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Table 1. Clinical efficacy of cefclidin on biliary tract infection

Cefclidin Isolated organisms
Case Diagnosis daily dose MIC against cefclidin  Clinical Adverse
Previous treatment duration (106 cells/ml (ug/ml)] effect reaction
total doses bacteriological effect
1. M. T. 65 Subacute cholecysto-cholangitis with  1gx2 E. coli(+) — (—) good none
female  cholecysto-choledocholithiasis 19days (ERCP bile)
53.0kg cefotaxime 2g for 15 days 37g eradicated
2. M.H. 28 Acute cholecystitis with 1g X2 No growth (duodenal juice) good none
male cholecystolithiasis 7days unknown
60.5kg cefotiam 4g for 4 days l4g
cefmenoxime 2g to 4g for 20 days
3. S.A. 65 Acute cholangitis with postoperative  1gx2 A. calcoaceticus (#) — (—)  good none
female  bile fistula after choledocholithiasis  7days MIC 1.56 ug/ml
53.0kg salbactan/cefoperazone 4g and l4g P.maltophilia (4) — (=)
fosfomycin 2g for 28 days, MIC 3.13ug/ml
cefoperazone 4g for 17 days, (drained bile)
cefotiam 4g for 30 days, eradicated
4. S.A. 53 Subacute cholecystitis with 1lgx2 NT—no growth good none
male cholecystolithiasis 6days unknown
76.5kg sulbactam/cefoperazone 2g and 12¢g

cefoperazone 2g for 28 days,

NT : not tested

Table 2. Clinical efficacy of cefclidin on peritonitis

cefclidin Isolated organisms
Case Diagnosis daily dose MIC against cefclidin Clinical Adverse
Complications duration (106 cells/ml (ug/ml)] effect reaction
total doses bacteriological effect
5 Y.M. 64 Acute localized peritonitis with 1gx2 E. coli(+) — (—) good none
female  appendicitis i.v.d. 4 days eradicated
44.5kg 8g
6. Y.D. 16 Acute localized peritonitis with 1g X2 P. aeruginosa (#) — (—) good none
male phlegmonus appendicitis iv.d.5days MIC 0.39 ug/ml
58.0kg 10g K. pneumoniae (#) — (—)
MIC 0.1 ug/ml
P. mirabilis () — (—)
MIC 0.2 xg/ml

E. coli (#) — (—)
MIC 0.1 xg/ml

eradicated
7. FY. 19 Acute localized peritonitis with 1gx2 P.aeruginosa (#) — (—) good none
female  phlegmonous appendicitis iv.d. 7days MIC 0.39 ug/ml
55.0kg  diabetes mellitus l4g E. coli (#) — (—)
MIC 0.1 xg/ml
eradicated

mg/day#% 9 BRI L 72, BWERIRESH N LD - 12AR78HLN 4 BEEZFERIFERL ZIBTABEZRAEL
2%, 8 A22BYE & ) GPTIEA*CFCL# 58122k 1 44 12h%, FNEFN32.5, 26.2, 32.18 L U31 . 4ug/mlnig
EERL 72, AEEDBIEIZTEIZHRL VDS, ik E %1872, CFCLIG#% 5 HEIC TE.coliidlg@E I N2
BERICBRRL, BEALH), FH EITBRL VL »%, B.fragilisi3 A L2 L 72, SERIZRR0mA
EZ T3, L7z CCFCLIARIZ AR & HIE L 7245, HERAFS
FEFI10. BBFN634E 7 A 5 H, YIRTHENEREICT n72H12B8108ICYIBI 2 AL 72,
SRERBICATILM£E%T 5, 11H24BRERA % fEBIL4. FR 241 A238, 4L 7RI TERAHET,
RLARHC AR T 5. 128 5 BAIFIABEICIBEL KR IBIIEEHNIC TRIES N, EHERL Y 140cmaH i &
LERIBEIR % H4T T 5. IR OEZEIC L) hEROE. N A TR IC A TSR & % D, /NE310cm, KigA
coli (MIC 0.05¢g/ml),Bacteroides fragilis(MIC 25.0 I * 4T 7. 2 B9 B X V%2 %L, piper-
ug/ml) D 2ENE I L IRARG L WAL 72, acillin (PIPC), imipenem/cilastatin (IPM/CS) % f# F
CFCLIZ 1 [|2g,1 H 2 B & Eic L V5L 7, LTwizd', 282281 Bk, CFCL2g% 1
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Table 3. Clinical efficacy of cefclidin on other infectious diseases
Diagnosis cefclidin Isolated organisms
Case Operation daily dose MIC against cefclidin -~ Clinical ~ Adverse
Complication duration [106 cells/ml (ug/ml)] effect reaction
Previous treatment total doses bacteriological effect
8 T.N. 65 Acute appendicitis 1gx1 NT excellent none
female  outpatient i.v.3 days unknown
55.0kg no operation 3g
9. KH. 44 Subcutaneous abscess of abdominal 1gx2 K. oxytoca (#) — (—) good none
male wall iv.d.16 day MIC 0.1 ug/ml
76.0kg diverticulitis of colon ascendens 32g C. freundii (#) — (—)
no operation (dexamethasone MIC 0.05 ug/ml
3.3mg for 9 days) eradicated
10. K.I. 76 Periproctal abscess with advanced — 2gx2 E. coli (#) — () good none
male rectal cancer i.v.d.9 day MIC 0.05 ug/ml
49.0kg diabetes mellitus 36g B. fragilis (#) — (+)
cefaclor 750mg for 10 days MIC 25.0 ug/ml
decreased
11. Y.L 69 Periproctal, perirectal abscess with 1gx2 E. faecalis (#) — (=) good none
male recurrence of rectal cancer and 25 days MIC 100ug/ml
45.0kg bilateral metastatic lung cancer 50g B. thetaiotaomicron (#) — (—)
cefotiam 4g for 8 days, latamoxef MIC>100ug/ml
4g for 6 days, cefotiam 4g eradicated
and carumonam 2g for 26 days
12. SST. 77 Postoperative abdominal wound 1gx2 S. aureus (#) — (+) good none
male infection, advanced gastric cancer, 7 day B-lactamase H (+)
57.5kg (total gastrectomy, splenectomy 2g X2 MIC>100xg/ml
with tail of pancreas removed), 12days E. faecalils(#) — (+)
esophago-jejunal fistula 62g B-lactamase H (+)
latamoxef 4g for 8 days, cefotiam and MIC 100ug/ml
carumonam 2g for 6 days, meropenem decreased
1g for 15 days
13. H.T. 81 Postoperative abdominal wound 1g %2 E. faecalis (#) — (—) good none
female infection panperitonitis with intestinal 8 day MIC>100ug/ml
37.0kg obstruction due to incarceration of 16g E. aerogenes (#) — (—)
right femoral hernia diabetes mellitus MIC>100ug/ml
minocycline 200 mg for 10 days, appeared after cefclidin
latamoxef 4g for 8 days, flomoxef treatment S. marcescens(#)
2g for 11 days, cefoperzone 4g for MIC>100xg/ml
6 days and cefmetazole 4g for 8 days exchanged
14. F.Y. 77 Postoperative pneumonia due to 2g X2 a-Streptococcus (#) — (+) good none
female acute panperitonitis, massive 15 day Staphylococcus (#) — (+)
44.0kg necrosis of intestine, strungulated 60g (sputum)
obstruction decreased

cefotiam and carumonam 2g for 7days,

latamxef 4g for 15days, piperacillin
4g and imipenem/cilastatin 1g for
7days

N.T. : not tested

B2EMEMAL 7, 3 BICTHREHCIEASL, HIRA
BLIHEL, AMEED, BRELLT, BRI
% 8 7 a-Streptococcus, Staphylococcus % B> 72 57,
CFCLB®IC X VAL 72,

4, EBIDF LD

BEERSE, MR, FOMOKE L b eBIAEL L
DM EBDT2,

EOHBEL 211809 b, 9FlId 2B EOEHE
BT H - 12, RABINERME L L1BILBIHFRHLL
LTk N FRNEREE BT

5. WENBE

CFCLOBERBR ¥ RET L 2RI 5 b, FiMeEc

R, AEER R 2R LB ERNT 5 BITH » 2t
BHURBERICAH L EBRAERAN L 2BAICENT,
FHBEOKE EEHNBRENDALRRLZERAE
Table 635 & UFig2icRL 72, =1 b DERIZ, HiEk
fb#cefmenoxime (CMX) % f# /8 L 72 72 &I BRERENR
DHERH & B L 72,

fEBI15, BRFI634E 9 H24H, SEMRERFILCE
BRSPS 4510 TR & HAT L 72, #MiBICFCL 1g%
BRI OBRERAKPIMEIZ69.8ug/m], 305721
59.1ug/mlTH - 72, 305Bs o)t FEE P M BEI345.0
ug/gNEE %R 72, BAOEEIC LNV VRNB
fragilis(MIC 6.25ug/ml), Bacteroides thetaiotao-
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Table 4. Laboratory findings before and after administration of cefclidin

Case 1 2 3 4 5 6 7 8 9 10 1 12 13 14
RBC before 490 493 397 472 445 510 414 474 467 366 372 398 252 306
(x109 after 440 486 413 449 433 496 420 450 477 340 345 347 309 364
Hb before 155 155 12.2 133 145 145 13.0 148 155 116 111 12.8 72 96
(g/dD) after 132 152 124 133 14.1 14.3 13.1 14.0 156 10.1 10.3 10.9 9.0 12.3
Ht before 45.1 480 381 426 425 45.1 394 454 477 342 342 384 231 327
%) after 40.1 463 39.4 39.7 433 431 399 400 472 316 342 328 284 382
Platele before 117 345 243 205 258 233 26 210 248 351 193 230 427 13.4
(x109 after 26.1 214 406 235 236 235 333 200 479 318 80 263 471 180
WBC before 2500 6900 5100 6100 11,700 7000 12200 580 12000 7,000 23400 5400 9500 9,900
after 3000 6000 7400 4800 7400 6,000 7,100 4,000 7300 7,700 16200 6800 9200 7,800
Eosin before 20 6.0 2.0 20 2.0 10 10 2.0 25 3.0 0.0 10 25 35
(%) after 20 2.0 2.0 20 2.0 10 10 2.0 20 2.0 0.0 0.0 25 2.0
Neutr before 57.0 54.0 58.0 55.0 60.0 610 650 570 810 750 %0 705 835 795
(%) after 51.0 51.0 470 4.0 475 49.0 480 48.0 500 760 880 705 780 895
Lynph before 35.0 355 35.0 390 300 330 310 360 120 12.0 25 215 115 13.0
(%) after 420 425 46.0 49.0 395 460 470 450 430 18.0 95 17.0 175 55

S-GOT before 17 23 31 2 25 25 11 12 22 10 20 2 216 22

after 61 2 21 22 2 20 10 15 29 13 26 15 69 42

SGPT before 12 56 46 29 20 13 8 8 22 9 20 27 211 15

after 80 29 25 16 22 10 10 10 44 4 28 11 157 27
ALP before 82 6.1 10.4 8.6 58 154 6.9 6.8 59 73 16.4 115 17.9 99
after 75 53 85 8.2 5.4 10.1 6.6 55 7.0 83 16.2 110 96 144
TBil before 06 0.6 0.6 09 05 11 06 0.5 10 04 058 066 0.75 111
(mg/dl) after 0.5 10 05 0.7 11 05 0.5 05 04 03 060 071 143 161
BUN before 17.8 98 86 133 255 12.4 106 113 111 182 195 174 152 205
(mg/dl) after 119 6.3 17.1 13.9 211 13.1 113 125 1.7 14.7 20.1 236 19.0 15.3
sCr before 0.99 0.78 0.7 0.98 098 075 0.71 0.78 0.80 1.05 0.7 123 0.74
(mg/d)) after 0.87 0.92 0.75 0.80 095 078 0.78 081 0.75 0.87 1.09 0.72 0.73
S-Na before 1435 1404 1390 1398 1395 1436 1413 1413 1379 1384 1329 1337 1388 1452
(mEq/l)  after 1382 1424 1403 1419 424 1413 1433 1433 1405 1399 1355 1325 1408 1358
SK before 42 4% 44 43 40 41 39 39 43 40 44 49 31 38
(Eq/) after 46 46 42 41 35 4.0 40 40 44 41 38 47 32 30
sCl before 1057 1082 1031 1061 1087 1077 1087 1057 1001 1055 1003 1011 987 1051
(mEg/1) after 1043 1051 1071 1033 1044 1066 1105 1087 1083 1067 999 1008 1007 977

Table 5. Cefclidin concentration in serum, common duct bile, gallbladder bile and gallbladder wall after intravenous
bolus administration of 1g

cefclidin concentration

Case Diagnosis, = -
Remarks Serum Common duct bile Gallbladder bile Gallbladder wall
(ug/ml) (ug/ml) (ug/ml) (#g/g)
1 Subacute cholecysto-cholangitis with 64.4(60 min) 21.5 (65 min) 18.9 (60 min) 27.8 (60 min)
cholecysto-choledocho-lithiasis 28.1 (70 min)
cystic duct was obstructed. 29.5 (75 min)

Inflammatory degree of
gallbladder wall (#)
4. Subacute cholecystitis with 47.1 (58 min) 10.2 (54 min) 10.6 (58 min) 16.9 (58 min)
cholecysto- lithiasis, cystic duct
was obstructed.
Inflammatory degree of
gallbladder wall (#)

(bioassay)
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Table 6. Cefclidin concentration in purulent ascites, infected appendiceal wall and others after intravenous bolus
administration of 1g

cefclidin concentration

Case Diagnosis - -
Remarks purulent ascites Appendiceal wall Pus in appendix Spinal fluid
(ug/ml) (ug/g) (ug/ml) (#g/ml)
5. Acute localized peritonitis, 4.72 (290 min) 3.76 (290 min) 1.21 (260 min)
catarrhal appendicitis
6. Acute localized peritonitis, 29.8 (110 min) 1.28 (120 min)
phlegmonous appendicitis
7. Acute localized peritonitis, 24.3 (20 min)
phlegmonous appendicitis
15. Acute diffuse peritonitis, 69.8 (15 min) 45.0 (30 min)
gangrenous perforative 59.1 (30 min)
appendicitis
16. Acute localized peritonitis, 2.92 (240 min) 6.81 (240 min)

phlegmonous empyemic
appendcitis

Table 7. Cefclidin concentration in drainaged pus from patients with periproctal abscess after intravenous
drip in fusion of 2g

Diagnosis . cefclidin concentration
Case Complications Sampling date (ug/m))

10. Periproctal abscess with Day 2 32.5 (180 min)
advanced rectal cancer Day 3 26.2 (180 min)
diabetes mellitus Day 4 32.1 (180 min)

Day 5 31.4 (180 min)
Table 8. Clinical efficacy after cefclidin administration
. . No. of Clinical effect Efficacy rate
Diagnosis - o
cases Excellent Good Fair Poor (%)
Biliary tract infection 4 4 4/4
Localized peritonitis 3 3 2/3
Postoperative abdominal infection 2 2 2/2
Periproctal, perirectal abscess 2 2 2/2
Others
Acute appendicitis 1 1 1/1
Abdominal abscess 1 1 1/1
Postoperative pneumonia 1 1 1/1
Total 14 1 13 0 0 14,/14(100)
Table 9. Correlation of clinical effects and isolated organisms
Isolated . No. of Clinical effect
solated organisims
£ cases Excellent Good Fair Poor
E. coli 2 2
A. calcoaceticus + P. maltophilia 1 1
P. aeruginosa + E. coli 1 1
K. oxytoca + C. freundii 1 1
E. coli + B. fragilis 1 1
P. aeruginosa + K. pneumoniae + P. mirabilis 1 1
+ E. coli
E. faecalis + B. thetaiotaomicron 1 1
E. faecalis + S. aureus 1 1
E. faecalis + E. aerogenes 1 1
a-Streptococcus + Staphylococcus 1 1
No growth o7 not tested 3 1 2

Total strains 12
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Fig. 1. Cefclidin concentration in serum, common
duct bile, gallbladder bile, and gallbladder
wall after intravenous bolus injection of 1g
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Fig. 3. Cefclidin concentration in drained pus from
patients with periproctal abscess after
intravenous drip infusion of 2g (drip
infusion for 30 minutes)
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CLINICAL STUDIES ON CEFCLIDIN FOR SURGICAL APPLICATION

Yasuo Sawada,lkuo Hashimoto and Takashi Nakamura
Department of Surgery, Tenshi General Hospital
Sapporo, Japan
(Franciscan Missionaries of Mary)

Cefclidin (CFCL), a newly developed cephalosporin, was used with 13 hospitalized patients and 1
out patient 4 with acute or subacute biliary tract infections, 3 with localized peritonitis, 2 with
periproctal abscess, 2 with postoperative abdominal wound infections, 1 with abdominal abscess, 1
with postoperative pneumonia and 1 out patient with acute appendicitis. CFCL at a dose of 1g to 2
g was administered once or twice a day for 3 to 25 days. Clinical response was excellent in 1 case,
good in 13 cases and fair or poor in none. Organisms were isolated from 11 cases (22 strains)and
were eradicated after CFCL treatment, except 6 strains (decreased).

Before surgery operation in some of them, CFCL at a dose of 1g was administered by intravenous
bolus injection. The specimens were taken during the operation and CFCL concentration was
measured by bioassay method. CFCL concentrations in common duct bile were 22.3+9.4xg/ml,
gallbladder bile 14.8+7.4xg/ml, and in gallbladder wall 22.4+9.7ug/g. CFCL concentrations in
purulent ascites were 40.9+2.5ug/ml respectivily and those in the appendiceal wall were 15.7+18.8
u1g/g. CFCL concentrations in inflamed tissues and infected body fluids were higher than MICs of
CFCL against the isolated organisms.

No adverse drug reactions were observed in these patients. Therefore, it was supported that CFCL
could be used safely and usefully by intravenous administration to patients with biliary tract infection,
acute peritonitis and other infectious diseases in the surgical field.



