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Abstract

A non-homogeneous stochastic model based on a type Gompertz diffusion with
jumps is proposed to describe the evolution of a solid tumor subject to an inter-
mittent therapeutic program. FEach therapeutic application, represented with
a jump in the process, instantly reduces the tumor size to a fixed value and,
simultaneously, produces an increasing of the growth rate of the model to rep-
resent the toxicity of the therapy. This effect is described via the introduction
of a time-dependent function in the drift of the process. The resulting model
is a combination of non-homogeneous diffusion processes characterized by dif-
ferent drifts for which the transition probability density function and its main
characteristics are studied. The estimation of the model is realized discerning
if the therapeutic instances are fixed priorly and if they are established with a
strategy based on the mean of the first-passage-time through a control thresh-
old. Simulation studies are made for different choices of the involved parameters
and time-dependent functions.
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1. Introduction

Due to the increasing concrete interest, in the last decades various mathe-
matical models of cancer dynamics are been proposed to analyze the evolution
of the illness when a therapy is administered. Moreover, to take in account of
some discrepancies existing between clinical data and theoretical predictions,
due to more or less intense environment fluctuations, generally the notion of
growth in random environment has been formulated (cf., for instance, [1], [2]
and references therein). The attention is often placed on the definition of par-
ticular time-dependent functions that change the natural growth rates of the
cancer by modeling anti-proliferative and pro-apoptotic effects. Another aspect
of interest is the interaction between proliferating and quiescent cells (cf. [3]),
this one is also studied to analyze the relevant differences between non-specific
cycle drugs (that can damage tumor cells in any phase of the cellular cycle) and
specific cycle drugs (that act on tumor cells only in a fixed phase of the cellu-
lar cycle) (cf., [4], [5]). The problem of model estimation has been also taken
into account, by considering first of all the estimation of the natural growth pa-
rameters and then contriving ad hoc procedure to estimate the time-dependent
functions used to describe the effects of the therapies (cf. [6], [7], [8]).

Recently, following [9] and [10], in [11] a stochastic model was proposed to
analyze the effect of a therapeutic program that provides intermittent suppres-
sion of cancer cells. In [12] we assumed that each application of the therapeutic
program leads the cancer mass to a return state p and it produces a deleterious
effect on the organism by increasing the growth rate of the cancer cells of a
constant quantity. The result was a diffusion process with jumps. Note that,
although in different contexts, such processes were recently extensively studied
(cf., [13], [14], [15] for instance). Specifically, following the widespread assump-
tion that the Gompertz law is adapter to describe the growth of a solid tumor
(cf., for instance, [16], [17], [18], [19]), we assumed that starting from p > 0 at
the initial time, the process evolves according to the Gompertz law with posi-

tive parameters oy = « and 3 that represents the natural growth parameters



of the tumor cells in the absence of therapies. After a fixed time, a therapy is
applied, the effect of which is to reduce the tumor size to p on the one hand
and to increase the growth rate with a constant amount on the other hand. In
this way, the process X (t), describing the tumor size at the time ¢, consists of
independent cycles, each of one is described by a stochastic diffusion process
X (t) with different time independent growth rates. The effectiveness of the
therapeutic program is considerable influenced by the choice of the instants in
which the therapy is applied; for this reason in [12] a strategy to select the inter-
jump intervals was proposed so that the first-passage-time of X (¢) through a
constant control boundary is as large as possible and the cancer size remains
under this control threshold during the treatment. An estimation of parameters
based on the maximum likelihood method was also provided.

In the present paper we modify the model discussed in [12], assuming that
after each therapeutic application the process evolves with a time-dependent
growth parameter ay(t) = o+ hi(t), so that the single processes X (t), as well
as X (t), become time non-homogeneous, and we focus on the estimation of the
model.

The paper is organized as follows. In Section 2 the stochastic model is intro-
duced and the main characteristics of the related stochastic process are given.
In Section 3 we assume that the instants of therapeutic applications are fixed
before the beginning of the experimental phase. In this case only the estimation
of the parameters and functions hy(¢) is addressed. In Section 4 we suppose
that the time instants are unknown. Here we propose firstly a strategy for
determining optimal time instants of therapeutic application based on the first-
passage-time of the process through a control threshold. Since determining each
time instant involves to know the process until the previous application cycle,
a recursive procedure for estimating the model is proposed. Some simulation
studies illustrate the procedures of estimation in both scenarios for different

choices of the involved parameters and time-dependent functions hg/(t).



2. The Model

Let X (t) be the stochastic process describing the growth of a tumor mass.
We assume that each application of the therapy resets the cancer mass to a state
p and it produces a deleterious effect on the organism by increasing the growth
rate of the cancer cells. Let 79 = 0 be the initial time, 75, are the instants of
therapeutic application for £ = 1,2,..., N and 7ny41 = oo. We suppose that
the return state p is equal to the initial tumor mass, i.e. the tumor size recorded

at the diagnose’s time. Therefore, one has:

N
X(t) = Zxk(t)l[%,‘rkﬂ)(t)? (1)

k=0
where X (t) represents the natural evolution of the cancer, whereas Xy(t) de-
scribes the dynamics of the tumor between the k-th and the (k + 1)-th ther-
apeutic application. We assume that Xj(t) is a stochastic Gompertz process

whose sample paths are solution of

ka(t) = [a + hk(t) — ﬂlnXk(t)] Xk(t)dt + UXk(t)dW(t)7 (Tk <t < Tk+1)7

(2)
X () = p, k=0,1,2,...,N.

In Eq. (2), @ and f are the natural growth parameters in the absence of therapy,
o > 0 measures the width of environment fluctuations and W (¢) is a standard
Brownian motion. The functions hg(t) represent the harmful effect of the k-
th therapeutic application; actually after each jump, the cancer growth rate
increases and it is greater in correspondence of more aggressive therapies. This
perspective is representative of targeted drugs that have a certain degree of
toxicity for the patient. Differently from the past (cf. [12]), we now consider
that after an therapeutic application the growth parameter changes according
to a time-dependent function. Specifically, we assume that ho(t) = 0 and for
k=1,2,...,N the functions hy(t) > 0 are continuous and increasing with k.
To characterize X (t) we specify each single process X(¢), for k =0,1,..., N.

Note that Eq. (2) defines a time non-homogeneous Gompertz process with drift



and infinitesimal variance
Agk)(a:,t) = [+ hi(t) — Blnx]z, Aék)(:c) = o222,

respectively. Note that the process Xy (t) can be transformed in a time ho-
mogeneous Ornstein-Uhlenbeck stochastic process as shown in the following

proposition.
Proposition 1. The process
Vio(t) = log Xk (t) + ai(t[7), 3)

with
t
Gi(t]r) = —e Pt / hi(8)e db, (4)

is a time homogeneous Ornstein-Uhlenbeck process characterized by drift and

infinitesimal variance

2
o
B (y)=a="7— By, Baly) = o> (5)
Proof. Let fi[Xy(t),t] = Yi(t), for the Ito’s lemma we have that Y3 (t) satisfies

the following stochastic equation

afk[Xk,t]+8fk[Xk,t]
ot Ox

1 82f[Xk, t]
2 Ox?

or G

dYi(t) = [ Fi(t)+ G?(t)} dt+ (t) dW (%),

where

Fy(t) = [a + h(t) — flogx] x, Gt)=ox Jr(z,t) =logx + qi(t|7)

and
Ofk(z,t) _ _ Ofr(z,t) B 1 82fk(x,t) _ 1
o = Bax(tT) — hi(t), Tor 2 o2 22
It follows

dYy(t) = [a - %2 - By] dt + o dW (t),

that is the Ito’s equation for the diffusion process Y (t) characterized by in-

finitesimal moments (5). o



Making use of Proposition 1 and recalling that the transition probability density

function (pdf) of Y} (¢) defined in (3) is a normal density with mean and variance

L2 2 2
M (tu, ) = @e-g/z g / [1 — e_ﬁ(t_T)}—&—u e Pl="), V3(t|7) = % [1 - 6_2B(t_T)} ,

respectively, from (4) we have the transition pdf of X (¢):

fela,tlyr) = ———e { “”‘Mk(t““y’ﬂz} <7<t
Jtly, ) = Xp < — , T <T
T = v 2V2(t]7) '
where

—g2/9 t
My (tly,7) = % [1 - 67’8“77)] +ye BT 4 efﬂt/ hi.(6)e?? ae,

VQ(t‘ ) _ Oj (1 _ —26(t—7’))
T) = 25 e .
Moreover, 7, < 7 < t the conditional moments of X(¢) are:
2
EX] ()| Xk(T) =y] = exp {an(t| Iny,7)+ %Vz(th)} , n=12....

Concerning X (t), from (1) we can easily obtain the mean of X (¢):

N

E[X ()| X(0) = p] = Y BIXk(6)| Xk (k) = pl1fr, ry 1) (8)-
k=0

Figures 1 and 2 show some simulated sample paths of X (¢) in the interval
[0,45] for several choices of the functions hg(t). Moreover we assume N = 5,
being (4,8,12,20,30) the instants of therapeutic application, and o = 0.01
(Figure 1) and o = 0.1 (Figure 2). Following [20], in the simulation we have
considered a = 6.46 year™!, 8 = 0.314 year™!, X;(7) = p = 10%. The tumor
size represents the tumor cell density; the value 1.074 x 108 is representative of
a 0.1 g tumor mass (namely the smallest diagnosable mass).

In these simulations almost always the sample paths of X(t) (red curves) over-
hang those of X (t); actually, note that an efficient therapy should keep the
tumor size under control and surely at a level lower than the tumor size Xq(t)
corresponding at the case in which no therapy is applied. This one suggests the

need to find a criterion to choose the instants of therapeutic application in such



a way that the therapy results to be truly effective. Some consideration have
been also made in [12] and, for a deterministic model in [21].
Comparing Figure 1 with Figure 2, we note that increasing the value of o the

trends remain unchanged and only the oscillations of the sample paths are more

evident.
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(a) hi(t) =0.1(k — 1/¢) (b) h(t) =0.1(k +1/t)  (c) hx(t) = 0.1(1 — (7&/)")

Figure 1: The sample paths of X (t) are plotted for p = 10%, & = 6.46, 8 = 0.314,
o = 0.01 and different choices of the functions hy(t); therapeutic application times are

(4,8,12,20,30). The red (upper) curve represents Xo(t).

2] Mwﬂ h

Iﬁ N y
Nu\/gw

(a) hi(t) = 0.1(k —1/1) (b) hi(t) =0.1(k +1/t) () ha(t) = 0.1(1 = (70/1)*)

Figure 2: As in Figure 2 for o = 0.1.

In order to estimate the model, we will distinguish two situations: the time
instants of therapeutic applications are fixed from the beginning of experimen-
tation or they will be determined via some strategies during experimentation.

In the first situation we estimate the parameters o, 8 and o2 and the func-
tions hg(t). In the second, we propose a strategy similar to that proposed in
[12], for determining optimal time instants of therapeutic application based on

the first-passage-time of the process through a control threshold. Obviously



determining each time instant involves the knowledge of the process until the
previous application cycle. This question leads to a recursive procedure for esti-
mating the model: for each cycle the corresponding function hy is estimated, the
estimates of the parameters is updated and the next time instant of application
is determined.

In both cases, we consider two situations: a) hi(t) = h)(t) is known except

for a parameter v > 0 to be estimated; b) hy(¢) is completely unknown.

3. Model with fixed time instants of therapeutic application

The aim of the present section is to estimate the parameters of X (¢) and
the function hy(t) when the therapy is applied at fixed time instants. Then, a

simulation study is performed.

3.1. Estimation

In this case, we consider dj sample paths of each process Xi(t) at times
th with 7 < tF, < g1, i = 1,...,dk; j = 1...,n4; k =0,...,N. For
each process it may have a different number of sample paths (the experimental
subjects may decrease) and each sample path can have a different number of
values and be observed at different time instants. Let {xfj} be the observed

values.

a) hi(t) = h}(t) has a closed functional form except for the value of a parameter
.

In this case, the estimation of the parameters «, 5 and o2 can be based only
on observations of the process X (¢) (as in [6]). However, it is preferable to use
the information of all involved processes and jointly estimate o, 3, o and 7.
Here, we assume h (t) = vry(t), where r(¢) is a known positive and increasing

function with k, and ro(t) = 0,Vt € [79, 71).



Denoting by

k 4k
1— e_ﬂ(tzg i ]—1)
a=qo— ,

\//3 o208 (th;—t J—1)>

Bty t5;
e — [ e as

i.J _
Bk — \/1 . 6725 (th—t

z,j—l
taking the variable change

. VB [logmfj — Bt l)logxu 1]
Vg = s
o V1 — e 28050

and considering that the processes X (t), K =0,1,..., N are independent, the

log-likelihood function for the transformed sample, v = {vfj}7 is

3

N d i
Ly(a,v,8,0) = —?loga - —logw ;ZZ [’Uﬁjk —aTy) _'YSB]J@}
k=0 i=1

<.
U
v

N dg
where M = Z Z n;, —1). Deriving the log-likelihood function with respect to

k=0 i=1
a, 7, B and 02 and making the derivatives equal to zero, one has the following

system of equations:

N dp Mg N dp Mg

Méizvﬂv—o & ZZZvE’kT”k—aZZZT”
k=0 i1 j—2 k=01i=1 j=2
N dk ’rL”r
DD ST Q
k=11i=1 j=2
( 76 n Tig Nk i
. % 0 < ZZZU?RS’Jk_aZZZTZJ S;ng
k=11i=1 j=2 k=1i=1j=2

1
HZ Z (557 (7)
k=1 i=1 j=2

1=



N
a]LV((l,’Y, Ba U) i dvﬁ k
: SRS DR
Bk
86 k=0 i=1 j=2 dﬁ
N dp i Téjk N dp M gk
ij , ij ,
—a Z . *ap +Z, k4B
k=0 i=1 j=2 k=0 i=1 j=2
N dp i Téjk
2 1) )
+a Z TBJV dp
k=0i=1 j=2
N dy Mi ] N dy "%
iby
k=11i=1 j=2 k=11i=1 j=2
N di Mig i
2 ij B,k
v Z SB k g
k=1i=1 j=2
N dy "Zk j N dg nlk
k=1i=1 j=2 k=11i=1 j=2
N dp Tig
dlogLy(a,, B,0) 9 Iy g 12
ST =0 & Mo =233 ) [v}ik—aTé{k—ngk} 9)
k=0 i=1 j=2
For arbitrary functions g and h, we denote by
N dp T N dp Mig
XK Jopihd B,k* B,k k=
TIED S0 ) UV NG LD S5 9) 9F' dﬁ k=01,
k=k* i=1 j=2 k=k* i=1 j=2
so that from (6) and (7) one has:
1
XvT - aXéa”T + ’YXgT
XP = aXPg + v X54
from which it follows
8,0 5 1 B,1 48,1 B,0y8,1 8,0 8,1
XUT X — X X?}S _ XTTXUS — X’UT XST

ag =

0 R 1 ’ ,0 1 1
XéfTXés - <X§@s> XPPXE — (X[5)?

Moreover from (9) one has

,0 ) 0 ) 1
0[25 M XﬁO +a[23X7[5T —l—’yéXgSl —2ap XfT —275stl + 2a873 XgT} .
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Finally, Eq. (8) becomes
0 0 1 1 1 ) 1] _
Y0 —as [YfT +Yr }JF%Y T ~B [Yvﬁs + Y4 ]*’W%Ygﬁg +agp [Yﬁsl + YSBTI] =0.

This last equation in the variable § can be solved with a simple numerical
method as the bisection method. After the estimation E of 8 has been obtained,
2

" . —~ o~ 5
we can find the estimation of ag = ag, 78 =3 and 05 =05

b) hy(t) unknown

In this case, the observations of the process Xo(¢) must be used to estimate
the parameters a, 3 and ¢2. The results in [6] can be used to estimate the control
group by means of a homogeneous Gompertz diffusion process; alternatively we

can use the previous results with v = 0 and k£ = 0. In any case we have

do o .. ..
> vioTio
i—lj—2
ap = —
Sy
i=1 j=2
do g 2
%= 37 223 [ — T
i=1 j=2
do Mig d ZJ do Mig do n70 do Mg
Z ~ szﬂo dﬁ dﬂ, *%ZZ B0 dﬁ7
=1 j= =1 j=2 i=1 j=2 i=1 j=2

Next, following a similar procedure to that proposed in [6] the function
hi(t) can be estimated. Concretely, denoting by X x(¢) the time homogeneous
process with the same infinitesimal moments that X (¢), but defined in the time

interval [y, Tk41) with initial condition X x(7%) = p, one has

E[Xy(t)] = exp (Mk(t| log p, T) + %) 7

E[Xok(t)] = exp (Mo(t\ log p, 1) + %'T’“)) ,

and

t
My.(t|1log p, 7.) = Mo(t] log p, Tk) + eiﬁt/ hy (0)eP? df.

11




Finally, since

EX® _ o <e,m /T t he (6 de) :

E[Xox(t)]
it follows
_pe d E[Xk(t)]
hi(t) = e P — S efllog [ i) 5.
K(t)=e dt{e ©\ B Xox(t)]
So, for each k = 1,..., N, from observations {:Cf]}7 i=1,....dg,j=1,...,n;,

E [X}(t)] can be estimated on each t; by means of Zfﬁl xﬁj/dk, while E[Xo x(t;)]
can be estimated from the mean of sample paths of the processes X x () sim-
ulated in the same time instants of observations of each process X (t). From
the estimations of E[X}(t;)] and E[X¢ x(t;)], 7 =1,...,n,,, the procedure pro-
posed in [6] to approximate the function that model the therapy effect can be

used.

3.2. Simulation study

The present simulation study is aimed at validating the estimation proce-
dures described in Subsection 3.1. We consider the following cases:

a) hi(t) = h}(t) has a functional closed form except for the value of a
parameter . Concretely we consider
hi(t) =~ <k - %) and Rl(t) =~ (k + %) .

b) h(t) unknown. For this case we consider
k
hi(t) = (1 - (%’“) > .
In all cases, the pattern for the simulations is the following:

e We consider 25 simulated sample paths of the process X (¢) in the interval
[0,35], with step h = 0.05 and time instants of therapeutic application
(5,10, 15,20, 25).

e We assume « = 6.46, 5 =0.314,y=0.14+0.1(: — 1), for i = 1,...,5, and
o =0.01,0.05,0.1.

e The initial value for each X, (k=1,...,5) is p = 108,

12



Lastly, this pattern is replicated 100 times.

Table 1 includes the estimation of the parameters in the case of h)(t) =
v (k — 1/t) known. The last column includes the relative absolute error between
the estimated and the real log-likelihood function. Table 2 is as the previous
but considering h) () = v (k + 1/t). In both cases we conclude that regardless
the procedure provides good estimations of the true values. As it is expected,

the error on the log-likelihood function increases with o.

¥ o a B oY G LogLik.Err
0.1 0.010 6.45989 0.31398 0.01000 0.09997 0.000005
0.025 6.45650 0.31381 0.02498 0.09983 0.000011
0.050 6.45296 0.31365 0.04991 0.09997 0.000035
0.075 6.41131 0.31149 0.07503  0.09950 0.000070
0.100 6.39508 0.31071 0.09965 0.09921 0.000139
0.2 0.010 6.45699 0.31382 0.01000 0.19979 0.000007
0.025 6.46064 0.31402 0.02497 0.19990 0.000010
0.050 6.45237 0.31364 0.04996 0.19995 0.000028
0.075 6.44243 0.31307 0.07489 0.19950 0.000037
0.100 6.43951 0.31293 0.09989 0.19951 0.000054
0.3 0.010 6.45135 0.31353 0.00998 0.29942 0.000013
0.025 6.45406 0.31364 0.02500 0.29939 0.000023
0.050 6.45752 0.31383 0.04982 0.29954 0.000043
0.075 6.43779 0.31276 0.07471 0.29851 0.000077
0.100 6.43248 0.31251 0.09986 0.29841 0.000093
0.4 0.010 6.44614 0.31324 0.00998 0.39884 0.000053
0.025 6.44264 0.31304 0.02492 0.39856 0.000062
0.050 6.44514 0.31320 0.04997 0.39895 0.000063
0.075 6.44492 0.31321 0.07488 0.39885 0.000063
0.100 6.44248 0.31298 0.09964 0.39821 0.000081
0.5 0.010 6.43960 0.31288 0.00999 0.49790 0.000018
0.025 6.44096 0.31294 0.02492 0.49794 0.000076
0.050 6.44268 0.31300 0.04982  0.49802 0.000131
0.075 6.44194 0.31300 0.07457 0.49789 0.000136
0.100 6.44132 0.31301 0.09964 0.49861 0.000187

Table 1: Parameter estimation in the case of hz = v (k —1/t) known, a = 6.46, 8 = 0.314,
k=5, 7, = (5,10,15,20,25), p = 108.

The case b) is considered in Table 3. Note that in this case hy(t) is esti-

mated jointly with the parameter «y. This table includes the estimation of the

13



o% o a B oY - LogLik.Err
0.1 0.010 6.45936 0.31396 0.01000 0.09997 0.000004
0.025 6.45270 0.31362 0.02501 0.09988 0.000014
0.050 6.44246 0.31311 0.04994 0.09990 0.000031
0.075 6.43412 0.31271 0.07498 0.09991 0.000040
0.100 6.39841 0.31076 0.10002 0.09893 0.000112
0.2 0.010 6.45407 0.31370 0.01000 0.19980 0.000007
0.025 6.45746 0.31387 0.02495 0.19991 0.000014
0.050 6.44925 0.31344 0.05004 0.19965 0.000020
0.075 6.44847 0.31342 0.07483 0.19974 0.000028
0.100 6.42806 0.31229 0.09988 0.19894 0.000071
0.3 0.010 6.44932 0.31344 0.00999 0.29943 0.000010
0.025 6.44975 0.31347 0.02498 0.29949 0.000029
0.050 6.44827 0.31337 0.04988 0.29932 0.000038
0.075 6.44362 0.31319 0.07502 0.29948 0.000039
0.100 6.44301 0.31308 0.09993 0.29899 0.000067
0.4 0.010 6.44388 0.31315 0.00999 0.39883 0.000012
0.025 6.44554 0.31324 0.02495 0.39891 0.000053
0.050 6.44313 0.31312 0.04992 0.39881 0.000086
0.075 6.43778 0.31283 0.07479 0.39853 0.000081
0.100 6.43608 0.31280 0.09989 0.39878 0.000095
0.5 0.010 6.43690 0.31278 0.01000 0.49797 0.000077
0.025 6.43619 0.31275 0.02492 0.49793 0.000186
0.050 6.43159 0.31250 0.04981 0.49762 0.000220
0.075 6.42700 0.31225 0.07463 0.49725 0.000230
0.100 6.43500 0.31267 0.09968 0.49771 0.000330

Table 2: Parameter estimation in the case of hz = v (k+1/t) known, a = 6.46, 8 = 0.314,
k=5, 7 = (5,10, 15,20,25), p = 105.

parameters «, $ and o obtained from the data of Xo(t). The last column is
a error measure of the estimation of hg(t) taking that is the relative absolute
error between the real hy(t) functions and their estimations, both of them eval-
uated at the observation time instants. In this case the procedure for estimating
hi(t) in each interval has been replicated 25 times, that is, after estimating the
parameters «, 8 and o from the data of Xy, we have considered 25 replications
of X (t) in the same time instants of observations of each process Xy (). For
each one the procedure described before is applied and then the mean values

are considered.
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The value of ¢ influences the estimation of the parameters, worsening as
o increases, for any 7. It also occurs in the error of the estimation of hy(t).
However, it is interesting to note that as v increases this error tends to decrease
for each value of o fixed, which seems logical since in this case the growth
process is faster, the values of the process are higher and the method allows
more accurately capture the differences between the theoretical and estimated

models.

¥ o a B G Error
0.1 0.010 6.45872 0.31393 0.01001 0.05690
0.025 6.43226 0.31258 0.02494 0.09111
0.050 6.38698 0.31034 0.04988 0.17905
0.075 6.15154 0.29816  0.07492  0.22136
0.100 6.03425 0.29221 0.09940 0.34913
0.2 0.010 6.45541 0.31377 0.00997 0.03972
0.025 6.44308 0.31313 0.02490 0.05543
0.050 6.38993 0.31041 0.04987 0.10182
0.075 6.29227 0.30545 0.07480 0.14929
0.100 6.06437 0.29371  0.09997 0.17595
0.3 0.010 6.46326 0.31417 0.00996 0.04682
0.025 6.44978 0.31347 0.02496  0.05273
0.050 6.36492 0.30912 0.05005 0.06046
0.075 6.26308 0.30386 0.07479  0.08457
0.100 6.05824 0.29325 0.09996 0.13916
0.4 0.010 6.45344 0.31366 0.00998 0.04033
0.025 6.43670 0.31280 0.02485 0.04579
0.050 6.32423 0.30705 0.04985 0.05339
0.075 6.19194 0.30023 0.07506 0.07421
0.100 5.91984 0.28630 0.09960 0.11160
0.5 0.010 6.45321 0.31366 0.01004 0.03351
0.025 6.44963 0.31348 0.02509  0.04303
0.050 6.33809 0.30775 0.04998 0.05113
0.075 6.26878 0.30415 0.07502 0.05551
0.100 6.06640 0.29384 0.10011 0.08059

Table 3: Estimation in the case of hz = (1 — (TT’C)IC) unknown, o = 6.46, 8 = 0.314, k = 5,
e = (5,10,15,20,25), p = 108.

Figures 3 and 4 shows the estimations of the considered hy(t) functions for

several values of v and o.
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v=.1,0=0.01

v=.1,0=0.05

v=.2,0=0.01 v=.2,0=0.05 vy=.2,0=0.1
v=.3,0=0.01 v=.3,0=0.05 vy=.3,0=0.1

Figure 3: Estimation of the ~ (1 - (TT")k> functions in the unknown case for several values

of o and v for a = 6.46, 8 = 0.314, k = 5, 7, = (5, 10, 15, 20, 25), p = 108.
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v=.4,0=0.01 v=.4,0=0.05 vy=.4,0=0.1

v=.50=0.01 v=.50=0.05 v=.5,0=0.1

Figure 4: (continued) Estimation of the ~ (1 — (TT")IC) functions in the unknown case for

several values of o and v for a = 6.46, 8 = 0.314, k = 5, 7, = (5, 10, 15,20, 25), p = 108.

4. Model with time instants of therapeutic application non estab-

lished in advance

In this case we assume that the instants of therapeutic application are un-

known, so a criterion to establish the times 7 is formulated.

4.1. Strategy for determining the time instants

The effectiveness of an intermittent treatment depends on the time instants
of therapeutic application. The choice of such times have to balance the positive
effect (the reduction of the cancer mass) and the negative effect (the survival of
the most aggressive clones) of the treatment.

Denoting by S a control threshold, we require that X(¢) < S during the

17



treatment. Hence, following [12], we propose to applied therapy before X(t)
reaches S. Specifically, for S > p, we denote by Ty (S|p, %) = infis., {t :
Xi(t) > S|Xk(rx) = p} the random variable first-passage-time (FPT), by
9k (S, t|p, 7i;) the FPT pdf and ¢, (S|p, ) is the mean FPT. As shown in [12],
better results can be obtained by applying the therapy as late as possible; so,

for k=0,1,...,N — 1, 74,41 can be determined as follows:
Tk+1 :O.ggtk(5|p,7'k). (10)

The maximum number of applications N is chosen such that for £ > 0 one has
Tg+1 — Tk > 0, where 6 can be considered as the minimum waiting time between
consecutive applications. Since for k =1,2,..., N the processes X (t) are time
non-homogeneous, a closed form for tx(S|p,7x) is not available. Specifically,

being Xo(t) is time homogeneous one has

S z
t0(S1p, 7o) = / d=6(2) / s(u)du, (11)
where
¢(x) ~ e L /z AgO) (5) df _ x—2a/g2 exp{ﬂ 11121'} S(l‘) _ #
AP () a? ’ AP (@)h(z)’

are the scale function and speed density of Xo(t), respectively. Instead, for
k=1,2,...,N the mean ¢;(S|p, ;) can be evaluated from the numerical ap-
proximation of the FPT pdf gx(S,¢|p, %) obtained making use of the package
fptdApprox of R [22], [23]. We ensure that the therapy is efficient by verify-
ing that the mean FPT of X(¢) through S, denoted by E[T(S|p)]}, is greater
than to(S|p, 70) representing the mean FPT of the process Xo(t) that describes

LE[T(S|p)] can be computed by using the numerical evaluation of its density function

g(S, t|p, 70) obtained by means of
90(S, tlp, 7o), tel

g(S;tlp,m0) =9, _4
Tj+1

11 {1*/ 95 (S, Tlp, 75)d7 | 9. (S, tlp, ), t € Iy

3=0 7

J
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the tumor growth in the absence of therapy. Moreover, we monitor the mean
function of X (¢) to verify that it is below S until the end of the treatment.

In the following we show the application of the strategy for different choices
of the function hy(t) when it is fully determined. Specifically, we consider o =
6.46, 8 = 0.314, p = 108, S = 6 - 10%, with hy(t) = vri(t) and we analyze how
different choices of values of v, o and of the functions ry(t) affect the times of the
therapeutic application and hence the mean FPT of X(¢) through S. To this
aim we consider for o the values 0.01, 0.05 and 0.1, and for r(t) the following

choices
rp(t) =k —1/t, re(t) = k+1/t, Tk(t):].—(’rk/t)k,

with values of y =01+ (¢ —1)-0.1,i=1,...,5.

For each choice of 74(t) and several values of 4 and o, Tables 4-6 show the
values of time instants of therapeutic applications, the mean FPT of each X (t)
through S and the mean FPT of the process X (¢) when the therapy is applied
k times. Note that the mean FPT of X (¢) and of X(t), for fixed values of k,
decrease when o increases. Indeed, due to the more width of the fluctuations,
some sample paths reach the control threshold in a shorter time when o in-
creases. Moreover, when v increases, the growth of the process becomes more
quick so that the values of ¢5(S|p, 7%), as well as those of E[T'(S|p)], decrease.

In Figures 5, 6 and 7, the mean of the process X (t) are plotted for some
choices of parameters and functions hy () considered (for the sake of brevity we
have only considered the cases v = 0.1,0.5 and o = 0.01,0.1). The times 7%
are those obtained from the described strategy as listed in the Tables 4, 5 and
6, respectively. Note that selecting the times of therapeutic application via the
proposed strategy, the mean of X (¢) results limited by the control boundary S

(red line) until the end of treatment.
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X108
5x10% Sx10%
4x 108 4x108 -
3x10% 3%10%
2x10° |- 2x10° |
I 1 . . . I f . . .
5 10 15 20 25 5 10 15 20 25

(a) y=0.1,06 =0.01 (b) y=0.1,0 =0.1

6x10° | 6x10°

5x105 5%10%

4x10° 4x10% -

3x10°F 3x10%

2x10°F 2x10°F

s 0 15 I T

(¢) y=10.3,0 =0.01 (d) vy=0.3,0 =0.1

Tx10% X108

6x10% 6x10%

5x10° 5x10°

ax100f ax10°f

3x10% 3x10%

2ot / pacf /

B i 6 5 0 2 > ¥ . 5 0 B

(€) v=0.5,0 = 0.01 (f) v = 05,0 = 0.1

Figure 5: For p = 108, o = 6.46, 8 = 0.314, and hx(t) = v(k — 1/t) the means of
X (t) are plotted for different choices of v and o, the therapeutic application times are

chosen according to Table 4. The red (upper) line represents the control threshold.
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6x10° 6x10°

5x10° | sx108F
4x108 4x10% -
3x10° | 3x108
2x10° 2x10°
I . . , . . . .
10 15 20 25 5 10 15 20

5 25

(a) y=10.1,0 =0.01 (b) y=0.1,6 = 0.1
6x10% 6x10°%
Sx10° SxI10°F
4x10% - 4x108 F
3x10° 3108
2%108 | %108
> P s 8 10 5 m > f . s 10 5 n
(¢) y=10.3,0 =0.01 (d) y=0.3,0 =0.1
Tx108 7x108 [
6% 108 6x10%
5x10°F sxi0t |
4x10°F ax10tf
3x10°F 3x108
2%10° / 2x108 F /
> i 6 5 0 > i s 5 0
(e) vy=0.5,0 =0.01 (f) y=10.5,0 =0.1

Figure 6: As in Figure 3 with hx(t) = v(k + 1/t). The times of the therapeutic
application are chosen according to Table 5. The red (upper) line represents the

control threshold.
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(e) y=10.5,0 =0.01 (f) y=0.5,0=0.1
Figure 7: As in Figure 3 with k) = ~[1 — (7x/t)"]. The times of the therapeutic

application are chosen according to Table 6. The red (upper) line represents the

control threshold.
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4.2. Estimation

In this case, to determine the time of the first application 71, the observations
of the time- homogeneous process X (t) are needed until a time instant enough
large depending of the used strategy. Moreover, for each k = 1,2..., N, once
7i, is determined, we observe the process Xy (t), starting at time 7%, to establish
Th+1. However, both when h}(t) has a functional closed form except for the
value of the parameter v, and when hy(¢) is unknown, the parameters «, 8 and

2

o? must be estimated from the observations of the process Xo(t) from the initial

time to the total time of experimentation T'.

a) hy(t) = h](t) has a functional closed form except for the value of a parameter
7.

For k = 1, from the observations of the processes Xo(t) for t € [ro,71)
and Xi(t) for t € [r1,T], we can estimate the parameter v and update the
estimations of the parameters o, 3 and o2 by using the procedure described in
3.1.a). Next, for each k = 2,..., N, once obtained each 7, from observations of
the processes Xg(t), X1(t), ..., X1(t) we can update the estimations of a, 3, o2
and 7.

b) hy(t) unknown.

A procedure similar to one described in 3.1.b) can be used, but it is iteratively
applied once every 73 is determined making use of the observations of the process
X (t) and of the simulations of the process Xy 1 (¢) (i.e. the process X (t) defined

in [TvakJrl) with XO,k(Tk) = p)

4.3. Simulation study

Also in this case we consider the following situations:
a) hi(t) = h)(t) has functional closed form except for the value of a param-

eter . Specifically,

BI(E) = (k - %) and  h](t) = (k; + %) .
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b) hy(t) unknown. For this case we consider

hio(t) =~ (1 - (%’“)k> .

The pattern for the simulations is the same as that used in Section 3 but
considering the time instants of therapeutic application obtained in Subsection
4.1.

Tables 7 to 10 summarize the process of iterative estimation following the
procedure established in subsection 4.2. when A} (t) if known. For each choice
of o and ~, the tables include the values 7, the successive updated estimates
of the parameters obtained from the sample data available at every stage and,
from them, the estimated values of the time instants of therapeutic application
(17,) are calculated. In all cases it can be observed that the real time instants of
therapeutic applications (73) and their estimates (74,) are very similar. Only a
small difference is observed in the first instant of application when o = 0.1, al-
though this discrepancy decreases as the number of iterations grows. As regards
the estimation of the parameters, the fact most significant is found in the first
iteration. Indeed, when only information for X¢(t) is available, the estimates
obtained for «, 8 and o worsen as ¢ increases, although the additional informa-
tion on the successive stages improve the update of these estimates and stabilize
them around the real values of the parameters, even in the case o = 0.1.

The results when hy(t) is unknown are summarized in Tables 11 and 12.
Again the values of 7, and 7}, are quite similar in all cases, showing a behavior
similar to the previous case. Consequently, the method proposed for estimating
the hy(t) functions appears useful for the purpose of estimating the time instants
of the therapeutic application. As regards the estimates of a, 8 and o (note
that ~ is estimated in conjunction with the hy(t) function) we can see how they
worsen as o increases, while the update of the estimates presents a behaviour

similar to that observed when hy(t) is known.
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o = 0.01 o = 0.05 o=20.1
ol k Tk tg(Slp, )  E[T(S|p)] Tk tg(Slp, 1)  E[T(S|p)] Tk tgp(Slp, 1)  E[T(S]p)]
0.10 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63107
1 5.6 9.85303 8.94970 5.6 9.85307 7.66324 5.5 9.75642 7.34916
2 9.7 13.03168 11.44508 9.7 13.03396 8.77928 9.6 12.94221 8.19690
3 12.9 15.66740 13.51413 12.9 15.66967 9.47694 12.8 15.57754 8.64827
4 15.5 17.87631 15.24809 15.5 17.87827 10.01571 15.4 17.78504 8.93047
5 17.6 19.68636 16.66896 17.6 19.68800 10.45545 17.6 19.69365 9.13680
6 19.4 21.26159 17.90549 19.4 21.26296 10.83777 19.4 21.26776 9.30168
7 21 22.68171 19.02026 21 22.68286 11.18244 21 22.68696 9.44462
8 22.4 23.93423 20.00348 22.4 23.93521 11.48644 22.4 23.93874 9.57065
9 23.6 25.01099 20.84872 23.6 25.01183 11.74778 23.6 25.01489 9.67893
10 24.7 - - 24.7 - - 24.7 - -
0.20 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63107
1 5.6 9.05894 8.32348 5.6 9.06109 7.24768 5.5 8.97097 6.95104
2 8.9 11.32226 10.10829 8.9 11.32431 8.15098 8.8 11.23176 7.63188
3 11.2 13.08478 11.49818 11.2 13.08625 8.78300 11.1 12.99144 8.03072
4 12.9 14.44817 12.57332 12.9 14.44923 9.26944 12.8 14.35299 8.31708
5 14.3 15.61556 13.49390 14.3 15.61635 9.68550 14.2 15.51919 8.54708
6 15.4 16.54466 14.22657 15.4 16.54526 10.01635 15.3 16.44748 8.72922
7 16.3 17.31351 14.83288 16.3 17.31399 10.29014 16.2 17.21576 8.88001
8 17.1 18.00957 15.38177 17.1 18.00995 10.53802 17 17.91140 9.01653
9 17.8 18.62510 15.86717 17.8 18.62541 10.75723 17.7 18.52662 9.13727
10 18.4 — — 18.4 — — 18.3 — —
0.30 0 0 5.68727 5.687267 0 5.67102 5.671021 0 5.63108 5.63107
1 5.6 8.53607 7.911151 5.6 8.53840 6.973422 5.5 8.44906 6.68650
2 8.4 10.31692 9.315527 8.4 10.31844 7.735666 8.3 10.22419 7.25314
3 10.2 11.63785 10.357219 10.2 11.63881 8.276137 10.1 11.54231 7.60759
4 11.5 12.65383 11.158417 11.5 12.65447 8.689827 11.4 12.55682 7.86568
5 12.5 13.46467 11.797851 12.5 13.46512 9.019916 12.4 13.36681 8.06964
6 13.3 14.12929 12.321970 13.3 14.12963 9.290493 13.2 14.03089 8.23671
7 13.9 14.62749 12.714851 13.9 14.62774 9.493320 13.8 14.52873 8.36194
8 14.4 15.04807 13.046521 14.4 15.04827 9.664553 14.3 14.94906 8.46768
9 14.8 15.38436 13.311718 14.8 15.38452 9.801469 14.7 15.28516 8.55222
10 15.2 - - 15.2 — — 15.1 - -
0.40 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63107
1 5.6 8.15990 7.61449 5.6 8.16204 6.77594 5.5 8.07221 6.49549
2 8 9.59124 8.74326 8 9.59239 7.45482 7.9 9.49691 7.02224
3 9.4 10.56535 9.51144 9.4 10.56602 7.92180 9.4 10.56826 7.35541
4 10.4 11.32155 10.10778 10.4 11.32197 8.28437 10.4 11.32344 7.58794
5 11.2 11.96281 10.61348 11.2 11.96310 8.59186 11.2 11.96413 7.78446
6 11.8 12.45105 10.99851 11.8 12.45126 8.82598 11.8 12.45203 7.93422
7 12.3 12.86800 11.32732 12.3 12.86816 9.02593 12.3 12.86874 8.06212
8 12.7 13.20382 11.59214 12.7 13.20394 9.18697 12.7 13.20440 8.16515
9 13 13.45272 11.78843 13 13.45282 9.30634 13 13.45319 8.24152
10 13.3 — — 13.3 - - 13.3 — —
0.50 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63107
1 5.6 7.87393 7.38898 5.6 7.87582 6.62576 5.5 7.78524 6.35003
2 7.7 9.06239 8.32620 7.7 9.06327 7.22814 7.7 9.06619 6.75503
3 8.9 9.88069 8.97151 8.9 9.88117 7.64313 8.9 9.88282 7.02024
4 9.7 10.46774 9.43447 9.7 10.46804 7.94091 9.7 10.46909 7.21068
5 10.3 10.93129 9.80002 10.3 10.93149 8.17605 10.3 10.93221 7.36112
6 10.8 11.33620 10.11933 10.8 11.33634 8.38147 10.8 11.33687 7.49256
7 11.2 11.66611 10.37950 11.2 11.66622 8.54885 11.2 11.66662 7.59967
8 11.5 11.91229 10.57364 11.5 11.91237 8.67374 11.5 11.91269 7.67960
9 11.7 12.06966 10.69775 11.7 12.06972 8.75358 11.7 12.06997 7.73069
10 11.9 - - 11.9 — — 11.9 - —

Table 4: Values of 7y, tx(S|p, %) and E[T(S|p)] for a = 6.46, B = 0.314,p = 108, S = 6 - 108

for h) = ~[(k — 1/t)] and several choices of v and o.
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o = 0.01 o = 0.05 o=20.1
ol k Tk tg(Slp, )  E[T(S|p)] Tk tg(Slp, 1)  E[T(S|p)] Tk tgp(Slp, 1)  E[T(S]p)]
0.10 0 0 5.68726 5.68726 0 5.67102 5.67102 0 5.63107 5.63107
1 5.6 9.57927 8.73382 5.6 9.58052 7.52023 5.5 9.48368 7.21092
2 9.4 12.61701 11.12877 9.4 12.61940 8.67655 9.3 12.52692 8.06532
3 12.4 15.10470 13.09003 12.4 15.10696 9.53111 12.4 15.11454 8.52702
4 14.9 17.23697 14.77107 14.9 17.23891 10.23357 14.9 17.24546 8.84380
5 17 19.05940 16.20785 17 19.06102 10.82845 17 19.06659 9.08672
6 18.8 20.64201 17.45554 18.8 20.64336 11.34446 18.8 20.64810 9.28477
7 20.4 22.06688 18.57885 20.4 22.06803 11.80895 20.4 22.07208 9.45865
8 21.8 23.32263 19.56890 21.8 23.32360 12.21828 21.8 23.32710 9.61098
9 23 24.40166 20.41959 23 24.40249 12.57001 23 24.40553 9.74148
10 24.1 - - 24.1 - - 24.1 - -
0.20 0 0 5.68726 5.68726 0 5.67102 5.67102 0 5.63107 5.63107
1 5.6 8.70517 8.04450 5.6 8.70770 7.06225 5.5 8.61373 6.76997
2 8.6 10.89282 9.76819 8.6 10.89479 7.86636 8.6 10.80064 7.40219
3 10.7 12.51883 11.04926 10.7 12.52024 8.46847 10.6 12.42466 7.81750
4 12.3 13.80852 12.06536 12.3 13.80954 8.94719 12.3 13.81309 8.11249
5 13.6 14.88931 12.91688 13.6 14.89008 9.34841 13.6 14.89274 8.33868
6 14.7 15.82606 13.65491 14.7 15.82665 9.69617 14.7 15.82875 8.53305
7 15.6 16.59966 14.26441 15.6 16.60013 9.98338 15.6 16.60183 8.69344
8 16.4 17.29889 14.81531 16.4 17.29927 10.24298 16.4 17.30066 8.83842
9 17.1 17.91664 15.30201 17.1 17.91694 10.47233 17.1 17.91810 8.96651
10 17.7 — - 17.8 - 17.8 — -
0.30 0 0 5.68726 5.68726 0 5.67102 5.67102 0 5.63107 5.63107
1 5.6 8.15830 7.61324 5.6 8.16060 6.77518 5.5 8.06561 6.49214
2 8 9.78829 8.89865 8 9.78969 7.54535 7.9 9.69360 7.06676
3 9.6 10.97457 9.83416 9.6 10.97547 8.10838 9.5 10.87816 7.47238
4 10.8 11.91666 10.57709 10.8 11.91727 8.55563 10.7 11.81918 7.79351
5 11.7 12.64035 11.14779 11.7 12.64078 8.89921 11.7 12.64231 8.06537
6 12.5 13.31225 11.67766 12.5 13.31258 9.21823 12.5 13.31374 8.28656
7 13.1 13.81487 12.07402 13.1 13.81512 9.45688 13.1 13.81603 8.45187
8 13.6 14.23836 12.40799 13.6 14.23856 9.65796 13.6 14.23929 8.59117
9 14 14.57665 12.67477 14 14.57681 9.81859 14 14.57742 8.70245
10 14.4 - - 14.4 — 14.4 - -
0.40 0 0 5.68726 5.68726 0 5.67102 5.67102 0 5.63107 5.63107
1 5.6 7.77984 7.31478 5.6 7.78176 6.57640 5.5 7.68549 6.29947
2 7.7 9.16830 8.40971 7.7 9.16932 7.15560 7.6 9.07199 6.73276
3 9 10.10593 9.14912 9 10.10653 7.55090 8.9 10.00828 7.03072
4 10 10.88708 9.76514 10 10.88748 7.88017 9.9 10.78869 7.27163
5 10.7 11.44044 10.20151 10.7 11.44072 8.11342 10.6 11.34160 7.44155
6 11.3 11.93544 10.59187 11.3 11.93564 8.32210 11.2 11.83631 7.59358
7 11.8 12.35652 10.92393 11.8 12.35667 8.49961 11.7 12.25719 7.72292
8 12.2 12.69503 11.19087 12.2 12.69514 8.64232 12.1 12.59556 7.82690
9 12.5 12.94576 11.38860 12.5 12.94585 8.74802 12.4 12.84619 7.90393
10 12.8 — — 12.8 — 12.7 — —
0.50 0 0 5.68726 5.68726 0 5.67102 5.67102 0 5.63107 5.63107
1 5.6 7.50098 7.09487 5.6 7.50257 6.42991 5.5 7.40526 6.15743
2 7.4 8.64562 7.99754 7.4 8.64639 6.97198 7.3 8.54825 6.56993
3 8.5 9.42515 8.61228 8.5 9.42559 7.34458 8.4 9.32678 6.85714
4 9.3 10.03569 9.09375 9.3 10.03597 7.63645 9.2 9.93678 7.08188
5 9.9 10.51056 9.46823 9.9 10.51075 7.86348 9.8 10.41133 7.25656
6 10.4 10.92179 9.79253 10.4 10.92193 8.06010 10.3 10.82236 7.40786
7 10.8 11.25554 10.05573 10.8 11.25564 8.21967 10.7 11.15598 7.53067
8 11.1 11.50420 10.25183 11.1 11.50427 8.33856 11 11.40453 7.62216
9 11.3 11.66323 10.37723 11.3 11.66329 8.41460 11.2 11.56351 7.68068
10 11.5 - - 11.5 — 11.4 - —

Table 5: As in Table 4 for h) =~(k +1/t).
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o = 0.01 o = 0.05 o=20.1
ol k Tk tg(Slp, )  E[T(S|p)] Tk tg(Slp, 1)  E[T(S|p)] Tk tgp(Slp, 1)  E[T(S]p)]
0.10 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63108
1 5.6 10.60672 9.54406 5.6 10.60128 8.05584 5.5 10.48243 7.71716
2 10.5 15.43612 13.06243 10.4 15.32781 9.70663 10.3 15.21313 8.96870
3 15.2 20.10349 16.45730 15.1 19.99641 10.91375 15 19.88345 9.71552
4 19.9 24.78593 19.85767 19.7 24.57751 11.87111 19.6 24.46552 10.18012
5 24.5 29.37330 23.18837 24.3 29.16563 12.62656 24.2 29.05423 10.47747
6 29 33.86321 26.44830 28.8 33.65605 13.25413 28.7 33.54509 10.67451
7 33.5 38.35583 29.71020 33.3 38.14903 13.80125 33.2 38.03837 10.80656
8 37.9 42.74910 32.89997 37.7 42.54257 14.29198 37.6 42.43216 10.90462
9 42.3 47.14377 36.09076 42.1 46.93744 14.73815 42 46.82723 10.97419
10 46.6 - - 46.4 - - 46.3 - -
0.20 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63108
1 5.6 10.15805 9.19024 5.6 10.15632 7.82236 5.5 10.04430 7.49508
2 10 14.43612 12.55139 10 14.43502 9.32969 9.9 14.32809 8.63962
3 14.2 18.58101 15.80811 14.2 18.58013 10.50743 14.1 18.47535 9.35591
4 18.3 22.64836 19.00391 18.3 22.64759 11.49874 18.2 22.54400 9.85966
5 22.4 26.72789 22.20928 22.4 26.72717 12.32404 22.3 26.62433 10.19701
6 26.4 30.71172 25.33945 26.4 30.71101 13.05765 26.3 30.60872 10.43497
7 30.4 34.69989 28.47304 30.4 34.69919 13.70868 30.3 34.59728 10.60951
8 34.3 38.58921 31.52895 34.3 38.58851 14.31012 34.2 38.48692 10.74358
9 38.2 42.48078 34.58663 38.2 42.48006 14.88063 38.1 42.37871 10.84712
10 42 — — 42 — — 41.9 — —
0.30 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63108
1 5.6 9.82835 8.93024 5.6 9.82822 7.65020 5.5 9.71886 7.33013
2 9.7 13.77290 12.02712 9.7 13.77325 9.05618 9.6 13.66914 8.42208
3 13.6 17.60335 15.03412 13.6 17.60386 10.13267 13.5 17.50194 9.09544
4 17.4 21.36237 17.98505 17.4 21.36294 11.01427 17.3 21.26225 9.54687
5 21.1 25.03368 20.86712 21.1 25.03428 11.79084 21 24.93439 9.86134
6 24.7 28.61136 23.67569 24.7 28.61199 12.50716 24.6 28.51265 10.11472
7 28.3 32.19502 26.48896 28.3 32.19565 13.18662 28.2 32.09672 10.30522
8 31.8 35.68053 29.22517 31.8 35.68115 13.82877 31.7 35.58255 10.46490
9 35.3 39.16907 31.96377 35.3 39.16968 14.45565 35.2 39.07133 10.60091
10 38.7 - - 38.7 — — 38.6 - -
0.40 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63108
1 5.6 9.57060 8.72698 5.6 9.57127 7.51538 5.5 9.46302 7.20045
2 9.4 13.18612 11.57811 9.4 13.18712 8.97648 9.3 13.08403 8.30996
3 13 16.70392 14.35219 13 16.70503 10.17493 12.9 16.60413 9.05127
4 16.5 20.15561 17.07413 16.5 20.15676 11.20212 16.4 20.05709 9.56433
5 19.9 23.52192 19.72874 19.9 23.52309 12.14432 19.8 23.42421 9.94772
6 23.2 26.79583 22.31049 23.2 26.79700 13.03671 23.1 26.69868 10.26372
7 26.5 30.07671 24.89773 26.5 30.07787 13.89713 26.4 29.97996 10.51930
8 29.7 33.25983 27.40788 29.7 33.26099 14.72235 29.6 33.16339 10.73798
9 32.9 36.44648 29.92081 32.9 36.44762 15.53760 32.8 36.35027 10.92540
10 36 — — 36 - - 35.9 — —
0.50 0 0 5.68727 5.68726 0 5.67102 5.67102 0 5.63108 5.63108
1 5.6 9.36082 8.56154 5.6 9.36189 7.40552 5.5 9.25411 7.09456
2 9.2 12.75685 11.23965 9.2 12.75816 8.83338 9.1 12.65537 8.17000
3 12.6 16.06621 13.84940 12.6 16.06757 9.97747 12.5 15.96694 8.87010
4 15.9 19.31301 16.40981 15.9 19.31439 10.94471 15.8 19.21496 9.34659
5 19.1 22.47599 18.90412 19.1 22.47736 11.81680 19 22.37871 9.70783
6 22.2 25.54738 21.32620 22.2 25.54875 12.64575 22.1 25.45064 10.00296
7 25.2 28.52367 23.67330 25.2 28.52504 13.44043 25.1 28.42733 10.25911
8 28.2 31.50549 26.02475 28.2 31.50685 14.22807 28.1 31.40945 10.48397
9 31.1 34.38891 28.29860 31.1 34.39025 14.98949 31 34.29310 10.68440
10 34 - - 34 — — 33.9 - —

Table 6: As in Table 4 for h) = ~[1 — (15/t)*].
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N=.4 v =5

o k| mw ]| a 5 | & | A | n] a e 5 -

0.01 0 0 6.45422 0.31371 0.01001 5.6 0 6.45506 0.31376  0.01000 5.6
1| 5.6 6.46868 0.31444 0.01000 0.40088 8 | 5.6 6.46834 0.31442 0.00998 0.50082 7.7
2 8 6.46138 0.31406 0.00999 0.40001 9.4 7.7 6.46078 0.31403 0.00999 0.49999 8.9
3| 94 6.46037 0.31401 0.01000 0.39996 10.4 | 8.9 6.45911 0.31394 0.00999 0.49994 9.7
4104 6.45786 0.31387 0.01000 0.39977 11.2 | 9.7 6.45884 0.31393 0.00997 0.49983 10.3
5| 11.2 6.45704 0.31385 0.01000 0.39974 11.8 | 10.3 6.45539 0.31376 0.01001 0.49954 10.8
6| 11.8 6.45437 0.31369 0.00997 0.39952 12.3 | 10.8 6.45188 0.31356 0.01001 0.49919 11.2
7| 12.3 6.45317 0.31363 0.00998 0.39942 12.7 | 11.2 6.44981 0.31344 0.00998 0.49897 11.5
8| 127 6.45054 0.31349 0.01001 0.39924 13 | 11.5 6.44593 0.31324 0.01001 0.49863 11.7
9| 13 6.44783 0.31333 0.00999 0.39900 13.3 | 11.7 6.44205 0.31304 0.01002 0.49834 11.9
10 | 13.3  6.44449 0.31315 0.00999 0.39878 119 6.43724 0.31275 0.01002  0.49778

0.05 0 0 6.32064 0.30714 0.04993 5.6 0 6.31260 0.30673 0.05004 5.6
1| 56 645107 0.31349 0.05005 0.39800 8 | 5.6 6.45353 0.31367 0.04998 0.49890 7.7
2 8 6.46005 0.31396 0.04997 0.39916 9.4 7.7 6.46086 0.31412 0.04992 0.50104 8.9
3] 9.4 6.45319 0.31366 0.04996 0.39964 10.4 | 8.9 6.45571 0.31368 0.04995 0.49869 9.7
4 10.4 6.46302 0.31414 0.05001 0.40015 11.2 9.7 6.45071 0.31349 0.04999 0.49895 10.3
5| 112 6.45781 0.31384 0.04997 0.39963 11.8 | 10.3 6.45011 0.31349 0.05001 0.49910 10.8
6 11.8 6.45288 0.31358 0.05002 0.39929 12.3 10.8 6.45391 0.31366 0.05000 0.49926 11.2
7| 12.3 6.45657 0.31382 0.04997 0.39966 12.7 | 11.2 6.44715 0.31331 0.04988 0.49870 11.5
8 12.7 6.45253 0.31357 0.04993 0.39930 13 11.5 6.44520 0.31323 0.04995 0.49866 11.7
9| 13  6.44540 0.31317 0.04993 0.39874 13.3 | 11.7 6.44031 0.31290 0.04996 0.49800 11.9
10 13.3  6.44824 0.31334 0.04989 0.39900 11.9 6.43380 0.31262 0.04994 0.49771

01 0| 0 590180 0.28653 0.09997 59 | 0  5.89744 0.28637 0.10004 5.9
1 5.5 6.40954 0.31135 0.10002 0.39435 8 5.5 6.45652 0.31370 0.09993 0.49573 7.7
2| 7.9 6.46195 0.31419 0.10006 0.40118 9.4 | 7.7 6.42944 0.31238 0.10005 0.49621 8.9
3] 9.4 6.45639 0.31364 0.09993 0.39881 10.4 | 8.9 6.47060 0.31455 0.09994 0.50110 9.7
4] 104 6.46895 0.31447 0.10028 0.40078 11.2 | 9.7 6.45552 0.31379 0.09996 0.49961 10.3
5] 11.2 6.45760 0.31402 0.10000 0.40028 11.8 | 10.3 6.45620 0.31373 0.10002 0.49901 10.8
6| 11.8 6.44905 0.31353 0.09998 0.39980 12.3 | 10.8 6.44840 0.31338 0.09973 0.49900 11.2
7| 12.3 6.45783 0.31384 0.09993 0.39958 12.7 | 11.2 6.44969 0.31336 0.09992 0.49874 11.5
8| 12.7 6.44980 0.31350 0.09993 0.39942 13 | 11.5 6.44755 0.31319 0.09985 0.49825 11.7
9| 13  6.44457 0.31317 0.09994 0.39878 13.3 | 11.7 6.44249 0.31310 0.10000 0.49854 11.9
10 13.3 6.44854 0.31336 0.09966 0.39885 11.9 6.43714 0.31282 0.09962 0.49811

Table 8: (continued) Estimates of the parameters, and real and estimated first-passage-times

through S = 6 - 108 for hy(t) = y(k —1/t) (k=1,...,10) and o = 6.46, 8 = 0.314.
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N=.4 v =5

o k| mw ]| a 5 | & | A | n] a e 5 -

0.01 0 0 6.45190 0.31360 0.00998 5.6 0 6.45342 0.31368 0.00999 5.6
1| 56 6.45608 0.31380 0.00999 0.39954 7.7 | 5.6 6.45673 0.31384 0.01001 0.49955 7.4
2 7.7 6.45749 0.31388 0.01000 0.39974 9 7.4 6.45582 0.31379 0.00999 0.49961 8.5
3| 9.0 6.45701 0.31386 0.01000 0.39985 10 | 8.5 6.45706 0.31385 0.01000 0.49967 9.3
4100 6.45671 0.31383 0.00998 0.39974 10.7 | 9.3 6.45530 0.31377 0.00999 0.49958 9.9
5] 10.7 6.45458 0.31372 0.00999 0.39957 11.3 | 9.9  6.45289 0.31363 0.00997 0.49933 10.4
6| 11.3 6.45349 0.31366 0.01000 0.39950 11.8 | 10.4 6.45045 0.31350 0.00999 0.49910 10.8
7| 11.8 6.45099 0.31353 0.00998 0.39932 12.2 | 10.8 6.44689 0.31330 0.00999 0.49875 11.1
8| 12.2 6.44892 0.31341 0.00998 0.39915 125 | 11.1 6.44362 0.31313 0.01000 0.49847 11.3
9| 12.5 6.44633 0.31327 0.00998 0.39896 12.8 | 11.3 6.44013 0.31294 0.01001 0.49814 11.5
10 | 12.8 6.44323 0.31311 0.00999 0.39876 115 6.43663 0.31274 0.01002  0.49782

0.05 0 0 6.30572 0.30643 0.04993 5.7 0 6.32391 0.30732 0.04999 5.7
1| 5.6 6.45150 0.31358 0.04999 0.39938 7.8 | 5.6 6.45686 0.31386 0.04994 0.49958 7.5
2 7.7 6.46424 0.31425 0.04998 0.40048 9.1 7.4 6.44215 0.31308 0.04999 0.49827 8.6
3| 9.0 6.45509 0.31375 0.05004 0.39968 10.1 | 8.5 6.45753 0.31385 0.04998 0.49946 9.4
4 10.0 6.46080 0.31404 0.05001 0.39990 10.8 9.3 6.45449 0.31369 0.04996 0.49934 10
5| 107 6.45748 0.31388 0.05001 0.39984 11.4 | 9.9 6.45535 0.31376 0.05002 0.49956 10.5
6 11.3  6.45393 0.31373 0.04996 0.39979 11.9 10.4 6.44923 0.31349 0.04998 0.49930 10.9
7| 11.8 6.45254 0.31363 0.04994 0.39950 12.3 | 10.8 6.44453 0.31311 0.05000 0.49823 11.2
8 12.2  6.44823 0.31337 0.04992 0.39901 12.6 11.1 6.44611 0.31324 0.04992 0.49861 11.4
9| 12,5 6.44276 0.31307 0.04995 0.39866 12.9 | 11.3 6.43666 0.31277 0.04991 0.49789 11.6
10 12.8 6.44256 0.31306 0.04993 0.39866 11.5 6.43472 0.31264 0.04988 0.49767

01 0| 0 593139 0.28804 0.10006 59 | 0 591030 0.28699 0.09994 5.9
1 5.5 6.43175 0.31256  0.10005 0.39713 8 5.5 6.44549 0.31329 0.10004 0.49756 7.7
2| 7.6 6.43369 0.31263 0.09988 0.39780 9.3 | 7.3  6.45416 0.31370 0.09995 0.49946 8.8
3] 89 6.46111 0.31407 0.09996 0.39984 10.3 | 8.4 6.43016 0.31248 0.09996 0.49747 9.6
4] 9.9 6.45753 0.31387 0.10006 0.39992 11 | 9.2 6.44227 0.31310 0.09989 0.49868 10.2
5] 10.6 6.45266 0.31362 0.09988 0.39948 11.6 | 9.8 6.45350 0.31371 0.09991 0.49981 10.7
6| 11.2 6.45409 0.31381 0.10003 0.40013 12.1 | 10.3 6.44710 0.31324 0.09986 0.49833 11.1
7| 117 6.44758 0.31336  0.09997 0.39918 12.5 | 10.7 6.44353 0.31312 0.09986 0.49834 11.4
8| 12.1 6.45037 0.31346 0.09987 0.39922 12.8 | 11.0 6.44123 0.31288 0.09995 0.49776 11.6
9| 124 6.44185 0.31298 0.09993 0.39845 13.1 | 11.2 6.44620 0.31314 0.09999 0.49819 11.8
10 12.7 6.44684 0.31324 0.09986 0.39874 11.4 6.43645 0.31267 0.09974  0.49757

Table 10: (continued) Estimates of the parameters, and real and estimated first-passage-times

through S = 6 - 108 for hy(t) = v(k+1/t) (k=1,...,10) and o = 6.46, 8 = 0.314.
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Conclusions

We propose a cancer growth model based on a time non homogeneous Gom-
pertz diffusion process with jumps to study the effect of an intermittent therapy.
We assume that each therapeutic application reduces the cancer size at a fixed
level and produces an increase in the growth rate of the cancer cells. The
rate increase is expressed via a time dependent function, hy(t), increasing with
the number of applications k. The obtained stochastic process X (¢) is time non
homogeneous being a combination of different non-homogeneous Gompertz pro-
cesses, Xi(t), that describe the phenomenon in each inter-jump interval. After
the study of the main characteristics of X (¢), we focus on the estimation of the
model.

Specifically we distinguish two situations: if the instants (71, 72,...7n) of
therapeutical applications are known before that the experimentation or they
are unknown priorly. In this second case we determine a strategy based on the
FPT mean though a control threshold to chose 7;. If the instants are priorly
fixed, the informations of all involved processes are used to jointly estimate
@, 8,02 and the functions hy(t); whereas when the instants are not established
in advanced, we use the previous procedure, but it is iteratively applied after the
determination of each therapeutic instant so that we can update the estimations
at each step. Moreover, in both cases we consider two different situations: if
hi(t) is known except for a parameter v > 0 to be estimation and if hx(t) is
completely unknown. This last case is specially interesting because of it mainly
represents real situations, together with the case of unknown time instants of
therapeutic application.

Extensively simulation studies, performed by using algorithms implemented
with R, allow to conclude that the procedures provide good estimation of the

true values and, as it is expected, the error increases as ¢ increases.

33



Acknowledgments

This work was supported in part by the Ministerio de Economia y Com-

petitividad, Spain, under Grants MTM2011-28962 and MTM2014-58061-P and
partially by INDAM-GNCS.

References

[1]

[5]

C. F. Lo, Stochastic gompertz model of tumor «cell growth,
Journal ~ of  theoretical ~Biology 248 (2) (2007) < 317-321.
doi:10.1016/j.jtbi.2007.04.024.

C. F. Lo, A modified stochastic gompertz model for tumor cell growth,
Computational and Mathematical Methods in Medicine 11 (1) (2010) 3-
11. doi:10.1080/17486700802545543.

F. Kozusko, M. Bourdeau, A unified model of sigmoid tumour growth based
on cell proliferation and quiescence, Cell Proliferation 40 (6) (2007) 824—
834. doi:10.1111/3j.1365-2184.2007.00474.x.

G. Albano, V. Giorno, Towards a stochastic two-compartment model in

tumor growth, Scientiae Mathematicae Japonicae 67 (2) (2008) 305-318.

G. Albano, V. Giorno, P. Romén-Romédn, F. Torres-Ruiz, Infer-
ence on a stochastic two-compartment model in tumor growth, Com-
putational Statistics & Data Analysis 56 (6) (2012) 1723-1736.
d0i:10.1016/j.csda.2011.10.016.

G. Albano, V. Giorno, P. Romén-Romédn, F. Torres-Ruiz, Infer-
ring the effect of therapy on tumors showing stochastic Gom-
pertzian growth, Journal of Theoretical Biology 276 (1) (2011) 67-77.
do0i:10.1016/j.jtbi.2011.01.040.

G. Albano, V. Giorno, P. Romdn-Romén, S. Roman-Romén, F. Torres-

Ruiz, Estimating and determining the effect of a therapy on tumor dy-

34



8]

[10]

namics by a modified gompertz diffusion process, Journal of Theoretical

Biology 364 (7) (2015) 206-219. doi:10.1016/j.jtbi.2014.09.014.

L. Ferrante, S. Bompadre, L. Possati, L. Leone, Parameter estimation in a
gompertzian stochastic model for tumor growth, Biometrics 56 (4) (2000)

1076-1081. doi:10.1111/3.0006-341X.2000.01076.x.

Y. Hirata, N. Bruchovsky, K. Aihara, Development of a mathe-
matical model that predicts the outcome of hormone therapy for
prostate cancer, Journal of Theoretical Biology 264 (2) (2010) 517-527.
doi:10.1016/j.jtbi.2010.02.027.

G. Tanaka, Y. Hirata, S. Goldenberg, N. Bruchovsky, K. Aihara, Mathe-
matical modelling of prostate cancer growth and its application to hormone
therapy, Philosophical Transactions of the Royal Cociety A 368 (2010)
5029-5044. doi:D0I:10.1098/rsta.2010.0221.

V. Giorno, S. Spina, A stochastic gompertz model with jumps
for an intermittent treatment in cancer growth, R. Moreno-Diaz et
al. (Eds.): EUROCAST 2013, Part I, LNCS 8111 (2013) 61-68.
doi:10.1007/978-3-642-53856-8.

S. Spina, V. Giorno, P. Romén-Roman, F. Torres-Ruiz, A stochastic model
of cancer growth subject to an intermittent treatment with combined ef-
fects: reduction in tumor size and rise in growth rate, Bulletin of Mathemat-

ical Biology 76 (11) (2014) 2711-2736. doi:10.1007/s11538-014-0026-8.

M. Abundo, On the risk of extinction for a population subject to a random
markov evolution with jumps, Open Systems & Information Dynamics 11

(2004) 105-121. doi:10.1023/B:0PSY.0000034190.48550.25.

M. Abundo, Investigating the distribution of the first-crossing area of a
diffusion process with jumps over a threshold, The Open Applied Mathe-
matics Journal 7 (1) (2013) 18-28. doi:10.2174/1874114201307010018.

35



[15]

[18]

[21]

M. Abundo, Solving an inverse first-passage-time problem for wiener pro-
cess subject to random jumps from a boundary, Stochastic Analysis and Ap-

plications 31 (4) (2013) 695-707. doi:10.1080/07362994.2013.800358.

D.A. Cameron, Mathematical modelling of the response of breast cancer
to drug therapy, Journal of Theoretical Medicine 1 (2) (1997) 137-151.
doi:10.1080/10273669708833014.

V. Haustein, U. Schumacher, A dynamic model for tumor growth and
metastasis formation, Journal of Clinical Bioinformatics 2 (2012) 1-11.

doi:10.1186/2043-9113-2-11.

T. Migita, T. Narita, K. Nomura, E. Miyagi, F. Inazuka, M. Matsuura,
M. Ushijima, T. Mashima, H. Seimiya, Y. Satoh, S. Okumura, K. Naka-
gawa, Y. Ishikawa, Atp citrate lyase: Activation and therapeutic implica-
tions in non-small cell lung cancer, Cancer Research 68 (20) (2008) 8547—
8554. doi:10.1158/0008-5472.CAN-08-1235

L. Norton, A gompertzian model of human breast cancer growth, Cancer

Research 48 (24(1)) (1988) 7067-7071.

A. Parfitt, D. Fyhrie, Gompertzian growth curves in parathyroid tumors:
further evidence for the set-point hypothesis, Cell Proliferation 30 (1997)
341-349.

V. Giorno, S. Spina, A cancer dynamics model for an intermittent treat-
ment involving reduction of tumor size and rise of growth rate, R. Moreno-
Diaz et al. (Eds.): EUROCAST 2015, Part I, LNCS 9520 (2015) 174-182.
doi:10.1007/978-3-319-27340-2.

P. Roman-Roman, J. Serrano-Pérez, F. Torres-Ruiz, More general problems
on first-passage times for diffusion processes: A new version of the fptdap-
prox r package, Applied Mathematics and Computation 244 (1) (2014)
432-446. doi:10.1016/j.amc.2014.06.111.

36



[23] P. Roman-Roméan, J. Serrano-Pérez, F. Torres-Ruiz, fptdapprox: Approx-
imation of first-passage-time densities for diffusion processes, r package

version 2.1, http://cran.r-project.org/package=fptdApprox.

37



=4 v =5
o k Tk ‘ a E T ‘ T Tk ‘ a E o T
0.01 0 0 6.45605 0.31381 0.01000 5.6 0 6.45399 0.31371 0.00998 5.6
1| 5.6 6.45466 0.31373 0.00994 9.4 5.6  6.45509 0.31374 0.01001 9.1
2 9.4 6.45236 0.31360 0.01003 12.9 9.2 6.45563 0.31376 0.00995 12.5
3 13 6.44846 0.31340 0.01001 16.4 | 12.6 6.45722 0.31386 0.00995 15.8
4] 16.5 6.46293 0.31413 0.01006 19.8 | 15.9 6.44617 0.31328 0.01005 19
51 19.9 6.44642 0.31332 0.01002 23.2 | 19.1 6.46050 0.31403 0.00997 22.2
6 | 23.2 6.46988 0.31450 0.01004 26.4 | 22.2 6.46532 0.31426 0.01002 25.1
71 26.5 6.45160 0.31357 0.01000 29.7 | 25.2 6.46620 0.31431 0.01006 28.1
8 | 29.7 6.43981 0.31297 0.00999 32.8 | 28.2 6.46572 0.31429 0.01003 31
9| 329 6.44764 0.31336 0.01003 35.9 | 31.1 6.45404 0.31369 0.01000 34
10 36 6.47173  0.31461  0.00996 34  6.46580 0.31431 0.01003
0.05 0 0 6.23802 0.30316 0.05008 5.7 0 6.20531 0.30153 0.04992 5.8
1| 5.6 6.36359 0.30910 0.04984 9.4 5.6  6.40388 0.31114 0.05007 9.1
2 9.4 6.35466 0.30866 0.04984 12.9 9.2 6.39066 0.31050 0.05010 12.5
3 13 6.44860 0.31342 0.04985 16.4 | 12.6 6.36026 0.30837 0.05013 15.8
4 | 16.5 6.33804 0.30771 0.04994 19.8 | 15.9 6.38265 0.31001 0.05010 19
51 19.9 6.40750 0.31134 0.04998 23.2 | 19.1 6.41111 0.31150 0.05008 22.1
6 | 23.2 6.29281 0.30547 0.05000 26.4 | 22.2 6.34697 0.30821 0.05026 25.2
71 26.5 6.35181 0.30847 0.04988 29.6 | 25.2 6.34053 0.30788 0.05045 28.1
8 | 29.7 6.40700 0.31139 0.05014 32.8 | 28.2 6.37038 0.30936 0.05018 31
9| 32.9 6.38814 0.31035 0.04999 35.9 | 31.1 6.42165 0.31205 0.04967 33.9
10 36 6.37991 0.30995 0.04997 34 6.31765 0.30669 0.05008
0.1 0 0 5.64001 0.27387 0.09972 6.2 0 5.65392  0.27456 0.09986 6.2
1 5.5 6.03754  0.29248 0.09956 9.3 5.5 6.19615 0.30043 0.10003 9
2| 9.3 6.15078 0.29808 0.09933 12.8 | 9.1 6.06846 0.29394 0.10012 12.4
3] 129 6.01161 0.29100 0.09948 16.3 | 12.5 6.09925 0.29552 0.09997 15.7
4| 16.4 6.08699 0.29472 0.09961 19.7 | 15.8 6.14507 0.29792 0.09990 18.9
51 19.8 6.07383 0.29424 0.09962 23.1 19 6.02979  0.29201  0.10006 22
6 | 23.1 6.02149 0.29140 0.10007 26.3 | 22.1 6.17674 0.29950 0.10000 25.1
71264 6.02436 0.29169 0.09962 29.6 | 25.1 6.05982 0.29355 0.10019 28
8| 29.6 6.08830 0.29484 0.10061 32.7 | 28.1 6.05554 0.29324 0.09958 31
9 | 32.8 6.07034 0.29427 0.10001 35.9 31 6.06891 0.29388 0.10062 33.8
10 | 35.9 6.03297 0.29207 0.09958 33.9 5.97297 0.28906 0.09987

Table 12: (continued) Estimates of the parameters, and real and estimated first-passage-times

through S = 6 - 108 for hy(t) = y[1 — (7 /t)¥] (k =1,...,10) and a = 6.46, 8 = 0.314.
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Highlights (for review)

A non-homogeneous Gompertz process with jumps is built as model of tumor
dynamics

In real applications the instants of therapeutical application can be known or not

The estimation of the model is developed in both cases.

A strategy for obtaining optimal instants of therapeutical application is developed
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