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Table 1.

Items and schedule of laboratory tests

Time of testing after entry

Item Before (day of treatment)
entry
3 7
Chest roentgenography [ ]

Arterial blood gases

Erythrocytes
Hemoglobin
Hematocrit

Platelets

Leukocytes

Differential WBC count
Reticulocytes

Blood analysis

ESR (1h value)
CRP

S-GOT

S-GPT

ALP

Bilirubin (direct, total)
LDH

y-GTP

LAP

Hepatic function tests

BUN
Serum creatinine
Creatinine clearance

Renal function tests

Serum electrolytes (Na, K, CI)

Blood sugar*

Coombs’ test (direct)

Protein

Sugar
Urobilinogen
Sedimentation
Occult blood

Urinalysis

Bacteriological examination
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: indispensable
: should be performed as often as possible
: should be performed if needed

HEASOXCX

: should be performed when positive urinary protein
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FHERE, BAKK VT, RERBENSEMC X 3 e%
BRL, ZOZUMERETL, RERICOWTIRKEE
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%, NEELSTOREFIORY HKVB X CHIESROER
EuTbh, EFEBEEL, 2 to—I—ickY
Key code 235 2, PORE I NWNEBSIZBVTEH
&, THRINBINASCET TR L,

I iz 7 — 2 OME, REWE U T Kruskal-Wallis
BE (HRRE), x>MRE, Fisher DEERERHEY, 1
EBLVIEMICEE T % Tukey IS EHE L P2 A0
T2o REDEREAEIIEBIS L L1z, LEE, HE, C
Bo I HHMOSELEB L CHEHBRF O HREN
PEOIENTLE, HEO 2 B0 b Wilcoxon
2BEARE (URE) R E2HVTER L, kB, 7—
YOI a Y bo—T—DIEED Y LIHRNEKRS
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1. FEFIHEER

BREEANT Ol BI(LEE 28, HEE FIB L UCE
3286 T, DS HEKSEOBITTREIX 82 B (LB
26 B, HEf 28 fil & UFCE£ 28 Bl) , BIWEF DA RE
X 86 PI(LEE 284, HEE29 BB X UCE 2981, K
REEORERB ORI RET 78 B (LEE24 41, H
21016 L U CHE 27 B), BIERSE DREITNSREIZ
86 B (L 284, HE29 Bl X UCE2981), Bk
DT REN 84 BI(LEE27 B, HEE29PIB L UCE
288) TH otz (Table 3), RFHEEE 2BV TEEA
HEORPARCEREZR AW oTz, BB, &b
HER BT 3 FRABDOANRE—E L TR L (Table
4),

2. ¥RETF

HRIR 2 RN R B 82 BIOEREF Iz D\ TEFEH
HREIOH—MOKE 21T 572 (Table 5~9),

Criteria for judgment of usefulness

Clinical efficacy

QOverall safety
excellent

good fair poor unevaluable

Safe + + + - ?
Almost completely safe + + + —_ ?
A slight problem + + — — —

A problem

#: Markedly useful +: Useful *: Slightly useful —: Useless ? * Unevaluable
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Table 3. Case distribution
Number of Number of Statistical test
cases evaluated cases excluded
26 L 2 L:H p=1.000
28 H 3 (Fisher)
— Clinical — 98 C 4
efficacy L:H:C p=0.907
Total 82 Total 9 (Fisher)
28 L L:H p=0.493
. 29 H 2 (Fisher)
[ Side — 29 c 3
effects L:H:C p=0.366
Total 86 Total 5 i
Total number (Fisher)
of cases
L 28 24 L 4 L:H p=1.000
H 31 Laborat 27 H 4 (Fisher)
c 3 aboratory 27
- findings ¢ 5 L:H:C p=1.000
Total 91 Total 78 Total 13 (Fisher)
28 L L:H p=0.493
Overall 29 H 2 (Fisher)
safety 29 c 3 L:H:C p=0.366
Total 86 Total 5 (Fisher)
27 L 1 L:H p=1.000
29 H 2 (Fisher)
Usefulness 28 c 4
L:H:C p=0.497
Total 84 Total 7 (Fisher)
Table 4. Reasons for exclusion from evaluation
. Clinical Side Laboratory Overall
Evaluation efficacy effects findings safety Usefulness
Reasons Treatment group L H C|L H C|L H C|L H C|L H C
Ineligibility Diseases not included in protocol 1 1 1 1
Severe condition due to underlying 1 1 1 1 1
diseases
Administration of ofloxacin immediately 1 1 1 1 1
before treatment
Sub total 1 0 3 0 0 2 0 0 2 0 0 2 1 0 3
Withdrawal Discontinuation within 3 days due 1 1
to side effects
Violation Concurrent use of corticosteroids 2 1 2 1 2 1 2 1 2 1
Unsatisfactory laboratory tests 2
Laboratory tests not performed 1 1 1
Sub total 0 2 1 0 2 1 3 3 2 0 2 1 0 2 1
Uncompliance Unsatisfactory laboratory tests 1 1 1
Total 2 3 4 0 2 3 4 4 5 0 2 3 1 2 4
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1) BEBOAR

BUIEZRBO6FLRLE L, ROTREXZRED
TREBRREEFHB6HITH -2, BEFAHMCTERESMH
KEEBRZRY ZASNE Mo (Table 5),

2) MR, FEB L UMEE

BEICBWTHBCEEDERY, £ CHIERD
FEFNERE (H :p=0.043, U:p=0.088) ic% -7zl
2, OHEBE B TR ERFHBMCERRRY 345
iz o7 (Table 5),

3) ABz- kD, BIAEEEE, EREE - AHHE,
ERTLE, AR, R5HMB L U&5hiER

WTFNOEHICBL T OEEAFBMCERERZRY it
shizd otz (Table 5),

4) HBSpAARFOBMERER - TR, BRRERE

HRIZBVWTCHTHRBOEWESSER (H: p=
0.025) 2% > 72 LAsk, MOEB I BV T3 R ERIBR
WEBELRRY IA S otz (Table 6, 7),

5) BARB & UKRAIRZMY

RAEHSHEE U - ERIL 40 BT, BIMBERL T L

Table 5. Background factors of the patients
Treatment group L
Item Statistical test
L H C
chronic bronchitis 24 20 22
bronchial asthma with infection 1 3 2 L:H p=0.247 (Fisher)
Diagnosis pulmonary emphysema with infection 1 1 3
old pulmonary tuberculosis with infection 3 L:H:C p=0.377 (Fisher)
pulmonary fibrosis with infection 1 1
Sex male 16 17 20 L:H p=0951 (%
female 10 11 8 L:H:C p=0.650 (x»
~39 1
40~49 2 1 1
Age 50~59 9 3 3 L:H p=0.193 (U)
(yr) 60~69 7 11 11 _
70~79 10 1 10 L:H:C p=0419 (H)
80~ 5 1 3
~39 2 2 2
40~49 4 12 4 _
Body weight 5059 10 s 6 L:H p=0.088 (U)
(kg) 60~69 4 1
g 6 O | LiH:C p=0043(H)
70~ 1
unknown 4 5 5
t 19 19
: o ¥l LiH p=0877 (Fishen
In/out patients in 6 8 9 L:H:C p=0871 (Fisher)
out—in 1 1 :H: p=0.871 (Fisher]
. mild 18 17 17 L:H p=0523(U)
S t
everity moderate 8 11 11 L:H:C p=0.760 (H)
absent 7 12 13 .
Underlying diseases present AV 3 2 1 L:H p=0.379 (Fisher)
and/or complications B 12 13 12 .
A+B 4 1 2 L:H:C p=0.588 (Fisher)
Pretreatment with absent 25 27 27 L:H p=1.000 (Fisher)
antimicrobial agents present 1 1 1 L:H:C p=1.000 (Fisher)
. absent 6 1 10 L:H p=0.200 (x?
Concomitant drugs
g present 20 17 18 L:H:C p=0416 (%)
~ 3 1
Duration of test drug 4~ 7 5 3 8 L:H p=0524 (U)
administration
(day) 8~13 3 5 2| LiH:C p=0790 (H)
14 17 15 18 U )
cure or improved 7 11 8
failure or aggravation 1 1 1 L:H p=0.824 (Fisher)
Reasons for no visit after 7 days consultation 1
withdrawal . y
side effects 1 L:H:C p=0.913 (Fisher)
patient refusal 1

Y A : malignant tumor, heart failure, central nervous disturbance, diabetes mellitus
2 B: diseases other than A group

U: Wilcoxon 2-sample test

H: Kruskal-Wallis test



VOL. 44 S-1 M FUERIE 10X 2 NMd441 0 EERH BRE KB 369

Table 6. Primary symptoms of the patients

Treatment group .
Item Statistical test
L H C
<37 7 10
237~<38 15 15 14 L:H p=0.5%4 (U)
Body t(:s(r:r;perature >38~<39 3 3
=39 1 L:H:C p=0.025(H)
unknown 1
- 1 L:H p=0342 (U)
Cough + 12 15 _
" 17 15 13 L:H:C p=0.375 (H)
M 3 3 5 L:H p=0.558 (U)
H 18 22 15
Volume of sputum " s 3 7
W 1 1 L:H:C p=0.727 (H)
M 1 1 L:H p=0472 (U)
Property of sputum PM 12 16 14 B
P 13 1 14 L:H:C p=0.623 (H)
- 18 16 12 L:H p=0440 (U)
Dyspnea + 7 12 15
H 1 1 L:H:C p=0.169 (H)
Chest pai - 24 26 26 L:H p=1.000 (Fisher)
st pamn + 2 2 2 L:H:C p=1.000 (Fisher)
- 9 7 12 L:H p=0.725 (U)
Rales + 13 18 11 _
o 4 3 5 L:H:C p=0.756 (H)

. - 24 27 27 L:H p=0.604 (Fisher)
Dehydration + 1 1 | L:H:C p=0685 (Fisher)
C . - 25 28 27 L:H p=0.481 (Fisher)

yanosis + 1 1 L:H:C p=0.764 (Fisher)

U: Wilcoxon 2-sample test
H: Kruskal-Wallis test
M : mucous, PM : mucopurulent, P: purulent

Table 7. Laboratory parameters of the patients

Treatment group
Item Statistical test
L H c
<8,000 12 13 13 A _

e > 8,000~<12,000 1 11 9 L:H' p=0940 (1)
(/mm?) 212,000~ <20,000 3 4 6 | LiH:C p=0935(H)
<20 5 8 8

220~ <40 8 9 7 L:H p=0436 (U)
( H?S/Rh) 240~<60 7 5 4
260 5 5 5 L:H:C p=0656 (H)
unknown 1 1 4
- 5 2
+,+ 14 3 7 L:H p=0721 (U)
CRP 24, 3+ 5 15 11
24+ 6 4 7 L:H:C p=0650 (H)
unknown 1 1 1

U: Wilcoxon 2-sample test
H: Kruskal-Wallis test

128), HEE 1160, CEf 146, EEERGEILEE 1A, HRCEERRY XA ohhot,

HE28l, CEEOBITH->7: (Table 8), BAEL &1 3 ERIRZNE

T2 438k, BUNFEBEFRIEEE (MIC, 10°CFU/ml) % L3 26 B [320) 161, [B%1121 B, T0BER)
HESTZZehTE/258k (LEEL0OK HEIKRBX 36U, TR 18T, (&%) L (6% 2&8b¥/-F
UCBE6ED) » NM394 3 & UFOFLX {3 2 MIC 5 %7513 84.6% (22/26), HEEIE 28 Blth[Z%h) 1 4, (4
i%ZRL7: (Table 9), WTFNOBEHC B THRER 25 246, [R2B%] 24, [Es) 161C, BRI
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Table 8. Distribution of causative organisms
Treatment group Statistical t
C ti i atistical test
ausative organisms L H C
Monomicrobial infection 12 11 14 L:H p=0.913 (Fisher)
Polymicrobial infection 1 2 0 e _ .
Unknown 13 15 14 L:H:C p=0.773 (Fisher)
Gram-positive Staphylococcus aureus 3 2 _
cocci | Streptococcus pneumoniae 1 2 1
Sub total 1 5 3
Movraxella catarrhalis 4 3
Escherichia coli 1 1
Monomicrobial Klebsiella pneumoniae 1
infection Gram-negative | Enterobacter aerogenes 1 1
rods Pseudomonas aeruginosa 2
Haemophilus influenzae 3 4 5
Haemophilus sp. 1
Alcaligenes denitrificans 1
Sub total 11 6 11
. . Streptococcus pneumoniae+ Haemophilus influenzae 1
Polymicrobial S iae+ Pseud . 1 -
infection treptococcus pneumoniae seudomonas aeruginosa
Klebsiella oxytoca+ Haemophilus influenzae 1
Table 9. Susceptibility distribution of causative organisms
MIC (ug/ml)
'[;lested Treatment Total Statistical test
rug group =0.025 | 0.05 0.1 0.2 0.78 1.56 3.13
L : ! ! : ! 10 L:H p=0.525 (U)
NM394 H 3 3 2 9 PR
L:H:C p=0.723 (H)
C 3 2 1 6
L 3 : 3 L ! 10 L:H 0.769 (U)
ofloxacin H 1 4 1 2 9 L.H ;::_ ) 0.215 (H)
c 2 2 1 6 HH:Cp0zis

U: Wilcoxon 2-sample test
H: Kruskal-Wallis test

89.3%(25/28), CHEx28@I9 [Z%h] 56, [B%h] 22
B, RN 18T, BEIFEIX 96.4% (27/28) T, &IFEH|
HECEEZIZA SN o7 (Table 10),

4. BRIET

1) EEERIEBREKZR

BIEFIDOBRIZIT LB 100% (18/18), HE£ 88.2% (15/
17), CE£94.1%(16/17) T, & 7:hEEFDHEBRIZL
F£50.0%(4/8), H#90.9%(10/11), CE£100%(11/
11) Thot:, PHFEFICBWT, CEILEICHLE
& (Tukey : p<0.05, x?value=8.00) IZE» -7,

KRAIOBZE L, BHEIEXRTIE, BEFTLE
100% (16/16), HE£80%(8/10), CE£92.9%(13/14),
hEEFTLES0.0%(4/8), HEE90.0% (9/10),
CEE100% (8/8) THY, BUEIEILDOIEERIC
BWT, CEILECELEE (Tukey : p<0.05, x2
value=8.00) ICE» o7z, BB, T OMOEMEREE
BOZRBRZENBSV R BERRERTCE 20>
7o b8, BEETKZOEEE LT (Table 11),

(Inoculum size 10° cells/ml)

2) EBKR - SOHEDOEEIIKRIR

(U] OMOBEYRIZL B57.1%(4/7), HE
91.7%(11/12), CE£100% (13/13), BPEDIERFH
CRIZTHELKE L EEZ 5 3 BENEE, L2,
PRREE, FEREY (HD ] OB(AR OBPERR
ERISD D 72 hr o208, LEE, HE, CEE I 100%,
AR OBEBELR - SHHED (50| OB (BHOE
T LEE9L.7% (11/12), HE£84.6%(11/13), CH
91.7%(11/12), ABEB & U BEEOEREEK B - SHHEY D
D | OB (AB+ BE) OBEMRIZERSD %> 125
LB, HE, CELbIZ100%THo1z, [RL] DS
JUBH CREFHEMBMCERERAONE ORI
(Table 12),

3) EAERIGRIE

FLABEOSHIBA L 72 40 Bl COBERIE L LB 76.9% (10/
13), HEE84.6%(11/13), CHEE100% (14/14) TH o120
BB 37 I TOERFI LEE75.0% (9 /12), HE
81.8%(9/11), CEE100%(14/14) TH o7z, HHER
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Table 10. Clinical efficacy
Trge:(::l:nt Excellent Good Fair Poor Total iftf;f?%) Statistical test
L 1 21 3 1 26 84.6 L:H gzg:ggg ;gifhe”
H 1 24 2 1 28 89.3 L:H:C NS (Tukey*)
C 5 22 1 28 96.4

* Excellent+Good/Total, NS : not significant
U: Wilcoxon 2-sample test

trate L:H x*value=0.259, L:C x? value=2.238, H:C x2 value=1.098
rank L:H x? value=0.060, L:C x? value=2.122, H:C x? value=1.524
Table 11. Clinical efficacy classified by initial severity and diagnosis
Diagnosis Severity Trgﬁéum:nt Excellent Good Fair Poor Total rEifel‘C a(%) Statistical test
L 18 18 100 L:H p=0.229 (Fisher)
Mild H 15 2 17 88.2 p=0.151 (U) .
All of C 1 15 1 17 941 L:H:C NS (Tukey™)
cases L 1 3 3 1 8 0.0 | L:H p=0.111 (Fisher)
Moderate H 1 9 1 11 90.9 p=0.213 (U) "
C 4 7 1 100 L:H:C LvsC (Tukey™ )
L 16 16 100 L:H p=0.138 (Fisher)
Mild H 8 2 10 80.0 p=0.077 (U) "
Chronic c 1 12 1 14 92.9 | L:H:CNS(Tukey™)
bronchitis L 1 3 3 1 8 50.0 | L:H p=0.118 (Fisher)
Moderate H 1 8 1 10 90.0 p=0.243 (U) "
C 3 5 8 100 L:H:C LvsC (Tukey )
L 2 2 100
Mild H 7 7 100 —_—
Secondary C 3 3 100
infection L 0 -
Moderate H 1 1 1/1 e
C 1 2 3 100

* Excellent+Good/Total, NS : not significant
U: Wilcoxon 2-sample test
*rate L

:H x? value=2.267, L:C x? value=1.063, H:C x* value=0.370

rank L:H x? value=0.329, L:C x* value=0.001, H:C x? value=0.295

Hrate L:H x* value=4.317, L : C x? value=8.000 (p<0.05), H:C x* value=1.100
rank L:H x*value=1.034, L:C x* value=4.623, H:C x* value=1.526

# rate L:H x? value=2500, L:C x? value=1.077, H: C x* value=0.797
rank L:H x? value=0.650, L:C x? value=0.001, H:C x? value=0.571

W rate L:H g value=3.975 L:C x2 value=8.000 (p<0.05), H:C x? value=1.111
rank L:H x? value=0.985 L:C x? value=4.041, H:C x? value=1.269

RIEGIB S D ietr o 123, BEE TIKEDORFEERL
Too $7c, BRERPHHLB R Lok 28I TOERFE
&, L #92.3%(12/13), H #£93.3%(14/15), C #*
92.9%(13/14) TH-7: (Table 13),

5. MIEZHRE

RREHBAL 72 40 Bich, HIETEER] 2 BR\>72 35 B
TOHKEIE, LEE8L.8%(9/11), HHE90.9% 10/
11), C#100%(13/13) TH b, SEAHMcEEER

Ao ol: (Table 14),

—%, FEINTEEIOBEOHERIZILE91.7% (11/
12), H#92.3%(12/13), CE£100%(13/13) Di%E=x
ThHY, FEXEMCBEEZ XA 5> (Table
15),

BE5HHIFEE I LEE3IPICIB W T 38k (Streptococcus
pneumoniae 2%k, Pseudomonas aeruginosa 1 1) ¥
ahichs, HEBLUCHTRRHEIhZL T,
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Table 12. Clinical efficacy classified by underlying diseases and/or complications
Underving dicmees | Trmment | pcotns [ Gona | mae | poor | Tout | BRY | sattinl
L 4 3 7 57.1 L:H p=0.117 (Fisher)
Absent H 11 1 12 91.7 p=0.137 (U)
c . " 13 100 L:H:C NS (Tukey? )
L 3 3 100
A H 2 2 100 -
C 1 1 1/1
L 1 10 1 12 91.7 | L:H p=1000 (Fisher)
B H 1 10 2 13 84.6 p=0.755 (U)
- ; . - " oL7 | L:H:C NS (Tukey')
L 4 4 100
A+B H 1 1 1/1 —_
C 2 2 100

* Excellent+Good/Total, NS: not significant

" A: malignant tumor, heart failure, central nervous disturbance, diabetes mellitus

2 B: diseases other than A
U: Wilcoxon 2-sample test

* rate

L:H x?value=2.882, L:C x? value=5.250, H:C x* value=1.091

rank L:H x? value=1177, L:C x? value=3.621, H:C x* value=0.883

H

rate L:H x? value=0.304, L:C x? value=0.000, H:C x* value=0.304

rank L:H x* value=0.053, L:C x? value=0.387, H:C x* value=0.748

6. ek
1) BUfER
BIERBEFTXIRE 86 Blic 317 2EWER O FEREIZL
B£3.6%(1/28), HE£10.3%(3/29), CE0%(0/29)
ThY, BEFFBEEERZRAONE» 5Tz, ERD
WERiZ, LECEBRE -Bobr DX - AFTED 14,
HETRRZ 16, BER 14, AFKET 180 34
Tholze FRLUILEWEAOBRERVW TN LDEELUT
ThY, BERHBMEEZZAS5hZd» o7 (Table
16),
2) BRBREEORELE
BRREEEEFEITNRE 78 Blic 317 5 KR EE
BRELTBHORBERIILEE16.7%(4/24), HEE0%(0/
27), CEf14.8%(4/21)THY, L, H, CO 3B
BEZRAaonRdo72d, L, HO 2 Bl ERE
(Fisher : p=0.043) 3A 6172, BRELTEHHID Sz
FREE IZFBEKES, GOT, GPT 0 LT, Z0BE
BT RTCEETCH->7: (Table 17),
3) BiEReE
BIfEA L ERREEORELH 2 RE L THES L
BERSE DTN REI6 Blic BT 5 [£LTHL ] &
HE S NIERIOEE (REF) X, LEE82.1%(23/298),
HE89.7%(26/29), CE£86.2%(25/29) T, &3EHK|BE
MlicEEERRA SN R» o7z (Table 18),
7. AR
BARMR L HETEEERA L THES W FRkD
TREI 84 Blic B3 [BHOTHEA] 8LV [HH]

LHESNIGESAOEES (BAX) &, LE81.5%(22/
27), H#82.8%(24/29), CE£96.4%(27/28) T, &%
HBBEEZRA 5N E» o7 (Table 19),
m. # =

Za—F /0 Y RUIERE NM441 PR 8RR HE 2
TARAEEAR S EENCRT 2 BT, BESE
RBHE AR E L, OFLX %53 & L EEASN
W2 & B REMILLEABR 2 KM L 7o, NM441 OHEESER
&TH 5 NM394 OFEARY Mz 7T ABEE» S
7o LrBMECES  CLREHIC RS DTIEH B,
P. geruginosa B2 7 ARMEIC LV RWHEN%
BT3P HFFDLEM.EL»S, NREBLELT
R ERBRBEDO R THRENLRELERICEL, P aer
uginosa & X % REFe S 22 > U 1X Haemophilus influ-
enzae ® S. pneumoniae 2 Y1z & 3 AKMERR)E
LY, BEROBEHIC X D BREORE I W EEROFE
BB TH 2 U SERRE 2BIR U, 2L, 8
SERREDH T H MK EROBENE S BET,
HEMORBTDH 2 U AAMKE XA ORBRREEE
BLUREXHIRE (BEE) &, RFIOHMEL IEE
BROZCBERCRRBESEGS R I LBFEZLN
ZOTCERBONFEBICZES TR EELED Hl
HARER B IIHESRBR 12 B> T, NM441 i3 Mk 2s BRI
L 1 H 200~600mg 5 TRIROEIE T E 5 L IZIRHE
EEN, FEEMERISHEAE BN REBRER
XL TIEBRORES L MENEIRES 258 L, NM44l
1 B 400mg 2% FiR, 1 H 600mg BNEFEDOLEREE
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Table 13. Clinical efficacy classified by causative organisms

o eative oroand Treatment . Efficacy
B Causative organisms group Excellent | Good Fair Poor Total rate* (%)
T L 0
Staphylococcus aureus H 3 3 100
C 2 2 100
Gram L 1 1 1/1
positive | Streptococcus pneumoniae H 1 1 2 50.0
cocci C 1 1 1/1
L 1 1 1/1
Sub total H 4 1 5 80.0
C 3 3 100
L 4 4 100
Moraxella catarrhalis H 0
C 1 3 100
L 1 1/1
Escherichia coli H 0
C 1 1 1/1
L 1 1 0/1
Klebsiella pneumoniae H 0
Monomicrobial C i}
infection L 1 1 0/1
Enterobacter aerogenes H 0
C 1 1 1/1
Gram- L 0
negative | Pseudomonas aeruginosa H 1 1 2 50.0
rods C 0
L 3 3 100
Haemophilus influenzae H 4 4 100
C 1 4 5 100
L 1 1 0/1
Haemophilus sp. H 0
C 0
L 0
Alcaligenes denitrificans H 0
C 1 1 1/1
L 8 2 1 11 72.7
Sub total H 5 1 6 83.3
C 3 8 11 100
L 9 2 1 12 75.0
Sub total H 9 1 1 11 81.8
C 3 11 14 100
. L 1 1 1/1
Streptococcus preumoniae H 0
+ Haemophilus influenzae C 0
. . . L 0
Polymicrobial Streptococcus pneumoniae H 1 1 11
infection + Pseudomonas aeruginosa c 0
' L 0
Klebsiella oxytoca H 1 1 11
+ Haemophilus influenzae c 0
L 10 2 1 13 76.9
Total H 1 10 1 1 13 84.6
C 3 11 14 100
L 11 1 13 92.3
Unknown H 14 1 15 93.3
C 2 11 1 14 92.9

* Excellent+Good/Total

Z 5Nz, OFLX O# 58 138U SERPSE s 5=
EERARC I VERAMOREIZILTWS 1 H600mg &
L7,

RERERERIZ 91 BT, 2D > bEERSIE DTN SRIX
PIT, BRABEOFHARCEEZIASNE Do

‘>
-0

BEODERATFTIR, ECBWL THERZERDED
5, ¥CRCEROERD, FLBBIZBWICHET
BROBVWEALNERICS L 124, thoEBEH B W
TREFEXFHHMCBERRR/ORASNKT, 3IXWELE
MThdeHEZoN, BEFHEMCEELRY 245
hiEBB L UOEED S b, ERSIRICNT 2HENK
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Table 14. Bacteriological effect

Decreased or icati
Treatment Eradicated partially Replaced Unchanged Total Eradl.c a‘t)lon Statistical test
group t rate* (%)
eradicated
L 9 1 1 11 81.8
L:H p=1.000 (Fisher)
H 10 1 11 90.9
L:H:C NS (Tukey* )
C 13 13 100

* Eradicated/Total, NS: not significant
*rate L:H x?value=0.393, L:C x? value=2.444, H:C x? value=1.100

Table 15. Bacteriological response classified by causative organisms

Causative organisms Treatment Eradicated | Persisted No"Of Eradl‘c a[t)lon Statistical test
group strains rate* (%)
L 0
Staphylococcus aureus H 3 3 100 —
C 1 1 1/1
Gram- L 2 2 100
positive Streptococcus pneumoniae H 1 1 1/1 -
cocci C 1 1 1/1
L 2 2 100
Sub total H 4 4 100 —
C 2 2 100
'L 3 3 100
Movraxella catarrhalis H 0 —
C 3 3 100
L 1 1 1/1
Escherichia coli H 0 —
C 1 1 1/1
L 0
Klebsiella oxytoca H 1 1 1/1 -
C 0
L 1 1 1/1
Klebsiella pneumoniae H 0 -
C 0
Gram- L 1 1 0/1
negative Enterobacter aerogenes H 0 —
rods C 1 1 1/1
L 0
Pseudomonas aeruginosa H 2 1 3 66.7 -
C 0
L 4 4 100
Haemophilus influenzae H 5 5 100 -
C 5 5 100
L 0
Alcaligenes denitrificans H 0 —
C 1 1 1/1
Sub total ;‘1 Z i lg Zgg L:H p=1.000 (Fisher)
ub tota . +
:H: ki
c 1 1 100 L:H:C NS (Tukey ™)
Total ; i; X ii g;; L:H p=1000 (Fisher)
ota . H
:H: ki
C 13 13 100 L:H:C NS (Tukey™")

* Eradicated/No. of strains
NS: not significant
*rate L:H x?value=0.006, L:C x? value=1.111, H:C g2 value=1.125

Hrate L:H x?value=0.003, L:C x? value=1.091, H:C x* value=1.083
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Table 16. Side effects
Treatment group L H C Statistical test
No. of cases evaluated 28 29 29 L:H p=0611 (Fisher)
No. of cases with side effects 1 3 0 ] .
(3.6%) | (10.3%) | (0%) | L:H:C NS (Tukey™)

Rash 1

Content Stomach heaviness 1 _
onten Stomachache, Stomach gagging, Anorexia 1
Appetite decreased 1

NS: not significant

*rate L:H x?value=1.036, L:C x? value=1.037, H:C x? value=3.346

Table 17.  Abnormal changes in laboratory findings
Treatment group L H C Statistical test
No. of cases evaluated 24 27 27 _ .
No. of cases with abnormal changes 4 0 4 L:H p=0.043 (Fisher)
in laboratory findings L:H:C NS (Tukey*)
(16.7%) 0%) (14.8%)
Eosinophilia 1 2
GPT1 1
Content GOT 1, GPT1? 1 _
n ALP1, LDH1, 5-GTP?1 1
K1 1
Protein in urine 1

NS: not significant
*rate L:H g?value=4.800, L:C x? value=0.033, H: C x? value=4.696

Table 18. Overall safety
Almost .
Treatment A slight Safety s
group Total Safe comsp;lfeetely problem A problem rate® (%) Statistical test
L:H p=0.470 (Fisher)
L 28 23 4 1 82.1 p=0.483 (U)
H 29 26 1 2 89.7 L:H:C NS (Tukey™)
C 29 25 4 86.2
* Safe/Total, NS : not significant
U: Wilcoxon 2-sample test
*rate L:H x% value=0.669, L:C x?2 value=0.177, H:C x? value=0.163
rank L:H x? value=0.195, L:C x? value=0.083, H:C x* value=0.024
Table 19. Usefulness
Treatment Markedly Slightly Usefulness L
group Total useful Useful useful Useless rate* (%) Statistical test
L:H p=1.000 (Fisher)
L 27 ] 21 3 2 81.5 p=0.878 (U)
H 29 24 3 2 82.8 L:H:C NS (Tukey™)
C 28 4 23 1 96.4

* Markedly useful +useful/Total, NS : not significant

U: Wilcoxon 2-sample test

“rate L:H x? value=0.016, L: C x? value=3.277, H:C x? value=3.038
rank L:H x*value=0.017, L:C x? value=2.131, H:C x? value=2.617
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EVEEZLNBEBIIOVTURY OREDHEELRE
L7ze ZORR, 3HRTFREMER (FE XX X HRIX)
BROoNT (2P RT vy Z7EBHMT . p=0.446), &5
Z2HFREEHR EEXERHX) vao5hRbolz
(H : p=0.191, Fisher : p=1.000), &> T, KBNS
HORY IIBRIRCHEE L RIZE L EHK LT,

BERZIRIZ L#E84.6%, HE89.3%, CE96.4%T
bh, REAHBMERZR A0 ZboT, LHL,
EEERNERSROBES CRERFHMCBEREE XA
S o7:b DD, PEEFICBWTLES0.0%1EC
HI0% LD EECEL> Tz, HEWN.9%IECEL
BBV EMRSREANT:, ¥RATF®* %2225
O, BHSGERPEDOFEEULE D, » OEIFHD
LTHEYIEEZ oNIBUKEIRY KBWTH, B
FICRERFAHMCBERERRDONE L2 DD,
FEEMCBWTLESN.0%BIECEHI0%IDVERR
FoTwizds, HEE90.0% X CE L Ak E WEME %
R~ L7z, %> T, blood bronchus barrier 2 & H &8~
DEKBATOHEDOTREN D F X oh, —RICERIEFRE
PREQ R CHBRMOKBRTH 2 FFEU EOBRERE
RRFE IR LT i, NM441 400mg/H OB IEAR+45T
v biEfINT,

BEMCBT ZHEZNZRIT LEE81.8%, HE
90.9%, CEH 100%TH Y, EXFFHHHEEEZEIA 5N
Ripol, —F, DEIN-EENOBEOHE X LE
91.7%, H#92.3%, CE100%THY, RIERFEMEIZ
BFEZER&oNR Do l, HREBBAETE DKM LR

EE &Nh3 S pneumoniae, H. influenzae, P. aerugi-

nosa WOWTHDOHERE2KRETT 5 &, S. pneumoniae,
H. influenzae i3 2EFIB B W TLEEE LT, %72,
P. aeruginosa ZHEETOD A 3HEBH I Niz53, 2 BkdSHH
%L, NM39%4 O in vitro 8 & U in vivo B STREBREE
RERRBLIGEREEZ SN,

T2 OWTI, BWEFBOFRREIZLE 3.6%, HEE
10.3%, CE 0 % T, EEFIHMcHEREZ A5z h o
7eo FHEULBWERIZEBERSECHRK L& L 2
LDk ol, £, BRREMORELTHDHKE
RITLEE16.7%, HEE 0%, CE14.8%ThY, 3EM
WEBEEZERAONZ o, LB, HEEO2HME
BENAON, LdL, LEOEEREEORELE
DA IFBREE, N T VAT I F—EDEENET,
WTFRLEFNCERHNEEZOSNDZbDTIRZL, £
FEIRERE b RERD Z DRFEDOEF DR BB &
HBgELE B EREZONT, BREMEL R0
1Moz,

BiEReE X LEE82.1%, HEE89.7%, CE£86.2%

T, EEAEMCERERAONER PO,

BRARIILEESL.5%, HEE82.8%, C# 96.4% T, &
EFEBMCERERA oW o7,

Pk, NM441 R BRREEE I 5 BREHERE
WZOWTEBINCHBRET U R, BRIIER, Mgy
#EhE, BWEAB & VERREEDORELBOREX,
BEZLEB I UEBREOWTRIZBWT Y IRMIcE
EEiXAadshkhol, LhrL, BRSIRS & e
BZIRIZEWT, HEZLEL D BOEMES X Uik
LR EN, FBRICBL TRARIZEREENCER
PRI TCEL I ENRBEINIbDEELON
3, &5 IBEIWER, BRREEORELESONE, BE,
FREHAE X, RO DORMOEX L IZIRERTHEKL
L5 DX,

o T, AFIIFPRIFREIE IR L T 400 mg/Biks
THTORHMESHFEEINSE HOD, WREVEAER
HMREXRDORBRPEES L USEXRE B4k &
CEEAMBEROBOIBETERIYE IR LIS D
REHEARIZ1H 600 mg BNRYLEESI NI,

X R
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Dose-finding study on NM441 in chronic respiratory tract infections
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A dose-finding study on NM441, a novel new quinolone antimicrobial agent, for the patients with
chronic respiratory tract infections was conducted with comparison to ofloxacin (OFLX). The daily dose
of each drug was 400mg of NM441 given in 2 divided dosage (Group L), 600mg of NM441 given in 2 divided
dosage (Group H) and 600mg of OFLX given in 3 divided dosage (Group C).

The results obtained in this study were as follows.

1) Ninety one patients were enrolled in the study. Eighty two cases were evaluable for clinical efficacy.
The clinical efficacy rates were 84.6% in Group L, 89.3% in Group H and 96.4% in Group C.

2) The bacterial eradication rates were 81.8% in Group L, 90.9% in Group H and 100% in Group C.

3) Side effects were seen in 3.6% of cases in Group L, 10.3% of cases in Group H and 0% of cases in
Group C. Laboratory abnormal findings were observed in 16.7% of cases in Group L, 0% of cases in Group
H and 14.8% of cases in Group C. Neither severe side effect nor laboratory abnormality was seen.

4) The usefulness rates were 81.5% in Group L, 82.8% in Group H and 96.4% in Group C.

In all evaluation items described above, there were no significant differences between the 3 groups.

The evidence indicates that a daily dosage of 600mg of NM441 would be considered an optimal clinical
dosage for the treatment of the patients with chronic respiratory tract infections, including intractable
cases.



