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4. UHF LTy MC25 ¥ LU 40 % Cefotaxime A% 1 B, BLU 5 v MiC 25 % Cefotaxime
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Cefotaxime (HR 756, CTX) (2, Hoechst A. G.
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KiTkU, Y o7 B-lactamase EHi#kEH L T W
30,

HEYVECHREERIN I ERFENERHICOLT
2, Bho? s, RARBMBCRIIIEREEFET, /Mt
@ penicillin %, cephalosporin ZEME L DR ER
FHLBRALBDONIBOELREID TS,
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KBTI Cefotaxime X AE &N, EHEAXHAKD
502 0.5% R KA A4 VIERICERERL
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2. ® Ly
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i3, 1, 7TEEDICEES LB, REEBENREKIC
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Table 1 Changes in rabbit skin after intracutaneous injection of cefotaxime

days
U

Time after injection

0.6

0

0

0

Animal
No.

2

2

Symptoms

Erythema

Edema or
swelling
Erythema

Edema or
swelling
Erythema

Edema or
swelling

Erythema

Edema or
swelling
Erythema

Incrustation

Bulla or
pustule

Edema or
swelling

Concentration

Control
(Saline)

1%

3%

10%

25%

The ratings indicate : 0, normal ; 1, very slight ; 2, slight; 3, moderate ; 4, severe
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L0, vHFOREEFER, B RFOR/LORE L
¥%25% CEZ 1 &t¢ CET 0.2 ml/body %8t L 7:
BALEBL .

RIC1B10~I508D 5 » bic 1 H LR7 FIRY, A:3
R ERAREKEXTY FA4 Y RICERL 7 25
% & 53 40% Cefotaxime 0.2 ml/body % KEMH
NESRL, EEAERKS KCENARTEKOBSIEN
%1, 7, 21EBEIC, 40 FA4 VKCHRIBRL 7284
w3k l, TOHCEBRSKSo2BRLT, KHE
MR ORRBETE, AEAHKES LU ARE K
ISR L 1- 26 % CEZ, CET % XUCER #58& bl
Lt

DINORBEHBFARBCE VTS, BRAICHES
REREBER, BYEROEELL», ESICRAHHE
M, 10%tr=) YHRICTEE, 574 v B8
#%, ®tIL, Hematoxylin-Eosin $efad sk, SEPEEM%
BICTHEETIE - 120
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Table 1 it/RL 722 &<, 1% Cefotaxime XD
EH TR, KEICkIEHBHROEMIZAONT, 3%
ABEESLTD, EH 30~60 Hfkic, T bdInix
FEERSA 5> NI BE1ED - 120

10 BRMIEHBETIE, RS 30 DRICHEIRDS, %95 1%
fkic, BLBEORKFBBDONLEDD, ThED
HERZESH 1 ~2 HBICIEE L7,

25 BIWIBEHIIC X D, S 30 Hkic ROk
A, KDY Sh, 4 1~5 K%, RATEHE
Boteo L LEHL~2 BBICRRKREEERERL
WY, REBCHBEHROBS 5N, 42 BREISICIHRE
BREL, 1212ELCEE L (Table 1),

2. MEEAEA

10~40% Cefotaxime 5% 0.1ml AL TH BT
AERERAONEH - T2,

3. HRAEH

D1 [EaEs

a) HWRAR

Cefotaxime @ 25% X P40BERKAE I HF E T v MIT
B NS U7k, 256% CEZ % X ¢f CET Wlk4A S
L7cBA LRk, BEREICRED S h%ED MM
EHBRCBRE SN, ZERBD O NEH - 72,0
BEEEHNBREEKS B 0.5%Y) Fa4 v HEL
7w MRS LLBAR, BEHRFROEICERBD S
LORAG T N
b)  REAR T R
) vy
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Celotaxime Z/EPIMUIMICIAML, v FDOMKWN
WCIEH U 2e G, Db B E TR PR TS - 2o hFr BRATR
BME, WimHkoEY:, BUEMHE Sz, L LN
3 HBICIRAF BRI M L, AIRRBRIR A% Ak & L
7o MBI~ E BAT L, TS 3 ~ 7 H I Is B D
MALE KOMMMED FIAR O S 0D L5t 0, o
BMIN DA S iz,

KWL, PR & T g M4 LD & DINic
BHMAH SNz T DB 25 % Celotaxime JFED
0.2ml PG, IMRTTOEZ & {IBEICHIEK &
N7:DAHT, EHT HEICIRT NS DEZIIZN%L
T too—1 25 % 45 L Uf 40% Celotaxime A% % 1 ml/
body (CIff L T L BAICIE, alsERoRy
13 < 72D, 25% Cefotaxime ¥&# 0.2 ml 24t ic i
~N, £EOREARRENTHRESI W, LALINSOE
LR LT, #< & OBH 2 BERICIIERL TWHs,

Cefotaxime [:fHIc & 2 BAOZELIE, XIWEE LT
Rt CET il Lid 201 BMT, L » bEKESG#
PHTHY, CEZ L E~THPPRIETH - 72 (Table
2o

i) v b

25 % Cefotaxime 5% 0.1ml ZHHRANEHT 2 &
EHBECR Y P FOBRALRIED, TTICHIMEREE
e L REVMBRRE,SS S0l L LS 3 B
i, CORMBBELZDBHRHEDC  BEDE M1
FEEBEBRIKEEL THEI N, EH7 BkiCiZIZZ
EHCEEL T/ (Table 3),

25% 1 LU 40 % Cefotaxime W% 0.2 ml 4R H
id, 0.1ml EHOBEICH~, BOBHOEHS
S5z (Table 3, Fig. 1),

Fig. 1 Muscle tissue from a male rat sacrificed
24 hr after single intramuscular injection
of 25% solution of cefotaxime in saline
(0.2 ml/body). Inflammatory cell infil-

tration mainly of histiocytes and dege-
nerative muscle fibers. H-E stain.
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Fig. 2 Muscle tissue from a male rat sacrificed
7 days after single intramuscular inje-
ction of 25% solution of cefotaxime in
saline (0.2 ml/body). Slightly regenera-
tive muscle fibers. H-E stain.

X
ANY )

Fig. 3 Muscle tissue from a male rat sacrificed
24 hr after single intramuscular injection
of 25% solution of cephalothin in saline
(0. 2 ml/body). Severe inflammatory cell
infiltration with slight hemorrhage and
degenerative muscle fibers. H-E stain.

ChoDEMOBER, RO/EE (EEAEK &
SAZEK 0.5% VY FH4 V) BeEikaond,
a7 Btkicid, EEAERS JOEHBEG KRR
EHL—Bofkic, T BEOLFEEMBRBELR
THDAONIMBIZEA LD, FLOEEEER
L7 (Fig.2),

L»L, Cefotaxime %) FH 4 VIKICHEBLIES
i, MOBEERNBAICH~N, ZOEEIRPPE
Motz

Cefotaxime DFIRA—EIZEHNK, v MCAEUZE
HIBmOE(E CEZ 4t L B854 7288, CET
HHF (Fig. 3) &H~PESPICEHETEH -7z (Table
E)N

2) 7BHMREZERH
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a) HIRATR

25 %5 51 i3 40% Celotaxime WHZE 5 » b KRS
PIRWICKENLENT 2L, OIhoRl G,
TS RE®K, 0.5%Y FA4 Vi) 2RV BAICS,
BATEN B AT, ERRTOGWOLAL & (1ML
ENtee LA LIESHETT 1 ))4 3 lM#iciz, Thoo
TR AL EDSNIED - 720

b) 55 BEATA S (i b

PRI, MM KL KU0.6% ) K A4 v
ICHAMR L 72 25 % Cefotaxime JA¥ 0.2 ml 2 L 7 1
ESR L 22 BRI, WIThoREE RV Baics,
—[EEH I S Nt L FROEL, b B, (%
RIS - 1o RMED B e, BFE & L FIF I ERS B W I ARG
RORMOZ & 2 2aUMuoBRE, TiMMEOELS LU
MMLICRR SN ZEEPOBHBEBEL THRE S,

NS DR ERFDOERBREL 0% ICHDHTDH,
HICBBINZEMRIAD ONT, TR
HAREK, 0.5%Y FHMvE) Ollicd, 20%(
DEREIZIBD SN - 12,

BEHO 7 AHICIE, 25F%BH 3002 40 % Cefota-
xime ABAEKE JUEHBERMKBEERONTHO
fEkicH, BrOMM, HRMEOEY, BIEZIZLLA
SN, BMUYEOEAEL KUBMALMEEIIHS BES
NICBER P oT2e LALEHS 5% LU 0%
Cefotaxime ) F %4 v IREERESLBEICIE, —F
UHBOBA LR ZORESPPEN B EEH S
Nt

25 9 Cefotaxime % 0.2 ml REEHBEDOC LS D
BEELR, —EEHKEOBALER FRo CEZ i
S E212EEBE T, CET, CER 0Zhick~, B h
KM TH -1, T18b 5, CET, CER FHMO B
ZLRBAREHRD 21 A% TS, BE» S PEFEOHR
MEOBESL JUBRMALDIIE B A & 5 iz (Table 4),

0. EBLRZLVICHER

AEDORBRBRBEBRTEL, v 4 ¥ ~ORNEH
K, 3BLULORKIDOESIC LD, BEICIH L7 REY
EHBBRINID, ZOERILEPHLTHY, F/hv
Y FURIEBIC 0% SOBBELEALBAICOEA
BANCAISRERBRING L - 2HER, AFSBRIT
R EREET A EERBL T 5,

¥y ¥F, 7o biC Cefotaxime 2 —[EdH 3 VT4
BLUBRALESH L EOERBITICS S B, st
RELUTHW CEZ, CET 54U CER 0#h i
FUCERIEHEERRD ONEh -2 Lid, AFOE-
RFRIBIER Y, KD cephalosporin RHiAYE D Z
NEEMICRLR DD TRIEBMVTEERLTVS, 2L
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TE#OELOBRR, ~Bi LCREGAAENEDOR X w
WhBRonichrb5Y, CEZ ozh tEBEED 1) HEYMES R.; A. LUTZ& E. SCHRINNER :
HERPPEETHD, CET 5312 CER gMEO Experimental evalfmti?n of HR' .756, a new
EMICHNTREDIKBRT, Lo EOEHRELH e epor pative o pprechinical  study,
TH %o 2) EbBF, I K, ME B, RHENK, WK
ZhoDEREEN D, AFIIRERD cephalosporin FIE : Cefotaxime (HR 756) o fggtyamyic>
FUEME & o, & ORFHEYE R LENEN TS BT, % 28 EARLERE¥ERE—PBRR—

dDELEZLN B, p. 369, 1979

LOCAL TOLERABILITY OF CEFOTAXIME IN RATS AND RABBITS

MASAO SAKURAI, HIROSHI KITAGAWA, SACHIKO TANAKA,
IsaAMU KOMINE and KAzuMI1 FuJiMOTO
Development Laboratories, Hoechst Japan Limited

1. Cefotaxime (HR 756, CTX) was evaluated for its local tolerability when given intracutaneously
to rabbits and applied to their eyes, and administered intramuscularly to rabbits and rats.

2. Intracutaneous administration of cefotaxime at 3~2596 to rabbits caused concentiation-related
inflammatory changes at the injection sites, which vanished rapidly.

3. Application of cefotaxime at 10~40% to the rabbit eyes induced no irritation.

4. Cefotaxime, when intramuscularly given at 25 and 40% singly to rabbits and rats and at 25%
repeatedly to rats once daily for 7 days, produced acute myositis and degenerative and necrotic muscle
fibers at the injection sites, which were in degree the same as or lower than those induced by cefazolin
(CEZ) and clearly slighter than those produced by cephaloridine (CER) and cephalothin (CET). The
recovery of the muscle tissue injected with cefotaxime was rapid as with CEZ in comparison with
that given CER and CET.

5. Inflammatory changes and degeneration and necrosis of the muscle fibers were also induced by
single treatment with cefotaxime dissolved in 0.5% lidocaine solution and its repeated administration
for 7 days (once a day). The lesions were of almost the same degree but tended to disappear slowly
as compared with those produced by cefotaxime alone.



