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Protocol 2014-0602 
NCT02321540



����������	
���
�����
	��������������
	��	������������
����	����
�
�	� !�"#$%��&'()*+)�,()-.�/)01*.2-3�4)*21'�566�578�9:;<:;=�8;=>?@8�?=�A?AB8;=>?@8C�9>66�D;�EFG<@=;H�I=?J�<:;�<>J;�8>KA;H�FAH�HF<;H�LMN�>8�?D<F>A;H�@A<>6�OP�HFQ8�I?66?9>AK�<:;�6F8<�H?8;�?I�8<@HQ�H=@KR��S;=>?@8�FHT;=8;�;T;A<8�=;G?=<;H�FI<;=�OP�HFQ8�I?66?9>AK�<:;�6F8<�H?8;�?I�8<@HQ�H=@K�8:?@6H�F68?�D;�=;G?=<;H�>I�E?A8>H;=;H�=;6F<;H�<?�8<@HQ�H=@KR�U;8?6@<>?A�>AI?=JF<>?A�FI<;=�OP�HFQ8�8:?@6H�D;�G=?T>H;HR��V=?K=;88>T;�H>8;F8;�8:?@6H�WXY�D;�=;G?=<;H�F8�FA�;T;A<�<;=JC�D@<�>A8<;FH�8QJG<?J8ZE6>A>EF6�8>KA8�?I�H>8;F8;�G=?K=;88>?A�JFQ�D;�=;G?=<;HR��566�[=FH;�O�\�]�FHT;=8;�;T;A<8C�=;KF=H6;88�?I�8;=>?@8A;88C�8;T;=><QC�?=�G=;8@J;H�=;6F<>?A8:>G�<?�8<@HQ�H=@KC�J@8<�D;�=;E?=H;H�@8>AK�J;H>EF6�<;=J>A?6?KQ�>A�<:;�8?@=E;�H?E@J;A<R�566�=;E?=H8�9>66�A;;H�<?�EFG<@=;�<:;�H;<F>68�?I�<:;�H@=F<>?A�FAH�<:;�8;T;=><Q�?I�;FE:�;G>8?H;C�<:;�FE<>?A�<F̂;A�9><:�=;8G;E<�<?�<:;�8<@HQ�H=@KC�>AT;8<>KF<?=_8�;TF6@F<>?A�?I�><8�=;6F<>?A8:>G�<?�<:;�8<@HQ�H=@KC�FAH�<:;�;T;A<�?@<E?J;R�̀:;A;T;=�G?88>D6;C�H>FKA?8;8�8:?@6H�D;�K>T;A�9:;A�8>KA8�FAH�8QJG<?J8�F=;�H@;�<?�F�E?JJ?A�;<>?6?KQ�a;KC�E?@K:C�=@AAQ�A?8;C�8A;;b>AKC�8?=;�<:=?F<C�FAH�:;FH�E?AK;8<>?A�8:?@6H�D;�=;G?=<;H�F8�c@GG;=�=;8G>=F<?=Q�>AI;E<>?AcdR��566�H;F<:8�8:?@6H�D;�=;G?=<;H�9><:�<:;�G=>JF=Q�EF@8;�?I�H;F<:�F8�<:;�57�<;=JC�F8�H;F<:�>8�<QG>EF66Q�<:;�?@<E?J;�?I�<:;�;T;A<C�A?<�<:;�;T;A<�><8;6IR��LI�F�H;F<:�?EE@=8�9><:>A�OP�HFQ8�FI<;=�<:;�6F8<�H?8;�?I�8<@HQ�H=@KC�<:;�H;F<:�J@8<�D;�=;G?=<;H�F8�F�8;=>?@8�FHT;=8;�;T;A<R��S;=>?@8�5HT;=8;�7T;A<�U;G?=<>AK�aS57d�U;G?=<>AK�LJG?=<FA<�J;H>EF6�;T;A<8�JFQ�F68?�D;�E?A8>H;=;H�8;=>?@8�FHT;=8;�;T;A<8R��e�566�;T;A<8�?EE@==>AK�H@=>AK�<:;�E?AH@E<�?I�F�G=?<?E?6�FAH�J;;<>AK�<:;�H;I>A><>?A�?I�F�S57�J@8<�D;�=;G?=<;H�<?�<:;�LUf�>A�FEE?=HFAE;�9><:�<:;�<>J;I=FJ;8�FAH�G=?E;H@=;8�?@<6>A;H�>A�gY:;�hA>T;=8><Q�?I�Y;iF8�jR�kR�5AH;=8?A�MFAE;=�M;A<;=�LA8<><@<>?AF6�U;T>;9�f?F=H�V?6>EQ�I?=�LAT;8<>KF<?=8�?A�U;G?=<>AK�S;=>?@8�hAFA<>E>GF<;H�5HT;=8;�7T;A<8�I?=�k=@K8�FAH�k;T>E;8lR���e�S;=>?@8�FHT;=8;�;T;A<8�9>66�D;�EFG<@=;H�I=?J�<:;�<>J;�?I�<:;�I>=8<�G=?<?E?6B8G;E>I>E�>A<;=T;A<>?AC�@A<>6�OP�HFQ8�FI<;=�<:;�6F8<�H?8;�?I�H=@KC�@A6;88�<:;�GF=<>E>GFA<�9><:H=F98�E?A8;A<R�S;=>?@8�FHT;=8;�;T;A<8�J@8<�D;�I?66?9;H�@A<>6�E6>A>EF6�=;E?T;=Q�>8�E?JG6;<;�FAH�6FD?=F<?=Q�<;8<8�:FT;�=;<@=A;H�<?�DF8;6>A;C�G=?K=;88>?A�?I�<:;�;T;A<�:F8�8<FD>6>b;HC�?=�<:;=;�:F8�D;;A�FEE;G<FD6;�=;8?6@<>?A�?I�<:;�;T;A<R�mm�

Protocol 2014-0602 
NCT02321540



����������	
���
�����
	��������������
	��	������������
����	����
�
�	� !�"#$%��&'�()�'*+�,+)-./)(0(1('2�.3�'*+�4&�5/6�'*+�,+)+5,7*�'+58�'.�+/)9,+�)+,(.9)�56:+,)+�+:+/')�5,+�,+-.,'+6�577.,6(/;�'.�'*+�<.6+�.3�=+6+,51�>+;915'(./)?�@..6�<1(/(751�4,57'(7+)?�'*+�-,.'.7.1�;9(6+1(/+)?�'*+�)-./).,A)�;9(6+1(/+)?�5/6�&/)'('9'(./51�>+:(+B�C.5,6�-.1(72D�EFGHIJIKL�C+3.,+�)'962�+/,.118+/'?�)90M+7')�89)'�5;,++�'.�'5N+�5--,.-,(5'+�8+5)9,+)�'.�5:.(6�-,+;/5/72D�O.B+:+,?�)*.916�5�-,+;/5/72�.779,�(/�5�3+851+�)'962�)90M+7'?�7./)+/'�'.�-,.:(6+�3.11.BP9-�(/3.,85'(./�,+;5,6(/;�'*+�.9'7.8+�.3�'*+�-,+;/5/72�5/6�'*+�*+51'*�.3�'*+�(/35/'�9/'(1�QR�652)�.16�B(11�0+�,+S9+)'+6D�T�3+851+�)90M+7'�89)'�(88+6(5'+12�(/3.,8�'*+�&/:+)'(;5'.,�(3�)*+�0+7.8+)�-,+;/5/'�3,.8�'*+�'(8+�.3�7./)+/'�'.�QR�652)�53'+,�'*+�15)'�6.)+�.3�)'962�6,9;D�T�851+�)90M+7'�89)'�(88+6(5'+12�(/3.,8�'*+�&/:+)'(;5'.,�(3�*()�-5,'/+,�0+7.8+)�-,+;/5/'�3,.8�'*+�'(8+�.3�7./)+/'�'.�Q�8./'*)�53'+,�'*+�15)'�6.)+�.3�)'962�6,9;D�T/2�3+851+�)90M+7')�,+7+(:(/;�)'962�6,9;U)V�B*.�0+7.8+�-,+;/5/'�89)'�(88+6(5'+12�6()7./'(/9+�)'962�6,9;D�W*+�&/:+)'(;5'.,�)*.916�7.9/)+1�'*+�)90M+7'?�6()79))(/;�5/2�,()N)�.3�7./'(/9(/;�'*+�-,+;/5/72�5/6�5/2�-.))(01+�+33+7')�./�'*+�3+'9)D���T1'*.9;*�-,+;/5/72�(')+13�()�/.'�,+;5,6+6�5)�5/�56:+,)+�+:+/'?�'*+�.9'7.8+�B(11�/++6�'.�0+�6.798+/'+6D�T/2�-,+;/5/72�.779,,(/;�(/�5�)90M+7'�.,�)90M+7'A)�-5,'/+,�3,.8�'*+�'(8+�.3�7./)+/'�'.�QR�652)�53'+,�'*+�15)'�6.)+�.3�)'962�6,9;�89)'�0+�,+-.,'+6D�T/2�.779,,+/7+�.3�-,+;/5/72�89)'�0+�,+-.,'+6�'.�4*5,857271(7)�X,9;�Y53+'2?�.,�6+)(;/++?�-+,�YTZ�,+-.,'(/;�'(8+1(/+)D�T11�-,+;/5/7(+)�B(11�0+�3.11.B+6�3.,�.9'7.8+?�B*(7*�()�6+3(/+6�5)�+1+7'(:+�'+,8(/5'(./�.3�'*+�-,+;/5/72?�8()75,,(5;+?�.,�6+1(:+,2�.3�'*+�3+'9)D�4,+;/5/7(+)�B('*�5/�.9'7.8+�.3�1(:+�0(,'*?�'*+�/+B0.,/�(/35/'�B(11�0+�3.11.B+6�9/'(1�QR�652)�.16�02�7.8-1+'(/;�B(11�/++6�'.�0+�,+-.,'+6�'.�4*5,857271(7)�-+,�YTZ�,+-.,'(/;�'(8+1(/+)D�T/2�7./;+/('51�5/.8512[0(,'*�6+3+7'�/.'+6�(/�'*+�(/35/'�89)'�0+�,+-.,'+6�5)�5�)+,(.9)�56:+,)+�+:+/'D�\]̂GF�_J̀aHIJIKaGb�T11�/+B�851(;/5/'�'98.,)�(/7196(/;�).1(6�'98.,)?�)N(/�851(;/5/7(+)�5/6�*+85'.1.;(7�851(;/5/7(+)�B(11�0+�,+-.,'+6�3.,�'*+�69,5'(./�.3�)'962�',+5'8+/'�5/6�69,(/;�5/2�-,.'.7.1P)-+7(3(+6�3.11.BP9-�-+,(.6)�(/7196(/;�-.)'P-,.;,+))(./�3.11.BP9-�3.,�.:+,511�)9,:(:51D�cdeGFbG�feGI]b�gh�ijGKaJ̀�kI]GFGb]�lcfikm�Y-+7(3(7�56:+,)+�+:+/')?�.,�;,.9-)�.3�56:+,)+�+:+/')?�B(11�0+�3.11.B+6�5)�-5,'�.3�)'5/65,6�)53+'2�8./('.,(/;�57'(:('(+)D�W*+)+�+:+/')�U,+;5,61+))�.3�)+,(.9)/+))V�B(11�0+�,+-.,'+6�'.�4*5,857271(7)�X,9;�Y53+'2�-+,�'*+�YTZ�,+-.,'(/;�'(8+1(/+)D���_JngF�oGpgFF̂JHG�q5M.,�*+8.,,*5;+�()�6+3(/+6�5)�5/2�*+8.,,*5;(7�+:+/'�'*5'�()�@,56+�Q�.,�;,+5'+,�(/�)+:+,('2�.,�'*5'�,+)91')�(/�r�.3�'*+�3.11.B(/;s�(/',5.7915,�01++6(/;�759)(/;�1.))�.3�:()(./?�'*+�/++6�3.,�5�tQ�

Protocol 2014-0602 
NCT02321540



����������	
���
�����
	��������������
	��	������������
����	����
�
�	� !�"#$%��&'()*+,*-.)�.+�/�.'�0.'1�,)-&*�.+�'12�3144*�.'�()�15,-6(41)&�(0.,)&�.+�78.41�94..2:�8.*;-&(4-<(&-.):�.'�;'.4.)=(&-.)�.+�8.*;-&(4-<(&-.)>�?61)&*�011&-)=�&81�21+-)-&-.)�.+�0(@.'�810.''8(=1�7-44�91�3(;&,'12�(*�()�161)&�.+�*;13-(4�-)&1'1*&>�ABCDEFDEBGEH�IJKLDDMENJ�O)P�-)&'(3'()-(4�810.''8(=1�(261'*1�161)&:�-)34,2-)=�*,92,'(4�810(&.0(Q810.''8(=1:�1;-2,'(4�810(&.0(Q810.''8(=1:�()2�-)&'(31'19'(4�810.''8(=1:�.+�()P�='(21�*161'-&P:�7-44�91�3(;&,'12�(*�()�161)&�.+�*;13-(4�-)&1'1*&>�RLKKSBGFECGLB�TJCUJJB�ABVJWCGNECLD�EBX�YMEDKEFZFHGFW�O44�*1'-.,*�(261'*1�161)&*�()2�O?[\*�]-)-&-(4�()2�+.44.7̂,;�-)+.'0(&-.)_�7-44�91�'1;.'&12�.)�̀a�O)21'*.)�[O?�+.'0�()2�*1)&�6-(�10(-4�.'�+(b�&.�c8('0(3P34-3*�a',=�[(+1&P:�.'�21*-=)11:�7-&8-)�de�2(P*�.+�&81�161)&>�c8('0(3P34-3*�0(P�'15,1*&�+.44.7̂,;�()2�.&81'�(22-&-.)(4�-)+.'0(&-.)�+'.0�&81�[;.)*.'�\)61*&-=(&.'>��O44�*1'-.,*�(261'*1�161)&*�&8(&�8(61�).&�'1*.4612�9P�&81�1)2�.+�&81�*&,2P:�.'�&8(&�8(61�).&�'1*.4612�,;.)�2-*3.)&-),(&-.)�.+�&81�*,9@13&f*�;('&-3-;(&-.)�-)�&81�*&,2P:�0,*&�91�+.44.712�,)&-4�()P�.+�&81�+.44.7-)=�.33,'*g�h� i81�161)&�'1*.461*�h� i81�161)&�*&(9-4-<1*�h� i81�161)&�'1&,')*�&.�9(*14-)1:�-+�(�9(*14-)1�6(4,1Q*&(&,*�-*�(6(-4(941�h� i81�161)&�3()�91�(&&'-9,&12�&.�(=1)&*�.&81'�&8()�&81�*&,2P�2',=�.'�&.�+(3&.'*�,)'14(&12�&.�����������������������������������*&,2P�3.)2,3&�h� \&�913.01*�,)4-j14P�&8(&�()P�(22-&-.)(4�-)+.'0(&-.)�3()�91�.9&(-)12�]*,9@13&�.'�81(4&8�3('1�;'(3&-&-.)1'�'1+,*(4�&.�;'.6-21�(22-&-.)(4�-)+.'0(&-.):�4.*&�&.�+.44.7�,;�(+&1'�210.)*&'(&-.)�.+�2,1�2-4-=1)31�7-&8�+.44.7̂,;�1++.'&*_����kl�AmnopAqAm�rstnuvv�wuxtpy�wozzuny��kl{� zLBLCMJDE|Z�wCSXGJW�� /}�

Protocol 2014-0602 
NCT02321540



����������	
���
�����
	��������������
	��	������������
����	����
�
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