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SEHE - 35 1) 5 blapenem O ELBER , EEIRATIR B

B RE-RE H - AR - MILEES - R - ARPHT] - LKL -
T LB - EATBEE - A - KFIER - STAREIS - RiHH—ER
[RBRFEREIE—IIRL, BRI

ZHHEH - AL
SRS

#7 L v carbapenem SRHUEME T H 5 biapenem(BIPM) |2 D \» TIHILEMEIEBIC BT 5
EBEN, BRIKBIRGES 21T\, K& ) ZER 2B,

1. BUHE 77 : BaFK 53 Bt 7> Staphylococcus aureus T methicillin @) MIC A% 6.25 ug/ml LLF O #
(MSSA) TIZ BRIF A HE N #R L 7247, 12.5ugmlLL ED¥R (MRSA) T3 B MIC 278 L 72,
Enterococcus sp.7) MICqo (% 6.25ug/ml & BIFLHE 2R U172, 7T LEMAEHE T3 Escherichia
coli, Klebsiella pneumoniae, Klebsiella oxytoca, Proteus mirabilis, Enterobacter cloacae, Enterobacter
aerogenes, Citrobacter freundii, Acinetobacter calcoaceticus Tl3Z\>§ 13 MICoo5* 3.13 ug/ml LI T
THYWBTFLHEN %R L 72, Serratia marcescens, Pseudomonas aeruginosa, Pseudomonas
cepacia TIZ—HRMIC DF RO FLET 55°. HBEBHRFLHENETRL 72,

2. RABHRE : BREERERAT 261, HIBUIRRAT, e, RERIBMOL | Fliclt
| BIPM 300mg % miils#iE L . M4, MK, HGEE, f, AEgEBE, JR%¥RELL ., BIPM i
ExHlEL 7z, BAPICIZmEF L INTRBEDOBITE B2, BEICIT SEKT % 11
T 1.36 ugfp DFEAT % BTz,

3. THALERSRIREGE Th M LAIRG 76, FILMEMEEE L SB), BEENBESF . &
FREETIRE 26, BENRE & BUREAOE 1 B, SR 15, RSMERELS 14,
RBER 1B, BEER 1B, HT—TIVBULE |BIDF 25 Bl AR 2 85 L7z, 2R,
EWIG), BR18H], RHR 4B L BN EBEERME L RD, BWER L L THRS 16,
RAREMBNORE %2 1BIIRDINATH > 12,

L ED#ERS» 5, BIPM 3 REBORRYEIC N L TERLZERTH 5 L £ 2 L,

Key words : Biapenem, Ul /1, MAKFHAT, §tbassist

Biapenem(BIPM) (337 L < BASE & L7z ST 4 L 32
FLRTEWE TH B, HII SR LRHEWEIL T
7L, EME, BREAER SIRLVCHBE R P
YETLZE, BLicB-57 ==X LEET,
HENIBD TR, »OZERIFBEN TH 5 5
TrL=—I U A BT 5, Lo LEEED H N %
LRGP IS dehydropeptidase- 1 (DHP-1){ & 1) 5M# X
N5728iC DHP- IRRERKIDWETH 72 . H bWt
BEMEREH A NETH - 7257, AFTEH) TEHET
BT, BfEAL A& na b,

ML RRBORYSE D %  IZEEHERETH Y |
B-775>—CREEEHLLIFLITREENLZ LY,

MERIED %, BEEILT B2 &2 %07 KR »
HLTEBN, #NARRLRIAEDE Y LEL T2
EHE, & 2 TAHRBDMELEENEIERIC BT 5 B
BIRET & L CRFERL RSB IC N T 2 HE . TR
REDIERR, BEB~OBAITEMRETT 2 L3z, BRkauRk
e LT, HILBNEHRYUEIC AR 285 L T, BHX
M, ZEMERETLOTHET 3,
I. 28 0% 5

1. Eh

MRB LU HE

EEBER¥EE—NFHC B W TMEEIT-72E L LTH
LN EHRERYYRE A & 578 | 7> Staphylococcus aureus,

*T734 LBHEXE1-2-3
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Coagulase- negative staphylococcus (CNS), Enterococcus sp.,
Escherichia coli, Klebsiella pneumoniae, Klebsiella oxytoca,
Proteus mirabilis, Enterobacter aerogenes, Enterobacter clo-
acae, Citrobacter freundii, Serratia marcescens, Pseudo-
monas  aeruginosa, Pseudomonas cepacia, Acinetobacter
calcoaceticus, Xanthomonas maltophilia |~ -O\>~T , BIPM
B L U2 OMETOHEWE NN FEE R EBE MIC)
¥ AALEREES, MICERSDEDRAEY 1
BPL , BREIRAREIC L VREL 20 T BEMEE
B3 109 cells/ml, 4 A L 72 35 13 RS ) 58 R 35 30
() TH b, B, S aureus|=-D\> T |3 methicillin
(DMPPC)|zx4~ 2 MICH? 6.25ug/mlLL T ¥k % methicillin
sensitive S. aureus (MSSA) & L, 125 ug/ml LA F ¥k %
methicillin resistant S. aureus) MRSA) & | 72,

R

77 KRR ) MIC 1% Table (2R L 720§
7rd b MSSA 378k BIPM 7) MICg0 |3 0.39 ug/ml & X b
HTERFLHEN %R 72,

ftF & KB A & imipenem (IPM) k1) 453 3 4t
LNIFEN T,

MRSA 100#k¢) BIPM ) MIC |3 80% L{_|A¢ 1004g/ml}L
iz s L Tnie, HleL 7:A# b £ { D¥kD* 100ug/nl
Pl Eic4A45 L7z, CNS 138k BIPM ¢) MIC |1 < 0.05~
100 ug/ml & WEIEDHG & 78 L 72 A, MICso i3 3.13 g/l
L IBR R HE N 2R 72, IPM LiZIZRESE, i)
INIENRTHT,

Enterococcus sp. 50%k7) BIPM?) MICqg|Z 6.25ug/ml & B
HaHRENE2RL Tz, MiFle &3 2L IPM LD
1B EERMES, - T 72 H%, cefazolin (CEZ), cefmetazole
(CMZ) L WENT T,

7T KWEMEEE ) MICOS3 AT 1L Table Q)R 72, E
coli 22 ¥k Tl BIPM ) MICgo i 0.2 ug/ml & H&&> T BiF7%
MEN 2R, RETL 22 ToOMBIL VBT,
K. pneumoniae 14¥£ % BIPM ) MIC |3 E. coliTal{§IC fish
TENLHENZAL, KL 2MoFR L) En
V272, K. oxytoca 6 B Tl3 BIPM @) MICqo i3 1.56 ug/ml &
BELHENERL 7, RETL MR HEL, 133
[%, FRREA T,

P. mirabilis 6 % Tl BIPM ¢ MICoo | 0.78 ug/ml » BiF
BN &R U7, HiF & HE$ 5 & aztreonam (AZT) k
N4% LN, piperacillin (PIPC), IPM & ) BT\ iz,

E. aerogenes 12 ¥ T3 BIPM @) MICgo (% 0.78 ug/ml ) &
N7EHERL 72, HELIMMoER L D ELTW
yAR

E. cloacae 7 ¥k Tl BIPM ) MICgp X 3.13 ug/ml > Bh
TeHE N R LTz, Mkl L BT 5 & AZT, IPM ki3
[E1%, PIPC & N ENT W7z,

C. freundii 9%k T3 BIPM @ MICgoi 0.1 ug/ml X FRsdHT
BIFLHEN 2R 72, &L 2ML0EH & D ERT
Wiz,

S. marcescens 14k T3 BIPM @) MICgo(t 6.25ug/ml & B
WP R R 72, IPM, ceftazidime (CAZ) & 1) %04
2307, PIPC X NEN Tz,

P. aeruginosa 83 #k Tl BIPM @) MICqq (% 25 ug/ml & %
BHMEN S ZNE & L UIRFLREN#RLT
Wiz, IPM X (312E%, CAZ, PIPC L NN Tz,

P. cepacial3 > § D 4%k TH - /2H, BIPM ) MIC |34
PR 6.25 ugml LI & RIFHHE 2L 72,

A. calcoaceticus 3, 3#k L BB Th - 72ht. £#0.1
pe/ml LITFICaH L T 7z,

Table 1. Antibacterial activities of biapenem and other antibiotics
against clinical isolates (Gram- positive cocci)
Organism Dru MIC (ug/ml)

(no. of isolates) g Range 350% 90%
Methicillin- sensitive bla}penﬁm = Oé)g - ?(2) s 8’118 ?gg
Staphylococcus aureus cefazo n 78 p 3 50

(37) cefmetazole 0.78 ~ 100 13

imipenem <0.05 =0.05 <0.05
T . biapenem 0.1 ~ 100 < 100 100
Methicillin- resistant .
cefazolin 1.56 ~ 100 < 100 ¢ 100 <
Staphylococeus aureus cefmetazole 25~ 100 < 100 100 <
imipenem 3.13~ 100 € 100 100
B . biapenem <0.05~ 100 3.13 100
Coagulase- negative cefazolin 0.39 ~ 100 < 313 100 <
p(};3) cefmetazole 3.13~100 < 25 100 <
imipenem 0.05 ~ 100 3.13 100
biapenem 3.13~ 100 ¢ 3.13 6.25
Enterococcus sp. cefazolin 12.5~ 100 < 25 50
cefmetazole 6.25 ~ 100 ¢ 100 ¢ 100 <
imipenem 0.39 ~ 100 ¢ 1.56 3.13
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Table 2. Antibacterial activities of biapenem and other antibiotics
against clinical isolates (Gram - negative rods)
Organism Dru MIC (ug/ml)
(no. of isolates) 8 Range 50% 90%
biapenem =0.05 ~ 6.25 =<0.05 0.2
Escherichia coli ceftazidime 0.1 ~3.13 0.2 0.39
22 piperacillin 1.56 ~ 100 < 3.13 100 <
imipenem 0.1 ~6.25 0.2 0.2
biapenem < 0.05 ~ 1.56 0.1 0.1
Klebsiella pneumoniae ceftazidime =<0.05~ 25 0.1 0.2
(14) piperacillin 313~ 25 6.25 12.5
imipenem 0.1 ~3.13 0.2 0.2
biapenem <0.05~ 1.56 0.1 1.56
Klebsiella oxytoca aztreonam <005~ 25 0.2 0.78
6 piperacillin 0.78 ~ 50 6.25 50
imipenem 0.1 ~0.78 0.2 1.56
biapenem 0.78 0.78 0.78
Proteus mirabilis aztreonam <0.05 <0.05 <0.05
piperacillin 0.78 ~ 12.5 0.78 12.5
imipenem 6.25 6.25 6.25
biapenem <0.05~0.78 0.1 0.78
Enterobacter aerogenes aztreonam =005~25 6.25 25
piperacillin 3.13 ~ 100 50 100
imipenem 0.1 ~0.78 0.39 0.78
biapenem <0.05~3.13 0.39 3.13
Enterobacter cloacae aztreonam <005~ 3.13 0.1 3.13
piperacillin 1.56 ~ 100 ¢ 3.13 100 <
imipenem 0.1 ~ 1.56 0.39 1.56
biapenem =0.05~ 0.1 <0.05 0.1
Citrobacter freundii aztreonam 0.05 ~ 100 25 100
piperacillin 1.56 ~ 100 < 50 100 <
imipenem 0.1 ~3.13 0.39 3.13
biapenem 0.1 ~6.25 1.56 6.25
Serratia marcescens ceftazidime <0.05~ 25 0.39 6.25
(14) piperacillin 3.13 ~ 100 ¢ 25 100 ¢
imipenem 02~ 313 0.78 3.13
biapenem 0.39 ~ 25 12.5 25
Pseudomonas aeruginosa ceftazidime 0.78 ~ 100 50 100
(83) piperacillin 0.78 ~ 100 ¢ 100 < 100 ¢
imipenem 0.78 ~ 50 12.5 25
biapenem <0.05 ~ 6.25 <0.05 6.25
Pseudomonas cepacia ceftazidime 0.39 ~ 3.13 1.56 3.13
(4) piperacillin 313~ 25 3.13 25
imipenem 0.1 ~6.25 0.2 6.25
biapenem 0.1 0.1 0.1
Acinetobacter calcoaceticus ceftazidime 25 ~ 50 50 50
3) piperacillin 6.25 ~ 25 12.5 25
imipenem 0.1 ~0.78 0.1 0.78
biapenem 100 < 100 ¢ 100 ¢
Xanthomonas maltophilia ceftazidime 50 ~ 100 ¢ 100 < 100 ¢
1) piperacillin 12.5 ~ 100 ¢ 100 < 100 ¢
imipenem 100 < 100 < 100 <
X. maltophilia |1 # T3 BIPM o) MIC (348 100 Cug/ml 7, #3045 T, 5 & T1%3045, 18
Thote, ML BT 58 IPM X%, AZT, PIPCE B, 2W5MH . 485RI. SRSMMITTREZSA . M. IR .

NRRL 5Tz,

2. RNEDRE

NRBE L UOHE

[EBRFE—NEHZ AR, FH 2T, BENEL
N7z SEEFNIZ MTERTIC BIPM 300mg % A3 A¥a K 100mliz

Mok, RERE, R, AEgEBEZ X 1) . BIPM DR lE
L7z, BHEIZ=Fmbe— —2 )L (KK)ZHBWT .
HPLCELIC THT» 72, e BRRET L 72 5EBNIZFERT (1) A 68
%, B, BBEEIC T, KBRS Q)i
T3R%, ik, BREEIC THE &MIEITE . 55 (3)i3 64
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%, T, IBAEIC TIEGERHEMRETE . EH (4)i3 62
%, B, BEEC CEKRMYIRETE . EF (5
13755, B, IEAEEALICETERERAHEIT,
EEMEB LU FL = HITHIT, WTNOERD
BEEZZAHL T Lh -7,

R

Table Q) ICHIENHERFFRL 2. T bb Mg
FEI3 AR T 3014125 13.2ug/ml (n=4), 6BFRETLIC
S 0.98ug/ml(n=5)TH > 72, —F, BUKFBEIL 305

5P 14.1ugml (n=3), 6BEREA% 1.31ug/ml (n=4) & M
BE L IZIZREBNEREZ R L 72, BERICIE 30454F
1.36 ug/e (n=4), 1RFE1%F30.87 ugfe (n=4) & Bkl
s L TRBETH - 72,

FRAPIC I 6BFEI% ) RIEEIERIL T34 50.1% (n=5) T
272,

3. BRERBINRRES

&, BE5HEB L URAEENE

ERRBINERES IR B RFE I & U RILFHE

Table 3. Concentration of biapenem in plasma, ascites, urinary excretion
and various tissues after intravenous drip injection of 300mg
Case Time after administration (hr)
No. 0.5 0.75 1.0 1.5 2.0 4.0 6.0
1 12.7 - 8.56 —_ 5.09 3.00 1.67
2 16.2 — 7.18 — 4.94 2.22 0.34
Plasma 3 - 8.14 7.36 - 4.63 1.63 0.38
4 9.29 _ 7.22 - 4.56 1.93 1.16
S 14.6 _ 12.2 -_ 5.22 2.32 1.34
Mean 13.2 8.14 8.50 - 4.89 2.22 0.98
1 — — 9.38 - 6.26 3.02 2.42
2 24.0 — 15.7 — 6.94 1.92 0.56
Ascites 3 - - 6.06 - 4.30 2.46 0.30
4 9.02 - 5.36 — 3.82 - -
5 9.26 — 7.40 — — 3.20 1.94
Mean 14.1 - 8.78 - 5.33 2.65 1.31
1 0.31 - 0.71 - 1.48 - -
2 3.39 - 1.80 - 0.62 N.D. —
Peritoneum 3 - - 0.70 - 0.27 - -
4 0.94 - 0.27 - _ - -
5 0.81 1.36 _ - _ - -
Mean 1.36 1.36 0.87 0.79 - -
Pancreas 4 - 0.62 - — - - —
Gallbladder wall 3 - - - 0.15 - - -
1 604 - 1160 - 932 1020 820
(16.1) (20.0) (21.6) (25.0) (45.5)
2 542 - 432 — 282 404 28.8
(10.8) (11.5) (13.2) (44.2) (47.8)
Urine 3 —_ - 312 — 380 62.2 25.6
(cumulative %) - (29.1) (29.6) (48.3) (51.3)
4 232 - 738 — 432 358 71.8
(12.4) (18.6) (28.7) (40.6) (44.7)
5 646 - 624 - 342 72.0 16.4
(4.3) (10.5) (25.3) (45.7) (50.7)
Mean | 506 — 653 - 474 383 193
(10.9) (20.1) (25.8) | (42.9) (50.1)

(ug/ml, g)
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AR BWTABE, BELITV, RENELNIZHEL
BARIRESERE 25 B ENRE L UT- 72, #E55EH
n—%Fz % Table @) ICK L7z, HBE5HBEIIAHF 150 F 72
13 300mg % AEAYEK S 7213 5% 7 F 74E 100ml |2 5fR
LT, 30~6042T TRIRRHEL 72, 1 B G EHIL
1~3[@, #5HMIZ3~12H, k%58 1058, &/
BEBII 18 THH 12,

BRI RNOHUEIZ BB ENEEEIC L2, KD
L EDTZ,

E5 (excellent): 3 5-1% 48REFEILIPNC 3 L WEEROTEE
rAIZHD,

A5 (good): e 514 KB ICFERNDHE R BDH12 L D,
o5 (fair): B EHRBITERNDHEZEN DD,
HOEFHrAkE (BEEL, EEDMFIZDLH >
rEBRbNBE LD,
45 (poor): FERNAZ, b LCIIHELAL D,
ZBEWER & L T35 BEIRT R, BRRR
FEREIC OV TUIRSFRICRLL , BRREED
ZEAbh HLRRET L 72,
e 5-1EB ) RESE | 3 AR AIREGL 761, FILMERERE R S
B, BRENIRE B, REFRIE TIRE 261, MENIRE &
BB % A0 L 725EB) 151, RAEIEARE 15, BRJBMERE

Table 4- 1. Clinical results of biapenem administration
Infected disease biapenem treatment Infected organism
Case ’?5; D pe — & i o | Climcal | Clinical | sice
No. L 0se uration Tota efore or course efficacy | effects
Sex Underlying disease (mgX Aday)| (days) | dose [ after biapenem)
26 | Retroperitoneal abscesss S. constellatus (£0.63)| Clinical
1 S S 300 X 2 6 | 36g | ] symptoms | Good | (—)
Crohn’s disease (=) improved
57 rt subphrenic abscess S. aureus (50) Pus disch
2 [T T 150 X 3 5 218 [ s aurens (50) us QISCharge Gooq | (—)
M . qureus (50) | decreased
Gastric cancer E. faecium 100)
Panperitonitis E. coli (0.05) CRP
55 due to perforation E. faecalis (3.13) | improved
3 M| of small intestine 300 X 3 7 |57 E. aerogenes (0.10) Cll:;nical Good | (—)
Crohn’s disease (=) symptoms
60 Peritonitis due to B. fragilis Fever
4 b appendicitis 300X2| 5 |27g | Streprococcus dropped | Good | (—)
Appendicitis (=) Inflammatory
E. coli (£0.025)
. E. avium (1.56)
Intraabdominal abscess E cloacae (0.05) Fever
61 Candida albicans dropped
S | U e300 2| 9 | 54 b T ppe _
F 300 X2 9 | S.4g B oo (20025)|  CRP ) Good | (—)
i E. avium (6.25)| mprove
Liposarcoma P. aeruginosa (12.5)
Candida albicans
S. aureus (>100)
80 Wound infection E. faecalis (6.25) Local
2 300 X 2 9 | 5.4g|. P.aeruginosa  (12.5) | inflammation | Good | (—)
S. aureus (50) | improved
Cystoadenoma of pancreas E. faecalis (6.25)
59 Subphrenic abscess E. cloacae (0.05) |Pus discharge
T | g [ 300X 2| 10 | 5.7g frrmmmomemmm e decreased | Good | (—)
Cholangio carcinoma E. cloacae (0.05) | improved
35 Intraabdominal abscess Candida
g |0 T 300x2| 11 |66g| Ecloacae T _ CRP i _
M Trauma & P. cepacia improved Fair (=)
P. aeruginosa
62 Wound infection é::gf;; midis (12.5) |Pus discharge
9 Y T 300 X 3 S | 4Se | lmg;g;ed Excellent | (—)
Esophageal cancer (—) improved
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Table 4-2. Clinical results of biapenem administration
Case /?g)e Infected disease biapenem treatment Infected organislrz f Clinical | Clinical| Side
No. | V¥ . . Dose |Duration Total before (MIC for course efficacy |effects
Sex Underlying disease (mgX May)| (days) | dose [T after biapenem)
1’::. aerogenes (0.10) Fever
Cholangitis . aeruginosa (6.25) | dropped
o 300x2| 6 |33g| Ctewdi  (010)| Clinical | Good | (—)
M . . P. aeruginosa (0.10) | symptoms
Tumor of the papilla vateri E. avium (12.5) | improved
54 Catheter sepsis (=) Fever
------------------------------ 3.0g [-o-ooeeree e Good —
1 M Pancreas tumor 300 %2 6 e (—) dropped 00 (=)
Peritonitis due to E. coli i (0.05) Clinical
12 64 | perforation of the rectum 300 X 3 7 | 5.4g S. agalactiae (£0.025) | symptoms | Good | (—)
Mo T T L T e improved
(=) (=)
.. E.aerogenes (0.39) Fever
Acute chol it ]
13| S | ST Js00x3| a4 |aag| Efectls 0 (629)| dRRd | pcoen| (—)
Esophageal cancer (=) improved
i . a - Streplococcus (0.39) |Pus discharge
Panperitonitis due to Group D streptococcus (3.13) | disappeared
14 | 34 perforation of small 300 X 3 7 |s7g | E cloacae (0.05)| Clinical Good | (=)
M Intestine ’ K.pneumoniae (0.05) | symptoms
Crohn’s disease (—) improved
. S. epidermidis 0.78
Intraabdominal abscess P airuginosa 20 78; Pus discharge
TO fooeemmim] | o | aag fremmmmmemmemm e -t decreased
15 300 X 2 6 |33 . Good -
F | Cancer of the gallbladder g P. aeruginosa 0.78)| . CRP (=)
Choledochal stone Candida albicans improved
20 Wound infection B. fragilis (0.20) Pus discharee
---------------------------------------------------------------- us di
16 | Cholelithiasis 300 X 1 6 | 1.8g ) disappeareﬁ Good | (=)
Acute cholecystitis
Intraabdominal abscess ;
52 Wound infection E. faecalis (123 General
17 M| T 300 X 3 11 9.6g TEfaecalis T (12.5) g:ondition Good | (+)
Trauma B. fragilis (0.39) | improved
Candida albicans
. . E. coli (£0.025)
Wound infection T =
18 91 . OUlCI ......... 300 X 2 5 | 3.0g mebms(l%) Pus discharge Good | (—)
M Cancer of transverse ’ (—) disappeared
colon
. General
Intraabdominal abscess gaz(;[ilda (£0.025) condition
7 improved
L S 300 X 3 12 1105 | Pus discharge| Excellent | (—)
disappeared
Rectal cancer (—) _ CRP
improved
64 Panperitonitis due to (—) . CRP 4
rforation of duodenum improve _
20 M pe ___________________________ 300 x 2 6 g Fever Good | (—)
Duodenal ulcer (=) dropped
CNS (12.5)
E. faecalis (25)
55 Intraabdominal abscess E. }oli ' (0.05) Pus disch
B. fragilis (0.39) |Pus discharge _
LY 300 x2 12169 B. thetaiotaomicron  (1.56) | decreased Good | (—)
""""" Rectal cancer CSawess T (50)
Diabetes mellitus E. faecalis (12.5)
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Table 4-3. Clinical results of biapenem administration
Case /?g)e Infected disease biapenem treatment Infected organism f Clinical | Clinical | side
No. | &Y L Dose [Durationy Total before (MIC for course efficacy |effects
Sex Underlying disease (e lay)| (days) | dose [ T biapenem)
. . E. faecalis (12.5)
) 57 Wound infection 100 %2 7 | 4s E coli (0.05) |Pus discharge Far | (=)
2 F [T JrT - R, T disappeared
Intestinal fistula E. faecalis (12.5)
S. aureus (100)
. . E. faecalis (6.25)
7 Wound infection E cloacae (0.10) Fever -
BoAM 300x2\ 3 | 18| Bacteroidessp.  (0.39)| dropped | Far | (=)
Cancer of the S aureus
transverse colon )
Wound infection S. aureus (50) .
ag |82 L T 300X 2| 5 | 3.0g b Local finding| Goog | (—)
M Cholangio carcinoma (—) mprove
L K. pneumoniae (0.10)
S9 |....openonts M morganii  (039) | General
25 M i 300 X 3 5 |39 [ S aqurens condition Fair | (—)
Acute pancreatitis K. pneumoniae improved
E. coli

PR B, BBER 1B, BBFER 161, »7—7 )VEUmEE
BT -7z, e BTTREZER ) REYLE D & M EAR % 1%
LRif%ICAT . MRS R 2 RRET L 72,

R

BRIRRDR % & B L% 36, A%h 1861, oh%h 461
EERMLEDENEIS 84% LB T2 BRERRNE & B 72,
EEEIC AL &, BEERE THITHEM SHI, REw
26, REERERRGE 136 TERY 26, AR 106, LF
B, BRAERRGY 40 TER 1B, AR 2. XA
LBITH 72,

B B8R 3B TRETTTRE TH » 72 h . HIEE D
WEEED LT NBITH 72, BETELh -7
D, $%5%ICHBAL 2HE TRLEVWLNIES
aureus, D\T P. aeruginosa T V) , BEEIRRET TR
MICHENMEE IR L 72 X. maltophilial3 ¥ 5-1%12 13388 7%
o7z,

BER EMEE L BIMER £ RET L o658 £E6) 17
KB THREBIM41% 10 H BICHTIOER, MSicRe xR
D2, BPELHEL L LHICREORBL 2 HICAK
Blarib L7z, skt 2 HIgICRBIRIE% . AF LR
RERIIBABE Tla Zeh - 720, BLENEE LN,
BERIRICIRILL . BBRBREBOLES % RETL 726
Ri3 Table 5)IZ/RL 72, T 6 DEERFRARANENEB) D
T, AH E OB#EAEEH N 72 DI FEF) 21 ) GOT, GPT
DEATH B, ABUIAHEERE L THERNG, R
OEHE # AT 5 E BRI  BERE RIS 12 3 L A
Rleks L7, EELAHEBROBBLEETE

H. AREEDBEL BEb iz, fci3AR EBET
LDIFERD U - 72,
n. = E S

HILENERIBUC BT 2 RBRPEIZIHIEE & v ) %5
SRR D b % D EAMBE R 2 AT 5560 BEE S
DRELETH B, Lichi-> THRIBEI N DME L SFE Sk
THBLDITHEART PLDEWERHHEIRE NS
BaENEV, LA LIEARZ PILDENEZHR
7 2 LRED LS MRSAD L 5 HiEENEME L
RHLRZELERBEETHE, BFoHR L7227
Y MRSA % BN 272887 & LT S. aureusiZ 3§ 541
WhA5eZ &Y BN S 2 Y
WL TN EEZ LN,

LA L., BIPMIZ S aureus|zxt L THIHE 1H58C . %
RHHE AR FAHECIZ L b LT EEME L
T BB MTH 5 ),

ZOED» LT 5L, ARIIIHLEFNERRIR BRYE
WERTHDL EEZ LIS,

F 72 ARENL TE LRI O BEE R IE IS B W T
LIFUISRRHE &1L B P. aeruginosa, Acinetobacteriy ¥ |2 4,
FEERIRIN R 2 FHE L ) 2PN ERL T3,

HHEBATOE T A5 L, BOKFRATLRIFT.
PRI REIR 2212 L Foo A sh R EIFER Iz,

ERIZH LR RS AR I 03 B BERA S % BRET L
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Table 5- 1. Laboratory data before (B) and after (A) treatment with biapenem

Case|B| RBC Hb Ht Platelet WBC [S-GOT|S-GPT| Al-P |T-Bil| BUN | S-Cr n?ienr:;]ls
No. |A|(x10*/mm’) (g/d) | (%) |(X10*/mm’)| (/mm’)| (U/) | (U/D) | (KA) |(mg/dl)|(mg/dl)|(mg/dl) Na(m'f(q/ I)Cl CRP
B 333 7.5 237 41.5 9400 24 18 461 1.4 7 0.34 | 138(4.3]1103(|236
VAl aes o[ 320] ase a0 |0 TN T ier o T2 0z [ias 40 [ 113 @
o Bl 296 | 79 222] 604 | 13100] 321 | 433 | 289 | 08 | 16 | 050 |128]46] 96) 142
A 255 79| 226 72.1 11900 89 128 189 0.6 12 0.7 |134(4.7] 99| 50
B 362 122 | 36.0 15.7 6200 38 28 38 0.8 14 092 |136]4.1|103| —
PIA a0 T 5] e 500 [T e [ iee Toa i3 o 30| 50| o155
4 (B 8 | 146] 414) 3995 13800 9 | T [ .79 |04 | 203]06 |I31138) 92| —
A 437 13.8 | 40.5 51.9 8000 29 47 80 0.3 15 0.62 | 141|149 |104| 2.7
s [B]..278 | B9 262] 431 | B400) 144 | 156 | 174 | 07 | 24 | 032131142 96153
A 338 10.6 | 31.7 28.6 11300 28 42 123 0.9 9 0.31 |130|4.4| 96| 14.1
o P37 | 07| 287 236 | %600) 36 | 0 |6t |14 | 8 |08 132146] 92) 46
A 310 9.6 | 284 239 8700 46 69 — 0.8 12 0.42 |133|43| 97| 1.0
(B33 104 313 128 (11300 19 | 26 | 342 | 40 | 19 | 104113940102/ 278
A 320 99 | 29.5 23.7 10200 23 22 201 1.7 14 0.78 [133|46| 98| —
g [B]..27H | 86] 258 T Ma700) 37 | 24352 ) 20 | 8 | 077128145 93)173
A 312 9.3 | 285 11.5 14200 87 40 - - 6 0.6 [13014.1| 95| 79
o [B|.312. |29 25| 238 | 8600 55 | 81 | 517 | 06 |20 | 074131150 99| 59
A 372 11.6 | 35.0 18.9 5800 31 47 — 0.6 12 0.61 |138|4.1|108]| 1.3
o |B..404 | 126 363) 77 | 16500 199 | 76 | 766 | 7S | 18 | 156 |131148] 91)216
A 418 13.3 | 37.1 6.0 7800 121 87 643 13.1 77 236 | — | — | —| -
BT ] 89 268) 1S3 112800 21 | 14 | 415 | 04 | 12 | 103 ]133]4.1] 98| 52
A 263 88 | 264 16.0 16200 21 12 528 0.5 9 1.07 (13342 99| 7.6
g |B.300 | 145 466 177 | 8200) 37 | 2 | T | T | BS|L19413137) -]~
A 288 9.1 | 276 47.7 17600 50 117 651 0.6 12 0.66 |135]5.1| 98| 15.6
;3 (B3T3 |12 324] 290 | 14700 ] 30 | 70 | 1508 | 28 | — | — |1I5]47) 75| —
A 418 129 | 37.0 37.2 6700 22 52 1558 1.3 14 0.84 (12854 94| 9.1
1o B304 | 84]292) 666 | 2700 | 28 | 18 | 153 | 02 | 13 | 073 [141|37]104} O3
A 383 73| 245 59.8 11700 18 18 568 1.0 11 0.69 |136]5.2| 98(10.4
B 351 108 | 324 32.7 9900 21 38 320 1.3 7 0.64 [138|4.5| 97| 3.8
P 30 o e s w00 | s T s e T 0w LT D o || ioe| o7
6 (Bl 318 | %) 286) 320 | 8070 | 69 | 89 | 16| 02 101 07 |141)40)102) 64
A 345 9.5] 329 30.1 7240 57 87 9.6 0.3 11.6 | 0.7 |143]4.1|106( 0.2
17 [BL37T 104 ] 324) 490 | 14290 ) 115 | 405 | 245| 08 | 337| 09 |133148) 97] 16
A 416 10.0 | 36.0 49.1 13500 57 140 23.4 0.6 20.0 | 0.7 |139|49| 99| 09
B 398 10.8 | 33.8 304 6220 14 14 7.2 0.5 10.8 | 0.7 |140|3.6|100| 04
T e e s a0s | Teoso | a0 TV T g0 o s T i s e ioa] o2
o B|...319 | 82 264 290 | 6950 | 67 | 74 | 92| 03| 178] 04 ]129/45]| 94128
A 335 88| 29.0 - 3980 20 21 77| 05| 200 06 |138|4.4|100| 04
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Table 5-2. Laboratory data before (B) and after (A) treatment with biapenem
Serum
Case(B| RBC Hb | Ht Platelet | WBC [S-GOT|S-GPT| Al-P | T-Bil| BUN | S-Cr minerals
No. [A(X10/mm?) (g/d) | (%) | (X10°/mm)| mm)| (UA) | (UA) | (KA) [ime/a)me/) (me/a__(mEQ/D) _ CRP
a
o |BL.420 | 1301 425) |80 14 oM 34 07 | 1661 09 |133]42] 98| 94
A 390 12.7 | 394 — 7380 20 20 29 02 11.3| 06 |[142|4.6|106| 0.4
B 340 9.4 | 29.7 44.4 7110 15 26 6.11 0.3 105 09 [137|4.6|100| 4.7
A aes T 60 | s S0 [ T T 68 03 | 114 | 08 |1a1|4a|101| 03
B 374 11.6 | 329 28.3 5400 19 15 3.8 03 195 07 |144| 43|104| 0.4
2l 2 e | as | Tasae | e s T 37| 04 | 134 | 06 [145|40]|104| 03
B 349 9.7 | 29.0 28.8 8200 33 45 686 0.5 12 0.72 | 136| 4.5[101 | 14.1
Bl e o | i | s oo | T S T T s
B| 313 10.0 | 28.7 349 8700 31 65 580 0.6 18 0.88 | 132 5.1| 92| 2.9
M e Tes 260 | 3en a0 | [ 30 | oe | Tio | oss [ 133] 46| 96| 6
a5 [B] 213 | 67197 195 | 8l00] 34 | 25 | 293 | 05 |33 | 163 |141]47/109]170
A 262 83| 242 14.7 6800 24 36 232 0.5 24 1.22 | 138]| 4.6|103| 8.6
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Basic and clinical studies of biapenem in the surgical field
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Hiroaki Tsumura, Katsuya Miyamoto, Shigeki Tsuru,
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First Department of Surgery, General Examination Division,
Hiroshima University Hospital
1 -2- 3 Kasumi, Minami - ku, Hiroshima 734, Japan

Nobukazu Miyoshi and Hayao Nakai
Department of Surgery, Kure Kyosai Hospital

Basic and clinical studies of biapenem(BIPM), a new carbapenem antibiotic, were performed in the
field of gastroenterological surgery and the results were as follows:

1. Antibiotic activity: BIPM exhibited excellent antibiotic activity against clinically isolated
MSSA, Staphylococcus aureus against which the MICs of methicillin were less than 6.25 yg/ml, while
the MICs of the drug were high against clinically isolated MRSA. S. aureus against which the MICs of
methicillin were not less than 12.5 ug/nl. The drug also showed excellent activity against Entero-
coccus sp. by its MICgo of 6.25 ug/ml and against gram — negative bacilli including Escherichia coli,
Klebsiella pneumoniae, Klebsiella oxytoca, Proteus mirabilis, Enterobacter cloacae, Enterobacter
aerogenes, Citrobacter freundii, Acinetobacter calcoaceticus by its MICgq being less than 3.13 yg/ml.
The antibiotic demonstrated good activity against Serratia marcescens, Pseudomonas aeruginosa and
Pseudomonas cepacia except for a part the strains, against which its MICs were high.

2. Pharmacokinetics: Intravenous drip infusion of BIPM (300 mg) were administered to patients
undergoing cholecystectomy (2), colectomy (1), total gastrectomy (1) and distal pancreatectomy (1),
and the distributions of the drug in the plasma, ascites, peritoneum, pancreas, gallbladder wall and
urine were measured. The distribution in the ascites was almost same as that in the plasma. The
concentration in the peritoneum was 1.3 gg/ml at 1 hr after completion of the infusion.

3. Clinical effects: BIPM was administered to 25 patients with postoperative wound infection (7),
perforative peritonitis (5), intraabdominal abscess (5), subphrenic abscess (2), intraabdominal abscess
concurring with wound infection (1), retroperitoneal abscess (1), local peritonitis (1), cholangitis (1),
cholecystitis (1) and catheter sepsis (1) as infection in the field of gastroenterological surgery. The
results were excellent in 3 cases, good in 18 cases and fair in 4 cases. Eruption was observed in one
case as side effect, and abnormal laboratory finding was noted in another case.

From the above results, BIPM was considered to be a useful antibiotic against surgical infections.



