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Sum m ary and Conclusion 

1 Background 

2 

• FKBP5  and its expression product  FKBP5 1  funct ionally 

at tenuate the sensit iv ity of the glucocort icoid receptor (GR) , 

and thus, are im portant  m odulators of the stress 

response .  

 

 

Results 

• This study included 2 9 7  inpat ients,  who part icipated in the 

Munich Ant idepressant  Response Signature ( MARS)  

project  and were t reated for acute depression. 

• Changes in blood FKBP5 1  expression during 

ant idepressant  t reatm ent  were analyzed using RT-PCR and 

ZeptoMARKTM reverse phase protein m icroarray.  

• Stress response regulat ion was evaluated in a subgroup of 

pat ients using the com bined dexam ethasone 

(dex) / cort icot ropin releasing horm one (CRH)  test . 

• Successful ant idepressant  t reatm ent  is accompanied 

by a reduct ion of FKBP5  gene and FKBP5 1  protein 

expression ,  part icular ly, in those pat ients, who are 

carrying the FKBP5  rs1 3 6 0 7 8 0  r isk alle le .  

• Our findings demonst rate that  FKBP5  and, specifically, it s 

expression product  FKBP5 1  are im portant  m odulators of 

ant idepressant  t reatm ent  outcom e ,  point ing to a new, 

prom ising target  for future ant idepressant  drug 

developm ent .  

• I ncreased FKBP5 1  expression is associated with an im paired 

st ress response regulat ion  at  baseline and after six weeks of 

t reatm ent  indicated by a posit ive associat ion between FKBP5 1  RNA 

levels and the cort isol response to the com bined dex/ CRH test .  
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• Pat ients responding to ant idepressant  t reatm ent  after six weeks 

had a pronounced reduct ion of FKBP5  gene and FKBP5 1  protein 

expression ,  while non- responders show ed increasing expression 

levels.  This effect  was sm all to m edium  for change in RNA expression ( f 

=  .14, p =  .018)  and reached the border of a large effect  for change in 

protein expression ( f =  .36, p =  .038) . 

• This effect  of FKBP5 RNA expression on t reatm ent  outcom e was addit ionally 

m oderated by the FKBP5  genotype rs1 3 6 0 7 8 0 , with carr iers of the 

m inor T allele show ing the m ost  pronounced associat ion 

( f =  .22 >  f =  .13) .  

• 173 pat ients =  5 8 %  responded 

after six weeks of t reatm ent , 

while 124 pat ients =  4 2 %  w ere 

non- responders.  

• Responders vs. non- responders 

did not  differ  in sex, age, 

diagnosis, baseline depression 

severity or FKBP51 expression. 

Reference :  I sing et  al. I nt .J.Mol.Sci. 2019;  20(3) , 485. 
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r = .214, p = .044

• Consistent  genet ic findings point  to an im portant  role of the 

m inor T allele of the FKBP5  SNP rs1 3 6 0 7 8 0  for st ress 

response regulat ion, depression r isk and ant idepressant  

t reatm ent  outcom e. The m inor T allele …  

• … is associated with increased and prolonged st ress 

response  in healthy subjects. 

• … is associated with increased depression r isk in 

t raum at ized healthy subjects.  

• … is associated with recurrence r isk in depression and with 

ant idepressant  t reatm ent  outcom e . 
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