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PUBAE WA D AN BB BT % BT 58

——Sulfamethoxazole-Trimethoprim &#liZ D\ TCT——

RE—K « KAZ— « PHRERE - dLx
FOKEE B BF P B

T A M &

Sulfamethoxazole (SMX) & trimethoprim (TMP)
#5: 1 0B S AFLNT STAH & Ho5)ix, M
KEWTTTRIESHEHSH, BHEORBENE DR
PFEICE VTS SR TV B, SMX & TMP 3D
ERARBBC SV THKS2 2Bzt ThIEEL,
BEERENGT -0, HEORBREICIIEL
WHEERA BEbIh % L 3hD, invitro ORZHR
BRicxsvT, ZoBABREIHBCEHSIhTW 52,
A7 7RO B 5 SMX 20 R f 0 R
TMP L ZiEA—Th 3D ThHb, RELDELIAHT
T TR SMX 20w TiRBEA«ORNEZITE 2 TRE
LTWwW3345 o, 4@ TMP 2. L T2, 3
ORFBERZ DO TEORBEBRET %,

I FREOUICHR

1. fEPavRET
1) SMX-TMP El4Bf® MIC BIFE
RIEE & LT, Bt MUELLER-HINTON EXKI27. 5%

BOHEENREZMZIcbOxAV, ABREOHER I
MUELLER-HINTON 74 = v &\, 37°C 1 ®E#E LT
D%, 77 ABEREOHAIL100ME, 77 slatkE
BOFHAT 1000 fEeHFMLcb D% 1 ASHBIK Lic,
37°C 1B, B Lkhic MIC xRl

TMP O BERERIFHFOALNCIT 0.04N HCl oA B
%, SMX Tix1/8 N NaOH oA B % H\ o FD
BOFHRIRBRC TITIeD e, HFREE X TMP 12
0.025mcg/ml #C, SMX {%0.4mcg/ml ¥ T& L, &
BREBMEOTh Zhia b8, BASHRE % ik
L7,

% 113 Staphylococcus aureus 11Ek izo\~C, TMP
Bigh By, SMX 8% By MICfiR/RL, TMP £ SMX
OHER SUAL AR, BEREXHEELxK
I3 MBEOHRAEHLED 5D, MhrOREREY .S
UL MR EDLRERER LD TH S, D
ERINTHHEEAAORERELY IDIC 1BE TS
L, BORBERAILZ EXERLTVS, LrL, O
WA R SN CREL TR OWTIRARATH 5,

Salmonella 5 #k, Escherichia coli 8%k, Klebsiella

# 1 Sulfamethoxazole-trimethoprim = %}3 % Staphylococcus aureus

OB ¢ B L RARo MIC

Bt No. SMX o % TMP o # SMX : TMP B4
1 >25mcg/ml 0.8 mcg/ml 0.4:0.4 6.3:0.2 12.5:0.1
2 25 0.8 0.4:0.1 0.8 :0.025
3 25 0.8 0.4:0.1 0.8 : 0.025
4 0.8 0.2 0.4:0.025
5 25 0.8 0.4:0.05 0.8:0.025
6 12.5 0.8 0.4:0.1 0.8 : 0.025
7 12.5 0.8 0.4:0.05 0.8:0.025
8 >25 0.8 0.4:0.4 12.5:0.2 25:0,1
9 6.3 0.4 0.4 :0.025
10 25 0.8 0.4:0.1 0.8 : 0.025
11 25 0.8 0.4:0.2 0.8 : 0.025

SMX :0.4mcg/ml ¥ CTH{T
TMP : 0.025mcg/ml ¥ THEfF
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% 2 Sulfamethoxazole-trimethoprim Xt+ % 75 A &R E O KRZHE
B L EE AR MIC {#
53] B | % No. SMX @ & TMP @ % SMX : TMP f4&
Salmonella 1 12.5mcg/ml 0.2mcg/ml 0.4 :0.025
2 25 0.4 0.4:0.1 0.8:0.025
3 >25 0.2 0.4 :0.05 0.8 :0.025
4 >25 0.4 0.4:0.1
5 25 0.2 0.4 :0.05 0.8 :0.025
E. coli 1 >25 1.6 0.4:0.1 0.8 :0.025
2 >25 1.6 0.4:0.2 1.6:0.1 6.3 :0.025
3 6.3 0.4 0.4 :0.025
4 >25 0.4 0.4:0.2
5 | >25 0.4 0.4:0.1
6 >25 0.8 0.4:0.1
7 12.5 0.2 0.4 :0.025
8 25 3.1 0.4:1.6 0.8:0.05
Klebsiella 1 >25 0.8 0.4:0.2 0.8:0.1 3.1:0.05 12.5:0.025
2 >25 0.8 0.4:0.2 0.8:0.1 1.6:0.05 12.5:0.025

2R B W TRMC MIC 2HIE LRk E20 L%
h T, BHREROTRTE B THBEDRE INICHE
ELL MIC fEAVNE LT85 & LMD,

Pseudomonas 1R B\ TCORBEIIFEIDEED T,
No. 100 1 R s\ Th T B AR R IR B x4 &
DIDHRT, MOIRTIXEFDIL BIRERLE DS
Z &gy ots,

%3 Sulfamethoxazole-trimethoprim
x4 % Pseudomonas o R3%H:{H

#No. | SMX oz | TMP oz |SMX: QMP
1 >25mcg/ml | >6.25mcg/ml | >25: >6.25
2 V4 V4 V/4
3 V/4 V/4 V/4
4 ” ” ”

5 V4 V/4 V4

6 ” ” ”

7 V4 V/4 V4

8 V4 V/4 V4

9 V4 V4 V4
10 ” ” 25 : 6.25
11 ” 3.1 >25:>3.1

2) TMP o#iE « BREFEH

B 1 5% %7 MUELLER-HINTON 7' 4 = v D
TMP FHFRINC HARE K D 100~1000 f5HHK 1 iz
WL, 37°C 1 REERE, RELRDRVARE L VE
FlaBF Lis W PHREHAN 1 BB R L CHEEERT
DEJEYBBR L TREWBEL L, B4D LB hHIE

R RERILIRE & BERRE & DX, Staphyloco-
ccus aureus TRERE T4, Escherichia coli T5AKT
Hotco TMP DIERNI24RFRIBDOHETAHS &, BH
HREAELDTUINDD, EEBONR ) OBREN, b
THDORBBEETALALRS Z E5bRT,
3) TMP %7:[4& SMX-TMP £HBTREICHFDE
BRERT « X/BEROLE)

TMP 0. 05 mcg/ml &7 D 5 [fi ¥ it MUELLER-HINTON
FERFHE, SMX 0.1, TMP 0.006 meg/ml D% 5
S TMR & X FREMR 3 e, Escherichia coli 6 Bk %
2%KL, D kiw GM, NA, RFP, CL, PL-B,
furalazine ® 1JEET s A7 ¥ FhFhEX, 37C 1
BEEREDO PR EORIEFR A RIE Lic, 511 TMP
BEFRB L O SMX & TMP f#% .5 GFRED
FRIEF@BE2RBFERO 2 X 0] mm KTHDHER
Lizb DT, +2 Tk 2mm AZ /ot s Hbb
LTw%, —fic b ¥ hEERHRIR EDLRT,
TR A E T & Bbh 2 LERERIELE b OBFEL
T EIFMN T GM »\@ikk Escherichia coli 6 #irb 5 4%
HEWT, TMP ¥4 L TN IEMEOM AL R L
BEThDOl, Pseudomonas 6 HRiz >\ ~T [[ £ D i i)
% PL-B, CL, CBPC, SM, GM, furalazine ¥ ; A 7
HHCTITIR DB E £ 6 1R T,  DBRICIX 6 B
NTERDWTURE A LERORK A RS X 5 fafbap itk
FIDHAERII A DO X 5 THDI,

4) SMX, TMP g3/ LREBREEO <Y XMF

HEA
< A% 3BEC/H B, (1) TMP1mg, (2) SMX 5mg-
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%4 Trimethoprim D #|E « REEH
MUELLER-HINTON broth ¥23& (/5 in)

B O 800 400 200 100 25 12.5 6.3 3.1 1.6 meg/ml
Staph. s - - - — - - - | + +
aureus C - | + —
E. coli s - - - - - + + + +
c - |+ —
S:2ARMEERT 2 REE CHE
C: ERAREFPHR~1ASLTFRAKROWERRT CHE
#£5 EAEAFPRLETOT 4 A/7EROER
PR EOER L 0% (mm)
e F ¥ A
i % TMP 0.05mcg/ml TMP 0.006 mcg/ml
SMX 0.1mcg/ml
E. coli No. 1 Fr+4 GM+3 NA+2 GM+2
Fr+3 GM+7
2 NA +3 C L42 RFP+3 GM+4 RFP+3 Fr+2.5
3 GM+3 C L+1.5 PL-B+2
4 G M+2
5 Fr+3 G M+2.5 PL-B+1.5
6 RFP+2.5 RFP+2

£6 HEHEHFWETOHT 4 R7EEOED
HBEREOBEEL 0% (mm)
##7 4 22 : PL-B, CL, CBPC, SM, FL, GM

PHREHEEAB®E (meg/ml)

E# No. TMP 6.3 X 25
Pseudomonas 1 L 7t L
2 GM+2 GM+3
3 % L 7% L
4 V4 ”
5 ” ”
6 ” GM+2

#7 SMX-TMP D3RO MEHEN
(= v A%} Escherichia coli)

1% o /N Ik 7 RS B
® m B R 304t 1 R
TMP 1mg* 4:1 2:1
SMx Smg} 32:1 16:1
TMP 1mg
SMX b5mg 16:1 16:1

¥ myRAlECREIhRE

TMP 1mg, (3) SMX5mg %#n5 L, 304, 1B
figgo 2@, 1R4AEO~ Y AXER L THMEL EL,

FOHENERE Lic, Tibd, thix 712 vieT
ZF®W UL, Escherichia coli 055 #k0D 1 #kz# 100024 R
WIFEWTLT 37C 1RE W Db, EREMLEY
ARLEMBEORIFRER 2R RT D, KTDLEED,
SMX-TMP [l 58T 30 e 32 AR ¥ T
IEL72, SMX BMBEL OXFX 1EOATHDON, 1
RIS IR TS & b 165 & FMETH D, TMP BAHEE
L AfE LR D FHNMETH DT,

2. BRUR - 25 « BEMTL EIChA T DIRES

1) ##RABREREDER

X 11% TMP iz o\ T D % DT, Escherichia coli 055
FRHVWAEBEC ISR TH D, e LTIHERD
MUELLER-HINTON B5#1D 1/3 DYEED S D& EH Lico
EHNL B 0. 04N HCl 12 THE LT 400meg/ml % {E
MLTDY, pH7.4 OBBEERC THFR L, SMX-
TMP &HI# 52T iebhbicd, MELF 2 CET
BT EHMBEERDH, SMX #ARELLT TMP 04
HRETHIDI, M2DEkh paminobenzoic acid
(PABA) % 100mg/L D h T #iinL, Bacillus
pumilus O EXFAEHELI Y 51T, ZObDDHF
By EAGAHEBY , TR CTTie Dt Bacillus pumilus
FERIREFRR RO L S ER L TR E, 55100
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K1 Trimethoprim &% iH

31 E. coli 055% Fl\» 2 B

304

297

271
264

257

23
224
214
20
19
184
17

16]

g wHEE

Mg M H H
T R R
1 BOKERT LR

151
144

1’0 meg/ml*

=3
-
-

® E
2 Trimethoprim #5%s tH

B. pumilus 3¥Ha
ERGCE W T

PHT A RAR G 7 A R
Para-amino- benzoic-acid

100mg/1 &H0

1 10 100 meg/ml
B2 3
ml & 0.4ml DEIETINX I,

H. L X ¥#ic PABA 100 mg/L oFime & b SMX
400meg/ml DRECFNTH, K8D LW HPHIEH*
AEDTERTHS L Bbhic,

TMP F#ET O SMX BERTEC OWTiE, FiRgE
REE@IREL X v 5% 5 37 Mycobacterium 238
%\, MUELLER-HINTON ZERFREZACLHEES »
THECTHT Lico FHIZSRIELOF R I U,

2) TMP om&EERE#E

e 7y vEABRHENIEC X 5 EMmiEx H\v % M
BEAKERIL, XIDL KD, 34~549%T, FiH429%
TH2ro

# 8 Trimethoprim BERTICHE X ET
sulfamethoxazole o & &

SMX #&E (mcg/ml)
B b
400 100 25 6.3

H.I ZXEKRO mm - mm
R 26.0 19.6 0 0
H.L XK
+PABA 0 0 0 0
100 mg/1%%4n

%9 Trimethoprim o 4 & &4
w7y vE ABERMENT

EWT RN B P RE
BRI B BB HAER
pol R *F B
| 1.65mcg/ml| 0.76mcg/ml| 549
1 3.1 1.95 37
I 6.1 4.0 34
¥ 42%

3) TMP OFRMzRIEM

oL shHETL, REKRD LEPRELTRT L&
DEEDHT, ~= 27V y MEOKEWHTLEEFRE
DELEL, BRERIIFEH2.72 L ELHDT,

%10 Trimethoprim o # MK #H
BEHO EEPRE

EER Hematocrit 2%
R 14 28 42 56
mcg/ml
I 9.4 4.6 3.0 2.3 2.2
I 3.8 2.1 1.3 0.9 0.7
m 1.6 0.7 1.0 0.7 0.4

FMBRBRER  FH2.72

4) TMP ek « BB+ « RAPREE

FEIC 100mg/kg OElic, TMP D7 57 = A3F
WRETELICOD, RIEEY = o — v bR LCH
 RE» = 2o — VBB LR OV TREYHIE
Lico £DBBIIR3 DL B H T, RPBEMARE
D10~20 £, fAHPREZ MAREDHK 10 f5ThHot,
BEEDOSAIs L L B U TR BT Z DENR
EDB)E 2R Lo

5) TMP ofRz:PiMREE

<= v AR SMX 300mg/kg « TMP 60mg/kg D3> b
75 E7 T ARREEDRE LicXvwo, TMP
DWTDEBABEINA4DE B THDH, ¥ — 7 it
Ve hh, B M B O mEOEEZRL, Bib
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K3 Trimethoprim Ifiids « JEi o RAPBE

B %R 100me/kgiik
mcg/ml
10
& IRehigsE
&
/&
11 e
0.5:
ehigsE
0 '1 T T T T T T
1 2 3 4 5 6 7
5|
K4 Trimethoprim JE3RPIMEE
<% X : TMP60mg/kg- SMX300mg/kg
- £3 1135 (PABANISS 12 1)
504
Y
&
meg/g
10
(meg/ml)
5
i ——
155 30 1 2 4 7 81
LIXE DI RIHAREETH DT,

6) =V AMIBBARESR— Mo kD TMP Hifioigd

< YABB/EESR— &, —CRED TMP %

BELLOLOEL EEFORELYRE L TRFRET

e, RIDLE DT, BAS, FTRAOMOBIHE
%1l ~vABBErESE—+O
trimethoprim E &ic X %

73 1 9% A

BEEX (%

43
85
115
70
85
=~ 32
i} # 70

ITREWEF

Loofehd, Mo TiidE hERLBITIRN LS
TH2r,

) EIERBIC T Do « R « ERRE

SMX-TMP &#l% 28321 H 2 @#H5KD TMP
DARFRERIBE, PHIRE, hIRE, MR 2 RO
STERIM Uic AR B B D\ CRIE 21T 780 £ DL
BIRL20 L B T, RPPEREKIL60~80% L 2 7e b %
2aote, (EREEAIES 1 TiiERcw LEETH DR
fesdhs, HBE AT LAER 2 X 2/ 0 EETH DN,

#12 FERHIC k5 MmAp, Reb, FHEE
STA#M1B48 #2iks

fEH 1
#EBB#%(A) H“TH

1 2 3 4 5 1 2
R cg/mi) 155 190 135 8 0
GHEEER (mg) 206 342 243 96
Bt & (%) 64 107 76 30
Erh@E (mcg/g) 10 18 9 0 0
iR (meg/ml) 3.9
(2 B [EED :
fEH 2
4%
RS (meg/ml) 20 7 140
KRR (mg) 252 210 244
B R (%) 79 66 76
{Eeh e (meg/g) 84 150 69 37
iR E (meg/ml)

8) SMX-TMP #5fllCHki}d SMX BE
S5)NDBITAHEADHEMED S LD 2, 3DH DD
T, SMX BE#FROAEWFENFTEC TRE L, £
DE#IEFEL3, 14D L b T, SMX : TMP %*Hfie3 %
E, = URAEBRTIX5:1~18:1THOT, B, BT
WEDOENDTHOIA, TPk, BTH2EdK
THholzo & P DRBRAED D> B, RTIX0.55~2.2:1, &
Tid SMX i LisBilni% L, 1H0ATIL.2:1
Tholo

9) ERRSY

EF1 WVxEF MEHKRA (”5)
STA#1BA4% 4#2 SEMKESECIY, B, MK
BEL»ICK L, o Shigella flexneri 3a % &5
SHB X IVHAL, ToRBHEE A Lr 2, B
RS CBER WV LIBRER T 72, EREEOLBZ
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# 13 SMX-TMP #5480 SMX BE X5 3% B EEERR
YRR E 1/02 23 24 25 2 27 28 29 30
[ ]
v ARR S TAH 452/18 522 x5H R
SMX | TMP are A
Btk SMX : TMP %
(mcg/ml)
. gEH 2 2 1 2 2 2 2 2 1
FF 155 | 100 19 5.2:1 W W s KM s s s s . s BB
7 304 72 15.5 4.5:1 o - - - - = = - - -
g 154 160 11 14.5:1 mum i t - - - T T T -
” 30 15 23 9.3:1
” 2 [ TR %] e—
” 1 H#FEE] 150 8 18.7:1 i E.coli ==——=-==7=522552: = Sl‘b“_“s:'-:_-:_: =
23 154y 145 21 6.9:1 #* Enterococci Klebsiella ======
” 304y 185 38.5 4.7:1 %Disc % Tc(m)‘CP(m;\SA(m)< :
SM(#).KM(#).AB-PC (#
7o 1rEM 155 17 9.0:1 NA (#) CER (#)
fiti 154 225 19 11.8:1
” 304y 250 25 10.0:1 X6 Y B Avir=vy
” 18 | 155 14 11.0:1 217 18 19 20 21 2 23
mi 154 81 6.9 | 1L7:1 i
7 304> 66 5.7 11.5:1 T Amantadine 200me/l) 52
/ ., . % - S -
4 1 K¢ fH 38 7.5 50:1 gzc \/\/\/\.”\,—/\/\
%14 SMX-TMP #5580 SMX i okt ————
EHFHUE [:’I:iﬂklf}\ 9600 e —— 2800
e 5B M1k 1 SRIE  62nm 15
SMX | T™MP el SN
ik SMX : TMP
(mcg/ml)
2—20 195 240 0.81:1 2A3H STAF2&EMBLALLEZ S, BREICERY
R 2—21| 152 70 2.2 :1 PESRLHE Z L ®, HIEERIELE D, FHETE
1—25) 8 | 155 0.55:1 B3R Ueo 1 BRIABERS MR £ Rep fFFLER 195 °C
1—26) 165 | 190 | o087:1 Botes, 2A5HORETILEGL MMER LT &
2—19 0 84 v, 7vaAF—HREEIEORKLEBbi,
itd 1—24 0 10
1—25| 83 9 9.2:1 I % &
i 2—19 23 21| 1.0:1 ST ZHNC D\ TUET TR A b LA RTA S 4 E i
T 221 23 1.8 12.7:1 R, BREEDOREEDL Z\,

%% &, Enterococci {44 L, Bacillus subtilis &
Kiebsiella DMBla 5 & i, BIFERIZ A DR D1,
fiED) 2 IBBEF A vr=vy (B6)
A=y Bbh2FRBEROHLIBEETH>
7o, BIMIRHI0L YL ERLIDT, 7XVEIV
L bic STRAILBA%, 22 5HEEERTRD
7o BB TH 0 2oAt, REMKTEA O BmMEREUL
2800 7 W WA ETR Lico &K IKENIT X 5ERER
AR EDBRErDREN, —CEBRTRERELEXSL

iz,
iR 3 2T REEEs
B3z X b Escherichia coli (1H) TH 27D T,

BEERECONTIL, S OEEIR O\ THT X
h, BERE BRE BAMEO S5 b0, HKE
Nocardia®, HEE®BRWT, KBWEHIBEOEE > »
A—FBPEARI P AEREFETHZ EBRMLR TV B,
MIC 2 HEAE < ThH, SMX & A THECERRY
CHEEE 56, BRFRII S\ T, BHISE RO
nie, —EDRELD L DREHET 5 FEIRE T KT 5
MIC %, HBBEHINOWETHEE LIRER DD, —
F, WHEIORE x DBEDHAEDLREERANB DL DT
B LcbDbdB, REDOHEIHRETHSN, &
DI 5 H1100meg/ml LHEHFRL T2 O HER
B FENLDOEE MIC HCEBEIh THEF LTV &
Exbhb, UERFRE T OWTE, fix OB
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e T, 7.5%E M MUELLER-HINTON ZEREZ
WICHEE X, BEERLATIROT, ZFREMED
B BB IR X 5 ieot,

& ESCHR TR 8 Bkeh 5 BRI RIEH T 4+ A 7 TR
FZHHDEIRTBLDNH B, FAE b DOBET LI
HHEATIFEECEDE D IVEZHEODH D S DIIARDL
Richoi HAVE L T ic, BBEC LT, AAlkc
SHEHEA LCTHEDRE LG L 5 2 AR D208
PEDNT, F 4 A2 EAGTHR L, ERRY
g X 5 THhote,

WHIORLA e DT, SEORRT, BRKREH
TebhTws302 H b, SMX BB LT,
SMX-TMP 78 2:1, 5:1, 10:1, 20:1 &+
T CRIEBE LD, ThbOMic & { XOFEDE
B X 5 THOk, bHIETORFTIEIHEDZDOR
cHhd, b2oiEn 51 oborPALIh TV %,

GRABERIEC 35\ T, WEDHEEFIACHET S
LiX, HEEDRE OBEIC W TERMAT LT LLE
LTIV, —IGLETHD EBHhD, TMP &0
WTit, SMX % PABA TREBETAZECIDVES
CAEREERR R D 5 BN, SMX oW TUMEFI ik
Wighyotc, TMP Mt & SR OB S
RBH, TNTSMX EfitETh b, ATHIC TMP i@
ke Lic# s, RENEL Lok h, yr7 7HCd
R MAMET Lic b LT LDz, B E DIZER
BrDz2F bR Mycobacterium p33AlEEYH T
% SMX B tE, TMP RERZHETHHZ &b,
OHER5IFTT SMX OHMRER TR > T LB TE
foo EHDOILFMBIEE CEBRELRE LTS, £W¥F
IEMER I ETESZ EAFELhTWD T E
nb, SMX DL MRE LS EIRETT Lishy 2T,

WHZ R L BOHEN L > 203 ) 1HELTR
LMEREDOREY, <~ ACEFARE 2T >TR
A0y, TMP B 5 CRBEC LT, ¥hf
#b SMX Ml 0Ed 1 FOMHETH Ok & LITPR
FHNTH D%, TMP (Lin vitro D MIC fEDO/NE\ b
DIciy, in vivo TOHREERITBLI LW E WS HIR
T, LbHENERALNETHD LWV IETH O,

SMX » TMP OMFHI & U TEBIh DL
LTV A5 E 35N, £40EARTREIh
THMFHEREL RS 5D, T OEWFANEED R
SOEBEFRL, MFBRE BERBECELT, Re
g SMX-TMP teaik &b, MENBLLTE
TWb, UL, RAWCEECHEOBIIEABES
RTWBZETUHD, MERESRRWTHA S,

TMP D HANSIRC T OB T, R, B

f, FEBPITRCmPREY EESENEEIRT
8D, BEBTHIBFLELONS, BEBTORS
DHTUBB R FRORYFECFHUEDE & T Db
T HIToianA, BITHORBER & g, 1
FIKREVEVLZ XS,

e P CIRMARED ©— 7 HX 2 ~ AR E s D
B EAURIRT VB, =T ADREE TR &, His
h B IBHHICITT Cle € — Z{EEWEE 7 D, 28
I TIIBRETEEDR E TET LT\, Bpflic X %
T, AERAREEOHERC I b0 LBbhb, &
AR TR B 0 REE T ot icdh,
MARBEFGEN TH DN SMX-TMP FANIA: A
TEATHZ LIV E IR TS,

FLE D DERFNTIAEC 1k F o st, 1HICTERERHSE,
1B CHmERKY, 1ATRELSLELTRETRE L Ik
Dfco TEREHERINILDEELZLRBN, A7
FHIBR ST DT VAF—RIENECED 55 LT
BETHLENDS 5, ERRBRE O D BEFIZE
BHIBFER L N8 E LODIXBARTHS ),

STERAOIC Y. Proteus mirabilis o X % BrfnfE® 1 B,
TMP+4 47 75| +PL-B % #5 LTl D G EDE
BT HOMERA R BRE LDT 5, Proteus mirabilis
Tt L in vitro ¢ TMP t PL-B ORI BIS 2 7ok
FEALREDDRIEWV O, (DI RE YR 5
L, HERRAC X Y17 7 FIBEBRX DBILRCT <h
T3 ETH50LH 089, BHECRICES LA
AL ABRTNBIO, 2D I, EIHETLHETS
LD, BREUTHLREHETA b0 LEATHOE
WH, BHEKEIROSHMEC ABPC & B LT
ST AHIDIZ 5 BRI THOIEWS L DH HBHID,

F7ARACEHED 2, 350, REHBECIBA
DhH5HdHDRTITE TH DI, AFEMOBRMEMRE LR
LB CHEERELRE LDl W )12, AffETCP &
HEELizE AT, RIGREWEWABE THOR
A, CP kb toxemia Bz BWWTT
RTWBERRINTWBBI, T FHERHLT
LRAIN, 5EAFLARACHEECIREC e>T W
514,15), TMP it fifalm o 7 v S LT HEH
THENH, avIEHLTS, TC, CP LT 55K
BHRYINDL#ENDH B, Fi PCG Mt 7
FOREC X5 3B RER, 6 AL
B THOIENHID,

BIfFBic oL Tifi/MRIEA, fFRERED, fFhRko
B ERPEBITHRS R, KERE TR B —
BHEDERFERBEES R L A, 5T X h—fc
BB & QCFFRBEAVR LIELIEALR D2, &
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SREEREYBLCEMELDEMNDB, LvL,
BERIER 2 LT, ik X h BREHECD EB L\
SWENDBD, AHIZETH DD SMX HEH
TMP gi3k5:, EIfEA RN OhBL Tl
2, BIAEHELEROEBELOTWAEVL L ),

HOER BT 2,3 DEE LR, SMX Bl SMX-
TMP A#D0_—EEREC X 2EKRBRITitbhoo
BY, PHRTLORENIREIRDZELERS D,

III # ]

F LWME3EE# sulfamethoxazole-trimethoprim
STAEFCONT 2, 3DBRHETR, ROBRELX X
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PHARMACODYNAMICS AND PHARMACOKINETICS
OF ANTIMICROBIAL AGENT
——ON THE COMBINED USE OF SULFAMETHOXAZOLE
AND TRIMETHOPRIM —

Kazuruto Fukaya, GeNicHl ToMori, TAKEMI KoMmorivyA and Osamu KiTaAMOTO
Department of Internal Medicine, Institute of Medical Science, University of Tokyo
(Director : Prof. OsAMU KITAMOTO)

The following results have been obtained from our investigations on a new chemotherapeutic agent,
sulfamethoxazole (SMX)-trimethoprim (TMP) combination product :

1. A marked potentiation of activities against Staphylococcus aureus, Enterobacteriaceae and other
strains has been demonstrated in vitro by the combination of SMX-TMP. Pseudomonas strains were
resistant to the combination.

2. The mode of action of TMP was considered to be principally bacteriostatic.

3. Among other antimicrobial agents tested, no drug potentiated the activity of TMP or that of SMX-
TMP combination.

4. Antibacterial activities of mice serum against Escherichia coli 055 were evaluated following oral
administration of SMX and TMP singly or in combination. When combined, the serum diluted 32-fold
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was inhibitory on the growth of Escherichia coli, whereas after SMX alone the serum was bacteriostatic
up to the dilution of 16 : 1 and after TMP alone up to 4 : 1, respectively.

5. The standard curve for bioassay of TMP was drawn by thin-layer cup method employing Bacillus
pumilus as a test organism or by vertical superposing method using Escherichia coli 055. In both instances
MUELLER-HINTON agar was used as a test medium.

6. The serum protein binding capacity of TMP as determined by cellophane bag dialysis averaged
429.

7. Adsorption rate of TMP onto sheep red blood cell averaged 2.72%.

8. Following intramuscular injection of TMP in a dose of 100 mg/kg to rabbits, TMP concentrations in
the bile were about 10 times higher than those in the serum and concentrations in the urine reached 10
to 20 times higher than those in the serum.

9. After an oral dose of 60mg/kg of TMP and 300mg/kg of SMX in mice tissue concentrations of
TMP 30 minutes post-dose ranked, in the order of decreasing concentrations, kidney, lung, spleen and
liver. All of these tissue levels exceeded serum levels. TMP was undetectable at any time in the brain.

10. The activity of TMP was markedly reduced when the material was mixed with homogenates of
mouse bowel contents and liver, the remaining activity being 32 and 4395 of the original values,
respectively. No significant reduction of activity was detectable with other organs.,

11. Concentrations of TMP in the urine collected from clinical materials during the first 24 hours
after usual daily dose ranged from 70 to 240mcg/ml. Based on these observations excretion rate was
calculated to be 60 to 809 of the given dose. Concentrations of TMP in the feces varied markedly
ranging from 9 to 150mcg/g. Serum levels 2 hours after administration of 2 tablets of SMX-TMP
combination product gave values ranging from 1.8 to 3.9mcg/ml.

12. Concentration ratios of SMX-TMP fluctuated considerably from a specimen to another. In various
organs of mice the ratio ranged from 5:1 to 18 : 1, whereas in human urine it ranged from 0.55:1 to
2.2:1.

13. SMX-TMP combination product was given to a case of bacillary dysentery. A prompt bacteriological
effect followed but loose stools persisted for several days. Leucopenia of 2800 was recorded in a single
patient after treatment with SMX-TMP for influenza probably complicated by bacterial infections.
Another patient with cholecystitis manifested drug exanthem and facial edema associated with pruritus
and eosinophilia after a single dose of 2 tablets and the treatment was discontinued.



