
Sex impact on living donor kidney transplantation   

NON WMO Research protocol                                                                                                 1.0, 01-07-2024                                                                                                                                            
1 

 

 

 

 

 

    

 

 

RESEARCH PROTOCOL 
for non-WMO-applicable research 

 
Official Title: The Impact of Donor and Recipient Sex on 
Long-term Outcomes Following Living Donor Kidney 
Transplantation 
 
Brief Title: Sex Impact on Long-term Outcomes of LDKT 
 
NCT number: NCT06016283 
 

 

01-07-2024, versie 1.0 

 

  



Sex impact on living donor kidney transplantation   

NON WMO Research protocol                                                                                                 1.0, 01-07-2024                                                                                                                                            
2 

 

Full title of protocol  The Impact of Donor and Recipient Sex on Long-term Outcomes 

Following Living Donor Kidney Transplantation 

Short title or Acronym Sex impact on living donor kidney transplantation 

Protocol ID/ Panama number  12601 

Version 1.0 

Date 01-07-2024 

Study coordinator  

 

 
Project team members 

Y. Fang, MD 
Erasmus MC, University Medical Center Rotterdam 
Department of Surgery 
P.O Box 2040, 3000 CA Rotterdam, The 
Netherlands 
y.fang.1@erasmusmc.nl 
 
Dr R.W.F. de Bruin, PhD 
Erasmus MC, University Medical Center Rotterdam 
Department of Surgery 
P.O Box 2040, 3000 CA Rotterdam, The 
Netherlands 
r.w.f.debruin@erasmusmc.nl 

Principal investigator2 
(in Dutch: hoofdonderzoeker/ 
uitvoerder) 
 
 
 
<Multicenter research3: 
principal investigator per site> 

Dr. R.C. Minnee, MD, PhD 
Erasmus MC, University Medical Center Rotterdam 
Department of Surgery 
P.O Box 2040, 3000 CA Rotterdam, The 
Netherlands 
r.minnee@erasmusmc.nl 
 
Dr. R.A. Pol, MD, PhD 
University Medical Center Groningen 
Department of Surgery 
P.O Box 30.001, 9700 RB Groningen, The 
Netherlands 
r.pol@umcg.nl 

Sponsor4 (in Dutch: 
verrichter/opdrachtgever) 

Erasmus University Medical Center Rotterdam 
P.O Box 2040, 3000 CA Rotterdam, The 
Netherlands 

Subsidizing party5 N/A 
 

 

 

mailto:y.fang.1@erasmusmc.nl
mailto:r.minnee@erasmusmc.nl
mailto:r.pol@umcg.nl


6H[�LPSDFW�RQ�OLYLQJ�GRQRU�NLGQH\�WUDQVSODQWDWLRQ�  

EKE�tDK�ZĞƐĞĂƌĐŚ�ƉƌŽƚŽĐŽů�������������������������������������������������������������������������������������������������ϭ͘Ϭ͕�ϬϭͲϬϳͲϮϬϮϰ��������������������������������������������������������������������������������������������������������������������������������������������
ϯ 

 

1DPH 6LJQDWXUH 'DWH 

6SRQVRU�RU�OHJDO�UHSUHVHQWDWLYH� 

(UDVPXV�0& 

+HDG�RI�'HSDUWPHQW� 
3URI�GU��-�0��+HQGULNV 

  

&RRUGLQDWLQJ�,QYHVWLJDWRU�3URMHFW�
OHDGHU�3ULQFLSDO�,QYHVWLJDWRU� 
'U��5�&��0LQQHH��VXUJHRQ 

  

 

�� &RRUGLQDWLQJ�LQYHVWLJDWRU��,QYHVWLJDWRU�ZKR�EHDUV�WKH�UHVSRQVLELOLW\�IRU�WKH�FRRUGLQDWLRQ�RI�LQYHVWLJDWRUV�RSHUDWLQJ�LQ�WKH�
YDULRXV�FHQWHUV�SDUWLFLSDWLQJ�LQ�PXOWLFHQWHU�UHVHDUFK��1RW�DOO�PXOWLFHQWHU�UHVHDUFK�ZLOO�KDYH�D�FRRUGLQDWLQJ�LQYHVWLJDWRU��
7KHUH�LV�QR�UHTXLUHPHQW�WR�DSSRLQW�RQH��$�SURMHFW�OHDGHU�KDV�WKH�UHVSRQVLELOLW\�WR�GHYHORS�D�UHVHDUFK�SURWRFRO�DQG�WR�
FRPSOHWH�WKH�VWXG\�ZLWKLQ�WKH�SUHGHILQHG�JRDOV� 

�� 3ULQFLSDO�LQYHVWLJDWRU��,QYHVWLJDWRU�ZKR�KDV�WKH�RYHUDOO�UHVSRQVLELOLW\�WR�FRPSO\�DQG�WR�FRPSOHWH�WKH�VWXG\�ZLWKLQ�WKH�
SUHGHILQHG�JRDOV� 

�� 0XOWLFHQWHU�UHVHDUFK��DV�DQ�DOWHUQDWLYH�\RX�FDQ�DOVR�VWDWH�WKDW�WKHVH�DUH�VSHFLILHG�LQ�WKH�OLVW�ZLWK�SDUWLFLSDWLQJ�FHQWHUV�
LQFOXGLQJ�SULQFLSDO�LQYHVWLJDWRU��7KLV�VHSDUDWH�GRFXPHQW�ZLWK�YHUVLRQ�GDWH�PXVW�EH�XSORDGHG�XQGHU�FDWHJRU\�,����� 

�� 6SRQVRU��7KH�SDUW\�WKDW�FRPPLVVLRQV�WKH�RUJDQL]DWLRQ�RU�SHUIRUPDQFH�RI�WKH�UHVHDUFK��IRU�H[DPSOH�D�SKDUPDFHXWLFDO�
FRPSDQ\��DFDGHPLF�KRVSLWDO��VFLHQWLILF�RUJDQL]DWLRQ�RU�WKH�LQYHVWLJDWRU¶V�HPSOR\HH��$�SDUW\�WKDW�SURYLGHV�IXQGLQJ�IRU�D�
VWXG\�EXW�GRHV�QRW�FRPPLVVLRQ�LW�LV�QRW�UHJDUGHG�DV�WKH�VSRQVRU��EXW�UHIHUUHG�WR�DV�D�VXEVLGL]LQJ�SDUW\� 

�� 6XEVLGL]LQJ�SDUW\��$�SDUW\�WKDW�SURYLGHV�IXQGLQJ�IRU�D�VWXG\�EXW�GRHV�QRW�FRPPLVVLRQ�LW�  
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6XPPDU\ 
 

5DWLRQDOH 

7KH� LPSDFW� RI� GRQRU� DQG� UHFLSLHQW� VH[� FRPELQDWLRQV� RQ� NLGQH\� WUDQVSODQW� RXWFRPHV� KDV� EHHQ� ZLGHO\�
VWXGLHG�� \HW� UHVXOWV� UHPDLQ� LQFRQFOXVLYH�� ,PPXQRORJLFDOO\�� IHPDOH� UHFLSLHQWV�RI�PDOH�GRQRU�NLGQH\V� IDFH�
KLJKHU�JUDIW� IDLOXUH�DQG�PRUWDOLW\� ULVNV�GXH� WR�+�<�DQWLJHQV��$QRWKHU� WKHRU\�VXJJHVWV�PDOH� UHFLSLHQWV�RI�
VPDOOHU� IHPDOH� NLGQH\V� KDYH� ZRUVH� RXWFRPHV� GXH� WR� QHSKURQ� RYHUORDG� DQG� K\SHUILOWUDWLRQ�� (VWURJHQ
V�
SURWHFWLYH�HIIHFW�DJDLQVW�LVFKHPLD�UHSHUIXVLRQ�LQMXU\��,5,��ORZHUV�GHOD\HG�JUDIW�IXQFWLRQ��'*)��LQFLGHQFH�LQ�
IHPDOH�UHFLSLHQWV��EXW�UHFHQW�UHVHDUFK�LQGLFDWHV�KLJKHU�PRUWDOLW\�DQG�JUDIW�ORVV�UDWHV�IRU�IHPDOH�UHFLSLHQWV�
FRPSDUHG�WR�PDOHV��7KHVH�FRQIOLFWLQJ�ILQGLQJV�PDLQO\�SHUWDLQ�WR�GHFHDVHG�GRQRU�WUDQVSODQWV� 

)RU� OLYLQJ�GRQRU�NLGQH\� WUDQVSODQWV� �/'.7��� SUHYLRXV�VWXG\� UHSRUWHG� WKDW�PDOH� UHFLSLHQWV�RI�PDOH�GRQRU�
NLGQH\V�KDG�EHWWHU�JUDIW�VXUYLYDO�LQ�D�VWXG\�RI��������/'.7V�IURP������������$QRWKHU�VWXG\�RI�������+/$�
LGHQWLFDO�VLEOLQJ�WUDQVSODQWV�IURP�����������VKRZHG�IHPDOH�UHFLSLHQWV�KDG�EHWWHU�JUDIW�VXUYLYDO�UHJDUGOHVV�
RI�GRQRU�VH[��'HVSLWH�FOLQLFDO�DGYDQFHV��QR� ODUJH�VFDOH�VWXGLHV�KDYH�H[SORUHG� WKLV� LVVXH� LQ� WKH� ODVW� WZR�
GHFDGHV� 

2EMHFWLYH�V� 

�� 7R�LQYHVWLJDWH�WKH�LPSDFW�RI�GLIIHUHQW�GRQRU�DQG�UHFLSLHQW�VH[�FRPELQDWLRQV�RQ�WKH�JUDIW�VXUYLYDO�
IROORZLQJ�OLYLQJ�GRQRU�NLGQH\�WUDQVSODQWDWLRQ 

�� 7R�LQYHVWLJDWH�WKH�LPSDFW�RI�GLIIHUHQW�GRQRU�DQG�UHFLSLHQW�VH[�FRPELQDWLRQV�RQ�WKH�JUDIW�IXQFWLRQ�
�H*)5��IROORZLQJ�OLYLQJ�GRQRU�NLGQH\�WUDQVSODQWDWLRQ 

6WXG\�W\SH 
5HWURVSHFWLYH�FRKRUW�VWXG\ 
 
6WXG\�SRSXODWLRQ 
$GXOW�SDWLHQWV��Q a������XQGHUJRLQJ�/'.7�DW�(UDVPXV�0HGLFDO�&HQWHU��(0&��DQG�8QLYHUVLW\�0HGLFDO�
&HQWHU�*URQLQJHQ��80&*��EHWZHHQ�-DQXDU\������DQG�'HFHPEHU������ 
 
0HWKRGV 
5HWURVSHFWLYH�GDWD�IURP�RXU�WUDQVSODQW�GDWDEDVH�ZHUH�XVHG�WR�LGHQWLI\�SDWLHQWV�XQGHUJRLQJ�/'.7�EHWZHHQ�
-DQXDU\������DQG�'HFHPEHU�������/'.7V�ZHUH�FDWHJRUL]HG�LQWR�PDOH�WR�PDOH��IHPDOH�WR�PDOH��PDOH�WR�
IHPDOH��DQG�IHPDOH�WR�IHPDOH�JURXSV�EDVHG�RQ�GRQRU�UHFLSLHQW�VH[�FRPELQDWLRQV��7KH�SULPDU\�RXWFRPH�
ZDV�GHDWK�FHQVRUHG�JUDIW�VXUYLYDO��7KH�VHFRQGDU\�RXWFRPHV�LQFOXGHG�SDWLHQW�VXUYLYDO��GHOD\HG�JUDIW�
IXQFWLRQ��'*)���DFXWH�UHMHFWLRQ�DQG�JUDIW�IXQFWLRQ� 
 
%XUGHQ�DQG�ULVNV 
1�$��QR�LQWHUYHQWLRQ�LQYROYHG� 

5HFUXLWPHQW�DQG�FRQVHQW 
,QIRUPHG�FRQVHQW�KDV�EHHQ�ZDLYHG�EDVHG�RQ�WKH�XQUHDVRQDEOH�HIIRUW�GXH�WR�WKH�ODUJH�VL]H�DQG�LWV�
REVHUYDWLRQDO�QDWXUH� 
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 Introduction and rationale 

7KH� LPSDFW� RI� GRQRU� DQG� UHFLSLHQW� VH[� FRPELQDWLRQ� RQ� NLGQH\� WUDQVSODQW� RXWFRPHV� KDV� EHHQ� VWXGLHG�
H[WHQVLYHO\��EXW�ZLWK� LQFRQFOXVLYH�UHVXOWV��)URP�DQ�LPPXQRORJLF�SHUVSHFWLYH�� WKH�WUDQVSODQWDWLRQ�RI�PDOH�
GRQRU�NLGQH\V�LQWR�IHPDOH�UHFLSLHQWV�ZDV�DVVRFLDWHG�ZLWK�DQ�LQFUHDVHG�ULVN�RI�JUDIW�IDLOXUH�DQG�PRUWDOLW\�GXH�
WR�+�<�PLQRU�KLVWRFRPSDWLELOLW\�DQWLJHQV������$QRWKHU�WKHRU\��EDVHG�RQ�QHSKURQ�RYHUORDG�DQG�K\SHUILOWUDWLRQ��
VXJJHVWV� WKDW�PDOH� UHFLSLHQWV� RI� IHPDOH� GRQRU� NLGQH\V� WHQG� WR� H[SHULHQFH�ZRUVH�RXWFRPHV�GXH� WR� WKH�
VPDOOHU� VL]H� RI� IHPDOH� NLGQH\V���$GGLWLRQDOO\�� WKH� LQIOXHQFH� RI� VH[� KRUPRQHV� KDV� DOVR� EHHQ� H[SORUHG��
$XIKDXVHU�HW�DO���IRXQG�WKDW�HVWURJHQ�DFWV�DV�D�SURWHFWLYH�IDFWRU�DJDLQVW�LVFKHPLD�UHSHUIXVLRQ�LQMXU\��,5,���
UHVXOWLQJ�LQ�D�VLJQLILFDQWO\�ORZHU�LQFLGHQFH�RI�GHOD\HG�JUDIW�IXQFWLRQ��'*)��LQ�IHPDOH�UHFLSLHQWV�FRPSDUHG�WR�
PDOH�UHFLSLHQWV��+RZHYHU��UHFHQW�UHVHDUFK�E\�9LQVRQ�HW�DO���GHPRQVWUDWHV�WKDW�IHPDOH�UHFLSLHQWV�KDYH�KLJKHU�
H[FHVV�PRUWDOLW\�UDWHV�DQG�JUDIW�ORVV�UDWHV�WKDQ�PDOHV��7KHVH�ILQGLQJV�VHHP�FRQIOLFWLQJ��DQG�SULPDULO\�IRFXV�
RQ�GHFHDVHG�GRQRU�NLGQH\�WUDQVSODQWDWLRQ� 

,Q� WHUPV� RI� OLYLQJ� GRQRU� NLGQH\� WUDQVSODQWDWLRQ� �/'.7��� .D\OHU� HW� DO��� DQDO\]HG� D� WUDQVSODQW� GDWDEDVH�
HQFRPSDVVLQJ��������/'.7V�EHWZHHQ������DQG�������7KHLU�VWXG\�UHYHDOHG�D�VLJQLILFDQW�DGYDQWDJH�LQ�JUDIW�
VXUYLYDO� IRU�PDOH� UHFLSLHQWV� RI�PDOH� GRQRU� NLGQH\V� FRPSDUHG� WR� WKH� RWKHU� FRPELQDWLRQV��$QRWKHU� VWXG\�
LQYROYLQJ�������+/$�LGHQWLFDO�VLEOLQJ�NLGQH\�WUDQVSODQWDWLRQV�EHWZHHQ������DQG������GHPRQVWUDWHG�WKDW�
IHPDOH� UHFLSLHQWV� WHQG� WR� KDYH� EHWWHU� JUDIW� VXUYLYDO� UDWHV� UHJDUGOHVV� RI� WKH� GRQRU¶V� VH[��� 'HVSLWH�
DGYDQFHPHQWV�LQ�FOLQLFDO�SUDFWLFH��QR�VXFK�ODUJH�VFDOH�VWXGLHV�H[SORULQJ�WKLV�TXHVWLRQ�KDYH�EHHQ�FRQGXFWHG�
LQ�WKH�VXEVHTXHQW�WZR�GHFDGHV� 

 

 Objective(s) 
,� 7R�LQYHVWLJDWH�WKH�LPSDFW�RI�GLIIHUHQW�GRQRU�DQG�UHFLSLHQW�VH[�FRPELQDWLRQV�RQ�WKH�JUDIW�VXUYLYDO�

IROORZLQJ�OLYLQJ�GRQRU�NLGQH\�WUDQVSODQWDWLRQ 
,,� 7R�LQYHVWLJDWH�WKH�LPSDFW�RI�GLIIHUHQW�GRQRU�DQG�UHFLSLHQW�VH[�FRPELQDWLRQV�RQ�WKH�JUDIW�IXQFWLRQ�

�H*)5��IROORZLQJ�OLYLQJ�GRQRU�NLGQH\�WUDQVSODQWDWLRQ 
 

 Study type 
 
���� 6WXG\�W\SH� 

 
 �5HWURVSHFWLYH܈
 �3URVSHFWLYH܆

տ�&RPELQDWLRQ�5HWURVSHFWLYH�3URVSHFWLYH 
 

������6LQJOH�FHQWHU���0XOWLFHQWHU 
 
 �6LQJOH�FHQWHU܆
 �0XOWLFHQWHU܈
 

��� �&KHFN�DOO�WKH�DSSOLFDEOH�ER[HV 
 
 �,$�UH�XVH�RI�GDWD�IURP�KHDOWKFDUH��LQFOXGLQJ���0HGLFDO�UHFRUGV܈
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տ�&DVH�UHSRUW 
տ�5H�XVH�GDWD�IURP�UHVHDUFK 

տ�(YDOXDWLRQV�RI�TXDOLW\�RI�KHDOWKFDUH��UHWURVSHFWLYH� 
 �5HVHDUFK�ZLWK�DGGLWLRQDO�XVH�RI�UHVLGXDO�PDWHULDO�IURP�UHJXODU�KHDOWKFDUH܆

տ�5HVHDUFK�ZLWK�UH�XVH�RI�KXPDQ�PDWHULDO�IURP�UHVHDUFK�RU�H[LVWLQJ�ELREDQN 

տ�'H�QRYR�ELREDQN 

տ�3KDVH�,9�UHVHDUFK 

տ�+HDOWKFDUH�HYDOXDWLRQ�UHVHDUFK��SURVSHFWLYH� 
տ�5HVHDUFK�ZLWK�PHGLFDO�GHYLFHV 

տ�5HVHDUFK�ZLWK�,Q�9LWUR�'LDJQRVWLF�7HVWV 
 �2WKHU�UHVHDUFK܈
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 Study population 
 
���� 6WXG\�SRSXODWLRQ 

 
 ����\HDUV�DQG�ROGHU��GXOWV$�܈

տ�0LQRUV��\RXQJHU�WKDQ����\HDUV� 
տ�,QFDSDFLWDWHG�DGXOWV�����\HDUV�DQG�ROGHU� 
տ�,QFDSDFLWDWHG�PLQRUV��\RXQJHU�WKDQ����\HDUV� 
 

���� 3RSXODWLRQ��EDVH�� 
$GXOW�SDWLHQWV��Q a������XQGHUJRLQJ�/'.7�DW�(UDVPXV�0HGLFDO�&HQWHU��(0&��DQG�8QLYHUVLW\�
0HGLFDO�&HQWHU�*URQLQJHQ��80&*��EHWZHHQ�-DQXDU\������DQG�'HFHPEHU������ 
 

���� ,QFOXVLRQ�FULWHULD 
,Q�RUGHU�WR�EH�HOLJLEOH�WR�SDUWLFLSDWH�LQ�WKLV�VWXG\��D�VXEMHFW�PXVW�PHHW�DOO�RI�WKH�IROORZLQJ�FULWHULD� 
$GXOW�SDWLHQWV�XQGHUJRLQJ�/'.7�DW�(0&�DQG�80&*�EHWZHHQ�-DQXDU\������DQG�'HFHPEHU������ 
 

���� ([FOXVLRQ�FULWHULD 
3DWLHQWV�ZKR�ORVW�WKH�IROORZ�XS� 
 

���� 6DPSOH�VL]H�FDOFXODWLRQ 
7R�DFTXLUH�HQRXJK�GDWD�WR�PDNH�WKH�UHVHDUFK�UHVXOWV�UREXVW��WKH�HVWLPDWHG�VXEMHFW�QXPEHU�LV�
a�����SDWLHQWV� 
 

 Methods 
 
���� 5HVHDUFK�PHWKRGV 

5HWURVSHFWLYH�GDWD�IURP�RXU�WUDQVSODQW�GDWDEDVH�ZHUH�XVHG�WR�LGHQWLI\�SDWLHQWV�XQGHUJRLQJ�
/'.7�EHWZHHQ�-DQXDU\������DQG�'HFHPEHU�������/'.7V�ZHUH�FDWHJRUL]HG�LQWR�PDOH�WR�PDOH��
IHPDOH�WR�PDOH��PDOH�WR�IHPDOH��DQG�IHPDOH�WR�IHPDOH�JURXSV�EDVHG�RQ�GRQRU�UHFLSLHQW�VH[�
FRPELQDWLRQV��7KH�SULPDU\�RXWFRPH�ZDV�GHDWK�FHQVRUHG�JUDIW�VXUYLYDO��7KH�VHFRQGDU\�
RXWFRPHV�LQFOXGHG�SDWLHQW�VXUYLYDO��GHOD\HG�JUDIW�IXQFWLRQ��'*)���DFXWH�UHMHFWLRQ�DQG�JUDIW�
IXQFWLRQ� 
 

���� 6WDQGDUG�FOLQLFDO�FDUH�YHUVXV�H[WUD�IRU�UHVHDUFK� 
1R�H[WUD�LQWHUYHQWLRQ�DUH�DSSOLHG�RQ�WKH�SDWLHQWV�GXH�WR�LWV�UHWURVSHFWLYH�REVHUYDWLRQDO�QDWXUH� 
 

���� %XUGHQ�DQG�ULVNV 
1RW�DSSOLFDEOH�EHFDXVH�RI�QR�LQWHUYHQWLRQ�LQ�WKLV�VWXG\� 
 

���� 0HGLFDO�GHYLFH�V����,Q�YLWUR�GLDJQRVWLF�WHVWV 
1RW�DSSOLFDEOH�EHFDXVH�QR�PHGLFDO�GHYLFH�LV�LQYROYHG�LQ�WKLV�VWXG\ 
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 Incidental findings 
 
���� &KDQFH�RI�LQFLGHQWDO�ILQGLQJV 

,V�WKHUH�D�FKDQFH�RI�LQFLGHQWDO�ILQGLQJV" 
 HV>�܆
 �1R܈
 

���� 3URFHGXUHV 
1RW�DSSOLFDEOH��WKHUH�LV�QR�FKDQJH�RI�LQFLGHQWDO�ILQGLQJV�� 

 Statistical analysis 
 
��� 0DLQ�VWXG\�SDUDPHWHUV�HQGSRLQWV 

7KH�SULPDU\�RXWFRPH�ZDV�GHDWK�FHQVRUHG�JUDIW�VXUYLYDO� 
 

��� 6HFRQGDU\�VWXG\�SDUDPHWHUV�HQGSRLQWV 
7KH�VHFRQGDU\�RXWFRPHV�LQFOXGHG�SDWLHQW�VXUYLYDO��GHOD\HG�JUDIW�IXQFWLRQ��'*)���DFXWH�UHMHFWLRQ�
DQG�JUDIW�IXQFWLRQ��*UDIW�IXQFWLRQ�LV�GHILQHG�E\�HVWLPDWHG�JORPHUXODU�ILOWUDWLRQ�UDWH��H*)5��XVLQJ�
WKH�&KURQLF�.LGQH\�'LVHDVH�(SLGHPLRORJ\�&ROODERUDWLRQ��&.'�(3,��HTXDWLRQ� 
 

��� 2WKHU�VWXG\�SDUDPHWHUV 
3DWLHQW�DJH��JHQGHU��PHGLFDO�KLVWRU\��VXUJLFDO�GHWDLOV�DQG�IROORZ�XS�GDWD�� 

 
��� $QDO\VLV 

&RQWLQXRXV�YDULDEOHV�ZHUH�UHSRUWHG�DV�PHGLDQV�ZLWK�LQWHUTXDUWLOH�UDQJHV��,45V���DQG�
FDWHJRULFDO�YDULDEOHV�ZHUH�UHSRUWHG�DV�IUHTXHQFLHV�ZLWK�SHUFHQWDJHV��7KH�.UXVNDO�:DOOLV�WHVW�
ZDV�XVHG�WR�FRPSDUH�FRQWLQXRXV�YDULDEOHV��DQG�WKH�FKL�VTXDUHG�WHVW�ZDV�XVHG�WR�FRPSDUH�
FDWHJRULFDO�YDULDEOHV��.DSODQ�0HLHU�FXUYHV�DQG�WKH�ORJ�UDQN�WHVW�ZHUH�XVHG�WR�FRPSDUH�SDWLHQW�
DQG�JUDIW�VXUYLYDO�UDWHV��&R[�UHJUHVVLRQ�ZDV�SHUIRUPHG�WR�LGHQWLI\�WKH�ULVN�IDFWRUV�IRU�GHDWK�
FHQVRUHG�JUDIW�IDLOXUH��9DULDEOHV�ZLWK�D�S�YDOXH�������LQ�WKH�XQLYDULDWH�DQDO\VLV�ZHUH�LQFOXGHG�LQ�
WKH�PXOWLYDULDWH�DQDO\VLV��7KH�SURSRUWLRQDO�KD]DUGV�DVVXPSWLRQ�ZDV�HYDOXDWHG�WKURXJK�
6FKRHQIHOG�UHVLGXDOV��$�WZR�VLGHG�S�YDOXH��������ZDV�FRQVLGHUHG�VWDWLVWLFDOO\�VLJQLILFDQW��$OO�
VWDWLVWLFDO�DQDO\VHV�ZHUH�FRQGXFWHG�XVLQJ�5�YHUVLRQ������� 

 Ethical considerations 
 
��� 5HJXODWLRQ�VWDWHPHQW 

7KH�VWXG\�ZLOO�EH�FRQGXFWHG�DFFRUGLQJ�WR�WKH�SULQFLSOHV�RI�WKH�'HFODUDWLRQ�RI�+HOVLQNL����WK�
:RUOG�0HGLFDO�$VVRFLDWLRQ�*HQHUDO�$VVHPEO\��)RUWDOH]D��%UD]LO��2FWREHU��������7KH�IROORZLQJ�
JXLGHOLQHV�DOVR�DSSO\�WR�WKLV�VWXG\� 
� *HGUDJVFRGH�*H]RQGKHLGV]RUJRQGHU]RHN������� 
� 3ULYDF\�UHJXODWLRQ�RI�SDUWLFLSDWLQJ�KRVSLWDOV 
� (8�*HQHUDO�'DWD�3URWHFWLRQ�5HJXODWLRQ�DQG�WKH�'XWFK�$FW�RQ�,PSOHPHQWDWLRQ�RI�WKH�
*HQHUDO�'DWD�3URWHFWLRQ�5HJXODWLRQ��LQ�'XWFK��8LWYRHULQJVZHW�µ$OJHPHQH�9HURUGHQLQJ�
*HJHYHQVEHVFKHUPLQJ¶��8$9*��� 
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7KLV�VWXG\�KDV�EHHQ�H[HPSWHG�E\�WKH�0HGLFDO�5HVHDUFK�(WKLFV�&RPPLWWHH��05(&���LQ�'XWFK��
1RQ�:02�5HYLHZ�&RPPLWWHH��1:7&���)ROORZLQJ�UHYLHZ�RI�WKH�SURWRFRO��WKH�05(&�FRQFOXGHG�
WKLV�VWXG\�LV�QRW�VXEMHFW�WR�WKH�0HGLFDO�5HVHDUFK�,QYROYLQJ�+XPDQ�6XEMHFWV�$FW��:02���7KH\�
FRQFOXGHG�WKDW�WKH�VWXG\�LV�D�PHGLFDO��VFLHQWLILF�UHVHDUFK��EXW�QR�SDWLHQWV�DUH�VXEMHFWHG�WR�
SURFHGXUHV�RU�DUH�UHTXLUHG�WR�IROORZ�UXOHV�RI�EHKDYLRU� 
 

��� ,QIRUPHG�FRQVHQW 
:LOO�WKH�VXEMHFWV�EH�DVNHG�IRU�LQIRUPHG�FRQVHQW" 
տ�<HV��8SORDG�3DUWLFLSDQW�,QIRUPDWLRQ�/HWWHU�DQG�,QIRUPHG�&RQVHQW� 

տ�1R��FRQVHQW�DOUHDG\�JLYHQ�LQ�SUHYLRXV�VWXG\��8SORDG�3DUWLFLSDQW�,QIRUPDWLRQ�/HWWHU�DQG�
,QIRUPHG�&RQVHQW�SUHYLRXV�VWXG\� 

�8SORDG�IRUP�&DUH�IRU�GDWD���1R��WKLV�UHVHDUFK�ZLOO�EH�SHUIRUPHG�XQGHU�WKH�H[FHSWLRQ�FRQVHQW܈
7HPSODWH��LQ�'XWFK��)RUPXOLHU�XLW]RQGHULQJ�WRHVWHPPLQJ� 

տ�2WKHU��H�J��SDUWO\��LQGLUHFWO\��3OHDVH�GHVFULEH�WKH�VLWXDWLRQ� 
 

��� 5HFUXLWPHQW�DQG�LQIRUPHG�FRQVHQW�SURFHGXUHV 
1RW�DSSOLFDEOH��SDWLHQWV�ZLOO�QRW�EH�DVNHG�WR�FRQVHQW�WR�WKHLU�GDWD�EHLQJ�XVHG�IRU�WKH 
FXUUHQW�VWXG\�� 
 

��� ([FHSWLRQ�FRQVHQW 
$OO�FDVHV�LQ�WKH�WUDQVSODQW�GDWDEDVH�KDYH�DOUHDG\�SURYLGHG�LQIRUPHG�FRQVHQW�IRU�WKHLU�GDWD�WR�
EH�VKDUHG�ZLWK�WKH�'XWFK�7UDQVSODQW�IRXQGDWLRQ�IRU�IXWXUH�UHVHDUFK��7KH�LQIRUPHG�FRQVHQW�LV�
DVNHG�EHIRUH�D�UHFLSLHQW�LV�SODFHG�RQ�WKH�WUDQVSODQW�ZDLWLQJ�OLVW�� 

 Handling and storage of data / images / sound recordings / photos / film recordings 
 
��� 'DWD���LPDJHV���VRXQG�UHFRUGLQJV���SKRWRV���ILOP�UHFRUGLQJV 

3DWLHQW�FOLQLFDO�GDWD��LQFOXGLQJ�GHPRJUDSKLFV��VXUJLFDO�LQIRUPDWLRQ�DQG�IROORZ�XS�LQIRUPDWLRQ��ZLOO�
EH�XVHG��7KHVH�GDWD�DUH�REWDLQHG�IRU�UHJXODU�KHDOWKFDUH�SXUSRVHV� 
 

��� 3ULYDF\�SURWHFWLRQ 
7R�HQVXUH�WKH�VXEMHFW¶V�SULYDF\�LV�SURWHFWHG� each patient will be assigned a unique code that 
does not include any personal identifiers such as patient ID or date of birth. This code will be 
used throughout the study to identify the data associated with each subject. A designated data 
manager (the principal investigator), is responsible for the assignment of unique codes and 
ensure that the coding process is consistently applied. The key table ůŝŶŬŝŶŐ�ƚŚĞ�ƵŶŝƋƵĞ�ĐŽĚĞƐ�
ƚŽ�ƚŚĞ�ƉĞƌƐŽŶĂů�ŝĚĞŶƟĮĞƌƐ�will be stored in a secure file that is separate from the research data. 
Only authorized personnel, such as the principal investigator, will have access to this database. 
7KH�KDQGOLQJ�RI�SHUVRQDO�GDWD�KDV�WR�FRPSO\�ZLWK�WKH�(8�*HQHUDO�'DWD�3URWHFWLRQ�5HJXODWLRQ�
DQG�WKH�'XWFK�$FW�RQ�,PSOHPHQWDWLRQ�RI�WKH�*HQHUDO�'DWD�3URWHFWLRQ�5HJXODWLRQ��LQ�'XWFK��
$OJHPHQH�9HURUGHQLQJ�*HJHYHQVEHVFKHUPLQJ�HQ�8LWYRHULQJVZHW�$OJHPHQH�9HURUGHQLQJ�
*HJHYHQVEHVFKHUPLQJ�� 
 

��� +DQGOLQJ�DQG�VWRUDJH�RI�GDWD 
5HVHDUFK�GDWD�ZLOO�EH�VWRUHG�LQ�WKH�IRUPDW�RI�6366�LQ�(UDVPXV�0&�GHSDUWPHQWDO�;�GULYH�ZLWK�
OLPLWHG�DFFHVV�WR�WKH�3,�DQG�FR�LQYHVWLJDWRUV��DQG�ZLOO�EH�KDQGOHG�FRQILGHQWLDOO\��2QO\�DXWKRUL]HG�
SHUVRQQHO�FDQ�YLHZ�UHVHDUFK�GDWD�WKDW�FDQ�EH�WUDFHG�WR�LQGLYLGXDO�SDUWLFLSDQWV��7KHVH�SHUVRQV�
DUH�WKH�PHPEHUV�RI�WKH�UHVHDUFK�WHDP��PHPEHUV�RI�WKH�KHDOWK�FDUH�LQVSHFWLRQ��DQG�PHPEHUV�RI�
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WKH�0HGLFDO�5HVHDUFK�(WKLFV�&RPPLWWHH�RI�WKH�SDUWLFLSDWLQJ�KRVSLWDO��'DWD�UHYLHZ�PD\�EH�
QHFHVVDU\�LQ�RUGHU�WR�HQVXUH�WKH�UHOLDELOLW\�DQG�TXDOLW\�RI�WKH�UHVHDUFK��7KH�KDQGOLQJ�RI�SHUVRQDO�
GDWD�LV�LQ�FRPSOLDQFH�ZLWK�WKH�*'35�*HQHUDO�'DWD�3URWHFWLRQ�5HJXODWLRQ��LQ�'XWFK�$9*�������
������DQG�WKH�SULYDF\�UHJXODWLRQ�RI�WKH�(UDVPXV�0&��,Q�OLQH�ZLWK�(UDVPXV�0&�JXLGHOLQHV��GDWD�
ZLOO�EH�NHSW����\HDUV�DIWHU�LW�LV�FROOHFWHG� 
 

��� +DQGOLQJ�DQG�VWRUDJH�RI�LPDJHV���VRXQG�UHFRUGLQJV���SKRWRV���ILOP�UHFRUGLQJV 
1RW�DSSOLFDEOH��WKLV�VWXG\�GRHV�QRW�LQYROYH�LPDJHV��VRXQG�UHFRUGLQJV��SKRWRV��RU�ILOP�UHFRUGLQJV 

 
��� $SSURYDO�RI�DFFHVV�WR�GDWD���LPDJHV���VRXQG�UHFRUGLQJV���SKRWRV���ILOP�UHFRUGLQJV 

For each study site, access to data has been approved by the department head or board of 
directors, as applicable. 
 

 Handling and storage of human material 
 
���� +XPDQ�PDWHULDO 

1RW�DSSOLFDEOH��WKLV�VWXG\�GRHV�QRW�LQYROYH�KXPDQ�PDWHULDO 
 

���� &KHFN�DOO�WKH�ER[HV�ZKLFK�DUH�DSSOLFDEOH�WR�WKH�KXPDQ�PDWHULDO�RULJLQ� 
 �5HVLGXDO�PDWHULDO�IURP�UHJXODU�KHDOWKFDUH܆
տ�5HVHDUFK��PDWHULDO�DFTXLUHG�IURP�D�SUHYLRXV�VWXG\��� 

$GG�WKH�UHIHUHQFH�RI�WKH�VWXG\�L�H���0(&�QXPEHU�(UDVPXV�0&� 
տ�5H�XVH�RI�KXPDQ�PDWHULDO�IURP�H[LVWLQJ�ELREDQN 
������'HVFULEH�ZKHWKHU�WKH�KXPDQ�PDWHULDO�RULJLQDWHV�IURP�UHVHDUFK�LQWR�WKH�VDPH�GLVHDVH�� 
տ�2WKHU��SOHDVH�VSHFLI\ 

ց�1RW�DSSOLFDEOH��WKLV�VWXG\�GRHV�QRW�LQYROYH�KXPDQ�PDWHULDO� 
 

���� +DQGOLQJ�DQG�VWRUDJH�RI�KXPDQ�PDWHULDO� 
 QRQ\PRXV��L�H��WKH�PDWHULDO�FDQ�QHYHU�EH�WUDFHG�EDFN�WR�DQ�LQGLYLGXDO�VXEMHFW$�܆
 �3VHXGRQ\PL]HG�&RGHG܆

տ�,GHQWLILDEOH 

ց�1RW�DSSOLFDEOH��WKLV�VWXG\�GRHV�QRW�LQYROYH�KXPDQ�PDWHULDO� 
 

���� %LREDQN 
1RW�DSSOLFDEOH��WKLV�VWXG\�GRHV�QRW�LQYROYH�ELREDQN� 
 

���� $SSURYDO�RI�DFFHVV�WR�KXPDQ�PDWHULDO 
1RW�DSSOLFDEOH��WKLV�VWXG\�GRHV�QRW�LQYROYH�KXPDQ�PDWHULDO� 

 

  Exchange, sharing or transfer of data and/or human material and/or images 
:H�ZLOO�UHFHLYH�WKH�GDWD�IURP�8QLYHUVLW\�0HGLFDO�&HQWHU�*URQLQJHQ��D�QRQ�SURILW�HGXFDWLRQDO�DQG�
UHVHDUFK�RUJDQL]DWLRQ�ZLWKLQ�WKH�1HWKHUODQGV��7KH�GDWD�WUDQVIHU�ZLOO�EH�FRQGXFWHG�YLD�685)�DQG�
VWRUHG�LQ�(UDVPXV�0&�GHSDUWPHQWDO�;�GULYH�ZLWK�OLPLWHG�DFFHVV�WR�WKH�3,�DQG�FR�LQYHVWLJDWRUV��$�
'DWD�7UDQVIHU�$JUHHPHQW�LV�DYDLODEOH� 
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 Amendments 
$PHQGPHQWV�DUH�FKDQJHV�PDGH�WR�WKH�UHVHDUFK�DIWHU�D�IDYRUDEOH�RSLQLRQ�E\�WKH�1:7&�KDV�EHHQ�
JLYHQ�� 
$OO�DPHQGPHQWV�PXVW�EH�VXEPLWWHG�WR�WKH�1:7&�WKDW�JDYH�WKH�IDYRUDEOH�RSLQLRQ�� 
6XEVWDQWLDO�DPHQGPHQWV�PXVW�EH�DSSURYHG�E\�WKH�1LHW�:02�7RHWVLQJVFRPPLVVLH�EHIRUH�WKH\�FDQ�
EH�LPSOHPHQWHG� 
 

 End of study report 
Within one year after the end of the study a final study report will be submitted with the results of the 
study, including any publications/abstracts of the study. 
 

 Publication 
'R�\RX�KDYH�WKH�LQWHQWLRQ�WR�VXEPLW�WKH�VWXG\�UHVXOWV�LQ�D�PDQXVFULSW�IRU�SXEOLFDWLRQ�LQ�D�MRXUQDO� 
 �HV>�܈
տ�1R��SOHDVH�PRWLYDWH 
 
7KH�ILQDO�VWXG\�UHSRUW�ZLOO�EH�VXEPLWWHG�E\�WKH�HQG�RI����� 
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 Attachments 
տ�3DUWLFLSDQW�LQIRUPDWLRQ�OHWWHU�DQG�,QIRUPHG�FRQVHQW�GRFXPHQW� 
 �DUH�IRU�GDWD�7HPSODWH�±�)RUPXOLHU�XLW]RQGHULQJ�WRHVWHPPLQJ&��܈

տ�4XHVWLRQQDLUHV 

տ�'DWD�0DQDJHPHQW�3ODQ 
 DWD�7UDQVIHU�$JUHHPHQW'�܈

տ�0DWHULDO�7UDQVIHU�$JUHHPHQW 

տ�&OLQLFDO�7ULDO��6LWH��$JUHHPHQW 

տ�2WKHU��SOHDVH�GHVFULEH 


