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Table 1 Materials and methods
Animals
Guinea pig, male (450+50 g)
Rabbit, male (25004500 g)
Standard substances
(a) Thiophenicol (TP)
NHCOCHCI,
-CH-CH-CH,0H
OH
(b) D-threo-2-amino-1-(4-methylsulfonyl-
phenyl)-1, 3-propandiol (TP-base)
NH,
-CH-CH-CH,0H
OH
(c) p-Methylsulfonylbenzaldehyde (MSB-
aldehyde)

CH,S0,-

CH,S0,-

0

CH,S0,-

)

-CHO

’

(d) p-Methylsulfonylbenzoic acid (MSB acid)
CH,gSO,- -COOH

()

WTERIR L7,

7 DD TP #5138% % 10 mg/ml o4 A
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mg) FREOPCE E Ui, vy F ik 20ml(TP
200 mg) % 2 Fff¥s Eic 3 EEHIRY b #5 L,
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9. xBELUTHA LA TP B#kEY (F1 a~d)

(a) TP

TP FRZ K THMEHRLELZD 100mg % 5ml O x %
7 =NV LT spot Lz,

(b) D-Threo-2-amino-1-(4-methylsulfonyl phenyl)
-1, 3-propanediol (TP-base)

TP 100 mg #3RFBREwE b N-NaOH 2ml %z,
Bl KT 10 SRIINE L TINK S R 1T ow s, WA
N-HCl 2ml, pH7.0 2% 1ml % iz TR B
L7,

(c) p-Methylsulfonylbenzaldehyde” (MSB-alde-
hyde)

TP 100 mg % (b) icfEA\ TP-base izl X, &l
TYr7uer=xyv 5ml, 0.5% NalO, 6ml % pnx 20
SEEE S Lic b~ VY BRBEXTRVWELS
MSB-aldehyde % B EICE UL O F B E %

DTHA LI,

(d) p-Methylsulfonylbenzoic acid (MSB acid)

TP 100 mg # MSB-aldehyde (2 X = 1% KMnO,
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T PHl1 ks Lo Dd OXAECOREL LTS
bo ZOWEE =& 7 — N THEERL, spot DI HIT
BAKBRE LTHW,

III. KB ESH L URBRK
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z 1
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WEIMK G R fTIe ok, =2 — FBmbEx{Th)
L MSB-aldehyde s b, D4 TP © 3 Dir
BEoD OH sV 7 v v A X ZT T0TH AR K
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RIGHECE & p-nitrophenylhydrazine & £iffuc RIS L

Fig.1 Chromatogram or Guinea pig Bile and Standard
Substances by Butaml Solvent
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Fig.2
@) Synthesis of MSB-aldehyde from TP
T“n\,QCHC] 2 !\Hz

NaOH
H; CH-CH-CHp0H ——————— CH3S02 H-CH-CH,08
C 3SOZ_C>_OH 2 Hydrolysis 3 ‘D-gﬁ

(TP) (TP-base)

__NalOs _ cy0p HO
Oxidation 3 ZQ-C
(MSB-aldehyde)
(b) Colour Reaction of MSB-aldehyde

crssop - H-cHo - Hon-m-{_ Yo,

(MSB-aldehyde)

— 350 {_)H —N-HN-D—NOZ

(Hydrazone : yellow)

(p-nitrophenylhydrazine)
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Fig.3 Chromatogram of Hydrolyzed and Oxidized
Fraction (1) 10 (9) by Butanol Solvent
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Fig.5 Chromatogram and Rf Values of Four Standard Subsfances,

TP Glucuronide (TP-G4) and TP-base Glucuronide (TP~
base-GA) by Butanol Solvent
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# %, MSB-aldehyde, TP, MSB acid % +h #h Rf
0.73, 0.67, 0.60 & #:;F L TP-base, TP-GA, TP-
base-GA (X Fh Rf 0.23, 0.10, 0.07 L #3F L7,
LM 3HEIKR=F VEERECRETS L R6(a)
DEEbh RFO0.77, 0.50, 0.10 L EARRWC 4B L, =7-
T 3HHE Lz v vk A, A X7 —0, 28% LIET v
=7, 10:4:1 ORMBHECEMT 5 LX6(b) »
E¥bh RF0.57, 0.12, 0.01 L43EEL7-. = @ EH%
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SHEE—HKTHETS A R 7 —ABEHLEE BOT
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U B EIEBE LI, MSB acid 133 et h <l
b UVlight DX THRIH LI, 2OX3ICLT, vHF
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Table 2 TP.and TP-metabolites in bile and urine of guinea pig and rabbit

TP TP-base ' TP-GA MSB-aldehyde| MSB acid TP-base-GA
.. | Bile + i . # - — —
Guinea pig . :
Urine - + + — - -
. Bile . : . —_ — -
Rabbit il il + +
Urine H H + - - -~
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Table 3 Biliary excretion of TP after intravenous
injection of TP(12.5mg/kg) to guinea pig

and rabbit
Total TP | Free TP T%trile’I:IFP_
% of dose | % of dose | 9% of dose
*Gux?g; Pig| 64,92 0.52 | 64.40
**Rabbit A 0.49 0. 46 0.03
B 0.99 0.84 0.15

* : bile in 0~7 hr, **: bile in 0~6 hr
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BMieERL FTX—R—27ux 753740 —-%H
CP DN ELE B LIz, 1iIbOREC XD L, ©
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METABOLISM OF THIAMPHENICOL AND
ITS BILIARY EXCRETION

Hipero Ipeuchi
The Second Department of Internal Medicine, School of medicine, Hokkaido University
(Director : Prof. KEIMEI MASHIMO)

Up to this time it was said that thiamphenicol, one of relatives of chloramphenicol, hereafter TP,
was almost not metabolized in comparison with chloramphenicol. But it was found by means of chemi-
cal assay that its metabolites were relatively more excreted in the guinea pig bile. Accordingly, after
TP were administered to guinea pig and rabbit, their bile and urine were examined by thin layer
chromatography, (3 glucuronidase and synthesized derivatives of TP, its probable metabolites. As the
result, its glucuronide and deacylated TP were found as its metabolites.



