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“C-TE-031% £ V' “C-EM % FEZHR K THERFRL,
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Fig. 1 Chemical structure of *C-TE-031 and *C-EM

R = CHs : [N-methyl-“C] TE-031
R=H - [N-methyl-**C] Erythromycin

* : Labelled position
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MC-TE-0313 & TN “C-EM % 5 » b 1220 mg/kg #0O04%
S%omiEs L HEFIRE % Table 112577,
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Table 1 Plasma and tissue concentrations in rats after oral administration of “C-TE-031 and “C-EM (20mg/kg)
. Concentration( #g equivalent/ g or ml)
Drug Tissue Assay
1 2 4 8 24(h)
R 3.9 + 0.1 5.3 + 0.1 50 + 0.3 49 £ 0.7 3.1 + 04
Plasma
B 0.7 + 0.1 1.2 + 0.1 0.4 + 0.1 0.1 0.0 -
. R | 547 +49 | 69.2 35 | 426 29 | 168 + 2.4 2.7 £ 0.2
ne B | 263+ 1.6 | 435+ 47 | 190 3.2 | 10.5 + 0.2 -
. R | 61.1 +30 | 569 +39 | 334+13 | 19737 | 107 0.5
ol L | B | 105%11 | 86%10 | 32+04 | 2504 -
i R | 249+ 26 | 31.5+07 | 174 1.0 | 102 * 1.6 4.4 0.2
MYl g | 109+ 1.2 | 126 + 0.5 7.4 + 1.1 3.0 + 0.5 -
o R 8.1 + 0.5 7.2 + 0.6 51 + 0.3 2.8 + 0.2 1.6 + 0.1
ear B 7.4 + 1.1 7.2 + 0.1 4.8 + 0.4 1.4 + 0.4 -
o R | 300 +20 | 360+08 | 194+10 | 1.0 * 1.0 3.3 + 0.1
Pee 1 B | 184+ 1.0 | 36.8 46 | 128 + 0.7 4.7 £ 0.5 -
o R 1.1+ 0.1 2.0 £ 0.4 2.8 0.3 2.5 + 0.3 1.3 + 0.1
amal g 0.1 + 0.0 0.1 4 0.0 N.D. N.D. -
. R 1.6 + 0.2 45 + 0.6 41 + 0.3 2.6 + 0.1 1.4 + 0.2
e B 0.4 + 0.2 0.6 + 0.1 N.D. N.D. -
} R 85+ 09 | 23.2+27 | 122 1.3 8.6 + 0.8 3.9 + 04
. rver B 0.4 + 0.1 2.0 + 0.5 N.D. N.D. -
R 2.4 + 0.3 6.3 + 0.5 45 + 0.4 3.4 + 0.2 2.1 + 0.1
Kidney
B <0.1 N.D. N.D. N.D. -
. R 1.0 £ 0.2 2.7 £ 0.2 15+ 0.1 11+ 01 0.7 + 0.1
eart B 0.3 + 0.1 0.7 + 0.1 <0.1 N.D. -
R 2.1 0.3 6.1 £ 1.0 43 + 0.4 2.4 + 0.1 1.9 * 0.2
Spleen
B 0.5 + 0.2 2.4 + 0.4 0.5 + 0.1 N.D. -

Each value represents the meantS.E. of four animals
N.D. : Not detected

R
B

: Radioassay

: Bioassay
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Fig. 2 Autoradiograms showing the distribution of radioactivity in rats 5 minutes after
intravenous administration of ¥C-TE-031 and “C-EM (5mg/kg)
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Brain Hypophysis Spinal cord Urinary bladder
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EM

Lung Spleen  Kidney

Liver  Pancreas

Brain ‘Spinal cord Urinary bladder

Submaxillary gland  Thyroid Intestinal contents Testis
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Fig. 4 Cumulative biliary excretion of radioactivity
in rats after oral administration of

“C-TE-031 (4)and “C-EM (@) (2()mg/kg)
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Fig. 3 Cumulative urinary (M), fecal (®) and pulmonary “CO, (&) excretion of radioactivity in rats after
oral administration of “C-TE-031 and “C-EM (20mg/kg)
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say 12X DHRET L 722 #D#R, TE-03loMmiEs L F
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bioassay (2 & 0 JBRRET L7z,
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%2485 3 TUC-EM X 5B OH 21EDRE TR L7,
MEESC L D flE L mERRE L, BETRE,» 5 KD
B NTER E b Hn DKL, TNEERBOFEE
HIRME &S N7z7S, TE-0313 5B O EHADIRE L EM
DT~124ETH o720 72, “"C-EM DFE, 5% 4
B LABBTE AR IR S e A o 7298, “C-TE-031Ti3 8
BRI BV T L BT OEMEL BRI Sz,

UC-TE-031% 5% O X EM P ORSTRERE X, b
JUBFAFRLEL, RVTH, BThH, LAKLEDL
5720 LD L, EHEOED HEE I, L, BAEL,
K58 - RS THAFB L UFICBWTIE, MIELFE
BTNERABIOEEN TP o7, LD -T, &
BFIC BT HEMAROBRE IIMATIEDH6HTRLE <,
ROTHESESHSLOMETHY), THRIIFHIHRTOERE
BB AUCEL A LZY, —F, “C-EM #k57%
DALt ReiRIE X, A RS &N o705, “C-TE-
031M#1/3TH h, MOk H “"C-TE-031#X 5-BFiZ b

NELLED o2 BT, WTHOREERIIBENTHE
DREBABTEERFY THO LN TV B2, Ethk
DBEEITESHIZELL, MiZBiT5 TE-031DiRE IR
EM O#70f512E L 72,

TEY OSSN — v DERY L VELDIIT S0,
HBIRAIXSH S DOEEF - ST 7T LEERLT:,
ZOER, WThOEYE b LBNIE 5 IR % RS
HoFfHrEO LN, MEDEICEELRENEIIRE
ENnhhoroh, MOEEE UC-TE-0314X 5 D/ A%
BBICE N o720 LD 5T, DHERICBVWTALNT
WGP EEOZERIE, TE-03AEOKS LADbLAH
SATEHRE LTIRINEND Z &2z, Ai~E#RmIC
WMOAITNAMELETAILIZED LT ENHRSN
72

LEE 5% B & U MurpHY 5% iZ, N-methyl-"C $Z:% EM
YHWTT v MIBITAHRNERELIRETL, EM IZIFT
N-Ft 2 F VAL IS %2270 5 E BT HEE S h,
BREE L7 CO: IR EN D Z EEFHEL T
Lo AEEGNT “C-EM Okt /Sy — > 4 T ORRE
L {HA LT, —F, “C-TE-031DFHAE bIFRPIC
) OHEATED S, EM &[RRI N-B A F Lt
RG2S EAREEINT, LA oT, MEYE
S5#%0MEs L VA BV TED SNt igtie Dikig
ZeigRiL, HREEL 7z “CO: DEIBALRIEIZ & BEERKS
AW AKIZHETH LD EHBE SN, RPNDR
SHEE D HEM L “C-TE-031 DA S M2 % <, HPH
i “C-EM DE A EH 5 7255, T HUIRBT AP RS
UC-EM DANEVI & EMIE LT b, RPENDEH
HoERERIZ, “C-TE-031NBHAHZSEN21.1%ThHY,
PR EETEE D #160% % L =D 2 L, “C-EM D%
EREGERN2.9%IABEY, RBSHEICHTLESD
#20% L&D 5 720 IRITHIZOWTIE, TMEHOHELD
MEETRIIEAEEZD N 5T,

RBLUMEHHRBEMEA LI VF T T T4 -8B

Table 2 Urinary and biliary excretion of biological activity after oral
administration of “C-TE-031 and “C-EM (20mg/kg) to rats

% of dose
Time TE-031 EM
(h) Urine Bile Urine Bile
0~ 8 17.4 0.8 2.0 0.7
8 ~ 24 3.7 0.7 0.9 N.D.
Total 21.1 1.5 2.9 0.7

Each value represents the mean of three animals
N.D. : Not detected
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Fig. 5 TLC-autoradiograms and TLC-bioautograms of metabolites in urine of rats after oral
administration of “C-TE-031 and “C-EM (20mg/kg)
TLC-autoradiogram

Front
TE-031 EM
A
- (‘/\ %
L % -
Y y (:)
\N_/
Origin
TE-031 N-demethyl 0~8h EM N-demethy! 0~8h
TE-031 Urine EM Urine

Authentic compounds :Detected by spraying with EtOH/H,SO/p-anisaldehyde
(9:1:1, v/v/v) and heating
Solvent system: THF/MeOH/NH,OH (16:4:0.02, v/v/v)

TLC-bioautogram

Front
TE-031 EM
%% P
Origin
TE-031 0~8h EM 0~38h
Urine Urine

Solvent system:THF/MeOH/NH,OH (16:4:0.02, v/v/v)
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METABOLIC FATE OF TE-031(A-56268) (1)
Comparative Pharmacokinetics and Metabolism of N-methyl-"'C TE-031
and N-methyl-""C erythromycin in rats

TosHio Suwa, YosHiro Kouno, HipEo YosHIDA and Kiyomi FukusHiMA
Research Center, Taisho Pharmaceutical Co. Ltd., Saitama

Absorption, distribution, metabolism and excretion of “C-TE-031 were compared with those of '*C-erythromycin(EM)
in rats by radioassay and microbiological assay.

The plasma levels of radioactivity after oral administration of '{C-TE-031 attained a peak at 2 hours, and were appro-
ximately twice those of ""C-EM. In the tissues, the highest concentration of radioactivity was observed in lung, followed
by liver, spleen, kidney, heart and plasma. Concentration ratios of antimicrobial activity/radioactivity in these tissues
were rather high in lung, spleen and heart, but were low in liver and plasma. Compared to '*C-EM, concentrations of '‘C-
TE-031 were high in all tissues, but especially in lung. The peak level in lung was about 15 times that of ''C-EM by
radioassay and about 70 times that by antimicrobial assay, suggesting high affinity of TE-031 to the lung.

Within 5 days after ''C~-TE-031 administration, 39.3%, 26.3% and 35.0% of the administered radioactivity was reco-
vered in urine, feces and pulmonary '*CO:.

Antimicrobial activity of *C-TE-031 in 24h urine accounted for 21.1% of the dose and about 60% of total radioactiv-
ity excreted in urine, whereas it was very low in the case of ''C-EM. Most of the urinary radioactivity corresponded to
unchanged TE-031.



