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Thermal Isomerization Kinetics of 10 at 20 °C
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Thermal Isomerization Kinetics of 2a at 20 °C

T=0
_____ _ A5 : g, o~
Figures S48
T = 240 min
Figures S50
T =660 min

__,J«J jI\UJMML_M

B 0 0.0

e R S S T A T )

Figures S52

T =90 min

Figures S49

T =300 min

i
JU‘| N\\

Figures S51

T =960 min

vy

__J“”K_.__-/»’ m ,/HIL\_ t,_J _

W W R WM

w7 W oW B @ &8 &1 &6 &S 64

Figures S53

25



Supplementary Material (ESI) for Chemical Communications
This journal is (c) The Royal Society of Chemistry 2008

Thermal Isomerization Kinetics of 2b at 20 °C
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Thermal Isomerization Kinetics of 2c at 20 °C
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Bergman Cyclization Kinetics of 1a at 45 °C
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Bergman Cyclization Kinetics of aliphatic 1c at 30 °C
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DNA binding study of compound 2a by UV
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DNA binding study of compound 1a by UV
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DNA-Binding Plots
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DSC of enediynes 1a, 1b, 1c and 1e respectively

Heat Flow Endo Down (mW)
- - -5 L
T T T T

113 |

1283

Heat Flow Endo Down (mW)

i 'l 1
50 100 150 200 250 300 32

Temper ature (°C)

Figure S88

6.818

PEAK = 86.56°C

9.4

9.6

10.0

10-2

{

10-4

Onset temperature
50 0C

10-6
10-69 L L
34. 46 50 100 150

. Temperature (°C)

Figure S90

Heat Flow Endo Down (mW)

8.514

8.8

Heat Flow Endo Down (mW)
w
[}

108

10.9 . -
28.08 50 100 150 200

8.427

PEAK=142.87°C

Onset temperature
80 oC

L 1

Temperature (°C)

Figure S89

-8.8 -

9.0F

8.2r

9.4

e
L]
T

bt
-]
T

10-0

-
©
R

10-45 1

Onsel temperature
80 oC

PEAK =141-59°C

1 1

N.46 50 100 150 200

Temperature (°C)

Figure S91

33



Supplementary Material (ESI) for Chemical Communications
This journal is (c) The Royal Society of Chemistry 2008

cross peak absent

cross peak present

Ph Y 0o
A
2a
H-5
r..‘I_,,-L-LJ.“.,U..J__,.-
i| ol
il .
_._.._:I
jj. ]
E
= &
<A
o : 1
5.2 ;-.L" H d.4 X2 3j:I [aleyd

Figure S92: NOESY spectrum of enediynes 1a/2a



Supplementary Material (ESI) for Chemical Communications
This journal is (c) The Royal Society of Chemistry 2008

Figure S93: Energy minimized conformations of 1la (A), 2a (B), 1d (C)/ 2d (D), and le
(E)/2e (F)
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Gel Documentation

The gel documentation was carried with UVP-GELDOC, Cambridge UK. The cleavage
efficiency was measured by densitometry using image processing software (Kodak 1D
version V.3.6.3).

Energy Minimization
The energy minimizations were carried out in Silicon Graphics using PDB coordinates from
the Dundee PRODRG 2.5 Server (beta).

Selected spectral data

For compound 1a: 6y (400 MHz, CDCl3) 7.55 (dd, J = 8.4 Hz, 15.6 Hz, 2 x 2H), 7.29-7.16 (m,
12H), 6.99-6.94 (m, 10H), 6.86 (d, J = 8 Hz, 2H), 4.95 (m, 2H), 4.76 (d, J = 13.6 Hz, 2H), 4.66
(d, J = 13.6 Hz, 2H), 4.54 (s, 4H), 4.05 (s, 4H), 3.64 (bs, 4H), 3.18 (d, J = 4 Hz, 2H), 2.89 (dd,
J =8, 13.6 Hz, 2H), 2.80 (bs, 4H); 3¢ (100 MHz, CDCl3) 170.5, 168.0, 165.7, 154.9, 142.6,
135.8, 132.6, 129.7, 129.1, 129.03, 128.5, 128.3, 128.3, 128.1, 127.9, 127.6, 127.5, 127.3,
126.8, 122.7, 117.8, 115.2, 98.1, 92.4, 88.0, 82.5, 68.9, 61.9, 52.8, 51.2, 40.8, 37.8, 18.2;
HRMS: calcd for CesHssNgO10+ H* 1067.3983 found 1067.3987.

For compound 2a: 6y (400 MHz, CDCl3) 7.38-7.08 (m, 22H), 6.79 (t, J = 7.6 Hz, 2H), 6.66 (d,
J =8.4 Hz, 2H), 6.51 (d, J = 8 Hz, 2H), 4.89, 4.83 (ABq, J = 16.0 Hz, 2 x 2H), 4.71 (m, 2H),
4.48, 4.38 (ABg, J = 16.0 Hz, 2 x 2H), 4.16 (m, 4H), 3.75 (bm, 4H), 3.35 (m, 2H), 3.01 (m,
2H), 2.94 (bm, 4H).

For compound 1c: 4 (400 MHz, CDCl3) 7.67 (t, J = 7.6 Hz, 2H), 7.61 (d, J = 8.0 Hz, 2H),
7.43 (t, J = 7.6 Hz, 2H), 7.28-6.99 (m, 14H), 5.89, 5.81 (Abg, J = 9.6 Hz, 2 x 2H), 5.04 (2H,
m), 4.84 (2H, m), 4.76, 4.73 (ABq, J = 12.6 Hz, 2 x 2H), 4.75 (m, obscured, 2H), 4.11 (s, 4H),
3.75 (bs, 4H), 3.29 (dd, J = 4.8, 14.0 Hz, 2H), 2.99 (dd, J = 4.0, 14.0 Hz, 2H), 2.86 (bs, 4H); ¢
(100 MHz, CDCls) 170.5, 168.0, 165.7, 155.0, 142.7, 135.7, 132.6, 129.1, 129.0, 128.5, 128.3,
126.8, 125.5, 122.7, 121.5, 117.9, 115.3, 102.7, 95.9, 88.4, 82.7, 69.0, 61.7, 52.8, 51.3, 40.8,
37.7, 18.4; HRMS: calcd for CssHsoNgO10+ H* 967.3669 found 967.3673.

For compound 2c: &y (400 MHz, CDCls) 7.22-6.99 (m, 14H), 6.82 (t, J = 7.4 Hz, 2H), 6.69 (d,
J=8.4 Hz, 2H), 6.53 (d, J = 7.6 Hz, 2H), 5.90, 5.82 (ABq, J = 9.2 Hz, 4H), 4.87 (m, 2H), 4.84,
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4.77 (ABg, J = 14.2 Hz, 4H), 4.50, 4.37 (ABg, J = 14.8 Hz, 4H), 4.12 (m, 4H), 3.70 (m, 4H),
3.37 (dd, J = 4.4, 14.4 Hz, 2H), 3.03 (dd, J = 8.8, 14.0 Hz, 2H), 2.88 (M, 4H).

For compound 2i: 8y (400 MHz, CDCls) 7.66 (d, J = 8.4 Hz, 2H), 7.60 (d, J = 8.0 Hz, 2H),
7.38-7.21 (m, 12H), 7.15-7.0 (m, 10H), 6.94 (d, J = 8.0 Hz, 2H), 5.04 (m, 2H), 4.82, 4.75
(ABq, J = 14.4 Hz, 2H), 4.64 (s, 4H), 4.36 (s, 4H), 3.73 (t, J = 4.6 Hz, 4H), 3.26 (dd, J = 5.4,
14.4 Hz, 2H), 3.01-2.9 (m, 2H), 2.89 (t, J = 4.8 Hz, 4H); ¢ (100 MHz, CDCls) 170.6, 168.1,
165.8, 155.0, 142.7, 135.8, 132.6, 129.8, 129.1, 129, 128.5, 128.4, 128.3, 128.2, 127.9, 127.8,
127.5,127.4, 126.8, 122.8, 117.8, 115.3, 98.1, 92.4, 88, 82.5, 68.9, 61.9, 52.8, 51.3, 40.9, 37.8,
18.2; MS (ES") m/z 1067 (MH"), 1089 (MNa); HRMS Calcd. For CesHssNgOyo + H*
1067.3982 found 1067.3969.

For compound 2j: 8y (400 MHz, CDCls) 7.40-7.21 (m, 10H), 7.15-7.03 (m, 10H), 6.79 (t, J =
7.6 Hz, 2H), 6.87 (d, J = 8.4 Hz, 2H), 6.51 (d, J = 7.6 Hz, 2H), 4.95-4.80 (m, 6H), 4.47 (d, J =
15.6 Hz, 2H), 4.32 (d, J = 15.6 Hz, 4H), 4.18 (s, 4H), 3.75 (m, 4H), 3.38 (dd, J = 4.4, 14.0 Hz,
2H), 3.05 (dd, J = 5.2, 14.0 Hz, 2H), 2.92 (m, 4H).
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