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Netilmicin 2 B84 5 ZHEH) « FRIRAIHTFEE

tH %
RREBRERRE

Ak B-BHEAM-KEAHEA-%X 4
LWERA-FRAE - LFHX - =ZKHEX
ER E

HREERENKEE AR

Netilmicin {Z DN TEFTORN T 28R, UTOZL ZERLE.

FEPR D MED E.coli, K.pneumoniae, P.aeruginosa £.50kk, E.cloacae 128k, C.freundii 10kk
3 LU S.marcescens 138kI1Zx43 % Netilmicin HMIC 13, FhFh 0.39~12.5 pg/ml, <0.2~
100=u¢g/ml, 0.78~100=p¢g/ml, 0.39~6.25 pg/ml, 0.78~6.25 pg/ml 3L 6.25~100=pg/
ml TH O, E. coli 35 XU K. pneumoniae (2344 5 E Hi3, Gentamicin, Dibekacin, Tobra-
mycin, Amikacin, Sisomicin 7¢& EFEED, T2ZINE L DRREN T2, P. aeruginosa
IHLTUIZNG SR EINZRA%E TH - 72,

FEEEERR 3 A Netilmicin 75 mg 35 L8 100 mg % 1 [EEvE L72BReD fn AR EF i 545305
~ 1B T peak [ZEL, TOFHMEIZTHZH 6.3 pg/ml, 10.4 sg/ml THY, LBERSLT
6 BB NFHMEIRZTNEN 0.4 pg/ml, 1.2 ug/ml L7072, MAREBRAIZL.4~1. 8B Th -
720 REIDRAANDIEMIRIF T, HEHE 6 1M ¥ TOFHYRPEUNERIZL, 75 mg B T1H60%,
100 mg R THIB0% Th - 7120

R R RE 4 7, RERRRIME 9 MINE13HIC Netilmicin 2 6H L, HERSHEIZIIIANEY TH
D, MEEANIIREE 178D 5 b 1080 R LTz, RAMERAMAIZER 1 4, M transami-

NOV. 1981

nase D LA 1 FBRHLNT2

i £
Netilmicin 135U B 1 Aminoglycoside HIT»
b, Sisomicin ® 1470 amino % ethyl (LU THLN B4
LSRWAT, B—RA» LR 5. #€%kD Aminoglycoside T
KU T, HEEAICHSIT AMitE pattern ODREMESDH H, Tt

T, HERBHLIZHEVDATI S,
4@, R&ix Netilmicin 122V TETOEBRY - EERAIR

HEFL-12DT, LUTRZOEMZRET 5,

I.\w & &
1. WEHE
FEFRMED Escherichia coli (E.coli), Klebsiella
pneumoniae (K. pneumoniae), Pseudomonas aeru-
ginosa (P.aeruginosa) £508k, Enterobacter cloacae
(E.cloacae) 12kk, Citrobacter freundii (C. freundii)
108k23 L O° Serratia marcescens (S. marcescens) 13

BIZK % Netilmicin D B/NFEEHE EREEMIC) %,

BRI RES BRI X » CRERERE TR E L
720 E7z[ERFIT Gentamicin (GM), Dibekcacin (DK
B), Tobramycin (TOB), Amikacin (AMK) 3sk}y*
Sisomicin (SISO) » MIC #&HbHeTHEL, KHO
MEDE B Uz, BRI 1 TEREEY 743 >
TLOOEZAR L TRV 2,

2. R &

E.coli \TH7 3 Netilmicin N#;&Hiz Fig.1, Fig.
2 ITRTHEY T, MIC DA 0.39~12.5 #g/ml @
MBET, $XTOKD 12.5 sg/ml LFORE TR T
FRIEX N TIs D, BAD peak 13 1.56 #g/ml Tho
720 Zhid SISO LA%THY, 2FRRFIT GM,
DKB, TOB L4 1~2Efs, AMK LY 2 BsE
NIRETH S, GM, AMK ¢ 3 MIC (3iiFHEBEL
T3, GM fifik© Netilmicin DA 2 Bk
Ldbhiz,

K. pneumoniae \Zx¢4 H&HK|H MIC i3 Fig. 3, Fig.
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Fig. 1 Susceptibility of E.coli to Netilmicin
50 strains
No. of strains
50 4 Netilmicin
SIS0
304
104
T g T T T T T T T
MIC £0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100<
ug/ml
Netilmicin 1 2 32 12 1 2
GM 1 20 18 7 1 1
DKB 1 1 18 22 4 1 3
TOB 1 1 8 31 5 1 1 1 1
AMK 2 1 6 30 10 1
SISO 1 4 34 7 3 1
(inoculum size 100x)
Fig. 2 Correlogram between Netilmicin and GM or AMK
E. coli 50 strains
. 1 strain
@® 10 strains
pg/ml g/ ml
100+ 100=1
251 254
Netilmicin . 4 .. .
6.25 1 . 6.254 .
1 Ll ) 1 . S
1.561 & ° o o 1.56 R
1 L] 1 L] L]
0.391 0.39 .
039 1.5  6.25 25  100= T0.39 7 156 6.25 25 100=
rg/ml AMK ng/ml

GM



142 CHEMOTHERAPY NOV.

1981

Fig. 3 Susceptibility of K. pnemﬁom’ae to Netilmicin

50 strains

No. of strains

501
304
10
) - ey T —F —— T T
MIC £0.2  0.39 0.78 1.56 ' 3.13 6.25 125 25 50 100 /£ g/ml
Netilmicin 2 2 31 8 3 z_ 2
GM 2 1 7 22 10 2 1 1 4.
DKB 2 1 1 26 6 4 2 1 7.,
TOB 1 2 13 22 2 1 1 5 3
AMK 2 1 3 22 17 4 1
SISO 2 2 20 17 1 3 4 1
(inoculum size 100x)
Fig. 4 Correlogram between Netilmicin and GM or AMK
' K. pneumoniae 50 strains
. 1 strain.
@® 10 strains
pg/ml g/ ml
100s 100 o o
4 . .
25 254
Netilmicin E |
6.25 6.254 . .
. »n
1.56 4
1.56 e -
) 1 [ ] [
0.39 0.394

0:39 T 156 6.25 25 | 100s
7 |
AMK e/
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Fig. 5 Susceptibility of P.aeruginosa to Netilmicin
50 strains
No. of strains
50+
30
Netilmicin
TOB
104
MIC 0.2 039 0.78 1.5 3.13 6.25 12.5 25 50  100=pg/ml
Netilmicin 14 13 1 7 2 7 2 4
G M 4 20 4 9 4 5 4
KB 12 12 7 10 1 8
TOB 20 4 7 6 4 4 3 2
AMK 1 26 6 2 11 1 3
SISO 13 12 1 7 8 2 7
(inoculum size 100 x)
Fig. 6 Correlogram between Netilmicin and GM or AMK
P. aeruginosa 50 strains
° 1 strain
@ 10 strains
ug/ml g/ ml
100=; e 10054 o o .
B - . 3
25+ & 254 oo oo
Netilmicin o
6.25+ . m 6.25 . o .
- L]
1.56+ .- (] 1.564 o o .
7 o [ ] 4 . .
0.394 0.394
—— —
0.39 1.5  0.25 25 100= 0.39 1.5  6.25 25 100=
oM g/ ml AMK #g/ ml
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4 \TRTID, =£0.2~100=gg/ml (K {34 L Cis
Y, ¢ peak (% 1.56 ug/ml 7, #)90% k7. 6.25
ug/ml LUF OB THRAFEIE XA T2z, 2O S
GM, DKB, TOB “i313[[% CHh 5%, SISO ki3l
EBsE D, 72 AMK L 021 BpsEN T, GM,
AMK -4 MIC (2313 L T 545, GM ittt T
Netilmicin RFMDKIZ 4 ¥R TH - 720

P.aeruginosa (x5 %A &%) MIC (: Fig.5,Fig.6
WZRTEYD, 0.78~100=xg/ml =KL xRL, ©
7 peak (3 0.78~1.56 xg/ml (23,0, KI75% k7
12.5 pg/ml LUFOBE TREMIE STz, 2O
g2 DKB, TOB, SISO -[@4%, GM, AMK
L1BREN7- LD TS, GM Lz MIC 23203 HHM
FTAHH, AKENT 25 pg/ml LL R MIC 778U 72138k
9 H108k(3, AMK o 12.5 pg/ml LU FCRAMIES:
Iz,

E.cloacae (Fig.7, 10), C. freundii (Fig.8, 10),
S. marcescens (Fig.9, 10) {237 K% MIC (3,
Zh%FH 0.39~6.25 pg/ml, 0.78~6.25 #g/ml, 6.25
~100=pg/ml (2395 LT rehs, BRI 7o 227

Fig. 7 Susceptibility

NOV. 1981
OITABR) = OIS s\ T—EDMI 2 LR T 5 28l

PN e
CEo 72

I. %A, Het, A

1. BEHk

D i

GREEEERE 34 P A 4 197, FHIKE 59 kg)
iz, Netilmicin 75 mg, 100 mg %7213 GM 60 mg %
Zpzh LEEE LB furh A% cross over TH
L7 I hiREES Bacillus subtilis ATCC 6633 % K
WL L, ERARIL pH 8.0 R Bx BV
Focup BETHIEL ;. FALOUEME L LI, [IBM
Fiat s 1 75 v — . SL-Math. Package] O
program |7 L0 computer TC#HTL T, simulation
curve » % i3k H2EK) parameter 7 AH72,

2, JRhgEM

bR L ClERIS, 0~2, 2~4, 4~
6 BRI R A JE L, ZOMBIRE AR TR
PEEEL 2SI U 72e X DICMEFRLE DIeh 5 HHTE R 6
W% TORPELCR A KD 12, RAREOREL, i

of E.cloacae to Netilmicin

12 strains

No
7
A——DKB
T T —

M 25 50 100 48/ ml
Netimicin 1 6 1 3

GM 1 6 2

DKB 5 2 T 3

TOB 1 5 1

AMK 5 5

SISO 1 7 3 1

Cinoculum size 100y
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Fig. 8 Susceptibility of C. feundii to Netilmicin

10 strains

No of strains

1(%

4

Netilmicin

T T T T T T T T T
MIC =0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100= se¢/ml
Netilmicin 5 5
GM 2 4 2 2
DKB 5 1 3 1
TOB 5 4 1
AMK 5 1 3 1
SISO 4 1 3 1 1
inoculum size 100x
Fig. 9 Susceptibility of S. marcescens to Netilmicin
13 strains
No. of strains
104
Netilmicin
5
DKB
T T o f f T f T T T
~0.2 0.3. 0.78 1.56  3.13  6.25 12.5 25 50 100 = zg/ ml
Netilmicin 4 1 8
[ 3 3 1 6
DKB 3 10
OB 2 1 10
AMK 2 1 1 1 2 6
SIS0 3 4 6

Cinoculum size 100x)
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B4 L [ERRIC Bacillus subtilis ATCC 6633 #
FAU72 cup KITH - 72
3) R 3y
LEDORFHEMPEIEHEL T,

Netilmicin 75 mg, 100 mg E5&E# 0 ~ 2 BFER, 2~
4REBRIC VT, RebfBinE &K% TLC-bioauto-
graphy |2 X A3 THRET L 72,

gELEEE2HO

Fig. 10 Correlogram between Netilmicin and GM or AMK
S. marcescens 13 strains
@ E. cloacac 12 strains
X C. freundii 10 strains
Hg/ml ug/ml 00
100" - S © 100= o 8o
25 25
o
6.251 X2 & % ° 6.25 5088 o 2
Netilmicin v
L] L]
1.56 1.56
xxx 08 Y. ;.‘: .
0.39 . 0.39 .
T 039 1.56 625 25 100 0.39 1.5 6.5 25 100
I s’ mi ANMK s/ ml
Table 1 Serum levels of Netilmicin and Gentamicin
Healthy volunteers, cross over (N=3)
Drug Serum levels (#g/ml)
and Case
dose 1/4 1/2 1 1 ( 2 4 6 hrs
Y.S. 4.3 4.5 4.6 3.8 1.2 0.40
. H.N. 7.3 7.7 8.7 4.1 1.3 0.53
Netilmicin
Y. M. 5.1 5.5 5.6 3.1 1.2 0.32
75 mg
Mean 5.57 5.90 6.30 3.67 1.23 0.42
+SD +1.55 +1.64 +2.14 +0.51 +0.06 +0.11
Y. S. 8.9 10.1 8.2 4.3 2.1 1.0
. H.N. 10.1 11.4 8.9 6.7 3.6 1.2
Netilmicin
Y. M. 9.5 9.8 8.2 6.7 2.7 1.5
100 mg
Mean 9.50 10.43 8.43 5.90 2.80 1.23
+SD + 60 +0.85 +0.40 +1.39 +0.75 +0.25
Y S. 4.5 6.8 5.6 3.6 1.1 0.23
oM H.N. 5.4 8.5 7.6 4.0 0.9 0.42
Y. M. 5.4 5.8 4.9 3.2 1.0 0.40
60 mg
Mean 5.10 7.03 6.03 3.60 1.0 0.35
+SD +0.52 +1.37 +1.40 ( 10.40 +0.10 +1.04
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2. B & ~8.7) ug/ml, 10.4 (9.8~11.4) wg/ml TH~» 72, LA
1) ImeREE %, BEOEEL L LICmTERERERL, %6

HEEEERFS 3 HIT cross over T Netilmicin 75 mg,
100 mg, GM 60 mg 1[EIFTE L72BRD M REDHE
{3, Table 1, Fig.11 \ZRTEY ThbHo MAEED
peak {3 75 mg HHE TIIESE 1RMIC, 100 mg &
ETIR30ABIZALN, TOFHEIZTHhZN 6.3(4.6

Fig. 11 Serum levels of Netilmicin and Genta-
micin

(N=3)

Healthy volunteers, cross over

MENFEEERFNZEN 0.4 (0.3~0.5) #g/m], 1.2
(1.0~1.5) pg/ml L7cb, mA¥EBETH Z O F
# 1.4 (1.1~1.8) KM, 1.8 (1.3~2.1) KM TH-
720 Netilmicin 75 mg & 100 mg F5iFEEE OEITI,

BH 6 A1 dose response 3R LI,

GM 60 mg 5iFCi3, MPWED peak (IEEH430
AERHLN, FOFHMEIZ 7.0(5.8~8.5) #g/ml T
% - 120 Netilmicin 75 mg FENHALLBRTH L,
E5H£30D B OFHETIbTHICERALNIHLBE

g/ DETIRAL, IELEREAL bIIERRORER Y
] RU72. 6B NFHMER 0.4(0.2~0.4) xg/ml T
10 HY, mAERET 1.1 (0.8~1.4) BB Th- 72,
I Netilmicin 100mg. I. M. T EERAT DR Ri: Table 2, Fig.12 (TRTHE
»—of.\etilmi(‘in 75mg, LM, D/C: Netilmicin 75 mg, 100 mg, GM 60 mg 1@
" O-==0 1 Gentamicin 60mg, I. M. . . N . e .
< BEMNTHL, EEHIDHRIITh Fh FT 6.6
= (5.0~8.8) pg/ml, 10.3 (9.9~11.0) xg/ml, 6.9
9 (5.9~8.3) pg/ml O peak EHHEINT. % 72
2 Netilmicin 75 mg & 100 mg & DENIZEE S » 75
dose response #7xL, Netilmicin 75 mg & GM 60
mg TiI3TERED simulation curve NFLNTZ,
Y 2) Repdkit
T 1 2 4 T " . s s
- 6 hrs HEEERE 3 #liZ Netilmicin 75 mg, 100 mg %72
mme
12 GM 60 mg % ZhZFh 1EEE L7 BRORFHEE
Table 2 Pharmacokinetic parameters
Drug
Age BW T1/2
d;;r:g Case (y19) Sex (kg) Ka Kel (hrs) vd AUC | Cmax | Tmax
Y.S. 19 M 68 4.27 0.39 1.76 11.70 16.27 5.03 0.62
[ H.N. 18 M 55 3.25 0.65 1.07 5.68 20.29 | 8.82 0.62
Netilmicin
Y. M. 20 M 54 4.30 0.52 1.35 9.44 15.39 | 5.96 0.56
75 mg
Mean 3.94 0.52 1.39 8.94 17.32 | 6.60 0.60
(£SD) +0.60 |+0.13 |£0.35 |+3.04 | +2.61 [£1.97 |+0.03
Y.S. 19 M 68 6.04 0.52 1.34 8.00 24.11 | 9.93 0.45
. H.N. 18 M 55 7.43 0.36 1.94 7.79 35.75 | 11.01 0.43
Netilmicin
Y. M. 20 M 54 8.49 0.34 2.06 8.78 33.69 | 9.97 0.40
100 mg
Mean 7.32 0.41 1.78 8.19 31.18 | 10.30 0.43
(£SD) +1.23 |+0.10 |+0.38 |+0.52 | £0.61 |£0.61 |£0.03
Y.S. 19 M 68 3.24 0.60 1.16 6.34 15.78 | 6.45 0.64
oM H.N. 18 M 55 2.33 0.84 0.82 4.04 17.59 @ 8.34 0.68
T.M. 20 M 54 6.19 0.48 1.44 8.18 15.17 | 5.91 0.45
60 mg
Mean 3.92 0.64 1.14 6.19 16.18 | 6.90 0.59
(£SD) +2.02 |+0.18 |+0.31 [+2.07 | +1.26 |£1.27 |+0.13
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& RenEMY xRz, Table 3, Fig.13 (ZR$THY ThHdo
Rt Bz &0 2 A TIZ N ZTNFH 31.6(27.0
~35.3) mg, 45.3 (42.2~48.7) mg, 25.0 (22.6~
26.4) mg ThHH, *ORPENKRIZNT L FEH K
40 (30~47) %, 45 (42~49) %, 42 (38~44) %TH
S72e 2~4 KR, 4~ 6B TIIRBERM & 13 W M
L, E5t6EE ¥ TORBIMBI LT T hFH

Hg/ml

10

Serum levels

44.3 (40.6~49.9) mg, 80.8 (79.9~82.0) mg, 36.2

(35.1~37.4) mg T H, RFERFERRIENLH
#4959 (54~67) %, 81 (80~82) %, 60 (59~62)
%TCd - 120 Netilmicin 75 mg & 100 mg & TiE 2~
4 BERR TOEMRIZEN S 5 f2diz, REEINRITKH
60%, 80% L EhKLN 72h%, Netilmicin 75 mg &
GM 60 mg » TIRIZTIEB L2 BENBL NI

Fig. 12 Serum levels of Netilmicin and Gentamicin

Healthy volunteers, cross over (N=3)

a . Netilmicin 100mg, I. M.

+ 0

. Netilmicin  75mg, I.M.
: Gentamicin 60mg, I. M.

Time

Table 3 Urinary excretion of Netilmicin and Gentamicin

Healthy volunteers, cross over (N=3)

Drug 0-2 2-4 4-6 0-6 hrs
and Case
dose Recovery | Rate Recovery ! Rate Recovery Rate Recovery Rate
B (mg) | (%) (mg) | (%) (mg) (%) (mg) %) __
Y.S. 27.02 30.02 5.67 9.45 7.90 13.10 40.59 54.12
Netilmicin H.N. 35.33 47.13 9.98 13.31 4.58 | 6.10 49.89 66.52
Y. M. 32.30 43.07 6.66 8.89 3.69 | 4.80 42.56 56.75
75 mg ‘
Mean 31.55 40.07 7.44 10.55 5.36 8.00 44.34 59.13
+SD +4.20 +8.94 +2.26 +2.41 +2.25 +4.46 +4.90 +6.53
Y.S. 48.72 48.72 23.68 23.68 7.54 7.54 79.94 79.94
Netilmicin H.N. 42.24 42.24 27.88 27.88 11.88 11.88 82.00 82.00
Y. M. 44 .80 44.80 22.50 22.50 13.18 13.18 80.48 80.48
100 mg T
Mean 45.25 | 45.25 24.59 24.69 10.87 10.87 80.81 80.81
+SD 13.26 +3.26 +2.83 1+2.83 +2.95 +2.95 | +1.07 +1.07
Y.S. 26.00 43.33 8.63 14.39 1.62 2.70 36.25 60.42
oM H.N. 26.40 44.00 7.85 13.08 3.11 5.18 37.36 62.27
Y. M. 22.57 37.62 8.40 14.01 4.15 6.92 35.12 58.53
60 mg
Mean 24.99 41.65 8.29 13.83 2.96 4.93 36.24 60.41
+SD +2.11 +3.51 +0.40 +0.67 +1.27 +2.12 +1.12 +1.87
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3) REAEKBY

REERE 2 B Netilmicin 75 mg, 100 mg 57t
BRO~2RAR, 2~4RBRIZONT, RBKFBHN
BERESH LIRS Table 4 (ZRTED ThHH,
FTOUDRELHI DN T LG Y RTHE 1 BEN L
T, AED Netilmicin ZEHRD Rf HL2IT—KL T
[AVAN

0. B 5K A 8

1. NREH
WK SRR RAE 4 4 (REBRMEBTAR 34, SRESTHNRAEIC

Fig. 13 Urinary excretion of Netilmicin and
Gentamicin Healthy volunteers, cross
over (N=3)

®——¢ : Netilmicin 100mg
O—-—0 : Netilmicin 75mg

(mg) 0-=--0 : Gentamicin 60mg E(%)

S0F 100

1 50

Urinary recovery
Cumulative recovery rate

AU LT BRESVE 1A PRI RBEREIHN (1B i
PR s B, SHBER 14, BHBEBRIMA (L
Netilmicin Z £ L7z, FH2751327~764F4(50.8)
¥, Bo#l, Z4HTh%s (Table 5),

2. ERFEL L U AR

KXo 1 AR 75~225 mg T1~ 3 B
BELR, LEEARIE 75 mg %7243 100 mg Th
5o BEFAAAEI 3~15H, #6HA&1 300~1,725 mg
ThH b,

3. PHR¥E

BRARDRIIE - EFROKBICLVHIZEL, FEHR
ELBELUNIRKELLNDYEL, 7BLUROKEY
B, B -EFROVWThrDBERLLNILDE
2B, KENRALNS VAT RMESLLND
DE|EIE L1zo

B ERIZI RS AR AR RO REE N BRIZE D
EL, Bk B HFht, BERARDLEREL LT,

4. B

1) FPRESRREYE

4 IR 3PNTFNEN S. marcescens, P. aeruginosa,
P. fluorescens HigH I iz, o1 W‘J’C’(iﬁ:ﬁﬁii
FRHACH 720 KFIDFERIT XD 340k 2 S ERED
BERNHLN, BRENCD 4 5l 3SHINES % 7355
EWVIRETh - 72o MBEZEMIT HEERENC LR TH
> 72 18, EANMERRT P. aeruginosa (T X BH54
L D2 L THBERTH - 72 (Table 5),

2) RERBIE

REEREIE 9 RIDIEREEL, E. coli, K. pneumoniae

Table 4 Bioautogram of Netilmicin Healthy volunteers, urine

Rf
Solvent Netilmicin Case: H.N. Case: Y.M.
0-2* 2-4%* 0-2% 2-4**hrs
0.48 0.46 0.47 0.47 0.51
0.69 0.68 0.62 0.71 0.70
0.62 0.61 0.67 0.61 0.63

Solvent A; chloroform: methyl alcohol: conc. aqueous ammonia (1: 1: 1)

lower phase

B; chloroform: methyl alcohol: 7 9% aqueous ammonia (1: 2: 1)

C; chloroform: methyl alcohol: conc. aqueous ammonia (27: 11:

2.6)

* Urine from a subject received 75 mg of Netilmicin was used.

** Urine from a subject received 100 mg of Netilmicin was used.
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Table 5 Cases of infection treated
Cases . Administration
Clinical diagnosis Causa.tlve
No. Name Age Sex organisms Daily dose | Duration
1 S.Y 54 F Bacterial pneumonia S. marcescens 150 mg 10 days
2 H.H. 42 M Bacterial pneumonia N.D. 150 8
3 A. K. 79 M Bacterial pneumonia P.aeruginosa 100 10
. . 225 3
4 M. M 27 M Bronchiectasis P. fluorescens 150 7
5 K. 1 38 F Chronic cystitis K. pneumoniae 150 15
6 T.E 49 Chronic cystitis P. inconstans 150 3
K. pneumoniae
7 K.M. 40 M Chronic cystitis P. aeruginosa 150 3
P.inconstans
8 S. S 47 M Chronic cystitis P.aeruginosa 150 3
9 S.F 65 F Chronic cystitis E.coli 150 7
K. pneumoniae
10 Y. T. 34 M Acute pyelonephritis E. coli 150 10
11 R.K. 31 M Chronic pyelonephritis | P.aeruginosa 150 8
E.coli
12 R.K 31 M Chronic pyelonephritis | P.aeruginosa 150 10
P.morganii
13 S. 1 77 M Chronic pyelonephritis| GNB 75 4
Table 6 Summary of clinical response to Netilmicin
Clinical Clinical response Bacteriologic response
diagnosis No. of cases ,A; .
g Sat. Unsat. Cure Failure
R.T.L 4 3 Aﬁ
U.T.L 9 8 1
Total 13 11 2 10 ‘ 7
P. aeruginosa, BEARGED gram [EHEENE 14, 3) BARE

E.coli
inconstans,

¢ K. pneu jae, K.p jae & P.
P.aeruginosa t P.inconstans, E.coli

L P.aeruginosa, P.aeruginosa r P.morganii D

ARRE LR TH - 12, ELUBDOREED 5 HARAME

I L - THERALNTZDIR 8 KR ThH - 12 KHHARH

TEREL7250] (68K) DO b 4li3, WThbEERA

YETHY, BB 7 -7 EEUIERTH- 72,

FRRHNZIZ O Mrh 8 BIDSEX F 723 BRI LM E X N7z
(Table 5),

B LOBKRE#EY BT AL Table 6 DED T, B
RENTBISER LA EL E 721380 TH D, M
FNCRRRBEORE T & 7212 PID1THED 5 H10KH R
KU7zo RABEYBEEINICHD &, E. coli (38,
K. pneumoniae (3#k), S. marcescens (18, P.
Huorescens (1), P.morganii (1RR) (39T
L7et’, P.aeruginosa 135 kkL MBS 3R
bhvishis 1z,

LERID 5 b, BN L 7e72ERM 2 (Fig. 14~18)
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with Netilmicin

Results .
Bacterio- | ! efolec::is Reuaries
z Clinical |
logical ‘
| S-GOT *

Eradicated Good S-GPT * ' Cor pulmonale

Inevaluable | Excellent| Tinnitus

Senile dementia

Persisted Fair PulmonaryT. B.

|
I

Eradicated ' Good

|
Eradicated Good ' D. M.

Chr. sinusitis

! |
Eradicated | Excellent " Indwelling
Eradicated catheter
Persisted | Good | Indwelling
Persisted catheter
Persisted Good | Indwelling
catheter
Eradicated Good C. V. A;
Eradicated i
Eradicated | Excellent Membranous
lipodystrophy
Persisted Good ‘ Urolithiasis
Eradicated ‘
I
Persisted Good | Urolithiasis
Eradicated ‘
Persisted Poor |

Fig. 14 Case No.2-42y, male, Bacterial

pneumonia

Case No. 2- 12y, male. Bacterial pneumonia

BT C [ Netilmicin 150mg/day. lT‘
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Fig. 17 Case No.2-42y, male, Bacterial pneumonia, Hearing test
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Fig. 18 Case No. 2-42y, male, Bacterial pneumonia, Hearing test

masking b. n. bone right 50 dB

125 250 500 1000 2000 4000 8000 cps

0 ot G AN

LM, EKRRBREIEEDhALDERHENT
Mo 2o F12ZNDIMTE transaminase &3 AR+ 1L
BITIERIZEER L2,

V. & i

1. N
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NDE. coli 1,687kk, K. pneumoniae 636%k,S. marcescens
1168k, P. mirabilis 383tk, E. aerogenes 86k, E.
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EBITELL T B, Fu 54 (3, S.marcescens ¢
64% DERD MIC A3 1.25 pg/ml LAFTHD, OB
FETI390% LA LKA 6.3 pg/ml LT MIC #7501
tz& LTIBY, S. marcescens, P. aeruginosa -Ti3
GM, TOB, SISO IZ®®%%4NM, AMK Xhitl
~ 2 BB, F 72 E.coli, K.pneumoniae, Entero-
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Table 7 Laboratory findings before and after Netilmicin administration
RBC Platelet
Hb s-GOT S-GPT Al-P BUN S-Cr
. C x 104 x 104

No ase Oty | @/dy | OO0 U/mD | U/m) | (B-L.U) | (mg/dD | (me/aD

1 ls. v before 458 13.7 14.2 25 19 1.6 13.2 0.6

after 452 13.1 21.9 109 93 3.3 12.3 0.5

2 lu. 1 before 467 15.0 19.3 39 57 1.3 14.9 0.8

after 463 15.5 37.5 27 37 1.6 15.0 0.9

3 ALK before 402 12.7 32.4 17 19 2.2 9.0 0.8

after 423 13.2 29.7 24 26 1.8 8.8 1.0

4 | MM before 487 15.6 33.7 20 16 2.5 11.0 0.8

after 484 15.7 28.8 18 14 2.6 11.2 0.9

5 | K. 1 before | 402 11.6 21.4 17 13 2.2 8.0 0.5

after 419 11.7 19.6 17 16 2.1 12.0 0.5

6 | T.E. before 288 9.0 29.8 16 9 1.4 33.0 2.6

after 298 9.0 32.7 15 9 1.8 31.0 2.6

7 | k.M. before 382 10.6 32.0 6 1.8 25.0 1.4

after 396 11.6 37.7 6 1 2.0 24.0 1.7

s |s.s before 358 10.7 49.8 8 5 1.9 11.0 0.9

after 384 11.3 49.7 12 8 1.8 10.0 0.8

9 | S.F before 436 13.2 33.7 13 12 1.8 12.0 0.5

after 408 12.9 31.4 10 11 2.1 10.8 0.7

10 | Y.T. before 433 13.2 24.0 13 18 1.9 17.3 1.1

after 444 13.8 27.5 16 15 1.6 16.8 1.

1 | r.K. before 501 10.7 36.3 35 39 1.9 9.4 1.1

after 532 10.8 43.0 15 37 2.0 11.2 1.2

12 | R.K. before 503 10.7 38.0 28 42 2.0 9.0 1.3

after 532 11.2 31.9 28 38 1.9 11.3 1.2

bacter, Citrobacter, P.mirabilis 7¢ X |\ZX4 7% MIC
12 GM, TOB, SISO, AMK 7t Lt@E%EH L1~
1BREBEN TN EBREL T 5,

R4DFETDH, E. coli, K. pneumoniae Tk T
tz GM, DKB, TOB, SISO, AMK t@E%3 L1
~ 2 BxpsEN T MIC -, P.aeruginosa |\Zx$ T
L ZhH Aminoglycoside Hl&i31F REDHE L%
AL72Z & &Y, Netilmicin 3 gram REMEIZRIRRISE
L TRRYROIBHETEIHERATHLLE E 2 Db N
Do L LIS HLERRDIEHIZ BT 2R E XN Dl
f pattern (Z-OW T}, SEIDKEH H13 GM, AMK
fitt C Netilmicin |ZRSME 2 RTRIZRH I Wgn -
726

2. RUX, M, ARE

Humsert 6% (3GHEEIEHE 7 #) (Cer 81.8~180.6

ml/min) {Z Netilmicin 2 mg/kg %, ¥/ Yar 5®
13104 (S-creatinine 1.0 mg/dl LLF) (& 50 mg/m2
THELIER, 1BRBRRONHEETZhZhEYT
5.5 pg/ml, 5.46 pg/ml T, LA REH 2. 4650,
2.14KM% L - THIRL 72 EBEL, FOBEDRHEIY
RIEGHK 6 BB ¥ TTEThEFNFET55%, 60~70
% Th-1e L TB, T Yar 5 (3 Netilmicin
50 mg/m2 & GM 50 mg/m? %EEICTHEL, &
SR IBEEICZh TN 7.6 #g/ml, 7.3 ug/ml DM
PRESFELN, MRS LITH 1.8 BERT, &
4% 6 R B £ TORPEMRRIZEH & 3 4940% T -
72ELWEL T A,

WeLLive 57 (3, BHEEBEREICLLND 1 mg/kg
L 2mg/kg REETHERL, FhFAOMPREDH
BT dose response %38, % 72K IHAH (8-phase)
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BEhZrh2. 38, 2.6 CHEMICERLLNILH
Stz BEL T 5,

RADFETH, BERAIZISITSH Netilmicin 75
mg, 100 mg 1 [EFFEROMAREIZIT dose response
MR N, Netilmicin 75 mg THMABREDHERE L
GM 60 mg DFLLLEE L {—FKL Tz, MmAF
BHRFhZhCETFOENRALN, SAERERAE LK
THLERRENVER X R LA, T3 lPREDNR
EREOL D FHTL—RBHH, KEMIIKREDL
LDEEZL D,

B4 6 BB £ THORPEYL XK T2, Netilmicin
75 mg £ 100 mg HiF & DEITHM20%DEN LI
#%, Netilmicin 75 mg & GM 60 mg HE L TRED
IZK960% ThH H, ZHRHEROBELITI—KL TV
%o

YUk, KAEIDOERFIEIHERD Aminoglycoside F
LIZZABET, HEH0D~ LR ChHRED peak
WL, HENTABE 5T, B ELEERKE L
T, BEHEOETRFHMINLDEEL LN,

L7ehd» T, > Aminoglycoside A& RIBkDETE
EREICR U CTRRDRVSPFTED2EATHL VL
5o ULU7ehit, Humeerr 55 . WeLLine 57,
Lurr 68 DWEITHHH LI, BEEBENEEIT
BT LIch - TRPFEVSVET L, BliPRELRE
BRRET 728, BREREAICKEATHILNENHLH
ATi3tho> Aminoglycoside A& @k, BIFROFREE
BFIE D7 DI E /L BB N E TH D,

3. KB

PRI SRR E 4 B, [REBRRIMAE 9 BIDF1BERNT 3517
HEERIIELHSL.6%, MEEMMRIZIHLHKSS. 8
%THDIRIIMETNEERVEBONI, 1BERAHFNIL
PUA SN DEBRBNAHL TR Y, & IHEKLHR
D EHEI N 2P E DITESET, 14 I
HRTR) 1TEANERRE CHEKEAML T, D1
Bl (BHEBEBR) SREEGLZH-> Tt ThbD
EBEBOFELEIRBINTHEAD L I LITRFHE &
AFBEREZEABND, AENDEHTH Netilmicin h
AR 1T 225 mg (75 mg x3) ZHEH L2
i3, TXTLIBFEARIE 150 mg AT Toh- 2, #H
MMt DAY CRABEAY P aeruginosa TihHH
A7EWiE, 18 200 mg (100 mg x 2) 7231 A
225 mg (75 mg X 3) DHEAXRE L TAHAINEHLDH
HEEZLD,

BIVERER, BRREBEORBEGNL 2 AILBDLN
720 1BIIERORBE UBRBEENRBHLNIZLNTH
B0, FEMDEBTHAZLREZNOKRBAELYD, %

TLLRFCERATH DL RBMELE. 72801
iz S-GOT, S-GPT o LANLLNTISH, KAID
FERRERBERCERL TS Z 205, KAICER
THRBEG THHEELLND, TNHLDERITE

fDER & BT, F£4, ), HEMERBI JURH
N1 AEAR EARK BERARLE L OEBEERR
DHENIEH 5 7o FOMITIIBITEELBIERL S 2
BUIh o 1ehh, RRSAERCBEECBEEELYE
4% Aminoglycoside AiZBTALNTHANT, #
HEIGEAREDRE THY, SREMEBMNTIIREITK
BAEEIUETH S,
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BASIC AND CLINICAL STUDIES ON NETILMICIN

YasusH1 UEDA
The Jikei University School of Medicine

ATSUSHI SAITOH, JINGOROH SHIMADA, MASAHISA OHMORI,
KOHYA SHIBA, TAKEHISA YAMAJI, HIRONOBU IHARA,
TosHIO HOHJO, MOTOFUMI SAEGUSA and TADASHI MIYAHARA
The Second Department of Internal Medicine,

The Jikei University School of Medicine

Basic and clinical investigations on netilmicin led to the following results:

MICs of netilmicin were in a range of 0.39 to 12.5 ug/ml, <0.2 to 100<xg/ml, 0.78 to 100<xg/ml], 0.39
to 6.25 pg/ml, 0.78 to 6.25 ug/ml and 6.25 to 100=_xg/ml against clinical isolates of E.coli, K. pneumoniae,
P.aeruginosa, E.cloacae, C.freundii and S.marcescens, respectively. The antibacterial activity of netilmicin
was comparable or slightly superior to those of gentamicin, dibekacin, tobramycin, sisomicin and amikacin
against E.coli and K. pneumoniae, while netilmicin was almost equal to these 5 antibiotics in activity against
P. aeruginosa.

The serum concentrations of netilmicin following single intramuscular doses of 75 mg or 100 mg to 3
healthy volunteers peaked at 30 min-1 h with the mean values of 6.3 xg/ml and 10.4 gg/ml, respectively,
and then decreased to 0.4 gg/ml and 1.2 ug/ml, respectively, at 6 h. The respective mean serum half-lives
were 1.4 h and 1.8 h. Urinary excretion rate of netilmicin during 6 h after intramuscular administration
was about 60% in the former and about 80% in the latter.

Netilmicin was given to a total of 13 patients, 4 with respiratory tract infections and 9 with urinary tract
infections. Clinical response was satisfactory in 11 cases. Bacteriologically 10 out of 17 causative organisms
were eradicated. Tinnitus and elevations of S-GOT and S-GPT were observed in 1 case each during the

drug therapy.



