Table 9. The effect of cigarette smoking and heavy coffee consumption on olanzapine safety (assessed as the change in LDL and TG levels and the incidence of EPS), according to CYP1A2*1F and CYP1A1/1A2 genotype
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	LDL ( mmol/L)
	TG ( mmol/L)
	EPS

	Cigarette smoking
	n*
	Mean±SD*
	ANOVA
	Median (IQR)*
	Mann-Whitney test
	Frequency*
	χ2 /Fisher exact test

	All
	61/59
	-0.45±1.17 /
0.57±1.28
	F(1,118)=20.80, p<0.001, η2=0.150
	0.40 (-0.13, 0.93) /
1.10 (0.00, 1.90)
	U=1290.50, p=0.008, r=0.243
	5.56% / 23.73%
	χ2(1)=6.94, 
p=0.010,  Φc=0.240

	CYP1A2*1F
(-163C>A)
	Dominant genetic model
	C/C
	8/5
	-0.30±1.21 /
-0.37±0.84
	F(1,11)=0.01, p=0.91, η2=0.001
	0.39 (0.10, 1.18) /
0.85 (0.75, 2.21)
	U=7.50,  
p=0.07, r=0.508
	0.00% / 20.00%
	χ2(1)=1.73, 
p=0.39,  Φc=0.365

	
	
	C/A + A/A
	53/54
	-0.47±1.17 /
0.66±1.28
	F(1,105)=22.60, p<0.001, η2=0.421
	0.40 (-0.18, 0.93) /
1.10 (-0.06, 1.86)
	U=1068.50, p=0.024, r=0.219
	7.55% / 24.07%
	χ2(1)=5.47, 
p=0.032,  Φc=0.226

	
	Recessive genetic model
	C/C + C/A
	36/33
	-0.59±1.24 /
0.67±1.15
	F(1,67)=18.06, p<0.001, η2=0.213
	0.38 (-0.07, 1.07) /
1.10 (0.65, 1.88)
	U=396.50, p=0.018, r=0.286
	5.56% / 18.18%
	χ2(1)=2.68, 
p=0.14,  Φc=0.197

	
	
	A/A
	25/26
	-0.29±1.05 /
0.44±1.43
	F(1,49)=4.28, p=0.044, η2=0.080
	0.42 (-0.23, 0.90) /
1.18 (-0.19, 1.94)
	U=253.00, p=0.18, r=0.190
	8.00% / 30.77%
	χ2(1)=4.19, 
p=0.08,  Φc=0.287

	CYP1A1/1A2 (74735539C>T)
	Dominant genetic model
	C/C
	42/44
	-0.42±1.23 /
0.62±1.26
	F(1,84)=15.02, p<0.001, η2=0.152
	0.34 (-0.9, 1.13) /
1.18 (0.50, 1.92)
	U=634.50, p=0.012, r=0.270
	9.52% / 22.73%
	χ2(1)=2.75, 
p=0.14,  Φc=0.179

	
	
	C/T + T/T
	19/15
	-0.52±1.04 /
0.41±1.37
	F(1,32)=5.08, p=0.031, η2=0.120
	0.42 (-0.27, 0.80) /
0.80 (-0.18, 1.60)
	U=116.00, p=0.37, r=0.158
	0.00% / 26.67%
	χ2(1)=5.74, 
p=0.029,  Φc=0.411

	
	Recessive genetic model
	C/C + C/T
	58/59
	-0.49±1.15 /
0.57±1.28
	F(1,115)=22.16, p<0.001, η2=0.162
	0.40 (-0.9, 1.00) /
1.10 (0.00, 1.90)
	U=1259.50, p=0.014, r=0.228
	6.90% / 23.73%
	χ2(1)=6.37, 
p=0.019,  Φc=0.233

	
	
	T/T
	3/0
	0.32±1.52 /
NA
	NA
	-0.51 (-0.59, -0.51) / NA
	NA
	0.00% / NA
	NA

	Heavy coffee consumption
	n †
	Mean±SD †
	ANOVA
	Median (IQR) †
	Mann-Whitney test
	Frequency †
	χ2 /Fisher exact test

	All
	59/61
	-0.36±1.15 /
0.45±1.36
	F(1,118)=36.71, p<0.001, η2=0.237
	0.65 (0.07, 1.10) /
0.80 (-0.21, 1.91)
	U=1595.50, p=0.28, r=0.100
	3.39% / 26.23%
	χ2(1)=12.27, 
p=0.001,  Φc=0.320

	CYP1A2*1F
(-163C>A)
	Dominant genetic model
	C/C
	7/6
	0.09±0.86 /
-0.81±1.10
	F(1,11)=2.78, p=0.12, η2=0.203
	0.80 (0.50, 1.30) /
0.54 (-0.11, 2.16)
	U=18.50,   p=0.73, r=0.100
	14.29% / 0.00%
	χ2(1)=0.93, 
p=1.00,  Φc=0.267

	
	
	C/A + A/A
	52/55
	-0.43±1.17 /
0.59±1.32
	F(1,105)=17.72, p<0.001, η2=0.145
	0.60 (-0.05, 1.10) /
0.96 (-0.22, 1.90)
	U=1242.00, p=0.24, r=0.114
	1.92% / 29.09%
	χ2(1)=14.76, 
p<0.001,  Φc=0.371

	
	Recessive genetic model
	C/C + C/A
	36/33
	-0.27±1.15 /
0.36±1.47
	F(1,67)=4.01, p=0.049, η2=0.057
	0.72 (0.11, 1.19) /
0.80 (-0.08, 1.79)
	U=550.00, p=0.60, r=0.063
	2.78% / 21.21%
	χ2(1)=5.71, 
p=0.024,  Φc=0.288

	
	
	A/A
	23/28
	-0.50±1.16 /
0.57±1.23
	F(1,49)=10.11, p=0.003, η2=0.173
	0.47 (-0.18, 0.90) /
1.18 (-0.26, 1.98)
	U=273.50, p=0.36, r=0.130
	4.35% / 32.14%
	χ2(1)=6.19, 
p=0.015,  Φc=0.348

	CYP1A1/1A2 (74735539C>T)
	Dominant genetic model
	C/C
	40/46
	-0.27±1.14 /
0.45±1.42
	F(1,84)=6.63, p=0.012, η2=0.073
	0.70 (0.16, 1.10) /
1.18 (-0.13, 1.94)
	U=775.00, p=0.21, r=0.134
	5.00% / 26.09%
	χ2(1)=6.98, 
p=0.009,  Φc=0.285

	
	
	C/T + T/T
	19/15
	-0.56±1.17 /
0.46±1.18
	F(1,32)=6.34, p=0.017, η2=0.167
	0.55 (-0.18, 1.11) /
0.28 (-0.45, 1.40)
	U=136.00, p=0.84, r=0.032
	0.00% / 26.67%
	χ2(1)=5.74, 
p=0.029,  Φc=0.411

	
	Recessive genetic model
	C/C + C/T
	58/59
	-0.41±1.11 /
0.49±1.37
	F(1,115)=15.04, p<0.001, η2=0.116
	0.68 (0.05, 1.10) /
0.96 (-0.10, 1.92)
	U=1459.50, p=0.17, r=0.127
	3.45% / 27.12%
	χ2(1)=12.59, 
p=0.001,  Φc=0.328

	
	
	T/T
	1/2
	2.07±0.00 /
-0.55±0.17
	F(1,1)=158.90, p=0.05, η2=0.994
	0.60 (0.60, 0.60) /
-0.55 (-0.59, 0.55)
	U=0.00,  
p=0.67, r=0.707
	0.00% / NA
	NA


LDL - low density lipoprotein level change, TG - triglycerides level change, EPS – incidence of extrapyramidal symptoms
* - smokers/non-smokers,  † - heavy coffee consumers/ coffee non-consumers, NA-not applicable
Data presentation (mean ± SD, median (IQR) or frequency) and the choice of statistical test (ANOVA, Mann-Whitney or χ2 test) are based on the type of data and normality of their distribution. Effect size is reported as either η2 (partial eta squared), r (correlation coefficient) or Φc (Cramer’s V).


