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FEART = 7 BEKRADE Netilmicin 120WT, HED, KRINHIE, BRIELE ¥ RE
U7eo ERIRIBED P.aeruginosa 532FRIZx 3 AHEHIE, MIC A3 6.3 pg/mlilE — 2433 T,
#980% DRI 12.5 ug/ml LT Th 72 BEBF 6 2T, 75 mg 3 LU 100 mg FHEED 1+
BEII30MNIE — 7 33 » TENTNFE 5.6 pg/ml 3L 8.2 pg/ml Tihorleo REHEMEKIZ6
REETT ZhZThFEN.2%KLUT73.5% Tho120 TIIZ 15[ S L1766, Vd i3
10.51 3110 10.2 1 Tho 172 Cmax, AUC CTHEIWZ BEEMBEHHN, dose response ¥ 7x7
B TH - 720 KRETRBBAREITI - 1203 BB e b5 720 25 PINRBRYEBFITEKAZ 1 B 150
mg F723 200 mg ¥®EL, TOERSREY L7z EH140], BHHIH, LR2BFH1IH, K1
WThoreo BIEAE L TEFAELRN2H T, WTHLBEETHY, TOMITIT, BIUREIIR

DI 120

F L ¥

Netilmicin 1%, *Ev - V¥ 740 BREL Iz 7 3 7 Bk
FIEWR TH bH, Sisomicin D 161D 7 3 /&R = FM{LL
THRONBEEEMETH 5V .. KA\, HEEAICET 5
PR~ DRERMED L FEME, BEREESLZOETEORK
BE2b-oTW53.4,

AR DOHES, HHBIRE, NRBREICH T 5EEKDHRL
ERDVTRF 2T LS D THRET 5,

28, KB72® Netilmicin 1L DW\WTiE, Ty 72 B A&
(R) L REINTBIDTH B,

;] &
I.mM&E H
A RRBT R A M MARTI978E4 AL Y,
19794E3 AE TIZ, BEREL OO REHNLS B5N7
P.aeruginosa 532 BRIZDOUT H ARG SRkttt vk

2RV, AR W€ Netilmicin @ MIC # JlEL
720

BRI 108/ml DLNE Az, s, MEL
L T Gentamicin {ZDWTLRIEX T - 720

I. KINGER L UBRAR

1) NI IUBREHEB

6 ZOWRMAFHF volunteer (FER21~27F, ¥
22.5%, H& 160 cm~177 cm, ¥ # 168 cm, {K@E
57kg~80 kg, ¥ 65 kg) IZKAI 75 mg 35 LT¥ 100
mg % 1[EFHEL 72 R OBRIIS & OPEM % 772, Cross
over TfT7e\y, MREANMEIZ 2 :8M[ ¢ wash out MHHF
Bxds\roe TIMEAT, 4, 14, 1, 2, 4, 6RERITIT
W, FRIRIZ0—2, 2—4, 4—6REEIIFT 5720 7idS,
g1, 1, 6BFMICIVT, MEME (Rifnkkk, Hb,
Ht, /s, GmBRE SmRSE) & mikt i



72 CHEMOTHERAPY

NOV. 1981

) ¥ & (GOT, GPT, Al-P, BUN, Creatinine, Na,
K, Cl) s IUBERER (EIT, F8MEERE, F5
Wk L) DREYBRAREBNE L TUTE- 72,

2) Netilmicin BERIEE

Netilmicin &HRED RE REEFL, MEHE L T
Bacillus subtilis ATCC 6633 tk%x A5 HEREFRF 4
R 7 EIC L otz. BB EHITIE, Bacto Antibiotic
medium 5 (Difco) pH 8.0 # M\ 7z, EHMRIZ, t
r 77—k, pH 8.0 MEGHE R CHERL, ThZTh
DRIRITISUTHEA L2, Rid, pH 8.0 HEREE R T
1075 LA EIZHFRU CTRIEL 720

3 EFHBERIT

A EFIZ D\~ T one compartment model % Fu»
T, 32— 2L BRI EITE- 12

I. & K

19784 5 A X D 1979%11 A % TIZZ2 L 72 IR &
FE2BHUZ DT, Netilmicin DFRORET 2T 720
SERI IR B AE 3B (RHRR 1A, SHEREIR
14, BHAELRLD, SHBEERLH, REER
fE214] (AR 136, Brepite s fl, SHELE
R3BD THb

ERDESZ, 25~78F THY, HAIZB 6B, K19
2 THD, 2PARBETH- 2, BRKR, ORBILE
DEBENHDBENBAL TH- 12

KRDFEEFEIE, 18 150 mg LU 200 mg %
2E AT CHARRSZRAL L, RERER, 38
~11HT¥H - 720

WEMENRER, MEENNREBRYRTHIZ.
MR, RET L D OREDEZEIZ L DTS
Stz WRBRRYE TIZ, WED EFILY BRHIN
rER RN, BREEL BLVEOLD HEITIZ
Normal flora & L7z L#L, BAGDISBBIEELH D
BREIZ L D ZhpREZINBATE, EOREBTHE
L1ze REERENHAIZ, BHE BERY, BELREL
HER, BERADS B THELR, /i, BRHBEIZD
\WCig, Netilmicin 7 ¢ 2 7 REMELITIL- 72,

BEERSDRDOHERR, HUOREROKELELERELL
T, #%h, Bzh, O°FH), EHDOLERELL.

KRB GA04T, MmEKRZE (RBC, Hb, Ht, WBC,
fhR7s &), FriégesE (GOT, GPT, Al-P 7pl),
Biepie®r (BUN, Creatinine 75&) % 177c-72, ¥
1z, 13BUTDONTUR, KEIBRFFIETH -V 4 77 all
LB HRERITI 72,

L 7

I. & D
FEER B 532 kD P. aeruginosa | X435 Net-
ilmicin ¢) MIC # Table 1 {Z 7/ L, Gentamicin &

Table 1 NICs of Netilmicin and Gentamicin against 532 strains of P.aeruginosa

No. of |_ MIC (ug/ml)
Drug strains
02 | 04 | 08 | 16| 32|63 |125| 25 | 50 | 100 |>100
Netilmicin 532 2 3 3 89 231 96 20 6 8 65
Gentamicin 532 1 5 6 217 135 38 10 1 9 57
Fig.1 Cumulative susceptibility of 532 Fig.2 Correlogram between Netilmicin
strains of P.aeruginosa and Gentamicin
% MIC (ug/ml) P. ueruginosa
100 100 21|11 |1|3]s6
100 1 1|2 4
/ 50 1|13 1
o—— Netilmicin - % 7|0]2 !
e--—e Géntamicin E 12.5 16165141 1
50 Z 63 1|1 |17 183|561 7 1
4
3.2 11 (31f42|9]4 1
1.6 113411
i 0.8 3
A 0.4 2 1
— 021 |1
0.2 0.4 0.8 1.6 3.2 6.3 125 25 50 100100

MIC (ug/ml)

0.2 0.4 0.8 1.6 3.2 6.3 125 26 50 100>100
MIC (uo/m!)

(lontamicrin
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H# L7, Netilmicin {2 6.3 g#g/ml (T €= 20 H»
T, 2318k (43.4%) 3L, #980%A 12.5 ug/ml LL
FiZh-720 UL, >100 pg/ml &L DH658k (12.2
%) BHHN12, Gentamicin (3 3.2 pg/ml (T E~2
b, 2178 (40.8%) % L @, Netilmicin (TH
~N, 1Bz E VBT Ho7ze MIC O RBEEIRE
Fig.1 {2, W#&N BEX% Fig.2 (TRL72. KELDD
BRANTHEBEZ KL T,
1. RIREEI LU BEAR

Netilmicin 75 mg, 100 mg 1 BEIFFFEH D MARED
WERE SR % Table 2, 3, Fig.3 {Z;RL72, 75 mg T,
6 2FHETIE, 157 4.1 ug/ml #/RL, 303 TE~
7% 5.6 pg/ml L7¢h, LI WiBL, 6RET 0.58
ug/ml THo 12, 100 mg Ti3, THhEXh 5.4 #g/ml,
8.2 pg/ml, 0.94 pg/ml Tihotze 7235, 1REHEITE
— 2 03h-12b DL HH - 12,

Rt #EE 3, Table 4, 5ZRx L7, 75 mg T,
b BEFIT 0~ 28I T 250.3 pg/ml, 2~ 4 BT
56.7 ug/ml, 4~ 6REMET 42.3 ug/ml THY, Re

Table 2 Blood levels of Netilmicin
(75 mg, IM)

Time after administration (h)

Dose | Volunteer -
0.25 0.5 ) 1.0] 2.0 ] 4.0 } 6.0

4.2/16.3|5.0(2.5|1.5]0.53
3.815.0/4.2|3.1/1.8,0.71
3.8|5.4|3.8|2.5]|1.45 0.48
4.2163(5.0(2.1|1.4,0.5
3.4/14.7/54,2.8/1.0|0.48
5.0(5.6|4.2|3.8/1.8/0.78

75 mg

T OO W >

»

4.1/5.6|4.6|2.8|1.5/0.58
S.E 0.2/0.3/0.3/0.2{0.1/0.05

Table 3 Blood levels of Netilmicin
(100 mg, IM)

Time after administration (h)
Dose | Volunteer

0.210.5/1.0 } 2.0 ‘ 4.0 6.0

50|7.1[7.8|4.5/2.10.72
5.2|85|544.1|2.6)0.98
5.0|6.8/5.0)3.82.4|0.8
5.6|9.8/87|58(2.9|1.2
5.819.2/6.3/3.8|2.4 0.72
5.9(7.8/6.0|5.8/3.4|1.2

100 mg

mEm g O w e

»

5.4 18.2/6.5|4.6|2.6|0.94
S.E 0.2105/0.60.4]0.2|0.09

Fig.3 Blood levels of Netilmicin

(ug/ml) VS x 75 mg

9.07 - o——100 mg
] N=

8.0
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6.0
5.01
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3.0
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1.0
0.0

5 6
Time (hour)

eIz, #hFh44.2%, 20.5%, 6.5% Ch -1z
100 mg T, [Reb AT 0~ 2#FC 353.3 ug/ml,
2~ 4R 8 T 164.2 pg/ml, 4~6HE[H T 78.3 ug/
ml TH Y, Repgeitkiz, zhxh 42.2%, 20.9%,
10.4% Th 120 6B E THORFPPRMFIL 75 mg T
71.2%, 100 mg <T73.5% Tdh - 120

¥R Table 6, 7 (TR 2, Tl
75 mg T1.0~2.2 hr. ¥ 1.5 hr. 100 mg T 1.3~
2.6 hr. 1 1.7 hr. T o745, BAZEHNDLRLEY
bhtze Vd, Tmax 3EBLUNMETH -7, Cmax,
AUC BMlBIZHEEE (t BE, p<0.05) 23EHoh,
BB ST IUT D MAREICONT L, WRHIEEEL 5
h, dose response *7xL 7z, Netilmicin ¢ Z&E A%
DEENT, BERKREMBEOHB % Table 8 (TRL7:7,
KARFICERTHEBOND L) LRBRIEDH LN
Mmole 126 BNOWTHILLERERDBREIZIZRD
nNimo72,

. RN

&l « DFEPNTDONTO %% Table 9 | TR 72, 4
Bi2613, FEREPHEDTRB LAY, BIRDNBDOHENL
BrRéf L. E72, ZWIBIBS L RYEIID RS RE
Table 10 TR L7z, 2MERAR, BMEKEXR, 2kl
MR, SHBEBRA TIL2ABENTH- 72, FEBRIE
Pi21ph, EsD148), BE)6 B, Mah 1 B THERS. 2
% T H~12e 150 mg RGE 12005048, Hi7
#l, b1, 200 mg REBI3BFELLION, FHi)2
Bl, RRFH1BITHY, 200 mg BHIEDRN L) -
720 EIEBSWIFER), BN 23FTHD, Hihwit
92.0% Td - 720

MBS 55823, Table 11 TR L7z, AMERAD 1
B3, S. aureus SR I N, WELIZ, AKE LA
D 1B, P.mirabilis R INA, BRETH-
720 REBBERAET, E.coli KB INIIERNT, 134
TRLZL, 2P EELR, 04, K. prneumoniae
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Table 4 Urinary excretions of Netilmicin (75 mg, IM)
Time(hr.) Total
Dose | Volunteer 0—2 2—4 4—6
mg %
Concentration (#g/ml) 112 21 27
A Urine volume (ml) 315 660 170
Recovery (mg) 35.28 13.86 4.59 53.73 71.6
Concentration (uxg/ml) 310 32 16
B Urine volume (ml) 100 570 215
Recovery (mg) 31.0 18.24 3.44 52.68 70.2
Concentration (xg/ml) 340 92 65
C Urine volume (ml)* 80 215 55
Recovery (mg) 27.2 19.78 3.575 50.555 67.4
Concentration (xg/ml) 210 60 54
75 mg D Urine volume (ml) 185 215 125
Recovery (mg) 38.85 12.9 6.875 58.5 78.0
Concentration (#g/ml) 280 64 49
E Urine volume (ml) 130 175 95
Recovery (mg) 36.4 11.025 4.655 52.08 69.4
Concentration (xg/ml) 250 72 43
F Urine volume (ml) 120 230 145
Recovery (mg) 30.0 16.56 0.235 52.795 70.4
Concentration (#g/ml) 250.3 56.7 42.3
Mean Recovery (mg) 33.1 15.4 4.9
(Recovery rate %) (44.2) (20.5) (6.5) 53.4 71.2
Table 5 Urinary excretions of Netilmicin (100 mg, IM)
Time(hr.) Total
Dose Volunteer 0—2 2—4 4—6
mg %
Concentration (xg/ml) 185 120 100
A Urine volume (ml) 210 195 125
Recovery (mg) 38.85 23.4 12.5 74.75 74.8
Concentration (xg/ml) 215 120 62
B Urine volume (ml) 240 175 125
Recovery (mg) 51.6 21.0 7.75 80.35 80.4
Concentration (xg/ml) 370 130 62
C Urine volume (ml) 115 150 150
Recovery (mg) 42.55 19.5 9.3 71.35 71.4
Concentration (zg/ml) - 350 120 56
100 mg D Urine volume (ml) 130 155 185
Recovery (mg) 45.5 18.6 10.36 74.46 74.5
Concentration (zg/ml) 620 340 110
E Urine volume (ml) 60 60 100
Recovery (mg) 37.2 20.4 11.0 68.6 68.6
Concentration (xzg/ml) 380 115 80
F Urine volume (ml) 100 145 140
Recovery (mg) 38.0 22.475 11.2 71.675 71.7
Concentration (xg/ml) 353.3 164.2 78.3
Mean Recovery (mg) 42.2 20.9 10.4
(Recovery rate %) (42.2) (20.9 (10.4) 73.5 73.5
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Table 6 Pharmacokinetic parameters of Netilmicin (75 mg, IM)
Ka Kel T 1/2 v Cmax Tmax AUC  |PlasmaCl Renal Cl.
Dose | Volunteer |y | vy | () M | (ug/mh | () | (ugh/ml) | (ml/min) | (m]/min)
A 3.8 0.57 1.2 9.3 5.8 0.59 14.1 88.4 63.5
B 4.9 0.34 2.0 12.8 4.8 0.59 17.2 72.5 51.0
C 4.6 0.47 1.5 11.9 4.9 0.55 13.4 93.2 62.9
D 3.6 0.66 1.1 8.7 5.9 0.58 13.1 95.7 74 .4
75 mg E 21 | 070 | 1.0 | 8.2 5.3 0.78 13.1 95.7 66.3
F 7.9 0.32 2.2 12.2 5.4 0.42 19.2 65.1 45.8
X 4.5 0.51 1.5 10.5 5.4 0.59 15.0 85.1 60.7
S.E 0.8 0.07 0.2 0.8 0.2 0.05 1.0 5.4 4.3
Table 7 Pharmacokinetic parameters of Netilmicin (100 mg, IM)
Ka Kel T 1/2 v Cmax Tmax AUC |Plasma Cl. | Renal Cl.
Dose | Volunteer (h) (h) (h) 16 (pg/ml) (h) (zgh/ml) | (ml/min) | (ml/min)
A 2.5 0.53 1.3 8.6 7.7 0.79 21.9 76.0 56.9
B 4.0 0.43 1.6 10.6 7.2 0.62 21.9 76.0 61.1
C 5.0 0.36 1.9 13.1 6.2 0.57 21.2 78.6 56.1
D 3.3 0.42 1.7 8.1 9.1 0.72 29.4 56.7 42.2
100 mg E 3.8 | 055 | 1.3 | 9.0 8.0 0.59 20.2 82.5 56.6
F 5.3 0.27 2.6 11.6 7.3 0.59 31.9 52.2 37.4
X 4.0 0.43 1.7 10.2 7.6 0.65 24 .4 70.3 51.7
S.E 0.4 0.04 0.2 0.8 0.4 0.04 2.0 5.1 3.9
34, S.marcescens 1, C. freundii 24, S.au- micin& # 7>, Gentamicin (Z}~XT, 2% AR

reus 24, S.faecalis 14, E.agglomerans 1Hh5,
B X Ntzhs, S. marcescens 1 BINEARE Th - 1284
3, 2PIME L. Zhb Dk, 115 T Netilmicin
N7+ 27 BRMETIL 120, 28#H ThH- 72,

BIfERE LT, BESSMAOKELFRAIENL 2 6
ZRHLNH, TOBERIBRETHY, 24& bkt
BEAHETH - 720

KRG FIRIC B L 72 A — ¥ 4 27 443 Table 9
R TmL, WTh b ROEE L, EFEBEOH
ETH-72

x -3

Netilmicin 3, /D 7 2 7 B4 hRAME & Rk
WCIEBIE A <2 rv2BL, E.coli, Klebsiella, S.
aureus \Zx$L-CiZ, Gentamicin L) EN5E Vbh
TN550, UL, P.aeruginosa 35 L1 Serratia
{ZX L Tid Gentamicin L), RRLF V) B
bbHo Bal3, BERAMNS32KES D P. aeru-
ginosa {ZO\C 108/ml R T MIC #58~, Genta-

Thotehs, WDBELFL ThHS, SEMMEHKRD LE
M BHOLNT. FINEHET $H5 Sisomicin (2D
WTHE, 4 (3BRIZ Gentamicin L 0, 22 FNhDR
BEBELZNT. ThE D AT, KiNE, P. aeru-
ginosa X35 ME D, Sisomicin L 0DEHLNDT
H5%o

Netilmicin DIKN BE%, MERAFRF Volunteer
6 GITOWT, 75 mg B LYV 100 mg 1[EFHET, #
NEITI -T2 MAPEREDE — 7 ED, WTh 3051
-, 75 mg T 5.6 ug/ml, 100 mg T 8.2 xg/ml
Tho1ze TOWER, REBIIETFELH S, To-
bramycin® £ Sisomicin? DL, (JITHTLDMET
bbHo ZOWEMBLY Bl L7z T 1, FHT 1.5
hr. LU 1.7 hr. THY, LOBED L—KTHHK
BTHY, BAEVPRHLNIZ, ZHIZ L3, Sisomicin
LA TH-72h, BEEL D ARBEFINLDRNDE
NHAHDTIIIR L Exbhiz, Cmax, AUC T/
BREBOMIIEREENBDLNIZ, T2, SEEETHOR
ETH, §XTH KR SEBICHEEZN Ho T,

dose



1981

NOV.

CHEMOTHERAPY

76

(ponunuog)
6 8  00L| 001 0L 8 | 66 00l 8 | 66 00T OOL| 66 66 66 | 20 66 66 0
0V 0v ¢y v 0V ¥ v TF ¥y [9E 6€ 0 g€ 8y 0% 6€ ¥ 87 i
o/l 86l | T 0¥l 6T | OFL  OvI  SEL| O¥I  OFL  OVI| OFI T¥T 0¥ | &l WL Ty ey | @
80 80 80 [8'0 ¥l 6'0 80 80 60 L0 9°0 L0 870 80 80 [8°0 80 8°0 [(Ip/3w)surunieali) MP
9Ll 8L ¥ST €l el 671 |6'¥1 ST PLL 0T €91 9T |L'61 €U e 107 981 202 ap/Bwynng | 3
9 §9 19 0’6 L. 88 S 8¢ 9 [0¢ 05 TS g8 &8 ¥8 9 g9 €9 dw | &
6 L u |61 . g | g @ |z 9% 9|6 @ 6 |2z g 8 149
12 s s | & s s | 1€ s S |6 08 % | 2@ 9| € & 0 109
¢ 2 ¢ |8 v .« v v 9 lz 9 € |t 1+ 9 |lv g ouoly
o 1¢ & |2 s . |9 e s | e e ¥ | T 8 8 | 02 12 62 &1 Au 8L
€ ¥ 9 | 1S L6 . | 09 ¥s Ly | S¢ 05 1S | 9% 9 Ly | 8 95 €S 895
s 8 6 S o « |6 8§ 8 o 8§ 6 |S 8 & |8 o g s
vy s oz |v 1 .« |1 1 1|1 ¢ 1|0 1 1|6 v L og g
o o 1T [0 o0 « |0 0 0|0 T gz o o o |1 o0 I eg g
00E°S 00T'F 00L°S (002'8 000°L  x (00I°L 00°S 00S'Q [00S'9 002°9 00%'L 00L'S 00S'S 004°L (00V'L 002°S 00V*9 ouam | &
96T ¥IC 28 [¢L VI o« 0% 26l 961 '€ 002 91 (9% ¥LL 202 [228 POl 0% | GOTx)Ppied
09y 0¥ 09F (000 SL¥  « [0Sk 0'SY S8 [SWp S6F S6F [S'Sh S'8F 08y [0°€F S'EF  0°€p %)H
¢S TSI €61 [9°¢T €91  x |6¥0 L¥L 291 |g'ST §'9T SO [I'ST €91 9'ST ¥l ¥ I (p/8)aH
98v 19y 86v | OIS 919 x | 000 68y €0S| Lvv ¥8¥ I8v | €9F  ¥6v 68V | €9  2o¥  1o¥ (0T x) o8y
M9 1T sojeg) Mg IYI  elojpg) Y9 YL oojog| Iy YT oojeg| Jug IyT  dJopg| Iyg 14T slopg
swaj] aso(q
d a a 5 g \

s193jun[oA Ayjesy g jo s3uipuly LIojeloqe] g Iqe],



77

CHEMOTHERAPY

VOL. 29 s-3

uorje[n8eod Jo 9SNedaq PIOdIeP IONx

66 8 86 | 66 66 66 | L6 20T 96 | 66 L6 8 | 8 S5 8 | L6 86 00 10
Sy oS 6% oy 0% 9% v ¥S TS e 19 ¥ [g¥ 0S 2§ [I'v §S 9% A

Wi eyl evT| T 2rl  e¥T| T erl  obT | €T TP evl| €1 TVT 2T | €T W &Il eN | &
80 20 80 [0 20 20 60 80 80 [0 90 80 [0 80 L0 50 40 80 |(p/Sw)ouuresry m.
0°'ST T'8T 6'9T 80T 9'%T €6T (92T 9'€I '€l [£20 89T 42T [¢'¥T €€ 19T [g'g1 9°6T 246l Nng | &
28 ¥9 ¥9 |I'6 6L 26 [@9 ¥S 99 g8 TI9 68 [SC 89 &S 9L €L 69 a1 m.,

a8 oT | 61 1 9T | 12 6 ST | 8 8 or | 6 a0 ¥ | 1 8T w7 1d9

0z 9T 9T | €1 8T 9T |z g 0z | 8T @ 9T | ¢ 8 8T | €2 9 109

9 L s | s g 9 | s g e | z v 9 | ¢ 9 g8 | o 9 9 U

W 05 68 | s ¥ s | o9 1w |8 s s |<s ov 15| g oz o A1 A 001

v s sy | 8% 16 o5 | 9 05 Ly | 88 95 8 | 4 6V Sv | 09 05 6% og

8 v 9 | 8 8 s | ¢ 6 8 | o1 9 9 | o ¥ g | 6 8 g 1S

Z I z |1 z 1 |2 z 1 |z z z | s I e | ¥ v L og w

1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 eq W
004G 006V 008°G |00°C 008‘S 002°9 |00E°9 00Z‘9 00L°Q [00S'L 006°9 00L‘9 |006°S 00S‘9 008°9 [00¥Z 002°O 008°9 oam | B
9'GT 8'g¢ 9°0Z |0'61 #'22 82 [g¥ ¥IZ 9°SZ 9% O0LT 0°€2 0002 08T 2SI 8% 802 291 | (0Ix)1MRIEId
S’y Sy 0TS [0'WF 0'8F  0°LF |04 0'8F 0°8F [0°SP 0°Sh 0°Sh S8y S'6F  0°6V |0'€y  S'6v  S°zp (%)H
GO £9T S'oT |6°%T ST ST [29T SO S'9T [I'ST €SI 6%l [g01 9T SO L'l 2%l 71 (p/3)qH

LIS Ggs 925 | €S SLy 08V | 685 9¥S  6¥S | 925 L2S eS| 925 g¥S  OFS | W9F 99 WL GOTX) gy

g 1y olojeg) 9 Iy osojeg| 19 Iyl omojed| Y9 YT  olojeg| Jyg Iy  esojeg| Iyg IyI  olojog

- WEUH—H OWOQ
d q a 5 q v




78 CHEMOTHERAPY NOV. 1981
Table 9 Summary of 26 infected patients with
Dose of Netil-
Case B.W . . . .
Name | Age | Sex |~ " Diagnosis Underlying diseases
No. (kg) g ying Daily dose| Duration
: Chronic paranasal sinusitus
1 F.S. | 77 M 37 Acute pneumonia Tnjury of cystic function 100 mg x2 7
2 A.M. | 49 M 58 Acute bronchitis Old pulmonary tuberculosis {100 mg X 2 7
. i Pulmonary emphysema
3 K. U. 78 M 35 Chronic brouchitis Old pulmonary tub erculosis 75 mgx2 10,5
Carcinoma of thesigmoid
4 M. N 63 F 54 Acute peritonitis Paralytic ileus 75 mgXx2 12
Diabetes mellitus
. Diabetes mellitus
5 S. 1. 43 F 61 Acute cystitis Hypertension 75 mgXx2 7
6 S.A. 25 F 45 Acute cystitis — 75 mg X2 3
7 M. B. 51 F 52 Acute cystitis Uterus myoma 75 mg X 2 5
8 T.S. 48 F 59 Acute cystitis Diabetes mellitus 75 mg x 2 5
9 K. 1 43 F 55 Acute cystitis Diabetes mellitus 75 mgx2 5
10 T.K. | 46 F 49 Acute cystitis — 75 mgx2 4
11 T.Y. 63 F 58 Acute cystitis Asthma bronchiale 100 mg x 2 7
12 T.O. 77 F 61 Acute cystitis Angina pectoris 100 mg x 2 3
. Diabetes mellitus
13 S.Y. 78 F 55 Acute cystitis Left-hemiplegia 100 mg x 2 4
14 I.1 69 F 49 Acute cystitis Diabetes mellitus 100 mg x 2 4
s Chronic hepatitis
15 M. F 67 F 55 Acute cystitis Diabetes mellitus 100 mg x 2 7
16 |H.C.| 72 | F | 76 | Acute cystitis Diabetes mellitus 100 mgx2| 5
: ¥y Hypertension g
" Rheumatoid arthritis
17 1 0.8 54 F 42 Acute cystitis Chronic pancreatitis 100 mg x 2 7
Diabetes mellitus
18 H.K 76 M 44 Chronic cystitis Neurogenic bladder 75 mg X2 7
Prostatic calulus
19 M. Y 63 F 59 Chronic cystitis Hypertension 75 mg x 2 7
. . Myocardial infarction
20 N. S 77 F 44 Chronic cystitis Hypertension 75 mg x 2 7
Coronary sclerosis
21 N.M. 60 M 52 Chronic cystitis Parkison’s disease 100 mg x 2 7
Cholecystitis
Diabetes mellitus
. . Hypertension
22 U.T. 68 M 55 Chronic cystitis Angina pectoris 100 mg x 2 7
Prostatic hypertrophy
IgD Myeloma
23 I.1 69 F 49 Acute pyelonephritis | Diabetes mellitus 75 mg x 2 11
Cardiac insufficiency
24 K. 39 F 50 Acute pyelonephritis | Rheumatoid arthritis 100 mgx 2 7
25 40 58 Acute pyelonephritis | Diabetes mellitus 100 mg x 2 7
26 J.S. 28 F 42 75 mgx2 11
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Netilmicin treatment
m__lcm (N gﬁﬁ&imds isc) Eifect Audiogram Remarks
Total (mg) Bactriological Clinical
1,400 S. aureus Cure Good Normal finding Pain at inj. site
1,400 P.mirabilis Persistence Fair Normal finding
1,575 Normal flora Undetermined Good Not tested
1,800 Unknown Undetermined Good Not tested
1,050 E.coli 107 Cure Excellent Normal finding
450 E.coli 105 (#) Cure Excellent Not tested
750 E. coli 105 (4f) Cure Good Not tested
750 E.coli 108 (41) Cure Good Not tested
750 E.coli 105 (4 Cure Good Not tested
600 E. coli 105 (41 Cure Good Not tested
1,400 E. coli 108 (4 Cure Excellent Normal finding
600 E.coli 105 (H#1) Cure Excellent Not tested
800 K. pneumaniae 105 () Cure Excellent Not tested
800 K. pneumoniae 105 (4i) Cure Excellent Not tested
1,400 C. freundii 107 Cure Excellent Normal finding
1,000 S. aureus 105 Cure Excellent Normal finding
1,400 E.coli 10% Cure Excellent Normal finding
1,050 S. marcescens 108 Persistense Poor Normal finding
1,050 g‘f:ﬁ%%me} 105 Cure Good Normal finding
980 E. coli 107 Cure Excellent Normal finding
1400 | 34w ) 108 Cure Excellent | Normal finding
1,400 E.agglomerans 105 Cure Good Normal finding
1,650 E.coli 108 (H#h) Cure Good Not tested
1,400 E.coli 106 Cure Excellent Normal finding Pain at inj. site
1,400 E. coli 108 (H) Cure Excellent Not tested
1,650
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Table 10 Clinical response with Netilmicin
Diagnosis Daily dose Iég’se(;f Clinical reSPOUS.e
Excellent Good Fair Poor
Respiratory tract infection
Acute pneumonia 200 mg 1 1
Acute bronchitis 200 mg 1 1
Chronic bronchitis 150 mg 1 1
Acute perionitis 150 mg 1 1
Urinary tract infection
Acute cystitis 150 mg 6 2 4
200 mg 7 7
Chronic cystitis 150 mg 3 1 1
200 mg 2 1 1
Acute pyelonephritis 150 mg 1 1
200 mg 2 2
Total 150 mg 12 4 7 1
200 mg 13 10 2 1
Table 11 Bacteriological response with Netilmicin
) ) No. of Response
Organisms Daily dose Cases Cure Ct:;lea;gieth Decreased | Persistence
Respiratory tract infection
P.mirabilis 200 mg 1 1
S. aureus 200 mg 1 1
Uinary tract infection
E.coli 150 mg 8 8
200 mg 5 5
K. pneumoniae 150 mg 1 1
200 mg 2 2
E.agglomerans 200 mg 1 1
S. marcescens 150 mg 1 1
C. freundii 150 mg 1 1
200 mg 1 1
S. aureus 200 mg 2 2
S. faecalis 200 mg 1 1
Total 150 mg 11 10
200 mg 14 13

response DAL ISRV IRUIZ, 7838, HHABRNA]
#iT, 4 Volunteer DMKEME, HILEMMEIS IO
BERERD BEY 7o, Wihd REFANL
{, BEMEDHAHZ LERLI,
PRI BIE 25BN T, KBIDEERII R L H720
REBBIEH 21 & KA E R U7, REDL DA EH,
> 1203, 21P14GN R, 6 BIHSELRIT, BHA)H5.2

% LD TLIVEBTH- 120 BFBHNHDE, 150
mg/H b LW TH- b3, 200 mg/ADEH,
BB E o 720 HFRBEIMER 3P LT, ILITE
P2 BRI IISEHE LBV MEEANIZ, E. coli,
Klebsiella 7 LIS L WHIRE R UTco BIEDRBELE
LT 150 mg/HT, RDHRXBHLNDE £
%o
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STUDIES ON NETILMICIN

AKIRA SAITO, YASUMICHI KATO, KIYOFUMI ISHIKAWA, HIROKI UEMURA,
EINOSUKE ODAGAKI and MASAHIDE SHINOHARA
Second Department of Internal Medicine, Hokkaido University
School of Medicine

MAsuMI TOMIZAWA
Department of Internal Medicine, Sapporo Hokushin Hospital

ICHIRO NAKAYAMA
Department of Internal Medicine, Sapporo Tetsudo Hospital

YosHIO KINOSHITA
Department of Internal Medicine, Sapporo Teishin Hospital

K1YOSHI SATO
Clinical Laboratories, Hokkaido University Hospital

Netilmicin, a new semisynthetic aminoglycoside antibiotic, has been investigated to give following results.

The MIC values for Netilmicin against 532 strains of P.aeruginosa, isolated from patients, were measured
by the plate dilution method with an inoculum size of 108 cells/ml. Eighty percent of all strains were found
to be sensitive to Netilmicin at 12.5 #g/ml or less.

The MIC values for Gentamicin were lower than those for Netilmicin against these strains.

A pharmacokinetic study of Netilmicin was conducted in 6 healthy male volunteers after single intramus-
cular 75 mg or 100 mg administration. The mean peak concentrations in serum following administration of
each dose were 5.6 #g/ml and 8.2 xg/ml at 1/2 hour, respectively. There were significant differences in
the AUC and Cmax, and also serum levels at each point. It was found to be dose response between two
injected doses. The urinary recovery rates were 71.2% and 73.5% of the dose during 6 hours, respectively.
The tolerance following administration of two doses of Netilmicin was good.

Twenty-five patients (3 cases with respiratory tract infections, 1 case with peritonitis, and 21 cases with
urinary tract infections) were treated with Netilmicin of 75 mg or 100 mg b. i. d. Fourteen cases were
excellent, nine were good, one was fair and another one was failed. Bacteriological responses were favorable,
especially E.coli (13 strains) and Klebsiella (3 strains) isolated from the urine were eliminated. Two patients

had mild pain at injection site. No laboratory abnormalities were observed.



