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1. INTRODUCTION 

The purpose of this statistical analysis plan (SAP) is to provide detailed descriptions of 
the planned analysis and reporting of the data from the study CLM-INS-004 (Protocol 
version 1.0 dated 28th September 2021). 
 
1.1. Study Objectives 

2EMHFWLYHV 2XWFRPH�0HDVXUHV� 7LPHSRLQW�V��RI�HYDOXDWLRQ�RI�WKLV�
RXWFRPH�PHDVXUH��LI�DSSOLFDEOH� 

3ULPDU\�2EMHFWLYH�   
3UHYDOHQFH�RI�LQVRPQLD�LQ�D�
FRKRUW�RI�EUHDVW�FDQFHU�SDWLHQWV� 

3URSRUWLRQ�RI�VFUHHQHG�SDWLHQWV�ZLWK�
LQVRPQLD�GHILQHG�DV�D�WRWDO�,6,�VFRUH�RI���
RU�PRUH� 
 

6WDJH���DVVHVVPHQW�RI�LQVRPQLD�
VHYHULW\�SHUIRUPHG�DW�EDVHOLQH�YLD�
DGPLQLVWUDWLRQ�RI�WKH�,6,�IRU�DOO�
SDUWLFLSDQWV�HQUROOHG�LQ�6WDJH���� 

6HFRQGDU\�2EMHFWLYHV�   
7R�DVVHVV�LQVRPQLD�VHYHULW\�LQ�
EUHDVW�FDQFHU�SDWLHQWV�
H[SHULHQFLQJ�LQVRPQLD��,6,൒�� 

3URSRUWLRQ�RI�SDUWLFLSDQWV�LQ�HDFK�,6,�
FDWHJRU\�RI�LQVRPQLD�VHYHULW\�EDVHG�RQ�
WKH�,6,�WRWDO�VFRUH�� 

$VVHVVPHQW�RI�LQVRPQLD�VHYHULW\�
ZLOO�EH�SHUIRUPHG�DW�
EDVHOLQH�VFUHHQLQJ�DQG�GD\����YLD�
DGPLQLVWUDWLRQ�RI�WKH�,6,�IRU�DOO�
SDUWLFLSDQWV�HQUROOHG�LQ�6WDJH��� 

7R�DVVHVV�VOHHS�HIILFLHQF\�LQ�
EUHDVW�FDQFHU�SDWLHQWV�
H[SHULHQFLQJ�LQVRPQLD��,6,൒�� 

6OHHS�HIILFLHQF\�GHILQHG�DV�WRWDO�VOHHS�
WLPH�UHODWLYH�WR�WRWDO�WLPH�LQ�EHG� 

6OHHS�HIILFLHQF\�ZLOO�EH�DVVHVVHG�
YLD�WKH�GLJLWDO�VOHHS�GLDU\�
FRPSOHWHG�GDLO\�RYHU�WKH���ZHHN�
REVHUYDWLRQ�SHULRG�IRU�DOO�
SDUWLFLSDQWV�HQUROOHG�LQ�6WDJH��� 

To assess quality of life in breast 
cancer patients experiencing 
insomnia (ISI൒8).  

'DWD�IURP�WKH�(4��'��/�TXHVWLRQQDLUH�
ZKLFK�LQFOXGHV�ILYH�GLPHQVLRQV��PRELOLW\��
VHOI�FDUH��GDLO\�DFWLYLWLHV��SDLQ�GLVFRPIRUW��
DQG�DQ[LHW\�GHSUHVVLRQ���ZLOO�EH�XVHG�WR�
FDOFXODWH�D�PHDVXUH�RI�WKH�SDUWLFLSDQW¶V�
KHDOWK��� 

4XDOLW\�RI�OLIH�ZLOO�EH�HYDOXDWHG�DW�
EDVHOLQH�RQ�DOO�HOLJLEOH�SDUWLFLSDQWV�
LQ�6WDJH���DQG�DW�'D\����RQ�DOO�
SDUWLFLSDQWV�HQUROOHG�LQ�6WDJH��� 

To assess quality of life in breast 
cancer patients experiencing 
insomnia (ISI൒8). 

'DWD�IURP�WKH�)$&7�(6�TXHVWLRQQDLUH�
ZKLFK�LQFOXGHV�ILYH�VXEVFDOH�GRPDLQV�
�SK\VLFDO�ZHOO�EHLQJ��VRFLDO�IDPLO\�ZHOO�
EHLQJ��HPRWLRQDO�ZHOO�EHLQJ��IXQFWLRQDO�
ZHOO�EHLQJ��DQG�HQGRFULQH�V\PSWRP�
VXEVFDOH���ZLOO�EH�XVHG�WR�FDOFXODWH�DQ�
LQGH[�YDOXH�DV�D�PHDVXUH�RI�WKH�
SDUWLFLSDQW¶V�KHDOWK� 

4XDOLW\�RI�OLIH�ZLOO�EH�HYDOXDWHG�DW�
EDVHOLQH�RQ�DOO�HOLJLEOH�SDUWLFLSDQWV�
LQ�6WDJH���DQG�DW�'D\����RQ�DOO�
SDUWLFLSDQWV�HQUROOHG�LQ�6WDJH��� 

To assess compliance of data 
entry into the digital sleep diary. 

&RPSOLDQFH�ZLOO�EH�DVVHVVHG�DV�WKH�
SURSRUWLRQ�RI�SDUWLFLSDQWV�FRPSOHWLQJ�WKH�
GLJLWDO�VOHHS�GLDU\�RQ�DW�OHDVW����RXW�RI����
GD\V� 

&RPSOLDQFH�ZLOO�EH�FDOFXODWHG�IRU�
HDFK�SDUWLFLSDQW�FRPSOHWLQJ�WKH�
WKUHH�ZHHN�REVHUYDWLRQDO�SHULRG�LQ�
6WDJH��� 

To assess the feasibility and 
experience of patients with 
breast cancer to input data 
relating to their sleep into a 
mobile phone application daily. 

)HDVLELOLW\�DQG�H[SHULHQFH�RI�SDWLHQWV�
XVLQJ�WKH�GLJLWDO�VOHHS�GLDU\�ZLOO�EH�
DVVHVVHG�XVLQJ�WKH�8(4� 

3HUIRUPHG�DW�'D\����RQ�DOO�
SDUWLFLSDQWV�HQUROOHG�LQ�6WDJH����
3DUWLFLSDQWV�ZKR�ZLWKGUHZ�IURP�WKH�
VWXG\�ZLOO�EH�RIIHUHG�WKH�
TXHVWLRQQDLUH�� 
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To assess safety of patients 
using the digital sleep diary. 

1XPEHUV�RI�$(V�DQG�6$(V� 3DUWLFLSDQWV�ZLOO�EH�DVNHG�WR�UHSRUW�
DQ\�$(V�H[SHULHQFHG�GXULQJ�WKH�
WKUHH�ZHHN�REVHUYDWLRQDO�SHULRG�DW�
'D\����LQ�D�WHOHSKRQH�FRQVXOWDWLRQ�
ZLWK�WKH�VWXG\�WHDP� 

7R�GHWHUPLQH�DVVRFLDWLRQV�
EHWZHHQ�VHYHULW\�RI�LQVRPQLD�
DQG�FOLQLFDO�RU�WUHDWPHQW�
FKDUDFWHULVWLFV�RI�EUHDVW�FDQFHU�
SDWLHQWV� 

$VVHVVPHQW�RI�LQVRPQLD�SUHYDOHQFH��
VHYHULW\��DQG�TXDOLW\�RI�OLIH�LQ�VXEJURXSV�
EDVHG�RQ�FOLQLFDO�WUHDWPHQW�FKDUDFWHULVWLFV�
LQFOXGLQJ�EUHDVW�FDQFHU�VWDJH��WUHDWPHQW�
UHJLPH��SULRU�FKHPRWKHUDS\��DQG�EDVHOLQH�
LQVRPQLD�VHYHULW\� 

3HUIRUPHG�RQ�GDWD�FROOHFWHG�DW�
6WDJH���DQG�6WDJH���� 

 
 
1.2. Study Design 
7KLV� LV� D� WZR�VWDJH� SURVSHFWLYH� REVHUYDWLRQDO� VWXG\�RI� LQVRPQLD� LQ� SDWLHQWV�ZLWK� EUHDVW�
FDQFHU��7KLV�LV�GHVLJQHG�DV�D�UHPRWH�REVHUYDWLRQDO�VWXG\�WR�EH�FRQGXFWHG�LQ�WKH�FRPPXQLW\�
ZLWK�QR�SDUWLFLSDQW�YLVLWV�UHTXLUHG�WR�LQYHVWLJDWLRQDO�VLWH��+RZHYHU��WKHUH�ZLOO�EH�WKH�RSWLRQ�
WR�UHFUXLW�SDUWLFLSDQWV�LQ�SHUVRQ��LI�UHTXLUHG� 
 
,Q�WKH�ILUVW�VWDJH�RI�WKH�VWXG\��HOLJLEOH�EUHDVW�FDQFHU�SDWLHQWV�FRQVHQWLQJ�WR�SDUWLFLSDWH�ZLOO�
FRPSOHWH� WKH� ,6,� VFDOH� WR� GHWHUPLQH� SUHYDOHQFH� RI� LQVRPQLD��$GGLWLRQDO� GDWD� ZLOO� EH�
FROOHFWHG� IURP� SDUWLFLSDQWV� DQG� LV� GHVFULEHG� LQ� WKH� $VVHVVPHQW� 6FKHGXOH� �7DEOH� ����
3DUWLFLSDQWV�VFRULQJ����RQ�WKH�,6,��ZLOO�WKHQ�EH�DVVHVVHG�IRU�HOLJLELOLW\�WR�6WDJH���� 
 
)ROORZLQJ�VWDJH����HOLJLEOH�SDUWLFLSDQWV�ZLOO�EH�LQYLWHG�WR�FRQVHQW�WR�WDNLQJ�SDUW�LQ�6WDJH���
RI�WKH�VWXG\��7KRVH�FRQVHQWLQJ�ZLOO�EH�DVNHG�WR�GRZQORDG�DQG�FRPSOHWH�D�GDLO\�GLJLWDO�VOHHS�
GLDU\�RQ�WKHLU�VPDUWSKRQH�RYHU�D�WKUHH�ZHHN�REVHUYDWLRQ�SHULRG��$W�WKH�HQG�RI�WKH�WKUHH�
ZHHN�REVHUYDWLRQ�SHULRG��SDUWLFLSDQWV�ZLOO�EH�DVNHG�WR�FRPSOHWH�D�VHULHV�RI�TXHVWLRQQDLUHV�
DQG�DGGLWLRQDO�SURFHGXUHV�DV�RXWOLQHG�LQ�WKH�$VVHVVPHQW�6FKHGXOH��7DEOH���� 
 
7KH�GLJLWDO�VOHHS�GLDU\�FRPHV�LQ�WKH�IRUP�RI�D�SDWLHQW�IDFLQJ�PRELOH�SKRQH�DSSOLFDWLRQ��$OO�
GDLO\�VOHHS�GLDU\�GDWD�ZLOO�EH�FROOHFWHG�LQ�WKH�DSS�� 
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7DEOH���$VVHVVPHQW�6FKHGXOH 

 6WDJH�� 6WDJH�� 

$VVHVVPHQW� 
3URFHGXUH 

6FUHHQLQJ 
�����
GD\V� 

'D\�
� 

6FUHHQLQJ 
�����
GD\V�� 

'D\�
� 

'D\V�
���� 

'D\�
���
����
GD\V� 

6WDJH���       
,QIRUPHG� &RQVHQW�� IRU� 6WDJH� �� 	�
5HJLVWUDWLRQ 

[      

,6,�  [     
(4��'��/�  [     
)$&7�(6�  [     
'HPRJUDSKLFV�  [     
6OHHS�+LVWRU\�  [     
       6WDJH���       
,QIRUPHG�&RQVHQW�IRU�6WDJH���   [    
5HYLHZ�(OLJLELOLW\�&ULWHULD   [    
&DQFHU�0HGLFDO�+LVWRU\    [   
&XUUHQW�&DQFHU�7UHDWPHQW    [   
&XUUHQW�&R�0RUELGLWLHV    [   
'LJLWDO�'LDU\�'RZQORDG�    [   
'DLO\�6OHHS�'LDU\�(QWU\�     [  
,6,�      [ 
(4��'��/�      [ 
)$&7�(6�      [ 
8(4�      [ 
$GYHUVH�(YHQWV�      [ 

��:KHUH�SRVVLEOH�ZLOO�EH�RQOLQH�UHPRWH�H&RQVHQW�EXW�FDQ�EH�FRPSOHWHG�LQ�FOLQLF��RQOLQH�SDSHU�� 
��3DUWLFLSDQW�FRPSOHWHV�RQOLQH�TXHVWLRQQDLUH��SDSHU�TXHVWLRQQDLUHV�ZLOO�EH�DYDLODEOH�IRU�FOLQLF�XVH�� 
��3DUWLFLSDQWV�FRPSOHWHV�RQ�WKHLU�RZQ�VPDUWSKRQH� 
��$(V�ZLOO�EH�FROOHFWHG�DW�IROORZ�XS�WHOHSKRQH�FRQVXOWDWLRQ�DW�'D\��������GD\V�� 
��6WDJH���&RQVHQW�VKRXOG�RFFXU�QR�ODWHU�WKDQ����GD\V�SRVW�6WDJH���&RQVHQW��KRZHYHU�LGHDOO\�WKLV�ZRXOG�RFFXU�
DV�VRRQ�DV�SRVVLEOH�DIWHU�FRQVHQW�IRU�6WDJH���KDV�EHHQ�SURYLGHG��� 

 

1.2.1. Sample Size Considerations 
7KH�VDPSOH�VL]H�UHTXLUHG�IRU�6WDJH���LV�EDVHG�RQ�DQ�DVVXPHG�SUHYDOHQFH�RI�LQVRPQLD�RI�
����LQ�EUHDVW�FDQFHU�SDWLHQWV��$�VDPSOH�VL]H�RI�����SDUWLFLSDQWV�LV�UHTXLUHG�IRU�HVWLPDWLQJ�
WKH� H[SHFWHG� SUHYDOHQFH� UDWH� ZLWK� ��� DEVROXWH� SUHFLVLRQ� DQG� ���� FRQILGHQFH� RU� ���
DEVROXWH�SUHFLVLRQ�DQG�����FRQILGHQFH��� 
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7KH� WDUJHW� IRU� 6WDJH� �� LV� IRU� DSSUR[LPDWHO\� ���� SDUWLFLSDQWV� WR� FRPSOHWH� WKH� VWXG\�� WR�
SURYLGH�VXIILFLHQW�GDWD�WR�DVVHVV�WKH�VHFRQGDU\�REMHFWLYHV��:LWK�DQ�DVVXPHG�SUHYDOHQFH�RI�
����DQG�D�����GURS�RXW�UDWH��WKHQ�����SDUWLFLSDQWV�LQ�6WDJH���ZRXOG�JLYH�DQ�H[SHFWHG�����
HOLJLEOH�SDUWLFLSDQWV� IRU�6WDJH���ZLWK�����SDUWLFLSDQWV� DVVXPHG� WR� FRPSOHWH� WKH���ZHHN�
REVHUYDWLRQ�SHULRG�� 

7KHUHIRUH��WKH�VWXG\�ZLOO�DLP�WR�UHFUXLW�D�PLQLPXP�RI�����SDWLHQWV�LQWR�6WDJH���WR�FRYHU�
WKH�VDPSOH�VL]H�UHTXLUHPHQWV�IRU�6WDJH���DQG�6WDJH���� 

,I�WKH�DFWXDO�SUHYDOHQFH�UDWH�LV�KLJKHU�WKDQ�WKH�DVVXPHG�UDWH�RU�WKH�GURS�RXW�UDWH�LV�ORZHU��
WKHQ�WKH�VWXG\�PD\�UHFUXLW�OHVV�SDWLHQWV�WR�DFKLHYH�WKH�GHVLUHG�����SDWLHQWV�LQ�VWDJH���RU�WKH�
VWXG\�FRXOG�FRQWLQXH�WR�WKH�RULJLQDO�UHFUXLWPHQW�WDUJHW�RI�����DQG�DFKLHYH�!�����SDWLHQWV�LQ�
VWDJH����7KLV�GHFLVLRQ�ZLOO�EH�GULYHQ�E\�DYDLODELOLW\�RI�SDWLHQWV�DQG�GHVLUHG�VWXG\�UHSRUWLQJ�
WLPHOLQHV�HQVXULQJ�WKH�PLQLPXP�WDUJHW�LV�UHDFKHG�� 

2. ANALYSIS AND REPORTING CONSIDERATIONS 

2.1. General Considerations 
6WDWLVWLFDO�DQDO\VLV�ZLOO�EH�SHUIRUPHG�XVLQJ�6$6��VRIWZDUH��&RQWLQXRXV�YDULDEOHV�ZLOO�EH�
VXPPDUL]HG�XVLQJ�WKH�PHDQ��WKH�VWDQGDUG�GHYLDWLRQ�>6'@��PHGLDQ����WK�DQG���WK�SHUFHQWLOHV��
PLQLPXP� YDOXH�� DQG�PD[LPXP� YDOXH�� &DWHJRULFDO� YDULDEOHV� ZLOO� EH� VXPPDUL]HG� XVLQJ�
IUHTXHQF\�FRXQWV�DQG�SHUFHQWDJHV��'DWD�ZLOO�EH�OLVWHG�LQ�GDWD�OLVWLQJV�� 
:KHUH�DSSOLFDEOH������FRQILGHQFH�LQWHUYDOV��&,V��ZLOO�EH�SUHVHQWHG� 
The tables, listing and figures will be developed as a separate standalone document from 
the SAP. The document will provide templates of the outputs to be provided following 
database lock based on the summaries detailed in the SAP. All data will be listed, in 
addition to the summaries outlined in the SAP 

2.2. Definitions of Analysis Sets 
7KH�IROORZLQJ�DQDO\VLV�VHWV�ZLOO�EH�XVHG�LQ�WKH�VWDWLVWLFDO�DQDO\VHV�DQG�UHSRUWLQJ�RI�VWXG\�
GDWD�� 

x Stage 1 analysis set will include all participants who consented to stage 1, are eligible 
for the study and have evaluable data for at least one of the questionnaires (ISI, EQ-
5D-5L or FACT-ES).  

x Stage 2 analysis set will be a subset of the Stage 1 analysis set and will include 
eligible Stage 1 participants who scored ���RQ�WKHLU�baseline ISI questionnaire and 
consented to stage 2. Note if a patient consents to Stage 2 but does not provide any 
stage 2 data (e.g., questionnaire/sleep data) then they will be excluded from the stage 
2 analysis set. 
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Note, listings will generally be based on the stage 1 analysis set with an indicator for 
patients who also entered into stage 2, with the exception of the cancer history, cancer 
treatment, co-morbidities, sleep diary, AE and UEQ listings which will be based on the 
stage 2 analysis set since these are only completed for stage 2 patients. 

If a participant does not enroll in the digital diary (i.e., does not even download the app) 
but completes the UEQ, then data from the UEQ will not be included in the reporting of 
the data.   

Percentages will generally be derived based on the analysis set N as the denominator, 
unless stated otherwise. Where there is missing data, % may be derived based on those 
within the analysis set who have evaluable data. Where applicable missing categories will 
be included to show the number of patients with missing data for the relevant endpoint. 

2.3. Baseline Definition 
In general, for questionnaire data, baseline is defined as the assessment completed during 
Stage 1 of the study on Day 0 (as indicated in Table 1). 

For the sleep diary, baseline will be considered the assessment completed on Day 0 of 
Stage 2 (as indicated in Table 1).  

Change from baseline variables will be calculated as: 

x post-treatment value minus the value at baseline.  

If applicable, % change from baseline will be calculated as: 

x (post-baseline value - baseline value)/baseline value x 100. 
 

2.4. Study Day 
For Stage 1, Study Day 0 will be defined as the day that the questionnaires (ISI, EQ-E5-
DL, FACT-ES) are completed. This will be referred to as S1D0, for Stage 1 day 0. All 
questionnaires are expected to be completed on the same day but if any are completed 
after day 0 then they will be labelled accordingly relative to day 0 (e.g. S1D2, if done 2 
days after the initial day 0). 

For Stage 2, Study Day 1 will be defined as the first day the sleep diary is completed in 
Stage 2 and will be referred to as S2D1. All subsequent assessment will then follow in 
sequence as S2D2, S2D3, S2D4 etc. 

 
2.5. Missing Data Handling Rules  
,Q�JHQHUDO��RWKHU�WKDQ�IRU�SDUWLDO�GDWHV��PLVVLQJ�GDWD�ZLOO�QRW�EH�LPSXWHG�DQG�ZLOO�EH�WUHDWHG�
DV�PLVVLQJ��:KHUH�DSSOLFDEOH��RXWFRPHV�PD\�VWLOO�EH�GHULYHG�IRU�TXHVWLRQQDLUH�GDWD�EDVHG�
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RQ�PLVVLQJ�GDWD�UXOHV��)RU�H[DPSOH��)$&7�VFRUHV�FDQ�VWLOO�EH�GHULYHG�SURYLGHV������RI�
GDWD�LV�PLVVLQJ��$Q\�PLVVLQJ�GDWD�UXOHV�DUH�SURYLGHG�LQ�WKH�UHOHYDQW�GHULYDWLRQ�VHFWLRQV�� 

:KHUH�DSSOLFDEOH�PLVVLQJ�FDWHJRULHV�ZLOO�EH�SUHVHQWHG�WR�VKRZ�WKH�QXPEHU�RI�SDWLHQWV�ZLWK�
PLVVLQJ�GDWD�IRU�WKH�UHOHYDQW�HQGSRLQW� 

,PSXWDWLRQ�RI�SDUWLDO�GDWHV� 

,QLWLDO�GLDJQRVLV�GDWH�� 
x ,I�\HDU�LV�PLVVLQJ��GR�QRW�LPSXWH� 
x ,I�RQO\�GD\�LV�PLVVLQJ��LPSXWH�GD\�DV���WK�RI�WKH�PRQWK�� 
x ,I�GD\�DQG�PRQWK�DUH�PLVVLQJ��LPSXWH�DV�-XO\��VW�� 

3. ANALYSIS AND REPORTING OUTPUTS 
All data collected will be listed and summarized as follows: 

x Demographics and sleep history± Stage 1 and Stage 2 analysis sets 

x Cancer history, medical treatment, co-morbidities ± Stage 2 analysis set only 

x ISI, EQ-5D-5L, FACT-ES ± Stage 1 (day 0) and Stage 2 (day 0 and day 21) 
analysis sets 

x Sleep diary, UEQ, AEs ± Stage 2 analysis set only 

3.1. Patient Information 
3.1.1. Disposition of Patients 
The number of participants who signed consent for each stage will be summarised as 
well as the number of patients within each analysis set (i.e. Stage 1 and 2 analysis set). 
In addition, the number of patients withdrawing early from the study and the reason why 
will also be summarised. 

3.1.2. Protocol Deviations 
Any protocol deviations recorded on the eCRF will be listed and summarised for each 
analysis set. Any deviations with a start date after the consent date for Stage 1 but prior 
to the consent date of Stage 2 will be considered as a deviation for Stage 1 of the study 
and summarised based on the Stage 1 analysis set. Any deviation reported on or after the 
consent date for stage 2 will be regarded as a Stage 2 deviation and summarised based 
on the stage 2 analysis set. 

For summary purposes, deviations will be categorised as relating to: 

x Informed consent 
x Inclusion/exclusion criteria 
x Study procedures 
x Other 

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



6WDWLVWLFDO�$QDO\VLV�3ODQ�IRU�&/0�,16���� 
9HUVLRQ��)LQDO���� 
'DWH���WK�6HSWHPEHU����� 
 

&RQILGHQWLDO 3DJH����RI��� 

 

 
3.1.3. Demographics  
Baseline demographic data and sleep history will be summarised for each analysis set 

The following will be summarised: 

Demography 

x Age  
x Gender (Male/Female) 
x Height 
x Weight 
x BMI categorised as: 

o 18.5 or less = Underweight 
o 18.5 to 24.9 = Normal Weight 
o 25.0 to 29.9 = Overweight 
o 30.0 to 39.9 = Obese 
o 40 and above = Morbidly Obese 

x Ethnicity(White, Mixed/multiple ethnic backgrounds, Asian/Asian British,  
Black/ African/ Black British, Other) 

x Marital status (Married or living with partner, Single, Separated or divorced,  
Widowed, Rather not say) 

x Education level (Primary school, Secondary school, College, University) 
x Employment status (Full-time work, Part-time work, Unemployed, Retired, 

Student) 
x Breast feeding (Y/N) 
x Menopausal status (Pre-menopause, Peri-menopause, Post-menopause, Don't 

know) 
x Shift work (Y/N) 

 
Sleep history 

x Sleep difficulties (Y/N) 
x Started/worsened since diagnosis of breast cancer (Y/N) 
x Medications prescribed by doctor for sleep issues (Y/N) 
x Sleep apnoea (Y/N) 
x Access to smartphone (Y/N) 

 
3.1.4. Medical History of Breast Cancer 
7KH�IROORZLQJ�ZLOO�EH�VXPPDUL]HG�IRU�WKH�VWDJH���DQDO\VLV�VHW�RQO\�� 

x 7LPH�VLQFH�EUHDVW�FDQFHU�GLDJQRVLV��GHULYHG�DV�FRQVHQW�GDWH�GLDJQRVLV�GDWH��� 
x 6WDJH�RI�GLVHDVH��6WDJH�,�WR�6WDJH�,,,� 
x 7XPRU�VWDJLQJ��7���7���7���7���'&,6� 
x 1RGHV�VWDJLQJ��1���1���1���1�� 
x 6XUJHU\�W\SH��/XPSHFWRP\��0DVWHFWRP\��'RXEOH�0DVWHFWRP\��1R�VXUJHU\��1RW�

DYDLODEOH� 
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x 7LPH�VLQFH�VXUJHU\��GHULYHG�DV�FRQVHQW�GDWH�VXUJHU\�GDWH����IRU�DSSOLFDEOH�
SDWLHQWV� 

x 1HRDGMXYDQW�WUHDWPHQW��<�1� 
x 2HVWURJHQ�UHFHSWRUV��<�1� 
x 3URJHVWHURQH�UHFHSWRUV��<�1� 
x +(5��UHFHSWRUV��<�1� 

 
3.1.5. Breast Cancer treatments 
3UHYLRXV�DQG�FXUUHQW�%UHDVW�FDQFHU�WUHDWPHQW�ZLOO�EH�VXPPDUL]HG�IRU�WKH�VWDJH���DQDO\VLV�
VHW�RQO\�EDVHG�RQ�WKH�IROORZLQJ� 

x Current systemic anti-cancer therapy 
x Time since start of current systemic anti-cancer therapy  
x Number of cycles of current systemic anti-cancer therapy 
x Dexamethasone treatment (Y/N) 
x Time since start of dexamethasone treatment (for applicable patients) 
x Radiation therapy? (Y/N) 
x Time since start of radiation therapy 
x Hormonal treatment? (Y/N) 
x Current hormonal treatment (for applicable patients) 
x Time since start of hormonal treatment (for applicable patients) 
x Targeted therapy for HER2 positive breast cancer? (Y/N) 
x Current targeted therapy (for applicable patients) 
x Time since start of targeted therapy (for applicable patients) 

 
3.1.6. Co-morbidities 
Any co-morbidities will be summarised for the stage 2 analysis set only based on the 
number and % of patients with any of the following conditions and the number and % of 
patients receiving medication for each relevant condition: 

x Cardiovascular disease 
x Chronic pulmonary disease (not asthma) 
x Asthma 
x Chronic kidney disease 
x Gastrointestinal disease 
x Genitourinary disorder 
x Liver disease 
x Chronic neurological disorder 
x Psychiatric disorder 
x Chronic hematologic disease 
x Rhematologic disorder 
x Immunological disorder 
x Endocrine (including diabetes) disorder 
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x Musculo-skeletal disorder 
x Other 

 
3.2. Questionnaire data 
3.2.1. ISI 
The primary outcome of Stage 1, the prevalence estimate for insomnia in the breast 
cancer cohort studied, will be reported as the number and percentage of patients in the 
Stage 1 analysis set determined as having insomnia by the ISI assessment. Insomnia will 
be defined as a total score of 8 or more. Exact Clopper-Pearson 95% confidence intervals 
for the prevalence rates will also be reported.  

Note, if any patients in the stage 1 analysis set do not have evaluable ISI data (i.e., total 
score) then the prevalence rate and 95% confidence interval will also be derived based 
on evaluable patients only. 

,QVRPQLD�VHYHULW\�ZLOO�EH�DVVHVVHG�E\�FDOFXODWLQJ�WKH�QXPEHU�DQG�SHUFHQWDJH�RI�SDUWLFLSDQWV�
ZLWKLQ�HDFK�RI�WKH�,6,�FDWHJRULHV��� 

x QR�FOLQLFDOO\�VLJQLILFDQW�LQVRPQLD��,6,�VFRUH����� 
x VXEWKUHVKROG�LQVRPQLD���,6,�VFRUH������ 
x FOLQLFDO�LQVRPQLD�RI�PRGHUDWH�VHYHULW\��,6,�VFRUH�������� 
x VHYHUH�FOLQLFDO�LQVRPQLD��,6,�VFRUH��������� 
x PLVVLQJ��LI�DSSOLFDEOH� 

 
)RU�6WDJH����VHYHULW\�FDWHJRULHV�ZLOO�EH�VXPPDUL]HG�DW�EDVHOLQH�DQG�GD\����DQG�D�VKLIW�
WDEOH�ZLOO�DOVR�EH�SUHVHQWHG�WR�VKRZ�DQ\�FKDQJH�LQ�VHYHULW\�VLQFH�EDVHOLQH� 
 
6HYHULW\� FDWHJRULHV�ZLOO� DOVR� EH� JUDSKLFDOO\� GLVSOD\HG� LQ� WKH� IRUP�RI� EDU� FKDUWV� IRU� WKH�
UHOHYDQW�WLPHSRLQWV�IRU�HDFK�VWDJH� 
 
3.2.2. EQ-5D-5L 
The EQ-5D-5L descriptive system consists of five health dimensions: mobility, self care, 
usual activities, pain/discomfort and anxiety/depression. 3DWLHQW¶V� UDWH� HDFK� RI� WKH�
dimensions on five levels: no problems, slight problems, moderate problems, severe 
problems, and extreme problems and these are scored 1 to 5 to give an overall 5-digit 
health state. For example, state 11111 indicates no problems on any of the 5 dimensions, 
while state 12345 indicates no problems with mobility, slight problems with washing or 
dressing, moderate problems with doing usual activities, severe pain or discomfort and 
extreme anxiety or depression 

The EQ-5D-5L also uses a visual analog scale (VAS) where patients rate their health on 
a vertical scale from 0-100. The data from the VAS can be used as a quantitative measure 
of health as judged by the individual patients.  

For each of the 5 dimensions, data will be reported descriptively as the number and % of 
patient reporting each level within the 5 dimensions. In addition, a bar chart will also be 
produced to graphically represent the data.  
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Data from the VAS will be summarised descriptively as a continuous variable (N, mean, 
median, min max etc). 

The above EQ-5D-5L summaries will also be presented for the Stage 1 analysis set split 
by those with no insomnia (scores �7) versus those with insomnia (score �8). 

 
3.2.3. FACT-ES 
Quality of Life Data will be reported based on the FACT-ES self-report measure, which 
includes five subscale domains: 

x physical well-being (PWB, 7 items, score of 0-28) 
x social/family well-being (SWB, 7 items, score of 0-28) 
x emotional well-being (EWB, 6 items, score of 0-24) 
x functional well-being (FWB, 7 items, score of 0-28) 
x endocrine symptom subscale (ES,19 items, score of 0-76) 

 
Scores will be derived as follows: 

x If >50% of items have been answered within a subscale, then multiply the sum of 
the item scores by the number of items in the subscale, then divide by the number 
of items answered.  

x If <50% of items within a subscale have been answered, then the subscale will be 
reported as NE/missing. 

It was discovered during the trial that a single question from the EWB subscale (GE4  ³,�
IHHO�1HUYRXV´��was missing from the questionnaire. This was added in part way through 
the trial so some patients will not have available data for this specific question. EWB 
scores will still be derived (as described above) provided at least 50% of the EWB items 
are available at the time of data reporting. 

Note, a higher score reflects a better QoL. Some scores need to be reversed by subtracting 
the score from 4 (see appendix A for details on reverse scoring for individual items) 

Subscales scores as well as an overall FACT-ES total score (total of all 5 subscale scores, 
PWB+SWB+EWB+FWB)+ES) will be reported for the relevant timepoints. FACT-G 
scores will also be presented (total of PWB+SWB+EWB+FWB). 

Boxplots of the subscale scores and total scores will be presented for each analysis set 
for the relevant time points.  

The above FACT summaries will also be presented for the Stage 1 analysis set split by 
WKRVH�ZLWK�QR�LQVRPQLD��VFRUHV�����YHUVXV�WKRVH�ZLWK�LQVRPQLD��VFRUH����� 

3.3.  Daily Sleep diary data 
The sleep diary will collect the following data daily from each participant in the stage 2 
analysis set: 
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1. what time the patient got into bed last night 
2. what time did the patient try to go to sleep last night 
3. how long it took the patient to fall asleep 
4. how many times the patient woke up last night 
5. in total, how long the patient was awake during the night 
6. ZKDW�ZDV�WKH�SDWLHQW¶V�ILQDO�ZDNH-up time that morning 
7. how long the patient stayed in bed after waking up 
8. how did the patient rate their quality of sleep last night 
9. GLG�VRPHWKLQJ�LQ�SDUWLFXODU�DIIHFW�WKH�SDWLHQW¶V�VOHHS 

 
To determine sleep efficiency, the % of time a participant is asleep whilst in bed will be 
derived based on total time asleep relative to total time in bed, derived as: 

x (Number of hours asleep/number of hours in bed)*100% 

o Number of hours in bed will be derived as: 

� (Wake up time ± time participant got into bed) + time in bed after 
waking 

o Number of hours asleep will be derived as : 

� (Wake up time ± time participant got into bed)-(time to fall asleep 
+ total time patient was awake in the night) 

Sleep efficiency will be derived and assessed over the last 2 weeks of the 3-week 
observation period to correspond with the insomnia severity assessment which is also 
based on the last 2 weeks.  

For each patient, a daily % will be derived and then this will be averaged over the 2 
weeks. The average scores will then be summarised over time for patients in the stage 2 
analysis set. Averages will be derived based on the number of days with evaluable sleep 
efficiency data within the 2-week period. 

In addition, weekly averages will also be reported where each patient will have a weekly 
average derived over week 1-3 based on number of days with evaluable data within each 
weekly period. 

Line plots of mean daily sleep efficiency (%) over time will also be presented with error 
bars, to allow each average daily change to be visualised. 

In addition, the following information will be summarised from the sleep diary data over 
the last 2 weeks and also weekly for week 1-3 and plotted based on daily means across 
the patients: 

x Time to get to sleep 

x Total awake time 

x Number of awakenings 
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x Quality of sleep rating (rated 1 (awful) to 10 (excellent)) 
Compliance of entry into the digital sleep diary will be assessed as follows: 

x Entry compliance: Number and % of patients who used the diary at least once (i.e 
entered at least one data point into the diary) 

x Completion compliance: Number and % of participants completing the digital sleep 
diary on at least 17 out of 21 days.  

x Overall diary compliance rate derived as: 
o  (number of days sleep diary completed/21)*100%  

 
6OHHS�GLDU\�GDWD�ZLOO�EH�OLVWHG�DQG�VXPPDUL]HG�EDVHG�RQ�WKH�VWDJH���DQDO\VLV�VHW�RQO\��,I�
DQ\�VOHHS�YDULDEOHV�FDQQRW�EH�GHWHUPLQHG�DW�D�WLPHSRLQW��GXH�WR�SDUWLDO�PLVVLQJ�GDWD��WKHQ�
UHOHYDQW� YDULDEOHV�ZLOO� EH� FRQVLGHUHG�PLVVLQJ� DW� WKH� DIIHFWHG� WLPHSRLQW�V�� DQG� H[FOXGHG�
IURP�WKH�UHOHYDQW�GDWD�VXPPDULHV� 
 
3.4. User Experience Questionnaire 
5HSRUWLQJ�RI�XVHU�H[SHULHQFH�GDWD�FROOHFWHG�IURP�WKH�8(4�DW�'D\����ZLOO�EH�SUHVHQWHG�LQ�
WKH�IRUP�RI�VXPPDU\�WDEOHV��Q��PHDQ��6'�DQG�����&,��DQG�EDU�FKDUWV�IRU�WKH����LQGLYLGXDO�
LWHPV�DQG�WKH���GRPDLQ�VFRUHV� 

0HDQV� ZLOO� EH� GHULYHG� IRU� HDFK� GRPDLQ� �DWWUDFWLYHQHVV�� SHUVSLFXLW\�� HIILFLHQF\��
GHSHQGDELOLW\�� VWLPXODWLRQ� DQG� QRYHOW\�� DV� GHVFULEHG� YLD� WKH� RQOLQH� KHOS� WRRO�
�KWWSV���ZZZ�XHT�RQOLQH�RUJ����7KH�PHDQV�DQG�����&,V�ZLOO�WKHQ�EH�SUHVHQWHG�JUDSKLFDOO\�
LQ�EDU�FKDUW�IRUP�IRU�HDFK�GRPDLQ�DQG�DOVR�IRU�LQGLYLGXDO�LWHPV�� 

8(4� YDOXHV� EHWZHHQ� ����� DQG� ���� UHSUHVHQW� D� PRUH� RU� OHVV� QHXWUDO� HYDOXDWLRQ� RI� WKH�
FRUUHVSRQGLQJ� VFDOH�� YDOXHV� !� ���� UHSUHVHQW� D� SRVLWLYH� HYDOXDWLRQ� DQG� YDOXHV� �� �����
UHSUHVHQW�D�QHJDWLYH�HYDOXDWLRQ� 
 
1RWH��,QGLYLGXDO�UHVSRQVH�YDOXHV�IRU�LQGLYLGXDO�TXHVWLRQV�ZLOO�HLWKHU�EH�VXEWUDFWHG�IURP���
RU�KDYH���VXEWUDFWHG�IURP�WKHP�DV�SHU�WKH�RQOLQH�JXLGDQFH�GHSHQGLQJ�RQ�WKH�ZKHWKHU�WKH�
LWHPV�VWDUWV�DV�D�SRVLWLYH��QHJDWLYH�VFDOH��)RU�H[DPSOH��LWHPV�VWDUWLQJ�ZLWK�D�SRVLWLYH�VFDOH�
ZLOO�EH�GHULYHG�DV����UHFRUGHG�VFRUH��DQG�LWHPV�VWDUWLQJ�ZLWK�D�QHJDWLYH�VFDOH�ZLOO�EH�GHULYHG�
DV��UHFRUGHG�VFRUH���� 

(DFK�SDUWLFLSDQW�ZLOO�WKHQ�KDYH�D�VFRUH�GHULYHG�IRU�HDFK�RI�WKH�GRPDLQV�EDVHG�RQ�D�VXEVHW�
RI�UHVSRQVHV�SHU�GRPDLQ��7KHVH�ZLOO�WKHQ�EH�XVHG�WR�GHULYH�WKH�GRPDLQ�PHDQV�DQG�&,V��&,V�
ZLOO�EH�GHULYHG�DV�IROORZV�XVLQJ�WKH�PHDQ��6'�DQG�Q�SHU�GRPDLQ� 

 

3.5. Adverse Events 
7KH�QXPEHU�RI�UHSRUWHG�$(V�LQ�WKLV�VWXG\�LV�H[SHFWHG�WR�EH�ORZ��7KHUHIRUH��$(�GDWD�ZLOO�
QRW�EH�FRGHG�E\�0HG'5$��'DWD�ZLOO�EH�OLVWHG�DV�SHU�WKH�&5)�HQWULHV� 
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7KH�QXPEHU�DQG���RI�SDWLHQW�ZLOO�EH�VXPPDUL]HG�IRU�WKH�IROORZLQJ�$(�FDWHJRULHV� 

x $Q\�$( 
x $Q\�6$( 
x $Q\�GLDU\�UHODWHG�$(��ZKHUH�³3RVVLEO\´��³/LNHO\´��RU�³'HILQLWHO\´�LV�UHFRUGHG�

IRU�WKH�$(�UHODWLRQVKLS�TXHVWLRQ�RQ�WKH�H&5)� 
 

$(V�ZLOO�EH�VXPPDUL]HG�EDVHG�RQ�WKH�VWDJH���DQDO\VLV�VHW�RQO\�� 

3.6. Association of breast cancer characteristics and sleep 
7R� DVVHVV� DQ\� DVVRFLDWLRQ�ZLWK� WUHDWPHQW�FOLQLFDO� FKDUDFWHULVWLFV� DQG� LQVRPQLD� VHYHULW\��
VOHHS�HIILFLHQF\�DQG�4XDOLW\�RI�/LIH��GDWD�ZLOO�EH�UHSRUWHG�DQG�VXPPDUL]HG�E\�WKH�IROORZLQJ�
FKDUDFWHULVWLFV�IRU�WKH�VWDJH���DQDO\VLV�VHW� 

x %UHDVW�FDQFHU�VWDJH� 
o 6WDJH�,��,,�RU�,,, 

x 7UHDWPHQW�UHJLPH� 
o 6\VWHPLF��GH[DPHWKDVRQH��UDGLRWKHUDS\��KRUPRQDO�RU�WDUJHWHG 

x 3ULRU�FKHPRWKHUDS\ 
o 1R�SULRU�FKHPRWKHUDS\ 
o 3ULRU�FKHPRWKHUDS\�VWDUWHG�����PRQWKV�RI�VWXG\�HQWU\� 
o 3ULRU�FKHPRWKHUDS\�VWDUWHG�!��DQG�����PRQWKV�RI�VWXG\�HQWU\ 
o 3ULRU�FKHPRWKHUDS\�VWDUWHG�!���PRQWKV�RI�VWXG\�HQWU\ 

x Baseline insomnia severity  
o subthreshold, moderate, and severe 
o Note no patient should have FDWHJRU\� RI� ³QRQH´� IRU� WKH� EDVHOLQH�

assessment since they have to have insomnia to be eligible for Stage 2 
 

7KH� IROORZLQJ� VXPPDU\� WDEOHV� ZLOO� EH� SUHVHQWHG� IRU� WKH� DERYH� EDVHOLQH�GLVHDVH�
FKDUDFWHULVWLFV� 

x ,QVRPQLD�VHYHULW\�DW�EDVHOLQH�DQG�GD\�����IRU�EUHDVW�FDQFHU�VWDJH��WUHDWPHQW�DQG�
SULRU�FKHPRWKHUDS\�RQO\� 

x 6OHHS�HIILFLHQF\����DYHUDJH�RI�ODVW���ZHHNV� 

x (4��'��/��VXPPDU\�RI���GLPHQVLRQV�DQG�9$6�DW�EDVHOLQH�DQG�GD\���� 

x )$&7�(6�VXEVFDOH�VFRUHV��)$&7�*�DQG�WRWDO�(6�VFRUH�DW�EDVHOLQH�DQG�GD\��� 

In addition to tabular summarises the following plots will be produced  

x Bar charts of insomnia severity (for stage, treatment and prior chemotherapy 
only)  

x Line plots of mean daily sleep efficiency (%) over time 
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x %R[SORWV�RI�)$&7�(6�VXEVFDOH�VFRUHV��)$&7�*�DQG�WRWDO�(6�VFRUH�DW�EDVHOLQH�DQG�
GD\��� 

4. CHANGES FROM THE PROTOCOL 
x Clarification of analysis sets to be used to summarize Stage 1 and Stage 2 data.  

x For EQ-5D-5L, individual health index values will not be derived since these are 
generally more relevant for treatment intervention studies that require quality-
adjusted life years (QALYs) to be derived for use in informing economic 
evaluations of health care interventions. Instead, the data will be summarised 
descriptively based on the 5 level health states reported for each domain. 

x Due to the expected low number of AEs, events will not be coded by MedDRA 
but will be reported as recorded on the CRF. 

x Prior chemotherapy has been added for the secondary endpoint assessing 
associations between severity of insomnia and clinical or treatment 
characteristics of breast cancer patients. 
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5. APPENDICES 
APPENDIX A 
)$&7�(6�6FRULQJ�*XLGHOLQHV��9HUVLRQ����±�3DJH�� 
 
,QVWUXFWLRQV�
 ���5HFRUG�DQVZHUV�LQ��LWHP�UHVSRQVH��FROXPQ��,I�PLVVLQJ��PDUN�ZLWK�DQ�; 

��� ���3HUIRUP�UHYHUVDOV�DV�LQGLFDWHG��DQG�VXP�LQGLYLGXDO�LWHPV�WR�REWDLQ�D�VFRUH� 
���0XOWLSO\�WKH�VXP�RI�WKH�LWHP�VFRUHV�E\�WKH�QXPEHU�RI�LWHPV�LQ�WKH�VXEVFDOH��WKHQ�GLYLGH�
E\�WKH�� 
����QXPEHU�RI�LWHPV�DQVZHUHG���7KLV�SURGXFHV�WKH�VXEVFDOH�VFRUH� 
���$GG�VXEVFDOH�VFRUHV�WR�GHULYH�WRWDO�VFRUHV��72,��)$&7�*��)$&7�(6����DQG�)$&7�(6���� 
��������� 
���7KH�KLJKHU�WKH�VFRUH��WKH�EHWWHU�WKH�42/� 

 
 
6XEVFDOH  ��,WHP�&RGH����5HYHUVH�LWHP"�������,WHP�UHVSRQVH�������� ,WHP�6FRUH� 
 
3+<6,&$/ *3�  � � BBBBBBBB   BBBBBBBB 
:(//�%(,1* *3�  � � BBBBBBBB   BBBBBBBB 
����3:%� *3�  � � BBBBBBBB   BBBBBBBB 
������ *3�  � � BBBBBBBB   BBBBBBBB 
������ *3�  � � BBBBBBBB   BBBBBBBB 
������ *3�  � � BBBBBBBB   BBBBBBBB 
������ *3�  � � BBBBBBBB   BBBBBBBB 
 

��������������6XP�LQGLYLGXDO�LWHP�VFRUHV��BBBBBBBB�� 
   ����������������������0XOWLSO\�E\����BBBBBBBB 

�������������'LYLGH� E\� QXPEHU� RI� LWHPV� DQVZHUHG�� BBBBBBBB 3:%�
VXEVFDOH�VFRUH 
 
62&,$/�)$0,/< *6�  � � BBBBBBBB   BBBBBBBB 
:(//�%(,1* *6�  � � BBBBBBBB   BBBBBBBB 
�����6:%� *6�  � � BBBBBBBB   BBBBBBBB 
������ *6�  � � BBBBBBBB   BBBBBBBB 
������ *6�  � � BBBBBBBB   BBBBBBBB 
��� *6�  � � BBBBBBBB   BBBBBBBB 
������ *6�  � � BBBBBBBB   BBBBBBBB 

 
�������������6XP�LQGLYLGXDO�LWHP�VFRUHV��BBBBBBBB�� 

   ���������������������0XOWLSO\�E\����BBBBBBBB 
������������'LYLGH� E\� QXPEHU� RI� LWHPV� DQVZHUHG�� BBBBBBBB 6:%�

VXEVFDOH�VFRUH 
 
(027,21$/ *(� � � BBBBBBBB   BBBBBBBB 
:(//�%(,1* *(� � � BBBBBBBB   BBBBBBBB 
�����(:%� *(� � � BBBBBBBB   BBBBBBBB 
������ *(� � � BBBBBBBB   BBBBBBBB 
����� *(� � � BBBBBBBB   BBBBBBBB 
   
 *(� � � BBBBBBBB   BBBBBBBB 

 
�������������6XP�LQGLYLGXDO�LWHP�VFRUHV��BBBBBBBB�� 

   ���������������������0XOWLSO\�E\����BBBBBBBB 
������������'LYLGH� E\� QXPEHU� RI� LWHPV� DQVZHUHG�� BBBBBBBB (:%�

6FRUH�UDQJH������ 

6FRUH�UDQJH������ 

6FRUH�UDQJH������ 
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VXEVFDOH�VFRUH 
 
)81&7,21$/�� *)�  � � BBBBBBBB   BBBBBBBB 
:(//�%(,1*� *)�  � � BBBBBBBB   BBBBBBBB 
������):%� *)�  � � BBBBBBBB   BBBBBBBB 
������ *)�  � � BBBBBBBB   BBBBBBBB 
������ *)�  � � BBBBBBBB   BBBBBBBB 
������ *)�  � � BBBBBBBB   BBBBBBBB 
������ *)�  � � BBBBBBBB   BBBBBBBB 
 

�������������6XP�LQGLYLGXDO�LWHP�VFRUHV��BBBBBBBB�� 
   ���������������������0XOWLSO\�E\����BBBBBBBB 

������������'LYLGH� E\� QXPEHU� RI� LWHPV� DQVZHUHG�� BBBBBBBB ):%�
VXEVFDOH�VFRUH 
 
 
 
 
���,7(0  (6�  � � BBBBBBBB   BBBBBBBB 
(1'2&5,1(  (6�  � � BBBBBBBB   BBBBBBBB 
6<03720  (6�  � � BBBBBBBB   BBBBBBBB 
68%6&$/(  (6�  � � BBBBBBBB   BBBBBBBB 
�������(66�����������  (6�  � � BBBBBBBB   BBBBBBBB 

�������� (6�  � � BBBBBBBB   BBBBBBBB 
�������� (6�  � � BBBBBBBB   BBBBBBBB 
�������� (6�  � � BBBBBBBB   BBBBBBBB 
������� (6�  � � BBBBBBBB   BBBBBBBB 
������� (6��  � � BBBBBBBB   BBBBBBBB 
�������� $Q�  � � BBBBBBBB   BBBBBBBB 
�������� 2�  � � BBBBBBBB   BBBBBBBB 
�������� &�  � � BBBBBBBB   BBBBBBBB 
�������� $Q��  � � BBBBBBBB   BBBBBBBB 
�������� 7D[�  � � BBBBBBBB   BBBBBBBB 
�������� (6��  � � BBBBBBBB   BBBBBBBB 
�������� (6��  � � BBBBBBBB   BBBBBBBB  
�������� (6��  � � BBBBBBBB   BBBBBBBB 

  ������� %50�  � � BBBBBBBB   BBBBBBBB 
 

��������������6XP�LQGLYLGXDO�LWHP�VFRUHV�BBBBBBBB�� 
   ������������������0XOWLSO\�E\�����BBBBBBBB 

������������'LYLGH� E\� QXPEHU� RI� LWHPV� DQVZHUHG�� BBBBBBBB (6�
6XEVFDOH�VFRUH 
 
 
 
 
 
 
 
 
  
 
7R�'HULYH�D�)$&7�*�WRWDO�VFRUH� 
 

��������BBBBBBBBBB���BBBBBBBBBB���BBBBBBBBBB���BBBBBBBBBB BBBBBBBB )$&7�*�

6FRUH�UDQJH������ 

6FRUH�UDQJH������� 

6FRUH�UDQJH������ 
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7RWDO�VFRUH 
���������3:%�VFRUH������6:%�VFRUH�����(:%�VFRUH����):%�VFRUH� 

 
 
7R�'HULYH�D�)$&7�(6�WRWDO�VFRUH� 
 
 
�����BBBBBBBBB���BBBBBBBBBB���BBBBBBBBBB���BBBBBBBBBB���BBBBBBBBB� BBBBBBBB )$&7�(6�7RWDO�VFRUH 
�����3:%�VFRUH����6:%�VFRUH�����(:%�VFRUH����):%�VFRUH������(66����VFRUH� 
 
 

 

 

6FRUH�UDQJH������� 
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