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Table 1. Concentration of RIPM in maternal plasma and milk after a
single oral administration of RIPM—AC 400 mg

Case Maternal plasma (uzg/ml) Milk (uzg/ml)
No. 1h 2h 4h 6h 1h 2h 4h 6h
1 1.34 1.20 0.58 0.28 ND ND ND ND
2 2.12 1.86 0.62 ND ND ND ND ND
3 1.72 1.92 0.98 ND ND ND ND ND
Mean 1.73 1.66 0.73 0.28
+SD 0.39 0.40 0.22

ND : not detectable

Table 2—1. Clinical results of RIPM—AC treatment

Body Treatment S - .
Case | Age ; Di . - - Isolat Bacteriological | Clinical | Side
No. | (yrs) w 1agnosis daily .dose duration | total dose ates effects effects |effects
(kg) (mgXtimes) | (days) ()
S. aureus
1 21 51 | endometritis 200%3 7 4.2 | eradicated good (=)
(=)
E. cloacae
2 20 54 | endometritis 200X 3 7 4.2 i eradicated good (=)
(=)
E. coli ‘
3 24 50 | endometritis 200X 3 7 4.2 v eradicated good (-
(=)
P. bivia
4 24 48 | endometritis 200X 3 7 4.2 { eradicated good (=)
=)
S. agalactiae
5 43 57 | endometritis 200X 3 7 4.2 ¥ eradicated good (D)
(=)
CNS
6 37 51 | endometritis 200X 3 7 4.2 4 eradicated good (=
(D)
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Table 2—2. Clinical results of RIPM—AC treatment

Body Treatment ) ) o .
Case | Age A Diaenosi ) - lsolates Bacteriological | Clinical | Side
No. | (yrs) w 1agNos1s daily f:lose duration | total dose ola offects effects | effects
(kg) (mgXtimes) | (days) (g)
E. faecalis
7 27 50 | endometritis 200 3 7 4,2 { persisted good (=)
E. faecalis
E. faecalis
8 21 47 | endometritis 200x3 7 4.2 { persisted good (=)
E. faecalis
9 26 53 | endometritis 200%3 7 4.2 (=) unknown good (=)
E. faecalis
10 20 48 | endometritis 200% 3 4 2.4 ) persisted poor (=)
E. faecalis
E. coli
11 | 39 | 49 | Infectious 200X 3 7 4.2 P.magnus | dicated | good | (=)
abortion I
(=)
S. agalactiae
S. equinus
E. coli
12 47 59 pyometra 200% 3 7 4.2 K. oxytoca replaced good (=
}
K. pneumoniae
S. epidermidis
13 21 44 salpingitis 200X 3 7 4.2 ¥ eradicated good (-
(=)
P. aeruginosa
14 25 49 salpingitis 200% 3 7 4.2 P. blea eradicated good (=)
(=)
15 25 48 salpingitis 200% 3 7 4.2 (=) unknown good (=
., Staphylococcus sp.
16 | 20 | 45 | Bartholin’s 200 3 7 4.2 ' eradicated | good | (—)
abscess
(=
E. faecium
17 | 24 | 49 | Bartholin’s 200X 3 7 4.2 E. coli eradicated | good | ()
abscess i
(=)
., S. epidermidis
18 | 33 | 51 | Bartholin’s 200% 3 7 4.2 | eradicated | good | (=)
abscess
(=)
CNS
19 | 35 | a3 | Bartholin’s | oy, q 7 42 | P osaccharobticus | dicated | good | ()
abscess 4
(=) .
E. coli
90 | s0 | sg | Dartholin’s 200% 3 7 4.2 P. magnus eradicated | good | (-)
abscess '
(= I
E. avium
21 | s2 | 54 | Bartholin’s 200%3 7 4.2 P prevotii eradicated | good | ()
abscess v
() L
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Table 3. Summary of clinical effects

Type of ) , No. of Clinical effects | Efficacy rate
. . Diagnosis b
infection cases good poor (%)
endometritis 10 9 1 9/10 (90.0)
.Intraxilterme mfectlxous 1 1 1
infection abortion
pyometra 1 1 1/1
Subtotal 12 11 1 11/12 (91.7)
Adnexitis | salpingitis 3 3 3/3
External .
genital Bartholin’s 6 6 6/6
. . abscess
infection
Total 21 20 1 20/21 (95.2)
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Table 4. Bacteriological response to RIPM—-AC
No. of Eradication
Isolate y Eradicated | Persisted rate
strains )
(%)
S. aureus 1 1 1/1
S. epidermidis 2 2 2/2
CNS 2 2 2/2
Gram-— Staphylococcus sp. 1 1 1/1
positive S. agalactiae 2 2 2/2
bacteria S. equinus 1 1 1/1
E. faecalis 3 3 0/3
E. faecium 1 1 1/1
E. avium 1 1 1/1
Subtotal 14 1 3 11/14 (78.6)
Gram— | E-coli 5 5 5/5
ran; K. oxytoca 1 1 1/1
;eg:i e E. cloacae 1 1 1/1
actena P. aeruginosa 1 1 1/1
Subtotal 8 8 8/8
P. asaccharolyticus 1 1 1/1
P. magnus 2 2 2/2
Anaerobes P. prevotii 1 1 1/1
P. bivia 2 2 2/2
Subtotal 6 6 6/6
Total 28 25 3 25/28 (89.3)
Table 5—1. Laboratory findings before and after treatment with RIPM-AC
Case RBC Hb Ht WBC Platelet S-GOT | S-GPT | ALP BUN S—-Cr
No. (X10*/mm?) | (g/dD) | (%) | (/mm?) | (X10*/mm?) | (U/D) usn (U/1) | (mg/dD | (mg/dD
1 B 405 13.0 40.0 10,900 29.1 19 14 211 18 0.5
A 411 13.1 40.5 8,000 31.1 18 11 244 16 0.7
9 B 425 13.4 39.5 8,900 34.4 11 8 101 10 0.6
A 433 13.6 40.5 4,700 38.8 16 8 89 16 0.6
3 B 478 14.6 43.2 9,200 35.8 19 10 188 19 0.4
A 448 14.5 42.5 7,600 39.8 20 13 169 18 0.5
4 B 409 13.3 39.5 10,100 24.0 18 10 244 10 0.5
A 416 13.5 40.5 4,900 28.1 16 8 222 15 0.8
5 B 427 12.1 36.2 9,500 34.8 18 11 101 12 0.4
A 428 12.1 36.4 6,200 38.1 19 11 108 14 0.4
6 B 455 13.6 40.1 8,200 28.1 11 8 141 10 0.6
A 441 13.4 39.1 6,600 30.5 12 10 136 9 0.5
7 B 412 12.6 37.0 9,400 34.1 14 11 116 21 0.4
A 421 12.8 39.4 4,400 29.4 16 10 138 14 0.5
8 B 472 13.8 41.3 8,800 28.2 14 10 141 16 0.6
A 466 13.5 40.5 6,600 34.1 10 8 136 15 0.5
9 B 425 13.3 39.8 | 10,500 33.3 19 11 141 19 0.8
A 418 13.0 39.0 8,000 29.9 20 14 101 16 0.6
10 B 441 12.5 40.1 10,100 28.1 11 8 134 14 0.4
A 421 12.3 40.0 8,400 30.5 12 8 144 13 0.6
i1 B 397 10.7 34.0 9,500 21.1 18 11
A 388 10.9 36.1 4,900 24.8 11 8 142 16 0.4
12 B 339 10.5 31.2 9,000 18.7 16 11 130
A 326 10.1 30.1 7,000 18.8 27 18 153
B : before A : after
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Table 5—1. Laboratory findings before and after treatment with RIPM-AC
Case RBC Hb Ht WBC Platelet S-GOT | S-GPT | ALP BUN S—-Cr
No. (x10*/mm?) | (g/dD) | (%) | (/mm?) | (X10*/mm?) | (U/1) usD (U/1) | (mg/dl) | (mg/dD
B 408 12.7 36.1 7,900 34.8 10 8 141 10 0.5
B 1A 411 12.9 | 37.0 | 5,600 39.4 11 10 161 1 0.4
4 B 421 13.1 38.1 8,600 29.1 11 9 141 15 0.4
1 A 420 13.0 317.6 5,100 26.9 12 10 128 15 0.5
15 B 461 13.9 41,5 8,800 42.1 18 11 198 19 0.6
A 458 13.8 40.8 6,600 33.9 16 10 184 16 0.5
6 B 428 13.8 41.6 7,400 31.8 14 8 118 16 0.6
1 A 431 13.9 42.5 5,600 28.6 10 9 121 15 0.7
17 B 408 12.2 36.8 9,300 39.5
A 416 12.8 38.0 5,100 33.0 18 11 120 16 0.4
18 B 452 13.9 40.9 8,200 13.1 16 11 121 16 0.4
A 455 13.9 41.1 7,300 13.2 15 10 131 15 0.6
19 B 411 11.5 35.0 8,200 21.2 10 8 141 8 0.6
A 416 11.6 36.1 4,200 24.1 11 8 161 10 0.6
920 B 458 13.9 41.1 8,100 21.1 10 8 144 11 0.6
A 450 13.6 40.5 6,900 24.6 11 10 131 12 0.5
91 B 443 13.2 38.6 6,700 17.4 12 8 134 13 0.4
A 434 13.1 38.0 4,400 19.1 14 10 131 10 0.6
B : before A : after
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Basic and clinical studies on ritipenem acoxil in the field
of obstetrics and gynecology

Takao Yamamoto, Jinsuke Yasuda, Kazuhiro Iwasaku and Hiroji Okada
Department of Obstetrics and Gynecology (Director: Prof. Hiroji Okada)
Kyoto Prefectural University of Medicine
465 Kajii—cho, Hirokoji—agaru, Kawaramachi, Kamigyo—ku, Kyoto 602, Japan

Basic and clinical studies were conducted on ritipenem acoxil (RIPM-AC), a newly developed
oral penem of the ester type, and the following results were obtained.

RIPM-AC was orally administered to puerperal women at a single dose of 400 mg under
non—fasting conditions, and the concentration of ritipenem (RIPM) was determined in milk. RIPM
could not be detected in milk at 1, 2, 4 and 6 h after administration.

In the clinical trial, RIPM-AC was administered to 21 patients with obstetric and gynecological
infections (10 with endometritis, 1 with infectious abortion, 1 with pyometra, 3 with salpingitis and
6 with Bartholin’s abscess). Clinical results were evaluated as good in 20 patients and poor in 1,
an efficacy rate of 95.2%.

Bacteriologically, 28 causative organisms were isolated, and the eradication rate was 89.3%
(eradicated 25, persisted 3).

No subjective side effects or abnormal changes in laboratory values were observed in any of the
patients treated with RIPM-AC.



