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ABSTRACT: We performed ab initio excited-state molecular dynamics simulations of a
gas-phase photoexcited protonated Schiﬀ base (C1−N2C3−C4C5−C6) to search for
control mechanisms of its photoisomerization. The excited molecule twists by ∼90° around
either the N2C3 bond or the C4C5 bond and relaxes to the ground electronic state through a
conical intersection with either a trans or cis outcome. We show that a large initial
distortion of several dihedral angles and a speciﬁc normal vibrational mode combining
pyramidalization and double-bond twisting can lead to a preferential rotation of atoms
around the C4C5 bond. We also show that selective pretwisting of several dihedral angles in
the initial ground state thermal ensemble (by analogy to a protein pocket) can signiﬁcantly
increase the fraction of photoreactive (cis → trans) trajectories. We demonstrate that new
ensembles with higher degrees of control over the photoisomerization reaction can be
obtained by a computational directed evolution approach on the ensembles of molecules
with the pretwisted geometries.
SECTION: Spectroscopy, Photochemistry, and Excited States
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We actively search for mechanisms that may be used to
control the photoisomerization outcome of a small photoexcited PSB, such as the bond selectivity and (trans, cis)
conformation. We use complete active space self-consistent
ﬁeld (CASSCF) description and ab initio molecular dynamics
to simulate a gas-phase photoexcited PSB with two double
bonds (PSB2), as described in the Methods (Supporting
Information (SI)). Note that PSB2 photoisomerization takes
place on the ionic (1B2) S1 state28 as in retinal but does not
feature a “central” trans double bond ﬂanked by a polyene and a
polyeneiminium.
Relaxation Dynamics of the Photoexcited Thermal Ensemble. In
Chart 1, we show the PSB and its two main relaxation paths on
the excited state (S1) electronic PES upon photoexcitation. The
relaxation on S1 has two dominant features: (1) “Bond order
inversion” occurs, where N2C3, C4C5 bonds stretch and gain
“single-bond” character while the C3C4 bond shortens and
gains “double-bond” character. (2) Twisting by ∼90° occurs
around either the N2C3 bond or the C4C5 bond. Through this
S1 relaxation, the PSB2 reaches a CI seam region corresponding
to one of the two isomerizing double bonds (twisting to
∼90°29). At the seam, the molecule hops to S0 PES, as
described here by two hopping algorithms, diabatic surface

ltrafast cis−trans photoisomerization of double bonds in
small photoactive molecules is a ﬁrst step in many lightinduced biological processes.1 It can also be used in lightpowered molecular and nanoscale devices.2,3 Many biological
photoisomerization reactions involve the protonated Schiﬀ base
(PSB) chromophore retinal, which when photoexcited in its
native protein environment leads to vision, light-induced
opening of channel proteins, and other biological phenomena.4−6 Typically, retinal on the ground potential energy
surface (PES), S0, absorbs light, relaxes, and reaches a conical
intersection (CI) on the ﬁrst excited PES, S1. Then, it passes
through the CI back to the S0 PES with the initial or changed
(trans, cis) minimum conformation.7−12
Photoisomerization was studied in diﬀerent PSBs and retinal,
located in vacuum, in the presence of counterions, diﬀerent
solvents, and proteins.13−22 It was shown that numerous factors
can inﬂuence the outcome of photoisomerization reactions,
such as the length of the conjugate chain in the PSB
chromophore,19 steric restraints (helicity) imposed on the
chromophore by the protein environment,19,23 the topography
of the CI,24 and the phase of the vibration of the torsional
coordinates coupled to the reactive coordinate.10,25,26 Moreover, the isomerization outcome (yield) for retinal in the native
protein environment can be coherently controlled under weakﬁeld conditions.27 However, to the best of our knowledge, the
impact of the initial geometry and vibrational excitation on the
reaction outcome of the PSB photoisomerization has not been
systematically studied.
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hopping (DSH)30 and fewest switches hopping (FSH)31
algorithms. The S1 relaxation of PSB2 is similar to that taken
by the (full) retinal Schiﬀ base.11 Whereas we describe the
PSB2 molecule at the CASSCF(4,4)/6-31G* level of theory
(SI), our xMCQDPT2/CASSCF(4,4)/cc-pVTZ calculations32
(SI, Figures 2 and 3) and recent studies have shown that
dynamic electron correlation can modify the shape of the S1
PES energy,33 and thus aﬀect the excited-state relaxation. We
use two surface-hopping algorithms to conﬁrm that the
observed correlations between the reaction outcome distributions and the initial molecular geometries are not dependent on
the hopping method. However, because hops are restricted to
the seam in the DSH algorithm, the excited-state lifetime is
signiﬁcantly longer if the DSH algorithm is used, in line with
previous observations.30
In Table 1, we summarize the reaction outcome statistics and
the excited-state decay times, τDSH and τFSH, obtained for 296
Chart 1. Protonated Schiﬀ Basea

a

Arrows indicate two main relaxation paths upon photoexcitation:
(red arrows) bond order inversion, where the N2C3 and C4C5 bonds
stretch and C3C4 shortens; (green arrows) twisting around either the
N2C3 or C4C5 bonds.

Figure 1. (a,b) Black lines (right axis) show the distributions of the γj
dihedral angles (symmetrized) in the PSB2 molecules in the initial
thermal ensemble. (Integration of the black lines gives the total
number of geometries/trajectories.) The histograms show the relative
values of the diﬀerent possible photoreaction outcomes, Ni,bin/Nbin, for
each value of the initial dihedral. The data are from the thermal
ensemble trajectories obtained with the FSH algorithm.31 The
procedures used to generate the thermal ensemble are described in
the SI.

Table 1. S1 → S0 Reaction Outcome Statistics, Including the
Excited State Decay Time (S1 population ﬁtted to e−t/τ), the
Number of Occurrences of the Speciﬁed Reaction Outcome
i, and the Related Percentages
outcome

N2C3 cis

N2C3 trans

C4C5 cis

C4C5 trans

τDSH [fs]
Ni,DSH
Pi,DSH [%]
τFSH [fs]
Ni,FSH
Pi,FSH [%]

96 ± 1
132
44.6
65 ± 1
209
42.3

132 ± 2
105
35.5
74 ± 1
172
34.8

49 ± 1
32
10.8
42 ± 1
67
13.6

51 ± 1
27
9.1
50 ± 1
46
9.3

42−50 fs, in dependence of the hopping algorithm. The
diﬀerent excited-state lifetimes obtained by the use of the two
hopping algorithms originate in the fact that the hopping
occurs in the DSH method only when the molecule is crossing
the CI seam, whereas in the FSH method the hopping is
allowed prior to the molecule reaching the seam, as discussed
by Fabiano et al.30
To determine why the N2C3 isomerization is favored, we
examine the slope of the S1 PES in the regions visited by the
molecule immediately after the vertical photoexcitation.
Because the two main relaxation pathways of the molecule
involve torsion of either the CN2C3C or CC4C5C dihedral
angles, we perform rigid scans of the CN2C3C and CC4C5C
dihedral angle (γ) changes on the S1 PES. When doing so, we
keep either the original S0-like bond lengths (typically
preserved in the initial stage of the S1 PES dynamics) or the
inverted S1-like bond lengths (typically appearing within ∼5−
10 fs upon the vertical photoexcitation). The dihedral change
scans in these two cases show that when the molecule keeps its
initial S0-like nuclear positions (bond lengths) the energy
proﬁle for the CC4C5C dihedral change is much steeper than
the proﬁle for the CN2C3C change (SI, Figure 2). In contrast,
after the nuclei (bond lengths) in the molecule adjust to the S1

and 494 trajectories in which the DSH and the FSH algorithms
were used,30,31 respectively. The reaction outcome is classiﬁed
according to which double bond (N2C3 or C4C5) twists upon
the initial photoexcitation, and according to the minimum
(trans or cis) in which the molecule ends up in on the S0 PES
after the hop. We observe that the N2C3 bond (initially cis)
twists in ∼80% of the cases (44.6 (42.4) cis and 35.5 (34.8)
trans outcome for DSH (FSH) algorithms), whereas the C4C5
(initially trans) twisting takes place in the remaining ∼20%
trajectories. Our simulations indicate that no other relaxation
pathways are accessible to the molecule. The two observed
photoisomerization paths lead to diﬀerent excited-state decay
times, with the N2C3 bond isomerization on S1 PES occurring
within τDSH ≈ 96−132 fs or τFSH ≈ 65−74 fs and the C4C5
bond isomerization occurring within τDSH ≈ 49−51 fs or τFSH ≈
1006
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Figure 2. Table of reaction outcomes obtained from the dynamics trajectories of photoexcited PSB2 with initial geometries of the cold molecule preexcited along individual normal modes. The label (*) indicates modes with “out-of-plane displacements” of their atoms (text). (inset) Three possible
reaction outcomes are marked schematically (isomerization of N2C3 bond with trans and cis outcomes and isomerization of C4C5 bond with any
outcome). Mode 5 (in the PSB2), whose pre-excitation leads to C4C5 isomerization at km > 0.3, has prominent displacements of hydrogen atoms
bound to C4 and C5 atoms (animation of atomic displacements along the mode 5 is included in the SI). In these trajectories, we used the DSH
algorithm.30

angles γj, surrounding the C3C4 bond, are varied in 4°-wide
bins. As the dihedrals increase from γj ≈ 180 to195−210°, the
probability that the reaction occurs along the C4C5 pathway
increases from 20 to ∼30−40%. Therefore, the reaction
outcome (bond selectivity) is sensitive to the molecular
twisting in the region surrounding the C3C4 bond. Note that
only a few cases are observed at γj > 210° and that the errors in
the observed outcome distributions become larger as γj
increases. No signiﬁcant eﬀect on the reaction outcome was
observed when other internal coordinates were considered.
Systematic Pre-excitation of Single Normal Modes. Next, we
examine how the photoisomerization outcome is aﬀected by
the pre-excitation of individual vibrational normal modes of the
molecule. We prepare a set of initial molecular structures, with
the nuclear coordinates R⃗ m, by pre-exciting (distorting) a cold
PSB2 molecule, with the nuclear coordinates R⃗ 0, along single
normal modes, with unit displacements N⃗ m and excitation
amplitudes km

PES, the energy proﬁle for the CN2C3C change becomes
steeper (SI, Figure 2). This is likely related to the above
observed higher probability (80%) of the N2C3 isomerization
pathway. The large probability can be understood from the fact
that the rotation frequency around the C4C5 bond should be
much smaller than the vibration frequency associated with the
bond length rearrangement on the S1 PES, which means that
the N2C3 channel becomes much more likely. However, certain
initial molecular geometries or nuclear motions may change
this trend upon the photoexcitation.
Control of Bond Selectivity. It is important to understand how
the quantum yield and the bond selectivity can be aﬀected by
the initial geometry of the photoexcited chromophore. The
deformation/pretwisting of the PSB retinal and variation of its
normal modes within a protein pocket may determine the
(enhanced) quantum yield and bond selectivity observed in
nature.16 To pursue this idea, we explore on a large set of initial
PSB2 geometries if certain distortions can signiﬁcantly
inﬂuence the photoreaction pathways and outcomes. We
expand the initial molecular geometries (and velocities) of
the PSB2 thermal ensemble in terms of the internal molecular
coordinates (bond lengths, torsional angles). Alternatively, we
project these geometries on the vibrational normal modes
(discussed later) to see if any of them signiﬁcantly aﬀect the
outcome. The obtained knowledge may clarify how natural
chromophores operate, and it can also be useful for designing
photoactive molecular devices.
In Figure 1a,b, we show the histograms with relative values of
the diﬀerent possible photoreaction outcomes, Ni,bin/Nbin, for
each value of the initial dihedral γj (Nbin = ∑iNi,bin, where i is
the reaction outcome and Ni,bin is the number of trajectories
within a single bin that have outcome i). The two dihedrals

R⃗ m = R⃗ 0 + kmNm⃗

(1)

The R⃗ 0 coordinates correspond to the molecular geometry at
the S0 minimum, calculated at the CASSCF(4,4)/6-31G* level
of theory. Because some of the normal modes represent
rotational motions (curvilinear motion in Cartesian space), we
express N⃗ m in the nonredundant internal coordinates
(described in the SI).
In Figure 2, we show the photoisomerization outcomes for
the cold PSB2 molecule pre-excited along its 42 normal modes.
In 12 of these modes, 10 atoms (5C, 1N, 4H) forming the
planar conjugated region show out-of-plane displacements,
while in 30 modes the frame remains planar. Several lowfrequency out-of-plane modes correspond to anti-pyramidaliza1007
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tion (“propelling” displacement) of hydrogens around double
bonds (e.g., hydrogens motion around the C4C5 bond in mode
5, shown in the inset of Figure 2) or syn-pyramidalization
(displacement in the same direction) of those hydrogens (e.g.,
the same atoms in modes 11 and 15).34 Upon photoexcitation
of PSB2 to the S1 PES, the pre-excitation of almost all of the
modes leads to isomerization of the N2C3 double bond,
whereas isomerization of the C4C5 bond is observed only if the
modes 5 and 14 are pre-excited. At room temperature, only the
mode 5 would be excited to km > 0.3, leading to the C4C5 bond
isomerization (Figure 2 in the SI). Interestingly, excitation of
the mode 5 leads to a displacement of the C4-bound hydrogen
atom and simultaneous change of the γ1 and γ2 dihedrals
(Figure 1). Therefore, pretwisting of the γ1 and γ2 dihedrals in
mode 5 might lead to the bond selectivity in the PSB2
photoisomerization reaction.
In Figure 3a, we present the time evolution of the HC4C5H
dihedral on the S1 PES for PSB2 initially pre-excited (km) along
the mode 5 (prior to vertical S0 → S1 photoexcitation). At km <
0.375, only the N2C3 bond is activated, while pretwisting of the
mode 5 with km ≥ 0.375 leads to activation of the C4C5 bond.
As km increases, change of the HC4C5H dihedral and eventual
hopping to the S0 PES occurs faster. (The hopping times are 77
and 43 fs for km = 0.4 and 1.0, respectively.) Figure 3a also
shows that as km grows the outcome of the photoisomerization
around the C4C5 bond starts to oscillate between the (trans,
cis) forms.
Normal Mode Analysis of a Thermal Ensemble. We now
examine the modal composition in the initial PSB2
conﬁgurations of the thermal ensemble (also analyzed in
Figure 1) to ﬁnd out how it inﬂuences the photoisomerization
outcome. We extract the modal composition by the leastsquares ﬁtting procedure, where we project each initial
conﬁguration R⃗ on the “cold” (S0) conﬁguration R⃗ 0 with
added displacements of the normal modes kmN⃗ m
42

d = |R ⃗ − R ⃗ 0 −

∑ kmN⃗ |2
m=1

(2)

Figure 3. (a) Time evolution of the HC4C5H dihedral upon the S0 →
S1 photoexcitation of PSB2 for initial geometries pre-excited along the
normal mode 5 (km=5, probed in 0.025-wide increments). At k5 > 0.35,
the C4C5 bond isomerization becomes activated, as seen in the
dihedral evolution. After reaching the CI, corresponding to geometries
with the twisted HC4C5H and CC4C5C dihedrals, the molecule
eventually hops to the cis outcome (dark blue) or trans outcome (red)
at the C4C5 bond. The black line marks the hopping times for all of the
trajectories (DSH algorithm used). (b) Black line (right axis) shows
the distribution of the k5 values in the PSB2 molecules in the initial
thermal ensemble. The histograms show the relative values of the
diﬀerent possible photoreaction outcomes, Ni,bin/Nbin, for each value of
the k5 (symmetrized). The data are from the thermal ensemble
trajectories analyzed in Figure 1 (FSH algorithm). Legend is the same
as in Figure 1. (c) Angular velocities for the HN2C3H and CN2C3C
dihedrals at the hopping point for all the trajectories, sorted according
to the outcome. (left) DSH and (right) FSH algorithms.

As noted before, all of the vectors are expressed on the basis of
nonredundant internal coordinates.
In Figure 3b, we show histograms with the relative values of
the diﬀerent possible photoreaction outcomes, Ni,bin/Nbin, for
each value of the mode 5 coeﬃcient km=5. We can see that in
the thermal ensemble a higher population of the mode 5 also
leads to an increased probability of the C4C5 bond isomerization. At k5 < 0.4, the probability of isomerization is ∼20%,
but for k5 = 0.4−0.7, it increases to 30−50%. (Only a few initial
geometries have k5 > 0.7.)
Control of the (trans, cis) Outcome. Despite the observed
correlations between the initial molecular geometry and the
isomerizing bond, we did not ﬁnd any correlations between this
geometry and the (trans, cis) reaction outcome (N2C3 bond
analyzed). However, these correlations emerged when the
velocities along the internal coordinates were also considered.
In Figure 3c, we plot the angular velocities for the HN2C3H
(hydrogen) and CN2C3C (carbon) dihedrals at the point of
hopping, sorted according to the reaction outcome. We plot
these results for the DSH (left) and FSH (right) algorithms and
limit our analysis to the cases in which the N2C3 bond is
isomerized (80% of all cases). These results reveal that the
(trans, cis) outcome is determined by the sign of the angular
velocity of the HN2C3H torsional angle at the point of hopping

from S1 to S0 PES, as in other PSBs10,35−37 and analogs of the
photoactive yellow protein chromophore.38 However, if the
wave function remains S1-like immediately after the hopping to
the S0 PES, then the cis or trans outcome may be diﬀerent than
predicted by the velocity along the HN2C3H torsional angle.37
The correlation of the hydrogen-dihedral velocity with the
(trans, cis) outcome can be explained by the fact that the
direction of the (fast) relative motion of the two hydrogens
1008
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Figure 4. Time-dependent distributions of (a) the CN2C3C and HN2C3H dihedrals (absolute values) and (b) their angular velocities obtained from
the thermal ensemble trajectories in which the dihedrals around the N2C3 bond change on the S1 PES, prior to hopping to the S0 (FSH). (c) Timedependent evolution of the CN2C3C and HN2C3H dihedrals for a representative trajectory leading to trans outcome around the N2C3 bond. (d)
Same for a representative trajectory in which CN2C3C and HN2C3H evolve synchronously.

Table 2. Fractions of Synchronous Trajectories, Psync, Obtained in Diﬀerent Thermal Ground State Ensembles, Calculated by
DSH and FSH Algorithms
therm. ens.
unconstr. FSH
unconstr. DSH
1 FSH, γ i16
2 FSH
2 DSH
3 FSH
3b FSH

γ1 [°]a

−17.5
13.0
13.0
−20.63
−20.63

γ2 [°]

γ3 [°]

168.6
150.0
150.0
−154.4
−154.4

174.1
−172.4
−172.4
172.9
172.9

γ4 [°]

Psync

Ntraj

11.1

7.63%
1.0%
6.06%
18.09%
16.24%
14.57%
14.21%

494
296
99
187
193
199
197

γ1−4 represents C1N2C3C4, N2C3C4C5, C3C4C5C6, and HN2C3H, respectively. These angles are either free (marked by −) or (harmonically)
restrained to the listed values.
a

CI) when both the CN2C3C and HN2C3H dihedrals are
changed out of plane, CN2C3C needs to catch up with
HN2C3H. This happens at t ≈ 40−60 fs, when the HN2C3H
velocities are signiﬁcantly randomized and partially negative.
Interestingly, in some trajectories of the thermal ensemble
(∼7.63% in the FSH algorithm, Table 2), the CN2C3C and
HN2C3H dihedrals evolve in a relatively “synchronous” way, as
seen in Figure 4d. In these synchronous trajectories, the
hopping to the S0 PES occurs before HN2C3H (CN2C3C)
reverses the rotation direction.
Our observation that the hydrogen dihedral change precedes
the carbon change is in contrast with the observations made in
longer PSBs. Previous studies11,16,37 have shown that
pretwisting of a conjugated planar frame of the PSB5 molecule
or whole retinal, by analogy to retinal in the rhodopsin protein
pocket, can increase the photoisomerization quantum yield (for
example, 72% for 18 trajectories of PSB516). In a representative
trajectory of pretwisted PSB5, it was shown that hydrogen and
carbon dihedrals around the active double bond synchronously
reached the twisted CI geometry.
In the light of these observations, it might be interesting to
examine (1) if PSB2 pretwisting can be used as a control knob
for synchronous change of the CN2C3C and HN2C3H dihedrals
during the molecule relaxation on the S1 and (2) if the
synchronous change of two dihedrals increases the quantum
yield (trans product at N2C3 bond).

attached to the N2 and C3 atoms determines the direction in
which the p orbitals (opposing the hydrogens) on those atoms
overlap at the point of hopping and re-establish the double
bond.10,35−37 Rebuilding of the double bond from these p
orbitals is thus mostly controlled by the hydrogens moving
faster than the much heavier opposing carbons.
Pretwisting Control of the (trans, cis) Outcome. After taking a
closer look at the relaxation dynamics along the N2C3 reaction
path on the S1 surface, we notice that the change of the
HN2C3H dihedral mostly precedes the change of the CN2C3C
dihedral; this was also observed in other PSBs.11,37,39 However,
signiﬁcant change of both dihedrals is necessary for reaching
the CI. (In the optimized CI geometry, both dihedrals are
∼90°29.) It is of interest to examine further how the dynamics
of the two dihedrals guides the molecule to the CI.
In Figure 4a,b, we show the time-dependent probability
distributions of the CN2C3C and HN2C3H dihedrals and their
angular velocities, with hopping described by the FSH
algorithm. The data are obtained for photoexcitation from
the thermal ensemble, where only the cases with the N2C3
bond isomerization (prior to S0 PES hopping) are considered.
We can see that HN2C3H reaches the twisted geometry (∼90°)
prior to CN2C3C. After HN2C3H twists, it starts oscillating
around 90°, whereas CN2C3C still continues changing toward
this angle. A sample of this dynamics is shown on a single
trajectory in Figure 4c. Because the molecule can hop (reach
1009
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To answer the ﬁrst question, we prepare a thermal ensemble
of PSB2 molecules with a pretwisted conjugated planar frame
and track their photoreaction outcome. We simultaneously
pretwist the thermalized molecule (strong harmonic restraint,
as described in methods) along the three dihedrals, C1N2C3C4
(γ1), N2C3C4C5 (γ2), and C3C4C5C6 (γ3) to the values of
analogous dihedral angles (listed in Table 2) surrounding the
active bond of retinal in rhodopsin.16 As shown in Table 2, in
this pretwisted thermal ensemble 1, the fraction of synchronous
trajectories (see Figure 4d) is 6.06%, whereas in the
unconstrained thermal ensemble (FSH) this fraction is 7.63%.
Therefore, these ensembles have a similar fraction of
synchronous trajectories.
We can preselect certain properties in the new “generation”
of trajectories (oﬀsprings) by analogy to natural evolution and
other optimal control methods.40 We generate new ensembles
in which several PSB2 dihedral angles are restrained to values
observed in molecular geometries in the unrestrained ensemble,
which exhibited synchronized change of CN2C3C and
HN2C3H. We extract γ1−3 from several synchronous trajectories
and generate new ground-state thermal ensembles with these
constrained γ1−3 values (ensembles 2, 3, and 3b in Table 2). In
Table 2, we show that for these oﬀspring ensembles the fraction
of synchronous trajectories can increase up to 18.09%.
In Table 3, we present the reaction outcomes for the
ensemble 2. These results can help us to answer the second

xMCQDPT2/CASSCF(4,4)/cc-pVTZ energy proﬁles of S0,
S1, and S2 electronic states in PSB2 along the interpolated
photoreaction pathways, CASSCF(4,4)/6-31G* energy proﬁles
for rigid rotation of the CN2C3C and CC4C5C dihedrals in
PSB2, description of the diabatic surface hopping method,
approximation for expressing atomic displacements along
normal modes in internal coordinates, energies of the PSB2
molecules displaced along the modes 1, 2, and 5, comparison of
predicted energies and calculated energies of several PSB2
geometries, when multiple normal modes are excited, PSB2
geometry at the S0 minimum, references, animation of atomic
displacements along the mode 5 in PSB2. This material is
available free of charge via the Internet at http://pubs.acs.org.

■

*E-mail: Lvukov1@gmail.com (L.V.); gerrit.x.groenhof@jyu.ﬁ
(G.G.).
Notes

The authors declare no competing ﬁnancial interest.

■

ACKNOWLEDGMENTS
G.G. thanks the Academy of Finland for ﬁnancial support. L.V.
gratefully acknowledges the support from the DAAD research
grant. We acknowledge Maarten Wolf, Timo M. Graen, Helmut
Grubmüller, and Dmitry Morozov for useful discussions.

■

Table 3. Reaction Outcomes for the Ensemble 2, Evaluated
from 193 and 187 Trajectories using DSH and FSH
Algorithms, Respectively
outcome

N2C3 cis

N2C3 trans

C4C5

Pi,DSH [%]
Pi,FSH [%]

39.9
47.8

46.1
39.9

14.0
12.4

REFERENCES

(1) Zechmeister, L. Cis-trans Isomerization and Stereochemistry of
Carotenoids and Diphenyl-polyenes. Chem. Rev. 1944, 34, 267−344.
(2) Hugel, T.; Holland, N. B.; Cattani, A.; Moroder, L.; Seitz, M.;
Gaub, H. E. Single-Molecule Optomechanical Cycle. Science 2002,
296, 1103−1106.
(3) Koumura, N.; Zijlstra, R. W. J.; van Delden, R. A.; Harada, N.;
Feringa, B. L. Light-Driven Monodirectional Molecular Rotor. Nature
1999, 401, 152−155.
(4) Palczewski, K. G Protein-Coupled Receptor Rhodopsin. Annu.
Rev. Biochem. 2006, 75, 743−767.
(5) Zhang, F.; Prigge, M.; Beyriere, F.; Tsunoda, S. P.; Mattis, J.;
Yizhar, O.; Hegemann, P.; Deisseroth, K. Red-Shifted Optogenetic
Excitation: A Tool for Fast Neural Control Derived from Volvox
carteri. Nat. Neurosci. 2008, 11, 631−633.
(6) Gunaydin, L. A.; Yizhar, O.; Berndt, A.; Sohal, V. S.; Deisseroth,
K.; Hegemann, P. Ultrafast Optogenetic Control. Nat. Neurosci. 2010,
13, 387−392.
(7) Warshel, A. Bicycle-Pedal Model for the First Step in the Vision
Process. Nature 1976, 260, 679−683.
(8) Wang, Q.; Schoenlein, R.; Peteanu, L.; Mathies, R.; Shank, C.
Vibrationally Coherent Photochemistry in the Femtosecond Primary
Event of Vision. Science 1994, 266, 422−424.
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