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TEN) Ty 325mg| VaAVEVZEY 325mg
0 15 3.0 4.5 0 15 3.0 4.5
PRI : pH1.2= A= 07 B ek B o0 55 111 pH4.0=¥ 7= Mcllvaine OOFE & 15
pH6.8= H A3/ 5 & HHa iR o 55 211 k=R AHE R 7 R ROK

10. ReEs - 4%
(1) FEEDVETRG « B SMBIDRR 2 - BRI BT D E

AR L
Q)

(PTP) 100 &£ (10 $£x10)

(B Pl
L7

10



11.

12.

(@) TEROME
PTP : AUk =1, TIL3E

RlBIRM SN D EHE
SRR L

Zhith
FEAIEE O— LA A2 BB E% COPE Pt AN OSFETRA I AYE - A
(IXIfEE 2. Z2DOfMOREEEH #5)

11



V. &REICEEY 51EH

1. PEEXIETHR
FEA A A FEERAICIERINEE S RO T 2 85
S AR
Prthth O¥ETR

2. PHEXIIZNRICELET HEE

<zhEE - MRICEET HERALDITFE>
PRI TN TR, ZOJFR & 22 D8 ERNZ, (DB « AE2a9sIR, K17 ) 27 230zl
FERZRRSI 2TV AR G- Ol 2 I 5 Z &

3. BiERUH=

(1) HAEROHEOfER
LA MHIETEETS
WE, O, 1R 18E, 1 H 4ERRAEGT 5, #&5RIRIE4 R EZ2T 52 &,
7ok, JERITIG CCEEHNT 525, 10288 1 H 8fEaMAx THRELWZ &, 7o, 228
BEOPEGILRET 5 Z LN E LUy,
e DESR
WHE. AT, 182 SEa/k 085725,
2B, BIRST DA, BE5REIEE 4 FEREILLEZE . 112488, 1 B 8EEA 1 TRE L
TRNT b, F T, ZEERFOBRGIIRET D Z E N E LUy,

Q) FER O EORERSE « AR
LB RR L

4. RERUVREICEEY IR

<Hi% - BECEBEYT HFERLOEE>

(1) H5-DHkE
MR FEE TR T, AFIR 5BRIA 4 B2 0E L CH7eBEIRF T 2103 S b v GE
%, OB IBR~DEF et 5 2 &, £, EHRITERE O EZHER L. Fe5-0fk
DTN EZDOWNTRRRTT 5 Z &,

2 #HoHIE
BMIIREBE BT, AFIORGA2NE L L o T2/, IBIRIEGEDIBLZ [ < T-012
WAITETDHZ L,

5. BREREUE
1) FERT—& /8y r—
BRI L

(2) AR
LB RR L

12



(3 HERIGHEEAER
MEE L

(4) SR
1) Auhirais
MR L

2)  ZeMEAER
RREERR L

(B) B - JERERAER
BRI L

© L
1) PRI (AR, TR, R | M —
5 A, SRRV
LB L

2) TGRS L LTI T E DA XTI L 7= - SRR
R L

(N Zofh,
T2

13



VI. FEhEEIR (I HIER

1. FEPWICERESH S EMX I L EWEE

(1) T~ R—/UIGE
TV b R KT, A% o RUHEREE KT, =541 2 ) R KR

@7 T )T
TN T ER(RA T = AR, VT 2 ATV =0 L), Y FAEER(T A Y o U FLT
IR, =TUFINR), BTV RIRRAALEY LKW, TR VRS T e T e B
Xvru7z N oL, EEMEERARRGT T T X MR
HE BB H HbEWOREE « IR DI CEE ST H 2 &,

2. FIE{EH
(D) EFIERAL - TR
AENL, R I~ F—UEREEN O | b7 X 7 = URLE DRI - SRERIRIARAICH D,
NI~ R=/UTAEAA FESRHET, BRESEHUE, n SR FEE Ch 5, £-8mIEHDo—
X/ AT Uit =00 IAAINIZ L D AL 506,
TR bR T = OBIRIEIE, BURTEE IIMEE DR RRIHEZ 72305 Z LIC K D LHEES
TN B6,

Q) Hohm BT DRk
R L

(3) VEHIFEHURFH] - Ko
MG RR L

14



VI. ZEYEIREICREI SIEH

1. IEPREDH
(0 15 LA i
MR L

@
A=A ERABRO

FERAGABR CHiERR S AUTZ L Pk E

N7 Z®y MidEEE [HHfRd) SERERKIE . 7 n 24— R LY ENRTR 1 ST

kT~ F—UflstE L LT 37.5mg KOTE b7 2/ 72k LT 325me ek A B HefE
[ e - U ClE AR AR E( S 7~ R VREROT & 8T R 7 = VIR ZlE Lz,
B O HYENE T A — 2 (AUC, Cmax)lZ VT 90%(SHEX A TR HIBT 21T - -5 5

FI= R— VBN OT Y b7 2 7 = RIS log0.80)~1og(1.25) DFIIHTH 1 | i)
DAPPERISIEA SR STz,

(Mg ~ 7~ F—/LRED)

HE T A—H BENRT A—H
AUCp-us Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
N7 Ty MidGEE [FEEERE) 997.208 + 370.869 | 160.631+35.370 | 1.05+0.43 | 5.98+1.13
FEEUEALA)
[ BeAl. b T~ F— LR 37.5mg J 1008.295 + 376.691 | 165.726+51.911 | 1.14+0.63 | 5.97+1.20
TE T 7= 325mg

—O—FP Sy PR ETE £RIRRE)
—e— {THERIF] G;ﬁm %57?#»15%1537.%%

Mean + §.D., n=24

TEFPI/ T2 320mg

12 24
s ]

36 48 (hr)

EH b7~ R—UIREEOHER

(Mean£S.D., n=24)

IMAEFRETONS AUC, Cmax %00/ A —2 1%, YBRF OB, (RROBIIARL - R0
BREAHIC & > TR D RIREMED B D,

MEFIDFITE, N5 A — 5 DX EEHMEDTHHEDZED 90%ISFEXIE

INT A=H

AUCo-4s

Cmax

SEEHEDZED 90%[EHEXH

1og(0.9657)~log(1.0154)

log(0.8906) ~log(1.1001)

15



(EF T F 7 7 = RE)

HENT A—H BEINT A—H
AUCo-36 Cmax tmax tie
(ng*hr/mL) (ng/mL) (hr) (hr)
cT Ty MiREEE [FEAERSE) 17220 + 5158 4815 + 1407 0.97+0.58 | 3.89+1.62
FEEAER|
[ BeAl. b T~ F—/LHEEAE 37.5mg J 17270 + 4837 4826+ 1571 1.02+0.82 | 4.21+1.87
T T 7= 325mg

{ng/mL)
7000 r

8000 |
i)
Erom |
I:Fr

7
* 4000
k

7
3000
S

Z
= 2000
>
B
51000

(Mean£S.D., n=53)

—o— b MR T SRR
—e— A (e, RS — LIEESERT B
TREPI 7z 325mg

Mean + 5.1, n=53

=S

) 12

155120

24

-
36 (hr)

MR 7 N7 ) 7 = U EEOHER

MBI AUC, Cmax 50035 A— 2%, HEREORR, AROEIMEEL - RS0
BRZCIHI ko T 2 TS

MEFIDFITE, N5 A — 5 DX EEHMEDTHHEDZED 90%ISFEXIE

INT A=H

AUCo-36

Cmax

SEEDZED 90% SHEXIH

1og(0.9736)~1log(1.0147)

log(0.9249)~log(1.1064)

() Pk
MBI L
& % - PP E

VILZzete (R EovERS) (SR 25HA  THAMER] 22

2. FEEERMY (5 A—5
(D iRk
MBI L

Q) WIPUEE S

16




MBI L

Q) IS

fERE R 51 B [a] % 5-
kI < F—/1(n=24) TE RN 7z (n=53)
Kel(/hr) 0.1196 + 0.0209 0.2097 + 0.0789
(Mean+S.D.)
@ 7VT7I2A
PRERR L
(B) AsAE
PREER L
©) it
PRERR L
3. B&ER (REaL—3Y) @
(1) fEbT Ik
PRERER L
Q) /T A—HIEHK
PRERR L
4. TR
PER R L
5. 9
(1) Mg — B
PREER L
Q) Mg — AR
kT~ R—/U3AEBER Zdm U, FrAE TSR E, SRR L ONBERIEE, N ONTAR asET

K OGERED i ST D,

(®) it~ OB
kI~ R ML ~BTE 5 T LA S TS,

(4) BER~OBATIE
R L

(B) DRI~ T
R L

17



6) MAEFREAMEGHR

MR L
6. 1t
(1) FREHFEBOLI O
MR L

@ (ARG 2EEE (CYP%) O THL, %h%
h I~ P, EICHEMEEEE (CYP2D6 TN CYP3A4) |2k~ CHR#EEN 2,

) WIEEED AR O OF
MR L

(@) REOTEM O OVEMEEL, fE(EHR
R L

T Bt
PR L

8. FZURKR—E—ZEET B1EER
R L

9. EFICLHRRER
R T~ R/ UEEITIC L VI3 E A ETRESIRY,

10. HEDERZAI HEE
(D @il
—fRANZ EEE CIIAEPEREAMN T LTV D Z &3 < AR - HREDSEE LEWERD & 5 it
FTUVDT, BEDIREABIEZE LR DEEICRGT 52 L,

Q) FFfEE TS, HAVNTEN S OB DG % B
OIS 2SR GE L. TER R OBRIWER MR 5 B2 N0 % 5,

(3) BT CYP2D6 OIEMEDNEEITH D Z & AV L T4 (Ultrarapid Metabolizer)

k7= R=/VOTEEREOMBEED AU, M ORWERZEH L4 < o2
B,

11. Zhith
KRz L

18



VI &2t (BERLOIESF) (<B8J HEH

(A B E 2—7 F—NEREERE 2013 [T HEHL)

1. BERABEZNOER

(&

1. AR XY EEAFEENBET2B8ETNRHLZEIERL, 7B T I /7200 1 HRENR
1500mg (KA 4 §8) ZEITEHAECREYRG T 25A810E,. EHMIOIHSESE 2 e 57 L, |
HIKETHZ L, (12 FEAREANFEG)] OESH)

2. AHE T~ P XIT ' 8T T = U EGTMOFER] (—EHERLEZET) EOPFHICED .,
WERGICREDIBENDRHD ZLnnh, ZROOHEFE OPHEZRNT A Z &, (18 JmEHRE] DWES
R

. BRRREE0ER (RAERZET)

#2] ROBBIZTEE LA &)

(D 12RO/ NE (17 JNREEA~OEE. ] DOIESIR)

©Q Toa—v MERAL SERAL A A REERADU IR K AR (AR A
ORI 2 B L S BENNH 5, ]

() /T IVEMUESRE MAO) BAEH] (BLXV AREME, 7YXV AU, 7 1 K2
V) RGOS, IR IR% 14 BUNOEE (13 FHAEIER] OEZBR)

(@) FNAT = R AR SR OBE TR G IR 1 ERLINOSE (13, FHEEH] OESR)

(5) TRIRIC L0 +DEFER SN TRV TANERE TERDSE T 2821005, )

6) MBSO H L EE UERDET 28205, )

(7 EELRMEORTOHLEE ([EERRE L 2BThnib b,

(8) EERIEEDHDEE (EEREREZ L 2BZNNRDS,) (18 R OHESR)

(9) EELEEEOHDHEE [EERENE L BTG, )

(10) EERISEREDH DL HEERROD/NT  ARE DI, DRENMEES D BZNN G D, )

(11D 7AEY UE GEAT mA RN L DGR EOFR) XIIEOBHIROH HEE (7T A Y
W EDFIEC T B AR 7T VU ARREEEDAREE L T s LB 2 6 b, )

(12) ARANDRGI R ISBHE OB D & 25 B3

3. MREXIFNRICELET HEALDIEE TNER

<3hHe - HRICEREY HEALDFE>
BMIREH TNV TIE, TORIK L 22 D8 ERNA, (DB - AERREIA, KIF D 22 Z23hizel
TR AT, AR OF G- O A HE W5 2 &

4. RZERUASCEEY 5EALDIE L ZNEH

<Fi% - BEICBEET AERLOEFE>

(1) BEOHKE
IBMEEIREBE IR T, AFIR 5BRIA% 4 B ZRSE L TR 221G L A1,
DTG 7RI~ DOE R TTT 5 2 & £7o, EHRITIEIRER O AMER L., 5 OfkGEO /2
PEZOWTIRETT 2 2 &,

2 #HoHIE
IEBMEERRE IRV T, ARG A VIEL L o2 A1E, IBEGEDORIZ T T= DIz

19



T D Z &,

5. [EEHRERNREZTNDIER

1. [EERE CROBEICITERIZRET S L)

(1) A1 PRl 2GR OBE FEREBIEOE TP o e ks Ehndb s, (13 .
FIHMER) DOEZRIR) )

Q) TADAEDORSIMIRBT Z NS DBHREOH 5 B, 8D\ NI EOfEIRIN  GEERIME,
R, TV a— VU OBEER, FHMEBYWES) AT 588 UEERIEEZHRTH 2
EMBHDHOT, AAPRGHNIBIE L 3 To 2L, )

(3) MPLHNHPRAEIC S D (MR A T D B2 D, )

(@) BCEERREEOH HBE ERIHECHEENTED FAA2RTBEnnid 5, )

(G) FHHOTLHTHMIRAER OB L BE AEEEZE TSI, )

6) FFA FEFFEAN T UIBSHUEOBHFROH 5 B

(N va v 7RI HEE TRERAESOMERHIG 28R 2 82 nnidh 5, )

(8) AHEEIEREE, HAWNTTNSDBAEDH 5 B THERE U TBRE B LT 2 BN H 5,
T, EOI AR L, (B R ORIER ST 2820035, (18 eS| DIEAM) ]

9 HEMEEEOBEREOS 588 GHEHBEOFR A IEET 2 BZNN G5, )

(10) MEOEE FZOREFHREOH 5 UEEELE - TRBEnH 5,

(1) HiffEmOH % B Ui IMEERER S = 5 Z &3 b, )

(12) DHERERF O b D E UERNE LT 2 BZNNH D, )

(189) }EIM RO HBE UERNELT HBZNNH D, )

(149) 7 ra—LEZEBEHE HEERSH LT <D, (I3 MEEH] OEESMH) )

(15) Hfr - ARSEARIRTE « BAMEESC L /N A F AU RZ ., KIERDS 5 8BE HEENRS Hbhnse
<725, ]

(16) =t (15 . @inE~0fE ) OIESH)

6. BEELGEAIR LZDEARUVRESE

2 FELGEREER

1) FANL 1 ggFic b I~ R uEstE (37.5mg) MO R 72y (325mg) & ETALAA
THY, NI~ R—=neT7E8 N7 72 BGORWERD BT 2BENNH 57280, mUNTAH
DRz 22 &,

2 EANC L VEMIEAFEE LD Z ERHHDT, BEEH5ITO, EEREICEG T2, (14 BWER
(DERZEWER] OB

(3) HL, WEMH, EREOIERASH D Z ENHDHOT, BEE AT, Bl < EH D%}
WL LTHIMFIONHZ ., RN 265K E LT PRI ZEE T 57 & #7220 E %175
Nl

@) IR&, DFV, B2 2 03B D DT, A G- BE 1T A BB OIS G A1
BEROBMEI IR SN KO FEETH 2 L, 7ok, BERlilRC L0 BBEFESICE T2l b s &
LTV D,

(B) BYYEZ AT 5B FNNHHDT, BEE1THIATH 2L,

(6) EEMEENERT 2BZNNHLOTEET L2 L, 7R M7/ 720 1 HiRED 1500mg
FH 4 §8) AT EHECEIRG T 285AITEMI TR 21TV . BEORIEE 45
\ZBIEET 5 2 b, mAETRL L L EIBRG T 285512H > QIEMIICITSGEREZ1T O 2 ENE
F LV, Fo, BAETERETDHAR SIIHCBEDRIEL T0ICBiE: 5 & L i, BEGE
OIEAITIE, R, IEEEOMY) S A5 Z &,

20



(7) BERANC X ATRRIFIRRETIIR L . HERETH L Z L ICHETHZ L,
(8) EEE/NPAHID U A7 DN AHBFN0NHHDT, 18 HEAIG O, BAZEM R R
MU TEE R MERE AT 2 BEIRE LN L,

7. ¥EEH

| P~ P, ECEmREIESE (CYP2D6 KU CYP3A4) |2k >THRifitan s,

(D) Pt L 2O

(1) BtRZZE BtRALLGWI L)
prediPaan BRPRAER - HEEE BEFF - fElRIA T
MAOFPHEHA) FMENZRBWT, & h=AERE | MIER R S A, £,
T LX) A B BESL, EE, FEL BT, | ROt R h=0 ST D &
(=7E—) EEVGH, SETRETUE, 4| BExond,
THXY AV Ja—XA THE) ZEteh
(TYL7 b) HXAFRER (BB TEh,  [ETE,
P77 47 RA VR Jg SHE, UEE) . MERERR
(=77 49) (FPIRAT) R OISR (K
I, i) OEERFEWER
DS STV, MAORHE
FZ2He G DB 3 5
1E1414 H DINOBE I35
LW Z &, F7, AAEH
1E#%ICMAOBRERI D#e5-7% B
W9 DHAITIE, 2~3 BB
MRz ZelT 5 Z ENEE LV,
FIVRA T = R BERUEIR 2L Z B2 D D | u A A RBARA~OFEEHIRE
G 27a=) %o Fiz, BERIEHNEGTT | Bk,
BENWDRIH 5,
TV AT = R AP G
DA T 5 184 1AL
NOBEITITBG LianZ &,
(2 PHHEE &2 oHEh
(2) BHREE BHRISEET A2 8)
AL BRASELR - FEE A HET - fGEBRIK-
A RS et BB DA ORI AN OHE TR A | WA NS 2SFR A iR <
aEinei e St T BENND D, hbeEz N5,
T x ) FT TR
PR
ZBRRPLD DA T b= EfRE BEEL, Tk, REEL | AEIRIICAERI SR S AL, Eo, X
o h=AEHEK T, GEENATH, KEHREGE, 4 | ROt r b0 RNEETHEER
BRI NSV AL | Za—X R, TR RbbbhdE | bild,
FRZEAN (SSRID) 4 ENDDD, Fiz, FEEIEIEOfERRM:
IEE HRRSELBENDDD. Y %) FOJSERA, AHHIMAO

21




FREVERIC & 0 | FRIIASICAER 2358
S, ETo, PARERROER h=203
EHET D EEZEZ BN,

HNNRwEP L

7 )N )L A —) L
TJrz=h AV
VIRV
V77

A =TT K

kT~ R—/L DML EIME N LIE
FANEET T AR S5, £, 2
HU 5 OIEF O CIIAFHT
BEENHESN, 7B T ) 72
R L DIFEEZ LT <A
D EDWEDRD D,

S DI OIF R FHEIEM
W2&V, b I~ R Lo EMEES
NnNa, Flo. 7B NI ) 7200 b
Nt O NT B F L -p R
I oA LRSS,

TLa—L (BHE)

TR N C A BZENR BB,

Fo. T VEEFRENT &
T 7z ERALIZE ZAR
EHEREI LT ORENRD D,

FNRICER RSN D B2 D
na,

7L — )L RIZ X A CYP2E1 D
Mz, TR T nDAT
R RFONT BT L-p_U )
A I ~ORFIMEES LD,

ﬁs‘&)éo

F=vv MEIZVER R 2 BTN H D, | BN
7= VU RbigEILA HIM A2 LS 71 oy BB OME | MR
UNT ) EE0 7<) URbugnAIOE- %
BT 5 Z LN D,
D DAY UHRENEEL LT & O | BRI
753‘&)50
Bt s o AR KR AFNOBESEEH 255 S HB8E | AFOFRKICEIT 5 h=AEH

BflEND EEZBND,

TV IIVT 4
RUH

AFNOFEIEIEN 265 S5 B
WD, Fiz, IBRIERZIEZ 48T
NHH %,

REIDMER T DA A A R
DEGT A=A N THDHT20,

TF =T R N T U VERRL
Zall

TE N7 T O PEEEAME
TTaBENDRH D,

ITF =T A NT A —UIFICER
AT NTI ) 72D
VR A ERET D LB BIND,

TF =LA T LI
ENERTABFNRH D,

TERTI ) T2 AT T =X
kT UA— Ol A ERET D
LEZBND,

8. BWER

(DEWEFH O

AAN ARG ORIVE I FESSARE S e & 72 DA 2 580 L Tl by,

(2)  ERZRINER & HIIHER

(D) EXGEWER GHEEAH)

1) Savh,. PH+HI245F—:vavr, TFH7 4 7%3— (PR, e mfETE, SR

DHHDONDLZENHHDT, BELDITATV., B

WEYIMLEZTH Z L,

DD HNTAICITE IS A F IR L,

2) & AR H LN LD LD T, BEE TTATV. BEDERO b AIiT R G A IR

L. HYMEAETTO Z &,

3 BEUHX  ERHANHLOND ZENHLHDOT, BIEAHHIATV, BFEDTRD DIV
Gahik U, WOIREETTO 2 &,

22




4) REFMHE  BWMEHRRC, M, SRR O IRKENE LD 2 ERH DD T, BlEiE o7
VN, BEDRO LN AICIE B G2 IET D 2 b AFIOHIESUIERAZISW T, i, KA,
PR, AIRE, GEENEZ, R BIEIR, S=o 2 RBE LR, SRR, HIREOIRSER)
ELDHTENRHHOT, WUIREEITY Z &, £, FWELH UMD & 25 B Tl
AR EROEEE I, BRI IR TR ET D 2 &,

5) hEMRKIEFFAEGE (Toxic Epidermal Necrolysis : TEN) . FRIEFEIRERSEIZEE (Stevens—Johnson
FEIREE) . RIEARMERBHEIREE | PR I RRIE, FSRREERE, SRS
JRED S HID Z EMBHHDT, BIEEZ ATV, BEDFED LNHEITE G2 L, 6@
CI7RAUERATH Z &y

6) MEIEMAE : MEMRR D DD Z ERHDHDOT, BIEEITAT, BNk, R REE, FEL
Wi DI DR DAV AITIE, BN X B, M CT. My~ —F —SF0f 2 3209
HZ E, BREDPROLNIIGAIIRG A IR L, BRI EARVE CHIOBRGEOR Y 72AUE 21T O
Z &,

7 HEMHEX. EEEE  HEEER, SEEEERHLDND ZERHHDT, BIEE AT,
P DR OGN G AT AR L, WOEEITO Z &,

8) MMEREDFR  WMERIELFHETL DD,

9) BUERTR. FHEREEE. #E : BUEATA. AST (GOT), ALT (GPT). y'GTP O _EHZ%1E FF
REFEE, PHEND HDOID Z ENHHDT, BIEEH0ITITV, BEIFR b= 5A1ci3 524
1L, @YREETTO 2 &,

10) BERIBREAME @ BERERBUMEN S B D Z LN D DT, BIEE ATV, BERO b5
ARG APIE L, EOREAITH Z &,

11) FEORHME - MR DD Z ERH DO T, BEE AT, BEIRED SIIAITIIA
HlogehA2RIE L, #WEREE1TH 2 &, (18 alEis ] DB

12) EFIMEBUEREIERE : YHPERE L TRE, BEDALIL, TICIFRERREE, U o \HilEiR, AR
HENN, IBAEREEZS, BRI o SERHHEVEE A O BRI O R ILEUER R S B b Z ERH D, 72
B, B b2 A LA 6 (HHV-6) ZHDOTANVAOBEIEH bZLED Z 3%, BEFIEHZ S F
1B, FEEN, FHRERERE ELEDIER N A D HDVNTEIH L35 Z ENRHDLOTHEETH Z &,

B ZOMOREIE

\\\\\\\\\ RIS
IR

A HUE

MBS LY | Al

7R

B L UE | BREONR, mlEMAE, RiffHiE

By

KEopR B NIRIE, AN, 20, GEL. ZEE, RO R BEAE, oo, FPELAL

AR T A, B BEIEE AR

MORE R MR | BER, EMED RV, HEE, TR, MR, RGERURR, SRR, TEERE
HORE RIS, AR, AR, RN, Bk, SamkEE, &
B

IR B | SRR, Mk, HeE

HiBJOwkEiE | EAPUR B, BEsM F

23




I}

Lo REF | BE IR SR

o R H | EE ETY, RIWE, SR

PR, MEids & | PRI, N

[6) elicliesy

B OB | B WEM (ER, BN, MR, R DR, DNECER THIERR. B,

WHRPERIER, FIER,
i, R, HVE

s, IS, BIEg. 2dh. A v EEREICE

fIT IR %

PR RERA S

PR L OB T

Mook BEOE

T OFEIE, J5, ZITIE, Wit

Bk L ORI

==

I

PEOREEE, 77 I VIR, IRE, ZIR

EHEELIO
B RpIThRAE

SURTRR, DYe, FEENRR. FEEN VR, RN, MEE. EUE 5. MR, K
ot BEBUIE A

R R &

(RERD, MHCPKIEN, MRS, Mt~ 277U RN, ey
I RAIMEGTE, RPN ORESIE, AHREEN, AMmEREEEIN, ~€m
eV, IRPEAGME 7 V7 F =N, AT SO,
i M7 VT =R, AR REREEIN, A PERE Sy E-EEN

HE FER LT
WLE S FAE

LRE R T

(4)  ZEH R BRI K OV S

MBI L

®
MBI L

i

RRERE. AOME, BN O OAEEH Sh ORI EHIZER AL

6) T Lk AN R O ERE

(

(12) AHIDORST

=

22)] (ROBHIZITEELEWNI L)

6 TBEDREEE D & %

LEERSES (ROBEICHEZRCERESTLHI L)
(6) A A A FESFAN I LilBUE OBEERE D & 2 B3

9. EEE~DES

5. mEE~DIRE
—fRANZ Sl CIAERREREAMETT LT D Z &35 < AR « SRINEE LRIWERIZ D 5 oh oo
T, BEOREABIE LA DHEICRG T 2 L,

24



10. 1HR. EiR. REUFF~ORS

6. 1. ERR. IRFUFE~ORS

(1) R SUHER L QWD RTREMED & 208 NIiE, 1B oAt 2 A2 k#ﬂLﬁéﬂéi}%A
DHEGFHZ L, BHETOFGICEET D 22T L TRV, b T~ R—/ U IIRRERRE 28
F& L. HEVICRERIE, BRI ONBERERE, WONZHR %ﬁEt&UﬁEF%)?&iéM’Cb 5, E

. BWIERTC. b T~ R UEERETEER, B O OAIA TR RIF T Z L ST

b \%60 ]

Q) HREDIBAA~DT 2 8T X 7 = OFRGIZ X0 IRRICEREIREZ R =32 L3 D,

B TR T AHHEEIOT v b CRIBICEEOBREINE 2 E 23 2 L3S S g,

@) FHAOIHNAEGT D Eabt TS, RSUEETRGTIHAIR etk aZ L, (hI=
R—, R~ T35 2 L ST, )

11. /NEFE~DIRE

TINEFEADEE
12 BRSO/ NRICIIE S L Z & AN T, 12 B/ NECIEL & & el S 2 P o U
AT DN E DBED D %, ) 12 A EO/NRIZIT D22 B FMEL L T Ly,

12. BERRBERRICRIZTEE
BRI L

13. BERE

8 BERE

iz, fERK : F T~ NV OSBRSS LD EEASEIRT, PR, PR, B, KRR OMFIET
o, TENT I 720 DORERGIZEY ., FFEttoksthnbd, £z, 78 b7/ 7=
P G IR « B - DA OEEIESEE Z 72 & OWEDN DD, MBI G K D EAMEINE, BB,
BACNR, B TE, SRR AR, BTEHETH D,

RE : BFRRILE L LT, RUBEZMEMR L, JERIOIE CToPRRAE B LIRERODE AT O 2 &, MBS U TG
PEER OG5 AUE AT O,

F T~ F—/L O R G X DRI OIERD GO 55 E1IE, T a3y U MTNRG AN D13,
R HET DB TNDRD D, £, F7“\7 R—=UIBITZ L 01T E A ETRES IRV,

TR T2 OBEFRGIZ L DIEIRNEEDIAGEIZIE, TETFNATA L OREEZETDH
&

14. BALOZFE
9. BALDIE
HEAIRRAHF
(1) PTP clEDHANTI PTP > — "ol LU TRAT 2 L 985252 L,  (PTP v — FORRERIZ
V. ROV EERIEARIA L, BIZI3FLE B 2 Uik SO EE 2 S OHE %ﬁﬁwé -
EREEE SNV D, )
Q) NEOFORBIRVANRET DX EETHZ L,

15. ZDHDEE
| 10. ZDIDEE

25




V) TN 7= OECUEEY (T eTF ) ORMBEGIZEY, MEERFEEITIEND
}Z)o

2 BERMOMMEEORE ZHE L= L A, FbEY (7 =T8T ) 8iFIZ R - KEIHER (B
KA & 1.5~27kg, IRAHAM 4~304) LTV ADBZNWEDHEDRH 5, £, FtE (7=
TEFV) OEW - RERE L3S T, BERAENTED LIV EOWRENRH 5,

(3) FEAT v A NHHRERAZ B G SI QOB LMEIZIBW T, — R A8 B & OHE
B D,

(@) BEAZ CYP2D6 OIEMHEISERITH S Z LV L T 584 (Ultra-rapid Metabolizer) Tid, k
7~ R—/LOIEMEREOMAPREED FH- U, FEEIIHIEORIWEHDFEEL LT < RDABENNRH D,

16. ZDfth
Brz7e L

26




IX. JFEREREAERICRSJ HIRE

1. FIE

6)

©)

®)

B
TR
LR L

PR
AR L

Z DAt DOFEPHERER
LR L

2. HMHEER

4)

@)

®)

@)

()

©)

@,

LRSS0 AR
AR L

R 5
R L

B nrE R
AR L

73 AR
AR L

SRR R
BRI L

SRR AR
MR L

ZF DA OE
MR L

27



X. EEMEIEICRET HIEH

1. HRHEXD
O BEE WFEEIES (R EAEOLGEIC I VEHT 2 L)
ARGy 0 NI~ RV - B
TERTI )72 B

2. BN
AR - 34

3. BEIRETOITA
P rrdoE)

SRR, SRR

4. BHRLEDTEE

(Bl EDFE]

ZEMHER

AR 2 IO ssABR (40°C, FEXHTE 75%. 6 » H) OfER. 7ot v Midde LA
FR) IBEE OTSROE FIZBWT 3 ERLETH D = L HERI SN T- 9,

5. BEMRITEM
BEMERLTA R A, <FVoLEBY . FH
ZOMMOBETNTEM : A ((XIfEE 2.ZOMOBEEE 2581)

6. F—m5 - R
1) F I~ R—= Uit - 7 b7 ) 7 = UEEEE
A3 . b7 oty MECASE
Q) b T~ PR
[Al—podE . hT~—E R T7~—L 0D §E
Al 2h 3. 7o F=)v BV E REEEEOKFMW, AT o RUERBEKFW), 274 ) Uig
K
@7 T )Tz
[l —R3K « hab—gg, hat— LK T e REVNER, TR NT R ) 722 EART
DHAFE— i IS
Rl %) . TRV AT TaTxzy, /a7t F NI UL AT o AR

7. ESEEERB
2001 4£8 H 15 H

28



8. BUEISTARRERA BRUARES. EMELNEFAR. RThsFAR

10.

11.

12.

13.

14.

JEIEE BEEGTAGMER B g FMEEMEREA B | BoehlaTEA A
BhdTe AR 201848 1156 H | 23000AMX00705000 | 2018412 14 H | 2018412 1 14 H

MRENIHRIBM. RERUVAELEEMENERBRUZDRE

Y L7

BETRR. BHIRERARFABRVEONE

Y L7

HEEUM
A% L7

REAARIHIBRI <R 9 515k
AFNE, B (DDWNIRE) W DHIRIED B THRu,

fLEO—F

JEAABRE FANAYE | @RS o — R L. Lo | T NERE
IR, o — ¢ ¥ = 1) HOT 9#1) &5 o AT A |
1149117F1136 N 126602301 622660201

{RISHAT DS

AFN ISR EOBRFEEIMTH D,

29




XI. >C#k

1. 5IEXER
(D ARk T 7 —~iASt NER et
2 HAPRKT 77—~k HNEER IR HRRER
(3 HLdE B AR B E (E)I1EE) C-105 (2017)
4 7'v Kvy - S~ SRR SRR OHRE & ERE 12 WL (BTE . - AEARICRRR - JRUAE -
AFHFME EER) p639  EE)IIENE (2013)
(5) FHHLE AR fE (R85 C-126 (2016)
6) AR 7—~XSt HNEER A ER RS AR
(1) HARKT 7 —<lStt HNEE  BRkk2eeE iR Bk
(8 HASK” 7 —~iASth NGRS RREE
) HASkT 7 —~iAStE ANEE . 2EE O TR

2. ETDMDBERR
USRES = SN

1) LAk T 7 —~ Sk ANEERL AR EEEERER] b T~ N U] (2017)

2) APk 7y —<fAS SR ARSI EARR T2 72 7 = 1(2018)

3)  HHHtiE AR B () 11EE) C-105 (2017)

4) T Rvl s Bl SRR SRR OIRE & BERE 12 B (BTME . - FEANEICRRR - RIS -
HHFREE ESR) p639  JEIIENE (2013)

5) HHLdaE AR fiEE (5)1EE) C-126 (2016)

6) HARkT 7 —~ A St NER et

30



XI. 25&H
1. EGSETOFRTIKR
A% L7

2. BINEIT DRRRIRIEHR
EERR L

31



XII. {§E

1. FRF - IRESHEICRR L CERARTIBE1T S [SHT= > TS EIFHR

AEDIERIC T DR« AEIIHAGREZ T TR W EVEICEET AE NG £ D, BRSNS L
TURVNAELESENTEY .. b EFTCHLHEMIN T AR HETE LN ERETIHL L TER LT
%, FEENEEEDARER 2R 5 ECOZREFRTH Y . MTEORSEZRTHO TR,

PERARML : TSR RS DIRTE G R HEEEN S 2 0 A R A BT % Q&AIZHOWT (2D 3) | (77
Foct9 H 6 QA JRAEGTEE SR - AT E RS - FRESUIGR S5

(1) By

RS RS PRAFIERE RATHIR] RS
=R 25°C. 60%RH. ¥ Bl &t AHR) | 3 » H Bba L
730 3,000Lux(25°C. 60%RH) Bt v—1L) 120 /5 Lux-hr X2

A - MRR MEERUR, WM EE. HEZ

(2) HRLE - BEMERUEERET 1 —JOEEMY

BRIk

PR

< AR >

HEABDOE A M A EREERY | EARNICEERZZOEE 1 AN TEX Fa2R L,
NSRRI 55 CDiRG: 20mL WY | RiSeDE% LT 5 ARKET 5, 5501k
WZIHEAZRE FC 90 B 15 (HERER L . ARl RRAOIREEBIZET 5, 5 H&RICHHE L 720
B, S DI b oftlitEt, [FEROBMEEZIT S, 10 ofiiE L CHAREE « Bl L7224
A ZOHERTIET D, 885 1o E S — O SHABETRENINCa—T ¢
I L T BIEAZSPIC AV CIRRROBER 21T 9, 2D 5T 10 HfiE LT H AREE -
BRI L72WNGA, BB GANAT &5,

<R >

AR O DN IR A . T 4 AT | BAE T = — 7 OIS &
D 2~3mLAPOHE CTIHEAT D, F2—7 13y R EOBEEZIE L, RNFEASR) S 3
D2 EAHT L, s GEAM % 30cm OFE Sk FL, A X
8Fr.,12Fr.,14Fr.,16Fr., 18Fr.0F = — 71 EA L, @EMEE#ET 5, 77l T2—7
A X 8Fr. A8 LI At F 2 —7 Y X0RBRITT 2 MBI/, HATEAL
TS EDOKZ R CIHEAZR CROEY JEA L CFa—7WEPED B FEAZN T 22—
TPNZEEDERAT L QU U EET R CREZ R L e 35,

FRBRERABRORER, 10 S7LANICHAEE - BB L7,
WEERROMR, Fa—7 @ 7L F) Tl

2. ZTDHDOBHEER
(1) FEAIFEO YRV 2 B ERRA e TOR PSS OSFERAIERE AP

e, st A—T—% L R
4 BERIS Ak Bt ME - 5 LR
PRI | o mrasornsi | ot | 7 M ORI s s
PROUD 1 EHOFERRL : 2 5E
4 B BRI ) Sy : 50 1 B,
BRI | o osnsap | Hotaitany s | 20 B+ KR BT,

Eser

BEAIEL : 100 8

32




Q) ZFDMDEE T EM

- b7 Tty MidGEE HHRRCE) ZIRShDBE SE~

=

F7StyMESHRHRIFRR] =

BEATNTLIBEXEA

7Sy ESRIAMRR]CEMBESTII2BMOMS .
FSYR=LEMIEE P ERP S/ 7 VFRETNTVEY.
FEE MOBICINSORAHNIENIWELHVET  ROEHE
BB HWRPEBBETRED S ST ELHE 1o 3M 6
Er75eyMRERIHAFXR] ZRALTVICEEBGRALE
TV HET MNP/ 7V EEBEOTBROECZENTL
PPEOHUETOT. +HTERIEE L.

0 10181 B4R HETT . EEFDETBVIRAL T ZE L,

© 1828k, 188R&UEIRALLBVTIEE L.

O RFAMMIEARME EZRFTIREEL,

O BOTE<BAULKBER. TSICEMELIFRAETICTIHR
<EEW,

@ P LIa=LICKUEHERNFEPTLBAEH BBRIBITLE
=,

@ BESOHTIRABEPIELEVTLET L,

)

T NP Sy M ESRIHAFER] ERECERY
Ay, N BHOB(LBEANTICRBTENBUELRES.
L | EMF I EABITE O ICTIERL T L.

-

=

REICDONT

® LGR. FROFEBOBVERICRELTIEZ L,
® BNEOIBER RELEVTHERULTIES L.
@ DAL ERICEEBLTIEEL,

B{ERAICOWT

§2)

ARORBEHICHSHNBITENBUET,
HRELTETAZHALTWERLZENBUET,

[T IELE)

FRORBBHICHSHNZTENBIET,

1~2EM TERDBLBITENZVNTTHETSBLESE.
EOF Iz EERIBDIC AT L,

HRELT HHFEHBLTWERELIENBUET .

[BRSR)

EHORFBOICHSHNBENBIET .
3~5ETRLBRITENEVNTI N BESRLESER. EMER
IFEABBICTHRLSIZT W,

AEZREPZ. BNSEOEGEEBRE/ASHEBOBRETETT
LTV,

EfEEASOESE

b Ve

WesnpREI7-VHRRK
2020481 2F) 87

SRR Y 7 — BGH BT — A= TERBRE O T5~)

http://www.kyosomirai-p.co.jp/medical/top.html

« FEOCHRIZFCE OB EHZ >Z E L TH Fatl
AT 77—~ RSt IR HRRE
T155-8655 HLUARH AR 5-2-1
TEL 050-3383-3846

CTHRL IS,

33



'ﬂiﬁﬁﬁ:ﬁ:i
HRIFRFKI7P-VHI\24
ARG X LET 1-4-4

34



	Ⅰ．概要に関する項目
	1．開発の経緯
	2．製品の治療学的特性
	3．製品の製剤学的特性
	4．適正使用に関して周知すべき特性
	5．承認条件及び流通・使用上の制限事項
	6．RMPの概要

	Ⅱ．名称に関する項目
	1．販売名
	2．一般名
	3．構造式又は示性式
	4．分子式及び分子量
	5．化学名（命名法）又は本質
	6．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1．物理化学的性質
	2．有効成分の各種条件下における安定性
	3．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1．剤形
	2．製剤の組成
	3．添付溶解液の組成及び容量
	4．力価
	5．混入する可能性のある夾雑物
	6．製剤の各種条件下における安定性
	7．調製法及び溶解後の安定性
	8．他剤との配合変化（物理化学的変化）
	9．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	1．効能又は効果
	2．効能又は効果に関連する注意
	3．用法及び用量
	4．用法及び用量に関連する注意
	5．臨床成績

	Ⅵ．薬効薬理に関する項目
	1．薬理学的に関連ある化合物又は化合物群
	2．薬理作用

	Ⅶ．薬物動態に関する項目
	1．血中濃度の推移
	2．薬物速度論的パラメータ
	3．母集団（ポピュレーション）解析
	4．吸収
	5．分布
	6．代謝
	7．排泄
	8．トランスポーターに関する情報
	9．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1．警告内容とその理由
	2．禁忌内容とその理由（原則禁忌を含む）
	3．効能又は効果に関連する使用上の注意とその理由
	4．用法及び用量に関連する使用上の注意とその理由
	5．慎重投与内容とその理由
	6．重要な基本的注意とその理由及び処置方法
	7．相互作用
	8．副作用
	9．高齢者への投与
	10．妊婦、産婦、授乳婦等への投与
	11．小児等への投与
	12．臨床検査結果に及ぼす影響
	13．過量投与
	14．適用上の注意
	15．その他の注意
	16．その他

	Ⅸ．非臨床試験に関する項目
	1．薬理試験
	2．毒性試験

	Ⅹ．管理的事項に関する項目
	1．規制区分
	2．有効期間
	3．包装状態での貯法
	4．取扱い上の注意
	5．患者向け資材
	6．同一成分・同効薬
	7．国際誕生年月日
	8．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	1．引用文献
	2．その他の参考文献

	ⅩⅡ．参考資料
	1．主な外国での発売状況
	2．海外における臨床支援情報

	ⅩⅢ．備考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2．その他の関連資料


