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1. B
(1) M4
7 7 Y AE5E200
75U AEE50/NEH
7 FVARTA vy 7 10% N H

(2 *4&
Clarith tablets 200
Clarith tablets 50 for pediatric
Clarith dry syrup 10% for pediatric

(3) RAMDHEE
—WHH s T AuvAL T rnb, 7TV A Emb LT,

2. —#k%
(1) & (Wf%)

77 2a<AT (JAN)

(2) *4 (fpfik)
clarithromycin (JAN, INN)

(38) RT L (stem)
Streptomyces)& D PEAE T HHTIAEME : -mycin

3. BWEANIFTMERX

(H R L)

4. HNFARUHDF=E
733« C3sHeoNO13
Sr{-H : 747.95

5. £F& (&%) XEFFXE
(2R,3S,4S,5R,6R,8R,10R,11R,12S,13R )-5-(3,4,6-Trideoxy-3-dimethylamino-B-D-xylo-
hexopyranosyloxy)-3-(2,6-dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-hexopyranosyloxy)-
11,12-dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-oxopentadecan-13-olide ( H J&jiZ #EHL)
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1. YELEFHEE

(1) 4V&R - MK
HEDOFEIMEDOR R T, HRIZEW,

(2) AfEH
TR FOITZ B a R KRR RT K, A= =X )= (95) TV ETF AT —T VITEITIC
<LL ARIZIZEALETET 220,

AR 1A NI DR (mL)
VA= 0= N VNN 10
TN 24
TER=FUL 140 ~ 180
AL )= 160 ~ 200
T ) —) 140 ~ 160
T—7 )b 140 ~ 200
s 1000024
(3) WEE

FICB T 2B (20, 46, 66, 81, 84, 90, 100%) TI1, 2, 3% HPRAFLZHEA, EEHIMNITL
A ETRL BRMEITERD biigino Tz,

4) Fhm (R, R, RES
Bl . 220~227°C

(5) EAIREMRRETER
pka = 8.48

(6) HECHRE
F 7 5 == KR TOLESRE

U kTR OpH I
2 5.63
4 4.91
6 7.18
8 46.4

(7) 20D ELGRMEE
BEFEEE : (o) § @ —96~—106° (B/AKPIZHE L7zt D025g, 7& b, 25mL, 100mm)
SN AT S L

. 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)



BB 5IEE

BT DEREHTICE T OREN.
KRRGIE FICB T D REN

S R K B AERW
(Dcladinose
HO_ _O._ ,CHs
Ol it
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B fF & PRATFHAR] 17 & #E s
Bi% (25°C « 75%RH) 245 A
40°C 64 H I 235 ]
50°C 3% A H T AN
40°C - 75%RH 6% A GikES)
40°C - 90%RH 6% A
B 64T 1,000Lux 3% H e £2, 375
o i BN
PNy 30H (B0
80°C 30H 't 7 AR
65°C - 75%RH 30H (Bte)
10375 B
Xt /0 25°C 3H HIA ¥ —1
(B
0. INHEEATANR - A XY Rk (1:1) 50°C AR fH (1% 1 DO - @MER
K UAFY R (1:1) 50°C B [H] 7T A8 A
0.INZKEE LT R U ¥ AERIHK « A XY IRIK - =A7 7 A @ - @K U2FED AR IN 53 1)
(1:1) 50°C (EH) DAL
pURER s
Ke oA FH AR (1:1) & 7 IelRH25°C 24158 HIAT T @k
(€:3Ep)
LR O~OIE R ES R

@decladinosyl clarithromycin

CHy

@®10,11-anhydro clarithromycin

(0]

,CHs

HsC ,
OCHj, N(CHs),
HO HO..
HsC”~ CHs
HaCH,C~ o 0~ YcH
s 0 CH; °
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e 25 O|O|]O|O| O 6 X | 767979 ]| 78|79 99.3
Iy aay 25 ANl OO | OO\ 7 9 [90921]92]91]090 99.2
TV a—RA 25 O|O|]O| OO 2 2 | 44 | 46 | 47 | 47 | 47 98.3
E—F T a—2R 25 O|O|]O| OO 7 1 | 52|54 ]53]|55]|53 98.7
AR—=Y RY 7 25 OO |]O|O| O 1 2 | 48 | 53|52 55|56 98.8
1 R 360 Ji [A] #ix e 1%
280 BEARIZRB W TR WAICE | B A1 100% &
VYY) L LTI Lz L x
34 HERIZBVRH D A= D%
48 RAEEDE S KO RER | ST 5%
i oY4) Tolnlink
AT FE 7 PGS EEONE A A A 2 | & | & L
TiEET D 7
O:1, 2% 10[8]LL %
A3 X L LTz,
X 1 4p
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V. RHFIZEHT HIEB

9.

37 F7VARTA vy 710%NEHOBKEY & OB R

& MBR T

fEFE R A 2040 1T & 2 R ERER,

77U ARTA vy 710% N H0.5g % i & BE - IR L B S (2 10RDR] 1S & A AR M 2 5 A L 72,

Fio. BREWE O - IRFSDEZITEBWTCH RIERIZEME L7,
HEMOREIT, FREOLEIFII0mL, FEELOLEITN10g UM TIR) & L,

<& R T

[/ R RIS A SRR B 2 0 1T D fE R ) 2551,

I

1, kAT 2 2,

ZTOFEEZFELAIC I VL L, OO~ X TafHii L7,

P : 3, AT 4, BRD 7RV SOSEEBE TR a T LT 14,

e YERTE) - TR B A _ IR - RSy _
Z =27 (mean*S.D.) SEAM Z =27 (mean*S.D.) FEAM
VISV 2.0+1.0 © 22409 ©
3L 1.9+0.9 © 26+1.2 O
aLUFURINY 1.8+1.1 © 22+12 ©
TARAT Y —A 1.5+0.7 © 2.1+0.9 ©
bk 1.6+£0.8 © 1.7£0.9 ©
TRy H— 1.7+0.9 © 1.8+1.0 ©
a—b—f7 U —2bRyHx— 22+1.0 © 22+1.0 ©
AN 24+1.0 © 32409 @)
E—F Y U= 1.9+0.7 © 2.3+0.9 ©
AFTV v A 1.6+0.6 © 22+0.7 ©
I—7 Nk 1.9+0.8 © 4.9+0.4 X
AR—=Y FY 2 22409 © 4.9+0.4 X
Jyorada—2 2.0+0.6 © 4.8+0.4 X
F1LoTVa—2R 22407 © 5.0+0.2 X
Ay 1 FERITER AT
2 BT
3
A AL e 4 A<D
5 DR
A 27 LA O DU FE FNE TR
©O0:1 ©:2 O:3 A:4 X:5
(N=20)
pryunh e
W % 4 A R BRE & iR
275 U Z5E200 a5 [El#E% : 50rp.m 304 T75%LL_FEDEEH
=1 Eny e - 1] > 7 = 1 .
7 Tji;)ﬂﬁ” 5y Am g L) | PR iﬁ%ﬁ;ﬁ};&;goﬂ VR T 0 c80% B LY
770 R o - [F#5%% : 50r.p.m
N4 vnmy 7 SEJ;SJ/7%7 7 R . VUBAKEZTF U UL - 7| 9045 TI5%LL EDERH
10%/]~ 2 A > ERERETR (pHS.5)
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V. SAIICEHI SHIEEB
10. Bz - 8%

(1)

2)

3)

4)

1.

12.

FAERNBELRR - K. NENRREER - aRICET 51FR
L7

23

75 U ZEE200 : PTP 1008 [105E X 101, 500%E [10%E X 50]

275 ) ZFES0/NEH - PTP 1008 [108E X 10], 50082 [108E X 50]

77 YVARTAayT10%NEH : 77 AF v 7K b 100g (FEEFIAY)
3al 0.5gX 1200 (BzHHIA D)

FREE
M L2

RaDME

7 Z 1) A§E200
PTP: RY Fuvr'L>r (PP), 7/AI=UL
HHERr— KU 7L (PP)

7 7 U AEE50/N A
PTP: RY Fuvr'L>r (PP), 7/AI=UL
HHERr— KUY 7L (PP)

TV ART A a7 10%NEH
ARRIV:RY 7Ly (PP), RJ=xF L (PE)
5w ttenry—RYyxzFLr (PE) 7Ix—h

TAIe— Ry FLoFL 77X L—k (PET). RY=x=FL > (PE).

AEiR SN S EMEE
U L

Z Dt
MY ERe L
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V. AEICEAT HIAR
1. FheEXIEThE

[££200]
O— R RREAE

GERGHE)

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

(EISAE )

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
Ot IREEEAE

GERGHEE)

AFNZBHED<T A /N0 TYHLE

(B RSE)

RAANYFY YL - FEDLIAYTLYHI R (MAC) EZECIEERERBEE
OAYanya—-EnY R

GERGHEE)

AEZHREDA YN 42— EOY

GESIE )

B&% - TZEEES. BMALTY UNE, fEM/MUEDE. RHEREICHT 2RESENAREEICH
(THAYaNYA— - EQYRBEEE, NNy 42— EO0)REFR

[$250/NERA. FS4 >0y F10%/MRA]
O— MR
GEIGHETE)
AFNBRMEDT FOBKER. LUYVEHER. MAEREA. E50€3 (F3UNAZ) - hE53—UR, 1>V
JILIVHHE, LOARSE. BAKE. hroEaQnNIE2—R. V53ICT7R. YXM1a75X<YE
(B RGE)
REMREREME., FEMERBRBRE. ) o/RNE - ) URE %, BERERE. /Me - MERUVFEHREIZD -
RFF, WHEE - MREEL., Rk, SEKEIZ K. M. MRS, EETRBHFEEO ZRBRE, BEEER.
hEX, BISEX, BI2. 5AX
ORKXMUREFEERE (TA4X) ITHESBESETAINITYIL - FEDLIVT LYY R (MAC) fE
GEEE)
AFEEDIA AN TFYYL - TFESLAYTLYS R (MAC)
GEFSE )
BRUERELRLEER (TA4X) ITESBESETA/aANITYSYL - FEY LAY TLYyS R (MAC) fiE
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V. ARICET SHE
2. PREXIHRICEET HEE

5. BEERIIMBIZEEET 5TE

[£2200]

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

51 [HiAEMIEEEHOFI ) P22 L, SLAEEG OB Z B Lz BT, RFIOE G
MW SN DEA IS TH L,

(ANJanygsa—- Q) EEAE)

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

5.3 G/ IMERAMEIZR L CTiX, A R4 VSRS L, ~U any Z—. ol RERESHEY) &
HIE S D IEFNC O ABREIRIREZITH 2 &,

5.4 FHIHEBEICHRT HNRENIRER G UIMIIE, ~U a3y Z— - v'a U BRETREIC L 5 B ORI
(X9 D B ZIEIREN L Ty,

55 ~YanyZ— v VEEERICHVDLEEIZIE, ~VansZ— - a3t Ths 2 & LUK
BREICL VAV a2 — - o VEEFERTHDLZ LR TH L,

[E50/MNEA. R34 28y F10%/MNEM]
(—ARRERIE - HEE - MREAS. Rk, RUREXL. BEUBE. hEX. BIRER)

M EEEEE N OFS &) YESR L, FIRERGOLEIEZHWT L7z BT, ARIO& L3 #EY) &
HWrsh 58Ik T5 2L,

(fi# )
[£2200] 5.1, [fE50/MNRA. K34 >0y F10%/MEA]

[HHEE - MEgEde |, TRpkge ), TRMERE ), B2 ). THEZR) UL TRIREER ] OWThrow)
BEIIN R 2 AT 2 hiMAEYRICHIBOEEHFHETH 5, FUMAEMIROBE M A ofaEZ2 g & L TEAY
B8 R R RYYERR L AR SN A SEE EfEH O T51 &) YHES& | HiiidmEE o E i
AN END L5 HEEMREZ1T D 72Dl iid L,

CERG0FE3 A27TH AT JRA A 3K - A VR AR R E IR xR R A SAEZHR03275H 15 [y
o MER EOEE] OWETIZOWTH, SF2E9A8H T EAG B EI « ATRA RIERL 2R E
WE HAEZER090852 5 [HisAEMHE D TH EorEE] O%ETIcH>WT] 1283<)
[£8200] 5.2-5.5

~YanyZ—-vo ) EREROBRICEL X BE T LI, (D RKOQ) O % £ 20813 H 5,
(1) ~Vanyzz—. -l YL FOWTNIOHIETHRT 5,
WY U7 — BB, Bimrik, BERiE. PUANIE, IRFBFFRGRBR, #EPHUTRIE
(2) HAHRESERAEIZLY . BHEREROFTR1R®H 5 Z L 2R T 5,
¥, WYL R OBREHIE DRI OWTIX, A R4 V2 BBT52 L,
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V. BARICEAYTSIEE

3. HERUHA=E
(1) BERURAED#ES
[££200]
(— R RS SE)
WE . A7 F U Aa~A e LTIH400mg (Fiff) %2[EC
7ed. AR, RIS LV EHERT D,
CGERERMEMBELE)
WE . RAICIEZ T Aa~ A& LTIH800mg (i) %2[EC
7R, AR, RIS LV EHERT D,
(ANYangE—-ER) BREE)
HERASIEZ 7 ) A~ A vl LTLRR00mg (), 7EF VU ok Fy & LC1E750mg (F71fl)
LO7a AR 7TA e X —03F| &2 RKRFIZIH2E, THRBO&E ST 5,
B, 77V AunwA o, BREIOLNCTCHEEEETA I ENTE S, 277

ST TRAKRET 5,

ST TRAKRET 5,

L. 1[E]400mg (71ffi) 1H2

mz ERET 5,
[8250/NRA. FZ4 20w 710%/MNRA]
e Mk - A&
ZhEE « 2R P RS A4y
— W YLIE W, N7 7 ) RAa~w vl | HRRE L, @, /J\L%a:z;tﬁfiux
LTl H{Zliélkgébt D10~15mg (Jiffi) | e~A > & LTIH %Elkg&)t D1
Z2~3ENZ T CTRO#K ST 5, ~15mg (J)ffi) %2~3[E)Z j‘fﬁm
LoF xR LTI, 1AAE | #5755,
lkgd 72 0 15mg () Z2~3[ENZHr ) | LA R T Migick LCixk, 1HAE
TGS 5, lkgd 7= 0 15mg (Jfli) Z2~3[ENZ 51T
7R, ., ERICE D EEEET S, | TROELET 5,
7R, AR, ERIC L E T S,
%R RAEMERE | @, NRICIEr Y 2a~f b | AFBRE L. @, R U R
(=A ) 12 FEfEE l/(l 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,
(fg7n)
[£8200]
AN anRyx— .l BMEOIRECHATA e bRy F A e X —OfHE LB EEIZHOVTIET,

V-4, HEXKOCHEICEET2FE] OHESR

(2) AERUVHAEDRERERE - BRI

V-5.

(3) MEFRISTRRRER 2]
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V. BARICEAYTSIEE

4.

RERUVAEICEET HEE

7. BAERUVAEICEET 5FE

[£8200]

(— AR RS )

71 GEARRR EAIHEE A SR WEYERW LHFEIED L A R T RICH L, 1H400mg/28# 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 LOFRTMRDOBRICB W CTHIMTHEATS Z ENEE LA, BEOIERIZE U TOHAN LI

XU TOWREESHZICIHT 2 AN OREEZBRE LEIRT 52 &,

721 PEIELLEOBREFIZ) 77 U LA E OREDRH B

7.2.2 invitrofiEH I OBFHI BN T, AFlE LR 7axd oo XidsTavaxyo 0 L 0fFAeE R
2V LHINER) MR bzt OMENDH 5,

73 77 I VTGRSR T HAK O G HFIZFAIE LTI4RME L, SEICG U TRICERGHM T E
T 5, [8.1&5MH]

CEERMEMBRRAE)

7.4 JMACHE J OMZ RMESREABIERRE (A X) 1Z0F 9 FFEMEMACTE DR ICH W S NIESIENPIN7S o
HOHA RTA LV EEBEHRBEEZIT) Z &

Isiﬂ@&ﬁﬁﬁi\uT%%%ﬁé_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,
BRMSPEARSAEGRE (= | BRRAYSUTMIE PR 2 UGED R DT bk 54~ & ThH .,
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,

[$2850/MNEA. FS4 0w F10%/NMRA]

(— AR RS

71 NEOTHEGEITRAOEE-E (1H400mg) % BRET25 2 &,

7.2 REARRR EAHEZ A SRVBIER W LFEIED L U4 R TRzt L, 1H400mgiy24% 5425 2 &
IZE D TEE2~5H CRERIISGEICH O, R L CH B2 ~3 @M T 2 Z EBREE LW, F
7oy LU R TIRITEROBENEWVBYYE TH D720, FHICREERTOREICHBERE T, 15
ﬁ%T%\E_%ﬁﬁﬁﬁﬁéﬂﬁbfk%ﬁﬁﬁézgm&éo&%\&ﬁﬁﬁﬁmﬁﬁﬁ%mbk%

BITIE, BN L VAR TICADRERA (7 v RERRE) ~OEERLETHD, [8.15H]

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

XL T OMEE S BT 2 A OR A BE LUEIRTH 2 &,
1&1¢%Euh®%%KU77V€yy&ﬁﬁbﬁ@&@$%ﬁ&@

7.3.2 invitrofiE N OBFHIBW T, AFlE LR T7aXxH o oIy 7araxd oo L ofAZE (FHE
RV UARIER) 2338 bl & OGN H 5,
(BRMEREFSIERE (T4 X) (25 BEMEMACE)

74@W%@wﬁ@ﬁ4%74/“ FESBIOREEEZITO) 2 &,

7.5 FERWISUTHIEZH 2w N R Dtk bkt 5 & Th 5, [8.12H]
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V. BARICEAYTSIEE

5.
(1)

2)

B R AR
BRIRT— 2 /Ny r—3
L7

BB
HMALT U > S, H3 M MR PESRBER (8L« ot/ MasE) . B3 B o4 2 NIREERYIR
LB ICBIT A~ oy Z— . o VEYE (5£200)
s ANV ansx—.rr ) EEEE (58200)
ENAA O AT SCIRE 2 BHERIRIL E LC, R 2 Ehi T 2 2 L < HEE 2TV, EFEEZ EAMTHD
ELTHERINT,
¥ XI-2. ZOMOBELHE SR

B PR R
1) —ARERE

R R N6~844 12U T, 100~400mg Hi[EIF: 53R, & T H400~800mg (432) D1~14 H fil#iffx 53R
EATo AR, BMRER, e, ARk, MERS R, DER. IRBHORA, Mk —Pmd, mikdbs:
B, RBEIZOWT, 2RBREE L, AFICE D EEbn s BEFRIIAL NN 727,

) AFNO—REIIEI K LTRGBS TO D IER O EIE, slRADSE, @i 1H400mg (432) TH D,

2) BRUAETDEER (TAX) ITHESBEET/INITYSHL-FEHYLIYTLYSI R (MAC) fE
TR AGHIZRT LT, 75U 2u~A 2800, 1,200mgx HAEIRR 0BG L7/ %, M. TRl TEK & ONE
HABO SRR, WTNLBRER LD TH Y, DRI HER SN,

TR RN 6BIIZ R LT a7)xnv4//@%gumﬁéﬁaﬁﬁmﬁﬁbtﬁﬁ f&9a. THIK& PALTO |
HARBOONT-Z L L0 BAEMICHERS D EE2BNTET, £ BERASHINCZZ 7 U A1~ A 3 400mg
1H2[E 27 A IR O%E L7 fE R, B, R &R OALTO FARERD SR, WTFNLLIREREDOTH Y .
BRMERHER S NTEY,

1) AHIOIHEREIETIREIEIN LTRGBS T D FER O &L, sAOSE, @H1A800mg (472) Tho,

3) BES- - TEBEEBICBITEANYINIZ— - EOV)BREE

(TEXDVY KRV Y TSI —ILEDFHRADISE)

RN 6Bl LT, 7 7 U Ar~A 2 400mgHAl, XLy 7 U An~A 3 400mg, 7EFXF Y >
KFI1,000mg}e (X F > Y 75 ) — L 30mg D37 % [FI R |2 Z2 fE R BA (AT O35 5 L 724 5. AR R & 72 R
FRBO b2, £, BERAB T T ) An~A 2 400mg, 7 EFX LU L KFI1,000mg
KT >y 75 —N30mgD3/|Z [FRZIH2[E7HE (1HH. 7H BiIX#ilEOR) KERG LR, IR
EREE 725 X O A EREECHAEMERITED ST, EBNMEEICRE B TADNR1o 7210,

E) ARBINTWIHEROCHEIZ, @F 277U An~<A 3 2200mg (MLEIZHE L T400mgE THEER), 7TEF TV
CARFITS0mg, T2V 75 —A30mgEx 1 H2EITH RS Th B,

(FEXDDI KPRV A TSV—ILEDHADIEE)

fERERR AN B 1200zt LT, 77 U Ar~A 3 400mg, 7%%//)/mm%1mmg&0¢f77/—w
20mgD3# % [RIRFIZ HLEHR O £ 5 L7 R, AAMEIC KR E RMEIEGRD Doz, E7o, MR E 1
RNz LT, 7 Z7 Y RAa~<A 2 400mg, 7EFXF VY KFIMI OOOmg&U\ZT‘)l 7 — )L 20mg D3 Al % [F]
BRICIH2E7HB (1H B, 7H BIXsA1EIOR) KERS L=, BNHEE ORI OW T H G L7703,
Bk ERIRE & 720 % X 0 e BT A b o 1212,

E) ARINTWIHEROCHEIZ, @F 77U An~A2200mg (LEIZE L T400mgE THEA), TEFT U
/mﬁ%ﬁMg\¢X77/—wmmﬁﬂanwaﬁ&5vbéo
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V. BARICEAYTSIEE

3)

(4)
1)

(TEXIDYIKIPRUOSRTSY—=ILF L) D LEDHERADIES)

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 L, ETIRETHY %%ﬁﬁi%%iawah&woto%mm Afnff, OEXCERRIZH
LR DT RITRD bNT, ARMESHER S Y,

E) EKBRENTWAHELROCHAEREIZ, @F 27 7V 20<A 2 200mg (MEICH L T400mgE THEER), 7TEF T
VIKFITS0mg, T XT T — v R U A10mgE 1 A2ETAMEE TH D,

RERGERHER
MERNER &2 B & LT BRIT I L T 2Ruy,

—ARERGE LT L, ARAIO MR EE . PRI RS ARV IR B ORNENRE, in vitro, in vivobiE ) & IR L,
1 H200~800mg D 532~3% 5Tt L 7o b S, B — iR A2 £ & D7V T, 1H400mg 7728 5-TFH
ZheR82.2% (694/844%1) % R L7z, UkHELOHELZ EM#MAELOHE S HIBr L, flh 25 RE s Lz
EEMREHER L I L, A% E R LT,

/NRIZB W TIE, RNEIERER D> 5 Smg/kg DARINF] RN A D200megi% 5 S IZIERIETH D 2 E BRI
—WREGE Bt G & LSRR A £ L O AGEN D 1B EEEB R O R R & fesE L 7o s
B NRIZIRTH10~15mg/kg 532~38 5. 2508 & ]k 7=,

FREERIERER

AMERREEER

O— MR AE

a) MR LT 7Y RAr~A 2 400mg/H NI T~ A 2 600mg/H (RFIRIE) 214 H IR OG- L C
T HE MR A F i LR R AR GED AR NERBESHE) X 7 T ) Ar v A R 90.1%,
ST~ ATURE 139% TH -T2,

b) EBMEKGEEYYEICRI L TY T Y 2a <A 2 400mg/H KO 7 7 7 12 /L1,500mg/ H Gt FE3E) % 14 H [
Afeh U C HEMKEERE i L7-f5 R, A GGah+a%, MNEERHE) X, 77V Aa~A
URE 773%. BT 7 7 a Lt 672% Th o121,

c) AVERREMERHERICH LT Y U 2r~A 2 400mg/ H OV g <1 2 1,200mg/H Gt R3R) % 7H
MR O G L C _EH MR e L2 fE 8., A%k CGE+a%, ZESHE) X, 77V Ar~
A URE 874%,. YVatwA T B 81.0%TH 71219,

d) ABEMEFERICHLTZ 7Y 20~ A 2 0400mg/H KON a <A 2 21,200mg/ B GeHRESR) %7 H Bk
N# 5 L C HmEMRiaiRae S LR, Ao GE+HA%); ZESHE) X, 77V Aa~v A
UEE 63.4%, Yat~A U 61.9% Tho727,

e) IEIEMEALIEMEERICR LT Y Zr~A 2 400mg/H KON Y 21~ A 2 2-1,200mg/ A CefAE3E) %410
HESUI4BE MR O#&S LT _ESHRERR 2350 U725, AR CGER+A%) 1%, 77U An~
A URE82.7%, =Y 2Au~wA T R 79.1% Th o721,

f) AMEEMERYYEICKT L TZ U 2Aa~A 2 400mg/H KON g <A 2 1,200mg/H Gt FREE) A3 H LA

Lﬁﬂ%@bfgﬁaﬁwﬁﬁ%%%%bt#%\ﬁ%é(%%+ﬁw,§é HE) 1, 7T 2a<
A UBE 86.0%. Vat~A LBt 80.6% T -1,
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V. BARICEAYTSIEE

QBRMAERSERE (TA4X) ITHESEBEERA NI TYIAL-FEDLIYTLYS R (MAC) IE
EEALLETHERLRE (25 7 —%)
TRk~ A a7 TV h T LI T Ly A (MAC) JEZFED =A REFISAFNTH LT, 77U A
1A 221,000, 2,000, 4,000mg/H % 63 i Je Q23 AR O &% 5 L C E B MR EGRER 2 50 U7, FEAhALE
37 7V Aa~A U B K TRIZE T 2 R E &K ORI E 2 RIS S 4ERE CGESGE, O, R4,
=) THIEL., B EEZHAZE Lz, 6EEFTIZIWNT IO DH83% L EORRAMAEIM 2R L., &I
HEET -T2, Loy LI2EEFF T, 1,000mghE LT H~<4,000mghE A4 & WA R 2R LT,

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

BEE - tZHEEEBICETAA) Ny 4— - EO ) BEE

(TEXIVI VKPRV SI OV TSII—ILEDHADIGSE)

EE AL THE R R

~Yanyy—. vl GO BB - - EBEEEFAT0OR Z R, TR ~MEEOEANThng]
H2[EI7HE., Bl&kE, 72 Y77V —N30mgZ BiEE CII7EM. + 4RIBEE CIXSERR &S L, A
EEOHEIZOWTIRF Lz, TOME, BHETIy AtkO~Y a s 22— Ea URERT, LIFO@EY
ThHO., T2V 7T VBB AOFHBC RS D TENTZ2IR DR b,

K 3RHFN D18 55 Be 5% T ERF TR
75 Zu~A T 200mg (i)
I B TEX T KT 750mg (F11fh) 2[a]/ H 87.5% 91.1%
Z V77— 30mg
7 Z U Ar~A T 400mg (JI1ill)
I TEXT Y KT 750mg (F11fh) 2[a]/ H 89.2% 83.7%
Z V7T —) 30mg
I# F V75— 30mg 2[a]/ H 0% 4.4%

Ny anRyE—seaURBEE:
(fFfEZlr) Bl D L7 —ERBREM%, BB UTEEZ LD © B URALL BBk

L (BRETW) ek, MEGWTEO SRAE AN BRI, BRI TRABU LRIB L CODHE)

BE T — 5P

~Yany Z—. vV EEo+ IRBEEEE36H 2 kI, FTE T ~VIEEO AT % 14 H B D

Beh L, HEROHEIZOWTHRE L, 2O, BEETA~6HBZ O~ a7 X2 — . v'r U RERITL

TowEY Thot,

S 0)1 =N
A IEA D1 B 5.5 Beh-m%k TR
7Y 2a<A3 500mg (i)
I B TEF VY AR 1,000mg (J11lh) 2[5]/H 94%
Z V7T —) 30mg
. 7 Z Y 2a<A L 500mg (M) 0
i 55— 30mg 2[El/H 7%
. 75 Y An=A 3 500mg(J1f) 3El/H 0
# Z ) 7Z—) 30mg 2[8l/ A 3%
. TEFR VY KT 1,000mg (J11h) 3=/ A 0
v ) 7Z—) 30mg 2[8l/ A 23%
. TEFR Y KT 1,000mg (J11h) 0
VH# Z ) 7Z—) 30mg 3E/H 7%
VI 7 v Y77 —)v 30mg 3[El/ H 2%

BE T — 2P
~NY any g—-en VGO TIERREEE 28GRI, 7 T U An v A v TEFR VY KT,

TV TTY =R TROKGRETIOHH (10 HH58) &5 314 B (14 B 5588 #8 0 #&h- L 55 BRI
KD & A BET 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,

- - ) e
& HH O 1\ 55 EREATEIE - + AR
on 75 ) 2n<A 3 500mg (F11f)
wap | TRV > KF# 1,000mg (F71if) 251/ R s
Z V77— 30mg
ah 7 U A=A 500mg (1)
wap | TRV > KF# 1,000mg (F71if) 251/ R 8%
Z Y 7Z 7 —) 30mg

B35 T — a2

~Yany y—.valBEo+ R EE4A966] 2 X510, FRdfEORERIEO VT g, 1H2
FEI7THRIRO#EEG L, BRI LB Lo, ZORR, BEGETUEZO~NY a7 Z— - o UREFRITLLT
DB Thot=, BWERIZOWTEEITRD b o7,

S S EEAEES s Beh- % EUTeR
77U Aa~A T 250mg (F4fh)
LACHE TEXT Y KFY 1,000mg (F31ff) 2[a]/ H 90.4%

77 Z 7 —) 30mg

TEX VY KR 1,000mg (F74h)
LAM## A br=4Y"—/L 400mg 2[A]/ H 73.5%
Z Y7 Z 7 —) 30mg

77 1) An<A v 250mg (Fih)
LCM#E A bw=%Y— 400mg 2E]/H 90.8%
Z Y 7Z—) 30mg

TEFR Y KT 1,000mg (J14h)
OAMEf | A hE =4 —/L 400mg 208/ H 83.2%
FRATZ > —) 20mg

E) KBRESNTWAHEROCHEIL, @770 2a<A 2 0200mg (MLEIZS U T400mgE THER), 7EF U v
KFET50mg, T Y 75— 30mgAa 1 H2[E7HF#EETH 5,

(FEXDV) VKPRV AATSI—=ILEDHADIEE)
EEAATHERERES
~Yany z—. vn U EEOBIRE - + RS EE 225012 )R T - 7o A HE B biatikic s v
T, 77V Ra~vA vy, TEXVVY VKW, AT TV — & To&k 58 TLH2METH R DG L,
MEROHBEIZOWTRHRE LR, 5K TOREZEO~Y a7 22— Ea URERIILLTO®EY ThoTo,

S S EiE N Be5-m1%% TR - - BT
75 2m~<A 3y 400mg (Jih)
& &R TEXT U KT 750mg  (J14ih) 2[al/ A 78.8%

FATZ > —) 20mg

77 Aa~A T 500mg (1)
i 2R TEFR Y AKFIY 1,000mg (JA) 2[5]/ H 83.0%
FATZ > —) 20mg

AR e n R
(BN Y L7 — OB OB AR A 2 B
REHIE)  BREIRIE RO E 1 DR, MEEORAE R OR BB DT < T o1tk
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V. BARICEAYTSIEE

5% T —
~Y ARy g—vn U EEOTHENE ORI O+ HIES R E T8TH 2 3 BRI, TRLOMHD BRE R IE D
W R, TH2EITHRE O ERS L, AEROHEICOWTRET Lz, ZORER, 85K T4E% OBRRERIX
LIFoi@y Th i,

. - . BRI R
KRN D165 & B 5 m1%k NN,
7Y 2n<A v 250mg (i)
OAC250% TEXT U KT 1,000mg (J14h) 2[a]/ A 83.8%

FATZ—) 20mg

7 Z Y Au<Ar 500mg ()
OAC500F TEXT U KT 1,000mg (J14h) 2[A1/ A 96.4%
F AT T —) 20mg

7Z Y Au<Ar 250mg ()
OMC250%¢ A RE =Y —/L 400mg 2[@/ H 94.6%
F AT T — 20mg

7Z Y Au<Ar 500mg ()
OMC500% A B =Y —/L 400mg 2[@/ H 89.8%
FATZ—) 20mg

TEX VY LK 1,000mg (F4T)

OAMZE A hva=%Y—) 400mg 28]/ H 79.0%
I AT —) 20mg
OPE¥ F AT TV —) 20mg 2[A]/ H 0.9%

B35 T — 22

Y any Z—.ea ) BEOISEI O B EE 160412 X542, LLF OFREBIEO VT a2 1H2[E7H [,
ZOHA AT T —N20mgZx | HIEBHEFREARG L, HELOCHEIZOWTHRE Lz, ZORER, #5474
BHORREHRIL, ROWY Thol-,

T s
SEAIO B R e Bl Phis
R
75 2m~<A 3y 500mg (Jih)
OACHE TEXT U KR 1,000mg (14ih) 2[A]/ H 79.2%
FATZ > —) 20mg
75 2m~<A 3y 250mg (Jih)
OMCHY A khm =4 —/ 400mg 2ME]/H 85.7%
FATZ > —) 20mg
OP#f FATTV—)L 20mg 2[8l/ A 4.2%

) EEBRENTWAIHAEROCHEIT, @F 77U Aa~<A 32 0200mg (MBI L T400mgE THER), 7E2F U v
KFT50mg, F A 75— 20mgH | H2[E7H B 5 Th 5,
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V.

ARICEYT SIRE

2)

(5)

(TEXSVY KPRV SARTSY—ILF RO LEDOHRADIESE)

EEALLTHER RS
~YanyZ—-vaVBEos - +EBEE BEEZET) BESFIENRICZ T Ar~vf vy, T
EXTVY VAKFRMKE T RT T = F b U 7 AOIFPFHIC L DAY a8y Z— - Ea U RERE 2N
ZRRETT D ek A A A B R A M Lo, FRRo4EORERIED 2 B, W a1A2E], 7
HRE®RO#&S5 Lz,

(WEEIRBEHOSA, BT X7 T —)bF MU v AZ1HBEHZICEEE CIETER-., + HBEEE TS
BRI OB Li,)

ZORER, BHETO~8EBLONY any X — - a URERT, TROLBYTHY, WTHOREEIZE
WTH80%EHZ DBHETH -T2,

e o " RS
e = -
AR N 5 BRI e | T mmE i
75 ) 2awA T 200mg (JI)
. 00 . 00 85.700
RAC-IEE | 753U v ARty 750mg () 2/ F (Z;; éyx) umnéw>
TGRS 5 — ) kY 7L 10mg
7 Z Y Au<Ar 400mg (M)
7% 8% 89.0%
RAC-2}# TEXTVY KW 750mg (1) 28]/ H (8691/76;) (276%) 97 /109/154)
FR_TZ—)F ~J 7 A 10mg
75 Y 2a~vA3r 200mg ()
2% 5% 91.4%
RAC-3}f TEXTVY KW 750mg (1) 2[a]/ A (9535/25; é91/55;) (106/1121%)
FR_TZ—)F ~J 7 A 20mg
75 Y 2a~vA3r 400mg ()
3% 0% 90.4%
RAC-4}% TEXRTVY KW 750mg (1) 28]/ H (9730/372) éi%) (10 4/11;%)
FRF 5 — ) kY 7 20mg
BCJRFEIPRRBRD T~ N A 71 @ 2.5%0 (FASFERT)

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

Fro, 77V Au~vA T rOmEmMAE (800mg/H) OFf (RAC-2HE, RAC-4HE) OFREFRIX, KH&E (400mg/
H) O#ff (RAC-1#:. RAC-3#E) OFRERICH L, ®mWEHANFED b,

7 7 U Au=A > TPERE RO B =R

, 42.1% \ 57.1%

RAC-13 (8/1943) 45.5% RAC-28 (8/14431) 55.6%
50.0% (15/33441) \ 53.8% (15/2741)

RAC-3%¢ (7/1441) RAC-4H (7/134)

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

N

E) EKBRENTWAHELROCHAEREIZ, @F 277V 20<A 2 2200mg (MEICH L T400mgE THER), 7TEXF TV
VIKFITS0mg, T XT T — v R U A0mgE 1 A2ETAMEE TH D,

R MHB
LB L

£2E - RERIER
MM ERe L
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V. BARICEAYTSIEE

(6) aEIEH

1) FERARERE (—REARERE. BRECRARERE. FRARBELEERRE) . RERTRT -2
AE. HERTRBKRABROAR

@ —RRRRAE

fEFAGETAICBW T, —RIEYYEICKT T DARBNOENRIZILLTFO LB TH D,
FEIWERIZOWTIE, VI-8. BIERH ZHR)

BN
. , A% (%) [l k]
e 5 B & () : sk
FRE R R e FEAEME K G E 87.8 ( 187/  213)
VRIEME B2 J R 93.1 ( 310/  333)
IR - S B AN (F73 96.7 ( 29/ 30)
18 4 Bt B2 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)
iz, MiifEE 91.1 ( 265/  291)
2 P R 9 28 D YR ke 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 % 8.1 ( 238/  267)
i 7 ) [ % 928 ( 141/  152)
FARK 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)
VRTEME B2 JE Y 947 ( 18/ 19)
U e ) U REi 100.0 ( 7/ 7)
2 1 B P2 947 ( 18/ 19)
IME « EME B 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)
2 M TR 9P 28 D Rk e 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

74VVNMQMWMg7%%VVUV*ﬁ%ﬁ%@&U?VVT?Y%MWW%JEHWEW&D&@L\

fEFSERE FIC BT 2RIE ORBLRISoNY 237 Z— -« v U EHEKRRE OV TR EITo T2, 7B, ~

Vanyg—.vn ) ERak K OBREHEIX, BHARNY a7 Z—2220 [Hpylori EIxOZ W &I TA

RZA 2] PIHEL T,

ZORER, FREHEICL DAY a s Z— - va U EHKREITR0.5% (2,014/2,50241) TH Y | %;ﬁif

DR COEMLAREZREANRI RO ) 2u~A 2 o REBINCHE L E Z AEEIRITIZIZR

HThoT,

EBIZ, ~NYanyg—. vl REREFREII COAIMEZRE LR, [~V axsyz—.valk

ERIEOBEED Y | OIERIOETERFIZ31.3% (10/3261) TH Y., [BEE/R L] D81.1% (2,004/2,470%1) &kt

RTHE (p<0.01) (T2 o 7223 A BGERA ChRRERIED2EHE D K ST REFNZ BV TT1.4% (5/7641)

DEHREDGF LI TN,

ﬁiﬁfi BIER BB 139.11% (318/3,49161) Th v | FELL - EREIERIL, TH, #K{E%EOEGE
ERRRFEOMRREE TH o7, LA LEORIERAOREITBMTH Y | BIESUIRE L T\ D, 72,

m#%\ﬁ%i%f@@WQ%ﬁﬁmKOWT\%K%%&@5/ IRO LN T,

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

(TEXFIVYVKMPRUTATSI—ILEDHRADIEE)

i) RENRCERERR R (TR % iR 5R)

Y any Z—-vn Y EEORSE O B - -+ IR R & 5B T o T E NS IVAR T % AR a5
K%wf\7§Uxmv4yy\7%#yyuymﬁ%\ﬁ%f?f~w%?ﬁ@&5%TMnEWEWﬁ&
BOgth L, AR OHEIZOWTRE LT,

ZORER, HHETORBONY anNs ¥ — - Ca VRERIILLTOEY THY . 2IRORERITIEETIE
FfECTH o7,

o . FEES
e =
FARAOIEL S & B s T+ temeh e
75 2u~<A2200mg ()
OAC 86.3% 75.7% 81.1%
N TEX Y L AKFT0mg (F11fh) 2[A]/ H
4007 F A ST 20mg (63/731) (53/70%1) (116/143))
75 2a~<A 2 400mg ()
OAC 77.1% 82.7% 80%
N TEX Y L AKFT0mg  (F11fh) 2[A]/ H
800%F AT 51 20mg (54/70431) (62/75431) (116/14541)

FIZ, 77V Aa~A AIKTT DR EDBRE RS RIE T B EZ R LR, 7 7V Aa~ A U UmiED
JE] CRRE R AME MEA A3ERD BT,

EHERS
77 Y AavA UMk 77 ) An<A Uit
OAC400%f 86.1% (105/12245) 50.0% (10/20451)
OAC800Ff 88.5% (108/12245) 34.8% (8/2331)

~Yany g—- el BHGE
Ufgeizir) R L7 — BB Kk USR0S B
(BREHE)  BREBEROEIZI 1T DH R RE, MR AR M QIR FMFEGRBR O X TOMAN B

FEIWERIZSWTIE, VI-8. FIEH &)
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V.

ARICEYT SIRE

2)

@)

i) FEEMEHRAETA (FERlFRA)

il (655 LA B) A RfGUTAT o TR IC BV T BRI H1383.8% (330/39445)) TH V. HiEE. + -4
e, BHIEE &+ RSSO AR VT IUCB W T HBREFRIT80%LL ETh -7z,

ZAAVETI, BIERRBUENIRIL8.5% (40/47361) TH Y . EREWERIZ TR, WRREFE TH-o7=, Frilely
RAEARTOLERE L LCL, FESEREZ A9 5 BE ORIERARBUERHRIZ11.5% 3R6%]) THo ., M) #ED
8.3% (37/447H1) ZHAZEFFRO bNIenoT, £, BHEREEZH 3 2 B 1340E S L2, RIEM
S S hotz,

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

(TEXFIDYIKIPRUOSIRTSV—=ILF L) D LEDHERADIES)

~Yanyz—.va ) EHEOBEE -+ HEBEEEE 25U T o EAREREICRS N T, 77 ) An
<A 32 200mg~400mg, 7 EF U LAKFHTSOmg KT R T — L) kU T A10mgA 1 H2[E7 H R
A5G L, ASETICET 2RIERORILRIL, LM XITANMECS 25 BERF IOV TR 1T 72,
i SR AR AT LS 3 W TR MR R GERI3, 1620 D~V 237 & — - 1 U BRE#1380.68% (2,55141/3,162
) Thotz, 77V Au~vA 1 HEHNTORRFEFIL, 400mgfikHAETIrX80.95%. 800mgflR FHAE TI%80.02%
THYWAHEBEREIBD LN -T2,

Rl e A3 588 (RiE, BWEREL AT 588, FEEREFEL 6T 28%) T, flatRs
AL WEFT & R TRBUEFIENE < 72 2 FFET XERIERITRD b v ho Tz,

1 AR AR R A (2 33 1T 2 BV R BUE B =R 134.38% (166451/3,789%1]) T 0 | JRYYERBUEFNL /2o T2, 728,
TKFRIE E C O BIVE S BUE B 51340.35% (205611/508(%1) T o7z, HEBL L= HRRIERMIZ, FH, RS,
WIB, HRBTH Y . M HBETEICB O CAGREEE TIT N L7ZBERIZ e o 72, 7ok, EIEZREIE
AFEFIC TEh U o AAE] ThoTo,

BIVE S BUER R B %2 M T T BREY ERFICHOWT, SEEMTA2ER L- & 2 A, BITEARIER RIC
LRI TRTE LT MR (i) ), TCAM1HE B00mglRHER) | KO 7 LAX—RHY | BPEDL
iz,

Rl 72 s a3 288 UM, @i, BlEREELZA T 2838, FERESL AT 58%) T, flk
BRER LRWEE LR TRBUEFIEDN & RDFFETRIAIERITRD b znoTc, 7k, Rk Tk
ILRERR ~D GBI 2o 72,

BEWERIZOWTIE, VI-8. EIER &)

ARREFHLLTERFEDABXIEIERL-AE - ABROBME

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— - EOYRBEEE [§£20007]

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

Z 0t

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

BRI L Ul SRR S UERRRBROBEIRD L B Th 5.

F R R e . IRAENTIR SRS O U, Rbkde. I J5. HORY OSBRI, K S
HERAIERERE (T4 %) (THE D B~ A 237 F Y UL - TED LAY T Ly s 2 (MAC) JEICKT 5
FE LB, LTI - T BB 5 287 ¥ — - ¥ n U USRI K 5 R B R
B, A7 R CAAOE MRS 5TV,
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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 &Y 844 ( 54/ 64)
I S Y i 81.9 ( 749/  914)
WHEE - MEdEZS 758 ( 50/ 66)
Rk 884 ( 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)
R 833 ( 115/  138)
o4 LB PR 2% 778 ( 49/ 63)
FR 857 ( 90/  105)
Z DD FEGRE 100 (9 9)
JI ¥ ) R A 5 1000 ( 8/ 8)
IR HPES 1000 ( 1/ 1)
, 7%= (%)
® B 4 (el )
BRMEE R EREGRE (A X) 12 O FFREMEMACHE
A A 500 (2 4)
CkE) (77.0  ( 114/ 148))
, Fh= (%)
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,

ARHN DGR K E13800mg TH 5,

+HRIBERSICB T AN ans X — - vn U BYYERE ExIR L LEERRR (77 ) An~A v & LTLE250mg (F
i), 7EXT LU AR E LTIELO0mg  (Siff) KRONT > Y 7T —n & LTIREB0mgdD3#] % RS T H 208 085,
AN O 7RI K BRI E800mg TH 5,

77V A~ e LTLEI400mg (F1ffi) . 7EF U kR E LTLREIT50mg (Jiffi) kO A 7Z ' —/L & LT1[E20mg
D3F| & R 1 H 2087 B B 085,

77 Aa~wA L LTLE200mg (i), 7EF U LokFifm & LCLET50mg (Fiffi) KA 27 V' —v & LT1E20mg
D3FN Z [RIRFIZ T A 20007 B R S (EPN o RIS ARSE % B AR R)

77 ) AawA & LTIE400mg (i) . 7EF U kR E LCLRIT50mg (i) K OVA A7 F Y — & LC1E20mg
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 D37 % [RIRFIZ 1 B 2[808% 1 e 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« RS RT A~ any Z— - vn VEYYERFR R E LBERRR (77 ) 2a~A 22 & LCLES500mg (7
i), 7EFT U AR E LTLEILO00mg (i) KOG _TFF Y —nF hU AL LTE20mgd 37 % [FIFHC 1 A 20 05
5o ARANIO KRR KA EIT800mgTH 5,

R 97 %

WNREF G L KRR OBEIIRO LB TH D,

, FHh= (%)
B R & [ k]
R G R} e R YL 91.7  ( 22/ 24)
FEAEME 7 G R 80.0 ( 4/ 5
VRIEME R W RS 1000 ( 4/ 4)
Vg - U U iR 1000 ( 7/ 7D
B R E 833 (5 6
IMEs « BME e O A1 00 IR IR 1000 ( 2/ 2)
2 SRS 93.7  ( 550/ 587)
NHEE - METESS 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 887 ( 63/ 171)
FIENETS 857 (6 7
Dt PEATEL 100.0 ( 28 28)
B H 86.7 ( 39/ 45)
, FHh=E (%)
kB & L ]
e RVESIEADIEERE (A ) 1ZPE S FFREPMEMACHE CKHED) 61.1 ( 11/ 18)
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VI. EHEHICEII HIEE

1. EEZHICEESHIILEMRITLEHE
TUARAYA VY AETA vy TV ARuVA Ly adFiRuvf vy Vadeg ol
) AFRTEF IR
EE  BEO D 2 LEMONEEUINREFIL, BHOBE LS NI/ LELZEZRT DL L,

2. EIB{EH

(1) YEFRERL - ERHF
HIEDOTOSY AR Y —ADS0SY 7= F LA L. BEARKEIRET 2, PRI ENTHY
ERRIC & » TIIFREER 2 R340,

(2) EMERMTITHHABRBAE
1) MEARY MLEUIES (in vitro)
FEUERR M OV R 43 BiERR D Staphylococcus sp. . Streptococcus sp.550 75 LG E~ | Haemophilus, Branhamella
DD 7T MFEVEEC RS . Mycoplasma® 49 | Chlamydia sp.%7 ¥ | &5 LRI | Mycobacterium
avium complex* 2} ON\Helicobacter pylori®>™>" 525t L CHENT-HLE VR BTz,
O —REREEAE
7T DGR KET B PR ALY [ A
(R & : 10%cfu/mL)

v MIC (pg/mL)

f 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 11D553 0.025 0.05 0.10 0.025 3.13
S. pneumoniae 11D554 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 NIHJ 0.025% 0.025% 0.10% =0.012% 0.05%
Corynebacterium xerosis 1ID551 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 11ID502 0.10% 0.39% 0.39% 0.025 1.56%

(B AL FPRIE P AR UE U 7o FER AR A HUER)
CAM: 7)) Aua~Av v, EM: =) Au~A v, IM: Vatr~A¥ > ABPC: 7BV CEX:k®77LFv v
% 30 S A AR
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VI. EHEHICEI HIEHE

77 RIEMEEICRT DR AR p i

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

. MIC (pg/mL)

i CAM EM M ABPC CEX
Escherichia coli NIHJ JC-2 100% 100% >100% 6.25 6.25
E. coliK-12 25% 25% >100% 3.13 6.25
Salmonella typhi 1ID610 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% — —

(A A EERE SRR YE U7 R TR A RIE)
CAM: 77 )An~vA vy EM:ZJRu~vAf vy IM: Vath~vA L ABPC: 7rEV U, CEX: &7 7 LF¥v v

S B
BERMERE T DB A7 b
(BRI & © 10%cfu/mL)

. 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 VP15464-1 =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%

(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

RSN ANEL
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VI. EHEHICEI HIEHE

Z DO KT DHEE 227 L (1) % 464

(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 1ID 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 VU, DOXY : R¥xo A7 U

P ST AN=Ei
ZORDEIZX T D HIE A~ b (2)*
(BRI & © 10%cfu/mL)

. MIC  (ug/mL)

i CAM EM ™ ABPC CEX
LAUE
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
PR
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

(B AL FRIE 2R UE IR Yl U 7o S R BUE)

CAM: 77V Au~<wAvy EM: =Y Ru~vwA v M: VathwAf v ABPC: 7o EV U CEX:k&EZ77LFT v

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
o-Streptococcus CAM 44 0.20
EM 44 0.20
M 34 0.78
ABPC 34 =0.025
p-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.[MZ K IERUSRAEET)
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

(A AL FRIE SRR Yl U 7o S R BUE)
(Chemotherapy, 36 (S-3) , 1988% H.0MZ KIERIIKLES])
CAM: 77V Aa~vAv > RKM: mXFZ~v A ABPC: 7t Jr CEX:kEZ77Lb*®T v CCL: 777 nHm/L

BEIR D BERR IC 3 1T B I oA (B X OV 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% HUlsZ KIERUIKEET))
CAM: 77V 2wy EM: 2wy IM: Vath~A > MINO: 2 /% A2V TC: T hIH A2V

BRRDBERRICIRIT D 7 TV 2~ A 3 DRSS (TR - 19964E1~12H) ¥
(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)
* .S 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

QEREBMHITAaANITY YL - FEYLOAYT LYY R (MAC) fiE
BER YBERR IS 3BT BISZ S AT (A a7 F YL - T LAary 7Ly A (MAC)) 4%

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 7#Rik)
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VI. EHEHICEI HIEHE

@ Janys— - 0 EEE
B Y BIERR (235 1 D sz oAt (Hopylord) Y

(B 2 : 10°cfu/spot)

K FEpHIZ BT 5

BS54 (H pylori ATCC 43526) 59

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)

(BEfEE & © 2 X 10%fu/mL)

FFEpHIZ I 1T D24 (H.pylori)

MIC (pg/mL)
Al =
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)

WL T 7T — L OBEHRNE (Hpylori) % 57

. e MIC > #i%k  (ug/mL)
* Al RIPREL pH7.2 pHS5.5
VANV 3= VA4 25 0.004—0.06 0.06—1.0
TEXVVY 18 0.004—0.12 0.015—0.25
(ERMAIRIE)

(BEFEE & 10°cfu/mL)

i PF R (ERRE
2HR |
A PRI FIR R AL
VANV 3= VA4 18 5 13 0
TEXVVY 18 2 15 1
e DEREEDZ > 75 —NOMIC (FRFEOZ Z ) An~A 2 OMIC
SFICH == pS— = NPy
F U TT = )VHEMOMIC 7Z ) An~A T EMOMIC
e, BEHHEED S Y 5 —NOMIC BAEOTEXT Y o DOMIC
SFICH == pS— N
F VT T = )VHEMOMIC TEXV VY HEMOMIC
FASEVEM : SFIC=<0.5. FHA{EM : 0.5<ZFIC=1, 72 L : 1<IFICZ2
(7= E )
BHEpHICBITATEXR VU 27T 2u~<A 2 O AZE (Hpylori) 7
(Bl & 5% 10%fu/mL)
N I OF AR (E D
B hpH
i PR FRIE FE{E 2L
pH7.4 24 5 13 6
pH5.3 24 8 12 4
sriciy— JRBEOT X2 ) OMIC | GIRIEO 2 7 ) Ao~ A v OMIC
" TEX U HMOMIC 75 2a~A o EROMIC
FHFMEM : TFIC=0.5, fHIMEM : 0.5<IFIC=1, 72 L : 1<IFIC=2
(BRI E )
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VI. EHEHICEI HIEHE

KREpHICBIT D7 7Y 2u~A v e TEX VI VUIA AT T Y — L L ORISR (Hpylori)
(BEREE & © 10°cfu/spot)

#H Al B LR 5 it CAM L D fIZh A (FICHE#) = °
FREL pH7.2 pH5.5
TEXRTVY v 18 0.52~1.50 0.50~1.50
FATT =) 18 0.50~1.50 0.24°~1.24

a: FICHE¥=((FHRF D IEAIADMIC,/ FEAIABLAM DOMIC) + (Hf FH F D FEAIBOMIC,/ FEAIB Hifh OMIC)
b: FHFIEM : FIC<0.5, FAMEM : 0.5=SFIC=1.0, $EH/EM : FIC=2.0& L7=,
c: 2KRMFICHEH <05 THEIERZR LI,
(B T3 E )

BHpHIZBIT 57 7V Au~A L EITEX VLY v TRT TV — ) v oLt OfHR

(H.pylori)

(BEMEE & : 5 X 105cfu/spot)
PERBIR (EHRED

-] e ipH BEEE SFICHS % #i A
O P | IR R e | s | SR | FEBiE
55 27 038-075 10 17 0 0
o .
77JAR=AL Y 717 27 037—-1.00 5 12 0 0
55 27 050 —2.00 1 13 13 0
EEIAIN
TERYYI Y 717 27 0.50-2.00 1 25 1 0

SFICHE# = (F R D FEHIADMIC / EHI A AR DOMIC) + (ff ks D FEHIBOMIC / #HB B (DMIC)
FASRVEM © YFIC=0.5, fHOMEM : 0.5<YFIC=1, MR : 1<YFIC=2, HHHi/EM : YFIC>2
(I EE)

2) BEBHHNE
T S IR ACHE L BREE BJERREIC 5~ 7 A OIERENIRHAT X 2 IRYLDIIIA R A BT L TR
WP IO K LT OB T BT DALY,

~ 7 ARGEN IR 69 5 JRGL B EIZh . MIC @ 10%ells/mL

n=20
- PR MIC
G SER 2% ED k
fill (cells/~ ™ 2) FEH (ng/mL) so (mg/kg)
CAM 0.20 | 14.4
S. aureus EM 0.39 67.2
. 6.3 10°
Smith M 3.13 206.8 |
RKM 0.39 181.5 |
CAM 0.012 6.0
S. pyogenes 71% 105 EM 0.012 62.4
MS15028 M 0.10 205.0 |
RKM 0.025 1779 |
CAM 0.025 | 7.1
S. pneumoniae EM 0.05 | 314
3.4 10
MS15024 M 0.20 | 86.7
RKM 0.10 | 1149

CAM: 772~ vy EM: =)A< vy IM: Valh<vf vy RKM: ¥ ¥~ A v
FEFHN G RRYLIRFR] % 1 0% 1 e 5

(3) fERSIRIEM - Frism
LR L
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VI. EWMEREICEY S1EE

1. MPEEDHR
(1) ABEEEMLmGEE
MR L

(2) ERRRGREBRCHER IN-OPRE
1) BEEBA (—HRRkEE) 0
O H[EEE
EFERRAIZ 7 7 U 2~ A 22200, 400mg#% ZEfEIFHLEIRE D& 5 LTz & & OB M PR EHER K 0% X F
A—FEIILULTOL S ThHote, NAFT 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)

HERRAICZ T ) ZAu=A 2 2200mg (Fif) ZZ2ERFHERE O8R5 L, mdiEiks v~ 277~ (HPLC)
ETHE L& 24, MiEFITIIRZ(LR R OEMEAGEHY O 1AMKBRIL RN ZIERBAE L, £ OARMEIT

Bioassay CHlIE L7- iR L 1ZIF K Liz, HPYBIEE T A =X ([ZRDO LB TH-7-,

Cmax Tmax T1/2 AUC
(ng/mL) (hr) (hr) (ug-hr/mL)
S o
77 I D(;[/;//ﬁ”gm’ 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

BERAZY 70 A< A2 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 P
O a5
A Tl 5%
@ 27 E1%
m 16

" 1.0

0o 1z

* b g oy .
Cinax Trmax T2 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 2.06+0.26 1.94+0.2 4.20%£0.25 12.39+1.67
SR AE R AR S

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

2) BEBRA (NYanNys—. 0 EEE)

O H[E#EE

(TEXDVY VKPRV Y TSI EDFHADISE) ¥

FERERLAIC 7 T U 2 <A 2 400mg, 7EFX U LARFIML000mg, T Y 7T — L 30meg A 3HIFIEEIC
T2 7V A~ A 2 400mgE A TCEMERFRERE 085 Uiz & & O PREHER K O/ 8T 2 —HZEIT
UTDEIThHot=, TEXFV VIV VKFY, 07T =V EDJARRICRBITS 7T 2o~ A DK
Wghieix, B GEE L el U CEIEER O o 7z, (HPLCEE)

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
0 1 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, T2V 75 —A30mg% 1 H2ETH L Th D,

(FEXVVYUKMPRUA A TST—ILEDHBDES)
fERERANICZ 7 An~A 2 400mg, 7EF T2 U AKFIL000mg, A A 7T —L20mg A 3HFIERFIZ, 22
JERFREE OG- L7z & EDIMFREHB R OENT A —ZEIIUTO LI Tholze, 77V Au~vf U Kk
W7 72~ R (M-5) OFEHMERREIZONTH2MEMICE —27 2R L, FEEIEEZEh
526 OB 12K TYH A L72, Crna X 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

% i et 7Y Zue A VR 5 M-5)
—— GV RuvL Yv+s T ) Ruel v RE

2.0

EEETE

1.0 [

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

$e 5% O] (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 RERE (n=12)

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

© KiEHES

(ZEXFIDY KPR US OV TSY—ILEDOHADIEZE) 0

R AIC Y T U A< A 2 400mg, 7 EXF LU LARFI,000mg, T Y 7T Y — L 30meg A 3K RIS
1H B IZ#ZEfERE, 2H B22H6H BISEIR®Z KO &% O1H2[E], 7H BIZEZEERICR O Lz & oM
TEEHERS R OE T A—ZEIZUTOL D ThoT-, THEDO3FNARKERGICEY., 7TV 2a~vA 1R
HY (M-5) ORI OBREIER . AUCOBRERD PR LN, 77V A~ kN T ZAa~vA
UARHE (M-5) OMmiEFREOHBEN LA T, WIERLIFHEE3IH BIITEFIRRBIZZEL WD b0 L
Ex bivlz, (HPLCiE)

VAVAUIVS = e gu (Ve
0} @ ®@ @ ® ®©® @ ®©@ ® O ® CoylEs
TERT LY VAR
l VA A A A A A A A A A A e
(zg/mL)
b — Y RBTL Y
------ 75 Y 2ued v REw (M-5)
o | mx
ik
bl
g 3
=
2_
1
0 T T T T T T T LLLLLIL B T
036 12 24 0 0 0 0 036 12 24 (hr)
| |
1HE 7THE
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
_ . 1HH 1.01£0.33 2.00+0.58 6.71£0.6 10.69 £3.86
VAR N ==
A (M-5) 7HH 0.97%+0.29 2.57+0.79 8.5+1.7 8.8712.28
Bt 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),

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

(FEXVVY VKPR UVA A TS I—ILEDHBDIEE) ?

R AIC Y Y Z2m~A 2 400mg, 7EF U AFLL000mg, F A7 T —120mgk | H2[E A%, 7
HiE (1H B, 70 BIZ#1EOR) KER D EGRO M P REHBE K OF T A —ZEIXLLTFTO X9 ThoT-,
77V Au~A vy ORAER N BRI T 2 8% 5RT 0 Mg PR IR B AR E B U728, 720 AR

IR AZ R LT, (HPLCIE)
—— 7V RAuwf
ke T AL U REY (M-5)
w7V Ruawf Y+ T Y Ruvf VU REY
(ng/mL)
6
d |
4 u
# )
B34 "
ﬁ T \T
B 24 - m
T_ —.,— = i g
1w 3 Py Ok, '\
E‘n“:k. ¥ : ® % o N |
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 408" 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 26.861+6.16 27.84+6.69
— . I1HH 0.57%+0.22 5.09+1.38 7.59+1.50 6.79+1.77 7.86+1.72
77 Auv A r
R (M-5) 4HH 1.02+0.19 1.82+0.40 9.17+1.90 8.82+1.47 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~A2200mg (MLEIZE L T400mgE THEA), TEF Y
CARFITS0mg, F A5 —A20mex 1 H2[E7TH MG TH D,

(ZFEX VY VKIBMRUSIARTSY—ILF )DL EDHADIGE) 2

fERRAICB N T, 77 A~ Y TEX VY VKR, 777 —)vF b U o AOKHEAIE G
Xix7 7V Rra~wA vy, TEXV VY VKW, 777 = b o AO3FIDERAE G ORNEIREZ 4
D7 v AF— N—IRKITHRE LT, S GHICIZZ 7V Ar~A 2 400mg, 7 EF 2 U KR 750mg,
FRTZ Y —vF b U T A20mg % A OI3AIEFFZIA2[E7HM (BB1H R OEETHIX1 B 1 EFIZEIE RS-0
A AER DG L,

A E T b 7 1 — AP-450 2C195&{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,

77 AavA 2O MBERIR T30 GBI CHAR SIS TR S HER L2y, 3 AEH
WL DBEE R EITRO Lo T,

Flo, 77V Am~vA R (M-5) OS5 i e R I3 A0 B G- CELAIE SN S TR < HER
L7 Cmaxe AUCIEEMEZ/R L, UM EERANRD LN, B, 77V Aa~A A (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

(ug/mL)
3.
m 257

i

T\ ANAdONCUN |

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

MEHRS » 5 D3 (hr)

PM

-o-400mg i X% 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 ONEE e R R

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

CYP2C19 . Cinax Tinax T -

genotype B3 ik (ng/mL) (hr) (hlr/§ ( u}? [-J}(ljro/rl;L)
EM LA 1.960+0.440 2'E 2.217'1_1.62'%) 5.546+1.748 14.771£3.001
(n=15) 3HI0FH 2.327+0.939 2&2?1;32 6.431+4.091 17.502+6.994
oM HH 1.645+0.473 2'? 2;251?)2295]) 4.428+0.867 11.669+4.128
(n=4) 3FI0FH 1.990+0.267 2'? 2&'1&1‘8 4.490+1.501 14.025+2.683

[ﬁmﬁﬁﬁiﬁﬁﬁ%%%f J
Tmad T IME G/ ME— R M) RO [EHE + SR E] %R
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VI. EMENREICEIT H1EH

b) IV zRu~ATREY (M-5)

EM
/mL)
' —o-400MgEHIE S
" 3RS

1 TiELBERE (1=15)

fE (o -=)FEIFU AL ONCSUNE
o 1 o o
() > o ™
HH e
HH roi

——

48 96 144 148 152 156 160 164 168
MBS 5 O8FME (hr)
PM
(ug/mL)

_o-400mgE FI% 5
—-3FIBtRARE

FHBEERERE (0=4)

o4

e (o - =) FHFU AL ONCSUNEHE
o o o o
N > (-] @ -
HOH —e—
O —e—i

48 96 144 148 152 156 160 164 168
NEERS H 5 OrFM (hr)

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

BERER I 1T 23R BF R ER SR osEh 7 7 Y 2m <A & ARG
(M-5) DOHMERE T 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 2[52381_02255]) 751041451 | 8.460+1.148

EIFEE AR E R 2 2 T

{Tmaxliqjﬂ%ﬁé (/ME— K ME) MO DEPEHEERZE] 2R3 J

E) ARBINTWIHEROCHEIZ, @F 277U An~<A 3 2200mg (MLEIZHE L T400mgE THEER), 7TEF TV
VIKFAT50mg, TXT T — 1 b U U A10mgE 1 H2[E7TH &S TH D,



VI. EMENREICEIT H1EH

(TEXFDYKMPRUR TSHULEDOHADEE)
fEFERAICYZ TV Aa~<A 2 400mg, 7 EF VU KFTS0mg, R 7T 20mg % 3AI[E IS 1 H 2[H]7
HRER A &G Lc, FHMFIRER DK RT AL DEIFLLTFDO L S Tholz,

IEUHﬁEﬂ{f Crnax Tmax T2 AUCo-12
(ng/mL) (hr) (hr) (ug-hr/mL)
77 Y Aua~wA T 400mg, LC/MS/MS
2.92 2.0 4.62 18.26

TEX VU IKFIT50mg, REAGER
R 77 Y 20mg LC/MS/MS

. 0.88 2.0 7.96 7.49
CidiiLss R

(BERERRA n=11)

E) ~Vany g—.vn ) BRI T 2R HELROCHETIE, 77V Ar~A 2 031E200mg (MEIZE U T ER
400mgF CHEMEETHZ LN TE D),

3) /NRSY
Y ONFEE) ML P IREHER K O T A=ZHIFU T D K 5 Th o7, (HPLCIE)

Cmax Tmax T 1/2 AUC
(ug/mL) (hr) (hr) (ug - hr/mL)
VANV = (VA4 1.05£0.33 1.42+0.67 1.78£0.28 354+1.14
VAR A= %
- 0.98£0.27 1.42+0.67 3.17£0.59 5.37+1.68
K@ (M-5)
FE AR ER A (n=6)
14
12 11]15‘;‘=F75')(§£)74D>5&§
10
éos
3
i 08
04
02
00 . .
0 05 1 2 4 6

BEHRER (hr)
77 VARTA vy F10%NEMEFOME S 7 Z ) ZAn <A o REHR
CPEME AR - HPLCIAIC X D)

hiEPERBMRE
(n=6)

o
@

WL (ng/mL)
o—
e
-

o
o

A

o
o

05 1 2 4 6

B 5 (h)
77V ARTATmy 710% NEHRA O M 2y (M-5) REHER
CEEME AR R 2 - HPLCIAIZ X S HIE)
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VI. EMEfEICEs 518H

(3) HhEH
BEERR L

4) BRE - ftRAEOEE

TR A7 T U Aa~ A 22 200mg % 22, AR1304

. B1%30%)

KOKENRFGA=LEFUTDO LS Tho70, (N AT veA1E)

(CHERR ARG L & & oM TiREHRS

ﬁ$:@a;&iﬂ7j§%i k /\J k (S 275 ﬁ)j’biﬁﬁ”) 71:_0

{u g/ml) (u gfmly
10 10
G 0 Z)gk; e 04 1ERY
o £l &t
m 1 i 1
i 0.5 05
= b
il 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
SEHE AR ERRAE (n=8)
* 1 p<0.05
/J\ 7Y Au~wA T 10mg (Oi) kg% BEHR OB G Lz & 2 OiERREICIE, BFOZERNILEAL

e 52%7275)0 7259,

2. EYRERP/INATA—42
(1) fR#rAE
I-ay = KA hET IV
(2) RILEETER
2.29hr 1 60
(e HERl N 7-8151], Ze2fiy 7 5 ) 2 a~ A 3 L 200mgHi[El#% 1 % 5-)
(3) HERRETEH
0.174hr! 60
(FEFE R N 181, ZEfFRs s U 2 <A 3 2200mgE [B]#% O % 5-)
4) 2VF7530R
BT Eoeg 2 V752 (CUE) : 23.6L/hr
(e N B 7-845], Z2f§ie 7 5 U 2~ A 3 L 200mgHE AR O£ 5. F @ AW r0f | =R)
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VI. EMENREICEIT S1EH

(5)

(6)

(1)

2)

(1)

2)

3)

4)

NMBIE
BT Eosts (VA/F) : 136L/body®™”
(e RN B 780, ZEfEIE 7 5 1) 2~ A 2 2 200mg B ER A 5. F : AW FaF =)

Z At
DR L

B&ERH (REaL—23Y) &
R A &
MM ERe L

K5 A — 5 EHER
BH TR L

4R

INAFT ATV T 4 (WINT—X)

77 ) A~ A T UBER (250mg) EAFAKL- LGS QEEIE) L7 7 Y An~vA 077 eEA UEER
Z RN G LT A O SYE LGRS T A — 2 Z R LT, £ OFRER, RELERDOANAL AT XA T Y
T A1E52, 55% THo7=n3, FIELEEH TN K > TER S L HIEERBY (40KERLIR) 2& 9737 A —
HIRNTHER N D, 77V Aun~A V3RO EERIFITRRCRN SN TND Z EDRB S LY,

WIERAL (T > 1)
7 > b Oin siulHLEWIER S, UC-7 7V 2Aua~vA Y UATEN LI EWIRENTIZ, FIZH BB 5
(A5 2E D /NIB A H IR S D 2 L AVREN T,

e
1 7% — fisi BE P @ @ 4
(7> H)

7w MIMC-7 Z U Ar <A v 5Smglkgh #% 0515 1RE [ 0 i PR EE 12 AR R BE D 17% T do - 7259,

% — R REF @B

(7w K)

TR HI R OB O T~ MTSmgkgDC-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 ORIEBRITIX, MK —BEEEMIC L VRS IESh T EEZ LN,

i+ ~DBITH

(o7 —4)

FERHIRGYE D & MEIZ 7 7Y Ar <A 2 2250mgz 1 H2E], 6HEE G- L L XDRAFD 7 T 2~ A
VR ONMIKEREIR (RE) ORREIL. T2 g E 0F125%, $175% T - 725,

BERA~DBITHE

(Y)

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

(5) ZDOMEBA~DBITHE
1) —MRRRRAE
LNENDOFIE~OBATIEIF BAF THE R &A% S L <IFZNDEOREEZRLT,

m\ FE5 B < P K - PRI - ST R
& '7\ it BS /%'\
P L Aem ) Ll FfAckt (gt or narmL) o
" [O =V 150mg X E[a]

70 N
e P el | 281 23
RS Ay WY RAE T YRIESE 150mg X Hi[a] 3 1.18 3

o \ 150mg X H[F]

IR fERERR A [ s 10 1.61 1.49

E M T PO 150mg X Hi[A]

R PRk TGS T B s 10 7.89 1.75~2.72
Kiog:on!

R T 150mgx Bl | 7.90 )
[firair]

FEURERET | T e 150mg X Bl | 450 )
Ko

SLZEARN 3 AT R 150mg X Bl | 630 )
[rair]

e AL TG ”ngﬁ%%] 6 5.16 4~5.67

v — 7 ld D VML

2) BiEE - TTEBREBICE TSN N2 — - E0 ) BREE

(FEXFIV KPRV S OV TSIY—ILEDHRADEE)

(7> k)7

F v MIHC-7 7Y 2u~A v (Smgkg) & B HEE, 727 F Y —/L (10mg/kg) & O2AI0FH # 5K,

V77— (10mgkg) MOTEXT VU K (10mgkg) & O3FIGFF B 5-HE O WAL E LR b ik
REREZKR LI-E 2 A, O KOFARNE 5% 0 B IRE L, mAEhRE IR ZNEN80~175(% &
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 FlRN G (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 @ S Y75V~ oEAZ4HBROES 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-

(ZFEXVVY VKPR UVF A TS T—ILEDHBDIEE) ™

EEERAIZZ 7V 2An<A 2 400mg, 7EX T KFIMTIS0mg, 4 A7V —120mgZ 1 H2[E], [FIKRFIZ
BO%E L, 6HHOH, 2XT6RHE%ZICIHIT MG, BRELAOHMEFT O 7 ) 2Aa~ A 2 ORELEH
E LIz,

BHAREMIBICRIT D7 7 ) An~ A T UREE, BAR > B> MiEONRICE <. mMiERE S kL,
KR PR 1 X6~6331%, HATEEIEEII8~67M%, BHIRHIREII8~47ETh 1=,

B GORERIA IR IR, BAET CIIAEIIK T Lzs, My EE L v @ EmchH o, £72, 5
MRPIRE CIXAM K T IXRRD b T, BRI & RIS, MEFIRE X0 s EmICH - 7,

Fo, 77V Au~vA Y UREM O GHR22EMICE T AR, B> BRI > E ORI E < miER
BE L b U CE R IR 13~ 1615, HRIETREII3~T165, BRETREXS~37ECTh o7,
WHeRIRICRBITH 27 T Au~ A U AEWIEE X, IE. Bk, BkkE bICAMRAKTIIEED bR
T BRI K OVE AR R R s PR K0 s EmAICH o 72, (HPLCIE)
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VI. EYBREICE T 5IEH
GAIGF AR 0 #% 5]
(ug/mLorg) (zg/mLorg)
77 ) A~ A 77 ) Au~ A AGHY
1,500+ W 370 £ 5 50 EH3HIDFHES
7;;% (’% 404
1= 1,000 i
§ };‘F 30_
500 207
10
0 1 E | smim 1 0
2 6 2 6 2 6 2 6ty 2 6 2 6 2 6 2
My AfEEE HARE  HAR Mg AEEE BH HRSR
i3] iR AITEETR B IRER H R
(hr) (ng/mL) (ng/g) (ng/g) (ng/mL)
5 1.95+1.21 55.64+51.67 38.78+15.19 297.97+364.38
_ (11) (5) (5) (6)
1 o
77 AR T ] 1834067 10.58+547 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
7S5 2w A (11) (6) (6) (6)
L) p 0.80+0.13 3.40+0.77 7.25+1.07 3.97+1.77
(11) (6) (6) (6)
EHME AR RS, () Bl
(FEXIDVI) KPRV SARTSY—=ILF RO LEDHADEE)
MM ER e L
(6) MITPERLFFEEER
42~50%%
(invitro, 77V 2a~<A 3 025~50ug/mLCTOE MIJEEAFEER, wLoEEE)
6. ft#
(1) RHELL R VR BHRER

b MIZT ) A~ v aRA&E LZBEORFN

D AFIOMRBIREEIILLT O X S ITHEE S D,

Fo, OHEREDL ST M-5) X7 7V 2a~vAg U LRZERNL, OCHWHIEEEE AT 514
PKEEILIK T -7 7,
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VI. EMENREICEIT H1EH

(770 An~A v U AG%ORBIREE™ )

CHs
N
CHs
14 R) HLKBAHE ]
By /—2 H.C
H5)2A3/4Y 3
H
Boso/—X
J9SYRATAD Y
CH
.- N
JCHs o CHy
/ HC,”™" Sn
14(S) kB L HsQ
PEUEC-EZOD, ocH; Ho
OH H
CHs, HC
H
Ho H
CH,
S25YRARAT Y
o5 54261
UR R D oD )
0 50 100 %
L I I 1 | | ! I I I |
J3YARTA VY 5 -6 M1 -4

(2) RBIEE5T HEF (CYPH) OHFE. FE5F
b RFI 2 8 Y — A& FNin vitroRBRIZEBWC. 7 5 U 2~ A LT RIS EEEECYP3AIC L b A S
N2, Fi-. CYPIAIZHT 2 MEEMEET Y,

(3) YMEEBSNROEERUVZDEE
g7 — %)
77V 2~ U8R (250mg) AR OEG Lica QEE) 77V A~ 0T 7 MeA Ui
Z RN G L7255 O 3R LGRS T A — 2 % HREt LT, T OSSR, YIRIEERIC L » TER S
DIEMERE (ANKERLIR) 2 E D73 T A= NTFERN S, 7 7 ) Aa <A v iR 05 %RITEZESE
RSN TND Z EWRIBENT, ZOREOREMED A AT XA ZEY T 01352, 55% CTh o722 &%
Mo, 4% WIELEEN R EZ T DD EEZ BT,
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VI. EMENREICEIT S1EH

(4) REYMOELEOHERRVEEL, FHELE

7

b b OERBW TH D IMIKERLA (M-5) OFE L, 7 FUEREBE™ LT3z 7 ) Aa~vf vk
FIERSETHLN, ~AaXy TV UL TEULaYyTLyZ A (MAC) 8 8 O a7 Z—. En
Uzt LCiEr 70 2~ A v X083, £, 1MKERER (M-5) OMACIZKT Sin vitrobiEiE
E7 50 2~ AT D2~3253D1Th D,

Hritt

(1) PEHEERAL K ONRE IS

IR B OV o0

(2) it

1) BN (—REREEGE)

O RS AIZYZ 7Y 2Aa~A 22200, 400mgh ZEERFHEERR QG Lz & 2 A, B H5%24KH £ TlzenE
NG E0D38.3%, 46.3% 0N RFICHEI S =0, (N4 AT v A k)

@ fEFERAIZHC-7 TV 2An~A 2 250mga B O &R G L= 2 A, #5%S5H £ TICRGBIERED
37.9%MRHINC . 40.2%A3N 3 | HEHE X 417289

@ R AIZYZ 7Y Aa~A 2 1E200mg, 1H2MEIZ14HM, FR27RIERKER ARG LIz Z A, &1
Be b5t 1205 £ CoRPHEIERIE, 3E QHH) DBIXIZIE—E LIEPRIEEZ R L0 (44T vk A
%)

2) BN (BEB - t-HEEBICBITE AN 42— EO) BREGE)
(TEXFIVI VKBRS OV TSIV —ILEDHRADES)
O Hila[$5-RF
RN 7 7V A~ A 2 400mg, 7 EFX 2 U L K#1,000mg, T Y 7T Y —/L30mg & 3 [F] I
W2, F27 70 Au~A 2 400mgk A CEEREER OG- L& 2 A, RPIZIZZ 7V 2~ A v
R & AR 2T E R B X A7z, 0~24F5#114 F T ORZE(LIK & AR O G FHR FHEIEER X351 [F R
TIE41.9%Th 1 | HERGEHOPEEE (39.6%) LIZIFEF U TH-7-Y, (HPLCHE)
© KGR
R ANIZZ 7V Am~<A 2 400mg, 7EX U AKFPLL,000mg, T2 Y 7T —/L30mg % 34 R K
2. 1H BIZEZERERE, 2H B2 06 H BISEHE®Z KO &% O1H2E], 7H B ITPZEERFICRE ARG L& &
D7 Z ) AawA Y UREE, 7TV AR VR M-5), 7T U Ar~vA U REIR KO
# M-5) OfRFORFPPESRE QEELGEH47-07) X, 1HHIZBWTH 228.6%, 12.6%., 41.3%, 7H
HIZBWTIEA 2 40.4%, 17.2%, 57.6% T, FIEIH SR AR PRk 28 e L 721, (HPLCYE)
% 7H BIZ1R2BE AT BN T o TWA 72D, 0~ 128 o BAEHER I TG &4S7-0v L L=, 1HBIX
0~ 24 D RFEHRM R 2 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,

(TEXFIVVYUKMPRUF A TSY—ILEDBHRADIEER)
O Hila[#5-rF
TR Z T U 2~ A 2 400mg, 7 EX 22U LAKAHL,000mg, F A 7TV —/L20mg % 3F R, 22
JERFH R OKR G L7z 2 A, O~N2FE% ETOr TV 2u~A VU REIR, 77V 2a~A ¥ Y
M-5). 7 7 U ZAr~A 3 U REE R O (M-5) D10 R PR ITE N E i 58 022.4%,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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VI. EMENREICEIT H1EH

(FEXFOV) UKMPRUVSATSY—ILF MO LEDHBDES)
mMERe L

3) /RS
INREEIZ 7 ) Au~ A v Smgkgw ZEMEFFICEER OB LG Lz & 2 A, RE5HBOEE E TITHR 5 E025.8
E39%NRPICHEE SN, (A AT vE A1)

(3) Ptk L
1) ’_&AGO)
fERER NI 7 7 U Am~A 2 200mg, 400mg#4 ZEfERFIZ HERR D5 LT & & OJRPERIEDOHERIILL T O &
9 Th o T, RPPEMERITH EICBIR 7 <IRIE—7E T, | H5%24EM £ Tl 58 D38.3~46.3%IT# L7z, (N
AFT v A1)

(7 2V xa~AT 200mg (n=8)]

(ug/mL) )
300 - 50
2/0_40 +
39 R
T
%
- 20
HE
s
_10 #’\‘
- 0
8 24
i [ (hr)
K (hr) 0~2 2~4 4~6 6~8 8~12 12~24
N-Yi:3
PRAFR IS 159.5+49.6 275.94+47.6 256.5+45.1 91.9+7.7 36.5+3.7 18.1+2.1
(ng/mL)
I &
%%%Effkﬁfp 7.1%+1.3 16.8+1.5 24.0%2.0 28.6+2.0 33.5+1.7 383+1.8
0

EIE EARAERGE (n=8)
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VI. EMENREICEIT H1EH

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

(¢ g/mlL) %)

500 ~ 50
400 - 2/‘ 40 +
300 L350 #
b
z

200 - 20
HE
s
100 10

0 L o

0 2 4 6 8 12 24
K [ (hr)

il (hr) 0~2 2~4 4~6 6~8 8§~12 12~24
IR 165.3£55.1 488.31+62.7 446.5+88.9 280.31+46.1 104.8t10.2 52.8+11.4
(ng/mL)

=21 2R
*%E’zj;ﬁkﬁ$ 6.8+1.6 16.9+2.6 259+3.6 32.3+4.0 39.2+4.1 46.3+3.7
0

TREERAERE (n=8)

2) INR3?

INREBFIZ7 7V An~A v Smgkga ZZIERFICHEIR O G L7z & DR FEEOHERIZLLTO X 5 T
botr, RTPIREIL, 2~ CTREEEEZ /R L, BEHOIER £ To RER T HEIER1325.8+£3.9% Th > 7=,

(NAFT v EAIE)

(pg/ul)

400

100 —

®
40

30

20

10

RS- NI —o—

0 2~4
¢ f (hr)
e _(ho) 0~2 24 =6
JRATRIE 150.2%31.9 177.2+32.1 132.1+36.4
(ng/mL)
%%ﬁﬁ'&(;ﬂjﬁkﬂfp 11.6+2.7 20.6+3.2 25.8+3.9
(]

PEIEEARAERGE (n=7)
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VI. EMENREICEIT H1EH

3) =EE

BB PR O 066~825% (F¥IT2.25%) DOLM3LIZT 7 U Aa~A 3 200mg % ZEHEIRF|Z BRI O 8 5-
L7z& 2 A, %54 12850 £ T BHER P ERIZEE29.5+4.0% TH 0 | EEERA & D & BT IR -T2,

(NRAFT v EAIE)

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)

bS5 RR—F—ICET B1ER

AANIP-HEEAYE (P-gp) ZFLET D,

9. BMFICKDHRER
LR L

10.
(1) B HRERR S

PR IE W B & B RE R

BRENDERERIVBE

27 7V Aa~vA 2 200mgx EERFHEIRROZR G LI &7 v T F=07

V7 A (Cor) OFREEHEDOMHIREHB L NG/ NT A —ZEIILLTO L) Tholz, (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

() EnEs
BB HBEREB O 66~82i% (F¥JT2.25%) DOLM3LIZT 7 U Aa~A 3 200mg % ZEHEIREIZ BRI O 8 5-
Lizd 2 A, FEEMRAE LT, Toa TialZIEIEREETH 57208, Coa L CAUCIEH ST E N T2, (N
AFT veAIE)

( 4 g/mL)
P
II\
\
NN e JEB 1
4 L :
\\ —— JEf 2
[ “\ —-— JEf 3
i S\ —
H 3 ” \\
H j‘ N
=3 N
g IR
K \\\\\ \\
’ S T
1 \\E\\\ \\\
~~~~~~~~ R
0 Z '! T T T T T T T T T
1 2 3 4 5 6 71 8 10 11 12 (hr)
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. ZDih
LR L
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VI. &£t (EALDOEESF) CETHEHEE

1. BEABREZOER
REINTWARN

2. EBARLTOHEA
[4£200]. [4250/NEA. FS54 10y F10%/NEA]

2. 2 (ROBHEIZIFEE LGNNI &)

2.1 ARANZxE L CREUE OBEERE D & 5 BFE

22 VBV R, mATEIVIEABE BRI T oA A TR EATUOFEY L P Rr a4 3
VAUVERE, ABRLXY b U RLSty MERE, AL L RKRY, eI X E RA DL
i, 27740 (7T RV H], FhrZrvuan, ATNF=T AT ITVUERIE, <2 s7F7
A (R UTEAMED B Y AT UYL SERME Y L "fE A Ede) . R T EEE M ED~ > b L
MY SoRBEOHEMEE) . VT U KU, TRV UIEEEE, T xLv v AT aby =
T AR, R a ARY v v A AH AT U EES RO B [10.121]

2.3 UL RICEEDO S HBE CTaLe Frabhhoiss [92.1, 93.1, 1025 ]

(fi#s30)

2.1 RFNDES X 2 BBIEDBEFED & 5 BF TlX, BEICLY T a v 7 EOWMBUEZ R T 2 faRE)s
EWED, 2O XS RBEFICIIRE LN &,

22 VII-7. () PFR%EE & 208 B SR

2.3 VIl-6. (2) BimemEAE, VII-6. Q) iFfEEERE S

W

3. DEEXIIHRICEET I FELEZTNDER
(V. 2. ZEEXIIZRICBEhET 2 EE] 22BT52 &,

4. FERUVURAZEICEET SFELEZTDER
V. 4. AIEROHEICEET I IEE] 228752 &,

5. ERLGEAMIERELTNEMH
[££200]

8. EELEANIEE

8.1 RANIDHERIZH Tz - T, MHEREORBEZL <20, JFRIE LTS 2 MR L, R OIREFE Ly
e/ NROWIMOE L EDDH L, [7.1, 13, 1.55HK]

8.2 /i LB EiEE ., Bk EEREIENH S D Z EH D DT, EH
IR ZATH e EBIEEZ 14T H 2 &, (111458

[f250/MNRA. K540y F10%/MNRA]

8. EELEARMIE

8.1 AFIDFERIZHT=»> Tk, MHEFEOFREEZE -0, FHIE U CORZME2MR L, BIROER EyE
e/ NROWIM O G E EDDH L, [7.2, 1.55H]

8.2 I/, LB i, Bk EEREKIENH b D Z ENH D DT, EHW
WCRAEZAT ) I EBIR A +m1TATo 2 &, [11.14SH]
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. £t (EALDOEESF) CEATLHHEE

6.
(1)

2)

3)

4)

(5)

REDHERERT 2BAICHT HERE
GHHE - MERFOHLEH
[£2200]. [§250/NRA. K54 >0y F10%/NEA]

9.1 GHHE - MEERFOHLIEE
911 DY/ A5 4 FREFIZx L TRBIEDERETEOHSEE
912 MEEDHDHEE. BHUVLIMEDHSESE
QTIEE, LA (Torsade de pointesz 5 de) . DLEMEIZIZ T2 L0305, [11.1.25H]

BHeEEERE
[#£200]. [§E50/MRA. F354 8y T10%/MEH]

9.2 BEREEERSE
AF|OMHPEEN EFT2B8ZnRH 5, [16.6.1%0]
921 BigEERETIILEFUERETDESE
BH LWz b, a e FromPRE ERICHE S REERSRE SN TS, [23, 1025 ]

AFtREfEE B E
[££200], [§850/MRA., F34 0w F10%/MEA]

9.3 FFRElEERE
NTHEREME E 2 BAL S B D 2 &b 5, [11.1.38H]
9.3.1 FiEEEERECaOILEFUEBREDDES
BH LWz b, aeFrOmPRE EAICHES PEERSBRE SN TS, [23, 1025H]

HEREERYT OF
RIE SALTUVRN

yE 4
[££200]

9.5 1%
TR SUTHEHR LTV D ATREME D & 2 £ tEicid, 1R LR SYENERIEZ B2 Ll S D5/ D 2
BhHET D&, BWERT, REMICEE S bbhdmHRICEN T, BIRENE (LIEZRORE, N
EHA, BEEILE) PRESINTND,
B, EAMIBT 5B CTIRO X O R ENH D, SDFRT v b (15~150mg/kg/H) K UCD-152~ 7 A
(15~1,000mg/kg/ H) IZHBWT, TNENREMICEHELH S ONDREHETT v MRIEIZ.OME R
RN~y 2RI AERRRO SN, £z, YL (35~T0mg/kg/H) (2B C, HEMWIc ik
M H OIS T0mg/ke/ H TIFIFIBFNARMBEDORGIEA A G-, A3, WK, BHICIERFEITREO 5
Nl molz,
Fio, Ty M T IV AR ALY (160mgkg/H), T2V 77— (S0mgkg/H) ROTEFT
VKR (500mg/kg/H) ZOFH#E G L72RBRICKE W T, BEM COBmEDOHME & HITHEIROEE
P OHEFRNFRD 5 TN S,
SHiZ, Ty Mz Z ) Au~A vy (omgkg/ HUA L), T Ty —F FU oA (25mgkg/ H) KDY
TEXTTY K (400mg/kg/ A LA E) A4EROFHEG LB T, M CRFBREOELIRBD S
TWb,
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VII.

ZeH (FRLOFEESF) CEHATLHEE

(6)

@)

[850/NRA. FZ4 20w 710%/MNRA]

9.5 1%
Id SUTHEIR LTV D RIREME D & 5 2ot I2IE, 1B OB RMEN G Z B D Ll S D552 D&
BHETDHZ L,
W ER T, HEWMICEELD Db sEmAEICRB VLT, IBIEENE (DIERORE, NHEZ, BEELE
%) MHEINTWD, B, EAMNCBT 2B CTRO LS fERH 5,
SD%7 v b (15~150mg/kg/H) M OCD-153~ 7 A (15~1,000mg/kg/ H) 2B\ T, ZNEREIMICE
HRd Lo DEEmMAETT v MERICLDIAE REFLT I~ 7 ARIBICAEHADBRBO bz, £2, %
b (35~T70mg/kg/H) 123\ T, REMICENEDR & 5 it 5 70mg/kg/ H COFIH1ENAREKE DR 23 A &
ATy, AR, NI, BRICIERFITERO b o Tz,

(figs)

BRIRFRER DRI RN GRS LT 7o RIS/ 2 L EVEITHEL STV,

—RIBGIE 2 33T D A AR A A K OV BRI A 1S 36 U T ARAFR G- IF O 2 MR ET e 52 & 7 o T2 i 1 240 1451
HAII37260 T o 7=,

TEARTIZ 31T D AANC X 2 BWE BN ZABIRE D 7o hs BEEE 2R 6, 8L 72 FRILG, hEEOFB]
BITH Y | IR 72 S O TR <0 ARANF G- F 1R K Ok D £ £ OB G TR Lz, £2, AR
BT HEREFTRE LT, TERFHNEEFT ROV | 233461 (RIRKRIE, REREHE, L5 K ESE %4 161)

ROLNTN, WTILbAF L OREITRVERESN TN D,

IX-2. (5)45s it 21

RELIR
[#£200]. [$E50/MRA. F354 8y T10%/MEH]

9.6 R7LIR
IR EOARIER ORFLRBOAIRIEZ B L. KAOMKGEUI P IEZBRd 5 2 &, & MREFLFA~BAT
THILERHRESNTND,

mB, BWER (T v b)) ORI, P ERE ORISR THER Lz,

(fi#75)
WIMCBNT, & FORILHP~BITT D Z ERMESATNDH®,
VI-5. Q) At ~DBATH =R

INR

[££200], [§850/MRA., F34 0w F10%/MEA]

9.7 INRZE
IR AR E R KOS A IR 2 x4 & U= R R BRI 320 L TV 7Ze Ly,

(FFw)
BRIRERBR D R0 B RSN L7 728D | AR TRV R O A ISR 3 2 2 PR3N L T 7Ry,
B, —HREGYEICB T D EHEREREICB VT, TRo B ik shi,

ST ot B (51 5 FIAE FH 8 BUE 5155 (%)
AR (4R LLT) 1 0
AR VR (B R ER2, 5002 A%0) 0 0
HI (~ 1A i) 49 1 (2.04)
IR (~Ti% AT 1,808 18 (1.00)
/NR (7% L) 4,209 35 (0.83)

62



. £t (EALDOEESF) CEATLHHEE

(8)

(1)

B

[££200], [§850/MRA., F34 0w F10%/MEHA]

9.8 S E

—RRICAEPEREME T L TR Y . muTRESFR T 28203 H 5, [16.622 ]

(fFR)

B E CTOREIMLPIEE ., AUCOENMREHRE SN THWAEY, (VI-10. () &Eind ZR)
— R YYEIC B I A EARERTICB W, Tito B s shi-,

FR AT 6 SAEB S RIE I ZEBUEGT 5 (%)
~641% 13,632 101 (0.74)
65Hi~ 3,265 28 (0.86)
FMEER
[££200]. [£50/MRA. K54 20w F10%/NEA]
10. #HEEHA

AFNTFEE LTCYPIAIZ L W RFBI END, £72. AFNICYP3A, P-HEEAE (P-gp) ZPHET D, [164,

16.7.1% 1]

(i)

AFNL, HAGHEERET F 7 17— L4P450 (CYP) BAMREMEMHZA T2 2 &b, CYP3ATIUH & 2 36540 & Of
AL e &, EREAOMRBINE S P REN EFT 2 RN s 5, 72, AANL. P-BEE IS
LIMEMEHEZAET D2 L6, PHEERELA T L TR S 03K & OFH Lo & & | ORISR OPEH A E &
IMFEREN FHT AN H 5, —J7. AANICYPIAIC L » TREEND Z LD, CYPIAZHET S
RN EPEH LTz & & RFORBDIEE SNARZLEOMFIRREN EFRT 2 EENH Y £, CYP3A%E
P HIEAKN & OFH LT & & L AFIOGEHMEE S NURZ LR M R E MK T3 2 fIaetEn & 5, (VI-6. (2)

A B 5 5 B (CYPS) 04y THE, 5% BR)

HHRERLEZTDER
[£8200]. [£e50/MNRA. K54 A vy F10%/MEA]
101 BHHRZER (BHtALGWI L)
FHIA E RS - 518 ik HeFE - fERRIK 7
P N7 QTIER ., LEM AR (Torsade de | A DCYP3AIZ T A HEMEMIC

[2.2, 16.7.1% ]

pointes% & ¥e) ZE DL E RRIEA D
WESn 0D,

T I EAIRE - Wk h T o
L2 AT LT UFEY
(V73]

Vb Frx)a ¥ I A U VERE
[2.2. 16.7.15H]

IS E S O EERRIEN 2B 27
BENDRH D,

AR L FH B

(LY AT

U R L9 MEERE
(/—tEvy)

VI P SN ik
(B 4)

2.2, 16.7.1%M]

FE RO HA O 1 B T e B S B IC B
L. TOEMREHE LRI SB8EN
BdHD,

R XY RA VAR
Py 7 2ZE Y R)

(2.2, 16.7.1%08]

2IZEROMPRENELLS EF
TLBTONRD D,

X0 ERRFEAORHHEE S 4.

Zi b O EF$ 5 ATHE

WERH 5,

63




ZeH (FRLOFEESF) CEHATLHEE

A BRERAER - #EE 15 ey - fEBRIA T

ZES T L ERIEFN O VT 5 ANEEITH | AR OCYPIAIZR ¥ % LEEHIC
(7 Fod] DU ZOERPEET 2B 2NN | L0, EREAORBNIE S,
(2.2, 16.7.1% ] %, ENOOMPIREN LT 5 R
FHhHITLEL FH7LvaLOmERRENE L | XD D,

(ZV V%) AT ABENS DS,

(2.2, 16.7.15/]

A INF=T ATNTF =7 OERABEIRT 25%

(£ AT AE] nNnd s,

(2.2, 16.7.15/]

ANT 5V il HE ORI b B D Z ENb b,

(277)
(2.2, 16.7.15/]
N NI T A (FRUTEEIEOR | EBREEEREOREN BT 5 5
PEY MEAMR O UoSEREY v | ERR B D,
NEEET) ., FRXIIENEED~
R VHENE Y o8B FETE )
(Rxr v 2#]

[2.2. 16.7.1% 8]

VTR RS NT v ROz B U B
(T —4#) N AR S Ry AW SR
[2.2, 16.7.1%8]

7rE LY LIRS TrhELVY OmPREN EE L, E
ER VIR TEHOFRBNHERT 2 BENANH 5,
[2.2, 16.7.1%M8]

e TA4RVL ) UDMPEENELL E
(rLes 4 7) R 2BENRH D,

(2.2, 16.7.15 ]

A H T aFy = AR AT aF S — L om R ER R
A% N LAERPERT 282001 H D,
[2.2. 16.7.1% ]

RraAEY o R ARY COMFERENEF L,
L7 % % 2) FOERMPHRT 2 BENRH 5,
[2.2. 16.7.1% 8]

SOAY NN < NNH LT U OMPIEREN FE L.
(1 LA A R) TEF S HEIR S 4L, IHEERERR E 2 L 2
(2.2, 16.7.1% ] DAREDY AT BNEEDLBENND

D,
(fi#30)

HEED R
TR N2 2 k5 & LEERBRICBWN T 7T 2a~A v OIc kY BBy RoMmhEER L5 L.
QTRHIMEIER DHE RGBS bz & DHRE N 5, o]

BI LI VERRE - BKHI2z/42 -4V TOELTUFEYY [PV TF7I0]® SerFOoTid
"8I UAYILEEE
77V ARV A oIy I EARESARAIOPRIC LY WO MG, R, A A R,
WD FEL L7 & ORES N H 5, [ ]

BRRLFHIU b [RILVLT], YRS MERIE [(V—EEY Y], RIL/ LFY Y RKFW [R
WX 4]

BOSAERADIERIE [PY¥ I RFE Y F]

BA53574)L [FEVILA]

BFAJLron [FY)s]

BAIILF=T [41LTILEA]

BANTSOUERIE (255 V]
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VI. 2% (FEARALEDIE

=) ISR SHE

BARMISOR (BEXITHEMDOEML ) R IME N 2/REKE) DNEZED).

DY MILERRE Y /B0 ASETEE)

(R LY R4A]
WSS RUERIE [SY—4]

B7FEL)ERE [TFILEX]

BoO«RxL/Y [TLOTA4T]

W AYTaFVZOLERE [V Lt

BARYORR) Y IWTHFRX]
B IYNALTY [ALTFAFX]

BREXITH AN

BIHBNOWF LEZBNT, 77V 2~ v EOMAICE D 26 OFA| oM AP EEN EH L, ZDME
ARG L<IXEWERANEE(LTA2BFNRHLE LTy T ) 2a~A o) (#e) FHEER - -8

Mo OHEIZHEHENTWSLZ End, BEMZTRY .

(2) #HRAFEEZDER

R L7,

[#£200]. [#E50/MRAH. F54 20y T10%/MEH]
10.2 fREE (BHRISEET S L)
KA HRARAEIR - 8 51k BT - faBRIK 7
vakxvw WA, M, AREEARSE DS S AL TN | AHI O 15 PN AN B 3 12 kT D R I

[16.7.1% /]

HDT, VAFL DM E OHE
. BRI, b@l% CHEEL, B
HNRO SNGEIIE, B EEH
%¢é£®ﬁ@&m%@ﬁoh

Yo, DI ORE A TH S
nam», b LLIFP-gpzarLizv=
FUUOEENREEIND Z LI
X0, ZomHPRER EFT5,

A VIR = VR 3 R OB R T A
YR T TR

{7‘075“/“]\“ J
JUAEY K £

IRIkE (EREEEICED Z 085 D)
DHEENTVWDLDT, BENRD D
NEHETE, BE5EFIEL, 7Ry
BEOR 5L OMURILEZITH 2 &

BRI R TH 5, LFLHEHA O M
BREEDS L7 2Rt b %,

TN
FFT 4 289, 90)
T 740K
I aARY
&7l NAKFY
=Rl LA

[16.7.1, 16.7.2%:08]

FEFLEA O o T RS AE S AEH
DERFED RN H 5 DT, it
%UODE&E{J?%TE@?’E@%&:E{% L. 5L
WIRD DA, GO
SR ﬁ@]iﬁé@%%ﬁ5 e

T SRR F LT BIKFY
U NA K F L

0 ST (ENAER
[16.7.15: ]

FEFLHEA Ot T B R AT S B
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7 1 (03] 2 (020 3 (0.08)
FLBE 1 (0.03) 1 (0.03)
| A - R RRRRREE | 2 007D 1 (010 3 (0.08) 5 0.03)| 2 (0.03) 7 (0.03)
HEN 2 00D 1 10| 3 o8] 5 ©03)| 2 03| 7  (0.03)
| RERRGLREE | 2 _©onj| o ] 2 (005 1 ©onj o | 1 0.00)
TR R 2 (0.07) 2 005)] 1 (0.01) 1 (0.00)
| RetdREE ] (U N SR 0 ] 2 oy o | 2 (.01
IR () 1 (0.01) 1 (0.00)
RS 1 (0.01) 1 (0.00)
Rl N 84 (291 | 20 (1.98)| 104 (2.67)| 92  (0.54)| 27 (045 | 119 (0.52)
THi 19 (066)] 10 (099 20 (074 21 (012 11 018 ] 32 (0.14)
i35 21 (0.73)| 4 (040)| 25 (0.64)| 13 (008 | 3 (0.05]| 16 (0.07
I 12 042 1 (10| 13 (033 17 (10| 1 (0.02)| 18  (0.08)
H AP 13 (0.45) 13 (0.33) 15 (0.09) 15 (0.07)
Mg 3 (0100 4 (040)| 7  (0.18) 4 0.02)| 5  (0.08) 9 (0.04)
BAAIR 3 (0.10) 3 (0.08) 8 (0.05) 8 (0.03)
R 2 07| 1 (0100 3  (0.08) 1 0.01)| 5  (0.08) 6 (0.03)
P Nt 5  (0.17) 5 (0.13) 1 (0.01) 1 (0.00)
R 4 (0.02) 4 (0.02)
AN 1 (0.03) 1 (0.03) 2 (0.01) 2 (0.01)
G 2 00D 1 (0.02) 3 (0.01)
MRS NS A 1 (0.02) 1 (0.00)
M8 1 (0.03) 1 (0.03)
M %% 1 (0.03) 1 (0.03)
HIAL 1 (0.03) 1 (0.03)
Mo 1 (0.01) 1 (0.00)
T HK 1 (0.03) 1 (0.03)
M AR 1 (0.03) 1 (0.03)
JERES 1 (0.01) 1 (0.00)
15K 1 (0.01) 1 (0.00)
iR e iz i 1 (0.01) 1 (0.00)
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. £t (EALDOEESF) CEATLHHEE

O O Rk B O &
B (%) | R (%) i (%) A (%) AR (%) i (%)
Bl - ME4E Rl 0 0 0 11 (0.07) 015 | 20  (0.09)
Eemema || 4 002)] 4 0Oon] 8  (0.03)
JFRERE R E 4 (0.02) 4 (0.02)
AST (GOT) L5 3 (0.05) 3 (0.01)
ALT (GPT) k5 2 (0.03) 2 (0.01)
FFRE BT 1 (0.01) 1 (0.00)
ULl R 1 (0.01) 1 (0.00)
v-GTP |- 5- 1 (0.01) 1 (0.00)
R - B EE 0 0 0 2 00D 1 (0.02) 3 (0.01)
N 5 2 (on| | 2 (0.01)
LDH |5 1 (0.02) 1 (0.00)
ek - HENRkEE 0 0 0 1 oon| 1  (0.02 2 (0.01)
| ommerkmzoe | | 1 ©on| 1 (02| 2 (001
WAPR 55 A P 0 0 0 1 0.01)| 2 (0.03) 3 (0.01)
. BUNEHR | 1 oon| 1 o] 2  (0o01)
7 v F=r 5 L] 1 (0.02) 1 (0.00)
D e DU X LEE 0 0 0 2 0o | o0 2 (0.01)
NN 3 [ 2 oon| | 2 (0.01)
| D AEREECR) | (U N SR N L 100 1 (0.00)
a v JRRIER 1 (0.02) 1 (0.00)
I 55 R i 0 0 0 1 001)| 0 1 (0.00)
 mowmmx | 1 oon| | 1 (0.00)
— R A 6 (021)] o0 6 (0.15) 7 004)| 3  (.05] 10 (0.04
 max | 2 oon| | 2 005 3 00| 1 02| 4 (002
SEYR - PR 1 (0.03) 1 (0.03) 1 oon| 1  (0.02 2 (0.01)
FEEL 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)
TR R 1 (0.03) 1 (0.03) 0
T A g 1 (0.01) 1 (0.00)
SR -5 1 (0.02) 1 (0.00)
TR 1 (.03 0 1 (0.03) 4 0.02)| 0 4 (0.02)
omeverE |1 ooy | 1 00| 4 o2 | 4 (0.02)
Z A 1 (0.03)] 0 1 (0.03) 0 0 0
ommw |1 oy | T oo»|
GERBEEERI RO 5 Y 2a~A Vo HREREL D)
© AR R (RGRRE)
i T (%)
B BN /N a5
8735 3 A 20/ 1,313 (1.52) 23/ 625 (3.68) 43/ 1,938 (2.22)
i i I Bk i) 7/ 1,496 (0.47) 1/ 648 (0.15) 8 / 2,144 0.37)
L3 Bk % 0/ 1,49 1/ 648 (0.15) 1/ 2,144 (0.05)
I/ IR 2/ 1,358 (0.15) 4/ 599 0.67) 6 / 1,957 (0.31)
| R ek 2/ 1313 (0.15) 0/ 623 2/ 1,936 (0.10)
B | ek 0/ 1,313 1/ 623 (0.16) 1/ 1,936 (0.05)
~< 7V FE 1/ 1,476 (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)
”ﬁ 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)
% LDH |5 4/ 875 (0.46) 0/ 94 4/ 969 (0.41)
% | yv-GTP L& 3/ 728 (0.41) 0/ 58 3/ 786 (0.38)
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ZeH (FRLOFEESF) CEHATLHEE

i ‘ T (%) ]
SN IR a5
" wryrey k5 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)
Al marzra— B 1/ 473 (0.21) 0/ 6 1/ 479 0.21)
E 1 vvrvescren | 1/ (0.32) 0/ 4 1/ 321 (0.31)
% K 5 1/ 832 0.12) 0/ 113 1/ 945 0.11)
CRP L& 1/ 1,071 (0.09) 0 / 450 1/ 1,521 0.07)
CKFBHGEERI L)
@ EFARARAE B (AR )
A ‘ FEBEH (%) _
BN N At
AR I ERE D 5/ 1797 (0.63) 5/ 1797 (0.63)
~NES T B LR 7/ 795 (0.88) 7/ 1795 (0.88)
~< 7 Uy Mg 5/ 772 (0.65) 5/ 772 (0.65)
BELIEES=C. E N 8/ 85 (097 | 2/ 464 043) | 10/ 128  (078)
SRR~ e %% 6 / 825 (0.73) 2/ 464 (0.43) 8 / 1,289 (0.62)
I FL Bk % 3/ 435 (0.69) 3/ 435 (0.69)
| k% 14/ 450 (3.11) 19/ 360 (5.28) 33/ 810 (4.07)
| GpEk 1/ 9 (1.04) 1/ 96 (1.04)
E PR BRI % 2/ 339 (0.59) 1/ 290 (0.34) 3/ 629 (0.48)
B | HERRED 1/ 352 (0.28) 1/ 352 (0.28)
U L oEREE S 3/ 479 (0.63) 3/ 479 (0.63)
yusskEy | 2/ 419 (042 | 2/ 419 0.42)
BBk % 3/ 459 (0.65) 3/ 459 (0.65)
I S 2/ 459 (044 | 2/ 459 0.44)
e 4/ 621 (064 | 1/35% 028) | 5L 0.51)
AN T e 2/ 621 0.32) 2/ 621 (0.32)
A =30 N= R e = 1 i S 1/ 24 (4.17) 1/ 24 4.17)
WEA LA 4 / 464 (0.86) 4/ 464 (0.86)
AST(GOT) |5 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 5 7/ 477 (1.47) 7/ 477 (1.47)
LDH |- 5 5/ 479 (1.04) 5/ 479 (1.04)
v-GTP |- 5- 6 / 425 (1.41) 6 / 425 (1.41)
o LRey ey kR 1/ 429 (0.23) 1/ 429 (0.23)
W% | EErY LYY ER 1/ 234 (0.43) 1/ 234 (0.43)
{Et BalLAFo—) L& 4/ 371 (1.08) 4/ 371 (1.08)
22 N7 UETA R ESR 3/ 265 (1.13) 1/ 5 (20.00) 4/ 270 (1.48)
% | BUN 5 9 / 524 (1.72) 9 / 524 (1.72)
Ty LrF=r 5 1/ 527 (0.19) 1/ 527 0.19)
iENals 1/ 440 023 | | 1/40 0.23)
[M.yENajg A 1/ 440 (0.23) 1/ 440 (0.23)
EEKER 1/ 40 023 | | 1/40 023)
MIEKEA 1/ 440 (0.23) 1/ 440 (0.23)
e S 2/ 45 040 || 2/ 45 (040)
My CLE 1/ 435 (0.23) 1/ 435 (0.23)
i JREH EH 2/ 535 (0.37) 1/ 182 (0.55) 3/ 717 (0.42)
Froo| RiE GRIMER) b 5- 2/ 275 0.73) 2/ 275 (0.73)
B[Pk (B k) L5 1/ 291 (0.34) 1/ 109 (0.92) 2/ 400 (0.50)
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. £t (EALDOEESF) CEATLHHEE

2) BRURERDERE (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 OERREAER : KEICEB T 5% KERERSIERERE (=1 X) [ FHiE~A a7 TV A - TEY
Lar7 Ly 7 A (MAC) JEZ x5 & U EGRER CIIREf4966 . BITERIZ18161 (36.5%) 258
bz, BIWEA OFIEIZEICES (19.6%) . MEHE (12.7%) . WWEAEISE (8.7%). I8 (7.3%). Tl (6.7%)
A6t CThHh o7,

BEERTE . SUEICEH O A BEFAE B W TRIEERISOFI . BIFERIZ2361 (39.0%) 1ZF-D bz,
ZDOELRY OITFHEEER T K OV FRINASE (8.5%) TH -7z,

L 15 F AR AR A At
FRATE Bk 6 59 65
Bl E 2 R BUE 51135 (%) 2 (33.33) 23 (38.98) 25  (38.46)
Bl E 2 B 5k 2 43 45
BIlE 45 O FidE BIVE 5 O TR 5 B4R (%)
| M LY oNRREE O 8§ (13560) | 8 _(12.31)
1 (3.39) 2 (3.08)
KERMEA I 1 (1.69) 1 (1.54)
AR B MEE m 1 (1.69) 1 (1.54)
1 ifn BRI E 2 (339 2 (3.08)
i R ER A E 1 (1.69) 1 (1.54)
B HEFERE A2 1 (1.69) 1 (1.54)
Resrosgmbew | O s ®an [ 5769
BHRIE 1 (1.69) 1 (154
1R PRI IS 1 (1.69) 1 (1.54)
KAV v A E 1 (1.69) 1 (1.54)
=R e 2 (3.39) 2 (3.08)
R AR S 169 ] 1 (154
ARHRE 1 (1.69) 1 (154
| RERREE R R 1 (1.69) 1 (154)
I IO E 1 (169 | 1 (1549
R R R U R 1 (169 1 (1.54)
R 1 (169 | 1 (549
| EesEE L aee6n | 8§ (1350 | 9 (13.85)
fE 1 (16.67) 1 (.54
T 5 (8.47) 5 (7.69)
B 2 (3.39) 2 (3.08)
WA E 2% 1 (1.69) 1 (1.54)
&t 1 (1.69) 1 (1.54)
| MRESRREE L ae6n | 4 _©78) | 5..(7.69)
JITHg R L 1 (16.67) 3 (5.08) 4 (615
JFREE 1 (1.69) 1 (1.54)
| BEB LU TMREE R 3608 3. _(4.62)
J 15 3 (5.08) 3 (462)
| Bl owEEE O 2.G339 2 (3.08)
AP R4 1 (1.69) 1 (154
BRI 1 (1.69) 1 (1.54)
AR IORLERE | O R roae | (54
R SHHS R R 1 (1.69) R
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A FE 55 ) A A AT A5
| BEARRRAE U NN 5. 84D | 5069
MM~ U 27U+ U REEN 2 (3.39) 2 (3.08)
Y-INE IV N T AT =T —EHIN 3 (5.08) 3 (462)
JH RS R A L 1 (1.69) 1 (1.54)
P L Bk H e 1 (1.69) 1 (1.54)
A7V YRR T 7 &Z—FHahn 1 (1.69) 1 (1.54)

(MedDRA/J Ver.11.0)
UKFBIEFHEEERE O 5V 2~ A o o HREHE L V)
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. £t (EALDOEESF) CEATLHHEE

3) BiEEB - +TEBEEBICBTAA)aNyA— - EO ) BEEAE
D7 EFVVY KPR UVS VY TST—ILEDGHRDIBE
FAEREE - [EN TIT - R B TIE4306 21741 (50.5%) 1. RE T i 2Bk TIRs4841 4 17941 (32.7%)
WCEERRAEM O BT 25 TRIEANREO ST 5,
BEERTHE  SUERGE% O A BGETEICS WO CRIER3,49161 131841 (9.1%) ICERRREMBO R 25t

RITERRD 6N TS,

D=1 FEXIVYUKNMPRES VY TSI EDHBDIEES R
LAC400%V LAC800™2 &%
SRR SYE RIS 214 216 430
BIVE AR BB (%) 100  (46.72) 117 (54.17) 217 (50.47)
EIVERZBUE 186 232 418
BIIVE ) o fEsE EIVERH ORISR IR B (%
| B - BEfbRARREE | 12 (6 | 6 @78 | 18 (419
EHE R 2 (0.93) 1 (0.46) 3 (0.70)
iz 1 (0.46) 1 (0.23)
4323 4 (1.87) 2 (0.93) 6 (1.40)
532 2 (0.93) 1 (0.46) 3 (0.70)
K5 1 (0.47) 1 (0.23)
REFE () 1 (047) 1 (023)
b I 2 (0.93) 2 (047)
it 1 (0.46) 1 (0.23)
| A - ORAERRRERRRE | 2 (09 | 2 09 | 4 (093
ER 1 (047 1 (0.46) 2 (0.47)
SHox () 1 (047) 1 (0.23)
HFLUN 1 (0.46) 1 (0.23)
T R AR S R 1046 | 1 (23
T LIV —PEREE S 1 (0.46) 1 (0.23)
| EofofRRESE RS | 2 (093 | ] 13 0602 | 15 (349
Tk 1 (0.46) 1 (0.23)
FAUS 2 (0.93) 9 (4.17) 11 (2.56)
MR R 3 (1.39) 3 (0.70)
R i R R 09) | 2 0% | 4 (093
R4 1 (047 1 (0.46) 2 (0.47)
o ofRHE 1 (047 1 (0.23)
AR GiE) 1 (0.46) 1 (0.23)
| EeERsE 57 (664) | 75 (3472) | ] 132 (30.70)
T 16 (7.48) 22 (10.19) 38  (8.84)
IRARE 1 (0.46) 1 (0.23)
/¢ 29  (13.55) 30 (13.89) 59  (13.72)
U R s 1 (047 1 (0.46) 2 (047
SR RSN 1 (0.46) 1 (0.23)
53 1 (0.46) 1 (0.23)
JIE g 1 (0.46) 1 (0.23)
{5 Fi 4 (1.85) 4 (0.93)
N 1 (0.46) 1 (0.23)
TREE A 1 (0.46) 1 (0.23)
JIEFB AR 1 (0.46) 1 (0.23)
REEDS 1 (047) 1 (0.46) 2 (047
AP 1 (0.46) 1 (0.23)
PN A 1 (0.46) 1 (0.23)
78 2 (0.93) 2 (047)
HAIE T 1 (047 2 (0.93) 3 (0.70)
&5 1 (047 1 (0.23)
M 5 1 (0.46) 1 (0.23)
EiRA 1 (0.46) 1 (0.23)
E=h 1 (0.46) 1 (0.23)
&R 1 (047 1 (0.46) 2 (0.47)
M=oy (0.93) 2 (047)
UKFREFEERI L V)
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. £t (EALDOEESF) CEATLHHEE

LAC4007V

| LAC800™ |

B VEF o fExE I O FESER R Bk (%)

TR 1 (047 1 (0.23)
77 2O 1 (047 1 (0.23)
+ —FE R 1 (047) 1 (0.23)
it o 1 (0.46) 1 (0.23)
W 1 (0.46) 1 (0.23)

| AN cREEE | ] 14D | 0 1 (23
RE D 1 (047) 1 (0.23)

R Y R U N 1046 | 1 (23
FIR 1 (0.46) 1 (0.23)

| MR | 1 4 | o0 | 1 (23
WHEEE 1 (0.47) 1 (0.23)

| RS o 0 1046 | 1 (23
PRI I IR 1 (0.46) 1 (0.23)

| oemesEE o | ] 1 47D | 4 a8y | 5 (L16)
2 E R () 1 (0.46) 1 (0.23)
NI 1 (0.46) 1 (0.23)
e 1 (0.46) 1 (0.23)
=S ST 1 (0.46) 1 (0.23)
TR 1 (047 1 (0.23)

| WA AR | 108 (5047) | 127 (5880) | 235 (54.65)
MIEAST (GOT) |5 9 (421 12 (5.56) 21  (4.88)
MIEALT (GPT) |5 9 (421 12 (5.56) 21  (4.88)
I ERERIE 2 (AE) 8 (3.74) 10 (4.63) 18 (4.19)
IR ER TR 2 (0.93) 3 (1.39) 5 (1.16)
H Bk () 7 (327) 6 (2.78) 13 (3.02)
rYZVETA RER 6 (2.80) 10 (4.63) 16 (3.72)
PR 1 e 8 (3.74) 8 (3.70) 16 (3.72)
MyELDH k5 9 (421 4 (1.85) 13 (3.02)
v-GTP |- 5- 7 (327 5 (2.31) 12 (2.79)
mE=x L A5 a—L k&5 3 (1.40) 6 (2.78) 9  (2.09)
AlP |- 5. 3 (1.40) 5 (2.31) 8  (1.86)
mEe Y Ley L& 2 (0.93) 6 (2.78) 8  (1.86)
SR I BRI 1 (047 2 (0.93) 3 (0.70)
~NES T 2 (0.93) 2 (0.93) 4 (0.93)
~< k7 U MERD 2 (0.93) 2 (047)
F ifn BREE % (JE) 5 (2.34) 3 (1.39) 8  (1.86)
PRAE R 4  (1.87) 4 (1.85) 8 (1.86)
U L NERIED 3 (1.40) 3 (1.39) 6 (1.40)
1 A R R 55 2 (0.93) 4 (1.85) 6 (1.40)
M= v 27 a— il 2 (0.93) 3 (1.39) 5 (1.16)
U L REREE S (JE) 2 (0.93) 3 (1.39) 5 (1.16)
I ERIEZ (IE) 2 (0.93) 2 (0.93) 4 (0.93)
I HE FEERYE 2 () 2 (0.93) 1 (0.46) 3 (0.70)
HERIEZ (E) 3 (1.40) 3 (0.70)
RN R eyl 1 (047) 2 (0.93) 3 (0.70)
BUN | 5- 1 (047 2 (0.93) 3 (0.70)
IR [ 2 (0.93) 1 (0.46) 3 (0.70)
T/ MREE D GiE) 1 (047) 1 (0.46) 2 (047)
MmigEs v o L 1 (0.47) 1 (0.46) 2 (0.47)
Mgz V7 F= KT 1 (047 1 (0.23)
Jiiesho il N RN : N 1 (0.46) 1 (0.23)
myEH Y 7o tbH 1 (0.46) 1 (0.23)
M7 V7 I VKT 1 (0.46) 1 (0.23)
AGLE B 1 (0.46) 1 (0.23)

UKFREFEERI L V)

D 77V RAawA e LTLHEROOmE (Fil) . 7EX U LokFi & LCLET50mg (Fifli) L OYT > Y 75—/ & L T1EI30mg

£2)

D3FN &[RRI H 2[R, 7H R 05,

77V Ar~vA vl LTLEA00mg () . 7EFX o U ki & LTLREIT50mg (Fifff)) K OYT > Y 75 —)L & L T1E30mg

D3N & R H2[B], 7H R 05,

80




. £t (EALDOEESF) CEATLHHEE

D=2 FEXLLYUKHMRUS VY TS YL L OBRAOSE (ERRERE)

FRAE 51155 3,491
BRI F 4 0D 38 BURE (515K 318
BIVE A DR B 425
BIVE FH 55 0O 8 BUE 1) 38 (%) 9.11
proym—, e ———
I 55 R s I 1% R s
| ERYERS LOWAESE | [ 003) | T B 1 (0.03)
NS 2% 1 (0.03) IR Y 1 (0.03)
| s SO o SREE 2 006) | Fofds L OB Ty 135 (1.00)
IR BRI INSE 1 (0.03) P T T 1 (0.03)
1A Bk 9 1 (0.03) AR 4 (0.11)
| AU LovREelEE | 5. 0.09) HEFHINE B 2 7 (0.20)
BRI 2 (0.06) 2 2 (0.06)
AREOR 1 (0.03) % ) FERE 5 0.14)
| dRRRREE | S5 (1.58) Bt 15 (0.43)
TEhE D F 1 (0.03) 255 2 (0.06)
R 53 (1.52) 4 By AT BE 2 (0.06)
SRl IS 1 (0.03) M D FEIE 1 (0.03)
iR 2 (0.06) ERARB L OEREE ] L 003
| DBESEE | L 0.03) FLEE 1 (0.03)
B ! (0.03) EOEEBLORSRHE |4 01D
| mEREE | 2 0.06) Pk 1 (0.03)
WAL 2 (0.06) [eysYR! 2 (0.06)
| PPRdR, Wadds L OWEREEE | 2 006) APV ! (0.03)
W TR Jif 2 (0.06) AR 130 (0.86)
| BmE 232 (6.65) 1. P LDH# N 4 (0.11)
H i M 2% 1 (0.03) f.H ALPEE AN 3 (0.09)
BB 1 (0.03) ~ES e URED 1 (0.03)
T e 2 5 (0.14) HF P ERECH 1 (0.03)
X 2 (0.06) i R 1 (0.03)
T 123 (3.52) A 1 BRE ek 4 0.11)
R AT 2 (0.06) M L ERBEE N 2 (0.06)
TR 6 0.17) ALT (GPT) #80 17 (0.49)
THEE R 2 (0.06) AST (GOT) #3/m 11 (0.32)
IEE R 3 (0.09) A E YL e N 1 (0.03)
LR B 6 0.17) y-GTPEE N 10 (0.29)
BLW 1 (0.03) BUNE4 I 1 (0.03)
EiCld 74 (2.12)
I 4 0.11)
ERNTI 1 (0.03)
IKERAE 2 (0.06)
A 2 (0.06)
T 7 A HEORNR 1 (0.03)
22PN A R J 4 (0.11)
N ZE 11 (0.32)
H DR 1 (0.03)
R 3 (0.09)
ik 1 (0.03)
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Q7 EXF LV UKMMRUF A TSJY—ILEDHADISE

AR BN TITh B TIEs 13427341 (53.2%) IZEIERRRO B TWb, [HEEKOHEZEFREO
BSR4 R R B & S T ]

BEERTE . WEIRTE% O Rl 1253 2 R il SO 8O CRIEFI47361 4001 (8.5%) IZEEIAR
BIEO R 2 ETRRITERAPRD b T\,

@—1 TFTEFLVYKMPRUVF ATV EDHRADEE (KER ; AZRVAEEEROBERT
REERARZED)

OAC400D OAC8007? OAC1000™¥ &3
SRR SYE RIS 143 258 112 513
BIVE AR BB (%) 60(42.0) 142 (55.0) 71(63.4) 273(53.2)
BIIVE ) o fEdE BIVEH O FFERIF B (%)

e R R 54(378) | 18(457) | 54(482) | 226(44.1)
B 1(0.7) 3(1.2) 1(0.9) 5(1.0)
HLHEH 2(1.4) 2(0.4)

H 2% 1(0.7) 1(0.2)
T 36(25.2) 98 (38.0) 41(36.6) 175(34.1)
A R B R 1(0.4) 1(0.2)
WETE R E S 5(3.5) 5(1.9) 5(4.5) 15(2.9)
53 1(0.7) 1(0.2)
O R R 1(0.4) 1(0.2)
7R PN AR I 2(1.8) 2(0.4)
Y=E3 1(0.7) 1(0.4) 2(1.8) 4(0.8)
AN 2(1.4) 2(0.8) 1(0.9) 5(1.0)
PN RS 1(0.4) 1(0.2)
NE WA s 1(0.4) 1(0.2)
57 1(0.4) 1(0.2)
I 1(0.4) 1(0.2)
+ZfEm% 3(1.2) 3(0.6)
HIEA B 2(1.4) 2(0.4)
EIEE 1(0.7) 3(1.2) 2(1.8) 6(1.2)
E5 3(1.2) 1(0.9) 4(0.8)
EREES 1(0.9) 1(0.2)
I R 1(0.9) 1(0.2)
& 2(1.4) 3(1.2) 5(1.0)
A 1(0.7) 1(0.2)
R AT 4(2.8) 3(1.2) 1(0.9) 8(1.6)
R 2(1.4) 5(1.9) 1(0.9) 8(1.6)
eSS 1(0.7) 1(0.2)

| BBYER O AERE 104 | 109 | 2004)
Afged v 2 %E 1(0.4) 1(0.2)

&t o B 1(0.9) 1(0.2)

| AEERREE 107 | 2008) | 20.8) | 5100
JFFHE S 1(0.7) 1(0.4) 2(1.8) 4(0.8)
AR 1(0.4) 1(0.2)

| MREEE 1on o\ 102)
) 1(0.7) 1(0.2)

| MY SR pEE 109 | . 102
=i 1(0.9) 1(0.2)

I R R S w4 102
& I 1(0.4) 1(0.2)

R R S o4 | 102)
EoLES 1(0.4) 1(0.2)

| pbRRbEE 3@ ] 42(16.3) | 27Q4.1) | 72(140)
0 OSERE 2(1.8) 2(0.4)

SE 1(0.7) 2(0.8) 2(1.8) 5(1.0)
FEE D F 1(0.4) 1(0.2)
R L 2(1.4) 40(15.5) 25(22.3) 67(13.1)

CKRBHIGHERI L D)
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ZeH (FRLOFEESF) CEHATLHEE

OAC4007V OAC800"2 OAC1000™¥ &3
| BROURESREE ] o4 | 109 | 2004)
EHF 1(0.9) 102
PR R BRI 1(0.4) 1(0.2)
R o4 ] 102
MR i 1(0.4) 1(0.2)
| BHEEROEERE | 204 | 342 ] 3 | 8(1.0) .
HLE R 1(0.7) 1(0.9) 2(0.4)
s 2% 2(1.4) 1(0.9) 3(0.6)
) 2(0.8) 1(0.9) 3(0.6)
B 1(0.9) 1(0.2)
FEEN 1(0.4) 1(0.2)
ek OsRREE o4 ] 102
Ea L AT a—LiE 1(0.4) 1(0.2)
| BUEROV TR ] 3@ ] 623) | 109 | a9
1y 1(0.7) 1(0.4) 2(0.4)
KI5 1(0.7) 5(1.9) 1(0.9) 7(1.4)
Wys 1(0.7) 1(0.2)
Eﬁﬂ?*ﬁﬁ _________________________________________ 5 _(_3_.§} ____________ 14_1_(_5_.4_) _______ 10(8.9) 29(5.7)
AST (GOT) 4/ 4(1.6) 208 | 6(12)
ALT (GPT) 4/ 1(0.4) 2(1.8) 3(0.6)
U U NERE R 1(0.4) 1(0.2)
I IR B> 2(1.8) 2(0.4)
M7l VHRRT 7 2 —EHm 1(0.4) 2(1.8) 3(0.6)
M= 27 a— L 1(0.9) 1(0.2)
M e YL e o HEn 2(0.8) 1(0.9) 3(0.6)
ifn LR R K SR SR B AN 1(0.7) 1(0.2)
1. FR R BEHE N 1(0.4) 10.9) 2(0.4)
BB ER B N 2(0.8) 2(0.4)
DEXQTIEER 1(0.9) 1(0.2)
JRF T R o B 3(2.1) 1(0.4) 4(0.8)
PR HVEE B B 1(0.7) 3(2.7) 4(0.8)
H i EREHEN 1(0.7) 1(0.4) 2(0.4)
H M ER B oy AR 1(0.4) 2(1.8) 3(0.6)

D

Z[RRHZIH2E]L 7H B S,
72)

Z[FKRHZIH2E]L 7H B S,
73)

Z[RKHZIH2E]L 7H B A5,
)
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CKRBHIGHERI L D)

77 ) Aa~<wA L LTUER200mg (i) . 7EF U Lok & LCLET50mg (Fili) . 4275 — & LTIER20mgD 354

77 AawA L LTLE400mg (i) . 7EF U Lok & LCLET50mg (Fifli) . 42757 — & LTIER20mgD 354

77 ) Aa~<wA L LTUES00mg () . 7EF U k& LCLET50mg (Fifli) . 4277 — & LTIER20mgD 35|

BRI TV AEROHAEZ @Y7 7 U Aa~A 2 0200mg (LEEIZ)S U T400mgE CHER) 7 EF 2 U LK 750mg,
FA S5V —A20mg%x | A2[E7A MBS TH 5,




. £t (EALDOEESF) CEATLHHEE

@—2 F7EXIVYIUKMPRUIATSI—ILEDHRADEE

(BHEICHY 2B EEAMERE)

A IE 5% 473
BIE 5 oD FE BURE BI85 40
I 2 DR B8 56
BV F 2 D %8 BUIE (1 58 (%) 8.5
= P HEBUE K (%)
RIlVE A & o kg ()
| RUERS LOFAEME 1021
SIS 2% 1 o2
| REpRpEE 1 (0.21)
REE 1 o2y
| RRRRBETE 11 (233)
FEED U 1 2ny
W L 10 (2.11)
R 102D
L 1 o2y
B B 1 021)
ZTY 1 (o2ny
 EeEs 29 (6.13)
722 1 (2ny
AER 1 (0.21)
G 1 (0.21)
T 21  (4.44)
B R E W R 1 (021)
CLNTIN 2 (042
WA AR 1 (0.21)
WENE/S 1 (021)
HE 1 (021)
Mgt 1 (0.21)
R 2 _04)
FTFREAE L3 2 (42
| BUER L OBCPRMRbEE 2 (042)
BT 1 20
FIB 1 (0.21)
e e R D ICED
B 1 o2y
X T N 5__(1.06)
RGP N 1 o2y
FEEL 1 (0.21)
&) 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  JUERTE & O TR A Z BV TRIERI3, 78961 16661 (4.4%) (2

BIERZNRD TV D,

-

R R AR D J 7 & B T

@—1 TEXFIVIIVKIMPEUIATSY—ILF RO LEDHADIEE KB
RAc_l‘El) RAc_zﬂiz) RAc_S‘E}) RAc_4i325) /El\g

SRR 129 123 133 123 508

I E R B3 (%) 40(31.0) 55(44.7) 52(39.1) 58(47.2) 205(40.4)

BV o fidE BIl/E R oo FEE R 28 Bl 54 (%)

| MR O o REE | (R SRR NUNENNE SRR INSURRRRR N 2 (0.4)
9 1 BR A 1 102
IR S 1 1(0.2)

| MREkORRRlEE L] LS DU U (N 204
BRAR 1 1(0.2)
v PRI IS 1 1 (0.2)

| dheeREEE ] 2 s LA R 9 30 (5.9)
EEED 1 | R Y 102
e FLR 13 3 9 25 (4.9)
BIEPR 3 3 (0.6)
IR 2 2 (0.4)
1 O 1 1(0.2)

O 1(02)
5 [ R 102

| M AEpEE | R R 1(0.2)
ETY | Y 102

| EmBREE AL STl SUo 51 200 (39.4)
M 3 1 3 - 9(18)
& 7 3 1 11 (2.2)
THEE R 1 1(0.2)
AE% 1 1(0.2)
(s 3 1 1 1 6 (1.2)
T 16 26 21 27 90 (17.7)
1PN f 1 1(0.2)
HALRE 1 1 2 (0.4)
W% 1 1(0.2)
B3 1 4 5 (1.0)
HR 1 1 (0.2)
G 1 1(0.2)
R 1 1(0.2)
Li¢lFd 13 13 13 13 52 (10.2)
L 1 1 2 1 5 (1.0)
WM AE A 1 1(0.2)
RN 1 1 (0.2)
HN% 1 2 3 (0.6)
IKERAE 1 2 3 (0.6)
HhEE 1 1 (0.2)
AEOOUER 1 1(0.2)
HiZLSY 1 1 (0.2)
1 DRGSR 1 1 2 (0.4)

MESRREE 2 204
JFH e LR 2 2 (0.4)
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. &£t (EFRLOEESF)

[CR89 SHIEH

RAC-1"V RAC-2""? RAC-3" RAC-4% AF
FZRE B OVEZ T LAk b 3 3 5 4 15 (3.0)
<72 A R T 102
biieZS 1 1 2 (0.4)
R NE R Z e 5 1 1 (0.2)
BRIV 1 1 (0.2)
% ) FERE 1 1 2 (0.4)
32 1 1 1 3 (0.6)
LERRS 1 1 (0.2)
EHMZ 5 FEAE 1 1(0.2)
e 9B 1 1 1 3 (0.6)
| EROUREEEE 2 204)
HER 1 1 (0.2)

PR AL E 1 1(0.2)
ERRROREREE | 102
it TR 1 1(0.2)

AEREE K O 5 R TR E 3 2 2 1 8 (1.6)
Y 2 R e Y N 2(04)
s K 1 1 1 3 (0.6)
78 1 1 1 3 (0.6)

i R A A 4 8 8 16 36 (7.1)
| aALT(GPDEEM | | ' R 306
AST (GOT) #4/in 1 2 3 (0.6)

1 P LDH# N 1 1 2 (0.4)
1 E -5 1 1 (0.2)
me U ZU& Y REN 1 1 3 5 (1.0)
LR EREGEN 2 1 3 (0.6)
JRH TR o HERG 1 1(0.2)
IRE F5- 1 1(0.2)
U 2 oRERE 1 1 2 (0.4)
U L SERECHEN 1 1 2 (0.4)
U HREREOR D 1 2 3 (0.6)
i Bk e 2 1 1 4 (0.8)
i ERE AN 1 1 (0.2)
PR A EE R 1 1(0.2)
1. F1 AL-PEE N 1 1 1 3 (0.6)
i EA- 1 1(0.2)

CRiRHHER L)

D 77V Z2n~A v LTHEROOmg (1) . 7EF U LokFidp e LCTLRE750mg (Fffh) ., 7_X7 T —F F U ad LTlE

1:2)

*3)

1:4)

%)

10mgD3F 2 [FIRFZ 1 H 2[5, 7 H ERR 05,
7 7Y Ar~A vk LTA400mg (F1f)
10mgD3F 2[RRI 1 H 2[5, 7 H ERR 05,
77 ) Aua<A e LTE200mg (S)
20mgD3AN A RIRHZ T H2[E], 7 HERE 05,
77 ) An~<A vl LT1E400mg (F11f) |
20mgD3F| & [RIRFC 1 H2[], 7 HRERE 05,

TEX VY kR & LTLEIT50mg (Fi1th) |

TEX VY kR & L TLEIT50mg (Ffh) |

TEX VY kR & L TLEIT50mg (Fi1fh) |

TR Z = F Y AL LTlE

FARTZY—=NF Y yLE LTLE

FRTZY—=NF Y yLE LTLHE

KARENTHARAEKOCHE EE 2 7 ) An~A 2 200mg (KLEIZIG UT400mgE THER) , 7 E X2 U K 750mg,
FGRFF—F R A10mgx 1 H2ETHEEETH 5,
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. £t (EALDOEESF) CEATLHHEE

R®@—2 ZEXFIIVIIUKHMPRUVIANTZV—LF FIILEDHRADEE ERABERE)

FRATIE 1K 3,789
IR FH 5 00 F8 BUE (5144 166
RIVE % DR B 195
BIlVE 25 O R BUE B2 (%) 438
BIVE A% O BIVE 5 O FESH
RIVE % o FEgH 1) 5 B 1) BIVE 5 O FESH B BLIE 1]
(%0 = (%) (50 = (%)
| BWIESLOFAME 1 (003) | FFMGESRREE ! 6_(0.10)
[ ¢ 1 (0.03) S tne B 6 (0.16)
ROV oSRbEE | 2 009 | pEmrvs T |30 079)
2 2 (0.05) T LV — R RS 1 (0.03)
IRATIECE SO L S SR 1003 | 5 3 (0.08)
EH U v AR 1 (0.03) HLBE 1 (0.03)
| RRSREESE 24 063 | ESREE 1 0.03)
FEIMED E N 2 (0.05) B3 16 (0.42)
MR R 20 (0.53) YRS 1 (0.03)
SHE 3 (0.08) E AR 7 (0.18)
R 1 (003) | —ff - BHFESLOREHMLORE | 5013
IS i v A 1 (0.03) e 1 (0.03)
| ObEEEE o 1 (0.03) AT 1 (0.03)
i 1 (0.03) s 1 (0.03)
| mfEREsEo 2 (0.05) pEA 1 (0.03)
EIINES 2 (0.05) I 1 (0.03)
MR, MaERES L Ot 1003 | & 1003
1 e SRR 1 (003) | FkmE 8 (021)
___%'ﬁ%l‘%% ____________________________________ 1 _0_5____(_2_._7_7_)___ AR 1 (0.03)
A R 4 (0.11) V-INE I RT AT = F— PN 2 (0.05)
JEET N v 2 (0.05) INRHEIN 1 (0.03)
2] 2 (0.05) BB 1 (0.03)
IR 2 (0.05) UG Xl o 1 (0.03)
(EE7A 2 (0.05 i BRE ek 2 (0.05)
T 80 (2.11) MET AT Y RA7 7 &2 —EHN 1 (0.03)
H Al e R 1 (0.03)
R 3 (0.08)
M ERR 2 (0.05
L 4 (0.11)
RPN AR Jk 1 (0.03)
M 1 (0.03)
Mg i 3 (0.08)
1 OEEIER 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

w OB 4 AT SE GHE 15 %)

RN R JE Y 339 1 (0.30)
TRTENE B2 8 Y iE 587 10 (1.70)
AT = IR AN 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)
FRIE % 1,034 5 (0.48)

T SHE % 1,183 (0.76)

H SRR e 1,805 22 (1.22)
R OSBRI Y iE 1,164 11 (0.95)

JE YRG5 26 0

TP J&) PR A 39 0

O/NR

% w4 R o 25 e IR PR

FEAEME R i R 24 0

RAE M B R 43 0

VLo U U oRER 28 0

18 MR B iE 54 0

SME - BME R VTR O IR 68 0

I R E 5,046 48  (0.95)
JEYVERR 2% 81 0

B BHE IR E 479 3 (0.63)
BT EN 76 0

ERELA 29 1 (3.45)
Q@ EHHEEENBERRREE

B /NR &t
e B A 35 R BIE A 55 U BIE RSB
SERIEK S 1K (%) HERIEK S (%) HEFIE S (%)

A D 12902 1 86 ( 0.67) 5008 1 24 ( 0.48) 17,910 1 110 ( 0.61)
EOHER 3,990 ¢ 42 ( 1.05) 1,056 30 ( 2.84) 5046 1 72 ( 1.43)
ENDaEs | | |

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

10.

@ EHHEREREFRAREEE

DN /N &t

e BIEAFSEL [ EIVERZEL N EIER 7B

O e on | P g | P D e (o)
JERYIE B OV A R 3020 7 (232) 390 2 (5.13) 3410 9 (2.64)
MU, R, AR - 5571 6 (1.08) 271 2 (741 5841 8 (137)
o0 % R . . !
TEERIER DR 1,298 1 13 (1.00) 200 1 (5.00) 1318 1 14 (1.06)
Il 2 7 oD I R 1,014 ¢ 14 (1.38) 680 1 9 (1.32) 1,694 1 23 (1.36)
LR DR B 557 6 (1.08) 270 0 584 1 6 (1.03)
WAPR AT SR 0D 35 B 1570 2 (1.27) 47 0 201 | (1.00)
B2 G K OV T RBgk o0 95 R 1701 2 (1.18) 451 1 (222 2150 3 (1.40)
Z DA 1,021 ¢ 10  (0.98) 252+ 4 (1.59) 1,273 ¢ 14 (1.10)
@ HE5ATEEREFEERRKREE

A AN &t

e BIIE B R FIlVEHFEBL [ I E B

EORC S o | FPEO e | O D gmp o)
R 6,274 | 35  (0.56) 2,170 . 11 (051) 8444 | 46 (0.54)
Ak g 8498 | 74 (0.87) 3,430 1 38 (L.11) 11,928 | 112 (0.94)
T 6571 11 (1.67) 2120 4 (1.89) 869 1 15 (1.73)
ENER RS et 1,468 1 9 (0.61) 255 1 (0.39) 1,723 10 (0.58)
® HEE, BREEEDIERARREE

A IR
iE 4K L BIVEH S BIE B3 (%) JE 4K B VE FH R BLAE 155 (%)

T ¥ FRA BFIE 151 425 ' (1.41) 41 3 (7.32)
BB A OHER 153 (0.65) 29 0
CARREERICRIZTEE
[££200]

12. BRRRERRICRIET

22 988

Foa

(N)anNy 32— -0 EESE)
TUITITI=NEOT O NIRRT A e BT BV kT, 7T ) An~ A U EOR
AWE ORI B B4 T A% Tl PC-IRFRERGBR OHERE R AR 72 D ATReMEN B D 728, PC-
PRFEPELGRBRIC X DBREHIE AT 2 B2, T b O3RN OEEGHE T H4BELUEORE S CIMT 2 Z &

MNEE LUV,

BEKRS
BRE STV
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I. ¥£1 (FRLOZEESF) ICEYSIEE
1. BRALOEE
[£200]

12.
(1)

2)

14. BRHLDZEE

141 EBIZAEEDER

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

[8850/NRA. FZ4 20w 710%/MNRA]

14. BRHLDZEE
141 EFIZAEEDEER

(8E)

14.1.1 PTPEZE D HEANIPTPY — b LIV L CRAT 5 L 9 E TS5 2 L, PTPY— hOREKIZLE D |
NG TR DN KL A~ L, BIZIZ A2 B 2 L CHERIIR S0 BERAIHEZ IR T2 2 03D
%,

(FSq4>nvT)

14.1.2 AR OMATH 2 DT, REZLORGEEBET, SUESTRET H2LER S 28545 130 HE
WRAF L, TEDNEDESCHICHERT2ENRAT L &, 72, AR, +0ICEVIRE2 §HHT
5Tk,

14.1.3 BEPEEREE (AL oy Y a—A 0 AR—VEEE) CTIRHT2ZEITEET L2 EREE LV, A%
B5r DEMRE B < T2 0 ORAFIERGH 23 e LT o A 03, FEMECEHCIRMA L7258 10iE, SN EBLT5 2 &

N5,
(fi#530)
[££200] 14.1, [$850/MRA. K34 0w F10%/MEA] 14.1.1
[ Rr il EREIC HE D < ER A E S AIRA SCESE OERICH T2 > TOQ&AIZ DWW T ) CEABI4ELA 17 B Hi) B 3
WA FSAE  HARREKMRE S SRR B SmA) ([ZHESW TR LTz,
[850/MNRA. F5 40y F10%/NMNEHA]
14.1.2 IV-7. FARNE R VA% ORTENE 2
14.1.3 IV-8. fiiffl & DG (B FRIZE L) SR

ZDMDEE
BERR{EAIZE D 53R
HREESH TV

JEBEREAERICE D 1B

[ﬁEZOO] 146~148)

15.2 JEERERSRERICE D < 1Bk
Ty MZTEX VY VK (2,000mgkeg/H) & T2 YT —u (15mg/kg/H UL E) O43 B OFH#E
AfEE L7z, KO X7 X v U K (500mgkg/H), 7> Y77 Y —/L (100mg/kg/ H) |
77V 2n~xA v (25mgkg/H) O4BMOEAREO®RELG LIZRABRT, 7EX v U Kz Blb 5
WIEOFH G L TEBMISHRE SR DT O BV TV D0, FEdIX 7 EX v 2 U KR PERBITHTH L7z b
DTHY, FNTHHLZLD TIFARNWZ ERHERSA TV,
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X. JFERAREAERICEE Y SIHE

1. EEER
(1) FEMFEEHER
TV S BIY 2HH ) B8

(2) HREMFEEHR
1) —RRREEE
77 Aa~A WD R ORI O —SEERVE & MET U 7oA, PR, BRI -
PEERA A, LB, £ U<, AR E CIRRHCBEE A ER RO oo Tz,
2) BEEB -+ BBEBICE T A aNy 44— EO ) BEEAE
(ZFEXFOVYVKIBMRUVS Y TSI—ILEDFHADIGE) ¥
7 FAu~A Ty, TEXFTVV VKM, T2 7T 7 — L O3FIPEH RO R AR R K OVME B 28R
ZxT BRI OV TRRE L7 R D AR AR RS AR TR E QMO EBER 2 RS 2V e B
Z BT,
(ZEXFOVY VKPR UT A TS I—ILEDHADIBE) ¥ 199
77V ARy, TEXVVI VKM, AT T —LorAERGIC L D3RI EERBRICE O
T, B 2EBER ORBULRO 6T, 3HIFHBEGIC X A2 LB O bl o T,
(FEXDDI) VKPRV SANTSY—=ILF MDD LEDHADEE)
MR L

(3) TOMOEERS
BH TR L

2. HMHHER

(1) EEE5HEHR
1) —RRERRE
AR : LDso (mg/kg)

I B KR BT FRPA
‘ — 7 R 156, 157 J 2,740 1,030 >5,000 173
%ﬁ (ICR : 53l i) ] 2,700 850 >5,000 195
;FEJ@ 7k 156) ‘ & 3,470 669 >5,000
(Wistar : 73#1) Q 2,700 753 >5,000
J — ™ 2159 A 2 1,290 - L
g (ICR : 3 H i) ? 1,230
% 7 v R 5 1,330 - _
(Wistar : 3 H i) ? 1,270

BES - T ZEBREBICBTEA) Ny 42— - EO ) BREAE

(7%#//Uzmﬂ%&07zvjvv—wtwﬁﬁ®%é)

Wistarsz 7 v kB2 (751 2a<~A 221,000 or 2,000mg/kg, 7 Ex U L kKF2,000mgke, 72 Y7
7> —)12,000mg/kg A 3FIPFHERIFE D 5) K OE— 2L RIO (75 ) 2An~A 2 2500mgkg, 7 EF Y
v U VIKFI500mgkg, T v Y 7T —)12,000me/kg A 3FIOF FHHLERR ) Tk, DRGSR B
WCHEREARHR LN D> T2 LD SHIPFHEGIC L 0 SMEFENEET S Z L idhn e B bni,
(ZEXOV KPR VT A TS T—ILEDBHRDSE) ¥

SD#T > h (77U A U’?/f 2 21,000mg/kg, 7EF T U LKFI2,000mgkg, A A 7TV —/1500mg/kg
Z3AI0F A EERR 0 £ 5) 2R\, 3FIDFR B G2 X B8 7o e BtE O3 BLUL OUMEBRIGR O B /e o7z,
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X. FERRHERICEAT SIRE

(TEFIDYUKIMRUESIRTSY—ILF M) LEDOBRADEZE)

SDRT v M TV Aua~A )7 EXT Y K777 —vF s U T 2A01,000/2,000/0mg/kg,
1,000/2,000/250mg/kg & T*1,000/2,000/500mg/kg & HLEIFRE O e 5 L7255, WL OFIZ B W T HIETHITRE
D HAVT ., B O B FEE1E1,000/2,000/500mg/kg L W K ToH Y | 3AIPFHIC L 2 BFEREOIX TILR S b/
Mo fe, BERMEOBEENIFOFHE GREOME TR Lo n, —mtErSEEEOE TH 572,

(2) RIEHSEMHRER
1) —ARRRIE
O HarEEE
75 2avwA LU ERAT M (12.5~800mg/kg/H) . ST v R (12.5~200mg/kg/H) . e —
TR (6.25~400mg/kg/ H) . Shti B — 27 /LK1 (30~300mg/kg/H) . H/1199 (25~400mg/kg/H) 1228
HE#E DG L 72 iBRIC I W T, sBAEMIZ ST 5 Tl #&fE TAST, ALTO ER%E, £/, Siti7 v M4
bR < &R O o E BT OMMRZE(LE LR A, 2D OZRITRIEIC L v BHEME M & 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

© 1ErEEME
77 ) An~A v EWistark 7 v b (1.6~200me/kg/ H) | B — 27 /LR (0.8~100mg/kg/H) . H1'® (25
~100mg/kg/H) (264 A O#EE Lo BRICHB W T, dliarEmtE & RIS OMBRZELEN A ST D3,
RIEIT L v IR A2 LTz,

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) BiEG - THEBEBICETHEA) Ny 2— - EQ ) BREAE
(TEXDVY KPRV S Y TS VY=L EDFHRADISE)
Wistarsza 7 > b7 (7 F U A~ A v 2200mgkg/H, 7EXFT U 2 KA500mgkeg/ H, 7>V 7T —
V50mg/kg/ B & 3FIGFAAEME O & E) KOE—27 LR (77U 2a~A 2 25mgkg/H, 7TEXT VY
Y KFI500mg/kg/ H, T2 7T Y — 1 100mg/kg/ H & 3K 0F 4R O £5) <Tix, OFHELICX 0 #i-
ICHERENHONRN-TZ 0 b SHIPFHTGIZ L0 FEREES L Z & idhneB 2 b,
(TEXDVY VKPR UFT A TS I—ILEDFHADIGE)
SD%T v b7 (7Y 2un~A 3 2200mgkg/H, 7EFT U KMP3TSmgkg/ B, A AT 5 — )L
10mg/kg/ H % 3AI0F 4B RIRE N e 5H) O —2Z LRI (7 F Y ZAa~A 2 25mgkg/H, 7TEF U v
KF#500me/kg/H . A A 7 Z > —/L5me/kg/ B 2 34I0F H4E R A #&5-) 1230\ T, 3FI0FAIGIC LY &
PEFTRDSEINCHIR S 720 . T LSRR WEIT7T 2@ ARRO b d 2 &3k h o T,
(TEXFODY KPRV SANTSI—ILF MDD LEDBRADIEE) 7Y
SDRT v NMZZ TV Aa~A U/ TEXT VU KW Z T 7 —)vF N U 7 A050/1,000/0mg/ke.,
50/1,000/1mg/kg, 50/1,000/5mg/kg K% T850/1,000/25mg/kg % 418 M SAERE 1 % 5 L7255, 50/1,000/25mg/kg % 5-
FEOMEIZ N T, (REKOEREDRED 72 EORBIRBOE N, FITEIUE S IHEIEDOIR T, B7RM,
THEDORRRRIE & W o 7o — BRI ERNRBO LT, £ T, 77V RAa~wAf Ty, TEFTVTY VKR
MO EEEZDHZEIZEST, ZUHOFANEDLLNE I NERFT 57012, FIZSDERT v MZ
SNF 5 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 T)125/400/25mg/kg % 438 ] 48 7% O #¢ 5 L 7= 45 5. 125/400/25mg/kg
BHREOMEIZ N T, KBREOELNO0M S L KR ATFRHE OB E OZFEHE 1 DB B vz, 70k,
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WTHORECB W THEETEMITFRO b holz, Flo, E—=27 A RICZFZV AuvA T/ TEF T
VoK) X7 5 — ) kU AdD0/0/Smg/kg, 0/0/20mg/kg. 25/500/5mg/kg K 1U25/500/20mg/kg %4 H
MRERARS L, B, EGICEL UL, 72XV I VK E T _XTF TV — ) b U 7 LOF L%
IFFRC 7 0 An~A Vo ahb Lz, TORE. 25/50020mg/kgfk G-EEIZ BT, 52/ thug it o 48
FEDOREMMABE STz, 728, WEHORAME X AR N b 2\ WMEE Th - 7243, 288 LA 9 2 8 m 3
H B, BB OIERICE-> THET 5 Z L id e o7z,

() EizEMAER

4)

(5)

O Z5FME

1) MR A AW E IR 2R RS (AmesikBR, invitro) | 225K RFFFMERER (invitro) . F v A =— A
DAL — RN & O T R B TR (in vitro) . ~ U ADEBERIN/ MERERTY | B O Ames
RER (invitro) 217>, b XV 7TV 2u~A 2o ROZOREMICERFEIEIEERD Dotz

2) TEXVVY VKRME T Y T T = E O RAOSAETY
vy A=Ay TEXVVY VKM, TV 7T — O3RN O &G /MG RBR (ICRAKE
~ U AERAIN) 21T o720, R REEFHERIER (nvitro) KOWEEABLEIER (invitro) 137D BN
Mmool

3)) TEXFVIVY VKB OA AT TV =L EOPFHOEET
77V A~y TEXVVY VKR, AT T — L O3FNPFARE D &G T/MERBR (ddY Rt~
U AR AT o7, PR REFERIEM (nvito) 13RO LT, BT L DL RIFMEDOIHILAR
WeEE 26T,

4) TEXVVY VKRMEOT T T = U T AL OPEFHOEAET
sV Ay, TEXVVI VKR, X777 —F N U o AO3FI0F R 0BG CCHOM R &
FHUN7-HGPRTHIHE & R - 2R E BRR 21T o 12, T OFEE, SOmixTifE F M OFEFEE TFICBWT, 977
V=P FU T AHAL 7T A, Y ROTEXT VY LAKFIOFI0EH. 7T U Aaw A,
TEXT LY VKRR TR T —F N U7 AOIKIPEIC & BB R E RFRERITRD b
Rhote, T, BT RC 7TV A AT EXRTV) VKR T RT T =)L U T AD
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 17 1 # 5
L. BHICB T2 RO EEFRENOAEZ/NMERBRIC L VR LZ, TR, 3FHH RS HET
HEBEICR T DR AR REFRIERIIA N2 5T,

MNA RS ER
MY ERe L

AEHREFEHR

O EHRRT M QTR0 5 55817
Wistar;2 7 » b (10~125mg/kg/H . #1) TiX, BEMWOAGERE K DR O ALT - IRIEH I EBITRO b
I AR TH BN T35me/kg, R TI125mekg E 2 T,

Q #EAEIN 535k
Wistarsz 7 » F'80 (10~160mg/kg/H . #0) KO H 8D (10~125mg/kg/H. #0) TiE. EHBMEILR
OO oT,
B, ESMIBIT AR CTKRO L) B ERHH, SDFRT v b (15~150mgkg/H, f&H) KUCD-15%
~ A (15~1,000mg/kg/H, #&H) IZBNT, ZNEFNHIPICEER S bbb S &mHET, 7y MA
T ODMAE R BEFE RO~ U ZARIBICOBERBZRBD bz, 2, v 35~T0mgkg/H, M) 2B\ T,
REEMWIC TN B 5 DI 5 T70mg/keg/ H T, I IFIARIKE O A A B2, Fh3. N, BRI
ERRO b oTe, BEEREITT v b T40mgkg, U U F TRENM3Smg/kg, IEIR125me/kg & & 2 Tz,

@ JEPER M O L 3 5518
Wistar;2 7 v b (10~160mg/kg/ H) TiX, PEROITE) - BEZIZEEIIFRD LR o T, M8 IR
W, PEIR L H4omgkgl &z Bz,
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(TEXFIVI VKPRV SI OV TSIV—ILEDHADES)

IR - BB VESE A BE 9 5 BR s

Wistar;2 7 v b OZRBEREY (ER6H~17H) 12, 77V Aa~A vy, TEXFVVY VKW, 72V
T =N ONTNOBEMBEEIZ L > THREMD 2 VI - IBIROBEICHEEORENL LN HE L &
(77 VA2~ A160mgkg/ H, 7EFT U LAKFS00mgke/ H, 72 Y 77 —/L50mg/kg/H) T3
FIOFHRE OB G U254, BEEOFB I S 2 23, IRVEICx U TESEER & 2 WIS I IR S 7200
LEZ LT,

(ZEFXFOVY VKPR UFT A TST—ILEDHADIEBE)

MG RR L

(TEXDVY VKPRV SARTSY—ILF )DL EDHRADISEE)

MR L

(6) RFRIMIEHER
LB L

(7) ZothoF%EM

O HUFRHES
EFENLEY NTOREMWET T 74 7% —RIG, ZH M7 77 4 7% — (PCA : passive cutaneous
anaphylaxis) FUi&, #fih 7 LV —ROG GRIEREEROG) . ¥ ¥ TOZE MEREEEG, 7 /4 ARG,
7 v FPCARUSICO EMFS LIRER, WIhbRIETH Y, 7 7 Y Ru~ A 2 U AHUFMEIERRD S -
770

@ BT HIEH
Dutchffi 7 - F 891229 H Rk & 5 (40, 160mg/kg/H) L, SR RICKIETEZRG LIofER, BB
ROLNIE T, iz, FAEy MIZ30AMRE L&KL (200, 400mgkg/H) L. BERRIC T TRE
ARG LTCRER. BT oo T,

@ Mgz xt4 2 1EH
Wistar;2 7 v b & W TSGR E RICKIZTHELZRF LR, 77V Aa~vs vrrokakh
(500mg/kg/ H) 12 & W IFF b 27 02— LP-450DHE NGRS 572188

@ Bhgizxtd 5 1EH
Wistari 7 » M7 5 Y A m~ A 2 500me/ke/ F A2 AR QA L, BIIC RIET 8 A M LR,
KREKEEGTHBIMOMER VFRBICKIETRHBIRECH- 72, £/, 7rEI FRO Y o —
N R DEBEE T v MOT 2 AR OB L M LR, BEEORBIEMIIRD b7z,
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(XIM-2. ZDfoBEEE 20)

F—Rs - R
R 7TV R

EfRREEEAH
198947 H 17 H

HERTAREABRUVERES, RMELNHGFAB. REFMBEAR

Wk 7 AR AT I ERE D SR A [ | BOeRIGEA 1
7 1) ZEE200 199143 H29H 20300AMZ00251000 19914E5 H 24 H 19914E6 H 24 H
7 1) ZEE50/NE A 199143 H29 H 20300AMZ00252000 19914E5 24 H 19914£10H 7H
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. " = 21800AMX10891000 200746 A 15 1996412 H 13
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HAMFAENEAEH B 19964£12H 13 0

MEEXIREM., FAERVAEZERENEOERBRUVZOARRE

[££200]

19984 9H30H : ZhEE X IFTBhHIT [H; RIEGERSIEBERE (=A X)) 12D #FRtE~ A 237 7 U 7 JRYYE |
S EN|

20004E 9A22H : ZhEESUIZIEIC THIEE « + RIBEEICBIT 2~ a Xy Z— . vo U RYE], FEED
A& 750 2~y TEXIVI VAR RT Y 53— AP HOBEE] %
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X. EEWEIEICRHT HIEH

10.

20024 4H11H :

20064F 2H23H

20074F 1 H26H

20074 1431H

20084 8 H29H

20104 6H18H

20134 2H21H :

FAEEOCHEICEES - +ZHBBEEICBIT A~ any X — . o ) EYYEICxT5 [
FAu=A vy, TEXV VD VKR O AT T — VOGS B

D RE U R<BE IS FES I TV A X TR 28
D HELOHEICERE - +fRBESCRT ) any Z— . vu VEGYEISST 5 (75

2a<wA Ty, TEXRVU VKR ONT XTI Z ) —)vF N o AEHOEE] 280

HEROHEOBES - O HBERGICRIT o~ a s Z— - vn JBIYEICH 5 17

VAR~V TEXFVVY VKR OA AT T —VOFHOGA ) = AR
18] £400mg % 200mglZ 8 1[5]400mg & il B HE & Al 2 180

CRIRENIIEN R A a Xy F YA - TETLAaL Ly 2 (MAC) SE& & TedEfk

PEDIRRIFIE | 2180
(ke & 0 ZhRESUIRNR 2 A3 D B RMESRIE AN BAEMRE (= A ) 120 5 FFEMEMACIE 2 &2 10)

D IREXIIBNFAT THMALT Y /3, RRFREPE ML MR PESRBE R (B - SaetEii M E) |

FHIE RIS 2 NHRERREZE ISR T 2~V a s Z— . v'n VRYYE| 2800
FEROHED T ) T T =)V FRAT T =V T T T =) N 7 LADOKTLHE
7O hURTA e B —~TEHREFE

BHEESUTZN IR [NV a sy ¥ — . vu VEGER] 28N

[50/MNRA. K54 >0y F10%/MNRA]

19984F 9H30H

19994£10H 15H
20064F 2H23H

20094 3H10H

DRNRESUTAN RIS TR RIERIEARIEMRRE (A X) (D TlME~ A 237 T U 7 YL |

Z BN

S BhRE AT TR ER] 2B
D RE I R<EIGEFE>IC (VO A R TR, AEROCHEIC Y UAR TR 5 ik

KO & 280

: FHER O BEOBRRMERE AR SIEWRRE (mA ) IS B~ A 27TV DL - TEY

Lar7 vy 7 A (MAC) JEIZKT 5 HME " T MONEEEZFHT 2 EnEE L
VW B OFLEE IR

BEERR. BIMiBERARFABRUVZORE

— AR R AE

FEAEMARARFEHB  19999:3H3H

FRARME  MEEEUSEE2IHA S RRIEGTFEHR) onTicbizd Lan
MRS R ARFEH H 0 200449 H30H

AR AS R AR FHO A E T IUTEFEF 4G E2ZHEOA T OWVTIUT HiEY L
BiES - T ZEBREBICB T A aNnNy2— - EO ) BREE

(TEXIDI KPRV S VTS I—ILEDBA)
FRAEMARARFEH B - 200843 H24H

FRAMR  EFEHASHE2ZEE3 S GKESRFEH) OWVT T HEEY Ly

BiEE - T ZIBBEBICB T A aNnNy 44— EO ) BREAE
(TEXFIDY VKPRV FTATSV—ILEDOGR)

PR EERAREHH - 200943 H30H

FRAAGR  EREEALE2HE3 S KGRIEGRSH) OWThIc Y Ly
BRUSETRLEER (T4X) ITESBEEY/aANITYYL-FEDLIYTLYS R (MAC) fE
FEERBIARIEHAH  201143H25H

FRAAG R - EREEALE2HE3 S KGRIEGRSEH) OWThIc Y Ly

BEE - tZHEEEBICETAA) Ny 84— EO) BE

(FEXOV KPRV SARTSY—ILF RO LEDBRA)

BRI ARFEHH - 201344 H4H

FRARGR - EREE4LE2HEE3 S RGRIEGRSEH) OWThIc Y Ly

96



X. EEWEIEICRHT HIEH

1.

12.

13.

14.

BEEYM

—RRRYLE 64 19914F3 H29H ~19974F3 H28 H
B RMEGIEARBIEGRE (A X) IS~ a XTIV A - TEY LT Ly 7 X (MAC) JE

104 : 199849 H30H ~20084-9 H29H

B - + HRIBEBICRBIT A2~ a Ny Z— . va U EYYE
(TEXTVI KFIEDRT T Z ) — D)
44F 1 200049 A 22 H ~2004429 H21 H
B - + HRIBEBICRIT A2~ a Ny Z— . va J EYYE
(TEXT U KR O AT T — v & D)
44F : 20024E4 A 11 H ~20064E4 A 10 H
B - + HRIBEEICRBT 2~ a Ny Z— . va U EYYE

(TEFTVI VKFMBERTRXT T —F R U s EOFH)

44 : 20071 H26 H ~20114-1 H25H

REAARGIRICBII 5 1FR

PRISAEI A6 HAY AT @A R 1077 (IR @ PRR04E3 A 19 H AT [RGB SR%977%) O G

(Z BRSBTS BTV D ES ] IIEREY LR,

(Fir D Fps F 1= i)

£Ea—F
o [EAETHEAESEAAEE | EREEL - . L7 MR
It e . . HOT (9 = - .
Ak Fe % ”Iﬁg%uﬁ'ﬂjﬁF (YJ:”“F) ( *ﬁ) ﬁﬁ AT AHa— R
77 U Z§E200 6149003F2038 6149003F2038 111222101 616140105
7 Z ) AEES0/NE A 6149003F1031 6149003F1031 111220701 616140104
S5 2R S w 7
77 FoAvmy7 6149003R 1143 6149003R1143 111224501 620004974
10%/)NE
RIRBF LDEE

L

97




Xk

1.

5| Ak
1) A=HBLEE, 12> EISAFSE. 2007 ; 38(11) : 563-576
2) g W, 1 E BRI 2009 ;5 46(2) : 169-171
3) JEA ST R R A B R E AR - DU B O F 5] &
4) Griffith, D. E., et al. : Am. J. Respir. Crit. Care Med. 2007 ; 175(4) : 367-416 (PMID : 17277290)
5) KB #, 1E7> : Chemotherapy. 1988 ; 36(S-3) : 452-499
6) AAFREFE Rl [ENE AR (HE#RY)
7) 7 mﬁ%%i%ﬂ EING T AHRER (KERS)
8) KFRIFE R - ENE [ R (mHEXERS)
9) [EWNEE 1 FH3AIOFH HE B G5 OKFRAEA H £ 2000.09.22, HIFEEEMEE K-1-1.3-1)
10) EWNE 1 FHE3F0FHEE G35 GKBAHA B £ 2000.09.22, HEEEEHMEZE h-1-1.3-2)
11) ENE 1 H3AIOFH EER 538 OKGEAFA B ¢ 2002.04.11, HEERMEE K-1-2-1-Q)
12) EWNE 1 HE3H0FHER GHER GRKFRAA B £ 2002.04.11, HFEEEHEE H-1-2-1-0)
13) EWN3HIOF R ANENRERER « ZartkofbR OKRAEHA B : 2007.01.26, HFEEEHMEE 2.7.6.1)
14) J&  HFF, 1ED> : Chemotherapy. 1989 ; 37(2) : 200-225

15) /& #HRFE, 1E2)> : Chemotherapy. 1989 ; 37(3) : 314-335
16) JIATIE=, 1Fh>: H& K. 1989 ; 35(1) : 134-151

17) B%EedE, 132 H&LERIK. 1989 ; 35(1) @ 113-133

18) ¥ %8, 1E»> : Chemotherapy. 1989 ; 37(2) : 172-199

19) fEfz ARKEB, %2> : Jpn J. Antibiot. 1989 ; 42 (4) : 983-1013 (PMID : 2528004)

20) AGRIRFE R « SR I AR RER

21) Asaka, M., et al. : Helicobacter. 2001 ; 6 (3) : 254-261 (PMID : 11683930)

22) Schwartz, H., et al. : Am. J. Gastroenterol. 1998 ; 93 (4) : 584-590 (PMID : 9576452)

23) Fennerty, M. B., et al. : Arch. Intern. Med. 1998 ; 158 (15) : 1651-1656 (PMID : 9701099)
24) Misiewicz, J. J., etal. : Gut. 1997 ; 41(6) : 735-739 (PMID : 9462204)

25) Kuwayama, H., et. al. : Clin. Drug Investig. 2005 ; 25(5) : 293-305 (PMID : 17532667)
26) Lind, T, et al. : Helicobacter. 1996 ; 1(3) : 138-144 (PMID : 9398894)

27) Malfertheiner, P., et al. : Aliment. Pharmacol. Ther. 1999 ; 13(6) : 703-712 (PMID : 10383498)
28) [ENEEIAHRER KRR EH A :2007.01.26, HIFEEEHEEE 2.7.6.3)

29) HARNY any Z—"pas 0 HARNY a g Z—"24580 2000 5 2(S) @ 2-12

30) Higuchi, K., et al. : Chn. Drug Investig. 2006 ; 26 (7) : 403-414 (PMID : 17163273)

31) Chemotherapy 1988 ; 36(S-3) & HlsZ KIE RIS G

32) 7KERRFEE} .V\?%I[PFH B (e LR & 53R

33) ZKGREFE Rl WESMRIREER (F & ®)

34) Kuwayama H, et al. : Aliment Pharmacol Ther. 2007 ; 25(9) : 1105-1113 (PMID : 17439512)
35) WM TARGRER (RGE4EA B : 2007.01.26, HIGEEEHEE 2.7.6.5)

36) KESEMAHRE CKGBEA H @ 2007.01.26, HEEERHEEE 2.7.6.6)

37) BESBE %N, (Z2> : Jpnl. Antibiot. 1994 ; 47(10) : 1283-1298 (PMID : 7807690)

38) MGEAE, 130 HE LR, 1999 ; 45(2) : 94-104

39) BRI AN, 1E5> : Chemotherapy. 1988 ; 36(S-3) : 123-128

40) /NBFECR, 1E2> : Chemotherapy. 1988 ; 36 (S-3) : 1-34

41) BB -, 1E7> : Chemotherapy. 1988 ; 36(S-3) : 35-58

42) #EM  fE, 1E7> : Chemotherapy. 1988 ; 36(S 3) :59-70

43) HEFRE, &> : Chemotherapy. 1988 ; 36(S-3) : 95-110

44) FF2442, %> : Chemotherapy. 1988 ; 36(S-3) : 129-155

45) JNEEER, 1E2> : Chemotherapy. 1988 ; 36 (S-3) : 71-81

46) WIFF &, 1E7)> : Chemotherapy. 1988 ; 36(S-3) : 111-116

47) FHIRHET-, 1F)> : Chemotherapy. 1988 ; 36(S-3) : 117-122
l

48) RIS, 1E2> : Chemotherapy. 1988 ; 36 (S-3) : 673-678

98



X 1. X#k

49) Wallace, R. J., et al. : The First International Conference on the Macrolides, Azalides and Streptogramins-Santa Fe,
New Mexico-January. 1992

50) Khardori, N, et al. : J. Antimicrob. Chemother. 1989 ; 24 (5) : 667-673 (PMID : 2599991)

51) Naik, S., et al. : Antimicrob. Agents Chemother. 1989 ; 33(9) : 1614-1616 (PMID : 2817858)

52) Brown BA, et al. : Antimicrob Agents Chemother. 1992 ; 36(9) : 1987-1990 (PMID : 1416891)

53) Cederbrant, G., et al. : J. Antimicrob. Chemother. 1994 ; 34 (6) : 1025-1029 (PMID : 7730216)

54) Kt EFnRk, 1E2> 0 BARERER. 1999 ; 57(1) : 81-86 (PMID : 10036940)

55) Hardy, D.J., etal. : J. Antimicrob. Chemother. 1988 ; 22(5) : 631-636 (PMID : 3209524)

56) HEHESC, 1ED)> : Helicobacter Res. 1997 ; 1(1) : 49-55

57) shEEANT 2B GKFRAEH B 2000.09.22, FHEEEEMEEE A-1-2)

58) 5 AKHZEF, 1EH> : Jpn . Antibiot. 1997 ; 50(9) : 776-793 (PMID : 9394238)

59) & FEAMAT DB GKFREH H : 2007.01.26, HIFEEEMEE 2.6.2.2)

60) PGS, 1%/ : Chemotherapy. 1988 ; 36(12) : 921-932

61) FGHE S, 1E7> : Chemotherapy. 1988 ; 36 (12) : 933-940

62) EWN3AIGFHIANENERER - B ORE R CKFREH H : 2007.01.26, HFEFEEMEE 2.7.6.1)

63) SHIEH, 13 0 HAR(LPEE S HEES. 2009 5 57(2) @ 97-100

64) BEH: B &NE)> : Jpn J Antibiot. 1989 ; 42(2) : 512-541 (PMID : 2526259)

65) ChuS.Y, etal. : Antimicrob. Agents Chemother. 1992 ; 36 (5) : 1147-1150 (PMID : 1387301)

66) FGEHGES, 1E7> : Chemotherapy. 1988 ; 36(S-3) : 213-226

67) PGS, 1E7> : Chemotherapy. 1988 ; 36 (S-3) : 238-247

68) Sedlmayr, Th., et al. : Geburtsh. u. Frauenheilk. 1993 ; 53(7) : 488-491 (PMID : 8370491)

69) FGEH#EY, 1E7> : Chemotherapy. 1988 ; 36 (S-3) : 248-256

70) HEEZ4E, 1E7> : Chemotherapy. 1988 ; 36(S-3) : 698-714

71) JIEE N, &5 : Chemotherapy. 1988 ; 36 (S-3) : 715-728

72) A& RWER, 1E2> : Chemotherapy. 1988 ; 36 (S-3) : 1058-1073

73) EIREEE, 1E7> : Chemotherapy. 1988 ; 36(S-3) : 926-934

74) H)Il ¥, 1EH> : Chemotherapy. 1988 ; 36 (S-3) : 900-906

75) s KHR, 1E7> : Chemotherapy. 1988 ; 36 (S-3) : 950-954

76) B OERNERBIZ KT A0 O GRKFEHEA H : 2000.09.22, HIFEEEHEE ~-2-6-2)

77) Nakamura, M., et al. : Helicobacter. 2003 ; 8 (4) : 294-299 (PMID : 12950601)

78) ZEE 2%, 1E7> : Chemotherapy. 1988 ; 36 (S-3) : 264-273

79) EF2fE, 1E7H> : Chemotherapy. 1988 ; 36(S-3) : 156-169

80) Suzuki, A., et al. : Drug Metab. Pharmacokinet. 2003 ; 18(2) : 104-113 (PMID : 15618724)

81) Mayhew, B. S., et al. : Drug Metab. Dispos. 2000 ; 28 (9) : 1031-1037 (PMID : 10950845)

82) Cohen, et al. : Antimicrob Agents Chemother. 1992 ; 36 (10) : 2104-2107 (PMID : 1332586)

83) AGRRFEEL « 20 ) & FAF T 5 FKEH AR

84) 7KFRIFE Rl : b MANEIRERER (S

85) W7 W, 1EH> : Chemotherapy. 1988 ; 36 (S-3) : 660-666

86) WEHEH, 1ZH> : Chemotherapy. 1989 ; 37(1) : 15-21

87) Desta, Z., et al. : Clin. Pharmacol. Ther. 1999 ; 65(1) : 10-20 (PMID : 9951426)

88) Ausband, S.C., et al. : J. Emerg. Med. 2001 ; 21(4) : 411-413 (PMID : 11728770)

89) —AF A, IENH> : Chemotherapy. 1988 ; 36(S-3) : 515-520

90) sEAERE, 1Eh : BAVNET L —525E 1989 5 3(1) : 48-55

91) Jacobson, T. A. : Am. J. Cardiol. 2004 ; 94(9) : 1140-1146 (PMID : 15518608)

92) Greenblatt, D. J., et al. : Clin. Pharmacol. Ther. 1998 ; 64 (3) : 278-285 (PMID : 9757151)

93) Yeates, R. A., etal. : Int. J. Clin. Pharmacol. Ther. 1997 ; 35(12) : 577-579 (PMID : 9455717)

94) Hedaya, M. A., et al. : Biopharm. Drug Dispos. 2006 ; 27(2) : 103-110 (PMID : 16372380)

95) Kulanthaivel, P,, et al. : Cancer Res. 2016 ; 76 (14 suppl) : CT153

96) Liukas, A, etal. : J. Clin. Psychopharmacol. 2011 ; 31(3) : 302-308 (PMID : 21508859)

99



XT.

>k

97)

98)

99)
100)
101)
102)
103)
104)
105)
106)
107)
108)
109)
110)
111)
112)
113)
114)
115)
116)
117)
118)
119)
120)
121)
122)
123)
124)
125)
126)
127)
128)
129)
130)
131)
132)
133)
134)
135)
136)
137)
138)
139)
140)
141)
142)
143)
144)
145)

Hardin, T. C., et al. : Pharmacotherapy. 1997 ; 17(1) : 195

Ouellet, D, et al. : Clin. Pharmacol. Ther. 1998 ; 64 (4) : 355-362 (PMID : 9797791)

Hafhner, R., et al. : Antimicrob. Agents Chemother. 1998 ; 42 (3) ; 631-639 (PMID : 9517944)
Kakuda, T. N, et al. : J Antimicrob Chemother. 2014 ; 69(3) : 728-734 (PMID : 24155058)
Wallace, R. J., et al. : J. Infect. Dis. 1995 ; 171(3) : 747-750 (PMID : 7876634)

EREE R, 1F0  ERERIEFL 1995 5 26(1) : 149-150

Midoneck, S.R., etal. : N. Engl. J. Med. 1995 ; 333(22) : 1505 (PMID : 7477159)

Ford, A., et al. : Clin. Infect. Dis. 1995 ; 21 (4) : 1051-1052 (PMID : 8645810)

Brown, B. A, et al. : Clin. Infect. Dis. 1997 ; 24 (1) : 92-93 (PMID : 8994761)

Hirata, S., et al. : Int. J. Clin. Pharmacol. Ther. 2005 ; 43 (1) : 30-36 (PMID : 15704612)
Lindenbaum, J. et al. : N. Engl. J. Med. 1981 ; 305(14) : 789-794 (PMID : 7266632)
Kurata, Y. et al. : Clin. Pharmacol. Ther. 2002 ; 72(2) : 209-219 (PMID : 12189368)
Jayasagar, G., et al. : Drug Metabol. Drug Interact. 2000 ; 16(3) : 207-215 (PMID : 11116754)
Bussing, R., et al. : Diabetes Care, 2002 ; 25(9) : 1659-1661 (PMID : 12196446)

FEENR, 13« HAJRPEEEAIRNSHERSE. 2004 5 40(2) : 169-173

FEEHSEF, 132> 0 520618 HANR ATt F == (##H167. Dec. 2014

Tatum, W. O., et al. : Hosp. Pharm. 1994 ; 29(1) : 45-46

Stafstrom, C.E., et al. : Arch. Pediatr. Adolesc. Med. 1995 ; 149(1) : 99-101 (PMID : 7827672)
EHERH, 1E 0 BABIRFSHE. 1999 ; 41(4) : 460-463 (PMID : 10441997)
Gersema, L. M., et al. : J. Heart Lung Transplant. 1994 ; 13(2) : 343-345 (PMID : 8031821)
Wolter, K., et al. : Eur. J. Clin. Pharmacol. 1994 ; 47(2) : 207-208 (PMID : 7532134)
Miesner, Andrew R, et al. : Annals of Pharmacotherapy 2016 ; 50(8) : 689-690 (PMID : 27199495)
Spicer, S. T., et al. : Br. J. Clin. Pharmacol. 1997 ; 43 (2) : 194-196 (PMID : 9131953)
Grunden, J. W., et al. : Ann. Pharmacother. 1997 ; 31 (7-8) : 859-863 (PMID : 9220046)
Pajot, O., et al. : Fundam. Clin. Pharmacol. 2002 ; 16(5) : 419

Dogukan, A, et al. : Clin. Nephrol. 2001 ; 55(2) : 181-182 (PMID : 11269688)

Rollot, F., et al. : Ann. Pharmacother. 2004 ; 38 (12) : 2074-2077 (PMID : 15494379)
Cheng, V. C., et al. : South. Med. J. 2005 ; 98(8) : 811-813 (PMID : 16144178)

Akdag, 1., etal. : J. Nephrol. 2006 ; 19(4) : 515-517 (PMID : 17048210)

Schulz-Du Bois C., et al. : Pharmacopsychiatry. 2008 ; 41(6) : 258-259 (PMID : 19067264)
Paar, D, et al. : Lancet. 1997 ; 349(9048) : 326-327 (PMID : 9024381)

Iida, H., et al. : Jpn Heart J. 1999 ; 40(1) : 91-96 (PMID : 10370402)

HASK 22258 138 454 ; 2018 March 25 - 2018 March 28

Gerdénimo-Pardo, M., et al. : Ann. Pharmacother. 2005 ; 39 (3) : 538-542 (PMID : 15703161)
Steenbergen, J. A., et al. : Ann. Pharmacother. 1998 ; 32 (3) : 387-388 (PMID : 9533073)
Becker, C., etal. : Pulm. Circ. 2016 ; 6(S1) : S49-S57 (PMID : 27162627)

Recker, M. W., et al. : Ann. Pharmacother. 1997 ; 31(9) : 996-998 (PMID : 9296238)

Byers, M. : Can. J. Hosp. Pharm. 1997 ; 50(6) : 285-287

Oberg, K. C. : Pharmacotherapy. 1998 ; 18(2) : 386-391 (PMID : 9545160)

Phillips, S., et al. : Emerg. Med. J. 2006 ; 23 (e8) : 1-2

Meyboom, R. H. B., et al. : Ned. Tijdschr. Geneeskd. 1996 ; 140(7) : 375-377 (PMID : 8628425)
Sanchez, B., et al. : Clin. Drug Investig. 1997 ; 13(4) : 220-222

Grauy, E., et al. : Ann. Pharmacother. 1996 ; 30(12) : 1495-1496 (PMID : 8968465)
BEEIR, 1F) A HARERIEL P2 IS R A X —33K (P1-098), Aug. 2013
Horton, R., et al. : J. Pain Symptom Manage. 2009 ; 37(6) : e2-e5 (PMID : 19500718)
Auclair, B., et al. : Pharmacotherapy. 1999 ; 19(12) : 1439-1444 (PMID : 10600094)
Akduman, L., et al. : Ocul. Immunol. Inflamm. 1996 ; 4(4) : 219-224 (PMID : 22827461)
EREER, 1E2> 0 BAYRPBESEAIRT MRS, 1994 5 30(1) : 87-93

JEATG A - EERWEREERNRHS~ =270 SRR HOE E A

100



>k

146)
147)
148)
149)
150)
151)
152)
153)
154)
155)
156)
157)
158)
159)
160)
161)
162)
163)
164)
165)
166)
167)
168)
169)
170)
171)
172)
173)
174)
175)
176)
177)
178)
179)
180)
181)
182)
183)
184)
185)
186)
187)
188)
189)
190)

Z v R22AIDFAEEERBRAE R GREREEH H 1 2000.09.22, HHEEEMTEE —=-5-5.5)
A 2RO R A B ORGREEHA H : 2000.09.22, HFEEEMEE —=-5-5.5)
A 3N FEMEBRAE S ORERAEA H @ 2000.09.22, HIFEEEHMEE —=-5-5.5)

IRJZIE R, 1E75> : Chemotherapy. 1988 ; 36 (S-3) : 394-425

#s 15, 1EH> : Chemotherapy. 1988 ; 36(S-3) : 426-436

% W, 137> : Chemotherapy. 1988 ; 36 (S-3) : 437-451
HRGRIFERL - 3 O — SR HER

3HIOFFH — B GRGRAEA B : 2000.09.22, HIGEEEHEE &-2)

7 v FIFIOFH R G- EMEER ORGREH B 2002.04.11, HEEEBHEEE
=-2-2-3)

A X3FMPFR R B G- mtEaiR OKFRAEH H @ 2002.04.11, HIGEFEREMEE
P EIAE, ¥ : Chemotherapy. 1988 ; 36(S-3) : 274-288

KRBIRFEEL © ~ 7 A RN S R

WREILR, 1FD> ¢ JREE L EFER. 1988 ; 22(7) : 1433-1436

=-2-1-1)

Z v F3FIPFAAETEN B GKER4EA H : 2000.09.22, FEEEEMIE —=-1-1.3)
A X3FIPFR A EN AR GKERER B : 2000.09.22, HEERMEE —-1-1.5)

HEH L EMERER GRFAEH H @ 2007.01.26, HEEEEMEE 2.6.6.2)

K &, 1EH> : Chemotherapy. 1988 ; 36(S-3) : 289-310
ARG, 1F2 LA SRR, 1988 5 22(7) @ 1437-1452
B )BT, 1Eh> : JEaE L ERER. 1988 ; 22(7) : 1453-1483
FKHE—, &5 FEEEE K. 1988 ; 22(7) : 1485-1501

Chesterman, H., et al. : JLHE & BEER. 1988 ; 22(7) : 1502-1532

KE P&, 1E72> : Chemotherapy. 1988 ; 36(S-3) : 311-333

PARLRYS, 1F20s SRR L ERIR. 1988 5 22(7) @ 1533-1563

TKFREFE R « 8RR

7 v FIFIOF A EE AR RFEAEA H £ 2000.09.22, HRGEEEHEZE

=-2-23)

A X3HNGEFH H AR R KRR EH H :2000.09.22., HZEEEHERE —=-2-2.4)

7 F3FIOFRE & G- B OKGRAEA H : 2002.04.11, HIFEEEMBEEE

¥ G GKERAEH H - 2007.01.26, HEEEEMIE 2.6.6.3)
T —, 1F0 s EEEL IR, 1988 ;22(7) : 1565-1574
TR mﬁi%@fﬁi?ﬁ ZESRAE FLEAR (Amesiklik)

=-2-2-2)

~ U7 Z3FIOFH/ERBR GRGEAEA H @ 2000.09.22, HFEEEHRE —=-4-4.2)

~ U AR KRR A EI 2002.04.11, FHIFEERMTEEE =-2-4)
WEEERBR GKGB4EH H : 2007.01.26, HIFEEEHEE 2.6.6.4)
(LI F&, 1E5> : Chemotherapy. 1988 ; 36(S-3) : 334-344

(LA P&, %2> : Chemotherapy. 1988 ; 36(S-3) : 345-361

(L B, 1E2> : Chemotherapy. 1988 ; 36 (S-3) : 362-369
HGRIRFERE « AGH - AR (S

W B 1E0 Chemotherapy. 1988 ; 36(S-3) : 370-385

Z v F3FIOFHIE « BRIRFAICEI T 28R GRGE4EH H @ 2000.09.22, HIGE

PR ads, 1E2> : Chemotherapy. 1988 ; 36 (S-3) : 386-393
JUVEEERA, (XA« JEpE CBER. 1988 ; 22(7) : 1576-1585
PRI, 1F2> : A EERIR. 1988 ; 22(7) : 1587-1598
KE e, 1E0> 0 R FEEE. 1988 ; 22(7) : 1599-1604
PRI, (E2> : JERE E BEPR. 1988 ; 22(7) : 1606-1619
FIEBANER, 1Z2> @ A & ERIR. 1988 ; 22(7) : 1621-1648

101

EEMY R —=-3-3.3)



X

I. 3¢k

2.

Z DD SEXER

BHMALT U /3, Fp PR R PR SR B (B - S e dn VR E) | B B e LSk 2 NAREBERTE R
BEIEBITF DAY a s Z— - Ea Y EYE, ~U a7 X — . vu Y EYE RIS DU R A E
FHELN A TH D Z L ERTEE

B 5MALT Y >

EIN 183k, 103k

i)  Ono, S. et al. : Gastrointest. Endosc. 2008 ; 68 (4) : 624-631 (PMID : 18534580)

ii) Shiozawa, E. et al. : J. Gastroenterol. Hepatol. 2009 ; 24 (2) : 307-315 (PMID : 19032451)
i) REEMGL, 1F2 0 FH L. 2004 5 39(3) @ 277-283

iv) Urakami, Y. et al. : J. Gastroenterol. Hepatol. 2000 ; 15(10) : 1113-1119 (PMID : 11106089)
v) Nakamura, T. et al. : J. Gastroenterol. 2003 ; 38 (10) : 921-929 (PMID : 14614598)

vi) NEEESE, 1F0 0 B LR, 2007 ; 42(8) @ 1217-1223

vii)  NEFRRZ, 1320 H &M 2002 5 37(4) @ 521-529

vii) B B{EZE  BOEEEK. 2004 ; 50(7) : 565-570

ix) VIR BH, 1§ EEORRER. 2004 ; 50(7) : 539-547

x) Hiyama, T. et al. : Oncol. Rep. 2001 ; 8(2) : 289-292 (PMID : 11182042)

xi) Takenaka, R. et al. : Helicobacter. 2004 ; 9(3) : 194-200 (PMID : 15165254)

xii)  Nakamura, S. et al. : Cancer. 2005 ; 104 (3) : 532-540 (PMID : 15937928)

xiii)  Ohashi, S. et al. : Scand. J. Gastroenterol. 2002 ; 37 (3) : 279-286 (PMID : 11916189)
xiv)  NEEEESE, 1E0 0 H EME 1999 5 34(11) : 1345-1352

xv)  Terai, S. et al. : Tohoku J. Exp. Med. 2008 ; 214 (1) : 79-87 (PMID : 18212490)

xvi) AEBEE, 1320 IH(EEARFR 2004 5 38(1) : 46-52

xvil)  BRHEHIE, 13 {E{LEFE. 2009 ; 48(1) : 33-39

xviii) I HZE—, %) : Gastroenterol. Endosc. 2003 ; 45(9) : 1881-1892

xix)  Yeh, H. Z. et al. : J. Gastroenterol. Hepatol. 2003 ; 18(2) : 162-167 (PMID : 12542600)
xx)  Nobre-Leitao, C. et al. : Am. J. Gastroenterol. 1998 ; 93 (5) : 732-736 (PMID : 9625118)
xxi) Kim.Y.S.etal : J. Gastroenterol. 2002 ; 37(1) : 17-22 (PMID : 11824795)

xxii) Levy, M. et al. : J. Clin. Oncol. 2005 ; 23 (22) : 5061-5066 (PMID : 16051953)

xxiii) Yi, Z. H. et al. : Chin. J. Dig. Dis. 2006 ; 7(1) : 12-18 (PMID : 16412032)

xxiv) Lee, S. K. et al. : World J. Gastroenterol. 2004 ; 10(2) : 223-226 (PMID : 14716827)
xxv) Diz-Lois Palomares, M. T. et al. : Rev. Esp. Enferm. Dig. 2002 ; 94 (11) : 674-678

xxvi) Montalban, C. et al. : Haematologica. 2001 ; 86(6) : 609-617 (PMID : 11418369)
xxvii)  Chen, L. T. et al. : J. Natl. Cancer Inst. 2005 ; 97 (18) : 1345-1353 (PMID : 16174856)
xxviii)  Levy, M. etal. : Am. J. Gastroenterol. 2002 ; 97 (2) : 292-297 (PMID : 11866264)

R VR R PR SR B (B« SV i B AE)

FEIN193CHk, HEsh4 STk

i)  Suzuki, T. et al. : Am. J. Gastroenterol. 2005 ; 100(6) : 1265-1270 (PMID : 15929755)
ii) Sato, R. etal. : Arch. Intern. Med. 2004 ; 164 (17) : 1904-1907 (PMID : 15451766)
iii) Inaba, T. et al. : Eur. J. Clin. Invest. 2005 ; 35(3) : 214-219 (PMID : 15733077)

iv) Asahi, A. et al. : Haematologica. 2006 ; 91(10) : 1436-1437 (PMID : 16963398)

v) Kodama, M. et al. : Helicobacter. 2007 ; 12(1) : 36-42 (PMID : 17241299)

vi) Ando, K. etal. : Int. J. Hematol. 2003 ; 77(3) : 239-244 (PMID : 12731666)

vii) Fujimura, K. et al. : Int. J. Hematol. 2005 ; 81(2) : 162-168 (PMID : 15765787)

viii) Hashino, S. et al. : Int. J. Hematol. 2003 ; 77(2) : 188-191 (PMID : 12627857)

ix) Ishiyama, M. et al. : Int. J. Hematol. 2006 ; 83 (2) : 147-151 (PMID : 16513533)

x) Satake, M. et al. : J. Gastroenterol. Hepatol. 2007 ; 22(12) : 2233-2237 (PMID : 17559384)
xi) BFFELE, 1F2> : MHC. 2007 ; 14(2) : 201-207

102



X 1. X#k

Xii)
Xiii)
Xiv)
Xv)
xvi)
XVii)
XViii)
Xix)
XX)
xxi)
XXii)

XXiii)

FRAEE 1, 132> BRAR MR, 2007 ; 48(9) : 1145

REEE—HS, 1F0> 0 )IIRFESEE. 2005 5 31(4) @ 243-248

Hino, M. et al. : Ann. Hematol. 2003 ; 82 (1) : 30-32 (PMID : 12574961)

Kohda, K. et al. : Br. J. Haematol. 2002 ; 118 (2) : 584-588 (PMID : 12139750)

INEEZh R, 1F7 1 B ARWLESR MRS 2004 ;5 101(11) @ 1209-1216 (PMID : 15570869)
Ando, T. et al. : Helicobacter. 2004 ; 9(5) : 443-452 (PMID : 15361084)

Nomura, S. et al. : Eur. J. Haematol. 2004 ; 72 (4) : 304-305 (PMID : 15089773)

Iz, 1E2>  {EIEEREL 2005 ;5 40(1) @ 47-59

Rostami, N. et al. : Am. J. Hematol. 2008 ; 83(5) : 376-381 (PMID : 18183613)

Stasi, R. etal. : Am.J. Med. 2005 ; 118(4) : 414-419 (PMID : 15808140)

Jarque, L. et al. : Br. J. Haematol. 2001 ; 115(4) : 1002-1003 (PMID : 11843840)

Scandellari, R. et al. : Blood Coagul. Fibrinolysis. 2009 ; 20 (2) : 108-113 (PMID : 19786938)

W5 E s O NBTIRR % H

[E N7 3Lk

i) Fukase, K. et al. : Lancet. 2008 ; 372 (9636) : 392-397 (PMID : 18675689)

ii) Nakagawa, S. et al. : Aliment. Pharmacol. Ther. 2006 ; 24 (Suppl 4) : S214-218

iii) Tashiro, J. et al. : Dig. Endosc. 2007 ; 19(4) : 167-173

iv) Shiotani, A. et al. : Digestion. 2008 ; 78 (2-3) : 113-119 (PMID : 19023205)

v) Kamada, T. et al. : Aliment. Pharmacol. Ther. 2005 ; 21(9) : 1121-1126 (PMID : 15854174)

vi) BJIL 3 1D 0 HARIE LA ST MERE. 2001 5 43 (Suppl 2) : S1731

vii) Uemura, N. et al. : Cancer Epidemiol. Biomarkers Prev. 1997 ; 6(8) : 639-642 (PMID : 9264278)

WY anyx—.vnl R ER

EPN23CHR, M7 SOk

i)  Watanabe, H. et al. : J. Int. Med. Res. 2003 ; 31(5) : 362-369 (PMID : 14587302)

ii) Kodama, M. et al. : J. Gastroenterol. 2012 ; 47 (4) : 394-403 (PMID : 22138891)

iii) Sung, JJ. et al. : Gastroenterology 2000 ; 119(1) : 7-14 (PMID : 10889149)

iv) Mazzoleni, LE. et al. : Dig. Dis. Sci. 2006 ; 51 (1) : 89-98 (PMID : 16416218)

v) Vakil, N. et al. : Aliment Pharmacol Ther. 2006 ; 24 (1) : 55-63 (PMID : 16803603)

vi) Koskenpato, J. et al. : Scand J. Gastroenterol. 2002 ; 37 (7) : 778-784 (PMID : 12190090)
vii) Ercin, CN. et al. : Anatol J. Clin. Investig. 2008 ; 2 (3) : 118-122

viii) Milutinovic, AS. et al. : Eur J. Gastroenterol Hepatol. 2003 ; 15(7) : 755-766 (PMID : 12811306)
ix) van der Schaar PJ. et al. : Dig. Dis. Sci. 2001 ; 46(9) : 1833-1838 (PMID : 11575433)

103



XI. 2Z&H

1. ELNETORERTTIKR
KE, EE, 7T A, RAY, A FZVTRETEREIN TS, (2023423 H HIAE)

KENC IS T DGR (202343 A FF )

E4 KE (1991410 H 31 A 74&GE)

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.
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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

Mk OHE 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

AEROHE
(Ho%)

is considered at low risk of disseminated infection.

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/2019/0506625061,050698s041,050775s0291bl.pdf> (20234E3H15HT7 7 X)) LV
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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> (20234E3H15A T 7 A)) kb

A —A NZ U7 D45%E (The Australian categorisation system for prescribing medicines in pregnancy)
B3 (202343 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 >
QO23E3AISET Z7ER) XD
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KE DOFAT CE 8.4 Pediatric Use
(201949H) 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.), 2019429 H 247] <https://www.accessdata.fda.gov/drugsatfda docs/
1abel/2019/0506625061,050698s041,050775s0291bl.pdf> (20234E3H15H T 7 & X)) LV

111



XI. {#*E

1. BAAI - BlREXRICER L TERERFIE 21T 1SH - > TOSEIRR

AEOFHRICET 2R  AECAREZT TORVIREICET 2EBA G END, R IES e

LCORVARDEENTED ., < T LIRS TS REBIHECR SRR FEL LTRRL

T5, EFEFESERENZRNT 5 ETOZEHRTHY | MTEORGEZRT O TR,

SEHARAL : TP P D RRTENE BURIHE BN BT 2 WA R 7 A LIZBIT 2 Q&AIZDN T (Z2?3)
(HFITCEEI A 6 FA JEAETH B PR - ATE i R - RS AR i)

77 U AGEA L TREAIRG. SUTHPEE - 5 EIIEIC X0 EREGT 5 2 LITEISHOIETH D,
Flo. TNOOHIETRG LIEGE D, A - 24tk - {ZIKP“J@J Ea it Lo —Z13enew, JRANE LT
et L3S lBiEZEM L CTRET 5 2 LidHERTE 20,

B AHNDOEDEITITERDR D 5,

(1) #r:
7 Z U REE200D s D2 EMERBRZ . FRedic & Ehi L7,

7 Z U RAEE2000 1% D 22 TENERER AL IR

R 177 B
PRIFSME RERIAH ok . 238 [H or 45 or
IR 30 5 Lux-hr*? 60 5 Lux-hr**
(B %) A7 L A7 L
0)\’\
e SR REOkR Ee L FE e
m (B %) 100.0 100.9
o, == *1
N 40°C 7 (%) o 100.0 %95 o
6 (B 0 0.14 0.05
ELR 00 k2 —
ERZEL%) FUen 0.19 0.09
iR (BB 27r L B L
a)\/\
s RY+Enr REOHE i L Bl L
25°C o L) 97.5 99.6
60%RH ER %) U tn 1000 98.5 993
i (BRED 1.47 1.35
=N 0, *2 _
BREL %) KU tn 2.07 1.39
R (BA O 2l L 2L
0)”\ —~
i B ET HEOBA (L7 L ELi L
25°C e ) 97.0 99.6
75%RH ER %) R 1000 8.1 98.6
1 (B %) 2.05 2.02
E=NIN 05) *2 —
EREILCO o 3.09 2.18
R (B 2L b7 L
0)\'\
8 SR REOKR Y B L
25°C N iR (B0 95.5 96.4
90%RH ER %) FUen 100.0 96.5 97.4
(B 4.17 426
/jJ % *2 _
Ak %) U tn 5.10 450
v — L (B A7 L A7 L
0)\’\
e SR REOkK Een L B
ot vy — L (kD 99.4 98.6
7] = © [=—=—S—N Oo *1 X
- D657 v &2 (%) FUtn 100.0 976 979
>y — L (B 1.10 1.07
B (%) *2 -
ERZE( () K tn 0.63 027
CBFIEE A% TR LT, %2 AL EOMKHE TEH Lz,

* 3 IR R ORI X238 [, YIRS 13305 Lux - hrodfE B 2 5tk L 7=,
k4 MR L OV IX4E M, SERREHE60 77 Lux - hrod it % Godk L 7=,

112



XI. &

(2) Bk - BEURUEEREF1—TDEBMK
7 7Y AEE200, 7 T U AEES0/NEH O 5 i E MR O EMRERZ . FRIRMFIC oS %M L7,

BRIV

7 7 U AEE200 (1BEHF 27 7 U A~ A 2 200mgifliz ) 188, L7 7 U ZEE50/NEH (1827 7Y 2n
~ A 2 50mg e ) 15EE B —H —I2 & D FI55°CHK20mL A N %, HEEESO0Lux St 2R T1045 &
B LR EZWBRIEE L, Wik o~ v 797 4 —1EICCERO iz E& LT,

ERIT, FEOFTELZ100%E LIZBAOERER (%) TRLE,

1 5 Wkl {3 ) Iy 0D 22 78 P e s SR

"4 ESs AR (%)
7 1) ZEE200 =R . FEE800Lux 101.57
77 ) ZEE50/N A K, FRAE800Lux 100.56

2. TOMOBEEEN
BEMTEM
(77 VARIA vy TaRHSNTHD T ~—IRHGIE—)
ERRBEGRE AT R — A=Y (KEAT 4 AV E) B
https://medical.taisho.co.jp/medical/di/cl-tds

113



kEﬂ%ﬁﬁ@ﬂ

T170-8633RREEBXRH3-24-1
https://www.taisho.co.jp/ 2025%F 10 &ET



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

	6. RMPの概要

	Ⅱ．名称に関する項目
	1. 販売名
	(1) 和名
	(2) 洋名
	(3) 名称の由来

	2. 一般名
	(1) 和名（命名法）
	(2) 洋名（命名法）
	(3) ステム（stem）

	3. 構造式又は示性式
	4. 分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1. 物理化学的性質
	(1) 外観・性状
	(2) 溶解性
	(3) 吸湿性
	(4) 融点（分解点）、沸点、凝固点
	(5) 酸塩基解離定数
	(6) 分配係数
	(7) その他の主な示性値

	2. 有効成分の各種条件下における安定性
	3. 有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1. 剤形
	(1) 剤形の区別
	(2) 製剤の外観及び性状
	(3) 識別コード
	(4) 製剤の物性
	(5) その他

	2. 製剤の組成
	(1) 有効成分（活性成分）の含量及び添加剤
	(2) 電解質等の濃度
	(3) 熱量

	3. 添付溶解液の組成及び容量
	4. 力価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	(1) 注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	(2) 包装
	(3) 予備容量
	(4) 容器の材質

	11. 別途提供される資材類
	12. その他

	Ⅴ．治療に関する項目
	1. 効能又は効果
	2. 効能又は効果に関連する注意
	3. 用法及び用量
	(1) 用法及び用量の解説
	(2) 用法及び用量の設定経緯・根拠

	4. 用法及び用量に関連する注意
	5. 臨床成績
	(1) 臨床データパッケージ
	(2) 臨床薬理試験
	(3) 用量反応探索試験
	(4) 検証的試験
	(5) 患者・病態別試験
	(6) 治療的使用
	(7) その他


	Ⅵ．薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用
	(1) 作用部位・作用機序
	(2) 薬効を裏付ける試験成績
	(3) 作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	1. 血中濃度の推移
	(1) 治療上有効な血中濃度
	(2) 臨床試験で確認された血中濃度
	(3) 中毒域
	(4) 食事・併用薬の影響

	2. 薬物速度論的パラメータ
	(1) 解析方法
	(2) 吸収速度定数
	(3) 消失速度定数
	(4) クリアランス
	(5) 分布容積
	(6) その他

	3. 母集団（ポピュレーション）解析
	(1) 解析方法
	(2) パラメータ変動要因

	4. 吸収
	5. 分布
	(1) 血液－脳関門通過性
	(2) 血液－胎盤関門通過性
	(3) 乳汁への移行性
	(4) 髄液への移行性
	(5) その他の組織への移行性
	(6) 血漿蛋白結合率

	6. 代謝
	(1) 代謝部位及び代謝経路
	(2) 代謝に関与する酵素（CYP等）の分子種、寄与率
	(3) 初回通過効果の有無及びその割合
	(4) 代謝物の活性の有無及び活性比、存在比率

	7. 排泄
	8. トランスポーターに関する情報
	9. 透析等による除去率
	10. 特定の背景を有する患者
	11. その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1. 警告内容とその理由
	2. 禁忌内容とその理由
	3. 効能又は効果に関連する注意とその理由
	4. 用法及び用量に関連する注意とその理由
	5. 重要な基本的注意とその理由
	6. 特定の背景を有する患者に関する注意
	(1) 合併症・既往歴等のある患者
	(2) 腎機能障害患者
	(3) 肝機能障害患者
	(4) 生殖能を有する者
	(5) 妊婦
	(6) 授乳婦
	(7) 小児等
	(8) 高齢者

	7. 相互作用
	(1) 併用禁忌とその理由
	(2) 併用注意とその理由

	8. 副作用
	(1) 重大な副作用と初期症状
	(2) その他の副作用

	9. 臨床検査結果に及ぼす影響
	10. 過量投与
	11. 適用上の注意
	12. その他の注意
	(1) 臨床使用に基づく情報
	(2) 非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	1. 薬理試験
	(1) 薬効薬理試験
	(2) 安全性薬理試験
	(3) その他の薬理試験

	2. 毒性試験
	(1) 単回投与毒性試験
	(2) 反復投与毒性試験
	(3) 遺伝毒性試験
	(4) がん原性試験
	(5) 生殖発生毒性試験
	(6) 局所刺激性試験
	(7) その他の特殊毒性


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

	ⅩⅠ．文献
	1. 引用文献
	2. その他の参考文献

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

	ⅩⅢ．備考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	(1) 粉砕
	(2) 崩壊・懸濁性及び経管投与チューブの通過性

	2. その他の関連資料


