Supplement

Fitting infection data using likelihood

To fit theoretical formulas on the change in probability of infection with viral dose we use
maximum likelihood approach [87]. For a particular trial of infection of a host with an initial
dose of the virus Vj, the likelihood that ¢ animals are infected out of a total of N animals is
given by the binomial distribution

2N ) = () bl = ) (s1)

where p,,, is the probability of infection (e.g., eqn. (13)). When an infection trial was done for
multiple initial viral doses, likelihoods of infection were multiplied and best fit parameters were
found by maximizing the likelihood, L, or log-likelihood, L:

L=logL = Zilogpmf(Vo) + Z(N — 1) log(1 — pis(Vo)) + const. (52)
V() VO

Calculating the dynamics of infected cells

To determine the impact of variability in the burst size N on the total virus found at a specific
time ¢ (e.g., time of virus detection t,), it is useful to rescale the extended model for virus
dynamics by defining v = V//N. Then the model becomes:

= &I (AT + oy, (59)
dig
dl

Under the condition that ¢ > ST, the product ST'N is proportional to the observed growth
rate of the virus population r (see eqn. (9) in Main text). Then the dynamics of the rescaled
model (eqns. (S3)-(S5)) is independent of the burst size N. Therefore, this analysis illustrates
that under biologically reasonable conditions the time to virus detection is determined strictly
by the dynamics of infected cells, and the amount of free virus at the time of virus detection
scales linearly with N.

Given that asymptotically the dynamics of the model follow exponential growth or decay,
we sought to determine the value for the initial number of productively infected cells I* that
we expect if population size were to grow exponentially from time 0 (Figure S1). Because the
original model is rather complicated, we performed our analysis with the standard model found
by letting m — oo in eqns. (S3)—(S5).
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Figure S1: Schematic representation of the dynamics of productively infected cells and the calculation

of the initial number of infected cells, I*, if the number of infected cells was increasing exponentially
at a rate r.

c+pT
and after re-arranging variables and assuming that N > (1+ 1) we find that 7" = £ (1 + 5
Replacing ST in eqn. (S3), we find the standard rescaled model as

In the standard model, the rate of growth of the virus population is simply r» = ¢; ( SN _ 1>

df r

dv

— = I — cw.

m orl — cv (S7)

Asymptotic behavior of the model is determined by the eigenvalues and the predicted initial
conditions (I*, V*) are given by eigen vectors. Eigenvalues of the model are found in equation

—(5] - A C(l + 7‘/51)

(5[ —c— A =0

and eigenvalues are

++/(c+67)% + 4re — (c+ 0r)

)\172 - 2 (88)

Asymptotically when ¢ > d;, A\; & r and Ay & —c as expected. Recalling that Vy = “OTM
(see eqn. (18)), the asymptotic behavior of the dynamics of infected cells is

et (et M) (et A) y o\
I(t) =~ I"e™M" = O — A1) e™" & ag 1+T e, (S9)



This result further demonstrates that the dynamics of the infected cells are only determined
by the growth rate of the virus population, death rate of productively infected cells, and the
probability of infection of the animal. At the limit of the rapid removal of free viruses (¢ — o0),

the dynamics of scaled virus particles is also independent of N, wv(t) ~ %e”. Then the
dynamics of absolute number of virus particles is simply V(¢) ~ %We”, and therefore,
the virus density at which infection becomes detected is directly proportional to the burst size
N. Direct scaling of the virus number at which infection becomes detected with NV is illustrated

in Figure S2.

Calculating the probability of extinction

For the model eqns. (1)-(3) with three species V', Ig and I, we denote Py, 1.1,:v=,15.1+(t) as the
transition probability that (V' (t), Ig(t),I(t)) = (V*, I}, I*) at time ¢ with the initial condition
(V(0),1g(0),1(0)) = (Vo,Igo, Lp). Given the initial distribution on three species, pvy 0.1, (0),
the probability distribution at time ¢ can be expressed as

pversr- ()= Y Puigotovepr (0PV 150,10 (0): (S10)

Vo,1E0,10=0

Since all species are of finite sizes, Py, 1,010,151+ (t) — 0 and py; 1,0.1,(0) — 0 as Vo, Igo, Iy —
0.

Following a similar procedure as shown in [88], we can derive the backwards Chapman-
Kolmogorov differential equation for Py, 1, 10;v+ 15,1+ (t) [89]:

APy, 150,10V 151+ (1)
dt
= Mo (Pvy 101,10+ 1:v =151 — PV 1po,10;v= 15,07 ) + 015 Tuo(Py 150 —1,10;v 15,1 — P Ipo.Ioive 15.17)

+ 01 Lo (P 10,1013V 15, 1% — Py 1o 0:v=15,1¢) + 01N To(Pvyi1, 150, 10:v> 15,15 — Py I, To;v* 15,.1+)

+ Vo Pry—1.1p0.10:v* 15,1 — P 10,103+ 15.1¢) + BTVo(Pyy 115041103 15,1+ — P Ipo Io:v+ 15.1+)

(S11)
with initial condition Py, 15,10;v+,15,0-(0) = Ovv0r501: 01,1+ (here 0;; is the Kronecher delta
function). The probability generating function Gy, 1,,.1,(%, v, 2;t), given initial condition
(V(0),I(0),1(0)) = (Vo, Igo, Iy), is defined as

G 10,10 (%, Y5 2:1) = B[V Oye OOV (0) = Vo, I5(0) = Tpo, 1(0) = o]

o0
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By exploiting the branching property

GVO,IEO,IO (1’, Y, z; t) = (G1,0,0<5U7 Y, z; t))vo (Go,l,o(l’, Y, z; t))IEO (Go,o,l (% Y, z; t))10>



we can reduce the infinite-dimensional differential equations for Gy 1,,.1, (%, v, 2;t) to three
equations. For convenience, we denote G1(z,v, z;t) = G o0(2,y, 2;t), Ga(x,y, 2;t) = Goa0(x,y, 2; 1)
and Gis(x,y, 2;t) = Gooa (2,9, 2;1).

P Y20 1 — 1(z,y,2,1)) — 12y, 21t) — Ga(2, Yy, 25 1)),

dGl(:cC,ity,zt) (1 — Gilz,y, ;1)) — BT(Gr(z,y, z:t) — Ga(z, y, ;1))

—dGQ(-fUd,ty,Z,t) = —m(GQ(l’,y,Z,t) — G3(5L'7ya 27t>) - 6IE(G2(:L‘7ya th) - 1)7 (812)
dGs(xc,igJ,Z;t) = —0;(Gs(z,y,2;t) — 1) — ;NGs(z, y, 2, ) (1 — Gy (2, y, 2 1)).

with initial conditions Gy (z,y, z;0) = z, Ga(z,y, 2;0) = y and G3(z,y, 2;0) = 2.

Define ¢ = qy as the probability that a single infectious virion does not initiate an HIV
infection. From the definition, ¢y can be obtained from Py, 1., 1,:v* 31 (t) in the following
way:

qy = tliglo P10,0:000(t)-

Since P 00.000(t) = G1(0,0,0;%), gv can be expressed as ¢y = lim;_,o, G1(0,0,0;¢). The
probability of extinction, gy, is the Gi(z,y, z;t) coordinate of the stable fixed point of the
system (S12). After straightforward calculation, we get the expression of gy:

c(m+dr,,)
e AT 513
qv = (O15+m)(BT+c+cN)+NBTo ﬁT c(m+90ry)
N(c+BT) (015 +m) ’ m(N—1)=6dry "

where m(N — 1) — 7, > 0. So, the probability of infection, given that a single replicating
BT (m(N—1)—01)
Cemtbr,)
stable condition of the fixed point of system (S12). From this condition, we can define the basic

reproductive number Ry as

. BT(m(N— 1) _5112) . ﬁ_T m .
fo = c(m+6r,) ¢ (m—l—(SIEN 1)'

virion initiates it, is given as 1 — q,. Note that the condition comes from the

Ry has clear biological meaning, and it gives the number of newly produced virions generated
by one virion through infecting target cells during its lifetime.

Similarly, we define ¢, (or ¢;) as the probability that a single cell in the eclipse (or produc-
ing /releasing) phase does not initiate an HIV infection. This gives

c(m+org)
)t T < mv—nory -
iy = NBTS1,+(015+m)(BT+c) BT c(m+0ry) ( )
NﬁT(51E+m) ’ m(Nfl)fstE )

c(m+9dry)
)t T < =5, (S15)

91 =\ @ry+m)(8T+c) BT > _Smtorg)

NBTm ) m(N—1)=brp "



5 5 .
In fact, g7, = ﬁ + #&,qu , where — J:(?IE and m+W<L51E are the fractions of target cells that

died in the eclipse phase and that moved to the productively infected phase, respectively.

Deriving the model with a fixed delay eclipse phase

We formulate the model with a fixed delay as a combination of the ODE and PDE

aZE(tJ T) + aZE(ta T)

at 87- = —(SIEiE(t,T), (Sl6>
%f) = ip(t,A) — 6,1(t), (517)
%E’f) — NG — (c+ BTV (D), (S18)

with the boundary condition ig(¢,0) = STV (t). In the model A is the duration of the eclipse
phase and other parameters are as defined in the main text. By solving eqn. (S16) by method
of characteristics we find ig(t,7) = BTV (t — 7)e °#7. The total number of cells in the eclipse
phase is defined as Ig(t) = fOA ig(t,7)d7T. Integrating eqn. (S16) we find an equation for I(¢)
and I(t)

dlgt(t> = BTV(t) — BTV (t — A)e %182 — 5, Ip(t), (S19)
%Ef) = BTV(t— A)e ™ — 5,1(t), (820)

and the dynamics of the cell-free virus is given in eqn. (S18).



Additional results of simulations
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Figure S2: The burst size N influences the virus detection limit V,,,. We run deterministic simulations
of the extended mathematical model (eqns. (1)—(3)) for different values of the burst size N (values
are indicated on the panels). Parameters of the model (m, dr, dr,, and c¢) were fixed to values for
the intermediate mode of virus production by infected cells (Table 1 in the main text), and other
parameters varied to satisfy constrains on r and p;,;. The proposed detection limits are V,,, = 104,
10°, and 10 infectious viruses for N = 10, 100, and 1000, respectively.
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Figure S3: Several individual simulations of virus and cell dynamics as compared with the predictions

of the deterministic model. Parameters for simulation are shown in Table 1 for the intermediate mode
In these example simulations we show that stochastic virus

of virus production by infected cells.
dynamics may occur faster than that predicted by the deterministic model (top left panel), dynamics

may be similar in stochastic and deterministic simulations (top right panel), or dynamics can be slower
in stochastic simulations than that in deterministic simulations (bottom left panel). Also, virus can

go extinct in stochastic simulations (bottom right panel).
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Figure S4: Dynamics of cell populations as simulated deterministically and stochastically (using
Gillespie algorithm). An intermediate mode of virus production (see Table 1 in the main text) was
chosen and simulations were started with one virus (left), one cell in the eclipse phase (middle), or
one productively infected cell (right). The relationship between the time it takes the infection to take
off exponentially illustrates the overall trend between the stochastic and the deterministic models.



Probability of infection

Figure S5: The probability of infection (pi,¢, panels A and C) and the time to virus detection (¢1¢o,
panels C and D) versus initial viral dose, Vj, (left column) and the relative duration of the eclipse
phase, T}, eqn. (4) (right column). In these simulations, we set 67, = 0 (compare to Figure 4 in
the Main text). In panels A and B, points represent values from stochastic simulations and dashed
lines are analytical predictions (eqn. (13)). In panels C and D, points represent values from stochastic

0.2 0.4 0.6 0.8 1.0

0.0

l0g10Vo

A B
L -B-----@-------@--8--8 37
BE--@B------- .- 8- - ----- -
@ |
A c o
R=]
=
(&)
£ o |
£o
y—
o
Pl
h=4
% g 4 - ¢ emm - SER o
O | et A
= P
o N | At
Sl Vel
+  Continuous * V=5
= Intermediate V=10
Burst o |- Analytical Prediction
- - Analytical Prediction Sl -A- Pearson et al. Model
T T T T T T T T T T
0.5 1.0 1.5 2.0 0.0 0.2 0.4 0.6 0.8 1.0
l0g10Vo Relative Length of Eclipse Phase
C D
© .
.
. ° ™
o - oo . - ] S
sn = S - *
ee ¢
< 4
2
©
T w4
<)
s}
iy
o~ 4
VA
— = V=3
e  Continuous & V=5
®  |ntermediate V=10
Burst V=20
—— Deterministic o —— Deterministic
T T T T T T T T T T
0.5 1.0 15 2.0 0.0 0.2 0.4 0.6 0.8 1.0

Relative Length of Eclipse Phase

simulations and solid lines are predictions from the deterministic solutions of the model.




)
i
\

s

Tm=0.5 12 Tm=0.4

—_
)
—_

Days to detection
Days to detection

S N A~ O

10° 107 108 10° 10° 107 108 10°
viral dose, particles viral dose, particles

12 Tm=0.33 12+ Tm=0.22
10

Days to detection
Days to detection

S N~ O

10° 107 108 10°
viral dose, particles viral dose, particles

10° 107 108 10°

12 Tm=0.15
10

Days to detection

S N A~ O

10° 107 108 10°
viral dose, particles

Figure S6: The model is unable to accurately predict the change in the time of virus detection with
larger viral doses at different parameter values. We let N = 100 infectious viruses, ¢ = 100 day~!,
6y = 1 day™ !, 0r; = 0.5 day™!, and we vary m from 0.5 to 5 day~!. Parameters 8T and Vj were
calculated to satisfy constrains imposed by the data with V., = 5 x 10* infectious viruses. We ran
1000 Gillespie simulations for every parameter set. The think black lines denote the average of the
stochastic simulations, and thin dashed lines are 95% confidence intervals from stochastic simulations.
The thick red line is the predictions of the deterministic simulations of the model. Dots denote the
time to virus detection for individual animals from Liu et al. [16] and bars are the average time per
given dose. Interestingly, at high rate of virus clearance ¢, the average prediction of the stochastic

simulations and deterministic simulations are nearly identical.
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Figure S7: Distribution of times to 100 infectious viruses (t199) with an initial dose of (a) 10 viruses,
(b) 10 cells in the eclipse phase, or (c) 10 virus-producing cells. The mode of virus production used
continuous/budding for the left column, intermediate for the middle column, and burst-like for the right
column. We ran 20,000 simulations of the basic mathematical model using the Gillespie algorithm.
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(b) Times to extinction starting with one cell in the eclipse phase.
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Figure S8: Distribution of times to virus extinction, starting with an initial load of (a) 1 virus,
(b) 1 cell in the eclipse phase, or (c) 1 virus-producing cell. The mode of virus production used is
continuous/budding for the left column, intermediate for the middle column, and burst-like for the
right column.
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Figure S9: Distribution of times to virus extinction, starting with an initial load of (a) 10 viruses,
(b) 10 cells in the eclipse phase, or (c) 10 virus-producing cells. The mode of virus production used
is continuous/budding for the left column, intermediate for the middle column, and burst-like for the
right column.
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Figure S10: Dynamics of cell populations in the model with an eclipse phase having a fixed duration
A. We simulated dynamics of the virus-infected cells and cell-free virus using eqns. (S19)—(S20) using
the following parameters: N = 103, §;, = 0.05 day %, A = 1 day, 6; = 0.5 day~!, ¢ = 100 day !,
BT = 1.95 day™ !, Vo = 100 (panel A) or Vo = 10* (panel B). Lines denote the predicted number of
viruses (solid black line), cells in the eclipse phase (large dashings red line), and virus-producing cells
(small dashings blue line). The time to virus detection is denoted as tg4.
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Figure S11: The model with an eclipse phase having a fixed duration does not accurately describe the
decline in the time to virus detection with increasing viral doses. We simulated the virus dynamics
using eqns. (S19)-(S20) using parameters shown in Figure S11 with Vj varied from 102 infectious
viruses (corresponding to the 10° total viruses) to 10° infectious viruses. The limit of detection in
these simulations was set to Vi, = 2.2 x 10°. The time of virus detection is shown by the solid line.
Dots denote experimentally measured times to virus detection from Liu et al. [16] and horizontal lines
are the average times per given dose.
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Figure S12: Simple mathematical model for SIV dynamics fails to accurately predict change in
time to virus detection with increasing doses when there is variability in the rate of virus replication.
We vary the virus replication rate r in accord with lognormal distribution (more precisely, normal
distribution of log-transformed values for r with parameters log;qr = 0.18 (F = 1.5 day~!) and
Olog,,r = 0.07) and run deterministic simulations in the basic mathematical model (eqns. (1)-(3)). We
vary the initial number of viruses and calculate the time when viruses reach Vg, level. The average
time is shown by the solid line and thin dashed lines are the observed 95% confidence intervals from
the simulations. Dots denote experimentally measured times to virus detection from Liu et al. [16] and
horizontal lines are the average times per given dose. Parameters used in simulations are N = 103,
81, =0.05day Y, m=1day !, 6 =1day !, c =100 day !, pine = 0.33, Vi, = 5x 10°. In simulations
we assume that the initial dose of 108 viral particles leads to an infection with the initial Vp = 88
viruses.
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