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#H��-/L#�a��4Fx>#h��;#�6��4#H��M-3:g#�6��}#H��c`L#!#w���\#UP#H��V#H��-/<-3[4
#C��0f#H��A#C��<;P#b6��-E#R.P/��O/7#2FU#C��A#a��4Fx>#o��;.#k3��X-.#�6��}3A#�D3��]-.�
#D3��]-.#o��0S3A#H��A#3��4#Dv#D6��}#PU.F#H��V#P/��}#,7#,��X;3c-#H��A#C��X:7#D3��]-.#E.
#?��9.#Dv#y/���/7#o��;.#?��@�#?��u0u1#UP#$6��}3A#Hc��}.P#E3��0-#D3��7E#3rS3��9#6;3��}
#D3��]-.#E.#H��V#,��J3u0uiJ#23��4#_FU#F#D3��]-.#E.#C��0f#C��<;P#b6��-E#R.P/��O/7#H��V
#D3��]-.#D6��A#,��QB.F#^;.C��}#6��:-./J#,[-#P3��;E#53��[c1.#H��A#�6��::V#,[-#bP3`c��9.
#3��;#,��-37UP#_FU#���=V#�H��QS3T7#h��;#�6��4#H��M-3:g#$6��:;3[-#2E3��9#H0Y}#.U
#�D3��]-.�#�6��4#H��-/L#2FU#C��A#a��4Fx>#k3��X-.#�6��}3A#D3��]-.#UP#6��;6O#,�0e��=J
#�R3��-./01�#56��7#23��4#H-/L#2FU#C��A#a��4Fx>#k3��X-.#H��A#?Y��]-#2C��J#Z³�/7#{��;3c-
#2C��c[V#H��:;I4#�G/��[Q7#�D3��]-.#2FU#C��A#a��4Fx>#o��0:M[4#$6��4P#,7#?��9P#H��A
#3��4#a4Fx>#o��;.#E.#w���31#{��;3c-#�3��:[�#$PU.P#E3��0-#2C��c[V#D3��7E#H��A#F#Hc��}.P
#3��A#�,43<��=;37Ev#R3��-./01#2FU#C��A#b6��7v#w��[QA#23��4#a4Fx>#H��A#?Y��]-�

#$�'*�#6��}#6��4./W#bP3`c��9.#,-3��]-.#D.U3��[0A#o��0S3A#UP#2Cc��=0A#?�C��9

#?��9.#kEG#�D3��]-.#2FU#C��A#a��4Fx>#3��A#H��TA.U#UP#H��V#?��9.#µ���.F
#$P/��}#H��c\CL#C���-#UP#3��4#a4Fx>#w��0YB#o��;.#D/��7.C0>#,��B�W.#w|3��]7#H��0@V
#¢����G#3��;#2P3���#23��4#2U3[0A#H��A#���cY7#H��V#,-3��]-.#D.U3��[0A#E.#2U30��]A
#3��;#2U3��[0A#?W3:��}#U/���:7#H��A#H��V#,��;34#a4Fx>#UP#H��V#6��-U.P#w��;3[J#6:c��]4
#H��-3Y@dF.P#RU/���#H��A#�PC��0L#,7#RU/���#Dv#2.C��A#,��-37UP#23��4#_FU#���=V
#,-3��]-.#,��-P/7Ev#2FU#C��A#b6��}#?��Y�#23��4#a4Fx>#PU./��7#P.6��QJ#$6��::V#?VC��}
#,@���=7#D3��Y@dF.P#?��\3;#2.C��A#PU./��7#8��@f.#UP#H��V#6:c��]4#y/���/7#o��;.#b./��L
#?��;.64#F#b6��}#,��1.Cd#,c��9UP#H��A#3��4#a4Fx>#o��;.#H��M-3:g#$PU.6��-#P/��OF
#234#D3��]-.#F#,43<��=;37Ev#R3��-./01#H��A#DPE#80��9v#DF6��A#D./��J#,7#�6��-PCL
#D3��]-.#H��-/L#E.#�3[0uc��]7#H��V#?��\3;#?��9P#26:[��}EU.#U30��]A#{��;3c-#H��A#�8��@dF.P
#UP#bP3`c��9.#w��A3B#h��;PI-#�3cY��]-#b6��:;v#UP#?��9.#o���[7#F#b6��7v#?��9P#H��A
#2FU#C��A#a��4Fx>#,��[O3rJ#C��0f#23��4#_FU#$�!�#6:��}3A#D3��]-.#D.U3��[0A#o��0S3A
#23��4#_FU#�!�FU.PI��;U�#EFP#FC���07#23��4#D/7Ev#8��S3B#UP#D./��J#,7#.U#D3��]-.
#�P.C��\. #R3����d. #bP.P #23��4#b3<;3> #E. #bP3`c��9. #�,��[O3rJC0f #2U.PC��AC;/�J

#$P/��[-#26:A#Hc��9P#3��r-v#C��;3�-#F#h��;�/S/0760>.#R3��QS3T7

1   microdose
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#26��:;vC\#�D.U3��[0A#o��0S3A#H��A#3��4FU.P#H���C�#3��J#���=V#,c:��9#6��:;.C\
#2FU#C��A#R3��u0uiJ#?��9.#kEG#.6��cA.#UP#$?��9.#?��[0u-.CL#U30��]A#F#,��-G/d
#h��;#�6��4#23��4#5/�S/7#D./��cA#3��J#H��c\CL#RU/���#2U3��[0A#2�/��S/;I0\/J3>
#kEG#�l��9#$PC��V#,;3��93:}#.U#§6:c��]4#o��0pJFC>#�G/��[Q7#H��V§#,��;FU.P#bP3��7
#U3���v#F#bP/��A#�.6��4.#o��;.#3��A#w��73QJ#H��A#UP3��B#H��V#!2PC���@[�#R3��Y0VCJ#?��9.
#$P/��[-#,;3��93:}#���@ce7#23��4#_FU#H��A#.U#6��-U.qL#,7#23��O#H��A#P/��W#E.#,��-37UP
#2C��J/0l73V#23r��}FU#3��;#%P.6��QJC>#2C��<S3ACf#�E.#6��:JU3Y�#3r��}FU#o��;.#E.#,��WCA
#E.#2P.6��QJ#,;3��93:}#E.#���>#$&Dv#U3cW3��9#H��;3>#C��A#FU.P#,��1.Cd#U/���:7#H��A
#Zc��=7#8��0VCJ#D.U.I��4#3��;#3��46�#Ic:��9#3��A#3��4#Dv#2E3��9#H:0rA#�C��JCA#R3��Y0VCJ
#R3��Y0VCJ#o��;.#E.#,���;#H���:;.#E.#���>#$PC��0L#,7#RU/���#H��0SF.#R3��Y0VCJ#o��;.#E.
#R3��u0uiJ#�6��;PCL#,;3��93:}#,��;FU.P#H��QS3T7#PI��73-#D./��:�#H��A#b6��}#2E3��9#H:0rA
#,���;I0\#23��4#,Lx;F#3��J#H��c\CL#RU/���#,43<��=;37Ev#R3��-./01#2FU#C��A#2P3��;E
#o��01#o��;.#UP#$P/��}#,;3��93:}#R3��-./01#UP#6��;6O#8��0VCJ#o��;.#h;�/S/�0��]V/J#F
#R3��QS3T7#UP#bP3`c��9.#2.C��A#U/��Vq7#8��0VCJ#3��J#?��9.#kEG#D3��7E#53��9#o��;6:g

#$P/��}#bP3��7v#D3��]-.#2FU#C��A#,��:0S3A#,��;37EvU3V

#h;�/S/V37U3\#23��r0Lx;F#C��A#H��QS3T7#I��VC[J#�,��:0S3A#,��;37EvU3V#h��;#E3��\#UP
#H��O/J#C��c[V#Dv#6��0`7#,��:0S3A#R.C���.#H��A#?Y��]-#F#bP/��A#C���-#PU/��7#2FU.P
#RU/���#'k/��r`7#R3��Y�.#Dv#UP#H��V#FP#E3��\#,��:0S3A#,��;37EvU3V#R3��QS3T7#$P/��}#,7
#k3��X-.#�6��4#23��rS/�S/7#H��0SF.#,;3��93:}#E.#���>#53��9#o��;6:g#I��0-#�PC��0L#,7
#PU/��7#8��0VCJ#,��:[;.#F#,��;.U3V#�,��:0S3A#,��;37EvU3V#H��9#E3��\#UP#$�&(�#P/��}#,7
#R3��QS3T7#��,��:0S3A#,��;37EvU3V#U3��rg#E3��\�#C��Wv#E3��\#UP#F#b6��}#6��0;�J#,��9UCA
#�6��}3A#,7#D.U3��[0A#k/��[�#H��A#H���C�#53��1#UP#H��V#,��;3r-#2FU.P#2FU#C��A#,��:[;.

$PC��0L#,7#RU/���

1   hit compounds

2   High Throughput Screening

3   structure-based drug design

4   proof of concept



 !"#$%&'(%)*%+,'-.%/0%123  ! NY

#�!,��;FU.P#2.6��;6-3V#R3��Y0VCJ#2FU#C��A#b6��7v#w��[QA#R3��QS3T7#D3��;CO#UP
#�PPC��L#,7#,��9UCA#6��:;.C\#FP#,��d#UP#�G/��[Q7#D6��A#C��A#R3��Y0VCJ#o��;.#R.C���.

! OG#F#�j��]0S/A3c7#�a��e>#��q��O#w73��}#H��V#h��0c:0V/V37U3\#6��:;.C\
#w��;3\FC>#y/���/7#o��0:M[4#6��:;.C\#o��;.#$6��}3A#,7#8��0VCJ#~��\P
#,��9UCA#.U#�6��4#?��\3A#F#D/��W#_PC��L#b3<c��9P#UP#FU.P#D3��7E§?�@f

$6��;3[-#,7

! OY#�6��4#~���/7#3��A#FU.P#w��73QJ#E.#RU3��Y�#H��V#h��073:;P/V37U3\#6��:;.C\
#$6��}3A#,7 #Dv

#h��073:;P/V37U3\#F#h��0c:0V/V37U3\#RF3��`J#H��A#H��O/J#3��A#�H��TA.U#o��;.#UP
#R3��QS3T7#UP#?��9.#o���[7#R3��Y0VCJ#,��WCA#�R3��-./01#F#D3��]-.#D6��A#UP#3��4FU.P
#�bP.P#D3��=-#P/��W#E.#?��Y�7#R.C���.#�,43<��=;37Ev#R3��-./01#2FU#C��A�#,��:0S3A#a0>
#�H��:07E#o��;.#UP#$6��-U/eA#?��]�}#,��:0S3A#,��;37EvU3V#,��Jv#23��4E3\#UP#o���0S
#H��A�#,��:0S3A#,��;37EvU3V#FP#E3��\#UP#,��;FU.P#R3��Y0VCJ#?��]�}#D.I��07#o;Cc��=0A

#$�&(�#6��}3A#,7#�6���UP#(%#D.I��07

#�,��-G/d#U30��]A#,��7.6B.#�¡/��\#_FU#H��A#6��;6O#23��4FU.P#?W3��9#6��:;vC\
#�.PF6��1#U.E3��A#H��A#6��;6O#2FU.P#h��;#H��|.U.#?��u0u1#UP#$?��9.#H��:;I4C>#F#b6��0M0>
#6��-/>#PU3��0@07#h��;#3��J#D/��0@07#N++#o��0A#F#Hc��}.P#E3��0-#D3��7E#53��9#!N#3��J#!+
#�?��\CL#RU/���#%+!)#53��9#UP#H��V#,��A3;EU.#h��;#Z��A3T7#$PU.P#b.C��[4#H��A#H��:;I4
#H��A#6��;6O#2FU.P#h��;#H��|.U.#,��;3r-#H��;60;�J#?��\3;UP#2.C��A#?��0u\/7#D.I��07
#6���UP#*N#C��<;P#RU3��Y�#H��A#F#�NN�#6��}3A#,7#6���UP#N#^��u\#PF6��1#UP#U.E3��A
#H��O./7#?��]�}#3��A#6��;6O#23��4FU.P#���=V#2.C��A#b6��7v#w��[QA#R3��u0uiJ#E.
#H��A#EFU#a��;.I\.#P/��OF#3��A#H��V#bP.P#D3��=-#C��0W.#23rS3��9#R3��QS3T7#¥6-/��}#,7
#E/��X7#H��V#,��;34FU.P#P.6��QJ#o���0S#�,��;FU.P#HQ��9/J#a��eA#UP#2U.q��L#H;37C��9#EFU
#2PU./��7#UP#,��c1#3��;#bP/��A#?��A3�#D3��:M[4#�6��::V#,7#?��\3;UP#.U#U.E3��A#H��A#PFUF
#H;37C��9#a��;.I\.#6���UP#)+#P/��OF#3��A#53���7#D./��:�#H��A#$?��9.#H��c\3;#a��43V
#3��J#!**'#234#53��9#o��0A#UP#6��;6O#23��4FU.P#HQ��9/J#F#R3��u0uiJ#UP#2U.q��L

#D./:�#HA#.U#Dv#D./cA#b6:;v#UP#PU.P#53[c1.#F#b6}#HcW39#3;#�=V#,LE3J#HA#HV#,;30[0}#bP37###!
#wA3B#U.E3A#UP#HV#,;FU.P#HA#bP37#o;.#w;6YJ#D37E#3J#531#o;.#3A#$P.P#U.CB#bP3`c9.#PU/7#FU.P#h;

#D.U.I4#,A3;EU.#�?`<:4#H:;I4#�C�#kI@c]7#HV#?9.#a0>#UP#,-G/d#U30]A#b.U#�6}3A#�Cc9P
$6}3A#,7#,9UCA#F#HQS3T7#3rS39#F#HA3=7#bP37


