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INVENTORY OF SUPPLEMENTAL INFORMATION:
Figure S1. Methyl-bearing 3C-HSQC spectra of Tiam2 WT and QM PDZ domains.

Figure S2. SDCI1 and Caspr4 binding to Tiam2 WT and QM PDZ domains monitored by
solution NMR.

Figure S3. Relaxation dispersion curves for the Tiam2 WT PDZ domain.

Figure S4. Relaxation dispersion curves for the Tiam2 QM PDZ domain.



Figure S5. Guanidine hydrochloride denaturation unfolding curves for Tiam2 WT and QM PDZ

domains.
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Figure S1. Methyl-bearing 1*C-HSQC spectra of Tiam2 WT and QM PDZ domains.
Overlay of 'H-13C HSQC spectrum of Tiam2 PDZ WT (red) Tiam2 PDZ QM (black).
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Figure S2. SDC1 and Caspr4 binding to Tiam2 WT and QM PDZ domains monitored by
solution NMR. (A) Overlay of 'H-'>N HSQC spectrum of Tiam2 PDZ WT in apo (red) and
SDC1-bound (blue) state. (B) Overlay of "H-'>N HSQC spectrum of Tiam2 PDZ QM in apo
(black) and Caspr4-bound (green) state.
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Figure S3. Relaxation dispersion curves for the Tiam2 WT PDZ domain. Data for the 8
residues having R.. were collected at 500 and 800 MHz and plotted in red and blue, respectively.

The curves are plotted using parameters from global fitting.



910

60 70 "
= 50 —~ 60 =
fa gsor g
S 30 540 a
g2 3 \“ g -
20 - — Y
S S—— —— i —
* 200 400 600 800 1000 1200 1400 1600 n, 200 400 €00 800 1000 1200 1400 1600 200 400 600 800 1000 1200 1400 1600
1jtep (s7-1) 1tep (s~-1) tep (37-1)
915 916 917
60 L 40 L 35 =
= 50 =35 — 30
g a0 &30 g
s L \L 2
g§» CET R et 3 a7
——
T AR ki S .S S o M. S
19, 200 400 600 800 1000 1200 1400 1600 - 200 400 600 fﬂﬂ 1000 1200 1400 1600 10 200 400 600 800 1000 1200 1400 1600
1tep (s™-1) 1ftep (s™-1) 1ftep (s™-1)
919 920 927
a5 T 50
= 32 =40 _ 45
s 235 S 40
3 gg €% £x
2gmrd - L e Fpfeaiy
N hd v v B —
200 400 600 BOO 1000 1200 1400 1600 a0 200 400 600 800 1000 1200 1400 1600 15 200 400 600 B0OD 1000 1200 1400 1600
1/tep (s™-1) 1ftcp (s™-1) 1ftep (s-1)
- 942 - 944 o 945
40
= 30 a 3 a 22
k| b 3
2 2 S
d2 \'\f‘rﬁ_ gk R -
» ot o
5 200 400 600 800 1000 1200 1400 1600 10 200 400 €00 800 1000 1200 1400 1600 B 200 400 600 800 1000 1200 1400 1600
1/tcp (s™-1) 1ftcp (s™-1) 1fcp (s*-1)
950 954
40 23
g T g §§
&30 £ £
g 3 3 g »
= 20 L4 . 2 -4 g "-'—l—._'_-_._ ]
15 200 400 600 800 1000 1200 1400 1600 Mﬂ 200 400 600 800 1000 1200 1400 1600 ) 200 400 600 800 1000 12‘DD 1400 1600
1/tep (s7-1) Ltep (s7-1) tep (s7-1)
T T 9?7 T T 26 9?8 T T 23 T T 959 T T T
22
g 21
20 é %g
it Blafeviae, . o o0
L . ¥ = ] . . . _ . . . . ]
200 400 600 @00 1000 1200 1400 1600 14 200 400 600 800 1000 1200 1400 1600 16 200 400 600 800 1000 1200 1400 1600
1/tep (s*-1) 1hicp (s*-1) 1itep (s=-1)
960 - 961 i 963
=% 1 =3
860 b | L3
=30 ] =
5% 1 5z
e o S — .. 2 220
20 —
N P W MO L T o ]
200 400 600 800 1000 1200 1400 1600 mﬂ 200 400 600 800 1000 1200 1400 1600 L) 200 400 600 800 1000 1200 1400 1600
1/tep (s-1) Litep (s™-1) 1tcp (s™-1)
964 - 965 2 966 ‘
53 54
£30 £
\\\_ =P E
e H e g2 g WT‘F—L*—Q——
200 400 600 @00 1000 1200 1400 1600 Ly 200 400 600 ?00 1000 1200 1400 1600 L 200 400 600 800 1000 1200 1400 1600
1/tep (57-1) litep (s™-1) 1/tep (s™-1)
?i : 967 = 968 5 %% 982 ‘
< 250 ™
2 ig b Sa B ar
e =30 1 = gﬁ T\.\.\.\_
L v e En[ el 3 %
o 260 ﬂdﬂ 600 800 1000 12'00 14‘00 1600 M, 200 400 600 ;OD 10‘50 1200 ubo 1600 200 460 560 800 10h0 ubn 14'00 1600
1/tep (s~-1) Litep (s™-1) 1tcp (s™-1)
984 985 986
45 70 26
. — 60 .
g 3 & so0 E g
& 301 < £
25 o A g
EEn 5 5
4 4 & « Tean,
B — 10 S Ty e~
200 400 600 800 1000 1200 1400 1600 200 400 600 800 1000 1200 1400 1600 200 400 600 800 1000 1200 1400 1600
1/tep (s7-1) 1fep (s™-1) 1ftep (s7-1)
i 988 - 989 2 991
a5 =30 =28
£ 30 g g2
538 Bk Sz
32 RS o S2 1 BB M
= e
e [, e 3
10 200 400 600 800 1000 1200 1400 1600 L 200 400 600 800 1000 1200 1400 1600 16 200 400 600 800 1000 1200 1400 1600
1/tcp (s~-1) 1htcp (s™-1) 1/tcp (s™-1)
2
2
5
2
=l
&

e

Figure S4. Relaxation dispersion curves for the Tiam2 QM PDZ domain. Data for the 34
residues having R were collected at 500 and 800 MHz and plotted in red and blue, respectively.

The curves are plotted using parameters from local fitting.
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Figure S5. Guanidine hydrochloride denaturation unfolding curves for Tiam2 WT and QM
PDZ domains. The CD signal at 220 nm of Tiam2 PDZ WT (A) and QM (®) was monitored as

a function of guanidine hydrochloride concentration and fit to a two-state unfolding model,

respectively. The experiments were carried out in triplicate.



