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hT, BHEREELSED R MEPIRE S X ORFHEER YR L,

BRREERETAHS 1M 200mg, 1H2EY 14 BRI, i 27 AREHSE LickER F0M#R
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R PREIMERREDK 1/2 THB L, AUC BMEDH 58% Th -1
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TE-031 3#H#o 14 BBR~7n 54 FREEYET
»H, xogERE Figl it 5T X5,
AYVAD5 7+ v B6HL O hydroxy # % methoxy
EEB LA DTHB, TE-031 @ in vitro HEH
i EM L iiEFAEThHH, < ACKTERREHE
RRTCRLERRFEETLT EM ©6~24 5, FkE
RPFETTF LTI 10 fEOEBRLYHRENBADLNL T
B9,

IhECOEREY T D ERHEB O HELS,
TE-031 3@t Bh s - »EOREEHLETCIRE
AEDRR - REEMRESF 5 L BRIREh, miEHE
Bix EM o 4~5fETHEBTH L, ¥, BRIFALHE
BBTHELYTL, MralsS oRERGELLT
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Fig.1. Chemical structure of TE-031
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Table 1. Background of subjects and summary of the studies on TE-031
Age® Body weight® Height* Dose Number of
St Remarks
i (yrs) (kg) (cm) Purpose (mg) volunteers
29.4 62.9 171.6 100 " .
5 t
1 +0.6 421 +2.4 Dose response 400 8 Fasting
1 30.9 61.6 170.4 Effect of meal 200 g» Fasting and
+0.6 +2.5 +2.6 Dose response before meal
29.4 62.9 171.6 " Fasting and
i +0.6 £2.1 +2.4 Effect of meal 20 8 after meal
200
31.1 63.4 172.4 Repeated .
f
v +0.8 +1.5 £1.7 administration 2 times/day 8 Before meal
for 14 days
a) : MeantSE

b) : Cross-over ; one-week interval

I. ® % 5 %

1. #E%E

BROCBMEERLICRAB T, #B0BH,
B, Arva—n, EREN FHRREERFONK RE
TEXDWTHEA LHARTIR>7cDb, FEERKRE
b ORI X AMZORE, L Hkrshic 18
BEHBRE L LI, #BREOERIIER 27~34 & (P
$#30.3 #%), &£ 160~180cm (F#y 171.5cm), H#E
51~72kg (F#y 62.Tkg) TH-t- (Tablel), 73,
FRELSIBEIC L AAEXEI,

2. ERAKH

f#/ L7z TE-031 £ 1 $g9c TE-031 100mg (H
i) ¥8FT57 4+ 43— ik (Lot No.R614) TH
%o

3. BEBLIVEESE

AR Tablel &R X 5 i 4step &4 TERK
L, stepl1~3 DHEH5AR CHARKHFE, REOE
Bx, stepd ORFHBESARTERED FEL R L
o Tichb, stepl TIXZRMREFICAHA] 100 F foiX 400
mg %# L L, step 2 (3 200 mg #ZOEEE ¥ fo i AR 30
43T, step 3 (% 200 mg HZ2fEEE ¥ 7oiX A 30 i HE
BE L1, LEDE step W Fhi 78 24— -3
THERE L, RELHRIE 18/ & L1z, Step 4 i134F] 200
mg % 12 B L (BIRFIVSARIM 30 w14 B
M, A&t 27 @RS L,

EH I ThIAK 150ml & L LICREEE 1,

1. HREOER

ERRE T BRI LMFIORBAEXELL, Sbic, 2
HEIDOG7A2— AR XU 7 = 1 vEHEK OB &
BRI L, BERGRBROBIIHEINR L HVBEA
L, YBDFIIRCER 2 E Lic, RMBREFIIH

5 30 Hkic, ABBERIEE 30 Sy Fyy
v FE IV 2 — A (500 kecal) &S, LRI
hOELEE 4K ICA—REDRE R (950kcal) %%
St ok, SKILBELLLREBBETHRBRE L1

REH 5 RB(step ) T, HFMEYER Lic 1~4,7,
10,14 Hic step2 KA GH LAKCH - BALZ. A
5 30 SRICE—AED b D (800kcal) #ELHE,

5. BABHRE

M : fmBx1E 7ml &L, HEH5A (step
1~3) TR IUHEHE 0.5 1, 1.5, 2, 3, 4,
6, 8, 12, 24 B4R (step2, 3 i 2.5 BRRI%sE0M) KK
M1 Lt REEY 53R (step 4) TixgIE, 7Bk LOR
b5 0.5 1, 1.5, 2, 3, 4, 6, 8, 12 Bflicigm
L, HCBREFEHKIT 24, 48 Bl oW THRIL
Too £t 3, 5, 13, 19 G O EEAT LK 1.5
FReflic bR Lic, R LcMBX 4°C, 3,000rpm T
30 RO 4rHE LI 2157,

R : MO SRR #E5TH L UEEE 0-2, 2-4,
4-6, 6-8, 8-12, 12-24 BERIDR XM L1, REHS
AR TRIES LU 7 B S8 BEHS L Fikic 12
B E T, RRE5HIIIHIC 12-24, 24-48, 48-T2 B
FIZOWTH R LI, BEHHFIZ M 2-6, 8,
13, 14, 19, 20 [ 54 0-12 BERR X RE L1co R
LARZLBFERPE LIk, £0 15ml ¥ H JER
ﬂ & L"';o

F(F : step 2 ORFREFICOVTHEHE 0-24, 24-
48 BRI EFE X LB LI,

FEHK : step 2 DRABIFESFHICOVLTH SIS L URY
#® 1, 2, 4, 8 12 M OEACEY LI-HRIKHE
i&?ﬁéﬁl Lf:o

BRLEEZHIECHICHEE L, BECHETHET
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-20°C iR L1,

6. RHMEORE

EKPREOUTTMEL, MNIEOTE, RisLUE
FIERK (20mM Y B 48 % %, pHT7.4/MeOH=
1:4) CAERRLLOYREARK & Lic, R
FR LAtk 50mM by R - ERRNR, pH8.4 %M
24Rk% 1,000g &L, 7vv&¥— (33BC50, Warn-
ing Products Division) THRIL Lico RV Ches X
-+ 2g R5EHFROEM=F 1L & MNx 52 HIRERMH
TV, BOSKEE (3,000rpm, 10 min, 4°C) L=k
BELEORRBRCTHERAR LAE It L, Hlmpg s
LTk Concera (=5 24), R IVHEHILER
# KEMRHHOBE Y, HM=FL/ FRE 1:9)
9 L i

BBEEF S OHEY 12pE\s, M. luteus ATCC 9341
YREEE L, ~— M v7 .-y vEREM pH
8.0 AWK R—A=F 4 A 2B IO TILoT0

7. EBHFERRIT

MEPREHBIT one-compartment open model =
#5bDEL, 2ODBBHELIVELBA (1) ©OWT
NONLIN® 12X %5 x5t %7, A, K, K,
T, #Rd1,

~N
(2,

C=%(e-».a-m_e-n.u-n))
= A(e-h(t-To) —g-Re(t=T0)) (1)
ML, F=4£4%0NF AR
D={ 5k
Va=5HB%
K= "T85 3
K, = Brith s B T 3
To=RISBIERS )
BoNIEAT 2 —2—%F\, BRIERKCETS
mwFREHEB YR (2) I hHEH L,

F.D-K, 1—e-nfe o o
o=y ey (T ™)
riEL, n=8E5EK
v =8 50
BEERM (T R (3) X pRbdI
Tiu=2g2 (3

mFhRERETER (AUC) AHELES X UHE
SHEOEZHLEBARME COMYRHE L, /AR
(Va/F) 13X (4) %, mEL 27V 752 (CUF ik

® 100 mg

— N

Serum concentration (ug/ml)
-

Time after administration (h)

Dose Serum concentration (ug/ml)
(m)| 05h ] 1h | 1.5h | 2h | 25h | 3h 4h 6h 8h 12h | 24h
055 | o071| 063] 064 0.61 | 0.47| 0.32 0.20 | 0.08 [ oo
100 | 4930 | £0.04 | £0.05 | £0.04 £0.06 | £0.03 | £0.02 [ +0.01 | +0.01
0.47| o089 | 1.05| 1.07| 1.30| 0.97| 0.8 | 0.63 0.48| 0.18| 0.04
200 | 4017 | £0.17 | £0.17 | £0.11 | +0.08 [ £0.07 | £0.07 | £0.05 | +0.05| £0.02 | £0.01
0.8 | 1.63| 1.86| 2.27 1.96 | 1.80 | 1.51 0.3 | 0.48| 0.13
400 | o34 | +0.45| £0.36 | £0.36 | — | £0.25 | +0.22 | £0.16 | +£0.07| £0.04 | +0.03

Mean * SE (N=8)
ND : not detected
— Inot tested
Fig. 2.
volunteers

Serum concentration of TE-031 following single oral administration to healthy
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Table 2. Pharmacokinetic parameters of TE-031 following single oral administration to healthy volunteers

Dose K Ke T Gnn Tinox Tz Cl/F Vd/F AUCIM UR
(mg) (h™) (h7?) (h) (ug/ml) (h) (h) (1/h) (n (ugh/ml) | (%)
100 3.95 0.189 0.18 0.73 1.20 3.77 21.6 115 4.53 41.7
+0.76 +0.011 +0.05 +0.05 +0.22 +0.24 +1.5 + 6 +0.22 +3.5
200 2.29 0.174 0.33 1.16 1.93 4.04 23.6 136 8.98 38.3
+0.48 +0.008 +0.05 +0.10 +0.39 +0.20 +1.7 +£9 +0.64 +1.8
100 1.35 0.165 0.38 2.24 2.74 4.36 22.0 138 20.30 46.3
+0.31 +0.011 +0.12 +0.30 +0.65 +0.31 +1.9 +15 +1.52 +3.7
MeantSE (N=8)
K. absorption rate constant ClI/F ' total body clearance

{ Ke :elimination rate constant Va/F
To :lag time for absorption F

Cmax . peak serum concentration
Tmax - time at which Cmex occurs
Ths2 - elimination half-life UR
Ku'F'D .
- = ~K(t-T.) —p—-K.(1-T.)
=V (kmko © € )

. apparent volume of distribution

. fraction of dose absorbed

AUCins : area under the serum concentration curve calculated by linear
trapezoidal method with extrapolation to infinity

: urinary recovery (0—24h)

C : serum concentration at time ¢ (ug/ml)
D : dose (mg)

¢ :time after administration (h)

R (5) XAVTRDI,

K;-D
Va/F=m—::73 (4
Cl/F=V4/F-K, (s)

ﬁf%lﬂlﬁ‘?‘(&g (Cmsx) %l()’%@?ﬂiﬂ#ﬂﬂ (Tmlx)
3R (6), (M itk hRDIEY,

F-D /K, \ K/ (Ka=K0»)
Cmsx=_Vd_( Kj) (6)
. K
Trax= 7K"’£°3=vlog-gf:-+ T, (7)

Step2, 3 DAEOHEBIZE LTI, Cmaxs Tmax T
EREXA, HEREB (T BHEREOEEND
gﬂj Lf:o

8. f#fstE

Step 2, 3 DAFEOHEET 5 FHMH O LB #
S X b, ZDftD B, STUDENT's t-test {2 X b
Frevy, WThd EEE 0.05 LT odod BE & L
<o

II. # 8% # &

1. BEE#5RE

1) RE#HFHE (stepl, 2)

TE-031 #ZefgFic 100, 200, 400 mg BA[EE Oy 5
#, bioassay 1= X hHIE Li-MiE+hEE % Fig.2 R
To MEFREIVThOBECEWTLIEPHIZLER
L, B5# 1~2.5 B CREEICE LI, TDHDH
KT HERHBE T, BEE 12 BREEVTH 400mg

#50.48 pg/ml, 100 mg #F L5 T4 0.08 pug/ml DRE
nED LRI,

@~ o MEhBREE # BH 5 one-compartment open
model [T X hRDIcE5 A — 2 —DFERfEi% Table2
F XU Fig.3 i©R 3o Cmax 3 XU AUC fHIZHROH
I GEREIOEMEY R L, B REC L DR
MHBGREIZEhLh r=0.999, r=0.998 ¢ RiFHAE
REHENB ST, Tmaex i3 100 mg 5T 1. 20 BT
Hoteht, BRAEE ALKV ETEEERN ZHH
R, 200mg T 1.93 BERY, 400 mg Tik 2.74 BERITH
oteo LnL The B IVCYF Eiciz AR X B kSR
FLRED bhioh - 1o,

RSB LT, WTFhofBckWTHER
2~ AR BRERE LR L, TOFH#EIT 100 mg &
£p% 158.5 pug/ml, 200 mg A% 275.9 pg/ml, 400 mg Hi
488.3 pg/ml TRIZABEFH TH 1, i, 8-125F
FREEVWTHBRESRED 1/5~1/8 DRENRBHLA,
12-24 FERIICA BT OREESE Y Bl S hic, RED
RS RII By 50k 24 BER E Ty 5 & 38.3 (200
mg #5)~46.3% (400mg #5) iwZEL, FHAEOH
CHELEIZDbhih -7 (Fig.4),

2) AREOKE

TE-031 DHRBRBICR 1FT BED HEXHA RSB
%, TE-031 200mg % &R 30 4 (step2) & XUAH
30 4y (step3) 5 L, MmPREHDS, Ryttt
PEEHYE L 7 v At — - X b RBHRE LT
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(Ill/ml) (h)
2.

Tax

(ug-h/ml) (%)
25 100
UR

4

Correlation of dose and pharmacokine-

Fig. 3.
tic parameters of TE-031 in healthy vo-
lunteers

£17 30 S s L84, RROEPREIREK
1B (1,43 pg/ml) wBHHh, ZhiXBHEFEE5 D
FB ADHEICHNAEE (p<0.05) iEh o1 L L,
FOMOBESIZ 5T 5 REITIZEREEER S LR LV THh

YEERZEIRHO W T, EAEM L EBERLE
—~ 50[‘ © 100 mg
‘E\S O 200 mg —b
5 40 A 400 mg —o
S
g
v 30
>
5 g0
2
=
g 10
3
(8]

1 1 1 1 1
2 4 6 8 12
Time after administration (h)

1 3,

Fig. 4.
thy volunteers

(Fig.5)o Regkhix & 5 MMic RMEEOHH WA >
bOD, HFEK 24 M CoORMBERRIZEMEG T
88.3%, AWMYET 41.83% ThhH, WEMHE R
BB»bhteh -7 (Fig.6), ¥7-, Tabled iR+ X
i, WH LAY HEN <5 2 —2—2vThiA
EERALhisn -1,

—%, &M 30 Sy Lichs, nRPREOLER
120818 T, 0.5~6 BeMIDO& MBI MR 51 it
SREBREETS -0 REPENDOBHEE % 24 B
¥ CORMBHERA, DL L T37.0%, AKES
T 81.7% T H hHEMC AEEIEH LA, -
1o

RBHFW 15 2 — 2 — BT S L, BRRCHEN
BEPFETCIE Cnex 3 XV AUC fHDOET, Tmax &
U Tyy DIERMFEEH R SNTICS DD, Crax B D<F
A= 2 —RREEMTEEL £ (p<0.05) X BHLA
fedr o te

2. REH5HB (stepd)

TE-031 200mg % 12 BRIz & (8, & & 30 53D
w 14 BR, B 27 AREES L, OFFREHEBS X
VR 2 Lico FE, 7@ XU* 27 B EH#
12 BER ¥ CoOMm@PRERB % Fig.7 i, #E#
ELifEl ~ 2R RBRECEL, ToRITV
FTHhHIFFT L THEABRBICEA L, B#EROE
B ARt 5 REESERCH > TERTHHEAL A
bh, 78 (4 HE) #5% 0.5, 6, 12 FEORE,
$XU 27 @ (14 HRA) H#5 0.5 6, 8, 12 RO
BWEES, WEBLEEOREEADHELL~XFE (p<0.05)

Dose Urinary concentration (ug/ml)

(mg) 0-2h 2-4h 4-6h 6-8h 8-12h | 12-24h
00 89.0 158.5 101.0 54.6 19.5 5.7
100 |4 146 +22.9|+124] 87|% 2.1+ 1.1
200 159.5 275.9 256.5 91.9 36.5 18.1

+ 496|476 £ 45.1| = 7.7| %+ 3.7 2.1

400 165.3 488.3 446.5 280.3 104.8 52.8

+ 55.1| £ 62.7| = 88.9| £ 46.1 | £ 10.2 | + 11.4

Dose Cumulative urinary excretion (% of dose)

mg) [ 5y | 4n | 6h | 8h | 12h | 24h
100 9.9 20.5 27.3 33.2 38.3 41.7

+ 1.2+ 19|+ 21|+ 32|+ 35|+ 3.5
200 7.1 16.8 24.0 28.6 33.5 38.3
+ 13|+ 15|+ 20|+ 20|+ 1.7| £ 1.8
400 6.8 16.9 25.9 32.3 39.2 46.3
+ 16+ 26|+ 36| 4.0 41| 3.7

Mean + SE (N=8)

Cumulative urinary excretion of TE-031 following single oral administration to heal-
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10[ IOI:
- 5 O fasting 5 O fasting
E ©® before meal A after meal
R 1 1+
= 0.5 0.5¢
§
3
g 0.1~ 0.1
0.05[ o 0.05F s
~
E 0.01- ~o 0.01+
3 7 Hir 4% T Hr
Time after administration (h)
Serum concentration (ug/ml)
State
0.5h 1h 1.5h 2h 2.5h 3h 4h 6h 8h 12h 24h
. 0.47 0.89 1.05 1.07 1.10 0.97 0.86 0.63 0.48 0.18 0.04
Fasting | 4017 | 20.17 | #£0.17 | +0.11 | +0.08 | #0.07 | +0.07 | £0.05 | +0.05 | +0.02 | +0.01
Before 0.89 1.43 1.42 1.36 1.12 1.01 0.84 0.49 0.38 0.16 0.01
meal +0.15 +0.15 £0.09 +0.13 | +0.13 +0.10 +0.09 £0.05 | £0.03 +0.01 | £0.01
Fasti 0.87 1.04 1.02 1.10 1.10 1.01 0.90 0.69 0.45 0.20 0.02
asting | 4019-| £0.17 | £0.14 | £0.09 | 0.07 | +0.06 | 0.07 | 0.05 | £0.05 | +0.03 | +0.01
After 0.09 0.34 0.46 0.58 0.67 0.68 0.68 0.58 0.40 0.19 0.03
meal +0.08 +0.19 +0.13 +0.14 £0.09 | +0.07 +0.06 | £0.03 +0.03 +0.02 | £0.01
Mean = SE (N=8)
Fig.5. Effect of meal on serum concentration following single oral administration of TE-031

(200 mg) to healthy volunteers

s 50 O fasting 50 O fasting
=
§ 40 @ before meal 10k A after meal
= o
O
3 30- 30} =
ol
£ 20 20-
5
[
Z 10 104
[
E
0! 1 1 ] 1 | 1 ]
3 715 3 T 24 % I 3
Time after administration (h)
State Cumulative urinary excretion (% of dose)
2h 4h 6h 8h 12 h 24 h
Fasti 7.1 16.8 24.0 28.6 33.5 38.3
asting | 493 | 215 | £2.0 | £2.0 | £1.7| +1.8
Before 10.9 22.9 28.4 32.8 37.5 41.3
meal + 0.5 + 1.2 + 1.2 + 1.3 + 1.4 + 1.5
. 6.9 15.7 22.1 27.2 32.9 37.0
Fasting | 4 13 | 217 | 16| 15| +1.6| +1.8
After 2.4 9.4 16.6 21.5 27.6 31.7
meal + 0.9 + 1.6 + 1.5 1.6 + 1.7 + 2.2
Mean = SE (N=8)
Fig. 6. Effect of meal on urinary excretion of TE-031 (200 mg) following

single oral administration to healthy volunteers
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Table 3. Effect of meal on pharmacokinetic parameters of TE 031 (200my)
following single oral administration to healthy volunteers

State Cmu Tmu 7\/2 AUCIM UR
(ug/ml) (h) (h) (ug+h/ml) 2)

Facti 1.27 1.6 1.42 8.98 38.3
ne £0.11 +0.3 £0.32 +0.64 +1.8

Before meal 1.55 1.3 4.19 8.76 4.3
etore m £0.10 +0.1 +0.37 +0.68 £1.5
Fai 1.27 2.3 3.47 9.20 37.0
ing £0.09 £0.5 +0.34 £0.52 £1.8

Al | 0.88° 3.8 441 6.92 31.7
er mea +0.12 +0.6 £0.61 £0.35 +2.2

Mean+SE (N=8)
Significantly different from fasting group, * : p<0.05

2.0 .

= o lIst

E A Tth

-]

2 s ® 27th

o

§

g

5 1.0F

2

3

E,

205

38
0 1 1 1 1 1 1 1
01 2 3 4 6 8 12

Time after administration (h)

Serum concentration (ug/ml)
Day | Times

Oh | 05h| 1h | 1.5hn] 2h 3h | 4h 6h 8h | 12h

ND 0.46 | 1.50 | 1.42| 15| 1.05] o092| o0.61| 043] 017

1 1 4012 | £0.27 | £0.09 | £0.23 | £0.13 | 2 0.11 | £0.07 | +0.08 | +0.02
038 | 1.06| 1.63| 1.70] 1.61| 1.36| 1.21| 08| o061| 0.31
4 7 | 20006 | +020 | 022 | 2018 | £0.18 | £0.11 | +0.15 | +0.08 | £0.08 | £0.06
, 044 | 110 | 1.74| 1.69| 1.82| 1.57] 1.27| 0.98| 08 | 0.39
42|27 | Loog | 20021 | 026 | £0.20 | £0.24 | £0.23 | £0.15 | £0.15 | £0.15 | +0.08

Mean + SE (N=8)
a) :N=7
ND : not detected

Fig.7. Serum concentration of TE-031 following daily oral administration (200 mgx 2/day,
27 times) to healthy volunteers
REEY R L, LA L7EE X 527 @EREHOR  PREEBIORHLLAFA—s—%&Lyiav-
ERWTFho BascksnwTh FEEX L& bhishoTe v vETh-ocER Fig8  RTI5C RERE

(Fig. Do FE#% 1.5 :=3E55)) DEZEFOIELDENZLRD
B EP 54— 2 —I2OWT 2B E, 27T BARE Do, ERMEEER—FK LI,
B0 Ty, Ty 3550 AUCo o (ZHIEBEDTRE AE 5 12 BRI E CORPHEL, Fig.9 iIoR

ERiE (p<0.05) ATmpLhics, TEHZEE 2 E  TIORRERFC L) EIMER LR LA, 27 E#
BEL OB TROAT A — 5 -2V ThEEE  SHick~3E (2AE) MEOHERCATEZRALL
A bhich 7 (Tabled), ¥7z, FEZHEHOME  high ot Fhe, Fig. 10 RT X517 EEs L8 27
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Table 4. Pharmacokinetic parameters of TE-031 following daily oral
administration (200 mgX2/day, 27 times) to healthy
volunteers

Day Times G Tinox AUCo-121 T2
) (ug/ml) (h) (ng-h/ml) (h)
1 1 1.79 1.4° 9.00" 3.40°
+0.21 +0.1 +1.06 +0.14
4 7 1.90 1.9 10.84 4.26
+0.19 +0.3 +1.04 +0.54
140 - 2.06 1.9 12.39 4.20
+0.26 +0.2 +1.67 +0.25
Mean+SE (N=8)
a) IN=7
b) ¢ AUCint

Significantly different from the final dosing, * : p<0.05

~
w
-

Day

[}
o

Serum concentration (uzg/ml)
— —
S

=—=60°

o
w
1

O J

| | L 1 ) L ) | o Drug administration

0 1 1 1 T t
1?2 214 3% 4?8 Gfo 7?2 8f4 114 1‘?56 216 258 312 324 336 348 360
Time after first administration (h)

Lines are curves predicted from the pharmacokineti¢c parameters for the first administration

Fig.8. Serum concentration of TE-031 following daily oral administration (200 mg x 2/day,
27 times) to healthy volunteers
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Significantly different from the excretion after 27th dose, ** : p<0.01
0-12 h urine was collected.

Fig.9. Urinary excretion of TE-031 following
daily oral administration (200 mg x 2/day,
27 times) to healthy volunteers
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Cumulative urinary excretion of TE-031 following daily oral administration (200 mg

x2/day, 27 times) to healthy volunteers
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Concentration (ug/ml) AUCwr
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— ! not tested
Fig. 11. Concentration of TE-031 in serum and saliva following single oral administration

(200 mg) to healthy volunteers before meal
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METABOLIC FATE OF TE-031 (A-56268) (VIII)
ABSORPTION AND EXCRETION IN HUMANS (BIOASSAY)

Tosuio Suwa, Hiperosut Urano, Tomoko Kobama and Masato Nakamugra

Research Center, Taisho Pharmaceutical Co., Ltd.,
1-403 Yoshino-cho, Ohmiya, Saitama 330, Japan

TerukuNt WATANABE
Ohmiya General Hospital

To study the pharmacokinetics and safety of TE-031 in tablet form, a new macrolide antibiotic,
we examined its absorption and excretion in 56 healthy male volunteers by bioassay.

At oral doses of 100, 200 and 400 mg, peak serum levels were attained at 1.20~2.74 h, suggesting
rapid absorption from the gastro-intestinal tract. Cpax was 0.73, 1.16 and 2.24 gg/ml at doses of
100, 200 and 400 mg, respectively, and AUC values were roughly proportional to the doses. Disap-
pearance of TE-031 from serum was relatively slow, with a Ty, of 3.77~4.36 h and activity was
clearly observed even 12 h after dosing.

Urinary excretion revealed an almost constant rate at these doses, which accounted for 38. 3~46.3%
of the dose within 24 h. Fecal excretion was 11.3% of the dose within 48 h.

It was demonstrated that the pharmacokinetic profile of TE-031 was scarcely influenced by food
intake, owing to its high acid stability, and showed little inter-individual variation in serum level
and urinary excretion.

During repeated clinical doses of TE-031 200 mg (2times/day for 14 days, 27 times in total), both
serum level and urinary excretion rapidly reached a steady-state and no accumulation was observed.

Levels in saliva were about 1/2 those in serum and AUC values about 58% that in serum.



