VOL. 25 NO. 7

CHEMOTHERAPY

2017

KW-1062 1< Bg-3 % a7 B O FR SR 9B 58

ZORDCHE « WIHRR - JIEEIE - ARFZ
FHEZ - BREK - WEHEM
ARERHILRFEFTE—RBHE
(& EEE=HR)

KW-1062 i3 Micromonospora sagamiensis i X b
EEIRBFHFLV7 I VEBERILEDETLDY,
EHBEC2TREE ML REERE T 50

L # B A

EBEORE L b 5Bt U %o Staph. aureus 28 ki,
E.coli 31#k, Klebsiella 23, Proteus sp. 28 ¥k,
Pseudomonas aeruginosa 24 ¥k KW-1062 =%3 %
RZty, ARCEREESERERCA > L), BRF
WERERC I OHEIEL, FERCHZE LA Gentamicin
(GM) X BREMELB LI, a3, MIC oflE
1% Trypticase Soy Broth (Difco) 1 KIZ#EWEME L
%D 100 fEFHRBEEOHEHE T OWTHE LI, i,
EHEBE MR & LT, Staph. aureus 209P % X 0% E. coli,

NIHJC2 izxt3+% KW-1062 ¢ GM o MIC #HIEL.
o

Table 1 &, FBERSEEEO KW-1062 3 X 08 GM &
3B RBERG R T

ISR R BN O R MY, Staph. aureus 1T KW-
1062 wwxt LT 3.12 ug/ml LUF, GM wxfL T 1.56
ug/ml LATF, E.coli 13 KW-1062 izxf LT 6.25ug/ml
ELF, GM LT 3.12 ug/ml LITF, Klebsiella 1%
KW-1062 st LT 3.12 pg/ml LIF, GM LT
1.56 ug/ml LT, Proteus sp. I KW-1062, GM I
Hext LT 12.5 pug/ml LUTF, Pseudomonas aeruginosa
1 KW-1062 st LT 12.5 ug/ml LUF, GM wxfL
T 3.12 pg/ml PLTFRR Ui, RISHEEKE 100 f5ic

Table 1 Distribution of susceptibility of clinically isolated bacteria to

KW-1062 and Gentamicin

. Antibio- Inoculum MIC  (ug/ml)
Organism tic . \ ‘ ‘ l l ) I
s € 1<0.10.20.39 0.78 1.56} 3.126.25 12.5 25| 50 100 ‘>100
1
original | 2 3| 38| 15| 5
KW-1062 100" fitated | 11 |16 | 1
Staph. aureus ‘ — ‘
GM original 1 1 6 9| 11 *
100x diluted | 13 [13] 1| 1
original 1 5| 16 8 1
KW-1062 1005 diluted | 1 6| 22| 2
E. coli ‘
GM original 1 11| 16 3
100 x diluted 1] 14| 16
| original _
! gina 10 11 1] 1
KW‘1°62|‘ 100 X diluted 12 8] 3 |
Klebsiella
GM original 3 71 12 1
100 % diluted 15| 8
. original 1 3 4 7 11 2
KW-1062/ 100 diluted 71 15| 3| 2| 1 1
Proteus sp. — :
oM original l ol 8| 3| 7| 1
100 x diluted 5| 15 4 1, 2 1
original 3 16 4 1 |
Peondomonas | 1962 100 x diluted 1] 2| 9| 10| 2 | |
aeruginosa M original 1] 3| 6| 12| 2 ‘
. | 100x diluted 2| 4| 11| 6| 1 |
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Table 2 Clinical results with KW-1062
| - | Complication . KW-1062 Effect
Case | Clinical | . Causative .
No. ?Age Sex diagnosis | Ulé?sg;}s’éng organism Daily | Duration | Bac- Clinical Side effect
| ‘ dose(mg) | (days) terial

1 54 | M | Lung abscess |Lung cancer ? 120 22 ? + —

2 82 | M | Lung abscess Pulmonary tbc, Klebsiella 120 26 — + —

3 82 | M | Lung abscess |Pulmonary tbc Klebsiella 120 13 —_ — —

4 55 | M Chr. bronchitisPulmonary tbc, Pseudomonas 240 24 —_ -+ —_
aeruginosa
Klebsiella

5 73 | M |Chr. bronchitis Klebsiella 80 9
Pseudomonas + + _
aeruginosa
P. mirabilis 120 7
Enterobacter

6 55 | M | Pyothorax Lung cancer | Staph. aureus 120 6 — — —

7 41 | F | Sepsis D. M. 120 12.5 ? + Impaired

240 22.5 H hearing

Fig. 1 Comparison of antimicrobial activity
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Fig. 2 Comparison of antimicrobial activity
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Fig. 3 Comparison of antimicrobial activity
of KW-1062 and Gentamicin against
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4 Comparison of antimicrobial activity
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Fig. 5 Comparison of antimicrobial activity
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Fig. 6 Comparison of antimicrobial activity
of KW-1062 and Gentamicin against
Klebsiella
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Fig. 7 Comparison of antimicrobial activity
of KW-1062 and Gentamicin against
Proteus sp.
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Fig. 8 Comparison of antimicrobial activity
of KW-1062 and Gentamicin against
Proteus sp.
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Fig. 9 Comparison of antimicrobial activity
of KW-1062 and Gentamicin against
Pseudomonas aeruginosa
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Fig. 10 Comparison of antimicrobial activity
of KW-1062 and Gentamicin against
Pseudomonas aeruginosa
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RUTER LS, WThoBEBCsTh, Rk
fERFIC L L TEW MIC #5332 &2, KW-1062 o
WTh, GM ZonWTHHEEIRLY, TOoBEIHLT
7)"5‘560

¥, Staph. aureus 209P o KW-1062 L GM &
3B RES, RN, 100 £33
hd, 3w 0.1 ug/ml UFHRL, E. coli NIHJC 2
DR, Rk EER KW-1062 1wxt LT 0.78 ug/ml,
GM e L€ 1.56 pg/ml %#/RL, 100 fEHRKERER
13, KW-1062, GM W Hwixt LT 0.39 ug/ml %KL
1o

F—EkkD KW-1062 35 X 08 GM w32 RZ M0
L Fig. 1~Fig. 10 R Lice B8O TH DY, WTho
HECKWTh, HEROEKIL KW-1062 & GMicxt
LT, %L\ MIC ®RL 1A, KW-1062 kb GM i
HUT, 1 BEEEECRECREHEShEER ©
REFRD BN,

II. B K K &

FRCRBAE 3 6, 1BMEE k26, B 16, BuiiE
141, 37 flic KW-1062 %85 Lt

Table 2 w&Wi%, AGHE - LHPH, EAH KW-
1062 @ 1 AEFRELETAY, HELOOCREIERY
“ﬁ%%ﬁbf&o 4 )

KW-1062 D#54%, A5 O 1 H 80mg #5H0H
T1EEY 2ECHIT 12 BRI LK, fidvFhd
1HEX3ECST T8RRI LT, ThZhifiEcX
Dﬁg‘b"f:o

BESREOHE, BMKEROBEDORELHIKX
b, ZHEH), BRI, £H(—)D 3 BREHEKRSR
YHETH L LD, BEAEOBEROFRT L h HIEF
B R & HE Lo

frds, 4B KW-1062 #r50x5 & LichE R, Wi
RABAED D CIIEBEB LA THHEMLBIIETH
%o

LITF, 1l 4 DREFIC W TRRT %o

EG 1 545%, B, AR UCIiBE, 942
BRI X p BEOREENEE, BWEHFz, 40C A
HORBEDPHBL T B VRETHEEMET O&S
I s iR, MEOBMi% 5 T AR, ARKIERARS,
38~39°C DAIEEIFHE Lico FEEOEHMEFHLD
LIRROEH /s, BAERETRMED ¥ ¥ Clindamycin
DL 3 BRETIR o T MERZ)D fo >, KW-1062 1 [§
40mg 3>, 1H3EDOHELXHIBL I, KW-1062 £
55853 H BE» DA CREBEAEZRL, THEIS
2 BERIE 37°C RAMCETL, "REEESBHRLI,
2 BH DK VIR TH L EESIOBRRAZD LR,

Fig. 11 Case2, S.T. 82y.0. M.
Lung abscess

Jan. 20 30 Feb. 10 20
IC ]
ABPC} KW -1062 40mg X3
°‘C|MCIPC /48
39
38|
37MWTWW*AWWWWWA&AVWW
36
WBC[8400 10000 10500 7800 8400 7100
ESR| 65/100 8T 114 75/118 102127
CRP | # L . * e #
Organism Klebsiella Enterococens
Klebsiclla
Enterobacter
7%38] é: :FU% L'/;Co

fEG 2 828%, T, BUIBAM:MRBCABFU fchti LI
(Fig.11), FEFI504£ 12 § 30 HE X h BREHHERD Y,
PBAS5IE1IA1H XY EERRELHLVEHEREL,
RECBBEEV BN, TR EZEH ShABRL
Too ABEHE, W, BEBRALEO—BHABC X h—
kB DEEY H2fchl, 38°C WA OMIGE B L,
PR VR BT, A L BRIB MR RIR B A iR B L3,
ETHCOFAHDBEREE XD, CER 1H 6g
DOFFER TS » T h ER), X ABPC 2g & MCIPC
2g DEARERITR 1o B RHAEDLRILVLDT,
KW-1062 16140 mg 3*2, 1 A 3EDOHEREE Lo
KW-1062 #5544 B iz fkiRix 37°C LA FieET
L, LBHBOBWRUVES CHREORINEDLRE,
KW-1062 #4526 H# b, IskRILMEDIRHE, CRP({H)
K@D b, —Iikh KW-1062 B L e L, Lo
LSk Uk BBROEHIIRBILEIC L EF T,
IR A b 2 bhte Klebsiella 13 KW-1062 #
EHIBELIS

#EG 3 fEFI2 LR—EBTH D, HE1EHDO KW-
1062 Hy 5.k 3 BRI, Ot 38°C WAt D FBx KL
fotcd, HE KW-1062 1[6 40mg 301 H 3 @EO#
LExfile ook, BRERIIZEA SHERT, B8
YL, 13ERICHGE R L,

fEG 4 55%%, F, MMEBREAREG (Fig.12), 6~7
PR EHELF L, HKEOZH O T 51T
WieAs, #9383 0 BRI X 0, IBMER, REGB Y, BKE
HEREBEGYE, S0l o T AR, SM, INH,
PAS & X A i bRk L+ b 38°C AstoR
BFEE T 5%, CEZ 1H 4g, SBPC 1 H 12g,
MPIPC 1H 2g iE%ELHLIM, WIihbER, %
8 Y Pseudomonas aeruginosa % 538U Tztcsd KW-
1062 1[8 80mg $>, 1H3 HoOHLEEFIHL A,
KW-1062 #:5-4 B HE X b BaAEAERL, 10 HEC
AR 37°C RACET L, £ LB
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Fig. 12 Case 4, Y.I. 55 y.o. M. Pulmonary
TBC, with mixed infection

Oct. 10 Nov. 1 10
C

39

20
KW -1062 80 mg X 3/day
[

38
37
361

WBC 10500 11900 10100 10500
ESR |57 62 40 66 55

BUN[10 9.5 10.5 10 14

Proteinuria

GOT 16 15 30
GPT 6 7 11 9 8
Alk-P. 6.5 9.5 5.5

Organism |Staph.  Staph. cpidermidis
epidermidis

Staph. epidermidis
Ps.acruginosa

Staph. epidermidis

Ps. Klebsiclla
aeruginosa

Fig. 13 Case 5, F. A. 73y.o. M. Chronic

bronchitis
Jun. 1 10 20 30
o I
Cl KW-1062 40mgXx2 0mg <3
38 A
37 A

WENAMWAMMAMA WAVWAMA
36. - :
5"(') Purulent 7

Sputum ////WM/W i)

WBC|5100 6400 6900

ESR 94/114 65/91 84/110 77/98

CRP |t HH +H -+
Klebsiella Ps.aeruginosa Ps.aeruginose

Organism Ps.aeruginosa Ps. aeruginosa
P. mirabilis P.mirabilis
Enterobacter Enterobacter

RO EAMREY TR U vgEd, KW-1062 5
wrh, BARADOCEAMEBEIE I HVED LI
KW-1062 #5 20 A HE X h BOMEIED LR ¥R
fod, KW-1062 & L e, fhohifkFloss 3
TehlkLick 25, BBHRCREBIHEE L. vk, £
D% SM OFFEEC L h FOREEE Bdlcied, 0
KW-1062 #E5#%FDREL SM 12 X % drug fever &
EZxbhi, ¥, REMATIIERED Pseudomonas
aeruginosa 13 KW-1062 #5012 X b —BEEELIchy,
B HPRIEHED e S FHBE Licked, MBE¥ENELD, B
REGX B R & HIE Lo

fEF 5 73, F, BHSEXSL (Fig.13), H64F
B b, IBMEE, RBEEREL, BEEXIELTH
120 E & LT Hemophilus OEZYT ABPC 51X b
BHER IS T e ht, KW Pseudomonas aeruginosa
BIERMOSHTS X 5w, BERCEERT LD
it olco 4L 1 H 50 ml A OREREELL, &
WEhs 6 Klebsiella, Pseudomonas aeruginosa, Proteus
mirabilis 33 X 0% Enterobacter %48t , 37.5~38°C
PO RB AR5 DT, KW-1062 1 [HE40mg 401
B 2 BoHEFMBLCEZS, BHXHES, BE
B4, Klebsiella D&% HTcDT, 11 HET—K
KW-1062 o# 5% ik Lz, Lo LERH Pseudom-

onas aeruginosa \IBAFEL, BEHBIET ARCHOEE
ROHEM, BEORELXRLI, HE KW-1062, 40mg
o1 A 3EOHESR 4 AHEREL, BUESLHTER
DHER Il Teds, BIKF D Pseudomonas aeruginosa
TEERLDEB 5T

fEG 6 55%%, B, MECABFLUICIEN. EAL LA
—BETHDH, EF 1o KW-1062 #5541 EF
7B RARK, 38°C WitORBE L, BHEEHLKLY,
IFREREESRHB L, BB ORENED bl Mk
X v Staph. aureus ##¥:H, ABPC, CEZ s} oL
NiTebhh T e hiES), KW-1062 1@ 40mg 301
H 3 EOHECEE L, KW-1062 5 7 T\
> ThLL MEEMLEED b T, i OERITE,
Mok D Staph. aureus &R DT, EXLHEE
L, ':Pﬂi L'I"Co

EG 7 AU, 1o, BufiiE (Fig 14). #9 4 BT X
DRI, 87.5°C St OREH K, KRECSHEER
L 39~40°C DFEEAWY 2 BRIFEHR Lo BN, KHE,
HI Y vAHEAD DM, BEACEELZZDT, Al
BR¥ 13,800, AxIL 1E5RIfE 140 mm, CRP({f) #7R L,
MEER A T B - T pN R PRAY 2 B i fE & 58 - 7o
CEZ 1R 6g, 3 A5 +5 & &%), KW-106240mg
+o1 B 3EOHEREB LN, BxBHLRBLIE
¥, 5 B#IIT 37.3°C RAMIE T Lo LaL, KW-
1062 1 H 120 mg, 13 HEHES L, HRITTLRE
e, RLEOEEDS I THB 0T, KW-1062
D5 FE 1E80mg 0, 1 B 3ECHE LI, KW-
1062 #5E 1 BRESECIEEIR 37TCLUTRETL, Vv
AEERS ML, RILESFEL, CRP (+) LdE:
HZtco Teds, AEMIE KW-1062 5 8% 1 H 240 mg
B L BERE X VBEOEEYRL, BIRET
2,000 Hz 3 DFESR BT, KW-1062 5k,
BA Z DT EE LT, ¥ ic#tbH BUN A1 21mg/
dl }EEOLAERRL o, #E5HIEH 1D AEDR
it 16 mg/dl LIEHEECHE LT\

Dk, KW-1062 % #5 Ut 7 iEFAIOBIRZIRIZ, &

Fig. 14 Case 7, Y.K. 41 y.o. F. Sepsis, D. M.

May 30 Jun. 10 Jun. 20 Jun. 30

| k0 omeal |

30} KW-1062 40mgXx3 OmE X3

38

37

36
WBC | 13800 8800 8000 9400 8400
ESR | 140/144 116/135 77/110 72/95 90/110 54/100
CRP | # +,
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Table 3 Laboratory data before and after administration of KW-1062

RBC BUN S-Creatinine;, Protein in
Gose_ (109 | Hb (g/dl) | GOT (u) | GPT(u) ‘AmfR(u)‘ (/D) ! reainne| Proten
| p* “A**» B | A B | A | B ~ A ' B | A B |A|B A B | A
1| 345| 255 /10.5| 7.9| 14 | 15 3 | 16 7 6| 8 | 7.5 — 103 (=) | (=)
2| 354 326(123(10.3| 13 | 18 | 16 | 18 | 6.0| — | 27 | 14 | — | — | ()| (=)
3| 32| 329|10.3/10.4| 18 | 94 | 18 | 46 | — | — | 14 | 15 | — | 0.8 (=) | (=)
4| 434 432/11.6|12.0| 24 | 18 7 8 | 65| 55| 12 | 10 | — | — (=) ]| (—)
5| 430 | 431(13.1]13.0| 23 | 22 | 11 9 | 53] 68| 16 | 17 | 1.3| — | (4+)]| (&)
6| 248 | 306 | 7.4| 9.2| 12 | 16 8 |19 | 7968 9 15 | — L2 (=) ()
7| 844 | 362 | 9.9/10.3| 26 | 15 | 16 5 — | 21 14 | 21 | 09 07| (+)](-)

* Before, ** After

16, BRH4A6, BRH2HTHS,

BEIfEB L LT, EAT7ERBWTIRD X 5 c—8MD
BREOHEE L BUN o EHNZD LALLM, {6 0F
TERRZED bR 5T

KW-1060 # 55tk OfgIRIZERAF L Table 3 iR L
T BYTHB, FEF 1 EBS\WTHRMERE S X O mEaE
EORANED LD, ERERLDLREThITH
LTHEEShichi@RloFELELbh, FR—E8%
THBHIER 6 B\T, #E5% BUN 0 8, READ
HELRDbhicoRimcERTsd0LEL LR,
WwWhd KW-1062 #5 L OBI#I1L 5 TWEExbh
60

1. # %®

KW-1062 134 S\ TH LS BRI h, GM &
BIERAFEOHEAR? + A LHEHERTT ¢ 7EE
RUAEWET, B TORLEUERARCE\T, TOEHE
12 GM X hAdnZ R EIRTW S,

4 EIRIE LRSS BE 5 KW-1062 & GM ©
HEHORE IS WTY, KW-1062 0 iz GM &
BIERBRESDWITHLTHREVWERETH H, Staph.
aureus, E.coli, Klebsiella, Proteus sp., Pseudomonas
aeruginosa ¥, 3T KW-1062 o 12.5 ug/ml LIF
TREMNHEEZH, LHrdzhbOEDIRIE 70% %
1.56 pug/ml LITF ORRZMHZER LI

6 GIOFEIRIRRGE, 1B ORkmER KW-1062 % #
5L, BEDFRELEWERORERZTIR o, 5566l
N, EREOMES, BRFELEOERERLEL,
MDEADEST, WThIBEDHRELET S 2 L0
) REEIEANTH B LELDh IR hdbb Y, &
16, FH46, B2HE, HERNTNCEKS
REMDH T LHTEI L LIanih, MEFHZR
EAhDE, FRHOTENVFROL 5T A THDD
KRLT, EHANEEE LD,

4\ KW-1062 ##5 U IERNY, = DX 5

BRI REEY R U BRI S, Lichi»T, KW-1062
OHEED 18 120mg H 5\ % 240mg &, HEHRIK
BOHREEER LY, L{CEBLEIFRIREDLH
tholee L Licaih, 1H 120mg 12.5 HREES
#, 18 20mg CHWBLIL A, 1BHEBCHEY
FLIIEGAD DD DT, AFMNT 3 7 BEGRITEDE
ThHM, SHED, ToOBSTELUL, BEELE
BICE VIS EEECEET A LU ETHH 5,
IV. % & &

FHLWT 3 EEGERFEAYE, KW-1062 &o\nwT
BEtRTRV, UTOoRBEEE .

1) K4S EED Staph. aureus, E.coli, Klebsiella,
Proteus sp., Pseudomonas aeruginosa ¥, TXT
KW-1062 ¢ 12.5 ug/ml LIF T, %%, F05 bW
70% %, 1.56 pug/ml PIFTHEEMNHEIEEh B, 20
KW-1062 ofiE it GM L iEE%, »5Wid, b
THhELEHHETH 50

2) 6 BIOMRBRYYE, 16I0/kimiEC KW-1062,
1 H 80~240 mg (6~35 HIY) OHFLELfT\, fmiE
LD, PRBRYETIIEL 4060, B2 FORY
B7 18 240mg HE5D 16ic, —BiOHEE L BE
» BUN EHZEDLLSN, BIFHEREDLRH S
oo

e LS
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BASIC AND CLINICAL STUDIES ON KW-1062

Fumio Miki, Tomokazu Asai, MicuiHipE Kawar
Kenyt Kuso, Tapavuki TErADA,

Kenj1 Takamatsu and Masakazu, Kono
The First Department of Internal Medicine, Osaka City University, Medical School
(Director : Prof. KENZO SHIODA)

From basic and clinical studies on KW-1062, the following results were obtained.

1) Antibacterial activity of KW-1062 against various clinically isolated organisms, such as Staph-
ylococcus aureus, E.coli, Klebsiella, Proteus sp. and Pseudomonas aeruginosa was tested.

The M.I.C.s of KW-1062 were almost distributed at less than 12.5 #g/ml and those of 709 of
organisms were less than 1.56 ug/ml.

Antibacterial activity of KW-1062 was found to be similar to that of gentamicin or less than that
of gentamicin.

2) KW-1062 were administered at a daily dose of 80 to 240 mg (6~35 days) to 7 patients compris-
ing 6 cases of respiratory tract infections and one case of sepsis.

Excellent [response was observed in one with sepsis and good effect was obtained in 4o0at of 6
patients with respiratory tract infections.

Transient hearing impairment and slight elevation of BUN were observed in one patient who was
given a daily dose of 240 mg. No other side effects were encountered.



