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B SERSEC T 5 TE-031 (LT TE) ORERHER, Lotk XUHAN Y ZHICHT
35 BEARYT, Cefaclor (LIF CCL) MBI L LA EEHRIEABRELER L,

TE 121 H 400mg (42), CCL {31H 1,500mg (4 3) #MHE\, 14 AIEEERRE TS
CEERFAIE LTERL, UToEREYEB,

1) NEBLHIE X FEESEL, TE 77.3% (58/75), CCL 67.2% (43/64) DEHHRTH-
7o

2) FHREHFC L sEKSEE, TE 82.2% (60/73), CCL 68.8% (44/64) 0 BHRHR TH-
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3) MIEFAOMPE L LTOBMERIL, TE 54.8% (17/31), CCL 63.2% (24/38) Th 120
4) EIfFAwx, TE 7.9%(7/89), CCL 2.3% (2/88) DRTKTH » 120 13 & A & HIMALIER T,

EED DXt

5) BERHREMORIL, TE T 15.3% (13/85), CCL T 14.1% (12/85) 1o B Ltz IFHARR
#WEN TE w76, CCL wd4fl, m¥r>vA7ir—¥D LA, TE =44, CCL = 4 flic
AbRIcH, WThIBRET, BT L,

6) BARXRE, BFRORHKS LUEKREMORM LEE LT kdicFHAKY, TE 72.7%

(56/77), CCL 67.2% (43/64) TH -1,

PBEXb, BHESERRMECHNTS TE 1 A 400mg D42 #5454, CCL 1 1,500 mg 4> 3 #

S LRAROAMEDOH D Z AR S h,

Key words : TE-031, CCL, —EEMILIEAL, 1B KR YLEE

TE-031 i3, REMEBO THRCARIN L~ »
4 FRAEHET, 14 BBOAI O£ ¥ v OFE
PMEERE EoRsiTh 51 (Fig D,

AHBIL T, TTRERN, BROWEITEDH
nTED, TALOKENT, 5535 HERLFEREFS
ae (1987 £, BE) TOFE S vHEL Y ATEWT
BEY ahtc, ThicX s s, FARRKRD<27 054
FREEHECEL, 14 BRE6ML~DA FFvE O H
AR LD, BEBDTRET, »oBYERTEVER
BOHLEGRESADOLA TV 550, v EpIBIRED 1>
5%, &# 200 mg #5< EM 400mg o H45Li13E
REOREMHEBENELR, 22, MEEBRFD 2~
IfFIERL, AUC iz 2~4f5kich, EHLIHHHEMRY
BUDREHERF NI RO 774 VX EEDLER
THEPRERA TV B,

¥, 1,800 b oBBKEBRRSD > b, FRER
REEHRLORBRFE IR AREIKRTIX, 403 Sl sl
80.4% DEHMENBLR, LK, Zo3boBRHESR
BRPECH LTS 157 #id 113 HIT 72.0% O HER
ENBORTW3,

—7%, BEWWFARBK 1z 2.3% (42/1850) ¢, KifiH
BHLEBERCEELRI O 1HALIBDSOR TV,
BRREMEOEBCOWTH, FHEROMS, mE+ 7
YATIF—-EOEANET, HFLPEBETRE LD
bR Tt

MEFNTR T, BHESERREOEREAEL X
N5 S aureus wH L 92.9% (26/28), S.pneumoniae
2 88.1% (37/42) DEMNART, 735 2BEEHOT~
TR LTk 90% Fitko BERR A B LA TWS, —
%, H. influenzae 62 #ic 5t LTIk 62.9% o &=
Thh, H. influenzae B¥EXEEL Shi-EBCNT %
EERZIRIX 69.2% (45/65) © HHE TH Y, % &,

H. influenzae wt+5 MIC &, Jfii#h - BHEHh~D
BuBAE»S, KEYE & T2 BUESERRECD
200 mg~400 mg HETE OHFHENTE I i,

Xz TEE~se 54 FREF i wmHTo, H
influenzae X5 b D% b & i B SOHRRIE K
THOHEREXEBROCHEMT 57c», CCL »xfEIEL
LT_HEHREERRYEMH L 2o

¥, EWMEX, 2E 39 OFFEHE s X BEEEZ
TE\WT, BF6LE 12 AnSEME3E3 AEToM
W& i,

I. &8 B8 5 X%

1. WEREERR X URES

RNEEBIL, BEIEZLAPVEABABTESL D
SHHE, RBPEH-KREZINEE KSEZWE. M
KB, AR S OIG M SUERHEE & LT,

WREGIE, 16 RUEDBET, BEROME,
#, CRP [BiE(t, BMBRHEES D VIIHEC I > TUL
By by BRI ER LD, B OKERYES
FHETHEEZONDBECBLZLEL, 2D, AKE

- ._-CHs
“NCH;
OH H
HsC
o]
CHs H
H:C \9H
H
H N\, H
CHs

Fig.1. Chemical structure of TE-031
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Table 1. Criteria for judgement of usefulness by committee

Side effects and Clinical efficacy
laboratory
abnormality excellent good fair poor unevaluable
No + + + - ?
Yes : mild + + + - ? |
moderate + + — d -
severe - - - - -
+ : markedly satisfactory + : satisfactory
+ ! slightly satisfactory — ! unsatisfactory

? : unevaluable
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Table 2. Distribution of cases evaluated
. No. of cases evaluated
Clinical TE 75
efficacy 18— o o
No. of cases evaluated
— Side effects TE 89
Total number of 177—[ CCL 88
cases
TE 95
188_ECCL 93 No. of cases evaluated
Laboratory TE 85
abnormality 170—[ ccL 85
No. of cases evaluated
— Utility TE 77
w— oy
Table 3. Reasons for exclusion from the evaluation of clinical efficacy and utility
Statisti
Reason TE CCL & 1st1?al
analysis
Serious underlying disease 1 1
i’;is‘:jaggxz Combination with prohibited drugs 4 4
Second treatment with the test drug 1 0
Untargeted disease 1 0 :
Excluded from | Unclearness of infections 7 9 NS !
evaluation of Clinical course unclear 0 2
clinical efficacy| Untargeted causative organisms 4 12
and utility Discontinuation due to side effects 2 0
Progression of underlying disease 0 1
Total 20 29
7= (Table 2), H 52U AL PNERESTO HE 2. EGOTR

DFER, B L ReME b B L T 11 4
(TE: 6¢l, CCL. 5%I) T, TOBRIERKEES
Db 2fl, AFwA FELILHELEGERD 258
Bl, BEEES10ITH -7

Fio, BEIRTDEFIED GBI LI 38 ) (TE :
14 f, CCL:24 ) <, %o BEBHIF, NEMAEEL
i, REPFERTHATE 16 §l, FRREBTHE2 6, BHo
T N BEREE I LIEREE 7 5 ARERE DR
el hicb o 16 §l, BIfFAER X 591246
BIUEBRERBHEE1GITH T

EREOHER, BRIEIHE S hIcBEIfERF
o2 Fxng iz 141 FlicoWTfTichhic, ik, &
AHBRASIICOWTHREAMOSMChrc X hixibh
77 - 7o (Table 3),

NERET L RIKGRAED frichbhic 139 fi0
BEERARFIE oW TR 2T -70

1) HEEDOAR
BHIEZABER 79 F) ¥ hD, KWTREX
INRE+RESE B35 fI), U'zAHMAMAKRESR (10 6D
ISE+RYE (66, [EZWE+RES (46D, MR
HEIE+ RS (361, BHIBMEMER+RS (26D T2
212, MEAFREHEOSMhHIcX hiXHZbhitho
7c (Table 4),

2) %, Fim, FE

5 73 4, % 66 I, FiyEE 62 &%, FHHEE Sl
kg ThHotc (Table 5), WEAIZXEHBhicL iz
Zbhieh >7,

3) ABE -4k, EEE, EBKE - SHHE WRF
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Table 4. Diagnosis classified by committee

Statistical

Diagnosis TE CCL )

analysis
Chronic bronchitis 45 34
Diffuse panbronchiolitis 3 7
Infected bronchiectasis 18 17

Infected bronchial asthma 2 2 NS

Infected pulmonary emphysema 3 3
Infected pulmonary fibrosis 2 1
Infected old pulmonary tuberculosis 2 0
Total 75 64

Table 5. Background of patients (cases accepted by committee)

Ttem TE ccL Statlsllfal
analysis
Male 39 34
S
ex Female 36 30 NS
~19 0 1
~29 3 0
~39 3 6
~49 6 5
Age (yrs) 59 8 9 NS
~69 27 19
~79 21 21
80~ 7 3
~39 7 6
~49 23 23
~59 24 18
Bod; ight (k
ody weight (kg) ~69 13 1 NS
70~ 3 2
unknown 5 4
. inpatients 27 27
I tpat
n/outpatients outpatients 48 37 NS
mild 63 60
Severity moderate 12 4 NS
severe 0 0
Underlying disease - 23 20 NS
and complication + 52 44
Pretreatment - 71 62 NS
with antibiotics + 4 2
- 32 24
bi
Combined drug 4 £ 40 NS
3> 0 0
Duration of 3~6 5 1 NS
treatment (days) 7~13 25 14
14 45 49
Reason for cured 18 7
discontinuation poor 6 3 NS
side effects 3 0
of treatment
other 3 5
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Table 6. Background of patients (cases accepted by committee) :

severity of initial signs and symptoms

. Statistical
Item T ccL analysis
<37 26 21
37~ 32 31
Body temperature (°C) 38~ 11 9 NS
=39 2 1
unknown 4 2
- 0 2
-+ 40 30
NS
Cough " 35 31
unknown 0 1
- 0 0
+ 24 17
Volume of sputum 4 42 31 NS
H# 7 15
unknown 2 1
- 0 0
M 4 3
Property of sputum PM 6 % NS
P 35 35
- 37 40
Dyspnea + 33 20 NS
+ 5 4
— 65 60
Chest pai
est pain + 10 4 NS
- 13 19
+ 47 33
Ral
ales # 14 11 NS
unknown 1 1
- 71 63
Dehydration + 3 0 NS
unknown 1 1
- 72 59
Cyanosis + 2 4 NS
unknown 1 1
< 8,000 34 31
WBC (/mm?) 8,000~ <12,000 30 26 NS
12,000~ < 20,000 10 7
=20,000 1 0
<19 13 14
20~39 24 16
ESR (mm/h) 40~59 18 14 NS
260 14 16
unknown 6 4
- 8
+, + 14 18
CRP 2+,3+ 29 23 NS
=24+ 22 15
unknown 2 1
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Table 7. Distribution of causative bacteria

Causative organism TE CCL btatlstlc.al
analysis
S. aureus 4 0
S. pneumoniae 8 9
H. influenzae 16 16 NS
H. parainfluenzae 0 1
B. catarrhalis 2 2
S. pneumoniae+ H. influenzae 2 3
S. pneumoniae + B. catarrhalis 0 2
S. pneumoniae + P. aeruginosa 0 1
S. pneumoniae + K, pneumoniae 1 0 NS
S. aureus+ H. influenzae 0 1
S. aureus + P. acruginosa 0 1
H. influenzae + P. aeruginosa 0 3
S. pneumoniae + B. catarrhalis + H. influenzae 0 1
Total of monomicrobial infections 30 28
- p<0.05
Total of polymicrobial infections 3 12

Table 8. Overall clinical efficacy judged by committee

. Efficacy | Statistical
Drug| Excellent Good Fair Poor Total rate (%) analysis
TE 0 58 8 9 75 77.3
NS
CCL 0 43 10 11 64 67.2

Table 9. Committee's evaluation of overall clinical efficacy classified by diagnosis

Diagnosis Drug Good Fair Poor Total rlii'feic(a;y) S;i:]s;zzl
Chronic bronchitis ggL gg :]; g gi ggg NS
Diffuse panbronchiolitis ggL 2 (1) g 3 122'1 NS
Infected bronchiectasis g(];:L g g i ig 151?'? NS
Infected bronchial asthma gé:L ? g (1) g lgg 0 NS
Infected pulmonary emphysema ggL :j 8 g 2 lgg 3 NS
Infected pulmonary fibrosis g(};:L é 1 g f 58'0 NS
Infected old pulmonary tuberculosis gCEL g 8 g g 100 -
HEH, HHAEH, REUM, REFIEER EPEE - AOHED 013 96 GITH Y, fIHh DR

4k 85 4, ABZ 54 i, EIEEX, EE 123 f KA - ABHER S » TIEGIN S - Too BEBAMERTOH
(TE: 63 §|, CCL:60 #I), %4 16 4] (TE:12 HEFIERONL6 GIORTH- e, BB EYEL v
Bl, CCL: 441 ©, EEFILILh, 7T WEBbh AR OEREZGR LICEM 80 fITh
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Inoculum size : 10% cells/ml
1001 S
I
llf
- i
S //i/
|- /y‘
)
? - /¥ TE Group (12 strams)
g / i TE
= 50
& 4-/ CCL——==-
E T v
;.f /'——-—' ’,/"' CCL Group (16 strains)
E - I/ TE ——ee—
3 I = A
Va Y CCL=-=====
L ] / |
I 1 1
s Im s W T00<
MIC (ug/ml)
Fig. 2-1. Susceptibility to TE and CCL of causative organisms judge-
by committee
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Fig. 2-2. Susceptibility to TE and CCL of causative organisms judged
by committee
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7o, 14 BEIXRERS-0) 45 FloEBEOFIEEE O
AR, BEYER 25 4l (TE: 18 §i, CCL: 74, &
ot 9B (TE: 64, CCL: 34, BIfEREDI
3% (TE: 36, T o EH 84 (TE: 34,
CCL: 5%l) Thot,

i) # &:

37°C KD T fl % 47 ), 37°C & 63 fl, 38C
& 20 f, 39°C LAk 34ITH -1,

i) B Ok

BEENEE I SBEOHIT 66 F, +i1X 70 AITH
Stco BRIz LIL 2 BITH - 1o

iil) WEHMERE X OMEKE

P 70 TR H», PM gt 62 f, ML
THITHoTco HHEREL, 10 50ml LAEndont 22
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Table 10. Committee’s evaluation of overall clinical efficacy classified by causative bacteria
Causative organism Drug Good Fair Poor Total rﬁfilc(d;y) S;ig:;jl
S. aureus i 2 : ; . -
CCL 0 0 0 0
s preumoniae ggL g i i 58) ;gg NS
B. catarrhalis g(li:L i g (1) ; Igg .0 NS
H. influenzae ggL ﬁ i ; ig gg 2 NS
H. parainfluenzae ggL (1) g 8 (1) 100
Monomicrobial gCEL 2(1) i i gg ;(1)2 NS
S. aureus+ P. aeruginosa ggL (1) g g (1) 100
S. aureus+ H. influenzae ggL 8 (1) g (1) 0
S. pneumoniae + B. catarrhalis ggL (1) (1) 8 g 50.0
S. pneumoniae+ P. aeruginosa g(};:L 2 g 8 (1) 100
S. pneumoniae + H. influenzae ggL z g 8 z igg :
S. pneumoniae + K. pneumoniae ggL g (1) 8 (1) °
P. aeruginosa + H. influenzae ’CrgL g g (1) 2 0
! S. pneumoniae+ B. catarrhalis+ H. influenzae ggL (1) g g (1) 100
Polymicrobial ggL '2; i (1) 1; gg; NS
Unknown g(EZ:L :132 g 2 ;ﬁ 223 NS

24 @, CCL:17 @) TH-7o

iv) FFREHE:

HREHIOERCA DRI, TEIL+2 80 FlLE
FHrhD, Hx 25 fiabhi, Lo fofE B
K, F77 -k, ThZth 14 6, 36, 6FICES
DR TH 10

v) HmEkE :

8,000/mm?® KD EHF X 65 I, 8,000~12,000/
mm® @+ F)i% 56 F, 12,000/mm3 Ll Eo 4, HEik
18 BTh -1

vi) M ik

MILEE DS DL 27 F, 20~39 mm/h Db DL 40
B, 40~59mm/h DD 32 fl, 60mm/h LLEDLH D
30 FITH -7,

vii) CRP:

E#EDS DL 15 §l, £~+ik 32 4,
52 @, 4+ LLEiX 37 fITH -7,

LAE, WEARBOSFTHtcL DX SR T,

5) AR X OEAIRZH

BAEIREINICESE, TE B 33 f#l, CCL ¥
40 BIT Hotco D5 BMEARKSHI, TE F 30
@, CCL % 28 T, #HEE/ KHINIEFEL, TE

24+~3+ 1%
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Table 11. Overall bacteriological efficacy judged by committee
Drug | Eradicated | Replaced el:;:f::ll:d Decreased | Persisted | Undecided Total E;i:ic(i/gd Sat:;?;;al
TE 17 5 2 2 5 2 33 54.8 NS
CCL 24 5 3 2 4 2 40 63.2
Table 12. Committee's evaluation of bacteriological efficacy classified by causative organisms

gf‘:::;: Drug | Eradicated | Decreased | Persisted | Undecided |  Total Er;‘eﬁ‘z‘f,/ie)d S:if;;il
S. aureus ECEZL :13 é 2 g g
S. pneumoniae ggL 12 i g g 1(15 2(1)2 NS
B. catarrhalis ggL 1 8 (1) (1) Z
H. influenzae ’CIZ‘CI?L i; i g ; ;j gz NS
H. parainfluenzae ggL 2 g g 8 (1)
P. aeruginosa ggL g 2 g g g
K. pneumoniae g(l'::L g g g (1) é

w w2 s [ E s

#3314, CCL F 12 BITH-7c (Table 7),
BRI E T B b &0 - o BilY, H.influenzae T,
TE # 16 #, CCL # 16 ¥k, 2 \~» T S. prneumo-
niae C, TE $£ 8 ¥k, CCL B¥ 9 ¥k TH » I HE BRI
TiY, S.pneumoniae & H.influenzae 12X %% D%
TE #£2 4, CCL 3%l H.influenzae L P.aerugi-
nosa X5 0p CCL B3, S.pneumoniae & B.
catarrhalis /= X 5% O CCL B2 fi%TH b, CCL &

CHEHBE RGOS - T,

IhHOB%D 5L, BZi (MIC) MIE N fTichhic
ot TE B 12 #, CCL B 16 £ Th - 7= (Fig.
2)o

3. NFELSHIEC X DERE

1D &6k X CERBIERRL R

INEBEDERDEHEDTnhhic TE B 75 4,
CCL ¥ 64 flop#x, TE # 77.3% (58/75), CCL
Bf 67.2% (43/64) DHFHRTH 7= (Table 8),

KEICAD &, BESEIRCHTHHREIZLE
{, B%hRx, TE B 84.4% (38/45), CCL %% 85.3%
2934) Thotco KEXIERECHL Tk, TE ¥

50.0% (9/18), CCL B 47.1% (8/17) & L b izl -
7o (Table 9), L DfDOERRELLTALNFARL D icd -
e, ERZho BHRE k&35 L, AATELZL
TE B 100% (3/3), CCL ¥ 57.1% (4)7), BB+ 8%
TE 2 100% (2/2), CCL B 50.0% (1/2), MisE+&
Y« TE # 100% (3/3), CCL £ 50.0% (1/2), Mg
fE+R&# TE B 50.0% (1/2), CCL & 0% (0/1), B
IAMEMGRSE + R TE B 100% (2/2) Thois

2) BRHEEKRDE

NERSTEVCTUREAENEE S hiciERX, TE 3
33 B, CCL B 40 fl T, TD5bH, HMEREA
TE % 30 fi, CCL ¥ 28 § T, & h b BEMERRHO
FaPR BRIy, B%H=RT TE # 70.0% (21/30), CCL B
71.4% (20/28) T ~1- (Table 10), *7-, EIIDE
KRB A2 5 L, Hinfluenzae 1zxf L TE 2 68.8%
(11/16), CCL B 68.8% (11/16) T, S.pneumoniae
xt LTit TE B 75.0% (6/8),CCL £ 77.8% (7/9)
DEHRTH -1

BHEEE ARG, TE #3641, CCL # 12 #<, TE
B 66.7% (2/3), CCL Bt 58.3% (7/12) OBHHR
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Table 13. Criteria for evaluation of symptoms and signs
Symptoms and signs - + A ik
Body temperature (°C) <37 =37~<38 =238~<39 =239
Cough - + I
Volume of sputum - + A i
Property of sputum - M PM P
Dyspnea - + 4
Chest pain - +
Rales - + A
Dehydration - +
Cyanosis - +
WBC (/mm?®) <8,000 =8,000~<12,000 =12,000~<20,000 =20,000
ESR (mm/h) =19 20~39 40~59 =60
CRP - ~3+ 4+~5+ =6+
Table 14. Overall clinical efficacy judged by doctors in charge
Drug Excellent Good Fair Poor Total Efficacy Statlstl(.:al
rate (%) analysis
TE 5 65 11 9 90 77.8
p<0.05(U)
CCL 3 52 14 19 88 62.5

(U) : Mann-Whitney U-test

'C'ﬁo?‘:.o

BEERLS L BREREGI R AR cARERIE, TE
B 69.7% (23/33), CCL #£ 67.5% (27/40) TH»Tco
ek, BEEREFGIOAR I D E, P.aeruginosa O
S¥hicRRGGIp CCL Bic 5 fFl, K. pneumoniae D&
FhIBREGIH TE B 1 flhbhicicsd, MERZEA
EERERLG¥ER &, TE 8 71.9% (23/32), CCL
B 71.4% (25/35) oFEHER LD, BEABEOEEI
TEEBIC DWW T DR RIIIZIERE Lig -1,

4. PNEELSHEC X 5HEFENR

RAELEE ShICEFOMBEFNRL, TE BHo
33 B, Mk 17 B, 561, —EE% 2 6, #d 2
B, N5 BITC, 2 GUITRBADER Th -7, CCL BD
40 FldTid, HK 24 B, 50, —EHEE3F, K
D28, NEAG, TH2FDERTH- T THAMY
BRABHEKROR THIBAOEDOHERIL, TE $#£54.8
% (17/31), CCL Bt 63.2% (24/38) TH ~7c (Table
11),

6B LB NcEIE oW TD ERERB E, S
pneumoniae Yxt L, TE B 90.9% (10/11), CCL 3t
81.3% (13/16), H.influenzae zxfL, TE #f 64.7%
(11/17), CCL #f 86.4% (19/22) DHEMBERTH-1c
(Table 12),

S, EIRER « FTRB XOERKREDOWEE

FRIRAEIR - BRERAT B3 X O Bk # A& Eizo\ T, Tab-
le 13 RTHERCE Y, [—]) 215 M3+ ] ¥ TD 4 BRE
DHE A T\, FERIBEE O L £FHEREY B U T
[~ DEGIxER\18, #EFAAB3IBH, 5HK, 7
A%, 14 BB F R FNIHED % - fcfEFic2\WT, B
IREEORE LB L, WK, TEEL TAEL B
D 4B THEIMEL, EXEOLBERTIoT Tieh
B, =Tl Tcb DEHELE, ERIE-> TV 50588
BFORE & X1 BMEL E3EE Lich 0 %3, Bk
DRELRALL DERE, KL VELLofcbow
%ﬂ: & Lféo

VWTFROFEACEWTHHERCE VW TEAMCER
Zixxbhd (Fig.3), GREEFRI T hoHEBED
70% BE TH -1 Eho, BRBREEORKHERI,
CRP #% 80%, HMEREAH 702 ®itk, Mmiksr: 50% i
HBTHo1o

6. FHREHEI X HEKRHE

£ 188 flo 5 bH, TREHED 1T 7 o hicELNT
178 @) (TE % 90 f5l, CCL ¥ 88 ff) Th 7o HY
=i TE B 77.8% (70/90), CCL B 63.5% (55/88)
Thh, AE (p<0.05) wTE HEOFEHMRNE -1
(Table 14),

INEEE D BRHFEHED fTichhic E flicouwnT
», THREHERZE L, TE B 82.2% (60/73), CCL B
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o——e L A----A CCL

. of patienls atisti
Symptom Day No. of paticnls Improvement rate (%) Staulsm':al
A n analysis

TE-03L) CCL | 4 40 a0 s0 4050 G070 80 90 100 d

3 13 40 -~ NS

5 38 37 T NS

Bqlqém parature 7 40 58 3 NS
pare 14 23 52 be NS
ast 18 a1 * NS

3 66 56 o, NS

5 60 52 Sy NS

Cough 7 67 56 .>l - NS
u a4 46 N NS

last 75 60 ¢ NS

3 63 57 -] NS

5 57 54 \&‘K\g NS

Volume of 7 65 59 AL _\!‘ NS
sputum 14 43 49 s NS
Tast 73 63 * NS

3 66 59 A NS

Property of 5 60 o -\\ NS
pms)utoum 7 67 i1 \ \‘\1 Ne
P 14 45 50 4 NS

last 75 64 Ao NS

3 34 23 Al o NS

5 29 21 T~ ~a™~ NS

Dyspnea 7 33 23 e \ NS
14 23 20 . 1 NS

last 38 26 o NS

3 12 3 - Ad _ NS

5 9 3 T "~ --4 NS

Chest pain 7 9 4 A NS
14 4 3 4 NS

last 12 4 b 4+ NS

3 34 26 A N NS

5 26 23 T Al el NS

Rales 7 51 36 1AL el NS
14 35 36 e NS

last 61 43 A e NS

3 2 ® -

5 2 [ ] —

Dehydration 7 3 ® —
14 2 ® —_

last 3 * —

3 1 4 [ — N/

: ) . A N_S

) T A

Cyanosis 7 2 4 e —_
14 1 4 ® —

last 3 4 b 4 NS

3 25 18 Ae NS

\ WEC 7 37 28 .< Al NS
14 19 23 ~A NS

last 47 34 o |4 NS

3 19 16 o NS

ESR 7 36 39 \'.\\‘_\ NS
14 27 36 e T4 NS

last 55 46 o 4 NS

3 26 18 o N NS

CRP 7 a4 45 TSR NS
14 30 39 NS

last 62 54 NS

Fig. 3. Improvement profile of symptoms, signs and laboratory findings
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Table 15

. Overall clinical efficacy judged by doctors in charge

(cases accepted by committee)

. . Efficacy | Statistical
llent d F: [ .
Drug Excellen Goo air Poor Undecided Total rate (%) analysis
TE 5 55 5 8 2 75 82.2 NS
CCL 3 41 11 9 0 64 68.8 )
Table 16. Side effects judged by committee
Side effect TE ccL | Statistical
analysis
Nausea 1 2
Nausea and vomiting 1
Epigastralgia 2
Anorexia, abdominal pain and diarrhea 1
Eruption 1
Fever 1
Total 7 2 NS

* TE treatment group, 89 cases
CCL treatment group, 88 cases

Table 17. Abnormal changes in laboratory findings judged by committee

Item

TE

Statistical

CCL .
analysis,

Decreased white cell counts
Eosinophilia

S-GOT elevated

S-GOT, S-GPT elevated
Al-P elevated

S-GPT elevated

Increased BUN

C O H WM =N~

I = B SO RSN

Total

12 NS

68.8% (44/64) T H-7chd, FEZEIT Rohich-To
(Table 15),

7. BlffA®R IUBERREERE

BlfER, TE B 89 fidh 7 41 (7.9%), CCL Bz
88 Bl 2 6 (2.3%) B L7 (Table 16), TE B3,
RACBREER 35 61, B LREBNRLAT 2R LRI,
CCL B2, 200L bHLBERTH -0

BREEEDO R %13, TE # 85 it 13 f (15.3
%), CCL # 85 fish 12 ] (14.1%) =& 6 Kt
(Table 17), FEAERIE%& S, TE BEC7 4, CCL T4
PIEBRL%HL, RWTC, MEFF VAT i F—EDLER
2, TE B, CCLEZ x4 Bl -7 WThLBEETH
h, BEBOBHBRECLRIED LI EEMLD LN
o

8 HAH

BREOHEX, NEASKIWT, BEHREL IV
BElfER, BRBEEREOFECLY, EREHEREE
(Table 1) e\ fTir-%o TE FfiX, WRUEOEHA
R 72.7% (56/77), CCL Bfi, 67.2% (43/64) TH »
7ot (Table 18), HEHFHNTIXHFBEEN L) -1,

¥, NRASHEOTIbIRIGEFICK T 5 ERE
o BERlHE T, TE B 78.1% (57/73), CCL Rt
65.6% (42/64) TH -tz (Table 19),

III. # =

TE-031 1%, TR XdC, RRkD=s7rS54
FRITEWE & AN TEBINC 00 DEEAFED
bhTWwd, Tichh, BENKII=)Ar<126
fI~D A+ FEOEAR LD, EM it bREICH L
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Table 18. Usefulness judged hy committee
Markedly ) Slightly . . Satisfactory Statistical
isfz X Total .
Drug satisfactory Satisfactory satisfactory Ungatiefactory ot rate (%) analysis
TE 0 56 9 12 77 72.7 NS
CCL 0 43 10 11 64 67.2
Table 19. Usefulness judged by doctors in charge
g i Satisfact. tatisti
Drug Ma rkedly Satisfactory S.llghtly Unsatisfactory | Undecided Total ans acoory Statis "fal
satisfactory satisfactory rate (%) analysis
TE 8 49 7 9 4 77 78.1 NS
CCL 3 39 13 9 0 64 65.6

KELIh, BOREC B CIPEENEBORD &
EhiT, MAPTORBMELHE LTV B, In vitro DI
DHERARZ P MLIIER%S TH B, =V ALHR
HIE T F AR - e EBRITE WV TIL EM i~z

LHEERGCIIENNRENRTED, 5, r TOESLDB
TR VWTE, Mixtad LT a488~ EM Xh &
DIRBVWBITHEERTZ EXHENDLR TS, ¥,
—REBERABR S b, EBMEMYTRTIREENSES
hTuwa,

—7%, BEOREC S W T <7 r 54 FRIAEWE
X, EELTY 7 ABHEIC X 2PRBRYES, 75
U7, M aS A=k LiCERERL - TV 5
P, FREHEORBIZ L b o hat H. influenzae =
YEREFRAEERRT,E D Ichd B R,
FHCAE OB S 23 5\ B SOERIE I+ O AR
HEhiud, —BRONREFRCTIKT 2 PR BEGIEDE
—BIRFNE LT, ELDTHAKERALD EELOR
X5, F/cdb, community-acquired respiratory in-
fection 1Z¥s\ Tk, S.pneumoniae, S.aureus, H.in-
fluenzae Offi, =1 275 X< s 353 ST HEERLE
BEEZLRTVWBDT, #%, TELTHVLAT
Wh B-F 72 LFIREY Fun AE vEERTERICIN
A THAVCORBFEEET D, £ T, EELIIFHD
H.influenzae \=343 % MIC &I T, % X 0%
LUDHEEHEL, ~7r 54 FELTRAR EdAE
B 2RE) D trial ThHBH H.influenzae wrhpy L
T B8 KB RRGE X B AR D HB B B A fodo
FThBo

HBIEL, BRPEOBHDRIC KT HHB/IEL LT,
RES - LIZEAINTER Y, »oBlSERIE
THEERIBERABOMBEL LT HE L FbhT
W5 CCL H#M4THhB EHIM Lic,

FFNIL 1 H 400 mg A\ ient, CCL D&,
RS T RPSE D LLBIAR T, 1 B 750 mg #5C
Tlebh T ied:, TTRUEL DEBCX hRLEMN
BT EhTWBI L, X6, ABHNRCEEMALSE
NAHFHEMNEN S D Emb, 1 H 1,500mg & Lz,

REHEBIL, BUEIELZR UIARAMKESLL
LY, JEIRE, MRUE, MREEFO-—RELR
& Lico B#RANC 188 flic i 54 fT7chbh, NEELK
BT, BAHENC 1 Aok - BE L, BREEKRTH
T, NRNAERRG, EREEEEGS, ZHFHR
B2 E I LI E B 2 BR R R R HTE A HER A LT,

RAHIC ERIREN R % HIE L7- Blvx, TE B 75 4,
CCL ¥ 64 flT, NERLW I BEKRDRE, TE #
77.3% (58/75), CCL Ef 67.2% (43/64) 0EZR L
H, TE HOBHERIE - LAVRE R, FEER
Abhighote, Ti, THREHELFEZIALRE
Mo fo i, TE B 82.2% (60/73), CCL % 68.8%
(44/64) THo1z,

REFIOBEKRGRE \ Tix, BHESELLT TE
Bf 84.4% (38/45), CCL $ 85.3% (29/34) THhH, &
bILRVWEDRTSH » 7o 2%, UABAMGETLLT
%, TE 3 100% (3/3), CCL B£57.1% (4|1, &%
ERIE— RS F T3, TE B 50.0% (9/18), CCL &
47.1% N7, WKESD —kkpH ¢, TE B
88.9% (8/9), CCL #f 33.3% (2/6) T&H b, %4
CCL BHIBMED LTI Eh - tepdt, FEZRXXOAK
VERPY Al

=7, ME¥HHE I, TE & 54.8% (17/31), CCL
B 63.2% (24/38) DHKRThH -7, BEBICARDE,
H.influenzae ©Zxi3 5%k, TE & 64.7% 1/
17) xf L, CCL B2 86.4% (19/22) Th»7o LM
L, H.influenzae OEMERE O3 5 EEREER,



VOL. 37 NO. 3

TE-031 ¢ CCL o MRE MR 331

TE 2 68.8% (11/16), CCL % 68.8% (11/16) Tk -
#oo ok, BAEOWLMHEASWTINERETO
EEE YT 5 L, TE B 69.7% (23/33), CCL
67.5% (27/40) © BEHRTHh-to MB LI XS,

CCL BEDZIT P.aeruginosa % &A1 EHE RS HIAS
5@H-tctd, “o58E TE BT K pneumo-
nice B 1 PIxERWT A EE L Oh 5 BHilick

BERSEV B LTAH B L, TE I 71.9% (23/32),
CCL 2 71.4% (25/35) kigh, WMIEHM TIZIEME L
7’;')’/’:0

ElfeRz, TE B¢ 89 fld 7 flickk L, CCL Rk
88 fld 2 Bl & b ish » 1o TE BOBIfERAMEL, Mk
BERM S BT, BEERBH1HT>T, CCL Fo*x
AEVThLBEBERTS - T BRREED REH
&, TE B¢ 85 @&k 13 fl, CCL ¥ 85 @i 12 filCTH
D, WIThIBEThoTc, HDEMN - DIXFRE L
LIFMEHRIEA THD, DPWTHFEF S VAT IF7—HD
ERThHo1o CHHDOIEFNL, BRI X HEED
e ERERE I T,

BRIR LBIEAS L OBERBREERE T SXHEL
=, WhWAEAKIOWTIY, BARE VD STHE
+5k, PMEELYIET TE 8 72.7%, CCL F67.2
%, ¥t-TwEHET TE B 78.1%, CCL ¥ 65.6%
E, tiw TERCEVWRAB LY, HaHeEE
Z3HBLREh T,

Lk, BUESERIMEYNG L LRBRICKT 55
B, IEESHER DL BETHE, BROHRT
TE B 77.3%, CCL P 67.2%, = TE P 54.8
9%, CCL B 63.2%, &EIfef TE B 7.9%, CCL B
2.3%, EEREEMERE TE B 15.3%, CCL B 14.1%
Thotzo ZDREDRH TIX, AHOMHANEE
Zixabhihotoht, TE #ix CCL Fck LERER
TEL, RERTEWEVWSHS YL, T OFRIL
TER LV, HWHREID > b RBAE BE I i FES
#, TE # 75 b 33 i, CCL Bt 64 {il=h 40 I TH
h, BEEBHERD, CCL o 62.5% (40/64) Tt
<, TE £ 44.0% (33/75) L{ERThH-TcZ L —H
mEBbhic, Lo L, —BRACHE MRl RE O RS
EFREEORAEIFEFRIILIEI L 5 D% 40~60% 2
ELIhTkhs?, AREAE T ZOHBEICA
L0 EEL bR, IHC, BABREEMLTICLE
EHRY H 5 L TE BT 69.7%, CCL BT
67.5% T, BIFASORBEIB OIS, ok, EBEF
EF\TiE, TE BEHiEFEZERL->T CCL ez &
SERSREIB ORI,

CCL BoSERIFE TR T 5 HE5E» 1,500 mg/H

L LAY RR Tk B b g, Lo &5 iiEtnig
Hhtez i, TE 400 mg/H 0% 5.5, CCL 1,500 mg/
BEieL, i LA LbLLMVEATHD,
FEAFMT B LD EHE L bR,

fRETO~ RIS A FRIVEHBOMEE, 77 &
Bt X Bliligs, HOHWEA275X~, 771
T Niligs T & DNIMYIE N e b D Th »Fehd, KB T
B RIBIE QY RYE CORBUL, ~ 279 T4 FHIE
Bx &b rodsShi TE-031 2%, Mo bEEMIITH L
Th 2 b OMEEE THIRZIFE AW RHES & L2 RIEL
L DT, SHBO~=r e T4 FRFEEDBEOMBICKE
TR A, & HIRRIRREYEED & TR DER
v biceicbnsELOR S,

BIfER, BRBREMBFCE LT, EELMZE< A
bhich ot Wihd, —BUETEEDCLDOTHY,
BFEZIIARD R feh »7ont CCL 1,500 mg/HiTxt L,
¥iio LTt TE-031 REFHVRBERLRLTH D,
COARSBOFEMRC KW T—IEARETREC L EEL
bhic,

LAk, TE-03111, EO=2wu 54 FHITHH7ehibh,
B SUERYIE I BT B /R IEROB—BIRA & LTR
ABHITENIED BIEF L E X DI,

X 8

1) MORIMOTO S, ADACHI Y, TAKAHASHI Y, ASAKA
T, KASHIMURA M, WATANABE Y, OMURA S, SOTA

TE-031 (A-
56268) ; synthesis and biological properties.
26 th Interscience Conference on Antimicro-
bial Agents and Chemotherapy, New Orlea-
ns, La., 1986

2) NAGATE T, ADACHI T, OTAKE T, YOSHIDA H,
MiYAJl J, SEKIGUCHI E, MORIMOTO S, OMURA
S : A new macrolide antibiotic, TE-031 (A-
56268) ; structures and activities of metaboli-
tes. 26 th Interscience Conference on Anti-
microbial Agents and Chemotherapy, New
Orleans, La., 1986

3) MITSUHASHI S, ONO T, NAGATE T, SUGITA
K, OMURA S : A new macrolide antibiotic,
TE-031 (A-56268) ; In wvitro and in vivo
antibacterial activities. 26 th Interscience
Conference on Antimicrobial Agents and
Chemotherapy, New Orleans, La., 1986

4) 5535 B ERLEREFSRE, FEvvHECY
s, TE-031, B[, 1987

5) SuwA T, YOSHIDA H, YOSHITOMI S, KAMEI
K : Metabolism of TE-031 (A-56268), a new
macrolide antibiotic, in rat, dog, monkey
and man. 26th Interscience Conference on
Antimicrobial Agents and Chemotherapy,

K : New macrolide antibiotic,
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New Orleans, La., 1986

SUWA T, YoSHIDA H, KOHNO Y, FUKUSHIMA
K, KoBAYASHI H : High distribution of TE-
031 (A-56268), a new macrolide antibiotic,
in the lung. 26th Interscience Conference
on Antimicrobial Agents and Chemotherapy,
New Orleans, La,, 1986

MIZUSHIMA Y, HIRATSUKA H : First study on
the pharmacokinetics and safety of TE-031
(A-56268) in volunteers. 26th Interscience
Conference on Antimicrobial Agents and
Chemotherapy, New Orleans, La.,, 1986
INBREFT, Al TRIBARRRHE < T 5 Mezlocil-
lin & ampicillin o JER) LRI, MHEFHE

9

10)

11)

12)

it 55(4) : 276~324, 1981

fllE—, i PERBEREICST S Cefopera-
zone & cefazolin D_HEREIC X 5 RHes
REAAL#, Chemotherapy 29(4) : 375~424, 1981
WA —, fb : QFLResT B Ofloxacin(DL-
8280) & cefaclor DB LBBRBA M, MifsE
2 MERE 58(9) : 832~861, 1984

INKREFT, b "R ARIRGIE 1= ¥+ % HAPA-B
& amikacin DOIRMHLBRB, BRAEEKLE 60
(11) : 1184~1215, 1986

B WP, fbc RREMREE - ¥+ 5 HBK &
Amikacin O R ILER Mo M HIEFEKEE 61(1):
22~53, 1987
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TREATMENT OF CHRONIC RESPIRATORY
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To objectively evaluate the clinical efficacy, safety and usefulness of TE-031 (TE) in chronic
respiratory tract infections, we carried out a double-blind comparative study using cefaclor (CCL) as
the control drug.

As a rule, treatment was by oral administration of 400 mg (in two divided doses) of TE daily and
1,500 mg (in three divided doses) of CCL daily for 14 consecutive days. The following results were
obtained.

1. The overall clinical efficacy as judged by the committee was 77.3% (58/75 cases) for TE and
67.29 (43/64 cases) for CCL.

2. The overall clinical efficacy as judged by the doctors in charge was 82.2% (60/73) for TE and
68.8% (44/64) for CCL.

3. In the bacteriological studies, the eradication rates were 54.8% (17/31) for TE and 63.2% (24/
38) for CCL.

4. The incidence of side effects was 7.9% (7/89) for TE and 2.3% (2/88) for CCL. Almost all
the instances of side effects were digestive tract symptoms, and none was serious in degree.

5. The incidence of abnormal changes in laboratory test values was 15.3% (13/85) for TE and 14.1%
(12/85) for CCL. Eosinophilia was detected in 7 patients in the TE group and 4 in the CCL group,
while the serum transaminase values were elevated in 4 patients in each group. All changes were
mild in degree and soon returned to normal.

6. The usefulness of each drug regimen was evaluated by considering the clinical efficacy, the
presence or absence of side effects and of abnormal changes in laboratory test values. The overall
usefulness rates (including satisfactory and very satisfactory) were 72.7% (56/77) for TE and 67.2%
(43/64) for CCL.

On the basis of our results, we confirmed that the usefulness of TE, administered orally in two
daily doses of 200 mg, in chronic respiratory tract infections is comparable to that of CCL administered
orally in three daily doses of 500 mg.



