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1.

ZEICEY SRE

FRREDEE
AANE, BT F VLT P VLAY ET DT 2 LREMETH S,

T FE T AT, TTUADNENL T T Y T 44 L RAYOAFTR N Y
7 4 %) OXREAFEITN—TR, B - T I FA~—BITHTILZEENE L BIEWHIE ALY T L
FEED . DOPIE L IL SN HEWEOBERD LB LIZENAE Y = ARPUEMETH D,

(Z7 %7 ZFEFH] X, 198149 H 19 B, BARLEAM (Y 7 o 4b) 2 AKR % B
L. 1981 4E 12 A 28 HICHRFE &2 BRAE L 7=,

198745 H 29 H., MG « 25 OVFAR A% O RG] ORNREUIZN R OIBMA AR I i,
199049 H 5 H. FEAOERN WA I i, HEESE 14 &£5F 2 1L 5 GRRESFEH) oVTnic
Hig L& DOFEREST-,

D%, 2000 T A 1TH, 7+ % v 7 A 0.5g) KO T2 7 4% v 7 A7 1g) DiR5E
ZEHEOAGREFF T, 200149 H 7 BICSRAMILE L 7=,

2004 -9 A 30 B, FRHMlfEES @M S, WiE EA) AGREHEO 2 2 E 5 hUXREES 14
5 2THA S GKRBIELHH) OWVTRICHLEEY LW OEREST-,

2008 £ 1 A 1 H, HAREERA SO BARD 4 21y PR SHIORR IS AR S, BE
TR S 2% 2008 42 1 H KW iR5E L7,

T/, 201141 H 1 BICHETY 2 7 o MRS~ OAGRA &AM S iz,

2011 412 A 22 H, [VNEO LIRS R O¥E & (2B 2 FER OVHEOBMA KRR S iz,

2021 12 A 1 H, HEILYV ) 7 4 Kk X&tE0 5 B E TS~ DO &GRS A& S i,

2. RNEOARFHFE
(1) 77 LBtEE B X7 T ARMEEITS L TIRIAWEIE A7 hVEFi> (in vitro) .

(2) Ak - R~ ELNC BAFITBAT L. REIE A ET 2 =27 7 —BIZ L W K22
(

(3)

(4)

(5)

FRCHIRIRE, A 7N o FREEZII LD LT 27T AEME I L THRWIE 2R3 (n
vitro), (VL. 2. (1) {EJERAL - (IR OHZM)

T, PIEEHOR T LI T 8 F e 7+ 2 X v A Lo TRFPICHRIEE LD, (TVIL 6.
HHEAL K ORI ER ) OTHSH)

& ATHIBER R OBEE T ~OBATIZRAF T, AFIUBMEREIC X 2B, JUIESS O AR YIE 12 %)
L. BWESEMEFLNTWD, (VL 5. (4) #E~OBITHE] OHESMH)

BIVE A BLRIBKGRIFIC B\ CIE 2.26% (58/2,569 ) T, TARIWEMAIZIZ 25 1 (0.97%). %
IFERE 4 1 (0.16%). FHI 414 (0.16%) Th o7z,

PR TRIZRT 2 AR REMEE T 2 5 0RIEH O BRI 1.97% (724/36,798 ) T, 1,002
PRIZEWER RO bz, ERFIVERIZIZ 180 14 (0.49%). ALT(GPT) E&H 172 1 (0.47%) .
AST (GOT) L5 12614 (0.34%). FEE 471 (0.18%). T#H#i 33 ff (0.09%) % ThH -7z,
BRBEWERE L Cravy, TF 74 7% —, 2WBEE, BEMERGR, PLERBE, %
mPEE ., MEPERIEREE, M/ RBAE, IFHERERE S, SR, BV MERTZE. PIE JEMERE, HEsthR ik
BEYERARIAE (Toxic Epidermal Necrolysis:TEN) . & REIREFERE (Stevens-Johnson AEMERE) |
SV IE B IR IE A S ST s, (VL 8. (1) EKZRFEWEM & WIHIER) DOESH)

D R
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5. RBFHERUVRE - EALOKIRER

(1) RBEH
LR

(2) F&E - EALOHEEE
Y L7
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I. &WICEYTSHER

1. BR5E4
(1) M4
Y7 x & v AESHH 0.5g

v Ly AERH 1g
(2) *4
Cefotax for Injection
(3) BAMOHEE
—fRA L0

2. —Ig4&
(1) M8 (WBE)

7 #F L) MU UL (JAN)
(2) ¥4 (W4iE)

Cefotaxime Sodium (JAN)
Cefotaxime (INN)
(3) RT L (stem)

v 77 u ART VBRI : cef -

3. EEXANETRERX

CH, CO;Na o
o 0
N 0 “CH,
N
H;NN I 1s
H H
S (8]

4. FFARUSFE

4+ C16H16N5NaO7Ss
LB 477.45

5. %A (WM4iE) XEFE

Monosodium(6 R,7 B)-3-acetoxymethyl-7-[(2)-2-(2-aminothiazol-4-yl)-2-(methoxyimino)
acetylamino]-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylate (IUPAC)
6. \HR4. &, B, BE5&S
%55 : CTX
L% RU24756



. HHMEP BT SHEER

1. MEEFHEE
(1) 4 - 1R

AE~REABDORBIEOMRTH D, (DT NIRHERICENRHD,)

(2) B

HKIZEETRT K, AF ) —CRRBETIT K, =& 7 —/b (95) 1T TIEITFITL VY,

(3) iR

AL O B SRR E 80% LA (23°C R 25°C)

R ORIEEIL 20~25C, 46~68%RH 2BV T 4~TH %, 5% TIFIE—E L5,

(4) MR (R, BR. HER
el (R B B D2l f OV fsiE 300CE TAH L D by,

(5) BRIGEBEMTEHR
pka= 3.4 : 44

pka= 124 K115 : B 7 7 1 AR Y FH& T ALOEHIL

(6) HEREY
MR L

DI NVRF S

(7) ZDHOELTRIENE

WL Lol ¥
W B,

KK D pH : 4.5~6.5

(262nm) : 400~440

+58° ~+64°

2. HAPRSOBEEUTICETZRENR"
(1) =|iRIZB T DLEM
AT ERGT, BRT22T » ARGFT L&, BEALRDPBOONTLRETH D, REITR

(Bzlt% . 0.25g, /K. 25mL. 100mm)
(R . 1mg. 0.01mol/L HfgiA3E, 100mL)
(100mg (/) /mL #i&)

j—O
SIRICB T 5% ENM
RAF M ..
. Initial 124 H 24 5 H 27 H H
HEa~f53E B O R
SRR T, TV
R NS B N R0 b NI A7 L A7 L 7z L
A S A N
5,
TR R AIEY] Bl L Bl L il L
ENE [a] +60.2~+61.6 +59.8~+61.4 +60.5~+61.5 +60.4~+61.4
WG B, (262nm) 416~425 415~425 413~426 414~425
WG B, (400nm) 0.210~0.286 0.289~0.467 0.375~0.589 0.386~0.62
pH 4.9~5.0 4.9 4.9 4.9
Jifli - PR ERGE 908 903 891 887
lug () /mgl (%) (100.0) (99.5) (98.1) (97.6)
i HPLC i 903 894 881 877
lug (M) /mgl (%) (100.0) (99.1) (97.5) (97.2)
AL AT L — Bl L Bl L il L
RO AT L — Bl L Bl L il L
HEsu~x N5 — Bl L Bl L il L




(2) BuTHd 22 EN
AT RERLET, 50°CT 3 » HMRAFET 2 & &, MR OEIRICH AR Z I L, DTk
IZBWZRD ., Sl K 5%IK T L7z,
40°CT 3 » AKX 30CT 12 » AMMRMET 5 & & MR DT MICEAKRZHFODIE0NTITE A
EENEHREDTRERETDH D,

(3) wBRUICxT 5L EM
7T AREPCHENRE T, 30°C, 7T5%RH T 3 » HMMRGFT 5 & &, SMELIT O NIC Ak % 1
L., EAELOCIMITOT N T T2 mMAE A L O, KoFE 1 5 A% 6%IZE L, JUEIRET
TSR DT DICHARE T O DIENTEE R L OTRETH D,

(4) ticxt¥ 22 EN
AEIRERET, BEHEHEOE -5 0ENT3 » HRIRFT L &, ZL2HLEOTLEETH
%5, NLKBGETENEE 2 M b 2% 3 FMICH Y T 2 &4 BT 2 & & | SMBLITRIRIC
HEARZHD, DT NCRRRICBVEE L, IMiTOTNETT 21 E30NE LA ERILE AL
ODTRETH D,

3. ANHSOERERE, EBE

(1) Hesdaris

1) SRANATBIR O EE I E vk
A DI FEFIRIFRNC D I AR MIVERIE L, RED AT MV EREDBIRARY h L&
e 2 L&, MEDANT FVIEE—EED L ZAIZRBROTREDWILZ G880 %,

2) FROMRUL AT R VRIEE
B U 7 LEEANEIC L VR ATV, KD AT MV ERGDBRART MR T D & &
WE DAY VLR D & Z AR TR E DWIN Z 5 5,

3) BRI A~ M ARIEE
KREDEKIBHIZDE I - PV AFAT AT O R AR BT M) A ENERERE & LT
HAZWETDEE, §2.1ppm fHE. 6 4.0ppm UM X 7.0ppm Ui FNENHE RO 7 F
VA BROCZRL, BV 7T AOHEMBEMBELA:B: CiXiZiX3:3:1Thd,

4) EVERUE
AT MY v AEOEERS (1) 28232,

(2) E&IE

Wikru~ 777 40—

RMHIRR © SRV S
B . U UBEARE T P U ARG, VW, AKX ) —VIRIE



V. RAICEIYSIEE

1. #f
(1) FBORA
A7
(2) HADHNBERUHER
HR5E44 Y 7K v AEHH 0.5g YT H 7 AES 1g
S A7
P - PR (5 €~ B 1 D SR
4.5~6.5
pH (1g ) ZESHHAK, X% 0.5%Y KB A 2 VEEE 4mL (Z5#)
2.6~3.5
IR (1g (i) ZiEE A, XX 0.5%Y Rh A SR 4mL (ZEEAE)

EE BRI 5 )

(3) BAHa—F
L L
(4) HFIOWHE

(Mv. 6. WAIOF/HEM FITBIT 2 LZEN] DHESM)

(5) it
A RSN
2. SEIDOHER
(1) ABES GEERS) OEERUHRNA
e Y7 xH v AESHH 0.5g A Xy ATEHH 1g
1A T v 1A T
I %as BT ZFTLT T UL BT EXFTLAT R UL
0.5g (J1) 1g (Jif)

(2) BREFORE

AF| 1g iz VU 7 4 2.09mEq &A%,

(3) M
AR L

BN ANA

4. Hif

. BABRREOHRRUVRE

RADO L, E7 4 ZF b (CieH17INs50782) & LTohOEAZEE (Jiffi) TRI,




5. [BAT BAREED H 5K EEY
TFTATHEFNE T ZXL LTI N, TATIALE T ATV L, TATEF LT XX,

FA ~— (HEEHEE)

-
TC——‘ CONHI(
/l\ N F FRTEFLEIHEFVLTY b
[¢]
[o]

“0CH;

G-CONH CHz—(

/l% N FRSIELETHEEYL

HaN \OCHJ

[¢]

GO FRPEFLEITFEFTL
Z~CH0H

\
OCH3 COOH

—/H—-C—CDN[{j:r —/H——C— CONH HL<— *&iﬁ )
me " \j\CH%NH k OCH: I'/\,j\mzococm =
CooH

6. HADREBERUTICEITEHLEM

(1) F|iRITH T HLEMN
BHRANIRIBET2T » ARGET D L&, FEAEER AR EDLNTEZETH D,

(2) BT 2 EN
AL 50CT 3 v HERAFET 2 & &, AMBLE OVEIRICER Bk 2 H OV D & - & D T3 5%
KT L7, &5HI240CT3 » HBK D 30CT 12 » AMRIFET 5 & &, BN DT EAKEH
OBIENTNEE A EEALE R EDTLRETH S,

(3) WRITxT D% E
A HIANT 30°C, 75%RH T 12 » ABRIET 5 & &, MR DT T H AR EZ BN D 1E30NTE L%
EOTRETH D,

(4) tizxtd 2% EN
FRANTES AHOYB 7= 5 VENEOE T T 6 » ARMRGFT 2 L &, BN b T NICH ke HO
DIENIEEHEDTRETH D, NLRKELETENEBN 2 FH 20T 3 FRICHY T &L
T 25 & &AM QAR ITIR IS AR 2 O, b D ICRFRRICBW AR L, b d
IR T T DIENTIEEAEBEREDTRETH D,
SRR B2 e

N LRI
BRIH
Bk ABURA Initial 12 » H 24 % H 27 % A
1EE A E AU A ORE
45 R TITBWIE Ry Xtb | Bk L ZBA7e L b7 L
0.5g TR RICBVW D B,
Ui | i | Bioassay 100 99.3 98.9 98.1
BAFHE%) | HPLC 100 99.2 98.1 97.8
BERAEHLTEE L EABOR
8l R TITBWIE Ryt | ZfkZ L ZBA7e L b7 L
TNTHERRTB R D D,
0D | ) e | Bioassay 100 99.5 98.9 98.1
BAFHE%) | HPLC 100 99.0 98.3 97.9




7. RRERVERROREN

T ; PRAF PRAF .
VRAGTT 7 N il J
VAR F 2 7 APRE P ZENE
5C 7H TIHIEA 94~9T%ITHE FF D IE I L &2 38 O 72

Vi 100mg (/i) /mL o

& % SMBLT DT T HEKRERI L, pH 3D THIET

3

7REAK 250mg  (JJfff)) /mL . Vi*:kﬂz (;ﬂ 2 H | L, BENMEETK 80%ITIE T2, D7 8 Kk
HFTDLERILALBEBOTRETH D,

ABLUIDT AR ZHE L, pH 3O TNITET

5%~ RUBHESE | 10mg (Jiffi) mL| 25C 9 H L, BEHMIEH 80%IIK T 5, Lir Lt 8
APRAIEIR 100mg (Fffh) /mL |Z=NEOE T MREFETHEEFIRE LALLM EZRDOTLETH
%
5C 7H TR 94~9T7% AN T3 21ZEE L2 7
LWETHD,
0.5% Y RHA > | 125mg (JJl) /mL AT DOTNICHEBREZE L, pH TbhT 0K T
SR 250mg (Fiff) /mL | 25°C 9 T HEA TR B, FRAF MR 80%ITIR FF 5,
ENEOET Hipd b ST T D L EIRF LA CELER
ODIRETH D,

(TVIl. 11. @A EOEE] OEBWR)

8. L DESZIL (MEILFHEIL)

AEDOERICEHT IR

ARIE, AFNOWBEACFZEMEICBET 2R TH Y . Al L BLE U TR LB G - L4
PECHOWTORHIiIE SN L Ty, £z, BE L7cF OB L2 L ENEIC W TIRET L T
WV, AH AL BLE LT 2BRICE, BFEAOBRMNCELMR L, A5 L,

(1) pH Z#hitER

T+ H v 7 ARSI 1g

o (A) 0.1moVL HC1 /& (mL) 22 i pH o
PHPH | B oamolLNa g D) | wtigpH | OOAEH B
5 35 A 15 3.54 1.81 A%
' (B) 10.0 10.59 5.24 FH D H

pH 1 2 3 4 5 6 7 8 9 10 11 12 13 14

=Pl —7.5mL 10.0mL— OB

3.54 5.35 10.59




(2) BlAZfbaliR

HBHME 7+ 2% 057 P U UL EHIRERA L ORLEHI TELD Y E|EDH T bDIZHONT

i

T T )RR
7V F 2 F 5K
A JRUE

A Fa
A E I

T Y
ERHz A —T o
W a~ A 2 ST ERE 0.5
AT R
HA R BEE

T NF 23— VIEHK
V=T

= I NIV
/A4
IKEEVENA Fa a— b U EFR
v 775 F UK
JU & -T3 &
Yovatw U [1E]
VIV e a—T7 7
INHEYT N

A AL o
EHHAT I E Y
F = L

FA 7 X TERHIR

F h 7 a—2Ah CEHK
A7 e

~ v =—)
[NV

FA 7V TERIR
=a U UEHR

X T —F [#]
XA 74V
HEREX A4 v
5—FU W #n
T4 =
A=A

7 KT T —ILiE

T RT SR
Fur 7 I XT HEHE
ALY T SR
N B ERR

~A b~A WS
AA v
T T ANE

NS A=
WHEALY KU —1
VR k| TERR

0 A 2 R

RSN

24h % EFRE(L MK T

5h % K T 24h #% pH X T
24h % ML T

1B P47 B T H

Sh#t U=/ Y OEEIKT
5h % (0251 24h % S T
6h ZIZHE O H Y

24h #HEAFHE KT

Bl &% pH 2 H)

24h % EFHEL KT

24h % EFHEL KT

1B 14 7 BB AT HY

24h % EFRZEL

24h #EFE KT
[EREIEN/H

6h % MK T

24h #%EFEL KT
24h %A AT H IR T

3h & PLIEHT HH

24h % EFHE KT

1B P47 BB T HY

12h % 771 88.4%IZ/K T
24h % EAFRZEL pH X T 6h #2 J1HIK T
B O FHZE 6h 55 LT H
B4 711l 10.4% AT H
24h #% MK T

24h % ERE( LMK T

6h % (2t 24h % Sl T
24h % EFRE(LIMIE T
24h #% AR

24h % tAFAZ L 6h % pH &K F /MK T
24h % AFRZAL 6h % JlE T
24h % FRZAl 6h % JMlE T
24h %ML T

24h % IR T 1R

3h % A2k 24h % pH K T
24h #EFHE KT

24h % KT

24h #%EFRE KT

B AT 5059 SRR LR &7
% 24h & KT

5h % taFi 2 b

6h % 2t 24h % FHE T
24h #EFE KT

24h % pH & F /K T
[ERE3I)

24h #%EAFHE KT
24h % EAFREAL IR T

*o R4, RBRERRE O H 0O




9. Wit
LR

10. B - A%

(1) FRMNMRELGER - BF. NEIFRKRLER - AEICEHATLH1ER
LR

(2) A%
(£7+4%vY RXE5H 0.59)
10 A 7 v
(782 v Y RTHA19)
10 /31 T v

(3) PHEBE
AR L

(4) BROME
AT ) BT T A
Tt TF
Xy TN I=T L

1. BRBY S D RAE
MR L

12. ZDh
RZ YGRS TE e L
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V. ARICEYSEE

1. PEXEHE
GHEFGETE)
BT XXV LDV OV EKE R, MRKE, KIGE., ey E—g LT VTR,
TrTFunsE—B, BIFTR., TRTURE. EATRT - BEAN=—, FREF TR,
AVINZUYE, XTMA NV T havhRAg, N7 Ta(T AR
CGHEFGRIE)
BEMAE, LMD NIESE . AME - UG R OVFITAISE O Gy ks 3k, k. ilRg. IR
i, PERPEREIR RIS D UG BENEA . B ERE K. MEER, L, JBER. NV MY RS,
TENEGE, FEMABRSRR, FEEHGHE, LIRMERERE R

2. PREXEIDRICEHETIIE

5.REERITHRICEET HFEE

(RHEREXH)

(T EIEE AN OFI ) D 22 L, FUEEE S OLEIEAZHE Lz BT, AFO&R 573
) &M SN LA TR T L

3. RERUVRE
(1) RERURAEDHESR
WHERAIZIE, B7 4+ 2% 58 LTLH 1~2g (M) % 2 [BIT501T THEIRPN 3L IS RS

T 5,
WE/AEICE, B 742X A8 LT 1 H50~100mg (Jffi) /kg & 3~4 [FNI43F TERIRPICTE
45,

2. HHAME SUTEEEYYEIIERIG U T, 1 BEZERATIE 4¢ (i) FTHEL, 2~4
BN EE G 5, /MR T 150mg (i) /kg £ TH&EL, 3~4 ENIHEIREGT D, 2EB,
/N OALIEMEREIE S Tk 300mg () /kg F THETE 5,
FRARNTESHZBS LTl AR, AR LT N UBEESRICEMR L, BIRCERN T2, F
TR AT, SIS 2 2L b TE 5, MRNESHZERL TIE. 0.5% Y R A U ESHRICH
fiR U CHEST 2,

(2) RZERUVHAEORERE - B
MG R R L

4. AERUARICEET 5EE
RESI TV

5. ERERRLIE

(1) BERT—32 1Ry r—o
Pl v/

(2) EREREEHER
B
HREEER N 32 il G B fml b G-l e ONa e b G-kl 20 525 U 7z, Bl 5k, #E (0.5g.
1g 4% 16, ik (0.5g, 1g 4 34l). #iF (0.5g, 1g. 2g 4 34l) . AfFEE (1g, 2g % 361 @
NEZShE U7z, 5] & & e G e LT, i (0.5gx2\H, 25 H (GF5[E) 341, £iif
ik (1g k¥ 2gx2 [\, H (§t21[\E) Z5Eh L7-,
BRARSERIC I WD TR, SR ORI FHED REN BE 2D o7z, HilERITIE, 0.5g Mkl 50
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1 BN N RO LN, TOREITRETH Y, 10 p%IIIFTH A Lz, 1g #5011 FlTiX
IR < 30 A L. 20 1 BRI HJRATICER AT Lz, £ OMo B it IR 6/
Mmoo,
ABRERT R E LI, ME, MR, IR EERE L., 2B\ T, AAIEGICERT 5 EE X
LD EREIIGERO bvie o1,
MIEFH « MR FRIFT R & Ui, S EE 1gX 2 B,/ HEE58E0O 1 I IFEHEO ERA3ES Hh
ey, ZOBOFERGOREMRERNORFICLDIHBLHP L, oMz, AFIEGIZX 28
ITFRD Lo T,
(3) AERIGERER
AR L
(4) BRELREAER
1) AR
MR L
2) REMHER
HMEE e L
(5) BFE - WBAFR
AR L
(6) AEMER
1) EARERE (—REARKRE. HECARERE. CARKLRAE), RERFRT—4A
—ARE. RERFBEBRARONE
MEER L
2) RBEHLELTERBEFEOANBRIERE L-AE - AROBME
Y L7
(7) =0ttt
17.1.1 ERLLERRBRER
PP L SRR E . BB VERGE | 1B MR HENE IR BRI E A kPG & U 72 Pl R BR IS 5 W TARHI o
HHRAMENRRD b= 8,
1) PR aREGE
Ot 7+ #F v 2858 (1 B 4g % 2 BN/ TREHE) 111877 U 58 (1 A
4g & 2 [ATA3T CHIEERE) 107 B & % well controlled study EICCHESRER L= 2 A, A
BIERITENEI 62.4%, 65.1% CHIBEFICAEZITRO biveh o7z,
Qb7+ x5 (1 B 2g % 2 NS0 TRIEEHE) 154 plet7 7> U 58 (1 H
4g & 2 [ATA3T CHIEETE) 150 1 & % well controlled study &I CHESRER L7 2 A, A
ERILZNZEN 69.9%, 64.5% CThHo7-,
2) TEHEMEIR R E
Ot7+2F 258 (1H1g 21 H 2R, 5 HMFE) 131417 7V U o5 (11
2g % 1 H2[F.5 HMFHE) 1336 & 2 “HERIEICI VB L E ZA ANRITENZEI6T%,
42% T, B 7+ 4 XV ABRGHPARICEN TV (P<0.001) °,
@t 7+ 2X v aEhE (1 H2g % 2 BN CRIERTE 5 AEEE) 128 il AL~_=21U
BH#H (1 B 10g % 2 BNZ 0 CRIERNE, 5 A& 5) 133 il & % well controlled study 41T
THRGBR L& 2 A, ARITZIEI 656%, 44% T, B 7+ Z X LD 1%LL T OB
THEIZERL TV 9,
@74 2X r¥E5#t (1R1g 21 H 20, 5 AE#E) 8561t 7T Y —AHKEHE (10 2g
Z1H 2\, 5 HAM#E) 87 #l% well controlled stusy #EIC CHEGABR L& 2 A, A%RITZ
NZEN 67.0%, 40.2% T, B 7+ Z XL LHOLFBRABEICENL T,

12



3) ik RYE
7 HXFVLEERE (1Rl1g #1020, A BIX7H, B &% 14 A MO SREE) 128 ] &
v7F VR LBERE (1B 1g #1H 20, A7 H, BJE 14 HEOMAMEEFE 131 61& %
well controlled study VEIZ CLHEGRBR AT/ 572, A T8 (WRAIRGIER]) OFNFEIX, €7+
Zx v AHE (T1H)) 84.5%., B F VX L8 (T4 41) 75.7% T, B J& itz IEHENEYLIE 3
F OB IEENIRYSER]) Tk, B 7+ 2 XV 48 (B7H)) 12 73.7%., B 7 F V' T L8t (57 f)

1L68.4%L7:0 ., AJE, B JEL bmiEdEAIMIC

17.1.2 BR—REREREER

BRI o128,

A HiTE B
LU ERE R, KBE, LTy 66.7%
R i e " ’
7 B (28,742)
RGN L PN B S L Y ERE B 80.0% (4,75)
SMERAE AR, Rilige, Bl
. Voo EkE R, RERE ., KIBE. 73.0%
VPRI (IR L RARVPR e (4657657
7 ESIN ES
T D R 7
K, 7V 7Y x5, =oFn 679
IRECEE PR, BT Ny B EIFTR. TEFY i
e (673,7979)
A )@
AW, J V7Y I/, oo 9%
WRRME IS, M NI, 7 T =T =T 83.9%
Ny B — (78,793)
SV N RS FERNIRIBE, 2 VT Y= T E, XA
1 M A Bl SRR DR ) co . 93.2%
B FEMBRME. TN hayhRE, NrTalT
YUIiE e At " (164,7176)
B SEAE A A A B
Voo EkE R, RERE, KIBE. 92.1%
(ARG 2 o :
A 7T W (35,738)
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VI. EMEBICEYTSEE

1. FEENICEEHSLEMNIIILEYH
Y7 = LRPUEWE

TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. FBER
(1) {EFABRMLL - VERBFF
18.1.1 AFNIAHE OMALEES B P EIC X 0 HrEEH 2 -7
18.1.2 S ELmiEMEILEA4F T, B-lactamase ([T EZ AT 5, £, X=v U UFEEEA (PBPs)
? Ta, Ib, MTICHRWEMEZ R L, BREMOICERT S0 10,

AF1% Penicillin Binding Protein (PBPs) (ZF8WVEFIM:Z 7~ L, MEMIQBE 7T K7 U 1 V3848
ok Em<BET A LIk, FEMITERT 5,

P AT R T 50

14

@ 7 LR (106cells/mL) (Ck KGR BT

. MIC (ug/mL)

R CTX CTM CAZ
Staphylococcus aureus 209—P JC 3.13 * 0.2 6.25
Staphylococcus aureus SMITH 1.56 * 0.39 6.25
Staphylococcus aureus TERAJIMA 1.56 0.78 12.5
Staphylococcus aureus NEUMANN 1.56 0.39 6.25
Staphylococcus aureus E—46 1.56 0.39 6.25
Staphylococcus aureus No.80 (PCG) 1.56 3 0.39 6.25
Staphylococcus epidermidis 6.25 =k 1.56 25
Streptococcus pyogenes S— 23D 0.012 0.05 0.1
Streptococcus pyogenes COOKD 0.012 0.05 0.2
Viridans group Streptococcus D 100 >100 >100
Streptococcus pneumoniae type I O 0.012 0.1 0.2
Streptococcus pneumoniae type I O 0.024 0.1 0.2
Streptococcus pneumoniae typelll D 0.012 0.1 0.2
Enterococcus faecalis D 100 % >100 >100 %
Micrococcus Luteus ATCC 9341 0.05 = 0.2 =k 0.39 %
Corynebacterium diphtheriae 1.56 0.78 >100 *
Bacillus subtilis ATCC 6633 0.1 =k 0.1 =k 1.56
Bacillus anthracis 6.25 % 1.56 * 50 *
D sensitivity test agar supplemented with 10% horse blood (1991 4F)




@/ 7 LfatEE (106cells/mL) (k AR )

e MIC (ug/mL)

R CTX CTM CAZ
Neisseria gonorrhoeae (D = 0.006% 0.024 * 0.012 %
Neisseria meningitidis O = 0.006:%* 0.024 * 0.024 *
Haemophilus influenzae ATCC 10211@| =  0.006 0.39 0.024
FEscherichia coli NTHJ JC—2 0.1 0.1 0.2
FEscherichia coli NTH 0.024 0.05 0.1
FEscherichia coli KC—14 0.05 0.05 0.1
FEscherichia coli K—12 0.024 0.05 0.05
Citrobacter freundii NIH 10018—68 0.1 0.2 0.39
Salmonella typhi T—287 0.012 0.024 0.05 =k
Salmonella typhi O—901 0.0123 0.05 =k 0.05 =k
Salmonella paratyphi A 0.012 0.05 * 0.05 *
Salmonella paratyphi B 0.012 0.05 * 0.05 *
Salmonella enteritidis 0.024 % 0.05 sk 0.1 =k
Shigella dysenteriae EW—17 0.024 0.1 =k 0.2 =k
Shigella flexneri 2aEW — 10 0.024 0.05 =k 0.1 =k
Shigella boydii EW—28 0.012 0.05 =k 0.05 =k
Shigella sonnei EW—33 0.024 * 0.1 = 0.05 =k
Klebsiella pneumoniae KC—1 0.024 0.1 0.05
Klebsiella pneumoniae NCTC 9632 0.024 0.2 0.05
FEnterobacter cloacae NCTC 9394 0.2 1.56 0.39
FEnterobacter aerogenes NCTC 10006 0.2 3.13 0.39
Hafnia alvei NCTC 9540 0.78 =k 1.56 0.78 =k
Serratia marcescens IFO 3736 0.2 6.25 * 0.2
Serratia marcescens'T—55 0.39 6.25 * 0.39
Proteus vulgaris OX—19 = 0.006 6.25 0.024
Proteus mirabilis 1287 = 0.006 0.1 0.024
Morganella morganii KONO 1.56 3.13 0.78
Providencia rettgeri NIH 96 = 0.006 = 0.006 = 0.006
Pseudomonas aeruginosa IAM 1095 25 * | > 100 =k 1.56
Pseudomonas aeruginosa No.12 12.5 % | > 100 =* 0.78
Pseudomonas aeruginosa E—2 125 %k | > 100 0.78
Pseudomonas aeruginosa NC—5 50 * | > 100 =k 3.13
Pseudomonas maltophilia ATCC 13637 100 sk | > 100 sk 6.25
Acinetobacter calcoaceticus IFO 12552 50 * | > 100 =k 12.5

O gonococcus medium(Eiken)
@ supplemented with 5% filde’s enrichment(Difco) (1991 )

@L< MR (106cells/mL) (k7K FRA )

. MIC (ug/mL)

A CTX CTM CAZ
Clostridium tetani 0.2 % 0.2 % 1.56 %
Clostridium perfringens 3.13% 6.25 % 3.133%
Clostridium sporogenes 3.13% 1.56% 25 =k
Bacteroides fragilis GM-700 0.78 12.5 6.25
Bacterordes fragilis ATCC 25285 3.13 50 sk 12.5
Bacteroides fragilis V-420-2 100 >100 =k >100
Bacteroides fragilis V-283 50 >100 =k >100
Bacteroides thetaiotaomicron 5600 >100 >100 % >100
Bacteroides distasonis Clin-99-3 3.13 100 =k 50
Bacteroides unlgatus ES-14 1.56 12.5 * 12.5
Bacteroides ovatus Ju-6-1 12.5 50 100

(1991 4)
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(2) EMERNMTHHABRMR

18.2 liE A

AHNOPE AT ST T LM - BEMER O JAFIFIC T2V | FRIC 7T AEMERE CTH 2 KIGHE.
vhans =g VLTI E, TroTanNIFd—E, BIFFTE. TuT AR, ATV
HEER R bNnD, &

TUVEICK L THRWHIE 12 BT 5, GM it 7 ARMREICD .
NP RNARNVT havy AR, N7 T AT AREOHFIMERICEB W THLHE IR O 5T

av
=

W5, 72, ABPC (it 7 F 7, GM MtEREEE ICB W T H RVt 2 x4 14 (in vitro) ,

@

~ U ALBRAERYE 6 IR R Y 1Y
e PR CTX CEZ CMZ
akad (cells/mouse) | MIC | EDw | MIC | EDwn | MIC | EDs
Klebsiella pneumoniae Ke—1] 4.9X103 | 0.012 0.18 1.56 2.1 0.39 3.2
Serratia marcesceus'T—55 3.0X104 | 0.10 0.70 >100% | >32 % | 3.13% | 3.0 *
Proteus vulgaris No.109 1.5X107 | 0.045 0.63 >100 >16 0.78 0.45
Proteus vulgaris No.115 2.0X107 | 0.045 0.099 100 1.55 1.56 0.39
Proteus morganii No.101 2.3X104 | 0.012 | 0.29 >100 5.4 3.13 0.36
e PR CTX CEZ CMZ
ki (cells/mouse) | MIC | EDw | MIC | EDs | MIC | EDs
Proteus mirabilis GN79 4X107 =0.19 | 0.19 50 12.6 12.5 20
Citrobacter freundii GN346 2X104 25 1.25 >100% | >20 100 * 0.99 %
ES
HAZ MIC : ng/mL  EDso : mg/mouse (% : AKFEA EFER)
(1980 4)
B - lactamase (Z%9 % Ze 4
TSy 7 RAFHKER= Y TR T 7 v AR Y =B K DMK R RS & R
ZERRDO LN,
Specific TR NI 53 iR =
e B -lactamase activity
B R %] (Ulmg of| CTX | CER | CXM | CEZ | CET | CEX | PCG
protein)
E. coli W3630(Rms 2122) PCase type | 2.10 <0.1| 182 | <0.1| 7.2 7.3 | <1.3| 100
E. coli W3630(Rms 2132) PCase type 1I 0.23 <0.1| 39 |<0.1]| 46 9.2 | <2.6| 100
Paeruginosa M14259 PCase type VI 0.66 <0.1| 86 | <0.1|<05|<05|<0.6]| 100
(Rms 1392)
K. pneumoniae GN69 PCase® 0.97 <0.1| 15.1 | <0.1| 2.7 2.8 | <0.5| 100
E. coli GN5482 CSase 0.24 <0.1| 100 | <0.1| 135 691 55.5 | 28.7
P aeruginisa GN918 CSase 0.24 <0.1| 100 | <0.1| 160 | 480 | 62.9 | 24.8
P vulgaris GN76 CSase 0.40 28.0 100 148 357 204 52.0 | 21.0
F. cloacae GN7471 CSase 3.68 <0.1| 100 | <0.1| 50 402 | 54.0 | 83.1
C. freundii GN346 CSase 3.27 <0.1| 100 | <0.1| 120 127 | 81.1 7.0
P morganii GN5406 CSase 0.14 <0.1| 100 | <0.1 74 242 31.0 | 121.0
(1980 )

a. FERHEIZ, B L L7z PCG. CER OAIKGIFHEE % 100 & L7-KE, oo 3EA] & FaRHINK 5 fiF

b.

HETRD L,
}:F

I 1 Chromosome-mediated PCase.
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®

BRIy BERR k3 D Pt Y
E.coli 57 {(10%ells/mL)

[¢23)
wop- W
E
##
]
-
J —B CXM
;,4’ 1 1 1 1 £ 1 1 1 )
<0.t9 039 0.78 156 3.2 625 125 25 50 100 100<
MIC (ug/mL)
Klebsielly 508 (10%cells/ml}
(%)
100 —
#
Hi
i
4 s
%
1 -}
=019 039 078 156 312 625 125 25 S0 100 100<
MIC (gg/mL)
Serraia 243%: (10°eils/mL)
(%}
100
#
ity
5
5 50

%019 039 0.78 1.56 312 6.25 125 25

50 100 100<

MIC {4g/mL}

(3) {ERITFAD - HHEEAT
LR L

17

# 5 oo

# 3 om = e

# Dom s o

(%)
100

50

(59
100

50

(%}
100

Pumirobitis 1234 (10%cells/mL)

) j 1 ) ] I ) 1
50 100 100<

ot

. & ()
=019 039 078 156 312 625 125 23

MIC (ug/mL)

Rwigqrr'.r 388k (10%ells/mL)

i) 2 2 ] G & £l
=0.19 033 078 156 312 625 {25 25

MIC {ug/mL)

Enterobacoer. cloacae 53#f {10%ells/mL)

B~ CTX
O—0 CEZ
o—a CMZ
8—a CMD
*——8 CXM

100 100<

MIC (ug/mL)



VI. EMBEICET HRE

1. mMPREOHTR

(1) ARLEDLGOGRE
BRYLL, BEREOEEICL Y R D,

(2) BREBRTHERBSA-OPRE
FERERR CAFA 0.5g, 1g O 2g 2 §fE, 1g KO 2g & SiMEE (2 Kif) L 72BR o i i FE O HERs
K1 RO 2 1R T R THDHY,

1) fF A
OFfrERs
TEEERR A% 3 B A 0.5, 1.0g.2.0g Z 5L L7254 %5 5 3 5 (S I R B 0 %13 50.4 1 g/mL,
125 1 g/mL, 238.3ug/mL THV ., 6 FFf#I21£0.2ug/mL, 0.4ug/mL, 1.8pugmL #~xL7-, F
TR E TN 4T 53, 5647, 52 3 Th o7, (Bioassay)

(peg/mL) (pg/mL) (pug/mL)
0.5g lg Q 2g
100.0 100.0 100.0 i‘ » Bioassay
. 50.0 50.0 ‘E 50.0 b\’h\'"" HPLC
; 100 1%, 100 - > 100
g 50 '\i 5.0 \0\0 50 AN
% S
1.0 = 10 F \i\\} 1.0 - .
0.5 h\\ 0.5 N, 05
. .
"D
0 2 4 60 2 4 6m 0 2 4 6(h)
e i i e i

E1 ®7+ %% LMPRE (BERKRARSE)

@ A F LI
TR 3 BINCAA 1g U 2g % 2 IRff] C Al L L 72355 o0 I HP i B T 3RRife T RFIZ B B2 32
L. ZO¥¥)% 28.1ug/mL, 54.6ug/mL, 6 R IZ1X 0.8ug/mL, 1.2ug/mL Z 5 L, I AR R 06
WITZFNENn 564, 4843 Th-7-, (Bioassay)

Coghnl) |y (ugml) | e
1000 —— 100.0
lg . 2
50,0 - 50.0 - .

z—=a Bioassay
+—-+ HPLC

M 10.0 10.0 |-
; 5.0 50
B
1.0 1.0 -
0.5 05 -

L 1 | | | | L L
0 2 4 6 g8(h) 0 2 4 6 8 (h)

g I
B2 +€7x*4%%>LMPERE (RIEHTEH)
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O R
PERERN 3 A ICAH 1g 2k L7 ia oM PiREIE, 156 2% Tk & E 38.1ug/mL 2R L, 6 KFf##
(213 2.1 pg/mL 2R LRUNIE 78 /3 Td o7, (Bioassay)

rg/mL
100.0 =
500 = 1,000mg
B o—o Bioassay
M1 100 o-----o HPLC
b -
B 50
b3 C
i 3 B
10 .
05F kY
0 2 4 6 8hrs.

BT A F X LADOMPEE (1)

(8) &l
M E R L
(4) BS - ftAEORE
(Tvir. 7. #HAAEH) OESH)

19



2. EYRERNSA—4

FRERE OSSR FRAY 8T A —&  (fEEERE A, n=3) ¥
SR TR
BGE | AR | Tes | K| (M| ke | ka AUC ool |
(hr) (hr-1) kg 1) (hr1) | (hr'?) | (ug-hr-mL™) (L min- kg
0.5g | 64.0kg 31.4
0.836 2.61 81 1.46 1.51 3.52
1g 70.3kg 82.6
FTERF O KYE TR /8T A —%  (fEEERL A, n=3) %
HRE) S FER
phR | hE | Tep | Ka K AUC Clg;;:ice
(hr) (hr=) | (™) | Gug-homl™) (mL-min-1-kg1)
0.5¢ | 57.7ke 43.3
0.836 1.99 2.61 3.52
lg | 62.3ke 78.0
(1) BRAE
YL
(2) WRINEEEH
M B L
(3) HEEEEHR
R, EREREN QR IERFO YR E R/ T A — X & SR
(4) U735V R
RS BRERE R OMHIEREO YR RIS T XA — X MR
(5) HHEHE
RS BRERE R OMHIEREO YR GRH /N T XA — X 5 MR
(6) Tt
B ek L
3. B&%H (REP1L—L3Y) 8@
(1) BAE
B e L
(2) INSHA—4THER
M E R L
4. I

B L7
Mgk L

HRPI B 5%
RN 7%

20




5. 9

(1) M-RdBaPYEdEE " °
MR L
<BH:7vh>
SD.RT v M7+ #FT A 20mglkg & ik L7256, IMNIRE RS- 15 /31212 0.38uglg & 72
S 72 30 I (paper disc i) SR 7z,

(2) Mm&-RAARRAPTEEME " ©
b e, P ISV T RMAIE DK 4 550 1 ROBAT Th - 7o, FARP~DOBATIE
RHAMIE DK 10 23D 1 (1g AR 5-HF 6ug/mL LA L) 2580 Hiv, & EfEO MIC i4 LR 26T
HoT,

ug/ml
60 +
504
40
30 1

20 4

O =N W Ul
T S T T

REHAINE 7> D O M & CFEAKRA~DOBAT (1g $E)

I e . T FEE R R T e I g
REAROD i e P54 10 43 LI 58.3 ug/mL (SF-#))
IS LY T %30 43 13.9 pg/mL ()
FARPIRE 3~4 H¢E 6.9 pg/mL (fEfE)
(1g ##iE)

(3) AA~DOBITHE S
PERRH O O 5 HlICI VT, KAl 1g FELT- & Z A& 5% 6 FFf £ TRt~ 81T
FFLAERBNARPST,
(TVIl. 6. (6) #ZFbm) OESMH)
(4) BBE~OBITHE'"
16.3.3 REEABIT
{EMRVEBEIEE S D /NI AA] 50mg/kg & #E L7%A . 2.55~13.2 u g/mL OREEPIRE %R L7z,
(5) ZotinB#~DRBITHE
1) MR PR
B MR R 1 BICARA] 4g 2 AR ERE L, MR & R PR 2RI HlE L e 2 A, 8
TR OREEIT 1.7pg/mL T, SRR TR 1 R®RICAL Y,
WEIR 2R RCUE B 3 BllCE 7 + # v 7 A 0.5g.1g KN 2g % slifiERE L WRIE~OBIT 2B LT,
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T DRER, VR P R SR X F N 0.54ug/mL, 0.42ug/mL, 0.6ug/mL Toh-7-, 2g & 5-41T
R JRBFT I N i TR 1T 2.4pg/mL, 2. 74 ug/m L CHRIR i @it E O 4 5L BT~ 7219,
1E) KA 4g B HITKBIAHBETH D
16.3.1 BBRABIT
N0 PR YE B 45 1 BINCAH] 0.5g, 1g KO 2g % 60 /) CHRiihiE L7 B Ok P T%
XL FPIREE D 0.7~1.3% (fiLH & OWEK FIRE DR EEO L) ORHICH Y | KEWEE PR E L2
NFEN 0.54 1 g/mL, 0.42u g/mL, 0.6 ug/mL ThHh-o7=19),
2) MEHrhyRgE2o . 2D
AR OB A AT HHBF 10 BIlC 1g #EE LI L 2 A, B i % 2.2~20.0ug/mL C,
10 il 7 1Tl 1~2 BRI RSl 2 R LT,
F7-. 8 BT 1g & 1 BRI TR L7z & 2 AR iyt i 1% 2.0~23.4ug/mL T 8 il 6
BT 1~2 REfE IS B & o LT,
16.3.2 fEi+HEAT
KA 1g ZFFE (n=8) KO 60 ot TaillifriE (n=7) L7236 oRkmBTHHREIXZAZN
2.2~20.0 z g/mL } X 2.0~23.4u g/mL TH 7221,
3) TERRR R
16.3.4 FEMB~OBIT>Y
FEER I TIEAR 1g Z §ER 0.33 e 1Tk @il 93.0 1 g/mL Z7s L7z, DNEL. DN, NIEE, #)
JE . BEREE, SR, BEEAE. SHLERASOARBIOBITIE 1g #E 0.30~0.48 FF[#H T, 2.68~4.39 11 g/g
Tho7-22),
4) Hosk K OREAK
FEPEREE IS B 2 BN ARA] 1g & 1 BRI 2N CRIEERNE L7 RFO MK FIREE T 4.5ug/mL (G-
T 2KEM%) . 5.5ug/mL ([F] 4.5 Befit:) Tho7z 29,
Ak R IER B 7RISV TAAI 1g §E 10~18 43t O IE/KNIEE 1T 1.83~23.5pg/mL T 7 6+ 6
#1723 9.0pg/mL PL EZ R LI=2Y,
5) HHO 5 #AEAREEE 2
NEAERTE 10 Bloxt LAH 1g 2 FiThiciE L, B5% 256~75 b OHD S BEREAZAIE L= &
Z % 1.8~8.4ug/mL Dffiz < L=,
6) Pk
FbkfE RS (FE) 4 BICAH] 0.5g (13~25mglkg) L% O RPKHEENIRE 2 1E Lz, £D
AR 5% 30 NI Lz 2 Bz 24 1.0, 0.6ug/g. 50 70t 1 liE 1.1uglg. 60 53tk D
1 1% 0.3uglg TH o7z,

(6) MEBABKEE
YR AR (%) °°

Jiik FRAMIE I 5 A FE AT 1
Al RE A
0 RN TSN
&R (%) A Buffer Acetone A
b b
(6.7) 70.131+2.406 25.20+3.064 59.23 61.31+3.354
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6. R

(1) REEPEIR SR BHRER
AHENIENT 3 MDT & FF L AFAENT EF b &4, desacetyl-CTX & 72515 27 (in

vitro) .

)L ; desacetyl -7+ 4% 4
~0OCHs3 O #~CH20H

COONa

R e S VA B NURVAVN

lI
I NTV
)'L o~ CHzOC CHs

\OCH
COONa

BEFREN 3 40 (SR 1g, 1 BRI FRHE L 72 & & SR Peiit & & [l (HPLC)
Recovery rate (%)
e . Time after drip
Antibiotics .Dfl,lrl.ng intravenous infusion (hr) Total
infusion 0~2 o4 1<6
CTX 33.7 18.1 3.3 0.8 55.9
Desacetyl-CTX 6.0 4.9 1.8 0.6 13.3

(2) RMICEETSBE (CYPH) O5FE, F5X

MUER e L

(3) VEEBHNROERRVZDORE

AR ANA

(4) REVOFEOFERUESL., FELRE

AHFNIENT3NMLO T bF v AT IVERRBLT & F b S 4, desacetyl- CTX & 725, ZOMRHEWL
KIGHE, MiRREE, =7 a2 —Jg, 7 FT7TmREIx L THaebi@iEttz s Lzt o)

Vitro) .

) desacetyl - & 7 + ¥ % 3 AL Pseudomonas cepacia DY

PIEADPMEF L2,

Antibacterial activity of cefotaxime and desacetyl cefotaxim

27)

BERNT, B 742 v 7 RTHA

MIC (ug/mL)
Test strain CTX Desacetyl - CTX
108 106 108 106
Staphylococcus aureus 209—P JC* 3.13 1.56 25 6.25
Escherichia coli NTH JC—2 0.1 0.05 0.78 0.39
Klebsiella pneumoniae Kc—1 0.024 0.012 0.19 0.19
Enterobacter cloacae NCTC 9394 0.39 0.19 3.13 1.56
Enterobacter aerogenes 0.1 0.024 3.13 0.39
Serratia marcescens IFO 3736 0.39 0.19 6.25 3.13
Proteus mirabilis 1287 0.006 0.003 0.1 0.05
Proteus vulagaris OX—19 0.006 0.003 0.19 0.1
Pseudomonas aeruginosa No.12 * 25 12.5 >100 >100
Pseudomonas aeruginosa E—2 50 12.5 >100 >100
Pseudomonas cepacia ATCC 25416 * 50 12.5 12.5 6.25
Pseudomonas maltophilia ATCC 13637 % |>100 100 >100 >100
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7. Hkitd

(1) BEEpir B UHRER
AR O FEPMREIITE TH D LEZXDND, RN TOT vy ROERIREO 55 O e & |
JREPHEIEOIRIE LV | £ 7 4 # X v AOPRIITIRME WA ENL & B2 D, 28

(2) Btz
At HE R A A 0.5g. 1g. 2g ZHHE L7284, 24 BRI £ TORPEICGRIZEY 71.1%. 69.0%. 49.1%
ThoT-2),
1) f@EERR A
O xR (Bioassay)
@%E‘Z]\%?)ﬁ'“:ﬁﬁu 0.5g\ 1g\ yg/mL
2g ZHHE LT 554, 24 BRI E T po I W gy 2000mg
5000 -
PRI XY 71.1%, 69.0%, T %
0/ 7% . T3 _
49.1% T - 7=, ook i?
? 500—{_ | w0 | [0 E %
100 - [ ’ S
B 11 919
50 I ctn P -
1 AL 4w
190 =%
10 —30
5 0
:10

1 4§ S §§—
02468 12 2402468 12 2402468 12 24hr

B 5]
@{FFER (Bloassay)
TEFERANICAH] 1g LT 2g % 2 IF
ug/mL
MIANT CAEREEE L7-5BE . RY 10000 -
. 500 F 1000 2000
ERENEWE R S I e M
- %
50.2% . 42.4%. 24 WEfE TIT N H _ i
72.7%. 60.9%% 1< L7~ Lﬁ' -~%
sl i
727 180
=3 ] 1 _
G =5 609 10 g
w0 / 1 o,
B0 / —450
Jp W
0k dyy
51 .—.20
10

1 £¢ <
02468 12 2402468 12 24hr
B M

24



Of1ERF (Bioassay)

L - | PSRN - 48 ug/mL
TERER NAZAHK] 1g e L7 10000 - 1000mg
A, 24 Bl & CoRPEIRIL, 5.000 —
T
71.0% T -7, 1] _ﬁ
1000 = 90
500 |- .
710480 [
R 1T _
o004 Jeo W
# 501t % 550 .
3 da0
10~ T 30
51 1 ] 20
-110
]

02468 12 24hrs
B M
2) EHgRERER 20
2 DFEERE 2 A9 5 EikfEmEERE (CCr: 4~77mL/min) ([CAA] 1g ZFEL-BED0®E 7 4+ ¥
XA KUY (desacetyl cefotaxime) DJRHIHEMZHIE L7, BB T RAEEIZRDIZLEZ
W, BT+ Z X AORTHEMDE, RO IR TS 2 72
Urine recovery cefotaxime and its metabolite after single i. v. administration of 1,000mg in

patients with various renal function

Cer 77mL/min Cer 25mL/min
mg mg
700 700 F
500 |- 500 F
-2
_D -----
200 O mm e 200 + %
s o
I '_6'
4 o
0 - .
o] iz2 24 o (4] 12 24
BRR (hod WeE (hr)

m
50§ - Cer 9mL/min r;xogo N Cer 4mL/min

200

Bl (hr) BeR (ho
o——= Cefotaxime (HPLC)

O=mcmnan -© Desacetylcefotaxime (HPLC)

25



3) /N2 (Bioassay)

IIR6~9 %) I KK 25melkg .

— ¥ i {(2Bmgkg)
= # 7k (50ma/kg)

50mg/kg Z FfE E 7 1T AT EE L 72 %) o A g
ouar
PO R 24, IRPRiEERIT 67.0 100 | &Mﬁﬁﬁwwwy
a)
~85.6% T -7,
Areemmmanrasenmmrnizemasas A
x ,ff‘w ______________ e 0
M 11’ ) -
# 504 g
i A
:{4
' é !L é hr

INRIZE T B RPHEM
(3) HeitipE>
fEEERC N (BHEREIER ) 12 181 0.5, 1. 2g HiEf4. 6 Rffi]# £ TIZENZI 70.3%. 68.4%. 48.4%
DRI HRM S A7, 1, 2g MU EHERZ T 6 RFfE £ TIZ 72.0%. 60.2%23 R FIHRl S ufz, F7z,
1g FERZ O R IR X 0~2 FEfE T/ 2,312ng/mL, 2~4 IR THJ 440pg/mL, 4~6 REfE] TH 73png/mL
ThHo7,

8. FSUARR—E—IZET H1EHR
MR L

26



9. BFICLIMRERE

(1) fEmET= Y
CAPD & 1ZAH (50mg/kg) FE L7 & EEMERN~DRATIE 3 et 6 IRFfH], 9 FFfH] T 22. 5yg/mL
13.2ug/mL, 5.8ug/mL & WTNHBITRIL 5% EIMMETH 72, B 7+ ¥ F AL desacetly -
X X ADOAFHCIE 3 HEL 26.0ug/mL., 6 FEH] 34.43 ug/mL. 9 FFRE] 25.61 ug/mL., 24 FEH 8.2611g/mL
ERIFRIEEZ R L. BITRIZ 8% TH -7,

ug/mL ugs/on‘iL desacetyl-CTX
CJCTX
300 + 40 4

30 4

¢ Total-CTX
200 +

100 4

Ao CTX & Total - CTX M#ED
, , ) : desacetyl - CTX D& L 72 5,

0m  1h 2h 3h 6h 9h uhi§@%ﬁ§7ﬁmﬂ%®%%b
desacetyl - CTX ORE %17,

CTX (50mg/kg) % 10 3 CEHER O i & OWEREE D
R

CAPD BIRIZH I A AFOIEIENE G- (0.5g/L) TIiX#5-BAMER, 1/2 B, 1 K. 3 % OE >~
7?5’«*\"/.&0) Tﬁ{fﬁzq:’/ﬁri500yg/mL 331ug/mL, 256ug/mL, 223ug/mL TH Y, Total &7 +
AXVABIZERBETHD, Lo, MHEBITREIX3IRHETEATL2H0D, #NKEZE X TH
BRI L, B 7 4+ 2 F v A0 ML 2.67Thr & 4EFHEAIZ I LIER23F8 H L, Total &7
FH X NT4.33hr & S HICEPARIEREN AL TS, ZORRKIEL, B 7 + ¥ F 2 L5 desacetyl
ST XV AIEL, BT+ H X At desacetyl - BT+ ZF A (Total - B 7+ H ¥ L)
ELTOHEMD, BIELTWAZ &K LTS

. Dialysate  Dialysate
D1a1ysat§ exchange exchange Serum
ug/mL ‘L i ug/mL
5004 F50
TotalCTX (Serum)
400+ 40
300+ +30
2004 20
TotalCTX
100- c TX (Dialysate) 10
(Dialysate)
0 Lshln 3h 6 b 9
I7+42F2 L (0.5g/L) ZEBEAICES L-BOLFRUERA
ENMRREOEREIL

(1E) AFDIERERNE G-I ARAIETH 5,
27



(2) miEENT
1) BrEmgz?)

MARENTIIAAS 1g #E 3 FEfEZEN S 5 ;i’f ml Cer 07mL/min+H.D.
H%EFEIEH?O flo mf&@*ﬁ@i Kill )jl‘{o 1.0m?2 . J-—I—D—1 »——o Cefotaxime {Bioassay)
N - N PRGN ey o-----% Cefotaxime (HPLC)
D 5 /I' 77 = /f "j_ — ;& 'fi |7 NI {152 {}Ii:h % N ‘-Q__\ O == Desac;;lyﬂ]l;efotaxime {HPLC)

190me/min, FHHHEFEE 500mL/min

iR
Single pass I TITo7, B7+ & F LA
A, desacetyl - £ 7 4% ¥ AOMiFH ;;
PR LEEATIC & 0 (ST L, . St
13 2
BRI (ar)
2) WhiERs
MEENTBE 3 HllcONWT, B 74+ ZF L
LK desacetyl - 7 4 Z ¥ v ADIMIE 50 -
HR FE S MR AT I L 0 20T D B S . Hemodalysis (D) ,
CHF LI, £ 74 % AOMIETE |
X, 6 RO MEENTIC L VK T3 2 MEm ol ”q Crx (& "ot duwring benodialysis (3=3)
RED SRR, ZOEFILRET, B L ety a g s (h-3
0D L35 L FE S BT O 2/3 1 Yo ST en duinglsodalyss 6
G L7-Ic L Yo7, £ desacetyl ;
T AL F VLS MBGEITIC L DBRESDRN %04
RO BT, e
,
&
B 20 -
16
s 1 2 i & )

Serum concentrations of CTX and desacetyl CTX after intramuscular administration
of 1g in patients on hemodialysis Crossover method (n=3)
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10. BREDERZHTHEHE

(1) BEHREEEEE
1) BhkhemmiEg2?)
il 2 OFEFEE 2 A3 2 BHREREE R 10 4] (CCr : 0~77mL/min/1.48m2 IZAA 1g & §iE L= 5 H
OFERAETT, BRI TRASEICRDIC LR, B 744 %2 AOMPEEIT LD @R R
foe L. G e & Lz,

16.6.1 BEHEEESTHE
BHSRE DAL TIZRE, 2y 6 OFEM AN ELE U, M E O R AR S, RS OFEHEN
KTF9 529, [9.2.1 2]

77 . Ccr{]\.::" “ e
\ N
0 12 4 6 8 2 (h)
=3t
7+ 8% LMPEE (855E)
A R R (h)
Cer (mL/min/1.48m2) .
FEHTH
77 44 25 4
Bioassay 0.9 1.9 2.26 4.3 3
HPLC 0.8 1.34 1.43 2.4 #11.5
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2) /NI 30)

R (1 5E~10 5%) 12K 25mg/kg. 50 mg/kg % 5 F 7= 1AM L= ORSE B A2 R~

pg/mL
1000 -
— & ¥ (25mg/kg)
—agE £ (50mg/ke)
oo SEEME (25mg/kg)
(3043)
A o—a pUEEHE (S0merke)
100 | Ny (304)
m I
e
b3
10 -
B
1 E:
0 T 1 T T T
111 2 4 6 BFR
Y il

MREBZNFRE

1. Z0Oith
MR L

30



VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)

2.1 RFN ORI Uil BUE OBEERE D & 5 BE

22 V) NUAVEOT =Y RRRFTEAN S LImEOE OBEERE O & 5 838 (A H 0K & LT
U NI A DT =Y FRIBFTMELA Z O 23545)

3. MEEREMRICEHET HFEEEDNEH
(TV. 2. ZEESUIZNRICEET SEE) 22452 L.)

4. BERUVAERICEET 3B L TDOER
REIN TV AN

5. ERGEFNIE L EZNER

BEELEAXNIE

8.1 AFRIDBEHIZ T - Tk, MHEEOFRBELZP <o, JRANE U TS LR L, IRIE DI
B RNROMBOEEIZE EDDH L,

82 AFlcLAvav s, TFH7 4 7F v —OREEFMEICTHMTE D2 HERNRVOT, ROREZ
LBk, [11.1.1, 11.1.2 ]

 FHANCBHEREIZOW TS RMZ 21T 2 &, b, SUAEMEEIZL D7 LV F—I30 3 iR
T5Z &,

- FEICEELTE, e v 7 EICKHT ORERLED LD HEHEZ LTl 2 L
s BN O GE TR E T, BEELLHOREBICR-E, +o72B8l8%175 2
MEHITERRBET L2 &,

8.3 AMEBEENH HDONDLZENHHDOT, EHMICHEZITY Z L, [11.1.3 3R]

8.4 YLIMERJ/VE, WWiMMEE M, MERIERE, /MO ER S Hbivd Z ERH 5D T, EHMIC
BRAEZITO Z &, [11.1.5 Z ]

&o FriC, BGH

6. BHEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBE

9.1 AHHE - IEESDHLEE

911 E7 T LARXER=V) DRREVEICH LBBEOHMEEDHLEE (F-F2L. FFI<HL
BREOCREEDCHZBEICIEBELENIL,)

9.1.2 AAXITHEH. RBICTEIXRD. RP. ERPEOT7LUILX—EREZECLPTVVHEEZS
THHRE

9.1.3 ROEMOFELBEEXIEROREDORE. 2HREBOEVESE

BEE DT I 2L, X IV RKRZERBHHDNE Z L RD 5,
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(2) BHReEREERAE

9.2 BiEEETRE
921 BEENBEEDHDBHE
B RS RRE T CERET S 2 b, M EENRET 5, [16.6.1 2]

(3) HHEEERE
BEIN TN
(4) SFEREERTHE
BEIN TN
(5) WEim
9.5 iEiF

B0 SAXIEHR U C WA RTREME D & 5 e MEIZ i, 1BE EOBAIREN a2 LBl Ll S 5356
oA EETHZ L,

(6) RELiw

9.6 RILM
B EOARIER ORFLRBROARIEZSBE L. RILOMWESUTTIEZBET+ 5 2 &,

(7) MNRE
BRE I TV

(8) Elm¥E

9.8 BiNE
WORIZEE L, ARV SHBICEET 22 EREOREZBE LN OEEBEICRETH Z
ko

- AEFEREME T LT D Z ENRZ S BNERIRFEL LT,
- EX IV KRZICKDHIBERA S oo ZLBndH 5,

7. tHE{ER

(1) $tRAESETDER
BEEIN TV
(2) $ftAFE L EDER

10.2 GFACERE (BHRICEE TS )
A4 % BRATEIR - i 1k By - fabRiA 1
FIPRA FPUE A (ot 7 = A 2G04 B I XM Ty FITRANC &
A= R W) CRIBEE IR IR AN S| 2 AN~ D K5y BRIV T 0
NTWDOT, BEEREICTER T 5 7200, JRAIAE Fe o o> b i 3K i
&, NEFTHLEOMPBH 5,
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(

(2

—

. Bl{EA

1.BI4EF
WORER D B DD Z L BbDOT, BEE T, RESBD ORI 2
1% 78 OV AR AAT S 2 2,

) EXARIER & aEIERK
1.1 EXGEMER
111 2avy (FHERH)

[8.2 & ]
1M1.1.2 7F245F%— (BHERH)

TF 7 4 T7%v— (IR, MREEE, RES) BRHLbnbZ Enb Db, (8.2 BH]
11.1.3 SUEBFEE (BEARH)

[8.3 & ]
11.1.4 BEEXERE L)

P RGREOMEZE D EELR KGRI LONDZ ERH D, . HEIO THN S 5 bl
EHAICITE IR & T LT 52 Pl B AT 2 L,
11.1.5 AMmMEKE DL, FmiEEMm, MPRBRE. m/MMRBDE (O30 b BEARR)

(8.4 & ]
11.1.6 FrtRERRE (B ). B|E (0.04%)

AST, ALT @ ER% %02 IFHRERE S, SERH bbb Z &R D,
11.1.7 FEEM%. PIE fEEEE (O3 AR

FEEN, Wk, PRI, MOEn X RRIRE . AFERERIE 2 A 1F O MUK PIE SEMHEE R & S b
HZENHDHDOT, ZOL I RIERND S ONIZEAIITHREG 2L L, BB RER LT HIORF
HEDOMEEIRMEZITH 2 &,
118 D EM R KRIEFEBMARIE (Toxic Epidermal Necrolysis : TEN) . KB #E B E % #

(Stevens-Johnson fEMZEE) . SEARERSHIBRE (W30S HE )

) XDHDEIER

1.2 EDHDEIER

0.1~5% AT 0.1% A i BEEEANBA
W UE B, FEN SRIE
JHF sk ECEN AST k5., ALT k5
1k 2, AFRERIE %
TH1bgs T oD, MR, B
v 3 REIE X v K RZIAER (K

7o ke o miE, H
MmEmsE), eI B
FERZAER (BR, AN
R BHRIR, FIRERS)

b A AUE AR, WV HIE
Z DAt FRO LOFUR, 0 RSO (AR, 82
FH. PR N, SR FERE) . D FEU, TRIE,
EH BRI
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(3) HEANEEREREERUVBRREBERE—K

I i s DA O B &
FKERIEYZ DA (1981429 A 19 H 2

xt% ~1987 49 H 18 H)
AR AR D 163 3,027 3,190
FHAEIEGIED 2,569 34,229 36,798
Bl BUE B 5@ 58 666 724
BIERZEH 5D 63 939 1,002
I VE FH R BLAE 5138 2.26 1.95 1.97

(@ @%100) (%)

BIIVE ) oo fEdE BWEAZRESE (%)

e R B 27 (1.05) 190 (0.56) 217 (0.59)
Lo Mo OB — 2(0.01) 2(0.01)
4 B — 7(0.02) 7(0.02)
Lom oM oKk B — 1 (0.003) 1 (0.003)
1T 2 — 3(0.01) 3(0.01)
= Wk 2 — 12 (0.04) 12 (0.03)
ii4 2 — 1 (0.003) 1 (0.003)
I B - O - 4(0.16) 14 (0.04) 18 (0.05)
% % 25 (0.97) 155 ( 0.45) 180 ( 0.49)
)3 2 — 6 (0.02) 6 (0.02)
3 125 — 2 (0.01) 2 (0.01)

FRAR A AR R B 2 (0.08) 1 (0.003) 3(0.01)
F B L O h 1 (0.04) — 1 (0.003)
o * VY — 1 (0.003) 1 (0.003)
Bk B R K 1 (0.04) — 1 (0.003)

H AR R — 1 (0.003) 1 (0.003)
# 7R — 1 (0.003) 1 (0.003)

R EE 1 (0.04) — 1 (0.003)
o E 1 (0.04) — 1 (0.003)

H I R bR 9 (0.35) 53 (0.15) 62 (0.17)
M = 1(0.04) 4 (0.01) 5(0.01)
o » o X — 2(0.01) 2(0.01)
M - 2(0.08) 6(0.02) 8(0.02)
T P 4(0.16) 29 (0.08) 33 (0.09)
B QY N 1 (0.04) 5(0.01) 6 (0.02)
g b 1 (0.04) 2 (0.01) 3(0.01)
D oL 1(0.04) 3(0.01) 4 (0.01)
il g — 2(0.01) 2(0.01)
/¢ & — 1 (0.003) 1 (0.003)
g = o — 1 (0.003) 1 (0.003)
(= A N v Y — 1 (0.003) 1 (0.003)
n B ® & — 1 (0.003) 1 (0.003)

APl AE & R b 1(0.04) 300 (0.88) 301 (0.82)
B JH 1 (0.04) 5(0.01) 6 (0.02)
B oM e B Ow — 12 (0.04) 12 (0.03)
o s B (b — 7 (0.02) 7(0.02)
L AP F 7 - 11 (0.03) 11 (0.03)
oM e B E — 42 (0.12) 42 (0.11)
% fE K T — 1 (0.003) 1 (0.003)
lils it = — 18 (0.05) 18 (0.05)
AST (GOT) k& — 126 (0.37) 126 (0.34)
ALT (GPT) L& — 172 (0.50) 172 (0.47)
U ALY E LS — 24 (0.07) 24 (0.07)
mi§r7 A7 7% ERE — 3(0.01) 3(0.01)
vy -GTP I & — 2 (0.01) 2 (0.01)
lils i x — 1 (0.003) 1 (0.003)
— 8 M T R B E — 2(0.01) 2(0.01)
I W% B B A SR — 2(0.01) 2(0.01)

R s — 55 (0.16) 55 (0.15)
TN T4 AT 74—V L — 28 (0.08) 28 (0.08)

5 — 29 (0.08) 29 (0.08)
L D H 5 — 2 (0.01) 2 (0.01)
75— LR
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A 1 AR AE DO A D B
RGRIEHZ DA (1981429 H 19 A s
x5 ~19874 9 H 18 A)
BIVE ] o fEkE BWEAZBSE (%)

M LA B 1(0.04) 11 (0.03) 12 (0.03)
G JU %* 1(0.04) — 1 (0.003)
i, = ] — 1 (0.003) 1 (0.003)
# 7R — 10 (0.03) 10 (0.03)

IRl 25 Y i 1 (0.04) — 1 (0.003)
B W% L5 1 (0.04) — 1 (0.003)

7 I B e 2 — 8(0.02) 8(0.02)
=1 i — 3(0.01) 3(0.01)
i | = S - A — 4 (0.01) 4 (0.01)
~< b7 U MR — 2 (0.01) 2 (0.01)

7% — 2(0.01) 2(0.01)
NES R

4 i BRAE PN R — 52 (0.15) 52 (0.14)
Wb BR kD (JE) — 4 (0.01) 4(0.01)
[/3 S S = S — 1 (0.003) 1 (0.003)
IR Bk 2 (JE) — 18 (0.05) 18 (0.05)
B BRI A (JE ) — 28 (0.08) 28 (0.08)
M OPH R EROJE — 1 (0.003) 1 (0.003)

MR HH i 1, e 2 — 16 (0.05) 16 (0.04)
MR E) — 16 (0.05) 16 (0.04)

WAIR R P 2 (0.08) 33(0.10) 35(0.10)
7 vrF=r_F — 9 (0.03) 9 (0.02)

5 1 (0.04) — 1 (0.003)
il 7 — 1 (0.003) 1 (0.003)
% 7S — 1 (0.003) 1 (0.003)
I L W — 24 (0.07) 24 (0.07)
B UN | 5 1 (0.04) — 1 (0.003)
z JE — 3(0.01) 3(0.01)
BOR 4 o — 1 (0.003) 1 (0.003)
BB B A — 2(0.01) 2(0.01)
E =] I

— R Ay 15 (0.58) 56 (0.16) 71 (0.19)
B £ 1 (0.04) 2(0.01) 3(0.01)
A ] 1(0.04) — 1 (0.003)
5% Z 7(0.27) 40 (0.12) 47(0.13)
S S S N = ¥ — 1 (0.003) 1 (0.003)
5B E () — 5(0.01) 5(0.01)
o 3 B 6 (0.23) — 6 (0.02)
w95 w O & B — 2(0.01) 2(0.01)
Zh I — 1 (0.003) 1 (0.003)
D E3 H — 1 (0.003) 1 (0.003)
Boom W A — 3(0.01) 3(0.01)
BHoOom o — 1 (0.003) 1 (0.003)
T OB B E — 1 (0.003) 1 (0.003)

18 A P 1 (0.04) 1 (0.003) 2(0.01)
HIRE S VAR I 1 (0.04) — 1 (0.003)
5% R E — 1 (0.003) 1 (0.003)

RyupEnEkeE — 1 (0.003) 1 (0.003)
O v o X E — 1 (0.003) 1 (0.003)

TE) AFet - Nk + iR o0 B PRAR A 00 S 13 RGB AR IXRIME ] & L TEREHIM A TV 2 23, /KGBRFIZ D
A IR AEO LT & LT Y, EHEOEMES R D LOEFHIITMA TV,
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(4) ERKEB. SO0HE. EEBERUVFHOARFERAOEEARERE

1) 45
P - L)30) e
RO S ” x * 3 # i
A IE IS 16,844 17,167 218 34,229
B E FH RS BURE (511 25 384 279 3 666
BIVE R Z B2 559 394 4 957
BIVE 5 BUE 6 3E 2.28% 1.63% 1.38% 1.95%
2) FEnn
Rl 15 16~ 31~ 51~ 71 .
L. \E AE
FIE LT 30 F 50 F 70 F Pk i it
RS B B 2,474 3,548 8,126 10,938 8,742 401 34,229
BB FH RS BUE (511 25 54 68 168 225 146 5 666
BIIVE R B 73 88 237 329 220 10 957
BB FH 3 BUE 51) 2% 2.18% 1.92% 2.07% 2.06% 1.67% 1.25% 1.95%
3) fd R A
i FHELH s
s 1 2 3 4 5 6 7 8 9 &5t
TR IE B £ 478 413 | 8,590 | 2,704 | 5,966 513 12,007 | 3,426 123 {34,229
B R 28 BUE (51 2k 10 18 189 33 94 12 240 67 3 666
BIVEH R B 14 31 251 43 143 18 357 96 4 957
BIEFFEBAEGIR | 2.05% | 4.36% | 2.20% | 1.22% | 1.58% | 2.34% | 2.00% | 1.96% | 2.44% | 1.95%
1. B diE . di 2 e O PR e 2. BlREAR 3. MR SRR YLIE 4. ARG E
5. WAIREREGLIE 6. MRS YLIE 7. HE 8. F i,
9. Al « BVE K OVFAli i 0 ks
4) 1H#&5EH
Lo T g%z |2g Bz |3g il |4g iz |6g ZHiZ | 8g Z##h 2 | AR OY e
& 2g LT | 3gBIF | 4g T | 6gF | 8glF | b0 | Ak |
TR IE B £ 2527 | 16,485 | 1,861 | 12,393 691 68 16 188 | 34,229
B R 28 BUE (51 2k 35 280 51 271 15 5 1 8 666
BIVEH R B 43 373 72 421 21 9 2 16 957
B FH 7 BRUE 51 2 1.39% | 1.70% | 2.74% | 2.19% | 2.17% | 7.35% | 6.25% | 4.26% | 1.95%
5) PFH3EDA ]
ALY .
i AN
SIS Gl A et
TR IE B £ 9,669 15,349 9,211 34,229
B R 28 BUE 51 2k 169 368 129 666
BIVEH R B 250 537 170 957
B VE 8 BUE 1] 28 1.75% 2.40% 1.40% 1.95%
6) LR BN VA OHE O A HE5)
e NV a0 PN
W & " e &t
FRAIE B Bk 8,807 19,678 5,744 34,229
B E FH RS BUAE (511 25 159 440 67 666
BIIVE AR B 228 636 93 957
BIVE 5 BUE 6 3E 1.81% 2.24% 1.17% 1.95%
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10.

1.

. BERBRERBRICRITTEE
12.BRARERRICRIFITEE
121 T AT —TRIGERS N2 T 4 7 bk, 72—V o 78K & 5 R Clafatt 2 24
L ENHLIDOTHEET DL,
122 Yy 7= ISICE D7 VT F =V RETIE, Z VT F=VERAENT EEEZRTZ 8B D
DTHEETHIZ L,
12.3 EH: 7 — A ARBGMEA RT 52 L 03H D,
BERE
FRE Z ATV
<BE>tvT7ryuARY FR3Y
CiN |
THALSRER « L, ek, AR, IS
BEEE 50 s EOEEE KON, BHEEME T L TVWHEETELL,
MighEE b2 I K RBICLAE S 0 ho v B, /s, ek
WEUE : CAMIB., T 95, HE
AR« D F V., SHE, R SR
ZOM AR, R
HRLOXE
14 8RALDOEE
14.1 XFFRARFOIE
(R ILE)
14.1.1 ERRITESLONCE T 5 2 &,
(BRI S)
14.1.2 SREHTEOBICIE, ERHKEER LW &, WkIMEE L R 22D REENH Hbh b =
LD D,
1413 LUTO LBV EFEEZRET 5 Z &,

TS LA P G VS FRR Vo
AFI0.5g (J4fh) . EHHK, 5% 7 N ORI 2mL U B
w# 1g (I RS st 4mL Pk
(HRARERS)

141.4 UTO LB FFREFRT D Z &,

TS LA P R VS FRR Ve
ﬁ: (1)g5g( jij;ﬁ ?ﬁ) BRI [0.5% U KA kR iZII:
14.2 EFEBEROIE
(BRI S)

14.2.10 FEKEAMEINTIRILD & | IR « BESEZE -5 2 &2 H 50T, kA mEIM
AW E S ICEEICEEGT 52 &,

14.2.2 F5EE

(1) AEEEEICH = - TIE, BHIE LT 100~300mL OFEICEM L, B XL 1 BT A
HT 5, £, 500mL OFRICEEM L, BELE 2 KT CTARMiFET 5 2L b TX 5,

(2) BARNKERGIZED, FNCEHIRREZEZ T2 08B 50T, EFHRORRL, R, 1

WHEFEOWTHAERE L, BHEEIITELRETES T2 L,
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12,

(HFARKE)

14.2.3 FEFHIALICETR, AEE2HD 2 ENH DO T, #0 IR LENT HEI2X, F—3 0 ~DKHE
TSRS 5 2 &

14.2.4 TR 25T 572012 RO A U EFHRICEEME Uiz & 3 BRI S 3 L
WZ ok,

14.2.5 LG, DNRICIEIFARNTERZ Lanz &,

14.2.6 FHRNTESIZH Tz > TEL, MREITEMNZRET D KO TERE L THERNT L2 &,

ZDMDITE

(1) EREREEAICE D < 1B

BEEIN TR

(2) FERRERSABRICE I < H#R

BEEIN TR
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X. JERREREARICEAY H2HE

1. FEEHER
(1) EDFIBARR
(TVI. HEHHKELIZRAT 2 HE ) OESMH)

(2) RetXREHR
MUERR L
(3) TOHhOEERER
Rl & —RFEBMERNI R S o 7z,

SEBrIE H BHE | B Y pie S
5 T TEE) & BT T B FE | ~7 A |500mg/kg T2 L
M - BEEMEIC RIF TR BT | ~7 A |500mglkg TEEZR L
f\ﬂ?//\ﬂ/t 5'—/1/ BRFRI & .
N > f
2 1R BT | v~ A |500mg/kg TIEMZ L
5—rA Fudxs N T K77 R
B ) N 3 < 7
g |EETREER T e | T | 7Y% | 500melke TR L
\ — S E TR R % R
& %;Wa%%ﬁﬁﬁﬁﬁaﬁfé BRI | ~@ % |500ma/ke TR L
&y%vy%h?7~W%%§@ %
N > f-
Ty ¥ | ~7 A |500mg/kg TIEMZ L
. ﬁ]ﬁ DA AFRERICAT D o | ww x| 500me/ke M L
B IR A ERE T B FE | ~7 A |500mg/kg TERAZ L
ﬁ#MTJME\@w TINE{E ST -1 24 RN | A X | 150mg/kg P b T— i o p B
T R e e BN | X | 150malkg UL bR 2
R B R o | 7o b |LO00mEE RIRRRDT N
WA IR 2 R
BRI KT R B od | 7v b |150mgkg TEELRL
IR VR [ B R 2 M 3 R FFE | %X |150mg/kg T2 L
1 [ 50mg/kg TU—~7 7 U v OIER %
— N Y, 52) Nai = -
=77 U T | R | 7o b (TSR
MokE | fkElC A BT 74X |500mg/kg TH T I MBI T
2. SR
(1) BEHE5EHHER
Atk
LDsofE (mg/kg)
P R N (
BT ERN REREN B F N
- pii 8,700 10,000 14,000 >20,000
i3 8,350 11,000 12,950 >20,000
51 T 7,000 10,200 18,400 >20,000
7 e 7,000 10,400 19,400 >20,000
R P 1,880 — - —
v e 2,100 — — —
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(2) REBEEEER
1) B, 39

1000, 500, XU 125mg/kg/day D& TAKIZ T v MT 1 » HBEREIRN 5 L 72RO fi 2k
FHEIC OV TR LT,

KGR % 5y 6D T2 A TE CURES AL IR EE 0 H ifn e OVRIEMEZAL 338 B A, @B G- ClEZ O
MR o T, £z, BERFOBED O HPEEILRN A B AL, 1000mg/kg/day #5800 —H O
2 W OEE % DERE 2 5RO b v,

%72, 3,000, 1,000, 300 mg/kg/day DHETT >~ M 15 AM., K& L Z A, KAlowH
AEGIZRY | FRC—BIEIROBITBE ST, EEREROEFREHEIEIL, WThoEyEkS
BV THRERME 28 U Tt L B b Z 2132 < ETHITRD b ol

PR S

1000, 300 %N 100 mg/kg/day D HETAAKIZ T v M 6 » HMEHE TG LzREOEMEENE
WZDOWTHRFT L7,

AFNIOHEHLHIZ LY | WThOEYEGEHICB O TYH, FHC—BEROBTBigR s n T, fHiE
K OBER~ORELEO LR oo, RE, FEHERE, BAKRICBWTH REREIM 2 M U3
WBEERE L SHREE L OIS EIZA LT, EFNTRD e o7z, BERFTORZ FH M
RGOS (RO, B0 R MERE TSR 72 &) RKOEBOIERNB A BTN, T
HOZEAkIE 1 » AROEIEHMEN TS IEFE2 7R L,

e R A i B
PG B B H meg/kg/day
7w bk AR 500
P 5k BT 1,000
SRR 1»A 4 % il 179
WFA X B F 1,000
T 7w b BT 400
i 18 P T R 3nH 4 X RPN 1,000
. 7 v b BT 300
ElE=H i 6 »H 4 X AN 100

(3) EBE=EHEHR
AR L
(4) PARMERER
M ERR L
(5) £MWERBEEMERR S °7
1) HEURAT - ATHRPII R G

~ U AFRNE G- Tl 2,000mg/kg/day F COH & CREMEDAETARE ), MBIRA~OREITERD i/
Mnolz,

2) BT GER

~ U ARG TIE 2,000mg/kg/day £ TOMETRFBEMZAONT, ZOM, KIE~DF
BLED LT,

FEER TV FICAF 2 FEIRN ISR G L R ke E&R 5 TH S 50mg/kg/day T 1 #i.
12.5mg/kg/day T 2 BN L, MREETH 1 FIOKRCHRRD Hiviz, -, HG5HMFICimE
L7-%1%3, 50mg/kg/day #&5/ET 1 %, 25mg/kg/day ¥5RET 3 #il. 12.5mg/kg/day &5HET 1
BB S, RIBREETH 20ERD DALz, Lo, FECH], JEGI O HBUBE A BT A b7
Mo To, MEIRRINC BT 2 A FRHEROBIIERE . MAREL BERBIIRHE L O TAEEIIR LN
7einodz, BRREFETIZHOWTIL, 25mg/kg/day 5 5-#E THIIN L 72, 25mg/kg/day 52 FRu N
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TRTOFEGHETIIRRE L ZRITA O NRr otz Fiz, AFE. NBEOERKIZBWTIEDE S
R 5 & b 2 B O HBLIGERD bl ho iz,

3) JAREH - B SR

~ U AFENRNE G- TlX 2,000mg/kg/day F CTOHETITAR, o1k, FrER~ORETRD L
nol-,

(6) BRlEERER
B R L

(7)

Z DD S

1) Witk

2)

3)

4)

5)

6)

TS ZE BB AT TRA O 25% 1R & isitt . & MR & IEFn L, 30 43R 87°C THME& i 0y B L
72 BEIC oW CIEIIIBER SN o712,

R

7Y FIZ 500mg/kg Z 10 HMFFIRNE L L7256, BAK, MRITIEE A EROT, MiG7 V7
F=UHIER Tholo, FHEFHEAIIE 3 P 1 PNEARE R a0 ZE k., fEKZ 58
I E R hoT=39),

7 v MZAH (1,000mg/kg/day. #URN) B, MOAKAIE 72~ A (GM, 30mgrkg. i
W) . 7rE I K (100mg/kg, #1) % 28 HIEEiRE L, Bk OO RO B4 i LT,

GM &5 W\WME7 et RIZLY Bl INBREEOHECREOARFNC X 28818 b
071—:4 0) .

PR Y

PCA i, EBILKESG, E 'L AT T VLIRS 22 ElcB W T, A&liit 7 7 2 F > (CET).,

77w (CER), 7 7YV (CEZ) KOM=2U G (PCG) & DAZZAFUSIEITEFI,

JR TR

Y XE A, AR EEN (1~26%AEMR) 65 WD 9N (10~40%1E1R) [C@EHALTH, B
FTANEIE TR Ch o722, B — 7V ROFEIRN (1g) 12 14 AMEGHE 5 L7254 o Kl
HWHEIZOWTORF LR L0 bbb A D Lo Tlz, SHIZ, VHEFXFEWRT v F&EHW,
AN (25 KON 40%IRIE) (ICHERIR G, 2503 7 B g S L 2o [BafEEM T, CEZ ©
BHECIZIEFRBE TR ThH o742,

20 B

Ames b D FIEIZHEV, Salmonella typhimurium TA98, TA100, TA1535 & X TA1537 =7 A k
FRRE LTHWY, £72S-9Mix DFEOAMIZE VBT LIZE 2 A, S - 9 Mix ODIFEDOAH I
23 53 12.5~1,600ng TIFAERFMEILA L D BRI 5T,

< 7 ACBIT BMERBRICB VT, 4,500mg/kg &Y 9,000mg/kg OF 58T H 2 RFMEITERD
SR T,

T

ERENLE Y MIBTDHAFEM (1,000mg/kg/day. HRA) &G5O ~DEER T X /K
FHARPUAEME DO ~A 2> (KM, 100mg/kg/day. fIN) <° GM (50mg/kg/day. iKIN)
D WIIFIRAITEH D5 7 mt X R (4bmglkg/day. # 1) ik G L7z Db AH| (1,000mg/kg/day.,
FRARN) 285U, R OIRFNC L0 3558 S DR B 2 AR DT 5 W IOV TRET L
oo SOICERMBRETLVE v MIAKIZEE LIEREORIRE ~DOFBIZ OV T b R ME Lok
. audiometer |2 X2 B KHEMESC a2 /T 38 BMROBEZ B L FIOBREICRFIIA L O D
Niginotz, #->TC, B 742XV LORER~DEBIILAEAREDOENT, 7 ®I R,
GM, KM 2 XV SN MR EE L bHET 2BMIXT LA LN EE X BND,
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X, BEMERICEYTSRE

1. BHRES
wog | E7HY 7 AN 05 L
7 A Sy 7 AT 1g ) HE—EMSEOMLTEIZIVENTLZ L
ARGy | 7 2%V AT Y UL .y
2. FHMRIH

BRI : 2 4F

3. ARRETONE
R IRAF

4. RIEWEDIEER

20.ZLVEDEE

AKalIHIT Lo TR 2 BT HD T, BEZRORFIITEET L2 &,

5. BERITEM
BEWERELT A R T
<TvoLsy A
Z O BE T ER -

6. R—H% - AHE
F—psy : 77747 S 0.5g/1g

7. ERR4EERR
19794 12 4 18 H

8. NERFBRBFEAORUVREBES, EEELENHEAE. RFEMBEAR
<EBT 4K v AEHH 0.5g>

B RR 70 KGR . SRAG U AR 7eBR A
Jig IeE IR FE4 HGRE S
" A 7 A 1A
i 1981 4 1981 4F 1981 4F
YT B 7 ATES 15600MZY00199000
kA 7 9 A 19 H 94 19 H 9A 19 F
AR e 44 T H TR 2001 4E 2001 4 2001 4
= 21300AMY00332000
YLl S 0.5g 7H17H 9H7H 9HTH
<tT7FH s AFEHA 1g>
BUE AR 78 KGR . SRAG U AR 7eBR A
J& JeE JRF5E4 HKGRE S
' e £H R 7 EHA 1A
i ond 1981 4 1981 4£ 1981 4
YT FH 7 AES 15600MZY00199000
A 7 9419 H 9419 H 9419 H
k744 T xH T A 2001 4£ 2001 4E 2001 4E
. 21300AMY00333000
ALl S 1g 7H17H 9H7H 9HTH
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9. MERIHREM, RERVAREEENFOFEABRVEDOAR

<Zhwe

10.

<BhREXUTIEER. HELOCHEOBEN >
RESTRNRIBINMER B - 198745 H 29 A

W54 - B 7 Z v 7 ATESTH

W - TOME - BB R O TR O “RIEG: ) ORIRESIIZ KB

WIEh &, HiEROHEOBI>
IRREMAEA B - 20114512 A 22 A

SHE

Wotdh : B 7+ % v 7 AEFH 05g, 744 v 7 AEHA 1g
WA - VN OACIRPEREIE R O &) O FVE R OV EIB N

HETRR. BEKRAREABRVEZONE

<FFFAR >

FEREAAEHA B - 19904£9 A 5 H
et - 7% v 7 AERAH

A - JRERIEGS 14 5056 2 HAS S OKRMES FH)

<PREAM (PURZEARAL) >

fEEEmAAEA H - 2004 429 H 30 H

DOTIUC B L7 & OB B R BT,

Woedh : B 7+ % v 7 AEFH05g, 744 v 7 AFEHA 1g
A SRAJEEE 0930002 5 TN K S FFREANAS S T2k 16 4R (£ 3) 122\ T DOl

B RS S ERBNE
< s A e > HEHER A JE (7272 URBEREE & B <) L IigRERE, ~
T FXNCEMNO VY ERER, BiKE | S hay A, KIBE., Y henrEx—F, I L
B, KIBE. Y hraXrgx—g, 7LV 7y | Tov=FF, mo7untiiZ—gE BI73FTE,
B, =T ansE—g, EIFTR, TuT | TaTURE A TNV Y, NI TaA T
TG, BEAHRT s 'AH=—, TRETF | 2D HARFIBIEEIC X D T aYYE
ST AVINECPE, X MR MU | BIUE, SRR O PSS
Ay HRE, NI TRAT A B - BVE K OVFAi4 O R
e <@m@>w ) %%\%%i%\%%iﬁ%ﬁ®@%%
i Mmﬁ\@%ﬁbW%ﬁ\%ﬁ-ﬁﬁﬁﬁiﬁ 8 P T FR R ER D IR
@%::%%@:&@%\%¢%%§%\%%\%%%\,%m%ﬁ\%%
R, ISP ERE A O RIS, BERR A, B | IRAE K, IRSESR
B, MEMES. FREEL. MR, NV U | BERRR
RS, TENEY, FEAEISRE, TEEES | BRBR
ke, ALIRMERE RIS Rt se . JRIE S
TEEARR
20 N U RS (IR . RN, TE SRS
e, ERRAEEL
LS
WHERANCE, E7 42X AL T1H 1~2g (Jffi) % 2 BN TERIRN ST EH A NI 5
T %, @E/NRICE, BE742F AL 1L T1H 50~100mg (i) /kg % 3~4 FINZ55 T TEHAR
ISR 5,
VR | 7ok, #EAME T EERYYEICIHERIG U T, 1 BEZRA T 4g (Hffi) FTHEL, 2~4 1]
KO B35, F2/hETiE, 150mg (i) /kg £ THEL, 3~4 FIZHEIREGT 5, 7ok,
& | /NEOVIEMEBER A TIX 300mg (V) /kg £ THEETE 5,
FRIRPIVESTICES U Cid, VRS AK, AEFAHER LT B BRI L, BRICENT 5, F
TR Z CTHRMFET A2 2 L b TX 5, AAWNEFICEE L T, 0.5% U R A USRI R
L CHEHNT 5,
1. BEEHM

198149 H 19 H~19874 9 H 18 H (}7T)
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12. HFELHRFIRICET SR

AANL, BRI BI T 2 HIFRIZE O BV TNZRW,
(TV. BEICET 2 HA I 22 M)

13. £fEa—F
A B AR YE | ERER L= — R - Lt N EELE
AR5 4 A ) e HOT (947 &&= |
IR E G — R (YJ =2— R) VAT AHa— R
I HF TR
- 6132409D1041 6132409D1041 111034002 640454018
HESTH 0.5g
A o A S
- 6132409D2048 6132409D2048 111036402 640454019
HEHH 1g
14. REHRTLOIE

Briz7e L
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XI.

AR

. SIRAX#ER
1) JEA T8 B R R A AL R - PUMUZE S EEH o T &
2) EFREXBH i : Chemotherapy. 1980 ; 28 (S-1) : 194-217
3) ZRICHE i ERYWEFHERE. 1980 5 54 (11) : 627-693
4) ARG fth : RYYEFHERE. 1980 5 54 (9) : 471-517
5) KJIESR  fh : Chemotherapy. 1981 ; 29 (1) : 9-29
6) TE/KIEFR i : Chemotherapy. 1981 ; 29 (2) : 107-131
7) RERYF— ML P9 A AWRERRE. 1980 ; 42 (6) : 1293-1310
8) T fth : A AL HEGE 34(4) : 331-358, 1986
9) W HER  f : Chemotherapy. 1980 ; 28 (S-1) : 1-11
10) WEEE M : Chemotherapy. 1991 ; 39 (S-1) : 46-58
11) LEEEREF i : Chemotherapy. 1980 ; 28 (S-1) : 23-32
12) FHINFHZE i : Chemotherapy. 1980 ; 28 (S-1) : 33-41
13) 7E#EE M : Chemotherapy. 1980 ; 28 (S-1) : 42-64
14) JRJERSE  fth : Jap. J. Antibiotics. 1981 ; 34 (3) : 425-439
15) Hl—3k fth : Chemotherapy. 1980 ; 28 (S-1) : 606-622
16) EHEE RIS, fh : Chemotherapy. 1980 ; 28 (S-1) : 848
17) /IR# i : Chemotherapy. 1980 ; 28 (S-1) : 548-555
18) AIERNE=HE ffh : Chemotherapy. 1980 ; 28 (S-1) : 266
19) faARBEE i : Chemotherapy. 1980 ; 1980 ; 28 (S-1) : 436-446
20) MR THES ffh : Chemotherapy. 1980 ; 28 (S-1) : 631
21) &AF5L i : Chemotherapy. 1980 ; 28 (S-1) : 641-654
22) EMEFEERRR A pER ARLOH. 1980 ; 32 (11) : 1345-1364
23) RIEME  fl : Chemotherapy. 1980 ; 28 (S-1) : 370
24) FEWEEE— i : Chemotherapy. 1980 ; 28 (S-1) : 81
25) P E%% it : Chemotherapy. 1980 ; 28 (S-1) : 866
26) A : Chemotherapy. 1980 ; 28 (S-1) : 65
27) IRITFES fh : Chemotherapy. 1980 ; 28 (S-1) : 391-405
28) iE/KEJ\EL i : Chemotherapy. 1980 ; 28 (S-1) : 228
29) #EHMFH M : Chemotherapy. 1980 ; 28 (S-1) : 293-303
30) AEE # f{h : Chemotherapy. 1980 ; 28 (S-1) : 570
31) HRMER M LB 28 (6) : 1163 (1990)
32) W§ U EHE K- HTTERE~Y==27 V. 1994 ; &OE 5 IR ; 162
33) A % f : Chemotherapy. 1980 ; 28 (S-1) : 98
34) ARG ¥ o JSHIEEE 1980 5 20 (6) ;1247
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k5844 CEFOTAXIME injection, powder, for solution
HIE - Bk | powder, for solution : 500mg, 1g. 2g
INDICATIONS AND USAGE

Treatment

Cefotaxime for Injection, USP is indicated for the treatment of patients with serious infections
caused by susceptible strains of the designated microorganisms in the diseases listed below.

(1) Lower respiratory tract infections, including pneumonia, caused by Streptococcus pneumoniae
(formerly Diplococcus pneumoniae), Streptococcus pyogenes* (Group A streptococci) and other
streptococci (excluding enterococci, e.g., Enterococcus faecalis), Staphylococcus aureus (penicillinase
and non-penicillinase producing), Escherichia coli, Klebsiella species, Haemophilus influenzae
(including ampicillin resistant strains), Haemophilus parainfluenzae, Proteus mirabilis, Serratia
marcescens®, Enterobacter species, indole positive Proteus and Pseudomonas species (including P.
aeruginosa).

(2) Genitourinary infections. Urinary tract infections caused by Enterococcus species,
Staphylococcus epidermidis, Staphylococcus aureus®, (penicillinase and non-penicillinase
producing), Citrobacter species, Enterobacter species, Escherichia coli, Klebsiella species, Proteus
mirabilis, Proteus vulgaris*, Providencia stuartii, Morganella morganii*, Providencia rettgeri*,
Serratia marcescens and Pseudomonas species (including P. aeruginosa). Also, uncomplicated
gonorrhea (cervical/urethral and rectal) caused by Neisseria gonorrhoeae, including penicillinase
producing strains.

(8) Gynecologic infections, including pelvic inflammatory disease, endometritis and pelvic cellulitis
caused by Staphylococcus epidermidis, Streptococcus species, Enterococcus species, Enterobacter
species*, Klebsiella species*, Escherichia coli, Proteus mirabilis, Bacteroides species (including
Bacteroides fragilis*), Clostridium species, and anaerobic cocci (including Peptostreptococcus
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species and Peptococcus species) and Fusobacterium species (including F. nucleatum®).

Cefotaxime for Injection, USP, like other cephalosporins, has no activity against Chlamydia
trachomatis. Therefore, when cephalosporins are used in the treatment of patients with pelvic
inflammatory disease and C. trachomatis is one of the suspected pathogens, appropriate
anti-chlamydial coverage should be added.

(4) Bacteremia/Septicemia caused by Escherichia coli, Klebsiella species, and Serratia marcescens,
Staphylococcus aureus and Streptococcus species (including S. pneumoniae).

(5) Skin and skin structure infections caused by Staphylococcus aureus (penicillinase and
non-penicillinase producing), Staphylococcus epidermidis, Streptococcus pyogenes (Group A
streptococci) and other streptococci, Enterococcus species, Acinetobacter species*, Escherichia coli,
Citrobacter species (including C. freundii*), Enterobacter species, Klebsiella species, Proteus
mirabilis, Proteus vulgaris*, Morganella morganii, Providencia rettgeri*, Pseudomonas species,
Serratia marcescens, Bacteroides species, and anaerobic cocci (including Peptostreptococcus®
species and Peptococcus species).

(6) Intra-abdominal infections including peritonitis caused by Streptococcus species*, Escherichia
coli, Klebsiella species, Bacteroides species, and anaerobic cocci (including Peptostreptococcus®
species and Peptococcus® species) Proteus mirabilis*, and Clostridium species*.

(7) Bone andlor joint infections caused by Staphylococcus aureus (penicillinase and
non-penicillinase producing strains), Streptococcus species (including S. pyogenes*), Pseudomonas
species (including P. aeruginosa*), and Proteus mirabilis*.

(8) Central nervous system infections, e.g., meningitis and ventriculitis, caused by Neisseria
meningitidis, Haemophilus influenzae, Streptococcus pneumoniae, Klebsiella pneumoniae* and
Escherichia coli*.

(*) Efficacy for this organism, in this organ system, has been studied in fewer than 10 infections.

Although many strains of enterococci (e.g., S. faecalis) and Pseudomonas species are resistant to
cefotaxime sodium in vitro, Cefotaxime for Injection, USP has been used successfully in treating
patients with infections caused by susceptible organisms.

Specimens for bacteriologic culture should be obtained prior to therapy in order to isolate and
identify causative organisms and to determine their susceptibilities to cefotaxime. Therapy may be
instituted before results of susceptibility studies are known; however, once these results become
available, the antibiotic treatment should be adjusted accordingly.

In certain cases of confirmed or suspected gram-positive or gram-negative sepsis or in patients with
other serious infections in which the causative organism has not been identified, Cefotaxime for
Injection, USP may be used concomitantly with an aminoglycoside. The dosage recommended in the
labeling of both antibiotics may be given and depends on the severity of the infection and the
patient's condition. Renal function should be carefully monitored, especially if higher dosages of the
aminoglycosides are to be administered or if therapy is prolonged, because of the potential
nephrotoxicity and ototoxicity of aminoglycoside antibiotics. It is possible that nephrotoxicity may
be potentiated if Cefotaxime for Injection, USP is used concomitantly with an aminoglycoside.

Prevention

The administration of Cefotaxime for Injection, USP preoperatively reduces the incidence of certain
infections in patients undergoing surgical procedures (e.g., abdominal or vaginal hysterectomy,
gastrointestinal and genitourinary tract surgery) that may be classified as contaminated or
potentially contaminated.
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In patients undergoing cesarean section, intraoperative (after clamping the umbilical cord) and
postoperative use of Cefotaxime for Injection, USP may also reduce the incidence of certain
postoperative infections. See DOSAGE AND ADMINISTRATION section.

Effective use for elective surgery depends on the time of administration. To achieve effective tissue
levels, Cefotaxime for Injection, USP should be given 1/2 or 1 1/2 hours before surgery. See
DOSAGE AND ADMINISTRATION section.

For patients undergoing gastrointestinal surgery, preoperative bowel preparation by mechanical
cleansing as well as with a non-absorbable antibiotic (e.g., neomycin) is recommended.

If there are signs of infection, specimens for culture should be obtained for identification of the
causative organism so that appropriate therapy may be instituted.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Cefotaxime
for Injection, USP and other antibacterial drugs, Cefotaxime for Injection, USP should be used only
to treat or prevent infections that are proven or strongly suspected to be caused by susceptible
bacteria. When culture and susceptibility information are available, they should be considered in
selecting or modifying antibacterial therapy. In the absence of such data, local epidemiology and
susceptibility patterns may contribute to the empiric selection of therapy.

DOSAGE AND ADMINISTRATION

Adults

Dosage and route of administration should be determined by susceptibility of the causative
organisms, severity of the infection, and the condition of the patient (see table for dosage guideline).
Cefotaxime may be administered IM or IV after reconstitution. The maximum daily dosage should
not exceed 12 grams.

GUIDELINES FOR DOSAGE OF CEFOTAXIME FOR INJECTION

Gonococcal urethritis/cervicitis in males 0.5 0.5 gram IM (single dose)
and females

Rectal gonorrhea in females 0.5 0.5 gram IM (single dose)

Rectal gonorrhea in males 1 1 gram IM (single dose)
Uncomplicated infections 2 1 gram every 12 hours IM or IV
Moderate to severe infections 3-6 1-2 grams every 8 hours IM or IV
Infections commonly needing antibiotics in 6-8 2 grams every 6-8 hours IV

higher dosage (e.g., septicemia)

up to 2 grams every 4 hours IV

Life-threatening infections 19

If C. trachomatisis a suspected pathogen, appropriate anti-chlamydial coverage should be added,
because cefotaxime sodium has no activity against this organism.

To prevent postoperative infection in contaminated or potentially contaminated surgery, the
recommended dose is a single 1 gram IM or IV administered 30 to 90 minutes prior to start of
surgery.
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Cesarean Section Patients

The first dose of 1 gram is administered intravenously as soon as the umbilical cord is clamped. The
second and third doses should be given as 1 gram intravenously or intramuscularly at 6 and 12
hours after the first dose.

Neonates, Infants, and Children

The following dosage schedule is recommended:

Neonates (birth to 1 month):

0-1 week of age 50 mg/kg per dose every 12 hours IV

1-4 weeks of age 50 mg/kg per dose every 8 hours IV

It is not necessary to differentiate between premature and normal-gestational age infants.

Infants and Children (1 month to 12 years):

For body weights less than 50 kg, the recommended daily dose is 50 to 180 mg/kg IM or IV body
weight divided into four to six equal doses. The higher dosages should be used for more severe or
serious infections, including meningitis. For body weights 50 kg or more, the usual adult dosage
should be used; the maximum daily dosage should not exceed 12 grams.

Geriatric Use

This drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to this
drug may be greater in patients with impaired renal function. Because elderly patients are more
likely to have decreased renal function, care should be taken in dose selection, and it may be useful
to monitor renal function.

Impaired Renal Function

See PRECAUTIONS, GENERAL.

XEEAIX, DailyMed (USA) &/

NOTE: As with antibiotic therapy in general, administration of cefotaxime should be continued for a
minimum of 48 to 72 hours after the patient defervesces or after evidence of bacterial eradication
has been obtained; a minimum of 10 days of treatment is recommended for infections caused by
Group A beta-hemolytic streptococci in order to guard against the risk of rheumatic fever or
glomerulonephritis; frequent bacteriologic and clinical appraisal is necessary during therapy of
chronic urinary tract infection and may be required for several months after therapy has been
completed; persistent infections may require treatment of several weeks and doses smaller than
those indicated above should not be used.

Preparation of cefotaxime for injection sterile
Cefotaxime for IM or IV administration should be reconstituted as follows:

Strength Diluent Withdrawable Volume Approximate Concentration
(mL) (mL) (mg/mL)
500 mg vial* (IM) 2 2.2 230
1 g vial* (IM) 3 3.4 300
2 g vial* (IM) 5 6.0 330
500 mg vial* (IV) 10 10.2 50
1 g vial* (IV) 10 10.4 95
2 g vial* (IV) 10 11.0 180

(*) in conventional vials

Shake to dissolve; inspect for particulate matter and discoloration prior to use. Solutions of
cefotaxime range from very pale yellow to light amber, depending on concentration, diluent used,
and length and condition of storage.
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For intramuscular use: Reconstitute VIALS with Sterile Water for Injection or Bacteriostatic Water
for Injection as described above.

For intravenous use: Reconstitute VIALS with at least 10 mL of Sterile Water for Injection.
Reconstitute INFUSION BOTTLES with 50 or 100 mL of 0.9% Sodium Chloride Injection or 5%
Dextrose Injection. For other diluents.

NOTE: Solutions of cefotaxime must not be admixed with aminoglycoside solutions. If cefotaxime
and aminoglycosides are to be administered to the same patient, they must be administered
separately and not as mixed injection.

A SOLUTION OF 1 G CEFOTAXIME IN 14 ML OF STERILE WATER FOR INJECTION IS
ISOTONIC.

IM Administration: As with all IM preparations, cefotaxime should be injected well within the body
of a relatively large muscle such as the upper outer quadrant of the buttock (i.e., gluteus maximus);
aspiration is necessary to avoid inadvertent injection into a blood vessel. Individual IM doses of 2
grams may be given if the dose is divided and is administered in different intramuscular sites.

IV Administration: The IV route is preferable for patients with bacteremia, bacterial septicemia,
peritonitis, meningitis, or other severe or life-threatening infections, or for patients who may be
poor risks because of lowered resistance resulting from such debilitating conditions as malnutrition,
trauma, surgery, diabetes, heart failure, or malignancy, particularly if shock is present or
impending.

For intermittent IV administration, a solution containing 1 gram or 2 grams in 10 mL of Sterile
Water for Injection can be injected over a period of three to five minutes. Cefotaxime should not be
administered over a period of less than three minutes.. With an infusion system, it may also be
given over a longer period of time through the tubing system by which the patient may be receiving
other IV solutions. However, during infusion of the solution containing cefotaxime, it is advisable to
discontinue temporarily the administration of other solutions at the same site.

For the administration of higher doses by continuous IV infusion, a solution of cefotaxime may be
added to IV bottles containing the solutions discussed below.

Compatibility and Stability

Solutions of cefotaxime reconstituted as described above (PREPARATION OF CEFOTAXIME FOR
INJECTION STERILE) remain chemically stable (potency remains above 90%) as follows when
stored in original containers and disposable plastic syringes:

Strength Reconstituted Stability at or Stability underRefrigeration
Concentration below 22°C (at or below 5°C)
mg/mL
Original Plastic
Containers Syringes

500 mg vial IM 230 12 hours 7 days 5 days
1 g vial IM 300 12 hours 7 days 5 days
2 g vial IM 330 12 hours 7 days 5 days
500 mg vial IV 50 24 hours 7 days 5 days
1gvial IV 95 24 hours 7 days 5 days
2 gvial IV 180 12 hours 7 days 5 days
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Reconstituted solutions stored in original containers and plastic syringes remain stable for 13
weeks frozen.

Reconstituted solutions may be further diluted up to 1000 mL with the following solutions and
maintain satisfactory potency for 24 hours at or below 22°C, and at least 5 days under refrigeration
(at or below 5°C): 0.9% Sodium Chloride Injection; 5 or 10% Dextrose Injection; 5% Dextrose and
0.9% Sodium Chloride Injection, 5% Dextrose and 0.45% Sodium Chloride Injection; 5% Dextrose
and 0.2% Sodium Chloride Injection; Lactated Ringer's Solution; Sodium Lactate Injection (M/6);
10% Invert Sugar Injection, 8.5% TRAVASOL® (Amino Acid) Injection without Electrolytes.

NOTE: Cefotaxime solutions exhibit maximum stability in the pH 5-7 range. Solutions of
cefotaxime should not be prepared with diluents having a pH above 7.5, such as Sodium
Bicarbonate Injection.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior
to administration, whenever solution and container permit.

2. BCBITLBEKRZERR
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Drug Name Category
F—A N7 VT DGHH cefotaxime B1
(2021 4 4 H k)

2% PO
A —A +Z U7 D434 (An Australian categorization of risk of drug use in pregnancy)
Category B1 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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