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Table 1 Items and schedule of laboratory tests
n th day of treatment Before 4th 8th 15th
Items day day day
Chest roentgenography ¢} e O o)
Sputum culture (@) (o] o)
CRP [®] [®) o [o]
ESR (1 hr value) o) (o) o o)
. HA o (o]
Mycoplasma antibody CF o) 5
Cold hemagglutination o ¢}
Erythrocyte o O O
Hemoglobin *] O [®)
Hematocrit (®] (0] [¢]
Leukocyte (o] (o] o 0
Basocyte o o (¢] o
Blood analysis E Eosinocyte (o] (o] (¢] o
gn Stab form leucocyte o o [e) 0
= | Segmented leucocyte o o o o
A Lymphocyte o) o o o
Monocyte O O O O
Platelet (o] (o] Q.
sGOT 0 o o
Hepatic s-GPT o} 0 [
function test Al-P O (@] [0)
Total bilirubin O o (0]
Renal BUN o] (@) (o}
function test s-Creatinine @) O o -
Prothrombin time (PT) () ® [
Blood - -
coagulation test 3;2:::’ ili :;:ltime L] ® ®
. i Protein (o] o (@]
Urinalysis Sugar 5 5 o .
Direct coombs’ test [ [ ]
Arterial Pe02 hd hd hd hd
PaCO, ® [ J [ ] [ J
blood gas
PH [ [ J (] [ J
Blood culture [

O : Indispensable, ® : Should be performed as much as possible
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Table 2 Criteria for evaluation of usefulness
Side effects and Clinical efficacy
laboratory abnormalicies Excellent Good Fair Poor Unevaluable
None ++ + t - ?
Mild + + t - -
Moderate H Y - x x
Severe X X X X X
++ : Markedly useful, +: Useful, ¢ : Slightly useful, — : Useless,

x : Should not be administered,

12D BEREEKSKEYE (M) IKli -2 b,
b E—RERRENERIN, HERNHS
MIRD LD, BERORD, BiEH
Ko, oRBOEBAED SN b
Do
F—EEELENERIN, BRICT(L
i R - R HBERNED SN
Th-tbo,

@) ERR: BHERREESERIN, HOBEOR
s RS X CBRREROHES » Sk 2 it
ZboiEEINbD,

3 FIfEM - EEERREERY

BRI~ T, EREOTHREIA (R, B,

RIS, BESEOTE, LR ZB%) KbV

THREHORBOERMEYIE Lo EHRREMICOV

TR, 20EHEEMEOERBE AL, FHEDR

BERLHR L TRREF & OMBHOEEE HE L
ke

4) HROuE

RIfeR - BERREEBRE OB AROEEIC L h =B

BERAL, ChEiBRHBOUTHRLELHMAEE
Table 2 icESWTHENE 5 Bl BHTER - 58

CPPER - BATRV  HTRETHV) HE L,

() & B:#588h5 23R TRICEIERO®
BrERRBEEOEHNRL SN bDOD
RS TR CH I NERE S LB
ELRM o7, EEREICPPRIES D
tYMIha b,

@)¢$E:&5E£¢$5wu%7&uﬂﬁm®&
APERRAMORELERIC L b HBRXK
DEEEFIEL, BHNIHERELLE

2 =&

B R %:

? : Unevaluable

ETHREEBERMICHIEH D L h
3H0,
() H E:#588PH50VIARTRICHRALAE
WREEHCERREBORYTRICL
DELIEREEDPIEL, #5178 HiE
T8 bRBEL K-, BEICE
A EEERANCIERICIIED D &M
h3abo,
8. ER - R, BEREXRKOKZE
FHRENFERICEM L BEROER - R, BXK
HROEE LS LBRRERMICOVWT Table 3 DE
BItHETSVTRS L, BE5MKRT, #54HE. 88
H, 15 HEHO#BARF L1
9. EFOEDE
Key table f#tgiic, EELB LU b —5—D
BHKICLD, RREBEMICIBEMT Z2ERICHOVT, B
AN MEORDFEVERE L 12,

10 Key code DB#, 7 — ¥ DRI

FREBIU Y bo—5—ickh, EROEH KL
NREINIDD, EHEROERERBUENLED,
RHSHEBIHIIOVWTHE, Hkah, BA - K%,
EARYR, WE¥OHR, BIFE  ERREBRTEH L
VERKOE/NEESHTEICRBROL WS L A2REL,
AVE2—FIANLTHE2ERDF— s 42BELA
DL, 3V bho-35 - Key code 2B$t L 72,

iy, RIMPHPICRRCKFBEHNAILEDH S &
HIBBELEL, Lkd-T, RBRETHE CHRIN
AR X 7§49 )XC8 (i

F— ORI, J v bo—S—iEqDb L, HEHE
BEHRRNSHRITE 7 —HA4EYL, TELT/ 35
AV rEERAY, BEMICIEIFEEICELT



786 CHEMOTHERAPY MAY 1987

Table 3 Grading of symptoms, signs and laboratory findings

Symptoms, signs and Degree

laboratory findings 1 2 3 4

Body temperature (°C) <37° 37°~<38° 38°~<39° 239°

Cough - + ++

Volume of sputum (ml) - + ++ +++
(<10ml/day) [(10~<50ml/day)| ( 2 50ml/day)

Property of sputum - M PM P

Dyspnea - + ++

Chest pain - + ++

Rale - + ++

Cyanosis - + ++

Dehydration - + ++

CRP - t~+ 4~ 24+

ESR (mm/hr) <20 20~<40 40~<60 260

WBC (X10%) <8.0 8.0~12.0 12.0~<20.0 220.0

PaO, (mmHg) 280 <80~60 <60~40 <40

PaCO, (mmHg) <49 249

Table 4 Case distribution

Case 6315-S LMOX Statistical test
Total No. of cases 58 55
No. of cases excluded 1 3 N.S.
X2 =1511
No. of cases dropped out 5 3 df=2
p=0.4699.
No. of cases evaluated for clinical efficacy 52 49
No. of cases evaluated for side effects 53 55

Wilcoxon DIEMIfIRERE, BEEERHEES I\ HI% 1134 (6315-S £52% : 58 1, LMOX &5
XREESAEAL, BEAOBMLKAEFTE -1, B 558 THY, SO BREN 4 FlELUKRE

HEKHE @M 0.05 & L7, 5 8 B2 B2\ 7 6315—S #5252 ), LMOX &5
B O >VWTHRRTF S LUEDYE - HREONE

I. & & B #®% AN ok BASH BV iZEE ORI Table 5~

1. £REFIBS L CEROBE L FELTRLTH 2, TEMBORA, BERCHEE

EREMONFIL Table 4 ISRT LS, BBESE BB OhEL-k, BLHOFER ok B
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Table 5 Reasons for the exclusion and the dropping out

from evaluation

1. Exclusion

No. of cases
Reason
6315-S LMOX
Disease not included in protocol 0 3
Lung abscess (1)
Pulmonary tuberculosis (1)
Lung cancer with infection (1)
Double case 1 0
2. Drop out
No. of cases
Reason
6315-8 LMOX
Severe underlying disease 1 0
Irregular administration 3 0
Once a day (2)
Two fold doses (1)
Shortage in duration of administration 1 0
Concomitant therapy with steroid 0 3

REFIOS S, BREENEET X2 -DFERET
B 1, BEKE (ABRREA/EATR HET
DERRIEFZRSE) 0 1f, E5RH D VRIBEESE
RRD 3B, # 565K 6315-S 5853 #, LMOX
BERSPlIc>WTITR -7, 5, #E5RHZ VI
BEEMERD 3 flicoVWTIE, BRELBFELET
R ISR E R I A A - 7o

2. WRERN S HEHBE O —t

A S & U5 B M EMRIT R 101 Flico VT,
EMOWRBRL R LR % Table 6 ~8 LU
Fig. 1itR L%,

1) MEKE (Table 6)

HRE LA RERRE S & 5 ICRRE RTINS
THRRHB THBRRI A 1710 - 720 6315-S #5842
AEXIBE S & ORI D —RBRIER D 55 5 &

A7 LMOX R 5Bic IR L2 v & ¢, #ic LMOX #
ERIBHSEXROBUMESL L OBIBMEHEROZ
RERAER D 52D 2 B ADHBRS > 7o, KB
KBVWTIAEXBMCHERZRBYONLEN -1,

2) t, M, (k& (Table 6)

MM Tz, LMOX #5813, Bill : 1T
HoteDIZ LT, 6315-SKEESBIIBLH2 : 1 &8
UDOENRBN>1co FMAHTIE, MEFBLLI08
ULDEFNEDKER DTV, 6315-S 58
DENREOBMBICAHLT W, LML, HEEE D
KRR ERZREDONEN -, EH-AES
FicBVWTOHMEABMICEEREZREDONEM -1,

3) EEKE, AOE - £TTHEA - FHAEXOHFE
(Table 6 )

ETHEROFEIEFBK T, £THER (4]
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Table 8 Patients characteristics
Characteristics 6315—-S LMOX Statistical test
No. of patients 52 49
Chronic bronchitis 8 13
Diffuse panbronchiolitis 3 4
Bronchiectasis 15 10 N.S.
N Pulmonary emphysema 10 8 X? =17.758
Underlying diseases Pulmonary fibrosis 6 2 df=7
Bronchial asthma 2 4 p=0.3544
Pulmonary tuberculosis 4 7
Others 4 1
Male 34 25 _
Sex Female 18 24 p=0.1618
~ 19 0 0
20~ 29 0 1
30 ~ 39 2 0 NS.
Age (years) 40~ 49 2 4 Z =1.6375
50 ~ 59 9 11 o = 01015
60 ~ 69 13 16
70 ~ 79 20 16
80 ~ 6 1
~ 39 8 8
40 ~ 49 16 18 N.S.
Body weight (kg) 50 ~ 59 18 18 Z =0.9257
60 ~ 69 8 5 p = 0.3546
70 ~ 2 0
Severity Mild 22 17 N.S.
(Evaluated by Moderate 30 32 Z =0.7816
committee members) Severe 0 0 P =0.4345
Severity Mild 19 12 N.S.
(Evaluated by Moderate 28 35 Z =0.7485
physicians) Severe 5 2 p = 0.4541
. - 34 35 N.S.
Complications + 18 14 p =0.5299
Pretreatment with - 40 44 N.
antimicrobial + 11 5 p = 0.1730
_agents Unknonwn 1 0
Concomitant drugs n 26 22 N.S.
+ 26 27 p= 0.6914
~6 0 0 N.S.
Duration of treatment 7~13 6 2 Z =1.3800
14~ 15 46 47 p =0.1676
30;)59 8 7 NSS.
Infusion time (min.) 40 38 Z =0.1299
61 ~90 2 4
p = 0.8966,
91 ~ 2 0
Withdrawal of - 46 47 N.S.
treatment + 6 2 p = 0.2707

— : Absent, + : Present
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Table 7 Initial symptoms, signs and laboratory findings
Symptoms, signs and laboratory findings 6315-S LMOX Statistical test
No. of patients 52 49
~<37°
- 37° ~ <§Z' ;: 2: N.S.
Body temperature (°C) o o Z =-0.8528
38" ~<39 9 11
39°K ~ 2 1 p= 0.3938
- 1 1
N.S.
: +
Cough - ;; ;z Z=-0,4262
Unknown 1 0 pe 06700
: 1(5’ 1; N.S.
Volume of sputum - 22 25 Z = 0.3255
- 15 11 P = 0.7448
r; g 1 N.S.
Property of sputum oM 13 18 Z=0.3670
P 3 26 p= 0.7136
- 12 11 N.S.
Dyspnea + 31 25 =-0.7335
++ 9 13 P= 0.4633
- 45 41
Chest pain + 7 8 N.S.
- 0 0 p = 0.7827
— 5 6 N.S.
Rale + 32 25 =-0.5141
++ 15 18 P= 0.6072
- 35 30
Cyanosis + 16 14 Lbi.z.ooo
Unknown 1 5 p =4
- 46 42
Dehydration + [ 6 -l:)'i.SSA
Unknown 1 1 P
- 2 2 N.S
CRP ¥ 6 3 - 01
B I I R
++H+S 31 27 p=e
~ <20 9 9 N.S
} - <4 .S.
ESR (mm/hr) ig N :68 13 1; Z=-0.9643
60S~ 17 21 p= 0.3349
~<8.0 18 14 N.S
WBC (X10° 8.0 ~<12.0 25 24 -
( ) 12.0 ~<20.0 9 11 Z = ~0.7866
20,05 0 0 p= 0.4315
~280 3 5 NS
<80~ 60 14 5 e
P20, <60 ~ 40 3 8 =-0.5030
<40 1 0 P= 0.6149
Unknown 31 31
~ <49 18 16
PaCO, 495~ 3 2 N.S.
Unknown 31 31 p = 1.0000
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Table 8 Pathogens isolated
No. of strains isolated
Pathogens Treatment groups Statistica test
6315-§ LMOX
Single pathogen
S. aureus 4 1
S. pneumoniae 2 4
E. faecalis 0 2
E. coll 1 1
K. pneumoniae 2 3
K. oxytoca 1 1 N.S.
H. influenzae 10 3 X? = 19.047
Haemophilus sp. 0 1 df= 14
B. catarrhalis 2 0 p=0.1632
Enterobacter sp. 2 2
P. aeruginosa 2 Y
Other GNB 5 0
Two pathogens
S. pneumoniae + Haemophilus sp. 1 0
K. oxytoca + P. aeruginosa 1 0
C. freundii + P. aeruginosa 0 1

Fig. 1  Distribution of MIC
Cum. % Inoculum size = 108 cfu/ml
. 100
g
5 80
3
]
s 60
5 £ 6315-S
s / —  6315—
ERY) - : LMOX
3 / Statistical test
0{ / N.S.
7 z=1.361
0|/ p= 01735
MIC(sg/ml){0025 0.1 039 1.56 6.25 25 100 200< ol
0!
Drugs | 0.05 0.2 078 313 125 50 200
63155 313441111 412 | 26
IMOX |1 4 55 1 3112 21| 2

#iz, 6315-S 58 114, LMOX #5¥5HITH
D, 6315-S BEBRICATREREETA2EANS -
1oht, BETRUMN-T, 1., EEEFOZOMDIR
BT, MEFBMICEEZRBDONEM -1,
4) 540, BE5PILOEE, Si%iERE (Table6)
BEHA (B5hEH) 1KoV TR, 6 HUADES

chikFl3mEFBICE L, T~13BTCHREEPELL
fEFY12 6315-S k58 6 flicxd L. LMOX 5832
W& DD - I AFEZRBD ST -1, ARiksE
DHRFICHVTHE, 60 FELEOKELZEDTENE
EHBMIcEEERAV ORI T,

5) $#5ELESDERELK « FTR, MERRAE (Table
7)

B SR OERERK - L L CERREEBOER
PEER, WTFNOFEEICEW T LHENBEZLLH
LTHh, MEXBMICHEEZRED NN T

6) B%H

RREHIOREN, >HMI BRI TEXELE
SE S NI 101 Bch 52 $1(6315-S # 58 : 33 6,
LMOX #58 : 194)) TH -1

BABOMRIE, H. influenzae, K. pneumoniae,
S. pneumoniae £ & U8 S. aureus H'% { AHIMTY
Fit, BEROSMSERICH L CHEABMICHERR
ZHohiimo7: (Table 8), FrERBEIcxLTH
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FILEM L QML & 5B/ R B ILRE (MIC)
ZRIE L DIL 55 Bk 26 BRTH - 7o 6315-S b &
U'LMOX & MIC A#iicM LT, mRXIBMicH®eE
BB ShEh -1 (Fig. 1)
3. BREYEICKBERYR

B2 EERR AR X R 101 Blics it B, BREMEIC
L BERYROM%E Table 0 ISFRT, WS ME
ELPOBEERIZ, 6315-S 5Tz 524D, ¥
WSH, HBISH, POEYLIP, WHEHT, ¥Y
CHWEGDEIVHDYWATHE (LT, AYHERLE)
{2 78.9% Tdh » 72 LMOX 5B Ti2 40 fich, ¥
B8R, BHHUM CPEY6H. EWYIATEDHEI
816X TH -1z, MERIMOLBRRENER, FEER
Ehohlih-te, 8k, KE EEE SHECHRE
B LURITROEEINCEY L BEOTmEXI MO B
HRETREITRY,

1) MR BHIERR R

MR E LU REFEOMBEKS (ERER)
EESR% R % Table 10 ISR MREBI AT 5 &,
BRBHOEFBMDELLROREERICHF ) Bk%E
BRIV OTHERETIE T BICEEDT,

BUHESEIROZHMBRAICEVTIE, 6315-S#&5
HOBHRIZIB.5% (TH/8#), LMOX 58 H
HEILT6.9% (10H/134)) THotoo VEAMRMS
EXRDOBMEMBHIERHDILA - 1A, 6316-S ik5
BOEWRIL66.7% QH/3H) Thb, —F LMOX
BEBROENI225.0% (LH/4H) LEM-1. KF
SCHLSRAE 0> Z iR B 5 & Ot UM O — o S E )i 5
Tid, 6316-SHEEHOFVHEIIE X 80.0% (12 #1/15
Bl 8RI/104) THhH, LMOX HEBICLPLHEY. &
WA LB b AYHRIZE X 100.0% (10 #1/10 #,
8HI/8 ) TH -7z IFMIED —REREFTIX, F
BB LERMHDIEN -1, 6315-S BEHOEFYR
12 33.3% (2#1/6 B)) L{EN-7-Dicx$ LT, LMOX
BERTR2EFAL OB TH -2 ABFXWMEDO K
R D EFEAUD I - 12 H¢, 6315-S BERTIR2E
P& LEYLUETHD, LMOX #E5BTIE 4 fich 3 filhs
BEYTH-1, i, BIBHREHEO ZIRBEER T3,
6315-S B E5HOBHRIZT5.0% (3 H)/4 #), LMOX
BEBROENIIZT.4% GH/TH) Th-o1to ZOHM
DBHRRBEBO _REREF T3, MEFHBEE b2
PIEWLLETH - 1,

2) BEEFEFRHR

FERMEICL 2 HEEREKRLHE% Table 11 (R
Lo BESEFIICH T 5 6315-S 5B BFEHRI
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Bacteriological efficacy (Evaluated by committee members)

Talbe 12

Exact probability of
elimination

N.S.

0.5335

| 4

Statistical test

Wilcoxon
rank sum test

N.S.

0.942
P = 0.3460

Z =

Elimination

rate (%)

69.7

78.9

Replaced

Unchanged

Bacteriological efficacy

Decreased

Eliminated

23

15

No. of

cases

33

19

Drug

6315-S

LMOX

88.2% TH AN LT LMOX 5 HOEHE
82.4% TH- 1S, TRABMCHARLEIEH O hy
Mot EIPBEEFICETEAHE (6315-5 5
#:83.3%, LMOX 58 : 81.3%) i2BAL T L%
HBMicHERERED SN T,

3) BHHEDOHMAIMKNR (Tablell)

AHEEATAENL L USHERLEFAOVWFHho
BOBAKYRICMLTL, OEABMICHEZIES,
high-teo

4) RITRMK OB RKIERYR (Table 11)

FITRMEAIE LEMICH S SERDRICBL T, &
KEBMIcERELED N1, KITHBKEET 5
TR DIL 1o, 6315-S EHOEFHEIL 455
% (SHI/11 ) THh, —4, LMOX & 580zhik
20.0% (1 /5 8)) LEM-7cht, EEMBMICHEE
BEHohEM- 1,

4. FELHTBICL SHAFHIHE

EREERE SN 52 EMIC>VWTOMEEH YR
% Table 12 iR L7, 6315—S 5B DiH%L$( 69.7
% (23 81/33 1), LMOX 580 #i5%$i2 78.9% (15
FlI/19F) TH-7oht, MEAMBMICEEZRIZNS
s -t ﬂﬁﬁﬂﬂ%%ﬂﬂ&ﬁﬂﬂi:bf:f&ﬁ%
Table 13 ISR LAc#t, ERABBOEHBADLEVCL
MORHYORERIEBLAA 7, S. aureus BXU
S. pneumoniae R B A - FEFICEWTIE, 6315-8
B{ERTRESHOINS Y5 LBEEIERNR 2 A%
2% 6 HAMIcBWVWTHEL TV A, LMOX #58
T, sHh3ALMABHERLTWENL, —4, H.
influenzae X U K. pneumoniae Z0 7 5 LEHE
NERBEBEINLEMICEVTIE, BAKRE, B
Fhb L LMOX 5 RoAKEVWEEZRLTY
12o

5. fEik - BB B LCERRERRORES S X URE
* .

AR5 BRI DRI - 7 Bb & CERRERR
DB S CIHBEABSME 4 HE, 8AH, 158
B, S5A&THO4BSTHERT L

1) EERERK - MROEB B L URBE

BEGRAELK - ATELICBAL T3, BeSBAATIcRuC &
EMEL OIS S, Tib bk,
HER, HWHEER, PREMD L CRBIECOVTE
DOWHTL S IR BES HBRET L 72, £ DRfE Fig.
2~T7HXU Table 14 iR,

BHEROUEBICH L TIRIEEME S AEBLUI5E
HOBA, BEEROMEBSICBL Tidik5Ms 15 BE
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Fig. 2 Improvement profile of body temperature (°C)
0 50 100% Wilcoxon rank
[ A e L L 1 L 1 1 J sum test
<37 37 ~<38 38 ~<39 398
6315~-8 (50) [ = Y | NS
Before Z = -0,7031
LMOX  (49) I =7 P = 04820
6315—=S (50) [ |==/ N.S.
4th day IMOX (49 Z = 0.8932
(49) ( = P = 03717
6315-§ (50 N.S.
8th day (%9) [ = Z = —0.2511
LMOX  (49) L = P = 08018
6315-S (50) [ |==/ N.S.
15th day Z = 06062
LMOX  (49) L 1= P = 05444
Fig. 3 Improvement profile of severity of cough
0 50 100% Wilcoxon rank
L 1 . i A e A A e A J sum u"
=) ) (+) .
T S  ————777 R L
LMOX  (48) Imy//////////////////////lf p = 0.6095
6315-S (49) [T Y] N.S.
4th day — < Z = 06062
LMOX (48) [(E =W p = 0.5444
6315—S (49 E =%/ N.S.
8th day (49) I . 72 Z = 12591
LMOX (48) [ = 7! p = 02080
6315—S (49 E 7 N.S.
15th day (49) L =/ Z = 13138
LMOX (48) | == p = 0.1889

DEFAICBVWT, LMOX Bt 5BNBELEHEB LR LT, 2) BERRERRONS B L R

WSS EOHBICBMLTS, #5615 BE OB AR CRP, #itB LU WBC ico\W\WT, €0#BLUK
H\WT, LMOX 5HOAH 6315-S EBIcH Lk RBEA BRI LM% Fig. 8 ~10 H& & Table
BHEEICH >t HERTHOREEICE VT H, IR LAY, WEROEEIKE VT bREARRC
EERD S UOCRSESFICMLT, LMOX 581 F& EERZZZDHONLE N1,

RNEELAT LI DMOBEKRER « iR RICBL T, 6. K2HOFME

WFhOEHIKEWT bEEFBMICEERZRBD SN 1) Sfed

Bh ot

%4 W SEARIT X R 108 B (6315-S #5842 534,
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Fig. 4 Improvement profile of volume of sputum
9 N ) 5.0 o 109 % Wilcoxon rank
(+) (++) (+++) sum test
Before 6315-5 (50) ="/, 2 aes
' LMOX  (49) =" p= 0.85%
(=)
6315-S (50) = | N.S.
4th da . = Z = 07845
4 LMOX  (49) 1= Y, | p = 04541
6315-S (50) IV *
8th day ~ [ - W- Z = 19609
LMOX  (49) [ E Y | p =  0.0499
-s | *
15th day 6315-5 (30) [ YY) e Z = 20454
LMOX  (49) [ === | p = 0.0408
Fig. 5 Improvement profile of property of sputum
J . 510 Ly .10]0% Wilcoxon rank
(M) (PM) (P) sum test
] 6315—S (50) =) N.S.
Before — Z = 03702
LMOX  (49) S, p = 07112
(=)
4th day 631575 (30 | /22222222 zN='S'—o 5435
LMOX  (49) === ____ P = 05868
o i 6315-S (50) W% | NS.
th day Z = 1.5245
' LMOX  (49) | 1 | p = 01274
6315-S (50) = '
15th day [ 777777 Z -  1.9628
LMOX  (49) | =% | P 0.0497

LMOX #58 : 55 /) i<\, BIVEMA X 6315-S £
SBICRAHMO | fI08» SNt (Table 15), A#D
B5tdE L s C ABERIRBIR 3 B EICHBISEL
Ko ¥, BIfERRBMEE ML TREENMMICEE
RIBHShED -1,

BERESIL S b 35 (6315-S 58 2 £, LMOX
B5R1M) ORCHZBH, 6315-SHES5HD 1 H
RGOS S BEER A2 OEH MBI L 2 bDTH

D, o1 FlIBEOEHERKECE S LAL2EL
PR ARLICL B HDTH>7co LMOX 5B DR
BUVRAEV -9 -tk 5RBREEP, RPICART
Fa—~THRFEELEIEREBLDTH- I, LIch-
T, #DOETE, WFNOEMICBVTH, HEEANIC
ERT2LDOTRED 71,

2) BERREBEBORRED

MmEFr R, - BRERE S X UMKEERREFIC
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Fig. 6 Improvement profile of severty of dyspnea

o 50  100% Wilcoxon rank
(_) (‘,) (“) sum test
6315—S (50) [ |= Y4 N.S.
Before . Z = —0,7368
LMOX  (49) [ : A P = 04613
6315—-S (50) ( = N.S.
4th day Z = 04573
LMOX  (49) [ | P = 06474
6315~S (50 === N.S.
8th day (50) [ Z = 1009
LMOX  (49) i |=—=7 P= 03127
6315—S (50) B |=—= N.S.
15th day Z = 0.0668
LMOX  (49) [ =7 P = 09468
Fig. 7 Improvement profile of rale
? ‘ SP . ‘109% Wilcoxon rank
=) *) (++) sam rest
6315-5 (50) W= 774 NS.
Before — ~ Z = -0.6047
LMOX  (49) = =) p = 05454
6315—S (50) = =7/ NS.
4th day [ . V24 Z = 0.0384
LMOX  (49) ’ = P = 0.96%
6315—S (50) i/ N.S.
8th day L /) Z = 0.349%
LMOX  (49) [ PV — p= 07266
6315-S (50) E N.S.
15th day L %, Z - 17529
LMOX  (49) [ ==Y p= 0079

20T, BREFIRICBIIRBEOEHERIT LI, B B BM Tt ChODORBEIR, FDRORENE
BEHERBHEFIZ, 6315-SHER AP T7H HEELBAEMCEVTE, WTFRLERBEELT
(13.2%), LMOX #:58% 55 FldhEI D 7 H (12.7%) Whe ME, MEKRERRECHT2RREDE RE
ThHD, 2ORBEHFBECHEZIBHOALE,AS L DNERLBAEMCBVTIR, 1 HbBYSNKS .
(Table 16), REMBHOZH SN-IAB X, S—-GOT, 3) BB L EROE LT K

S-GPT ZOHHEERES L CMBFRRETH - kN, BERSZVIEESEHEROS - i SEMHKIVT
WFNLBHADLDTHD, £hZOREETHOEEI SRR SHFEAITE - A, BRNEEES VR
BELOVLILPEETCH 1020, FELPEINIER KREBOBREER R, WTFNOEMIcEVTHEBDS
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Table 14 Improvement of symptoms, signs and laboratory findings
Unch- L.
Symptoms, signs and No. of Improved anged Aggravated Statistical
laboratory findings Drug cases 3° 2° 1° 0° 1° 2° test
6315-S 40 2 8 24 4 2 0 N.S.
Body-temperature Z =0.4220
LMOX | 42 1 11 25 4 1 0 p =0.6730
6315-S 50 12 23 15 0 N.S.
Cough Z =1.,3782
LMOX 47 17 20 10 0 p =0,1681
6315-S 52 2 8 21 19 1 1 *
Volume of sputum Z =2,0845
LMOX 48 1 16 20 10 1 0 p =0.0371
6315—S 52 6 15 18 13 0 0 N.S.
Property of sputum Z =1,5434
o LMOX 48 8 20 11 9 0 0 p =0.1227
6315—S | 40 6 24 9 R AR N.S.
Dyspnea Z =0.7249
LMOX | 38 8 7| 22 8 0 p =0.4685
6315-8 47 3 26 18 0 *
Rale Z =2.0215
LMOX 43 10 22 11 0 P =0.0432
6315—S | 49 17 16 6 9 1 0 N.S.
CRP Z =0.4868
LMOX 45 16 14 13 2 0 0 p =0.6264
6315—S 42 4 7 10 19 1 1 N.S.
ESR Z =0.5244
LMOX 39 1 11 12 12 1 2 p =0.6000
6315—S 33 5 23 3 2 N.S.
WBC — Z =0.9067
LMOX - 34 8 22 4 0 p =0.3646
i1, m = %

T NBRAYEIC & 3 HRMNE
RBEARLIR L RMER - EERRBEREOEE L OMAL LY, REUBLUFREEZ _EERIEICLDE

bR & A FMORES Table 17 105 L7 4%,

ARHBMIC R 2B SN, 1o,

BMESERPMELEMRREL LT, 6315-S & LMOX

BRI BB L,
SR LMOX %€ LA BHEZEE Tt s s
DTHaN, Hik- - HEAHEELH L 101g 182



Fig. 8 Improvement of pi'ofile of CRP value
lo L A 1 4 5Jo o 4 1 4 lo?% WﬂCOXOI'I Zl.ﬂk
(=) (~4) (H+~3) (4+3) sum test
6315—S (46) =777 N.S.
Before LMOX 45 - Z = 0.4857
(45) BEm P= 06272
6315-S (46) [ == | N.S.
8th day LMOX (4 Z= 05494
(45) [ ="/ p= 05828
6315-S (46 == NS.
15th day (46) L 77 Z=  0.7402
LMOX  (45) [ =7 | P= 04592
Fig. 9 Improvement profile of ESR (mm/hr)
? S S B | 510 L4 190% Wilcoxon rank
<20 20~<40 40— <60 60< sum gest
Before 6315—-S (46) = 4 | ZN=.S‘—05283
LMOX  (45) I 7 - s
6315-S (4
8th day el L === e zN;s'-o.s9os
LMOX  (45) | EFE77BR - s+
6315—-S (46 % N.S.
15th day () l Z = —0.4549
LMOX  (45) | EF7l r- o

Fig. 10 Improvement profile of WBC count (X10°/mm?*)
Wilcoxon rank

0 50 100 %
L 1 1 " 1 1 1 1 1 1 1 sum test
6315-5 (46) <8.0 8.0~12.0 12.0~<20.0
- =% N.S.
Before [ M Z = —-0.8822
LMOX  (45) L = =7 p= 03177
sth day 6315—S (46) [ = N.S.
LMOX  (45) [ =7 i ; g'zzg
6315—S (46) B = N.S.
15th day Z = 0.2944
LMOX  (45) L = p= 07684
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Table 15 Undesirable symptoms and signs
Treatment No. of patients with Total No. of patient Incidence Statistical
rea undesirable symptoms evalaated (%) cext
group and signs
6315-S 1* 53 1/53 (1.9) N.S.
LMOX 0 55 0/55 ( 0) p=0.4907

* A patient, 72 y.o., male, developed moderate drug fever on 6th day of the treatment with 6315—S which

disappeared 1 day after discontinuation of the drug.

Table 16 Abnormal laboratory findings observed in patients treated with 6315-S or LMOX

Incid Seatistical
Drug Age | Sex Changes in laboratory findings *) rest
68 M RBC (349 - 368 - 292), HB (10.5 — 10.7 = 8.8), Ht (30.5 - 32.1 -+ 25.9)
4 | M Eos. [ 1.0% (86) -+ 8.0% (552))
59 | F | Eos. [0.0%- 22.0% (1364) — 17.0% (1173)]
7/53
6315-S 65 M Platelet (20.3—+16.2—~+12.1)
(13.2)
70 | M | "GOT (20 » 35— 43), GPT (16 — 35— 47)
70 | M | GOT (28 = 22 - 40), GPT (28 — 27 — 34)
52 | F | WBC (6300 = 3700 — 1900), GOT (23 —+ 34 — 72), GPT (14 — 20 — 38) NS.
77 M RBC (315 — 259 —» 190), Hb (10.4 — 8.6 — 8.8), Ht (30.7 -+ 25.5 + 20.2) P 5 1.0000
71 | F | GOT(7-25-132), GPT (5= 37~ 169)
55 M GOT (32 —+ 36 — 40)
7155
LMOX 64 F GOT (22 -+ 48 — 41)
(12.7)
48 ™M GPT (27 —» 61 — 44)
70 M GOT (27 -+ 56 -+ 48), GPT (18 - 43 — 49), Al-P (6.8 = 11.4 =+ 12.0)
58 M BUN (10.4 -+ 18.9 — 30.9)

Table 17 Usefulness evaluated by committee members
Uscfulness Statistical test
No. of Usefulness
Drug cases Markedly Slightly rate (%) Wilcoxon Exact probability on
Useful Useless
useful useful rank sum test usefulness rate
6315~ 75.0
s 52 5 34 5 8 5 N.S. s
Z=20.7978 »
- 0.4250 p=0.6402
LMOX 4 6 33 7 3 79.6 p=5

EDARBEL LADRRKROBENSTHE.THbE,
83158 i o\ TIRIFR B RRAAE 15t 2 B E THEER
ROBREDhbIANET L45R, 1B1g, 182
B0 2g/BREM2 KD 5% (187 H1/249 B)) % &5,
PORDEEEIC L ZEREH 6% (143 /187 F)

Thotl s BERE2EICH I 4g/BREHRD
BYERL T1% (5F/35#) & 2g/BREHEIZZE
RBCH-to &tk B, B, 2ETEHSNIEIER
HHADS L 10FF 2g/HOBRICEVWTREALTSH
D, MEKRREBEBEREEHHORE 42F1/48F) b
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TORBRTRALTW: Lch-T, €ENHETED
MOLROPEEMONBEITIEI CEMNRETHA L
¥l st

—%, LMOX i22W\WTid, @Fichbhbhi’wML 7~
Wt UM R D LIRS 1o B W T b, bt 6316~
SOMALEMDOEET I g X 2/ADREREREL
THh, SSRRTR&ORAETOKARN2g/BT
HalL, BLUEOHERTLMOX 0B - &2
HIHOVWTOREIHELTVWAI ENS, 1 g X2/
BORERERE L,

T, SEIORNT 10l ERGEDMS L UFARAKD
AR RAE L TRIRENARTH B0 Zohic
EREMAOMNRABMEE L THES M TV ABBREL X
CREREA R AE S YEI N 6ER (5 B MBBEBRE
28 MEFTNTWVE, AEFAOREVICO>VWTERS
THRINLN, Cho 6EFOEXRBIZVTIL 15
MOX-R) & 5MEESICEVWTREEIATE ST,
Ltchi-> TRAEHE LIEVWE WS 2 & TEELDERD
—HEHt, IS 6ERADESERBINRG, 6316-
SHEE5BIC3fl, LMOX #5B8IC3HITHD, HFI
‘RoDFonI-LEmENS, &5IC, FRHIBHTE
RBFE I —RICER ShBAIciE, Cho OBy
KEREELTA-TLATHAS L, TOROEYH
2FRTELVILEDEA LD S,

HEBEOHBRERICO>WVWTIE, WFhoRBickW
THEXRFBRMICHEEZITHONS, LAA-T, @&
EHBEHHEOBREETAREL L THIREITE -
7o LH L, 6315-SHE58L, LWL 2rOHRERICH
WT, BEHHEICEETREVWLDOD, HHHEFE ERFH
EEDLNBEFAMNEL AONTI, THbhb, ERHHMKIC
BOLTEEBE (T08LULE) oh»sEANREL (6315-S
58 .26 6], LMOX %58 : 1TH) , S oickiTin
HE TH) B b BRELERERIELS b 6316-S
BE5HIcE M1 (6315-S 58 - 11 1, LMOX #
58t 561, D &N, 6316-S 5B OEKEIR
HROREBFEVOVWTRERDBIDUEIS THEER
BLiZEbELONS, 2T, ChoOHRERMN
ERHRL L UEERER - TROREF ICHBERIZT
MEMEOVRAT 4 JERETFLVABBHLURIT L. &
TSNS L TER, ETREAOFE FHx
RTREROFE (—&, ZK), BELHE L THEK
HEL L CEREZEICRODED SNI-BER, BE
iR, WS BEENTNFAL L TRV Z DR,
BERFEHOEEM, S, BERYRICIETHRENOF
% (B EBEE p=0.0039), £ (HEEE p=0.1358)

B ERRE WRMER, K5 TFOREEIC LS
HEHOAK (ENENOHFEEE p=0, 0198, p=
0. 0408, p=0.0058) MW ERIZL TV AT MR
fif: (Table 18, 18), £ C T, EKAXBEIEVOY
Hohte SHBIKSVT, ETRABRMOLEEERL T,
RITHME OB WA ICHE %R, Mantel-Haenszel
MEICLDHRFIMOBEEEL LB L2, ZORR,

Table 0icAR SN2 LI MBS E (HEHE p=
0.0766) %< BER, BWREROKMEIILENT, L
ThbEEHRIZThEHO p=0. 1368, p=0.3018 &7
n, BRFKIBMICEEZIRHONIIM 1, Lids
T, ER - RO S bBERL LUCBREROKS LS
CICHME IO THRRMBRMICEEZ,ED ShiK
Hiz, RHWEERAICW WRER, & kTR
KOO BR & MAKNIIER L RN 20ER
ERLTVWAREEZOND, /., TmRABEOFYHE
(6315-S 158 : 76.9%, LMOX #&58f : 81.6%) ic
REXZERD OB SN, BHBEDLTEDEIR
EROERHBIEBLERIZTHERERCERNTSLE
Abhd,

FELHEICL ZERDRE, THBEHREIC K SEK
HREGIFERICEHEM (r=0.682) LTEH, THE
MT2EBERIESTEMILL, —HBIIT.IETH-
7z (Table21), %f:, AEI/ SN 63158 fx'+hiD
R (B2® 76.9%) 13, &2 HMH LAk oK
BIHRRO 2g/BHREBOMM (FHRT6%) &b
ERICILS LTS, ERERICIEAENS5D
DD, BEOBHTEBRREICHT S HEARERE
DHBEICHWT b, Cefotaxime (H2H68.6%)7,
Ceftizoxime (BE 62.9%)* ¥ &L Uf Cefotetan (§
2E 65.0%)* & h @, Cefmenoxime (FHE 7.0
%) LRIBETHD, RROE={H cephem A
BELELELBVWLDTH-1, ‘

OXI, MEFHREHICBLTTH B, BEREER
FRET 5 S & IIFRBRBEIC SV TRIECEBLR
BThHh, ZOASEDRRICEVT bEXRBEORIEL
BEEZA LSO b ST, HHHEFEIRA 101
FIP AR X R & 738 - 7L 52 B (51.5%) TUubD
FEBICTERD R, T, 2R SREHBENLE
BREUSKE~ 55 Bk TH - 7to TDARIE, H. influenzae
13 #&, Haemophilus spp. 2 ¥, K. pneumoniae 5%,
K. oxytoca 3 #k, Enterobacter spp. 4 ¥, Pseudo-
monas aeruginosa 4 ¥, S. pneumnoniae 7%, S.
aureus 5 KETH Y, GERD SBHTJEBRBIECED
THAMBEEN S BREERS R P T0EH
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Table 18 Clinical efficacy evaluated by committee members and degree of improvement of
signs, classified by age and pretreatment with antimicrobial agents (1)

Improvement of signs

Characteristics Clinical efficacy
Volume of sputum Property of aputum Rale
) ~59 24/28 (85.7%)* 20/28 (71.4%)** 23/28 (82.1%)** 16/22 (72.7%)**
Age (years) 60 ~ 69 23/29 (79.3%) 19/28 (67.9%) 20/28 (71.4%) 18/27 (66.7%)
70~ 32/43 (74.4%) 29/43 (67.4%) 35/43 (81.4%) 26/40 (65.0%)
Pretreatment with Absent 73/84 (86.9%) 62/83 (74.7%) 71/83 (85.5%) $5/73 (75.3%)
antimicrobial agents Present 6/16 (37.5%) 6/16 (37.5%) 7/16 (43.8%) 5/16 (31.3%)

Pretrcatment with

Improvement of signs

Age (years) Clinicsl efficacy
antimicrobial agents Volume of sputum Property of sputum Rale

~59 22/25 (88.0%)* 19/25 (76.0%)** 21/25 (84.0%)** 15/19 (78.9%)**

Absent 60 ~ 69 22/25 (88.0%) 18/24 (75.0%) 19/24 (79.2%) 17/23 (73.9%)

70~ 29/34 (85.0%) 25/34 (73.5%) 31/34 (91.2%) 23/31 (74.2%)

~59 2/ 3 (66.7%) 1/ 3(33.3%) 2/ 3 (66.7%) 1/ 3 (33.3%)

Present 60 ~ 69 1/ 4(25.0%) 1/ 4(25.0%) 1/ 4 (25.0%) 1/ 4(25.0%)

70 ~ 3/ 9(33.3%) 4] 9 (44.4%) 4/ 9 (44.4%) 3/ 9(33.3%)

* : Excellent + good / No. of patients (Efficacy rate)
** : No. of pati imp d / No. of pati (Imp! rate)

Table 19 Influence of characteristics on clinical efficacy evaluated
by committee members and improvement of signs (2)

Significance probabilityl)
Charscterstics Clinical efficacy V:;:’::fm“ P‘:’::::L“ Rale
Age 0.1358 0.9347 0.5480 0.9776
Pretreatment2) 0.0039%* 0.0196* 0.0408* 0.0058**
Age X Pretreatment?) (linear) 0.2758 0.9599 0.3010 0.8791
Age X‘Pretreatmentz) (quadratic) 0.9085 0.8128 0.8239 0.2756

1) : Significance probability of logistic regression coefficients, based on normal deviation

2) : Pretreatment with antimicrobial agents

influenzae, K. pneumoniae, S. aureus # & U S.
Preumoniae 0 4 HENEREE 1 > TV BEFHNS
Matie LIA-T, DM LIS MESEARE,
FEBRRROLALERICIEE LA bOTREVS, &
SEEOERERN VS C &0EREE Bbh, MBS
RHROE T, S. aureus & LT S. pneumoniae %
REShEMIc BT, 6315-S BERTIRIAS
77 LRMERIE 6 MRMIcBYTHEL TVAL,

LMOX # 58T 5# b 3 6 (60.0%) Dilkics &
% 57, —4, H. influenzae £ U* K. pneumoniae
FOU 7 LBEESREBINIEMICBVTIR, HESE
BEFE, S L 1 LMOX 5 B0 5/ %58 W ERIC
Hot, Thid, 6315-SD 7> LRRME I T 2 IE
AHBLMOX it LENCE 2 DD, 75 LBtkEIc
M AREINEBINTVE LA TET ZHDTH
5o TDZ &R, Fig. 11 ic;rL 7 MIC %28 Lig7:
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Table 21 Correlation between clinical efficacies evaluated by committee
members and those by physicians in charge
Evaluation by physicians

Excellent Good Fair Poor Total
Excellent 3 8 11
Evaluation by Good 7 53 9 69
committee Fair 2 7 1 10
members Poor 2 9 11
Total 10 63 18 10 101

Spearman rank correlation
Correlation coefficient = 0.682 (p = 0.000)

Fig. 11 Correlogram of MIC between

6315-S and LMOX

MIC (ug/ml)
>200(
200{
100(
50
25
12.5
6.25
3.13
1.56
0.78
0.39
0-2 v 1]

01
il
|

0.05|
0,025

0.025 0.1
0.05

6315—S

0.39 1.56 6.25 25 100 200<

02 0.78 3.13 125 50 200
LMOX MIC (ug/ml)

26 strains were tested : Inoculum size 106 cfu/ml

®: S, aureus 3 strains
B: E, feacalis 2 szrains

O: H.influenzae 8 strains
0: K. pneumoniae 1 strain
B: K. oxyroca 1 strain
Ot E. cloacae 2 strains
©: E. aerogenes 1 strain
A E, coli 2 swains
V: B, catarrhalis 1 strain
0: A. xylosoxydans 1 strain
D: A. hydrophila 1 strain
¥ P. aeruginosa 3 strains

26 BrDHEMRIN S bH I EERMVA S EMNTHETSH
%o

Fr, REULABERIL6315-S 5B OXHIM 1
ATHD, MENICHEMTHOERXUDHT LEICH
BLRBEHINBRADOLDTII -1, 7, EFR
BHEORELEMIIL SV RT I+ —CHENEETHY,
TORES LUHE LHICHBI A, -, LT,
ARILE2HEOE T LERER LSICRIBEIILWEER
bhb,

DLk, BHESEBRREICNT 5 6315-S 0FME S
LURLHLREMICHET 5L, AH)i2 LMOX &[F
FOFAMERTENTHE LEBEREN S,
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The efficacy and usefulness of 6315-S (flomoxef), a new oxacephem antibiotic, in the
treatment of chronic respiratory tract infections were evaluated by a comparative double-
blind method, using latamoxef (LMOX) as a drug of reference, in thirty institutions and
clinics in the Tohoku and Hokkaido districts of Japan.

Either of the two drugs in a unit dose of 1 g was administered to patients by i.v. drip
infusion twice daily for 14 days, and the following results were obtained.

1. Out of 113 patients included in this study, 58 received 6315—-S and the remaining 55
LMOX. Twelve patients (6315-S, 6 ; LMOX, 6) were excluded from the efficacy evaluation
and five (6315-S, 5; LMOX, 0) were excluded from the analysis of adverse reactions. There
was no statistically significant difference between the two regimens.

2. Overall clinical efficacy rates evaluated by the committee members were 76.0% for the
6315-S group and B81.6% for the latamoxef group. There was no statistically significant
difference between the two. Bacteriological efficacy, evaluated in terms of the eradication rate
of the causative organism, were 69.7% for the 6315—S group and 78.9% for the latamoxef
group. Again, the difference was not statistically significant.

3. Only one case of drug—induced fever was observed in the 6315—S group, and seven
cases each of deterioration in laboratory data were observed in both regimens. Thus, there
was no statistically significant difference between the two groups.

4. Overall usefulness rates evaluated by the committee members were 75.0% for 6315-S
and T79.6% for latamoxef. There was no statistically significant difference between the two
groups.

From the above results, we conclude that 6315-S is as effective and useful as latamoxef
in the treatment of chronic respiratory tract infections.



