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Sulfamethoxazole ¢ Trimethoprim o BF3E

Sulfamethoxazole, Trimethoprim X X% DEAWOEBIEHIZOVWT (B3 H)

MR—ER - Um B -5 He e (UHEET
iipub e 2 A

Sulfamethoxazole (5-methyl-3-sulphanilamidoi-
soxazole) (LAF SMX & B&3) & trimethoprim (2, 4-
diamino-5-(3, 4, 5-trimethoxybenzyl) pyrimidine)
(LT TMP 2 853) ORI X O A% % R nt
THEMART TRBREL VD, ATk SMX, TMP
F¥ LU SMX-TMP cowWT+DfoEBIEH, £& L
TERBET BERECOWTHRHL 70

£ B M H

FE OB S X B BT SMX 38 X O TMP 2 WL $h
DBPEXL5BT 5T T ARCHB I TH I, #IRk
MR L= 7 X AR X AERITIY, SMXEIT
TMP MGt 0icd, HEAETOTWE © #H % 3#
%, SMX 37tV v A%y, Fi TMP XAMEY %
hEREW, FiftiERci: SMX & TMP OS5
1 ®B&Y (SMX-TMP) * T2t

x B F &

1. R, ROBRESICBTHEIEHRCTT HE

=}

18 el fr X @ o (A 200 g Bt > Wistar Rlit: 7
g MR 1BHA~8TLLE L, H5h UDERAREKEARE
100 g4 b 3ml ML L, 1R 3ml/100g D
AR OEE L, B4 0~6, 6~24 IefallR%
FRERDT » P DOWTEEL, KRE, Na*, K* 8
R 3 X OURPRTTHERE (0~ 6 BERER D) 2 JE L,
Na*, K* X Evans flame photometer i2 X b, %7
RepRTER I EERC R LTI LY L5
BT 5T T ARCBE X, EEREKT 3 HIAR
L, FIEDHEI LTHW,

2. EERECLIRE, RIBREFEHRSITM

P BRRERECTT HER

K 240 g BB D Wistar Rt v % 15£8~10
pEE L, 10109 REYy SRS L, R, R
hRMRE PR EGRES 1 B E, 9 HH e X O
BERTH A A HEh ZRERFE 1. LRRT®R
T, W EH O 6 BRI OWTHE L, 7r it
BERTHLBHOERC VT, TRTCORCAER
BEKDBBEE U, ¥ oMb BAEREORUE L
HGE S BRAHT B 7 S O kR 545 8 B H 0RYE

ANC, ARET CRMIR L D950 BZD heparin %
SURRFTCHRML, mif+ Na*, K* #E% Evans
flamephotometer THIE L7z, EME5%7 57 7
LAWCEE X, 1 H1E1ml/100 g FEOEE Lic,
TR LRECBET2EBRAE, ToRBRYEERE
KT 3B FHHR LT, 3ml/100g & O #HE Lic,

3. Mm¥EEICISBER

18 BRI & X @ 7oA 250 g BifE > Wistar Rtk 5
v PR IBATLE L, EYREHRHIRE Y EBKET T
0. 02 m1 TR (0~24 B 18Rl L, ZnSO4-Ba
(OH): BREFH%, EME Y X L IE L, ¥
YNr 5 75 ET TARCEES R, 0.5ml/100g %
nghs Ui,

4. H{tEBEHRRECXT BER

6 REfEIHE R X7 AHE 21~25 g @ ddY Rt~ 7 =
(6D Z1FE10mE L, FYHRE 1T E 02 4 B
itk 3% CMC BFIRICRE X 7= 3 BRFEK 0.3 ml
/mouse % FEOE L1, REKREE 30 BTG ETS
WoTRL, 2BFrHE L, MEeRexh+5 REXR
EFHHOREDEER KD, P55 BT 57 =
AW RE X, 0.1ml/10 g ¥R AEE L,

5. BEHRECHTIER

AT 3. 6~4. 5 kg DR EMEM: ¥ - ¥ % pentobarbital-
Na (50 mg/kg, i.p.) WEHE, A EE L, GHRBERE
G E Mo X »HE LT, ToXRBEREYELRAE
F transducer (U-gauge, FrEUAETER) gkt L
Too F T A E- iR R A KER EIR CUIT#%, 2 DKM % F
WEBCES L, T ORMIBREMGOSZTRAEDZ %
BUTHULT_TY Dl Ui, I TR nc BT
FRIHHE(MSE-3R, BAXETHEE) X v, 1 cps,
1 msec @ supramaximum DFIEA 5%, E#HEMHGH:
5 U-gauge %58 L CHiEHES (dynamic strainam-
plifier, FIE@AFETER) L _vBEF v rIS57
hieiEg L, B ERRRKCBFEIE, 1~2ml/
kg REMIR X D85 Lic, 7ods SMX & TMP %t
LB TIE, SMX & TMP #5: 1 iEATHLE
LB WTHBREET B, cDkdERhFhE a0
BRI L, EHEOESIRY » A &5 L (SMX-
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TMP LIXFILT, Zh% SMX+TMP LEEFD),

6. WHEFBBICKTIER

fkE 350~450 g © Hartley R#EHEELE» bbb
EEER VBERS IOBETY, TREIMchs
LR BRRE CRER LA E 250~300 g O Sprague-
Dowley RMfit:Z » FBFERHEH L, ThXhieo
&< /R ABR X WERETIoON, RBEELT, B
s X OIS 21z TYRODE %, ¥ T EIIXLock
RINGER BX{EAL, HRIIBER L OFET25~26
°C, F-EREE TIL 36°C & L7

Agonist & LT, BB T acetylcholine, nicotine,
5-hydroxytryptamine 3L U¢ histamine %, BFEE
“Ti epinephrine %, F7TETit oxytocin I LT
angiotensin-1I # FhFhfHA L, X UHIBERY
BE1L, 2~341%1c agonist EE LT, XRIE
BT IRE o AR ER L, HHELRDI,

£ B i %
1. R, RPERERHSCRTHEG TRCHT HE
)i

TMP (4, 40, 200mg/kg) H¥#r5 3 L0V SMX-
TMP (24, 240, 1200 mg/kg) 5 DFMEE & 1 1R
L7z TMP 200 mg/kg #5123\ T, 6RHIR CBE
DRBEOWINER LicSt, TMP %X 08 SMX-TMP
BRECR LTI EA B EY RS oDl Nat i
Bt 6 BRI 3T, TMP 40, 200 mg/kg, SMX-
TMP 240 mg/kg ¥ XU SMX-TMP 1200 mg/kg #
ERCAHERENEY R Lic, &® Na* BHER O
dose-dependent T#Hbh, TMP H¥#E 5 L SMX-
TMP #5828 L ofliciz TMP oRAE TIIERLEL
Z b hieaot, Fio 6 ~24 BRI\ T, WTTh
OB L HBEC L Nat SR ORI A b g
#2o —F, K* PEt-Ei1x TMP40, 200 mg/kg, SMX-
TMP 240 mg/kg % LU SMX-TMP 1200 mg/kg #
BBV, 6HHERTERRBI AL, &D
K* Pt B oA TMP B 58 & L U SMX-TMP
BERET T, TMP 0fiE4 40 mg/kg L LT3
Bz R bhichDleo Eic 6 ~24 R TILSMX-
TMP 1200 mg/kg #E5BcE\ T, K BRtEOBS

%1 Effects of trimethoprim (TMP) alone and with sulfamethoxazole (SMX) on urine volume,

electrolyte excretion and urinary sugar concetration in rats

Dose No. Urine volume Sodium excretion Potassium excretion Urinary su.gar
concentration
(mg/kg p.o.)| of (ml/100 g) | (#Eq/100 g) (#Eq/100 g) (mg/d1)
SMX TMP |rats | o ghr | 6~24hr & O~6hr | 6~24hr | O~Ghr | 6~24hr|  O~6hr
— — 8 4.0%0.2 1.5%0.1 406+29 296+23 165+ 9 15612 18.1+1.7
20 4 8 4.3+0.4 1.4+0.2 454+16 267126 159+11 145+10 18.7+2.2
200 40 8 4.7+0.3 1.2+0.1 685+47 219+33 76+14 165+20 20.4+1.2
1000 200 8 4.3+0.2 1.3%0.1 772+42 340+23 65+ 9 101+14 19.6+1.9
— 4 8 4.1+0.2 1.4+0.2 447+27 257+23 139+ 8 153+15 26.0*+3.0
— 40 8 4.7+0.3 1.4%0.1 578+55 255+23 101+ 6 149+14 23.8+1.7
— 200 8 5.1+0.5 1.9%+0.3 700164 324 +62 100+ 5 173+26 21.7%£3.7
Data are means = SEM.

%2 Effects of sulfamethoxazole(SMX), trimethoprim (TMP) and their mixture on urine volume

and electrolyte excretion
Dose (mg/kg p.o.) Urine volume Sodium excretion | Potassium excretion
No. of rats
SMX TMP (m1/100 g) (#Eq/100 g) (#Eq/100 g)
— — 4 3.2%+0.2 27625 76+11
500 — 4 3.2+0.6 35661 75+10
500 100 4 3.8%0.4 430%51 38+ 3
— 100 4 3.3+0.3 399+37 46+ 5

Urine was collected for 6 hours after oral administration. Data are means = SEM.
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A BRI UAZELILEED b ieds 2o fn sSMX
B S TR 2KRTER D, K PHEROBAIR
Db ote, BRITHEPHEEIEYR S O ThORE
CRWTHRREE L ORI A BZERIBD bhithorc,
2. EFBRECLIRE, RPERIHHESICM
HOMRERECHT HEA
TMP (40, 200 mg/kg/day)3s X I'SMX-TMP (240,

1200 mg/kg/day) #EEHHc X 5 RER X OBREH
#ECNTHERYE 3, ¥, MEFEREREC
T BIERAY R4 CEFRFRR LTS,

TMP % L0 SMX-TMPD W TFhOBERE 5\ T
31 HE (Test-U-1I) HIVEKHRERKBETHS
9HH (Test-U-I) DRERENTEDOIT, FicX
BB Lo My 2@ bhiholk, TMP BIV

%3 Effects of daily administration of trimethoprim (TMP) alone and with sulfamethoxazole (SMX)
on urine volume and electrolyte excretion in rats

Dose No. |Urine volume Sodium i Potassium
(mg/kg/day p.o.) of Concentration | Excretion | Concentration | Excretion
SMX TMP rats | (™V1008) | T po/L) | (uEq/100g) | (mE/L) | (#Eq/100 @)

-~ - — 10 3.4%0.2 112+5 348+34 46+6 11212
"I'* 200 40 8 3.9+0.4 139+9 528+53 19+2 52+ 8
:|) 1000 200 8 4.1+0.4 179+6 765+67 14+2 56+ 6
?é — 40 8 3.8%+0.2 133+3 521140 17+1 64+ 9
= — 200 8 3.8%+0.4 156+3 57950 15*1 54+ 3
3 — — ‘ 10 3.7£0.2 110£5 405+24 31+2 106+ 8
? 200 40 8 3.9%+0.5 138+5 539+67 . 12+1 52+ 9
?'.. 1000 200 8 3.7%+0.3 142+5 528+40 ! 14+1 51+ 6
3 — 40 8 3.8%+0.4 131+7 482+35 | 20t2 78+ 14
& — 200 8 3.620.2 153+7 488+23 ! 211 68+ 9
~ — — 10 3.2%0.2 119+5 350+27 l 28+3 75+ 5
% 200 40 8 1 3.3%0.4 11247 337+£53 t 28+3 79*+14
:J,). 1000 200 8 ; 3.2%0.2 109+6 323+22 ‘ 26+3 ! 73+ 8
3 — 40 8  3.2%0.3 120+6 332+44 | 28+3 ! 72t 6
& — 200 8 3.2%0.2 1145 3728 | 283 81+ 5

Data are means = SEM.

a), b) In Test-U-I and Test-U-II urine was collected for 6 hours after oral administration of the
drugs on the Ist and the last day, respectively, of the medication period (9 days).
¢) In Test-U-II urine was collected for 6 hours after oral administration of the vehicle only on the

4th day after the medication period.

%4 Effects of daily administration of trimethoprim (TMP) alone and with sulfamethoxazole (SMX)
on plasma electrolyte concentration in rats

| - T a) ~T[ b)
Dose No. Test"1 Test-1I
(mg/kg/day p.o.) of Sodium Potassium Sodium Potassium
| concentration concentration concentration concentration

SMX  TMP | rats (mEq/L) (mEq/L) (mEq/L) (mEq/L)
— — 10 139+1 4.5+0.1 138+1 [ 4.7%0.1

200 40 8 139+1 4.61+0.1 138+1 ! 4.6+0.1

1000 200 8 138*+1 4.71+0.1 139+1 ‘! 4.7%0.1

— 40 8 138+1 4.6%0.1 139+1 J 4.6%0.1

— 200 8 139+1 4.6+0.1 139+1 ; 4.5%0.1

Data are means = SEM.

a) Test-I was done on the day before the 1st day of drug administration.
b) Test-II was done on the 8th day immediately before administration.
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SMX-TMP #5811 Test-U-I % X0 Test-U-IL @
LR RWTH KRB L B LT, Na*BEftEosin
¥ LUK BEtE OB TAWH Hh, D Na* iR
BRI EARR S & h RRWE S s, K* BHiE
BORDERIERR S I oTh#E S hi, £
REHKRTH4 BE (Test-U-T) wX@EE, TMP ¥
O SMX-TMP #5800\ Fhic LA B AREKTHR
L5 %7 €7 TAREEE LT, EREERTHD
EYOREMREOFBM O EHRA LI, WTFhotd
SHRBE & Ll L CTREA 3 b hie ot

M8 F BB X TMP 3 X 0 SMX-TMP % 7 H
MR G LT d ok B TD b hieh i, s
B, FEHINMRCEIETERR S OB ATRD
bhighots,

3. MmEECKTSER

SMX (20, 200, 1000 mg/kg) M5O EN
1z, SMX-TMP (24, 240, 1200 mg/kg) #E5 DK
#xX21c, ¥4TMP (4, 40, 200mg/kg) Hyhis5
DEFEER 3 rh LR L,

TMP ¥ 5 cit v hof 58T mEEE s L
PEY RIFTXIthDoTe, —7, SMX X 200 mg/kg LA
T mEED BT Rbhic, Fh SMX-TMP T
13240 mg/kg M EBG OB A MBEEOET 17D 5
hice

4. H{tE@BECHT BER

SMX (20, 200, 1000 mg/kg) H¥h#ys., SMX-TMP
(24, 240, 1200 mg/kg) ¥ X O'TMP (4, 40, 200 mg
/kg) BEDBRBEEES—EL TR LI, #Bks5%
75 €7 T ARBG ORI L O EEEITE DR
feasote (P>0.05),

5. BERBImCHTSER

SMX 100 mg/kg, SMX 100 mg/kg+TMP20 mg/
kg X O TMP(4, 20 mg/kg) D\ TFhO#IRAKRE D
BET S BB OIFRCR L TERLRBLIIRS ah
iz, R4 TMP20mg/kg 7 b UM SMX 100mg/
kg+TMP 20 mg/kg #4501 fil% R Lichl, TMP ¥
W5 OB EIE G %204 F TIUREC o7 LA
Abhiehot, ¥ SMX 100 mg/kg+TMP 20mg/
kg 85 DB AL EL- 4 30 S b e 2 S IUEE O A
BARBRI, Li L, SMX+TMP #5Rac B ¥
DI S BAE WA, B BT control IZRUNT IR
MEOBYDVADLNABESFETH b, =20
B OB IEYC L HHELIE L DR, B
EREBIRAI G- D, BREOBFRN D TMP O#fs
BB TIZ20mg/kg ¥TE LI,

X1

—
=3
=3

Blood sugar (mg/dl)
=3

N
=3

X 2

Blood sugar (mg/d1)

X3

Blood sugar (mg/dl)

-3
=3

-~
o

Effect of sulfamethoxazole (SMX) on blood
sugar level in rats

Each point represents the mean of 4 rats
with SEM indicated by the vertical bar.

e— Control
o—o SMX

o - SMX 200mg/kg po
o - SMX 1000mg/kg po

20mg/kg po

0 1 4 4 7 24

Time after administration (hr)

Effect of a mixture of sulfamethoxazole and
trimethoprim (SMX—TMP=5:1) on blood
sugar level in rats

Each point represents the mean of 4 rats
with SEM indicated by the vertical bar.

401 &— Control

o—0 SMX—TMP  24mg/kg po
o -0 SMX—TMP 240mg/kg po
o-.—0 SMX—TMP 1200mg/kg po

o 1 2 4 7 24
Time after administration (hr)

Effect of trimethoprim (TMP) on blood sugar
level in rats

Each point represents the mean of 4 rats with
SEM indicated by the vertical bar.

-
1=
S

s

-3
=3

-~
=

+—= Control
o-— TMP

o--oTMP 40mg/kg po
o--0 TMP 200mg/kg po

4mg/kg po

]
=

0 1 2 4 7 24

Time after administration (hr)
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WHETIIGD. O
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6. FEHTRFICHT BER
MX, SMX+TMP ¥ X ¢ z ®

THB#ER6IC—FELTRLC, TMP 1X107*g/ml HERTHS SMX, SMX-TMP kL0 TMP © 5
LW EEEIC X b, acetylcholine, nicotine %5 XO° v MEOEEC X B LDso 127 Fh# 8500, 7300 3 X
5-hydroxytryptamine & X 5 B8 DIGEI LT o2 01700 mg/kg &L IhTWw3Y —7, 1EOBKHE
HEhBERC DO, ThUNORFITED ST (IEH SMX 800mg & TMP 160 mg # e 4& Licd Dad
Motc, ¥k TMP, SMX+TMP ¥ X0 SMX it AubhtTund, chizFEkg4hchEgT5E (50

‘g/ml DBRECENTH, FhHFFHE kg/man & LT),SMX 16.0mg/kg & TMP 3.2 mg/

2D 1%
% B 2 IR B MERIZ RS B e s 0T,

/10 I 4T3
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# 6 Effects of sulfamethoxazole (SMX), trimethoprim (TMP) and their mixture on isolated smooth

muscle preparation
~_ T Drug SMX® |1X107#¢) 1x10°| 1X10™ 1X10° 1X107¢ | — — —
Organ \\ Agonist - TMP®) [9x 105 2x107| — — — | 1X10™ 1X1075 1X107®
\
Tleum . _7
(guinea-pig) Acetylcbolme 2X1077¢) 0 3 0 0 0 9 2 0
Nicotine 1%x 1078 5 0 0 0 0 15 0 0
Histamine 1x107® 0 0 2 0 0 0 0 0
5-Hydroxy- yy10-6 | 13 0 11 0 2 14 0 2
Vas deferens tryptamine
(rat) Epinephrine 2X107° 0 0 0 0 0 0 0 0
Uterus(rat) Oxytocin 1Xx107* 0 0 0 0 0 0 3 0
Angiotensin-T 1X107® 4 0 3 0 0 0 0 0

Results are expressed by % inhibition of control.
Data are means of 10 experiments.

a) SMX : sulfamethoxzole-Na

b) TMP : trimethoprim lactate

c) The concentrations of drug and agonist are given in g/ml except for oxytocin (unit/ml).

200 mg/kg, IMFEBEITHT S 4 mg/kg, FTiF
OFMRE L LT 40mg/kg D 3ERMELEE LTERY
frigote, Fle SMX RERERAIATWBEAL
(SMX 5:TMP 1) k7% X 5wiEA LTHEM LI,

TMP i3=% R, 79}, 1 XEL0E FTELTH
LELLENIT, HORIFER2RREh, LrdH,
fifi, DEESOMMCEHERERE Dz $h, MIERBREN
HRPEE X b 3 EVZ EAVRERT WS, Fi TMP
Bogbe XA MEFREI~Y AR I0T » +TIIR
Lt% 15~20 0 thic, Fh A XRBIOE FTIZ1~4H
Mg rh EREECE L, EAPEENIZITE TR
1R, FABETII6~17THHTHS L MEINT
L\;:)5~9)°

TMP D— BRI O\ TIZ R AER, DB
BRERR, HE, SUS, SR IOEHERSSesTs
fERD R S h TV B L2810 2 - TR 413 SMX,
TMP % X0° SMX-TMP iz 2o\ C, B35 /e
AN, MUBEE, MLERXRE, BT X 0T
B A ERI oW TRE L,

TMP ¥ X 08 SMX-TMP ¥ TMPD A& T40mg/kg
LLET Na* Bt oms K* PR o 2580 5
Nizo —7F, SMX i Na* ¥ X O K* Shit- R B /e b
RRE IOl b, SMX-TMP OBEMRBE <
2 —voZld TMPERETS 3D LBbh5, 2D
TMP 2 X % Na* BiftREofiin & K* iR oBANL 6
REEIR TLXERD b hichy, 6 ~24RHEIR T3 SMX-TMP
OEBARDMSMCIA D BRT, TMP & X 5 BHE
ot & — v OBLITKE NG R BN EIRARE L, DAEMR
THLDLEEZBRD,

X 51 TMP » 5\t SMX-TMP i b L b,

BB < & — Ve 3 2 B o ERET R INL Ik
£, TMP X0 SMX-TMP o 9 HRE#E##E X
2Th, TMPIERT 2 D& Bbh s Na* Prifit iy
IfER s L O K PRt ER R S hic, ¥79
ARG GRT# 4 HBIRER Lic recovery DER
T, BEEHRECE L BERBDbhishok
T Enb, TMP X5 &BbhsZhsbDfEREIE
kT A LEREETA LD LEELDRD, FiH
b Lo Tk Na* s XU K* @EIIz A
EEERRBDLNT, AELINBRHLOMTENZLR
o7,

TMP LAk K* RttEomMA 3 L0 Na* SifhE
DHINE RTILE4 & LTiL spironolactone 3 X O
triamterene %0 K* ZERIEAL A/ THFIRAMb R
T\%, Spironolactone % aldosterone & specific
IZ, ¥7c triamterene % non-specific CIEH LT, W
Thi Na*t HeftEofme K* ditEom s i
LR EELZBLRTWB2, %o triamterene I
TMP &Kz folate reductase FHEFERIA HifhX
hTwb¥®, TMP DfEfi% spironolactone ¥ XU
triamterene D # & JL# LTA% &, spironolactone
X b triamterene HLITHBHZ0O%INL triam-
terene X H X BT FMILE THRAFTH S,

TMP (2Bt UCHEL RIS st —H,
SMX 200 mg/kg U LTI IBEET AR bRhi, %7
SMX & TMP %6tH LicB& o mEHEO BN SMX
BHBRE OBE & IE FED 2Bh% Rl Enb,
SMX-TMP DO IEEETERA SMX kX5 b0 LB
hB, +17 yHIThHDH SMX A3E AR TR T EA)
NADBRIIZ Lit tolbutamide & MBEFTHI & D
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BENEUEI» IR E LN D,

BusuBy 5 ® (3 TMP 10 x#g/mlDEE T acetylcho-
line, 5-hydroxytryptamine ¥ X' histamine I X %
HHEEGOIEI IH S hic L RE LTV 5B, RAD
KB TiE TMP 100 ug/ml DEETH AR AHLHRDL
Nighote, & DHEIXEREN, BYEEFOLH
XBH0nd Lk,

% ]

Sulfamethoxazole (SMX), trimethoprim (TMP)
FLU'SMX & TMP @ 5:1 E&% (SMX-TMP) D
—REBEERIC OV TR L, KROBREBEI,

1. SMX, TMP kX0 SMX-TMP 3KE, R+
BB EEY S 2 ithof, TMP ¥ XU SMX-
TMP xAEOHIMC Lichivy, Na* PEtEORING
XOK PR OB B AR bR, SMX ZIiZZD X 5
efERE A b2k, Lia»T SMX-TMP &
X A Na* HEfit B o#ings L O K SHitE oAz TMP
AT 0 LEbh 3,

2. TMP ¥ X0 SMX-TMP (3 @EH5 1 I 2T
RE, R Na* St E%ER 3 X 08 K* SRtk R
YER R X h, MmEEF Nat S IO K BECIXIZEA
EHERBD LRI,

3. TMP ffEEcs LCEELRIFST, SMX
LU SMX-TMP (3 BAEC I T MmbERETIEA
Adbhic, =0 SMX-TMP & X % M¥ERETIERIZ
SMX ci2gRT5 b0 LBbhd,

4. SMX, TMP ¥ X0 SMX-TMP 38 LicHE
HWHEA TR v AHELBRXECH LTHEIRDbh
A3/ I3)

5. SMX (Vv ai), TMP (HEHE) &IV
SMX (3 + ¥ v &3H)+TMP (ZLERE) 13K LIcRE
HEPN TR BRI L THEY RIS hols,

6. SMX (3t Vv alg), TMP (FLEE) ®IUV
SMX (7 b Y v a#)+TMP (FLEEE) 3 L-AR
FERP TR TR R LT EY BB Ien27,

AWETETRNUEGALSE, ALAUEGFERASHE B X
VHAR v a2 kRE&Mt 3HOKALER X2 TTkbh
<o

X 3
1) WARR—, REBC, XEIESE, BUER, P
17HE . Sulfamethoxazole & Trimethoprim ®
%2 Sulfamethoxazole, Trimethoprim ¥ X
VEDREWOERIFACOVWT (F 1o
Chemotherapy #Fah
2) RHEE, FETE, ME=0, JIIEE 87 *

3)

4

5)

6)

7

8)

9

10)

11)

12)

13)

F : Sulfamethoxazole & Trimethoprim OB
%% Sulfamethoxazole, Trimethoprim ¥ X O*
ZDREAYOEBRFRTOVT (F2H#H)o
Chemotherapy #F+
E¥E 0, FMHFBT, AT ok X ORE
DOHFERD & TOKE, BRKRE 5:107~111,
1961
A%H—#, FILARML EA © Sulfamethoxazole-
Trimethoprim A&|DO&M: 3 X O BaEER
Bk, Chemotherapy #F§h
Trimethoprim-Sulphamethoxazole. Drugs 1 :
7~53, 1971
BusHBY, S. R. M. & G. H. HiTcHINGS :
Trimethoprim, a sulphonamide potentiator.
Brit. J. Pharmacol. Chemother. 33 : 72~90,
1968
MesHI, T. & Y. SATO : Absorption, distri-
bution, excretion and metabolism of trime-
thoprim. Chem. Pharm. Bull. (Tokyo)
(submitted)
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STUDIES ON SULFAMETHOXAZOLE AND TRIMETHOPRIM
Pharmacological Studies on Sulfathoxazole,
Trimethoprim and Their Mixture (III)

Katsvo Ikezawa, Isao Yamacucul, HajiME Iwal and KENj1 YaMaDA
Biological Research Laboratory, Tanabe Seiyaku Co., Ltd.

Pharmacological properties of sulfamethoxazole (SMX), trimethoprim (TMP) and their mixture
(SMX-TMP=5:1) were investigated, and the following results were obtained.

1. SMX, TMP and SMX-TMP, when administered orally in rats, did not affect urine volume and
urinary sugar concentration. TMP and SMX-TMP, but not SMX, increased sodium excretion and
decreased potassium excretion. These actions were dose-dependent and are attributed to TMP.

2. On daily administration of TMP and SMX-TMP, the above effects were maintained, and there
was no change in the plasma levels of sodium and potassium ions.

3. TMP had no effect on the blood sugar level, but high doses of SMX and SMX-TMP had a
hypoglycemic action. This hypoglycemic action 1s probably due to SMX.

4. SMX, TMP and SMX-TMP did not inhibit the gastrointestinal propulsion of a charcoal meal
in mice.

5. When administered intravenously, SMX (sodium salt), TMP (lactate) and SMX+TMP did not
affect contraction of skeletal muscle in rabbits.

6. SMX(sodium salt), TMP (lactate) and SMX+TMP did not affect contraction of the isolated
smooth muscle preparations.



