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Fig.1 Chemical structure of CXM-AX
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Table 1 Collabolating institutes

The Second Department of Internal Medicine, Hokkaido University School of Medicine and Related Hospitals
Department of Respiratory Disease, Sapporo Hospital of Japanese National Railways

The Third Department of Internal Medicine, Hirosaki University School of Medicine and Related Hospitals
Department of Intemal Medicine, The Research Institute for Chest Diseases and Cancer, Tohoku University and Related Hospitals
Department of Internal Medicine, Hoshi General Hospital

Department of Respiratory Disease, Iwaki Kyoritsu General Hospital

Department of Internal Medicine, Kasumigaura National Hospital and Related Hospital

The Second Department of Internal Medicine, School of Medicine, Teikyo University

Infectious Disease Section, Tokyo Metropolitan Geriatric Center

Department of Internal Medicine, Juntendo University School of Medicine

Department of Internal Medicine, Tokyo Kosei Nenkin Hospital

Department of Chest Medicine, National Medical Centere Hospital

The First Department of Internal Medicine, Kyorin University School of Medicine

Department of Respiratory Disease, Toranomon Hospital

The Second Department of Internal Medicine, The Jikei University School of Medicine

Department of Infectious Disease, Institute of Medical Science, University of Tokyo and Related Hospital
Department of Internal Medicine, Tokyo Kyosai Hospital

Department of Internal Medicine, Kawasaki Municipal Hospital

Department of Internal Medicine, Yokohama Teishin Hospital

The First Department of Internal Medicine, Yokohama City University School of Medicine

Department of Internal Medicine, Kanagawa Prefectural Midwives and Nurses Training School Hospital
Department of Respiratory Disease, Kanagawa Prefectural Nagahama Hospital

Department of Internal Medicine, Nagoyashi-Koseiin Hospital

‘The First Department of Internal Medicine, Nagoya City University School of Medicine and Related Hospital
Department of Internal Medicine, Nagaoka Red Cross Hospital

Department of Internal Medicine, Shinrakuen Hospital

Department of Internal Medicine, Toyama Prefectural Central Hospital

Department of Respiratory Disease, ljinkai Takeda Hospital

The First Department of Internal Medicine, Kansai Medical University

Department of Internal Medicine, Rakusai New Town Hospital, Kansai Medical University

Department of Internal Medicine, Toneyama National Hospital

Department of Internal Medicine, Tane General Hospital

Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School

Department of Internal Medicine, Kure National Hospital R
‘The First Department of Internal Medicine, Faculty of Medicine and School of Health Sciences, Kyushu University
Clinical Research Department, National Minami Fukuoka Chest Hospital

The Second Department of Internal Medicine, Nagasaki University School of Medicine and Related Hospitals
Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University
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Table 2 Scores for symptoms, signs and laboratory findings for grading severity of
infections
Score
1 2 3 4
Body temperature (°C) <37.0" 0-37.9"  38.0~38.97 <39.0°
Cough - + -
Volume of sputum - + # "
Property of sputum - M oM v
Wheeze - +
Dyspnea - + #
Chest pain - +
Rale - n 4
Dehydration - +
Cyanosis - +
WBC (X10°/mm") <80 80~119 120~199 2200
ESR (mm/hr) <20 20~39 40~59 =60
CRP - £t 24+ ~3+ 4+
Table 3 Criteria for utility assessment based on clinical efficacy and safety
(Assessment by committee)
Side effect and/or abnormality Clinical efficacy
in laboratory findings Excellent Good Fair Poor  Unassessable
None + + + - ?
Mild + + £ - -
Moderate + £ - - -
Severe - - - - -
# I Very useful. + : Useful, % : Relatively useful, — : Useless, ? : Unassessable.
Table 4 Number of cases analysed
No. of patients assessed for
No. :'i:i:‘"‘s Clinical efficacy Side effect Laboratory findings Utility
Included  Excluded | Included Excluded | Included Excluded | Included Excluded
CXM-AX 129 93 36 119 10 106 23 94 35
CCL 126 90 36 110 16 105 21 0 36
“Total 255 ‘ 183 72 229 26 21 44 184 71
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Table 5 Number of patients excluded and dropped out from the evaluation of
clinical efficacy

CXM-AX oCcL

Reasons for exclusion

(1) Diagnosis not included in the protocol 9 5
Pneumonia 7 3
Primary atypical pneumonia 1
Lung abscess. 1
Pyothorax 1
Pulmonary tuberculosis 1

(2) Severe underlying disease 5

(3) Pre-treatment with CCL

(4) Improvement with other antibiotics

(5) Symptoms mainly due to lung cancer

(6) No obvious infectious symptoms

(7) Pseudomonal infection

Blowmm
w

Total

Reasons for drop-out
(1) No visit after initial treatment
(2) Incomplete following up of clinical course
(3) Shortage of dose
(4) Concurrent use of other antibiotics or corticosteroids

DRSNS

3
1
3
4

Total 1 1

No statistically significant difference was found in any item between the two
treatment groups.

Table 6 Diagnosis of the patients adopted for the evaluations of clinical efficacy
(Assessment by committee)

No. of patients treated with
Diagnosis
CXM-AX ccL
Acute bronchitis 13 12
Chronic RTI 8 ]
Chronic bronchitis % 2
Diffuse panbronchiolitis 6 5
Infected bronchiectasis 16 31
Infected pulmonary emphysema 7 6
Infected bronchial asthma 5 4
Infected lung fibrosis 4 1
Infected pneumonoconiosis 1
Infected old pulmonary tuberculosis 2 2
Pulmonary tuberculosis with mixed infection 1

No statistically significant difference was found in any diagnosis between the
two treatment groups.
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Table 7 Pre-treatment characteristics of the patients adopted for the evaluation of clinical efficacy

No. of patients
Items Acute bronchitis Chronic RTI Total
CXM-AX  CCL [ CXM-AX  CCL | CXM-AX  CCL
Sex
Male 10 6 46 45 56 51
Female 3 6 34 3 37 39
Age
<39 6 3 7 3 13 6
40~59 2 4 2% % 27 30
260 5 5 48 49 53 5
Body weight (kg)
1 1 7 4 8 5
40~49 4 4 30 2 3 32
50~59 4 4 22 19 2 23
60~69 4 2 10 20 14 2
270 1 4 4 4 5
Unknown 7 3 7 3
Out-patient 10 a7 47 57 53
In-patient 3 6 3 31 36 37
Severity of infection
Mild 10 8 53 49 63 57
Moderate 3 4 27 2 30 32
Severe 1 1
Underlying disease &
complication
No 10 4 22 2 32 31
Yes 3 8 58 51 61 59
Prior chemotherapy
No 13 1u 7 73 8 8
Yes 1 8 5 8 6
Unknown 1 1
Combined drugs except for
antibiotics and corticosteroids
No 7 2 28 32 3 34
Yes 6 10 52 46 58 56

No statistically significant difference was found between the two treatment groups in either of the

items indicated.
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Table 8 Duration of treatment and reasons for earlier withdrawal than scheduled treatment period
in the patients adopted for the evaluation of clinical efficacy

No. of patients
Items Acute bronchitis Chronic RTI Total
CXM-AX  CCL | CXM-AX  CCL | CXM-AX  CCL
Duration of treatment (days)
57 7 7 14 19 21 %
8~13 1 6 9 7 9
1 5 5 60 50 65 55
Reasons for withdrawal
Cure or improved 7 4 6 1 13 18
Failure or aggravation 3 5 7 5 10
Side effect 1 2 1 3 1
Others 7 6 7 6

No statistically significant difference was found between the two treatment groups in either of the

items indicated.
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BT &L, I 184 G (CXM-AX Bt 94 #, CCL
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Table 9-1 Pre-treatment symptoms, signs and laboratory findings in the patients adopted for the
evaluation of clinical efficacy

Items

No. of patients

Acute bronchitis

Chronic RTI

“Total

CXM-AX ccL

CXM-AX CCL

CXM AX

L

Body temperature ('C)

<31.0 2 3 30 30 32
37.0~37.9 8 5 10 38 45
38.0~38.9 3 4 9 8 12
239.0 1 2 1
Cough
- 2 1 2 1
+ 6 7 35 44 41 51
+ 7 5 43 32 50 37
Unknown 1 1
Volume of sputum
= 1 1 1 1
+ 6 6 23 28 2 34
+ 6 4 44 35 50 39
# 9 15 9 15
Unknown 1 4 4 1
Property of sputum
- 1 1 1 1
M 1 1 1 1
PM 5 5 37 44 42 49
P 7 6 4 3 48 39
Unknown 1 1
Wheeze
- 1 6 60 56 7 62
+ 2 6 19 2 21 28
Unknown 1 1
Dyspnea
- 1 10 6 ] 57 58
+ 1 2 7 28 28 30
+ 1 7 2 8 2
Chest pain
- 7 10 67 64 7 74
+ 3 2 12 1 18 16
Unknown 1 1
Rale
- 7 4 2 16 2 20
+ 4 8 43 49 47 57
+ 2 16 13 18 13
Unknown 1 1
Dehydration
- 13 12 7 6 9 88
+ 2 2 2 2
Unknown 1

No statistically significant difference was found between the two treatment groups in either of the

items indicated.
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Table 9-2 Pre-treatment symptoms, signs and laboratory findings in the patients adopted for the

evaluation of clinical efficacy

No. of patients
Items Acute bronchitis Chronic RTI Total
CXM-AX cCL CXM-AX ccL CXM-AX ccL
Cyanosis
- 13 12 % 75 88 87
+ 3 3 3 3
Unknown 2 2
WBC (X10%/mm")
< 80 3 6 32 i 35 3
80~119 8 4 40 3% 48 40
120~199 2 2 7 12 9 14
2200
‘Unknown 1 1 1 1
ESR (mm/hr)
<20 5 5 n 1 16 16
20~39 4 4 27 31 T
40~59 1 2 2 12 23 1“4
260 2 1 17 23 19
Unknown 1 3 2 4 2
CRP
- 1 10 10 7
t~1+ 5 3 22 19 2 2
2+~3+ 3 4 29 2 32 2
=4+ 5 4 18 28 2 32
Unknown 1 1

No statistically significant difference was found between the two treatment groups in either of the

items indicated.

B 90 ) RMITHKOIE Lico

2. WMFIRREEOHERETF

D ERELHA

AR TS TR YE A R & Lizat,
FRETHES RBWAIX Table 6 IR Licks )
CTREEREL S 4 25 6] (CXM-AX 2 13 B, CCL
1200, WBEREL NI L OB REEYAES: 158
(CXM-AX 2t 80 i, CCL ¥ 78 §1) T b, {BiE%
HEYIEDBH ARSI h - A B A O MITIT
TIRAIBENCAH B DRI Hhieh o koo Teds, B
ToRIcH oo TRRER & &b icaEREXL &
ERGERYERE LB LTHET B Lic L

2) & Fip WL

Y FG, B ABE - SbK, WIEMKE, ERKE -4
GHE, WL GRAEKO HWRETF S L0 EMSHIT
Table 7 iR Uiz &35 O CRIEGI & 0 BER I B

FILTLLThORRATFICH T L GEMNMIZEY
(27, RESBIAH LTI,

3) #EMRE IURSPIEES

14 AMES%5%T LIERIL Table 8 OLih 183
Pk 120 BITH Y, BSWRL 14 BEKED 63 AO
Bl B TRFRAE & LB RAFOERAS
B B oo WERIMEG XU SR IERH L b ICRE
Pis U E BB BB LT MERRMICHEOR
DIRED SRk o

4) BEMOER, RS XURERK

BEMOHE, TR HRE WRER B0 FR
HE K WS BAER F7 /- ALK
B U CRP kouT Table 2 icft~>T, XORE
WL, ThEROSALRM Lo WThOER
BiR. BERAICE T Table 9 1R X 5 KBIER
IBUICE BRI LA RANHHE
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Table 10 Distribution of causative organism in the patients adopted for the evaluation of clinical efficacy

(Assessment by committee)

No. of patients
Causative organism Acute bronchitis Chronic RTI Total
CXM-AX  CCL | CXM-AX  CCL | CXM-AX  CCL
‘Monomicrobial infection
Gram positive organism 2 2 9 1 1 13
S. aurens 1 1 3 3 4 4
S. pneumoniac 1 1 6 8 7 9
Gram negative organism 3 1 32 2 35 28
. influenzae 2 1 16 21 18 22
E. coli 3 1 3 1
Klebsiclla spp. 6 4 6 4
Others 1 7 1 8" 17
Polymicrobial infection
with H. influenzac 3 3 3 3
without H. influcnzac 3 3
Monomicrobial infection 5 3 a 38 4 4
Polymicrobial infection 6 3 6 3

*1: 4 strains of B. catarrhalis and 1 strain each of P. vulgaris, Proteus sp.. E.aerogenes and A. calcoaceticus

211 strain of Bacteroides sp.

No statistically significant difference was found between the two treatment groups in any comparison
of causative organism distribution (Gram positive, gram negative, polymicrobial infection, and
monomicrobial infection and polymicrobial infection).

Fig.3 Susceptibility to CXM and CCL of the causative organism

(Inoculum size 10° cells/ml)

100
o
H CXMAX administered groun
g M) o—e
v CCL 1 o—o
Z 40 CCL administered xroup
H - CXM U e -me
Sl CCL (D o=
o
Admppetercd [MIC | [s01]0.2]o. 36]0. 741 563
3|64
RN
380
N

Rl D RED bR 1o

5) EHELEFIEZYE

DMERECH T REEA WE S h I EHIL Table
10 kR L & 3 b B2 RARATRRBY 183 I 5 b 96
# (CXM-AX B¢ 52 §I, CCL B¥ 44 f) TH b, BH

FRER T RS 87 §I (CXM-AX 2f 46 6,
CCL B¢ 41 §), BHESKYHI 9 61 (CXM-AX B¢ 6 63,
CCL B3f) Thoto ¥ HEEERGI T H
influenzae %+ 40 fil (CXM-AX ¢ 18 fi, CCL B¢t 22
) LRLBL, KT S pneumoniae 16 i, Kleb-
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Table 11 Results of assessment of clinical efficacy
(Assessment by committee)
Dot No. of patients Clinical response Efficacy  Statistical
asmosis o
HumOsh treated with Fxeellent Good Fair Toor | rate (%) results
CXMAX 13 12 1 2.3012/13)
Acute bronchitis | ¢ ) . ; . s lessceny NS
e R 5 57 12 no | 7.37/80)
Chronic RTI I ' % 16 12 |etacsum N
rotal CXMAX ) 13 u [rezeere) o
o oL % 5 53 7 15| 61.4058/90) >

Table 12 Clinical efficacy in

total cases classified by pre-treatment characteristics

(Assessment by committee)

) No. of patients Clinical response Efcsy  Sutsial
Pre-treatment characteristics N it
wreated with | Excellent  Good  Far  Poor | rate (%) resits
Severity of infection
CXM-AX 63 43 12 & 68.3(43/63)
Mild ccL 57 kY 12 n 59.6/34/57) s
CXM-AX 30 2% 1 3 86.7126/30)
Moderate | oy, @2 3 19 5 s | nemm NS
Severe CXM-AX 0 - _
ccL 1 1 0 (1/1)
Underlying discase &
complication
CXMAX R 5 2 | mam
No ccL 3 18 8 s | samwa NS
CXM-AX 61 “ 8 9 72.1044/61)
Yes ccL 59 5 ] 9 w | esom M
Combined drug except for
antibiotics and corticosteroids
CXMAX 3 % 7 s | eseum)
o ccL 34 2 2 5 o | nsmay NS
CXM-AX 58 5 6 7| s
Yes ccL 5 3 » 12 e
siella spp. 10 §i, S. aureus 8 GiTHH, REBOHT 3. EEBR
IZIXTIRARER THEM D 12 o foo D PEALHE

TROEXEOSH CXM 3 X0° CCL e+ 55
B LIRS Fig. 3 1R LIc X 51 37 e Td
bo Thb 37 HickT 5 MIC A7 KRB SWAT
S B & CXM-AX 85 (20 ) T2 CXM 2%,
CCL il ~AFiz{EL MIC 4375 (A : B) %7 Licat,
CCL 48 (17 #) TiXF#EHF D MIC 4 (C: D)
CHEOERBED D - oo ¥ 1o, WRSHMTIEA—
FHIc 15 MIC 44T CXM (A:C) & X TF
CCL(B: D) kbic CCL H&H THBICEL MIC 2
MR Lo

NEREHUTIC X 5 BKHRX Table 11 i RTL
30 ThH Bo BIEFIC 5 1 5 BKHRIX CXM-AX T
(93 B0 Tix, H% 69 Bl (74.2%). AL 13 A
(14.0%), 4% 11 1 (11.8%). CCL B¢ (90 ) Tit
E5 0 (5.6%), H%h 53 G (58.9%), ©HH 1T
1 (18.9%), &% 15 ¢ 16.7%) T, EHLHAPLE
beiEHE UTEHREHTS) 12 CXM-AX B
74.2%, CCL B 64.4% TH b, MERBMOBHEL
HEOEXRD I - To

Chou EBEAC A 5 & BEKELETIE CXM-
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‘Table 13 Clinical efficacy in patients with acute bronchitis classified by pre-treatment characteristics

(Assessment by committee)

! Clinical response . Stattic
e-retment characterigics | No- O patients Efficacy  Statistcal
treated with Excellent  Good Fair Poor | rate (%) results
Severity of infection
. CXM-AX 10 9 1 90.0( 9/10)
Mil ;
i et 8 5 1 2 | essy N
CXM-AX 3 3 o (33
M .
Moderate | e, 4 1 2 1| By
CXM-AX 0 -
seere | oo . - -
Underlying disease &
complication
CXM-AX 10 10 10 (1010)
N -
© ccL 4 3 V| maye NS
v CXM-AX 3 2 1 6.7(2/3)
ccL 8 1 4 1 2 62.5( 5/ 8)
Combined drug except for
antibiotics and corticosteroids
N cxMAX 7 6 1 706/ 7)
e oL 2 1 1 50.0( 1/ 2)
' CXMAX 6 6 w (66
Yes oCL 10 1 6 3 won0 N

Table 14 Clinical efficacy in patients wi

ith chrohic RTI classified by pre-treatment characteristics

(Assessment by committee)

. No. of patients Clinical response Efficacy Stat
Pre-treatment characteristics N y
treated with Excellent Good Fair Poor | rate (%) results
 Severiy of infection
M [CXM-AX 53 3 u 8| sams) o
ccL 49 29 11 9 59.2(29/49) N
CXM-AX 27 23 1 3 85.2(23/27) .
Moderate | ooy » 3 Y 5 3 | ey NS
Sen CXM-AX o -
e el 1 1 00 (1/ 1)
Underlying disease &
complication
N CXM-AX 2 15 5 2| 2052 o
© ccL 27 15 8 4| ss.6015021) >
Ye CXM-AX 58 42 7 9 72.4(42/58) XS,
© ccL 51 4 3t 8 8 | es.6(35/50) -
Combined drug except for
antibiotics and corticosteroids
CXM-AX 28 18 6 4 64.3(18/28) NS.
No ccL 32 2 2 4 4| o) =
CXM-AX 82 » 6 7| mosws) o
Yes ccL % 2 % 12 8 | s6.5(26/46) >
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Table 15 Clinical efficacy in total cases classified by causative organism

(Assessment by committee)

Cassative organism No. of patients Clinical response Efficacy  Statistical
treated with Excellent  Good Fair Poor rate (%) results
Monomicrobial infection gﬁ"’\x :f 3 : 1; f :::::;:f; NS.
Gram positive organism | o AX n 8 ! N R Y
ccL 3 1 1 1 9.3(12/13)
e Do, mm .
T - YDy
Com e i[O B e
N R R I
A N
o[ A S
o i ’ e s
Polymicrobial infection %ﬁ""x g ; f 2 2:’ 7 :; NS
S R R
without H. influenzze gﬁh\x g ! )0 "_‘” & -
*1P<0.05

AX B (18 ) 2% 12 B (92.3%), ©PHH1IA
(7.7%) T b, CCL B (12 f1) Tix¥% 1 FI(8.3%),
BHTO (5.8%), ®CHH1H (8.3%), ®H3H
(25.0%) T, *04%H%ix CXM-AX B¢ 92.3%, CCL
B 66.7% & CXM-AX BfTH» - 708t WHRAFRIC
HEOERZBRIA - 1o

B SUHBSRE T12 CXM-AX B (80 §) 2% H2%
57§l (71.3%), *%H%) 12 6| (15.0%), %116
(13.8%), CCL 3 (78 §I) TWxELH4H (5.1%), H
%46 41 (59.0%), %% 16 6 (20.5%), #&%h 12 5
(15.4%) THH, TORLHER CXM-AX ¥ 71.3%,
CCL 2 64.1% THEAMMIAROELRD Y-
7o

7ok, BESERIEY X 1B REL % (CXM-

AX B 40 {4, CCL B¢ 27 i), U'¥ AMMMAELL
(CXM-AX B¢ 6, CCL B¢ 5 81). SKEXHREORR
B (CXM-AX Bt 16 §§, CCL B 31 fi) X IVE0f
O WEESERYIE (CXM-AX B 18 fi, CCL B 15
) KEBILT, ThEhoRBIsT sERORER
B LA, LThoRBICKV TS RARNOHSR
CHEOELED M- o
¥k, Thb BV

EFRETFO> b, BREOWERE, EBKE - AHHE
# XUHARDTRERICOVLTREIR Lo TO#
Rk Table 12, 13, 14 iR ek 0T, RER 8
ALK OV B EARRER OV TRICELTY
ZORHRIHRETFOMINC X ) ARMcHEOEY
B lh oo
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Table 16 Results of assessment of clinical efficacy in the cases adopted by committee
(Assessment by attending physician)

Diagnosis No. of patients Clinical response Efficacy  Statistical
o treated with | Excellent  Good  Fair  Poor | rate (o) results
o |oxmeax 1 n 00 (1313) L, .
Acute bronchitis | (o b s . 3 |esaiwny LR
) CXM-AX 80 5 5 2 7| e2s(s00)
RTI
Chronic ccL 7 3 43 19 13| ssouem S
CXM-AX 9 7 56 ) 7| er.7063/03)
tal NS
Total ccL % 3 51 20 6 | socs N
* 1 P<0.05

Table 17 Bacteriological response in total cases classified by causative organism
(Assessment by committee)

] Bacteriological response
Causative organism No. of patients Decreased”™ Eradication'?  Statistical
treated with Eradicated or partial Replaced Unchanged | rate (%) results
elimination
o CXM-AX 8 7 1 2 13| 6490
Monomicrobial infection Py o . : 0 | i NS
” ) CXM-AX 1 9 2| sscony
Gram posiive organism | ooy 12 7 2 3| motony NS
CXM-AX 4 2 2 50.0(0 2/ 4) .
S aures ccL 3 1 1 A
. CXM-AX 7 7 00 (7/7) J
S pmasmonios ccL 9 6 1 2| mawe N
Cram seqative organism | CXMAAX ® 8 1 2 n | esmm o
ealive org ccL n 13 1 | 4810820 S
. CXM-AX B 10 2 6 | 66.7012/18)
H.infuerzae ccL 2 1 o | s N
- CXM-AX 3 1 2| 33.3(1/3)
Ecol ccL 1 1| ooy N
) CXM-AX 5 2 1 2| wot2s
Hicsill 5po. ccL 4 2 2| oz N
CXM-AX 6 5 1] 8.3(5/6)
NS.
Others ceL 1 1| ooy NS
CXM-AX 6 3 1 2 | 66.2(4/6)
Polymicrobial infection o 3 ! N A DR s.
I CXM-AX 3 2 1 w (¥
with H. influnzoe ccL 3 1 1 V| mavy NS
) ) CXM-AX 3 1 2| waw
without H infuenae | o) . _ _
CXM-AX 49 B 1 3 15| 67.3038/49)
Total ccL 2 2 1 2 8 | ssway NS

*1: Partial elimination ; disappearance of the partner organism in polymicrobial infections.
*2: (Eradicate+Replaced/No. of bacteriologically documented cases.
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Fig.4 Impi profile of symptoms, signs and lat y
findings
e Iy Improvement( %, ) Statntcal
10 20 40 0 70 K w10
gl
Tody 5 2
cmperiture L i o]
temperature [T ; N
K G et
Couh 7 o
Tr oV
Vol 1 L= N’
of B S
R N s
Troperty El [
O A \
I ; =]
Wheere . Tt
K] e
T &
Dysnen 7 *"\%
1] te
v
Chest pain 7 I f‘“'ﬁ“
T R
E3 =
Kale 7 i
7 o
T
Dehydration 7
11
3
Cyanosis [ 7 N
13
I )
WBC 7
14 3
3 [~
ESR i ) >
Ty &
K Y
CRP g S Is
N
*1P<0.05 &—— CXM-AX, 0----0 CCL

REEOWOH1c 96 FIOR I IBEHS Rz Table
15 2RF L0 T E0 KT CXM-AX Bt (52
) 73.1%, CCL Bf (44 f7) 65.9% T&h, MEM
ORBBHEORRA BN D > 12

CHERPREIIZ2 5 & WMER Y T2 CXM-AX
Bt (46 ) 78.3%. CCL B¥ (41 (A)) 65.9%, MIMEME
HixEhEh 33.3% (601, 66.7% (3(1) OHHE
THH. WTROBPHECS T L AEMBICHE
DELRDIm 1, El, BAEERAOHHEY 7
T LR S IR KR LT B LT R B L, 7T
MR T 2 CXM-AX Bt (11 fi) 72.7%, CCL 8%
(13 §) 92.3% CAKAMMIcHEOZI2IED L IeH
SRt 77 ABRHE T CXM-AX BE(3S §1)80. 0%,
CCL B¢ (28 ) 53.6% T# h. CXM-AX B THEC
L HBE LR L (P<0.05),

eds, WRERNICHE LIRBRIIGFhOBMTLRE
RN B XL B 000 - 72,

2) FHHEHE

ERBEHEC X SRR Table 16 iZRT L%
T REFICHST 2EEHR: CXM-AX ¥ (93 f)
T EWTO (7.5%), K 56 B (60.2%), £FH
% 23 {7l (24.7%). ®HTM (7.5%). CCL B (0
) TEED 3G (3.3%). % 515 (56.7%). L
H%h 20 4 (22.2%). &% 16 G (17.8%) THH. %
DH %2 CXM-AX B 67.7%. CCL B¢ 60.0% T.
AEFRMOHDEIHEORRED LR Ih o120

Th EEWRICAD L, BEKELKTIZ CXM-
AX BF (13 @) »% EZ2M (15.4%). HH 1L A
(84.6%), CCL B¢ (12(A) T, % 86 (66.7%).
SR 1P (8.3%). EHIH (25.0%) THY, A
HEDH O ET CXM-AX BTHERC BhTuin
(UBSE, P<0.05), ToH2®ix CXM-AX ¥ 100%,
CCL B¥ 66.7% TH . ¥* RE CHARNBRMIHEED
ERALRIEN 57

—7%, BESHRRERTIX CXM-AX F¥ (80 A1)
PES 50 (6.3%), HR 45 Gl (56.3%), TOHH
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Table 18 Incidence of side effects

(Assessment by committee)

No. of patients who developed .
Side effects side effect with treatment 5"““;“"
result
CXM-AX ccL i
Diarrhea 2
Diarrhea and fever 1
Soft stool 1
Nausea 1
Rash 1
Face oedema and eruption 1*
Fever 1
Stomatitis 1*
Perioral abnormal feeling 1
Total 5/119 (4.2%)  5/110 (4.5%) NS.

* : Administration discontinued.

Table 19 Incidence of abnormal laboratory findings

(Assessment by committee)

No. of patients who showed

Laboratory abnormality with treatment 5““5‘1‘:“
CXM-AX ceL e
REC - Hb - Ht} 1
Eo.t 9
Eo. GOT  GRT.1 1
Eo.+GOT - GPT - AI-P 1 1
GoTt 2 1
GOT - GPTt 3 1
GOT- AI-Pt 1
GOT - GPT - AI'P1 1
GPT1 3 2
APT 1
BUN 1
Total 11/106(10.4%) _17/105(16.22%) NS.

23 ) (28.8%), #3761 (8.8%). CCL B (78 fi)
TRELH G (3.8%). HH 43 4l (55.1%), PXHL
19 01 (24.4%), % 13 §1 (16.7%) THH. T0H
%%z CXM-AX B 62.5%, CCL Bf 59.0% TH¥H
B THHRICHRORRED b iom T

o, ARMESERRE ¥ NERLHE LIS HIc
BESEL L, UFABAMBELR DELRRED
BREE X UL O OB SHBRECRTILT, Th
FhoRBICKT SERDRERH Lictt, WIFhofk

17 127 Lico REBHBM 96 G100 5 LR RHEN A
Td > 1o 91 Gl DL TOMEFHHRIX CXM-AX 5
49 fI) TH% 30 Bl WP E XBAWRLA, BX
R30I, K% 15 I, CCL B (42 fI) TH% 21 &
WM ¥ o2 BAHE LGl WRR 20 FF 18 fITH
b, WEREEDLHER (UTF. HEREHFT2)
CXM-AX B 67.3%. CCL B 54.8% Th-1otl,
AR EDOZIXED B - o

Fie, ThOORRYERTEY, HEEERO 77
LM, BULREMAICEB LEBAITD

Bkt
£~

4 EEFEHHR

AERLHTE I & B RARABEENLHR L Table

RICHE

TEABM CHERICAROERA ORI - 70
5. fEHR, BRI XURERROUFE
REFICOVTHIE LR SMOER, FIR, RER
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Table 20 Incidence of abnormality In each laboratory finding
(Assessment by committee)
Incid st
Laboratory neidence (%) Statistical
CXM-AX. ccL results
RBC) 1/105(1.0) 0/103 NS.
Hbl 1/105(1.0) 0/103 NS.
Hel 1/105(1.0) 0/103 NS.
Eo.t 17103100 10/1039.7) | 2'=6.146"
GOTt 6/102(5.9) 5/102(4.9) NS.
GPT1 7/103(6.8) 5/102(4.9) NS.
ALPY 2/100(2.0) 2/102(2.0) NS.
BUN 1 o002 1/101(1.0) NS.
*1P<0.05
Table 21 Severity of side effects and abnormality in laboratory findings
(Assessment by committee)
No. of patients | Severity of side effect and/or abnormality| Statistical
treated with None Mid Moderate result
CXM-AX 119 103 1n 5 NS,
ccL 10 8 16 5 S
Table 22 Results of assessment of utility
(Assessment by committee)
N Utility . .
Disgnesis No. of patients — Utility Statistical
§ treated with Very Useful  REBVEY e | rate (%) results
useful ful
CXM-AX 13 12 1 92.3(12/13) o
Acute bronchitis ccL 12 1 7 1 3 6.7( 8/12) NS.
CXM-AX 8l 5% 13 12| 69.1(56/81) .
Chronie RTL | c¢p, 7 3 % 15 | eswm NS
CXM-AX 9 6 13 13| 72.3(68/94)
Total ccL % 4 53 16 v |easmm NS

HDo b, REMELBRLBSEABORSIAEK 7
B# 14 BECHT 2 HFERLRH L. £ O WKLY
Fig.4 Wi Lico Tiebb, REMICKT 2HWHXT
BEOUMIL LU 14 BHISHIICH LT CXM-AX
FAHBICER TL 2 (P<0.05), EOMORHE I
UTRTEEFRMTHED 22 Bdbhh ot ¥
72, BEREX RO B KR RRER A L1
HEZE CTROFRICE TS, ARARMICEE
DEERBDIEN 2120

6. BIfFAIs X OBRRR AR

H 3 7eBIfFA 2 Table 18 1o L7 X 5 1z CXM-
AX BT 119 GIsS ) (4.2%), CCL Tix 110
Pk 5 0 (4.5%) ©w@eb bhtept, £ ORBHMIFE

FIRMTHED 22t ot ThH0 RREADS
b, #5%dk LIEMI: CXM-AX B T48, CCL
HT3MTH 5. MFAOMME LTz CXM-AX %
TIRTHE UMK KE EX RS noibyo
REEHE1RTH Y, CCL BTXTR2AOM, Bl
FHS XURE, $% nARSE LABD ORI B
PRECHMMBHIX Table 19 1R Lz &3 ) CXM-AX B
Ti2 106 fis 11 Y (10.4%). CCL BTix 105 fid
17 G (16.2%) \RBL LA, X ORBABTRAR
8] THXE teo ¥, B3l
R LB Table 20 1R Licht, REMREOE
7sb 012, CXM-AX BTz GPT ©LB7#. GOT
DER6#THY, CCL BT EFMERMS 10 4, GOT
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Table 23 Results of assessment of utility in the cases adopted by committee

(Assessment by attending physician)

Uilty
pignogs | No- of patens - Uility Statistical
e treated vith Ven e RN e Unassesible| mate (%) results
useful uselul
- Joxmax 1 2 i w e
Acute bronchitis ccL 12 8 1 3 66.7( 8/12) 2=2.472
CXM-AX 81 [ 2 24 8 1 60.0(48/80) .
Qronic RTU |} oy 7 3 a 21 13 ssam S
Total CXM-AX o 8 53 2% 8 1 65.6(61/93) NS.
o ccL % 3 © 2 16 57.8(52/50) -
TIP<0.05

$XU GPT OLA&SHTh B, ok, MEHAFIO
RAFEFMRYS I3\ T CCL HAHRITA >
T EHRWT, TOMOTE TRARANMISHED
EIBDLRM o, 6K, BB LCHEIFARLS
vic BERREERY O R Table 21 2 RT X5 12
CXM-AX BETIXEBME 11 fl, hES M, CCL BTz
BE 16 Bl FBESFTHH, BB LESDHIER
OATICRFRFTM THRORIIoh - 1o

7. R

D MERASHE

Table 3 IC7R LIcHIBEBIC & H REGIZ HVICRE
BN LH At O R % Table 22 127 Lo

BEMC 31 5 HAKIL CXM-AX B (94 f) T
i HA68H (72.3%), ®LHMI3G (13.8%), H
R L 13 1 (13.8%), CCL B¢ (90 @) T, e
THA 4G (4.4%). A 53 6Y (58.9%), *+HMH16
il (17.8%), BBt L 17 6 (18.9%) TH H, HD
THALARREbRHAR LUTHARLKFT2)
12 CXM-AX $f 72.3%, CCL B 63.3% T, M,
MTHEORRL ORI - o

¥, RENSIOHAR BHKEZR T2 CXM-
AX Bf 92.3%, CCL B 66.7%, tBi:SUMBER TIX
thEh 69.1%, 62.8% THH., WThoOKEHOH
AR ARANME THEOELBED 5 - oo

2) FWHEHE

FERESEERDE LBIFA - BRMEERY L ME
LTHE LB RtE% Table 23 1R L1

REMCIT 5 H A CXM-AX B (94 fI) Tix,
EHTHA 80 (8.6%), HA 531 (57.0%), +*H
B 24 ) (25.8%). HAiET L 8HI (8.6%), HETHE
11, CCL B (90 f1) TixBid THA 3G (3.3%).
HA 49 G (54.4%), SOHM 22 B 24.4%). HA
L 16 g1 (17.8%) THYH, TORBHE: CXM-

AX B 65.6%, CCL Bf 57.8% T, MEANMHE
DEm ot ¥l Thy KEHFHCBIILTA
B, BESELLTIE CXM-AX B (13 f) . &

BTHA2HM (15.4%), HA 11 §i (84.6%), CCL
B Q26D T, RASH (66.7%), TYHEA1IA

(8.3%), HREL3M (25.0%) THH, HAEDH
HOET CXM-AX HAHRCEAT (UKE
P<0.05); —7, B SUEHRES TOHARL CXM-
AX Bt 60.0%, CCL B 56.4% TH ). WRABNMIZ
HEOERED Lhlh o,
1. % =

Cefuroxime axetil (CXM-AX) {2, f-lactamase (2%
EREHA 7 « ARAEHRE L THMRE h i Ce-
furoxime (CXM) 2805 v * & 1 % % 1-ace-
toxyethyl ester JHHEL L, BMELTH Licxh, &
ORSTEE LECXM D7 e F5 ., 7Th Y, 4R
T CXM & LTIERT 5o CXM (2 f-lactamase B4 F
L BHAOT &, S aureus, S.pneumoniae, S.pyo-
genes 10D 75 LRSS, H.infuenzae, K. pneu-
moniae 7 & 7 7 AEEEICH LTRVCABNERT
Z Lib, CXM-AX Offi4 OFRBERIECKT 55
RBHRIHFEh Do

£[E 94 BFAEMBEIZ 3\ T CXM-AX O—BEERRS
MEEEN, EOF LN 38 FEALEMELLE
BAEHRECECTRES ALY, Ticbb, #2400
PDEMERE R\ T CXM-AX 12 82.0% DHHE
& 3.1% OBFARAELR L, ¥ FRBERE 432
Fliz TS 76.6% OBEHRLR Lo

48, RAFRBEIED > b, MAEEGERRE
et B AR OB L KL FBICIMET 5 B
T, CCL ##B¥E L LTLE 38 oW RMMALOVICT
ORI T REREC L ) HBRRB LR L
foo Te¥s, MEEE LT CCL #8E Lc#iz, CCL
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Table 24 Discrepancies between clinical efficacy evaluated by attending physician and that by committee

Discrepant cases
Diasnosis No. of patients (Assessment by attending physician—that by committee)
treated with
Good—Fair __ FaireGood _ Poor—Good Total
i CXM-AX 13 1 1
Acute bronchitis ceL 12 1 1 2
. ; CXM AX  ¥0 2 9 n
Chronie RTI oL 78 6 9 1 16
N CXM-AX 40 1 4 1 5
Chronic bronchitis oL 2 2 3
Infected bronchiectasi CXM-AX 16 1 3 4
nfected bronchiectasis oL 3 4 6 10
CXM-AX 2 2 2
Others ccL ) 2 ! 3
ot CXM-AX 93 3 9 2
ota ccL %0 7 10 1 18

2 CXM-AX & Aic Enfl«7 = ARAEHRTH
n. EROHENEOH TRERRMMNE S TRL KA
Sh, HAEAEISHTE D, SHLKRR O ORE
FELTRESATULDE Llelick Bo ¥t REHE
iz CCL D@D KL K OWER & Ex bh 5Hl#
HRERRIE L Lo

1HESRITOVTE, BRAL S CCL 01 BEH
ARTHH1E 250mg, 1HIEE LI, ShixEE
FoHES, BR PHEBEEBMRTHELD
CXM-AX O—EERRBOHFORBBRIEICS T
18 750mg (5 3) HEFIRLEL, TORBEL
77.9% (194/249) 10 1,500mg ZEADOH YR
78.2% (111/142) ZIEf LizT &0 X B

FRBICHR T CXM-AX & 512 CCL 253 h
FAEI 255 1 TH - 7oAt T 05 bREEMOAT I
A Ly 72 i hEREICEVTRA L, BERE
F 4% 25 gl BHERERRIE 158 I0it 183 Gl ZhR
HEDHFRAROIL Lice Zh bR RADKRE
F (& FW. HE AR AR BEE ERKE -
AOHE, WL GERELY) b EBIIMGET OE
R FiRE LOBERBC LT L2, WFho
HATLWEABRCHEOM) 27c<, HFHML
TWB LRSI,

REGI 1T 2 BRI DERLHE T2 CXM-
AX BT 74.2%, CCL BT 64.4%, EREHETRE
nEh 671.7%, 60.0% DHEHRTHH, WTHOHE
b CXM-AX BETED - ont, WEABMICAEZR
DO o o RERAICH S &, BERTLRC
#LTIRAERLHE T2 CXM-AX B 92.3%, CCL

B 66.7%, THEHETREThEH 100%, 66.7% O
HHRTH Y. THREHETIZ CXM-AX BrHEC
Wi EERR LR Lizdt (UKRE, P<0.05), SER
SHE CRARARMCAHROZRA SRS 512 —
%, BESHRRECH LT EREHET, CXM-
AX Bf 71.3%, CCL Bf 64.1%. XHEHETRRETLE
h 62.5%. 59.0% THH, WThOHETLHEERR
M THEDEBD Hhigh - 2o LEOREEH L
BT H L, NBAKHE LEHEHEORDHRIIEE
AELATRRE-H LTV, BESERRERS
Wiz haiEh L e BREMOHLHER CXM-AX 7,
CCL B LicHED 2TRALL OO MERLHET
EFWP o7z, =0 FA Table 24 IWRLEX 5 &
CXM-AX B, CCL Bl biItEHREHEOCTHHN
HNFRSUETHD & LIERD, TOMOERYE
FLE b, MEREHETORYESERLE
LDTH B

s, MERKHE L EREHEOR-HOREN
T 183 i 30 ) (16.4%) TH Y. TOHTLREL
TRIEDRRREF DER (47 fisp 14 f) TRLSH-
fe

CXM-AX D—REKRBRICKT 5 HHRBERT
HRTE781%, WESHRRETR 12.3% TH
09, BESHBRRE T BREHE LBERA L RK
Th o 1th, BEATLE TIREBORKDOTHETE
VEHRTH - 120 RABBIRH RO T2 183 6
& 96 G GRIGERSR 87 Gl HBEEROF) TR
Lillfos, #IEGI 96 6¥ (CXM-AX B 52 §, CCL
B 44 G %t F B ALKIE CXM-AX B 73.1%.
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CCL B¢ 65.9% Thh. MEANMIHEORIZALH
fhotse LivL, ThE LML TRMLTAS
b BRERR, WHEBROFE IV S5 LIBERD
HWERRG XU BT TR O BRI W
DERADRIM o b DO, 77 ARERERER
B 63 f (CXM-AX Bf 35 (. CCL B¢ 28 fil) i
CXM-AX B 80.0%, CCL Bt 53.6% OWMETH Y,
CXM-AX BTHEICHUVAYEELR LI, S0/ 4
BEERERROOH T H. influenzae WAL 63 Gl
40 () (CXM-AX B 18 . CCL 822 1) &%
¢, % o HEBHEL CXM-AX B¢ 83.3%, CCL B
54.5% & CXM-AX BT - font, ERBAPLL
For ARFIBMICHEORRIED ShT, ToOfn
5 LJAEEIC X SRR 23 B (CXM-AX B 17 6,
CCL B 6 01) DS (H2® CXM-AX B 76.5%.
CCL B 50.0%) #'Mib 5 s &ick » THEOESESD
bRBE DRI COZ LINEEOEIILL LI
. H.influenzae » CXM-AX ¥TOBUHEREA,
75 AREEMEBERETO CXM-AX BO HE B
HHRC KL BB RIELTVLHL0L B bh,
CXM-AX »PRBRREOUBEACERTHE S
1375 B YRR 2

o, BEEGIC % B ERREEFHH R T2
CXM-AX Bf 67.3%, CCL Bf 54.8% Dl%RTH Y,
ChERRHES 5\ X E R LA LAk
HEARMICHEOZIED DhItr - 1.

R R RERROUEE TERREMHLTT
B OWRI HUNC 14 BEOKUM T CXM-AX 320
B HFE LR LI, £ OROTE TRAMER
BECHBEORRAOhh - T

BifERiz CXM-AX B 119 flsh 5 0 (4.2%), CCL
B 110 BIh 5 0 (4.5%) wRB LA TORARIC
REEANMCEEOZR s, CXM-AX Ti2—EE
FRRORIR 3.1% (2,416 fish 76 §1), CCL Ti2fl
BHSEZRICAT B Cephalexin & DZEHBLRR
BYTORM 4.3% (11 Flps0) LFEFAFTH-
2o EOMPUIMLBER CXM-AX B 36), CCL
B2l 7va¥-XOMOERIERETR2ABIV
3HTHD, WFhb €7 = ARERMCIGELTHOR
BERT, TOBELBENRV LRFETEEOL O
et fo

BE 5 0 % {8 R %% 12 CXM-AX ¥ 106 i o 11§
(10.4%), CCL B 105 @il 17 6 (16.2%) i=RA L.
EORPIE TR THEOER A SR>
o RE Uik K RAMBKIZ CXM-AX BT~
EERRBO B L Afkic GOT, GPT D ERTHY,

CCL Mtz ko GOT, GPT o LRz T MR
MBON S0 foe RN IO RRIAL Ti bFMERIHN
ESCANGUE Tl GO S Tob AEENCY IR/ S e OV
EFRUERN S ORBKIL COL IETHEBIC R - 12, Tre
b, CXM-AX BEOUFREERA & T BLA 2 108 (b 1 0
(1.0%) T—RENIKMMRORILH 890 firh 20 (1(2.2%)
XD EFER - 220 —F, COL MOUFMERM % RI# 2
103 fisk 10 B (9.7%) TH %,

CCL DEFREIRN % RRLH 3T o CCL 2 xf ik & LT
RS h BB TN TR D &, DB LS
T & L7z Ofloxacin & DILEEIARY TI27.5%(8/107),
1B MOU S 2 R R & L7 Enoxacin & DHZRAKR"
Tt 3.8%(3/78), MEMEMREXIRE LI S-6472 %
LU Ampicillin & DHBBB" Tix 3.2%(2/63) TH
h. 4B O 4 DR ML Ofloxacin & DHLBETORBIZ
EVLDTH e ok, SEIOFMEBNSRRAERD
PIRRT vAF—ERYBTAEIFARALRT, ¥
AELWE L ERCAT HERI2 16 (CCL 29 DX T
BHoto

B LKL YMR LTHE LIoRAR T, 6
B4 X 5 BHATL RO TEEDROMEN T D F
FRBEhT CXM-AX BT HRECEh L HRAELR
Li: (UK, P<0.05), La L. hERENLLCE
HEHITIC X HRES I OBEERRE 201
FRLHEC X b BEARZRISET 2HBELCXM-
AX BTHEULL OO, BARFARMOZhALO#ERLTH
IR E TR o T

LlEo st s CXM-AX (2BEH SOERRE IS 2
LTERHREBRLELTRTEA EEL ST

X L3
1) 326 BEREFREFREE HR v H00
41, Cefuroxime, H, 1978
2) #)liz—: Cefuroxime. Jpn. J.
35 : 283~295, 1982

3) %33 EBRLFEREFLEL, FE /KoY
41, Cefuroxime axetil (SN 407), Ki%, 1985
BREHEYS  BRORWEERE (MO &
BT =2\ To Chemotherapy 29 76~
79, 1981
5) H#H—F, fo: WEX K KT 5 Ofioxacin

(DL-8280) & Cefaclor » EHHURBRS,
REFHEE 58 ¢ 832~861, 1984
6) K HF, fb: BESEEREICKTS Enoxa-
cin (AT-2266) & Cefaclor © EHILERE
R LME 58 1046~1072, 1984
%25 MEALEREFLHERIRER, FE
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A double blind comparative study was carried out on cefuroxime axetil (CXM-AX), to evaluate
objectively its clinical efficacy and safety in the treatment of bacterial respiratory tract infections
(RTI : acute and bation of chronic respiratory diseases), using cefaclor
(CCL) as the comparator. Either of the drugs was administered orally at the dose of 250 mg
tid, for 14 days in principle. The results obtained were as follows.

A total of 255 patients were entered in the trial. Out of these patients, 183 (CXM-AX group :
93, CCL group : 90) were adopted by the committee for the analysis of clinical efficacy. There was
no statistically significant difference in patients’ pre-treatment characteristics between the two treat-
ment groups.

The clinical efficacy rate in the evaluation by the committee was 74.2% in CXM-AX group and
was higher than that in CCL group (64.4%), although this difference was not statistically significant.

When the clinical efficacy was assessed in each disgnosis group, the efficacy rate in acute bronchitis
was 92.3% (13 cases) in CXM-AX group and 66.7% (12 cases) in CCL group, respectively, and
that in chronic RTI was 71.3% (80 cases) in CXM-AX group and 64.1% (78 cases) in CCL group,
respectively. No significant difference was observed between the two treatment groups in any of
the above comparisons.

In 96 cases (CXM-AX group : 52, CCL group : 44) in which pathogens were identified, the clinical
efficacy classified by causative organism was assessed. there was again no significant difference between
the two treatments when the efficacy was assessed in these cases.

In 91 cases (CXM-AX group : 49, CCL group : 42) out of the above 96 cases, the bacteriological
response (assessment by the committee) was evalusble. The bacterial elimination rates in CXM-AX
group and CCL group were 67.3% and 54.8%, respectively, without difference

There was no significant difference between the two treatment groups in the clinical efficacy
in total RTI cases assessed by attending physicians and that by the committee as well. However,
when assessed for each disease subgroup, the clinical efficacy in CXM-AX group was significantly
higher than that in CCL group (U-test, P<0.05) in the patients with acute bronchitis.

No significant difference in incidences of side efiects and abnormal laboratory findings was found
between the two treatments.

There was no significant difference in clinical utility in total RTI cases either in assessment by
the committee or in that by attending physician. However, when assessed for each disease subgroup,
the utility assessed by attending physician was significantly higher in CXM-AX group than in CCL
group (U-test, P<0.05) in the patients with acute bronchitis.

From the above results, it is concluded that CXM-AX is a useful drug in the treatment of
bacterial RTI.




