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1) HEREOBEREDMEBROAM & BHM 2 BIC OV TR/ NERTILRE (UT MIC £8) %
BEL72. S.aureus 22 B3 4P 1.56 #g/ml £ TT RENMEIEZH, S.aureus FDA 209 P 0
MIC {3 <0.2 #g/ml T, Gentamicin (LI F GM LB%) & LIz Th- 12, P.mirabilis 108k
Ti3 peak (3 6.25~12.5 xg/ml {ZLbntz, P.aeruginosa 128 Ci3 peak 3 6.25 pg/ml Tk
b, GM ERX[ A RTHD 1 RA b7z, BEHEE P. geruginosa NCTC 10490 ¢ MIC &
12.5 #g/ml Th- 12,

(2) Netilmicin 75 mg %5 TI0DHITHH L 72 2 PIORMADETEREL 0.9 #g/g & 0.4
#g/8 THY, MSTHMBEFREIZNTN 7.4 #g/m], 2.4 pg/ml Th-7,

(3) EEPRIGRRIZ 7 MIITRIEL 72, REEESE 24, SHETRA 24, wEEAL 2 5L BHEIL
HHERSHEBE LA ThH- 72, BMIRRBEIIESI 4R, B2 14, 20880148, ®PH1ATHHE
B - BRADE B YRIIBS Th- 1o

(4) FRARBEALU7- 7 BITi3, BRRERE BHREZIUHD, f2L B2EL BFRLBbh

Db DL BIIeH» 720

1. FUL®HIC

KEy 2 Vv 7HT S Shic Netilmicin ix, Sisomicin
DIRDT7 I 7 E2xF VL TELNBELBRDFLINT 2
/B RMENETH Y, B—RASLDLIS,

FRD B, Eads L BEEERRTIE, Tk, TS
BEBT AREEOBN T LN BRINTEH Y, THE
NH->TIR7 7 nBpiE, 77 nEaEEICHL T, GM, AMK
IILEY 2 B R »B 13 5 h T3,

R41345EZ D Netilmicin OREL2 52T, HREREKREE
TORH 2T MELBHOTXDOREREBRET %,

2. EBaREt

D A

D BREEK

BEBRED B EIRR D MERR6ARR & BRYERR 2 BRIZ DUV T
{CEBRE R W > CTE D MIC Z2RIEL 2. B
FBITHEL 72812 S. aureus 228k, S.epidermidis 6 ¥%,
P.mirabilis 108k, BED 52T L T ig\~ Proteus 8
¥ & P.aeruginosa 128k, E.coli 3%k, Klebsiella 3
BRICEHR 25 Ch 5o

i) F &

FBERICE N EROEX LV SV 4 743> CRBD
T 37°C T—HiE# L&, Netilmicin NEHFRKRFIZ
EBETH N~ 4272~V 3 YERRIEW (RI) T
{1rv7705— (EARME) ERALTEBLR. #
RERFERERL L, NREC GM 2RAT, 18
BRI THE L 720

i) m &

S. aureus 22Fki3 48 1.56 pg/ml ¥ TTHRELFEIE
XNz, EYERRD S.aureus FDA 209 P o> MIC (3
<0.2 pg/ml ThHH GM LEVBR#ETh-72 (Fig.
1),

S. epidermidis 6 BRIZ DT 28k 1.56 4g/ml %
TTHRENMEIEZN, GM L 3IT AL BETH-72

(Fig.2),

P.mirabilis 108k T 3% MIC ¢ peak I 6.25~
12.5 pg/ml LR 6N, ZhFe GM Li1213AL pat-
tern # 2L 7z (Fig.3),

REDFET LT 7\ Proteus D hilid 100 #g/
ml DU EDmER RS S DOMRBDLNIA, TNLDI
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Fig.1 Sensitivity distribution of S.aureus (22 st.)

to Netilmicin

%
100 +

50

=0.20 3.13 100 #g/ml

Drug M I C(ug/ml)

<0.20(0.39)0.78 | 1.56 | 3.13| 6.25[ 12.5| 25 | 50 | 100 | >100
NTL| 2 | 1| 8|11 |
GM(4]|2]2(13]1

Fig.2 Sensitivity distribution of S.epidermidis
(6st.) to Netilmicin
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Drug:

GM iz %L T3 >100 xg/ml D% ;RL7: (Fig.
4),

P.aeruginosa 128 Ti3 peak (3 6.25~12.5 xg/ml
THhH, GM & >100 u#g/ml DR XttE% RTHRHY 1
WAabNz, BUEKTHSH P. aeruginosa NCTC
10490 iz #44 5 MIC {2 12.5 #g/ml T - 7z (Fig.
5o

E.coli 3tRiZ 3 5 MIC i3 Zh ZTh 0.78 pg/
ml, 3.13 xg/ml, 6.25 ug/ml Tz Y, Klebsiella 3
BRTI3 =<0.2 pg/ml 2318k, 0.78 pg/ml A28 TH

Fig.3 Sensitivity distribution of P.mirabilis
(10 st.) to Netilmicin
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Fig.4 Sensitivity distribution of P7roteus sp. (8 st.)

to Netilmicin
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Fig.5 Sensitivity distribution of P.aeruginosa
(12 st.) to Netilmicin

7
%

1004

50

=0.20 3.13 >100¢g/ml
Drug M I C(ug/ml)
<0.20{0.39]0.78 | 1.56 | 3.13 [ 6.25 | 12.5| 25 [ 50 | 100 |>100
NTL 6 | 4 1 1
G M 61411 1

MBEZDONTIBOZE <HML, METIHL 2.

B oWTid, Wl Eh Bk 12 FRL T
ATTHMR EL, Zhil pH 8.0, 0.1 M BEREMK
#1ml nx CHEHEMBEHE (AEAY T
772K~ XL EHITH0DEMEEL, ThEBERL
B (ABER) 12T 4°C, 10,000 RPM, 20 7 B &L
L, kEx L TRIRE LT

b) RRELOLPILEDFF%E

BEBITIT B. subtilis ATCC 6633 NIFfar AL,
BREEN 1R H72 04 107 cell/ml & 725 X HIT
gL 12,

c) HRBEOFHE

Netilmicin DEELE% pH 8.0, 0.1 M BEEEHR
IZHAMR LT 1,000 p#g/ml Chifi) o 8Bk fED,
Nk 100~0.1 xg/ml D 2 LFRRFZVER L 720

d) BRFRDOEREAE

Mycin assay agar (Difco) # 4L5@ D IZYER, #3955
C IKHHLTREREEZMX 77 2F 9 77 ¢ AKXV %
—uviz 21 ml ARTEELLT, ZHIKREREA 0.05
ml L7¢5 X 5 71NLEED, ZONLRICRIKELT
ICHEREFRE» AN T 37°C T18~20RMiT &K E LN
rePHIEAEE 2 ¥ 22 BWTRIEL 72,

i) Bk (RHETRE)

Netilmicin 75 mg E57E#% 304 THHL 72 RHN~D
BATIE K K# (30 kg) : 0.9 #g/g, MKH (50 kg) :
0.4 ug/g THH, METH MEPRERILhZN 7.4

ug/ml, 2.4 pg/ml Tk 7z (Table 1),

Table 1 Concentration of Netilmicin in tonsils
and plasma, 75 mg of injection (i.m.)

after 30 min.

Case Bodyweight!| dose Concentration of
(kg) (mg) tonsil plasma
(#g/g) | (u#g/mb
K.K. 30 75 0.9 7.4
M. K. 50 75 0.4 2.4
3. B PR RL

FEERPAIE 7 BT - 72 (Table 2),

Table 2 Netilmicin clinical

Age Sex B(ngV> Diagnosis ; Isolates D(o;agg)e
1 K.Y 24 M 56 R-Peritonsillar abscess ?VB?SI;’?‘“" g;g‘;ﬁg‘;ﬁ%’;‘;’fs 100% 2
2 H.F 9 F 28 L-Peritonsillar abscess Group A- S. haemolyticus 75% 2
3 E.N. 20 M 59 bs. acute parotitis 75%2
4 M. N. 18 F 49.5 bs. acute parotitis 100 % 2
5 K.T. 42 M 62 77] periodontitis 75X 2
6 M.O 37 F 51 L6 periodontitis 75x1
7 y.m. | 23 | M | se | geute exacerbation of g opidermidis 75x1
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KRR TIIRAEEEE 25, SEETRA2H, &
B 2 #, BHPILEFERSHHBELINT, TOHE
REFIEL 3H, Bh24, LAY LA, KY 1A
Tdh-1

ABE « AEDJITIE, ABRIBEL2H D 3T, 4%
BRI TIEL 2D 4RI ThH- 72

5 Hkiz 75 mg 7203 100 mg ¥ 1 H2E & &
CTHRETAZELZRAE LD, ARBREOAITIER
EOFAZLY, RUL IALIEADHELLIZLNDL
Hotze UTIEAGEOERBENERLZ RS,

CEM1) K.Y. 24 B
2WE . ERAEERS

ERACHLUNCER . 5 BATL D 39°C DREZ 5
SEfR7S LU TS D TkBE. ARAEEIZRECAE
fRL, RFELEET, BRREIBBETHDA TN,
Eb 12 AR+ L ¥ T Netilmicin 100 mg # 1 A 2[H

(# - %) & 200 mg & HECTHREFL, 3BEICF
AR 72, ARRICERDEL CBRU D TEHE
HIELTZ. TeABENLSLDERRTISE ARE S. hemoly-
ticus(+) Neisseria(+) a-streptococcus 1% RHLN
72o

CE#2) H.F. 9F117A %

2WE | ERLEERY

FER7 H UNTRER - 49 1 BT L D THERRE, YT,
WTRE, R#HDEEFABRIIRZT S LEMOK
L7, 4f%2,

w2r, ERAEEGEL BRL, RERETH
D, RBOZERNT L Y EH2EEEEL 720 TE LI,

studies

Total :

doses | Response esf]f(iit Remarks
(mg)

1,500 | excellent| —

675 poor —

audiometry performed

675 | excellent) — no hearing loss

audiometry performed

1,500 good | no hearing loss

300 | excellent| —

225 fair —

audiometry performed

375 | excellent| — | - hearing loss

e % X 720 ABZIBEASEL XS & & 2 b N7 SRR R
DIz T INEET A Z& &L, Netilmicin 75 mg
#1HA2EHBET AL L LI, BREFIDOMBERE T
(& B3 25,200% 3K 2 720

5 ARESELC1H 20 75 mg $ONHELRYE
L7248, RskEBEOMERERE T, FIBHAIL bR
HOPEMOR RO EAE R TROEHE L, B
ENRER, KRDOHETESN Th D AR S. hemolyticus
WEAHLDEHBALR, ZORIRMENT XD 2 TaE
L7288, BRIEEL 72,

GEM3) E.N. 204 5

2Wi% | et E TIRR
FERLUCER : 4 BRTL YV E FREOER X
TrHUBERL, BEHIC ARSLDTIETS L
L, Netilmicin 756 mg 1 5 2[@ (& - %) # 150 mg
PHEXTREL, BT, HEEE4 B4
RBETREBOMEIIAA EHRL IO TEHE L §
ERBAAOBHEICIZERRBHLN/D - 12,

(fEfl4) M.N. 18F %

L% . Wtk LB E TIRA

JER7: HGUNZER ¢ 2 BRTL D OME TR,
ZREE 39.4C WRERBTYEFRITKE. BELICAK
U, Netilmicin 150 mg 1 H 2ED HEXEHL
720

B4 AR CHE TREOMEIRIERL, FHIHL
ROTEHEHE L. HEEBIIAOBHRE TR
BRBDHLNIcH - 120

GEMS5) K.T. 424 B

2 7] wEEA

RS NCEER ¢ 1 BT D DEEROERE
71 WNORR, ERE &L TRRE, #FKIZT Netil-
micin 75 mg # 1 H2E 8« ¥ & 150 mg # HHEL
72o 2AMFZEL T, 3 BBEIIIERAERLINTE
BEHEL,

CEM6) M.0. 374+ XK
W% L6 wEEL
FER7GUNTIEE - 3~4 HElin S EER™BEL L6 &
I DRERS D T EBEL 72D T, #%iCT Netilmicin
75 mg #1H 1E3 BMBEL. BB FELRS
JERIZRRER L 7D TRRERI L LI,

CER7) Y.H. 23+ 3

W% | ERUPIL R E R S B

FRAHUNWER - KkBETL ) EERE RebicredHRk
Bz, AARGHEEICC 75 mg % 1 B 1 EgEL TERYE
L7,

WLEDOER TS S. epidermidis H I Nize T
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mg HES BEICRERIEIEL KBPLIcDTELHEL
12 TSTERMERTERD BH&IZIZ REIR B bhvich o
720

4. Bl fF B

BREROEIE 225 mg »»5H 1,500 mg ¥TT, M
BRE, EILFREZRELBLEATRVWTNL RE
2RDIcH» 720

B ORREER 2, 3, 5 D3IFNTEEL, WThi
KAUE OB THHBDORB LB h 120

5. & =

Netilmicin {3 GM, SISO, TOB, AMK 7: & & [@k&E
BOHEHEET A5 7 3 7 RERRTADE TRt
T AR TiIE AAC3), AAD(2Y) 7L EILBHTH
AEIN T2,
bDhbNLETRD L 5 ICSPHEBRE S MBI T 5
KA LU GM » MIC 2#REL 72, FDOERML
eI GM RIS N2 E3ME R4 2 L3
Kighotee LorL, 852600 RIGERESEASHH AL
BRA7IFE1LA 1 BEREICBIT HHFEY > KP v
sV T3 GM fitite Serratia marcescens %> Proteus,
E.coli 70800 KEIRFMEDOBKRD £ HEINTIRD,
A% I3 ETOBERALBEFEENIDITTH 5.
LURHEBICHER T 2 B A3 X DRFTEG~ OB

DRI E 7B, BHMEBNBT T 75 mg 1EEE
3024 T 0.4~0.9 pg/g DEBN BLN T, B’E
BOOLALATEXBITESBENEIZE XSV,

BRRMET T3, 7HNCER L 2BRE R 7208, EX)
44, BRH1H, oE 1A, WK 1AT, BB
REENBLNI2EDEISEHD LA, FIERKRDL S
74, ABILITERAZEMLIZ LT, HbiedhTHD
HERREFEi 2 L7\ e E XL DRETH Do

KENIBHEM, BHFUELSERNT =/ BERRINEYD
B LENE IR TI), 4ERSHM%IEIREY
LB rzbhbhDERAICISTHALMAEE AL, i
Wh ELKRBWERE B DN A bDIRALNI -T2, &
Q7 = 7 BEERRAEME O EHEHEIRREDER 2
BAya5e, BLEER2ETAHLIATHDHLY, FEID
E#HMEAEVEW ) BEIZAWICKREZ ARELDHD
5He ELIXHFEANDBIISHIIYS> Th, ZORKFE
LWEAIEWS ZENRHED X HITE S,

X 3

1) %26 A AL EREFSHAAZRRSE FRY v F
v » “Netilmicin” 1979

2) FMER : REWR O BRBTRERERICBET 5 5K
Hptze— & i BAERBFEROBBREFICE T 28
— AMAESH29 : 491~511, 1979
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LABORATOTY AND CLINICAL STUDIES ON NETILMICIN IN
OTO-RHINO-LARYNGOLOGICAL FIELD

JuN HONDOH, SHUNKICHI BABA, KENJI WADA
TsuToMU HATANO and KANETAKA MURAI
Department of Oto-Rhino-Laryngology, Nagoya City University Medical School
(Director : Prof, Suunkicur Basa)

TAKESHI MARUO
Department of Oto-Rhino-Laryngology, Shohwa Hospital

From the laboratory and clinical studies on netilmicin, the following results were obtained.

1) Activity of netilmicin was determined by the two fold plate dilution method on 64 strains isolated
from pathological materials in our clinic, at a concentration of 1.56 xg/ml all of Staphylococcus aureus (22
strains) were inhibited its growth.

Against Proteus mirabilis (10 strains), the peak of MIC was 6.25~12.5 pxg/ml.

The MIC value against Pseudomonas aeruginosa (12 strains) were 6.25 gg/ml, as same as GM.

2) 0.4~0.9 pg/g of netilmicin were detected in tonsils 30 minutes after intramuscular injection of 75 mg
of this drug.

3) Seven patients with bacterial infection have been treated with intramuscular netilmicin injection.

Infection included peritonsillar abscess (2), acute parotitis (2), periodontitis (2) and acute exacerbation of
chronic otitis media (1).

Clinical response were excellent (4), good (1), fair (1) and poor (1). Undesirable adverse reaction was

not observed and no abnormal laboratoty finding and audiometric response occurred.



