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Fig.1 Effects of TIPC on the heart rate, blood pressure and respiration in anesthetized dog
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Fig.2 Effect of TIPC on the electrocardiographic recording in anesthetized dog
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Table 1 Effects of TIPC on the contractile force and beating rate in the isolated atrium of guinea-pig

Concentration | No. of Contractile force (g) Atrial rate (beats/min.)
(g/mb) tested Before 5min. 30 min. Before 5min. - 30 min.

0 5 0.85+0. 05 0.86+0.05 0.87+0. 05 114+4 114+4 112+3
3.2x10-¢ 5 0.88+0.03 0.91+0. 04 0.97+0. 04 118+4 117+4 115+4
1.0x10-3 5 0.82+0.07 0.86+0. 07 0.90+0. 08 117+4 11644 113+4
3.2x10°8 5 0.78+0. 06 0.82+0.05 0. 88+0. 05 121+4 118+4 121+4

+ : Standard error
Table 2 Effect of TIPC on body temperature in rat
Dose No. of Body temperature("C)
kg, "
(msg./c.g ) tested Before 0.5 1 2 3 5hr.
0 10 36.8+0.2 37.340.2 37.04+0.1 37.0+0.2 37.0+0.1 37.14+0.1
1, 000 10 37.0+0.2 37.2+0.1 36.9+0. 2 36.7+0.1 36.6+0.1 37.0+0.1
0 7 37.6+0.1 37.8+0.1 37.6+0.1 37.7+0.1 37.6+0.1 37.6+0.2
3, 200 7 37.5+0.1 37.7+0.1 37.2+0.1 36.6+0. 2 36.2+0.2 36.5+0. 2
=+ : Standard error
xR L, BLoBERBKTHY, HE5EEHEE Table 3 Effect of TIPC on the locomotor
LB b Th iedrote, B8R D TIPC OFnic activity in mice
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BiwEEx bhB, ‘
3. 5, M OHELELETHE 0 6 736 69 -
TIPC 3,200 mg/kg DB THL4 2 ~ 5 B0 7 lﬁ Z 2$fﬁg :g
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g§5ﬂ._r, l'ooomg/kg T—;@ﬁ@ﬁiﬁﬁfxfb@@ﬁ/)‘ﬁx 3.2x10 5 4,140.3|4.74+0.5|4.9+0.5

AN TH o1 (Fig. 3D,

6. vy ¥FHEROHBERCK JIFTHE

v F R E O B B)E B3 TIPC 0 1.0X1074,
3.2x1074, 1.0X10"% 35 X 0 3.2x10-2g/ml DFEINTIL

+ : Standard error

BN EEL% 51 F b7 (Table 4),
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Fig.3 Effects of TIPC on the gastric motility, blood pressure and heart rate
in morphine-urethane anesthetized dog
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Table 5 Effect of TIPC on the contractile force in rat isolated uterus

Concentration No. of Nonpregnant rat (force : g) Pregnant rat (force :g)
(g/ml) tested Before After Before After
0 5 5.32+0. 26 5.64+0. 24 6.79+0.77 6.65+0.71
3.2x10 5 5.01+0. 36 5.36+0. 42 5.96+0.17 6.03+0. 31
1.0x10°3 5 5.30+0. 25 5.604-0. 36 6.43+1.04 6.40+0. 99
3.2x1073 5 5.06+0. 36 5.2240.39 6.35+0.92 5.24+0.81

+ : Standard error

v MEHTEOAERESNL, IER TRV TR
D¥ETh, TIPC ORMC X B EEY S5 Tt
(Table 5, Fig.4),
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Fig.4 Effects of TIPC on the contractile force in isolated rat uterus
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Table 6 Effect of TIPC on the urine excretion in anesthetized dog
Dose No. of Urine volume (ml/animal/15min,)
mg/kg,
(a, \g,/ g ) tested|  Before 0~15 15~30 45~60 75~90 | 105~120 | 165~180 |0~180min.
0 5 3.3+0.3 4.1+0.6 3.44+0.4 3.7+0.5 4.1+0.9 4.54+1.0 | 6.5+1.5 | 54.54+9.1
100 5 3.0+0.3 | 4.94+0.4 | 4.7+0.4 | 4.44+0.3 | 4.9+0.4 | 5.3+0.7 | 6.2+1.0 | 61.9+4.5
320 5 3.0+0.3 |11.5+1.2 | 6.5+0.6 | 5.7+0.8 | 5.1+0.8 | 5.0+0.7 | 6.4+1.0 | 73.1+7.0
1, 000 5 3.0+0.5 |50.1+5.4 [25.9+3.1 |{11.7+1.7 | 9.4+1.6 | 8.6+0.9 | 8.5+0.9 |174.0+19.7

+ : Standard error

T, BREOEAHTIE Nart MR LEETH D,
F(LORE S X OBRHHEBIIRBECEU L TV, K

WT Cl- ¢, K Ti/ph& <, Ffekef b BB e i@h

otz (Table 6, 7, 8% LT 9),
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Table 7 Effect of TIPC on the urinary excretion of sodium ion in anesthetized dog
Dose No. of Urinary excretion of Na* (#Eq/animal/15min.)
ke, .
(:"%/ & )tested Before 0~15 15~30 45~60 75~90 | 105~120 | 165~180 |0~180min.
0 5 7124117 | 7784215 | 6844200 | 881+177 |1037+278 | 12094352 |1827+481 |13720+3201
100 5 607+167 [13174202 |1214+142 [1138+4221 |12744229 |13594+-289 |1681+326 |16270+2337
320 5 |1064+193 |4059-+397 |2467+207 |2218-+413 |2046+428 |2064+331 |2548+426 |28660+3758
1, 000 5 940+258 [13348+1894| 78954915 |3987+419 |3211+344 |2969+218 |2809+223 (54558 +5477
=+ : Standard error
Table 8 Effect of TIPC on the urinary excretion of potassium ion in anesthetized dog
" Dose No. of -Urinary excretion of K* (¢Eq/animal/15min.)
kg,
M8/kE) tested|  Before | 015 | 15~30 | 4560 | 7590 | 105~120 | 165~180 |0~180min.
0 5 6124130 | 654158 | 5824143 | 6894190 | 7024241 | 6824221 | 606+119 |7906+2224
100 5 513+140 | 798+105 | 740+105 | 666+ 48 | 646+ 59 | 547+ 78 | 481+ 75 |7415+ 776
320 5 501+ 38 [1094+148 | 802+ 77 | 7654 77 | 628+ 81 | 615+ 70 | 590+ 74 |8360+ 734
1, 000 5 440+ 97 |1360+128 [1153+124 | 8054122 | 628+ 98 | 552+ 85 | 479+ 52 |8725+1035
=+ : Standard error
Table 9 Effect of TIPC on the urinary excretion of chloride ion in anesthetized dog
Dose No. of Urinary excretion of Cl- (#Eq/animal/15min.)
kg, z
(:"%/ & Yitested | Before | 0~15 15~30 | 45~60 | 75~90 | 105~120 | 165~180 | 0~180
0 5 6384159 | 7284263 | 6214227 | 813+174 | 954+283 |1043+304 |1499+336 |11892+2987
100 5 573+ 78 | 574+ 76 | 8014133 | 9074173 [11434+215 [1279+250 |1626+-278 |(13870+2097
320 5 7514150 |1117+£252 [1033+169 {1310+303 |1224+306 |1244+303 |1584+376 [15313+3175
1,000 5 4904227 | 362941383 |2305+911 [1382+582 [1413+484 [1484+335 |1886+245 (2153146245
=+ : Standard error
X [y

1) SUTHERLAND, R.; J. BURNETT & G. N. ROLINL-

SON @
(BRL 2288), a new semisynthetic penicillin :

a—Carboxy - 3-thienylmethyl

penicillin

In wvitro evaluation. Antimicr. Agents & Che-
moth. -1970 : 390~395, 1971 '



VOL. 25 NO. 9 CHEMOTHERAPY 2488

GENERAL PHARMACOLOGY OF TICARCILLIN

Fumio Honpa, TAKAHARU ONO, Jyo MoORI and MINORU OHTSUKA

Research Laboratories, Fujisawa Pharmaceutical Co., Ltd.

Pharmacological effects of ticarcillin (TIPC) on the cardiovascular system, central nervous system, smooth
muscles and urinary excretion were investigated in whole animals and isolated organs.

TIPC had essentially no effect on the systemic blood pressure, heart rate, respiration and electrocardiographic
pattern in the anesthetized dog. In isolated guinea-pig atrium, the drug was virtually without effect on
positively or negatively inotropic and chronotropic activities.

At a large subcutaneous dose of 3, 200mg/kg, TIPC produced a slight decrease in the body temperature, but
the change was within a normal range. At subcutaneous doses more than 1,000mg/kg of TIPC, the locomotor
activity in mice revealed a slight tendency toward reduction to a statistically insignificant extent.

Although a slight and transient inhibition of spontaneous contraction of the pyloric antrum in the morphine-
urethne anesthetized dog was observed after an intravenous administration of 1,000mg/kg of TIPC, the
compound was entirely devoid of effect on contraction of the isolated rabbit ileum and rat uterus.

Intravenous injection of 320 and 1,000mg/kg of TIPC produced an increase of urinary volume. The change
was most remarkable immediately after the administration and then gradually decreased. An increase in
urinary excretion on Na* was almost comparable to an increase in urine volume. On the other hand, increase
of K* excretion was slight in degree and not lasting. '



