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Figure	S1.	Human	TY	loop-EpCAM	residue	contacts.	(A)	TY	loop-EpCAM	residue	contacts	
over	time	of	a	representative	trajectory.	(B)	Histogram	of	TY	loop-EpCAM	residue	contacts	
of	all	trajectories.	Residue	contacts	are	defined	as	the	number	of	TY	loop	residues	contacting	
at	least	one	residue	of	the	respective	EpCAM	site.	A	residue	pair	is	in	contact	if	any	atoms	are	
within	4.5	Å.	There	is	an	exponential	decay	for	the	TY	loop-CTD	site	residue	contact	counts.	
However,	for	the	TYD	site,	there	is	a	clear	peak	at	three	residue	contacts,	i.e.,	three	of	the	TY	
loop	 residues	 contact	 at	 least	 one	 residue	 of	 the	 TYD	 site.	 We	 thus	 used	 three	 residue	
contacts	as	criteria	for	defining	TYDclosed	and	CTDclosed	forms.		
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Figure	S2.	Contact	ratio	of	TY	loop	residues	in	the	CTDclosed	form	for	Fish	(left)	and	Fish+HTY	
(right)	systems.	The	contact	ratio	for	the	CTD	site	is	defined	as	the	number	of	structures	that	
a	TY	 loop	residue	 is	 in	contact	with	 the	CTD	site	 to	 the	 total	number	of	structures	 in	 the	
CTDclosed	form.	A	residue	pair	is	in	contact	if	any	atoms	are	within	4.5	Å.		
	


