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clarithromycin (JAN, INN)

(3) RTL (stem)
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R E
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78— — KR TOHERE
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FESEEE ¢ (o) 3 @ —96~—106°
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. TR IR S = PR
O o
(nm) (Eiw)
X ) —)L (99.5) 288 0.457
A LB ) —) 288 0.481
TEr=FUL 288 0.463

pH : 8.0~10.0 (125ug/mL)
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7Z AR~ A T UEE200mg [RIE], 7TV Au<A v 8850mg/NREA TRIE), KOV Y A< R
T4 vmy Z10%NEA TRIE] 13, RIEREERASHNFOERTE L T1D 175 1 2§8200), 175U A
SONEHI KT 7Z R RT3y 7T10%NEH] o4 —2F A4 XK« =xY v 27 (Authorized Generic :
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TRAFSAE PRAF IR PRIFIRE R PERIE H
=R 34 PTP SR <1>
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40°C 3% A W 5 A () SR <3>
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25°C + 60%RH 34E RUtvw /7L Ivo—a%E HIFEN <2>
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TUAY v Ey70.05% 3 O]l O | O|O| O] 2 5 199102104 |104|103| 100.2
PFOF o m v 70.02% 5 OO | O|O| O] 2 5 198]10.0|102]104|106| 1004
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FEFITIRARLT U 0 1, ATV 20 W0E - 3, BRAIT < WV o4, ROV 5 OSEE TR a7k L4,
ZOWHEEET AL VERE L, OO~X TiHMii L7,

e R - TRFNE _ SR - JRFN5 5 _
Z =27 (mean=*S.D.) SEAM Z =27 (mean*S.D.) FEAM
KB 7K 2.0+1.0 © 22+09 ©
3L 1.9+0.9 © 26+1.2 O
AUFUAINY 1.8+1.1 © 22+12 ©
TART Y — N 1.5+0.7 © 2.1+£0.9 ©
HOHE 1.6+£0.8 © 1.7+0.9 ©
aa 7Y E— 1.7£0.9 © 1.8+1.0 ©
a—b—f7 U —2bRyHx— 22+1.0 © 22+1.0 ©
AN 24+1.0 © 3.2+0.9 O
v—F oYY —A 1.940.7 © 2.3+0.9 ©
AF % A 1.6+0.6 © 22+0.7 ©
I—27 0k 1.9+0.8 © 49+0.4 X
AR—=Y RY 7 22+0.9 © 49+0.4 X
oIz —2A 2.0+0.6 © 48+0.4 X
FlLorova—2R 22+0.7 © 5.0+0.2 X
Ay 1 FERITER AT
2 BTN
3
A AL e 4 A<D
57N
A 27 LA O DU F FNE T R
©O0:1 ©:2 O:3 A:4 X:5
(N=20)

9. BHM™
7TV AuvA Y U88200mg [KIE], 7T U 2a~A 2 8850mg/NEH TRIE], KOV F ) 2~ R
TAvmy 710%NEH TRIE] 1, RIEREERASHDNRER T L WD 75U Z§E200), 177V 2§
SRR KON T 275U ZARF A1y F10%NEH] OA—Y T4 XK+ =% » 7 (Authorized Generic :
AG) Th D, JeFRIEIRS O HMERBRE R 2 FLH L,

7 U AEE200 « 7 Z U REES0/NEH
HAEFHERKLESFIZEDO LN [7 7 ) 2An~<A v 8 OEDEEICES
75V ART A uy 710%/NEH
HAKFHEKRLERIZED LN [V H7 70 AavA ] ORBIREISES
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\Y

SHI-BHY 51EEB

10.

(1)

(2)

(3)

(4)

1.

12.

w% - A%
AENMELRSR - 8, NENENERS - BEICET 1R
EARSANA

2E

75U 2m<A o 8E200mg [XRIE] : PTP 10088 [105E X 10], 5008 [108E X 50]

75 2a<A o EESOmg/NRH TRIE] : PTP1005E [105E X 10], 5008 [104E X 50]

77V AR A T R4y 710%NEH TRIE] : 72 2AF > 7R hv 100g FZEEFIA D)
53 0.5gX 1200 (RZEEAIAD)

FREE
M L2

BRaDME

7Z ) Au~<A T 8E200mg TRIE )
PTP: RV Fuvr'L> (PP), 7/AI=UL
HHERr— KU 7L (PP)

77 ) Ana~A T 8E50meg/NEH TRIE)
PTP: RY Fuvr'L>r (PP), 7/LI=UL
HZHERr— KU 7L (PP)

77V AR RIA4 vy T10%0NEH TKIE)
ARV :RYFurLy (PP), AJ=xF L (PE)
5 dtkenry—RYyxzFLr (PE) 7Ix—h
Thittn— . RJxFLoFL7FL—k (PET), RUxF L (PE), TVI=0U L

AEiR SN S EMEE
U L

Z Dith
MY ERe L
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V. AEICEAT HIAR
1. FheEXI(EIhE

[V5)Z2A34 L 28E200mg [KIE]]
O— R RREAE

GEIEE)

AFCEMED T FOKER. LUOYEKER. MAKE. ES59€3 (FSUN\AF)-HE5—UR A1V
TLIVHE. LOARSE. hoEANI4—R. RTMR LT ravhRE. V5D 7RE. ¥4
TS AR

(B RGE)

RAEMRERPE, FEMEREBRLRE. JoNE - ) VRER, BEEBRE. /M5 - MERUVEMHBIZD=
wk, IIPFEBARS. HEE - MEBEZ. Rk, RUKEX X, X, MRS, EHERIBHBEEOZRBEL,
FREX., FEHEEXR. BEEEL. PEX. RISEX. ®EAMKx. BERAEL. AR
OFMERMERBELE

GEERE)

AENZEEDTA NI TILE

GERSE )

RAANITIDL - FEDLAYT LYY R (MAC) fEEZ ST IR ENMBEE
OANYanya— - E0 ) REE

GEEE)

AEIZEMEDANY 28— OV

(B RGE)

BiE%S - T ZREEE. BMALTY V/R[E. RENIVMRUBE. REBEEICHT 2RNEEMAREBICH
(FHAYaNYE— - EQYREERE. NN 2— - EQYREFL

[51)RATA S UiE50mg/MNRA TKIEI - K540y F10%/MNEA TKIE]]
O— MR
GEIGETE)
AFNRMEDOT FOBKER. LUYVEKER. MRAEREA. E57€3 (F3N\AZ) - hE53—UR, 1Y
JILIUHHE, LOARSE. BAKE. hrEQnNIE—R. VS53ICT7R. YXM1aA75XTE
(B RGE)
REMREREME., FEMERBRBRE. )G - ) URE %, BERERE. /Me - RMERUVFEHREIZD -
RFF, WHEE - MREEL., Rk, SUKEIZ K. M. MRS, EETRBHEEO ZRBRE, BEEER.
hEX, BISEX, B2, 5AXK
ORKXMUREFEERE (TA4X) ITHESBEETAINITYIL - FEDLIYT LYY X (MAC) fE
GEIEE)
AFNEEDIA AN TFYY L - TFESILAYTLYS R (MAC)
GERSE )
BRUERELRLEER (T4X) ITESBESET/aANI TS L - FEY LAY TLYyS R (MAC) fiE
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V. ARICET SHE
2. PREXIHRICEET HEE

5.MBERIEHRICEET 5FE

[(V51)ROTA4 > 8E200mg [KIE]]

(—HERELE : REE - MEEER., Rk, SHKEXIR. BEMEEX. PERX. BISEX)

51 THMAEWIEEEMEROFL &) V2SR U, PIEEEGOLEMEZHW Lz BT REIOE 55350 Y)
M SN D EA IS TH L,

(ANJanygsa—- Q) EEAE)

5.2 #ATHIEMALTY L o8 EICxid 2~ a3y Z— « v'a U BREGEOAIMEIMESL LT,

5.3 G/ MRS EIZ R LTI, HA RIA VEE2SL, ~) anxsy—. vn  RERESEY) &
HIE S D IEFNC O ABREIRIREZITH 2 &,

5.4 FHIHEBEICHRT HNRENIRER G UIMIIE, ~U a "y Z— - v'a U BRETREIC L 5 B OFAE
(269 D B IEIRREST L Cuguy,

55 ~"VanyZ—--vu JERFERICHWDEZIZ, ~VanrzZ—--va BNEHEThsd & LU
BREICL VANV a2 — - Ea VEEFERTHDLZ LR TH L,

[V R84 L UEE50mg/MNER TKIE]- K54 20y F10%/NMNEA TKIE]]
(—ARRERIE - HEE - MREASE. Rk, SUREXL. BEUBE. hEX. BIREX)

I AEEEER A OF5 &) Y25 R L, FUEERGOMBEMEZHIT L LT, AR O#REEY) &
HWrsh 58Ik T52 L,

(fiF7n)
[V5)RAA<A i E200mg FKIEL] 5.1,
[(V5)RATA > 28E0mg/MNRA TKIEI- FS54 8y 710%/MNEA TKIE]]

[AGH - MEBESE ), TRk, TaMRE k), GG R . THER) T TRIEER] OWnTFhhoz)
BRI R AEE T 2 PMAEYRICEOTEEFETH 5, UAEY KO A OHEELS B & L TEAS
BV R R AR ERR L 0 AR S THUIAEEKEIEEHOFS &) NS & FUAEwIE O EMH
N2 35 X5 HEMEE 21T 5 72 DIZFEH L7z,

CERBOFE3IA27THAT  [EA B R - ATER A R EIRZ SRR R A EAEZRK032TEL S [HiiEY
o MEH EOEE] OUETIZHOWT], AF2FEIARHAT JEAEE EIK - AT/ AE R ERZ 2R
WE FEAEZZIE0908EE2E [HiiiAEMmEED EH EordE] OBETZHWT] 12i-5<)
[P35 ZAA<A4 S U8E200mg TKIE]] 5.2-5.5

~Yanygz—-vn ) EREROMRBICEL X, BE T LI, (DERVQ)OWF %2 FEiiT 5481 H 5,
(1) ~VanyyZ—--vval) OFREEZLFOWT IO GETHRT 5,
W L7 —BRBR, Sifik, BERE, PURIIE. REBEMGER, EEPHURNE
(2) HAGGHMEICLY, BEEROFTANS D Z & iR T 5,
B, LB R OBREHE DI OWTIX, A R4 V2B T 5L,
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V. BARICEAYTSIEE

3. RERUHE
(1) AZERUVHAEDMHER
[V51)AATA L2 E200mg [KIE]]
(— R RS SE)
WHE. RAIZIZZ 7V An~A & LTCILH400mg (M) Z2[EC
7p¥. R, ERIC X0 EEEET D,
CGERERMEMBELE)
WHE. RAICIZZ 7V An~A & LTCIHS00mg (Hfl) %2[EZ
7R¥, AR, ERIC X EEEET D,
(ANYanga—-ERY) BREE)
HE A7 7 ) A~ A vl LTLRERO0mg (1), 7EF U K Fy & LC1E750mg (F71h)
LO7a AR 7TA e X —O3F| 2 RKRHIZIH2E, THRBO&E ST 5,
B, 77V AnwA U, BREIOLNCCHEEEETA I ENTE S, 277

ST TRAKRET 5,

ST TRAKRET 5,

L. 1[El400mg (71ffi) 1H2

mz ERET 5,
[V5)AATA L iE50mg/MNRA TKIELI- FS428y 710%/MNEA TKIE]]
e g ik - &
ZhEE « R P RS A4y
— W YLIE W, N7 7 ) Aa~v vl | HRRRE L, @, /J\L%a:z;tﬁfiux
LTIH ﬁ@lkgz@f_ D 10~15mg (Jiffi) | =~A > & LTIH M@lkg&;t 01
Z2~3ENZ T CTRO#K ST 5, ~15mg (J)ffi) %2~3[E)Z j‘fﬁm
LoF xR LTI, 1AAE | #5755,
lkgdh 7= 0 15mg (i) Z2~3[ENCH3T | LA T MRS LTiE, 1HEE
TGS 5, lkgd 7= 0 15mg (Jfli) Z2~3[ENZ 51T
72E, AR, ERIC K D EEEET S, | TRO#ET D,
7R, AR, ERIC L E T S,
%R RAEMERE | @, NRICIEr Y 2a~f b | AFBRE L. @, R U R
(=A ) 12 FEfEE L“Cl Hi&HEkgdh 7=V 15mg (i) 22 | m~A > & LTl EI KE1lkgdH 7= v
~A a7 TFY AT | [EIC ffﬁm&ﬁffé 15mg (7)) % 2[BENZ 5300 TR D e E-3
EoLarF Ly A | B, Fl, ERIC WET 5, | D
(MAC) JiE 7RE. AR, ERIC LV T D,
(fiF330)

[(V51)AQTA4 L 28200mg [KIE]]

NEVNVEEE

(V-4 FELROHEICEES SEE] OHzSHR

(2) AERUVAENR

MNEM ERIETH %,

ERERE - BRI
AHNOFE R O B, SeFg i
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V. BARICEAYTSIEE

4.

RERUVAEICEET HEE

THZERUVRAEICEET 5FE

[(V51)ROTA4 > 8E200mg [KIE]]

(— AR RS )

71 GEARRR EAIHEE A SR WEYER W LHFEIED L A R T RICH L, 1H400mg/2# 5425 = &
IZE D IEE2~SH CRERITSGEICT O, FERDEPE L CH G2~ 3EMME T 2 Z EBREE LY, F
7o, LU R TIRIIEROMBEENEWEIE CTH D720, FFICREEK TOREICH 2 BE R E T 16
RS T %, BIZ2~3 MR G- ikt UEIR 2 BIE3 T 208 B 5, 7ok, &G HMTITERAE(L L5
ATIE, RNV VAR T RERA (5 v RERRE) ~OEFERLETHD, [8.15H]

72 LA RTHRDOBICB W CTHIMTHEATS Z ENEE LA, BEOIERIZE U AN LERL

XU T OWMEESZIIHT 2 A ORHEEBRE LEIRT 5 2 &,

721 PEIELLEOBREFIZ) 77 U LA E OREDRH S,

7.2.2 invitrofiEH I OBFHI BN T, AFlE LR T7axd oo XidsTavaxyo 0 L 0fFAeE R
2V LHINER) MR bz L OHMENDH 5,

73 77 I VTGRSR T HAKOEGHFIZRAIE LTI4RM E L, SEIG U TRICERGHMZ T E
T 5, [8.1&5MH]

CEERMEMBRRE)

7.4 MACHE K O RIVESRIE N BIEERE (A X)) 1TfE ) FEFEMEMACKE ORI D NIESIENPIN7S 9
BFOTA RTA LVEEBEIPHBIEEIT) Z &

15$ﬂ@&5%%ﬁ\uT%%%¢é_koBJ%%]

B4 e 5-HTH
HFMACHE PR et 2 a8 L7 i%, VDL Lokt & R RMAZIT ) ZEBREELW, F
7o, FET D AREMD H D O THREK TRICBWL THEHMNARENLETH D,
TR SIEGRE (= | BRRAYSUTMIE PR 2 UGED R DT bk 54~ & TH .,
A Z) I D BHTEMACHE

(NYanya—- Q) EERE)
76 7o bRy TA e A= T T T — e LTLEBOmE, 4 AT Y —/Le LT1E20mg, 7
RFZ—F FY T AELTIEINOMEg, =Y A7 Z Y —)Lb LTIEROMgX IR/ 7 ZH & LTlH
20mgD T A 2 BIRT 5,

[5)Z2A3A L UHE50mg/MNER TKIE] - FS4 20y F10%/MNEA IKIE]]

(— RS

71 NEOTHEGEITRAOEE-E (1H400mg) % BRE$T25 2 &,

7.2 EARRR EAHEZA SRVBIER W LPEIED L U4 R T liRIcx L, 1H400mgiy24% 5425 2 &
IZE D TEE2~5H CRERITISGEICH O, R L CH G2~ 3EME T 2 Z EBREE LW, F
7oy LU R T IRITEROBENEWVBIYE TH D720, FHICREETOREICH 2 BERE TR, 1A
ﬁ%T%\E_%4ﬁﬁﬁﬁ%ﬂﬁbfk%ﬁﬁﬁéz£#&éo&%\&ﬁﬁﬁﬁmﬁﬁﬂ%mbt%

AT, RN L VA R TICAERRERA () u U RERRE) ~OEFERLETH D, [8.15H]

73v/ﬁ27m DIRBRICB W CTHMCTHEAT S Z LN E LW, BEOERIZS U TN L ER S

XL T OMEEZEBIIHT A OFEEBE LEIRT 5 Z &,
1&1¢%Euh®%%KU77V€yy&ﬁﬁbﬁ@&@$%ﬁ%@

7.3.2 invitrofiE I OBRFHIB W T, AFlE LR T7aXxH o oIy 7araxd oo Lo AR (FHE
RV UARITER) 23388 bl & OfENH 5,
(BRMEREFSIEREE (T4 X) (TS5 BEMEMACE)

14EW%@%%@ﬁ%P?%%W%ﬂ%’ﬁ%%%%ﬁﬁzk

7.5 FERWISUTHIEZH 72BN R Dtk bkt 53 & Th 5, [8.12H]
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V. BARICEAYTSIEE

(1)

(2)

E& PR R fE
AHNTORFRBERIT I M L TRV, RBREGE I eRIESRS [7Z 0 2§8200) 77 U ZEES0/NEH T7 5
UART A vay710%NEH] O Rz# Lz,

BRRT—R/\vr—
M LR

<HE>
HMALT Y >/ fE, FRRS P RIS PESEBE R (B - S ki MRIsE) . 3 B 1ok 2 WRRBERYTA
BEBEHICBIT DAY a7 Z2— . o U RYE (5£200)
o AN aRgEz—. o)) FYEEE (58200)
EINADAFE TR 2 BH2RIL E L, R 23692 2 L < BFE 21TV, EFEZEAMTHD
ELTHERINTZ,
¥ XI-22. ZOMOSEICHR S

BaPREEIEEAER

1) —RRREEAE

fAERE R N 6~844 12\ T, 100~400mg Hi[E #5388, & O H400~800mg (432) D 1~14 H #5385k
AT TRER, BMRAER, mE, Ikdh, M, R, OER, IRBAORE, g —ma, ke
BE., RBEIZHOWT, @Bz ml., AL D BN BEFT RIS 0o 72,

1E)  ARENO—MRIEIYEIZH L TEBIN T D HELUCHEIZ. RADOEA. BHF1H400mg (432) TH D,

2) BRUBEFLEER (TA4X) ITHESBEMETAANITYIL-FEHYLAYTLYSI R (MAC) IE
fEFER GBI LT, 75U ZAr~<A 22800, 1,200mg# H[AIRE O#G L-f5 58, I8/, TR, RS K& ONE
HERFRDOENTZR, WINLEERLOTHY . AEMENHER I NS,

fERERR 6B % LT, 7?UXD74VVm%gHM@%VEﬁﬁﬂ&@bk%%\@ﬁ\TW&@MJ@i
An@Boohi-2 &L, AEMCMER DD B2 ONTED, o, EERAHICI T ) 2An~A v
400mgl H2[F 27 H M#& 0 &5 Uik g, #kfE, I8 & OCALTO ER BB O S, WTFRLLBER DT
HY ., BEMENHERINEY,

1E)  AANOIEFREZIETIRRBEIEI N L TKGE ST FER O EIE, sAOHE, @H1H800mg (472) Tho,

3) BiEE-+TZHEBEBICBTAEAN)ONYA— - EQ ) RESE

(TEXFIVI VKBRS OV TSIV —ILEDHADIES)

AT 6Bt LT, 7 7 U Ar~<A 2 400mgHAl, XiEs 7 U An~< A 400mg, 7EFXF Y ¥

KFI1,000mg & VT Y 7T > — )L 30mg D 3AK % [FIIRFIZ ZEfE I BL RIS 1 & - U7 IR, AR KR X 7o
TR Lo 120, Fim, BERAEFTHIZ7 ) An~A 2 400mg, 7 EF 2 U L KFIH1,000mg

&07//77/—wmmymﬁ%ﬂﬁ TH2R7HIE (1H B, 7H BIZ#LEIOR) KEHEG LokER, R

FREE 225 L) REREECHEEMTREO DT, ERBNHEREICRKE B bixA b h o721,

E) ABINTWIHEROCHEIZ, @F 77U An~A 3 2200mg (MLEIZE L T400mgE THEA), TEF U
CARFIT0mg, T2 Y 75 —A30mgZ 1 H2ETHRHRE ThH D,

(TEXIDY VKPRV F A TS I—ILEDFHADIEE)

M ADF120IIC LT, 77U Ar~A 2 400mg, 7EFT U KIIPL000mgf VA AT — )b
20mgD3F % [RIRFIC HLEHRR O 86 5 U7 R, ARPEIC KR X 2MBITRD bz no 7D, Eiz, MR AR T
RFNZRFLT, 77U A=A 400mg, 7EX T2 KFIPL,000mgle N4 A 7 F 2 — 1 20mg D 3A % [F
RRC1H2E7ARE (1H B, 78 BIEFNEIO L) KAER G Ui R BE O OW T HIRET L7223,
Bk ERIE & 7222 X 9 e B3 A bz ino 721,

E) ABINTWIHEROCHEIZ, @F 77U An~A2200mg (MLEIZE L T400mgE THEA), TEF Y
CARFITS0mE, F A5V —20megA 1 H2[ET7H G TH D,
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V. BARICEAYTSIEE

(TEXFIVY KPRV SIANT SV —ILF )OO LEDOHRADIESE)

TR B 200t LT, 79U 2a~<A 2 0400mg, 7 EFXT Y AKTS0mgM RNTF T 5 — L)
kU w7 220mg34% 1 A 2[E17 H O£ U7z fE e, 3AI0F & G- o FF 58 BUT196 4451 (21.1%)
IO LN, ETRETHY, BELAEFEFRILRO N7, TOM, AmiE, LEXCEREICH
L2 DT RITRD b, AR HER I LY,

%)

FRENTWATELCHRIZ. BHE 27 U 2n<A 2 0200mg (LB T T400mgE THIER), 7EXT U
VARFITS0mg, TN T Y —F R U w A10mgE 1 H2[E]7H &G TH B,

(3) AERIIRRAER
RSS2 B & LI BRITIEM L T Zuy,

—RRYRE L) U, ARFNO M R EE PRI | R PNIR 2 OIRNENRE, in vitro, in vivo ST D EEIZE L,
1 H200~800mg D532 ~3 5 5 Thaat L 7o i, A f— el g & & O 72 pfgIcH W\ T, 1 H400mg 5524 5-CFH
h382.2% (694/844%1) % x L7, MUiZHENOHEL EEAEM OHE S IR L, Hl2E s Lz
HERERABRZ IhE L, A2 MR LT,

N

WZBWTIE., ANEIEEER D> 5 Smg/kg D IANFI R A D200mg#k 5 S 1FIEFRETH 5 2 L TR S,

IG5 R & LTS T B 2 £ L I b 1 R IRGR R G RIEG ORI R 2 #ERE L 7zik

e

/NEITIET H10~15mg/kg 432~3¥ 52358 & Ik S 7=,

(4) RIEAIEAER
1) AERAEER

®_

a)

b)

c)

d)

PR B A

fiiRIZktLTZ 7Y Ar~A 2 400mg/H KNI T I~ A 2 600mg/H (CRHHEEK) 214 AR OEG LT
CEEREEER A i LR AR CE AR N ERSHE) X 2 T ) A~ A R 90.1%,
SFEH~A TR T3.9% ThH o1,

BMESERYYEICR L Tr 7Y Aa~A 2 400mg/ H O 7 7 7 1 01,500mg/ H Gt REK) 214 H [
Afeh U C HEMRR R A S U7-65 R, Ao GEah+-a% NEESHE) X, 77V Aa~A
VBt T73%. BT 7 2 a Bt 672% Th o2,

SPEREMERRICH LTI T U Ar~ A 2 400mg/ H LW a Y~ A 2 -1,200mg/H - GRFREE) Z27H
(AR 45 L C H B MR 2 320t L 7o R, AR (BFR+A%); ZRESWE) 3, 77 ) Au~
A URE 874%, Vat v AT URE 81.0% ThH 7219,

IIBEFRF ERICK LTI T Au~A 2 400mg/H KON a3 ~A4 2 2-1,200mg/ H  (HRBEK) %27 A RTRR
A#eh U C EHEMKEERZ 5 L=/ 2R, A GE+A%, ZESHE) X, 77V RAa~vA v
VEE 63.4%., YaVt<wA LU 61.9%THHo 1D,

RAEVEAVIEBYERBICH LT 7 T U ZAn <A 2 400mg/H RO Y 2~ A 2 21,200mg/H (HREE) 410
H 314 H R DB G U C E BB 2 520 L7 /55, Ao CGE+a%) X, 77V 2a~w
AU 827%, =) Au~A R 7191% TH 7219,

RVEMEYYIEICH LT 7 7Y Aa <A 2 400mg/ H O a ¥~ A 2 -1,200mg/ H - GefIRER) A3 H LA

EREN#RE LT R & R LR, AR ER AT ZRASWE) X 77 ) Auw
A VB 86.0%, VaY A U URE 80.6% T o7,
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V. BARICEAYTSIEE

QBRMAERSERE (TA4X) ITHESEBEERA NI TYIAL-FEDLIYTLYS R (MAC) IE
EEALETHERGRE (25 W5 —%) 20
TRt~ A aXs TV L T LI T Ly A (MAC) JEZFED =A REFISAFNTH LT, 77U A
1A 221,000, 2,000, 4,000mg/H % 63 i J OV 12 R O &% 5 L C E BRGS0 U7, ARG YE
37 7V 2Aa~A o BHETRIZEB T 2 R E LK OHIE 2 RIS S 4ERE CESGE, Ui, R4,
=) THIEL., EUEEZHAZE Lz, 6EEFTIZIWNT IO D 83% L EORRAMAEDIM 2R L. SEEMIC
HEET -T2, Loy LI2EEFF T, 1,000mghE LT H~<4,000mghE 234 & i WA R 2R LT,

) AANOIEREEIEBEE IS L TAR SN TW D HEROHER. RAOSHE, @ 1H800mg (432) THD,

BEE - tZHEEEBICETAA) Ny 84— EO ) BE
(TEXFIVIUKIPRVS OV TSI—ILEDFHRADIGSE)

J|AEAL M ITRE RIGHERY

~Yanyyg—. vl GO BIEE -+ EBEEEFAT0OR E R, TR ~EEOEA N Thnrg]
H2[E7HE., Bl&kE., 70 Y77V —N30mgZ BiEE CII7EM. + 4RIBEE CIXSERRE &S L, A
EEOHEIZOWTIRE Lz, ZTORE, BHETIy AtkO~Y a s 22— B URERT, LIFO@EY
ThHY, T2V 7T VBB APPSR D TENT-ZVR DR b,

K 3RHFN D 18] 55 Beh- %L T R
75 Zu~ A 200mg (i)
I # TEXRTUY LK 750mg  (FI1) 2[F1/H 87.5% 91.1%
Z V7T —) 30mg
7 Z U Ar~A T 400mg (JIll)
I TEXRTUY KM 750mg (FI1i) 2[F1/H 89.2% 83.7%
Z V7T —) 30mg
MR Z Y 7Z YV —) 30mg 2[8]/H 0% 4.4%

AUy s — e DRI
(fEERM R L7 — BN, R USUTMBINED 5 © IRA L, L3Sk
(BRI ) SEIk. FURRRWTE O SR IRIERETOIE, IESIARHE THRAELL LIRE LT b HIE)

________________________________________________________________________________________________________________________________

2% T — 5
~Yany Z—.vu GO+ ZEBERERE366 2 5T, TR [ ~VIHEOEA Tz 14H BN
BH L, HELXUCHEICOWTHREF Lc, ZORR, BEKTA~6EEZONY a "y Z—.- v'a U RERITLL
To#wEY Thot,

A D1 & :
A IEA D1 B 5.5 Be a5k TR
75U zm~A 3y 500mg (F14fh)
I & TEXRTUU LK 1,000mg (FI1) 2[rl/H 94%
Z ) 7Z—) 30mg
. 7 Z Y 2a<A 3 500mg (JIfh) 0
i 55— 30mg 2E/H 7%
. 77 Au~A T 500mg (i) 3[El/H .
# Z ) 7Z—) 30mg 28]/ A 73%
. TEX U KR 1,000mg (1) 3[El/A 0
v Z ) 7Z—) 30mg 28]/ A 23%
. TEXTVY KT 1,000mg (1) 0
VH# Z ) 7Z—) 30mg 3EVH 7%
VIEE 7 v Y77 —)v 30mg 3[El/ A 2%

53 WA — 2
~Yany z—.vn o+ ZEEREERE28M A MRS, 7 TV Arnv ATy TEXR VY K,
TV TTY =) ETROEGETIOHMA0H &G & 5 W X4 EA4 B &SRO &S L, 5
XA L ReME BT LT,
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V. BARICEAYTSIEE

FOMR, EKTA~60%O~) anNy X — - o URERILLTO@EY THY, 10HFK G L 148 B 58
TEEFRD NPT, £, BWEHIZOWTHEEFRD N T,

& HH O 1\ 55 EREATEIE - + AR
on 750 2u~A 3 500mg (Jiffi)
wp | JEXYVY YKFI# 1,000mg (F11ifh) 2[8l/H 84%
Z V77— 30mg
an 750 2u~A 3 500mg (Jiff)
g | 7TV YU AR 1,000mg () 2[F1/H 85%
Z V77— 30mg

BE g T — 5

Y ang g— - vn Y GO+ TR ERGEE 4960 2RI FTRABORERIEO VT Ei, 1H2
17 ARRE DG L, IR AT Lic, TOME, RER TARGRONY 237 Z— - E'a URERITLLT
DY Tholo, REMIZONWTITIEITRD bRnoT,

A IEF O 1A 55 5 EH R
75y An< A 250mg ()
LACHE TEFX Y KM 1,000mg (1) 2[al/ A 90.4%

Z V7T —) 30mg

TEF Y AR 1,000mg (JI1i)
LAMZE A b =%Y—/L 400mg 2[Al/ H 73.5%
Z V7T —) 30mg

770 An<A 3 250mg (Ji4ih)
LCM#E A bha=%Y— 400mg 208/ H 90.8%
Z Y77 —) 30mg

TEXV VY VKRS 1,000mg (1)
OAMAF A hr=4Y—/L 400mg 2[R/ H 83.2%
FRATZ > —) 20mg

) ARENTWAIENOHEIZ, BFE 27T 2An~<A 2 2200mg (KBTS U T400mgE THER), 7TEXF U v
AKFT50mg, T Y 75— 30mga 1 H2ETHM#EEThH 5,

(TEXFIVYUKMPRUT A TS I—ILEDBHRADISE)

EE AN ITHE RG>

~Yany Z— . va U RO BIRE - + IR R 22562 )R T o 7o B A —HE B Mbiatikic s
T, 77V Ra~A vy, TEXVVY VK, AT T =% Fito&K58& CLH2ETH B D& L.,
FHER OHEIZOWTRRET L72fER., R ToHBEO~Y a7 2 — - vra JBRERIILLTO#EY) Tholz,

S S EiE N B 5 m1%% T - BT
75U zm~vA 3w 400mg (Fifh)
1 H &R TEX T KR 750mg (J14h) 2[al/ H 78.8%

F AT Z ) —) 20mg

7Y Axn<A 3 500mg (F71lh)
5 F A TEF VY KM 1,000mg (1) 2[rl/H 83.0%
F AT Z > —) 20mg

R e n R
BB R L7 — B ORI
(REHIE)  RERIERORICE T 5 R, MR R CREFRRRO T T ORI
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ARICEYT SIRE

25 T — 4%
~Y gy = ea GO TEEIN SUIRER I O+ IR IHEE 7876 2 %I G, T RIOHH D PR FEIE D
WA, TH2ETHRBIRE A #G L, AER ORI OV THRE L, ZORER, #5# T48% OBREEIL
Ty Thol,

. - . PRI R
S Y EE A B 5 m1%k NN,
7Y 2n<A v 250mg (i)
OAC250% TEXTUY KT 1,000mg (M) 2[8]/ H 83.8%

I AT Z—) 20mg

7 ) 2n<A T 500mg (Jiffh)
OAC500F TEXT U KT 1,000mg (J14h) 2[Al/H 96.4%
F AT T —) 20mg

77V Au<A Ty 250mg (Ji4)
OMC250%¢ A RE =Y —/L 400mg 208l/H 94.6%
F AT T — 20mg

77V Ar<A Ty 500mg (Ji)
OMC500% A B =Y —/L 400mg 208l/H 89.8%
FATZ—) 20mg

TEX VU LAY 1,000mg (F4ih)

OAMF# A k=% — 400mg 2[Al/ H 79.0%
I AT —) 20mg
OPHt F AT TV —) 20mg 2[8l/ A 0.9%

2 o — &

~Yany z—-vn VU EEOTREN O BIEERE 1606512 5512 LT OFREFIEO W L2 1 H 2[817 H [,
ZD%RA AT T — N 20mgZx 1 HIEBHEBKEOES L, FEKOHAEICOW TR Lz, ZTORR, 54 T4
W% OBRERIL, RO ThH-o7z,

e
SEAIO B R e Bl s
R
77V Ar<A Ty 500mg (Jif)
OACHE TEF VY KR 1,000mg (o) 2[E]/H 79.2%
FATZ > —) 20mg
77V Ar<A Ty 250mg (Ji4fh)
OMCH¥ A ha =4 —/L 400mg 2[E]/H 85.7%
FATZ > —) 20mg
OP#f FATTV—)L 20mg 2[8l/H 4.2%

E) EBRESNTWDLIHERVCHEIT., @FE 77U An~A 2 0200mg (MLEIZG L T400mgE THER), 7EF U v
KFIMTS0mg, A A 77— N 20mg% 1 H2[E7 AWML TH D,
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V.

ARICEYT SIRE

(5)

(TEXSVY KPRV SARTSY—ILF RO LEDOHRADIESE)

EE AL ITHE R GRER?
~YanyZ—-eaVBEos - +EBEE BEEZET) BESFIEXNRIC7 T Ar~vf vy, T
EXTVY VAKFRMKEOITRT T = b U 7 AO3FPFHIC L DAY a8y Z— - Ea U RERE ZeM
ZRRETT D ek A A E A B RRBR A M Lo, FRRo4FEORERIED 2B, W a1A2E], 7
HRE®RO#&S Lz,

(EEIRBEHOSA, BT X7 7Y —)bF U v AZ1HEEHZICEEE CIETER-., -+ HBEE5E TS
WRIRE DS Liz,)

ZORER, BHETO~8HEBLONY a s X — - a URERFT, TROLBY THY, WTNoOREEIZE
WTH80%EHZ DBEETH -T2,

A B 5 B : Sl .
RAP P T R Gl T I T
77V Aa~A 3 200mg (JI1fh) . . .
RAC-IE | 7% s U i 750me Orfif) B e w558 (1021988
TGRS 5 — ) kY 7L 10mg
750 An~A L 400mg (JIfi) . . :
RAC2HE | 7E%1 3 Ukt T50mg (i) wn | o o oostD)
FRFF Y —F kY 7 10mg
75 ) An~A L 200mg (Jfif) . . .
RACSHE | 7% we ) /kdil 750mg Ol B e s oens
FRFF Y — ) kY 7 20mg
75 Aa~A > 400mg (i) . : .
RACAEE |  7EX> 3 Ukt T50mg (i) wn | B A
FRF 5 — ) kY 7 20mg
BC-RFWLABRD T > b A7+ 2.5%0 (FASi#AT)

FZ, 77V 2~ A U AZKHT DI ENREREAS~RT T B LR LR, LTo@h 7 7Y 2a~vAg
> TR DTFEBNZ 30 TERET =R DRV ME [ 2358 8 & 417z,

Fo, 77V Au~vA T roOmEmMAE (800mg/H) O (RAC-2HE, RAC-4HE) OFRERIX, KH&E (400mg/
H) O#ff (RAC-1#f. RAC-3#E) OFRERICH L, ®mWEHANFED b,

7 7 U Au=A 2 TPERE RO R =R

\ 42.1% . 57.1%
RAC-TH (8/1943) 45.5% RAC-2f (8/14431) 55.6%
50.0% (15/334) . 53.8% (15/2741)
RAC-3EF (7/14450) RAC-4H T/1303)

LU oy H— v R
DO o) R L7 —ERR
(REEIE) IG5 T 6~8TRM% I BC-REMFLRRBRIZ L W ITFo7-

N

E) ARINTWIHEROCHEIZ, @27 70 An~<A 3 2200mg (MLEIZHE L T400mgE THEER), 7TEF U
VARFITS0mg, TN T Y = R U o A10mgA 1 H2[E7H &G TH B,

TR
MM ERe L

BE - FENER
LR L
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V. BARICEAYTSIEE

(6) AERHIER

1) ERARERE (—REALERE. BEEARERE. ERRELRRT) | REREHT 5 —X
BE. WERSREFRRBRONE

@ —RRRRAE

fEFAGETAICBW T, —RIEYYEICKT T DARBNOENRIZILLTFO LB TH D,
FEIWERIZOWTIE, VI-8. BIfERH &)

BN
. , A% (%) [tEll k]
e 5 B & () : i
FRE R R e FEAEME K G E 87.8 ( 187/  213)
VRTEME B2 J R 93.1 ( 310/  333)
AR - S BN (iF73 96.7 ( 29/ 30)
8 4 Bt P2 i 88.5 ( 309/  349)
SME - BME R OVFAR RIS O e 882 ( 506/  574)
2 SRS WHEH - MEBHZE 942 ( 974/ 1,034)
Rtk 96.5 ( 383  397)
BMERE R 93.6 ( 1,355/ 1,447)
ffide. Ml 91.1 ( 265/  291)
2 P R 9 28 D YRk 75.6 ( 354/  468)
PR B RS Y i PRIE S 89.8 ( 522/  581)
PE i NRH R YL TS A 89.8 ( 520/  579)
F &8 ik Y e RREE7S 86.1 ( 105/  122)
Bl Sl 5% 86.8 ( 334/  385)
%zgh%ﬂﬁﬁ R % 89.1 ( 238/  267)
i 7 [ 2% 928 ( 141/  152)
PR 87.0 ( 94/  108)
Z DAt DIEYLIE JITFH JE DR 5 1000 ( 28/ 28)
TR R 2 100.0  ( 1/ 1)
(7 Z U 248 AR A — K IE SRR AR
NG
s ; Ao (%) [tELl k]
e OB E C ) i
B RSB R B Y FEAEME R W i 87.5 ( 7/ 8)
TRTEME B2 JE R 947 ( 18/ 19)
U e ) U REi 100.0 ( 7/ 7)
2 1 B P2 947 ( 18/ 19)
SME « EME R OVFATAI S O Z IR 935 ( 43/ 46)
132 SRS WHEH - MxEHZE 929 ( 695/  748)
Jatk e 97.0 ( 230/  237)
AMERE R 924 ( 744/  805)
fide, Mg 943 ( 509/  540)
8 P R g 28 0D Rk G 833 ( 5/ 6)
oy 8 RS Y i JEGPER 2 1000 ( 23/ 23)
H S B s Y i % 0 ( 0 )
il = 705 (93 132)
Z DA PEALER 100.0 ( 51/ 51)
B A 455 ( 5/ 11)
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V. BARICEAYTSIEE

Q@ BEEB-+TIEBEBICBTEAAN)aNYA— - EO) BREAE

(TEXIDI VKPRV S OV TSV—ILEDHADIES)

~Yany z—.vna YGOSR -+ RBIBEEEE 2 RITT o MR A IS W T, 77U Anm
~ A 2 2200mg~400mg, 7 EF U LIKFITS0mg KR NT Y T T — 0 30mg A 1 H 2T H R OG- L
IR TSR DEWEAORIVRISCANY a7 Z— . vu U EHEERE OV THRMNEIT 72, B, ~
Vanyg—.vn ) ERak K OBREHEIX, BHARNY a7 Z—2220 [Hpylori EIxOZ W &I TA
KNI A2 NZHEL T,

ZORER, EREHTEICL DAY ay Z— - v'a U EHKREITR0.5% (2,014/2,50241) TH Y | KGREFE T
DOEEFEABR COEMNERE R G AWMLY T 2u~<A Lo BERUICHEE L & - A@EHERTITITR
HEThol,

EBIZ, ~NYanyg—. vn ) REREFREIICOAIMEZRE LR, [~V axsyz— . valk
FIEEOBEED O | OIEFIOEHERFEIF31.3% (10/3241]) THY ., TBEER L] D81.1% (2,004/2,470%1) & Lt
RTHE (p<0.01) [ZMED> o 7223 A BRI A ChRERIED2EHE D K ST REFNZ BV TT1.4% (5/7641)
DEHREPIGF LI TN,

AT, BIEARBSEEIL9.11% (318/3,49161) TH V. FH L7 ERRIERIX. TH., #ESEOFGE
EIRRRFEOMRREE TH 7, LA LEORIEROREITBMTH Y | BIESUIRE L T\ D, 72,
EE . IRKREE CORIWERASRBURILIZOW T, FRICRBEE 725 SISO b o 1=,

(FIWER ORI OV T, VI-8. RIEA &)

(TEXFIVYVKMPRUTATSI—ILEDHRADIEE)

i) BUEARFPHERARRER (TTIRZERARRER)

~Yany z—.va U EEORSEM O BIEE - + IBEEEERE 2 X RIT o 7 ENE IV T IR B AR R
IZBWC, 772wy r, TEXVVY UK, AAT TV — w2 TRokb & TIH2ETHMER
BOgth L, AR OHEIZOWTRE LT,

ZORER, WHEETOEBEONY a7 & — - a VRERIIULTOM@Y ThHH | DAROBREFRIImAE TIZE
FETH T,

A D1 & -
FRACIERTE B T T+ temih 2
75 2u~<A2200mg ()
OAC 86.3% 75.7% 81.1%
N TEX VU AKIT0mg (J14ih) 2[A]/ H
4007 F A ST 20mg (63/7341) (53/70%1) (116/1434)
75 2a~<A 2 400mg ()
OAC 77.1% 82.7% 80%
N TEX VU AKT0mg (J14ih) 2[A]/ H
8007 4 2S5 20mg (54/70431) (62/7543) (116/145%1)

FIZ, 77 ) Aa<A Ul DI ERBRE R~ MIETHEE RS LR, 770 2a~< A U UmtthEo

iE ] CBREE =R DMEL ME [ 358D H a7z,

PRiF R

75y 2aawA Uk

77 ) AavA UMk

OAC4007F 86.1% (105/1224))

50.0% (10/20%)
34.8% (8/234)

Pl ang g— e vra U R

OAC800#¥: 88.5% (108/12244)

Uiz Rl L7 — BB R O B RA 03Be
(BREHIE])  PREFIEROEICH T 2R RA, Mk PRI A K IRFIFRBRO T X TORED M,

(RBIERIZOWTIE, VI-8. AIfEAM 2
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V.

ARICEYT SIRE

i) FEEME AR (FRBEE)

il (655 LA B) A RfGUTAT o TR IC BV T, BRI H1383.8% (330/39445]) ToH V. BHiEE. + -4
e, BHIEE &+ RSSO MAEE VT IICB W T HBREFRIT80%LL ETh - 72,

ZAAVETIE, BIERRRBUENIRIL8.5% (40/47341) TH Y . EREWERIZ TR, WRERFE TH-o7=, Frilely
REARTOLERE L LCL, FESEREZ A9 5 BE ORIERARBUERHRIZ11.5% 3R6%1) THv ., M) #ED
8.3% (37/447H1) ZHAZEFFRO Lo To, £, BHREREE 2 A3 2 B 1340E S L2, RIEM
S S e otz

(EWEA Oz OWTIE, VI-8. EIER &iR)

(TEXFIDYIKIPRUOSRTSV—=ILF L) D LEDHERADIES)

~Yany z—.va Y EEo IEE - + RBEEEE 2RI T o AR AW T, 77U 2nr
~A 2 2200mg~400mg, 7 EX U KIS 0mg N T X7 T — L R U 7 A10mgZ ., 1 H2[E7 A R
A5 L, ASETICET 2RIERORILRIL, LM XIIANMEC G 25 BERFE IOV TR 1T 72,
i SR AR A L2 3 W TR MRS R GERI3, 16205 D~V 237 & — « 1 U BRE#1380.68% (2,55111/3,162
ffl) Tholz, 77V Au~<A 21 HETOBRERIL, 400mgflk HHE TI380.95%, 800mgfik H# T1%£80.02%
ThOAERETRD NIRRT,

Rl 72 m a3 288 (Gknd. BWeEELZ AT 285, HEEEELZG T 2838 L. il s
AL WEF L R TRBUEFIENE < 72 2 FFETRERIERITRD b v ho 7z,

i AR AR R A (2 33 1T 2 BV R BUEBI =R 134.38% (166451/3,789%1]) T 0 | JEYYERBUEFNL /2o T2, 72,
TKFRIRE E T O RIME S BUIE 51281340.35% (20541/508%1) T o7, HEL LI ERBIWERIZ, THI, WREEE
WP, BB TH Y | M HBRETEICB O CRREEE TN L7ZBERIZ e o 72, 7ok, EEZREIE
AFEBIC TEb U o AfiE] ThoTz,

BIWE P 3 BLIE (I 3R |2 8 % T+ BB B T2 T, SERMAT 2320 L7~ & = 5. BIVER S BUER 2|2
LRI TRTE LT MR (i) ), TCAM1BE B00mglRHER) | EOX 7 LAX—RHY | BPEDL
i,

Rl 72 ma a3 288 UM, @i, BREREELZA T 288, TERESL AT 58%) T, £k
BREA LRV EE LR TRBUEFIEN & RDFFETRIAIERITRD b znoTc, 7k, Riflh Tk
IEPEIG ~DEEHBNX 72 Do T2,

EWERIZOWTIE, VI-8. EIER &)

2) ARFHELTERFEODARNIIERL-AE - ABROME

(7

D BREREFSERE (T4 X) [THESBEEEYAINITUIL-TEILaYT LYY R (MAC) JE
FERBGEFRA IV T, RIEEFISIFIH . BITEAIZ2361 (39.0%) (258D b, EDO TR OIIFHERERE LY
THRIDAS: (8.5%) Tholo, iz, EIRENMEIZ L H2HZNHEIL43% (43/5141) TH V. MEFHIH NS
1390.5% (1921%]) ToH-7=,

Q@ BEE - tHEREBICEITEA)INI2— - EOYBEEE [§220007]

FERFAAEIZ L0 . ~ Y any 2 —- v VEERGEHRICIE N T 7 U ZAn <A AT DO ERIER
MR LToRE R, 200140 5 ORI H 15%, 24-H19%, 34FEH14% (HBF1008%) Th v, FHAHIF
Y% a NN AN X D Y [ AR SNV (RAS/Alcl

Z0th

[EJZA] 14)~19), 21)~28), 30)~36)

BRI Ul SRR S UERRABROBEIRD L B Th 5.

F R BRI e . IRAEVRIR SRS O U, Rbkde. I J5. HORY OSSMEMEISR A, K S
PR AIERERE (4 X) (T4 D B~ A 237 F Y UL - TED AL T Ly s 2 (MAC) JEICKT 5
FE LB, LTI - T BT B 5 287 4 — - n U USRI X 5 R B R
B, 7 R CAAOE MRS 5T,
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ARICEYT SIRE

FHE %)

% B & [t 1]
B R R R 76.7 ( 355/  463)
RAENE B2 S I E 67.1 ( 47/ 70)
URTENE B2 J I e 80.4 ( 131/  163)
VIoNig - U iR 818 (9 11)
8 R R 735 ( 114/ 155)
SME - BME R OVFAR RIS 00 Z &Y 844 ( 54/ 64)
I S Y i 81.9 ( 749/  914)
WHEE - MEdEZS 75.8 ( 50/ 66)
Rk 88.4 ( 167/  189)
MR R 83.1 ( 123/  148)
Mg, Pl 88.4 ( 190/  215)
2 P R P 25 D Rk 740 ( 219/ 296)
DR G JRIEH 87.0 ( 314/  361)
FE I NRHE ISR YL FESHAE % 84.6 ( 121/  143)
H SRR e 66.8 ( 155/  232)
HH % 66.0 ( 134/  203)
Bl S 724 ( 21/ 29)
BB 01 RS R IR Y E 83.0 ( 254/  306)
A 833 ( 115/  138)
o4 LB PR 2% 778 ( 49/ 63)
FR 857 ( 90/  105)
Z DD FEGRE 100 (9 9)
JI ¥ ) R A 155 1000 ( 8/ 8)
IR HPES 1000 ( 1/ 1)
, 7%= (%)
® B 4 (el 1)
BRMEE R EREGRE (A X) 12 O FFREMEMACHE
A A 500 (2 4)
CKE) (77.0  ( 114/ 148))
, Fh=E (%)
E R % [ 1)
BIEE - + HBIBERICBIT 2~ a7 ¥ — - vo VIRYE (FRER)
(T VT — DI OEE)
ERie (400mg) v 87.5 ( 84/ 96)
(800mg) 2 89.2 ( 83/ 93)
+ IR (400mg) v 91.1 ( 82 90)
(800mg) 2 83.7 ( 82/ 98)
CKE : 140K E) ™ 87.6 ( 197/  225)
CKE : 10HE#HE) ™ 83.7 ( 103/  123)
(¥EE : 7HMEE) T 904 ( 103/  114)
(AAFF— LD HDOES)
H o+ HREE (800mg) 788 ( 89/  113)
(400mg) *© 81.1 ( 116/  143)
(800mg) *7 80.0 ( 116/  145)
(s« R 96.4 ( 106/  110)
GEsh - B/ " 792 (38 48)
(FRTZ—nF N T LEDIHHAOEE)
=Ry (400mg) ™9 877 ( 57/ 65)
(800mg) 10 89.7 ( 61/ 68)
+ IR (400mg) ™2 833 ( 45/ 54)
(800mg) 10 87.8 ( 36/ 41)
H -+ IRIEE CKIE : 10 E#s) *Ww 86.0 ( 147/ 171)
CKE : 7HRI#&E) #W 843 ( 140/  166)
(KM« 70 R G) 0 93.8 ( 61/ 65)
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V. BARICEAYTSIEE

7ED) -

1E2) -

E3) :

1E4) -

1ES) -

7E6) -

) -

1E8) -

9) -

7E10) -

11

77 ZAn<wA e LTHEROOME (Aff), 7EF U vk E LCLETS0mg (Hft) KT Y 7FFY—n & LTI

30mg D3 %[RRI 1 F 257 B R 1 5,

77V Ar~wA e LTIE400mg (Fiff), TEF U KR E LCLETS0mg (i) KOT7 vy 7 Z Y — b LTClE

30mg D371 A& [FIMFHC 1 H 20817 B E#% 0 #% 5,

+HRBEBICR T DAY ans g — v VEGERE A xR E LR (7 7 U An~ A b LCLE500mg (F1f) .

TEXTVY VAR E LTIEIL000mg (i) KT v V75— k LClEB0mgm3#]% [FFFI21 B 2ERR O &5,

ARAHNDFHGE HE'i)\)EHa j:SOOmg“CEf?)Z)

+ AR FHANY any Z— . o BYERFEEMNRE LIZBRRR (/70 2u~vA vk LTE250mg (]

i), 7EFT U /7Mu%<k L CIE1,000mg (i) KROT > Y 75— & LTIE30mgD3#] 4% Rk 1 H2ERR A% 5,

ARANDOFKGE IR EI1F800mgTH 5,

77V 2Ar~A e LTLEI400mg (F1ffi) . 7EF U kR E LTLREIT50mg (Jiffi) kO A 7Z ' —/L & LT1[E20mg

D37 & R H20E7 B B 085,

77 Y Ar~A e LTLER200mg (Ffi) . 7EX U ki & LCTLRIT50mg (Jiffi) U427 F ' —/L & LT1[E20mg

D3FN Z [RIRFIZ 1 A 20007 B R S (PN o RIS ARSE % R R)

77 ) ArvA e LTIE400mg (i), 7EX U LAk E L TLREIT50mg (Jiffi) KA A 7 F v —/L & L T1ER20mg

D3FN % RN B 20807 B B 0B S (EN O RERTE% R ER)

77V Ar~vA e LTIREIS00mg (i), 7EF U wKffm e LTLEL,000mg (Jiffi) KOA AT Z Y —& LTlE

20mg D354 A [FIRFIZ1 H 2B A # 5

ARAN OGN R1F800mg TH 5,

77V Ar~A v LTLER200mg (Off), 7EFT U vk E LTLET5S0mg (i) R OT_T T — L R ok
L C1EI10mgD37 % [RIKFIZ 1 H 2[R17 H F# 0#% 5,

77 Ar~wA b LTLE400mg (i), 7EXF U Lk E LTLEITS0mg () RN T T TV —F oAk
L C1E10mg 37 %[RRI 1 A 2[5]7 A IR O # G-,

B FRBEESICB TN ans ¥ — . va U ERYERE 2L E LKA (77 ) Ar~< A & LTLES500mg
i), 7' U 2k Fal & LTLEIL000mg (Jifli) BRONT_FF Y —F kU 7k LTER20mgD37] % [FIFHT 1 H 2[EHE
H5) . ARHFN D& K #1E800mg T 5,

(/NIRY 37 38)

INRBEE RS E L —REERRBROMEI RO L BY Th 5,

, FHh= (%)
OB A [0 k)

R G R} e R YL 91.7  ( 22/ 24)
FEAEME 7 S YT 80.0 ( 4/ 5
VRIEME R W RS 1000 ( 4/ 4)
JIIAN - AN 1D 1000 (77 7
B R E 833 (5 6
IME « BME e O A1 00 IR IR 1000 ( 2/ 2)

2 SRS 93.7  ( 550/ 587)
NESE - MEEEZS 93.1 ( 54/ 58)
FabkgE 958 ( 92/ 96)
BMERE R 89.6  ( 121/ 135)
ftige. FfifRiE 949  ( 282/ 297)
8 P I e 25 0D YRk G 1000 ( 1/ 1)

5 TR E TGN 2% 989 ( 90/ 91)

H S BEIRUR Y E 885 ( 69/ 78)
RE R 88.7 ( 63/ 171)
FIENETS 857 (6 7

Dt PEATEL 100.0 ( 28 28)
B H 86.7 ( 39/ 45)
, FHh=E (%)
kB & 0L ]

e RVESIEADIEERE (A ) 1ZPE S FFREPMEMACHE CKHED) 61.1 ( 11/ 18)
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VI. EHEHICEII HIEE

1. EEZHICEESHIILEMRITLEHE
TUARAYA VY AETwA Yy TV ARuVAL Ly adFrRuvf vy Vadeg ol
) AFRGEF IR
EE  BEEO D 2 LEMOIEEUINREFIL, BHOBTLSNIIRMNLELZEZRT DL L,

2. ZEIEER
DI ORBRITEFERS 75V 258200) 1751 288508N8H1 75 VA RT A2 m vy F10%NEH]T @
FER A STE L7,

(1) 1ERERML - FERERE
MEDTOSY R Y —LD50SY 7=y b EfE L, BAGKZIET Y, SUEEARXITHENTH Y,
BRIZ & > TUIIREAIE 277974,

(2) EMERNTITHHRERBAE
1) MEARY MLEUIES (in vitro)
FEAERR R OV A 43 BIERR D Staphylococcus sp. . Streptococcus sp.55 D 7' LGVEREY™* | Haemophilus, Branhamella
ED—ED T T AP BRI Mycoplasma™ 49 Chlamydia sp.*” *® | K4E LB Mycobacterium
avium complex*®~3? }y O\Helicobacter pylori®™ ™"\ L CHENIZHLE 1035580 b T,
O— B R AE
77 LEEPEREIC KT 2P A XY Rt
(BEM A & : 10%cfu/mL)

G MIC (pg/mL)
CAM EM M ABPC CEX

Staphylococcus aureus 209P-JC 0.10 0.10 0.20 0.025 0.78
S. aureus Terajima 0.10 0.10 0.78 0.10 6.25
S. aureus Smith 4 0.10 0.20 0.78 0.05 1.56
S. epidermidis 1ID866 0.10 0.20 0.39 0.39 3.13
S. epidermidis sp-al-1 0.10 0.20 1.56 0.10 1.56
Streptococcus pyogenes 11D689 =0.012 0.025 0.10 =0.012 0.78
S. pyogenes J-1 0.05 0.05 0.20 0.025 0.78
S. pneumoniae 11D552 0.025 0.025 0.10 0.025 3.13
S. pneumoniae 1ID553 0.025 0.05 0.10 0.025 3.13
S. pneumoniae 1ID554 0.025 0.025 0.10 0.05 1.56
Streptococcus B group 1 0.025 0.025 0.10 0.10 3.13
Streptococcus C group 1 0.05 0.05 0.39 0.025 0.78
Streptococcus G group 1 0.025 0.05 0.20 0.025 0.78
Enterococcus faecalis ATCC8043 0.05% 0.05% 0.39% 0.20 50
Micrococcus luteus NTH] 0.025% 0.025* 0.10% <0.012% 0.05%
Corynebacterium xerosis IID551 0.025% 0.05% 0.39% 0.20% 25%
C. diphteriae 11D526 <0.012% <0.012 <0.012% 0.39% 0.78%
Bacillus subtilis ATCC6633 0.10% 0.20% 0.39% <0.012% 0.78%
B. cereus ATCC9634 0.05% 0.05% 0.78* 12.5% 3.13%
B. anthracis 11D502 0.10% 0.39% 0.39% 0.025 1.56%

(A AR E AR Y U 2 R ATIRTE)
CAM: 77V 2~ Yy EM: ) 2n~vAf v IM: Vath~A > ABPC: 7oEV Vv CEX: 77 LF v
S AN B R
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VI. EHEHICEI HIEHE

V7 NIRRT B P A R0

(R & : 105%fw/mL (* : 10%cfu/mL))

s MIC (pg/mL)

i CAM EM M ABPC CEX
Escherichia coli NIHJ JC-2 100* 100* >100* 6.25 6.25
E. coli K-12 25% 25% >100* 3.13 6.25
Salmonella typhi 11ID610 3.13% 3.13% 3.13% 0.10% 3.13%
S. paratyphi B 25% 25% >100% 0.39% 6.25%
S. enteritidis KB-21 25% 50% 100* 0.39% 6.25*
Shigella flexneri 2a 12.5% 12.5% 100 3.13% 12.5%
S. sonnei EW-33 12.5% 25% 100 6.25% 12.5%
Klebsiella pneumoniae IFO3317 50% 50% >100% 12.5% 6.25%
K. pneumoniae 3K-2 25% 25% >100% 25% 6.25%
Serratia marcescens 11D618 100% 50% >100% 25% >100*
Enterobacter aerogenes IFO12010 50% 50% >100% 6.25% 12.5
Proteus mirabilis IFO3849 >100% >100* >100% 3.13 12.5
Pseudomonas aeruginosa P-32 12.5% 25% 100% >100* >100*
Branhamella catarrhalis NNBr-1 0.10 0.20% 0.78% — —
Neisseria gonorrhoeae J-1 0.10% 0.20 0.78% 0.39% 3.13
N. gonorrhoeae J-4 0.10% 0.20 0.78% 0.10% 3.13
Haemophilus influenzae 11D998 6.25 3.13% 25% 0.20 6.25
H. influenzae J-13 6.25 3.13% 25% 0.20 6.25
Legionella pneumophila ATCC33152* =0.0313 0.0625%* 0.50% — —
L. pneumophila ATCC33215* 0.0625 0.125% 0.25% — —

(B AL FRIE 2RI Yl U 7 S R BUE)

CAM: 77V xu~wAvy EM: =Y RAu~vA v M: VathwAf v ABPC: 7oEV U CEX:k&EZ77LFHFT v

RSN ANE L

BSUPEBIS R 2 HUE A7 k)

(BRI & © 10%cfu/mL)

s MIC (pg/mL)

i CAM EM M CLDM ABPC
Peptostreptococcus anaerobius ATCC27337 =0.025 0.05* 0.20% 0.10% 0.10%
P. magnus ATCC29328 0.78 1.56* 0.78* 0.78* 0.20%
P. micros VPI5464-1 =0.025 =0.025* =0.025* =0.025% =0.025%
Streptococcus constellatus ATCC27823 =0.025 0.10 0.78 0.10 0.39
S. intermedius ATCC27335 0.05 0.10 0.78 0.10 0.39
Staphylococcus saccharolyticus GAI5520 =0.025 =0.025 =0.025 =0.025 =0.025
Propionibacterium acnes ATCC11828 <0.025% <0.025% <0.025% <0.025% <0.025%
P. granulosum GAI7414 <0.025% 0.05* 0.10% <0.025% <0.025%
Bifidobacterium adolescentis ATCC15703 <0.025% 0.05* 0.05* <0.025% 0.10%
Eubacterium aerofaciens ATCC25986 <0.025% <0.025% <0.025% <0.025% <0.025%
Clostridium perfringens GAI 0.10% 0.78* 1.56% <0.025% <0.025%
C. septicum ATCC12464 0.10% 0.39% 0.39% <0.025% 0.05*
C. tertium ATCC19405 0.20% 1.56* 0.78* 6.25* 0.05*
Bacteroides fragilis GAI5562 0.39% 1.56% 0.39% 0.10% 12.5%
B. vulgatus ATCC29327 0.39% 0.78* 0.20% <0.025% 0.78*
B. thetaiotaomicron WAL3304 3.13% 6.25* 1.56% 3.13% 25%
Fusobacterium varium GAI5566 >100% >100% >100% 1.56* 1.56*
Veillonella parvula ATCC10790 6.25* 12.5% 12.5% 0.05* <0.025%

RS ANE L

(A A SRR e R B o/ N8 T PILLE TR R U 7 S PR BRER)
CAM: 77 )An~vA vy EM:ZJRu~vAf vy IM: Vath~vAy CLDM: 7 )4~ A v ABPC: 7o EVY
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VI. EHEHICEI HIEHE

ZDOMOEITH T DHE AT R (1)* 4648

(EfE & : 102~ 8cfu/mL)

MIC (pg/mL)

& CAM EM M RKM MDM MINO DOXY

M. pneumoniae FH 0.00625 0.00625 0.025 — - — —

M. pneumoniae 11D Kawanishi 0.0078 0.0078 0.0313 — — — —

C. trachomatis B 0.05 0.78 — 0.39 0.78 <0.025 <0.025
C. trachomatis L2 0.10 1.56 — 0.18 0.78 <0.025 <0.025
C. trachomatis D 0.005-0.01 0.03-0.14 — — — 0.01 0.02
C. trachomatis E 0.01 0.02-0.14 — — — 0.005-0.01 0.02-0.03
C. psittaci MP 0.025-0.05 1.56% — 0.05-0.10 0.18-0.78 <0.025 0.05
C. psittaci Izawa 0.025-0.05 1.56% — 0.05-0.10 0.18-0.78 <0.025 0.10

(A 7B A 52—k
CAM: 7Z V) A~y EM: ) 2n~vA Yy IM: Vat~AT 2, RKM: geXx&Z~<A2> MDM: IS5 h~A T,
MINO: X /¥ A 27 V>, DOXY: F¥v ¥ A2V

SOE A TR
Z DO IZKRT HHE AT R 2)W
(& : 10%cfu/mL)

. MIC (pg/mL)

@ CAM EM ™ ABPC CEX
LA
S. aureus 209PL 0.10 0.20 0.39 >100 >100
S. pyogenes 124L 0.05 0.10 0.39 >100 >100
E. coli EcL-N5 0.05% 0.20* 0.39% >100 >100
FEYER
S. aureus 209P-JC 0.10 0.10 0.20 0.025 0.78
S. pyogenes 1ID689 =0.012 0.025 0.10 =0.012 0.78
E. coli NIHJ JC-2 100 100%* >100* 6.25 6.25

RSN ANE L
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VI. EHEHICEI HIEHE

ERIR T BERR IS 3T D A (777 LBGER)
(BEfE £ ¢ 10°cfu/mL)

il HOA RS MICso (pg/mL)
S. aureus CAM 765 0.20
EM 765 0.39
M 661 0.78
RKM 250 0.39
ABPC 158 3.13
CEX 75 6.25
CCL 166 3.13
S. epidermidis CAM 262 0.10
EM 262 0.20
M 262 0.39
RKM 100 0.20
ABPC 76 3.13
CEX 75 12.5
CCL 61 1.56
S. saprophyticus CAM 10 0.20
EM 10 0.39
M 10 1.56
AMPC 10 0.39
CCL 10 1.56
S. pyogenes CAM 274 0.05
EM 274 0.05
M 274 0.20
RKM 164 0.20
ABPC 49 =0.025
CEX 31 0.39
CCL 61 0.20
S. pneumoniae CAM 166 =0.025
EM 166 0.05
M 165 0.20
RKM 45 0.20
ABPC 73 =0.025
CEX 24 1.56
CCL 14 0.39
S. agalactiae CAM 21 =0.05
EM 21 0.10
M 21 0.39
AMPC 20 =0.05
CCL 20 0.39
a-Streptococcus CAM 44 0.20
EM 44 0.20
M 34 0.78
ABPC 34 =0.025
/-Streptococcus CAM 14 0.05
EM 14 0.05
M 14 0.20
RKM 14 0.20

(B A CFPRIE P AR UE U 7o FER AR A HUE)
(Chemotherapy, 36(S—3), 1988 % H1.0x 2 K IESUFRAE )
CAM: 77V 2a~xAL v EM: =) 2u~vf vy IM: Vahvf v,
RKM: ¥~ ABPC: 7oV CEX:®77 L X% CCL: k77 Z7m/l, AMPC: 77XV
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VI. EHEHICEI HIEHE

ERIR T BERR IS 3T DA (77T LRaPER)
(BEfE £ ¢ 10°cfu/mL)

il HOA RS MICso (pg/mL)
B. catarrhalis CAM 110 0.10
H. influenzae CAM 345 3.13
ABPC 124 0.39
CEX 32 6.25
CCL 62 1.56
C. jejuni CAM 33 0.39
RKM 57 0.10

(B A EFRE SRR | T HE U T SRR A BUE)
(Chemotherapy, 36(S—3), 1988 % H.0MZ K IFRISKAEFT)
CAM: 77V Aa~vAv > RKM: mXFZ~v A ABPC: 7t Jr CEX:kEZ77Lb*®T v CCL: 777 nHm/L

BEIR D BERR IC 35 1T B I oA (B X O DD )
(* BEFREE R ¢ 10Scfu/mL/** B & : 102 8cfu/mL)

il HOA IR MICso (pg/mL)
Peptostreptococcus sp.” CAM 108 0.39
M. pneumoniae ™ CAM 50 =0.003
EM 50 0.006
M 50 0.006
C. trachomatis ™ CAM 15 =0.006
EM 14 0.10
MINO 15 0.05
TC 14 0.10

(o A AL B IRRNE B B /NS T L BRI ¥ U Te SRR A RIS /%% = A s m X A X —{h)
(Chemotherapy, 36(S—3), 1988 % H.0MZ K IFRISKAEFT)
CAM: 77V 2wy EM: 2wy IM: Vath~A > MINO: 2 /% A2V TC: T hIH A2V

BRRYBERRIC 1T 5 27 5 ) 2~ A 2 o DRSS (TR @ 19964FE1~12H)
(BERRTA B © 10°cfu/mL [ 13108 cfu/mL] )

fi KEE MICso (ug/mL) MICyo (ng/mL)
S. aureus (MRSAZETe) 75 0.05 >100
o . | S. pyogenes 50 0.05 0.1
N
77 Lotk S. pneumoniae (PISP, PRSP&#p) 50 1.56 >100
p -Streptococci * 50 0.1 0.2
B. catarrhalis 50 0.1 0.2
. B. pertussis * 10 =0.025 0.05
'S A abE
77 BRIEE | enzae 50 3.13 125
C. jejuni 25 0.05 0.1
ot entzs] Peptostreptococcus sp. ** 50 0.05 25

(H AR FPRIE A e R T YE U 7 2 R A IR E)
* . 8. agalactiae 208k, S. dysgalactiae 108k, S. anginosus 108k, S. canins 104%
** . P anaerobius 108k, P. asaccharolyticus 1088, P. magnus 108k, P. micros 108k, P. prevotii 108k
# o 1995410 ~19964E12 A # itk

QEEBHTAaANITY YL - FEYLOAYTLYS R (MAC) fiE
BRIR BRI C B T DIRSZ S (A a7 TV UL - TEDLAary Ly 7 A (MAC)) 452

o MIC (ug/mL
Al _ (ng/mL)

i 50% 90%
FoOARTwA 8—32 16 32
vy AT, 0.25—4 2 4

(BACTEC and Agar 75#Rik)
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VI. EHEHICEI HIEHE

@AYany 44— EnYEEE
AR Sy BERR (38T D sz 14546 (Hopylori) 3
(B 2 : 10°cfu/spot)

A R MIC range (pg/mL) MICso (pg/mL) MICoo (pg/mL)
TEXVV 46 0.025~0.10 0.025 0.025
770 ARw AT 77 0.05~12.5 0.05 0.05

(FERFARAIRIE)

K HEpHIZ BT DIz ME43 4 (H.pylori ATCC 43526) 5
(BEfEE & © 2 X 10%fu/mL)

FFEpHIZ B B M54 (H.pylori) >

MIC /mL
% A (g/ml)
pHS5.5 pH6.5 pH7.3 pH8
7o) An~wA v 0.25 0.03 =0.015 0.03
(PRI IR A IRIE)

(BEFEE &« 10°cfu/spot)

MIC/5Afl (ug/mL)

WL T T 5~ L OBHE (Hpylori) % 57

* Al RIPREL pH7.2 pHS5.5
VAZAIV.S=3=a V4 25 0.004—0.06 0.06—1.0
TEXVVY 18 0.004—0.12 0.015—0.25

(FERSERATHIE)

(B & : 10%cfu/mL)

. B R (R
o FAl RS
A A R A AU
77 ) A< 18 5 13 0
TEXTY 18 2 15 1
seiciyy— SO T > Y757 =V OMIC PRIED, 7Y 2a~A > DMIC
3 LY T T VHEAMDMIC 750 An~A v BOMIC
ey~ IO T > Y757 —LOMIC  GIRROT X ) » OMIC
! TV T T VEMOMIC TEX VY CHEMOMIC
FRMEM : SFIC=0.5, #AEM : 0.5< EFIC=1, 2L : 1< ZFIC=2
(BEFE M E )

FHEpHIZBIT 2T XY Vv 7 T Au~A Ot ABE (Hpylori)

(BEREH B : 5%10°cfu/mL)

. e HF 2R (E D

B pH

i ittp PR FR I FN 2

pH7.4 24 5 13 6

pH5.3 24 8 12 4
SFICH S = O T7TEX Y Y OMIC RO Z ) 2n~< A2 OMIC

" FEX ) L HAD MIC 75 An~A v BIMOMIC
MFMEM : SFIC=0.5, HIMEM : 0.5< ZFIC=1, 2L : 1< ZFIC=2
(RS E )
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VI. EHEHICEI HIEHE

(3)

BRpHICBIT 27 7V 2un~A v ETEX VY U IA AT T — L L OHRZIE (Hpylori) >

(BEfE & ¢ 103cfu/spot)
Al PR 5o CAM & O OFHIZh R(FICH 0™
FREL pH7.2 pH5.5
TEXFTVY 18 0.52~1.50 0.50~1.50
FAT T —)v 18 0.50~1.50 0.24°~1.24

a:
b:

C:

FICHs 4 = (M D FEFKI A DMIC / FEHI A HLAM O MIC) + (1 5 D FEHIBOMIC,/ $E54IB §iAl OMIC)
FATEMEA : FIC<0.5, FEA{EA : 0.5<FIC=1.0. 5§i/EM : FIC=2.0& L7-,
2BRSFICHR 5 < 0.5 CHITRAEH 27~ L 7=,

(BFENMMBRE )

FHPHIZB T 57 7V Aun~A L UITEXF VI U ETRT T — )+ MU oL EDOHHME (Hpylori)

(BERE# & : 5 X 10°cfu/spot)

& pn | B | DRICKMEN [ *HJJT]F ?;;J%(gé% e

RS 55 27 038-0.75 10 17 0 0

717 27 0.37—-1.00 15 12 0 0

55 27 0.50—2.00 1 13 13 0

TEFRTY IS 717 27 0.50—2.00 1 25 1 0
SFICHE# = (PF IR D FEFIADMIC,/ HEHI A IR DOMIC) + (P F IR D ZEHIBOMIC / FEHIB HLH OMIC)

FASRMEA : YFIC=0.5, FMPEMA : 0.5<YFIC=1, #ERR : I<YFIC=Z2, #5HUEM : YFIC>2
(BZZETMBER)

2) BERHEZR

HT 1S ERE AL L > BREE BJERREC 5~ 7 A OIERENIRHAT X 2 IRULDI IR A BT L TR,
WP IO K LT BB TR ARATRD b,

~ 7 ARGENIR G 69 5 IR GBI Rh . MIC @ 10%ells/mL

n=20
-~ BT & MIC
Pt
fil (cells/~ 17 %) FEH (ug/mL) EDso(mg/kg)
CAM 0.20 | 14.4
S. aureus EM 0.39 67.2
! 6.3 X106
Smith M 3.13 2068 |
RKM 0.39 181.5 |
CAM 0.012 6.0
S. pyogenes 5 EM 0.012
7.1x10
MS15028 M 0.10 205.0 |
RKM 0.025 177.9 |
CAM 0.025 [ 7.1
S. pneumoniae EM 0.05 I 31.4
3.4X10°
MS15024 M 0.20 | 86.7
RKM 0.10 | 1149

AR L

AR - FHihshE
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VI. EWMEREICEY S1EE

AH|T OB AERERI LN L T e, LUTF ORBRIZEFREILS (7 7 U Z§E200] T2 U AEE50/NEH )
(75U ZARTALay P10%NEH]T OFFREZTH LT,

1. MAEEDHR
(1) BELAEMGIDERE
MR L

(2) BRERABRCTHRESIAOPREE
1) BERA (—HgREEE) O
O H[E#EE
EFERRAIZ 7 7V 2~ A 22200, 400mg#% ZEfE I HLRIRE & 5 LTz & & OB i PR EHER K V& X F
A—FEITILULTOL S ThHoTe, A FT vEAIE)

(g g/ml)
25
2.0
il
th
&
1.0
0.5
0
Fe 5 Z OB (b
Crnax Tmax Tirn AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
200mg 1.16%+0.10 1.934+0.39 4.04+0.20 8.98+0.64
400mg 2.244+0.30 2.74+0.65 4.36+0.31 20.30£1.52

PEIE EARAERGE (n=8)

R ANIZ Y 7 U ZAr~A 2 2200mg (Jifli) % ZEfEREHERE D& G L, @i o~ ~ 277~ (HPLC)
ECTHE L7 & 2 A, MG HFICIERE(E L OTEPEAGEH Y O 1AM KB R IZIE R EFE L, £ OAREIX
Bioassay CHIE L7-IRE L 1ZIX—F L1z, PWEE AT A =X ITROLEBY TH-720,

Cmax Tmax T1/2 AUC
(ng/mL) (hr) (hr) (ug-hr/mL)
S o (b
7j7);zmd;g{/“%tﬁﬂ% 0.48-0.03 21404 7.9940.19 5.69-0.26
750 ArwA >R 0.65-+-0.07 18+04 3.83-0.14 454+042

PEIE EARAERGE (n=8)
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VI. EMENREICEIT S1EH

@ KERSG

BERAIZZ 70 2Au<A 2 1E200mg, 1H2E %148, 27E2EERKERO&RE L, 1, 7, 278#% 5

BOMPPREHEE R OB NTA—ZEEBUTOL D Thole, (KA AT vEAik)

(4 g/mL)
2.0

O 1a#5H#%
A TEE 5%
@ 27 5-1%

" 1.0

o 1 2 3 4 [£] ] 12
s om0

Cinax Tmax Tz AUC
: = (ug/mL) (hr) (hr) (ug - hr/mL)
1 (n=8) 1.79+0.21 1.4+0.17 3.40+0.14" 9.00+=1.06
4 (n=8) 7 1.90£0.19 1.9+0.3 4.26+0.54 10.84+1.04
14 (n=7) 27 2.0610.26 1.9+0.2 4.20£0.25 12.39+1.67

SEEIE YRR S
" p<0.05 ( vs27[E$51%)

2) BEBRA (NYanNys—. E0) EEE)

O H[E#EE

(TEXSVY KPRV Y TSVY—ILEDFHRADIGE) ¥

FEFERLAIC 7 T U 2B~ A 2 400mg, 7EFX U LRRML000mg, T Y 7T — L 30me A 3HIFIEEIC
T2 TV A~ A 2 400mgE A TCEMERFRERE 085 Uiz & & O PREHERE K O/ 3T 2 — 2 EiT
UTDEIThHot=, TEXFV VIV VKFIY, 0V 77—V EDJFABRCRBITS 7T 2a~A D3
Wghieix, B G L i L CEIEER D o 7z, (HPLCHER)

G AT A L

—e— 3l [+ 5
—A— S

AT E

0 - T T T T T T T T

5 ORI
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VI. EMENREICEIT H1EH

N Cmax Tmax T 1/2 AUC
S
DR (ng/mL) (hr) (h) (ug - hr/mL)
3710FH 1.39+0.64 2.00+£0.63 45+2.6 10.36+3.84
B 1.25+0.95 2.67*1.75 7.1%£2.7 10.68+2.89
HRERS p=0.658 — p=0.134 p=0.789
ED ®HEOH DtRE. 3FIOHH & HEME S5 O (ThadIHRERT)
SEEE SRR R ZE (n=6)
75y 2a~wA v AREY
1gmlL
2,
—o— 35
—a— S
1.5
i}
=
q:
o 14
e
0.5
0 T T T T T T T
01 2 3 4 6 8 12
P 5-1% DB (hr)
N Cmax Tmax T1/2 AUC
s
DRz (ug/mL) (hr) (hr) (ug + hr/mL)
3FI0FH 0.78+0.28 1.83+0.75 74+2.0 8.02+1.98
B G- 0.75+0.37 2.33+1.03 9.5+33 8.19+1.66

PEIE EAREER . (n=6)

E) ABRENTWAIHELOCHERR, #@F 27 7Y Aa~A 2 0200mg (MLENZG L CT400mgE CHEER)), 7TEF VU
CARFITS0mg, Y 75 —A30mg% 1 H2ETH R G Th 5,

(ZFEXVVY VKPR UVA A TS T—ILEDHBDIEBE)
fEFERANICZ 70 An~A 2 400mg, 7EF T2 U AKFIPL000mg, A A 7TV —L20mg A 3HFIERFIZ, 22
JERFREE OBG Lz & EDIMFREHB R OENT A —ZEITUTOL I Tholze, 77V Au~vf v Kk
W7 72~ R (M-5) OFELMERREITONTH2MEMICE —27 2R L, FEEIEEZEh
526 U812 TIH A L72, Crnak PAUCoIE 7 7V Ar~ A 2 T1.34+£0.47pg/mL &% (N10.22+2.16pg-
hr/mL, 75V 2u~A 2 EY M-5) T0.81+0.23ug/mL &% 109.84+ 1.54ug-hr/mLTd -7-, (HPLCJ%)

(pg/nl)
——7FVARTL VY

3.0 i 7 G Y Zued Vo REY (M-5)
—— 7Y RuvL v+ 5 ) Ruvl YU REY

2.0

EEETE

1.0 [

0 | | I T I I
0 4 8 12 16 20 24

P 5-1% DI (hr)
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VI. EMENREICEIT H1EH

Cinax Tmax Tirn AUCo-24nr AUCo-»
(ng/mL) (hr) (hr) (ug * hr/mL) (ug * hr/mL)
VANV 3= VA4 1.34+0.47 1.83+0.69 5.26+3.01 9.71+2.30 10.22+2.16
VAN A= e
. 0.81£0.23 2.04+0.78 8.121£2.12 8.44+1.68 9.84+1.54
KRt (M-5)

PEIE AR E R (n=12)

) HENTWBEERLOHEIL, @7 T ) 20~vA 2 0200mg (MBI U T400mgE THER), 7TEXF U
CARFITS0mg, F A5 —A20meHx 1 H2[E7TH MG TH D,

© KiEHESE

(TEXDDY VKPRV VY TS I—ILEDFHRADIEZE) 10

R AICZ ) 2m~A 2 400mg, 7EXFT U L AKRMPLL000mg, T2 Y 7T —L30mgk 3HIFIRC,
1H B IZ#IZEfERE, 2H B22H6H BITEIR®Z KO &% O1H2[E], 7H BIZEIZEERICR O L L oM
TEEHERS R OENNT A—=ZEIZUTOL D ThoT-, THEDO3FNARERGICEY., 7TV 2a~vA 1R
# (M-5) OPEEHIOBREIERE ., AUCORERIDAEBO LR, 77 ) Aa~vAf v kO ) Aa~A
UARHE (M-5) OMiEFREOHE N LA T, WIERLIFHEE3IH BIITEFIRRBIZZEL WD b0 L
Ex bivlz, (HPLCiE)

VAVAUIVS = e gu (Ve
@ @ ® @ ®& & O ® O O @ SN
TEXL LY VKR
l A A A A A A A A A A A S A
(zg/mL)
51 — 7 FYRERL VY
------ 75 ) An<ed L UREH (M-5)
o | mx
i
i
;; 3
B’
2_
N
0 TITTr T T T T T T LLLLLL T
036 12 24 0 0 0 0 036 12 24 (hr)
| |
CE 7HE
Cmax Tmax T1/2 AUC,k
55 A (ng/mL) (hr) (hr) (ug * hr/mL)
1HH 2.11%=1.22 2.00+0.58 39+04 15.30£8.02
g2~ 7HH 2.42+0.60 271%+1.11 44+09 18.45+4.46
RERG R p=0.415 — p=0.195 p=0.153
_ . 1EH 1.01+0.33 2.00+0.58 6.7+0.6 10.69+3.86
VAR N ==
Rt (M5) 7H B 0.97+0.29 2.57%+0.79 8.5+1.7 8.87+2.28
T Bl p=0.704 — p=0.030 p=0.095

EHE AR 2 (n=7)

O TH BRI T T W A 2. AUCITO~ 12 TR L7,
1H B ®AUCITO~ 24 CEH L7-,

RO HRE, THEETHBOEE: (Thad3IMEET),

E) KRENTWAHELROCHAEREIZ. @F 27 70 20<A 2 2200mg (MEICH L T400mgE THER), 7TEF T
CARFITS0mg, T2 Y 75— 30mg& 1 H2MTH KRG TH D,
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VI. EMENREICEIT H1EH

(FEXVVY VKPR UA A TSV—ILEDHBDBE) 2

R AIC Y Y Z2m~A 2 400mg, 7EF U AMPLL000mg, F A7 T —120mgk | H2E A%, 7
HiE (1H B, 7H BIE#1EIOR) KER D EGRO M PREHR R OFK T A —ZEIXLLTO X5 ThoT-,
77V Aa~A vy ORAERR N BRI T 2 % 5AT 0 M5 PR IR B AOICERE B U7, 72 AR

ERREEE R L7z, (HPLCIE)
——2F VRV
A 7T Y AL P REY M5
a2 Ruwf Y+ T ) Rawf o REWM
(ug/nL)
6
a |
44 u
# b
B34 "
ﬁ T \T
B 24 - m
T_ —.,— = i g
18\ 3 Py Ok, '\
E‘n\:}. T Y T i s N H
o & L
0 2I4 4I8 7I2 9I6 léO 11‘14 léﬂ
Time (hr)
E’ﬂ—— B Cmax Tmax T1/2 AUCO-24hr AUCO-oc
(ng/mL) (hr) (hr) (ug * hr/mL) (ug « hr/mL)
1HH 1.22+0.64 491+1.38 4.72+1.13 10.41+2.76 10.94+2.82
VAZAIV.S=3=a V4 4HH" 3.82+0.68 1.91+0.30 4.23+0.70 23.12+5.68 27.62+7.58
7HH 3.46+0.79 245+1.04 4.61+0.70 26.8616.16 27.84+6.69
— . 1HH 0.57%+0.22 5.091t1.38 7.59+1.50 6.79t1.77 7.86+1.72
77 Auv A :
R (M-5) 4HH 1.02+0.19 1.82+£0.40 9.17£1.90 8.821t1.47 15.12+3.20
7HH 1.00+0.14 2.64+1.43 8.87+1.40 13.09+1.48 15.62+2.17

ERE R ERZE (n=11)
* 1 AUCo-24nrl ZAUCo-126r CHLH

E) ABRINTWIHEROCHEIZ, @F 77U An~ A 2200mg (MLEIZE L T400mgE THEA), TEF Y
CARFITS0mg, F A5 —A20mex 1 H2[E7TH MG TH D,

(TEXFVDI VKPRV SIRTSY—ILFT F)DLEDHADIEE) %2

fERRAICB N T, 77 A~ Y TEX VY VKR, 777 —)vF b U o LK HERIE G
Xix7 7V Aa~wA vy, TEXV VU VKW, 777 =) b o AO3FIDEAE G ORNEIREZ 4
D7 v AF— N—RICTHRE LT, K GHICIZZ 7 U Ar~A 2 400mg, 7 EF 2 U KR 750mg,
FRTZ Y —vF b U T A20mg % BAIOI3AIEFFZIA2[E7HM (BE1H R OEETHIX1 B 1 EFIZEIE R 50
H) AERR DG L,

A E T b 7 v — AP-450 2C19i& {5 %Y (EM : extensive metabolizer, PM : poor metabolizer) Bl 7 Z U
2a<A RO TV A~ A R OERMEE T A—X I TFiLDO LBV THD,

77V AavA 2y O MBERIR T30 G B CHAR SN S TR S HER L2y, 3 AEH
WL DBEE R BITRO Lo T,

Flo, 77V Aa~vA Y (M-5) OS5 i e R B3 A0 B G- CELAIE SN S TR < HER
L7 Cmaxe AUCIEEMEZ/R L, UM EERANRD LN, B, 77V An~A R M-5) O
B ROV RICME D ZaM EORE BBEIZRD 5Ty, (HPLCHE)
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VI. EMENREICEIT H1EH

a) 77V ARn~ATy

(ug/mL)
3 -
i 25]

%

TN A ONCSUN |

0.5

(Hg/mL)
3.
m 257

i

T\ ANAdONCUN |

EM
—o-400mgEF|i% 5
—-3FIBAEZS
FERERE (n=15)
3 g
g
4 9 144 148 152 156 160 164 168

MEHRS » 5 D3 (hr)

PM

—o-400mgEFIR 5
—-3HIGtA%SE

FHBELRERE (=4)

48 96 144 148 152 156 160 164 168
N@HE» 508 (hr)

MERERRNIC 7 T U A v~ A 2 BAI G SUIBAIH G- L T2

75 Aa A L OB mE R R

fERERR A BT D380 ER GO mEFR 7 7 ) 2An~A v 0D
Y ERE N T A —H

CYP2C19 ‘ Conas T T :
genotype Bel3Irik (ug/mL) (hr) (hlr/i (ug EJI?ro/rlriL)
N - 1.960-0.440 Zfziygglg;? 55461748 | 14.771%3.001
(n=15) - 2.327-40.939 Z&é?igig 643144091 | 17.502+6.994
o B 1.645+0.473 zfzgg;ég 44280867 | 11.669+4.128
(n=4) 35106 1.990+0.267 2'[5 2.%1*0.18 44901501 | 14.025+2.683

[ﬁmﬁﬁﬁiﬁﬁﬁ%%%# J
Tmad T IME G/ ME— R M) RO [EHE + SR E] %R

47




VI. EMENREICEIT H1EH

b)

7Y 2u<wA AR (M-5)

(ug/mL)
I 1.2 4
-

']
08 ]

0.6

04

0.2

e (0 -Z2)FBEFU AL ONCUNSRE

(pg/mL)
12

08
061
04 ]

0.2

@i (0 -Z)FH IV AL ONCUNBHE

4

0l =
0

48

—o—-400mgE &% 5
——3F|A%E

FHELFERE (h=15)

7

96 144 148

152

MBS » 5 DEFME (hr)

PM

——

156 160 164 168

—o0—-400mg B K% 5
-3t ARE

FHBELRERE (n=4)

96 144 148

NEERS H 5 OrFM (hr)

152

156 160 164 168

BERERRAIC 7 T U A v~ A 3 o & ARG SO 33AI0F G- L 72 ig o
77 ) 2n=A T ARG (M-5) O M EEHERS

BERER I 1T 23R B R ER SR o 7 7 U 2m <A & ARG
(M-5) DOHMERE AT A =X

YP2C1 , mox Tonas T AUCo.
Cgenot}?pe9 B3Ik ( uZ/mL) (hr) (h]r/; (ng Ul?ro/rlriL)
. B 0.547+0.124 2?2'2)‘_0;1'61?]) 9.881+3.668 | 5.100+1.155
(n=15) SO 0.815+0.255 2'[52'%1_0.‘;3]) 970843322 | 7.652+2.429
. B 0.570+0.084 252;251_02295]) 733940677 | 4.884+0.649
(n=4) SO 0.9480.115 Zéééigég 751041451 | 8.460+1.148

{@iﬂ?ﬁjﬁi%%ﬁ%%%?
Taxl L PO B/ IME — e KA

%)

) RO DPERRERE] 2T J

KR ENTWATELCHRIT. BHE 27 I U 2n<A 2 0200mg (LB T T400mgE THIER), 7EXFT U
VIKFAT50mg, TXT T — 1 b U U A10mgE 1 H2[E7TH &S TH D,




VI. EMENREICEIT H1EH

(TEFXFIDYKIPRUR TSH U EOHRADEES)
EFERANIZZ 7V 2Au~A 2 400mg, 7EF VY AKTS0mg, R 7T L 20mg % 3K RIFEC 1 H 2[R]7
AEER &L Uz, PR RE R O/ T A —2 DEIXLL T DO & 5 Thoiz,

JEIJH/:F__‘Yf Cmax Tmax T2 AUCO-12
- (ng/mL) (hr) (hr) (pg-hr/mL)
77U Aa~A T 400mg, LC/MS/MS
2.92 2.0 4.62 18.26
TEX TV LKFITS0mg, RZA LM
RN TT W 20mg LC/MS/MS
\ - 0.88 2.0 7.96 7.49
OF A INEiEZ

(R, n=11)
H) A~V anyy—.vn VEREICHT AEBAELROCHETIE, 77V A< A v iE1ER200mg (MEIZIE T LR
FRA00mg E ClEIE T HZ LN TX 5),

3) MRS
WNREBEICZ 7V AT A vmy 710%/0NNEH5me/kg Z 22 JERFEARIRE DB UTc & & ORZEAAR L O FAH
W DI TR EHERE K O 8T A= FHIZLL T O X S Th o7, (HPLCIE)

Cmax Tnax Tz AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
VAR IV = V4 1.05+0.33 1.42+0.67 1.78+0.28 3.54+1.14
VAR NI %
- 0.98+0.27 1.42+0.67 3.17%+0.59 5.37+1.68
K& (M-5)
BB R A (0=6)
14
" N
10
£
oy 08
3
08
%
04
02
00 L L
0 05 1 2 4 5

P54 (hr)
7T VARTA ey 10%NEHAONET 7 7Y Aa~A o U REHER
CESE + 1= %R 72 - HPLCEEIC L A HIE)

3o E R MR EE
(n=6)

| S—

o
®

WEEE (ug/mL)
o—
Gy

o
IS
&

o
~

00 & .
0o 05 1 2 4 6

2 5REER (hr)
77 UARTA Ty 7 10% NN HRAIOmE+ ERH#Y (M-5) REHE
CE¥IE AZHER 7= - HPLCYEIZ X 5 17E)
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VI. EMEfEICEs 518H

(3) s

AR L

(4) BE - ftREOFE

RN 7 T U A a <A 3 2200mg & ZEEIRE, BAI305), BH&300 ICHERR O G LTz & & oM R EHES

e OERT A —=BEIILTDO L S TH o790, (NAFT vA1E)
BEOEENILEALERD N1,
{u g/ml) (u gfmly
10 10
- 0 Z)gk; e O LEENE
o £l &t
m 1 i 1
% 05 iy 0P
= b
i 0.1+ {% 0.1
% 505k A E o005 Y
o
0.01F 'I\. 0.01
R S 57 F31 R o
TeHmoORE Btk
Cinax Trax Tirn AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
Z2 {8 i 1.27+0.11 1.60.3 4.42+0.32 8.98+0.64
HI305y 1.55+0.10 1.3£0.1 4.19+0.37 8.76 +=0.68
72 i i 1.27%0.09 2.3£0.5 3.47+0.34 9.20%0.52
%305 0.88+0.12" 3.8£0.6 4.41+0.61 6.92+0.35
SEXIE SRR S (0=8)
* . p<0.05
m (27 7V An~<A v 10mg(Ffl)kegZa HERR O&E Lz & & OMmiETEEICIE, BFORENTLEAL

D BRI 729,

(1) FRRAE

-2 8= KA BTV

(2) WRURETER
2.29hr !
(RERRERA T -84,

(3) HEEEEHR
0.174hr! 0
(fEER N 55 78651, 2

4) 2V75 2R

By bEoey s )75 A (CUF)
ZefGiRE s Z ) Au~A 2 200mgHERE O 5., F @ AW FRIR )

(frERRERR A 5518451,

EYRER/NS A —4

: 23.6L/hr®

50

ZefEiE 7 7 ) A a <A 32 200mg B A 1 #% 5

zefiiiE 7 5 U 2 m~ A 2 200mgH EIFE O 4% 5-)




VI. EMENREICEIT S1EH

(5)

(6)

(1)

(2)

1

(2)

(3)

(4)

NMBIE
T EoyFssts (VA/F) : 136L/body™
(e R B 780, ZEfEIE 7 5 1) 2~ A 2 2 200mg B ER A 5. F : AW Fa0FH=R)

Z At
DR L

B&ERH (REaL—23Y) &
R A &
MM ERe L

K5 A — 5 EHER
BHTPRE L

4R

INAFT ATV T 4 (WINT—X)

77 ) A~ A T URER (250mg) AR AKL- LGS QEEIE) L7 7 Y An~vA 077 MeEA URER
Z RN G U T2 5B O 3P E LGRS T A — 2 Z R LT, £ OFER, RELERDOANAL AT XA T Y
T A 1E52, 55% THo7=n3, FIELEED TN K > TER S L HIEERBY (40KERLIR) 2& 737 A —
HRNTRER DD, 77 VA <A YU AR O EGZIZTZEITWIN SN TND Z L BREB I,

WIERAL (T > 1)
7 v b Din siulELEWIER G, UC-7 7V 2Au~vA Y U ATBEN LI EWIRENTIZ, FIZH BB S
[ 2 D /NI & BRI I S 4L D 2 & 3R S 7z,

e
1 7% — fixi B8 P @ @ 14
(7> H)

7w MIMC-7 Z ) Zm~ A v5melkg % % 145 51k TIRFRET oD i PR 13 iR BE 0D 17% T do - 7299,

% — R R REFY @B

(7w K)
TR OB O T~ MTSmgkgDHC-27 5 ) Aa~A LU BRAOKE L= L 2 A, IEETH o027
BE & KRR L, REEM PR O1/4, 1/10C, HRH OB FRE GIZERL~LTHY, 7T
Anu~A 2RO OBIEBITIE, MK —EBREMIC L VRS IESh T EEZ LN,

Eir~DBITH

g7 — %)

FERHIRGYE D & MEIZ 7 7Y Ar <A 2 250mgz 1 H2E], 6HEE G L EDRBAFD I T 2~ A
VR ONANIKERLIR () ORI, T PR 0K25%, FI75% T - 729,

HE~DBITHE

(Y)

PAZSmEkgDHC-7 TV A~ A U ERAKRE Lz L 25, IMEBR~OBITIIMm O TR <, 248 #% 1
FHRARLLT T - 729,
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VI. EMENREICEIT S1EH

(5) ZOHOMEHA~OBTHE
1) — AR
ZNENOMBE~OBATIEZ RAF TIIETRE L RFS LFTh A EOREZR LI,

o FE5 B < P2 K N PRI - SN IR
& '7\ it BS /%'\
P - L8 A m ) Lt YIS gz or namL) .,
" [OEFV 150mg X E[a]

F70) . _
e P e | ! 281 23
B WY R ZYERSE 150mg X Ei[a] 3 1.18 3

- . 150mg X Hi[H]

T2 -

IR fERERR A (72 g 10 1.61 1.49
Jor T 150mgx sl g 7.89 175~2.72
RG]

B AT IR 150mgx Rl 7.90 )
RG]

BRI | T e 150mex Rl 450 )
(4RI

SLZEIA 3 AT R 150mex Rl 630 )
[#Rr AT

e AR TG 200mg X E['?‘/ﬁ il 6 5.16 4~5.67

v — 7 ld D VML

2) BiEB -+ BBEBICE T A aNy 44— EO ) BEEE

(TEXFIDI KPRV SI OV TSV—ILEDHADIES)

(FZ> )™

7w MIMC-7 Z ) 2aa~A v (Smgkg) ZHMELGR, T Y75 —v (10mgkg) & O2510F A # 55,
V77— (10mgkg) MOTEXT VU K (10mgkg) & O3FIGFF B 5-HE O WAL E LR b ik
RRIREZIIR L& 2 A, B0 LK OEARNE 5% 0 B IRE L, mERREICHARZNZ180~175(% &
OIS5~20fFIZ3E LTe, F7o, IR O &G A0 GREC I B AR BT MV ME A2 7R L7223, 2
FIOERRE L 3FNPFAREOR CIFA BERERIIBO SN2 -T2, —F ., BIRNELGOEE. MLERRE T IEE
(CPERE G- DORBITERD SN o Tz,
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EWEREICET SEHEE

(HALEMR R, #O&S (0=3))

(zgeq/mLorg) (ngeq/mLorg)
0 ., 60 4
155514 30531
M ] /NI M ] /NI
(zgeq/mLorg) (zgeq/mLorg)
60 ., 60 /4
60531 24053
)ﬂ— 30 ’l|_I ){§ 30
Vxlli ﬁ 0 ﬂ ,—'I- om B
Mg Al N migE  wiE /N

Ii’Ml_iffP"fE o

(THCE MR R Bk TG (n=3)]

(ngeq/mLorg) (zgeq/mLorg)
0 20
1553% 6051
{E 10 |1‘1I ,{E 10 H:I
0 e I
FIIJ " /N miE A /J\ﬂr

¥WW+WE

MEMES @ Y75V —LoEAZ4HBROES E%&%&wﬁﬁmc77)zmv4//
(5mg/kg) %A #h-& 5 WILFRIRN I G-

[ RAIGEH - Y 7T Y — (10mgkg) Z4RMREAKE, RKERGRIFRIZHNC-Z 7 ) 2An~A
(5mg/kg) X NHE & 5 WILERIRN G-

B3HI0FH . 777 = (10mgkg) Z4HMREOES, RE&EGHRIBRMICHYC-7 7 A~ A vy
(5mg/kg) ETEXFT VY KT (10mgkg) %[RRI OBEG & 2 WIEERIRN % 5-

(FEXVVYUKMPRUVA A TS T—ILEDHBDEBES)

EFERAIZZ 7V 2An<A 2 400mg, 7EX T KFIMTIS0mg, 4 AT —120mgZ 1 H2[E], [FIKRFIZ
BO%E L, 6HHOH, 2XT6RHE%ZIZIHIT MG, BREAOHMEFT O 7 ) 2Aa~ A o ORELH
E LIz,

BGAREMIBICRIT D7 7 ) An~ A T UREE, BAR > B> MiEONRICE <. miERE S kL,
KR PR 1 X6~6331%, HAIEMIRE1I8~671%, BIREIREII8~47ETh - 7=,

B GORERIL IR DRI, BAIET CIIAEICIKE T Lzos, myEHhEE L v @ EmchH o, £72, 5
PR CIXAM K T IXRD b T, BRI & RIS, MEFIRE X0 s EmICH - 7,

Fo, 77V Aa~vA Y UREM O GH22EMICE T AR, B> BRI > E IR E < miER
BE L b U C R R EE 13~ 1615, HRIETREII3~T165, BIRTREIXS~37ECTh o7,
WHeRIRICRBITH 27 T U Au~ A BRI, IE. Bk, Bk E bICAMARAKTIIEED b
T BRI K OVE AR R R s PR K0 s MEmAICH o 72, (HPLCIE)
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VI. EMENREICEIT H1EH

BAIOFHRR O #5)
(ug/mLorg) (zg/mLorg)
77V ARV 75 2nwA LR
1,500+ W 370 £ 5 50 EH3HIDFHES
Z’;% (’% 404
1= 1,000 s
§ };‘F 30_
500 207
10
0 1 E | smim 1 0
2 6 2 6 2 6 2 2 6 2 6 2 6 2
Mg A JHAE BRI Mg AEEE BH HRSR
R g AT FERR RN B HER
(hr) (ug/mL) (ng/g) (ng/g) (ug/mL)
1.95+1.21 55.64+51.67 38.78+15.19 297.97+364.38
2 (1) 5) (5) (6)
I .
77YARTAL T ] 1834067 10.58+5.47 19.77+9.64 13.08+6.86
(11) (6) (6) (6)
5 0.92+0.29 15.92+28.51 12.57+13.15 6.70+3.99
VAN S= eI% (11) (6) (6) (6)
AL 6 0.80+0.13 3.40+0.77 7.25+1.07 3.97+1.77
(11) (6) (6) (6)
SEE RS, () Bk

(ZFEXFOD) VKMPREIRTSY—ILF R I LEDHADEE)

mMERe L

(6) MIFELHER
42~50%°

(invitro, 7 7V An~<A v 025~50ug/mLTHOt MILEERBMSR, =O0HEE)

6. {3
(1) ACHERLL B B RE R

tEMIZT VAo, Yo 2RO LRSI

RARBALIE T~ 727 7,

54

B AFONRBHREEIILLT O L S ITHEE S D,
Flo, KOHEREDL TR M-5) 1377V Aa~A U LRERNL, OCHWHIREEEEZ AT 514




VI. EMENREICEIT H1EH

(7 Z V) Am~A %A #E% ORI

CHs,
N
CHj
14R) kB L b
By59/—2 H.C
75283422 3
H
By /—R
PAPY =g 7
CH.
.- N
JCHs o CHy
/ Hscz" OH H
14(5) KB L HsO
HSURATA LY oCH, Mo
OH H
CHs H,C
H
Ho H
CHj
75)Z2834
-5 54261
UR AR D b RoD)
0 50 100 %
| 1 ! 1 L | I ! 1 ! ]
93VAATL Y 5 6 M1 -4

(2) RBICEET 5B% (CYPH) OOFRE. F5%
B MFI 78 Y —LE A0 TinvitroRl BRI BN T, 7 7 U Ar~ A ¥ A EICHREERCYPIAIL L 0 (U &
oY, £7o. CYPIAICHT HMEEM AT 5,

(3) MEEAMRDEERVZDEES
(s — %)
77V 2~ U8R (250mg) AR OEG L QEE) 277V A~ 0T 7 MeA Ui
RN L1236 O IR E R N T A — X % iREt Uic, £ ORE5R., WIEIEEZRIC L > TER S
DISVEGH (AGKBRLIR) 2B 0T/ T A= ITHERN G, 77 ) An~A U IR O EG#ITITES
RIS TNWD Z ENRB STz, ZOREOREMMBONAFTT AT EY T 11352, 5% Tho7oZ &
MB . A0 WIEEIMZN R 22T D b D EB X BT,
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VI. ZEWEREICBId BIER
(4) REYOFHEOEERVERL., FELSE

v FOEMRBITH H14KERIEE M-5) OFFEI1IE, 7 RUERERENCH L U7 TV A~ A biF
BRI%THLN, ~A a7 TFTIVTL-TETLAaAL T Ly 7 A (MAC) 32 OROANY axy Z—. r'a )
W LTI Z U 2~ A 0y, F7o, 14KEIE (M-5) OMACIZXT Sin vitroft EiEMHEIL 7 Z
20 A T DI~325D1ITH 5,

£
BT AT B OV s
PR R OV 0

Heit =g

1) A (—RRREESE)

O R AIZYZ 7Y 2Aa~A 22200, 400mgh ZEERFHEEIRR QG LTz & 2 A, & G5%24KH £ TlzenE
B D38.3%, 46.3% 3R HIZHEM S 720, (A AT w4 iE)

@ EFERAIZHC-7 TV 2An~A 2 250mga B O &R G L= 2 A, #5%S5H £ TICRGBIERED
37.9% DR HINT . 40.2%03 3 2 HEE X 4L 7289,

@ R AIZYZ 7Y A~ A 2 1E200mg, 1H2[MEIZ14HM, FR27RIZEERKER ARG LIz Z A, &
B 54120 [ £ CORPYRIERIZ, 3B QHH) DBRIRIRE—E LIogRitEZ Rm LY, (147 v & A
%)

2) BN (BEB - t-HREERICBITE AN 42— EO1) BRESE)
(TEXFIVI VKBRS OV TSIIV—ILEDHRADES)
O Hila|$#5-E
EFERRANIZZ 7V 2~ A 2 2400mg, 7EFX U AKFIL,000mg, T2 Y 7T Y — /L 30mg % 3 [E RE
W2, F27 70 Au~A 2 400mgk A CEEREER OG- L2 2 A, RPIZIZZ 7 2~ A v
R & AR 2T E R SR X A7z, 0~24F5[#114 F TORZE LK & R O G FHR FHEIEER X351 [F R
TI341.9% Th v | HAZEERFEOHEE (39.6%) LI12IEFE U Tho7=?, (HPLCEE)
@ KiEHG R
R ANIZZ 7V Am~<A 2 400mg, 7EFX U AKFPLL,000mg, T Y 7T —/L30mg % 34 R K
W2, 1H BIEEIZEiERE, 2H B 66 H BISEIRZ LK OW BEZO1H2E], 7TH BIZHIZEERFICROKES Lz L X
Dy T Au~wA T URENEK, 770 2n~A Y oREY M5, 7T 0 ZAn~A VU KRB RO
# M-5) ORFORFPESRE QEELGEH47-07) X, 1HBHIZBWTH228.6%, 12.6%., 41.3%, 7H
HIZBW TS %40.4%, 17.2%, 57.6%C, WA G-REZ AR AR PRI REEHN L7219, (HPLC{R)
T 7TH B R2EFERTNCRIED TN TV D T2, 0~ 120 O REPE I TR G &XS7-0 & L=, IHBIX
0~ 241 D RFEHRM R Z H iz,

E) EKBRENTWAHELROCHAEREIZ, @F 277V 20<A 2 2200mg (MEICH L T400mgE THER), 7TEXF TV
CARFITS0mg, T2 Y 75— 30mg& 1 H2M7TH KRG TH D,

(FEXIDY KPRV A TSY—ILEDHADIEE)
O Hila[#5-F
fEFERANICZ 70 An~A 2 400mg, 7 EF 2 U AKFIPLL000mg, A4 A 7TV —L20mg A 3HFIERFIZ, 22
JERFH R ORG Lo 2 A, O~2FE% ETOr TV 2u~A VU REIR, 77V 2n~A ¥ Y
M-5) .27 7 U 2 <A ¥ U REK KOG (M-5) OO R P PRERITE NN G- E022.4%, 11.7%.
342% T -7-"", (HPLCE)

H) AREINTWIHEEOCHEIX, @27 7Y 2An~< A 2200mg (MEIZG U T400mgE THER), 7EF VY
KR TS0mg, A A 7T — 1 20mgE 1 H2[ET H G- TH B,
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VIL.

EWEREICET SEHEE

(3)

(FEXFOV) UKMPRUVSATSY—ILF MO LEDHBDES)
mMERe L

3) /RSN
INREEIZ 7 ) Au~ A v Smgkgw ZEMEFFICBEER OB LG L& 2 A, HE5HBOEHE TITHR 5 E025.8
E39%NRPICHEE S NT=, (A AT vk A1)

Pt

1) AL

fERER NI 7 7 U Am~A 2 200mg, 400mg#4 ZEfERFIZ HAERR D5 LT & & OJRPPRMEDOHERIILL T O &
9 Th o7, RPPEIERITH EICBIR 7 <IRIE—7E T, | 5% 24 £ Tl 58 D38.3~46.3%IT#E L7z, (N
AFT v A1)

(727 VY xa~AT 200mg (n=8)]

(pg/mL) )
300 - 50
2/0_40 +
39 R
T
%
- 20
HE
it
- 0
8 24
i [ (hr)

K (hr) 0~2 2~4 4~6 6~8 8~12 12~24
TR e 159.5 275.9 256.5 91.9 36.5 18.1
(pg/mL) +49.6 +47.6 +45.1 +7.7 +3.7 +2.1

BAER R 7.1 16.8 24.0 28.6 33.5 38.3
(%) +1.3 +1.5 +2.0 +2.0 +1.7 +1.8

EIE EARAERGE (n=8)
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VI. EMENREICEIT H1EH

(7 Z VA2~ A3 400mg (n=8)]

(¢ g/mL) (%)
500 — 50
400 - 2/‘ 40 +
300 L350 #
b
z
200 20
HE
s
100 10
0 L0
0 2 4 6 8 12 24
K [ (hr)
W[ (hr) 0~2 2~4 4~6 6~8 8~12 12~24
PR A 165.3 488.3 446.5 280.3 104.8 52.8
(ug/mL) +55.1 +62.7 +88.9 +46.1 +10.2 +11.4
SFER R R 6.8 16.9 25.9 32.3 39.2 46.3
(%) +1.6 +2.6 +3.6 +4.0 +4.1 +3.7

TREERAERE (n=8)

2) /RS
INREBFIZ7 7V Aa~A v Smgkga ZZIERFICHER O G L7z & ZORFEEMOHERIZILLTO X 5 T
boto, RTPIREIL, 2~4F CTREEEEZ /R L, BEHOIER £ To RERPHEI=R1325.8+£3.9% Th > 7=,

(RAFT vEA1E)

(uzg/mL) 1¢3)]

400 - 40
300 - 30 %
2
2
200 — 20 EP
HE
itk
100 —10 K

0 0

0 2~4
K R (hr)

W (hr) 0~2 2~4 4~6
PRAPRIE 150.2+31.9 177.2+32.1 132.1+36.4
(ng/mL)

%%ﬁﬁ'&(;ﬂ)ﬁkﬂfp 11.6+2.7 20.6+3.2 25.8+3.9

PEIEEARAERGE (n=7)
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VI. EMENREICEIT H1EH

3) =EnE®

BB HBEREB O 2066~825% (F¥JT2.25%) OLM3LIZT 7 U Aa~A 3 200mg % ZEHEIRE|Z BRI O 8 5-
L7z& 2 A, %54 12850 £ T BHER P HEERIZEE29.514.0% TH 0 | BEERA & D & BT IR -T2,

(NRAFT vEAIE)

2~4 4~6

I (hr)

6~8

8§~12

REfE (hr)

2~4

4~6

6~8

8~12

PR P RE
(ng/mL)

155+£47.5

118+4.7

158+63.6

164+96.8

THIE RS (n=3)

8. FrIZIURKR—E2—ICEHYT 51k
AANIP-HEEAYE (P-gp) ZFLET D,

0. BHEICLBIREE

KPR L
10. BENERZHIHEE
(1) BB

PR IE W & B RE R

W27 7V Aua~vA 2 200mgx EERFHEIRAOZR G LI &7 v 7 F=07

V7 A (Cor) OFEEHEDOMHIREHB L NG/ NT A —ZEIZLUTO LS Tholze, (A AT vEAIE)
(pg/ul)
5.0 —a— Ccr= 5 (nL/min)
4.0 —— Cer= 30 (mL/min)
3.04 —eo— Ccr% 50 (ul/min)
—o— Cer=100 (@lL/min)
o %0 ST + YR
it
; 1.0
B
0.5 ~
0.4~
0.3
0.2+
0 T T T T T T 1
0o 1 2 6 8 10 12 24 (hr)
L
7 1/7%: ‘\/7 U 7 :7‘ A Cmax Tmax T1/2 AUC
(mL/min) (ug/mL) (hr) (hr) (ug « hr/mL)
Cer =100 (n=5) 2.02 1.24 2.38 8.89
Cer = 50 (n=5) 2.15 1.89 5.74 21.69
Cer = 30 (n=5) 2.55 0.96 4.69 18.73
Cer = 5 (n=5) 3.54 1.48 6.13 36.89
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VI. EMENREICEIT H1EH

(2) EifnEs
BB 7R AR EB O 066~82i% (F¥IT2.25%) DOLM3LIZT 7 U Aa~A 3 200mg % ZEHEIREIZ BRI O 8 5-
Lizd 2 A, FEEMRAE LT, Toa TiodlXIEIEREETH 57208, Coa L CAUCIEHA ST E N T2, (N

AFT vEAIE)
( 4 g/mL)
51
II\
\
B [I\ N sl 1
[' \\ —— iEf 2
s —-— JEf 3
i h \\\ —
H 3 ” \\
H j‘ N
=3 N
1133 R I aRREN ‘“\\
K \\\\\ \\
’ \\\\ N ‘\\
1 \\\:,‘\_\-‘.\\‘\
0 Z '! T T T T T T T T T T 1
1 2 3 4 5 6 71 8 o 11 12 (0
s
Cmax Tmax T1/2 AUC
(pg/mL) (hr) (hr) (pg - hr/mL)
= —
77V AmIf T 3.72 23 42 19.20
200mg
(n=3)
1. Zhih
AR L
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VI. &£t (EALDOEESF) CETHEHEE

1. BEABREZOER
REINTWARN

2. ERRNBLTDOER

[P5)RAOTA 2 oE200mg TKIEJ], [25)RATA 2 UEOmMg/MNRA TKIE] - KS4 20w F10%/h

RA TKIEL]

2. B2 (ROBFICIFBELEWNI L)

2.1 AFNx L CRBUEDRBEERE D & 5 B

22 YEVR, mAITEZIVBEAEEE - BRI T oA AV TREALTFEY Y, P FezIdF 3
VAIIVEREE, AR LXH R AU RUFH U MERIE, ALV LS KT, I X E RA UL
i, 257740 (7T RV B]), FhTvan, ATNF=T ANXNTITVVERBE, ~Xx N7 F7
A (R UTEEED B Y v A ME O SR 3R Ede) . B XUTEREED~ > ML
HIBR Y > oXBEO R . VT Y RUERRE, TRV Y VHEBIE. Vo xv v AT ary =
v AR, R aARY v v A B AT U EERGTOBRE [10.150]

2.3 I SUIBIICEEDH L2 BE Tar FraEbhoid [92.1, 93.1, 102%M]]

(fi#5)

2.1 RFIDOESC K 2 BBUEOBEFIED & 5 BFH TIX, BRGICLY > a v 7 EOWBUE 2 3B 9 2 falEik
EWED, ZOX ) RBFICIIRE LN L,

22 Vii-7. (1) PEHEER L 20 h 28R

23 VI-6. (2) BREREMREESE . VI-6. (3) MténekEE bz

\\}k

AN

3. MEXIFMRICEET S EELETNER
(V. 2. ZWEESUINRICBIET 2 1ER ) 22552 &,

4. AZERUVRHZICEEYT 5IE L ZFDERH
(V. 4. AEKOHEICBEETIEE] 228752 &,

5. BEELGEARMIELZTNDER

[V5)RAQTA4 L 8E200mg [KIE]]

8. BEELEARMIE

8.1 AFIDFERIZHT=»> Tix, MHEFEORBREEZE -0, FHIE U CORZME2MR L, BIROER EyE
RR/NROHIE O G E LD D 2L, [7.1, 73, 1.58H]

8.2 I/ LB i, Bk EERIEKIENH S D Z ENHDH DT, EHW
WCRAEZAT ) I EBIR A +m1TAT9 2 &, [11.145 M

(50234 28E50mg/MNRRE TKIEI - K540y F10%/MNERA TKIE]]

8. EELEKRMNIEE

8.1 AFIOMERIZH T2 - T, MEREORBEEZB T2, JFAIE U2 M8 L, R ORTE Ly
RE/NROWIR OB EICE EDDH L, [72, 1.55H]

8.2 I/ LB, Wit ., [ ek BERIERES S s Z B H 5D T, EMH
WCREZIT O R EBIEALT2ITATH 2 L, 11145 1]
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. £t (EALDOEESF) CEATLHHEE

6.
(1)

(2)

(3)

(4)

(5)

REDHERERT 2BAICHT HERE

GHHE - MERFOHLEH

[95URATA L U8200mg TRE]. [95URATA S U50mg/MNRRA TRIE] - K54 &0y F10%/0
R TKE)]

9.1 BHHE - IEEZEDHLEE
911 D<o OS54 FREH|Cx L TRBENCRETEDHZEE
912 DEEDHLHEE. BHVVLMEDHLHESE
QTHEE:, =M H (Torsade de pointesz & de) . LEMEZI T 0355, [11.1.280]

BHEEEEE
[95RATA L U8200mg TKEJ], [951)RATA L Ui50mg/NRA TKE] - K54 S8y F10%/0
BA TKIE]

9.2 BHEEEEEE
AFNOMAREN EHT2B8ZhR3H 5, [16.6.120]
921 BHEEERECIILEFUEBREDDES
BH LWz b, ae T romPRE ERICHES REERSRE SN TN D, [23, 1025

FrikrelEE 25
[95URATA L U8200mg TKEJ]. [951)RATA L U50mg/MNRA TKE] - K54 8y F10%/0
B TKIE]

9.3 FFREIEERE
S REIEE 2 B S5 2 LB D, [11.1.3BH]
9.3.1 FiEEERECaOILEFUEBREDDES
BH LWz b, aeFromPRE RIS PEERSRE STV D, [23, 1025H]

HIEREEH T HF
BRE STV

1R
(V51 RATA S U8E200mg IKIE]]

9.5 114@
T SATAEIRE L TN D ATREE D 3 5 oI iE, 169 Lo NGBt 2 Bl 5 &l SN DA DR
B35 L, BERT, BEMICEEDRH b s EHEICBN T, BIEEE (OMERORE ., O
R RERBIES) PHE ST D,
B, EAMIBT 5B CTIRO X O R ENH D, SDFRT v b (15~150mg/kg/H) KUCD-1562~ 7 A
(15~1,000mg/kg/ H) (28T, TNENREMICEHELH S ONDREHETT v MRIEIZ.OME R
BRI ONC~ U AR O BERRRO b, £z, Y0 (35~T0mg/kg/H) (28T, REMWICHENE
2 55 T0mgke/ B TIFIHFIBNARAKEORBIEN A Lz, s, NIR, BHICIZEREITERD 5
Nl molz,
Flo. Ty Mz Z U Ruevw AT (160mgkg/H), 7Y 77—/ (50mgkg/H) KOTEFT v
U vokFndy (500mgkg/ H) ZOFAEL LI-RBRICE W T, BB CTOBREOMME & HITHREORE
PO HEERDGRO HAL TV D,
IHIZ, Iy Mz Z VY Ar~v Ay (S0mgkg/HLLE), X757 — ) hU A 25mgkg/H) &K
TEXRTVU AR (400mg/kg/H LA E) AAEMOFHEG Lo BT, MECRBREBOELDNFRD b
TW5,
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VII.

ZeH (FRLOFEESF) CEHATLHEE

(6)

(7)

[D35)Z2O%A4 S UEMmMg/MNERA TKIE] - KS420Ow F10%/NMNRA TKIE]]

9.5 1%
Ide SUTHEIR LW D RIREME D & 5 2o tEI2IE, 1B EOFRMEN G Z EF D Ll S D552 D&
BHETDH L,
W ER T, BEWMICEELD Db AEmAREICB VLT, IBIRENE (DIERORE, NHEZ, BEELE
%) MHESN TS, B, EAMNCBT 2B TRO LS fERH D,
SD%7 v b (15~150mg/kg/H) M OCD-13~ 1 A (15~1,000mg/kg/ H) 1B\ T, ZNEREIMICE
MR Lo oEEmMAETT v MERICLDIE REFIT I~ 7 ARIBICAEHDBRBO bz, £2, ¥
b (35~T70mg/kg/H) 123\ T, REMICENEDR & 5 it H70mg/kg/ H COFIH 1FNAREE DR 23 2 &
ATy, AR, NI, BRICIZRFIIERO b o Tz,

(figs)

77 ) ARG DERIRGRER DO KR B RS LT 728D | IEIm ISk 2 ARSI S 41TV,
—IRRYMIEIZ IS T B 7 T U ABGEIRFE R O R AL M OVRFRIF AR LS 36\ T ARHIR - D 22 PE R 52
Lo T m 40161, HZAEVIF372B]TH 72,

TEARTIZ 31T D AHANC X 2 BWEH FEBBNZABIRE D BTz hs BEEE 2R 6, 8L 72 FRILG, hEEDORZ]
BITH Y | ERIFA 72 b O TIEAR < AABE- oIk K ONikfe D £ FALRE RS 52 TR L, E7o, AR
BT HEREFTRE LT, TERFHNEEFT ROV | 23361 (BIRRIE, REREHE, L5 K EE 4 161)
ROLNTN, WTILbAF L OREITRVERESN TN D,

IX-2. (5) At italir 20

=3Lim
[95)ARRA L E200mg TKIEL], [P35 YRATA S UEE0mg/NRRA TKIES - K54 20w F10%/0
RBRA TKIE]

B EOA MR ORFRBOAEMELBE L, IO UTT L2 RFT 22 &, b MR A~BAT
THLILERHRESNTND,

B, BER (7> 8 ORI PREL, fAPREDR2.5E THER L7,

(fif)
WIMZEB T, B hORAF~BITT 22 ERHESINTND®,
VI-5. (3) At ~0BITH 2

INRF
[V59AB74A4 S 8200mg TKEJ]. [259RO74 2 UfE50mg/NRA TKIE]- RS54 >0y F10%/
RA TKE]]

9.7 IMNR
IRHZE R EE IR R OV 2R R 2 kb 5 & U 72 BRRBBRITTEHE L Tuheuy,

(fign)

277 ) AR DEFIRFER O3S0 B RS U Te 7o o0 AR AR E R K OB AE RIS T 5 LML LT

VY,

B, —MIEGYEICI T 5 7 T ) A BERGE % O FHEGERAAIC BV T, FRLo & B0 b Sz,

FRAT St SR IR RIE R FEBUE B2 (%)
BrAEV@HELLT) 1 0
AEC HH 2 {4 B VL (HH 6 4 2,500 g i) 0 0

FLIB (~ AR ) 49 1 (2.04)
BV (~ THE A ) 1,808 18 (1.00)
NR(TrELLR) 4,209 35 (0.83)
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. £t (EALDOEESF) CEATLHHEE

(8) =fE
[P5)ROTA L oE200mg TKIEJ], [95)RATA P UEOMg/MNRA TKIE] - KS4 20w F10%/h
RA TKIE]

9.8 B#E
I AEBFEREME T L TR Y . MW RES R DB D 5, [16.6.22 1]
(Fgt)

mifn s CORmMTERE, AUCOHMAHRE SN TWDY, (VI-10. 2) midE ZH)
—RIEOHIEIZIR T 2 7 7 U ARGERCER O I GERAEIC BV T, Trio tB Y G shiz,

AT GHIE Bl 5K B VE FH R BURE 51135(%)
~645% 13,632 101 (0.74)
6555~ 3,265 28 (0.86)
7. ¥MEEHR
[P5)RAOTA 2 oE200mg TKIEJ], [25)RATA 2 EOmMg/MNRA TKIE] - KS4 20w F10%/h
IBH IKE]]
10. #8HE/EH

AFNIEL LCCYPZAIZ L R s LD, 7o, AANICYP3A, P-HEERE (P-gp) Z#PHET S, [16.4,
16.7.1% ]
(fiR )
AANL, HGHEEET N7 2 —2P450 (CYP) SAMHEEHZ AT Z &b, CYPSATIUEH S5 3840 & OF
AU E &, SFREAIORBNE S REN EF3 2 aReMER S 5, -, AANL. P-FEE IS
LIEMEREZET D L0, PHEERELZ N L CHRH SN D 3K O Lz & & DFREEAIOBEH 2 EE &
AU EEE DS A A ARV S D, — . AENICYPIAIZ L > TREFEND Z &5, CYPIAZRPRET S
WAL PR Lz & &, AFONRBENILE S HRECRO M AFEEN AT 206 ERH Y, 72, CYP3A%R
BT HHAN L O Lz & & ARFIOMREMEE S URZE(LR O i F IR EEAMK T 5 rIEeMEN & 5, (VI-6.(2)
RHCBA G T 58 (CYPE) O 1F, 5% &)
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. £t (EALDOEESF) CEATLHHEE

(1) HHHEZLTDOER
[P5)ROTA L oE200mg TKIEJ], [95)RATA P UEOMg/MNRA TKIE] - KS4 20w F10%/h
RA TKIE]

101 BERZES (BFtRALAGWLI &)
HH4 % BERAEIR - $5 &5 1E K - falRIRT

EE Y RS
(2.2, 16.7.1%08]

QTEE., =M AR (Torsade de
pointes% & ¥e) DL E RRIVEA D
WEIh T3,

TV L I EARRE - KA T =
Ay oA TRELT T
(V73]

Vb R )La X I A UVEEE
(2.2, 16.7.1%08]

MG SO EERRIEN 2B 27
BENDRH D,

AR L FH b

(~LY LT

2 KL %4 MEpiE
(/—EtEv7]

A VxRV hKFIY
(R R 4)

[2.2. 16.7.1%08]

7 RO HFA O 1 B R R B S BRI B 5
L. TOERREHE LIRS0
BdHD,

73 E R X UOVERE
(¥ 7 2ZE Y F]
[2.2. 16.7.1%8]

B A ROMPRENRELS R
TLBENGH D,

BHETT 4 ERER DI VT T2 ANEEITK
(7 Rei) DL, ZOERNERT IBENNH
(2.2, 16.7.1%] 5,

FhTLaL FH 7L a O iR R ERE L <
(ZV Yo%) LRI BERD D,

2.2, 16.7.15]

A TNF =7 ATNTF =T OERANHERT 28%
(4 27 EH] nnH 5,

[2.2. 16.7.1%88]

R CAVA RIS . 3
(2Z7]
(2.2, 16.7.1%08]

WEDRIRD D HOND ZENDH D,

R 7T 7R (FFSUTEEEOE
PEU o WEARIIE CNY o RERMEY v
NEEETe) . BREUIHREDO~
VIR Y > SO B B )
(Rx7 VL7 RH]

[2.2. 16.7.1%08]

JELIBE A BRI A R D FE LS IR T 5 %
TR H 5,

VT R R
(5 —#)
[2.2. 16.7.1%8]

TV R OmMHPREN EA- L, /EH
NHERTD2BENNH D,

7' LY MR

THELY COMPEENEF L,

(= R 3 X) TERORBNERT DBZEZNLR D 5,
[2.2. 16.7.1%08]
(rLyF 7] AT HBFENRH 5,

[2.2, 16.7.1% ]

AV T aFy = LR
(7 rEon]
[2.2. 16.7.1208]

AV T aF = Lo REN EF
LIERIMEER T 282 d 5,

R ARY >
¥ xA]
[2.2. 16.7.1%08]

R aARY oMb yEER & L.
FOEANERT I EBENND D,

<N LT
(B YA A R]
[2.2. 16.7.1%08]

NANA LT DM APREDN LR L.
PRI E5R S, IURAFERERR S (2 & %
DAREDY AT PEHEDLRBLTANH
60

AHFNIDCYPIAIZ 4 2 FREMEMIC
X0 ERIEFORBAHES L,
ERoOMmPREN EF3 5 FEE
PR B,
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. £t (EALDOEESF) CEATLHHEE

(fif 30

HEED R
TR N 1261 2 k5 & LIERBRICBWN T 7T 2~ A v OHIc kY BBy RoMmhEER L5 L.
QTRHIFRIE R DHI RN ST & DHRED NS 5, [MEsh ]

WIS VERBE - BAKA T4V AV TOELTUOFEYY [(V)TFE]® SERFOILT
"8I UAYLELE
77V Al a s I AEAREESARAOPEFRIC LY W oM E RN, B, A E . I,
WIENFBL LT & OREINDH D, [MEohis]

BRRLFHI b [RULVLT], YRS MERIE [(V—EEY Y], RIL/ LFY Y KW [R
WX 4]

BOSAERAVIVERIE [PY¥ I RXRFE Y F]

BA253574)L [FEIILA]

mFAsLronl [FYys]

BAIILF=T [41LTILEA]

BANTSOUERIE (255 V]

BARARRISHOR (BEIIELAEDEE) /AR N DRBEY VREZED). BREXITH LM
DI MLEEREY D NEQREHEE)
[RRTLIRAE]

WSS RUERIE [SY—4]

B7FELYERE [T FILIX]

WO« ~rL/Y [HLYTAT]

BAYTaFr V- DLBERE [V LtE2/N]

BARYVAORKRY Y [LWTFHR]

B IN\DLTY [ALYFAFR]
BHEADOWMALEIZIBNT, 77 ) 2a~vA L EOHFAICE Y 2 b OFAOMmPRER LF L, 20k
ARG L<IZBWERANEIE(LT 2B ZNnHHE LTy T ) 2u~w A wn 22 EEER - 0FF
Mo OEICHEEHINTWD Z Enb, EEMHATLY , HEME L7,
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. £t (EALDOEESF) CEATLHHEE

(2) HHREEELTDER

[P5)ROTA L oE200mg TKIEJ], [95)RATA P UEOMg/MNRA TKIE] - KS4 20w F10%/h

RA TKIE]

102 H#AZEE (HFRICEET S L)

KA %

B AAEAR - FIE TR

BT - faBRIA 7

vaxvw
[16.7.1&/]

A, WEH, REARGE S HE S
TWADT, VIXL ot
FEo#B., ARER, LEXZC
HEL, 2N ONTEEIC
X, B REEZHET S0
WUEEITH Z &,

AFHN O B PN 12T D s BT
L0, PIXT U ORFETH X
namn, b LLFP-gpa i LizoA
FUOWmENAEINS Z &I
£V, FOMPREN EHFT 5,

A VTR =)V R 3SR MBS R A
ARV /A AN
JUAEY R &

K (BPEEICELZ 0D
5) RHMESh TV T, By
BRED LA, &5 %F
L., 7 FuEoRESEowY 7o
WEZEITH Z &,

BRI TH 5, AFLHEA O M
BREEDS LR 2 Rt B %

TR
TAT 4 Y 0
T 74 ) K
S aARY v
#7a ) NAKFY
sl = 38 VNG S

[16.7.1, 16.7.2%:04]

FERLEEAN O i R EE B D IR
M O¥ERE D ARENEN & 5 DT,
FEFCLHEERA o o e FE O HERS B (1T
HL., BENEDONSEITT.
5B O FHEC T LS DY) 2240
BEEITHZ &,

T RN AFE T T BOKFOD
SRR K F LM

a2 ZF L (ENRERR
[16.7.1%:H8]

FEFLEEA O R RE BT D AR
RO BRIE 28 S STV 2 0
T, RENBDLLNTHAEITIE.
G- RO T 15 O ) 22 AL
EE1TH 2 &,

R REMR S D & 5 B ITITRRITE
HT35Z &,

gLk F
[2.3. 92.1. 93.1. 16.7.1%88]

Ve F U OMmARE LRI
R (PLIL BRI . HTHEERE
wLOWRE, N, R, TR,
) PERESHLTHRDDT,
BEPBEOONTHEITIL, &S
OO FHET R T k5 0 8 B 7R AL %
752 &,

RS TEE U RIEH
(CYP3A TR = 41 25 HEHAl)
[hU?Y?A% ]
SHETLPD A
FEERIPURB I 3K
(CYP3A T S 4 5 384
JIZFT T VR
TIETT— }
TaFrky L &
VVEITINR
MR TF
7Ly
T L U TR BAKERRE
v MAEHA
(CYP3A TR S 41 25 Al
[:7::“/“1:03/
NTRIJVIERRE % ]
VAT 77 b
Yz /)T A b
RARY T AT T —E5SIHEH
SIVFFT 4V T RS
{5&974» }
(T7TVA, VT4 T7) %
7= U VSR PUEEfLAl
ONT7 )T h

FEFRERA O IR E RS E
F O BRSO A[REMEN & 5 D T,
B NBD 5N HAICE., &S
2O FHTCH 15 OE ) e AL iE &
17952 &,

B, MARTH ATEBW T,
AFNE OPEHITBRET D Z ENEE
LWeahTkh, RterGdif
AT 28880 TlE, FAT
2 OHREREECEET D
L,

ARANIDOCYPIAIZ T 2 BLEIEMIC
kv, EREAOKRBENRAESL
60

67




ZeH (FRLOFEESF) CEHATLHEE

KA %

BERAEAR - HEE TR

BEFF - faERRIK -

Kt % ¥tE LK

TRy )T

A a NIRRT KT

T2 BN T R =)V R
)

[16.7.1% ]

AEFOEEA O i PR EE B A S AE
JH OB DO FRENEN & D D T,
BENED ONZHEEICE, &S
BOFHCH 1LE D@ Y) e AL E &
T2 &,

B, PAARTHZATBWTIL,
AFNE OPEHITBET D Z & NEFE
LWk anty, teafsdif
AT 285880 TlE, FAT
2 DREREERICEERT D2
L,

ARANIDCYPIAIZ % 2 BAEIEMIC
kv, EREAOKRBNRAESL
5,

R N7 T 7 A (R UTERRE O
Vo MERIE N > ERE Y ooV fE
ol OHEFFRGH, FRSOIEHA
D~ v MR Y Lo SIEOHER 5
LB RTE A M)

[16.7.1%:08]

NE KT T ZADEWER AR
DRBENDHDLHDOT, "R b T
I AEWETDHELEBIZ, BED
REAEEICBERTLI L,

AHFNIDCYPIAIZ 4 2 FREEMIC
kv, ERERoONRBALESH
Do

PLiE R A
(CYP3ATCTHRE# &, P-gpTHE S LD
A
T XY
(P-gpTHEH S 5 3EA)
FEH T FH%T— }
T RPN b VERIE KT
[16.7.1% ]

FERLERA O R EE BT D 1R
M OBERE DO W RN B 5 DT,
RENRD NG E I, &E
OO L5 O ) 22 AL E &
Tk,

el

AR F D CYP3A J U'P-gp =3 2 FiL
FEMICEL D LEREROMRH LT
PEHHAHEF SN D,

AHF) DOP-gplZxt 3 5 HEMEH I L
0., EREROPHNRESND,

A hT 2G> =
HIVZ 15 7 —PEH
U ~hFENLS®
ﬂ:ll:"ﬂ‘l:“/v- U e }
ZF e =) — A S
[16.4, 16.7.1%:82]

AREN DRIV D 1 A R B F7AT
X B 1EH O R%E O FTREM A H
%,

Tz, A R T aFy—LOREHIC
BNTE, A hFaF Yy —om
HIRE ERICHE S FER MRS O
FREMED B D,
BENROLONHEICE, &S
2O FEICH 1LF O ) 7o L iE &
152k,

AFH & ZEFLHAI D CYP3AIZ % D
FREMEMIC L D HEICREEE
ahb,

V77 7F
= hZEY 10
[16.4, 16.7.15 1]

FERUEEA O L BRI D 1R
T DOHEIRED ATREMEN & 2 6
Flo AHORZEACARD B
PR U, TEVEAGE 0 i B2
WLEF U, AAOEMNBEEET S
AIRETED B B
BENRD NG EITIE, &E
O FERC T 1L O Y] 22 AL E &
752 L,

AFNDOCYPIAI KT 5 HLEEMIC
kv, EREAORBOREES L
%, Flo. A DCYPIA4IZF
THHFEEMICL . RAORHN
fRHEEI 5,

U7y
TT7r7E LY
FETE

[16.4, 16.7.1%/]

ARFN D RZEACMAR O 1. A BE DMK T
L. IEHERE O FIREN 5
TH RN D D, AAOIEM N
S 5 ATREED B D DT, B
O FEC T 1L O Y 22 AL E &
792 L,

FEEIEHI DO CYPIA4IZ K 5 s
M2 0 RAIORH L S

o

RRTATBT VI =7 K102

AAN OB DMK T 2 & O H
BB,

EREAOWEERICEZ LD L
EZHID,

68




. £t (EALDOEESF) CEATLHHEE

(fif 30

. :/“j‘#:/~/103~108)
77V ApwA Y rOAICEY, YRV rombEENES L, YAk uohE (RR. S5, QTIE
F5) BRBL L& ORES00NE 5, [MARE] [ENHRE]

AR U EIRA L TWABRED S HEI0%DBEITEB N T, H{EE TY 2% 0 D30~40%0 R iEMHAL &
NHEVbNTEY, HET) An~v A VU TELEOMBE#EICHEEL 5252 LI12X0, ZOREE S
mHL, I rombiEELs RIS E0REDRS D, HESEHRE]

Fo, ERAZIRIC, PHIRABEE U CHREL ST, 77V A~ oI x v OMALE
HAEBREt LR PHEAEOH IBIG T XA TICBNWT I Z ) A~ YU R ITX T DONA F TR
ATEVT 4% FREETELVIHEODRS L, [ENHLE]

B RLRZIVREBEZROFEETE (JIURVHSI R, JUISTDR, JUAEY KE) 109012
7o) 2L rE MVTHEI ROHEZWNEIT YRy 53 RUIO D 5y ) Rk v,
RIAEARE L= L ORENRH D, MRS [ENHE]

B HiLNATEEL) 14
77 )20 OFICE D, IR P L OMmPEEN L, hEER GBIR, » v, RO
T, R, IRIE, MER. EEICHHS) NEIALZEOME NG5, (SRS

. 7—_71—74, U :/89), 90), 115)
77V AuwAT T AT 0 U COPFRICE Y | BB BADHBL L, BBRAE IS X 5 BER RN
B LI OHREIRD D, @BEMRANBMSHINCT 47 4 U 2 %400mg M OAFK %2 300me 8 L7=fE 5. 7F
JSHBTTF A7 4 U v OIMiE 13 Crax TL.266%, AUCo10n TLIME FH- L. 7 U7 T 2 21%16.4%E/)
LIRS H BEEITRD SR - 72%, £, [ X B BIR18FICT 47 1 U > %300~600mg/day
TLHZ2RE A L, EIZAAI600mg/day a1 H 320F A5 L2/ R, 0FH7H BiZiBWTT 47 ¢ U ol
EHREIAER R EF2 R LY, [ENHRE]

TI T4V KFEIT AT 4V DR E L TR LT,

YRR KRY MO
7V A=A rOFFHICED, Y/ RRY COMPEERORME 7 LT F= UBEN ER L2 E O
HEUONH D, R ]

B 250 LRKHY
772, rOUFRICEY, P27 L7 F= U BENER L OWMENG D, (MRS

B IAROY LR
7oA, EOMRAICL Y =_Na U ARO MR L AMERBEEE N L & OE
N5, [HNHE]

B 7 FULAREF RIS ILKIYD, SUNREFLN 1 anNREeFy (BRKRESR) 0
EFERAZSNGE LIERBRICBWT, 77V 2u~A Y OfHIZE Y. 7 MV ARRZF v KK
MbHDHNEL U NAZ T OMAREN EF LI OREIRH D, (I HRE]

. 77V A AT b U RAEZFUIB AT a N EF RO G L0 . BT BRIE DS 5
L OREND D, [ HE]

B OLEF 12112
77V Aa~A Y rOFRICE Y, B TR, LmEKED, BREENEE L oA, 2, B
I EEDHHBETI T 2u~A T EOMFMAICLD . 2L e F U HRENRRH LT & ORE2I1203 5
%o s

B ROYDTEEURESR  CYPATRBISNIER (FUTYSLY, 24YSLPE)

AR A 12B 2% L LIZRBRICBWTC, 77V 2ua~A Y roffflick o, NI 7Y I ADMmpEEN
U2 & DRED, EFERANRG 2SS E LERRICBWNT, 77 ) 2~ rofffiicky, IS4V 75
LOMAPEEN S L- & OMEDNH 5, IR ]

B EERHBEMKRE  CYPAATRBINSIER (VIFFEVITIBES, 7FUVETSY—IL, TOF
vt %)

77 2u<A Y OFRICEY, 22 FTELO7 ) T T ZADET RO ER LT & 020
N5, [MsEE]

69



I. ££t% (FRALDFESF) ICEAIHEE

B PYESI R
77V 2w, rOfICL Y, QTIEE, LEMEINHEIL Lz EORE?, Y ET I RoMmApREN
EH U, KMBERRBE L2 L oREPIN S D, S EE] [ENHRE]

B ~LANTR 129
77V xAnvA vy i LT Z 0 (60mg/day) & OOFHIC X 5 T RERE S DR BLANGE o 7o i i
HRH 5, [ENFE®RE]

ML ANT o CBEIOMASCGED THEER - fFHEE] OHIZBWT, 77 A~ A v &251CYP3A
FLEMEHZAT HHA L OMFMITRT A Z ENEE LV ETHSNTNDZ s, BEMEAZ L, TEEMH
L7,

mIJLL/Y
UL CRIRIORMLEICBNT, 77V Aa~vAf v EOMHICEIY, =L L v omiER RN
FRUERERHDE LTI TV A~ rn REEA - FHEE] OBEICGEHINTND Z b,
BEMEIY | TR L,

B IL k)T URIEKERE
T L b 7 X BAKEBRE A O SCEICBWT, 77V A~ Y OERTHIT ) A~ A
EOPFRIZED, =L U7X 2 DChaxs AUCH EFH- LT=ERH D E LTI T ) 2a~A N FHEER -
OEAEE] OHEICGEHIN WD Z &b, BAEEZIY , FEEME LT,

B OO LERE : CYPAATRBISNZER| (Z 7z DELN), RS/ IVERIEPE)
77V A0, l=T7 2V OHICE D MERT, BT, BIRGR ENRIL7Z L OmER0,
77 ) An~A Tl _TRIUVRBEOGHHIC iD\mFﬁF\ﬁ%\@%ﬁEﬁ%ﬁbt&@ﬁ%m
B o5, [HHHE]

B UATTT7 R
7o) AawA VAT T REOPAICEY, VAT T T hOMHFREN B L& OREPIRH

o LS ]

UFd 77 MURIOTRMN LEICBWT, 7T U 2u~A v 2aTeCYPIALENEH 2 A4 2 A L oftH
WZEY, VAT FoMFRENS EFT28FNMNRHLELT, 770 2u~Af o) FHAEER - -H
HE] OHEICEHSNTWAZ En, BAMEZ LY, EEWRE LT,

mCI/HFRE
U ) A MIRIORCEICBNT, 77V 2w, EORICED, P A FDOCra. AUCH E
ALIRERHDE LTI T Aa~A T rn HAEEAR - FHEE] oBICGEHEESA TSI Enb, ¥
AEEEY  EEMRR LT,

B RAKRCIRTS—EAEHR: VILTFIANIIUBIEY, 2585740 (FVR.HFILT147) %
TEFERRA12B 2% 52 & LIZRBRICBW T, 77U 2ua~A YOI Y 2T F 7 4 Lo i
ERLUIEEOREIND D, [HIHE]

BEFT 4 (T VA YT 4 T7) LRSS T IBIREXITIRNE, HIEROHE] NE R (25457 4
[T RV A]) AR TH D,
[ | 77Uz%#“ﬂﬂ(7»77Usz#A)m1”

75V A2 AT UL T U A Y T AOHAIZE Y INRA EH L= & O#E3139 INRA E& L
MAETERR STz & OHEPOR D 5, S HE]

s AnvA b7 errurser (ENARKR) OPFHIC EEMRE(R TS TTHE L 72 & O|EDD,
sy rawA TR Vv — ([HENFREKE )&@ﬁm . INR2S 5L 7z & sl 138 139078

b5, EINERE]
B Ft4Ft/LKmpHo
77V AxuvA v EOUFRICE Y HHERBD ORBUHE N GREICELS 725 L OREONRSH 5, [ENH
]
B 7RIV T
FERE260 2%t L LR RIS W T, 77U Ar~A v (500mgX2/H) ME#HR5%, 7T~y 7 )7
S0mgA HERR OG- Lz b & (EREGE1S0mgX2/H), 7<= 7 U 7 DAUCeHFEGFE] & b LT
KBMEIM LT L OREIRH D, [ HE]

70



. £t (EALDOEESF) CEATLHHEE

B 30 R USRS K%
fEEBERR 1061} Ot (70~77i%) 1061 25642 & L72RBRICB W T 7 T ) 2~ A v EDPFHICE Y,
FF¥ v a ROOMmHREN EF U, Bl NI L EOHREOND 5, RS

B Iz )V o088 )L T URE
77V 2w YOI FAEFA RHEEEEFRAMGEIAREL L 72 & OWMERH 5, [ ]

B ARNISHOR (BREIITHELAEDEE) V/EAIE (M) DNERED DNEEZED) O#FIRSH.

BREXIIHAMDOT Y ML UNBEOHFIESH. At EHEanE)
N7 T ZARBNOUAT CEIZBNT, B UTEATEOEME Y M EE iy ChY oRERE Y N EE
Eie) ORI, B UIEHAMED~ o VIR Y ORI 58, AtE R A iR Ic BT 5 2
TV AR EOPFHICEY, "X N7 T ABBORIWERPERINAIBENRHHE LTI T U A
n~Arn HEMER - fFREE] OEICEHEINTHWD 220G, BAMEEZERY . EEMRE L,

B JuUsER| - CYPSATRBEI S, P-gpTHHEINLER (FEX YA, Un—OFH/1\2), P-gpTHH
SNBEF| (FEARSVITHFOS— L, T REYND FUILEREKIDY)

BPUEEEFI O CEIZB N T, 770 2n~A Lo ORI L 0 &PHreEA oM EEN L5, X
B ERTIBZENLDHDE LTI TV Au~A V) HAER - fHHEE) OEICEEHEIL TS Z En
O, BEMAE LY, EEME L7,

B A +5aFY—)L" 4
RAAIDSEE R 2 %fG & L= BRIZBWT, 77V Aa~A v ok, £ b Ty — o
BENEFLEZLOWMED, /2, 77V Ra~xA Y& T ary — L a%b S -HIVEH B35
WZBWTC, MAIOMAPPRREN EH Lz oREDNH 5, [HEHHE]

B HVZ7OoF7—€BEE# (Y FFEL, OEFEL - FFEL, FILFEIL T8/ —)LiEMpE) ©
R N 220 2 )t & LIz BRICRB W T, U b FEALEDOFHICE Y., 750 2a<A ¥V REVIKD L
BEN ES Lz 0WENH 5, ESM RG]

B YTFITFN
77V 2L rOfRICLY, 7 RUBEKPHEBL L L OREDIRH 5, £/, HIVEERZ 7 4 7
341 %5 L L= BRICHB W T, 75U 2a~A L v ORBGEDMAEENMET L, iEEASHY (14-©
FeXy 7 J 0 2a~vs ) OMPRENERLEZEOREDNH D, [HIHE]

mITkr5EYO
HIVIZVER Z 0T 4 TERBR L LI2FABRICBW T, T IV EDOHFRICEY, 77 2a~ A v RE
bR M EEMET L, EHERHEY (14-v Fuxi s T Y 2an<vAr) KO hT U ool ik
NDEF L OREORD D, [HHHRE]

mJoroESL
MACEYEREIFI Z x5 & LI-RBRICEB W T, V77 BV EDfFRHICL Y, 77V Ra~ A v U RE
AR D M EE AFIVSITIR T L7z & OME N H 5, (st ]

mIoJrELYY
TT7 7 EL Y DORMXEICBWNTC, SHAICED 7TV 2An~ A 20 DOChun CAUC D L, 14-E K
2TV ABYA T DCua KOCAUCEEIN L2 LT, 7TV Aa~A o REER - OFHER) OHE
IR SN TVWD 2 Enn, BEME LY, EEMRE LT,

B RESEY
FETECONERMNSCEICBN T, JHHICEY 7T ) 28<A 3 2 DCra KCAUCHEA L, 14- R
7TV AaYA VY DCra KCAUCMENM LTz LT, 77 U A~ A v on [EEYFHEAER] OEIZFHE
EINTNDHI NG, BHWEEZ LY FHEMRE LT,

B XARTABTILI =) L3102 144)

KIRTFABET VI =0 LE 7 T ) AERIOFEEGZECRBRIZ T, 7 7V 2a~ A ¥ U EF IO T RHRE S
NTWBM, F BERAB - CTRRTABRT NI =L E T T U Ar~A 32 200mghE & DFERIZ LD
77V A8 vA ¥ DCmx. AUCORFBERBDBHEZN TS, [ERN#HRE]

71



. £t (EALDOEESF) CEATLHHEE

8.

(1)

gl{ER

1. EIfER
ROBWERDH HDOND ZENH LD T, BEE FoIITV, BRENRO DL ITHK G 2P+ 572
WY RLEETT O Z L,

BXAEIMER & MEAAEK
[P5)RAOTA L o8E200mg TKIEJ], [25)RATA P UEOmMg/MNRA TKIE] - KS4 20w F10%/h
IBH IKE]]

1.1 EXLEMER
M11 2avd,. 7H747F— (TR HEERR)

MUK e fERE . BRERH DD ZENH D,
11.1.2 QTER. D= (Torsade de pointeszEL) . IDEMEN (W4 b B AH)
QTHEEZDOLNEEBOH L BH, KAV UV AMEDOH D BE BV TIFICEET D2 &, [9.1.28]
11.1.3 BIERT £, FF#EES. |E. FT2 (T b HEERH)

BIENTZ. AST, ALT, y-GTP, LDH, AlI-PO EFSEA 5 RS, HE, FAendobiltd 2 &
Nd, [935H]
11.1.4 m/pRiEAD . ROEKEAD . FmMEEL., SmEKED. BERERKE (W70 H8EERH)

(8.2 0]
11.1.5 hEMRKRIEFERMAAME (Toxic Epidermal Necrolysis : TEN) . REEIZAREIREE (Stevens-Johnson
FEREE) . ZRABE (W3 b AR AR

REPRO SN LA, BEEZPIEL, BIERERVE CFOREGEEOEYZLEZITH 2 &,
11.1.6 PIESE{REE - B MR (W90 b EEE RH)

FEEN Uk, PRORIREE, BOEXARLE . BRSNS LN I ERH DL, ZOX I RIERNH HD
NrESAIIE, B2k L, BIBRERLVE CAIOBR SO AEZITH 2 L,
11.1.7 BEEXER. BOEXER (OF 0L 8ERH)

e K2, HERIBREDOEERKIBERNH LD T ERH D, i, HEIO THN G L bl
LA, #5EI L, BURLEETTY 2L,
11.1.8 1ERERARE (S RP)

PR, B, CKES., AR ORFI Aoy EARLLDONDZ B35 5, FHBAEIC X
LHAMBREEOREICERETHI L,
11.1.9 =& (BHERH)

g GREMME, IS4 7 XA EEEEIES) RoobildbZnd b,
11.1.10 SHEEE. REEMEEE R (WT s HERP)

ZIREFOIERRMA 7 LT F = M LA FOBHEEBIK Tt 2RO bG8 10, &5 2F1k L, @)
TRAEEAT D T &,
1M1.1.11 IgAILE % (B AHY)
11.1.12 FEFIMEBEEREIREY (BEEARH)

WIHPER & UTHRZ, BED A LI, I OICHERERE, U o HilER, Bmeksgm, arEeekigs, 28
U U RERHH B 2 £ 5 BRI O EEZBBUER NS S b Z L3 h 5, FEH L% LIRS, HE T
REFEEEDIERD R D 2 WITEBIELT 52 DN HL2OTHEET HZ &,

72




. £t (EALDOEESF) CEATLHHEE

(2) ZofoEIER

1.2 ZODEER
[#5)RATA S U8200mg TKEL]. [T RATA S U850mg/NER TKE]- K540y 710%
INRA TKIEL]
(— SRR AE )
0.1~ 5% A 0.1%Ai SR A
B CE S 9 PERS
FEAPARAR R HE L5
SR ENET
AR
e
IR
LU (&)
BERLTR
AR
Rk BRI (TR H%) g
KT
WL S
EE( G BRI HIENTONS A
[ LiC[d Jla=e 1t
ERIEN I N8 A
U TS M R G
iz mRz)
T
JIIRTE3 IFBERERIE %
i his AST -5
ALT |- 5.
v-GTP L5
LDH -5
Al-P 5
i« B i PR
Z Dt S T e
T CK 5
h P HE it
FEEL BEIR
15 ik

73




ZeH (FRLOFEESF) CEHATLHEE

[951) 28742 8E200mg TKIEL] (GRERMEREREE)

(959 A874 S 8E50mg/MNER TKIEE) - FZ5428y F10%/NMNRA TKE]] (BXMERETSERERE

(ZARX) (2S5 BIEMEMACEE)

5~10%K7

1~5%ATis

BB

Rt e R

ANIRAE

Ebn
HEWN
Wik
PR AR OE
R
=48

KR
HEENE %
BRI B
RS
FAY IR
KR

TR T8
eI
H
HiMEEA

5 PR
NN
S

AR
SRS
SABRER
51T

TH b

T

o
R
s

R
S i 2

SR AR
LR R
5K
BILO
Fi8
HR

HAE

IIR7E3

A Bk
2
PR B L
i R RO
BB RE R 4

i Ak

JiFH&

=
=

b
F

\

i

y-GTP L 5-
Al-P |5

AST |5

ALT b5

JEY 9 - WL A
JF%
vyrry k&

I
;

BUN |5
7 VvTrF=r 5

[&h ¥ HhE

=
© | =
3 3%

i ¥R
ESURE]

74




ZeH (FRLOFEESF) CEHATLHEE

5~10%1ils 1~ 5% B
Z Dt g ML AE R IE
MY ZU®Y KER TI7—F LR
150 PR B I RE T HNE
1&H Vv AMAE TR
SR LoD
HEEN
Jases
XgelF
B LA

BRI RIEGRE (A R) (10D REEMEMACIE 2 652 & LT TRl DN RHE Th 5, [HE200mgd F1 2 7L

AR AR FRIRE 0D [E] N PR AR K OME B 1% O AR O GBI E SV T 5,
(V51 RBTA L 8200mg TXKIE ]

(NYangs— -0 BEE)

5%LL |k 1~ 5% AT 1% A
T BULE FI ZHFE
TR R SR
L O
HFEN
IR
N
5 DIRHE
HIb#R 15.5%) [y Hig
13.5%) UG Nt GV
FNZ =R
(s (SRSl BU
RIER Mg=>1F
+ZFE %
M -
FER
AR
J1iIR73 R Bk R 2 1.
T EEERIE 2 I ERIE 2
/NI
ik AST |- 5. Al-P |- 5.
ALT R [P
LDH 5
y-GTP |- 5-
Z DAt PR ARG SRBERGME
rNVZUEY RER SR b5
WalL 2Fn—1 5 - JHd TR
Ehk
iE
QTR
TP HE
TN
& B
B

P ORWERIZE S - +HBEBICE T ARERE GHIOHH : e b RS e X =BT YT — ),
FAT TS = TRT T = N U AOEE) OEGBROENBRERRBREE (TEX V) VKIMEORA AT
TV =L E OB OEA O RER O EL B O RERGES ERRR 251 ISV Tn5,

75




I. ££t% (FRALDFESF) ICEAIHEE

BMEREE—EXRFE
PUF O BIVEFFEBIAE R — B I3 e R B3R O A 7ofl Lz,

EHAEMEARBREERVEBKRREERE -5

1) —HR LA
FAEREF  FIER3,89401 (R 2,885, /NE1,009%1) H. EIVERIZAA966T (3.33%) . /NE21641 (2.08%) &
11761 (3.00%) 12RO L v, BWEHOREIL IR, THIE OELEER T84, /NE2014:, &
H1041F (2.67%) Th o7~ ERRAEMOZEENL, ALT (GPT) EH (FkA2.44%. /[NE2.05%) . AST (GOT)
A (BANLT74%, /N2.05%) . 4FERERIEZ (BN1.52%., /NE3.68%) MER D Th o7z,

BEERTE . MERIE% O HEGERA 2 W) TRIERI22,9641%1 (5 A 16,89761, /1N26,06761) H1. EIFEH
VAR 129441 (0.76%) . 7INV2 54451 (0.89%) A 5118344 (0.80%) 12328 B 4LT-, F D E7R & DIXFIZ41E (0.18%) |
T2 (0.14%) Th o7, o, EREERREMEOLETIL. ALT (GPT) EH70¢F (1.65%). AST (GOT)
R631E (1.48%) . IFERERIEZ401E (1.06%) Tdh o7z,

@ TE E R 5 BB

AR OB O o W A
BN (%) | MR (%) i (%) AN (%) IR (%) i (%)
TR RE 15 2,885 1,009 3,894 16,897 6,067 22,964
mIVE S BLE B E(%) 96 (3.33)| 21 (2.08)| 117 (3.00)| 129 (0.76)| 54 (0.89)| 183  (0.80)
BIVE A B 45(%) 110 (381)| 25 (2.48)| 135 (3.47)| 153 (091)| 66 (1.09)| 219  (0.95)
BIVE R OFEFE Bl A OFERE 3 BUEH(%)
| SR - B REEE | 14 (049] 4 (040)] 18 (0de)| 24 (O14)[ 20 (033)| 44 (019
S5 11 (038 2 (020] 13 (033)] 21  (0.12)] 20 (033) 41  (0.18)
FREEIE 1 (0.03) 1 (0.03) 3 (0.02) 3 (0.01)
EAER 1 (003 2 (020 3 (0.08)
FLBE 1 (0.03) 1 (0.03)
P RREREEE | 200D 1 ©I0] 3 ©00)| 5 (03] 2 (00| 7 (003
HEN 2 007 1 010 3 008 5 03| 2 03| 7  (0.03)
R S 2ol o ] 2 009] 1 ©onl o [ 1 (0.0
DR 2 (0.07) 2 (005| 1 (0.01) 1 (0.00)
R R o 170 U 2 001 o 2 (0.01)
RHR(E) 1 (0.01) 1 (0.00)
IR 1 (0.01) 1 (0.00)
R 84 (291)| 20 (198)) 104 (67)| 92 (054)] 27 (045 ] 119 (052
T 19 (0.66)] 10 (099 29 (0.74)| 21  (0.12)] 11 (0.18)| 32  (0.14)
R 21 (0.73)| 4 (0.40)| 25 (0.64)| 13  (0.08)| 3  (0.05| 16  (0.07)
1725 12 (042)| 1 (0.10)| 13 (033)| 17 (0.10)| 1  (0.02)| 18  (0.08)
B EA PRI 13 (0.45) 13 (033)| 15  (0.09) 15 (0.07)
Mgk - 3 (0.10)| 4 (040)| 7 (0.18) 4 002)| 5  (0.08) 9 (0.04)
BRARIR 3 (0.10) 3 (0.08) 8 (0.05) (0.03)
HR A 2 007 1 (0100 3  (0.08) 1 0.01)| 5  (0.08) 6 (0.03)
L ST i 5 (0.17) 5 (0.13) 1 (0.01) 1 (0.00)
HR 4 (0.02) 4 (0.02)
mEaES 1 (0.03) 1 (0.03) 2 (0.01) 2 (0.01)
RN 2 0.01)| 1  (0.02) 3 (0.01)
MRS NS A 1 (0.02) 1 (0.00)
F 8 1 (0.03) 1 (0.03)
mEEE/N 1 (0.03) 1 (0.03)
EiiAL 1 (0.03) 1 (0.03)
[Sdbl 1 (0.01) 1 (0.00)
H H 1 (0.03) 1 (0.03)
A A PRER 1 (0.03) 1 (0.03)
JEEHES 1 (0.01) 1 (0.00)
(A 1 (0.01) 1 (0.00)
A 53 iz 1 (0.01) 1 (0.00)
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. £t (EALDOEESF) CEATLHHEE

xKOROB COC A
B (%) | MR (%) i (%) B (%) MR (%) i (%)
JiTli& - MRS RkEE 0 0 0 11 07| 9 (0.15| 20  (0.09)
27 T Ly N R 4 002| 4 (07| 8  (0.03)
iRk 4 (0.02) 4 (0.02)
AST(GOT) |- &- 3 (0.05) 3 (0.01)
ALT(GPT) |5 2 (003 2 (0.01)
[ REREAL 1 (0.01) 1 (0.00)
E UL E A R 1 (0.01) 1 (0.00)
y-GTP L 5- 1 (0.01) 1 (0.00)
R - RABEE 0 0 0 2 0.01)| 1  (0.02) 3 (0.01)
R = R 2 oon| | 2 (001)
LDH_ -5 1 (0.02) 1 (0.00)
FIMER - HEPN R 0 0 0 1 00| 1 (002 2 (0.01)
N e 1 ©on| 1 02| 2 (o1
WATR S s 0 0 0 1 0.01)| 2  (0.03) 3 (0.01)
- BUNER | 1 ©on| 1 (02| 2  (0.01)
LT F = b5 L] 1 (0.02) 1 (0.00)
DAL - U R AREE 0 0 0 2 0.01)| 0 2 (0.01)
w0 2 oon| | 2 (001
L MEEEECAH) | R RO 0 | o | L] 1 (000)
Va7 RER 1 (0.02) 1 (0.00)
NG 955 s 0 0 0 1 0.01)| o 1 (0.00)
 mowmms | 1 ©oon| | 1 (0.00)
— AR A R 6 (021)] 0 6  (0.15) 7 0.04)| 3 (005 10 (0.04)
3= S 2 ©oon| | 2 005 3 (002 1 0.02)| 4 (0.02)
YA - BHTRE 1 (0.03) 1 (0.03) 1 00| 1 (002 2 (0.01)
FEEN 1 (0.03) 1 (0.03) 1 (0.01) 1 (0.00)
SORE 1 (0.03) 1 (0.03) 1 (0.01) 1 (0.00)
T IR IR 1 (0.03) 1 (0.03) 0
B A 1 (0.01) 1 (0.00)
TR EE b5 1 (0.02) 1 (0.00)
R I 1 (0.03)] 0 1 (0.03) 4 0.02)| 0 4 (0.02)
omevrie |1 0y | 1003 4 ©o| | 4 (0.02)
Z D 1 (0.03)] 0 1 (0.03) 0 0 0
CmEy |1 o3| | 1ooo»| |
GRRBFHEEHR Y Y An<A o ARG HELY)
© EREIR IR A (KFRI)
i FEEUEH(%)
B PPN /N A
TR BRI % 20/ 1,313 (1.52) 23/ 625 (3.68) 43/ 1,938  (2.22)
| A mERE 7/ 1,496 (0.47) 1/ 648 (0.15) 8/ 2,144  (0.37)
® | AmEkE% 0/ 1,496 1/ 648 (0.15) 1/ 2,144  (0.05)
/N N 2/ 1,358 (0.15) 4/ 599 0.67) 6/ 1957  (0.31)
| A ek 2/ 1,313 (0.15) 0/ 623 2/ 1,936 (0.10)
| ks 0/ 1,313 1/ 623 (0.16) 1/ 1,936  (0.05)
~~ k7 Uy M 1/ 1476 (0.07) 0/ 618 1/ 2,094  (0.05)
| AST(GOT) L& 25/ 1,439 (1.74) 11/ 536 (2.05) 36/ 1,975  (1.82)
”éz ALT (GPT) |- 5 35/ 1,433 (2.44) 11/ 536 (2.05) 46/ 1,969  (2.34)
it | A-PER 7/ 1,370 0.51) 0/ 455 7/ 1,825  (0.38)
;jé LDH 5. 4/ 875 (0.46) 0/ 94 4/ 969 (0.41)
# | y-GTP L5 3/ 728 0.41) 0/ 58 3/ 786 (0.38)
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ZeH (FRLOFEESF) CEHATLHEE

i ‘ FEBUEE (%) _
B e a8
n Beyrey ki 2/ 1,085 (0.18) 0/ 283 2/ 1,368  (0.15)
i | BUN L5 3/ 1,384 0.22) 0/ 604 3/ 1,988  (0.15)
£l parzxro—L LR 1/ 473 0.21) 0/ 6 1/ 479 (0.21)
%‘E NV ZUETA RER 1/ 317 (0.32) 0/ 4 1/ 321 (0.31)
g K E& 1/ 832 0.12) 0/ 113 1/ 945 (0.11)
CRP L5 1/ 1,071 (0.09) 0/ 450 1/ 1,521 0.07)
CKFRHFHERIL D)
Q) B A A S (6 ] i A
A ‘ FEBUFE(%) _
DN /N EEil
AR ILERER 5/ 797  (0.63) 5/ 797 (0.63)
~NET BB U 7/ 795  (0.88) 7/ 795 (0.88)
~v 7 Uy M 5/ 772 (0.65) 5/ 772 (0.65)
I O N 8825 (09 | 2/ 464 (043) | 10/ 1289 (0.78)
SRR~ e %% 6 / 825 (0.73) 2/ 464 (0.43) 8 / 1,289 (0.62)
I LBk % 3/ 435  (0.69) 3/ 435 (0.69)
| HERERE % 14/ 450  (3.11) 19/ 360 (5.28) 33/ 810 (4.07)
| fFrpEkE % 1/ 96 (1.04) 1/ 96 (1.04)
E PR ERIE S 2/ 339 (0.59) 1/ 290 (0.34) 3/ 629 (0.48)
B | HERRED 1/ 352  (0.28) 1/ 352 (0.28)
U LoRERE S 37 479 (0.63) 3/ 479 (0.63)
yoSERkES | 2/ 4719 (042 | | 2/ 479 042)
iRk % 3/ 459 (0.65) 3/ 459 (0.65)
Hpms | 2/ 459 (044 | 2/ 459 044)
B ] 47021 (064 | 1735 (028 | 5L.9m ! 051
i/ RS 2/ 621 (0.32) 2/ 621 (0.32)
720 =0 N = N o (=15 1 8= 1/ 24 4.17) 1/ 24 (4.17)
wER LA 4/ 464  (0.86) 4/ 464 (0.86)
AST(GOT) k& 16/ 589  (2.72) 7/ 279 (2.51) 23/ 868 (2.65)
ALT(GPT) -5 18/ 588  (3.06) 8 / 279 (2.87) 26/ 867 (3.00)
Al-P b5 7/ 477 (147) 7/ 477 (1.47)
LDH |5 57 479  (1.04) 5/ 479 (1.04)
y-GTP | 5- 6/ 425  (1.41) 6 / 425 (1.41)
m peEUArErER 1/ 429 (0.23) 1/ 429 (0.23)
| EErYLEr ER 1/ 234  (043) 1/ 234 (0.43)
% Barzaro—nL k5 4/ 371 (1.08) 4/ 371 (1.08)
% )7 UETARES 37 265  (1.13) 1/5 (20.00) 4/ 270 (1.48)
% | BUNLR 9/ 524  (1.72) 9/ 524 (1.72)
B [ rr=r i 1/ 527  (0.19) 1/ 527 (0.19)
MpiNabs ] LMo 023) | 140 023)
% Najsd 1/ 440  (0.23) 1/ 440 (0.23)
R LMo 023) | 140 023)
MIEK R 1/ 440  (0.23) 1/ 440 (0.23)
e S 2/ 45 o4 | | 2/ 435 (046)
I Cls 1/ 435  (0.23) 1/ 435 (0.23)
R | REHER 2/ 535 0.37) 1/ 182 (0.55) 3/ 717 (0.42)
| RECRILER) B 2/ 275  (0.73) 2/ 275 (0.73)
B k(A k) E5 1/ 291 (0.34) 1/ 109 (0.92) 2/ 400 (0.50)
(7 7V A AAR A — KIE SR S k)
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. £t (EALDOEESF) CEATLHHEE

2) BRUGERDERE (TA4X)ICHESBEETAANITYDL-FTEYL 20T Lyvs X (MAC)E
(REBHF. HERARERE)

AEREF - ENICB T 2% RERERSERERE (=a X) I~ a7V A - Ty Lary
Ly 27 A (MAC) JEZ x4 & U= B RaER ClraIEplosl . BITER 2B (33.3%) IZ@BH L, BIEM
OFEFIINE TR M O RE R Th - 72,

B OEREREAER | KEICEB T 5% KMERERSIERERE (=1 X) [ FMiE~ A a7 TV A - TEY
Lar7 Ly 7 A (MAC) JEZ x5 & U B RER CIIRiEf4966 ., BITERIZ18161 (36.5%) 258
bz, BIWEAOFREIZEICES (19.6%) . MEHE (12.7%) . WREAEISE (8.7%). I8 (7.3%). FH#l (6.7%)
A6t CTho 7,

BEERTE . SUEICEH O A BEFAE B O TR, BIFERIZ2361 (39.0%) 127D bz,
ZDERY OITFHEEER T K OV FRINASE (8.5%) TH -7z,

K AR o P AR A At
FRAE B 6 59 65
BIE A 38 BUEBIER(%) 2 (33.33) 23 (38.98) 25 (38.46)
RIVE SR B 2 43 45
B % O FiSE BIVE R S5 O TSR IR B 3R(%)
S RO oSRREE O 8 (356 | 8_(1231)
21 2 (3.39) 2 (3.08)
FRERMER 1. 1 (1.69) 1 (1.54)
AR BYEE M 1 (1.69) 1 (1.54)
i BRSO iE 2 (3.39) 2 (3.08)
U H BRI E 1 (1.69) 1 (1.54)
B EE 1 (1.69) 1 (1.54)
| s LovREEE 0 564N 5 (769
BHRAIR 1 (1.69) 1 (154
5 PR I LS 1 (1.69) 1 (1.54)
KA Y 7 AiffE 1 (1.69) 1 (1.54)
Rl I E 2 (339 2 (3.08)
RERRREE ] 0 169 [ 1 (s
ARNRE 1 (1.69) 1 (154
R T U R 1 (1.69) 1 (154)
RS 1 (169 | 1 (154
R R R U 1 (1.69) 1 (154
IR 1 (169 | 1 (154
PBREE | Loaeen [ 8. (350 | 9._(1385)
s 1 (16.67) 1 (154
THi 5 (8.47) 5 (7.69)
TN 2 (3.39) 2 (3.08)
WA E 2% 1 (1.69) 1 (1.54)
Mg - 1 (1.69) 1 (1.54)
Y S, . L_aeen | 4678 | 5.(1.69)
FFHRE R 7 1 (16.67) 3 (5.08) 4 615
fiThE 1 (1.69) 1 (1.54)
| BRI S OBCRMMEE (R R 306089 . 3462
Jei5 3 (5.08) 3 (4.62)
| ERLOREEE (R S 2639 2 _(3.08)
AR RS 1 (1.69) 1 (154)
B e fa 1 (1.69) 1 (1.54)
| ERRBLORERE U B 1369 | 1 (1.54)
B SEED b B 1 (1.69) 1154
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. £t (EALDOEESF) CEATLHHEE

A G Ao AR R A A7
ERARRE (R R 5,647 . 5. (169
MmUY 7 0%y R 2 (339 2 (3.08)
Y-IIE IV NT AT =T —EHIN 3 (5.08) 3 (4.62)
FFRSRERR A 2L 1 (1.69) 1 (1.54)
I BRER R 1 (1.69) 1 (1.54)
ATV VR AT 7 2 —EHEI 1 (1.69) 1 (1.54)

(MedDRA/J Ver.11.0)
CRGREFHEE R RO T ) 2n~ A > o ARERAE L YD)
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I. ££t% (FRALDFESF) ICEAIHEE

3) BiEE - THBERICBITANY NI Z— -

D7 EXFSVY VKPR UVS VY TSIY—ILEDHADIES

AR . N TITh - 3R ER T1E43041 21741 (50.5%)

(CHRRR A O R 23 RRER2AED 6T D

Eno) BEaE

12, AMET T 7 3R BR L5484 51179451 (32.7%)

BEERTER  WIERE% O BRI %mfﬁﬁ%x@%ﬁ%mm(%%)K%%@E@@ﬁﬁ%ﬁ@
BIEARFRD TN D
D=1 FTEFIIDIUIKIMERVZI VY TSI—ILEDGRADIGE (KER)
LAC400'™D LAC800'" &EF
L RRSE I 214 216 430
EIEHFEBLHE(%) 100 (46.72) 117  (54.17) 217  (50.47)
BIVE R B 186 232 418
BIVE A OFEE BIE A ORI B E(%)
| B - B EARSEE |12 Geh 6 (278 | 18 @19
E AR 2 (0.93) 1 (0.46) 3 (0.70)
T2 1 (0.46) 1 (0.23)
S 4 (1.87) 2 (0.93) 6 (1.40)
% 2 (0.93) 1 (0.46) 3 (0.70)
3B 1 (047) 1 (0.23)
FRIECE) I (047) 1 029
D3 Fx 2 (0.93) 2 (0.47)
=} 1 (0.46) 1 (0.23)
PR - RAARREARREE L2 093) 2 093) | 4..09) .
R 1 (0.47) 1 (0.46) 2 (0.47)
5B X (&) 1 (047) 1 (0.23)
LT LU 1 (0.46) 1 (0.23)
| BSEREEl0 1_046) | . 1023 .
7 LAVX R E R 1 (0.46) 1 (0.23)
| COMORIRESEEE 2 093 | ] 13.(602) | ... 15 G4 .
Tk 1 (0.46) 1 (0.23)
S 2 (0.93) 9 (4.17) 11 (2.56)
TR S 3 (1.39) 3 (0.70)
HREE 209y ]2 093 [ 4093
R4 1 (0.47) 1 (0.46) 2 (0.47)
5 OIRHE 1 (0.47) 1 (023)
RHRCGEE) 1 (0.46) 1 (0.23)
| HeREREE S7T_(26.04) | 75 (G472 | ] 132 (30.70) .
T 16 (7.48) 22 (10.19) 38 (8.84)
IKERAE 1 (0.46) 1 (0.23)
RfE 29 (13.55) 30 (13.89) 59 (13.72)
S i 1 (0.47) 1 (0.46) 2 (047)
TN 1 (0.46) 1 (0.23)
53] 1 (0.46) 1 (0.23)
N g 1 (0.46) 1 (0.23)
(T 4 (1.85) 4 (0.93)
i35 1 (0.46) 1 (0.23)
T RE IR 1 (0.46) 1 (0.23)
A R 1 (0.46) 1 (0.23)
EFE/S 1 (047) 1 (0.46) 2 (0.47)
A% 1 (0.46) 1 (0.23)
M Nz 1 (0.46) 1 (0.23)
H& (0.93) 2 (0.47)
B R IE T 1 (0.47) 2 (0.93) 3 (0.70)
& 5 1 (0.47) 1 (0.23)
R 1 (0.46) 1 (0.23)
AL 1 (0.46) 1 (0.23)
B3] 1 (0.46) 1 (0.23)
Mgk - 1 (047) 1 (0.46) 2 (0.47)
W) (0.93) 2 (047)
KRHFEERLY)
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. £t (EALDOEESF) CEATLHHEE

LAC400™) | LAC800™? | &8t
BIVEH OFEE B OFSERFE B4 (%)
BARAIR 1 (047) 1 (0.23)
77 AN 1 (047) 1 (0.23)
+ ZFE R e 1 (0.47) 1 (023)
Hh M THE AR 1 (0.46) 1 (023)
IS 1 (0.46) 1 (0.23)
ANE e oREeREE ] L (V.20 S IS S R 1023
IR 1 (0.47) 1 (0.23)
| MECOIBNEEE Ol 1 _046) | . 1023 .
FE 1 (0.46) 1 (0.23)
I S O O ) O I T 1023
NHZEE 1 (047) 1 (0.23)
WRARARREE 0 1. 046) | 1023
WS A I IR 1 (0.46) 1 (023)
s ks ] 1. ©47) A (&) | S.A1e)
BHERE(K) 1 (0.46) 1 (0.23)
AR 1 (0.46) 1 (0.23)
s 1 (0.46) 1 (0.23)
ISR 1 (0.46) 1 (0.23)
TR 1 (047) 1 (0.23)
| R AR WA | 108 (50.47) | .. 127 (5880) | 235 (54.65)
MiFAST(GOT) L& 9 (4.21) 12 (5.56) 21 (4.88)
MmiEALT(GPT) L 5- 9 (4.21) 12 (5.56) 21 (4.88)
TR BRI 2 (iE) 8 (3.74) 10 (4.63) 18 (4.19)
Uit BRI D 2 (0.93) 3 (1.39) 5 (1.16)
1 BR R () 7 (3.27) 6 (2.78) 13 (3.02)
NV ZUETA RER 6 (2.80) 10 (4.63) 16 (3.72)
PREE F1 1 8 (3.74) 8 (3.70) 16 (3.72)
Mmi¥LDH - 5- 9 (4.21) 4 (1.85) 13 (3.02)
y-GTP |- 5. 7 (3.27) 5 (231 12 (2.79)
miE=a v 2A7a—1 k5 3 (1.40) 6 (2.78) 9 (2.09)
AP |- 5. 3 (1.40) 5 (231 8 (1.86)
mEe v rey L5 2 (0.93) 6 (2.78) 8  (1.86)
R i BR s 1 (0.47) 2 (0.93) 3 (0.70)
S /=R % 2 (0.93) 2 (0.93) 4 (0.93)
~< c7 Uy MERED 2 (0.93) 2 (0.47)
LBk 2 (E) 5 (2.34) 3 (1.39) 8 (1.86)
PRAE B 4 (1.87) 4 (1.85) 8 (1.86)
U 2o SERRD 3 (1.40) 3 (1.39) 6 (1.40)
i A pR e b - 2 (0.93) 4 (1.85) 6 (1.40)
o= L 257 o — 2 (0.93) 3 (1.39) 5 (1.16)
U 2 REREE £ (E) 2 (0.93) 3 (1.39) 5 (1.16)
IR 2 (JE) 2 (0.93) 2 (0.93) 4 (0.93)
ISR BRI 2 (E) 2 (0.93) 1 (0.46) 3 (0.70)
HERIE £ (JiE) 3 (1.40) 3 (0.70)
/N N 1 (0.47) 2 (0.93) 3 (0.70)
BUN |- & 1 (0.47) 2 (0.93) 3 (0.70)
MIEHRE A 2 (0.93) 1 (0.46) 3 (0.70)
M IR FOR A (E) 1 (0.47) 1 (0.46) 2 (0.47)
IRES RN % 1 (0.47) 1 (0.46) 2 (0.47)
miE7 v7F={KF 1 (0.47) 1 (0.23)
fFF b Y v AMETF 1 (0.46) 1 (0.23)
migAa v o Eg 1 (0.46) 1 (0.23)
MmiE7 V7 I AT 1 (0.46) 1 (0.23)
AGEHL R H 1 (0.46) 1 (0.23)
UKREGELRIL D)
ED) 77V RavA e LTLHEROOmg(IH), 7EFX > wokFid e LClET50mg(N LT v Y 75— & LTLEIB30mgD3

FZFRFCIA20E, 70RO RS,
72)
% FIRFCTH2[E], 7H RO ER S,

82

77 A~ A b LTE400mg(F1), 7E X2 U K E L TLRITS0mg(AMi) K VT > Y FF Y —1 & LC1E30mgD3



. £t (EALDOEESF) CEATLHHEE

D=2 FEXLLYUKHMRUS VY TS YL L OBRAOSE (ERRERE)
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FRAE 51155 3,491
BIVE RS DR BURE B 318
BIVER % DR B 425
BIVE S D FE BUE B (%) 9.11
e —
IR 5 0 R g"hfﬁﬂ%&“’) AITE SO R %ﬁﬂ%ﬂ/")
| ERYERS LOWAESE | LSS 0.03) | T B L 0.03)
WHSE ¢ 1 (0.03) JIFHRE S 1 (0.03)
i E O L RIS 2 0.00) | Beffas S OB sl 35 (1.00)
B BR A INAE 1 (0.03) T V7 1 (0.03)
T HR RIS E 1 (0.03) AR 4 (0.11)
| AR L oREEE | 3 0.09 FEFHNNE R & 7% 7 (0.20)
AR 2 (0.06) B 2 (0.06)
AREOR 1 (0.03) T O PEIE 5 0.14)
mESREEE | 5 (58 s 15 (043)
FEIME D E U 1 (0.03) S HVERS 2 (0.06)
LR L 53 (1.52) ALY RLBE 2 (0.06)
SRl IS 1 (0.03) EHMEE D FERE 1 (0.03)
fiEie 2 (0.06) R BLOREREE ] L 003)
B | ©003) FLE 1 (0.03)
BF ! (0.03) BAWEBLOREROEE |4 ©1y
| mAEgREE L 2 ©0.06) Bk 1 (0.03)
AL 2 (0.06) PRk 2 (0.06)
| PR, Mawhis L OWERREE | 2 006) ARAH PRI 1 (0.03)
W TR Jif 2 (0.06) FkE 130 (0.86)
| BeemE 232 (6.65) i FLDHHE N 4 (0.11)
H MRS 26 1 (0.03) 1. H ALPHE N 3 (0.09)
RIER 1 (0.03) NES T U 1 (0.03)
SR E % 5 (0.14) HF BRI ! (0.03)
oA 2 (0.06) [IIRANY el 1 (0.03)
T 123 (3.52) M ifn BR 4 (0.11)
R e 2 (0.06) M L ERBEE N 2 (0.06)
TR 6 0.17) ALT(GPT)#4/0 17 (0.49)
T HE IR 2 (0.06) AST(GOT)H4/n 11 (0.32)
G ERYE 3 (0.09) M E Y L e 8 1 (0.03)
LR B 6 0.17) y-GTPHE/M 10 (0.29)
BLO 1 (0.03) BUN# /1 1 (0.03)
HRAE 74 (2.12)
G 4 (0.11)
RN 1 (0.03)
TRERE 2 (0.06)
Mg - 2 (0.06)
77 A ER NS 1 (0.03)
1 e A R I 4 (0.11)
A% 11 (0.32)
1 O S SR 1 (0.03)
R 3 (0.09)
Exiil 1 (0.03)
MedDRA/J (Ver.7.0)




. £t (EALDOEESF) CEATLHHEE

Q7 EXLV) UKMMRUVOA A TSIY—ILEDHADEE

AR - [ERNTIT OB TS 1361527341 (53.2%) ICEWERARO b Tnd, [HEKUHEZEERO

BOEIRTEIR R B & 5 e ]

BEERTE . WIERGE& O mlin A (27 2 FRE M BT A2 3\ TRIEFI47361 114061 (8.5%) IZERIARR

THEORE 2 ETRIERPRD LN TND

o

@—1 TEXFIVUIKIPEUVAATSI—ILEDOHADEGE (KB ERVAEEEROEERTE
FERABREED)
OAC400™D OAC800™2) OAC10007) &
SRR BIEFIEK 143 258 112 513
EIEHFEBLHE(%) 60(42.0) 142(55.0) 71(63.4) 273(53.2)
BIVE A ORI BIVEH O FERIF B (%)

EREE | S4G378) | H8(A5.7) . . S448.2) | 226(44.1)
G 1(0.7) 3(1.2) 1(0.9) 5(1.0)
FEAE 2(1.4) 2(0.4)

B 1(0.7) 1(0.2)
T 36(25.2) 98(38.0) 41(36.6) 175(34.1)
I RO B 1(0.4) 1(0.2)
WA E 2% 5(3.5) 5(1.9) 5(4.5) 15(2.9)
53] 1(0.7) 1(0.2)
1 O S SR 1(0.4) 1(0.2)
1 RS PRI 2(1.8) 2(0.4)
Mg % 1(0.7) 1(0.4) 2(1.8) 4(0.8)
SIES 2(1.4) 2(0.8) 1(0.9) 5(1.0)
H Nz 1(0.4) 1(0.2)
RENGAE 1(0.4) 1(0.2)
Fit 1(0.4) 1(0.2)
2 1. 1(0.4) 1(0.2)
+ R 3(1.2) 3(0.6)
HIERR 2(1.4) 2(0.4)
-G 1(0.7) 3(1.2) 2(1.8) 6(1.2)
T 3(1.2) 1(0.9) 4(0.8)
TR 1(0.9) 1(0.2)
o B 1(0.9) 1(0.2)
i 2ra 2(1.4) 3(1.2) 5(1.0)
BN R 1(0.7) 1(0.2)
iRt 4(2.8) 3(1.2) 1(0.9) 8(1.6)
(A 2(1.4) 5(1.9) 1(0.9) 8(1.6)
ZANT 1(0.7) 1(0.2)

| BUMEROEASIE 104) | 109 ... 204
Afel v X hE 1(0.4) 1(0.2)

e OB E 1(0.9) 1(0.2)

EEMGERREE 107 | 208) | 2008) SLO
JF AR 1(0.7) 1(0.4) 2(1.8) 4(0.8)
JFBEE 1(0.4) 1(0.2)

CMREESE WOy 102)
TR 1(0.7) 1(0.2)

| MR O SRS 109 | 102) .
= 1(0.9) 1(0.2)

R 1OA) | 102) .
e L 1(0.4) 1(0.2)

OERREE 104) | 102) ..
ELES 1(0.4) 1(0.2)

| RRERREE 32D ] 42(16.3) | - 2724.1) | 72(14.0)
H DS 2(1.8) 2(0.4)

I 1(0.7) 2(0.8) 2(1.8) 5(1.0)

FERE D F 1(0.4) 1(0.2)

R WL 2(1.4) 40(15.5) 25(22.3) 67(13.1)
CKRHFEERILY)

84



ZeH (FRLOFEESF) CEHATLHEE

OAC400"D) OAC800™2 OAC1000™3 A5t
EROUREEEE | 104 | 109) | 204
H AR 1(0.9) 1(0.2)
18 MR ER AR 2% 1(0.4) 1(0.2)
RS | 104 ] 102 ..
AR e 55 1(0.4) 1(0.2)
| EFEERORERIRE | 204 | 32 | 3D | 816) ..
LR 1(0.7) 1(0.9) 2(0.4)
TR 2(1.4) 1(0.9) 3(0.6)
H Y8 2(0.8) 1(0.9) 3(0.6)
B 1(0.9) 1(0.2)
FEN 1(0.4) 1(0.2)
A R waH [ 02
Ea L AT — VIE 1(0.4) 1(0.2)
| PR RCOB AR | 32D | 623 | 109 | 1001.9)
% 1(0.7) 1(0.4) 2(0.4)
2 1(0.7) 5(1.9) 1(0.9) 7(1.4)
3B 1(0.7) 1(0.2)
WRBA | 35| 1464 | 108.9) 29(5.7)
AST (GOT) H4 /1 4(1.6) 218 | 612
ALT (GPT) #4/11 1(0.4) 2(1.8) 3(0.6)
U L RERE R 1(0.4) 1(0.2)
iR 2(1.8) 2(0.4)
M7 A YRR T7 7 & —FHEN 1(0.4) 2(1.8) 3(0.6)
A = 25w — LN 1(0.9) 1(0.2)
A e L e B 2(0.8) 1(0.9) 3(0.6)
ifi A LI i K S R A AN 1(0.7) 1(0.2)
i RN 1(0.4) 1(0.9) 2(0.4)
B P BR A N 2(0.8) 2(0.4)
LEMQTIE R 1(0.9) 1(0.2)
JRE T R o BERG 3(2.1) 1(0.4) 4(0.8)
PRAEE ARG 1(0.7) 3(2.7) 4(0.8)
i ERAE N 1(0.7) 1(0.4) 2(0.4)
R oy S 1(0.4) 2(1.8) 3(0.6)

KRBFEEELY)

HED 77V R~ A b LTLUEROOmMg(F), 7EF VU kFud & L CIEITS0mg(Jifl), 4 A7 F > —/ b L CT1ER20mgD 34| %
[RIRFIZT H2[E], 7 H R F 35

H2) 7TV RARu~<A vy b LTIEM00mg(Ff), 7EF Y Lk E LCLREITS0mg(H1l), 4 A 77—k LC1E20mgD3F#] %
[RIRFIZT H2[E], 7 H R F 5

#3) 7TV Ru~wA vy LTIES0mg(Ff), 7EF Y kR E LTLREITS0mg(H1l), 4 A 77—k LC1E20mgD3FH] %
[RIRFIZT H2[E], 7 H R H 5

) BENTHDAEROHARIT, 8% 27 7V An~A 2 200mg(L BTG U T400mgE THER), 7EX T U LV KMT750mg,
FA S5V —A20mgx | A2[E7A MBS TH 5,
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. £t (EALDOEESF) CEATLHHEE

@—2 F7EXIVYIUKMPRUIATSI—ILEDHRADEE

(BHEICHY 2B EEAMERE)

FRATE 115k 473
Bl F 45 00 38 BUE 115K 40
BIVEE DR BT 56
1 25 D R BLE B 58(%) 8.5
e R BUE B (%)
BIVEH SO ()
| BMER KO EME 1 _(021)
SRIHEE % 12 T
R 1 (021
REBGE 1 o2
RRRBEE 11 (2.33)
FEWED E U 102y T
W L 10 (2.11)
I R 1 _(021)
W 102y T
| EREE 1 _(021)
ETY 1 ©2ny
L R RN 29 (6.13)
722 1 o2
% 1 (0.21)
(T 1 (021)
T 21 (4.44)
(ERESERUNCL ! 1 (0.21)
Bl 2 (042)
W BB 2% 1 (021
BIAES 1 (0.21)
EHE 1 (0.21)
Mg - 1 (0.21)
ERERREE 2 (042)
JITRERE 20 2 (042
| BRd ROV FRRREE 2 (0.42)
mir 1 o©2
b 1 (021
| BRI L ORERIEE 1_az2ny
L 12 T
| BHEEESLORGRERE . 5. (1.06)
A 1 o2y
FEEN 1 (021)
78 3 (0.63)
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. £t (EALDOEESF) CEATLHHEE

BF7EXFLI) VKPRV SARTISY—)LF F) Y LEDHADES
HEBE - [ENTIT O 3RBR TILS08FIH20561 (40.4%) ICEIWERANZRD LTS,

BEERTE - JUER7E & O TR A Z BV TRERI3, 789611 16661 (4.4%) (2

AIERZNRD TV D,

-

R AR O S 7 & S T

®—1 FEXIIYIKMIPMRUSANTSY—ILF I LEDFADISE (KB
RAC-1"D RAC-2%2) RAC-3) RAC-4) &F
SR SR 129 123 133 123 508
BV 6 BRI 5 (%) 40(31.0) 55(44.7) 52(39.1) 58(47.2) 205(40.4)
BIVEH O FEE RIVEF OREEERFE BRI E(%)
| iR O ) R L SR NS SSNNRRR SRR S 2(0.4)
BRIk i 1 1002
M RIS i 1 1(0.2)
| REROSRRIEE ] L R N LSS 204) .
BACE 1 1(0.2)
e PRI IS 1 1(0.2)
R N R 2 s 4 9 30(5.9)
FEMED E N | 102
R S 13 3 9 25 (4.9)
GEEE 3 3(0.6)
IR 2 2 (0.4)
N OSHRT 1 1(0.2)
| bEpEE | 1(0.2)
B [ N 1002)
| MAEREE L R N 1(0.2)
IETH T N 102
EMEE A 5T ol S SU 200 (39.4)
e 3 1 3 2| 9(1.8)
i8] 7 3 1 11 (2.2)
T EEE | 1(0.2)
HE % 1 1(0.2)
(7 3 1 1 1 6 (1.2)
T 16 26 21 27 90 (17.7)
M PN HLIE: 1 1(0.2)
HIER R 1 1 2(0.4)
iZE3 1 1(0.2)
B3 1 4 5(1.0)
HR 1 1(0.2)
G 1 1(0.2)
iR 1 1(0.2)
HRAE 13 13 13 13 52 (10.2)
D 1 1 2 1 5(1.0)
MR R 2% 1 1(0.2)
RN ! 1(02)
n m% 1 2 3 (06)
IKERAE 1 2 3(0.6)
R 1 1(0.2)
AEOUVOUEIR 1 1(0.2)
EELSY 1 1(0.2)
H D RSl 1 1 2(0.4)
IERREREREE 2 204)
JEREREEL 2 2(0.4)
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. £t (EALDOEESF) CEATLHHEE

RAC-1"D RAC-2"2 RAC-3" RAC-4" &it
| BOSRCOB TR |3 |3 S 4 1539
s I N 1(02)
B2 1 1 2(0.4)
R R Z VRIS 1 1(0.2)
BAAIVENE 1 1(0.2)
Z O PEIE 1 1 2 (0.4)
% 1 1 1 3 (0.6)
E- /R 1(0.2)
EHPEZE D FEIE 1 1(0.2)
e E 1 1 1 3 (0.6)
| WROURESEESE | 2SS R IR 204 .
EAR 1 1(0.2)
[ 1 1(0.2)
AR ORERE Y] 1(02)
FhiL iR 1 1(0.2)
| RABEERORGRETRE | 3l 2 2 ! 8 (1.6)
Bk 1 [ 2004)
e 1 1 1 3(0.6)
Y8 1 1 1 3 (0.6)
| MeAERE 418 ] 8 16 36 (7.1)
ALT(GPTHEMI | | T A 3(06)
AST(GOT)¥4/n 1 2 3 (0.6)
i HFFLDH¥E /M 1 1 2(0.4)
M JE EH 1(0.2)
A ~Y 27020 REN 1 1 3 5(1.0)
LB ER B N 2 3 (0.6)
PR R w7 WG 1 1(0.2)
ARE 5 1 1(0.2)
U o SEREGRD 1 1 2 (0.4)
UL SERECHEN 1 1 2 (0.4)
U HREREOR D 1 2 3 (0.6)
i Bk He ) 2 1 4(0.8)
F BRI 1 1(0.2)
PR AR B 1 1(0.2)
1. HAL-PHE N 1 1 1 3 (0.6)
JHFREE B 1 1(0.2)
CKRHGEERILY)
HD) 77V A~ A & LTIEROOmg(I), 7EFT U k& LTIETSOmg(Hf), 777 —nF ) ohs LTlHE

#2)

11:3)

H4)

)

10mgD 3% % FRFIC 1 H20E], 7 H B 05,

77 ) Aa~wA b LTLE400mg(J1ff), 7EXF U KRR E L CLEIT50mg(JI1fh).

10mgD 3% % R 1 H20E], 7 H MR 05,

77 ) Aa~wA b LTLER00mg(F1ff), 7EF U vAKF E L CLET50mg( 1),

20mg D37 A [FIWFIC 1 H20E], 7 H BRE D5,

77 ) Aa~wA b LTLE400mg(F1ff), 7EF U KR E L CLEITS0mg(JI1f).

20mg D37 A [FIIFIC1 H20E], 7 H BIRE D5,

FRTZ—)F R AL LTIE

FRTZ—)F R AL LTIE

TR —)F R AL LTIE

HRRENTWDHEROHEZ, @7 7Y Aa<A 2 200mg(L TG U T400mgE THEET), 7EX 2 U kI T750mg,

FRTZY—=nF YU AI0mgE 1 H2ETH G TH 5,
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. £t (EALDOEESF) CEATLHHEE

R®@—2 ZEXFIIVIIUKHMPRUVIANTZV—LF FIILEDHRADEE ERABERE)

A E 5L 3,789
RIE S5 DR BURE BT 166
RIE S5 DR B 195
RIVE S5 D R BUEGI=E(%) 438
BIERZE O RIVEM & DR
RIE S5 DFESE I3 BLSE 5] RIVEM & DR I3 BUE 5]
() (%) () (%)
| BRYERLOFEMIE 1 _003) | FFMGERWE 6__(0.16)
BEbEZE 1 (0.03) Ak e = 6 (0.16)
| MRS SO SRR 2 (005) | REBLOBTMEEE | 30 (0.79)
A 2 (0.05) T UL R — PR 2 1003
| fSEEsLUSRRRE 1003 | %5 3(008)
& U U AfE 1 (0.03) FBE 1 (0.03)
| RbREREEE 24 (0.63) < 9 FEIE 1 (0.03)
FEIMED E N 2 (0.05) B2 16 (0.42)
kR 20 (0.53) ERCCi 2 1 (0.03)
SR 3 (0.08) B 7 (0.18)
R 1 003) | it - BHfEE S L OGO RKIE 5 (0.13)
IR ARV IR 1 (0.03) me | 1 (0.03)
| ObEEEE o 1 (0.03) P T V7 e 1 (0.03)
= 1 (0.03) PR 1 (0.03)
| mfERREo 2 (0.05) IR 1 (0.03)
L1291 DER 2 (0.05) IR 1 (0.03)
| PP, MasRds K ORRREE | 1 003) | R 1 (0.03)
1 A SE R 1 (0.03) EERRAE 8 (0.21)
L 105 277 | MUEETF I (0.03)
PR AN PRk 4 (0.11) V-INE IV RT AT = F—EHN 2 (0.05)
JIEE N v 2 (0.05) INRES N 1 (0.03)
-0 2 (0.05) B ERHEEMN 1 (0.03)
REE 2 (0.05) AR M ERE R 1 (0.03)
(EE7A 2 (0.05) P Bk Kb 2 (0.05)
T 80 (2.11) M7 B Y RAT 7 & —EHN 1 (0.03)
BB R 1 (0.03)
R 3 (0.08)
AR 2 (0.05)
G 4 (0.11)
RPN AR Jek 1 (0.03)
A% 1 (0.03)
& i 3 (0.08)
F OEERLT 2 (0.05)
LY 1 (0.03)
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. £t (EALDOEESF) CEATLHHEE

EHRARE. AHE. EEERVFHOAREERANOBMERARTERE
1) —MRBREE (V) RAOTA L UERBERER)

@ EKE (ERKE) JEHERRERE
OBRA

AR BUE B

B O 4 AT SE GHE 15 %)

RN R JE Y 339 1 (0.30)
TRTEME B2 JE Y 587 10 (1.70)
- I D 82 1 (1.22)
84 B B 554 8 (1.44)
SME - BME R VTR O IR 836 (0.48)
IR s GUiE 8,727 52 (0.60)
PRI 1,034 5 (0.48)

T EIE R 1,183 (0.76)

H SR iR g yiE 1,805 22 (122)
SRR O ESN R IR E 1,164 11 (0.95)

JE YRG5 26 0

TP J&) PR A 39 0

O/hI

%om T e et T A gﬁ;fﬁmk

FEAEME R i R 24 0

RAE M B R 43 0

U LR - U VR 28 0

18 MR B iE 54 0

SME - BME R VTR O IR 68 0

I R E 5,046 48 (0.95)
TG 5% 81 0

H a8 sl gy 479 3 (0.63)
WEAL A 76 0

HH% 29 1 (3.45)
Q@ EHHEAERNEIERARRERE

B /NR &t
U BRI R BIVE RSB U BIl/E RSB
AP FEBIA%) G (%) G SEBIR(%)

A D 12,902 ¢ 8 ( 0.67) 5008 1 24 ( 0.48) 17,910 | 110 ( 0.61)
EOHER 3,990 ¢ 42 ( 1.05) 1,056 1 30 ( 2.84) 5046 1 72 ( 1.43)
EN AL ; ; ;

e 5 | 1 ( 20.00) 300 8 | 1 ( 12.50)
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. £t (EALDOEESF) CEATLHHEE

10.

@ EHHEREREFRAREEE

PPN /N it
e BITERFEBL e RIVEREL - RIVEF B
O mmen | P wmemen | PO s
JEGE B OV A4 3021 7 (232 390 2 (5.13) 3410 9 (2.64)
Pq?}%ﬁ;ﬂﬂééi‘ AR - 557 i 6 (1.08) 27 i 2 (741) 584 i 8 (1.37)
S | . !
TEB SRR DI 1,298 1 13 (1.00) 200 1 (5.00) 1,318 1 14 (1.06)
I 25 R D FR FR 1,014 1 14 (1.38) 680 1 9 (1.32) 1,694 1 23 (1.36)
TSR D IR B 5570 6 (1.08) 2710 5841 6 (1.03)
WAPR A FiE 2 DR IR 1570 2 (1.27) 4 0 201 ¢ 2 (1.00)
B2 e OV TR D PR 8 1700 2 (L1Y) 450 1 (222 2150 3 (140
Z DA 1,021 ¢ 10 (0.98) 252+ 4 (1.59) 1,273 1 14 (1.10)
@ BERIEEERBMERRIRBE
AR /N Agt
- RIVERF B I RIVERZEE U RIVER R
O men | PR mmoe | PR e
i 6,274 1 35 (0.56) 2,170 1 11 (0.51) 8,444 1 46 (0.54)
rf1 s 8,498 | 74 (0.87) 3430 0 38 (L1D) 11,928 1 112 (0.94)
e 657 1 11 (1.67) 2120 4 (1.89) 869 1 15 (1.73)
R SUIR R # 1,468 1 9 (0.61) 2550 1 (0.39) 1,723 ¢ 10 (0.58)
® HEHR. BEREBEEORIEARTREE
PN IR
JiEBiI%L RIEF 7 BURE 51%(%) FEBIEK RIVE 8 BUE B (%)
JHE FA D E 5 425 6 (1.41) 41 3 (7.32)
B BA DHES 153 1 (0.65) 29 0

ARBREHRRICRETZE

[V5)RAATA4 L 8E200mg IKIE]]

12. lRRRERRICRITTHE
(NJangs— - E0Y) BRE)

SUVTIS =N Ta NIRRT A L E EE—RTEXR Y K, 75U Auw A L EORH
HMVE ORI TP 544 T E% Tk, BC-RBITEEEBR DY ERE RAMEREMIZ R D ATREMN H B 72D, 13C-
IREMZARBRIC L DREHEEZIT O HAITIE. 2D DEFNOFEEGE THIBELIEOR S CET 5 2 &

MNEE LUV,

BEKRS
BRE STV
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. £t (EALDOEESF) CEATLHHEE

1.

12.

BALEDEE
[V51)RAQTA4 L 8E200mg IKIE]]

14. BRHLDZEE

141 EFIZAEEDEER

PTPEEEDIEANIPTP Y — bW O H LU CIRAT 2 L 5 HET 5 2 &, PTPY— hOREKIZ L D | i
AN EBERME~FIA L, TIZITFELEB I L CHRBRAREOEERAGIHEZ IR T2 L0835 5,

[D35)ZAO%A4 S UESmMg/NERA TKIE] - KS420Ow F10%/NMNRA TKIE]]

14. BRHLDZEE
141 EBIZAEEDEER

(88>

14.1.1 PTPEZE D HEANIPTPY — b LBV L CIRAT 5 L 98T 52 L, PTPY— FOBEKIZLE D |
NG TR DN BRI A~ U, BIZIZ A2 B 2 L CHERINR S0 BERAIHEZ IR T2 2 03D
%,

(FSq4>nvT)

14.1.2 AR OMATH 2 DT, REZLORGEEBRET, SUEESTRET H2LEN S 2505 130 HE
WRAF L, TEDDEDESCHICHERT2ENRAT L &, £, AR, +0ICEVIRE 2 5HHT
HZ L,

14.1.3 BEPEEREE (AL oy Y a—A 0 AR—VERE) CTIRHT2ZEITEETLZ EREE LY, A%
B 5y DEMRE B < T2 0 ORFIERGH e LT o A 03, FEMEACEHCIRM L7258 10iE, SN EBLT 5 Z &

DD,
(fign)
[©351)RATA > UE200mg TKIE]] 14.1,
[(V5)RBTA 2 28E0mg/MNRRA TKIEI- FS54 28y 710%/MEA TKIEL] 14.1.1
DT RC Y BRI 3 < R E 3SR SCEFE ORI H 72 5> TOQ&EAIZ DWW T CEE3I4EIH17H AT H
HGHIEFS4E A ARRSK R G A2 R B SE) TSV il L7,

[(V5)ZAATA L UE50mg/MNRA TKIEE]- KS42 8y F10%/NMNEE TKIE]]
14.1.2 V-7, FREE R OVRfR% ORZTENE 2R
14.1.3 IV-8. fth#l & OEAE( WEMLEHIZE(L) B

ZDMDEE

(1) BREREEAIZE D fEH

(2)

BRES TV

JEEGPREABRIZE D < 1B

[©951)RB87A > 8200mg [KIE|] 146~148)

15.2 JEERIREABRICE D 1R
Zy MZTEXF Y LK (2,000mgkeg/H) & T2y T Y —u (15mg/kg/H LA L) O43 B 0FH#E
AfH L7z, KO X7 X2 U K (500mgkg/H), 7> Y77 Y —/L (100mg/kg/H) .
77 ) Aua~wA Ty (25mgkg/H) O4ABGFRAKZOZEG L-RBRT, 730V vk E BEMmd 5
WIEOFR G L 728K SRIR D3FRD DIV TN D 8, fidh3 T B 2 U KR PEIRZISHTH L 72 %
DTHY, FNTHHLZL D TIFRNWI ERHEREN TV,
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X. JFERAREAERICEE Y SIHE

(1)

(2)

(3)

2.
(1)

EIBAER
AT ORBRITERESKS (770 25£200] 1770 ZES50NER) 177V ART A2y 7 10%NEHET ©
FE AT LT,

RNFREHER
(VI B 5IHE | 2]
e EEHER

1) —RRRREIE
77 ) A< A 2 DR ORGP O — KB E R 2 MG U 7RG R, AR BRI -
PEER 2SR, FIEAH. T OMICK LT, BEEHAE CIIEICHEE 2 52 1ERITRD b o T,
2) BEE - +ZHBBEBICBTAAY AN Z— - EQY) BREE
(ZEXFOVY VKPRV S OV TSI—ILEDHADIEE) %
sy ALYy, TEXRVVY UK, T2V T T — L O3FIPEFIEED AR R K ONME B e R
X9 2 I OV TRE LS, 20 A ERNIC S S BRI RE 2O IBER 2 /RS2 &5
Z bz,
(FEXOVY KPR UVAATSY—ILEDBHADES) 5 19
sz, TEXVV KR, AT T —LoEHEREIC L D35 ENRBRIC W
T, Fi- 72 BEH ORBUIR S ST, 3FI0FHKE 5 X 2RO Hen-oiz,
(FEXDDI)UKIPRUVSANTSY—=ILF MDD LEDHADEE)
YR L

Z DI DL
G L

=R
BER&E5EM4HR

1) —RRRREIE
ZMEFEME - LDso (mg/kg)

R - M bR w0 JERE PN KT ERRA
] ~ 7 A 136 15D F 2,740 1,030 >5,000 173
% (ICR : 5 ji) 2 2,700 850 > 5,000 195
% F v K15 5 3,470 669 >5,000
(Wistar : 738 ) Q 2,700 753 >5,000
% ~ 7RI A o4 1,290 - -
e (ICR : 3@ #5) Q 1,230
;% F o NI59) o 1,330 - -
(Wistar : 3 H f) ? 1,270

2) BEE - tHBBEBIZBITHEA) N 2— - EO) BREE
(TEXFIDI VKPRV SI OV TSIV—ILEDHADIES)
Wistarsz 7 v R (75 1) 2 <A 221,000 or 2,000mg/kg, 7 F % 2 L KFIH2,000mgkg, 7> Y 7T
) —)12,000mg/kg 2 3FIOEH HLERE O 5) R OE—Z LRI (75 ) Aa~A 2 2500mgkg, 7EF TV
U kR ¥)500mg/kg, 7> Y 77 —)12,000mg/kg A 3FIOFHBERE O & 5) Tix, OFAEGIZX Vi
EERREANHR NI o722 e G, 3FIPFARGIC LD AMEBENEET L Z EidhneEL oz,
(FEXOVY VKPR UVF A TST—ILEDHADIBE) ¥
SD%Z v b (77U Ar~A T 21,000mgkg, 7 EFxT U L KY2,000megkeg, 4 A7 Z > —/1500mg/kg
Z3FNIOFH R D& 5) 128\ T, 3FITFHE S X 2872 2@t 0B R OCHEEITEO bR ho 72,
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X. FERRHERICEAT SIRE

(TEFIDYUKIMRUESIRTSY—ILF M) LEDOBRADEZE) O

SDRT v M7 TV Aua~A )7 EXT Y KW 7 ~77 ) —vF 5 U T A01,000/2,000/0mg/kg,
1,000/2,000/250mg/kg & T*1,000/2,000/500mg/kg & HLEIFRE O e 5 L7255, WL OFRIZ B W T HAETHITRE
D HAVT ., B OB FEE1E1,000/2,000/500mg/kg L D K ToH Y | 3FIPFHIC L 2 BIEREOIX TILR S b/
Mo fe, BERMEOBEENIFOFHE GREOME TR G on, —mtErSEEEOE TH 572,

(2) RIEHEGHEMHHR
1) —HERREIE
O Skt
7 I 2avwA LU ERAT M (12.5~800mg/kg/ H) . ST v ' (12.5~200mg/kg/H) . e —
TR (625~400mg/kg/H) . ShiEEE— 7 LK1 (30~300mgkg/H) . HA1 (25~400mgke/H) 1228
H R DG L7 BRIZ W T sRAEIZ I 1T % tha S RE TAST, ALTO /%, £/, 97 v b &
bR < &R O o E B CIF OB (L E LR LA, T OZRITKRIEIC X v BHEME M A 7R Lz,

iy e 51 MR E (mgkg/H)
BT » B (Wistar) 28 A [H 50
Y7 > b (Wistar) 28 F [ 50
3 X (Beagle) 28 [ 1 6.25
P#A X (Beagle) 28 A 100
HL (Cynomolgus) 28 HH 25

@ 1Bt
7T YA~ A T EWistarsg 7 > B9 (1.6~200mg/kg/H), B — 7L K1 (0.8~100mg/kg/H) ., H L1
(25~100mg/kg/H) 126 % A MR OB L-sBRIc B\, fAMEREN: & ARSI OB\ E N A b7
M. RIRIZ K 0 EEEA 2R LT,

Ehtd #5-W1H g5 (mg/kg/H)
Z vk (Wistar) 64 A 8
4 X (Beagle) 61 H 4
# /L (Cynomolgus) 61 HIM 25

2) BES - THEBEBICEBTAEA) Ny 2— - EQ ) BREAE
(TEXDVY KPRV Y TS IY—ILEDFHRADISE)
Wistarsa 7 » R0 (7 Z ) 2~ A 3 2200mgkg/H, 7EXT U L KPS00mgkeg/H, 7>/ T T —
V50mg/kg/ B 2 3RI0FA4ERRR D #5) KO —27 LR (77 ) 2a~A v 25mgkg/H, 7TEFT U
»KFI500mg/ke/ H, T > 7T Y — 1 100mg/kg/ H 2 3K 0F 4R O £5) <Tix, OFHELIC X0 #i-
WCHERENHONRN-TZ Db SHIPFHATGIZ L0 HEERHEES L Z & idhneB 2 b,
(TEXDVY VKPRV FT A TS I—ILEDHADISE)
SD%T v h (75 ) 2m~A 2 2200mgkg/ H, 7EXT Y L KFW3TSmgkg/ B, + A7 57— )L
10mg/kg/ H Z3#10F 4B RIR N 5) RO —Z LK (75 2ua~<A 2 25mgkg/H., 7TEXFT U v
KF#500mg/kg/H, A A7 Z > —/L5me/kg/ B 2 34I0F H4ERR A% 5) 128\ T, 3FI0FAIRGIC LY
PEFTRSEINCHIR S 720 . T LSRR WEITT @I ARRO b d 2 &3k h o T,
(TEXFODY KPR USANTSV—ILF MO LEDOFRADIEE) 7
SD%RT v M7 Z VA~ v/ TEXT VU KW T X777 —)vF N U 7 A050/1,000/0mg/kg.,
50/1,000/1mg/kg, 50/1,000/5mg/kg K 1¥50/1,000/25mg/kg % 418 8 SAERE 1 % 5 L7255, 50/1,000/25mg/kg % 5-
FEOMEIZ N T, (KREKOEREDRED 72 & ORBIRBOE N, FITZIUE I IHEIMEOIK T, H7RM,
THEORRRRE & Vo o —BRIEDOZ LR RBO b, £ T, 77V RAa~wAf Ty, TEFXFTVTY VKR
MO EEEZDHZEIZEST, ZUOOFANEDLLNE S NERFT 57012, FIZSDERT v MZ
SNF 5 F R U RS, 25mgkg, 7T U AR~A LT EF VLY VKR T RT T S R
7 10> 125/400/0mg/kg, 125/400/5mg/kg K TN125/400/25mg/kg % 438 fE S 18 7% O ¥ 5 L 7= 45 5. 125/400/25mg/kg
BHREOMEIZIN T, RKBREOE(LNOOM S L KR AT FRHE OB E O ZEHE 1D EBIRED B vz, 70k,
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X. FERRHERICEAT SIRE

WTNOREICB W T HRETEMIIRD v olz, £/o, €= A RIZIZ TV A~ A L UITEFT Y
VKR T T T = kU 7 AD0/0/5Smg/kg. 0/0/20mg/kg, 25/500/5mg/kg o 1U25/500/20mg/kg %4
HMRERA®RG L, 2B, BHGCBE LTI, 72XV K E T_T T — v b 7 A0 E
BIFFRICZ V) A~ Vo afh Uiz, TORE, 25/50020mg/kg % 5REZI\V T, e 5110 A m: o
B OBIINNEE SN, 7eB. WEEORAME T AR A b ZVMER T > 7243, 238 LR 3 28 m)
BHBIL, WM ORI > THERT 5 2 LidkhoT,

(3) EinEMEHER

(4)

(5)

O EEFME

1) MR 2 N 722 R 22 R 28 BB (AmesakiR, in vitro) | ZRZEBHBBEEEIR (invitro) . v A =— A/ L
A B — AR A O T Yt R B ZRER (in vitro) . ~ U A DO FBERIAL MZRERTD . I D AmesiRiR
(invitro) %1772, b L0 7T U 2~ A 20 ROFEORBEWITERFIEIIZED b o7z,

2) TEXFVVI VKR OT ) 77— & DPFHOEET
s 2axA vy, TEXVVY VKM, TV 7T = O3FI0R OS5 T/MEEBR ICRAME
~ U AEBEHING) AT om0y, YR BE B RIER  (invitro) R ORGEEAILEER (in vitro) 13580 b7
Mmool

3) TEX VU VKR OA AT T — v EDOFHOEAETD
77V A~y TEXFVVY VKT, AT T — L O3FNPFARE D &G C/MERBR (ddY Rt~
U AR AT o 72N, PR REFERIEM (nvito) 13RO LT, BT K DL RIFMEOIHILAR
weEzZon,

4 TEXTVY VKR RNTRT T = R U A EDOHHOEHAET
77V ARy, TEXVVY UKW, TXT T — ) b U o LAO3FIGERE O 5 CCHOMAE %
FHUN-HGPRTHIHE & R - 2R E BRR 21T - T2, T OFEE, SOmixfifE F M OFEFEE FICBW T, 977
V=L F RU D LAEA, 7T ) Au<vA U ROTEF YUY KFORIEH. 7T Au<w A,
TEXTLY VKRR RNT R T —F N U7 AOIKIPEIC & B8R E RFRERIIRD b
oty ¥, i~ A7 TV A~ U/ TEXV VY VKMWMIT T T = R T LAD
500/500/125mg/kg. 1,000/1,000/250 mg/kg. 2,000/2,000/500mg/kg. 2,000/2,000/750mg/kg% 2 H 187 1 # 5-
L. BBECB T 2R HRIERA O E L2/ MERBRIC L VR Lz, TOE, 3AIHHOKEHAERET
HEBEICR T DR REFHRIERIIA N2 5T,

MNA R ER
MY ERe L

AEHEFEAR

O HEHRAT M OREHR AT L3R 7
Wistar;2 7 > b (10~125mg/kg/H . #1) TiX, BEMWOAGERE K DR L OALT - IRIEH I EBITRO b
I AR TH BN T35mg/kg, R TI125mgkg E 2 T,

Q #EAIN 53 ER
Wistarsz 7 » R0 (10~160mg/kg/H, #&1) KO TH 8D (10~125mg/kg/H ., #&1) TiL, EAEEITRE
O LI o T,
7k, ESMCB T AR TIRD L O el R H 5, SDFRT v b (15~150mg/kg/H, ##H) KUCD-15/
~ A (15~1,000mg/kg/H, #&H) IZBNT, ZNEFNHIICEER S bbb S &kEmHET, 7y MA
T E R BEFE RO~ T ZARIBICOBERBZRBD bz, 2, v 35~T0mgkg/H, M) 2B\,
REEMWIC TN & 5 DI 5 T70mg/keg/ H T, I IR ORE EA A B2, Fh3. N, BRI
ERO b o Te, BEEREITT v hT40mgkg, U F TRENM3Smg/kg, IER125me/kg & & 2 Tz,

@ JAPEM K OB L 555k
Wistar;2 7 » b (10~160mg/kg/ H) Tl PEROITE) - BESIZEREBIIFRD bR o T, M8 IR
W, PEIR L H4omgkgl &z BTz,
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X. FERRHERICEAT SIRE

(TEXFIVI VKPRV SI OV TSIV—ILEDHADES)

IR « IR VAT BE 3 2 5lBR 18

Wistar;2 7 v h OB (ER6H~17H) 12, 77V Aa~A vy, TEXFVV Y VKW, 72V
T =N DOWNTNOREMBELEIZ L > THOREMS 2 WVITIE - IBIROBEICEEORENL LN HEL &
(770 2a~A160mgkg/ H, 7EF U LARFS00mgke/ H, 7Y 77 —/L50mg/kg/H) T3
FIOFHRE OB G U256, BEEOFB I S 5 23, RIS U CTESEER & 2 WIS I IR S 7200
LEZ LN,

(ZEFXFOVY VKPR UFT A TST—ILEDHADIEBE)

Y ERR L

(TEXDVY VKPRV SARTSY—ILF )DL EDHRADISEE)

MR L

(6) BFAIMIERER
LB L

(7) ZooEkEM

@ B
ENLEY NTOREWNT F 74 7% —Kin, XHFKET 77 1 7% — (PCA : passive cutaneous
anaphylaxis) Sit~, #ELT LV X —E (BIEREZESIR) . U Y ¥ TOZH MEREERIG, 7V ARG,
F v FPCARJSICOERFI LTS R, WFRBBRIETHY . 75 U ZAun~A 2 U CHFMEIZERD bR -
7o

@ REEZRTKT B EM
Dutchfifi 7 9 189|229 H % 11 5 (40, 160mg/kg/H) L, HRRICKITTHEL REFT L7ofER, R
DO oTn, i, ATy MIZ30HFRO#KE G (200, 400mgkg/H) L. BERRICKITTHESL
BET LR, IR o T,

@ RFligic x4 2 EM
Wistarsz 7 v b & IO TR R R RIZTTRELZRF LI R, 77 ) 2~ v roRkaks
(500mg/kg/H) (2L 0 ATFF k7 o — LP-450DHI NGRS H 7189,

@ Bzt 5 EM
Wistarz 7 » MMZZ 5 U An <A 2 0500mg/kg/ H 221 AR A#E U, BT KIET 2L BEt Uik 5.
REFAEHRGTHBIMOMER ORI KIETEBIIRE TH -7, £/-, 7ok I RERZ U o—
M X B BIEET v MIT HAREBOEEZRE LG R, BREZEOHEMBIERITED bz -721%,

96



X. EEHNERICET SHE

1. HFXHS
B H 5 U R~ A UBE200mg [RIE] ALFEEESELT
7)) Au<A T UEESOmg/NEA TRIE] AL7SEES LY
77 ) 2w RI4 00y 710%NEH TRIE] AUGZEER T
W) FEE-EMEOLGFEZIZLVERTHZ &
BRIRGy 77V ALy WTROBRKIKGICHEEY Lk

2. AHHF
RN - 347

3. BERKETONEZE
HIRMRAF

4. BFEVWEDIE

20. FIRLVEDEE
(FSq4>ny )
T o —adEREEIL, BR AR IS L CTRETH L,

5. BERITEM
<THDOLED : HY
BEMERLTA R 2L
Z DO BE T ER
77V ARYA Y RIA4vay ZT10%NEA TRIE] ZIRASHATHD T~
[XII-2. ZOfOBEEE DOESH

6. R—M7 - BExhEE
[Fl— %5y 38 - 77)xﬁﬂm 7 Z ) ABESONRH, 7 F UV ART A va w7 10%NEH

7. ERSEEEAH
19894E7H 17H

8. %ﬁ,ﬁﬁ%ﬁmmﬂiﬁ H&Uﬁﬂlb%?s %1@%—%”lﬁﬂiﬁ H ﬁ%‘.ﬁﬁt‘lﬁﬂiﬁ H

A5e 4 G T KERAEH H HKERE = SRAMFEVEIE A A B IRFeRAMEAEA B

— —
77V AR AL 20224E2 7 15 H 30400 AMX00048000 20224£6 A 17H 20224E6 A 17H
200mg [KiE
75 Z2n<w AR
g AT 20224E2 7 15 H 30400AMX00050000 20224£6 A 17H 20224E6 A 17H
77 xAa~vAT KT
A vm oy 710% /0 1 20224E2 A 15 H 30400AMX00051000 20224£6 A 17H 20224E6 A 17H
[ KIE

9. MEEXIEHMREM. AERVHEZEFENEFOEABRUZTDAR
M LR

10. BEERR. BMEHERARFEABRVEORE
L7
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X. EEWEIEICRHT HIEH

1. BEEHME
FE L

12. REHMGIRICET 515K
FRI84E3 A 6 B AT JEA I BE R H 1075 (SE : PR20E3 A 190 fF JEAG A &RETH) O [ 1k
%

I ERRASE T BTV B EE ) 12 % L7,
13. &Ea—F
N A A AR | (BRI = — ; L AL
e . . . HOT (9 5 N .
R % 4 I [, o — R YTz—FR) (OHF) = VAT LAHa— R
=1 VAVE
7Y ruvL i 6149003F2283 6149003F2283 129092901 622909201
200mg [ KIE
77V Ar~v AU
SOmg/ A A 6149003F1015 6149003F1252 129093601 622909301
75V AT RS
A a oy 7 10%/08 8 6149003R 1240 6149003R1240 129094301 622909401
[KIE)

14. RIFHEFLDIE
77V AR~A T UB200mg [KIE], 77V A~y R4y 710% 0N TKIE)] :
EHERL TH Y . DHRWMINICIT 2B IEEIHMITEZE LRV,

77y AuvwA T oEE0mg/NEA TRIE] ¢
PN L OBRRBEIGTH D,
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ey AbbVie Inc.

i BIAXIN

FI - BIAXIN Filmtab (250mg#E, 500mgfE) . BIAXIN XL Filmtab (500mgsg) . #% 1 kv I BIAXINGE K
FEoEAE 19914F

DI EESIES

1.1 Acute Bacterial Exacerbation of Chronic Bronchitis

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab are indicated in adults for the treatment of mild to
moderate infections caused by susceptible isolates due to Haemophilus influenzae, Haemophilus parainfluenzae,
Moraxella catarrhalis, or Streptococcus pneumoniae [see Indications and Usage (1.9)].

1.2 Acute Maxillary Sinusitis

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab (in adults) are indicated for the treatment of mild to
moderate infections caused by susceptible isolates due to Haemophilus influenzae, Moraxella catarrhalis, or
Streptococcus pneumoniae [see Indications and Usage (1.9)].

1.3 Community-Acquired Pneumonia

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab are indicated [see Indications and Usage (1.9)] for the

treatment of mild to moderate infections caused by susceptible isolates due to:

- Haemophilus influenzae (in adults)

- Haemophilus parainfluenzae (BIAXIN XL Filmtab in adults)

- Moraxella catarrhalis (BIAXIN XL Filmtab in adults)

- Mycoplasma pneumoniae, Streptococcus pneumoniae, Chlamydophila pneumoniae (BIAXIN XL Filmtab [in
adults]; BIAXIN Filmtab and BIAXIN Granules [in adults and pediatric patients])

1.4 Pharyngitis/Tonsillitis

BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Streptococcus pyogenes as an alternative in individuals who cannot use first line
therapy.

1.5 Uncomplicated Skin and Skin Structure Infections
BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Staphylococcus aureus, or Streptococcus pyogenes.

1.6 Acute Otitis Media

BIAXIN Filmtab and BIAXIN Granules are indicated in pediatric patients for the treatment of mild to moderate
infections caused by susceptible isolates due to Haemophilus influenzae, Moraxella catarrhalis, or Streptococcus
pneumoniae [see Clinical Studies (14.2)].

1.7 Treatment and Prophylaxis of Disseminated Mycobacterial Infections

BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Mycobacterium avium or Mycobacterium intracellulare in patients with advanced HIV
infection [see Clinical Studies (14.1)].

1.8 Helicobacter pylori Infection and Duodenal Ulcer Disease

BIAXIN Filmtab is given in combination with other drugs in adults as described below to eradicate H.pylori. The

eradication of H.pylori has been demonstrated to reduce the risk of duodenal ulcer recurrence [see Clinical

Studies (14.3)].

-BIAXIN Filmtab in combination with amoxicillin and PREVACID (lansoprazole) or PRILOSEC (omeprazole)
Delayed-Release Capsules, as triple therapy, are indicated for the treatment of patients with H.pylori infection
and duodenal ulcer disease (active or five-year history of duodenal ulcer) to eradicate H.pylori.

-BIAXIN Filmtab in combination with PRILOSEC (omeprazole) capsules are indicated for the treatment of
patients with an active duodenal ulcer associated with H.pylori infection. Regimens which contain BIAXIN
Filmtab as the single antibacterial agent are more likely to be associated with the development of clarithromycin
resistance among patients who fail therapy. Clarithromycin-containing regimens should not be used in patients
with known or suspected clarithromycin resistant isolates because the efficacy of treatment is reduced in this
setting.

105




XI. &&8#H

MEL T &

2.1 Important Administration Instructions

BIAXIN Filmtab and BIAXIN Granules may be given with or without food.

BIAXIN XL Filmtab should be taken with food. Swallow BIAXIN XL Filmtab whole; do not chew, break or
crush BIAXIN XL Filmtab.

2.2 Adult Dosage
The recommended dosages of BIAXIN Filmtab and BIAXIN XL Filmtab for the treatment of mild to moderate
infections in adults are listed in Table 1.

Table 1. Adult Dosage Guidelines

BIAXIN Filmtab BIAXIN XL Filmtab
. Dosage Duration Dosage Duration
Infection (every 12 (days) (every 24 (days)
hours) hours)

Acute bacterial exacerbation of chronic 250 to

.. 7°-14 1 gram 7
bronchitis 500 mg?
Acute maxillary sinusitis 500 mg 14 1 gram 14
Community-acquired pneumonia 250 mg® 74-14 1 gram® 7
Pharyngitis/Tonsillitis 250 mg 10 - -
Uncor'nphcated skin and skin structure 250 mg 714 ) )
infections
Treatment and prophylaxis of
d}ssemmated Mpycobacterium .av.mm . 500 mg? i i i
disease [see Dosage and Administration
(2.5)]
H.pylori eradication to reduce the risk
of duodenal ulcer recurrence with
amoxicillin and omeprazole or 500 mg 10-14 - -
lansoprazole [see Dosage and
Administration (2.3)]
H.pylori eradication to reduce the risk
of duodenal ulcer recurrence with 500 mg every 14 i i
omeprazole [see Dosage and 8 hours
Administration (2.3)]

2 For M.catarrhalis and S.pneumoniae use 250 mg. For H.influenzae and H.parainfluenzae, use 500 mg.

b For H.parainfluenzae, the duration of therapy is 7 days.

¢ For H.parainfluenzae and M.catarrhalis use BIAXIN XL tablets only.

4 For H.influenzae, the duration of therapy is 7 days.

¢ BIAXIN therapy should continue if clinical response is observed. BIAXIN can be discontinued when the
patient is considered at low risk of disseminated infection.

2.3 Combination Dosing Regimens for H. pylori Infection

Triple therapy: BIAXIN Filmtab/lansoprazole/amoxicillin
The recommended adult dosage is 500 mg BIAXIN Filmtab, 30 mg lansoprazole, and 1 gram amoxicillin, all
given every 12 hours for 10 or 14 days [see Indications and Usage (1.8) and Clinical Studies (14.3)].

Triple therapy: BIAXIN Filmtab/omeprazole/amoxicillin
The recommended adult dosage is 500 mg BIAXIN Filmtab, 20 mg omeprazole, and 1 gram amoxicillin; all
given every 12 hours for 10 days. In patients with an ulcer present at the time of initiation of therapy, an
additional 18 days of omeprazole 20 mg once daily is recommended for ulcer healing and symptom relief [see
Indications and Usage (1.8) and Clinical Studies (14.3)].

*Dual therapy: BIAXIN Filmtab/omeprazole
The recommended adult dosage is 500 mg BIAXIN Filmtab given every 8 hours and 40 mg omeprazole
given once every morning for 14 days. An additional 14 days of omeprazole 20 mg once daily is
recommended for ulcer healing and symptom relief [see Indications and Usage (1.8) and Clinical Studies
(14.3)].
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2.4 Pediatric Dosage

The recommended daily dosage is 15 mg/kg/day divided every 12 hours for 10 days (up to the adult dose). Refer
to dosage regimens for mycobacterial infections in pediatric patients for additional dosage information [see
Dosage and Administration (2.5)].

2.5 Dosage Regimens for Mycobacterial Infections

For the treatment of disseminated infection due to Mycobacterium avium complex (MAC), BIAXIN Filmtab and
BIAXIN Granules are recommended as the primary agents. BIAXIN Filmtab and BIAXIN Granules should be
used in combination with other antimycobacterial drugs (e.g. ethambutol) that have shown in vitro activity against
MAC or clinical benefit in MAC treatment [see Clinical Studies (14.1)].

Adult Patients

For treatment and prophylaxis of mycobacterial infections in adults, the recommended dose of BIAXIN is 500 mg
every 12 hours.

Pediatric Patients

For treatment and prophylaxis of mycobacterial infections in pediatric patients, the recommended dose is 7.5
mg/kg every 12 hours up to 500 mg every 12 hours. [See Use in Specific Populations (8.4) and Clinical Studies
(14.1)].

BIAXIN therapy should continue if clinical response is observed. BIAXIN can be discontinued when the patient
is considered at low risk of disseminated infection.

AEROHE
(Ho%)

2.6 Dosage Adjustment in Patients with Renal Impairment
See Table 2 for dosage adjustment in patients with moderate or severe renal impairment with or without
concomitant atazanavir or ritonavir-containing regimens [see Drug Interactions (7)].

Table 2.BIAXIN Dosage Adjustments in Patients with Renal Impairment
Recommended BIAXIN
Dosage Reduction
Reduce the dosage of

Patients with severe renal impairment (CLc of <30 mL/min)

BIAXIN by 50%
Patients with moderate renal impairment (CLc: of 30 to 60 mL/min) taking Reduce the dosage of
concomitant atazanavir or ritonavir-containing regimens BIAXIN by 50%
Patients with severe renal impairment (CLe of <30 mL/min) taking Reduce the dosage of
concomitant atazanavir or ritonavir-containing regimens BIAXIN by 75%

Drugs@FDA  [BIAXIN® (AbbVie Inc.), 2019429 A 27T <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/050662s5061,050698s041,050775s0291bl.pdf> (20234F4HA3HT 7 & A)] LD
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8.1 Pregnancy

Risk Summary
Based on findings from animal studies, BIAXIN is not recommended for use in pregnant women except in clinical
circumstances where no alternative therapy is appropriate. If pregnancy occurs while taking BIAXIN, the patient
should be apprised of the potential hazard to the fetus [see Warnings and Precautions (5.7)].
Limited data from a small number of published human studies with Biaxin use during pregnancy are insufficient to
inform drug-associated risks of major birth defects, miscarriage, or adverse maternal or fetal outcomes. In animal
reproduction studies, administration of oral clarithromycin to pregnant mice, rats, rabbits, and monkeys during the
period of organogenesis produced malformations in rats (cardiovascular anomalies) and mice (cleft palate) at
clinically relevant doses based on body surface area comparison. Fetal effects in mice, rats, and monkeys (e.g.,
reduced fetal survival, body weight, body weight gain) and implantation losses in rabbits were generally considered
to be secondary to maternal toxicity (see Data).
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to
4% and 15% to 20%, respectively.
Data
Animal Data
Animal reproduction studies were conducted in mice, rats, rabbits, and monkeys with oral and intravenously
administered clarithromycin. In pregnant mice, clarithromycin was administered during organogenesis (gestation day
[GD] 6 to 15) at oral doses of 15, 60, 250, 500, or 1000 mg/kg/day. Reduced body weight observed in dams at 1000
mg/kg/day (3 times the maximum recommended human dose [MRHD] based on body surface area comparison)
resulted in reduced survival and body weight of the fetuses. At > 500 mg/kg/day, increases in the incidence of
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post-implantation loss and cleft palate in the fetuses were observed. No adverse developmental effects were observed
in mice at < 250 mg/kg/day (< 1 times MRHD based on body surface area comparison).

In pregnant Sprague Dawley rats, clarithromycin was administered during organogenesis (GD 6 to 15) at oral doses
of 15, 50, or 150 mg/kg/day. Reductions in body weight and food consumption was observed in dams at 150
mg/kg/day. Increased resorptions and reduced body weight of the fetuses at this dose were considered secondary to
maternal toxicity. Additionally, at 150 mg/kg/day (1 times MRHD based on body surface area comparison), a low
incidence of cardiovascular anomalies (complete situs inversus, undivided truncus, IV septal defect) was observed in
the fetuses. Clarithromycin did not cause adverse developmental effects in rats at 50 mg/kg/day (0.3 times MRHD
based on body surface area comparison). Intravenous dosing of clarithromycin during organogenesis in rats (GD 6 to
15) at 15, 50, or 160 mg/kg/day was associated with maternal toxicity (reduced body weight, body-weight gain, and
food consumption) at 160 mg/kg/day but no evidence of adverse developmental effects at any dose (< 1 times
MRHD based on body surface area comparison).

In pregnant Wistar rat, clarithromycin was administered during organogenesis (GD 7 to 17) at oral doses of 10, 40, or
160 mg/kg/day. Reduced body weight and food consumption were observed in dams at 160 mg/kg/day but there was
no evidence of adverse developmental effects at any dose (< 1 times MRHD based on body surface area
comparison).

In pregnant rabbits, clarithromycin administered during organogenesis (GD 6 to 18) at oral doses of 10, 35, or 125
mg/kg/day resulted in reduced maternal food consumption and decreased body weight at the highest dose, with no
evidence of any adverse developmental effects at any dose (< 2 times MRHD based on body surface area
comparison). Intravenously administered clarithromycin to pregnant rabbits during organogenesis (GD 6 to 18) in
rabbits at 20, 40, 80, or 160 mg/kg/day (> 0.3 times MRHD based on body surface area comparison) resulted in
maternal toxicity and implantation losses at all doses.

In pregnant monkeys, clarithromycin was administered (GD 20 to 50) at oral doses of 35 or 70 mg/kg/day.
Dose-dependent emesis, poor appetite, fecal changes, and reduced body weight were observed in dams at all doses (>
0.5 times MRHD based on body surface area comparison).

Growth retardation in 1 fetus at 70 mg/kg/day was considered secondary to maternal toxicity. There was no evidence
of primary drug related adverse developmental effects at any dose tested.

In a reproductive toxicology study in rats administered oral clarithromycin late in gestation through lactation (GD 17
to post-natal day 21) at doses of 10, 40, or 160 mg/kg/day (< 1 times MRHD based on body surface area
comparison), reductions in maternal body weight and food consumption were observed at 160 mg/kg/day. Reduced
body-weight gain observed in offspring at 160 mg/kg/day was considered secondary to maternal toxicity. No adverse
developmental effects were observed with clarithromycin at any dose tested.

8.2 Lactation
Risk Summary
Based on limited human data, clarithromycin and its active metabolite 14-OH clarithromycin are present in human
milk at less than 2% of the maternal weight-adjusted dose (see Data). In a separate observational study, reported
adverse effects on breast-fed children (rash, diarrhea, loss of appetite, somnolence) were comparable to amoxicillin
(see Data). No data are available to assess the effects of clarithromycin or 14-OH clarithromycin on milk production.
The development and health benefits of breastfeeding should be considered along with the mother’s clinical need for
BIAXIN and any potential adverse effects on the breast-fed child from BIAXIN or from the underlying maternal
condition.
Data
Human
Serum and milk samples were obtained after 3 days of treatment, at steady state, from one published study of 12
lactating women who were taking BIAXIN 250 mg orally twice daily.
Based on the limited data from this study, and assuming milk consumption of 150 mL/kg/day, an exclusively human
milk fed infant would receive an estimated average of 136 mcg/kg/day of clarithromycin and its active metabolite,
with this maternal dosage regimen. This is less than 2% of the maternal weight-adjusted dose (7.8 mg/kg/day, based
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on the average maternal weight of 64 kg), and less than 1% of the pediatric dose (15 mg/kg/day) for children greater
than 6 months of age.

A prospective observational study of 55 breastfed infants of mothers taking a macrolide antibacterial (6 were
exposed to clarithromycin) were compared to 36 breastfed infants of mothers taking amoxicillin. Adverse reactions
were comparable in both groups. Adverse reactions occurred in 12.7% of infants exposed to macrolides and included
rash, diarrhea, loss of appetite, and somnolence.

Drugs@FDA [BIAXIN® (AbbVie Inc.), 201949 A tiZ] <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/0506625061,050698s041,050775s0291bl.pdf> (2034F4HA3A T 7 & A)] LD

A —A NZ U7 D43%E (The Australian categorisation system for prescribing medicines in pregnancy)
B3 (202344 H)
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.

Prescribing medicines in pregnancy database (Australian Government)
<https://www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database >
(20234F4A3H T 7 & R) LY
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Hii LN A
KE DOWRAF S 8.4 Pediatric Use
(20194294 ) The safety and effectiveness of BIAXIN Filmtab and BIAXIN Granules have been established for the

treatment of the following conditions or diseases in pediatric patients 6 months and older.

Use in these indications is based on clinical trials in pediatric patients or adequate and well-controlled
studies in adults with additional pharmacokinetic and safety data in pediatric patients:

- Pharyngitis/Tonsillitis

- Community-Acquired Pneumonia

- Acute maxillary sinusitis

- Acute otitis media [see Clinical Studies (14.2)]

-Uncomplicated skin and skin structure infections

The safety and effectiveness of BIAXIN Filmtab and BIAXIN Granules have been established for the
prevention of disseminated Mycobacterium avium complex (MAC) disease in pediatric patients 20 months
and older with advanced HIV infection. No studies of BIAXIN for MAC prophylaxis have been performed
in pediatric populations and the doses recommended for prophylaxis are derived from MAC pediatric
treatment studies.

The safety and effectiveness of BIAXIN XL Filmtab in the treatment of pediatric patients has not been
established.

Safety and effectiveness of BIAXIN in pediatric patients under 6 months of age have not been established.
The safety of BIAXIN has not been studied in MAC patients under the age of 20 months.

Drugs@FDA [BIAXIN® (AbbVie Inc.), 201949 A tiZ] <https://www.accessdata.fda.gov/drugsatfda_docs/

1abel/2019/050662s061,050698s041,050775s0291bl.pdf> (202344 H3A 7 7 & RA)]) XY
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