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SAREERIC B 1 2 Cefamandole DEMHY - BRI B M

B R OK-F OB % W
JWIES T S IR B4 B

# Cephalosporin #|, Cefamandole MXLRSK), BRIRAIMNEITIS 10

e EE, AM-chRBEE £ ORIURE K CRPENERE LA, Mrh#iiz, 1 ghikT 30 2l
63.8 pg/ml, BEH-hBEEIX 2 BNE 144 wg/ml, BM-ch@ENRIE 2 MR 4,728 pg, 6 M) 5,080 ug
0.5%), 6 FERMRENR 94% %187,

HRICIZIBASENINEES 3 M, £S5 2 4, ScHLorrER's tumor i 5DNRE 2 #), FLEEIRSES
4 7, RBEEEL 2 oz 13 FliIcERLERIL 6 AiTHh -7 BEALEDLh2bDELT
GOT, GPT fi bR 1 AR ISR I~x b0k, RAAZED 5P/ —LRATFRA+ %
TRt ThdRETH -,

lEL, A¥ 1 g (15.4 mg/ke) #MiEH 30 4, , 1

Lo I 2, 4, 6 BRIBICERIKAIRIRL, 77 BICBRSIRIEL
Cefamandole sodium (/T CMD) 31972 4£K[H Eli Lilly o
HTHR SN EMAY Cephalosporin #TH5, HEHD
B, LAY, B IR 50T B hAOBTR 3. MESHE
CEZ kD&, RAMR VY ¥TO KBBRERHO FEEER I eh8BF : Bacillus subtilis ATCC 6633 ZBRERE T
CETCCMD<CEZ L 3h, HEBREEMEK, RRETTA ZRRAFIET, MAEERKIZ Moni-Trol I %4
¥t xhz. AL 10 £2 EoFRIZ M/20 phosphate buffer (pH
SEBREROMEEBLOTHEEHET 3, 7.0) ZEM LI

FRIMIMEE : S. aureus ATCC 9144 %iERET 3

MERE, Wit S CREHY W\, HE¥ERE M/10 phosphate buffer (pH 6.0)

1L @ ZERA LI, RBKSFE buffer THRL %,

RIEERGER T, BRER, RBEE T Srvi-v NBH-h#8EE : Bacillus subtilis ATCC 6633 2 EH &
itk 3BT, FMEEERS 64 TEFTH 3B, THERFARFET, SRR SREELEH

2. Bk #HRAL, 10 5L EFRIZ M/20 phosphate buffer (pH

T B 5 10% FoLey’s catheter A, Ea.o—-I§ 7.0) 2ERL,

Table 1  Serum concentration, bilialy and urinary excretion of cefamandole
after administration of 1 g of the drug by iv

Before 0.5 hr. 1 hr. 2hr. 3hr. 6 hr.
Serum 0 63.8 8.4 2.5 2.3 0
Bile ug/ml 0 2.5 89.0 144.9 10.2 1.4
ml 20 20 20 20 20
ug 0 50 1,780 2,898 204 148
1hr 2hr. 4 hr. 6hr. | O~6hr
Urine ml 50 40 100 75
pg/ml| 12,560 | 5,040 905 263
mg 628.0 | 2016 90.5 19.7 939.8
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Table 1, Fig. 1, 2, 3 DL LD TH D,

eI, 30 )T 63.8 pg/ml, 1 NGHITI2 8.4
pg/ml LUl L, d~6 15Dl 0 L7853,

M vh B4 1~2 I5INT i &, 2 MM
144.9 pg/ml, [N 4.728pg, 6 NFITMEILIE 5,080 ug T
Zbof:o

Rep iz 1 W00 628 mg (62.8%), 6 IHITCIZ
939.8 mg (94%) TdH -1

KR ® K

AFIWERWATH 20T, TEEPpHL LM%
3<<‘_‘ L1o

Fig. 1 Blood levels of cefamandole after admi-
nistration of 1 g of the drug by iv (15.4
mg/kg)

ug/ml
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Fig. 2 Levels of cefamandole in bile, and its
cumulative recovery after administration
of 1 g (15.4 mg/kg) of the drug by iv
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Fig. 3 Concentration of cefamandole in urine,
and its cumulative recovery after admi-
nistration of 1 g (15.4 mg/kg) of the
drug by iv

mg/ml

Cumulative recovery

1. xR

Table 2 iT7RY 13 #IT, fEH 10 £Fr< 12 Hid
ThOALZETIERNTH -7

Sbbitid, BRERBEK 3 #, L5 2 H, 4%
IR #% ScHLOFFER's tumor S DREE 2 #, KA
W% 4 B, RBUEBREL 2 fiTh s,

2. #5H%

L3R 10 D4k CMD 1 g 2FERIE LTaA 20
ml TR (0% 7 FosiER 2 #), 1 8 3 @, 6
M, 14 B, 22 5L 8 BSNIRIRCTHREL . EM 1013
1A 2 EHBELR

3. HBERRE

Mk, mEE, R, 7 -LZ7R 5%, #5558
MOEE, REOEERICHEL, #545, th, ®icER
WiTU7co RMTEICHEREB DN % Table 2 i€
RUTo

4. #2

#5548 (/kg/day) i, LR 100 mg CEH 12), T
fR 38 mg (GEF 10) <, Z OTBRAH Figid 55 mg
/kg/day T&H-1zo RE5HHRNL 5 AL 16 BMTH
5o

SEFIOWELL 5 e CMD 158038 (Table 2)

fEF 1. 49 F, i, 1BWHX (BRE) (Fig. 9

BT B RETA BISRRIE, REEL- TREL
7zo ¥2HsikE 37.8°C, Mureny's sign %, HT
£? 1tk BiRAIR 10 ULTEEATH B, LERE
ICTABR. CMD 1 g, 1 A 3 E#E4MEELE. 4 &
AT BMEERIZ B8 IcHE, CRP, HRLONER
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Fig. 4 Case: T. H. 49 y ¢ Cholecystitis (Cholelithiasis)
Date X/28(1) ()7 (3) "(d)y(8)7 (6) T
I——. Cefamandole 1 gx3/day j
B.T.
37C[|: N—\/\w
Abdor N —
pain
WBC 18,900 8,100 8, 300
ESR 24,50,90 44,99,121 28, 60, 105 10, 35, 70
CRP 5+ 2+
GOT 40 15 17
GPT 28 9 39
¢ Cholecystography (Neg.) (Posi.)
Table 3  Susceptibility test to various drugs of strains isolated from such cases as poorly responded to cefamandole therapy
Organism i) S. aureus ii) Klebsiella
Case No.|
osp.D-i--f).-__._l-_51____5_).._ _——— - 6_)ﬂ__ Prg|--—r-f=9—=T1--—
Drug 6 5 6 8 10| 1 8 |26 1 2|47 |8]9
CMD ++ L d e I R el Rl R aas +++ |CMD | +++
CER | — |+ | [ | b | A | 4 | 4| 444444+ [CER | 4+ | 4 | | 4| |
CEX | b [ | | A | b | 44+ [CEX | 4+ |+ + | | |
PC - -] -l =-|-=-| -] +| +|++ |ABPC| = | = | =| +| - | +
ABPC - - -1 - - - - - - | ++ ++ |[KM | | | ]
DKB ++ Bl I R e R I e B R bo) 4 R e e e R R R aas
MDM - - - -1 - - - — | +++| +++|+++ [PMXB| ++ | + + | ++ | ++ | ++
LCM | = = =1 =] =1 -] =] =] =|+++{+++|+++
MCIPC | | | e | | | GM [ +++ | ++ | +4 | +44| +4+| ++4+
SBPC L I I B BT B
EM -{=-1-1-1-1-1- ST | +4+| #44 | +44| 444 44| 44+
LM - =-1-1-1-1-1 - NA | +++| +44 | +++] 44| 4| +4+

FfF U - 7285, score 3 DIF &7 D, MEREERICEA
LT, 3 BEFRRIDT &-7h 11 FHAIKC KL
o TNSERALBRIFIE L,

fEp) 2, 57 F, B, 1BWx (BRIE)

52 11 ARBIIiRH D, 53 1 A 24 A
R, 53 4E 1 B 27 AERHE (kiR 37.8°C THREEL
2o Score 8 TEIE, TR TABL, CMD #5058,
4 AEZ CHHMBOERIZIERICIFIZ L, score 3 LT &
Tote 85 22 KA BEHMET. BIEBLRCTHE
BiteH -1,

fEQ 3, 64 3, %, 1BWMX (BREE, FED)

52 4E 3 AgABA, 52411 B 12 AZEDD
AMAB:, DIC (PPTD ) kK THEEEZ s hT, i
BT U7z CT scan i CHEZES K URRIBERA D S 1o
BT, ARligh}, Score 8~12 TEE, 12 A6 A
T CEZ 2g# 5 L7-48, 37.8°C Bk DFesske, CRP

+ 5 H TEHEHMINL, 12 A 13 B PTC i
TS L ORREHEAZEN, AR L B0
5 Klebsiells %8¥htz, CMD E&ZH: # & HWEXHh
720 12 F 14 [, N4k, #RAREYIBRMEA, RRHESE,
B, REEEITEY, T EAEL2E0 . WD
BIRIEIC BB, THFRFINEEZD NXEH TH
3, #5129 BIEAKZERA Lo T B 50D Klebsiella
RERICBAETH - 708, BRES, RERBUIIIET
THRIBHRGE Lo fo, 58, RAFIZFEEZAHL
Tz, T EtkEHkd ILEREA BT 5 FrRE L,
HRHPIE L1 E CATEH B, Klbsielln HaHAL
LS ot fib s, POERHE L1,

il 4, 32 F, B, HBED (BR®)

52 4F 10 A 8 AEWBLIRBICKUT X ER THBES
i3, AMPC, MDM, KM #5423 - H88 % L 3kb
Utco BEICNRFERBAD “& 5" Z3bi, KR
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38.9°C, ATHEh, MRTHOMETH D, 7iZbiC
SEFFUIBHAIN A, debridement 1775 5 720 AKIIRE.
7 I TIRH DR, FIMMIERRORE R s, K

(S. aureus) N9, Mkiic debridement DIl

{fe, RURZMFAIU 2, MEFRR, CRP SHEMiioh
THY, MEEEHEL, PPHFUPE L1

&P 5, 67 F, B, WK > (MRS, RK{LE

MHREEN T, HITICBATTRIENBH D, hRICHS
A% ABPC #e5% 2 A1T8- 2o ML, IRATFH
MEAD &5 Ef5-to FASHFHILE %775 - 7
B, RFOMAARRICT CMD  ORRIZIAHHH KL
otce MHEARMTEREL TREFTH 5,

=Rl 6, 7

ScuLOFFER's tumor #|TH %, JEH 6 (ZBEICIRK%E
R LTH D, Table 4 ITIRTEF D S. aureus HiFikt
(LT H 700 EW 7 13, WO BRI ZG 7 RIS

BIAVETH - 7co MFRDIERBEROBRMEZBETEHD,

#ERT VI E XD SRBLBRENO LT, LR
IR BB HH T BB T H > 720 Table 31TRY
mBFRR, KBRSH»5TNMBFAZ2, BRARICHTS
EMOALH, BRECBL TS, kX CMD 28 K
DERTH- &M SN2,

Fig. 5 Laoratory findings

x10°/ml  WBC RBC
20 x10*

N §
10F
{ 300

1 1

Before During After Before  During  After

GOT & GPT

S-GOT — BUN
u . S-GPT;-r- mg/dl

\/

1 1
Before  During After Before  During After

@ 8, 0, 10, 11, ALFEMIN

WIh b5 RICHER YT 5 et H 2HTidh -
feds, CIBA N VF—JiIKMA, AFRSICLDLHROE
TN SEEE LIt atcdl, AAIO HRELEML:
Ve 7272L, FEH 10 BRABSNBERED I HARICT 1
B 2 @5, /kg/day RBOBEHTEED, BE
Tlid - 7-h8, MR E L7z, it Table 2 icRL7:
ML SEE L, |

=W 12, 13 (Table 2 BR)

5. NItER, HEREXRCRIITEE

RO REFEICT, mEN, B, MEL X5
Bieo @M LI bBboniib -1,

BIARETIZ 1 ¥ (EH 11) kBT GOT, GPT
MENEN 11 H S 51, 20 »5 125 & +R L1, CMD
DEBNENICEZOND, APEEY 5 Hlics -4
RAF R FEFIL 1 MOThERUETH 72, BAlics
WTid Fig 5 IERT &S ICHC RE ZBHIZ,

= x

1) feHATRieiEE T BHiAt 3 B, HFBEEFX
#licox CMD 1 g (15.4 mg/kg) %#EL, 30 4,
1 509, 2 R5R8, 6 BsRdomuchEs, BB, RpBE
BLU, ZOEUERITL, RO L EERER.

MATANATITTANY [C & hid, CEZ 500 mg 4 EHE
t#% 90~120 SMc V) BMrhEEIL 28.1 ug/ml, RRIBE
BB 124 46 wg/ml TH o700 CORBICKL,
bhbh OB EIIBETSH 548, 6 KEIERKIFS
Bz ote, i, BFEOWED 2R3 LEFRICPP
NIV ERED, X SIEALBLRHMBRIEET B,

2) EER#RET

Table 2 iC/RL 7 IBAEHBTEL 3 4, X5 25,
ScHLOFFES's tumor DS DRI 2 #, RUEHIRSES 4 £,
MMM 2 Flico& CMD DBEBRETE-7. BB
RIEFEELTIIEY 2 7, ©PE 1 #, £2°T
RERROSHMSH D, LPEY 1 f, &EH 1 A
ScHLOFFER'S tumor DFEFITIZEH, POAEHE 15,
ICEBE T2 3 Fl, skibEs 1 8 2 BRSH
3%, RRMEEEL T, &5 B% & 1 GOK
24187, BIFIZ 13 Fich 6 FITH -7

3) REHBECHT LSRN EREL LTA
W, AW, EH G, BOEY ks, KBAS
NAREME DI, FH4ER~ OE-7ERR
KB L T B ICRPPERD DEBRATEY, #E
DREZYEL, BROBFEEZE SMKL THEL

4 EMFREBEbh3b0L LT GOT, GPT LR
1 PlERDILAERT~E SDORLB, AREED S
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cephalosporins aginst aerobic and anaerobic bacteria.
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STUDIES ON CEF AMANDOLE IN THE SURGICAL FIELD

YosHINARI YAMADA and TOSHIAKI SAITO
Department Of Surgery, Kawasaki Municipal Hospital

Brief summaries of our studies on cefamandole, a new semisynthetic cephalosporin, were given as fol-
lows.

1) 6 hour's absorption and excretion profiles of 1 g (15.4 mg/kg) iv of CMD were determined in a
case with choledocholithiasis, presenting normal liver function, who had underwent cholecystectomy and cho-
ledochotomy 3 weeks prior to this study. Every samples were obtained at 30 min., 1, 2, 4, 6 hours after
dosing. The samples were prepared in frozen condition immediately. ‘

The bile was sampled from Burau’s drain with a 10¥ Forey’s indwelling catheter, which was put in
proximal portion of common bile duct through the T-tube under the fluoroscopic guidance. The administra-
tion of cefamandole by iv yielded 63.8 mg/ml of cefamandole in serum, at 30 min. but these concentration
fell rapidly thereafter.

The highest concentration of 144.9 wpg/ml in bile was observed at 2 hours after administration of the
drug. The biliary recovery of the drug within 2 hours was only 0.37%, and remained 5,080 »g(0.51% of the
dose) during 6 hours. ‘

Urinary recovery within 6 hours was 98% of the dose.”

2) Therapeutic outcome of cefamandole therapy was studied in 13 patients (cholecystitis: 3, carbuncle;
2, abscess with ScuLOPFE’s tumor: 2, periproctal abscess: 4, localized peritonitis: 2). Clinical response was
good or fair in 10 cases.

3) Adverse effect was not shown clinically, but in one case S-GOT and S-GPT elevated after admini-
stration of cefamandole for 7 days. Results of CooMss’ test were all negative in 5 cases including the case
mentioned above.



