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T-1220: Sodium 6-(D(—)-a—(4-ethyl-2, 3-dioxo-1-
piperazinecarboxamido)-a—phenylacetamido)
penicillanate.
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Fig. 1 Area of dye spot at the site of the skin
administered with test sample
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Fig. 2 Leakage of Evans blue in the region
administered with test sample
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Table 1 Local irritation effect of T-1220 after intramuscular injection in rabbit

(M. vastus lateralis)

Adult rabbit Juvenile rabbit
Dose frequency and i R
Test sample time after final Number |[Muscle weight| Irritation | Number |Muscle weight | Irritation
injection of ratio score of ratio score
animals | (mean+S.E.) (mean) animals | (mean+S.E.) (mean)
Single injection |
259 T-1220 24 hrs. after 3 107.1£0.16 1.0 5 116.4+1.55 2.8
259 CBPC 24 hrs. after 3 120.3£3.62 4.0 5 115.0+3. 04 3.2
259 T-1220 7 days after 3 99.240. 90 1.3 4 100.0+1.21 1.3
259 CBPC 7 days after 3 103.0£1.03 2.3 5 106.1+2. 21 2.8
35% T-1220 24 hrs. after — — — 5 108.8+2.78 2.8
359 CBPC 24 hrs. after — 5 113.6£1.60 3.4
35% T-1220 7 days after — 4 100.7+7. 62 2.3
359 CBPC 7 days after — — — 5 110.5+6. 42 2.6
5 daily injections
2595 T-1220 24 hrs. after 3 134.5+12. 42 3.0 4 137.1+4.73 3.5
2595 CBPC 24 hrs. after 3 156.2+5. 57 4.7 5 147.3+£2.71 4.4
259 T-1220 7 days after 3 99.1+1.35 1.7 3 103.6+1.28 2.0
259 CBPC 7 days after 3 97.9+2.44 2.7 4 105.2+4. 28 3.8
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Fig. 3 Inflammation caused by T-1220 in rabbit
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Test sample was allowed to remain in the sealed section of
V. auricularis caudalis in rabbit for 3 min. after injection.

Arrow indicates the time of this treatment.

In each group,

the area of inflaming region is represented in total of 5

rabbits.
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Photograph of the M. vastus lateralis injected with T-1220 in rabbit. In each photograph, right
side is test sample injected muscles and left side is physiological saline.

Photo. 1 24 hrs. after single injection of T-1220 Photo. 2 24 hrs. after single injection of CBPC
(25% sol. 1 ml/body). (25% sol. 1 ml/body).

Photo. 3 7 days after single injection of T-1220 Photo. 4 7 days after single injection of CBPC
(25% sol. 1 ml/body). (259% sol. 1 ml/body).
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Photomicrograph of the M. vastus late-
ralis injected with T-1220 in rabbit

Photo. 5 24 hrs. after single injection
of T-1220 (25% sol. 1ml/
body).

H. E. staining x40

Photo. 6 24 hrs. after 5 daily injections
of T-1220 (25% sol. 1 ml/
body).

H. E. staining %100

Photo. 7 7 days after single injection of
T-1220 (25% sol. 1ml/body).
H. E. staining x 100
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Table 2 Frequency of thrombogenesis in 5 rabbits of each group
Time
\ 0 3 6 8 24 27 30 32 48 51 54 56 hrs.
Sample
T-1220 000) 2(0) 1(0) 0(0) 2(0) 2(1) 2(1) 2(1) 4(2) 44) 42 4(4)
ABPC 0(0) 3(2) 3(1) 3(0) 4(0) 5(0) 500 5(2 5(2) 53 5(2) 5(2)
CBPC 000) 2(0) 3(0) 3(0) 3(0) 4(0) 4(0) 5(3) 51) 5(3) 5(@3) 5(2)
BSP 0(0) 5(0) 5(1) 5(1) 5(1) 5(1) 51) 51) 5(3) 53) 5(1) 5(0)
Test sample was treated in the same section of the vein at 0, 3, 6, 24, 27, 30, 48, 51, 54 hrs. The fre-

quency of control is put in parentheses.
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Fig. 4 Thrombogenesis induced by T-1220 in rabbit
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after injection. Arrow indicates the time of this treat-
ment. In each group, the length of thrombus is re-
presented in total of 5 rabbits.
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STUDIES ON LOCAL IRRITATION EFFECT OF T-1220

Axira Taxal, Tovoak: YoNEDA, Hiroko NAKADA,
TsuNeo Muropa, Suozo NakamMura and Ersuko OxkanNo
Research Laboratory, Toyama Chemical Co., Ltd.

The local irritation effect of T-1220 was investigated as compared with that of
ABPC or CBPC. The results obtained are as follows.

1) 25 and 50% solution of T-1220 and 509 solutions of ABPC or CBPC were
dropped in the lower eyelid of rabbits. Appreciable inflammation of the cornea and
conjunctiva was not caused by the solutions.

2) 25, 35 and 509% solutions of T-1220, ABPC or CBPC were administered intra-
cutaneously to the abdominal skin of rats, and thereafter Evans blue was injected intrave-
‘nously to the same rats. In the region administered with test sample, the area of dye spot
and the amount of Evans blue were measured, and the results indicated that the local irrita-
tion effect of T-1220 was almost equal to that of ABPC or CBPC.

3) 25 and 35% solutions of T-1220 or CBPC were administered intramusculary
to adult and juvenile rabbits. Judging from the examinations, muscle weight, gross local
reaction and the histological observation, the local irritation of T-1220 was a little milder
than thdat of CBPC. The inflammatory reactions on the drugs were almost similar in
adult and juvenile.

4) In the ear of rabbits, 209 solutions of T-1220, ABPC and CBPC were allowed
to remain in the sealed section of the vein. The frequency of thrombogenesis, length of
thrombus, area of inflaming region and histological observation were examined. The results
showed that local irritation effect of T-1220 was a little milder or equal to that of ABPC
or CBPC.



