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3ULPHLUDPHQWH�DJUDGHoR�D�'HXV��SRU�QRV�GDU�R�PLODJUH�GD�YLGD��SRGHU�PH�SURSRUFLRQDU�HVWD�

H[SHULrQFLD�H� WHU�PH�FRQGX]LGR�DWp�DTXL��DOpP�GH�SURPRYHU�D�HQWUDGD�QD�PLQKD�YLGD�GH�SHVVRDV�

PXLWR�HVSHFLDLV�

$JUDGHoR�DRV�PHXV�SDLV��(OVD�H�-RmR�TXH��DSHVDU�GD�GLVWkQFLD��VHPSUH�PH�DSRLDUDP�WRGRV�RV�

GLDV��HP�WRGDV�DV�ORXFXUDV�H�SRU�HVWDUHP�VHPSUH�PH�HVSHUDQGR��6HP�HOHV�QmR�VHULD�R�TXH�HVWRX�PH�

WRUQDQGR�KRMH��$R�PHX�LUPmR��-RmR�(GXDUGR��SRU�WRGRV�RV�PRPHQWRV�GH�DOHJULD��$�PLQKD�QDPRUDGD�

6WHSKDQLH��SRU�VHU�R�PHX�DSRLR��LQVSLUDomR�H�PLQKD FRPSDQKLD�

$�SURIHVVRUD�$QGUpLD�GH�0HOR�3RUFDUL��SHOD�RULHQWDomR��HQVLQDPHQWRV��FRQYHUVDV�H�DPL]DGH�

( SRU PH WRUQDU XPD SHVVRD PHOKRU GR TXH HX HUD� DOpP GH VHUYLU FRPR LQVSLUDomR SHVVRDO� H

SURILVVLRQDO�

$RV� DPLJRV� H� FRPSDQKHLURV� GH� WUDEDOKR�� 3HGUR� +HQULTXH� H� /DPDUWLQH�� SHODV� ULVDGDV��

PRPHQWRV�GH�GLVWUDomR��GHEDWHV�H�SULQFLSDOPHQWH�D�DPL]DGH��TXH�HVSHUR�OHYDU�SHOR�UHVWR�GD�YLGD�

$�'UD��6RSKLH�'HUFKDLQ�H�VXD�HTXLSH�SHOR�DSRLR�QD�SDUWH�FOtQLFD��H�D�QRYD DPL]DGH�

(� SULQFLSDOPHQWH� D� WRGDV� DV�PXOKHUHV� TXH� GRDUDP� VHX� SODVPD� H� WHFLGRV�� EHP� FRPR� DRV�

SURILVVLRQDLV�GD�iUHD�PpGLFD�TXH�OKHV�SUHVWDUDP�R�DWHQGLPHQWR�H�SHUPLWLUDP�D�FROHWD�GDV�DPRVWUDV�

$�WRGRV�RV�DOXQRV�GR�&$0�H�DPLJRV�GD�81,)$*��SHOD�DPL]DGH�H�FRPSDQKLD�GLiULD��

$�8QLYHUVLGDGH�6mR�)UDQFLVFR�H�DRV�SURIHVVRUHV�GR�33*&6�SRU�WRGR�R�HQVLQDPHQWR�

2�SUHVHQWH�WUDEDOKR�IRL�UHDOL]DGR�FRP�DSRLR�GD�&RRUGHQDomR�GH�$SHUIHLoRDPHQWR�GH�3HVVRDO�

GH�1tYHO�6XSHULRU�� %UDVLO��&$3(6��� &yGLJR�GH�)LQDQFLDPHQWR�����H�)$3(63����������������
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³2�LQVXFHVVR�p�DSHQDV�XPD�RSRUWXQLGDGH�SDUD�

UHFRPHoDU�FRP�PDLV LQWHOLJrQFLD´

+HQU\ )RUG
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'HYLGR D HOHYDGD LQFLGrQFLD H PRUWDOLGDGH� R FkQFHU GH PDPD p FRQVLGHUDGR XP SUREOHPD GH VD~GH�
S~EOLFD��WDQWR�HP�SDtVHV�HP�GHVHQYROYLPHQWR�FRPR�GHVHQYROYLGRV��2�FkQFHU�GH�PDPD�p�XPD�GRHQoD�
KHWHURJrQHD�� FODVVLILFDGD� HP� GLYHUVRV� VXEWLSRV� PROHFXODUHV� H� KLVWROyJLFRV� TXH�� GHYLGR� j�
GHVUHJXODomR� GH� YLDV� FHOXODUHV�� FRQIHUHP� XPD� YDULDELOLGDGH� GH� SURJQyVWLFR� H� GH� UHVSRVWDV� j�
TXLPLRWHUDSLD��2� FkQFHU� DOWHUD� R�PHWDEROLVPR� FHOXODU� GHYLGR� DRV� SURFHVVRV� UHODFLRQDGRV� DR� VHX�
GHVHQYROYLPHQWR�� UHPRGHODomR�GR� WHFLGR��SURFHVVR�PHWDVWiWLFR�H�HVWHV�JDUDQWHP�D� VREUHYLYrQFLD�
FHOXODU�� $� GHWHFomR� GDV� DOWHUDo}HV� GH�PHWDEyOLWRV�� FRP� REMHWLYR� GH� GLDJQyVWLFR� RX� SURJQyVWLFR�
HPSUHJDGR HP GLYHUVDV PDWUL]HV ELROyJLFDV� (VWH WUDEDOKR WHYH SRU REMHWLYR�FRPSDUDU D DEXQGkQFLD�
GH�PHWDEyOLWRV�GLDJQyVWLFRV�QR�FkQFHU�GH�PDPD�HP�GXDV�PDWUL]HV��SODVPD�H�WHFLGR�WXPRUDO��3DUD�
GHWHUPLQDU�R�SHUILO� OLStGLFR�� IRUDP�XWLOL]DGDV�GLIHUHQWHV�SODWDIRUPDV�GH�HVSHFWURPHWULD�GH�PDVVDV�
�06����L��DQiOLVH�GR�SODVPD�SRU�FURPDWRJUDILD�OtTXLGD�DFRSODGD�j�HVSHFWURPHWULD�GH�PDVVDV��/&�
06�� GR� LQJOrV� /LTXLG� FKURPDWRJUDSK\�06�� H� �LL�� DQiOLVH� GR� WHFLGR� WXPRUDO� SRU� GHVRUSWLRQ�
HOHFWURVSUD\�LRQL]DWLRQ�± PDVV�VSHFWURPHWU\�LPDJLQJ��'(6,�06,���)RUDP�LQYHVWLJDGDV�DPRVWUDV�GH�
���PXOKHUHV� FRP� GLDJQyVWLFR� GH� FkQFHU� GH�PDPD�� TXH� WLYHUDP� VHX� SODVPD� H�RX� IUDJPHQWRV� GH�
ELySVLD�SRU�DJXOKDPHQWR�H�RX�HVSpFLPH�FLU~UJLFR�FROHWDGRV��UHVXOWDQGR�HP����DPRVWUDV�GH�SODVPD��
���DPRVWUDV�GH�ELySVLD�H����HVSpFLPHV�FLU~UJLFRV��REWLGRV�HP SDUFHULD�FRP�R�+RVSLWDO�GD�0XOKHU�
�&$,60�± 8QLYHUVLGDGH�GH�&DPSLQDV���$OpP�GLVVR�����PXOKHUHV�VDXGiYHLV�VHP�KLVWyULFR�IDPLOLDU�
GH�FkQFHU�GH�PDPD�FRQKHFLGR�IRUDP�YROXQWiULDV�DR�SURMHWR��GDV�TXDLV�WDPEpP�IRL�FROHWDGR�SODVPD�
SDUD�FRPSRU�XP�JUXSR�FRQWUROH��$V DPRVWUDV�GH�WHFLGR�DQDOLVDGDV�SRU�'(6,�06,�IRUDP�FODVVLILFDGDV�
FRP�EDVH�HP�XP�PRGHOR�SUHGLWLYR�HVWDEHOHFLGR�SRU�QRVVR�JUXSR��$V����PROpFXODV�HQFRQWUDGDV�FRPR�
GLIHUHQFLDLV�QR�PRGHOR�SUpYLR�IRUDP�DYDOLDGDV�HQWUH�RV�OLStGLRV�GHWHFWDGRV�QR�SODVPD��VHQGR�TXH�
DSHQDV����GHODV�SXGHUDP�VHU�GHWHFWDGDV�QR�SODVPD�SRU�/&�06��(PERUD�WHQKDP�VLGR�FRPXQV�HQWUH�
DV�GXDV�PDWUL]HV��WDLV�PROpFXODV�QmR�DSUHVHQWDUDP�SRGHU�FODVVLILFDWyULR�RX�SUHGLWLYR�SDUD�DYDOLDomR�
GR�SODVPD��$�FRPSDUDomR�GDV�GLIHUHQWHV�PDWUL]HV� UHYHORX�� SRUWDQWR�� TXH�FDGD�XPD�GHODV� SDUHFH�
SRVVXLU� D� VXD� DVVLQDWXUD�PROHFXODU� HVSHFtILFD�HP� UHODomR�D� SUHVHQoD�GH�QHRSODVLDV�� HPERUD�KDMD�
PROpFXODV� VHPHOKDQWHV�� R� TXH� LPSOLFDULD� QD� QHFHVVLGDGH� GH� XP� FRQMXQWR� SUySULR� GH�PROpFXODV�
GLIHUHQFLDLV�SDUD�FDGD�PDWUL]��3RVVLYHOPHQWH��WUrV�IDWRUHV�HVWmR�DVVRFLDGRV�FRP QRVVRV DFKDGRV� �L�
D GLOXLomR QR VDQJXH SHULIpULFR GH ELRPDUFDGRUHV HVSHFtILFRV GH WHFLGRV�
�LL� RV GLIHUHQWHV PpWRGRV GH H[WUDomR H DQiOLVH DSOLFDGRV jV DPRVWUDV GH SODVPD H WHFLGR� H �LLL� D
KHWHURJHQHLGDGH�GRV�WXPRUHV��HP�UHODomR�DR�JUDX�H�YROXPH�WXPRUDO��SDUD�RV�SDUWLFLSDQWHV�GR�HVWXGR��
2� HVWXGR� SRVVLELOLWRX� YHULILFDU� TXH� D� WpFQLFD� GH�'(6,�06,� p� FDSD]� GH� FODVVLILFDU� FRP� r[LWR� RV�
FDUFLQRPDV� GH� WLSR� HVSHFLDO�� HP� DERUGDJHP� LQWHUODERUDWRULDO� H�PXOWLFrQWULFD��(PERUD� HP�HVFDOD�
SLORWR��HVVH�WUDEDOKR�UHIRUoD�D�YLDELOLGDGH�GR�XVR�GH�P~OWLSODV�WpFQLFDV�GH�06�SDUD�GLDJQyVWLFR�GH�
FkQFHU�GH�PDPD��XWLOL]DQGR�GLIHUHQWHV�PDWUL]HV�FRPR�R�WHFLGR�H�R�SODVPD�

'HVFULWRUHV�� (VSHFWURPHWULD� GH� 0DVVDV�� ,PDJHDPHQWR�� 0HWDERO{PLFD�� 1HRSODVLDV� GD� 0DPD��
3ODVPD�
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'XH�WR�WKH�KLJK�LQFLGHQFH�DQG�PRUWDOLW\��EUHDVW�FDQFHU�LV�FRQVLGHUHG�D�SXEOLF�KHDOWK�SUREOHP��ERWK�
LQ�GHYHORSLQJ� DQG�GHYHORSHG�FRXQWULHV��%UHDVW� FDQFHU� LV� D� KHWHURJHQHRXV�GLVHDVH�� FODVVLILHG� LQWR�
VHYHUDO� PROHFXODU� DQG� KLVWRORJLFDO� VXEW\SHV� WKDW�� GXH� WR� WKH� GHUHJXODWLRQ� RI� FHOOXODU� SDWKZD\V��
SURYLGH�D�YDULDELOLW\�LQ�SURJQRVLV�DQG�UHVSRQVHV�WR�FKHPRWKHUDS\��&DQFHU�DOWHUV�FHOOXODU�PHWDEROLVP�
GXH� WR� SURFHVVHV� UHODWHG� WR� LWV� GHYHORSPHQW�� WLVVXH� UHPRGHOLQJ�� PHWDVWDWLF� SURFHVV� DQG� WKHVH�
JXDUDQWHH�FHOO�VXUYLYDO��7KH�GHWHFWLRQ�RI�DOWHUDWLRQV�RI�PHWDEROLWHV��ZLWK�WKH�REMHFWLYH�RI�GLDJQRVLV�
RU�SURJQRVLV�XVHG� LQ�VHYHUDO�ELRORJLFDO�PDWULFHV��7KLV�VWXG\�DLPHG�WR�FRPSDUH� WKH�DEXQGDQFH�RI�
GLDJQRVWLF�PHWDEROLWHV�LQ�EUHDVW FDQFHU�LQ�WZR�PDWULFHV��SODVPD�DQG�WXPRU�WLVVXH��7R�GHWHUPLQH�WKH�
OLSLG�SURILOH��GLIIHUHQW�PDVV�VSHFWURPHWU\��06��SODWIRUPV�ZHUH�XVHG���L��D�SODVPD�DQDO\VLV�E\�OLTXLG�
FKURPDWRJUDSK\�FRXSOHG�WR�PDVV�VSHFWURPHWU\��/&�06��IURP�/LTXLG�FKURPDWRJUDSK\�06��DQG��LL��
WXPRU� WLVVXH�DQDO\VLV�E\�HOHFWURVSUD\� LRQL]DWLRQ�GHVRUSWLRQ� � PDVV�VSHFWURPHWU\� LPDJLQJ��'(6,�
06,��:HUH�XVHG�VDPSOHV�RI����ZRPHQ�GLDJQRVHG�ZLWK�EUHDVW�FDQFHU��ZKR�KDG�WKHLU�SODVPD�DQG���RU�
ELRSV\�IUDJPHQWV�E\�QHHGOH�DQG���RU�VXUJLFDO�VSHFLPHQ�FROOHFWHG��UHVXOWLQJ�LQ����SODVPD�VDPSOHV�����
ELRSV\� VDPSOHV� DQG� ��� VXUJLFDO� VSHFLPHQV�� REWDLQHG� LQ� SDUWQHUVKLS�ZLWK� WKH�:RPHQ
V� +RVSLWDO�
�&$,60�� 8QLYHUVLW\�RI�&DPSLQDV���,Q�DGGLWLRQ����KHDOWK\�ZRPHQ�ZLWK�QR�NQRZQ�IDPLO\�KLVWRU\�RI�
EUHDVW�FDQFHU�YROXQWHHUHG�IRU�WKH�SURMHFW��IURP�ZKLFK�SODVPD�ZDV�DOVR�FROOHFWHG�WR�IRUP�D�FRQWURO�
JURXS�� 7KH� WLVVXH� VDPSOHV� DQDO\]HG� E\�'(6,�06,�ZHUH� FODVVLILHG� EDVHG� RQ� D� SUHGLFWLYH�PRGHO�
HVWDEOLVKHG� E\� RXU� JURXS�� 7KH� ���PROHFXOHV� IRXQG� DV� GLIIHUHQWLDOV� LQ� WKH� SUHYLRXV�PRGHO� ZHUH�
HYDOXDWHG�DPRQJ�WKH�OLSLGV�GHWHFWHG�LQ�WKH�SODVPD��DQG�RQO\����RI�WKHP�FRXOG�EH�GHWHFWHG�LQ�WKH�
SODVPD�E\�/&�06��$OWKRXJK�WKH\�ZHUH�FRPPRQ�EHWZHHQ�WKH�WZR�PDWULFHV��WKHVH�PROHFXOHV�GLG�QRW�
KDG� D� FODVVLILFDWRU\� RU� SUHGLFWLYH� SRZHU� IRU� SODVPD� HYDOXDWLRQ��7KH� FRPSDULVRQ� RI� WKH� GLIIHUHQW�
PDWULFHV� UHYHDOHG�� WKHUHIRUH�� WKDW�HDFK�RI� WKHP�VHHPV� WR�KDYH� LWV� VSHFLILF�PROHFXODU�VLJQDWXUH� LQ�
UHODWLRQ�WR�WKH�SUHVHQFH�RI�QHRSODVPV��DOWKRXJK�WKHUH�DUH�VLPLODU�PROHFXOHV��ZKLFK�ZRXOG�LPSO\�WKH�
QHHG�IRU�D�VSHFLILF�VHW�RI�GLIIHUHQWLDO�PROHFXOHV�IRU�HDFK�PDWUL[��3RVVLEO\��WKUHH�IDFWRUV�DUH�DVVRFLDWHG�
ZLWK�RXU�ILQGLQJV���L��WKH�GLOXWLRQ�LQ�SHULSKHUDO�EORRG�RI�VSHFLILF�WLVVXH�ELRPDUNHUV���LL��WKH�GLIIHUHQW�
H[WUDFWLRQ�DQG�DQDO\VLV�PHWKRGV�DSSOLHG�WR�WKH�SODVPD�DQG�WLVVXH�VDPSOHV��DQG��LLL��WKH�KHWHURJHQHLW\�
RI�WKH�WXPRUV��LQ�UHODWLRQ�WR�WXPRU�JUDGH�DQG�YROXPH��IRU�WKH�VWXG\�SDUWLFLSDQWV��7KH�VWXG\�PDGH�
SRVVLEOH�WR�YHULI\�WKDW�WKH�'(6,�06,�WHFKQLTXH�LV�FDSDEOH�RI�VXFFHVVIXOO\�FODVVLI\LQJ�VSHFLDO�W\SH�
FDUFLQRPDV��LQ�DQ�LQWHUODERUDWRU\�DQG PXOWLFHQWULF�DSSURDFK��$OWKRXJK�RQ�D�SLORW�VFDOH��WKLV�ZRUN�
UHLQIRUFHV�WKH�YLDELOLW\�RI�XVLQJ�PXOWLSOH�06�WHFKQLTXHV�IRU�WKH�GLDJQRVLV�RI�EUHDVW�FDQFHU��XVLQJ�
GLIIHUHQW�PDWULFHV�VXFK�DV�WLVVXH�DQG�SODVPD�

.H\ZRUGV��0DVV�6SHFWURPHWU\��,PDJLQJ��0HWDERORPLFV��%UHDVW�QHRSODVPV��3ODVPD�
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$3&,�� $WPRVSKHULF�3UHVVXUH�&KHPLFDO�,RQL]DWLRQ�

$33,�� $WPRVSKHULF�3UHVVXUH�3KRWR�,RQL]DWLRQ�

$8&�� $UHD�8QGHU�WKH�&XUYH

&',�� &DUFLQRPD�GXFWDO�LQYDVLYR��

&,'�� &ROOLVLRQ�,QGXFHG�'LVVRFLDWLRQ�

'D�� 'DOWRQV

'(6,�06,�� 'HVRUSWLRQ�(OHFWURVSUD\�,RQL]DWLRQ�� 0DVV�6SHFWURPHWU\�,PDJLQJ

(6,�� (OHFWURVSUD\�,RQL]DWLRQ

)7�,&5�� )RXULHU�7UDQVIRUP�,RQ�&\FORWURQ�5HVRQDQFH��

+(5��� +XPDQ�(SLGHUPDO�*URZWK�)DFWRU�5HFHSWRU�� 7\SH���

+0'%�� +XPDQ�0HWDERORPH 'DWDEDVH

,&����� ËQGLFH�GH�&RQILDQoD����

.(**�� .\RWR�(QF\FORSHGLD�RI�*HQHV�DQG�*HQRPHV

/$662�� /HDVW�$EVROXWH�6KULQNDJH�DQG�6HOHFWLRQ�2SHUDWRU

/&�06�� /LTXLG�&KURPDWRJUDSK\�FRXSOHG�WR�0DVV�6SHFWURPHWU\�

P�]�� UD]mR�PDVVD�FDUJD

P51$�� 0HVVHQJHU�5LERQXFOHLF�$FLG�

06�� 0DVV�6SHFWURPHWU\

06�06�� 7DQGHP�0DVV�6SHFWURPHWU\�

06,�� 0DVV�6SHFWURPHWU\�,PDJLQJ�

167�� 1R�6SHFLDO�7\SH

3&$�� 3ULQFLSDO�&RPSRQHQW�$QDO\VLV

3/6�'$�� 3DUWLDO�/HDVW�6TXDUHV�'LVFULPLQDQW�$QDO\VLV

5(�� 5HFHSWRU�GH�(VWUyJHQR�

5+�� 5HFHSWRU�+RUPRQDO

52&�� 5HFHLYHU�2SHUDWLQJ�&KDUDFWHULVWLFV

53�� 5HFHSWRU�GH�3URJHVWHURQD�

67�� 6SHFLDO�7\SH

690�� 6XSSRUW�9HFWRU�0DFKLQH
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),*85$ �� 5HODomR HQWUH DV FLrQFLDV ³{PLFDV´ QR HVWXGR GH VLVWHPDV ELROyJLFRV ��������������������������

),*85$ �� 5HSUHVHQWDomR HVWUXWXUDO GH XP HVSHFWU{PHWUR GH PDVVDV ��������������������������������������������

),*85$ ��5HSUHVHQWDomR GD LRQL]DomR SRU '(6,�06��������������������������������������������������������������������
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7$%(/$����3HUILO�LPXQRIHQRWtSLFR�SDUD�D�FODVVLILFDomR�PROHFXODU�SRU�LPXQRKLVWRTXtPLFD�GRV�

WXPRUHV GH PDPD ������������������������������������������������������������������������������������������������������������������������������
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�� ,1752'8d­2 ��

��� &kQFHU�GH�PDPD�± LQFLGrQFLD� H FDUDFWHUL]DomR ��

��� 0HWDERO{PLFD ��

��� (VSHFWURPHWULD GH 0DVVDV ��

����� 7pFQLFDV�GH ,RQL]DomR $PELHQWH ��

����� ,PDJHDPHQWR SRU '(6,�06 ��

����� &RPSDUDo}HV�HQWUH�/&�06 H '(6,�06 ��

����� $QiOLVH��WUDWDPHQWR�GH�GDGRV�H�DWULEXLomR� GRV tRQV ��

���� +LSyWHVH ��

�� 2%-(7,926 ��

���� 2EMHWLYRV 3ULQFLSDLV ��

���� 2EMHWLYRV 6HFXQGiULRV ��

�� &$3Ë78/2 � ��

��� $UWLJR 3XEOLFDGR ��

�� &21&/86­2 ( 3(563(&7,9$6 ��

�� 5()(5Ç1&,$6��%,%/,2*5È),&$6 ��
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��� &kQFHU�GH�PDPD�± LQFLGrQFLD�H FDUDFWHUL]DomR

&kQFHU� p� D� GHQRPLQDomR� GH� XP� JUXSR� GH� PDLV� GH� ���� GRHQoDV� TXH� WrP� HP� FRPXP� R�

FUHVFLPHQWR�GHVRUGHQDGR�GH�FpOXODV��TXH�SRGHP�LQYDGLU�RXWURV�WHFLGRV�H�yUJmRV��,1&$��������

2�FkQFHU�VXUJH�D�SDUWLU�GH�XPD�FpOXOD�TXH�DGTXLULX�YDULDQWH�JHQpWLFD�SDWRJrQLFD�VHQGR�TXH��

DSyV� R� SURFHVVR� GH� PLWRVH�� VXDV� FpOXODV� GHVFHQGHQWHV� DFXPXODP� QRYDV� YDULDQWHV� SDWRJrQLFDV��

4XDQGR�Ki�XP�DF~PXOR�GH�YDULDQWHV�SDWRJrQLFDV�VXILFLHQWH�SDUD�WRUQDU�HVVD�FpOXOD�GLIHUHQFLDGD�GR�

VHX� WHFLGR� GH� RULJHP�� FRP� ILVLRORJLD� H� PRUIRORJLD� FRQWUDVWDQWH� DR� WHFLGR� TXH� SHUWHQFHUD�� HVWD�

FDUDFWHUL]D�VH�FRPR�XPD�FpOXOD�FDQFHURVD��(VWH�p�XP�SURFHVVR�OHQWR��R�TXH�SURYDYHOPHQWH�H[SOLFD�

D�PDLRU�LQFLGrQFLD�GH�FkQFHU�HP�SHVVRDV�LGRVDV��$V�FpOXODV�WXPRUDLV�WrP�DOJXPDV�FDUDFWHUtVWLFDV�

FRPR�VXD�SUROLIHUDomR�DFHOHUDGD��SHUGD�GD�FDSDFLGDGH�GH�DGHUrQFLD��LQYDVmR�D�WHFLGRV�DGMDFHQWHV�H�

FDSDFLGDGH�GH�GLVVHPLQDomR�SHOR�RUJDQLVPR��HP�XP�SURFHVVR�FKDPDGR�PHWiVWDVH��TXH�OKH�SHUPLWH�

VH�HVWDEHOHFHU�HP�ORFDLV�GLVWDQWHV�GH�VXD�RULJHP��QRV�TXDLV�SURGX]�WXPRUHV�VHFXQGiULRV��*5$+$0��

627725,9$��������$*%$5<$�HW�DO���������

'HQWUR� GHVWH� JUXSR� GH� GRHQoDV�� RV� WXPRUHV� GH� PDPD� VmR� RV� PDLV� LQFLGHQWHV� HQWUH� DV�

PXOKHUHV��VHQGR�DVVRFLDGR�D�PDLRU�PRUWDOLGDGH�QHVWH�VH[R��(VWLPD�VH�TXH��VRPHQWH�QR�DQR�GH�������

DSUR[LPDGDPHQWH�GH�����������QRYRV�FDVRV�IRUDP�GLDJQRVWLFDGRV�H�DSUR[LPDGDPHQWH�GH���������

PXOKHUHV�PRUUHUDP�GHYLGR�D�GRHQoD�VHQGR�TXH��DSUR[LPDGDPHQWH�������������GD�WRWDOLGDGH�GDV�

PRUWHV�RFRUUHUDP�QR�%UDVLO��*/2%2&$1���������3RU�FRQWD�GD�HOHYDGD�LQFLGrQFLD��H�PRUWDOLGDGH��

R� FkQFHU� GH� PDPD� p� FRQVLGHUDGR� XP� SUREOHPD� GH� VD~GH� S~EOLFD�� WDQWR� HP� SDtVHV� � HP�

GHVHQYROYLPHQWR� FRPR�GHVHQYROYLGRV��&HUWDV� FDUDFWHUtVWLFDV�FRPR�R�HVWiGLR� FOtQLFR� WXPRUDO� � DR�

GLDJQyVWLFR��D�TXDOLGDGH�QR�WUDWDPHQWR��SUHVHQoD�GH�GLYHUVRV�VXEWLSRV�PROHFXODUHV�H�D�UHVSRVWD�j�

WHUDSLD� MXVWLILFDP�DV� WD[DV�GH�PRUWDOLGDGH�DSUHVHQWDGDV�SHOR�FkQFHU�GH�PDPD��&$5'262�HW DO���

������%5$<�HW�DO����������2XWURV�IDWRUHV�DOpP�GR�VH[R�H�LGDGH�HVWmR�DVVRFLDGRV�DR�GHVHQYROYLPHQWR�

GR�FkQFHU�GH�PDPD��FRPR�D�H[SRVLomR�D�HVWUyJHQRV�HQGyJHQRV�H�H[yJHQRV��REHVLGDGH��KLVWyULFR�

IDPLOLDU��YDULDQWHV�JHQpWLFDV�SDWRJrQLFDV��H[SRVLomR�D�UDGLDo}HV�LRQL]DQWHV�H�VHU�HWLOLVWD��681�HW�DO��

������

2�FkQFHU�GH�PDPD�p�XPD�GRHQoD�KHWHURJrQHD��FODVVLILFDGD�HP�GLYHUVRV�VXEWLSRV�PROHFXODUHV�

H�KLVWROyJLFRV�TXH��GHYLGR�j�GHVUHJXODomR�GH�GLYHUVDV�YLDV�FHOXODUHV��FRQIHUHP�XPD�YDULDELOLGDGH�GH�

SURJQyVWLFR�H�UHVSRVWD�j�TXLPLRWHUDSLD��&2$7(6�HW�DO���������3(528�HW�DO���������



��

'H�DFRUGR�FRP�D�H[SUHVVmR�GR�UHFHSWRU�GH�HVWUyJHQR��5(�� UHFHSWRU�GH�SURJHVWHURQD��53��

SURWHtQD�QXFOHDU��.L�����H�UHFHSWRU�WLSR���GR�IDWRU�GH�FUHVFLPHQWR�HSLGpUPLFR�KXPDQR��+(5���GR�

LQJOrV�+XPDQ�(SLGHUPDO�JURZWK�IDFWRU�5HFHSWRU�W\SH�����R�FkQFHU�GH�PDPD�SRGH�VHU�JHQHWLFDPHQWH�

FODVVLILFDGRV�QRV�VHJXLQWHV�FOXVWHUV�KLHUiUTXLFRV���L��/XPLQDO�$���LL��/XPLQDO�%�

�LLL� /XPLQDO�%�FRP�+(5��KLSHUH[SUHVVR���LY��1mR�/XPLQDO�FRP�+(5��KLSHUH[SUHVVR�H��Y��7ULSOR�

1HJDWLYR�� VHQGR�TXH�� HVVHV� VXEWLSRV�HVWmR�DVVRFLDGRV�jV�FDUDFWHUtVWLFDV� WXPRUDLV� �3(528�HW� DO���

������6�5/,(�HW�DO����������8P�HVTXHPD�PRVWUDQGR�D�H[SUHVVmR�GHVVHV�PDUFDGRUHV�PROHFXODUHV�

HQWUH�RV�GLIHUHQWHV�VXEWLSRV�p�DSUHVHQWDGR�QD�7DEHOD����(PERUD�D�FODVVLILFDomR�GRV�FDUFLQRPDV�GH�

PDPD�HP�VXEWLSRV�PROHFXODUHV� WHQKD�FRQWULEXtGR�SDUD�D�PHOKRU�HVWUDWLILFDomR�GDV�SDFLHQWHV�HP�

GLYHUVRV�UHJLPHV�WHUDSrXWLFRV��XP�JUDQGH�Q~PHUR�GH�PXOKHUHV�FRP�FkQFHU�GH�PDPD�WHP�SURJUHVVmR�

RX�UHFLGLYD�GR�WXPRU��DSHVDU�GD�WHUDSLD�VLVWrPLFD��GH�IRUPD�TXH�D�WHUDSLD�QmR�FRQILJXUD�JDUDQWLD�GH�

HVWDELOLGDGH�RX�UHFXSHUDomR�GR�TXDGUR�FOtQLFR��*2%$5'+$1�HW�DO�� ������

7$%(/$����3HUILO�LPXQRIHQRWtSLFR�SDUD�D�FODVVLILFDomR�PROHFXODU�SRU�LPXQRKLVWRTXtPLFD�GRV�WXPRUHV�GH�
PDPD��)RQWH��7DEHOD�DGDSWDGD�GH�&RDWHV�HW�DO��������

6XEWLSRV PROHFXODUHV 3DGUmR�GH LPXQRPDUFDomR
/XPLQDO $ 5(��H�53���+(5�� H�.L��� EDL[R
/XPLQDO % 5(��H�RX�53���+(5�� H�.L��� DOWR
/XPLQDO % +(5�� 5(��H�RX�53�� +(5��
1mR /XPLQDO +(5� 5(���53� H +(5��
7ULSOR 1HJDWLYR 5(���53�� +(5��
+(5���UHFHSWRU�WLSR���GR�IDWRU�GH�FUHVFLPHQWR�HSLGpUPLFR�KXPDQR��5(��UHFHSWRU�GH�HVWURJrQLR��SRVLWLYR�������
53��UHFHSWRU�GH�SURJHVWHURQD��SRVLWLYR��������.L�����SURWHtQD�QXFOHDU��DOWR�!������

'HQWUH RV� WLSRV� KLVWROyJLFRV� GH� FDUFLQRPD� GH�PDPD�� R� FDUFLQRPD� GXFWDO� LQYDVLYR� �&',���

FRPSUHHQGH�DSUR[LPDGDPHQWH�GH�����D�����GRV�FDVRV��VHQGR�HVVHV��HP�VXD�PDLRULD��FODVVLILFDGRV�

FRPR�WLSRV�QmR�HVSHFLDLV��167��GR�LQJOrV�QR�VSHFLDO�W\SH���2�&',�VH�RULJLQD�GH�GXWRV�H�QmR�DSUHVHQWD�

FDUDFWHUtVWLFDV�KLVWROyJLFDV�SHFXOLDUHV��8PD�FODVVH�GH�FDUFLQRPDV� LQYDVLYRV�GHQRPLQDGR�GH�³WLSRV�

HVSHFLDLV´��67��GR�LQJOrV�VSHFLDO�W\SH���FRP�FDUDFWHUtVWLFDV�KLVWRPRUIROyJLFDV�HVSHFtILFDV��SHUPLWH�VXD�

FODVVLILFDomR�HP�JUXSRV�� VHQGR RV�PDLV� WULYLDLV�RV� OREXODUHV��PHWDSOiVLFRV��PXFLQRVRV��SDSLODUHV�H�

DSyFULQRV��6,1*/(7$5<�HW�DO���������:22':$5'�HW�DO����������(VVHV�WXPRUHV�VmR�UHFRQKHFLGRV�

SRU� VXD�PRUIRORJLD� XWLOL]DQGR�PLFURVFRSLD� FRP�KHPDWR[LOLQD� H� HRVLQD� FRQYHQFLRQDO�� SRGHQGR� VHU�

DGLFLRQDGDV� LQIRUPDo}HV� VREUH� PDUFDGRUHV� PROHFXODUHV� HVSHFtILFRV� �+221� HW� DO��� ������� 3RU�

H[HPSOR��R�FDUFLQRPD�PHWDSOiVLFR�p DOWDPHQWH�DJUHVVLYR� HQTXDQWR R FDUFLQRPD PXFLQRVR WHP XP

PHOKRU SURJQyVWLFR �6+($��.2+� 7$1��������



��

$WXDOPHQWH��RV�PDUFDGRUHV�PROHFXODUHV�VmR�XWLOL]DGRV�SDUD�VHOHFLRQDU�PXOKHUHV�QDV�TXDLV�

D� WHUDSLD� HQGyFULQD� VHUi� HILFD]� �VXEWLSRV� OXPLQDLV��� DV� TXH� WHUmR� ERD� UHVSRVWD� j� TXLPLRWHUDSLD�

�VXEWLSRV�QmR�OXPLQDLV���RX�DTXHODV�TXH�VH�EHQHILFLDUmR�FRP�WHUDSLD�PRQRFORQDO�FRP�DQWL�+(5��

�(52/(6�HW�DO���������+$0021'�HW�DO���������35$7�HW�DO�� ������

$� SUHVHQoD� GR� FkQFHU� DOWHUD� R� PHWDEROLVPR� GHYLGR� DRV� SURFHVVRV� HQYROYLGRV� QR�

GHVHQYROYLPHQWR�GR�WXPRU��UHPRGHODomR�GR�WHFLGR��DOWHUDo}HV�SDUD�JDUDQWLU�D�VREUHYLYrQFLD�FHOXODU�

H D PHWiVWDVH� $ DGDSWDomR ELROyJLFD GHWHUPLQD D HYROXomR GR FkQFHU H DWXD QD DomR GH GHWHUPLQDGR�

IiUPDFR��VHQGR�LQIOXHQFLDGD�SHOD�PLFUR�RUJDQL]DomR�WXPRUDO��0,6+5$��$0%6� ������

��� 0HWDERO{PLFD

1R�SURFHVVR�GH�FRPSUHHQVmR�GR�GHVHQYROYLPHQWR�WXPRUDO��GLYHUVDV�iUHDV�GH�HVWXGR�DWXDP�

SDUD� HOXFLGDU� DV� DOWHUDo}HV� ILVLROyJLFDV� FDXVDGDV� SHOD� SUHVHQoD� GH� QHRSODVLDV�� VHQGR� DV� FLrQFLDV�

GHQRPLQDGDV�³{PLFDV´�XPD�IHUUDPHQWD�SDUD�HVWH�ILP��6,/9$�HW�DO����������$�FDVFDWD�³{PLFD´��FRPR�

p� FRQKHFLGD�� HQJORED� GLYHUVDV� iUHDV�� FRPR� D� JHQ{PLFD�� WUDQVFULSW{PLFD�� SURWH{PLFD� H�

PHWDERO{PLFD��FRPR�REVHUYDGR�QD�)LJXUD����VHQGR�TXH�DV�FDUDFWHUtVWLFDV�IHQRWtSLFDV�VH�DSUR[LPDP�

PDLV� GR�PHWDERORPD�� SRLV� HVVHV� UHSUHVHQWDP� RV� SURGXWRV� ELRTXtPLFRV� ILQDLV� GH� WRGD� D� FDVFDWD�

�./$66(1�HW�DO�� ������

),*85$����5HODomR�HQWUH�DV�FLrQFLDV�³{PLFDV´�QR�HVWXGR�GH�VLVWHPDV�ELROyJLFRV��)RQWH��)LJXUD�DGDSWDGD�
GH�.ODVVHQ��������SiJ� ��



��

$V� FLrQFLDV� ³{PLFDV´� DFRPSDQKDP� WRGD� D� HYROXomR� WXPRUDO� H� YrP� VHQGR� HPSUHJDGDV� HP�

GLYHUVDV� SHVTXLVDV� VREUH�R� FkQFHU��$�JHQ{PLFD�� SULPHLUD� HWDSD�GHVVD� FDVFDWD�� p� FDUDFWHUL]DGD�SHOR�

HVWXGR�GDV�DOWHUDo}HV�JHQpWLFDV�H�UHODFLRQDGD�FRP�D�WUDQVFULSW{PLFD��IRFDGD�QRV�WUDQVFULWRV�JrQLFRV�

FRPR�R�FRQMXQWR�GH�P51$��%8-$.�HW�DO����������(P�VHJXLGD��D�SURWH{PLFD��FLrQFLD�GHGLFDGD�DR�

HVWXGR�GR�FRQMXQWR�GH�SURWHtQDV��SURWHRPD���EXVFDQGR�FDUDFWHUL]DU��TXDQWLILFDU�H�LGHQWLILFDU�LQWHUDo}HV�

H�PRGLILFDo}HV� SyV�WUDGXFLRQDLV� �$6/$0�HW� DO��� ������� 3RU� ILP�� VXUJH� D�PHWDERO{PLFD�� EXVFDQGR�

FDUDFWHUL]DU� R� FRQMXQWR� GH� PHWDEyOLWRV� HQYROYLGRV� QXP� GDGR� SURFHVVR� ELROyJLFR�� $� DOWHUDomR� GH�

PHWDEyOLWRV�RFDVLRQDGD�SHOD�SUHVHQoD�GH�FpOXODV� WXPRUDLV�� UHVXOWD�HP�XPD�DVVLQDWXUD�FDUDFWHUtVWLFD��

TXH�SRGH�GH�FDUDFWHUL]DU�D�SUHVHQoD�H�R�FRPSRUWDPHQWR�GR�FkQFHU��$VVLP��R�SHUILO�PHWDERO{PLFR�SRGH�

VHU�DOWHUDGR�SHOR�HVWURPD�FLUFXQGDQWH�H�SHOD�UHVSRVWD�LPXQH��FRPSOHPHQWDQGR�D�LQIRUPDomR�VREUH�R�

GHVHQYROYLPHQWR�GR�WXPRU�H�D�UHVSRVWD�DR�WUDWDPHQWR��587(5,1*�HW�DO���������

$�PHWDERO{PLFD� p� R� HVWXGR� GR�PHWDEROLVPR� HP� XP� QtYHO� JOREDO� SDUD� XP�GDGR� VLVWHPD�

ELROyJLFR��6&$/%(57�HW�DO���������:$1*�HW�DO����������WHQGR�FRPR�DOYR�PHWDEyOLWRV�HQGyJHQRV�

RX�H[yJHQRV��FRPSRVWRV�SRU�PROpFXODV�SHTXHQDV��FRP�PDVVD�PRODU�GH�DWp������'D��&/(1',1(1��

021*(�� )(51È1'(=�� ������� (OD� p� GLYLGLGD� HP� VXEJUXSRV� FRPR� D� OLSLG{PLFD� DQiOLVHV� GH�

QXFOHRWtGHRV��FDUERLGUDWRV�H�DPLQRiFLGRV��$�OLSLG{PLFD�p�GHGLFDGD�DR�HVWXGR�GR�FRQWH~GR�OLStGLFR�

GH� FpOXODV�� ELRIOXLGRV� H� WHFLGRV� H�� FRPR� RV� OLStGLRV� HVWmR� HQYROYLGRV� QD�PDLRULD� GRV� SURFHVVRV�

ILVLROyJLFRV�� D� OLSLG{PLFD� WHP� GHVWDTXH� QD� LGHQWLILFDomR� GH� XP� Q~PHUR� FUHVFHQWH� GH�PROpFXODV�

VXJHULGDV�FRPR�SRVVtYHLV�ELRPDUFDGRUHV�SDUD�FkQFHU��LQFOXVLYH�GH�PDPD��+$57�HW�DO���������

2� FDPSR� GD� PHWDERO{PLFD�� GH� PDQHLUD� JHUDO�� YHP� VHQGR� H[SORUDGR SDUD FDUDFWHUL]DU

DPRVWUDV�� SURFHVVRV� H� UHVSRVWDV� ELROyJLFDV��$� SULQFLSDO� YDQWDJHP�GD PHWDERO{PLFD� p FRQHFWDU

PXGDQoDV�QRV�QtYHLV�H�QD�QDWXUH]D�GRV�PHWDEyOLWRV�j�SURFHVVRV�ELROyJLFRV��XPD�YH] TXH DOWHUDo}HV

PHWDEyOLFDV VmR GHFRUUHQWHV GH HVWtPXORV H[WHUQRV� FRPR GRHQoDV� XVR GH PHGLFDPHQWRV�

DOLPHQWDomR� HQWUH RXWURV� 8P HVWXGR PHWDERO{PLFR SURGX]� GHVVD IRUPD� ILQJHUSULQWV

ELRTXtPLFRV��GH�YDORU�GLDJQyVWLFR�RX�FODVVLILFDWyULR��DX[LOLDQGR�QD�GHVFREHUWD�H LGHQWLILFDomR GH

ELRPDUFDGRUHV�TXH�HVWHMDP�DVVRFLDGRV�D�XP�HVWDGR�RX�SURFHVVR�ELROyJLFR��:(,7=(/�HW DO�� ������

3RU�FRQWHU�PLOKDUHV�D�GH]HQDV�GH�PLOKDUHV�GH�PROpFXODV��FRP�GLIHUHQWHV�IXQo}HV TXtPLFDV�

XP�PHWDERORPD�p�LPSRVVtYHO�GH�VHU�FDUDFWHUL]DGR�SRU�XPD�~QLFD�SODWDIRUPD DQDOtWLFD��$V PDLRUHV

OLPLWDo}HV���GD���PHWDERO{PLFD���HQFRQWUDP�VH��QDV���IDL[DV��GH��FRQFHQWUDomR��GRV��PHWDEyOLWRV�� QD



��

FRPSOH[LGDGH�GH�GDGRV�JHUDGRV�H�QD�LGHQWLILFDomR�H�FDUDFWHUL]DomR�GH�WDLV�PROpFXODV��$VVLP��GDGD�

D�LQYLDELOLGDGH�GH�FDUDFWHUL]DU�H�TXDQWLILFDU�WRGRV�RV�PHWDEyOLWRV�GH�XP�VLVWHPD��D�LGHQWLILFDomR�GRV�

SULQFLSDLV�PHWDEyOLWRV� DIHWDGRV� RX� DOWHUDGRV� SHOR� SURFHVVR� HVWXGDGR� WRUQD�VH� D� DOWHUQDWLYD�PDLV�

FRPXPHQWH�HPSUHJDGD�HP�HVWXGRV�PHWDERO{PLFRV��*2552&+$7(*8,�HW�DO����������8P HVWXGR�

PHWDERO{PLFR�OLSLG{PLFR� SRGH� VHJXLU� GRLV� WLSRV� GH� DERUGDJHQV�� GLUHFLRQDGD�DOYR� H� QmR�

GLUHFLRQDGD�JOREDO��&/(1',1(1��021*(��)(51È1'(=���������$QiOLVHV�QmR�GLUHFLRQDGDV�WHP�

SRU� REMHWLYR� D� REWHQomR� GH� XP� SHUILO� DEUDQJHQWH� GH� FRPSRVLomR�� YLVDQGR� D� DQiOLVH� GH� WRGRV� RV�

DQDOLWRV�GHWHFWiYHLV���&/(1',1(1��021*(��)(51È1'(=��������*2552&+$7(*8,�HW�DO���

�������$ERUGDJHQV�GLUHFLRQDGDV��SRU�RXWUR�ODGR��DQDOLVDP�XP�FRQMXQWR�SUp�GHILQLGR�GH�PROpFXODV�

HVSHFtILFDV��YLVDQGR�GHWHUPLQDU��SULQFLSDOPHQWH��DOWHUDo}HV�QDV�FRQFHQWUDo}HV�UHODWLYDV�GDV�PHVPDV�

IUHQWH�DRV�HVWtPXORV�HVWXGDGRV�QRV�JUXSRV H[SHULPHQWDLV�

(QWUH�DV�WpFQLFDV�HPSUHJDGDV�SDUD�D�FDUDFWHUL]DomR�PHWDERO{PLFD�WHPRV�D�(VSHFWURPHWULD

GH� 0DVVDV� �06�� GR� LQJOrV� PDVV� VSHFWURPHWU\��� IHUUDPHQWD� DQDOtWLFD� FRP� DOWD� VHQVLELOLGDGH��

HVSHFLILFLGDGH�H�TXH�SHUPLWH�D�HOXFLGDomR�HVWUXWXUDO�GDV�PROpFXODV�LGHQWLILFDGDV�

��� (VSHFWURPHWULD�GH 0DVVDV

$�06�p�XPD�WpFQLFD�DQDOtWLFD�TXH�XWLOL]D�FDPSRV�HOpWULFRV�H�RX�PDJQpWLFRV�SDUD�FRQWURODU�DV�

WUDMHWyULDV�GH�tRQV�HP�IDVH�JDVRVD�H�DVVLP�REWHU�VXD�UD]mR�PDVVD�FDUJD��P�]���8P�HVSHFWU{PHWUR�GH�

PDVVDV�p�FRPSRVWR�GH�TXDWUR�SDUWHV�SULQFLSDLV��)LJXUD�����XP�VLVWHPD�GH�LQWURGXomR�GH�DPRVWUD��

IRQWH�GH�LRQL]DomR��DQDOLVDGRU�GH�P�]�H�GHWHFWRU�

),*85$����5HSUHVHQWDomR�HVWUXWXUDO�GH�XP�HVSHFWU{PHWUR�GH PDVVDV��)RQWH��)LJXUD�DGDSWDGD�GH�3RUFDUL�
�������SiJ������



��

$�LQWURGXomR�GDV�DPRVWUDV�SRGH�VHU�UHDOL]DGD�SRU�GLIHUHQWHV�PpWRGRV�H�SURFHVVRV�FRPR�SRU�

LQIXVmR� GLUHWD� XWLOL]DQGR�VH� GH� DOJXPD� WpFQLFD� GH� VHSDUDomR�� HQWUH� DV� TXDLV� VH� GHVWDFDP� D�

FURPDWRJUDILD�OtTXLGD��FURPDWRJUDILD�JDVRVD�H�D�HOHWURIRUHVH�FDSLODU�

$� IRQWH� GH� LRQL]DomR� FRQYHUWH�PROpFXODV� QHXWUDV� HP� tRQV��$OJXPDV� RSo}HV� GH� IRQWH� GH�

LRQL]DomR�LQFOXHP�D�LRQL]DomR�SRU�HOHWURVSUD\��(6,��GR�LQJOrV�(OHFWURVSUD\�,RQL]DWLRQ���)(11�HW�

DO��� ������� LRQL]DomR� TXtPLFD� j� SUHVVmR� DWPRVIpULFD� �$3&,�� GR� LQJOrV� $WPRVSKHULF� 3UHVVXUH�

&KHPLFDO� ,RQL]DWLRQ�� �+251,1*�HW� DO��� ������ H� IRWRLRQL]DomR� j� SUHVVmR� DWPRVIpULFD� �$33,�� GR�

LQJOrV�$WPRVSKHULF�3UHVVXUH�3KRWR�,RQL]DWLRQ���52%%�HW�DO����������GHQWUH�RXWUDV�

$�PDLV�FRPXPHQWH�XVDGD�HP�PHWDERO{PLFD�p�D�IRQWH�GH�(6,��(6,�p�XP�SURFHVVR�GH�LRQL]DomR�

HP�DHURVVRO��QR�TXDO�FiWLRQV�H�kQLRQV�SUHVHQWHV�HP�VROXomR��VmR�WUDQVIHULGRV�SDUD�D�IDVH�JDVRVD��(VVD�

WUDQVIHUrQFLD� VH� Gi� j� SUHVVmR� DWPRVIpULFD�� SHOD� IRUPDomR� GH� XP� IOX[R� GH� JRWtFXODV� DOWDPHQWH�

FDUUHJDGDV��UHVXOWDQWHV�GD�DSOLFDomR�GH�XPD�GLIHUHQoD�GH�SRWHQFLDO��H�VXD�GHVVROYDWDomR�DWUDYpV�GR�

FRQWDWR�FRP�XP�IOX[R�GH�JiV� LQHUWH�DTXHFLGR��2V� tRQV�VmR�HQWmR�DWUDtGRV�SDUD�R�DQDOLVDGRU�SHOD�

DSOLFDomR�GH�SRWHQFLDLV HOpWULFRV��0855$<�HW�DO���������

$�HVFROKD�GRV�DQDOLVDGRUHV�GH�PDVVDV��YDULD�GH�DFRUGR�FRP�R�SURSyVLWR�GD�SHVTXLVD��SRLV�

LPSDFWDP�GLUHWDPHQWH� QD� UHVROXomR� GR� HTXLSDPHQWR�� RX� VHMD�� QD� FDSDFLGDGH� GR� LQVWUXPHQWR� HP�

GLIHUHQFLDU�GRLV�YDORUHV�GH�P�]�SUy[LPRV��2V�DQDOLVDGRUHV�GH�PDVVDV�PDLV�FRPXQV�VmR��TXDGUXSROR�

�0$50(7�HW�DO����������LRQ�WUDS��+(/087��:2/)*$1*���������WHPSR�GH�Y{R��72)��GR�LQJOrV��

7LPH�RI�)OLJKW���*28'60,7���������2UELWUDS��+8�HW�DO����������H�5HVVRQkQFLD�&LFORWU{QLFD�GH�ËRQV�

FRP�7UDQVIRUPDGD�GH�)RXULHU�)7�,&5��GR� LQJOrV��)RXULHU�7UDQVIRUP� ,RQ�&\FORWURQ�5HVRQDQFH��

�+,33/(��6200(5��7+20$6���������(P�VHJPHQWRV�HVSHFtILFRV�GR�DQDOLVDGRU�� FKDPDGRV�GH�

FkPDUD� GH� FROLVmR�� SRGH� RFRUUHU� WDPEpP� D� GLVVRFLDomR� LQGX]LGD� SRU� FROLVmR� �&,'� � GR� LQJOrV��

&ROOLVLRQ� ,QGXFHG�'LVVRFLDWLRQ���1HVWH�SURFHVVR��XP�RX�PDLV� tRQV�SUHFXUVRUHV�VmR� IUDJPHQWDGRV�

DWUDYpV�GD�FROLVmR�FRP�XP�JiV�LQHUWH��$SyV�D�IUDJPHQWDomR��RV�IUDJPHQWRV�UHVXOWDQWHV�SRGHP�VHU�

DQDOLVDGRV��DX[LOLDQGR�QD�LGHQWLILFDomR�FRUUHWD�GR�tRQ��$QDOLVDGRUHV�KtEULGRV��FRPR�VmR�FKDPDGRV��

VmR� D� FRPELQDomR�GH�GRLV� DQDOLVDGRUHV�GLIHUHQWHV�� FRPR�R�TXDGUXSROR�72)��PXLWR�XWLOL]DGR�HP�

PHWDERO{PLFD� SDUD� LGHQWLILFDomR� GH� FRPSRVWRV� �&+(5186+(9,&+�� /2%2'$�� 7+20621��

�������1HVVD�FRQILJXUDomR��D�VHOHomR�GH�XP�tRQ�SUHFXUVRU�SRGH�VHU�UHDOL]DGD�SHOR�TXDGUXSROR��SDUD�

SRVWHULRU�IUDJPHQWDomR�QD�FkPDUD�GH�FROLVmR�SRU�&,'��SRVVLELOLWDQGR�D�DQiOLVH�GRV�IUDJPHQWRV�HP�

DOWD�UHVROXomR�FRP�R�72)�

3RU�ILP��RV�GHWHFWRUHV�PHQVXUDP�RV�VLQDLV�HOpWULFRV�REWLGRV�QRV�DQDOLVDGRUHV��VHQGR�HVWD



��

UHVSRVWD� WUDQVIRUPDGD� HP� LQIRUPDo}HV� TXH� SRVVDP� VHU� LQWHUSUHWDGDV� SHOR� HVSHFWUR� GH�PDVVDV� ±

JUiILFR�TXH�UHODFLRQD�D�LQWHQVLGDGH�UHODWLYD�GRV�tRQV�HP�IXQomR�GDV�UD]}HV�P�]�

'HYLGR�j�FRPSOH[LGDGH�GDV�DPRVWUDV�SDUD�DQiOLVH�PHWDERO{PLFD��YiULDV�FRPELQDo}HV�HQWUH�

IRQWHV�GH�LRQL]DomR�H�DQDOLVDGRUHV�VmR�SRVVtYHLV��FDGD�XPD�FRP�VXDV�FDUDFWHUtVWLFDV�H�SURSyVLWRV����R�

TXH�p�YLVWR�FRPR�YDQWDJHP��Mi�TXH�XPD�~QLFD�FRPELQDomR�QXQFD�VHUi�FDSD]�GH�UHDOL]DU�WRGRV�RV�

WLSRV�GH DQiOLVHV�

$�FURPDWRJUDILD�OtTXLGD�DFRSODGD�j�06��/&�06��GR�LQJOrV�/LTXLG�&KURPDWRJUDSK\�0DVV�

6SHFWURPHWU\��p�XPD�WpFQLFD�KLIHQDGD�PXLWR�XWLOL]DGD�QD�PHWDERO{PLFD��QD�TXDO�D�DPRVWUD��DQWHV�GD�

DQiOLVH�QR�HVSHFWU{PHWUR�GH�PDVVDV��p�VXEPHWLGD�D�XPD�HWDSD�GH�SUp�VHSDUDomR�GRV�FRPSRVWRV��$�

VHSDUDomR� VH� Gi� SHOD�PLJUDomR� GLIHUHQFLDO�� DWUDYpV� GH� XPD� IDVH� HVWDFLRQiULD�� GH�PROpFXODV� FRP�

FDUDFWHUtVWLFDV�GLIHUHQWHV��VROXELOL]DGDV�H�FDUUHJDGDV�SRU�XPD�IDVH�PyYHO��(PERUD�D�WpFQLFD�GH�/&�

06� H[LMD� FHUWR� SUHSDUR� GD� DPRVWUD�� HVVD� WpFQLFD� IDFLOLWD� D� LGHQWLILFDomR� H� TXDQWLILFDomR� GH�

PHWDEyOLWRV�� SRU� VHSDUi�ORV� GH� DQDOLWRV� FRH[LVWHQWHV�� SHUPLWLQGR� DVVLP� PDLRU� GHWHFWDELOLGDGH��

�,9$1,6(9,&�� :$17�� ������� $� WpFQLFD� GH� /&�06� p� DSURSULDGD� SDUD� DQiOLVH� GH� DPRVWUDV� H�

H[WUDWRV OtTXLGRV�

����� 7pFQLFDV�GH�,RQL]DomR $PELHQWH

8P�FRQMXQWR�HVSHFtILFR�GH�WpFQLFDV�GH�06��FKDPDGD�GH�06�DPELHQWH��*(50$12�HW�DO���

�������FRQVLVWH�HP�WpFQLFDV�TXH�VH�EDVHLDP�QD�DQiOLVH�GLUHWD�GH�DPRVWUDV��FRP�SRXFR�RX�QHQKXP�

SUHSDUR�GDV�PHVPDV��HP�DPELHQWH�DEHUWR��OLYUH�GH�YiFXR��$�SULQFLSDO�UHSUHVHQWDQWH�GHVWH�JUXSR�p��D�

WpFQLFD�GH�'(6,�06��'HVRUSWLRQ�(OHFWURVSUD\�,RQL]DWLRQ�±0DVV�6SHFWURPHWU\���%$'8� 7$:,$+�

HW�DO���������H�VHX�PHFDQLVPR�SRGH�VHU�YLVXDOL]DGR�QD�)LJXUD ��

),*85$����5HSUHVHQWDomR�GD�LRQL]DomR�SRU�'(6,�06��)RQWH��)LJXUD�DGDSWDGD�GH�:8�HW�DO�����������SiJ�
����



��

2�VHX�PHFDQLVPR�VH�EDVHLD�HP�XP�DHURVVRO�GH�VROYHQWH�FDUUHJDGR�FRP�SRWHQFLDO�HOpWULFR�TXH�

p� GLUHFLRQDGR� j� VXSHUItFLH� GD� DPRVWUD� LQWDFWD�� (VVH� VROYHQWH� FDUUHJDGR� p� FDSD]� GH� GHVVROYHU� DV�

PROpFXODV� GD� VXSHUItFLH�� EHP� FRPR� LRQL]i�ODV�� SHUPLWLQGR� VXD� GHWHFomR� SHOR� HVSHFWU{PHWUR� GH�

PDVVDV��'(6,�06�YHP�VHQGR�DSOLFDGR�FRP�VXFHVVR�HP�DQiOLVHV�OLSLG{PLFDV�H�PHWDERO{PLFDV��7DLV�

DQiOLVHV� VmR� DSOLFDGDV� HP� WHFLGRV� DQLPDLV� �'(1.(57� HW� DO��� ������� FRO{QLDV� GH� EDFWpULDV�

�6&$/%(57�HW�DO����������WHFLGRV�YHJHWDLV��:$1*�HW�DO����������HQWUH RXWURV�

����� ,PDJHDPHQWR�SRU '(6,�06

$R PRQLWRUDU�VH R SHUILO TXtPLFR GH XPD VXSHUItFLH HP FRQMXQWR FRP D LQIRUPDomR HVSDFLDO�

GR� PHVPR� �FRRUGHQDGDV� [� H� \��� p� SRVVtYHO� JHUDU� LPDJHQV� TXtPLFDV� GDV� DPRVWUDV� DQDOLVDGDV��

REVHUYDQGR�D�GLIHUHQWH�FRPSRVLomR�GH�tRQV�QDV�GLIHUHQWHV�UHJL}HV�GD��DPRVWUD��'LYHUVDV�WpFQLFDV�GH�

06�VmR�FDSD]HV�GH�JHUDU�LPDJHQV�TXtPLFDV��QR�HQWDQWR��'(6,�06�VH�WRUQD�DWUDWLYD�SRU�QmR�UHTXHUHU�

SUHSDUR�GH�DPRVWUD�H�VHU�UHDOL]DGD�HP�DPELHQWH�DEHUWR��OLYUH�GH YiFXR�

(P�XP�H[SHULPHQWR�GH�LPDJHP��D�iUHD�WRWDO�p�VXEGLYLGLGD��FRQFHLWXDOPHQWH��HP�SL[HOV�TXH�

VmR�DQDOLVDGRV�LQGLYLGXDOPHQWH��3DUD�FDGD�SL[HO�DGTXLUH�VH�XP�HVSHFWUR�GH�PDVVDV��VHQGR�R�PRQWDQWH�

GH�HVSHFWURV�DGTXLULGRV�QRV�GLIHUHQWHV�SL[HOV�UHODFLRQDGRV�FRP�VXDV�FRRUGHQDGDV�HVSDFLDLV��&RPR�

FDGD�SL[HO�UHSUHVHQWD�XP�HVSDoR�DVVRFLDGR�DR�HVSHFWUR�GH�PDVVDV��DR�H[LELU�DV�LQWHQVLGDGHV�GH�XP�

tRQ�HVSHFtILFR�HP�WRGRV�RV�SL[HOV��p�SRVVtYHO�IRUPDU�XPD�LPDJHP�TXtPLFD��$�GLVWULEXLomR GH�tRQV�

HVSHFtILFRV�SRGH�VHU�YLVXDOL]DGD�SHOD�FULDomR�GH�LPDJHQV�TXtPLFDV�EDVHDGDV��QD�LQWHQVLGDGH�GHVVHV�

tRQV�

(VWH� WLSR�GH�DQiOLVH��DOLDGD�j�DQiOLVH�KLVWRSDWROyJLFD��YHP�VHQGR�HPSUHJDGD�FRP�VXFHVVR�

SDUD� GHWHUPLQDomR� H� FODVVLILFDomR� GH� JOLRPDV�� LQFOXLQGR ROLJRGHQGURJOLRPD�� DVWURFLWRPD�� H�

ROLJRDVWURFLWRPD��GH�GLIHUHQWHV�JUDXV�KLVWROyJLFRV�H�FRQWHQGR�GLIHUHQWHV�FRQFHQWUDo}HV�GH�FpOXODV�

WXPRUDLV� HP� DPELHQWH� LQWUD�RSHUDWyULR� �*2:'$�� '-8.29,&�� ������� 2XWURV� WLSRV� GH� WHFLGRV�

IRUDP� LQYHVWLJDGRV� XWLOL]DQGR� D� DERUGDJHP� GH� LPDJHDPHQWR� SRU� 06� �06,�� GR� LQJOrV� PDVV�

VSHFWURPHWU\�LPDJLQJ���:(,�HW�DO���������

1R�FkQFHU�GH�PDPD��D�GLIHUHQFLDomR�GH�WHFLGR�QRUPDO�H�WXPRUDO�SHOD�DQiOLVH�GH�PDUJHQV�

FLU~UJLFDV� IRL� DYDOLDGD� FRP�'(6,�06,� �&$//,*$5,6� HW� DO��� ������� SRU� ��� DPRVWUDV GH� WHFLGR�

PDPiULR�GH����SDFLHQWHV�FRP�&',��(P�RXWUR�HVWXGR�� IRUDP�H[DPLQDGDV�ELySVLDV�FLU~UJLFDV� ����

SDFLHQWHV�����DPRVWUDV��H�PDUJHQV�WXPRUDLV�����SDFLHQWHV�����DPRVWUDV��GH�&',�����SDFLHQWHV��H�XP�

WLSR�HVSHFLDO�GH�FDUFLQRPD�GH�PDPD��R�FDUFLQRPD�LQYDVLYR OREXODU����SDFLHQWHV���FRP�IRFR�HP



��

PRGHORV�GH�GLDJQyVWLFR�GH�FkQFHU��*8(17+(5�HW�DO���������$�GHWHFomR�H�FDUDFWHUL]DomR�GH�FkQFHU�

GH�PDPD�PHWDVWiWLFR�HP�WHFLGRV�GH�OLQIRQRGRV�KXPDQRV�WDPEpP�IRL�LQYHVWLJDGD�SRU�'(6,� 06,�

�=+$1*�HW�DO��������

8VDQGR� DV� WHFQRORJLDV� '(6,�06,�� QRVVR� JUXSR� UHDOL]RX� UHFHQWHPHQWH� XPD� LQYHVWLJDomR�

PXOWLFrQWULFD�SDUD�XP�FRQMXQWR�SRSXODFLRQDO�GLYHUVLILFDGR��FRPSUHHQGHQGR�SDFLHQWHV�GH�GLIHUHQWHV�

UDoDV�H�QDFLRQDOLGDGHV��REWHQGR�XP�PRGHOR�HVWDWtVWLFR�FODVVLILFDWyULR�FDSD]�GH�GLVFULPLQDU�WXPRUHV�

&',�GH�WLSR�QmR�HVSHFLDO��167��GH�WHFLGR�QRUPDO�DGMDFHQWH��325&$5,�HW�DO����������2�PRGHOR�IRL�

FDSD]�GH�SUHYHU�R�VWDWXV�GH�(5��35�H�R�VWDWXV�UHVXOWDQWH�GR�UHFHSWRU�KRUPRQDO��5+��HP�DPRVWUDV�GH�

&',�� 1R� JHUDO�� R� '(6,�06,� SHUPLWLX� GLVFULPLQDU� UHJL}HV� KLVWROyJLFDV� GLVWLQWDV� GR� WHFLGR��

$VVLQDWXUDV�PROHFXODUHV� HVSHFtILFDV� GH� FpOXODV� GH� FDUFLQRPD� IRUDP� VHOHFLRQDGDV� HP� UHODomR� DR�

HVWURPD� FLUFXQGDQWH�� YDVRV�� WHFLGR� DGLSRVR� H� JOkQGXODV� QRUPDLV�� JHUDQGR� XP�PRGHOR� HVWDWtVWLFR�

SUHGLWLYR� UREXVWR� SDUD� R� GLDJQyVWLFR� GH� FkQFHU� GH�PDPD��1HVWH� HVWXGR�� FRPSUHHQGHQGR� DSHQDV�

DPRVWUDV� GR�&',� � 167�����SDFLHQWHV� IRUDP� UHFUXWDGRV��)RL� REWLGD�SUHFLVmR� LQWHUODERUDWRULDO�GH�

�������PRVWUDQGR� R� SRWHQFLDO� GH�'(6,�06,� HP� JHUDU� XP� FRQMXQWR� FRPXP GH ELRPDUFDGRUHV�

VXILFLHQWHPHQWH UREXVWRV SDUD VXSHUDU SHTXHQDV GLIHUHQoDV QR PpWRGR�

����� &RPSDUDo}HV�HQWUH�/&�06�H�'(6,�06

3DUD�R�GHVHQYROYLPHQWR�GH�H[DPHV�UiSLGRV�SDUD�R�GLDJQyVWLFR�GH�FkQFHU��SHOD�DQiOLVH�GR�

VDQJXH� p GH VXPD LPSRUWkQFLD XPD FRPSDUDomR HQWUH RV PDUFDGRUHV OLStGLFRV GRV WHFLGRV WXPRUDLV�

GH�PDPD�H�DV� DVVLQDWXUDV� OLStGLFDV�QR� VDQJXH�GH�SDFLHQWHV� FRP�FkQFHU� GH�PDPD��1R� HQWDQWR�� D�

UHODomR�HQWUH�RV�SHUILV�OLStGLFRV�GR�SODVPD�FLUFXODQWH�DQDOLVDGR�SRU�/&�06�H�R�GHWHFWDGR�SRU�DQiOLVH�

GLUHWD�GH�WHFLGRV�SRU '(6,�06,�QmR�KDYLD�VLGR�LQYHVWLJDGR�DWp�R PRPHQWR�

(QWUH� RV� SRXFRV� WUDEDOKRV� TXH� IL]HUDP� FRPSDUDo}HV� HQWUH� '(6,� H� /&�06�� GHVWDFDP�VH�

DQiOLVHV� DOYR� GHVHQYROYLGDV� FRP� R� REMHWLYR� GH� FRPSDUDU� DV� GXDV� WpFQLFDV� SDUD� LQYHVWLJDU� DV�

FRQFHQWUDo}HV�WHFLGXDLV�H�VDQJXtQHDV�GH�XP�PHGLFDPHQWR�HVSHFtILFR��H�RV�DXWRUHV�FRPSDUDUDP�D�

IDUPDFRFLQpWLFD�GH�FHWDPLQD�DQHVWpVLFD�GLUHWDPHQWH�GD�VXSHUItFLH�WUDVHLUD�GR�DQLPDO�SRU�'(6,�06�

jV�FRQFHQWUDo}HV�VDQJXtQHDV�GD�PHVPD�VXEVWkQFLD�SRU�/&�06��HQFRQWUDQGR�UHVXOWDGRV�HTXLYDOHQWHV�

�.$721$�HW�DO����������2XWUR�HVWXGR�FRPSDURX�R�SHUILO�OLStGLFR��DQiOLVH�JOREDO��REWLGR SRU '(6,�

06 GR WHFLGR FRP R SHUILO OLStGLFR REWLGR SRU /&�06 GR H[WUDWR GRPHVPR WHFLGR�SDUD�D�LQYHVWLJDomR�

GRV�ELRPDUFDGRUHV�GR�FkQFHU�GH�HV{IDJR��$%%$66,�*+$',�HW�DO���������H�RV�DXWRUHV�GHPRQVWUDUDP�

TXH�R�SHUILO�OLStGLFR�REVHUYDGR�SRU�'(6,�06�p�VHPHOKDQWH�DR�REWLGR�SHOR�/&�06��R�TXH�FRQILUPRX�

'(6,�06�FRPR�WpFQLFD�DXW{QRPD�SDUD�DYDOLDomR GR�SHUILO�OLStGLFR



��

2V�OLStGLRV�GR�WHFLGR�GR�FkQFHU�GH�PDPD�IRUDP�SUHYLDPHQWH�H[SORUDGRV�SDUD�FRPSRU�WpFQLFDV�

GH�WULDJHP��EDVHDGDV�RX�QmR�HP�LPDJHQV�PROHFXODUHV��FRQIRUPH�DSUHVHQWDGR�DQWHULRUPHQWH�QD�VHomR�

�������2�XVR�GH�WpFQLFDV�GH�LPDJHP�SHUPLWH�XPD�IiFLO�FRUUHODomR�FRP�D�DQiOLVH�LPXQRKLVWRTXtPLFD��

DJUHJDQGR�YDORU�DR�PDSHDPHQWR�PROHFXODU�GH�VXEVWkQFLDV�VREUH�D�VXSHUItFLH�GR�WHFLGR��$�WpFQLFD�GH�

'(6,�06,��HP�SDUWLFXODU�� WHP�D�YDQWDJHP�GH�VHU�XPD�IRUPD�QmR�GHVWUXWLYD�GH�REWHQomR�GH�XPD�

LPDJHP�PROHFXODU��VHP�QHFHVVLGDGH�GH�GHSRVLomR�GH�PDWUL]�RX�SUHSDUDomR�H[WHQVLYD�GH�DPRVWUDV��

IDFLOLWDQGR�DVVLP�R�XVR�

'(6,�06,��FRPR�XPD�WpFQLFD�GH� LRQL]DomR�DPELHQWH��RIHUHFH�DOJXPDV�YDQWDJHQV�VREUH�D�

DQiOLVH� SRU� /&�06�� FRPR� SUp�WUDWDPHQWR� PtQLPR� GD� DPRVWUD� �RX� VHMD�� VHP� SUp�FRQFHQWUDomR��

H[WUDomR��GLVVROXomR�RX�GHULYDWL]DomR���DQiOLVH�GH�DPRVWUDV�QmR�PRGLILFDGDV��HP�VHX�HVWDGR�QDWLYR�

H�HP�FRQGLo}HV�DPELHQWH��DOpP�GD�SRVVLELOLGDGH�GH�VRPDU�DV�LQIRUPDo}HV�GD�GLVWULEXLomR�HVSDFLDO�

GDV� PROpFXODV�� $OpP� GLVVR�� R� XVR� GH� XPD� WpFQLFD� GH� LPDJHP� FRPR� '(6,�06,� SHUPLWH D�

GLIHUHQFLDomR�GH�UHJL}HV� WHFLGXDLV�FRP�DVVLQDWXUDV�PROHFXODUHV�GLVWLQWDV�FRPSRVWDV�GH�GLIHUHQWHV�

FDUDFWHUtVWLFDV�KLVWROyJLFDV��SRU�H[HPSOR��ILEURVH��HVWURPD��JOkQGXODV�QRUPDLV�� UHJL}HV�&',��HWF���

VHP�R�XVR�GH�RXWUDV�IHUUDPHQWDV�FRPR�FDSWXUD�SRU�PLFURGLVVHFomR�D�ODVHU��2�XVR�GH�YDULDo}HV�QDV�

DEXQGkQFLDV�UHODWLYDV�GH�OLStGLRV�PRVWURX�VH�UHSURGXWtYHO�R�VXILFLHQWH�SDUD�VXVWHQWDU�R�GLDJQyVWLFR�

WHFLGXDO� XVDQGR� R�'(6,�06,�� FRQIRUPH� UHODWDGR� DTXL� H� HP�YiULRV� HVWXGRV� DQWHULRUHV�� DSHVDU� GD�

LQFDSDFLGDGH�GH�WpFQLFDV FRPR�HVWD�GH�DOFDQoDU�D�TXDQWLILFDomR�DEVROXWD�GH�FRPSRVWRV�

$�WpFQLFD�GH�/&�06��DOpP�GDV�YDQWDJHQV�UHODFLRQDGDV�j�SRVVLELOLGDGH�GH�H[WUDomR�H[DXVWLYD�

GDV� DPRVWUDV�� DSUHVHQWD� D� SRVVLELOLGDGH� GH� UHDOL]DU� DQiOLVHV� TXDQWLWDWLYDV� TXDQGR� GHVHMDGR��

MXQWDPHQWH�FRP�D�FKDQFH�GH�XVDU�SDGU}HV�LQWHUQRV�H�DXWRPDWL]DU�R�SURFHVVR�GH�DQiOLVH��SHUPLWLQGR�

DLQGD�D�LGHQWLILFDomR�GH�LVyEDURV��(VVHV�UHFXUVRV�SHUPLWHP�REWHU�PDLRU�UHSURGXWLELOLGDGH�QD�DQiOLVH�

TXDQGR�FRPSDUDGRV�DRV�GDGRV�REWLGRV�SRU '(6,�06,�

����� $QiOLVH��WUDWDPHQWR�GH�GDGRV�H�DWULEXLomR�GRV tRQV

2�XVR�GD�HVWDWtVWLFD�PXOWLYDULDGD�p�HVVHQFLDO�SDUD�D�FRPSUHHQVmR�GRV�UHVXOWDGRV�VHP�SHUGHU�

LQIRUPDo}HV� UHODFLRQDGDV� j� GLYHUVLGDGH� GH� PROpFXODV� GHWHFWDGDV�� (QWUH� RV� PpWRGRV� GH� DQiOLVH�

PXOWLYDULDGD��H[LVWHP�GRLV�JUDQGHV�JUXSRV��RV�VXSHUYLVLRQDGRV�H�RV�QmR�VXSHUYLVLRQDGRV��(QWUH�RV�

QmR�VXSHUYLVLRQDGRV� GHVWDFD�VH� R� XVR� GD� DQiOLVH� GH� FRPSRQHQWHV� SULQFLSDLV� �3&$�� GR� LQJOrV�

3ULQFLSDO�&RPSRQHQW�$QDO\VLV��H�HQWUH�RV�VXSHUYLVLRQDGRV��D�DQiOLVH�GLVFULPLQDQWH�SRU�TXDGUDGRV�

PtQLPRV� SDUFLDLV� �3/6�'$�� GR� LQJOrV�3DUWLDO� /HDVW� 6TXDUHV�'LVFULPLQDQW� $QDO\VLV��� $PEDV� DV�
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Abstract: Plasma and tissue from breast cancer patients are valuable for diagnostic/prognostic
purposes and are accessible by multiple mass spectrometry (MS) tools. Liquid chromatography-mass
spectrometry (LC-MS) and ambient mass spectrometry imaging (MSI) were shown to be robust
and reproducible technologies for breast cancer diagnosis. Here, we investigated whether there
is a correspondence between lipid cancer features observed by desorption electrospray ionization
(DESI)-MSI in tissue and those detected by LC-MS in plasma samples. The study included 28 tissues
and 20 plasma samples from 24 women with ductal breast carcinomas of both special and no special
type (NST) along with 22 plasma samples from healthy women. The comparison of plasma and
tissue lipid signatures revealed that each one of the studied matrices (i.e., blood or tumor) has its
own specific molecular signature and the full interposition of their discriminant ions is not possible.
This comparison also revealed that the molecular indicators of tissue injury, characteristic of the breast
cancer tissue profile obtained by DESI-MSI, do not persist as cancer discriminators in peripheral
blood even though some of them could be found in plasma samples.

Keywords: breast cancer; liquid chromatography-mass spectrometry; desorption-electrospray-
ionization—mass spectrometry imaging; lipidomics; plasma; tumor tissue
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1. Introduction

The use of omics technologies for breast cancer investigations has impacted our understanding
of how the molecular alterations, at multiple levels, lead to carcinogenesis [1]. Although no
significant clinical gains have been conquered yet, metabolomics and lipidomics studies have led
to the discovery of an increasing number of molecules suggested as possible biomarkers for breast
cancer [2]. Robust biomarkers, able to improve diagnosis and prognosis, are highly attractive and
multiple analytical platforms may act as complementary tools in the search for them. Powerful features
such as superior sensitivity, simultaneous detection of multiple compounds, ability to employ small
sample volumes, and ease of coupling to chromatographic techniques have allowed mass spectrometry
(MS) to occupy an increasingly prominent place in clinical diagnosis [3].

In the field of clinical diagnosis, liquid chromatography-mass spectrometry (LC-MS) has been
extensively exploited for blood analysis of breast cancer patients to achieve early diagnosis [4–11],
metabolic reprogramming [12,13], cancer typing or staging [14] and therapeutic intervention
response [15], as recently reviewed [16–18].

While LC-MS is very suitable for biofluid analysis, MS imaging (MSI) is another outstanding MS
technique that has gained attention for direct tissue analysis [19,20]. MSI provides comprehensive
information on the distribution of the molecules directly over the surface of samples. MS-based tissue
imaging applied to clinical research has been accelerated by the development of ambient ionization MS,
that allows the samples to be analyzed with minimal or no sample preparation, in an open environment
and at atmospheric pressure [21]. Other features such as the shorter time and the non-destructive nature of
the analysis have motivated investigations using ambient MSI in the intra-operative environment [22,23].
Ambient MSI is being increasingly used for metabolomics investigations with a particular interest
in lipids since these molecules are abundant over cell membranes and easily ionized under ambient
conditions [24–27]. Desorption-electrospray-ionization-MSI (DESI-MSI) is one of the most prominent
ambient MSI techniques and has recently demonstrated its value in the study of breast cancer. DESI-MSI
has proved to be a robust and reproducible technology for rapid breast-cancer-tissue diagnosis and
margin analysis [28–32], differentiation of necrotic areas in breast cancer [33], and identification of in
situ and invasive area of breast carcinoma across the different molecular subtypes [34].

Using DESI-MSI, our lab recently carried out a multicenter investigation [28] for a diverse
population set comprising different patient races from different countries and built statistical classifiers
able to discriminate no special type (NST) invasive ductal carcinoma (IDC) tissue from normal tissue.
The model was also able to predict the status of estrogen receptor (ER), progesterone receptor (PR),
and the resulting hormone receptor status (HR) in IDC. Overall, DESI-MSI enabled us to discriminate
distinct histological regions over the tissue, and molecular signatures specific of carcinoma cells were
selected from the surrounding stroma, vessels, adipose tissue, and normal glands, besides generating
a robust predictive statistical model for breast cancer diagnosis. In the present study, we wondered
whether a correspondence exists between lipid cancer signatures observed by DESI-MSI of cancer
tissue and those detected by LC-MS in plasma.

To answer this question, we first carried out an accurate literature search and realized that
only a few studies correlated the lipid profile of tissues obtained by DESI-MSI to those obtained by
LC-MS [35–38]. Abbassi-Ghadi et al. compared DESI-MS lipid profiling of tissue to LC-MS lipid
profiling of the same excised and extracted tissue [39]. The authors demonstrated that the lipid profile
observed by DESI-MS is congruent to that obtained by LC-MS, which confirmed the role of DESI-MS
for lipid profiling as a stand-alone technique. To the best of our knowledge, a comparison between the
cancerous biomarkers recovered by LC-MS in circulating plasma and those detected through direct
tissue analysis by DESI-MS has not been made yet.

Therefore, in this pilot study, the lipid profile of plasma obtained by LC-MS was correlated to
that revealed by DESI-MSI of core biopsies and excised tumors of Brazilian women with breast cancer.
Both special and NST types of carcinoma were evaluated using the model described by our group [28]
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as a complementary validation set. To determine putative plasma biomarkers, LC-MS analysis of
plasma from cancer women was also compared to a control group.

2. Results

2.1. Molecular Imaging of Breast Tissues by DESI-MSI

Twenty-eight human breast tissue samples were analyzed using DESI-MSI. These samples included
11 special type samples and 17 NST samples obtained from core biopsy fragments or surgical specimens
(Supplementary Table S1). DESI-MSI enabled visualization of histological features within ductal carcinoma
(DC) samples (i.e., fibrosis, stroma, normal glands, IDC regions, in situ DC, vessels, etc.), as previously
reported [28–30]. The molecular images generated could then be correlated with optical images of
the hematoxylin & eosin (H&E) stained tissue sections (Figure 1). Indeed, molecular images of the
glycerophosphoinositol (PI) and fatty acid (FA) ions could serve as markers for the tumor areas over the
tissue. Tumor regions spatially correlated with the distribution of PI(36:2) and FA(20:4). Other lipids such
as PI(38:4) showed no specificity around stroma, fibrosis, normal adjacent tissue, or tumor regions and
were found over the entire tissue section. Molecular images of both NST and special type samples correctly
correlated with the optical images. Figure 1 shows the good correspondence between the optical microscopy
images and the ion images of a biopsy fragment of a special type tumor, exemplifying that these molecules
are characteristic of cancer, independently of the type of breast cancer and the type of tumor sampling.
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Figure 1. Optical images of hematoxylin & eosin (H&E) stained slides and representative ion images
for a biopsied tissue sample diagnosed as invasive apocrine carcinoma of the breast with a signet ring.
The entire tissue section is shown in (A) and the optical magnification (40×) of a region is shown in (B),
with red-marked tumor areas. The representation of the relative abundance of a tumor discriminatory
ion of mass-to-charge ratio (m/z) 861.550 is shown in (C). Zoomed in and outlined in red, (D) shows a
comparative perspective with the H&E image above (B). The representation of the relative abundance
of a non-discriminatory ion of m/z 885.550 is shown in (E). Also, zoomed-in, (F) shows a comparative
perspective with images D and B above. Areas of red intensity within the ion images represent the
highest (100%) and black the lowest (0%) relative abundance. PI: glycerophosphoinositol. Lipid species
are described by the numbers of fatty acid chain carbons and double bonds.
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The set of samples comprising both NST and special type carcinomas, which were collected and
analyzed in Brazil, was later submitted to a blind classification test performed in the USA, using the
predictive models of NST-IDC built for lipid DESI-MSI data described by our group [28]. All the 28
breast samples, including special type tumors, were correctly classified according to their cancer status
(as being cancer or normal samples). The predictive model was also able to define their ER and PR
status, as being positive or negative (Figure 2).

The results of the classification test showed that all the 28 samples were correctly predicted as being
cancer samples. From these, 6 samples were correctly classified as ER-negative, while 22 samples were
classified (also correctly) as ER-positive. Similarly, 5 samples were correctly classified as PR negative,
whereas 23 samples were classified (also correctly) as PR positive. The results presented for cancer
status prediction, ER and PR status classification showed, therefore, a sensitivity of 100% and specificity
of 100%, in a per-patient analysis, regardless of the type of IDC samples (NST- or special type-IDC).
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Figure 2. Summary of the classification predictions of breast carcinoma tissue and plasma samples.
(A) Results obtained for tissue analysis using DESI-MSI (Desorption-Electrospray-Ionization—Mass
Spectrometry Imaging). A previously validated model for classification of samples was described
by Porcari et al. [28], with 66 breast cancer samples compared to normal breast tissue, and it was
used here as a test set. In the validation set, all the NST (no special type) and special type tissue
samples were correctly classified as being cancer and as having +/- Progesterone Receptor (PR) and +/-
Estrogen Receptor (ER). (B) Describes the results obtained for plasma analysis using LC-MS/MS (Liquid
Chromatography—tandem Mass Spectrometry). The test set was composed of 29 plasma samples and
resulted in average accuracies of 99.8% (positive ion mode) and 99.2% (negative ion mode) based on
100 cross-validations. In the validation set, including 30% of the samples, all the plasma samples were
correctly classified as being cancer or not.

2.2. Analysis of Plasma by LC-MS/MS

The sum of 42 plasma samples obtained from 22 healthy volunteers (control) and 20 breast
cancer women (case) had their organic extracts analyzed by LC-MS/MS. A total of 1434 compounds
were detected in positive ion mode, whereas 1480 compounds were detected in negative ion mode.
From these, 892 compounds were automatically identified using Progenesis QI based on accurate
mass, isotope similarity, and MSE experiments. In this untargeted approach, the relative intensities
of the ions, normalized to the total ion current (TIC), were considered to detect changes among
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the groups. Examples of the chromatograms, raw spectra, and feature identification are shown in
the Supplementary Figures S1–S3, for the positive and negative ion modes. Using all the detected
compounds, unsupervised multivariate analysis was performed for data from both the positive and
negative ion modes. Figure 3 shows the Principal Component Analysis (PCA) score plots for both
ionization modes. Although some overlap of the 95% confidence level ellipses occurs in both plots,
a clear tendency of segregation of cancerous and healthy individuals by PCA is observed.
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Figure 3. Principal component analysis (PCA) scores plot for plasma analysis in positive ion mode
(A) and in negative ion mode (B). Segregation was observed for both modes between cancer and healthy
individuals. Quality control (QC) samples (pool of all the samples) are also plotted. The explained
amount of the total variance of the full data set is shown for each principal component (PC1-2).

Based on the plasma composition of 70% of the samples (training set) from the two ionization
modes, two classification models were built using the Supporting Vector Machine (SVM) algorithm
and they were tested for their ability to classify unknown samples (30%) comprising the validation
set. SVM models were also used to point out which of the detected molecules would contribute
more significantly to such differentiation. To build the classification models, 8 predictive molecular
features were selected for positive ion mode, and 9 for negative ion mode. Table 1 shows the selected
molecular features together with their possible assignments. Features selection was based on their
area under the curve (AUC) value for their individual receiver operating-characteristic (ROC) curves,
a parameter that indicates their ability to distinguish between healthy and cancer plasma. The overall
prediction power of these two models was estimated based on the AUC of ROC plots obtained from
the combination of the AUC of all the selected features. Both models presented the maximum AUC
value (1.00), indicating how well the set parameters could distinguish between case and control groups.
As Figure 2 summarizes, the resulting SVM models were applied to classify the validation set. Both the
SVM models correctly classified 7 out of 7 healthy samples and 6 out of 6 cancer samples, resulting in
maximum positive and negative predictive values (PPV/NPV), specificities of 100%, and sensitivity of
100% in a per-patient analysis. The medium probability of correct classification found for the validation
set is a value that indicates the probability of each specific sample in the data set to be classified as
being part of a determined class. In the present study, this value was found as 93.6% for positive ion
mode SVM model and 92.7% for negative ion mode SVM model. If these medium probabilities were
close to 0.5 then the model would have insufficient discriminatory power and should not be used for
predictions [40].
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Table 1. Discriminant ions selected by Supporting Vector Machine (SVM) models (positive and negative ion mode) as significant contributors to the molecular
classification of plasma from healthy and cancer women.

Measured m/z Ion Mode Species Lipid Assignment Proposed Formula Exact m/z Mass Error (ppm)

Characteristic of healthy plasma samples

496.340 + [M + H]+ LysoPC(16:0) C24H51NO7P 496.340 0.0
524.371 + [M + H]+ LysoPC(18:0) C26H55NO7P 524.372 1.9
782.569 + [M + H]+ PC(40:4) C44H81NO8P 782.570 1.3
810.600 + [M + H]+ PC(38:4) C46H85NO8P 810.601 1.2
540.330 − [M + FA − H]− LysoPC(16:0) C25H51NO9P 540.330 0.0
568.361 − [M + FA − H]− LysoPC(18:0) C27H55NO9P 568.361 0.0
588.330 − [M + FA − H]− LysoPC (20:4) C29H51NO9P 588.330 0.0
566.346 − [M + FA − H]− LysoPC(18:1) C27H53NO9P 566.346 0.0

Characteristic of cancer plasma samples

786.600 + [M + H]+ PC(36:2) C44H85NO8P 786.601 1.3
796.738 + [M + NH4]+ TG (46:0) C49H98NO6 796.739 1.3
758.570 + [M + H]+ PC(34:2) C42H81NO8P 758.570 0.0
824.770 + [M + NH4]+ TG(48:0) C51H102NO6 824.771 1.2
407.294 − [M −H2O −H]− 13′-Hydroxy-gamma-tocotrienol C28H39O2 407.295 2.5
409.310 − [M − H]− gamma-tocotrienol C28H41O2 409.311 2.4
802.559 − [M + FA − H]− PC(34:2)/PE-Nme(36:2) C43H81NO10P 802.560 1.2
830.590 − [M + FA − H]− PC(36:2) C45H85NO10P 830.591 1.2
776.544 − [M + FA − H]− PC(32:1) C41H79NO10P 776.544 0.0

m/z: mass-to-charge ratio; ppm: parts per million; LysoPC: Lysophosphatidylcholine; PC: phosphatidylcholine; TG: triglyceride; PE-Nme: methylphosphatidylethanolamine. Lipid species
are described by the numbers of fatty acid chain carbons and double bonds.
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2.3. Correspondence of Biomarkers Between Tissue-DESI-MSI and Plasma-LC-MS

To verify the presence of tissue biomarkers among the metabolites detected in plasma, the set
of tissue biomarkers reported by Porcari et al. [28] and used to classify the tissue samples of this
study were sought among the 892 compounds which had automatically been identified in plasma
samples. From the list of 31 compounds previously reported as discriminators of breast cancer by
DESI-MSI, 17 were detected among the plasma metabolites. Table 2 summarizes the list of DESI-MSI
tissue biomarkers and their occurrence in plasma samples.

Table 2. Tissue biomarkers found by DESI-MSI (Desorption-Electrospray-Ionization—Mass Spectrometry
Imaging) and their occurrence in plasma samples of breast cancer patients analyzed by LC-MS/MS
(Liquid Chromatography—tandem Mass Spectrometry).

Tissue Biomarkers for No Special Type (NST) Ductal
Carcinoma of the Breast [28]

Prevalence in Plasma Samples of Breast
Carcinoma (NST and Special Type)

Patients According to LC-MS/MS Results

PS(34:1); PE(38:4); PS(38:4); PI(34:1); PS(40:4); PI(36:2);
PI(38:3); PE(36:2); PE(O-38:6); PE(O-38:5); PS(36:2); PS(36:1);

PC(34:2); PC(34:1); PS(38:1); PI(34:0); PI(38:4)
Yes

PG(34:1); PG(36:2); PG(40:7); PS(O-41:0); Cer(t42:1); CL(72:8);
CL(72:7); PA(38:2); PS(O-33:0); PE(O-38:4); PG(36:4);

PS(P-36:2); PE(39:5); TG(52:3)
No

PS: glycerophosphoserine, PE: glycerophosphoethanolamine; PI: glycerophosphoinositol; PC: glycerophosphocholine;
PG: glycerophosphoglycerol; Cer: ceramide; CL: cardiolipin; PA: phosphatidic acid; TG: triacylglycerol. Lipid species
are described by the numbers of fatty acid chain carbons and double bonds.

The set of 17 mutual molecules (Table 2) was used to build a PCA model aimed at distinguishing
between the case and control plasma samples (Figure 4). The abundances of these molecules in plasma
for negative ion mode were considered. No differentiation of the groups was achieved. An SVM model
was also built and showed a near to diagonal line for the ROC curve (Figure S4), confirming the poor
differentiation power of this set of molecules.
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Figure 4. Principal component analysis scores-plot of the differentiation of plasma samples analyzed
by LC-MS/MS (Liquid Chromatography—tandem mass spectrometry) using the molecules found
in both plasma and tissue by DESI-MSI (Desorption-Electrospray-Ionization—Mass Spectrometry
Imaging) [28]. The set of selected features does not enable group differentiation. Principal component
(PC) 1 explains 33.3% of the total variance of the full data set, whereas PC2 explains 25.7%.
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3. Discussion

In our study, multiple MS techniques were used to establish a comprehensive diagnostic workflow
for the different sample types collected from breast patients (i.e., plasma, core biopsy, and surgical
specimen). DESI-MSI correctly assigned tumor regions both in pre-surgical and post-surgical tissue
slides, in excellent agreement with the pathologist’s evaluation. Plasma analysis through LC-MS/MS
revealed putative lipid biomarkers for both positive and negative ionization modes and our models
showed excellent sensitivities and accuracy in a per-patient analysis. The correlation of plasma and
tissue lipids showed that some of the tissue biomarkers were also detected in plasma samples, although
these molecules were not found as significant contributors for plasma differentiation among healthy
and breast cancer groups.

3.1. Molecular Imaging of Breast Tissues by DESI-MSI

In the present study, we analyzed biopsies and surgical specimens of breast cancer patients
including NST and special type tumors, to verify whether our model, previously built based solely on
NST samples, would also be able to correctly classify special type tumors.

Our study submitted DESI-MSI data of 28 tissue samples, including 12 samples from special
type tumors, to our pre-generated classification model, again with an inter-laboratory approach.
Remarkably, 100% of specificity, sensitivity, and accuracy were achieved for this new validation set in
a per-patient analysis, even when special tumors were considered. These results emphasize that a
single Lasso model built from DESI-MSI can classify inter-laboratory independent sample sets and
that the putative biomarkers pointed out by this model for IDC breast tumors are robust enough to
differentiate special tumor types.

3.2. Analysis of Plasma by LC-MS/MS

Healthy and cancerous plasmas, as previously reported [8,41,42], have a distinct lipid profile.
These differences were able to discriminate these groups both by unsupervised and supervised
multivariate analysis. Using the support vector machine (SVM), a multivariate classification method
that applies a non-parametric machine learning technique, two sensitive and accurate models for
plasma sample differentiation were built [40,43]. These models (built for the positive and negative
ionization modes) are independent and complementary to one another. To deepen the understanding
of metabolic pathways involved in breast cancer, a set of features was selected to compose the statistical
models. Nonetheless, it was observed that a minimal number of features (two features per model,
data not shown) would be enough to provide sensitive and accurate classification models, exemplifying
the highly discriminant power of lipids for plasma breast cancer differentiation.

Among the molecular contributors for plasma sample differentiation, LysoPC, glycerophospholipids,
and triglycerides (TG) were found to be the most important. Indeed, dysregulation of lipid metabolism in
tumor cells is known as a hallmark related to the tumors’ opportunistic modes of nutrient acquisition [44].
Other studies reported alterations in the abundance of lysoPC among healthy and breast cancer samples
which proved to be consistent with both our models [45,46]. As reported by Taylor et al. [47], LysoPC(16:0)
and LysoPC(18:0) are the most abundant types of LysoPC in plasma and their decreased level in breast
cancer samples could be associated with an activated inflammatory status and a higher metabolism
rate in breast cancer cells. LysoPC are derived from the turnover of PC in circulation, as products
of lysophospholipase enzymes such as phospholipase A2 (PLA2). Yamashita et al. [48] and Yarla et
al. [49] reported highly elevated PLA2 levels in patients with various malignant tumors, especially
in breast cancer. Overexpression or enhanced activity of PLA2 is expected to increase LysoPC levels,
and this observation could also explain the relative increase in some PC levels observed for healthy
plasma samples. Qiu et al. [41] also reported decreased levels of LysoPC in breast plasma samples
when compared to healthy samples. Concerning the TG, their higher abundance in cancer plasma may
be related to an increased de novo lipogenesis. TG are precursors for the synthesis of phospholipids
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and are also an independent source for fatty acid oxidation. These key processes supply energy and
membrane lipids for the accelerated cell proliferation required in tumorigenesis [50,51]. Interestingly,
some tocotrienol-related metabolites (analogs of vitamin E) were found in higher abundance in the
cancer patient’s plasma. This fact could be related to the usual supplementation of tocotrienols in breast
cancer treatment, as these compounds are claimed to suppress the growth of tumors cells [52].

3.3. Correspondence of Biomarkers Between Tissue and Plasma

Tissue-specific biomarkers previously reported for breast cancer detection were investigated
according to their occurrence in plasma. More than half of tissue biomarkers could be found in plasma.
This fact reflects how tissue injury may affect peripheral blood composition [53]. Interestingly, none of
the tissue-biomarkers had a significant value for plasma differentiation. We believe that this could be
related to two different factors: the dilution of specific tissue biomarkers in the peripheral blood and
the different extraction methods applied to plasma and tissue samples.

Tissue-specific lipids detected by DESI-MSI, even when observed in plasma samples, were not
predictive for plasma differentiation. This may reflect how specific tissue lipids reach the bloodstream
and how diluted they are among other non-specific molecules. Although tissue injury may release
specific biomarkers in the bloodstream, the most abundant circulating biomarkers could be secondary
products of the injured metabolism. For example, the increased levels of LysoPC found in plasma
samples corroborates an increased releasing of arachidonic acid, FA(20:4), also due to PLA2 action.
The increased abundance of FA(20:4) was noticed as a marker for tumor region over the tissue. However,
FA(20:4) was not directly found as a highly discriminant ion for plasma samples, although this molecule
is among those detected and identified in plasma extracts.

Moreover, whereas plasma samples were analyzed after exhaustive solvent extraction (i.e.,
liquid-liquid extraction), tissue samples were not exhaustively extracted and had only their most
abundant superficial molecules desorbed/ionized by the charged droplets of the DESI-MSI spray plume.
Besides that, the matrix effect in DESI-MSI analysis must be considered. Molecules that would be
suppressed by other more abundant components in DESI-MS analysis may be separated in time over a
chromatographic column. This results in their proper ionization, detection, and further recognition as
significant components in statistical models.

In summary, our study has brought to the attention of the scientific community a comparison of
the molecular signatures of breast cancer found directly over tumor tissue by DESI-MSI with those
gathered from plasma extracts of the same breast cancer patients by LC-MS. As supported by the
literature [4–9,28–32], both plasma lipid profiles detected by LC-MS and tissue lipid signatures detected
by DESI-MSI could be used for diagnostic purposes. However, we have shown for the first time, that
each one of the studied matrices has its specific molecular signatures and the interposition of these
signatures was not observed across different sample types (i.e., blood or tissue). Although indicators
of tissue injury do not prevail as biomarkers in peripheral blood, some of them could be found in
plasma samples demonstrating relevant sensitivity and accuracy of the LC-MS method. Our study also
enabled the testing of the classification model described in our previous findings [28] for the analysis
of an independent sample set, comprising special type carcinomas, in an inter-laboratory experiment.
Special type carcinomas had not been previously used for the building of this classification model
and the achievement of 100% specificity/sensitivity rates showcases the discriminatory power of the
proposed methodology. These results reinforce DESI-MSI as a robust technique to be used for breast
cancer diagnosis including the correct classification of special type carcinomas according to their cancer
status, and ER/PR status with remarkable specificity, sensitivity, and accuracy.
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4. Materials and Methods

4.1. Subjects and Ethical Consent

The case group comprised 24 women with a confirmed diagnosis for breast cancer. The women had
their EDTA-blood samples and/or core-needle biopsies and/or surgical specimens collected. Detailed
information about the type of sample collected for each subject is described in Supplementary Table S1.
Since not every woman presented the three types of samples, this study comprised the collection of 20
EDTA-blood samples, 16 biopsies, and 12 surgical specimens, resulting in 28 tissue samples (Figure 5).
All the recruitment was done during their attendance at the Department of Gynecological and Breast
Oncology, Women’s Hospital (CAISM), at the State University of Campinas (UNICAMP), Campinas,
São Paulo, Brazil. The procedures were carried out according to the Helsinki Declaration and written
informed consent was obtained from each study participant (CAAE # 69699717.0.0000.5404, 09/05/2017,
CEP-UNICAMP). The control group comprised 22 healthy women with no evidence of any personal
or family story of breast cancer, who donated their EDTA-blood samples under the same collection
protocol and served to provide a representative group of the general population that seeks medical
assistance in this region. Written informed consent was also obtained from the control women (CAAE
# 25222619.4.0000.5514, 13/12/2019, CEP-USF). Table 3 summarizes the clinicopathologic characteristics
of women from the breast cancer group.

Estrogen receptor status, progesterone receptor status and HER2 (human-epidermal-growth-
factor-receptor-2) receptors status referred to tissue samples. Special Types: pleomorphic lobular
breast carcinoma (N = 1), mixed invasive ductal carcinoma/squamous/metaplastic breast carcinoma
(N = 1), mucinous colloid breast carcinoma (N = 4), papillary breast carcinoma (N = 1), apocrine breast
carcinoma with signet ring (N = 1).

Table 3. Clinicopathologic characteristics of women with breast cancer.

Characteristics Patients, N Median Age (Range)

Core needle biopsy 16 60 (37–80)
Surgical specimen 12 61 (36–81)

Core needle biopsy + surgical specimen 5 63 (37–80)
Plasma 20 58 (36–81)

Tumor type
Ductal NST (no special type) 16 56 (36–81)

Special Types 8 65 (37–80)
Tumor stage

I 10 57 (43–77)
II 8 59 (36–81)
III 3 64 (37–80)
IV 3 61 (42–75)

Estrogen receptor status
Positive 20 58 (36–81)

Negative 4 65 (42–77)
Progesterone receptor status

Positive 16 56 (36–81)
Negative 8 65 (42–80)

HER2 receptor status
Positive 6 47 (36–67)

Negative 18 63 (38–81)



Int. J. Mol. Sci. 2020, 21, 3611 11 of 17

Int. J. Mol. Sci. 2020, 21, x FOR PEER REVIEW  11 of 17 

 

I  10  57 (43 – 77) 

II  8  59 (36 – 81) 

III  3  64 (37 – 80) 

IV  3  61 (42 – 75) 

Estrogen receptor status     

Positive  20  58 (36 – 81) 

Negative  4  65 (42 – 77) 

Progesterone receptor status     

Positive  16  56 (36 ‐ 81) 

Negative  8  65 (42 – 80) 

HER2 receptor status     

Positive  6  47 (36 – 67) 

Negative  18  63 (38 – 81) 

Estrogen  receptor status, progesterone  receptor status and HER2  (human‐epidermal‐growth‐

factor‐receptor‐2)  receptors  status  referred  to  tissue  samples.  Special Types: pleomorphic  lobular 

breast carcinoma (N = 1), mixed invasive ductal carcinoma/squamous/metaplastic breast carcinoma 

(N = 1), mucinous colloid breast carcinoma (N = 4), papillary breast carcinoma (N = 1), apocrine breast 

carcinoma with signet ring (N = 1). 

 

Figure 5. Distribution of samples over case and control groups and the technique of choice employed 

in  each  subset: Desorption‐Electrospray‐Ionization  – Mass  Spectrometry  Imaging  (DESI‐MSI)  for 

tissue  samples  and Liquid Chromatography‐Tandem Mass Spectrometry  (LC‐MS/MS)  for plasma 

samples. a Age is expressed as medium age (range). 

4.2. Tissue Samples Analyzed by DESI‐MSI 

Twenty‐eight human breast tissue samples from fragments of core needle biopsy (N = 16) and 

surgical specimens (N = 12) were collected from women undergoing mastectomy or quadrantectomy 

as  part  of  their  cancer  diagnosis  and  treatment  in  the Department  of Gynecological  and  Breast 

Oncology, Women’s Hospital  (CAISM)  and were  later  submitted  to DESI‐MSI  analysis. For  that, 

immediately after the removal of the surgical specimen, the tissue was macroscopically assessed, and 

the tumor area was identified. The presence of tumor was later confirmed through histopathology by 

an  expert  pathologist.  Surgical  specimens  and  biopsy  fragments were  snap‐frozen  using  liquid 

nitrogen within a maximum of 4 h after the surgical removal. The samples were then stored at −80 °C 

until they were sectioned for DESI‐MSI. Tissue samples were sectioned at 16 μm thick sections using 

a CryoStarTM NX50 cryostat (Thermo Scientific, San Jose, CA, USA) and stored in a −80 °C freezer. 

4.3. DESI‐MSI Experiments 

Figure 5. Distribution of samples over case and control groups and the technique of choice employed
in each subset: Desorption-Electrospray-Ionization—Mass Spectrometry Imaging (DESI-MSI) for tissue
samples and Liquid Chromatography-Tandem Mass Spectrometry (LC-MS/MS) for plasma samples.
a Age is expressed as medium age (range).

4.2. Tissue Samples Analyzed by DESI-MSI

Twenty-eight human breast tissue samples from fragments of core needle biopsy (N = 16) and
surgical specimens (N = 12) were collected from women undergoing mastectomy or quadrantectomy as
part of their cancer diagnosis and treatment in the Department of Gynecological and Breast Oncology,
Women’s Hospital (CAISM) and were later submitted to DESI-MSI analysis. For that, immediately
after the removal of the surgical specimen, the tissue was macroscopically assessed, and the tumor
area was identified. The presence of tumor was later confirmed through histopathology by an expert
pathologist. Surgical specimens and biopsy fragments were snap-frozen using liquid nitrogen within a
maximum of 4 h after the surgical removal. The samples were then stored at −80 ◦C until they were
sectioned for DESI-MSI. Tissue samples were sectioned at 16 µm thick sections using a CryoStarTM
NX50 cryostat (Thermo Scientific, San Jose, CA, USA) and stored in a −80 ◦C freezer.

4.3. DESI-MSI Experiments

A 2D Omni Spray DESI imaging platform (Prosolia Inc., Indianapolis, IN) coupled to a Q-Exactive
Orbitrap (Thermo Fisher Scientific, San Jose, CA) was used for tissue imaging. A lab-built
sprayer was adapted to the commercial Omni Spray DESI imaging stage and a solution of
dimethylformamide/acetonitrile (DMF/ACN) 1:1 (v/v) was sprayed at a flow rate of 1.5 µL.min−1.
The samples were screened in negative-ion mode over the m/z range of 100–1200. The resolving power
of 70,000 (at m/z 400) was used. The S-lens RF level was set to 100, the spatial resolution of 200 µm was
used and the nitrogen gas pressure of the DESI source was 150 psi.

4.4. Plasma Samples Analyzed by LC-MS

Plasma samples were obtained from collected EDTA-bloods which were centrifuged up to 2 h
after the collection time and then frozen until the time of extraction at −80 ◦C. Before the extraction
protocol, quality control samples were prepared by pooling together an aliquot of each sample from
both groups. This pool was further spliced into different microtubes and submitted to sample extraction
concomitantly with the other samples. After the extraction, all the samples were submitted to LC-MS
analysis using electrospray ionization (ESI) in either positive or negative ion modes using an ACQUITY
H-class liquid chromatograph coupled to XEVO-G2XS QTOF (Waters) mass spectrometer.
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4.4.1. Lipid Extraction

Plasma samples (150 µL) were extracted with the addition of 600 µL of a CHCl3:MeOH solution
(2:1, v/v). Afterward, vortex (30 s) and centrifugation (12,000 RPM, 5 min, 4 ◦C) were carried out and
450 µL of the bottom organic layer were collected and dried under nitrogen flow. Dried samples were
stored at −20 ◦C until the analysis. For analysis, samples were reconstituted in 1 mL of a solution of
isopropanol (IPA)/ACN/water (2:1:1, v/v/v).

4.4.2. LC-MS Analysis

An ACQUITY UPLC connected to a XEVO-G2XS quadrupole time-of-flight (QTOF) mass
spectrometer (Waters, Manchester, UK) equipped with an electrospray ion source was used. Liquid
chromatography was performed using an Acquity UPLC CSH C18 column (2.1× 100 mm, 1.7 µm, Waters).
Mobile phase A was composed of a solution of 10 mM ammonium formate with 0.1% formic acid in
ACN/water (60:40, v/v), while mobile phase B was composed of a solution of 10 mM ammonium formate
with 0.1% formic acid in IPA/ACN (90:10, v/v). The flow rate was 0.4 mL min−1. The column was initially
eluted with 40% B, increasing to 43% B over 2 min and subsequently to 50% within 0.1 min. Over the
next 3.9 min, the gradient was further ramped to 54% B, and then to 70% of B in 0.1 min. In the final part
of the gradient, the amount of B was increased to 99% over 1.9 min. Solution B finally returned to 40% in
0.1 min, and the column was equilibrated for 1.9 min before the next injection. The total run time was
10 min. The injection volume was 1 µL. Positive and negative ion modes were recorded (separately) and
the instrument was operated in MSE mode in the m/z range of 50–2000, with an acquisition time of 1 s per
scan. Other parameters were as follows: source temperature = 120 ◦C, desolvation temperature = 600 ◦C,
desolvation gas flow = 800 L·h−1, capillary voltage = 2.0 kV(+)/1.5 kV(–), cone voltage = 30 V. Leucine
encephalin (molecular weight = 555.62; 200 pg·µL−1 in 1:1 ACN:H2O) was used as a lock mass for accurate
mass measurements, and a 0.5 mM sodium formate solution was used for calibration. Samples were
randomly analyzed and quality control samples were injected every ten injections.

4.4.3. Data Extraction

LC-MS raw files were processed using Progenesis QI 2.0 software (Nonlinear Dynamics, Newcastle,
UK), which enabled raw data import, selection of possible adducts, peak alignment, deconvolution,
and compound identification based on MSE experiments. Progenesis QI generates a table of the ions
labeled according to their nominal masses and retention times as a function of their intensity for
each sample. Examples of the chromatograms, raw spectra, and feature identification are shown in
Figures S1–S3, for the positive and negative ion modes.

4.5. Statistical Analysis

For tissue analysis, MS data corresponding to the areas of interest were extracted from the ion images
using the MSiReader software [54]. Data preprocessing was performed following Porcari et al. [28].
The previously generated logistic regression model with Lasso (least absolute shrinkage and selection
operator) regularization was used to predict tissue samples according to the presence of breast cancer,
estrogen receptor (ER) status, and progesterone receptor (PR) status.

For plasma analysis, the list of extracted ions chromatograms per retention time was uploaded to
the MetaboAnalyst web platform (http://www.metaboanalyst.ca). Data were normalized by sum and
auto-scaled. Ions detected in at least 10% of the samples were held for analysis. Comparisons were
performed of the case against control groups. For the unsupervised analysis, principal component
analysis (PCA) was used. For the supervised analysis through support vector machine (SVM), data were
divided into a training set (70% of samples) and a validation set (30% of samples). The training set
was composed of plasma of 14 breast cancer women and plasma of 15 healthy women, whereas the
validation set was composed of plasma of 6 breast cancer women and 7 healthy women. The biomarker
analysis module provided by the Metaboanalyst web platform was used and data was loaded in
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the form of a table containing the list of extracted ions chromatograms per retention time and the
group label for 70% of the samples. Thirty percent of the samples had no group label (test samples).
The same parameters used for PCA were chosen for filtering, normalization, and scaling of the data.
The classification method was linear SVM, whereas the selected feature ranking method was built-in
SVM. To evaluate the test set, the top 10 features with the highest area under the ROC curve (AUC)
value were selected to compose the final SVM model, which was used to classify and provide the
medium probability of correct classification for each test sample.

To investigate whether the biomarkers validated as discriminatory for tissue analysis could also be
predictive in plasma, the tissue biomarkers detected in plasma were used to build a PCA model. In that
way, their discriminatory power regarding plasma samples of case and control groups was evaluated.

Supplementary Materials: Supplementary Materials can be found at http://www.mdpi.com/1422-0067/21/10/
3611/s1.
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AUC Area under the (ROC) curve
CAAE Brazilian certificate of ethical appreciation approval
CAISM-UNICAMP Center of integrated assistance to women’s health of the University of Campinas
Cer Ceramide
CL Cardiolipin
CN:DB Numbers of fatty acid chain carbons and double bonds in lipid species
DC Ductal carcinoma
DCIS In situ ductal carcinoma
DESI-MSI Desorption-Electrospray-Ionization—Mass Spectrometry
ER Estrogen receptor
FA Fatty acid
H&E Hematoxylin and eosin staining
HER2 Human-epidermal-growth-factor-receptor-2
HR Hormone receptor status
IDC Invasive ductal carcinoma of the breast
Lasso Least absolute shrinkage and selection operator
LC-MS/MS Liquid chromatography coupled to tandem mass spectrometry
LC-MS Liquid chromatography coupled to mass spectrometry
LysoPC Lysophosphatidylcholine
m/z Mass-to-charge ratio
MS Mass Spectrometry
MSE MS data-independent acquisition
MSI Mass Spectrometry Imaging
NST no special type carcinoma of the breast
NPV Negative predictive value
PA Phosphatidic acid
PC Glycerophosphocholine
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PC1 Principal component 1
PC2 Principal component 2
PCA Principal Component Analysis
PE Glycerophosphoethanolamine
PE Phosphatidylethanolamine
PE-Nme Methylphosphatidylethanolamine
PG Glycerophosphoglycerol
PI Glycerophosphoinositol
ppm parts per million
PPV Positive predictive value
PR Progesterone receptor
PS Glycerophosphoserine
QC Quality control sample
ROC Receiver operating-characteristic (curves)
SVM Support Vector Machine
TG Triacylglycerol or Triglyceride
TIC Total Ion Current
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Supplementary Table S1: Summary of the type of samples collected for each breast cancer woman 

Subject 
# 

Type of sample Type 
plasma biopsy surgical specimen NST1 / ST2 

1 yes yes yes ST 
2 yes yes yes ST 
3 yes yes yes NST 
4 yes yes yes NST 
5 yes yes yes ST 
6 yes yes no ST 
7 yes yes no NST 
8 yes yes no NST 
9 yes yes no NST 

10 yes yes no NST 
11 yes yes no NST 
12 yes yes no ST 
13 yes yes no NST 
14 yes yes no ST 
15 yes no yes NST 
16 yes no yes NST 
17 yes no yes ST 
18 yes no yes NST 
19 yes no yes ST 
20 yes no no NST 
21 no yes no NST 
22 no yes no NST 
23 no no yes NST 
24 no no yes NST 

1ST: special type ductal carcinoma of the breast. 2NST: no special type.  
Note: We included 24 women with breast cancer. From them, 20 women had blood samples collected 
and 23 had cancer breast tissue collected. Among women who had their tissue collected, 11 of them had 
only biopsy, 7 had only surgical specimens and 5 had biopsy and surgical specimens.  
 
 

 

 

 

 

 

 



Supplementary Figures 

 

Figure S1: Base peak ion (BPI) chromatograms for a representative quality control (QC) sample acquired 
in (A) the positive ion mode and (B) the negative ion mode. 



 

Figure S2: Data for one characteristic ion of healthy plasma samples observed in the positive ion mode. 
The LysoPC (16:0), observed as the [M + H]+ adduct at m/z 496.3399. The extracted ion chromatogram 
(EIC) is shown in (A). The low-energy mass spectrum is shown in (B). The deconvoluted fragmentation 
spectrum obtained by Progenesis QI (Waters), showing the identifying fragments is shown in (C), where 
red signalizes the matched fragments, according to theoretical fragmentation.  



 

Figure S3: Data for one characteristic ion of cancer plasma samples observed in the negative ion mode. 
The PC(34:2)/PE-Nme(36:2), observed as the [M + FA - H]- adduct at m/z 802.5593. The extracted ion 
chromatogram (EIC) is shown in (A). The low-energy mass spectrum is shown in (B). The deconvoluted 
fragmentation spectrum obtained by Progenesis QI (Waters), showing the identifying fragments is shown 
in (C), where red signalizes the matched fragments, according to theoretical fragmentation.  

 



 

Figure S4: Receiver operator characteristics (ROC) curve for the support vector machine (SVM) model for 
differentiation among cancer and health status based on plasma lipids listed as molecular signatures for 
tissue differentiation using imaging mass spectrometry. A near to diagonal ROC curve represents an 
insufficient discriminatory power for the model. AUC is the area under the ROC curve and CI is the 
confidence interval. 
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