Table 7. The effect of cigarette smoking and heavy coffee consumption on olanzapine efficacy (assessed as PANSS reduction, CGI-I score and GAF increase), according to CYP1A2 −163C>A and CYP1A1/1A2 genotype
	
	
	PANSS reduction
	CGI-I score 
	GAF increase

	Cigarette smoking
	n*
	Mean±SD*
	ANOVA
	Median (IQR)*
	Mann-Whitney test
	Median (IQR)*
	Mann-Whitney test

	All
	61/59
	17.82±5.63 /
25.71±5.00
	F(1,118)=65.73, p<0.001, η2=0.359
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=816.00, p<0.001, r=0.471
	72.41 (57.90, 96.43) /
96.67 (84.21, 118.75)
	U=890.00, 
p<0.001, r=0.436

	CYP1A2*1F
(-163C>A)
	Dominant genetic model
	C/C
	8/5
	19.14±6.36 /
24.17±5.68
	F(1,11)=2.07, p=0.18, η2=0.166
	2.00 (2.00, 3.00) /
2.00 (1.50, 2.00)
	U=12.50,
p=0.28, r=0.304
	71.91 (59.77, 103.62) / 85.71 (65.52, 90.17)
	U=20.00,
p=1.00, r=0.000

	
	
	C/A + A/A
	53/54
	17.62±5.55 /
25.86±4.97
	F(1,105)=65.40, p<0.001, η2=0.384
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=617.50, p<0.001, r=0.490
	72.41 (57.89, 91.27) / 97.01 (84.51, 120.88)
	U=631.50, 
p<0.001, r=0.482

	
	Recessive genetic model
	C/C + C/A
	36/33
	18.10±5.65 / 25.62±5.03
	F(1,67)=33.91, p<0.001, η2=0.336
	2.50 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=254.50, p<0.001, r=0.491
	74.09 (58.00, 85.42) / 94.60 (82.11, 117.42)
	U=296.00, 
p<0.001, r=0.431

	
	
	A/A
	25/26
	17.43±5.69 / 25.83±5.07 
	F(1,49)=31.08, p<0.001, η2=0.389
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=159.00, p<0.001, r=0.438
	71.43 (57.89, 98.53) / 100.04 (83.77, 131.57)
	U=152.00, 
p=0.001, r=0.456

	CYP1A1/1A2 (74735539C>T)
	Dominant genetic model
	C/C
	42/44
	17.99±6.00 / 25.54±5.22
	F(1,84)=38.96, p<0.001, η2=0.317
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=425.00, p<0.001, r=0.465
	71.83 (56.30, 88.69) / 95.63 (84.62, 116.76)
	U=448.00, 
p<0.001, r=0.443

	
	
	C/T + T/T
	19/15
	17.46±4.85 / 26.21±4.44
	F(1,32)=29.42, p<0.001, η2=0.483
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=64.50, p=0.006, r=0.464
	76.67 (57.89, 100.00) / 110.00 (81.25, 142.86)
	U=68.00, 
p=0.009, r=0.443

	
	Recessive genetic model
	C/C + C/T
	58/59
	17.78±5.62 / 25.71±5.00
	F(1,115)=65.07, p<0.001, η2=0.361
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=753.00, p<0.001, r=0.483
	74.09 (57.89, 96.43) / 96.67 (84.21, 118.75)
	U=839.00, 
p<0.001, r=0.440

	
	
	T/T
	3/0
	18.58±7.07 / NA
	NA
	2.00 (2.00, 2.00) / NA
	NA
	71.43 (28.57, 71.43) / NA
	NA

	Heavy coffee consumption
	n †
	Mean±SD †
	ANOVA
	Median (IQR) †
	Mann-Whitney test
	Median (IQR) †
	Mann-Whitney test

	All
	59/61
	18.43±5.12 /
24.86±6.40
	F(1,118)=36.71, p<0.001, η2=0.237
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=943.00, p<0.001, r=0.410
	73.53 (57.89, 96.86) /
94.59 (78.54, 117.71)
	U=1045.00, 
p<0.001, r=0.362

	CYP1A2*1F
(-163C>A)
	Dominant genetic model
	C/C
	7/6
	18.72±3.56 /
23.83±8.12
	F(1,11)=2.28, p=0.16, η2=0.173
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.25)
	U=13.50, 
p=0.30, r=0.297
	64.86 (55.81, 85.71) /
90.17 (74.75, 111.47)
	U=9.00, 
p=0.10, r=0.475

	
	
	C/A + A/A
	52/55
	18.39±5.33 /
24.97±6.27
	F(1,105)=34.04, p<0.001, η2=0.245
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=730.00, p<0.001, r=0.423
	75.18 (58.00, 96.95) /
94.59 (78.13, 118.18)
	U=857.00, 
p<0.001, r=0.345

	
	Recessive genetic model
	C/C + C/A
	36/33
	18.60±4.87 /
25.08±6.50
	F(1,67)=22.23, p<0.001, η2=0.249
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=295.00, p<0.001, r=0.432
	72.32 (56.15, 94.46) /
94.59 (80.65, 117.71)
	U=304.50, 
p=0.001, r=0.418

	
	
	A/A
	23/28
	18.18±5.60 /
24.60±6.40
	F(1,49)=14.22, p<0.001, η2=0.227
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=179.00, p=0.002, r=0.380
	77.78 (62.16, 103.03) /
95.41 (75.54, 118.37)
	U=224.50, 
p=0.065, r=0.259

	CYP1A1/1A2 (74735539C>T)
	Dominant genetic model
	C/C
	40/46
	18.78±5.30 /
24.52±6.79
	F(1,84)=18.70, p<0.001, η2=0.183
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=505.00, p<0.001, r=0.387
	72.88 (56.15, 96.61) /
94.29 (78.74, 117.48)
	U=522.00, 
p=0.001, r=0.372

	
	
	C/T + T/T
	19/15
	17.70±4.78 /
25.90±5.11
	F(1,32)=23.17, p<0.001, η2=0.423
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=64.50, p=0.006, r=0.464
	76.67 (58.33, 100.00) /
96.88 (77.14, 140.00)
	U=86.50, 
p=0.05, r=0.333

	
	Recessive genetic model
	C/C + C/T
	58/59
	18.57±5.07 /
24.94±6.48
	F(1,115)=35.05, p<0.001, η2=0.234
	2.00 (2.00, 3.00) /
2.00 (1.00, 2.00)
	U=885.00, p<0.001, r=0.416
	73.61 (58.22, 96.90) /
94.59 (78.95, 118.18)
	U=1006.00, 
p<0.001, r=0.355

	
	
	T/T
	1/2
	10.81±NA /
22.46±3.07
	F(1,1)=18.58, p=0.20, η2=0.954
	2.00 (2.00, 2.00) /
2.00 (2.00, 2.00)
	U=1.00,    p=1.00, r=0.000
	28.57 (28.57, 28.57) /
94.34 (71.42, 94.34)
	U=0.000, 
p=0.67, r=0.707


PANSS - Positive and Negative Syndrome Scale, CGI-I - Clinical Global Impression- Improvement, GAF - Global Assessment of Functioning
* - smokers/non-smokers,  † - heavy coffee consumers/ coffee non-consumers, NA-not applicable
Data presentation (mean ± SD or median (IQR)) and the choice of statistical test (ANOVA or Mann-Whitney test) are based on normality of data distribution. Effect size is reported as either η2 (partial eta squared) or r (correlation coefficient).


