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To develop the personalized dosing system of neur0ﬁsychotropic drugs using
population pharmacokinetic-pharmacodynamic approac
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The present study conducted the clinical research to develop the personalized
dosing system of neuropsychotropic drugs. Briefly, we investigated the pharmacokinetics and
pharmacodynamics (including weight gain as an adverse reactions) of antiepileptic drug: clobazam, mood
stabilizers: valproic acid and carbamazepine, antidepressant: paroxetine, antipsychotics: olanzapine,
clozapine and risperidone, and we proposed the dosing regimen for these drugs based on the patient
information, including genetic polymorphisms and the patient lifestyle.
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30% 50%

Smokers Non-smokers Std. Mean Difference Std. Mean Difference
Study or Mean  SD Total Mean _ SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Haslemo T 2006 [21] 191 072 31 4 159 9  43%  -211[3.00,-1.22]

Nozawa M 2008 [22] 22 12 16 38 18 35 7.3%  -0.96[-1.58,-0.34]

Bigos K 2008 [23] 1446 1127 267 2241 1.368 130 184%  -0.65[0.86,-0.44] -

Laika B 2009 [24] 115 063 30 1.56 067 43 102%  -0.62[1.10,-0.14] ——

Citrome L 2009 (10mg) [7] ~ 165 0.96 88 256 125 45 129%  -0.85[-1.22,-0.47] =

Citome L 2009 (20mg) [7] 171 1.04 77 217 124 48 132%  -0.41[-0.77,-0.04] —

Citrome L 2009 (40mg) [7]  1.522 0.865 92 2573 1.4 30 11.2%  -1.13[1.56,-0.69] -

Spina E 2009 [25] 243 066 8 301 082 10 37%  -0.73[-1.70,0.24] —

Skogh E 2011 [26] 223 092 10 332 14 27 54%  -1.01[1.77,-0.24] —=

Haslemo T 2011 [27] 2145 1065 64 3236 1382 65 133%  -0.88[-1.24,-052] =

Total (95% CI) 683 451 100.0%  -0.83[1.04,-0.63] *
Heterogeneity: Tau® = 0.05; Chi* = 17.94, df = 9 (P = 0.04); I* = 50% F

Test for overall effect: Z = 8.00 (P < 0.00001)
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Smokers Non-smokers Std. Mean Difference Std. Mean Difference
Study or Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Dettling M 2000 (28] 06 03 25 12 07 9 186%  -1.34[-2.18,-051] 2000 —
Palego L 2002 [29] 093 065 22 17 151 27 307%  -0.63[-1.21,-0.05] 2002 —a—
Weide J 2003 [30] 1 0.5 45 24 17 35 37.8% -1.17 [-1.65, -0.69] 2003 —a
Haslemo T 2006 [21]  0.915 0.425 28 196 1.18 5 12.8% -1.76 [-2.81,-0.70] 2006 N
Total (95% Cl) 120 76 100.0% -1.11 [-1.53, -0.70] >
Heterogeneity: Tau? = 0.06; Chi? = 4.45, df = 3 (P = 0.22); I = 33% ) ) 1 3
Test for overall effect: Z = 5.27 (P < 0.00001) C/D ratio decrease  C/D ratio increase
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