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1. # ] A&\, GM,Dibekacin(LLF DKB & BE3) 7 & &
KW-1062 13, Micromonospora sagamiensis h g AU ILROHE A7 b A% K L, Ps.aeruginosa,
ETHHFHAT I VEBEERAENETH 5, Serratia marcescens i ¥ DEME/ 5 rEBBE 5 &

o Figl wiR T &%, Gentamicin(ph v Staph. aureus €L CTTShiHEDYF T 59,
T GM &Bg3) Cla UL T % 9, 6-N-methyl ¥FeEFc X 5 H 3 MREE, BEEOERR, BY
gentamicin C la &3 WHXEH O T, B—HHoEL KBV <2 T GM,DKB it L L TEHWZ & NBMEZIhT
THBEIh TV 5Y, W 550,

SE, bhbhik&HOFRBERIE T 5K

Fig.1 Chemical structure of KW-1062
RELLUTRFTHENT, MR KEIZXOHELY

o OH o NH, t > DKB #BEE LT, —EERERC X 5 LERR
’_:{;A OH OZ—?:ZCHMCHQ EEBLIOT, LOMEERET 5o
CHoN OS:ﬁNHQ e 35 REERRENL, Table 1 o+ 34 Wi
2

WT, 1977 £1 A» b 1978 £5 A ¥ ¢, &3, Siso-
micin % X DKB 0 3O ZEERE R & 5 HERE
0-2-amino-6-(methylamino)-2, 3, 4, 6-tetradeoxy- L LTER S hio

a-D-erythro-hexopyranosyl-(1—4)-0-(3-deoxy-4-a- ) o o .
methyl-3-(methylamino)-B-L-arabinopyranosyl-(1— DKB ¢ Sisomicin 0 HBERE 2V T IRRETF

6))-2-deoxy-D-streptamine ETH 5o

C20H41N507:463.58

Table 1 Collaborated Clinics

Department of Internal Medicine, Tokyo Women’s Medical College

The Second Internal Medicine, The-Jikei University School of Medicine
Department of Internal Medicine, Kyorin University School of Medicine
The Second Department of Medicine, Kyoto University School of Medicine
Department of Medicine, Tokyo Metropolitan Geriatric Hospital
Department of Internal Medicine, Sapporo Daiichi Hospital
Department of Internal Medicine, Sapporo Teishin Hospital
Department of Internal Medicine, Hokkaido Social Insurance Central Hospital
Department of Respiratory Diseases, Sapporo Railway Hospital
Department of Respiratory Diseases, Iwate Prefectural Central Hospital
Department of Internal Medicine, Kesen-numa General Hospital
Department of Internal Medicine, Sendai Teishin Hospital

Department of Internal Medicine, Tohoku Rosai Hospital

Department of Internal Medicine, Ohara General Hospital

Department of Thoracic Surgery, General Iwaki Kyoritsu Hospital
Department of Internal Medicine, Tachikawa Kyosai Hospital
Department of Internal Medicine, Tokyo Metropolitan Fuchu Hospital
Department of Internal Medicine, Inagi City Hospital

Department of Internal Medicine, Mitaka Hospital

Department of Respiratory Diseases, Fukui Red Cross Hospital
Department of Internal Medicine, Hikone City Hospital

Department of Internal Medicine, Moriyama Hospital

Department of Internal Medicine, Kyoto National Hospital
Department of Respiratory Diseases, Kyoto City Hospital

Department of Respiratory Diseases, Kyoto Katsura Hospital
Department of Respiratory Diseases, Kitano Hospital

Department of Internal Medicine, Kansai-Denryoku Hospital
Department of Internal Medicine, Saiseikai Noe Hospital

Department of Internal Medicine, Osaka Teishin Hospital

Department of Internal Medicine, Osaka Red Cross Hospital
Department of Internal Medicine, Kobe Central Citizens® Hospital
Department of Internal Medicine, Himeji Red Cross Hospital

Department of Internal Medicine, Kurashiki Central Hospital
/
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EET58, AMSEI LS IVRESES 4 & L
1o
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DEBhvZ e L,

2. HN&BE
ABERABEL L, MLV & & L 22
LRDWThMhDEBWCHYT 5 BE T, FEIE1S
BATHZ &L,

D EFES XUBRAR, (2) AAF X EFOMEHNA
FUT bR A VBB X F OO BEEEE, (3) T 3
JEBERRAERD BTNy L 5y VIS BEES RS
YETHEE, D) BhHr o FlEEEY R T 252
BIVEBLEBRKED B VIAHEY B T % B,
(6) ABREWR X 2 ERFBERD 3 A HBIEEE 7
IVBRBERNADEI RS ShIER, (6) RBER
SRATTOLEREC X DT CRIERABKEL>OH 5
EGR X ZOREBORALIES,

B, NEBEBCXTER»E W RBRO B RZMS R
REXBHT L E LT
3. HBEFEHF IORESE
BEEHIRDO2HTH B,

REaEA KW-1062 60 mg(Hffi)/7 v 71
*tfB3E%K| DKB 50 mg(HI{fi)/7 v 7

FEEFINE EBATEEL L, VEFS 456 7T 7
MEley bE L,

BEFER, MEERACOWTII LEEES Y 1@ 1
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iR, WRME, FRE %K (& #HRK BELoF
/), B, FREHE, Mom WXsE F7 -1,
MECOWTIRA E L TEABREL LIXRIE LEHE
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%, 5 8%, 7T A%, VABRLTEET A L L,
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(3) BELRL2E FHECXYABREOHELLE
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74l, DKB 8 ) THh - tco - T, MHTARMANL, /N
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2y b r— 7 —¥Er T 121 HI(KW-1062 65 fjj, DKB
56 F1) TH 5o
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FRKRENEE L SR DZERIEE - 012 - FREERE
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ChoERAETFOREKEFEL, Table4, 5 w—#FEL T
ALl ZEATHRSBE, BEEEOEE T, DKB #
Ve EREMA S PITEE L, M FEEE (P<0.05) %
BDI, M, E4, #E, BHREE SHECFE
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BEEAR TR LIEE, ABRERETOCFREEL
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Table 2

Cases distribution

Cases accepted

by committee
members

Total number

of cases

KW-1062 72
DKB 64
Total 136

No. of cases evaluated
on effectiveness

)

KW-1062 56

DKB 49

Total 10S
Drop out

KW-1062 16

DKB 15

Total 31

No. of cases evaluated
on adverse reactions

KW-1062 71
DKB 64
Total 135

No. of cases evaluated
on effectiveness

— KW-1062 65
Cases accepted DKB 56
by controllers
y Total 121
Drop out
KW-1062 7
DKB 8
Total 15
Table 3 Reasons for drop out cases
Cases Committee members Controllers
Reasons Drug  |xw-1062 | DKB [KW-1062 | DKB
Diseases out of the object of study 5 4 3 2
Diseases deficient in clinical symptoms of RTI 1 3 0 1
Concurrent therapy with other antibiotics 0 1 0 1
Violation of dosage schedule 1 1 1 0
Cases lacking in indispensable data for evaluation 2 4 1 2
Possible carry-over effect of antibiotics administered prior
6 2 1 2
to the test drug
Total 15 15 6 8
N.S. NS.
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Table4 Backgrounds of patients (1) (Cases accepted by committee members)

Diagnosis
All cases
Pneumonia Secondary RTI Lung abscess
Characteristics S Stat St S
tatis- atis- atis- tatis-
Tot, | pxB | “tical | ¥ | DKB | “tical | FW5 | DKB | “tical | KW | DKB | tical
test test test test
No. of cases 56 49 - 29 33 - 23 13 - 4 3 —
Male 34 34 18 24 13 9 3 1
Sex Female 2 | 1s [N o | NS 10 s | N 1 2 | NS
<60 36 27 21 16 12 8 3 3
S. + N.S. S.
Age 260 20 | 22 | NS 8 | 17 11 5 S o | NS
<40 9 4 2 2 7 2 0 0
i ~ 1
Body weight 40 ~ <60 31 33 NS, 19 20 NS 1 10 NS, 1 3 .
(kg) 260 13 12 6 11 4 1 3 0
Unknown 3 0 2 0 1 0 0 0
Mild 20 12 11 9 9 3 [¢] 0
Severity Moderate 36 32 * 18 21 N.S. 14 8 N.S. 4 3 N.S.
Severe 0 5 0 3 0 2 0 0
Duration of <4 19 12 11 N 7 6 1 1
R 4~<8 18 14 13 12 4 1 1 1
disease N.S. * N.S. N.S.
day) 8~<15 8 13 2 11 S 2 1 0
(@day 215 1| 10 3 5 7 4 1 1
No 17 17 15 16 0 0 2 1
C licati N.S. N.S. N.S. N.S.
omplications Yos 39 | 32 S 1w | S | 13 S 2 S
Group I 23 20 17 18 4 1 2 1
Host factors I 21 22 N.S. 6 9 N.S. 14 11 N.S. 1 2 N.S.
I 12 7 6 6 N 1 1 0
Pretreatment No 44 37 26 27 15 7 3 3
with chemothera- N.S. N.S. o N.S. N.S.
peutic agents Yes 12 | 12 3 6 8 6 1 0
b.id. 23 22 12 17 10 4 1 1
Dosage )
t.id. 33 24 N.S. 17 14 N.S. 13 8 N.S. 3 2 N.S.
schedule
Others 0 3 0 2 0 1 0 0
Duration of <4 0 1 0 1 0 0 0 0
treatment 4~<8 7 5 4 3 1 0 0
N.S. N.S. N.S. N.S.
(day) 8~<15 33 | 30 17 | 19 14 9 2 2
215 16 13 8 9 6 3 2 1
Pneumonia 29 33
Diagnosis Secondary RTI| 23 13 N.S.
Lune ab 4 3 *: p<0.05
ng abscess + p<01

RERR LI LR D, FHREMOKE, %K T,
WREE, K WHSE, F7 -+, BORE K
I, CRP o 5%, Rl fE B CHH () OEAM
DKB #iz %\~ (P<0.05) LIst, MBI EEELED
Tedoteo ERMRBEDOKI VMR R & Table 9 iR
Lictk by, MEMCERERRDEIS T,
BAFECOWTIL, AERCERIW SHECOX
PNERLTHRED L, BABEEHTE Lico TOWEEST
{x Table 10 R LicE B9, FIBHE (KW-1062 35

B, DKB B2 f) 2 &L EEMELFTHEI R TN 505,
MHERCERELRD Lo T ThbOEOEIEH T
T EREMELRIE LBLLOR, PRACEEE
2%, EOREZELSME, WERCED 2R D it bl
(Table 11),

(3) BREBEKSHE

NEREFERAD 105 Flic 1 % %) RHESR,
Table 12, Fig.2 iRlLict kb, LEMTOWTL,
KW-1062 #:5 56 GIhEZH 16, A2 26 6, F
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Table 5 Backgrounds of patients (2) (Cases accepted by committee members)
Dosage schedule
b.id. t.i.d. Others
Characteristics S
Statis- tatis- Statis-
M, | DKB | tical | 108 | DKB | tical | S% | DKB | tical
test test test
No. of cases 23 22 - 33 24 - 0 3 -
Male 11 14 23 18 0 2
N.S. N.S. -
Sex Female 12 8 ' 10 6 Q 1
<60 15 10 21 15 0 2
S. N.S. -
Age 260 s | 12 | NS 12 9 S 1 o 1
<40 7 4 2 0 0 0
Body weight 40 ~ <60 14 13 17 17 0 3
N.S. N.S. -
(kg) 260 2 5 11 7 0 0
Unknown 0 3 0 0
Pneumonia 12 17 17 14 0 2
Diagnosis Secondary RTI| 10 4 N.S. 13 8 N.S. 0 1 -
Lung abscess 1 1 3 2 0 0
Mild 9 6 11 6 0 0
Severity Moderate 14 14 N.S. 22 15 N.S. 0 3 -
Severe 0 2 0 3 0 0
<4 10 7 9 4 0 1
Duration of 4~<8 8 8 10 5 0 1
N.S. N.S. -
disease 8~<15 3 S 5 8 0 0
215 2 2 9 7 0 1
No 9 8 8 8 0 1
licati N.S. N.S. -
Complications Yes 14 | 14 S 1 a5 | 16 S 0 2
Group I 10 9 13 10 0 1
Host factors II 9 9 N.S. 12 11 N.S. 0 2 -
11T 4 4 8 3 0 0
Pretreatment N 1 0
with chemothera- © 7 2 N.S. 27 14 + 0 3 -
peutic agents Yes 6 2 6 10 0 0
<4 0 0 0 0 0
Duration of 4~<8 3 4 4 0 0
N.S. .S. -
treatment 8~<15 10 13 23 14 N-§ 0 3
215 10 7 6 6 0 0
+: p<0.1
Table 6 Penumonia
Drug Statistical
Diagnosis KW-1062| DKB test
Bacterial pneumonia 27 30
Mycoplasmal 1 2
pneumonia N.S.
PAP 1 1
Total 29 33
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Table 9
No. of X-ray findings (pneumonia)
Drug
cases | 0 1 2 3 4 5 6 17 8 9 10| Unknown
KW-1062 29 0 2 8 7 4 4 3 0 0 0 O 1
DKB 33 0 5 7 7 4 3 4 2 1 0 0 0
Statistical test N.S.
Table 10 Distribution of causative bacteria
Drug tatisti
KW-1062 | pkp | Statistical
Bacteria test
Ps. aeruginosa 5 2
Kl aerogenes 0 1
K. pneumoniae 1 1
H. influenzae 0 2
E. coli 0 1 N.S.
Staph. aureus 2 2
B-streptococcus 1 1
Str. pneumoniae 1 0
Mixed 1 3
Total 11 13
Table 11 Distribution of MIC values against causative bacteria
(Cases accepted by committee members)
5 Drug MIC (ug/ml) Statistical
rug ..
administered | 0.2 | 0.39 | 0.78 | 1.56 |3.12| 6.25| 12.5 | 25 | 50 test
KW-1062 1 1 0 4 0 0 0
KW-1062 N.S.
DKB 2 0 2 1 0 1
KW-1062 1 0 1 0 3 1 0 0 0
DKB N.S.
DKB 0 2 0 1 2 0 0 1 0

%11 B, &%) 18 BITHYH, HHE 48.2%, DKB #%
5 49 BIFERH LG, B 21 6, 22EL 15 F, &
%12 BIThHY, BHR 44.9% Thoto MERICE
BEIBEDLRI 5 T

BRI T 5 &, Mgk v Tk, KW-1062
®E 29 GIRE LG, B 19 6, LHH26, &
WTHITHY, H#HEK 69.0%, DKB #5 33 flhEz)
100, A% 13 41, A% 10 F, EHIFTHY,
BERR 42.4% &, KW-1062 BEOAEHRN HHICE
i (P<0.1) 2ABD O i, FERMTFRIBREAES T
11 KW-1062 BEEZIRH 26.1%, DKB ¥ 0 HHR

(Inoculum size: 10°/ml)

M 38.5% EERABICEL LERRMEVREEZTAD
bhiehotoo FLBBEEGINT, KW-1062 3 <H%) 16,
PRAER 2, EH1HITHD, DKB HTix 352
BERTH- e, MEECEEZREDR o
2EAC-o %, BEE, AHEOEE, BENEF

RBREREAMOMEREOFE, 1 BRETHETENL
THREHIMOBRE R LI LRy, 2RALIEEE
ZRDILD o T (Table 12), £IEHIo 1 B HEHFEEHA
B, #EEFOFHES Fig. 3 iR L foat, KW-1062
o 1H2ERERN (120 mg/A) & 1 B 3 EHIER (180
mg/A) OFZHEKIL, 43.5% & 41.5% THH, £
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Table 12 Clinical effectiveness judged by committee members (1) (All cases)

D No. of Evaluation Efficacy rate (%) Statistical analysis
Ttems Tug cases | Excel- Good | Fair Poor Excellent | Excellent
lent o0 2 Good Fair U-test X2 -test
KW-1062 | 56 i 26 | 11 18 482 67.9
N.S. NS.
All cases DKB | 49 | 1 | 21 | 15 | 12 44.9 75.5 s
pneumonia | KW1062| 29 1 19 2 7 69.0 75.9 NS + (good>)
neum DKB | 33 13 | 10 9 424 727 = KW-1062>DKB
o Secondary | KW-1062 | 23 0 6 7 10 26.1 56.5
Diagnosis RTI DKB | 13 | © 5 5 3 38.5 76.9 NS. N.S.
Lung | KW-1062| 4 0 1 2 1 25.0 75.0 NS NS
abscess DKB 3 0 3 0 0 1000 | 100.0 i >
KW-1062| 20 | © 9 4 7 45.0 65.0
i NSS. NS.
Mild DKB 12 0 2 5 5 16.7 58.3 §
KW-1062 | 36 1 17 7 11 50.0 69.4
i N.S. s.
Severity Moderate DKB 12 1 16 9 6 531 81.3 S N.S.
s KW-1062| 0 0 0 0 0 - -
. _ _
evere DKB 5 0 3 1 1 60.0 80.0
o |XW062] 17 1 12 3 1 16.4 94.1 NS, NS,
DKB | 17 1 8 4 4 52.9 76.5
Complications KW-1062 | 39 0 14 8 17 359 56.4
- 2 . o
Y S. N.S.
e DKB | 32 | © 13 | 1 8 40.6 75.0 N.§ S
KW-1062 | 23 16 4 2 73.9 91.3
Growp T} hys | 20 10 4 5 55.0 5.0 N.S. N.S.
KW-1062 | 21 0 8 4 9 38.1 57.1
fost fact I . N.S.
Host factors T ok | 22 0 7 | 10 5 31.8 773 N-§ S
KW-1062| 12 | o0 2 3 7 16.7 41.7
I S. S.
DKB 7 0 4 1 2 57.1 714 N.§ N.§
Pretreatment No KW-1062 44 1 24 8 11 56.8 75.0 N.S. N.S.
with chemo- DKB | 37 1 17 | 11 8 48.6 78.4
therapeutic KW-1062 | 12 0 2 3 7 16.7 41.7
Y : S. S.
agents es DKB 12 0 4 4 4 333 66.7 N.§ NS
) KW-1062 | 23 1 9 4 9 43.5 60.9
bid. DKB | 22 0 10 7 5 455 77.3 N.S. NS.
KW-1062 | 33 0 17 7 9 515 727
D hedule|  t.id. S. N.S.
osage schedule)  H DKB | 24 | 1 9 7 7 417 70.8 NS S
KW-1062| 0 0 0 0 0 - -
Oth . -
ers DKB 3 0 2 1 0 66.7 | 1000
+: p<0.1

SEREHOEDRLE A, DKB T LALH
2 [ 2R (100 mg/ ) DA ZHEKH 1 B 3 EHE IR (150
mg/H) OE%EK% LEH, Dose response (XFEDh
otco ThEMAFATHRTCLRETSHY, 1HIEHRE
fciy, KW-1062 #oH%hE» DKB B rhicttL
FECEL, KW-1062 0 5 E i BB ES 5 Tl
(Fig. 3),

MEBEFICNTE, BB D Lsh KW-1062 B
DIRTE RN E X BEEC S Tehd, BILTHRS L,
EEEFCIBEN T BERETF T Group I, 3
bbHEMEEOREBNRBVWEEX DN % B T, KW-

1062 D EfEREM) DKB 0 L hie BB I HFERT
Bt (Fig. 4),

AR BRYFEFAIC R TUIL TORBETEEE
%81 (Table 13), ¥ fc AEFDIHER LI,
Fobd, MEIBEMC I\ Th, MERCEEZIRDL
nigdotoo

(3) &mHEE

BAHEKDE LI, FEMCOZRBRERSFHR
7THER IO 14 BROLBRAREERIERRXTTHE
Lo ¥ & GEAIL LT 5Bats 721 A%, & X O
1442 BEO T — Xicd L SWTTkY, T—XDOKIE
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Fig. 2 Clinical effectiveness judged by committee

members
0 50 100(%)

All cases I(\:T:.seosf (48.2) Statistical

KW-1062 56 test
(44.9) NS.

DKB 49

Pneumonia (69.0) x“test +
KW-1062 29 4

7] (ood>)
(42.4) KW-1062>DKB
X N (===

Secondary RTI

KW-1062
NS.

DKB

Excelleat  Good Fair

+:p<0.1

Fig. 3 Clinical effectivenss classified by dosage

schedule
"o 50 _100(%)
o. of ! T !
All cases lc\:seg (43.5) Statistical
KW-082 23 et
bid. 45.5) NS.

DKB 2=

51.5
KW-1062 33

(
tid a7 NS.
UGN ===,
(66.7)
(52.9)

0

Pneumonia
WS S=——77/
bid.
KB =

NS

(70.6)

K062 -
tid (28.6) ¥ God>)
DKB KW-1062>DKB

CEZ s
Excelleat air

LTWBIEFIIHEREE & Uico 7o LIRIRHARIA 5 B
& CORER T L & iz BALD fo D E IR L D FES]
REDERET HBHEE L THA L

ZDFERIL Table 14 TRT LB D TH B,

7 B BHEW BT 5 LERD BT, HE LIk
Flo KW-1062 BEDH%R 42.3% + DKB D AL
R 34.1% ORCEEZIBD LR -1,

BARBRICARD &, gkt KW-1062 BEoREKL)
K DKBEHEEFELT<hE Y, BENRFORFR
FEBI (Group I) i3\ T [ # KW-1062 2% DKB
BRARRT ChTvie, EERE, 1 BHREERGI T
MERCEEZZZD LRI, 5 o

Fig. 4 Clinical effectiveness classified by severity
and host factors in pneumonia cases

Yoo 50, 100 (%)
i No.
Severity Cages 72.7) Statistical
KW-1052 11 ot
Vi (2.2 Uateste
DKB 9 (Good>)
(66.7) KW-1062>DKB
KW-1062 18
Moderate (52.4) NS.
DKB 21 _
Host factors (88.2)
KW-1062 17 Ultest «
xests
Gl‘n]l)l;é " (50.0) K(\g‘”b) -
(50.0) >
KW-1062
Group II (11.1) NS.
DKB
(33.3)
KW-1062
Growp I (66.7) NS.
DKB
:@ = p<00s
Excellent Good Fair +ip<l

14 B BB\ TE, 2flkonTHBE, KW-
1062 %, DKB BOHFLRKILL 4 51.4%, 50.0% Th
Y REFCEEELYAD T, MOBHEBERCE TS,
BEERTDII -1,

(4) FRRER - TR, #RERBOREE

RRFEAIC X 5784 3 HEE, 5 H%, 7HERL
U 14 BEOERIERS X OC#ERERECOWT, T2
RED X LB URE Lico HREEITEIEEM 1 BFEL
LHELCLOR [HE] LLTER LR, nkEEA
DEEEHE L, 11.(3) BIKERE X OHREEHED
HZZRLIcER D THBo

EPONToHEES Table 15 &, AmEREK, #*
MBS X O CRP OXEE#KEET, BEWRFHIVT
1 AR FEEH B L CTHRE L #% B % Table 16~
18 1T, MBVHRFTR T 1 % BEE (AESH) %
Table 19 3 X 0 Fig. 6 &R Lico

LHCDNTH D &, T, REHOERIITRL b
CRICHENRD bhEEENRL, TOMDERE
FWUL, B0 14 AERKEE © KW-1062 5 54. 5% 1
F U DKB 2 92. 6% + DKB Bt 54E 5 1[4 (p<0.1) &R
Ui, &FHERSICh o ) MR TEEE 2R
2l 0 oo FRULMED 3 AHHFEE T I\ T iy, KW-1062
BoOHERIZ, DKB BTt LT E 55 | (P<0.1)
RBEDLRIH, BMmERE, CRP o HEERCIEEE
BRI -1z (Table 15),

BALTHRET %L, ANREOHZEERIWTL
MBI 7 BH¥IE C1E, KW-1062 B3R 73.7%
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Fig.5 Global improvement-on the 7 th day

0 50 100(%)
All cases No. of ! ' T
cases (39.3) Statistical
kw1082 56 g ] test
(28.6) NS.
DKB 45
Pneumonia (65.5)
kw2 8 (Beee—1] l)J(Etest-
(27.3) teste
— Good>
swmy “ saas RN H29DKE
(13.0)
Kw-062 3 =17 ]
(30.8) NS.
DB B EBE=.]_ ]

» +p<0.01

Excellent  Good /F/m' +p<0.05

1t, DKB o 53.8% I LEEES (P<0.05) #
BThoteo BELERCHRB L, BEARFORWH
(Group I) = KW-1062 BoakERI: DKB I EE
wEY, BBEEMEFORE W F (Group I T,
DKB #o3iER 2 A1H[(P<0. e Bt - o (Table
16), FRILEDOHEE T, EBD LB Y 2H TR L
B4 3 HEOHERN KW-1062 FCHF % HEACTH-
2%, 3ABHECHEEMNRTORWH (Group D T
KW-1062 BoEENME BHA (P<0.1) @D LR,
1AREEK 2EHATI HE, 14 BRHET AR
KW-1062 BEOHEEHLPE BEMP 0. DHRDH
hizo BFEEMEF D Group II o #Ti%, DKB &
OHREE HLRE BEE (P<0.1) 25 b i (Table
17), %z CRP OoHEE TIX, £ F TIEBEELRD
A, HiRfls X OEEMBAETF Group I 7 HEH
¢ KW-1062 2£2 DKB Bic ¥ X9 (P<0.05), ¥
HEEMERTF Group III ¢ DKB Fp7 HEFS I 14
ABHETEX 5 TWW5H (PL0.05~P<0.1) &R TH
<t (Table 18),

FRBICONT, Kol VHRET R o &A1) 5
HIEE O AMCILE Y R I8 h - fo(Table 19), Fj2
BLoMBC L 2BEER LVORERYZ D L, REH
BT BB I\WT KW-1062 8p DKB B kL, &
BEREh Coichl, MoRHER CIXEXRD o 1
(Table 19, Fig. 6),

(5) BREDOMHKRE

BAENEEZN, TOERYERHL X ERTOM
BE¥A0REy, Table 20 Rl ickIsh, S HAlick
E¥otent, MBBHCEEELRDILr o FIBEMN
B X hcERTIX, 14 BEYIE-T KW-1062 £ 4 4]
& 3 B ELkw D, DKB BF 2 BTk L b inh

Fig. 6 X-ray findings

Drug Initial 7 days later 14 days later
score(0123456780910[Total|012345678910Total
[
1 1 2 1 1 2
g 2 g ] 1 : 41 3 6
3
KW-| 4 12! s 2
1 2
1062 | ¢ 1 3 2 1 2
7
8
9
10
Total-[410631 2 % 6244 1 17
)
1P 5 |2 3
2 IN 6 (11 5
i 211 h 2 7 |2 2 6
1 3 1 2 3
DKB| s 1 1 2 11 2
6 11 2 121 4
; 1 1 1 2 |1 1
5 1 1 1
10
Total 36653 31 1 28 15441302 2%
Statistical U-test-KW-1062> DKB s
test Improved cases(% | x’teste s NS.

+p<0.05 (Figure indicates No. of cases)
ep<0l0l

o Teds, BEZIEDLI T

(6) EHREHE

NNERLBRAFITOEHREHTC X HIRFERKZRO
% Table 21 R L7

LEIOREE L, KW-1062 #5 56 FiFZE%) 14 4,
B 22 4, BRI 8 B, &% Bk 11 B, HETR
EE 16T, 5% 64.3%, DKB #5 49 HlhEZ%) 6 41,
B 28 B, LER) M, &R B6HIT, FFXK
69.4% ThhH, MEBCEEELXRDILI- T

KA, EEE, BEEA&H 1BEERKTEILT
BN LEeREEoWTh, WTFhORBRRWTHEE
B ABEZIXED LI o o

3. arba—F7—ARICHTIRE

(1) BFNSEAOERRTFORE

avie—35—HO 121 HIKW-1062 2 65 f,
DKB % 56 f) w2 \TC, #, £4, KA, EHEE,
BRI, SHEOEE BEART, REREDWE
OFE, 1BREEHE X OREPREERF L 123,
Table 22 iRl icksh, WTFhORAREWTHH
BB EBERRDILI 1

i Bl D PSERICo\Tik, Table 23 WiRL-X 51,
MP fifi%, PAP LWL+ 10KT ThY, ME
KRN KE RS D, FAHEBCEEZELY R D Lo
foo

MLEEOIER - IR oW T, Table 24 R L
LEh, 2ERRDOWTHEBHIIRED #ERDIRA - T,

(2) BEBKRDHE

a2y br—5—KEEACEIREHTC X HBAER
SHE OB E % Table 25 R Lo

L0 BEENT, KW-1062 5 65 FldEsy 14
B, B%h 30 B, ELF, £ B 13 6, H



MAY 1980

CHEMOTHERAPY

428

10>d :+
SN | o ||| N o]t | % |e SN et ] o s | e | otm
SN el o e e | SN e | ¢ o | e wim oo |5 | 6 | & [orms
SN oo | o | w || N Jeml| o |a | SN Lose | o | e | v |ootm ou
R AR A =
SN ow | o Lo s | N S50 [ o | N (s x| e | N S| e |0 | o]
swiranareEa AR FEHHER R IR
SN Jees | o La [ | Jos | 0w [he | Jwme | x| e | SN [fae | o | v | s | esorm i
SN Jose] o e [oe | Joos | | e | oo | N [hu | ¢ | ce o | SN em| e | oe | 6 | vorms
SN Jes| o e Je | ™ ool o |6 |5 | [Uar| o e | s | N [cte| o |2 |5 femrny| mmmessonoro
‘&N 0¥9 0 91 ST ‘SN $'s9 0 61 6T SN Tss 0 91 6C SN Vv 0 [4 6T 0ia wnynds jo

S'I8 0 [44 LT 9°L9 I 1Y LE vis I 61 LE (434 I 91 Le 2901T-MX Aadoig
SN oo | e Le | st | ™ om | v s [as | N [Ee | b | e | e | SN [ | 5| et | e | coovy| mnesesumen
SN Jos| v e La | ™ [ou| s | se Lo | S [oa| v | st | o | TN [To| b | or | | o] i
o ol S PR S b e P S| b o e | S e e e

Iaye[ SAep pT I9y€] sAep L 1978 SAep § 1018 SARp €
(sase0 [1y) s8utpuly A10je10qe] pue swoydwAs ut Juswasordw] S| 9[qel



429

CHEMOTHERAPY

VOL: 28 NO. 3

10 >d:+

T T
. I €12, €S At T T
SN rlele e SN ¢ M.M__M . 61 ‘SN Loz 61 | @da '
| P
aia | “ | | % vstiy 9T | T901-MX ’ aInpayos
<T90I-MN ti6 ze St Ziotly I I a3ia . e !
501 1Uodelcar | N lg <eoora bt L) Hua siesed
- X 4 | + Prq
: —t 8js e 61 | saix Laly 51 |2901-m3
‘$'N | S S 9 . T 11z 1z ) ]
el ¢ SN 1 SN ! e 1 9 aa
L [
1 ity T 6 et - i
. ziely 2 | e e e 6 [T901-MN
SN g e >z901-Ax rrons 91 i ot | axa
1 i1zl s 8 + 7€ _w [ ‘SN P! it 1030t}
b 1N | " st T e _o_“ [ St [Toot-At 10K
T, v, v ¥ €1 I !
g 1 ¥ T a3a
SN e $N o1t LT | <z9ot-mx T lstyn 11| ava
m m_ L €1 91 18,01 1 T 1z + [ dnoin
R 5 — 3991 X TIEr (9 1 1T [290T-M)
‘SN | o 11§ 1€ 6 !
rrle st - SN ¢ 1lels " SN m_m" 6 aMa 1Ly
1 € 6' v s ! “ 1 _: 4 LT [T901-MX | Arepuodag
. (44 !
SN ! o . SN Tz on9 1 LT SN T _:“ z 1z axa sisouderq
il et 91 1119 £ ¢ T pIoTiE T B B !
19 b+ €+ TH 4]0 1 I~C—E— b § T+
mﬂwﬂ«w “u LA et _wa_ﬂ PrErTHIH 0 T7T7E7 T S _“Mw_.u b€+ T k| 0 (T-T—€—p—| S350
-t Juowaaorduy Jo 23139 ‘0 sye) . ; P
- a Jo 'oN s1els Juswdaoidur jo a2133( Jo 'oN -snelis juswasordur jo 92135 jooN| 8nig swoy
197%] sAe
P vl 1998 SATp £ 1970] sAep €
(59582 [1V) ¥ST Ul yuswasordwit jo 92130 LT 2qEL
10>4d:+
S0'0>d
T
- T1 19 ¢ ol P
SN ' o T1¢€16 ¢ 91
N_v: 4 St SN N"m_a z ‘SN I 91 awa
! \ 14 z - ) pTI
T e 1 L T901-MN olpayas
‘S'N 8 €1 - I €'9,%v 1 St
et S'N ' 5 3 SI ana a3esoq
S1€ € o1 T1pig N o
— ! €1 1 | zo01- pTq
1T1€ ¥y AR EL axa A
SN Lo “$'N Ly v >z901-my v | a
1ele b Rar v + 1
BT T — 15210 v | T901-MmX
S'’N [ o €ly,8 1 91
Tiviz 1 6 SN 2ty a | s ¢ or | @xa | 510398
L 1 4 €1 | 2901-MY 150
SN “N_v 14 o1 . I b9 € p1 | .fad ;
' SN b <T901-MX vl | axa
_m_o € [44 TrIr T L1 * _ 1 dnoin
1 “ 7 ) + " 18310 LT | T90T-MM
SN ! - [ 4 L
:m“m I 8 SN sl o SN ” L a3a IR
: 11 | 2901-MX | Arepuodasg
T N —t stsouger
N “ 14 " AR+ 0T <790T-M) 1S _ 911 ¢ 9T € 9T a3a . <
1 s )
! “N LoE el 15910 T¢ “N— [4 61 SN 1 o1 | zo01-my eluownaug
190 | b+ €+ T+ 141 0| [—T—€—p—| sased - i ’
wﬂwm_um Equ>8m==m - 14 _Mww v+ €+ T+ :“ 0 “_ - €— b—| sased “Mou_g— P+ €+ T+ 1+ 0 | I—T—€—b—| sasBD
-st 1 Jo 92132 . - ! S
.* A |JO°ON;| =HES yusuidroxdurt jo 20132q joroN| -sneig Juownroldunt jo 20189q | Jo 'oN| Snig swa]

191 SABp H1

1218 SAep [

19)8[ SAEp €

(saseo [[V) DM Ul tuswaaolrdwi jo 32183 9 3Iqe L



CHEMOTHERAPY MAY 1980

430

10>d:+
S00>d:,
_ T T T _ —
919 ¢ 21 €T L 1 I 9T, v I 1T 9 (¢
SN [ ‘'S'N lax ¢ 'S'N 1”1 P
L8 T LY TI9T L € 8¢ (ANAAN 4 8C | T90T-MM a[npayos
[P | 3eso
SI1L ¥ 91 oty 1 81 Ist 81 @“Hia sdesoq
‘S'N ! “ SN | ‘S'N ol ¢ Prq
Isls ¢ ST 19 _2 € 1T LY ¥ IT | 790T-M)
| 1 1
a)a Lo a3a Py I !
>T90T-M) REEAR 9  |>T901-MX T ,s 9 9| 9 aa
+ [ * (. ‘SN Yy 11
1893 (st 9 198 X 1L 8 '8, 8 |z90T-mi
189101 P! 1591 ! L
Iy ! - looy
815 1 121 lzrie 1 61 ar! ¢ 61 0Ia $10308}
SN ! ‘SN "S'N I I
1sls 01 I _o__o (4 61 I _S“ [4 61 |T90T-MX 1s0H
fl |
(. aia | Lo
121§ S Tl |<T901-MM 10119 T LT TATIE 2 L1 Oia
‘S'’N [ + Lo ‘S'N ferl I dnoin
gL L 91 1893 X I,s T+ 4 T st 9 7T | T901-MM
" I 18931-N) | | (I
1y ] [P lo !
v, € L S19 11 8 ¢ 1T a)a AR
‘S'N P ‘SN I ‘SN _
191§ 1 4 I,01'L ¢ 0T 191, € 0T |T90T-M | Arepuodag .
] 1 1 : sIsouszTy
_ aa ! [
Lot s (44 . 'LT 11 8¢ ve, v 87 aHia
‘S'N _ 1 <T0T-MA | ‘SN e eruownaug
_qT 9 L1 18930 I _2“: 14 9z el v 9z | T90T-MM
| ' s |
19 g+ T+ T«“o_TTmu sase0 1991 e+ T+ I+1 0 I T—-7—¢—| soseo 19} €+ T+ I+ 10! [—-7—¢g—| sese0
Teon Lt [eon L1 Teon L1
-snels juswaroxdun Jo a9139(] [Jo 'oN | -sneis juswasoxdwr jo 39183 | jo ‘oN | -sneis juswsaorduwr yo 32189 [jo "oN| Sniq swal

19)e] sAep p|

19)e] SAep L

Iaye[ sAep ¢

(s9sBD 1Y) dyO ul juswaaordur yo 9e189q 8T S[qEL



CHEMOTHERAPY

VOL. 28 NO. 3 431
Table 19 Improvement in X-ray findings (Pneumonia)
Drug KW-1062 DKB Statistical
&
Lelop 12345678 910[Total [0 1 23 456 7 8 910 Total | o5t
Pre 0 287 4430000 28 05774342100 33 N.S.
3dayslater (0 4 4 2 1 1 100 00 13 13222212010 16 N.S.
7dayslater {4 106 3 1 0 2 0 0 O 0| 26 36653031010 28 N.S.
14 dayslater |6 2 4 4 0 0 0 1 0 0 O 17 54 4102 000000 25 N.S.

Table 20 Bacteriological response (Only the cases in which causative bacteria were isolated and followed up)

7th day
KW-1062 DKB
No. of | Eradi- | De- Un- Un- |No. of |Eradi-| De- Un- Un-
cases | cated |creased|changed | known | cases | cated |creased |changed | known
Effect 12 6 0 2 4 14 4 1 3 6
Effect Eradicated 50 28.6
%) Eradicated &
Decreased 50 35.7
Statistical test N.S
14th day
KW-1062 DKB
No. of | Eradi- | De- Un- Un- | No. of |Eradi-| De- Un- Un-
cases | cated |creased|changed|known | cases | cated |creased|changed | known
Effect 11 7 0 2 2 14 8 0 S 1
Effect Eradicated 63.6 57.1
(%) Eradicated &
Decreased 63.6 57.1
Statistical test N.S.

ETEL1BTHD, HHR 64.5%, DKB 5 56 Fh
EH686, B 30 6, LEL 11 F, &L - BT
B, HERRE2HITHY, BHXK 64.3% &, WERIE
FLVWEHRTH - oo EXIKIT KW-1062 5 25.0%,
DKB 2 10.7% & KW-1062 B TR\, HEX
BERTY (B3, N

BRI T B L, Mk X OMLBES CIXmEE
BBz, HAEMTPREBRLES T KW-1062
ROBRHRMN 72.2% &, DKB B0 36.4% i LA
BrRBWER (P<0.1) ®3bi,

BEE, BEINRTF, 1 AREEKTBA LcmED
BRI, FEZREDLRIL M- T

4 Bl B

INEBS, avivn—F—RIVBELHEEh1

Blx B 135 ) (KW-1062 #£ 71 i, DKB #¥ 64 i)
EOWTEIfEFRABBROREL B L,

A0l - BEMERYEL 1o iE F 1, Table 26
WiRLicksh KW-1062 3£ 4 %, DKB # 3 Th-
oo 2D 5B KW-1062 HOBREDD T\ 1 F R &,
LPHEIER D b Epidh I X h foo ¥ KW-
1062 BEDORBD > b 1 AL, HERT 3 /R B A RH
EWBECTVAF-2bD, HHARSCL > THRHAD
=¥V = FEFEMNTH - 1o

TSR OWTE, BEEES (+) Tho1cd
D, HBEVCIEEME D 1/2 2 (H) AT 2 hevdo
% (B, #EHHO 172 UE D R@EDLhc
D% [hEE |, ERHRIEOLHEENRFIEI R
D% THE] LTHHEEEXRELTHE LI, £0
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Table 22 Backgrounds of patients (All cases accepted by controllers)

Characteristics KW-1062 DKB Statistical test
All cases 65 ‘ 56 -
Male 37 38 NS
Sex Female 28 18 -
<60 40 30
Age 260 25 26 N.S.
<40 11 7
Body weight 40 ~ <60 37 34
N.S.
kg) 260 14 13
Unknown 3 2
Pneumonia 43 42
Diagnosis Secondary RTI 18 11 N.S.
Lung abscess 4 3
Mild 16 13
Severity Moderate 40 37 N.S.
Severe 9 6
<4 21 17
Duration of disease 4~<8 20 14 N.S
(day) 8§~<15 12 13 =
215 12 12
No 21 18
Complications Yes 43 38 N.S.
Unknown 1 0
Group I 28 22
1I 24 25
Host factors 1 12 9 N.S.
Unknown 1 0
Pretreatment with No 47 39 N.S
chemotherapeutic agents Yes 18 17 -
b.i.d. 28 24
Dosage schedule t.i.d. 36 29 N.S.
Others 1 3
<4 0 2
Duration of treatment 4~<8 8 6 N.S
(day) 8~<15 39 33 -
215 18 15
Table 23 Pneumonia
Drug Statis-
KW-1062| DKB tical
test
Bacterial pneumonia 41 40
Mycoplasmal pneumonia 1 1 N.S.
PAP 1 1




434 CHEMOTHERAPY MAY 1980

THbE, THRERARAT GOT o EAHA DKB Hic

AHER £l BB CGE TS Tt b VAT ST T
sz ; g BT+ A7y X—¥ LRBYUX, KW-1062 5 3 41, DKB
T o B760T, DKB B niH BEOEIFEDEI T,
ad (los ZOMOREME CRTEHRICERELRDIEd - 1,
st 88 [4]a” g 5. EERLESIUHAE
& [z < 7|9, z EWRFRAES 135 PIC 350 B BHER 2 EOHERR
= E 24 % Table 29 ©wRL i, [RIfFFADREIEFIE] & HE
g - . ShicfE Bk, KW-1062 3T 44, DKB BT34,
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| Table 26  Adverse reactions, ' '
Degree of Therapy with Frequency of cases
Drug Symptoms symptoms test drug with adverse reactions
Fever Severe Discontinued
Fever Moderate . .
KW-1062 Dizziness Moderate Discontinued 4/71
- (5.6%)
Dizziness Mild Continued
Headache Moderate Discontinued
Rash Moderate Discontinued
DKB Fever Severe Discontinued (2(76%)
]‘)izzir_)ess and Moderate Discontinued
Wooziness
Table 27 Pain on injection site
b No. of No. of cases Degree of pain Statistical
ru . .
£ cases with pain Mild Moderate Severe test
KW-1062 71 12 (16.9%) 11 1 0 NS
DXB 64 9 (14.1%) 9 0 0 -

Table 28 Abnormal laboratory findings

Cases accepted by committee members Cases accepted by doctors in charge
KW-1062 DKB KW-1062 DKB
Abnormalities Statistical Statistical
No. of | Caseswith| No.of |Caseswith test No. of [Cases with| No.of [Cases with test
measured | abnormal | measured | abnormal s measured | abnormal | measured |abnormal
cases findings cases findings cases findings cases findings
Elevation of 1 1
Blood eosinophil 58 0 51 2.0) N.S. 58 0 51 2.0) N.S.
Elevation of 3 7 1 [3
GPT 66 @.5) 60 (L7 N.S. 66 (L.3) 60 (10.0) X2 *-test
Liver Elevation of 4 4 3 4
function | GPT 66 ©.1) 60 ©n | NS 66 @5) 60 ©n | NS
Elevation of 1 1 1 2
Alk. Pase 60 amn 59 an | NS 60 @n 59 Ga | NS
Elevation of 1 2 2 2
BUN 64 (1.6) 57 (3.5 N.S. 64 G.1) 57 G5 N.S.
Renal Elevation of 1 2
function | serum creatinine 60 1.7 55 0 N.S. 60 (3.3) S5 0 NS.
P 1 1
Proteinuria 63 0 59 &7 N.S. 63 0 59 2.0) N.S.
()%

*: p<0.0§
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Table 29 Overall safety

No. of Overall safety rating* Statistical
Drug
cases I 11 m Unknown test
65 2 4
KW-1062 n 91.5%) (2.8%) (5.6%)
s N.S.
1 3 1
DKB 64 (92.2%) (1.6%) 4.7%) (1.6%)
* Qverall safety rating
I: cases with no adverse reactions
II: cases with adverse reactions-therapy with test drug continued
1II: cases with adverse reactions-therapy with test drug discontinued
Table 30 Utility
Number Degree of utility Utility (%) o
; Usefal Statistical
o . ~
cases Useful Sllllsi}&lly Useless [Unnecessary |Unknown| Useful | Slightly test
useful
KW-1062 65 33 20 11 1 0 50.8 81.5
N.S.
DKB 56 36 9 10 0 1 64.3 80.4

B, WREONENERS, BEERALE 146,
it 15 AINGEMITH RO SR i, BIfFFAOK
Mo Tk, ERT A VEREFER IR 1 FREBRA
L, 135 BlE g & L,

NEBEEFEAO 105 FI(KW-1062 #5 56 ], DKB
5 49 B OBEERRFORI T, PEHATED
HHREEFP DKB BT HAEL, BEEES M TR
ARECEERRD habhic, FBAL TRHEL:
BAOIAG T, BRABORPLREVESH DKB B
%L, BFRMOSHCEEDRY BiHxbhic, Tof
DHEECRAMEICEEDOERRDT, ML LERTE
EE2 bR,

R NTORBESDELY 25 L, KW-1062 5%
DERHR (EH+EF%, UTRL) 13 48.2%, DKB 3
X 44.9% LIBERETHo oo BEENCHIEAE,
DKB Bz 72} 5 BIFFEZE L Ao EES T DKB B AR
1%60.0%, =H&fEE <1z KW-1062 % 50.0%, DKB g
53.1% LBIFELVWEDHR T, BEF Ti1x KW-1062
B 45.0%, DKB %t 16.7% L A & Tikia\at KW-
1062 BEDEIRM’E - Foo TRINC & FoB BRI,
Bt KW-1062 I 69.0%, DKB Bt 42.4% L
KW-1062 B RO ENEECEVEAL R M
KT B LR 022 £\ FiH DKB Bic% <, DKB
ROBHRIE - 1BELEL LR D, HRETR
BRRSEFIC I\ Tit, KW-1062 B H%HR 26.1%,

DKB Bt 38.5% LEfiRBICitL, BREMNEL, M
{LIBEF T, KW-1062 E4AH 1M F » T 5L,
DKB Bt 3 B2 BAZTH v, DKB HOHFLHEIMNE
o, MHECAEEERRDILD -,
BIEDERXILRBEILTHRB L, LI I W T
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MULTI-CLINICAL DOUBLE BLIND TRIAL TO COMPARE
KW-1062 AND DIBEKACIN IN TREATMENT
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In a double blind study the clinical efficacy and safety of KW-1062 60 mg b.i.d. or t.i.d. was com-
pared with that of DKB 50 mg b.i.d. or t.i.d. in 136 hospitalized patients, suffering from respiratory
infection.

1. One hundred and five patients (56 in KW-1062 group and 49 in DKB group) comprizing 62
patients with pneumonia(29 in KW-1062 group and 33 in DKB group), 36 patients with secondary
RTI(23 in KW-1062 group and 13 in DKB group) and 7 patients with lung abscess(4 in KW-1062 and
3 in DKB group) were evaluated on clinical efficacy by the Committee members, separately from
physicians in charge.

Overall clinical success was obtained in 27 patients (48.2%) treated with KW-1062 and in 22 patients
(44.9%) treated with DKB. There was no significant difference between the 2 treatment groups.

In treatment of pneumonia, KW-1062 with the clinical success rate of 69%, tended to be significan-
tly more effective than DKB with that of 42.4%.

2. Out of 136 patients, 121 patients (65 in KW-1062 group and 56 in DKB group) comprizing 85
patients with pneumonia(43 in KW-1062 group and 42 in DKB), 29 patients with secondary RTI(18
in KW-1062 and 11 in DKB group) and 7 patients(4 in KW-1062 and 3 in DKB) were evaluated on
the clinical efficacy by physicians in charge.

Overall clinical success rate was 64.5% in KW-1062 group and 64.3% in DKB group, not being
significantly different between the 2 treatment groups. In treatment of secondary RTI, KW-1062
was significantly more effective than DKB.

There was no significant differences between the 2 treatment groups with regard to the rate of
usefulness judged by physicians in charge.

3. The adverse reactions of KW-1062 and DKB were similar in type and frequency, except that
the elevation of s-GOT was observed significantly more frequently in patients treated with DKB than
in those with KW-1062.



