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1. ROBUSTNESS OF RESULTS TO IN VIVO GROWTH RATE PERTURBATION

We perturbed the growth rate estimates for the resistant mutants by the multiplica-
tive random factor (1 + 0.2 - U[—1, 1]) representing a 20% noise level, and performed 100
randomized trials. Table S1 shows the probability of sensitivity to imatinib (I), dasatinib
(D), imatinib + dasatinib (I+D), and imatinib + dasatinib + nilotinib (I4+D+N) for the
baseline unperturbed growth rates, as well as the minimum and maximum analogous prob-
abilities observed in the 100 trials with randomized perturbed growth rates (Table S1).
The notation (M1) denotes the estimates for a detection size of 100,000 cells, and (M2)
denotes estimates for a detection size of 250,000 cells.

2. ANALYSIS OF THE MATHEMATICAL MODEL

In the following section we first provide derivations for the mode, median and mean
of the detection time. We then present derivations for the distribution of the number of
distinct resistant types, the population size of each resistant type, and the probability of
resistance as a function of time and at the random time of detection.

2.1. Detection Time. Let us first investigate the behavior of the process at the time
of disease diagnosis. The detection time is defined as the first time that the leukemic
stem cell population hits size M. Recall that a good approximation for the BCR-ABLP210
cell population at time ¢ is Ve, where V has density fi (z) = (Ag/ag)e *2/%. In the
previous formula, \g represents the net growth rate of the BCR-ABLP?!0 cells, and ag
represents their birth rate. This approximation is based on the scaled limit of a binary
Markov branching process conditioned on never going extinct. Therefore, the distribution
of the detection of the disease can be modeled using the distribution of the first time the
process Vet hits size M, which is denoted by 7. This random variable 73, has density
NgM
(1) Py () = a0 exp|— (Ao M /ag) exp(—Not)] exp(—Aot)
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and cdf
E., (t) = exp[—e M MXo/a].
The mode of this distribution is given by

its median by

1 1 e
tijp = —)\*0108; [ Mg 10%[ + e Mo/ O]]
1 Mo
~—1 — —loglog?2
Xo 0g< %0 ) Ao 0g log =,

and if we define v to be the Euler-Mascheroni constant, then its mean is given by

1 1 M\ 1 X e7F
FE = — —1 d
(7] )\O’Y+ o 0g< " > + — " AMO " 2

1 Mo 1
~ — log + —.
ag )\0

The approximations above follow by recalling that M is O(10°). The mode is found
by maximizing the density, and the median is found by solving Fr, (t;/2) = 1/2. The
expression for the mean is found as follows:

)\0M
)\QM o )\()M 1 Tag apz
F =20 te Mot g <—e_>‘°t> dt = —— e “lo ( dz
[72] ap Jo P ag Ao Jo s oM
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= —— #1 dz d
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1 Mg 1 o0 1 x e
lo - — 1 d — d
)\0 < ag > )\0 /0 og zdz + )\0 M*O z %

where the first equality follows from the substitution z = ()\OM /ag)e~*t, and the penul-
timate equality follows from integration by parts. The final formula for E[r)/] follows by

recalling the identity
[0.9]
v = —/ e “log zdz,
0

and making the approximation (which is certainly valid for M > 10°)

1 [ e*

dz =~ 0.

)\0 M)y 2z
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2.2. Number of distinct types and probability of resistance at time t. Let us first
investigate the number of mutations that have emerged before a deterministic time ¢.

2.2.1. Number of mutations by time t. Let N(t) be the total number of mutations that
have arisen until time ¢, N;(t) be the total number of type ¢ mutations, and u the per base
pair mutation rate of BCR-ABLP?!9-positive cells. Mutations arrive as a Poisson process
with intensity at time s < ¢ given by W (s)uapn and mutations to type i have intensity
apuW (s). Each mutation occurs with the same intensity. If we condition on the random
variable V', we have

1 t k ¢
P(N(t) = k|V) = E (naouV/O 6/\05(18) exp <—na0uV/0 6)\08d8>
— (naou (€>\Ot — 1)>k Lk exp |—nV (W)l .
0

Ao k!
Then, if we integrate out the distribution of V', we see that

P(N(t) = k) = % nau(' —1) )
7 N+ nadu(ert — 1) \ A2 + nadu(ert — 1))

for k a non-negative integer. It follows immediately that

naguV (e’\ot — 1)
Ao

EIN@®)V] =

and
E[N;i(t)] = E[N(t)]/n,

for 1 < ¢ < n. This quantity represents the gross number of mutations to arrive by time ¢
and therefore also counts mutations whose offspring eventually die out. In order to adjust
for mutations that might die out we simply consider the arrival process of mutations whose
offspring are still viable at time ¢t. For a binary branching process with birth rate a, death
rate b and net growth rate A\ = a — b, define

A
a— be= M’
This is the probability that the branching process has not gone extinct by time ¢. Therefore
if we let NV;(t) be the number of mutations that have occurred by time ¢ and have viable

offspring at time ¢, then this process is a Poisson process with intensity at time s < ¢ given
by aguW (s)p(t — s,a;, by). Therefore, if we define

t t
Ji(t) = / e)‘osp(t — 8,a;,bp)ds = )\i/
0 0

(2) p(t,a,b) =

e)\gs

a; — bpe=Ni (t=s)

ds,
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we see that for each 1 < i <n,

k aogud; k
(3) P (Ni(t) =k|V) = V(Ok,J(t)) exp (—aouV Ji(t))
N Ao atuJ;(t) F
P(Ni(t) = k) = No + aZudi () ()\0 faguJi(t)> ’

for n a non-negative integer.

2.2.2. Number of distinct types. A quantity of interest is the number of distinct viable
mutant populations at time ¢; that is, from our list of n possible mutations, how many
of them have viable offspring at time ¢. Let us denote this quantity by Ng(t). We first
consider P(Ny(t) = k) for 1 < k <n. For each 1 < k < n, define

Ne={AC{l,....n}:|Al =k}

Then the probability mass function for the number of distinct types present at time ¢ has
the form

(4) P(Ngt)=k[V)= > exp <—a0uVZJ ) (H 1—exp(—a0uVJi(t))]>

AEN;, i¢A icA

P(Nat) =k) = >_ [ ]I P (Vi) =0) | { [T P (Ns(0) >0

AeN;, \j¢A jeA

There is a simple representation formula for N4(t), given by

= Z I(N;(t) =
=1

where I(-) represents an indicator function. Based on this, it follows that the expected
number of distinct types at time t is

(5) E[Ng(t)[V] =Y P(N;(t) > 0[V) = > (1 — exp (—aguV Ji(t)))
i— i=1
B "~ < B " aguJi(t)
E[N4(t)] = ;:1 P(N;(t) > 0) = ;21 —/\0 n aguJi(t)'

It is also possible to obtain the following expression for the variance of Ny:

Var[Ny(t) ZZ t) > 0,N;(t) > 0) — P (N;(t) > 0) P (N;(t) > 0)).

i=1 j=1
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2.2.3. Probability of resistance. We can also evaluate the probability that there are no
mutations present in the population at time ¢:

(6) P(M(t) =0|V) =exp (—aouV > Ji(t)>

i=1

n
Ao
PM(t)=0)= || P(N;(t) =0) = _.
The probability of any particular resistant type, 1 < ¢ < n, existing at time ¢ can be
calculated from equation (3) as

P (M;(t) >0|V) =1 —exp (—aouV J;(t))
Ao

P (M;(t) >O):1_)\o+a—3u(]i(t)'

2.3. Mutant population at time ¢. Let us now determine the expected total number of
resistant cells at detection time and the expected number of resistant cells for each specific
mutation. These expected values are obtained by investigating the distribution of the times
at which the mutations occur. The arrival times of an inhomogeneous Poisson process can
be characterized as follows: given that N(t) = n, the times when the mutations occur in
[0,t], T1(t),...,Tn(t) are distributed as i.i.d samples from the density

Age?o®
fi(s) = Nl 1

One immediate consequence of this result is that mutations are much more likely to occur
immediately prior to detection.
It is possible to represent the population of mutants at time ¢ by the following formula:

N()
(7) M(t) =" Zi(t — (1)),
j=1

where Z; represents the jth birth-death process created via mutation of the original W
process.

In order for our representation to be useful, it is necessary to study the mean and variance
of the random variables Z;(t —7;(t), y). To clarify, this random variable represents the size
at time ¢ of one of the mutant birth-death processes created in the interval [0, t]. Therefore,
by conditioning on the value of 7;(t) and the type of mutation that occurred, and recalling
the expected value of a birth-death process at time ¢, we can write the mean as follows:

u(t) = FE7Z (t -7 (t)) = TL(G)‘O);O—]_) Z/) exp [(t — 3)()\1)] @AOSdS
=1

n Aot e)\it

)\0 €
~ n(ert —1) ; Ao—Ai
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and similarly we can consider u;(t) = E[Zi(t — 71(t))], where Z! only consider mutations
of type 1,
)\0 e)\ot _ e/\it
(1) =
lu’l( ) (6)\0t _ 1) )\0 _ )\Z

Based on this we can calculate the following:

Uy — et — it
(8) EIM(0)] = BINWJa(t) = 523 =5
i=1 !

and, by a similar calculation,

© R O
2.4. Mutant population at detection time. In this section, we combine the results of
the previous two sections and analyze the quantities in sections 2.2 with the results in 2.1.

We first consider the probability of having no mutations at detection time. Using the
approximation 7y for the detection time, the observation 7y =t < V = Me~ !, and the
formula from (6), we obtain

P M) = 0) = [ PO = Ol = 0 21

'LL(I(]) e)\ot _ e)\it

— /OO P(M(t) = 0|V = Me 2 p, (t)dt
0

= /000 exp (aouMe_)‘Ot Z Ji(t)> pry (t)dt.

i=1
Plugging in the definition of p,,, gives

oy NM [y ot [ Ao o
P (M(rm) =0) = e exp |[—Me — +aou E Ji(t) | | dt
0 @0 i=1

ao

Then making the change of variables s = Me= 0t gives

P(M(TM):O):?LS/DMQXP [—s( —|—a0uZJ ( logM)>]ds.

Note that

t e)\()s Aot t e—)\o(t s)
. — . — . 0
Ji(t) = )\Z/O P v 2y ds = \je /0 P vy ds

t —Xos
e
= \etot ———ds,
0 a; — boef 8

and therefore

1. M\ MM [l edor
Ji( ) v dr.

—log —
)\00 —boeA’"
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The result in the previous display can be plugged into the previous formula for P(M(1p7) =
0) to get

n 1 M
(10) P(M( ) O) )‘0/ —sAo/ao exp | —a UA'MZ/AO og i
a ao Jo P —Jo a; — boe= A"

dr] ds.

One can also easily calculate the probability that there are no type i cells for 1 < i < n at
detection,

)\0 %log% e—)\or
(11)  PM;(tm) =0) = / e ™20/ expy —aou)\iM/ —————dr| ds.
0 0

agp a; — b()e_’\“"

Using equation (5), we can look at the expected number of distinct mutants at detection
time

E[Ny(ru)] = /O (@) 3 [1 - exp(_aoue—AotMJi(t))} dt.
=1

Following the same procedure as in the derivation of the formula for P(M(713r) = 0), we
arrive at the following

E[Ng(tamr)] =n— — Z/ exp [—s ( + aguJ; < I log >>] ds
@ mlog— —)\O'r
(12) Z/ s20/a0 oxp | —agu; M/ 7dr ds.

_ boe—klr
These results can be generalized, and it is possible to look at the distribution for the
number of distinct types present at detection time

PNiran) = 1) = [ POVUE) = BV = Me )0, ()
_NM

agn 0

If we plug in the definition of P(N4(t) = k|V) from (4), make the change of variable
s = Me 2t and then the replacement

= Ao M
PN = KV = Me e M exp - (220) ]

ao

1 M
1 M\ NM [xloss  ehor
J [ —loc =) = ——d
()\0 8 S > a; — b0€_>‘ir "
we get
)\0 )\0 log = e—)\gr
P(N, =k) —SA M» N 7d
(Ng(mar) = A%;/ / exp [ sho/ao + apu % ; P r

E log = e*AOT
(13) X H 1-— exp —CZOUM)\ / mdr ds.

€A
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It is also possible to look at the expected population level of each mutant type at
detection. In particular we have the following by plugging in the definition of E[N(¢)|V],
w(t) and pr,, (t) respectively,

EMi(ran)] = [ BN OV = Me My, 0

M o0
= [T o - e, (e
0

(o) 1— e—)\ot e/\ot _ e)\it
= apuM t dt
0 /(; pT]\/[( ) e,\ot -1 )\0 _ )\7,

< MM\ ] 1—eimhot
UA3M2/O e Aot exp |:— <a0> e )\ot:| Wdt

1 _ 2 1=Xi/ X0\ .—yAoM/ag
(14) = u)\gMQ/ -y Je dy,
0 Ao — A

where the final equality follows from a change of variable y = e~*0!. Note that the above
formula is only valid for mutant types with birth rate less than or equal to the birth rate
of the sensitive cells, i.e., neutral or disadvantageous mutants.

3. MONTE CARLO SIMULATION

Suppose one is interested in estimating E [f (M(7ar))] for some function f, and it is

possible to simulate K (where K is a large integer) independent copies of {./\/l(i) (TM)}iI;.
Then, from the law of large numbers, we obtain that

K
1 .
Elf (M) = 2= > f (MO ().
i=1
From the central limit theorem, we get that this approximation has error

\/Var [f (M(7a1))]
K

and therefore its relative error is

1 Var[f (M(mu))]
VK E[f(M(ma)]

Therefore, assuming that as M — oo, \/Var [f (M(ma))]/ (E [f (M(7ar))]) stays bounded,
it is possible to use the Monte Carlo method to get good approximations to functions of
the mutant population at detection.
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4. FIGURES AND TABLES

Figure S1. Time of detection of disease. The figure shows the probability density
function of the detection time, or the time that the CML stem cell population hits size M,
for M = 100, 000, 250,000 and 500, 000. Since the mutant population does not represent a
significant portion of the population at detection, this distribution is closely approximated
by considering the time at which the number of drug-sensitive CML stem cells reaches M.

Figure S2. Robustness to growth rate perturbations. a) Probability of sensitivity
to mono- and combination therapies when the resistant mutant birth rates are perturbed
by a multiplicative random factor (1 + 0.2 - U[—1, 1]), for one representative sample (see
Table S1 for comprehensive robustness statistics). b) Probability of sensitivity to mono-
and combination therapies when the fitness differences between mutants are attributed to
variation in death rates instead of birth rates. In both panels, probabilities are shown for
detection sizes of 100,000 and 250,000 cells.

Figure S3. The frequency of CML resistance mutations at diagnosis. The figure
shows the distribution of the number of Y253H-positive (a), Y253F-positive (b), V299L-
positive (c), T315A-positive (d), M351T-positive (e), L248R-positive (f), F317V-positive
(g), E255V-positive (h), and E255K-positive (i) cells in the population at detection time.
Parameters are M = 100,000 and « = 107, and simulations are run for 100,000 samples.

Table S1. Robustness properties.



