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I. BEICEYTSEE

1.

BIRDZRE
AENZ, ") AEBEEAEI D ETHEKRAR= ) VRFITH D,

TV TBICAZE CRAZGIC I 2N ELS | WUIBEFOFELZITHV., Zhb0H

HNSWIND BT BV ) U ERET 572010, 7o ESV Y VORI AVRF U IVEE T AT )L

{ET LB BRAA LNz, AV =—FT T A N THIEIRIRO B2 T v ) DT AT Ut

B EBFETDHICHZ, UTOHEBZBEL L CHEEFEREZAR L, ey VgL R

L7,

(1) BEVBAED EWME A CRDICAEREZ @R T 5 2 L1k b WIGHENH < 2303, 47
A ZEVT 4 OEVMEEMTHD Z L,

(2) BEROH 36800 pHIZZE T, WIRANCT v B AT LN &,

(3) NI ST, BNTMADRINTT e ) 24T 5,

(4) = AT AR BINKDIRES N CHEAT LIWENAERA 2R &,

(5) = AT NAFFELRAFIIME R[N &,

AKETIL, 774 FEEREFIZEY TR a—7% 250] 231981 4E 5 A 1 HIZKZRA B
L. 19814 9 A 1 BHIZHRZ&BHtA L7,

2001 49 H 12 HICHETHEASHIL Y = v 7 7 A FHEXSHEND [ 7 e —7 8 250) OHLER
FEARF AR LT, ZOBRICIREAE X7y REE 250mg) IZZFE L, 2001 411 A 1 B 6k
Fea BRth LT,

2002 47 A 10 B, FaHli (GBI AERSAE S, EHEES 14 500 2 HA S GRKRIEGR S
H) OWFTHICHIEY L& OfEREHTZ,

2004 /-9 A 30 H. il CEZhO M) HRNARK S, ARFHO 2 L T3 ITEFEE
14 5% 2 HA S OKRIEGFH) OWVTHICHEZY Ly s Of R 257,

2. HSOAERENRESE
(1) ARANX, "B eV UEREE RS ET 58 = ) VBIRITH D,
(2) BRAREWERE LT, av 7 (01%EN) . 7T 74 %> — (0.1%K7) . PEMEFR T EEEE

Jit (Toxic Epidermal Necrolysis : TEN) (BHEERB) . R RIEIRIEWEEE (Stevens - Johnson SEfE
) (EEEARB) . UM YEIREARE (AR | SRS (EERP) | BIEERBR (5
BEARE) . M RIGR (BEEEARET) | ITHEREREE (BEEEARE) | 35JH (BEARH]) BH@EIh T\ D,
(V. 8. &IfEM) DIHZM)

3. HEOHFFHFHE

L



4. BEERICEALTAMIRERHE

i ERE B9 5 & A

R A K51 | oAb SRR
RMP 1
BIO Y 22 B MEET S LT | 1
TERL STV 5 B
S 1 155 A 1
R L o> B T A &

5. RBEHRURE - FRLOKREER

(1) RKB&EH
L

(2) i - EALOFIREIR
4 L

6. RMP D=
LR




I. &WICEYTSER

1. R3E4
(1) M4
N7y REE 250mg
(2) *4
Pengood Tablets
(3) &AFDHRE

penicillin & O KK THEEIT (penetration) 2SEVY (good) Z & XV

2. —i&4
(1) M1 (MAK)
WA e RN (JAN)
(2) F4 (WAK)
Bacampicillin Hydrochloride (JAN)
(3) AT L (stem)
6-7 X/ RX=v T UBRUAEME ¢ -cillin

3. EEXANETRERX

== s
0 CH, j)\
H
0 \ o)\o 0~ “CH,
HNH g CH,
4 N—— CHa
T - HCI
I H H

4. PFXRUVHFE
442 : C21H27N307S-HCl
45+& : 501.98

5. {248 (&i%iE) XEFE

1-Ethoxycarbonyloxyethyl(2S, 5k, 6R)-6-[(2R)-2-amino-2-phenylacetylamino]-3,3-dimethyl-7-oxo-4
-thia-1-azabicyclo[3.2.0]heptane-2-carboxylate monohydrochloride (IUPAC)

5&85

6. \EAA. A4, BE.
55 : BAPC

B4 HWEET ) v R RV IR G R TF L, HWERAST Y v



. HHEP BT SHER

1. YE{LFENEE
(1) 482 - 1R

AE~EEDORRIEOM R TH D, FrRZRTBVWRH Y . RITE,)

(2) BfEH

AH )= AT Z ) —)L (95) ICIEITT <, KITRORE TR0,

1g ZIRDT DI LB IR VR B Tt
AH ) —)b 4mL BT
K ) —)L 9mL BT
7K 18mL R RT
TR 700mL 7B ARG
NPy 10,000mL LA | Z&EAEET RN
Wil — 5 L 10,000mL LA | FEA BT RN

(iR 23+1°C)

(3) WiEtE

R TH D, (HFEE K 75%RH)
(4) B (SRR, R, BRER

Al (Orfigal) - PIEARRE (140°CHHT & 0 By LB 22l S 2 7R S 72 0,)
(5) BRIGEBEMTEH

pKa : 6.8 (iR, 7 I /&, #HEE)

(6) HEREY
pH 7 RV AKFR (KR 25°C) pH 7 2 ) — VKGR
3.0 3.6 3.0 0.01
4.0 4.3
5.0 5.6 5.0 1.6
6.0 43.4
7.0 111.5 7.0 99
8.0 160.3
9.0 168.5 9.0 5000 2Lk
(Sérensen FEE1R) (Britton-Robinson #&Ei)

(7) ZOMDELRIEME
FENE [l 7 +140~+170° (BAMICHE L7-H D 0.1g. =% /—/L (95), 25mL, 100mm)

2. AMBRSOEBEHTICETIREN
(1) EEEHTIZETSRER
1) SEEHTTORES
T e ) R ORISR T ORIENE

P17 71 A , . Ry | Ty | =y
e ! — - o (o]} |EWE| o | MR
PRAFS | IR ax ) UV | Mf@EVRE | 9 vEEEE | pH ) %) =L A I I I P .
(0} =8
) vgmg| % |ugmg| % (%) (%) (%)
Br AR WA | B 656 |100.0 642|100.0| 3.62 |+154.5| 0.42 1.41 | 0.09 | 0.09 3
2 " I 636| 97.0 632| 98.4| 3.18 [+139.9| 0.37 | 4.51 | 0.17 | 0.17 —
50°C
4 " I 654 | 99.7 630| 98.1| 3.17 [+137.5| 0.33 | 492 | 0.15 | 0.14 | [tk
30°C 2 | WoEm | 616| 93.9| 583| 90.8| 2.80 |+116.4| 1.12 - 020 | 026 | —
54%RH 4 | wikw | o 515| 78.5| 492| 76.6| 2.64 [+102.0| 092 | — | 021 | 035 |
SENEEDE | 3 | AR | 0 651 99.2 636| 99.1| 3.35 |+147.8| 0.37 | 2.55 | 0.07 | 0.12 i
B4 H Y 1 ” ” 651 99.2 639| 99.5| 3.30 [+149.2| 0.38 | 2.89 | 0.07 | 0.09 i




2) ZERRMAFETTORE.

RERTHINIL, BT 27 » ABRE LRER, AL o a s, BBV TR S
NTRETH- T2,
3) KBEPTOREM
6.65mg/mL O ICAEM L, IR T 4 BT LR, AMUTEAEH SIREAIEA L, 2
=va VBOBEMCOTNRT e CEOBEINAA LI 60%IZIE T L, 2. THRE
— RS BERBRIEOE 1R (N LK) CIEoMRiTn< . HEENTOREEIZE N,
(2) SBESRICKDERY
40°C. 82%RH IZf#17 L= H O & iRl BB OIE 2 BT 5 L "B o B ) VIERRIE D5y
FRFREEIILA T O L S ICHEE S b,

Se__CHs
Ofeon TUTER g
NH; -H s
0 COOCH< ScooeH;
HBE A e

- Y QICHCDNH :(ng’ —
a1
Ha o OH)— “NCOOCH< e <7 |

Hﬂ/ﬁ/}/ mﬂxuym

CH;
@ (IlHCONH I CH,
NHZ O OH '

COOH

FB
R e

FTuwe - A_/u/ﬁ

—» @‘CHCONHtr E Cl{a

A

COOH
7/&/)/
y HS_CH;
— fn::H3
@?H ~o~0 N \coon
NH,

ToreE) -z /V/ﬁ

Cm

@ CH—L I NH;E O e
L a +—
e COOCHS geooc:H,

HRALE) - B




3. AV OREREERE, EEE
(1) feaEBRIE
1) SRAN AT L B
ARED AL ) = NVEHRIZ D EWIN AT SV JE L, KD AT MV ERBDSIANT F L
AT AT ) RIS RE S D AT MV E BT D L& W DALY MVIER RO &
Z AR D TRE DRI % 78D %,
2) FROMRIL AT M VHIE R
AR EHALA U 7 AEEANEIZ LV EBRAITO ., RED AT ML ERBDBIANT VT
N ey ) UHEBBERREER O AT MVEERT D & & ED AR MVIIFE—EEDO L ZA
\ZRIER D FREE DRI Z 588D 5,
3) EMESUS
A DRI D EVERE & BT 5,
(2) E&ik
Wik v~ 757 4—
AR« SO
B . U U KE T Y O ARIKR, U UkEZFT MU U AR, T = U VIR



V. RAICEIYSIEE
1. Flg
(1) FRORER

T AN —TF ¢ T
(2) HHONRERUHER

R5E44 27y REE 250mg
I T AN aA—T TR
x| H

s

I 4 D)

i =

EAE (mm) 15.3X6.9
JEX (mm) 5.0
BH& (mg) 450

NN=El N 1 -PG250

wEa—F 1 -PG250

(3) BAHa—F

(Mv. 1. (2) ®WAIOHER K OWPER ] DOIESHR)

(4) RFEOYE

(TV. 6. BFNIOEFESEME:TICBIT HLEM] OHEBMR)

(5) =t
Y L
2. HEOHMEK
(1) S CEERS) OSERVHENE
e 27 REE 250mg
1 gEH
BN N el HERRE
250mg (/1)
. JLEEAKFIY. fiern—R ATT UV~ XV UL, BB R
AN

o—RA, f{bFH, ZVT, Foay

(2) BREEORE
BB R R L

(3) B#E
M E R L

. BBRREOHRREUVRE

AR/




4. Hif

EFNO L, 7o U (CeH1aN304S : 349.40) ¢ LTOELZEE (i) TR,

5. BAY HEHEIED H SR

N=vaymg, TreEvy) s

6. WEDEBEHTISEITIREM"

AERIE H RAFSRME PRt AT HE it o
30°C
TN AR 40°C 4% A REER 4w AL HNTLE
W 50°C
i 30°C. 57%RH
R | neEER | 30°C. 75%RH 2 % H TR 2 Bl b %
B 30°C, 82%RH
N - W I £4 1% I s
H/%j[ﬁu‘j‘:tﬁﬁ ilﬁﬁflﬁb‘ﬁ 4 7 ﬂ j:] S nn /E'ﬂjﬁtg&b %ﬂj—ﬁﬂi
724’}%’5
WA £t/ ) 27 % A ik el BALFEO LNTEE
MEEH:%ﬁ\ﬁi(ﬁm\@@E\%%ﬁ%\&:ymyM%XTuj
7. RRERVBREOREM
A L
8. tFlLDEEELL (MEBIEFMWEIL)
LR
9. BHtE
(1) BHRE
U Ty REE 250mg OFEHMEIT, BARIER HAMEZELBIESE 3 MICED b BIKICHEEG L TWD
T EBHER I TS
(FRBARIZK 900mL & Fvy, 7S RAEIZ L Y, 50rpm TREEZ1TD, )
VAR B
FoR e VR
250mg (771fh) 30 4y 80%LA E
(2) BHRARBRY
v ESLE
i AARIRS  WHREE X Rk
(AR & OURIK © 50rpm (pH1.2, pH4.0, pH6.8, 7K)
CHIE]
- pH1.2 (50rpm) Ti&. 305 LANIZFHI85%LL E#st L7z,
- pH4.0 (50rpm) Ti&. 305 LANIZFH)85%LL Bt L7z,
- pH6.8 (50rpm) Ti. 3045 LANICERI85%LL Bist Lz,
- K (50rpm) TiX, 304y LAWNIZFHI85%LL EIEH L7,
ARU Ty REE250mg X i E FREmC BT D TR S h v v U ) OEHERIEITH D,



(VA HH At )

BHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 | 100 |
80 | 80
60 | B0 |
40 | 40
20 —— U5y FEE250mg 20 —e— "5y FEE250mg
U 1 1 1 U 1 1 1
0 10 20 30 0 10 20 30
B () BERT (570
FEE (% pHE.8 (50rpm) FEE (% 7 (50rpm)
100 | 100 }
B0 B0
60 60
40 t 40 ¢
20 —— Ty FEE250mg 20 —— Py FEE250mg
[] 1 1 1 U 1 1 I
0 10 20 30 0 10 20 30
B (730 B (730
(n=6)
10. B - A%
(1) FENMDELRR - BF. NEL/RELESE - AXICET 51FH
ZYERR L
(2) 2%

100 &£ [10 $EX10 ; PTP : #2EAIA Y ]
(3) FPEEE
% L7
(4) BROME
PTP:RIVTavr’ L7 4vh, TIVI=ULE
o—: RIZF LT VL IHZL—h «TAI=ZTA - RIZF LTI —FT 4V A

1. BRI SNZEHME
B R L

12. £t
R BRI
MR R L 0 B2 B Bacillus subtilis ATCC 6633 Z W CHIET 5,




V. ARICEYSEE

1.

3.
(1

ThBER [E%h R

GBS HE)

ToEV ) TN EO T RUREE, Lo ERER, IREKE . IEREE. WE. KW, TeT v
2 IFEYR A TNLTUYE

CGERSEE)

RAEMERE R . TRIEME R EIRGE, U X U Ui, BIERREE, SME - BME K OVF1ivAl
HED W

RS, LIRS, MHER - MEEHZE, Rbkde. SUERE SR, Mgk, 1RPERFREHRZS O TR G,
BEMEe. B EE A, WREGYIE, I, TR IR, FEATRA. IRIIRGE. ZORE, AR (f
B e ate) . hHK, BlRER, WAMMR, EEEME, SEAl - DETFAIO "Rk R
HLEL
. DEERIIHRICEET HER

5.REERITHRICEET HFEE

(WREE - MRER . Rikk. SHKEXLX. PEX, BIRRR)

MHUSAEWEREIEE O F5 & ) 922U, FERKRGOBLEEZ Il L7z BT AF OG-
) &M SN DG ARG L

RERUVRAE

) RERUVHEORS

L, RADOYA, 1 A& 500~1000mg (i) & L., 2z 3~4[EZoE L TRAKEGT 5,
INEOEATE, 1 HE 15~40mg (i) /kg & L, ZhE 3~4 A L CRAKET 5,
Rk, AR, ERICE Y EEEET S,

(2) AERVARDHERE - 175

(1

AR L

. RERUVAERICEEY 53R

BRE I TV

. ERER AR

) BERET—2 1Ry 5=
MR L

(2) BRERZEEHERY

RN B+ 6 Bl Xt 5s, N eyl v 250mg & ZENERE R ORH A% IC R G L7 fs AL, &5
BATH B B W TREAT IO b e s o7z,

(3) AERBRREER

DR L

10



(4) WEEMBER
1) AMIEREERB

T HE BRI A S TeE N 263 fitisk

H D,

. 2,665 DUV THENE S L7

ARBROMEIIRDO LB T

B, 1 G EITMA 500~1,000mg (Fffi). 7~ 15~40mg (Fiffi) /kg TH Y. HEHMIE 1
~60 HMIZH 7> TWENRELIF 3~14 HETH 5*2~"10,

(ARIT TAR LN b0 U EEER L]

BOHR TR RSB
Mg, KA. NHMEEASR AN W, LY Bk | 73.6% (485 141/659 i)
bk, BIEede. hEHR . iRERE R & 84.5% (534 141/632 1)
L7 - IFEY R,
B Bk, R, e | TRT IR STV g 0 (643 firsLs )
ek 72 &
JIE A . 90.9% ( 10 1/ 11 1)
El+"‘ & 7 «~ 1;‘)\%71- N
PINDANE DS RIBH, AT FURERL 66.7% (8 H%l/ 12 i)
FRALER (ML o ERE 94.9% (130 /137 f51])
KGHE., a7 oA 278 R,
ANk, FEMBEKR, TEWNBRY: | EE 7 RUKRE., K7 FUEEA | 75.0% (72 i/ 96 1)
i
St R UERE ., £E T FUERE
SR, IRBRNESE. 4N f 82.8% ( 24 fl/ 29 1)
- OBRIENE - X O, BEER. BIS, .
_]/\ B\%‘ 5 7 8 -,;:‘\—H“
W MERTRR . M. R ;Z;z%f;z ; fﬁ@ RUBRE. | 8330 (165 #1198 )
2K [E]
Jea &T%F
AR, Pkt e, AR (LR L Y ERE e & 87.1% ( 27 i/ 31 )
AlE - 2dED — /k TG W7 FUBRE, KiGER L 77.8% ( 14 i/ 18 fi)
k. “HEEWMEEBGERBRIC X - T, MEM%, ARk E R OAME R R, 2l B2

PRATEN, R - BREAE - & O MBI
(T : A K OEA I

1711 BEN_EERLERER

o, EOEE, £
1000mg (8 #E : 1

wR (=
gEFIC

FEZRRS) . BRRR

HRT B AT v DOFYEDER

AR FE M D FRLHIC K D)

U B ROBE

LD BTV,

LB E LY > (BAPC)
125mg (Jiff)) ® /A XiZ7 V> (ABPC) 2000mg (8 #E : 1 #&

(2 250mg (Jif)) /HZ 1 A 41 (BEELOBRER) #O&EGT 2 —HERILEFARICSNT, A

DRIIFROEEBVTHY , KFOFEHEN RSN, £,
BHEIIBWCEIERIL 13.6% (8/59 1)

) THo7tz 9,

mEEMIC A BEZ 2RO h o 7=, BAPC
WCERO B, ERRIWERIIFE. BEBV % 3.8% (2/53

HH 515k =5 (B1) % (Bi) HhE (%)
BAPC 53 31 18 92.5 (49/53)
ABPC 54 30 18 88.9 (48/54)

171.3 BR-EFHRLEERHER
sFL B ET Y (BAPC) 1000mg (4 & : 1 2912 250mg (JIff)) /H Xix

HEETER 2 o B

TEXT U Y (AMPC) 1000mg (4 77N 1 B 7EAHIC
BT, AARIITROLEEBY TH Y, WAl GHMIC
e - R SE G & F T e)

N#& 542 " HEMR BRI
2o lc, BAPC # 58I W TRIERTE 28.2% (20/71 fi -

250mg (Jiffi)) /A% 1 A 4 IEHJ<

EAETR
IO B, E

REWERIXINTE b7 AT 2 F—B D LR 12.7% (9/71 1)) . AFEREREE S, Mikg R4 5.6% (4/71
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i) THo7= 9,

FEFH e 5% 5 (B) HEh () Huh= (%)
BAPC 57 4 35 68.4 (39/57)
AMPC 59 4 41 76.3 (45/59)

17.1.5 BER-_EERHLERER
AP LRV B R R OVEMERER DBRFEICH LA v ) (BAPC) 1000mg (4 88 : 1 #8IC
250mg (JJffi)) /B Xix7EF > U > (AMPC) 1000mg (4 77 &/ : 1 57 E®/AFIZ 250mg (V)
i) /H%Z 1 H 4B (BEELKOREN) ROKGT2 “HEEMRILERBRICHSNT, AT TED
EBVTHY, 2HMICABEZEEZRBO R o7, BAPC B 5HECEB W CRIERIX 7.1% (9/126 #1) 1
OBV, ERBIERILEBIEL 4.8% (6/126 ffl) T o7 9,

e " . o e o

AERE | A B ey TemE g | wE @) | o (%)
BAPC 60 23 21 7 85.0 (51/60)

2 %

RIETER —po 58 24 17 11 89.7 (52/58)
BAPC 62 49 8 5 100 (62/62)

2k bk 4

ki s AMPC 65 41 15 6 95.4 (62/65)

17.1.6 ERN_EERLEHER
AMEEGEEN R O BRE IR LA eV U o (BAPC) 1000mg (4 52 : 1 827912 250mg  (F14iff))
[H72\ L 500mg (4 §E : 1 HEHIC 125mg (Juffi) ™) /H L7 v > U > (ABPC) 1000mg (4 §E :
1 $E712 250mg (i) /B4 1 A 4[] (ERZLKOER) &O#&59 25 EEREERRICBE N
T, ARIITEROLBY THY, SHMIIHEEZEZRD ) o7=, EIEHIX BAPC1000mg # 5-#f
IZBWT 5.1% (5/98 fil) IZiRDHIL, 96 4 BlIFTHbaREE ThH o727,

A 541 =50 (1) A% (F) A% (%)
BAPC (1000mg) 98 69 20 90.8 (89/98)
BAPC (500mg) 93 49 34 89.2 (83/93)
ABPC (1000mg) 99 54 36 90.9 (90/99)
E) AR OARBINT-AIEIL 250mg §ETH 5,
2) ReHEER
DR L

(5) BE - WEAHEER

17.1.2 ER—BERRHER
PR i (WEMEERZE . S SR, ik, KUE Mk, SUBRGOHE) OBFIIX LA B
U 750mg 72\ L 1000mg (3 XI% 4 $& : 1 HEHIZ 250mg (Vi) /H% 1 H 31 (FHRE%) Xit4
[ (A% OBER) RO#5 LERRBRICBW T, %5 80 Filicxh LTER) 15 61, A%h 53
THZHE 85.0% (68/80 fl) Th-o7-, RBITEAIT 4.8% (4/87 5] : ¥ 5-FhILIER] 3 Hl & &Te) (ZFRD
B, D 2.3% (2/87 f) . MEA, TR, BRACRR, F24% 1.1% (1U/8THI) Th-o72 9,

17.1.4 ER—BERRHER
BMEREROBFITK L AT E Y 2 1000mg (4 8 : 182912 250mg (Jff) /HZ 1 H 4 [
M 8592 AR RER I BV T & 5 30 Billcx LTtk 25 f, 4o 8 il T 93.3% Th - 72,
BIERNI BN L Do T2 9,

17.1.7 ER—BERERAR
JEER DBE KT L AT B v 750mg 720y L 1000mg (3 X% 4 € @ 1 88712 250mg (Fifih))

/B% 1 H 3\ (ER%) X4l (EEEZEEOBER) EOES LEBEKRBRICEN T, A%
TERDOELEBY Thole, RWERIZAMERMIERNROBEE 2 iV THIBEE 2RO 10,
e/ P 54505 E ) A% (i) A= (%)
B B B 2% 14 11 3 100 (14/14)
PG I P e 2% 6 3 1 66.7 (4/6)
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17.1.8 ER—EEREREER (/MR)

JRPkSE ., MHBAZE , PRALEAN, FRER, S Y o HIR, AN NEORBIIZK LA BT U v 750mg
(3 4% : 1482 250mg (M) /H (19~40mg/kg/H) % 1 H 3[E] (HE%) HAHKYG LR
BRICEBWNT, 85 17 Flicxr L TR 82.4% (14/17 ) Th o7, BERITEBENZERD /2 h -
7~ 1,

1719 ER-ETHRLRER (DR)

PEATEA D B (IR 15kg LA | 80kg L F)IK L3 B2 U v (BAPC) Xid ¥ 7 > 2 U > (TAPC)
& 1 B ENTIE 20~30mg (F1ff) /kg & 725 X HITIRE 20kg AKX 400mg (Fiffi) /H (8
BTN 1T EAFIZ 50mg (Fif) ). 20kg PLE 30kg UL FIZiX 600mg (Hiff) /H (12 4
) 10 40 (BEEKROBRER) ROKRES L2 HEREERRICBWT, AORIITEOLE
D ToHY ., WEERIZEILZ R o72, BAPC B GHICE W TRITEMIX 4.56% (6/133 i) IR B, &
7RRIWERNIEZIEE 3.8% (/133 f5l) T -o7- 12,

HH 515k &% (Bi) A% (Bi) A (%)
BAPC 120 61 54 95.8 (115/120)
TAPC 115 58 52 95.6 (110/115)

&7 ey (TAPC) (FARGEH Ik b,
1) AR OAKRINT-HIZIE 250mg HETH 5.
(6) AEMER
1) SEARERE (—REAKERE. SECEABREREZ. CARBLERARE). RERFTERT 4R
—RARE. RERFTREBRAROAR
U ERR L
2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
Y L7R0
(7) £k
NIy e ) v DN L RN 2 AT O RIRIEA| & T 2572012, BUT 5 fi o —H 5 R LR
MWIfE S T, ZDOREF, RENOAF RAMERHER Iz,

G e 5550 ik No.
BAPC : 1g
R A i 2 % 92)
S AMPC : 1g
BAPC : 1g
B, Rk %3)
A - AMPC : 1g
- BAPC : 1g or 0.5g
VM BLMUME I I 2% e 4)
P BRI IDE 28 ABPC : 1g
PR BAPC : 400mg or 600mg 5)
TAPC : 400mg or 600mg
i BAPC : 1g
P2 &R G * 6)
R ABPC : 2g

BAPC: "V ABPC: 72U, AMPC: 7EXxv v U TAPC: # 7 E2 )
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VI. EMNEEICEET SHEE
1. EFEZNICEAESHSILEMIILEYH
R=V Y VAR O 7 = ARFUEDE
HE : BEOS LA ORIRE - WRF L, BHORMCEELSZRTHZ L,

2. XEER

(1) {EREML - EFEF
NAETY A3, AERNTT e ) e M OMIBES A RLE T 5 2 &I K 0 EEMIC
TERT % 13,

(2) EDERMIT SRR

18.2 InE/EA

18.2.1 HERERNTOEMA
AN YE, KIB#E, 7r7 7R« I 78U ZARONEZR ED 7T AaPERE I 0N RS EREE
PHEREE, (LB L > VERE, £E 7 K UERBE L OEET RUERE R SO 7T ABTERE IS L CERZHT

HIERZR7,
O NEBEMIERE (MIC)
E— 106 Hfd 108 Hfd
NReTy R o)y | NSy RE | e v
KIGE NIHJ-JC2 3.12 3.12 6.25 6.25
vhunyg—-uaA 7 4 GN-346 >100 >100 >100 >100
7 | F7 AW Tanaka 0.39 0.78 1.56 1.56
S| vFF- 7L AR 2a 1.56 1.56 6.25 6.25
A|lv#FF- 7L 2%Y 2b 1.56 1.56 6.25 6.25
ke | WM GN-69 >100 >100 >100 >100
P25 F 7wyt A No2 50 50 >100 >100
FRFIA-IFTEY R 1.56 1.56 100 100
TaTURT NI Y A 6.25 12.5 >100 >100
FElRE  IFO-3445 >100 >100 >100 >100
T KUERE  209-P <0.19 <0.19 0.39 0.39
7 | #Ha 7 RUEKE  Smith <0.19 <0.19 0.39 0.78
Z | #H 7 RUEKE Newmann <0.19 <0.19 0.78 0.78
L | RET RUERE =0.19 =0.19 1.56 1.56
B | L L Y ERE  Cook =0.19 =0.19 <0.19 <0.19
P | Wfige Bk <0.19 <0.19 <0.19 <0.19
W|I7mayh 272 ATCCI341 <0.19 <0.19 1.56 1.56
HERE PCI-219 0.39 0.78 3.12 3.12

Ty B (S VBV R OB, AT T — %I RE
18.2.2 B TOER
~ U ATOREYURIREFIR T, A 7NV U FE, RIFRE., 7r7 02 - IJ78 0 R #EA7 RUKE
72 BN R D IEGLE IR U TN BRI 2~ T, £7o, ARBEHBEOKT L7k~ v 2 (925
1 A MERAME~ T X)) TORIBEIZE DEGIEICBNT, ToyEv Y v, TEXRV U IV ER
TN RDZRD HIL TN B 19 19
(3) {ERZRIERFAE - FrbE
MM ERR L

14



VI. EMEIRICEII HEE

1. MPREOHTR

(1) ABRELAMLGOLPRE
MMERR L

(2) BFRSBRCTHRB S -OPRE

16.1.1 EEKE
AN ST 6 I \T e ) > 250mg (i) ZZEMERIIBZICR NS L2ga, migdh
PRI G515 1 B ClREICEL, FOREITA %6.29u g/mL, 4.22ug/mL THY ., BFEOHEL
EEAEZT DT 18,

(pe/mL)
7.0
6.0
Im 5.0
=1
4.0
th
y 3.0
5

2.0

1.0

BEF R (h)
NP ET v 2GR U AT 1 IR OB G L & & OmiEhEE (=6, THfE+
SE)
(3) thiss
MR L

(4) BE - ftHEOEE
(vl 1. (2) AR CHERINZIMHPIEE], VL. 7. HAEH] OEBR)

2. EMEERBNT A —4
(1) BITAZE
M ERR L
(2) WRUEFETEH 1
1.400%£0.508 h't  [ANEADT—H ; N BT U 2 800mg #% M % 5]
(3) HEEETEH
0.776+0.115h1  [ANEANDOT—H ; "B U 800mg #% 1 5]

15



(4) VTSR W
B2 U7 A (0—6hr) : 202£29 mL/min
NEANDT—% ; N U 808mg £ M #5-]
(5) #HAE Y
25.45+6.21L [HEADOT—% ; "B ET Y 2 800mg #% 1 # 5]
(6) Tt
AR L

3. B&H (REaL—>av) #H
(1) fBRAE

MR L

(2) RSIA—4ETBHER
MR L

4. R

RAFTRAFGEY T 41D

87+21.8% [HNEANDT—% ; NI E Y 2 800mg #% M 5]
DrEADT —%] 19
fERERR AN B U KRR 278mg (M) 2R niEE L. H. + i85,
AT e ) CHRFRRRAT AR A R THE L7z,
BT 20%, 4885 % T 65%., 285 LI & T T1% 8RN S 7z,
PeoTRI LT VRO F R RIGHALIT+ BB e ZE 2 b b,

5. &1
(1) itk -FeiBE P& @ tE
Pl v/
<HBE>
Sprague-Dawley ;AT v M /AA B Y 2 100mg (Fiff) /kg 2 O 8H L7-FE, M~D0 1
#5830 rtR i m il (ML TIRE DK 4%) ([TEL, HWenIiEE L, 20
(2) Imi%k-fadkEaFE &
(MR- Na AR B 2 @i 3 5,
SIRIERTOIEIRIZ, N B Y > 250mg (Jiff) T 500mg (JJfHf) 2% O4e5- U, BET e
ZME L7z, IRET 250mg & 5-O%6, 5% 2 Bl & T3t S a2unas, 3 IF#ICIE 1.0 1 g/mL

THolz, £72 500mg &5 DHA . F5#% 30 /0 TIHHRE SN TRV, 1~3 FFEITiX 1.3~2.8
pg/mL T o7, 20723

(VL. 6. (5) Fhs) DOIESR)
(3) Ait~0BiTHE
i ~BITT 5,
PEIRIZ /N1 e Y MR 500mg ()Afi) A ZEfEREE G- L€, AHWIREZJIE Lz, HIHNA~IT
2 RERIDARRIZRR D B AL, 2~4 BTl 0.83~0.6 u g /mL TH -7, 24
(IVIl. 6. (6) #ZHbw) DESM)
(4) HE~NOBITHE
545 HDBIIC D e U VR 250mg (M) 2/ 05 L, #5144 2 FER o e i
B (7.0p g /mL) BIEERHCBERNIRE 2 HE LR, 0.1u g /mL S &z, ©

i

[ BRI D

16



(5) Zofn#BB~DBITE
1) KIEMHBE~DRBAT 20 [SNEAF—# ]
RN (R4 N) ICRARE LIEGE. ¥ ) DU Ko TRE L2 RIEMM~ 0BT 28 BAT
T, TOREEEIX, 7oET ) o 4fETho Tz,

(¢ g/mb)

8 _
4 6 1
&
: Y NAVEDY Y
=
E 5 |

——

0 T ‘ 7)59'}“/

0 1 ’ 3 4 5 6 (R

BN 10 BICHEE N DA e ) LT e Y R AR GREO JER PR HER

2) WP ~DOBITIE 2D [FMEANT— 4]
BHELKEXRBE (70N ICROKELEEGA. WRT~OBITNEI T, TOEREIL, A
TNVEVEORNEERILEE (MIC) 2 EEbs,

101 ik

e .
4 x

1.0 5
. 4‘/7)b;|:',+fgg}wcl
% 014

{pg/mL)
0 T
1 2 3 4 5 6 7 g
WM
PR R

(6) MTBOHSE

21% (in vitro) 20

17



6. fti
(1) REBEREIR URBHERR 19 29
RETEAT - R RE

REREE « W) SRR IR T T X S i@ an s,

S CH;
@ ‘CHCONH ‘J:( CH,
NH, o—N fcoc)cm(:Hg)ocoocsz

Raveyyr

|

S CH;
?HCONH~1:::T/ iISCHa
NH: =N COCH

FrELY L

|

. S—_-CH,
(I:HC ONHOgc[———"/ CH,
NH, H HN fCOOH

FoEYY v Ry a g

(2) RMICEETSBE (CYPH) O5FE, F5X

AR L
(3) HEEEHROHRRUZOHA
TR L

(4) REPDOTFHEOFERUVESE., FHELE
H (RXB U ES Y AIKRATTY BV LICREfEn5,)

7. et

RN B v 260mg (M) 2 ZEER AT RZRICR O E LTIEGE, Ry v

UL LT, 6 E TICA 259.4%, 55.3%HN R I HEE &7z 19,

et =

1) HERRRANIC A U E U 2 250mg (Ifil) & ZEER T BHICR O #H LT-BA . KEmiET v
By )b LT, 6B E TITH % 59.4%, 55.3%705 R IR S 72710,

2) BEFERANIC AN B U VR 278mg (M) A& OG- Lok, FREPPEEERIT 3 FEf, 24
E R OV 7 B O BAET 62%, 7T9% M 1N 80% T~ 7z, F7-#EHTIE 7 AMBRT 14%Th -
7219, BEADT —4#]

3) NEEE (4~12 %) 232U > 10mgkg XL 20mg/kg (Jiff) Z#ZEMERHCRO&Z G L
A, BE% 6 Hil % T2 4 53.5%, 47.2%M RHICHEIE S, D53l B2 2 B £ ¢
(B X 7z 29,

Bttt E B

BRI B U 500mg (D)) AR DS L7235E . BHERRIR TS U CHkitE

DIERZE L 77 80,
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ERERERE A 11 61 500mg (ff) H[EIRE N5 (P +S.D.)

Group Al A2 A3 A4

il (2 ) (2 1) (2 ) (5 )
JLVTF= 0.8 2.7-2.8 3.6-7.5 7.2-15.7

(mg/dL) (B HEREIE R 1)) (EHT )
BEEE S E #(h) 0.66+0.06 0.20+0.08 0.12+0.02 0.08+0.02

8. FSVARR—A—IZBHT S1EH
MR L

9. ENMEZICLIBRESE
B R L

10. BEDERZETHHE

16.6.1 BEHEEESTHE
ORI ERE I e U v 500mg (Ofl) R A#E L7-8BE. BHEEK IS U T, Jatt
BEENNRIE LT-, F7-. tieNEE L, AUC O EH R L5730, [9.2.1 &HA]

EPRREREE B 11 61 500mg (M) HiEIRE Q¥ 5 CFEEESD)

G L | P iiE s LT = BEMEE AL E Cmax tmax t1e AUCo-24n
roup”
(1) (mg/dL) (/h) (u g/mL) (h) (h) (u g+h/mL)
0.50=*= 1.05=*= 23.55+
Al 2 0.8 0.66*£0.06 | 11.33*+2.34
0.18 0.09 3.54
3.55+ 3.69=+ 108.50*
A2 2 2.7~2.8 0.20%+0.08 | 10.93£7.46
1.55 1.44 70.73
2.37=+ 5.67=* 122.86+
A3 2 3.6~7.5 0.12%+0.02 | 12.16£2.19
0.39 0.93 28.19
3.38+ 9.63*+ 292.88+
A4 5 7.2~15.7 0.08+£0.02 | 17.04£9.60
2.81 3.00 206.11

WEERE (M2 L7 F =) 12XV 4Group (2534,
Al: BREREIEHE B, A2 115 7 V7 F =22 2~3mg/dL DJER], A3: i 7 L 7 F = 3~8mg/dL
DIEW], A4 : MIEFENTEE

Group Al

13 5 8 1I2 2 I4
BFRE (h)

Nhrev ) a2 BRRREEREICHERAOKRES L EOMFIRE (one-compartment open

model)
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16.6.2 NREH
R (4~12 5%) I3 B2 U 10mglkg X% 20mg/kg (i) A ZEfERsICRR O &G L2
B HBE#% 6 R E TIT, B 453.5%., 47.2% 0 RHICHREIE S, £ D50 RS 2 RFfE £ TIZHRM
Sz, MHPEREIE 1~2 FFEZICRIZE L7, Cmax KON AUC 121X, FEC LD 2T HA b7

Hrote 29,

AN 19 B ZEREREHERE 05 (one-compartment model (& X 5 f##T)

BE& - Cmax tmax tie AUCo-24n
(mg/kg) (u g/mL) (h) (min) (p g+ h/mL)
10 11 7.02 1.02 45.23 14.67
20 8 12.81 0.76 61.16 23.26
(pg/mL)
100~
20
il 10k — 10mg/ kg
i - 20me/ke
b
)
0.1

(h)

NH e s/ NRBFENCEIERRERR O G Lz & o biRE
(one-compartment model (Z X % fi#4T)

KNREE 4~9m) OFT—4

E) AFNOAR SN HELROCHEIL, RADOEA. 1 H&E 500~1000mg (i) % 3~4 [lZ43H
LTRAKEETH D,

1. Z0fh
%R L
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VI. £t (EAELOZXESF) CEYHEE

1.

3

6.

EENBLEFTOER
BEEIN TR

. ERABLEDER

2.2 (ROBBICEBELLZWLNI L)
2.1 ARFN OBk UIBHBUE OREERED & 2 B3
2.2 [GYMHIIEDRE [BEBORGBEELZEODIZ EBH D, ]

. PDERIHRICEET HEE L TOER

(TV. 2. eI RICBEET 2EE] 228752 L,)

. AERURAEICEEY 5ER L ZTOERA

BEEN TR

. BEEGEFNIE L ZOEH

BEELEAXNIE

8.1 AFIOMERIZH Tz - Tk, MEEORBELZPI <o, JFAlE UTEZEZ G L, R OTIEHR
B R NROHBOEREICE EDDH L,

82 LavInbobbhadBENRHLOT, toklizaiTH> 2L, [11.1.1 ]

8.3 AMEBEENHLDLNDLZENHHOT, EHMICHEZITH Z &, [11.1.3 ]

REDEREFILRAEICEHTIHER

(1) AfHE - BIEEFOHIBHE

9.1 AHHE - IEEFOHLHBHE

911 R=VY VARXEt T T ARREVEICH LABEORETEDHSBE (2L, KFI<HL
BBECHETEDOHSBECIBELLENI L)

9.1.2 AAXIIHH. RBICKEXRR. EP. ERPEO7LUIX—REEZECLPTVGEEZS
TEHERE

9.1.3 BOFEMOFRLGEERIFRORROBE. 2HRBOEVBE
X IV KRZIERDB D HDND 2 L0id D,

(2) BHERERSE

9.2 BHEEESHESE
921 BENBESTDOHLBE

b e BRI O Y) 22 i 9 5 70 LEEICHR G 95 2 &, R N ER T 5, [16.6.1
2]

(3) HFritReRE®ERE

RIEIINL TN

(4) 4FEREZRT HE

BEEIN TR

21




(5) 4w

9.5 TR

g SOTIEHE L TV B ATREMED & B LotEIciE, 16 EOFRENGRMEEZ LR 2 LUl S 556
OB ET 52, BER (5> ) I2BWT, K& (3,000mg/kg/day) %512 L 5 {EHE
ANHE STV 5,

(6) R¥LIF

9.6 ZELIF
B EOBRMER ORARBOREMEEZERE L, BAOMKG TP IEE2HRET25 2 &, AT~
TTHZENMESNLTND 2,

(7) INRE
BEEIN TR

(8) EinE

9.8 BinE
WROBIZEE L, HET R ERRBICEE T R CBREOREABEZ LN SEEICKET S 2
b

9.8.1 AHMENK T LTS Z ENEL, RIEANRILLT U,
9.8.2 ¥ IV KXRZICLHDHIMEMDH b D Z Livd D,

7. HE%HA
(1) GtRARRSETDER
BRE S LT
(2) pfAFE L TDEH
10.2 GFRCERE (BHRICEETH L)
FEFN A4 BRAIEIR - 5 515 By - fabRR 1
% O REAT 3R 1% FBEAT 3K 0 2h R 35 3 5 | I M 5 A A b SRR DR
JNVEFATRY 2TV ENRD D, D GG BR T K D PRI A 40
ANTTUA— T oEEXLND,
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(1

(2

. BElfER

11.8EH
ROBWERDB S BN ZENRHLOT, BlEZ 7TV, RENBD GGk E 2T
1B %70 EREY) R LEZAT O Z &,

) EXLRIER & AR

1.1 EXGEMER

111 a3 vy (0.1%AK0) . PHI4IFF2— (0.1%AJi)

R, OONEFR, WS, MPREEE, e, 25, 28 0 FEik, mEEE, /el TS0
ERP D NG i3 EEG 2RI L, @URAEEZITH Z &, [8.2 &]

1112 PEHRBIEFEBMMBE (Toxic Epidermal Necrolysis : TEN) . B 18 %5 = 6B % & &
(Stevens-Johnson fEfZ#) . SHEARERBHBAEE (W 310 b HE R

11.1.3 SUEBFEE (BEARH)

AMEEFESOREERBEEND LN Z EBH 5, (8.3 BR]

11.1.4 BEEXER. HOEXBE (O30 BERE)

AIEYERIGSR, MM ERBRE D MAEZ M} 5> BHERKBRP O bbb Z &b 5, . HEO
THID S O ONTGEITITEBIZHE G2 T 572 @b @& %1795 2 &,

11.1.5 FrfRERER. JE (WL HER)

AST. ALT. y-GTP, LDH, Al'‘P bH-%% {5 IHEREMEE ., WA HHLDOND Z &N 5.

) TOHOEIER
1.2 TOHDOEMER
0.1~5% AT 0.1% A i AL ANBA
W BUE W5, T )R FEN TS
1IR(3 2, FERERED ., i/
WD GFRREREE 2%
M1k T, B - EM H | EEEAR R, R, RS
AR, AR IR 5]
B A RIE NWN%&, KiIBR (B

oD W IT IR D
Klebsiella %12 K %)

EH I U RTIE vx X v K RZAER (K
=T N = e | E i
M%), e#I B
FERZIER (BR, AN
R BERARIR, RK%)
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(3) HEMNBERRARFEER VBRKREERYE—K
FEELEOREHOE D No.93 (163 4 10 H)

AR e R 5 1,703

SIS 15,095

BIVE FH 26 BUE G B 472

BIEH B 574

BIVE FH 36 BLE B 3R 3.13%

BIVEH o FEks BILVEH 28 B 5 (%) BIVEH o FEks BILVE 28 B 5 (%)

REMERHREESE 152 (1.01) H I 16 (0.11)
95 117 (0.78) EREN IR 37 (0.25)
»®% (W kkEBs) 1 (0.01) b 22 (0.15)
L35 2 (0.01) JIE R AS R 7 (0.05)
215 12 (0.08) Y 0 T S 4 (0.03)
R 7 (0.05) H ik 9 (0.06)
T2 1 (0.01) B 6 (0.04)
& 9 PRI 21 (0.14) T 72 (0.48)
NAESYaR 1 (0.01) R 16 (0.11)
ks 3 (0.02) DfEim GERERTE) 7 (0.05)
s 1 (0.01) NHEESR - HE T 1 (0.01)
iR 1 (0.01) PN IR IR 2 (0.01)

HEBRRES 1 (0.01) JiiikEd 3 (0.02)
B 1 (0.01) KEFZE (Haft) 1 (0.01)

R R EEE 9 (0.06) B R 5 (0.03)
HEN 5 (0.03) BIER 1 (0.01)
Mo LU 2 (0.01) B IHRER 1 (0.01)
U A R 1 (0.01) | FFii& - REFFREE 4 (0.03)
TR 1 (0.01) JiRg = 1 (0.01)

BiEfHERES 4 (0.03) 3% GOT k5 2 (0.01)
T 1 (0.01) 1yE GPT E&H- 2 (0.01)
VBT 2 (0.01) |FFRFBRES 2 (0.01)
M ERE T 1 (0.01) Mg IS 1 (0.01)

BEEATEES 1 (0.01) S 1 (0.01)
Hng 1 (0.01) I f% IR 1 (0.01)

FOMOBKHHRBEREE 1 (0.01) 1 /]v A H i %% i P 28 1 (0.01)
1 PN R 1 (0.01) Ji5 FpE HH . 1 (0.01)

farEE 1 (0.01) —RBRHLEEE 24 (0.16)
IR 1 (0.01) b 4508 3 S 1 (0.01)

BGRET 306 (2.03) it PN 7 R 1 (0.01)
Y8 1 (0.01) FIEEE YR 3 (0.02)
(REAES 10 (0.07) SHYA 3 (0.02)
48 %% 4 (0.03) BEGE) (25) 4 (0.03)
SR 1 (0.01) TEIE 1 (0.01)
R 3 (0.02) TIE (BEmE) 4 (0.03)
CLVS 53 (0.35) FEEN 5 (0.03)
M H- 22 (0.15) [E 2 (0.01)
Ha=o1r 10 (0.07) KA E 1 (0.01)
BEARR 35 (0.23) i 77 1% 1 (0.01)
FaIye 1 (0.01) 1EFTY 1 (0.01)
EENR 2 (0.01) AN 1 (0.01)
OBFR A E F 5

HMERDBD . FERER DR EERN AN 141 (A BI% 2,570 1) . GOT (MiAEHI%k 2,160 #1) . GPT
(RAEH$ 2,136 ) ZED EHR 741, BUN (BA&EHFI$ 1,857 ) O EFN 1HICH LI TWD,

24




(4) EREB. SOHE. EEERUFHOARETRAIOEMERRTFAE

10.

1.

141 ERIZFFOTE

A FHEE B B EINE A R B R
ok BIVERIREL | RIERREL | BWERH S BUE
AEBIEL S P g | R (%)
Milide, &UE Sk, AMEEAR 2,354 43 50 1.83
mpkse, BIlEPEsR, EPE* 1,674 36 40 2.15
BaER Hﬁﬂt/K JRIES . WRIR 1,156 41 46 3.55
HH§% NHAE 2% 51 1 1 1.96
Hﬁﬂ%ﬁ% IS 83 3 3 3.61
WAL 2 0 0 0
FLRK, FEMESE. T E NG 76 4 5 5.26
iﬁ@ [N %ﬁ%% 86 1 1 1.16
o EIEE - KO, BER. B,
R IE ., M gtikse, BEH., YR 302 7 8 2.32
KRS
AR, Pk i, B E BEAR 156 1 1 0.64
Al - BB — gy 52 0 0 0
OB PHEBIEIE RSBl
o IEH R BL I EH R BL
=X HEGI K S0 (%)
1 i 5,865 135 2.30
™ H 2,617 73 2.79
HrEY) 200 6 3.00
RN S N N 276 8 2.90
I3 R OV I g 76 3 3.94
A | fErRESE 89 2 2.24
EF FVER 506 13 2.57
5= [E5ER 697 27 3.87
AL &R 267 14 5.24
R N OB R A 103 6 5.82
R ZR B R 316 7 2.21
ZDfh 1,138 54 4.74
(FFER) 142 7 4.93
(BER) 161 10 6.21
. BERRERERICREFETHE
122.BEFRREERICRIEZIIRE
AHNOBEEIZE Y, _xF 47 MR, HHWET = — U o 7RI LD RBERE Tl et s
THZERDHD,
BEHRS
BREINTWHRN
BREEOXE
14 BREDEE

PTP a2 OFEAKNT PTP v — F bV L CIRAT 2 X o ET 52 &, PTP v — hOEMKIC
V. EOELA RN ERE AT L, BRI A2 B 2 L CHERR IR/ 4% @E%@éﬂﬁf%{ﬂwé

ZERHD,
142%%&5%@&%
ﬁL

Hu@ﬂ&ﬂ% IIEFEETLH L,

ﬂbﬁﬂiﬁﬁ‘ék FNCREBRZEZTZLDBHDLDT, ZHOOKTIRH S, Rt
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12. ZOHODEE
(1) BREFERICE I HH

15.1 EREREERICE D 1Bk
Troevlreru) )=V EDHHICE Y BBORBNENT L LEOWRERD D,

(2) EEREREBERICE D < &4
BEEIN TR
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X. JEEREREARRICBeY H5IHE

1. EEHR

(1) EHREHER
(TVI. EZhFEEICPET D5 HE ) OHSM)

(2) RLetEEHR
HURARRR R, ARMERRRE R, BARR, FPIRIEBR AR5 fﬁﬁm%%ﬁbko
NI ey ) U O— MBI ER & U CIIMEER =2, A XUTEE L7235 E IS — @M T D7
mET%\bﬁﬁ%@ﬁ#%htﬁ\ﬁm&%Timem&g%ﬁ%@%%(?y%)Kﬁzf%
RBNIH DR Do T,
Fio, BEKAN T v M 1,000mg/kg DKREZ G LTz & X 4 RERHE IR 8 K OVEAFE O BT 23 2
L=, 7y bo b EMROFESOFEERBRICH O T, AAl 1,000mg/kg #% 5T IR & & OVEfE
BHRMZITBER A SN W LD RIEKARTO T v N ORGEIE, Rk TEMWIC & 2 Ik R
BALEBZ BILD, T OMPARARE, MR O EH AR IC LT e A EREE RITS b o,
LLEDS, A e ) IR NG SN A PEER OMIZ I, FRRA 7 — SR EH &
REBRNWEEBZ BRD, 30789

(3) ZOHDEEFRER
MMEE R L

2. BMHHER
(1) EEEE5SEER Y
LDso (mg/kg)

g BT RN
o8 10,571 10,345 184
~ 7 A
? 8,529 9,475 209
3 o8 >10,000 >10,000 176
7 v bk
Q >10,000 >10,000 176

ek & L CHIEBEBK T, TR & OEBHNHA S bibi, #EHITIX
MR 2R L, FRRE I K> TR L7,

(2) REERLESMHERER 0
Sy b, A XEAONEROBESEOERTIL. BRARELEET 5y FOmEAMSMIERR (15 A%5)

T 1,000mg/kg/day., BMEFMERER (6 » H¥ES) T 500mg/kg/day, A X DOMEM4EMEREE (3 » A&
5.) T 250mg/kg/day T 5,
AKIOR  FCk 2 @R LIFER D DTV,
(3) B=ENER
MR L
(4) NARMESER
MR L
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(5) 4RERESERR
1) AEHRHT R OUESRGI B 53808k (Z > b @ 50, 250, 1,000, 3,000mg/kg %)

REREHANE 1,000mg/kg LA ETHH S L7223, BEM) O A FERERE IS S8R 0 B LT, IR D38 4 -
HEHEICHRFEIXA LN TR,

2) IR OB A 5B (Z ~ b 50, 250, 1,000, 3,000mg/kg # M. 7 X : 50, 100, 250mg/kg
&)
Z v b ® 3,000mg/kg CRHAFEDHMAMG 4, BROEKE L /NS hrotohd, HEBEITEED b
T HPERORE R OAFEREEEIC b EBITRO b TRy, £72, ¥ ¥ 250mg/kg TRHADIE
CROVREPBIEE SNT2A, HEEIEERD v Ty,

3) JREM R OB R (7~ b 50, 250, 1,000, 3,000mg/kg #%11)
RHAFRE OB 4125 3,000mg/kg THIFEE L OWE L O HEAHM L7223, 1,000mg/kg LA
TCITREER, HEER DR E R OVERMEEICEBITIA DT,

(6) BFrkIEESFER
ZYERR L

(7) ZTOHORHEME

1) U 37
PRILEREEERPUS TT v B2 U AT LIS WBAEIRIE 277, s, 77 UHLIERISIC L W Ef L7
FER, ToEY Y LRI AR L, R=v Y G L ORI,

2) ZRJFMERER 39
WA 2 v 72 DNA 53R, M O IR BB IC B W CTERFIE 2 R S 720,
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X. EENSEHREICETSEE
1. HEIR%

7 S
LA U7y REE 250
* 7 PO Sotme ) M EREOMFEI L TS T b
ARGy | S E V) IR 7L
2. AEEAR

B : 2

3. ARRETO/E
R PR AF

4. RO EDEER

20. R LV EDEE

TV B m— el R E R,

M5k TRAFS D 2 &,

5. BARITEM
BEMERLTA R %
<FvolLBy H

Z OO BE T ER -

6. F—m% - RA%E
Al —pksy

7. ERR4EERR
1975 4F

Trev)y TEXFVVI S

8. NERFERBFABRUVRRES, XMELRBFEAR. RFEMKREAR

U AR 7T KGR AT Y ; Hr7e B4R

)@@ Eﬁ/’i’f‘% %{LE&JLJ?( ﬁ‘(%ﬁﬁ% i{ﬂﬂﬁéﬁﬂiﬁz Eﬁjuﬁﬂﬁu

FHH FHH FHH

fR5E . 1981 4 1981 4 1981 4
o7 —7§E 250 (56EM) % 1393 5

B A 54101 | 9m1H 9A1H

784 2001 4 2001 4E 2001 4E
~u 7y REE 250 21300AMY00425000

I 7 PIESOTME | g g9 97 21 H 1LALH

9. MERIHREN, RERVAREEENFOFEABRUVEOAR

FPAROSA

10. BEEHER. BAMERAREABRUVZONE
OFFEAMER@EMA : 198849 H 6 A (BEKT)

P EHIEEE 14 408 2 A 5 GKRIES FH) OWVTIUCHREY L

OFFREAMARE R : 2002457 A 10 H

A S0 R
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OF MRS R - 2004429 A 30 H
W7E4 « X7y REE 250mg
P © SRR

BN

PR FARE R

T RUERE, #F 7 RUEKE., LBV 5
BB, MBEKE. MiREKE. WE., K@, 7=
TIAITFGEIVR S TINZFEDI G
T EMEREIC XD T RLEYYE

g, SUE 3 AMESAZA . Rdkse . Bl &iE s,

o | PER, BEERER, BB, JRIER, MR, B

PR, MBS, MR, U L oNEik, PRALEL
MR, FEMREGR, ARG ORI,
IR, AIHES., & - B - L5, B
K. BB, BRBUE, Bk, EAVER R,
PR, BCTHESE. SRR, Do tR R, B
JEPHZE . B - BMED R

< i A >

TV ATENED T R ERER. LR
WE. MRERE, BERER. WE., KBE, 7
g5 YA ITEY R A TN UHE
<JEIEE >

FEAENE R S RYGIE . R R R RGE, U oo
B U U REIR, BEREE, AME - BUE LY
FHTAIEE O —wgys, FLARSE, WHEA - MREAZ
Rk, BERE IR, Mif, 1B g A
D ZIRIEGe, BB, B RER. WREEGE .,
JEMESE . B NG, FEA B, IR,
FRINE, AR (AR E ST | PHEHR,

lsiede, MBI, dEE Pk, kAl -
M FATAI O “ RIS, PRALEL

EE

Nz

i 8

WH, RAOHA. 1H &500~1,000mg(714ifh)
L. ZE3~AENCHFIL TRAKRET 5,
DOEATX. 1H &% 15~40mg(F1l)/kg &
L, ZH&E3~4ENZHEIL TROE 5T 5,
B, EE, JERIC K Y EEHEET S,

HGENAEIZF T

1. BEEHM

64 198145 H1H~198744 1 30 H

12,

BELMFIRICET 1HHR

ARENL, HERWBICET2HIRIZED STV 70,
(Tv. 2. AEEEOHAE] OESR)

13. £Ea—F

Mot

JEE 55 By AT A e
IERERK = — R

ERIEE S = —

(YJ 22— k)

HOT (9 #1) %75

L7 hERAEH
VAT AR

-~ 7y FEE 250mg

6131004F2054

6131004F2054

114397301

610451023

14. REHRTLOIE

L
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XI. @k

1. SIAXE
1) thNERE : eEERER
2) fENEERE - R
3) JEAE T e R R R A AR AR - PUUE W S (R o F Rl &
4) FEMKES A : Chemotherapy. 1979 ; 27 (S-4) : 416-423
5) = AICHE M : Chemotherapy. 1979 ; 27 (5) : 725-759
6) a4 fh o H & LERIK. 1979 ;5 25 (5) : 1398-1414
7) {38 i : Chemotherapy. 1979 ; 27 (S-4) : 318-335
8) RJINGR - HAMEHGR. 1983 ; 42 (7) : 616-625
9) KMl : BT L ERIR. 1982 5 31 (5) : T67-769
10) BERTEF il : Prog. Med. 1982 ; 2 (8) : 1313-1316
11) PHHEL  fl : 25 & H3E 1982 519 (6) : 1551-1554
12) HhiffR = il ERYYEFEMERS. 1979 ; 53 (3) : 121-138
13) /722 fth : Chemotherapy. 1979 ; 27 (S-4) : 59-63
14) JIIGE —  fh : Chemotherapy. 1979 ; 27 (S-4) : 1-6
15) KifE+ fth : Chemotherapy. 1979 ; 27 (S-4) : 7-16
16) =Kl fth : Chemotherapy. 1979 ; 27 (S-4) : 132-142
17) Bergan,T. : Antimicrob.Agents Chemother. 1978 ; 13 (6) : 971 (PMID: 677863)
18) Mats E. il : J.Pharmacokinet.Biopharm. 1979 ; 7 : 429 (PMID: 529016)
19) Swahn,A. : Europ.J.Clin.Pharmacol. 1976 ; 9 : 299 (PMID: 9302)
20) HHE " fh : Chemotherapy 1979 ; 27 (Suppl.4) : 52
21) 3 Wi fh : Chemotherapy 1979 ; 27 (Suppl.4) : 342
22) fAHEHE L : Chemotherapy 1979 ; 27 (Suppl.4) : 336
23) EMEERES it : Chemotherapy 1979 ; 27 (Suppl.4) : 368
24) FER M : Chemotherapy. 1979 ; 27 (S-4) : 362-367
25) H1IR i fh . Chemotherapy 1979 ; 27 (Suppl.4) : 184
26) Simon,C. 1t : Scand.J.Infect.Dis. 1978 ; Suppl.14 : 228 (PMID: 279976)
27) Maesen,Fr,P.V. i, : #-P& R
28) fHiE—&, i &R
29) HHSTIE il /NEFIESHE. 1986 5 49 (2) : 321-326
30) ‘FEFiH it : Chemotherapy. 1984 ; 32 (3) : 156-163
31) Juill # fth : Chemotherapy 1979 ; 27 (Suppl.4) : 42
32) Hans.E : ftN&EH
33) Hans.E : ftN&EH
34) #EIEfE i : Chemotherapy 1979 ; 27 (Suppl.4) : 17
35) MRIEME il : $ENER
36) #0253 it : Chemotherapy 1979 ; 27 (Suppl.4) : 30
37) SFRIEKR  fth . Chemotherapy 1979 ; 27 (Suppl.4) : 36
38) Mgz Ml : #ENEE

2. TOtDBEXH
1) = At fh : Chemotherapy 1979 ; 27 (Suppl.4) : 132
%2) = AKCHE fh : Chemotherapy 1979 ; 27 (5) : 725
*3) ZARAHMN M BELEEK 1979 ; 25 (5) : 1398
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k 4) T H521E
*5) IR =
*6) it AR
*7) PHHELCD
*8) BRATE R
*9) IR

i
i
il
i
i

ity

Chemotherapy 1979 ; 27 (Suppl.4) : 318
JRYSE MRS 1979 5 53 (3) @ 121
Chemotherapy 1979 ; 27 (Suppl.4) : 416
PR LR, 19, 1551 : 1982 ;
Prog.Med. 1982 ; 2 : 1313

: BARMEERIR 1983 ; 42 : 616

*10) Z Mt o BFrEE L EEER 1982 5 31 : 767
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XI. 3£8H
1. EL5S4ETORFRR
L

2. BIMZBITHBREIZEER
L
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XI. &
1. BA#l - REZRICEE L CHREHEETSICH->TOSERER
AEOEHRICET 2T
RIEICITAEBZ Z T TORWREICET RN E £ 5,
AR TIEENRHENL L TR VAR L EENTEY, HLETHLRBIN TV LR SFIETEHE LA R
EEELLTIRLTND,
ERMEEEDEIRE 2052 ECOZBERTHY | MLEOFEEZRTHDOTIER,
(1) @
NERYOREMHFR

Ro5y Fig 250mg

B DL ENMEE 25°C - T5%RH ORAFSRM TR L7zfE R, MEIRIIBRBREEOB R THY | 2
BTEAL RN, G8IT 48 THEARED LT,

FRIRVERK « 3lBR BN 2 ek Ty L 7=,
SRERFEHEIIR - 2013/1/11~2013/3/18

@ i 25°C - T5%RH [, BEA]

(B /Mt~ f5e KA
A BRIE H =RV LRATHAM
< B> & BR A 238 438 6 i 8 i
. O A W I E W I E W I E
HN - N7AN
Mk n=10 FI22B1 | AEOHEK BN BN BN BN
i (%) ¥ n=3
= 90.0~120.0% > FI22B1 | 95.4~98.5 | 93.3~95.9 | 81.7~82.7 | 69.5~70.2 | 51.4~53.1
(&) BEEZEL (%) | FI22B1 — +1.8 +2.0 +2.1 +2.0
X FREIIHTIEER (%) WAL - K
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(2) Hifg - BEMRUBREREF 1 —TEB1HHER
Ry FE 250mg

1) RBRAE

(AR 0 v iR
AFI1EEESEL (BuR U RSEMEH), 2E s — o L bEEAZ L THnl (10~15 [AIFRE)
MANTEERMAERE, a—T 4 7 2MEEL, 74 AP —HNICEE L THRAL, K20mL 23S L
Tz, WMLIEVIRE, REFa—7ICEE L, BBREZEALE,

BGiRiET =Y
RBIRDO NS T2T 4 AN — 2 RETF 2 — 71Tk L, 9 2~3mL/BOEE CHEALL, Fa—7
IR S B 3 43D 2 K L, HEASGE Z OF) 30em EO R SIZHEE Lz, BBREZEA
BICHEBEOHEKEFEAL TF 2a—TNEIES L &, Fa—TNIZEGEWRRD b2 rudmisEtEic
MR L & L,

2) HERER

AR Rk AR i PERER
WIE LT THRBR LIz X 5
SyYLAPRIC AR - T8 L7z,
% : 55 COMBEMND &, BEA~ZOV O EGIIRETE R o772, BBIZIIKE W,
ARRERE, TSR ERG A FT7 Y7 (KR CiED)) &2 #MsE L TEmLELL,

~> 7y REE 250mg 8Fr.T = — 7 %l L7,

2. F0OBEEEH
MR L
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