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Does regular medication of antiepileptic drugs affect the pharmacokinetics of
free intravenous anesthetics in total venous anesthesia?

Nakano, Mai
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The purpose of the present study was conducted in patients taking oral
antiepileptic drugs (AED group) and in patients not taking oral antiepileptic drugs (control group)
who underwent dental treatments under total intravenous anesthesia to determine how oral
antiepileptic drugs affect anesthetic effect and pharmacokinetics of intravenous anesthetic,
propofol, i.e., drug-drug interactions. The results showed the awakening time of the AED group was
significantly longer than that of the control group, and the depth of anesthesia upon awakening was
correlated with the total propofol concentration and the concentration of free propofol released
from blood proteins. It was suggested that regular medication of antiepileptic drugs could affect
anesthetic effect of propofol, but further investigation of its effect on pharmacokinetics of free
propofol is needed.



AED

AED
AED
1
AED
@
HPLC
HPLC HPLC LC-10ADvp,
DGU-20A3, SIL-20A,
RF-20A, CTO-20A,
LiChrospher® (100 RP-18(e) 4 mm 1.D
x 150 nm 5 pm, Mrek K Ca A Darmstadt Germany 1.0 mL/min
40 270 nm 310 nm
LabSolutions
Centrifree®
- IS
0.1M HPLC
3.13~50.1 p g/mL
0.009~0.15 p g/mL
IS IS
@
AED
AED AED 2
TCI 4y g/mL
0.25 0.5 p g/kg/min
BIS Bispectral index 40~50
Tl
T2 30
-20 HPLC
Tl T2
Tl T2 T2 BIS
GraphPad Prisme GraphPad Prism ver8;
GraphPad Software Inc. San Diego USA t Mann-
Whitney

p< 0.05

+



@

3.13~50.1 p g/mL IS 5 pg/mL
IS
4
0.009~0.15 p g/mL IS 1.25
ng/mL 1S
@
AED
7 AED 7
3 4 AED 5 2 35.4+ 9.7 AED 26.9% 7.2
160.9+ 10.8 cm AED 165.5+ 15.7 cm 57.7+ 14.0 kg AED 62.2+
20.2 kg 8.1+ 0.7 mg/kg/h AED 74+ 1.1
mg/kg/h 0.17+ 0.02 ng/kg/min AED 0.16+
0.03 ng/kg/min BIS 43.4+ 8.6 AED 42.6+ 9.4
AED 7
AED 2 2
2594 P=0.014
BIS —
AED 20
12.7+ 3.1 95 9.8-15.6 % T
AED 17.4+ 3.0 95 14.7-20.2 ,p=0.014 = 15 1
1 £
10
BIS 79.6+ 7.3 95 72.8- %{
86.3 AED 85.0%£ 6.2 95 79.3-90.8 A 5
0 - T
1 T XtfREE AEDEE
B 1 HEREERID LB
Tl 2.57+ 0.84
M g/mL 95 1.79-3.35 p g/mL  AED 2.29+ 0.86 p g/mL 95
1.50-3.09 p g/mL
T2 1.21+ 0.43 p g/mL 95 0.81-
1.61 p g/mL  AED 1.02+ 0.29 p g/mL 95 0.75-1.28 p g/mL
Tl T2
Tl 0.0257+ 0.0129 p g/mL 95
0.0138-0.0377 p g/mL  AED 0.0239+ 0.0071 p g/mL 95 0.0173-
0.0304 p g/mL
T2 0.0145+ 0.0027 p g/mL 95
0.0121-0.0170 p g/mL  AED 0.0117+ 0.0043 p g/mL 95 0.0077-
0.0157 p g/mL
Tl
R=0.65, P=0.0005 2 T2
R=0.57, P=0.0018 3
T2 BIS
T2 BIS
BIS wvs. R=0.57,
P=0.0013; BIS vs. R=0.36, P=0.0244 4, 5



Mg 7O 7 A —)VBE (ug/mL)

0.06

0.04 —

0.02

. R=0.65
P=0.005

T T T T 1
1 2 3 4 5

mPL7ORT +—IVEBE (ug/mL)

MR 7 O 7 + —)LBE (ug/mL)

0.020 -
0.015 -
0.010 -
0.005 o
R=0.57
P=0.0018
0.000 T T T )
0.0 0.5 1.0 15 2.0

ML 70OMR7 +—JVEE (ug/mL)

K2 70R7+—RTHOMPLTART +—IL
TREE & AP EERER 7 O R 7+ —LVIBE O BR

3 BEROMALT OKR T + —IVIRE & M

TaRT7 + —ILVEEDRER

HEERSBIS (AREMREE)

100 .
) o [ ]
80 ®
]
60
40 -
20 R=0.57
P=0.0013
0 T T T 1
0.0 0.5 1.0 1.5 2.0

ML 7ORT A —ILEBE (ug/iml)

REERBIS (AREHREE)

100 .
L]
80 S %2 g
Y [ ]
60
40
20 R=0.36
P=0.0244
o 1 1 1 1
0.000 0.005 0.010 0.015 0.020
MR 7 OR 7 A —ILEE (ug/mL)

4 BEEBISE MHPLTORT + —LERE L DGR

®

*

AED

AED

AED

AED

BIS

AED

5 RERRFBIS & MRl 7 0K 7 + —VIREE &

BIS

[2): 515

AED

HPLC

AED

AED

BIS
AED

AED

AED

AED






