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Figure 27
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Figure 29
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Figure 36

ARK-132: Synthetic Route
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Figure 38
ARK-135 and 136 Svnthetic Route
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Figure 39

ARK-188 Svuthetic Route
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Figure 40
ARK-190 Synthetic Route
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Figure 41
ARK-191 Synthetic Route
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Figure 44

Synthetic Route for Ribocil-Based Ligands

OiPA n-Bul LEYOAe,

“ 8]
a i THF,-78 *C [—*S P
> ALY
vgo@ Stept A Wfé o
)
WY 198,04
N
&R
(
=S o -
= i =
HO \ ,fN Tfi\i\rﬂ xS
N MOC,
- Nai OA),BH f
A Steps HO M ”\NH
N )
{53 MW 261,08
MW 357.09
Stapaf| e
DIFEA, OME

i HGH in dioxane / N
RS-, K
: N, ‘ Stepe? N j\‘_}.\\N
% W et
N:':{ NH,

O:\
8r NN Buli, THF ozf\l/\n
- .
\E f/l\ Btep-A \N‘J\m

PCT/US2018/063490
NH,OH, 120°C . /
n f
W LL/M “‘;;
Step2 N
? @
MW 168.03
@ o
'\")ﬁjﬂ\@\f
Step-3
EtOH, 100°C
Sh, MW
S
AN
HCHn dioxang = ;N ch' N
Bl N (U 0%
Step-4 /3 '
3
MWV 361,185
AR
\ i
-5
HO— /'N
N.
Warhead '“\N_
HATL, DIFEA v
. 7
Step-8 4 N



WO 2019/109046 PCT/US2018/063490

45/75

Figure 45
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Figure 47
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Figure 52
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Figure 53

< v
OSHa &
i 2
ot tody 2
” 2
i My
G \ﬂm o
G
g "
v dlo
%y & i
4 .
;w\\\\‘ wuw\.
“\\VV\\ ﬁ

oSG 2

argosd Twig G

; bowd
ity 33
p 4 )
P g
% b
X o
7 ~ @
\\\w\\ o i
(3 -
& 3
foe]
i
Pord
Wﬂ.
e
»f\fw&
=

oN

-23)

Structure of PreQ1 RNA photoprobe (I



WO 2019/109046 PCT/US2018/063490

54/75

Figure 54
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Figure 55
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Figure 57
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Figure S8A

ARK-547 (diazirine)
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Figure 58B
LC-MS Results with Aptamer 21
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Figure 62
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Figure 63
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Figure 64
RT Pausing
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Figure 65
RT Pausing — Competition Assay
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Figure 66
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Figure 68

Enrichment of Aptamer 21 from a Mixture of RNAs
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Figure 70
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Figure 71

replicate

£

b
R

‘
Lok
f

sample

— ARK2059
........... ARKS818

b
sl
)

RT Pausing Ratio
Gt L o Cuk
Py

- & <,
L YA IREY RN & Tos P N
BT N § ;5 RN P R s
IR BN s cad I TN LW oF L PR

0 20 40 60 80
position

o




WO 2019/109046 PCT/US2018/063490

75/75
Figure 72
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