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Figure S1 MPL can accurately estimate individual selection coefficients and pairwise epistasis terms and/or their
sums depending on the variation present in the population. Results are for a two-locus system with (A) negative sign
epistasis (s; = 0.02,s, = 0.03,s1p, = —0.075), (B) positive sign epistasis (s; = 0.02,s, = —0.03,s1, = 0.05), (C)
negative epistasis (s; = 0.02,s5, = 0.03,s51p, = —0.04), (D) positive epistasis (s; = 0.02,s, = 0.03,51, = 0.01).
All results were computed over 1000 Monte Carlo runs. The boxplots of inferred selection coefficients and epistasis
terms are shown on white background in each panel, while those of their sums are shown on grey background. The
red lines indicate the true values of the respective terms. The boxplots show the standard data summary (minimum,
first quartile, median, third quartile, maximum). In order to control genetic diversity, both the per locus mutation
probability and the per locus recombination probability were set to zero. The population size N was set to 1000, the
initial population contained the genotypes indicated above each panel, and the frequency of each non-WT genotype
in the initial population was set to 10% of the population size. The sampling parameters were set to n; = 100 and
At =10, with T = 150 generation used for inference.



Figure S2 The average fraction of
accessible selection coefficients and
pairwise epistasis terms increases
with increasing genetic diversity
(controlled by changing the num-
ber of unique genotypes in initial
population to either five, ten or
twenty). The selection coefficients
and pairwise epistasis terms of a
five-locus system were classified
into three categories based on the
reduced row-Echelon form (see
Materials and Methods) of the in-
tegrated covariance matrix in (21).
Results are for the five-locus sys-
tem (i.e., five selection coefficients
and ten pairwise epistasis terms)
simulated in Figure 4.

Fraction of terms

Figure S3 MPL performs well on dense
as well as sparse fitness landscapes. (A)
shows true (model) fitness landscapes
with varying density of pairwise epis-
tasis terms, while (B) shows the corre-
sponding mean AUROC of detecting
accessible beneficial and deleterious
selection coefficients. Results are for

a five-locus system where N = 1000,
the initial population contained twenty
unique genotypes, with per locus muta-
tion probability # = 10~* and per locus
recombination probability r = 10~%. The

selection coefficients at loci are shown by

circles and pairwise epistasis terms by
chords between loci (blue: beneficial and
red: deleterious). Error bars indicate the
standard error of the mean.
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Figure S4 MPL is robust to variation in sam-
pling parameters. The left and right panels
show the mean AUROC performance of
detecting accessible beneficial and delete-
rious epistasis terms respectively. The top
panels show mean AUROC performance
for a range of values of number of samples,
ns, and time sampling step, At, with a fixed
value of number of generations used for in-
ference, T = 100, while the bottom panels
show the performance for a range of values
of T with ng = 100 and At = 5. Results are
for a five-locus system with the fitness land-
scape shown in Figure 4A. The population
size N was set to 1000. The initial population
contained twenty unique genotypes. Other
simulation parameters included per locus
mutation probability 4 = 10~* and per locus
recombination probability r = 107%. All re-
sults were averaged over 1000 Monte Carlo
runs.
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Figure S5 MPL has better performance than MPL (without epistasis) when epistasis exists in the fitness landscape
and the data has enough genetic diversity to infer epistasis. Results are for a two-locus system with a range of dif-
ferent fitness landscapes and different levels of genetic diversity in the data. The boxplots show the standard data

summary (first quartile, median, third quartile) with the whiskers showing 1.5 times the interquartile range. In order
to control genetic diversity, both the per locus mutation probability and the per locus recombination probability were
set to zero. The population size N was set to 1000. The panels in each row depict scenarios with different starting pop-
ulations and the genotypes contained in the starting population are mentioned above each row, while the panels in
each column depict scenarios with different fitness parameters. The frequency of each non-WT genotype in the ini-

tial population was set to 10% of the population size. The sampling parameters were set to n; = 100, At = 10, and

T = 150, where n; is the number of samples, At is the time sampling step and T is the number of generations used for

inference.

S12



AUROC

[ Beneficial i
[ Deleterious

Figure S6 MPL outperforms the MPL (without epistasis) method in classifica-
tion of beneficial and deleterious accessible selection coefficients even on data
with low genetic diversity. The figure shows the mean AUROC performance
of the two methods. Error bars indicate the standard error of the mean. Re-
sults are for a five-locus system with the fitness landscape shown in Figure 4A.
The population size N was set to 1000 and the initial population contained
five unique genotypes. The frequency of each non-WT genotype in the initial
population was set to 5% of the population size. Both the per locus mutation
probability u and per locus recombination probability  set to zero. The sam-
pling parameters were set to n; = 100, At = 10, and T = 100, where 7, is the
number of samples, At is the time sampling step and T is the number of genera-
tions used for inference. Results were computed over 1000 Monte Carlo runs.

Figure S7 MPL has improved classification perfor-
mance and improved computational efficiency com-
pared with a state-of-the-art method of Illingworth et al.
(2014) (IM). The left and center panels show the mean

8 —— AUROC performance of detecting accessible selection

MPL MPL (without epistasis)
Accessible Accessible
selection epistasis
coefficients terms
L I vPL M { L
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] coefficients and epistasis terms, respectively. The right

g 6 panel shows the mean execution time of the two meth-
= ) ods. Results are for a five-locus system with the fitness
2 § 4 landscape shown in Figure 4A. The population size N
38 was set to 1000 and the initial population contained
g 2f 20 unique genotypes. Other simulation parameters in-
cluded per locus mutation probability 4 = 10~% and
0 VPL 1M per locus recombination probability » = 10~%. The sam-

pling parameters were set to n; = 100 and At = 10,
with T = 100 generation used for inference. All results
were averaged over 100 Monte Carlo runs.
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Figure S8 MPL outperforms a state-of-the-art method of Illlingworth et al. (2014) (IM) in inferring fitness parameters.
Results are for the same two-locus system with selection, mutation, and recombination as in Figure 1. (A) shows box-
plots of inferred selection coefficients and pairwise epistasis terms by MPL and IM for various forms of epistasis when
both selection coefficients are positive (s; = sp = 0.03), while (B) shows the same for the case when both selection
coefficients are negative s; = s, = —0.03). The pairwise epistasis term s;, was set to {0,0.015, —0.015,0.07, —0.07 }
to simulate the scenarios of no epistasis, positive epistasis, negative epistasis, positive sign epistasis, and negative
sign epistasis respectively. Other simulation parameters included per locus mutation probability = 1073, per locus
recombination probability = 1073, and population size N = 1000. The initial population consisted of only the WT
genotype (00). The sampling parameters were set to n; = 100, At = 10, and T = 1000, where n; is the number of
samples, At is the time sampling step and T is the number of generations used for inference. All simulation results
were computed over 100 Monte Carlo runs. The solid red bars represent the true selection coefficients (s; and s;) and
epistasis term (s12). The boxplots show the standard data summary (first quartile, median, third quartile) with the
whiskers showing 1.5 times the interquartile range.
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Figure S9 MPL can infer fitness parameters in large-sized systems, provided there is sufficient genetic diversity in
data. The mean fraction of accessible fitness parameters (fop panel) is presented, along with the mean AUROC per-
formance of classifying accessible beneficial (middle panel) and deleterious (bottom panel) fitness parameters from the
rest, computed over 1000 Monte Carlo runs. For each fitness landscape, the beneficial and the deleterious fitness pa-
rameters (selection coefficients and epistasis terms) were randomly drawn from uniform distributions over the ranges
[0.025,0.075] and [—0.025, —0.075], respectively. The fraction of beneficial and deleterious selection coefficients in the
system was ~ 35% each, while the rest were neutral. The fraction of non-zero epistasis terms was ~ 15% in each sim-
ulation scenario, where approximately half of the non-zero epistasis terms were positive, while the other half were
negative. The population size N was set to 1000 and the initial population contained 10 unique genotypes. Other simu-
lation parameters included per locus mutation probability # = 10~* and per locus recombination probability r = 1074
The sampling parameters were set to 1 = 100 and At = 10, with T = 100 generation used for inference.
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Figure S10 The fraction of accessible fitness parameters does not depend on the sparsity level of the fitness landscape.
The mean fraction of accessible fitness parameters (selection coefficients and epistasis terms) is presented, for different
sparsity levels, computed over 1000 Monte Carlo runs for a 20-locus system. For each fitness landscape, the beneficial
and the deleterious fitness parameters were randomly drawn from uniform distributions over the ranges [0.025,0.075]
and [—0.025, —0.075], respectively. The fraction of beneficial and deleterious selection coefficients in the system was
35% each, while the rest were neutral. Sparsity here refers to the number of non-zero epistasis terms, approximately
half of which were positive while the other half were negative. The population size N was set to 1000 and the initial
population contained 10 unique genotypes. Other simulation parameters included per locus mutation probability

# = 10~* and per locus recombination probability r = 10~*. The sampling parameters were set to n; = 100 and

At =10, with T = 100 generation used for inference.
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Inference framework

Previously, we presented the MPL framework (Sohail ef al. 2021) which allows derivation of closed-from expressions for
the estimates of selection coefficients in a multi-locus system while accounting for effects of linkage, selection, mutation,
recombination, and incomplete temporal sampling, under an additive fitness model. Here, we extend this framework
to a fitness model with pairwise epistasis terms and derive the MPL estimate (21) of selection coefficient and epistasis
terms. We also give the MPL estimate to combine multiple independent replicates (22) and to account for asymmetrical
mutation probabilities under the epistatic fitness model. The key technical innovation in the present work is the modeling
of the evolution of both the single and the double mutant allele frequencies which allows the estimation of the pairwise
epistasis terms, as opposed to modeling the evolution of only the single allele frequencies in Sohail et al. (2021).

The MPL framework uses the path integral approach (Risken 1989) to efficiently compute the probability of an
evolutionary path followed by the frequency vector (of all genotypes in the population) over time. While well known in
physics (Risken 1989), the path integral approach is relatively less known in population genetics though a few exceptions
exist (Mustonen and Lassig 2010; Schraiber 2014; Illingworth ef al. 2011) where the path integral was utilized for purposes
other than inference.

Path integral

We begin by describing the evolutionary model. Next, we give the expression for the genotype-level path integral
representation as derived in Sohail et al. (2021). We then derive the allele level path integral for the case of epistatic fitness
model and obtain the MPL estimate (21), followed by the MPL estimate to combine multiple replicates (22), and the MPL
estimate for asymmetrical mutation probabilities.

Evolutionary model

The evolutionary model assumed here is the same as in Sohail et al. (2021) with the exception that here the fitness model
also has pairwise epistasis terms. For completeness, we give the details of the model below.

We assume a WF model consisting of N individuals evolving under mutation, selection and recombination. Each
individual is represented by a sequence of length L. The loci are assumed to be bi-allelic where the value of each
locus is either 0 (wild-type (WT)) or 1 (mutant), thus resulting in M = 2l genotypes. For clarity, we use i,j,. .. to
refer to locus indices and 4, b, . . . to refer to genotype indices. The index is shown as a subscript when representing
only one of the locus or genotype indices. However, when both indices need to be shown simultaneously, the locus
index is shown as a subscript while the genotype index is shown as a superscript. Let 1,(t) denote the number of
individuals in the population that belong to genotype a at generation t such that Y, n,(t) = N. At generation ¢,
denote Z(t) = (Z1(t), ..., Zp(t)) as the random genotype frequency vector, and z(t) = (z1(t),...,zpm(t)) as an observed
realization of this random vector with z,(t) = "”T(t)

Let r be the probability of recombination per locus per generation. The frequency of genotype a at generation ¢ after
recombination is given by

ya(t) = (1= 1z () + (1= (1 =1)"1) ulz(®)) (1)

where (1 — r)L71z,(t) represents the fraction of genotype a not undergoing recombination, (1 — (1 — 7)) g,(2(t))
the fraction of genotype a arising as a result of recombination, and the factor L — 1 arises as there are L — 1 possible
recombination breakpoints. The quantity ¢, (z(t)) is the probability that a recombination event results in an individual of
genotype a and is a function of the composition of the population at generation t. We represent this quantity as

M

M
Ya(z(t) = ) ) Rocaze(t)za(t) (S2)
=1

c=1d

where R, ., is the probability that genotypes ¢ and d recombine to form genotype a and is a function of the number of
breakpoints and the particular genotypes a, ¢ and d. We describe this in detail later in the document, when we calculate
the recombination term in (540) and (546).
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Under the WF dynamics, the probability of observing genotype frequencies z(t + 1) at generation ¢ + 1, given genotype
frequencies of z(t) at generation t, is given by (Ewens 2012)

M z Nzg(t+1)
P (st + D]e()) =N T (p<;f§t2)+ oy (53)

a=1

Here p,(z(t)) is given as

pa(z(t)) =E {Zu(t + 1)‘2(1&) = z(t)]

_ Yat)fat ol pza (Hoays () fo — szh]/a(t)fﬂ)/ )

Zé\il yu(t) fo

where 13, is the probability of genotype b mutating to genotype 4, and f; is the Wrightian fitness of the ath genotype.
In contrast to the fitness model considered in Sohail et al. (2021), here we consider a fitness model that accounts for
epistasis arising due to pairwise interactions between loci. The total fitness of a genotype is thus given by the sum of the
independent effects of the individual loci and the pairwise interactions between all loci, i.e.,

fa:1+ha

—1"‘25181 +Z Z sl]glg] (S5)

i=1j=i+1

where h,, s;, Sij denote the time-invariant genotype selection coefficient, allele selection coefficient and epistasis terms
respectively, and gf represents the allele (either 0 or 1) at the ith locus of the ath genotype. We can compactly denote the
selection coefficients and epistasis terms in a single vector as

s = (S], ccc ,SLS12, /S(L—l)L) (86)

where the first L elements are the selection coefficients while the last L(L — 1) /2 elements are pairwise epistasis terms.
Similar to the notation adopted in the main text, we differentiate between non-italic and italic scalar notation to facilitate
sequential indexing throughout the supplementary text. Thus we write

s = (Sll cc ySL/SL+1s ,SR) (57)

where R = L(L +1)/2and we haves, = s; fore € {1,...,L},ands, = s;jfore € {L+1,..., R}, with obvious association
between indices e and (i, j).

For simplicity of exposition, we assume that the forward and backward mutation probabilities are equal, thus
Hpa = Hap = H'ar, where y is the per locus mutation probability and d,;, the Hamming distance between genotypes a and
b. Unequal forward and backward mutation probabilities can also be adapted in our model as shown further ahead in
this supplement. We may then write

(L+ha) ya(t) + % plar (14 hy) yp (£) = (14 ha) ya(t))
pa(z(t)) = = : (38)

Y (1+hy) yp(t)
b1

The probability that the genotype frequency vector evolving over T generations, where samples are collected during
non-successive generations f; € {0,1,- - -, K}, follows a particular evolutionary path (z(t1),z(t2), - - - ,z(tx)) conditioned
on the initial state z(t) is given by

P ((2(t))i l2(to) ) = HP 2(t1) |2 (1) (9)

In principle, we can use the above expression to infer evolutionary parameters. However, the expression above is
unyielding for the purpose of parameter inference due to the large dimensionality of the genotype space, which grows
exponentially with sequence length, as well as intractability of the fractional form of the right hand side of (S9).
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To simplify the problem, we use a path integral to approximate the probability in (S9). The first step of the approach
consists of approximating the WF process by a diffusion process, as commonly done in population genetics (Kimura
1964; Ewens 2012; Tataru et al. 2015; He et al. 2017; Tataru et al. 2017). Specifically, assume the population is large and that

w=fro(m) rmfrolm) r=xrolsm) @0
and consequently _
el )

where 3, i, 7, and h, are constants that are independent of N. Under this scaling, we have

1
where L is also assumed to be constant with regards to N.

Genotype-level path integral

In Sohail et al. (2021), we derived the genotype-level path integral to approximate the probability of observing a trajectory
of genotype frequencies (z(t1),z(ty),- - - ,z(tx)). Since this analysis applies equally to the current work, we give a brief
summary here. We approximated the transition probability of the WF evolutionary process, using standard diffusion
theory (Ewens 2012), by the transition probability density of a diffusion process, i.e.,

Z2(t) = (Z1(1),...,Zpm(7)) = Z(|N7]), T>0 (S13)

taken in the limit N — oco. Here |-| denotes the floor function and 7 is a continuous time variable with units of N
generations, with one generation in discrete time (i.e., from f to f 4 1) thus taking

1
br= (S14)

continuous time units. The genotype-level diffusion process was found to be characterized by the drift vector d(z(t))
with ath entry

M M M
da(2(7)) = Zi(7) <7la =) (7 )) +h <b Y H(- ) iu(ﬂ) —F(L=1)(Z(7) — ¢a (£(7)) ),  (S15)
and diffusion matrix C(z(t)) with (4, b)th entry

~ sy — L) Za(D)(1 = Za(7)) a=
Cap(2(7)) = 5 {_2[1 (0)2(7) a4, (S16)

The time evolution of the transition probability density of the diffusion process Z(t) is described by the Kolmogorov
forward equation (also known as the Fokker-Planck equation). Discretizing the transition probability density of the
diffusion over small dTAt (equivalently large %), we approximated the probability of observing a trajectory of genotype
frequencies (z(t1),z(t2),- - - ,z(tx)) conditioned on z(t) as

P ((2(t)i |2(to) ) = r[ P(2(tei1)|2()

Iﬁ [ o é(z(tk)) (znlitk)M/z ﬁdza(tk+1)] exp (—I;,S ((z(tk)){f_o» (S17)

k=0 a=1

&

with
K—1

K 1 M 1
s ((2(t))io) = L a1 X lealtien) = za(t) = da(a(t))an] (C'@(t)) | [za(tisn) = zo(t) — do(2(t)) Ak,

where Aty = t;,1 — fr and we have defined d,(z(t;)) == L{"(Zil\(]“‘)), (C(z(tx)))ap =2 (C(2(tx))) - This is the path integral
representation of the genotype dynamics (see Supplement of Sohail et al. (2021) for a detailed derivation).
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Allele-level path integral

In Sohail et al. (2021), we modeled the evolution of the single mutant frequencies by applying linear combinations to the
genotype frequencies described by (517), while assuming the double mutant frequencies were known. The single and
double mutant frequencies relate to the genotype frequencies via

M
t) =) 8z(t), xij(t Z 87872alt (518)
a=1

where x;(t), and x;;(t), are the single and the double mutant frequencies at locus i and locus-pair (i, j) respectively
at generation f. Here, in contrast, we model the evolution of both the single and double mutant frequencies which
additionally requires the knowledge of the triple and quadruple mutant frequencies. These are related to the genotype
frequencies via

xije(t) Zglg] 8xza(t), xija(t Zgzg]gkgﬂa (S19)

where x;j(t) and x;j (t) are the triple and the quadruple mutant frequencies at locus-triplet (i, j, k) and locus-quartet
(1,7,k, 1) respectively at generation t. We concatenate the single and double mutant allele frequencies in a R length vector,
where R =L(L+1)/2, as

x(t) = (xl(f)r' o xp (), xaa(t), xa3(t), - - - /x(Lfl)L(t)) : (520)

Similar to the notation in the main text, we write

x(t) = (xl(t),~ X (1), xp41 (1), ,xR(t)> (S21)

to facilitate sequential indexing for notation convenience. Note that we differentiate between non-italic and italic scalar
notation, as described in (56) and (S7). Clearly, from (520) and (S21), we have x,(t) = x;(t) for e < L, and x,(t) = x;;(t)
forL <e<R.

To simplify the presentation, we also define U as an M x R mapping matrix where the ath row of U, i.e., u, =
(uf,---,uf,uf 4, -, ug), is given by

w= (g - gl glgh o il gigh o gl gl gl). (522)

Note that g/ refers to the allele at the ith locus while g? g;? refers to the pair of alleles at locus-pair (i, j) in genotype a.
Next, we define a random vector comprising of the single and double mutant allele frequencies, i.e., X(t) =

(Xl (t),..., Xp(t), Xq2(t),. .., X(L_l)L(t)) , which from (S18) is related to the random genotype frequency vector by

M
=) ueZa(t) (S23)

where uf denotes the eth entry of u,.
Thus, x(t) is a realization of the random vector X(t). Similarly, the allele-level continuous process can be shown to be
related to the genotype-level continuous time process (513) using the transformation above, and is given as

~

X(7) = (Xl(T)r' : 'rXL(T)/Xu(T)XlS(T)/“-/X(L—l)L(T)> =X([Nt}), =0 (524)

taken as N — oo.
The time evolution of the transition probability density, ¢, of the allele-level diffusion, is governed by the Kolmogorov
forward equation

R R R
?Tf - [— ) aa de(X(T)) + ) ) aa aa Cef(x(r))l ¢, (S25)

where C(X(7)) and d(x(t)) are the diffusion matrix and the drift vector associated with the allele-level diffusion process
that describes the conditional change in the single and double mutant frequencies.
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The diffusion matrix of the allele-level diffusion process is of size R x R and can be partitioned into four sub-matrices,
i.e., the upper left L x L matrix, the upper right L x M matrix, lower left @ x L matrix and the lower right

LY o LEZD matrix. The definition and interpretation of these matrices is given below. Recalling (522), we note that

the eth element of u, refers to the allele at locus i for 1 < e < L, and to the alleles at locus-pair (i,j) for L < e <R, i.e.,

a 1<e<L
u =8 == (S26)
8i8j L<e<R

e

The elements of the upper left sub-matrix of the diffusion matrix C(x(7)),i.e, 1 <e<Land 1 < f < L, are given as

- M M b -
Copl(0) = 1 1. uuCan(2(7))
1 ¥ 0 aZa(T)(1—Za(7)) 1 L. o b2a(T)Zp(7) 1
=5 2,88 —5 8i8 +0 ()
2 El j N 2 a;b:lz,b:#a N N2
_ 1%(1) = %(7)%(7) 1

which measure the scaled joint variability between the number of mutants at loci 7 and j. We note here that the upper left
sub-matrix here is the same as the diffusion matrix in Sohail ef al. (2021) where only the evolution of the single mutant

allele frequency was modeled.
Following similar steps, it can be shown that the entries of the upper right sub-matrix of the diffusion matrix C(x(7)),

ie,forl <e<LandL < f <R, are given as

a=1b=1
M M i
=) ) 888 Ca(2(7))
a=1b=1
1 X(T) — %(T) X (T) 1
= N +0 (52 )- (S28)

which measures the scaled joint variability between the number of mutants at locus i and double-mutants at loci j and k.
Here ¥;jx(7) denotes the triple mutant frequency obtained by the transformations (S18) and (519) with

X (1) = xx(INT]), T=0. (529)

The @ x L lower left sub-matrix is just the transpose of the L x M upper right matrix. Similarly, the entries of
the bottom right sub-matrix of the diffusion matrix C(X(7)), i.e., L < e < Rand L < e < R, are given as

Cor(X(1)) =) ), upuCop(2(T))
a=1b=1
M M b o
=) ) 87878181Can(2(7))
a=1b=1
1% (T) — X(T) ¥ (T) 1
=5 - +0(+2 ) (S30)

which measures the scaled joint variability between the number of double-mutants at loci i and j, and double-mutants at
loci k and I, with %;jy () denoting the quadruple mutant frequency with

Xij (T) = xiju ([NT]), T=>0. (S31)

Note that while the diffusion matrix also depends on the dynamics of the triple and quadruple mutant frequencies, we
only explicitly show the dependence on the single and double mutant frequencies for simplicity of notation.



15

We can show that the allele-level drift vector is a linear transformation of the genotype drift vector d,(%(7)) defined in
(515). Recalling (S18), (S19), and noting that we can express /i, in (S5) as

R
hy = Z uls,, (S32)

the eth element of the allele-level drift vector is defined as

- M -
de(X(7)) = _1u?d a(2(7))
M M M M
=) u (ia(f) (ha -2 hbib(7)> +r ( Y H(n- Y Za(f)) = F(L = 1) (Za(7) — ¢a (2(7)) ))
a=1 b=1 b=1,dy,=1 b=1,dz=1
M ) M M M
=Y ue| (DA —Z(0)ha—Zi(r) Y} WD) +a| ) ZH(n)— ) Za(7)> = F(L = 1) (Za(T) — ¢a(2(7),
a=1 b=Tb#a b=1,d=1 b=1,dzp=1
= (1) (1 =% (7)) 8 + 1 Cop(X(1))87 + ve(X(7)) +7 ne(X(7)) (533)

The transformation of the third and the fourth terms on the right hand side of (533), referred to here as the mutation
term v, (X(7)) and the recombination term 1, (X(7)) respectively, is non-trivial and requires some algebraic manipulation
which we detail below. We note here that the first L entries of d,(X(7)) constitute the drift vector of Sohail et al. (2021).
While the transformation of the first L entries mutation and recombination terms were derived in the Supplementary
Information of Sohail et al. (2021), we reproduce these here as they aid in understanding the notation and subsequent
derivation of remaining entries L < e < R of the mutation and recombination terms.

Calculating the mutation term: Here, we show the computations involved with the mutation term in going from the
second last line of (S33) to the last line of (S33). First consider the case 1 < e < L, for which

M M M
Ve(*(f))—zug< Y (- ) fa(ﬂ)

a=1 b:l,dab:l bIl,d{,b:1

M M M
f( Y, A(n)- Y fa(ﬂ)

1 b=1,d=1 b=1,d,=1

S
Il

I
=

M M M
< FA-hznm+ Y genn - Y gda-ghin(n- L g?gf’fa(f)>
b= 1dﬂb 1 _ - =

a=1

Il
7 Mg

M M
Z 11—gh (5(r) —Z(0) + L 1;7‘07?‘07?(217(”[)_54(’[))‘ (S34)

1b=1,d,,=1 a=1b=

Where the second last line above follows from noting that the first summation on the right side of the third last line can
be decomposed into two parts. The first where genotypes a and b differ only at locus i, and hence mutation of genotype b
to genotype a changes the mutant allele frequency at locus i. The second is where the two genotypes differ from each
other at a locus other than i and hence a mutation from genotype b to a does not effect the mutant allele frequency at
locus i. Similarly, the second summation in the third last line can also be split into two parts. Now, note that

M M b
Yo Y gfst(3(r) — (1) =0,
a=1b=1,d,=1

as this quantity represents the mutation of those genotypes b to genotype a where both a and b have the mutant allele at
locus i, while

M

M
Lo L si-gh) @ -a(m) =1-25()

1,dy

which represents the flow of mutational probabilities between the WT and the mutation allele, i.e., the mutational flux.
Substituting the above two equations back in (534) yields

Ve(X(T)) =1—-2%;(t) for 1<e<L. (S35)
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Now consider the case when L < e < R where we have

a=1 b=1,dg=1 b=1,dy=1
M M b b M M .

=) )Y &gf-g)(1—g)) (E(r) —Z(T)+ ), ). &ief(1—g))g] (Z(7) —Za(T))
a=1b=1,d,=1 a=1b=1d,=1
M M ) . M M b b

+Y Y gelel(1-g) (Z(r) —Z(0)+ ) Y glglelsl (Z(T) — Za(7)). (S36)
a=1b=1,dy=1 a=1b=1,dy=1

Here, the summations on the right side of the last line above represent the net mutational flow to genotypes that contain
alleles (1,1) at locus-pair (i,]), from those genotypes that have alleles (0,0), (0,1), (1,0) and (1,1) respectively at
locus-pair (i, j). We note that

Mz
S

8igl(1—g)) (1 —g)) (%(7) —Zi(1)) = 0

a=1b=1,d,;=1

i M by b 01 11
Y Y &gl (B(r) —Z(r) = (¥ (1) - ¥ (D)
a=1b=1,d,;=1
u L b b 10 11
Y Y gl -g) ((r) - z(0) = (#)(0) - (D)
a=1b=1,dy=1

M M b b

YooY siglelel (3(r) — (1) =0

a=1 b=1,dﬂb=1

where we use the notation J?}jo (7) to refer to mutant with alleles (1,0) and locus-pair (i, j). The first equation equals zero
as the probability of more than one mutation in a sequence is negligibly small O( ﬁ) under the diffusion approximation.
While the last equation equals zero as it represents the mutational flow of all those genotypes where both genotypes a

and b contain the alleles (1,1) at locus-pair (i, j). Substituting the above in (536) we have

]
() — 45 (), (537)
where we have dropped the superscripts in the last line. Thus, from (S35) and (S37) we have

1—2%;(7) 1<e<L

S38
fl‘(T) + JZ](T) - 43?,']'(’[) L<e<R, (538)

ve(X(1)) = {

where i and j are the subscript indices corresponding to the eth element of X(7).
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Calculating the recombination term: Next we show the computations involved with the recombination term in going
from the second last line of (S33) to the last line of (S33). First consider the case 1 < e < L, for which

M
Me(X(7)) = ;u? <(L —1)(Za(7) — lPa(i(T))>
M
- % (<L1><za< >¢a<i<r>>)
M
(L-1)x(t) = (L—-1) ;g?%(i(r))
]\_/I M M
S - DHE - =D L g ) ) Raede(D2(0), (s39)

where the second line follows from (S22), and the last line follows by substituting the definition of i, (i(T)) from (S2). To
further simplify, let

M
0 =Y g7Ry e (S40)
a=1

which is the probability that genotypes c and d recombine to form a genotype that has a mutation at locus i. For the
bi-allelic model considered here, there are four possible scenarios for a recombination event: both genotypes c and d
have allele 1 at their respective i-th locus, one of the genotypes has allele 1 while the other has allele 0, or both genotypes
have allele 0 at the i-th locus. We partition the summation term on the right side of (S39) into these four recombination
scenarios as follows

M M
281 Z Z RocaZe(T)2a(t) = Y Y 0592 (7)24(7)
a=1 c=1d= c=1d=1
M M M
=) (nggdf)c‘l (D)Za(T) + Y g5 (1 — g5z ( )Zd(T)>
c=1 \d=1 d=1
M M M
+) (Z 1-¢5)870%2.(T)24(1) + Y (1 — g5)(1 — g (T)%(T)) (S41)
c=1 \d=1 d=1
Note that
giglor! = gfg?
gl(l_gz )GCd Zgl (1_gz)
(1-g5)glo = (1 — 808!
(1—g5)(1—ghes = 0 (S42)

where the factor of % arises because there is a 50% chance that genotype ¢ (d) with a mutant at locus i and genotype d (c)
with a wildtype at locus i will recombine to a genotype with a mutant at locus i. Hence, we can further write (541) as

M M M M M 1 M
28 Y Y RucaZe(D)2a() = ) (Z gigize(n)za(n) + 5 ) gi —g?ﬁc(r)zd(r))
a=1 c=1d=1 c=1 \d=1 d=1
1 M M
+5 L Y (1-ghglze()z(x)
c=1d=1
= 2(1)+ 350 (1~ 1(0) + 5 %(0)(1 - 5(7))

|
=
A

~
N—

(S43)
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Substituting (S43) back into (S39), we see that
Ne(X(t)) =0 for 1<e<L. (544)

Now consider the case when L < e < R. Developing as in (539), we get

M M
Me(X(7)) = (L —1)%;(7) — (L - 1) ):gl &Y Y RyeaZe(1)Z4(7). (545)

c=1d=1

To simplify, we define 91?]41 =yM, 87 g}ZRMd where ijd is the probability that genotypes ¢ and d recombine to form a
genotype which has a double mutant at locus-pair (i, j). We thus have

M M M
2 2 2 Ry caZe(T 2 Y- 05z (1)24(1) - (S46)
=1 c=1d= c=1d=1

To proceed, it is convenient to first recognize that R, 4, and thus Gf]-d, depend on the number of breakpoints occurring in
the recombination event. However, under the small r assumption (510), it is sufficient to consider only a single breakpoint
since the probability of more than one breakpoint is O( 5) (see (S12)). By noting that 1 = 1 — gf + gf, we proceed
by dividing the two summations in Y-, y°M Gf]d Ze(T )zd( ) into 16 summations, corresponding to whether there are
mutations at loci i and j in genotypes c and d. Specifically, these 16 summations correspond to the 16 possible allele-pairs
in genotypes ¢ and d, shown in the first and second columns of Table S2. We define the ‘event’ Afjd, as the event that

recombination of genotype c and d results in the locus-pair (i, j) both having mutant alleles. Similar to (S41), we may
thus decompose (546) as

% 1 8f2ena(e) = DEPAA0 - )0 - )01 - 66101 - g (o))
+ZZPr (A1 —-gD)(1-gH —g?)gfic(r)id(f)
+ ZZPr (A (1—¢5)(1—g5)gl(1—g9)z )+ ZZPr (A (1 - ¢5)(1— g5)87 872 (T)24(T)
+ ZZPr (A (1 - g9)gs(1—¢)(1-g%)z ) + ZZPr (A (1 - g9)g8(1 — g!)gfze ()24 (T)
+ZZPr (A1) (1 - gf)gfel (1 - g)ze(r +ZZPr Acd )(1 - g9)g5gl gl ze(v)2a(T)
+ZZPr (Asgi(1—g9)(1—gh)(1—gh)z +ZZPr (A)gf(1—89) (1 — g)gl2e(T)2a(7)
+ZZPI‘ (AF)gf(1—g9)gl (1 - ghze(x +ZZPr A“’ )8 (1 - g5)glgfze(1)2a(T)
+22Pr (A gies (1 —gh)(1—gh)z +ZZPr (Af)gief (1 — gf)gize(v)2a(T)
+ ZZPr (Af)gfg5el (1 - g ze(t)za(T) + ZZPr ACd 88581812 (T)2a(T). (S47)

Now using the Total Probability Theorem, we have

Pr (Af]‘»i) =Pr (A¢d|1 < bpt. < i) x Pr(1 < bpt. <i)+Pr (Af]¢|i < bpt. < ]) x Pr (i < bpt. <j)

+Pr (Afd|] < bpt. < L) x Pr(j <bpt. <L), (S48)

where bpt. stands for breakpoint., Pr (i < bpt. < j) is the probability that the breakpoint lies between loci i and j, with
i < j,and Pr (Afjd|i < bpt. < ]) is the conditional probability that event Af]-d occurs. These probabilities are given in
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Table S2 Probabilities of recombination events in (S48). The factor of % arises because there is 50% chance of choosing
genotypes c or 4 in the recombination process. The denominator is L — 1 as there are only L — 1 possible locations along
the sequence length where a breakpoint (bpt.) can occur.

Genotype c

locus-pair (i, )

Genotype d

locus-pair (i, )

xPr (i < bpt. < j)

xPr(j < bpt. <L)

Pr <A6d|1 < bpt. < z) Pr (ACd|z < bpt. < ]) Pr (ACd|] < bpt. < L)
xPr (1 < bpt. < i)

00 00 0 0 0
00 01 0 0 0
00 10 0 0 0
00 11 %i;—ll 0 %%
01 00 0 0 0
01 01 0 0 0
o 10 0 et 0
01 11 izl i 1L
10 00 0 0 0
10 01 0 1= 0
10 10 0 0 0
10 11 lizt i 1L
1 00 izl 0 =
1 10 it e 1L
1 11 =1 = Loj

Table S2, from which we have

2 chd

c=1d=

Czl dzl Pr (A5) (1 - gF) (1 - &) gigize(v)2a (1) + f df Pr (A5) gig;
+ f:ﬁll’f (A /d) (1—gf)gsglglze(t)2a(x) +ﬁlﬁzlpr (Ag;i) 285 (1 - g9 gz ()% (7)
ﬂ_iﬁfr (451) (1= gDss! (1 - ) ze(0)2a(2) +C_i§11’r (A5) &5 (1 - &) (1 - &) glze(v)
+(§§Pr (A 5 (1 - g5)sigze(r)Za(T) +ﬁ1ﬁ11’r (49) ségist (1 - g0 ze(m)2a(T)
+ i ﬁl Pr (A gigigtsfze(T)2(T)
P 2—(1_11; 1 (%;(1) — %:(1)%3j(7) — %j() %y (T) + (7)) +2 % %(%j(r)fij(r) — (1))
+2x 2(2111) (%(1)%;(T) — %i(1) % (1) — %(0)%;(7) + 55 (1)) +2 % 5 (%i(7) %y (7) — (7)) + 5
55(0) ~ L5 (355(0) - 5(0)%(0).
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Substituting (549) together with (546) back into (545) we see that

175(;((1')) = (] — Z) (J?,](T) — J?l(T)JE](T)) for L<e<R. (S50)
Thus, from (S44) and (S50) we have
SO 1<e<L
T]C(X(T)) - {(] — Z) (551]("[) — le(T)J\é](T)) L<e<R, (851)

where i and j are the subscript indices corresponding to the eth element of (7).

Probability of observing the allele trajectory: Given the drift vector and diffusion matrix, we can directly apply (Risken
1989, eq. 4.109) which gives the transition probability density over At generations, valid for small JTAt (equivalently
large %), as

exp (—ﬁ (x(T + 6tAt) — x(1) — J()V((T))érAt)TC(k(T))_l (x(T 4 0tAt) — x(T) — J()?(T))JTAt))

P(X(T + 5TAL)|X(T)) ~ (476TAHR/2\/det(C(X(1)))
(S52)

Thus, the transition probability for a single generation of the original discrete-time discrete-frequency WF process can
(for large %) be approximated by

R
P(x(tir1) x(t)) &~ ¢(x(tepn) Ix(te)) quE(thrl) (S53)

where the dx, represent small frequency differences accounting for the quantization of the continuous eth marginal
allele frequency space at each time point. The probability of observing a trajectory of mutant allele frequencies
(x(t1),x(t2),...,x(tx)) conditioned on x(ty) is then given by

K K-1
P ((x())iy Ix(to) ) = I P(x(tis) (1)
K-1 R/2 R
”kol ey (o) eHldXeakm] oxp (55 () ) (659

where

S(t)E) = 3 =3 Y el te) — de(x(t))At] (C 1 (x(t t te) — ds(x(t)) At

((x( k)>k_o)—]§%_21f§[xe<k+l)xeu) eOx(t1)) A (CTH (kD)) [x(tren) = xp (k) — () ]
which is the desired path integral representation. Note we have defined d.(x(f;)) = w and (C(x())) of =
2(C(x(t)))es-

Maximum a posteriori estimate of allele selection coefficients and epistasis terms

The maximum a posteriori (MAP) estimate of the allele selection coefficients and epistasis terms is obtained by solving
§ = arg max £ (S; u, 1, N, (x(tk))kK:0> pPrior(g), (S55)
s

where

N >R/2 R

T-1 K-1
s(s,-u,r,N,(xak))f_o):(kljo e Exov dextm))gexp(IZS((x(tk))f_o)) (556)

i=1
is the (approximate) path-likelihood and

. 1 1
PPTOT(g) = DR exp (—MSTS) (557)
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is the assumed prior with o2 € R. For convenience, we work with the natural logarithm of the above, i.e.,

In (2 (s; u,r, N, (x(tk))fzo)) +1n (Pprior(s)> =1Inc — I;]I:;j S ((x(tk))llfzo> +1Incy — 2}75Ts, (S58)

where c; and c; represent terms that are independent of s. Next, we take the vector partial derivative with respect to s
and equate it to zero to find the MAP estimate of s. This gives

K—
; Inc; — aa I;] ZS( ))II::O)—F%lnCz—%Z%STS
_ 2 C(x(t)) [Cx(E))] Y [x(terr) — x(tx) — AC(x(t6))s — uAbv(x(t)) — At (x(B)] +vs,  (S59)

where ¥ = 1/No?. Solving the above yields the desired MPL estimator (21), i.e.,
-1

K-1
§ = lz At C(x(t)) + I

k=0

[(tK)_XtO ,”ZAth x(ty) —VZAtkﬂ x(tk)) | - (560)

We note that, in practice, it is not required to know the exact values of N or ¢?. Rather what is important is that their
product 7y has an appropriate strength, and this can be treated as a regularization parameter.

Multiple replicates

The inference framework may be applied to incorporate observations of mutant allele frequencies from multiple
independent replicates. These replicates may be parallel evolutionary experiments or time-series data from distinct
studies. Each replicate represents a unique evolutionary path that may have different initial conditions and/or sampling
parameters, independent from the other replicates. Here we give the specific generalization for the bi-allelic model
with symmetric mutation probabilities, as considered in Materials and Methods. Further extension to multi-allele and
asymmetric mutation probability models is straightforward.

For a scenario with Q replicates, the MAP estimate of the selection coefficients is the solution to

s = arg max & (570 N, (¢ (t) Lo+, OQ(E)),S, ) PP (s), (s61)

where x7 (tZ) = (x‘{ (tZ), oo xd (tZ)) is the observed mutant allele frequencies at generation tz of replicate g. The likelihood
function admits

& (5N DN, (6Q0D) KQ):Hf’[ P (¥, )W), N, o) (562

7=1

P

and, as before, the prior is

ior 1 1
PPt (g) = Wexp ( 752 sTs> : (S63)

Using (554), we obtain the path integral approximation to the likelihood function

2 (s N, )Ly - Q)

1l ! N\ N Ky
=1 (lgo det C(x1(t1)) <2nAtZ> de k1 ) exp (‘25 <(xq(th<)>k_0)> . (S64)

Substituting this approximation in (S61), we get the MPL estimator of (22), i.e.,

-1

Ky—1
X (i [xq(t?( ) —x(t 2 Atlv(xI(t])) — 7 Z Atln xq(tq))]> ,  (S65)

=1 =0

Q Kg—1
§ = lz 2 AHC(X(t])) + 1

q=1 k=0

where C(x1 (tq)) is the covariance matrix of the mutant allele frequencies at generation tZ of the gth replicate, ¥ = 1/No?

as before, and Atq = tZ +l tZ. For each replicate g, the entries of the covariance matrix are computed according to
(16)-(18).
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Asymmetrical mutation probabilities

So far we have assumed the forward and backward mutation probabilities are equal. The MPL framework can easily
accommodate asymmetrical mutation probabilities as was also shown in Sohail et al. (2021) for the additive fitness model
case. Here, we derive the expression of the drift vector of the allele-level diffusion process for a fitness model with
pairwise epistasis terms. The diffusion matrix, being independent of the mutation probability, remains unchanged.

We begin by defining 111 ; and 10 ; as the mutation probabilities, at locus i, of the WT allele mutating to mutant allele
and the mutant allele mutating to the WT allele respectively. Similar to (S10), as N — oo

P 1 o 1
}“01,1 - N +O<N2)/ ,ulO,Z - N + O(Nz)/ (866)
and consequently
_ Fab 1
Ha = 2 +0(55) (S67)

where fig1 i, fi10,i, and fi,y are constants independent of N.

The ath entry of the drift vector d(z(t)) characterizing the genotype-level diffusion process in the case of equal
forward and backward mutation probabilities was given by (S15). In the scenario with locus specific unequal forward
and backward mutation probabilities, the ath entry of the drift vector is given as

M M M
da(2(7)) = Za(7) <71a - flﬂb(T)) + < Y () ) Ftw%(f)) — (L —1)(Za(7) — ¥a (2(7)) ). (S68)
b=1 b=1,d,=1 b=1,d,,=1

Following the same steps as before, the eth element of the allele-level drift vector is defined as

- M -
de(X(7)) = Zlu?da(i('r))

M M M M
_r (zam (ha = hbzbm) + ( TG aahzﬂm) CHL 1) (20(7) — (1))
a=1 b=1 b=1,d,,=1 b=1,dg=1
M ) M M M
=) u (Za(r) (1= Za(1))ha — Za(T) ). hpZp(T) + ( Y dpaZp(t) — ) ﬁabia(r)> —F(L—1)(Za(7) — 9a(2(7))
a=1 b=1b#a b=1d,=1 b=1,d,,=1
= %(7) (1 = %(7)) 3¢ +f§ Cor(X(1))8¢ + Qe + 7 Me(X(7)), (S69)

where 1. (X(7)) is given by (S51) and (), is the mutation term in the asymmetrical mutation probabilities scenario. As in
case of symmetrical mutation probabilites, we first consider the case 1 < e < L, for which

M M M
Q. = Z Z( Z ﬁhazb(T) - Z ﬁﬂbzﬂ(T)>

a=1 bzl,d”hzl bZl,dub:1

M M M
= Z ?( Z ﬁbuib(T) - Z ﬁang(T)>

a=1 b=1,d,,=1 b=1,d,=1
M M . M ) M ) M b

= Y gt —g)H (D) + Y. meagi8iZ(T) — ). Awsi(1—g)Z(T)— Y faglgiZa(T)
a=1 bzl,dab:l b:l,dab:l bzl,dabzl hzl,dabzl
M M b M M p

=Y Y (-8 (AeaZe(T) — AapZa(T)+ Y. Y 818) (fpaZe(T) — flapZa(T)), (S70)
a=1 bzl,duh:1 a=1 bzl,dab:1

where the second last line above follows from noting that the first summation on the right side of the third last line can be
decomposed into two parts. The first where genotypes a and b differ only at locus i, and hence mutation of genotype b to
genotype a changes the mutant allele frequency at locus i. The second is where the two genotypes differ from each other
at a locus other than i and hence a mutation from genotype b to a does not effect the mutant allele frequency at locus i.
Similarly, the second summation in the second last line can also be split into two parts. Now, note that

M M b
Z Z g;‘lgi (ﬁbazb(T) - ﬁabiu(T)) =0,

a=1 bzl,dﬂbzl
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as this quantity represents the mutation of those genotypes b to genotype a where both a and b have the mutant allele at
locus i, while

M M
Yo Y 81— 8h) (fpaZ(T) = flapZa(T)) = fior (1 — (7)) — fno,%(T), (S71)

which represents the flow of mutational probabilities between the WT and the mutation allele, i.e., the mutational flux.
Here 144, is the per generation probability of allele « mutating to allele 8 at locus i.
Now consider the case when L < e < R where we have

M M M
Q, = Z g (b Z B fpaZp(T) — Z ]’_lahzvtl<T)>

a=1

a= b=1 dab:1 b=1 duh_l
M M i b M M -~
=Y Y &8i(—g(1—g)) (aZp(7) — fpZa(D) + ) Y, 887 (1—81)8 (fieaZs(T) — flapZa(T))
a=1b=1,dy=1 a=1b=1dy=1
M M ) . M M b b
+Y, ) 81818l (1 —g)) (naZe(7) — flapZa(T)) + ), ). 8787878} (ApaZe(T) — flapZa(7)) - (S72)
a=1 b:l,dahzl a=1 b:l,dabzl

Here, the summations on the right side of the second last line above represent the net mutational flow to genotypes that
contain alleles (1,1) at locus-pair (i, j), from those genotypes that have alleles (0,0), (0,1), (1,0) and (1,1) respectively at
locus-pair (i, j). We note that

M M
Yy 81801 8" (uaZ(T) — flapZe(T)) = 0
a=1b=1,d=1
M M by b 01 11
Z g?g?(l —&i )gj (FiaZp (T) — flapZa(T)) = flo1,iXi; (1) - flio,iX;; (1)
a=1b=1,d,=1

a.a b

818187 (1= 87) (fivaZe(7) — flapZa(T)) = a0, 5 (T) — flao, %} (1)

=
=

S
Il
_
S
Il
=
[
=2
=
Il
_

81871378Y (f1paZy(T) — flapZa(T)) = 0.

Mz
M=

S
I
_
S
I
—_
0
=2
S
I
—_

Substituting the above in (572) we have
Q. = ﬁ01,i3?%1(7) — fl1o, %} (T) + ﬁlo,jf?jl(T) - ﬁlO,j’Ez‘ljl(T)
= fioi (¥(1) = 51 (1)) = o (1) + fion (% (1) = #11(7) ) — o311 (7). (573)

Dropping the superscripts from ¥;(7) and X;;(7) as before, and from (S71) and (S73), we have

Qe = figr, Vo (X(T)) — 10,1V (X(T)) + figr,jwo(X(T)) — fi1g,w, (X(T)) (S74)
where
by 1= %i(T) 1<e<L
VE(X(T))_ {XVJ(T)%U(T) L<€§R
", o ii(T) 1<e<L
Ve(x('f)) - {XZJ(T) L<e<R

WL (%(1)) = 0 1<e<L
¢ | %(r) —®j(t) L<e<R
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and

fl'j(T) L<e<R.

Here (574) is the mutational term in the asymmetrical mutation probabilities case.
Following similar steps as before, one can derive the MPL estimate with asymmetrical mutation probabilities as

R [K-1 -1 K—1 K—1
Se= Y | Y. ARC(x(t)) + I [Xf(tk) —x¢(to) — por,i Y Atev ¢ (x(t)) + po,i Y Atyvp(x(t))
f=1 Lk=0 of k=0 k=0
K-1 , K-1 . K-1
—porj Y, Atew ¢ (x(tx)) + po,j ) Atew p(x(t)) — 1 Y. Atng(x(t))| . (S75)
k=0 k=0 k=0
Robustness

Numerical issues may arise in computing the estimate in (S75) in scenarios with severe data limitations (low number of
samples, large time between samples). These can be addressed by assuming the allele frequency trajectories are piecewise
continuous and the covariance matrix, C(x(t)), is also a piecewise continuous function. This allows to replace the
summation over time in (S75) with integration, which can then be computed analytically. Specifically, the diagonal terms
of the integrated covariance matrix are

(8 = 2Xe(trs1)) (Xe(te) +Xe(tes1)) X2 (t) (S76)

6 3 7

and the off-diagonal terms of the integrated covariance matrix are

Xef (Be) + Xep (bra) [ xe(ti)Xg (k) +Xe(tk+l)xf(tk+l)
2 3 3

N xe(tk)xéc(tk+1) N Xe(tk+16)xf(tk)>’ (S77)

where the same mapping holds for indices e and f in (5§76) and (577) as in (16)-(18). The mutation terms are now given as

L 1= Tt (e ) 1<f<L
Vf(~) = xj(tk)+;j(fk+1) _ "if(t")Jr;"f(tk“) L<f<R
., Xi(be) 4% (ber1) <f<
Vf(~) =\ it )-EX“(tk ) e
)T i ) L<f<R
, 0 1<f<L
wi() = st +nl) Sl lea) p o op o g
and
o tsf=t
wrl) = %)+ % () L<f<R

While the recombination term1¢(.) is 0 for 1 < e < L and given by

i) (xij(tk) +2xij(fk+1) B (xi(tk);j(tk)
+xi(tk+1)3xj(tk+1) N xi(tk)x6j(tk+1) N xi(fk+16)xj(fk)>> (578)

for L <e<R.
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Equivalence of genotype and allele-level analyses

The MAP estimate of the allele selection coefficients and epistasis terms can also be obtained from the genotype path
integral (S17) by solving

§ = arg max £ (s; u,r, N, (z(tk))kKZO) pprior(g) (S79)
S
The prior probability, with 0> € R, is the same as in (S63) and given below for convenience

. 1 1
PPHOf(g) = )2 exp ( 5 2sTs> .

From (517), the approximate genotype path-likelihood is given by
T-1 R/2 M K-1
K 1 N N K
Ls;u,r, N, (z(t )= dz, (t exp| —=S t - ,
(07N, (2(t0)) ) Q} @w@m»(myg 11 Akm>££p( 5 (0)) )
with

K Kfll M M 1
S ((#t)io) = X 7 L L lealtien) = 2a(t0) — do(a(t0)t) (€7 (2(00))

a=1b=1

W [z (teg1) — zo(tx) — dp(2(tr) ) Ate],

where Aty =ty 1 — tpand

M M
da(z(tx)) = za(ty) < Z hpzy (e ) + ( A Za(fk)> —1r(L—1)(za(tx) — a (2(t)) ),
b=T,dp=1 b=1d=1

with

) za(t) (1 —za(th)) a==>b
Cap(z(t)) = {—Za(tk)zb(tk) 2 b,

Maximizing the natural logarithm of (S79) and taking the vector partial derivative gives

0 o N Kl 0 01 1
0= % Inc; — s k;)S(( (tk))k 0>+$1nc2 35202°% S (S80)

We note that i, can be expressed as
R
2 SEI
and from (518) and (522), that the single and double mutant allele frequencies can be expressed
R
=Y ulz(t). (S81)
e=1

Substituting these transformation in (S80) and using the results in (S30), (S33), (538), and (S51), we obtain

-1

K-1 K-1 K-1
§=| ) ARC(x(k)) +1 [ (tx) —x(to) —p Z Atpv(x(t)) —r Z Aten(x(t)) | (582)
k=0

which is the same estimator as in (560) obtained from allele-level path integral.

Simulations
Simulations were carried out on a system with Intel Core i7-6700HQ 2.6 GHz processor and 16 GB of RAM.

Numerical values of fitness parameters used in simulations are either given in captions of the figures where feasi-
ble, or listed in Supplementary Table S1 (separate excel file).
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Implementation details of IM

We implemented the method of Illingworth et al. (2014), termed IM, in Matlab R2017b. The performance was tested on
the fitness landscape with all non-zero epistasis terms (Figure 4A). For a direct comparison with MPL, we did not force
IM to search over fitness models of varying sparsity, instead we inferred a fully connected fitness model by providing IM
the identity of loci under selection. This way the performance of IM was not affected by a model mismatch between the
support of the true and inferred fitness landscape.
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