRT
4.4 LIS ORTFD 2 0. 3% AT

”
o>

”
o>

REE (N)

60

64

EWNHELE T (BARD

St o B 240~3201x, JRE : 19~26°C. 1B JE

: 14~40%R. H.

HH K OHRE

iLEkD] 15 H

2 % H 35 H

S8
SRENPE 7

HEOHRGE | HROREE

AGOFRE | AROHREE

aE (%)
95.0~105. 0

99.9 99.5

99.5 99.9

WM (%)
K. 1543, 85%LL E

94~98 93~100

96~100 94~98

i SR
ERRME
« RRT #9 4.4 : 0. 1% A
s VAR Y L I RN RRT
4.4 LIS OME 2 2 0. 2% A5
 FUHNRY RO LS D
A 2 0. 4% A
s VAR Y L I RN RRT
4.4 LIS ORFD 2 0. 3% AT

@
o>
”
o>

@
o>
”
o>

REE (N)

60 63

57 56

_17_




—WREIEREE (PTP v — 1) OREMERER (BZBER) 7

A (30°C75%R.H. PTP >— |)

HH K OHS

P AR

35 H

S8
SRENPE S 7

SRENPE S 7

SNENPE 7

i (%)
95.0~105. 0

99.9

100. 2

wHME (%)
K, 15747, 85%LL

94~98

93~99

ol SR
HixmE
- RRT #J 4.4 : 0. 1% A
s TV ANRY v I TN RRT
4.4 LIS OAE 2 2 0. 2% AT
A AR NG S QON L7 Y C N
FN 2 0. 4% AT
s VAR Y v WY RRT
9 4.4 LIFAORFD 2 0. 3% Al

=
op

=
op

i (N)

60

42

Y6 (D65 T > 7 #910001x PTP > — )

THH M OB

BibEiss

#3120 J7 1x « hr
(#3150 H)

S8
SRENPE S 7

ERENRES

ERENRES

wE (%)
95.0~105. 0

99.9

100.9

WM (%)
K. 1543, 85%LL E

94~98

96~100

i SR
ERRME
« RRT#9 4.4 : 0. 1%
S UHRY L I &Y RRT
4.4 LIS OME % 2 0. 2% A5
c FUHNRY RO LS D
A 2 0. 4% A
s U HRY > I &Y RRT
9 4.4 LIS ORFD 2 0. 3% AT

"
o

"
o

REE (N)

60

67

_18_




SENEELET (PTP 3— F) 3¢ @ BB 240~3201x. IBJE : 19~26°C. 1B : 14~40%R. H.

T H K O BHARIE 3 5 A

EE%O%% HEOHREE ERENPES 7

;iéévqﬁg.o 99.9 100. 2
K. %5%% gjﬁ’/)oui 94~98 97~100

ERRME

« RRT #9 4.4 : 0. 1% Ak

s VAR Y L I RN RRT
K 4.4 DS O % 2 0. 2% AT 1
c FUHNRY RO LS D
A 2 0. 4% A

s VAR Y v wI RN RRT
4.4 LIS ORTFD 2 0. 3% AT

A (N) 60 55

op
=
o

REERVEMEDREMN

BARWAAA

fihFl & DEEEEL (MEIEFHEIL)
MR L

ptaalicd
<PEHZENT I T D RS e OEEIME >
LA/ 0D 8 25mg TBAGR) ¥
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DI R DIEIERIF O LR R 10% OFFHIZH D,
{2 DI R & EiR R RS 36 1T 2 5B A Ol 2 D 1%, BUBRRGR O 25 H =R +
15% DA 2SO0 12 fHF 1 HLLT T, £25%DFHEZEZ 5 6 DRV,

AR R
FRUERLA & ARBR AN D VA H 28 8h o [F) FE0E 2 AP L 7 2R, FIERE RIS & L, WG O Hi2EE)
PR CHE SN Z Linh . aBRIA L ARERANIAEYFRICFRE TH 5 2 L SR S iz,

ABRIED : pHL. 2, f55750[E]R FABRIED : pHB. 0, f55750[m]4R
120 4 120 4
100 - % 100 - jo: o %
& 80 & 80
H H
# 60 4 = 60 -
% %
40 A 40
20 20
00 T T ] 00 T T ]
0 5 10 15 0 5 10 15
Er R (5) Fr i (5)
BRI : pll6. 8, f:/750[mlH ARBRIE@ - K, #5750[8]HR
120 4 120 4
100 - o O % 100 -
= 80 - 80 -
H H
#z 60 - = 60 -
% %
40 - 40 -
20 20
00O T T 1 00 T T ]
0 5 10 15 0 5 10 15
BEfE (43) BrfE (4)

—@— : WIRIUA (FLA/NY > 0D 5 T5me TBRA )
—O— : fEuERE] (FL AN > 0D £ 150mg TERA )
I PV HH R 0D R S 7 S
n=12
TL AN 20D g T5mg TERA) DBREBHICHITIRFMN
(GRERBUF| R CIZEHRFI D F B HED HLER)
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® BHEDICETIEFE GREARCRERFOFHFHEDOLLE)

PR SRR
RS . (FLAHNY 20D (FLAHNY 0D .
FIERST ee 150mg TBAA) )| &% 75mg TBAA) e
B ARBRIE SEWEEHE (%) | TEEEHE (%)
ohl. 2 15 %y 101.9 101.2 ey
N [ 5.0 15 % 101.7 100.0 e
53 50 A —— Lo 15 %) 100. 5 101.2 S
7K 15 4y 100. 1 100.0 T A
(n=12)
x® BHEHICSTIAEFE GERAFOELZDBALHE)
BB |y |9 U751 2 00 B8 Tong 8338
B i s iz ¥?ﬁﬁ¥ ﬁw@fmﬁ T R e HIE
pH1. 2 15 4> 101.2 %ﬁ~m42ﬁ%@ﬂ®%%wﬁﬁﬁ A
a0 20| 155 100.0 | 97.4~10L.5 ;ig@?i;?égﬁ A
ﬂi]] E I\ ~ DX— B AN
oh6.8 | 15 %) 1012 | 99.7~103.2 |\t e ® P UL O]
K 15 4% 100.0 | 98.0~102.4 |24 2 7 & D710, Ho
(n=12)

TL A1) 2 0D &8 150mg TBEGAL 0
(e F EHE S DAY FIR SRR A BT A VSO —EBGIEIZ DN T  FhE 24 4F 2 A 29 A SKAE
A% 0229 5 10 &)

AR FVE - BARER FEHRERE (N FE)
AR
BRI R 0 900 mL, RS : 37+0.5C
R - OB RRHERBREOSE 117 (pH1. 2)
@ 7= Mcllvaine D#EMEK (pH5. 0)
@ H RHEHEERIEDE 2 1% (pHS. 8)
@7k
[ElHA%L « 4355 50 [Hlis GRBRIEDO~@)
X RE, 57 100 IR CIHEHE T~ S RBRIEMEIC IV T, S RLE, 47 50 [0
HHEBR T 30 23 DAPICAEVERLAN GREBREUA) & H I T 85% L EIRH L T\ iz Z &b,
X RV, FE53 100 IR OFE HERER I DV TIEE IS L7z,
) B HL e
FEVERIA 3 15 43 LANIZ Y 85% LA HIEH T 256
FEVERLA e OB TN T4 S 15 50 BANIC ) 85% DL BIEHIT 570y, X% 16 3ickiT 53k
B U D S HH R DS YE R O SR R+ 15% O#PHICH 5,

FRREMCBIT 2T LAY > 0D §7 150mg TBASE ] OWHZFENTAEREICE S L, R
Fil & DR HEB OHUME SRR S,
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AHBRIED : pHL. 2, f55350[R[H4 BRI Q) - pHb. 0, 434350[EHA

120 120
100 - o o % 100 -
80 80 -
& &
H H
E 60 #E 60 |
% %
40 - T 40
20 20
0O T T ) 00O T T |
0 5 10 15 0 ] 10 15
B (5 B (5
ARG : pH6. 8, fE4y50[ml#E ABRIR@ : 7K, 3453 50[E]H
120 4 120 -
100 - 100 -| N - %
80 - 4
& - 80
t H
E 60 = 60
% %
= 40 - ~ 40
20 20
00 o d ‘ ‘ ‘
0 5 10 15 0 5 10 15
sl BRI (5)

—@— : REr#UK (FL AN > 0D & 150mg TBAE D)
—O— : ARG (0D &2, 150 mg)
1 sk omRE

n=12
B LA/ 20D 150mg TERA] OBRHEHICHITH5ELHE
(GRERBUE| R CIZER KD F 1B HED LLE)
& BHEHCETHELM GERARIRUIZERFOFBELEEDLE)
— BRI
o <w§f%fﬁ) (FUASID
e & |4% 150mg TBAA] ) E
EIL e PR HIERER | PR ER (%) [TEEEEE (%)
pHL. 2 15 4> 99. 4 101.9 1A
L - pH5. 0 15 4 99. 1 101.7 SERA
fE53 50 Il ph6. 8 15 4y 100. 2 100.5 NERAS
7 15 %> 99. 6 100. 1 1A
(n=12)
£ YR ERE

AL

HE P DENB Y DR ERE
WEsa~ ST T 4 —

AR DRSS DEE]
ks a~ N7 74— (NEEYEE)
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11.

12.

13.

14.

pakiiil

ARV

BAYT DAREMED B 5 KHY
AR L

RNV ELGESR - NEINRRLEERICEAT H1F®

ARV

Z Dt

ARV
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V. BEICEI HIEHE

1. EEXITIHR
T RBEE R | SRR IR D TR
(ke - DRICEET ZHEALDEE)
BHERRIE O BIHL, KE Y v~ TF 2200 (W) eSS ERi /e YT S X E i
E L. HEEDI SN BAICOREET 5 L,

2. RERUVHA=E
HIZEE AR
W, AT AEE LT LAY 1 H 150mg 2 1 H 2ENZT TRAKS L, £0%
LERBLCL 2T T 1 BAEE LT 300mg £ CHild 5, 723, A, ki X 0 a5 73,
1 BEEHEIZ 600 mg 22202l Wb 1 H 2B CRAKET S,
RIMPFRIEICHES KR
HWE . RACIEIOEHEE LT LN 1 H 150mg 2 1 B 2[NSO TROES L, Z20%
LERLL E2NT T 1 HAHE S LT 300mg £ THllilg L7-%. 300~450 mg THERF T 5, 7ods. 4E#.
JEIRIC X 0 T EHRT 228, 1 BEEHRIT 450 ng 227202 L, Wb 1 B 2[4y
FTROEET 5,

(R - AEICEET 2FERLDEE)

1. AFOEEZFRIET L5412, e e THMAMU ENT ThaICBETHZ L, (TEE
REEARRIEE ] OEB),

2. AFNIE L UTRECEDRPICHEI SN D 720, BREEENE T L QWD EBE TIlE, migEd
BENELSZVEERANPRA LT RIBENH 5720, BEORELZ HICHEL, 1H
BICEGTHLERD D, BHEEEFEEICAANZZET 25613, TRIORTZ LT F=v
7 VT T AMEESB L L TAROREELROEGMRZREG T2 L, o, MikET &%
FTTWHEETIE, 277 F=227 U7 7 AEIZN U 1 HRAEICMA T, Mg % 3
L7 ARKIOBME S5 21T9 Z &, BEOMENRE SN TWDHHAICIE, KHAE»S B
L. AEUEDPHRIN, DRATDRGEICHET S L, B, T TORLTWAHE - H
B3y Ial—valflRICESSbOTHDE D, FREZTLICHEEBICBE LN S,
ik - HEZRETZ &,

HIEEENER
71/77?‘:'\/ TN T P
IVT TR > 60 > 30-<60 | > 15-<30 <15 M T 00
(mL/min) TR &
1 B 5 & 150~600 mg | 75~300 mg 25~150 mg 25~75 mg
e |
T 18] 75 mg 1%53:@ H LI 2H 1[0] 25 mg 25 X%
A 1 B 2[H i 1 B 1[H 50 mg
L8] 75 mg 11850 m
1 H 1A 151Eg
1[5 50 mg
1 B 3@ 1 [A] 25
P 1 [A] 150 mg 1[a] 75 mg 50 X I
HEFF &= XIx X% 50 mg
1 H 21H
15 100 mg 1151 75 mg
1 H3ME 1 H2IH
oo e | 1[AI300 mg 1 [8] 75 mg 100 X1
A ik i
LA 2] 1E 150 mg | 108 150 mg LA 1A 150 mg
1 H2[MA 1 H 1M
2 BiC 1, KFNES 6 Bl 5 4 BEMEET 2 El L7580y I 2 b — g VR
RS <,
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RHRBEICHESKRE
T LT F = e
IVT T YR > 60 > 30-<60 | > 15-<30 <15 L T 0
(mL/min) ?@ﬁﬁﬁi
1 H 5 & 150~450 mg | 75~225 mg 25~150 mg 25~75 mg
18] 25 mg
[A] H%%%g %iﬂéﬁg [A] BdE:
= 1 [ 75 mg 2 18] 25 mg 25
B & 1B 2 A M%%m i 1 H1 50 mg
L H 1[5 18] 50 mg
1 H1[MHE
1[5 50 mg
1 H3H 1 [|] 25
g e L 1 [A] 150 mg 1| 75 mg 50 Xi%
HERF XIE X% 50 mg
1A 2 L 75 g 1A 1E 1A 75 mg
1 H 2IMH
1 18] 100
rBb<ﬂi125mg | [ 50
HERF 1 [A] 225 mg 18] 75 mg 1A 1[H x5 75 X%
(Rt | 1A 2 1A 3 X% Ca e 100 mg
18] 75 mg
1 H2I[H
2 BT 1E, AKEE 6 Bf#HD 4 MK SEIT2EEL-Ha0Y I 2 b—3 g VSR
i o<,
3. xﬂiuﬂmfmﬁﬁéw FEREIR s & ORI & 0 Zh Fess Bl & WRs 3 2 8K Cli7e iz
W, MER IR TEHAATeZ & (HEFA EoEE] OIESH),

3. BEERRIE

(1) BBERT—2/1\yH5r—

BA=RSANA

(2) ERER%HE
B R L
(3) BRPRFEIEEAER
M ER e L
(4) ERBOAER
A2V 2D
(5) HREEAVEAER
1) BEALLITHERIGHE

YR L
2) HeEREAER
B R L
3) TeMHER
B R L
4) BFE - fREERIGER
YR L
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(6) AEHER
1) ERAMERE - HECARERE (FIRE) - RERTRERHAR (TREERKRER)
U ER R L

2) RAFHLE L TEHPEOHNEXIIER L-HEROME
ARV
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VI. EEB(CRT H1EE
1. EEPHICEEH B LAMR T EmE

I HNY NRUVFRE

\

2. EHEAR
(1) YRR - 1EFARER 210
T U ARY TR RICB W TEMAKGFIE D L2 T AT v FLOREREIZ h LB 72 58l %
Y a,d Y72y NEDREEEN LT, IAT T AF v R AOMEET CORRER O L
U LA EIE L, TS I U RRE OMRMRED EERE 2 T 5 2 E AR IR TV D, S HIT,
TUANY OERIERIIE FITHEERMAG RO /LT R URER e b= R I3
THEALEE LTS Z ERRBINTND,

(2) FNEEM I BRBRAIE
AR L

(3) {EMFTER - HHER
LR L
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VI. RYMBEICET SEE
M REDHT - BIEE

1.

(M

(2)

(3)

AR LM MR
LR L

&= MR E R E
VIL1. Q) BRARSEBRCHREBSN-MPREE] OHEZROZ L,

ERRGAER TR SN BRE
< AW R SRR >
FL AN 20D &2 25mg THRA] ©
(R R EIRS OEM LRI ZEMNRBR T A KT A VEO ek EIZ DN\ T CFL 24 422 A 29 AfF 3K
RIEAHE 0229 55 10 &) BIAK 1)
TLAHNY) 20D §E 25mg TBRR ) LAEUERIKIZ . /o A4 — _R—EIcLDZENETN 18 (LA
UL LT25 mg) REEERRAS TICHERRFREIR 085 OKCTIRA R OUKZ: LTRIRA) L TlmiEd
RERREZRE L, 558 YEhEE T X —% (AUC, C,,) (22T 90%EHE X fIVEIC THE
FHENT 21T > T2 A5, 10g (0. 80) ~1log(1.25) DFIFHANTH U | MK DAY FHI R M1 MR S
776

(ug/mb)

1.5 1

—e— LA/ > O0DEE25mg TERA |
10 A --O--1Z# &% (ODFE. 25 mg)

(FHEHRERZE. n=20)

P AN AN 2 0=

0. 0 T T T T T
0 4 8 12 16 20 24
FefE (hr)
TULANY L 0D G 25mg THRA] REROMBHRTLANY ViREER
(K THRA)
TLA/NY 0D §E 25mg THRA) BREROEYEB NS A—4 OKTRA)
HENT A—H BENTA—F
AUC0*24 Cmax Tmax Tl/Z
(ug-hr/mL) (ug/mL) (hr) (hr)
FLAHNY 0D
25mg TBE3A | 4.834+0. 594 0.951%0. 216 0.56=%0. 15 5.89=+0.70
LY 1)
PR 4.719%0. 587 0.882=+0. 187 0.67%0.30 5.93+0.77

(0D $E. 25 mg)

(Mean=S.D., n=20)
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(ug/mL)
1.5

—o— LA/ 2 0DEE25mg TERA |
1.0 —O—1Z#EHFI (0DEE. 25 mg)

(FHEHRERZE. n=20)

KRG\ = >, OB E

0. O T T T T T
0 4 8 12 16 20 24
BFfE (hr)
TLANY L 0D &g 25mg TBRA ) REFOMmMBD T LAHNY ViEE#HD
(K LTIRE)
TL AN 20D &g 25mg THRA) IREREDEMEIRE/NS A —42 (KL TRA)
HERT A—H BENRTA=H
AUC, 5, Coas T Ty,
(pg+hr/mL) (p g/mL) (hr) (hr)
jlz/sﬁg’\r'éqi?) e 4. 978+0. 749 0.883=+0. 262 1.27+0. 80 5.99+0. 66
«\a
(m%%ﬁiz{?g]g) 4. 763+0. 665 0.907=+0. 186 1.13+0.80 5.97+0. 61

(Mean=S.D., n=20)

I3 PR BENE ONT AUC, C,, SF D 3T A —Z1d, YRE OFIR, (RIEOTRIAEL - K% O BR A
(CEL > THRARDAREMEND D,

TFLANY 0D EET5mg TEAA] ©

TLANY > 0D 75 mg TBRA ] X, [&ENSER 580 EFERA O ALY R SRR A KT
A (PR 2492 H 29 H FEAFKAT 0229 25 10 5) ) (23X, TLA/NJ > 0D §E 150 mg BH
Bl AEERIAIL Lol & IRHEENE L, AWENICRIEE STz, (TIV. T BHE)
DEESROZ L)

JLAH/NY 0D gE 150mg TR @

(B R E IS5 DA I R AR T A KT A VS O—ERIEIZ DWW T CERL 24 452 A 29 AfF 3K
BFEAIE 0229 55 10 &) BIHL 1)

TFLANY D 0D & 150mg TBRA ] SAEMERIFIZ . /o2t —"—ikicL v ZhEThn 16 (I
NY e LT 150 mg) ERERRA S FICHE R REE R O£ 5 UK CRRA R OUKZ: LCIRA) L i
R RELIRIRE 2 JE L, 5N RMEE <7 A —% (AUC, C,,) {22\ T 90%(FHE XL
THERHRNT 24T > 7245 3. 10g (0. 80) ~1og (1. 25) DFLFANTH 0 . i A D A9 00 [F) A 23 e 8
hiz,
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(ug/mL)

5.0 -
i N "
% 4.0 - —e— J LA/ > 0DEE150mg TBAA
q; --0--fZ#E8H| (ODFE. 150 mg)
4 3.0 (F1EHEERE . n=18)
JA
1) 2.0
=
=
1.0
0. 0 T T T T T 1
0 4 8 12 16 20 24
BFfE  (hr)
TL A1) 20D g 150mg TBRA | E5RBOMmMBEGR T LAWY VEREHDE
(KKTRA)
TLAH/N) 20D §E 150mg TERA | REBOEYSHEE/NS A—42 (KTRE)
HIEIRT A—H BENRG A—H
AUC0*24 Cmax Tmax Tl/Z
(ug-hr/mL) (ug/mL) (hr) (hr)
TLANY 0D EE
150mg [BE3A | 29. 637=*3. 601 4.166=*0. 851 1.07%x0.79 6.49=+0. 76
FEE HE R K|
(OD . 150 mg) 29.584+3. 217 4. 299+0. 646 1.03+0.55 6. 73+0. 81

(Mean=*S.D., n=18)

(ug/mL)
5.0 -
m . "
4 40 —— LA/ 2 0DEE150mg TERA
':;'o —O—1E#EHIH| (0DFE. 150 mg)
4 3.0 (FAGEHEERE . n=20)
AN
1) 2.0
<
=
% 1.0
O. O T T T T T
0 4 8 12 16 20
BFfE (hr)

24

TLANY 20D g 150mg TR REROMBFHTLANY VIREKS

(k7%a L THRA)
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TLFA/N) 20D g 150mg TBRSE) BREROEMEE/NS A —4 (KELTRA)

HIERNT A—H BENRT A—H
AUC, 5, Coa T Ty,
(ug-hr/mL) (ug/mL) (hr) (hr)
AV TAUAE

+ =+ =+ =+
{50ng TBSA 30. 084+3. 007 4.564+0.719 1.447+0. 58 6. 25=0. 80

AR HE LK 4 . . "
(OD &5 150 mg) 30. 202+3. 624 4.746+0. 627 1.28+0. 48 6.23+0.78

(Mean=S.D., n=20)

I HE PR EENE NS AUC, C,, 5D 3T A —Z1F, YURE OFR (RIEOTRIAEL - K% O BR A
(k> TRLDREEDRH 5,

(4) thEE
M ER L

(5) BE - fRARXOZE
VI 7. HHEAER ) OHZM

(6) BEE GKE2L—33>) BIISE YA L - EMENE LT ER
LB L

2. RYRER/NTA—4E
(1) #4774
LR L

(2) BIEREEL
LB L

Q) WAFATFTRALASEYT«
M ER L

(4) HEREETEHR
AR L

(5) YUTTVR
LB L

6) HHEH
LB L

() mFEBFKEEER
BRI L

3. RN
sk L

4. D
(1) ik —AKEEFS @
HOMERI R L
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7.

(2) mE—FEBEIPIEBYE
BB L

(3) EA~DBITH
VI 10. (2) =24 OEHZM

(4) BERADBITH
LB L

(5) ZDHDBEHA~DIBITHE
LB L

Hea
(1) B R UACBIRE
AR L

(2) RRHICEI5T HBER (CYPA50 %) D5 718
AR L

(3) DEBBHEOERRVTOHE
AR L

(4) REVDFHEOERR U HLE
AR L

(5) FEENRBYDRER/ AT A -4
AR L

Bt
(1) Bt BB & U4RER
AFNTE L LORE(LHARRTICHR S5,

(2) BEise
BREERR L

(3) HhtsERE
LB L

o U RR—2—IZET 5 1EHR
FUER L

8. BMFICLDHBRER

AFNIMIRETIC LV BRESND,
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I. 2% (FRLOZFESE) ICEHT HIER
1. ZERASETNDER

2 L 7a 0

I

W

Tl

2. FRABELE0ER (RAEEZZED)

[Z2 T (XROEBEFIZITHEELGZWLI E)])
AHFN DRk CIREE OBEFERE D & 5 B E

3. PEEXIIHRICEET HFERALDEFE L ZTDER
(V. BERICEYTSIEH) 22BI52 L,

4. BERUVUAEICEAET SERALDIFEEZNDER
V. ARICET HIER] #2352 L,

5. BEERENELZNDER

BERE (ROBECHEECHETEL)

(1) BHEEEDHZBE (VI - HEICHET 5 @0 Lok DESH)

@) BED I S MAELFEOBRE [LIEHEEZAT5EEICBNT, s MMELRERH b
naZenhs,] (TRIER] OEBR)

(3) minE (EEREANES) RO [EBHE~0RS] OHBR)

) MEFREOREN S 2 BE (TEIER] OESBH)

(5)  FMRAF OB DB 5 BH UIBEERED & 5 0, HbhEED H 5 8% (ZOMOEE] O
5 )

6. EELQERWIBLXZOEBARVMESE

EEGEANEE

(1) AAIOFEEIZL D DEW, HIR, EHIHAERD DI, HEIEHFLICES7HbH 5D T,
KA P OBE T, HEFEOBEIRELREZ M O EMOBBICEESE LWL HIEET D Z
Lo BICEBMETREINODERICIYERE LERFEZEC LEAAH S0, +2ITEET
H&,

(2) AHOBWERFEPICI Y AR, EL, B, TR, NLROSTTIES OBEBUER 2 &
EONDZENRHLOT, HEERILTLHEITE, 2 &b TEFEL ENT TR 2EE
THZ L,

(3) AAOHEEGIZ LV EEEMZ KT Z LB H DT, EMICER L, EMOBESH bbhi
ek, BERE, EERIEFOWEYRAE LT Z &, B, KEROHEM, H5WITRY
TEENEEIEINDA RO 6N D Z R H 570, EHRNTAREFNZEHE T 5 Z &,

(4) AFoEIzXY, B, HRRE, FH, BREFOREENPECDAREERHDDOT, 2
R, IREFIZOVWTHB 21T ) FEE L, REVPRD OIS EITITEY R LB 21T 9 2
& (T ZDMoERE) OEER),

(5)  AFNC & 2 b B VAR OIG IR ITRIAFRIE TR 2R HERIETH 5 2 &b IR ORI
LR DRBOBW KRR L IFETITO, KAl @R ERE LN L,

7. HE{EH
(1) GERES LT DHEH
LR
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(2) FFRZEELZTDER

HREE (HFRICSEEIT S L)

£ Al 2 F FREREEIR - HE A Hr - BREF
FRAR AR A Al 751 R A2, BRENA DN OWERDH D, BT AP

F A A FRESRA
FFa Ry ABRNBRRERR T M USHL R BN RERR T (2 L TR | IR 2 ERIC K %
=R A PATA AIFIMANCAER T 2 B8N0 D 5.

7va—)L (fRIH)

B E R = - | (BN ORLEMED R ST B RAE IR A
WA (7o UAT v [FILTWARE T, MEEIE (EiE, N, 5
ZE i 3 PH S 3K A% HOMEE R Y) 2RIETDEY RAINEELB%

NBH 5,

RAEMEFEZ S S ([ FT7 YU DURER EARFOMIC LD RN R
FTHEF (FTV VDR MMEFEEFIEST D) A BEELBLNRH
B S Do Elo. FT VYUY REANTAERIN L

KRR 2l S 2 L, DA XITEL
THZERDDT-H, KA EATLHEICIE
BEICRETDH L,

8. BElMEA
(1) BHEADBE

BlE A
AR 38 AR TR A 5 D 1 L FE BLBHE 23 B & 7 B AR 2 90t L Tu/e o,

(2) EXGEIMER & DHER

1)

2)

3)

4)

5)

6)

1)

8)

9)

BEXGEWER BHEAH)

HFEL, (EER. BHEVEKX : O F W, IR, ERREE S bbb, B LEEIcEsT b
DWENHH DT, BEEZTITATV, BENRD LN GEICIE G2 1k 33 ET 5
7ol WURALEAEITO Z &,

DAL, FKE : AR, MiKEXH OIS EOWENH L FHILMEREEZAGT 5
B, DAREROY AT N LHEBETIE, BlEL 02470, BEPREO ONIHGEICITEE
ik L, @YRAEEITO Z &,

B RERE - BIBRRIE N H Db D Z ENH DD T, BIEE 51TV, FHATHE.
&, CK (CPK) E&-. PR ORFT I A7 aber ERERD Sb-HEaIciE, %54
L, WURAEZITS 2 &, Fio, BBIRAEIC L 2 8B R EORIEITIERET 2 2 &,

BERE BRENRSHLDOND EORENH DD T, BENBD LN HAICITRE 2 ik
L., @EIREZITH 2 &,

MEZFE : MEFESEORBIENR D 5ONDZENRHDHDT, BENBDLNTLEITIE,
BEHICEGZRIEL, @UIRLEZITY Z &,

EfgE . KMESH LI ZENH LD T, RAN&E, BEE. mif., Bk, EikEE2
DARMAER D & SN TG AT G2 I L, @YRAELEITH Z &,

RIEMMA  MEMEMERS S d ZEnH DO T, Mk, MR, FEEVE O RIE
WaETDICBIER L, BENROSNZEAITIINE X B, JEs T ZEomE 2 £+ 5 2 &,
MBI R DO TS EICIT &G 2RI U, RIBRERVE R OG5 OEY) e LE %
17952 &,

aAvD. TFI45F—:vav s TF 747X —RELLNDLT ERHDHDT,
B2 0170, BERSRBOONTHAIZITEGE2RIEL, @URLEEZITH Z L,

RIEFEIEARAEIZEE (Stevens—Johnson fEIREE) . ZWAIHE : F2 W REISIRAEGERE, SZIALEEN
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bobNdZLNHLOT, BELE ATV, BREPEO O HEII RG22 hIE L,
EYRLEZITH 2 &,

10)  BUERFZ. FFHERERES : BIEATZ. AST (GOT), ALT (GPT) EF-%EZfE D IFHREREE 2N H 5
BNDZERHHOT, BELT0IATV, RENBO bNIGEICIT G2 IR L, WY
IRALEEAT O Tk,

(3) ZDithDEI1EH

ZDHDEIER
WD X9 RRIER RO b a1, LEIZSE, s, &5 P IEFEOEY R0 E 217 9
Z s

HOE T B
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KEOWFCE |8 USE IN SPECIFIC POPULATIONS
(2020 4 4 A) 8.1 Pregnancy

Risk Summary
There are no adequate and well-controlled studies with LYRICA in pregnant

women.

However, in animal reproduction studies, increased incidences of fetal
structural abnormalities and other manifestations of developmental
toxicity, including skeletal malformations, retarded ossification, and
decreased fetal body weight were observed in the offspring of rats and
rabbits given pregabalin orally during organogenesis, at doses that
produced plasma pregabalin exposures (AUC) greater than or equal to 16 times
human exposure at the maximum recommended dose (MRD) of 600 mg/day. In an
animal development study, lethality, growth retardation, and nervous and
reproductive system functional impairment were observed in the offspring
of rats given pregabalin during gestation and lactation. The no—effect dose
for developmental toxicity was approximately twice the human exposure at
MRD. The background risk of major birth defects and miscarriage for the
indicated populations are unknown. However, the background risk in the U. S.
general population of major birth defects is 2-4% and of miscarriage is
15-20% of clinically recognized pregnancies. Advise pregnant women of the
potential risk to a fetus

Data
Animal Data

When pregnant rats were given pregabalin (500, 1250, or 2500 mg/kg) orally
throughout the period of organogenesis, incidences of specific skull
alterations attributed to abnormally advanced ossification (premature
fusion of the jugal and nasal sutures) were increased at greater than or
equal to 1250 mg/kg, and incidences of skeletal variations and retarded
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ossification were increased at all doses. Fetal body weights were decreased
at the highest dose. The low dose in this study was associated with a plasma
exposure (AUC) approximately 17 times human exposure at the MRD of 600
mg/day. A no—effect dose for rat embryo—fetal developmental toxicity was
not established.

When pregnant rabbits were given LYRICA (250, 500, or 1250 mg/kg) orally
throughout the period of organogenesis, decreased fetal body weight and
increased incidences of skeletal malformations, visceral variations, and
retarded ossification were observed at the highest dose

The no—effect dose for developmental toxicity in rabbits (500 mg/kg) was
associated with a plasma exposure approximately 16 times human exposure
at the MRD.

In a study in which female rats were dosed with LYRICA (50, 100, 250, 1250,
or 2500 mg/kg) throughout gestation and lactation, offspring growth was
reduced at greater than or equal to 100 mg/kg and offspring survival was
decreased at greater than or equal to 250 mg/kg. The effect on offspring
survival was pronounced at doses greater than or equal to 1250 mg/kg, with
100 mortality in high—dose litters. When offspring were tested as adults
neurobehavioral abnormalities (decreased auditory startle responding)
were observed at greater than or equal to 250 mg/kg and reproductive
impairment (decreased fertility and litter size) was seen at

1250 mg/kg. The no—effect dose for pre— and postnatal developmental
toxicity in rats (50 mg/kg) produced a plasma exposure approximately 2 times
human exposure at the MRD.

In the prenatal-postnatal study in rats, pregabalin prolonged gestation
and induced dystocia at exposures greater than or equal to 50 times the
mean human exposure (AUC (., of 123 pg hr/mL) at the MRD.

8.2 Lactation

Risk Summary

Small amounts of pregabalin have been detected in the milk of lactating
women. A pharmacokinetic study in lactating women detected pregabalin in
breast milk at average steady state concentrations approximately 76% of
those in maternal plasma. The estimated average daily infant dose of
pregabalin from breast milk (assuming mean milk consumption of 150
mL/kg/day) was 0. 31 mg/kg/day, which on a mg/kg basis would be approximately
7% of the maternal dose. The study did not evaluate the effects of LYRICA
on milk production or the effects of LYRICA on the breastfed infant

Based on animal studies, there is a potential risk of tumorigenicity with
pregabalin exposure via breast milk to the breastfed infant. Available
clinical study data in patients greater than 12 years of age do not provide
a clear conclusion about the potential risk of tumorigenicity with
pregabalin. Because of the potential risk of tumorigenicity, breastfeeding
is not recommended during treatment with LYRICA.

Data

A pharmacokinetic study in ten lactating women, who were at least 12 weeks
postpartum, evaluated the concentrations of pregabalin in plasma and breast
milk. LYRICA 150 mg oral capsule was given every 12 hours (300 mg daily
dose) for a total of four doses. Pregabalin was detected in breast milk
at average steady—state concentrations approximately 76% of those in
maternal plasma. The estimated average daily infant dose of pregabalin from
breast milk (assuming mean milk consumption of 150 mL/kg/day) was 0. 31
mg/kg/day, which on a mg/kg basis would be approximately 7% of the maternal
dose. The study did not evaluate the effects of LYRICA on milk production.
Infants did not receive breast milk obtained during the dosing period

therefore, the effects of LYRICA on the breast fed infant were not
evaluated.
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A=A N7 U T OB
(An Australian categorization of risk of drug use in pregnancy)

% https://www. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database
(2023 4E 2 HT7T 7 & X)

5% O
A=A MZ VYT D4¥E (An Australian categorization of risk of drug use in pregnancy)
B3:Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans
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KEOWSCE 8.4 Pediatric Use

(2020 4 4 A) Neuropathic Pain Associated with Diabetic Peripheral Neuropathy,
Postherpetic Neuralgia, and Neuropathic Pain Associated with Spinal Cord
Injury

Safety and effectiveness in pediatric patients have not been established.

Fibromyalgia
Safety and effectiveness in pediatric patients have not been established.

A 15-week, placebo-controlled trial was conducted with 107 pediatric
patients with fibromyalgia, ages 12 through 17 years, at LYRICA total daily
doses of 75-450 mg per day. The primary efficacy endpoint of change from
baseline to Week 15 in mean pain intensity (derived from an 11-point numeric
rating scale) showed numerically greater improvement for the
pregabalin—treated patients compared to placebo—treated patients, but did
not reach statistical significance. The most frequently observed adverse
reactions in the clinical trial included dizziness, nausea, headache,
weight increased, and fatigue. The overall safety profile in adolescents
was similar to that observed in adults with fibromyalgia.

Adjunctive Therapy for Partial-Onset Seizures

Safety and effectiveness in pediatric patients below the age of 1 month
have not been established.

4 to Less Than 17 Years of Age with Partial-Onset Seizures

The safety and effectiveness of LYRICA as adjunctive treatment for
partial-onset seizures in pediatric patients 4 to less than 17 years of
age have been established in a 12-week, double-blind, placebo-controlled
study (n=295). Patients treated with LYRICA 10 mg/kg/day had, on average

a 21. 0% greater reduction in partial-onset seizures than patients treated
with placebo (p=0.0185). Patients treated with LYRICA 2.5 mg/kg/day had

on average, a Reference ID: 4437445 10.5% greater reduction in
partial-onset seizures than patients treated with placebo, but the
difference was not statistically significant (p=0.2577).
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Responder rates (50% or greater reduction in partial-onset seizure
frequency) were a key secondary efficacy parameter and showed numerical
improvement with LYRICA compared with placebo: the responder rates were
40. 6%, 29.1%, and 22.6%, for LYRICA 10 mg/kg/day, LYRICA 2.5 mg/kg/day,
and placebo, respectively.

The most common adverse reactions (> 5%) with LYRICA in this study were
somnolence, weight increased, and increased appetite

The use of LYRICA 2.5 mg/kg/day in pediatric patients is further supported
by evidence from adequate and well-controlled studies in adults with
partial-onset seizures and pharmacokinetic data from adult and pediatric
patients.

1 Month to Less than 4 Years of Age with Partial-Onset Seizures

The safety and effectiveness of LYRICA as adjunctive treatment for
partial-onset seizures in pediatric patients 1 month to less than 4 years
of age have been established in a 14-day double-blind, placebo—controlled
study (N=175). The youngest subject evaluated was 3 months of age; use in
patients 1 month to less than 3 months of age is supported by additional
pharmacokinetic analyses. Patients treated with LYRICA 14 mg/kg/day had,
on average, 43.9% greater reduction in partial-onset seizures than patients
treated with placebo (p=0.0223). In addition, pediatric patients treated
with LYRICA 14 mg/kg/day showed numerical improvement in responder rates
(> 50% reduction in partial—onset seizure frequency) compared with placebo
(53. 6% versus 41.5%). Patients treated with LYRICA 7 mg/kg/day did not show
improvement relative to placebo for either endpoint.

The most common dose-related adverse reactions (> 5%) with LYRICA in this
study were somnolence, pneumonia, and viral infection.

Juvenile Animal Data

In studies in which pregabalin (50 to 500 mg/kg) was orally administered
to young rats from early in the postnatal period (Postnatal Day 7) through
sexual maturity, neurobehavioral abnormalities (deficits in learning and
memory, altered locomotor activity, decreased auditory startle responding
and habituation) and reproductive impairment (delayed sexual maturation
and decreased fertility in males and females) were observed at doses greater
than or equal to 50 mg/kg. The neurobehavioral changes of acoustic startle
persisted at greater than or equal to 250 mg/kg and locomotor activity and
water maze performance at greater than or equal to 500 mg/kg in animals
tested after cessation of dosing and, thus, were considered to represent
long—term effects. The low effect dose for developmental neurotoxicity and
reproductive impairment in juvenile rats (50 mg/kg) was associated with
a plasma pregabalin exposure (AUC) approximately equal to human exposure
at the maximum recommended dose of 600 mg/day. A no—effect dose was not
established

H[E D SmPC
(2022 4 11 )

4.2 Posology and method of administration

Paediatric population

The safety and efficacy of Lyrica in children below the age of 12 years
and in adolescents (12-17 years of age) have not been established. Currently
available data are described in sections 4.8, 5.1 and 5.2 but no
recommendation on a posology can be made
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