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Table 1. Concentration of cefpirome in serum and genital tissues after d.i. of 1 g
Case Time after Serum (ug/ml) Tissue (ug/g)
administration

no. (min) vein | uterine artery | oviduct | ovary | endometrium | myometrium | cervix uteri | portio vaginalis
1 35 30.4 30.5 209 | 19.2 17.2 20.2 215 21.2
2 44 19.4 215 18.7 | 111 4.4 9.4 15.2 13.4
3 69 18.1 20.4 11.2 | 12.0 6.9 6.7 17.7 17.7
4 73 28.3 28.9 18.1 | 22.1 14.2 213 22.9 18.8
5 94 12.0 8.3 13.6 | 12.3 10.2 12.5 10.5
6 101 11.4 13.9 12.6 8.0 5.4 8.0 7.0 8.1
7 118 22.0 18.9 11.1 9.8 5.0 7.6 8.8 10.5
8 122 18.5 17.4 9.8 | 143 8.5 13.2 9.5 7.8
9 141 14.7 12.1 13.1 9.3 12.1 8.9 9.1 7.0

10 177 12.3 10.1 5.8 8.0 5.2 3.6 6.7 5.6
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Fig. 1. Cefpirome concentration in serum 1 h afteri.v.d. of 1 g
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Table 2. Concentration of cefpirome in venous serum and pelvic retroperitoneal space exudate (1 g d.i.)

Cefpirome concentration (ug/ml)

Case
no.

venous serum pelvic retroperitoneal space exudate

05h| 1h |15h|{ 2h | 3h | 4h [ 6h | 8h |05h| 1h [15h| 2h [ 3h [ 4h | 6h 8h

415|572 | 355 | 19.8 | 11.7 | 6.0 [ 2.39 | 1.10 | 3.10 | 9.73| 16.9 | 21.0 | 20.8 | 16.9 |10.1 | 4.89

68.3 | 76.2 [ 55.2 | 44.8 | 25.1 | 13.7 | 8.79 | 3.67 | 3.57 |24.6 | 44.6 | 41.5 | 47.4 | 35.0 [16.6 | 9.96

w | ] -

36.7 | 47.1 | 30.3 | 28.6 | 14.6 | 10.3 | 6.12 | 291 | 1.64 | 9.80| 13.3 | 19.5 | 15.8 | 14.8 | 8.42| 3.29

4 | 524|628 |43.2 | 354 |16.5|13.0 [ 5.09 | 2.26 | 1.88 {15.5 | 30.4 | 34.2 | 36.3 | 22.4 |12.6 | 9.93

Mean

49.7 | 60.8 | 41.1 | 322 | 17.0 | 108 | 56 |25 |25 |14.9 |26.3 |29.1 |30.1 223|119 |7.0

+*SD{+14.0{+12.1|+10.8/+10.8| *58 | #3.5| +2.6 | +1.1) +09| +7.0|*12.3|+10.6{+14.5/ +9.1 | £3.6 | +3.4
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Fig. 8. Concentration of cefpirome in venous serum and pelvic restroperitoneal space exudate (1 g d.i.).
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Table 3. Pharmacokinetic parameters of cefpirome obtained from 1 h d.i. injection of 1 g
Serum 0St<1.0: C = A* 1-e™®) + B* (1-e7#
t21.0: C = Ae~ot-10 4 Be~f1-10
Exudate 0=t<1.0: C = A* (1-e™*) + B* (1-e™® + C* 1-e™
t=1.0: C = Ae“"“'l'o' + Be—ﬂ(t—l.ﬂ) + Ce—k.’n(z-l.o)
A* B* c* A B C
(ug/ml) (ug/ml) (ug/ml) (ug/ml) (ug/ml) (ug/ml)
Serum 21.70 120.95 — 21.56 40.68 —
Exudate -12.82 -100.25 258.03 -12.73 -33.72 60.66
(o4 B k31 Trmax Crmax T1/2 AUCO_ «
() (1 (h~h h) (ug/ml) ) (ug - /ml)
Serum 5.015 0.410 — 1.00 62.24 1.69 142.65
Exudate 5.015 0.410 0.268 1.61 24.66 2.59 144.96
Table 4. Concentration of cefpirome in milk after i.v. injection of 1 g
Case Mik (ug/ml)
no. 0 1h 2h 3h 4h 6h
1 ND 0.27 0.32 0.36 0.42 0.42
2 ND 0.43 0.82 0.57 0.37 0.41
3 ND 0.25 0.50 0.71 0.51 0.35
4 ND 0.29 0.41 0.64 0.34 0.27
Mean +SD — 0.31+0.07 0.51+0.19 0.57+0.13 0.41+0.06 0.360.06

(ND < 0.20 pg/ml)

ND: not done
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Table 5. Clinical results of cefpirome

Diagnosis Treatment Isolated organisms* Bacteri
Case | Age | BW | underlying ) total WBC* ESR* | 220" | Clinical | Side-
Se of .
no. | (y) | kg disease & venty route (gio/:) duration | dose species (ma®) | R (mm/h) l:[ic;] efficacy | effects
complication o ®
pyometra 15000 | 6+
1 [ 64]45 cervixal severe {ivd.| 1x2 6 12 unknown | poor -
cancer ND 18100 | 6+
parametritis 4700
2 (50|48 pelvioperitonitis severe |ivd.| 1x2 6 12 unknown | good -
ovarian cancer ND 5700 | 2+
bacterium, Gram-
endometritis positive 10400 | 5+ 30
3 (27 ]85 moderate |i.v.d. | 1x2 9 17 E. col eradicated| good —
o 8700 | +
endometritis S'S””‘;";”‘g“ so| — | 1
4 |28 |58 moderate |iv.d. | 1x2 6 |12 - eradicated| good | —
=) 4600 | —
=)
salpingitis Flavobacterium spp. | 12900 | 6+ 123
5 | 4 |57.5 ovarian moderate |i.v.d. [ 2x2 5 20 ND s100 | — % unknown | good -
demoid cyst
dometriti E. coli 12500 | + 32
6 |54 455 | ioderate |ivd. | 2x2 7 | % unknown | good | —
cervical cancer ND 5900 | — 32
pyometra - 6300 [ 3+ 98
i unkno! d -
7 |61 |40 corpus cancer moderate |iv.d. | 1x2 10 20 _ 000 | 3+ | 110 W | OO
chorionic carcinoma
* before treatment ~ ND: not done

after treatment
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Table 6. Laboratory findings
Case RBC Hb | Ht | WBC Differential (%) Pits. |S-GOT |S-GPT Al T-bil | BUN | SCr
no. (10*/mm?) | (g/dD | (%) | /mm®) | baso | eos | neutro | lympho | mono | 104mm) | W) | M) P | mg/d) | mg/d) | (mg/d)
1 B 215 7.7 [23.1] 15000 214 38 k'Y 0.5 214 12
A 213 7.5 (22.7] 18100 39.1 53 67 |[321 26.6 16
9 B 386 11.2 33.4] 3900 20.9 16 11 0.5 84 0.9
A 379 10.7 {32.3| 5700 16 7 233 0.3 9 1.0
3 B 357 11.2 133910400 [ 1 | 5 58 32 4 274 19 14 137 0.3 12 0.9
A 377 11.5(355| 8700 ( 1 [ 6 51 41 1 33.1 22 29 (154 0.4 15 0.8
4 B 404 11.0 |133.8( 5700 | 2 | 2 52 44 0 31.7 15 10 |112 0.8 9 0.6
A
5 B 369 11.3 |35.1| 12900 353 11 10 [126 0.4 6 0.7
A 379 11.9 136.1 5100 38.8 26 25 0.2 113 0.6
6 B 411 12.1 |37.1 | 12500 16 9 0.5 14.6 0.8
A 3% 11.3 |36.1| 5900 249 16 9 |130 0.2 12.7 0.6
7 B 434 13.7 141.5( 6300 0 | O 64 28 8 29.2 16 3 68| 0.3 11.3 0.7
A 346 10.9 |33.2( 7000 2 58 38 2 32.8 17 3 68| 0.3 12 0.7

B: before treatment  A:

after treatment
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BASIC AND CLINICAL STUDIES ON CEFPIROME IN OBSTETRIC AND
GYNECOLOGICAL INFECTIONS
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Cefpirome (CPR), a new cephem antibiotic, was administered by 1-h intravenous drip of 1 g in ten cases of simple total
hysterectomy and in four of radical hysterectomy. Concentration of the drug in various tissues of the genital organs and in
milk, and penetration of the drug in the pelvic retroperitoneal space exudate were then measured. The results showed
favorable penetration to various genital tissues, with a maximal concentration of over 20 ng/g in portio vaginalis, cervix
uteri, myometrium, endometrium, ovaries and oviducts, where the concentration maintained a level of 3.6—8.0 ug/g 3 h after
administration. The concentration in the pelvic retroperitoneal space exudate peaked at 24.66 ng/ml at 1.61 h after the start
of the drip, maintaining a level of 7.38 ug/ml 8 h after administration. The penetration of the drug to milk was poor, the
maximum concentration being 0.57 +0.13 xg/ml.

As to clinical efficacy, response proved good in six of the following seven cases: endometritis (3), pyometra (2), salpingitis
(1), parametritis (1).

No adverse reactions or abnormal laboratory findings were observed.



