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Table 1 MIC of KW-1062 against clinical isolates using original culture

#g/ml | P.aeruginosa E. coli Klebsiella | P. mivabilis| P.vulgaris | Enterobacter ; Serratia
0.4 1 !
0.8 4 2% 1 2
1.6 12 2 1 2
3.1 11 4 2 ‘ 1
6.3 5 2 1 i
12.5 2 4
25
50 1
100 1 2
>100
Total 35 10 6 7 3 5 5

* Including NIHJ

Table 2 MIC of Gentamicin against clinical isolates using original culture

ug/ml | P.aeruginosa E. coli Klebsiella | P. mz‘rabilisiP. vulgaris | Enterobacter | Serratia
0.4 1 2
0.8 9 3* 3 2
1.6 6 1 3 5
3.1 13 1
6.3 5 1 1 2
12.5 3
25 {
50 1 1
100 1 1
>100 1
Total 35 10 6 7 3 5 5

* including NIHJ
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Fig. 2 Correlogram between MICs of KW-1062
and Gentamicin
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1EfCmE, OEX, mEHR (~~b2 )y b
FRIBRY - M3k - AMmERED, i 4 1k ¥ (GOT -
GPT - Al-P - TTT - ZTT - BEEE - 217 F=v),
BR(LE - - BH), BEOE2REL TINTeR&EY
REDIE S TBERABTOWT, BEEFEDO T

/ml . 5
fwo - KW-1062 0 f5PPIES 7778 - Tl « RAIREE OB
B ERTR, BERREBEOHBYBHE L,
Lo} (1) i
50 KW-1062 20, 40, 60, 80mg #F+hEh 2, 6, 5, 2 %
95 i o volunteer 1z 1 [@ EREFEAESL, 0.5, 1, 2, 4, 6,
c125| 8 REIBICER I L TR & U foo If o 362 BE B2 1 B.
S L o o P.aeruginosa subtilis ATCC 6633 % i\, HI JeRFHIc X 5B »
E 6.3 ® . Proteus Sp. ..
£ . oo & Klebsiella y TR X otco BHEMAR O IFRlCIZIEA % pH 7.2 5%
< 3.1 & o i Enterobacter RERBHTIIC & 0> L, 1,000 4g/ml DRI E DL 5D b,
o AID o/ oox . .
1.6 ) *: E. coli = bv— L MEYREEHRCTERR LTS ORI T
08| SR 0ug/ml &L, Thie=tw—rmif<HRLTHE
o4 e BT, FORE L LT Table 3 iofix DHEXRL,
: 1 1 1 1 1 1 1 1 ul 3 : 3 z 3 —; U 3 x 7 . 5
TS e T e s & o T St L83 RIDVHELRRT B, ¥ M@igéﬂf gg
KW-1062 pg/ml EeRiic b, 20, 40, 60, 80 mg # 5 Eh L 1.99,
Table 3 Serum level of KW-1062
Dose
No admin- Sex Body Serum level (ug/ml)
. istered weight
(i.m.) 0.5 1 2 | 4 | 6 | 8w
20 mg M 53kg | 1.96 1.18 0.70 0. 64
2 20 M 61 2.02 2.10 1.45 0. 64
Average 1.99 1.64 1.08 0. 64
3 40 M 67 6.00 3.90 2.24 1.02 0.68 0. 36
4 40 M 60 4.35 3.38 1.96 1.24 0.55 0.16
5 40 M 76 2.30 2.10 1.66 1.00 0. 44 0.20
6 40 M 56 4.35 3.30 1.58 0.70 0.68 tr
7 40 M 59 5.15 3.80 1.56 1.18 0.55 | 0.30
8 40 M 62 5. 40 3.20 1.66 1. 44 0.79 | 0.34
Average 4.59 3.28 1.77 1.09 0.61 | 0.22
9 60 M 66 | 5.83 3.89 2. 46 1.71 1.06 0.63
10 60 M 55 5.19 4.00 2.53 1.94 0.89 1.11
11 60 M 56 6.02 4.11 2. 04 1. 44 1.04 0.46
12 60 M 68 5. 29 3.40 1.98 .71 121 0.57
13 60 M 59 5. 61 4.70 2.53 176 | 1.09 0.68
Average 5.59 4.02 2.33 1.71 | 1.06 0.69
14 80 M 66 7.45 5. 40 2.80 1.82 1.50 0.90
15 80 M 55 9. 40 5.75 2.98 2.26 1.02 0.68
Average 8.43 5.58 { 2.88 ‘ 2.04 | 1.26 0.79
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Table 4 Urinary level and excretion of KW-1062

Dose . .
.~ | Urinary Time (hr)
No. ?St?rl: d level Tota}
Gy |excretion | 0~2 { 24 i 4~6 ’ 6~8 8~12 | 12~24 | excretion
ug/ml 26.0 10.5 9. 40 6.05 2.95
1 20 mg mg 11. 4 3.57 6.97 0.79 1.12 23.85
% 57.0 17.8 34.85 3.95 5.6 119.2
#g/ml 92.5 50.0 11.50 3.75 2.40
2 20 mg 11.8 5.0 2.76 0.30 0.96 20. 82
% 59.0 25.0 13.8 1.5 4.8 104.1
pg/ml 59. 25 30. 25 10. 45 4.9 2.68
Average mg 11.6 4.29 4,87 0.55 1.04 22.34
% 58.0 21.4 24.33 2.73 5.2 111.65
ug/ml 155.0 48.5 33.0 13.0 4.0 7.0
3 40 mg 18.6 6.31 3.96 1.95 1. 36 2.28 34. 46
% 46.5 15.78 9.9 4.87 | 3.4 5.7 86.15
ug/ml 122.5 85.0 48.5 2.4 4.6 3.4
4 40 mg 17.08 7.65 3.88 0.77 1.61 1.02 32.01
% 42.7 19.1 9.7 1.93 4.03 2.55 80. 01
#g/ml 81.5 77.5 4.25 4.6 3.2 5.6
5 40 mg 17.82 11.63 0.85 1.01 1.12 1.68 34.11
% 44.55 29. 08 2.12 2.53 2.8 4.2 85. 28
pg/ml 41.5 95.0 23.0 22.8 3.65 2.50
6 40 mg 15. 36 12.35 2.30 2.74 1.35 0.63 34.73
% 38.4 30.9 5.75 6. 85 3.38 1.58 86. 86
ug/ml 125.0 120.0 30.8 5.4 3.8
7 40 mg 19.38 9.6 3.23 2.19 1.52 trace 35.92
% 48. 45 24.0 8.08 5.48 3.8 89. 81
g /ml 99.0 41.0 2.7 7.2 3.7 2.7
8 40 mg 17.82 6. 56 1.26 2.7 1.22 3.24 32.80
% 44,55 16.4 3.15 6.75 3.05 8.1 82.00
#g/ml 104. 08 77.83 23.70 9.23 3.83 3.53
Average mg 17. 68 9.02 2.58 1.89 1.36 1.48 34.01
% 44.19 22.54 6.45 4.73 3.41 3.69 85. 01
#g/ml 114.54 80. 43 30.0 8.13 1.93 2.21 |
9 60 mg 29.78 16.10 3.00 1.87 0.89 0.44 52.08
% 49. 63 26. 83 5.0 3.12 1.48 0.73 86. 80
#g/ml 97.9 63.9 28.8 21.8 8.81 2.27
10 60 mg 31.82 11.82 5.47 1.96 1.94 1.02 54.03
% 53.03 19.70 9.12 3.27 3.23 1.7 90. 05
rg/ml 105.91 78.4 49.0 17.6 8.58 1.20
11 60 mg 29. 65 9.41 7.35 1.76 1.24 0.74 50. 15
% 49. 42 | 15. 68 12. 25 2.93 2.07 1.23 83.58
tg/ml 96.73 94.4 17.8 9.5 6.57 1.4
12 60 mg 31.43 11.81 3.12 1.19 0. 66 0.77 48.98
% 52. 38 19. 68 5.20 1.98 1.10 1.28 81.63
ug/ml 142.3 91.35 20.8 5.4 1.33 1. 60
13 60 mg 27.05 13.70 2.60 0.97 0.69 0.58 45.59
% 45.08 22.83 4.33 1.62 1.15 0.97 75.98
#g/ml 111.48 81.70 29. 28 12.49 5.44 1.74
Average mg 29. 95 12.57 4.31 1.55 1. 08 0.71 50.17
% 49.92 20. 95 7.18 2.58 1.80 1.18 83.61
#g/ml 110.0 135.0 145.0 15.8 3.3 3.6
14 80 mg 24.70 13.5 8.7 2.37 1. 65 1.98 52. 90
% | 30.88 16. 88 10. 88 2.96 2.06 2.48 66. 14
ug/ml | 130.0 137.5 110.0 39.0 10.5 6.0
15 80 mg 30.0 | 15.13 1.38 2.93 1.68 1.68 61.80
% 48.75 | 18.91 1.73 3.66 2.1 2.1 77.25
#g/ml 120.0 136. 25 127.5 27. 4 6.9 4.8
Average mg 31.85 14. 32 5.04 2.65 1.67 1.83 57.35
% | 39.81 | 17.89 6. 30 3.31 2.08 2.29 71.69
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Fig. 3 Serum level of KW-1062
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Fig. 4 Urinary level and excretion of KW-1062

20 mg 60 mg 80 mg

136
n=2 =6 n=5 =2 (ug/ml)
(%) (ug/ml) 120
(%) (ug/ml) (%) - (ug/ml) 111 (%)
1Q0¢ 1004 100} 1004 100} 100 100} 100
59
50} 50{ 50} 500  sof 50 50+ 50
I ” H On ﬂ ﬂ O Im]
0224 4-88-12 12-24hrs 0-22-44-6688-1212-24 hrs 0-22-44-6688-1212-24 brs  0-22-44-66-88-1212-24 hrs
0-8 hrs 103.9% 0-8 hrs 77.9% 0-8hrs 80.6% 0-8hrs  67.3%
0-24hrs 117.87% 0-24 hrs 85.0% 0-24 hrs 83.6% 0-24 hrs 71.7%
Table 5 Serum level of KW-1062 at multiple administration
D Volunteer | 1 2 3 4 5 (days)
ose N 7
o 1/2 6 1/2 6 1/2 6 1/2 6 12 | 6 (hrs)
1 378 | 0.20 | 358 | 0.42 | 2.30 | 0.53 | 1.60 | 0.35 | 1.85 | 0.51
2 1.90 | 0.27 | 3.88 | 0.60 | 3.80 | 0.77 | 2.99 | 0.49 | 2.75 \ 0.81
40 mg 3 2.75 | 0.51 | 3.58 | 0.54 | 4.13 | 0.53 | 2.83 | 0.68 | 2.93 & 0.43
4 3.00 | 0.5 | 3.00 | 0.64 | 290 | 0.86 | 1.62 | 0.81 | 3.00 | 0.72
5 3.00 | 0.62 | 3.90 | 0.50 | 3.68 | 0.54 | 243 | 0.70 | 149 | 0.72
X 280 | 0.44 | 3.59 | 0.50 | 3.36 l 0.65 | 2.29 | 0.61 ; 2.40 | 0.64
| SD | 0.67 | 0.19 | 0.36 | 0.09 | 0.76 | 0.6 | 0.66 | 0.18 | 0.69 | 0.16
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Fig. 5 Serum level of KW-1062 at multiple
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Fig. 6 Laboratory findings at multiple
administration (1)
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Fig. 7 Laboratory findings at multiple administration (2)
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Table 6 Serum level (cross over)
Serum level (ug/ml)
No. Sex BO.d};It Drug II)OSG
weig (im) | o5 1 2 4 6 | 8 (hrs)
KW-1062 40mg| 6.00 | 3.90 | 2.24 | 1.02 | 0.68 | 0.36
1 M 67 kg

GM 40 2.75 | 3.46 | 1.60 | 0.80 | 0.62 | 0.21
) " 60 KW-1062 40 435 | 3.38 | 1.96 | 1.24 | 0.55 | 0.16
GM 40 3.50 | 3.10 | 2.30 | 0.96 | 0.79 | 0.28

s M 5 KW-1062 40 4.35 | 3.30 | 1.58 | 0.70 | 0.68 tr
GM 40 2.41 | 2.28 | 2.64 | 1.09 | 0.59 | 0.19
. Vv 5 KW-1062 40 515 | 3.80 | 1.56 | 1.18 | 0.55 | 0.30
GM 40 3.04 | 320 | 271 | 1.21 | 0.70 | 0.30
A KW-1062 40 494 | 3.60 | 1.84 | 1.04 | 0.62 | 0.21
verage GM 40 2.93 | 301 | 231 | 1.02 | 0.68 | 0.25
; \ 66 KW-1062 80 7.45 | 5.40 | 2.80 | 1.82 | 1.50 | 0.90
GM 80 7.65 | 4.60 | 2.68 | 1.50 | 1.29 | 0.74
] \ 5 KW-1062 80 9.40 | 5.75 | 2.96 | 2.26 | 1.02 | 0.68
GM 80 6.95 | 5.00 | 3.40 | 1.72 | 1.53 | 0.85
A KW-1062 80 8.43 | 5.58 | 2.88 | 2.04 | 1.26 | 0.79
verage GM 80 7.30 | 4.80 | 3.04 | 1.61 | 1.41 | 0.80

Fig. 8 Serum level (cross over)
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Table 7 Urinary level and excretion (cross over)
Body Dose | Urinary Time (hr) Total
No. | Sex | weight Drug |(i.m.)| level ‘ otal
(kg) (mg) |excretion | 0~2 | 2~4 | 4~6 | 6~8 ‘ g~12  12~24 [FXCTENION
ug/ml | 155.0 | 48.5 | 33.0 | 13.0 | 4.0 | 7.0
KW-1062 | 40 mg 18.6 6.31| 3.96| 1.95| 1.36| 2.28| 34.46
9 46.5 15.78 9.9 4.87 3.4 | 57 | 8.15
1 M 67 }
ug/ml | 75.5 | 23.2 | 11.0 9.45| 6.9 \ 2.13
GM 40 mg 15.1 5.22| 3.3 1.61| 1.52| 0.68| 27.43
% 37.75| 13.05| 8.25| 4.03| 3.8 | 1.7 | 68.58
ug/ml | 122.5 | 85.0 | 48.5 2.4 4.6 | 3.4
KW-1062 | 40 mg 17.08| 7.65| 3.88| 0.77| 1.61| 1.02| 32.01
% 42.7 | 19.1 9.7 1.93 | 4.03| 2.55| 80.01
2 M 60 |
ug/ml | 198.0 | 62.5 | 66.0 | 18.9 7.25| 2.98
GM 40 mg 22,77 | 4.69| 4.95| 1.70| 1.38| 0.92| 36.41
9 56.93 | 11.73 | 12.38 | 4.25| 3.45| 2.3 | 91.03
ug/ml | 41.5 | 95.0 | 23.0 | 22.8 3.65 | 2.50
KW-1062 | 40 mg 15.36 | 12.35| 2.30| 2.74| 1.35| 0.63| 34.73
9% 38.4 | 30.9 5.75| 6.85| 3.38| 1.58| 86.86
3 M 56
ug/ml | 64.5 | 38.0 1.20| 5.80| 7.45| 2.90
GM 40 mg 22,58 | 6.84| 0.28| 1.39| 1.12| 0.73| 32.94
9% 56.45 | 17.1 0.7 3.48| 2.8 1.83 | 82.35
ug/ml | 125.0 |120.0 | 30.8 5.4 3.8 |
KW-1062 | 40 mg 19.38 | 9.6 3.23| 2.19| 1.52| tr 35.92
9% 48.45 | 24.0 8.08| 5.48| 3.8 89. 81
4 M 59 ‘
ug/ml | 154.0 | 107.5 | 44.8 9.9 2.8 0.74
GM 40 mg 22.33| 10.75| 4.03| 1.58| 0.60, 0.59| 39.88
9% 55.83 | 26.88 | 10.08 | 3.95| 1.5 |, 1.48| 99.70
ug/ml | 111.0 | 87.13 | 33.83| 10.9 4.01| 3.23
KW-1062 | 40 mg 17.61| 8.98| 3.34| 1.91| 1.46| 0.98| 34.28
9% 44.01 | 22.45| 8.36| 4.78| 3.65| 2.46| 85.70
Average
ug/ml | 123.0 | 57.8 | 30.77 | 11.01| 6.12| 2.19
GM 40 mg 20.70 | 6.88| 3.14| 1.57| 1.16| 0.73| 34.18
9% 51.74 | 17.19| 7.85| 3.93| 2.89| 1.83| 85.45
ug/ml |110.0 |135.0 |145.0 | 15.8 3.3 3.6
KW-1062 | 80 mg 24.70 | 13.5 8.7 2.37 | 1.65| 1.98| 52.90
9% 30.88 | 16.88 | 10.88 | 2.96| 2.06| 2.48| 66.14
5 M 66
ug/ml | 181.0 | 99.5 | 86.5 | 29.9 | 12.9 0. 36
GM 80 mg 45.05 | 12.40| 6.76| 3.58| 1.03| 2.04| 70.86
9% 56.31 | 15.5 8.45| 4.48| 1.29| 2.55| 88.58
ug/ml | 130.0 |137.5 |110.0 | 39.0 | 10.5 @ 6.0
KW-1062| 80 mg 390.0 | 15.13| 1.38| 2.93| 1.68| 1.68| 61.80
9% 48.75 | 18.91| 173 3.66| 21 | 2.1 | 77.25
6 M 55
ug/ml | 265.0 |124.0 | 84.5 | 37.7 6.08 4.25
GM 80 mg 22.63| 13.93 | 6.49| 2.24 1.61, 0.20| 47.10
9% 28.29 | 17.41| 8.11| 2.8 | 201 0.25| 58.88
ug/ml | 120.0 | 136.25 | 127.5 | 27.4 6.9 4.8
KW-1062| 80 mg 31.85| 14.32| 5.04| 2.65| 1.67 1 1.83 | 57.235
% 39.81 | 17.89 | 6.30| 3.31; 2.08| 2.29| 71.69
Average : :
ug/ml | 223.0 | 111.75| 85.5 | 33.8 9.49! 2.31
GM 80 mg | 33.84| 13.17| 6.63| 291 | 1.32| 1.12| 58.99
9% | 423 | 16.46| 8.28| 3.64 165 1.4 | 7374
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Fig. 9 Urinary level and excretion
(cross over)
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Fig. 10 K.N. 47yr., F UTI.Tracheotomy -
Decubitus infection-P. U. O.

9/20 KW-1062 10/ 10/11 10,21
120 mg X 10 days 80 mg X 20 days
C -}
bBPC 12 g/day
Urine/ml E. coli veast veast  Kle b ie 1,. e, E ol
>10° >10°
Culture  Klebsiclla (+) E. coli (#)
Decubitus g )i +)
. GNB (#) Pacrugiosa  Poacrugiwosa  Poacriginosa P ecruginosa
SPU - fobsiella (+)  (#) (#) (#) (#)

Table 8 K.N. 47yr., F. Laboratory findings

!(biéi§e>‘ 10/1 l 10/6 | 10/20 [ 11/22
WBC 6,000 | 5,900 | 7,300 | 5,600 | 7,500
RBC (10 375 | 442 | 458 372 | 274
GOT 34| 37 31! 2
GPT 0] 13 1 6
TP 56| 6.2 61| 6.4
BUN 18.9 | 12.3 15.2 | 15.8
Cr 10| 0.5 0.5| 0.5
ESR(1hr) 45| 39 53
LDH 618 | 360 383 | 251
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STUDIES ON KW-1062

Kemmer Masuivo, Otoniko Kunii, Kazuruto Fukava

The Department of Internal Medicine, The Institute of Medical Science

The University of Tokyo

Some experimental and clinical trials were performed on KW-1062, a new aminoglycoside antibiotic,

and the following results were obtained.

1. Antibacterial activities of KW-1062 were similar to those of gentamicin.

resistance between two drugs.

There found cross

2. Serum levels, urinary concentrations and the amounts of urinary excretion were determined at

increasing dosing of KW-1062 to human volunteers.

levels.

Dose response was shown in the values of serum
The rate of urinary excretion was very high.

3. There was no tendency of accumulation in serum level following successive dosings twice a day

for 5days.

4. In cross over study with KW-1062 and gentamicin, the values of serum level and urinary

excretion were almost identical.

5. Two patients, one with infections of respiratory and urinary tracts and decubitus ulcer and the
other with pneumonia, were treated with KW-1062. Perhaps because of various underlying diseases,

the effect was insufficient.

No side effect was observed.



