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Table 1. Items and schedule of laboratory tests

nth day of treatment
B
Item efore Day 3 Day 7 Day 14
Chest roentgenography o Y 4 O
Sputum culture (@) O @]
CRP (@] O O O
ESR (1h value) o] O O @]
IHA O O
Mycoplasma antibody
CF o] O
Cold hemagglutination O O
erythrocytes o] O O
hemoglobin O @] O
Blood hematocrit @) O ®)
analysis leukocytes @] o] O o]
leukogram @] O o] (@]
platelets (o] o] O
S-GOT O @] o]
Hepatic S-GPT O @] o]
function test AL-P e} o) o)
total bilirubin O o] O
Renal BUN O O O
function test s-creatinine 0] O 0]
Blood prothrombin time (PT) ® ® [ ]
coagulation
test activated partial thromboplastin time [ o [ J
protein O @] O
Urinalysis sugar O o} 0]
sedimentation O O O
Direct Coombs’ test ® [ ]
Pa0: ® ® ® ®
Arterial
[ ] [ [ ] [ ]
blood gas PaCO2
pH ® [ ] ® ®
Blood culture o

QO ! indispensable,

@ : should be performed as often as possible,

¢ : indispensable (pneumonia group)
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Table 2. Criteria for evaluation of usefulness

Clinical efficacy
Side effects
and laboratory abnormality

Excellent

Good Fair Poor Undecided

None

+

+

?

mild

+

+

?

moderate

+

*

severe

1 : markedly satisfactory,

+ : satisfactory,

+ : slightly satisfactory,

— ! unsatisfactory,

? © undecided
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‘Table 3. Grading of symptoms, signs and laboratory findings

" Symptoms, signs and

Degree

laboratory findings 1

2 3 4

j Body temperature (°C)
Cough 1 -
Volume of sputum (ml) —
Property of sputum -
Dyspnea -
Chest pain . -
Rales -
Cyanosis -
Dehydration -
CRP -
ESR (mm/h) <20
WBC (X10%) <8.0
Pa0: (mmHg) 280
PaCO: (mmHg) <49

37 ~<38

+ (<10ml/day)

+ 4+ + 4+ 2

~3+
20~<40
8.0~<12.0
<80~60
=249

38'~<39° 239
+ +
+ (10~<50ml/day) | # (250ml/day)
PM P
+

4+~5+ 26+
40~<60 260

12.0~<20.0 =20.0

<60~40 <40

FRIVERRORNRASHBCRBOLWC L
BL, avEa—2RANLTCHELEADT— 2 %E
ELkoL, =vFr—F—3% key code %3 L1z,
ki, BN RS CEAG QB LEBEOHB LS
REEL L, LiedoT, ABRRTHEI CHEXhS
et ot

F-2@ML, avie—S5—-0ig#E0L L, ETFE
UEBRSHMEF v & —pHEY L, BTEA oI
JEUT WILCOXON DIRMFIERSER, HEMRHEEDH
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TEHNFW OB, RMERCHEELR D IZRDLREN
(%
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B bhichote,
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Table 4. Breakdown of cases
No. of patients included Pneumonia
in statistical analysis
NY-198 146 NY-198 51
CCL 14 CCL 48
Total 290 Total 99
r——  Clinical efficacy =i NS p=0.116 NS p=0.805
No. of patients excluded Chronic RTI
from statistical analysis
NY-198 34 NY-198 95
cCL 34 CCL 9
Total 68 Total 191

Total number
of patients

NY-198 180

CCL 178

e Side effects —

No. of patients included
in statistical analysis

NY-198 167
CCL 166

Total 333
NS p=0.966

Total 358

No. of patients excluded
from statistical analysis

NY-198 13
CCL 12
Total 25

Abnormalities

findings

No. of patients included
in statistical analysis

———  of laboratory —

NY-108 156
ccL 149

Total 305
NS p=0.569

No. of patients excluded
from statistical analysis

NY-198 24
CCL 29
Total 53

No. of patients included
in statistical analysis

— Usefulness —

NY-198 152
CCL 146

Total 298
NS p=0.266

No. of patients excluded
from statistical analysis
NY-198 28
CCL 32

Total 60
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Table 5. Reasons for exclusion and drop-out from evaluation
of clinical efficacy (by committee members)

Reasons

No. of cases

NY-198 CCL

Disease not included in the protocol

Serious underlying disease

Inassessable due to underlying disease

Duplicate treatment with test drug

Infection already improved hefore treatment
CCL administration prior to treatment
Concomitant medication with corticosteroids

Violation of administration schedule

Discontinuation due to side effects
No visit after initial consultation

Unclear symptoms of respiratory infections

Unclear clinical course

H NN R O O KM O G

DGR GN KR E N O D
o)
[\

[

Total

w
P
[
-

(%)
100

20

Cumulative percent of MIC

O : (A)NY-198(NY-198 treatment group)
At (B)NY-198(CCL treatment group)
0O:(C)CCL  (NY-198 treatment group)
« 2 {D)CCL (CCL treatment group)

0 ——— ~(ug/ml)
“Treatment gro1p | g ~]0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 2550 100 >100[Total
NY-198 (A) |y, 8 2 1 1 3 1 2 5 1 7
L (B 18 2 6 3 1 6 1 6 4 1 1 1
NY-18 (C)| oy 2 5 4 1 T2
CCL (D) 2 3 8 4 5 1 1 E

Statistical test (WiLcoxoN rank sum test)
A:B NS Z=-1.055 p=0.291
C:D NS Z=-0.121, p=0.903
A:D *x Z=-3.022, p=0.003

Fig.1. Distribution of MIC

ABHE 4] Bz, NY-198 #55 98 4, CCL #&
B8l fich b, NY-198 #EHcthbiH T HEH
BEERR Ho7cdd, HERREI T hdols, %
o, 20ftoBEB KW Th, BRABMCERRRED
DEEDY (RGO

Y BEMEBROBKER -FR BRREME
(Table 7)

By oo BECk T, CCL BHoiE
fins abh, FhpmEkEo Sfes»Td CCL
Bz 12, 000/mm?® LA EDfEFISE L b, WTh

LEELRD Cilkeh ot

X Dt D S EAARF DEEIREER - FT R X VIR A
v EOEECBE R, WThoREBEWTHAEARY
. ErStLtE ), AEARNCERLREYIRBDLH
K fedoto

5) &HRHE

SKRRBIART O BRH L SMIh REASR TRAELE
FEE S hicERNE 290 g 143 4] (NY-198 Hr58% :
72 fl, CCL #5871 ) THoto EHRE TR
L, NY-198 # 5.2 83 #, CCL {452 87 #3t 170
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Table 6. Patients characteristics

- Characteristics NY-198 CCL Statistical test
No. of patients 146 144
bacterial pneumonia 45 41
mycoplasmal pneumonia 4 4
primary atypical pneumonia 2 3
infectious exacerbation of chronic bronchitis 45 40 NS
. ; infectious exacerbation of diffuse 71—
Diagnosis evaluated by panbronchiolitis 6 7 2%=6.915
committee members bronchiectasis with infection 25 29 df=
pulmonary emphysema with infection 5 10 p =0.645
bronchial asthma with infection 2 5
pulmonary fibrosis with infection 3 1
old pulmonary tuberculosis with infection 9 4
Diagnosis evaluated by Pneumonia group 51 48 NS
committee members Chronic RTI group 95 9% p =0.805
. mild 121 115 NS
Severity evaluated by i
K moderate 25 29 Z =0.658
committee members
severe 0 0 p =0.510
male 79 80 NS
Sex
female 67 64 p =0.814
~29 10 8
30~39 11 10
NS
40~49 14 15
Age (years) Z=0.113
50~59 26 28 0.909
60~69 4“4 42 P
70~ 41 41
~49 63 64
50~59 48 42 NS
Body weight (kg) 60~69 22 26 Z =0.108
70~ 5 5 p=0.913
unknown
Underlying diseases — 48 63 NS
and/or complications + 98 81 p =0.069
Pretreatment with - 135 134 NS
.. . + 9 9
antimicrobial agents p =1.000
unknown 2 1 ’
Concomitant drugs - 81 8 NS
+ 65 64 p =1.000

RTI : respiratory tract infections
— - absent, + : present
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Table 7-1. Initlal symptoms, signs and laboratory findings

Symptoms, signs and laboratory findings NY-198 CCL Statistical test
No. of patients 146 144 /
~<3r 54 42
37" ~<38 47 61 NS
Body temperature ("C) 38'~<39 37 30 Z=0.848
39's~ 5 9 p =0.396
unknown 3 2
- 4 10 NS
Cough + 86 58 Z=1.902
+* 56 76 p =0.057
- 5 6
+ 55 38 NS
Volume of sputum + 66 71 Z=1.645
# 16 21 p =0.099
unknown 4 [
- 0 1
M 12 9 NS
Property of sputum PM 55 48 Z =0.960 [
P 74 81 p =0.337
unknown 5 5
- 98 97 NS
Dyspnea + 43 39 Z=0.084
+ 5 8 p =0.932
- 113 118
i NS
Chest pain + 32 26
p =0.463
unknown 1 0
- 51 42
NS
+ 66 74
Rales . Z=0.703
+ 28 27
p=0.482
unknown 1 1
- 140 135
, NS
‘Cyanosis + 4 7 —0.375
unknown 2 2 p=0
- ‘141 138 NS
Dehydration + 3 3 p=0.721
unknown 2 2 )
— 15 11
+~3+ 76 71 NS
CRP 4+~5+ 23 24 Z=0.966
6+=— 29 33 p=0.333
unknown 3 5
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Table 7-2. Initial symptoms, signs and laboratory findings
Symptoms, signs and laboratory findings NY-198 CcCL Statistical test
No. of patients 146 144
S N R
Z =0.907
ESR (mm/h) 40~<60 2% 18 o
60%~ 38 49 p=0
~<8.0 53 40
8.0~<12.0 67 65 NS
WBC (X10%) 12.0~<20.0 24 32 Z=1.946
20.0= 1 4 p =0.051
unknown 1 3
b ~280 4 2
<80~60 4 8 NS
Pa0: <60~40 2 4 Z=1.373
<40 0 1 p =0.169
unknown 138 129
~<49 10 14
NS
PaCO: 49~ 0 0 £1.000
unknown 136 130 p=i
1 3 0
2 13 13
Chest X-ray findings 3 17 14 NS
(pneumonia group only) 4 12 15 Z=0.867
P grotp ony 5 2 p=0.38
6 1 4
7 1 0

HBThoTo

BEAEOWHRIL, WEXHLL H.influenzae, S.
preumoniae, S.aureus, Branhamella catarrhalis, P.
aeruginosa 35 XU K. pneumoniae Hi% { {3 BEZ Ty
e, FEEO HBFAECE LT AEAERc FEL
RO BDOLN fehr -7 (Table8), * i iBieEcxt
LCREREREFESEERC I RORTFHLBE
(MIC) %HEL 27 i 170 £k 55 HTH -1
NY-198 %5 X0¢ CCL o MIC A LT, WESH
MeAEERRBYABED LR (A: D, p=0.003, Fig.
1D, =Dk, NY-198 o MIC #4fist vt CCL o
MIC srfsiehZh NY-198 #55L CCL 58 L
ORI EEENBDOONEhot: (A:B, C:D) =&
b, ERob BRI 0EESSbDTH B,

3. NEEESVEC X ABRYR

BEMEFHER R 290 flie ki) 5, NERLHEL X

BEERME OB Y Table9 IiRT, ERERPELMH
DEKRZFRL, NY-198 1 5FTi2 146 fih, ¥E4H5
Bl, H%h 102 4, KK 17 4, L2 AT ED
ERBEARVDOWEEYE (LT, FHRLIM X
73.3% THo1c, CCL HEFHTIX 144 ik, EHT
f, B4 95 4, LER 15 4, £% 27 HeEHE
(% 70.8% Th-to, HEAMOHBREOKE AR
ERRpLhich i, BB, EEE, XBEE - 46
EDRER L CETHOFERNCE R LicHa omER
B oOLBRRE TRIRTR T,

1) BRERBIIERGDE

NBLELEEEBRAMEORR EB N ER SR,
Table 10 i3, nds, EFBAPIIRVEE TIIRER
BrehE hEWREELRVEDRERFIET R LED
T2o

MR cE Tk, NY-198 #EHof%%: 86.3
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Table 8. Pathogens isolated

No. of strains isolated
Pathogens Treatment group Statistical test
NY-198 CCL
Single pathogen
S. aureus 7 6
S. prieumoniae 14 14
S. pyogenes 1 0
E. cali 1 1
K. pneumoniae 7 3
C. diversus 0 1
E. aerogenes 1} 1
H, influenzae 24 16
Haemophilus spp. 1 0
B. catayrhalis 4 8
P. aeruginosa 2
Two pathogens z_NS
S. aureus++ S. prneumoniae 0 1 x'=27.3%0
S. aureus+ B-streptococcus 1 0 df=25
S. aureus+ H. influenzae 0 3 P =0.3%
S. aureus+ B. catarrhalis 1 0
S. aureus+ P. aeruginosa 1 0
S. preumoniae+ H. influenzae 3 5
S. pneumoniae+ B. catarrhalis 1 1
S. pneumoniae+ P. aeruginosa 0 1
H. influenzae+ E. coli 1 0
H. influenzae+ B, catarrhalis 0 1
H. influenzae+ K. pnewmoniae 0 1
H. influenzae+ P. acruginosa 3 0
C. freundii+ K. oxyloca 0 1
P, aeruginosa+E. coli 0 1
P. aeruginosa+ S. marcescens 0 1

Table 9. Clinical efficacy evaluated by committee

Clinical efficacy Efficacy Statistical test
Treatment | No. of
. rate WiLcoxoN rank | exact probability
group cases excellent good fair poor (%) sum test (excellent-+good)
NY-198 146 5 102 17 22 73.3 NS NS
Z=—0.344 0.6
cCcL 144 7 95 15 27 70.8 p= 0.730 p=y-
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Statistical test

exact probability

of elimination

0.041

p

NS

=1.000

p

0.035

P

exact probability

NS

0.059

P

NS

p=1.000

NS

0.096

P

Elimination

rate
(%)

78.3

61.8

76.2

7.2

Table 12. Bacteriological efficacy evaluated by committee members

Bacteriological efficacy

replaced

unchanged

16

14

partially

eliminated

decreased

eliminated

42

16

38

No. of

cases

69

21

10

48

Treatment

group

NY-198

CCL

NY-198

CCL

NY-198

CCL

Diagnosis

Total cases

Pneumonia group

Chronic RTI group

% (44 BU/51 B), CCL BEBORMHEIL 79.2% (38
#/48 B °HH, ARFFEMICHERIZEDHhich
nle &0 MO MBEEMLICOVT RN T3 L,

.NY-198 #EBoNLHMI2 84.47% (38 £1/45 #1), CCL
BEMORHE L 78.0% (32 HI/4L D) THH, FK

KM B IED S hith» T,
—%, B ERRERC R TIE, NY-198 #4535

DRYRIL 66.3% (63 #1/95 M), CCL #5WDEh
12, 66.7% (64 B1/96 #) THb, HEFFMCHEEE

BB LR T, ERACRIBE, EFAKOS
P A ST o DB MBS Tt NY-198 &5 0B %
% 75.6% (34 #1/45 1), CCL B hik 65.0% (26
/40 G ChH, FUBEBBEOBRRATD
NY-198 # 5B OAHEI% 52.0% (13 #/25 #1), CCL
BHERo L 51.7% (15 B1/29 H) THoTeh, v
ThiARFABMCEEZIBD oI 7,

2) EERJIERGR

INERAYIB X AEEEIEKSR Y Tablell ©
Flic, HSEEMICETS NY-198 #5850 A%
i1 88.0% THrorw LT, CCL #EROBFHEX
62.1% Tah, NY-198 #EROHIEVEHRER

CHER D -7t BRETIR ok, ¥RBEERC

5 EHR (NY-198 55 : 70.2%, CCL 5% :
73.0%) wBALCLMEARMEEEREDOREN
bl 7\'.0

3) EWER - 40HE ETHENOBEIERDR
(Table 11)

EWER - AHELR T HEMAE LUH LRVWEAD
WThoBoBRKHRE L Th, HRAFMCAEE
BEB LI oo, ETHER ORI TH R
'C‘é - fCo

4. PERSYTEC I HHEEENDHE

BAESEEIN: 143 EFh, @80 MY 86
LafcfEfli: 137 E6THH, TOMEEN DR %
Table 12 7Rk L= NY-198 B EBoOWNLR3 78.3%
(54 $1/69 BI), CCL #5oME%Eiz 61.8% (42 41/
68 4D ThHH, EHERCH L THENAFMCEEES
Zvbhiz (p=0.041), EENicHB L, HEFCE

T, NY-198 S EBOBMNARR 76.2% 16 4/
21 §l), CCL #E5FoFhiL 80.0% (84I/10 f) T

»b, BEARMcAERERRDLRED o1 —T)

B SERRER IV TiE, NY-198 5 HOoENEE
Rt 79.2% (38 Hi/48 F) ThH DKM LT, CCL
ERorhiz 58.6% (34 §1/58 i) ThH, WMEAH
MrEBEENRD LI (p=0.035), o @EEH
HRYESEIC AT EKEY Table13 xR Licd, &
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Table 13-2. Bacteriological efficacy classified by causative pathogens (evaluated by committee members)

Statistical test

exact probability

of elimination

%
0.002

P

NS .

p=0.692

exact probability

* ¥

0.004

0.039

p=

Elimination

rate (%)

100.0

7.4

40.0

88.9

54.5

54.5

40.0

Bacteriological efficacy

replaced

unchanged

partially
eliminated

decreased

eliminated

32

18

No. of

cases

0

36

33
11
15

Treatment

group

NY-198

CCL
NY-198

CCL
NY-198

CCL
NY-198

CCL

Causative pathogens

B. calarrkalis

P. aeruginosa

Sub-total of GNB

Two pathogens

GNB : Gram-negative bacteria

BEEDOEAESPIEEZHIL, REERCHIELVE
BRI\ o b DM EARTE IR Lieh o1z,

WHERAER DD B 75 - BEEIRE ShiER
RETIL, WHREDEM T S. aureus 38 XU S. pre-
umoniae O\ TFHOMMERL HRFAIFMIC WHET
B bhithatze ¥, 75 ABEE/IHIZETY
FMTH ot ~H, 77 2MEEIREThIENC
B\ Ci2, Hinfluenzae OFKRE X NY-198 5% T
87.5% ThHHorst LT CCL &ERTIL 53.3% tH
b, BEHNEMcHERLEDOhc (p=0.026), 7
3 AR ICRVTh, AR EHKR NY-198
B 5mC 88.9%, CCL 5 Ti2 54.5% THH, &
REEMcHEEREN LR (p=0.002), ZhbHhk
M REA LK B TIE, NY-198 5 HoBNEE
X3 82.8% TH b, CCL 5D 67.9% ITH LE
D > T AR TR Mo,

HEERPEGIC I T ik, TRATL L WHEE
(NY-198 #4585 : 54.5%, CCL 5.5 : 40.0%) (14
BERREAOFTRICKE LERTH > 7o, BHARC
B L CHEAFMCAEZRED bhikh o,

5. fER - iR K X UBREER R OXFE

WEAEM OBKER - FROUEE ¥ H5MM3A
%, SH#%, 7H#%, 14 B0 4RATHERMN L
BIRBENKOREE 2B EHK3 a%, 7THER, 148
#Bo 3RS THERE L,

1) BEKRAER - B B o

BERRAELR - BT R B L iz, BryBlinc P &b
XL ED Efc B ohicEHE, ThbbR %
B, BEE BHEREIUVRESFCoVWTEoNE
By BB Lz, oMKz, Tableld iRk TLE
b, WThoHEBOREFEC W TLAEFAFEICAE
ER@Rdbhleh ot

2) BERRERRKOHEE

CRP, #Kikis XUt WBC icoWT, #OBRFELHE
Bet Lok % Tableld iR, WFhoEHER
FOTLAEFFRCERZIEDShih 210

6. NBRALUEIL X HELHE DT

1) EiteA

ElfF AR &5 333 4 (NY-198 Hr 55 : 167 f,
CCL # 5% :166 #l) i\ ~C, EIfEAIL NY-198 £
£z 12 4] (7.2%), CCL #5¥rc 10 # (6.0%)
Ewohices, BfEARREAECHE L CRERAFRC
BREERZFED bhiad -7 (Table 15), EIfFH ORI
Table 15 KR Lic k% b, HIEBERSELSL, KW
THIEAERIER, 7 A ¥—ERDIETH -1 Ttk
CCL 5Bz 7 vA ¥ —fERIZ BDbhith ol
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Table 14-1. Improvement of symptoms, signs and laboratory findings

: Unch:!
i i Improved avated Statistical test
Symptoms, signs Treatment | No. of ' anged Asgr Improvement
and laboratory | Day group | cases rate (%)
findings . 7 2 1 o r P o WiLcoxoN rank
sum test
NY-198 92 31 25 | 33 23 8 0 66.3 NS
3 - Z=—0.444
i CCL 98 3| 16| 48 1] 29 2 0 68.4 p= 0.656
NY-198 89 2 32 39 9 6 1 82.0 NS
5 =~0.387
Body CCL 92 6 | 2t 51 11 3 0 84.8 p= 0.608
temperature NY-198 88 3| 32| 40 6 7 0 85.2 NS
7 =-0.576
cCcL 93 6 | 27 4 16 2 1 79.6 p= 0.564
NY-198 72 1 27 36 6 1 1 88.9 NS
14 Z= 0.322
CCL 74 5 | 25 35 6 3 0 87.8 p= 0.747
NY-198 135 4 46 84 1 0 37.0 NS
3 Z= 0.912
ccL 125 2| 53| 68 1 1 4.0 p= 0.361
NY-198 | 129 8 60 | 61 0 0 52.7 NS
5 Z= 1.281
CCL 117 15 | 54 | 46 2 0 59.0 p= 0.200
Cough
NY-198 | 130 12 7 46 1 ] 63.8 NS
7 Z= 1.288
CCL 126 - 18 | 70 | 36 2 0 69.8 p= 0.197
NY-198 115 29 58 26 2 0 75.7 NS
14 Z=—0.067
CCL 101 24 | 53 | 23 1 0 76.2 p= 0.945
NY-198 | 130 0 6 | 44 | 7 3 0 38.5 NS
3 Z=—0.148
CCL 122 0 2| 46 | 70 3 1 39.3 p= 0.882
NY-198 | 125 0 8 56 | 59 1 1 51.2 NS
5 Z= 0.449
Volume of CCL 112 0 12 | 47 | 50 3 0 52.7 p= 0.653
sputum NY-198 | 124 0 i1 62 | 50 1 0 58.9 NS
7 Z= 1.241
CcCL 118 o 18 58 | 40 2 ()} 64.4 p= 0.214
NY-198 | 108 2| 17| 64 ] 25 0 0 76.9 NS
14 Z= 0.655
CCL % 1| 29 | 38 | 27 1 0 70.8 p= 0.512
NY-198 | 133 4 16 | 47 | 65 1 0 50.4 NS
3 Z= 0.190
CCL 127 21 15 51 | 57 1 1 53.5 p= 0.848
NY-198 | 127 7| 25 53 41 1 0 66.9 NS
5 Z= 0.075
Property of CCL 116 8 | 26 | 40 | 41 1 0 63.8 p= 0.940
sputum NY-198 | 127 11 31 48 36 1 0 70.9 NS
7 Z= 0.769
CcCL 125 9 | 42 40 | 32 1 1 72.8 p= 0.441
NY-198 | 110 19 | 40 34 17 0 0 84.5 NS
14 Z=—0.450
CcCL 102 19 | 33 29 21 0 0 79.4 p= 0.652
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Table 14-2. Improvement of symptoms, signs and laboratory findings

Unch- -
i Improved avated Statistical test
Symptoms, signs Treatment | No. of Pr anged Aser Improvement
and laboratory | Day group cases rate (%) | Wicoxon rank
findings 3 z I (1 1 2 sum test
NY-198 62 3 24 35 0 0 43.5 NS
3 Z=-0.771
CcCL 72 2 25 45 0 0 37.5 p= 0.440
NY-198 52 3 32 17 0 0 67.3 NS
5 =-0.8%4
CcCL 60 6 27 27 0 0 55.0 p= 0.37
Rales
NY-198 79 7 45 27 0 0 65.8 NS
7 - Z= 0.016
CCL 920 9 50 30 1 0 65.6 p= 0.987
NY-198 72 13 45 14 0 0 80.6 NS
14 =-1.181
CCL 76 1| 4 | 2 110 72.4 p= 0.237
NY-198 58 0 6 28 24 0 0 58.6 NS
3 =-1.627
cCL 70 0 8| 2| & 3| o 42.9 p= 0.103
NY-198 101 3 20 42 33 2 1 64.4 NS
CRP 7 Z=—0.347
cCL 100 3| 20 3| 3 £ o 61.0 p= 0.728
NY-198 101 11 22 45 21 2 V] 77.2 NS
14 Z=—0.526
CCL 88 8 18 40 20 2 0 75.0 p= 0.598
NY-198 47 0 2 11 23 8 3 21.7 NS
3 Z= 0.33
CCL 60 1 3 12 32 11 1 26.7 p= 0.746
NY-198 83 3 8 21 37 11 3 38.6 NS
ESR 7 Z= 0.793
CCL 81 1 10 27 31 9 3 46.9 p= 0.427
NY-198 79 8 13 24 26 7 1 57.0 NS
14 Z= 1.255
CCL 75 7 14 32 18 4 0 70.7 p= 0.209
NY-198 48 0 6 22 16 4 0 58.3 NS
3 Z= 0.699
CCL 51 1 10 20 16 4 0 60.8 p= 0.484
NY-198 79 0 10| 46 | 16 6 1 70.9 NS
WBC 7 Z= 1.321
CCL 81 2 15 4 16 4 0 .3 p= 0.18
NY-198 74 0 10 46 12 5 1 75.7 NS
14 Z= 1.788
CCL 72 1 17 41 11 2 0 81.9 p= 0.073

NY-198 #&5EHCOR (H~7 vHEARL D) 146l&
HLEm 1 flost 24), CCL REFC £ 5P 1 H
BFHLEER L LTRED b, ThbEADENY
HTed~2,
(1) GOEHFBDOIIAERNL, 82 MoK T MK
B ExE MEEABREL - RcboR
HESEZROBEHBENTH 2, H5HBE

A2 B IR I UFRRE LK —-T 7
RBCAZLSLHX, BEAGFHRELREL
oo THORERE, ELBEcTcRB2 8
B LT EREDI AV FELT, BBE
RHE O HEETHY, hoEYRETEON
T (BPOEXRTCWB80T5) HBT
EtERELBE, ChORERIGIRAECLD
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(2

(3)

Table 15. Side effects evaluated by committee

‘Treatment group

Statistical test
NY-198 cCL

exact probability

Total no. of patients evaluated

167 166

No. of patients with side effects
(incidence %)
Side effects

NS

12 10 p=0.826

(7.2%) (6.0%)

Consciousness disturbed-t+convulsion generalized
Weakness generalized+dyspnea+hallucination
Insomnia

Insomnia+headache

Feeling of xerostomia+sleepiness

Headache

Rash

Itching

Oral aphthae+nausea

Haemorrhage of digestive tract
Diarrhea+stomachache

Nausea

Nausea+anorexia+stomach discomfort
Nausea+vomiting

Nausea+abdominal pain

Epigastralgia+ appetite decreased

Anorexia

Diarrhea

L T T )

LD LITELIZ vy

HLEHMAED bhi-fEFL 58 ROBMKT
i DEGTH B, B5HK6 BRI KED *
A ERRDRBREH OF LIk Lic, 24
2y Ml Lk, BYBRHERT.
R E LTERELEDEARIIAR ORI
¥Rl ko EB: BFTHE, ERE
i3, COBBREORERIVONLTHoRIR
Behreasv LTk, REBEXL B
Fpn] &b Inv] ELMETERL,
LR BHED LRIEIL 71 HOBHET,
HRUERFE LIERETAPAER-RA LD
Mg DERTH %, R55HE 3 B, &HE
BT BN L L, RBEA o s %+
EL7versy BHHEcI ) BAKIZTGEL
o ERED 2 2 ¥ M, RINERETAD
ADBEEENSD, HCALAK (FTLvETF
V) #RELTWES, BERT7VETF VYD

BETRHMTCH-EDBDT, 7LvETF Y
OHFBEDETIEIBTAMARELLEL
bhs,

CHOHFRABRERIGEOWTIE, avie—5—%
BUPERS W TRBROKR, RBREN L 0RER
A ERBD L 5 b L BRETIX VD, BRERRE
ELaxlewo kb, RRFERCIBEMER L LTIR
TrZ L&l

ZOfORIER T RTEAO LD TH Y, TOBRE
LEELVCILFEETHY, RREHOFLER IS
PEE LT, LB L 5 Dikich o,

2) BRBREHEORFEED

R EER Y BT 5 BT &4 305 4] (NY-198
#5156 fl, CCL #5149 ) iniswC, MK
FiRE LUHF - BREREZOWT, BEHRsT
LREMBOERHMA Lico REEB R ZDIFEMIT,
NY-198 #58 21 #l (13.5%), CCL #52: 23 4
(15.4%) THH, ZOREFECHEBEZZZDHOLIL
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Table 16. Abnormal laboratory findings evaluated by committee members
Statistical test
Treatment group NY-198 CcCL
exact probability
Total no. of patients evaluated 156 149 .
No. of patients with abnormal NS
labora'tmjy findings 21 23 p=0.629
(incidence % (13.5%) (15.4%) o
Abnormal laboratory findings

RBC| +Hb| +Ht! 1

WBC| 2 1
Eot 9
Eot +RBC in urine t 1
Pit| 1

GOT? 1 1
GOT?1 +GPT? 5
GOT 1 +GPT 1 +AL-P? 1

GPT1? 1 2
GPT?t +AL-P?} 1
AL-P1 1
Bil1 1

BUN 1 2 2
BUN 1 +RBC in urine 1

sCrt 1

2 ofc (Table16), REMBKORBHLNIHB L, F
ERRE oMM, S-GOT, S-GPT S ofFtEkE s X
U BUN S0 BBERE CH- 1085, WIhbEamob
DTHY, FTOREEHOBREIBEL LPSE
Tholo ThHLDREMEIL, £0BOREIGEHEE
Lt ERcEWTit, wWihd b L EEHE
RELTwI, ik, NERERREC BT &5F
Bix, BEXRELZI-ER (F= bev e s 27
B, BRI b e v ETS5 27 B0 20 H) sy
Tik, 1ALRBBLRiEh -7,

7. NERSYWEIC X 5 HAMLG

BKZR LEIFA - BAREEEKORE > ofias
RIZ X BH BRI S5 298 flo ARG KK
% Table17 iR Lic, NY-198 #6558 152 flCi3, 3
HHR s o, WE 99 4, LLHE 18 fl, T~ 30
BIC IR emE] & [HRE) txAbeiBER
T, BRELM) % 68.4%, CCL #rLpTit 146 4
B, FECHE 6O, WE 92§l LR 18 #l, K
30 BICHRERIL 67.1% Th»tc, HMENRDLE:
BREORER, AEEIRDOLRIL -1, MHRE, Bk

SHRRERCRAI LBEEWTh, WwThiEE
KM EREZRBD LR 51,
III. =% =

PERERRENE (st - SRR *HBKEL
LT, NY-198 } CCL roiihlt, LUK IUVER
HEY—EHERERI Y b EEM R L,

sHBREHIC CCL %BE LABHIL, XD:kHTH
5o REKAROMMEE AT, BEZHECAAR
hE% - REBOFMESREE > ARMED= 2 —F/
B v#ix NFLX 1H0RTH -0, ARBROHEE
BThohisks UL ERREDSHIGE L LTAZ
ETRTELY, Ll TEooEOALLRER LY
Hhidiebhhote, #2C, RBEERSECRTHEL
BB s T, AREOENOMBIERE LTELK
TkY, XRBOMNBER L toTERAFH AT HH
EHREBIhTH ), FRERPECIWAIREDE
AENEREIh T3 CCL %F|E L,

R - AR oWTCth 52, NY-198 pit5E
ZoWTil, XFOHESD, GRABRBEHEL FES
RPRE (ks L UBHSERRE) et aERED
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Table 17. Usefulness evaluated by committee
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R OBB L R A HVRIT LAcKR, 1@ 200mg 1B
3B 600mg/EHks N & & D 71.3% (144 /202
B EDT v &, FHHOWTI 400mg £
2/EH LML 600mg 4 3/FHERL THIIARLEL
2 ateds, AR KT, 600mg 4 3/Bi &M
DIV HYRAWh o &b, 1[E 200mg 1 H 3
E& L, fods, SIHRB L4 CEDHRCRIfE
16 flod s 13 fis 600mg/H 0Bk W TRE
LD, »olRREEOAKERAL ZOREL R
A (6 BU/15 Bl) LTt Tuwio LicHinT, £OH
RTHBED R b TR OFHE LTSRS & LMNEY
THB ¥ Ehi-, —F, CCL 0B - ARI>WT
it RN T B L RBRORMY ¢, FRMY
BREIhTW28% - ARk, T7bb1E 500mg 1 H
3@ 1,500mg/ AL & Lic,

€, SEIOME T 290 FEFAHHLME ORI S5 &
LTEBIRENIRTH AN, HEREOHFEATFICOW
Tit, MIC HfxBuvicwTho HERBWTLHE
HMM e ERERR L BObhEhot, =0 MIC
ORHBTHEERER, FRoTLL, ThThoX
K -HE OB E S TWBZ L2 b, EFHb
HToBC ELb DT v & Exbhi, D
», HEABLSBROWRYFETHEMA L LRI
Tt otce

FESHTE X 5 BRE 12 NY-198 58 73.3
%, CCL #58%70.8% DHYETHH, MEFIFM
HEERROLhich ol BREBHNCATLRKRT
Hotehl, EEENCACES, PEEEFck T 5
NY-198 5B oF%hHR i 88.0% &+ CCL 5B R
2K 62.1% L LEERH > Lik, B
T A—ZNL DHETD H o REORET LS Ik
SRICTRPRERPAE WT2 NY-198 © [ERAVE
X rBRETRBINCLDLEELLNS,

FRLSHEC X 2ERDET, EREHERC X HBK
BHRELLIFE L HEE r=0.706) LTHH, —HEK
it 72.2% THot (Tablel8), ¥, 4EBLIL
NY-198 5B oK (ARE 73.3%) 1%, RAMXH
LR OBRE THARD 600meg 2 3/B&5H
O (HHE 75.0%) B XU NY-198 g 35 @H
FIEERELLREFE Y v RO v AROEH KRBT
FiF5 600mg & 3/HEEHORMK" (FHR 75.9%)
ELFER LI —FKHLTH Y, HEXRCIERSS
bon, BEOPRBRME (it XU BESERY
fE) T B BB L o iz s\ T h, enoxa-
cin (ENX) (HF#%¥E 63.5%)%%X b § h, ofloxacin
(OFLX) (F%X 78.5%)% LABETHD, £REO=
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Table 18. Correlation between clinical efficacy evaluated by committee and by physicians in charge

Evaluation by committee members
excellent good fair poor total
excellent 6 22 28
good 158 15 4 183
i Evaluation by fair 16 13 13 42
' physicians poor 1 3 31 35
total 12 197 31 48 288

Spearman rank correlation
Correlation coefficient=0.706 (p#0.000)

a=*/7 0 vHcERBLELELIEVLEDTHT,
nic, MEFHARFCHLTTHL, BREYERE
WET B LIXFRBEBRIE IS TN B M
ThHhH, toFSEORBRCEVWTLRABO BRI
SEBH L b bbb, BN &FA 290
PPEABEHRET S I EIL 143 § (49.3%) Tisb
BRESICT Eldv ot ¥l 143 Al DR Z R
BERBUTIEN 170 #kTh b, £TOWRIL, H.influenzae
57 ¥k, B.catarrhalis 16 #%, P.aeruginosa 14 ¥, K.
prneumoniae 12 §k, S.pneumoniae 40 Bk, S.aureus
20 BRETHD, FERHL THPRRBEILE I\ TH
BAEF R{ERLEERIh TV A EENERE -
TWAIERALS ot Licti-T, TOFE Lo/
BEFERRE L, AEERAROSBYELCHEBLICLD
Tikie\AS, 26OEREYHEVAS - AT L Bbh
fco NY-198 5B OREMLRIL 78.3% & CCL #4&
POWMERE 61.8% L, FRLE - ChEE
BRICIENEN E LT &4, Tableld iRt X5
2, 75 ABREECB\WTE, Hinfluenzae w3t 1 5
M&B iz NY-198 HE582 90.3% & CCL 5D
50.0% CHLAEBCEL, XOBEEN 77 2BHEEO
ABHEME Tofezo b XD, 77 s EATERT2
MR\ T NY-198 58N T4.7% &K
BIZE D o120 B.catarrhalis 7“5\ Tix, NY-198 #
ERTII6 /TR THBEELT WA, CCL #E5HT
3, 9BRR 7R (77.8%) W& Lz, P. aeruginosa o
BT, PEETEH -, NY-198 H5HTIT4
BT XTHELELTH D, CCL #E58L sk 28 (25.0
%) BEELTWTE kot —F, 77 sBH
B S. aureus X LTI, NY-198 50N LR T
70.0%, CCL #53 i 50.0%, S.pneumoniae o3t
LT, NY-198 # 5% 66.7%, CCL 5% 71.4%
Thh, r7-BHEEEE & LT, NY-198 #& 5 8%
66.7%, CCL # 53 64.5% Thoto ThbpZ d

tt, NY-198 »xgABT iclihsc L idkie, 75
LARRPERICH LTik CCL X 0N B>T w5 &
L, ZHRF/ AR BOBRLEERTIZ5 48
WL Dbt S pneumoniae XL Tit, HKEHH
CCL AEENCHRY RETHE T W EIhTW5
ZEETBETELOTH B,

RE L-EIfEH: NY-198 %585 12 4 (7.2%),
CCL 855 10 81 (6.0%) ThhH, MEFAORERR
IFAETH -1, NY-198 BEHOBIFARERIL,
BEOE—HRER T - BERBER Lok
i\ Td, OFLX 6.1%, ENX 8.9% LREEET
Hb, FERZIZMBERRWE Exbhic, RENK
3, HAEHGmO 1M EOED 1 FE 2 A, FHHLA
fER & LTESI Rz, NY-198 L oRBEGRIDL
TR T & LT LLBE TR, LhL,
SERAHORECHIh, “hHOBERROWTIE
BETR2LEbIhD, ik, NERERKRECETS
RETE:, RENER L EMcEWTR1MLE
Hohichot, EOMORMEMRIZ VLTI, BILEE
RHE T RRE O PIREARIERD L, B BERE
M Lies bk ehotc, BRIKKREMED RETEI
NY-198 #5658 21 4 (13.5%), CCL #&% 23 #l
(5.42%) THbh, TOoRBRLRIFRAL THolo
NY-198 oAERERERE, #hdo OFLX (L1
%P LRIFFABE ENXUT.15)% X hE[ETHY,
BEACRMEL LEEbhic, AENLFRR,
VAT F-EEXNTEHTHD, HBKEMELL
L0l ot, LicdioT, NY-198 & 2iE0H
TEWTL, BRER MBI VG EELLORI,

LB, FHRepmasSiEcs+5 NY-198 600 mg &
Y EBEOEYME S I UREEYRANCIETS L
Az CCL 1,500mg £ 3/H#r5 & Ak, wELF
Aogw EHThh, e 75 sBEECH LT
CCL L EoB-BRERPRIEHCH S LEHTLS.
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Table 19. Bacteriological response

Treatment No. of | Bacteriological responses | pradication | Statistical test
Causative pathogen . P
group strains eradicated | persisted | Tate (%) | oxact probability
NY-198 10 7 70.0 NS
S. aureus )
CCL 10 5 5 50.0 p=0.649
. NY-198 18 12 6 66.7 NS
S. pneumoniae
CcCL 21 15 6 71.4 p=1.000
GPC
NY-198 .
other streptococci 1 1 50.0
CCL 0 —
NY-198 20 .
Sub-total 30 10 66.7 NS
CCL 31 20 11 64.5 p=1.000
NY-198 100.0
E. coli ! 00
CCL 2 1 1 50.0
N NY-198 3 3 50.0
Klebsiella spp.
CCL 1 3 25.0
NY-198 0 -
Citrobacter spp.
CCL 1 1 50.0
) NY-198 31 28 3 90.3 * %
H. influenzae
CCL 24 12 12 50.0 p=0.001
GNB
NY-198 6 6 100.0
B. catarrhalis
CCL 9 7 77.8
P . NY-198 0.0
. aeruginosa CCL 8 25.0
NY-198 1 100.0
other GNR
CCL 2 100.0
NY-198 49 39 10 79.6 * %
Sub-total
CCL 51 26 25 51.0 p=0.003
Total NY-198 79 59 20 74.7 *
o cCcL 82 46 36 56.1 p=0.020
GPC : Gram-positive cocci
GNB : Gram-negative bacteria
GNR : Gram-negative rods
X &t X AR SEM o B, Jap. J. Antibiotics 39 :

1) # 35 EARLERELLBSE, FEY v HO Y
& (3), NY-198, %, 1987

2) BRbgmEES: B ARFHILBE (MIC) B
EEFW®EIT = 2\ Co Chemotherapy 29 : 76~
79, 1981

3 KRB, M (44 BB : MEERHACHTS
$6472, cefaclor & amoxicillin o —EEF®E

'y

5)

853~-886, 1986

=AROCHE, fil (37 Migts X UBHEMGRY) : MK
%% % & L enoxacin & amoxicillin o3k
BB AR R, RPIEFHMEE 58 1 1083~1113,
1984

FE #%, i (40 R X OCBBRR) : BiER
B YfE w55 enoxacin (AT-2266) . cefa-
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clor DI LM MR Mo MMREFHEE 58: M5 DL-8280 & amoxicillin 0%
1046~1072, 1984 BB, MSEFHEE 58 : 525~555, 1984

6) /NKEAT, i (50 Mikds X UBAEMR) : PRI AR
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To evaluate the efficacy, safety and usefulness of lomefloxacin (NY-198), a new synthetic quinolone
antimicrobial agent, in respiratory tract infections (bacterial pneumonia and chronic respiratory
infections), we carried out a double-blind comparative study with cefaclor (CCL) as a reference drug.
NY-198 at daily doses of 600 mg (8 divided doses) and 1,500 mg of CCL (8 divided doses) were orally
administered for 14 days, and the following results were obtained :

1) Of a total of 358 patients (180 in the NY-198 group and 178 in the CCL group), 290 (146 in
the NY-198 group and 144 in the CCL group) were assigned by the committee for the evaluation of
efficacy, 333 (167 and 166, respectively) for evaluation of side effects, 305 (156 and 149, respectively)
for evaluation of abnormal changes in laboratory findings and 298 (152 and 146, respectively) for
evaluation of usefulness. There were no significant differences between the two groups with respect
to the rate of exclusions and dropouts or background factors of patients.

2) The efficacy rate determined by the committee was 73.8% in the NY-198 group and 70.8%
in the CCL group with no significant difference between the two groups. As for the bacteriological
effiect, the elimination rate of organisms was 78.3% (54/69 isolates) in the NY-198 group and 61.8%
(42/58 isolates) in the CCL group, with a significant difference (p=0.041).

3) There were no significant differences between the two groups with respect to the degree of
improvement in various symptoms, signs and laboratory findings.

4) Side effects were observed in 12 patients (7.2%) of the NY-198 group and 10 (6.0%) of the
CCL group, and abnormal changes in laboratory findings in 21 patients (13.5%) of the NY-198 group
and 23 (15.4%) of the CCL group, with no significant difference in incidence.

5) The utility rate (satisfaction rate) calculated by the committee was 68.4% in the NY-198 group
and 67.1% in the CCL group, with no significant difference between the two groups.

The above results indicate that NY-198 in daily doses of 600 mg is as useful as CCL in daily doses
of 1,500 mg. Especially against Gram-negative bacteria, NY-198 has a higher elimination rate than
CCL in the treatment of respiratory tract infections (pneumonia and chronic respiratory infection).



