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1. Introduction

Fractional calculus is an emerging field recently drawing attention from both theoretical and applied disciplines. During
the last two decades it has been successfully applied to problems in computational biology, medical sciences, economics,
physics and several fields in engineering [7,8,11,15,17,18,21,23]. On the other hand, discrete fractional calculus is a very new
area for scientists. In 1989, a pioneering work has been done by Miller and Ross in [19]. Here we aim to continue to develop
the theory of discrete fractional calculus, in the direction of the papers by Atict and Eloe [3-6], and to improve modeling
techniques with fractional order difference equations.

We refer to the books [20,22,24] for further reading on fractional calculus and fractional differential equations.

We start with some basic definitions and results so that this paper is self contained. Let a be any real number, o be any
positive real number and o (s) =s + 1. The «-th fractional sum («-sum) of f is defined by

t—a

1 o
Aa‘"‘f(t)zm (t-0)* Vs (11)

Here f is defined for s =a (mod 1) and A;*f is defined for t =a + o (mod 1); in particular, A;* maps functions

defined on N to functions defined on Ny, where Ny = {t,t +1,t+ 2, ...}. We recall that the falling factorial is defined as

plo) — _I(t+D)
= T—atD"
The following three results and their proofs can be found in [3] and [4].

Theorem 1.1. Let f be a real-valued function defined on N, and let ., v > 0. Then the following equality holds

AT [ATHFO] = ATE F) = ATH[ATVF(D)].
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Lemma 1.1. Let &t # —1 and assume u + v + 1 is not a non-positive integer. Then

avew - _LTBAD g
'(w+v+1)

Theorem 1.2. For any v > 0, the following equality holds:

t —aqyv-D
ATVAf( =AATVF(O) — %f(a), (1.2)

where f is defined on N.

The p-th fractional difference is defined as
Afu(t) = A" Vu(t) = AT (AT u(t)),

where ¢ >0 and m — 1 < ;© <m, where m denotes a positive integer, and —v = —m.
In Section 2, we give an alternate proof for Leibniz formula derived by Miller and Ross [19] for the fractional sum of the
product of two functions

o0

A (fO =) (‘k"‘) [A*g®][ag ™ fe +b)],

k=0

where f is defined on Ny and g is defined on Ny U Ng. Then we derive another version of Leibniz formula in which both
functions f and g are defined on the set of integers.

In Section 3, we introduce definitions of left and right fractional difference operators. Then we state and prove the
summation by parts formula in discrete fractional calculus.

In Section 4, we introduce simplest discrete fractional calculus of variations problem and derive Euler-Lagrange equation.
This section provides a good example where one can see that the summation by parts formula takes a place.

Finally, in Section 5, we construct a model to minimize growth of a tumor. We claim that the tumor size, as a function
of time, fits well in Gompertz fractional difference equation. A series solution of the Gompertz equation is obtained by the
method of successive approximations. We illustrate our findings with some graphs.

2. Leibniz formula

One question which may arise in discrete fractional calculus is whether the product rule for fractional difference operator
is valid in a similar way that we have in discrete calculus. The answer to this question can be found in an early paper by
Miller and Ross [19]. Here we give an alternate proof to Leibniz formula for o-sum with carefully stating the domains of
the functions.

Lemma 2.1. Let f be a real-valued function defined on Ny and g be a real-valued function defined on N, U Ny, where « is a real
number between 0 and 1. Then the following equality holds

o0

a0 =3 () [aeo]a; e o)

k=0

where t =« (mod 1) and
—o\ '—a+1)
k) Ik+Dr(—a—k+1)

Proof. By the definition of discrete fractional sum, we have

R

1 o
87D = 1o (t—0) "V Fs)ee),

S

Il
o

where t =« (mod 1).
By Taylor expansion of g(s) [9, p. 40], we have

= G=n® S Ak ®
g(s)_,;oTA g(r)—g(—l) —g (e ®+k)T.
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Thus by substituting Taylor series expansion of g(s) in the sum, we have

t—a
A (OO = 7 Z —o(s)*” lV()Z( Dk g()( a(s)+1k)"Y.
s:O k=0

Since t —o ()@ Vt—o@6)+k® =t +k—0(s) @D we have

A" (t) (t+k)—(a+k) @)
_ atk—
A OO = )Z(— 1k Y (t+k-0() ().
s=0
Since (—1)k = % for any nonnegative integer k, the above expression on the right becomes
Z( ) )[A"g(t)][Ag("‘+ 'fe+b)]-
k=0

This completes the proof of the lemma. O
Next we state and prove another version of Leibniz formula.

Lemma 2.2. Let f and g be real-valued functions defined on the set of integers and « be any real number between 0 and 1. Then the
following equality holds

o0

AR =Y (7{“) [Vkgt —)][a, @™ r0)],

k=0

where t = @ (mod 1) and
—a\ r—a+1)
k) Tk+DI(—a—k+1)

Proof. By the definition of discrete fractional sum, we have

t—o
_ -1
A (fR)() = Z (t-0©)“ " f(5)g0).
s=0
By Taylor expansion of g(s) (see [2]), we have
00 k 00
_ (s—1) k _ k *) vk g(t)
g)=) Ve =) (-Vie-9Y—=,
k=0 k=0
where (s — t)’} = Zﬁs(;—f{f) is the raising factorial power.
Thus by substituting Taylor series of g(s) at t — « in the sum, we have
— k
1 Vgt — o)
A (fE)() = —) Z t—0() "V fGs )Z( s —a)®.
s=0 k=0

Since Zg;‘;‘_a_kﬂ (t—a—s)®=0and (t —o (&)@ Dt —a —5)® =t — o (s)) @D we have

A*(fE) () =g(t —a)A™ “f(t)+—Zr( 1Y ( VSO pyhag @ o),

o) £
Since (—1)k = % for any nonnegative integer k, the above expression on the right becomes
Sy
- —(a+k
> ()i e -ellag o],
k=0

This completes the proof. O
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Example 2.1. Let us derive the «-th order difference of the product tf(t), where f and t are defined on Ny and on Ny U Ny
respectively, and 0 <« < 1.
It follows from Lemma 2.1 that

AY(tf ) =AM (e ) = A i (_1 ,j a)AktA‘“‘““‘)f(t +h).
k=0
for t = (mod 1).
Since A¥t =0 for k > 2, we have
A (tf ©) = A[tA™ D F(©) + (@ — DA F P f e+ 1],
AY(tfO)) = ATV FE+ 1) +AY F O + (@ — DA f(e+ 1),
AY(tf () =A™ f e+ 1) +tAY (D), (2.1)

for t =« (mod 1).
If we consider the domain of the function g(t) =t as the set of integers, then it follows from Lemma 2.2 that

AY(tf () = AT f () + (E+ ) A% f (D). (2.2)

One immediate observation can be made. Since limy_.1 A% = A (see [19]), we apply limit to each sides of the formulas
in (2.1) and (2.2) to obtain the forward difference of the product tf (t) in discrete calculus, namely,

A(LfF®) = fE+ D +EAFE) = fO) + (E+ DAFQ).
3. Summation by parts formula

In order to obtain summation by parts formula in discrete fractional calculus, we shall start with defining left and right
discrete fractional difference operators.

Definition 3.1. Let f be any real-valued function and o be a positive real number between 0 and 1. Then the left discrete
fractional difference and the right discrete fractional difference operators are defined as follows, respectively,

t—1+a
AFFO =0T O = oA Z ~0(9) 7" f ),
t=a+1—«a (mod 1),
b
TN (B PO 3 (—0)
pAFSO) = =ApA V() = € A)SZHZH(S a®) " f(s),

where t =b+a —1 (mod 1). We will use the symbol A% for ;AY except otherwise stated.

Theorem 3.2. Let F and G be real-valued functionsand 0 <o < 1.If Fb+a —2)=0and Fa+a —2)=00rGla+a —1)=0
and G(b + o — 1) =0, then the following equality holds

b—1 b—1
D FGs+a—1)sA% 4 166 =) Gs+a—1)pra1ATFP(s+2(a — 1)),
S=a S=a

where FP = F o p with p(t) =t — 1.

Proof. Using the definition of fractional difference on the left side of the equality, we have

b-1 b-1
Y Fsta—1)5A%, G =) Fs+a—1DAAT"9G(s).
S=a S=a

Using summation by parts formula for A-operator, we have

b—1 b—1
—(1— —(1— b —(1—
Y F+a—DAA V6 =Fs+a—2) 0,4 V6|, Y sArly Y COAF s+ —2)
s=a —
b—1 s—(1-a)

( a)
“T-aw —a) Z Z -0 (1)) G(T)AF(s+a—2).

S=a t=a+a—1
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Next we may interchange the order of summation in the double sum to obtain

b—2+a

( a)
—-0(T G(T)AsF(s+oa —2
oo _a) > Z ()G AsF( ).
T=a+a—1s=1+1-«
Let us call u =t + 1 — «. Then the above expression becomes

b—1b-1

ZZ(s— a—uw)PCu+a—1AF(S+a—2). (3.1)

u=as=u

-1
F

Now let us look at the following expression closely,

_ - o — ) _
r(1—a);(s a—u)"HAF(s+a—2). (3.2)

Using summation by parts formula for A-operator, we have

b—1
Y s—a—u)"YAF(s+a—2)

S=u
b—-1
=[s—a—u-D"DFs+a-2)] - Ass—a —u—D"DF(s+o—2).
S=u

Since [(s — o —u— 1) F(s + o —2)]|5 =0, then

b—1 b—1
-1 1
(—a) _ (—a)
S—o — AGF(s —2)= Ass—a—u-—1 F(s -2
i Sézu( o —1u) sF(s+a—2) Td—o SE:u sC—a—u—1) (s+oa—2)

b—-1

1
= (oz) s—a—u—1)TT"YF(s+a—2).
EETAPS
It follows from [10, Theorem 8.50]
b—1 b—1 ;
MY - - VFsta-D=ad (s—a—ow)  VFs+a-2).
S=u S=u
Hence the expression in (3.2) becomes
1 bt 1 b—1
(—a) — (—a)
_ s—a—1u AsF(s+a — —A Ss—a—1u Fs+a—2
Fi—a Z( VTOBF G+ -2) = rr—os g( )TOF(s+a—2)
_q b—1 )
=——A s—ou+a—1) YFP(s+a—1
A=) ug( u+a—1) (s+a—1)
1 b+a—1 (—a)
=——(—A s—ow+2a—2)"YFP
T —a A Yo (s—ow+ ) )
s=u—1+o

= pra—1 ATFP (u+2(a — 1)).

Replacing this back in (3.1) we have the desired result. O

Remark 3.1. If we prove the equality in Theorem 3.2 starting from the right side of the identity, then we use the conditions
Ga+a—1)=0and Gb+a—1)=0.

4. Simplest variational problem in discrete fractional calculus
The calculus of variations is one of the old theories in mathematics, yet is very much alive and is still evolving. Besides

its mathematical importance and its links to other branches of mathematics, such as geometry or differential equations, it
is widely used in engineering, economics and biology to optimize several problems.
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The theory of calculus of variations in fractional calculus has been first introduced by Agrawal [1], and then developed
by other scientists [12,13].

Here we will demonstrate one application of the summation by parts formula (Theorem 3.2) which we derived in Sec-
tion 3, and introduce the calculus of variations in discrete fractional calculus.

Let F(t,u, v) be a real-valued function with continuous partial derivatives and © be the set of all real-valued functions y
definedon [a+ o —1,b+a — 1] C Ngpg—1 with y@a+o —1)=yg and y(b+oa — 1) =yp.

We consider the following functional

b—1
JWI=) Ft+a—1yt+a—1), (AT, 1y ®),

t=a

where « is a real number between 0 and 1. Here our aim is to optimize this functional assuming that it has an extremum.
This is called the “simplest variational problem” in discrete fractional calculus. To develop the necessary conditions for the
extremum, let us assume that y*(t) is the desired function such that

y(t) =y*(t) +ent), €eR,

where 1 € 2= {w|w(t) is a real-valued function defined on [a+« —1,b+a — 1] with n@a+ o —1)=nb+ o —1)=0}.
Since (AJ,,_; is a linear operator, we have Ay, ,_,y(0) = (A , 1 ¥*(0) +€AL, (D).
If we substitute this expression into the functional, we have
b—1
Jy +en) =) Flt+a—1,y*C+a—D+ent+a—1), (Al 4 1Y (O + €Al 4 110).

t=a

Then differentiating J(y* + €n) with respect to €, we have

9 * e b—-1
¥ = Z[Fu (t+ta—1,yt+o—1), (AY o 1 yO)nt+a—1)
t=a

+F(t+a—1,yt+a—1), (A%, 1¥(®) AL ,_1n®)],

where F, and F, are partial derivatives of F(-, u, v) with respect to u and v respectively.
Therefore for the functional J[y] to have an extremum at y = y*(t), the following must hold

b—1
aJ(y*+en)
71 yae i 0: E Fun(t+ot—l)+thAg+a_1n(t):O. (4.1)
€= t=a

Using summation by parts formula in discrete fractional calculus (Theorem 3.2), we have

b—-1 b—-1
D Ryt a—1 AL, 1) =Y nt+a—1)pa 1 AFF)(t+2(a - 1)),
t=a t=a

where Fy(T) = Fy (T, y(T), 1Ay, 1 Y(T —a +1)).
Hence (4.1) becomes

b—1
Y [Fult+a =1yt +a—1), ALy 1¥O) + pra1 AFFY (t+2(@ — )|t +a — 1) =0.

t=a
Since n(t + o — 1) is arbitrary, we have
Fu(t+o—1,y(t+a—1), (A 1¥O) + bra—1AYFY (t +2(x — 1)) =0,

onfa+1,b—1].
We just proved the following theorem.

Theorem 4.1. If the simplest variational problem has a local extremum at y*(t), then y*(t) satisfies the Euler-Lagrange equation
Fu(t+a =1yt +o—1), (Af o 1Y) + pra—1 AFFY (€ +2( = 1) =0,
fortela+1,b—1].
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5. Gompertz fractional difference equation

Tumor growth, a special relationship between tumor size and time, is of special interest since growth estimation is very
critical in clinical practice. Three different terms are typically used to model growth behavior in biology: exponential, logistic
and sigmoidal. Tumor growth, however, is best described by sigmoidal functions. In 1825, Benjamin Gompertz introduced
the Gompertz function, a sigmoid function, which is found to be applicable to various growth phenomena, in particular
tumor growth (see [14]). The Gompertz difference equation describes the growth models and these models can be studied
on the basis of the parameters a (growth rate) and b (exponential rate of growth deceleration) in the recursive formulation
of the Gompertz law of growth [8].

The Gompertz difference equation in [8] is given by

InG(t+1)=a-+bInG(t).
Next we introduce Gompertz fractional difference equation

AInGt—a+1)=b-1)InG{) +a. (5.1)
For simplicity if we replace In G(t) = y(t), we obtain

Afyt—a+1)=b-1Dy) +a. (5.2)

Next we are concerned with the following optimization problem

T-1
Jiyl=min ) U(yt+a—-1)
t=0

with a constraint
AZy(t—a+1)=0b-Dy®) +a, y0) =c
or
A2 yt)=b-1Dyt+a—1)+a

where y(t) is the size of tumor and U is a function with continuous partial derivatives.

We have
T-1
Jlyl= Z{U(y(t—}-a —D)+rt+a—-1(AS_y®) —b-Dyt+a—1)—a)}.
t=0

It follows from Theorem 4.1, Euler-Lagrange equations with respect to A and y are

Uy(yt+a—1) = At +ao—1)b—1) +140-1 AFAP(t+2( — 1)) =0, (5.3)
or
1 T+a—1 Ca
Uy(yt+a—1) —at+a—-1b-1)+ m(—ms—%_l(s —o(t+Qa—1)) “a(p®),
and
AG_y®) —(b-1yt+a—-1)—a=0, (5.4)

where t € [1,T — 1].

At this point, to the best of the authors’ knowledge, there is no known or published numerical methods of solving the
above systems of Eqs. (5.3)-(5.4). Therefore we shall focus on proving the existence and uniqueness result for the Gompertz
fractional difference equation (5.2) with an initial condition y(0) =c.

Consider the following fractional difference equation with an initial condition

AJyt—a+1)=f(t,y@®), t=0,1,2,..., (5.5)
y(0)=c (5.6)

where o € (0, 1], f is a real-valued function, and c is a real number.
Applying A~% operator to both side of Eq. (5.5) and with t + o — 1 shift at the same time, we obtain

ANy =ATYf(t+a—1,y(t+a —1)),

where t=1,2,....
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Applying Theorem 1.2 to the left-hand side of the above equation, we get

t+a—1)@Dy(0)

ATAYY () = A *AA Tyt = AACAT0" Dy ) —
I' o)

Hence we have

CCta-neh o @-1)
y(t) = ot T@ g(wa ~1-0(9)“" " f(s,¥09), (5.7)

fort=0,1,2,....
The recursive iteration to the sum equation implies that (5.7) represents the unique solution of the IVP.
Next we obtain a solution for Eq. (5.2) with an initial value condition y(0) =c.
Replacing f(s, y(s)) = (b — 1)y(s) +a in (5.7), the solution of the IVP (5.5)-(5.6) is

Ctta-ned o @-1)
y(t) = @ c+ ) g(t#-oz—l ~a(s)) [(b—1y(s) +a].

Next, we employ the method of successive approximations. Set

t+a—1)@D
YO(t)Z—(+a ) c+A%t+a—1)O,
(@)
Ym®) =b—-DA yp_1t+a—-1), m=1,2,....

Apply the power rule (Lemma 1.1) to see that

yi)=b-1DA "yt +a 1)

20 — 2 Qa—1)
=c(b—1)(t+ @ —2) +b-DA 2t +20 —2)©
I'Ca)

and

Y200 =(b—-1DA y1(t+a 1)
t+30 =3 Ba-1)
—cp— 1303
I'Ga)
With repeated applications of the power rule, it follows inductively that
(t+ @+ D@ — 1D @ D = 1)
r(m+Ma) rm+Da+1)
Y o ¥m converges to the unique solution of the initial value problem
Agyt—a+1)—(b-1yt)=a, y0) =c.

Hence we have

yoO=c) b-1"

m=0

+(b—1)%*A%(t + 30 — 3)©.

ym(®) =cb—1)"

e}

(t+ M+ (o — 1))(mtDa-1) +aZ(b—l)m (t + (m+ 1) (o — 1))(m+De)
r'((m+ ) r(m+Ma+1) i

One immediate observation can be made. Set « = 1. Then
£m+1)

y“)‘cz(b " Fm +1>+"Z(b Ty

Since the IVP with oo =1 (see [16]) has the unique solution y(t) = cb" + z%5b" — %5, we obtain the equality b* =

> (b?—!wt(") which appears as a special case of [9, Lemma 4.4] for a time scale T = Z, the set of integers.

The solution of Eq. (5.1) is G(t) =eY®.

In biomedical research, growth comparisons are very important especially for tumor growth. These comparisons are
made according to growth stimulation or growth inhibition.

There are two ways to measure growth alterations which are typically used in literature: Assays with time as the in-
dependent variable and the changing tumor size as the dependent variable or assays with tumor size as the independent
variable and the time to reach a given size as the dependent variable. Since the experiments are limited in time these
assays generally measure alterations of growth rates. Thus, growth stimulation or growth inhibition refers to an increase or
a decrease of the growth rate (see Fig. 1 for « =1, « =0.94 and o = 0.83).
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5 10 15 20 5 10 15 20
Graph1 Graph 2 Graph 3

Fig. 1. Alterations of growth (Graph 1: Control growth (a=2,b=0.85,c=1,Y: « =1, X: « =0.94, Z: o =0.83), Graph 2: Stimulation (¢ =2, b =0.9,
c=1,Y:a=1 X: «a=0.94, Z': a=0.83), Graph 3: Inhibition (a=2,b=0.7,c=1,Y: a=1, X: «=0.94, Z': «=0.83)).
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