Papamichail, M.P., Stefanis, C.N., 2001. Cytokine serum levels, autologous mixed

lymphocyte reaction and surface marker analysis in never medicated and chronically

medicated schizophrenic patients. Schizophrenia Research 47, 13-25.

Tsai, S.-J., Hong, C.-J., Yu, Y. W.-Y,, Lin, C.-H., Liu, L.-L., 2003. No association of

tumor necrosis factor alpha gene polymorphisms with schizophrenia or response to

clozapine. Schizophrenia Research 65, 27-32.

Venters, H.D., Broussard, S.R., Zhou, J.-H., Bluthé, R.-M., Freund, G.G., Johnson, R.W.,

Dantzer, R., Kelley, K.W., 2001. Tumor necrosis factoro. and insulin-like growth
factor-I in the brain: is the whole greater than the sum of its parts? Journal of

Neuroimmunology 119, 151-165.

Wilson, A.G., Symons, J.A., McDowell, T.L., McDevitt, H.O., Duff, GW., 1997. Effects

of a polymorphism in the human tumor necrosis factor o promoter on transcriptional

activation. Proceedings of National Academy of Sciences of the United States of

23

—339—



America 94, 3195-3199.

Zhang, X.Y., Haile, C.N., Tan, Y.L., Zuo, L.J., Yang, B.Z., Cao, L.Y., Zhou, D.F., 2005.

Tumor necrosis factor o polymorphism (-1031T/C) is associated with age of onset of

schizophrenia. Molecular Psychiatry 10, 897-899.

24

—340—



Table 1

Primers and probes used in genotyping

SNP Primers

Probes

-G238A 5’-CAGTCAGTGGCCCAGAAGAC-3’

5’-CCCTCACACTCCCCATCCT-3’

-G308A 5'-CCAAAAGAAATGGAGGCAATAGGTT-3’

5’-GGACCCTGGAGGCTGAAC-3’

-C857T 5’-GGGCTATGGAAGTCGAGTATGG-3’

5'-GTCCTGGAGGCTCTTTCACT-3’

-T1031C 5’-GTGAGGCCGCCAGACT-3’

5’-GCCCCTCCAGACCCTGA-3’

5’-VIC-CTCGGAATCGGAGCAG-NFQ-3’

5’-FAM-CTCGGAATCAGAGCAG-NFQ-3’

5’-VIC-CCCGTCCCCATGCC-NFQ-3’

5’-FAM-CCCGTCCTCATGCC-NFQ-3’

5’-VIC-CCCTGTCTTCGTTAAGG-NFQ-3

5’-FAM-CCTGTCTTCATTAAGG-NFQ-3’

5-VIC-CTTTTCCTTCGTCTTCTC-NFQ-3*

5-FAM-TTTTCCTTCATCTTCTC-NFQ-3’

Table 2
Genotype and allele frequencies of the TNF-a gene promoter region polymorphisms in cases and controls
SNP Genotype (%) P Allele (%) P’
-G238A G/G G/A A/A G A
Cases 259(97.7) 6(2.3) 0(0.0) 1.00 524 (98.9) 6(1.1) 0.64
With family history 110 (99.1) 1(0.9) 0(0.0) 0.58 221 (99.5) 1(0.5) 0.32
Without family history 149 (96.8) 5(3.2) 0(0.0) 0.83 303 (98.4) 5(1.6) 1.00
Controls 412 (97.2) 11(2.6) 1(0.2) 835(98.5) 13(1.5)
-G308A G/G G/A A/A G A
Cases 258 (97.4) 7(2.6) 0(0.0) 0.66 523 (98.7) 7(1.3) 0.66
With family history 107 (96.4) 4(3.6) 0(0.0) 1.00 218 (98.2) 4(1.8) 1.00
Without family history 151 (98.0) 3(2.0) 0 (0.0) 042 305(99.0) 3(1.0) 0.43
Controls 409 (96.5) 15(3.5) 0 (0.0) 833 (98.2) 15 (1.8)
-C857T C/C C/T T/T C T
Cases 184 (69.4) 73 (27.6) 8(3.0) 020 441 (832) 89 (16.8) 0.08
With family history 78 (70.3) 28 (25.2) 5(4.5) 0.50 184 (82.9) 38(17.1) 0.26
Without family history 106 (68.8) 45 (29.2) 3(2.0) 0.17 257 (834) 51(16.6) 0.13
Controls 271 (63.9) 130 (30.7) 23 (5.4) 672 (79.2) 176 (20.8)
-T1031C T/T T/C Cc/C T C
Cases 188 (71.0) 74 (27.9) (L) 0.43 450 (84.9) 80 (15.1) 1.00
With family history 79 (71.2) 31(27.9) 1(0.9) 0.67 189 (85.1) 33(14.9) 1.00
Without family history 109 (70.8) 43 (27.9) 2(2.3) 0.67 261 (84.7) 47(15.3) 0.93
Controls 306 (72.2) 108 (25.5) 10(2.3) 720 (84.9) 128 (15.1)

*Compared with control group.

Table 3

Pair-wise linkage disequilibrium (LD) coefficients of the TNF-c gene promoter region polymorphisms in controls

Absolute D’ (/%)

SNP -G238A -G308A -C857T -T1031C
-G238A
-G308A 1.00 (0.00028)
-C857T 0.99 (0.00408) 0.99 (0.00472)
-T1031C 1.00 (0.08757) 0.99 (0.00320) 0.99 (0.04656)

Pair-wise LD coefficients, D’ and r*, were calculated from haplotype frequencies using the expectation maximization algorithm.

Underlines indicate significant LD (” <0.05).
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Table 4

Estimated 7NF-« gene promoter haplotypes in cases and controls

Haplotype -G238A ‘ -G308A -C857T -T1031C Cases Controls Permutation P
1 G G C T 0.668 0.624 0.101
2 G G T T 0.168 0.208 0.066
3 G G C C 0.140 0.136 0.817
4 G A C T 0.013 0.018 0.520
5 A G C C 0.011 0.015 0.492
Global permutation P value of haplotypes 1-5 is 0.485.
Table 5
TDT analysis for the TNF-o gene promoter region polymorphisms
-G238A -G308A -C857T -T1031C
Allele G A G A C T T C
Transmitted 0 2 1 3 14 22 23 23
P 0.48 0.62 0.24 0.88
Table 6
Haplotype transmission analysis of the TNF-« gene promoter polymorphisms
Haplotype -G238A -G308A -C857T -T1031C Observed’ Expected” ¥ @f=1) P
1 G G C T 114 111 0.49 0.49
2 G G C C 25 26 0.09 0.77
3 G G T T 21 25 1.78 0.18
4 G A C T 3 2 1.00 0.32
5 A G C C 3 2 2.00 0.16

'Observed and expected transmission of a certain haplotype.

Global test: x> =4.90, df = 4, P =0.30.
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