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(a) Auditory brainstem response (ABR) thresholds across the frequency spectrum (from 5 to 40 kHz) at diffe-
rent stages from P15 to P30. Blue curves: a Pcdh15 ex38-fl/ex38-fl (control) mouse; red curves: a representative 
FRQGLWLRQDO�3FGK���Ƌ·&'��PRXVH��$W�3����WKH�FRQGLWLRQDO�3FGK��Ƌ·&'��PRXVH�FDQQRW�EH�GLVWLQJXLVKHG�IURP�
WKH� FRQWURO� PRXVH�� )URP� 3��� RQZDUGV�� $%5� WKUHVKROGV� LQFUHDVH� SURJUHVVLYHO\� LQ� WKH� FRQGLWLRQDO�
3FGK���Ƌ·&'��PRXVH�UHODWLYH�WR�WKH�FRQWURO��LQGLFDWLQJ�WKH�RQVHW�RI�3FGK���&'��ORVV�
(b) 'LVWRUWLRQ�SURGXFW�RWRDFRXVWLF�HPLVVLRQ��'32$(��WKUHVKROGV�PHDVXUHG�DW����N+]�DQG����N+]��7KH�EOXH�DQG�
red plots correspond to a Pcdh15 ex38-fl/ex38-fl �FRQWURO��PRXVH�DQG�D�UHSUHVHQWDWLYH�FRQGLWLRQDO�3FGK��Ƌ·&'��
PRXVH�� UHVSHFWLYHO\�� UHSHDWHGO\� WHVWHG� DW� YDULRXV� VWDJHV� IURP�3��� WR� 3����2Q� 3���� WKH� FRQGLWLRQDO� 3FGK��
Ƌ·&'�� PRXVH� FDQQRW� EH� GLVWLQJXLVKHG� IURP� WKH� FRQWURO� PRXVH�� )URP� 3��� RQZDUGV�� '32$(� WKUHVKROGV�
LQFUHDVH�SURJUHVVLYHO\��LQGLFDWLQJ�3FGK���&'��ORVV�LQ�2+&V��'32$(V�ZLWK�GHWHFWLRQ�WKUHVKROGV�!����G%�63/�
do not differ significantly from instrumental distortion (grey area).
(c)�'32$(�PD[LPDO�DPSOLWXGHV�PHDVXUHG�DW����N+]�DQG����N+]�LQ�UHVSRQVH�WR����G%�63/�VWLPXOL��7KH�EOXH�
and red plots correspond to a Pcdh15 ex38-fl/ex38-fl (control) mouse and a representative conditional 
3FGK���Ƌ·&'��PRXVH��UHVSHFWLYHO\��UHSHDWHGO\�WHVWHG�DW�YDULRXV�VWDJHV�IURP�3���WR�3����2Q�3���WKH�FRQGLWLR-
QDO�3FGK��Ƌ·&'��PRXVH�FDQQRW�EH�GLVWLQJXLVKHG�IURP�WKH�FRQWURO�PRXVH��/DWHU��'32$(�DPSOLWXGHV�GHFUHDVH�
SURJUHVVLYHO\��LQGLFDWLQJ�3FGK���&'��ORVV�LQ�2+&V��6LJQDOV�ZLWK�DPSOLWXGHV������G%�63/�GR�QRW�VLJQLILFDQWO\�
differ from background noise (grey area).
(d) $PSOLWXGH� RI� WKH� FRFKOHDU� PLFURSKRQLF� �&0�� UHVSRQVH� WR� D� ��� N+]�� ���� G%� WRQH� EXUVW� LQ� FRQWURO����������
Pcdh15 ex38-fl/ex38-fl �EOXH��DQG�FRQGLWLRQDO�3FGK��Ƌ·&'���UHG��PLFH�DW�3����7KH�DPSOLWXGH�LV�VXEVWDQWLDOO\�ORZHU�
LQ�FRQGLWLRQDO�3FGK��Ƌ·&'��PLFH������������ƫ9��Q ���WKDQ�Pcdh15 ex38-fl/ex38-fl FRQWURO�PLFH���������������ƫ9��
Q ���6WXGHQW·V�W�WHVW��S �������
(e)�$PSOLWXGH�RI� WKH�FRPSRXQG�DFWLRQ�SRWHQWLDO� �&$3�� UHVSRQVH� WR�D����N+]������G%� WRQH�EXUVW� LQ�FRQWURO�
Pcdh15 ex38-fl/ex38-fl �EOXH��DQG�FRQGLWLRQDO�3FGK��Ƌ·&'���UHG��PLFH�DW�3����7KH�DPSOLWXGH�LV�VXEVWDQWLDOO\�ORZHU�
LQ�FRQGLWLRQDO�3FGK��Ƌ·&'��PLFH������������ƫ9��Q ���WKDQ�Pcdh15 ex38-fl/ex38-fl FRQWURO�PLFH���������������ƫ9��
Q ���6WXGHQW·V�W�WHVW��S��������
(f)�$XGLWRU\�EUDLQVWHP�UHVSRQVH��$%5�� WUDFH� LQ�UHVSRQVH� WR�D����N+]������G%�WRQH� LQ�D Pcdh15 ex38-fl/ex38-fl 

�FRQWURO��PRXVH��EOXH��DQG�D�UHSUHVHQWDWLYH�FRQGLWLRQDO�3FGK���Ƌ·&'��PRXVH��UHG��DW�3����
7KH�DPSOLWXGH�RI�WKH�ILUVW�ZDYH��,��ZDV�VXEVWDQWLDOO\�ORZHU�LQ�FRQGLWLRQDO�3FGK��Ƌ·&'��PLFH��������������ƫ9��
Q ���WKDQ�FRQWURO�Pcdh15 ex38-fl/ex38-flPLFH������������ƫ9��Q ���6WXGHQW·V�W�WHVW��S���������UHVXOWLQJ�LQ�WKH�VXEVH-
TXHQW�ZDYHV��,,�WR�9��KDYLQJ�VPDOO�DPSOLWXGHV�

Supplementary )LJXUH�S���3URJUHVVLRQ�RI�DXGLWRU\�G\VIXQFWLRQ�LQ�FRQGLWLRQDO�3FGK��Ƌ·&'��PLFH


