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28 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSAn1¼ë:ç P$%R/È¹½ôF’œIÿd$;‹Æx×³äpf(¿')L£
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endstream
endobj

29 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\g¡Püˆâ	²n7=ÀC’.^
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endstream
endobj

30 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmSKnÝ0ÜëZw¡R¤ø;AÖé¦xHÓÅK�¤÷JÙÏƒÆ,{ÄÏÌP~/
Ô¬Wj0ÌÐzUo*¨,•¹‘Û¨/åç·ú§¼lÂ¦Ä½¿¾,u{+ÍÅ¤67óiX�<ÕÿÁ�×òý‰êëßµ{}‹ë}~4¥¥gâØPé½×Öq€÷‰"
!Œ€[iÈ‰g— äµ…d€ÈR%BÔÚØXMÆ~‰Ôµ¹ãw�U7µK$n%“KŒ/SDZ,÷X
cç¹a�ˆ,%¦Â$ò¹	zƒä=
QD)lô�“Ë @×aÛ‡€¢
&©�ÙPeþìlÀ>‡ç1Lp^–”Ò”z+tô^Rˆ_šS-?µKnë—ö£ëƒ Â)�êÖØ!]“àÀŽ7:³Özå,»j?Ü;XŠmqƒƒ/÷ºç6±SWŒûŒŸË½l'vH¶lÕJöæ¶i‹àØÒ±›§°¬I'eY˜�Ÿäv:¸k.�ævŒôV~—_å9î�¦Öu
endstream
endobj

31 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmSKnÜ0Ýë\g¡P¤HŠ'ÈºÝôƒ$]L
$½?ÊŽ%ÍÛÏü¼�ý^¸6ïÞ•�+ö1h40«
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endstream
endobj

32 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmSKnÝ0ÜëZw¡R¤ø;AÖé¦xHÓÅK�¤÷JÙÏƒÆ,{ÄÏÌP~/
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endstream
endobj

33 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSAn1¼ë:ç P$EJ/È¹½ôF’œIÿd$;‹Æx×³äpf(¿')*d$¹´êÍ{•ì^*)‘æÖ‹©¦ùã9ýzÈ�Ò{âb{ëš	×ùõ
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endstream
endobj

34 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmR;NÅ0ì}
×ÆÞ¿O@

ˆø$àþk¿`/‚$Š“ñ~ffý‘
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endstream
endobj

35 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
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endstream
endobj

36 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
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endstream
endobj

37 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmSKnÝ0Üë\g¡P¤øÑ	²n7=ÀC’.^
$½?ÊŽ%Í3ðl�ÉáÌÐ~/\ÑÐ¸jAs0«
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§7`E“Þ”aþ|RÚéÅ]{Á´·ã½•ßå¥üˆãÏDÕë
endstream
endobj

38 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmSIn1¼ó<û@7{a“/ð9¹ä‚íävþ¸HÉd±ÐŒjz©…zORl¨sk¹ÔªlÞ«d÷RI†J¶^tHmš?žÓ¯‡ü'½'.Íº[×L¸Î¯oG]ÞR�t~wÎ?ŸòÿàÇkz|’üú7a(å·yËW|×â¢Þ…däÚ†SÕZ±Ì˜•F�(‹6a\Ra4Þ¶ŒFÚG.2:ºÜE˜=ë`
�ûûå©?3öÜ°.�¸¤H.0þR1uÊ0Ÿ �½p3®6_x1&‘�y3™ãî…fH5Æðß%¦Hcr96ª®ýøû¸q�
¬«»Ù¿Î:XGŒa‚óÓƒRÆˆY?f ×tJ˜¾4ŸYÀ–öÖ[ÚÛmë� ×›tÉG°%Ýƒ``ëInÝwk€®ž%ïn!°5[ƒÛÀ‹¥xçtòµšOn»ëÂú¥xÞ®)8Q�;Ç²=+Ø×†$6ÁØÖ±ƒ�‚Ã	ØÖ„“²-‡*ºÎßÎ…Bnë?zI¿ÓKú�ë—ÅÖ9
endstream
endobj

39 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmRIN1¼ç9sŽ×äœáÂZ,‡	ø¿„“i#˜uº«½T¹ü‘Š¢�Ô\jek•²õbŠÚ%K+Ü©*çÏ§ôx“ßÓGÂ¢ÒLgðk¿ý[êxK¥kÓ\z÷†ùá.ÿ?_Òíå—¯äE!¿�#_ü^‹[#cíæ[Wu4D†^ŠÄJèG*(ä‰×.]�[Ï…zCð,3"§›‹4gê×ƒ§®�;~×XuC»@âH‘\`ü£bèÃæÇÅ�‚*Xe|hEˆZHtÌTHõwì*P¯��cˆªF�¸cìn.[ ƒ
Õ¸í98äýP1Hu¬±™ÈïÉ:Ü¹#÷hÃÇ¯¥4¤‰¦¡—´C~4ïZŽ�Úw[ÇNí³ëIëU:åÃ±)Ý‚`Çæ]³ÏÑ8:s¦¼s„ŽÍÚ¼¦Í›,¦âÓèàëK¾}Ø©ËÿC1Žã’ö$vHÙªÆÛ'ÁmØÒ±Œ�‚Ã¬Ñ„MY#K§öoùÁ·ié‘^Ósº÷ëeÖ2
endstream
endobj

40 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœmSIn1¼ó<û@÷F6ùŸ“K ØÎA`çÿ€‹”LvkÍ¨¦—Z¨÷$e´æ£�\˜MªwÖì^˜ŒÈríÅ†r³üñœ~=ä?é-v¯Ý2á:¿¾uyK€{ËetÌÃw—üó)ÿ~¼¦Ç'Í¯�†R~›·|Å7Wó®(¤Jnm80Ã¦ÆÌXVEŒOTÔš

.©HU4Þ¶ŒFÖALG—J„.wUÏ¥v0…Àý€ÖýòÔŸ{nXH\R$�©˜ºe˜O(^¤Uá:_x©Bª-4óVu2ŒK¤bÒÁ�0d �80C“Ë°»õã ì“&A*°nîµþë,àaClÄ&8?=(Œ˜õczM§DèKó™liïa-°¥½Ý¶Þ	
ß¤k>:€-é[Ozë¾[tõ,yw�ÙÜ¶X,Å; “oå|r›Ø]Ö/ÅóvMÁ	>îËö¬`o\’ØO`[Ç6
'`[NÊ¶0ªèv8�;
¹ÿè%ýN/é®OÌvÖF
endstream
endobj

41 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœeSKN%1ÜçY³È8vl''`=³™<³x ÷—¨tÓ‰ÑtKý©øWUÉ{â2ºŠYÏR¸qí®Ù½TjD-«–.2zËOéïC~KïÈ0E0Â½ÿÎJZ-Tº½¦2¬[ÆÊáÙ9ÿyÌÿƒ/é×£ä—ÏD¹ŽüŠçûü).Í» �”¼Ùp`Í‡Y5—ªÌ�F�(K3aÜRa$ž]†Që#0a%B–»³ç¢]½[ÛH]‹;~×XuC»0Ä-ÅáÂÄ‹É‹†ú‚ì…M¹ê\ð¢L"�¹Á ö³	÷B•dÔ00f3—08°VaF�Uo}ëýØ8PÖ›»êOe�6¸�hÃçÕSF‰?¦¡÷BÆÅ9Ô÷ÐvœÜíìú= ÓI]òæì î�0°ãKÎìoi€^9KB`Wí¥6°cŠƒñòèœWkÞ¾Mìä5u¬3~¾î)(A[�-Ùªä�mƒkÀmØâ±Œ�„ÃXÒ„�²$ŒÇ'¨6îò…‚oÇ½¥�é9ýÆý+PÖ
endstream
endobj

42 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmSKnÝ0ÜëZw¡R¤ø;AÖé¦xHÓÅK�¤÷JÙÏƒÆ,{ÄßÌÈï¥�£93X¥†»)Wõ¦‚ÊR™›¹�úñR~~«�Ê{Á&Q�AÜûëËR··Ò\Ljsƒ1Ÿ†õÇSýüx-ßŸ¨¾þ-P»×·X°ÞçGSj4;0è×À†ºHï½¶Îˆ¼OiaÜJC¦H<»¸À0¯-¨ D–*¢ÖÆÆj2öK¤®Í¿k¬º©]âVòpiâ‹Åä†Ë=–†ÂØynXc"K‰�©0‰|n‚Þ yO†(¢”lô0£g‚
t¶u(ú¡`¢˜
UæÏÊìÃqx¶a‚ó²Ä”&Õ[¡ÃÐ{I!~qNµüä.¹_Ü�®�NêT7�Àêšv¼Ñ™ý�&Ð+gIØUû¡ö˜Ø1ÅÁØÖlpÌË½nß&vò
K±Ïø¹ÜËVb‡dÉV$on›œXnÃ�el&œNÀ’&�”%aþ}’Úéà._ ùvXz+¿Ë¯ò÷?f:Ö�
endstream
endobj

43 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
xœmSKNÅ0ÜçY³ŽÛñ	XÃ†T|¤÷¸¿„ÓÒÄZ©i'þÍLzMTˆµaµL}íÊYµT k”™K'²Þòí%=ßåÏtMX„=Ê1ð{}ýWiûHÅ¤K.Ö¡�gÇüô�ÿ‚··tÿ@ùí+Aö¾`¾Œ�¢Ô´“ƒ61u¬©‰ÔZs©ŒØÀê@‘šzÀ–
2yâÑÅZ·\œ	2€g©!j.ÜY»´õâ©ssÅ¯³nh†ØR.L|²¼ÀÃ¼>8AÔ‚ÂXylha"	‰Ž©0�	cì†G5ä¢ˆRÜ±VÝŒ	:(Pµõ¥ƒCÞUÇzSeþ¬ÃÖ›E8®˜¢—ñ6½¤b'çPËNî¡Üåèú3 ÂA�òâáØN]aÇö7:²�¤qôÌ™:vÖžj;¶O±3ž¾8:æåš—o;x
ëˆË%%`©³$›µ‚¼±mpb¸›<¦±‘p8SšpR¦„ñ÷	j‡ƒ;}�àÛþ�né=½¦G¿¿
ûÕú
endstream
endobj

44 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 401
>>
stream
xœmS;RÅ0ì}
×Æ–¬ß	^

Èð)Ì÷ŸAN^l1�vÖúì®œÏTÌ¸
e,Ð¡©ïÄŠ0°Q&*ŠhÚó×szºËé3Aaò(Çª¿ëë¿JÛ»7`e?Ô:BT!?^ò_ðë5Ý_0¿~§š›åw_ _ÇGì¢è�•ªt6q¬‹1·ÖriÐ«µ�vFð€- ôÄ£‹ëj¹¸ Z=K@r!%Qîkã©ópÅ¯³nhHl)’ŒOCWõ0P_®¾`‚Fã@AEÔ�è˜0!óï&`¥¶ŠÖ!Ç˜qÇzóa´(ÐA®Mº.ò~À¤:¦]„è·³[7èÇ0ÀñhPŠCê–pè5…;5‡ZvhçØÖNí{×A¨‡tÌK‡c»t	‚Ûwxdß¬qôÌ™:vÖ¾¹Ý¶³ØëäVw¾ÔòšÛÀ]>Rh#~,×´œX!Ñ²Y+ØÛ†IL‚k`SÇlnÀ´&Ü”iaü}‚ÛáâÎ¹Ô0·}¤[zK/éÁßâsÖ3
endstream
endobj

45 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœeSKn%!Üs
Ö³ Æ66œ ë™Mð”Ïâe¤dî/MÁ{Gé–ºéÂŸª2ý‘¤
©š‹W,¼e÷RI‰4·^{¦ùó9=ýÊ�ÓGâb{ëš	÷ùúYçòžÊ°n¹ŒŽbxvÎ�óOðó5=<J~ý—P‘òû|å+žµ¸¨wA 5rµáÀÔ‡Y5—Ú˜•F�(‹š0.©p$Þº#í#�²ÜE˜=—Ö›w¨Û¤îÍ�jìº¡] qI‘\`ü¥bê"„¡>A {ak\ÛÜðÒ˜D,$sk2Æ&ÜU’Q!`Ìf.�80Ê“ËÐ¨ºöã ôcã XW÷Ö¾;xè`qœWJ%fü˜½¦Âô¥ùÔ¶´÷ÐØÒn·®w‚\oÒ%À–t‚�•Ü²ïÖ]9KÞÝB`«¶·�-KñžÐÉ·Õ|æ6±».´_Šçëš‚õ¸s,Ûµ‚½±m˜Ä&x¶uìÁFÁálkÂIÙ†CÝçoÏ…ÂÜÖ?zIoé%ýÆý'Ôî
endstream
endobj

46 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmR;nÝ0ìy
Ö)˜åþy×N“<$NñÀÎý�,ùdr�DDi¸Ÿ™Y¾•¦Ã�€6ë0È¤Úh¦h¢U¼ñ ®\ß�”ï_êïòV°©¸‰s…¸Ïß�
Ý^KêZÛpàùv¬ßžê¿àûKùúDõåO‰’P_çRïñîÍˆÍ)AÀX‡Æ6T{ïµuAd}¢H¬„p+
…"ñÑe(°�Úh8
@d™!Sq1yû#R÷æ‰?5vÝÔ.‘¸•L.1þP1uA„¡Çr�¥¡
v™Þ�ÈSb`¦BªŸ›àhÐ�FO„CT5JÄãÎ8¹�*tc?>ýP1I
ÌÙLä³³È#�a‚óò¤”¦Ô[¡5Ð{9!šOÀ.í§m`—öÕõ"ˆý!�êÑØ’nIp`ë‹Ù—5�®œ%ï²0°U›·Û<±Åb)¾æ¢�|¥×3·‰]ºâ™Šq.÷rœ8!Ù²]+Ù›Û¦Il‚g`[ÇlœNÀ¶&�”ma:TÙítþö\ Ím�ôV~•Ÿå9î¿È‘Õ˜
endstream
endobj

47 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSKn[1ÜëZg¡PüˆÒ	²n7=€‘¤§@ÒûÉŽÄ¢ñüžç‘Ã™¡üž¸´6T¤åâ•†¸e÷RI‰4[/:¤6ÍÏé×Cþ“Þgƒu·®™p�_ß]ÞRløîœ�>åÿÁ�×ôø$ùõo%å·yËW|×â¢Þ…däÚ†SÕZs©Æ¬4êDY´	£à’
› ñ6e4Ò>r‘ÑÙˆÐå.Âì¹X7ï°·Ðº_žúÃ±yÃ¸ â’¢¸ øËÅôE(?Á {áf\m¾ðbL+ÀÝÌ›ÉT‡p/TIF
‚€1·æ„Óª<µƒU×~r„yÜ8XÖÕÝìßd¬#®a‚óÓƒSÅ¬s¡×tJ˜¾<.`Ë{c�-ïí6õ.�ëÍºäãØ²îÁ0°õ$·î{4@WÏ²w�ØâÖ�6°¥b9Þ{:õZÍgo»ûÂøåxÞ®)$QO:'²Íâ�cÃ&¶À³°íc/6'`GNÊŽ0ª˜v8�{/ö¶þ£—ô;½¤¸>ºÕh
endstream
endobj

48 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\g¡P¤HŠ'ÈºÝôIºx)�ôþ@(;–X4`[c~f†ò{á*†>Ø�êà1ÔÌjÃŽØA$@öÑáã¹üz€?å½PU&�a¬½û®ÒíT×¡P}D¹¸‚ŸOð?øñZŸ^ÿ„æð‚ûÜTãnƒ#«[`Ý\µµµ	QGo%îÊ·RI8Ï.®Ø‡C
%$ˆ‘eÆLdPeˆ
íû%R×Ç¿k¬º©]"q+™\b|©˜º0Â¢>†@²J*Ôd~°*„Ìš3žs²·D(0"UãD<°Þ:M.[`€ŠÍúØ>ýH)I
lt3‘��
Ø»S÷<†	Îk$¥%f¼Ï�ÞK
ñKsªå—öÔÖOízvý"HxJgØ:;¤[ØñÆgö—5�^9ËÂÀ®ÚËíÀ‡â5—@'_i°ç6±S×ô±Íøù¸—änw¶e«V²7·M“X÷À–Ž5Ø,8�€eM:)ËÂüû$·ÓÁ]sÁ4·ã½•ßå¥üˆõ	”Ö
endstream
endobj

49 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 402
>>
stream
xœmSËNÄ0¼ç+ræ;~}ÁžáÂT<ðÿN»MŒ`+Û©3ãô34AT•E=²@+Â M2‘ƒhÚó×szºËé3AaR!Çª_ëé¿NÛ{*ÆÊ¹˜Ö>þòã%ÿ¿^Óýóëwª¹Y~÷ù:Š`EO¬T¥³‰c]Œ¹µ–K#€^
°3‚'l©¡SŒkW¨V¯§
 ¹�’(÷uã¥óåÊ_=fß0.�ØR$Ÿ*†®êi ®
0A£ñBAuC¡cÂ„Ì¿‡€•Ú*Z„`ÄëÃà²:ÈµI×åƒC>‚TÇ´‹ývÖaëÝâ8~”â�º%ÜzM!ÅNÍ¡—Ú9ŽµSû>õFê!óÒáØ.]‚`Çö;<ªoÖ8zÖL;{ßÜîÛYìŠur«;_jyím`‡._)´‘?Â5-'VJ´lö
öÆ±a“àZØÔ1‡0	'eZ?Ÿàv8¸s/5ìm_é–ÞÒKzðë3jÖG
endstream
endobj

50 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœmS;n1íu
Õ.dþ)�ÀuÒäÛ)ÖìÜ0¥]Kâ`>o(ò}4ï…›‚²#ÖÆà†Ž£º7ÎU{“ÁhR?žË¯‡ú§¼j¦ÝµK…8ÏÛw�.o¥
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endstream
endobj

51 0 obj
<<
/Filter /FlateDecode
/Length 16222
>>
stream
xœí}[�,¹qæ{ÿŠ~6 žä�£�žöÁöö«qÖ’°èÑ®e/°?�Æ%“UÍ¬ìª>})
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<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
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/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSAnÜ0¼ë<ç P¤HŠ/È¹½ô‹$=l
$ý?ÊŽ%ÍXÛcr83´ßU74ä\ÅÉŒ;˜Õ†±ƒHÌ>:|<—_ð§¼G‡Ê0	ãØwß1ÝÞJu
ÕGÐÅÿ øùÿƒ¯åñ‰áõoAhoq"¸Ï›D6‚¬¢ uu¬›«¶Ö 6!êèm¢Ä]™¢àV*	Gã9Åûp¨á„1ºBTbCû¾ˆÖõp×oŽÅ›Æ%·’Å%Å—‹é£,ø1’UR¡&ó�U!dÖÔ˜©ðT˜‡Ð¨Ø�½%A�©'á�õÖijÙTlÖÇÎ! ˜GJÉj`£›‰ü›lÀÞ�ºç5LpþFrJA1ë}.ô^R‰_ž—_ÞÓX?½ë9õK ái�aûì°nÉp`ÇŸÝ_Ñzõ¬»¸WÚ�*Çk/�N½Ò`ïmb§¯™c›õót/)	ÜéìÈWŠ7�M›X÷Â–�µØl8½+šô¦¬óç“ÒN/îÚ¦½ßèü./åGŸø–Õõ
endstream
endobj

55 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
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/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSAn1¼ë:ç PER/È¹½ôF’œIÿd$;‹Æx×³äpf(¿'.Þ�Çð\š
wóšÍJ%!’Ü½ÈhU%�<§_ùOzG‡v·î’	×ùõÓå-•¡®¹¾�óÏ§ü?øñšŸZ~ý›ÀIùmÞòßµXó†Bêd¢Ã€‰
ÕZk.µ3�:Qn¢�QpI…{CãmÊPÐ5œ;ºÌZc¶\:D;üí´î—§þplÞ0.ˆ¸¤(.(þr1}ÊÀO0ÈVX;×>_XéLihfÚÛT‡°ªÔF
‚€1«ZÂ�IžZŽA€JÕÄO€0�•ƒU`.f½ÿ›,à!ƒeÄ5Lp~<8ePÌú1zM§„éËóá¶¼{ly×ÛÔ»@®7ë-À–u†�§vë¾Gtõ,{÷�-n	i[*–ã½ So¯ùìmbw_¿ÏÛ5…$êIçD¶¹B¼qlØÄx¶}ìÅFÃáìhÂIÙ†CÓçoï…ÂÞÖ�ô’~§—ô×'/kÕæ
endstream
endobj

57 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmS;nÜ0íy
Ö.èá|9'p�49ÀÂvŠu;÷<”,r‚x¬¤§ù¼�ô^¨�+“H¥ÆŽ}˜T³Ö�¸Š´AäƒëÇsùõPÿ”÷‚M%ªƒ8öÝw“no¥¹ÍGŒ‹ÿ�õçSýüx-�OT_ÿ¨Ýë[œ°ÞçM3b… `¬n�±¹jï½¶.ˆÞ'ŠÄJ·ÒP(Ï-®ÀÃk%(ÑeF„hµÉÊû"Z×Ã]¿g¬¹i]"q+™\b|©˜º Êb>„@´†*Øe>°&Dš3šó
:�÷D(0DU£D<0îŒ“Ë B7Û‡€b*&©�
6‹@ÿq6`�|Ùsœ¿‘”bŒ˜õ>½—Tâ—æ4Ë/íiŸÚõÜúEá”Nuëì�nIp`Ç�Ý_Özõ,»f/·;XŠW.�N¾ÒëÎmb§®écŸõót/É	ØîlËÖ¬do^›’Xw`KÇ
6NoÀ²&½)ËÂüù$·Ó‹»r�”Ûñ�ÞÊïòR~Äñ	!kÕÿ
endstream
endobj

58 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmSKNÄ0ÝçY³Ž�øs‚YÃ†T|p�	§�&F0•&í«¿Oú™
1W«™J3¬*=‹aÔ*¹÷¢D¦-�=§§»ü‘>î^åøµžþÛi{OÅX9Shã_1?^ò_ðë5Ý_(¿~'ÈÕò»/˜¯ã¡5QòBè �MkbÌµÖ\jGl`u H�	½`K;yã1Åšš34Åà]"Dˆ’K×.ÊmÝxë|¹ê×sß0.�ØR$Ÿ*†.ð2T_®¾äŽµ�Z:‘†FÇ„;1ÿ‚V ¹Ù‹�cˆÌB�¸c6\–@ª4]>8äó�1HuL›Hï¿�uØ<ßf1†ŽŸ¥4¤n‰ö@¯)”Ø©9ìe‡vŽcíÔ¾O½D8¤S^:Û¥KìØ~GG÷ÍGÏži¡cçÞ7·ÛÀv»b�Ü`çÛk^¹
ìÐå‘bõc¹¦åÄ*‰–Í½‚½qlHb\�M3Ø(8œ€iM8)ÓÂøù·ÃÁ�¹@Èm�tKoé%=øõŸçÖ#
endstream
endobj

59 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmSKn!Üs
Ö^à¦?4œÀëd“<ÙÎâ9’�ûK.xÏÐQ<#Í0E�ªª™÷$ÅšKçžËh4Ä-»—JJ¤ÙzÑ!µiþxN¿òŸôž¸4ën]3á>_ßº¼%¬{ÒQ
ÏÎùçSþüxM�O’_ÿ&”¤ü6_ùŠg-.ê]HF®m80õÑZ5—jÌJ£N”E›0.©°	o]@GûÈEFg#B–»³çbÝ¼CÞ^ uožøSc×
í‰KŠäã/S!õ	Ù7ãjsÃ‹1‰´�Ì›Éd›p/TIF
„€17Œ ¦Uyr96ª®ýøý¸q�
¬«»Ù¿Î:XGÃçÕƒRF‰?æ@¯é„0}i>µ€-í=´¶´·[×;A®7é’�`KºÁÀÖJnÙwk€®œ%ïn!°U[ƒÛÀ‹¥xÏèäk5Ÿ¹Mì®í—âùº¦àD=îËv`ol&±	ž�m{°Qp8ÛšpR¶…áPE·ÃùÛs¡0·õ�^Òïô’~àþjHÕ|
endstream
endobj

60 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmR;NÅ0ì}
×ÆÞ¿O@

ˆø$àþk¿`/‚$Š�É~ffý‘JÓBÂ¹t©•³ö¢Ò9³êØ„òçSz¼Éïé#A6e£\ýÞ_ÿ:Þ’ïM±Jãm�îò_ðó%ÝÞa~ùJ^²æ·±ä‹¿[Q$5ôÀÊUIº:FÚEZkÞ”¨ö6P@8RFO¼vq:d=ì\«g©"h.l¬æòÖÆS×Ï¿k¬º¡] q¤H.0þQ1tUóåâKah<~Xa¨ˆSaùÝz©bo��c"Š�¸cÔ—-ÐA©MÉ¶y?R3Reþí¬Ã�:P�cà¸,(Å!õH8zI;ê�æ]Ë±SûnëØ©}v=	B»JÇ¼u86¥kìØÜá5û´ÆÑ™3å�:6kÓr›6YLÅç\d ƒ/·¼ç6°S—?C1Œå’¶;$Z¶j{cÛ0‰EpléXƒ�‚Ã	XÖ„“²,‡*ºÎßšK
s›#=ÒkzN÷~�§(Õ�
endstream
endobj

61 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0ÜëZg¡P¤ø;AÖí¦xHÒÅK�¤÷BÙ±Ä¢yží19œÚï›1w¯ÔÀÌD±ª¶`TæfDn£~<—_õOy�aSâØwß1ÝÞJs1©Í-èâß°þ|ªÿƒ¯åñ‰êëß5(Þâ„õ>ošÒP£(âØPé½×Öq€÷‰"
!Œ‚[iÈ�çæµ…d€èR%BÔÚØXMÆ¾ˆÖõp×oŽÅ›Æ%·’Å%Å—‹é¢,ø!¢6ÆÎó�6F ’Ô˜
ÓT˜‡ 5è@Þ“ ÀE”’ðÀF8µlƒ
t¶s(æ¡`²˜
Uæ�“
Ø‡ãð¼†	ÎŸ%§³ÞçBï%•øå9qùå=�õÓ»œS¿"œÖ©n�Ö5ì¸¢³û+š@¯ža`÷J;°CÅáxí%Ð©—{Ý{›ØékæØgý<ÝKJv:;²Å•âÍcÓ&–À½°åc-6NoÀŠ&½)+Âüù¤´Ó‹»öioÇ7z+¿ËKùÇ'k#Ö
endstream
endobj

62 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmSKnÜ0ÝëZw¡R¤ø;AÖé¦¤ébR éý�RöXbÐŒ�‘ýL‘ï#¿—Æ Î½R3ÅªÞT0àÊÜŒÈmÔ�—òó[ýSÞ6aSâÚO_uº½•æbR›ŒùoX�<ÕÿÁ�×òý‰êëßµ{}‹ë}>4¥¡FQ:Ä5°¡.Ò{¯3âïEB·Ò�)6žS\`˜×J�!6U"D
ÒÆj2öMl]/wýî±ú¦q‰Ädr‰ñ¥bê‚(C‹åKCaì<_Xc"KSaù<½Aòž†(¢”ˆ6úÀÉeP ë°íC@1“ÔÀl¨2�v6`ŽÃsœ?KJiJ½:½—Tâ—æÔËOí’Çú¥ý˜ú ˆpJ§ºuvH×$8°ãŽÎÝk½ö,»z?Ü;XŠmqƒƒ/÷ºs›Ø©+"Å>ëçr/Û‰]’-[½’½ylJbÜ�-+Ø,8�€eM:)ËÂüù$·ÓÁ]¹@ÊíˆôV~—_å9®�ÀßÖ+
endstream
endobj

63 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSAn1¼ë:ç �”HJ/È¹½ôF’œIÿd$;‹Æx×³äpf(¿')NÚ™4U7vÙ½05¢–µ—6*[ËÏé×Cþ“ÞÑaÚ]{Ë„ëüúŽéò–Ê°n¹Œ:|wÉ?ŸòÿàÇkz|ªùõo'å·yËW|sñÚ¼W’’7¬ù0cæ\XE
ž¨ÔfUPpIE´¢ñ6eµ>r©£‹¡Ë½V‡Ô®Þáo? u¿<õ‡có†qAÄ%EqAñ—‹é‹P~‚Añ"¦Â:_xQ¡Z-4sÓ:Æ!Ò1ÕÁA03¯A8°ÆM¦–c {ë'@˜'&Á*°ÞÜUÿMðhCÚˆk˜àüôàT@1ëÇ\è5�¡/Ï‡ØòÞÃX`Ë»Ý¦Þ
ß¬×||[Ö=¶žêû
ÐÕ³ìÝ#¶¸[HØR±ï½�z•óÙÛÄî¾0~9ž·k
IðIçD¶¹B¼qlØÄx¶}ìÅFÃáìhÂIÙ†CÓçoï…ÂÞÖ�ô’~§—ô×'£”ÕÄ
endstream
endobj

64 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 408
>>
stream
xœeSKn%!Üs
ÖY0Æ`Ÿ ë™Íà)É,^"%¹¿”¢;
Ž¦[êOa—]exO\|HS™‹‘®žÍJ¥NÔ³Hùèùã)ý}Èoé*ÃáÞ�'“T
L·×T\‡f¬�ÏÁùÏcþüxI¿[~ùL”«çW¼8ßçO±Öm4’��Õ€usÕZk.U˜;y�(·®�pK…¥!ñ¬âJ}x.PÂB„,³Ö˜-bCûþ@êZÜñ›cñ†r¡‰[ŠÍ…Ž/S!ü�l…U¸Ê\°"LiHfŠõŸExªÔ¼††€1«Z�ëµóìe¨T�í Ôcå Øèf"?�ìÝ¹{Ãç5‚RÅŒ÷9Ð{
!~i\~ieýÔ®gÕï™Né-oÀé;¾Ú™ým
Ð+gYìâ^n;º8¯¹�ýJÍ{n;uMëŒŸ¯{
NÐvg[¶¸‚½±l˜ÄjpléXƒ�‚ÃXÖ„�²,ŒÇ'¸6îš…¹gô–þ¥çô÷•"Ö
endstream
endobj

65 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
xœmSKNÄ0ÝçY³‰ÿN0kØp€ŠÏb@î/á´ÓÄ¦Ò¤}uì÷I?S�n*b˜¡°u¶,V„Aˆ3QQDÓž¿žÓÓ]þHŸÉëH…«~§ÿ:mï©+çbZûøWÈ�—üüzM÷Ì¯ß©æfùÝÈ×ñP»(za¥*ÞUëbÌµ\ôjm €�¼`s]„¾ñ˜b\»Z.®¨Vß%‚ ¹�’(÷uã[çËU¿zÌ¾a\ ±¥H.0>U]ÕË@}¹úR€	�Z*¢†�Ž	2ÿVj«h-r€Y0w¬·ƒËè ×&]—ù<`RÓ.BôÛY‡›‡càøiPŠCê–pôšB‰�šC/;´sk§ö}ê� ÔC:æ¥Ã±]ºÁŽíwxì¾Yãè¹gZèØÙûævØÎbW¬“[ÝùRË+·�º<Rh£~,×´œX%Ñ²Ù+ØÇ†$&ÁØÔ1ƒ�‚Ã	˜Ö„“2-ŒŸOp;Ü™K
¹í‘né-½¤¿~KøÖM
endstream
endobj

66 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmS;n1ìu
Õ.dŠ¤Hé®“&x°�â9€�ûé=Kâ]`W;âgf¨}O\z#î¹Ô¦<¬{Ëî¥’•ÜzÑ!Õ4�<§_ùOzGŠ5DuÍ„û|}[êò–
V–Ëè¤óÙ9ÿ|Êÿƒ¯éñIòëß„¢”ßæ+_ñ¬ÅE½©‘«
¦>Ìj³³Ò¨eQFÀ%n‚Ä[—a¤}ä"£3H"Ë]„\[oÞ!p/�º7Oü©±ë†v�Ä%Er�ñ—Š©‹†ú�ì…qmsÃKc±�ÌÉd›p/4‡T!`Ìf.�80Ê“ËÐ¨ºöã ôcã XW÷ÖþuðÐÁ:â&8¯”2JÌø1zM'„éKó©liï¡-°¥Ýn]ï¹Þ¤K>:€-é[+¹eßºr–¼»…ÀVm
n[,–â= “o«ùÌmbw]h¿Ï×5'êqçX¶k{cÛ0‰MðlëØƒ�‚Ã	ØÖ„“²-‡*ºÎßž…¹�ô’~§—ô÷'ðÊÖO
endstream
endobj

67 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœeSKN1Üû^³pÚýuŸ€u²Éž€,HÀý%Ú3ŒÝ(3Ò|Êý«*û½`ó!¤:*5ˆ¨ZÍZà*Ò‘®OåïC}+ï‘¡2Lƒ¸÷ßYIº¦J·×Ò\‡ÖX‹rñXÿ<ÖÿÁ�—òë‘êËg�Ú½¾Æë}þ4#¶AÆê›«öÞkë‚Èà}¢H¬„p+
…"ñìâ
<¼¶`‚YfDˆV›±¡¼?"u-îø]cÕMíÒ·’‡K_,&/ˆ°¨A¡
v™Ö�HSb`¦aÿl‚£Aòž
lŠn”Œ;ãœeP¡�C@ÑÕÀ›‰üT6`gGölÃç5SŒ3Þ§¡÷’BüâœjùÅ=µõ“»ž]¿D8©SÝ<;¨["ØñEgö·4�^9KÂÀ®ÚKíÀŽ)ÆË—@ç¼Òëömb'¯©cŸñóu/I	ØêlÉV$on›œXnÃ�el&œvÀ’&í”%a>>Ií´q—/�|;Îèü+ÏåwÜ_#HÕÿ
endstream
endobj

68 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
xœmSKNÅ0ÜçY³‰ÿNðÖ°áŸÅ	¸¿„Ó¾&FÐJM;ñgfœ~¦ÂÈdÌš±€s+Â Ä™¨(¢iÏ_Ïéé.�¤Ï…I…«~¯¯ÿ*mï©+çbZûx*äÇKþ~½¦ûæ×ïTs³üîäëø(‚]=°R•Î&ŽuñNµ\ôjm €�<`K=ñèb\»Z.®¨VÏA�\HI”ûzñÔ¹¹âW�Y7´$¶ÉÆ§Š¡«z¨/W_
0A£±¡… "jHtL˜Ð½üÕ¬ÔVÑZ äØ0]0w¬·ƒËè ×&]—y?`RÓ.BôÛY‡t‹cà¸4(Å!uK¸ôšBˆ�šC-;´slk§ö½ë� ÔC:æ¥Ã±]ºÁŽíoxdß¬qôÌ™:vÖ¾¹Ý¶³ØëäVw¾ÔòšÛÀ]>Rh#~,×´œX!Ñ²Y+ØÛ†IL‚k`SÇlNÀ´&œ”iaü}‚ÛáàÎ¹Ô0·}¤[zK/éÁïÚÖ1
endstream
endobj

69 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSIn1¼ó<û@7›½�/ð9¹ä‚íävþ¸HÉd±ÐŒjz©…zO\†T1o¹¸ÒpSËî¥’IÖ^d´j’?žÓ¯‡ü'½£Ã´»vÉ„ëüúnÒå-•aÝrãðÝ9ÿ|Êÿƒ¯éñ©å×¿	3)¿Í[¾â»oâ½¡�”\l80ñaVkÍ¥*³Ð¨å&Ö—TXo[†‘ô‘K�•]î1{.ÚÕ;ôí´î—§þÌØsÃº@â’"¹ÀøKÅÔE(Ã|‚@öÂ¦\u¾ð¢LYh'Ûd—p/T©�c¶À&¡ðär4ª.ýøûØ8HÖÅ]õ_g,#Æ0ÁùéA)cÄ¬3Ðk:%L_šÏ,`K{k�-ívÛz'Èõ&½å£Ø’îA0°õÔnÝwk€®ž%ïn!°5[‚ÛÀ‹¥xçtòÕšOn»ëÂú¥xÞ®)8Q�;Ç²=+Ø×†$6ÁØÖ±ƒ�‚Ã	ØÖ„“²-‡*ºÎßÎ…Bnë?zI¿ÓKú�ëÓÕÜ
endstream
endobj

70 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmRKNÅ0Üç^³ŽíØÉ	XÃ†T|$àþN^IŒ štêÏÌ8)uce†l»iU°žMÉ|W[–ÎE>ŸÒã
¼§�DYk³ÚÐïýõ_¥ã-å®M!÷†2Þ�àáþ‚Ÿ/éöŽáå+yM„·±ÀÅß%‹5ö@¬h¢Ýëª¥È¥	ö2PbQvp¸®ÊžxíÒ¥uÈÜUDÏ2c&2ÈµUk®om<uýÜñ»ÆªÚGŠäãCz5_.¾dÒJ¥Ž-WBæs'Yõwêr/��cDªÆ�¸cR„—-ÐAÅbÒ¶y?R
RkbVëogîÒIzÃÇÕ‚RR�Äs —´C�4ïZŽ�Úw[ÇNí³ëI�ÊU:ÃÖáØ”nA°csÇ×ìÓGgÎ”wZèØ¬-ËmØd1ŸsÑ�¾µÀžÛÀN]þÅ4–KÚNì�hÙªì�mÃ$Á=°¥c
6
'`YNÊ²0ªèv8�k.æ6Gz¤×ôœîýþ„cÖ
endstream
endobj

71 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœeSKn[1ÜëZw¡P$EJ'ÈºÝäF>§@ÒûÉŽÄ ~€ßó<r83”?—!2,o4Üše÷RI‰4·^tH5ÍŸÏééWþ›>Po{ëš	×ùõ“çòžÊ°ht�á»sþó˜�‚Ÿ¯éáQòë¿FÊïó–¯ø®ÅE½
©‘«
¦>Ìj¹ÔÆ¬4êDYÔ„QpI…› ñ6ei¹ÈèÜˆÐå.Âì¹´Þ¼ÃÝ~@ë~yêÇæ
ã‚ˆKŠâ‚â/Ó¡üƒì…qmó…—Æ$b¡’”©0á^¨’Œc6s	Â�iUžZŽA€FÕµŸa«Àºº·ö=YÀCëˆk˜àüôà”A1ëÇ\è5�¦/Ï‡ØòÞÃX`Ë»Ý¦Þr½Y—||[Ö=¶žäÖ}�èêYöî[ÜÒ¶T,Ç{/@§ÞVóÙÛÄî¾0~9ž·k
IÔ“Î‰ls…xãØ°‰-ð,lûØ‹�†Ã	ØÑ„“²#‡*¦ÎßÞ…½ÿè%½¥—ô×�®Õ
endstream
endobj

72 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\g¡Püˆâ	²n7=ÀC’.^
$½?ÊŽ%�ØÖ˜Ÿ™¡ü^¸¢‹àÊÌˆ6À¬6DÕ:˜}|<—_ð§¼ª]‡i`kï¾«t{+ÕûèP}D¹¸‚ŸOð?øñZŸ^ÿ„æð‚ûÜTc±ÁˆŠ&Ý-01ï½µµ)‘ ·‰KgŠ€[©¤‰gï(Ã¡†RÄÈ2c&2¨:ÔF—ý©ëãŽß5VÝÔ.‘¸•L.1¾TL]aQC Y¥®Ôt~°ª„Ì=%f]y2ÌMhTlÈÞ¡Àˆz7NÄ“&4¹l�vl&cûPô£NIj`CÌTÿu6`'ñ<†	Îk$¥%f¼Ï�ÞK
ñKsªå—öÔÖOíýìúE�ð”Î°uvH·$8°ã�Ïì/k½r–…�]µ—Û�,Åk.�N¾Ú`Ïmb§®éc›ñóq/É	ÜîlËVdon›&±î�-k°Yp:ËštR–…ù÷In§ƒ»æ‚inÇ?z+¿ËKùë·tÕå
endstream
endobj

73 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmSKn1ÝëZg¡P$EJ'ÈºÝôF’.œIïäIv$�ðŒßðó>ò{’Rk¥®¹tªÞ¼×ì^*)‘æÖ‹©¦ùã9ýzÈ�Ò{âb{Cá:¿¾tyKeX·\FÇ4|wÎ?ŸòÿàÇkz|’üú7a$å·yËW|×â¢Þ…ÔÈÕ†SfX—KmÌJ£N”EM—T¸	o[†‘ö‘‹ŒÎ�]î"ÌžKë 
yûûå©?3öÜ°.�¸¤H.0þR1uÊ0Ÿ �½°5®m¾ðÒ˜D,4sk2Æ%ÜU’Q!`Ìf.�80Ê“ËÐ��öã ìcã XW÷ÖþuðÐÁ:bœŸ”2FÌú1½¦SÂô¥ùÌ¶´÷°ØÒn·w‚\oÒ%À–t‚�'¹ußºz–¼»…ÀÖl
n[,–â�ÐÉ·Õ|r›Ø]Ö/ÅóvMÁ‰zÜ9–íYÁÞ¸6$±	žÀ¶ŽlNÀ¶&œ”ma8TÑípþv.r[ÿÑKú�^Ò\Ÿ•ÕH
endstream
endobj

74 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmR;NÅ0ì}
×ÆÞ¿O@

ˆø$àþk¿`/‚$Š�É~fvü‘
*+A.V›ïeíE”%³êØ„òçSz¼Éïé#A6e£\ýÞ_ÿU:ÞRéb’K·Jãm�îò_ðó%ÝÞa~ùJ^³æ·±ä‹¿[Q$5ôÀÊUIº:FÚEZk¹4 ÚÛ@I<àH=ñÚ¥K%ëÎ°pž¥Š ¹°9Q×·6žº~îø]cÕ
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CãñÃ
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endstream
endobj

75 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\g¡P¤HŠ'ÈºÝôIºx)�ôþ@(;–X46`Ë#~f†ò{á*j<hU'×afµaGì R³�Ïå×ü)ï…ªJD†qï¯ï*ÝÞJ�•Bõåâ9~>ÁÿàÇky|bxý[šÃ[¼îó£w�(h]Ýëæª5¨Mˆ:z›(qW¦¸•JÂ‘xvqÅ>j(!AŒ,3f"ƒ*Clhß‹H]›;~×XuS»DâV2¹ÄøR1ua„E}�d•T¨ÉÜ°*„Ìš3žs²·D(0"�$â�õÖirÙTlÖÇö! èGJIj`£›‰üëlÀÞ�ºç1Lp^#)¥(1ã}ô^Rˆ_šS-¿´§¶~j×³ëAÂS:ÃÖØ!Ý’àÀŽŸÙ_Özå,»j/·;XŠ×\�|¥ÁžÛÄN]ÓÇ6ãçë^’¸ÝÙ–ZÉÞÜ6MbÜ[:Ö`³àt–5é¤,óï“ÜNwÍÓÜŽ�ôV~——ò#îO¤!Ö
endstream
endobj

76 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmSËn!¼óœsÀM?høŸ“K>`Û‡µ%;ÿ/¥`w¡£dFfŠ~TU3ŸI
‹°7ÍEFWqËî¥’i¶^tHÅæ×¯ôó[þHŸ‰K³îÖ5îóõŸB—÷TFë-—ÑQ
ÏÎùÇsþüzMOÏ’_�'”¤ü>—|Å³õ.$#×6˜úhÖšK5f¥Q'Ê¢M—TØ‰·.£‘ö±h±!ËTÙs±nÞ'åÇR÷æ‰?5vÝÐ.�¸¤H.0~¨˜ºa¨OÈ^¸W›^ŒI¤…D`ÞL&ÃØ„{¡J2j Œ¹5—@˜VåÉåØ¨ºöã ôãÆA*°®îf�;xè`qœWJ%fü˜½¦ÂôÐ|j[Ú{hlio·®w‚\oÒ%À–t‚�7¹eßºr–¼»…ÀVm
n[,–â= “¯Õ|æ6±».´_ŠçrMÁ‰zÜ9–íZÁÞØ6Lb<Û:ö`£àp¶5á¤lÃ¡Šn‡ó·çBanë½¤·ô’¾ãþÀÕd
endstream
endobj

77 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
xœmR;NÅ0ì}
×ÆÞ¿O@

ˆø$àþk¿`/‚$Š�É~ffý‘
vE4Óì;#TÎÚ‹
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ìÔåÏPc¹¤íÄ‰–ZÁÞØ6LbÜ[:Ö`£àp–5á¤,Ã¡Šn‡ó·æRÃÜæH�ôšžÓ½ßßÕÕ¬
endstream
endobj

78 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmS;nÜ0íy
Ö.èá|9'p�49ÀÂvŠu;÷<”,r‚x¬¤§ù¼�ô^¨1qgê•š ’V³Ö�¸Š´AäƒëÇsùõPÿ”÷‚Me˜qì»ï&ÝÞJsZ›�ÿëÏ§ú?øñZŸ¨¾þ-P»×·8a½Ï›fÄ6(
AÀXÝcsÕÞ{m]¼O‰•0
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U°Ë|`aijÌTh2ÌKp4è@Þ¡ÀU�ñÀ"œ\¶ÀºñØ>ûP1I
l°™È¿ÎììÈžc˜àü�¤cÄ¬÷è½¤¿4§Y~iOkýÔ®çÖ/‚§tª[G`‡tK‚;®èìþ²&Ð«gYØ5{¹ØÁâP¼r	tò•^wn;uMû¬Ÿ§{INÀvg[¶f%{óÚ”Ä"¸[:V°Ypz–5éMYæÏ'¹�^Ü•¤ÜŽoôV~——ò#ŽO–LÕÝ
endstream
endobj

79 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 414
>>
stream
xœe“Kn1D÷<×Y0ýa³Éxílr!qr;÷RäÈdÖšQMÿ^5õ–´Pêä¹ŒaÌÎ#»&}dë¥åVóû¯ôó[þ›Þ’”fÝ×L¸Î¯«’™…J·×TFë
R§:¿»äOù«øþ’¾?i~ù—P“òë¼å;¾¹¸VïŠ@2òÚ†C«>Zcæ\ØD*
žªhm*¸¥"¦H¼ºŒF4LbDÈrW´uó¾ý€ÔýòÄŸ»nh†¸¥8\˜øƒbrÂPŸ(^¤™°Í^LHµ…DhÞLç„±‰ôBsG‚&ÒškZå*s–±{íÇHè'M*´^Ý±ÐOÎBuHq
SœŸH%fü˜½§"ôÁ|jA[ì=´…¶ØÛÕõ1 ð…®ùp@[è€¡'½²Ö@]9ïa!´U»·¡)ñÞÔ9¯q>{›Úƒíñ¼ÝSp‚�;Ç²]+ØÛ†MìÏÂ6Ç^l'`[NÊ¶0ªèv8�{/ö¶þ£·ô'ýNÏ¸þQ)Õî
endstream
endobj

80 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmR;nÝ0ìy
Ö)rÿ{×N“<$NñÀÎý�,ùdr�DDi¸¿™á[i@nªŽµ¹ó:¼ª7P–ÊÖÈqÕ÷åû—ú»¼hÂ¦lT{Üçï�•n¯¥¹˜d�æÛ ~{ªÿ‚ï/åëÖ—?%jöú:—z�÷hŠ¤†Ø¹+‰k`¤.2Æ¨m0u$Aˆ€[ðbŒÄG—Næµ¡pï‘¥Š µ±±ZðÛ‘º7Oü©±ë¦viˆ[ÉÃ¥‰?XL^=ÂÀb¹ÇÒ@Ï
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Ö
endstream
endobj

81 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœmS;n1íy
Ö.èùy×I“¶SÈìÜð�’É	b- ]½�ÏûPï…:z¯mEtÕ½!ð®Ú›F“úñ\~=Ô?å½P3í®]*Äu~}7éòVÚ°nu�ùÝ©þ|ªÿƒ¯åñ‰ëëß3¡¾Í[½Æ76gñÎQ
.6<0ña†ˆµ¡	œ(±S\J#åh¼mÒGm<:)@t¹3ymÚÕ{èÛÑº_žú3cÏMë‰KÉäã/SDYÌ‡HÞÈ”PçoJÀl©107åÉ0/¡Þ`f„‰P`DfÎ‰x`‚B“Ë ºôãC@±�Œ’ÔÀº¸«þëlÀCÉÈ1Lp~zRJ1bÖ�èµœ‚/ÍgV`K{Ok[Úí¶õN�ð&�ëÑØ’îIp`ë‰oÝwk]=KÞÝÂÀÖlIn¶X,Å;—@'_Åzr›Ø]W¬_ŠçíZ’xÜ9–íYÉÞ¼6%±	žÀ¶ŽlœNÀ¶&�”ma:TÙítþv.�r[ÿÑKù]^Ê�¸>úZÕÙ
endstream
endobj

82 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmSAnÜ0¼ë<ç P¤HŠ/È¹½ô‹$=l
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XÑ¤7eE˜?Ÿ”vzq×^0ííøFoåwy)?âø¿bÕç
endstream
endobj

83 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmSKnÝ0ÜëZw¡R¤ø;AÖé¦xHÓÅK�¤÷JÙÏƒÆ,{ÄÏÌP~/muT©u$âU½© uÌÍˆÜFýx)?¿Õ?å½`6åÀ îýõE¡Û[i.&µ¹Á˜OÃúã©þ~¼–ïOT_ÿ¨Ýë[,Xïó£)
5Š@`Ð¨ª�
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t¶}(ú¡`’˜
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endstream
endobj

84 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmS1n1ìõ
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endstream
endobj

85 0 obj
<<
/Filter /FlateDecode
/Length 21139
>>
stream
xœí}I�ìº’Þ¾~E
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ÀE‘Ž¬D¬Å.þŽ¤%Q=#ÉK„úî8åä¢ûâX&7®FN?>BæbáT¥ŠÉë4cä&Y]>INt)çª�ó�0¤‹iºŒŽÊ×Çq9~uä›T²—¯`!zt,M‹€(Ž¥i=Ö§ÇY¸é'inxÅèÅ³4ü2MÄ
§�¸ø•L¢Gr!|–�*Z/rŽ�Îˆ“q�Ä¯²e,Ã¾Á)ïöüÛ§ÿmFù5
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endobj

87 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmSKn!Üs
Ö^àþ@7œÀëd“<ÙÎâ9’�ûK.xÏÐQ<#13E�ªª™÷¤¥uçÖ%ÃJÊšÝS%ª¹õR‡pïùã9ýzÈ�Ò{’è×L¸Ï×w•.o©ë–Ëè(‡Û?ŸòÿàÇkz|Òüú7¡&å·ùÈW¬\\«wE 5òjÃ�UfÌœ7‘Jƒ'*ZM—T¤)o]†Qí#]²ÜUE<ƒsónõ¼ uožøSc×
í‰KŠäã/S!õ	Å‹XnsÃKƒoj!˜[ÓÉ06‘^ˆIBÀDÌ\q`•«L.G @#öÚ�€ÐOL‚T`½º·ö¯³€EqœWJ%fü˜½¦"ô¥ùÔ¶´÷ÐØÒn·®w‚Â7éš�`KºÁÀÖ›Þ²ïÖ]9KÞÝB`«v
n[,–â= “oã|æ6±».´_Šçãš‚|Ü9–íZÁÞØ6Lb<Û:ö`£àp¶5á¤lÃ¡Šn‡ó·çBanë½¤ßé%ýÀý	©ÕÅ
endstream
endobj

88 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\g¡P¤HŠ'ÈºÝôIºx)�ôþ@(;–X4`[c~f†ò{¡:ŒÍœ�ª
mLÌjÃŽØA¤f>žË¯øSÞ#Ce˜†±öî»J··R]‡Bõåâ>~>ÁÿàÇky|bxý[šÃ[<îsS�»
Ž@´®n�usÕÖÔ&D½M”¸+SÜJ%áH<»¸b5”� F–3‘A•!A¶ï—H]wü®±ê¦v‰Ädr‰ñ¥bêÂ‹úÉ*©P“ùÁª2kJÌTx2ÌMhTlÈÞ¡ÀˆT�ñÀzë4¹l�*6ëcûPô#¥$5°ÑÍDþu6`ïNÝó&8¯‘”R”˜ñ>z/)Ä/Í©–_ÚS[?µëÙõ‹ á)�aëì�nIp`ÇŸÙ_Özå,»j/·;XŠ×\�|¥ÁžÛÄN]ÓÇ6ãçã^’¸ÝÙ–ZÉÞÜ6MbÜ[:Ö`³àt–5é¤,óï“ÜNwÍÓÜŽ�ôV~——ò#Ö'k�Ö
endstream
endobj

89 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
xœmS¹RÄ0íý®)Œ,Y‡¿`khø€G±0üÿr²±ÅÀ¦Hò¢ãÞÏTzeÕÚ,cQ“JhY{QA«š™‹ukùë9=Ýå�ô™°›²cà×zûoÒöîÄÄ?Œ3Ì�—üüzM÷Ê¯ß	ríùÝo˜¯ã¥(55òB`Ð&]kÚEj¹TFlÐë@‘šzÁ–
2yã±¥4ë¹¸dïR%BÔ\ØØÉ¶õàóãª_3æÜ°.�ØR$Ÿ*†.ð2w\ ZAa¬<>Xa"�Ž©0‰ü^‚½@ê5rQD)w¬Õ†ƒËè @UOjJuÈ÷¡`�ê˜5UæßÎ:Ü[ÇÖc?JiHÝí�^S(é§æ0«Ú%®í§ö}ë� Â!�òÒáØ.]ƒ`Çö':ºoÖ8zöL;gßÜnÛYìŠmrƒ�/×¼rØ¡Ë#Å:êÇíš–«$Z6g{ãÚ�Ä$¸›:f°Qp8ÓšpR¦…ñïÜwæ!·=Ò-½¥—ôà×ÉAÖ-
endstream
endobj

90 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSAnÜ0¼ë:ç P¤(Š/È¹½ô‹$=l
$ý?�‘K,š5°¶Çäpfh¿'.&ZÉZÆÕèUxd³R©µ¬Z†ˆ�–?žÓ¯‡ü'½££ë0F8öÝwL··T¼�ž‹Ðá�pþù”ÿ?^Óã“ä×¿‰rõü†çû¼m³!(${wÖÌ{¯µæR•¹‘×‰²´.Œ‚[*¬‚ÆsŠwjÃs�V"t™‰0[.:bÛ¾@ëz¸ë7Çâ
ã‚ˆ[Šâ‚âËÅôE(?Á [á®\u>°¢L"=4³®2Æ!<
U¯A0æÞM‚p`6žZ¶A€�ªµ±s„yÜ9X6š™ê¿ÉöæÜ<®a‚ó7‚SÅ¬÷¹Ð{
%~y\~ycýôÞÏ©_™Në’·`‡u†�Wrv�EôêY»¸WÚÀ‡ãµ S¯Ö¼÷6±Ó×Ì±Îúyº§�ítvd‹+ÄÇ†M,�{aËÇZl4Þ€MxSV„ñó	i‡wí…ÂÞŽoô–~§—ôÇ'ßöÕï
endstream
endobj

91 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSIn1¼ë<û S%R/ð9¹äÛ9ŒØù?à’f,1ˆ»�^ª¹TÙïIr7V;eiê.^È,Vf¥æY‡wúxN¿èOzŸÍ¹ã<oßUº¼¥<ºŽr¸ºÐÏ'úüxM�O•^ÿ&Ôdz›7ºâZ²U5¯äÆ¦}0µÑ{)…ri"Ê£LTªö
tIàP‘xë2:«Êu¸4fd™Õ*b”›7ó®ç©ûã‰?5vÝÐ.�¸¤H.0þR1u1ÂPŸ!P,KoRÚü`¹	×éàNf½ÕÉ06Ï\¸ŽéÝj L‹Êärì\Lýøý¤K�
ÌÕ¬µ��<°:â&8J%fü˜½¦"ü¥ùÔ¶´{hliï·®w‚RnÒ+À–t‚�§zË¾[tå,yw�ÚÜ¶X,Å{.@'ßVèÌmbw]h¿ÏÛ5'ÊqçX¶k{cÛ0‰MðlëØƒ�‚ÃlkÂ¦lÃRE·Ãþí¹p˜ÛúG/éwzI?p~»Õß
endstream
endobj

92 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmR;NÅ0ì}
×ÆÞ¿O@

ˆø$àþk¿`/‚$Š“ñ~ffý‘Š6êÂ¹“XËÚ‹
HçÌV¨C3ËŸOéñ&¿§�ÅÃ•�rõ{ÿýWéxK¥‹I.Ý*�·o?Üå¿àçKº½Ãüò•¼fÍocÉ�·¢Hjè�•«’tuŒ´‹´Öri@µ·�’ xÀ‘œzâµK—JÖsÁnÀµz–*"€æÂÆjBûÃS×æŽß5VÝÐ.�8R$ÿ¨ºª‡�ùrñ¥€04V*¢…DÇTE~7�^j«Ø[ ä€ˆb î5‚ÁetPjS²íƒCÞ‚TÇŒT™�;ëp÷CA=Ža€ã² ‡Ô#áè%í¨?šw-ÇNí»c§öÙõ$í*óÖáØ”®A°có¯Ù§5ŽÎœ)ï´Ð±Y›–Û4°Éb*>ç"|¹å=·��ºüŠa,—´�Ø!Ñ²U+ØÛ†I,‚{`KÇlNÀ²&œ”ea8TÑípþÖ\j˜Ûé‘^Ósº÷û¡ãÖ
endstream
endobj

93 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœeSKN1Üû^³pÚýuŸ€u²Éž€,HÀý%Ú3ŒÝ(3Ò|Êý«*û½`ó!¤:*58:J5k€«HD>¸~<•¿õ¼G†Ê0	âÞ�g%éš*Ý^KsZc-ÊÅs`ýóXÿ?^Ê¯Gª/Ÿj÷ú/¬÷ùÓŒØE «[`l®Ú{¯"ƒ÷‰"±FÀ4ŠÄ³‹+ððÚ‚	
@d™!Zm2Ä†òþˆÔµ¸ãw�U7µKCÜJ.M|±˜¼ Â¢>A´†*Øe.X"M‰�™†Aü³	ŽÈ{(0DU£4x`Üç,›`€
ÝxlŠ~¨˜¨6ØLä§²;;²g&8¯‘˜b”˜ñ>
½—âçTË/î©ŸÜõìú= ÂI�êæØAÝáÀŽ/:³¿¥	ôÊYvÕ^jvLq0^¾:ç•^·o;yMûŒŸ¯{IJÀVgK¶j%ysÛäÄp¶x,c3á´–4i§,	óñIj§�»|�äÛqFoå_y.¿ãþ+ˆÖ
endstream
endobj

94 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
xœmSKNÅ0ÜçY³‰ÿNðÖ°áŸÅ	¸¿„Ó¾&FÐJM;ñgfœ~¦¢
†�$cAm@Y¬ƒg¢¢ˆ¦=�=§§»ü‘>&r¬ú½¾þ«´½§b¬œ‹iíã©�/ù/øõšî/˜_¿SÍÍò»/�¯ã£vQôÀJU:›8ÖÅ˜[k¹4èÕÚ@;#xÀ–
zâÑÅ¸vµ\\	Pž%‚ ¹�’(÷õâ©ssÅ¯³nhHl)’ŒOCWõ0P_®¾`‚FcCAEÔ�è˜0!óï&`¥¶ŠÖ!Ç˜qÇzë0¸,�rmÒuùà�÷† Õ1í"D¿�uØºA·8†ŽKƒRR·„û@¯)„Ø©9Ô²C;Ç¶vjß»ÞB=¤c^:Û¥KìØþ†GöÍGÏœi¡cgí›Û}`;‹]±NnuçK-¯¹
ìÐå#…6âÇrMË‰-›µ‚½±m˜Ä$¸6uÌÁFÁáLkÂI™Æß'¸îœK
sÛGº¥·ô’üþÉÙÖ-
endstream
endobj

95 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmSKNÅ0ÜçY³ŽÛñ	XÃ†T|¤÷¸¿„ÓÒÄZ©Ÿ‰?3ãäš¨p'©3êØ+rV-@ËÌ¥Yoùö’žïògº&,Â]Ù1ð{ýýWiûHÅ¤K.Ö½œ?}ùé!ÿooéþ�òÛW‚\-�øóeü¥¦�<´‰©cMM¤ÖšKeÄVŠÔ„Ð¶T�É�.&ÐºåâJ�<K•Q³sfíÒÖ‡§ÎÅ¿jÌº¡] ±¥H.0>U]àa^\ jAa¬<´0‘„DÇT˜ÃØ{�
d5rQD)w¬Õ†ƒËè @ÕÖ—y?RëM•ù·³[3lÇ0Àqõ ½Äˆ·1ÐK
!vjµìÔÚÚ¡]Ž®?é”—Çvé;¶�Ñ‘ýc�£gÎ´Ð±³ötÛ±�Å®xÎÅÑÁ—k^sØ¡køXGüx]Rp–;Ë²Y+ØÛ†IL‚k`SÇlvÀ´&ì”ia<>Áí°qç\ Ìm?£[zO¯éÑïoðÚÕó
endstream
endobj

96 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmSKnÝ0ÜëZw¡R¤ø;AÖé¦xHÓÅK�¤÷JÙÏƒÆ,yÌÏG~/MÇè„*52´Ž\Õ›Jlµ27#rõã¥üüVÿ”÷‚MØ”ƒ¸÷ÛW•no¥¹˜Ôæc>
ë�§ú?øñZ¾?Q}ý[ v¯o±`½Ï—¦4Ô(�A‡¸6ÔEzïµuFà}¢HC#àV2EâÙÅ†ym¡ ²T‰µ66V“±7‘º>îø]cÕMí‰[ÉäãKÅÔ†Ë=–†ÂØy~°ÆD–SaùÜ½Aòž†(¢”ˆ¦àä²(ÐuØžC@Ñ“ÔÀl¨2�žlÀ>‡g&8/KJiJ½:½—â—æTËOí’Ûú¥ýèú ˆpJ§ºuvH×$8°cGgöc4�^9k„�]µÓ;XŠmqƒƒ/÷º}›Ø©+,Å>ãçr/{;$�lÕJãÍm“‹à6léXÆfÁé¬Ñ¤“²F˜�Ÿ4ítp—/�|;,½•ßåWyŽû5ãÖ	
endstream
endobj

97 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 412
>>
stream
xœmS;n1íu
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'`[NÊ¶0ªèv8�;
¹oô’~§—ô×'’zÖ°
endstream
endobj

98 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmR;NÅ0ì}
×f½_ûÔÐp€ˆOñ@î/±öö"H¢Ø™ìgfÖ© ‚2BÏ;vm&Ùz1EÍÒ
wªÊùó)=Þä÷ô‘°¨xTã~ï¯ÿko©øNsé
x¼æ‡»üü|I·w”_¾’W…ü6–|ñw-Fl�<Œµ›cl]µÖšKD†^ŠÄJè‡kòÄk—®ÀÍ™Qo(žeF„h¹Hk®pm<uýÜñ»ÆªÚGŠäãCx6_.¾TÁ*ãG+‚@ÔB¢c¦Bª¿›`/P�z
„CT5
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“X÷À–Ž5Ø(8œ€eM8)ËÂp¨¢Ûáü¹@˜Ûé‘^Ósº÷û„DÖ²
endstream
endobj

99 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 412
>>
stream
xœmS;n1ìu
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endstream
endobj

100 0 obj
<<
/Filter /FlateDecode
/Length 10539
>>
stream
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102 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSIn1¼ë:û S¤(R/ð9¹äÛ9ŒØù?à’f,1ˆ»�^ª¹TÙïI
ÕÆÎœ±41Íf¥R#jY½´ÁÕ=�<§_ùOzO\ºº©·L8ÏÛ7….o©Œî=—á¨†«sþù”ÿ?^Óã“ä×¿	%)¿Í[¾âZ‹I3’’µ>X³Ñ{5—ªÌ�F�(ºva\Ra$ÞºŒNÍG.2œ•Yf"Ì–‹ºš÷v�º?žøSc×
í‰KŠäã/S!õ	Ù
wåªóƒeé!˜u•É06a‡Ù$£BÀ˜{7	Ä�5er9vªÖüøý¸s�
Ì›™ê¿ÎØ‰6â&8J%fü˜½¦Âô¥ùÔ¶´{hliï·®w‚\oÒ%À–t‚�'¹eßºr–¼»…ÀVíÜ¶X,Å{.@'_ùÌmbw]h¿ÏÛ5'êqçX¶k{cÛ0‰MðlëØƒ�‚ÃlkÂ¦lÃRE·Ãþí¹P˜ÛúG/éwzI?p~`�Õ;
endstream
endobj

103 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmSKnÝ0Üë\g¡Püˆâ	²n7=ÀC’.^
$½?ÊŽ%�ØÖ˜Ÿ™¡ü^¨ÚâÀµ9³º€Ym(ˆªu0ûøx.¿àOy�Œ®Ã40ŒµwßUº½•ê}t¨>¢\ÜÁÏ'øüx-�O¯�Bsx‹Á}nª±ØàDE“î˜˜÷ÞZƒÚ”HÐÛD‰¥3EÀTRŽÄ³‹w”áPC	)bd™1Tj£Ë~‰ÔõqÇï«nj—HÜJ&—_*¦.Œ°¨�!�¬RWj:?XUBæž³®<æ&4*6do‰P`D½'â�Iš\¶À;6“±}(úQ§$5°!fªÿ:°‹SÌ9)�à¼FRJQbÆûè½¤¿4§Z~iOmýÔÞÏ®_	Oé[G`‡tK‚;ÞøÌþ²&Ð+gYØU{¹ØÁâP¼æèä«
öÜ&vêš>¶?÷’œÀíÎ¶lÕJöæ¶i‹àØÒ±›§°¬I'eY˜�Ÿäv:¸k.˜ævü£·ò»¼”±>kgÖ
endstream
endobj

104 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmSKNÅ0ÜçY³ŽÛñ	Þ6 â³x ÷—pÚ×ÄZ©i'þÌŒÓÏT*¨TÅL¥[ËjE•%3—Nd½å¯çôt—?ÒgÂ"Ü•¿××¿¥¶÷TLºäbÚxvÌ�—üüzM÷Ê¯ß	rµüîæëø(JM;y 0hSÇššHu´El`u HM=`K™<ñèb[..À³T‰5î¬]ÚzñÔ¹¹âW�Y7´$¶ÉÆ§Š¡<»/W_

cå±Ñ#õ�è˜
“Èï&h*�Õ@È1D¥@Ü±V.K ƒU[_>8äýP0Hu¬7UæßÎ:lÍ°YÃÇÕƒRR·Dû@¯)„Ø©9Ô²C»Ä¶vjß»Þ"Ò)/ŽíÒ5vl�£#ûf�£gÎ´Ð±³öÍí6°�Å®¸On°óåš×Üvèò‘bñc¹¦åÄ
‰–ÍZÁÞØ6Lb\›:æ`£àp¦5á¤LãïÜwÎÂÜö‘né-½¤¿�×Ö{
endstream
endobj

105 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœeSKnÝ0Üë\g¡Rüˆâ	²n7=ÀC’.^$¹?ÊŽ%±Ûó33”ßU7"®Í™ÕÌjCAPƒÙ‡ÀÇSùûoå=â»ÓÀ0ÖÞý¬s{-ÕûèP}D±¸‚?�ðüx)¿^>Bsx�Á}nª±ØàDE“î˜˜÷ÞZƒÚ”HÐÛD‰¥3EÀTRŽÄ³‹w”áPC)bd™1Tj£Ë~‰ÔõqÇï«nj—HÜJ&—_*¦.Œ°¨�!�¬RWj:?XUBæž³®<æ&4*6do‰P`D½'â�Iš\¶À;6“±}(úQ§$5°!fªÿ;°‹“xÃç5’Ò8	4ã}ô^Rˆ_šS-¿´§¶~jïg×o‚„§t†#°Cº%Á�o|f�[è•³,ìª½Üì`q(^s	tòÕ{n;uMÛŒŸ�{INàvg[¶j%{sÛ4‰EpléXƒÍ‚Ó	XÖ¤“²,Ì¿Or;Ü5Ls;þÑ[ùWžËïX_¹oÕ3
endstream
endobj

106 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
xœmSIn1¼ë<û s)½Àçä’lç0`çÿ€)ÍXbw½T‹Åª¢ú½HôÑE¡š1á�î•PZ¯:””àã¹üz€?å½pµÖ½uŒó¼}Çty+uX7¨£]\;ÃÏ'øüx-�O¯�Kp"¼Í\ãJÕE}ÑbCW˜ú0#"¨Ô˜M”EM8\Jå&Qxë2µ¨2:7Ä¨rav¨7ï¦ç!J÷Ç³þplÞÔ.‰¸”,.)þr1}a,~ƒì•1µùÁkc±T˜[“©07á^‘P%A�1›¹$á�Åøxj94$×~r(ú±q²XW÷ÖþM6à¡ƒuä1Lp=9å ˜ëÇèµœ%Œ_žW`Ë{Om[ÞíÖõ.�éf]àølY÷d8°õ$·ê{4�®šeïa`‹[SÚ�-ËñžK So#8s›ØÝW´_ŽçíZRtÒ9‘m®on›&±ž�m{°ÙpÚ;š´Sv„iSå´ÓþÛsÁ4·õ�^ÊïòR~Äù	«ÿÕÆ
endstream
endobj

107 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 408
>>
stream
xœeSKN%1Üç^³È8vlÇ'`=³™<³x ÷—pºéÄhº¥þTü«ªä½Põ!¬:€ªyÃ&
fµaGì R³�Oåï¼•÷ÈP&�aÜûï¬$MS¥Ûk©®C!Ö¢\<ÁŸGøüx)¿^>Bsx�Á}þTãnƒ#«[`Ý\µµµ	QGo%îÊ·RI8Ï.®Ø‡C
&$ˆ‘eÆLdPeˆ
íû#R×âŽß5VÝÔ.
q+y¸4ñÅbòÂ‹úÉ*©P“¹`U™5%fõŸMhTlÈÞÒ@�©§ÁëÓœeP±Y[‡€¢)%ª��n&òSÙ€½;uÏ6Lp^#1¥(1ã}z/)Ä/Î©–_ÜS[?¹ëÙõ{@Â“:ÃæØAÝáÀŽ/>³¿¥	ôÊYvÕ^jvLq0^¾:ç•Û·‰�¼¦ŽmÆÏ×½$%p«³%[µ’¼¹mrb
¸
[<–±™pÚKš´S–„ùø$µÓÆ]¾`òí8£·ò¯<—ßq�#dÕÿ
endstream
endobj

108 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmSKnÝ0ÜëZw¡RüŠ'È:Ýôiºx)�ôþ@)ûYbÐØ€%�ù™Êï¥u–aH›y‡.ZÍ›)ZìDÚ òÁõã¥üüVÿ”÷‚M#Eƒ¸÷Û—¥no¥¹Íð|¬?žêÿàÇkùþDõõo�Ú½¾Å‚õ>_šÛ cuŒÍU{ïÑV¼O‰•0n¥¡P$ž]\�‡×RP"ËŒÑj“!6”÷&R×Ç¿k¬º©]"q+™\b|©˜º ÂpÄr�¥¡
v™F¢‘3RýÜ½Aòž†¨j”ˆÆ�qrÙTèÆcûPôCÅ$5°Áf"Ÿ�
ØÙ‘=�a‚óI)M©·BÇ@ï%…ø¥9ÕòS»æ¶~i?º>"œÒ©n�Ò-	ìØÑ™ý°&Ð+gYØUûá6Oì`q(‹|¥×=·‰�ºb¤Øgü\îe;±C²e«V²7·M“X÷À–Ž5Ø,8�€eM:)ËÂüû$·ÓÁ]s�4·c¤·ò»ü*ÏqÿûºÖs
endstream
endobj

109 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\g¡P¤HŠ'ÈºÝôIºx)�ôþ@(;–X4`[c~f†ò{á*Ã[kTÍ6Q0«
;b‘:˜}tøx.¿àOy/TU†I`kï¾«t{+Õu(TQ.îƒàçü~¼–Ç'†×¿¡9¼Åƒà>7Õ¸ÛàDAëêX7W�fP›uô6Qâ®Lp+•„#ñìâŠ}8ÔPB‚YfÌDÁYlhß/‘º>îø]cÕMí‰[ÉäãKÅÔ…õ1’UR¡&óƒU!dÖ”˜©ðd˜›Ð¨Ø�½%B�©'â�õÖirÙTlÖÇö! èGJIj`£›‰üëlÀÞ�ºç1Lp^#)¥(1ã}ô^Rˆ_šS-¿´§¶~j×³ëAÂS:ÃÖØ!Ý’àÀŽ7>³¿¬	ôÊYvÕ^nv°8¯¹:ùJƒ=·‰�º¦�mÆÏÇ½$'p»³-[µ’½¹mšÄ"¸¶t¬ÁfÁé,kÒIYæß'¹�îš¦¹ÿèü./åG¬O¿ÊÕç
endstream
endobj

110 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmS;rÝ0ìy
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endstream
endobj

111 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
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endstream
endobj

112 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
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endstream
endobj

113 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmR;nÝ0ìy
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endstream
endobj

114 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœmS;n1íy
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endstream
endobj

115 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmR;NÅ0ì}
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endstream
endobj

116 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
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endstream
endobj

117 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmSKNÄ0ÝçY³ŽÛñ	f
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endstream
endobj

118 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
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endstream
endobj

119 0 obj
<<
/Filter /FlateDecode
/Length 13748
>>
stream
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<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 413
>>
stream
xœeSAn1¼ë:÷ ’EJ/È¹½ôF’œIÿt¤u$õÞõ,9äÌÈïIÊèšõ\¬u¡Ê5»&%ÒÜzÑ¡¬œ?žÓ¯oùOzG
½uÍ„ëüº˜[`º½¥2¬tøî’�>åÿÁ�×ôý©æ×¿	œ”ßæ-ßñÍÅ«z¯(¤F®6˜ú0cæ\¸‰(
ž¨Tµ*(¸¥"¢ñš2Œ´�\êèÒˆÐå^«ˆçÒzónzÐº_žúÃ±yÃ¸°Ä-ÅåÂÆŸ*¦.Bø	Å‹Xnó…—ßª…F`nH¿‘^ˆ©1ó†ødîr4b×~|„yb¤ëêÞÚWg¢#Æ0ÁùéA©€bÖ�è=�¡OÍ‡ØÒÞÃX`K»]S
_Òk>:€-é[Oõê~Xtõ,y�-n
n[[,Å; sßÆùä6±‡.Œ_Šçíž‚|Ü9–m®`o’ØžÀ¶ŽlNÀ¶&œ”ma8TÑípþv.r[ÿÑ[ú�^Ò\ÿ¥êÕÄ
endstream
endobj

122 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
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endstream
endobj

123 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\g¡Püˆâ	²n7=ÀC’.^
$½?ÊŽ%�
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endstream
endobj
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<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 412
>>
stream
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endobj
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<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSAnÜ0¼ë<ç P¤HŠ/È¹½ô‹$=l
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126 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
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endstream
endobj
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<<
/Filter /FlateDecode
/Length 8173
>>
stream
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135 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
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Õ.d’¢Dê®“&x°�â9€�ûé=Kâ]`W;âgf¨}Oµ4£yËe`!ìžÍ
“in^t(+ç�çôë!ÿIïIJonÍ5îóõ]¥Ë[*£{ä(‡§Kþù”ÿ?^ÓãSÍ¯�jR~›¯|Å“‹U5¯¤F¦}0µÑ;3çÂMDiðD¥j¯‚€K*Ò*o]F'õ‘K.�YfµŠX.àkÞõ,�º7Oü©±ë†v�Ä%Er�ñ—Š©‹†ú�bEznsÃJªµ‡D`Ö[�cñBLup L¤w«�80ŒO&—#`'6õã ô“.A*0W³ÖþuðÐ!:â&8/J%fü˜½¦"ô¥ùÔ¶´{hliï·®w‚Â7é5À–t‚�U½eßºr–¼»…ÀVm
n[,–â= “oã|æ6±».´_Šçëš‚|Ü9–íZÁÞØ6Lb<Û:ö`£àp¶5á¤lÃ¡Šn‡ó·çBanë½¤ßé%ýÀý	OxÕî
endstream
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/Filter /FlateDecode
/Length 6216
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142 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 410
>>
stream
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endstream
endobj
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/Filter /FlateDecode
/Length 5238
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/Filter /FlateDecode
/Length 4417
>>
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endobj

155 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 408
>>
stream
xœeSIn1¼ë:ç sEé>'?`àå0`çÿ@Jš±DÃÝ@/Õ\ªŠì�¤…tö\†)‹e÷ÂT‰j¶^êî=�>§§_ùoúHRšu·^3á<o?Ê\ÞS7µpí’ÿ<æŸàçkzxÔüú/¡ å÷yËW\¹¸VïŠ@2òÚ†«>Zcæ\ØD*Í¦\DkSAÀ%1EâËhTûÈEG#B–»ªˆZ7ïž¤î�'þÔØuC»@â’"¹ÀøKÅÔEC}‚@ñ"Í„m~ðbBª-$óf:Æ&Ò1Ìæ@˜Hk®�8°ÊU&—#`#öÚ�€ÐOš©Àzu7ûî,à��¨#Ža‚óèA© ÄŒs ×tB„¾4ŸZÀ–öÚ[ÚÛë� ðMºæ£Ø’îA0°õ¤·ì»5@WÎ’w·Øª]ƒÛÀ‹¥xÏèäkœÏÜ&v×…öKñ¼]Sp‚�;Ç²]+ØÛ†Il‚g`[Çl6`[6e[–*ºöoÏ…ÂÜÖ?zIoé%ýÆù…Ô‘
endstream
endobj

156 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\w¡P¤(’'È:ÙäMºx)�ôþ@);–´`[c~f†òGá*<“WTk$ ZvÄ"ÕXœ
>�–—ð»|ªCLÅ:`¬½ûO¡Û{©>l@u‹jq7‚çGøü|+�o�
Bsx�Á}nªrWãDAíÃ5°®>Fk
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JR³®*òÝÙ€½;uÏc˜à¼,)¥(1ã}ô^Rˆ_šS-¿´§¶~jg×/‚„§t†#°Cº&Á�o|f�Yè•³,ìª½Üì`q(^s	tò•{n;uMÛŒŸ�{INàvg[¶j%{sÛ4‰EpléXƒÍ‚Ó	XÖ¤“²,Ì¿Or;Ü5Ls;þÑ[ùU^ËS¬¿ÿÕ~
endstream
endobj

157 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\w¡J¤ø;AÖé¦xHÓÅK�¤÷JÙÏƒÆ,{ÄÏÌP~/U\T•PmjÔ«
Š30W#v2øx)?¿ÁŸò^°
›²
hqï¯/
ÝÞJu1�êÖÆ|Â�'øüx-ßŸ^ÿ–Ýá-„ûü¨QQ-ªÖÆM‡¸6ÔEzïP;#Žæ}¢HC#àV*2EâÙÅ¥
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endstream
endobj

158 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSAnÜ0¼ë<ç P¤HŠ/È¹½ô‹$=l
$ý?ÊŽ%ÍXÛcr83´ßUã¡Ý¸¢�FfµaGì R‹ó€�çòëþ”÷hP&£Æ±ï¾!º½•ê:ª�`‹ÿAðó	þ?^ËãÃëß‚ÐÞâDpŸ7ÁÚmp¢ uu¬›«¶Ö 6!êèm¢Ä]™¢àV*	Gã9Åûp¨ìƒ1ºÌ˜‰ª±½/¢u=Üõ›cñ¦qIÄdqIñåbúÂ(~ƒd•T¨É|`U™55f*<æ!4*6doIP`DªÆIx`½ušZ¶Á›õ±s(æ‘R²Øèf"ÿ&°w§îy
œ¿‘œRPÌzŸ½—Tâ—çÄå—÷4ÖOïzNýHxZgØ>;¬[2ØqÅg÷W4�^=+ÂÀ.î•v`‡ŠÃñÚK S¯4Ø{›ØékæØfý<ÝKJw:;²Å•âÍcÓ&–À½°åc-6NoÀŠ&½)+Âüù¤´Ó‹»ö‚ioÇ7z+¿ËKùÇ'YYÕ”
endstream
endobj

159 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœeSIn1¼ë:ç SER/ð9¹ø/‡q;ÿRÒŒ%îz©æRUd�$.>HŒ%—.êÖ³Y©Ô†�Ü½Èàêž?ŸÓÓ¯ü7} ^;¢\2á<o?ë\ÞSêšËp’yuÎ�óOðó5=<¶üú/¡"å÷yËW\k±&æ
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s[ÿè%½¥—ôç�éAÕ"
endstream
endobj

160 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 404
>>
stream
xœmRINÄ0¼û>s0vï~g¸ð€ˆå0 ÿ—h{‚Ý&£8©ôRUÝ©TBbØraSÎÚ‹
XÓÌV¨C3ËŸOéñ&¿§�EØ£Œrõk¿ýSèxK¥‹I.Ý*�»A~¸Ë�ÁÏ—t{‡ùå+yÉšßÆ‘/~oE‘ÔpÔçª$]#í"y§ÆT{( 	‚©£'^»t©d=ì\«g©"¨5VÚžº>îø]cÕ
í‰#Er�ñ�Š¡«z˜?
CãñÁ
CE´�è˜
£Èï&ÐKm{„QÄ£F0¸l�JmJ¶}pÈû�@�ê˜‘*óogî¾Ôã8~”â�z$œ½¤õGó®åØ©}·uìÔ>»ž¡]¥cÞ:›Ò5vl>á5û´ÆÑ™3å�:6kÓr›6YLÅç\d ƒ/·¼ç6°S—ÿ‡bÇ%m'vH´lÕ
öÆ¶a‹àØÒ±‡
XÖ„MY†¥Šn‡ý[s©ans¤GzMÏéÞ¯oa†Õ�
endstream
endobj

161 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœeSKn%!Üs
Ö³ ÆÛœ ë™Mð”Ïâe¤dî/MÁ{Gé–šîÂŸª2ý‘Z!ï"ƒsé¢n=›•JB$¹{ÁFuÏŸÏééWþ›>íˆrÉ„û|ý¬syOe¨k.ÃQOçüç1ÿ?_ÓÃcË¯ÿ*R~ŸK¾âY‹51o¤N&:˜ØPµæR;³Ð¨å&Ú—T¸7$Þº%ñ‘KÎ�Yf1ˆz7W9/HÝ›'þÔØuC»@â’"¹ÀøKÅÔEC}‚@¶ÂÚ¹ö¹a¥3µ¦!˜io“alÂ^¨R5Æ¬j-&Uxr9*U?>B?VR�¹˜õþÝYÀ3–Ç0ÁyyPÊ(1ãÇè5�¦/Í§°¥ÝC[`K»ÞºÞ	r½Ioùè¶¤[l½µ[öÝ +gÉ»[lÕ–à6°Åb)Þs:ùöšÏÜ&v×…öKñ\®)8Q�;Ç²]+ØÛ†Il‚g`[ÇlNÀ¶&œ”ma8TÑípþö\(Ìmý£—ô–^ÒoÜÿ‰�Õ
endstream
endobj

162 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœeR»nÃ0Üõš;¨E‘Ôdn—~€Ñ¦ƒS íÿ%Gb�8°ì3wG^Cª�ká˜’p‹ÜHáØ$a‡"�?ÃÇKü	×‰šF	Æ¬×z{®³]Bê$S—Œvˆï§øþžÃë©Æó_ÐŠ9^ìˆ»ÞKâŠ,UsËŒÔY1äNTJ‰©4Ì½
©‚l!A«šxëÒ)£tã'ÐrÖ,V¢FTázÐÔùqÅ¯³®kçHlÁ“sŒï*LWÖ0=v=PƒÒìƒ¤Yt‰Š1µJôØzÊ%×^!Åˆ¸:âŠaA0.K ‚”£,Ò~@à¤*&ÈÜÚ£³
w]	ì~ÚOœÒjR·PÇ@÷°B ß5¯ZŠÚW[Åí£ëAÊMz�K‡bC:;ÁŠ�§zË>¬Qtäy‡…Š�Ú8ÝFÃ‹¡ø˜j|[‰kn†ºôoŠÁŽ=,'Vˆ·lÖröú¶n“àØÔ1ë»
˜Ö¸M™º¥òn»ý›sÉnnc¤[ø_áM¯�rbÕI
endstream
endobj

163 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 80 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmSKnÜ0Ýë\g¡P)’'ÈºÝôƒ$]L
$½?ÊŽ%ÍÛÏü¼�ý^¨ª¡3P5²Fªµ!#2ˆTë„½ÁÇsùõ�Ê{41cÀ8öÝ7ƒno¥ú°Õ-¦Å¿ü|‚ÿÁ�×òøÔáõoAhoq"¸Ï›ª�Õz¢ òp
ŒÕÇhAmBÄèm¢ÔytŠ‚[©$=Ï->�Í¡v7ÄèRí�H¡Š‰Úà}ëá®ß3ÖÜ´.‘¸•L.1¾TL]e1C i¥!Ôd>Ð*áu©10Ò'Ã¼„¬bÃî-
Œhí‰x`Ü˜&—-0À�M#¨%5 ØGƒ’ÔÀŒUEþu6`g'öÃçÏ’RŠ³Þg ÷’JüÒœfù¥=õSû8·~$<¥wØ:;¤kØqÕÏî/k½z–…�]³—Û�,Å+—@'_i°s›Ø©kúØfý<ÝKr·;Û²5+Ù›×¦$ÁØÒ±‚Í‚Ó°¬IoÊ²0�>Éíôâ®\0åv|£·ò»¼”q|RÕ…
endstream
endobj

164 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 402
>>
stream
xœmS;RÄ0í}
×Æ–¬ß	¶††dø3Àýg�“�-6…“gYzïg*Ö[gËP´e±"Bœ‰Š"Tlùë9=Ýå�ô™ 0©�ö\ýY_ÿ4ÚÞ½=+ûžÖQ¡
ùñ’ÿ‚_¯éþ‚ùõ;ÕÜ,¿ûù:>Š`E/¬T¥³‰c]Œ¹µ–K#€^
°3‚l©¡<¦×®–šÕê§D$Rå¾^üèÜ\õ«ÇìÆ[ŠäãSÅÐU½Ô—«/˜ ÑØÐBî5j8è˜0!óï!`¥¶ŠÖ!Ç˜qÇ<\–@¹6éº|pÈçC�ê˜v¢ßÎ:lÝ [Œa€ã§A)©[Â=Ðk
%vj½ìÐÎq¬�Ú÷©7‚Pé˜—Çvé;¶¿áqúf�£ç™i¡cgï›Û}`;‹]±NnuçK-¯ÜvèòH¡�ú±\Órb•DËf¯`o’˜W`SÇ6
7`ZnÊ´0þ}‚ÛáâÎ\jÈm�tKoé%=øó¢Õ«
endstream
endobj

165 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmS;n1ìu
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endstream
endobj

166 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
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endstream
endobj

167 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 409
>>
stream
xœeSËN$1¼ç+ræÇ±�/àÌ^öF»pV‚ý�‰JfHŒ˜–º3Õ~T•Ýï‰‹�Ñ›Ö\x¨[Ïf¥’Iî^dpuÏ�Òï‡ü/½#^;¢\2á:ÿ~Ö¹¼¥‚“æ2ÅpwÎ¿žòOðã%=>µüò?¡"å·ùÈWÜk±&æ
�ÔÉD‡ªµ¢SíÌB£N”›hc\RáÞ�xë2”ÄG.m8w"d™µÆl¹tïæ*ç€ÔýòÄŸ»nhH\R$�©˜ºa¨OÈVX;×>_XéLiHf
Oå{öB•Ú¨�0fUk�80©Â“ËP©šøñú±r�
ÌÅ¬÷ïÎX	qœ?J%fü˜½¦Âô¥ùÔ¶´{hli×[×;A®7é-À–t‚�S»eßºr–¼»…ÀVm	n[,–â= “o¯ùÌmbw]h¿ÏÇ5'êqçX¶k{cÛ0‰MðlëØƒ�‚ÃlkÂ¦lÃRE·Ãþí¹P˜ÛúF/é5ýMÏ¸>Û¡Õ
endstream
endobj

168 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 403
>>
stream
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endstream
endobj

169 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
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endstream
endobj

170 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
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endstream
endobj

171 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSKŽ1ÜçY³ŽÇÎ	f
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endstream
endobj

172 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmRINÄ0¼û>s0vï~g¸ð€ˆå0 ÿ—h{‚Ý&£8©ôRUÝ© �*å‚È•³ö¢Ê’Ù
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endobj

173 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
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endstream
endobj

174 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmS;nÝ0ìy
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endobj
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<<
/Filter /FlateDecode
/Length 15382
>>
stream
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<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
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/Filter /FlateDecode
/Length 5200
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x¹Ì´’(B1¹Rù[ò{|ý‚5ŠMYòÓ+¥Z]©_í�èi¦r¥Îy4Tñë°éÉüYÍ¤ÌÇÕ¤«_ÍÏE4«yœ%Hfý½[§Ãnvã°¿l»±ã&É�w\›¤–)g¾óG
+p³•‰>g2¬M1X>8Þ_…»r<òDÂîg
.40E¡-¢SÙíFF˜¬ðuØ]z‹7©èg•Žà[M'ñ²°>/»"��¥ðyÙ\Ä "…3šQÒWÚÃ
fMÀ°GÀ+¶ÚCº\ C]�…-éý7&ž×°ÇM&’j_°oš½ÊX!KãÍ\Á¸¼gÊ#Ð¸W‡IÞ.CÕ@ìŠ¢Ÿ[PŠ´oLl0î›*Ã[U0+"BJwQŒ6Ô‹ºµïîi±ŠvOq¿ÝÓR��;îc÷ô…wO7Þ,::áL2]v¹\ÈèóU—±Þ“èÀ¢æë*…4åîÄhL“¯µ´é¹åö>+|½3‚FÌGgBÆl¾°Rz,˜ôùâ@kœ[®mÄ_*]Œ>ÊrU¦&ÝDÝ©r‹¤:ßv	„©ò$ÑTÀ%!Úü$&›ó§ç“Î×C¢;¨ó•ŽËÝ‡�|nï£pb¾±ô“®2ŒnEb¸Â-ã)´§ãD‡ˆ�J÷ 6^¤¸‹
™“…kˆ›oLÌÜE,�°‰Ã3V1�!*tœ¨`AìéÉ¦Ïù
Á�æ¤'^Å�áXÏƒr½ùNyÔš7��ALïÿžžÜÅ*-4€áýX¿h±Nnxð¨Ð[¡¹�„	‰©æ($Ñ×¢ßÒ¢´�Ýµ†„s„Q±UV#¡xGi�âÒM¦$�œ°%@IbÎ	ÅÛQIdzÁRF#�Ì�üm•ÑÈ	�×&I�tNî•L™¯ƒ!A|2lï¯ü!‰�ÊF’Chü&Ù†*’–¨Ì‰‹$âšÆHÒ_¥1ÉÎ8i°äŒ“þ�Î8¡PäÈjDÎº±VœqÂ%@gœpÓùìŒ¾–�q*!@Ñ§bD�q[^+É‹üe•¼¨�¯Tiiu¥sµ{¢›™Ì•çáPU¯ã¦S"3h5s2#WS¬²|5Ù¬æl!™áŸ”=lÄa#ñ‹°Hk*�‘™.Sn¨Œ!ÌZ*MÓšâ�h8£kâ°tß8M‘.�W«¬&€ &)¬QSn€¡Jà1ŒšœkÍj6”f5Ú2ƒŸ–C,ÉUV³‘Þ²’mˆ+,ó‚f5ßÎ+4`üI’ÕL¡ÇN³š€Á¬”«¬& ïæ6$	(nðš¤5fWiÍ†Ò´f{¿É¢õÓ„F)jâm´W-hC¼¤D»ç5Ñœ> ¯éñîõcgþºóš^)Yó^¦]8‰kâÒ¯�ðgÂðW
H 0›�ÿ€„Tª4IM‚ÑZE´	ÊžM‹ä&4y6%Þˆ^<›NXölZ9¡É³©qæJI‰ü1'%ò·UR"c$Î][$qÒ7‰�W*IŒ½Ž…DãÉ¨IÜ¾²‡Ä÷I"€p›dª\Hf¡Ê/ç’„k&"	�•‰@¤ÏD$l�‰HñLDB»L„Ç l—‰HËD$yH¹©”I?á@ùŽ˜ÒëDDM>øUÄ˜°’‰HßJ&"�¡™ˆú4U¤Ò*U¹Ú}ÓÌB%Õß2¢èmØdBþÐiSøH'Xã8�ŠY4tÆ	’ùýIÌÃBâ°¿ñ€\¥ÂÂ,©µ\¥*0�ö:¬•ê|¢&®Ã¤;òæ¸Ã�Àrv5'Ã”Ž�Ç’$%`y#ÐÒk
£)Ê†ÒeCkz¯uÓ�”œš2lt·Ôbß
[AS“�gç5Š™hkZbRYèxâ(9V¤ßŠ4-	 þJ‘ YIÀ0J
IJ6Œæ$JS’
B¨½arˆX+áTüe|—´g÷d$šÑ$#aÿ+Ž-Ï[žÿwrðÕ
endstream
endobj

186 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 412
>>
stream
xœeS;n1ìu
Õ)Š?:�ë¤Él§x`çþ@FÚg‰Fv�ýÌ’CÎ�ûž¸—¦ê¹x“ÑL²Y©Ô‰z/}puÏÏé×·ü'½#AÅM¼gÂyÞ."©zˆno©u ÃÁ†«sþù”ÿ?^Ó÷§–_ÿ&PR~›·|ÇµkÝ¼!�„¬ë0`Ý†j5—*Ì�F�(·®�pK…¥!ñª2”º�\Úp"d™µÆl¹ˆ‹¹öó€ÔýñÄŽÍÊ…&n)6:þT1uÂÀOÈVX…«ÌV„©5
‰ÀL1žþµ{¡JmÔÐ0fUk¡q`½vž½�•ªu?>B=VR�y7ùê,à��è#Ža‚óð ”A1ãÇè=�¦OÍ‡ØÒî¡,°¥]¯ª�¹^Ò[>:€-é[OíÊ~Xtå,y�-îÜ¶ºXŠ÷\€Î~¥æ3·‰=t¡üR<o÷œ¨Ç�cÙæ
öÆ²a»Á3°c6
°	›²-KÝû·çBanë½¥ßé%ýÀù�dÕ…
endstream
endobj

187 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 62 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 408
>>
stream
xœmSKnÝ0Üë\g¡P¤(J'ÈºÝôIºx)�ôþ@Fv,±hlÀ–GüÌå÷¤Y{õf�$�â£õNî¹pe®d–»
k¡�çôë�þ¤÷$¹Ywë•÷þú®Òí-e,åÑQÏ.ôó‰þ?^Óã“ÒëßÄT½á%tŸÙµzW²±×6XEýVJ¡\L¤2M·”Å‰g—Ñ¸öAYGcF–»ªˆS¶nÞ[Ý¤®Í¿k¬º¡] qK‘\`|©˜ºa¨Ï(ž¥™›ž
fk‰Àà©N†±‰ôÌ…u”@˜Hk®�8°ZªL.[ ÀÆÅkß>B?i¤Ã@Ýì_g�:¤Ž8†	Î«¥‚3~Ì�ÞS—æPk\ÚCÛqjog×/‚Â§t¥Ø!Ýƒ``ÇJÏì/k€^9ËB`Wíå6°ƒÅ¡xÍèäk…öÜ&vêš>–?_÷œàíÎ¶lÕ
öÆ¶a‹àØÒ±‡°¬	'eY�Ÿàv8¸k.ævü£·ô;½¤¸?iýÖ
endstream
endobj

188 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 62 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0Üë\w¡J¿'È:Ýôiºx)�ôþ@)ûYbÐØ€%�ù™Êï¥Š‹ª¬.d4Ô«
Š30WØF‡�—òóü)ï«°)A‹{¿}UéöVboÕÑ|Â�'øüx-ßŸ¼þ-
ºÃ[,÷ùR£¤Z”�›’¸Fê"½w¨�©yŸ(’�p+yDâÙÅ¥‘9Ôá†ÜZdÏ�¨PÙXMho"u}Üñ»Æª›Ú%·’É%Æ—Š©«EZ,÷X*
cçùÁ*‡ÙáÛNL…‡Èç&èµõ6¼'B�!ŠèHÄ£N8¹l�JëJ¶}(ú¡`’˜‘*óggvr$Ïc˜à¼,)SêŒc ÷’BüÒœjù©]r[¿´]±�Òl�Ò5	ìØ�3ûaM WÎ²0°«öÃmšØÁâPl‹[;ør‡=·‰�ºb¤Øgü\îe;±C²e«V²7·M“X÷À–Ž5Ø,8�€eM:)ËÂüû$·ÓÁ]siinÇHoåwùUžãþ>Ö;
endstream
endobj

189 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSIn1¼ë:û S$%R/ð9¹äÛ9ŒØù?à’f,1ˆ»�^ª¹TÙïIJgSš‹ÈpkÙ¬TR"ÍÍ‹®îùã9ýzÈ�Ò{âÒ›[sÍ„ó¼}Wéò–ÊèÞsŽr¸:çŸOù�ðã5=>I~ý›P“òÛ¼å+®µ˜¨¹ �™öaÀÔFïµÖ\jcVu¢,Ú…pI…› ñÖetRà5œ²ÌD˜-—æÍ¼ëy@êþxâO�]7´$.)’Œ¿TL]„0Ô'd+Ü×6?XiL"=$³Þd2ŒMØU’Q!`Ì½›âÀ0ž\Ž@€�ª©¡wR�¹šµö¯³€–BGÃçáA)£ÄŒs ×tB˜¾4ŸZÀ–vm�-íýÖõN�ëMºä£Ø’nA0°õ$·ì»5@WÎ’w·ØªÁm`‹ÅR¼çtòm5Ÿ¹Mì®í—ây»¦àD=îËv`ol&±	ž�m{°QpØ€mMØ”maXªèvØ¿=
s[ÿè%ýN/éÎOØöÕÑ
endstream
endobj

190 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 59 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmRIN1¼ç9s±/yg¸ð€Ëa@þ/ádšÄ¦G“žŠ—ª²?RéÔP.d¢`ÊY{QAÍl¥u³üù”oò{úHX„=ÊZ®þì�ÿU:Þ¼�˜ø¥Õb†ùá.ÿ?_Òíå—¯ä5k~G¾ø/¥¦FX¹j“®Ž5í"�0b«ŠÔ„ÐŽT�É¯]ºÔfÝyuC®Õ³T‰56V“¶_<u]îø]cÕ
í‰#Er�ñ�Š¡«zš?

#ð¸°ÂX‰,$:¦Â$ò»	öR¡R‡@È1D¥@Ü±
—-ÐA© Í¶y?R³¦ÊüÛY‡»/EëqJiH=Í�^ÒÁú£y×rìÔ¾Û:vjŸ]O‚Wé”·Ç¦t
‚›otÍ>qtæLy§…ŽÍÚm¹Ý6YLÅç\d ƒ/CÞsØ©Ë¿C1Žã’¶;$Z¶j{cÛ0‰EpléXƒ�‚Ã,kÂ¦,ÃRE·Ãþ¹Ô0·9Ò#½¦çtïÏ7¡[Ö
endstream
endobj

191 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 62 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 406
>>
stream
xœmSKnÝ0ÜëZg¡PüŠ'ÈºÝôIºx)�ôþ@(;–X4ÏÀ³=&‡3Cû½P#f¦•+¦QÍZà*Ò‰öñ\~=Ô?å½`S&ƒ+Ä±ï¾cº½•æ:´6AÿëÏ§ú?øñZŸ¨¾þ-P»×·8a½Ï›f´… `¬n�±¹jï½¶.ˆÞ'ŠÄJ·ÒP(Ï)®ÀÃk#(ÑeF„hµÉÊû"Z×Ã]¿9o—DÜJ—_.¦/ˆ²à‡0ˆÖP»ÌÖ�HSc`¦BSa‚£Aòž†¨j”„Æ�qjÙTèÆcçPÌCÅd5°Áf"ÿ&°³#{^Ãço$§³ÞçBï%•øå9qùå=�õÓ»žS¿"œÖ©n�Ö-ì¸¢³û+š@¯ža`÷J;°CÅáxí%Ð©WzÝ{›ØékæØgý<ÝKJv:;²Å•âÍcÓ&–À½°åc-6NoÀŠ&½)+Âüù¤´Ó‹»öioÇ7z+¿ËKùÇ'gÖ
endstream
endobj

192 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 62 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœmS;rÝ0ìy
Ö)ñ9�k§ÉÞ8Nñœ;÷Ÿ	(=‘ðÄRAj‰Ïî‚z/Í�E¼Rcac²ªÞTÐºÖ1šÑðÀ>^ÊÏoõOy/Ød˜ã
ñî¯¯*ÝÞ¢�˜Ä¡Á1Ãúã©þ~¼–ïOT_ÿ¨Ýë[,Xïó£)±E P×ÀX]¤÷^[ˆÞ'ŠÄB·ÒpP$ž]\€Ík#7‘¥J„¨µ
jÂ{©ëpÇï«nj—HÜJ&—_*¦.ˆ0´Xî±4”�}Ìk�Â·�˜Ê ‘ÏMÐt ï‰P`ˆ"J‰x`Ü'—-0@�®lÛ‡€¢
&©�«ŽñÙÙ€�Ùó&8KJiJ½:z/)Ä/Í©–ŸÚ%·õKûÑõAá”Nuëì�®Ip`ÇŽÎì‡5�^9ËÂÀ®Ú·yb‹C±-npð½î¹MìÔ#Å>ãçr/Û‰’-[µ’½¹mšÄ"¸¶t¬ÁfÁé,kÒMYæß'¹�.îš¤¹#½•ßåWyŽ÷¼™Ö*
endstream
endobj

193 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 411
>>
stream
xœmSIn1¼ë:û SER/ð9¹äÛ9ŒØù?à’f,1ˆ»�^ª¹TÙï©e©’‹»ZuëÙ¬T"ÉÝ‹®îùã9ýzÈ�Ò{â¢Q.™pž·ï*]ÞRêšËp”ÃÕ9ÿ|Êÿƒ¯éñ©å×¿	5)¿Í[¾âZ‹51o¤N&:˜ØPµæR;³Ð¨å&Ú—T¸7$Þº%ñ‘KÎ�Yf1[.Ý»¹Êy@êþxâO�]7´$.)’Œ¿TL]„0Ô'd+¬�kŸ¬t¦Ö4$3ím2ŒMØUj£BÀ˜UâÀ0ž\Ž@€JÕÄ�€Ð�•ƒT`.f½ÿë,à�¥�Ç0ÁyxPÊ(1ãÇè5�¦/Í§°¥ÝC[`K»ÞºÞ	r½Ioùè¶¤[l=µ[öÝ +gÉ»[lÕ–à6°Åb)Þs:ùöšÏÜ&v×…öKñ¼]Sp¢wŽe»V°7¶
“ØÏÀ¶Ž=Ø(8lÀ¶&lÊ¶0,Ut;ìßž…¹�ô’~§—ôç'CÕá
endstream
endobj

194 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 60 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 405
>>
stream
xœm’KR!†÷œ‚µ„¼9�kÝx€.‹Ñ*õþU¦…X:=50_‡$ÿ>RéØ‰±aörGå¬½¨€5Íl…ºÔNùó)=Þä÷ô‘ ›²Q®þì�ÿe:Þ¼€˜8²:BÌ ?Üå¿ðó%ÝÞa~ùJž³æ·±ä‹ÿ¶¢Hjè�•«’tuFÚEZk¹4 ÚÛ €$p¤Œ~ðZÅ%�õ\°p~J@sac5¡½ñ£ëåŽß9VÞP.4q¤Ø\èøGÅÐU=Ì—‹/„¡ñxa…¡"Z8èL…Qäwè¥¶Š½…†œˆ(†Æ�Q#½l�¥6%Û>8òz ¤:3Reþí¬ãN¨Ç18>”â�z$œ½¤õGóÎåìÔ¾Ë:;µÏªgƒÐ®Ò1oÎ¦t
‚�Í^OŸÖ8�g¦¼ÓBg37-·i°ÙÅT|ÎEýrË{nƒ�ºü;ÃX.i;±C¢e+W°7–
“X
î�-k°Qp¸ËšpS–…áRE·Ãý[s©ans¤GzMÏéÞŸo™PÖ
endstream
endobj

195 0 obj
<<
/Type /XObject
/Subtype /Form
/Resources <<
/ProcSet [ /PDF /Text /ImageB /ImageC /ImageI ]
/ExtGState <<
/G3 3 0 R
>>
>>
/BBox [ 0 0 81 62 ]
/Group <<
/Type /Group
/S /Transparency
/I true
>>
/Filter /FlateDecode
/Length 407
>>
stream
xœmSAnÜ0¼ë<ç P¤HŠ/È¹½ô‹$=l
$ý?ÊŽ%ÍXÛcr83´ßWîÝ†)pÅ&JfµaGì Rrƒ�çòëþ”÷BUe˜ŒÇ¾û†èöVªëP¨>‚-þÁÏ'øüx-�O¯�Bsx‹Á}ÞTã`å(DAëêX7WmAmBÔÑÛD‰»2EÁTŽÆsŠ+öáPÙ	bt™1TbCû¾ˆÖõp×oŽÅ›Æ%·’Å%Å—‹é£,ø1’UR¡&ó�U‰¬YSc`¦ÂSaB#"Fö–F¤jœ„Ö[§©eP±Y;‡€b)%«��n&òo²{wêž×0ÁùÉ)Å¬÷¹Ð{I%~yN\~yOcýô®çÔ/�„§u†í#°Ãº%Ã�W|v�EèÕ³"ìâ^iv¨8¯½:õJƒ½·‰�¾fŽmÖÏÓ½¤$p§³#[\)Þ<6mb	Ü[>Öb³áô¬hÒ›²"ÌŸOJ;½¸k/˜öv|£·ò»¼”q|ê;Õy
endstream
endobj

198 0 obj
<<
/Filter /FlateDecode
/Length 9802
>>
stream
xœí]K¯,7nÞŸ_Ñëi—Þ0`l�g•E2’mpó0‚¾“7�Ÿ’¢$Jê>ªîÛçuO�1v×wªTIQ$%²ŽÚ$úßaƒ�þú(.£UÇ¤RŠ‡/_ŸþóÉlÛÿ¯bp�6{TÞ»Ã�ýóÓßÿÕá/pƒ>z�‹–šjWøÐ_[¯’?°1uÀ�þîO‡üã¿þõé‡?™Ã¿þ÷>6ï°FcÓÿòtŒÑ›Ã1mÐ�c²Jãs3HmXlÃš£;¨`c„ÿz
ö›úóÓQ+÷‹�cSØºóã¯O?ü½ñ‡_ÿ:MR~�ÛÂá×¯O¿Û6~�øõßžüù×�:`-±Ž€Ô€_°
ˆüñ×úR{Ì¬è_¼Ú«òjå‡7)E€©Àf@Çá÷ãÐ}gÆî�½uzl#Ð�$�f"¹+Úp?
mLcq~|d|Ëºö§qpëFÇG¬?/a$á�þ��üËï~÷Ã¾üÏÿþãé×�þ¿ÿ9üî—?þòŒí¿?üþ÷‡�þI´Ëþãßü´–C's¯ãHŠå@§;X¼Dg†¹¡inÀÿú¹!$ÿÇ˜äq"æxÇ$s?Ž€YÍ@–ÇvÇ%™Ž#½üm°L?3–iøÓ[Öý¸$ÓÏ5ºW¦'µp™dÙnƒÍý]ŠÍÌ�ñŽ™öËÇ·ÌŠ{ÍŒ¥ø®åhýÈz^Í³fš›ë±ŒwÌ'Úš¦ë	ïÔØè’ÈÓàæáO“d|Ë¼v¦‘bÓ¬ùÃØõx5=¦×ªÑ|X¯ò&÷C=7Á'QžfÐ¤Î&µ:Ý±¤áµ:¶aÿ¸kÕ‰`h²¶˜F2qaËôy†„¯¤r˜Qú™×\/1;X9yœ0ÍæFï1Óhs\XCw-3~|Ñb™	£àÜAî0$–Zc›.ÆÓB{�e1³|Š¥ý²ý80Tÿrõàvxc×çG–šµè/+µ:kâq¹SvÆG¶Ÿ»¾ž¬·K#ñûhmgß`hî°o/¨·å’¡
ÏüÆýz=˜•ÙZÊí4�L&ºÚbFDý<Dg¢*Õ�©™µ Þ²¼ïÕ »ôù¤gž×ç›¹:™¸“ô�ëÏ\¿ÏóõŸöZréß`�ÏæúÞÙøœØŒ�LlØ¡à¯wr]ÛXóeZ«×Ü_Òtí›íð#Ö6ÃØõµÝ¨¶á-†uœ0ØF“`jäÙ¾‹5z·UÂzÖ'“ržX;Ñ×ÎÛlOa¤i$k�f2Uæ÷Žªzzï=B³
µvÖûiÿ¢2é”Å¢²
B°Ã¹Z³½±Ž=]oô½U é±Ê~/«ìº—ö²®	ß½Ñ*;“piÜ çuÁ×X®C>]
pÍMN*hGäbRRëI¹”ÊµÖzï‹ê®Ee^yŸ]UTrK?Ãòì®à—ÉB £k}¿cÿm½ÊÞ/ÊY¸¯âÈ~·qF÷�Lcè<ƒ|bfö¤¼–!°Ùª¾ÁU¹Þ’¹G`i¯¯gÜ±O\ìÐ¼;‚bk
í�ŸWÖ·±\f’.BùNØò"27Ê™]Ú“;Lò¬´É\Zï^Íƒ¹Ápù81˜{È¿kÃv’˜;ˆò
¾Ò]öÓ^bvÇ9¹,c"‚>»¹K¿÷ö˜Ôz§o¥Æ“r£àËí´ù¥ËÙ±ÃRØ»×ûmÞÕõûZ·œ»Á5Z»d·(”µ+¸i,W�[x9é ë•ôzW®™Ú�ÿ<{Lùðù×pÜ¢¡[üqÓÆ–[´‚ñž¯õîSþ¥Kc'¾ièÞßÀgqæè#ôö ¬ñG¯‚JÐžÒVM•"àSãábÏ,Z¹„‹f~Ë±ïÑ�·¥cÜœÕCÿmòÇ˜’NÃ$.{*Û¹„Ï#¸æ(ùÕgº�1¬Aoš„ÇÏñ˜ùRx^¼cÜ¾ÚÝªÌ'g{¹Q=éÓr8î+=Lï	˜çû¤ˆÒØèÆY®†üZÿŒÞµÊÀ˜6¨¦ˆ¿åòŠÆ%u8í.ÁÎòw<:8qÏEsü8T5¼vöp§¾é5ksaÚ7Üa²¯£?í´jŸ¹c·×óÜ’;EM.¸AÈ³vW(qŽ#‰Hâ$i:lƒ¨ÍÝG4vWŸYxw¦¤TÎbèÝºfShí^¾HàäEP5J³šfs
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endstream
endobj
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<<
/Filter /FlateDecode
/Length 372
>>
stream
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<<
/Length1 5768
/Filter /FlateDecode
/Length 3271
>>
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endobj
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<<
/Filter /FlateDecode
/Length 251
>>
stream
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endobj
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<<
/Length1 4060
/Filter /FlateDecode
/Length 2207
>>
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endstream
endobj
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<<
/Filter /FlateDecode
/Length 277
>>
stream
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<<
/Length1 10800
/Filter /FlateDecode
/Length 5738
>>
stream
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endstream
endobj

226 0 obj
<<
/Filter /FlateDecode
/Length 304
>>
stream
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227 0 obj
<<
/Type /Metadata
/Subtype /XML
/Length 107245
>>
stream
<?xpacket begin="" id="W5M0MpCehiHzreSzNTczkc9d"?>
      <x:xmpmeta xmlns:x="adobe:ns:meta/" x:xmptk="Adobe XMP Core 5.2-c001 63.139439, 2010/09/27-13:37:26        ">
        <rdf:RDF xmlns:rdf="http://www.w3.org/1999/02/22-rdf-syntax-ns#">

          <rdf:Description rdf:about="" xmlns:dc="http://purl.org/dc/elements/1.1/">
            <dc:format>application/pdf</dc:format>
            
            <dc:title>
               <rdf:Alt>
                  <rdf:li xml:lang="x-default">undefined</rdf:li>
               </rdf:Alt>
            </dc:title>
            
          </rdf:Description>

          <rdf:Description rdf:about="" xmlns:xmp="http://ns.adobe.com/xap/1.0/">
            <xmp:CreatorTool>Stencila Encoda https://github.com/stencila/encoda</xmp:CreatorTool>
            <xmp:CreateDate>Sat Jul 10 2021 19:23:19 GMT+0000 (Coordinated Universal Time)</xmp:CreateDate>
            <xmp:ModifyDate>Sat Jul 10 2021 19:23:19 GMT+0000 (Coordinated Universal Time)</xmp:ModifyDate>
            <xmp:MetadataDate>Sat Jul 10 2021 19:23:19 GMT+0000 (Coordinated Universal Time)</xmp:MetadataDate>
          </rdf:Description>

        </rdf:RDF>
        <stencila xmlns="https://schema.stenci.la/v1/xml"><Article><Array key="content"><CodeChunk><Text key="text">chooseCRANmirror(graphics=FALSE, ind=1) #selects a CRAN mirror

#Writes a manifest to local folder which includes all packages necessary to run each script called in the r markdown
cat('
library(httr)
library(tidyr)
library(reshape2)
library(pander)
library(car)
library(lsmeans)
library(coin)
library(MBESS)
library(metafor)
library(rjson)
library(psychometric)
',
file = "manifest.R")

#Creates a .checkpoint folder (in tempdir for this example)
dir.create(file.path(tempdir(), ".checkpoint"), recursive = TRUE, showWarnings = FALSE)
options(install.packages.compile.from.source = "no")

#Creates a checkpoint which allows for installation of packages as they existed on CRAN at the snapshot date of 2017-10-19
if (("checkpoint" %in% installed.packages()[, 1]) == F) {
        install.packages("checkpoint")
}

#loads checkpoint
library(checkpoint)
checkpoint("2017-10-19", checkpointLocation = tempdir())
#Checkpoint in markdown code found at: https://github.com/RevolutionAnalytics/checkpoint/blob/master/vignettes/archive/using-checkpoint-with-knitr.Rmd 
</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="include">FALSE</Text></Object></CodeChunk><CodeChunk><Text key="text">RPCB_private_access &lt;- "https://osf.io/mokeb/?view_only=756a4e87b872460d8d4ed25eae4d5150"
#RPCB_private_access is an object that contains the private viewing link above or a private access token which is necessary to view and create scripts while this project is private. Upon publication, when the project is made public, a private access token or private link will no longer be necessary to render the rmd or view/access any of the scripts used in this Replication project.

#attaches only the packages neccessary to knit the r markdown document
library(httr) #version 1.2.1
library(rjson) #version 0.2.15
library(pander) #version 0.6.0
library(reshape2) #version 1.4.2

#Downloads R script "download.OSF.file.R"
GET("https://osf.io/hkpjb/?action=download", write_disk("download.OSF.file.R", overwrite = TRUE))
source("download.OSF.file.R")
#calls the download.OSF.file

#Downloads data file 'Study_48_Protocol_2_Analysis.R' from https://osf.io/u7a5h/
download.OSF.file(GUID="u7a5h",Access_Token=RPCB_private_access,
file_name="Study_48_Protocol_2_Analysis.R")
source("Study_48_Protocol_2_Analysis.R")
#Calls 'data2'
#Calls  'contrast1'
#Calls  'contrast2'

#Downloads data file 'Study_48_Accession#_Comparisons.R' from https://osf.io/nvjkd/
download.OSF.file(GUID="nvjkd",Access_Token=RPCB_private_access,
file_name="Study_48_Accession#_Comparisons.R")
source("Study_48_Accession#_Comparisons.R")
#Calls 'common' which is all 1212 genes common between the replication study and the original study

#Downloads data file 'Study_48_Protocols3&amp;4_Analysis.R ' from https://osf.io/2yj6v/
download.OSF.file(GUID="2yj6v",Access_Token=RPCB_private_access,
file_name="Study_48_Protocols3&amp;4_Analysis.R")
source("Study_48_Protocols3&amp;4_Analysis.R")
#calls 'a.lot1.0v1_P, a.lot2.0v1_P, a.lot1.0v24_P, a.lot2.0v24_P, a.lot1.1v24_P, a.lot2.1v24_P' 
### which are the pvalues for the wilcoxon signed rank tests for lot1/lot2 for active genes
#calls 's.lot1.0v1_P, s.lot2.0v1_P, s.lot1.0v24_P, s.lot2.0v24_P, s.lot1.1v24_P, s.lot2.1v24_P' 
### which are the pvalues for the wilcoxon signed rank tests for lot1/lot2 for silent genes
#calls 'a.lot1.0v1_Z, a.lot2.0v1_Z, a.lot1.0v24_Z, a.lot2.0v24_Z, a.lot1.1v24_Z, a.lot2.1v24_Z' 
### which are the Z statistics for the wilcoxon signed rank test for lot1/lot2 for active genes
#calls 's.lot1.0v1_Z, s.lot2.0v1_Z, s.lot1.0v24_Z, s.lot2.0v24_Z, s.lot1.1v24_Z, s.lot2.1v24_Z' 
### which are the Z statistics for the wilcoxon signed rank test for lot1/lot2 for silent genes
#calls 'a.lot1.0v1_n, a.lot2.0v1_n, a.lot1.0v24_n, a.lot2.0v24_n, a.lot1.1v24_n, a.lot2.1v24_n' 
### which is n for the wilcoxon signed rank test for lot1/lot2 for active genes
#calls 's.lot1.0v1_n, s.lot2.0v1_n, s.lot1.0v24_n, s.lot2.0v24_n, s.lot1.1v24_n, s.lot2.1v24_n' 
###which is n for the wilcoxon signed rank test for lot1/lot2 for silent genes

#Downloads data file 'Study_48_Protocols3&amp;4_Analysis_Exploratory.R' from https://osf.io/3k9sb/
download.OSF.file(GUID="3k9sb",Access_Token=RPCB_private_access,
file_name="Study_48_Protocols3&amp;4_Analysis_Exploratory.R")
source("Study_48_Protocols3&amp;4_Analysis_Exploratory.R")
#calls 'e_a.lot1.0v1_P, e_a.lot2.0v1_P, e_a.lot1.0v24_P, e_a.lot2.0v24_P, e_a.lot1.1v24_P, e_a.lot2.1v24_P' 
### which are the pvalues for the wilcoxon rank sum tests for lot1/lot2 for active genes
#calls 'e_s.lot1.0v1_P, e_s.lot2.0v1_P, e_s.lot1.0v24_P, e_s.lot2.0v24_P, e_s.lot1.1v24_P, e_s.lot2.1v24_P' 
### which are the pvalues for the wilcoxon rank sum tests for lot1/lot2 for silent genes
#calls 'e_a.lot1.0v1_Z, e_a.lot2.0v1_Z, e_a.lot1.0v24_Z, e_a.lot2.0v24_Z, e_a.lot1.1v24_Z, e_a.lot2.1v24_Z' 
### which are the Z statistics for the wilcoxon rank sum test for lot1/lot2 for active genes
#calls 'e_s.lot1.0v1_Z, e_s.lot2.0v1_Z, e_s.lot1.0v24_Z, e_s.lot2.0v24_Z, e_s.lot1.1v24_Z, e_s.lot2.1v24_Z' 
### which are the Z statistics for the wilcoxon rank sum test for lot1/lot2 for silent genes
#calls 'e_a.lot1.0v1_n, e_a.lot2.0v1_n, e_a.lot1.0v24_n, e_a.lot2.0v24_n, e_a.lot1.1v24_n, e_a.lot2.1v24_n' 
### which is n for the wilcoxon rank sum test for lot1/lot2 for active genes
#calls 'e_s.lot1.0v1_n, e_s.lot2.0v1_n, e_s.lot1.0v24_n, e_s.lot2.0v24_n, e_s.lot1.1v24_n, e_s.lot2.1v24_n' 
###which is n for the wilcoxon rank sum test for lot1/lot2 for silent genes

# Downloads data file 'Study_48_Protocols3&amp;4_Original_Data_ReAnalysis.R' from https://osf.io/s845v/
download.OSF.file(GUID="s845v",Access_Token=RPCB_private_access,
file_name="Study_48_Protocols3&amp;4_Original_Data_ReAnalysis.R")
source("Study_48_Protocols3&amp;4_Original_Data_ReAnalysis.R")
#calls ' a.orig.0v1$statistic[[1]], a.orig.0v24$statistic[[1]]), a.orig.1v24$statistic[[1]])' 
###Calls the W statistic for the Wilcoxon Rank Sum tests on active genes
#calls 's.orig.0v1$statistic[[1]]), s.orig.0v24$statistic[[1]]), s.orig.1v24$statistic[[1]])' 
###Calls the W statistic for the Wilcoxon Rank Sum tests on silent genes
#e_a.orig.0v1$p.value, e_a.orig.0v24$p.value, e_a.orig.1v24$p.value
###Calls the pval for the Wilcoxon Rank Sum tests on Active genes
#e_s.orig.0v1$p.value, e_s.orig.0v24$p.value, e_s.orig.1v24$p.value
###Calls the pval for the Wilcoxon Rank Sum tests on silent genes
#a.orig.0v1_n, a.orig.0v24_n, a.orig.0v24_n' 
###which is the n for each Studies's Active genes
#s.orig.0v1_n, s.orig.0v24_n, s.orig.1v24_n' 
###which is the n for each Studies's Silent genes

# Downloads data file 'Study_48_Protocols3&amp;4_Original_Data_ReAnalysis_Exploratory.R' from https://osf.io/c74s6/
download.OSF.file(GUID="c74s6",Access_Token=RPCB_private_access,
file_name="Study_48_Protocols3&amp;4_Original_Data_ReAnalysis_Exploratory.R")
source("Study_48_Protocols3&amp;4_Original_Data_ReAnalysis_Exploratory.R")
#calls ' e_e_a.orig.0v1$statistic[[1]], e_e_a.orig.0v24$statistic[[1]]), e_e_a.orig.1v24$statistic[[1]])' 
###Calls the W statistic for the Wilcoxon Rank Sum tests on active genes
#calls 'e_s.orig.0v1$statistic[[1]]), e_s.orig.0v24$statistic[[1]]), e_s.orig.1v24$statistic[[1]])' 
###Calls the W statistic for the Wilcoxon Rank Sum tests on silent genes
#e_a.orig.0v1$p.value, e_a.orig.0v24$p.value, e_a.orig.1v24$p.value
###Calls the pval for the Wilcoxon Rank Sum tests on Active genes
#e_e_a.orig.0v1$p.value, e_e_a.orig.0v24$p.value, e_e_a.orig.1v24$p.value
###Calls the pval for the Wilcoxon Rank Sum tests on silent genes
#e_e_a.orig.0v1_n, e_a.orig.0v24_n, e_a.orig.0v24_n' 
###which is the n for each Studies's Active genes
#e_a.orig.0v1_n, e_a.orig.0v24_n, e_a.orig.1v24_n' 
###which is the n for each Studies's Silent genes

# Downloads R script 'Protocol 2 normality homoscedasiticity.R' from https://osf.io/9wmq8/
download.OSF.file(GUID="9wmq8",Access_Token=RPCB_private_access,
file_name="Protocol 2 normality homoscedasiticity.R")
source("Protocol 2 normality homoscedasiticity.R")
# Calls 'zero'
# Calls 'one'
# Calls 'twentyfour'

# Downloads R script 'Study_48_Meta_Analysis.R' from https://osf.io/89e2b/
download.OSF.file(GUID="89e2b",Access_Token=RPCB_private_access,
                  file_name="Study_48_Meta_Analysis.R")
source("Study_48_Meta_Analysis.R")
# Calls 'exp_orig_d' which is the original effect
# Calls 'exp_lot1_d' which is the replication study lot 1 effect
# Calls 'exp_lot2_d' which is the replication study lot 2 effect
# Calls 'exp_meta' which is the replication study meta analysis
# Calls 'a_meta_0v1', 'a_meta_0v24', &amp; 'a_meta_1v24', which are the meta analyses for each respective test for Active Genes
# Calls 's_meta_0v1', 's_meta_0v24', &amp; 's_meta_1v24', which are the meta analyses for each respective test for Silent Genes

# Downloads R script 'Replication_Study_functions.R' from https://osf.io/duvht/
download.OSF.file(GUID="duvht",Access_Token=RPCB_private_access,
file_name="Replication_Study_functions.R")
source("Replication_Study_functions.R")
# Calls 'scinot' which is a function to write in scientific notation in Rmd

# Downloads R script 'Study_48_Figure_2_Supplemental_Tables.csv' from https://osf.io/rynzs/
download.OSF.file(GUID="rynzs",Access_Token=RPCB_private_access,
file_name="Study_48_Figure_2_Supplemental_Tables.csv")
#reads csv file of Table 1 csv file
dat &lt;- read.csv("Study_48_Figure_2_Supplemental_Tables.csv", header=T, sep=",")
# Calls 'dat' which is data from Supplemental tables
</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="include">FALSE</Text></Object><Text key="label">R Scripts</Text></CodeChunk><Paragraph><Array key="content"><Text>##Replication Study: Transcriptional amplification in tumor cells with elevated c-Myc##</Text></Array></Paragraph><Paragraph><Array key="content"><Text>L. Michelle Lewis</Text><Superscript><Array key="content"><Number>1</Number></Array></Superscript><Text>, Meredith C. Edwards</Text><Superscript><Array key="content"><Number>1</Number></Array></Superscript><Text>, Zachary R. Meyers</Text><Superscript><Array key="content"><Number>1</Number></Array></Superscript><Text>, C. Conover Talbot Jr.</Text><Superscript><Array key="content"><Number>2</Number></Array></Superscript><Text>, Haiping Hao</Text><Superscript><Array key="content"><Number>2</Number></Array></Superscript><Text>, David Blum</Text><Superscript><Array key="content"><Number>1</Number></Array></Superscript><Text>, Reproducibility Project:Cancer Biology</Text><Superscript><Array key="content"><Text> </Text></Array></Superscript><Superscript><Array key="content"><Text>*</Text></Array></Superscript></Array></Paragraph><Paragraph><Array key="content"><Superscript><Array key="content"><Text> </Text></Array></Superscript><Text> The RP:CB core team consists of Elizabeth Iorns (Science Exchange, Palo Alto, California), Rachel Tsui (Science Exchange, Palo Alto, California), Alexandria Denis (Center for Open Science, Charlottesville, Virginia), Nicole Perfito (Science Exchange, Palo Alto, California), and Timothy M. Errington (Center for Open Science, Charlottesville, Virginia).</Text></Array></Paragraph><Paragraph><Array key="content"><Superscript><Array key="content"><Number>1</Number></Array></Superscript><Text> University of Georgia, Bioexpression and Fermentation Facility, Athens, Georgia, United States</Text></Array></Paragraph><Paragraph><Array key="content"><Superscript><Array key="content"><Number>2</Number></Array></Superscript><Text> Johns Hopkins University, Deep Sequencing and Microarray Core Facility, Baltimore, Maryland, United States</Text></Array></Paragraph><Paragraph><Array key="content"><Superscript><Array key="content"><Text>*</Text></Array></Superscript><Text> Correspondence to Nicole Perfito (</Text><Link><Text key="target">mailto:nicole@scienceexchange.com</Text><Array key="content"><Text>nicole@scienceexchange.com</Text></Array></Link><Text>) and Timothy M. Errington (</Text><Link><Text key="target">mailto:tim@cos.io</Text><Array key="content"><Text>tim@cos.io</Text></Array></Link><Text>)</Text></Array></Paragraph><Heading><Array key="content"><Text>Competing Interests</Text></Array><Number key="depth">1</Number></Heading><Paragraph><Array key="content"><Text>RP:CB: EI, RT, NP: Employed by and hold shares in Science Exchange Inc.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>LML, MCE, ZRM, DB: Bioexpression and Fermentation Facility, University of Georgia is a Science Exchange associated lab.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>CCT, HH: Deep Sequencing and Microarray Core Facility, Johns Hopkins University is a Science Exchange associated lab.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>The other authors declare no conflicts of interest exist.</Text></Array></Paragraph><Heading><Array key="content"><Text>Funding</Text></Array><Number key="depth">1</Number></Heading><Paragraph><Array key="content"><Text>The Reproducibility Project: Cancer Biology is funded by the Laura and John Arnold Foundation, provided to the Center for Open Science in collaboration with Science Exchange. The funder had no role in study design, data collection and interpretation, or the decision to submit the work for publication.</Text></Array></Paragraph><Heading><Array key="content"><Text>Private Link for additional content related to the experimentation (raw files, methods notes, scripts, etc)</Text></Array><Number key="depth">1</Number></Heading><Paragraph><Array key="content"><Link><Text key="target">https://osf.io/mokeb/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text><Array key="content"><Text>https://osf.io/mokeb/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text></Array></Link></Array></Paragraph><Paragraph><Array key="content"><Text>Suggested browser to view: Chrome</Text></Array></Paragraph><Paragraph><Array key="content"><Text>To view any osf.io link in the manuscript add this extension to the end of it in your browser: "?view_only=756a4e87b872460d8d4ed25eae4d5150"</Text></Array></Paragraph><Paragraph><Array key="content"><Text>List of private links for experiments reported:</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Conditional expression of c-Myc in P493-6 cells and total RNA levels (Figure 1):</Text></Array></Paragraph><Paragraph><Array key="content"><Link><Text key="target">https://osf.io/tfd57/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text><Array key="content"><Text>https://osf.io/tfd57/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text></Array></Link></Array></Paragraph><Paragraph><Array key="content"><Text>Digital gene expression following c-Myc overexpression (Figure 2):</Text></Array></Paragraph><Paragraph><Array key="content"><Link><Text key="target">https://osf.io/fn2y4/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text><Array key="content"><Text>https://osf.io/fn2y4/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text></Array></Link></Array></Paragraph><Paragraph><Array key="content"><Text>Meta-analyses (Figure 3):</Text></Array></Paragraph><Paragraph><Array key="content"><Link><Text key="target">https://osf.io/5yscz/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text><Array key="content"><Text>https://osf.io/5yscz/?view_only=756a4e87b872460d8d4ed25eae4d5150</Text></Array></Link></Array></Paragraph><Heading><Array key="content"><Text>Introduction</Text></Array><Number key="depth">1</Number></Heading><Paragraph><Array key="content"><Text>The </Text><Link><Text key="target">https://osf.io/e81xl/wiki/home/</Text><Array key="content"><Text>Reproducibility Project: Cancer Biology</Text></Array></Link><Text> (RP:CB) is a collaboration between the </Text><Link><Text key="target">https://centerforopenscience.org</Text><Array key="content"><Text>Center for Open Science</Text></Array></Link><Text> and </Text><Link><Text key="target">https://www.scienceexchange.com</Text><Array key="content"><Text>Science Exchange</Text></Array></Link><Text> that seeks to address concerns about reproducibility in scientific research by conducting replications of selected experiments from a number of high-profile papers in the field of cancer biology (Errington et al., 2014). For each of these papers a Registered Report detailing the proposed experimental designs and protocols for the replications was peer reviewed and published prior to data collection. The present paper is a Replication Study that reports the results of the replication experiments detailed in the Registered Report (Blum et al., 2015) for a 2012 paper by Lin et al., and uses a number of approaches to compare the outcomes of the original experiments and the replications.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>In 2012, Lin et al. reported results that the c-Myc transcription factor, a potent oncogene that is frequently overexpressed in a large percentage of cancers, globally amplifies the expression of actively transcribed genes, opposed to regulating specific target genes. Using the P493-6 cell line, a model for </Text><Emphasis><Array key="content"><Text>MYC</Text></Array></Emphasis><Text> activation in Burkitts lymphoma, total levels of RNA per cell were reported to increase when c-Myc was highly expressed compared to conditions where c-Myc expression was low. Additionally, active genes in cells with low c-Myc levels were reported to increase in expression upon c-Myc induction,  in contrast to genes that were silent under low c-Myc conditions that did not change.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>The Registered Report for the 2012 paper by Lin et al. described the experiments to be replicated (Figures 1B and 3E-F), and summarized the current evidence for these findings (Blum et al., 2015). Since that publication there have been additional studies investigating the ability c-Myc to influence the global gene expression output of cells. Similar to Lin et al. other studies have reported c-Myc dependent amplification of cellular RNA (Hart et al., 2015; Hsu et al., 2015; Nie et al., 2012; Sabò et al., 2014), although this observation was not reported in all biological systems (Fagnocchi et al., 2016; Sabò et al., 2014; Walz et al., 2014). It has been suggested c-Myc regulates specific genes that indirectly lead to RNA amplification (Sabò et al., 2014; Sabò and Amati, 2014; Walz et al., 2014). This has also been suggested of MYCN (Duffy et al., 2014). The reported differences could be a result of the intrinsic variation between cell lines in maintaining the transcriptome (Trakhtenberg et al., 2016). Indeed, a recent study reported that distinct transcriptional regulation can be accounted for by differences in promoter affinity under different c-Myc expression levels (Lorenzin et al., 2016).</Text></Array></Paragraph><Paragraph><Array key="content"><Text>The outcome measures reported in this Replication Study will be aggregated with those from the other Replication Studies to create a dataset that will be examined to provide evidence about reproducibility of cancer biology research, and to identify factors that influence reproducibility more generally.</Text></Array></Paragraph><Heading><Array key="content"><Text>Results and Discussion</Text></Array><Number key="depth">1</Number></Heading><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Conditional expression of c-Myc in the B-cell line P493-6</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>To test the effects of increased levels of c-Myc on gene expression we used the same human P493-6 B cell line of Burkitts lymphoma that contains a conditional tetracycline-repressive </Text><Emphasis><Array key="content"><Text>MYC</Text></Array></Emphasis><Text> transgene (Pajic et al., 2000; Schuhmacher et al., 1999) as the original study. We performed Western blot analysis to confirm c-Myc expression could be reduced to very low levels and then reactivated after removal of tetracycline. This is comparable to what was reported in Figure 1B of Lin et al., 2012 and described in Protocol 1 in the Registered Report (Blum et al., 2015). Since proliferation of P493-6 cells depend on c-Myc expression and the presence of serum (Pajic et al., 2000; Schuhmacher et al., 1999), with serum reported to stimulate a majority of genes independent of c-Myc (Schlosser et al., 2005), we maintained these cells in separate lots of serum to assess whether the results differed. For cells maintained in both lots of serum, treatment with tetracycline resulted in a strong decrease in c-Myc protein levels (Figure 1A). After removal of tetracycline, c-Myc levels increased over time approaching the levels observed in tetracycline-free conditions.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Total RNA levels following c-Myc overexpression</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>We sought to independently replicate whether increased levels of c-Myc resulted in increased absolute levels of RNA. This experiment is similar to what was reported in Figure 3E of Lin et al., 2012 and used the same extraction method for total RNA quantification, which was described in Protocol 2 in the Registered Report (Blum et al., 2015). Total RNA was isolated from P493-6 cells 0, 1, and 24 hr after tetracycline release and the amount of RNA per 1,000 cells was quantified (Figure 1B). We found that under conditions where c-Myc expression was low (0 hr), there was a mean of </Text><CodeExpression><Text key="text">round(mean(subset(data2, Lot==1 &amp; Time==0)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> ng total RNA per 1,000 cells (ng/1k cells) </Text><Link><Text key="target"></Text><Array key="content"><Text>n=</Text><CodeExpression><Text key="text">length(subset(data2, Lot==1 &amp; Time==0)$value)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>SD</Text></Array></Emphasis><Text>=</Text><CodeExpression><Text key="text">formatC(sd(subset(data2, Lot==1 &amp; Time==0)$value),2,format="f")</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Link><Text>, which increased to </Text><CodeExpression><Text key="text">round(mean(subset(data2, Lot==1 &amp; Time==24)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> ng/1k cells </Text><Link><Text key="target"></Text><Array key="content"><Text>n=</Text><CodeExpression><Text key="text">length(subset(data2, Lot==1 &amp; Time==24)$value)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>SD</Text></Array></Emphasis><Text>=</Text><CodeExpression><Text key="text">round(sd(subset(data2, Lot==1 &amp; Time==24)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Link><Text> when c-Myc expression was high (24 hr), a </Text><CodeExpression><Text key="text">round(mean(subset(data2, Lot==1 &amp; Time==24)$value)/mean(subset(data2, Lot==1 &amp; Time==0)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> times increase, for serum lot one, which was not statistically significant (</Text><Emphasis><Array key="content"><Text>t</Text></Array></Emphasis><Text>(</Text><CodeExpression><Text key="text">contrast1$df</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) = </Text><CodeExpression><Text key="text">round(contrast1$t.ratio,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(contrast1$p.value,3))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>). Serum lot two changed from a mean of </Text><CodeExpression><Text key="text">round(mean(subset(data2, Lot==2 &amp; Time==0)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> ng/1k cells </Text><Link><Text key="target"></Text><Array key="content"><Text>n=</Text><CodeExpression><Text key="text">length(subset(data2, Lot==2 &amp; Time==0)$value)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>SD</Text></Array></Emphasis><Text>=</Text><CodeExpression><Text key="text">round(sd(subset(data2, Lot==2 &amp; Time==0)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Link><Text> at 0 hr to </Text><CodeExpression><Text key="text">round(mean(subset(data2, Lot==2 &amp; Time==24)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> ng/1k cells </Text><Link><Text key="target"></Text><Array key="content"><Text>n=</Text><CodeExpression><Text key="text">length(subset(data2, Lot==2 &amp; Time==24)$value)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>SD</Text></Array></Emphasis><Text>=</Text><CodeExpression><Text key="text">round(sd(subset(data2, Lot==2 &amp; Time==24)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Link><Text> at 24 hr, a </Text><CodeExpression><Text key="text">round(mean(subset(data2, Lot==2 &amp; Time==24)$value)/mean(subset(data2, Lot==2 &amp; Time==0)$value),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> times increase, which was statistically significant (</Text><Emphasis><Array key="content"><Text>t</Text></Array></Emphasis><Text>(</Text><CodeExpression><Text key="text">contrast2$df</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> = </Text><CodeExpression><Text key="text">round(contrast2$t.ratio,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(contrast2$p.value,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>). This compares to the original study, which reported a mean of </Text><CodeExpression><Text key="text">round(mean(zero),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> ng/1k cells at 0 hr, which increased to </Text><CodeExpression><Text key="text">round(mean(twentyfour),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> ng/1k cells at 24 hr, a </Text><CodeExpression><Text key="text">round(mean(twentyfour)/mean(zero),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> times increase in total RNA levels. In both studies there was a minor decrease at 1 hr after tetracycline release when c-Myc levels begin to become detectable. Total RNA per 1,000 cells at 0 hr were much lower in this replication attempt than those reported in the original study, although changes in total RNA levels were in the same direction following c-Myc expression. Similarly, another independent study that measured total RNA from P493-6 cells reported a different level at 0 hr (~3 ng/1k cells), while also reporting increased levels following c-Myc expression (Sabò et al., 2014). There are multiple possible explanations for these differences, such as variation in RNA expression during cell culture passage (Hiorns et al., 2004), low yield of the RNA isolation procedure (e.g. incomplete homogenization), or the high variance associated with manual cell counts using a hemacytometer (Biggs and Macmillan, 1948; Nielson et al., 1991). To summarize, for this experiment we found results that were in the same direction as the original study and not statistically significant for serum lot one, while statistically significant for serum lot two.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Digital gene expression following c-Myc overexpression</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>To test whether c-Myc expression amplifies the existing gene expression program, digital gene expression analysis using the NanoString nCounter platform was performed on a set of genes from multiple functional categories. This experiment is similar to what was reported in Figure 3F and Table S1 of Lin et al., 2012 and described in Protocols 3-4 in the Registered Report (Blum et al., 2015). We quantified mRNA levels/cell of </Text><CodeExpression><Text key="text">prettyNum(length(unique(comb.means$Accession)), big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> genes, of which </Text><CodeExpression><Text key="text">prettyNum(length(intersect(comb.means$Accession, o.comb.means$Accession)), big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> were the same genes as the </Text><CodeExpression><Text key="text">prettyNum(length(unique(o.comb.means$Accession)), big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> genes interrogated in the original study. We used the same criteria as the original study to classify a gene as silent (expression was less than 0.5 transcript/cell at time 0 hr) or active (more than one transcript/cell at time 0 hr). In cells with low levels of c-Myc (0 hr) there were </Text><CodeExpression><Text key="text">length(active_0hr_l1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> active genes with a median expression of </Text><CodeExpression><Text key="text">formatC(median(active_0hr_l1),2,format="f")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, and </Text><CodeExpression><Text key="text">length(silent_0hr_l1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> silent genes with a median expression of </Text><CodeExpression><Text key="text">round(median(silent_0hr_l1),3)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, for serum lot one. For active genes, </Text><CodeExpression><Text key="text">round(length(which((active_1hr_l1-active_0hr_l1)&gt;0))/length(active_0hr_l1)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% of the genes increased from 0 hr to 1 hr, </Text><CodeExpression><Text key="text">round(length(which((active_24hr_l1-active_0hr_l1)&gt;0))/length(active_0hr_l1)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% increased from 0 hr to 24 hr, and </Text><CodeExpression><Text key="text">round(length(which((active_24hr_l1-active_1hr_l1)&gt;0))/length(active_0hr_l1)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% increased from 1 hr to 24 hr upon c-Myc induction. This corresponds to a </Text><CodeExpression><Text key="text">round(median(active_1hr_l1)/median(active_0hr_l1),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">formatC(median(active_24hr_l1)/median(active_0hr_l1),2,format="f")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, and </Text><CodeExpression><Text key="text">round(median(active_24hr_l1)/median(active_1hr_l1),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> times increase in median expression, respectively (Figure 2, Figure 2 - figure supplement 1). For silent genes, </Text><CodeExpression><Text key="text">round(length(which((silent_1hr_l1-silent_0hr_l1)&gt;0))/length(silent_0hr_l1)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% of the genes increased from 0 hr to 1 hr, </Text><CodeExpression><Text key="text">round(length(which((silent_24hr_l1-silent_0hr_l1)&gt;0))/length(silent_0hr_l1)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% increased from 0 hr to 24 hr, and </Text><CodeExpression><Text key="text">round(length(which((silent_24hr_l1-silent_1hr_l1)&gt;0))/length(silent_0hr_l1)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% increased from 1 hr to 24 hr, corresponding to a </Text><CodeExpression><Text key="text">round(median(silent_1hr_l1)/median(silent_0hr_l1),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> and </Text><CodeExpression><Text key="text">round(median(silent_24hr_l1)/median(silent_0hr_l1),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> times increase, and a </Text><CodeExpression><Text key="text">abs(round((median(silent_24hr_l1)-median(silent_1hr_l1))/(median(silent_24hr_l1)),2))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> times decrease in median expression, respectively (Figure 2, Figure 2 - figure supplement 1). Serum lot two gave similar results, although there were variations in the number of genes identified as silent or active as well as the degree of increase among the conditions (Figure 2, Figure 2 - figure supplement 1). This compares to the original study that identified </Text><CodeExpression><Text key="text">length(active_0hr)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> active genes with a median expression of </Text><CodeExpression><Text key="text">round(median(active_0hr),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, and </Text><CodeExpression><Text key="text">length(silent_0hr)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> silent genes with a median expression of </Text><CodeExpression><Text key="text">formatC(median(silent_0hr),2,format="f")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> (more than half the silent genes did not have a reported expression value). Active genes in the original study, increased </Text><CodeExpression><Text key="text">round(length(which((active_1hr-active_0hr)&gt;0))/length(active_0hr)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% from 0 hr to 1 hr, </Text><CodeExpression><Text key="text">round(length(which((active_24hr-active_0hr)&gt;0))/length(active_0hr)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% from 0 hr to 24 hr, and </Text><CodeExpression><Text key="text">round(length(which((active_24hr-active_1hr)&gt;0))/length(active_0hr)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% from 1 hr to 24 hr upon c-Myc induction, corresponding to a </Text><CodeExpression><Text key="text">round(median(active_1hr)/median(active_0hr),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">round(median(active_24hr)/median(active_0hr),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, and </Text><CodeExpression><Text key="text">round(median(active_24hr)/median(active_1hr),2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> times increase in median expression, respectively. Silent genes in the original study, increased </Text><CodeExpression><Text key="text">round(length(which((silent_1hr-silent_0hr)&gt;0))/length(silent_0hr)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% from 0 hr to 1 hr, </Text><CodeExpression><Text key="text">round(length(which((silent_24hr-silent_0hr)&gt;0))/length(silent_0hr)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% from 0 hr to 24 hr, and </Text><CodeExpression><Text key="text">round(length(which((silent_24hr-silent_1hr)&gt;0))/length(silent_0hr)*100)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% from 1 hr to 24 hr, with the median expression unchanged among conditions. In addition, we further examined the extent of overlap of active and silent genes between the original study and this replication attempt. Of the </Text><CodeExpression><Text key="text">prettyNum(nrow(common), big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> genes that were interrogated in both studies, </Text><CodeExpression><Text key="text">round(ovl1_active_percent, digits = 1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% (</Text><CodeExpression><Text key="text">ovl1_active</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>/</Text><CodeExpression><Text key="text">total_common_active</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) of the active genes we identified in serum lot one were also active in the original study (</Text><CodeExpression><Text key="text">round(ovl2_active_percent, digits=1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% (</Text><CodeExpression><Text key="text">ovl2_active</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>/</Text><CodeExpression><Text key="text">total_common_active</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) for serum lot two). For silent genes, </Text><CodeExpression><Text key="text">round(ovl1_silent_percent, digits=1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% (</Text><CodeExpression><Text key="text">ovl1_silent</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>/</Text><CodeExpression><Text key="text">total_common_silent</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) of the genes we identified as silent in serum lot one were common with the silent genes identified in the original study (</Text><CodeExpression><Text key="text">round(ovl2_silent_percent, digits=1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>% (</Text><CodeExpression><Text key="text">ovl2_silent</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>/</Text><CodeExpression><Text key="text">total_common_silent</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) for serum lot two).</Text></Array></Paragraph><Paragraph><Array key="content"><Text>To test whether active genes, as well as silent genes, increased expression during c-Myc induction we performed the confirmatory analysis as outlined in the Registered Report (Blum et al., 2015). This analysis differed from what was reported in the original study by analyzing the data as paired instead of unpaired. As suggested during peer review of the Registered Report, this is because expression of the same gene, analyzed across different conditions, is not independent (Blum et al., 2015). We performed a Wilcoxon signed-rank test on active genes comparing expression at 0 hr to 1 hr, 0 hr to 24 hr, and 1 hr to 24 hr, which were statistically significant for cells grown in both lots of serum (Table 1). The same comparisons were performed on silent genes, which were also statistically significant, with the exception of the silent gene comparison of 1 hr to 24 hr for serum lot one. Considering this was not the test reported in the original study, we conducted these paired analyses on the original data to provide a direct comparison. For both active and silent genes c-Myc induction resulted in statistically significant increases in expression, with the exception of the silent gene comparison from 0 hr to 1 hr (Table 1). This is in contrast to the results of the unpaired tests that were reported in the original study where active genes were reported to have a statistically significant increase in expression and silent genes were reported as not statistically significant for all comparisons. We conducted an exploratory unpaired analysis on the replication data for comparison, which resulted in statistically significant differences among the active gene comparisons as well as half of the silent gene comparisons (Table 2).</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Importantly, though, the question of whether the change in expression among active genes is different than silent genes has not been tested. This would require a separate test on their difference (Gelman and Stern, 2006; Nieuwenhuis et al., 2011). To test whether active genes increased in expression during c-Myc induction more than silent genes, we performed an exploratory analysis on the difference in expression of active genes during c-Myc induction (e.g. from 0 hr to 24 hr) compared to the difference in expression of silent genes over that same period (e.g. from 0 hr to 24 hr). For both the original and replication data, there was a statistically significant increase in expression of active genes compared to silent genes (Table 3). This suggests that active genes and silent genes do not have similar rates of expression upon c-Myc induction. To summarize, for this experiment we found results that were in the same direction as the original study and suggest that while both active and silent genes increased in expression upon c-Myc induction, the rate of increase was different.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>The original study and this replication attempt used the same criteria to characterize a gene as silent or active, but there are many negative consequences of dichotomizing continuous variables, such as information loss, especially with a small gene set (Altman, 2006; Cohen, 1983). Papers published after the original study took an unbiased view by collecting comprehensive RNA-sequencing data to assess if the transcriptional effects of c-Myc were direct or indirect, concluding c-Myc activates and represses transcription of discrete gene sets, which in turn leads to induced RNA amplification (Sabò et al., 2014; Walz et al., 2014). Furthermore, Sabò and colleagues also used NanoString technology to quantify a subset of the differentially expressed genes identified by RNA-seq and observed similar results that revealed upward shifts in gene expression upon c-Myc induction (Sabò et al., 2014). However, instead of dichotomizing genes as active or silent, gene expression data was presented as continuous. Similarly, we presented the digital gene expression data generated during this replication attempt as continuous, which illustrates a general pattern of overall increased gene expression following c-Myc induction (Figure 2 - figure supplement 2). Importantly, though, these results are limited to the </Text><CodeExpression><Text key="text">prettyNum(rep_n, big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> genes interrogated in this study and may or may not reflect how the entire transcriptome of P493-6 cells respond to c-Myc induction.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Meta-analyses of original and replicated effects</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>We performed a meta-analysis using a random-effects model to combine each of the effects described above as pre-specified in the confirmatory analysis plan (Blum et al., 2015). To provide a standardized measure of the effect, a common effect size was calculated for each effect from the original and replication studies. Cohens </Text><Emphasis><Array key="content"><Text>d</Text></Array></Emphasis><Text> is the standardized difference between two means using the pooled sample standard deviation. The effect size </Text><Emphasis><Array key="content"><Text>r</Text></Array></Emphasis><Text> is a standardized measure of the strength and direction of the association between two variables, in this case time during c-Myc induction and gene expression. The estimate of the effect size of one study, as well as the associated uncertainty (i.e. confidence interval), compared to the effect size of the other study provides another approach to compare the original and replication results (Errington et al., 2014; Valentine et al., 2011). Importantly, the width of the confidence interval for each study is a reflection of not only the confidence level (e.g. 95%), but also variability of the sample (e.g. </Text><Emphasis><Array key="content"><Text>SD</Text></Array></Emphasis><Text>) and sample size.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>The comparison of total RNA levels at low levels of c-Myc (0hr) compared to high levels of c-Myc (24 hr) resulted in </Text><Emphasis><Array key="content"><Text>d</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">round(exp_orig_d,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, 95% CI [</Text><CodeExpression><Text key="text">round(exp_orig_ci[[1]],2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">round(exp_orig_ci[[3]],2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>] for the data reported in Figure 3E of the original study (Lin et al., 2012). This compares to </Text><Emphasis><Array key="content"><Text>d</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">round(exp_lot1_d,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, 95% CI [</Text><CodeExpression><Text key="text">round(exp_lot1_ci[[1]],2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">round(exp_lot1_ci[[3]],2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>] for serum lot one and </Text><Emphasis><Array key="content"><Text>d</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">round(exp_lot2_d,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, 95% CI [</Text><CodeExpression><Text key="text">formatC(exp_lot2_ci[[1]],2,format="f")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">round(exp_lot2_ci[[3]],2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>] for serum lot two reported in this study. A meta-analysis (Figure 3A) of these effects resulted in </Text><Emphasis><Array key="content"><Text>d</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">round(exp_meta$b[1],2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, 95% CI </Text><Link><Text key="target"></Text><Array key="content"><CodeExpression><Text key="text">round(exp_meta$ci.lb,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">round(exp_meta$ci.ub,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Link><Text>, which was statistically significant (</Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(exp_meta$pval,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>). The original and replication results are consistent when considering the direction of the effect, which suggests c-Myc induction increases total RNA levels in P493-6 Burkitts lymphoma cells. Noticeably, there was substantial within-study variation observed in this replication attempt, due the different serum lots tested. The point estimate of serum lot one was not within the confidence intervals of the original study and serum lot two, and vice versa; however the point estimate of the original study and serum lot two were within the confidence intervals of each other. </Text></Array></Paragraph><Paragraph><Array key="content"><Text>There were six comparisons of the gene expression data, three for active genes and three for silent genes (Figure 3B). These calculations were performed analyzing the data as paired, for reasons discussed above and as prespecified in the Registered Report (Blum et al., 2015). For active genes, expression at 0 hr to 1 hr, 0 hr to 24 hr, and 1 hr to 24 hr the meta-analyses were statistically significant (</Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">scinot(a.meta.0v1$pval)$coeff</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>x10</Text><Superscript><Array key="content"><CodeExpression><Text key="text">scinot(a.meta.0v1$pval)$exp</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Superscript><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">scinot(a.meta.0v24$pval)$coeff</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>x10</Text><Superscript><Array key="content"><CodeExpression><Text key="text">scinot(a.meta.0v24$pval)$exp</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Superscript><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(a.meta.1v24$pval,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, respectively). In all comparisons the results were consistent when considering the direction of the effect; however the effect size point estimate of each study (original, replication serum lot one, replication serum lot two) was not within the confidence interval of the other studies. Further, the large confidence intervals of the meta-analysis along with statistically significant Cochrans </Text><Emphasis><Array key="content"><Text>Q</Text></Array></Emphasis><Text> tests suggest heterogeneity between the original and replication studies. For silent genes, the meta-analysis was not statistically significant for gene expression at 0 hr to 1 hr and 1 hr to 24 hr (</Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(s.meta.0v1$pval,3))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(s.meta.1v24$pval,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, respectively) and the effect size point estimate of each study was not within the confidence interval of the other studies. Similar to the active gene comparisons, the large confidence intervals of the meta-analysis along with statistically significant Cochrans </Text><Emphasis><Array key="content"><Text>Q</Text></Array></Emphasis><Text> tests suggest heterogeneity between the studies. Furthermore, for the 0 hr to 1 hr comparison the original study and replication studies were in opposite directions, while the 1 hr to 24 hr comparison was consistent. Finally, the comparison between 0 hr and 24 hr for silent genes was consistent when considering direction of the effect with a statistically significant meta-analysis (</Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">scinot(s.meta.0v24$pval)$coeff</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>x10</Text><Superscript><Array key="content"><CodeExpression><Text key="text">scinot(s.meta.0v24$pval)$exp</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Superscript><Text>). The point estimate of the original study was not within the confidence intervals of the replication studies; however both replication studies with different serum lots were within the confidence intervals of the original study and each other. Overall, the gene expression analysis indicates that the effect sizes observed from the two serum lots tested in this replication attempt, although not identical, were more similar to each other than to the original study.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>This direct replication provides an opportunity to understand the present evidence of these effects. Any known differences, including reagents and protocol differences, were identified prior to conducting the experimental work and described in the Registered Report (Blum et al., 2015). However, this is limited to what was obtainable from the original paper and through communication with the original authors, which means there might be particular features of the original experimental protocol that could be critical, but unidentified. So while some aspects, such as the cell line, induction time course, and the method used to measure gene expression were maintained, others were changed at the time of study design (Blum et al., 2015) that could affect results, such as the analytical approach (Silberzahn et al., 2017) and serum lot (Leek et al., 2010). Furthermore, other aspects were unknown or not easily controlled for. These include variables such as cell line genetic drift (Hughes et al., 2007; Kleensang et al., 2016) or changes in cellular volume that can impact overall transcript abundance (Padovan-Merhar et al., 2015). Whether these or other factors influence the outcomes of this study is open to hypothesizing and further investigation, which is facilitated by direct replications and transparent reporting.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Materials and methods</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>As described in the Registered Report (Blum et al., 2015), we attempted a replication of the experiments reported in Figures 1B and 3E-F of Lin et al., 2012. A detailed description of all protocols can be found in the Registered Report (Blum et al., 2015). Additional detailed experimental notes, data, and analysis are available on the Open Science Framework (OSF) (RRID:SCR_003238) (</Text><Link><Text key="target">https://osf.io/mokeb/</Text><Array key="content"><Text>https://osf.io/mokeb/</Text></Array></Link><Text>; Lewis et al., 2017). This includes the R Markdown file (</Text><Link><Text key="target">https://osf.io/vdrsh/</Text><Array key="content"><Text>https://osf.io/vdrsh/</Text></Array></Link><Text>) that was used to compose this manuscript, which is a reproducible document linking the results in the article directly to the data and code that produced them (Hartgerink, 2017).</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Cell culture</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>P493-6 cells (shared by Young lab, Whitehead Institute for Biomedical Research, RRID: CVCL_6783) were maintained in RPMI-1640 supplemented with 1% Ala-Gln and 10% tetracycline-free FBS (Clontech, Mountain View, CA, cat# 631105, lot# 1: A15003, lot# 2: A15032). Cells were grown at 37°C in a humidified atmosphere at 5% CO</Text><Subscript><Array key="content"><Number>2</Number></Array></Subscript><Text>. Quality control data for the cell line are available at </Text><Link><Text key="target">https://osf.io/e6ftz/</Text><Array key="content"><Text>https://osf.io/e6ftz/</Text></Array></Link><Text>. This includes results confirming the cell line was free of mycoplasma contamination (DDC Medical, Fairfield, Ohio). Additionally, STR DNA profiling of the cell line was performed (DDC Medical, Fairfield, Ohio).</Text></Array></Paragraph><Paragraph><Array key="content"><Text>For repression of the conditional p</Text><Emphasis><Array key="content"><Text>myc</Text></Array></Emphasis><Text>-tet construct in P493-6 cells, 0.1 µg/ml tetracycline (Sigma-Aldrich, St. Louis, MO, T7660) was added to the culture medium and cells were incubated for 72 hr. Under these conditions, P493-6 cells did not proliferate due to a dependency on the expression of </Text><Emphasis><Array key="content"><Text>MYC</Text></Array></Emphasis><Text> (Schuhmacher et al., 1999).  For </Text><Emphasis><Array key="content"><Text>MYC</Text></Array></Emphasis><Text> re-induction, cells were washed three times with growth medium and grown in tetracycline-free culture conditions.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Western blot</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>P493-6 cells were harvested at the indicated times and total cell lysates were prepared by pelleting ~1x10</Text><Superscript><Array key="content"><Number>7</Number></Array></Superscript><Text> cells (determined with a C-chip disposable hemocytometer) at 4°C at 1,200 rpm for 5 min using a refrigerated centrifuge (Eppendorf, Westbury, NY, model# 5810R). After cell pellets were washed once with ice-cold 1X PBS, pellets were resuspended in RIPA lysis buffer containing 2X SIGMAFAST Protease inhibitors and 2X Phosphatase inhibitor cocktails 2 and 3. Protein concentrations were determined using the Bradford assay according to the manufacturers instructions. Sample buffer was added to protein lysates and 50 µg of protein along with protein ladder was resolved by SDS-PAGE and transferred to PVDF membrane as described in the Registered Report (Blum et al., 2015). The membrane was blocked with 5% w/v nonfat dry milk in 1X TBS with 0.2% Tween-20 (TBST). Membranes were probed with rabbit anti-c-Myc </Text><Link><Text key="target"></Text><Array key="content"><Text>clone Y69</Text></Array></Link><Text> (Epitomics, Burlingame, CA, cat# 1472-1; RRID:AB_731658); 1:5,000 dilution in 5% w/v nonfat dry milk/TBST and mouse anti-ß-actin </Text><Link><Text key="target"></Text><Array key="content"><Text>clone AC-15</Text></Array></Link><Text> (Sigma-Aldrich, cat# A5441; RRID:AB_476744); 1:10,000 dilution in 5% w/v nonfat dry milk/TBST. Each incubation was followed by washes with TBST and the appropriate secondary antibody: HRP-conjugated donkey anti-rabbit (Sigma-Aldrich, cat# GERPN2124); 1:10,000 dilution in 5% w/v nonfat dry milk/TBST or HRP-conjugated sheep anti-mouse (Sigma-Aldrich, cat# GERPN2124); 1:10,000 dilution in 5% w/v nonfat dry milk/TBST. Membranes were washed with TBST and incubated with ECL Prime Chemiluminescent reagent (Sigma-Aldrich, cat# GERPN2232) according to the manufacturers instructions. Western blot images were acquired with G:BOX iChem XT and GeneSnap software (RRID:SCR_014249), version 7.12.02 (Syngene, Frederick, Maryland) and quantified using ImageJ software (RRID:SCR_003070), version 1.50i (Schneider et al., 2012). All images taken are available at </Text><Link><Text key="target">https://osf.io/ujg7t/</Text><Array key="content"><Text>https://osf.io/ujg7t/</Text></Array></Link><Text>.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>RNA quantification</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>P493-6 cells were harvested at the indicated times and total RNA extraction was performed by pelleting ~1x10</Text><Superscript><Array key="content"><Number>7</Number></Array></Superscript><Text> cells (exact number determined with a C-chip disposable hemocytometer) and homogenizing the sample in 1 ml Tri Reagent (Sigma-Aldrich, cat# T9424) according to the manufacturers instructions. For each sample 10% v/v miRNA Homogenate Additive was added, vortexed, and incubated on ice for 10 min. For each 1 ml of Tri Reagent, 100 µl of bromochloropropane was added, vortexed for 15-30 sec, incubated for 5 min at RT, then centrifuged at 12,000x</Text><Emphasis><Array key="content"><Text>g</Text></Array></Emphasis><Text> for 10 min at 4°C. The aqueous phase was recovered and total RNA isolation was performed using the miRVana miRNA extraction kit (Ambion, Waltham, MA, cat# AM1561) according to the manufacturers instructions. Recovered RNA was eluated in 100 µl nuclease-free water. Total RNA concentrations and purity (data available at </Text><Link><Text key="target">https://osf.io/jh5r4/</Text><Array key="content"><Text>https://osf.io/jh5r4/</Text></Array></Link><Text>) were measured using a NanoDrop ND-1000 (Thermo Fisher Scientific, Waltham, Massachusetts) with the NanoDrop Operating Software, version 3.3, and converted to ng per 1,000 cells.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>RNA extraction and NanoString nCounter digital gene expression assay</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>P493-6 cells were harvested at the indicated times and 1x10</Text><Superscript><Array key="content"><Number>6</Number></Array></Superscript><Text> cells were collected (number determined with a C-chip disposable hemocytometer) and lysed directly in 100 µl Buffer RLT (Qiagen, Hilden, Germany, cat# 79216) supplemented with ß-mercaptoethanol to yield a concentration of 10,000 cells per µl. This was performed four independent times. Multiple 4 µl aliquots were stored and shipped at -80°C with temperature monitored during shipping to avoid freeze/thaw cycles. Lysates were processed according to the Cell Lysate Protocol (nCounter Gene Expression Assay Manual, NanoString Technologies, Seattle, Washington) according to the manufacturers instructions and as described in the Registered Report (Blum et al., 2015). Three nCounter Reporter CodeSets (nCounter GX Human Immunology Kit, nCounter GX Human Kinase Kit, nCounter Custom CodeSet) encompassing </Text><CodeExpression><Text key="text">prettyNum(length(unique(comb.means$Accession)), big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> genes across multiple functional categories were used. Following hybridization, samples were immediately processed with the nCounter Analysis System (NanoString Technologies, NCT-PREP-120). The count data was collected using the nCounter RCC Collector Worksheet (NanoString Technologies), version 1.6.0 and then positive-, negative-, and housekeeping gene-normalized per nCounter guidelines. Expression for each gene was averaged across the 4 independent replicate samples. Additionally, for genes that appeared on multiple CodeSets, expression values were averaged together to generate a single value for each gene. A gene was defined as transcriptionally active if its average expression was above 1 transcript/cell at 0 hr and transcriptionally silent if below 0.5 transcript/cell. A list of all Reporter CodeSets and their expression values (transcripts/cell) are available at Figure 2 - source data 1. Additional files and analysis scripts are available at </Text><Link><Text key="target">https://osf.io/fn2y4/</Text><Array key="content"><Text>https://osf.io/fn2y4/</Text></Array></Link><Text>.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Statistical analysis</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>Statistical analysis was performed with R software (RRID:SCR</Text><Emphasis><Array key="content"><Text>001905), version 3.3.2 (R Core Team, 2017). All data, csv files, and analysis scripts are available on the OSF (</Text><Link><Text key="target">https://osf.io/mokeb/</Text><Array key="content"><Text>https://osf.io/mokeb/</Text></Array></Link><Text>). Confirmatory statistical analysis was pre-registered (</Text><Link><Text key="target">https://osf.io/nj8wb/</Text><Array key="content"><Text>https://osf.io/nj8wb/</Text></Array></Link><Text>) before the experimental work began as outlined in the Registered Report (Blum et al., 2015). Proposed analysis of gene expression data was conducted by the Wilcoxon signed-rank test using the method proposed by Pratt to handle zero differences (Pratt, 1959), with additional exploratory analysis performed using the Wilcoxon rank sum test as reported in the original study and a Wilcoxon rank sum test on the difference in expression of active genes during c-Myc induction (e.g. from 0 hr to 24 hr) compared to the difference in expression of silent genes over that same period (e.g. from 0 hr to 24 hr). Data were checked to ensure assumptions of statistical tests were met. When described in the results, the Bonferroni correction, to account for multiple testings, was applied to the alpha error by dividing the uncorrected value (.05) by the number of tests performed. Although the Bonferroni method is conservative, it was accounted for in the power calculations to ensure sample size was sufficient. In cases where the number of groups were 3 and the sample sizes were evenly distributed among the groups, Fisher's LSD test was performed resulting in an _a priori</Text></Array></Emphasis><Text> significance threshold of .05. A meta-analysis of a common original and replication effect size was performed with a random effects model and the </Text><Emphasis><Array key="content"><Text>metafor</Text></Array></Emphasis><Text> package (Viechtbauer, 2010) (available at: </Text><Link><Text key="target">https://osf.io/5yscz/</Text><Array key="content"><Text>https://osf.io/5yscz/</Text></Array></Link><Text>). The sample sizes reported in Table 1 and Figure 3 for the gene analysis comparisons is based on the sample size used in the Wilcoxon signed-rank test, which removes samples with zero differences after ranking (Pratt, 1959). The raw original study data were shared by the original authors with the summary data published in the Registered Report (Blum et al., 2015) and was used in the power calculations to determine the sample size for this study.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Deviations from Registered Report</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>The number of flasks, and thus cells, was increased when tetracycline was added to P493-6 cells to account for the cells not proliferating during this period (i.e. there were two Flask Bs as described in the Registered Report, which were pooled prior to seeding). The proposed statistical analysis for the western blot analysis (Protocol 1) described in the Registered Report was not performed since the levels of normalized c-Myc at time 0 hr was at the limit of detection. The number of genes analyzed in the original study, and thus listed in the Registered Report, was reported incorrectly as 1,388 instead of </Text><CodeExpression><Text key="text">prettyNum(length(unique(o.comb.means$Accession)), big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> (data shared by original authors). NanoString analysis was conducted using the nCounter RCC Collector Worksheet instead of nSolver Analysis software. Additionally, the statistical tests reported in Figure 3F of the original study incorrectly described the comparisons as between 0 hr and 1 hr instead of between 0 hr and 24 hr (scripts shared by original authors). The corrected values are described above for comparisons and used in the meta-analysis. Additional materials and instrumentation not listed in the Registered Report, but needed during experimentation are also listed.</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>Acknowledgements</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>The Reproducibility Project: Cancer Biology would like to thank the original authors, particular Charles Lin (Baylor College of Medicine) for sharing critical reagents and data, specifically the P493-6 cells. We would also like to thank Courtney Soderberg at the Center for Open Science for assistance with statistical analyses and the following companies for generously donating reagents to the Reproducibility Project: Cancer Biology; American Type and Tissue Collection (ATCC), Applied Biological Materials, BioLegend, Charles River Laboratories, Corning Incorporated, DDC Medical, EMD Millipore, Harlan Laboratories, LI-COR Biosciences, Mirus Bio, Novus Biologicals, Sigma-Aldrich, and System Biosciences (SBI).</Text></Array></Paragraph><Paragraph><Array key="content"><Emphasis><Array key="content"><Text>References</Text></Array></Emphasis></Array></Paragraph><Paragraph><Array key="content"><Text>Altman, D.G., 2006. The cost of dichotomising continuous variables. BMJ 332, 10801080. doi:10.1136/bmj.332.7549.1080</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Biggs, R., Macmillan, R.L., 1948. The Error of the Red Cell Count. Journal of Clinical Pathology 1, 288291. doi:10.1136/jcp.1.5.288</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Blum, D., Hao, H., McCarthy, M., Reproducibility Project: Cancer Biology, 2015. Registered report: Transcriptional amplification in tumor cells with elevated c-Myc. eLife 4. doi:10.7554/eLife.04024</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Cohen, J., 1983. The Cost of Dichotomization. Applied Psychological Measurement 7, 249253. doi:10.1177/014662168300700301</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Duffy, D.J., Krstic, A., Halasz, M., Schwarzl, T., Fey, D., Iljin, K., Prakash Mehta, J., Killick, K., Whilde, J., Turriziani, B., Haapa-Paananen, S., Fey, V., Fischer, M., Westermann, F., Henrich, K.-O., Bannert, S., Higgins, D.G., Kolch, W., 2014. Integrative omics reveals MYCN as a global suppressor of cellular signalling and enables network-based therapeutic target discovery in neuroblastoma. Oncotarget. doi:10.18632/oncotarget.6568</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Errington, T.M., Iorns, E., Gunn, W., Tan, F.E., Lomax, J., Nosek, B.A., 2014. An open investigation of the reproducibility of cancer biology research. Elife 3. doi:10.7554/eLife.04333</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Fagnocchi, L., Cherubini, A., Hatsuda, H., Fasciani, A., Mazzoleni, S., Poli, V., Berno, V., Rossi, R.L., Reinbold, R., Endele, M., Schroeder, T., Rocchigiani, M., SzkarBat, {., Oliviero, S., Dalton, S., Zippo, A., 2016. A Myc-driven self-reinforcing regulatory network maintains mouse embryonic stem cell identity. Nature Communications 7, 11903. doi:10.1038/ncomms11903</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Gelman, A., Stern, H., 2006. The Difference Between Significant and Not Significant is not Itself Statistically Significant. The American Statistician 60, 328331. doi:10.1198/000313006X152649</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Hart, J.R., Roberts, T.C., Weinberg, M.S., Morris, K.V., Vogt, P.K., 2015. MYC regulates the non-coding transcriptome. Oncotarget 5, 1254312554. doi:10.18632/oncotarget.3033</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Hartgerink, C.H.J., 2017. Composing reproducible manuscripts using R Markdown. eLife. </Text><Link><Text key="target">https://elifesciences.org/labs/cad57bcf/composing-reproducible-manuscripts-using-r-markdown</Text><Array key="content"><Text>https://elifesciences.org/labs/cad57bcf/composing-reproducible-manuscripts-using-r-markdown</Text></Array></Link></Array></Paragraph><Paragraph><Array key="content"><Text>Hiorns, L.R., Bradshaw, T.D., Skelton, L.A., Yu, Q., Kelland, L.R., Leyland-Jones, B., 2004. Variation in RNA expression and genomic DNA content acquired during cell culture. British Journal of Cancer 90, 476482. doi:10.1038/sj.bjc.6601405</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Hsu, T.Y.-T., Simon, L.M., Neill, N.J., Marcotte, R., Sayad, A., Bland, C.S., Echeverria, G.V., Sun, T., Kurley, S.J., Tyagi, S., Karlin, K.L., Dominguez-Vidaña, R., Hartman, J.D., Renwick, A., Scorsone, K., Bernardi, R.J., Skinner, S.O., Jain, A., Orellana, M., Lagisetti, C., Golding, I., Jung, S.Y., Neilson, J.R., Zhang, X.H.-F., Cooper, T.A., Webb, T.R., Neel, B.G., Shaw, C.A., Westbrook, T.F., 2015. The spliceosome is a therapeutic vulnerability in MYC-driven cancer. Nature 525, 384388. doi:10.1038/nature14985</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Hughes, P., Marshall, D., Reid, Y., Parkes, H., Gelber, C., 2007. The costs of using unauthenticated, over-passaged cell lines: how much more data do we need? BioTechniques 43, 575586. doi:10.2144/000112598</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Kleensang, A., Vantangoli, M.M., Odwin-DaCosta, S., Andersen, M.E., Boekelheide, K., Bouhifd, M., Fornace, A.J., Li, H.-H., Livi, C.B., Madnick, S., Maertens, A., Rosenberg, M., Yager, J.D., Zhaog, L., Hartung, T., 2016. Genetic variability in a frozen batch of MCF-7 cells invisible in routine authentication affecting cell function. Scientific Reports 6, 28994. </Text><Link><Text key="target">https://doi.org/10.1038/srep28994</Text><Array key="content"><Text>https://doi.org/10.1038/srep28994</Text></Array></Link></Array></Paragraph><Paragraph><Array key="content"><Text>Leek, J.T., Scharpf, R.B., Bravo, H.C., Simcha, D., Langmead, B., Johnson, W.E., Geman, D., Baggerly, K., Irizarry, R.A., 2010. Tackling the widespread and critical impact of batch effects in high-throughput data. Nature Reviews Genetics 11, 733739. doi:10.1038/nrg2825</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Lewis, L.M., Edwards, M.C., Meyers, Z.R., Talbot, C.C. Jr., Hao, H., Blum, D., Iorns, E., Tsui, R., Denis, A., Perfito, N., Errington, T.M., 2017. Study 48: Replication of Lin et al., 2012 (Cell). Open Science Framework. doi:10.17605/OSF.IO/MOKEB</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Lin, C.Y., Lovén, J., Rahl, P.B., Paranal, R.M., Burge, C.B., Bradner, J.E., Lee, T.I., Young, R.A., 2012. Transcriptional Amplification in Tumor Cells with Elevated c-Myc. Cell 151, 5667. doi:10.1016/j.cell.2012.08.026</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Lorenzin, F., Benary, U., Baluapuri, A., Walz, S., Jung, L.A., von Eyss, B., Kisker, C., Wolf, J., Eilers, M., Wolf, E., 2016. Different promoter affinities account for specificity in MYC-dependent gene regulation. eLife 5. doi:10.7554/eLife.15161</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Nie, Z., Hu, G., Wei, G., Cui, K., Yamane, A., Resch, W., Wang, R., Green, D.R., Tessarollo, L., Casellas, R., Zhao, K., Levens, D., 2012. c-Myc Is a Universal Amplifier of Expressed Genes in Lymphocytes and Embryonic Stem Cells. Cell 151, 6879. doi:10.1016/j.cell.2012.08.033</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Nielson, L., Smyth, G., Greenfield, P., 1991. Hemacytometer Cell Count Distributions: Implications of Non-Poisson Behavior. Biotechnology Progress 7, 560563. doi:10.1021/bp00012a600</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Nieuwenhuis, S., Forstmann, B.U., Wagenmakers, E.-J., 2011. Erroneous analyses of interactions in neuroscience: a problem of significance. Nature Neuroscience 14, 11051107. doi:10.1038/nn.2886</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Padovan-Merhar, O., Nair, G.P., Biaesch, A.G., Mayer, A., Scarfone, S., Foley, S.W., Wu, A.R., Churchman, L.S., Singh, A., Raj, A., 2015. Single Mammalian Cells Compensate for Differences in Cellular Volume and DNA Copy Number through Independent Global Transcriptional Mechanisms. Molecular Cell 58, 339352. doi:10.1016/j.molcel.2015.03.005</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Pajic, A., Spitkovsky, D., Christoph, B., Kempkes, B., Schuhmacher, M., Staege, M.S., Brielmeier, M., Ellwart, J., Kohlhuber, F., Bornkamm, G.W., Polack, A., Eick, D., 2000. Cell cycle activation by c-myc in a burkitt lymphoma model cell line. Int. J. Cancer 87, 787793.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Pratt, J.W., 1959. Remarks on Zeros and Ties in the Wilcoxon Signed Rank Procedures. Journal of the American Statistical Association 54, 655. doi:10.2307/2282543</Text></Array></Paragraph><Paragraph><Array key="content"><Text>R Core Team, 2017. R: A language and environment for statistical computing. R Foundation for Statistical Computing, Vienna, Austria.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Sabò, A., Amati, B., 2014. Genome Recognition by MYC. Cold Spring Harbor Perspectives in Medicine 4, a014191a014191. doi:10.1101/cshperspect.a014191</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Sabò, A., Kress, T.R., Pelizzola, M., de Pretis, S., Gorski, M.M., Tesi, A., Morelli, M.J., Bora, P., Doni, M., Verrecchia, A., Tonelli, C., Fagà, G., Bianchi, V., Ronchi, A., Low, D., Müller, H., Guccione, E., Campaner, S., Amati, B., 2014. Selective transcriptional regulation by Myc in cellular growth control and lymphomagenesis. Nature 511, 488492. doi:10.1038/nature13537</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Schlosser, I., Hölzel, M., Hoffmann, R., Burtscher, H., Kohlhuber, F., Schuhmacher, M., Chapman, R., Weidle, U.H., Eick, D., 2005. Dissection of transcriptional programmes in response to serum and c-Myc in a human B-cell line. Oncogene 24, 520524. doi:10.1038/sj.onc.1208198</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Schneider, C.A., Rasband, W.S., Eliceiri, K.W., 2012. NIH Image to ImageJ: 25 years of image analysis. Nat. Methods 9, 671675.</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Schuhmacher, M., Staege, M.S., Pajic, A., Polack, A., Weidle, U.H., Bornkamm, G.W., Eick, D., Kohlhuber, F., 1999. Control of cell growth by c-Myc in the absence of cell division. Current Biology 9, 12551258. doi:10.1016/S0960-9822(99)80507-7</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Silberzahn, R., Uhlmann, E.L., Martin, D.P., Anselmi, P., Aust, F., Awtrey, E.C., Bahník, `., Bai, F., Bannard, C., Bonnier, E., Carlsson, R., Cheung, F., Christensen, G., Clay, R., Craig, M.A., Dalla Rosa, A., Dam, L., Evans, M.H., Flores Cervantes, I., Fong, N., Gamez-Djokic, M., Glenz, A., Gordon-McKeon, S., Heaton, T., Eriksson, K.H., Heene, M., Hofelich Mohr, A., Högden, F., Hui, K., Johannesson, M., Kalodimos, J., Kaszubowski, E., Kennedy, D.M., Lei, R., Lindsay, T.A., Liverani, S., Madan, C.R., Molden, D.C., Molleman, E., Morey, R.D., Mulder, L.B., Nijstad, B.A., Pope, B., Pope, N.G., Prenoveau, J.M., Rink, F., Robusto, E., Roderique, H., Sandberg, A., Schlueter, E., Schönbrodt, F.D., Sherman, M.F., Sommer, S.A., Sotak, K.L., Spain, S.M., Spörlein, C., Stafford, T., Stefanutti, L., Täuber, S., Ullrich, J., Vianello, M., Wagenmakers, E.-J., Witkowiak, M., Yoon, S., Nosek, B.A., 2017. Many analysts, one dataset: Making transparent how variations in analytical choices affect results. URL: </Text><Link><Text key="target">https://osf.io/preprints/psyarxiv/qkwst/</Text><Array key="content"><Text>https://osf.io/preprints/psyarxiv/qkwst/</Text></Array></Link><Text> doi: 10.17605/OSF.IO/QKWST</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Trakhtenberg, E.F., Pho, N., Holton, K.M., Chittenden, T.W., Goldberg, J.L., Dong, L., 2016. Cell types differ in global coordination of splicing and proportion of highly expressed genes. Scientific Reports 6. doi:10.1038/srep32249</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Valentine, J.C., Biglan, A., Boruch, R.F., Castro, F.G., Collins, L.M., Flay, B.R., Kellam, S., Mo[cicki, E.K., Schinke, S.P., 2011. Replication in Prevention Science. Prevention Science 12, 103117. doi:10.1007/s11121-011-0217-6</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Viechtbauer, W., 2010. Conducting Meta-Analyses in R with the metafor Package. Journal of Statistical Software 36. doi:10.18637/jss.v036.i03</Text></Array></Paragraph><Paragraph><Array key="content"><Text>Walz, S., Lorenzin, F., Morton, J., Wiese, K.E., von Eyss, B., Herold, S., Rycak, L., Dumay-Odelot, H., Karim, S., Bartkuhn, M., Roels, F., Wüstefeld, T., Fischer, M., Teichmann, M., Zender, L., Wei, C.-L., Sansom, O., Wolf, E., Eilers, M., 2014. Activation and repression by oncogenic MYC shape tumour-specific gene expression profiles. Nature 511, 483487. doi:10.1038/nature13473</Text></Array></Paragraph><Paragraph><Array key="content"><Strong><Array key="content"><Text>Figure Legends</Text></Array></Strong></Array></Paragraph><Paragraph><Array key="content"><Strong><Array key="content"><Text>Figure 1. Induction of c-Myc in P493-6 cells and impact on total RNA levels.</Text></Array></Strong></Array></Paragraph><Paragraph><Array key="content"><Text>P493-6 cells were grown in the presence of tetracycline (Tet) for 72 hr and switched into Tet-free growth medium to induce c-Myc expression. Cells were cultured in two separate lots of serum. (</Text><Strong><Array key="content"><Text>A</Text></Array></Strong><Text>) Representative Western blot using an anti-c-Myc antibody (top panels) or an anti-ß-Actin antibody (bottom panel). Two exposures of the anti-c-Myc antibody are presented to facilitate detection of c-Myc. (</Text><Strong><Array key="content"><Text>B</Text></Array></Strong><Text>) Quantification of total RNA levels (ng of total RNA per 1,000 cells) for cells at 0, 1, and 24 hr after release from Tet. Means reported and error bars represent s.e.m. from </Text><CodeExpression><Text key="text">length(subset(data2, Lot==1 &amp; Time==0)$value)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> independent biological repeats. For serum lot one, one-way ANOVA on total RNA levels of all groups; </Text><Emphasis><Array key="content"><Text>F</Text></Array></Emphasis><Text>(</Text><CodeExpression><Text key="text">summary(fit1)[[1]][["Df"]][1]</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">summary(fit1)[[1]][["Df"]][2]</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) = </Text><CodeExpression><Text key="text">round(summary(fit1)[[1]][["F value"]][1],digits=2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.', round(summary(fit1)[[1]][["Pr(&gt;F)"]][1], digits = 3))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>. Planned contrast between 0 hr and 24 hr; </Text><Emphasis><Array key="content"><Text>t</Text></Array></Emphasis><Text>(</Text><CodeExpression><Text key="text">contrast1$df</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) = </Text><CodeExpression><Text key="text">round(contrast1$t.ratio,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(contrast1$p.value,3))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> with </Text><Emphasis><Array key="content"><Text>a priori</Text></Array></Emphasis><Text> alpha level = .05. For serum lot two, one-way ANOVA on total RNA levels of all groups; </Text><Emphasis><Array key="content"><Text>F</Text></Array></Emphasis><Text>(</Text><CodeExpression><Text key="text">summary(fit2)[[1]][["Df"]][1]</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><CodeExpression><Text key="text">summary(fit2)[[1]][["Df"]][2]</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) = </Text><CodeExpression><Text key="text">round(summary(fit2)[[1]][["F value"]][1],digits=2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.', round(summary(fit2)[[1]][["Pr(&gt;F)"]][1], digits = 5))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>. Planned contrast between 0 hr and 24 hr; </Text><Emphasis><Array key="content"><Text>t</Text></Array></Emphasis><Text>(</Text><CodeExpression><Text key="text">contrast2$df</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>) = </Text><CodeExpression><Text key="text">round(contrast2$t.ratio,2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(contrast2$p.value,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> with </Text><Emphasis><Array key="content"><Text>a priori</Text></Array></Emphasis><Text> alpha level = .05. Additional details for this experiment can be found at </Text><Link><Text key="target">https://osf.io/tfd57/</Text><Array key="content"><Text>https://osf.io/tfd57/</Text></Array></Link><Text>.</Text></Array></Paragraph><Paragraph><Array key="content"><Strong><Array key="content"><Text>Figure 2. Digital gene expression analysis.</Text></Array></Strong></Array></Paragraph><Paragraph><Array key="content"><Text>P493-6 cells grown in the presence of tetracycline (Tet) for 72 hr for repression of the conditional p</Text><Emphasis><Array key="content"><Text>myc</Text></Array></Emphasis><Text>-tet construct, were switched into Tet-free growth medium to induce c-Myc expression. Cells were cultured in two separate lots of serum. Transcripts/cell estimates from NanoString nCounter gene expression assays (</Text><CodeExpression><Text key="text">prettyNum(length(unique(comb.means$Accession)), big.mark=",")</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text> genes assay) for active (left) and silent (right) genes at 0, 1, and 24 hr after release from Tet. Active genes expressed greater than 1 transcript/cell. Silent genes expressed less than 0.5 transcript/cell. Box and whisker plots with median represented as the line through the box and whiskers representing values within 1.5 IQR of the first and third quartile. Cells grown in serum lot one: active genes = </Text><CodeExpression><Text key="text">length(active_0hr_l1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, silent genes = </Text><CodeExpression><Text key="text">length(silent_0hr_l1)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>. Cells grown in serum lot two: active genes = </Text><CodeExpression><Text key="text">length(active_0hr_l2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>, silent genes = </Text><CodeExpression><Text key="text">length(silent_0hr_l2)</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>. Confirmatory analysis is reported in Table 1 and exploratory statistical analysis is reported in Table 2 and Table 3. Additional details for this experiment can be found at </Text><Link><Text key="target">https://osf.io/fn2y4/</Text><Array key="content"><Text>https://osf.io/fn2y4/</Text></Array></Link><Text>.</Text></Array></Paragraph><Paragraph><Array key="content"><Strong><Array key="content"><Text>Figure 2 - figure supplement 1. Logarithmic expression of genes.</Text></Array></Strong></Array></Paragraph><Paragraph><Array key="content"><Text>This is the same experiment as in Figure 2. (</Text><Strong><Array key="content"><Text>A</Text></Array></Strong><Text>-</Text><Strong><Array key="content"><Text>B</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>E</Text></Array></Strong><Text>-</Text><Strong><Array key="content"><Text>F</Text></Array></Strong><Text>) Gene expression data plotted on a log2 transformed scale for active (</Text><Strong><Array key="content"><Text>A</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>E</Text></Array></Strong><Text>) and silent (</Text><Strong><Array key="content"><Text>B</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>F</Text></Array></Strong><Text>) genes at 0, 1, and 24 hr after release from Tet for both lots of serum. (</Text><Strong><Array key="content"><Text>C</Text></Array></Strong><Text>-</Text><Strong><Array key="content"><Text>D</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>G</Text></Array></Strong><Text>-</Text><Strong><Array key="content"><Text>H</Text></Array></Strong><Text>) Box and whisker plots showing gene expression changes (log2 ratio) between the indicated times for active (</Text><Strong><Array key="content"><Text>C</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>G</Text></Array></Strong><Text>) and silent (</Text><Strong><Array key="content"><Text>D</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>H</Text></Array></Strong><Text>) genes. Median represented as the line through the box and whiskers representing values within 1.5 IQR of the first and third quartile. Additional details for this experiment can be found at </Text><Link><Text key="target">https://osf.io/fn2y4/</Text><Array key="content"><Text>https://osf.io/fn2y4/</Text></Array></Link><Text>.</Text></Array></Paragraph><Paragraph><Array key="content"><Strong><Array key="content"><Text>Figure 2 - figure supplement 2. Comparison of gene expression data as continuous.</Text></Array></Strong></Array></Paragraph><Paragraph><Array key="content"><Text>This is the same experiment as in Figure 2. (</Text><Strong><Array key="content"><Text>A</Text></Array></Strong><Text>-</Text><Strong><Array key="content"><Text>C</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>E</Text></Array></Strong><Text>-</Text><Strong><Array key="content"><Text>G</Text></Array></Strong><Text>) Scatter plots of log2 transformed gene expression data for all genes analyzed at the indicated times on the y and x axes for both lots of serum. Active genes are blue, silent genes are red, and genes that are neither active or silent (expression was more than 0.5 transcript/cell and less than 1 transcript/cell at time 0 hr) are white. (</Text><Strong><Array key="content"><Text>D</Text></Array></Strong><Text>, </Text><Strong><Array key="content"><Text>H</Text></Array></Strong><Text>) Box and whisker plots showing gene expression changes (log2 ratio) between the indicated times for all genes analyzed for both lots of serum. Median represented as the line through the box and whiskers representing values within 1.5 IQR of the first and third quartile. Additional details for this experiment can be found at </Text><Link><Text key="target">https://osf.io/fn2y4/</Text><Array key="content"><Text>https://osf.io/fn2y4/</Text></Array></Link><Text>.</Text></Array></Paragraph><CodeChunk><Text key="text">table1_active &lt;- data.frame(dat[c(1:5)]) #subsets on active genes
table1_active &lt;- melt(table1_active,id.vars = c("Study","Label")) #melts on Study and Label Variables
table1_active$interaction &lt;- interaction(table1_active$Study,table1_active$variable) 
table1_active &lt;- reshape(table1_active, idvar="interaction", timevar = "Label",direction="wide")
table1_active &lt;- table1_active[,c(2:4,7,10)]

table1_silent &lt;- data.frame(dat[c(1:2,6:8)]) #subsets on silent genes
table1_silent &lt;- melt(table1_silent,id.vars = c("Study","Label")) #melts on Study and Label Variables
table1_silent$interaction &lt;- interaction(table1_silent$Study,table1_silent$variable)
table1_silent &lt;- reshape(table1_silent, idvar="interaction", timevar = "Label",direction="wide")
table1_silent &lt;- table1_silent[,c(2:4,7,10)]

table1 &lt;- rbind(table1_active,table1_silent) #combines silent and active into one data frame

#changes column names
colnames(table1) &lt;- c("Study","Comparison","Z value","p value","sample size (n)")
#creates comparison column/ renames comparisons
table1$Comparison &lt;- rep(c(rep("0hr vs 1hr",3),rep("0hr vs 24hr",3),rep("1hr vs 24hr",3)),2)
rownames(table1) &lt;- NULL #deletes row names
table1$Study &lt;- as.character(table1$Study) #Makes 'study' variable as character 
table1[c(2:3,5:6,8:9,11:12,14:15,17:18),2] &lt;- c("","")
#label active and silent categories
table1$Genes &lt;- c(c("Active",rep(c(""),8)),c("Silent",rep(c(""),8)))
table1 &lt;- table1[,c(6,2,1,3:5)]
</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="include">FALSE</Text></Object><Text key="label">Table</Text><Array key="caption"><Paragraph><Array key="content"><Text>1. Confirmatory statistical tests.</Text></Array></Paragraph></Array></CodeChunk><CodeChunk><Text key="text">library(pander)
pander(table1)</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="echo">F</Text></Object></CodeChunk><Paragraph><Array key="content"><Text>These confirmatory statistical tests relate to the data presented in Figure 2. Wilcoxon signed-rank test, which treat the data as paired, were conducted for the original study (Lin et al., 2012) and this replication attempt (RP:CB). Uncorrected </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> values are reported with an </Text><Emphasis><Array key="content"><Text>a priori</Text></Array></Emphasis><Text> significance threshold of </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(0.05/3, digits = 4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>. Sample sizes reported are based on the sample size used in the tests. Additional details for this experiment can be found at </Text><Link><Text key="target">https://osf.io/fn2y4/</Text><Array key="content"><Text>https://osf.io/fn2y4/</Text></Array></Link><Text>.</Text></Array></Paragraph><CodeChunk><Text key="text">#Subsets on only Wilcoxon Rank-Sum Tests
WilcoxonRS &lt;- dat[c(1,9:12)]
table2_active &lt;- melt(WilcoxonRS,id.vars = c("Study","Label.1")) #melts on Study and Label Variables
table2_active$interaction &lt;- interaction(table2_active$Study,table2_active$variable) 
table2_active &lt;- reshape(table2_active, idvar="interaction", timevar = "Label.1",direction="wide")
table2_active &lt;- table2_active[,c(2:4,7,10)]

table2_silent &lt;- data.frame(dat[c(1,9,13:15)]) #subsets on silent genes
table2_silent &lt;- melt(table2_silent,id.vars = c("Study","Label.1")) #melts on Study and Label Variables
table2_silent$interaction &lt;- interaction(table2_silent$Study,table2_silent$variable)
table2_silent &lt;- reshape(table2_silent, idvar="interaction", timevar = "Label.1",direction="wide")
table2_silent &lt;- table2_silent[,c(2:4,7,10)]

table2 &lt;- rbind(table2_active,table2_silent) #combines silent and active into one data frame

#changes column names
colnames(table2) &lt;- c("Study","Comparison","W value","p value","sample size (n)")
#creates comparison column/ renames comparisons
table2$Comparison &lt;- rep(c(rep("0hr vs 1hr",3),rep("0hr vs 24hr",3),rep("1hr vs 24hr",3)),2)
rownames(table2) &lt;- NULL #deletes row names
table2$Study &lt;- as.character(table2$Study) #Makes 'study' variable as character 
table2[c(2:3,5:6,8:9,11:12,14:15,17:18),2] &lt;- c("","")
#label active and silent categories
table2$Genes &lt;- c(c("Active",rep(c(""),8)),c("Silent",rep(c(""),8)))
table2 &lt;- table2[,c(6,2,1,3:5)]
</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="include">FALSE</Text></Object><Text key="label">Table</Text><Array key="caption"><Paragraph><Array key="content"><Text>2. Exploratory statistical tests.</Text></Array></Paragraph></Array></CodeChunk><CodeChunk><Text key="text">library(pander)
pander(table2)</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="echo">F</Text></Object></CodeChunk><Paragraph><Array key="content"><Text>These exploratory statistical tests relate to the data presented in Figure 2. Wilcoxon rank sum tests, which treat the data as unpaired, were conducted for the original study (Lin et al., 2012) and this replication attempt (RP:CB). Uncorrected </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> values are reported. Sample sizes reported are based on treating genes as unpaired between conditions. Additional details for this experiment can be found at </Text><Link><Text key="target">https://osf.io/fn2y4/</Text><Array key="content"><Text>https://osf.io/fn2y4/</Text></Array></Link><Text>.</Text></Array></Paragraph><CodeChunk><Text key="text">diff &lt;- dat[c(1,16:19)]

# only needed if first column consists of numbers
diff[[1]] &lt;- as.character(diff[[1]])
diff[2,3:5] &lt;- as.character(diff[2,3:5])

table3 &lt;- melt(diff,id.vars = c("Study","Label.2")) #melts on Study and Label Variables
table3$interaction &lt;- interaction(table3$Study,table3$variable) 
table3 &lt;- reshape(table3, idvar="interaction", timevar = "Label.2",direction="wide")
table3 &lt;- table3[,c(2:4,7,10)]

#changes column names
colnames(table3) &lt;- c("Study","Comparison","W value","p value","sample size (n)")
#creates comparison column/ renames comparisons
table3$Comparison &lt;- rep(c(rep("0hr vs 1hr",3),rep("0hr vs 24hr",3),rep("1hr vs 24hr",3)))
rownames(table3) &lt;- NULL #deletes row names
table3$Study &lt;- as.character(table3$Study) #Makes 'study' variable as character 
table3[c(2:3,5:6,8:9),2] &lt;- c("","")
table3 &lt;- table3[,c(2,1,3:5)]
</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="include">FALSE</Text></Object><Text key="label">Table</Text><Array key="caption"><Paragraph><Array key="content"><Text>3. Exploratory statistical tests.</Text></Array></Paragraph></Array></CodeChunk><CodeChunk><Text key="text">pander(table3)</Text><Text key="programmingLanguage">r</Text><Object key="meta"><Text key="echo">F</Text></Object></CodeChunk><Paragraph><Array key="content"><Text>These exploratory statistical tests relate to the data presented in Figure 2. Wilcoxon rank sum tests were conducted for the original study (Lin et al., 2012) and this replication attempt (RP:CB) on the difference in expression of active genes during c-Myc induction (e.g. from 0 hr to 24 hr) compared to the difference in expression of silent genes over that same period (e.g. from 0 hr to 24 hr). Uncorrected </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> values are reported. Sample sizes reported are based on number of active and silent genes used in the tests. Additional details for this experiment can be found at </Text><Link><Text key="target">https://osf.io/fn2y4/</Text><Array key="content"><Text>https://osf.io/fn2y4/</Text></Array></Link><Text>.</Text></Array></Paragraph><Paragraph><Array key="content"><Strong><Array key="content"><Text>Figure 3. Meta-analyses of each effect.</Text></Array></Strong></Array></Paragraph><Paragraph><Array key="content"><Text>Effect size and 95% confidence interval are presented for Lin et al., 2012, this replication study (RP:CB), and a random effects meta-analysis of those two effects. Cohens </Text><Emphasis><Array key="content"><Text>d</Text></Array></Emphasis><Text> is the standardized difference between the two measurements, with a larger positive value indicating total RNA levels are increased at 24 hr compared to 0 hr. The effect size </Text><Emphasis><Array key="content"><Text>r</Text></Array></Emphasis><Text> is a standardized measure of the correlation (strength and direction) of the association between gene expression and c-Myc induction, with a larger positive value indicating gene expression increased during the course of c-Myc induction. Sample sizes used in Lin et al., 2012 and this replication attempt are reported under the study name. (</Text><Strong><Array key="content"><Text>A</Text></Array></Strong><Text>) Total RNA levels in P493-6 cells 0 hr compared to 24 hr after release from tetracycline (meta-analysis </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(exp_meta$pval,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>). (</Text><Strong><Array key="content"><Text>B</Text></Array></Strong><Text>) Gene expression of active or silent genes are shown for all comparisons. Active genes: 0 hr compared to 1 hr (meta-analysis </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">scinot(a.meta.0v1$pval)$coeff</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>x10</Text><Superscript><Array key="content"><CodeExpression><Text key="text">scinot(a.meta.0v1$pval)$exp</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Superscript><Text>), 0 hr compared to 24 hr (meta-analysis </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">scinot(a.meta.0v24$pval)$coeff</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>x10</Text><Superscript><Array key="content"><CodeExpression><Text key="text">scinot(a.meta.0v24$pval)$exp</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Superscript><Text>), 1 hr compared to 24 hr (meta-analysis </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(a.meta.1v24$pval,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>). Silent genes: 0 hr compared to 1 hr (meta-analysis </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(s.meta.0v1$pval,3))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>), 0 hr compared to 24 hr (meta-analysis </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">scinot(s.meta.0v24$pval)$coeff</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>x10</Text><Superscript><Array key="content"><CodeExpression><Text key="text">scinot(s.meta.0v24$pval)$exp</Text><Text key="programmingLanguage">r</Text></CodeExpression></Array></Superscript><Text>), 1 hr compared to 24 hr (meta-analysis </Text><Emphasis><Array key="content"><Text>p</Text></Array></Emphasis><Text> = </Text><CodeExpression><Text key="text">sub('^(-)?0[.]','\\1.',round(s.meta.1v24$pval,4))</Text><Text key="programmingLanguage">r</Text></CodeExpression><Text>). Additional details for these meta-analyses can be found at </Text><Link><Text key="target">https://osf.io/5yscz/</Text><Array key="content"><Text>https://osf.io/5yscz/</Text></Array></Link><Text>.</Text></Array></Paragraph></Array><Array key="description"><Paragraph><Array key="content"><Text>As part of the </Text><Link><Text key="target">https://osf.io/e81xl/wiki/home/</Text><Array key="content"><Text>Reproducibility Project: Cancer Biology</Text></Array></Link><Text>, we published a Registered Report (Blum et al., 2015), that described how we intended to replicate selected experiments from the paper "Transcriptional amplification in tumor cells with elevated c-Myc" (Lin et al., 2012). Here we report the results. We found overexpression of c-Myc increased total levels of RNA in P493-6 Burkitts lymphoma cells; however, while the effect was in the same direction as the original study (Figure 3E; Lin et al., 2012), statistical significance and the size of the effect varied between the original study and the two different lots of serum tested in this replication. Digital gene expression analysis for a set of genes was also performed on P493-6 cells before and after c-Myc overexpression. Transcripts from genes that were active before c-Myc induction increased in expression following c-Myc overexpression, similar to the original study (Figure 3F; Lin et al., 2012). Transcripts from genes that were silent before c-Myc induction also increased in expression following c-Myc overexpression, while the original study concluded elevated c-Myc had no effect on silent genes (Figure 3F; Lin et al., 2012). Treating the data as paired, we found a statistically significant increase in gene expression for both active and silent genes upon c-Myc induction, with the change in gene expression greater for active genes compared to silent genes. Finally, we report meta-analyses for each result.</Text></Array></Paragraph></Array></Article></stencila>
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endstream
endobj
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<<
/Filter /FlateDecode
/Type /ObjStm
/N 50
/First 412
/Length 2603
>>
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/Type /ObjStm
/N 23
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>>
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/Size 231
/Root 202 0 R
/Info 1 0 R
/Filter /FlateDecode
/Type /XRef
/Length 718
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