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Fig. 1. Antibacterial effect of ritipenem and
cefotiam on Staphylococcus aureus 209P JC1
analyzed by the in vitro pharmacokinetic
system.

Horizontal lines in the lower panel indicate
the minimum inhibitory concentrations of
the tested antibiotics.
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Fig. 2. Antibacterial effect of ritipenem and
cefotiam on Streptococcus pneumoniae 11D
553 analyzed by the in vitro
pharmacokinetic system.
Horizontal lines in the lower panel indicate
the minimum inhibitory concentrations of
the tested antibiotics.
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Fig. 3. Antibacterial effect of ritipenem and

cefotiam on Escherichia coli NIHJ JC2

analyzed by the in vitro pharmacokinetic
system.

Horizontal lines in the lower panel indicate
the minimum inhibitory concentrations of
the tested antibiotics.
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Fig. 4. Antibacterial effect of ritipenem and
cefotiam on Haemophilus influenzae 11D 984
analyzed by the in vitro pharmacokinetic
system.

Horizontal lines in the lower panel indicate
the minimum inhibitory concentrations of
the tested antibiotics.

Table 1-1. Clinical summary of treatment with RIPM-AC

Age ) . Administration Evaluation
Case (v) Diagnosis il - Isolated WBC | CRP | ESR - Side
No. | (underlying disease) alyc.iose duration | {otal dose organism (/mm?®) | (mg/dl) | (mm/h) bacterio" clinical | effects
Sex (mgxtime) | (days) (g) logical
30 acute bronchitis NF 7,900| 4.43 37
X 3 _
1| % | (bronchial asthma) 150X 3 7 3.15 - = —~ —— |unknown| good | (-)
62 acute bronchitis NF 15,800 | 4.38 24
X 2 : _
2 | £ | (bronchial asthma) 200X 3 7 4.2 NF 10300 043 7 |unknown | good )
acute bronchitis
58 . NF .
3 F (bronchial .asthma 400X 2 10 8.0 NF gi?gg (l)gg gg unknown | good =)
hypertension)
chronic bronchitis
82 | (obstructive lung disease, S. aureus 7,200 3.6 74
X ) . . B
4 M | pulmonary emphysema, 1503 7 3.15 S. aureus 5300 0.6 56 persisted | good | (-)
asthma)
62 | chronic bronchitis ND 23,400| 5.85 15
200% 3 2 | —== |« 9801 1o -
5 F | (bronchial asthma) 00 7 4.2 ND 8,900 0.23 13 unknown | good | (=)
73 | chronic bronchitis H. influenzae 8,600( 4.16 70
. 200 X 7 . . : i -
6 F | (bronchial asthma) 8 42 NF 5,500 0.30 58 eradicated | excellent | (=)
60 | chronic bronchitis NF 6,800 1.88 6
200X 3 7 4.2 2 : -
7 F | (bronchial asthma) NF 8,100 0.27| - unknown | excellent | (=)

NF : normal flora ND : not done
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Table 1-2. Clinical summary of treatment with RIPM-AC
Age . . Administration Evaluation ,
Case " Diagnosis P o ] Isolated WBC | CRP | ESR —— Side
No. | ¥ | (underlying disease) | %8 §ose uration | total dose organism (/mm?) | (mg/dl) | (mm/h) | P20 Clinical | effects
Sex (mgXtime) | (days) (&) logical
73 | chronic bronchitis NF 13,700 _7.62 96 _
8 | p (=) 200%3 14 8.4 NF 5800 027 | 48 unknown| good | (—)
63 | chronic bronchitis ND 7,100| 8.99 | 108
X . -
9 | F | (diabetes mellitus) | 20<3 | T 6.3 ND T'800| 3,08 | 105 |Unknown| good | (=)
56 | chronic bronchitis NF 10,200| 1.84 15 _
10 | 3 (-) 300%3 7 6.3 NF 5900| 026 0 unknown| good | (—)
56 | chronic bronchitis H. influenzae |11,200| 13.10 18 .
X ) _
11 M | (bronchial asthma) | S00% | 12 | 108 NF 4.700| 0.30 | T1g |eredicaked | good | (=)
57 | chronic bronchitis NF 9,600 1.23 26
X 2 —
12 M | (bronchial asthma) 400% 3 7 8.4 NF 9.800| 0.23 13 unknown| good | (—)
chronic bronchitis
13 f;:i (old pulmonary 400X 1 1 0.4 II:IIIF) 6’_3 00 1;49 El unknown | unevaluable |unknown
tuberculosis)
61 bronchiectasis P. aeruginosa | 7,500| 1.16 22 . _
14 F (=) 2003 7 4.2 P. aeruginosa | 9,300 0.25 16 persisted | good =)
75 bronchiectasis A. calcoaceticus | 9,300 16.90 | 102 . _
15 M (-) 200X 3 14 8.4 NF 8.300| 0.27 35 eradicated| good | (—)
30 bronchiectasis P. aeruginosa |13,600| 4.38 39 . _
16 F (- 150X 3 14 6.3 NF 8.100| 0.81 32 eradicated| good | (—)
pulmonary carcinoma
73 - . NF 25,000( 18.60 | 107 _
17 M with mfect_lon 200%3 7 4.2 ND 26.100| 17 8 7 unknown |unevaluable| (—)
(hypertension)
36 pneumonia S. pneumoniae |11,600| 4.21 20 .
X . —
18 F | (bronchial asthma) 150% 3 7 3.15 (- 11.800| 0.25 9 eradicated| good | (=)
55 pneumonia NF 14,600 3.42 38 _
19 M | (chronic bronchitis) 150% 3 7 3.15 NF 11.300| T0.27 % unknown| good | (=)
89 pneumonia NF 8,500| 18.0 134
20 ‘ ,
F (heart failure) 2003 2 1.0 ND - — — |unknown |unevaluable unknown
NF : normal flora ND : not done
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t hOEPICE T B EYEIER in vitro pharmacokine-
tic system ICE D BHEL, SEERIIHITIRENIC
SWTHE L7z S. aureus 129 % RIPM @ MIC {#
120.052g/ml T, CTM ® 0.1 ug/ml £V {EL, ED
WIiE b FHIE L, £72, S. pneumoniae iITHWT
b [EIHRIC RIPM @ MIC f# i3 0.05 £ g/ml T CTM £ b
B, ABRRTRETCHEOBEZMH LA, CTM T
REBENRD SN, E. coli ITHWT RIPM O4EH
BOEEH I CTM icPPE ->7h, MIC{EIZ0.78 1 g/
ml TEROMPBERI NE2FESLEEAZ HDTH -7,
H. influenzae IZH W T iz RIPM @ MIC f& i3 25 1 g/
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Table 2. Laboratory findings before and after treatment with RIPM-AC
Case RBC Hb Plt, WBC |Eosino | GOT | GPT | ALP | BUN s—Cr
No. (x104/mm®)| (g/dl) [(x10*/mm®)| /mm®) | (%) | AU/ | AU/ | (1U/D) | (mg/dD) | (mg/d])
1 B 386 13.4 13.8 7,900 1.0 27 17 125 6.9 0.5
A _ _ _ - _ - _ _ ~ -
9 B 450 14.1 28.9 15,800 0.5 13 20 134 10.6 0.6
A 410 12.8 32.3 10,300 0.0 13 19 115 14.9 0.6
3 B 485 14.2 40.0 8,900 9.9 16 9 223 16.7 0.7
A 406 12.6 30.5 6,700 1.0 16 9 147 15.9 0.7
4 B 359 12.0 20.9 7,200 1.3 15 16 215 19 0.8
A 394 12.9 28.4 5,300 2.9 15 19 212 18 0.9
5 B 483 14.2 45.7 23,400 0.5 13 21 226 16.0 0.8
A 487 14.5 47.8 8,900 4.5 13 20 208 19.0 0.6
6 B 405 12.3 23.3 8,600 1.0 20 20 82 19.3 0.8
A 395 11.6 38.0 5,500 8.0 18 12 70 14.2 0.9
7 B 476 156.56 18.1 6,800 2.1 36 37 141 8.1 0.6
A 476 15.3 24.3 8,100 0.5 58 45 150 9.9 0.6
8 B 451 11.1 29.9 13,700 0 15 12 158 16.7 0.9
A 456 11.2 25.5 5,800 1.0 19 11 133 13.9 0.7
9 B 414 12.6 29.0 7,100 0.5 11 5 152 10.8 0.6
A 422 13.0 30.0 11,800 0.5 8 5 138 11.4 0.7
10 B 480 15.9 31.7 10,200 0.5 23 17 112 13.0 0.9
A 460 156.1 35.3 5,900 1.2 18 19 97 13.7 0.9
1 B 435 13.6 22.3 11,200 1.5 356 25 178 13.6 0.9
A 431 13.3 31.7 4,700 2.0 17 16 147 15.6 0.9
12 B 385 12.2 31.8 9,600 5.0 11 13 77 10.6 0.7
A 399 13.1 34.2 9,800 3.0 10 13 81 12.8 0.7
B 434 13.7 26.9 6,300 1.5 19 12 171 7.3 0.5
13
A —_ — —_ —_ —_ —_ — - - —_
14 B 461 13.1 40.1 7,500 1.0 28 39 269 12.6 0.8
A 477 13.4 44.8 9,300 0 - - - - -
15 B 482 13.2 35.7 9,300 0 22 17 134 9.4 0.7
A 458 13.0 26.3 8,300 1.1 18 12 137 11.5 0.6
16 B 448 13.2 33.7 13,600 1.0 12 12 116 7.6 0.6
A 464 13.4 46.2 8,100 1.5 17 14 147 11.5 0.7
17 B 427 12.7 42.4 25,000 4.0 19 22 287 18.1 1.1
A 416 12.3 43.2 26,100 4.5 - - - - -
18 B 467 13.9 26.2 11,600 1.5 13 11 183 17.2 0.8
A 414 12.6 32.0 11,800 1.5 13 1 157 15.4 0.7
19 B 500 15.8 21.4 14,600 1.0 23 24 94 13.9 1.3
A 473 15.0 22.5 11,300 1.0 28 38 87 28.1 11
20 B 373 11.3 16.6 8,500 1.0 11 7 170 16.8 08
A p— — — p— — —_ — —_— — —_—
B : before A : after

ml EFHETH -7, EEBOZEHIZ CTM & 2R
BRT® -7 LIk, in vitro pharmacokinetic system
&0, RIPM 375 LBHETH 3 S. aureus B &
' S. pneumoniae ICHEW T CTM kD BWHEH %
AL, 7S LEBHETH S E coli TIZPPE 3, H.
influenzae IZHE VW TR IZIEFEEFE E VWS, RIPM 0%
ZRORBLUZBENE oI,

W 28 R RAE 17 Blict 9 2 AR DRI R 3, F

20l BH15HT BEHRI10%THH, BIFEHK
BB ont,

NSNS EE T HROBEIR, AFERS% 5 HRAER
Ufco BERELT2 S. aureus "N BEINIEFIcHT 5 1
HE5&IE 450 mg TH -7 HE, H. influenzae 2
BNHEERLUEF DO 1 B S5EH 600 mg ¥ & T 900
mg CTH-7lEaEETHE, FREBZFIEICHTS
AHO®ERE LTI, 18 600 mgl L 900 mg A
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Evaluation of the antibacterial activity of ritipenem acoxil

using an in vitro pharmacokinetic system, and its clinical efficacy
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The antibacterial activity of ritipenem (RIPM), a metabolite of ritipenem acoxil (RIPM-AC), a
new oral penem, was compared with that of cefotiam (CTM) using an in vitro pharmacokinetic
system. The activity of RIPM was higher than that of CTM against Staphylococcus aureus 209P JC1
and Streptococcus pneumoniae 11D553, but less than CTM against Escherichia coli NIHJ JC2 and as
active as CTM against Haemophilus influenzae 11D984. The clinical response was excellent in 2
cases, good in 15. The overall efficacy rate was 100% . Seven causative organisms were identified.
One strain each of S. pneumoniae, Acinetobacter calcoaceticus, and Pseudomonas aeruginosa, and 2
strains of H. influenzae were eradicated, while 1 strain each of S. aureus and P. aeruginosa
persisted. No side effects or abnormal changes in laboratory findings attributable to RIPM-AC

were observed.



