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ABSTRACT This paper develops mathematical models for molecule harvesting transmitters in diffusive
molecular communication (MC) systems. In particular, we consider a communication link consisting of
a spherical transmitter nano-machine and a spherical receiver nano-machine suspended in a fluid envi-
ronment. The transmitter and the receiver exchange information via signaling molecules. The transmitter
is equipped with molecule harvesting units on its surface. Signaling molecules which come into contact
with the harvesting units may be re-captured by the transmitter. For this system, we derive closed-form
expressions for the channel impulse response and harvesting impulse response. Furthermore, we extend the
harvesting transmitter model to the case of continuous signaling molecule release. In particular, we derive
closed-form expressions for the average received signal at the receiver and the average harvested signal
at the transmitter for different temporal release rates namely, constant, linearly increasing, and linearly
decreasing release rates. Finally, we validate the accuracy of the derived mathematical expressions via
particle-based simulations.

INDEX TERMS Transmitter modeling, molecule harvesting, energy harvesting transmitter, diffusive

molecular communication.

I. INTRODUCTION
OLECULAR communication (MC) enables syn-
thetic communication at nano-scale. In MC systems,
molecules are exploited as carriers of information for the
exchange of messages between transmitter and receiver
nano-machines [1]-[3]. Examples of MC systems are abun-
dant in nature. This includes, among many others, the
communication between cells via signaling molecules and
quorum sensing of bacteria via autoinducers. MC systems
may find application in health monitoring, nano-medicine,
environmental and industrial monitoring, see, e.g., [1], [2].
Communication systems can be designed and optimized
with respect to several key performance indicators (KPIs)
such as reliability, energy efficiency, latency, etc. However,
independent of the KPI adopted, the mathematical modeling
of the components of the communication system, i.e., the
transmitter, the channel, and the receiver plays a crucial role
for design and optimization [4]. Without meaningful compo-
nent models, design and optimization are very cumbersome

and heuristic approaches must be adopted. Hence, developing
mathematical component models is an important first step
for system design. In diffusive MC systems, the transmit-
ter nano-machine releases signaling molecules into a fluid
environment, where the released molecules are transported
via passive diffusion, without consuming extra energy. The
transport of the signaling molecules can also be affected by
external factors such as flow and chemical reaction networks.
In particular, the impact of flow on the performance can be
constructive or destructive depending on the direction, mag-
nitude, and randomness of the flow. Furthermore, signaling
molecules entering the channel can be consumed by chem-
ical reaction networks and degraded, such that they do not
reach the receiver nano-machine. Signaling molecules that do
reach the receiver nano-machine can potentially be observed
and exploited for decoding the conveyed message [4].

The transmitter nano-machine can mitigate to some extent
the disruptive effects of the impairments introduced by the
channel. For instance, one approach to mitigate the impact of
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degradation reactions and/or flow in an undesired direction
is for the transmitter nano-machine to control the release
of the signaling molecules by increasing the number of
released molecules and prolonging the release duration. On
the other hand, the production of signaling molecules is an
energy consuming process in general. For instance, in nature,
cells produce signaling molecules by consuming adenosine
triphosphate (ATP), see [5]. As a result, although releasing
more signaling molecules seems promising, this comes at the
expense of a higher energy consumption. In nature, there are
also other mechanisms for increasing the number of avail-
able signaling molecules. One relevant approach employed
by neurons is via harvesting previously released signaling
molecules. In particular, neurons are equipped with re-uptake
units, e.g., dopamine transporters, responsible for harvesting
of signaling (dopamine) molecules, see [6]. Thus, developing
meaningful models for transmitters that can harvest signal-
ing molecules is of particular importance for the design of
synthetic MC systems and is the focus of this paper.
Transmitter modeling at nano-scale involves several differ-
ent aspects. Aspect 1) concerns the temporal release pattern
of the signaling molecules, e.g., 1-a) instantaneous or 1-b)
continuous release. Aspect 2) concerns the physical and
chemical properties of the transmitter; including 2-a) the
chemical reaction networks responsible for the production
of signaling molecules, 2-b) the mechanisms responsible for
the internal transportation of the produced molecules to the
transmitter surface, and 2-c) the mechanisms controlling the
release of the signaling molecules into the channel. In the
MC literature, the majority of works adopt a point trans-
mitter model with instantaneous release, see, e.g., [7]-[11].
In [12], the impact of 2-a) for a point transmitter with
limited signaling molecule storage capacity and adaptive
continuous release is considered. In [13], a point trans-
mitter model taking 1-b) into account is proposed, where
exponential and rectangular temporal release patterns are
investigated. In [14], a volume transmitter model is con-
sidered, where molecules are initially uniformly distributed
inside the volume of the transmitter and instantaneously
released. Furthermore, it is assumed that the surface of the
transmitter is transparent and does not impede the diffusion
of signaling molecules. The authors of [14] and [15] fur-
ther relax the assumption of a transparent transmitter surface
and numerically investigate volume transmitter models with
fully reflective surfaces. In [16], ion-channel-based trans-
mitter models are developed with the main focus on aspect
2-c). Ion-channel-based transmitters are equipped with ion-
channel gates embedded in the transmitter membrane for
controlling the release of signaling molecules. The opening
and closing of the gates are controlled by a so-called gating
parameter such as a voltage or a ligand. The model proposed
in [16] does not consider the impact of 2-a) and assumes
passive diffusion for the transportation of the particles inside
the transmitter. In [17]-[19], transmitter models taking into
account jointly aspects 2-a) and 2-b) are developed. There,
mesoscopic models are employed and the corresponding

reaction-diffusion equation is numerically solved to capture
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the joint impact of 2-a) and 2-b). In the most recent work,
the authors of [20] proposed membrane fusions-based (FB)
transmitter models with the main focus on aspects 2-b)
and 2-c). In particular, in [20], it is assumed that signaling
molecules are encapsulated in vesicles, where the transporta-
tion of the vesicles inside the transmitter is modeled via
passive diffusion. The molecules are released by fusion of
the vesicles with the transmitter membrane, which is mod-
eled via a chemical reaction. We note that none of the works
mentioned above, i.e., [14]-[20], takes signaling molecule
harvesting into account. High-level discussions of molecule
harvesting mechanisms in the context of MC systems are
presented in [21]. In [22], the concept of molecule harvest-
ing is employed at the relay node of a two-hop relay network,
where a deterministic chemical reaction model is used for
describing the molecule harvesting mechanism. In [23], the
problem of molecule harvesting in the context of neurons is
investigated. The harvesting process (referred to as re-uptake
in [23]) is modeled via Stochastic chemical reactions. There,
the joint effects of diffusion, degradation in the channel, and
spill over are taken into account. In [23], the geometry of the
transmitter and receiver are modeled as finite plains moti-
vated by the geometry of neurons, and the instantaneous
release of signaling molecules is assumed.

To the best of the authors’ knowledge, this paper is the first
work that accounts for the joint effects of 1-b) continuous
release, degradation in the channel, and the 2-c) controlled
release together with the harvesting of signaling molecules at
the transmitter. Furthermore, we illustrate some of the bene-
fits of molecule harvesting (MH) transmitters, which include
1) inter-symbol-interference (ISI) reduction, 2) the possibil-
ity of performing transmitter-side channel state information
(CSI) acquisition, and 3) molecule harvesting (recycling) for
future transmissions. In particular, we make the following
contributions.

o We derive mathematical closed-form expressions for the
channel impulse response and the harvesting impulse
response. The channel impulse response (harvesting
impulse response) represents the probability of observ-
ing (harvesting) a single molecule after its release
from the surface of the transmitter at the receiver
(transmitter), while taking degradation in the chan-
nel and absorption on the transmitter surface into
account.

« We conduct a dimensional analysis and present the par-
tial differential equations describing the channel and
harvesting impulse responses in dimensionless form.
The dimensional analysis generalizes our system model
and reduces the number of variables that appear in the
relevant expressions.

o Equipped with the expressions for the channel and
harvesting impulse responses, we derive closed-form
expressions for the average received signal at the
receiver and the average harvested signal at the trans-
mitter, respectively, for continuous release of signaling
molecules by the transmitter nano-machine while taking

aspect 2-c) into account. Here, three different temporal
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release rates namely, constant, linearly increasing, and
linearly decreasing release rates are studied.

o We assess the accuracy of the derived mathematical
expressions with particle-based simulations and provide
insight for system design.

The rest of this paper is organized as follows. In Section II,
we introduce the system model. In Section III, we derive
closed-form analytical expressions for the channel and
harvesting impulse responses and perform a dimensional
analysis. Then, in Section IV, we exploit the channel and
harvesting impulse responses to derive analytical expressions
for the expected received signal and the expected harvested
signal, respectively. In Section V, we present simulation and
analytical results, and, finally, the conclusions of the paper
are drawn in Section VL.

Il. SYSTEM MODEL

In this section, we describe the system model considered
in this paper. An unbounded three-dimensional fluid envi-
ronment with constant temperature and constant viscosity is
considered. The receiver is modeled as a passive sphere!
with radius a,x. We assume that the center of the receiver
is located at Fix = (Xx, Yix,Zx) in a three dimensional
Cartesian coordinate system. The transmitter is modeled
as a hard sphere (i.e., reactive with signaling molecules)
with radius aix and the center located in the origin of the
coordinate system, i.e., Fix = (X, Vx> 2x) = (0,0, 0). The
transmitter uses a specific type of molecule, denoted by type
A and referred to as information or signaling molecule, for
communication with the receiver. The surface of the trans-
mitter is covered by components that control the release of
the signaling molecules and are referred to as release units.
Furthermore, we assume that each release unit has two states,
namely, an open state and a closed state. When the release
units are open, signaling molecules are released from the
surface of the transmitter with a rate of w(¢) [molecule/s].
On the other hand, when the release units are closed, no
signaling molecule is released from the surface of the trans-
mitter, see Fig. 1. Ion-channels embedded in the membrane
of cells are one example of release units in nature, where the
opening and closing is mediated by a gate parameter, e.g.,
a voltage or ions [5]. In this work, we model the external
stimulus (e.g., gate parameter in ion-channels) controlling the
opening and the closing of the release units only implicitly.
In other words, we assume that there is a one-to-one map-
ping between the presence (absence) of the stimulus and the
opening (closing) of the release unit. We refer the interested
reader to [16] for a detailed discussion of ion-channel trans-
mitter models. Moreover, we assume that the release units,

1. In this work, in order to keep the analysis mathematically tractable,
we assume a transparent receiver model. However, we note that transparent
receiver models are good candidates for modeling passive measurement
devices, such as pH sensors, see, e.g., [24]. Furthermore, the extension of
the results reported in this work to other receiver models, such as absorb-
ing receivers and reactive receivers, is an interesting direction for future
research.
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FIGURE 1. Schematic diagram of the considered system. Transmitter and receiver
are shown as a gray sphere in the center of the coordinate system and a yellow
sphere, respectively. The surface of the transmitter is partially covered with
harvesting unit molecules of type B, shown in orange color, where each harvesting
unit is modeled as a circular patch with radius a,},g. One sample trajectory of an A
molecule that is harvested (or absorbed) by a B molecule is depicted by a dashed
arrow. The release units on the surface of the transmitter are shown in green color,
and can assume two different states, i.e., the open state and the closed state. Two
sample trajectories of an A information molecule (denoted by a black dot) that result
in a degraded molecule (circle with a “—” inside) and a displacement via diffusion are
illustrated by solid arrows.

Ui,i € {l,2,..., Unax}, are uniformly distributed across the
surface of the transmitter. In the remainder of this paper, we
denote the symbol duration by Tsym [s]. We further assume
that Ty is split into two parts namely, Ton and Tofr. During
Ton an external stimulus is applied (Ton < Tsym [s]), such
that A molecules are discharged from the release units with
rate u(f) [molecule/s], while all release units are closed for
a duration of Toff = Tsym — Ton [s], see Fig. 2.

In addition to the release units, we assume that the
transmitter is equipped with a component that is able to
harvest signaling molecules. We refer to this component as
harvesting unit.> One example of harvesting units in nature
are neurotransmitter transporters embedded in the membrane
of pre-synaptic neurons and responsible for re-uptake of
previously released neurotransmitters such as dopamine and
serotonin. Another example for such a mechanism is receptor
internalization in autocrine signaling, see [26] and refer-
ences therein. In nature, autocrine signaling is the process
of binding the signaling molecule of a cell to the cell’s own
receptors [5]. Autocrine signaling regulates many physiologi-
cal cell processes, for instance, it helps cells to reinforce their
correct identities during their growth and division. Moreover,
it also plays an important role during the homeostatic process

2. Molecule harvesting units can be realized and integrated into practical
MC transmitters, see, e.g., [25]. Examples of biological building blocks
that can potentially realize the functionalities of a molecule harvesting unit
include: a) light-driven inward proton pumps, capable of transporting pro-
tons (signaling molecules) from the surrounding medium into the interior
of the transmitter, b) adenosine triphosphate (ATP)-driven and light-driven
active calcium ion transporters, capable of harvesting calcium ions (signaling
molecules), ¢) dopamine transporters capable of harvesting dopamine neu-
rotransmitters in the synaptic cleft. In fact, the integration of such molecule
harvesting units in future practical MC transmitters and their experimental
demonstration are interesting research directions.
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FIGURE 2. A sample received signal in terms of the number of molecules observed
at the receiver. During the Ton period, A molecules are released from the surface of
the transmitter with rate p(t), and some of them may reach the receiver. During the

Toff Period, no molecules are released, i.e., u(f) = 0. Tsym = Ton + Togs-

which characterizes the macrophages of the immune system.
Receptor internalization is a step in which the ligand-receptor
complex is transported inside the cell leading to the dis-
sociation of the binding ligand, see [26] for a detailed
discussion of autocrine signaling and receptor internaliza-
tion modeling. For the sake of the mathematical tractability
of our analysis, here, we model the interaction of the sig-
naling molecules with the harvesting units as a second-order
irreversible bi-molecular reaction given as follows

A+BES A4 E, (1)

where B represents the harvesting unit molecule, E denotes
any potential product molecule other than the signaling
molecule, and kgp is the harvesting or absorbing microscopic
reaction rate constant in [molecule_lm3s_1]. Eq. (1) is also
used in [23] for modeling the re-uptake process in neurons
and in [26] for modeling receptor internalization. In this
work, we model the harvesting unit molecules as circular
patches with radius aapg, and assume that they are uniformly
distributed across the surface of the transmitter.

Information molecules discharged from the release units
perform a random walk in the environment in all direc-
tions and some of them may reach the receiver. Thereby,
we assume that the diffusion processes of different signaling
molecules are mutually independent. We denote the diffusion
coefficient of information molecule A by D4. Furthermore,
we assume that A molecules performing the random walk
can be uniformly degraded in the entire environment (or
channel) via a reaction mechanism of the form

Al )
where kq is the degradation reaction constant in [s~!] and
¢ is a species of molecules which is not recognized by
the receiver. Eq. (2) models a first-order reaction but can
also be used to approximate higher order reactions, see,
e.g., [27]-[29].

lll. CHANNEL AND HARVESTING IMPULSE RESPONSES
In this section, we first formulate the problem that needs
to be solved for derivation of the channel and harvesting
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impulse responses. Subsequently, we perform a dimensional
analysis and convert the formulated problem into its dimen-
sionless form. Finally, we obtain the Green’s function of the
system as a key building block for calculation of the channel
and harvested impulse responses.

A. DEFINITIONS
Here, we formally define the channel impulse response and
the harvesting impulse response as follows.

Definition 1 (Channel Impulse Response): We define the
channel impulse response as the probability of observing a
given A molecule inside the volume of a transparent receiver
between time ¢ and 7 + df. Here, we assume that the given
A molecule was discharged at time #y from a release unit,
uniformly distributed on the surface of a spherical transmitter
and located at a distance |7g| = ro = ai from the center
of the transmitter. Moreover, the released A molecule may
undergo either one of the two reactions specified in (1)
and (2) during time ¢. We denote this probability as P4 (¢|rg).

Definition 2 (Harvested Impulse Response): The harvested
impulse response is defined as the probability of harvesting
a given A molecule at the transmitter up until time ¢. Here,
we assume that the given A molecule was discharged at
time f9 from a release unit uniformly distributed on the
surface of a spherical transmitter and located at a distance
[Fo| = 9 = awx from the center of the transmitter. Moreover,
the released A molecule may undergo either one of the two
reactions specified in (1) and (2) during time . We denote
this probability as PY(¢]r).

B. PROBLEM FORMULATION

Let us assume, for the moment, that the entire surface of
the transmitter is covered with infinitely many harvesting
molecules B. In other words, for the moment, we neglect
the physical dimension of the harvesting molecules B. This
assumption facilitates the derivation of closed-form expres-
sions for Pa(f|rp) and PEa”(tlro). Later, at the end of this
section, we relax this idealistic assumption to account for
the non-zero dimension and finite number of B molecules.
To this end, we will use the technique of ‘“boundary
homogenization”, see [30] and references therein.

In the following, we first define another probability term,
which will be exploited for calculation of both Py (t|rg)
and P/I;Iar"(tlro). In particular, the probability that a given A
molecule released uniformly at a distance rg from the center
of the transmitter at time fy = O is at location [F, 7 + d7)
at time [f,¢ + df), given that this molecule may undergo
either one of the two reactions introduced in (1) and (2)
by the time [t, ¢ + df), is denoted by P4 (7, t|ry). Now, let
us assume that P, (7, t|rg) is known. Then, we can evaluate
the incoming probability flux,’ —J (7, t|ro), at the surface of

3. We note that the probability flux refers to the flux of the position prob-
ability of a single A molecule, whereas the conventional diffusive molecule
flux (used in Fick’s first law of diffusion) refers to the flux of the average
number of A molecules. For further details on probability flux, we refer
the interested reader to [31, Ch. 3].
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the transmitter by applying Einstein’s theory of diffusion as
follows [31, eq. (3.34)]

— J(F, 1]ro)| = DaVPAG, 110 |1y - 3)

where V is the gradient operator in spherical coordinates
and Qi is the surface of the transmitter. Now, given
—J(#, t|ro), —J (7, t|ro)dQuxdt is the probability that a given
A molecule reacts with the infinitesimally small surface ele-
ment dQ2i of the transmitter during infinitesimally small
time dz. Integrating this function over time and the surface
of the transmitter yields a relation between PEarV (tlrp) and
PA(7, t|ro) as follows [31, eq. (3.35)]

7€Quix

t
P () = — / # JG tlro)dQudr. (4
0 Qtx

Moreover, still assuming Py (7, t|rg) is known, integrating
P4 (7, t|rp) over time and the volume of the receiver yields
a relation between P4 (t|rg) and P4 (7, t|rg) as follows

Pa(tlro) = # Pa(F, tlro)dr, ®)
vrx

where v describes all points in space that are inside the
volume of the receiver. Thus, for evaluation of both Py (z|rg)
and Pf‘lar" (t|rp), we first need to determine P4 (7, t|ro).

Clearly, the evaluation of (3) requires knowledge of
J(7, t|rp) only on the surface of the transmitter, i.e., on Q.
However, since we assume that both type B molecules and
the release units are uniformly distributed on the surface of
the transmitter, J(7, t|rg) and P4 (7, t|rg) are only functions
of the magnitude of 7, denoted by r, and not of 7 itself. In
other words, due to symmetry, J(7, t|rg) in (4) is independent
of azimuth angle 6 and polar angle ¢ and only depends on
r. In the remainder of this paper, we substitute 7 with its
magnitude r in (3), (4), and (5) without loss of generality.
As a result, (3) and (4) can be combined as

dPA(r, Tlro)

" dr. (6)

t
P (tlro) = / 4mag Da
0 r=dx
In the following, we formulate the problem of finding
Py(r, tlrg) for the system model specified in Section II and
for the case where the entire surface of the transmitter is
covered by infinitely many zero-dimensional harvesting unit
B molecules. To this end, we start with the general form of
the reaction-diffusion equation for the degradation reaction

in (2), which can be written as follows [32]
dP4(r, t|rg)

ot
where V2 is the Laplace operator in spherical coordinates.
Due to the uniform distribution of the release units, the

release of a given A molecule at distance rp at time 7o = 0
can be modeled by the following initial condition

= DaAV2P4(r, tIrg) — kaPa(r, tlrg),  (7)

1
Pa(r,t = Olrg) = ——38(r — ro), (3
dmry

where constant 1/ (47[1’3) is a normalization factor and §(-)
is the Dirac delta function. The boundary conditions of
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the system model for the assumed unbounded environment
and the reaction mechanism in (1) on the surface of the
transmitter can be written as follows [33, eqs. (3), (4)]

lim Pa(r, tlrg) = 0, )
r—00
and
OPA(r, trg)
ara2 Dy AL PaGr = an. o). (10)

or

r=awx

The solution of reaction-diffusion equation (7) with initial
and boundary conditions (8)-(10) is the Green’s function* of
our system model.

To summarize, obtaining P4 (t|rp) and PE"‘” (t|ro) requires
knowledge of P4 (r, t|rg) which is the Green’s function based
on (7).

C. DIMENSIONAL ANALYSIS
In this subsection, in order to simplify our derivations and
generalize our results, we provide a dimensional analysis
and rewrite our system model and problem formulation in
dimensionless form, where we denote the dimensionless vari-
ables by superscript “/”. Given the dimensionless variables,
the corresponding dimensional variables can be obtained by
scaling the dimensionless variables by reference variables.
Let us denote the reference distance in m and the refer-
ence number of molecules by rr and Naref, respectively.
Then, we define the dimensionless time as ¢ = DAt/rrzef
and the dimensionless radial distance from the center of the
transmitter as ¥ = r/ref. The dimensionless reaction rate
constants in (1) and (2) can be written as

kd }’2

’ kabsNaref ref

abs = and k:i =

1)

D et

For consistency of notation, we also denote P4(r, t|rp),
PE*‘”(W@), and P4 (t|rp) for dimensionless variables 7/, ¢/,
and ry as P, (', 7|ry), P\ ('|r), and P (f'|r}), respec-
tively. In the following, without loss of generality, we choose
Iref = aix = 1o and Narer = 1. Thus, in what follows r(’) can
be set to 1. Specifically, (6) in dimensionless form can be
written as

t/
PN () = / 47
0
Furthermore, reaction-diffusion equation (7) becomes

P, (r, 1'|ry)
ar’

P, (v, 1"|r(’))

/
ar =1

d’.  (12)

= V2P, (r, 1 |ry) — kP (7 F 1),  (13)
where

0P, (', 1lrg) _ a® dPa(r tlro)
ar' T Dy ot ’

V2P, (r 1 |r)) = a*V2Pa(r, t]ro). (14)

4. The solution of an inhomogeneous partial differential equation for an
initial condition in the form of a Dirac delta function is referred to as the
Green’s function [34].
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Initial condition (8) and the first boundary condition (9)
can be written as

/) / l / /
Py(r', ' — Olrg) = —25(r — ) (15)
/
T
and
lim Pg(r/, t/|r6) =0, (16)
=00

respectively. The second boundary condition, given in (10),
simplifies in dimensionless form to

. P, (r, 1|ry)

™ = k;bSPA (r/ -1, t’|r(/)).

A7)

r=1

D. GREEN’S FUNCTION

In this subsection, we derive a closed-form analytical expres-
sion for the Green’s function of the system, P), (', 7'|r(). To
this end, we adopt the methodology introduced in [35]. In
particular, we decompose P (r', 7'|r;,) as follows

P;‘(r/, t/lr/o) =U'(r, t/|r(/)) + V/(r/, t/|r(/)), (18)

where function U'(r, ¢'|r) is chosen such that it satisfies
both the reaction-diffusion equation (13) and initial condi-
tion (15). On the other hand, function V'(+', 7'|r{)) is chosen
such that it satisfies (13), but at the same time, also satisfies
jointly with function U’(+', #|r;) boundary conditions (16)
and (17). With this approach, we can decompose the orig-
inal problem into two sub-problems as follows. In the first
sub-problem, we solve the reaction-diffusion equation

U (v, t’|r(’))
ar
with initial condition

= VU7 {1 — KU (7. ). (19)

/ / / / 1 / /
U,t — 0|rg) = —28(r —ry)- 20)
45y
0
In the second sub-problem, we solve the reaction-diffusion
equation

v (', 1|rp)

= VAV Ll — KV (7 1), (1)
with the initial condition
V(i f = 0lr) =0. (22)

Finally, the solutions of both sub-problems are combined,
cf. (18), such that they jointly satisfy boundary conditions (9)
and (10). The solution for the Green’s function is given in
the following theorem.

Theorem 1 (Green’s Function): The probability of finding
a given A molecule at dimensionless time ¢ at dimension-
less distance r > r6 from the center of the transmitter,
given that it was released from a release unit at dimen-
sionless distance r(, = 1 at dimensionless time o' = 0 and
potentially degraded via first-order degradation reaction (2)
(with dimensionless reaction constant k}) and/or harvested
by a harvesting unit on the transmitter surface via second-
order reaction (1) (with dimensionless harvesting reaction
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rate constant k’, ) during dimensionless time ¢, is given as

abs
follows
2
S ool TN exp(_kéit/) 1 —(V/ — 1)
Py(r', f|ry) = o NeTi X exp| ——
—a exp(oz’(r’ —1)+ (oz’)zt')

r—1
x erfc + o t/>j|, 23
(W )

where erfc () is the complementary error function and
constant o’ is defined as

k/
o =1+ 43—: (24)
Proof: The proof is provided in Appendix A. |

Given (23), P, (?'|r,) and P;‘H"‘r" (¢'|r(y) are obtained via (5)
(in its dimensionless form) and (12), respectively. In partic-
ular, P, (t'|ry) is calculated as

Py(t'ry) = VixPy (11, U I1p), (25)

where V,x is the volume of the receiver and we invoked the
uniform concentration assumption” Similarly, P;‘HaIv (7'r) is
obtained as follows

/ a/

Kops - 2
i = | (0 )

J&
x erfc (o/\/f) + (

a)? -k,

1
x erfc (,/két/) 4+ —

o + ké].
(26)

E. PHYSICAL PROPERTIES OF HARVESTING UNITS

So far, we neglected the physical dimension of the B
molecules and modeled them as infinitely many zero-
dimensional points on the surface of the transmitter. In order
to take the size (i.e., circular patches with radius a;bs) and
the finite number of the B molecules into account, boundary
condition (17) has to be modified to represent only that part
of the transmitter surface which is covered by B molecules.
However, this makes the derivation of P), (', 7'|r()) very dif-
ficult, if not impossible. One approach to circumvent this
difficulty is to use the boundary homogenization technique,
see [30] and references therein. For boundary homogeniza-
tion, a non-homogenized surface is substituted with a virtual
homogenized surface with properly modified chemical and
physical properties. For the problem at hand, the transmit-
ter’s surface partially covered with B molecules is substituted
with a transmitter whose surface is covered with infinitely
many zero-dimensional B molecules (the case that was con-
sidered at the beginning of this section) but with a modified

5. The uniform concentration assumption implies that the concentration
of the signaling molecules at any point inside the volume of the receiver
is equal to that in the center of the receiver [28].
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k.- We denote this modified absorption rate by k}, .. It can
be shown® [30] that k s 1S given by

* 47Tkélbs '

abs — abs(l —(0)+4JT

(,0, — M(a;bs) (k;bs + 477")
M (d,)? '
(1 - %)(naabsk;bs + 16”) +M( abs) (kabs + 47T)
(27)

where M is the total number of harvesting units on the
surface of the transmitter. Specifically, k* bs is substituted
instead of k/, in (23), (24), (25), and (26)

abs

IV. EXPECTED RECEIVED AND HARVESTED SIGNAL
MODELS

In this section, we derive mathematical expressions for
the dimensionless expected (average) received signal at
the receiver, denoted by N’(f), and the dimensionless
average harvested signal at the transmitter, denoted by
Harv(z‘) during a dimensionless symbol duration T,
assuming that the transmitter releases A molecules with
dimensionless rate wu'(¢). In the following, for compact-
ness, we drop the term “dimensionless” when we refer to
dimensionless parameters, wherever possible without causing
ambiguity.

A. TRANSMITTER RELEASE RATE MODELING

In nature, signaling molecules that are released from biolog-
ical cells can follow very complex temporal release patterns.
For instance, it is shown in [36] that the concentration of
neurotransmitters inside the vesicle carrying the neurotrans-
mitters decreases approximately exponentially as a function
of time when the vesicle fuses with the pre-synaptic mem-
brane and opens to release the neurotransmitters. However,
in this paper, we focus on linear release patterns, i.e., we
assume that u'(f) = ug + ¢'t', where g is an arbitrary
positive constant and ¢’ determines the slope of u'(¢'). The
reasons for adopting a linear release pattern are two fold.
First, the linear release pattern facilitates the derivation of
closed-form expressions for N'(¢) and Ny (7). Second,
both the complex theoretical models developed so far for
the release patterns of natural biological systems [16], [20],
[36] and experimentally obtained release patterns [24] can
be well approximated by piece-wise linear functions.” Thus,

6. We refer the interested reader to [30] for the detailed derivation of the
modified reaction rate constant.

7. Theoretical and experimental release patterns potentially can take the
followings effects into account: 1) signaling molecule generation (e.g., via
chemical reaction networks) at a given location inside the transmitter at a
certain distance from the surface, 2) transportation of the generated signaling
molecules (e.g., via diffusion or molecular motors) to the surface of the
transmitter, and 3) mechanisms that control the release of the signaling
molecules (e.g., voltage-gated ion channels). To facilitate the analysis of
the end-to-end MC system, the resulting highly non-linear release patterns
can be approximated by the piece-wise linear release patterns considered
in this paper.
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we model the release pattern of the considered system as
follows

po+q'tif <t <T

oo w1
u(t)—{o

if T’ ) <t ST+ 1+ T
(28)

Remark 1: The special case of a constant release can be
modeled by (28) after setting g’ = 0.

B. EXPECTED RECEIVED SIGNAL

Now, we focus on the derivation of N'(') based on P/, (7'|r()).
As P/, ('|r) is the channel impulse response of the system,
N'(?') can be evaluated via the convolution of P), (') and
w' (¢ as follows

o0
N'(1) = Py(¢Iry) /(1) = / Py (I (1 — 7)d,
%
(29)

where * denotes convolution. In (29), due to the limited
duration of function w/(¢"), N'(f') can be split into two parts
namely, N, (¢) and N .(¢'), where N, (') is the solution for
<1< T(’)n + 1, i.e., Ny (1) = ft{) P (t'|rp)w/ (f — t/)dr’,
Whereas N () is the solution for T, +1, <t < Ty, +

0+ T i, Nop(t) = ft, T ,P/ (' lrpp' (¢ — t/Hdr'.
The solution of (29) for the hnear release rate 1’ (¢) in (28)
and P} ('|ry) in (25) is provided in the following theorem.

Theorem 2 (Expected Received Signal): The expected
received signal at a passive receiver located at dimensionless
distance r, from the center of a harvesting transmitter releas-
ing signaling A molecules with the dimensionless release rate
w'(#'), given in (28), where every released molecule may
undergo either one of the two reactions introduced in (1)
and (2), is given by

Ny () =W| ,_, —W e 1<t <T,, +1
Nog) = |y =]y )
T, +1y <t <T,, +t()+T{)ff (30)
where W is defined as follows
U=V —g'e' (W + Wn). (€2))

Here, we define &’ = 471‘27), and ¥, Wy, and Wy, are
given in (32), (33), and (31) shown at the bottom of the
next page, respectively.

Proof: The proof is provided in Appendix B. |

In the following, we analyze some special cases of the
expected received signal.

Corollary 1 (Constant Release With Degradation): For this
special case W in (31) reduces to W = W;. This result can
be easily obtained after setting ¢ = 0 in (31).

Corollary 2 (Constant Release Without Degradation): For
constant release of the signaling molecules by the transmitter
and no degradation reaction in the channel, ¥ in (31) is
obtained as follows
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8/M6|: <r;x B 1) 1(.]
U=y = —erf —expla’(r, — 1
o~ @ N2
+ (@) )erfc ( + o'V
JaT!
(35)

For the special cases considered in Corollaries 1 and 2,
N'(') scales linearly with p/(¢'). Furthermore, Corollary 2
shows that for constant release without degradation the
behavior of N’(¢') for large times can be approximated with
the first term (erf (-)) in the brackets in (35), as the second
term approaches zero.

We note that the expression derived for the expected
received signal in (30) is complex and may not provide
immediate meaningful insights about the interplay of the
different system parameters influencing N'(¢'). However, two
main benefits of the expressions in (30)-(34) are as follows;

e The time needed for evaluation of (30)-(34) is less
than that needed for a particle-based simulation. For
particle-based simulation, the positions of individual
signaling molecules and their interactions with other
entities in the environment must be tracked over time.
This makes particle-based simulations computationally
very expensive and also time inefficient. Moreover, for
assessing the performance of MC systems, we are typ-
ically interested in the evaluation of the corresponding
bit/symbol error rates, which requires the transmis-
sion of several thousands of symbols. This requirement
makes particle-based simulations even more inefficient
for evaluation of the symbol/bit error rate of MC
systems. On the other hand, the expressions in (30)-(34)
can be calculated once, stored offline, and employed for
Monte Carlo simulation of symbol/bit error rate.

e N'(¢) can be employed for parameter estimation prob-
lems in MC systems. In particular, when N'(¢') in (30) is

kT
Wy =¢'(uy+4'17) Tee® exp( "(rl = 1) + (@)t )erfc (
(2 -k)
r—1 =Dk
X erf(% — ,/két’) —

2(0[/ —@

e_(r;x_l)\/k_(/l

2 (oz’ + k(/i)

=\ e VR
W)

r;x_l / )
V) -
VAt

J
T — 1

e 32
= (32)

(o

where erf () is the error function.
gy = TV Sl =1+ 1 ert (2t = Jee )+ (Jn -1 - 1 (2Rt
21 = 4k’\/k>’ d\"rx \/47 d d\"rx €
d d
2
r;x 1 rorY ZW(r;X—l) B 1 7 _(rl/'x — 1) o
x erf( T Tk ) eV +1 ﬁké«/z_ exp| ——— — k') (3)
a/e_\/k_é(r;x_l) , o (2 k(/j(r;x - 1) + 1) o'e \/_( —1
Wy = Tt + xerf( - kér’)
2o+ i) e | (@7 =K K, 8k, (o/ \/k_’)\//?
N Oé’e\/k_:i(h{x—l) (2 ké(r;x - 1) — 1) a’e\/]Z(’;x_l) ( - o ) a/e\/k_é(réx—l)
- =
ACENAN TACENAND (@2 =k) J\ 2(>e' = Ji) JKy
/ ! ,— Py — i / ey — /

_ VR (ri=1) - Vg (ri=1)
X (erf(M + kér’) — 1) _ye v ‘ erf(rrx l_ kéﬂ) ey v

s R ) B

| (oz/)zx/? (rhy — 1)2 o’ a'e k™’
f X !~/ _ X I ) _ /

x erfc < W + T ) + kéﬁ((a’)z — kfi) exp —4r/ a7 T + (((x’)2 — ké) ((a’)2 _ kd)

/

er

o (rly — 1))erfc< i/AF o )
a'e~ k(1) (2 Ki(riy — 1) — 1)

(o = KK

X exp((o/)zr’ +

+
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o(/g_\/lz(r;x_l)

ké(a’ + \'/lc_(’j)\/kj’ll B

(a/)ze—\/k_é(r;x—l)
2 = k) k(@) = &)

(34)
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converted into its dimensional form, it can be employed
for estimation of parameters (individually or jointly)
such as the distance between transmitter and receiver,
diffusion coefficient of signaling molecules, degradation
reaction constant, molecule release rate, etc. We refer
the interested reader to [37] for parameter estimation
techniques in MC systems.

C. EXPECTED HARVESTED SIGNAL

In this section, we calculate NI’{arV (t) based on the harvested
impulse response P;‘Ha” 4 |r0) in (26). Similar to the eval-
uation of N'(7'), Ny, (f') is obtained by convolving /(1)

and P\ (1'|r), ie.,
NHarv(t) = P/Halv(t |r(,)) * ,lL/(t/)

0
— / PI/L‘Harv(T/W))M/(t/ _ ‘L'/)d‘l:/.
t/

0

(36)

Here, we split Nj;,., (') into two parts, i.e., Nj (¢) and
NI’{aer off(). In particular, N{_Iarv’ on(®) and NI’_[arV’ off(f) are
the solutions of the convolution in (36) for dimensionless
times 1) < ¢ < T, +1t,and T, + 1) <t < Ty, 41,4+ Ty,
respectively. The solution of (36) for the 11near release rate
w'(¢') given in (28) and P;Ha”(t/ |ry) in (26) is provided in
the following theorem.

Theorem 3 (Expected Harvested Signal): The expected
harvested signal at a molecule harvesting transmitter releas-
ing signaling A molecules with the dimensionless release rate
w'(¢), given in (28), where every released molecule may
undergo either one of the two reactions introduced in (1)
and (2), is given as follows

/ / -
NHarv,on(t) = &
/ / -
NHarv,off(t) =8|y~
’ / / ’
Too+1g <t < T\ 410+ Ty

arv, on

’ / 7 /
tOSI STon"'l‘O

— =
I—y Ll P
=t =l

S
Sle=r =T}, -1

(37

—~

where & is defined as

(38)

E=CE1—q &

Here, E; and E; are defined in (39) and (40), shown at the
bottom of the page, respectively.

Proof: The proof is provided in Appendix C. |

We note that based on the definition of P’ Har"(r 7)) pro-
vided in (12), ie., P, H“”(r |r;) being the probability of
harvesting a given A molecule until time ¢, Ny, (f') repre-
sents the accumulated number of harvested molecules. As
a consequence, given Nf{m(t’), we can calculate the total
number of harvested A molecules during small observation
window At? as follows

(t + Ar) — Harv(t/)

Miary () = NG (1)

we refer to N,

In the following, Harv

molecule harvesting rate.

In the following, we analyze some special cases of the
expected harvested signal.

Corollary 3 (Constant Release With Degradation): For this
special case, & in (38) reduces to & = E;. This result can
be easily obtained by setting ¢’ = 0 in (38).

Corollary 4 (Constant Release Without Degradation): For
the constant release of signaling molecules by the transmitter
and no degradation reaction in the channel, E in (38) can
be obtained as follows

= k;bs'u(/) —1 NnN2_s
u—? W(exp((a) T)
x erfc (0/\/7) —+ 23; ) + %] (42)

Proof: Eq. (42) is obtained by evaluating E; in the limit
of kj — 0. ]

() as the average

ki (10 + ¢'7) —a/
47T 2 2
(i)

]

exp((a/)zr’

1=

X —

— k(’jr/>erfc (V1) +

Y
\;%éerf (W) + —(a/)z\/E v

erf (\/@) VT exp( k) + terfc (@) " :
— k(’j) <ekdr

2ky [k

E——

/ ’
kabs —«

47t <(a/)2 _ kg)3

&)
[\S}
| I

s 39
T (39)

(7))
N

+ exp(((a/)z—ké)r’>erfc (o/x/?)((o/) T — Kt - ) a}(éerf( két) +m

VT
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*kt( at +3) +4(x erfc( kt’)}—i—

(t")?

2a’ + [k

(40)
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Corollary 5 (Linear Release Without Degradation): For the
linear release of signaling molecules by the transmitter and

—

no degradation reaction in the channel, E is given by (38),
where E; is reduced to (42) and E, is given by

;:%;7 |:(a/)4 exp((a’)zt’>erfc (o/ﬁ)
W(()T=3) (@)

N2_s
X ((a) T — 1>+ 3ﬁ(a’)3 -3 i|
(43)

]

2 =

Proof: Eq. (43) is obtained by evaluating E; in the limit
of kj — 0. |

We can observe from Corollaries 3, 4, and 5 that for all
these special cases, Ny, (') scales linearly with p/(¢'). Also,
for the case of constant release with ké = 0, for large 7/,
E in (42) scales linearly with t/, while E; in (43) scales
with (¢/)2.

The expression obtained for the expected harvested signal
in (37), similar to (30), is very involved and may not provide
meaningful insight at first. However, two main benefits of
the closed-form expressions in (37)-(40) are as follows.

o The time needed for evaluation of the expressions
in (37)-(40) is less than that needed for correspond-
ing particle-based simulations. As explained before, the
expected harvest signal can be computed once, stored
offline, and employed for Monte Carlo simulations.

o When the expressions in (37)-(40) are converted to their
dimensional form, they can be employed for parameter
estimation at the transmitter. Generally, parameter esti-
mation and CSI acquisition at the transmitter has not
been studied for MC systems so far, due to the simplis-
tic adopted transmitter models. However, the transmitter
model developed in this work, enables channel param-
eter estimation and CSI acquisition at the transmitter.
In conventional communication systems, the CSI acqui-
sition is performed at the receiver and provided to the
transmitter via a feedback channel. However, in MC
systems, due to the slow motion of signaling molecules,
relying on a feedback channel may not be a feasi-
ble solution for obtaining CSI at the transmitter. For
instance, when the parameters of the channel, such as
the viscosity, temperature, and distance between trans-
mitter and receiver change over time, the CSI acquired
at the receiver may become outdated by the time it is
received at the transmitter via a feedback channel. Thus,
having transmitter models that are capable of CSI acqui-
sition and/or estimating the parameters of the channel
at the transmitter itself are of particular importance for
MC system design. The transmitter models developed
in this work constitute a crucial first step towards the
realization of this objective.

V. SIMULATION RESULTS
In this section, we present simulation and analytical results
for evaluation of the accuracy of the derived closed-form

400

TABLE 1. Simulation parameters.

’ Parameter ‘ Value H Parameter Value
Qix 0.25 pm al,. 0.0558
Arx 0.25 pm Dy 1x10-8 # ms
M 4000 Umax 4000

expressions for the expected received and harvested signals,
respectively. The particle-based simulations are performed
based on the algorithm introduced in [30, Sec. V].

For our simulations, we adopted the parameters in Table 1.
In addition, we further assume that for a given wu(r), every
release unit releases A molecules with a rate of w(#)/Unax.
This assumption makes the results provided in this section
independent of Unax as far as u(f) is concerned. Finally,
the symbol duration 7{,, is chosen equal to the entire sim-
ulation time. The only parameters that are varied are k/,
ks 1 (), and T, . The simulation results are averaged
over 10* independent realizations and a simulation step size
of 5 x 107%s was chosen. Before discussing the provided
results in detail, we note that all analytical results shown in
Figs. 3-8 are in excellent agreement with the corresponding
simulation results.® In the following, the simulation results
for the expected received signal and the expected harvested

signal are provided in Sections V-A and V-B, respectively.

A. EXPECTED RECEIVED SIGNAL

In this subsection, we assess the accuracy of the analytical
expression derived for the received signal N'(#) and pro-
vide insight regarding some design aspects of synthetic MC
systems.

In Fig. 3, N'(¢) is plotted as a function of dimensionless
time ¢ for the system parameters in Table 1 and the constant
release scenario, i.e., ¢ = 0, with ug = 2 x 10° m
(ug = 3150.05).

In Fig. 3a, the impact of the harvesting reaction rate on
the received signal is shown. It is assumed that the trans-
mitter releases molecules during the entire symbol duration,
ie, T, = Tgym, ki =10,2,4,8}, and k] = 0. As can be
seen, for all values of k., N'(¢) is an increasing function
of ¢ during Tg,,,. This is because, unlike for an impulsive
release, here signaling molecules are continuously released
by the transmitter. Furthermore, as can be observed, for
larger values of k), ., the magnitude of the received signal
decreases, as for larger kélbs’ more molecules are harvested
by the transmitter and, consequently, fewer molecules arrive
at the receiver.

8. We note that the simulation parameters are chosen to minimize the
computational time required for stochastic simulation of the diffusion pro-
cess and the chemical reactions. However, based on the dimensionless
analysis provided in Section III-C, the simulation results can be easily scaled
to reflect practical values for the simulation parameters. For instance, adopt-
ing the diffusion coefficient of neurotransmitter particles reported in [23]

2
(DnT = 3.3 x 10710 =), the dimensionless time ¢ axis for all simulation
results in this section is scaled by a factor of 3.3 x 1072,
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FIGURE 3. N/(t) as a function of t; impact of (a) kps: () Top, and (c) ky.

Fig. 3b shows the impact of the duration of the molecule
release, T()n, on the received signal. For Fig. 3b, it is assumed
that k. = (2,10}, kj = 0, and the release duration is
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chosen as Tg, = {1,0.8,0.5,0.3} x T(,,. As can be seen in
Fig. 3b, for all cases, N'(¢) first increases for ¥ < T}, and
then decreases for ¥ > T}, . Moreover, for smaller T}, both
the maximum number of observed molecules and the time
instant when the maximum occurs decreases. Also, when
Ton = 0.5x Ty, We can observe that by increasing k}; from
2 to 10, the magnitude of the received signal is decreased
in both time intervals, ie., ¥ < T, and ¢/ > T} .

Fig. 3c studies the impact of degradation reaction rate
kj on the received signal. Here, we adopt kj; = 2 and
T, = O.STéym, and k) = {0,0.025,0.05,0.1,0.2} is var-
ied. As can be observed in Fig. 3c, in case of degradation,
ie., k:i > 0, the magnitude of the received signal is smaller
during the entire range of times considered compared to
the case where kj = 0. This reduction in the magnitude
of the received signal is larger for larger values of k.
This is expected since for larger k) > 0, the probability of
degradation in the channel is larger and, as a result, fewer
molecules arrive at the receiver. Furthermore, an interesting
observation can be made in Fig. 3c. In particular, as k)
increases, the received signal during 7, becomes flatter.
This is due to the fact that for sufficiently large k/;, the degra-
dation process in the channel and the production process at
the transmitter compensate each other.

Some important takeaways from the results provided in
Fig. 3 are as follows. First, comparing MH and none-
molecule harvesting (N-MH) transmitters, both types of
transmitters can control the received signal level at the
receiver by adjusting the release duration 7). However,
MH transmitters can also control N'(#') via k], .. Second,
MH transmitters can be effectively employed to improve
the communication link reliability by reducing inter-symbol-
interference (ISI). In particular, ISI is reduced as the tail of
expected received signal is decreased for larger k, , see, e.g.,
Fig. 3b. This leads to less overlap between two consecutive
received signals and reduces ISI.

In Fig. 4, N'(¢) is depicted as a function of 7 for the
system parameters in Table 1 and a linearly increasing
release rate ' (¢'), i.e., ¢ > 0, with o =2 x 10° w,
which corresponds to dimensionless i, = 3150.05.

In Fig. 4a, the impact of the variation of the release rate
N'(#') is studied. We adopted system parameters Tg,, = Ty,
Ky =2, Ky =0, and g = {0,1,2,3,4) x 105 melule
(¢ = {0,1,2,3,4} x 49.6141). Fig. 4a shows that when
q > 0, N'(¢) increases faster with ¢ compared to the case
with ¢ = 0. This result is expected since for g > 0, more
signaling molecules are released by the transmitter over
time, and eventually more molecules arrive at the receiver.
Furthermore, for a given ¢/, the gap between N'(¢) when
g = 0 and N'(¢) when g > 0 is larger for larger values of g.

In Fig. 4b, the impact of k) on N'(¢') is investigated. Here,
it is assumed that Tg, = 0.5T(,,, ko = 2, and two sets of
system parameters are considered. For Set 1, kj = 0.025 is
fixed and ¢ = {1, 2,3, 4} is varied, while for Set 2, ¢ =
1 x 10° is kept constant and k;, = {0.05, 0.1, 0.2} is varied.

401



AHMADZADEH et al.: MOLECULE HARVESTING TRANSMITTER MODEL FOR MC SYSTEMS

200
Analytical
180 o Simulation
160
(: q:{473:27170}
T 140t
TE 120 -
D
&R 100 -
=]
o
2 80
IS
S 60}
o~
40
20
[\[c I I I L I I
0 10 20 30 40 50 60
Dimensionless time, ¢’
(@)
60
Analytical
O Simulation
50 9 ¢ 5
o ={4,3,2,1} x 10
- T‘nn = O‘Jinsym
-~
—
= a0r S’ct 1
k. = 0.025
E 1
§o - Set 2 ]
(G g=1x10"
=
o , .
= _ .
2, Hh=1{00512}
(5]
o
~
10 -
Dc 1 L L 1
0 10 20 30 40 50 60
Dimensionless time,
(b)

FIGURE 4. N’(t') as a function of t’ for linearly increasing release rates u’/(t’).

First, it can be observed that for all considered cases, i.e.,
Set 1 and Set 2, N'(¢') increases at first and then decreases
since T, = 0.5T,,, is chosen. Second, for Set 1, we can
see that by reducing g, N'(¢') decreases for the entire range
of times considered. Similarly, for Set 2, N'(¢') decreases as
; increases, since for larger k; more signaling molecules
are degraded in the channel.

In Fig. 5, N'(¢) is depicted as a function of ¢ for
linearly decreasing release rate u'(7'), ie., ¢ < 0, with
o = 10 x 10° w, which corresponds to dimensionless
ug = 15750.25.

In Fig. 5a, the impact of release rate variations on N’(¢') is
studied for ¢ < 0. Specifically, it is assumed that 74, = gy,
ki, =2 kjy=0,and ¢ = {—1,-2, -3, -4, =5} x 10°
% (¢ = {—1,—2,-3,—4, =5} x 49.6141). Fig. 5a
shows that for all considered cases, N’(¢') first increases over
time, since it takes some time for the first released molecules
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FIGURE 5. N’(t’) as a function of ¢ for linearly decreasing release rate /().

to arrive at the receiver. However, eventually N'(¢') starts
to decrease as fewer molecules are released later in time.
Furthermore, the reduction of N'(#) is larger for smaller
values of g < 0, see, e.g., the curve for g = —5 x 10°. This
is due to the fact that u'(¢) decreases faster for smaller
values of ¢ < 0.

In Fig. 5b, the impact of k) on N'(7') is studied. Here,
we adopt T}, = 0.6T( . kiy =2, g = —5 x 107 molule
(¢ = —5 x 49.6141), and k, = {0.025,0.05,0.1,0.2}. The
overall impact of the degradation reaction rate is similar to
the cases studied in Figs. 3c, 4b, i.e., degradation reduces
N@), 0<7? < T;ym, and flattens N'(f), 0 < ¢ < T.,.
However, an interesting observation can be made regarding
the interplay between k) and u'(#') by comparing the results
in Figs. 3c, 4b, and 5b. In particular, when ¢' = 0, p,
and k), have an opposite impact and compensate each other.
This leads to a flat N'(¢) curve with constant slope, in the
interval 0 <1 < T}, see, e.g., Fig. 3c for kj = 0.2. When
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q' > 0, Fig. 4b shows that the production process, u'(t),
dominates the impact of the degradation process. This leads
to a linearly increasing N'(¢') curve with a positive slope, in
the interval 0 < ¢ < T/, see, e.g., Fig. 4b for k; = 0.2. On
the other hand, when ¢’ < 0, as in Fig. 5b, the degradation
process is dominant over the production process, and leads
to a linearly decreasing N'(¢') curve with negative slope, in
the interval 0 <7 < T}, see, e.g., Fig. 5b for £, = 0.2.

Now, we provide some insights for MC design problems
based on the results provided in Figs. 4 and 5. In par-
ticular, the transmitter model developed in this paper can
be exploited for effective system design to compensate the
effect of degradation in the channel. For instance, when k&
is changing over time, our developed transmitter model may
be employed to adjust the release pattern u'(¢') over time to
maintain a certain magnitude of the received signal at the
receiver. Moreover, novel algorithms can be developed to
estimate the slope of N'(¢') during 0 <¢ < T as a means
to obtain information regarding (1) at the receiver.

B. EXPECTED HARVESTED SIGNAL
In this subsection, we assess the accuracy of the analyt-
ical expressions derived for the average harvested signal,

Hary (1), and provide some insight for synthetic MC design
problems.

In Fig. 6, the impact of different system parameters on the
harvested signal, N]’_,arv(t/ ), is studied for a constant release
rate. Here, the same set of system parameters as for Fig. 3
is assumed.

In Fig. 6a, the impact of the absorption (or harvesting) rate,
k> on Nyp,. (¢') is investigated. As expected, when k), =0,
no signaling molecules are harvested by the transmitter. On
the other hand, when &, . > 0, the probability of harvesting
A molecules increases. This probability is larger for larger
values of k., which leads to the harvesting of more A
molecules. Furthermore, we observe that NI/-Iarv () increases

over time due to the cumulative nature of Ny, . (r). The
impact of & is illustrated for two choices of k, . = {2, 4]}.

In particular, the number of harvested A molecules decreases
for larger k). This is because for larger k), the likelihood
that a released A molecule degrades between the time of
release and the time of harvesting increases.

In Fig. 6b, the impact of the release duration 7, on

Hary (') is shown. It can be observed that for all consid-
ered cases, i.e., T,, = {1,0.8,0.5,0.2} x T;ym, Nigary @)
first increases for 0 < ¢ < T/, as A molecules constantly
enter the channel, and later saturates to a constant value for
¢ > T/, as no new A molecule are released by the trans-
mitter and the previously released A molecules that have not
been captured yet have diffused away from the transmitter.

The effectiveness of recycling signaling molecules for
future transmissions is evident from the results presented

in Fig. 6a and Fig. 6b. In particular, in Fig. 6b, for the

case Tg, = 0.5T,,, by the end of the symbol duration
(T;ym), the MH transmitter has approximately harvested

Ny (1) = 1.0689 x 10* signaling molecules. Given that
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Harv

for this case u, = 3150.05 and ¢’ = 0, the total number of
released molecules during T}, is equal to 1.0001 x 10°. This
shows that, in every symbol duration, the MH transmitter
can recycle % = 0.1068 (10.68%) of the released
molecules for future transmissions. The recycling capability
can be improved by increasing k.. As another example,
in Fig. 6a, for the case Ty, = Ty, ko = 8, the MH
transmitter harvests approximately Njy,., () = 6.1460 x 10*
signaling molecules. Given that p, = 3150.05 and ¢’ = 0,
the total number of released molecules during 7g, = Ty, is
equal to 2.0003 x 10°. Thus, in this case, the MH transmitter
can recycle approximately 30.72% of the molecules released
in every symbol duration.

In Fig. 7, the impact of different system parameters on the
signal harvesting rate, Nﬁarv ('), is investigated for linearly

increasing and decreasing release rates, respectively.
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In Fig. 7a, Njj,.,(f) is plotted versus ¢ for the same
system parameters as in Fig. 4a, except that 7/, is changed to

Ton = 0.8T¢yy,. First, when comparing the results of Fig. 7a
(]Vﬁarv(t’)) and Fig. 4a (N'(7)), we can observe that the

increase of I(’I/{arv (') immediately after the start of the release
of the A molecules is much faster than the increase of N'(¢).
This is due to the fact that particles released at the transmitter
have to diffuse for a longer time to reach the vicinity of
the receiver to be observed, while they can potentially be
harvested immediately after their release by the transmitter.
Second, Fig. 7a shows that for 0 < ¢/ < T, and when
qg =0, Nl/{m(t/ ) eventually saturates to a constant value.
This implies that when the transmitter releases signaling
molecules constantly, after an initial transition period, on
average a constant number of A molecules are harvested.
Third, for the case where ¢ > 0 and 0 <7 < T}, Ny, ()
increases over time as w'(¢') increases. For a given time
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¢, the increase is larger when ¢ is larger. Fourth, it can
be observed that for # > T/, when the transmitter stops
releasing new molecules into the channel, the rate at which
molecules are harvested decreases sharply.

In Fig. 7b, Nﬁarv(t’ ) is plotted versus ¢ for the same
system parameters as in Fig. 5a except that T}, is changed
to T, = 0.8T,,,. Similar to the curves in Fig. 7a, during
0<?¢ <T,, NI’{arv(t/ ) increases quickly at first. However,
due to the reduction in p/(¢'), Ny, () decreases eventually.
The rate of the decrease is faster for smaller values of g, see,
e.g., results for ¢ = —4 x 10°. Furthermore, for ¢ > T,
Njpoo () decreases rapidly. )

In Fig. 8a, the impact of &} on Ny, (¢') is investigated for
two sets of system parameters. For the first set, it is assumed
that ¢ = 1 x 10° and T), = 0.8y, For the second set,
g=—-1x10° and T, = 0.5Ty,, are adopted. For both
sets, k, =2 and kj; is changed, i.e., kj = {0,0.1,0.2}. As
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expected, for both considered parameter sets, kj > 0 leads
to a reduction of the harvesting rate of the A molecules.
Furthermore, this reduction increases for larger values of ké.
Moreover, the above observations are valid during the times
when the transmitter releases A molecules and when it is
silent.

In Fig. 8b, the impact of the number of harvesting units,

M, on Nl’_[arv(t/ ) is studied. Here, we assume that k& = 2,
ky =0, Ty, = 0.5T,,, and only M = {2,3,4,5} x 10°

is varied. Fig. 8b clearly shows that by increasing M the
average number of harvested A molecules increases. This
is due to the fact that by increasing M, the effective area
for harvesting signaling molecules on the surface of the
transmitter is increased, which, in turn, increases the overall
probability of harvesting a given released A molecule.

The results provided in Figs. 6, 7, and 8 reveal one
important feature of MH transmitters compared with N-MH
transmitters. In particular, MH transmitters can be used to
acquire knowledge about the channel (also referred to as
channel state information) based on the harvested signal.
For instance, based on the developed analytical expressions,
novel algorithms for estimation of k) based on Ny, (t)
at the transmitter can be developed. As can be seen from
Fig. 6a, different values of k) affect the slope of Ny, (¢).
Thus, estimating the slope of Ny, (f) in a certain range
allows the transmitter to acquire information regarding the
value of ké in the channel, and then, to adjust the release
rate 1/(¢) accordingly. When mathematical expression for
the average harvested signal is converted to its dimensional
form, potentially, Ny, (t) can be employed for estimation
of other channel parameters such as the diffusion coefficient
of the signaling molecules, which also reflects variations in
the temperature and/or viscosity of the channel.

VI. CONCLUSION AND FUTURE DIRECTIONS

In this paper, we introduced novel mathematical models
for MC transmitters with molecule harvesting capability.
In particular, motivated by the existing molecule harvesting
mechanisms in nature, we considered a transmitter whose
surface is equipped with molecule harvesting units capable
of capturing signaling molecules after their release on the
surface of the transmitter. Furthermore, we derived closed-
form expressions for the average observed signal at the
receiver and the average harvested signal at the transmitter
assuming a linear release pattern for the signaling molecules.
The accuracy of the developed mathematical expressions
was confirmed by particle based simulation. Our simula-
tion and analytical results show the intricate interplay of
the different parameters on the expected received and har-
vested signals. For instance, the results revealed the interplay
between degradation and production processes, where for
linearly increasing (decreasing) release rates, the production
(degradation) process dominates the degradation (production)
process and leads to a linearly increasing (decreasing) har-
vested signal rate during the window that transmitter absorbs
signaling molecules. Moreover, the results showed that the
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magnitude of the degradation reaction constant influences
the slope of the harvested received signal. This characteris-
tic of the harvested received signal can be exploited for the
design of more advance MC transmitters that are cable of
probing the environment and adapting their molecule release
pattern to the channel conditions.

The development of transmitter architectures that exploit
the harvested signaling molecules for estimation of the
parameters of the channel, such as the degradation rate,
viscosity, temperature, diffusion coefficient, is an interested
topic for future research. Furthermore, investigating the
impact of molecule harvesting on the energy efficiency of
MC systems is also a promising research direction.

APPENDIX A

PROOF OF THEOREM 1

We denote the Fourier, inverse Fourier, Laplace, and inverse
Laplace transforms by F{-}, F~'{-}, L{}, and L7'{},
respectively.

Let us start by solving (19) taking initial condition (20)
into account. To this end, we take the Fourier transform of
both (19) and (20) with respect to ¥ and solve the resulting
equations. This leads to

exp(—k,t —(F — F)?
p( d)exp ( /0) . (44)
8r' iyt 4t

In the next step, we solve (21) for initial condition (22).
Here, by applying the Laplace transform with respect to 7’ to

both (21) and (22) and then solving the resulting equations,
we arrive at

U, 1) =

_ C
V(' slry) = = exp(—r’ﬂ), (45)
where V(r, slry) = L{V' (7', /|rp)}, ie.,
o
V(' slry) = / V/(r, 1'1r}) exp(—st))dr'. (46)
0

In (45), C is a constant that can be used to ensure that
U'(r',?|ry) and V'(¢',7'|ry) jointly satisfy boundary condi-
tion (17). We note that to obtain (45), we used the fact that
U'(r' — o0, 7|ry) = 0 (see (44)). Thus, V'(+' — oo, 1'|ry) =
0 in order to satisfy (9).

Now, in order to obtain C, one must calculate the
Laplace transform of 1) L{P)(r',1|ry)} = I_’A(r’,s|r(’)) =
L{U' (¥, Ylry)} + L{V'(+', /|r;)} and 2) boundary condi-
tion (17), and solve the resulting equations for C. Calculating
L{U'(r',1|ry)} and using (45), we obtain

_ exp(—1 /s + k) (r' — r6))
Py (r’, s|r6) =
811y, /s + ky

C Y
+ > exp(—r s+ kd>, A7)
where we used [38, eq. (29.3.84)]
1 —b>\| _ exp(—by/s)
dmeo(a )| =57 @
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for evaluation of L{U'(+', 7'|r())}. Taking the Laplace trans-
form of (17) leads to

APA(F, s|rg)

ko=
ar’ = an A

(49)
p=1 47

(', slrp).

Solving (47) and (49) for C, and substituting the result back
into (47), we arrive at

exp(— s+ K, — 1))

drr [s + Kk}

4 + kabs

ICIPA(F , slry = 1) =

|:471 s+ ki + A 4kl

§ exp(— s+ ki (r' — 1))}(50)

drr' /s + kj

Taking the inverse Laplace transform of (50) yields (23),
where we used [38, eq. (29.3.90)]

_1f exp(=nys) | _ 2,

n
fc| — . (51
xerc(%/t_/—i—m\/;) on

APPENDIX B
PROOF OF THEOREM 2
Both N{, () and N/(¢) are the solution of the following
integral with different integration limits
v = /PA(T/V(/)),LL/(I/ —t/yd7’. (52)

Thus, in the following, we solve (52). Using (28), we can
write

v = / (no +4'7) — 47" ) Py |rp)de’

= /(,% +q’t’)PA(t’lr())dr’—/q’t’PA(t’Ir{))dr’.

vy L 2]

(33)

We first solve V. Given (25) and using integration by parts
(i.e., [udv=uv— [vdu ) with u = exp(—k)j7’) and

/

€ _(r;x - 1)2
exp 4—1’ + &'a’ exp(a'(rl, — 1)

T’
+ (&)t )erfc ( + a’«/—)

dv =

(54)
Jat

Wy can be written as Wy = (uy + ¢'1)[uv — [vdu]. Let
us first solve (54). For compactness, we define P2t =
(ry — D2/, 3(t") = o' (rly — 1) + (&)1, and Z(7') =
(', = 1)/A/4t" +a'~/T'. Then, it is straightforward to show

406

that 1/+/wt/ = 2/(a’/7)[dX(z")/dT’ + dz(z')/d7’
taking the integral of both sides of (54), we have

, 2 dx(z’) dz(z) .
¢ o (G 5 ()

— o' exp(y(t'))erfc (z("))dr’,
= /\/_/dx(t)exp 562(‘1:/)>d‘r/
_ J/@(exp(jz(r/))erfc (z(zh))dr’

= —[erf (x(")) — exp(y(r"))erfe (z(z")].

&
o

]. After

(55)

Considering (55) and u = exp(—k7’), W11 = uv can be
obtained after back substituting X(z”), ('), and Z(z"). Now,
let us solve [vdu. Given (55) and du = —k}jexp(—kj1’),
we can write

K’ —( — 1)
/vdu =4 |:/erf (rx—) exp(—kj7’)dt’
o Jar!

L 30)
_ /CXP<a/(r;X — 1) + <(a/)2 _ ké)-ﬂ)
Vi3
x erfc ( «/4_ + Ol/\/_)d‘c ] (56)
Vi3

In (56), ¥ 12 can be solved via (74) (in Appendix E) after sub-

stituting &’ = 0, ¥ = rrx, and erfc (-) = 1 —erf (-). Moreover,
the solution of integral W3 is provided in Appendix F, and
is obtained after substituting x = v’/ and ¥ = r,, in (77),
shown at the bottom of the p. 18. Given Wy, Vs, and V3,

W, can be calculated as follows
kye’
Uy = (ug+4'7) [\If 1+ ( )[‘1’12 - L1113]] (57)
This leads to (32).

Next, we calculate integral W; in (53). In particular, W;
can be split into two integrals as follows

Y rX o ’
Ya=ar /\/ﬁexp( at’ kdr>dr

L 231

+4¢ / —a't’ exp(o/(r’ — 1)+ @)t - k(’jr’)

W)
x erfc (r’ —! + o/«/?)dr/ (58)
a4t
L 55)

To solve Wy1, we use the change of variable VT =x. Then,
Wy, can be written in the form of (65), with the solution
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given in (73) in Appendix D. This leads to the expression
for Wy given in (33). For deriving Wy), let us define

f(r’)zexp< " = 1) + (@)t — K, ,)

r—1
x erfc —+o/\/7>.
<\/4r’

Then, employing integration by parts, we can write

Wy = t’/f(t’)dt’—/dr’(/f(r’)dr/), (60)

where f f(r))dt’ is solved via (77) in Appendix E after
substituting x with 7/, and [ dt’([ f(z) dz’) is obtained by
exploiting both (77) in Appendix E and (78) in Appendix E.
The final expression for Wy, is given in (34).

(59)

APPENDIX C

PROOF OF THEOREM 3

Both Nip,ryon(t) and Ny, (#) are the solution of E =
S/ PAHarV(r lrp)u’ (7 — ')dt’ with different limits of integra-

tion. Given (28), this integral can be split as follows

E= /(M0 + ¢ )P (7 de

]

1

—q / o' P (¢ |ryde (61)
o33
Let us first evaluate E;. Given (26), we obtain
2, = Ko +47)
4
—a’ 2_y ’ / /
X —ex(o/ r—kt)xerfcoeﬁdr
N e A R

Bl

Bl

K. 1
+ /#erfe (‘/k&r/>dt/+/—dr/i|.
(@) = ky ot’+\/k>él

[ ———
E13

Ei2

(62)

In (62), E11 can be solved via (77) (in Appendix E) after
setting ¥ = 1. Ejp is obtained from (78) (in Appendix F)
after setting @ = 0 and b = /k. Furthermore, the solution

of E13 is equal to

o'+

— Eventually, this leads to (39).
«/_

Now, we evaluate E,. To do so, using (26), we arrive at

/
k —o v exp((o/)zr’ - ét’)

Tabs
4m [/ (@) — k)
[

(@) -

]

2= -

x erfe (o' /T)dt" +

B2
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(63)

In (63), evaluating E;; requires the same steps as solving
Wy, (in Appendix B) after setting ¥ = 1. For Epp, after
applying integration by parts twice, we obtain

K /
o

—(—kl/ x exp(—kj')(z/)*/?
/ﬁexp két’)«/?dﬂ)]. (64)

The remaining integral in (64) is solved via (73) in

Appendix D and setting @ = 0 after performing the change

of variable T/ = x. Moreover, the solution of E,3 is given
@)?

by 20 +/ky)

and B3 in (64) leads to (40).

Finally, combining the solutions of E», E2»,

APPENDIX D
Here, we solve the following indefinite integral

a2
/ x> exp(—— — bx?)dx, (65)
X

where a, b, and x are positive real numbers. To do so, we
use the identity [39, eq. (5)]

/exp(—z—z — bx2>dx = %[ezaﬁerf (g + \/Zx>
e 2aVberf (; — «/Ex)] +C

(66)

where C is a constant. By appropriately choosing C, and
given that erfc (-) = 1 —erf (), (66) can be also written in
the form of the complementary error function, i.e.,
a? Ny b a
/exp(—x——bx ) 4f[ berfc (;—\/l;x)

4!

— 2avberfe (g + «/l;x)] +C, (67)

Y

where C is the constant of integral. Eq. (67) is one of the
key steps for solving (65). It is straightforward to see that
taking the derivative (with respect to x) of the right-hand-
side of (67) yields exp(—i—i — bx?). Now, let us consider the
right-hand-side of (67) after substituting the first erfc (-)-term
with 1 4 erf (-). Then, we have

2 ﬁ[ew(l vert (¢ = Vi)

V2
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gw%m%;+¢hﬂ=_¢;f@§w@’
yz (68)
where we used
aer;i(X) _ _% exp(_x2>, 9
aerafx(x) _ % exp(—xz). 0)

Furthermore, it is straightforward to show that
ad a’ 5 a? 2
axexp(—x—2 — bx ) = exp(—x—2 — bx )

V3
24> 2
X 1+—2—2bx .
X

Now, using (67), (68), and (71), after some manipulations,
we can write

o[ an v 2 a’ 2
— === —— —bx*). (12
[219 /b Zb} Sl W R (72)

As a result, by integrating both sides of (72), we arrive at

(71)

2
2 a 2 yr ay2 3
—— —b =_——-—=_24C (73
/x exp( =2 x) % Jb 2b+ (73)
APPENDIX E
In this Appendix, we solve the indefinite integral
/f(x)dx = /exp(((o/)2 — ké)x—i— o (r = 1))
f (/—1 + /J_)dx (74)
x erfc a'/x
Ji
For compactness, let us define ¢ = (/) — ké/ and a =

(' — 1)/+/4. Now, using integration by parts (i.e., [ udv =
uv — [vdu) with u = erfc (% + o’ /%) and e“dx = dv, we
can simplify (74) as follows

/ Fdx = w [exp(cx)erfc (% n wwz)

S 8 e et

1

Using the substitution +/x = u, I can be simplified as follows
-2 a 2 —a

I=— [ ex —(——i—a’u) +ca? ) — + o |du
Jr p( u u?

_n,—2ad’ 2 2
- % o / () gy g / ize_<37+k3“2)du
pr u

(76)

In (76), I and I can be solved using (67) and (68), respec-
tively. Thus, exploiting (67), (68), and back substituting
u = \/x, the final expression is given by (77).

APPENDIX F
In this Appendix, we solve the indefinite integral

/erfc (% + bﬁ)dx

where a and b are positive constants. Employing integration
by parts (i.e., [udv = uv — [vdu) with u = erfc (a//x +
by/x) and dx = dv, we obtain

/erfc (% + bﬁ)dx — xerfec (% + bﬁ)
_ /:/_;e—( GHbR) (% b‘2/—>dx. (79)

®
Using the substitution /x =
follows

_25;% b / 2o () 4y 4 / e () gl 80)

(78)

u, ® can be simplified as

0=

S]] )

In (80), ®1 and ®; can be solved by exploiting (73) and (67),
respectively. As a result, the final solution is given in (81),
shown at the bottom of the page.

exp(—\/g(r’ — 1))

/f(x)dx = —[exz( \/7(r>\/i)>

—4ab
4

/erfc <% + bﬁ)dx -

+ xerfc (% + b\/)_c> +

¥ —1
(G )
r—1
X (exp(Z ky(r' — 1))erfc< T
X

X exp(((a 2 — K, )x +ao'(r = 1)>erfc (r;/;_x

erf (-2 — bo/x ) + (dab — D Perf (L 4 by/x) — 4P 41
7 NG

( (a+bx)2>
X eXp —T .

1
NG

CECAN 2
+ kgix> - 1> @ w)

! +a/\/)_c>}.

(77)

81)
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