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t MTE0F 5 WA O M A 3R S & UV R A SR

KAR—# « KHIEE
BAm vy alfReM ) -7y s5—
PriUfZ « NEFRF « SEEDESE « BIRKE
AR R & 4 B 22T
MIMRE - LR 5
R RMUEE X LHFREDN

Sulfamethoxazole (SMX) 3 X ©° trimethoprim
(TMP) #, 5:1 cBRAL:&# (STAH) MA%KD
TEAOMPRERS X OCRFHHBELXRFNTIEH T,
UTFDoEREYTROK,.

I %8O HH

1. SMX oE#i% : SMX OFEEX, BrRATTON-
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3 2 0 2.00/2.9 | 1.64/2.4 1.64/1.8 0.98/1.3 0.37/0.37
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SMX #E (mcg/ml) (free-SMX/total-SMX)
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0~3 3~6 6~9 9~12 12~24 24~48H¢
1 2 140/217 397/870 58/148 231/759 139/480 38/111
2 2 37/78 280/688 191/492 226/634 93/279 15/49
3 2 48/123 416/1198 445/1183 197/817 177/727 31/147
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6 3 150/401 310/864 339/860 197/663 192/541 58/235
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STUDIES OF SULFAMETHOXAZOLE AND TRIMETHOPRIM
PLASMA CONCENTRATIONS AND URINARY EXCRETIONS IN MEN

Kazue OukuBo and Masatomi OntA
Nippon Roche Research Center
SHIGEYUKI TAKEYAMA, YAsuTosHl ONo, SHIGEMI AwATAGUCHI and HARuO HAavAsaka
Biological Research Laboratory, Tanabe Seiyaku Co,. Ltd.
Yasunao Ocawa and TakesH1 KiTakaze
Shionogi Research Laboratory, Shionogi & Co., Ltd.

Plasma concentrations and urinary excretions of sulfamethoxazole (SMX) and trimethoprim (TMP)
were investigated in 6 healthy volunteers. Each volunteer, after overnight fasting, was given 2-3
tablets, each tablet containing 400 mg SMX and 80 mg TMP. Peak plasma levels for both compounds
were found 2-4 hours after oral intake ; free-SMX concentrations averaged 50.2 mcg/ml and those of
TMP averaged 1.9 mcg/ml in 4 subjects who took 2 tablets. Plasma concentrations of both compounds
gradually decreased with a similar half-life of approximately 9 hours and concentration ratios of the
2 drugs were kept in the range of 20: 1 to 40:1 for free-SMX and TMP. Urinary excretions of
SMX during the first 24 hours averaged approximately 60 % of the total doses and those of TMP
approximately 50 %. Urinary concentrations of free-SMX were maintained 5- to 8-fold higher than
those of plasma and urinary concentrations of TMP were about 20 times higher than those found in
plasma during the first 24 hours.

The spectrofluorimetric assay method for TMP by SCHWARTZ et ql. proved to give highly repro-
ducible results when applied to plasma specimens ; a good correlation was also found with values
obtained by microbial assay. Urinary concentrations of TMP as determined by ultraviolet spectro-
photometry, spectrofluorimetry by NIMMO-SMITH and microbial assay were also satisfactorily com-

parable each other.



