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Abstract

Mathematical model of Neurospora occurrence with light effect is studied. There
are composed of finding equilibrium points, suitable parameters. for stable and limit
cycle condition 'cases. It consists of Routh-Hurwitz criteria. and presented by
numerical methods with several graphs. Moreover,we developed a new computer
program with Runge-Kutta-Fehiberg’s method (RK6) for showing the results that can

compare with the old research results.
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NAUMTH (3.35) aelé

v, B 0 0 v, A
k, —(k+k) 0 k
ol Babueh) 2 (3.36)
0 k ~,C 0
0 k, 0 -k,-v,D
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Asvanuzlatisvasgnange aunsadiildlagnasldndnnisgsiieeils

% 4 1o [ T w
(Routh- Hurwitz) #eladndumeswia@unismaAdnyagianiy

naun1sdnvauziants el el +ad+a; =0 19nuMv0335%11805735
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e a, a, a, way a,Aeauns (3.39) (3.40) (3.41) wag (3.42) muddiy
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Asymptotically Stable
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Aq v 5 1 A
TogARaruanudunay (L) yivua 4 e@o
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v =55v =10,v,=30,v,, =17,k =0.7,k=04,k = 0.8,k =0.05,
K =02,K;=08,K,=12,K, =02,n=4,L'=0.002
Zlsnannadie
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o

ad - a -1
9. ﬂﬁmﬂ%ﬂu Stable 4AIMNITIUNDIAIU

v, =45y =0.5v,=3.0,v, =1.7,k, =0.7,k =04,k =18k, =0.5,
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2. N3l L=1
n. nsiidu Limit Cycle famswoiwad
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K, =03,K =08K,=14,K;=04,n=5L=1

eldynaunane
(M,F.,F;,F,)=(2.91103,1.71046,0.483161,1.05131)

3. st L =400

n. ns@fdu Limit Cycle damisatlinadaad

v =95.0,v. =470.0,v, = 65.0,,, =4.5, k. =5.0,k = 6.6,k =5.5.k, =11,
K, =0.04,K,=0.6,K,=1.0,K,, =0.1,n=4,L =400

wligpalnafe

(M,F,,F, F,)=(1.80224,0.792509,0.0875122,0.525576)
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9. nsandy Stable SAmnsniimasaall

v =95.0,v, =470.0,v, =35.0,v,, =1.5k =50,k =6.6,k =1.5k, =0.1,
K, =0.04,K, =06,K, =1.0,K,, =0.1,n =4, =400
wlognannafe

(M, F,,F,,Fy)=(1.41521,0.880271,0.199032,0.541681)

4. nsdEA L=1000

ad g e ) a o oA
n. nsUNtU Limit Cycle 4AMM1510AD5ANU

v, =250.0,, =1200.0,v, =150.0,v,, =6.5,k, =5.5,k=3.5k =6.0,k, =10,
K, =0.04,K,=04,K, =1.0,K,, =0.05,n=4,L=1000

wlsgnaunare
(M,F_.,F;,F,)=(1.65897,0.995047,0.0237696,0.328634)
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9. nsdifdu Stable fidwsiwmesie
y, =250.0,v, =11000,v, =150.0,v,, =6.5,k, =55,k =3.5k =1.0,k, = 1.0,
K, =004K =04,K, =1.0,K,, =1.5,n=4,L=1000
wloynaunane

(M, F,.,F,,F,)=(1.64031, 2.11531,0.0519199,0.497184)
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Ja9AnM1vanYallsn (Runge-Kutta-Fehlberg’s)
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3.2.3 WNUNTINNI3N9IUYIIB31AAAvRRMYaITsn (Runge-Kutta-Fehlberg’s)

.

v

Data of Stable and Limit Cycle

t,m,fc,fs, fn,EAm, EAfc, EAfs; EAfn, i

43

W
N while ((EAm >=-E)- |  (EAfc >= E){ (EAfs >= B) | (EAfn >= E))
= wvs*((klon)/ ((klfn)+(fn”n) )) =vm*{m/ (km+m) Y+ L' ;

(ks*m) = (k1*fe) + (k2*fn)-(k*fc);
(k*fc)=vd* (fs/ (kd+£fs) )i
(kl*fc)=(k2*fn) -vdn* (fn/ (kdn+fn)) ;

T < e
" B

!

kl, k2,k3,k4,k5,k6

|

myfc, LfsyEn, t

y

EAm, EAfc, EAfs, EAfn

plet graph m, fc, fs, fn
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Abstract. This research is about a developed mathematical model for
Neurospora biorhythm. The model can preserve useful in clarifying the
periodic biological phenomena system, and save much time for the Neurospora
mechanism experiments. Both of the biochemical variables and the light-dark
cycle are considered in the set of differential equation. A bifurcation analysis
and the state of variations in the parameters are carried out to determine which
parameter has greatest effect on the system. Computer Simulations of the
biorhythms of this model for two types of states, stable and limit cycle are also
performed.

Keywords : Neurospora Biorhythm, Bifurcation Analysis, Limit Cycle, Stable

1 Introduction

Interest in biorhythm mathematical model has been growing in recent
years as a result of several active and at times controversial, areas of research.
The day/night or circadian rhythms with circulating melatonin in vertebrates or
a neurospora biorhythm model with light/dark cycle is well known and
reasonably well understood [1, 2]. It is well documents for this research is
about a modified mathematical model for neurospora biorhythm. Biological
systems have long been proving by theoretical models that useful in clarifying
the conditions in which periodic phenomena [3, 4]. The previous model for
oscillations resulting from negative feedback loop was due to Goodwin [5].
The purpose of the present article is to examine both of the biochemical
variables and the light/dark cycle by the sets of differential equation system.
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2 Model Formula

2.1 Mathematical Model

The sole negative regulation based on resulting for the previous model
studying oscillations Drosophila [4, 6]. The role of the PER-TIM complex in
the negative feedback on gene expression in Drosphila is done by FRQ in
neurospora [7]. A further differential pertains to the effect of light, which
controlled TIM degradation in the fly [8-11]. The modified mathematical
model system of neurospora biorhythm differential equations is

dM : K] = Mo (1)
dg K+ K, +M

d;‘ =k M~k¥, + K, i =hF )
ﬂ:kFC -7 fs (3)
dt &3+,

E, F,
4 t" =k =R Py = Vay 7 £ 4)

daN R FN

In these system (Eq.1-Eq.4), there are 4 variables M, F., F;, and F),
in equation (Eq.1) denote the concentrations of the frg mRNA and the cytosolic,
stable and nuclear forms of FRQ respectively. F, = F, + F; + F,, is the total

concentration of FRQ protein which is denoted F, . Parameter v, denotes the
rate of frq transcription, the constant K, related to the threshold of the frg

transcription before nuclear FRQ represses this process. The constant 7 is the
Hill coefficient, v, is the maximum rate of frg mRNA degradation and the

Michaelis constant K, related to frg mRNA degradation and eventually L is
the illuminance which is its unit is Zux or /x. The constant k, is the rate of
FRQ protein synthesis, the constant &, and k, denoted the transport of FRQ

protein into and out of the nucleus of Neurospora in the 2" equation (Eq.2).
The third equation (Eq.3) the constant & is the rate of cytosol FRQ which is
turned to be stable FRQ, the constant v, is the maximum rate of stable FRQ

degradation and Michaelis constant K, related to this process. And the last
equation (Eq.4), the constant v, is the maximum rate of nuclear FRQ
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degradation and Michael’s constant K, related to this process. The process is
shown in the Fig.1.

LIGHT
C
; v i
v, frg transcription Nuclear FRQ (F,)
£} vd'
frg mRNA (M) & FRQ(F) %

Fig.1 Scheme of the model for circadian oscillations in Neurospora

2.2 Model Analysis

The system described by equation (Eq.1) to (Eq.4) has two positive
steady state (0,0,0,0) and ( M ochu:Fsﬂst‘,) where

\) K, (Fy L+ K[(L+v,))
. ¢ Fo (L=7, )+ KML=v,+v, )"
v kM, +k,Fy
7 e "N I Sl £l : i 2SS BT 6 W d
Ny ! ™, Mo & kl+k an
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kK, | kMo + k|| -K; Ki e

Ly el

K, +M,
k| kM, +k|| -K] —#mﬁ—"lﬁ—-

L-v, —
K, +M,
(k+k )| —vy+ k)
1

The non-vanishing steady state (M o B, ’FSH?FNQ) interested in solving

by bifurcation analysis. We applied for studying a linearization of the system at
its steady state and do consider stable and limit cycle analysis.

From Egs. (1), (2), (3) and (4), we consider the interval of steady state
points that satisfy the stability. Due to (M D,Fco,Fso,i"“,\,n) is the steady state

point so g (M, F,,.Fy ,Fy ) =0 3i=12,34

Since the solution converges to (M ol La ) ,we transform the non-

linear equations by defining new variables that is

m=M-M,, [fc=F-Fg,

fs = F; —F; and.f, = Fy=F, .If M,F,F;

and F, converges to (MD!FCU’FSU’FNGL m, fes fs and f), converges to 0. So
we obtain M =m+M,, F, = fo +Fg ,Fs = fs+ F; and F = fy + F,

where M, F_,F; and F, are constants. Then, the system has been
0 0 0

dm _d(M-M,) dM

dr

dt dt

:gI(MO’FCD’FSn’FNu)

=gI(M0+m!FC}, +fC!FSD+j:S"FNﬂ+fN)
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dar. d(F--F.) ar

=82(M0+m’Fc,, + for Fs, + fs: Py, +f~)

d d\Fs-F; ) dF
'{Tj’z ( ?dt 9)= d::g}(Mo’FCn’FSG’FN")

=g3(Mg+msFCB+f‘C9FSO+fS’FNn+fN)

ar, d(EASPL) ae
_c%‘: Nd: . )= ;;1';V :g4(M°’FC°’F5“’FN°)

=& Mo+ moF A B+ Sy B, +fv)

We expand the right hand side by using the Taylor approximation. So we get

5
%,r:—? :gl(Mo’FC" ’FS"’FN”)+623;—;(M°’FCH’FS°’FN|> Jm af*!, (MO'FCD’FS‘.,’FNo )fc 1
g‘;;;—(MD,FCD.FSG,FNa )5 +§%(M{,,FC°,F&_,FNU ) fis +O(h)

%f = A MBF . Fo ol )+—2—%(M0,FCU,FSD,FM )m+§§—z(M0,FCD,FSD,FNO ) e +

G
iz (M, Fy Fy )i + O(R)

a—'~">’2-(;\4 B, F, FN")fs+a
N

aFS 0> &0 & 52

o (5}
%":gJ(Mu'Fca’an’Ev )+$(M01FC.,’FS.}’F:VQ)m+a;§}(M0’FCa’FSn’FNo)ff &

c

5 (5
o (MorFos P P Wit op (Mo Fo B Eu) o+ O(h)

J 0, a
d2.=g4 (Mu’Fc‘nnFs,,’E‘\’u)'l’g_f_;(Mo’Eh‘FSu'FNn )m+.‘é§":_.(M°’FCo’FSn’FNu )j;: i

) )
a;f;;(Mchu-Fs,,sFNn)fs*'ai: (MO’FCU’FS,’FNB)fN +0(h)

bUt gf(Mﬂ’FCu’FSD’FNU)=O ;i=1,2,3,4
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Then, the system has been
am) (Bi(m,.F. F P, @LM Fo B ) LM F P ) (M, Fy Fy
P aM G2 S ' aFS 0’ S " aF Ny
% gif_z(M“‘ﬁn F’a F"l) gf; {M“‘F;‘-h'};;u’FN-) éa-g‘;’:—z(M“'F(l'F:sl’FNn) aF (M F F F"'l) }"
_| @ b 5 “l+o(h)
df, 5 0 &/ og 1
T,;;L E_i;(M:: FCu Ffu’FM) a‘f': (anf}h“F:‘-‘FNa) —5‘%_(“”’}?&‘&&5‘%) aFJ (M F F FV.} f:-
d, 3 2, y &
TSR AT RN AR TN

where 4x4 matrix
M{,,F FS,,’FND

is called the Jacobian Matrix of the system at

So we linearized system at (M ook s, Py, ) , the system becomes

- 2 (1., By Fo) %(M,,.FQ.FSD.FNH) -gg;L(M,,.F%,ﬂ“,FNG) (M P o B ))

de | |08 (1, ) DB Fy) B(MF R MR R,) ([
di 4 5 ¢

- 17 (%)
537 ‘gi(Mn,F EAR) 2‘;’,(%, POk gi(Mﬂ,F PoF) P_&( Fy) 1"}

5 JN

4 || B : Bt

| | B ) Bl ) SlMrafote) B i)
After we find derivatives of g, (Mu, Fy  Fy ) 1i1=1,2,3,4 ,it has been

ff Kn Fﬂ‘l

dm _vm__fl'_._z. 0 0 _v’_‘"_”_u_?

d (K. +M,) (K7 +£%)

dfe k, (k, +k) 0 ky i

@ | K, Te | (6)
s . EP 0 /.

o (ki E3) 7,
.‘.ifl 0 k] 0 —kz_"nw K«w

dt (K,W +F, )
Let

n n=1
£ K/nF, iy K, L 4 and D'= Ko
(Kf” + F, ) (Km+M0) (Kd +F.S‘o Kﬂw +FN )
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which we substitute to (6) ,s0 we can use
-v, B’ 0 0 v A
k, —(k+k) 0 k,
J=
0 k -v,C' 0 (7
0 k, 0 -k, —v,D'
Let det(J—}J) =0
-v,B' -4 0 0 -y, A’
k —(k +k)=4 0 k
s ( 1 ) ! 2 % 0 (8)
0 k =2 C' ~4 0
0 k, 0 —k, = v D' = A
Hence Arai +a,A’ +a,A+a,=0 9)
where a, =k+k +k,+Cv,~Dv,y+Bv, (10)

a, =—D'kyv, + Bky, + Bk,y, ~BDvyv, + C'v,(k+k,=Dvy +Bv, )+

k(k,+Cv, —Dv, +Bv,)

(11)

a, = —B'v, (~kk, + D'kvyy + Dl ) +Cv, (BV, (ky+k;) = D,y (ky + Bv,)+

k(k,—D'v,, + Bv,))+Akky,

a, =Cv, (=B, (=kky+ D'k + Dk, )+ Akk,v,)

(12)

(13)

We find the stability of steady state points by using Routh-Hurwitz

criterion that we don’t have to find the eigenvalues. The conditions are a, >0,
a,>0, a,=20 and ga,a, > a; +a’a,. If the parameter values satisfy these
conditions, the steady state points will be asymptotically stable.
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3 The Parameter Values and Numerical Simulations

3.1 The Parameter Values

From Egs. (1), (2), (3) and (4), we consider the illuminance (L) for four
values is

1. L=0.002 lux

The steady state point is(3.16032 ,1.89301,0.40514 ,1.18785), in case
of limit cycle. The parameter values of limit cycle state are v, =5.5, v, =1.0,
v, =3.0,v,, =V7,k =07k=04,% =084%,=0.05K, =02,K,=038,
K,=12,K; =02,n=4,L=0.002

The steady state point is(1.96913 ,0.997289 ,0.184038 ;,1,63128) , in
case of stable. The parameter values of stable state are v, =4.5,v, =0.5,
v, =30, vy =17k, =0.7,k =04,k =18k, =05,K, =2.0,K, =0.8,
K,=12,K, =12,n=4,L=0.002

2. L=Vlux

The steady state point is(3.79256 ,2.87819 ,1.06361 ,1.31337), in case
of limit cycle. The parameter values of limit cycle state are v, =5.5,
v, =2.0,v, =40,v,, =22k =09,k=06,k =0.7,k; =025, K =03,

K, =08K,=14k,=04,n=51L=l]

The steady state point is (2.91103,1,71046 ,0.483161,1.05131) , in
case of stable. The parameter values of stable state are v, =4.0,v, =2.0,
v, =4.0,v,, =22,k =0.9,k=0.6,kp=1.7k=125,K, =03,K, = 0.8,
K,=14,K, =04,n=5L=1

3. L =400 lux

The steady state point is (1.80224 ,0.792509 ,0.0875122 ,0.525576),
in case of limit cycle. The parameter values of limit cycle state are v, =95,
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v, =470.0,v, =65.0,v,, =4.5,k, =5.0,k =6.6,k =5.5,k, =1.1,K, =0.04,
K, =0.6,K,=1.0,K, =0.1,n=4,L =400

The steady state point is(1.41521,0.880271,0.199032 ,0.541681) , in
case of stable. The parameter values of stable state are v, =95, sv, =470,
v,=350,v, =15k =50,k=66, k, =15,k =01 K, =0.04, K, =0.6,
K,=10,K, =0.1,n=4,L=400

4 L=1000 hex

The steady state point is(1.65897 ,0.995047 ,0.0237696 ,0.328634),
in case of limit cycle, The parameter values of limit cycle state are
v, =250 v, -=1200,v, =150,v,, = 6.5,k =5.5,k=3.5,k =6.0,k, =1.0,

K, =004 ,K,=04,K,=10,K, =0.05n=4,L=1000

The steady state point is(1.64031,2.11531,0.0519199 ,0.497184) , in
case of stable. The parameter values of stable state are v, =250,v, =1100,
v, =150.0,v,, =6.5, k, =5.5,k=3.5k =10, k=10, K =004, sK, =04,
K,=10,K,, =1.5n=4,L=1000

3.2 Numerical Simulations

We can verify all parameter values by using numerical method, the
fourth-order Runge Kutta method, and solution curves as follows.
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Fig. 2. In case of limit cycle state, frg mRNA and total FRQ protein vs.
time in 5 hours with L =1000 /ux.

Ft

Fig. 3. In case of limit cycle state, frg mRNA vs. nuclear FRQ in 2-dimension
and frg mRNA vs. nuclear FRQ vs. total FRQ protein in 3-dimension with
L =1000 /ux.
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frq mRNA(M)

Total FRQ (Ft)

Time{hour)

Fig. 4. In case of stable state, firg mRNA and total FRQ protein vs. time in 5
hours with L =1000 /.

Fig.5. In case of stable state, frg mRNA vs. nuclear FRQ in 2-dimension and

frg mRNA vs. nuclear FRQ vs. total FRQ protein in 3-dimension with
L =1000 lux.
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4 Conclusion

The model for Neurospora and Drosophila, we modified the new
Neurospora model with light. That is the incentive which is the system (Egs.
(1), (2), (3) and (4)). More importantly, we considered the illuminance as
follows

(i) L =0.002 lux, for example, is moonless clear night sky with airflow.
(i) L =1 lux, for example, is full moon overhead at tropical latitudes.
(iii) L =400 lux, for example, is sunrise or sunset on a clear day.s

(iv) L =1000 lux, for example, overcast day or typical TV studio lighting

From the system, we can find the steady state points and parameters
which satisfy limit cycle state and stable state as follow in section 3. These
values can be verified by using the fourth-order Runge Kutta method and
solution curves that show in previous section. Moreover, all parameters will be
very useful for scientist or researcher who would like to restrain the growth of
Neurospora because it always grows in their laboratory and experiments.
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