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Management for effective and safety pharmacotherapy —From the view of pharmacokinetics—
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mdrla/1b knockout mice = J\> THigd L 724558, /NG E BTG EOBREREOKT L2BE I, wcELE

F1L TEIFAY YV 75mg/kg/day T4 HMEAHG B L ORERIZY 7 1) A 22 FIRN B L ORI GHOFEW L XT X — 5 OLED)
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After dexamethasone treatment (75 mg/kg/day)

Parameter No tratment
1.5hr 1 week 2 weeks

i.v. administration

AUCyg;, (ng min/mL) 55400 = 3100 33100 = 3200%* 46800 + 4300* 59800 = 5400

MRT (min) 96.4+11.5 62.2 £ 6.8% 75.6+13.0 93.1+14.2

Vd (L/kg) 3.48+0.40 3.76+0.51 3.23+0.76 3.28+0.73

CL,y¢ (mL/min/kg) 36.1+1.7 60.4 £ 4.0%* 42741 352+3.3
p.o. administration

AUCg;, (ng min/mlL) 4850+ 630 1290 + 160%** 2210 = 890* 4190 =940
Bioavailability (%) 8.8 39 4.7 7.0

Each value represents the mean + S.D. of three rats.
* **Sjgnificantly different from control rats at p <0.05 and <0.01, respectively.
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0 00125  0.125 0.25 0.

Vehicle concentration (%)

O DOC/crEL B PAC/crEL
B DOC/PS PAC/PS

X2 Ft%Ft)L (DOC) BLUXZ Y & X+ (PAC) % [K3E
SRINEITdH B 2 LEAR—IVEL (crEL) &K1 v Lbx— | 80
(PS) DAAULEECHEE L7238 %, AH130 cellZiRNL, ALiE
30 min % O HI G PN SE W i B = W% L 7z, * **Significantly
different from docetaxel at P<0.05 and 0.01, respectively
FOFER, WINA OV AL TN NN O YY) JA B2
P Sz (COCHk10 & 0 Bxik)

(a) Blood (b) Plasma
100

Concentration (Lg/mL)
s

R T e T
0 120 240 360 480 0 120 240 360 480
Time (min)

* **Significantly different from rats in the 4.3% crEL group at P < 0.05 and 0.01,
respectively.
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