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Non-adiabatic
multiconfigurational
molecular
dynamics
simulations have revealed a molecular “Newton’s Cradle” that
activates on absorption of light in the mid-UV and assists the S1/S0
internal conversion process in 1,2-dithiane, protecting the
disulfide bond from photodamage. This communication challenges
contemporary understanding of the S1/S0 internal conversion
process in 1,2-dithiane and presents a classically-intuitive
reinterpretation of experimental evidence.
The disulfide bond is ubiquitous in the natural world and, for
some specialised proteins, certain disulfide bonds are key to
1
their survival under extreme conditions.
Hot springs and deep-sea hydrothermal vents are considered
among the most extreme environments on Earth, and many
Archaea that thrive under these conditions share a common
set of protein adaptations. An increased number of disulfide
bonds is known to be among this set, allowing for the
2-5
retention of functionality at elevated temperatures.
In proteins that are likely to be exposed to harsh solar
radiation, disulfide bonds are often found neighbouring
6
tryptophan residues. Here, disulfide bonds can confer
photostability by acting as a sink to quench harmful UVinduced fluorescence originating from the tryptophan
7-9
residues.
Despite this, disulfide bonds in small aliphatic acyclic disulfides
10
11-13
are neither innately stable to heat nor to light
in the midUV. Although disulfide bonds are typically stronger than the
13
neighbouring
sulfur-carbon
bonds,
studies
have
demonstrated that fission of the disulfide bond is facile using

11-13

light in the mid-UV
and takes place via a sub-picosecond
electronically-excited photochemical pathway on the S1
14
•
surface, generating SR radicals with an appreciable quantum
yield. In contrast, small aliphatic cyclic disulfides appear
comparatively photostable, leading some to speculate that the
photostability of the disulfide bond is a topological property
9,15,16
(Scheme 1).
The contemporary understanding of one such species – one of
the simplest cyclic disulfides, 1,2-dithiane – is that fission of
•
•
the disulfide bond generates the S-(CH2)4-S diradical, but the
species exists only transiently. The S1 and S0 states couple via a
minimal-energy conical intersection (MECI) along the sulfursulfur stretching coordinate; this coordinate is activated upon
electronic excitation and funnels S1-1,2-dithiane towards the
S1/S0 MECI, allowing the system to make a non-radiative return
to the S0 state. The electronic excitation energy is converted
into S0-state vibrational energy that can be harmlessly
9,15,16
thermalised to the environment.
Since the internal
conversion process outcompetes intramolecular vibrational
•
relaxation (IVR) and returning to the S0 state recouples the S
termini, the disulfide bond is scavenged before the structural
integrity of the system is irreversibly lost.
15
The elegant ultrafast mass spectrometric (UMS) study of
Stephansen et al. captures the internal conversion process in
action. An oscillating ion current signal was recorded postphotoexcitation – as clear an indicator of ultrafast photoinduced motion as is possible in a UMS experiment. The
motion was assigned to a low-frequency normal mode
translating the system along the sulfur-sulfur coordinate
between a shallow S1 minimum and the nearby S1/S0 MECI.
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Scheme 1: The photolytic fission of the disulfide bond in a) an aliphatic acyclic disulfide
and b) the aliphatic cyclic disulfide 1,2-dithiane.
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Accompanying ab initio calculations confirmed that both
waypoints were situated in a flat, featureless S1/S0 coupling
region (CR) on the S1 surface.
In this communication, we report a classically-intuitive
reinterpretation of the internal conversion process in 1,2dithiane as revealed by our non-adiabatic multiconfigurational
17
molecular dynamics (NAMMD)
simulations. Readers
unfamiliar with this approach are directed to Refs. 18 and 19.
A molecular “Newton’s Cradle” (Fig. 1) is revealed that is
activated on absorption of light in the mid-UV and allows 1,2dithiane to periodically pass over an extended S1/S0 CR (Fig. 2).
It is easy to understand this motion in the context of a twodimensional phase space defined in terms of the principal
degrees of freedom involved, namely the rS-S and dC-C-C-C
internal coordinates. rS-S is mapped from 2 to 8 Å and dC-C-CC is mapped from 0 to 360°, the latter allowing for the
separation in phase space of systems in which dC-C-C-C rotates
past 180° and continues towards (and beyond) 360° and in
which dC-C-C-C approaches 180° and turns back towards 0°.
Our NAMMD simulations were recorded at the SA320
CASSCF(10,8)/def2-SV(P) (Fig. S1) level using the NEWTON21
22
X package interfaced with COLUMBUS v7.0. The suitability
of the SA3-CASSCF(10,8)/def2-SV(P) approach has been
verified by further calculations at the LS-XMS-CASPT2 level
(Fig. S2). Details are given in the supplementary information.
23
24
All analytical gradients and non-adiabatic coupling vectors
are computed in accordance with the integrated routines, and
non-adiabatic transition probabilities were accounted for using
25
an augmented fewest-switches algorithm. Each member of a
26
Wigner-distributed ensemble containing fifty unique S0-state
starting structures was individually transformed into the S1
state according to a computed transition energy and transition
moment. Each system was subsequently propagated through
time for 750 fs using a 0.5 fs integration time step via the
27
velocity-Verlet algorithm.

Figure 2: (a) A heat-density map of the percentage of NAMMD trajectories visiting a
given segment of phase space. Data are derived from 50 independent NAMMD
simulations recorded for 750 fs. The locations of the 0, 100, 200 and 300 fs structures
from Fig. 1 are tagged. (b) A two-dimensional map of the energy gap between the S1
and S0 states. Sites where bidirectional S1/S0 surface-hopping events occur are indicated
by circles. White regions of phase space are not visited by any NAMMD trajectories and
no data are available for these regions. (c) As in (b), but for the S2 and S1 states.

Figure 1: A series of stop-motion frames from a single NAMMD simulation
representative of the molecular “Newton’s Cradle”.

No evidence is found in any of our NAMMD simulations for the
spatial localisation of the system to the phase space
surrounding the S1 minimum or the neighbouring S1/S0 MECI.
Our accompanying ab initio calculations (summarised in Tables
S1-3) compute the two waypoints to lie >2.2 eV lower in
energy than the Franck-Condon point on the S1 surface (Fig. 3);
•
the S termini accumulate sufficient momentum in opposing
directions on descent into the S1/S0 CR to pass by both
waypoints.
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Figure 3: A slice of the S0 and S1 surfaces, approximated from our NAMMD simulations.
The a) Franck-Condon point, b) neighbouring S1 minimum, and c) S1/S0 MECI are
indicated.

Our NAMMD simulations indicate that the S1/S0 MECI is
unimportant to the S1/S0 internal conversion process. The S1 /S0
CR is so extensive and associated with such a high degree of
multireference character and interstate coupling that
bidirectional S2/S1 and S1/S0 surface-hopping events are
frequent throughout the region (Fig. 2b/2c).
An analysis of the average adiabatic population of the three
lowest-energy singlet states expressed as a function of time
(Fig. 4) shows that these surface-hopping events lead to
equilibration of the states on the ultrafast timescale.
The threshold of the S1/S0 CR (defined arbitrarily as the point
at which the separation in energy of the S1 and S0 states along
the sulfur-sulfur stretching coordinate is less than the average
separation at which S1/S0 surface-hopping events are
observed) may be reached as early as 65.0 ± 15.5 fs postphotoexcitation. Travelling over the threshold into the S1/S0 CR
is accompanied by an appreciable transfer of population into
the S0 state. Efficient equilibration of the three lowest-energy
singlet states follows, even when the system is energetically
(Fig. 5) and topologically isolated from the S1/S0 MECI.

Figure 4: The average adiabatic populations of the three lowest-energy singlet states
expressed as a function of time.

In <100 fs, the S0 state is established as the dominantly•
occupied state; this is critical to successful recoupling of the S
termini. For successful recoupling, the system needs not only
•
to return to the S0 state but for the S termini to return into
proximity. The S1/S0 CR comprises only the phase space
associated with values of rS-S greater than 5.10 ± 0.70 Å. At
smaller values of rS-S, approaching the S0 equilibrium bonded
value, surface-hopping events are prohibited by both the
energy gap and low interstate coupling between the S1 and S0
states. The consequence is that surface-hopping events
returning the system to the S0 state are not possible in the
•
immediate moments before collision of the S termini; an
ensemble of systems in the S0 state needs to be prepared in
advance of each collision event. Travelling through the S1/S0 CR
ensures that, at any time, approximately 50% of the NAMMD
ensemble is in the S0 state and is able to attempt recoupling
upon collision.
Our interpretation accounts for the origin of the components
used to fit the UMS ion current signal recorded by Stephansen
15
et al.
The positions of peaks and troughs in the evolution of the rS-S
internal coordinate expressed as a function of time (Fig. 6)
match those in the inverse of the UMS ion current signal
15
recorded Stephansen et al. From the fitting of a damped sine
function to an average wavepacket representative of our
motion, a period of 349.6 fs is determined. This is in
acceptable agreement with the period of 411 ± 27 fs reported
by Stephansen et al., considering the approximations made in
order to fit the UMS data and, additionally, that the timescale
of our NAMMD simulations is less than half the timescale of
the UMS experiment. The period of our motion is seen to
lengthen slightly with each cycle as a consequence of IVR; a
longer timescale predictably results in the determination of a
longer average period.
This process, ultimately leading to the ergodic exploration of
phase space on a sufficiently long timescale, results in the
stark loss of coherence in the ensemble of wavepackets (Fig. 6)
on the NAMMD timescale. The average wavepacket is
consequently damped, in line with experimental observations.

Figure 5: Histograms showing a) the bi-directional population transfer between the S1
and S0 states expressed as a function of the energy gap between those states, and b)
the unidirectional population transfer from the S1 state into the S0 state as a function of
the energy of the S1 state above the S1/S0 MECI.
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Figure 6: The evolution of the rS-S internal coordinate expressed as a function of time.
Individual NAMMD trajectories are plotted in orange; a damped sine function fitted to
the average NAMMD trajectory is plotted in black. The S0-state equilibrium value for
the rS-S internal coordinate (S0 reS-S) computed at the SA3-CASSCF(10,8) level is
indicated, as is a) the average value of the rS-S internal coordinate associated with the
S1/S0 CR threshold (defined in text), b) the upper limit and c) the lower limit for the
position of the S1/S0 CR threshold.

Note how, for a fraction of NAMMD simulations, successful
•
recoupling of the S termini occurs on the first collision. 5/50
systems return vibrationally hot to the S0 state with an intact
disulfide bond on the NAMMD timescale and do not re-enter
the S1/S0 CR; they can be recognised in Fig. 6 by their
characteristic wavepackets that, after the first collision event,
oscillate around the calculated S0 equilibrium S-S separation,
reS-S, of 2.11 Å.
Irreversibly leaving the S1/S0 CR is non-trivial, evidenced by the
low recovery rate of intact disulfides. An analysis of our
NAMMD data has revealed three explanations.
The evolution of the dC-C-C-C internal coordinate expressed as
a function of time is phase-shifted with respect to the
evolution of the rS-S internal coordinate. The former internal
coordinate first peaks in value at 207.8 ± 15.0 fs and the latter
first peaks in value at 155.9 ± 6.6 fs. The consequence is that a
slightly larger region of phase space is typically sampled during
the ring-closing half-period of our motion than during the ringopening half-period (Fig. S3). This can turn collision events into
near misses from which it is difficult for the system to recover.
As time elapses and other degrees of freedom are activated by
•
IVR, it becomes increasingly unlikely for the S termini to
return into proximity. 7/50 systems miss their first collision
and are not seen to leave the S1/S0 CR on the NAMMD
•
timescale; the S termini do not return into close enough
proximity to attempt recoupling for the duration of the
NAMMD simulation (Fig. 6).
For the remaining 43 systems, collision events can result in the
compression of the nascent disulfide bond below the S0
equilibrium bonded separation (Fig. 6). In this case, even if the
•
system has already returned to the S0 state, the S termini are
subject to an appreciable restoring force that can still spring
the system back into the S1/S0 CR. The first collision event

results in the compression of 19/43 systems by 0.32 ± 0.13 Å
below the S0 equilibrium bonded separation; although all 19 of
these collisions occur on the S0 surface, only three systems are
able to balance the restoring force and remain in a ring-closed
state; these systems do not re-enter the S1/S0 CR.
Furthermore, 2/50 systems are irreversibly damaged on
photoexcitation; translocalisation of a radical site from one of
•
the S termini to a position on the carbon chain via atom
abstraction prohibits further attempts at recoupling.
By 750 fs post-photoexcitation, the fraction of intact disulfides
in the ensemble is consequently low. An appreciable (ps)
lifetime ought to be expected for the ensemble. An
approximate lifetime of 3.15 ± 0.22 ps (corresponding to
depletion of the uncoupled diradical species down to 1/e of
the initial population) is projected if the first collision event is
assumed to be generally representative of all subsequent
collision events and the rate at which the period of our motion
15
lengthens is assumed to be constant. Stephansen et al.
report a lifetime of 2.75 ± 0.23 ps derived from one of the
components of their ion current signal, in qualitative support
of our projection and, by extension, our NAMMD result.
This is significantly slower than the timescale of internal
conversion via photochemical funnelling in many natural
28,29
systems, such as the DNA/RNA nucleobases,
and is likely
also to be both slower and less efficient than the internal
conversion processes protecting disulfides in proteins. For the
latter systems, quite different behaviour to that revealed for
1,2-dithiane is anticipated, contrary to contemporary
9,15,16
•
speculation.
It is conceivable that recoupling of the S
termini could theoretically take place on the ultrafast (fs)
timescale if the peripheral parts of a protein limited the phase
•
space that the S termini could explore to the immediate area
surrounding the equilibrium/Franck-Condon point. The
internal conversion process would then be controlled by nonergodic dynamics and limited only by how quickly the system
could access the S1/S0 CR. In such a case, the S1/S0 MECI may
also play a pivotal role in the internal conversion process,
meriting further NAMMD studies on disulfides in rigid
frameworks to address this question.
The photostability of 1,2-dithiane is a consequence of only
loosely non-ergodic dynamics. The modest success of this
approach hinges on the interplay between classical dynamics
and quantum mechanics. Although advanced strategies are
used industrially and in the natural world to engineer highly
photostable structures, our NAMMD simulations highlight how
small molecules continue to yield clever solutions.

Conclusions
A classically-intuitive reinterpretation of the internal
conversion process in 1,2-dithiane has been revealed by our
NAMMD simulations at the SA3-CASSCF(10,8) level and is
communicated here ahead of our first ultrafast electron
30,31
diffraction (UED) experiments
at the University of York. As
ultrafast spectroscopic and spectrometric studies are only able
to provide inferred information on the atomistic structures of
systems under study, UED is the ideal approach to discriminate
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between our interpretation of the internal conversion process
and contemporary understanding since it allows for nuclear
motion to be followed directly with sub-100 fs temporal and
sub-Ångström spatial resolution.
The internal conversion process in 1,2-dithiane is assisted by a
molecular “Newton’s Cradle” with an average period of 349.6
fs. This motion is activated on disulfide bond fission, induced
by absorption of light in the mid-UV, allowing the loosely nonergodic exploration of phase space in an extensive S1/S0
coupling region associated with a high degree of
multireference character and strong interstate coupling. The
region can be entered as early as 65.0 ± 15.5 fs postphotoexcitation. Exploration of the region equilibrates the
three lowest-energy singlet states and prepares an S0-state
ensemble in advance of periodic intramolecular collision
events. These collision events can, under the right
circumstances, restore the disulfide bond such that 1,2dithiane appears photostable on the picosecond timescale.
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Graphical Abstract
Non-adiabatic multireference molecular dynamics simulations have revealed a motion in
1,2-dithiane that activates on absorption of light in the mid-UV and expedites the S1/S0
internal conversion process.
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Ab Initio Quantum Chemical Calculations
Structures of interest to the contemporary picture of the internal conversion process in 1,2-dithiane were optimised at the triply
1
state-averaged complete active space self-consistent field (SA3-CASSCF) level of theory, as implemented in MOLPRO 2012.1.27,
with the state averaging being over the three lowest-energy singlet states and without the imposition of symmetry. A 10electron, 8-orbital active space (Fig. S1) was chosen, comprising the σS-S and σ*S-S orbitals, two sets of σS-C and σ*S-C orbitals, and
two sulfur-centred orbitals, LPS, containing lone electron pairs. The successively more complete def2-SVP, def2-TZVP and def22
TZVPP basis sets were used. The character of each stationary point located was verified via vibrational frequency analysis.

Figure S1: The orbitals included in the 10-electron, 8-orbital SA3-CASSCF active space chosen to optimise structures of interest in MOLPRO 2012.1.27. The same SA3-CASSCF active
space was chosen for our non-adiabatic multiconfigurational molecular dynamics simulations.

The Cartesian coordinates in Ångström (Å) and the total electronic energies, E, in atomic units (a.u.) of the optimised structures
are reported here.
Table S1: The Cartesian coordinates in Ångström (Å) and the total electronic energies, E, in atomic units (a.u) of the optimised S0 minimum-energy structure as calculated at the
SA3-CASSCF(10,8) level using the def2-SVP, def2-TZVP and def2-TZVPP basis sets.
def2-SVP

def2-TZVP

def2-TZVPP

E = -950.872632850095 a.u.

E = -951.318092169631 a.u.

E = -951.321066121261 a.u.

S

-1.0295852191

0.2989103612

1.0512144853

S

-1.0143030097

0.2883443664

1.0465581941

S

-1.0142472879

0.2884330893

S

1.0295964160

-0.2989104549

1.0512018705

S

1.0142916919

-0.2883460884

1.0465684710

S

1.0142399000

-0.2884340963

1.0464623810

C

1.5099017556

0.4833157854

-0.5733563428

C

1.5127462318

0.4673382710

-0.5696599375

C

1.5126827253

0.4674368919

-0.5695826683

C

-0.7581596247

0.1129029845

-1.7598239146

C

-0.7552383422

0.1259611770

-1.7529045255

C

-0.7552743834

0.1259426477

-1.7528251093

C

0.7581409989

-0.1129028811

-1.7598324630

C

0.7552618530

-0.1259637063

-1.7528909795

C

0.7552894553

-0.1259444106

-1.7528165871

C

-1.5099079079

-0.4833156276

-0.5733387297

C

-1.5127442618

-0.4673321327

-0.5696826078

C

-1.5126811353

-0.4674330384

-0.5695967927

H

-1.1686944483

-0.3259021630

-2.6735089908

H

-1.1697469340

-0.2986523873

-2.6632247043

H

-1.1694554598

-0.2981399751

-2.6625503701

H

-0.9685077151

1.1845295021

-1.8070876275

H

-0.9451490437

1.1942846331

-1.7913740872

H

-0.9450788233

1.1934546640

-1.7913225282

H

1.1686650511

0.3259017684

-2.6735227435

H

1.1697858962

0.2986417119

-2.6632080981

H

1.1694800904

0.2981331622

-2.6625398295

H

0.9684882238

-1.1845294798

-1.8070986512

H

0.9451733190

-1.1942874673

-1.7913479211

H

0.9450944903

-1.1934565973

-1.7913061193

H

-1.3551756747

-1.5583861082

-0.4879369324

H

-1.3749271411

-1.5381164155

-0.4994126242

H

-1.3744706109

-1.5372948855

-0.4990413953

H

-2.5809236999

-0.2972866555

-0.6646647769

H

-2.5732470424

-0.2629084361

-0.6579238986

H

-2.5725049153

-0.2639330719

-0.6575666410

H

1.3551707267

1.5583863439

-0.4879528156

H

1.3749142651

1.5381208539

-0.4993904583

H

1.3744627019

1.5372975991

-0.4990275951

H

2.5809166591

0.2972866603

-0.6646928269

H

2.5732530327

0.2629292756

-0.6578892269

H

2.5725089679

0.2639462220

-0.6575446814

S.1
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Table S2: The Cartesian coordinates in Ångström (Å) and the total electronic energies, E, in atomic units (a.u.) of the optimised S1 minimum-energy structure as calculated at the
SA3-CASSCF(10,8) level using the def2-SVP, def2-TZVP and def2-TZVPP basis sets.
def2-SVP

def2-TZVP

def2-TZVPP

E = -950.799916740909 a.u.

E = -951.236599792737 a.u.

E = -951.239533538302 a.u.

S

0.3078611872

0.9930201318

-1.7450039490

S

0.2970682951

0.9928636067

-1.7771709545

S

0.2972198536

0.9921494288

-1.7779230969

S

-0.2960636713

0.9839205105

1.7613475856

S

-0.2846722550

0.9738972581

1.8050917061

S

-0.2846817343

0.9740034372

1.8050772338

C

0.7312838285

-0.5345946746

1.4621157195

C

0.7206032015

-0.5410619826

1.4715769468

C

0.7207811768

-0.5404251621

1.4715135258

C

-0.0177750946

-1.6558266720

-0.7890873900

C

0.0039096811

-1.6386661378

-0.7974374623

C

0.0034965708

-1.6385659572

-0.7970345217

C

0.0311766690

-1.6876786560

0.7418628867

C

0.0119364920

-1.6770964985

0.7332141697

C

0.0124103246

-1.6770364951

0.7336594590

C

-0.7738119314

-0.4968358231

-1.4565593873

C

-0.7675487687

-0.4952488675

-1.4751700787

C

-0.7681302243

-0.4948220498

-1.4742814738

H

-0.5081035478

-2.5788098760

-1.1073452072

H

-0.4536526651

-2.5649833972

-1.1300381988

H

-0.4541832142

-2.5640055362

-1.1293414547

H

0.9966215834

-1.7086914756

-1.1939551547

H

1.0231658786

-1.6621987068

-1.1709014806

H

1.0217606722

-1.6624340983

-1.1709333168

H

0.5558029937

-2.6072444173

1.0169646371

H

0.5110851489

-2.6009063858

1.0140108858

H

0.5118276382

-2.5998662434

1.0141740649

H

-0.9816857238

-1.7872425206

1.1387725073

H

-1.0055279179

-1.7563442691

1.1005902012

H

-1.0040429468

-1.7569671576

1.1014140184

H

-1.6275272404

-0.1842347322

-0.8567679095

H

-1.6150435943

-0.1882379006

-0.8784392559

H

-1.6141313022

-0.1874638220

-0.8770328838

H

-1.1313249760

-0.8106319040

-2.4354616768

H

-1.1202566655

-0.8209209036

-2.4428703737

H

-1.1220727449

-0.8201481706

-2.4407571836

H

1.6416597805

-0.2195442885

0.9506225935

H

1.6255146665

-0.2279378741

0.9665774338

H

1.6248666323

-0.2272336473

0.9667042799

H

1.0263911406

-0.8516242679

2.4638547473

H

1.0110210564

-0.8751377054

2.4611094584

H

1.0118464304

-0.8737931110

2.4602541617

Table S3: The Cartesian coordinates in Ångström (Å) and the total electronic energies, E, in atomic units (a.u.) of the optimised S1/S0 minimum-energy conical intersection (MECI)
structure as calculated at the SA3-CASSCF(10,8) level using the def2-SVP, def2-TZVP and def2-TZVPP basis sets.
def2-SVP

def2-TZVP

def2-TZVPP

E = -950.799775263637 a.u.

E = -951.238639924770 a.u.

E = -951.241641375358 a.u.

S

0.3121873216

0.9003880758

-1.9469614918

S

0.3033388805

0.9121492253

-1.9488965330

C

-0.0439831038

-1.5874099261

S

-0.2707928223

0.9703930908

1.9026461453

S

-0.2688646253

0.9587721295

1.9244754568

C

0.0458777432

-1.6480602957

-0.7777776528
0.7499749633

C

0.7719431527

-0.4959670096

1.4536774248

C

0.7655887655

-0.4952665482

1.4519760420

C

-0.8514387396

-0.4105132316

-1.3747428914

C

-0.0636812264

-1.5889653202

-0.7702988377

C

-0.0445470551

-1.5866208329

-0.7784622378

H

-0.5199216072

-2.5036651576

-1.1037581984

C

0.0583219232

-1.6554084877

0.7561660846

C

0.0463412152

-1.6479166782

0.7491660548

H

0.9521242139

-1.6065573894

-1.2050397143

C

-0.8674612906

-0.3965564835

-1.3476842914

C

-0.8524213312

-0.4093330609

-1.3744444848

C

0.7651020009

-0.4952412608

1.4526987297

H

-0.5589364806

-2.5057946587

-1.0911183569

H

-0.5212090468

-2.5034472053

-1.1042804904

H

0.5835413171

-2.5605950987

0.9900264955

H

0.9281257119

-1.6223624574

-1.2279719960

H

0.9519902742

-1.6059578097

-1.2067730078

H

-0.9449409888

-1.7545903790

H

0.6143510247

-2.5691962291

0.9843462100

H

0.5849656969

-2.5611245345

0.9882596912

S

0.3030784216

0.9122785492

H

-0.9293546742

-1.7776360229

1.2042608158

H

-0.9448557586

-1.7550547005

1.1744322519

H

-1.5772041426

-0.0418404483

H

-1.5877690075

-0.0263272540

-0.6238990107

H

-1.5782367201

-0.0407228925

-0.6679359130

H

-1.3468397289

-0.7499056791

-2.2732955155

H

-1.3767958032

-0.7327021749

-2.2500426358

H

-1.3483564441

-0.7490849786

-2.2735155956

S

-0.2688452482

0.9594692834

1.9234804171

H

1.6445080560

-0.1471147050

0.8964863460

H

1.6173475220

-0.1359036764

0.8862959446

H

1.6164643230

-0.1363610333

0.8877523073

H

1.1513120721

-0.8267863311

2.4228531866

H

1.1551666532

-0.8343925226

2.4054980131

H

1.1541511730

-0.8335847110

2.4057737192

1.1742378324
-1.9487529586
-0.6694860315

LIIC Pathways
An approximate pathway (Fig. S2) between the S0 minimum-energy structure/Franck-Condon point and S1/S0 MECI was
computed at the SA3-CASSCF(10,8)/def2-SV(P) level via linear interpolation in internal coordinates (LIIC). At each of fifteen
linearly-interpolated points, a single-point (SP) energy calculation was carried out at the SA3-CASSCF(10,8)/def2-SV(P) level,
3
4
followed by a level-shifted (0.3 a.u.) extended multi-state CASPT2 (LS-XMS-CASPT2) SP energy calculation to correct for the
absence of dynamic correlation under the CASSCF approximation. The fourteen lowest-energy (1s) orbitals were not correlated
in our LS-XMS-CASPT2 calculations. The correct ordering of electronic excited states was reproduced in both calculations, as
were the general forms of the electronic excited state surfaces. The magnitude of the correction for dynamic correlation at the
LS-XMS-CASPT2 level is greater around the Franck-Condon point than in the vicinity of the S1/S0 MECI and S1/S0 coupling region
(CR). The SA3-CASSCF(10,8)/def2-SV(P) level was concluded to be suitable for our subsequent NAMMD simulations.
Fission of the disulfide bond is confirmed to be without barrier in the S1 and S2 states.

S.2
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Figure S2: LIIC pathways between the S0 minimum-energy structure/Franck-Condon point and the S1/S0 MECI for the S0, S1 and S2 states. The results of calculations at the SA3CASSCF(10,8)/def2-SV(P) and LS-XMS-CASPT2/def2-SV(P) level are included.

(a)

(b)

Figure S3: A heat-density map of the percentage of NAMMD trajectories visiting a given segment of phase space during a) the ring-opening and b) the ring-closing half-periods of
our motion. The phase space is sampled to a slightly greater extent during the ring-closing half-periods than during the ring-opening half-periods, a consequence of both a phase
shift in the evolution of the rS-S and dC-C-C-C internal coordinates expressed as a function of time and of intramolecular vibrational relaxation (IVR).

References
1

2
3
4

MOLPRO, Version 2015.1, A Package of Ab Initio Programs, H. J. Werner, P. J. Knowles, G. Knizia, F. R. Manby, M. Schütz, P.
Celani, W. Györffy, D. Kats, T. Korona, R. Lindh, A. Mitrushenkov, G. Rauhut, K. R. Shamasundar, T. B. Adler, R. D. Amos, A.
Bernhardsson, A. Berning, D. L. Cooper, M. J. O. Deegan, A. J. Dobbyn, F. Eckert, E. Goll, C. Hampel, A. Hesselmann, G. Hetzer,
T. Hrenar, G. Jansen, C. Köppl, Y. Liu, A. W. Lloyd, R. A. Mata, A. J. May, S. J. McNicholas, W. Meyer, M. E. Mura, A. Nicklaß, D.
P. O'Neill, P. Palmieri, D. Peng, K. Pflüger, R. Pitzer, M. Reiher, T. Shiozaki, H. Stoll, A. J. Stone, R. Tarroni, T. Thorsteinsson and
M. Wang.
F. Weigend and R. Ahlrichs, Phys. Chem. Chem. Phys., 2005, 7, 3297-3305.
B. O. Roos and K. Anderson, Chem. Phys. Lett., 1995, 245, 215-223.
T. Shiozaki, W. Györffy, P. Celani and H. J. Werner, J. Chem. Phys., 2011, 135, 081106.

S.3

Physical Chemistry Chemical Physics

Page 20 of 20

REVISIONS
We would like to thank the referees for reviewing our communication “Challenging the Non-Ergodicity of Internal Conversion in
1,2-Dithiane Using Non-Adiabatic Multiconfigurational Molecular Dynamics” and recommending it for publication in Physical
Chemistry Chemical Physics (PCCP), subject to minor changes.
We accept all of their helpful suggestions and have addressed each comment made on our communication; we believe this to
have improved the quality of our initial submission. The changes that we have made in response are detailed below.
C. D. Rankine, J. P. F. Nunes, M. S. Robinson, P. D. Lane and D. A. Wann

Referee 1 said: “I do not think [the title of our communication] captures the problem very well. It is not really a challenge of the
non-ergodicity. It is more a verification, unless the authors actually think that the non-ergodicity is challenged. In which case that
should be made more clear in the text.”
Our response: We agree that the title of our initial submission does not capture the nature of the content too well. Our
communication is not a challenge of non-ergodic dynamics in this system but, rather, a challenge of the degree of non-ergodicity.
On reflection, we have reworded the title of our communication to “Theoretical Investigation of Internal Conversion in 1,2Dithiane Using Non-Adiabatic Multiconfigurational Molecular Dynamics”.
Referee 1 said: “I don’t think the delta is relevant in [Scheme 1].”
Our response: The delta was included in Scheme 1 alongside the hv since both the thermolytic and photolytic fission/stability of
aliphatic acyclic/cyclic disulfides is discussed in the preceding paragraph. The thermolytic fission of 1,2-dithiane occurs on the S0
surface and is not discussed again in our communication, nor is it relevant to either our NAMMD simulations or upcoming
ultrafast electron diffraction (UED) experiments. We have accordingly removed the delta from Scheme 1.
Referee 1 said: “The coupling between the electronic surfaces in this type of calculation is always a challenge. Could the authors
make it a little more clear how accurate they believe that this aspect is evaluated and how it is evaluated?”
Our response: The non-adiabatic couplings between states are evaluated in Columbus v.7.0 according to the routines outlined in
Ref. 24. As the important quantity in their evaluation is dependent on the energy gap between the states for which coupling is
being computed, this is a question of how reliably the states are modelled at the SA3-CASSCF(10,8)/def2-SV(P) level. We have
now included approximate pathways between the S0 minimum-energy structure/Franck-Condon point and S1/S0 MECI (Fig. S2)
that has been computed via linear interpolation in internal coordinates (LIIC). Pathways are computed for the S0, S1 and S2 states
at both the SA3-CASSCF(10,8)/def2-SV(P) level and at the level-shifted (0.3 a.u.) extended multi-state CASPT2 (LS-XMS-CASPT2)
level. The forms of the electronically-excited state surfaces are in good agreement, as are the relative energy gaps, and the
correct ordering of states is reproduced in both calculations, leading us to conclude that the SA3-CASSCF(10,8)/def2-SV(P) level is
suitable for our NAMMD study. Of course, differences are noted between the two methods; these are due to the absence of
dynamic correlation under the CASSCF approximation. The correction for dynamic correlation is greater around the FranckCondon point than in the vicinity of the S1/S0 MECI and S1/S0 coupling region (CR), so while some inaccuracies are undoubtedly
induced by our choice of approach, we hope that they are minimised in the regions of interest to the internal conversion
process. An abbreviated version of this comment has been included alongside Fig. S2 in the supplementary information (SI).
Referee 2 said: “This is a highly interesting study which might find broad interest among chemists. I find all work technically
sound and the MS is well written. I recommend to publish as it is. (One might want to cite 10.1021/ar500357y and
10.1039/C3CP51514A for readers less familiar with the method)”
Our response: We thank the referee for their comment and for bringing to our attention two publications that we were not
aware of. The publications provide insightful perspectives on the NAMMD method and we have decided to cite them in our
communication.

