202055 A%ET (FE4R)
BARZEEmMN)EES 871149

E X & 4 v 4 FE 12— 27 # — L
BARMREEXRIESD | FELEEE2 0 1 SITHEML TER

EHEEIRERERAEH
7S5ty FeEidgSiE TEE]
Toaraset® Combination tab. [EE ]

#I M| 7o ra—F 0 Ok

AR F X S| B LGEEEL EE - EMEOLGTEICIVERTLL)

B om . & LEEH, ITOREEHT D,
h 7~ F—/VIEIRIE 37.6mg, 7 7 X/ 7 x> 325mg

Ll

M & "I~ ERE, TN T2

B ® % £ 4 : Tramadol Hydrochloride, Acetaminophen

AWAFEHHR 20184 8 H 15 H

NERTERKZEAHR . .
. - FEAMELMEI G - 2018 42 12 A 14 H
RMLENE - REFABR | Lo n 20184512 4 14 1

FA% - SUERSE (MA) - | RiERIET - Ay MRt
mR# - RES# A | Kk E o HETHRASH

EEERELEDERL

HE TS BEEYFR— o2 —
L& H» € B A | TEL: 0120-517-215 FAX : 076-442-8948
= BRI AR — AX—  httpsi//www.nichiiko.co.jp/

AKIFIZ2020F4AWET (ES5MH) OFFXEORMICEISHETL =
BT O SCEBHIT, ERNEREIRR AR — A=
http://www.pmda.go.jp/lZ T ZHER T E 1),



I FRIADFSIZOME —BAAXKRBEEFIHE—

. BERA VAP 1— T4 —LEROEE

P R 3R O SR 72 B R & L CEE A ERRMIRA SCE (LUF, WSCEEKT) Bd b,
PR B C R - SERINSE O EFIEHE DY B BB R 3K 5 o E A G 216 7 2 BRI
X, IR SCEICEEE S N E A BT D EICEEAR SRS L E R GA NS D,

IR BLES CIE, YUk EIRIC OV THREBEAE O EIRIE R Y FHF I THEROBINFERSCE 2 LT
WMAEMT L TRLL TE TS, ZOBRICHLERIERZBEENICATTL2DOEHY A L LT
A UBE a—T F—LPHAE LT,

WEAFN63FIC H AP SRAIN 2 (BLF, HIRIEELBET) FiE2/ BN TEERLA VX Ba—T
=2 (BLF, IFEET) ONLEM T I ONCIFRRsESE A R E L, T Ok, EEEFEE T
BB AT EENER=— XD E 51T T, EaL10H9 A 12 BREFEINFES/ NEB S ITB W IR
RLEERH O UWET T Tz,

FIZ10E R L, EEGIEHROBIY FTH LRIERE, EWFTh 5 EREIGOIEAR, BHIC
Lo TIRE « EREBEIIRESBIL L 2% T, FRR20EIH IC HREERBEHRERDICE
W CIFRE# ERE2008 R E S iz,

IFFC#E 2008 Cld, IFAMBLIADH & LTt 2 56, PDFEOEMNT —X £ LT
T8 (elIF) BFRAIE 2572, ZOEHICHDOET, R CEICBWT 76 - iR 08
my, ME&d . . EEREARNEROWET) R EOUETRH S T2I5A1Z, SRTORILT — % %18
MU TR De IFN LI NG Z & Lo T,

AR Oe- IR, () I EEESR OO R — 25— (http//www.pmda.go.jp/) 75—
FELTATAREL oo T D, HAJRBERAIRI S CIE, e IFZ T 2 EHRMLHFRIZME R — 22—
UHRARY A FTHD Z L ITEUE LT, MR H ot Te- IFDIFH 2 Mt 2 ik 2 54 &
LT, fil # OIF DR CEEZME T 28 B HERE L CGREUIER - istd o2& & Lk,
2008F- L VAFARID A X B a—7 4 — LR Z B L7 TR L CE - FHE2Hn L,
WAEFEIZLE - TH, ER - FEHMEIZE-TH, FERORVERFETLH 2B, £22TH
%, IFFLHCETE O —HSGT 21T W IFREREETH2013E L TART HENE o7,

. [F&IE

IFix THASCESOERE M L, EARSOEBREFEICE > CHHEBICLER, EERLOM

HEBOT-ODNE R, TGO T D DI, FFIO 7D O, IO EEH O 7= DR,

L2 BB T DT D DIEHRENER S IR AR AR O ER g & LT, RFREAGTEH

PEARE L, RN D72 D12 Y 5% = 3,0 O RUSE I TR QMR HE A KIE L T D AR
ENEMIT NS,

7ei2 L, SREE - BURAERESICED S b 0, REREZEORIFILS T A BN T D b O K OEEARR
B O AR - I - 32 R E FEEFIFORHEH S 132 5720, S0z 5 &, REEEND

AL ST, SEAIATE O 35RM - HIWT - BRAREIST 5 & & big, RERFEEZTHIEDEND

kA FFOZ EEAIEE LTS,

[IFD#]

OHEITA4R, FiExL L, FHIE LTORAS v ML EOFER (MFIFMmL) T L, —6aRv
LT D, 2L, A SCETHEME - RTEEHAOESAIE, AT/ b LT 5,

OIFFEHEEFEICE S X ER L, KHEBEAITIT Y v 7K CTReHEiT 5,

Q@FMOTHEITH — L, FHISHT CTHIFEERD MFRIAOFF & O] o2 EEHT5 b
DEL, 2HIZE O D,

[IFDYERK]

OIFEEH & U ClAl oG8 (NWAA, E5A, SAHAD ICERSh 5,

OIFIZFEHE T D2 B R OESIE H IR R E U7 IFFLE eI LT 5,

O LEONEZMTT D EDIFOEEIZIH > CTHLERERNGTH I ND,

ORGSR EOFEEICET 2 b 0, BERESEORIAE ) 2 B3 5 & O K OSRAIA 2 13 U D EF
PEFEE DAFHM - BT - SR RE FHICOW I REE S e,

® TEELA X B a—7 4 — L5 EHE2013) (LLF, [TFFEHEEE2013) EBET) (2L 0 1Bk
SNZIFE, BEATORME AL L, LEIZS U TEAENE AR (PDF) 2 SHEIRIL
TR 2, BETORAKIIVAETIERD,




3.

4.

[IFDH1T]
O [TFFC#EEAE2013) 1F, FRk254-10H LARRICAGE SN B B & 72 5,
@ LA DEIETIZHOWTIE, [TFRRHEEE2013) (2 X A 7ER - R38R SN b b o TidZAu,
O EOEEOUGET, FEARM R UIFHMAER BRI A% SRR QN # G E
DIERZEN 72 SH, FLHETRENBENKRE L LD HAITIFIFNSKRT S b,
IFOFAIZHT=>T
[MFEEZEAE2013) 1IBWTlE, PDFY7 7 A M L A E TR CTORMA AL LTW5, [HH
Z R4 2 AL, BFEASEIB L CRAT 2 Z EBNREAITH 5,
BABRDIFIZOW T, B3R5 E RS BRSO 3 L R a T IR LR — 2 — 12 i
LHTMNERE SN TV D,
BURAEET TR A VX B a— 7 4 — MMERO T X ) 10> TER - 121163223, IFOJFUS %A
BE z, EEBSGICAE LT A ERSCIFMERRRZFEH LW E RS IOV T REERE O MRS
DA UHE 2 —IZ LD IEKIER SRNFERESE, IFOFAEEZEDLILERD D,
Flo, FERFSGT SN A EORESEICET A2 EFRICE L L, IFNSGTSN S £ TOMIE, %X
[ S 0D BRUSER s 3 7N R0 2 TR SCEERO I N B B SCELE, B D VLI BN [ R SR AR Y —
2HNZ L HEAIAREE E ST 5 & &b, IFOMEMICHT- - T, EFTORMN CEL EIRLE
PR SR IH AR AR — A — Y THER T 5,
2B, WAL EEOHRO SO LB SN TV D TERERE < [ E24NE TORFERM
(BT DB SEIIARFHEICEADI Z 0DV, TORRWICIFE+I-ETRETH D,
FIAICERLTOEER
IF % 3RARISE O B EBICBWTRNT Z ENTERWVERGFRFEE L UEHLTHEE -, L
L, BERESCEFRAEEL Vo —rarya— RECL I LY, REREENEERGIEH &
L CRAETE 2HEICTIIATEMAND 5, IFTRREOTEHBEEZZ T T, YiZER L ORI
EPMERR - RIET 200 THLZ LD, Fifll - REUUTHINZZ T I 225202 E 258 L T
B s,
FRIEPEET, IFAH L ETHIRMICELZMTT H2HEREM THY, 5% ¥ —Xy b TOR
BRSE G N E 2, BEHVE L REBENCHAE L2V E 9 BE LI SN TWA = & 28 L CIEH 4%
EHTDHERD D,

(201344 H &7T)
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I. BiEICEY 5RE

1. BARORE
AHENT N T~ R— ikt /72 N7 X 7 = U EERD & B8, o %R
BIRAICTH D,

(7 J%y FEEEEE TEE]) 13, =LAy B =—P A RSN RIEEEMS L LT

A L, BN OGREBRTEE2RE, MR, AR A2 L, 2018 4 8
H 15 BICARZEASL, 20184 12 A 14 HICIRGEA# B L1-, CGEREI 1121 2 5 (F
K26 411 A 21 H) 2SS KGRHGE

201944 H 1 A=V Ay K =—VP A KRS b 2y RS ~HA4 LT S,
HE TSN lGeTHZ & ol

2. HWAOBRZFN - WEIPHORFE
(1) RANZ ST~ R—NIERRIE 78 T X 7 = U EFHI & T D8R /R %A

(4)

(5)

IRIRAITH 5,

AMEZ D DT, BERIREICKGEA, BEICKS4 % L —F—HITF LT,

PTP o — MIE v Fay hm—A &, 16D LIRSS, Gk, RGHH, GS1
T A N—" R LT,

ELEH I RBRE 2R3 BED TBAEE) &, Mo, IR, ®iE%HKS, GS1 77— —%
L L7cUI 0 i 2 I ftETh D,

HARZEIWEH WEAH) LT, vavyr, 7F7 40 7% —, &8, ERELR, K7
P, e R R EE SR A iESE  (Toxic Epidermal Necrolysis : TEN), FJ&REIEEIRGE G R
(Stevens-Johnson JEERE), SMENFEMEREVENGEIE, MEMEM%, MEMEER, S
EEE, WEFRIEOFHFRE, BUETK, FTHERERET, UH, WORIEREUDIE, PRSI s
INTND,



I. A9 %I1ER
1. ER5E4
(1) 4

FT Tty LG EE TEE)

(2) ¥4

Toaraset® Combination tab. [EE |

(3) AFDHE

AARY =3 U v VRIS « A AL X T = FR D R LI R ERL O —7 7 FA LY

2. —4

(1) & (&4&%)
N7~ R— VR,

(2) ¥4 (@4%

TERTI 7=y (JAN)

Tramadol Hydrochloride, Acetaminophen (JAN)

(3) RATL

FT7< =/ ZOMOERE ; -adol, 7T FT7 I/ 7= A

3. EEXILRER

k7~ R— VIR TENTI )T
_CH,
| ~ OH
L7 e, NI
7w o E ]
T /l P
OH et P N
3
B USRS RMER H
“CHj
4. 2FRRUVSFE
k7~ F—/LHEleE 4373 Ci6H2sNOz » HCl, 75 1% : 299.84
TENTI )T 4373 CsHoNOz, 47 & : 151.16
5. L4 (GfiK)
kT~ F— VIR (1RS2RS)-2- [(Dimethylamino)methyl] -1-
(3-methoxyphenylcyclohexanol monohydrochloride (IUPAC)

TENTI )T N (4-Hydroxyphenyl) acetamide (IUPAC)
6. {BR4, 4, KBS, B8

Fricia L
7. CAS B#RRES

kT~ R— Lt EstE 36282-47-0

TN/ Tz 103-90-2




. HMESIZET HEHE
1. YEEFEHER
(1) 448 - 5K

N7~ F—/ IR

HAEOFEEIEOH R TH 5,

TN )T

HEE ORI mEOBmETH 5,

(2) BfEHE

N o~ F— U HiER

RIS TEHETRT L, AZ /) —)b, =& /) —)b (95) XIiIHiEE
(100) IZEETOT U,

TENTI T2

RKiFEA X 7 — N F=F 7 —v (95) IZIEITRT L, KIZROREWITIT
<L, PxF o —T LR TEHEITIT W,
AREIKREE LT b Y o AEIRICTET D,

(3) Wit
BRI L

(4) BR (S8R, BR, RER

T~ R LR

B . 180~184°C

TENTI T2

B 169~172°C

(5) BRIEEMETEH
R L

(6) HEFRY
SRR L

(7) FOMDOELRIEME

T~ R LR

K DKEHE (1-20) (T2 R S,

2. AMBSDEREGTICETIREL

LB L
3. EREHORERBEL

N7~ F—/VIERRE

(1) ERANATHEE S R E vk
AKEDOTH ) —NEERIZ D ERINAT fLvZREL, KD A
XY RV ERFEDSBBART MLERERT D L X, WE DALY
MUVIXE RO & Z AIZFEBEOEE ORI Z7B D 5,

(2)  FRINRIL AR S VRIEE
BALH VU o AEERNEIC LV RBRZITV, RO AT b LR
DBRARY MRS A L&, WHDO AT FUVIEE—HEK
D & ZAIZFREEDSEE DRI 2788 5,

(3)  EMERIG
AL D KSRITIEA ) O EMG (2) 225,

TN )T

TRINIIL A7 R VI E
AL Y 7 AEERNEIC K 0 RBR ATV, RO AT L EREDOS
BEANRZ NAIETE NI ) 7= VEREGORT NLE T 5
L&, WMEBDOARY FVIEE D & Z AIZFEREOTREE ORI % 7
Db,




4. ARG DEEE
N7~ N—/VHERRH PR 1L

Adh R L, WERR CRMET b,
TENTI )T SRS AT L BRI TE VR
BN R OMBHETRIZ D&, KEaXtHE L, LI v THREE T

12X WERBRAITVY, HE 244nm (2B BWIERE Ar KRN As ZIET
%,




V. ®FIEHI HEE

1. FiW
(1) FRORZ, NERUHER
L 7 i 1" I
e HIH T(mg) ERmm) Hfmm) &S (mn) == |
., ) F: T Ity NEAEE
— 7 D St FST E—LaRE f
KT 7t D4 k 7//);;;5% - bgﬁéEjEi) (?ch?a;jxy) - EE
Bl AE TEE) . B T~ F— L iERE
TA TG FERTI ) Ty
#1431 K152 £16.4 #5.1 h

(2) HFOMHE

(NV - 4 WA OBFRSEIE TR D22 EM] DEHSHR)

(3) #Aa—F

(MNV - LAOAPED KR, SR OWER ] DIESH)
(4) pH, ZBEL, E, LLE, BEODERUREL pHEE

BRI L
2. BFIOMR
(1) HHRS (FERS) OAR
15E, UTOREEHT .

k7~ F— ViR 37.5mg, 7 & N7 X/ 7 = 3256mg

(2) Fm#

WO TRbER, At ouoRa g, A A —RABNT T A, BEEKT A8, BT X,
=R b, ATT VUSSRV A, ALY, e An—RA, RYE= LT La—L

(Fo3 1 Afen), ~ 2 v 2—/1 6000
(3) T
Y RLHEEREH AR L
3. BEX, IHFOSBEICHT HEE
B LR



4. WEODBEEFHTICETIREE"

(1) IEFAER

IEEER (40°C, 75%RH, 6 » A) OfER, b7 7ty MidEsE TEE] (B&ai) 13,
O OTIGTEER FIZBWT SHEMZETH D Z &ERHER ST,

ONMERER [k oiEmre (PTP @) ]
HIEHEE LRAFHIM
<k > BH #h 1% A 3#»AH 6 »H
PR o A o A o A o A
<D T NI Ta—TF 4 L ThE> Le Le LE LE
R N ~ — B
(HPLC) e
#iEER (HPLC . . . .
pE (HPLO) i i i h
G — R (%)
l k7~ R— LG ERE 0.82~2.42 — — 0.84~1.73
Al <15.0%LL F >
- Gl — R (%)
M FERTI )T 1.26~3.78 — — 0.60~1.73
<15.0%LLF >
= N 73 0,
v %?‘50},\ ’Sﬁ%jig’) 98.0~101.5 98.1~101.7 83.6~102.3 97.0~102.0
H:'l )7\; (4
, Tr7 /72y (9
3 <207% /85;&1(;]) 96.9~100.7 97.1~100.9 97.1~100.5 97.1~102.0
NS~ P/ RRER (%) 2
" 5.0 105.0% 98.47~99.23 98.42~100.25 98.51~99.86 99.61~100.53
i3 + 3 N ) ¥
w7 27;5 0/ TOZZSO/(;O) 97.39~98.44 98.44~99.44 98.46~99.24 99.00~100.01
U~ U%

1 (i) O~ OFEEWE : 02%U T, @kEEYWE T 73/ 7=y, FIR—LEQRTE T/ Tz
HROEZEYE (RRTH 0.54, 59 0.61 KO 0.79) 1FFR<) : 0.6%LL T (i) @RRT K045 4-TI/ 7=/
—/1) : 50ppm LA R, @@LIS DO 2 OIEFHE : 0.10%LL T, O@UADRIEZME : 0.5%LL T

X2 RAEICHTOEARE (%)



(2) RBEOREMHR

FEHOERICEHT IR
AREEHZIIKRBEZZ T TRV EICBET D IF A G £ 5,

HER IR RS LTV OAAE S B
EFNTEY, HLETHLEHEN TV LIRBRFETHONTMBELEFELE LTIRRLTWVWDS, ERERE
FENEEREHAZ T2 ETOBBEFERTHY, 7IHEE2RTHO TR,

AR - 2017/11/1~2018/7/13

g (N) n=5

OmmdE 40°C LY, KBRS
ARERTE H =IO {7 I
<HI > ik B A 1% H 3#» A
Pk n=1 TACFC0001 WEEBD T 4 LA WEEBD T 4 LA WEHBD T 4 LA
<YIRODT 4 N IDT—TF 4 L TEE> a—7 4 VU ITkE a—7 4 VU ITkE a—7 4 VU ITEE
il R n=1 . . .
f’ilﬁ?f TACFC0001 o TR A
] k7~ F—/LiE R n=6
ﬁ <304, 85%LLL> TACFC0001 97.9~99.4 99.5~101.7 98.8~100.2
M TERINTI/) 72 n=6 - — ~
<3045, 85ULLES TACFC0001 97.5~98.9 99.2~101.3 96.8~99.6
N7~ R (%) 2
o~ 122 < 05.0~105.0% > TACFC0001 98.12~98.25 97.90~98.05 97.13~97.89
s TERTI )Ty %) 2
n=2< 95.0~105.0% > TACFC0001 98.51~99.87 99.35~100.39 99.04~99.50
Bl
(25 ) TACFC0001 183~189 187~198 184~202

K1 (i) Offlx OFEEWE : 0.2%LL T, OQkERYE (TR T/ 7=y, I R—ARORTEINTI /) 72V
HSkDOIEZWE (RRTHY 0.54, #90.61 K ONH9 0.79) 13<) : 0.6%LLF (i) @RRT K 0.45 (4-73I /) 7=/
—/L) : 50ppm LA T, @@LAOME %« OIFEFH'E : 0.10%LL T, O@USOREEZME : 0.5%LL T

M2 FRRRICKT D EHE (%)

OMmalEE  25°C - T5%RH

LEE, Bk

ARERTE =ETN PRA7 A
<HI > ke B AR 1% H 3% A
Mk n=1 TACFC0001 WEHED T 4 LA WEHED T 4 LA WEBD T 4 LA
<YHEODT 4 VB a—TF ¢ LT EE> a—7 4 VT a—7 4 VT a—7 4 VT
HE SR n=1 . . .
R TACFC0001 e e o
] kT~ R— ViR n=6
ﬁ <3045, 8BULLL> TACFC0001 97.9~99.4 99.2~101.3 98.9~100.4
M TERINTI/) 72 n=6 - — ~
<3045, 8BULLES TACFC0001 97.5~98.9 99.6~101.2 98.9~100.0
N7~ PR (%) 2
o~ 122 < 05.0~105.0% > TACFC0001 98.12~98.25 98.96~98.99 98.84~99.06
s TERTI )Ty %) 2
n=2< 95.0~105.0% > TACFC0001 98.51~99.87 99.45~99.71 98.64~100.19
Bl
(25 i) TACFC0001 183~189 181~196 177~194

g (N) n=5

K1 (i) Offlx OFEEWE : 0.2%LL T, OQkERYE (TR T/ 7=y, I RF—ARORTEINTI /) 72V
HSkDIEZEWE (RRTHY 0.54, #90.61 KO 0.79) 13:<) : 0.6%LLF (i) @RRT K 0.45 (4-73I /) 7=/
—/L) : 50ppm LA T, @@LAOME %« DIFEFEH'E : 0.10%LL T, O@USOMRIEZGME : 0.5%LL T

M2 FRRICKT D EHE (%)




Ofatt:  25°C - 66%RH, Bt [3000Lx, ¥ v —1Ll, Bkl
ERIE =R AR
< JHHE > H BHAGEE 60 77 Lx*hr 120 77 Lx+hr
PR n=1 TACFC0001 RHEBDT 4L A RHEBDT 4L A WED T 4V L
<YIBBD T 4 NI —TF 4 v TEE> a—F 4 VU EE a—F 4 U IEE a—F 4 VI EE
/(\@J;Lf%‘itw =1 N N N
*<%?f TACFC0001 A A W
kT <= R— L5 n=6
(H@. 23045, SBULLLS TACFC0001 97.9~99.4 99.7~100.7 99.4~100.5
P TErTI/ 7= n=6 N -~ ~
<304y, 85ULLES TACFC0001 97.5~98.9 98.6~100.7 97.8~100.2
kT~ B U (%) *2
- 1e9< 95.0~105.0% > TACFC0001 98.12~98.25 98.43~98.54 98.56~99.38
=8 TERNTI )72y (%) "2
=2 < 95.0~105.0% > TACFC0001 98.51~99.87 99.00~99.34 99.32~99.42
(BE1#H)
B (N) n=5 TACFC0001 183~189 176~188 175~194
X1 : (i) O~ OEEWE : 0.2%0TF, @QlEgmE (T2 7/ 72y, PIFR—NAKEOTERTI /) Tz
HSkDOIEZEWE (RRTHY 0.54, #90.61 KO 0.79) 13:<) : 0.6%LLF (i) @RRT K 0.45 (4-73I /) 7=/
—/L) : 50ppm LA T, @@UA O % OIFZEWE : 0.10%LL T, ©O@LAORIEZWE : 0.5%LLF
X2 HREICHTLIERE (%)
5. ARERVBRBREOREH
% L
6. FILDEEZEILL (WEEFENEL)

Y L




7. B

(1)

BHRR

<bFT7 Ity MiLGEE TEE] >

R EIR L OAEM LIRS A KT A VD EHESOEIZOWT CFEAk 24 52 F 29 H
KA SEA T 0229 5 10 &)

(FS< F—LiEERE)

AR

EE AR EHERERE N RE
[al#sdg M OVFRBRTE - 50rpm (pH1.2, pH4.0, pH6.8, 7k), 100rpm (pH1.2)
[l ]

« pH1.2 (50rpm) T, AEAERAIRL OAGIZE HIT 15 2y INIC Y 85% L1 EysH L7,

- pH4.0 (50rpm) T, AEAERAIRL OAGIZE 1T 15 2y INIC Y 85% L EyRH L7,

- pH6.8 (50rpm) Tid, AEAERAIRL OAGIZE HIT 15 2y AINIC Y 85% L1 EyRH L7,

- /K (50rpm) TIE, FEHERIKI N AT E BT 15 43 LANIC Y 85% LA BisH L=,

- pH1.2 (100rpm) T, FERBRIKDO 50rpm O HRER T, 15 4 LAPICEERERIF], ASL &

BT 85% LA EIRH L7=72%, 100rpm DR HEER &AW L7-,

Uk, +7 7%y MEEEE TEE] ORI b7~ F—/VERREIZOWT, EHEE 2R
R (BlE8E, 37.56mg) &ILERL7-fiR, ®TORBRIKIZIHWT MRRERL O LYY
FIRIEMERRR AT A R T A ) OHEEREITEA LT,

¥ y
(V& Hi )
TSR (s © 50rpm, BRI : pH1.2) MDD (=g - 50rpm, AN © pHA0)
100 F - 100 F . &
pa—
80 - 80 F
i e f o & e} e
# S #
o 40 F : % 10 F
w0l /o wt /.o
0 1 ] 0 L ]
0 15 30 0 15 30
R[] (55) IR 4] (537
—e— Ty EE ] senneQueees EHIEREH] | | —e— [Ty EE senneQueees EHIEREH]
TSR (=L : 50rpm, GRS © pH6.8) RS (IR %L : 50rpm, SRS @ K)
100 | — 100 o
80 + 80
‘ﬁ 60 | o ‘ﬁ 60 |
i i
o 40 F % 10 F /
ol / o 0 4O
0 1 1 0 il 1 1
0 15 30 0 15 30
g (45) IR 4] (537
—e— Ty EE ] senneQueees EHIEREH] | | —e— [Ty EE senneQueees EHIEREH]




(P 72/20xY)

AR S
g AARERS  BEHRERE N RUE
[al#sds M OVRBRTE : 50rpm (pH1.2, pH4.0, pH6.8, 7k), 100rpm (pH1.2)
CHIE]
- pH1.2 (50rpm) Tid, FEVERAIROARMIZE HIT
- pH4.0 (50rpm) T, HEAERIFIR OAMITE HIZ 15 53 LAY 85% LA BiaH L=,
- pH6.8 (50rpm) Tid, AEAERAIRL OAGIZ E 1T 15 2y IS Y 85% L1 EyH L7,
- /K (50rpm) TIE, FEAERIKI K AT E BT 15 43 LAPNIC Y 85% LA Bis L=,
- pH1.2 (100rpm) Ti¥, FERBRIKDO 50rpm O HRER T, 15 4 LAPICEERERIE], A S, &
I 85% LA FIRH L7272, 100rpm OIFEHRBRZE M LT,

15 4y LANIZ ) 85% LA FIwH L=,

ik, v7 7%y MESEE TEE] OB S T2 FT 2 720200 T, IRHZEE) & 1
YA (BAA8E, 3256mg) & H# L7=fE %, 2 TORBRIKICBWT [HBREEEKS DAY
RIZMERBRA A R T A > ) OHEEREIEA LT,

VR 9
(T H )
R (L : 50rpm, RERHE : pH1.2) DY (MR - 50rpm., SUSHHE : pH4.0)
100 | 100 F
80 | 80 | -
" " o
60 | o i 60
# #
o 40 F % 40
20 + o] 20 ---"d
0 o . / 0 s
0 15 30 0 15

IE5 1Y (53

o RN |

—e— 7Ty G EEE]

IE5 1Y (55)

e Qe il

| — o [P EE

IR ED (gL © 50rpm, AN © pH6.8)

N EE (ol S0rpm. B © &)

100 F o |
80 | _ 80 + g
Fjg 60 | Fjg 60
% 40 F ) % 40
% 2 ’d
wt /O w0t L
0 L ! 0 1
0 15 30 0 15

IE5 1Y (53

—e— 7Ty G EEE]

o RN |

IE5 1Y (55)

e Qe il

| — o [P EE
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10.

11

12

13.

14.

. EPFHERBRE

BB L

. BFIROBEMS OHERBHRE

Wik~ 777 44—

HAEHEEDO N7~ R—=n e T NI ) 720 OE—27 ROERERBKEO T — 7 OREF
FFFITE LV, £, EN6DOE—7 OWINARY hUIFE—ERO & Z AR O R

DRI Z 788 5,
HED DA DEEE
Whhkrvu~s777 14—

Mg« SRR R

BEE K, 77 k77, NIZFAT Iy, MU 704 oligiRiK

balli

YL

BAT LSRN H LK
Y ER L

ABNLELGRR - NENFHRLCERICET S1EH

% L
sl
Frlz7zza L
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V. ARICEET HIEHE
1. FEEXIEER
A VA A RER A CTIRRIREE 2 TRUR IR 2 8F
DS ANENBMEIE TR
Pt 1% OIE S

<#hik - SHRICEAET SFERLOTE>
B ABE BT, TORFIK & 2588 E0RZ, DR - (23RN, KIED
A Y TG AR IR W ATV, ARAN OG- DG 2 EE IR 5 2 L,

2. AERUVHEE
FED AR MR TR
R, AT, 1E18, 1 A 4ERAKET 2, REHRIT 4R EZET 2 2 &,
B, JERICIG U CHEEET 528, 10 28, 1 H 82 TR LAV &, F1z,
ZEERF O G ITRET D 2 E A E LUy,
Ptk 1% DR
W, A, 1E2 82RO ET 5,
¥, BN T LAY, BEHRE 4 RRIDLEZES, 1R 2468, 1 H 8B TH
HLpWZ &, £, ZEEKEORGITHRET D2 ENEE L,

<M - AEICEET SERALOFEE>

(1) #5 ok
BV EF BN T, ARG 4 Bz LT 2B 520808
FoNRNGEE, MOBURIBR~OER 2G5 2 &, 72, EHMRIITIE
WEROHHRZMRB L, &EGOMBOMLENEIZ OV TRETT 5 2 &

(2) &Lk
BMEER BRI NT, KFORGEZLEL L o lomaid, IBEIER DI
BB <TedIiciha lZET 5 2 &

3. ERERHIE

(1) BET—421\v45—o
MBI L

(2) BBERZHE
MR L

(3) ESRREIBHAER
MR L

(4) BREMHER
MBI L

(5) MREERIEAER

1) BEALEETRAERGHER
MR L

12




2) HEEAER
M EE e L

3) REMRR
BRI L

4) BE - WERFER
BRI L

(6) ARAIBEA

1) SABERE - BECEARERE (FIHRE) - AERFTEREBRGR (TREERKHEER)
M EE e L

2) RREHLLTEREFTEORNEXIIEE L -HABROBE
PAROrAN
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VI. EFEE(CEHI HHE

1. EEPHICEEEDHSHILEMXITLEME
bS5 < F—ILIEERE
BV REREREKFNY), A% a2 RUEBRE KR, 274 U REKFY
T 72/
TI) T2/ =% TxSfEF
T RToNVERFR : AT o AR, TVT =T A
FUVFAESR : TAEY Y, HUFATIR, =7 IR
vovuar%k: ALYy, TV TR
Tz VTR EF MR AT T e T
WRMERAIR - AU =)L, WF 7T IR, HBox I

2. EBEER

(1) EREREL - ERRF
AFNL, FIT~R—NEBEROT Y T2 ) 72 ORAFITH D,
~ 7~ F—EBEIL 2T A SRPUOGHIEEHTH Y, 59 MORFEIFE TH 5, £ DA
WEAO—MIx /Lo x 7Y vitn = ORVARMEICE VAT D, ¥
T N7 7o IRBERIECH D, v uA XSV IREERITA LR L, FUR
THEOMIRFRE FAXIAEH L C RS M8 2 3Rk S8 TR A T 5, SR ER TR & RN
REORERBMEA =005 2 Ltk b efEsns, ¥

(2) ENZEFRS T HEEBRAHR
M ERR L

(3) {EFAREEME - FHRERRE
M EE R L
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VI. EWMERICEY 5RE
1. mMAREQHT - AEE
(1) ‘BREAHGMPRE

BRI L

(2) JEMhiREESERM

(THRIRRABR THERE S 7o i iR ] DIES M)

(3) BRERERTHEESh-OHRE"

BIEEIR L DLW FHIRIEMERBR T A NI A L EO—EIEIZ>WT (CERE 24 42 A 29 H
HAFRIE 0229 F 10 &)

FT Ity MELGEE TEE) SAEMERGH (BEH) %, Z v XA —"—iklZi v EhEin 1 8
(Fo~ R—uiEgtE e LT 37.5mg KO 7® F7 X/ 7= & LT 325mg) fEERk A B
KA THERRO#E L CEFO F I~ F— I EOT® N7 7= BEEZIEL, 5
SN HYENHE T A —4% (AUC, Cmax) IZ2WT 90% IS X EEIC THEHIENT 217 -
7o fER, log (0.80) ~log (1.25) OHFPHNTH Y, WHIDEYZIFZEMESHER S Lz,

<kFSTF—IL> <FPEW PE/)T7x2>
(ng/mL) {ng.;'m].)
or & TR A STEE 000 & TR A TEE)
e BERH (5EA)) ffi oo B (B
i = Mean*5D. (n=24) 44 5000 | = Mean+5D. (n=53)
ﬁ‘yf 150
b
Z, i
R 100 Y
]|/ . i
3 :
HE :
50
0e $ . .
01235 8 12 24 36 48 0123 5 8§ 12 24 36
g [ (hr) g [ (hr)
1 $R4% 565 ) 15 M3 ch 3R E 15 1 $R4% 565 ) 15 M3 ch 4R B 145
[P EFRI) /N T A — 4 ]
HE/NT A—H BENRT A —H
AUC: Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
Vb VA AN
S + + + +
Z FiAgE TEE) 997.2+370.9 160.6+35.4 1.1+0.4 6.0+1.1
. 5 74 L
R PRIERA] 1008.3+376.7 | 165.7+51.9 1.1+0.6 6.0£1.2
| (BEA)
T N7 Z%& v b
4 + .0x0. O£l
Z -1]? Bk TEE) 17220+5158 4815+1407 1.0+0.6 3.9+1.6
v i
17 *T(;i%)ﬁj 1727044837 4826+1571 1.0+£0.8 4.2+1.9

(15285, MeantS.D.,n=24 (F7~ K—/), n=53 (7 T I/ 7=)))

MEPIRAEEONT AUC, Cmax 50/37 A—5 3, BIREOBR, (KROTBUALL - 1
FORBAEIFC L > TR B AN B 5,
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(4) hEs
M ERR L
(5) BE - fHHAEDEE
(TVIL - 7. #HAAEH) OHEZH)
(6) BEH (REaL—P3y) @BHICKVHIBAL-EMERSEEEER
M EE R L
2. EMEERI/NTA—5
(1) BiTHE
M ERR L
(2) BRIGEEEH
M EE R L
(8) "AATFRAFEY T«
M ERR L
(4) HREETEH
M ERR L
(6) VU7 VR
M EE R L
(6) HMER
M ERR L
(7) MFEQHEE
M EE R L
3. R
M EE R L
4. 5
(1) mi&-KEIFE@EE
M ERR L
(2) mi&k-RadERIrEE M
(TVIl - 10. #ds, pEfw, FHMME~OEL] OHESH)
(3) it~
(TVIL - 10. #Fhw, PEST, RIASF~OFEEG] OHESH)
(4) EBEA~NORITHE
M ERR L
(5) TOHOBEB~DBITHE
M EE R L
5. K&
(1) KEBMELR T BHRER
M ERR L
(2) KHICBEET HBE%R (CYP4S0 &) D4 FiE
kT~ F—uix, FEICEMNRHEEEE (CYP2D6 K1 CYP3A4) (2L - TR#EEN 5,
(3) HEEBNRDERRVTDOEIE
M EE R L
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(4) KEHPOEEDEERULLE
MG R L

(5) EHERBMOEERI/ITA—42
BRI L

6. HEitt

(1) BEERAIR UHERE
MEERR L

(2) Btz
A ER e L

(3) BEMtERE
BRI L

7. FSORR—2—IZE8T B1ER
MG R L

8. EMEICLDKRER
(TVIl - 18, W&EEE ] OHEZBH)
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. £ (FRELOZES) ICH9 3I1ER
1. BEERELZFDOHEA

g | 1

(L]

(1) FRNCKYEELHEENRRTE2ETNLHILITEEL, FEFT7E/ 7200
1 BEMN 1500mg (F#Fl 4 f8) 2 BT RAETEHBRET HIHEICIE, THMIICHF#
BEEEHERTILE, BEICRETHI L, ([EELEXKIEE] OESE)

(2) FFNE FSTR=LLXFETE M7 I/ 2z 0280M0ES (—BREEREZST) &
DOHAICKY, BEBREICEIHTANHDII LN, ChoDRFLOHAEHEITS
&, (MBERS) DESE)

2. ERARLEOER (RAERZEV)

[ (ROBHFIZEBEELENI &)]

(1) 125RGEO/NE (VNRE~DOERE ] OESH]

(2) 7ova—, HERA, $#mA, 444 FERASUIMBHIEIC X 22 EmEHEs (T
FX AR I M O i 2 B L S o823 H 5. )

(3) &/ 73 UMfbEEE (MAO) PREA] (B XU UM, 9 XU v AR,
7 4 RAVOVERR) RGO RE, TG IR 14 BN O B (TFEEM )
DS ]

(4) FTNA7 = SRR Z RS5O BE OIRGHIE% 1 ERUANORE (HHEEH) ©
HZ M

(5) JRIRIZE D FOREHENENTHARWVWTANAERE UERNEILT I BETNRH 5, )

(6) WHWLMEERG O H 2 EE DBk BT o8 dH 5. )

(7) EERMKEORFTOHLEE (EEREREZ L 2BENNRHD,)

(8) HERMEEDOHHHBEE (EHEREREZ LI IBTLNRSS (NAEKRYS ) OEBM]R),)

(9) EERBREFOLHLEE (HERERLZELELIBZENLRH D,

(10) BERDBEREOH 5 BE EERADNT AN BRI, DRENHEET L BEN
NdH5,)

(1) 7Av Y Uil GEAT A FANZ X 2 ERIEDOFHR) X OEREDO H 5 B3
(TR UMBORIEIZ T 0 RAZ 75 DU AREERANESE LTS EEZD
nb,)

(12) AFN D% LisoiE OB LD & 5 B

3. MHEREHRICEHET SERALOIEL TDEH
(TV. BRICETSHE ] 22 8)

4. AERUVREICEET SEALOZIEE ZDOER
(TV. BRICET2HE ] 228)
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5. RERSARLZTOER

EERE (ROBEICFEEICRETSHCL)
(1) A4 FERAZ &G TOBE DEREIEOK TN O 2 kTt h i &

5 (MHEIEH] OHZH).]

(2) TADLAFEDRBEREIIZNO OBIEROH 5858, H 25 WITRERIEDOMLRA T

(BHEBSME, R, 72— L AT OBERUEL, HRXEERYES) 2 H 358
B OURRRIEZFZRTHIENRHDHOT, AFEGHITBLEE+SIITH> 2 L)
FERNHILRRBIC & 2 B (FELIH 2 R 2 B8 2h i & 5, ]

MR EERIEE O & 2 B (FFRIHCHEBENIED LR ZkTBEZh R s 5, )

W OFELH T IEMEAFER OB 5 BHE URFHEEZE LT, )

FEHA RETRAN 3 L BUE OBEEIED & 2 B3

a vy ZIREEBICH 5 BE TERA MR 2R 282N dH 5, )

FFBEE SR E, WX OMERO H 5 8E IFSRE UL BREREN BT 5
BENRH D, £, MOIMHRENEHE L, EHEKORTER BT 2801 H 5
(ARG OmESR),)

HILHEB OB O H 5 BFE THLHEREOBREEZRET 2 BENRH 5, )

MR DR X TEOBFEDO H 5 E2E EEELEZTBEN1H D, )

HIMEER D& % B U/ MUERBEREPNEZ D22 0D 5, )

ODHREE T O b 58 UEIRDET D820 H 5, )

R IR DB D EE UERP BT 28001 H 5, )
Tva—NEEERE FEEND b <2 (FEEH) 0EEBR),)

fof < (RSRBIREE - BRBELRICL D INVEFAURZ, BKERDOS D HBEE FEE
N HonT <725, )

g ([EnE~0#E] OHESHR)

19




6. EELEXRKIR L TNEHRVBRESZE

(1)

(2)

(3)

(4)

(5)

AFNE, 18T T~ F—HERE (37.5mg) KO\TE RT3 7= (3256mg) %
BUREHITHY, NI~ R—EeTE NI 72 NGFORERPEETL2E8Z1
W DT, WYNIAKIOMER 2T 52 &,

HC LV EMKFEZECD ZLBHLDOT, BEL 2T, BEEIZKRETLZ L,

(TERZ2EWEH] OHEZH)

HL, g, ERSOERNRS LoD Z ENH LD T, BEEHSICITY, E - IR
M9 x5 & U CHIEAIOOFE 2, SRk 255K & L TR TRIOFHZ B &S
L7 E, WUIRAEEITI Z &,

IRE, HFEV, BEMEINEZ D2 E08H50T, AFIEEGHORBEIZITHBHEOER
ESER AR O B OB EICHEE S TR WL IEETH 2 &, ok, EMIHAICEY BE)
HERIZESTpl b HEIN TV D,

JYYE & RBE (LT 2 B8EN R HH DT, BIEE+2ITITH 2 L,

(6) BEERTEENHITLBENMNHLOTEETLZ L, TN /72001 AR

Y 1500mg (A 4 $8) ZEd mHE CEMELG T 258 1 IEHRICIFERER A 2
TV, BEORELZ+DICBIET L2 L, GHETRS LB ERIKGT25GICH-T
IXEHRICHRERER A 21T ) Z N EE LW, £, BHETERETIHAR ST
BEOREBEL+SITBET D L &I, BEDNROONGEITE, BE, KEFOHE
I EAZ#E LD 2 L,

R AN L DIRRITFIRRIE TIE R, MERIETHD ZEICHET D Z &,
HERIERANE DOV A7 BNEEINT 28EN0NH 5D T, 18 Al O AL, PHZEM: IEIR
IRF R R X e MR B2 T 2 BE I G LianZ &y
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7. #HEEH

kT < R—Li, EICEMR

(1) StRER L EDER
HRAER BRALGLCZ L)

HEEE (CYP2D6 TN CYP3A4) Ik »TREtEn %,

KA F

GIRAEIR - FEFIE 7 5

B FE - SRR IA

MAO BHZE A

T LX U R
(=7e—)
VAU ING VY%
17378
(7L r )
VT4 FINAY
IV

(=77 4F)

AEIZBWT, o h=JERE

(BEEL, Wk, FEE, 7T, E#HK
W, R R TOE, I A7 r—X X,
THISE) & AR (B
1TEh, [, JE8E, SiE, 9EYR),
e = (S E N H DS ONTINII K==
(R, &i)E) oEEREIER
DREINTWD, /7 I Bk
P S8 PHL 3 Al 2 3¢ 5/ oo [ ) OV
Gkt 14 ADNO BTG
LWz &, 72, ARFIPEEHIE%
WZE T 2 UBRbEER LER O &
BB 25A120E, 2~3 HIE
DOMMEEZETHZ ENEE L,

FOMEICEI 3R s, &
7o, ROt r b= nE
BIoLeE2bNS,

FIVRA T = IR
(Vv m)

HEDUER AR T Enn b D, £T2,
RERREES T 22003 d %,
FIVA T = R AR E R O BFE
GRS 1 EFLIN OB 234
HLpnZ L,

uAEHA RZBE~DOHE
HIBLFIC K D,

(2) BtREE L EDER
BRAEE (BFRICEET S L)

PR A%

SRH4 2 B RS K - 5 1k WFr - e R 1
A A RETA P A B A D AR T SO R J ) O B AR | R AR AR R B ) VR 2N FR N
HROAX e AR AT ) A1) ERTBENLND D, WiINnsEEZLND,
Tz ) TFTTVUFR
A

ZBRRPL O DA

tr b= AEH 3K
B ER h =
D A ARBREA
(SSRI) %

Uxy U R

v b =EfERE (L, TR, FEEh,
FEIT, EBVGEH, AR, A
7 m—R A, ) B bboE
TN DD, FTo, FEFEAEDOfERNE
EHRSEDLBENNDH D,

FMEICER A M IS, £
Tz, AR OE T b= N
MTyoLEZADbND,

U U ROIBERE, Ay
T 7 R U ERALERF L E MR
(&0, MMEYZEH TR &
h, Fio, PHpEEOER =
URERTLLEERALND,

TR

7 ) N)LEH—)L
Tz AV
AU IS NV

Ay VA <A

A V=TT K

F 7~ F—=L DI iR E MK T LIE
M 5 rTREED & 5

£, b OEROEHHFE T
IR N FE SR, TR T
27 = AT X DRTREE &
BRI RDLDOREDDH D,

_ﬂ%@%ﬂ@ﬁﬁﬁ%ﬁm%
TEHIZ I~ =LA
%ﬁiﬁ%i@éhéo F7-, 7EH
VEEWAE NI e e
N-T7EF N -p-_v%x)
YA I U~ORBPRES
Do
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s

KA F

B AR - HF B 15

U IS

7 va—v (fKH)

FE RIS AE C D BENRH 5,

F7, TIAa—LEBERENT |
T 7= ERALEEZA
HREEZRLZ LI DREND S,

MBI ER AR S n 5 & &
Zbhbd,

T a— v E ki X D
CYP2E1 OFHIZL Y, 7k b
T 72 b et E R
D N-TEFIL-p-_V*F
J A ~ORFEDETE X
nas,

=y MAEIAEHAN ST 28203 H 5, | PR

7= U URPugnAl | A e be UM O | EE AR

g7y ERFED I <V o RPUEEMLA O/
HzEHEETZ 355,

Pk g TAXTURENEBLZ EOH | AR
ERDH D,

FoH o hue
34 LY

AR OEIFEM 2 S 582
NRH%,

AFOFRICEB T HER b=
VERABIHIEN S EE XD
5,

TV IINNT 4
NRUBY L

AANOEIEMN 25 S &5 8%
NHRH 5,
F/o, BEERAEZ TR H 5,

RKABVERTHu - A4 A
RSBRIEDOEH T T=A KT
DD,

TF=NVT ATV
=V A A

T RT3 7z O
KT8z 1H5,

TF =)V A NT U — VI
WBIFA7E2NTI ) 720D
TN a A R RET S &
Z26N5,

TF =)L A NT VA — LD
BENEATLIBZNRH 5,

VA WA ENIEES S &
TR KT VAL OREERA %
ETLEFA6ND,
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8. EI{EH

(1)

BERDOBE

AR VA AR A S O B S8 SIS RE DS e & 72 D A 2 50 L TV 7R\,

(2)
1)

EXGREEREMBER CLT, & THER)

aAvy, FFI24353FP—:vavy, T 70Ty — (MRS, e, g
i, EFREE) NHOONDZENHHDT, BEEZTHITITV, BRENED SN
AlCFEDICEEEZFIEL, @URAEEIT) 2L,

2) B8 KN HODOND ZENHDLDOT, BELTZIATY, RENRBO LNEAIC

G E2HIEL, EYRLEEZTO L,

3) BRHEK : EHADP O ODONL LD LHDOT, BlEZ 01247V, RENRD SN

eHEECEERGEPIEL, BYRLELZTS 2L,

4) IRTFE - RO AR, WE, SRR ORGP EC L 2 ENHLDT, Bl

6)

7)

8)
9)

10)

11)

BETFITITV, BEPRD SNZEACITES 2R IET 5 2 &, AAlOF I3 E
RRCRW T, I, 72, fpflar, AIRE, S8, B, SR, S=v 7%
1B, K%, $ERRGE, B oBRIERMNECD ZENHHOT, WURLELEZITH Z &,
F 72, I UXERDIRFEN O B 5 BE T, BEREMOEIH TS, SR
STHRETLHZ L,

hEMRRIETXBMMAE (Toxic Epidermal Necrolysis : TEN), J2 8% K AR i 1% &
(Stevens - Johnson fERH), BENRERSHRMAE | T MR IEFCRAE, SH
KEREARIE R RE, SRR RSB IEREEN S bbb Z LB H DD T, BEE+HITAT
W, BEPREO LN EIII &G ETIEL, MURAEEITH 2L,

RIEMEMZ%  MEMRENH LD Z LN HDDT, BERE 5T, %Wk,
KEE, FEEN, BiE O RFEEIRD NG, eI X, M CT, Mg
~— N —HEOREEFEMTH L, BEPRD ONIGEIIT RS2 FIEL, AIRRE
FIVE R OEEEOWEE) R B AT Z L,

FEEEL SUHTES . WEMEER AEBEERGLLNLZENHHDOT, Bl
ATV, BESRD SNE AT EE 2RI L, WY ARNLEETTY 2L,
mBRIEDFER  WMERIFELFZ KT L LD D,

BIERT %, FFiBeERES, #E . HEAF4%, AST (GOT), ALT (GPT), y - GTP » L
FEE AR D ITHEREIEE, SERH L OND Z EBHDHDOT, BEE +oIiTV, BEN
BOOSNEBEAIITRG 2RI, WYRLAEEZITY 2L,

BRRIBRIBAMEE | TERIERBEDN H B b D Z L NH D DT, BIRE H0ITV, BEN
BOSNEBHAIITRG 2RI L, WYRLAEERZITY 2L,

FEORINE] : FERANEIA D S b ZERHDH DT, BEEHSITITY, BENIEO LN
TG A I ARKOE G 2L L, #WURAEEZITY 2L, (MR&ERE ) OHESH)
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s

&

(3) EDMDEIER

B R
BRES & | BaEA

UEERE

miks & & | Al

YU RREE

BB S & U | RHCRIE BIEE, (KHEE
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