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SOEFEOGIE, T PBLOA XIIBITHMEE, &
BLUHE D OB IO THRET 21T - D THE
¥ 5,

I. EBMESIUVERH &

1. AREH

[6-O-methyl-"*C]TE-031 5 mg/kg ¥ %5 L 75
homEE, HE R, ¥, BB LM TS5 %HOMm
%, R, BRHHR OFRIIBOTRIRLA b 0% E
ELTHTIcE L7, $7:, RBMOLFEmELRGTT
Aew, A X(FEE—7 VK, fKEI0~12kg, Labora-
tory Research Enterprises Inc.) {2 JEZE # TE-031 500
mg 2 EHFT AN TEAE LB 2ES AMEOES L
REHRUBBMBOR YR L 720 FREHIAIIZMT S
i’C —20C THRERTF L7
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ﬁﬁi‘%@ﬂmﬂ"t v 7o HE R 13K TE SRR AT

TR BOWTHBEENLZLIDOEFEHL, $4bb,
N-demethyl TE-031i2EX 5% D F ikl > T ) 2T
A4 ADPLEKL, N N-didemethyl TE-031{2
FREIBERG D HiE" | ZHEHL L, N-demethyl TE-03112 1. 7%
5 T°IZ sodium methoxide % {EF & TH#§72, TE-031 N-
oxide {& TE-031 dimethyl amino 3£ % % # (2> m-
chloroperbenzoic acid % Fi\VE&{t L T 72, decladinosyl
TE-03143 TE-031 % BB TR DT H T &2k h g
L 72" (14R)-14-hydroxy TE-031i3 5 — & O
Ik MR I DI, BERELZLOY FHV,

3. KO ERNT

) KHHOTHE, R

1 XU TE-031% K= 5 L, WM LAIRIZHL -
#— & LTHC-TE-031%#%5 L7 4 R DR ERML,
Chart HIRTHEIZL DAHWE 08, MR T
% b5, JK% Amberlite XAD-2(Rohm and Haas Corp.)
717 5(24 mm ¢ X360 mm) TREL7=DHL A8 /) — ik
HE T BH R L, &E* AR KTERM%I0% NaHCO-
TpHOIZAHE L, FEBETF LI T %2 < VR L 72,
BoNMBEERTEER L, 28 CH:CN : MeOH :
0.4M acetate buffer, pH 6.5(50:10:40) (258 L T4%
WhHT 0= 7 T7 4 —%fTol26%, 2008
Y — 7B o N, HADBEBIZOVTHERET 7L
M, RE% SOBEER O NS T 10—
(HPTLC, NH:z F25:s0.2mm /&, Merck ) %47 - -4 3
—HOEMTE - (M-0)45, fiid 5 D oighst
FHETH/NY F(M-1~M-5)0 R S 7, ghiErE s
HIDHEBDL AT NVENERY 25/ = L2 T
L, M-0, M-1B8 X U M-3% BB L7275, {313
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BIIIAL, BEMIHTAELBIIRES LA
-7
2) R#MOEE

FELEERBIIOVTER IO NS T T 4 —
(TLC) 24T\, BHEREDBE R ITo 7 FRHLAT
L— MBIURMAGEIZRDEN TH D,
TLC(Silica Gel 60F:s4, 0.25 mm J&, 20X 20 cm, Merck
)

Solvent : I CHCls/MeOH/NH:OH(9:1:0.1)

: [ THF/MeOH/NH:OH(16:4:0.02)

HPTLC (Silica Gel NHz Fz555 0.2 mm /&, 10 X 10 mm,
Merck #t)

Solvent : [l CHCls/MeOH (97 : 3)

R#PoBLIE, BEZOSL- 2 TR X&7
1V 4 (No. 150, EXEE 7 4 VL) ICEEBE 3+,
A=+ TF T L EMERL, REDOEEL
EtOH/H:SOs/p-anisaldehyde(9:1:1) # BF L, fnsk,
REEEHILIZL DL,

g BEL7M-0, M-1, M-3IZ2oW T TRN4&f%
THEMT B LUBHRLB I~ MV EHIE LT,
BESH : HZM-80A TAANRYZ O X — ¥ —

lonization : SIMS

Matrix Gas : Xe

Accelerating voltage : 8KV (primary)
3KV (secondary)

Filament current :3.7A

Chart 1 Procedure for isolation of metabolites

Urine

T treated with Amberlite XAD-2 column

Water eluate

Residue

—

Aq. phase

Residue

MeOH eluate

AcOEt phase

evaporated in vacuo
dissolved in distilled water

adjusted to pH 9 with 10% NaHCOs soln.

extracted with AcOEt

evaporated in vacuo

— applied to preparative column chromatography (1)

applied to HPTLC (2)
r

(1) Preparative column chromatography

Column : 24mm ¢ x 360mm
ODS-q3 35-50um

Solvent  : CH,CN/MeOH/0.4M Acetate buffer, pH 6.5 (50:10:40)

Pump : Model RP-SY Fluid Metering, Inc.

Flow rate: 10ml/min

(2) HPTLC (NH,F,5s Merck)

Solvent : CHCIl,/MeOH (97:3)
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MRS 3t . B EF INM-GX 400 FT NMR A% b0
A—%—

Internal Standard : Tetramethyl silane

Solvent : CDCls

Temperature :20C

4. R#POEE

M4, MBFRESA—IFBLIUOEKRED 2 — MI10%
NaHCOs T pH9.0& L7 HLEEEL T )L T3~5Elimit &
T, MERLBEZER, BEIEORERTFIVIE
L, HPTLCIZ X N R % D8 L7z JREB L Rt
BEEZL—- MIARy F L, BERK, BEHERF
FEFBFICRALCBEREDBELIT 720, B
HERDOS ) W TSN E D ER) BETREERET A2 &I
INEEEIT- T2

5. BUREDRE

ARRB P OREGTREIX T N TR IZHE L TIT o 72,
HPTLC DT L — b o B 5723 Y 1 57V id Carb-
O-Sil(Packard #£) % & » F L — % — (Insta-Fluor,
Packard #£)10 ml Z N Bk, @Ak FL -2 a >
Hv7 % —(460CD, Packard 1) THETEEX BIE L 720

I.XB&KXR

1. KBMOILEHEE

1 XOR» 58 LB WZo>WT, TLC, BED
A7 FIV(SIMS) B & OB IEIE 2~ 2 b L ('H-
NMR)IZ & Db HE 2 1RET L 72,

M-0: TLC ST DR, M-014ZH# 5 TE-031 & [ —
DEBERL, SIMSIZL WillE LA MS 2xZ ML
70 b AL FA 4 2 (MH*) A m/2 TA8IZEO L,
& 512 cladinose #B53A & L 7~ m/z 590, desosamine
Wik D < m/z 1748 £ U158, cladinose EB5 7> 5
MeOH SR8 L7 m/z 127145889 75 72 v M A F
YHBEINT, INLDAF L E— 7 B L UHMEE
IREM TE-03102h & R —3 L, £/, 'H-NMR
AR M Vb TE-031 & E&II—F L7, LLED#ER,
M-0i3KRELD TE-031 & [E SNz,

M-1: MS Z~XZ FJViz(MH*) m/z 734 8 & U cladi-
nose SR DB L7727 F 7 A2 A * > m/257645 TE-
031 DFE 12 N1damu. 7\, F 72, desosamine B
TICHRTAT7 I A M F > m/21608 L P m/z
144 H [A4kIZ, TE-031DFh & e L Tldamu. A L
TV 5%, cladinose B ICHRT A4 4 » m/z 12712
fbixaohiedh oz, DRI desosamine THH 5
D CHs ZDWRE R R L TV B,

'H-NMR A% F V% TE-031DZ N & e85 & N-
(CHa)z (ZHiI%$ 5 ¥ — # (2.28 ppm, 6H singlet) ASiF %

L, #7:122.42 ppm(3H, singlet)f$iTiZE— 7 2520
Sz, THHMS, NMR AXZ MUBLIOTLCIZL
5 REEIIBEER L7 ZEait &%, N-demethyl TE-
031 EE&IZ—F L2 NS, M-1% TE-031D N-Bi
AFIEERE LT,

M-3:MS A% b2 670 b AL A4 E—
7 (MH*)i2 m/z 764 T TE-031& Y 16amu. £\ 777
X hA* »id TE-031IZ 4589 7% m/2 590, 174, 158,
127028182 X /=45, desosamine ZhIHIE T HE -2
T X 5iZ16amu. VT I 5A L M+ E= 7D
Hxns:Z A5, desosamine Bh5 12 BEFE DE A AR
s, 72, 'H-NMR AXZ b L% TE-031& tb#
S5 & N-(CHa): 12305 <2.28 ppm DK — 7 HYK
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DEIANT T MELIEHEBE~NY T R L72e TRHDA
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TLCHYIZH R —DEB Z/RT I A H, M-3id TE-031
N-oxide & [E]%E L 7z(Table 1~3),
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CTTLCILE W HEEEREDFEK IO T T T 1 —
2TV, A— I TF T I LRERET LI EIZE DAH
WOMEEHEL, EREOBEXIT-74F, M-2id
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2. R#poER

1) miEhREY
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ERIRPI IR S RO M RTRERE B L TTLCIZL Y
SR L7 TE-031DREHER 4 Fig. 1 12RT,

7 o MIBEORS % 1 B O Mm% P TR 120.35
ugeq/ml IR L, ZOBIIHELFEL(T 2)3. 988 T
f&F L7:o TE-031D i 13455 1% 1 BETO0.12 ug eq./
ml 2R L, BHETEED3A% T o775, FDH% T .=
2. 5B T L, SEEFRILIRIIRE S hih o7z, §F
RAIX S D5 A I RSTREIRE, TE-03LEEOVTh
HEH#EBIETL, 1BMUBO T I 3FNFh2.8
BEMEB L UT.6BMTH Y, 8B LA TE-03112MH
ENnh ot

—H, 1 20%E, BOKSHOKSEERILT » b
ICHNZEHICE, H5H 1M TRSIRES.33 4
eq./mliZEL, FDOHDFEALHEETH -7, TE-031
DR b BITREIRE D50~60% TIHITTFIT L THR L7,
T/, BIRNIZSHOKETEES L O TE-03LiRE b 1 B
LR, BOKSOHBEEAMLHEBERL,
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Table 1 Chromatographic properties of metabolites in dog urine after oral administration of “C-TE-031
Rf value
Solvent TLC HPTLC
Metabolites I Il i
“C-TE-031 0.36 0.39 0.89
M-0 0.36 0.39 0.89
M-1 0.19 0.23 0.40
M-2 0.19 0.23 0.33
M-3 0.08 0.09 0.28
M-4 0.26 0.35 0.65
M-5 0.30 0.35 0.49
Unknown-1 0.16 - -
Unknown-2 0. 06 - 0.18
Plate TLC . Silicagel, 60 Fzs, 0.25mm thick, Merck
HPTLC : Silicagel, NHz Fzss, 0.20mm thick, Merck
Solvent : I CHCls/MeOH/NH«OH (9 : 1 : 0.1, v/v/v)
I : THF/MeOH/NHsOH (16 : 4 : 0.02, v/v/v)
m CHCls/MeOH (97 : 3, v/v)
Detection By autoradiogram
Table 2 Mass spectra of TE-031 and its metabolites in dog urine
Presumed m/z (Relative intensity)
fragmentation TE-031 M-0 M-1 M-3
MH* 748( 3.6) 748( 4.4) 734( 2.4) 764( 10.6)
2) {590( 0.7) 590( 0.7) 576( 0.3) 606( 4.8)
590( 0.9)
b) { 174( 8.1) 174( 8.6) 160( 4.6) 190( 9.4)
] ) B 174( 22.6)
158(100.0) 158(100.0) 144(100.0)
¢ P -~ . 158(100.0)
d) 127( 14.1) 127( 15.1) 127( 17.4) 127( 60.5)
a),b),c) and d) are shown in the following figure
R
O
’\CL c) Metabolite R
0 CHs || b) M-0 —N(CH3),
) M-1 —NHCH;
HC  oCH, M-3 —III(CHa)z
OH 0
0 CHs
L L J

+H a) —CH30H d)
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Table 3 'H-NMR spectra of TE-031 and its metabolites in dog urine
T T T "H-NMR spectrum of TE-031
TE-031 M-0 | M—li M-3
H2 | 2.89 | 2.89 | 2.87 | 2.90
H3 n n n | 3.76
Ha 191 | 1.91 1.94 1.92
Hs 3.66 | 3.66  3.67 3.69
Hs 2.58 | 2.58 | 2.58  2.58 -
H10 3.00 | 3.01 | 3.00 | 3.00
H11 3.76 | 3.76 | 3.76 | 3.74 : : e :
H13 5.05 | 5.05 | 5.06 = 5.04
H1’ 4.43 | 4.43 | 4.41 4.54 '"H-NMR spectrum of M-0
H2’ 3.18 | 3.18  3.12 n
H3’ 243 | 244 246 3.3
Hs’ | 3.49  3.49 | 3.55 | 3.60
_ H1” 4.92 493 | 4.92  4.93
Chemical | yon, 158 158 | n n
shifts H2%e 1237 237 2.36 | 2.38
(ppm) . ; E
H4 (299 2,99 2.98  3.00 -
H5” 4.01 ' 4.01  4.02 | 4.00 k
6-0-CH, 3.03 | 3.04 | 3.04 | 3.04 ‘
3"-0-CH, 3.33 | 3.3 3.32 | 3.37 - ' ' ' i
N-(CHs) 2.28 | 2.29 | — - "H-NMR spectrum of M-1
N-CH, - | - 242 -
N(O)'(CHz)z - - ; - ‘ 3.20
2-CH, 1.20 | 1.20 1.19  1.20
6-CH, 1.41 | 1.41 | 1.42 | 1.40
14-CH, 0.85 | 0.84 | 0.85 | 0.84
5'-CH, 123 | 1.23 | 1.22  1.28
3"-CH, 1.25 | 1.25 | 1.26  1.26
5"-CH, 1.30 | 1.30 | 1.30 ‘ 1.30
J2,3 9.0 87 9.0 ! 9.7 ! ! ! ! i
3,4 ~1 ~1 ~1 ~1 '"H-NMR spectrum of M-3
Ja,5 7.5 | 7.3 7.0 | 7.0
‘ J13, 14a 1.0 | 10.8 | 11.1 | 10.9
Coupling | y13 146 2.3 20 20| 20
constants
(Hz) J14,15 7.4 | 7.2 | 7.5 | 7.5 L
i, 2’ 7.3 7.3 7.3 7.0
J1%2%a | 4.5 | 4.8 | 4.8 4.5
I 2% ~1 ~1] ~1] ~1
Ja% 5" 9.3 | 95| 9.8 9.3 __;[]’_}_JQL {
K . T T T T
Resolution = 0.25Hz 5 1 3 2 0

n : Not determined due to complexity of spectrum
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Fig. 1 Plasma levels of total radioactivity (®) and TE-031 (O) in rats and dogs after administration
of "C-TE-031 (5 mg/kg)
—Rat— .
51 p.o. 5 - Lv.
17 17
° ® o
N
0.14 ° 0.14
4 f o
° f
J—
:E. 0 .01 Qk T T T IO T T = 15/ 1 O .01 gh\‘ T T T T T T ” 7‘;‘
g 01 2 3 4 6 8 24 01 2 3 4 6 8 24
X
5
®
b
§ — Dog— .
5 5 1.V.
o
17 o
f
f—e
0.11 e 0.1
0.01% 0.01g
T T T T T T T P_IFI \E T T T T T T 111 1
01 2 3 4 6 8 24 01 2 3 4 6 8 24

Time after administration (h)

Each point represents the mean of five or three (dog) animals
Each line shows the compartment model-fitted curve



voL. 36 S—3

CHEMOTHERAPY

233

Table 41ZRT & 512, WMETEERE S L O TE-031ii
BB, HRTANIL ) AUC 2 ROHER, 117
g MO TFROBAE L ERICE L -7, T72, #IR
M5 %O METREIBE D AUC I3 4 AR O%5 %D
AUC DHIET » F7%62.5%, 1 X1394.7%TH 1,

TE-0310 systemic availability 7 » +?D20.8% 2% L,

1 R1279.1% EBONIZBBETH 572,

2) MEHRBMOEE

HMC-TE-031 S5mg/kg ¥ 7 v MB LM 22O S
% IBEICBAMED b VIZAST O BRI %
Table 5(27R T,

7 5 MMETIERE(LD TE-0314%0.12 g eq./ml T
Bb% <, ROTN-EAFIIAERM-1), BRyroP 7 -
ZAM-4)DIETH Y, i N N-TIE 2 FILIR(M-2),
N-# %3 FE(M-3), 14-KEEILIR(M-5)0 b @i &
nr,

Ty FOEBERBICBVTIRVTR G RELEITR D
%<, KW TM-1THH, ZOMIZHMTM-34, T

M-2A5t 809 % (RO N7 DAMHE VT4 H0.5 ng eq./
g LA FTdh 5725 TE-031 DR L0l > HF > B8 > B >0
DIETHRILMAEDE8KE, (BT HH 6 EDIBETH
h, EEIZEDLREEOE GIIMAHT0% TRL &
{, FA27% TRLBN o7, 72, HFBLUFIIBW
THEBE T F VT S WRBSHEN L (2o 5
n7,

—F, 4 XOMFIZB VT HKREILED TE-0312°
2.03 yg eq./ml THR &% <, R\ T M-14%0.81 ng eq./
ml B2® LN 72h, HMOKHEWIIBOTLIETH -7,

3) R, EBLUVHEAIHDOER

“C-TE-031 5 mg/kg ¥ #0045 %2485 £ TIZERM
L7259 v bR, 3, BBHBLIUM XDIR, $FIZOWT
TLC 2 & WKW % 54T L7-s Table 612773 & 912,
45 %2485  TORPUIZT v MIILSHEHHED23.5%,
1 21326.0% 25EX & h, FABTI VTR RLBEK
T, 7 v MIEHKRD30.3%, 1 X1337.6% % HDH7Z, K
WT M-12REMERE Y ETFRVCESTHEREL, i

Table 4 Pharmacokinetic parameters of total radioactivity and TE-031 in plasma after administration of
“C-TE-031 (5mg/kg) to rats and dogs
Oral Intravenous
Tuz AUCo-24 & Tiz AUCo-2an
(hr) (1¢g+h/ml) (hr) (pg-h/ml)

Rat Radioactivity 3.9 1.5 2.8 2.4
TE-031 2.5 0.25 1.6 1.2
Dog Radioactivity 5.0 28.5 4.8 30.1
TE-031 5.9 17.8 4.6 22.5

a) : Elimination half-life was calculated by the nonlinear least-square program NONLIN

b) : Area under the concentration versus-time curve was calculated by the trapezoidal rule

Table

in rats and dogs

5 Composition of metabolites in plasma and tissues after oral administration of ''C-TE-031 (5mg/kg)

Concentration (. g eq*/g or ml)
TE-031 M-1 M-2 M-3 M-4 M-5 Others Unextractable

Plasma 0.12 0.06 0.01 0.01 0.04 0.01 0.08 -
Lung 8.16 1.42 0.25 1.01 0.45 0.20 0.25 -

Rat Liver 4.56 4.53 1.58 0.52 0.38 0.29 0.59 4.64

a

Kidney 2.42 1.02 0.24 0.24 0.33 0.16 0.35 0.52
Heart 2 0.68 0. 64 0.16 <0.01 <0.01 <0.01 0.24 -
Spleen 3.46 1.96 0.40 0.22 0.44 0.20 0.22 -

Dog Plasma ? 2.03 0.81 <0.01 <0.01 <0.01 <0.01 0.49 -

1 hour post-administration

Each value represents the mean of five or three(a) animals
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7 v P DBFE M-4D510.2% O HNIZH,
FWITHLLETH 72,

ZFofOR

—J, FhAII2AEE T TIZT v MO RD54.0%,

1 XA32.5% P s, SIFOFHR, KELKIRD T
Ll EREFMEICTRIM-ITH- 72, SHIZT
5 P TIE M-22%, 1 X413 M-308310% 32 5 L7293,
oAz R, FREEORIFMA T , Mg
56.5%, A %1340.0% % L7

F 5 MRS B D42 2% AT S 7z As, E
KEWIIELEFEM-1TH Y, £ED23.9% % 5o,
X BI21.5~8.6% Tdh -7, SHIZKEED LD
HHIS0% % 7z,

m. * £

TE-03liz Ty 20<4 < Y (EM)DF 7 b VB 6D
hydroxyl 245 methoxy BEIZAM I W7 bFEHESEE AL,
EM IZHANHEBEHOBD THV I EAHL A SR TW
A,

4B, 1 X2 TE-031% B0 5 LR H S, KE
{t TE-031 D2 5 OB, § 7% HbH N-demethyl
TE-031 (M-1), N,N-didemethyl TE-031 (M-2), TE-
031 N-oxide (M-3), decladinosyl TE-031(M-4) 3 £ ¥
(14R)-14-hydroxy TE-031(M-5)% Rt L 72(Fig. 2 ),

LEE™ 5137 v b B L U1 X IZ[N-methyl-''"C]EM %
5% OMt$IZ, N-demethyl EM 2 R LTH Y,
S SR AP AL S o RgTRE L S RS AT RIS
BIFE LIRS, N-AF LRI EII—FD
AFNEDARDZFHEHRE LTV, LAL, 450
[6-0O-methyl-"'"C]TE-031 % 5% 7 » P DIR, &, M
TBLUA DR, EhiZ, BEBHIZEZLRVEDDN,
N-J B A F VL AAS TLC IR S htz, - T, TE-
031437 » b, 1 XDEAIZB VT EM OBHE & R,
desosamine 3" fiZ ® N-methyl 328 S, £ {IXN-

B X FIVRIZ e BAS, —ERIZ S SICEILE ST TN N-
CBRAFIULERABHEIND Z EATRE Nz, N-demeth-
yl TE-031i3 5 v FIFICEREICRRD LN, T1RLY
LIBTBLUEIIE(EDONZENSL, FTHEE
30 b, FEBHEEHLTEPNFRES b L
EF 2% (WA

B A F LKL O E LTN-+ 2 FEDRIE
Xh, [ XOEPICLENSCRIBENT, 5T, #
KD M-1D 4R (2 imipramine'" FEDFIUI A LN B L )
12, B TE-031A25 N-Fi x FLIL S B EEBIZMZ
N-oxide ¥ T ABEB B SNz, S HITEMITE
LETHLY, W75/ -2k b, £2EBIC
5Nz, EM I281F 5 cladinose D BE#EIL Lazavevs.
K HIZEWBELMIShTBh, FFHEICENI b
VRO 9 {7 carbonyl 2 & 6 i hydroxyl AW 5 LES
125 F enol ether % FZH{ L, >K\»T spiroketal ## T
3 % glycoside & & ASHINK B S 1, erythrolosamine
B & U cladinose 3T A EHEF ST 5, TE-031
12 6 f A% methoxy 26D 7z, T H—EDBILAHIH
ah, B LB TEVWEEREZAT A2, pH1.40
FEBE AW PIZ3TC T LRI A v F 2 X— b B EEE
cladinose A EBET A Z EAHL NI SN TWVBY, Th
LN ENS, MM4DAERBIZEORS L-DOL TR
S T—HPBINTFERELODEREI N,

NAGATE 5 IZTE-031% %5 L7z FORHP S, KE
{t® TE-031& & 12(14R)-14-hydroxy TE-031% £
L LTHM LA, TOHDIZIE TE-0314213IZIE
BT AMEEENREEN TS, 79 FBLTMX
OHEMA IS TLC B9IZ M-5& — 33 2 A AR
SN, ARBERBOTLLR L, HEERAHY M-50
ERIZEELOEEDH S Z EHTRENT,

LEoftiz, IR, %, BiuFhicseTtbEEiir
ELLWELORBYWHIFEL, SHICHIE T, 7

Table 6 Composition of metabolites in excreta after oral administration of '"C-TE-031 (5mg/kg) to

rats and dogs

Composition (%) Total
TE-031 M-1 M-2 M-3 M-4 M-5 Others (% of dose)

Uri Rat 30.3 28.3 6.4 3.9 10.2 4.1 16.8 23.5
rine

Dog 37.6 34.9 3.4 4.1 6.3 0.6 13.1 26.0

Rat 1.8 21.5 9.2 5.5 2.4 3.1 56.5 54.0
Feces

Dog 3.1 41.0 1.5 11.3 3.0 n.d. 40.0 32.5

Bile Rat 4.9 23.9 4.0 8.6 7.6 1.5 49.5 42.2

0~24 hours after administration

Each value represents the mean of three animals
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Fig. 2 Possible metabolic pathways of TE-031
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METABOLIC FATE OF TE-031(A-56268)(1V)
METABOLISM OF "C-TE-031 IN RATS AND DOGS

TosHio Suwa, HIDEO YOSHIDA, SAcHIYO YosHITOM! & KEIKO KAMEI
Research Center, Taisho Pharmaceutical Co. Ltd., Saitama

Five metabolites, N-demethyl TE-031(M-1), N.N-didemethyl TE-031(M-2), TE-031 N-oxide(M-3), decladinosyl TE-
031(M-4)and(14 R)-14-hydroxy TE-031(M-5)as well as unchanged TE-031 were found in urine after oral administra-
tion to dogs. The concentration of TE-031 in plasma was considerably higher in rats than in dogs, and systemic availabil-
ity in rats and dogs was 20.8% and 79.1%. Both plasma and principal tissues contained mainly unchanged TE-031, fol-
lowed by M-1.

The ratio of unchanged TE-031 to the total radioactivity was highest in lung, namely c. 70%, but was low in plasma
and liver. In urine, roughly equal amounts of unchanged TE-031 and M-1 were found, and small amounts of other
metabolites were also detected in both species. On the other hand, M-1 was the main metabolite both in bile and feces.



