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(3) ZMDfth
BA=19224%

Y = b=, REEL FoFy /o) tibo—
JOARE R, AZo0—A, . ATT7Y




3. B&igAl. ABDDHEICH T DIER

B2=19224%

4. HEIDBERHTICHITDR

EH

7V#3) > 0D $€ 25mg [JGI

O hnReER v

SERE . PTP/7 )V Bo—adk
REFSM 1 40£1°C/75+£5%RH

RIFHIE - 6 # H

AERIEE MR, MERREUER. MUSHER, WA MR, AEEEERR, wHEER. EEHE

SBEE | BR | EREBR | MR i@ﬁ—zst pisEateg | oo | TERIR
- O @@ @ 5) ©6) 7) (8)

SEBLE | Ee |Ee | Ee | ma | me | @& | 100 | 1014
1 »H% | Ee e @& | 99 | 998

3 A% | ma | — | — | @& - @& | 100 | 1003
6 A% | @e |Es | ma | ms | @a | @& | 101 | 1001

(1) BEORETH 5,

QWA O 75T 4 —  REHEIR BB & B EAKR Y bR EEERE L, 7
NH6D RABIZZELW,

B W 0% b 757 4 — - REHERR EEE 5 82 U — 7 DRSS L,

(4) FEWE : RRT*K 4.0 DEEMEIZ 0.3%LA T, 7L\ KO RRT £ 4.0 O%E#Y)
BLIHE 0.2% LA T TH D, F/z. TLANY VRO RRT # 4.0 OEGFWE NG
BO&EEHE 0.3%LL T (0.05%RmDEERME 2R ) THdo

(5) ZEY—MEHER : HIEMEA 15.0%ZBA 720,

(6) 90 MLINITHHET %o

(7) 15 73fil, 85%LAE K. 7YKLk, 50rpm)

(8) FED 95.0~105.0%
KT VAN At IR REFRF ]

R AWIESHE (40°C. HXHEE 75%. 6 » A) OfER. BEOHEIETIT
BWT3FHELZETHD Z LRI N,




O 7))V Vo —FREROLZEEHER 2
SEJPRE  PTP ¥ — b
AERSR  OREITX I 2 REMEME : 402C. 3 » A (YY)
QEE I dLEMHER : 25£2°C/75+5%RH. 3 » A (%)
@EITH I DR EMHER « #HEE 120 /7 1x - hr/25C (7 40001x)
AERIEE MR, MR, SR, BB, EEHER. #E

] . e | emecee | BHEER | EERE | EE
SHERIEE R | R | R | o) o o
11 (1) ) 3) @) ) )
SAERBIAH e e e 102 | 1022 31
OEE |348% | @a aa s 101 101.2 25
1 »A% | Ea e e 102 102.6 %gaf)@
OEE —
3,A% | Ee e e 101 101.6 ﬁg%o
ok |27 e e e 100 | 1026 27

(1) BBEDRFETH 5,

(2) $i@WE : RRT*K 4.0 DEEWEIL 0.3%U T, 7LANY VKO RRT # 4.0 DEGEW
BN 0.2% U T TH D, £z, TUHNY VKU RRT # 4.0 DEZIE LN DIERZ
BD&EEHZ 0.3%LT (0.05%FKREDEBZMNEZR L) Thd,

(3) 90 BLAAITHIE T 5,

(4) 15 73, 85%LAE OK. 7Y F)ViE, 50rpm)

(5) XFRED 95.0~105.0%

(6) Z&fE

KU\ At DR R R



O EAZRETOLEM SR Y

AERSRM C OIREIT I S REMHER : 40£2C, 3 » A GEE -

)

XEET

QEE I T DL EMHER : 25£2C/60+£5%RH. 3 » A GEY¢ - B
CEEITHN T DL EMHER : 25£2C/75+£5%RH. 3 » A (&Yt - B0
@YeITxtd D EM SR | #RIRE 120 /7 1x - hr/25TC (£940001x « ¥+ —L+7
w7 (T78))
AERIEE MR, MR, RS, BHEER. EEHER. #E

SBIEE B | it | e | ODE | ERBEL | R
5715 (1) @ | ® @ (5) ()
BB e | wms | me | 102 | 1022 | 31
OBE [3 1A% | BaL | @& | sl | Bal | Bral | Bial
4 IS eE A IR i i E'ﬂ:% D
1 »nA® | &L HE 2z | 2L | ZItRL (20)
2550
@ |2 1A% | BlaL | @& | BaU | Blal | BlEL | 68
19)
3#R% | Esl | @e | ZEL| Bl | el | ZESY
25850
1nA% | Bl | ES | BEL | Blal | Blal | S
15)
e
251850
SHA% | Bl | EE | BaL | BlEL | Blal | GHss
15)
@% |29 | mnL | @s | mal| sl | Besl | Bsl
() BBORIETH 5,

(2) EBWE : RRTK 4.0 DIBEMEIZ 0.3%LIF. FLHNY VRU RRT £ 4.0 DIBEW
B 0.2% L F T %o F12. TLH/NY T RRT #1 4.0 OEBIE LS DLEHEY)
BD&EHE 0.3%LT (0.05%KBOBEMEEH ) Th D,

(3) 90 BLINICHIEY 2,

(4) 15 5. 85%LAE GK. /S KL, 50rpm)

(5) FRED 95.0~105.0%

6) BE(E (FRERTE. BEELA 30%LET, BEH 2.0kg®E (19.6N) KEDHE.
BHD RN LINTND,)

X T LAY VRS 2 AR

ZEMEDFME [§EH - 117 )VAIDEEZRE TOREMFHBREITONT (BH) Fakll &F
8 A 20 B ITEEHEH S Nz FHERIEE OFHIEIE IR > 72,



ZUANY > 0D $% 75mg [JGJ

O MEREABR

SERE : PTP/7)VI Po—aZE

RIFSEM  40£1°C/75+£5%RH

R . 6 » A

AHEBRIEE MR, MEERERER, MR, HART—MEEER. AR, B, 2R

u
SBEE | R | ERHBR | R iﬂ%—ﬁ'?é gt | ODE | ERSER
e
| D @] @] @ 5) ®) % ®)
sEBaE | Ee | Ee | @A | E& | BA | @& | 101 | 1017
1A% | @5 | — — BE — B 101 100.4
3nA% | @5 | — — BE — B 100 100.5
6 »A% | ma |Ee | @a | ma | @& | @s | 102 | 1001
(1) BEORECTH 5,
QWA O L2757 ¢ — SRR BT & B EA Ry MIREEPREL, %
ne0 R EEELL,
()W TX M 57 4 — | RO R S8 E U — 2 DRSO,

(4) $WE : RRT*K 4.0 DEZWEIL 0.3%UT. 7LANY VKU RRT # 4.0 DIEGEY)
BT 0.2% U T TH B, 2. TUAHNY VKU RRT # 4.0 DEBRIE LN DOLERZ
BO&EEHE 0.3%LLT (0.05%FKEDIEEMEZRL) Thd.

(5) ZEF—MHER | HIEED 15.0% 2B AR,

(6) 90 BLINITHIEET 2,

(7) 15 73fE. 85%LAE OK. 7S F)ViE, 50rpm)

8) #RED 95.0~105.0%

KTV A/NY AEd DR RIS R

REAERE AW EAR (40C, HMEE 75%. 6 #A) DR, @EOHEE T
BT I EFEHMLZETH D Z EHERIE NIz,



O 7))V Vo —FREROLZEEHHE ¥
SEJPRE  PTP ¥ — b
AERSR  OREITX I 2 REMEME : 402C. 3 » A (YY)
QEE I dLEMHER : 25£2°C/75+5%RH. 3 » A (%)
@EITH I DR EMHER « #HEE 120 /7 1x - hr/25C (7 40001x)
AERIEE IR, MR, RS, BB, EEHER. #E

o e | e | BHEER | wERR | EE
SHEIEE R | M | R | LD o o~
1 1) @) 3) 4) ) ©)
SAEABIA S e e e 101 | 1017 46
OEE |348% | Es aa e 100 | 1023 38
1 n A% | Es e e 100 | 1002 35
oge |27R% | s & e 100 | 1010 g({%b
3, A% | Ea e e 101 1013 %({gbﬁ)b
% |27 | ms | ms | ws | 100 | 1017 | 41
(1) BB TH b,

(2) EWE : RRT*H 4.0 DFEZEWEIL 0.3%U T, 7LANY VKU RRT # 4.0 DEZED
BLSMNE 0.2% U T TH D, £z, 7UHNY VKU RRT # 4.0 DEZRIE LN DIERZ
BOAEE 0.3%LLT (0.05%KEDEEMEZRL) Thd.

(3) 90 BLAAITHAET 5,

(4) 1557/, 85%LALE OK. 7SRV, 50rpm)

(5) FRED 95.0~105.0%

(6) &=

KU\ At DR R R



O EAFIRETOLEM SR ©

AERSRM C OIREIT I S REMHER : 40£2C, 3 » A GEE -

)

XEET

QEE I T DL EMHER : 25£2C/60+£5%RH. 3 » A GEY¢ - B
CEEITHN T DL EMHER : 25£2C/75+£5%RH. 3 » A (&Yt - B0
@YeITxtd D EM SR | #RIRE 120 /7 1x - hr/25TC (£940001x « ¥+ —L+7
w7 (T78))
AERIEE IR, MR, AREEEER. BB, EEHER. HE

o e | e | ISR | EEHER | EE
SHEBRIEE R | R | R | T o S
11 1) ) 3) 4) ) )
SRR AAES e e S 101 | 1017 46
OEE |328% | ZtaL | @Ea | Bnl | Bal | BaL | EEL
) ‘ Bt
1»A% | Zlal | we | Eal | Esl |zl | 25D
@imE 7
34A% | BaL | EE | BEL | BaL | Bsl ﬂgg”
1 n A% | Bnl | EE | BAL | BiaL | BEL ”E{%’O
(ka0
o |27A% | EaL | @ | Esl | Esl | Bsl | GHEs
B 10)
(ka0
3 »B% | BaL | Ea | Benl | Beal | BeaL | BB
10)
@x |07 |mnl | me | Eal | Besl | Bal | Esl
(1) BB CTH b,

(2) WE : RRT*H 4.0 DEBEMEZ 0.3%LAT. 7L 7NY KO RRT #7 4.0 D@
BLHE 0.2% LA T TH D, 7z TUANY VRO RRT #9 4.0 OE@EWE LN ZEN
BO&EEHE 0.3%L T (0.05%KiaDFEEMEZ2lx<) Thdo

(3) 90 MLINITHET %o

(4) 15 53, 85%LLE UK. 7Y KUK, 50rpm)

(5) FED 95.0~105.0%

(6) 2EfE (TEEBHF TR, EERNMN 30%U LT, EED 2.0kgE (19.6N) KiFDHS.
ZEHO FgHH) LT d,)

KT VAN At DI R

ZEM OIS [$EA] « 7172V DEEERETOLZENFBEICOWT (BH) Frk 1l F
8 A 20 B ITEE#EH S NIz S5HERIEE OFHIEIE IR > 7z,



ZUANY > 0D #% 150mg [JGI 7

O MEREABR

SERE : PTP/7)VI Yo —a2E

BRIFSEM  40£1°C/75+£5%RH

R . 6 » A

AHEBRIEE - MR, MEERERER, MEEER, HART—MEEER. AR, B, T8

,,
SBEE | MR | ERHBR | R i@%j?é pmte | ODE | EESER
.
| D @] @] @ 5) ®) % ®)
s | Ee | Ee | Ea | @e | @a | @a | 101 | 1016
1A% | @5 | — — BE — B 102 100.4
3»nA% | @5 | — — BE — B 101 101.1
6 »A% | Ba | Ea | @a | @& | @a | @& | 101 | 1003
(1) BEORECTH 5,
QWA O L2757 ¢ — SRR BT & B EA Ry MIREEPREL, %
ne0 R EEELL,
()W TX M 57 4 — | RO R S8 E U — 2 DRSO,

(4) $WE : RRT*K 4.0 DEZWEIL 0.3%UT. 7LANY VKU RRT # 4.0 DIEGEY)
BT 0.2% U T TH B, 2. TUAHNY VKU RRT # 4.0 DEBRIE LN DOLERZ
BO&EEHE 0.3%LLT (0.05%FKEDIEEMEZRL) Thd.

(5) ZEF—MHER | HIEED 15.0% 2B AR,

(6) 90 BLINITHIEET 2,

(7) 15 73fE. 85%LAE OK. 7S F)ViE, 50rpm)

8) #RED 95.0~105.0%

KTV A/NY AEd DR RIS R

REAERE AW EAR (40C, HMEE 75%. 6 #A) DR, @EOHEE T
BT I EFEHMLZETH D Z EHERIE NIz,



O 7)o —FEROLZEEHER Y
SEJPRE  PTP ¥ — b
AERSR  OREITX I 2 REMEME : 402C. 3 » A (YY)
QEE I dLEMHER : 25£2°C/75+5%RH. 3 » A (%)
@EITH I DR EMHER « #HEE 120 /7 1x - hr/25C (7 40001x)
AERIEE IR, MR, RS, BHEER. EEHER. #E

] e e | s | BHIEER | EERER | EE
SEIAE R | RUEEER | R | o o o~
1t (1) 2) 3) 4) 5) )
SAERBIA e e e 101 101.1 64
OEE |3,8% | @e aa aa 100 | 1007 49
1 »H® | Ee aa e 100 | 1011 50
og |27RE | @ e e 100 | 1007 Egif)@
34A% | EE Ee e 101 1015 Egigb)o
% |20 | aa O e 100 | 101.2 56
(1) HEORETH b,

(2) EWE : RRT*H 4.0 DFEZEWEIL 0.3%UT. 7LANY VKU RRT # 4.0 DEED
BLMNE 0.2% LU T TH D, £z, 7UHNY VKU RRT 9 4.0 DERIE LN DIERZ
BOAEE 0.3%LLT (0.05%KEDEEMEZRL) Thd.

(3) 90 BLAAITHAET 5,

(4) 1557/, 85%LALE OK. 7S F)ViE. 50rpm)

(5) #FRED 95.0~105.0%

(6) Z2E(E

KU\ At DR RS R



O EAZRETOLE M HER ¥

AERSRM C OIREIT I S REMHER : 40£2C, 3 » A GEE -

)

XEET

QEE I T DL EMHER : 25£2C/60+£5%RH. 3 » A GEY¢ - B
CEEITHN T DL EMHER : 25£2C/75+£5%RH. 3 » A (&Yt - B0
@YelTR I D EMEAER - MERE 120 /5 1x - hr/25°C/60%RH (40001x « >+ —

LV+Z9 7 (T7%))

ABRIEE | IR, SR, RESER, WHEER, EEFER. HE

] o e | e | BB | BB | EE
SBIEE R | M | e | D o )
11 (1) ) 3) @) 5) ©)
SRR AAES S aa e 101 | 1011 64
OEE |3 2B% | BlaL | @& | ZAL | BesL | Besl | 5l
) ‘ Bt
1 nR% | Bl | ms | EsL | Zsl | el | EED
@iBE 7
3 A% | Bkl | @e | BaL | Besl | Bsl ﬂgg*’g;”
1 »A% | Bnl | Es | Bal | Bal | Bal %2‘232%@
Ol E 75
34A% | Bkl | @& | AL | BsL | Blsl 5‘({%“
. 1205 | . | . .
@k |17 mnL | we | mml | Besl | Besl | 57
(1) BEOEFETH D,

(2) EBWE : RRTK 4.0 DISEWEIE 0.3%LUF. FLHNY VRU RRT £ 4.0 DIBEW
BLISME 0.2% L F T %o F12. TLH/NY BT RRT #1 4.0 OERBIE LS DR
BDO&EHE 0.3%LT (0.05%KBOBRMEEH ) Th D,

(3) 90 BLINICHIEY 2.,

(4) 15 5. 85%LAE GK. /S KL%, 50rpm)

(5) FERED 95.0~105.0%

(6) ZE(E

KT VAN a9 SR REF IR

ZREMEDFME [§EH - /17 )VAIDEEZRE TOREMHBREITONT (BH) Fakll &F

8 A 20 B ITEEHEH S N/ FHERIEE OFHIEIE TR > 72,

. ARERUBREDREN

B=19224%

. el EDESZEL (MIRLFRIR(E)

ZHERR L



7. Bt
(EHZEB OREM X ISEEDIE]
ZUANY > 0D $& 25mg [JG] 10
[BRERERDOEYZHEEERBET A FTA VEDO—FHREIZONWT FK 2 SBENELRDIRKE
DERRA OEMZREEETBRAT A o1 (248 2H29H FREEEH 02295 10
)1 TR,
- REHERIF . ' L77/\) > OD $€ 150mg [JG]
« MUTAEEIKYE © A JKHE

B | HAEFA —REBEEHEEE OSYFIUEK)

pH1.2 | BARFS EHEERSE 1K
50rpm pH4.0 | #D7z Mcllvaine DEER
[OlER %/ BRI pH6.8 | BARF EHEERS 2’
7K HAZEE K
100rpm pH6.8 | BARFS EHAERS 21’
B E 0 900mL  FHEROE : 12 Xyt

ST | ka5 T 1 —

AR

- R R
EER R s
(rpm) BRI I B E
pH1.2 | (1) PHEH=%
pHA.0 SERSUHI A 15 9 DIPTSR 85% L1 FEHIT 20, XU 15 93T
50 : 51T 2 REREE D SEITH H SR AEE RIE D STV H SR+ 1 0% D&
pH6.8 B3 Do
X (2) fE% D=
7 HEABUR DI HE + 1 5% OEFE A2 25 DM 12 fEth 1 8
100 pH6.8 PITFTC. £25%D&EHE %2 25 DHE 0,

HA RZA 212 IRV, 100 Bl TEMET NS HBRRIEITHW T, /N F)bik, 50, 75 [OED
BEHEE T, 30 JDIPNITIEERA], SEBREHAI & I 85% U EBEH T 28546, /N RV 100
OEDBFEHFERZEIEL Th X LEHINTNDZ Enn, 100rpm DB AR ZEE L 72,



- FBRIGR

(50rpm. pH1.2)

(50rpm. pH4.0)

3 85% A EEHL THO. A1 FIA > DH
ERETEEG L7z,

100 - o . 100 . o o
_ 80 + 80 |
\o Q
60 | N < 60 o 7L#/3U 2 0DsE25me [JG)
® 0 —o— 7L#/%) »OD§25me [JG) ¥ 40
B . P e EAEBA (7L AN) 2 ODEEL50
>~ 920 —e— HEHERUH| (7L 77/ > OD$EL50 >~ 20 + me [JG))
. meg [JG) ) 0 oomem
0 5 10 15 20 25 30 0 5 10 15 20 25 30
(99 R (90)
HERRTHD 15 3T NT, BREAINT | HIERRTHD 15 TN T, lBREAIDF

3 85% LA EEH L THO. A1 FIA > DH
ERMEICEEG LTz,

(50rpm. pH6.8)

100 + °
g 80 |

ey 60 | —o— 773 >0OD$E25me [JGI
H 40

o — o EMERIFE| (7L #/\) > OD#E150

20 | meg [JGJ )
0 . s . s s )
0 5 10 15 20 25 30
B (99)

(50rpm. 7K)

100 . . )
< 80
Q 60 o LAY »OD$E25me [JG)
A 40
X — e EHERIF| (7L A\ > OD$EL50
20 ¢ meg [JG))
0 . . ‘ ‘ ‘ ‘
0 5 10 15 20 25 30
W (99)

WS TH 5 15 9Ich\\ T, SEBREAIAE
1 85%L HE L THD . H1 RI1 D
EEAEICES LT,

HIER A TH D 15 2 BNT, REBEAINT
¥ 85%LL FEH L TH 0. H1 RS54 > OH
FHEEEE LTz,

BHEEORIFMEDOHE CFEEHE)

me | | WE TSR (%) ”
rpm) | P | WS (U750 > | g Ly | R
OD $% 150mg [JG)) | OD § 25mg [JGJ)

pH12 | 15 101.3 101.3 WA

_, | pHeo | 15 101.9 100.0 e

pH68 | 15 101.0 100.3 e

x 15 101.3 102.0 e

BHEDORSEONE (B2 DBHE)

g | | WE | EROEHE %) ToEEL0E |

(pm) | PHE | R B/ ME~BAME T15%8@ | +os%E | T

(min) B/ MBE~ AR

pH12 | 15 99.7~102.9 0 fa 0 | m&

50 pH4.0 15 98.4~102.1 0 1 0 1l B

pH68 | 15 98.6~101.9 0 @ o | ma

* 15 100.1~103.5 0 fa o | ma




- o
AEREA & RERAI OB HEBORSEUZHE L2 L 25, WITNOFERFFITENWTS B8
MR RO ETREA O EMZNEEMSARA 1 BT ] OHEREITEES L T\,

PEX O, mBANIEMZRICEE ARSI NT,

ZUANY > 0D 8% 75mg [JG] 'V

[BRERELOENFNREEABRA 1 N T 1 FO—FREITONWT FifK2 SFENRRRDIE
OEREA OEMZENREERERT A FF1 > (P24 F2H 298 EAFEEK 0229% 10
)] IS,

- REEMESUA] . /LA /NY > OD #8 150mg [JGI

< ALTZREEIKHE ¢ A JKYUE

HESE | HAEFS —REBEEHEEE OSYFIUER)

pH1.2 | BARES BHHEE 1R
50rpm pH4.0 | #)7z Mcllvaine DIEER
LR pH6.8 | BARFS EHEERS 2’
K BAREET BEK
100rpm pH6.8 | HAREET; EHAERSE 2 ]
FBRRE  900mL  EBREO% : 12 Xvt)v

SNt | WEsa~x NI T7 14—

AR

- HERLiE
EES | =y o
(rpm) | B e R
PHL2 | (1) iR
PHA.0 SABRBUAIAS 15 9 LINITTFIY 85% L EiSH T B, g 15 51T
50 : B B HBRIA DTV R EERA O TGV R £ 1 0% D
pH6.8 BI2d Do
X (2) 1% D¥EHE
’ SBRBA D PIRS R+ 1 5% DHFEBA S b OH 12 @ 1 {8
100 | pH68 LT, £25%0D#FH 2B 56 DH %,

A4 K51 2 [/S 1)V, 100 EHE CEMT S HBRIEIC BV, /S L, 50, 75 B
VBT, 30 SLIPICERERIA. SERRIA & &1 T 85% LIS T 58 A, /S KL 100
EEOBHABEEIEL Th L) LERSN TSI Ens, 100rpm OEHHBEEEL .



- FBRIGR

(50rpm. pH1.2)

(50rpm. pH4.0)

1 85% U EEHL THO. A1 FIA VDA
EREITESG LT,

100 -~ . 100 . . .
. 80 ¢ 80 +
S 60 L o g 60 .
£ 40 —o— 743 »OD§E75me [JG) % 40 —o— V73 »OD§E75me [JG)
®90 |/ —e—muEm (71775 »OD#150 K og |/ —e—EEERE (FL7i3) »ODSELS0

0 meg [JGI) ) mg [JGI)
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B (90 B (99
HERRTHD 15 7ITHN T, HEBEFINE | HIERRTHD 15 7ITHNT, BRI

3 85% L FEH L THO. A1 FIA DA
ERMEICEG LT,

(50rpm. pH6.8)

(50rpm. 7K)

3 85%LA HEH L THD ., A1 FI4 D4
ERMEITEG LTz,

100 + . . ° 100 t . ° .
% 80 | 2\5 80
gﬂﬂ- 60 —o— 7L//3) »OD$E75m g [JGJ M 60 —o— 7L#/3) »OD#E75m e [JGI
40 | 340
oo |/ —e—mEmm 7L7%) 2 0DSE150 £ e B (FL /%) LODSE150
mg [JGJ) meg [JGJ)
O 1 L ! 1 | ] O ) ) ) ‘ ‘ ‘
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B (5) R (5))
HIEBEERTH D 15 FI2HBWNT, FHEREFINFE | HEEETHD 15 i\ T, HABREFHE

3 85%LA HEH L THO. A1 K51 D4
ERMEITEG LTz,

BEHEEDORIEFMEDHE (FIEEHE)

e | HIE FEREER (%) .
opm) | B | B s Ly | stmmm Uy | HE
OD § 150mg [JGJ) | OD %t 75mg [JGJ)
pH1.2 15 101.3 101.5 =
pHA4.0 15 101.9 101.7 =1
>0 pH6.8 15 101.0 101.0 EE
7K 15 101.3 100.9 =
EHEBORSHOUE (B4 OEHE)
aew | | HE B4 DIEHE (%) FoElke0E |
(pm) | P | /ME~FK C15%@ | xosm |
(min) B A%
pHI1.2 15 99.3~103.7 0 & 0 f& =
50 pH4.0 15 100.4~104.0 0 & 0 f&l EE
pH6.8 15 99.5~103.0 0 & 0 f&l B
7K 15 98.1~103.7 0 & 0 f&l EE




° I‘:Dtgﬁ
B & EERBI OB BB OREMZHE L2 L 25, WTNOFEBRFIZEW TS B8
MR RO ETREA O EMZNEEMSARA 1 BT ] OHEREITEES L T\,

PEX O, mBANIEMZRICEE ARSI NT,

ZL#/3) > OD §& 150mg [JGJ 12
[ RER R D RS R 1 R 54 L EO—HRECOWT (PR24E2H 208 %
BEEE 022958 10 B) ] 1265,

BT | HAEFTS —RelBEEnais OSFnE)

pH1.2 | BAZEFE; BHERS 1K
50rpm pH4.0 | E®7z Mcllvaine DFEERR
[OlER%/ AR pH6.8 | BARF EHEERS 2K
7K BHAZFG BEK
100rpm pH6.8 | HAREET; EHEAERSE 2 ]
ABRRE © 900mL  EEREOE 0 12 Xv )b

O | ka5 T 10—

BRI

R
Eﬁ% B e
pH1.2
pH4.0
50 Lo | BURELAILS 15 5 LIPS 85%L LT B, XU 15 312l
PHO.8 | 2 e o) T 497 SR A EEBUE D ATV SR + 1 5% DB 25 Do
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KEDRNE 8 USE IN SPECIFIC POPULATIONS
(20204 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 [see Data/. 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 andmiscarriage 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
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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
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 (4 of 123 ug-hr/mL) at the MRD.
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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 [see Data/. 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 [see Nonclinical Toxicology
(13.1)] 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
[see Warnings and Precautions (5.9)] 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.

X1 : https://www.accessdata.fda.gov/drugsatfda_docs/label/
2020/0214465040,%20022488s0171bl.pdf (2020/8/24 72 £ X)

LF—AMZUTIE>
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ADEC :
(An Australian categorisation of risk of drug use in B3
pregnancy)




Z% | TROBIR

ADEC : (An Australian categorisation 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.
< http://www .tga.gov.au/hp/medicines-pregnancy.htm > (2020/8/24 7 7

£ 2)
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H) (AZEDOEREICHENT, FRXHFER (BREHTERVUEZLD) RUORENDF
(—EEOFEBIINFE) ME|ESNTND, Fo. RAEKARD 2 B282 2RETHE
MEERISOETH, £ 5 FBORE CTHRBRIEMOERNRE SN TN, ]
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8.4 Pediatric Use

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.
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KEDRME A 15-week, placebo-controlled trial was conducted
(2020 &4 A) * 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.

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.

%1 : https://www.accessdata.fda.gov/drugsatfda_docs/label/
2020/0214465040,%20022488s0171bl.pdf (2020/8/24 72 £ X)
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(20205 6 H) *2 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.

% 2 < https://www.medicines.org.uk/emc/product/5539/smpc > (2020/8/24
77 1R)
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