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ONIOM method calibration

When the ONIOM approach is employed, the choice of layer borders (e.g. link atoms
positions) is a crucial parameter. Consequently, to estimate the introduced error two
borders are considered, with either cut N—C or C—C bonds (see Figure S1). Since our
goal is to investigate the effect of the border rather than to obtain an accurate relative
energies, we use a two-layer ONIOM method instead of the more refined three-layer
scheme used in the paper. Several theoretical methods have been combined. The first is a
QM/MM scheme, where central GC and surrounding water molecules are fully optimized
at M052X/6-311++G(d,p) level and the UFF force field is selected to describe the frozen
low level layer. UFF is known to adequately describe the steric effects exert by the sugar
units'. The second method relies on a QM1/QM2 partitioning in which the high level is
the same as in the first case, whereas the rest of structure is described by a semiempirical
approaches: AM1% or PM3%",

According to energies listed in Table S1, when the low layer is described with quantum
mechanical approaches the water-assisted DPT presents alike energies: ca. 12 kcal/mol
less stable than the canonical base pair. More importantly, this conclusion holds
regardless of the borders of the layers. Obviously, with the QM/MM method, the
predicted energies for the two paths are more dissimilar; the water-assisted mechanism
appearing 3 or 6 kcal/mol less stable than the direct mechanism. The negligible impact of
the borders when the low layer is described with QM contrasts with the UFF results.
Therefore, the use of the PM3 method for describing to the low layer in the three layer
ONIOM scheme is justified by: (i) the consistency of the predictions, that are almost
insensitive to the position of the layer border and (ii) the fact that the same PM3 method
has been recently applied for the description of the DNA backbone yielding valuable
results °.

Table S1: Relative Electronic Energies (E/kcalmol ") Calculated for the
Water-Assisted Proton Transfer

Method C — N Breaking C - C Breaking
M052X/6-311++G(d,p)/UFF 15.70 18.03
M052X/6-311++G(d,p)/AM1 12.24 12.19
M052X/6-311++G(d,p)/PM3 11.87 12.39

(1) N. Sundaresan, C. K. S Pillai and C. H. Suresh, J. Phys. Chem. A 2006, 110, 8826—8831.

(2) (a) M.J.S. Dewar, E. G. Zoebisch, E. F. Healy and J. J. P. Stewart, J. Am. Chem. Soc. 1985, 107,
3902-3909 (b) J. J. P. Stewart, J. Comput. Chem. 1989, 10, 209-220

(3) H.-Y. Chen, C.-L. Kao and S. C. N. Hsu, J. Am. Chem. Soc. 2009, 131, 15930-15938.
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Figure S1. Schematic diagram of the double-stranded trimer, where the frontiers between the
ONIOM layers are shown. When only atoms belonging to the base pairs are included in the high
level layer, N—C bonds are broken (red lines), and replaced by N-H and C-H bonds as link atoms.
An alternative high level layer, in which several atoms of sugar are included, are considered to
locate the link atoms in the closest C—C bonds (blue lines). For the sake of clarity, the five-water-
molecule hydration shell of the central GC base pair has been omitted, though it is systematically
included in the high layer.
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Cartesian coordinates (in angstroms) for high-layers optimized geometries

Canonical structure (GC)
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Product of direct DPT mechanism (GC2)
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Product of water-assisted DPT mechanism (GC21)
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