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Figure 2
dG-C8-AAF MelQx
dG-C8-MelQx
B.
1.
EPCLC-W-Prep
Microwave Initiater Biotage
IH NMR Varian MERCURY VX
400 CDCls
DMSO-ds TMS
LCMS IT-TOFMS LC
CBM-20A LC-20A
CTO-10AC UV/
SPD-M20A

CAPCELL PAK C18 MGII 500im 2.0x 35
mm SHISEIDO Al 0.1%
HCOOH/H20, B: 0.1% HCOOH/CH3CN

2.

1) dG-N2-DMTr-C8-Br-3’,5-diTBDMS 4

20ml
40¢g

2.23g 3
20 ml DMTCl

dichloromethane

2% methanol/dichloromethane

4 73%

256g

IH NMR (400 MHz, DMSO-ds) 1 10.87 (s,
1H), 7.53 (s, 1H), 7.39 — 7.28 (m, 2H), 7.27 —
7.21 (m, 1H), 7.20 — 7.14 (m, 2H), 7.11 — 6.99 (m,
4H), 6.92 — 6.80 (m, 4H), 5.71 (dd, J = 10.1, 5.1
Hz, 1H), 3.96 (d, J = 5.2 Hz, 1H), 3.72 (s, 6H),
3.57 (m, 1H), 3.29 (m, 1H), 3.07 (dd, J = 10.9,
8.7 Hz, 1H), 2.35 (ddd, J = 13.1, 10.1, 5.3 Hz,
1H), 1.32 (dd, J =13.1, 5.1 Hz, 1H), 0.85 (s, 9H),
0.84 (s, 9H),0.06 (s, 3H), 0.05 (s, 3H), -0.03 (s,
3H), -0.05 (s, 3H).

MS (ESI+) m/z = 898 [M + Nal+

2) dG-N2-DMTr-C8-MelQx-3’,5-diTBDMS 17

3 ml THF 4

44.3 mg 0.05 mmol MelQx 22.1mg 0.1
mmol xantphos 30.2 mg 0.05 mmol Cs2C0Os3

33.6 mg 0.1 mmol Pdi(dba)s 10.6 mg
0.01 mmol microwave 100
6h
29.3 mg 17
58%

NéY

N
o

i :N o
/N“{ N NH O

e O

N7 N o

Sl

ﬁ/\Si\/O O—s/' O
/'Ké

1H NMR (400 MHz, Chloroform-d) § 8.62 (s,

1H), 7.84 (d, J=8.8 Hz, 1H), 7.52 (d, J = 8.8 Hz,
1H), 7.39 — 7.20 (m, 9H), 6.86 (d, J = 8.5 Hz,
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5H), 6.70 — 6.62 (m, 1H), 6.05 (s, 1H), 4.62 (s,
1H), 3.97 — 3.88 (m, 1H), 3.83 — 3.66 (m, 11H),
3.30 (s, 1H), 2.72 (s, 3H), 2.00 — 1.88 (br, 1H),
0.93 (s, 9H), 0.86 (s, 9H), 0.12 (s, 6H), 0.01 (s,
3H), -0.02 (s, 3H).

MS (ESI+) m/z = 1009 [M + H]+

3) dG-C8-MelQx-3",5-diTBDMS 18

88.1 mg 17 3%
TCA/dichloromethane 1
dichloromethane

NazSO4

37.7 mg 18

61%

NéY

i N

N o)
N-/< N
/ HN—</ fJ\NH
N N/)\NHZ

\/?:>
\ O
Si /

X \ O-gj
/

1H NMR (400 MHz, Chloroform-d) § 11.85 (br,
1H), 8.72 (s, 1H), 7.90 (d, J = 8.8 Hz, 1H), 7.59
(d, J = 8.8 Hz, 1H), 6.69 — 6.60 (m, 3H), 4.64 —
4.58 (m, 1H), 3.91 (m, 1H), 3.75 (s, 3H), 3.77 —
3.63 (m, 3H), 2.96 (s, 3H), 2.09 — 2.04 (m, 1H),
0.92 (s, 9H), 0.76 (s, 9H), 0.11 (s, 3H), 0.10 (s,
3H), -0.09 (s, 3H), -0.12 (s, 3H).

MS (ESI+) m/z = 707 [M + H]+

4) dG-N2-dimethylaminomethylene-C8-MeIQx
-3,5’-diTBDMS 13

53.4 mg 18 1ml DMF
DMF-DMA 2ml
1.5

dichloromethane
56.8
mg 13 98%
N
N
&

N /)
/

N
ol
\ .0
/

XSI\ O-gi
/

1H NMR (600 MHz, DMSO-d¢) 6 11.48 (s, 1H),
8.83 (s, 1H), 8.48 (s, 1H), 7.97 (d, J = 8.8 Hz,
1H), 7.90 (d, J = 8.8 Hz, 1H), 6.67 (t, J = 7.4 Hz,
1H), 4.68 (dt, J = 6.1, 3.0 Hz, 1H), 3.88 — 3.78
(m, 2H, b5), 3.75 (s, 3H), 3.74 — 3.67 (m, 1H),
3.51 — 3.46 (m, 1H), 3.15 (s, 3H), 3.04 (s, 3H),
2.81 (s, 3H), 2.13 — 2.09 (m, 1H), 0.93 (s, 9H),
0.83 (s, 9H), 0.14 (s, 6H), -0.01 (s, 3H), -0.02 (s,
3H).

MS (ESI+) m/z = 762 [M + H]+

C.
1. dG-C8-AAF
dG-C8-AAF Scheme 1
6
N  Buchwald-Hartwig
6
dG 8
Br 3,5 TBDMS 2 DMTr
Buchwald-Hartwig 8 Br
2-aminofluorene 5
8 6 2
iPrPac 7—8
11

2)
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Rizzo
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Figure 3
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Figure4 8
6
N
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DNA
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2
8
Figure 7 2
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Scheme 2 7
3 12
2 MelQx 0.1 Pda(dba)s
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microwave 100 12
50%
Figure 8
data
not shown 2 N2 DMTr
Scheme 2 4
N2
Scheme 3
2) MelQx
Scheme 3 DMTyr
Scheme 2 2
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DMTrCl 4 73%
Buchwald-Hartwig 17
Table 1
1,4-dioxane 50%
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DMTr 18 61
DMF-DMA 13 98
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MelQx
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8
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Tablel MelQx Buchwald-Hartwig
Entry Scale Condition Yield
1 0.1 mmol MelQx (2 eq), xantphos (1 eq), Cs2C03 (2eq), Pd2(dba)s (0.14 eq), 22%
' dioxane (3 ml), microwave, 100dC, 15h (50% complete)
) 0.1 mmol MelQx (2 eq), xantphos (1 eq), Cs2C03 (2eq), Pd2(dba)s (0.14 eq), 28%
' dioxane (3 ml), microwave, 130dC, 15h (50% complete)
MelQx (2 eq), xantphos (1 eq), Cs2C03 (2eq), Pd2(dba)s (0.1 eq), 42%
3 0.05 mmol . .
dioxane (3 ml), microwave, 100dC, 12h (50% complete)
MelQx (2 eq), xantphos (2 eq), Cs2C03 (2eq), Pd2(dba)s (0.2 eq),
4 0-Lmmol 4, ane (3 ml), microwave, 100dC, 15h deomp
MelQx (2 eq), xantphos (1 eq), Cs2C03 (2eq), Pd2(dba)s (0.12 eq), .
5 0.05 mmol yyrp (3 1), microwave, 100dC, 12h 82%
MelQx (2 eq), xantphos (1 eq), Cs2C03 (2eq), Pd2(dba)s (0.2 eq), o
. . %
6 0-05 mmol yyrp (3 ), microwave, 100dC, 6h 58%
MelQx (2 eq), xantphos (1 eq), Cs2C03 (2eq), Pd2(dba)s (0.2 eq),
7 0.1 mmol 63%

THF (5 ml), microwave, 100dC, 6h
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