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uc?^s_��Úkbx�Yu^ � � ��{«c�dÅkby�mszeþ4^_e^�
uc?^¦[�c�moü?^�y�abc?dfYu��[]abcri�k-mjgo[¥��moü?^.þLüuabx]^._e[tk-ÿhabcukbx]��a-d
i�[�cu[�ilk-x�x]^�c?ÿbmjüu� � � z¼[Î� ^h��±+�*�3²}³��e²3±+�*���G��²�³2�G���e²	»�»
»
²�±+�*���
� �g�Ý��²}³�� � �g�3���*^��?y�^s^s_e[]c?ÿlk�ÿh[��h^�c�a�ysy�Y?gogo^�cuy�^Nc�Y?i-�C^sg�� ¼�{�½¦��{«cêabY?gL��mjYu_A�hzeþA^2üukÚ�h^4
u��^�_ � ��kbcu_G� ¼ {
½Qmoaê���.kbcu_@h�.go^s�j\C^�y³mo[��h^�x
�b�
� i�abc?ÿ¦moü?^�gj^sÿb[]abc�\uk-[]go�szeþ4^2�j^�x]^sy�m�mjü?[t�La-d%ilkn�e[�ilkbxIx�^sc?ÿ-moü�kbcu_�þA^�_e^sx�^�mj^�abcu^vabd$moü?^s�j^2m}þAa�y�kbcu_e[t_?knmo^2gj^sÿb[]abcu�s�

<Nc?x
�àabcu^¦go^�ÿh[�ahcàa-d4x�^sc?ÿ-moü;i¦ahgj^.mjüCk-c � �¦[t�2go^�m}^sy�mj^�_rdfgoabiämoü?^lü����?gj[t_í\?gjabmj^s[�c����íy,�ey�x]^b���LdÊmo^�g�k�y�^sg�m�k-[]crc�Y?i-�C^sg
a-d4y,�ey�x]^s�sz¼mjü?^�go^s_eYCy³mj[]abcra-dAü����?go[]_à\?gjabmj^s[�cíx�^sc?ÿ-moüí[t�2�}moab\?\â^s_I��1í^�a��?mok-[]crkbcrab\?mj[]i�kbx�ü����ugj[t_�\?goa-mo^�[]cVz¼mjü?[t���â^�[]c?ÿ

�

H
A

L author m
anuscript    inserm

-00134559, version 1



y�ahcu_e[�mj[]abc?^�_'���Ìmjü?^(y�ü?ah[]y�^Nabd moü?^�\ukbgokbi¦^�mj^sgo� � �(k-cC_'� ¼ {
½¦�

/ ¾P��#%"��³�%#

U�78O OÀ¿v=u@hK§Á$o�Q�=>XjMÂV�=?>�Ke:�Xj<
Ü¦½³Ñ�×�Â³Ã ØâÈÎÃÅÇnÉ3Ç�Ó�ÈÊ»u½�»�ÀbÁ�Â³ÃÅÄ¦Ø¼ÂjÇnÈ«½�ÃÊÉC�¦�%[]ÿbY?go^��Ìgo^�\âabgjmo�Nmjüu^¦go^s�jY?x�mo�va-d*mjü?^¦mjg�k-[]c?[]c?ÿ�kndÊmj^sg����Ìx�^�k-goc?[�cuÿ�y,�ey�x�^��"�Å[9� ^b�]z ó
�nk-x]Y?^��2dfabg�k�ü����?go[]_å\?goa-mo^�[]cåabdLx�^sc?ÿ-moüCF��.�s�b�u�Ì�%[�ÿhY?go^��bk���üuanþ �2mjü?^�y�abi�\âah�j[¥mo[�ahc;a-d4mjü?^Ì�A`��(k-x]abc?ÿêmoü?^�ü����?gj[t_
\?goa-mo^�[]cV�.��cuk-x
�e��[t�va-d*moü?^�ü����ugj[t_r\ugjabmj^�[]cí�jY?ÿhÿb^s��mo�Nmoüuknm2mjüu^¦go^�ÿhY?xtk-g2��^�y�abcC_?k-g����}mogjYuy�mjY?go^s�+�fmjü?aZ��^lkb�o�ja�y�[]k-mj^�_�þL[¥moü
�*`��4Ö k-cC_�Ä5�%k-go^�y�x]^sk-gox
�2_?^�mj^�y³m�k(�?x]^��$mjü?go^�^Am���\C^�� abdE���Îü?^sx�[ty�^���_e[t�}mo[�c?ÿhY?[t��üuk��?x]^$���2mjüu^�[]g��j[
=�^s�g�Î�LmoaN�2�*`��	�V\CaZ��[�mj[]abcC�
. ��@5� �u��0!��zZ�N�*`���. �5� `70Ckbcu_ê�s�2�*`���. @h�A� `?��0!��zbkb��þ4^�x]xukh�%dfabY?gI�j�S��mjg�k-cu_u���f\âah�j[¥mo[�ahcu��.����A� �-�(0ÎzE. �?��� �(@70Sz5. �b�5� ��`(0?k-cu__. �Ú�>�¨�7@(0!����N[ Ã¼^�go^�cZm�mogokbcu��[�mj[]abcC�/�C^�m}þA^s^�c·go^�ÿhY?x]kbg���^�y�ahcu_?k-g��3��mjgoYuy�mjY?go^s��kbgj^���[t��[
�?x]^��x�j�Sü?^�x][��3moaz�j�Sü?^sx�[����â^�m}þ4^�^sc·\CaZ��[�mj[]abcC�
. `b�5� `b�(0Îz��j�Sü?^�x][���mja�� �S��mjg�k-cC_D. `5�]����0Îz�� �S��mjg�k-cC_�moa��j�Sü?^sx�[��_. �b�>� ����0ukbcu__. `�`5�]�,0Szhk-cC_-�j�S��mjg�k-cu_.moa2� �S��mjg�k-cC_D. �-�>� ��@70Sz
. �(@>� �Z��0
k-cC_�. ��`>� �e�,0S�
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�%[�ÿhY?go^ê�>�Ìü����?gj[t_Þ\ugjabmj^�[]cj�x�Åk��.�*`���_e[t�}mogj[
�?Yemo[�ahc3kbx�ahc?ÿàmoü?^�ü����?go[t_Þ\?goa-mo^�[]cÝa-dNx�^sc?ÿ-moü �s�h�?�p���E�¦û�ü?^�cZYui��â^�g�a-d
\?goa-mo^�[]càdfg�k-ÿbi�^schm�� \â^�g��j[¥mo^b�G�Åy�� ^scZmjgoab\���_e[]��mjgo[
�?Yemj[]abcåk-x]abc?ÿÌmjü?^¦ü����?gj[t_à\ugjabmj^�[]cV�/�Å_E�4����É�Ê��nkbx�Y?^��+�Åy�ahi�\?Yemj^�_�dfahg
k-x]x¼mjüu^2dfgokbÿbi�^�cZmo��abd x]^�c?ÿbmjü;�s�����Þkh�j�jaey�[tknmo^s_Ìk-m ^skhy�ü��j[¥mo^��³�

�-Øu½o×�Ã éA×�ÃÊÈÎÀåÇ}ÓÌÈÊ»u½(ØâÂjÇ-ÈS½�ÃÊÉß»eÀbÁ�Â³ÃÅÄíÑ³ÃÊÈ«½³Ñ³��<Nc?x
�åm}þAa�ahg(moü?gj^s^Ì�j^�\ukbgok-mj^��*`���aeysy�Y?g�dfgj^�XhYu^�cZmjx
�åk-m�^skhy�üß\CaZ��[�mj[]abc$�
w�ahgj^san�b^�g�z¼mjüu^Ìy�ahchmo[�c�Y?[�m��:�â^�m}þ4^�^scÞy�ahcu��^�y�Yemo[��h^l\CaZ��[�mj[]abcC�(k-go^lilk-[]chm�k-[]c?^s_V�'1·ü?^scÞk�x�aey�kbxA��mjgoYuy³moY?go^l[]��ah\emj[]ilk-x]x��
x]a�ysknmo^s_�[]c�mjü?^2\âah�j[¥mo[�ahc'� � z�moü?^�c�mjü?^2\?goa��Ck(�?[]x�[�m���[]�g@u��# mjüCknm�mjü?^2c?^���m4x]aey�k-xI��mjgoYuy³moY?go^N[]cÌmoü?^2\?goa-mj^s[�c�[]�4[]c�\âah�j[�mj[]abc
� � �.�h�%û�ü?^vx]a�ysk-xI��mjgoYuy³moY?gj^��Akbgj^vk-x]i�ah��mA^��h^�c?x
��_e[t�}mogj[
�?Yemo^s_ÌþL[¥moü�k.i¦^�k-c�a-d*�h�b����a��u�j^�go�nknmj[]abcC�
\â^�gL��[�mj^2k-cC_Ìk(g�k-cuÿb^
a-d�. �-�Z���o���-�Z�?�,0��Åy�d}�4�%[]ÿbY?go^(�(���³��� []ÿbYugj^��by2go^�\ugj^���^schm��4mjü?^�^�cZmjgoab\���y�abi�\?Yemo^s_�k-x]abcuÿ�mjü?^(ü����?go[]_ê\?goa-mo^�[]c�k-cu_��jü?anþ �
mjüCknm
^skhy�ü¦�j[�mj^�[]�
ü?[�ÿhü?x
����\â^sy�[ 
ây-zbþL[�mjülkvilkn�e[]i�Y?i �nkbx�Y?^LabdCahc?x��¦�e� �h�vk-cu_�kvi�[�c?[]i�Yui a-dI�?� �u���f�Z��# abdumoü?^L\CaZ��[�mj[]abcC�
þL[�mjü�x�^��j�4moüuk-c;�h� ���³�

�CÈÎÂ³Ôu×�ÈÎÔeÂjÒnÍ$Ñ³ÈSÒhÁ�ÃÊÍ¨ÃÊÈÎÀàÇ}Ó.ÈÊ»u½�»�ÀbÁ�Â³ÃÅÄ.Ø¼ÂjÇnÈ«½�ÃÊÉÞû a�kh�j�j^s�o��mjü?^�XZYuk-x][¥m���abd�mjü?^¦x�^�k-goc?[]c?ÿÌ[]càmo^�goi��Na-d4�}mogjYuy�mjY?g�k-x%ü?ahi¦a��
ÿb^sc?^�[�m��bzâþ4^�y�ahi¦\uYemj^�_êmjü?^�Â³Ö�Ñ�Ä�\â^�gv��[�mj^-�����jY?\C^sgj[]i�\CaZ��[]c?ÿÌkbx�x a-d�moü?^.y�abi�\?x]^�mj^�x�aey�kbx ��mjgoYuy³moY?go^s�(���l�*`�� x]abcuÿ:�}�
�j�Nknm2^skhy�üà��[�mj^_�Å�%[]ÿbY?go^.�h_>�³��û�ü?^�kÚ�b^sgokbÿb^lÂ³Ö.Ñ�Ä�þ4kh�N�u���s�Ëa�(�ÍÌ
kbgj[tk(�?[]x][¥m���þ�kb�Nü?[�ÿhü?^�gvknm2abc?x
���Ì�j[¥mo^s�+�}Â³Ö.Ñ�Ä�i�abgo^
mjüCk-cå�Ëa�)�vk-cC_àx]anþA^sgNknm¦���x�}Â³Ö.Ñ�Äàx�^��j�Nmoüuk-c3�b� �Ëa�)���¼{«cu_e^�^�_Iz¼mjüu^.þ4^�x]x �«_e^�
uc?^s_í��[�mj^��2k-go^.kb�o�ja�y�[]k-mj^�_�c?a-m2abc?x
��þL[¥moü
mjüu^��j�Sü?^�x][��¼z>�?Yem�k-xt�ja.þL[�mjüà�jü?abgjm4mjg�k-cu�j[¥mo[�ahcu�g�â^�m}þ4^�^�cêm}þ4a-�j�S�jü?^�^�mo�s�
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U�7 N P·:$@�Y¼=>X8V K5X}>A< >ITÌK5Á : >IV K5X8© F�]�Á$o�Q�=EX�MqV�=?>
K�:&X�<
�%[�ÿhY?go^���go^�\âabgjmo�
mjü?^Ngj^���Yux¥m��*abdImjü?^Nmjg�k-[]c?[]c?ÿ.k-dÊmj^�g��b�(x�^�k-goc?[�cuÿ�y,�ey�x]^s���f[Î� ^b�]z%óG�nk-x]Y?^��
a-dVmoü?^�ah\emj[]ilk-xâü����?go[t_l\?goa-mj^s[�c$�
�%[�ÿhY?go^��hkl�jü?anþ ��mjüu^�y�ahi¦\âah�j[�mj[]abc�a-d�mjüu^��*`�� kbx�ahc?ÿ¦mjü?^(ü����?go[]_�\ugjabmj^�[]cV��� cukbx��e�j[]� a-d%mjü?^.ü����?go[t_�\ugjabmj^�[]c���Yuÿbÿb^��}m��
mjüCknm moü?^(go^�ÿbYux]kbg���^�y�ahcu_?k-g��Ì��mjgoYuy³moY?go^s���fmjü?aZ��^�kh�j�jaey�[tknmo^s_�þL[¥moür�*`���Öäk-cu_ÞÄ>�Lk-go^(y�x]^skbgjx
��_e^�mj^�y³mok��?x]^��*^s[�ÿhüZm m���\C^��
a-dI���Îüu^�x][]y�^s� _e[t��mj[]c?ÿbY?[t�jüuk(�?x]^2����moü?^�[]gN�j[�=s^s���Å��mja��b�l�*`��3�³zukh�LþA^sx�x kb�L^s[�ÿhühm��j�S��mjg�k-cu_u� knm x]^skh�}m��4��x�x$mjü?^�mogokbcu�j[¥mo[�ahcu�
�â^�m}þ4^�^�crgj^sÿbY?xtk-gv��^�y�abcC_?k-g��ê��mjgoYuy�mjY?go^s�vy�kbc��C^¦\âab[]chmo^s_�ahYem	�)�j�Sü?^�x][��êmoaD���Sü?^�x][¥��\âah�j[¥mo[�ahcu�". �b�>� �e�,0�k-cu_§. @Z�A�]�s�Z��0SzE���
ü?^sx�[���mjaD� �«�}mogokbcu_à\âah�j[¥mo[�ahcu�+. �C��� �Z��0%k-cC_z.��s�b�>���Ú�b�70&� �«�}mogokbcu_�moaD���Îüu^�x][¥�r\âah�j[�mj[]abcu�". �Z��� @Z��0Îz�.��s�h�5�����b�(0 k-cu_§.¥��@h�5� �?����0Sz
k-cC_�kl�j^�go[�^��4a-dR� �S��mjg�k-cC_�moa"�j�S��mjg�k-cu_6�â^�m}þ4^�^�c�\âah�j[¥mo[�ahcu�2. �h��� �Z��0Îz .��b���5�]���-�(0¼kbcu_x.¥�n����� �-�u�,0S�

�%[�ÿhY?go^��>��<N\emj[]ilk-x�ü����ugj[t_�\?goa-mo^�[]cj���Åk����A`��N_e[t��mjgo[��?Y?mj[]abcíkbx�ahc?ÿ�moü?^¦ü����?go[t_à\?goa-mo^�[]càa-dI
Ccuk-x�x]^�c?ÿbmjüå�b�b�u�"���E�vû�ü?^
c�Y?i��â^�g�abdA\?goa-mo^�[]crdfg�k-ÿhi�^�cZmo�v\â^�g(�j[¥mo^b�_�Åy	�2���b^sgokbÿb^�c�Y?i-�C^sg�a-d��*`vzVy�kbx�x]^s_�´-Î�Ï-z k-x]abcuÿÌmoü?^�ü����?go[t_r\?goa-mo^�[]c3�_�Å_E�
���_É�Êl�nkbx�Y?^����Åy�abi�\?Yemo^s_�dfabg kbx�x¼moü?^2dfg�k-ÿbi�^schm���a-d%x�^sc?ÿ-moüå�������Þkb�o��aey�[]k-mj^s_�knmL^skhy�üê�j[�mj^����
� xt��a(þ4^ _e^�mj^sy�mA_e[�Ãâ^sgj^scZm*i�a-mj[�dÅ�
x]aey�k-mj^s_�k-m
mjü?^4�C^sÿb[]c?c?[]c?ÿ(abgAknm�mjüu^ ^�cu_�abdIgj^sÿbY?xtk-g
�j^sy�abcu_?kbgB�.�}mogjYuy�mjY?go^s�*��Yuy�ülkh�

Ó�è-ÍVk-cu_�É¼ÇoØêdfabgg�j�Sü?^�x][ty�^s�szIÒb×Nk-cu_r½�»�ÃÅÒ�dfahgJ� �«�}mogokbcu_?�s��� []ÿbYugj^ ������üuanþ ��mjüu^�c�Y?i��â^�gAa-dIdfg�k-ÿhi¦^scZmo�*kbx�ahc?ÿ2mjüu^�ü����?gj[t_
\?goa-mo^�[]cV�%û�üu^ _e[]��mjgo[
�?Yemj[]abc�[t�
k-x]i�ah��m�Y?c?[�dfabgoiêzbmjü?^Lþ4^skbý��j[�=s^s��y�ahgjgo^s�j\âabcu_�mjavmjüu^�y�ah[�xt���%�%[�ÿhY?gj^L�Zy4ÿb[]�b^s�%moü?^L�nk-go[]k-mj[]abc
a-dâmjüu^4%-^�XhYu[��nk-x]^�cZm
c�Y?i-�C^sg
a-dI�*`���%�´"Î�Ï�[]cu_e^��¦k-x]abcuÿNmoü?^ ü����?go[]_¦\?goa-mo^�[]cV�%� i�k(m}abgo[¥m���a-d¼\CaZ��[�mj[]abcu�
[]�*ü?[�ÿhü?x
�.�j\C^�y�[�
Cy
^��e\?go^s�o�lahc?x��3abc?^à�A`v�Aû�ü?^r�j[�mj^s��þL[¥moü ilk-c��3_e[�Ã¼^�go^�cZm�y�ahgjgo^s�j\âabcu_ÝmjaÞ^s[¥moü?^�g�k;mjg�k-cu�j[�mj[]abc gj^sÿb[]abc ��YCy�ü kb��moY?gjcC�
�â^�m}þ4^�^�càm}þAaê�}mogokbcu_?� \âah�j[�mj[]abcu�".¥���h�5���s�Z��0Szuy�ab[]x]�)�C^�m}þA^s^�c�m}þ4a6���Sü?^�x][]y�^s�N\CaZ��[�mj[]abcC�-. �(`>� �b�(0SzCk-cC_�x�ahc?ÿ�y�ab[]x]��\CaZ��[�mj[]abcC�
. ��`�@>���Ú��0Sz ahg¦_?[]��mjahg�mo^s_Þ�j^sy�abcu_?kbgB�;��mjgoYuy³moY?gj^��.�jYuy�üÝkh���j�S��mjg�k-cu_u��\âah�j[¥mo[�ahcu�D.¥�n�b���]�	`Z��0S�r�LdÊmo^�gl��� �jY?\C^sgj[]i�\CaZ��[�mj[]abcC�
a-d*mjü?^¦\?goa-mj^s[�càdfgokbÿbi�^�cZmo��a-dAk�y�x]Yu��mj^�g+�Åkh�j�jaey�[tknmo^s_�moaêkÌÿb[]�b^�cr\CaZ��[�mj[]abcE��z¼þA^.üukÚ�b^¦y�abi�\?Y?mj^s_àmjü?^êÂ³Ö.Ñ�Ä-��� []ÿbYugj^.�h_
�jü?anþ �%mjü?^��Úkbgj[tknmo[�ahc.abdCmoü?^(Â³Ö.Ñ�Ä�\â^�g4��[�mj^h�%û�üu[]�
XZYukbcZmj[�m��.kb�o�j^s�o��^��%mjü?^ XZYukbx�[�m���abdCmoü?^Lmjg�k-[]c?[]c?ÿ�[]c.mo^�goil��a-dV��mjgoYuy³moY?gokbx
�nk-go[]k��?[]x�[�m��b�(û�ü?^lkÚ�h^�g�k-ÿb^lÂ³Ö.Ñ�Ä�[t�2�?� �ªa� dfahgNmoü?^.dfgokbÿbi�^�cZm2a-d��������ñx]^�c?ÿbmjüV�¦û�ü?^.g�k-cuÿb^�[t�+. �u� `Z��a��Ð¼�u� �b�4a��0%þLü?[ty�ü
[t�(XZY?[¥mo^lÿba�ae_;y�abi�\ukbgj^�_àmoa�a-mjüu^�g�y�x]kh�j�j[ 
ây�knmo[�ahc�.��s�70Î�Ìû�üu^li¦[]c?[]ilk-x
�nk-x]Y?^�y�abgogj^���\âabcu_u�vmja�k�x�ahc?ÿ�gj^sÿbY?xtk-g����Sü?^�x][¥�
x]a�ysknmo^s_�[]c�\CaZ��[�mj[]abcl��@?zbmjü?^Ni�k-�e[�ilk-xCabc?^ mja�k��nkbgj[tk(�?x]^�y�ab[]xu[]cl\CaZ��[�mj[]abcà��@b�u�%pvx]a��ukbx�x
�bzhmjü?^Nx�aeysk-xu��mjgoYuy³moY?go^s�*�jü?anþL[]c?ÿ
x]anþTÂ³Ö�Ñ�Ä��Åx�^��j�Amoüuk-c���a�)�Ak-go^Lmoü?^2�j�Sü?^�x][ty�^s�AabgAmjg�k-cC��[�mj[]abcu�$�â^�m}þ4^�^�c6� �«��ü?^s^�mLk-cu_6�j�Sü?^sx�[��IzZahg$�â^�m}þ4^�^sc�m}þ4a-���Îüu^�x][]y�^s�s�

Ñ 1�	�#%! "�#%#%	��.� � ����!L�.��! �s"�#%	��.�

���Awæ[t��kli�^�moü?ae_àk(�ux�^�mjaG�?Yu[�xt_àk�go^�\â^�gjmjahgB��a-d
y�x]Yu��mj^sgo��a-d
x]a�ysk-x \?gjabmj^s[�c�dfahx]_?�NþL[�mjürk+
u��^�_�x]^�c?ÿbmjüV��û�üu^(mjg�k-[]c?[]c?ÿ
[t�ly�k-gogo[�^�_ÞabY?mG���ÝYu��[]c?ÿßk;�*` �j^�go[�^���[�cñabg�_e^sg.moaßa��em�k-[]cñk;y�abcZmj[]c�Y?[¥m��C�â^�m}þ4^�^scñmjü?^à_e[�Ã¼^�go^�cZm�y�x]Yu�}mo^�g����·�N�l��^s^�c
\?go^���[]abYu�jx��hzhk.y�abgogo^sy³m*��mjgoYuy�mjY?g�k-xC�Úkbgj[tk(�u[�x][¥m��_�}Â³Ö.Ñ�Ä>�G�pa�)��k-cu_Ìü?[]ÿbü��j^sXZY?^�cCy�^ []cedfabgoilknmo[���[�m���kbgj^L^��e\?gj^��j�j^s_lkbx�ahc?ÿ2mjüu^
ü����?gj[t_�\?goa-mo^�[]cV��w�abgo^�an�h^�g�z-_e[ Ã¼^�go^�cZm4\?gjabmj^s[�c�_eahilk-[]cu�*kbgj^ ��[t��[
�?x]^��jYuy�ü�kb�
mjü?^v��Y?\â^�g��j^sy�ahcu_?kbgB�¦�}mogjYuy�mjY?go^s�J�j�ÎmjY?gocA�¸�*z
� �ÎmjY?gocA���;abgg�ÍÒ������
û�ü?gjahY?ÿbü�mjü?[t��ü����ugj[t_l\?goa-mo^�[]cVz�þA^2_e[t��\âah�j^Nabd k�y�abx]x�^�y³mo[�ahcÌa-d$dfgokbÿbi�^�cZmo�4k(�ux�^Nmja�dfabgoi k�\?goa-mo^�[]c���mjgoYuy³moY?go^bz�þLü?ah�j^

k-i�[]c?aíkhy�[t_ß\?goab\â^�cu�j[�mj[]^s�¦k-go^Ì_e^,
Cc?^s_I�ßû�ü?[t�.gj[ty�üÝy�ahx�x]^sy�mj[]abcÞ�jü?abYux]_z�C^��b^�g��;Yu�j^�dfY?xAdfabg.mjü?^ê\?go^s_e[ty³mo[�ahcÞa-d \ugjabmj^�[]c
��mjgoYuy³moY?gj^��2mjüugjahY?ÿbüådfabxt_;go^sy�ahÿbc?[�mj[]abc;ahg�dfabg�ÒhÁêÃÊÉuÃÊÈÎÃÅÇ�i�ae_e^�x][]c?ÿu��{«cÞk�\?go^���[]abYu��þ4abgoý¼z$þ4^�üukÚ�h^l[�x]x�YC�}mogok-mj^s_x���;k-c
^��?kbi¦\ux�^Aa-dem}þ4aNy,�Zmoa�y�üugjahi¦^��Imoü?^Akh_e�nk-cZmokbÿb^
abd?Yu��[]c?ÿ�mjü?^4ü����ugj[t_�\?goa-mo^�[]c�dfabg%^���mjg�kby�mj[]c?ÿ��j[�i�[]x]kbg x]aey�kbxbdfahx]_?� \?go^s�j^�cZm []c
mjüu^s�j^L\?gjabmj^s[�cu��. ��0S��û�ü?^ ��YCy�y�^��j��abdCmoü?^ i�^�moü?ae_eabx]abÿ������Aw []c�dfabxt_¦gj^�y�ahÿbc?[�mj[]abc.i�Yu��mI�C^��Úkbx�[t_?k-mj^s_¦[]clk�dfYug�moü?^�g
þ4abgoý¼�
�AabcC��[t�}mo^�cZmjx
�bz�����Yu��[]c?ÿ�mjü?^2��^�XZY?^�cuy�^�[]cedfabgoilknmo[���[�m���dfahY?cu_�[]c�moü?^Nkbi�[�c?a¦kby�[]_laeysy�Y?gogj^scuy�^��
ilknmogj[ty�^��*kh�j�jaey�[tknmj^�_�þL[¥moü
mjüu^(_e[ Ã¼^�go^�cZmLdfahx]_êy�x]Yu��mj^�g��szeþA^(�jü?abYux]_6�C^(k��?x]^Nmoal\?[ty�ý�abYem�ysk-cu_?[]_?k-mj^��4dfabg�dfabxt_e[]c?ÿl��[]i�Yux]k-mj[]abcu�4dfgoabi moü?^�go^�\â^�gjmjabg��b�
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1í^2üukÚ�h^Nkb�o�j^s�o��^�_�mjü?^�kh_e�nk-cZmokbÿb^s�Aa-d mjü?^v\?goaey�^s_?Y?gj^��4[�cZmjgoae_eYuy�^s_lmoü?^2ü����ugj[t_�\?goa-mo^�[]c��j[�=s^Ngo^s_?Yuy³mo[�ahc6����_e^sx�^�mj[]abc
a-dâmjüu^Lgj^�_eY?cu_?kbcuy,�h�%û�üu^ y�abcZmogjahxZabdCmoü?^Lx]^�c?ÿbmjü�gj^�_eYuy�mj[]abc�[]��[]cu�jY?go^s_"����mjü?^�\uk-g�k-i�^�mo^�g�� � � k-cu_-� ¼ {
½.��û�ü?^L\ukbgokbi�^�mj^sg� � �jü?abYux]_+�â^Ny�x�aZ��^�moa�mjü?^ dfgokbÿbi�^�cZmA�j[�=s^��ßabgA��x][�ÿhüZmjx
�.x]anþA^sg��f[]c�abYug*�}moYu_A� � � � �s���³���·ü?[]ÿbü?^sg
�nk-x]Y?^ [t�*kÚ�hab[t_e^s_��j[�cuy�^
c?al�j[�=s^�gj^�_eYuy³mo[�ahc�[t� �j[�ÿhc?[�
Cy�kbchmox��Ìa��u�j^�go�b^�_I�%�Qx]anþ4^�gLabcu^vx]^skh_?�4mja�k¦ü����?go[]_�\?goa-mj^s[�c�y�Yem Y?\�[�cZmoa��jilk-x]xV\?[]^sy�^s�s�
û�ü?^
a-moü?^�gL\Ck-g�k-i�^�mo^�gg� ¼ {
½ ze[Î� ^b��mjüu^�i¦[]c?[]i�Y?i c�Y?i��â^�gLabd%aey�y�Y?gogj^scuy�^��J�â^�m}þ4^�^sc�m}þ4a¦gj^�_eY?cu_?kbcZm gj^sÿb[]abcu�szh[t�L^��j�j^�cZmj[tk-xâdfahg
mjüu^Ny�ahcZmjgoabx?abdImjü?^Nü����?go[t_�\?gjabmj^s[�c��j[�=s^b��� �nk-x]Y?^ abd�@h�2þ�kb�*y�ü?ah�j^�c�moa(^�cuk��?x]^�k�go^�\â^�gjmjabg��(moa��â^Ny�üukbgokhy³mo^�go[�=s^s_.þL[¥moüÌk
dfabxt_�_e[t�}mogj[
�?Yemo[�ahc�kbx�i�aZ�}m Y?cu[¥dfahgji��I1·[�mjüàk"� ¼ {
½ �Î�nk-x]Y?^2x]anþA^sg��}��@b���³z�moü?^��j[�=s^vabd moü?^(ü����?go[]_�\?goa-mj^s[�c�_e^�y�go^skh��^��*dfgoabi
�-�h�.mjaà�n�-�ezeüu^�cuy�^bzCkldfgokbÿbi�^�cZmok-mj[]abcê[]��\Cah[�cZmo^s_�abY?ms� �Aabc��b^sgo�j^�x
�lþL[¥moüàklü?[]ÿbü?^sg abcu^G�}��`b���³z?[�m�[]cuy�go^skh��^��4mjaÌ�Z�b�?�*{«c
mjüu[]�Lyskb�j^bzZmjü?^2go^s_eYucu_?k-cCy,�l[t�Aþ4^skbý�x���_e^sx�^�mj^�_I��{«cu_e^s^s_Iz�moü?^2ab\emo[�ilk-x][�m���dfabg4mjü?^2ü����?go[]_Ì\?gjabmj^s[�c�[]�Lk-�uk-xtk-cCy�^��C^�m}þA^s^�c
mjüu^(_e^�x]^�mo[�ahcêabd$moü?^�gj^sÿb[]abc�gj^�_eY?cu_?kbcuy,��k-cu_�mjüu^(y�abcC��^sgj�nknmo[�ahcÌabd$mjüu^2dfabxt_êy�abcZmj[]c�Y?[�m��:. �(0Î�
{«cÞy�abcCy�x]Yu��[]abc$z$þ4^¦üCkÚ�b^��jü?anþLcíüuanþ�zVmjüugjahY?ÿbüßk���mokby�ý�[]c?ÿ�\?goa�y�^s_eYugj^�a-d�x]a�ysk-x�dfahx]_u��z%þA^lüCkÚ�b^+�?Y?[]x¥m¦k-c;ab\emo[�ilkbx

go^�\â^�gjmjabg����jYA¥�y�[]^�cZmjx
�Ìgo[]y�ü�mja+�â^�Yu�j^s_ê[�cêdfY?gjmjüu^�gLþ4abgoý��4abd i�abx]^sy�Y?x]kbgLi�a�_?^�x][�c?ÿC�

Ó !JÔÌ�����ä��� ��&"L �����%#

û�ü?[t�2þAahgjý�þ�kb�2�jY?\?\âabgjmj^�_����rkêÿbg�k-cZm�dfgoabi mjü?^lw�[]c?[t�}m	Õ^�go^¦_?^¦x}Ö W
cu�j^�[]ÿbc?^si�^�cZm�~�Y?\�q^sgj[]^�YugN^�m�_?^¦xtk��L^sy�üu^�g�y�ü?^¦kbcu_
dfgoabi×%h��y³mo[�ahc�`A[]ab[]cedfahgjilknmo[]XZY?^v[]chmo^�g�WA�A~eû�%.c�Y?i��â^�g��h`��b�Z�-�4�e��_?`·[t� �jY?\?\âabgjmj^�_6���Ìk¦ÿhgokbchm�dfgoabi moü?^(�?ahcu_?k-mj[]abc
\âabY?gLxtkl�L^sy�üu^�g�y�ü?^vw q^s_e[ty�kbx�^h�

¾P� +-��������!L� #

.��,0(�4�â`4^�gocu��mj^s[�cVz¼û2�ÍØ2aZ^�mB=sx�^hzâp¦��1·[�x]x�[tk-il�szIW �Cwà^��b^sgszâwß�¼`Ago[ty�^bzâ�u�¼�Lae_eÿh^�g���z <.�EØ2^�cucuk-g�_IzCû2�I~�ü?[]ilk-c?ahYuy�ü?[Îzâkbcu_
wß�Vû%kb�jY?i�[9�¦û�ü?^�\?gjabmj^s[�cå_?knm�k6�Ck-c?ýÍ�Nk�y�abi�\?Yemo^�gB�}�ukh��^�_àk-g�y�ü?[]�nk-x;
ux]^.dfahg2i�khy�goabi�abx]^sy�Y?xtk-gN��mjgoYuy�mjY?go^s�s�6ÙàËàÇ-Í
îLÃÅÇ-Í¨z$�h���5� �b�h��Ò?�n�Z�?z?��`Z�b�e�

. ��0(�(� p¦�C_e^�`4go^��b^sgjc$z?�(�â�4kbi¦\ugjahYe�IzC�N�uW�m�y�ü?^��â^s��mszu~¼�E��k(=sabYem�zuk-cC_ê���?û YAÃ¼^�g��b�*`4^	�babcC_lmjüu^���^�y�ahcu_?k-g�����mjgoYuy³moY?gj^��
��mjü?^(��mjgoYuy�mjY?g�k-xVkbx�\?üCk(�â^�mo�s��ÃÊÉDÚN½o×�½�ÉuÈ�Û�Ä-áÚãIø�ÉêÆ4ÂjÇ-ÈSãjÜ4É�Ùhã]zC[�c�\?go^s�o�szu�-�b�Z�e�

. �70(�(� p¦�%_?^Ì`4gj^s�b^�gocVz
�N� W
moy�ü?^	�C^��}m�z�kbcu_Þ~¼�;��k(=sabYem���`4k��h^s�j[]kbcí\ugja��uk(�?[]x][]��mj[ty�k-\u\?gjaZkby�üídfabg.\?gj^�_e[ty³mj[]abcC�Ckby�ý��Cahc?^
�}mogjYCy³mjYugj^���[�cêmj^sgjil��abd%\?goa-mo^�[]c6�ux�aey�ýe���*Æ4ÂoÇnÈ«½�ÃÊÉuÑ�zu�u���9���,� �Z���eÒ?�(@���zh�b�b�b�u�

. �(0(�(� p¦�?_e^2`Ago^��h^�goc�k-cu_ê~¼�A��k�=�abY?ms�&�4���?gj[t_l\?goa-mo^�[]cÌi�ae_e^�x��H���*w��e�ek�i�^�mjü?ae_lmoa¦y�abi�\ukhy³mA\ugjabmj^�[]c������«��mjgoYuy³moY?gj^��
[�c?dfabgoi�k-mj[]abcêk-cu_�\?ü��e��[ty�aey�ü?^si¦[ty�kbxC\ugjah\C^sg�mo[�^�����øBÜIÜJÜ çNó
Ç-Ö Ø¼ÔeÈS½�Â��¼Ç�×�ÃÅ½�ÈÎÀlö�Æ4ÂjÇ�×�½�½oÄ-ÃÊÉZÙ-Ñ�Ç}Ó2Èf»?½/ÝsÈÊ»D�CÀnÖ�Ø?ÇnÑ�ÃÊÔeÖ
ÇnÉ:�CÈÎÂ³ÃÊÉZÙ.Æ�ÂjÇs×�½�Ñ�Ñ�ÃÊÉ�Ù�ÒnÉâÄ.ø³É�Ó�ÇnÂ³ÖlÒnÈÎÃÅÇnÉ�Ú�½�È9Â³ÃÅ½�áÚÒ-Í¨zV��� ��`�Òe�Z��ze�-�h�b�?�

. ��0(�(� p¦�-_e^L`4gj^s�b^�goc�kbcu_.~¼�(�Nk(=sabYem��?�Aahi�\ukby�mj[]c?ÿNx]aey�kbxZ\ugjabmj^�[]c(dfahx]_u� þL[�mjü�kNü����?go[t_(\?goa-mo^�[]cV�Aº¼»?½�ÇnÂj½�ÈÎÃÅ×oÒ-Í$ó$»?½�Ö¦ÃtÑ�ÈÎÂ³À
Û�×�×�ÇnÔeÉCÈÅÑ³z¼�s�h�>����k-���e� �b�7ÒZ���ezh�-�h�?�h�

. �70(�(� p¦�?_e^2`Ago^��h^�gocÌk-cC_Ì~¼�5��k�=�ahYems� {«i¦\ugjan�h^�i�^�cZmAabd&%��4���?gj[t_��*gjabmj^�[]cÌw�ae_e^sx
%�mja�_e^�
uc?^�k-c�ah\emj[]ilk-x¼go^�\â^�gjmjabg���a-d
y�ahchmo[�ÿhY?abYC�4���T\?goa-mo^�[]cê��mjgoYuy³moY?go^Ndfg�k-ÿhi�^�cZmo�s�*îLÃÅÇ-ÃÊÉsÓ�ÇnÂ³ÖlÒnÈÎÃÅ×�Ñ�z¼[]c�\ugj^��j�szu�-�h�h�e�

. ��0(�(� p¦�b_e^ `4go^��b^sgjc$z-�A��ÞVab[]g�knmsz-���b`�kb_e^sx ���Aüukbÿbc?ahcVzh�N�-� cu_?gj^hzh���7Ì�[]cuy�^�cu�szhkbcu_-���h~¼�¼pv^�c?ahi¦^Ly�abi�\uk-gjmj[]i�^�cZmok-mj[]abc
���åk�ü����?go[]_ßy�üugjahi¦aZ��ahi�^¦i�ae_e^sx)�fü>ß$iG�³��k-\?\ux�[ty�k-mj[]abc;mjaí�jkhy�y�üukbgjahi��ey�^��vy�^�go^���[t�jkb^���Y5�?mj^�x]abi�^sgj^����ñó
ÇnÖ�ØâÔeÈ«½�Â�Ñ
ÒnÉ¼Ä�ó$»?½�Ö.ÃtÑ³ÈÎÂ³Ànzu[]c�\?gj^��j�szu�-�h�h�?�

. @70(û2�>Ø2abüuabc?^scV���¼½�Í Ó�çeà�Â9ÙhÒ-ÉuÃ�Õ�ÃÊÉZÙ�ËrÒoØâÑ��4~�\?go[�c?ÿh^�gB�}Ì�^sgjxtk-ÿCzZ`4^sgjx][�c$zupv^�goi�kbc��bzI�	`�`Z�e�
. `70(û2�V| ahÿbYuy�ü?[Îz �(�Vwàk-mo�jYu_?kuzVk-cu_�á.�V� ý�[
�hkbi�ku�(�*_A�5�Îgo^�\?g�_A�j�Nk�_?k-mok��ukb�j^�abd*gj^s\?go^s�j^�cZmok-mj[]�b^�\ugjabmj^�[]cíy�üCk-[]cu� dfgoabi

mjü?^�\ugjabmj^�[]c�_?knm�k-�Ck-c?ýx�Å�J�v`��³�JF(Ôu×�ÍEÛN×�ÃÅÄnÑ4Ú�½�Ñ�zâ�(`>�����,� �?�	`�Ò?�b�b�?zh�b�b�?�h�
.��s�70(�C�	1åa(m}[ty�ý¼zn�u� �S���Úw�ahgjc?ahcVznk-cu_��u�-�Aü?abi�[]x�[]^�g���| ^�þß^�¥�y�[]^�cZm���mok-mj[t�}mo[]ysk-x���^�XZY?^�cuy�^,�«_e^�\â^�cC_e^�cZm%��mjgoYuy�mjY?go^*\?go^s_?[]y�mj[]abc

a-d���ü?ahg�m4mja¦i�^s_e[]Y?i"�«��[
=�^�_Ì\?goa-mo^�[]cÌx]a�ab\u���ukh��^�_�abcêk-c�^��eüuk-YC�}mo[��h^Nx]a�ab\�y�x]kh�j�j[�
Cy�k-mj[]abcV��ÙlËrÇnÍâî ÃÅÇnÍ¥zâ�(@�`5�]���Z��`�ÒA`b�uz
�	`�`�`?�
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