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MR, RSB PREIdTable 3IE L, Table 3. Peak levels of total bile acid and
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20.0 £5.4 pg/ml (£ 30.34g/ml, B{K15.5¢g/ml)T Meropenem
otz NBIHHEED Y — 7 fHIX3RER% X ) 5BER Case No. (ug/mD) T“a'}\‘;iji)add
HITICHESN, F154.0+3.70g/ml (K E9.78 g/ Serum Bile
ml, #%1%0.14g/ml) T, MEPMIdJE:E Yo O G 1 15.5 2.60 93914
VFER iR THBH I #4T L 72o MEPMOJBH i 2 30.3 1.68 14182
BRI IBH B BB & ORI I AERIRE R IE % < 30 1.86 9699
(r=02789), MFY ) VY VRE(r=-07542, p — G | 193 224 14488
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Table 1. Background of patients studied
Case No. ?f)e Sex BOd)Zk:)e ight Diagnosis Ige;al(nf:;x::::iino)n TOtzln:i/l:l;'bin
1 63 M 52.0 Hilar bile duct cancer 73.5 0.7
2 68 M 46.0 Pancreas cancer 85.6 1.5
3 65 M 54.5 Hilar bile duct cancer 81.6 3.5
4 39 M 45.0 Choledocholithiasis 0 0.2
5 59 M 50.0 Choledocholithiasis 70.1 0.9
6 61 M 45.0 Choledocholithiasis 24.2 0.3
Table 2. Serum and biliary levels of meropenem (500 mg drip infusion/30 min)
Case Serum levels (ug/ml) Biliary levels (ug/ml)
No. |05h| 1h |15h|3h [ 4h | 5h |1h [ 2h | 3h |4h |5h | 6h | 7h |8h | 9h |14h
1 15.5 | 9.73 | 5.37 | 2.62 0.46 2.60 0.78 0.58
2 30.3{9.85| 6.34 | 2.21 0 1.68 0.58 0
3® 0 1.86 0.76 0
® [19.3]9.35| 5.87 | 2.05 0 1.82 2.24 0.16
o 0 0.14 0.20 0
4 18.9 14.4 1.48 | 7.48 | 7.18 | 9.72 | 8.68 | 6.46 5.18 4.38
5 15.8 10.0 1.17 | 2.54 | 3.94 | 3.70 | 1.48 | 0.78 | 0.54 0.26
6 9.78 | 4.80 | 4.70 2.14 1.22
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TRIBHPHREHFBT L BIFL T 540, BisE:
ETE, EHKBALREORBEZLEL LR o
MEPMTI3&ERIT 2 h o 7288, EELNESRLS

Table 4. Clinical effect of meropenem treatment

Age Dosage of Bacterio- - )
(;?:e (y) Underlying disease Diagnosis meropenem Isolated organism logical Chéw:l folde
© Sex (mg x times x days) effect eliect  ellects
63 Hilar bile dict cancer .. C. freundss
1 M post 0p. Acute cholangitis 500x2x8 E. faecalis Unchanged Excellent —
76 Intrahepatic .
2 F gallstone Acute cholangitis 500x2x12 Unknown Excellent -
64 Pancrease cancer ..
3 M (post PD) Acute cholangitis 500x2x10 Unknown Excellent —
4 i} Pancreas Acute cholangitis 500x2x8 Unknown Excellent -
cancer
5 65 Hilar bie duct cancer Acute cholangitis 500x2x 12 Unknown Excellent -
M post op.
6 O Intrahepatic Acute cholangitis ~ 500x2x7 E.ci  Eradicated Excelent -—
M gall stone
7 77 Gallbladder cancer Acute cholangitis 500x2x12 P ainosa Decreased Excellent -~
M lleus E. faecium
65 Gallbladder cancer .. Bile sediment .
8 F DM, Liver cirrhosis Acute cholangitis 500x2x8 bacteria 3+ Eradicated Excellent -
56 Cholelithiasis Acute cholecystitis .
’ M DM, Liver cirrhosis Perigallbladder abscess 500x2x12 K. pnew Decreased Excellent
10 68 Gastric cancer post op. Subphrenic abscess 500x2x12 Unknown Excellent -
M Myeloma
Appendicitis perforation post op. . ..
11 ?& Chronic renal failure Intrsva(l::s;n:lfa::::):sess 500x1x8 P epg Sm cus Eradicated Excellent —
(Hemodialysis patient)
12 [ Rectal cancer, Ascending Pelvic cavity abscess 500x2x7 E.f gectum Eradicated Excellent -
M colon cancer post op. B. fragilis
74  Sigmoid colon cancer post op. s P. aeruginosa . _
13 M Multiple metastatic liver cancer Wound infection 500x2x6 E. col Eradicated Excellent
45 Remunant appendicitis E. coli
14 perforation, panperitonitis Wound infection 500x2x7 B. thetaiotaomicron  Eradicated Excellent —
M .
post op. B. fragilis, B. ovatus
77  Rt. breast cancer, lung and . . . _
15 F bone metastasis Pneumonia 500x2x7 S. pneumoniae  Eradicated Excellent
56 Rectal cancer post op. Urinary tract .. . t —
16 M Neurogenic bladder infection 500x2x8 C. freundsi Eradicated Excellen

PD: pancreatoduodenectomy
DM: diabetes mellitus
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FACTORS INFLUENCING BILIARY EXCRETION AND CLINICAL
EVALUATION OF A NEW ANTIBIOTIC, MEROPENEM

Takeaki Shimizu, Yoshiaki Tsuchiya and Osamu Sato
Department of Surgery, Shinrakuen Hospital
1-27 Nishiariake-cho, Niigata-shi 950-21, Japan

The purpose of the present study was to evaluate the influences on biliary excretion and provide a
clinical evaluation of meropenem (MEPM), a new synthetic, parenteral carbapenem antibiotic. The 6
patients who were operated upon (3 with choledocholithiasis, 2 with hilar bile duct cancer and one with
pancreas cancer) were tested for the biliary excretion of MEPM and bile acid in bile, and given clinical
examinations. Every case was administered 500 mg MEPM in 100 ml saline by intravenous drip
infusion during 30 minutes. The concentrations of MEPM in serum and bile were measured by bioassay
and bile acid in bile was determined by HPLC method. These tests were accomplished in the stable state.
The peaks of MEPM in serum ranged from 15.5 to 30.3 .g/ml (mean 20.0 +5.4 ,g/ml) and in bile from
0.14 to 9.78 xg/ml (mean 4.0+ 3.7 ug/ml). The levels of total bile acid in bile were 27190+31152
#M/L. The MEPM levels in bile were very closely correlated with total bilirubin (r=—0.7542, p<0.05)
and creatinin clearance (r=—0.9617, p<{0.01), but these were not correlated with bile acid metabolism.
The biliary excretion of MEPM indicated that there was enough drug to treat biliary infection.

The clinical efficacy of MEPM was evaluated in 16 patients: 9 with biliary tract infection, 3 with
intraabdominal abscess, 2 with wound infection, 1 with pneumonia and 1 with urinary tract infection.
The results were excellent in all 16 patients.

No side effects were observed.



