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ARERGLSE (12X % TE-031DZERER, FRRBIIRET

KAEX - /REELE - KHBAF - HR &
FERFEFHRBFHE

TE-031DE A X2 FVid Erythromycin(EM)IZEML T, 77 2BEREIEVIRENZR L,
B R BED S. aurens 208k120.39~25 pg/ml IZEEH A ER L, 0.39 ug/ml 3 & U12.5 pg/ml 2%

NENGH DD S 5720

B AK RIC TE-031% 100 mg/kg #EO#%5 LT, BIEKANE 2 BER%120.75 xg/ml Dpeak fE
BEBFL, BMEIZT5.8% Tdh o770 LLEIZHIHR L T 6 BERI% $0.54 ng/ml DBITRE LT A EDT,
5 2 B % ORAGAERE L, SR T0.48~1.38 4g/g, BRMIERTO.03~3.02 1g/g or ml HVE2D

bhiz,

B (6), MEKIE(S), BIMRA16), IREMIE(1), SHMER(S) SHRER(]), %
HRER(7), AmER02), ABEE(1)DFS4ESNS, A 1E100mg, 150 mg, 200mg, 1H 2
EEOES LT, BRDREZEWTRI L, TORKSR, FHG, AMIE, LLEH76, &

%5 BIDBAET, AHNEIT.8%TH o7

SEENERNRIL, S. aureus, S.epidermidis, S. pneumoniae, FEFEEEH, HWIAMHE L & T82.6%

DENRMPROLNI,
BERI 1B RO oMk o 7

TE-0314k, RERERLEGMREATHEINL,
Erythromycin(EM) 2S8R S hizHrLweso 74 §
RERITH D, 77 LBHE, HAME, <1277
A2BIVT S LEHEDS > 7V VY, FA4EYT
BIHBARY FVEALTY S, KEIEEEICEDDT
RET, BOKS L THVRBEABTRELRT 2 &
B anay,

REBIE, FHORBEKICBIIAERAMEIIOE, &
B, BRMOE»ORITTAIBEREHBLNT, UTK
ENLOREEBRET b,

1. ERFH &

1. EAXRZ b

BEREFERICOWVT, AHOHEN(MIC) % BFAL
FREFSEREICIVREL,

#IEE 212 Tryptosoy broth (218~ 24K EENDHE IR
WERV,

2. BRSBERIIAT HREM

IR HeIE B L 1) 45l L7 S. aureus | 22T, EEC
ERBEFEICTMIC 2B L7z, FIEEIZ EM, Josamy-
cin(JMIIZ2OWTHRE L7,

3. IRABAT

HERBER(EE2.5~3.0kg) ZAVT, KH DR
HBTOBREIC OV THRE L7

TE-031125%7 77 T2 M THRERE R L,

ZNDI0mg/kg ¥ A2 F b AT —FNERAVWTERER
PUIEERS L: O LERICHIE K2 6 MIZll & #
BLT, ZhZEho TE-03LIBE %X BIE L7,

BRI O peak FFIZIRER 2 #5H L T, RN
BELHIE L,

BRERIE X M. luteus ATCC 9341 % #RER & L, Heart
Infusion Agar (€M) #HWTR—=/\=F 1 A ZEIZLD
1T 5 720 Standard curve fER B L KD HFRIZ X
1/15M Phosphate Buffer Solution(pH 7.2) % Fi\>7=,

4. BRRIGER

SEFIIZARBR (6 ), SNZALE(S), BIRARZ(16), R
BRIREE( 1), SHEEKA(S), BHRER(]), BHER
B (7), ARK2), AREE(1)DESGITH 2,
N 623 LT 1E100 mg, 150 mg, 200 mg ¥ TN %
N1 H2EEOKRS LT, BRORELSMEICO ZRET
L7z,

I. &K
1. LEARY bV

Table LHWIRTTE L TH b,

H. aegyptius (4)1.56 pg/ml, M. lacunata (7)0.19~
0.39 ug/ml, S. pneumoniae( 8 )<0.19~0.78 pg/ml, C.
diphtheriae (4 )<0.19~6.25 xg/ml, N. gonorrhoeae( 1)
<0.19 ug/ml, S. haemolyticus(2)<0.19 pg/ml, S. vi-
ridans( 2 )12.5 pg/ml, S. auerus(4)0.39~0.78 ,g/ml,
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P. aeruginosa( 2 ) >100 ug/ml T - 720 S. aureus 209 P
120.39 ug/ml Ty 726

T4bb, TE-031i37 5 LBHIRE ICENRIAEE
R#ZRLT, #ELDEM?, M ERBOHER RS +
VTHAHN, Bk TE-QBIXBVWIREEE Y RTHE
G AT 0X5F (WA

2. BRIRTHED S. aureus B

S. aureus 200k DEZM I Fig. 1 DT Th b,

TE-03190.39~25 xg/ml {25345 LT, 0.39 pg/ml( 7 #k,

35.0% )8 & U12.5 pg/ml (108, 50.0%)iZFhZEhsy
HFOWHHA SN, FEICHRZE L EM, IM & ) EW
MICEIZHH LT, LW BREHTH -7

3. BRABST

BRI~ 3ROFHETH L b LT,

1) BIBKPMIBE(Fig. 2)

FEORS%, BEKANIE305T0.39 ug/ml DBFT
BEZRL, 2BFRMT%120.75 ug/ml Dpeak HIZEL 7=,
D% EDDHTYLRMICRI LT, 6B/ H0.54 ug/
ml DBEER L, FBFIHE LM ilrE i 1 B
%1 peak f#1.13 pg/ml B SN T, LUZIZ#K L T6
BERIf%12, 0.74 pg/ml Th o7,

BAKMLE L IRTIEKIBED peak B, +2bb 2B
T75.8% TH o720

2) IRMEMIERE (Fig. 3)

O 2T, SMRIPHEIC0.48~1.38 ug/g DBIT
BREDRD HNT, SVIREF > T8IE >R > REE > mE

DIRTH o 720 BRIKAIEE~120.03~3.02 1g/g or ml D
BEET, RIRKEIE > BME SR ERESHFE> XS
BSHERDIETH 572

4. BRIRBLE

Bi## % Table 2127R L7z,

ARBR R DFEBI I 6 BT, BEERDEEETS. epidermidis,
Staphylococcus sp., S. milleri DY 7 LRGHIRE AR X
Mo 95 5BITIRAH % 1 H200~400 mg(5 2 ) %7
BRELDT, 4~THROESTER 1, Hih4 DR
‘Bohr, EF S IEEHT, 185300 mg, 12B M CE
HTHot,

NERNIED 5 BID 53, S. aureus, Staphylococeus sp.,
A. radiobacter s EHRE SN/, 1 B200 mg(45+2), 6
~7TBH&RS T2BIASIIER Lz,

BRARAR K12 1660 T, S. aureus, S. epidermidis, ﬁﬁﬁ
B EArHShrz, 1 B200~400 mg(4 2 )R, 3~
14BM&ES T, 1PIIES, 1081ZED, SBICRRE
OERBF LN,

IRERIRE D 1 FlITIRAREBIT, 1 H400mg(532)7
BEKS LTEHERL,

SRR RIL S5 BIT, S preumoniae, H. influenzae,
Corynebacterium sp. 2 &7 7 LtE, BUYEIRE SH
720 &%) 1 H200 mg(5 2 )NART, EX, AHHHE 16
IZHAONTA, R 3B, RREHIIIEDTH-
A

SHRERD 16X, ERBRAIBOONLLDT,

Table 1 Antimicrobial spectrum

(pg/ml)
No. of
Organisms ) TE-031 EM M
strains
H. aegyptius 4 1.56 1.56 0.78
M. lacunata 7 0.19~0.39 0.78~3.13 0.78~1.56
S. pneumoniae 8 <0.19~0.78 <0.19 0.19~0.78
C. diphtheriae 4 <0.19~6.25 <0.19 0.39
N. gonorrhoeae 1 <0.19 <0.19 0.39
S. haemolyticus 2 <0.19 <0.19 0.19
S. viridans 2 12.5 <0.19 0.78
S. aureus 4 0.39~0.78 0.19~0.39 0.39~1.56
P. aeruginosa 2 >100 >100 >100
S. aureus 209P 1 0.39 0.39 0.39

Inoculum size : 10® cells/ml
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Fig. 1 Sensitivity distribution of S. aureus (20 strains)
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Fig. 2 Aqueous humor and serum levels of TE-031
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1 H400 mg(4 2 )NAR 7 BRI TR A A ST,

BERESRIL 7 BT, RESD O DWW H
5, S.aureus, S.epidermidis, P.cepacia 3 & F DD
FREEE, MAMEIRIE SN, £ERKIZE 5 RES
BEHHLTEA L 1 H200~300 mg(% 2 )Mk Lo
oo T-9HMHZE LT, 16IZER, 3BIIART, &
D 3BNIEMTH 5 720

ARERIBITHL, AERY, a5 PL X%
BRIRIZB T 5 AR EERENSKEST, RIEFTUHH 5
S. aureus, S. epidermidis, S. pneumoniae, Alcaligenes,
BREMEE % EARE S 7, AHI% 1 H200~400 mg( 4y
2)THRET 5, 6~THETEBICAIERT R IZED
AONTHIMIEA L.

AIREED 1613, HIRME, FR%E 6 AR RERic
BFEZED, BEFRIBHETH 572475, FH| 1 H400
mg(72)ABREET7 HMIES L, IRBOMELE Mg
EEDOHELGALNTHEITH 572,

D EDES4ESINBIRBBROER* —ERRTAH &,
Table 3D & H 2% %,

1160, AZH31BI, RLH/HTH, BHSHIT, F
B, BRHEDLETB), FEHEIT.8%Th 7,

BWERIZ 1B BN 57,

TREEFIDBKRMR % £ LT Table 4IIR Lz, ¥

7 LEHEIZII85.2% DEET, 75 LARMEIZER
A% CBHEETRVAB0.0% DEMRTH 5, BANE
I2IX100% DEHETH o720 BREABEFHOZ 142
66.7% Th -7z, 2L LT82.6%DEHENELNT,

o. * ®

TE-031DERFAYE I BT 5 S22 & DN BakREY
RE2T> TR ORI E, ho~su5 1 FElEK
BLTEREMR TAiz,

FHIOLEIER L EM L EIRE, F/1~-38BEER
TwbEnbhdh, AESHPREBEKIZOVWTHESD
FRELLIAIZEINE, EM EEBOMBANRY b
NVTT 7 LEHRBICHECHEN 2R L, BRSO
S. aureus T130.39~25 pg/ml DREZUSHERL,
0.39 pg/ml, 12.5 ug/ml IZEFNEFNDHDUAMAK SR
2o THIZEM, IMEDBVEEEERTINTH
A

E35E H AR L EREFSREIIBIIAHEL VKDY
LOEEEFIZEI NI, S. aureus T84BRIZHT T RS
I <0.05~ >100 wg/ml 15 < 545 L, 0.1 ug/ml,
1.56 pg/ml IZ 3 DIIA A SN T V2, £LTEM,
IMEDI-3BRBEFmVBRERERLZ LR, RELD
B CHICBMT 5 DTH o7,

Fig. 3 Ocular tissue concentration of TE-031
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Table 2-1 Clinical results of TE-031 treatment
. Age . ‘ ' Daily Day§ 9( Total Side-
0. Diagnosis Eye Organism dosage adminis- dose Effect
Sex . effects
(mg) tration (8)
38
1 Blepharitis op | Staphylococcus sp. 100X 2 7 1.4 + -
M (coagulase-negative)
70
2 M Blepharitis oS S. milleri 150X 2 4 1.2 + -
0
3 ZF Blepharitis Both | S. epidermidis 150X 2 7 2.1 + -
4 | 2 | Biepharitis os | Staphylococcus sp. 150X 2 7 2.1 + -
M (coagulase-negative)
5 (;9 Blepharitis 0s (=) 150X 2 12 3.6 - -
6 7F9 Blepharitis Both | S. epidermidis 200X 2 7 2.8 + -
7 5: External hordeolum oD S. aureus 100X 2 6 1.2 + -
8 3; External hordeolum OD | S. aureus 100Xx2 7 1.4 + -
9 SFI External hordeolum OD | S. aureus 100X 2 7 1.4 + -
10 2: External hordeolum oS A. radiobacter 100X 2 7 1.4 + -
11 33 External hordeolum (o Staphylococcus sp. . 100X 2 7 1.4 + -
M (coagulase-negative)
12 28| Meibomianitis os |3 salivarius 100X 2 7 1.4 + -
F S. aureus
13 | 9| Meibomianitis os | Staphylococcus sp. 100X 2 7 1.4 + -
M (coagulase-negative)
14 :;7 Meibomianitis oD GPR 100x2 7 1.4 + -
15 Slj Meibomianitis OS | S. epidermidis 100X 2 7 1.4 + -
16 | 2 | Meibomianitis op | Siaphylococeus sp. 150X 2 3 0.9 + -
F (coagulase-negative)
17 GFS Meibomianitis OS | S. epidermidis 150X 2 6 1.8 + -
39 Staphylococcus sp.
18 F Meibomianitis 0s (coagulase-negative) 150%2 7 2.1 + -
S. sanguis
19 1;; Meibomianitis oS (=) 150% 2 7 2.1 + -
20 | 2 | Meibomianitis op | Staphylococeus sp. 150X2 7 2.1 + -
F (coagulase-negative)
21 ZFS Meibomianitis oS Anaerobic GPR 150%2 7 2.1 + -
22 i; Meibomianitis oD GPR 150% 2 7 2.1 + -
23 ‘E Meibomianitis 0S | S. epidermidis 150X 2 7 2.1 + -
29 Staphylococcus sp.
24 F Meibomianitis oD (coagulase-negative) 200X 2 7 2.8 - -
Neisseria_sp.
25 3: Meibomianitis oD (=) 200%2 7 2.8 + -
26 3F2 Meibomianitis 0s (=) 200%2 14 5.6 + -
27 SFZ Meibomianitis OD | P. acnes 200X 2 14 5.6 + -
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Table 2-2 Clinical results of TE-031 treatment

A Daily Days of Total .
No. S ge Diagnosis Eye Organism dosage adminis- dose Effect Side-
ex (mg) tration ) effects
M. subgens
75 . A. calcoaceticus
28 F Lid abscess [ Staphylococcus sp. 200X2 7 2.8 + -
(coagulase-negative)
29 :;/([) Acute conjunctivitis Both | Corynebacterium sp. 100X2 5 1.0 = -
64 Staphylococcus sp.
30 F Acute conjunctivitis Both (coagulase-negative) 100X 2 7 1.4 + -
H. i “" zae
31 slvf Acute conjunctivitis Both | S. pneumoniae 100X 2 7 1.4 + -
32 SFS Acute conjunctivitis Both | Anaerobic GPR 100X 2 7 1.4 + -
33 :Z Acute conjunctivitis Both (=) 100X 2 7 1.4 + -
34 7;) Acute dacryocystitis oS Nonfermentative GNR 200X 2 7 2.8 + -
66 . . S. epidermidis
35 M Chronic dacryocystitis (O Nonfermentative GNR 100X 2 7 1.4 + -
52 . . S. aureus
36 F Chronic dacryocystitis Both S. epidermidis 100X 2 7 1.4 - -
37 i,a Chronic dacryocystitis OD | P. cepacia 100X 2 7 1.4 + -
38 tz Chronic dacryocystitis OD | P. cepacia 150%X2 7 2.1 - -
39 ZFS Chronic dacryocystitis oD (=) 1502 7 2.1 + -
40 8F] Chronic dacryocystitis OD | Anaerobic GPR 150X2 7 2.1 + -
41 SN% Chronic dacryocystitis OD | S. aureus 150X%2 9 2.7 - -
76 o §. epidermidis _
42 F Keratitis Both Nonfermentative GNR 100X 2 7 1.4 +
43 ::: Keratitis Both | S. epidermidis 100Xx2 7 1.4 + -
71 . Bacillus sp. _
44 F Keratitis oS GPR 100X 2 7 1.4 +
45 2: Keratitis Both | S. epidermidis 150X 2 6 1.8 + -
46 :;17 Keratitis Both | S. epidermidis 150X 2 7 2.1 + -
47 3; Keratitis oD Anaerobic GPR 150X 2 7 2.1 4 -
48 2: Keratitis Both | S. pneumoniae 150X2 7 2.1 + -
49 ?: Keratitis 0S | S. epidermidis 200X 2 7 2.8 + -
50 SFZ Keratitis OD | Alcaligenes sp. 200X 2 7 2.8 + -
51 SN? Keratitis 0S | S. aureus 200X 2 7 2.8 + =
52 | 7| Keratitis 0s (-) 2002 7 2.8 | + -
53 i} Keratitis OD | S. haemolyticus 200X 2 7 2.8 + -
54 SFI Corneal ulcer oD (=) 200%2 7 2.8 + -




VoL 36 s-3 CHEMOTHERAPY 1107

FRDRHH—> & LT, M rRGFE%)H(EDso)
B EM DEI0fEHR <, 2 AH DGR AT EM 12
RLUTE L, FHICH~OBTHSER TSI EAHL
nTw 5,

AREDHIRABTICOWTRELZEZAIZ I NI,
KRIZ100 mg/kg BORS L THIE KA 2 BRI £
0.75 xg/ml @ peak BEARITL, ZNEMIEIZ75.8%

THolo EMIZDOWTHEY OHEIZ LT, ERIC
500 mg OS5 L TRIBE KA 2 BE#I 1£0.44 4g/ml O
peak A B SN, FEMLiz44.0% TH -7 - T
TE-031 DRI E KMHBITIZ EM IZH~XT & ) &k T,
INBVEMLERLAZ ERS, BRABITIZOWVWTS
HHAEARRICENR TV A ENTRENLDTH 72,
IREEAMITORBRICENR TV A Z EATRENT,

Table 3 Clinical effects of TE-031

. . Effect Efficacy rate
Diagnosis No.

+ + + - (%)
Blepharitis 1 1 83.3
External hordeolum 2 100.0
Meibomianitis 16 1 10 5 68.8
Lid abscess 1 100.0
Acute conjunctivitis 5 1. 1 2 1 40.0
Acute dacryocystitis 1 100.0
Chronic dacryocystitis 7 3 3 57.1
Keratitis 12 4 8 100.0
Corneal ulcer 1 1 100.0
Total 54 11 31 7 5 77.8

Table 4 Clinical effect classified by isolated organisms

. Effect Efficacy rate
Isolated organism No. - i " — (%)
Gram-positive
Staphylococcus sp. 6 6 100.0
S. aureus 5 3 1 80.0
S. epidermidis 9 8 1 88.9
S. haemolyticus 1 1 100.0
S. milleri 1 1 100.0
S. pneumoniae 2 1 1 100.0
. Corynebacterium sp. 1 1 0
Single
infection GPR 2 1 1 50.0
Sub-total 27 6 17 2 2 85.2
Gram-negative
P. cepacia 2 1 1 50.0
A. radiobacter 1 1 100.0
Alcaligenes sp. 1 1 100.0
Nonfermentative GNR 1 1 100.0
Sub-total 5 1 3 1 80.0
Anaerobes 5 1 4 100.0
Mixed infection 9 3 3 2 66. 7
Total 46 11 27 4 4 82.6
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Fabhbiks 2 K ORMEMPIRE L, SRR
120.48~1.38 png/g, BRAIER~130.03~3.02 xg/g or ml
BITMEH LN,

D EORBERBRETBEN S, TE-0311%, 77 LK
REIZH LTIZEM L D3gWitE I E R L, BRABITD
IVBRIFTHHLIEPHMONT LD TH B, IRERAED
FEREE LTS ABHEREIH2/32E5DH T N5,
NS EBOBEEAIEREELDTHEAIERTL LD
LEz o0l

FR R BT SAEB D SRR SIE (23 L TIT b N7z,

TRabbIRKEE, SEHE, BARRE IRERRE, 2%
ek, SHREEE, BHRERX ARK BE®REO
BAEG, EH5460i2, A% 1 B200~400 mg 2 [E5FE
LT, FE&LIBI, HxH316I, LRH/H 76, EHHSHI,
BIETT.8% DBEKERI B LN, TNLEBIH LS
BINT-HERNBEERDREABIZ, S aureus, S. epider-
midis, S. pneumoniae %D 7 T LIGTEERE, HMIAMEIC
FNENSS.2%, 1006 DHEHETH 72,

BED ORI Y LB AR OBRIKEE" T,
18216 14026 BN THIETT.0% Th - 72,

ALEDLDIRBREEICBTHHEIZNICEUT LD
THo7,

BERICDOWTIX, HED VR LY TI13£18505
Bihazpl, 2.27% DRBIAET, HLBEKRINILA LT
Hotze

RELDBITIE, BERIZ 1B AL NLhste,

LAk, TE-0310#BEH, BERRMIRFTHR&ED S, &H
BEELTY 7 ABMIRE, REMEICL 2BRREFED
BAED O PFIEDEGIN L CHERDR L HF LES,
BERLRIERO—DTHHrEEZ LN,

X 73

1) $E35H HALFEREERLER, HFES LRI YL,
TE-031, %[, 1987

2) HAHE—3X:Erythromycin i 02 D FEKIZ 5T
DFFF. BRAR., 15:755~764, 1961

3) =ZEEE, KAEX, FBKE SHIEE BiE
EF : Josamycin DRFHHYIEH, Chemotherapy,
17 : 739~745, 1969

4) HHE—%: Erythromycin 3 012 % 0 F ko 3
TOWFE, BRBR., 17:731~734, 1963

5) KALEXR, RLEELTE, KHHEF RELE, B
AERIR, 44 :790~794, 1986

TE-031(A-56268)IN THE TREATMENT OF OCULAR INFECTIONS

Masao QorsHi, Funo SAKAUE, Akiko OomoMo and HirosHl Tazawa
Department of Ophthalmology, School of Medicine, Niigata University, Niigata

The antimicrobial spectrum of TE-031(A-56268)is similar to that of erythromycin, and this new macrolide antibiotic
shows potent antibacterial activity against Gram-positive cocci. The sensitivity distribution of TE-031 against 20 clini-
cally isolated strains of S. aureus was 0.39~25 xg/ml, with peaks occurring at 0.39 xg/ml and 12.5 ug/ml.

TE-031 was orally administered to adult white rabbits in a dose of 100 mg/kg, and the concentration in the anterior
chamber aqueous humor reached a peak of 0.75 xg/ml at 2 hours, when its ratio to serum concentration was 75.8%. The
concentration gradually decreased thereafter to 0.54 pg/ml at 6 hours. At 2 hours, drug levels in the various ocular tis-
sues were 0.48~1.38 ,g/g in the external and 0.03~3.02 xg/g(or per ml)in the internal ocular tissues.

TE-031 was also orally administered in 2 daily doses of 100 mg, 150 mg and 200 mg to a total of 54 patients with
blepharitis 6, external hordeolum 5, meibomianitis 16, lid abscess 1, acute conjunctivitis 5, acute dacryocystitis 1, chro-
nic dacryocystitis 7, keratitis 12, and corneal ulcer 1. Clinical efficacy and safety were then investigated. The results of
evaluation of clinical efficacy were excellent 11, good 31, fair 7, and poor 5, with an overall efficacy rate of 77.8%. This
rate was also analyzed as a function of clinically isolated bacteria ; the mean efficacy rate was 82.6% for cases infected
with S. aureus, S. epidermidis, S. pnewumoniae, non-fermenting and anaerobic bacteria, etc. No patient experienced side-ef-
fects due to TE-031 administration.



