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A New Crystal Structure Fragment-Based Pharmacophore Method for G Protein-
Coupled Receptors
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A pha rmacopho re  mode t  i s  a  gene . ra t i zed  desc r i p t i on  o f  a  compound  de f i nec i  as  a  spa t i a l o r i en ta t i on  o f  d i f f e ren t  f ea tu res  o f
a  moLecu le {sJ : .  Such  modeL  can  desc r i be  a  vas t  number  o f  chemica t  compounds  w i th  onLy  a  hand fu lo f  common  fea tu res ,
and  thus  i s  b road l y  used  tn  v i r t ua l  sc reen ing  expe r imen ts  as  a  f i l t e r  o f  mo lecu les  f i t t i ng  g i ven  mode t .  The  me thod ,  aL though
pourer fu l ,  is  s t rongLy dependent  on the input  data

This research presents a new method for  bui ld ing pharmacophore models speci f ic  to  G Prote in-Coupted Receptors IGPCRsJ,
be ing  a  comb ina t i on  o f  t he  l i gand -  and  ta rge t -based  app roaches ,  u t i l i z i ng  ex t rac l cd  l i gand  mo ie t y  -  am ino  ac id  pa r r s  acqu i red
{rom crystaLstructures.  The t ibrary of  f ragments conslsts  o i  over  250 members and covers 29 generaLized res ldue posi t ions

{Bal lesteros-Weinste in number ing scheme2l  wi th in the b inding pockets of  0PCRs. The f ragment  L ibrary a l lows re lat ive ly  easy
cons t ruc t i on  o f  pha rmacopho re  mode ls  f o r  nove l  t a rge ts ,  and  the  resu l t i ng  hypo theses  bea r  a  s i gn i f i can t  sc reen ing  po ten t i a l -
a case study on h is tamine l l1  and H3 receptors y ie lded h i t  rate of  14oin. ln  addi t ion,  the s ide chains of  res idues extracted f rom
rho  rn ,q t :  q r r r  r .  rT t rq  e  nns l i i u tn  a  l ' b ra ry  g f  pos r : i on  spec  f  c  ro la . *e rs ,  L l a r  can  be  apo l red  [o r  re f t nemen t  o f  no -o logy  moc ie t s .
The l ragment  L ibr"ary,  aLong wi th an ont ine tco l  a l lor ru ing a l ign ing them wi th a submtt ted receptor  s i ructure is  avai labLe cn the
GPCRDBTooIs websi te3.
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