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Sulfamethoxazole-Trimethoprim &FVZB§3 %
EHER 7o b O ERIRRY BT 58

BEARENAR - BHZE - BH B
WRARFEFERHE AR

Sulfamethoxazole (A F SMX & #3) & trimetho-
prim (JA'F TMP t88%) o/HE, yr77RCcY7
I/ Y I PVvROFHEMETHL TMP #EEE LIcH
LUYWHIRAHEA CTH 5, AR OEBER L S I RN
Rz T 2720 TE ORI 2>V THRET %o

I HiEH

a) RAEFZE  HEHNNEHERERFRAEREY
A, BARBHIEBERZ L S>TRZEELHDH LI
R A % e L C MUELLER-HINTON broth (Difco)
pH EBIE (7.4+0.2) #AVAREvE™EL, 37C,
18~20 REIBSE LK Y 7 7 A EREO S A13% 100
&, 77 AEHARE OB A1 1000 I RS A B AEK T
FRL, 20 1 HSHELZH2 cm BERZ HRIE A it
W HERREIR Ut SRS LTI MUELLER-
HINTON agar (S&0F) # AR LIBEE A 65°C T7.5% DE|
IS MK N, ERO—ERE v+ — VIROHE
L, T 9fEEDRMA N X CEMUTHERE LT
I Lico ¥E X pE#ERER 37°C, 1I8~20Rf]3E&/ L 1C
%, ARHBLC XY EORERTECHIE IR RIE
BEEAR S DT MIC & L, KX L1IETHEENET
Licid, 3B TOTUWEENRET LIS E LR
HE Rl L

b) g ik

1, 2R T X5 EEREE/RE LT Staphylococcus
aureus FDA 209-P JC-1, Escherichia coli NIH]J JC-2
wH, EERGEESBED Staphylococcus aureus 4 ¥,

#1 SMX, TMP s XUz RAWOHEN (1)

MIC (mcg/ml)

ST(10:1) | ST(20: 1)

Bacteria SMX | TMP

Staph. aur.
209-P

Staph. aur.
3) 3.12] 0.39

” (4)] 12.5| 0.78
” (5) | >100] 0.39
” 6)] 3.2]0.39

12.5| 0.78 |0.78+0.078 | 1. 56+0. 078

0.39+0.0390.39+0.02

0.78+0.078|1.56-+0.078
0.78+0.078 |6.25+0. 31
0.39+0. 039 | 0. 78+0. 039

#2 SMX, TMP sxuvxoEASYWOHESH (1)

MIC (mcg/ml)
Bacteria SMX |TMP| ST(10:1) | ST(20:1)
E. colt
NIHJ JC-2 3.12 (0.2 0.4+0.04 0.4+0.02
E.coli (10)|>100]| 0.4 |0.78+0.078{ 1.56+0.08
w)3.12 (0.1 0.4+0.04 0.4+0.02
(139 | >100| 0.4 {3.12+40.31 | 3.12+40.15
(16)| >100{ 0.4 |0.78+0.078| 1.56+0.08
@ |>100| 0.4 |3.12+0.31 | 3.12+0. 15
Klebsiella ) | 100 |<0. 05| 0. 78+0.078 | 0.78-+0.04
(5) | >100| 0.78 | 0.78+0.078| 0.78+0.04
@9 | >100| 0.156{12.5+1.25 | 12.5+0.63
Cloaca (7 |>100( 0.1 0.4+0.04 | 0.78+0.04
Pseudo.
Soudo g)|>100[>3.12 100+10 | 10045

Escherichia coli 5#k, Klebsiella 31, Cloaca 1#k,
Pseudomonas aeruginosa 1¥RicO\\T, SMX Hijh,
TMP B4 s, SMX & TMP % 10: 1 D&%
L0020 : 1 DEIARIRE LIHAO MIC & HEi L,
Pseudomonas aeruginosa 1#k&, Klebsiella (19) 1k
DS W B O sl RO I ER 23380 b vz

II oRIR, M, 576

a) AEHE

i) SMX BEFRIER

BRATTON-MARSHALL 3D %/ L1z, 7o7 LBRZEH
A RERE (29%) ZER L,

FHERETEOT, ZDHET, TMP A 100meg/
ml Y FDEEC]E LTS SMX OEREMFIZED
T BN LR TER LT,

ii) TMP BRERER

BUSHBY et al.2), REEVES et al.3) OJEic# UTA
W IE R 2 R Ui (R BRI Bacillus pumilus
3813 ¢, Ezihic i: heart infusion 2K p-amino-
benzoic acid (PABA) % 200 mg/L DECEHM LD
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DEER LTRRE 50~55°Cic Lz Dic Bacillus pu-
milus 3BI3DFAHL 105/ml /b X5zt Th
e — VIR 15ml $OEL, SPARB A FRL 7 o
Bie X b 37°C 18 RefRs R ML OEE X RIE L,

B D THIETSH SMX &4 PABA 200
mg/L DEFIT, ZEALITBHETENTEDL LY
RIEDNRD X 5 IsFHERIC IO THEN DI,

(FHRR D

(4) Fik  #E#ir LT, heart infusion X
(HI%EX) ¥ X0 MUELLER-HINTON 2% (MH &%)
A\, o Bacillus pumilus % 105/ml iBR L,
Zhic PABA %0, 100, 200mg/L oZhcysinlLizdb
DTEREIED, »y 7R IY SMX ORE, O,
100, 200 meg/ml D & D% D4 37°C, 18 FfEIsE B I
FRDOEREZRIE L,

(m) B R

#31RT X 5 HIZEXRT1E, SMX 100mcg/ml,
200mcg/ml & 31z PABA 100, 200mg/L T4
IEADOHB A BRIEEhTv%, MH 32X Ti3 SMX 100
mcg/ml {3 PABA 100 mg/L T X% HSMX 200
meg/ml TR IEFDOERIZ/NE  1k7e D A 5ELT T
#l &3, PABA 7 200mg/L DOEREETIE ULHT SMX
100, 200mceg/ml & HIZIHI I TV 5,

#3 SMX o#EfFEHCx+ % PABA 08

HI-%¢X B. pumilus 105/ml
ST SR
paBai— 0 100 200 7/ml
Omg/L 0 28.0 29.0mm
100 0 0 0
200 0 0 0
MH-%X
pABA—— | 0 100 2007/ml
Omg/L 0 29.5 32.5mm
100 0 0 13.5
200 0 0 0
(TR 2

(4) Fixk  Be LT HI %X PABA % 200
mg/L DEfzing Bacillus pumilus % 105/ml OElic
BRUIER Y » 7% AV, TMP BRoFHHRARS (F
L pH=T7.4 O buffer) &, TMP OFFRT
1z SMX % 200mcg/ml ORI X Sz icd D
& DOEEREMR A FR U CHBt L7

(m) Bk K1oX5ic TMP DB 4 &
TMP +SMX 200 mcg/ml D334 O EE#E T IZIF—3

LcERIC /22T 5,

K1 Standard Curve

mm %’)‘
404 HI-AK+PABA200mg /1. e

B.pumilus 10 ®/ml el

30-

o----0 TMPHi¥h

20

al
0.1 1.0 10 100
TMP meg/ml

PlED 2 20T HEBROBLNH Bt TMP B
EHRIFERTEL D EEL DR,

b) & &

i) Alc&lF 2R, Pt

BEER A B F 2 4z sulfamethoxazole-trimetho-
prim &% (LIF ST &%) 28 (SMX 800mg, TMP
160mg) #fEOHREH SMX X' TMP ofh%th
ToWT, MABRE, RAPPEIEEZEE L, BEiiE4,
SR TER DT, SMX OmAF@EED ¥ — 7% 4 B
BT (%4), free »156.4~51.9mcg/ml TH5AS, 1
R CTh 2 7e h OREIRD DR, 230 6 RERIE T /s
Jfree T50mceg/ml FitkDRE VMR IH T 5, R
PR free DT 140 1R B ZBRIX 67. 2~
480meg/ml THEL CHRBECHHE I T b, 6ReH
¥ CTORPEIERL, free 25 14.295~6.495, total T

#4 SMX oMARER X O RPHHE

1 2 4 6h
mcg/ml
. F £/ml 56.4| 50.9
ful |\ 48.4| 61.7| 55.9
wl |F| 23.2| 30.0| sL9| 469
2
T| 25.2| 33.3| 60.2] S5.1lp oo
— mcg/ml 113.3mg
) P/ 124 | 308 | 480 | 13332
T| 172 | 28 | 700 |1000 |3 g;g
3 51, img
F| 19 67.2| 86.4| 220.8| °p i
ol .
T| 38.8| 143 | 238 | es6 |1 é;;g
SMX 800mg F : Free
TMP 160mg)ﬁn B% T Total

BRATTON-MARSHALL ¥:
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29.29%~17.6 % TH Dt BIL, PR YR D = & /¢
BOBEAZDOHB ZENELLR B,

wie TMP oIz £S5 DX 5K, 2B
v— 27T 1.9~1.2mcg/ml TR E Th ik nich
OWRE (0.9~1.2meg/ml) AFFEIN T 5, Rk
MIEARCERSICRLTHB IS5, BEE (U5~125
mcg/ml) KHM IR T bh, 6K % CoEIIREIX
23.2~29.0 9% T 5Dtz

%5 TMP ofiREF X O RFHHE

m 1 2 4 6h )
o1 19| 07| 09 |
2| 0.7 L2| L2 L2 |pgeB
p |1 515 | 70| m0 | or.s 2. 90"
2| 45.0 | 15 | 97.5| 9.5 | 58078
(mcg/ml)
TP Tomg) EFEE

7t TMP ORPBREZFA—MIIZD %, ultravi-
olet spectrophotometric method %\ CHIE LI
{4 bioassay DfEE HEX L THB L (FE6), HAHDA
Y FREDHLNEN, BUTHETTAERELRT .
%o
#6 TMP oRpEE

1 2 4 6h

| B | sL5 75.0 | 110.0 | 97.5
uv| s52 | 1020 | 120.0 | 9.3
; B | 450 | 125.0 97.5 | 97.5
uv| 825 | 1005 82.0 | 94.5
. ' (meg/mD)

B : Bioassay
UV : Ultraviolet spectrophotometric method

D EDB#D D, SMX-TMP GHlOZO#E LT X b
W& LENCRIN S, Lo A EE O #feh ok
B, PORPFICLEBECHEINS 2 L85 H
Thbo

i) 7o MNEBEARE

74 AR —REDMKE 200g FitkD 7 » FEAL, D
SMX 160 mg/kg+TMP 32mg/kg X8 2) SMX
480 mg/kg +TMP 9%6mg/kg ¥ zhZhFEOs L,
B (1R, 2 BER, 4 RpR, 6RFfH) £,
B&L, &, B, B, filio homogenate EiEiz-ou»
T, SMX ¥ LU TMP DfE % FiFeo 7 ETHIE L 2 Fl

FEMERFE L,

BAIIE7, 8B IV IIRTER LT, DTk,
T, SMX DREL (KR 7)), fiE T 1 RS free 153
mcg/ml, total 169 mcg/ml T free, total & iz ki
ML, 6BEEMEL YR T free 438, total 442mcg/
ml, THote, I, &, BT IEAEOREY
£, WL REEL 6 FERHME T, HFTi freeldl,
total 168mcg/g, & free 172.5, total 193.8 mcg/g,
fiiCix free 145, total 188.8mcg/g THto

TMP DEEE3 (G 8) Mm% T 1 FyfLlfE 2. 9 meg/ml,
2FFRfEA € — 7 T 3.8meg/ml, 4R, 6L b
R4 L 0.2meg/ml THote, I, i CilziEABED
BEEED, ©— 27X 2BEET, FnFR2L.0, 12.1
mcg/g THot, B TIE 1 BERMEAS & — 7 ¢ 31 3meg/

- g ORBET, 2KHMEH 23.3meg/g LEL, I B,

foWFHC BT MARE & P17 LT 4B, 65
fEl TEICEA LT 5,

2) BOREHEOBHE(FEI), SMX OEEITMET
'3 1 B[ free 304.8, total 315.8mcg/ml T3 Tz
B ARSRE N € — 7 T free756.4, total 784.4
mcg/ml, 6#ETY free 512.8, total 530.0mcg/ml

#7 SMX o s & O EE
7y + SMX 160 mg/kg+TMP 32mg/kg £ 04

il % I H Fify
1h F 153 32.5 63.8 36.3
T 169 51.3 80.0 45.0
2h F 291 102.5 145 132.5
T 298 123.8 160 151.3

4h F 292 97.5 125 134

T 300 112.5 158.8 144

6h F 438 141 172.5 145
T 442 168 193.8 188.8

(mcg/ml) (mcg/g)
F : free SMX T : total SMX

#8 TMP oifiifrhs & OB mEE
5w b SMX 160mg/kg+TMP 32mg/kg #% 1 #45

mo i I { # |
1h 2.9 13.8 31.3 9.1
2h 3.8 21.0 23.3 12.1
4h 0.2 0.8 2.2 0.87
6 h 0.2 0.6 2.4 1.26
(mecg/ml) (mcg/g)
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#9 SMX, TMP oififrhi & O e g
(mcg/ml or g)
7y F  SMX 480 mg/kg+TMP 96 mg/kg #& M # 4.

7 LG is = | Hrﬁ

T 8.8 28.8 41.0 22.0

1h F | 304.8| 128.0 92.5 | 127.8
° To| 315.8 | 144.8 | 140.0 | 143.5

T 7.0 26.5 55.0 41.0

2h F | 209.8 60.0 65.0 85.3
° To| 222.6 70.0 97.5 92.5

T 21.7 47.0 80.0 72.5

4h F | 756.4 | 332.5| 365.0 | 322.5
® To| 784.4| 367.5| 410.0 [ 340.0

T 8.8 28.8 63.8 27.0

6h F | 512.8 | 160.0 | 202.0 | 167.5
° To| 530.0 | 182.5| 267.5| 190.0

T : TMP (261 FHE
S : SMX (F : Free To: Total)

LI OBBELRDLNI, I, B iTitédbic
I 5 B SEAT LC ARG RIE 23 € — 7 THF Tik free
332.5, total 367.5, & free 365.0, total 410.0, Jifi
Tl free 322.5, total 340.0mcg/g THD7,

TMP DB Tk 4 BeffE 2355 T 21. 7meg/
ml, 6HFIT% 8.8meg/ml D & E T Hoto
B, ickuhdmhiEEoREEEbsEBEYR
L, WIhb mPBECETT5EB%RL, €—271%
4 BERSHE TR TI347.0, B Ci180.0, fifiTit 72. 5meg/
g TH2r,

Pk, WFhoORck\Th SMX, TMP f#& b
PR BEFC, 232 6 RIS S 2o 7e h OREENRDL R
T\ b, SMX ihf, ', Wici Ll oK
fEE <, e TMP I, &, ficksuwTE, miEg
EoBfEE\ EE2R LABANOBITA IV EERLT
W5,

III TMP o4#

TMP O fRBEHRIE K 2D DL 5b D THDT,
R# EY D Hziy, 4-demethyl-TMP; 3-demethyl-
TMP; a-hydroxy-TMP; TMP-ring-N-oxide; car-
bonyl-TMP 7 & DH 5 Z E HNBELLOTWBY, £
DR Thhvbh AW 2 AF L1871 4-demethyl-TMP
CDOWTEDRBRENVIE N & LOAKR ST 5FI% 5

MAR. 1973
X2
N<NH:  OCH, v (NH: OCHg
xn,f\,}.(‘;ron;.—x]x;(\yquocm
O 0OCH, MU OH TOCH,
carbonyl-'TMP a-hydroxy-TMP (1)
N NHz  OCH, NNz OCH, NN o
x\Hzﬁ;}LH: 0(();?{;4,;-— .\'1{:{\_§cuz{_§8&}:‘m\'|uQ}cu_{ y{‘wi’ i
b oL e %9 o

TMPring N-Oxide( I} 3-demethyl-TAII 1

NN OCH
glucuronide =— N1, ¢ 'HQ()”
L3

OCHy

glucuronide

4-demethyl-TMP (1)

LB D RAz 4-demethyl-TMP 238k X 5 045D
DWW THRE Lo

a) KREFH*

i) 4-demethyl-TMP oOREVEAHEH
ZHAULETEE | OREHRER L & < Rk LTI
o

ii) R TMP 3 LT 4-demethyl-TMPDIRLE
BERABTC ST 4#128: (SMX 800 mg+TMP
160 mg) % 4% N # 544 8 B & TOREEIR L, NH,OH
T pH % 8.0 i AME, FED CHCl, ThiHi#E%L 3
Bl D Lizoe =@ CHCl; % evaporator TJHER® 10
I IBHME Licd D%, silicagel GFasy AW HE 7 »
= b5 74—T, Zr ek A :iN-FTr)—n:
NH,OH=80:20:1 O ¥R LM CTRML, B
RERNE A 2 BER, A4y FEIZ0.01ml & L, MIRE L
T TMP ¥k 08 4-demethyl-TMP % i # & 10mcg
ARy b Lic, B, BRmL, SHic120°C T304y
IR, BRI ATET L, To%I 512 120°C 154
EEHE Lo

ek D FEwe LoT, TMP L8 4-demethyl-
TMP (2 RMEAC Imeg HIUIRIHTE 5 & L &2 FhFH
B CHENDTH D,

b) SEERRK

i) 4-demethyl-TMP o#i#iH

BALFELIOD & 3 © T, RIRHCITIc D7 TMP D4
TNCHB LT 1 ~2BRsE 50 DL HBA, ORI
TRABRRTH B2, FWRERIABDLRRILHDI,
i) A®R# TMP & LU 4-demethyl-TMP
BRI RTER DT, SO TMP (3 Rf {50.
73C 4-demethyl-TMP & Rf {#i% 0.54 THD#:0%,
AD 8 B[R 2:51k, TMP o4 5 ifnic (RE {4
0.73) BEG 75 spot AR B iz Ay, 4-demethyl-
TMP @ Rf fHC 47 5 i@ S D spot & 3R
Y (WES:Ne)
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# 10 TMP ¥ X ¢t 4-demethyl-TMP(metabolite [ ) K3 Thin layer chromatogram
DYE S
— - R CHLOROFORM/N—PROPANOL/NH.OH
" MIC (meg/ml) ( & : 20 : 1 )
<} i
TMP |4-demethyl-TMP
CONC. H2S04
Staphylococcus aureus
FDA 209-P Jjc-1| O-2 0.39
E. coli NIHJ JC-2 0.2 0.1
B. pumilus 3813 <0.006 0.025 @
B. subtilis ATCC 6633 | 0.1 0.1
Sarcina lutea PCI 1001 | 0.39 0.2
Staphylococcus aureus | 0.2 0.39 @
Staphylococcus aureus | 0.39 1.56
E. coli <0.05 <0.05
E.coli 0.1 0.1
Mied L ZOFHETHREFEIBREDORD 4-—-dem-
ethyl-TMP (DIEREAR DL D) 3Pkt hTuninnd
EZibhd,
TMP 4-DEMETHYL URINE
TMP p
IV B K # (0—8HR)

7 5 ABHRET X B MBERD %D T JREGEYLSE D
6 PICAFIRMER Lico HILETRT IO BHBTRE
KAF, ArEmEDEE 16, Sk 16T, BERT
1H28, 22, EofbsifTicy, HEHEL7 B~
4B T1HDORIOR O 2[E, &5H20HMETH %,
AF(E AR D FRANEE 412 5 P iBed b 1 FI Tk
B Lico L, HRAPIEE, BHECHERZREED
b DIX3FTH %,

BRERI DL LBEMIL S OMREL, ELVHEY
BT EEBHRD LA DA TH D, BIfFAEL
T, 1HAFIREGC X5 LN BFHE, REHED

# 11 ST AAIEHES

Bhteds, FFIC X B &5 HERLTFIUT s\ fDEE
BT S B B 2 ILEIERIR R D b g hyols,

vV £ %

SMX & TMP 28t hiZ, §ii#i: P-amino ben-
zoic acid & dihydropteroate »:% dihydrofolic acid
~ANDERBBEYEEL, BEIKROEK THS tetra-
hydrofolic acid ~DBILKIGXBHIEL, Uiz >THl
O ERASIER AN 2 7 BT CRIE SR .
WEIERAR IR 0L Vbh T2,

&;Ii ) %h BS
No. | & % M| o o & (B W O |y R|W M B OfF

L8 ERGESIE N

i 3 ; 1) 10RH + & % by L

1 77 | @ WK BRI Klebsiella |2 Tab./H 2) 108 + R OB | B, RE?
2 w0 ¥ %ﬁ 'trf; % | Kiebsiella |2Tab./H| 10H + R B ox U
3 23| g | M () % | B, coli 2Tab./H| 10H + + 7 L
4 55| ¢ | ¥ ﬁﬁ@_jé’; %\ E. coli |2Tab/R| 7H £ |F B| 5 L
5 37| 5 | BERED | Clogca  |2Tab/m| 148 + = oEl 5 U
6 63 | & | M 4 B5 Bt % | E. coli 2Tab./H| 10R + R OE e L
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bhbhdfTieotc W oD 7 5 ABHE, BHE
T, SMX & TMP % 10:1 B 5%\ Mk 20: 1 o0 Hac iR
HLIBHE, SMX BB\t TMP B HRTH
LU HEIEROERZRD b,

W, B, RRSHERET ST, FERD
HEEEEE Y T O EHIOFEEZ 5 = Licl
HWETEIEBW THS, L, SMXBEILTI
BEDL A SMX X b TEZENEL TMP
LTS B\ ML RRE D IER BV B E b R
TWwiswl, Fi SMX oEHcEgEsy b5 iz TMP
DIYERRE G EITHLHTEA L ELBLRTWIRVD T,
BRATTON-MARSHALL D L 5 b HRIEHEC T X b
LB EBI,

—7, TMP B L TIREICDO~N X 5ic PABA @
HINZ X o C TMP Oz A FEEY 52 T
SMX D% LT\ T, Bacillus pumilus % R5E
BFEALT, ToEMFENEREXYRETE 5,

DX 57HET SMX, TMP #JIELTHS &R
BRIOERFGIC L VW ThENCBR I, Lird
MR EED R HERIR S, 2o RFPic b BiRECHE
I ERBELMC oD, o v P ORERGS
fixkHbEFBO LB D, SMX 10T, &, kLT
MR EENBEE L, e TMP F, &, i B\
TEL, MPREOBEDEEL R LAMANO BT, X
WZ EERLTW,

DX AHFIOHE, BLEVCHEEDRY RETS
T DI ERDE & M RED 2 b D & LXM4ARE 2
bh, FrozofEud AEROMEE Bk t>Th
RicBbDEEZLND,

AEFE GO AD MK, RELV T » P OEREIC
DWTHBBRICHHRD Biiis H TMP-SMX o o e
LTRIc, TMP OfERAMEPESEBETH S5 B3
DOfl (F5) £DFF &L, Mo SMX DfEie LT
i, Eigo 5 b free offl (E4) WEAMBER (AD
METD) 1345965 THANOHEMEE LTL/2%FE L
Teflfi% & DT REDAEWERIENED SMX OfEER bic
HZic UTEHE L, Rh SMX OfEREAMEE LY BB TS
%ELT, {L¥EMERI X% free Ofl (R4) ¥ kD
EWEREED SMX OfEE I LTHE L TR, *
e X B EADMERD TMP:SMX o Hut, 1:11. 8~
40.3 DRI H D, RO Fhik 1:0.42~4.92 OF
BRI 5%,

RCANDBECE LT T v O, i, &, icouw
T TMP:SMX % &% &, 1) BECIMmE 1:25~1095,
BF 1:1.18~117.5, % 1:1.02~35.9, fii 1:2~77 D&
FAC, 2) BECinmiE 1:15~29.1, Jf 1:1.13~3.53,

B 1:0.59~2.28, Bfi 1:1.04~3.10 o&EHC H 5,
FEELAMWIC L D, FRENERAC X hich D%
BERLTV B,

ez &hb, FNECHT 2 ST GRIOHE %
FBET B0 SMX & TMP OB#HILA  in vitro T
RDON T, EEICEE LIk, ZoEKBPRED K
RPEBEOBRC L 0SB\ X b, TR
Bl x0T, HHBWHEATEHL TR, FOLT—
ED S DTN EHETNETH 5,

TMP o fREHC o\ Tix SCHWARTZ B O#ENH
H, FHC X 3L, metabolites DE|EITEHT LT
Wi ENHDOT, T » b TIL metabolites DE|EHEH S
Qe P ERFEFREND BN 2 TIRE b &R &
SR ER LTS, ¥k MTkiF5 metabolites
DEEX TMP B bR L, TMP+SMX gD
AL TRERERIBDLIIL,

SCHWARTZ 5@ metabolite | | 4-demethyl-TMP
THDT, [ L metabolite [ {3 a-hydroxy-TMP,
M (X TMP-ring-N-oxide, N} 3-demethyl-TMP T
HYH, FDIZHC carbonyl-TMP & $ % = & 2D
T\ 5,

e OB ATIX E R E L metabolite TH B ER
TeBUEIL AR TH B2, b D metabolites D7
W THEGE AT LB 7 metabolite | J7c3>% 4-deme-
thyl-TMP &2\~ C, Z® in vitro D FEHE ST 4
FIRE 0 B R IR BRI A BiE Lo BBl o e &
¥ b T, 4-demethyl-TMP D H B 1L TMP iz LC
1~2BfEREBL0LHBHNKRERE, EIADS
FEfIR St 10meg/ml Ll E 0BT HEE X LT U
HWEEXDRDOBMETH DI, D Enbifidis &
VRBPDOFE N 4-demethyl-TMP 235 % hk LB
BERIFL T Wb D EHEEIRD,

fli> metabolites DHE S, Th b oM, R b5
WITBEZR IS BT B E 4, 4 metabolites 4 fkic %t
TAHERAC LTS HBOMEEL Bbhb,

FRRBNC O TIIRTRD £ 3 D THBH, JEFI 1 55 5
¥ TOH BRI O\ T SMX, TMP o #ifitds X 0810 : 1,
20: 1 DHICIEA LIHBED MIC 12 2ICRLTH S,
FEG 1 @ Klebsiella » MIC 1335 2 » Klebsiella (14) & 19)
T, BREMMEEFNRZOSRT 5, FE6] 2 D Kliebsiella
D MIC 13% 2 D@5), FEFI 3 D Escherichia coli 133
2 @ Escherichia coli (13T, ¥Ef 4 © Escherichia coli
1% 2D Escherichia coli (6, fEF|5 D Cloaca 133
2D Cloaca (N TH%, \WThd SMX & TMP 0%
BB IER SRS b, REERFIIENED ST
B3GR b e TR IR E LY R b, R
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DEBLRIBS HDTc, Tk b DFER TIRFEED
DighvoteZ EBRRE IR D,

VI & #%
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EXPERIMENTAL AND CLINICAL STUDIES ON SULFAMETHOXAZOLE-
TRIMETHOPRIM COMBINATION PRODUCT

Kinacuiro SHimMIzu, OToHiko KuNn and KAORU SHIMADA
The First Department of Internal Medicine, Tokyo University, School of Medicine

1. Potentiation of in vitro antimicrobial activities of sulfamethoxazole (SMX) and trimethoprim (TMP)
combined at ratios of 10:1 and 20 :1 were demonstrated in Staphylococcus aureus FDA 209P JC-1,
Escherichia coli NIHJ JC-2 and other strains of Staphylococcus aureus and Escherichia coli isolated from
clinical materials.

2. This combination product is well absorbed after oral dosing followed by satisfactory renal
excretion. Concentrations of 2 active drugs were maintained over a relatively long period of time and
concentrations in the urine were high.

3. Studies on the distribution of the 2 drugs in rat revealed that SMX concentrations in the blood
were higher by several times than those found in the liver, kidney and lung, whereas those of TMP
in the blood were lower by several times than those in the liver, kidney and lung, indicating an extensive
extra-vascular distribution of the latter compound. The ratio of SMX and TMP concentrations varied
according to the kind of tissue, organ and the time interval after drug administration.

4. The in vitro antimicrobial activity of 4-demethyl-TMP, a metabolite of TMP, was found to be
essentially similar to that of the parent compound. Thin layer chromatography failed to detect this
metabolite in 10-fold concentrated human urine specimens collected 8 hours after a dose of 800mg SMX
and 160mg TMP. It was assumed that concentrations of this metabolite in the urine were not probably
exceeding 10 mcg/ml.

5. SMX-TMP combination products were given to 6 patients with urinary tract infections. In 5
patients urine cultures became sterile and a significant reduction of bacterial count was recorded in
another. However, bacteriological relapse and superinfections were observed in 3 patients after cessation
of the drug therapy. Fever and eruption possibly related to therapy were encountered in a single patient.



