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Figure 22
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Figure 23
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Figure 27
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Figure 40
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Figure 41
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Figure 44

Svnthetic Route for Ribocil-Based Eigands

DIPA n-Bul L EDAC,
THF, 78 °C
e
Step-1

MR 19804

tyﬁ'\[iﬁ\p

Moe,
Sai Do, BH

&N‘\N i
“a - Stems HOT N \C\NH
2 P

N )
£53 i MV 269,08
MW 357,09
T Y R
DIPER, DMF

HOH in diokans F N
) I Nl Yy
Step-T

0F SN

LA,

ft-A

NHOH 1200C 8 O
4 ) f! LY £
e Ot
B iaiaanaanie Ll NH? ra
Step-2 @) -
MW 18803
@ G
\Q,%AN,H\@X
StepiB \/‘j
E{OH, 100°C
Sh, MW
%S
C T
HECHin digxane J: N
= HO™ N N ‘Q)‘(
Step4 \(, \
{3
MY 361 1§
£,
/—-} j
D 5
HO—4 TN
I
N4
=,
Warhead \N—\
HATLU, DHFEA 7 S,
—_— - )
Step-8 4

h

|
A

INH-WaﬁEead
13



51/81

Figure 45
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Figure 46
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Figure 47
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Figure 48
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Figure 53
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Figure 54
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5 ARK-579 Bio-diazirine
6 ARK-580 Bio-diazirine
7 ARK-548 CFs-diazirine
8 ARK-544 Benzophenone
9 ARK-581 Phenyl-Ns
10 A;ﬂ;gj%ﬁ[‘;%“ Diazirine
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Figure 55

Aptamer 21-E

g
R




62/81

Figure 56
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Figure 57
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Figure S8A
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Figure S8B
LC-MS Results with Aptamer 21
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Figure 60
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Figure 61B

69/81

[Nty A&l |

8lel uoljeinul pazijew.ioN

]
- T

Position



70/81

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 67A

75/81

RT Pausing from ARK-670

RNAs

individual

%

JERCRRR Ry

5\&\5S$§§\

i

i@w Aptarmer 21E

Experiment
i Bptamer 21

NSRS

e

SRR
5
B

.
3
$

P

(

3

¥ €
TN SN ANy SN
Wy OF S S
PSS s

ones Busned 1y



76/81

UOBISO

7% 2
Widn

B

> P, AL Ps
9% i (% i i 4
3 3 3 % 2 4 ¢ ’

Asis\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ \\\\\\\\\\\\\\\\@\\\\ \\\\\\\\%\\\ e %\\\\\

\\\\\\\\?\\‘23\\

\\\‘“\\\\_“\\\_\“\\\*

QNN
NN

;\“\“\\“\'\\\\\

A
N

IR

S aaaan
SUSR

\§\\‘§

S

umopqnd
“m&m Nmkm&ﬁm_@

qL9 d1n31y

S\

N
S

ones Busned {4



77/81

%
\\\\\\\\\\\\

vvvvvvvvvvvv

Figure 68
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Enrichment of Aptamer 21 from a Mixture of RNAs
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Figure 69
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Figure 70
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Figure 71
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Figure 72
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