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Supplementary	   Figure	   1.	   Triazole	   substituents	   used	   in	   the	   computational	  
screening	  in	  this	  study.	  	  
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Supplementary	  Figure	  1	  (continued).	  	  
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Supplementary	   Figure	   2.	   	   Docking	   of	   1-‐ER	   triazole	   I	   suggests	   binding	   in	   a	   cleft	  
between	   the	   MID	   (K525,	   P527)	   and	   PIWI	   (Y815,	   L817)	   domains	   adjacent	   to	   the	  
guide	   strand	   5’-‐end	   binding	   site	   in	   hAgo2	   (Schirle,	   N.T;	  MacRae,	   I.J	   Science	  2012,	  
336,	  1037).	  	  
	  

	  
Supplementary	   Figure	   3.	   Constraints	   imposed	   on	   docking	   experiment,	   at	   the	  
phosphate,	  ribose	  4’	  oxygen,	  and	  2’	  oxygen	  linker	  (modeled	  as	  hydroxyl),	  shown	  on	  
crystal	   structure	   with	   adenosine.	   Visualized	   with	   VIDA	   from	   OpenEye	   Suite	   of	  
programs	  (OEChem,	  version	  1.7.4,	  OpenEye	  Scientific	  Software,	   Inc.,	   Santa	  Fe,	  NM,	  
USA,	  www.eyesopen.com,	  2010).	  	  
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Supplementary	   Figure	   4.	   Serum	   stability	   assay	   data	   for	   PIK3CB	   siRNAs	   with	  
various	   guide	   strand	   5’	   end	   modifications	   showing	   major	   degradation	   products	  
formed	   at	   the	   time	   points	   specified	   above.	   Images	   above	   are	   of	   18%	   native	  
polyacrylamide	  gels	  imaged	  by	  UV	  shadow	  with	  a	  F254	  TLC	  plate	  as	  a	  backing	  and	  
depicted	  in	  grayscale	  for	  clarity.	  
	  	  	  
	  
	  
Serum	   stability	   assay.	   siRNA	  duplexes	  were	   hybridized	   in	   1x	   PBS	  without	   calcium	  
and	  magnesium	  to	  afford	  a	   final	   reaction	  concentration	  of	  40	  μM	  siRNA	   in	  1x	  PBS	  
with	  10%	  human	  serum	  (Sigma	  Aldrich).	  	  Reaction	  was	  incubated	  at	  37	  °C	  	  with	  5	  μL	  
aliquots	  removed	  at	  desired	  time	  lengths	  (1,	  15,	  30,	  60,	  120,	  240,	  and	  480	  min)	  and	  
quenched	  with	   5	   μL	   of	   quenching	   solution	   (10%	   glycerol	   in	   1x	   TBE	   buffer)	   then	  
immediately	  stored	  at	  -‐70	  °C.	  	  Reactions	  were	  analyzed	  as	  previously	  described1	  and	  
imaged	  by	  UV	  shadow	  as	  described	  for	  oligonucleotide	  purifications.	  	  Gel	  images	  are	  
shown	  in	  grayscale	  for	  clarity.	  
	  
1)	  Hernández,	  A.	  R.;	  Peterson,	  L.	  W.;	  Kool,	  E.	  T.	  ACS	  Chem.	  Biol.	  2012,	  7	  (8),	  pp	  1454-‐
1461	  
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