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Introduction

This document provides further data and information in support of the main article. The
first section extends the all-atom molecular dynamics study and investigates how the ex-
ternal electric fields affect the hydrogen bond lengths in GC. The second section details
how the strength of the external electric fields applied in the QM /MM methodology was
verified. The third section reports the ensemble of GC proton transfer QM/MM reaction
coordinates in the presence of weak electric fields (10* to 107 V/m). The fourth and fifth
sections describe the ensemble of GC proton transfer QM /MM reaction coordinates in the
presence of strong electric fields in the +y and +z directions, respectively. The sixth and
seventh sections display how the GC hydrogen bond lengths change during the concerted

double and single proton transfer reactions.



1 Investigating the external electric field

Homogeneity

To calculate the electric field strength produced by the charged plates in the QM/MM
simulation cell, the force was calculated on a single sodium ion at the system’s origin. The
forces on the sodium ion provided for a quantified description of the external electric field
at that position. Table S1 shows that at the origin, the electric fields obtained from the
point charge plate model are very close to the intended range of electric field strengths.
At fields strengths above 10° V/m, the point-charge model is within two decimal places of
the intended electric field strengths.

Table S1: The charge of each dummy atom in the electric field plates, the intended electric field strength,
and the actual electric field strength generated by the point-charge field model at the simulation cell origin.

Dummy atom  Intended field  Obtained field
charge (a.u.) strength (V/m) strength (V/m)

1.83x107° 1.00x 10 1.09x10*
1.83x107° 1.00x10° 9.85x10%
1.83x1074 1.00x 108 1.00x 108
1.83x1073 1.00x107 1.00x107
1.83x1072 1.00x 108 1.00x108
1.83x107! 1.00x10° 1.00x10°

Since the electric field is generated by point charges, it is clear that the electric field
between the two plates is not perfectly homogeneous. An inhomogeneous electric field does
not detract from the validity of this methodology since electric fields found in real life are
never perfectly homogeneous. The homogeneity of the external electric fields generated
by the charged plates are quantified by calculating the forces on a sodium ion at different
spatial coordinate intervals within the simulation cell. The results (displayed in Figure S1)
show that the F., electric field varies more in the axis parallel to the field direction (x)
than in the directions perpendicular to the field (y and z). This is especially pronounced
at positions in the cell more than 15 A from the origin. Such an increase in the electric
field strengths is expected since moving in the z-axis brings the ion closer to the charged
plates. The perturbation in the electric field strength is less than 1% at positions that are

+5 A from the origin; such a distance is large enough to fit an entire GC base pair (~10



A) comfortably. Identical homogeneity patterns to those observed in E,, are also obtained
for the other external electric field directions (E_,, E,, E_,, E, and E_,).
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Figure S1: The variation of the positive z-direction electric field strength (E.,) at different positions in
the simulation cell in the principle x-, y- and z-axis.



2 GC Hydrogen Bond Lengths in the Presence of
External Electric Flelds

The average bond lengths for each GC base pair hydrogen bond in the absence and presence
of electric fields (in the E, direction) are shown in Figure S2. When comparing the no
field scenario (0 V/m) to the largest external electric field strength (10° V/m), the average
GC hydrogen bond lengths change by less than 0.015 A. Essentially, the mean hydrogen
bond lengths at 10° V/m are within the reported standard deviation errors in the absence

of the field.
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Figure S2: The mean GC hydrogen bond lengths (A) in different external electric field strengths (V/m).
The fields are applied in the positive z-direction (E4,). Each point is the mean hydrogen-bond length
of ten, 10 ns, all-atom MD replicas; the error bars represent the standard deviation. The mean hydrogen
bonds experience a negligible change to their lengths in the presence of the external electric field.




3 Weak Electric Fields in the z-direction:

Proton Transfer Reaction Coordinates

The 25 individual QM /MM climbing image nudged elastic band (CI-NEB) pathways for
the proton transfer reactions in GC in the F,, external electric field at 1.00x10* V/m and
1.00x107 V/m, as well as the instance of no field (Ey), are shown in Figure S3. Every
QM /MM replica shows that the 1.00x10* V/m has a negligible impact on the energetics
of proton transfer in the GC base pair. A similar trend is observed for the 1.00x10” V/m
electric field, with the exception of one replica (labelled no. 113 in Figure S3), whereby
the double proton transfer activation energy and the reaction energy are lowered by ca.
3 kecal/mol and ca. 8 kcal/mol, respectively. Replica no. 113 is considered to be an
anomalous result, as the change in energetics were far greater than all the other 24 replicas
in the ensemble. Therefore, it is concluded that electric fields with strengths between

1.00x10* to 1.00x 107 V/m have a negligible effect on the proton transfer reaction in GC.
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Figure S3: The 25 QM/MM CI-NEB reaction coordinates for the proton transfer in the GC base pair: in
the absence of external electric fields (black), in the presence of an external electric field applied in the
positive a-direction (E,) at strength 10* V/m (blue) and 107 V/m (green). The reaction coordinate is
normalised (no units) and the electronic energy relative to the reactant (GC) is given in kcal/mol. Every
replica, except no. 113, experiences a negligible change in energetics in the presence of 10* V/m and 107

V/m OEEFs when compared to no field.



4 External Electric Fields in the y-direction:

Proton Transfer Reaction Coordinates

This section investigates how the electric fields in the y-direction at 10° V/m influence the
energetics of the proton transfer reactions in GC. The orientation of the electric field is

orthogonal to the base pair hydrogen bonds and parallel to the DNA dodecamer helix.

The 25 individual QM /MM CI-NEB pathways for the proton transfer reactions in GC
at 1.00x10° V/m in the presence the E, and E_,, fields, as well as the instance of no field
(Ep), are given in Figure S4. On the whole, it is evident that the proton transfer reaction
coordinates in both the positive and negative y-direction weakly perturb the energetics of
the GC proton transfer when compared to the no field scenario. Two exceptions to this are
the F,, replicas numbered ‘104’ and ‘115’, which display a comparatively drastic change in
the reaction coordinate profile. This is due to the inability for the optimisation algorithm
to reach the appropriate level of convergence. Since this was only the case for two replicas
out of a total 50 (£, and E_, combined), the statistical significance of the aforementioned

outliers is presumed to be small.

There are no clear distinctions, or trends, between the F_, and F., fields and their
effects on the relative transition state energies. Aside from several outliers, the y-direction
electric fields do not modify the transition state energies by more than +0.5 kcal/mol.
For this reason, the transition state estimates were not subjected to further geometry
optimisation, since the thermodynamics and kinetics of the proton transfer process in both

the E,, and E_, fields are presumed to be similar to the instance of no field (Ey).



Replica: '101' Replica: '102' Replica: '103' Replica: '104' Replica: '105'
2. 20 2 200

0 9 Dir TS1_TS2Rxn E 07 Dir TS1_TS2Rxn E 0 Dir TS1 TS2Rxn E 7] Dir TS1_TS2Rx
ylssazEerg EBLER sl 313 9618.2317.35 . FfrELeye)
175 o 175 01417148112.79 175 - 012:6214.2012.93 175 4 012775871527 Py 175 - 015.4714.991
+y14:5514.8812.02 +y12.6814:0712:83 947 = 6.39 S, +16.2414911
150 o 150 o -, 150 o 15.0 o A - 150 o
L34 ——tf
o3 £ /
125 125 ‘f\\“\: 125 (-Q/’-\“" 125 Tt 125
it { i/
100 4 100 I 100 4 100 4 f 100
it y N
75 4 75 fi 75 { 75 NN 75
1 A FEINT
s0 50 -| i 50 | ¢ 50 | JprN s0
» 0 [
4/ 2 i
25 ,i 25 I 25 25 s 25 3
o o 0 Ao 4
00 - eeti 00 o ceeaeve? 00 | wa=” 00 4 = 00 | —mgZEL"
— T L s e — T T —t—— — T
00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10
Replica: '107" Replica: 109" Replica: '110"
207 %0 7 Dir 181 TS2Run E 207 207 Dir 181, 192Rxn £ 20 7 Dir 187 TS2R £
E roas 2 5 14°6314.5212.14 32
%
k
15.0 o 15.0 o 15.0 o 15.0 o 150 o
-./‘t\ . R,
125 4 125 Lo 125 4 125 4 - 125 o
1
100 o 100 o ’,’,'4 100 o 10.0 o 100 o
i
75 75 | i 75 | 75 75
Iy
50 o 50 o " H 50 o 50 o 50 o
13
" i 25 25 25
25 4 25 3 A A A
q
/: - <
00 00 | ~wpeFmz 00 00 o e 00
T T T T T T T =7 T T T T T T T T T T T T T T T T T T T T T T
00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10
—= Replica: 111" Replica: '112' Replica: '113' Replica: '114' Replica: '115'
Q 20 4 Dir 181 TS2Rxn E 20 7 Dir TS1 TS2Rx £ 207 Dir T$1 TS2Rxn E 200 7 Dir TS1 TS2Rxn E 200 7 Dir TS1 TS2Rxn E
IS 14.8016.0412.49 88 15.5316.8514.38 Y 1o3me deado 1598 — 12.73
= s - 0151315.7213.03 15 2o, 175 | 0 1558164914 22 75 - 015716.0214.36 175 4 01610
S +y14.8515.9513.79 . S 3esda3 ,:{; ;l\:“ +y16.5314.5114.15 WISSSEEIS +
g 15.0 - "‘9.’\)\\,, 15.0 - - o 15.0 - / 15.0 - o 15.0 -
4 e,
-~ 125 - Ses 125 o 125 125 o 125 o
> I/ i
D 100 4 / 10.0 - 100 - ! 100 - 100 -
[5) H
c 754 ] 75 75 - H 75 4 75 -
(6] Iy N
g 50 - I,’,:, 50 - l;:l 50 - i 50 - 50 -
'
'..g 25 - /:,”/ 25 / 25 { 25 25 -
%
D 00 ] o 00 - et no-M’/ 00 00
00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10
Replica: '116' Replica: '117" Replica: '119' Replica: '120"
200 7 Dir TS1 TS2Rxn E 200 7 Dir TS1 TS2Rxn E 207 20 7 Dir TS1 TS2Rxn E %0 7 Dir TS1 TS2Rxn E
98 2y 141613.5411.85 E 4 2.80 o
5 .04 175 4 014.26136211.74 15 5 267 15 7.3813.99
+y14:7012311.98 e 261 +y16 20035 75”‘\
15.0 o 15.0 o 15.0 o 15.0 o 15.0 o o
ARy
T ,
125 o 125 o ! 125 o 125 o 125 o N
{ .\v. H
100 100 / 100 - 100 100 - !
75 75 4 ¢ 754 75 75 i
"
I} H
50 4 50 ,' 50 50 4 50 4 l
i
25 4 25 / 25 25 4 25 "7.”
00 4 00  emer® 00 4 00 4 00 o e
— T — T — T — T — T
00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10
Replica: '121' Replica: '122" Replica: '123' Replica: '124' Replica: '125'
200 7 Dir TS1 TS2Rxn E 200 71 Dir TS1 TS2Rxn E 200 7 Dir TS1 TS2Rxn E 200 7 Dir TS1 TS2Rxn E 200 7 Dir 181, TS2Rxn E
1129889 885 Y 175M2.9312.90 A Y 133514 9314.45 -y 13.2815.1614.37 J13335.1014.15
75+ 01147 — 918 175 212,78 fow. 175 4 013.49145214.05 15 4 013.1914.9214.18 175 4 012.8714.011323
w1174 = 941 + 3128 +y14.6515/4414.06 +y12.87146114.01 +y13.8815.5614 57
15.0 15.0 - 15.0 - 15.0 - s
Snpr gt VN
125 125 125 125 ,’7’:‘
p I
] I
75 4 o 75 4 75 o 75 !
,;r H ,’f
50 n 50 4 50 50 4 1
/ o /o
25 4 '(} 25 4 25 4 l 25 4 }' /['
& g o
00  eremr 00 4 00 o wwwes® 00 - eme=i
— T T — T — T — T — T
00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10

Reaction coordinate, No units

Figure S4: The 25 QM /MM CI-NEB reaction coordinates for the GC proton transfer reactions: in the
absence of an external electric field (black) and the presence of an external electric field (10° V/m) in the
E., (red) and E_, (blue) directions. The reaction coordinate is normalised (no units) and the electronic
energy relative to the reactant (GC) is given in kcal/mol. The majority of replicas show that the proton
transfer energetics are either unaffected or at best weakly perturbed (by <0.5 kcal/mol), in the presence
of the £, and E_, electric field.



5 External Electric Fields in the z-direction:

Proton Transfer Reaction Coordinates

This section considers the influence electric fields in the z-direction at 10° V/m have on the
energetics of the proton transfer reactions in GC. The orientation of the z-direction field

is on the same geometric plane as the GC base pair and is orthogonal to the hydrogen bonds.

The 25 individual QM /MM CI-NEB pathways for the proton transfer reactions in GC
at 10° V/m in the presence of the £, and E_, fields, as well as the instance of no field (Fy),
are given in Figure S5. Approximately 15 of the QM /MM replicas show a negligible dif-

ference between the E,, and E_, fields when compared to the no field reaction coordinates.

Similar to the y-direction, there are no clear trends between how the F, , and E_, fields
influence the relative transition state energies. For example, two replicas show that the
E. . field (Figure S5: red) increases the relative transition state energy by ca. 1.5 kecal/mol,
while another three replicas show that the relative transition state energy is decreased by ca.
1.5 kcal/mol. These results suggest that the OEEFs in the z-direction have the potential to
affect the kinetics and thermodynamics of the proton transfer reaction, but only at larger
electric field strengths than 10° V/m. For now, the transition state estimates were not
subjected to further geometry optimisation, since the thermodynamics and kinetics of the
proton transfer process in both the E,, and E_, fields are presumed to be similar to the
instance of no field (Ep).
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6 Concerted Double Proton Transfer Bond Lengths
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Figure S6: The mean hydrogen bond lengths for each stationary point in the concerted double proton
transfer reaction in GC. The geometries for each stationary point are optimised using B3LYP+XDM /aug-
cc-pvdz/AMBER. The bonds being broken (N4-H4 and N1-H1) are highlighted in purple, and the bonds
that are formed (O6-H4 and N3-H1) are highlighted in green. The external electric fields (E, in red and
E_, in blue) are applied at 1.00x10° V/m, and no field (Ep) is given in black. The error bars are the
standard deviation of the mean bond lengths.

The synchronous nature of the concerted DPT pathway is displayed in Figure S6, whereby
the reaction proceeds via a transition state in which the inner H1 proton is transferred,
and the outer H4 proton is simultaneously partially transferred. It is also shown that the
hydrogen bond lengths for the G*C* formed via the concerted DPT mechanism are within

the range of those formed by the stepwise DPT mechanism (Figure 6, main article).
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7 Single Proton Transfer Bond Lengths
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Figure S7: The mean hydrogen bond lengths for each stationary point in the single proton transfer reaction
in GC. The geometries for each stationary point are optimised using B3LYP-+XDM /aug-cc-pvdz/ AMBER.
The bonds being broken (N4-H4 and N1-H1) are highlighted in purple, and the bonds that are formed
(O6-H4 and N3-H1) are highlighted in green. The E,, external electric field (red) is applied at 1.00x10°
V/m, and no field (Ep) is given in black (There was no single proton transfer mechanisms observed in the
E_, field and only one case in the absence of the field). The error bars are the standard deviation of the
mean bond lengths.

Figure S7 shows that the single proton transfer reaction proceeds via the proton transfer of
the inner H1 atom. The crucial difference, compared to DPT mechanisms, is that the H4
proton is not transferred from the cytosine to the guanine. Figure S7 also demonstrates
the similarities between the geometries of the SPT zwitterion product, G-C*, and the

stepwise DPT intermediate, (GC)py (as given in Figure 6, main article).
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