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Table 1. Concentrations of SY5555 in serum and tissue after a single oral administration of 200 mg or 300 mg

Time after R i - .
. Cubital Uterine Endo- Myo- Cervix Portio .
Dose adminis- . . . . L Ovary Oviduct
No. . vein artery metrium metrium uteri vaginalis , ) ,
(mg) tration , (ug/g) ‘ug/g
o | (ug/ml) (ug/ml) (ng/g) (ug/g) (pg/g) (ng/g)
(h © min)
1 0:58 ND ND ND ND ND ND ND ND
2 1:15 1.28 1.24 0.06 0.06 0.06 0.18 0.06 0.09
3 1:19 1.43 1.27 0.15 0.12 0.09 0.15 0.06 0.09
4 1:49 0.67 0.69 ND ND 0.06 0.09 0.06 0.06
200 5 212 0.62 0.66 0.09 0.03 0.06 0.09 0.03 0.06
6 243 1.34 1.25 0.06 0.15 0.06 0.15 0.12 0.12
7 3:18 0.20 0.17 ND ND ND 0.03 ND ND
8 3:37 0.61 0.60 ND ND 0.09 0.09 0.12 ND
9 417 0.25 0.22 ND ND ND 0.03 0.03 0.03
1 0:49 1.95 1.81 ND 0.09 0.09 0.06 0.06 0.18
2 1.4 1.84 1.96 ND 0.15 0.12 0.15 0.18 0.15
300 3 2:38 0.51 0.52 ND ND ND 0.03 0.06 0.06
4 3:32 1.56 1.56 0.14 0.12 0.35 0.33 0.24 0.54
5 5:00 0.08 0.08 ND ND ND ND ND ND
ND : not detectable
(g/ml) Cubital vein (ug/ml) Uterine artery
3.0F 50k
o 1 200mg
® [ 300mg
2.0 . 2.0
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Fig. 1. Serum concentration of SY5555 after single oral administration
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Fig. 2. Tissue concentration of SY5555 after single oral administration
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Table 2. Clinical results of SY5555
Case ) . Isolated (MIC) . Dosage Note Bact.ermr Clinical| Side
Age| Diagnosis before daily total - logical
No. days (clinical response) effect |effect
after (mg) (g) effect
S._epidermidis I[li\\;/t:r 'abd()minal ain |
1 | 34 |endometritis E. coli 10.2) 600 7 14.2 P ‘| replaced | good -
Tenderness of uterus .
Peptostreptococcus sp.(0.05) . .
Oppressive pain .
S. epidermidis i;\xgr .abduminal ain
2 | 16 |endometritis E. faecium 600 7 4.2 P “| replaced | good | ‘=)
; Tenderness of uterus .
Klebsiella sp. R .
Oppressive pain .
P. asacchavolyticus Lower abdominal pain .
3 | 23 |endometritis Eubacterium lentum 600 8 4.8 | Tenderness of uterus . |eradicated| good -
(—) Oppressive pain .
Lower abdominal pain .
" S. epidermidis (0.10) Tenderness of uterus .
4 | 53 |endometritis E. faecium (25) 600 7 4.2 Oppressive pain - replaced | good
WBC 9,580-7,010
Lower abdominal pain .
. Tenderness of uterus .
uterine . .
5| 24 .. not done 450 7 3.15 | Oppressive pain . unknown | good -
adnexitis .
CRP+->—
WRBC 8,230+4,730
Fever .
Lower abdominal pain .
6 | 30 uteru‘le‘ not done 600 7 4.2 1 endern.ess “f. uterus - unknown | good -
adnexitis Oppressive pain .
CRP+ ——
WRBC 15,620—4,880
Fever .
L
727 . Corynebacterium sp. (0.05) 600 7 4.2 enderness of u 7 " leradicated| good -
adnexitis — Oppressive pain .
' CRP+ -
WBC 8,810-5, 340
Fever .
uterine N conorrhoede Lower abdominal pain -
8 | 28 .. - & 0 600 12 7.2 | Tenderness of uterus . |eradicated| good -)
adnexitis (=) . .
Oppressive pain .
Leukorrhea # - —
. Fever .
Bartholin’s E. coli (0.2) o | L - . -~
9 |57 abscess E coli (0.2) 600 7 4.2 S\fvellvmg' > tenderness . unchanged| poor
with incision
Fever .
10 | 44 Bartholin’s K. pneumomae (0.2) 600 7 4.2 bv.vell.mg - tenderness - eradicated | good | (—
abscess (=) with incision
WBC 11,290—7,300
1 |27 vulvar P. mirabilis (0.39) 600 5 3.0 S\fvell.mg' - tenderness eradicated| good B
abscess (—) with incision
Corynebacterium sp. (£0.025) N -
12 | 37| Vubvar P._bivia (0.05) 600 | 7 | 4.2 |Dwelling .. tenderness - piated| good | (-
abscess - with incision
Lower abdominal pain .
1 N. ‘enderness S .
13 |2 gonocpgfa gonorrhoeae 600 5 30 "lcndcr.ness ({f uterus unchanged| poor | (—)
cervicitis N. gonorrhoeae Opressive pain .
Leukorrhea # -+
gonococcal N. gonorrhoeae - ) Leukorrhea + - . .
14 | 26 cervicitis ) 600 5 3.0 CRP+ -»— eradicated | good
15 | 22 g()noc.o.cc.al N. gonorrhoeac 600 7 4.2 | Leukorrhea + - - eradicated | good -
cervicitis (—)

MIC : inoculum size 10°CFU/ml
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Clinical studies on SY5555 in the field of obstetrics and gynecology

Seiji Matsuda, Kinki Oh, Saburo Ando and Chizuko Kawamata
Department of Obstetrics and Gynecology, Kohto Hospital

6-8-5 Ohjima, Kohto-ku, Tokyo 136, Japan

SY5555, a new oral penem, was evaluated for its tissue concentration in female genital organs and its
clinical usefulness in various obstetric and gynecological infections, with the following results. After a single
oral administration of 200 mg, the peak serum concentrations in the cubital vein and uterine artery were 1.
43 and 1.27 ug/ml, respectively, while the genital tissue concentrations were 0.09-0.18 ug/g. After a single
oral administration of 300 mg, the peak serum concentrations in the cubital vein and uterine artery were 1.
84 and 1.96 xg/ml, respectively, while the genital tissue concentrations were 0.14-0.54 ug/g.

SY5555 was administered to 15 patients with endometritis, uterine adnexitis, Bartholin’s abscess, vulvar
abscess and gonococcal cervicitis. The clinical response in 15 patients was good in 13 cases with an overall
efficacy rate of 86.7%. Bacteriological efficacy was evaluated in 13 patients, and the strains were eradicated
in 8 patients, replaced in 3 and unchanged in 2. No remarkable adverse reactions or laboratory values were
observed.



