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K53 D-2 YIS0 6 FliL, e tEalBralblh CldslE s h oo,
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72%;;;% %255%%//mﬁ% A ATFT ULV XYL ETnAn—2 BLTF

(2 7uxH¥i L LT 50mg)

By ALY wruad— 6000, PAFNLKRY aF
P RIS AFE ATy

T —2Z2Ew
HRE 10%

HRL 1g

HETaxY KR
106.6mg
(vy#7uxH¥ L LT 100mg)

D-~r=b— bUFRaIT T fHEELE—X,
ANA—2F N A EAZ TR B ¥
ol —R AX 7Y ABaRY ~—LD, RV
N_— K 80, Z TV UNEIET N T A ZNVT | TR
M) =T, BEEAKT AW, TASNNT—A (-7 ==
T T =G . FE

R)EREFNDRE
MR L

QRF: =2

LR L

b



Iv. WANCEE4 5 H

3. RMTBEBRDHEMAUVERE
A% L7

4. H &
R L

5. BAY SR D & 5 KM
TH T FY L K ITIREN TR SN D A O 5, HE 2R,

THEYOES. BER

s = g s = i
_\\\H H
H cl iw i H o \('F
- H HN" NN N H
STARBPERR H,N" NN N | SRS i 2 |
F COOH F COOH
0O (@]
H
H, ¢ HF
H.N N
D-2 2 | -H0
F COOH
o}




Iv. AR 2 H

. BEIOBBEHTICHITAREN
JL—REw g 50mg

ROB PRIFSME PRIFFERE FRATHIRH i R
o o 58 DL -
K oO o . R 7’- *
FEHIRFRER 25°C/160%RH (PTP. 75 25 71 b L) 36 » H L
e o Bk m -
fav % - N =7
IERR 40°C/75%RH (PTP. #5 2F v 7 & b1 6%/ Zfe L
| TREE 60°C vy — LB 27 A Ze7 L
il
A 0 0O
B | DR | v Y B L
B
b/ D65 7 v 7 vy — LBk 120 5 lx-h @ Zi7z L

RERTEE - AMEL AR, EgE, S&
a) MITERAM T = % L — 1% 200W + h/m2 Lk

AANL, B OIETERETH D PTP WK O T T AF v 7R MVEIEOERRFICENT, 3 FMZETHD Z
LR ST,

JL—REw MK 10%

® B A4t RAFT e (AT I R
& o 7R A% @)
FHMR AR 25°C/60%RH i;;%/yfﬁwiﬁ 36 5 /1 ISl L
& o 7R A% @)
B 40°C/T5%RH 7( 370;% W ML 6 » A Bk L
IR 60°C vy — LBk 2 5 H b7 L
I 25°C/30%RH o .
H% i 2 95°C/90%RH v — LB 3% H 27 L
[ . I
iy v — LBk i
* D65 527 . 120 77 1x-h 9 I
N {7 L

BRI E - AMEL IR, HRWE, Bk
a) MY BRAL T 4 raR)v—
b) ME : RV F LU F LT 8 L— b ARRERY 2 F L SR v MG H)
) FAITERIM U = L % —1% 200W - h/m2 VL k-

AFNE, BB TH LT T AT v 7 A MVEEORIRRAFIZE W T, SEMRZETH D Z L1 fER S 7,

. ERERUVBBREOREN
A% LR



Iv. WANCEE4 5 H

8. ¥ L DEEEIL MEILFHEIL)
KENE DRLENTRINDEH] (T4 F—1 G20%, ~— AL -SHakL, &~y 7 Ak 10%, R #—/v
MBI, Y VRHRL, T A I UH10%, TV R=Yr s (272 1%]) 1220 T, KA L oRdaEER

B (@i 7T VUMb 2 FEM LT,
(A4 1L RBR IR D H D)

REEE. REARRVAEIERE

PRAFEAT PRAZHIR HEHEHA
] 25°C/75%RH ) ]
IR - T 50°C/92%RH 3. 7. 14 130 H SMEL, Wil
Bt 10 7 Ix*h 25 I SMBL, D

25°C/75%RH TOXRA| & thFIDEE S ELHARER (RARILHABRERLFO L D)

HEEH s Bl Wi R
® VREhPE (%)
RFI4 R AR 3H|7H|14H|30H|3H |7H |14 H|30H| 3H | 7H | 14H | 30H
JU—Aty Miki10% | S oy - | -]l -1 =1 -1 =—1—=-—1-1126]171]|168]1.81
F 4 F—1G20% | S SR - | -1l -1l -1l -1-—1—-—1+1]097]132]|124] 178
MAa&GEHEADERS] — | — | — | - | = | = | — | —[184]149]| 156 | 1.76
~—RX L -SHERL |8 WH — | = |xx2 £ | — | — | — | — [0.02]0.15] 0.00 | 0.28
M| #EOEEOORA| — | — |£x2l £ | — | — | — | — 070076 | 0.77 | 0.91
TRy 7 ZHRI10% | S SR - | -1l -1 -=-1-=-1-1-1—-—1064]074]0.73] 0.99
M WA A - |l -1 -/ -1-1—-—1-1—-—1067]|110]1.18]1.31
B — KL S SR |l =1 =1l -—1—=-—1—=-—1—-1—-1029]0.33]0.23 ] 0.49
M SR - -1 -1 -1 -—1-—1—-1]—-—10811]0.87]0.89]|1.05
B LR HIRE S HE — =¥ 4+ | 4+ | — + | ++ | ++ | 3.69 ] 6.63 [11.80[20.42
M W E A — | — |xx1| ++ | — | — | + | ++ | 158|255 | 4.39 | 7.48
TA NI UHI0% |S SR - | =1l =1l -1 -=-1-—1-1 - 1532|644 ]6.31 | 17.32
M SR | =] =1 =1 =1 —=—1—-—1 - 1228|297 3.27] 3.38
S k=¥ |8 F £ - | -1l =1 =1 =-1-1-1-—1210]347|4.48]5.02
(275 1% M WE AR - | =11 =—1=-1—=—1-=1-1186]3.12]4.10] 459
() S: HBRoBE M :RA Ui X1 ORI X5 ERE L X2 bTlchie
(S ] FEE)

& () : BRARIE & bl U CEALDS3R O D iL/e
() s BHRARE & B L Th T2 E B 5D
(+) : BAREE & L L TR b D
(++)  : BAZARF L H L T BRI ARBO NS

it (=) s RELOWENE DAL 720
(%) DB OB IC ISRV, BB T T VIS E T D (TeE L, Teie < LB D)
(+) CEREIOTENENTELS 220 | REIN ST RIS ET AN LI AL END
A L ORE E 72 B 72
(+4) VI VUARITHRR TN E L. T HIECHIC WIREE, FHI LoRMBEE S
(+++) IEE L. A EoOREEE D



IV. BFIZRE4 5 IEH

30°C/92%RH TOAK| & thBFIDEREELHABRER (BRI A IIHBERLSEDOLD)

HEEH 4 Bl W
@ TEhE (%)

RFIA BH A1 3H|7H [14B|30H |30 |7H|14A|30H | 38 | 70 |14A |30
T =Ry MBK10% | S oy i e e P R R — |1.64]2.68]|1.83]2.19
F 4 F—1G20% |S F £ i e e I s + |1.04]3.64]6.21(10.20

Ml Bl EORE | — | — | — | + | — | — | + + 11.82]2.57]|3.59]5.18
~—A L -SHERL | S WH — | = +x2 + | - | - | - — 10.00]0.47 | 0.04 | 0.09

M| #EFOLEEOORA| — | — |+x2| + | — | — | — — 10.94]1.22]093]|1.11
ARy 7 AHRI10%| S F £ e e e e e = — 10.71]1.48]0.90 | 1.04

M IR A4 i e e e e e — [1.36]1.81]1.41]1.67
B — HIRL S SR i Dt i Bt B Bt — 10.00]0.49 | 0.00 | 0.18

M s ke i e e P R R — 11.08]1.42]1.06]1.19
BV VIR HIRL S H — | X1 4+ | ++ | = | +++ | +++ | +++ |10.20]23.36/36.95(|55.84

M IR A4 — %1 4+ | ++ | £ | ++ | ++ | ++ |3.34]7.6213.07/18.96
TANIUHI0% |S SR i Dt i Bt B Bt — | 7.15]9.09 | 8.60 | 8.41

M s ke i i e Bt e B — |3.05]4.10 | 4.06 | 4.37
I Rk=vaer#% |8 F £ i e e e — |8.17]4.65]5.50|6.08
(275 1% M WA i e e e e — [ 2.77]4.23]5.09 | 5.66
() S: HBkoBE M :iRA Uik X1 RBIC L AEFAEL X2 bToIiE
(S D] FEE)

& () : BRARIE & bl U CEALDS3R 0 D iL7e
() : BHRARE & B L Th T2 E B b d
(+) : BAREE & L L TR b D
(++)  :BAZARF L H L TH BRI ARBO NS

waEtE (=) B OWENE DAL 720
(%) DB ORENEIC ISRV, BB T T VU E T D (2L, Teie < LB D)
(+) B OREMEREL 20 . BRBIN ST UM E T AR LI EA LTINS
A EORRE E 72 B 72
() VI VUARITHR TN E L. T HIESHIC S VIREE, FEHI LoRMBEE D
(+++) S IEE L. A EoREEE D



Iv. WANCEE4 5 H

1075 Ix-h DFF L thFIDESLILARER (HARBIHABRERIFDOLD)

HEHEH 4 #l Wi R
& i g (%)

Rl B 4G I 25 Wil th 25 WEfE % 25 W4
JU—AEy MIKi10% | S L + —
F 4 F—10G20% |S SR — —

M| AL B EORE + 3% — 0.11
~—X L -SSR | S K — —

M| EH 6 & EADRE — — 0.02
ANy 7 ZAHRI10%| S H — —

M IR A + 3 — 0.00
A B — LR S =hE) — -

M s RE) — — 0.04
VLR LRI S SR — -

M IR A4 + 3 — 0.06
TARIUHI0% |S F — —

M s RE) + 3 — 0.58
I Rk=yua ¥ |S SR — —
(275 1% M WA — — 0.85
() S: HBkoBE M :iRA Uik ¥ L— Ay MR 10% DR
(S D] FEE)

& () : BRARIE & bl U CEALDS3R D D iL/e
() s BHAARE & B L Th T2 E B b LD
(+) : BARIE & L L TR b D
(++)  :BAZARF L H L T BRI ARBOHND

it (=) C RELOWENE DL 720
(£)  RBORBMEICEIT WA, BN Z RIS TS (L. e LB D)
(+) B OREMERTEL 20 . BN ST UM E T AR LI EA LTINS
FAFN EORIRE & 72 B 72
(+) T VURRTBR T L, 220 THIESIUSS VIREE, FRA LR L 22
(+++) IEE L. A EoOREEE D

9. Bt

JUL—ZREvY MMESOMg : Hm—MakBRis WaHRBRE OSRLE) | Ick?
JUL—REy MK 10% : BJR—aliis DaHEREE SR ) icks



IV. BFIZRE4 5 IEH

10.53% - A%
(NEBPREGRSR - 5. NMENRREES - ARCHT H1FR
LR

8| %
(' L—XEw +E 50mg)

(FFAF v 7RIV 28F) 100 8

(PTP) 100 #& (10 &% 10)
(JL—REw ML 10%)

(FT7AF v 7R RL) 30g

Q) FHREE
A Lz

(HBHRDOME

JL—REw rESOMg FI7AF v IARML:RY TrELY (v vT) |
PTP: RV Fu L7 4 VA, TAI=LE
JL—RXREw FAKL10% T AF v IR ML R oLy (Fvyv7) |

BEERY =F L (R )

COC (AR hov)

COC=Cyclo olefin Copolymer (BgikA L7 4> arV)~—)

MARERB SN IEMER
%Y L7en

12.Z Dt
A% L0



V. 1BRICET HIEH

V. aEICEY 5IEE
1. BPRERIEHR

GEIGE &)
FEIRMEDT FUOKRER. LOYHRER. MARE. BRER. €E57€3 (F530n\4A3) 85—V X,
K&, Y bONRNIE—R. VLIVISE. ToT7ANI4—R. €5F7R. FOTHRE. ELARS:

EILH=—
FSE. RILITAOFFREB. FYNITUDILE.
XIS ICT (U5

CZaA—FT745 . RTIMRMLTFaVvHRE. TLUR
b52—<U35207 (V3397 b3aXT4R)
P Za—F=I) WA TS5RAT (A2 T5XAT =21 —F=I)

CAVILIVTHE, KEE. LOARS

-
=
~

GERGIE )

OMREE - MEBER. Rkt (RUEEX. RRAERSZET) . SUHXEXIX. Mk, BUETRHERED ZRFEE
OFshtst. BRE X, RER

OFEHER

OE#. BISEX

OwREMMix. wEARKX. |

2. DREXFHDRICEES HIE

5.

51 AFNITH, MENSEHEICEO LN TWDD, AFOFBHIZEL I, VA ERXT v b EE
)45»

MERIFHRICEES HFE
(BheEELE)

I oZl, [11.2ZH]

(WHEE - MEEE. Rikk (RkEEX. RUABEREZET) | SHEKEXIX. BISER)

52 [HFUAMFEEMENOFLIE] VASRL, UK OLENMEZ W Lz BT, RAIO#K 52368
LHIWr =N LG AEICERETHZ L,

fiRER -

51 BERABRIZBWN T, ARNIRIE L Licftho =2 —F /) v U RPUEIERIT LT - 8RO &IE RSB RN 5
Mo TR E LT,
FEHE A R IRIE & U C O U 72 FLi e BRIZH5 10 5 THI - fIEORIWERRBEBLRIZLU TDO L B0 ThH D,

RFGLIR R B 5Bt T R aF
FiliZ » 1B P I B STFX 2/114 ( 1.8 ) 7114 ( 6.1) 9/114 ( 17.9)
D YK YGe 2 LVFX 2/116 ( 1.7) 3/116 ( 2.6 ) 5116 ( 4.3 )
- . STFX 4/122 ( 3.3 ) 7122 ( 5.7) 10/122 ( 82)
FEREEIR B LVFX 2/121 ( 1.7 ) — 2/121 ( 1.7 )
Wik 0 STFX 15/126  ( 11.9 ) 13/126 ( 10.3 ) 27/126 ( 214 )
TFLX 17121 ( 0.8) 7121 ( 5.8 ) 8/121 ( 6.6 )

STFX B : o # 7uxHi v 50mgx2/H () NOEMEIZ%

LVFX# : LR 7 u %43 100mg X 3/H TFLX & : FA7 %% 150mgX3/H

8o 488

Foa

B, AFIOE FENMERECIETEECONTT TVI2.(2) 9k FERMEEICRIZFIFE OHEES

WMoz L,



V. 1BRICEEd HEH

55 T AHRUER & O IRZEERER O —H OB C, B O Clostridium difficile #:tH O A 2 figgd L7z,
WTHORBRTH, ¥ 7ax o o REHRITE C difficile 3T ST, BNMEESEIEE (&5
T 1~4 B (TS, £72. C difficile 73 S VTR I TR - REEIEER O BT, ik
KIBR OGO BT,

5.2 WHSH - MxEAR

PR, BPERE A BB AR SUTRI R IER OV N ORRE ST R 2 A 2 fiisE

YIRS OEEFETH S (L 3043 A 27 AfF ALK 0327TFH 1 &) ,

3. RZRUAE

(MAZERUVHAEDES
W A LTy Z 7axd L LT 1M 50mg A 1 H 2EXIZ1[E100mg 2 1 H 1 [EFA#KEEGT 5,
B, EARTSE BN DIEMICIE, X 7Y LT 1E100mg 2 1 H 2B OG54 5 2 L2

TE %,

FAZERUVHEDHRTERZRE - 1Rl

4. RERUVHAEZICEET 58

16.6.1 4]

7. BARUARICEET 518
EHEREAME T LTV 2 B Ol AR DML ER LR 270 5 b, 53 SRR T2 = &, [9.2,

2% . BiEERR

ERHFICBITAV A 7axY L o OREROCHED B R

JVTF= I VT TR MER O ED B2
(CLer) f (mL/min) (K 60kg & L7=44)
50=CLcr 50mg 1 H 2 [FIX}¥ 100mg 1 H 1 [F]
30=CLcr<50 50mg 1 A 1[A]
10=CLcr<30 18] 50mg % 48 KEfHILL L o> [l

fi#Es -

BRREEME L TV D B Tl AR O M RER LA 5720 (VL10.(1)B#EREEEE) 28) | T ['H

FERERRE BT8R

Fo s 7uxY o OMERONEDO AL #5251 L TR RERELZRE T2 L,

BHEREEEICETSV2 70X YL VORERVAENER

B AE AER O RO B %2 FHEFSE BT S HEE L7285 A — X
CLer (mL/min) (IKH 60kg & L7zHE Cmax (ug/mL) AUCo-24nr (ug-hr/mL)
50mg 1 H 2 [H] Cmax=0.72 AUCo-24nr=12.92
50=CLecr
100mg 1 H 1 [H] Cmax=1.01 AUCo-24nr=12.92
30=CLcr<50 50mg 1 H 1 [H] 0.51<Cmax=0.67 6.46 <AUCo-24nr=10.78
10=CLcr<30 | 1[0 50mg % 48 BRI Lo RAkE 0.50< Cmax=0.91 5.39<AUCo-48n: X 1/2<16.13




V. BRICEd 5

5. ERPRREE
MEERT—2 /85—

R DX 5y e

AN B R ) Sl GRS I S wos
FEHERR A ISR D%k, REORBOR
S 1AERER (1. 2. 5. | GRSk it [H[EB G (3~200mg) . KEHLG

23)

©

(100mg 1 H 318, 50mg 1 H 2 [F], 100mg
1 H 26,7 BEHEE XL 100mg 1 B 2 5],
14 AE$E) ]

HEIAHRER (44)

% IRPETL
D TYRERYE, A
S SR IB

Bk, etk R OVPK/PD /3T A —4 D
fEt, [A—7 3R, 50 X% 100mg, 1
H 28], 7 HRE#S]

AR *
(GBAn, J301)

i 9% BR 1 2 i &
5D MR GE (T
R I N R S e
EORIEGY) BE

B, 24t OVPK/PD /35 A —4 D
at, (A —7" 3Bk, 100mg, 1 H 1 [\X
1% 50mg. 1 H 20l 7 HE#%E]

HEIAHER (43)

T HE A PR S R G AR
=1

HWE, BEMEOBT
(e b, —EHEMR., BERE, 50mg,
100mg 1 A 2 &5 0z, 7 BRI 5]

HEIAERER (30)

Mg « 1SR BB DR
YuiE e (A, 180k
B I YR IE D I Y
PR PR IR R R
O WYL B

B, BEMOBRT GELHEORGE)
[l LVFX & o beifz, #E{EAL, —HE
o, A%l 50mg 1 H 2 [B], &FREK LVFX
100mg 1 H 3\, Whb 7 HRE# 5]

HEIAHRER (42)

EEIE ~ S E o i
iR & E GEERZ%
(V427" A" <fifige, 773
VIR, v ARTMS)
ZEie)

B, REMOBRT GELHEORGE)
[fhAl TFLX & Db, MfEAL, —HE
o, A%l 50mg 1 H 2 [B], ¥R TFLX
150mg 1 H 3 A, Whb 7 HRE# 5]

ISR (31)

VR RIS RGSE (B
HER, PR BF

Bahtk, REMEORE GELMEDRGE)
[flA] LVFX & olbi, MEAL, —HE
i AFI 50mg 1 H 2 [\, xtfE#K LVFX
100mg 1 A 3[E, WIh b 7 AEES]

HEIAHRER (33)

filR==2—% /v
I JE 230 0 0 T P i 2
BHE

HE, BEMtomst
[A—7" 3Bk, 100mg1l H 1 X% 2=,
3~7 HR# 5]

HIAHRER (34)

A BE MR

Bohtk, etE, EFEa R o
[A—7 3Bk, 100mg 1 A 2B 7 A
# 5]

HEIAHER (45)

S VAo 5% 0 Ju i
iE (PER. BlRIESR,
FRbkEZE, WA - MERERZE)
BE

Bk, Zaetkomn
[A—7 3Bk, 50 X% 100mg 1 H 2 [A],
7 HE&E5]

HIAHRER (46)

AR - AR R
i (a2,
PRI, BR) B

HWE, BaEORT
[A—7 Bk, 50mg (74 %0 6] 1%
100mg) 1 H 2 [\, 7 HE#&S]

HIAHER (48)

HMBEMEIERRGYE (OF
WREPEIRIESR . FEME
PHFESER (0737
) ) BH

Bk, Zaetkomn
(A —7 B, 50mg1 H 2@, 6 XL 7
HR# 5]

T, 24 DR R

Sipen o NNt K

FUIRE (49) | IREMERE % 8, 2000 HETRS]
MBI T THAAN

© : FHfizEH O : ZEHA — CHERGTEA f o HEROHEEMNAE B L LT L 72 R ARRER



V. 1BRICEEd HEH

(2)RG PR S THEABR
FIHHERE - REXRSHRER HBRES1,2,5, 23)
E.H—IEI&“EJLTi A3, 10, 25, 50, 100, 200mg % R AN BHEIC IR OG- L. £ 72 100mg Hial#
WCTRFOZEZMN, 5T, 100mg 1 A 3EEHE 7 AHMERGE 2T/, £ORSE, 100mg 1 A 3
@7H%ﬁﬁ&ﬁ_fﬁw¢6@HO#K@¢ﬁ(Tﬁﬁw\@%K%@ZW\MH(MW)%W1W)ﬁ
OB, LEMEICHEE R P RITREO bk rolz,
50mg 1 H 2 [EI&% 7 HIA (7 A BIZsAD A5 13 [B) #5217 BIEAIE 6 #9 1 #lic ALT (GPT) i1
DRO N, BEHHTITFRO bR oT,
100mg 1 H 2% 7 HE (7 B BIZHOAREH 13 8]) #5217 BITERX 6 I 4 41 10 4 (88%%. THE
Hm. FRINA 2 1, Bu, ALT (GPT) #8900, Cer B, JRICENE 1 #1) B bhi, LERZEICHE
ERBETRITRO bivie o7z,
[ZAK) 100mg 1 H 2 [BI&1% 14 HfE (14 H BI3doALE 5 CHt 27 1) &5 (EFK 1541, 77 &R 5 4)
ZATo7-, BIVERIZ 4 61 7 1 (585 2 B, 8%, ALT (GPT) #n. AST (GOT) #4hn. 77— Hin,
EMEES 161 IZRD b,

. ARIOARBELOHET D@, BACKH LTI Z7ax32 0L LT 1A 50mg 2 1 B 2[E X% 1A 100mg %
1R 1ERAOFTEST D, B, DIRA+oEBONDEMMIIEL, ¥ #7r%H e LT 1H100mg 2 1 A 2 [Ff%
A#59T25Z LR TEH, | THD,

BYVHERICERRER
MM E R L

(4)HRELRIERER
1) BIEREERER
OE/EAILIITHE RIS
NP0, 25 R S
a) IFIREERLAEZ R E L1z PK-PD RE& (RERES 44) »

TIHAZe MR REIR AR 25 D " PRI G K OVEME VS AR B 2 PG . ARAN DA 2k K OV M D f
. PR/PD /37 A —& L 5t E OBMROKREZ B E LicA—7 VB Th 2,
B OV B, AAI 50mg XiX 100mg 1 H 28], 7 AR OEETH 5.
BIVEZOWT, FEFHEEE CTh D 54K T - HIEREO RN 1%, 2, 50mg 1 A 2 E#HE 5
ﬁ\wm@152ﬁ&ﬁﬁf%M%n%5%(mwms%) 92.3% (96/104 ) . 93.1% (27/29
Bl) Toholz, FEMOAZFEIX, 50mg 1 H 2 BEGEETIIATHIK T 89.6% (43/48 f5) | 18tk
IEIR #RI 28 D —RIEGEC 93.2% (41/44 ) | BMERE XK T 100% (12/12 #) Toh -7z, 100mg 1
A 2 [E13 G- T OB BRI I A% T%3%&Mm%%@ﬁ@%wﬁ£®:&@%f%ﬂ%
(1112 41)) THY, BHEREXEK 20T TH b AN TH T,
PG4T < ThEBF O R E BT R0, 20K TIE 91.7% (88/96 %) . 50mg 1 A 2 [HI# 5/ Tl 93.5%
(72/77T#£) . 100mg 1 H 2 [ G-HETIL 84.2% (16/19#) ThH o7,
AFRER T L 72 PK/PD fFTRE RS AUCo-24n/MIC X iF Crmax/MIC 0 EFAZ AN FR B O W
BN EFHT D LR éhtom EKE 22 BRAE & T rEkay W%rmigﬁli@%%$
AUCo-24n/MIC 7% 100 % #8 % 7235512 96.3% (78/81) | Crmax/MIC 23 5 % HE 2 7255 %S%WW&)
ThoT,



V. BRICEd 5

FHR (I N 5% ETH - -EHWEHIL 50mg 1 B 2 E#GEET, FH 10.4% (12/115 #1) |
AST (GOT) BN, GFEREREEE A4 8.7% (10/115 #41]) . 100mg 1 H 2 [a[F5-7E T FHl 24.2% (8/33
#i) . ALT (GPT) #§/19.1% (3/33 f5) . HAPEE, AST (GOT) HA4% 6.1% (2/33#1]) THh
-7,
AR THNTRD b, EERAEERLRIT 24 2 HIGEO L, WY 50mg 1 H 2 [A]#
Ho@&Thote B VIEEMERRE 161, SIFHEERK 161 , W bAH & ORIRERITEE
iz,
EEREQAEFZUNOFEEL T, WREORGTILZMNE L L7-FEFSRIT, 50mg 1 H 2 HiE
BEC 4B 41 (B8F. 7 V7 FrRRARITFT—BEIN, FhEREEd . AmEERY) . 100mg 1
A 2 B&EGRET 1H 1 BARBIER) Tholz,
K o REREREYYE (2 351) 2 BT BT AE SR O RERSEME () (B AL 7RI 2 MEEE 1997:45(9):762-778) |
EHF L UTEETHE L, G2 M) NEERGE) 0 3 BERSTRMI S 41, AL, TRz &HEshiz
BEOEIG L SNz

b) MR ERRE R AE R E IR E LT2100mg 1 H1[EE. 50mg 1 B 2 BRSO RELERER (GBMNGRER.
RERFES J301) ©
IR SR YLE B 281 51 (TP A2k 174 61, (BMERFIR SRR ZE 0O —EYE 53 il Z 0fih 4 Bil) % xt5:
ELTAM 100mg 1 B 1[H (LR, 100mgX1#) . XL 50mg 1 A 2[E (LIF, 50mg X2 #)
T HBEEE T =7 R . FEIHMEEE X, AFFRLOAERARBE, K5&T,/
HIERFO IR EREE ORI, ZAIMHEMREKE OW R, PK-PD /X7 A —% T, BIKGHME B 138
AT SRR ORI CER=") | G T HIEREOME FRSR, PK-PD X7 XA —% L
EDIERI TH %,
ZORER, BIWEHZBLERIL, 100mg X 1 #f 33.7% (33/98) | 50mg X 2 fif 40.4% (67/166) Th o7z,
FE2EIEMIEL, THI, ALT (GPT) #4i0. AST (GOT) N, RUMFRMEREHEM Ch ~7-, Ei-,
PG4T /IR IS 1T B IR EREE O & 31E, 100mg X 1 #f 98.2% (55/56) . 50mg X2 £ 92.7%
(88/41) Tho7o, I HIT, ZAIMMERREKE OBETERRIT 2 BFE~5 Rt O FANMHE A2 ERH 2
KT, 100mg X 1 # 97.7% (42/43) . 50mg <2 #f 94.6% (35/37) TodH-7-, PK-PD /XT A — X%
Time inside MSW (" fE [F/ME, &AME] ) 23, 100mgX1 # 6.30% (0.0, 30.0) . 50mgX2
#£0.00% (0.0, 80.8) TH YV, 100mgX1EETEN o7, Time above MPC (HF Y [H/IME, &K
fiE] ) X, £nEh 93.80% (0.0, 100) . 100% (0.0, 100) TH Y. 100mgX1HETHEN>/Z, F
72 Cmax S MPC % 8 2. 5 85k 5 DOE| 51X 100mg X 1 #£ T 98.1%.50mg X 2B T 97.5% TH ¥ ,100mg
X1HEE 50mg X2 BEIZ AT O b o7z,

B HHT IR OERR S EOARRIL, 100mg X1 #ET 93.5% (86/92) . 50mg X2 # T 93.5%
(130/139) Td o 7o, T G-HET /W IR O M 7Y R D et b =R1%, 100mg X 1 #f 97.3% (71/73) |
50mg X 2 #¥ 90.5% (86/95) Th o7z, PK-PD /X7 A —% (AUCo-24hvMIC X% CrmawMIC) & fili &
Wi%%%@%ﬁ%@%btk’é\EESHX%E%#%QE%EK@%LKﬂﬂmmmﬂﬂcﬁ
30 R Z 2B A1 98.9% (89/90) | £Cpea/ MIC 73 2 ZHA 2 1285412 98.9% (89/90) TH YV, @

aﬁ%&ﬂ%%ﬂé_kﬂ maniz,

ko [IPIR BRRYYIE IR 1T B BrR P AW IR O RFR ML (22) (B A LRSS HEEE 1997:45(9):762-778) |
BHFEL UREECHE L, [G%h) MR NEEARGE 0 3 B TRl S, BohRix, TERh L HEshi-
BEOEIG L SN



V. 1BRICEEd HEH

PR B 2% S iE

a) EMMERBBRLEREELNRE L _EERASLEAR HBRES 43) 7
B R IRIEYSE (W7 — T VHERE 2 R BREBER L OBME) BEZHRIC, A4 50mg 1 A
2[A % 18 100mg 1 A 2 [\ O # GREO MR OV E ROk E A L LIz \IEAL —EEHRA &L
AR CH 5, HEL O EIIAA 50mg 1 H 2 [\ XIX100mg 1 H 20, 7 HEROERESTH 5,
AR HOWT, FEFHIEH Td 5 [ E R O A 20 25# ) 13, 50mg FE T 91.0% (91/100 1) |
100mg #£C 96.9% (93/96 f5l) TH V. BEMZEIT-5.6% (95%EHXM : =12.5,0.7) Th-o7,
ZEMIZHOWT, BIVERIX 50mg £ T 24.6% (32/130 i, 47 ) . 100mg #£ T 24.6% (31/126 1,
43 1) TR BTz, FBHEN 5% L EORIERIZ FHITH Y . 50mg £ 6.9% (9/130 #l) . 100mg
B 10.3% (13/126 ffl) Th oz, KBTI CHITRD T, EELRAEHFRIL, 50mg BT 1
Bl 1 (dFEZE) . 100mg BEC 2 6 4 #F (P, MEIR T, BEREZHK L7z 161 SER-Y 1 61)
WZERD HALTZDY, WL S AAI & ORRBERITEGE SN, KAOEGHIEEZ LT E LT AEFERIT,
50mg Bt 6 7 9 1F (B, NIEZ, L., BE. RITHIRR, T, MEE, Mk, BENE 1) |
100mg BT 9 fil 16 1 (FRILOVEEMMED E 04 3 2F, BT 2 £, EIEER. MUK T, K
Yoo BERK, ELO, R, MEROEHRERE 1) Thoi,

#: TUTIHARHIIEE (3 4 HUITER) | OIBECHE

@ tLEEAER
a) ik - BHEMEEOBRLEEERFEENR L LELRR (CEEREERR,. RBRES 30) 2
JifiZe « AR AR £ D YRR (18 1 SO R YYIE O SRR BV IRIR 38R FR OO IR YL) BRE A
KRIZ, LART7uxd o (BUF, LVFX) x5t e ULTRH (BLF. STFX) DA 2Kk O et
DA B E Lo B _EERILERR CH D,
JER OV ENX, STFX 50mg 1 H 2 M XX LVFX 100mg 1 H 3[al, 7 HEROKETH 5,
BMECHOWT, FEFHMBEA ThH D [HGHT - kRO A" ) (X, STFX #£T 92.5% (99/107
Bl) . LVFX BET 92.1% (93/101 ) TV . BREOZED M 90 % 54 XM O NIRfEIE-5.6% T
H o7, W 90%EHEXM D FIREN-10% L ETH D Z L b LVFX BEC K925 STFX BED K
RO IELMEDRRGE S 7=,
LEMEIZOWT, KRBFENAGRE TERWAEFERS (LLF, BIEM) 1%, STFX BEA U LVFX BT
29.8% (34/114 i, 48 1) }K1*25.9% (30/116 f4], 56 ) IZiRH HNT-,
AR CHITRD T, EEARAFEFRGIL 3 M) (STFX A 141, LVFX B2 61) IZ@RO B
7zo STFXHECTOEERAEFERERIL, R (MROHEE) | THY . STFX & ORRERKITEES
i,
* o TFRIRZRECYLE L 351T 2 BBl AE MR O BREMIE (2) (A ARMLFAEIEY S 1997:45(9):762-778) |
oL UM THE L, %) M) DEE ARG 0 3 BERE TRl S 41, ARh=IL, [H%h &HEshi-
BEOEIG L Tz



V. BRICEd 5

b) MR BEERNRE LE_EEREERR HBES 42) 9

BE - PEEOT MR EBRE 2 xR, hAT7axd v (LUF, TFLX) 3t s LTARHA (BLF,
STFX) OFNER O RO AZ HiE LT EER L HEMREEGRR TH 5,

FHiER O£, STFX 50mg 1 A 2 713X TFLX 150mg 1 H 3 [, 7 HM&EO&EE5TH D,
HMEZOWT, FEFIEE Th 5 [ H4&T - IR A %) 1%, STFX #£ T 93.3% (111/119
#) . TFLX BT 89.6% (95/106 fiil) TV, HEMIZEIL 3.7% (95%EHXM : =3.7%, 11.0%) &
720 . TFLX B % STFX BED IS PENRRGE S vz,

BEMIZ DWW T FWEM I, STFX BT 61/126 51 (48.4%) 121 {4 & O TFLX £ T 49/121 #1] (40.5%)
76 HHIZFE O b Tz,

AR CTHITRD S, HERAEFFSRIT 2 603 4 (STFX # 1 41 1 44, TFLX # 1 4 2
) 1RO bz, STEX HETOEERAEFRRIT. THEMMKE ROE() | THY . STFX
& DORFBIRITAE S 7z, IGBRIEO G- 1k Eof:ﬁ;“%%z X STFX # 5 #1] 13 {4 (ALT (GPT)
ML N AST (GOT) A4 3 . v-GTP #hn7s 2 #F, B0, pfs, EHE, JRP 7 K opE
PER N ALP 890045 1 148) | TFLX BE 5 61 9 1 (3895 2 1, ﬁﬁﬁw&\ FEMMED E N, SRR, O
e ARPLR, MEM:, AREE L O ALT (GPT) #8045 11F) Th -1z,

a) EHMIRBRPEREERNRE LE-_EERERHER GEBRES31) ®

BHEME R IRIEYSE (T — T VB EBREZ R BRBREOBR) BEEZMRIC, LR7a X
> (LLF. LVFX) ZxtiE UTARAl (LLF, STFX) OFMMER NE2MEo ks Hig L L7z B1E
ZAb —E BRI TH B,

REROHEIX, STFX 50mg 1 A 2 A (X LVFX 100mg 1 A 3, 7 AMEAO&HLETH 5,
HEZDONWT, FEFHBEE TH 5 [FGH&T - PIERrO A 25 (X, STFX T 96.1% (98/102
#l) . LVFX BT 82.7% (81/98 i) TH v . AZIFROAZEDMIH 90%F XM D FIRMEIL 6.4% THh
o7, W 90%[EHE XD FRREA-10%LL ETH D Z & vn |, LVFX BEICxE T 5 STFX BEO B IKS)
BOHELERHFES N, 728, A2EROEIT 13.4% ThH Y. STFX HOAR=RIT LVFX #f & il
L CHRHEICEEICE -T2 (2 BE, P=0.002) .

LARMIZOWT, EWERIL, STFX #£T 24.6% (30/122 #i], 37 #f) . LVFX # T 11.6% (14/121
Bl 19 1F) IZR® b, FBLED 5% EORWERIE, TH (STFX . LVFX #E T2 82%
(10/122 f51) . 1.7% (2/121 1) ) Toh o7,

ARBRPICHEERAERS GEUflzEat) IR LN o 7, IRBREOEGHILZLE L LA
FHRLL, STFX A 3 4 3 (MR, FRAO LIRS 114 . LVFX BT 4 45 # (T4 3
i, LR OEEESD EW 1) ThoTe,

Yo o TUTT SEA0RHMEEYE (55 3 ) (ISR DB IRZIA ) OEMETHIE

2) REPHE
LR L

(5)&

% -

A RE RIS ER

DR L
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(6):A8FERIfE A
1) EABERE (—REABERE. BEFEAMERAE. EARBLRAT) | RERTERT —FX—XH

E. HERTRERABRONE

OERABERE
AK| (B 50mg K OSEL 10%) (22 TliE, 2008 4F 12 A 25 2010 4 11 A £ TO 2 I ki
A A FE i LT, A2E 287 OEREEIN O 3,558 BIOTAEEAUE L, RaVERHlxISUER] 3,331 i,
B RIWEREAT T G 3,225 Bl DV T L7z, BITEHIZE BT 4.44% (148 #11/3,331 f51) Tod V. &
REIERNE T (R ETe) 55 i, FFHSREREE 39 Il T, RBILRITZNEN 1.65%. 1.17% Th-o7z,
HEARBEWERIZ 5 # (71 B o, TONFIT, BB, FHERT . AmEkEgEd, K2, K
MBEE, gk, BEEBRENRS 1 ThoTo, AT, BIKT 92.9% (2,997 #1/3,225 fi) | FERER.
PRI D JRYSE RSN Z 2 B & 91.4%~97.8% %7k L=, F7-, @ICHAEIZEIT 5 EEREIT 91.5%

(808 #/883 ¥k) T. 77 AGIERE 92.3% (310 ¥£/336 #%) . 77 LREVER 90.7% (458 /505 ££) |

TRMESEPER 100.0% (28 #R/28 %) . FEEME 85.7% (12 #R/14 k) Th o7z,
DLk, BEAFERE T Tl L - A ICB W TARNI L 2RI R & RS 2380, FRYUEICKTT 5
AT 0% EEZRLIZZ &b, AHRHIHIETH LS Z LR STz,



V. BRICEd 5

QB EMEABERE FHEHAE) 9
2009 4F 1 A~12 A2, EEOERERIZ I TERIR S 72 S FUEGUEBE MRIR) 5508 L7 18 Bt
1,620 haBRE & LT, v 7uddr (LUF, STFX JUIAH]) ROXME (Zrdnx/ nr
RPIEFE 3 Al, 7 = ARPIEF 2 Al ~ 7 2 T4 RRIIEK 2 AIKOT M7 A FRHUEE 1A ©
MIC % CLSI (Clinical and Laboratory Standards Institute) (ZVEHL L 7= fERIAARIEIC X 0 JIE
L7z, AR OFEANEZ M DWW TELFIZEE T,
a. 77 L
7T AR IC T D ARKI O MIC O4 4% F#EICRT, MRSA. Enterococcus faecium.
Enterococcus spp.\Zxt T DARAID MICeo 1Z, ZLF4 16, 8, 8ug/mL L& 7228, ZENLOHE
FEIZDOWTIX, MICoo 2% 1pg/mL EL N Th 0 | BAFRPUETENEZ REF L T, R, Streptococcus
pneumoniae, Streptococcus pyogenes \Zxt L C, AL 0.06ug/mL LLF T2 TOKRDIEE Z[Hik L
7=

BRER D BRI % MIC 23 (U5 LIBHE)

W4 K MIC range MICso MICso  MICyo

MSSA® 29 0.015-4 0.03 0.03 0.06
MRSA 21 0.03 — 32 1 8 16

MSSEWY 9 0.015-10.12 0.03 0.03 0.12
MRSEY 21 0.015-0.5 0.12 0.25 0.25
MSCNS© 7 0.03 - 0.25 0.03 0.25 0.25
MRCNS© 13 0.03-4 0.06 0.5 1

S. pyogenes 40 0.015 — 0.06 0.03 0.06 0.06
S. agalactiae 40 0.03-1 0.06 0.5 0.5
Streptococcus spp. 20 0.03-0.5 0.03 0.06 0.06
PSSP 50 0.03 — 0.06 0.03 0.03 0.06
PISP? 30 0.03 — 0.06 0.03 0.03 0.03
PRSP 20 0.03 - 0.06 0.03 0.03 0.03
E. faecalis 50 0.06 -2 0.12 0.12 0.25
FE. faecium 30 0.12-8 2 4 8

FEnterococcus spp. 20 0.06 — 8 0.25 4 8

a) Ax %Y o MIC {7 2ug/mL LU F % susceptible (MSSA), 4pg/mL LA % resistant (MRSA) &35,

b) X% U O MIC fEAS 0.25ug/mL LA T % susceptible (MSSE), 0.5ug/mL LA k% resistant (MRSE) &9
2o

c) AXH U o MIC fEA 0.25ug/mL LA T % susceptible (MSCNS), 0.5ug/mL Ll 1% resistant (MRCNS)
L2,

d) =2V > GOMICEM 0.06ug/mL L F D % O % susceptible (PSSP), 0.12~1ug/mL ® %, D % intermediate
(PISP). 2ug/mL Ll ED Y D% resistant (PRSP) & 45,



V. 1BRICEEd HEH

b. 77 ARatkE
77 MEMEEIZ T D AH O MIC D534 & FHRIZRT, Escherichia coli \Zx4 % AF| 0 MICgo (X
2ug/mL T, MIC 2pg/mL 728 14 ¥k, MIC 4pg/mL 2 1 #£38 b 7225, MIC 28 8ug/mL LL_EORKIX
BT, MOBNMEROEE CTH D Citrobacter spp.. Klebsiella spp.. Enterobacter spp..
Serratia marcescens, Proteus spp.. Morganella morganii \Z%f3 % MICoo I% 0.03~1pg/mL & &
I 7o LB IR 2 PR FE L QU i, £ 72, Pseudomonas aeruginosa O JR ¥ SRRk L CIEAF] D MICso
1% 8ug/mL  MICso 1% 0.5ug/mL, FER a5 HRAKIZ %~ 2 A D MICoo 1% 2pg/mL, MICso 1% 0.25pg/mL
Tholz,
Haemophilus influenzae, Moraxella catarrhalis (Zxf L TAFIIL, £ Z£4 0.004pg/mL LL T,
0.015pg/mL LL F T2 TORRDORE Z 11k Lz,

BRER D BRI % MIC 73 (U5 LIZHE)

[ES A& MIC range MICso  MICso  MICso
E. coli 100 =0.004 -4 0.015 1 2
C. freundii 60 0.015-4 0.12 0.12 0.25
C. koseri 40 0.008 -1 0.008 0.015 0.03
K. pneumoniae 60 0.008 — 4 0.015 0.03 0.25
K. oxytoca 40 0.008 - 0.5 0.015 0.015 0.03
E. cloacae 60 0.008 — 32 0.015 0.03 0.06
FE. aerogenes 40 0.008 — 64 0.03 0.03 0.06
S. marcescens 100 0.03-4 0.25 0.5 1
P. mirabilis 70 0.015-4 0.03 0.5 1
P. vulgaris 30 0.015-10.25 0.03 0.06 0.12
M. morganii 100 0.008 — 4 0.015 0.12 0.5
P. aeruginosa (JR¥H ) 50 0.03-16 0.5 2 8
P. aeruginosa (W% Z#5HIK) 50 0.03-8 0.25 2 2
BLNAS ® 50 =0.004 =0.004 =0.004 =0.004
BLNAR # 50 =0.004 =0.004 =0.004 =0.004
M. catarrhalis 100 =0.004 - 0.015 0.008 0.008 0.008

a) B-T7 7 Z~<—REEENEET, 7YY O MIC 2 1ug/mL LLFO Y D% susceptible (BLNAS),
2ug/mL Ll Db D% resistant (BLNAR) &35,



V. 1BRICET HIEH

c. fmIERREIME A
R MR UME B k3 2 A5 MIC O3 & FRIZR T, AHID MICe IE 0.015~0.12ug/mL & B4
TRBURETE M & R FF L TN,

PRERTBERRICX 5 MIC 73 (BRSUMEE)

RS ¥ MIC range MICso  MICso  MICao
P. micros 70 0.008 - 0.12 0.015 0.03 0.06
Peptostreptococcus spp. 30 =0.004 - 0.25 0.015 0.03 0.12
P. intermedia 50 0.008 — 0.06 0.015 0.015 0.015
P. melaninogenica 30 0.008 — 0.25 0.03 0.06 0.12
Prevotella spp. 20 0.008 - 0.5 0.03 0.03 0.03
Porphyromonas spp. 10 =0.004 - 0.015 0.008 0.015 0.015
Fusobacterium spp. 10 0.008 - 0.03 0.015 0.015 0.015

L b, 2009 £EEG R 43 BRI 6h 9 2 AFNOHUETEMEIL,. 2004~2005 4E } T) 2007 4E12 320 L 7= iR 45 B
RO R LIRS O EE 2 /MR L TR0 . M (EofEmIZERD o7,

2) RRFHELTERFPENNERRIIERLAE - HBROME
AL
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(7)Z Dt
1) BB E
PR e PRIEGEIME . B S AR SRR e, R - 1 ZESVRL BRI i S OV B LiE B & kP 2
& LIZBRRRBRICEB VT, AHKI 50mg 1 H 2 B 3% 100mg 1 H 1~2 [ 5 L7z & & OB OA =R 1T
LT LB THD,

RERNAE

gy
4, Mk o (%)
PR 987/1,055 93.6
IR AR GYE AR 489/524 93.3
WHEH - MEEHZE 8/8 100
Rk URPkERR . RkE RS % &) 11/12 91.7
BMERUE Sk 14/14 100
£SO 350/373 93.8
A B PN 98 323/344 93.9
[y S 7 T I 2% N 27/29 93.1
(B L o | ~1 2377 X%k 20/22 90.9
BEREE | 7507 Hi% 6/6 100
i) L oA R T % 1 -
B P I R 28 0D R 106/117 90.6
PREGIEGIE 2R 302/318 95.0
JEEE 2% 239/252 94.8
BERER 63/66 95.5
FEM T MR GE AR 70/75 93.3
IR 31/35 88.6
JRIE D% M ENEY 7 LT 23/27 85.2
FEWEMIEY T 2 T 8/8 100
TEEER 39/40 97.5
H R MAMER IR E 2R 85/96 88.5
H % 43/49 87.8
EIE DS 42/47 89.4
R - DEABHEBURYE A 41/42 97.6
AR 17/17 100
o 7] [P 4% 17 100
R 17/18 94.4




V. 1BRICET HIEH

2) HREAIEHAE

FRR G G . PRIGIRGYE BB R e, R - AR IR G e ORI GYE fE A8 2 e 52

& U7 R PREER X 0 IR L 7R IRAE O WO EIHAERIZTTRO LB TH D,
P o R G FHORBR O FRIR BN 2 I R RIT 18.2% Th » 7,

BB, VLYVART ma—F T 4 TONHE - AEICIEES o720 0, PCRIETHMEER L

WAL, BRSRIE (5 Thot

O R
AT - B SR g
7 KU EKE R 108/113 95.6
LY ERE R (ZERE 2 BR <) 61/61 100
Hifi e BR B 157/164 95.7
~N= Y A ER 13/14 92.9
A=) o R B M 2 R D 50/52 96.2
~ 717 A NithtiRERE 110/116 94.8
2 it i 2 R B O 81/85 95.3
I ER B R 111/112 99.1
EFGTIERT (TFTUNAT) « HET—Y R 35/35 100
NI 123/133 92.5
A=A B 12/12 100
VAAES 54/58 93.1
TUTFRAsE—E 14/14 100
vI7F TR 719 71.8
TuT vy AE 718 87.5
EATAXT « FNH =— 4/4 —
ST N Y 108/108 100
BLNAR® 31/31 100
ok 33/47 70.2
PP R G P SRk A 2/11 18.2
PRI SERGUE P SR Aok A 30/33 90.9
RTIRNAMT hay AR 21/21 100
TLRTF TR 33/33 100
RILT 4 BT R)E 3/3 -
TINRTT YT LR 2/2 -
NT7a—<7IIV7 (VI7IVT - hT7awT 4 A) 63/65 96.9
ks 2107 (V7IV7 + =a—F=x) 1/1 —
fiik~A a7 73X~ (w4 aFFRAv + =a—F=x) 13/13 100

a) =Y v G MIC=2ug/mL [EO~_=31U > VoORYE (CLSI) %]

b) X=U > G;0.12ug/mL =MIC=1ug/mL [RO~X=2VU >V OHEHE (CLSI#) ]

¢ 77V Ar~vA s MICZ1pg/mL TV A~ > MICZ1pg/mL

d X/ e UmtE (LARZ XY 0 MICZ8ug/mL ITEF T 7 a4 05 MIC24ug/mL) . 2= U UMtE (2
=3V G MIC=Z2ug/mL [FO_=3U >V ok (CLSI#) #4#MH]) . &7 = At (¥ 712 %2 4 MIC
=2ug/ml) . ~ZuJA Kttt (77 V) 2p~A 3 MICZ1pg/mL XidT ) Au~A > MIC=1pg/mL) |
TV AR~ VUME (T 2n~ ATy MICZ4ug/mL) 7 7% A 27 U UiiE (F R F%4 27U > MICZ
8ug/mL) . AT 7 A RXH Y —)b« MU X NT Y AfE (AVT77 A MRSy — - FURXRTY L MICZ76
/4pg/mL) @ 5 5 2 RAFELLEOmHERE

e) B-T 7 Z~—TVIELT TV Uit T YR
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PIF., 25 DR R TOREIZ OV TRT,

3) fthF|EESIEFI =3t T B EEER SR
L OFTEHE N ML) T - 7255 111 BNTKE L CTIEAAI 50mg 1 H 2 [E#%5-, 100mg 1 H 1 [E[# 45 100mg
1A 2 EELETEAZLN 96.8% (60/62 ) . 88.9% (16/18 #4]) | 93.5% (29/31 f#) DAHMNETH -7,
fhod =2 —F ) o L RHANBAHENT R L TiX, A#I50mg 1 A 2 A5, 100mg 1 H 2 5 T2
75.0% (6/8 f5l) . 83.3% (10/12 f3)) OHWFETH -7,

fthFI AP IZx T S REEHBRIR (FE)

e 50mg X 2 100mg X 1 100mg X 2 L
PRSI HAE (%) A (%) HHE (%) HAE (%)
ESIN 58/60 ( 96.7) 16/17 ( 94.1) | 26/28 ( 92.9) |100/105 ( 95.2)

—a—F /v R 6/8 ( 75.0) 00 ( — ) 10/12 ( 83.3) 16/20 ( 80.0)

7 = 5 RIEA 21/21 (100 ) 7/18 ( 817.5) 12/12 (100 ) 40/41  ( 97.6)

N= Y R IEA| 00 ( — ) o0 ( — ) T =) 71— )

H| <w7rmJA NREA 25/25 (100 ) 77 (100 ) 33 ( — ) 35/35 (100 )
T ST 22 (— )| o0 (— ) | oo (— ) | 22 ( — )

FHEHE T = LRIEH /1 — ) 00 ( — ) 00 ( — ) =)

T RIVA 7V REA 00 ( — ) 71— ) 00 ( — ) =)

Vo~ v RIRA 00 ( — ) vyt (=) oo ( — ) 71— )
(S%ngu\ s | ¥ C— ) o0 (= | oo (=) | m (=)

2KILL LA A 22 ( — ) or ( — ) 33 ( — ) 5/6  ( 83.3)
A F 60/62 ( 96.8) 16/18 ( 88.9) | 29/31 ( 93.5) |105/111 ( 94.6)
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4) &E (ZEMEE) AERDE (FEHER) . #HEFHNDE (BEKE)
ﬂ?'&%ﬁ@%ﬁﬁ 2,4,5,6,10)
OFEBHFSERERDR (FHE)

MY SR GME |59~ D G- BRIE R ITKRD LB 0 TH D,

PHRA 50mg X 2 100mg X 1 100mg X 2 & &t
B B RGE R YERE 31/32 (96.9) - 2/2 33/34 (97.1)
@?};ﬁ%@%mﬁ& i D 11/12 (91.7) - - 11/12 (91.7)
WHEH - WEEHZE 8/8 (100) - — 8/8 (100)
MR Xk 12/12 (100) — 2/2 14/14 (100)
P I e 28 0D R 91/101 (90.1) 4/4 11/12 (91.7) | 106/117 (90.6)
T PE RS Ak 19/21 (90.5) 1/1 — 20/22 (90.9)
RUE SYRIRAE 19/23 (82.6) 1/1 2/3 22/27 (81.5)
ENES A THsS 11/11 (100) - 1/1 12/12 (100)
Jiti e 21/24 (87.5) — 4/4 25/28 (89.3)
B IE P At % 10/10 (100) - 4/4 14/14 (100)
SRS 3/4 — — 3/4
JEE i 2/2 - - 2/2
COPD 2/2 2/2 — 4/4
RUE SCYRARIE+HBR 1B P 12 1/1 — — 11
U S AR H YR RS A 1/1 - - 11
fili % E+COPD 1/1 — — 1/1
RUE 32 +COPD 1/1 - - 1/1
fifig¢ 247/262 (94.3) | 80/86 (93.0) | 23/25 (92.0) |350/373 (93.8)
AR B P 2 225/238 (94.5) | 80/86 (93.0) | 18/20 (90.0) |323/344 (93.9)
FEETU%% 22/24 (91.7) - 5/5 (100) 27/29 (93.1)
~A ar T X<k 13/15 (86.7) - 4/4 17/19 (89.5)
772 VT Nk 4/4 - - 4/4
P T3 1/1 - - 11
ME+~ A 277 X~ filidk 2/2 - 1/1 3/3
WE+2 7 U7 Mgk 2/2 — — 2/2

&

371/397 (93.5)

86/92 (93.5)

36/39 (92.3)

493/528 (93.4)




V. 1BRICEEd HEH

QHEERZEEEAHLE
Ji7 IR B 50mg X 2 100mg X 1 100mg X 2 & g
7 NEGPEEE 96/100  (96.0) 55/56 (98.2) 8/9 (88.9) 159/165 (96.4)
S. aureus 22/23  (95.7) - - 2/2 - 24/25  (96.0)
S. pneumoniae 70/73  (95.9) 55/56  (98.2) 6/7  (85.7) 131/136  (96.3)
S. mitis 11 — — — - — 1/1 —
S. pyogenes 3/3 — — — — — 3/3 —
77 LEtEE 109/120 (90.8) | 29/29 (100) 5/8 (62.5) | 143/157 (91.1)
M. (B) catarrhalis 20/20  (100) 717 (100) 11 - 28/28  (100)
E. coli 1/1 — — — — — 1/1 —
Citrobacter sp. 1/1 — — — — — 1/1 —
K. pneumoniae 7/10  (70.0) 2/2 — 1/2 — 10/14  (71.4)
Klebsiella sp. 1/1 — — — — — 1/1 —
FE. aerogenes 2/2 — — — — — 2/2 —
H. influenzae 68/68  (100) 20/20  (100) 3/3 — 91/91 (100)
Haemophilus sp. 5/6 (83.3) — - — - 5/6 (83.3)
P. aeruginosa 2/9 (22.2) — — 0/2 — 2/11 (18.2)
S. maltophilia 1/1 — — — — — 1/1 —
other GNB 1/1 — — — — — 1/1 —
BT 11 - - - /1 -
Peptostreptococcus sp. 1/1 — — — — — 1/1 —
Z D1 11/11 (100) - - 3/3 — 14/14 (100)
C. pneumoniae 1/1 — — — — — 1/1 —
M. pneumoniae 10/10  (100) — - 3/3 — 13/13  (100)
& &t 217/232 (93.5) | 84/85 (98.8) | 16/20 (80.0) | 317/337 (94.1)
FRE& B e fiE 3,710

ORBHERERHR (BRX)
RESEGHEIC T 2 H=ITRO L EBY TH D,

RBRERERMNR (FRER)

OB 4 B (%) ERVERL TR

JEEE 2% 94.8 [ 239/252 )
TEHEMEREIE 2 94.8 [ 239/252 )

T B R 955 [ 63/66 )
BN LB R 955 [ 63/66 ]
BN MENE R % 100 [ 20/20 )

7t 95.0 [ 302/318 )

o, BMEERBEIYEZ R E Ll “EHERILEERICS O TH AR ST D,
(TV.5(4)1) @ a) EHMRBBEPEBEELMNRE LE-ZEEREERR EHBRES31) | 21



V. BRICEd 5

QHBEERH KK
JIRT B HEE (%)

7T LGMEE | 2k 206/208 ( 99.0 )
S. aureus 1112 ( 91.7)
S. epidermidis 19/19 (100 )
CNS 20/20 ( 100 )
Staphylococcus spp. 18/18 ( 100 )
S. agalactiae 12/12 (100 )
Streptococcus spp. 12/12 (100 )
E. faecalis 100/101 ( 99.0 )
E. faecium 33 = )
E. avium 3/3 C =)
Enterococcus spp. 5/6 (100 )
other GPB 3/3 C = )
77 Lt | 2 249/267 ( 93.3 )
E. coli 122/132 ( 92.4 )
C. freundii 8/8 (100 )
Citrobacter spp. 33 = )
K. pneumoniae 32/32 (100 )
K. oxytoca 10/10 ( 100 )
Klebsiella spp. 1/1 C =)
E. cloacae 5/5 (100 )
E. aerogenes 77 (100 )
S. marcescens 6/8 ( 75.0)
Serratia spp. vy = )
P. mirabilis 5/6 ( 83.3)
Proteus spp. 2/2 C = )
M. morganii 4/4 C = )
Providencia spp. 1/1 C =)
Haemophilus spp. 1/1 C = )
P. aeruginosa 30/33  ( 90.9 )
Pseudomonas spp. a4 (= )
Acinetobacter spp. vy = )
Alcaligenes spp. 2 - )
other GNB 5/6 ( 833)
S 455/475 ( 95.8 )




V. 1BRICEEd HEH

FEMEMEMERRE GEREMREX. FHELE (U35
PERRGYIE ISR DA RITRD LB TH D,

RBRERKNR (BRH)

m

ST FEEER) 20

"B A4 BHE (%)  CEREGIHIER)
FEWREEPE PRI 2% 88.6 [ 31/35 ]
FEWREE M T I T 85.2 ( 2327 ]
FEME IR, 7 2 U7 100 ( &8 ]
JEWENE (773907 FEEEA 975 [ 39/40 ]
7 93.3 [ 70/75 )

JEME M RMEDEERRAE COA NFa—~ 5307 (F753IV7 - hFgavwr 1A, C
trachomatis) DHIRIT 96.9% (63/65 k) Toh -7z,
FBIVEFA S EHMEE 1L 25.83% (22/87 #1) TH V. EREIERIIX FH 11.5% (10/87 #) TH o7,

L £2000M3 T S R S 10
DEEIGERNE EHR)
A RHE R R YSE 17 R 2 R EIIR D L B Y Th 5.

RBAERERNR (BRH)

L/ S 2 BhE (%) CERDEBIGFIER)
hE% 878 [ 43/49 ]
SETER 871 [ 2731 )
Pt R E 5 D R A 889 [ 16/18 ]
Rl Sl g% 89.4 [ 42/47 )
SRR SR 90.5 [ 3842 )
18 LR Sl o M 80.0 [ 45 ]
At 885 [ 85/96 )
QHEEAIHEKE
SRR B FHZ% Bl e ¢
77 LR BN 22/25 ( 88.0) 1921 ( 905 )
S. aureus 8/11 ( 72.7) 77 (100 )
S. pneumoniae 14/14 ( 100 ) 12/14 ( 85.7 )
77 Lzt BN 12/14 ( 85.7) 13/13 (100 )
M. (B.) catarrhalis 44 — ) 33 — )
H. influenzae 717 (100 ) 10/10 ( 100 )
P. aeruginosa 8 — ) -
U EEUAN 4/4 (. — )
Peptostreptococcus spp. — 22 ( — )
Prevotella spp. 1/1 «C = )
Porphyromonas spp. - 11 «C = )
& &t 34/39 ( 87.2) 36/38 (1 94.7 )

() NOEMEIZ%
BIVER S BIBEEE L 37.3% (38/102 %) TH Y. EARENWEAIX TH 19.6% (20/102 ) TH -7z,



V. BRICEd 5

R} - OB RE SRR R E 1
ORBHERRHR (BRX)
VOV EREE, N7 hA LT 3y B ARFEIC I DR - ARESVRBE R GYIE (26 D A R ERITIR D

LBV THD,
RERERKRZR (o)
R S 4 BhE (%) UCERES] FAEH])
1 i R 2% 100 (1717 )
R TEL S P 2% 100 C )
AR 944 [ 1718 ]
at 976 [ 41/42 )
QHEEAIHELE
JRIAEE R (%)
77 LG 37/37 (100 )
S. epidermidis 1/1 C =)
Streptococcus spp. 33/33 (100 )
G. morbillorum 3/3 ( 100 )
77 LaEtEE v =)
other GNB v =)
BT 56/56 (100 )
Peptostreptococcus spp. 18/18 ( 100 )
P. intermedia 15/15 (100 )
Prevotella spp. 17/17 (100 )
Porphyromonas spp. 2/2 C =)
Fusobacterium spp. 2/2 (=)
Actinomyces spp. 1/1 C =)
other anaerobes 1/1 C =)
S 94/94  ( 100 )

FIVEFAFSHMEE L 44.9% (22/49 1)) TH Y, F2BIERIX FH 22.4% (11/49 #1) . ALT ¥0 10.2%
(5/49 f51) . AST #91 6.1% (3/49 f#]) TdH »7-,



VI. RT3 2 A

. EYEB(ICEAT HIER

1. REZHMICEEHSILEMXITILEWR
Y RANVRBERIEEY : VAR 7 a X kK (LVFX) . #7ex4% > (OFLX) , /A7 XxH
v (NFLX) . v 7rreaxio @i (CPFX) . hR7ex¥v v M@K my (TFLX) | e
nA7o¥xH%rr (LFLX) . 7V 7uxdvr (PUFX) | %y 7 X3 ol (MFLX) . A 3L
v ) v kg (GRNX) %
HE  BEDOH DAY ORREX I RE L. BHOBTHRXEBZRTH L,

2. EHEER
(IERERLL - EARE
VA TRXY AL MEOERNERE TH S DNA Vv A L—AR FRA VAT —PIVITH L THERE A
AL, REMICHERT 2, AROWEERICT 2EEGEEIL, e Lcho=a—%F ) n U REE LY
SR, S BT, AFNTF v MR BOREER I L ThmW I EEME 2R Lz 15719,

1) EEMEOEMERICHT HEEFEY (in vitro HER)
HENREZE CTH D, DNA V¥ A L—ARWNNRA Y AT —BIVIZxT 2 ARH e Ot IR o B ETEVE 2 1l E
L 50%FHERE (ICs0) #RHLIZE Z A, S aureus FDA 209-P #k K% 8 S. pneumoniae J24 ¥k el
R DARFIOEE ML, SR LY 2.9~79 FEIEHETH 72, AFID DNA Vv A L—AK KR
AV AT —ENVIZHT 5 ICso flIL, [ ZIXFBREDE AR L TH Y, AAIX dual inhibitory activity & 7~7
T eI,

EEMEOFMERICHT SBEEM (in vitro 5U8R)

. . MIC 1Cs0 (pg/mL)
AR Al (ug/mL) DNAY v AL —A | hiRA VY AT—FIV

STFX 0.006 1.64 0.52
OFLX 0.20 67.1 5.65

S. aureus FDA 209-P LVFX 0.10 33.8 2.46
CPFX 0.05 70.7 1.88
TFLX 0.025 23.6 1.50
STFX 0.025 1.65 2.00
OFLX 1.56 109 27.8

S. pneumoniae J24 LVFX 0.78 57.8 16.8
CPFX 0.78 130 8.45
TFLX 0.10 21.5 8.44
STFX 0.006 0.025 0.71
OFLX 0.025 0.245 3.96

E. coli KL-16 LVFX 0.012 0.114 2.35
CPFX 0.006 0.076 1.86
TFLX 0.012 0.100 1.51
STFX 0.05 0.39 1.80
OFLX 0.39 1.58 9.35

P. aeruginosa PAO1 LVFX 0.20 0.76 4.13
CPFX 0.05 0.60 3.24
TFLX 0.10 0.78 2.88




VI S HERIC B9 5 IHH

2) ZERBEMERICT HEEFIEM 171819
BEEIDF ) 0 UM AR EZ AT D DNA v A L—ZAKR O FARA Y AT —BIVITHT D AH K Ok REE D
PHEMEMEZ . S, aureus HIROAFEZE BUE AAERIEESR 2 WV TRGY Lo, ARFNE 1 BRBER K O—H O
TS RREER TR L CE WA R U, OFRETE IR FRSE o0 B A R SR (23T B PR & 1F

IR CTHo T,
S.aureus HEEBIZMERICHT HEEFMN
1Cs0 (pg/mL)
A FRA Y AT—FV DNAY ¥ A L—2A
WT 2 8o v 849 80K 184 9 WT @ 849 881 84} 1188 ©

STFX 0.45 4.2 13 170 1.5 6.4 23 >1600
OFLX 3.9 260 285 1250 67 1120 >1600 >1600
LVFX 2.3 180 130 1160 31 1210 >1600 >1600
CPFX 2.5 75 110 530 66 709 >800 >800
TFLX 1.8 90 170 >200 25 >200 >200 >200

a) B AEARESR

b) GrlA80 iz Ser 73 Phe |ZE#t L /-
¢) GrlA84 iz Glu 7 Lys (Z &t L /- %55
d) GrlA80 17} U 84 {if.> — d 8 FLI i 5%
e) GyrA84 fizd Ser 78 Leu (& L /=455
f) GyrA88 L Glu 7% Lys (2 & # L /=45
g) GyrA84 i }e U 88 {ir (> — H /L JLAIEE %

S BT S, pneumoniae } O} P. aeruginosa 2k D2 FE NAEEESR o O E. coli 078 SRR IEE R 2 1T
FHETEME A HIE L o, AFNTWT IO EARIEEFR 56 LT b st IR A & RV R EE TR L7z,

S. pneumoniae HEZBIEMBERICHNT HHEEF N

ICs0 (pg/mL)
Al NRA Y AT —EV DNAY ¥ A L—2
WT 2 79 b WT @
STFX 1.88 16.9 1.16
LVFX 17.6 180 49.7
CPFX 10.7 68.9 135

a) BpAETIEESR
b) ParC @ 79 iz Ser 7’ Phe (Z{&#a L /=3

E. coli AR &EERMERICHNT SEEFML

S KL-16 MH-5 (GyrA83)

I1Cs0 (ng/mL)® MIC (pg/mL) ICs0 (ug/mL)® MIC (pg/mL)
STFX 0.082 0.02 4.17 0.05
LVFX 0.40 0.1 22.0 0.31
CPFX 0.21 0.063 58.2 0.19
TFLX 0.58 0.05 31.8 0.19

a) E. coli KLi-16 HREFAM DNA ¥ v A L —RZ%x1 % ICso
b) E. coli MH-5 H3EZE A DNA ¥ % A L—A (GyrA83) 12545 ICso



VI RS ARBLIZ B3 5 H

P. aeruginosa B3R B IEZMBRICH T HEEE M

ICs0 (pg/mL)
Al DNAY ¥ A L—2 RRA Y AT —EIV
WT @ 83 b) WT @ 879
STFX 0.42 1.85 2.12 8.62
LVFX 0.88 10.4 4.96 49.2
CPFX 0.55 8.29 4.06 33.0

a) BpAAEESR
b) GyrA @ 83 iz® Tyr 7 Ile (ZiEH: L /B3R
c) ParC @ 87 \7® Ser 7’ Leu (Z{&# L /=35

3) ERRRAVAS—E T alzntd HEEFN 20
bt MERESRELUEEZE THDHE b bRA Y AT —F I a lZk 5 AH S O B3R OB ETEME 2 JE L,
HHKBERE CTH D E coliDNA Vv A L— AN S, aureus bRA Y AT —8 IV LEEME & g L7z, A
A, M SREER I3 L TRV ERPRPE R R LT,

EMBRRBERIRAVAS—EI o RUMBEBHEBRRICHT SEEFHDOLEK

1Cs0 (mean=+SD,pg/mL) BRI
S | 3 _ : N S B ; : \ S_B
® Al DNA((;;;;;)/ A ) j—(;‘ojp)(ilzl) ];)E v ) T?T{O;ZH )—E)H “« Topo I /Gyr Topo I /TopolV
STFX 0.13£0.01 0.39£0.15 2369+101 18221 6022
LVFX 0.39£0.00 2.36£0.41 1854+£35 4754 786
OFLX 0.71+0.07 4.17+1.25 2221148 3129 532
CPFX 0.32£0.02 2.83*t1.14 325+44 1016 115

a) E coiKL—16 3 DNA v A L —*A
b) S. aureus FDA 209-P Hi3k FRA ¥ A 5 —FIV
o b MEEHERFRA Y ATFT—F o

(2)FEshFE T+ B HRERRE

TH TR AR TR ENED 7T AGYEE KONV T AR FEETLE ISR L, BRIA WP R
7 hvEAL, 7 RUKEE, VoV EKERE, WREKE, BEREE, £727%87 (700 AT) - wET
—UR, KRG, YtansZ—Jg JLv7 v IR/, =oTans =gk BIFTR. ST URAE,
FENHRT « TN =— A TN WE, RRE, LYAXT c =a—F7 47, XA ML T b=
AR E. FURT I/, WA T 40 F A/, 7INNITIVILE, "Noa—<wr7I533I907 (75397 -
NFavwTr 4 R) MK IIVT (U TFIVT s ma—F=x) | ik~ A AT TR (w2 T T X~ -
Za—F=x) REH L TRMWIE A 2R LT 9, FRICHRIRE (RN= U UiE, ~27 1 J 1 FitE&
O AR 2 BRI 2 B de) R OMBERE R . FRIRE R OVKIGE (27 v Ut RIGE &2 & de) (2xh LT, il
D=a2—F ) 1 RPUEEIZHASIROPUETEMEZ 7R L7z 571015,



VI S HERIC B9 5 IHH

1) BERICHT SHE D
KANTIFRIED 7T DGPEE K O T SRS L TIRIAWGLE A~7 bV &R LTz,

@ FRHERVEMRIMEE

e MIC (pg/mL)
B STFX | OFLX | LVFX | CPFX TFLX
Staphylococcus aureus FDA 209-P 0.006 0.20 0.10 0.05 0.025
Staphylococcus aureus SMITH =0.003 0.10 0.05 0.05 0.006
g Staphylococcus epidermidis 56500 0.05 0.78 0.39 0.39 0.10
A | Streptococcus pyogenes G-36 0.025 1.56 0.78 0.78 0.10
% Streptococcus mitis IID 685 0.025 0.78 0.39 0.78 0.10
B | Streptococcus pneumoniae ATCC 49619 0.025 1.56 0.39 0.39 0.05
Enterococcus faecalis ATCC 19433 0.10 3.13 1.56 1.56 0.39
Bacillus subtilis ATCC 6633 0.006 0.10 0.05 0.05 0.025
FEscherichia coli NTHJ =0.003 0.025 0.012 | =0.003 | =0.003
Escherichia coli KLi-16 0.006 0.05 0.025 0.006 0.012
Shigella flexneri 2a 5503 0.006 0.05 0.025 0.012 0.012
Salmonella enteritidis IID 604 0.012 0.10 0.05 0.012 0.025
Hafnia alvei 11D 978 0.006 0.025 0.012 0.006 0.012
Citrobacter freundii 11D 976 0.006 0.05 0.025 0.012 0.006
Proteus vulgaris 08601 0.006 0.025 0.012 0.012 0.025
Proteus mirabilis TFO 3849 0.025 0.10 0.05 0.025 0.10
Proteus inconstans 08303 0.025 0.20 0.10 0.012 0.025
Providencia rettgeri 08500 3.13 3.13 3.13 0.78 1.56
o Morganella morganii 11D 602 0.012 0.10 0.05 0.012 0.05
Z | Klebsiella pneumoniae TYPE 1 0.025 0.10 0.05 0.025 0.05
[f‘é; Klebsiella oxytoca 07600 0.006 0.05 0.025 0.006 0.012
‘L% Enterobacter cloacae 03400 =0.003 0.05 0.025 0.006 0.006
& Enterobacter aerogenes ATCC 8329 =0.003 0.025 0.012 | =0.003 0.006
Serratia marcescens 10100 0.025 0.20 0.10 0.05 0.05
Yersinia enterocolitica TE 591 =0.003 0.05 0.025 0.006 0.006
Pseudomonas aeruginosa PAO1 0.10 0.78 0.39 0.10 0.10
Pseudomonas putida 11D 5121 0.20 1.56 0.78 0.20 0.20
Burkholderia cepacia 11D 1340 1.56 >6.25 6.25 6.25 3.13
Stenotrophomonas maltophilia IID 1275 0.10 0.78 0.39 1.56 0.20
Flavobacterium meningosepticum ATCC 13253 0.78 1.56 0.78 1.56 0.39
Acinetobacter baumannii ATCC 19606 0.10 0.78 0.39 1.56 0.10
Alcaligenes faecalis ATCC 19108 0.05 0.78 0.39 0.39 0.20
Alcaligenes xylosoxidans ATCC 27061 0.78 >6.25 >6.25 >6.25 >6.25

AL IRIEF2ARNEE (R AAIRIE, S E & © 10° CFU/mL)



VI RS ARBLIZ B3 5 H

QORI E

MIC (pg/mL)
SIS

STFX | OFLX | LVFX | CPFX TFLX
Clostridium symbiosum ATCC 14940 0.78 25 12.5 25 6.25
Clostridium oroticum ATCC 13619 0.39 12.5 12.5 25 3.13
Clostridium indolis ATCC 25771 0.39 50 25 100 6.25
Clostridium ramosum VPI 679 0.78 25 12.5 12.5 1.56
Clostridium ramosum JCM 1298 0.78 12.5 6.25 12.5 1.56
Clostridium difficile ATCC 9689 0.20 12.5 6.25 12.5 1.56
»7: Clostridium perfringens JCM 1290 =0.05 0.78 0.39 0.39 0.20
Z Clostridium septicum JCM 8144 =0.05 0.78 0.20 0.39 0.20
% FEubacterium moniliforme VPI 5518 0.10 1.56 0.78 0.39 0.20
FEubacterium aerofaciens ATCC 25986 =0.05 0.78 0.78 0.78 0.39
Fubacterium Iimosum ATCC 8486 0.10 3.13 1.56 1.56 0.78
Peptostreptococcus asaccharolyticus VPI 5045 0.78 50 25 50 3.13
Peptostreptococcus prevotii ATCC 9321 0.20 12.5 6.25 1.56 0.39
Peptostreptococcus anaerobius ATCC 27337 | =0.05 1.56 0.78 1.56 0.20
Peptostreptococcus intermedius VPI 3372 0.10 3.13 1.56 1.56 0.39
Lactobacillus acidophilus JCM 1132 0.78 [>100 100 100 6.25
Bacteroides fragilis ATCC 25285 =0.05 1.56 0.78 3.13 0.39
Bacteroides ovatus ATCC 8483 0.10 12.5 6.25 6.25 0.78
Bacteroides uniformis ATCC 8492 0.20 6.25 3.13 6.25 1.56
Bacteroides vulgatus JCM 5826 0.20 3.13 1.56 25 0.78
Bacteroides distasonis JCM 5825 0.10 6.25 3.13 6.25 1.56
Bacteroides thetaiotaomicron JCM 5827 0.39 12.5 6.25 25 1.56
_ | Fusobacterium necrophorum JCM 3718 =0.05 6.25 3.13 1.56 0.20
; Fusobacterium nucleatum JCM 8532 =0.05 1.56 1.56 1.56 0.39

5?1; Fusobacterium nucleatum 1PP 143 0.78 |>100 50 100 12.5
‘TE Fusobacterium varium ATCC 8501 0.78 25 25 50 6.25
" | Fusobacterium mortiferum ATCC 9817 0.10 3.13 1.56 1.56 1.56
Prevotella bivia JCM 6331 0.20 6.25 3.13 12.5 3.13
Prevotella corporis JCM 8529 =0.05 1.56 0.78 0.78 0.39
Prevotella melaninogenica JCM 6325 =0.05 1.56 0.78 0.78 0.39
Prevotella gingivalis JCM 8525 =0.05 0.78 0.39 0.78 0.20
Prevotella asaccharolytica JCM 6326 =0.05 1.56 0.78 1.56 0.39
Veillonella parvula ATCC 10790 =0.05 0.78 0.39 0.20 0.39

AA LA RIE 2 e (RERIA AL, R & : 1056 CFU/mL)



VI S HERIC B9 5 IHH

2) BRERSBERKIC XIS B HE A 192

DT 5 LBHEE
il A MIC D #i [ MICso MICoo
(¥R%R) (ug/mL) (ug/mL) (ug/mL)
AF U VEHES, aureus (MSSA) STFX <0.06 ~ 16 <0.06 <0.06
(1126) LVFX <0.06 ~ >64 0.12 0.25
CPFX <0.06 ~ >64 0.25 1
TFLX <0.06 ~ >32 <0.06 <0.06
ATV Uittt S, aureus (MRSA) STFX =0.06 ~ 32 0.5 8
(1169) LVFX <0.06 ~ >64 8 >64
CPFX =0.06 ~ >64 64 >64
TFLX <0.06 ~ >32 8 >32
AF Y L EMECNS* STFX <0.06 ~ 2 <0.06 <0.06
(719) LVFX <0.06 ~ >64 0.12 1
CPFX <0.06 ~ >64 0.12 1
TFLX <0.06 ~ >32 <0.06 0.5
2 F ) it CNS* STFX <0.06 ~ 4 0.12 0.25
(1029) LVFX <0.06 ~ >64 2 8
CPFX <0.06 ~ >64 4 32
TFLX <0.06 ~ >32 4 8
S. pneumoniae STFX =0.06 ~ 0.25 =0.06 =0.06
(1010) LVFX <0.06 ~ 16 0.5 1
CPFX <0.06 ~ 16 0.5 1
TFLX <0.06 ~ 4 <0.06 0.12
S. pyogenes STFX =0.06 ~ 0.25 =0.06 =0.06
(676) LVFX <0.06 ~ 16 0.5 1
CPFX <0.06 ~ 16 0.25 2
TFLX <0.06 ~ 8 <0.06 0.5
S. agalactiae ® STFX =0.06 ~ 0.5 =0.06 0.5
(25) LVFX 0.5 ~ 32 1 32
CPFX 0.5 ~ 32 1 32
TFLX 012 ~ 8 0.5 8
PUFX 0.25 ~ 16 0.5 16
E. faecalis STFX =0.06 ~ 8 0.12 2
(987) LVFX 0.25 ~ >64 1 32
CPFX 0.12 ~ 64 1 32
TFLX <0.06 ~ >32 0.25 16
E. faecium STFX <0.06 ~ 32 1 4
(663) LVFX 0.25 ~ >64 32 64
CPFX 0.12 ~ >64 32 >64
TFLX <0.06 ~ >32 8 16

AACFHRE T 2R R (BRI RIE, #RE & : 10° CFU/mL)

% a7 77—t Staphylococcus

a) NCCLS fR¥EE N U CLSI A2YE]E (kAR HiL, 5X101 CFU/well)
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DA FN =11
Fit A MIC D #iFH MICso MICgo
(BEE0) (ug/mL) (ng/mL) (ng/mL)
M. (B.) catarrhalis STFX =0.015 ~ 0.12 =0.015 =0.015
(762) LVEFX =0.015 ~ 2 0.03 0.06
CPFX =0.015 ~ 2 0.03 0.03
TFLX =0.015 ~ 0.5 =0.015 =0.015
E. coli STFX =0.06 ~ 8 =0.06 1
(1105) LVEFX =0.06 ~ >64 =0.06 8
CPFX =0.06 ~ >64 =0.06 32
TFLX =0.06 ~ >32 =0.06 >32
Citrobacter sp. STFX =0.06 ~ 16 =0.06 0.5
(791) LVEFX =0.06 ~ >64 0.12 1
CPFX =0.06 ~ >64 =0.06 1
TFLX =0.06 ~ >32 0.12 1
K. pneumoniae STFX =0.06 ~ 16 =0.06 =0.06
(1010) LVFX =0.06 ~ 64 =0.06 0.25
CPFX =0.06 ~ >64 =0.06 0.12
TFLX =0.06 ~ >32 =0.06 0.12
K. oxytoca ® STFX <0.06 ~ 0.5 <0.06 0.5
(25) LVFX =0.06 ~ 8 =0.06 4
CPFX =0.06 ~ 16 =0.06 4
TFLX =0.06 ~ 4 =0.06 4
PUFX =0.06 ~ 4 =0.06 2
Enterobacter sp. STFX =0.06 ~ 64 =0.06 0.12
(1029) LVEFX =0.06 ~ >64 =0.06 0.5
CPFX =0.06 ~ >64 =0.06 0.25
TFLX =0.06 ~ >32 =0.06 0.25
S. marcescens STFX =0.06 ~ 16 =0.06 0.25
(811) LVEFX =0.06 ~ 64 0.12 1
CPFX =0.06 ~ >64 =0.06 1
TFLX =0.06 ~ >32 0.12 1
P. mirabilis STFX =0.06 ~ 64 =0.06 0.5
(677) LVFX =0.06 ~ >64 =0.06 4
CPFX =0.06 ~ >64 =0.06 4
TFLX =0.06 ~ >32 =0.06 8
A ¥ F—/ViGtE Proteus STFX =0.06 ~ 64 =0.06 0.25
(764) LVFX =0.06 ~ >64 =0.06 2
CPFX =0.06 ~ >64 =0.06 2
TFLX =0.06 ~ >32 =0.06 2
5 B M.morganii STFX <0.06 ~ 4 <0.06 0.12
(399) LVFX =0.06 ~ 64 =0.06 1
CPFX =0.06 ~ >64 =0.06 0.5
TFLX =0.06 ~ >32 =0.06 2
H. influenzae STFX =0.015 ~ 0.12 =0.015 =0.015
(1051) LVEFX =0.015 ~ 4 =0.015 =0.015
CPFX =0.015 ~ 4 =0.015 =0.015
TFLX =0.015 ~ 4 =0.015 =0.015
P. aeruginosa from RTI Y STFX =0.06 ~ 16 0.12 2
(1049) LVEFX =0.06 ~ >64 0.5 8
CPFX =0.06 ~ >64 0.12 4
TFLX =0.06 ~ >32 0.12 4
P. aeruginosa from UTI 9 STFX <0.06 ~ 32 0.12 8
(835) LVFX =0.06 ~ >64 1 64
CPFX =0.06 ~ >64 0.25 32
TFLX =0.06 ~ >32 0.25 >32

AACFHRE T2 (BRI RIE, #RE & : 10° CFU/mL)

a) NCCLS f54El5 K O CLST £ 4EE (Ui A BlE, 510 CFU/well)
b) WP SR YL

¢) JREEIEIIE
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QR tEESIEE

2 e MIC D i MICso MICoo
(¥:%) *® A (pg/mL) (pg/mL) (pg/mL)
Peptostreptococcus sp. STFX =0.06 ~ 0.25 =0.06 0.12
(50) LVFX 0.12 ~ 64 0.5 8
CPFX 0.12 ~ 32 0.5 8
TFLX =0.06 ~ 8 0.12 1
PUFX =0.06 ~ 16 0.5 1
Prevotella sp. STFX =0.06 ~ 0.5 =0.06 0.25
(25) LVFX 0.5 ~ 8 1 4
CPFX 0.5 ~ 32 1 16
TFLX 0.256 ~ 8 0.5 2
PUFX 0.25 ~ 16 0.5 4
Porphyromonas sp. STFX =0.06 ~ 0.5 =0.06 =0.06
(25) LVFX <0.06 ~ 8 0.25 0.5
CPFX 05 ~ 2 1 2
TFLX =0.06 ~ 1 0.25 1
PUFX =0.06 ~ 0.5 0.25 0.5
Fusobacterium sp. STFX =0.06 ~ 1 =0.06 0.25
(50) LVFX 0.12 ~ 128 0.5 4
CPFX 0.12 ~ 32 1 8
TFLX =0.06 ~ 4 0.25 1
PUFX =0.06 ~ 32 0.5 4
NCCLS #ZE#ey: K O CLST AZHevE (i AR #A BR%, 105 CFU/mL)
@LoHTRE
. fit # MIC D% MICso MICoo
(% %h) (ng/mL) (ng/mL) (ug/mL)
L. pneumophila ® STFX =0.004 ~ 0.008 =0.004 0.008
(10) LVFX 0.03 ~ 0.06 0.03 0.06
CPFX 0.03 ~ 0.06 0.03 0.06
TFLX 0.008 ~ 0.015 0.015 0.015
PUFX 0.06 ~ 0.12 0.06 0.12
MFLX 0.06 ~ 0.12 0.06 0.12

a) EIES OJE (ERERAIRE, 104 CFU/spot)
U skt fLiEh> : Chemotherapy 1984 ; 32(10) : 718-723)
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OFEHREE
W w H MIC D #ilH MICso MICoo
(BE%) (ug/mL) (ug/mL) (ug/mL)
M. pneumoniae® STFX 0.015 ~ 0.03 0.03 0.03
(10) LVFX 0.5 0.5 0.5
CPFX 05 ~1 1 1
TFLX 0.25 0.25 0.25
PUFX 2 ~ 4 2 2
MFLX 0.03 ~ 0.12 0.06 0.12
C. pneumoniae® STFX 0.03
2 LVFX 0.5
CPFX 1
TFLX 0.12
PUFX 4
MFLX 0.03 ~ 0.06
C. trachomatis® STFX 0.03
®) LVFX 0.5
CPFX 1
TFLX 0.12
PUFX 4 ~ 8
MFLX 0.06

a) Yamaguchi b O ik (EREARIE. 104 CFU/well)
(Yamaguchi T, et al. : Antimicrob Agents Chemother 2000 ; 44(5) : 1381-1382)
b) HAALFE S22 7 2 V7 MIC JlEE
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3) BREEH
ErOEPRESSAL—2YaVvETLICETSREN D
AHl 7z, 50mg X2 [E/H (bid.) . 100mgXx1[E/H (o.d.) . 100mgXx2[E/A (bid.) MK GRIZHY
THMGETIREHESE % In vitro THBE L7Z=ET WIZBWT, S aureus. S. pneumoniae., E. coli, P.
aeruginosa, H. influenzae, M. (B.) catarrhalis ® 6 HFEIZXI9 5% EEH 2Bt Lz,
AFNZ. S aureus 037114 ¥k, S. pneumoniae 1533254 ¥k, H. influenzae 037735 #k. M. (B.) catarrhalis
037082 ¥k K TN E. coli 033451 #RIZ%F LT, 50mg X 2 [/ A 5-FF B W TREICIER L=,
P. aeruginosa 033306 ¥RIZ%F L TlE, 100mg X 2 [Al/ A% 5-F 7L Cm Wik EEH 2= L=,

S.aureus 037114  MIC:0.03pg/mL S.pneumoniae 1533254  MIC:0.12pg/mL
(LogCFU/mL) (LogCFU/mL)
1 O L T T T T T T T T T T T T T T .l O [ T T T T T T T T T T T T T T T T
v — Control
—e—50mg b.i.d.

--0-- 100mg o.d.
—&— 100mg b.i.d.

N

—7~ Control
—e—50mg b.i.d.
--0-- 100mg o.d.
—&— 100mg b.i.d. o

1 1 PR T S S SR S T T 1 L 1 1
OO 4 8 12 16 20 24 OO 4 8 12 16 20 24
Time (hr) Time (hr)
E.coli 033451 MIC:0.25pg/mL Paeruginosa 033306  MIC:0.25pg/mL
(LogCFU/mL) (LogCFU/mL)
L L
8F —#— Control 8k
— —e—50mg b.id. — —e—50mg b.id.
% --0-- 100mg od. o --0-- 100mg o.d.
= —&— 100mg b.i.d. —— 100mg b.id.
Byl
A
of DEmaoBaoD¥Ee™ 2 T AAT  of Apalad
O b e L O | | T S S T T R |
0 4 8 12 16 20 24 0 4 8 12 16 20 24
Time (hr) Time (hr)
H.influenzae 037735 MIC:<0.004pg/mL M(B).catarrhalis 037082  MIC:0.015ug/mL
(LogCFU/mL) (LogCFU/mL)
10_"'| """" B 2 N 10_"'| """" r— T T T
8 —~ Control 8k 7
= —e— 50mg b.i.d. i
4 6 4 6
= ]
a4 Ha —— Control
C L —o—50mg b.i.d.
2 2F
O _ 1 | I S SO S T T L L O _ 1 | [T T S S S T T |
0] 4 8 12 16 20 24 0 4 8 12 16 20 24
Time (hr) Time (hr)
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HERRUV1 7S/ BREERMAKEIIIT SFREMER (n vitro)

A 50mg 1 A 2[E & F100mg 1 [HFGRO v bMfEFREHEEZ > I 2 L— b LEEBROBAR K1 7
X/ BRZE AP ERE AT DR EERIC DWW TGS L7z, 72, EANER 24 RO RN 2 L — 3
UHRNTIC S X | AKIERSZMEE Fa o =— 0B W C st L,

AT 2 BRI Tl AHI 50mg 1 H 2B %N 100mg 1 H 1 BO@#HGET MIBNT, ¥ alb—v3
UHETRRICE OB R MR S, HAIER 24 RERIZICEAIERRT & ik U CTARBN X 2 Bz o
BEFLEEORE = L—y g VIR IR o T,

— 5. 172 BRI RERE I, AF 50mg 1 B 2 A% 0 100mg 1 H 1 [RGB m T T 1280
T, Va2 b—va UKRTRHCEREDIRDHER SN, V2 b —va K TRORE = L—1 9 UiffT
OFER, 50mg 1 B 2 [ 5 7 /L CIXEAIVEM T & ik U CABNC T 2 IS EBNME T L2 ORE =
L—3 g UOSCHERR S LAY, 100mg 1 B 1 [EFEET VT, AN T2 EZENME T LZEHORE =
L—3 g RS e o T,

54 FEG00218 173/BREE 2R 1026523
(MIC:0.031g/mL) (MIC:0.06 g/mL)
(Log CFU/mL) (Log CFU/mL)
8 8

7 7
6 A ————HHEHK 6 ————OHEHK L
i =<~=50mgx2[al/H # =<==50mgx2[al/H .
& 5§ —@—100mgx1[al/H & 5} —@—100mgx1[El/H 'o'
ﬁ 4_|‘ ........... *ﬁﬂjl}ﬂﬁ ?& 4_ ........... ﬁd:”;ﬂﬁ '0
b i o R
3 Q‘ 3 , . 00__0
2 - io\ 2 R
S . 4 ® PN PN P
T T T I I 1 T I I I I 1
0 4 8 12 16 20 24(hr) 0 4 8 12 16 20 24(hr)
i=3h| i=3h!
ErMERPERES I AL—YaVETUICEITAMABRAICHT 55%EH
4R EG00218 173/BE 2511026523
(MIC:0.03g/mL) (MIC:0.06 £ g/mL)
(Log CFU/mL) (Log CFU/mL)
10 v kE—IL 10 =N =E )
9 ~<O-=50mgx2[E/H 97 <O~ =50mgx2[E/A
8 —@— 100mgx1[E/H 8 - —@— 100mgx1[E/H
E 74\ e *ﬁﬁj'}ﬂﬁ E 2 N s
& 6 & 6
;o5 B 5
4 4
3 3
24 2
Sttty (e

T T T T T T T 1
0 0008 0015 003  0.06 012 025 0.5(ug/mL) 0 0015 003 006 012 025 05 1(ug/mL)

DEOOXYIURE LEIOXSUUIRE

A 70F%Y Y e 24 BHROMAREDORE 2 L— 3 V@
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4) Post Antibiotic Effect (PAE)
AFNOFBRE N PAE &, SHREE & FBa Lic, AFNTWTHOBEKICH LTH PAE 2/RL, £OMS
IXTEE LRI TH » 72,

RERE A Post Antibiotic Effect (PAE)

- . PAE (hr)
ES IS Al MIC (pg/mL) TMIC 1 MIC
STFX 0.025 0.92 2.35
S. aureus FDA 209-P LVFX 0.20 0.68 2.68
CPFX 0.20 1.05 1.59
STFX 0.025 2.33 1.14
FE. coli KL-16 LVFX 0.05 2.55 2.21
CPFX 0.025 1.77 0.83
STFX 0.20 1.53 3.82
P. aeruginosa PAO1 LVFX 0.78 1.82 4.37
CPFX 0.20 1.80 4.55

5) MRS
OHBRENM M ES M
S. aureus FDA 209-P £k, E. coli KL-16 ¥k & % P. aeruginosa PAO1 ¥k % FiV T, BEEMIC L 535k
BN SRR 2 FE i L 7o, SERIOA PRI T, 10 ERERERER L 72 B OAFNZ b3~ 5 itk 58 154
L. S. aureus FDA 209-P TV AR 7 a X% oK L RIRRE, 7' a 7 a4 o U HERBIE L K<,
77 AEHETIRLAR 7 e X KA O 7 e 7 a X R S RIRRETh o7,

HEREANM LSS
S. aureus FDA 209-P FE. coli KL-16 P. aeruginosa PAO1
Al MIC (pg/mL) MIC (pg/mL) MIC (pg/mL)
11CH 101X H * 11CH 101X H & 1fCH 101%H *
STFX 0.025 0.05 2 0.012 0.10 8 0.10 0.20 2
LVFX 0.39 0.78 2 0.05 0.20 4 0.39 0.78 2
CPFX 0.20 3.13 16 0.012 0.20 16 0.10 0.20 2
QBAM MR HIREE

ARENZXFT B S. aureus 209-P ¥k, S. pneumoniae 60 ¥k, S. pneumoniae 1026523 £k} Y E. coli JCM
1649 #RD EH FRMME B HBUEEE 2 6 BRI & Lk L7z, §7720 5 | 1~64 MIC OLEREHA & A 5 K 1T |
W2 WA L, BB OB EEE A (A) Lo, RIRCERAIR S AR EOREEE %2 (B)
L. X F=A/B 6 BARMMEEHBBE (F) 2RH Uz, AFI0 B IR F H B L (300 FEE & R
HOWNEENL Y BIRBEETH -T2,
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BAMMEEIREE
. H PRI B A
H% A (ulglfm 1XMIC 2 X MIC 4XMIC
STFX 0.015 8.6X 107 <6.0X1011 <6.0X1011
LVFX 0.25 7.8X10% 4.1X10°8 <6.0X1011
S. aureus 209-P
MFLX 0.06 1.4X104 3.1X108 <6.0X1011
CPFX 0.25 6.9X10°6 5.0% 108 <6.0X1011
2XMIC 4XMIC 8 X MIC
STFX 0.008 1.3X10°® 4.7X101 <92.4Xx1011
, LVFX 0.03 6.4X10° 5.0X 10710 <2.4X101
£. coli JOM 1649 MFLX 0.03 2.2X10° 1.7X10° <2.4X101
CPFX 0.008 2.4X108 2.0X10° 1.3X10°
4XMIC 8 X MIC 16 X MIC
STFX 0.06 2.8X108 1.6X10° <B.7X10712
S proumonias 60 9 LVFX 2 3.7X10° 3.2X 108 6.0 10
’ MFLX 0.25 6.2X108 2.5X108 1.7X108
CPFX 4 5.1%108 2.9%X108 8.4 10710
STFX 0.06 3.4X 108 5.1X10°9 <8.5X1011
LVFX 2 1.0X10°7 4.4X108 5.9X 10
S. pneumoniae 1026523 P
MFLX 0.25 3.4X 10 4.2X10 1.8X10°®
CPFX 4 1.0X10°7 1.0X 107 6.9X 10

a) S. pneumoniae ATCC49619 X W /EHH L7= ParC \Z 1 » AT 7 I J FREH 2 A4 5 FZERskk
b) ParC 2 1 » FiD T 2/ BB % A 25 BEIE /B
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6) ¥ RBMETETILIZH T B BEEBHEZHR 19

7 LM (A F U i S aureus (MSSA : methicillin-sensitive S.aureus) . A F VU Uitk S,
aureus (MRSA : methicillin-resistant S.aureus) . <=3V V&% S. pneumoniae (PSSP) ., =
U ViiHE S, pneumoniae (PRSP) ] KON T AfatE# (F. coli, P. aeruginosa. S. marcescens) %~ 7
A2 DIEENICHERE L7z, MRSA &G~ 7 ARG E & M O 2 B2, € O OREGE~ 7 ARG E %
WCHERAN 2RO G L, Y 7 A% OETFR % HEIZ probit 5% HW T 50%H %% (EDso) KU 95% (5 HHX
MARM Le, RFNE in vitro FLEE ) % W3 2 G HZN R A~ L, 7T LBMERE LK Y P. aeruginosa
J N S, marcescens DFEGZK L CTHIBREE T H K\ EDso 2718 L7z, E. coli DIEGx T % A0 EDso
F. FATRF U MUV AR LD b TR, AR T e u ki L RETHY . TR
TuXty UEBE LY IRETH o7,

. PR R i MIC EDso 95% {5 T X [H]
(CFU/~ T R) (ug/mL) (mg/kg) (mg/kg)

STFX 0.031 10.49 8.72—12.52

iiﬁﬁggs 5.9% 108 LVFX 0.25 18.67 15.32—22.33

5037114 (2.7MLD) @ CPFX 1 49.36 40.08—61.41

TFLX 0.063 11.77 6.59—16.11

STFX 1 77.62 54.00—99.28
iﬁ%ﬁiﬁ 1.2 108 LVFX 16 >9200.00 D
9-037004 (4.3MLD) CPFX 64 >200.00 b
TFLX 8 >200.00 b)

. STFX 0.063 10.79 6.53—20.07

S, pcamoniac 2.8% 10 LVFX 1 38.95 30.74—47.10
99-037988 (4.4MLD) CPFX 0.5 >100.00 b

TFLX 0.25 15.15 9.92—21.81

, STFX 0.063 6.32 3.79—9.09

S, Peumoniac 6.0 X 106 LVFX 2 54.98 38.20—89.91
99-033890 (3.0MLD) CPFX 2 >100.00 b

TFLX 0.25 13.42 10.28—17.50

STFX 0.031 10.84 8.73—13.97

E. coli 3.2X108 LVFX 0.25 10.50 8.21—13.52

5-037042 (4.8MLD) CPFX 0.125 17.62 9.85—89.63

TFLX 0.063 7.85 5.98—10.38

STFX 0.125 10.70 8.41—13.36

P. aeruginosa 6.7X106 LVFX 0.5 19.46 15.36—24.55

5-037096 (6.7MLD) CPFX 0.125 13.86 10.98—17.60

TFLX 0.125 12.95 10.03—17.15

STFX 0.25 14.26 11.25—17.25

S marcescens 8.9 106 LVFX 2 23.91 19.32—29.65

23-037520 (10.3MLD) CPFX 2 39.65 30.54—51.06

TFLX 2 46.52 35.00—63.97

) : SleddY i~ v A, MEME, 5 MG, 10 DL/

a) R EN /B E R (MLD) OffEr%R~9, bEHINT

¢) PSSP : penicillin-susceptible S. pneumoniae; =3V V&K EKE (PCG=0.06 pg/mL)
d) PRSP : penicillin-resistant S. pneumoniae; <=3V VittEfiZ%EkE (PCG=2 pg/mL)
PCG: "I nR=vVJ v~
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7) BRBERAICKD Ty MEMERBREREE N4 F T IILLRE) ETIICETSEESR Y
EMENICAR Y = F Lo Fa—7 (PT) #HELLET v MIRIREMICZ P, aeruginosa %4 L, PT &Kif
DI EEDAA AT 4V ABERRT DY 2 B0 5, 1 B 1 [EhEE: 3 AR ARO&E L, &
B HHEB OB, BEHRNEY PT REOMEFEEEZNE L, IBEDIROFEL Lz, KAIX, 256 KO
10mg/kg/ H D EIZIW T, BERLEREC R LB, BN RO PT AR EZ A BICED S 7, KT,
LARZadH v KLy 7 a7 ax o BN E RO IR A RS o7 PT KD /™A
F 7 4 VAR IC R LT H . AANE 10mg/kg/ H O HEIZEB W CTERER TRERALL IR S8z,

[E] #:P<0.05. *%:P<0.01. *%*x:P<0.001 vs ENBEE(Dunnetti®E)
(L70g CFU/g) #:P<0.05, ##:P<0.01. ###:P<0.001 vs STFX& (Tukeyi&E)
meanxSE
6 n=5
5
&
B 4
#
3
2
RHPRSR
1
(B3R ]
(Log CFU/g)
RHFRFR
[(RUIFLYFa1—T) : :
(Log CFU/PT) A HAH
7r e S RRREEREES EEEEE
6 H
5
&
B 4
3
3
2
: RHPRSR
0625 25 10 0625 25 10 0.625 25 10 (me/ke/H)
Control STFX LVFX CPFX
(MIC:ug/mL) (0.125) (0.5) (0.125)

Sy MEMERBRBRREETVICE T HE8EDRE

Crj:CD(SD)IGS %, Mlk, 7RENT » bZ& 1HEB TRV, RIS H F A itk O H D W48 K OE HERR S 2 R
T (RRHBRA ; & : 1.48 Log CFU/g, & : 2.30 Log CFU/g, PT : 1.30 Log CFU/ PT) , #EALERE L IRREED
RIERIE AL OB, BEBEN L O PT (5 B3O % Dunnett UEIC L 0 I LTz, & 7 a4 o Lokl 55 © I
WLEERE L A B ENTRO S RIS LT, AR O R H % SRR 02 % Tukey MEIZ L 0 Bl L7z,
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8) R=I ) UMEMRIREICK BT IRMRETIVIZEITHE Flih AUC 22 L—3 3 VITKBABHE B
~ U AZ PRSP # @B L, &IAIO b MEOZLGRCI P CER S D AUC &~ 7 Al TR X
EHHEAREL, 1 BEE 2 9% L CRY: 2 KO 6 BB N&EL Lo, RARG2 A OMiNEK %
HE L, RFEDRORIE L Lz, AKX, W OARICE O TS BAERC i AR SN E 5% 6
DEE, REAEEZEELEEERICBOCILAR 7 e ok, FRAT7asdou by VR K
LR 7Ta7ax o AEBE XD bARICEWIREIRZ R LT,

*%:P<0.01.%%%:P<0.001 vs #ELEE (DunnettiiiE. Student tHR7TE)
#:P<0.05. # #:P<0.01 vs STFXE(Tukeyi®iE)

(LogCFU/HH) mean+SE
7 n=8
6 _

&
B 5
#

4 —

3

602 120 100 200 70 90 200 (mg/ke/H)
mERE STFX LVFX TFLX CPFX
(MIC:ug/mL) (0.125) @ (0.5) 4)
a) n=7

RV UIHERMRKEICE DY I RMRETILICE 1T HEBRHE

CBA/JNcrj %, Mtk 5t~ 2% 187 XL 8 PLTHW =, £FANX, b MEAOESHICmP CEREN S AUC
e AMPCERBESELIHBEEARE L, TRbLYZ 7 a3 Lk TiL 60 KT 120mg/kg/H., LR 7 o %
P AR TR 100 TN 200mglkg/ H, b A7 B 430 b OVEREK I TIX 70 B 90mglkg/ H, 7 a7 R
X UIEERE TIE 200mg/kg/ H GREBAROAZRE) & Lz, RUCITE AREHERZEOM S T2 0 OEEOTFEH L]
MEAER S A oRd AL R L VSR OINER O %S V70 7 a 33 3 KR GiE Student t IRE. F O3]
TlX Dunnett BREIC L Vg L7z, & 7 v x4 o kit & Okl Tukey BREIC L VITo 72,
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9) E MERHBEEICRIETHE

fERERR A B 6 FIICAA 1171 50mg 2 1 B 2 [ 7 Af, REICKERAES GE13E) L, HAHEE
DEEBZOWTHREFT LT & 2 A, 2 THERGFITREED B Lz, BXMERE O Bacteroides spp.id. #
B m B e BT - LB AR L, EHM%E 2 A (3 A H) (T3 H&EBATOR 100 43D 1 1%
T L7eay, &EGIR% 4 B (5 B B) Q3R GARTORN 10 50 1 FREE THIE L7, £ OO
PER B LS, G THR 7 RIZIZREHEMEA 25580 bz, Yeast LSO IFAMER 13 EHIZHA L
T, BGRET R T RIS R 25580 bivTc, HUmERG-F 5 ORI R K ORIKE C. difficile 13
SEEST. AEOEAT D D-1wmHE B bR Shirol,

(LogCFU/g) REE (LogCFU/g) FREE
12 12
10 10
8 8
& &
B 6 & 6
E3 E3
4 4
2 2
T9E . n=6 5B n=6
O T T T T T T T O T T T T T T T
0 345 8 14 21 345 8 14 21
- . (day) - ) (day)
1R SRR IR RSRIRE IR
&—@ Total —@ Total
I—\ Bacteroides spp. O—-O0O Enterobacter spp.
O—0O Eubacterium spp. A—A Yeast
&— Bifidobacterium spp. ¥—W¥ Enterococcus spp.
*—k (LEC*)Clostridium spp. #—+# Bacillus spp.

Ye—s (LEC)Clostridium spp.
V—¥V Lactobacillus spp.
b—>b Veillonella spp.

RELHSFOBEAMEZD LS

(3)EFRRIES - FHEERT
LRk L
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| EYBEICEAYT HEE

1. MAREDHS
(1RELEMGILSRE
TG DERAL SRR O IR T 5,
( TVI.2.2)FEMEEFTEHHBAE . [VIL5.(5)ZDHMOMEB~DBITHE 2H)

(QERREAERR THRE SN -mHiRE
(-3 359N
1) HEKE 2223
BERERR N B PEICAA 2 im0 G (ZEHER L OREK) LIZHme. Mg hREHER K DS EE T A —
ZITLLTFDLEBY THD,

(ug/mL)
1.2 mean+SD
T ® 100mg ZfERF (n=6)
O100mg B% (n=6)
104 T A 50mg Z=fER(n=6)
084
o
=] 1
jﬁ 0.6
R
B ]
0.4
0.2
0.0 , i | —
0 6 12 18 24 (hr)
B5&EE5E
HEZOKRESHOMETREEHE
HRZOXRESHOEYHE/NSA—4 (J var— kA MENT)
&5‘% ﬁui& Cmax Tmax tie AUCOm de/F
(B 54511 (ug/mL) (hr) (hr) (ug*hr/mL) (L/kg)
50mg + + + + +
(ZefiERE) 6 0.51+0.14 1.2+0.5 6.2+0.4 2.62+0.52 2.8£0.5
100mg + + + + +
(ZEpEi) 6 1.00*=0.14 1.2+0.5 5.7x0.7 5.556+1.22 2.5£0.7
100mg + + + + +
(fr4%) 6 0.88£0.31 2.0£0.8 5.5+0.5 5.81+£1.31 2.3£0.3
mean=*=SD

AF 50mg, 100mg ZfdFER A BHEICZEIERF A& 5 L7z Re D Mg PRI &I LT ER Lz, £
7oy [Rl—#BRE 24 100mg & 258 T RR ICHER G L, EWE3E/ T A —Z Ltk LTz, £ Ok
% Cmax&UAUCOoo fcf;é“%wuy)fcfﬁ507ﬁ_o
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2) RiE"RE
RERERR A 6 Bl &2 xt4c, AKI 50mg, 1 H 2 [F% 7 HERBXERS LIEBEOIEYEELZ MR L, K&
FeHIZ L0 MiEPRED ERANA LN, Clon i3 GHE% 1 H (2 HH) UBRIXIZIE-EOHBZ R
L, EMEIEGEED bR oTz,
BehBAE P RO G-BREA% 7 A B OEMERENT A —FIITROLBY TH D,

(ug/mL)
0.6+

mean+SD
®50mgx2 (n=6)

m
E [ ]
=
B
)y
T
b
0.0+ T T T T T T T
0 24 48 72 96 120 144 168 192 (hr)
RSEZEIS
REBSFOMFRREHTS (50mg. 1 H 2 E%RE)
REXRESR (50mg. 1 H2EEE) OEMEIE/NAS A—4 () oy X— kX MENT)
s Cmax Tmax Cl2hr AUCO*12hr t1/2
WO PR g (hr) (ug/mL) (ug-hr/mL) (hr)
B5-BRGH 6 0.38+0.04 2.3+0.9 0.07+0.01 2.20+0.29 —
&5 7THH 6 0.50+0.10 1.8+0.8 0.09+0.02 2.71%+0.35 51+1.2
mean*+SD, — : HHRHE

<f&Hl. MHOEMRHESE>

BER & HIRLIE [ RIS O AW R R SRR T A KT A4 > CERL94E 12 A 22 A, EHRES 487 &) |
KON T# 58 IS O AW FHIRIEMERBR T A R A VEO—FBIEIZ DWW T (CERK 18 4F 11 A 24 AAfF, A%
B 1124006 75) | IZHEU TEYERIRSEERBRZ FE R L, EVTFRICFRE TH L 2 L 2l L,

()=
HEE R L

4)BE - ftAEOEE
VIA.(2))&EREES) . (VIL748EER] &K
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2. EMRERA/NT A—4
(MEEHAE
1-arX—= R AV FET IV

(2) "R SR FE 7E B
MM E R L
(B HERERETEH
MM ERR L
BDHoIVTZ3 R 22
CLJ/F : 327+57mL/min (mean=+SD., fEEFH M A 6 ], 50mg ZZE REH[a] £ 5.KF)

@ik
Vd./F : 2.8+0.5L/kg (mean®=SD., &SI A 6 ], 50mg Z= 5 REH [a]$E 5-kF)

(6)% DAt
EER R L

3. B&EM REaL—Tay) &
(NfE¥T 75 &
1R (572457 10) @BREEEEY -2 X— A FEFIL

NS A =L EHER

RERM BN REAAT O, BHEE (CLer) | AHE, FREORERORFOFAEN I F T Xy D
WENRRIZ MIFTHERRBO O, TRHEKD I 5, Cler DRI KR RE ol

4. % 4R
BRRPHMERNK 70% THD Z L2 b, WIEFRIT T0% L EEEZ6ND,
<#gMT—45>

UG kS & 7 v U LOKF) & HEVE R OMEVE D > | JEME A X L ONEVE T = 7 A LT HE R St T BRI 1
Pe b UT-WE, Y6 1 O HUH REIR FE 133 5-1% 0.5~2 WRff#] Tl B LT,

UC il & 7 XY LK & JEVE D = 7 A PUTHER S E T C LA 0 5 55 0 (i35 H iR B — IRp R il
T (AUCot) 1. FFIRNFBEGEEDZID 91.0% TH > 7,
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5.

5

(1)1 % — fxi BP9 @i i

HEE R L

(2)1n 7% — R BERE P @B 1%

<#gYT—4%>

uC fEEk s ¥ 7 a Vv K 4.69mglkg AR T v MRS FHERROKZ S Lz, )

OB RER

FElT. RHMAME PO L v iRE4 R L (GFE 18 HEH O 8 o7 —# <) . #5654 24 BRI TlT
A1 IEH T2 OFRRERITHRIL. RBIE~DOEEED 0.04% L T Tho7,

R BR A AT AR T Lz, N
RS v MTEITSEEmMER. FKkh R UK R RS

r=y=]

RERE

vETZaxY oY ERE (ugeq/gor mL)
R IR 12 B IARIGII18 A
lhr 4hr 24hr lhr 4hr 8hr 24hr
S2ENTIRE 0.45 0.09 N.D. 0.58 0.28 0.03 N.D.
Fk - — - 0.06 0.07 0.03 0.00
iR 0.26 0.04 N.D. 0.37 0.15 0.04 N.D.

1% 4 BIOVE %2 R T
N.D. : B BRI A

—  IEMAL

QB)EFT~DBITH
<#gYT—45>

% 9 HEOWMETRZ v M UCIE S ¥ 7 m X2 LK) 4.69mg/kg Z ARSI FHERR N5 L
oo P12 24 WM & T 4.4 B O IR TROR L, 35548 48 BpICITBH IR A A & 7~ 7o, B 514 8
R[] 3 C O FLIT R BE IR EE O I TP RERR BE I - 5 b 2.69~4.25 Th -~ 7z 249,

HEFRS Y BT SEAHRRVMFER RS ERE

A _ AT *V‘H“‘/‘/%ii%fﬁ (ug eq./ mL) _ ‘
it IR IR IR
lhr 0.44 0.17 2.59
2hr 0.30 0.11 2.73
4hr 0.17 0.04 4.25
8hr 0.06 0.02 3.00
24hr 0.01 N.D. N.C.
48hr N.D. N.D. N.C.

1% 4 B OB %2 R T

N.D. : RS AR

N.C. : HEHET

(4B~ DIITHE

[VIL5.(5) % DL DB~ DIATHE] S
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(5)Z Dt DRI~ DFITHE
B S AMERL R & 2 VIR O ZESME R MA T 8 12K 50mg X% 100mg HilEl, & 2 VIR EEE FAi i
1T D 7= 8 B RIS FR S 12 50mg [ERE OG- L7258 O KRR MR T REIZLL FO L BY TH Y |
B 2 MR TVE DS HERR S U7z 10,14.26)
ZAUD AR - IR L, B S IEMERL SR - eV R SRR E O B R IR B (R R v EKE (MSSA) |
MiRERE ., LIV >V ERE, T 78T (T nRAT) « WXZT—UR ATV UHE, XT hA R
LV hay hAgE, FLART TR) O MICoo & 1 /3— L CUN e 620

- kg2 o0XY O URE

018k - it g | g | PO *Ezfag /'gﬁgﬁ‘;f';f’i’g R

Hp EOR s 100mg 9 2.7~3.1 0.82+0.73 1.4+0.79
SRR 100mg 4 2.0~3.0 0.56+0.31 1.1+0.8
(= R(Ek ity L 100mg 6 2.3~4.0 0.96+0.61 1.6+0.5
N Z Rk 50mg 10 2.0~3.8 0.63+0.20 1.8+0.4
A 50mg 10 2.7~3.7 0.57+0.17 1.3+0.4
Eratzp-llisRettied 50mg 10 2.7~3.7 0.32+0.17 0.8+0.5

e 50mg 5 1.9~4.5 0.08 0.1
mean+SD

a) M5 R E N T & FIRARI & 72 - 725 LSt o 8 filofa
b) 50mgx2/H . 11 [EE & E#%
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<#MT—42>
HERCHMES Y MCERZORS L-BOMAB T RESTERE
vETaxY U BERE (ug eq./g or mL)
il it e
0.5hr 8hr 24hr 0.5hr 8hr 24hr
IRz} 0.75 (1.00) 0.04 (1.00) 0.00 0.74 (1.00) 0.03 (1.00) 0.00
Mg 0.91 (1.21) 0.03 (0.75) N.D. 0.76 (1.03) 0.02 (0.67) N.D.
K 0.05 (0.07) 0.01 (0.25) N.D. 0.04 (0.05) N.D. N.D.
FEEA 2.13 (2.84) N.D. N.D. 1.47 (1.99) N.D. N.D.
b 0.06 (0.08) 0.01 (0.25) N.D. 0.05 (0.07) 0.01 (0.33) N.D.
IRER 0.25 (0.33) 0.02 (0.50) N.D. 0.22 (0.30) 0.01 (0.33) N.D.
N KR 1.09 (1.45) 0.05 (1.25) 0.01 0.91 (1.23) 0.04 (1.33) 0.01
RN 1.19 (1.59) N.D. N.D. 1.07 (1.45) N.D. N.D.
M 2.58 (3.44) 0.08 (2.00) N.D. 1.76 (2.38) 0.05 (1.67) N.D.
Jra fig 1.26 (1.68) 0.05 (1.25) N.D. 1.01 (1.36) 0.04 (1.33) N.D.
Lol 2.10 (2.80) 0.08 (2.00) N.D. 1.39 (1.88) 0.05 (1.67) N.D.
[E 1.20 (1.60) 0.13 (3.25) 0.02 1.11 (1.50) 0.07 (2.33) N.D.
fiti 1.99 (2.65) 0.07 (1.75) N.D. 1.38 (1.86) 0.05 (1.67) N.D.
Jli 9.77 (13.03) | 0.86 (21.50) 0.43 5.96 (8.05) 0.31 (10.33) 0.10
ik 9.99 (13.32) | 0.48 (12.00) 0.06 6.59 (8.91) 0.19 (6.33) 0.02
Bk 1.79 (2.39) 0.14 (3.50) 0.04 1.44 (1.95) 0.08 (2.67) 0.03
i 2.40 (3.20) 0.07 (1.75) N.D. 1.92 (2.59) 0.08 (2.67) 0.01
g 4.68 (6.24) 0.09 (2.25) N.D. 2.48 (3.35) 0.06 (2.00) N.D.
RE 0.17 (0.23) 0.01 (0.25) N.D. 0.16 (0.22) 0.01 (0.33) N.D.
RN 0.97 (1.29) 0.04 (1.00) N.D. 0.96 (1.30) 0.03 (1.00) N.D.
B 1.48 (1.97) 0.05 (1.25) N.D. 1.15 (1.55) 0.04 (1.33) N.D.
FRE 0.90 (1.20) 0.05 (1.25) 0.01 0.79 (1.07) 0.10 (3.33) 0.01
AN 2.67 (3.56) 0.07 (1.75) N.D. 1.76 (2.38) 0.05 (1.67) N.D.
KAk 1.36 (1.81) 0.08 (2.00) N.D. 1.39 (1.88) 0.05 (1.67) N.D.
FrR 1.07 (1.43) 0.08 (2.00) N.D. 0.92 (1.24) N.D. N.D.
AL G 0.30 (0.40) 0.06 (1.50) N.D. 0.24 (0.32) 0.05 (1.67) N.D.
B 1.85 (2.47) 0.05 (1.25) N.D. 1.35 (1.82) 0.04 (1.33) N.D.
FERITE 0.25 (0.33) 0.24 (6.00) 0.02 1.22 (1.65) 0.04 (1.33) N.D.
AT 0.62 (0.83) 0.08 (2.00) 0.01 — — —
FESE/IN 1.10 (1.47) 0.06 (1.50) N.D. 1.04 (1.41) 0.04 (1.33) N.D.
[EIA 0.80 (1.07) 0.11 (2.75) N.D. — — —
1 0.70 (0.93) 0.08 (2.00) 0.02 0.66 (0.89) 0.06 (2.00) 0.03
TEIX 4 Bl OFEEMEE =T,

() NOMEZ, MiETREL 1L LERORELZERT,

N.D. : BHRAARN, — %S LRw
OMEEEREAE
ARG R

R ANICAAIZ 100mg BB AL L2546, %55 1R, 4 B, 8 BEIZRT B K o 1L ik & [ i
BRI 46%~55% (RINABE) THY ., WTFHNORAIZBWTHIFIE —EDMEE R LT,
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6. ft
(1)FRBERL R O SR
<HEATF—4>

EMIBITAVH 7aXH v OHEERHRE 2R,
VA TuXY AT EAEREEZT T, REEO EEIRPICHEE Sz, 8. iiE. R, P

LT nratA R, T-AF K, TS-KBIGE, 7S-KBETVIaF A R, N-TEFLREEED
D BTz 2D,

"
K4
cl Y‘F

H vy
Hooc N N
NHz |
F COOH

H © H
‘wr WF
NHe G zé H 6" -BIRAILIRVBE H G
Hooczi:k\/m N CHsCONH N N
| |
F COOH T F
0

COOH
0
H
N :ng ///’
&4 BIRAILREME Ha G N-7&F)Liastk

COOH
é _/ [m} b é =
L m‘/ :a ; 57 #U‘ v £ HO £
l COOH
0 COOH COOH
/F
2 IOFYIVFIoOF AR al 5 7" S-KEgfbik 7' S-KB{etRIILoOr (R
N
:[i:I;Wj\COOH
. Kz%? OH H
- 7' -FFV = 5
N 1§ HO/ N AV HAT oM
| A
COOH %o
COOH ) COOH

7' -FAFVEIIOOF AR 7" R-IKE&fEAE 7' R-KEgfetko)Lo0r (R

E MIEH TS HEE KBRS
QRHICEE5T HBFR (CYPFH) OHFE, FE5X

b MEERREEZ AW in vitro RERTIE, F b7 12— A4 P450 557 FE CYP1A1 KO CYP1A2 (2%} L5V R
Zor L7275, CYP2C9. CYP2D6 } T CYP3A4 72 1ot LCIiE, FHLEIZERD H/ed-o Tz 29,

CHIEBEHROERRUZOHE
M R L

ARBEMOEEDEERVEMEL., FHELE
MU ER e L
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7.8
(RERRA

AFl 25mg, 50mg, 100mg, 200mg & ZEMERFHEIRE AL L7z6 . 5% 48 FFM £ Tlo, WThoikh
BHIZBWTHH T0% DB RE(ED F FIRPICHEM S 417z 29,

(%)

100+
90+
80
70
A
& 60
PR
B 504
B meanxSD
% 40+ e 25mg (n=6)
30 o 50mg (n=6)
A 100mg (n=6)
20+ A 200mg (n=6)
10
O T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 (hr)

RSB

ZERE R B 4R 5 R D RAE PR A Pt 3R

ERFEERSFORPHEE, B U750

P . EX 2 1] > S
25mg 6 69.2£5.9 189+23
50mg 6 73.6£6.8 240=*31
100mg 6 73.3+£11.9 227+57
200mg 6 72.4£4.6 21164

mean+=SD

<HNBEAT—2>

HEIMZ BT MC HERR Y ¥ 7 m 32 2 100mg #5174

DFEIZHRM S 7z 29,
(QBEMEEEERE

IV7F=r 7 U770 AE (Cle) 1259 3 BEIC
VAR LT A R 0D VY 2 D FRIE K OVR FR k0D FR SE A

8. FSVUARKR—4
ARHN L R A

2 —I2E7 2 1FH

W E=ZT D, In vitro RERTAHFNIL P-gp (P-HEH L /37) |

P-gp 28 JRABE 3T —FBBI 5 L TV 2 ATREMEDN 8 5 3D,

9. EMFICTLDBERE

B R L

72 IR E TITHESRE DK 80% 3 IR H1~. I 20%

DT, ARA| 50mg A ZEERFHAIR 5 L7235 A . BRI
B 5T 30 (TVIL10.(1) B EefEE & %J%%u

W

TRYEESND ZLAURER,
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105 ENEREZAITHEE
(1) BHRefEE RS 50
AR REREE RS (60mL/min = CLe < 90mL/min, 6 i) . FEERBREREREHE (30mL/min = Cer
< 60mL/min, 3 i) K OEEBMKEREFESE (10mL/min = CLe < 30mL/min, 3 f3) Zxf4z, AHAl
50mg % ZEfERFHEIRR (4% 5 L 72 BR O I ENRE 2 W et L7z, BIREREMR FITREV, Mys i B O 2 OB IE & OY
PRI DIEN GO bz ( [VARZERUVAZICEET 5FE) &)

(ug/mL)
105 meanxSD
E o BEIEEH  (n=6)
- o HEEREE (n=3)
] ASEEEEE (=3
1 =
ARG~ FETBR:0.01ug/mL
i _
=
m 0.1
= =
B ]
0014
0.00] T T T T T T T T
0 6 12 18 24 30 36 42 48 (hr)
B5 & RBERR
EHEEEEREICS T HEREAKRSFOMBEFRE
EHEEEEREICE T 2EYEIRB/INTA—42 (/v ar— kA MENT
E}%%HECLCI‘ {ﬁﬂd}ﬁ Cmax Tmax tie AUCO-24hr ;%*E?quﬁkﬁii (%)
(mL/min) (pg/mL) (hr) (hr) (ng-hr/mL) | og~o24f:f | 0~48F5]
R B " " n " -+ +
60=CLer< 90 6 0.63*0.35 1.7£1.1 7.5%£1.3 4.18£0.91 43.4+7.1 48.9+t7.4
PR B + + + + + +
30=< CLer< 60 3 0.75%0.22 1.5%+1.3 11.56£2.2 6.291+1.21 37.41+4.2 44.7+2.2
R E R " + i n + 4
10=CLer< 30 3 0.60£0.06 1.8£1.9 16.3+2.1 6.33+0.67 14.5%=5.1 20.1£5.8
mean=SD
Q)EEE 2

g 5B (67~8075%) MOFEEMME 6 5] (256~357%) ZXHRIT. AA| 100mg % ZEERFE R 05 L7z
BROIEMENRE 2 it L7, FEmImE B E R TR E R CTlE tie DIER | Cmax DK T LT AUCo-24ne DHINH
BTz, ARBNOZEYENREIT, INENTHE S WL « HEEREIS I L D B I N D Z LRI ST,

EHERVIESHEICS T 2EMHE/NATA—4 (/) rra =R X MR
7 Bk Crax Trax AUCo-24hr tig @ SRR | B )T '7 VA
(ug/mL) (hr) (ug-hr/mL) (hr) (%) (mL/min)
Sl 5 0.61+0.23 |3.80+1.48| 6.35+1.51 |6.05+1.19 43.4 D 105.7
FE A 6 0.91+0.38 | 0.92+0.20 | 4.86+0.82 | 3.30+1.18 48.2D 156.9 P
mean+SD

a) 1-ar = kA2 FEFMHT LV EH
b) HEAEMFEZE (SD) 1THHET
©) 48 HrE T BEER P HE R
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1.2 0t
B L



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

ERNREFTNDER
EIN Ty

Rl

N
ﬂ

BERBLTDER

2. B2 (ROBHFICEFBRELEWVWI L)

2.1 KRN ORSy XIFIDF /7 v SRR HI 6 LmBUEDBIER O & 5 A
2.2 GEWSUTIEAR L TV D ATREE D & 5 2t 9.5 B

2.3 /MRS [9.7 ]

e

21 DEBUE] ORWEHO® 2 EIEMIZILEOER, BECAFORG TEBBUEZEZ L2 L 0H L5 -BHEIC
ITHERHI G LenWZ &, BERGICEID v a vy FOBEEREWEAN BB T 2BENNHH, DX/
0 VR PIE SIS LIRBEUE ORI O H 5 BE TR T, AFEZ &L Lz & BEUER 2 2 3 "ThetE
DHLDOTHEEG LN &,

22 [VI6.5)4FR IR

23 NL6.(7/NRZ% | &

3. MERIIMRICEET HFE L ETNDER
V28X IIHMRICEET 5EE ] 2]

4. RERUVRAZEICEET 25 EZTDER
VARERUVBAEICEET HEE] 2R

5. EELEARMIE L TDEH

8. EELGERWIEER

8.1 AFIDMERHIZH > Tk, MEFEORBLEZP 72, FHlE U CTEZ 2R L, EHROER Ly E
IR E/NROBR O EIZ L LD &,

8.2 KENRE, KENRMHEAZ SIS E T2 NHHDT, BEETHITITH L & bIc, EES. W UL
ISR DIERN S b BAICIIEBICEMOBEE2% 5 L) BECEET 52 L, [9.1.3,
11.1.9 &/ ]

fiFsR

8.1 HAWE - FIHEKICHBEBOREEFHTHD, PIEEWERAOEN EOREEFEOLEEIZHO>WNWT) (OF
RS 1 AfT, HELH 5 5) ITHEIL LEE Lz,

8.2 TAuF /v REEIEOMMIC LV KENRE L CRBAREEERRI Y 2 7 O LR 2R+ 515 TOE
FAIFSE 33360 K OIS T ORI BT 2 IERFIRATTE 30 OME A B E 2, RE LTz, ¥, KRERIE X
IERBEIRMEEED U 2 7 RFI2i%, w7 7 VIEBEEEOM, =—F A « ¥ o n R EFER., SRBlkk. EM
fatEBIRIE, N—F = > NF, ®IE, 77 e — AEBIRECES S & En s ( VL6.(1)EBHE - BEERE
Z0H5EF 913 . 8. MEXRGEIMERAE MEEIK 11.1.9) ) .



VI 24tk (B Fokss) (355

6. HENERZEITHEREBICEHTHEE
MEBHE - BEREZEOHIESE

9.1 AHHE - BEREDHLEH

9.1.1 TANAZEDESUHERERIICNLOBEERENOHLEE
s g S RN/ RN

912 EEMHBNEDESE
R OEREZ B SED L OWENDH B 39,

9.1.3 XBIREX TXBIRMEHZEH L TLHEE. KBRBIEKEARBHOBRE. KEEZLITURY
EF (RILT7 VIERHE) 26T 58F
VBTG U THBREDOEMZ BB T 5 2 &, WHAOEAIRITBNT, 74 uXx ) oL R
A KBRS ORENIRAEREDFAEY 2 7 BN L7z & ofERH 5,  [8.2, 11.1.9 & ]

fiEER

9.1.1 AHOEERARR T, KEMREZEDE DT RITERD G TV RV, KEMRER L b d Z &
NHDHTORTE LT,

9.1.2 BWREBRICEBW T, ¥ ThL 7 v Aux /  a RiEA (et Avekdthrr Xon
XYy (ENRAR) ) BPHRHGEENERZ R L, fBERNLZOMO T VA e X ) v R
FITHREBEOERZAT 2 AN HRE STV E LT,

9.1.3 WMZEBWT, Zdux )/ r r RHIEER 52 X D KRENREE UL RKENRAEEE DT A Y 2 7 OEGMA

HENTWD 3330 (VIS EEREARMIE L ZNDER 8.2, VIL8.(1)EXAEER & WHAERK 11.1.9)
ZH) .

(mﬂ% B% %

fiREn -
BESRERE B T, BHREIE T bW, o2 7 a3 O MG I OWRUE O BIE K& OVR PR O ¥ 4L A3
BEOLIN, BT EENESGET D AREERSL L -ORELE ( [ VARERVAEIZEET SIE] .
[VIL10.(1) B#EEEEERE ) W) |
(3)FFHkaErES B E

BRIE STV
AEIEReERET HE

BIE STV
(5417
9.5 147

TS OTEEAR L CW D aTREME D B B ActEI i3 G- LanwZ &, @8 ERR (7 v b)) TEREEABO®K S5

BT, RILORERED K OVELELE, HAV (BELE) OREBNME 1RO 5T\ 5, BER (7
) THERHRHOHRGIZEN T, MEKLK RO EREROENPED b TnD, [2.2 B3]

fEER
AN DEFEARER T, GEG SUIAEIR L TWO D ATREPED & 5 2etEIc#e b L1237 < | REMEFHRAGE L T2
WizoRE L (MI2REZREEZTOER 2.2) 2]) |



VIL.

el (I EoEEs) (BT 5EA

(6)#ZFL1F

9.6 23Li%
BALLZWZ ENREE LW, BER (Fv ) THHP~BITTZ epnFEINTWD, [16.3.3
]

fEss
Ty MZBW T 7aXxH v O T ~OBITRRO LTS ( [VLS.Q)ET~DBITHE SH) |
(7YMNRZE
9.7 NR%ZH
e Lz &, NESEE G L URRRRBRITER L Ty, BER ($ha5KR) CTRIEN O
ERBDOLNTVDS, [2.3FR]

gt

ARFN DGR TR TN B G U7 BE 72 < BT MR DL TORWIZORE LT,

A (4 5 Bl HEYE E— 7 VRIS D 8 BRI IEH 5 (4.69,14.1 XX 42.2mg/kg/day) L 7= f5 5. 14.1mg/kg/day
WD 1/3 6T i e OR B OBE#E 12, 42.2mg/kg/day BED 2/3 6T i & O 3/3 41T REEE O BIFiE
2BV T, AIRACIZAIE TR OB A8 & 4, MR AC I X B Ees TR O =R R R Hivlz, &
72, 42.2mglkg/day @ 1/3 | CREBAFI RS REE ICHE R L Qe ShERCHEEIRERROONT-Z LD, &
B oo Lz ( [VIL2. ZERRBLTOEH 23] . [X2.(7)T0MOEKEE) 28 .

(8)=nE
9.8 EEE
9.8.1 BEENDH LDLNLTWVWEDOHRENH D, [11.1.10 B
9.82 HEDOREBEZBIE LN OEEICREG T2 L, —MICEIEENMETLTND ZE13E0, [16.6.2
Z ]

s

9.81 7hAuXx/orRmPiEEEEROBEREED Y A7 KIZB LT, SlE CIXIERmEE & Ol E
DIYATBPERTH I ENRBENT 39T EDRE LT, (VL8 (1)EXAZENER & #EAREK 11.1.10]
ZH)

9.8.2 HiliiE Tk, —MRICAEFBERENME T L TR0, INEICEE D WRIL - PEIEREIR T OB EZ 1T 5 Z L 2VR
BN bE L (([VIL10.Q)EEHE ) 21) .



VI 2zttt (B EokEgss) (CBd5HA

7. EER
MBrtRZEZS L ZDER
BES N TV
QBtREE L FDEA
10.2 $EREE (BtRICEET S &)

EH£%E BRERIEIK - HEB A - ERET
TNHIZT LRIV IR T LG | RKBOHENEH S NEBENAND | bR XL — FEBRL, K
DRIEEIES . IS hH SHA Do AL OIFNIARFI % 2 B | KIOWIN AR T+ 5 L E 2 baTH
Kb 7 v I = v 550 Bk | U Ld T TR ET 2, o
VI RT T A WRRRERER, VLR
Fe L
[16.7.1 21R]
Tz VEFBRR NI T v A VERR | R EE TR D D,
AT v A R R ERIE
b hFaT e

BIBREANE A EAFROES |BEEEO Y 27 BNHERT L & o@RE | BT RHTHD,

X ARRIC 31T D GABAA ZBEA~D
FEAEN/MmINDL EEZBNT
W5,

1) Db, THoOHAEDOPHIEX, 16
T R=vnm, W EOFEENfEEE BB S 5E
E ReaLFy % DIHETHI L,

fRER
FILEZOLREI TR ILEROFIBES. HILT LAl 8%#F ©

AH 100mg & 7V =7 A AR KRR T VI =7 570 1g) & OB TId, AHIEM B 5.0 &
# L C AUCo-24nr 1F 75%. Crmax 1% 82% MK T L7= @, ~7 x> 7 AEAHIEERE (b~ %> T A 500mg) & D
PHHTIL. AUCo24nr 1 51%. Crmax 1L 57% KT L7z @, Al 100mg & B/vo 7 25 QLREREEI V> D L 1g)
E OB T, ARHI B G & il LT AUCo-24ne 13 33%. Cmax 13 3T%IET L7z P, 8k (RoMRbiREE, %
& LT 50mg) OPFHTIE. AUCo24m 13 56%. Crmax1E 67%IE F L2 D, MLELY, AFNIZ, 73 =07 AT
~ IRV LERORIBEIK, Ty LK BAE O, METRENME TS 0RELL,

a) TR A B 7 Fl 2 XTSIz, AFl 100mg B X EAA] 100mg & FREKEEILT VI =7 A7 1g XTER1L
~ 7% A 500mg % B GHHRE B G LIsBROSMBIRE S 3 117 1 A — S—EIC & 0 B,

STFX BURIE 58 R UHIBAL A OENBE/ S5 A —5

- % Cmax Tmax AUCo-24hr t biiiwiiy
BSwA b (pg/mL) (hr) (ug* hl(f)/ i;hL) (}f) " l:l(jffg{;ﬁﬁ
STFX 7 1.42%+0.33 1.14%0.52 6.301.26 5.70£0.53 50.06%6.65
STFX+Al 7 0.27%£0.11 1.21%+0.74 1.56+0.45 7.32£1.18 15.28+4.09
STFX+Mg 7 0.647%0.20 1.14%+0.48 3.12£0.82 6.59+0.81 28.57%+6.97
mean+SD




VI Zzs4efh (B EoiEEss) (CBId 5HA

b) fEER N BV 8 Bil & % RIT, A 100mg B SIIAA] 100mg & LREREE D V2w LK 1g XUTHIRGRERER
#E 50mg Z HimIfF R A5 LIZBRO Y ENEZ 3 ] 7 1 A4 —/S—IKIZ XV i,

STFX BB ERR VNI L LFIR (IHFIGFRAROEYIRE/NS A —4

_ % Cunax Tnax AUCo-24hr t biiiwiiy

BSwA P (ug/mL) (hr) (ug-hﬁ/iﬁi) (}f) ﬁfxﬁzr;ﬁi

STFX 8 1.30£0.39 0.97+0.36 5.90%=0.70 6.02+£0.92 48.35+6.73

STFX+Ca 8 0.8210.24 1.34%+0.65 4.27+1.54 6.89*£1.35 36.22+8.63

STFX+Fe 8 0.43%+0.14 0.91%£0.40 2.66%0.57 7.061.00 24.2271+5.29
mean+SD

T VEFRRIETOEA VEBRIERTOA FEERERE

ENIZBWT, REILIERT a4 FHEERERIE S OMAERNRDON D EENHE SN2, RE L,
<#MmT—42>

AEIOIEEARRIR T, ~ VR T7 =77 2 VOEERSH TH D 4-v7 = = VFEZ PR D5 L THIE
HBIERIAONT, ML 6 O =2 —F / o0 U RH@HE (Aov7axdv v, haveddvr b
UARREKFIY), AT axhr oy, e e U UERBE, v vaxtor HigEr A Taxtr) O
HCERPRHWEEICET 2 2 L ah ( TR2.(7)Z0MOBEENE 28) |

BIBRERILE VH (BOXRVPESHE)

TNA R F ) v SRR SR OREEDO Y A 7RI LT arFa R T oA S TIEHFRAR L E
HERTHEEFEO U A7 3RS 5 Z E QRSN 39Z LIBIRE LT,



VI 24tk (B Fokss) (355

. ElfER
BlER
ROBWERDB S 50D ZENHLOT, BIEL ToIATV, BREDPRO bW A3 G 21T 5

e LY B AT L,

(MEXZEIER & PHER

1.1 EXGEIEA
111 23wy (BERH) [ TF745F 20— (BEHERH)

MEART, FERINEE, B8, M PERIESE ORFE RO b HEII3 R G 2k U, @R 0E %
1752 &,

11.1.2 PEERKIRFEMAE (Toxic Epidermal Necrolysis : TEN)  (BHEEARE]) . B8 #5 IE AR 4 1% 2%
(Stevens-Johnson fEM&EE) (B AHY)

11.1.3 2HEEE BERH)

11.1.4  FFHEEREE HEARE) | &E (EELRH)
AST L&, ALT LHER SN EZ EnH 5,

11.1.5 RMEIKEAE GHEAY) | \|ERRNIKE (WEARY) | AmEEM GEEAY) | M/ MRiED GEE

)
11.1.6  BIREXERX GERD)
R, BHEID FREGED SN B A I3k 2k L, WY R0 E 2175 Z &,

11.1.7 {BIMmHE GEEAD)
IRIMPEESIRICE D0 b MG STV D, FEREES . BHERERS. ST Thobh7 0,
11.1.8  $8EL (BHEAH) . €AE HWEARY) | OBFORBMER (HEE L)
11.1.9  KEARE (HEARH) | KEINRARRE (B2 AR0)
(8.2, 9.1.3 ]
11.1.10 7HLRAREX, BEMRFORIES (HERH)
T JE DY A, R, FEARFEOIERDBRBO NG ST & G2k L, @R AEEITY 2
[9.8.1 ]
11411 B (FHE R
11.1.12 QT ER (BEEARE) | (LESER (Torsade de pointes Z&d)  (BHEAH)
11.1.13 MEMMK GHERE)
11.1.14 EERARE (B RH)




VI ZetE (BEH EodEs) (BT 55HE
)z ntnEI1ER
1.2 ZDHDEIERA
1~10%A1ifi 0.1~1%Ai BEEE AR
B EUE J&5 Z DEEIE, HIHZ SeAEEE
FEth iR R | SEIR DEV, ARIRAE
b2 WAE™ | N | ISR AR, B, I, (E
A HIERR, BER, Mar, A
18, AW, PEEREEHM, &%,
H O SHECR.
JFFliER ALT k&, AST k&, yGTP | |ALP k5. LDH L&
=
JiiR:3 AR EREUE N AR ERECRD . MR, B
i ERERA B i ERE
Z DA CK L&, MbEREA, sy v | i
LHEIN, RYZ U Y REEN, R
BABGYE, D oV F0E, B,
M Vo Kb TR, BB,
TR
) [5.1 2]




VI 2zttt (B EokEgss) (CBd5HA

EHEMNEMERAXREAERUVEBREEERRE —&
BIMERRRINR (R1. K2 : BRERKHER)

=1

2 A RN R G B 1,220 1

RIVEFAZBBIE (%) 409 #1 (33.5)

RIVE R B 608 {f:

A DIELE REBIH (%) | FREHH BlE A DIELE FHIEGIZ (%) | HBHH

R R U F £ RIE 5 (0.4) 5 EERVETHEES 18 (1.5) 19
TOaRARNI T TLT 4T 4 1 (0.1 1 Iz 1 (0.1) 1
AN, TS ) KTBE 2 (0.2) 2
SFEERIE A o Y B IE 4 (0.3) 4 9 PEIE 3 (0.2) 3

REREUXEREE 1 (0.1) 1 i 10 (0.8) 10
AARGR 1 (0.1) 1 RS 3 (0.2) 3

AHEE 5 (0.4) 5 ERRRUESHEEIES 5 (0.4) 5
AHRE 4 (0.3) 4 ik 2 (0.2) 2
RIEAR P 55 1 (0.1) 1 7 PY 1 (0.1) 1

HREREE 34 (2.8) 36 DU RS 1 (0.1) 1
R REE 1 (0.1) 1 A BR R 1 (0.1) 1
FEWED F 6 (0.5) 6 ERUVRBES 1 (0.1) 1
B S 1 (0.1) 1 PRI EE 1 (0.1) 1
SR 26 (2.1) 26 HBREVEERESE 1 (0.1) 1
S SRR 1 (0.1) 1 P& 5 FEIE 1 (0.1) 1
AGEHR 1 (0.1) 1 2 BBEER VRS BkEE 9 (0.7 10

IRIEE 2 (0.2 2 T 2 (0.2) 2
IR Hig 7 ek 1 (0.1) 1 Lok 3 (0.2) 3
B 1 (0.1) 1 18 B 2 (0.2) 2

BERUKRKESE 1 (0.1) 1 K78 3 (0.2) 3
SR AR 6O F U 1 (0.1) 1 KRR E 200 (16.4) 284

IDEEE 2 (0.2 2 ALT (GPT) t&H 72 (5.9) 72
ELES 1 (0.1) 1 AST (GOT) LE&H 59 (4.8) 59
TAPESENR 1 (0.1) 1 M e U L e HE 1 (0.1) 1

FEREE. RMERR UHEFRIES 2 (0.2 2 CK (CPK) L5 10 (0.8) 10
S i 1 (0.1) 1 7 R o 5 (0.4) 5
2R 1 (0.1) 1 LDH 5 9 (0.7) 9

BEEE 204 (16.7) 234 e U o AR 3 (0.2) 3
HE B A P 12 (1.0) 12 MR U o A HEN 5 (0.4) 5
1 TS 5 (0.4) 5 e~ U 27 U% Y BN 5 (0.4) 5
&R 4 (0.3) 4 LT 1 (0.1) 1
IR 2 (0.2 2 T BRER S N 47 (3.9) 47
R 10 (0.8) 11 v-GTP L& 22 (1.8) 22
S 4 (0.3) 4 PR TR O BERG 1 (0.1) 1
5K 5 (0.4) 5 aA T ) RNTFE 1 0.1) 1
T 153 (12.5) 155 —¥ L5 )
WL R 5 (0.4) 5 BLEREHE N 1 (0.1) 1
AT 1 (0.1) 1 I ERE D 11 (0.9) 11
i) 3 (0.2 3 T HPERERHE N 1 (0.1) 1
HEE RN 2 (0.2) 2 1. IR i 1 (0.1) 1
EES 1 (0.1) 1 H i Bk e 5 (0.4) 5
R 2 (0.2) 2 F i ER RS n 2 (0.2) 2
GBI 12 (1.0) 12 i/ N N 5 (0.4) 5
BT RRAE R 1 (0.1) 1 PR R E 5 (0.4) 5
M N2 2 (0.2) 2 ALP L& 12 (1.0) 12
M - 4 (0.3) 4
HEE 1 (0.1) 1
RERIR SRS 1 (0.1) 1
H DOSERGE 1 (0.1) 1




VI Zzs4efh (B EoiEEss) (CBId 5HA

i 2
1 BRS5E 50mg x 2/8 100mg x 1/H 100mg x 2/H & i
B RN R G515 804 1 98 #i 306 1 1,220 4l
RIVEFAZBEIE (%) 273 # (34.0) 33 5l (33.7) 101 i (33.0) 409 ] (33.5)
RIVE A B 413 1 57 1 135 14 608 11
1 BRS5E 50mg x 2/H 100mg x 1/H 100mg x 2/H & i
S ROES S BBI%K %—fﬁ G %—fﬁ G %;ﬂ Sk %;ﬂ
(%) K (%) K (%) 3 (%) 3
BLERUFERE 3 (0.4) 3 1 (1.0) 1 1 (0.3) 1 5 (0.4) 5
iii;\%i/le AT ol 1 a0 | 1] o ol 1 D 1
GERIE A Y A YE 3 (0.4) 3 0 0 1 (0.3) 1 4 (0.3) 4
RFRUREEE 1 (0.1) 1 0 0 0 0 1 (0.1) 1
RARIEE 1 (0.1) 1 0 0 0 0 1 (0.1) 1
AHES 4 (0.5) 4 1 (1.0) 1 0 0 5 (0.4) 5
AARSE 3 (0.4) 3 1 (1.0 1 0 0 4 (0.3 4
RIEAR B 55 1 (0.1) 1 0 0 0 0 1 (0.1) 1
HERES 21 (2.6) 23 2 (2.0) 2 10 (3.3) 10 | 34 (2.8) 36
HEEE 1 (0.1) 1 0 0 0 0 1 (0.1) 1
FEED 3 (0.4) 3 0 0 3 (1.0 3 6 (0.5 6
MR B 1 (0.1) 1 0 0 0 0 1 (0.1) 1
SHR 16 (2.0) 16 2 (2.0 2 7 (2.3) 7 26 (2.1) 26
R BURR 1 (0.1) 1 0 0 0 0 1 (0.1) 1
fEE AR 1 (0.1) 1 0 0 0 0 1 (0.1) 1
ARfES 2 (0.2) 2 0 0 0 0 2 (0.2) 2
IR A Vo e 1 (0.1) 1 0 0 0 0 1 (0.1) 1
) 1 (0.1) 1 0 0 0 0 1 (0.1) 1
BERUREEE 1 (0.1) 1 0 0 0 0 1 (0.1) 1
SARCIEETRE 8O F 1 (0.1) 1 0 0 0 0 1 (0.1) 1
IDEES 1 (0.1) 1 0 0 1 (0.3) 1 2 (0.2) 2
ElES 0 0 0 0 1 (0.3) 1 1 (0.1) 1
TR AR 1 (0.1) 1 0 0 0 0 1 (0.1) 1
R, WERUHRES 2 (0.2) 2 0 0 0 0 2 (0.2) 2
i 1 (0.1) 1 0 0 0 0 1 (0.1) 1
R 1 (0.1) 1 0 0 0 0 1 (0.1) 1
BRES 123 (15.3) | 145 16 (16.3) 18 | 63 (20.6) 69 | 204 (16.7) | 234
JEER AR PRk 5 (0.6) 5 1 (1.0 1 6 (2.0 6 12 (1.0 12
W Nt 2 (0.2) 2 0 0 3 (1.0 3 5 (0.4) 5
& 2 (0.2) 2 0 0 2 (0.7 2 4 (0.3) 4
THEE R 2 (0.2) 2 0 0 0 0 2 (0.2) 2
REER 9 (1.1 10 0 0 1 (0.3) 1 10 (0.8) 11
Y 3 (0.4) 3 1 (1.0 1 0 0 4 (0.3) 4
155K 1 (0.1) 1 3 (8.1 3 1 (0.3) 1 5 (0.4) 5
T 93 (11.6) 95 12 (12.2) 12 | 46 (15.0) 46 | 153 (12.5) | 155
NEL Y= 4 (0.5) 4 0 0 1 (0.3) 1 5 (0.4) 5
A 1 (0.1) 1 0 0 0 0 1 (0.1) 1
53 3 (0.4) 3 0 0 0 0 3 (0.2 3
HEEEEIEEE N 1 (0.1) 1 0 0 1 (0.3) 1 2 (0.2) 2
B 0 0 0 0 1 (0.3) 1 1 (0.1) 1
HR 1 (0.1) 1 0 0 1 (0.3 1 2 (0.2) 2
L 8 (1.0 8 0 0 4 (1.3) 4 12 (1.0 12
FFIRER 1 (0.1) 1 0 0 0 0 1 (0.1)
HN% 1 (0.1) 1 0 0 1 (0.3 1 2 (0.2)

% : 50mgX2/H, 100mgXx1/H, 100mgXx2/H, 200mgX1/A D& FF



VI 2zttt (B EokEgss) (CBd5HA

1 BRS5E 50mg x 2/H 100mg x 1/H 100mg x 2/H & i

SR DS FIRFI%K %ﬁ G %ﬁ FEGI% %‘E'E FIRBI%K %‘E'E
(%) H%# (%) H%# (%) 3 (%) 3

BlRES (RE)
M 3 (0.4) 3 1 (1.0 1 0 0 4 (0.3 4
B 1 (0.1) 1 0 0 0 0 1 (0.1) 1
M DB 1 (0.1) 1 0 0 0 0 1 (0.1) 1
H OEEIKT 0 0 0 0 1 (0.3 1 1 (0.1) 1
EERVETHBEES 12 (1.5) 12 1 (1.0) 1 5 (1.6) 6 18 (1.5) 19
P a2 1 (0.1) 1 0 0 0 0 1 (0.1) 1
HLEE 2 (0.2) 2 0 0 0 0 2 (0.2) 2
& D FERE 2 (0.2) 2 0 0 1 (0.3) 1 3 (0.2 3
W35 5 (0.6) 5 0 0 5 (1.6) 5 10 (0.8) 10
R 2 (0.2) 2 1 (1.0 1 0 0 3 (0.2) 3
MERRRUESHEBES 1 (0.1) 1 2 (2.0) 2 2 (0.7) 2 5 (0.4) 5
SR 1 (0.1) 1 1 (1.0 1 0 0 2 (0.2) 2
7 P9 0 0 0 0 1 (0.3) 1 1 (0.1) 1
VU g 0 0 1 (1.0 1 0 0 1 (0.1) 1
i R 0 0 0 0 1 (0.3) 1 1 (0.1) 1
BERUREES 0 0 1 (1.0) 1 0 0 1 (0.1) 1
PR IREE 0 0 1 (1.0 1 0 0 1 (0.1) 1
HEEREVIEES 1 (0.1) 1 0 0 0 0 1 (0.1) 1
Rl % 2 FEIE 1 (0.1) 1 0 0 0 0 1 (0.1) 1
£ BEERUVEEHATHKRE 7 (0.9 8 0 0 2 (0.7) 2 9 (0.7 10
EE 2 (0.2) 2 0 0 0 0 2 (0.2) 2
PR 1 (0.1) 1 0 0 2 (0.7 2 3 (0.2) 3
T RS 2 (0.2) 2 0 0 0 0 2 (0.2) 2
Fi8 3 (0.4) 3 0 0 0 0 3 (0.2) 3
ERERIRE 148 (18.4) | 209 17 (17.3) 31 35 (11.4) 44 | 200 (16.4) | 284
ALT (GPT) L& 51 (6.3) 51 9 (9.2) 9 12 (3.9) 12 72 (5.9) 72
AST (GOT) LE&H 43 (5.3) 43 8 (8.2) 8 8 (2.6) 8 59 (4.8) 59
iz R A - 1 (0.1) 1 0 0 0 0 1 (0.1) 1
CK (CPK) L& 8 (1.0 8 0 0 2 (0.7 2 10 (0.8 10
A= Ko b 5 (0.6) 5 0 0 0 0 5 (0.4) 5
LDH L5 5 (0.6) 5 2 (2.0 2 2 (0.7 2 9 (0.7 9
A5 U 7 A 2 (0.2) 2 1 (1.0 1 0 0 3 (0.2) 3
A5 U o LB 4 (0.5) 4 0 0 1 (0.3) 1 5 (0.4) 5
e~ U Z 0% e 4 (0.5) 4 0 0 1 (0.3) 1 5 (0.4) 5
iR L5 0 0 1 (1.0 1 0 0 1 (0.1) 1
I EREREIE N 38 (4.7) 38 3 (3.1 3 6 (2.0 6 47 (3.9) 47
v-GTP L& 18 (2.2) 18 2 (2.0 2 2 (0.7 2 22 (1.8) 22
PR R o bR 1 (0.1) 1 0 0 0 0 1 (0.1) 1
EZV/T‘ ITTEEL L o) 1] o 0ol o 0ol 1 (01 1

=

BAEREHE N 1 (0.1) 1 0 0 0 0 1 (0.1) 1
I R ERER D 6 (0.7 6 1 (1.0 1 4 (1.3) 4 11 (0.9) 11
I ER S N 1 (0.1) 1 0 0 0 0 1 (0.1) 1
iR 1 (0.1) 1 0 0 0 0 1 (0.1) 1
H i Bk Fe 4 (0.5) 4 1 (1.0 1 0 0 5 (0.4) 5
H i ERBEE N 1 (0.1) 1 1 (1.0 1 0 0 2 (0.2) 2
I IR EE N 3 (0.4) 3 0 0 2 (0.7 2 5 (0.4) 5
PR EE B 4 (0.5) 4 0 0 1 (0.3) 1 5 (0.4) 5
ALP |5 7 (0.9 7 2 (2.0 2 3 (1.0 3 12 (1.0) 12

% : 50mgX2/H, 100mgX1/H, 100mgXx2/H, 200mg X 1/H DA Ff



VI Zzs4efh (B EoiEEss) (CBId 5HA

& 3 (2008 &£ 12 A~2010 F£ 11 AETO 2 ERDERAIERED IR

B RN RRAT KGR 3,331
RIE 3 BUE B4 148
AIE B 192
BIEHZEBLE (%) 4.44
Bt ROES P BtEROEE P
RLERVFERE 3 (0.09) EERUVETHEES 13 (0.39)
fifide 1 (0.03) Wz 3 (0.09)
TBIEMERAGS 1 (0.03) Z O FEIE 1 (0.03)
EECEIRalc 1 (0.03) eIt 9 (0.27)
7RO EREE A 1 (0.03) BEERRUESHBES 1 (0.03)
RERUREEE 4 (0.12) R &R 1 (0.03)
& 1A 1 (0.03) BERURBES 4 (0.12)
‘U T A fiE 1 (0.03) SN 2 (0.06)
B if B iE 1 (0.03) R RE kR 2 (0.06)
ETAHY KA T 7 X —P I 1 (0.03) —fi% - £EEER VRS HLOIKE 8 (0.24)
fAEEE 1 (0.03) SR 1 (0.03)
R 1 (0.03) B 2 (0.06)
HIERES 5 (0.15) Iy 1 (0.03)
EARA AR TE 1 (0.03) TEIE 1 (0.03)
FEED E W 2 (0.06) FRAY I 1 (0.03)
SEYR 2 (0.06) FEER 1 (0.03)
REE 2 (0.06) T B G- ALEE 1 (0.03)
AR oD F. 75 Ja% 1 (0.03) BRRREEERE 43 (1.29)
AR i 2 fie 1 (0.03) TI=v T I NTURT=F—FHEN| 22 (0.66)
DEEE 1 (0.03) TARGHUEET I ) NI AT7=5—EH | 16 (0.48)
EUNES 1 (0.03) M7 27 —EHm 1 (0.03)
R ER. MSRE UHtRES 1 (0.03) M7 a— g 1 (0.03)
WEET e i 1 (0.03) M7 L7 F ok 2R F—EHN 1 (0.03)
BRalEE 70 (2.10) gz v =88 1 (0.03)
RE R AR TR 1 (0.03) = R N 1 (0.03)
i 1 (0.03) 1 HR LR A K SR R 0 4 (0.12)
R 5 (0.15) Bl Sh NS VAVA 5 72 1 (0.03)
(G5 2 (0.06) T B ER B N 1 (0.03)
T 55 (1.65) y = NEIN T AT =T — P 6 (0.18)
HILARR 1 (0.03) HEREHE M 1 (0.03)
H I i, 1 (0.03) 7R if BR# s 1 (0.03)
LS 1 (0.03) 1 BRI 2 (0.06)
GITIN 1 (0.03) T BEER B 53 35 4 (0.12)
(EEE7S 3 (0.09) A7V YRR T 72— 6 (0.18)
Y N 1 (0.03) JFB%EsE B 1 (0.03)
FFREEREE 6 (0.18)
JRéRE L 3 (0.09)
& E UL ME 1 (0.03)
SRR 2 (0.06)

BIVEF OFESE : ICH HFEEIRMFESE A ARFER (MedDRA/J Version 14.0) (2R F#H L7,



VIL.

atE (EH EoEES)

(B9 HIEHA

9. BERERKRICRITTHE
BRE I TV

10.BEKRS

<HNEAT—E>
fEEER A (FIA) 1269 % 500mg X 1/H X% 500mg X 2/ H O A% 5.0 TEHACIETC L 0 \E O EEE%
ENFTO LTz,

BTH I %E3%i&mmtﬁggﬁgt§1iﬁ)%E4miamm
v 7uxY o 500mgl H 1 EP 6 3.38 11.10 9.10
VA 7uXxY L 500mgl A 2 [EP 6 5.50 18.30 14.70
a) HHAI DR/ NETAREO FIRAE, B 5% O/ NEFRBEO P RAE (<1.4: 7201, 1.4-3.0 : &, >3.0-6.0 : HEEE, >
6.0 : EHE)
F7o. FEERA (AA) 12 400mgX2/H, 600mgXx2/H X% 800mgX2/H % 4 HEEFIRANE ST L 7-KE,
#5584 % 3 H (4 HHE) O Fridericia’sQTc (QTcF) MDA E (FEGHIGATH b D7) ZFhEh
Omsec, 6msec. 10msec TH Y., AEMKTFH QTcF MEOEENRD N2 b, EEMMEDZDIZE
#H L7,

<Za—F/ O EOHEER>
(REEIK]
B, EE, B, e, PR A, DRk, Shox, OV, R, SFBEER, LUTUK, B,
BU, SEROMNEIEIR . 2R, DETTE, BUE, 2R, HAZE, PN, SEEL, BHENE LS (8
. IR, O oM FLEAESE ORER) | REHET > R— A Mk EH. AST (GOT) - ALT (GPT) - AL-P
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4) Wik (FORERZ M2 5)
ORFHET > F—v R« o o
OIRDOTNII VA s+ o o s

KFET U DL

KFET U UL
<ENLOPRE NS E 5 >

5) MHIFIR TrkEI FEEZMZS

6) XPEFIE R - - - T EBERLAOEHEEZEY KT

T HIEORE  MIRHERZIT 9

(&% e K, & EEEE  ER

o e
o e

At ET A K 2000:p214, (BK) U7 AT 4 HL)

) AFOERESZ 1 BERAAEIIRO®HS 100mg CGHEAR T4 & b B EFICIE 200mg) THh 5.
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b5,

12.ZDHMDFE
(1NE&ERFERICE D < 1E#R
FE STV

(2)3EERPRERBRICE D < 1R

15.2 FEERIREABRICE D <1
B (Frv A ==X L2 Z—f3k) T, BREKRREFELESRRBO 5N TWD (n vitro)

E

ARFN D KIGHALIE ST X 2 YR B FHRMEE T ¥ A =— R « NAR X —HEFE M2 FV CRat L7z, JERs
%47 9 %5513 0.005~0.08mg/mL, WM& 21T H 720 BE 1% 0.26~4. 1mg/mL O THIM &2 ALE LT, Z O
B AANTONTHONERECHORAERBFFERIENZ R L2 00, BEREDZOEHE L ( [K.2.(3)&
EEHRER SR .
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!
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BRI (ERR O | ddYw U A B 10 | #0 | 56.3, 188,563 | R L
Flrrer by
IR JWoX | i 5 O | 56.3, 188, 563 | 563 mg/kg CHTRAITCI T
fibdiHe MefE R o M. 5~6 | §#IkH | 5.63, 18.8 WAL (2721, 18.8mg/kg T/
MR T RO DD 2 38870)
ks GEAT mA RRHL HE, 4~5 | kA | 0.313 (mg/kg/ | 272 L [TADAMERIE R E
RIESK & OMHEANER — min) FetiEA, | AHE (>59.0mg/kg) 1%, 4-E7 =
FEMT—) BR24050 W | SVERE (7 = > 7 7 = v OTEMEE
) OBFRTEBR S e o 72 (A
i . >60.6 mg/kg) ]
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% 9.38X10° LU % 9.38 X 10°5g/m LTl
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TLAR)—E A= AW | i, 4 #&HA |10, 30, 100 BRNEEA
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U RESEAFIRE) 16k L TR L
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. L
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H RH I PRIk L TR L
e, DA%k, IJE. | Beagler X | 5 (HERfE) | $#IKA | 0.563, 1.88, 1.88mg/kg LA b CRERAE, K T,
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5.63mg/kg TlIZ D, FeRIFREE
IR, DIUHE 8N, 22 DR iR
JERT . RBRBIR M KGR T 5% 85m




IX. FERARRERICBEI 5IHE

. . Lo | MEBIL | 5 Bh .
HRBIEE (51R) EnL7F e xpe | @ (mg/kg) fEOR
DFBTEE) | BuhdERE | Hartley €V | B, 4 in 10, 100, 300 | 100uM C 470> 2B FLIA ) D APDgo® %
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