S1 Text

A Antibody-viral coevolution in genotype space

We represent the antibody population as a set of k genotypes consisting of vectors, A* (o« = 1...k), and corre-
sponding genotype frequencies x, with elements z® satisfying Zfi:l x® = 1. Similarly, we consider a viral population
with &’ possible genotypes V¢, and frequencies y with elements y7 (y = 1,...,k") with 25/:1 y? = 1. Note that
superscripts are indices, not exponentiation, unless next to parentheses, e.g. (a)’. The frequencies change over time,
although we omit explicit notation for brevity, and hence every quantity that depends on the frequencies is itself
time-dependent. In the following, we describe separately contributions from three evolutionary forces (i) mutation,
(ii) selection, and (iii) genetic drift, and build a general stochastic framework for coevolution of antibodies and viruses
in the space of genotypes. We assume that population sizes are large enough, and changes in frequencies are small
enough to accommodate a continuous time and continuous frequency stochastic process [1, 2].

(i) Mutations. The change of the genotype frequencies due to mutations follow,
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where we define m,, and m,., as the genotype-specific components of the mutational fields in the antibodies and
viruses, and p , . is the antibody mutation rate from genotype AP to A®, and similarly, Hoyr ., s the viral
mutation rate from the genotype V* to V7. We assume constant mutation rates jiq, tty, per generation per site for
antibodies and viruses, with the exception of p, = 0 for the viral constant region, which implies that mutations in
that region are lethal for the virus.

(ii) Selection and interacting fitness functions. The fitness of a genotype determines its growth rate at each
point in time. We define fitness of genotypes in one population as a function of the genotypes in the other population.
The general form of change in genotype frequencies due to selection follows,
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The subscript for the antibody and viral fitness functions, f,.(x;y) and f,, (y;x), refer to the genotypes in the
corresponding population. The explicit conditional dependence of the antibody fitness function f,. (x;y) on the
viral frequency vector y emphasizes that fitness of an antibody depends on the interacting viral population {V}.
Similar notation is used for the fitness function of the viruses. The subtraction of the population’s mean fitness,
F,=>,2"f.(xy) and F, = 27 Y7 f~ (¥;X), ensures that the genotype frequencies remain normalized in each

population. In terms of linearly independent frequencies x = (z!,..., 2% 1) and y = (y*,...,y* 1), these evolution
equations take the forms,
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where 0,,(x;y) = f,a (X5Y) — far(x;y) and o, (y;x) = f,, (¥;X) — fye (¥; %) are the respective time-dependent
selection coefficients of the antibody A® and the viral strain V7, which depend on the state of the both populations
at that moment in time. The inverse of the response matrices, gos = (¢*°)~1 and h,y = ()7}, play the role
of metric in the genotype space (see below and e.g., [3]). The change in the mean fitness due to selection after an
infinitesimal amount of time follows,
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where dz and dy” are the infinitesimal changes in the genotype frequencies, and o,., . = 90 ,./0y” and, 0,0 _,,,, =
0o, /0z* are respectively the change in the selection coefficient of the antibody A® and the virus V7 due the
evolution of opposing population. This measure of fitness transfer is a useful concept for interacting populations.
Intuitively, it can be understood as the change of fitness in one population only due to the changes of allele or
genotype frequencies in the opposing population.

(iii) Genetic drift and stochasticity. The stochasticity of reproduction and survival, commonly known as
genetic drift, is represented as discrete random sampling of offspring genotypes from the parent’s generation with
the constraint that the total population size remains constant. The magnitude of this sampling noise is proportional
to inverse population size. N, and N, are the effective population sizes of the antibody and the viral populations,
which represent the size of population bottlenecks e.g., in a germinal center. In the continuous time, continuous
frequency limit, genetic drift is represented as noise terms in a diffusion equaiton with magnitude proportional to
inverse population size [2]. The diffusion coefficients are characteristics of the Fisher metric [4, 3],
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The generalized Kimura’s diffusion equation [5] for the joint distribution of genotype frequencies P(x,y,t) in
both populations reads,
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This Fokker-Planck equation acts on the high-dimensional genotype space of antibodies and viruses, which are
likely to be under-sampled in any biological setting. In the following, we introduce a projection from genotype space
onto a lower dimensional space of molecular traits (phenotypes) to make the problem tractable.

B Antibody-viral coevolution in phenotype space

B.1 Molecular phenotypes for antibody-viral interaction

We define the binding affinity between an antibody and viral genotype as the molecular interaction phenotype under
selection, for which we describe the evolutionary dynamics. Antibody and viral genotypes are represented by binary
sequences of +1. Antibody sequences are of length ¢ + ?, while viral sequences consist of a mutable region of length
¢, and a conserved (i.e. sensitive) region of length ?, where each site is always +1, as was similarly done in [6]. We
model the binding affinity between antibody A® and virus V7 as a weighted dot product over all sites,
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where A%, and V;” denote the ith site in antibody A® and virus V7, respectively. The set of coupling constants
for the mutable and conserved region, {k;, #; > 0} represent the accessibility of a clonal antibody lineage to regions of
the viral sequence. Matching bits at interacting positions enhance binding affinity between an antibody and a virus.
Similar models have been used to describe B-cell maturation in germinal centers [6], and T-cell selection based on
the capability to bind external antigens and avoid self proteins [7, 8]. In Section E, we extend our model to multiple
lineages, where each lineage has its own set of accessibilities. Antibody lineages with access to the conserved regions
of the virus can potentially fix as broadly neutralizing antibodies. We denote the quantities related to the conserved
sites of the virus with a hat: .

We project the evolutionary forces acting on the genotype to the binding phenotype FEio, and quantify the
changes of the binding phenotype distribution in each population over time. For a single antibody genotype A% we
characterize its interactions with the viral population by the genotype-specific moments,

Statistics of the binding affinity distribution for antibody A®:

i) average in the variable region:
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(ii) average in the conserved region:
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(iii) r*" central moment in the variable region:
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Since the viral population is monomorphic in the conserved region, the average mean binding affinity of an an-
tibody is independent of the state of the viral population, F, = F,, and the higher central moments are zero,
Ic(f,) = 0. Similarly, we characterize the interactions of a given viral genotype V7 with the antibody population,

Statistics of the binding affinity distribution for virus V7:

(i) average in the variable region:

Ey= Y  Eayu® (S12)

acantibodies
(ii) average in the conserved region:
E,= Y  EB.a*=E (S13)
a€antibodies
(iit) 7" central moment in the variable region:
I =" 3" (Bay—E,)a” (S14)
acantibodies
(iit) 7" central moment in the conserved region:
0= (Ea—&a" (S15)
a€antibodies

One of the most informative statistics that we characterize is the distribution of population-averaged antibody and
viral binding interactions, respectively denoted by Pas(F ., Ey) and Py (E ., E). The mean of these distributions



are equal to each other, but the higher moments differ. We denote the population-specific moments of the average
interactions by,

Mean binding affinity in,
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(ii) the conserved region: £ = Z E, 2 (S17)
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r*" central moment of the average affinities in,

(i) the variable region of antibody population:
My, = Z (Bo — &)z (S18)
a€antibodies
(ii) the conserved region of antibody population:
Mar= > (Ba —E&)a® (S19)
acantibodies
(iii) the variable region of viral population:
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yEviruses

Note that the population central moments M, , and My, are distinct from the genotype-specific moments, I((f.)

and [ _@. The central moments of the viral population in the conserved region are equal to zero, Mv,r =0.

Trait scale and dimensionless quantities. It is useful to measure traits in natural units, which avoids the
arbitrariness of the physical units ({x;, #;}), and the total number of sites £ + /. As previously shown in [9, 10],
there exist summary statistics of the site-specific effects, (here {x;, #;}), which define a natural scale of the molecular
phenotype. We denote the moments of the site-specific effects along the genome by,
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We express the phenotype statistics in units of the trait scales, i.e., the squared sum of the site-specific effects,
E2 = Ko/ in the variable region, and EZ = Ko/ in the conserved region. The rescaled phenotype statistics follow,
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These scaled values are pure numbers (we distinguish them by use of lower case letters from the raw data). The
trait scales B2 and E’g provide natural means to standardize the relevant quantities because they are the stationary
ensemble variances of the population mean binding affinity in an ensemble of genotypes undergoing neutral evolution
in the weak-mutation regime (see Section B.3 for derivation of the stationary statistics),
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where () indicates averages over an ensemble of independent populations.

Binding probability. The probability that an antibody is bound by an antigen determines its chance of proliferation
and survival during the process of affinity maturation, and hence, defines its fitness. We describe two distinct models



for antibody activation. The simplest model assumes that the binding probability of a given antibody A“ is a sigmoid
function of its mean binding affinity against the viral population,
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where E* is the threshold for the binding affinity and [y determines the amount of nonlinearity, and is related to the
inverse of temperature in thermodynamics. Following the rescaling introduced in eq. (S22), the binding threshold
and the nonlinearity in eq. (S24) rescale as e* = E*/\/ E2 + E2 and 8 = foy/ E2 + E2. In the following, we will use
eq. (S24) to characterize a biophysically grounded fitness function for antibodies.

For the virus, binding to an antibody reduces the chances of its survival. Similar to eq. (S24), the probability
that a given virus V7 is bound by antibodies follows,
1
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where E* and [y are similar to eq. (S24).

In Section B.5, we will discuss an alternative model for activation of an antibody which is based on its strongest
binding affinity with a subset of viruses.

B.2 Coevolutionary forces on the binding affinity

Similar to genotype evolution, stochastic evolution of a molecular phenotype generates a probability distribution,
Q(¢, E, My 7 M Ay My,), which describes an ensemble of independently evolving populations, each having a pheno-
type distribution with mean affinity £ and £ and central moments of the averaged affinity in the antlbody population,
My, MAyr7 and in the viral population, My, (see also [9]). The probability distribution Q(&,&, M4, Ma My,)
can be expressed in therms of the distribution for genotype frequencies,
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where 0(-) is the Dirac delta function. Below, we characterize the effect of mutations, selection and genetic drift on
the evolution of the phenotype moments £, M4, M4, and My ,.

“ ”

Mutation. A mutation at site changes the sign of the site, and its effect on the binding affinity is proportional
to k; in the variable region, and &; in the conserved region. To compute the effect of mutations on moments of the
phenotype distribution, we classify pairs of genotypes (A“, V7) in mutational classes, defined by the number of +1

positions of their product vector (A¢ - V{7, .. AZ_ Vil z)’ which we denote by n4 in the variable region and by 7n4
in the conserved interaction region,
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The frequency of each mutational class Q(n, ) is estimated from interactions between all pairs of antibody and viral
genotypes in both variable and conserved regions of the interacting populations,
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The superscript A = 1, 2 indicates the interacting region of the virus, i.e. A = 1 refers to the variable region of the
virus with ,u( ) = = py and the length M) = ¢, and X = 2 refers to the conserved region of the viral genome with u@) =0
and the sequence length () = ¢. If the mutational effects of all sites were equal to , phenotype moments could be
simply expressed using the statistics of mutational classes: e.g., &€ = (2[n4], , —£), where [], ,, indicates averaging
of a quantity in the subscript populations, which in this case are both the viral and the antibody populations. If the
number of encoding sites of a phenotype is large, annealed averages of the heterogeneous site-specific contributions
Ky, K, can well approximate the the moments of the phenotype distribution [11, 12, 9]. As a result, the statistics of

the variable region follow, £ = (2[n4], ,, —£)K; for the mean binding affinity, and My, = 27K, [([n+]A - [n+]Ayv)r} ,
\4

My, = 27K, [([mr]v — [n4] va)r} for the higher central moments in viruses and antibodies. Similar expressions
A

can be derived for the statistics of the conserved region. Therefore, evolution of the phenotype distribution can be
well-approximated using projections from evolutionary dynamics of the mutational classes. The Master equation for
the evolution of the mutational classes under neutrality (mutation and genetic drift) follows,
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() and W, (t) are delta-correlated Gaussian noise (Wiener process) with an ensemble mean (W;) = 0 and
variance, (W;(6)W;(t')) = 0; ; 6(t —t') where i,j € {A,V} 1nd1cate antibodies and viruses. The stochasticity (genetic
drift) is due to finite population size of the interacting genotypes N, and N,.

In neutrality, the ensemble mean for the averaged number of positive sites <[n+(>‘)] A7v> and the central moments,

(Y, ()‘)> = <[( ()‘) - [ni(\)]A_V)T]A> and (Yé?) = <[([n(+)‘)] [nﬁf‘)]A,V)r]v> in both variable (A = 1) and conserved
A=2) mteractlon regions follow [11, 12],
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where (-) denotes averages over independent ensembles of populations. The second term in the right-hand side
of equations (S31, S32) is a consequence of the Itd calculus in stochastic processes [1]. The transformations from

1)
]

Y ’]4. to & in the variable region, and from [nf)}A.V to € in the conserved region result in,
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The transformations from YX}, to My, from Y/(f}, to MAm and from Y&T) to My, result in,

(M4 r—2 i r Ny K, <MA7 My, >7T<MA,T>
% =l 2 Kr_i<i)<MA’i>+ sl e 2N : = 2r(pa + po)(Ma,r)
i=0 a
(T Ko _
—pa »_ 27 (z) {Kr7i71<MA,i+1> + ’gl <5MA,¢>} 1+ (=1
i=0
(S35)
(N, =3 r - Vo Ko (Va2 M —s) — 1(Ma,) .
<TA> = pal) 2 K:r—i<i><MA,i> + (:)/C2 K 'QN 2 — 2rpia (Na)
=0 a
r—2 , r R K: o 4
—pta »_ 27 (z) [Kr—i—1<MA,i+1> + ’az <5MA,~L>} 1+ (=1
=0
(S36)
O(My,, = S DK Ko (My s My, ) — 1{My,)
% - MDKZQ Kr—i <Z) (M) + (2) : : VQN — LG 2r (o + pa ) (Mv,r)
=0 v
r—2 ] r o ‘
—py Yy 27 <z> [/Cr_i—1<MV,i+1> + ’é: <5MV,i>:| [+ (=1)"=)
i=0
(837)

Selection. We assume that (malthusian) fitness of an antibody is proportional to the logarithm of its activation
probability given by eq. (S24) based on its average interaction strength,
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with f* = —cqlog (1 + exp[BoE*]) and the selection coefficient S, = ¢4/30/(1 4 exp[—BoE*]). The approximation
in (S39) is by expansion of the nonlinear fitness function around the neutral binding affinity, £ = 0. The antibody
selection coefficient S, can be thought as the amount of stimulation that a bound B-cell receptor experiences, e.g.
due to helper T-cells. If the chronic infection is HIV, where the virus attacks the helper T-cells, S, may decrease as
HIV progresses and the T-cell count decays. Furthermore, f7 affects the absolute growth rate, but does not affect
the relative growth rate between genotypes. We call the fitness models based on the averaged binding affinity in
eq. (S38) as nonlinear-averaged and in eq. (S39) as linear-averaged. In Section B.5 we introduce an alternative model
of antibody activation, which assumes that proliferation of an antibody is related to its best binding affinity against
R < N, antigens, that are presented to the antibody during its life time. The analytical results in this paper are all
based on the antibody evolution in linear-averaged fitness landscapes (S39), and the other fitness models are only
studied numerically.

The viral fitness is related to the probability that it escapes the binding interactions with antibodies. We define
the fitness of an antigen (virus) as the negative logarithm of its binding probability to the average antibodies that it
interacts with, given by eq. (S25),
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with f¥ = ¢, log (1 + exp[ﬁoE*]) and the selection coefficient S, = ¢,80/(1 + exp[—SBoE*]).

As shown in eq. (S3) the change in the frequency of an antibody or a virus is proportional to its fitness, which is
related to its average binding affinity. Therefore, the change of a given phenotype statistic U(x,y) due to selection
follows,

L U(xy) = Z[?Z(fw A>x“+§—;<wav>yv (842)

where F', and F,, are respectively the mean fitness in the antibody and in the viral population. With this formulation
we can compute the effect of selection on the statistics of the binding affinity distribution, i.e., the mean affinity &,
E , and the central moments, M4 ,, M A and My, which we present in the following section.

Similar to the rescaling procedure in eq. (S22), we use the total trait scales to define the rescaled strength of
selection,

Sa = NaSaE07 §a = NaSaE07 Sp = NaSvEO: §v = N’US’UEO (843)

Genetic drift. We can project the stochasticity of the genotype space onto the phenotype space. The projected
diffusion coefficients show the correlation between the noise levels of the phenotypic statistics A and B.
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and the genotypic diffusion constants g®? and h7* are given by eq. (S6). As an example, we compute the diffusion
term for the mean binding affinity in the variable region &,
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where 0,4 is a Kronecker delta function. A similar approach finds the diffusion terms for the second moments and

the cross-correlation terms between the first and the second moments in the variable and the conserved regions (see
e.g., [9] for further details),
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B.3 Stochastic evolution of molecular phenotypes (linear-averaged fitness)

Putting all the evolutionary forces together, we can write down evolution equations for the statistics of binding
affinities in a linear fitness landscape introduced in equations (839, S41),

d
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with the Gaussian correlated noise statistics due to the genetic drift,
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Similarly, we can write down the stochastic evolution equations for the second moments M4 2, M A2 and My o,
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It should be noted that we ignore the linkage correlations between the binding affinity of the variable region £ and
conserved region & of the virus. From the numerical analysis we see that the covariance between the linked variable
and conserved regions, (3", 2% (Ea. — &) (E4 — &)) is small compared to the diversity of the average binding affinity
in both regions of antibody and viral populations, (M4 2), <MA’2> and (My,2); S2D Fig. Lineages with access to the
conserved region of the virus adapt by aligning their sites to the conserved sequence, and hence, remain relatively
conserved with variations arising only from the stochastic forces of mutation and genetic drift. In Section B.4 we
explicitly show that the auto-correlation time for the binding affinity in the conserved region is longer than in the
variable interaction region; see equations (S82, S81). Therefore, the correlation between the binding affinity of the
variable and the conserved regions remains small throughout the evolutionary process.



Stationary solutions for trait mean and diversity. From equations above we can solve for the stationary mean
binding affinity, binding diversity in both populations, and the covariance between the moments as a function of the
higher moments,

1 1
O = 50wy S Maal = g, gy S vl o
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(€) = N,Su(Ma2)/26, (S61)
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where 6, = 04(Ny,/N,) and 0, = 0,(Ny/N,). We denote the ensemble covariance of two stochastic variables z and y
by,

(z,y) = ((x — (@) (y — (v))) (S68)

and hence, (z,z) is the ensemble variance of the variable z. Similar forms of the stationary solutions apply to the
statistics of the binding affinity in the conserved interaction region, (MA,2>, <é, MA,2>, and can be found by setting
the viral mutation rate u, and the central moments Mv,r equal to zero in equations (S59-S67). For brevity we do
not present the solutions of the central moments in the conserved region.

In equations (S47-S58), the evolution of each moment depends on the higher moments in the presence of selection,
which leads to an infinite moment hierarchy. However, in the regime where rescaled coefficients satisfy s,0, < 1 and
sy, < 1, we can truncate the moment hierarchy. From the comparisons of the Wright-Fisher simulations with our
theoretical results we choose to truncate the hierarchy after the 4** moment. Furthermore, higher central moments
are fast stochastic variables (see e.g., [9] and the discussion in Section B.4 and S3 Fig), and their ensemble averages
can sufficiently characterize the evolution of the mean binding affinity £ and the binding diversity M4 o, M A,2 and
My 5. Therefore, we will only present ensemble-averaged equations for the 3" and 4*" moments of the phenotype
distributions. In order to clarify the truncation of the moment hierarchy, we explicitly show the evolution equations
and their stationary solutions for the rescaled moments of the phenotype distribution, which are defined in eq. (522).
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%((mv,2)2> = =80, [(mv.2)?) — (mv2)] — 80a ((mv,2)%) + (mva) — 3((mv.2)?) (S72)
d = —80 g K a/0 0 2y -4 S

g (M) = =800 [ (ma.e) = 2585 = (3= 4/0) (mas)]| = 80, (ma.) + 6 {(m42)?) — 4lma) (573)
d%<mv,4> = =80, [ (my.a) =2 el (my,2)] = 800 (mya) + 6 (my,2)?) — dlmy) (S74)

with 6, = 04(Ny/N,) and 0, = 0y,(Ny/Ny). 7, =t/N, and 7, = t/N, are the evolutionary times in natural units of
the neutral coalescence time in the antibody population N, and in the viral population N,, respectively. The term
(€) = 2(54ba — 500y (Na/Ny))/ (00 + 0, (Na/N,)) in equations (S69, S70) is the stationary solution for the rescaled
mean binding affinity up to orders of O(62,6%). The stationary solutions for the rescaled central moments of the
antibody population follow,

(mas) = =5 * Ty (e 1) + v [+ 000)] + O (576
(ma2?) = ey L1 27— 40] + Olout) (s77)
(mas) = uzsg?nge) [% % +204(5— 4/0)] + O(s.63) (S78)

Similar solutions can be found for the central moments of binding affinity in the viral population my,,, by replacing
the subscripts a and v in the equations above. The stationary solutions for the central moments of the binding affinity
in the conserved region of antibody population 74, can be found by setting the viral mutation rate equal to zero,
0, = 0, and by using the characteristics of the conserved region i.e., genetic length ¢ and sites contributions K,
in equations (S75-S78). S1 Fig shows a good agreement between the numerical results for the rescaled stationary
mean binding affinity (¢) = (£)/Eo, (£) = (£)/Fy from the Wright-Fisher simulations and the analytical solutions
(S59, S61), by using the stationary ensemble averages for the diversity of the binding affinity (ma2), (fha,2) and
(my,2) in eq. (S75). S2 Fig compares the analytical solution for the second central moments (m4 o) and (my,2) with
numerical results from the Wright-Fisher simulations, by inserting the empirical estimates of the higher moments
from the simulations as in equations (S63) and (S64), (dashed lines), and by using the analytical solutions for the
higher moments to estimate the stationary value for the phenotype diversity, as given by eq. (S75), (solid lines).
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B.4 Time-dependent statistics and separation of time-scales

Statistics of the mean phenotype. As we show below, the higher central moments My, and My, for (r > 1)
are fast stochastic variables. Therefore, it is sufficient to use their stationary ensemble averages to compute the finite
time correlation of the mean binding affinities, £(7) and &(7).

The time-dependent solution for the ensemble averaged mean affinity (£(7)) and (£(7)) at time 7, and the
covariance between two time-points 75 > 71, starting from an initial condition at time 79 = 0 with the ensemble
averages for the mean affinities (£(0)), (£(0)) and the diversities (£(0),£(0)), (£(0),£(0)) follows,

() = (1= e 20nt07) (g) 4 =240 (o)) (579)
Er) = (1= 7) () + 2 (£(0) (580)
(), €)= e2<0a+0"v>fz<s(o>,e(o>>+P%%%ﬂ /Oﬁefzwmvxﬂ4’>efz<aa+év><m—r'>d7/

o 20atB)m <g<0),5(0)>+[ (Maz)  (Mys) } [e—2<9a+§v><ﬁ—ﬁ>fe—2<9a+9‘v><ﬁ+f2>}
40, +6,)  4(0,+6,)

(S81)
Em).Em) = o (E0),E0) + LA [erttatrmry _ i (552)

where (£) and (£) are the stationary values of the mean phenotype in the variable and the conserved interaction
regions, given by equations (S59, S61). Time 7 is measured in units of the neutral coalescence time for antibodies,
N,. The characteristic time-scale for the decay of the mean binding affinity in the variable interaction region of the
virus is 1/(2(0, + év)) in units of N,, which is shorter than the time-scale for the conserved region, 1/26,. Therefore,
binding affinity in the conserved region is correlated over a longer period of time compared to the variable region
(i.e., about twice as long if 6, ~ 60,). The difference in time-scale explains the small covariance due to the genetic
linkage between the conserved and the variable region of the virus shown in S3 Fig.

Statistics of the phenotype diversity. As shown in [9], the fluctuations in the phenotype diversity are scale
invariant, which is a consequence of coherent, genome-wide linkage-disequilibrium fluctuations in the absence of
recombination. It is generated by sampling from a set of genotypes with binding affinities F,_ in antibodies and
E , in viruses from the underlying distributions with variance M4 2 and My, which scale like the genome length
{. These large fluctuations result in a relatively short correlation time for the phenotype diversity, shown in S3 Fig.
Similar to the mean binding affinity, we can estimate the typical lifetime of these fluctuations from the stationary
auto-correlation function,

(Ma2(7a), Maa (7)) ~ e~ (Ta=7a), (Mya(7y), My2(1))) ~ e~ (=) (S83)

where 7,, 7, are measured in units of the antibody neutral coalescence time N,, and 7, 7, are measured in units
of the viral neutral coalescence time N,. S3 Fig shows the decay of the stationary auto-correlation for the diversity
of the binding affinity M4 », M 42 and My as a function of the evolutionary separation time A7 = 7 — 7/, It is
evident that the characteristic decay time for the phenotype diversity (S83) is much shorter than that of the mean
phenotype, given by the auto-correlation function in egs. (S81, S82).

B.5 Alternative fitness models

Nonlinear activation probability based on average binding (nonlinear-averaged). We assume that the
growth rate (fitness) of an antibody is proportional to the logarithm of its activation probability given by eq. (S38),
which may be approximated by a linear function if the nonlinearity is small (S39). Here, we numerically study
the effect of nonlinear sigmoidal fitness functions by comparing the evolutionary dynamics of populations in fitness
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landscapes with different values of nonlinearity 3 = o1/ E2 + E2 and binding threshold ¢* = E*/y/E2 + E2, while

keeping the overall strength of (rescaled) selection, s, = c,3/(1 + exp[—Be*]) constant. The strength of selection
corresponds to the slope of the approximate linear-averaged fitness function in eq. (S39).

As the rescaled nonlinearity 5 = 5y Fy of the fitness function (S38) increases, the mean binding affinity £ becomes
closer to the neutral value; see S4A Fig. This is due to the sigmoid form of the fitness function, which reduces fitness
differences between genotypes at extreme values of binding affinity. Since mutations push the mean binding affinity
towards zero, the reduced advantage of binding at the extremes moves the stationary binding affinity towards zero.

Similar arguments suggest that the rate of adaptation in the antibody population should decrease as the fitness
landscapes become more non-linear. The rate of adaptation is determined by fitness flux [13, 14], and is approx-
imately equal to the variance of fitness in the population [15]; see Section C for detailed discussion. Due to the
sigmoidal shape of the fitness function, fitness differences become small at large values of binding affinity (i.e., the
functional antibodies), resulting in a reduction of the fitness variance in the population, and hence, a lower rate of
adaptation. However, this effect is less pronounced when the threshold for specific interaction is very large, e* > 1/8.
In this case, the fitness function is nearly linear for most antibodies, since their binding affinity fall below the binding
threshold e*. In this regime, the fitness variance and the rate of adaptation are only sensitive to the selection strength
sq (i.e., slope of fitness at e = 0), and not the nonlinearity of the fitness landscape. Evidently, the fitness variance
(S4B Fig) is less sensitive to the non-linearity, than the mean binding affinity (S4A Fig).

Nonlinear activation probability based on the strongest binding (nonlinear-EVD). We study a model
for activation of antibodies which is based on their strongest binding affinity with a subset of viruses. The basic
assumption is that an antibody attempts to bind to a set of viruses (which may be smaller than the viral population
size), and once a high affinity binding occurs, it begins to proliferate. Similar treatments have been introduced
in the context of T-cell activation [16, 17]. The probability distribution function, II(E* ) of the strongest of R
independent binding interactions between the antibody A® and the viral population {V} can be obtained using
extreme value statistics. According to extreme value theory, if the distribution of binding affinities for a given
antibody has an exponential tail, the corresponding distribution for its strongest binding affinity belongs to the class
of Gumbel distributions [18]. In the evolutionary regime that we study here, the amount of genetic polymorphism in
the population of antibodies results in a Gaussian-like distribution for the binding affinities, with mean F, + E, .
and variance I((f,) given by eq. (S11). Therefore, the corresponding probability distribution for the strongest binding
affinity out of R independent trials, is a Gumbel distribution [18] with a peak at,

El?iax = Ea. + Ea‘ + 2]&2) InR (884)

and a width 3¢ = /71 /(12In R). If we assume that In R > 1, the distribution is sharply peaked, and E2
sufficient to describe it. In addition, we assume the activation probability is a sigmoid function of E2

max?

ax 1S

1
= 1+ oxp[Bo(Bfyme — E7)]'

P s s (A7) (S85)

The fitness function fa max(A*;{V}) for the nonlinear-EVD model is related to the logarithm of the activation
probability,

fA,maX(Aa; {V}) = Cq 1Og[pm‘«1X(Aa)] = —Cq IOg(l + exp[_ﬁo(Er(:laX - E*)]) (886)

where the coefficients are similarly defined as in eq. (S38). S4A Fig shows the stationary mean binding affinity for
nonlinear-EVD fitness model. While the mean binding affinity is sensitive to the nonlinearity parameter (3, it is
relatively insensitive to the number of interactions R, and behaves similarly to the nonlinear-averaged model. This
is not surprising given the logarithmic dependence of binding affinity on the number of interactions R in eq. (S84).
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C Fitness flux and coevolutionary transfer flux

The fitness flux ¢(t) characterizes the adaptive response of a population by genotypic or phenotypic changes in a

population [19, 13, 14, 20, 21]. The cumulative fitness flux, ®(7) = ;+T N¢(t')dt', measures the total amount of

adaptation over an evolutionary period 7 [19, 14]. The evolutionary statistics of this quantity is specified by the
fitness flux theorem [14]. In our model, the fitness flux for the antibodies ¢ ,(¢) and the viruses ¢,, (¢) follow,

o) = Y el a0 (587)
acantibodies
i = Y 81;; 7(t) y dy;t(t) (388)

yEviruses

where, F, (t) and F,, (t) are the mean fitness of the antibody and the viral populations at time ¢, and time is measured
in units of generations. It should be noted that the cumulative fitness flux for evolution in a constant environment
(equilibrium) is equal to the difference of the mean fitness between the final and the initial time points. However, the
cumulative fitness flux in time-dependent environments (non-equilibrium) depends on the whole evolutionary history
of the population, and captures its incremental adaptive response to the underlying environmental fluctuations.

We introduce a new measure of interaction between coevolving populations “transfer flux”, which is the change in
the mean fitness of a population due to the evolution of the opposing population. The transfer flux from antibodies
to viruses T4,y and from viruses to antibodies Ty _, 4 follow,

Tasv(t) = > - 7 (S89)
a€antibodies
T = Y 2ol (590

oy dt

yEviruses

In the regime of substantial selection s,, s, = 1, the transfer flux in antagonistically interacting populations of
antibodies and viruses is always negative, implying that adaptation of one population reduces the fitness of the
opposing population.

The fitness flux and transfer flux are rates of adaptation and interaction that are time-independent only in the
stationary state. The total amount of adaptation for non-stationary evolution, where the fluxes change in time, can
be generally measured by the cumulative fitness and transfer flux. For coevolution in the linear-averaged fitness
landscape of equations (S39, S41) the cumulative fitness flux over an evolutionary period [t : ] for antibodies and

viruses follow from a simple genotype-to-phenotype projection,

@atto0) = (V. | y (t)at')

'=tg
¢ , [ OF,(t') 0E(t)
N <Na /t’=tg dt ( oEMH) o v}

t/Ng
— < /t dt' [—20, (sae(t)) + 3.6(t)) + (s2ma(t') + §§mA,2(t’))]> (S91)

'=to/Na

OF (t') OE(t))
v 9E) oY

wotoity= (v [ o)

'=to0

t/N,,
= </ dt' [20,s,e(t') + s mvﬂg(t’)}> (592)

'=to /Ny

The first terms (proportional to €) in the integrants of eqs. (S91, S92) are the fitness changes due to mutations
and the second terms are due to selection; the changes due to genetic drift are zero for the ensemble-averaged fitness
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flux of the linear-averaged fitness landscapes in eqgs. (S39, S41). In the regime of substantial selection s,, s, 2 1, the
fitness flux in a polymorphic population asymptotically converges to the variance of the stationary fitness distribution
in the population (e.g., s2ma2 + 82149 for antibodies) [14], which is in accordance with the rate of adaptation
given by Fisher’s fundamental theorem and Price’s equation [15, 22].

Similarly, the cumulative transfer fluxes over an evolutionary period [t : t] read,
t
t'=tg

N b [OF,(t) 9E)
- <N’” S ( oY) o {V}>>

t/Ny
= (N,/Na) </t dt' [20,5,(e(t') + (') — su (sama2(t’) + éamA,Q(t’))]> (S93)

'=to/Ny

(Tasv(to:t)) = <Nv 7;&—>V(t/>dt/>

OF, (t") OE(t)
v 9E) oY

t

(Ty_a(to:t)) = <Na TV%A(t/)dt/>

t'=tg

¢/ N
= (N, /N,) </t dt’ [—20,8.6(t") — 545, mv72(t/)}> (S94)

'=to/Na

The first terms in equations (S93, S94) are the fitness changes due to mutation, the second terms are due to
selection.

In the stationary state, the cumulative flux values grow linearly with the evolutionary time, and simplify to,

Sa

@) = = (Tvoalrd, = 5 (salma2)Oy + 5, myaf) 7 (599
(v (T))g. = = (Tasv(m))y. = évi:ea (8a(ma,2)0u + sp(mv,2)0a) To (596)

where we have substituted the expected values for the ensemble averaged binding affinities in the stationary state,
given by egs. (859, S61). 7, = (t—1t9)/N, and 7, = (t—tg) /N, are the evolutionary times respectively in natural units
of the neutral coalescence time in the antibody population N, and in the viral population N,. In the stationary state,
the fitness flux in each population and the transfer flux from the opposing population sum up to 0, keeping the mean
fitness of both populations constant. Non-stationary states occur during transient evolutionary dynamics of the whole
population, or when considering a subset of the population, such as a clonal lineage, whose size fluctuates to fixation
or extinction. In particular, the imbalance between the fitness flux and the transfer flux may determine the evolution-
ary fate of a clonal lineage, which we discuss in Section E. A convenient way to measure fitness and transfer flux is
from time-shifted fitness measurements, for the stationary (Fig 4 and S5 Fig) and non-stationary (S6 Fig) conditions.

D Signature of coevolution from time-shifted fitness measurements

Measuring interactions between antibody and viral populations sampled at different time points provides means to
quantify the amount of host-pathogen co-adaptation. We introduce the time-shifted binding affinity between viruses
at time t and antibodies at time ¢ 4 7 in the variable and in the conserved regions,

E(t) = D Baya®(t+7)y(1) (S97)
Et) = D Bax®(t+7)y(t) =E(t+T) (S98)
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and the corresponding rescaled quantities, e,(t) = &, (t)/Eo and &,(t) = £.(t)/E,. Since the virus cannot evolve
in the conserved region, the time-shifted binding affinity in this region & (t) is identical to the non-shifted affinity

E(t+7) at time ¢ + 7. The time-shifted fitness for antibodies and viruses at time ¢ in interaction with the opposing
population sampled at time ¢ + 7 follow,

e time-shifted viral fitness:
NoFy () = —suer(t) (899)
e time-shifted antibody fitness:

NoFar(t) = see_r(t+7)+ 5,E(¢) (5100)

As shown in Fig 4 in the main text, the behavior of the time-shifted binding affinity (or fitness) is primarily
determined by the strength of selection on the phenotype at short values of time-lag 7, and is characterized by
randomizing mutations at large separation times. Here, we analytically characterize the stationary state behavior of
the time-shifted binding affinity as a function of the separation time 7. The change in time-shifted binding affinity
due to the affinity maturation of antibodies (adaptation) to neutralize the focal viral population (i.e., for positive
separation times 7 > 0) follows,

< o) <E1 > Ba(0) ddea(tw)>

o,y

—20, (e, (1)) + <;‘% ZEQ.(t) (B (t+71)—Et+7) 2t + T)>

20, (g7 (1)) + Sa(mag)e™ 200" (S101)

1R

where time is measured in units of the viral coalescence time, IV,,. We used a mean-field approach in the stationary

state to approximate the finite-time divergence of the averaged binding affinity for a given antibody in a time-varying
environment of evolving viruses, i.e., (3, 2*(t +7)(Ea.(t +7) = E(t + 7)) (Ea.(t) — E@))) = e 207 (3 a®(t +7)(Ea (t +7) —
e720v7T (M, 5). The behavior of the time-shifted binding affinity at negative separation times 7 < 0 is mainly deter-

mined by the adaptation (escape) of the viruses to the antibodies in the past. In the stationary state, the backward

dynamics of the time-shifted binding affinity with respect to the focal viral population is equivalent to the forward

dynamics with respect to the focal antibody population, which can be evaluated similarly to eq. (S101). Combining

the forward and the backward dynamics results in the following functional form for the rescaled time-shifted binding

affinity,

e for antibody affinity maturation, 7 > 0

sama,2 20,7 [ Svmy,2 0ysama, 2 —20,T
20, —0,) € (2(éa+9u) T eaéa—euév) € 0o # 0
(e (t)) = (5102)

(stlmA,z(Nv{l;Va)—sumv,z + SamA,2(Nv/Na)T) =207 éa =0,=10

e for viral escape, 7 < 0

Svmy,2 729~a\7\ SaMAz2 €a~sv’mv,~2 —20,|7]
2(0.—0,) € + (2(0a+0u) 0a9a70v9v) ¢ ba # 6
(1)) = (5103)
. Ny/Na)—ss - 7]
) Ll b =0y =0

with 6, = 04(Ny/N,) and 0, = 0,(N,/Ny). S5 Fig shows a good agreement between the numerical results for the
time-shifted fitness N, (Fy ;) = —s,(e,) from the Wright-Fisher simulations and the analytical solutions (5102, S103),
in the stationary state. The slope of time-shifted fitness at time-lag 7 = 0 is a measure of the antibody population’s
fitness flux (towards the past) and the transfer flux from the opposing population (towards the future), which are
equal in stationary state as depicted in S5 Fig. In the non-stationary state, the time-shifted fitness (Fy ., (¢)) may
have a discontinuous derivative at 7 = 0, due to an imbalance between fitness flux and transfer flux (S6 Fig).
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E Evolution of multiple antibody lineages

Fixation probability in a general fitness landscape. We extend our results to multiple clonal antibody lineages
evolving with a viral population. We denote the frequency of an antibody lineage with size N¢ by p¢ = NE/N,.
Assuming that mutations cannot change the identity of one lineage to another, the growth of a given lineage C depends
on the relative mean fitness of the lineage F' . to the mean fitness of the whole population F, (t) = Y . F . (t)p. (),
and on the strength of stochasticity due to genetic drift,

e = Y (e ()= Fy(0) 1)+ L) (s101)

where f.. (t) is the fitness of the genotype A® in the lineage C, and z& = xz¢(A®) is the frequency of the genotype A*
from lineage C in the total population. Similar to the evolution of a single lineage, the growth of multiple lineages
follows an infinite hierarchy of moment equations for the fitness distribution. Here, we truncate these equations
at the second central moment of fitness, which relates to the lineage-specific fitness flux ¢ . and the transfer flux
Tv—.ac. The changes of the ensemble-averaged mean fitness of a lineage F . (t) and the mean fitness of the whole
population F', (t), weighted by the lineage frequency p, (t) follow,

<jt2fca(t)w?(t)> <pc Zaxa dt> <pc Za dd‘lf>—]\1,a<FAc(t)pc(t)>

a€eC
= (pe(1)6,c ) + (pet) Toms e (1) = 3 (e (8)pe (1)) (5105)
<jt PEAC x3<t>> = (o) 94(0)) + {pe(t) Tumsa(®) — - (Fu (0 pe(0)) (5106)

Here, we assume that the mean fitness of a lineage only depends on the genotypes within the lineage, as is the
case for the fitness functions given by eqgs. (S39, S41). The ensemble-averaged changes of the fitness flux and the
transfer flux due to selection depend on higher central moments of the fitness distribution, which we neglect in our
analysis. The effects of mutation and genetic drift (using It6 calculus) on the flux quantities follow,

L6, () = (peltym,, 8i¢ 0) + 5 (e 6.0) = 2pe (6, 0)] ($107)
96,0 = {peltym. o <t>> [<pc<t> (1)) = 2(pe () 6.4(1))] (5108)
GO Toae®) = () [m.. WTMW (0 s g Tvae@)]) = - (e Troac) (5100
(PO Tea®) = (o0 [ s Tons )+ 5 Temaa0]) = - (e 0 Tomal) ($110)

where m ., and m, ., are the mutational fields associated with the changes in genotype frequencies due to mutations
in antibodies and viruses, as defined by eq. (S1).

In order to compute the fixation probability Pax = lim; o0 (p. (t)), it is convenient to use the Laplace trans-
form of the lineage frequency, and compute its asymptotic behavior at large time (see e.g., [23]). The Laplace

transform of a given function A(t) can be computed as, A(z) = >, A(t) exp[—=zt] with the inverse transform:
A(t) = Thm 5 Jj;;: exp|zt]A(z). Following this procedure for the hierarchy of equations (S104-S110) entails a
—

general form for the fixation probability of a lineage, depending on the initial states of the antibody and the viral
populations,
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Pix(€) = lim (p. (1))
= (e 0)) + (Nu(F e 0) =~ F(0)) pe(0)) + 5 (N2 (6, 0) = 6, (0)) e (0))
)

— (NaNo (| Ty ac ()] = [Troa(0)]) pe (0)) + OB((NS)?), (N3F)) (s111)

where ((6f)") denotes the r*" central moment of the fitness distribution. Here, we have neglected the change in
fitness and transfer flux due to mutations, which is of the order of O(8((N§f)?)). Below, we will explicitly study the
mutational terms for the specific case of the linear fitness model in egs. (S39, S41). The first term in eq. (S111) is
the ensemble-averaged initial frequency of the lineage at time ¢ = 0, and equals its fixation probability in neutrality.
In the presence of selection, lineages of antibodies with higher relative mean fitness, F' . (0) — F'(0), higher rate
of adaptation, ¢,.(0) — ¢,(0), and lower (absolute) transfer flux from viruses, [Ty 4c(0)| = | Tv-4(0)], tend to
dominate the population.

Fixation probability in the linear fitness landscape. In the linear-averaged fitness model (S39, S41), the
growth of a lineage depends on its relative binding affinity compared to the rest of the population. In order to
quantify the competition between the lineages, we define the following lineage-specific moments,

LZWZ<Z(Ea.—5)'”x?>» Ly, = (Y (Ba. —&)ma®) (S112)

Ly = <Z(E —&)"ag Z(Eﬁfg)”wf} (S113)
B

Ly = <Z(E —&mag Z(Eﬂ.*é)”mf,> (S114)
B

< ”Z oy —E)"a2) (S115)

In this notation the zeroth order lineage-specific moment is equal to the ensemble-averaged frequency of the focal
lineage LCAO = (p.)- As given by eq. (S107), the change in the frequency of the lineage C follows from the evolution
equation,

d

y = Su(Ly, + L) (S116)

LA

0

The evolutionary dynamics of multiple lineages follows from an infinite hierarchy of moment equations. In order
to estimate the fixation probability of a lineage up to the order of O((INS)?), it is sufficient to truncate the hierarchy

at the second moment. These hierarchy of evolution equations for the lineage-specific moments Lim and the cross-

statistics Lixka follow,
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variable region:

d _c c e c c c LZ
%LAl =S (LA2 - LA(M)) =Sy (LAl,v1 - LAU,VQ) = 2(pta + po) Ly, — Nal
LS, . —2L
DL, = e (L5, — 1Q5) — ALy, + 20T oS,
dt 2 2 2 Na
C C
d _c c c c LA2 - 2LA(0;2)
QELAWQ)::—4ua(LAm2)—EC&QQ)-—4uULAmQ)+————7V————f+-0(ﬁﬁ
a
d _c c c CAC Li\u%
Lo = —AnaLi, v, = (L, v — /@5 Q) ) — —52% +0(S0.50)
d _c c c C ch40-,V2
aLAo,Vz = _4'u“LAo,V2 — 4ty (LAO,Vz - gQ(O;Q)) TN + O(Suv Sv)
conserved region:
d L
~C ~C ~C ~C A
%Llﬁh =5 (LAZ - LA(D:?)) - QM“LAl - Nal
N N
d ~C AC A A LA . _ 2LA
gk = e (L, —1Q5) + 02—+ 0(5.)
~C ~C
d ~c . . L, —2L,
%LA(OQ) =~ (LA(U;Z) - EQ(COQ)) + : N, o + O(S“)

with the lineage-specific statistics of the trait scale,

Q5 = {p. KS), Q&m—<m: > K§%>

lineages C’

QC = <pc KS> ) Q%O;Q) = <pc Z KS/PC/>

lineages C’

(S117)

(S118)

(S119)

(S120)

(S121)

(S122)

(S123)

(S124)

(S125)

(S126)

KS = 30 (k6)2/¢ and KS = 320750 ,(/S)? /4 are the averaged accessibilities for a given lineage C, similar to the

i=1 i=144

definition in eq. (S21). As indicated by eqgs. (S117-S124), the composite lineage-specific trait statistics Qg — Q(CO;Q)

and Qg - QA(CO;2) influence the evolution of the lineage frequency. These quantities vary over time due to changes in

the lineage composition of the population,

i1 (%~ @ow) = 5, (45 - @ha)) + 005
(05 - 60) = 5 (05 - @) + 0(50)

(S127)

(S128)

In order to compute the fixation probability, we use the Laplace transform of the lineage-specific moments
£§1m7vk (2) and the lineage-specific statistics of the trait scale QS (2) — Q%o-z) (z), and compute the asymptotic behavior

of the 0" moment Ly, after the inverse transform (see e.g., [23, 12]). The Laplace transform of the moment

hierarchy (S117-S124) up to order of O((NS)?) in £ZO follows,

19



2L () = L3y o(0) = Sa(L5, (2) + £3(2) (S129)

variable region:

c c [¢ [¢ c [¢ [¢ [,c (Z)
zEAAnyLAAQF:SJEAJnyﬁAwﬁAZ»"SdﬁAh%ffﬁAmw)720M‘%MOEAAZ)7‘%%f7 (8130)
L0 (2) = 2L5,(2)
2L, (2) = L0, (0) = ~pta (£3,(2) = € Q5 (2)) = 43, (2) + 02— (s131)
EC C
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The inverse transform of ECA (z) in the limit of z — 0 results in the asymptotic behavior of the ensemble-averaged

frequency of the lineage C, hm L A,> Which corresponds to the fixation probability P, (C) of the lineage,

P, (C) —thA (t)

fix

Na Sa ¢ NaSa ~C
:LAOm)+~f12ia:1?i5LAJ0)+_flz@; %, (0)
2 c B
(1 Jr(g(esle ) 3+4(91 +0,) [LAz(O) = L (0) +46a€ (Q2(0) *Q(O;z)(o))]
Ar&+24)xg+2%[iL«»f£;M¢m+4%é@%m)fQ@®mD}
_ (M

Sp)(NaSa) 1 c ¢
1200, +0,) 1446, +0,) [E0,11(0) = a3 0)+ 468 (4 Q0 (00Q2(0) = Qo) 0))

(S140)

The fixation probability of a lineage can be characterized by the state of the antibody and the viral population
upon its introduction. The first term in eq. (S140) is the frequency of the antibody lineage at the time of introduction,
and is equal to the neutral fixation probability. The terms proportional to the antibody selection coefficient (N,S,)
measure the relative fitness of the lineage C to the mean fitness of the population. The terms proportional to the
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(N4S4)? measure the relative fitness flux of the lineage C to the fitness flux of the whole population. The terms
proportional to (N,S,) x (N, S, ) measure the transfer flux from the viral population to the antibody lineage C relative
to the total transfer flux from viruses to the antibody population. L:(O:Z) and La, v, = (p° My2) are respectively the
total diversity of binding in the antibody and in the viral population, scaled by the frequency of the lineage C, and
determine the fitness flux and transfer flux associated with the whole antibody population. The diversity of binding
affinity in viruses is a population observable which affects the lineage fixation probability, as shown in Fig 5.

As mentioned in the main text, the higher viral diversity favors the fixation of broadly neutralizing antibodies
for two reasons. First, the larger viral diversity compromises the mean fitness of the resident non-broad antibody
population, and makes it easier for the potential BnAb lineage to take over the existing antibody lineages. This
effect is captured by terms proportional to N,S, in eq. (S140). Second, the transfer flux from the viral population
to the lineage with access to the conserved interaction regions (i.e, a lineage with E2/E2 > 1) is small. Therefore,
the viral escape from binding to a potential BnAb lineage is less efficient than from the resident non-broad antibody
population, which increases the chance of fixation for a potential BnAb lineage. This effect is captured by terms
proportional to (NgS,) X (NyS,) in eq. (5140).

The approximation used to estimate the fixation probability in eq. (S140) is valid when the effective selection
pressure on the lineage (rescaled by the nucleotide diversity) is comparable to the effective pressure on viruses,
Le., (S — 0 sCp, + 8 — 08 po)0a ~ su0, where s$ = N,S,(£KS)"/? and § = N,S,(£KS)'/? are the
rescaled selection coefficients of the focal lineage C in the variable and the conserved regions. Fig 5 in the main text
shows deviations between analytical expectations from eq. (S140) and the outcome of the Wright-Fisher simulations
beyond this approximation regime. Specifically, the analytical predictions become less reliable for the case of an
emerging BnAb lineage on the background of a neutralizing resident population, which causes a strong selection
imbalance between the two populations. Including the higher order terms of the lineage-specific moments would
improve the analytical predictions. However, in the regime of very strong selection, the higher order terms of the
series expansion in eq. (S140) become very large (and of alternating sign), so that the fixation probability remains
bounded (0 < Pax < 1). In this regime, we show that substituting the second order lineage-specific moments in
eqs. (5117, S124) by their ensemble-averaged expectation in neutrality,

c c A A VN ~C
15, = IS 0y = 40a0 (Q50) — Qo) (0)) LS, = L) = 4048 (Q3(0) = Q) (0)) (S141)

could provide a more reliable approximation to the fixation probability as opposed to a higher order yet incomplete
expansion; see Fig 5 (dashed lines) in the main text.

F Analysis of time-shifted neutralization data

The empirical study by Richman et al. [24] provides time-shifted measurements of viral neutralization by a patient’s
circulating antibodies, as the percent inhibition of viral replication at various levels of antibody dilution compared to
an antibody-negative control. The inhibition of the virus for a given concentration of antibodies in the serum [AB]
is,
AB
i (3142)
[AB] + K
where K is a constant that equals the antibody concentration which inhibits 50% of viruses. The inhibition can
be written in terms of the plasma dilution d4p,
dap(ts)

I(V(t1), A(tz)) = dan (i) + Ltiter(Ve Ar)) (S143)

where titer is the reciprocal of antibody dilution where inhibition reaches 50% (ICsp). Inhibition by antibodies
reduces the replication rate of viruses from the maximum value in the absence of antibodies ry.x by a factor 1 — I,
and results in population growth, N,(t + 1) = rpax(1 — I)Ny(t), with a malthusian mean fitness for the viral
population F, = ﬁ log (Ny(t)/Ny(to)) = log (rmax(1 — I)). In the patient, the plasma is not diluted i.e., dap ~ 1.
Therefore, the viral fitness during infection can be approximately expressed in terms of the neutralization titer
F, ~ —log(titer). A similar relation between neutralization titers and viral fitness has been previously suggested by
Blanquart & Gandon [25].
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Additional control experiments show inhibition of a neutralization-sensitive virus (NL43) [24], which we denote
by I*. In the stationary state, we expect that the titers (and fitness) associated with the neutralization-sensitive
virus to be comparable across serums of various time-points. However, due to a low antibody response at the initial
stages of the infection, the neutralization titers for both autologous viruses and the control NL43 virus grow as the
infection progresses; see S7 Fig. In order to account for this non-stationary antibody response, we evaluate the fitness
as the relative titers of the autologous viruses and the neutralization-sensitive virus (NL43) at each time-point. We
define the relative time-shifted mean fitness of the viral population at time ¢ against the antibody serum sampled at
time ¢t + 7 as,

Fy.r(t) = co — log (titer(w, Avir) / titer*(AHT)) (S144)

where titer*(Asy,) is the neutralization titer for NL43 virus against the serum sampled at time ¢ + 7, and ¢ is a
constant that relates the relative neutralization titers to the viral fitness.

Fig 4C in the main text shows the time-shifted relative mean fitness Fy,-(t) averaged over all time-points ¢,
evaluated for two patients (TN-1 & TN-3) from the data provided by Richman et al. [24]. Before averaging, we
linearly interpolate the raw data to produce equal time shifts (3 months for TN-1 and 6 months for TN-3). Due
to the functional form of time-shifted fitness in eqs. (S102-S103), which involves sums of two exponentials, brute
force parameter scanning is necessary for a convergent solution. Our results indicate comparable values of nucleotide
diversity in antibodies and viruses 6, and 6,. Therefore, we report fits to the simpler analytical forms of time-
shifted fitness with common 0’s given by eqs. (S102-S103), that use a single exponential function to both sides of the
data. Fits are found by scanning parameters and calculating the mean squared errors with appropriate weights due
to averaging over equal time-shifts. Each fit contains 4 composite variables which are functions of the underlying
evolutionary parameters: (i) nucleotide diversity 6, (ii) selection component of the fitness flux in the viral population
S2My o, (iii) selection component of the transfer flux from antibodies to viruses, —S,S,Ma 2(N,/N,), and (iv) the
constant ¢y in eq. (S144). Assuming that the derivative of the time-shifted fitness function is continuous at the
separation time 7 = 0, the mean fitness of viruses interacting with their co-residing antibody population can be
evaluated dependent on the other fitted parameters, Fy o = (SEMVQ — S80Sy M, 2)/40. The fitted variables are listed
below for both patients,

diversity / month, sel. part of ¢y / month, sel. part of 7, ., /month, offset,

6 - (month/N,) S2My. 2 —SaSvMa,2 Co
patient TN-1 0.07 0.69 —0.24 —0.24
patient TN-3 0.05 0.20 0 0.52

(S145)

The time-shifted fitness measurements match well with the analytical fits and indicate two distinct regimes of
coevolutionary dynamics in the two patients. In patient TN-1, viruses and antibodies experience a comparable
adaptive pressure, as indicated by the “S-curve” in Fig 4C (blue line), with s,my2/(sqma2) = 2.9. In patient
TN-3, adaptation in viruses is much stronger than in antibodies, resulting in an imbalanced shape of the time-shifted
fitness curve in Fig 4C (red line). The lower overall neutralization titers in patient TN-3 (S7 Fig) is indicative of
such imbalance between the immune response and HIV escape in the patient. It is likely that a longer monitoring of
patient TN-3 would capture a stronger antibody response in later stages of infection.

Note that in these studies time is measured in units of months rather than coalescence time of the populations.
Estimating the coalescence time-scale in units of months would require analysis of genealogical relations between
sequences of antibodies and viruses extracted from each patient over the course of infection, which is not available
for this study.
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