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#1% SMP o (mcg/ml) X077 ¥ A{LK
BA (3) 3 #F5fE (1g, p-o. &%)
Drug - o 1 2 5 8 12 24 48 72 | Acetylation
Free 9.5 | 240 | 43.9 | 42.1 | 42.5 | 32.7 | 25.9 | 17.1
SMP Total 10.2 | 24.5 | 49.0 | 44.5 | 43.7 | 36.6 | 27.6 | 18.9 ( 6.7 )
mean
Acetylation 6.6 | 2.0 | 104 | 54 | 28 | 107 | 6.2 | 9.5
(%)
Free 5.6 8.8 | 20.7 | 82.7 | 31.3 | 23.5 | 14.5 —
SDM Total 7.7 | 11.3 | 34.4 | 85.4 | 33.4 | 256 | 17.8 - (14.8 N
i mean
Ace“%"mn 273 | 22.1 | 137 | 76 | 63| 82 | 185 —
()
Free 3.4 | 120 | 22.6 | 18.3 | 13.0 7.0 — —
SIM Total 41 | 140 | 20.0 | 22.8 | 17.2 8.0 — — (18. 5n)
= . mea
Acet’;atm 17.7 | 13.9 | 22.1 | 19.6 | 24.7 | 13.0 — —
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#2% SMP oR#ttE (mg) X7 w71 {LXK
RA (3) 3 &FfE (1g, p.o.#&5)

hr Total
Acetyla-
~ P 5 8 12 24 Recovery tion
Drug ~_ (mg){(%)| (%)
Free 2.22| 7.25 5.94 6.97| 10.78| 33.16| 3.3
smp| Total 3.27] 16.90| 22.54| 26. 45| 86. 04155. 20[15.5| 64.8
x o (mean)
cetylation | 39 1| 57.1( 73.7 | 73.7 | 87.5
%)
Free 0 6.17| 22.85/ 36.18| 91.25(156. 45/15. 6
spM| Total 0 8.55| 28.56| 49.10142. 39[228.6022.9) 27.5
Acetylation | (mean)
0 |27.8|20.0|26.3]|35.9
(%) | ‘
Free 6.84] 69.15(103. 42| 58. 83/125. 03}363. 27/36. 3
s 1Ml Total |12.58168.47[191.94/186.52373.95933. 4693.3 57.2
A P (mean)
cetylation | 45 6 1 59.0 | 46.1 | 68.5 | 66.6
%)
#3% SMP oRFtRHiltE (mg)
BA (8) 3 £FHE (g, p.o &E)
Drug b 2 5 8 12 24
wp| Free 2.22 9.47 15.41 22.38 33.16
S Total 3.27 20.17 42.71 69.16 | 155.20
oyl Free 0 6.17 29.02 65.20 | 156.45
S Total 0 8.55 37.11 86.21 | 228.60
s Free 6.84 75.99 | 179.41 | 238.24 | 363.27
Total 12.58 | 181.05 | 372.99 | 559.51 | 933.46

#4a%k SMP ofEHAEE (mcg/ml) X7 £+ (L&
7 v b 3RHfE (100 mg/kg, p.o. &E)

T hr N - N N Acetylation
Drug 0| 0~3 | 3~6 | 6~12 | 12~24 %
Free 289.2 | 415.8 | 365.8| 365.9
SMP Total 416.8 | 563.5 | 496.8 | 513.5 29.3

Acetylation 36.0| 26.2| 26.3| 287 (mean)
% . . ) .
Free 118.0 | 220.0 | 160.0 | 144.0
spm|  Total 148.5 | 247.7 | 200.0 | 161.0 15.6
Acetylation (mean)
% 20.5| 11.2| 20.0| 10.5
Free 440.8 | 549.2 | 405.5 | 240.8
SIM Total 470.3 | 608.7 | 605.0| 280.3 15.8
i, (mean)
Acet{/:am“ 6.3| 9.8| 330| 141
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#5% SMP Og3mikE (Rabbit)

(100 mg/kg, p.o.#5)

mcg/g (organ)

Drug SMP SDM SIM
BB OBH dhr 14 hr 4hr | 14 hr dhr | T4 hr
BEEH L GR Free Total| Free Total| Free Total| Free ‘Total| Free ‘Total| Free Total
Blood 73.9 86.9 | 28.5 34.4177.5 126.0 | 49.5 65.4 | 20.6 64.4 ) 4.7 7.5
(15.0) (17.2) (38.5) (24.3) (68.0) (37.3)
Liver 34.7 56.6 | 20.2 25.4 ] 20.6 43.71 7.6 14.9 | 14.1 37.7110.9 16.8
(38.7) (20.5) (52.8) (49.0) (62.6) (35.1)
Lun 30.7 38.7| 8.9 10.8 | 38.8 56.1 | 14.4 18.8 | 6.3 29.9( 0 3.8
£ (20.7) (17.6) (30.8) (23.4) (78.9) (100)
Spleen 18.6 22.9| 3.6 4.2111.0 15.9 | 6.9 9.0 3.7 15.1 6.5 10.4
P (18.8) (14.3) (30.8) (23.3) (75.5) (37.5)
40.2 53.3| 8.8 13.5 | 47.1 78.7 | 20.4 27.2 | 7.7 25.9| 3.9 4.6
Bone marrow (24.6) (34.8) (40.2) (25.0) (70.3) (15.2)
Kidne 59.8 111.6( 18.2 28.4 | 46.5 100.9|17.8 37.3118.2 139.5| 0.6 3.7
y (46.4) (35.9) (53.9) (52.3) (87.0) (83.8)
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BASIC STUDIES ON SULFAMETHOXYPYRAZINE (II)

YAsuHIRO KANEMASA

Department of Microbiology, Okayama University Medical School
Kivosur Kawase, TamoTsu Kanazawa, TosHiHARU OHGO,
ToMoHISA IKEDA & MASARU SATO

Eisai Research Laboratories

Distribution of sulfamethoxypyrazine (SMP) by oral administration in human (1 g/man) and in animal
(100 mg/kg) was observed in comparison with sulfadimethoxine (SDM) and sulfisomezole (SIM).

The results of Report II are summarized as follows.

1) Blood levels of SMP in men were shown by the occurrence of peak value (45 mcg/ml) in
5hours, and this was follwed by the slow disappearance as well as SDM, but the concentration in

each time was higher than SDM and SIM.

2) In the case of SMP and SDM, about 20% of the administered dose were excreted in the human
urine in 24 hours, but on the contrary SIM showed the recovery of more than 90%.

3) Bile concentrations of SMP in rats were as high as SIM and more than those of SDM.

4) Tissue distributions of SMP in rabbits showed similar pattern with SDM.





