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X, 77 2BHEICH L TREDEIEAL T, BMEAE LT, 16IIEED GOT, GPT D—8

HoOERNVEDHLNT,
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1. BEROHRE
1. HEH
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RIS KZEFDHIRRRREHRAE S REORERK
20kk &, SRELIZB O TEEOBKRME D OB
ENT= T T LB E 2438k (Staphylococcus aureus 358K,
Staphylococcus epidermidis 358k, Streptococcus pmeumoniae
348k, Streptococcus pyogenes 32%K, Streptococcus agalacti-
ae 38%k, Listeria monocytogenes 358k, Enterococcus faecal-
is 34%k), B L U7 5 LM E 1258k (Branhamella catarr-
halis 328k, Haemophilus influenzae 334k, Clostridium dif-
ficile 198k, Bacteroides fragilis 418%) DEH39THRE AV T,
AR OB/NREILBEMIC) ZHEL, AFEERD
HAEYWHE THH EM, Josamycin(JM), Acetylmidecamy-
sin(MOM), Rokitamycin (RKM)B L UOFR=> 1)~ A
R D Amoxicillin(AMPC) D Z & B L 720
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Table 1 Antibacterial . spectrum of TE-031 and other antibiotics
Inoculum size 10°cfu/ml
MIC ( z#g/ml)
Organisms

TE-031 EM MOM AMPC
Staphylococcus aureus Swmith 0.05 0.05 0.39 0.05
Staphylococcus aureus TERASHIMA 0.05 0.1 0.2 0.1
Staphylococcus aureus ATCC 25923 0.1 0.2 1.56 0.2
Staphylococcus epidermidis ATCC 12228 0.2 0.2 0.78 3.13
Micrococcus luteus PC1 1001 0.1 0.2 0.78 0.78
Micrococcus luteus ATCC 9341 =<0.025 <0.025 0.1 =0.025
Bacillus subtilis ATCC 6633 0.05 0.1 0.39 0.05
Escherichia coli NIH] ]JC-2 25 25 >50 3.13
Escherichia coli BHN 6.25 6.25 12.5 0.78
Escherichia coli Kp 25 25 50 3.13
Escherichia coli ATCC 25922 50 0.05 >50 3.13
Shigella dysenteriae EW 3 1.56 1.56 25 0.39
Shigella flexneri 2a EW10 6.25 6.25 >50 1.56
Shigella flexneri 3a EW14 >50 >50 >50 1.56
Shigella boydii EW29 12.5 25 25 0.78
Shigella sonnei EW 35 25 25 50 0.78
Salmonella typhi H901 12.5 25 >50 0.78
Salmonella typhimurium ATCC 14028 >50 >50 >50 1.56
Klebsiella pneumoniae PCI 602 6.25 6.25 25 >50
Klebsiella pneumoniae DENKEN 25 25 >50 0.78
Klebsiella pneumoniae ATCC 13883 >50 >50 >50 >50
Enterobacter cloacae ATCC 23355 >50 >50 >50 25
Serattia marcescens ATCC 8100 >50 >50 >50 50
Proteus vulgaris ATCC 21100-1 >50 >50 >50 0.78
Proteus vulgaris ATCC 13315 >50 >50 >50 6.25
Aeromonas liquefaciens Y-62 6.25 6.25 >50 3.13
Pseudomonas aeruginosa Kosavasti >50 >50 >50 >50
Pseudomonas aeruginosa NCTC 10490 >50 >50 >50 >50
Pseudomonas aeruginosa ATCC 27853 >50 >50 >50 >50

Medium : Mueller-Hinton Broth (Difco) supplemented with Mg*25 ng/ml and Ca?*50 pg/ml

Method : MIC-2000
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MIC DFIFE I MIC 2000( ¥ 1 +7 » 7 #) V2
yu74 3 FREZRAL, BEERII0° cfu/ml &
AHLHICHAELY,

% 7, Mycoplasma’ pneumoniae 208k (FE#ERR 2 Bk, BEIK
SEERRI8KR) 12D\ T, TE-0310) MIC %l L, EMB
X URKM D #h & B L 72, MICOHIE I ERFARE
ICTAe v, HEEREI310°~10° cfu/plate & L7,

2) EBRH

BERGEOELEB/RBIIN T HEHFO MIC X, 7
S LABHEREICHH LTIREM # AMPC L AEH B\ i3 1
EEN, MOM L W2~4BENTHEY, S aureus (ZXF L
Tid, 0.1ug/ml UTORIFZBETH 720

LA LY T LEMEI LT, EM% MOM RIH5H
WHEITEME D S e h 5 72(Table 1),

Ba bR 5 BERR1 1 BB 368K IS T A AH B & UMh 5 A
DHEIEROR KL, MIC oAk o ICREHRT
Fig.1~11IZR L7

S. aureus |23t F A AF D MIC 13, 0.1 yg/ml IZE—
sasH BN, EM, RKM X 9 1%, M, MOM & h 3%
FEN TV 7z, LA L35k 8 #1250 pg/ml UL E DA
HiA b7z (Fig. 1),

S. epidermides {23t L Tix, EM, RKM & [@% 0.2

pg/m I MICDE— 27 DAL, M, MOM kb 2%
FER TV, LA L35HRH1IHRICS0 ug/ml B E Ofit
A SN/ (Fig. 2 )

S. preumoniae {23t L TiE, AMPC & [7% 00.025 g/
ml UTFIZMICHOE =2 AR bh, 43RS h1~4
ERT W, WPEE X348k 2 BIZEZD 5 N7 (Fig. 3),

S. pyogenes (23t L Tix, AMPC & [F%0.025 yg/ml
UTIZMICOE -2 HAbh, 4 ERMEh1~45E
nT\w/:(Fig. 4 ),

S. agalactiae \Z3F L TiX, 0.025 pxg/ml LATFIZ MIC ©
E—rhkhbh, f5FEHELH1I~-SEERTV(Fig.
5)o

L. monocytogenes \Z3F L TiX, 0.1 ug/ml LLF CL#%E
EHMEIESHh, 5 EH L 1—4EEBR T/ (Fig. 6),

E. faecalis |23+ LT, BEHF & b IZWRILV MIC 5%
MAaoN, FAILEM & IIFREOREIERERL,
S4Bk 13BRICTH R DA b N7z (Fig. 7 )o

B. catarrhalis {23+ L Ti30.025 xg/ml LA F i MIC »
¥—rhsaoh, iowsos 4 FRER L D2~5EE
nTw/:(Fig. 8 )

H. influenzae \2xF L Tid, 3.13 yg/ml I2 MIC D ¥ -
shHE LN, AMPCL D 2%, EMI Y 1EH -0

Fig. 1 Susceptibility of S. aureus against various antibiotics (35strains)

(%)

1001
801
i)
¥
s
S 60
13
[
Q.
[
2
2 404 —TE-031
§ — EM
3 - M
20 -—- MOM
—— RKM
-~ AMPC
MICO T T T lb/ T T T T T T T T 1
Drog <0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50  >50(ug/m)
TE-031 13 10 1 8
EM 1 15 8 1 2 8
M 7 21 1 6
MOM 2 25 2 1 5
RKM 3 24 2 1 5
AMPC 2 8 1 8 6 5 1 3 1




voL. 36 S—3 CHEMOTHERAPY 701

Fig. 2 Susceptibility of S. epidermidis against various antibiotics (35strains)

)
1001
01 .
o 8 uf“\.-rr_—mgm(_’#_.‘
o z
s /
c P
b 601 /
2 /,«
() .
£ 4 / —TE-031
—:E; / — EM
3 Vs e IM
201 - --- MOM
/
. —— RKM
-~
- —— AMPC
0 T T - T T T T
o~ MICT <0.025 0.05 0.1 0.2 039 078 1.5 3.3 625 125 25 50 >50(ug/m)
TE-031 6 18 11
EM 20 4 11
M 4 20 2 9
MOM 10 15 1 9
RKM 18 8 1 8
AMPC 2 3 6 8 9 7
)
1001
80-
[
Y]
o]
£
S 601
o
Q.
[
2
3 401
=3
£
=
@]
20
0 —__,_///

T T T T T T T T T T T T T
€l <0.025 0.05 0.1 0.2 039 078 156 3.3 625 125 25 50 >50(ug/m)
TE-031 26 1 1 1 1 2 1 1

EM 13 14 1 1 1 1 1 1 1
M 1 10 20 1 1 1

MOM 2 12 17 1 2

RKM 2 6 21 2 1 1 1

AMPC 34




JULY 1988

702 CHEMOTHERAPY
Fig. 4 Susceptibility of S. pyogenes against various antibiotics (32strains)
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Fig. 5 Susceptibility of S. agalactiae against various antibiotics (38strains)
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Fig. 6 Susceptibility of L. monocytogenes against various antibiotics (35strains)
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Fig. 7 Susceptibility of E. faecalis against various antibiotics (34 strains)
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Fig. 8 Susceptibility of B. catarrhalis against various antibiotics (32strains)
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Fig. 9 Susceptibility of H. influenzae against various antibiotics (33strains)
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Fig. 10 Susceptibility of C. difficile against various antibiotics (19strains)
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D, RKM & I2IFE%, IM L) 1%,
7B TH - 7:(Fig. 9 )o

C. difficile \Z3F L TiE, HFEHI L bIRL V> MIC 5073
HZbh, BFDE—2130.39 ug/ml Tdh o7z JHid
RKM L W id 2 &Y, tEHMLIZIIIFREOHATDH
o7, SHNVsUOF 4 FRERTTUIMNL, &4 5
RO EATEED b 7z (Fig.10),

B. fragilis (2% L TI30.1 gg/ml {2 MIC D ¥ — 7 H3A
ENFL DD, AIBRFISHRIZ25 pg/ml LLE DT A A
i, RKM X DX 2%E4 D, IM, MOM &I(ZIZFE%,
EM & D32 EENI-BRETH - 72(Fig.11),

DEDBEETEDTABE, 75 LBMEIZLT

MOM & 9 2 EE

i, FEMDOTr 074 FR4KF LRSS D0
BEENEKBETH 57

—H7 7 ABRHEICH LTI, RKM L 9 EFH 1
A, B 3 EH L ITREDEATH 72,

M. pneumoniae (2314 % AH| D MIC 120.0078 1g/ml i
E—sdAhbh, EM XD ETH 57255 RKM & hi3
2 EENTW2(Fig.12),

2. in vivo FTEIEA

1) £BKE

M. preumonice BEHEBR (Mac 112) # RERB & L, &3
~4BEDT =V F U NLR 5 — B0 IEE g X
¥, BREZRT7THBEIDAKBLUEMIZX B EN

Fig. 12 Susceptibility of M. pneumoniae against various antibiotics (20strains)
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Fig. 14 Serum and sputum levels of TE-031
a) 28y.o. M. 53kg (200mg p. 0. after meal) b) 38y.0. M. (150mg p. 0. after meal)
Dx : Diffuse panbronchiolitis Dx : Diffuse panbronchiolitis
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0 0 034 345 3.6 1.55 2.22 0 131 1.12 0.55 0.42 0.26
(#g/m]) — (ml) (,ug/ml) (ml)
4 40 4 r40 ¢
= =
o — ERr ] E
%3 /\ 30 & 231 F30 &
: / o I S s
2] 120 & 52 20 &
g £3 - £
1 / 0”17 / N F0”
; | l / ,
00.5 2 3 4 5 6 7 8 (h) 2 3 4 5 6 8 (h)
036 0.74 2.78 3.46 0.85 1.61 2.81 2.02 1.96 1.36 0.95
0.38 2.30 3.06 2.66
c) 63y.o0. M.‘<200mg p.o. after meal) L7
Dx : Bronchiectasis, BIEESE1.4X10° cfu/ml T, R 7, 10, 14,
Chronic pulmonary emphysema, 17 51 g gz g nEn S EFOBRL, WAOEHEN
(ug/ml) Chronic respiratory failure " o - )
4 - EL7, EXS5EIX5 mg/IC/BEL, 18 I1EEO
_ 200me k5 %17k o7
4l | 2) EBRHH
£ M. pneumonice k% BB RGE SN LY =135
221 AH B & 0 EM DERBHR® Fig. 13105 L7z, AHIZ
”n
EMI W EFH-7-b00, a>ru—LE#iIZkL, B
1 & B B DR 355 & 72,
3. M8 X OEEPIRAE
0 1 2 3 4 5 6 8 (h) 1) EBHE
g/l —— LT LB 0H BB BE 3 B0 T AR E % 2 6,
41 1 (™Y SR 1613 L ORRIIS0~200 mg & LT
° | 3 gO#5L, REEREMNICRLE LU0 REEOER
837 ; PHAT L 720 &4 DRRAKIZ D W T Micrococcus luteus
£ L~ — e SO gy
£ T TN | [0 ATCCSMIEREEE LN/t T AL 5T
Y E ERBELAE L,
14 § 2) EERBM
ZOR#EY Fig. 1R L7, MEPRENE — 7141
¥ T -~ Z . 1~3.45 10) %l—‘\[/f:o
0051 2 3 4 5 6 8 (h) 3%F§EL Ao, 1.3 #g/m R e

047 1.72 2.23 2.3 2.24 1.85 2.11 1.75

F7-BEDBEDOE — 7132~ 6BFH BIZA LR, REER
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Table 2-1 Clinical and bacteriological efficacy of TE-031
Dose
Clinical Isolated Chest Side-effects
No. | AgeSex,B.W. (days) B.T. WBC. CRP, ESR Effect
diagnosis organism X-P Remarks
Total
150mg X 2 S. aureus (+) 36.5 6900 (+) SO
Not
1 | 37.F. 34 |Bronchiectasis (7) | i i i } Fair (=)
examined
2.1g NF. 36.9 9200 2(+) 42
150mg X 2 S. pneumoniae | 38.5 7900 4(+) 10
Not
2 | 66, F, 45 | Chronic bronchitis (7) | } ! 4 | Good (=)
examined
2.1g NF. 36.7 9700 2(+) 20
200mg X 2 P. aeruginosa 36.0 4900 (+) 76
(mucoid)
3 44, M, 49 | Bronchiectasis (7) i i ! } | Unchanged Poor (—)
2.8¢ N.D. 37.2 3700 (+) 67
200mg X 2 NF. 36.5 7500 () 3 GOT t
(30—44)
4 59, M, 62 | Chronic bronchitis (7 i ) i ) } | Unchanged Fair
GPT t
2.8¢ N.F. 36.5 7300 (—) 1 (28—64)
150mg X 2 NF. 38.0 19000 6(+) 68
5 63, F, Chronic bronchitis (7) I} 1} i ) } | Unchanged Good (=)
2.1g NF. 37.1 6900 2(+) 85
200mgX2 | S.pneumoniae (4)|37.6 6300 2(+) 57
Remarkably
6 27, M, 51 | Pneumonia (7) i ) ) ) ) Excellent (=)
improved
2.8g NF. 36.2 4800 (—) 20
200mg X 2 NF. 37.1 4700 (+) 20
Mycoplasmal Moderately
7 23, F, 72 (8) i ) } ) ) Good (=)
pneumonia improved
3.0g N.F. 36.2 5100 (=) 13
150mg X2 N.F. 37.4 4400 2(+) 36
Psittacosis Remarkably
8 31, F, 47 (7) i 4 } ) ! Good (=)
pneumonia improved
2.1g N.F. 36.2 6500 (—) 19
150mg X 2 S. aureus (+) 37.5 5300 (+) 65
Not
9 38, F, 37 | Bronchiectasis (14) i i } ) ) Good (=)
examined
4.2g (=) 36.2 6300 (—) 42
200mg X 2 K. pneumonige (+)* |37.0 10200 3(+) 95
Moderately
10 63, F. 44 | Pneumonia (14) ) i i ) ) Good (=)
improved
5.6g N.D. ND. 5100 (+) 63
150mg X 2 NF. 36.9 6300 6(+) 48
11 64, F, 47 | PIE (6) i ) 1} | | | Unchanged | Unevaluated (=)
1.65g N.F. 37.2 6600 3(+) 140
150mg X 2 N.F. ND. 5700 2(+) 70
Moderately
12 63, F, 47 Pneumonia (7) ! ! ! ) ! Good (=)
improved
2.1g (=) ND. 5500 (=) 25
* .1 day after administration
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Table 2-2 Clinical and bacteriological efficacy of TE-031
-1 Dose
Clinical Isolated Chest Side-effects
No. | AgeSex.B.W. (days) B.T.. WBC, CRP. ESR Effect
diagnosis organism X-P Remarks
Total
150mg X 2 N.D. 38.5 3600 2(+) 46
Remarkably
13 | 22, M, 61 | Pneumonia (7 ] ) } i I} Good (=)
improved
2.1g N.D. 36.4 4200 (—) 18
100mg X 4 N.F. 36.8 7900 1(+) 37
Remarkably
14 | 41, F, 47 | Pneumonia (5) } ) i } } Good (=)
improved
2.0g N.F. ND. 6500 (—) 25
Psittacosis 200mg X 3 NF. 36.6 3500 (x) 15
Moderately
15 | 38 F 39 pneumonia (8) i ) i ) i Good (=)
improved
(Suspected) 4.6g N.F. 36.8 3600 (—) 13
150mg X 2 NF. 37.0 3500 (—) 23 Unclearness
Organized Slightly
16 | 63, F, 38 (15) i i I} I} I} Unevaluated | of inflamatory
pneumonia improved
4.5g NF. 36.6 3300 (—) 28 reaction
150mg X 2 N.F. 37.8 7600 2(+) 39 N
ot
17 | 16, M, 51 | Acute bronchitis 7 ! } ) i I} Good (=)
examined
2.1g N.F. 36.3 5300 (+) 21
200mg X2 NF. ND. 12900 (+) ND.
18 | 28, F, 49 | Acute bronchitis (7) ) ) i i I Normal Good (=)
2.8¢ (=) ND. 9000 (—) ND.
150mg X 2 S. aureus (+)**137.1 13200 (+) 20
19 | 17, F, 45 | Acute bronchitis (8) i ) ) ) ) Normal Excellent (=)
2.4g NF. 35.9 4800 (—) ND.
300mg X2 S. pneumoniae (+) | 35.0 5800 (+) 60
Slightly
20 | 77, M, 56 | Chronic bronchitis (18) } ) ) ) } Good (=)
improved
10.5¢ NF. 35.5 5600 ND. 90
200mgX3 | S. pneumoniae (+) | N.D. 10400 2(+) 70
Moderately
21 | 63, F, 46 | Chronic bronchitis (4) ! i 1} } ) Good (=)
improved
2.4g E. cloacae (+) ND. 7500 (—) 49
300mg X2 H. influenzae(+) | ND. 7300 (—) 3
Not
22 32, M Bronchiectasis (6) 5 ) } i ) Good (=)
examined
3.6g N.F. ND. 5900 (—) 8
300mg X2 S. aureus (+)** |37.2 7100 6(+) 73
Moderately
23 | 59. M, 47 | Bronchiectasis (12) ) ) } ) ] Excellent (=)
improved
7.2¢ N.F. ND. 5300 (=) 15
150mg X 2 N.F. 36.9 6100 (—) 30
24 15, F, 50 | TBC (9) } } } ) } | Unchanged | Unevaluated (=)
L] 2.55¢ NF. 36.8 4500 (—) 24

* * : 3days after administration
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2.34~3.46 pug/ml TH o7 ThLDEXEFENEK
EEETRE/ERRELTERDT L, 0.83~2.14L
EEXRL, AHOBERPNOBITHRIFTHL I LD
NCY (AN

I. BEEREVHRES

1. WREF, H5HEBLURSRE

RIS K#EFHME_NH S L U FORERKICBIT S,
ABEB L UNROTFREFBIAERE24H(BHES A, &
H16%) e gL Lz, EFIOARIE, BHEREIRS
Bl, BR7BI(=4a75X<fik, 773I0THRE
181 Et,), 77 IT07THEADEV 16, BEREX
%50, KEXIIRES B, PIE EER 16, 2FEIL
RIFBLUMEKLIBITH -7 BREFEIZ1IEE
100~300 mg % 1 H2~4@EEOH{XS L, HK5HMIET4~
15SHM T, #X5E131.65~7.2g TH -7,

2. HRHEXE

R EOHE N, FAKSHI®ROBEERK, WX
HEHE, BENAERE, BMIKYE, CRP, FKitfl, &

B2 EORERREEEZIILT, BEMIZEL(Excellent),
H%h(Good), R H%h(Fair), #EZ%h(Poor)d 4 Ept|:
THE L7,

3. BRERAUEK

UBIDREH ZBRBFE % Table 2, 3IZRLT, £
BIESE 2\ LIdHEEOEFIAEITNA, 2054
PIE fEMEBE O 1 BIGEBILL) & BRI R GEBI6)D 1 4
B LU 1 BIGESI24) 13BN EZ X S i1,
W b HIEAEE (Unevaluated) & L7z,

BERH R EETH o 7221510 ML 3BIC, A
1560, #LFH26), EH1BITHY, AU LITIH
T, FDEHEIIES.7%Th -7,

KENAENERZATALE, iR, SHKEXLBL
W7 7 ITVTHE(BEW)ZEFAIEDULT, F8Rit
100% Tdh o7z BUREXRTIE S BIF 4 FINHLHT,
ANFEO% Th 720 FETILRETIE 5 G 3H2H
HMLUET, HEHE0% TH - 72 ENHIRETIHSE
D1PIUALN, FRZRSGHOBEDS X UREFTROYK
ENAONL T DIZESE LT,

Table 3 Clinical efficacy of TE-031

Effect
Excellent Good Fair Poor Total
Diagnosis
Pneumonia 1 6 7
Acute bronchitis 1 2 3
Chronic bronchitis 4 1 5
Bronchiectasis 1 2 1 1 5
Psittacosis pneumonia
(Suspected) 1 1
Total 3 15 2 1 21
Table 4 Bacteriological effect of TE-031
Isolate No. of strains Eradicated Appeared
S. aureus 4 4 (100%)
S. pneumoniae 4 4 (100%)
H. influenzae 1 1 ( 100%)
E. cloacae 1 1
Total 10 9 1
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Table 5-1 Laboratory data before and after administration of TE-031

— -
No. RBC Hb ( %') PLTS | GOT GPT Al-P LDH BUN | Creat. Remarks
a7 | 128 | 2 | 261 | 23 9 | 194 | ND. | 122 | 0.8
1 } } } | | i i } } |
304 | 120 | o | 246 | 35 | 15 | 192 | ND. | 1.1 | 0.6
a7 | 132 | 1 | 127 | 2 7 61 | 655 | 8.0 | 10
2 { ) } } } | } | | i
w9 | 137 | o |1z27 | 2 | 10 8 | 438 | 1.7 | 10
8 | 141 | 4 | 296 | 18 | 12 | 160 | 308 | 12 | 1.0
3 | i } } } i } } i }
0 | 136 | 7 |21 | 22 | 15 | ND. | ND. | 12 | L0
591 17.8 5 20.0 30 28 179 380 17 1.1 |[* : Probably drug-
PR O } } | ! ! | } | related
o5 | 169 | 6 | 215 |[30*|[0 | 192 | 310 | 17 | 10 |eoreisiiCe)
373 | 103 | 0 | 285 | 20 | 11 | 212 | 265 | 16 | 0.8
5 } } } } } } } | } !
408 | 109 | o | 378 16 s | 203 | 219 | 17 | 0.8
85 | 146 | 3 | 237 | 9 3 | 183 | 186 8 | 10
6 } 1) } } } } ! ! ! !
507 | 147 | 2 | 240 | 14 | 13 | 194 | 209 9 | 1o
51 | 125 | 5 | 21.3 | 9 3 | 150 | 321 | 11 | 10
7 | } } } } | i | } }
51 | 126 | 2 | 261 | 1 s | 167 | 315 | 138 | 10
26 | 120 | 2 | 187 | 13 4 | 123 | 282 | 13.8 | 0.8
8 | | } } } | } } } }
49 | 131 | 2 | 251 | 14 7 | 164 | 229 | 14.2 | 0.9
01 | 1.7 | 1 | 255 | 20 | 12 | 19 | 237 | 99 | 10
9 | i } } } } } } } }
m5 | 121 o | 257 | 22 | 11 | 178 | 285 | 13.9 | 0.8
394 | 1.8 | 3 2% | 12 s | ns e [ g9 [ o5 [probably ot
O O T T T O Lo
33 | 1.6 | 1 21 | 16 7| s | s | @@F)] 06 |t zwks atter
4 | 124 | 3 | 321 35 | 25 | 227 | 353 | 12 | 0.8
11 | } } } } i } } } |
377 | 107 | 3 |37 | 11 | 10 | 176 | 265 8 | 0.9
47 [ 129 | 1 | 30.1 | 19 6 | 156 | 369 | 7.4 | 0.8
12 ! } } ) } } ! } } }
23 | 129 | 2 |42 | 17 5 | 139 | 38 | 7.6 | 0.9

N.D. : Not done
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Table 5-2 Laboratory data before and after administration of TE-031
No. | RBC | Hb (;) PLTS | GOT | GPT | AI-P | LDH | BUN | Creat. Remarks
452 | 13.6 0o | 190 | 21 28 | 139 | 652 | 7.5 | 1.0
13 ) ) { } i } i i } i
446 | 13.4 2 | 184 | 17 24 | 126 | 324 | 82| 10
455 | 13.6 0o | 209 | 18 7 | 147 | ND. | ND. | ND.
14 ! i } } ! } { } } i
427 | 12.8 2 | 241 | 16 6 | 127 | ND. | ND. | ND.
397 | 11.5 3 | 244 | 18 11 89 | 253 | 14 | 0.8
15 } } } ) } } ) } } )
393 | 11.5 0 | 249 | 16 7 83 | 210 | 14 | 0.8
417 | 119 5 | 184 | 17 7 |11 | 312 | 15 | o8
16 i } { } | } ! } } }
389 | 11.7 3 | 201 | 23 16 | 123 | 263 | 15 | 0.8
502 | 14.8 2 | 185 | 12 6 | 162 | 244 | 186 | 1.1
17 } } } } } { } } } {
450 | 14.4 6 | 186 | 2 8 | 226 | 316 | 200 | 1.2
453 | 13.0 2 | 270 | 2 11 109 | 307 | 10.9 | 0.7 |*: Probably not
8 | | l ! ! } ! ! ! ! ! drug-related
473 | 14.0 5 | 3.0 | 18 10 | 104 | [428]"] 11.6 | 0.6 |TG: 144 — 293
595 | 16.7 8 | 16.0 9 6 | 138 | 279 | 12.2 | 0.7
19 i } } i } } } i ) }
462 | 134 | 13 | 190 | 11 7 | 130 | 300 | 9.9 | 0.7
344 | 10.3 2 | 13.4 | 19 18 | 200 | 297 | 51.6 | 3.9
20 } | } 1) | 4 | i } )
355 | 10.7 5 | 124 | ND. | ND. | ND. | ND. | 64.1 | 3.8
395 | 12.4 0o | s32 | 18 14 | 152 | 263 5 | 0.8
21 } } ) } } ) } } ) i
427 | 13.9 2 | 320 | 19 13 | 13 | ND. 7 | 0.9
517 | 15.5 0 | 2.3 | 19 16 | 213 | 367 | 20.9 | 1.3
22 i } i } i 1} ) } } )
487 | 14.9 1 | 2.0 | ND. | ND. | ND. | ND. | ND. | ND.
421 | 12.9 0 18 11 2 94 | 262 | 9.7 | 0.5
23 ! } } | } } ] } i i
476 | 14.7 | ND. | ND. | 14 4 | 103 | 278 | 151 | 0.4
444 | 12.7 6 | 28.2 8 8 | 203 | 280 | 16 | 0.8 |*: Probably not
O T T T e I I AR I P e
427 | 12.4 | O | 314 | 10 8 | 213 | 246 | 13 | 0.9 | (Iwk aften)

N.D. : Not done
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AEEHREAR % Table 4IIR L7, I TITIIMEE
POFBESNIEED ) B, a-Streptococcus & Neisseria
FRVWEBDERL TS, 77 ABMENS CHRES
nrds, 77 ABRME L O TERVRE S,

RBEEFRICH LIBB LB E cloacae D 1 BR7E
HTHho7

o & % A

KBS L= 24BI BB W TREE % 5 L7
Table 20 ERIZREFOBMEN LEERA LR L,
Table S AHI#E 58111237 5 M AR ZE (RBC, Hb,
HEKE SR, /MR, FF#EE(GOT, GPT, Al-P),
A (BUN, Cr)OZRBIE/RL7,

BiE 2 BIER 2R LERIIZO b N d o 7245,
BRREBEOLE & LTI, EF 4BV THAIIZER
+ALEbNAGOT & GPT DEED— B LR M A
bt 7-fEFI0ICB VT BUN OB E +A, fEFI18
IBWTLDH & TG DEE L&, FEFI24IZB VT
BROMIMAHR LIRS, WTFh b EA L DORFRITEVD
nEBbhi,

V. E 3

TE-031ik, REREHRASUHLEHAERTH L
EMA»baBEn/zws07 4 FRIEYHETH 5,
EM L BETOLFERBRNOEIRH B4, FENIZE
THEM LRAEUEERRL, JEICBRIIHT AREN
L0, RIRARS, BVIPRELHL LS
N5, SHIHFMILC &1, Mi~OREHBITHS
BRTBY, ERORREDTAEMEI KN TEHREI
W8 & OBRFABITT B 72018, FRIIPRFREIED
BHREL L TRE#EEER ON D,

FHOMBEEICB L C, HERFOBER L BK

TEERTMIC #BRET L7725, EICr 5 omEEE <1
377 X2 LTGAVIEANALR, tin<s0F
1 FRIEWR ERE»FNULETH 5 729,

T7:, BUREERMEREIIAR LIRS L, Ihs L
VEHEPOBRELRE LIERTY, L3 ERDRE
PMAREICHLEBERRL, BAOBTHOR XA
»aibhr,

PEPR K92 A ) % 2405 O FEIR B3 B BE 12 4% 5 L (GEE B
132161), 85.7% DEMER Bz, FIZEMEIFR IR E
FEIZx LTHENRZZIRERL, MEFEMICIRT T 265H%
REBLUOA v 7V O HFHEIH L TREDHESA LN
AR

BIEA & LT, 18IICBEO—BMDGOT, GPT
DERABAOLNTD, ZOMIFRTNELDII LA
PAN

PLEf~7TE L, TE-0314%, EI27 7 2BHHEIC
ENHENEAEL, B~OBITENBIFT, BIERAN
Dz, EIZEHOPRIBZEEEHEREDTRICL
BDEBbN, $§4053IVT7Rv43 7T X<k
PAEIH L CHREDITEARETE, T 20HEHED
EPOLIARTIIO5EISHHLDEEZ LN, KA
NDERABIEECFMTELbNEBbNr:,

X [

1) #3SEARCEREZERRE, FERI YL,
TE-031, 2%fd, 1987

2) WWOE=: 370743 FRiE(MIC 2000)ic &
%M HE R R B, Chemotherapy 30 : 1515~
1516, 1982

3) /MFREEC B TMS-19-Q IZBA¥ A ABERY, Falk
B9#5T, Chemotherapy 32(S-6) : 346~357, 1984
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LABORATORY AND CLINICAL STUDIES ON TE-031(A-56268)

HironoBu KoGA, YuicH! INOUE, KAzUSHIGE TaIrA, HIDEO MAsHIMOTO, MIYAKO MASAKI, KYOKO YAMASHITA,
YASUHARU MASUYAMA, YAsuMAsA Dotsu, TAKASHIGE Miyazaki, Naorumi Suyama, TosHiAKI HAYAsHI,
SHIGERU KonNo, KEI1zo YAMAGUCHI, MAsakl HiIRoTA, KoHEI HARA
Second Department of Internal Medicine, School of Medicine, Nagasaki University, Nagasaki

Kazuo Nopa, Kazunor! SHIMOGUCHI, KAazuyukl SuGawARA, TosHiaki Usur
Nagasaki University Hospital, Nagasaki

YouicHl TSURUKAWA, YOH)I SUZUYAMA
Affiliated Hospital of the Second Department of Internal Medicine, School of Medicine, Nagasaki University, Nagasaki

Laboratory and clinical studies on TE-031(A-56268), a new antimicrobial agent, were carried out and the results were
as follows:

1. Antibacterial activity : the in vitro activity of TE-031 was determined against 29 standard strains and 368 clinical
isolates, including 11 different species, by a microbroth dilution method and compared with those of erythromycin(EM),
josamycin(JM), acetylmidecamycin(MOM), rokitamycin(RKM)and amoxicillin( AMPC).

Against Gram-positive cocci, TE-031 showed excellent activity, i.e. was equally or 2~ 32 times more effective than the
others. On the other hand, its activity against Gram-negative bacilli was about the same as that of the others.

MICs of TE-031 against Mycoplasma pneumoniae (2 standard strains and 18 clinical isolates)were 0.0039~0.0156 g/
ml. These levels were close to those of EM and 4 times more effective than those of RKM.

2. The therapeutic effect of TE-031 against experimental pneumonia in hamsters infected with M. pneumoniae (Mac
112)was almost the same as that of EM.

3. Serum and sputum levels of TE-031 in patients with chronic respiratory infection: three patients were given 150~
200 mg of TE-031 orally. The peak serum levels were 1.31~3.45 ,g/ml at 1~3 hours after administration, and the peak
sputum levels 2.34~3.46 ug/ml at 2~6 hours. Accordingly, high concentrations in sputum and serum were observed.

4 . Clinical effect and adverse reactions : 24 patients with respiratory infection were included in this trial. In 21 ev-
aluable patients the overall efficacy rate was 85.7%. As an adverse reaction, transient slight elevation of GOT and GPT

was noted in one patient.



