S. cerevisiae (Sc) Sup35

N Domain Sequence

MSDSNQGNNQQNYQQYSAQ
NGNQQQGNNRYQGYQAYN
AQAQPAGGYYQNYQGYSG
YQQGGYQQYNPDAGYQQAQ
YNPQGGYQQYNPQGGYQAQ
QFNPQGGRGNYKNFNYNN
NLQGYQAGFQPQSAQG

C. albicans (Ca) Sup35

1 124 254 685
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\/

254

N Domain Sequence

Sc/Ca Sup35 Chimera

685

0 I

MSDQQNTQDQLSGAMANA
SLNGDQSKQQQQQaQQaaaQea
QNYYNPNAAQSFVPQGGY
QQFQQFQPQQQ@QQQQYGGY
NQYNQYQGGYQQNYNNRG
GYQQGYNNRGGYQQNYNN
RGGYQGYNQNQQYGGYAQAQ
YNSQPQQQQQQQSQG

N Domain Sequence
MSDSNQGNNQQNYQQYSAQ
NGNQQQGNNRYQGYQAYN
AQAQSFVPQGGYQQFQAQF
QPQQQQQQYGGYNQYNAQY
QGGYQQAQNYNNRGGYQQGY
NNRGGYQQNYNNRGGYQG
YNQNQQYGGYQQYNSQPAQ
QQQQQa@aQasaQcé

The purple serine was changed to arginine for
the chimera mutant S17R.

The blue glycines were changed to alanines for
the chimera mutant G70, 71, 80, 81A.

Supplementary Figure S1. Summary of the molecular architectures and amino-acid sequences of the
Sup35 constructs used in this work.



bound full-length ScNM after 2 hours (1 uM ScNM, 5% label) and 2.5 days (5 uM ScNM, 75%

Supplementary Table S2. ScCNM 20mer peptides that were tested in this work. Peptides that
label) of incubation are highlighted in bold and regular green text, respectively.

Start

C-terminus

N-terminus

residue

P g|g|lo|iz|z gi<>|Zzi< gL (<00 > |>|T|Z|>|C|O>|n|0|>|T|T|0|0|>|C|C(>|a|>|C
o g|g|gjo|z >|a|<|>|Z2 <O |<|O|O (> |> T Z|>|T|O>|n|0>|C|T|0|0(>|C|g||0|C
z Z|C|0|C|0 O > |T|<|> || ([<|O|O|> > |T|Z|>|C|O(>n|0|>T|T|0|0|>T|Z2|<|C
o O|Zz|C|C|C g|0|>|0|< OO | <C|O|O|>|>|C|Z|>|C|O>|n|O|>|T|C|O0|0 > (> a|>
w Z|0|Zz|0|C > |00 (> |C Z || OO |[C|O(O|>|>T|Z[>|C|O0[>|n|0|>|T|T|o|o|Tgn|O
> gz|o|z|C x(>|Clo> > Z ||| |C|O[O|>|>|CZ|>|C|O>|n|0(>|0|T|0|T0|Z2|<
g n| gz0|z Z|x|>|oo < > Z|<| O |T||<|O|O > > |C|Z[>|T|O|>|n|0|>|C|C|>[>|a
6] >|n|c|Zz0 Z\Z|x|> ] Si<|>|Z|<|C <O |<|O|O|>[>|C|Z[>|C|O|>|n|0|>T|0|0|a
> gi>|nig|z 0\Z|Zx|> > O > Z|<C|T| <O |<|O|O (> [>|T|Z|>|T|O|>|n|0(>|0|Tg|Z
zZ S|C>|n|C g|jo|iz|iZz|jx O > O > Z|C|T|< || |<|O|O (> >|T|Z|>|C|O|>|n|0|T|>|>
G >|C|g|>|»n g|g|jojz|z SO > O > |Z|<|0|<|C||<|O|Q > |>|C|Z|>|C|O0>|n|T|0|C
e/} Z|> 0|0 |> g|oc|g|o|z >TO > T[> |Z|<|T|<|T | |[C|O|O > |>|C|Z|>|T|O > >|0|C
zZ g|Zz(>|C|C Z|0|C|C|0 X(>|C|O|>|0|<C|>|Z|<|C[<C|O||<|O|O|>|>|C|Z[>|C|O0|0|T|>
z g|g|Zz(>|C O|Zz|0|C|C Z|X(>CO>|0|<|>|Z|<|C0|<|T | <|O|O|>|>|0|Z|>|C|n|T|0
o Z|o|o|1Z|> Z|0|Zz|C|C Z|1Z|E(>TO|>0|<|>|Z|<|O|<|T | |<|O|O|>|>|C|Z>|>[>|0
e} Z|1Z|0|0|2 g|Zz|0|Zz|c O|1Z|Z|E|>|T|O>|0|<|>|Z|<|T|<|T||<|O|O|>>|C|Z2|0|0|C
pd 0|1Z2|1Z2|0|C w|gZz0|Zz glO|Z|1Z|X|>|T|O>0|<[>|Z|<|0|<|T||<|O|O0(>|>|T|T|n|T
w go|z|z|C >|n|cZz0 SO0 |Z|Z|E[>|C|O|>|C<L|>|Z|<|C|<IC|C||<|O[O|>(>|>|>|>
@) Z|0|0|1Zz|2 g>ncg=z S|Io|C|o|Z|Z||>|C|O|>|0|<|[>|Z|<|0|<|T||<|O|0>|Z2]|0|0
w w(Zz|gjo|z S| >|n|C Z|O|C|g|0|Z|Z|X|>|C|O0|>|C|< > Z2|<|0|<|0||<|O0|0|C|T|»
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Supplementary Table S2 (continued)

Start
residue

C-terminus

N-terminus

oo |ZIn|Co0x|0Z>IX|ZILZ|I>Z|Z — > <|O|wL g |T|ln| T S|n4dZ2AQlwL|g
Z|O0|gZ|I0|0|0|C|w|Z|TC|O|0IX|OZ|>X[Z|L|Z|>|Z pd o gl<|olw|g|a|Tln OlS|n|la|z|lalx
> O[> [>T >0|T|C|w|Z|a|T|O0|0x|O|Z|>X|Z|w|Z]|> pzd c > o|<|0|w |0 |C c|lo|=Z|n|2|Z2|T
oo |O> ||| |ZIn|COo0x|o|Z(>IX|Z|w|Z pd - O> 0|0 T ncoOIZ|n||w
gZlocZO0O>C|0CLZIn|CO0O|I|0|Z>|IX|Z|w > pzd o> |g|<|o|w|C gln|Tlo|=Zz|n|Aa
T|>- 1T (> (>TO|O|>|C|C|T|w|Z||T|OOx|o|Z|>IX|Z pd pd O |>0(<<|O|w ogn|gol=z=Zz
> OO0 |ClO|0|> 0|00 |Za|T|O0|0|x|0|Z2|>|X L zZ Z|41|T|0|>|0|<|O g4
Q| C|Z|0|0|Z|a|T|O|O0> 0|00 (Z||C|O|0Ix|O|Z|> z > Z|Z|4|0|0(>|g|< Lgn|gln|gln
< |C > |T|>|>Z||T|O|O(>0|0|0||Z|n|C|O|0|Ix|0|Z X pd Z|Z|Z|4|C|0(> T OOl |T|n|=
Q> |0|C>Z|In|C|O0I> 0|00 |Z2|n|ClO|0|x|O > L > Z|Z|Z|2|TO|> <O |T|a|{C|O
aocZIO0cc>ZI|ClOO> 00| |Za|lTO|0|x pd pd Z(>-Z|Zz|Zz[2|T|O g|<|O|wn|C||C
Z|<<|TO>|T|>C|a|>|Z2||C|lO|0|>|0|g|C|w|Za|T|O0|0 O X wzZ|>1ZzzZzlZz20C > a|I<|O|w|Cln
>AQI>-Cla|O|>|q|aC>Z|a|TC|Oo|O0|>C|0|g|w|Z|a|C|O o > Z|IWw | Z\>1ZZ2|Z2|- O>CO|<|O0|w|C
gn|o|g|IZ|0|0>|C|C>Z2|I|C|O|O>|C|C|0|w|Z2|0n|C O] pd X Zlw|Zz>ZzlZz|Z g|o>-|g|<|0o|a
g|IZ|<|T>T|O|O|>C|T(>Z2||T|O|O0(>|0|0|T|w|Z|a O O] > X Z|IWw|Z(>Z|Z (|0 |>|0|<|T
>(>-A>|g||TlO|O0|>|T|T|>|Z2||TClO|0|>|C|lg|g|w|Z g h'd Zi>|XlZzlwlZz(>Z Z|d|T|0|>|0|w
0|1 |O|CZ||T|OIO>C|T|>|Z|I|C|O|O|>|T|T0|0 | o O] O|1Z>|X(Zw|Z|> Z|Z|4|T|O0(>0
O CZ|<|T|>|Z||T|O|O(>T|T|>|Z||TC|O|O(>|T|T|C pzd O] x|\ oZz>IxXzZzwz Z|Z|Z|2|T0|<
> (>-a|>|C>Z|In|T|O|O>|T|C > Z|n|TC|O|O>|TC|C w g OIX|OZ(>|X|Z|w >Z|Z|Z|=2|0|C
gogn|o|C|O>|1Z|In|TCOIO0|I>|C|TO>|Z2|n|TC|O|O|>|C g o OO0 Ix|0(Z|>|X|Z Z|>|Z|Z|Z|=]>
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Supplementary Table S2 (continued)

Start
residue

C-terminus

N-terminus

gla|X| 4> n|X|ZIX0o|n|Xu<X|Fo>oldYouwuonowX TiZ<www >o|x
X <20 — < [>IX WX WoFowWXwXw>wWeXa>4Jd-<odnoZ|T|=|0
gl<|X|X X n|O|a|l<|X|F|<ojw|X|ww|¥Fw>wo|l-XuwuxonZz<wuooo|w|<
go|lX|d>nX|Z X 0o XWX o> o XX JWwWono|wwZnX|>ZX— 0
Yi¥ <<l ldn|—|<|F|>|IXwXuon|Fowxww>wFXa>o-F—w>oa)>
SlO|<|X|X|X 0n|O|4|<|X|[H|<|O|Ww|XWW(XFW>Woi-XuwXY —Z>4Ww>0n|T
L|O|gla|X|d|>nXx(ZIXOo|n(X WX - o|l>o|d X dluwnaox ITlZzl<wwiw >o
QX XY= |<|H|> XWX WonFlowXwXw>WeFXad-<a|lglalS|T|=
Z|O|lo|<|x|X X n|lo|d|<|X|F|<o|lw|X|ww|¥ Fw>wol-Xxuwuanlz<iuaooaw
L |ggla|X|d|>n(X|ZIX O |n|X|wuX Flo|>ao|x X uwonwuwlZn|X(>ZIxX|—
noX|I¥X <020 —|<|F|>|X WX Wo|-owX WX w>wWe-X>SoFRF—W>o0-4
S ZIC|I0|<|X|X¥X|X 0 OQ<XF<OowWXWuwXFwW>wWo|-XwXY—Z>4w>o0on
O|2|w|glgla|X|d|>|n|X|Z|IX oo |n|X|wc X -Flao|>oxowwo|Y Tz <|wiww|>
Cloalx|x|<|lo|F|aln|—|<|F|>xlw|Xwon(-lolwXwuxw/>w-dd+-|<algla|lS|T
n|S|zZz|glg|<|¥|X|X|n|lo|d<|X|F|<o|w|X|wwXFw>waol-xwalnZzi<wolalo
ClO|4n|g|0|la|X | a>ln|X|ZIXOa|n|X WX |Fo|>oldXYowonlwwZznx(>Z|X
O |C|n|alX|X <ol |alon|—|<|F[>|X|W|X W0 WX (WX WS> WX >0 Fl—W>0
Oln|=|Z|0|0|<|X|X (X n|O|d|<|X|—|<|Ojw(Xww¥Fw>Wwo|wux—Z>aw>0
L|C|O 4w |C|0|a|X|a|>n|X|ZXO|ao|un| X ul<|X|Ho|>o|X XY duo|YI|Z|<|ww|w
Ola|glnalx|¥X|<|a|-|2|n|— (<> XWX Won-lowXuXw>kF4J2-|<aldgla|=
28185 |3|5|2(2/8|2(8]8(8]c (350102 IR|8|8|8|0|3|5/3(8|NRI8I81%18|3
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Supplementary Table S3. CaNM 20mer peptides that were tested in this work. Peptides that

bound full-length CaNM after 2 hours (1 uM CaNM, 5% label) and 2.5 days (5 uM CaNM, 75%

label) of incubation are highlighted in bold and regular red text, respectively.

Start

C-terminus

N-terminus

residue

Z|C|C|C|T|T> |0 |<|w|C|>|w | |T|T|T|T|T|C|> 00> |Z2|T|>|Z|T|>|T|O 0> C|T|Z|>Z|Z|x|0|0|>|C|T
10X |T|C|T|Z|Z|<|n|a|O0|C|C|a|C|C|T|T|T|T|> 0|0 |>|Z|T|>|Z|T|>T|O|0|>|T|T|Z|>|Z2|Zz|x|0|0|> T
n|O|n|C|T|T|T|>|Z|C|>|0|C|TC|T | |T|T|C|C|C|T|> 0|0 |>|Z|T|>|Z|T|>|C|O|0 > a|a|Zz|>|Z|Z|x|O|O]|>
<|Z|C|C|C|T|T|>|a|<<|w|C> || |T|a|T|C|C|C|T|T> 0|0 |>|Z|T|>|Z|TC|> 0|00 |>a|c|Zz|>|Zz|Zz|lx|0|O
Z|H1|O|X|(C|0|0|Z|1Z|<|n||O0|C|C|w|T|a|C|C|C|T|T|C|> 0|0 |>|Z2|T|>|Z|T|>|C|O|0|>|C|C|Zz|>|Z2|Z2|x|O
<|»|O|»|T|T|T|C|>|Z|C|>|0|C|T|T|w|T|a|C|C|T|TC|T|T|>|O0|O|>|Z|T|>|Z|0O>|T|O0|0|>|C|C|Zz|>|Zz|Zz|x
S|<|Z|C|C|T|C|C|>|a|<|u|C> | |T|T|w|C|a|C|T|C|T|T|T|>|O|O|>|Z|T|>|Z|T|>|T|O|o|>|C|a|z(>|Zz|=Z
< Z|HO|X|0|0|0|Z|1Z|<|n|a|0|0|w|C|0|w|C|a|C|C|TC|T|T|T|>|O0|0|>|Z|T(>Z2|T|>T|O|o|>|C|a|Zz(>|Z
O|<|n |0V |T|T|C|C|>|Z|C|>|0|0|0|w|T|C|w|C|a|C|C|T|T|T|T|> 0|0 |>Z|0O>|Zz|T|>|C|O|0|>|a|a|Zz|>
0w =S| Z|T|T|C|C|C|>|a || (T > |T|0|w|C|C|w|C|a|C|T|T|T|T|T|>|0|0(> 2T > |Z2|T|>|C|o|o|>|a|ag|z
|| Z(4a|X|T|C0|C|Z|Z|I<|0 | |O>|0|0|w|C|C|w|C|a|C|T|T|T|T|T|> 00> Z2|T|>|Z2|T|>|C|O0|0|>|C|T
ClOI<|n|O|n|T|T|C|C|>|Z|C|>|0|0>|0|0|w|C|C|w|C|a|T|T|T|T|T|T|> 00> |Zz|T|>Z|C|>|C|O|o|>|T
QO |Z|<|Z|C|C|C|C|C|>|a|</L|C|O|0 > |C|C|w|C|C|w T |C|C|T|T|T|T(>0|0|>|Z|T|>|Z|T|>|T|O|O|>
S| |<|Z|2|0|x|0|C|T|Z|Z|<|n|a|C|O|0|>|C|C|w|C|C|w|C|a|T|T|T|T|T|T|>= 0|0 (>|Z(T|>|Z|T|>|T|o|o
| CO<|n|O|n|C|C|C|C|>|Z2|C|> | |T|O|0|> 0|0 |C|T|w|T|a|C|T|T|C|C|O>O0|0|>|Zz|C|>|Z|TC|>|T|O
Z|O|w|Z|<|Z|C|C|C|C|T|>|a|<|w|>|a|C|O|0|>|C|0|w|C|0|w|0|a |T|T|T|T|T|C| > |0|0|>|Z|C|>|Z|C|>|C
g|Io|H|<|Z|1|O|X|C|C|C|Z|1Z|<|0|L|>|0|C|O|0 > |C|C|w|C|0|w|C|a.|T|C|C|O|T|T > 0O|0|>|Zz|C|>|Z2|T|>
g |C|O0|<|n|0|n|C|C|C|C|>|Z|C|n|w >0 |CO|0|>|C|0|w|C|0|w|0|a.|0|T|T|C|C|T > 0|0|>|Z|T|>|Z|C
QZ|Q|n|Z|<|Z|C|C|C|C|T|>|a|<|T|n|w|>|a|C|O|0|>|C|C|w|0|0|w|d|a|T|T|C|T ||| > |0|o|>|Z|T|>|Z
n|T|C|2|<|Z|-|0|xX|C|C|T|Z|Z|<|<|C|0|w|>a|T|O|0>|C|0|w|C|0|w |0 |T|C|C|T|T|T|> 0|0 > |zZ|a|>
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Supplementary Table S3 (continued)

Start

C-terminus

N-terminus

residue

OI>=1ZZE[O|O0|>|C|C|Z[>Z|Z|I|O|O(>C|O|>|Z|C|Z|T|T|>|O0|0(>Tg|q|>|Z|nw|0|a|T|T|T|C|C|T|C|n|a
O 1Z|1Z||O|O|>|C|C|Z(>|Z|Z||O|O|>|C|O(>|Z|C|Z|T|T|>O0|O>|C|C|>|Z2|n|C||{C|C|C|C|T|T|T|n
TIC|O>Z|ZIE2O|O0|>|C|T|IZ|>1Z|Z|I|O|O[>T|O|>Z|C|Z|T|T>O0|0|>|C|T|>|Zz|nw|C|n|T|C|C|T|T|T|T
> CC|O|I>Z|Z|I|O|O(>|T|IC|Z|>Z|Z||O0|O(>|T|O|>Z|C|Z|C|T>0|0(>|T|T|>|Z|nw|g|n|C|C|T|T|T|C
O>C|ICO|I>Z|Z|Ix|O|O(>|C|C|Z|>(Z|Z|x|O|0[>|C|O|>|Z2|T|Z2|T|T|>|0|0(>|T|C|>|Z2|nw|0|n|T|C|T|0|T
QO(>|T|TC|O > |Z|Z||O|O|>|C|C|Z(>|Z|Z|2|O|O0|>C|O>|Z|C|Z|T|T|>|O0|O0|>|TC|C(>|1Z2|n|C|a|T|C|C|C
X OO>C|C|O>Z|ZIE2OO0|>C|C|Z|>Z|Z|2|O|O0(>C|O|>|Z|C|Z|T|T|>|O|O0|>|C|T|>|Z2|n|C||T|T|C
ZIx|OO(>C|a|0|>Z|Z||O0|0|>|C|C|Z|>Z|Z|I|O|O0[>|C|O|>|Z|C(Z|T|T|>0|0(>|T|aq|>|Z|n|d|a|T|aT
Z|1ZI|OlO[>q|q|O(>Z|Z|x|O0|O0(>|C|C|Z|>|Z|Z||O0|O0|>|T|O>Z|T|Z2|T|T|>O0|0|>|q|q|>|Z2|n|g|nn|]T
> Z|ZE[OO0|>|T|C|O>Z|Z|x|O|O0(>T|C|Z|>|Z|Z||O0|O0|>|TC|O(>(Z|TC|Z|T|T(>O0|0|>|q|T|>Z2|n| ]|
Z(>Z|Z|I|0|O>|TC|T|O>1Z|Z2[O|O|>T|T|Z|>Z|ZO|0|>T|O|>Z2|TZ|T|T|>Oo|>T|T>|Z2|n|T
TZ|I>Z|IZO0|O0(>|C|T|O>|Z|Z||O|O0|>(T|TC|Z|>1Z|Z|I/O0|O0(>|T|O(>|Z|T|Z|T|T|>0|O0(>|a|T|>(Z|n
ala|Z>ZIZI2|0(0|>T|T|O|I>1Z|Z|EO0|O0(>|1C|T|Z|>Z|Z||O[O|>|TC|O|>(Z2|T|Z|T|T>O0|>T|T[>=Z
>T|IC|Z(>Z|Z|I|O|O(>[TC|T|O|>Z|Z||O0|0|>|C|C|Z[>|Z|Z||O|O0(>|T|O|>|Z|C|Z|T|T|>|O|0(>|T|T|>
Q> |C|T|Z|>Z|Z|x|O|O(>1T|T|O(>|Z|Z||O|O|>|C|C|Z|>|Z|Z||O|O0|>|C|O|>|Z2|C|Z|T|T|>|O0|0|>|C|C
OO > |T|C|Z[>|Z|Z||O|O|>|TC|C|O>|Z|Z|E2|O|O0|>C|C|Z|>|Z|Z|I|O0|O0[>|T|O|>|Z|T|Z|T|T[>O0|0|>|C
TOO>|C|C|Z(>|Z|Z|I|O|O|>|C|C|O|I>|Z|Z||O|O|>|C|T|Z|>Z|Z|x|O|O(>|T|O|>|Z|TC|Z|T|C|>O|0|>
> CO|O|I>|C|TO|Z|>|Z|Z|2|O|O0|>|C|T|O|>|Z|Z|x|O0|O0(>|T|T|Z[>Z|Z|x|O0|O(>|T|O0|>|(Z|T|Z2|C|T>|0|0
gI>1C|OO > 1q|q|Z(>Z|Z||O|O|>|C|T|O|>|Z|Z||O|O0|>|q|TC|Z[>Z|Z|x|O|O(>|T|O|>|Z|TC|Z|T|T|>|0O
Z|TO>-TO|O>T|T|Z[>Z|Z|I|0|O>|TC|T|O>Z|Z|2|O0|O|>|T|T|Z|>|Z|Z|2|O|0|>|T|O|>|Z2|T|Z|T|T|>
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Supplementary Table S3 (continued)

Start
residue

C-terminus

N-terminus

OIS |n|au|Clu|<|Z|<|X|X 0|04 X |FIX nun|<|o|<<|wuX X<l onkFonlon<
SI0|IZnQ|X|F 4o d<|n|X|ZIXIO|n|O|lw|o <o d X WWon|X|—|W<<Ww Z -
W TOIZ<|OIX|C|n|X|>HFA0n|—|<|F>FoXono|</<lo|Ww/wwo|FFo|Xo(Xon|<
S04 CU|<|Z|<|IX|IX|IO0|0|Q|<IX|HFIXnn|d o <<|UX X FUWkFXFIX>>
C|O|n|Cln|a|lX|H|gldn|x|d|<in|X|Z|I¥X Ooln|Tlu|a <o |u|dx|ulcx << <|a-la|on
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