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Figure S1. The 'H,'"’N-HSQC spectrum of FLNa20-21 showing the signal assignments. The
lower panel shows the sequence of the FLNa20-21 construct and the extent of assignments
(gray shading: assigned residues). Assignment was found for approximately 70% of all non-

proline residues.
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Table S1. Backbone amide chemical shift assignments of FLNa20-21.
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res
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res
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M-1
A1772
E1774
R1775
L1777
V1778
G1779
V1780
N1781
G1782
L1783
D1784
V1785
T1786
51787
L1788
R1789
F1791
D1792
L1793
V1794
11795
F1797
T1798
11799
K1800
G1802
E1803
11804

121.37
128.29
122.73
124.28
124.09
122.00
113.93
120.50
122.89
110.47
122.93
123.04
121.43
115.59
118.83
126.06
127.37
122.26
127.63
123.42
129.08
127.72
128.86
123.26
128.72
128.63
110.58
119.92
128.26

8.38
8.26
8.44
8.23
8.30
7.95
8.39
7.97
8.47
8.24
7.88
8.31
8.16
8.25
8.12
8.25
8.15
8.31
6.91
8.32
8.44
9.07
8.20
7.38
8.35
7.72
8.05
8.18
8.82

T1805
G1806
E1807
V1808
R1809
M1810
$1812
G1813
K1814
V1815
A1816
Q1817
T1819
11820
T1821
D1822
N1823
K1824
D1825
G1826
T1827
V1828
T1829
V1830
R1831
Y1832
A1833
$1835
E1836

120.00
107.97
120.49
126.52
127.22
123.77
112.43
112.95
122.31
118.89
128.34
120.38
117.65
129.65
125.37
126.78
126.39
115.67
119.90
109.83
112.52
115.69
121.39
130.02
125.83
122.90
135.53
112.64
123.22

9.02
8.43
8.47
9.11
9.01
8.22
8.82
8.32
7.07
8.01
9.05
8.67
9.04
8.85
9.16
8.87
8.31
9.17
7.85
8.89
7.95
8.78
9.07
9.48
8.83
8.84
7.88
8.96
7.57

A1837
G1838
L1839
H1840
E1841
M1842
D1843
11844
R1845
Y1846
D1847
N1848
M1849
H1850
11851
G1853
51854
L1856
Q1857
F1858
Y1859
V1860
D1861
Y1862
V1863
N1864
C1865
G1866
H1867

122.38
107.14
128.32
128.63
119.54
124.98
128.25
124.50
125.09
121.98
131.56
108.80
122.09
124.34
121.06
114.32
113.06
122.65
119.40
118.56
127.55
132.30
130.50
120.27
122.05
120.36
117.09
110.92
115.49

8.09
9.07
9.05
9.31
7.88
9.35
8.96
9.39
8.84
8.92
8.98
8.56
7.76
8.54
8.30
8.45
7.78
9.11
9.55
8.56
9.85
8.03
8.38
9.62
8.29
8.69
7.87
8.44
7.12

V1868
T1869
A1870
Y1871
G1872
G1874
L1875

H1877
G1878
V1879
V1880
N1881
K1882
A1884
T1885
F1886

T1887
V1888
N1889
T1890
K1891
D1892
A1893
G1894
E1895
G1896
G1897
L1898

$1899

123.18
118.79
125.25
120.26
109.75
105.49
117.44
126.06
111.93
120.26
122.26
115.41
121.68
132.61
113.68
119.34
119.62
124.52
128.80
116.52
124.76
119.96
123.01
108.64
123.23
111.24
106.48
127.16
123.22

8.45
7.85
8.44
8.70
8.94
9.22
7.13
8.98
7.46
8.77
7.77
8.77
8.03
8.82
8.38
9.02
9.40
8.77
9.25
8.54
8.14
8.58
7.71
8.17
8.58
8.27
7.52
8.41
9.22

L1900
A1901
11902

E1903
G1904
$1906
K1907
A1908
E1909
11910

S1911
C1912
T1913
D1914
N1915
D1917
G1918
T1919
C1920
$1921
V1922
$1923
Y1924
L1925
V1927
L1928
G1930
D1931
Y1932

126.34
124.93
121.34
129.76
112.39
109.15
124.71
131.18
124.99
126.45
124.20
125.78
125.03
128.20
125.96
119.03
110.70
111.37
118.71
122.19
130.49
121.56
122.04
123.52
116.14
120.02
107.74
122.17
125.41

8.36
8.65
8.59
9.25
8.29
6.99
8.44
8.33
8.59
8.54
9.22
8.72
8.93
8.79
8.66
7.85
8.62
8.10
9.04
9.06
8.94
8.68
9.00
7.47
8.36
6.85
8.86
8.21
9.56

$1933
11934
L1935
V1936
K1937
Y1938
N1939
E1940
Q1941
H1942
V1943
G1945
$1946
F1948
T1949
A1950
R1951
V1952
T1953
G1954
D1955
D1956
$1957
M1958
R1959
$1967
A1968
D1970
11971

119.25
128.94
131.38
127.19
125.01
122.59
130.08
108.40
120.14
126.55
122.04
113.86
113.53
127.70
120.54
130.86
122.05
125.69
121.94
107.36
121.40
124.30
117.21
122.47
123.14
117.72
126.67
122.41
126.66

9.06
9.55
9.31
9.38
8.61
8.83
8.88
8.81
7.50
8.80
8.45
7.52
7.43
9.36
9.06
8.95
7.72
9.07
8.75
8.54
8.29
8.50
8.34
7.90
8.59
8.06
8.28
7.75
9.01
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res 6(15N) O(1H) | res 0(15N) o(1H) | res  O8(15N) O(1H)| res 6(15N) O&(1H)| res  &(15N) &6(1H)| res  O(15N) &(1H)
11973 117.84 8.50 |G2005 108.78 8.15 |S2040 119.26 8.67 [L2080 127.47 8.59 |D2122 109.81 8.62 |D2173 117.60 7.51
N1974 123.89 8.62 |H2006 121.48 7.75 |G2045 116.02 8.29 (S2081 122.05 9.28 |Q2123 119.53 7.59 (M2174 122.53 7.63
11975 119.52 7.57 |V2007 123.17 8.73 |A2047 128.64 9.14 |L2082 128.24 8.90 |H2124 123.65 8.74 |T2175 114.49 8.78
$1976 123.90 8.64 |G2008 114.41 9.04 |S2048 111.92 8.35 |[S2083 118.60 8.88 |V2125 119.49 8.22 [A2176 125.69 8.89
E1977 12396 7.50 |12009 115.67 8.65 |R2049 120.73 7.48 |12084 124,79 8.89 |G2127 115.73 8.14 [Q2177 122.22 8.72
T1978 115.76 8.19 |S2010 118.04 8.49 |V2050 12445 7.40 (E2085 130.54 9.31 |S2128 114.29 7.66 |V2178 125.04 9.09
D1979 12396 8.44 |F2011 125.93 8.32 |R2051 128.27 8.06 |G2086 111.13 8.46 [K2133 129.22 7.64 |T2179 126.15 9.27
L1980 124.29 8.31 |T2016 109.35 8.00 |V2052 119.98 8.31 [S2088 110.17 6.95 (V2134 129.55 9.13 [S2180 126.99 9.30
$1981 115.78 8.35 |G2017 107.07 9.02 |S2053 117.21 8.58 |K2089 123.95 8.55 |T2135 121.40 8.20 |S2182 111.47 8.14
L1982 120.91 7.37 |E2018 126.18 9.23 |G2054 111.10 8.43 |Vv2090 123.02 8.48 |G2136 109.79 8.41 |G2183 112.39 8.18
L1983 120.07 7.32 |H2019 129.73 9.74 1Q2055 123.95 9.05 |D2091 125.80 8.34 |E2137 120.68 8.36 [K2184 122.43 7.35
T1984 11496 8.88 | L2020 123.42 8.32 |G2056 106.90 8.82 |12092 124.45 8.30 {G2138 110.98 8.53 |T2185 121.21 8.56
A1985 127.07 8.84 |V2021 127.22 9.28 |L2057 117.62 6.93 |[N2093 127.17 8.91 |R2139 121.33 8.10 [H2186 124.42 8.91
T1986 116.48 8.86 |H2022 130.62 9.40 |H2058 113.59 7.90 |[T2094 112.89 8.24 (V2140 123.45 8.83 |E2187 124.09 8.84
V1987 121.74 9.12 |V2023 128.05 9.47 |E2059 121.07 8.45 |E2095 123.64 8.68 |[K2141 126.14 8.40 [A2188 127.65 8.12
V1988 128.97 9.19 |K2024 125.69 8.68 |G2060 106.92 7.97 |D2096¢ 127.70 8.66 [S2143 121.07 8.61 [E2189 122.76 8.52
$1991 112.01 8.84 |K2025 121.98 8.78 |H2061 122.06 9.84 |L2097 126.42 8.60 |A2150 126.69 8.05 {12190 123.93 8.31
G1992 111.08 8.30 |[N2026 129.18 9.50 [T2062 116.05 8.11 |E2098 122.29 8.88 |S2152 117.52 8.39 |VvV2191 127.26 9.18
R1993 122.25 7.35 |G2027 103.81 8.61 |E2064 122.65 7.86 |D2099 117.49 7.57 (V2153 123.10 8.07 [E2192 12891 8.91
E1994 128.02 8.04 | Q2028 120.98 7.59 |A2066 132.21 8.88 [G2100 108.20 8.06 |A2154 129.47 8.29 |[G2193 116.32 8.17
E1995 124.85 8.73 |H2029 125.28 8.70 |E2067 119.25 8.70 |T2101 113.58 7.86 |N2155 118.46 8.25 |E2194 120.45 8.25
C1997 118.27 8.10 |V2030 118.31 8.25 |12069 120.75 9.32 |C2102 120.06 8.56 (L2162 121.02 8.21 |[N2195 120.46 9.04
L1998 123.80 8.17 |A2031 124.81 8.62 |D2071 127.73 9.12 |R2103 129.77 9.15 |S2163 121.64 8.39 [H2196 112.68 8.53
L1999 124.95 8.28 |S2032 112.75 8.14 |T2072 119.30 9.31 |[T2105 118.61 8.54 (12166 127.61 8.43 |T2197 110.49 6.66
K2000 121.84 8.90 |S2033 116.13 7.69 |R2073 12448 8.43 |C2107 12199 7.98 |E2168 115.79 8.12 |Y2198 122.95 9.03
R2001 122.51 8.45 |12035 125.66 9.26 |D2074 117.76 8.58 |G2112 106.38 8.68 |12169 116.78 7.83 |C2199 123.51 9.16
L2002 127.61 8.83 |V2037 125.31 9.18 |A2075 123.11 7.41 |N2113 121.37 8.43 ({S2170 115.36 7.41 |R2201 127.34 8.96
R2003 122.74 8.67 |V2038 129.54 8.90 |G2076 107.47 7.93 [12118 126.08 9.75 (12171 127.73 8.72 |F2202 121.57 8.45
N2004 115.73 7.81 |12039 130.77 7.97 |G2079 107.78 8.10 |[A2121 131.27 8.64 |Q2172 120.98 8.23 (V2203 12296 8.15
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res 6(15N) &(1H) res 0(15N) o(1H) res 8(15N) &(1H) | res  &(15N) S(1H)
A2205 126.24 9.96 |R2242 126.44 8.05 |A2274 129.10 9.00 |[S2308 123.36 9.65
E2206 119.04 7.77 |A2243 127.35 8.90 | V2275 120.79 8.74 |V2309 125.68 9.38
M2207 118.55 8.44 |G2244 106.22 8.59 |E2276 131.24 9.30 |K2310 125.27 9.07
T2211 118.04 8.77 |G2245 115.13 9.11 | G2277 112.24 8.73 |F2311 124.41 9.26
V2212 130.65 9.64 |G2247 104.25 9.15 |S2279 110.43 7.19 |N2312 129.85 9.33
$2213 12495 9.10 |L2248 117.74 7.54 | K2280 122.11 8.59 |E2313 107.49 8.89
V2214 130.58 9.77 |E2249 120.57 7.98 | A2281 132.27 8.68 |E2314 121.51 7.50
K2215 125.81 8.76 |R2250 117.01 8.32 |E2282 121.35 8.21 |H2315 124.58 8.79
Y2216 121.81 8.96 |A2251 122.61 8.01 |12283 128.07 9.00 |I12316 119.39 8.15
K2217 127.56 8.61 |E2252 122.38 9.19 |S2284 124,74 9.49 |D2318 116.58 7.97
G2218 103.35 8.35 |A2253 129.01 8.44 |F2285 11996 8.18 [S2319 113.55 7.42
Q2219 120.98 7.60 |G2254 109.86 8.69 | D2287 127.52 8.76 |F2321 122.83 9.37
H2220 125.28 8.70 |V2255 124,59 7.74 |R2288 12454 8.10 |V2322 126.52 8.75
V2221 120.43 8.43 | A2257 13298 8.97 |G2291 11436 8.24 |V2323 133.59 9.44
G2223 114.12 8.25 |E2258 120.24 8.38 |S2292 117.59 7.60 |V2325 128.03 9.17
$2224 114,57 7.57 |F2259 116.53 8.86 |C2293 119.57 8.32 |A2326 132.95 8.53
F2226 122.03 9.09 |S2260 117.11 8.71 | G2294 107.11 8.60 [S2327 117.68 8.63
Q2227 122.14 8.83 [12261 121.14 8.43 | V2295 12448 8.34 |S2329 124.17 8.10
F2228 12436 8.97 |W2262 129.66 9.66 |A2296 128.62 8.25
T2229 111.46 6.65 |[T2263 115.19 8.47 |Y2297 119.11 8.86
L2233 125.77 8.28 |R2264 127.65 8.10 | V2298 119.70 8.26
G2234 110.38 8.24 | A2266 120.60 7.66 |V2299 122.66 8.77
E2235 122.89 8.41 |G2267 106.72 7.27 |Q2300 119.49 8.17
G2236 112.66 8.44 |A2268 123.85 8.54 |E2301 117.00 6.95
G2237 108.63 7.90 |G2269 108.96 8.29 |G2303 108.00 8.70
A2238 123,11 8.92 |G2270 108.02 7.72 |D2304 122.18 8.30
H2239 113.09 8.51 |L2271 121.64 8.29 |Y2305 124.47 8.86
K2240 119.28 7.42 |A2272 126.17 8.67 |E2306 122.69 9.33
V2241 124.61 7.50 (12273 126.03 8.83 | V2307 132.83 9.79
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Table S2. Backbone "HN-"N residual dipolar coupling data of FLNa16-21. 'Residues marked with a # were not included in the fit.

incl' res D description incl res D description incl res D description
# 1774  -2.44 disordered 1809 -5.54 1843 -0.50
# 1775 2.60 disordered 1810 -3.26 1844 -12.80
# 1778 1.80 disordered 1812 -14.76 1845 -5.36
# 1779 -1.30 disordered 1813 -6.00 1846 -17.52
# 1780 2.10 disordered 1814 14.12 1847 -7.12
# 1782 -1.60 disordered 1815 -5.34 1848 0.98
# 1783 -2.76 disordered 1816 -8.42 1849 -13.14
# 1784  -1.30 disordered 1817 2.28 1850 -12.64
# 1785 -2.58 disordered 1819 6.16 1851 12.32
# 1786 -3.26 disordered 1820 -6.64 1853 -6.48
# 1787 -1.94 disordered 1821 -7.96 1854 14.28
1788 -6.80 1822 -11.20 1856 -11.18
1789 -15.72 1823 -17.02 1857 -5.68
1791 -9.74 1824 -11.18 1858 -3.24
1792  -9.08 # 1825 7.12 disordered loop residue 1859 -8.94
1793 1.94 1826 -3.90 1860 -12.34
1794 -0.96 1827 -17.34 1861 -7.46
1795 -13.94 1828 -16.84 1862 -13.44
# 1797 -11.66 disordered loop residue 1829 -9.08 1863 -8.12
1798 -8.60 1830 -4.88 1864 -4.84
1799 0.96 1831 -2.12 1865 10.22
1800 -8.10 1832 -1.60 # 1866 -22.70 disordered linker between domains
1802 -5.20 1833 3.56 # 1867 -1.12 disordered linker between domains
1803 -3.42 # 1836 17.18 disordered loop residue 1868 -10.06
1804 -13.12 1837 13.30 1869 -8.26
1805 -6.32 1838 -8.58 1870 -9.56
1806 -6.16 1840 -8.60 1871 -6.66
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1807 -5.50 1841 -7.46 1872 -7.12
1808 -5.98 1842 -4.24 1874 0.00
incl res D description incl res D description incl res D description
# 1875 -12.66 fit trials failed, 3-10 helix 1907 6.30 # 1939 -8.26 disordered loop residue
# 1877 20.74 fit trials failed, 3-10 helix 1908 4.38 1940 1.94
1878 0.80 # 1909 17.50 backbone twist, fit trials failed 1941 -9.38
1879 -0.96 1910 -11.52 1942 -15.88
1880 1.30 1911 -8.26 1943 11.34
1881 -6.14 1912 -8.92 1945 -10.20
1882 -11.68 1913 -5.36 1948 -7.14
1884 -15.72 1914 -6.00 1949 -3.42
1885 -5.98 1915 -10.52 1950 -14.76
1886 -7.12 1917 15.54 1951 -10.20
1887 -6.96 1918 3.40 # 1952 -32.58 weak signal in the spectrum,
possibly inaccurate RDC
1888 -8.76 1919 -9.40 1953 -6.16
1889 -5.84 1920 -9.58 1954 -6.96
1890 -7.14 1921 -6.02 # 1955 -9.10 linker
1891 3.72 1922 -11.36 # 1956 0.32 linker
1892 5.18 1923 -9.26 # 1957  8.42 linker
1893 6.50 1924 -8.90 # 1958 4.22 linker
1894 -8.60 1925 -8.28 # 1959 -22.84 linker
1895 8.60 1927 -6.32 1967 -1.54
# 1896 -2.62 disordered loop residue 1928 19.94 # 1968 -2.12 somewhat disordered, fit trials failed
1897 -10.70 1930 -14.26 1970 -7.94
1898 -8.76 1931 -11.20 1971 -14.28
1899 -6.32 1932 -14.92 1973 12.64
1900 -9.56 1933 -4.88 1974 -2.92
1901 -4.88 1934 -9.72 1975 9.40
1902 -6.48 1935 0.00 1976 9.82
1903 -3.10 1936 -7.62 # 1977 -9.08 disordered loop residue
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1904 -13.12 1937 -2.10 # 1978 2.92 disordered loop residue
# 1906 7.62 disordered loop residue 1938 -9.70 1979 6.32
incl res D description incl res D description incl res D description
# 1981 6.80 disordered loop residue # 2009 -13.46 somewhat disordered, fit 2049 -0.64
trials failed
1982 -6.16 2010 -14.58 2050 -13.64
1983 8.24 # 2011 -19.60 fit trials failed, at the domain 2051 -7.14
interface
1984 17.52 2016 1.30 2052 -8.76
1985 11.66 2017 1.30 2053 -12.64
# 1986 -2.74 suspicious peak in aligned- # 2018 0.96 disordered loop residue 2054 -19.94
hsqc, possibly inaccurate RDC
1987 10.20 2019 -8.42 2055 -7.78
1988 -6.98 2021 -7.62 2056 -6.64
1991 11.98 2022 10.06 2057 -13.46
1992 -6.16 2023 13.62 # 2058 6.64 weak signal, possibly inaccurate
RDC
1993 -10.38 2024 12.48 2059 -1.78
1994 2.10 2025 16.06 2060 -5.82
1995 -1.94 # 2027 11.18 disordered loop residue 2061 -1.30
1997 0.48 2030 5.02 # 2062 -12.50 atthe domain interface
1998 -8.58 2032 8.76 2064 -0.96
1999 -12.50 2033 -6.32 2066 -18.64
# 2000 0.48 disordered loop residue 2035 9.24 2067 -10.72
2001 6.48 2037 -1.78 2069 -13.96
2002 10.36 2038 -0.34 2071 -8.90
# 2004 15.38 disordered loop residue 2039 2.10 # 2072 11.16 fit trials failed, at the domain
interface
2005 6.48 # 2040 -15.24 atthe domain interface 2074 20.60
# 2006 0.02 disordered loop residue 2045 -12.16 # 2075 6.98 fit trials failed, at the domain
interface
2007 10.70 2047 -5.68 2076 -4.22
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# 2008 -0.16 somewhat disordered, fit 2048 14.10 2079 3.24
trials failed
incl res D description incl res D description incl res D description
2080 -4.86 2122 9.74 # 2172 14.26 fit trials failed
2081 -11.04 2123 -4.04 # 2173 -0.32 fit trials failed
2082 -22.06 weak signal, possibly # 2124 -4.54 disordered loop residue # 2174 6.16 fit trials failed
inaccurate RDC
# 2083 -29.66 2125 8.44 # 2175 32.92 fittrials failed
2084 -21.02 # 2127 4.54 disordered loop residue 2176 37.94
2085 -10.84 # 2128 8.28 disordered loop residue 2177 44.10
# 2086 27.08 fit trials failed, at the domain 2133 -18.32 2178 48.80
interface
2088 7.14 2134 -12.98 2179 39.72
2091 22.54 2135 -6.48 # 2180 14.76 disordered loop residue
2092 -13.62 2136 -11.36 # 2182 -7.60 disordered loop residue
2093 -10.36 2137 -6.48 2183 -1.44
2094 -18.48 # 2138 -8.12 linker 2184 -29.50
2095 -11.50 # 2139 13.14 linker 2185 1.14
2096 -15.58 # 2141 -0.64 linker 2186 36.46
2097 1.78 # 2143 10.14 linker 2187 30.78
2098 24.64 2150 -2.80 # 2188 -23.98 fit trials failed, strand twist
2099 18.82 2152 9.24 2189 -18.66
2100 8.60 2153 -1.64 2190 19.94
2101 -8.28 # 2154 -4.68 disordered loop residue # 2191 41.00 no structure data
2102 -5.02 2155 -1.78 # 2192 39.38 no structure data
2103 -15.08 2162 5.02 # 2193 -9.90 no structure data
2105 -15.86 # 2163 9.72 no structure data # 2194 -19.78 no structure data
# 2107 -0.64 fit trials failed, atthe domain | # 2166 7.74 no structure data # 2195 12.48 no structure data
interface
2112 -16.68 # 2168 -13.60 no structure data # 2196 -13.78 no structure data
2113 -9.40 # 2169 -37.14 no structure data # 2197 -8.08 no structure data
2118 -11.50 # 2170 -32.90 no structure data 2198 33.88
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2121 -2.94 2171 -12.00 # 2199 39.22 fit trials failed
incl res D description incl res D description incl res D description
2201 -8.40 # 2235 -14.92 fit trials failed, at the domain 2260 -56.58
interface
# 2202 -16.36 fittrials failed, no well # 2236 -10.70 fit trials failed, at the domain 2261 -25.46
defined secondary structure interface
# 2203  -2.58 fit trials failed, no well # 2237 -3.92 fit trials failed, at the domain 2262 -32.58
defined secondary structure interface
2205 -37.18 2238 18.98 2263 -17.68
2206 -2.28 2239 794 # 2264 -2.42 fittrials failed, flexible loop at the
domain interface
2207 13.80 2240 -32.74 # 2267 20.60 fit trials failed, flexible loop at the
domain interface
2211 26.44 2241 35.02 # 2269 14.12 fit trials failed, elevated dynamics
2212 37.30 2242 -36.64 # 2270 11.16 fit trials failed, Rex
2213 35.50 2243 -32.92 # 2271 -16.06 fit trials failed, Rex
2214 32.44 2244 -42.64 # 2272 -50.84 fit trials failed, Rex
2215 25.44 2245 -40.04 2273 -38.90
2216 13.28 2247 -8.60 2274 -21.56
#2217 9.72 disordered loop residue # 2248 10.20 fit trials failed, 3-10 helix # 2275 -2.12 fit trials failed
2218 -23.34 # 2249 -2.44 fit trials failed, 3-10 helix 2277 -21.90
2221 12.50 2250 -7.62 2279 18.48
2223 -25.44 # 2251  5.68 fit trials failed 2280 24.32
2224 -0.14 2252 -24.48 # 2281 28.06 weak peaks, possibly inaccurate RDC
2226 47.64 2253 -39.88 2282 -30.50
2227 27.56 2254 16.38 # 2283 -12.32 fit trials failed
2228 -6.32 2255 -6.16 2284 -50.42
# 2229 -4.04 fittrials failed, at the domain | # 2257  3.90 fit trials failed # 2285 -6.64 fit trials failed

interface
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# 2233 -47.02 fit trials failed, at the domain 2258 -25.78 2287 -21.72
interface
# 2234 -19.96 fit trials failed, at the domain 2259 -47.66 2288 -6.32
interface
incl res D description incl res D description
# 2291 -41.00 weak peaks, possibly # 2318 17.34 fit trials failed
inaccurate RDC
2292 19.62 2319 1.46
2293 -34.70 2321 -42.14
# 2294 -22.86 weak peaks, possibly 2322 -8.26
inaccurate RDC
# 2295 -59.34 weak peaks, possibly # 2323 -5.02 fit trials failed
inaccurate RDC
2296 -45.06 2325 25.76
2297 -37.10 2326  27.08
2298 -32.56 2327 -34.54
2299 -13.30 # 2329 7.94 disordered
2300 5.82
# 2301 -3.10 disordered loop residue
2303 34.68
2304 30.80
# 2305 19.64 fit trials failed, loop residue
at the domain interface
2306 -9.08
2307 -42.62
2308 -13.78
2309 -29.98
2310 -17.36
# 2311 -13.30 broad peaks, possibly
inaccurate RDC
2312 -1.14
2313 17.02
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2314 13.78
2315 24.98
2316 11.98
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Table S3. Ry, R,, and heteronuclear NOE data of FLNa16-21.

res R1 Rlerr R2 R2err NOE NOEerr res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr
1772 1.08 0.02 3.22 040 -0.30 0.03 1801 1830 0.54 0.02 36.72 2.00 0.67 0.04
1773 1802 1.06 0.05 16.88 0.41 0.52 0.04 1831 0.53 0.01 3346 0.47 094 0.03
1774 1.20 0.02 3.72 0.35 0.04 0.16 1803 1832 0.52 0.02 3204 163 0.85 0.03
1775 143 0.05 3.86 0.35 0.15 0.07 1804 0.61 0.01 32.77 0.65 0.68 0.03 1833 0.49 0.01 29.18 1.84 0.87 0.03
1776 1805 0.55 0.01 32,65 1.55 0.77 0.04 1834

1777 1806 0.53 0.02 3342 151 0.70 0.03 1835

1778 135 0.05 499 0.25 0.16 0.06 1807 0.61 0.04 34.15 222 0.84 0.03 1836 3248 3.47

1779 133 0.04 5.77 0.20 0.20 0.06 1808 0.53 0.02 36.68 198 0.94 0.04 1837 0.48 0.01 0.75 0.03
1780 1809 0.50 0.01 25.13 219 0.72 0.04 1838 0.51 0.03 3381 160 0.80 0.04
1781 1810 0.51 0.01 0.64 0.04 1839

1782 1811 1840 0.55 0.01 3140 185 0.89 0.05
1783 1.26 0.01 644 0.29 0.31 0.04 1812 054 0.01 34.06 1.39 0.90 0.06 1841 048 0.01 3165 3.29 0.85 0.04
1784 1.19 0.02 10.07 0.39 0.32 0.04 1813 0.53 0.01 31.67 3.20 0.69 0.04 1842 0.52 0.02 28.74 125 0.80 0.04
1785 0.90 0.04 16.56 0.75 0.29 0.05 1814 045 0.00 3449 223 0.84 0.06 1843 0.47 0.01 34.00 1.45 0.88 0.04
1786 0.99 0.05 22.84 042 0.49 0.06 1815 048 0.01 2162 3.86 0.83 0.03 1844 0.54 0.02 23.84 220 0.70 0.07
1787 0.88 0.01 23.12 0.46 0.58 0.05 1816 1845 0.47 0.01 3044 126 0.72 0.03
1788 0.55 0.03 1855 1.82 0.69 0.04 1817 1846 33.85 1.42

1789 0.51 0.02 1490 1.36 0.75 0.03 1818 1847 0.59 0.02 3192 1.69 0.85 0.04
1790 1819 048 0.01 34.12 137 0.88 0.04 1848 0.52 0.01 37.26 132 042 0.05
1791 1820 0.54 0.01 3090 1.04 0.67 0.03 1849

1792 0.51 0.01 3223 0.51 0.74 0.04 1821 1850 0.59 0.02 2473 228 0.70 0.03
1793 1822 049 0.01 29.89 0.54 0.75 0.03 1851 0.50 0.02 0.60 0.03
1794 1823 0.54 0.03 26.69 120 0.71 0.04 1852

1795 0.49 0.01 3292 1.33 0.60 0.04 1824 058 0.02 3338 1.15 0.92 0.06 1853 0.51 0.01 2810 2.50 0.65 0.03
1796 1825 0.42 0.01 20.50 1.89 0.87 0.06 1854 0.47 0.01 32.06 212 0.74 0.04
1797 0.53 0.01 30.70 0.98 0.45 0.04 1826 0.53 0.05 39.51 542 0.70 0.06 1855

1798 0.52 0.01 30.04 1.32 0.55 0.04 1827 0.51 0.01 2536 196 0.82 0.07 1856 0.55 0.01 3051 160 0.77 0.03
1799 0.57 0.01 2425 1.14 0.57 0.03 1828 1857 0.48 0.01 32.26 3.07 0.63 0.07
1800 0.67 0.01 9.69 2.01 0.70 0.06 1829 048 0.01 29.82 0.54 0.81 0.04 1858
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res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr
1859 0.48 0.02 2857 2.83 0.84 0.05 1888 0.50 0.02 0.95 0.03 1917 049 0.02 33.72 155 0.66 0.24
1860 0.51 0.00 24.69 3.15 0.59 0.06 1889 0.54 0.02 3281 0.49 0.92 0.04 1918

1861 0.49 0.01 2843 353 0.71 0.04 1890 0.49 0.02 2955 295 0.63 0.08 1919 056 0.03 2588 1.10 0.73 0.09
1862 0.53 0.03 2984 215 0.71 0.06 1891 0.61 0.02 20.63 2.61 0.66 0.06 1920 0.51 0.01 35.88 1.58 0.73 0.05
1863 1892 1921 053 0.01 3198 164 0.86 0.04
1864 1893 0.66 0.02 2459 1.28 0.63 0.04 1922 0.51 0.01 3236 148 0.87 0.03
1865 0.60 0.04 2161 177 0.57 0.09 1894 1.01 0.05 16.87 0.28 0.59 0.03 1923 0.50 0.01 33.17 1.77 0.78 0.03
1866 1895 0.82 0.02 22.16 0.48 1924 0.56 0.01 36.05 1.21 0.88 0.04
1867 0.55 0.02 17.47 093 0.52 0.07 1896 0.58 0.01 17.78 0.65 1925 0.51 0.01 3264 162 0.76 0.03
1868 1897 049 0.01 20.46 0.62 0.39 0.04 1926

1869 0.56 0.01 3442 241 0.90 0.05 1898 0.49 0.01 2555 091 0.75 0.03 1927 053 0.01 26.85 1.76 0.74 0.05
1870 0.52 0.01 2690 1.89 0.71 0.04 1899 049 0.01 29.77 337 0.74 0.03 1928 0.55 0.02 38.64 7.47 0.74 0.08
1871 1900 0.72 0.02 1929

1872 0.52 0.02 30.61 134 0.87 0.03 1901 33.70 1.34 0.78 0.02 1930 0.50 0.01 34.42 155 0.89 0.03
1873 1902 0.50 0.01 33.16 1.08 0.81 0.03 1931 045 0.01 0.74 0.02
1874 0.48 0.01 3555 1.79 0.87 0.04 1903 0.47 0.02 3241 0.80 0.75 0.03 1932 0.50 0.03 29.04 1.07 0.71 0.04
1875 0.60 0.01 0.76 0.05 1904 0.48 0.01 2744 147 0.63 0.03 1933 044 0.01 3294 178 0.82 0.03
1876 1905 1934 048 0.02 2933 1.85 0.75 0.04
1877 0.53 0.02 0.70 0.07 1906 0.54 0.01 31.79 0.66 0.66 0.03 1935 3295 1.50

1878 0.49 0.02 33.61 1.46 0.74 0.05 1907 0.60 0.05 0.44 0.04 1936 0.51 0.01 26.12 2.02 0.86 0.05
1879 0.52 0.03 3555 0.80 0.77 0.04 1908 0.77 0.02 25.28 0.21 0.64 0.03 1937

1880 1909 30.87 1.36 1938 0.50 0.01 32.75 0.72 0.73 0.03
1881 1910 0.51 0.01 31.69 095 0.81 0.04 1939 053 0.01 3294 1.26 0.92 0.04
1882 0.53 0.01 0.84 0.03 1911 055 0.02 30.38 0.77 0.62 0.04 1940 0.49 0.02 43.12 2.05 0.71 0.05
1883 1912 0.53 0.02 2692 0.74 0.78 0.04 1941 0.53 0.01 29.52 150 0.73 0.03
1884 0.53 0.01 34.77 0.53 0.81 0.03 1913 28.08 1.97 1942 0.52 0.02 30.74 0.80 0.67 0.04
1885 0.53 0.02 0.75 0.03 1914 050 0.03 30.38 0.34 o0.61 0.07 1943 0.47 0.02 0.71 0.03
1886 0.50 0.02 34.71 1.66 0.69 0.04 1915 1944

1887 0.50 0.02 3375 0.84 0.87 0.04 1916 1945
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res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr
1946 1975 22.29 1.59 2004 0.65 0.03 26.69 269 0.43 0.15
1947 1976 2005 0.48 0.06
1948 0.54 0.01 30.15 1.27 0.91 0.04 1977 2006 3550 5.43

1949 29.40 0.88 1978 0.65 0.02 0.45 0.10 2007 0.66 0.02 46.04 153 0.50 0.05
1950 0.51 0.01 2953 145 0.97 0.04 1979 2008 0.60 0.01 38.85 4.15 0.62 0.05
1951 046 0.00 29.38 199 0.92 0.03 1980 2009 0.53 0.03 0.66 0.07
1952 0.53 0.03 0.82 0.06 1981 0.73 0.04 39.25 4.94 0.66 0.06 2010 0.55 0.02 0.61 0.08
1953 38.21 0.91 1982 0.70 0.03 36.31 224 0.44 0.09 2011

1954 0.54 0.01 31.74 136 0.68 0.03 1983 0.62 0.02 33.70 295 0.64 0.05 2012

1955 0.78 0.01 0.53 0.03 1984 0.48 0.01 37.02 3.66 0.60 0.05 2013

1956 0.92 0.03 22.62 1.05 0.51 0.04 1985 0.49 0.01 0.70 0.04 2014

1957 27.34 0.83 1986 2015

1958 1987 0.56 0.01 36.14 353 0.74 0.06 2016 054 0.01 4474 6.71 0.50 0.06
1959 1988 0.56 0.03 3591 1.39 0.80 0.05 2017 0.56 0.01 4352 7.12 0.73 0.06
1960 1989 2018 0.56 0.03 36.43 364 0.63 0.07
1961 1990 2019 0.58 0.03 39.05 7.76 0.65 0.08
1962 1991 0.55 0.02 3940 136 0.72 0.06 2020

1963 1992 2021 054 0.01 2726 1.19 0.82 0.06
1964 1993 0.61 0.02 0.58 0.04 2022 054 0.03 4112 7.8 0.78 0.06
1965 1994 0.60 0.01 3259 0.74 0.52 0.03 2023 0.48 0.04 40.82 453 0.67 0.09
1966 1995 0.61 0.01 0.64 0.03 2024 048 0.00 40.83 137 0.71 0.03
1967 496 0.67 1996 2025 0.50 0.01 43.40 1.23 0.29 0.42
1968 0.74 0.04 19.69 139 049 0.06 1997 0.57 0.02 34.14 1.73 0.66 0.04 2026

1969 1998 0.60 0.04 0.45 0.07 2027 059 0.02 4186 5.10 0.61 0.07
1970 1999 0.58 0.01 18.18 0.30 0.44 0.04 2028

1971 061 0.01 3294 190 0.74 0.05 2000 2029

1972 2001 2030

1973 0.57 0.02 0.60 0.07 2002 0.59 0.02 3729 1.13 0.68 0.05 2031
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1974 0.79 0.03 0.53 0.10 2003 2032 0.65 0.01 3092 145 0.76 0.05
res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr
2033 0.61 0.01 3454 202 0.62 0.04 2062 0.39 0.02 0.64 0.09 2091 0.48 0.02 0.43 0.06
2034 2063 2092

2035 0.52 0.01 40.29 3.28 0.79 0.03 2064 2093

2036 2065 2094 0.47 0.02 3539 5.06 0.69 0.09
2037 2066 045 0.01 5225 3.19 0.73 0.06 |2095 045 0.03 3843 285 0.77 0.06
2038 0.55 0.01 4255 4.00 0.70 0.04 2067 0.44 0.02 3945 0.77 0.71 0.04 |2096 0.45 0.01 3361 057 0.60 0.04
2039 0.52 0.01 1459 258 0.77 0.06 2068 2097 0.50 0.01 2356 475 0.60 0.04
2040 0.39 0.01 40.83 164 0.74 0.04 2069 048 0.03 3492 7.19 0.70 0.11 2098 0.41 0.05 3339 6.22 045 0.10
2041 2070 2099 0.42 0.01 36.63 4.27 0.56 0.08
2042 2071 045 0.03 38.18 3.75 0.68 0.05 2100 0.44 0.01 3442 6.53 0.71 0.08
2043 2072 047 0.04 3137 3.00 0.72 0.11 2101

2044 2073 2102

2045 057 0.01 27.70 3.72 0.41 0.06 2074 2103 0.42 0.02 4263 0.77 0.79 0.06
2046 2075 0.45 0.02 0.70 0.07 | 2104

2047 0.39 0.02 3359 331 0.73 0.07 2076 045 0.01 3583 166 0.64 0.07 | 2105

2048 0.40 0.02 0.69 0.08 2077 2106

2049 045 0.03 0.66 0.09 2078 2107

2050 045 0.02 31.05 4.27 0.56 0.07 2079 047 0.01 0.69 0.11 2108

2051 044 0.01 36.02 178 0.84 0.04 2080 0.47 0.02 2109

2052 040 0.01 34.19 0.99 0.53 0.04 2081 046 0.03 4191 458 0.63 0.07 | 2110

2053 045 0.01 4411 202 0.64 0.05 2082 2111

2054 2083 40.37 8.90 2112 0.46 0.02 4241 5.68 0.86 0.05
2055 047 0.01 0.69 0.08 2084 2113 0.44 0.03 29.17 5.33 0.75 0.08
2056 0.46 0.01 47.80 4.25 0.76 0.07 2085 0.73 0.08 | 2114

2057 3091 2.76 2086 2115

2058 2087 2116

2059 2088 0.52 0.01 4857 6.96 0.63 0.09 2117

2060 045 0.01 39.60 4.08 0.57 0.06 2089 2118 3475 394
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2061 040 0.02 36.21 169 0.62 0.06 2090 2119

res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr
2120 2149 2178

2121 043 0.01 4861 3.81 10.83 0.05 2150 2179 0.50 0.01 35.05 3.69 0.69 0.05
2122 044 0.01 40.06 3.39 0.66 0.07 2151 2180 0.55 0.02 31.79 266 0.60 0.07
2123 2152 0.62 0.04 2730 149 0.48 0.05 2181

2124 047 0.01 4036 3.84 0.71 0.04 2153 090 0.05 7.03 052 0.24 0.15 2182 0.62 0.03 21.21 1.70 0.68 0.07
2125 047 0.01 4484 352 0.74 0.04 2154 2183 0.56 0.01 27.76 2.17 0.77 0.05
2126 2155 2184 0.64 0.02 0.69 0.05
2127 2156 2185 0.55 0.03 35.83 2.77 0.65 0.04
2128 2157 2186 0.60 0.02 41.25 211 0.77 0.04
2129 2158 2187 0.58 0.02 3244 240 0.65 0.06
2130 2159 2188 0.68 0.02 23.88 249 0.59 0.04
2131 2160 2189

2132 2161 2190

2133 0.44 0.01 0.70 0.04 2162 2191 0.58 0.02 27.70 4,57 0.89 0.05
2134 046 0.01 38.17 095 0.78 0.05 2163 2192 0.51 0.01 41.72 254 0.69 0.04
2135 2164 2193 0.62 0.01 2435 136 0.59 0.04
2136 0.50 0.03 33.00 1.15 0.68 0.05 2165 2194 0.66 0.04 1783 152 0.49 0.04
2137 0.75 0.05 2257 1.16 0.33 0.06 2166 0.57 0.03 0.59 0.07 | 2195 29.52 1.17

2138 0.83 0.02 2353 0.64 0.42 0.04 2167 2196 13.62 3.49

2139 0.69 0.06 0.47 0.09 2168 2197 0.71 0.01 29.72 116 0.72 0.06
2140 0.58 0.02 0.67 0.11 2169 0.70 0.02 26.56 1.05 0.45 0.07 |2198 0.55 0.03 28.07 391 0.57 0.06
2141 057 0.01 14.07 176 0.57 0.04 2170 0.71 0.02 2892 4.16 0.38 0.11 2199 0.56 0.02 36.26 3.35 0.86 0.05
2142 2171 0.64 0.02 2958 0.64 0.67 0.04 | 2200

2143 0.60 0.03 0.68 0.06 2172 2201 0.58 0.02 3964 143 0.84 0.04
2144 2173 0.56 0.03 26.37 1.76 0.65 0.05 2202 0.59 0.01 36.28 4.02 0.75 0.04
2145 2174 0.61 0.01 32.12 2.04 0.78 0.04 | 2203

2146 2175 047 0.01 26.79 149 0.66 0.04 | 2204

2147 2176 0.54 0.01 31.88 3.66 0.76 0.03 2205 0.72 0.05 0.63 0.16
2148 2177 046 0.01 4525 092 0.86 0.05 2206
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res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr
2207 0.52 0.01 4757 6.72 0.59 0.04 2236 0.77 0.02 2193 0.28 0.23 0.07 | 2265

2208 2237 053 0.02 3385 278 0.52 0.09 2266 0.62 0.03 0.83 0.10
2209 2238 0.56 0.01 33.64 140 0.70 0.04 |2267 060 0.01 3486 5.18 0.63 0.06
2210 2239 0.62 0.05 25.15 3.06 0.69 0.06 | 2268

2211 046 0.02 40.83 13.94 0.65 0.09 2240 0.54 0.01 30.69 3.40 0.68 0.06 |2269 0.58 0.01 4230 437 0.78 0.06
2212 045 0.01 3356 3.63 0.78 0.06 2241 054 0.03 3031 3.80 0.86 0.04 |2270 0.58 0.01 36.46 2.23 0.85 0.03
2213 2242 2271

2214 046 0.03 0.70 0.09 2243 2272 0.64 0.01 37.23 169 0.54 0.06
2215 2690 1.61 2244 0.57 0.01 37.09 233 0.63 0.04 |2273 0.54 0.03 0.78 0.04
2216 055 0.01 26.29 131 0.77 0.03 2245 0.63 0.01 3138 3.22 0.76 0.09 2274 0.54 0.02 39.00 2.60 0.71 0.06
2217 2246 2275 0.52 0.02 31.07 125 0.86 0.05
2218 0.55 0.02 21.62 212 0.64 0.04 2247 046 0.03 0.83 0.05 2276

2219 2248 0.53 0.02 0.81 0.06 |2277 054 0.02 4179 3.04 0.82 0.05
2220 2249 2278 38.77

2221 047 0.01 25.73 132 0.67 0.04 2250 2279 0.51 0.01 3814 2.69 0.5 0.05
2222 2251 0.52 0.01 0.72 0.03 2280 0.54 0.01 3091 217 0.81 0.03
2223 055 0.01 3157 264 0.77 0.04 2252 048 0.01 37.62 1.80 0.80 0.03 2281 0.56 0.05 62.81 10.93 0.61 0.09
2224 2253 2282

2225 2254 055 0.01 33.64 135 0.82 0.03 2283 0.50 0.01 0.80 0.06
2226 0.55 0.02 0.93 0.05 2255 055 0.01 532 081 0.79 0.04 |2284 0.60 0.02 30.53 591 0.89 0.08
2227 048 0.01 43,52 261 0.77 0.05 2256 2285

2228 0.59 0.01 27.65 229 0.87 0.06 2257 054 0.02 3159 449 0.83 0.05 2286

2229 1397 1.07 2258 0.52 0.01 32.11 158 0.66 0.03 2287 0.60 0.03 34.65 0.79 0.55 0.05
2230 2259 2288 0.59 0.02 0.63 0.05
2231 2260 0.55 0.01 42.70 3.88 0.69 0.05 2289

2232 2261 2290

2233 0.56 0.04 25.15 2.03 0.49 0.05 2262 0.51 0.02 3752 241 0.78 0.04 |2291 0.57 0.05 0.86 0.05
2234 2263 0.56 0.04 21.48 287 0.74 0.11 2292 0.71 0.03 4044 649 0.75 0.07
2235 2264 2293 0.73 0.03 0.53 0.05
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res R1 Rlerr R2 R2err NOE NOEerr | res R1 Rlerr R2 R2err NOE NOEerr
2294 0.65 0.03 38.14 4.44 0.70 0.09 2323 050 0.02 36.34 426 0.72 0.04
2295 2324

2296 0.59 0.01 0.81 0.04 2325 048 0.01 39.87 264 0.9 0.04
2297 050 0.02 4354 235 0.76 0.04 2326 042 0.01 5081 586 0.77 0.03
2298 0.55 0.01 3446 239 0.87 0.03 2327 0.60 0.01 27.07 0.14 0.39 0.03
2299 0.52 0.02 4272 356 0.56 0.05 2328

2300 0.54 0.01 0.62 0.04 2329 094 0.01 11.18 0.36 0.01 0.62
2301 0.61 0.02 29.15 1.38 0.70 0.06

2302

2303 045 0.02 5577 435 0.78 0.05

2304

2305 045 0.01 31.09 1.25 0.80 0.04

2306 0.50 0.01 27.65 290 0.71 0.05

2307 050 0.02 3854 1.89 0.89 0.04

2308 0.56 0.02 33.28 346 0.92 0.05

2309 0.54 0.02 0.67 0.06

2310

2311 057 0.01 3436 252 0.83 0.05

2312 0.60 0.03 30.47 188 0.82 0.05

2313 057 0.03 37.16 1.73 0.89 0.04

2314 047 0.02 35.79 3.51 0.86 0.04

2315 0.54 0.02 0.85 0.03

2316 0.49 0.01 0.82 0.03

2317

2318 0.51 0.01 30.04 1.89 0.86 0.03

2319

2320

2321 0.62 0.05 36.74 482 0.96 0.04
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2322 048 0.02 3287 0.86 0.88 0.03
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pairs, but represented here in one graph. Panels C and D show data calculated with

HYDRONMR. In panel C, Ry/R; ratios were calculated for module pairs 1-2, 3-4, and 5-6
separately, mimicking a situation where the pairs would reorient independently. In panel D,

FLNal6-17 and FLNal8-19 are presented. The data were acquired from separate domain
Ro/R; ratios are shown for the (rigid) propeller-shaped model of FLNal6-21.

Experimental data of FLNal6-21 is represented in panel A. In panel B experimental data of

Figure S4. R,/R; ratios of FLNal6-21 as a function of the amino acid sequence.
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Figure S5. R;xR; plot of FLNal6-21.
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Figure S6. RSDM of domain pairs FLNal6-17 and FLLNal8-19.
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