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•The ChIP

 

library isolated authentic ER 
regulatory elements that are SERM-specific 
regulatory elements (SERM-RE), activated 
by the SERMs, but not estradiol

•SERM-specific regulatory elements and 
endogenous genes are regulated in a tissue 
specific and ER subtype selective manner by 
SERMs

•Transcriptional activation by SERMs

 

is 
mediated by distinct patterns of co-activator 
recruitment and possibly by other 
coregulatory

 

proteins and transcription 
factors
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Tamoxifen

 

and raloxifene

 

are used to prevent breast 
cancer, but they cause 
serious adverse effects.

?07"

To determine molecular 
mechanisms causing the 
tissue specificity and 
different clinical effects of 
Selective Estrogen 
Receptor Modulators 
(SERMs)
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4 1.1 1.0 1.3 0.8 2 6.5 4 0.6 0.8 1.2 0.3 4.1 8.0 4 0.8 1.2 1.3 0.9 1.5 3.2 4 2.2 4.8 2.2 0.9 1.7 2.0 4 0.3
11 1.1 1.3 1.1 0.8 1.8 8 11 0.8 1.1 1.2 0.3 5.3 13.1 11 0.9 1.0 1.0 0.7 1.0 1.1 11 1.8 3.8 2.4 0.9 1.4 1.7 11 0.3
13 3.6 2.8 3.9 0.9 2.5 5.5 13 0.8 1.0 1.1 0.4 4.8 9.8 13 1.2 1.2 1.5 1.0 1.6 2.6 13 2.5 4.7 2.3 1.1 1.5 1.8 13 0.5
19 0.4 0.4 0.5 0.3 3.3 4.4 19 0.8 1.0 1.2 0.3 4.2 8.3 19 1.1 1.4 1.8 1.0 1.3 2.0 19 1.6 2.6 1.7 1.0 1.4 1.9 19 0.4
23 0.6 1.0 0.9 0.5 3.1 4.5 23 0.9 1.2 1.2 0.9 6.1 13.0 23 0.9 1.9 1.4 0.8 2.6 5.2 23 1.7 2.8 1.9 1.1 1.6 1.8 23 0.4
32 0.5 1.5 1.3 0.3 6.4 9.0 32 1.3 1.1 1.1 1.0 0.4 0.6 32 1.1 3.8 1.7 0.4 1.2 1.3 32 2.1 3.9 2.4 1.0 1.8 2.9 32 0.3
43 0.9 0.9 1.0 0.6 4.5 6.2 43 1.1 0.9 1.0 0.9 1.3 1.7 43 1.2 4.1 1.2 0.9 4.0 3.3 43 1.1 2.2 1.9 0.8 2.1 2.4 43 0.3
45 0.9 1.6 2.0 0.9 8.4 9.7 45 1.0 1.2 1.2 0.9 1.5 1.8 45 1.1 2.1 1.7 0.5 2.8 3.6 45 1.6 3.2 1.4 1.2 2.0 2.0 45 0.4
49 1.1 7.4 2.9 0.9 4.3 7.2 49 0.8 0.9 1.2 0.7 1.6 2.3 49 0.8 1.2 0.9 1.2 2.2 1.4 49 1.2 2.2 1.4 0.9 1.7 1.8 49 0.3
92 1.0 0.9 0.8 1.3 3.4 4.9 92 1.3 1.7 1.9 0.5 7.6 17.1 92 2.3 5.2 1.9 0.5 1.4 1.9 92 2.2 3.6 1.1 1.0 1.7 1.9 92 0.2
93 218.9 5.1 2.5 29.2 0.8 1.4 93 5.4 1.1 0.6 3.0 1.7 1.8 93 8.6 3.1 1.7 1.7 1.0 1.4 93 2.2 1.8 1.4 7.1 0.6 0.5 93 4.9
99 1.2 2.3 3.1 0.6 3.0 4.5 99 1.3 1.4 1.1 0.8 2.4 5.3 99 3.1 5.0 4.1 0.9 3.0 3.4 99 1.1 1.7 1.1 1.0 1.8 2.1 99 0.2
131 1.0 2.6 2.0 0.4 2.4 3.9 131 1.5 2.6 1.4 1.1 4.1 6.1 131 0.8 2.3 1.3 0.8 3.3 4.0 131 1.1 1.1 1.0 1.0 1.2 1.0 131 0.5
136 1.1 2.9 3.1 0.3 1.7 2.7 136 0.9 1.4 1.1 0.9 4.5 7.3 136 1.1 2.1 1.6 1.1 1.4 1.8 136 1.2 1.4 1.1 0.8 1.0 1.0 136 0.0
144 1.1 1.2 1.1 1.0 1.6 1.6 144 0.8 0.8 0.9 1.1 3.1 6.6 144 1.8 3.2 1.5 1.0 2.4 3.8 144 1.3 1.9 1.4 0.9 1.4 1.4 144 0.3
154 1.0 2.5 2.1 0.4 2.6 3.6 154 1.2 1.6 1.1 1.0 5.3 7.9 154 1.7 5.3 2.2 0.8 2.0 1.3 154 1.5 1.5 1.6 1.0 1.3 1.6 154 0.2
193 24.6 2.5 1.5 0.3 4.1 5.1 193 2.2 1.6 1.0 1.0 1.3 1.2 193 1.6 1.5 1.2 1.3 3.0 3.5 193 1.8 1.2 1.2 4.5 0.5 0.5 193 1.5
218 0.5 0.8 1.1 0.6 3.5 5.1 218 0.8 0.8 0.9 1.0 1.7 0.8 218 0.6 1.5 1.2 0.7 7.0 7.7 218 1.1 2.0 2.0 0.8 1.9 2.8 218 0.1
219 0.5 1.3 1.7 0.4 5.6 11.6 219 0.7 1.0 1.0 1.0 1.5 2.3 219 0.7 2.3 1.2 0.6 7.9 10.7 219 1.4 2.8 1.5 1.0 1.8 2.5 219 0.1
229 0.6 1.2 1.3 0.4 1.8 2.5 229 1.2 1.2 1.5 0.7 5.9 15.6 229 0.9 1.0 1.0 0.9 1.5 1.6 229 1.5 2.2 1.5 1.0 1.3 1.4 229 0.2
262 0.3 0.7 0.7 0.6 3.4 4.0 262 0.8 0.7 0.9 0.6 4.6 11.0 262 0.7 2.2 0.9 1.5 3.9 5.9 262 1.2 2.0 1.6 0.8 1.7 2.5 262 0.1
280 0.8 1.1 0.9 0.5 3.0 3.5 280 1.0 1.1 0.9 0.9 8.1 12.0 280 1.2 3.8 1.3 0.3 5.9 5.2 280 1.4 2.4 1.4 0.8 1.8 1.9 280 0.4
303 1.5 0.9 1.1 0.7 2.4 6.3 303 0.8 1.1 1.6 0.2 4.8 8.8 303 1.0 1.5 1.2 0.9 1.4 1.5 303 1.0 1.4 1.7 0.7 1.9 2.0 303 0.4

367 0.8 2.0 1.4 0.4 3.3 4.4 367 1.1 1.6 1.6 1.7 16.4 24.1 367 0.6 2.6 1.2 0.5 5.6 4.5 367 1.4 2.6 2.0 0.9 2.6 2.8 367 0.4
371 0.4 1.1 1.1 0.8 4.8 6.5 371 0.9 0.9 1.0 0.3 1.2 2.5 371 0.6 1.3 0.7 1.2 3.5 3.7 371 1.0 0.9 0.7 1.0 1.5 1.9 371 0.3

396 0.7 2.0 1.7 0.4 3.4 6.9 396 1.1 1.0 0.8 1.1 1.5 1.7 396 0.7 1.7 1.2 0.5 3.9 9.4 396 1.5 3.2 2.2 1.2 2.1 2.9 396 0.4
403 7.1 2.2 2.0 2.9 1.5 2.5 403 2.7 1.4 1.0 2.8 5.3 10.5 403 1.6 3.6 1.5 1.4 2.6 3.8 403 1.3 1.7 1.4 1.8 1.4 1.4 403 0.5
414 0.6 1.4 1.4 0.3 2.4 3.0 414 0.9 0.8 0.9 1.6 5.7 14.6 414 1.3 1.2 1.3 0.8 4.4 6.2 414 1.4 3.8 2.4 0.9 1.3 2.4 414 0.4
421 0.9 1.9 2.2 0.4 2.9 2.8 421 1.3 1.7 1.6 0.9 3.6 8.2 421 0.8 1.9 1.4 1.4 1.3 1.7 421 1.2 1.9 1.6 0.7 1.6 2.0 421 0.6
423 0.9 1.3 1.4 1.7 0.4 1.2 423 1.7 0.4 1.2 0.7 3.8 9.7 423 1.2 2.0 1.7 1.0 2.0 4.1 423 1.0 2.0 1.8 0.9 1.5 1.6 423 0.5
424 0.9 1.7 1.4 0.4 3.5 5.8 424 1.0 0.7 0.4 0.8 2.8 4.2 424 0.8 2.7 1.5 0.8 7.4 10.4 424 2.5 3.7 3.4 0.9 1.5 2.4 424 0.4
430 1.0 1.5 1.2 0.6 2.6 4.1 430 1.2 1.9 1.8 0.7 3.1 6.1 430 1.6 1.2 1.0 1.1 3.6 4.5 430 1.2 1.5 1.8 0.9 1.3 1.8 430 0.4
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0.6 1.0 0.5 1.2 2.1
1.1 1.5 0.5 4.4 4.7
1.2 1.6 0.5 3.0 4.0
0.8 1.5 0.3 22.4 4.2
1.0 1.4 0.5 3.3 4.0
1.0 1.5 0.4 2.6 3.2
0.8 1.2 0.7 3.0 2.9
0.7 1.5 0.5 3.3 5.0
0.7 1.3 0.4 3.9 5.2
0.7 1.2 0.3 3.0 4.9
0.7 0.6 2.8 1.4 1.9
0.7 1.4 0.1 1.3 1.8
0.8 1.7 0.3 1.0 2.4
1.3 0.5 0.5 2.9 4.5
0.8 1.2 0.4 3.5 2.9
0.8 1.6 0.3 4.0 5.8
1.2 1.1 1.8 0.8 1.3
0.4 0.9 0.2 3.6 7.3
0.3 0.6 0.3 4.6 10.7
0.5 1.0 0.2 2.4 3.8
0.4 1.0 0.3 3.0 6.6
1.0 1.7 0.4 2.3 2.9
1.0 1.4 0.2 1.5 1.9

1.1 1.5 1.4 2.6 2.6
0.9 1.3 0.5 3.0 3.8
1.0 1.2 0.5 3.7 5.8
0.9 1.3 0.5 2.7 3.3
0.7 1.4 0.6 2.2 2.5
0.8 1.2 0.4 2.2 4.3
1.2 1.7 0.5 3.4 4.3
0.7 1.1 0.5 2.2 2.4
1.0 1.7 0.5 2.8 3.1
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