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X1 Whole body autoradiograms -showing
the distribution of radioactivity (light
areas) in rats at vatious times after
oraladministration of “C-TMP (20 mg
/kg)
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X2 Whole body autoradiograms showing
the distribution of radioactivity (light
areas) in rats at various times after
oral administration of the combina-
- tion (MC-TMP 20 mg/kg+SMX 100 mg/
kg)
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i, BafiR7c &y v osMIfEREMec i, BRI (54
~ 1FHD CEWBEEE R Dbl 2D 5, |
WD BATREREE Y, M EMEEhC I U TR <,
Y v, R ToOERI, BB X b KB VLTED
Do

HAERBRR - B>V TRUHEEY E , SO
ek, BN L Trb btk ok, IFSE s
B BUEES R TH b, BEFE, BEECHRSE
IR LD BT, BEIEO B RERE & <, R
HIRIRAE L AR B o BB R R Lice WA WRD 7
VN ARSE, ST IBRIRLIE 35\ B TR RE T
Eotwie, Zhxililts s ErRETH O,

T DA, MERERR-C NER, TR ST b B BUEE
NHxEDdHRI, BRIROF T, T TIROBSERE
2, HEFMRBSIOCHETR OFchE LT L &
<, RERERMEICHDT, SRCBUHERAR LD H
Nl Fio, AKX ORBECBERENEEEIBE IR
feo BiCik, 5% 6 W% E T, B, 24K
Mt & C, BEICHUHREN R L Bt 48 BEfif£I
i, O EVWBURRED B i iaie T E T h 0T,

FEREE R ¢ i, BeSsR i, B, R
TS RBIEEE AV <, AR EE A B S A ko7,
Al S D B RED Al —TH O, MR,
HEOT T B AEIEEE Y, B b-He 0l & 6 IRFFHI R PR ReA
LTHZE S hic,

MARREETEZ R ¢ Bt X OBEMGIE, BLEMENS &
O TE WA E 2 /R Ui, BN T, SE,
BB 35 X OVBHIC & < HBRED DT,

HEVEAETERR D 5 B, IO 5, WIZER, 7 v K
MRis X OVF — v VIR, BH5-EEIH 5 2 KRR,
T E RSB R L, & LAV RS\WTE
NOBEE THDl, BAIL, BEINCIIHAA TR L
TThoten, HEOET & b i 5 KSHRERE DM
DOFIEL, oMM X b2 <, Bh-th4 Rk ¥
T, e h OBEHREI R Lico &R HAEFRFR OB
BEIE, LasLishih, ZoEEAd L, 24 g
Te REDbhighor,

IS ARE © TR, FAdR, BY-EYns, I
FOCE OISR Ak Lc, & ORBUNEER, 2B
% F THREE Lic b, YOI Lico 209 H,
TFHEATIE, BRI \T, BB X b &
Dtc, BIES Fh, BHETWHINSIERCE B REE

MAR. 1973

BARL, fiETRE QIBEETH O, BEIFOBUNAE
BEEE, RO & b2 TR s L L b, 2
R DARETUx, 30, BB OBSRBREV HE O T
20 LB HF AR Lo

ZDE, HURER S, B5-mEhCECBSHE R R
L7

Z DA BTSRRI AR &, BT EEMK
L, BB ARSI S B RBRE A R Lic, Thbo
AT, oML i B &, BUtEOBEAN
L0, % 6T\ T, At h ORISR
[5F (B i

BOW Tk, Bt 2 el BRI E SRS
ZLd bt TDERITKECHE A Lich’, 48 Wk 0B
22 £ 3 LT, MEATETI % 015 KA RBEREE R
L7

AREkix, AR, MO, BB & Ol L OUKRED
TR, IR EREAT & RIREOBMIEN A LD b h,
ERARECIREE T, Eitofac i LTS8
BN B h DT,

1.2 TYRICHKFB “C-TMP D&
1.2.1 #IIXERVESE

=Y ATORI, 7y P XBHBELIFEA LR
Thol, Tivbb, “C-TMP HHE G- E SMX/
UC-TMP #BE5BERIC I\ TiE, FONMERICAER
IeFERIT D LD BRI DI,

F1o, =V AKHBC KT HoMOREL, 7y P
IrEBRoThE LB THHDTHOI, K4,
UC-TMP HiFlB 58D ARGM %7k L,

1.2.2 FIRTODRERAWES

UC-TMP ZfEnb+5 L, BAHEWEE, My
Sl LT e D BAT Lico BATT D BSTREEEE,
WA R T, B HFEHO ARGM T3\ Tk b Hiv
3 Whole body autoradiogram showing the

distribution of radioactivity (light
areas) in pregnant mouse at 40 minutes
after oral administration of “C-TMP
(20 mg/kg)
adrenal

brain liver

heart placenta
blood

fetuses



VOL. 21 NO. 2

X4 Whole body autoradiograms showing
the distribution of radioactivity (light
areas) in mice at various times after
oral administration of “C-TMP (20 mg
/kg)
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g5 Whole body autobacteriograms showing
the distribution of Staphylococci in
control mice at various times after
intraperitoneal inoculation of 4.0 x 107
viable cells
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41 Survivals of mice following intraperitoneal inoculation

No. of survivals per no. of mice
Group Dose (mg/kg) -~ — — - e
4he | Thr 9hr | 24hr | 48hr
Control = w10 | 88 o6 | — | -
= 50 10/10 | 8/8 6/6 6/6 4/4
TMP 25 10/10 8/8 6/6 3/6 1/1
-treated 12.5 | 10/10 8/8 6/6 2/6 -
6.2 10/10 8/8 6/6 1/6 —
= 25 10/10 8/8 | 6/6 | 6/6 4/4
SMX 12.5 10/10 8/8 ‘ 6/6 ; 3/6 Z 1/1
treated 6.2 10/10 8/8 6/6 2/6 —
3.1 10/10 8/8 6/6 1/6 —
—— = 15 10/10 8/8 6/6 6/6 4/4
7.5 10/10 8/8 6/6 4/6 2/2
streated 3.75 10/10 8/8 6/6 3/6 1/1

K6 Whole body autobacteriograms showing the distribution of Staphylococci in TMP-treated mice
at 7 hours (A) and 24 hours (B) after intraperitoneal inoculation
TMP was orally administered to each mouse in a dose of 25 mg/kg, immediately, 4 hours and
7 hours after the inoculation.

lung spleen kidney spleen

heart blood liver abdominal cavity thoracic cavity abdominal cavity

X7 Whole body autobacteriograms showing the distribution of Staphylococci in SMX-treated mice
at 7 hours (A) and 24 hours (B) after intraperitoneal inoculation
SMX was orally administered to each mouse in a dose of 25 mg/kg, immediately, 4 hours and 7
hours after the inoculation.

lung spleen kidney liver spleen

i N %
heart blood liver abdominal cavity thoracic cavity abdominal cavity
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X8 Whole body autobacteriograms showing the distribution of Staphylococci in the
combination-treated mice at 7 hours (A) and 24 hours (B) after intraperitoneal inoculation
The combination was orally administered to each mouse in a dose of 30 mg/kg, immediately,
4 hours and 7 hours after the inoculation. '

spleen spleen

iy

liver

liver abdominal cavity

K9 Whole body autobacteriograms showing the distribution of Staphylococci in TMP-treated mice at
7 hours (A) and 24 hours (B) after intraperitoneal inoculation
TMP was orally administered to each mouse in a dose of 200 mg/kg, immediately, 4 hours
and 7 hours after the inoculation.

lung spleen kidney liver spleen

thofacic cavity

liver abdominal cévity abdominal cavity
K10 Whole body autobacteriograms showing the distribution of Staphylococci in SMX-treated mice
at 7 hours (A) and 24 honrs (B) after intraperitoneal inoculation
SMX was orally administered to each mouse in a dose of 200 mg/kg, immediately, 4
hours and 7 hours after the inoculation.

lung spleen liver spleen

liver abdominal cavity thoracic cavity abdominal cavity

® 11 Whole body autobacteriograms showing the distribution of Staphylococci in the
combination-treated mice at 7 hours (A) and 24 hours (B) after intraperitoneal inoculation
The combination was orally administered to each mouse in a dose of 120 mg/kg,

immediately, 4 hours and 7 hours after the inoculation.

spleen lung spleen

thoracic cavity abdominal cavity liver abdominal cavity
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Tid¥hs LBbhl, 7 v Fki?s “C-TMP Dbk
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&’2%&7&0

LROFHTCENT, BEHFD in vivo DHEN%
FRI2E = AH, TMP, SMX FBHITIL, 50 B\ L*
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b bALADZ L, BEREETHS 200 mg/kg T\ i
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MEEARENTH S = L2 RB LT,

8. SMX-TMP %, 1.87~120 mg/kg D EBic ks
W, RV ERNOEYERIER IR DIV bl
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THE WHOLE BODY AUTORADIOGRAPHIC STUDIES ON
THE DISTRIBUTION OF “C-TRIMETHOPRIM

Mar1 SakuMa, SHIGEMI AwWATAGUCHI and YOSHISHIGE SATO
Biological Research Laboratory, Tanabe Seiyaku Co., Ltd.

The distribution and antibacterial effect of trimethoprim orally administered to rats or mice were
studied by means of whole body autoradiography and autobacteriography.

When administered alone in a dose of 20 mg/kg, *C-trimethoprim was rapidly and easily absorbed
from the digestive tract and distributed to almost all tissues or organs except the central nervous
system. The radioactivity in the various tissues or organs reached at their maximum levels within
30 minutes, and then decreased gradually, and was almost diminished at 24 hours after the ad-
ministration.

The highest radioactivity was found in the kidney, liver, salivary gland, adrenal medulla,
pituitary gland, pineal body and the next higher radioactivity was observed in the spleen, pancreas,
adrenal cortex, thyroid, bone marrow, lymph nodes and prostate.

UC-trimethoprim and/or its metabolites were excreted into the urine, bile and saliva.

When *C-trimethoprim (20 mg/kg) was administered in the combination with sulfamethoxazole
(100 mg/kg), the distribution pattern was not essentially different from that of 4C-trimethoprim
alone.

When trimethoprim, in the dose from 3.14 to 200 mg/kg, or its combination with sulfamethoxazole,
in the dose from 1.87 to 120mg/kg, was administered to mice infected intraperitoneally with
Staphylococcus aureus, the numbers of viable organisms in various tissues of mice were apparently
less in the latter than in the former.



