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N SUEAR B ERIC 3813 % ofloxacin DB 8 & U

I~ OO T DM
I Ye—- < )1 By 4% - 1 shH
A KA - URHt  FE - RN IERR

FRCING 4 50T T A

CVRE 3 #3714 HR4F - VIR 3H 7 A 5 HAS2H)

W SR UIELE B 84 T, ofloxacin (OFLX) 300 mg WA O MM, wB, KK
OFLX M8 % X HPLC #:CHIEL, #hZnOMEOMM, OFLX D, BHEP~
DBFFICOW TR L 7o, B SOHBREERE ) 31 5 M & df O OFLX B i,
Y=-0.1440.78X (r=0.77), MK L BEDOMEIL, Y=-0.184+0.92X (r :0.75) &
mE B A D, WK L 5 OFLX OHNREE =y —tafETHL L EL Ol B

SOBRRRE Ti3, M EEHE O OFLX O G 3EFNEH 2.35,

2.74 ug/ml T, MM (3.16

wg/ml) ICHE L TEV SO0, AUC 3 27.17, 37.91 ug-h/ml L% (30.91 ug-h/ml) &t
1EI2/E% T, OFLX O L BE~OBITRRIFTH o 1o, £/, FHICL 2BBERE K
T, T0UFOERERE, Th5.75h, T, 4.53h LERLTED, EFHL M
EE# D AUC 12 50.90 ug-h/ml & (D AUC & D K &<, 5E TidEH I 81 5 OFLX

ORI B & UHEM I BEELFRS STz,
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i, IR LIFBEE L BRENEETH- T2, 2nb
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SEFRIE oM, Wk, 5L FEERPAE* HPLC
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tories TfTvs, #5382 one-conpartment model T#
L7z,

In. & E 3

BEAS G, HYIRE LR 8 SERREESR
186, BYIRES> 0 - @K ERREERN2HO
OFLX 300 mg MER& DM, Wi & UEETOR
E % Tables1~ 3, Figs. 1, 2R L7, HRELE
BHSERBEOREFND S &, 17THRIRRERROZ
LOBICRIE L 227000, BEEFNTE D346
DHATHo1z, ZHoDRERICDWTIE, Tables?,
ST RTHEML oS, EHEREIBEDOY 12V
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AUC (ug-+h/ml) &, 27.11, 18.92, Ty (h) &,
5.70, 4.08 TH o 1z, BIUEKERRIERERO B,
Bl1, 15 L BYIBEORES 2 O CRP 32 Th 2.5,
4.6, 3.4mg/dl t WEFDOREFRREBD S, %
DREDERIZVFh b CRP et TH - 72o CRP B
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Table 1. Serum and saliva concentrations of ofloxacin in healthy volunteers

(ug/ml)
Time after administration (h)
Case no.
0 1 2 4 6 8

1 serum <0.01 1.29 2.63 1.88 1.55 1.20
saliva <0.01 4.58 2.18 1.41 1.07 0.78

2 serum <0.01 4.33 3.06 2.38 1.67 1.46
saliva <0.01 3.29 2.67 1.83 1.36 1.19

3 serum <0.01 3.25 2.72 2.15 1.87 1.37
saliva <0.01 2.68 1.60 1.69 0.99 1.28

4 serum <0.01 1.40 2.27 1.91 1.50 1.14
saliva <0.01 1.87 2.26 1.44 0.96 0.84

5 serum <0.01 3.18 2.83 2.35 1.88 1.41
saliva <0.01 2.10 2.32 1.47 1.28 1.11

Mean serum <0.01 2.69 2.70 2.13 1.69 1.32
+SD 1.31 0.29 0.24 0.18 0.14
Mean saliva <0.01 2.90 2.21 1.57 1.13 1.04
+SD 1.09 0.39 0.18 0.18 0.22

HrEUEOM T, BUHEIIER, BELE b 2 FHE
%0 OFLX BESE LA 2D 1251, £ DOHOF
REOEE RRIZETH -, KN EEZRZH T
Ko, BUHSERPEESND S b, BYIERG 2§ %k
W18B i B B, ME, HEH, BHE, O G
(ug/ml) 12, ThEh3.16, 2.35, 2.74, Tnax (h)
i3, 3.58, 4.22, 4.99, AUC (ug-h/ml) 1%, 30.91,
27.17, 37.91, T,.» (h) i3, 2.75, 3.27, 3.95 TH -
2o MUK ERREES O BYIRE 2 Fl DM, &
W, BHED Cnax (ug/ml) 3, FRFN3.97, 2.76,
2.51, Tmax (h) 13, 2.73, 0.44, 5.10, AUC (ug-h/
ml) i3, 43.71, 27.67, 35.30, T, (h) i3, 5.37,
6.63,4.14 TH-o7: (Tabled), BHIJERXPEEFD
EERENIERE 1k, B AR L T, Th PEEL,
AUC 3K E WIER RS 6 iz, BYIREIC BV T
13, Thax D355 126

B IR G % kv -8t SEREEES & 70 KL L
OF (76) L50UTORE (460 b, &8
DI, wEEK, BEOFHMED Grx, Tmax, AUC,
T, b Table 4 127/ L 7zo 70 LA E D&M KBRS
EEG OEIIBE TIE, Tha & T BERL, AUC
BKEDS T2,

B SERIERES I B8 5 OFLX DMEBRE &
B OBE I, Y=-0.14+0.78X (r=0.77)

X B ERLUE (Fig. 3), 7, ME L HWED
BEE 2, Y=—0.1840.92X (r=0.75) T, A
JuLHEER R Lz (Fig. 4),
Inr. #* =

B-lactam RF LA OF Tldfx b M EFH R
ceftriaxone (CTRX) 1g 2#FE LB EcvlH o
Crox 13282.0 ug/ml & LR T 2205, BREEBANERE
120.16 ug/ml THZ LEHEZINTWVLEY, Thbb,
new quinolone RILEFI DM X 2 AP
OFAITIE, B-lactam REFI LD R 22 ICHE\E VI L
BHISNTWwb, 7, OFLX {2 new quinolone %
FERIOD T HBICERB L UBE~OBITHRIFT
Ho, BHESERREL CCEASNLIEE ISV,
IhETICH, TOMCEBL T, OFLX RN
B P OBER R L, FEHEMEERL
TLIRELH 2, Lrl, INSOREIIRE
ArftRe LTI TWT, OFLX A&
ZBLSDHVLEBMTUERPE TRIT SN TLRV, &
512, ZDHIEFE X bioassay I TIThbh T %23,
BHRATIRY VS F—2"H50IEORN, wizED
Wi, KDz, bioassay & TIIHIERSRICEH
EME U LTINS H B EEZON S, BEBREOH
FizowTh, WO S X Bacillus subtilis ATCC 6051
RAOTHELL L ZATEEEEBASFR SN, Es
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“able 2, Serum, saliva and spurum  concentrations of ofloxacin in patients with chronic

respiratory tract infection (ug/ml)
o ‘Tune atter administration (h)
Case no. Age y) 0 | 2 1 3 3
1 28 serum -0.01 262 3.81 2.72 1.54
saliva 0.01 027 2 68 1.47 0.91 0.53
sputum < 0.01 0.34 4.27 2.53 1.90 1.1
2 40 serum < 0,01 0.07 1.10 2.91 2.56 2.52
saliva 0.01 0.01 0.53 2.7 1.38 0.95
sputum 0.56 1.52
3 46 serum 0.05 5.97 4.33 2.93 1.91 1.35
saliva 0.03 3.44 3.71 1.69 1.22 0.92
sputum 3.86
4 46 serum <0.01 2.05 3.71 3.03 2.19 1.84
saliva <0.01 0.63 2.58 1.81 1.46 0.93
5 54 serum <0.01 3.58 5.68 4.28 2.58 2.00
saliva <0.01 1.74 3.07 2.78 1.61 1.60
6 57 serum <0.01 0.17 1.00 2.67 1.55 1.23
saliva <0.01 0.10 0.52 2.98 1.20 1.06
7 58 serum <0.01 1.92 4.17 3.51 2 43 2.04
saliva <0.01 0.87 1.63 2.00 1.74 1.21
8 59 serum <0.01 2.90 5.65 4.12 2.97 1.92
saliva 0.03 1.02 3.64 3.98 1.79 1.49
sputum 0.02 0.96 4.10
9 64 serum <0.01 0.03 0.21 1.68 165 1.57
saliva <0.01 0.01 0.06 1.42 1.08 1.35
10 66 serum <0.01 1.24 1.83 3.84 3.23 2.96
saliva <0.01 0.42 1.05 3.29 3.03 2.32
sputum <0.01 0.43 1.30 3.67 4.10 1.87
11 68 serum <0.01 0.08 1.92 2.28 1.72 1.17
saliva <0.01 0.02 1.07 1.38 0.96 0.73
12 70 serum <0.01 0.99 1.37 2.65 1.66 1.51
saliva <0.01 0.49 1.20 1.97 2.18 1.51
sputum <0.01 0.63 1.10 2.20 2.28 1.54
13 71 serum <0.01 0.24 0.52 4.53 1.93
saliva <0.01 0.12 1.09 1.97
sputum 0.11 0.18 2.83 1.29
14 77 serum <0.01 1.51 1.75 4.89 2.74
saliva <0.01 0.29 1.05 6.03 1.12
sputum <0.01 0.23 1.14 5.17 0.9
15 77 serum 1.72 2.47 3.11 2.57 2.23
saliva <0.01 0.74 3.98 3.80 5.39 2.51
sputum <0.01 0.61 3.22 4.64 4.33 2.79
16 80 serum <0.01 0.73 2.81 3.99 3.19 2.23
saliva <0.01 0.09 1.02 2.13 1.90 1.55
sputum <0.01 2.64 1.88 1.96
17 81 serum <0.01 3.55 5.79 4.64 3.79
saliva <0.01 0.83 5.80 5.04 3.75
18 88 serum <0.01 0.10 0.45 4.81 4.35 3.60
saliva <0.01 0.03 0.18 3.70 6.29 5.13
sputum 5.75
Mean serum <0.01 1.64 2.70 3.48 2.49 2.05
+SD 1.62 1.88 0.95 0.84 66
Mean saliva <0.01 0.62 1.94 2.78 2.24 56
+SD 0.84 1.58 1.32 1.60 09
Mean sputum <0.01 0.47 1.68 3.32 3.37 1.65
+SD 0.29 1.49 1.16 1.59 0.62
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Table 3. Serum, saliva and sputum concentrations of ofloxacin in gastric resection patients with

chronic respiratory tract infection (ug/ml)
Time after administration (h)
Case no. Age (y) S
0 1 2 4 6 8
1 80 serum <0.01 0.34 4.28 4.79 3.87
saliva <0.01 0.10 1.37 2.70 1.53
sputum <0.01 0.14 1.86 3.30 2.70
2 80 serum 0.32 4.76 4.11 3.05 2.31 1.83
saliva 0.22 5.33 2.88 1.82 1.29 1.17
sputum 2.28 1.38
Mean serum 0.16 2.55 4.20 3.92 2.31 2.85
Mean saliva 0.11 2.72 2.13 2.26 1.29 1.35
Mean sputum <0.01 0.14 1.86 3.30 2.28 2.04
(pg/ml)
44
34
24
1 serum
saliva
ot T v T T T T v v
0 1 2 3 4 5 6 7 8 (h)
Fig. 1. Simulation curve of serum and salivary concentrations
by one-compartment model in healthy volunteers.
(ug/ml)
44
34
sputum
21 serum
saliva
14
0 v v v v T v v T
0 1 2 3 4 5 6 7 8 (h)
Fig. 2. Simulation curve of serum, salivary and sputum con-

centrations by one-compartment model in patients with
chronic respiratory tract infection.
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Table 4, Pharmacokinetic parameters of ofloxacin in healthy voluntecrs and paticnts

with chionic resporitory tract infection
G Sl Coan Tas AUC Tis
roup i (ug/ml) (h) (ug*h/ml) ‘h)
Hlea"hy. serum 2.78 1.41 27.11 5.70
volunteers  caliva 2.97 0.46 18.92 4.08
(n=5)
Pati serum 3.16 3.08 30 91 2.75
‘nts"

(ﬂ lt’;ta; saliva 2.35 4.2 27.17 3.27
" sputum 2.74 4.99 37.91 3.95
Patients serum 3.29 4.48 40.37 3.51
(70ys) saliva 3.23 5.75 50.90 4.53
(n=17) sputum 2.82 5.43 41,496 4.28
Patients serum 3.22 2.14 34.72 5.78
(50y=) saliva 2.09 2.64 15.09 2.03
(n=4) sputum 2.24 3.54 21.64 2.67
Gastric serum 3.97 2.73 43.71 5.37

resection? .
patients saliva 2.76 0.44 27.67 6.63
(n=2) sputum 2.51 5.10 35.30 4.14

! Patients with chronic respiratory tract infection.
» Gastric resection patients with chronic respiratory tract infection

saliva sputum
(ug/ml) . (ug/ml)
64 . . 64
54 . . 54 .

44 44
34 34
24 24
194 ° . Y=-0,14+0.78X 14 Y=-0.18+0.92X

. (r=0.77) * (r=0.75)
0 , — 0 —
o 1 2z 3 4 5 & o 1 2z 3 4 5 6
Serum (ug/ml) Serum (ug/ml)
Fig. 3. Correlation between serum and Fig. 4. Correlation between serum and spu-
saliva of ofloxacin concentrations in tum of ofloxacin concentrations in patients
patients with chronic respiratory tract with chronic respiratory tract infection.

infection.

cherichia coli Kp # A THIZEL 72 EELTHB DY, L, ZRODHMB L ERIC L 22 52R L1 £
HLLC DA EELTWE EELSND, 22T, DR, OFLX I3E#H, BERI~FBETBTL,
SEBEL IBESERPEEF 2RI, OFLX D Z2RFhr=0.77, r=0.75 £ MBEE L HELHAE
Mm%, HEHK, BREOBE *ERC HPLCETHIE %273 2 & 8% 5z, New quinolone RHEH
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i, FL S IREER & MR O 2SR EEF T i e
b3, —ERDEHTIX PR EREREE 2 X OFIFER b 3R
ENTEDY, RHW/EDE =5 —NEKTAEETDH
22riRd, HEBERILEEZONS, BEA & BH
RIBRBRESE DFEBI DB TIE, Thax, AUC 1218HE
BRERBEFHOABKEN 571203, Coax RIZIZAZT
Hole UL, Tablesl ~3icwd & 54z, @i
SOERSAERES) T 13 OFLX 300 mg AR O M,
W, BRTBERIOEODIES>ERTED I, JHI
ML, BEATRESDERP o, JOHEE
i, B S RRIMEGE BB 12 DY 28 ~ 82 B & [k ¢
2L, TREIREBERLZ>Tws-dLtEISH
7o & IT, BMESOEBRRGELEBIBEE 70 A L DR

ESORUTORICOURE LI EZ S, TORUED
HRERS L UMD T SEELTED, BRIRO
BESTD oL, MR O AUC 28397 3
b, BRETIIERDO AUC 2o 126 % TH -
oD L, S0IUATDBETIZA3.5% TH-7, &
PIEEEDBEHTI, 69.8%THD, BREDE
BHO T, BEELTVWEZEEDbETELS L,
REE OERANOBIL, HEMHEEL TV EEZ S
nas,

SEIORE I, EEJERPEEFICB VLT, HEK
NRESIPRE L FE B b > TRBT 3075
OBELTH 57208, —HABEKEIZEEADRITHA
ERHETHS, BETBREORN T, BHIER
PAFFEFI TIE, Cnex 122.74 ug/ml L &<, AUC b
37.91 ugeh/ml L K& <, MPBEICHT 2HEHERA
DBITRRIFTH > 72, B-lactam &1, MR
HEBT2 EBEAOBITRTRTHY, ZOFEREL
T barrier B’FE L, RIERFIZIZ I D barrier HSREfE
L, BITOBEN LR T B & TV 39, SEIEKL
DRRETLFERI T3, REMRE2E T 2ESBOHK
T, REODEEIC L ZZRIRFTTER» o705, 28
HegoELNiIZIZRBE T, M@ LaEpiL /-8
BEThot, ZDOFEAEIX, new quinolone ZHLEHFIX

A5 barrier L, £ b F LMD EENE X
ERETR W o, RIEDHMICHD © 3" Mg«
AL EE B EKXOND, FORR, BEN
WAL IMPRE O BEELHRERIOTHSD, LI
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X [ 73
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SALIVA, SPUTUM AND SERUM CONCENTRATIONS OF OFLOXACIN IN
PATIENTS WITH CHRONIC RESPIRATORY TRACT INFECTION

Kouichi Wada, Takashi Kawashima, Iiroki I'sukada, Norio Suzuki,
Yoshinori Shimazu and Masaaki Arakawa
Department of Medicine (I1), Niigata University School of Medicine, Niigata, Japan

We assayed by HPLC the concentration of ofloxacin (OFLX) in serum, wliva and sputum of 20
paticnts with chronic respiratory tract infection who had been given 300 mg of OFLX orally,
Ofloxacin valucs in serum, saliva and sputum were 3.16, 2,35, 2.74 ug/ml (Gnax); 3.58, 4.22, 4.99
(Thex); 2.75, 3.27, 3.95h (T\,); and 30.91, 27.17, 37.91 ug-h/ml (AUC) A close correlation was
found between scrum and saliva concentrations (Y= —0.1410.78 X, R=0.77) and serum and
sputum concetrations (Y =—0.18+0.92 X, R=0.75). The Tn. and T3 in saliva were prolonged in
patients of advanced age. Our findings showed that OFLX penetrated into saliva and sputum at high
levels, and that its pharmacokinetics can be calculated by HPLC assay of saliva.




