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ABSTRACT: Memory effects emerge as a fundamental consequence of dimensionality reduction when low-dimensional
observables are used to describe the dynamics of complex many-body systems. In the context of molecular dynamics (MD) data
analysis, accounting for memory effects using the framework of the generalized Langevin equation (GLE) has proven efficient,
accurate, and insightful, particularly when working with high-resolution time series data. However, in experimental systems, high-
resolution data are often unavailable, raising questions about the impact of the data resolution on the estimated GLE parameters.
This study demonstrates that direct memory extraction from time series data remains accurate when the discretization time is below
the memory time. To obtain memory functions reliably, even when the discretization time exceeds the memory time, we introduce a
Gaussian Process Optimization (GPO) scheme. This scheme minimizes the deviation of discretized two-point correlation functions
between time series data and GLE simulations and is able to estimate accurate memory kernels as long as the discretization time
stays below the longest time scale in the data, typically the barrier crossing time.
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A fundamental challenge in natural sciences involves the dt duc(t) 0

creation of a simplified, yet accurate, representation of complex (1)
system dynamics using a low-dimensional coordinate. For where m is the effective mass of the coordinate x. The potential
instance, in spectroscopy, atomic motions are investigated of mean force U(x) is directly available from the equilibrium
solely through the polarization induced by an electromagnetic probability distribution p(x) via U(x) = —ksT'In p(x), where
field, resulting in spectra.” In the case of molecules in fluids, ky is the Boltzmann constant, and T is the absolute

temperature. Non-Markovian effects arise as a direct
consequence of the dimensionality reduction.'”” In the GLE,
the memory kernel I'(¢) weights the effect of past velocities on
the current acceleration. Stochastic effects, represented by the
random force Fy(t), are linked to the memory function via the
the common approach of projecting the complete many-body fluctuation—dissipation theorem in equilibrium, (Fr(0)Fg(t))
dynamics of 6N atomic positions and momenta onto a few or

the myriad of interactions with the solvent is often reduced to

. . P 23
a one-dimensional diffusion process.”” In numerous stud-
4-8

ies, the folding of a protein is described by a one-

dimensional reaction coordinate. These diverse fields all share

even a single reaction coordinate. Starting from the Received: November 23, 2023
deterministic kinetics of a Hamiltonian system, the projection Revised:  March 25, 2024
procedure yields a stochastic description based on the Accepted: April 1, 2024
generalized Langevin equation (GLE),”™"" which, in the case Published: April 11, 2024

of a one-dimensional coordinate x(t) and its corresponding

velocity v(t), reads
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Figure 1. I-III Representative snapshots for different values of the mean hydrogen-bond distance reaction coordinate of Alay, x, defined in eq 2. A
Multiple folding and unfolding events occur within a 450 ns trajectory segment. B A single folding event. The orange circles indicate the time series
discretized at At = 1 ns. C The potential landscape U(x) for Ala,, computed from the trajectory at full resolution. The folded state (I) forms a sharp
minimum at x = 0.32 nm. A local minimum is found at x = 0.62 nm (II). The unfolded state forms a broad minimum around x = 1.0 nm (III).

= kgTT(t). When the relaxation of the environment governing
I'(t) is sufficiently fast, I'(t) approaches a delta kernel, and the
Langevin equation emerges from the GLE. Considerable
efforts have been dedicated to identifying suitable reaction
coordinates to minimize memory effects and enable a
Markovian description of protein folding.*~**"*

In recent works, the memory function I'(t) was extracted
from time series data of proteins of biological relevance,
allowing the non-Markovian description of a protein’s folding
kinetics in a nonlinear folding landscape. Memory effects were
found to be highly relevant, both in model systems'® and real
proteins.' "> Multiple methods exist to extract memory
functions from MD data. A much-used method is based on
Volterra equations, which are deterministic, integro-differential
equations that derive from the GLE and allow for the
extraction of the memory kernel from time correlation
functions.'™"" While Volterra equations offer good accuracy
when high-quality time-series data are available, it is unclear if
they remain efficient when the observations of the system are
sampled with long discretization times. A recent research
endeavor used an iterative scheme to approximate the memory
kernel by adapting a trial kernel with a heuristic update based
on the velocity autocorrelation function.”” Another work
parametrized memory kernels by fitting correlation functions
to an analytical solution of the GLE.”' In order to include the
short and long time scales of the system dynamics, the fit
included both the two-point correlation and its running
integral. Both methods share the limitation of not being
applicable to a nonlinear potential energy function U(x). A
recent paper not suffering from such a limitation used a
maximum-likelihood model to estimate the GLE parameters
that best fit the given MD data.”” In a different work on
polymer solutions, star polymers were coarse-grained to single
beads interacting via a nonlinear U(x). A GLE system was set
up to mimic the star polymers’ kinetics. The simulation
parameters of the GLE system were iteratively changed using
Gaussian Process Optimization (GPO) such that the coarse-
grained and MD velocity autocorrelations were most similar.”
The same idea was used to estimate a joint memory kernel
over multiple temperatures.”*

Here, we consider the effects of temporal discretization,
motivated by the fact that data are always discretized. For MD
simulations, archived data often only contains the atomic
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positions at time intervals of hundreds of picoseconds to
nanoseconds, as in the case of the data from the Anton
supercomputer.”> When considering experimental data, meas-
urement devices limit the time ste;) of the observations,
typically at the microsecond scale.”**” In a prior publication,
discretization effects were examined within the framework of
data-driven GLE analysis. The GLE, without a potential, was
solved analytically. To deal with discretization effects, the
discretized mean-squared displacement and velocity autocor-
relation functions were computed, allowing for the direct
fitting of the memory kernel.”® The present work investigates
how a GLE with a nonharmonic potential can be parametrized
given discretized data by considering a highly nonlinear
molecular dynamics test system. The Volterra-based approach
is shown to be remarkably resilient to time discretizations.
Where the Volterra approach ceases to function, we
demonstrate that Gaussian Process Optimization is a suitable
method to obtain memory kernels from discrete time series
data. In matching correlation functions computed from
subsampled data, we present a method to deal with the
discretization effects and extend the GLE analysis to nonlinear
data at higher discretizations. The choice of correlation
functions involves some flexibility, demonstrating the broad
applicability of our approach. For a small alanine homopeptide
used as a test system, the Volterra method is suitable for
discretization times that reach the memory time of about 1 ns.
In comparison, the GPO method extends the range to
discretization times up to the folding time of 58 ns.

B RESULTS AND DISCUSSION

We investigate the effect of data discretization starting from a
10-us-long MD trajectory of alanine nonapeptide (Ala) in
water, which was established as a sensitive test system for non-
Markovian effects in our previous work.'* As in our original
analysis, the formation of the a-helix in Ala, is measured by the
mean distance between the H-bond acceptor oxygen of residue
n and the donor nitrogen of residue n + 4

4
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n=2

2)

In the a-helical state, x has a value of approximately 0.3 nm,
the mean H-bond length between nitrogen and oxygen. The
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potential of mean force U(x) in Figure 1C displays several
metastable states along the folding landscape; Ala, therefore, is
a suitable and nontrivial test system for numerical methods.
Figure 1A shows a 450 ns long trajectory. To test how time
discretization affects memory extraction, frames of the
trajectory are left out to achieve an effective discretization
time step At. Such a discretized trajectory (orange data points
for At = 1 ns) is compared in Figure 1B to the time series at
full resolution. The potential U(x) is always estimated from a
histogram of the entire data set to separate time discretization
from effects arising due to the undersampling of the potential
(see section I in the Supporting Information).

Volterra Equations. To extract memory kernels from
time-series data, the GLE in eq 1 is multiplied by v(0) and
averaged over time. By using the relation (Fg(t)v(0)) = 0,”"°
one obtains the Volterra equation'*"’

d vy _ V Uy f t vy
mdtC (t) c''(t) ; dsT'(t — 5)C"(s) 3)
where C"(t) is the velocity autocorrelation function, and
CYY"(t) is the correlation between the gradient of the potential
and the velocity. By integrating eq 3 from O to t, we derive a
Volterra equation involving the running integral over the
kernel G(t) = ff)dsr(s) and insert mC"(0) = CV¥*(0)"* to

obtain

m@vv
c"(0) )

with CYY*(t) being the correlation between the gradient of the
potential and the position. Computmg the memory kernel
directly from eq 3 is possible’”*" but prone to instabilities.'”
Extracting G(t) using eq 4 and computing I'(¢) via a numerical
derivative improves the numerical stability.'””" The discretiza-
tion and solution of eq 4 are discussed in section II of the
Supporting Information. A recent study proposed an
alternative technique for extracting memory kernels by Taylor
expansion of the convolution integral’” (we discuss the
potential applicability of this Ansatz to our specific problem
in section III in the Supporting Information). We fit ['(t)
extracted from the full-resolution data at At = 1 fs using least-
squares to a multiexponential of the form

(t) = CVV(¢) — f&apgm@

S

e
Fﬁt(t) = Z ;e t

=1 i

©)

The fitted memory times 7; and friction coefficients y; are
presented in Table 1. The fitting involves both I'(t) and G(t),
as elaborated in the Methods section, and accurately captures
the MD kinetics, similar to our previous work.'*

In order to estimate the impact of the non-Markovian effects
on the kinetics, we turn to a heuristic formula for the mean
first-passage time 7yp of a particle in a double-well potential in
the presence of exponentially decaying memory. >
Validated by extensive simulations, the heuristic formula
accurately described the non- Markov1an effects occurring in
the folding of various proteins.”> For a single exponential
memory function, the heuristic formula identifies three
different regimes by comparing the single memory time 7 to
the diffusion time scale 7y, = ¥, L2/kyT, which is the time it
takes for a free Brownian particle to diffuse over a length of L
in reaction coordinate space. The first regime is the Markovian
limit, where 7 < 7p and non-Markovian effects are negligible.
The second regime is a non-Markovian regime where 7,,/100

3063

Table 1. Fitted Memory Function Parameters for At = 1 fs
According to Eq 5§

i 7i [u/ps] 7; [ps]

1 22 -10° 0.007
2 44 - 10* 18
3 2.4 -10° 370
4 6.0 - 10* 4100
5 46 - 10° 5700
Yot = 215:171 35-10°

B fo‘x’ds Sr(;) 1000
= ()

“The fits for At > 1 fs are shown in section IV in the Supporting
Information.

Sts

~

107p, in which a speed-up of 7Typp compared to the
Markovian description is observed. The third regime occurs
when 7 2 107p, where Typp is slowed down compared to the
Markovian description due to non-Markovian memory effects.

To compute 7j, we take L = 0.22 nm, the distance between
the folded state at x = 0.32 nm and the barrier at x = 0.54 nm,
the total friction y,,, = >.o,7; and obtain 7, = 6.8 ns. The 7,
values in Table 1 span times from 7, = 7 fs << 7, up to 75 = 5.7
ns & 7p. In a previous work,"® 7, = f8°ds sr(s)//gc’ds I'(s),
the first moment of the memory kernel, was proposed as the
characteristic time scale for a multiscale memory kernel. For
the memory kernel in Table 1, we find 7, = 1 ns, correctly
predicting the non-Markovian speed-up of 7ygp that a previous
study demonstrated for Ala,.'* In this work, we will establish
Tmem a$ the limit for the discretization time At, beyond which
the Volterra method ceases to produce accurate results.

In the following, the full-resolution kernel obtained for a
time step of At =1 fs will serve as a reference for results using a
higher At. Comparing the extracted G(t) with the correspond-
ing fit according to eq S (red line) in Figure 2F shows no
significant differences in the long time limit. Figure 2C shows
oscillations of the extracted I'(t) for t < 1 ps, which are
discarded by the exponential fit. As we will show later, they do
not play a role in the kinetics. For both I'(¢) in Figure 2B and
C™(t) in Figure 24, the oscillations disappear for At > 0.1 ps,
indicating that they are caused by subpicosecond molecular
vibrations. Moreover, the value of I'(f) for t < 1 ps is
consistently attenuated as At increases, mirroring the same
trend observed in C"(0), as illustrated in the inset of Figure
2A. In contrast, ['() for t > 1 ps in the inset of Figure 2B
shows an exponential decay that is well preserved for all At < 1
ns. The running integral G(t) in Figure 2D stays mostly
unchanged for discretizations smaller than At < 1 ns. This
demonstrates that the Volterra extraction scheme is accurate
for discretization times below the mean memory time, i.e. for
At < 7, = 1 ns.

The multiexponential kernel in eq S allows for the efficient
numerical simulation of the GLE by setting up a Langevin
equation where the reaction coordinate x is coupled
harmonically to one overdamped, auxiliary variable per
exponential componentw’35 (see section V in the Supporting
Information). Utilizing this simulation technique, Figure 2G
compares profiles for the mean first-passage times Typp
originating from both the folded and unfolded states. For At
< 10 ps, the Typp values obtained from the GLE simulations
(colored lines) closely align with those derived from MD
simulations (black broken lines), thereby manifesting the
precise correspondence between the non-Markovian GLE
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Figure 2. Memory extraction by the inversion of the Volterra eq 4 for different discretization times At, using data from MD simulations of Ala. A
Velocity autocorrelation C"'(t). B Memory kernel I'(¢), from numerical differentiation of G(t). C Multiexponential fit of I'(t) computed for At = 1
fs (gray) compared to the corresponding numerical data (dark red). The fitted parameters are shown in Tables 1 and S1. D Running integral over
the memory kernel G(t). E Total friction ,,, computed from the exponential fits of the kernels. The vertical broken gray line indicates 7, = / o°ds
sU(s)/ / ©ds I'(s) = 1 ns. F Fit of G(t) (gray) computed at At = 1 fs compared to corresponding numerical data (dark red). G Comparison of the
mean first-passage times 7y;pp computed from the MD data (black broken lines) to 7ypp obtained from GLE simulations using kernels extracted at

different Ats (colored lines).

description and the kinetics observed in the MD simulation. In
Figure 2E, we present the asymptotic limit lim,_.G(t),
representing the total friction coeflicient y,, of the system,
estimated by summing the individual y; values obtained from
the exponential fits. When At > 1 ns, we find that G(¢) does
not show a plateau value in the long-time limit. Consequently,
this leads to a notable discrepancy between the 7ypp profiles
presented in Figure 2G and their MD counterparts for At > 1
ns. Combining the information provided in Figure 2D, E, and
G, it becomes evident that the extracted profile of G(t), the
total friction y,,, and folding times 7yp all deviate significantly
from the MD reference data when the discretization time
approaches the memory time 7,,..,. As a result, we assert that
Volterra extraction becomes inadequate when the discretiza-
tion time exceeds the memory time 7,,,,. In Section VI of the
Supporting Information, we demonstrate that the failure of the
Volterra extraction scheme for large At is mostly due to
discretization effects in the potential gradient-position
correlation function CYY*(t).

Gaussian Process Optimization. So far, we have
demonstrated that the Volterra equation can be used to
extract a consistent memory kernel for a wide range of
discretization times up to At ® 7., The resulting GLE
faithfully captures the underlying kinetics when judged by 7yp
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for discretizations below the memory time scale 7,,.,, but fails
when exceeding it. Given that the discretization time may
exceed the dominant memory time scale in typical
experimental settings, an improved method is clearly desirable.
In the following, we describe a scheme that is not based on the
Volterra equation and allows the extraction of I'(t) for At that
significantly exceeds 7. For this, we use a matching scheme
between the discretized time correlation functions of the MD
reference system CMP(nAt) and of the GLE C*(nAt, 0) via
the mean-squared loss

1 N
£ ==Y (c™(nAt) — CE(nAt, 0))*
N 2231 (6)

The type of correlation function will be specified later. The loss
is evaluated over N samples, where N is determined based on
the decay time of the correlation (see Table S3). In an iterative
optimization, the friction and memory time parameters in eq 5
that serve as the GLE parameters 6 = (yy, 7y, ., Vs, T5) are
updated, and the GLE is integrated using a simulation time
step Ot chosen small enough that discretization effects in the
GLE simulations are negligible. For the sake of comparability,
we maintain a constant mass value of m = 31.4 u, derived using
the equipartition theorem according to m = kyT/(v?), from the

https://doi.org/10.1021/acs.jctc.3c01289
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Figure 3. To visualize the Gaussian Process Optimization (GPO), we plot the mean of observables over the 10 best optimization runs. We compare
GPO results using the loss £, (blue), based on C"(¢), £, (orange), based on the autocorrelation of the position %(t) = x(t) — (x) and L,,, a linear

combination of £, and £, (green). For At = 2 ps, we compare the observables A C"(t), B C**(t), C Tygp, D T'(t) = T'(£)/T(0), and E G(t) =

G(t)/G(0) to the MD reference (black broken line). Equally, for At = 10 ns, we show F C"(t), G C**(t), H Tygp, LT(¢), and J G(¢). The kernels in
D, E, I, and J, parametrized by eq S, are plotted as time-continuous functions.

MD data. In fact, the precise value of m has no significant
influence on the method’s outcome since it can be
accommodated within the kernel. Furthermore, the system’s
inertial time 7, = m/y,,; = 0.09 fs is markedly shorter than all
other relevant time scales, leading to an overdamped system in
which the mass value is irrelevant. To find the best parameter
set, 0, the choice of the optimizer is crucial. The loss L,
defined in eq 6, is inherently noisy due to the stochastic
integration of the GLE and possesses, in general, many local
minima in a high-dimensional space. Faced with such a task,
common gradient-based or simplex methods fail.***” Genetic
algorithms present a powerful alternative but require many
sample evaluations.”® ** Given the computational cost of a
converged GLE simulation, we choose Gaussian Process
Optimization (GPO)*'~* as a method to minimize £. GPO
builds a surrogate model of the real loss L that incorporates
noise**™*® and allows for nonlocal search®”*® (see section VII
in the Supporting Information). As an active learning
technique, it guides the sampling of new parameters, improving
optimization efficiency.*”™

In principle, any correlation function can serve as an
optimization target. Figure 2A shows that the velocity
autocorrelation function C"(t) decays to zero after about 1
ps, while Figure 3B,G shows that C™(t), the autocorrelation of
the position %(t) = x(t) — (x), decays much more slowly over
about 50 ns. With such a difference in the decay times of the
two correlations, we define two losses based on eq 6, L,, using
C"(t), and L,, using C™(t), anticipating that the two
correlations probe different scales of the dynamics. Further-
more, we define £, = a L, + L, alinear combination of L,
and L, to test if including both correlations in the loss
function improves the quality of the GLE parameters. The
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parameter o is selected for each At to achieve a balanced
weighting between the two losses and is tabulated in Table S3
in the Supporting Information. For every GP optimization, 300
different @ values are evaluated via 18-ys-long GLE simulations
each. The 10 € samples with the lowest loss form the basis for
the following analysis. When optimizing the loss function with
a discretization of At = 2 ps, Figure 3A illustrates that £,
(blue) accurately replicates the MD reference for C"(%),
whereas £, (orange) exhibits discrepancies. Conversely, in

Figure 3B, £, perfectly reproduces C**(t), while £, struggles
to do so. Remarkably, the combined loss function £, (green)
successfully aligns with both reference correlations simulta-
neously. To evaluate the quality of the GLE parameters, Figure
3C provides a comparison of the mean first-passage times Typ
between GLE results from the GPO solutions and the MD
reference. We calculate 7ypp for GPO-based GLE simulations
and the MD reference using identical discretizations Af.
Notably, we observe that L, fails to align with the MD
reference, whereas both £, and L, exhibit consistency with it.
This outcome underscores the insufficiency of C™(t) in
capturing the slow kinetics of barrier crossing. A comparison
of Tygpp between L, and L, reveals a slightly better
correspondence to the MD reference for L, signifying that
the inclusion of C"'(t) improves the optimization. Examining
the obtained memory kernels in Figure 3D-E, all loss functions
yield kernels that largely conform to the exponential fit of the
MD reference but exclude the first memory component with a
decay time of approximately 7, & 7 fs. Both £, and L,
correctly identify the plateau of G(t), while £, underestimates
it, which we identify as the origin for the failure to correctly
predict Typp. Next, we evaluated the performance of the GPO
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Figure 4. A The total friction y,,, = .1.,7; obtained via the Volterra scheme (orange) is constant for discretizations of At < 1 ns. For At higher than
the memory time 7,,., = 1 ns, it decreases until the extraction fails. Gaussian process optimization (GPO, blue) estimates the correct friction for
much higher At. The horizontal gray line shows yie, the total friction extracted directly from the MD data. B The folding and unfolding mean first-
passage times from GLE simulations with kernels extracted at different discretizations, given by the mean time it takes the system to first reach from
x = 0.32 nm to x = 0.98 nm (unfolding) and reverse (folding). The MD folding times, 7h3 = 58 ns and Thepq = 26 ns, are indicated as horizontal
gray lines 7., = 1 ns and 7} as vertical gray lines. The GPO estimates the correct folding and unfolding times up to At ~ 745, significantly higher

than the Volterra scheme.

for discretization times exceeding 7., In Figure 3F-], we
show the results for At = 10 ns, demonstrating that the GPO
approach yields similar results for all differently defined loss
functions. The discretized C"(t), C™(t), and 7ygp are in
perfect agreement with the MD reference. The kernels agree
for all but the lowest times. To confirm that the increased
discretization used for the 7y, computation does not
introduce any bias into the results, we perform an additional
comparison of Typp computed at the full-time resolution of At
= 2 fs (see Figure S4 in the Supporting Information). Figure 4
provides a comparison of the performance of the Volterra and
GPO approaches across various discretizations. This compar-
ison focuses on the overall friction, folding, and unfolding
mean first-passage times, as these observables are not included
in the GPO optimization process. As shown in the previous
section, the applicability of the Volterra method is limited to
discretizations below memory time 7., = 1 ns. Extraordi-
narily, the GPO approach can surpass the boundary set by the
memory time and estimates folding times with good accuracy
for discretizations up to At = 40 ns. This limit roughly
corresponds to the mean time it takes the system to fold, 7} =
58 ns, which is given by the mean first-passage time from the
unfolded state at x = 0.98 nm to the folded state at x = 0.32
nm. For the highest discretization time tested, At = 240 ns, the
GP optimization still finds meaningful folding times, while
underestimating the total friction.

B CONCLUSIONS

We investigate the effect that time discretization of the input
data has on memory extraction. As a specific example, we
consider MD time-series data of the polypeptide Ala,.
Computing a memory kernel via the inversion of the Volterra
eq 4 requires the velocity autocorrelation and potential
gradient-position correlation function. These autocorrelations
change significantly as a result of increasing time discretization,
and with it a surrogate kernel is obtained that differs from the
full-resolution kernel. Our key finding is that given a
discretization time lower than the characteristic memory
time, the Volterra approach can compute a kernel that
reproduces the kinetics of the MD system. Here, we define

the characteristic memory time 7., via the first moment of
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the memory kernel, taking into account all decay times of the
kernel, and find 7., = 1 ns for Ala,. By extracting the memory
kernel from MD trajectories at different discretizations, we
show that the Volterra approach is able to reproduce the
kinetics when the discretization time At is below 7.

To also cover the important regime when At > 7., we
introduce a Gaussian Process Optimization (GPO) scheme
based on matching discretized time correlation functions of the
reference and the GLE system. We test losses based on the
velocity and position autocorrelation functions, for which GPO
yields memory kernels very similar to the Volterra scheme and
is able to reproduce the reaction-coordinate dynamics and the
folding times.

We demonstrate the effectiveness of GPO for discretization
times up to the folding time of 7jy3 = 58 ns, about 50 times
higher than the highest discretization for which the Volterra
approach is applicable. As elaborated in previous works,' >~
memory can affect the kinetics of protein barrier crossing on
time scales far exceeding the memory time, up to the longest
time scale of the system. Therefore, the presented GPO
approach is expected to extend the applicability of non-
Markovian analysis to a wide range of discretized systems not
suitable for the Volterra method.

In fact, the GPO analysis is not limited to data from MD
simulations but can be used whenever encountering highly
discrete experimental data. The application to data from single-
molecule experiments’> > is a promising venue for future
research.

B METHODS

The MD simulation data is taken from our previous
publication, see'* for details. The MD simulation has a
simulation time step of 6t = 1 fs, while all GLE simulations use
a time step of 6t = 2 fs. In the computation of the hb4
coordinate (eq 2), the distances are computed between the
oxygens of Ala2, Ala3, and Ala4 and the nitrogens of Ala6,
Ala7, and Ala8, where Alal is the alanine residue at the N-
terminus of the polypeptide of Ala,.

All analysis code is written in Python®” or Rust.’® Table S3
shows the weights « for the loss L, which includes C"'(t) and

C*™(t). The memory kernels are fitted using the differential

vx)
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evolution algorithm implemented in the Python package
scipy’””” by minimizing a mean-squared loss, including both
the kernel and the running integral over the kernel,
Loem = Lr + apemnLc where L is the mean-squared loss
of the kernel and L is the mean-squared loss of the running
integral of the kernel. The resulting kernels and values for o,
are shown in Table S1.

The GPO is performed using the ‘GaussianProcessRegres-
sor’ implemented in the Python package ‘scikit-learn’,”® using
10 optimizer restarts. When computing the loss L, the
correlation functions are evaluated over a finite number of
sample points, N, always beginning with ¢ = 0. The number of
sample points N is given in Table S3. To minimize the
expected improvement in eq S16 or maximize the standard
deviation in eq S17, we use the ‘L-BFGS-B’ method
implemented in ‘scipy’,”’ starting from 200 random samples
drawn uniformly over the space of the parameters 6 (see Table
S2). When performing the analysis of the GPO on the basis of
the 10 best runs, the integrations are repeated with a different
seed for the random number generator used in the GLE
integration, ensuring that the observables are reproduced by
different integration runs with the same GLE parameters 6.
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