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mg BCHBEBROAD, ThERERTSD» - 1ohl, LOMOWREF O ik ARMcHEE
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Table 1. Collaborating clinics

Department of Respiratory Diseases, Iwaki Kyoritsu General Hospital

First Department of Internal Medicine, School of Medicine, Kyorin University
Department of Respiratory Diseases, Kanagawa Prefectural Nagahama Hospital
Department of Internal Medicine, Toneyama National Hospital

Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School
Department of Internal Medicine, Kawasaki Medica! School, Kawasaki Hospital
Second Department of Internal Medicine, School of Medicine, Hiroshima University
Department of Internal Medicine, National Minami-Fukuoka Chest Hospital
Department of Internal Medicine, Saga Medical School

Department of Internal Medicine, Omuta National Hospital

Second Department of Internal Medicine, Nagasaki University School of Medicine
Department of Internal Medicine, Nagasaki National Hospital

Department of Internal Medicine, Nagasaki Municipal Medical Center

Department of Internal Medicine, Kumamoto Rosai Hospital .

2) L 600mg (73) tCoHMEREERBR YERL
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Tahle 2. Laboratory examination

Before Days after start of administration
Items

administration day 3 day 7 day 14

Chest X-ray

Isolation of causative organism
RBC

Hb

Ht

Platelets

WBC

Leukogram

ESR (1h)

CRP

Mycoplasmal antibody (CF or IHA)
Cold hemagglutination

S-GOT

S-GPT

Al-P

Total bilirubin

S-Cr

BUN
. Urinary protein

*

[ONORONONONONONONONS-2

O00O0

Urinary glucose

[ONONONONCNONONONO)

Urinary sediment
Direct Coombs' test
Prothrombin time
APTT

Arterial biood gas
Blood culture

00000000 O0OOOCLOLOLOLOOLOOLOLOOOOO

00000000000 OLOOOOOOOOOOOOO
(N N J

O indispensable
@ : to be examined as often as possible.
¥ © indispensable in bacterial pneumonia

Table 3. Criteria for judgement of utility by committee

Clinical efficacy

i P Unevaluable
Side effects and Excellent Good Fair oor nevalua

laboratory abnormalities

No +

mild

+

B+ |+
H
!

H

Yes moderate

severe - . -

4 : markedly satisfactory, + :satisfactory, = ! slightly satisfactory, — ! unsatisfactory, ?:unevaluable
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Table 4. Criteria for evaluation of clinical symptoms
Symptoms - + +# H
Body temperature (°C) <37 237~<38 =38~<39 239
Cough - + #
Volume of sputum - <10ml/day [+] 10~ <50ml/day [+] 250mi/day [#]
Property of sputum - M PM P
Dyspnea - + +
Chest pain - +
Rales - + +#+
Dehydration - +
Cyanosis - +
Pa0O: (mmHg) =80 Z60~<80 240~<60 <40
PaCO2 (mmHg) <49 249
WBC (/mm?) <8,000 8,000~ <12,000 212,000~ <20,000 220,000
ESR (mm/h) <20 =20~ <40 =40~ <60 =60
CRP - +~3+ 4+~5+ 6+~

s, MRERLL BORSERNRIL S, SHE
LRATREL T 5 AR L, —EEREO#HBN
Bl Fig.2), s Lb 2 7earkl1@E LR
Lo 1EREEL, 3AYX1HSELTHER U Y
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», TNY-R| & £FR L, MEFIT 4ENST 1AL
L, &AL HEBESEL2HTORRB LY, =V L
B -5 — REMEACEIMT TRB YRR Lico £RRT
BEMT SRR BEOZAH R EHNES OE VIR
HHB/ETHI L Ui, fnks, BT, SR
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ik, Efo HE RLRMEMEE BE 72 KE (9ER
£) QBT b0t Ll i, REERIGHREEL
PR ERTERVES, HRHOBRATSERESRR
SRS CH B L BAREb R EEFRIETA & E
L, WTFhoBs i BEFIEBCMEORECHRERT
fevy, RIEERF IOFRYAERCERTAIZEEL
oo
4. DHREA
AREAMS R poNER, BFKEAT»A FHk
IUFEAT o 4 PN RBEEHOGRIREELE L, ok

L, streptomycin, kanamycin, rifampicin, enviomy-
cin, lividomycin, capreomycin, viomycin LSt DHifE
EFIOBEREDHZ L& Lice ¥, XEMEER 10
HLB X VEIBEREAT o4 FERREINTEY, &
FEEARAET 10 ARl Ekbic» T OGS L EL
LR BHEROTNTED LT, 1 OEBEHRTRE TH
EH50 LT oEMA##HE L THREShTHW584
BELEZEVWLDE L,
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CRETHEELES
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— Side effects

Total number of
patients

400 51
600 51

Total 102

Table 5. Case distribution

No. of patients included
in statistical analysis

Effectiveness -

400 48
600 46
Total 94

"F NS (p=0.715)

No. of patients excluded
from statistical analysis

400 3
600 5
Totatl 8

No. of patients included
in statistical analysis

400 49
600 48
Total 97

F NS (p=1.000)

No. of patients excluded
from statistical analysis

laboratory findings

L Utility

400 2
600 3
Total 5

No. of patients included
in statistical analysis

400 49
600 44
Total 93

|__ Abnormal changes in _|

F : NS (p=0.159)

No. of patients excluded
from statistical analysis

400 2
600 7
Total 9

No. of patients included
in statistical analysis

400 48
600 47
Total 95

F : NS (p=1.000)

No. of patients excluded
from statistical analysis

400 3

600 4

Total 7
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Table 6. Reasons for exclusion from evaluation of clinical efficacy
Reason 400 600
Disease not included in protocol
Pleurisy 1
Pyothorax 1
Severe underlying disease 1
Pre- and concomitant treatment with RFP 1
Concomitant treatment with predonine 1
No visit after initial consultation 1
Second treatment with the test drug (treated twice) 1
Treatment discontinued due to side-effect 1
Total 3 5
a) included in statistical test of utility
Table 7. Diagnosis by committee
Diagnosis 400 600 Statistical test
Bacterial pneumonia 13 10
Preumonia Primary atypical pneumonia 1
Mycoplasmal pneumonia 0
Sub total 15 11
Infectious exacerbation of chronic bronchitis 13 12
Bronchiectasis with infection 11 13 F:NS
Infectious exacerbation of diffuse panbronchiolitis 3 5 (p=0.834)
Chronic RTI Bronchial asthma with infection 4 1
Old pulmonary tuberculosis with infection 1 3
Pulmonary emphysema with infection 1 1
Sub total 33 35
Total 48 46
B4 Goml/g LiE), # 0ml/E Lk RERIGHREB LIS, Tofk, BE, 2BAH,
50 ml/H &), + 0ml/g £ #), — HRB, BEMEOTE, 4B ABREHNLOBREL
(B L) D ABRKEE H5itER  FREOHNRML XiownT, AR AN
E (mD) #3K+ 5, ERCERTHCLLL, MERLARZALOEREE
7473 ek, OB RN TENEL T b EREIERORBXHET S L& LT
8T 5o 3) BKRE
L2 3%% (P), it (PM), ¥t (M) BEBRRREIC D\ Ti2 Table 2 1ok LI B oo,
D

Mk : +, —o 2 B

R + (BERROBE),
MEFE:# +, —D IR
HagE, BAER, #7 7 —-¥: 4+ (H0), — (L)
D 2 ByfE
2) RERG

+, —D3IBK

Ple EHREH L3 IS, 7 HE, 14 BB
ElTHoLE L

1) MERE

5B, S5 (7HE) BICHERTE (4
) & BROFEC L VBEROEXIEREL,
TESMPELLERE, ZTREVEETS L 58D
oo BERCIOBEYTRCIIRL, £05d, B
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Table 8. Background of patients : sex, age and body weight
All cases Pneumonia Chronic RTI
Strata 400 600 | statigtical | 400 600 | gtatistical | 400 600 | tatistical
48 46 test 15 1 test 33 35 test
Sex Male 27 24 F NS 9 5 F.NS 18 19 F.NS
Female 21 22 (p=0.836) 6 6 (p=0.692) 15 16 (p=1.000)
20~29 1 1 1 0 1
30~39 6 3 2 3 2
Age 40~49 4 9 W:INS 2 1 WINS 2 8 W NS
(years) 50~59 8 1 (p=0.389) 1 0 (p=0.685) 7 11 (p=0.116)
60~69 15 9 2 4 13
70~ 14 12 6 4 8 8
~49 20 21 9 7 11 13
Body  50~59 17 16 i 3 4 ) 413 .
weight 60~69 6 5| vzo 1;1355) 2 0 v o I:: s s | 125
(kg) 70~ p=0. 0 0 (p=0.820) (p=0.879)
Unknown 3 1 0 3 3
ENRAEIBELLLOIOH, KAEEHEELLD EEERRAED H B2 BE L, OMAR GHEME

DROH®MA L, HERATXERTILE L,
ETRAER IUCEERRE OV, KK aE
FgEr v 2 —FES WoE—8R cKEL BR
& LFLX o MIC BIE%—& LTERE Lio MIC 12
AALRE Y LEREENC > THE SR,

6. ¥ &

1) FHREKIHE
THRECHEEEC LY, BPdEL LTOREEYE
£, PE&iE, BEDIBRMHE MEFNSRYHEE
BoHEE BY), BEER, TEO4BEHES IUR
B, ¥, BERBDERXED Y OCHEY KHO4
BIEHIES T OHERE L Lic, THRBRYE LEIF
B-ERRAEEEYHEL RBREFOFRMELIEY
R BE ETET (COCOHMR), IO 4BRMEF
fids X UHEAREE LT

2) NERLrIBHE

HRERIRTEH, =vr—F—-1C X b XHES, KH
%, ERE4AK ICEBREHEOTH A B 2D
oty v ¥ afb3nicAERE, BESR BEFA
B, BRZx754 v FlLLEBEBVvR7 o vakdb
K LT PMERL CHAENB2EE ORE BTRRL
LToEE, BEEE BRGE MEFHHR B
B, ERREREELVCHAKOHE LT~
¥¥, ARERETOEKER WEUVEFRS LU

%, ERERIMARIV =1 2775 X<ffik), OB
HRERLE (EBHEREXs CEEABREZROR
FMERER I URERYE 2 - BEPBRERE) O 2
BREBCHE LI, Kic, RREREMCRBL Ligdib
FIHEEE & LN G L LTOBBREXRIFL, =v
Fr— 37— 2R LIt ECIRE L

AR AT LB 7 4 L oo nTid, 1HKRS
LHEROINRY, BEOHRE LSS, FIROEERE
0 A (EH) ~10 5 (BEE) Tl BB T
AL, 7 4 M ADRERTHR, “hiEEAT &
CREAROFECEEL, FEOEBRMELHLL,
EEEG, REBENOBRKER BWRUETRE X
VEERREMEY CERE, PEE BEOIBRBHELL
foo

BESRZIR I, BEREER, MR VHFT RS XOBRKRE
HOHEBM G, 3, i LE% W0 4 BHEH
ﬁf‘i X U’*ﬂ%ﬂ%ﬁ & Lfio

MEYHEL BENEOEAEOHERYERLE
TERAISWT, BABOHELOVRZREORED
HECESE, BROE - ROEBXBE I UTES
Lk WoME G, BXR, TED 4 B
BE ICHEREE IR & L,

EIfER S LUBEFRREREHECSVWTUIIREEYRE L
T, FOEEEYHE LT, COBFOEERIMRRE
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Table 9. Background of patients : severity, underlying disease, complication, pretreatment, concomitant drug's
and type of infection
All cases Pneumonia Chronic RTI
Strata 400 600 | giatistical | 400 600 | gratistical | 400 600 | Statistical
48 46 test 15 11 test 33 % test
ild 43 36 12 8 31 28
Severity of m derat 5 10 W NS 3 3 W:NS 2 W NS
moderate
il =0. =0.669) (p=0.092)
illness cevere 0 0 (p=0.136) 0 0 (p 0 p
gnderlyinzd no n 12 F:NS 3 3 F:NS 8 9 F:NS
1sease an
complication | ves 7 34 | (p=0.812) | 12 8 | (p=1.000) | 25 26 | (p=1.000)
Pretreat) t 41 3 1 7 28 30
x::hrea men no ; ;/ FINS 523 : F:NS ; ! F:NS
wIl yes L
=0.76 =0.357 =1.000
antibiotics unknown 1 2 (p=0.768) 0 1 v ) 1 1 (p )
Concomitant | no 18 15 FINS 5 3 F:NS 13 12 FINS
drug yes 30 31 (p=0.669) 10 8 (p=1.000) 20 23 (p=0.802)
:;’e“c‘:?;:fmb‘al 2 2% 6 8 23 18
T, f F:NS F:NS
Sype o F:P=0.049
infection polymicrobial (p=0.195) (p=0.466)
s . 1 5 1 0 0 5
infection

OFREEETH IO BERYEE, BEDIESB VIR
oL DABLXNEL LIHEYPEE, Aohouni
OB TREVBRTEBAYBEL L,
BRER BROEEEIER BEKRERFBENCEE
Erofiatrly, EFEHE WE ¥ A
W, © 4 BFEFHE S X UHERE L Lic (Table 3),
3) EBERER BHUEFRR IVERREEO RS
;-3

BRIER, B8 VBT Rs IUCBERREMCOWT,
BEFRAMORMBE LK LR EMMN3 B, 7 A%E
XU 14 BOREELRH Lic (Table 4),

7. Key code DOBf%t

PMEREER I BHENTRbALE, PEREL 2 VA
—BIV2vrr-5—-DIFVDb & CEFANEER
h, avirr—3—12kb key code 2fHH Xhiz,
8. F—zOMKUE

B HEIL 7 viF 200 0 2FBY B, HER
T, BERYOR, HEFOHE ERER PR #
B, EIfFR - BIRREBRYE, FREL S W THE
Hlo LB % 1770 - o0

AT AESTR B DRt icit U T Wincoxon DJERFIE
E (W) ¥EERRTEE (F) #HY, B8k%E
XER 0.05 & L,

9 =VvIiR—F—

avie—Z-REAOSRESYE HWHEEHROAT
THEMHOREE, XAOMIEASTT, key code DB
s, MEASHEOBROTERY IR G
% BAHEOF— 2 OREHORE XTI » 10

II. ® B & &

1. BRES

H55ER 102 4 (400mg B 51 6, 600mg & 51
D wonT, MEELTRANGEE LToFET B
IR,

BRSO FEBIEAS L, ERDERTASIT M
i (400mg F¥ 48 B, 600 mg T 46 £), BT
%42 97 4 (400mg B 49 B, 600 mg BF 48 G, EIK
BREMCET5BT*52 93 #] (400mg T 49 f,
600 mg ¥ 44 4 FRALMTHRIT 95 6 (400me B
48 Y, 600mg T 47 BI) TH-7-= (Table 5),

BRRZIR BTN o LB L 8 SloksE 1k Ta-
ble 6 LR LI D5 b, BEERERERED, A7=
1 VRS, toRBERAORTRES, EEHEMSX
UL EKEE Lieds » 1AL © 3 Bl EIVE B s
8L LTHRALK,

2. EGIERAT

BRSDEBRITRRIERN 94 HoZTRRFONHIT
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Table 10-1. Background of patients . initial symptoms

All cases Pneumonia Chronic RTI
Symptoms 400 600 | gtatistical | 400 600 | spatisticat | 400 600 | Statistical
48 46 test 15 1 test 33 35 test
<37 1 10 3 0 8 10
Body 237~<38 26 22 6 6 20
W NS W:NS 16 W:NS
temperature =38~<39 8 9 (p=0.491) 5 3 (p=0.203) 3 [ (p=0.889)
) 239 o 2| P o 2| P o o | T
unknown 3 3 1 0 2 3
- 1 1 0 1 10
Cough + 30 31 W:NS 9 8 WINS 21 23 W: NS
+ 16 4 | (p=0.720) 6 2 | (p=0.160) | 10 12 | (p=0.664)
unknown 1 0 0 0 1 0
- 0 1 0 1 0 0
+ 12 9 4
Volume of W:NS 8 6 W:NS 3 W:NS
utum M S I P 2 om0 | 2 2| o=0.068)
sp " 7 13| " 2 1| P 5 12| 0
unknown 3 6 2 1 1 5
M 2 0 1 0 1
Property of PM 19 11 7 4 W:INS 12 W:INS
W :p=0.048
sputum P 27 B 7 6 | (p=0.449) | 20 27 | (p=0.085)
unknown 0 2 0 1 0 1
- 28 30 1 8 17 2
Dy + 7 1 W:NS 3 s W:NS u 12 W:NS
spnea
=0.424 =0.946 =0.319
¥ 3 1 (p ) 1 0 (p ) 2 1 (p )
- 39 37 12 6 27 31
Chest b + ° 8 F:NS s 5 F:NS 6 5 F:NS
pamn -
=1.000 =0.218 =0.304
unknown 1 (p ) 0 0 (p ) 0 1 » )
- 1 9 8 3 3 6
Ral + 18| ol 6 7 W: NS 24 11 W:NS
a « p=U.
€ + 7 18 P 1 1| (p=0.228) | & 17 | (p=0.087)
unknown 0 1 0 0 0 1
- 4 10 32 33
Dehwdrati N I 3 F:NS 1(5) ) F:NS . o F:NS
ydration
=1.000 =0.423 =1.000
unknown 0 (p o o |® e 2| )
- 7 4 15 11 32 30
c . . 1 3 F:NS o 0 F:NS 1 2 F:NS
yanosis
=0.345 =1.000 =0.613
unknown o 2 |©® N P e 2| )
< 8,000 19 24 3 5 6 19
= 8,000~<12,000( 22 10 1 5 11 5
WBC W:NS W:NS W:NS
(o) 212,000~<20,000| 6 9 (0=0.738) 1 1 (9=0.277) 5 8 (9=0.827)
mm 220,000~ 0o 2 : 0 0 . 0 2 :
unknown 1 1 0 1 1
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Table 10-2. Background of patients : initial symptoms
All cases Pneumonia Chronic RTI
Symptoms 400 600 | Statistical | 400 600 | Statistical | 400 600 | Satistical
48 46 test 5 11 test 3 3 test
<20 12 18 2 3 10 15
ESR Z20~<40 1 WINS 1 1 W:NS 10 7 W:NS
(mm/hr) 240~ <60 13 7 | (p=0.417) 6 1 | (p=0.955) 7 6 | (p=0.552)
260 12 18 6 6 6 7
- 2 10 0 0 2 10
+£~3+ 2
aow W:NS 8 W:NS B B W: NS
CRP et T % pmemn | 2% oo | 2 * ] =030
6+~ 5 o7 3 4 | P 2 5 | P
unknown 3 1 2 0 1 1
280 0 1 0 1 0 0
=60~<80 0 1 0 0 0 1
Pa0: W:NS W:NS W:NS
(mmHg) 240~ <60 Loz | Y Y =0 | © 0 | (o=1.000
<40 0 0 ’ 0 0 ’ 0 0 :
unknown 47 42 14 9 33 33
<49 1
PaCO: ~10 o X F:NS (1) z F:NS g i F:NS
H, =1.000 =1.000 =1.
(mmHg) unknown g el 1w o | e R )

WU OB — R RE LI,

D & B

NERL LEBROARC I HREI R BKAICE
S, BRNSAMAEEL VO IEHSERLRED 2
REFCEA S hic, ke 26 ] (400mg 15 f,
600mg F 11 F), EHSFEREP 68 §) (400mg F¥
33 fll, 600mg £ 35 B) T, WHAFEDORFITMBEIEN
% 23 i, PAP 2fl, =M =735 X<fhisk 14l BHER
HERRFONFIMBHESESI L 25 61, [EINEE 24
#l, CEBEASESZASH, IETWESH, BRIBk
Wit 4 6, HRE2FTH-To WThOKBRCE
WTHLERECEERR Y LD bhich -7z (Table
Mo

2) %, Fhk, #E

BEOK, i, $EOIMHCIE, AHEBCEELR
hiFZE» bhieih -7 (Table 8),

3) EER, EREE - A0HE WRER OHAE =
FuiEiR

NERSHEL X 2EEE, EWEE - A5HE ¥
BEOMBRS LUHARORE ROV REER IS
WU, BESEREE T 600 mg BRICEBERLAN
BE (FEHEX 0.049) &<, Fi, PEEMAINSL

R CHEERER 0.092) 1@ bhicht, Thilfton
HCRmER EBL B Y 2EH ohigh -7 (Table
9)0

4 BERER, BRREE

BERMMOGR, B, ERE HHRER FRE
& K WESHE BKER 577 -4, ami,
#ik, CRP, PaO,, PaCO; iz 35\ Tit, £ Ti2 600 mg
HBERERS IR S EOEEANERE (BERX
0.048 F LTf 0.044) &<, %1z, WMi%H it CRP
T, BESHERAFHTIIRER BRERS IV BN
F7ERBWT, Thth 600mg Fic EEMANSWE
M (Fh X h AEER 0.089, 0.066, 0,085 3 XT¥
0.087) A@Ebbhicd, LhB0OEB C AR
HELR O REDLRIgh -7 (Table 10),

5) HEUvERTR

TERBAMRAT O BT 30T 5 Mgl VBT R OEIEE A
FrmBEMCERLRE Y 3B D bhich -7,

6) EAER IURFREHE

R L Lic 94 FIhRRELREE I hIfER X 61 f
(400mg % 30 f, 600mg F¥ 31 f) ThH, HIMERE
% 55 ] (400mg 7¥ 29 f, 600 mg F¥ 26 f), WHE
RYu 6] (400mg F16l, 600mg FHS5H) ThHol
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Table 11. Background of patients : causative bacteria

. All cases Pneumnonia | Chronic RTI
Causative bacterium
400 600 | 400 600 | 400 600
S. aureus 2 3 2 3
S. pneumoniae 5 2 3
S. pyogenes 1
H. influenzae 15 8 4 12 4
Monomicrobial | B calarrhalis 1 1
infection K. pneumoniae 3 2 1 1 2 1
Klebstella sp. 1 1
P. aeruginosa 8 5 1 7 5
A. calc. v. anitratus 1 1
Sub-total 29 26 6 8 23 18
S. pneumoniae+S. aureus 1 1
S. pneumoniae+ H. influenzae 1 1 1 1
Polymicrobial B-streptococcus+ B. calarvhalis 1 1
infection H. influenzae + B. catarrhalis 1 1
H. influenzae + Klebsiella sp. 1 1
Sub-total 1 5 1 5
Total 30 31 7 8 23 23
No. of strains Statistical
Causative bacterium
400 600 test
S. aureus 2
S. pneumoniae 1
G(+) S. pyogenes 1
B-streptococcus 1
Sub-total 4 12
H. influenzae 16 11 FINS
B. catarrhalis 3 | (p=0.09)
K. pnewmoniae 3 2
G(-) Klebsiella sp. 2
P. aeruginosa 8 5
A. calc. v. anitratus 1
Sub-total 27 24
Total 31 36

BRE OREE 13 Haemophilus influenzae 7: 400 mg
B 16 B, 600mg Bf 11 #REBELHL, RVT Pseu-
domonas aeruginosa 1, ThEth8¥K, 5%ThH-
7o BHIhcRABEOEE R & UREI 2\ CHREERE
KERRE b 3D bhvind -l (Table 11),

BEE LT X h i 67 #kh MIC (BEEHE : 10°

cells/ml) DRIEHFTisbicEiki: 21 % Q00mg
13 #;, 600mg F8H) THH, TORITHTIIHEME
THERR Y B3R bhich -t (Table 12),

3. NERSHEIL X HERTE

1) £l X CEEIERDE

NERSHER X BEEREE % Table 13 w73 Lic,
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Table 12. Background of patients : susceptibility of causative bacteria (10°cells/ml)
Treatment MIC (ug/ml) Total Statistical
group |0.025 0.05 0.1 0.2 039 078 1.5 3.13 6.25 test
400 4 2 2 4 1 13 W:NS
600 1 1 1 1 1 3 8 |(p=0.397)
Total 1 4 1 3 3 5 4 21
Table 13. Clinical efficacy judged by committee
Treatment , Efficacy” "
Diagnosis group Total | Excellent Good Fair Poor rate (%) Statistical test
400 48 5 30 9 4 72.9 W :NS (p=0.411)
All cases 600 46 2 30 8 6 69.6 | F :NS (p=0.820)
A 400 15 1 13 1 0 93.3 W : NS (p=0.546)
Prevmonia 1 g | 11 1 8 0 2 81.8 | F :NS (p=0.555)
_ 400 33 4 17 8 4 63.6 | W:NS (p=0.746)
Chronic RTI 600 35 1 22 8 4 65.7 F : NS (p=1.000)
* Efficacy rate : excellent+good
Table 14. Clinical efficacy judged by committee classified by initial severity
X i . Treatment i Efficacy* L
Diagnosis | Severity Total | Excellent Good Fair Poor Statistical test
group rate (%)
Mild 400 43 5 26 8 4 72.1 | W:NS (p=0.215)
1
600 36 0 24 5 66.7 F I NS (p=0.631)
All cases
400 5 0 4 1 0 80.0 W NS (p=0.608)
Moderate
600 10 2 6 1 1 80.0 F NS (p=1.000)
Mild 400 12 1 10 1 0 91.7 W NS (p=0.456)
600 8 0 7 0 1 87.5 | F I NS (p=1.000)
Pneumonia
400
Moderate 8 0 8 0 0 100 —
600 3 1 1 0 1 66.7
Mild 400 31 4 16 7 4 64.5 W NS (p=0.3%4)
Chronic 600 28 0 17 7 4 60.7 | F NS (p=0.793)
RTI 400 . =
Moderate 2 0 1 0 50.0 | W:NS (p=0.293)
600 7 1 5 1 0 85.7 F ! NS (p=0.416)

* Efficacy rate : excellent-+good

LEMTE 400mg HAB IR E 5 (10.4%), B %, 69.6% ThHoln, ARHCHEZRBED LR
% 30 I (62.5%), *°HLH OB (18.8%), &3R4 b > 1o

(8.8%), 600mg B 46 BIFEH26 4.3%), HR BB iz, 400mg B 15 GIRESH 14 6.7%), &
30 @ (62.5%), ©XABSH (7.4%), Epesl % 13 6l 86.7%), LLHYH1H 6.7%), 600mg F
13.0%) T, BRHE GEH+EH xth X h 72.9 11 fishER 1 68 9.1%), HH8 B (72.7%), #HH2
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Table 15. Clinical efficacy judged by committee classified by causative bacteria

. . Treatment Efficacy®
Causative bacterium Total | Excellent| Good Fair Poor Statistical test
group rate (%)
400 2
S. aureus 1 1 100 _
600 3 2 1 66.7
. 400 0 —
S. preumoniae —
600 5 2 2 1 40.0
400 1 1 100
S. pyogenes _
pyog 600 0 _
. 400 15 2 10 2 1 80.00 | W:NS (p=0.750)
H. influenzae
600 8 1 6 1 87.5 | F NS (p=1.000)
B. catarrhali 400 0 R
- . catarrhalis -
Mono 600 1 1 100
microbial
. . 400 3 3 100
infection | & sueumonice —
» 600 2 1 1 50.0
Klebsiella 400 0 -
sp. -
P 600 1 1 0.0
P aorei 400 8 2 5 1 2.0 | W:NS (p=0.813)
- aendgmoss 600 5 2 1 2 40.0 | F :NS (p=1.000)
A cale, v. anitratis| 0 N
. calc. v. anitral 600 1 100
400 29 3 17 7 2 69.0 | W:NS (p=0.342)
Sub-total
600 26 1 15 6 4 61.5 F I NS (p=0.584)
S. preumoniae+ 400 0 — _
S. aureus 600 1 1 100
S. pneumoniae+ 400 1 1 100 _
H. influenzae 600 1 1 100
B-streptococcus+ 400 0 — _
Poly- B. catarrhalis 600 1 1 100
microbial
infection H. influenzae+ 400 0 - .
B. catarrhalis 600 1 1 100
H. influenzae+ 400 0 - B
Klebsiella sp. 600 1 1 100
Sub-total 400 1 100 .
ubTtota 600 5 4 1 8.0
Totat 400 30 4 17 7 2 70.0 | WINS (p=0.278)
o 600 3l 1 19 6 5 6.5 | F NS (p=0.786)

* Efficacy rate : excellent+good
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Table 16. Bacteriological response judged by committee

Treatment o Partially . Eradication® | Statistical
aroup Total | Eradicated eradicated Replaced Persisted Unknown sate (%) test
400 30 23 1 6 80.0 F:NS
600 k11 17 1 2 8 3 67.9 (p=0.373)

* Eradication rate : eradicated -+replaced

Table 17. Clinical efficacy judged by doctors in charge

R . Treatment ) Efficacy® Statistical
Diagnosis Total| Excellent Good Fair Poor

group rate (%) test

400 48 7 31 6 4 79.2 W INS (p=0.422)
All cases

600 46 5 28 10 3 71.7 F I NS (p=0.475)

X 400 15 3 10 1 1 86.7 W NS (p=0.838)

Pneumonia

600 11 3 5 2 1 72.7 F NS (p=0.619)
Chronic RTI 400 33 4 21 5 3 75.8 W NS (p=0.534)

600 35 2 23 8 2 71.4 F I NS (p=0.786)

* Efficacy rate . excellent+good

Table 18. Side-effects judged by committee

Treatment Side-effects
Total Statistical test
group no ves
400 49 47 2 (4.1%) FINS
600 48 45 3(6.3%) | (p=0.677)
400 600
Side-effects
severe | moderate mild severe | moderate mild
Eruption 1 1
Fever 1
Anorexia 1
Anorexia, cold sweat
and feeling of facial warmth 1
Total 0 2 (4.1%) 0 0 2 (4.2%) |1 (2.1%)

%l (18.2%) T, FHBXrh¥h 93.3%, 8L.8% T %), W44l (11.4%) T, BHE L FhEh 63.6

Holeh, BHEMCEEZRZEDbhth 51, %, 65.7% ThHH, HHEMCEEZIE DL,
BESERS B T, 400mg B 33 GIFER4G T

12.1%), &% 17 §] (51.5%), *XHH8H (24.2 2) EEEERSE

%), & 46 (12.1%), 600mg B 35 GlhER 14l PEESHER X A BEEEBRKRYRE it BiE +
2.9%), B% 22 F (62.9%), LHLH8H (22.9 EOWFRIZESWTH, Table 14 wRdX 5wl
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Table 19. Abnormal changes in laboratory findings judged by committee

Treatment
Total

Abnormal changes in laboratory findings

group no

Statistical test
ves

400 45 43

600 44 37

6 (12.2%) F:NS

(p=0.766)

7 (15.9%)

Abnormal changes in

600

laboratory findings severe

moderate mild

severe | moderate mild

RBC | and Ht |

WBC { and platelets |
Eosinophiles 1

GOT 1

GPT t

GOT % and GPT 1

BUN 1 and S-creatinine
Erythocytes in urinary sediment

1
1

Total 0

6 (12.2%) 7 (15.9%)

MicBEEZRTmDd bhind -1,

3 BAFIBKDR

BAERIEKRE Y Table 15 iR Lic, BB
Tt 400 mg HOBFHRIT 69.0%, 600 mg FEOHHR
i1 6L.5% ThHoich, BHHMCEEZRZEDoh s
ote BEEKSTIE 400me F o 1 Fli33ER), 600 mg
HeRs A4 ESTH -

4 PERLHER X HBHEENHRE

PEELHTIC X 5 MEFH%R % Table 16 iR L
T 400mg BOEHAR (BEHA+EZMR 12 80.0
%, 600 mg BHOBNLRKIL 67.9% Th - 1oht, TER
REEERED bhich -1,

5. BKERS XIUVERREMBOKEE

WHREROBKER, RR ICHERREBCETS
FEEV GBI A%, 5 BE, 7 A%, 14 At
BRN Lo, WThoHERE LOHBIREWTH
TMEEcABEEREDbhEd» T

6. THEHTEC X HERLHR

FHREHT R X sERSFEY Table 17 IR Lico £
fERICIE, 400mg B 48 GIPER 76 (14.6%), FH
31 4] (64.6%), LB (12.5%), #HHH46l
(8.3%) T, HEHR 79.2%, 600mg ¥ 46 GIFEL5
f (10.9%), A% 28 41 (60.9%), X HH 10 4
@L7%), ®3Hl (6.5%) T BRHEILIY Th-
foft, HERECAEEREDLRP -,

FRBETIT 400 mg BFEOHFLHK L 86.7%, 600 mg B
DEHRIL 72.7% Tho7Toh, FEMCEEEZIED
Biteh i,

B SERREE T, 400mg BOFHRIZ 75.8%,
600 mg HOFHRIZTL 4% ThH, GHMCEEER
Zdbhigh ot

7. ElIfeRE XJUBEREHERE

Bl ORBHEE RS LU FDPAE % Table 18 R L
720 400mg FETIiX 49 24 (4.1%), 600 mg BT
1% 48 T 36 (6.3%) BIfEFANRB LI, ToR
BHAECARMN TEREEZRIRD bhixsr -7, BIfEA
DOAFRIL 400mg FH TR RE, ABRTEN thihl
B, 600 mg BETIRE, RE#, RYETE - BF - Hor
THDENRENLIBTHoTo 2DHH, BRARIE &
F-BoaThoEAMMFERCREL, 1TRAC
THIEZE-12DDTH B,

BERBREEO RE, 400mg BETI1x 49 Hih6 G
(12.2%), 600 mg BTk 44 i 7 6 (15.9%) i
bhich, FORBAECIIHHEN CEEERTEDLR
tehs - 7= (Table 19),

BREMEREOAFIL 400mg B CIiLEMER - m/MEH
216, FEEEM24, GPT EF 14, BUN .- m#
sVv7Fa2v ER 14, RF HROKEML G, 600mg
BCIIAROR - ~< 7Y o A 16, FEEEREM 4
%, GOT L5 14|, GOT - GPT LE1HTHb, 3
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Table 20. Utility judged by committee
q Faj Un- tility®
Diagnosis Treatment Total Mlarkedly Mo'derately ‘I'alrly n Utility Statistical test
group satisfactory | satisfactory | satisfactory | satisfactory | rate (%)
Al 400 48 5 30 8 5 72.9 W NS (p=0.212)
cases 600 4 1 30 9 7 66.0 F NS (p=0.509)
P . 400 15 13 1 0 93.3 W NS (p=0.215)
nedmonia 600 1 0 9 0 2 81.8 | F:NS (p=0.555)
400 33 4 17 7 5 63.6 W NS (p=0.563)
Chronic RTI .
600 36 1 21 9 5 61.1 F I NS (p=1.000)
» Utility rate : markedly satisfactory+moderately satisfactory
Table 21. Utility judged by doctors in charge
Treatment Markedly | Moderatel Fairl. Un- Utility”
Diagnosis | L FCAmEnt | gy | arkedly | Moderately) - Famy - Ly Statistical test
group satisfactory | satisfactory | satisfactory | satisfactory | rate (%)
400 48 5 30 7 6 72.9 W NS (p=0.850)
All cases
600 46 6 26 6 8 69.6 F NS (p=0.820)
. 400 15 1 12 1 1 86.7 W NS (p=0.208)
Pneumonia
600 11 3 2 1 72.7 F I NS (p=0.619)
400 33 4 18 . : =0.
Chronic RTI 6 5 66.7 W : NS (p=0.605)
600 35 1 23 4 7 68.6 F : NS (p=1.000)

* Utility rate : markedly satisfactory+moderately satisfactory

hLBETH-To

7t¥, BEAR IUBERREEREOTNTH, #5
kb LS RRBETRCTALHhCER L, HrES
CHIEE R Db o o

8. NEESHECIAFERAKE

NEBLHEZ X 5HBYELY Table 20 iR Lo £
FEGITix, 400mg %f 48 b IE B iR 56 (10.4
%), R 30 Bl (62.5%), °XWE 8 Hl (16.7%), &
W56 (10.4%) ¢, WRHMEOHERIL 72.9%, 600
mg B 47T GIFIE R WME LA (2.1%), #WRE 30 4]
(63.8%), LR IF (19.1%), Fu7H (14.9%)
T, WRERIL 66.0% Th-7-H, AEMCEEZIIR
Bl otz

It FEC13, 400 mg HOMEIR L 93.3%, 600mg B
DEREL 8L8Y Th-Teht, ARMEIIEEZITD
bhginefo,

BUSERAFETIL, 400mg HORHERIT 63.6%,
600mg FOMBRIT61.1% THh, MHMICHERX
bR ot

9. EREHTECI»>EREK

FBEHERT L 5F AL Table 21 1R Lz, 245

FiTix, 400mg B 48 SUPIEFICEE S5 H1 (10.4%),
WR 30 §] (62.5%), R 7H (14.6%), TH6
B (12.5%) TiHRK 72.9%, 600mg Ff 46 FIHFER
w661 (13.0%), #E 26 4 (56.5%), LrHE
641 (13.0%), T8l (17.4%) THREK 69.6% T
Boteh’, ARMCAERZERZEDbhEh T,

It T Ci3, 400 mg FHOHTKIL 86.7%, 600 mg FF
ORI T2.7% Th-Ich, BEMCEEEIED
bhish»tc,

BHSERREFETIL, 400mg FoMRBRIT 66.7%,
600 mg HORERIL68.6% ThHH, MENICEEEL
BRI T,

II1. # ®

=a =%/ v yRVER LFLX R SRR
THOEFARYEBNCET 5 BT, —EHERIEE
RBEER L, #5RIPREBEFIEORLE &L LT
SEESREE DO E\~ Streptococcus pneumoniae, H. influen-
zae, Klebsiella pneumoniae, P.aeruginosa it} 33
HEFONE & JUANERELX#IZE L, open trial T
FRREECH LE VERDESAEOR T3 1R
400mg (4> 2) & 600mg (5 3) & Ui, HRIIFPRE
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BPIE & L, Bic, ERERENLRTE L #2
ShHEESERRECY T TRV TRNY
Al

BHRSEMT 102 £ (400mg Bt 51 §l, 600mg
51 6) ChHotdd, “O3BNBRALSCSVTREKNE
R L X hi- 94 4] (400mg 2 48 I, 600 mg
R4 5D kowT, AEMOTRRFON/HCOLTE
—HERH Lo TOKR, 246 T2 600 mg PRz
HEREBM I FEORBEANERC SN -, AT
B S RREEC 35\ T 600 mg B I S MBS
HRICEL, PEEALLIEEE, SRR XU
BRSEOEEMANRS EHANED bR, ¥, Mk
BT 600mg i< CRP O0EENS - HAN BEDHL
i, L LEDHMORRRFOFMIZHREICER
Ry RBH ORI -1,

PMERSHIER X HBERHR TIE, LEFT 400mg
T:72.9%, 600 mg B 69.6%, WIS ERBRET 400
mg B 63.6%, 600mg B 65.7% OEHRTHH, \»
ThIMERMCAREREDbhird -,

LM OWTIE, 400 mg Bz 4.1%, 600 mg FEic
6.3% ORIfEROREANZ LI, WHMCHEEZ L
BEoubhishotc, ¥EHFEYE CTEERBIER IR
holz, BRKREBREEML, 400mg ¥ 12.2%,
600mg B 15.9% b bhich, ThboRBEE
D= OO HLEKABR ORI A & 12 #E
bh, FBEROHEM, F5 VAT IF—EOLENE
THH, HicBERKEMEE DD DX T,

PRESHBR L 5FAETIE, £EMT 400mg &

72.9%, 600 mg Bt 66.0%, MBMALNMAIET 400 mg
1¥63.6%, 600mg Bt 61, 1% DMRBRTH - 124, WP
RIAHMCEREITDShieh T,

Blb, MR aRmsglfs, 46 B QUEMSER T 5
LFLX 0oEHHER o\ T ZEMNIC RN Lo
R, 2EFATIIET 400 mg BHERHRYRETRL
2, MRMeEEERRmDOhihat, LML, K
BHMRNEES D 50 - fo B AR MYE D R ITOWLTH
TAHDE, 600mg HOHNEBERKAVEELCSL,
FEEALSVERICH e dhhb b, HBEYR
REREAERLTH» oo [EZILRECORMERMAR
KR EBERE R TR AM oSS, MRSE
FROBRYMEL L Ol bc— R liGitCth b, 5E
DRARBERR TIX 400 mg 5L 600 mg HEHT
WIS BEREETH A0 LBhotetd, &
HEORLMEVBRIEFRABE TH-ToZ &b, BHENRE
FOBVBHSERPEYE LT 2FRBRBFECH L
T 600mg (& 3) |MENHALTHA S LEL LRI,

X [

1) HIROSE T, OKEZAKI E, KATO H, It0 Y,
INOUE M, MITSUBASHI S : In vitro and in
vivo activity of NY-198, a new difluorinated

quinolone. Antimicrob. Agents Chemo-
ther. 31 : 854~859, 1987
2) 3B EBEXRELEREFEQBS, FEIvHEOY

4 (3), NY-198, z&fm, 1987

3) B&R{EZEREFS MIC NEE®RIEZAS &/
REHEF#E (MIC) ERFHRITIZ 2 To
Chemotherapy 29 : 76~79, 1981
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School of Medicine and Related Hospitals

Haruniko Toxvomi, Yasutsucu Fukupa and Karsumasa TokunNaca
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We performed a dose-finding study for lomefloxacin (NY-198, LFLX), a new quinolone antibacterial
agent used in the treatment of lower respiratory tract infections, using a double-blind method.

Chronic respiratory tract diseases with infections and bacterial pneumonias were included in this
study. LFLX was orally administered at a daily dose of either 400 mg b.i.d. or 600 mg t.i.d. for 14
days in principle.

Of the total 102 cases, clinical efficacy and safety were evaluated in 94 cases(400 mg group : 48 ; 600 mg
group : 46) and 97 cases (400 mg group : 49 ; 600 mg group : 48), respectively.

There was no significant shift in the distribution of background factors, except that there were
significantly more cases with severe initial symptoms (e. g. sputum property) and rales in all cases in
the 600 mg group, and of polymicrobial infection in the chronic respiratory tract diseases with infection
in the 600 mg group (p<0.05).

1) The clinical efficacy rate evaluated by the committee in all cases was 72.9% (35/48) in the 400
mg group and 69.6% (32/46) in the 600 mg group. In chronic respiratory tract diseases with infection
the rate was 63.6% (21/33) in the 400 mg group and 65.7% (23/35) in the 600 mg group. There was
no statistically significant difference between the two groups.

2) Bacteriologically, the eradication rate was 80.0% (24/30) in the 400 mg group and 67.9% (19/
28) in the 600 mg group, with no significant difference between the two groups.

3) Side-effects were noted in 4.1% (2/49) of the 400 mg group and in 6.3% (3/48) of the 600 mg
group. Abnormal changes in laboratory findings were observed in 12.2% (6/49) of the 400 mg group
and in 15.9% (7/44) of the 600 mg group. There was no significant difference between the rates of

the two groups. Neither serious side-effects nor evident abnormal changes in laboratory findings were
noted.
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4) The utility rate evaluated by the committee was 72.9% (85/48) in the 400 mg group and 66.0%
(81/47) in the 600 mg group, with no significant difference between the two groups.

From these results, we consider that a dose of 600 mg t.i.d. is the optimal dose of LFLX in the
treatment of respiratory tract infections including chronic respiratory tract diseases with infection.



