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Supplementary Information Table 1: Tm data for all 12-bp RNA duplexes 

reported in Figure 3. 

X = Y= Ave Tm (oC) Std Dev (oC) Temp start (oC) Temp end (oC) 

Adenosine U 43.1 0.6 10 65 
  C 34.2 0.5 10 60 
  A 32.4 0.4 10 60 
  G 32.5 0.5 10 60 
           
Propargyl U 41.4 1.0 12 60 
  C 34.0 0.4 12 60 
  A 32.7 0.2 12 60 
  G 31.6 0.7 10 60 
           
Ethynyl U 39.8 0.2 10 65 
  C 30.5 0.6 10 60 
  A 30.9 0.3 10 60 
  G 30.6 0.1 10 60 
           
Triazole I U 41.6 0.3 10 65 
  C 33.2 0.7 10 60 
  A 31.8 0.5 10 60 
  G 31.5 0.4 10 60 
           
Triazole II U 40.3 0.5 10 65 
  C 31.5 0.6 10 60 
  A 30.7 0.2 10 60 
  G 30.5 0.2 10 60 
           
Triazole III U 39.7 0.5 10 60 
  C 32.1 0.3 14 60 
  A 30.7 0.4 14 60 
  G 30.4 0.8 14 60 
           
Triazole IV U 39.4 0.3 13 60 
  C 31.2 0.2 13 60 
  A 31.2 0.4 13 60 
  G 30.5 0.5 13 60 
           
Triazole V U 34.9 1.4 15 65 
  C 29.1 2.9 15 65 
  A 27.5 0.4 10 50 
  G 28.8 1.0 13 60 
           
Triazole VI U 35.9 0.6 15 65 
  C 28.1 1.1 10 60 
  A 28.0 0.6 10 50 
  G 27.9 0.5 10 50 
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Supplementary Figure 1: Representative siRNA titration of the PIK3CB siRNA, 

modified with Triazole I at guide position 15.  

 

 

 

 

 

 

 

 

 

 

 

 

 



S4 

 



S5 

 



S6 

 

 

 

 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N
N

O

O
H

O
C
H
3

H
3
C
O

2

N
HC
F
3

O



S7 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N
N

O

O
H

O
C
H
3

H
3
C
O

2

N
HC
F
3

O



S8 

-
1
.
0

-
0
.5

0
.0

0
.5

1
.0

1
.5

2
.0

2
.5

3
.0

3
.5

4
.0

4
.5

5
.
0

5
.
5

6
.0

6
.5

7
.0

7
.5

8
.0

8
.5

9
.0

f1
 (

p
p

m
)

-0.16

-0.01

0.71

0.81

0.81

0.91

1.20

1.22

1.57

1.98

2.22

2.66

2.67

3.14

3.17

3.18

3.30

3.31

3.74

3.75

4.05
4.16

4.27
4.33

4.40 5.04
5.05
5.06

5.30

5.30
5.30

6.33

6.34

6.78
6.79

7.07
7.16

7.21
7.23

7.34
7.35

7.43

8.50

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N
N

O

O

O
C
H
3

H
3
C
O

4

S
i

N
HC
F
3

O



S9 

0
1

0
2

0
3

0
4

0
5

0
6

0
7

0
8

0
9

0
1

0
0

1
1

0
1

2
0

1
3

0
1

4
0

1
5

0
1

6
0

1
7

0
1

8
0

f1
 (

p
p

m
)

-0.00
0.20

22.33
23.23

30.78

35.69

58.49
58.67
58.85

59.03

59.21

60.60

69.40

77.32

80.26

89.42
91.42

91.45

93.75

118.47

132.01
133.12

133.70
133.86

135.44

135.67

141.37

141.83

150.43

162.21
163.71

163.80

167.64

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N
N

O

O

O
C
H
3

H
3
C
O

4

S
i

N
HC
F
3

O



S10 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

O

N

N

N

N
N

O

O

O
C
H
3

H
3
C
O

6

S
i

P
O

N

N

N
HC
F
3

O



S11 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N

S
i

N

O

O
H

O
C
H
3

H
3
C
O

3



S12 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N

S
i

N

O

O
H

O
C
H
3

H
3
C
O

3



S13 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N

S
i

N

O

O

O
C
H
3

H
3
C
O

5

S
i



S14 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

H
O

N

N

N

N

S
i

N

O

O

O
C
H
3

H
3
C
O

5

S
i



S15 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

O
N

O

N

N

N

N

S
i

N

O

O

O
C
H
3

H
3
C
O

7

S
i

P
O

N

N



S16 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

H
NO

NS
N
3

O

8



S17 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

H
NO

NS
N
3

O

8



S18 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

N

N O

N
3

O
N 9



S19 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

N

N O

N
3

O
N 9


