345

[z‘%ﬁéﬁﬁsﬁ 3%
1982431 _

Amikacin SHEEEEIC X 5 EBEORE
72 U N R B RREYWE (3 5 BE PR 351
RSB RE S CEE | 4H—BED)

BiE Bx B EX-F0 R
B BE - NS - G

4 H

- 5

FUNDAMENTAL AND CLINICAL STUDIES OF AMIKACIN BY
INTRAVENOUS DRIP INFUSION IN THE UROLOGICAL PRACTICE
Yoshio Hicaxi, Yoshifumi Narro, Hiroshi IeucHI, Masanobu WATANABE,

Yasutada OnobEra, Hirotsugu Tasairo and Kazuo Imamura

From the Department of Urology, School of Medicine, Showa University
( Director : Prof. K. Imamura)

Absorption, excretion and clinical studies of amikacin by intravenous drip infusion were investi-

gated and following results were obtained.

1) Serum concentrations and urinary excretions of amikacin after a single intravenous drip in-

fusion of 100 mg or 200 mg over an hour were determined in 6 healthy male volunteers.

Peak serum concentration was noted just after the end of infusion at the level of 7.50 to 8.61 pg/ml,

averagely 8.07 pg/ml, in the 100 mg administered group and 13.9 to 18.8 ug/ml, averagely 16.07

pg/ml, in the 200 mg administered group, thereafter the concentration relatively rapidly decreased.

Clear dose response was found between two groups.

Urinary excretion was 60.65 to 69.809%,, averagely 64.369%, in the 100 mg administered group

and 60.71 to 81.559, averagely 68.78%, in the 200 mg administered group up to 6 hours after the

end of infusion. No significant difference was observed between two groups.

2) Amikacin was clinically administered to 7 patients with pyelonephritis and 4 with epididymitis

(5 with complicated urinary tract infection, 6 with simple urinary tract infection) by intravenous

drip infusion. 81.89 of the patients showed favorable response to the amikacin therapy.

3) No side effect was observed in this series.

Key words: Amikacin, Intravenous drip infusion, Pharmacokinetics, Urinary tract infection
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Table 1 [7R$28F~33R . TORERAB T 6 41
iz, amikacin 100mg F72i% 200mg %V Y% —T
35 200 ml MR L, 1R CABEE R
ot MR HIE R SRR, AR 30R, AU
HTER, ¥T155, 304y, 18R, 28R, 4REH
BIO6REBICH Sce AL, b ERS
BE - BHE LU Chk & Uic, RAPBEIEIABKTHR
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I & O RAA @ amikacin BE OHIEE, Bacillus
subtilis ATCC 6633 %52 &3 4 paper-disc T
X biF%sw, B 0.1 M, pH 8.0 0V VRS

WRITE 28% 35
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Table 1. Physical characteristics of subjects
Dose Subject | Sex | Age Xzi)ght ?ciiqg)ht
YN, |[m | 28 52 167
100mg | HT. [m. | 30 52 165
MH, |m. | 33 59 164
MW. {m. | 28 73 173
200mg | H.IL m. | 28 63 170
KO. |m [ 28 72 163
W CRRUIRLIL.
2. K #&

Amikacin 100 mg » A0 % 200 mg % 1 BT
TERBER T2 - I EBO M BEOR#ES Table 2
WRL Tz, 100 mg 2583 41T, SEMHBI0OIE
% 4.30~5.50 pgfml ety 4.88pgiml OB D
AR TEBIE 7.50~8.61 pg/ml Fiy 8.07 pg/ml
L~ BERRUI. DBEEEOREE & b
WL, AEET 1B TIE 3.51~4.78 ug/ml i
4.09 pgjml & ¥ — 2 EOFI/ 2L, 6 B Tl
0.48~0.70 pg/ml gy 0.57 pg/ml & & D TIEBE
Th-ic. 200mg BEFIFITE, MEMHI0IE
KAEdTIE, 8.32~12.8 pgiml Wi 10.22 pgjml O

Table 2. Serum concentrations of amikacin 100 mg or 200 mg i.v.d, infusion over an hour
‘ Serum concentration of amikacin (Hg/ml)
Dose Subject Before Time after the start of infusion (hr)
0.5 1 1.25 1.5 2 3 5 7
Y.N. 0 4.30 7.50 6.07 4.57 3.51 2.07 1.21 0.48
H.T. 0 4.85 8.61 6.97 5.81 4.78 3.34 1.43 0.70
100 mg
M.H. 0 5.50 8.10 7.40 5.23 3.97 2.66 1.03 0.54
Mean 0 4.88 8.07 6.81 5.20 4.09 2.69 1.22 0.57
+S.E. 0.35 0.32 0.39 0.36 0.37 0.37 0.12 0.07
M.W. 0 8.32 13.9 12.7 9.34 | 17.04 5.30 2.11 0.83
H.I. 0 9.55 15.5 12.6 11.4 7.39 4.83 1.98 0.97
200 mg
K.O. 0 12.8 18.8 14.5 12.5 7.76 3540 2.05 0.84
Mean 0 10.22 16.07 13.27 11.08 7.40 5.18 2.05 0.88
1S.E. 1.34 1.44 0.62 0.93 0.21 0.18 0.04 0.05
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BE2ED, ABKTHE#HTIE 13.9~18.8 pg/ml E
¥ 16.07 pgiml » 100 mg WHRAKY — 7 BE 2R
Utz. Plid 100 mg 5 L ERRD ¢ 4 — - THKIE
SUtz, g7, Fig. 1z 100 mg #5858 200 mg

BEzhFENIFlOXEGhh BEOH BE2RRUR
%5, 100 mg $EREE 200 mg BERFE OB 5>
75 dose response BT HELIZ.

RO s Table 3, Fig. 2 iir U7z, 100
mg ¥R, 200mg WEREE ICHRERK T 1 B
WE RO B% By, ZNFH 35.70~41.30 mg
g5 38.31 mg (38.31 %), 65.52~104.88 mg i
84.86 mg (42.43%) Thotz. LBIEIEHHOKEE &

YIS L, AERT 6 R E TORPEINEER 2

NENVY 64.36 %, 68.78 % ¢ 100 mg #EFEE
200 mg B ERE OMICIZR L AEEDTVERTD
27,
3. EEATMEN
Table 2 {RUTCMAEEDF —4 % Table 4 1T
7R two-compartment open model 21, com-
puter #2 % 7750V parameter B LT,
Table 5 (THBAE L FREETIE{ED parameter %
%t Fig. 3 B VeE @ parameter % N THE
Wiz simulation curve %R LTI,
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Fig. 1.

Mean serum concentrations of amikacin after i.v.d. infusion (Mean+S.E., N=3)
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Table 3. Urinary excretion of amikacin

19824F

) Time after the end of infusion (hr.) Total
Dose Subject Item (mg)
0-1 1-2 2-4 4-6 (%)
ml* 240 300 150 90
Y.N Ug/ml** 158 46.5 49.2 37.3
o mg¥** 37.92 13.95 7.38 3.39 62.64
PoF*EE 37.92 13.95 7.38 3.39 62.64
ml 60 270 320 100
HT Lg/ml 595 51.2 259 284
Tt img 35.70 13.82 8.29 2.84 60.65
100 mg % 35.70 13.82 8.29 2.84 60.65
ml 100 60 120 100
M.H pg/ml 413 236 87.2 38.8
| mg 41.30 14.16 10.46 3.88 69.80
% 41.30 14.16 10.46 3.88 69.80
Mean | M8 38.31 13.98 8.71 3.37 64.36
% 38.31 13.98 8.71 3.37 64.36
ml 90 35 160 130
MW ug/ml 728 622 132 100
| mg 65.52 21.77 21.12 13.0 121.41
% 32.76 10.89 10.56 6.50 60.71
ml 185 135 140 190
i Mg/ml 455 137 115 46.3
200 m - mg 84.17 18.50 16.10 8.80 | 127.57
J % 42.09 9.25 8.05 4.40 63.79
ml 115 80 400 140
K.O Mg/ml 912 348 44.1 95.3
i mg 104.88 27.84 17.64 13.34 } 163.70
% 52.44 13.92 8.82 6.67 81.85
Mean | M8 84.86 22.70 18.29 11.71 | 137.56
) 4243 | 11.35 9.14 5.86 | 68.78

% ; Urine volume, ##*: Concentration, #%% :

i Kel, Vd 3581k 338D b N3 RF—iE

Recovery, *x** : Recovery rate

FAESRTERRIE-T

BEH 3 BE~8 B

DERFRLUTWIZ, —F, Cmax, AUC 73, 100
mg WEEE: 200 mg B5 FHOREIC S /e dose
response H3EE¥ LTI,

B K B &

Lot %

19804F 4 B & b F4E 9 B T T OMICIEFI AR Bl
FREFHTABEL T2 FRERERUAE L 1B C, R RIS 205
~T4% 47, 188, BT1H, LABITHA. WREL
7ogiHiE Table 6 (KR TELLBEBRTH, B2
F ABIT, 5 HEMEIRBERILAES Fl, Biphik/REg
BYUE 6 PITH 5. HHEWE R B ORERE L,
1 £ Table 6 R U Tz,

2. BE5FERLUERSEHN
WEBIZ1IHE 100mg 7243 200mg %V Y & —
T 35 200ml iZ¥ARL, H1BE»LTTEHILIE2

% 5.6 BRI R UITEME» -7 78
B, SFAFEEEE  LoRARIDHBRE I
bizhoic.

3. SHEHE

T AR GRE, &R) ., RAPAMmR, Kb
WEICE b B2/, HEid Table 7~9 it - Tk

ot ERHEEmEEEE Table 10 Tk b B
[RASTY et
4. BEERERIE

(1) EERZDE

ERRSIRO—E £ % —fHL T Table 6 [TRUIZ,
BFEE Y 7 fiFR 6 i3 amikacin 200~400 mg/H, 5
H~ 8 AMo®E T TRPME OB, Rt Bk
OERAL, F#, MEEzsOaREROMEEEDE
FEHT UL, Y 140 GEFI6) I RAEE DR
16, BEFEROMBLIBDTH, R HMROERL
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Fig. 2. Urinary concentrations and recoveries .

WHLNEI S TIICDBEREHELT. BIRAR 44
TRES 24, Em2PORETH-T1.

BRIV TR amikacin ¥ERIRM I D
E. coli 5%k, P. aeruginosa 2 £k, K. pneumoniae 1 £,
55 s GHAREE 1 M RES oS amikacin BT
T h e RHEy, TREOHRSBD S -T2,

@ @ {E A

Amikacin EREEETI®ICBWT Table 1 (Rkd
REMERETL, BRREREICIITRE AL
Uiz, MmE—fEiE <3, RBG, Hb, Ht, WBC ¥k
T DO TR LT, BRI TEE]
k3 EELONAEBRIRD -T2, kA
oW CIREER 2 ¢, TTT, Al-P, GOT, GPT O

ELAZED TVAY, REFIIHETH 5 FRER
EDH- T2 BETEOREE TORED SHMT 5 &,
BEBOFBIERED DRGSR ESOEBOBERN T
Y, KAWGICK 2L IBLY -T2, F12
FEBl 11 Tz ER L b AlLP, GOT, GPT, LDH
BEZ R TV, RH Gk b HEERER
Wizholz. BB EE R EICoW TR d RFE R
(BUN), 7v7F=v (s-Cr), BAZBIONTHESE
Utc. EFNITEASET BUN 50.8 mg/dl, s-Cr 3.2 mg
jdl EEERRL Tz, #E4 BUN 51.0 mg/dl,
s-Cr 2.6 mg/dl C¥BEUNIT REABDHEh -7, 73
43, Fig. 4 & RBC, WBC, GOT, GPT, BUN, S-
COr oW TARIR SR OER 2 BR Uiz, BT
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DWTHEBMNBIC L AHES I ORER L, 2, 3,
7 TSI, EIER S, 10TERESRITE —
DF R PY—RWTUICH, ARICE B EBbhAR
Bi3Bw s otz (Fig. 5). 2 OMARIO S5 BEid
BriscEbhsH - ENBFEAERcED 2
FEEN el

£ =

AICEIT B 7 T/ ERER R EORSER,
FEUTHELL VESINTVA, chid7 v
R E I R RE, BREE SR LR

IMKACER  28%

3% 19824

LISARWERMH Y, b ORBUINEL Biciidh
BEZELTALERE-THELB EBLLNTND
1O THHOP. —F, FEHEL & 5 BEHHRLOEE
DI & 72 5 Ti6 b Best RN EE & b BB IRAE S
HEns RFCHA. UhU7 3 B ERIEY
BEARUTE A bR ErE ik B9 3
one shot BEDBRTH A L LB PRFIZLV. ULk
UVIBSHHBEOTRI L Y ZRCHET 5 & EASARET
dY, TTCEKTRAFREC L H K ERTH
ASNT0a, SEERRBVWT S 7 2 7 B RR
M O SR BT A A M ERZHRLE U

Table 4. Two-comparment open model

t>H

Cp (inf) =%(1~e"3¢) +% 1-eBt

t<H

Cp (post) = % (1—e0tye-a(t-H) 4 g{—(l~e‘ﬁi{)e'ﬂ(t‘H)

A (ug/ml)
Z Hybrid constant gf_/;‘; b
8 ('l
t Time of starting infusion at zero (hr)
H Infusion time (hr)
Kel Elimination rate constant for the central
compartment (hrl)
Ko1 Rate constants governing distribution between the
Ki2 } : central and peripheral constants (hr-1)
Vi : Central compartment volume of distribution (1)
\'%) Peripheral compartment volume of distribution ()
\Z ] Apparent volume of distribution (1)
AUC Area under the curve (Ug/mlxhr)
TV Biological half-life (hr)
Table 5. Pharmacokinetic parameters
o B T4A@ | Cmax | Kel Ko Ko Vi Va Va AUC
Dose Subject | -1y | (arly | (mo) g/mbh| rl) | ey | e | @ o)) 1) (ug/mIxhr)
Y.N. 1.746 0.317 2.186 745 0.653 0.848 0.563 8.263 5.483 13,746 | 18.531
H.T. 4.313 0.382 1.814 8.60 0.659 2.499 1.537 6.434 3.956 10.390 | 23.574
100 me M.H. 1.671 0.357 1.939 8.58 0.667 0.896 0.466 7.363 3.829 11.192 { 20.370
Mean 2.125 0.366 1.896 8.19 0.639 1.216 0.636 7.554 3.951 11.505 | 20.710
M.W. 1.893 0.378 1.833 14.26 0.589 1.216 0.466 9.271 3.556 12.826 | 36.653
H.I 1.313 0.356 1.948 15.71 0.613 0.763 0.294 8.630 3.321 11.951 | 37.825
200mg K.O. 2.095 0.397 1.745 19.48 0.804 1.035 0.653 5.867 3.700 9.567 | 42.401
Mean 1.828 0.386 1.796 16.48 0.674 1.047 0.493 7.631 3.596 11.227 | 38.877




Table 6. Clinical results

Amikacin therapy

Age | Diagnosis - T A N Clinical Side
Case Sex | (Underlying disease) b al(lfng)o s¢ D(‘fi?;ls()’n Bacteriuria Pyuria Symptoms effect effect
60 Pyelonephritis E.coli Fever
1. Y.S. & (Ureter Stone) 100x2 5 >105 > (-) +H) > (=) = (2 Excellent (-)
E.coli Fever
42 Pyelonephritis .CO Lumbar pain
2. NA. Q (Rupture of the bladder) 100x2 7 >105 = (-) +~>(=) Miction pain Excellent | (~)
H>()
.. . Fever
70 Pyelonephritis P.aeruginosa .
3. S.E. & (Bladder neck sclerosis) 100x2 5 S105 = (-) () > () H;ni)?rfgnam Excellent ()
7 E.coli Fever ) )
4. K.T. 39 Pyelonephritis 100x2 7 >105 = (2) () = (=) h‘:g,:garfg::;‘ Excellent
> (=)
i " . Fever
20 Pyelonephritis E.coli :
5. N.T. +) > (— b Excellent —
N.T 0 (VUR) 200x2 8 105 > (=) () —>(-) z:-l;rrl)z(umﬁ)am xcellen (-
Fever
66 - E.coli Lumbar pain
6. T.I Q Pyelonephritis 100x2 5 105 > () (++) > (+) Miction pain Good (-)
) ~>(=)
Fever
7.10. | 45| pyelonephrits 200x2 6 o2y | ¢~ | Pollakiuria Excellent | (<)
() > (=)
8 NK 38 Epidi i 100x2 N -y Scrotal pain, swelling P
. N.K. S pididymitis 100x 5 (-) (-) ) > (+) (+4) = (+) oor (=)
48 K.pneumoniae Fever
9. HK. Epididymitis 100x2 5 -P H > Scrotal pain, swelling Good (-)
) >105 > ()
*) > (=)
22 Fever
10. R.S. 3 Epididymitis 100x2 5 -y = (=) (+) > (++) Scrotal pain, swelling Good ()
) >(~)
. 74 Epididymitis P.aeruginosa Scrotal pain, swelling
11: K.H. 5 (BPH) 100x2 3 105 > (o) (HH+) > (++4) ) > () Poor (-)
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Table 8. Effect on pyuria
After e - 10~29 cells/hpf | 5~9 cells/hpf (=)
Before 182 ™ 2~4 cells/hpf 0~1 cells/hpf
/ \
e ’ / ///Decreased 2‘\
______ _t_. —— ———— — 4 / \
| b
+ ! : / Cleared
""""" BRI\
l i
10~29 cells/hpf (+) 1 Unchanged i }
. | \
————————— S TR S \\
]
| 1 1 \
5~9 cells/hpf () | ! ! : \\\
j L . !
Table 9. Effects on bacteriuria
Replaced
organism
~ 3 3
Infecting 0 ~<103CFU/ml >103 CFU/ml
organism
0 Eliminated Replaced
<103CFU/ml Decreased
2103CFU/ ml Unchanged
Table 10. Overall clinlcal efficacy
Symptoms Resolved Improved Persisted
Pyuria Cleared Decreased | Unchanged | Cleared Decreased | Unchanged | Cleared Decreased | Unchanged
Eliminated // / / / 7 \
]
= /
2 | Decreased, W / / /
2 | Replaced /
§ - /)/ l/\ V § < \ N
w7 A\ )\
N
4

: Excellent

: Moderate

: Poor

NN

W




Table 11.

Laboratory findings

Case RBC Hb Hi WBC Leukogram (%) T.biliru| TTT| ZTT| Al-P| GOT| GPT| LDH| BUN S-Cr. Na K Cl
No. x10% | @) | (B | (<10 5 Tsog] Fos | B [ Mon |1y ] @ | O [ @ | @ | Q) | @ | © | (nefd) | (mga) | (mEaf)| (mEq/h)| (mEa/)
L ys | B
e A 446 143§ 41.3 5.4 4 |68 2 0 3 23 0.4 0.5 3.1 i.6 20 23 302 19.2 1.2 142.7 4.3 105.7
2 na | Bl oo | 13slaral se |5 s2| 1| o | 7| 5| 04 |42|ss(29]3 |43 |2 s |11 (1373 | 44 {1041
SNACY Al s0a | 1450a10] sa [ asi] 1| o] 7137 o5 | 8658|394 |s3|323] 157 | 10 |1388 | 43 |1035
sogp |B| s | 92]272] sa (12 62| o | o |13 | 8| 04 |10 |53 [24(15 [ 5 |28a| 148 | 15 |1409 | 47 | 1085
“SE b Al 342 | 89|268] 38 [ 1|40 1 | o |12 |44 | 02 |15 le1 28|16 | 7 |348] 126 | 16 | 1405 | 41 |1085
4. KT B 394 11.9 | 35.5 13.0 |11 70 0 0 15 4 0.2 1.1 4.9 1.7 8 3 256 13.3 1.1 137.7 3.6 99.3
toTe A 465 14.2 | 40.9 6.2 6 |48 4 4 5 32 0.2 1.7 7.8 1.6 9 8 223 11.7 0.9 135.2 5.5 97.3
5. N.T B 382 12.2 | 34.9 9.5 113 |60 0 2 8 16 0.5 0.7 3.7 1.8 15 11 247 13.7 0.9 135.9 4.0 103.2
“NT L a | 390 [ 117]355| 56 | 8 |44 | 3 | o | 3 |42 ] 03 | 11|35 |16| 13 |19 |223] 123 | 11 | 1366 | 46 | 995
6. T.I B 455 13.0 | 39.6 9.3 6 |80 0 0 7 7 0.7 1.7 5.8 1.6 i6 8 328 17.0 1.0 133.3 3.7 95.8
T A 409 12.4 | 34.9 8.6 9 | 46 0 0 9 35 0.2 1.2 4.0 1.8 23 11 368 15.5 0.7 138.4 4,2 100.6
7. 1.0 B 478 16.2 | 50.0 12.7 |12 |60 0 Q 12 16 0.6 0.4 1.8 2.4 16 16 280 19.3 1.1 141.6 4.4 103.4
L0t 49 [ 1521467 96 |10 67 1| o |10 {11 | o4 |07 |24 |23 o |14 |246| 160 | 12 | 1386 | 48 |1030
o nx |B| 406 [wa2faas| 2 aln] o | 3 ) os fos|ao |70 |5 |[an| 12 | o 1426 | 43 [1099
CNK O u | 416 | 164 427| 5714 lsof 2] 0 | s [30] 03 |09 |26 22|16 |14 |37 135 | 10 |144s | 45 |1082
ok |B| %0 |130(3s7] tls ol 1o s j1r | 04 loa{sa|32] 9 |14 f2s9| 98 | 05 |16 | 43 |1052
SHE A 404 | 1350386 60 |2 065] 2 | 1 | 6 |24 02 |16 |79 28|15 |19 |240 | 111 | 08 | 1448 | 45 |1047
o ms | Bl 4t [138e0s| 1255 3] 4|0 |4 |ue 13 | 08 |1465 | 35 |1111
RS Al as3 | 13s{390] s3]ofsof 6 |1 | 2 [32] 03 |39 |93|1r1]i7 |6 |28 119 | 09 | 1400 | 42 |1056
ok | Bl ae | 132373 w60 {12 fss o fo |2 |1 09 |18 fsa 393 (61 |88 | 508 | 32 |98 | 33 |1032
~KH 599 | 124 (348 149 (10 [76 | 0 | o | 4 | 8| 07 |13 |49 |44 |60 |59 | 649 | 510 | 26 | 1405 | 33 |1055

*B = Before, A = After
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ZEBTAHONB X 31Kz -12. 2 CTH4EDLDLN
13 amikacin D SREERSC X 5 N - PhlElEs
X R R VRS VB ERIRE 2 ks 272 5 72,

1. BRIX - BEIC DT

R ABET volunteer 61z amikacin 100 mg ¥
7213 200 mg % 1 B CRREBE 2 RS I8 - TR
OIHBED Y —2 i3 100 mg 58, 200 mg #5
B VIO THERICA BT, 100 mg BERETR
7.50~8.61 pg/ml Y5 8.07 ug/ml, 200 mg HEEFT
1 13.9~18.8 pg/ml S5 16.07 pg/iml OEE 2E )
72, DBEEBROBRE &V IESL, HMET 68
BHTIEm FEE b Tpgml DIT &g, Fig. 1
wabLNAL S5 100 mg #rEEEE 200 mg HERE
ORI HBE: dose response 2E DTN A. S EHHE
whk AMENE B o b o 1oh3, HEROBEICI B
L amikacin 100 mg #EREO ©— 7 BE 354 30
~604yicE b, EN5E 9.1 pg/ml, =ML
i 6.5 pg/ml, WIS 7.0 pgfml, KALRDL WL
82ug/ml ThH-oT2 | EL TS, HERRTC 200 mg
MRS 30 RIcE~ 2 IRERZ RL, EELP X
25.5 pgfml, {15103 23 pgiml, KARS VG 14.8
~150pg/ml EMELTWVA, DNVbINORE I8 -1
1ESR AERERO MR B Y — 2 3R R T ER
(1 ER8) iwa b, 100mg HERTIETEY 8.07
pgfml, 200 mg HEFTIIFE 16.07 pg/ml CTHRESE
OFEDE &L BRI BORBECH -T2, ETRIL
5131®, amikacin 200 mg % cross over [CTHE &
1SR A X DS LI BEORE 2 52/
W, fEEEhD TEUU NP EgERT C %2R
HEUTHY, SAFEEEZ 12 CEBUIIEEE Y~
ZEESL6EELD, 1HEITTAREETDE
WA EEREET IUE, R & RS R e SRR
BEREFTE D EORTVA, BEbivbOEs
X UHEROBEL b amikacin 200 mg % 1 KE»YT
THEBEE 2T AIRE SR BRED ER2% 5 C
L2, BB IZHBEOR N & HRIESHR S
NHyDEBbNA.

R~ OH SRR T 1 BEZE TRRISH
s ARSI 100 mg FrEETIX 35.7~41.3
%¥#38.3%, 200 mg BEEFETIE 32.8~52.4% P
B42.4HBTH-1. 6HHEEE CITE 100mg BE
BET60. 7~69. 8954564, 4%, 200 mg $#5EET60. 7

~81. 9%F#68. 8%HHEIN I NHE DI ELZBD T

D L AP TRATH -1, K REIRE
& ) BRI IR U A0, SHO

NN OIRE T AR T 1 % 100 mg #
HECYIG 388.7 pgiml, 200 mg WS EFTC  698.3
pgiml & RABEREL, AHEKT 6K HK KB
THZhEh 34.8 pgiml, 80.53 pg/ml DIRPIRE %
RUTWA., REEBIUEDOERE & UTHBEAEOR
WETEY T ABFEREENCH 35 amikacin O § B )
(MIC) i2/NESE S e X U E. coli 200 TIx 1.56
~12.5 pg[ml, P. aeruginosa 784k5 T3, =0.39~50 pg
Jml, Serratia 19 £ T3 3.13~25 pg/ml, Kiebsiella 54
ﬁe“ﬂi 0.78~6.25 pgfml, Enterobacter 25 Cix 1.56
~12.5 pg/m! T3 L T 5.  Amikacin 100 mg ¥
72i% 200 mg OFE BV TLNLMEDO MIC %2
Jegy cover TEXARMBENBONTEY, REE
JUEIT U SRR IS T E 5 b O LEBbT
7.

2. BEERRHEIC DT

SHEDNOIUIBEBLTE, B2 4 HloFH1 15
3L amikacin OEHEERS 2R IE-12. BY
FI28L. 8% T H B D5, Tk Bk RESERILEE &
PR YU & )T T AT S 2 FN83. 3%, 80.0
BEBENTTEIE LT U, BHCERSET & 5 5N
RBRBREOE R 2 MOMIIC L 5 O HE LT
HHE, BRI TIIERRG1267.7%, FEIES®
X, 58.6%, OV, 68%, EIAMENEEITIX
NEH 13100 %, RESIMIT9% LW EL T 5.
RESBFENERER VBRI Y S PRI H I
WELOE RIS H 55 amikacin 5 FEHR SHL bR
BRG0P B BT s BN B o iz L DT
WA, bivbil b AROHSRZETCN . FITHE
Ricd 258> Th, amikacin HEFURA X
Y E. coli 58, P.aeruginosa 2 ¥k, K. pneumoniae 1
B2 NENSREINICH, WEN L MERED, §l
RUTZCN S DR il By § 4 amikacin DOFLE
7, BXORP~OBEHEEY B KIS NI EVET
H-Te.

Elfe AL Ti1d, amikacin 5 RfIiC BREE
BLOMENEEREHED Y, Tablellds X of Fig. 4
VR Y B PR I 3 AR & B L ZA DA EE
RED -t F12 6 FITOWTIIRER T
723, Fig. BICRT el -4 75 2 L BE2R
WY, ZARCEUTIREINIR/ETH -T2 U
L, ERBIIEDSHTHY, FEET T 2 EHAR
FHEMEICL 5 v v 2 DG S H HhREMCBEL
TRE LI 2ER VRN 2223 BEMNDH B &
EALb.
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¥ & B

Amikacin D & B 5T X 5T - Bt
S OHERIRE & 35 2 7o DIT OFER 25T,
1. BRERASET volunteer 6 i amikacin 100
mg Fi2i3 200 mg % 1 KA TRBEMER 205 &
AR TEEZ (BRI — 2 BE2EY 100 mg &
S80I 7.50~8.61 #g/ml 4y 8.07 ug/ml, 200 mg
BWEEHTIZ 13.9~18.8 pg/ml Y35 16.07 pg/ml Th
-7z, DB OB & b I8N BT AP
WAL, TEEEICHE 5 d>7% dose response H3FW b
iz,
2. RO N AU T 6 B [l E TIC 100
mg ¥EF 60.65~69. 80% F#64.36%, 200 mg #
58 60.71~81. 55% V5 68. 78% & BIFCH S RIT X
AERBDIL oI,
3. HIRMIGIBZER, Blsuiap] (i
IREETRYLEE 5 ], BiflbkREsAUE 6 5 K5 L,
BRIEE81. 8% (MR IRERYNAESD. 0%, BfhiH:R
BRIERGUIESS. 3%) & BIFSEETH »Tz.
4 RERRHICED Ish - 12,
DLk, amikacin OAREHERSE, BB L0
ZAPC U TR S NBRETH -1, |
X )
D) ABBEET 7 v i< 4 v URIEEE 2 OB
BIER  32: 1460-1467, 1977

2) B B3 U v AL RO
Chemotherapy 23: 2599-2604, 1975

3) HIWARR - 3h 1 P ra v A VU
7 2 h Y URSHITONWTORKE!. Chemothera-
py 27: 59-63, 1979

4) Meyer RD et al: Amikacin therapy for serious
gram negative bacillary infection. Ann Int
Med 83: 790-800, 1975

5) Yu VL et al: Amikacin therapy. Use against
infectious caused by gentamicin- and tobramycin-
resistant organisms. JAMA 238: 943-947, 1977

6) FKHEIESE - 130> Amikacin (BB-K8) plisazs
BTN, Jap J Antibiotics 28 : 288-304,
1975

3% 19824

7) Physicians’ Desk Reference: Amikin (amikacin
sulfate). 34 ed. 701-703, 1980
8) Il ®h - i3> : Amikacin (BB-K8) 2k 5/R
BRIRYUFEDSEE. Jap J Antibiotics 27: 193-201,
1974
9) ZHEE - 3 (HBREREBRLECETS
Amikacin (BB-K8) (DAY, mmkHIHEE. Jap
J Antibiotics 30: 215-222, 1977
10) FjliEE— « 139> . Amikacin (BB-K8) D&
B, Jap J Antibiotics 27: 337-342, 1974
11) RABFE 5%+ 139> . BB-K8 (Amikacin) %l
(RRAI) & RAIOBIY #Hic- 0T DM B,
Jap J Antibiotics 28: 283-287, 1975
12) OREHEE - 3 ¢ WRBFE BB 5 Ami-
kacin (BB-K8) O 8. Jap J Antibiotics
27: 226-233, 1974
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EEOMHRS. Jap J Antibiotics 33 : 539-548,
1980
14) NESE S -3k BB b BEL TR
R EMEICET 5 Amikacin (BB-K8) & D
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