WO 2020/099451 PCT/EP2019/081099

1/3

\\\\\N\
AN

102 -~ ————-/H
-
2 -O-protected-NTP
TdT 'mn";znﬁ {104 108
Deprotect /
Repeat .

ﬁp%}* ? —ﬁls:rzM—E‘-O-pmtec’ted
//

% ————————-M-3-O-protected

102 f:: ——————————-}N-2-O-protected

g —|*'=|-TM-~3’-D-pmte cted
WO

Deprotect
Claawvsa

FIGURE 1



PCT/EP2019/081099

WO 2020/099451

2/3

Table 1

SEQ

“Mu Supplemental Substitutions

1| LI81F/A/M/Y | M192R/Q | A237V | L260P/R/K | C302G/R | R336L/N | GA13L/S | E418A/V | Ra54P/NJA/NV | EASTNJL/T/S/K | R4BOK/E/D
3| L52F/A/MJ/Y_| M63R/Q__| A108V_| L131P/R/K | C173G/R | R207L/N | G284L/S | E289A/V_| R325P/N/A/V | E328N/L/T/S/K_| R35IK/E/D
2 | - MB3R/Q | AL1OV | L131P/R/K | C173G/R | R207L/N | — — R324P/N/A/V | E327N/L/T/S/K | R353K/E/D
5 | — M63R/Q_ | AL10V | L131P/R/K | C173G/R | R207L/N | — E294A/V_| R324P/N/A/V | E327N/L/T/S/K_| R353K/E/D
6 | — - A7V | — C172G/R | R206L/N | — E290A/V | R320P/N/ANN | —

7 | — M63R/Q_ | AL1OV | L131P/R/K | C173G/R | R207L/N | — E292A/V | R331P/NJA/N | E33ANJLIT/SIK | =

8 | — M63R/Q_ | AL10V | L131P/R/K | C173G/R | R207UN | — — E328N/L/T/S/K_| R354K/E/D
9 | — — AL11V | L132P/R/K | C174G/R | R208L/N | — R331P/N/A/V | E334N/L/T/S/K | —

10 | — M73R/Q_ | A110V__| L131P/R/K | C173G/R | R207UN | — £295A/V_| R325P/N/A/V | E328N/L/T/S/K_| —

11 | — M64R/Q_ | A111V | L132P/R/K | C174G/R | R208L/N | — . E329N/L/T/S/K | R355K/E/D
12 | — MB1R/Q_ | A108V | L129P/R/K | C171G/R | R20SL/N | G284L/5 | E293A/V | R323P/NJA/NV | E326N/L/T/S/K | R352K/E/D
13 | — M63R/Q_ | AL10V | L131P/R/K | C173G/R | R207L/N | — E298A/V | R328P/N/A/N | ES3IN/L/T/S/K | —

14 | — — AL10V | L131P/R/K | C173G/R | R207LN | — £295A/V | R325P/NJA/V | E328N/L/T/S/K | R354K/E/D
15 | — M63R/Q_ | ALLOV | L131P/R/K | C182G/R | R216L/N | — — R338P/N/AN | E3AIN/L/T/S/K | —

16 | — MB6R/Q_ | ALL3V | L134P/R/K | C176G/R | R210L/N | — E298A/V | R328P/NJANV | E33IN/L/T/S/K | —
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Table 2
SEQ
IDNO Stability Substitutions
1 |Qie6E | D170R | C188R_ | 1189D [S223R | G227E | S248A | S275E | Q278R | F322Y | V328M | M330V
3 |a37e [D4iR | C59R 160D [ S94R | G9BE | S119A | S146E | Q149R | F193Y | V199M | M201V
4 |- D4R | - - - —~ S119A | S146E | - F193Y | V199M | M201V
5 |Q37e [D4iR_ | C59R |- —~ - S119A | S146E | - F193Y | V199M | M201V
6 |- D4OR | CS58R | 159D | -- - S118A | - - F192Y | V198M | -
7 |Q37E | D4R | CS59R | 160D |- - S119A | -- - F193Y | V199M | -
8 |- D41R__ | - - - - S119A | S146E | - F193Y | V199M | M201V
9 | Q376 | D42R [ C60R |- - - S120A | - - - V200M | --
10 |- D4R | -- 160D | - - S119A | S146E | - F193Y | V199M | M201V
1 |- D42R | - - - - S120A | S147E | - F194Y | V200M | M202V
12 |- D39R | -- - S94R | - — S144E_| - F191Y |- M199V
13 |- D41R | C59R |- — - S119A | -- - F193Y | V199M | M201V
14 |- D41R | - - - - S119A | S146E | - F193Y | V199M | -
15 |Q37e | D4R [ CS9R | 160D [S94R | - S119A | - - - V199M | --
16 | - D44R | C62R | -- -~ - S122A | - - F196Y | - -
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