VOL. 27 8-5

CHEMOTHERAPY

Cefamandole i€ /A T 2 i B IR 22

Lt H R K X KR-F MK WX R K
£ F ool B K A B oM E-db K K
HORE AR A —

S

¥4t A% Cephalosporin #|Td 2 Cefamandole IC 2\ THTOMIEITIEV, UTORME L
720

il : Escherichia coli, Klebsiella pneumoniae % 50 tkicxtd 2 Cefamandole d4iBiAid,
Escherichia coli 0,.39~100< pg/ml {C4}iL, peak (1 0.78 ug/ml, Klebsiella pneumoniae 0.78~
100< pg/ml T4} L, peak (3 1.56 ug/ml TH 7o AKID Escherichia coli icxd 2 BN
Cephalothin, Cefazolin & )3 <41, Klebsiella pneumoniace 12343 54713 Cefazolin & (ZiX[F)
HETHo1

Mmrhi8ps - Rehdkitt : /R AT Cefamandole 1,000 mg % #EH 5 DIRMELI-SVD BF
myEsi, FHE 5 A% T 149.33+£9.29 pg/ml, MHiE 1 KK T 46.33+8.22 pg/ml T, M
EREMIZE £ 0.61, 0.98 MRITH - 72, Cefamandole D Rrh~DHMIZBRIFT, B¥IID 2
NE Tic, MR 77.9%, fhikwE 55.8% HsfRipicHEMt & h, 6 Wi TORPIOURRIZENE
N 91.8%, 85.3% Th -7t FHEIEBREBIFIT B 2 Mrp Y5012, creatinine clearance 58.0
ml/min. XU 3.8 ml/min. OEHRT, Fheh 1.18 151, 5.75 ML ML 720

FGPRERER © AMMEYEC NS, MMAEMZZE 1 6, REESYE 10 o3t 12 4ilic Cefaman-
dole ZMERIL, A% 7 #l, Mxh 4 4, HERE 1 Ploskiz L. 154, 1 BHRE&HIZ1.0~6.0
g T 2~3[ANCABIL THEE LUt BIFEME LTI 1 PlCTZEAEBD M, Foficiz & ITEAL
HDITEDIL - 12,
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Cefamandole |3 1972 4F, M Eli Lilly $#: ChZt & -7E
41 A%t Ccephalosporin #| T& 5, A&#|I3E%k D Cephalosporin
MEHB LT B-lactamase ICIKPIMEETTL, TiEHOM®EE
$Uil spectrum DILAZHEHE LTV 5,

4[], Cefamandole DHiEdA, MmAPMEE, MRt K
BRI L IOV TRIEETIL 572D T, UTF2ORMEBRET
-

(m #®&Eh

1. RAEHi*
B4t Escherichia coli (E. coli), Klebsiella pne-

umoniae (K. pneumoniae) 4 50 ¥k, Serratia marces-
cens (S. marcescens) 8 ki3 % Cefamandole (CMD)
DN % B AR{CEIRIEF SBERICHED, ERTmRE
TRIEL 720 T34 5, CMD 100 ug/ml 5> 5 0.2ug/ml
FTO 2 EHRBEFIC/ERL 2 pH 7.2 @ heart
infusion agar {¢, bouillon 1 WIEREK L LU ZD
100 fERRERD 1 A4¢H (A% 1 mm) Z{ERL,
37°C, 20 REMEE, KEVSTRICHREMLS hro@
B4 b - TRNEEILBE (MIC) &L 71,

[FIgic Cephalothin (CET), Cephaloridine (CER),
Cephalexin (CEX), Cefazolin (CEZ) izxtd % &Z:
bHHeETAEL, CMD o&h & il 72,

Table 1 Susceptibility of E. coli to Cefamandole (50 strains)
MIC (ug/ml) | 0.2 0.39 0.78 1.56 3.13 6.25 125 25 S50 100
Cefamandole 5 18 11 9 3 2 1 1
CER 3 19 13 4 4 4 3
CET 2 11 18 12 3 2 2
CEZ 9 22 6 5 2 3 1 2
CEX 2 17 14 9 2 1 5

Inoculum size 100 x
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2. Rk

E. coli 50 ko> CMD icsttd 3 &%k 43413 Table
L, Fig. 1, 2 0L &b T, JFUIERN 0.78~100< pg/
ml iZ5iiL, peak {3 6.25ug/ml Tdh - 720 100 {575
BRI T 0.39~100< ng/ml ic31ii L, peak it
0.78 pg/ml T, 50 #krh 46 Bk (92%) (2 6.25 ug/ml
TR U TOME TREMMILShi, ARlD E.
coli T4 24BN 2 f5MRRIIT CEZ kv 1 B
[, CET, CER, CEX k¥ 2~3 By 3 ¢ T,

K. pneumoniae 50 ko> CMD b4 2 &S24 i id
Table 2, Fig. 3,4 O &0 T, FIMHEAN3.13~100<

Fig. 1 Susceptibility of E. coli to Cefamandole
—50 strains—
No. of strains
or 1x
~— 100x
20}

10r

-
Lz, ! 1 1

0.2 0.39 0.78 1.56 3.13 6.25 12.5 25

50 100s
MIC (ug/ml)

Fg. 2 Susceptibility of E.coli to Cefamandole
—50 strains—

No. of strains

Cefamandole

pg/ml IT537i L, peak i3 6.25 pg/ml TH -7 100
(ST BUA M IERIMC T 0.78~100< pg/ml ICATGL,
peak | 1.56 ug/ml icdh b, 50 #kdh 36 £k (72%) it
6.25 ug/ml g 7213 2 LI FOBE THE ML S i,
AHID K. pneumoniae icxd 2HiMN2 CEZ Li3iZ
|74, CET, CER, CEX kb 1~2 BREET<NT
2o

S. marcescens 8 ¥kd> CMD iCxid 2 I8ZH: ik
Fig. 5 D& ¢, fhd Cephalosporin #j & RI#kiC 8 ¥k

Fig. 3 Susceptibility of Klebsiella pneumoniae
to Cefamandole

—50 strains—
No. of strains _____ 1x
30r — 100x
20+

10F

0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100s
MIC (ug/ml)

Fig. 4 Susceptibilitiy of Klebssella pneumoniae
to Cefamandole
—50strains—

No. of strains

CEZ

Cefamandole
30 30} CET
Inoculum suze
101 100x 10+ Inoculum suze
100x
0.2 0.39 0.78 1.5 8.136.25 12.5 25 50 10< 0.2 0.39 0.78 1.5 3.13 6.25 125 25 50 100S
MIC (ug/ml) MIC (ug/ml)
Table 2 Susceptibility of Klebsiella pneumoniae to Cefamandole (50 strains)
MIC (ug/ml) | 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100<
Cefamandole 4 20 5 7 2 5 1 6
CER 14 13 3 S 4 11
CET 5 20 3 5 6 2 9
CEZ 4 24 8 2 3 2 1 6
CEX 21 11 6 3 3 6

Inoculum size 100 x
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Ed 100< pg/ml THo 7,
E. coli, K. pneumaniae ic>\vT, CMD & CET,
CEZ LORSZUAMEZ A/ KM Fig. 6, TOL XD T

Fig. 5 Susceptibility of Serratia marcescens to
Cefamandole

—8 strains—

No. of strains

6F Inoculum size 100X

1 L

0.2 0.39 0.78 1.56 3.13 6.25 12
MIC (ug/ml)

$3. E. coli it T, CET, CEZ it 25 ug/ml PLL
@ MIC %5R3BkkiC bARIZ 6.25 ug/ml LT THE
M U2e K. pneumoniae it Tid, CET, CEZ
ic 100< pg/ml @ MIC %7R4 BIkicA#| & 100s g/
ml ERRHEO M E Sl ds, HiCid 12,5 ug/ml
UToMETREMIEX 0Bk shio,

(H) ehiRAEsE BT (SR

1. EHE

RERURA 3 ZicARK| 1,000 mg % 1 Ff2E (AL
#ik 5 mlICiEMRL, MRIE) i 304, 1, 2, 4, 6 B
KUME (20% 7 F ohiH 20 mliciERL, # 3 50
THE) % 5,15, 30 43, 1, 2, 4, 6 BRlicEhENiR
ML, oiikzimpBBEREICHL .

MmrhBERE & RRIC, A 1,000 mg ZHEDH D

Fig. 6 Correlogram between Cefamandole and CET or CEZ

—E.coli 50 strains—

He/ml
2100 r
25+ -
. L L
$6.25) - - <
E - ug e . - "
E
S 156 8 3 - . -
Q
- “w@mr - ®or - .
0.39 L - L
1 1 1 1 1 1 1 1 1 J L L .l 1 1 1 1 1 1 J
0.39 1.5 6.25 25 100= 0.39 1.56 6.25 25 100s
CET kg/ml CEZ #e/ml
Fig. 7 Correlogram between Cefamandole and CET or CEZ
—Klebsiella pneumoniae 50 strains—
#g/ml
21001 r A
251 r “
. L L
S 6.251 - r =
=
e I il I "
< 156+ ] - L - -
U - .. . - ..
0.39 r
L L
1 L 1 1 A 1 1 1 1 J 1 1 1 1 1 1 1 1 1 J
0.39 1.56 6.25 25 100= 0.39 1.56 6.25 25 100<

CET

pg/ml

1
CEZ #e/m



170

IR ESR O~1 W51, 1~2 051, 2~4 15N B LU 4~
6 WD ZRICDOTRNBEZUEL, < hUCKR§IY
WD BRI e L TIR PRIt 2 I U, AT B & D Mot
S 6 M E TORPEINRERD . 7038, IKdRE
Wiz MR %E pH 7.2 0Bikilik (PBS) T
30~50 fEic ML THIEL 720

DUVT, probenecid ¢ CMD ol e, bRkt
ICE KT R ERIT 5 HINT, #EKAIC probe-
necid 500 mg Wit 30 4 ikic A 500 mg ZMikL,
VAU 1R & R U W54 T b g, Kb oe 2
%EL, probenecid JEPFRINGD £ & LKL 720
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&SI, MvEARAY kDM A2 B (creatini-
ne clearance 53.0, 3.8 ml/min.) ic CMD 1,000 mg
ik 30 2, 1, 2, 4,6, 12 i1 F TO M REE L BIE
U, ErcimEite 6 w5l Tomp e, Kpalils &
R 1o

&MpERs it Bacillus subtilis ATCC 6633 Wkt
&2 M cup IETH a0, M S ICI2 Moni-
Trol %% standard curve %, K @EHFICIE
pH 7.2 PBS ## standard curve 2#AIL 7z,

2. Ak

(1) EMEADOMPRE, KRPHEit

Table 3  Serum levels of Cefamandole
Healthy volunteers (n = 3), cross over
Serum levels (ug/ml) Half life
Dose Case | Age, Sex, B.W. 12 17 172 1 3 7y 5 (hrs.)
MK.| 37 M 68kg 140 96 594 345 11.7 094 0.23 0.58
1,000mg | S.M. | 38 M 63.5kg || 146 96 40.0 27.0 6.8 1.6 024 0.65
LV. Y.T.| 34 M 58kg 162 96 38 22.0 6.4 0.7 0.23 0.61
149.33 96.67 54.83 2783 8.30 1.08 0.23 0.61
Mean + S.D. £929 £094 $9.70 £5.14 £2.41 20.38 £0.01 | *0.03
MK.| 37 M 68kg / 240 37.0 24 13.1 49 1.0 1.13
1,000mg | SM. | 38 M 63.5kg / 49.0 570 265 14.0 41 0.8 0.95
L M. YT | 34 M 58kg / 440 450 250 125 30 0.5 0.87
39.00 46.33 25.17 13.20 4.00 0.83 0.98
Mean + S.D. /' +1080 +822 103 :0.62 +0.78 £0.29 | £0.11

Fig. 8 Serum levels of Cefamandole
Healthy adults(n=3)
1,000mg I.M. & LV.(cross over)

Half-life
o—o I.M. 0.99 hrs.
— IL.V. 0.62 hrs.

Serum

levels

1 L 1 N
¥ 1 2 4

Time after injection

iR A 3 Zic CMD 1,000 mg % 1 @fHESH 2L
RBEL oSO oMb BEH#HER T Table 3, Fig. 80k
¥OTH5,

CMD 1,000 mg Wtk mhi#pEiz 3 24T 15
43 39.00+10.80, 30 4> peak fif 46.33+8.22 ug/
mlGEL, UgHEN T H00IcET L, 1 RR9(#25.17
+1.03, 4 B5ifE 4.00+0.78, 6 B§RfH 0.83+0.29g
/ml &7 572, 2D X0 (T1/2) i3 0.98
+0.11 BRI TH 570 1T, A 1,000 mg #HiE
homb#EEid 5 52 149.33+9.29 ug/ml iTiEL,
Pl#k 0.61+0.03 B T1/2 26> TTHOMIKET
U, 1 B§h0fE 27.83+5.14, 4 p%R(H 1.08+0.38, 6 B
HME 0.23+0.01 wg/ml &78 5720

CMD 1,000 mg Bi¥d 2 i3 pE®oRbEE, K
rh(aXEeiz Table 4, Fig. 9 ® & Y T &2, CMD
1,000mg 5 x4 D R WEE 13 0~1 B3RIR10,150~4, 300
pg/ml, 1~2 BRRM B HE L, 10,550~3,600 pg/ml,
2~4 B5RR 4,600~835 ug/ml, 4~6 BHRIR 3,050~
330 pg/ml DRAPBEMNZ Sh, 6 #ERIE ToRehEIX
i3 T4.3~93.1% THo7o TOX 2 BRIF TiT



VOL. 27 8'5 CHEMOTHERAPY 171

Table 4  Urinary excretion of Cefamandole
Healthy volunteers (n = 3), cross over

0~1 1~2 2~4 4~6 0~ 6 hrs.

Urinary | Urinary | Urinary | Urinary | Urinary | Urinary | Urinary | Urinary | Usinary | Recovery
conc. | recovery| conc. [recovery| conc. recovery | conc. |recovery |recovery| rate

(ug/ml) | (mg) | (ug/mD) | (mg) |(ug/mD) | (mg) |@p/ml) | (mg) | (mg) | (%)
M.K.[12,500 | 5125 | 4,700 | 169.2 | 3,500 120 150 9.6 | 9013 | 90.1

Doie Cise

1,000 mg S.M. | 18,800 | 676.8 | 5,400 | 151.2 | 1,750 103.3 420 235 | 9548 | 95.5

LV. ty.1.| 8750 | s07.5 | 7,000 | 322.0 600 59.4 115 9.0 | 897.9 | 89.8

Mean [ 13,350 | 565.6 | 5,700 - | 214.13| 1,970 124.231 283 14.03| 918 91.8
+S.D.|%4,146.7| 278.66 | £ 962.6| $76.63 |+1,169.8 $63.24| $136.3| £6.70( £26.06| 12.61

M.K.| 4,300 | 232.2 | 9,000 | 252.0 | 4,600 266.8 | 3,050 1342 | 885.2 | 88.2

1,000 mg S. M. | 10,150 | 335 10,550 | 253.2 835 46.8 | 1,380 107.6 | 7426 | 74.3

IM- lv.T. | 6700 | 3216 | 3,600 | 2376 | 1800 | 2988 | 330 | 726 | 9306 | 9.1

Mean | 7,050 | 296.27 | 7,716 | 247.6 | 2,411.7 204.13| 1,586.7 | 1048 | 852.8 | 85.3
+8.D.|$2,401.0 +45.6322,978.9| +7.09|:1,596.7 |+1,120 $+1,120.0 | £25.23| ¢80.10| :+8.0

F1g 9 Urinary excretion of Cefamandole
Healthy adults(n=3)
1,000mg IM. & LV.(cross over)

pg/ml
20,000( 5 100%
Urine
levels [
Cumulative
recovery
15,000
. Recovery
r F rate
ool 4 — v s %
! ----- LLM. 85.3%
1 /
b
/I
(Rl 1} I
i
50001 [1 / l
- }/ r
/
/ i
/ i
/ | i
0 1 2 4 6 hrs.

Time after injection .



172 CHEMOTHERAPY JUNE 1979
Table §  Serum levels of Cefamandole
500 mg, I. M., cross over
Case Serum levels in hours (ug/ml)
(Age, Sex) 12 1 2 7 % T1/2 (Hrs)
Without
H.O. probenecid 23.0 13.0 5.2 0.5 0.1 0.7
(50, M) With
probenecid 25.7 19.0 8.6 3.6 0.6 1.1

Fig. 10 Serum levels of Cefamandole
500 mg LM. crossover

Kg/ml
251

o8
=
T

Serum levels
—
o
T

101

Without probenecid

With probenecid

1

It

h s

% 1

2

4

Time after injection

i3 48.0~58.8% MfRipicHEM & hizce W oI2H, A
1,000 mg #HE®RORDEEIX 0~1 KERTRLE
{, 12,500~8,750 pg/ml iciEL, Likd 1~2 KRR
7,000~4,700 pg/ml, 2~4 E5RAFR 3,500~600 pg/ml, 4
~6 BERIR 420~115 pg/ml DRGBEEHZ Sh, 6B
R CoRBENNEIT 89.8~95.5% TH o710 LD,
E 2 B0 F CIERED 77.9% MRdicHEtt < h,

AFIDRDEM D x HDTRIFEC EMRE NI

6 hrs.

Fig. 11 Urinary

350+

150

Urinary recovery

50 -

excretion of Cefamandole
500 mg L.M. cross over

Without probenecid

With probenecid

%

M |,

2~4

4~6 hrs.

Time after injection

Table 6  Urinary excretion of Cefamandole
500 mg, I. M., cross over
Case Urinary excretion in hours Total recovery
(Age, Sex) 0~2 2~4 4~6 0~6
Without 370 mg 37.8 4.3 82.5
Ho. probenecid 74.0% 0.9 S %
(50, M) With 2352 mg 60.2 239
probenecid 47.0% 12.0 48 638 %

juddred aanvnwny
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Table 7  Serum levels of Cefamandole in patients with chronic renal failure

1,000 mg, L.V,
Serum levels (ug/ml)
'Y T Hrs.
Case | Age, Sex, B Cer 2 N 3 P 2 1/2 (Hrs.)
M.Y. 42 M 53 58 ml/min. 98.0 75.0 25 1.7 0.1 1.18
M. L 36 M 71 3.8 ml/min, 120 90 75.0 47.0 29.0 5.76
Table 8  Urinary excretion of Cefamandole in patients with chronic renal failure
1,000 mg, L.V.
0~2 2~4 4~6 0~ 6 hrs.
Case Cer Urinary | Urinary | Urinary | Urinary | Urinary | Urinary | Urinary | Recovery
conc. recovery | conc. recovery | conc. | recovery | recovery rate
(ug/ml) (mg) [ (ug/ml) (mg) | (ug/ml) | (mg) (mg) (%)
M. Y.| 58 ml/min. 6,000 384 2,500 160 460 96 613.0 61.3
M.1 | 3.8 ml/min. 382 535 72 114 56 8.1 73 7.3
(2) Probenecid MMARE, RpHEHADOEE E1:0 02X g Al

CMD 500 mg #5ER] 30 4>ic probenecid 500 mg
BOERALSOoMmpBE#KIE Table 5 Fig. 10 i<
RTEBDTHB,

Probenecid #ffEEsd CMD pfhi@gri, ik 30
4l 25.7 ug/ml T, probenecid FEGFRIED 23.0 ug/
mliclhUTEEERL, TI/260E T L1 M, %4
< 0.7 Bf3& probenecid fEFiIck h T1/2 DEEHS

Fig. 12 Serum levels of Cefamandole
1,000 mg LV.

Half-life
pg/ml| 4 4—a Cer= 3.8 ml/min. 5.76 hrs.
o——0 Cer=53.0 + 118
100 Y, o—— Normals (n=3) 0.62 +#

Serum levels
—t
o
T

—

(S 1 J

X1 2 4 6 12 hrs.

Time after injection

D EOD R &, RpEIRERIE Table 6, Fig.
11 D& BYTH%, Probenecid fEHIFD 0~2 KRR
D RpHEM R 235.2 mg (47.0%) T, probenecid
FOrARED 370 mg (74%) X DIEMEZRL, 6 BRZ
TORPENES 63.8% T, FEHAED 82.5% icl
SNERTH - 100 & S ICKHIBHESR 0~2 BEITOR
hERBOEEMNERTH D, 2 KELUERT L AEH
ZRTIEEMED Shio

(3) WHEERTEZOMPIRE, Rpikt

Creatinine clearance (Cer) #% 58.0 ml/min. 1k
U 3.8 ml/min. OWEHMEREELH 2 £ic CMD 1,000
mg FHEL -3 D ifnrh#EEHERIE Table 7, Fig. 12 @
EBDTH%,

Cer 58.0 ml/min. OWHHERELRFTIZ 30 AME
98.0 ug/ml, 1 WM 75 pg/ml, £ D %D M BEEHER
SBREAD T NICHBL TRAICET L, 12 ¥RI%iciR
0.1pg/ml E7557:0 C2DELD T1/213 1.18 BRI T
Hoto V21D, Cer 3.8 ml/min. DBERLEBEETIT
30 43l 120 pg/ml EFfE%RL, 1 BRHME 90 wg/ml,
12 BRMAET & 29.0 wg/ml OEOIMAPIBEEDZ St
ZDXWD T1/2 1% 5.76 BRI EWBERE DI,

Cer 58.0 ml/min. ®BEE TORMPEEIT 0~2 B[
[R 6,000 pg/ml, 2~4 BERASR 2,500 ug/ml, 4~6 B5RS
R 460 pg/ml T, 6 BRI CORMEIREIZ 61.3%
Hoto 1, Cer 3.8ml/min. OB REBEECOZH
it 0~2 B5RiIR 382 pg/ml, 2~4 BERSER 72 pg/ml, 4~
6 I5RAIR 56 png/ml LIRPEEFIZEL, 6 K5I COR
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Fig. 13 Urinary excretion of Cefamandole

IPAIR & H 3 T7.3% ICT ¥1EMh 10

1,000 mg LV.
(V) 6K R K
Recovery
rate 1 ”
pg/ml Normals (n=3) 91.8% % ) R
20,000 —-— Cer=53.0 ml/min, 61.3% 7100 T TR M BIRE E D 5 b TAATEHIEINEL MIZE
----- Cer=38 »  17.3% (SBE), flBtLMizes 1 4, IREMRGWE 10 4 Catkb
Bse 1 41, debkppptse 5 4, AiLMEMg 2 4, &
YU &) ST U A 78 b » 7o WERIRHE 2 #) it
« 15,000 o 12 4lic CMD £HAIL 2o 4E4roiil2 21~T6 F T,
§ BRI S 3 B, Stk 9 BITH 7
g § 2. ERAAFERSUICERR
5 ® CMD RN & LTHEIC X D178, —IBEE
/ 3 B CEEY) 4, 5, 8) TIRIFEMML 220 1 NAEMEIZ 1.0
10,000 yd 19§  ~6.0gT 10 2~3 MIcHuEMALL. tEH AL
7 REOWLBICE H 1 BT 2 0 #MEDILL 7E 1]
7 LU SBE o7zt 69 ARIMEAL AN 9 £DZL
- T, fhi3 5~22 ARITH 70
5,000 /1 3. Rk
/ ARSI, CMD 4671 3 B BLAIC F1 st
/ = RAOBBEDRD SNz bDAEES, 4~T7 B LAD &
2R IR I B e 1 D% EHEL, CMD DERICK > ThE - /o WHEH
s i ey BoNEND, BMELI ORI EHEL 1o
0 2 4 6 brs KEPICHT 5 CMD OEK R Table 9 ITRY
Time after injection LBDTHD. MEHEMZD 1 BRI T - 7253,
Table 10  Laboratory findings before and after Cefamandole administration
No. | Case RBC Hb Plat. GOT GPT Al-P BUN S-Cr
) (x10*) | (g/d) [ (x10*) | (U/m) [ (U/ml) | (B-L) | (mg/d}) | (mg/d])
11T.T Before 363 11.9 40.7 22 21 24 18.6 1.0
* 5| After 385 12.2 319 28 20 2.1 14.0 1.0
2 | MK Before 455 14.1 25.6 15 11 1.4 8.8 0.6
| After 444 13.9 224 26 23 1.6 10.0 0.8
3 |s.0 Before 343 11.8 22.8 18 30 1.5 14.2 0.6
I After 332 11.1 31.0 25 23 1.7 13.0 0.6
4 | KN Before 421 13.0 30.2 14 9 2.3 14.7 0.9
o After 383 11.6 329 16 8 2.0 13.6 0.8
5 | Ms Before 492 14.7 41.8 17 23 3.3 13.2 0.5
- After 462 144 41.9 14 12 2.2 15.0 0.6
6 | YN Before 240 7.4 11.8 11 8 0.7 13.0 0.5
o After 307 9.8 124 19 11 0.7 17.1 0.6
7 | 1H Before 420 12.6 17.0 44 68 2.9 9.0 0.8
i After 420 12.1 24.0 20 26 24 12.4 0.7
8 | AM Before 243 6.3 12.8 22 18 2.3 67.7 8.4
y After 222 5.9 228 24 16 2.0 §7.0 4.3
9 MO Before 317 9.6 14.0 42 17 23.0 1.3
| After 424 12.6 24.0 19 12 19.0 1.2
10 | SF Before 372 11.6 45.6 20 15 1.9 16.2 0.4
o After 352 10.3 31.8 24 14 2.8 13.0 0.4
11 [ NK Before 503 14.3 19.7 14 11 2.0 24.9 1.2
A After 477 134 33.3 14 14 1.9 15.2 0.8
12 Imw Before 400 13.3 16.9 27 24 1.6 16.5 0.9
T After 418 13.5 214 15 18 1.4 13.8 0.9
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SBE T2 1 1 6.0 g ijilic kD AiRhDIiAEZ 120
JRIBIEHWE 10 I TIZSEDP»iz 1 AN MN] 2
kU7 1 Bl&prs, 1% 6 6, e 3 ploukkt%
Z 1

BIER & LTI 12 pip 1 45 GEW) 11) 1 CMD 4t
M1 NE»SEDIMNBEAIH, T ORED AKID
PULIZ X DGR U 22o EDMMUTIITER TR - S
Niith -1z CMD BIFSEHIC DT, AKIBHRICEH
i 3R IMBRY, hemoglobin fiif, M/IMI¥L, ¥
transaminase (GOT, GPT), BUN, ifmii¥ creatinine {i(
18 EDEWARIT L 72)k4ti3 Table 10 1L7R3T & B D
T, & ICARERNC & » TRISHATR U P FEWNITTEY
Y (RAGNPY A

vy %

1. \EH

CMD (3 B-lactamase iz&sEttD 1%, Streptococ-
cus faecalis %< gram BHREZR LY, <D
gram [EHEREICHMORRAERET 2 L 0bhTH
%o HIRSCHMANGY |ZEERSMEE E. coli DY MIC i1
4,43 pg/ml T, REREKD 84% 133.13 ug/ml TREH
1k&h, F1: K prneumoniae icxtd 2F¥H MIC i3
2.44 pg/ml T, 95% % 6.75 ug/ml LITF THREHH
IExhtctBELTH 3, EHESORBETS, E. coli
e 34A%|0 MIC @ peak (2 0.78 pg/ml ©, 50
¥k 46 ¥k (92%) (2 6.25 pg/ml LITF CREMMIEX
Ntco F1:, K pneumoniae x84 % MIC o peak i1
1.56ug/ml <, 50 #keh 26kk (52%) 12 6.25 ug/ml % 7:
BZhPATFCREMMIE X h, HirscHMaN”, Levison?
SORBEEIZZEASDOERMZ bNi, b Cephalos-
porin #| & O J#ETIZ, CMD o gram RHEEICH T
A4uHEAz, E. coli iciz CET, CER, CEZ L hd<¢h
THD, K pneumoniae iTi2 CEZ L 121ZR%ETH - 120

U1ch->C, HEHOED 513 CMD (2 gram [t
RRIRRGIEIC X4 U T BRI RE WL Z 2 bDE EX
%0

2. miRE, Rt

(1) REEAOMPRE, RPHE

Nev 5% ickhid, EIRAK CMD 1,000 mg
¥ 15 sytko mrh#iEEd 68~147 pg/ml, F f:fH7E 30
S0z 20 wg/ml T, T1/2 135K 0.45~1.2
B5RE, MhiEMF 1.0~1.5KTH %, F 7, ANDRIOLEY,
APpEL® 5 HIERMRAICAHK 1,000 mg#ixrso T1/2
12 0.57~0.98 BT, Neu® LREBEOMmMpDISEHK
THoteLBEL TS, FE S OB THRBRAIL
1,000 mg AFHES 2 VEBHEL e SV oRE P EE
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ikeEheh 46.3, 149.3 ug/ml TH, T1/2 bZh”

H 0,98, 0.6 MM, Neu®, AnprioLe® 5 L Ii2IZH%
DIEHTH - 120

F1z, Neu® jckhiZ, CMD o Redkiltiz 45 ph
T, BYID 2 W AED 59~69% AR HEHE
s1, 6 W5fF TORBENERIZH 0% LHELTL
Do KU OO T HAHA 1,000 mg ks LUMER
6 159 E TolRMPIRIZE heh 85.3, 91.8%THh
otte Lidd, BEIO 2 M5i1E Ticegh® h 55.8,
77.9% MEgucHilt&n, Nev? 5 ERBROB#ER
720 AFD RO BiFsc &1z, CMD 0B ) T
5 v Zfi{ (250 ml/min.)® %t CEZ (64 ml/min.)»® X
DA% <, CET (275 ml/min) D£hiziziz%lLic
LitHTZbDEEZ SN,

(2) Probenecid mmRE, RPHFHADEE

Probenecid PtAIc k2 CMD ot s peak {#i1
JEpFR DT (23.0 ug/ml) X DS (25.7 wg/ml)
%LU, T1/2 IEOFARE 0.7 Feilic L T, 1.1 B5Rg
LIEABDI. T1:, 6 B5ME ToRpEINERS G
FARED 82.5% ICHBIL THFAES 63.8% L{RE%RL
7:o NeU¥, MaDseEN” & §[RIHEIC probenecid DftH
Ic& O inhiBBED peak EH ERL, TI/2PERL, &
WP BEORRELEL T HAICRAALERELT
N3, zhoDk#kiz, CMD Bkt CEZ®,
Ceftezole® D zh LEMkIC, AREKBAL LU RAE
NWICEBHDTHE L% R %L THb, probene-
cid 1T & b RAIE TOL MY, competition i X b %]
ENBCLERTHDTH S,

U7ch$-> T, probenecid D8FAIREAMDE b
ROF#EEHEL T2 HAICIHES 5 HHEEEZ 5.

(3) WHEREREOMPIRE, RohdEf

Cephalosporin H|D kA B2 AP B LML TR
thicHiit S ha 720, zomhBeE, Rebfhiz Bigst
REDCEEICL D4 DHEBE L 3,

ZBSD Cer 53.0 XU Cer 3.8 ml/min. DStk
Mt BEIcAR 1,000 mg ZHEL VoMb
WEEIITRRBEEREOENICHKRL TEBEAE Y, T1/2
bENTH 1.18, 5.76 KRILEELAD T/, B
ikt 6 W) CoRBEIRES 61.3%, 7.3% LiEMH
Tdh-7

ANDRIOLEY % Cer 10~35 ml/min. &g BH4E
EEZETO T1/213 3.0+0.3 BT, BHREEEEZED
# 2.5 {ZICERL, Cer 10 ml/min. DI FOBRL2EE
Tozhi 8.84 BEERICERL - BEL TV 3,
%7z, Jacos® 5% Cer 5 ml/min. PUTFOBRLBEIC
A#| 1,000 mg #E, 1RR%OMbBERI 85.3+32
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pg/ml T, T1/2137.7£2.2K1TH -7 LiELTH
20 CNODOBAEREH SO E BRASTH -1,

U7cdi-> T, ARFZ SRR BEICEN T 2 S hic
2 RERE OIS U AR, SARIBOMR &
PBETHS, T, BRABFICANZHMT 2 &0
i, EREIC S ORIE TR, RIERTIBI L
D1 DITFENIERNNETH B,

3. EGFRRIAR

SBE, HIEEtEMi%D & 1 4, IRERIKHWE 10 flodiH 12
flic CMD 1 B 1.5~6.0 g AL, % 7 #l,
%h 4 B, MERRE 1 PlokbiEZ oo UMD % i
TR MR, BRKSORBREEALTHD, Tk
BRYETRERA 7 — 7 MERRIT, Thohietio
RRICIE 122 505, AIBEDRWERNTIIAR
OB E R Tco EESOBMTIRTREBRLET 1 0
2.0~4.0 g, REERYGYEICIZ 1 B 1.5~3.0 g DfEfAIZ
LORPEHERYIEBZ SNDBbDEEZ N5,
BIERELTIE 12 fich 1 BUCREZRERL 1255,
fhic EAZBITERIZAD Shiid >, Cephalosporin
FOMERKIC, MK transaminase, BUN @ - B & D
BELHLH, SEHD 12 ORI TRIIhSDREIR
Db olidote UL, FRDBIERIC2WTRS
BESRBEBICOOTIEIIRINKEEEZ 5,
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A CLINICAL STUDY ON CEFAMANDOLE

Y asusHt Uepa, Fumio MATsUMOTO, ATSUSHI SAITO, MAsAHISA OHMORI,
Konya SHiBA, TAKEHISA YAMAJI, HIRONOBU IHARA, TosHio Hojo
The Second Department of Internal Medicine, Jikei University School of Medicine

Antibacterial activity, blood levels, urinary excretion and clinical efficacy of cefamandole were exami-
ned and the following results were obtained.

1. Antibacterial activity

MIC of clinically isolated E. coli was within the range of 0.39~100= xg/ml with its peak at 0,78 g/
ml. Growth of 46 out of 50 strains (92%) was inhibited at 6.25 ug/ml or less.

MIC of Klebsiella pneumoniae was within the range of 0,78~100= ug/ml with its peak at 1.56 ug/ml.
Growth of 26 out of 50 strains (52%) was inhibited at 6.25 pg/ml or less.

The antibacterial activity of cefamandole against E. coli was superior to that of cephalothin and cefazo-
lin and its antibacterial activity against Klebsiella pneumoniae was almost equal to that of cefazolin.

2. Blcod levels and urinary excretion

After an iv. administration of 1,000 mg of cefamandole to healthy adults, the blood level reached
149.33 ug/mlin 5 minutes, declined thereafter with a half-life of 0.61 hours and was 0.23 .g/ml at 6 hours.

After an im. administration of 1,000 mg, the blood level reached 46.33 ug/ml in 1 hour, declined
thereafter with a half-life of 0.98 hours and was 0.83 xg/ml at 6 hours.

About 70% of the administered dose was excreted into the urine in the first 2 hours. Urinary recovery
rate in 6 hours was 91.8% after an i.v. administration and 85.3% after an i. m. administration. The half-
life of cefamandole in patients with impaired renal function was 1.18 and 5.75 hours in those with creati-
nine clearance of 58.0 ml/min and 3.8 ml/min, respectively.

3. Clinical results

Cefamandole was administered at a daily dose of 1 to 6 either by i. v. drip infusion or i. m. injection to
12 patients, i.e., one each with subacute bacterial endocarditis and bacterial pneumonia and 10 with urinary
tract infections. The therapy was effective in 7, ineffective in 4 and unevaluable in 1.

As adverse reaction, skin rash was observed in one patient, but no other serious reactions were observed.



