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7 LEMHE, REME, <13 T7IXeBIULIA L
T AVINVIUH, FA4E) TEO—ED YT T LEH
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S. aureus 1044RIZDOWTC, BRLFBEFLIEEEICNE
V», TE-0310 MIC ¥ #fEHE105/ml THIE L7z, Hk

Fig. 1 Chemical structure of TE-031
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HEH| & L TEM, Josamycin(JM), Methicillin(DMPPC)
B X U TE-031 D134 M- 5 (TE-031 D144 K B 1L 4K)
ZDOWTHPE L, %8B, EEEKRE LTS aureus
209 P BRE V7,

2. WRUR - Bt

BB ANEF 6 & (Table 1)—%E#; 21 ~35K (F1y
25.0%%), tKE ;57~90 kg(F3H71.8kg), HEK ; 168~
177 em(F39173.2cm)—iZ TE-031 100 mg $E2 5% B
PZEERICEORS L, BROICOPIRES L ORPHE
MERE L7z, b, WRELLTL) RO /(KA
ABEKRREH, LTEM-S)I00mgéE25E% 702
= N—FETHRE L7, RIS, 0.5, 1, 1.5, 2,
3, 4, 6, 8, 12BRiR(BL, EM-SIZ12BFRI# 13
Rme3)i24Tv, |HRIZ0~2, 2~4, 4~6, 6
~8, 8 ~12Bff({BL, EM-S il 8 —12EFfI3IRR ¥
FTNAT o7,

TE-031 DB BEMITE 1X, M. lutews ATCC 9341k 5 & U
S. aureus 200 PR E V5B FER T+ R 7 &, S
pyogenes S-23%k X IV 2 ERES L U HPLC &£ TIT 5 72
EM-S DRERIEIX, M. luteus ATCC 93418k % FH 5 H
RBFART 1 27 ETIT» 700 BHIX, 71 27 FIdE%
"7 1 27 BEWORT) 2 AV, EREE HIA (%
BE)IC¥ERMERZ10% R L CHW -, Mm% /A
vV, RERKLMERRTIERL, RiZpH7.200) »
MR ERTIORICARL, FEMRS AOKHREE
L7, %8, HPLC IR K EREHRX SHLAHZER
’C‘ﬁ'of:o

Pharmacokinetic parameters iX one compartment open
model # W THE L7z, 1BL, MiEHREMET @K
(AUC) IR ERBEIZESWTEFEIZLVER LT,

T7:, FHHRERB L URRRMBFOMBIZOWT,
BHIIRE, KO, ~ESOUE B, ~<hr Yy b
{8, GOT, GPT, AI-P, LDH, BUN, ¥ L 7F =%
HE L7z,

3. EEPRBUS

19864F 2 A X 1 19864E10A  TII%P L /- MR ik
FE30BIIcDOWVT, TE-0B1DBERKRFT%21To7, BR58
121 B200~400 mg #2~3@IIF1, 4~14BMEOK
517,

FEFPRIGBEREIRTH, HEEME 26, <4
a7 XMk 2H, BHRHIEXRIG, SHREX
% IHEE 26, WHEL 26, REKE6BATH-1, &
#1318~ 845K (F1950. 25 ) THHEL7HI, KHIBITH-
720
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FIREICE W ER, B, LAY, EHOLEKTH
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MENDDER % Fig. 2 B L U Table 212R L 12
TE-031% MIC i3, #80% D#E%6.3 pg/ml AT IZ5%
L, >100 xg/ml Db Dix18%dH - 725 S. aureus 209 P
BRIZH L, TE-03113=0.1 4g/ml, M-530.2 yg/ml T
& o 72, TE-031iX EM, JM & 32T 4L, DMPPC
IDBOHENERLAKO SN o7, RBEWM-50
HENOBWALIIZRALLERTH -7

2. RN - HEi

1) Bioassay #iC & A&

TE-031 200 mg 8 & ' EM-S 200 mg 0% 5#0
MmEHRES L CRFHEHRICOVT, M luteus ATCC
9341%k, S. aureus 209 P ¥k B X USS. pyogenes S-23% % F
WTENENOEKRELRE L7z, BIELR% Table
3~6, 72 TE-0318 & U'EM-S D M. luteus ATCC 9341
BRICX BMEHBRES L URPHREDFIY % Fig. 3, 4
IZR L7,

Table 1 List of 6 male volunteers

Volunteers Age Height(cm) B.W.(kg)
A 35 177 80
B 24 172 70
C 21 170 69
D 26 176 65
E 23 168 57
F 21 176 90
Mean 25.0 173.2 71.8
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Fig. 2 Susceptibility of Staphylococcus aureus
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Table 2 Susceptibility of Staphylococcus aureus
Inoculum size : 10°cfu/ml
Aot MIC ( g/m)) ol | 2%
nbletic: "201 | 0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 | 50 | 100 [>100 | " | (ug/m)
TE-031 19 19 4 16 16 10 1 1 18 104 <0.1
M-5 13 16 4 5 7 16 13 5 4 2 1 18 104 0.2
EM 11 14 7 5 4 19 16 7 3 18 104 <0.1
M 10 13 35 27 1 1 17 104 0.78
DMPPC 5 6 11 6 31 10 3 8 9 6 2 7 104 0.78
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Table 3 Serum concentration of TE-031 in healthy volunteers after oral administration of 200mg
Bioassay, ( #g/ml)
Sub- - Time after administration (h)
ject | OrEEnism 0 0.5 1 1.5 2 3 4 6 8 12
M. <0.05 0.64 0.86 0.88 0.74 0.72 0.60 0.30 0.24 0.14
A Sp <0.05 0.63 0.96 0.84 0.78 0.52 0.53 0.26 0.23 <0.05
M.l <0.05 0.08 0.59 0. 60 0.56 0.61 0.59 0.28 0.23 0.07
B S.p <0.05 0.17 0.76 0. 60 0.54 0.62 0.44 0.29 0.20 <0.05
M.l <0.05 0.93 1.55 1.73 2.31 1.85 1.58 0.74 0.53 0.23
¢ S.p <0.05 1.05 1.80 1.65 2.10 1.75 1.55 0.78 0.50 | <0.05
M. <0.05 1.20 1.25 1.30 1.20 1.10 0.80 0. 47 0.27 0.11
b Sp <0.05 1.05 1.32 1.40 1.25 0.90 0.72 0.64 0.36 0.21
M.l <0.05 0.54 1.05 0.92 1.00 0.94 0.85 0.40 0.24 0.10
E Sp <0.05 0.55 1.15 1.10 0.94 1.00 0. 66 0.51 0.22 <0.05
M. <0.05 0.14 0.34 0.55 0.64 0.92 0.80 0.48 0.36 0.14
F Sp <0.05 <0.05 0.38 0. 54 0.76 0.86 0.62 0.56 0.24 <0.05
0.59 0.94 1.00 1.08 1.02 0.87 0.45 0.31 0.13
Mia" M 0 +0.18 | +£0.18 | +0.18 | +0.27 | +0.18 | +0.15 | +0.07 | +0.05 | +0.02
SE. 0.58 1.06 1.02 1.06 0.94 0.75 0.51 0.29 0.04
Sp 0 +0.18 +0. 20 +0.18 +0.23 +0.18 +0.16 +0.08 +0.05 +0.04
* M1 . M. luteus ATCC 9341
S.p : S. pyogenes S-23
Table 4 Serum concentration of EM-S in healthy volunteers after oral administration of 200mg
Bioassay, ( #g/ml)
Subject Time after administration (h)
0 0.5 1 1.5 2 3 4 6 8
A <0.06 <0.06 <0.06 0.07 <0.06 0.07 <0.06 <0.06 <0.06
B <0.06 0.07 0.44 0.24 0.66 0.82 0.42 0.10 0.07
C <0.06 0.10 0.07 0.07 1.15 0.82 0.36 0.09 0.07
D <0.06 0.25 0.26 0.45 0.25 0.17 0.11 <0.06 <0.06
E <0.06 0. 06 0.07 0.14 0.20 0.21 0.10 <0.06 <0.06
F <0.06 <0.06 <0.06 0.06 <0.06 0.08 <0.06 <0.06 <0.06
MeantS.E. 0 0.08+0.04 {0.14£0.07 [ 0.17£0.06 | 0.38+0.18 | 0.36+0.15 | 0.1740.07 | 0.03+0.02 | 0.02%0.01

Organism . M. luteus ATCC 9341
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Table 5 Urinary excretion of TE-031 in healthy volunteers after oral administration of 200mg

Bioassay
- | . Time after administration (h)
Subject Item Organism ™ 02 Py -6 P o—12
Urine volume
- 245 275 180 110 155
(ml)
Concentration Ml 63.0 57.0 55.0 70.0 56.0
A (ug/m) Sp 49.0 55.0 50.0 61.0 47.0
Cumulative recovery rate M. 7.7 15.6 20.5 24.4 28.7
(%) Sp 6.0 13.6 18.1 21.4 25.1
Urine volume
(m1) - 70 95 140 125 355
Concentration Ml 260.0 190.0 84.0 55.0 18.0
B (pug/ml) Sp 102.0 86.0 60.0 55.0 14.2
Cumulative recovery rate M.l 9.1 18.1 24.0 27.4 30.6
(%) Sp 3.6 7.7 11.9 15.3 17.8
Urine volume
(m1) - 110 265 270 335 280
Concentration Ml 200.0 96.0 66.0 32.0 44.0
¢ (png/ml) Sp 155.0 100.0 68.0 35.0 24.4
Cumulative recovery rate Ml 11.0 23.7 32.6 38.0 44.2
(%) Sp 8.5 21.8 31.0 36.8 40.2
Urine volume
(ml) - 50 70 155 90 255
D Concentration M. 390.0 232.0 49.0 45.0 28.0
(pg/ml) Sp 390.0 290.0 50.0 47.0 26.0
Cumulative recovery rate M. 9.8 17.9 21.8 23.7 27.3
(%) Sp 9.8 19.9 23.8 25.9 29.2
Urine volume
- 520 510 595 225 180
(ml)
E Concentration Ml 59.0 59.0 27.0 43.0 57.0
(pg/ml) Sp 50.0 52.0 43.0 48.0 58.0
Cumulative recovery rate M.l 15.3 30.4 38.4 43.3 48.4
(%) Sp 13.0 26.3 39.1 44.5 49.7
Urine volume
- 60 305 190 135 445
(ml)
F Concentration M. 145.0 82.0 82.0 90.0 23.0
(pg/ml) Sp 170.0 63.0 52.0 81.0 24.0
Cumulative recovery rate M. 4.4 16.9 24.7 30.7 35.8
(%) Sp 5.1 14.7 19.7 25.1 30.5
Mean Concentration M.l 186.2+51.7 | 119.3+30.1 60.51+8.8 55.81+8.6 37.7+6.9
+ (pg/ml) Sp 152.7+51.8 [107.7£37.3 53.8+3.6 54.5%6.4 32.3+6.8
SE. Cumulative recovery rate M. 9.5%+1.5 20.412.3 27.0%2.9 31.2+3.2 35.8%+3.6
] (%) Sp 7.7+1.4 17.3+2.7 23.914.0 28.21+4.3 32.1+4.6

* Ml

M. luteus ATCC 9341
S.p : S. pyogenes S-23
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Table 6 Urinary excretion of EM-S in healthy volunteers after oral administration of 200mg

_ Bioassy
. . Time after administration (h)
Subject Item Organism 0~2 2~4 4~6ﬁ_6\~‘s
Urine volume .
— 180 300 425 120
(ml)
Concentration '
A M.l 0.7 <0.7 <0.7
(pg/mi) b
Cumulative recovery rate Ml 0.1 0.1 0.1 0.1
(%)
Urine volume _ 90 310 710 210
(ml)
B Concentration Ml 17.9 19.5 1.2 1.2
(p2g/m1)
Cumulative recovery rate Ml 0.8 3.8 4.3 4.4
(%)
Urine volume
- 225 515 450 210
(ml)
c Concentration Ml 1.2 4.6 0.7 1.0
(pg/m1)
Cumulative recovery rate
M.l 0.1 1.3 1.5 .
(%) Y
Urine volume _ 60 85 115 140
(ml)
C trati
b oncentration Ml 24.1 8.0 2.4 <0.7
(pg/ml) :
Cumulative recovery rate
Ml 0.7 1.1 1.2 12
(%)
Urine volume _ 40 70 130 135
(ml)
£ Concentration Ml 24.3 19.6 2.8 0.7
(pg/ml)
Cumulative recovery rate
Ml 0.5 1.2 1.4 14
(%)
Urine volume _ 50 90 135 140
(ml)
P Concentration Ml 2.9 3.3 0.7 <0.7°
(#g/ml)
Cumulative recovery rate Ml 0.1 0.2 0.3 0.3
(%)
Concentration
Mean Ml 11.944.7 | 9.243.5 | 1.3+0.4 | 05£02
+ (pg/ml)
Cumulati t
SE. umulative (’D/“)""e'y rae Ml 0.4£0.1 | 1.3+0.6 | 14%0.6 | 1508
0

* Ml : M. luteus ATCC 9341
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Fig. 3 Serum concentration of TE-031 and EM-S after oral administration
to healthy volunteers before meals (Bioassay)
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Fig. 4 Urinary excretion of TE-031 and EM-S after oral administration
to healthy volunteers (Bioassay)
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TE-031D@ERIEIZB VT, M. luteus ATCC 93418k
B L US. pyogenes S-238k & b IZFBRDEE R LA,
S. aureus 209 PERISHE B L ORE L L ICEL, FRL
PERREBLIENTELRD 7

mFH@EICBNT, TE-031BLUEM-S & iz 2

RE®ICE— 255D, &4 Cmax 21.07, 0.38 xg/ml,

% /- AUC 127.18, 1.34 yg - hr/ml Th b, TE-031id
EM-SIZH~NWFh b HfEmVER R L7,

RepBRit SR 1% EM-S A 8 B £ T1.5% Tdh 5 DIt
L, TE-031it 8 BRI T31.2% & W<, 12B5f# Ti3
35.8%TH o7,

2) HPLC #I2 & A5t

TE-031 200 mg £O#HK5#%D TE-031B LU M-5D
RE% HPLC B X DJIE L7z PIEAEE % Table 7,
8 T FNEFNROMFPIRES X RFHEMOTFIYME %
Fig. 5,6 IZR L7 TG HELHIZ TE-0318 & O
M-5i3MMi#E S L RFICED SN, &Y 4 BEME LRI
TE-031& M- 5 DBEEIS U L TRD LN, T 7-Mi%
FIREIZH VT, TE-031& M-50 4 &t it Bioassay i
(M. luteus ATCC 93418k) & 1ZIZEM L 7= 2%, R ep kit
BV TRRRENMETH 7,

BB BIRGAHOMBRES & UMb
RERR % Table UTIR LA, HISRELTHIIRD
2% (/3 /WA

3. ERARALS

B4 DIEF OBRE % Table 10ISR L, EBUNOKF
R % Table 11 ISR L7, REFITHZ LERTH),
AR23BTHIEI% Th - 720 KBTI, BHK
BXRTOIDER 26, RSB, MBEMEML 2 Hpx
D16, AR16, <4277 XMk 2BPEL 24,
SMIEIRINBIPER 16, FLH106], MBHEEE 2 H®
AX2H, Rk 6BITEN4H, AR2HMEVTFRY
AU LDORREATH 572,

SRR OMBFRIBIR % Table 1215R L7, S. aur
eus 4 B, S. pyogenes 1 Bll, S. pneumoniae 3 B, S. aureus
+ S. prneumoiae 1 B, H. influenzae 6 B, S. pneumonice
+ A. calcoaceticus 1 Bl b L L, HIHEEIZI00
%THhol

BIERIESIISICHRE L ERAA S hrsds, RS
TRETHRERTHRIEE L.

BEPRRRZ AL £ % Table 1313/R L7zo FEBIISIC IR
BWE(4-11%)PBDLNIDATH 512,

Table 7 Serum concentration of TE-031 in healthy volunteers after oral administration of 200mg
HPLC. (pg/ml)
Sub- Time after administration (h)
. Item
Ject 0 0.5 1 1.5 2 3 4 6 8 12
A TE-031| <0.05 0.45 0.44 0.51 0.44 0.47 0.33 0.20 0.12 0.07
M-5 <0.05 0.30 0.33 0.42 0.42 0.44 0.34 0.23 0.16 0.09
B TE-031| <0.05 0.07 0.32 0.33 0.24 0.33 0.26 0.15 0.08 | <0.05
M-5 <0.05 0.06 0.27 0.34 0.34 0.38 0.33 0.27 0.14 0.05
c TE-031| <0.05 0.66 1.16 1.15 1.51 1.47 0.93 0.50 0.31 0.11
M-5 <0.05 0.34 0.50 0.56 0.81 0.91 0.69 0.52 0.37 0.19
D TE-031| <0.05 0.71 0.69 0.67 0. 66 0.55 0.39 0.26 0.14 0.08
M-5 <0.05 0.59 0.65 0.68 0.68 0.61 0.52 0.36 0.23 0.18
E TE-031| <0.05 0.29 0.52 0.48 0.50 0.45 0.38 0.17 0.11 0.06
M-5 <0.05 0.40 0.55 0. 54 0.53 0.52 0.47 0.23 0.20 0.08
F TE-031| <0.05 0.10 0.13 0.27 0.38 0.62 0.40 0.30 0.22 0.10
M-5 <0.05 <0.05 0.19 0.21 0.33 0.42 0.30 0.27 0.22 0.07
0.38 0.54 0.57 0.62 0.65 0.45 0.26 0.16 0.07
Mean | TE-031 0
+ $0.11 +0.15 +0.13 +0.19 +0.17 +0.10 +0.05 +0.04 10.02
SE. M-S 0 0.28 0.42 0.46 0.52 0.55 0.44 0.31 0.22 0.11
+0.09 10.07 +0.07 +0.08 +0.08 +0.06 +0.05 +0.03 +0.02
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Table 8 Urinary excretion of TE-031 in healthy volunteers after oral administration of 200mg

HPLC
- Ti fter administration (h
Sub ltem Antibiotics ime after administration (h)
ject 0~2 2~4 4~6 6~8 8~12
Urine volume
- 245 275 180 110 155
(ml)
Concentration TE-031 22.6 20.7 13.7 21.3 16.4
A
(pg/ml) M-5 25.2 32.2 22.1 21.2 22.8
Cumulative recovery rate TE-031 2.8 5.6 6.9 8.0 9.3
(%) M-5 3.0 7.3 9.3 10.5 12.7
Urine volume
- 70 95 140 125 355
(ml)
B Concentration TE-031 92.9 69.7 27.8 16.3 4.7
(pg/ml) M-5 78.7 82.0 45.8 31.1 12.1
Cumulative recovery rate TE-031 3.3 6.6 8.5 9.5 10.4
(%) M-5 2.7 6.5 9.7 11.6 13.7
Urine volume
- 110 265 270 335 280
(ml)
¢ Concentration TE-031 65. 4 49.5 24.1 12.1 12.4
(pug/ml) M-5 24.1 37.3 27.2 16.7 20.1
Cumulative recovery rate TE-031 3.6 10.2 13.4 15.4 17.2
(%) M-5 1.3 6.1 9.7 12.5 15.2
Urine volume
- 50 70 155 90 255
(ml)
D Concentration TE-031 175.8 103.1 13.3 17.3 7.0
(pg/ml) M-5 143. 4 116.0 32.5 25.4 15.1
Cumulative recovery rate TE-031 4.4 8.0 9.0 9.8 10.7
(%) M-5 3.5 7.5 10.0 11.1 13.0
Urine volume
- 520 510 595 225 180
(ml)
E Concentration TE-031 21.5 16.3 7.9 12.1 24.8
(pug/ml) M-5 26.1 24.9 14.5 28.0 29.2
Cumulative recovery rate TE-031 5.6 9.8 12.1 13.5 15.7
(%) M-5 6.6 12.9 17.1 20.2 22.7
Urine volume
- 60 305 190 135 445
(ml)
F Concentration TE-031 73.0 31.7 31.2 41.1 6.1
( pg/ml) M-5 49.3 30.8 45.0 40.3 14.6
Cumulative recovery rate TE-031 2.2 7.0 10.0 12.8 14.1
(%) M-5 1.5 6.1 10.2 12.9 16.1
Mean Concentration TE-031 75.2+23.2 48.51+13.6 19.7+3.8 20.0t4.4 11.9%3.1
+ (pg/ml) M-5 57.8+19.2 53.9%15.0 31.2%5.1 27.113.4 19.012.6
SE Cumulative recovery rate TE-031 3.6%0.5 7.9%0.7 10.0£1.0 11.5%1.2 12.8+1.3
(%) M-5 3.11£0.8 7.7£1.1 11.0+1.2 13.1%x1.5 15.5£1.6
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Fig. 5 Serum concentration of TE-031 after oral administration
to healthy volunteers (Bioassay, HPLC)
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Fig. 6 Urinary excretion of TE-031 after oral administration
to healthy volunteers (Bioassay, HPLC)
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Table 9 Influence of TE-031 on laboratory tests

Before

Subject & WBC RBC Hb Ht GOT GPT Al-P LDH [ 7-GTP | BUN | Creat
After

Before 6000 478 13.6 40.0 16 22 7.8 363 9.5 12.4 1.5

A After 5200 455 13.0 38.5 15 17 7.4 241 8.4 11.7 1.6

Before 4900 506 16.3 47.0 15 18 5.7 203 9.3 14.9 1.4

B After 4900 495 16.2 46.0 13 11 5.5 213 9.3 15.2 1.3

Before 4900 456 13.9 41.5 25 22 3.4 222 14.6 11.0 1.2

¢ After 5400 446 13.8 40.5 21 21 3.3 214 14.6 12.5 1.2

TE-031 Before 6300 467 14.8 43.5 12 5 6.2 279 7.8 11.8 1.2

D After 6000 441 14.0 40.5 11 5 7.4 280 7.3 13.7 1.2

Before 5900 464 15.6 45.0 13 7 6.2 234 10.4 10.0 1.2

E After 6000 470 15.8 46.0 17 13 8.2 296 8.2 11.5 1.2

Before 5400 516 16.3 46.0 21 12 3.5 226 11.3 11.8 1.2

F After 6000 503 15.8 45.0 12 12 4.3 305 13.1 12.2 1.2

Before 6600 492 14.0 42.0 17 9 9.6 248 9.3 14.9 1.0

A After 5700 495 13.9 42.0 17 26 9.8 282 9.5 14.0 0.9

B Before | 10500 461 15.0 43.5 16 8 4.7 238 7.3 13.5 1.0

After 9300 465 15.1 43.5 14 13 5.3 297 6.9 12.0 1.1

Before 5900 448 13.7 40.5 25 18 3.1 225 12.7 12.9 1.0

EM-S ¢ After 6500 459 14.1 42.0 17 19 3.4 226 15.6 11.4 1.1

b Before 7300 456 14.5 42.5 19 12 5.4 275 7.7 11.8 1.3

After 6000 446 14.0 41.5 23 10 5.9 251 8.6 11.5 1.3

E Before 6000 496 16.8 48.0 26 18 6.7 298 8.4 10.7 1.4

After 5700 469 15.9 45.5 20 11 7.6 313 8.6 11.0 1.4

Before 6000 497 15.8 44.0 19 13 3.5 299 14.2 12.4 1.3

F After 4700 490 15.5 4.0 26 10 4.0 288 13.3 13.4 1.4
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TE-0317 S. aureus |23 3 5 EH % EM, M,
DMPPC & & U'ft3i) M- 5 & He8RET L7z. TE-031i
EM, IM & IZIZEEDIENL/RL, DMPPC L ) iEh
TIMEDERLEBHRLSE S ALNT, M-513 TE-031&
BIZRSEOMEN LR LI,

R ABFIZE 5 TE-031 DMWY - Pt % EM-S &
H8®aT L7-& %, TE-031id Bioassay iEIZB W\ T
Cmax T# 3%, AUC THSEORIFLBIMELRL,
RAPFERFESHIORELERD~T 7T T 4 FROBKIT -
HEH I C N BIFR R EF R L. SHIIEH OBE~NDR
EICINA, TE-0310FEHM#HY M- 5 FIREZRT VB
#ih 6 TE-031 & (JIFFEBICHB L, RPE~NLM-5¢&
LT TE-031& FIZFREHIME S N B T EMNKELRERE
HEINE,

TE-031 DR 28 E (23 ¢ B BRIR %R % 1 H200~
400 mg X5 THRET L7z, BEREXIR 762 & 3061
WENRO AL LB LR L, MEENHEL TS
N7 16BIEBIHERTH o 72, iz, BEKEXL7HI

BT H. influenzae 4 B, S. pneumoniae 2, . aureus
1BFDETHEELL, BHULETH-722 I35~
EThrLtBbhns,

WRD< 7054 FRIUAEWE L E ORI R
HHL0OD, BREBITHINENRLZ L 6 IR 33 R e
ZIEWLEATHHEENTE LY, FANL RN 12
BWTYH, I-ERBYICETLRELBBTRIC B
Th, EM-SICHREEL LB HEOBITHERL, &
z:mﬁ«@fzﬁm:mxr%o)ﬁwﬁfﬂﬁ67)“('256tw‘;
Yo SEIDEERESICBVTEDTRIFREENELN
0, FRORNEDRE, /- RIFLEKBTHEN
RBtShbDEEL 5N 5,

BIEAR 1 BICBE BSOS ALNIOATHY, B
FREMBORE b 1 FUIHERRMEIBDO5N-53T
;)Of:c

Ak, TE-03104E S, WIX - Hhitt ) B R B
L UBRRIRES 1TV, AHIERD< 705 1 FROK
HEEILHROERLERTHLEEL LN,

Table 11 Summary of clinical efficacy

. ) Clinical efficacy Efficacy
Diagnosis - Total
Excellent Good Fair Poor rate (%)
Chronic bronchitis 2 5 100
Bacterial pneumonia 1 1 100
Mycoplasmal pneumonia 2 100
Acute bronchitis 1 10 11 100
Pharyngitis 2 100
Tonsillitis 4 2 100
Total 8 22 30 100
Table 12 Bacteriological effect
Organism _ Bacteriological effec't Total
Eliminated Reduced Persisted Unknown
S. aureus 4 4
S. pyogenes 1 1
S. pneumoniae 3 3
§. aureus+S. pneumoniae 1 1
H. influenzae 6 6
S. pneumoniae 1 1
+A. calcoaceticus
Total 16 16
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X L H., Measurement of pulmonary Erythromycin con-
1) #IEEACEREEELE, FEL ORI DA, centration in patients with lobar pneumonia by
TE-031, [, 1987 means of positron tomograph. Lancet 18, 1361~

2) WOLLMER P, PRIDE N. B., RHODES C. G., SANDERS A., 1363, 1982

PIKE V. W., PALMER A. ]., SILVESTER D. J., Liss. R.

PRECLINICAL AND CLINICAL STUDIES ON TE-031(A-56268)

AKIRA SAITO
College of Medical Technology, Hokkaido University, Sapporo

KiyoruMi ISHIKAWA, MASAHIDE SHINOHARA and IKUO FUKUHARA
Second Department of Internal Medicine, School of Medicine, Hokkaido University, Sapporo

IcHIRO NAKAYAMA
Department of Internal Medicine, Sapporo Tetsudo Hospital, Sapporo

Masumi ToMizawa
Department of Internal Medicine, Sapporo Hokushin Hospital, Sapporo

KiyosH! Sato
Clinical Laboratory, Hokkido University Hospital, Sapporo

TE-031(A-56268)is a new macrolide antibiotic. Of 104 clinically-isolated strains of S. aureus, using an inoculum of 10°
cells/ml, 80% had an MIC of 6.3 xg/ml or less. The MIC distribution was similar to those shown by erythromycin(EM)
and josamycin(JM). TE-031 showed better antibacterial activity than methicillin(DMPPC)against many strains. The anti-
bacterial activity of the M-5 metabolite was almost the same as that of TE-031 itself. TE-031 and erythrocin(EM-S)were
orally administered in a dose of 200 mg on an empty stomach to 6 healthy adult male volunteers and the absorption and
excretion of the two drugs were compared. The peak serum concentration of each drug was reached 2 hours after inges-
tion, showing values of 1.07 xg/ml for TE-031 and 0.38 g/ ml for EM-S. Similarly, the respective AUC values were
7.18 and 1.34 4g-h/ml, while the urinary excretion rates at 8 hours after dosing were 31.2% for TE-031 and 1.5% for
EM-S.

As a clinical study, TE-031 was orally administered to patients with respiratory tract infection in a daily dose of 200
~400 mg for 4~ 14 consecutive days, and the clinical efficacy was investigated. This was evaluated as good or excellent
in each of 7 cases of chronic bronchitis, 2 of bacterial pneumonia, 2 of mycoplasmal pneumonia, 11 of acute bronchitis, 2
of pharyngitis and 6 of tonsillitis. As side-effect, nausea occurred in one patient. The laboratory tests detected eosinophi-
lia in one patient.



