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1. AN

£ERE T B &%EH 9 MIC range, MICso, MIC,,
% Table 12" L 7z, Range Tt E. coli, Klebsiella
spp., P. mirabilis, M. morganii 131.56ug/ml LAF &
BIFT, S. marcescens #°3.13ug/ml LI'F, S. aureus
126.25ug/ml L T & » 72, P. aeruginosa T I3
0.78~50ug/ml F TRRILAL T 7z, MICs, Tid,
S. aureus, E. coli, Klebsiella spp.i20.10ug/ml & &
BDTRL, P. mirabilis, S. marcescens 120.39ug/ml
ERIFTH -7z, MICs, TlX, E. coli, Klebsiella spp.
120.10, 0.20ug/ml EBHTRWHEHERL 72, S
aureus, P. mivabilis, M. morganii, S. marcescens
130.78~1.56ug/ml & BIFTH - 125%, P. aeruginosa
Ti325ug/ml & R MIC ¥ EH - 72, MR E L1722
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2 B y-globulin % #8 L T\ 724, SERRTICEEKE)
HELBHLNTBY, AREHEL 2, HFIRERG
ESBITIIHER 4G, B 1BIT, LRERHN 1
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Hotz, REFRRYEIR TIZES 9B, Fxh 3BT,
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HMEFEEINRE A5 &, BILED 1 HH 513 S, aur-
eus HAMHBIEEL ) TBEX N, |EZIZEEL 22% H
1P HITEITRES Y, BIMAENEE - & M

Table 1. In vitro activity of panipenem and other drugs
MIC (ug/ml)
Organism (No. of strains) Drug
range 50 % 90 %
panipenem 0.10 ~ 6.25 0.10 1.56
Staphylococcus aureus (27) imipenem 0.10 ~ 25 0.10 1.56
ceftazidime 1.56 ~>100 12.5 >100
panipenem 0.10 ~ 1.56 0.10 0.10
Escherichia coli 27 imipenem 0.10 ~ 3.13 0.10 0.20
ceftazidime 0.10 ~ 100 0.20 0.78
panipenem 0.10 ~ 1.56 0.10 0.20
Klebsiella spp. (27) imipenem 0.10 ~ 3.13 0.20 0.39
ceftazidime 0.10 ~ 50 0.20 1.56
panipenem 0.20 ~ 1.56 0.39 0.78
Proteus mirabilis (18) imipenem 0.20 ~ 3.13 1.56 3.13
ceftazidime 0.10 0.10 0.10
panipenem 0.10 ~ 1.56 0.78 1.56
Morganella morganii (26) imipenem 0.20 ~ 6.25 1.56 3.13
ceftazidime 0.10 ~>100 0.39 12.5
panipenem 0.10 ~ 3.13 0.39 1.56
Serratia marcescens (27) imipenem 0.20 ~ 3.13 0.78 1.56
ceftazidime 0.20 ~ 12.5 1.56 12.5
panipenem 0.78 ~ 50 6.25 25
Pseudomonas aeruginosa (27) imipenem 0.78 ~ 50 1.56 50
ceftazidime 0.78 ~ 100 12.5 100
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N, MEEONRIITAE Lz, MIRSREYE T3
MMERG L Y, Haemophilus influenzae, S. aureus,
Streptococcus pneumoniae Z NLE N 1 BB S N,
B R 2 BH 513, S. aureus, B-Streptococcus,
Klebsiella pneumoniae, E. coli H#H & N, £HRIEK
L7z, PREGEEE TIXBEMBERRIR T E. coli 6%, K.
pneumoniae 1 ¥RHRIE I N, F 7z, WHEERLEIZSH
»", K. pneumoniae 4%k, E. coli 3%k, Proteus
vulgaris 2%k, E. cloacae 2 BkH R E NEBRIEXL
72.

BERAICA B E, 0.52/0.5g 1 B 2 [ 5185 T,
BumFED 1% (Case No.1) HA40.5g/0.5¢ 1 H 3 [\
THo12, AERIZLBICBWTEHNLd 5 2,
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N, SEORETCEMIEAIZDIIEREEMOES &
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PAPM/BP i385 L { &S LIz A W3R ARY
4% PAPM & organic ion transport inhibitor T3
3BPmn1 : 1 (EEK) NEAKTHS, PAPM o)
HEHRBEFED NN RRLRIERTH % IPM &
FIREETHBLEELN TS, Z2BICEL Tk
IPM TRIE & LT\ 5 PARMERICNT 22813
B sSbhbi, ERENRIERIIBRIARICBET8
EEINTwiny,

—7, BP 3 cilastatin (CS) * B4 VBT Fux
TFF—- | MEERSEOEBERZ/HL L w%2
HNEAWETH b, BPIZT I VBRHOFHEKT -5
7 7 LARIDBHERBIBLAANDIY IAA % FAHNTH
ETLERA2# DL PAPM B iIcxT 2 L2H 285D
LrEbnTwa,

PAPM DIE 11 % BRI B 7 ERELTOM TRETL
72. E. coli, Klebsiella spp., P. mirabilis \Z%¢ 1 Tid
BHTENIMENE22RL, S aureus, M. morganii,
S. marcescens 123t L CH B HEN 2R L 7225 P.
aeruginosa IZ DWW TIZETF MIC &b -7z, b

Table 2-1. Clinical summary of 19 cases of infection treated with panipenem/betamipron
. - Dosage of panipenem Effect
A ec
Case (5)8 Diagnosis /betamipron Pathogen . £
underlying - bacterio- Side-effects
No. . di daily dose d (cells/ml) acterio clinical | and remarks
Sex isease (g X times) ay logical n
51 Sepsis / RBC |
1 . (diabetic gangrene 0.5/0.5%3 11 Staphy. o.c o'ccus az‘njeus eradicated good Hb |
M of left big toe) Methlc:l]m-sensmve) Ht |
Staphylococcus aureus,
63 Sepsis (suspect)
2 . (inflammation of 0.5/0.5%2 7 (=) unknown good | 7-globulin
F dental root)
24 Lacunar tonsillitis, B-Streptococcus .
3 . o 0.5/0.5%2 8 eradicated good (=)
M peritonsillar abscess Staphylococcus aureus
4 74 Acute bronchitis 05/05%2 8 Klebsiella pneumoniae dicated od (=)
F (bronchial asthma) o Escherichia coli eradicate g0
73 Chronic bronchitis L . .
5 . . 0.5/0.5%2 8 | Haemophilus influenzae | eradicated fair (=)
M (chronic sinusitis)
n Chronic bronchitis l
6 . . 0.5/0.5%2 8 Staph)f 0cocaus aures | oradicated good (=)
M (bronchial asthma) Methicillin-sensitive
Staphylococcus aureus
39
7 . Bronchopneumonia 0.5/0.5%2 8 | Streptococcus pneumoniae | eradicated good (-)
M
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Table 2-2. Clinical summary of 19 cases of infection treated with panipenem/betamipron
. . Dosage of panipenem Effect
Age . ec )
Case (5) Diagnosi /betamipron Pathogen Side-effects
. underlying) X bacterio-
) . daily dose cells/ml acterio linical |and remarks
No Sex (dlsease (g X times) day ( /mb) logical climea

7 . Klebsiella pneumoniae .

8 . Acute pyelonephritis 0.5/05%x2 7 (105) eradicated good (=)
F
58 | Acut lonephriti

9 | - cute PYEIONEPArS | 05/05x2 | 7 | Escherichia coli (10°) | eradicated | good (-)
F (diabetes mellitus)
18

10 . Acute pyelonephritis 0.5/0.5%2 8 Escherichia coli (10°) | eradicated |excellent (=)
F
82 Chronic pyelonephritis

11 . (diabetes mellitus ) 0.5/0.5%2 8 Escherichia coli  (10%) | eradicated |excellent (=)
F neurogenic bladder
45 Acute cystitis .

12 . . R 0.5/0.5%x2 8 Escherichia coli  (10°) eradicated |excellent (=)
F (diabetes mellitus)
80 Proteus vulgaris

13 . Chronic cystitis 0.5/0.5x2 8 Enterobacter cloacae | (10°) | eradicated good (=)
F Klebsiella pneumoniae
2 . Klebsiella preumoniae .

14 . Chronic cystitis 0.5/0.5%2 8 L } 10% | eradicated |excellent (=)
F Escherichia col
61 chronic cystitis Kiebsiellapn .

i ; stella pneumoniae

15 . (dlabetes melhtus) 0.5/0.5%2 8 e P } (109 | eradicated |excellent (=)
F hypertension Escherichia col
75 chronic cystitis Prot Ioari

. . roteus vuige S

16 . (dlabetes melhtus) 0.5/0.5%2 8 ‘ u’\_ ”A’A[m? ] 10%) eradicated |excellent (=)
F renal cyst Escherichia coli
74

17 . chronic cystitis 0.5/0.5%x2 8 Escherichia coli (107) | eradicated |excellent (=)
F
71 chronic cystitis

18 . (diabetes mellitus) 0.5/05%x2 5 Excherichia coli - (10%) | eradicated |excellent (=)
F hypertension
74 Klebsiella pneumoniae s

19 . chronic cystitis 0.5/05%X2 | 15 | Ewerococcus cloacae | ) | eradicated |excellent (-)
F

i3, BBENH N AR LBRAERTH 5 IPM & 13T
ESNBMET, B3It 7 2 2ARFEH N CAZ &
NENT72,

BUMEE 2 B, DPIRESREILIE 5 B, FRMRYesE 12615
198 R e fie B3t L A# %#1.0~1.5g/1.0~1.5
g/BEE L, BRREIRE 2175 72, BRI A khH
131819 (94.7%) TH 72, %12, MWEFEHIMHED
FHE AT HE 2 SEBI DIE K13 100% Th - 720 =4S, 4

IR & 728 A, S. aureus, E. coli, K. pneumoniae
% AR RERNBCEEN S ik Bk
2 bbb, BERLBRNFENBE TIIKMmME TE
ETH-721F %K%, 1[0.5g/0.5¢g, 1 H 2 m#%x5
THHUMBEIHFELN T B, TTIZ, WEL, WIREE
BHEsgc B VT IPM/CS 234 BE X L 2HERER
BRAEMI N, 1 [0.5¢/0.5g, 1 H 2Rk T+o%
MELGFELNT VB,
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Table 3. Laboratory findings of 19 cases of infection before and after panipenem/betamipron administration
Case | RBC Hb Ht | WBC | Eos. | Plts. | GOT | GPT (11\(12\_1};) LDH |7-GTP| BUN | S-Cr
No. | (10%/mm®) | (g/dD | (%) | (/mn®) | (%) |(10*/mm*)| (U) () () (U) (U) | (mg/dD) | (mg/dD)
1 B 374 11.5 34.7 7400 1 47.2 13 8 10.0 421 56 13.9 1.70
A 304 9.5 27.5 5300 4 37.6 10 5 7.8 312 35 13.6 1.59
2 B 391 12.5 38.4 8600 0 17.1 19 11 3.4 275 23 7.6 0.89
A 357 11.4 34.1 7600 1 30.9 17 9 3.3 430 22 6.2 0.78
3 B 498 16.4 49.5 22700 0 33.7 11 8 8.1 233 25 10.0 1.05
A 433 13.6 41.7 6900 0 31.5 28 30 7.5 263 22 6.7 1.06
4 B 375 11.0 33.7 9400 3 20.0 16 10 8.3 381 12 10.0 0.90
A 375 11.0 33.6 4100 5 20.6 10 10 8.5 390 9 9.7 0.96
5 B 384 11.9 35.5 13400 1 20.8 16 15 5.0 482 26 21.1 0.74
A 413 12.6 38.4 11000 3 26.2 14 13 6.0 470 28 23.9 0.92
6 B 454 14.1 42.5 8500 1 26.1 23 29 6.0 327 42 9.3 0.96
A 432 13.6 40.2 4600 2 26.4 21 30 5.6 307 48 11.8 0.99
7 B 495 14.2 4.9 14800 1 32.3 18 42 7.7 313 35 14.1 0.87
A 498 14.5 46.8 6500 4 36.1 35 32 7.6 322 28 12. 0.92
8 B 466 14.8 41.9 11100 1 20.3 18 16 161° 284 18 11. 0.90
A 473 14.9 42.2 7800 2 19.7 20 18 170* 296 19 10. 0.90
9 B 465 14 .4 41.5 10800 1 18.5 23 20 148° 322 16 11.0 0.90
A 471 14.5 41.7 7400 2 19.2 21 18 152* 318 15 10.6 0.90
10 B 384 12.1 37.2 19500 1 25.1 15 9 4.3 226 12 10.4 0.84
A 376 11.9 36.0 7800 2 27.3 11 9 3.9 226 11 12.6 0.79
1 B 373 11.8 36.2 9600 0 18.8 27 24 5.7 315 56 26.0 1.18
A 389 11.6 35.0 7100 2 18.9 16 16 7.4 338 50 8.0 00
12 B 535 10.8 33.4 4800 0 30.9 16 10 3.3 229 6 7.1 0.87
A 522 10.8 34.0 4000 4 29.7 27 27 5.0 291 26 8.7 0.74
13 B 380 12.8 37.2 7600 0 10.9 18 7 7.9 352 22 8.8 0.87
A 328 12.6 36.5 7300 1 11.5 16 7 8.0 348 22 9.2 0.86
14 B 396 12.1 36.1 5700 0 3.4 54 75 29.4 355 287 15.6 0.88
A 395 12.0 36.2 5400 3 4.1 54 69 28.3 411 289 11.6 0.72
15 B 380 12.2 35.8 4500 2 19.7 15 20 9.2 355 43 8.7 0.95
A 378 11.9 36.0 6300 1 18.0 14 18 8.2 348 40 13.0 0.92
16 B 400 11.7 35.6 7300 1 18.7 12 4 4.2 296 10 17. 0.95
A 387 11.6 34.8 4900 1 16.8 10 4 4.0 269 10 13. 0.91
17 B 399 11.1 35.2 5900 1 21. 17 14 7.7 336 33 13.9 1.00
A 400 11.8 35.4 5500 3 18. 16 12 7.2 329 27 13.0 1.04
18 B 419 14.1 41.4 5100 0 23.6 27 20 10.3 377 55 12.4 0.99
A 433 14.3 42.9 5500 1 23.6 31 23 10.5 401 40 3 1.01
19 B 359 11.2 33.1 8300 1 14 7 9.1 385 9 8.4 0.91
A 368 11.4 33.6 4000 5 17 10 9.1 373 8 6.9 0.93
B : before, A : after
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ANTIBACTERIAL ACTIVITY AND CLINICAL STUDY OF
PANIPENEM/BETAMIPRON

Akira Saito”, Masumi Tomizawa?, Ichiro Nakayama®, and Kiyoshi Sato®
YCollege of Medical Technology, Hokkaido University
Kita 12-jo, Nishi 5-chome, Kita-ku, Sapporo 060, Japan
“Department of Internal Medicine, Sapporo Social Insurance General Hospital

¥Department of Internal Medicine, Sapporo Tetsudo Hospital

“Clinical Laboratories, Hokkaido University Hospital

The antibacterial activity and clinical efficacy of panipenem/betamipron (PAPM/BP), a new

carbapenem antibiotic, were investigated.

MICs of this drug against 179 clinical isolates of 7 species were measured at an inoculum size of
10° cells/ml. MIC,, values against Staphylococcus aureus, Escherichia coli, Klebsiella spp., Proteus
mirabilis, Morganella morganii, Serratia marcescens, and Pseudomonas aeruginosa were respectively
determined to be 1.56, 0.10, 0.20, 0.78, 1.56, 1.56 and 25 ug/ml. These values were almost
equal to those of imipenem and superior to those of ceftazidime.

The clinical efficacy was studied in 19 patients with infections (2 with sepsis, 5 with respiratory
tract infection, and 12 with urinary tract infection) by administering the drug mainly at 0.5g/0.5
gX2/day. Clinical response was excellent and good in 9 patients each, showing a 94.7% efficacy
rate. No side effects were noted, but decreases of RBC, Hb and Ht in laboratory findings were

observed in 1 patient.



