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ERROR ANALYSIS OF TAU-LEAP SIMULATION METHODS

BY DAVID F. ANDERSON * ARNAB GANGULY * AND THOMAS G. KURTZ *
University of Wisconsin - Madison™

We perform an error analysis for numerical approximation methods of
continuous time Markov chain models commonly found in the chemistry and
biochemistry literature. The motivation for the analysis is to be able to com-
pare the accuracy of different approximation methods and, specifically, Euler
tau-leaping and midpoint tau-leaping. We perform our analysis under a scal-
ing in which the size of the time discretization is inversely proportional to
some (bounded) power of the norm of the state of the system. We argue that
this is a more appropriate scaling than that found in previous error analyses in
which the size of the time discretization goes to zero independent of the rest
of the model. Under the present scaling we show that midpoint tau-leaping
achieves a higher order of accuracy, in both a weak and a strong sense, than
Euler tau-leaping; a result that is in contrast to previous analyses. We present
examples that demonstrate our findings.

1. Introduction. This paper provides an error analysis for numerical approximation methods for con-
tinuous time Markov chain models that are becoming increasingly common in the chemistry and biochem-
istry literature. Our goals of the paper are two-fold. First, we want to demonstrate the importance of consid-
ering appropriate scalings in which to carry out error analyses for the methods of interest. Second, we wish
to provide such an error analysis in order to compare the accuracy of two different approximation methods.
We perform our analysis on the Euler tau-leaping method first presented in [11] and a midpoint tau-leaping
method developed below. The midpoint tau-leaping method will be demonstrated to be more accurate than
Euler tau-leaping in both a strong and a weak sense, a result that is in contrast to previous error analyses.
We will discuss why previous error analyses made differing predictions than does ours and argue that the
scaling provided here, or variants thereof, is a more natural and appropriate choice for error analyses of such
methods. We also provide examples that demonstrate our findings.

1.1. The basic model. The motivation for the class of mathematical models under consideration comes
from chemistry and biochemistry, and more generally from population processes (though we choose the lan-
guage of chemistry throughout the paper). We assume the existence of a chemical reaction system consisting
of (i) d chemical species {S1, 52, ..., 54} and (i7) a finite set of possible reactions, which we index by k.
Each reaction requires some number of the species as inputs and provides some number of the species as
outputs. For example, the reaction S; — 25 would require one molecule of .Sy for the input and provide
two molecules of S for the output. If reaction k occurs at time ¢, then the state of the system X () € Z<,
is updated via addition of the reaction vector v}, € Z¢, which represents the net change in the abundances
of the underlying species:

X(t)=X(t—) + vg.

Returning briefly to the example S; — 2S5, the associated reaction vector for this reaction would be
[~1,2,0,...,0]T. Finally, we denote by v}, the vector in Zio representing the source of the kth reaction.
Returning again to the example S; — 2.5, the source vector for this reaction is vj = [1,0, ..., 0]7.

We assume that the waiting times for the & reactions are exponentially distributed with intensity functions
Y Rio — R>. We extend each \; to all of R¢ by setting it to zero outside Rio- This model is a

*Grant support from NSF grant DMS-0553687.
Keywords and phrases: tau-leaping, error analysis, reaction networks, markov chain, chemical master equation

1
imsart-aap ver. 2009/02/27 file: AndGangKurtz.tex date: September 25, 2009



2 ANDERSON, GANGULY, AND KURTZ

continuous time Markov chain in Z‘io with generator

(1.1) (Af) () = @) (f(z+w) — f(2)),
k

where f : Z¢ — R is arbitrary. Kolmogorov’s forward equation for this model, termed the “chemical master
equation” in the chemistry and biology literature, is

%P(w,th) = ZP(J: — U, t|m) g (2 — vg) — Z Pz, t|m) Mg (x),
k k

where for x € Z4, P(z,t|m) represents the probability that X (t) = =, conditioned upon the initial distri-
bution 7. One representation for path-wise solutions to this model uses a random time change of Poisson
processes:

(1.2) X(t) = X(0) + %:Yk (/0 )\k(X(s))ds) "

where the Y}, are independent, unit-rate Poisson processes (see, for example, [16]). Note that X (£) < X (¢)—
S Jé \e(X (5))ds vy, is a martingale with quadratic covariation matrix [X]; = 37, Vi ( Jo Me(X (s ))ds) VeVt

A common choice of intensity function for chemical reaction systems, and the one we adopt throughout,
is mass action kinetics. Under mass action kinetics, the intensity function for the kth reaction is

. d
(1.3) () = 5k< ! s) H I liss0p = H

T = Vg Hz 1R g (e = vy

xé _ V ]‘{$g >0}
where ¢y is a positive constant and c is defined by the above equation. Mass action kinetics arises by
thinking of ¢;At as the approximate probability that a particular set of the molecules needed in the kth
reaction will react over a time-period of size At, and then counting the number of ways such a reaction
could happen. Implicit in the assumption of mass action kinetics is that the vessel under consideration is
“well-stirred.” For ease of notation we will henceforth drop the indicator functions from our representation
of mass action kinetics.

1.2. Numerical methods. There are a number of numerical methods that produce statistically exact sam-
ple paths for the model described above. These include the stochastic simulation algorithm, better known
as Gillespie’s algorithm ([9, 10]), the first reaction method ([9]), and the next reaction method ([8, 1]). All
such algorithms perform the same two basic steps multiple times until a sample path is produced over a
desired time interval: first, the amount of time that passes until the next reaction takes place, A, is com-
puted and second the specific reaction that has taken place is found. If, however, >, A\x(X(£)) > 0 then
A= (3L M(X(#)) ! < 1 and the time needed to produce a single exact sample path over a time interval
can be prohibitive.

The approximate algorithm “tau-leaping” was developed by Dan Gillespie in [11] in an effort to overcome
the problem that A may be prohibitively small. The basic idea of tau-leaping is to hold the intensity functions
fixed over the time interval [t,,t, + h| at the values \;(X (¢,,)), where X (¢,,) is the current state of the
system, and, under this assumption, compute the number of times each reaction takes place over this period.
As the waiting times for the reactions are exponentially distributed this leads to the following algorithm.

ALGORITHM 1 (Euler tau-leaping). Set Z(0) = X (0), t9p = 0, n = 0 and repeat the following until
the1 >T.
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ERROR ANALYSIS OF TAU-LEAP METHODS 3

1. Set Z(tn+1) = Z(tn) + >k Pen(Me(Z(tn))h) vk, set tpy1 = t, + h, and set n = n + 1, where
Py.n () are independent Poisson random variables with parameters x.

Several improvements and modifications have been made to the basic algorithm described above over the
years. However, they are mainly concerned with how to choose the step-size adaptively [12, 4] and/or how
to ensure that population values do not go negative during the course of a simulation [2, 3, 5], and are not
explicitly relevant to the current discussion.

Similar to (1.2), a path-wise representation of Euler tau-leaping can be given through a random time
change of Poisson processes:

t
(1.4) Z(t) = X(0) + }kj Y (/O Ae(Z o n(s))ds) Ve,

where 7)(s) = t, if t, < s < t,.1 and the Y} are as before. Noting that [y"*' A\p(Z o n(s))ds =
Yoieo M(Z(ti))(tix1 — ti) explains our choice to call this method “Euler tau-leaping.” Defining the op-
erator

(1.5) (B:f)(x) =Y Ml2)(f(z +vi) — f(2)),
k
we see that fort > 0
(1.6 BAZ(0) = EfZ o) +E | (Broo $)(Z()ds.

so long as the expectations exist. Further, we note that Z (t) = Z(t)—>"; [+ A\(Zon(s))ds vy, is a martingale
with quadratic covariation matrix [Z]; = > Y% ( s M\(Z o n(s))ds) VRV

It is natural to believe that a midpoint type method would be more accurate than an Euler type method in
many situations. We therefore define the function

. 1
p(z) € 2 + §hz Ak (2) Vi,
P

which computes an approximate midpoint for the system assuming the state of the system is z and the
time-step is h, and propose the following algorithm.

ALGORITHM 2 (Midpoint tau-leaping). Set Z(0) = X (0), to = 0, n = 0 and repeat the following until
tn+1 > T.

1. Set Z(tp11) = Z(tn) + > Prn(Ak 0 po Z(ty)h)vy, set t,y1 = ty, + h, and set n = n + 1, where
Py.n(x) are independent Poisson random variables with parameters x.

Similar to (1.2) and (1.4), Z(t) can be represented via a random time change of Poisson processes:
Z(t) = X(0) + ;Yk (/Ot Ao poZo n(s)ds) v,
where 7)(-) is as before. For B, defined via (1.5) and any 0 < ¢ and any function f
1) BA(Z() = Ef(Z o) +E [ | (Bzonio ()
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4 ANDERSON, GANGULY, AND KURTZ

Finally, Z(t) £ Z(t) — fg A © p o Z on(s)dsvy is a martingale with quadratic covariation matrix
Z]: = 21 Ve (fg ApopoZo n(s)ds) vgvi . The main goal of this paper is to show that the midpoint
tau-leaping algorithm is indeed more accurate than the Euler tau-leaping method under an appropriate, and
natural, scaling described in Section 2.

REMARK. Historically the time discretization parameter for tau-leaping has been 7, thus giving the
method its name. We choose to break from this tradition and denote our time-step by h so as not to confuse
7 with a stopping time.

1.3. Previous error analyses. Under the scaling h — 0 Rathinam et al. performed a consistency check
of Euler tau-leaping and found that the local truncation error was O(h?) for all moments [18]. They also
showed that under this same scaling Euler tau-leaping is first order accurate in a weak sense in the special
case that the intensity functions \; are linear [18]. Li extended these results by showing that as h — 0
Euler tau-leaping has a strong error (in the L? norm) of order 1/2 and a weak error of order one [17], which
agree with classical results pertaining to numerical analysis of SDEs driven by Brownian motions (see, for
example, [13]).

Under the scaling h — 0 it is readily seen that midpoint tau-leaping is no more accurate than Euler
tau-leaping. This follows since midpoint tau-leaping consists of making an O (h?) correction to the intensity
functions used in Euler tau-leaping. As h — 0, this correction becomes negligible as Poisson processes
“ignore” O(h?) corrections, and the accuracy of the two methods will be the same.

We simply note that while the analyses performed in [18] and [17] and the argument made in the previous
paragraph are technically correct, performing an analysis as h — 0, independent of the rest of the model,
is at odds with the useful regime of tau-leaping. That is, tau-leaping would only be used in a regime where
h > A, where A is the expected amount of time between reactions, for otherwise an exact method would
be performed. Therefore, we should require that

(1.8) h> O MZE)™ or A X(Z(1) > 1,
k k

where Z(t) is the state of the system. In Section 2 we will present a natural scaling for the models under
consideration that does satisfy (1.8) and under which we will perform our analysis.

1.4. Paper outline. The remainder of the paper is organized as follows. In Section 2 we give some nat-
ural assumptions on the models considered in this paper and introduce the scaling under which we perform
our analysis. In Section 3 we perform a strong error analysis for both the Euler and midpoint tau-leaping
methods and show that midpoint tau-leaping is the more accurate of the two under our scaling. In Section 4
we perform a weak error analysis of the different methods and again conclude that the midpoint method is
more accurate. In Section 5 we present numerical examples demonstrating our results.

2. Assumptions on the model.

2.1. Scalings of the model and the algorithms. As discussed in the introduction, tau-leaping type meth-
ods will only be of use if the time-discretization parameter h satisfies b 3", Ax(Z(t)) > 1 while (3, \e(Z (1)) 7! <
1, where Z(t) is the state of the system at time t. We see that there are a number of ways for the second
condition to hold and a modeling choice must be made. We make the following natural assumptions:

(¢) ThereisaV > 1 such that X;(0) = O(V) foreachi € {1,...,d}. In particular, X (t) = zoV for
some . B B

(i7) Each rate constant satisfies ¢, = O(V'~%1), where T = [1,1, ..., 1]7. In particular, ¢, = dj,/V i1
for some dy,.
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ERROR ANALYSIS OF TAU-LEAP METHODS 5

This scaling is the so called “classical scaling” and arises naturally by thinking of ' as the volume of the
vessel in which the reactions are taking place ([14]). For example, consider the case of a reaction requiring
as input two constituent molecules: Sy and Ss. Perhaps S; + S — S3. It is reasonable to assume that the
probability that a particular pair of S and So molecules meet, and react, in a small time interval is inversely
proportional to the volume of the vessel. This same type of logic holds for the cases in which more than two
molecules are needed for a reaction to take place (i.e. the probability that three particular molecules meet
and react is inversely proportional to the volume squared). For the case that only one molecule is needed for
a reaction to take place, it is reasonable to assume that the probability of such a reaction should not scale
with the volume.

Models that satisfy assumptions () and (ii) above have an important property that we will detail here
and make use of later. Let () denote the solution to the deterministic initial value problem

2.1) o' (t) = F(z(t) £ dpx(t)s vy,  2(0) = z9 € R,
k

where dj; is defined in assumption (i¢) above, and where for any two vectors u” o ui* - - - uy? and we adopt
the convention that 0° = 1. That is, z(¢) is the solution to the corresponding deterministically modeled
chemical reaction system with mass action kinetics. It was shown in [14, 15] that for any ¢ > 0 and any
T >0,

(2.2) lim P{ sup |X(t)/V —z(t)| > e} — 0,
V—oo  telo,7)

where we note that the process X (t) = X (¢, V) does depend upon V' and we have chosen to not make that
dependence explicit in the notation (yet) for ease of exposition.
Another key property of this scaling is that for each k

(2.3) Ae(Va) = VA (2),

where A} (z) is uniformly bounded in V for each x. For example consider the reaction 25; — S3. By
assumption (77) above, the rate constant for this reaction scales like 1/V" and so for some dj, > 0

d 1
MNe(Vz) = (V) (Vay — 1) = V(dea? — dp—11).
\%4 %
The reaction .S7 + So — S5 scales similarly
dg
Ae(Vz) = v(Vxl)(Vmg) = Vdrxiz2.

Note that the function AZ has a true V' dependence only if the source of that reaction requires two or more
molecules of some constituent species. In such cases, the dependence will be similar to that above: that is,
an additive term of order 1/V'.

REMARK. The assumption of mass action kinetics is not critical to the analysis carried out in this paper.
Instead, what is critical to this particular analysis is that our kinetics satisfies the scaling (2.3).

We now choose a discretization parameter for the approximate methods that is dependent upon the as-
sumptions of the model set out above. We let

2.4) h=1/V",
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6 ANDERSON, GANGULY, AND KURTZ

where 0 < 3 < 1. We note that this scaling satisfies the necessary requirements detailed above

h(Q_MZ(1) = VAV I AL (Z(1)/V)) = 0(VITF) > 1
k k

—1 —1
(Z Ak(Z(t))> = (vZAkV(Z(t)/V)> =0V hHkl
k k

We can now state more clearly what the analysis of this paper will entail. We will consider the case of
V' > 0 by letting V' — oo and consider the relationship of the normalized approximate processes

(2.5) V) EZ@)) Vv or ZV()EZ(t)/V
to the original process
(2.6) XV EX()/V,

normalized similarly. Note that all three processes converge to the solution of (2.1). We will perform both
weak and strong error analyses. In the strong error analysis, we will consider L' convergence as opposed to
the more standard (at least for systems driven by Brownian motions) L? convergence. The reason for this
is simple: the Ito isometry makes working with the L2-norm easier in the Brownian motion case, whereas
Poisson processes lend themselves naturally to analysis in the L'-norm.

We remark that it is clear that the choice of scaling laid out in this section and assumed throughout the
paper will not explicitly cover all cases of interest. For example, one may choose to use approximation
methods when () the abundances of only a strict subset of the constituent species are in an O(V') scaling
regime, or (i7) it is the rate constants themselves that are O(V') while the abundances are O(1), or (7i)
there is a mixture of the previous two cases with potentially more than two natural scales in the system. Our
analysis will not be directly applicable to such cases. However, the purpose of this analysis is not to handle
every conceivable case. Instead, our purpose is to try and give a more accurate picture of how different
tau-leaping methods approximate the exact solution, both strongly and weakly, in at least one plausible
setting and we believe that the analysis detailed in this paper achieves this aim. Further, we believe that error
analyses conducted under different modeling assumptions can be carried out in similar fashion.

2.2. Redefining the kinetics. Before proceeding to the analysis, we allow ourselves one change to the
model detailed in the previous section. As we will be considering approximation methods in which changes
to the state of the system are determined by Poisson random variables (which can produce arbitrarily large
values), there will always be a positive probability that the exact or approximate solution will leave a region
in which the scaling detailed above is valid. Multiple options are available to handle such a situation. One
option would be to define a stopping time for when the process leaves a predetermined region in which the
scaling regime is valid and then only perform the analysis up to that stopping time. Another option, and the
one we choose, is to simply modify the kinetics by multiplying by a cutoff function that makes the intensity
functions zero outside such a region. This has the added benefit of guaranteeing the existence of all moments
of the processes involved.

Lety > 0 be C* with compact support 2, C RY ), with y(z) = 1 for all z € B,(x(t)) for some r > 0,
where x(t) satisfies (2.1). Now we redefine our intensity functions by setting

2.7 Me(x) = y(x/V)eg H B —

where c;, still satisfies the scaling detailed in the previous section. It is easy to check that the redefined
kinetics still satisfies g (V) = V A} (z), where now A} (x) has also been redefined by multiplication by
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ERROR ANALYSIS OF TAU-LEAP METHODS 7

~(x). Further, the redefined )y is identical to the previous function on the domain of interest to us. That
is, they only differ if the process leaves the scaling regime of interest. For the remainder of the paper we
assume our intensity functions are given by (2.7). Finally, we note that for each k£ we have the existence of
an L; such that

(2.8) sup  |DYAY (z)| < Ly.

TER?, |a|<oo

3. Strong error analysis for Euler and midpoint tau-leaping. Throughout this section we assume a
time discretization 0 =ty < t; < --- < ty = T with t,, — t,_1 = VP for some 0 < B < 1. In Section
3.1 we give some necessary technical results. In Section 3.2 we give bounds for sup,. E| X" (t) — ZV (t)|
and sup;<7 E| XV (t) — 2V (t)| in terms of V, where XV (t), ZV (t), and ZV (t) are the order one processes
defined in (2.5) and (2.6) and which satisfy

G.1) XV(#) = XV (0) + %Z Y (v /Ot AX(XV(S))ds) ”
k

(3.2) ZV(t) =XV (0) + %Z Y (v /0 t AV (ZV o n(s))ds) Vi
k

3.3) Zv(t) = XV(O) + %ZY’“ <V /Ot Al‘c/ o pV AR n(s)ds) Vg,
k

where

ef 1 —
PV (2)E 2+ §V A ZAkV(z)yk
k

In Sections 3.3 and 3.4 we use different couplings of the processes than those above to provide the exact
asymptotics of the error processes XV — ZV and XV — ZV.

3.1. Preliminaries. We present some technical, preliminary concepts that will be used ubiquitously
throughout the section. For a more thorough reference of the material presented here, see [6], chapter 6.
We begin by defining the following filtrations that are generated by the Poisson processes Yy,

Fa = o{Yi(sk) ¢ sp < g
T L o{Yi(r),Yi(s) : k#i, s <u, rel0,00)}

where u is a multi-index and u is a scalar.

LEMMA 3.1.  Suppose that X (t) satisfies (1.2) with non-negative intensity functions \i. For t > 0 and
a choice of k,

t
(3.4) (t) = /0 Ae(X (5))ds
is an { FF)-stopping time.
PROOF. For u > 0 let a(u) satisfy
a(u)
| A ()ds = u,
0

where we take al(u) = 0o if [§° M\p(X(s))ds < u. Then a(u) is adapted to F¥ and {74(t) < u} = {t <
a(u)} € FE.

O
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8 ANDERSON, GANGULY, AND KURTZ

Therefore, if the processes X (t) and Z(t) satisfy (1.2) with non-negative intensity functions A ; and
Ak 2, respectively, then for ¢, s > 0 and a choice of &

Ys (/Ot )\k,l(X(T))dT) - Y (/08 )\m(z(?"))dr)

because (i) both the maximum and minimum of two stopping times are stopping times, and (ii) Y} is
monotone.

Similarly to above, one can show that 7(t) = (71(t), 72(t),...), where 7(t) is as in (3.4), is a multi-
parameter {F }-stopping time. We now define the filtration

(3.5)

E = E‘/Ot e, 1 (X (r))dr — /OS Ae2(Z(r))dr|,

Gt = ~7:7'(t)

and note that by the conditions of Section 2.2 the centered process
. t t t
(3.6) Y, (/ )\k(X(s))ds) 2y, (/ )\k(X(s))ds) - / Me(X (s))ds,
0 0 0

t

is a square integrable martingale, with respect to G;, with quadratic variation Y3 ( / A (X (s))ds). This
0

fact will be used repeatedly throughout the paper.

3.2. Bounds on the strong error. The following theorems give bounds on the errors sup, <7 E| X" (¢) —
ZV(t)| and sup,p E| XY (t) — 2V (¢)].

THEOREM 3.2. Let XV (t) and ZV (t) satisfy (3.1) and (3.2), respectively, for t < T. Then there exists
a constant C = C(T) > 0 such that

supE[XY () — ZV(t)| < VP,

t<T

PROOF. Fort € [0,T] define E(t) = E|X" (t) — ZV(t)|. Using (3.5) and (2.8)

Bt < (Y |yk]Lk)IE/0t XV(s) = 2 o ()| ds
k

t t
< (X it [ Beds+ (S InILoE [ [2Y(5) = 2" on(s)|ds.
k k
The second term on the right above can be bounded similarly
t
E/ 12V(s) — 2" o n(s)| ds < (X vl L)tV 7,
0 k

and the result holds via Gronwall’s inequality. 0

THEOREM 3.3. Let XV (t) and ZV (t) satisfy (3.1) and (3.3), respectively, for t < T. Then there exists
a constant C = C(T) > 0 such that

supE[XV () — 2V ()| <oV O where k() = min{l—;ﬁﬂﬁ} .
+<T
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ERROR ANALYSIS OF TAU-LEAP METHODS 9
Before proving Theorem 3.3 we present some preliminary material. Define
0V ()£ 2V (5) — ¥ 0 2¥ on(s) = 2V (s) — 2V onls) — LV IFV (2" on(s))
and
0V ()2 (s —n(s) — 5V )V (2¥ on(s)).
Then
B7) UY(s) =UY(s) = 2V (s) = 2" onls) + (s = n(s))(F" (p" 0 2" on(s)) = F' (2" o n(s))),
where ZV () £ 2V (t) — [§ FV(p" 0 2V o 1(s))ds is a martingale.
LEMMA 3.4. Forall 0 < B < 1, there exists a C > 0 such that
sup E|UY (s) = U (s)| < cv—+),
s<00
PROOF. Clearly, the second term on the right of (3.7) is O(V ~2) uniformly in s. Thus,
E[UY (s) — UY(s)| <E|Z2Y(s) — 2V on(s)| + V2

s 1/2
< (T mPE [ AL o2 onrar)  +av
vV n(s)

< VA2 4 oy —28,
for constants c; and co which do not depend upon s. O

LEMMA 3.5. Forall0 < < 1and0 < t, and fora € {2,3,4,...}
Vlim VP supE[|UY (s) — U (s)|*] = 0.

s<t
PROOF. The second term on the right of (3.7) is O(V~%%), so
E[UY (s) = U (5)]* < C(BIZY(s) = 2V on(s) + V1)

< €Z|1/k|2E/ Akv(pvoZVon(r))dr—i—CV_w
k n(s)

— (v ((1+B8)MB))

showing the o = 2 case. .
It is simple to show that 1 *# sup,<; E[|UY (s) — U (5)|*] is uniformly bounded in V for any a € Z>q.
The o« = 2 case then gives the necessary bounds for the arbitrary « case. O

Note that by Lemmas 3.4 and 3.5

AL (ZY(s)) — AL (p¥ 0 2¥ on(s)) = VAL (p" 0 2¥ o n(s)) - UY(
(3.8) = VA/ (p" 0 2" on(s)) - T (s) + O(V*17)

=
+

S
b
=

We finally note that for any bounded function g and any ¢ > 0

69 [ anle)TY (s = L (2t = 20(t) ~ VP = V) gl FV (2Y on(e)) = OV ),
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10 ANDERSON, GANGULY, AND KURTZ

PROOF. (Of Theorem 3.3) For t < T define E(t) £ E| XV (t) — ZY(t)|. Letting ¢; denote constants

E(t) < Z vk |E ’/t AkV(XV(s))ds _ /t A,‘C/ opV(ZV on(s))ds
= 0 0

<c /OtE(s)ds + ; lve| E ’/OtAX(ZV(s)) — Akv oPV(ZV on(s))ds

t
< c1/ E(s)ds + e,V "9,
0
where the final inequality used both (3.8) and (3.9). The result now follows from Gronwall’s inequality. [

3.3. Exact asymptotics for Euler tau-leaping. 'Throughout this section and the next all convergences are
understood to hold on bounded intervals. More explicitly, we write fV — f if limy o, P{sup,«p |f" (t)—
f(t)] > €} =0forall e > 0and T > 0. Because of the simplifying assumptions made on the kinetics in
Section 2.2 it is not difficult to show that fV — f also implies limy .. Esup,p |fV (t) — f(t)| = 0. In
light of this, when we write ¥ = g¥" + O(V~P) for some p > 0 in this section and the next we mean that
for any T > 0 there exists a C'(T") such that

lim VPEsup|f"(t) — ¢ (t)] < C(T).
V—oo t<T

Finally, we define FV (z) £ Y, A} ()1} and note that the function F'(z) and the deterministic process
x(s) used in the characterization of the error processes are defined via (2.1).

Theorem 3.2 suggests that XV — ZV" scales like V7. In this section we make this precise by characteriz-
ing the limiting behavior of V(XY — ZV), as V — 0. To get the exact asymptotics for the Euler tau-leap
method we will use the following coupling of the processes involved

xXV(t)=x"(0) + %Z lYk,l (v /Ot AV (XY () NAY(ZY on(s)) ds)
(3.10) k

+ Yia <V /Ot AV (XY (s)) = AV (XV () A AV (2" o n(,g))dg) } e

ZV(t) = XV(0) + lz [Y, 1% tAV(XV(s)) ANAY(ZV on(s)) ds
. % k kl( /0 k k )

e (V[ A (27 0nte) — ALV () A ALY on(s))as) [

It is important to note that the distributions of X V- and ZV defined via (3.10) and (3.11) are the same as
those for the processes defined via (3.1) and (3.2).
The following Lemma is easy to prove using Doob’s inequality.

LEMMA 3.6. For X" and ZV given by (3.10) and (3.11), XV — ZV — 0.

Combining Lemma 3.6 and (2.2) shows that Z¥ — 2 — 0, where z is the solution to the associated ODE.
Similarly Z" o —  — 0. These facts will be used throughout this section.
Centering the Poisson processes, we have

XV = 2Y(0 = 70+ [ PV ()~ V(27 onls)is

(3.12) — MV + /Ot FV(XV(s)) = FV (2" (s))ds + /Ot FY(2"(s)) = FV(2" on(s))ds,
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ERROR ANALYSIS OF TAU-LEAP METHODS 11

where MV is a martingale.
To obtain the desired results, we must understand the behavior of the first and third terms on the right of
(3.12). We begin by considering the third term. Define U and U by

UY(s) £ 2"(s) =2V on(s),  UY(s) = (s —n(s))F (2" on(s)).

Then, 3 3 3
UY(s)=U"(s) = Z"(s) = 2" on(s),

where ZV (t) = ZV(t) — [3 FV(ZY on(s))ds is a martingale. Thus
FY(2Y(s)) = F¥(Z2" on(s)) = DFY (2" on(s))U" (s) + O(V %)
(3.13) = DFY(2V on(s))0" (s) + DFY (2" on(s))(U" (s) — TV (5)) + O(V %),

LEMMA 3.7. Forall0 < < 1,0<t anda € {2,3,4,...}

lim V8 supE[|UY (s) — UV (s)|*] = 0.
V—oo

s<t

PROOF. The proof is similar to that of Lemma 3.5. O
We may now characterize the limiting behavior of the third term of (3.12).

LEMMA 3.8. ForO< (@ <landanyt >0,

Vo /01t FV(ZY(s)) = FV (2" on(s))ds — é /Ot DF(2(s))F((s))ds.

PROOF. By (3.13) and Lemma 3.7
VO [PV (@Y ()~ V(2" on(s)ds = VO [ DY (2 o n(s)EY(2Y on(s)s — n(s)ds + ()

where ¢} — 0 as V' — oo. By Lemma 3.6 convergence results similar to (2.2) hold for the process Z" o7,

and because f&(;))Jrv_ﬁ (r —n(s))dr = 3V 2P, the lemma holds as stated. O

Turning now to M ", we observe that the quadratic covariation is
M1 = 3 S ONEalt) + N0
where
N0 =5 (V[ A XY (9) = AV XV () A AY (2Y on(s)))
NGO = (V[ AVEY ons) - ALKV () A AL (2 ons),
which as V' — oo is asymptotic to
(3.14) é%:/otyAg(XV(s)) — AV (ZY on(s))|ds vt .
We have the following Lemma.
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12 ANDERSON, GANGULY, AND KURTZ

LEMMA 3.9. For0< <1, VAMY —0,asV — .

PROOF. Multiplying (3.12) by V¢, we see that V(X" — ZV) — 0 provided o < f3 (so that the
third term on the right goes to zero) and VMY — 0. By the martingale central limit theorem, the latter

convergence holds provided V2*[MV] — 0 (see Lemma A.2 in Appendix A). Let oy = sup{a : a <
B, V2¢[MV] — 0}. Since ap < 1, 209 — 1 < a9 < B implying that V2*0~1(XV — ZV) — 0. Therefore

VZaO[MV]t ~ E:/Ot Vza()_l‘AZ(XV(S)) _AkV(ZV OU(S))‘dS ka]z‘
k
~ E:/Ot V2aofl\VAkV(ZV on(s))- (ZV(S) _ 7V, n(s))|ds kag
k
~ Z/Ot V2a0—1‘VAkV(ZV on(s)) - FV(ZV on(s))|(s —n(s))ds VkaT>
k

where in the second approximation we used that V2ao-L(xXV — ZV) — 0, in the third approximation we
substituted U (s) for UV (s), and by f ~ g we mean f — g — 0 as V — oo. The last expression goes to
zero because 2ap — 1 < /3 and the convergence holds for all o < 3. L]

We now have the following theorem characterizing the behavior of V3 (XV — ZV).

THEOREM 3.10.  For XV and ZV given by (3.10) and (3.11) and for 0 < 3 < 1, Vﬁ(XV —-7ZV) =&,
where £ is the solution to

(3.15) E(t) = /Ot DF(z(s))E(s)ds + ;/Ot DF(z(s))F(xz(s))ds, £(0)=0.

PROOF. Multiply (3.12) by V7 and observe that
t t
VO [ V(XY () = FY(2Y (9)ds = [ DEY(2Y (s)VI(XY(s) - 2Y (5))d.
0 0
The theorem now follows directly from Lemmas 3.8 and 3.9. O
3.4. Exact asymptotics for midpoint tau-leaping. Throughout this section the Hessian matrix associated
with a real valued function g will be denoted by H g. Also, for any vector U, we will denote by UT HFV (2)U
the vector whose ith component is U7 H FY U, and similarly for F.

The goal of this section is to characterize the limiting behavior of V<3 (XV (t) — 2V (t)) where

k(3) = min{28, (1+ 3)/2} ={ (H?%)/g g;ifi '

To get the exact asymptotics for the midpoint method we will use the following representation of the pro-
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ERROR ANALYSIS OF TAU-LEAP METHODS 13

cesses involved.

(3.16) XV (t) = vZ[Y“ /Ak (XV(s)ANAL (p¥ 0 2V on(s)) ds>
k
+ Yo (V/ — AV (XV(s ))AAkV(pVonon(s))ds”uk
(3.17) 2V(t) = VZ[Y;“ /Ak (XV(s)) ANAY (pY 0 2V on(s)) ds>
k

+ Y3 (V/ AL (pY 02V on(s) — AL (XY (s) ANAY (pV 02V o n(s))ds) :|I/]€.
The following is similar to Lemma 3.6.
LEMMA 3.11. For XV and ZV given by (3.16) and (3.17), XV — 2V — 0.

Combining Lemma 3.11 and (2.2) shows that Z" — 2 — 0, where « is the solution to the associated
ODE. Similarly 2" o7 — 2 — 0. These facts will be used throughout this section.
Centering the Poisson processes, we have

XV(t)y—2V(t)=M"(t)+ /Ot FV(XV(s)) = FV(p" 0 2V on(s))ds
(3.18) = MY (t) + /Ot FV(XV(s)) = FV(2V(s))ds + /(: FV(ZY(s)) = FV(p" 0 2V on(s))ds,

where M"Y is a martingale.
As before, we must understand the behavior of the first and third terms on the right of (3.18). We begin
by considering the third term. Proceeding as in the previous section, define

UV (s) £ 2Y(s) = p" 0 2V on(s) = 2¥(s) — 2" on(s) - %V‘BFV(ZV on(s))
and
0Y(5) £ (5~ n(s) — 5V O)FY (2Y on(s)).
Then
(3.19) UY(s) = U"(s) = Z"(s) = 2" on(s) + (s = n(s)(F" (p" 0 2" on(s)) = FV (2" on(s))),
where ZV(t) £ ZV(t) — [L FV(p" o ZY o n(s))ds is a martingale. Then
FY(2Y(s)) = F"(p" 0 2" on(s)) = DFY (p" 0 Z¥ o (s))U" (s)
UV THEY (0 0 2V o)UY (s) + OV )
= DFY(p" 0 2V 0 n(s)U" (s)
(3.20) + %UV(S)THFV(/)V o 2V on(s)) U (s)
+DFY(p" 0 2" on(s))(UY (s) = UV (s)) + O(V ).
LEMMA 3.12. Forall0 < < 1,0<t and o € {2,3,4,...}
Jim Vel sup E(JUY (s) — UV (5)|*] = 0.

s<t
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14 ANDERSON, GANGULY, AND KURTZ
PROOF. The proof is similar to Lemma 3.5. O

Let

k1(f) = min{23, 3 + 1/2} = { 54?51/2 gi %3 '

Note that x1(3) > k() forall g > 0.

LEMMA 3.13. For0< 3 < % and each t > 0,
(3.21) V28 /Ot DFV(pV 02V o n(s))(UV(s) — Uv(s))ds — i/ot DF(l’(S))QF(SL'(S))dS,
for =4
(3.22) V/Ot DFY (pV 0 2V on(s))(UY (s) — UV (s))ds = M (t) + i /Ot DF(x(s))*F(x(s))ds,
andfor% < B <1,
(323 Ve ["DEV (Y 0 2V on(e) UV ()~ 07 (5))ds = M)
where M is a mean zero Gaussian process with independent increments and quadratic covariation
(3.24) [Mi]e = % /0 tZk:Ak(x(s))DF(az(s))ukz/kTDF(x(s))Tds.

PROOF. By Lemma A.1 in Appendix A,

MY )2 [ DEV (Y 0 2V on()(2(5) ~ 2¥ on(s)ds
+DEV (¥ 0 2 on) (¥ (1) — 2 on)(n(t) + VI — 1)

is a martingale and its quadratic covariation matrix is
t -
/0 (n(s) + V=7 = )2DFY(p" 0 2¥ on(s))d[2"]sDFY (p" 0 Z¥ o n(s))".
~ n(s)+V =~ -3 27, 11,38 :
Noting that fn(s) (n(r) +V=F —r)dr = 3V °F°, it follows that

V2,8+1[M1V]t — ;/Ot ZAk(x(s))DF(a:(s))VkaTDF(g;(S))TdS,
k

so by the martingale central limit theorem V/3+1/ 2MY converges in distribution to a mean zero Gaussian
process with independent increments and quadratic variation (3.24).
Since V/2(2V — 2V o) — 0, the integral on the left of (3.21), (3.22) and (3.23) can be replaced by

G25) M)+ [ "DFY (5 0 2V 0 5(s))(s — n(s) (FV (6" 0 2¥ o 1(s)) — FV (2" on(s)))ds

without changing the limits. The second term in (3.25) multiplied by V*? converges to Js DF(x(s))?F(x(s))ds
on bounded time intervals and the three limits follow. O
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ERROR ANALYSIS OF TAU-LEAP METHODS 15

LEMMA 3.14. For0< g <1,

le/ UV (s)THFY (p¥ 0 2V on(s))U" (s)ds — — /F NTHF (x(s))F(z(s))ds.

PROOF. By Lemma 3.12 we can replace U" by U" . Observing that f:é?JFV_ﬂ (s—mn(s)— %V —)2ds =
11,-38
V"

V”2 / 5 — - V BVEEV(2Von(s)THFY (pV 0 2V on(s))FYV(ZY on(s))ds
converges as claimed. O

We may now characterize the behavior of the third term of (3.18).
LEMMA 3.15. Let
R0 = [ (s =n(s) = 3V IDFY (0¥ 0 2V on(s) PV (2 o (o))
Then for 0 < 3 < %
V28 (/Ot (FY(27(s) = FY(p" 0 2" on(s))) ds — RV(t)>
— i/ot DF(x(s))*F(z(s))ds + —/ F(x(s))THF (x(s))F(x(s))ds,
forfi =1
v (/Ot (FV(ZV(S)) —FY(p 02V o n(s))) ds — RV(t)>
= M (t / DF(z ))ds + —/ F(x(s)THF (x(s))F(x(s))ds
andfor <p <1,
i (8) /Ot(pv(gv(s)) CFV(pY 0 2V on(s)))ds = My(t).

REMARK. Note that VZ°RVis uniformly bounded, RY o n =0, and

1

RV(t) ==

5 [t =n(0)* = (¢ =)V DFY (5 0 2V on(t) F¥ (2 o (1)),

PROOF. The lemma follows from (3.20), the previous lemmas, and by noting that fot DFY(pV 0 2V o
n(s))UY (s)ds = R (t). O

We now turn to MV and observe that

V)= o5 S Na) + N
k
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16 ANDERSON, GANGULY, AND KURTZ

where

NY(t) 2, (v / LAY (XY (5) — AV (XY () A AL (¥ 0 2V o n(s))ds)

N0 =5 (V[ AV Y 0 2% on(s) = ALKV () A AL (Y 0 2¥ on(s))ds )
which as V' — oo is asymptotic to

P [ 1AV OV 6 — ALY 0 2¥ on(s)ids v
k

Consequently, we have the following.

LEMMA 3.16. For(0 < 8 < 1, VD20V = M where M is a mean-zero Gaussian process with
independent increments and quadratic covariation

Ml = Zk: i /Ot VAR (2(s)) - Fla(s))|ds vr!

PROOF. Multiplying (3.18) by V¢, we see that V(XY — ZV) — 0 provided o < x1(/3) (so that the
third term on the right goes to zero) and VMY — 0. By the martingale central limit theorem, the latter
convergence holds provided V2*[MV] — 0. Let ag = sup{a : a < (B8 +1)/2, V2*[M"V] — 0}. Since
ag < 1,200 — 1 < ag and

V200 [V, ~ / V200-1 4, (XY (s)) — Ag(p¥ 0 2¥ 0 n(s))lds v
1
~ Z /0 V2o ls —p(s) ~ VIIVARY 0 2Y on(s)) - FY (2" on(s))lds o]

where in the second line we substituted U" (s) for U" (s). Since the last expression would go to zero if
200 — 1 were less than 3, we see that 2a9 — 1 = (3, that is, ap = (3 + 1)/2. Furthermore, observing that
-8
f&g”v |s —n(s) — 3V P|ds = 1V =2, we see that
VAHMY), = V2o [V, Z / IV Ag((5)) - F(x(s))|ds vrT,
and the lemma follows by the martingale central limit theorem. O
Collecting the results, we have the following theorem.

THEOREM 3.17. Let
_ é /0 ' DF(@(s)F ds+— / Fa(s) HF (2(s))F(x(s))ds

For0 < @ < % Vm(XV — ZV — RV — &, where & is the solution of

(3.26) / DF(x(s))€(s)ds + H(t), & (0) =
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ERROR ANALYSIS OF TAU-LEAP METHODS 17
For 3 =1 V(XY — 2V — RY) = &, where &, is the solution of
(3.27) &5( )+ / DF(2(s))Es(s)ds + H(t), £2(0) = 0.
For % <p<1, V(HB)/Q(XV — ZV) = &, where Es is the solution of

(3.28) E3(t) = M(t) + /0 " DF((s)Es(s)ds,  E3(0) = 0.

PROOF. For 8 < 1, RV is O(V?%). Subtract RY from both sides of (3.18) and observe that
t t
/ FY(XV(5)) = FV(Z2Y(s))ds ~ / DEY(ZV (s))(XV (s) — ZV(s) — RV (s))ds
0 0
t
+ / DFY(ZY (s))RY (s)ds.
0

Since
V2ﬁ/0 DFEY(ZV(s))RY (s)ds — —112/0 DF(z(s))?F(z(s))ds,

the first two parts follow from Lemmas 3.15 and 3.16.
For 8> %, (14 8)/2 <28 A k1(B3), so VA+A/2RY — 0 and

t
VR [TEV(2Y(s) ~ FY (0 0 27 on(s)ds 0,
0
and the third part follows by Lemma 3.16. 0
4. Weak error analysis. As in previous sections, we assume the existence of a time discretization
0=ty <ty <---<ty=Twitht, —t, 1 =V forsome 0 < 3 < 1. We also recall that n(s) = ¢, for

th <8 <tpg1.
Let X" be a Markov process with generator

4.1) (AV (@ Z VAL (@) (f(z + v /V) — f(2)).

Defining the operator

4.2) (BY f)(x Z VAL (2)(f(z+w/V) = f(z)),

we suppose that Z" and ZV are processes that satisfy

@3 BA(Z(0) = EfZon(0) +E || (Bzoy IZ(5)ds
and
@) BA(Z(0) = EF(Z o) +E [ | (Bvezon )E()ds.

for all ¢ > 0, respectively.
We begin with the weak error analysis of Euler tau-leaping, which is immediate in light of Theorem 3.10.

imsart-aap ver. 2009/02/27 file: AndGangKurtz.tex date: September 25, 2009



18 ANDERSON, GANGULY, AND KURTZ

THEOREM 4.1. Let X" (t) be a Markov process with generator (4.1) and let ZV (t) be a process that
satisfies (4.3) for the operator (4.2). Then, for any continuous differentiable function f and anyt < T

Tim VO (Ef(XY (1) ~ B2V (1)) = £0) - V((0),

where £(t) satisfies (3.15).

PROOF. Without loss of generality, we may assume that XV (¢) and ZV (¢) satisfy (3.10) and (3.11),
respectively. The proof now follows immediately from a combination of Taylor’s theorem and Theorem
3.10. O

REMARK. Because the convergence in Theorem 4.1 is to a constant independent of the step-size of the
method, we see that Richardson extrapolation techniques can be carried out. However, we have not given
bounds on the next order correction, and so can not say how much more accurate such techniques would be.

We now consider the weak error analysis of the midpoint method.

THEOREM 4.2. Let XV (t) be a Markov process with generator (4.1) and let ZV (t) be a process that
satisfies (4.4) for the operator (4.2). Then, for any two times continuously differentiable function f with
compact support, there exists a constant C = C(f,T) > 0 such that

VFEF(XY(T) ~Ef(2Y(T)) < C.

Before proving Theorem 4.2, some preliminary material is needed. Let " = {y:y=u2x/V, zc 7%,
and for z € .V and a given function f, let

(4.5) o(t, ) = E. f(XY(t)),

where E,, represents the expectation conditioned upon XV (0) = z. Standard results give that v(¢, ) satisfies
the following initial value problem (see, for example, [7] Proposition 1.5)

4.6) Ow(t,z) = A v(t,x) = Z VAL (z)(v(t,z + v )V) —v(t,z)), v(0,z)=f(z), zelLV.
i

The above equation can be viewed as a linear system by letting - enumerate over .V and treating v(t, z) =
v, (t) as functions in time only. It can even be viewed as finite dimensional because of the conditions on the
intensity functions A,‘C/. That is, recall that Akv(a:) = 0 for all = outside the bounded set €2, (see Section
2.2); thus, for any such z ¢ ., v(t,x) = v, (t) = f(x), forall £ > 0.

For concreteness, we now let M denote the number of reactions for the system under consideration. For
k,0el,...,M]andz € L" let

4.7) Dy(t,x) = V(v(t,z +v/V) — v(t, z))

4.8) Dkg(t, x) = V(Dk(t, T+ Vg/V) - Dk(t, x))

represent approximations to the first and second spatial derivatives of v(t, x), respectively. For notational
ease, we have chosen not to explicitly note the V' dependence of the functions v(¢, z), Dy(t, x), or Dy(t, x).

The following lemma, which should be viewed as giving regularity conditions for v(¢, ) in the = variable,
is instrumental in the proof of Theorem 4.2. The proof is delayed until the end of the section.
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ERROR ANALYSIS OF TAU-LEAP METHODS 19

LEMMA 4.3. Let v(t,z), D(t,z), and Dyy(t,x) be given by (4.5), (4.7), and (4.8), respectively, and
let T' > 0. There exists K1 > 0 and Ko > 0, independent of V', such that

4.9) sup sup sup |Dg(t,7)| < K3
t<T k<M zecl.lV
(4.10) sup sup sup |Dpe(t,7)| < Ko.

t<T kA<M gellV

We will also need the following lemma, which gives regularity conditions for Dy (¢, z) in the ¢ variable,
and whose proof is also delayed.

LEMMA 4.4. Let Dy (t,x) be given by (4.7). There exists a K > 0, independent of V, such that

sup sup |Dy(t + h,x) — Di(t,2)| < Kb,
tST xE]LV

forall h > 0.

PROOF. (of Theorem 4.2). Define the function u(¢, ) : [0,7] x LY — R by
4.11) u(t,z) E By f(XY(T —t)),
and for any w(t, z) : R x LV — R we define the operator £ by

Lw(t,z) =E duw(t,z) + AV w(t,z) = duw(t, z) + Z VA (z)(w(t,z + v )V) — w(t, z)).
k

Note that u(t, z) = v(T — t,x), where v(t, z) is given by (4.5), and so by (4.6) Lu(t,x) = 0 for t € [0,T]
and z € V. We also define the operator

Low(t,z) = duw(t,z) + BYw(t,z) = Qw(t,z) + Y VAL (2)(w(t,z + vg/V) — wit, z)),
k
so that by virtue of equation (4.4), for t < T" and any differentiable (in t) function w(¢, x)
t
4.12) Euw(t, 2V (£)) = Ew(y(t), 2 on(t)) + / ELvozvoyyols, 2V (9)ds
n(t

Recalling (4.11), we see that

Eu(T, 2Y(T)) = Ef(Z¥(T))
Eu(T, XV (T)) = Eu(0, XV (0)) = Ef(XV(T)).

Therefore by (4.12), and using that XV (0) = 2V (0),

Ef(2"(T)) ~ Ef(X¥(T))

Eu(T, 2¥(T)) — Eu(0, 2V(0))
1

=

Eu(tnt1, Zv(thrl)) — Eu(tn, Zv(tn))

i
o

=

tn+1 v
E/t Lvozv,uls, 2 (s))ds.
0 n

S
I
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20 ANDERSON, GANGULY, AND KURTZ

Because Lu(t,z) = 0fort < T and 2 € LV

tn41 v tn41 v v
E Lyvezvu(s, 2" (s))ds =E Lyvozvuls, 2" (s)) — Lu(s, 27 (s))ds

TV [AY (Y 0 2 () - AV(EY ()] (uls, 2Y (5) + 1/ V) - uls, 2¥ () d

tn+1

4.13) = ZE/t

AY (0" 0 2" (tn)) — AL (2" (5))] DA(T = 5, 2" (s))ds.

Thus, it is sufficient to prove that each of the integrals in (4.13) are (’)(V*?’ﬁ ). By Lemma 4.4 (4.13) can be
replaced by

tn+1

(4.14) t) 2R | [AV (0" 0 2V (k) = AV (2" ()] Di(T — t, 2" (s))ds.

tn
The remainder of the proof consists of proving that I} (t,) = O(V=35).
Letting g (z) < [AX(pV 0 ZV(tn)) — Ag(x)} Dy(T — ty,, ) and applying (4.4) to the integrand in
(4.14) yields

tn+1
IV (t,) =E [

AL (p" 0 2V (1)) = AY (2" (80))] D(T = tn, 2 (80))ds

tn

+YE | (VAL 0 2V (1)) ok (2Y (1) + 3/ V) = gV (2Y () drds.

We have AY (0" 0 2V (1)) = AY (2" (1)) + VAY (2Y (ta))- 5V T, AY (2" (1)) + O(V=2%). Thus,

4.15)
() =3 sV B [ VAL (Y (1)) - vy AY (2Y () DiT 1. 2Y (1)) ds + OV )
J

@ie) =B [ [ VALY 0 2 (6} (2Y (1) +vy/V) - 9" (2Y (r))drds

tn tn

After some manipulation, the expected value term of (4.16) becomes

E ttw :VAJ-V@Von@n))[AkV(zV(r))—AX<zV<r>+vj/V>]Dk<T—thV<r>+Vj/V>d7“ ds

+E AJ (p" 0 2V (tn)) [AK (0" 0 2V (tn)) — AL (2 ()] Dy (T — tn, 2 (r))dr ds.
tn tn
By Lemma 4.3 the last term above is O(V~3%). Taylor’s theorem and the fact that A}/(pv o ZV(t,)) =
A}/ (ZV(t,) + O(V =) then shows us that the expected value term of (4.16) is equal to

tn s
B[ [ AV(EY (1)VAY (2Y (1) 1 DR(T — b, 2Y () + 3/ V )dr ds + O(V =)
tn tn
tnt1 S
@1 =B [ [ AV(2Y (1)VAY(ZY (1) v DR(T — 1o, 2 (r))dr ds + O(V 5P,
tn tn

where the second equality stems from an application of Lemma 4.3.
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By Lemma 4.3, the function ¢(z) = AV(ZV( n))VAY (2)-v; Dy (T —t,, x) satisfies supy |¢(x+vp/ V) —
é(x)| = O(V~1). Therefore, applying (4 4) to (4.17) shows that (4.17) is equal to

tn s
B [ [ A2V 0) VAL (2Y (0) vy DT — b, 2Y (1)) dr ds + OV ),
tn tn

Noting that the sum over j of the above is the negative of (4.15) plus an (’)(V*?’ﬁ ) correction concludes the
proof. 0

Theorem 4.2 can be strengthened in the case of § < 1/3.

THEOREM 4.5. Let XV (t) be a process with generator (4.1) and let ZV (t) be a process that satisfies
(4.4) for the operator (4.2). Suppose also that 3 < 1/3. Then, for any continuously differentiable function
f)

lim V2 (Ef(XY(T)) — Ef(2V(T))) = &(T) - VF(x(T)),

V—oo

where £ (t) satisfies (3.26).
PROOF. Noting that RV (T') = 0, this is an immediate consequence of Theorem 3.17. O
We now present the delayed proofs of Lemma 4.3 and Lemma 4.4.
PROOF. (Of Lemma 4.3) Let C; > 0 be such that

sup sup |Di(0,2)] = sup sup |V (f(z +1/V) = f(2))] < C.
eV k z€LY

Using (4.6), a tedious reordering of terms shows that Dy (¢, x) satisfies

O Dy (t, x) ZAV V[Dy(t,x + v;/V) — Dy(t, )]

(4.18)
+Z (@ +v/V) — AY (2))VD;(t,x + v,/ V).

Similarly to viewing v(t, x) = v;(t) as a finite dimensional linear system, (4.18) can be viewed as a linear
system for the variables Dy(t, x) = Dy, ;3 (), for k € [1,..., M] and 2 € LY. Because Ay(x) = 0 for all
x ¢ €, we see that 0; Dy, (t, ) = 0 for all z such that x ¢ Q. and x + v;/V ¢ Q, forall j € [1,..., M].
Therefore, the system (4.18) can be viewed as finite dimensional also.

LetT; = [1,..., M] x LY. We enumerate the system (4.18) over b € T'y. That is, for b = {k,z} € I'; we
let Dy(t) = Di(t,z) = Dy, (t, ba). After some ordering of the set I';, we let RI't denote the set of (infinite)
vectors, v, whose b'" component is v, € R, and then denote D(t) € RI as the vector whose bt" component
is Dy(t). Next, for each b = {k,z} € I'1, we let

Sp =D AV (by) =) AY ()
J J
and let rp,, R, € R satisfy

Ry-v=>_ A}/(bQ)U{bl,bg-i-Vj/V}
j

ry-v =y (A (ba + 1y /V) = AT (02))V 0l by, v
j
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for all v € R, It is readily seen that for any b both R, and r, have at most M non-zero components.
Also, by the regularity conditions on the functions A}/’s, the absolute value of the nonzero terms of 7, are
uniformly bounded above by some K, which is independent of V. Finally, note that Ry, - 1 = Sp. Combining
the previous few sentences shows that for any vector v € R!'" we have the two inequalities

(4.19) Ry v = > AV (b2)vgs, by, v} < Sbllvlloo
(4.20) 7y - v] < KM ||v|oo,

where ||v]|oo & SUpPper, |vp|. We now write (4.18) as
Dé(t) = —VSpDy(t) + VRy - D(t) + ry - D(1),
and so foreach b € I';

“4.21) %Db( ) = —2VSbDb(t)2 + 2V Dy(t)Ry - D(t) + 2Dy (t)ry - D(t).

Only a finite number of the terms Dy, (t) are changing in time and so there is a b! and a t; € (0, T'] for which
| Dyi (t)] = || D(t)]|0o for t € [0,¢1]. By (4.19) we have that for this b* and any ¢ € [0, #;]

t t t
/ Dy (s)Ry: - D(s)ds < / 1| Dyt ()| D(s) | auds = / Sy1 Dy (s)2ds,
0 0 0

which, after integrating (4.21), yields
t t
IDOI = Dy (¢ < Dy (02 +2 | Dyp(s)rip - Dis)ds < D) +2KM [ [1D(s)]%ds.

where the final inequality makes use of (4.20). An application of Gronwall’s inequality now gives us that for
t e [O, tl]
ID®)][5 < 1D0) ][5> .

To complete the proof, continue this process for i > 2 by choosing the b° for which |Dy;(¢)] is maximal
on the time interval t; — t;_1. We must have lim; ., t; = T because (i) there are a finite number of time
varying Dy(t)’s and (i7) each Dy(¢) is differentiable. After taking square roots we find sup,<7 || D(¢)]|co <
| D(0)||ooe®MT < C1e5MT | which is equivalent to (4.9). -

We now turn our attention to showing (4.10), which we show in a similar manner. There is a Cy > 0 such
that forallz € LYV and k, £ € [1,..., M],

[Dre(0,2)| = V| f(z + v/ V 4+ u/V) = flz+ve/V) = fla+w/V) + f(2)] < Co.
Another tedious reordering of terms, which makes use of (4.18), shows that Dy(¢, x) satisfies

Ot Dyy(t, x) Z AV V[Dge(t,x +v;/V) — Die(t, z)] + Z(A}/(x +v/V) — A}/(as))Vij(t, x+v/V)
+Z [ (@ + v /V) = AY (2))V Djelt, x + v /V) + gre(t, ),

where

gee(t, ) = ZVQ (x+ 1)V + 1 )V) — (m—i— ve/V) —A}/(.T-f—Vk/V) +Ay(x)}
j
x Dj(t,x +ve/V + v /V).
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By (i) the fact that the second derivative of A}/ is uniformly (in j and z) bounded and (¢7) the bound (4.9),
the absolute value of the last term is uniformly (in ¢ < T, x, k, and £) bounded by some C3 > 0.

As we did for both v(¢, z) and Dy(¢, z), we change perspective by viewing the above as a linear system
with state space {k,/, 2} € [1,...,M] x [1,...,M] x LYV = I'y, where we again put an ordering on I'y
and consider R'? defined similarly to RI'". Also similarly to before, we note that only a finite number of the
Dy, (¢, z) are changing in time. For b = {k, {, x} € 'y, we see that Dy(t) satisfies

(4.22) Dj(t) = =SV Dy(t) + VRy - D(t) + 11, - D(t) + gs(t),

where Dy(t), D(t), S, Ry, and 7, are defined similarly as before and where we retain the necessary inequal-
ities: for v € R

Ry - v| = < Spl[v]loo

(4.23)

> AY (03)V(by b b3 +v;/V}
J

[rp - v| < 2K M |0 oo-

The rest of the proof is similar to the proof that the Dy, (¢, ) are uniformly bounded. There is a b* € T'y and
aty € (0,T)] for which | Dy (t)| = || D(t)]|oo for all ¢ € [0,#;]. Taking the derivative of Dy (¢)? while using
(4.22), integrating, and using the bounds (4.23), we have that for this b! and any t € [0, 4]

Dy (£)2 = Dy (0)2 + 2 /0 " g (5) Dy (5)dls — 2 /0 SV Dy ()2ds
42 /0 "V Ry - D(s) Dy (s)ds + 2 /0 v D(s) Dy (5)ds
< D0) + 205t + (KM +2C5) [ ID(s) Zeds,
where we used the inequality z < 1+ 22 on the term D1 (s) in the first integral above. Therefore, for ¢ < ¢;
1D < IDO)IE +2Cst + AKM +205) [ 1D()]eds.

We continue now by choosing a ba € I'g such that | Dy, (t)| = || D(t)]| forall ¢t € [t1,t2), withty < to <T.
By similar arguments as above we have that for ¢ € [ty t2]

t
ID@®)|1* < |ID(t1) |2, + 2C3(t — t1) + (AKM + 203)/t | D(s)]2.ds
1
t
< [1h(0)||% + 2Cst + (4KM+203)/ 7(s)|12. ds.
0

Continuing in this manner shows that the above inequality holds for all ¢ € [0,7] and so a Gronwall
inequality gives us that for all t < T

205
1D < (IDOE + 1e3p Lo ) M,

which, after taking square roots, is equivalent to (4.10). O

PROOF. (Of Lemma 4.4) By (4.18), we have that forany k € [1,..., M]and x € LV
¢ ¢
Di(t, ) = Dy(0,2) + 3 AY () / Dij(s,2)ds + S (AY (3 + v/ V) — A}/(x))V/ Dj(s, 3 + v /v)ds.
- 0 - 0
j j
The proof is now immediate in light of Lemma 4.3. O
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FIG 5.1. Relative frequency of X (1) from 200, 000 sample paths constructed using (i) Gillespie’s algorithm, blue line V marker,
(#t) Euler tau-leaping, green line, O marker, and (iii) midpoint tau-leaping, red line, * marker. The approximated distribution
generated via midpoint tau-leaping is clearly closer to the exact distribution than that of Euler tau-leaping.

5. Examples.

EXAMPLE 5.1. Consider the case of an irreversible isomerization of one molecule into another. We
denote by A the molecule undergoing the isomerization and B the target molecule. We assume that the rate
constant associated with this reaction is 1. The pictorial representation for this system is simply

AL B

Letting X (¢) denote the number of A molecules at time ¢t > 0, X (¢) satisfies

X(t) = X(0)— Y (/(:X(s)ds) |

Supposing that we start with V' = 10,000 molecules, we approximate the distribution of X (1) using
200, 000 sample paths constructed using the Gillespie algorithm, which produces statistically exact sample
paths, Euler tau-leaping with a step-size of 1/20, and midpoint tau-leaping with a step-size of 1/20. Note
that in this case 1/20 = 1/V-3%%, and so 3 = .325. The computational results are presented in Figure 5.1,
which demonstrate the stronger convergence rate of midpoint tau-leaping as compared to Euler tau-leaping.

It is simple to show that X (1) is a binomial(n, p) random variable with parameters n = 10,000 and
p = 1/e. Therefore, EX (1) = 10000/e ~ 3678.8. The estimated means produced from the 200,000 sample
paths of Euler tau-leaping and midpoint tau-leaping were 3585.4 and 3681.4, respectively. Solving for £(t)
of (3.15) for this example yields £(¢) = (1/2)e 't. Theorem 4.1 therefore estimates that Euler tau-leaping
should produce a mean (1/2)e~110000'~325 ~~ 92.2 smaller than the actual mean, which is in agreement
with 3678.8—3585.4 = 93.4. Solving for £ (t) of (3.26) for this example yields £1(t) = (1/6) exp~t t. The-
orem 4.5 therefore estimates that midpoint tau-leaping should produce a mean (1/6)e~1100001~2*:32%5 =
4.62 smaller than the actual mean, which is in agreement with 3678.8 — 3681.4 = —2.6.
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FI1G 5.2. Oscillations in a predator-prey model. In the left image we see the numbers of predators versus the number of prey for
a single realization of the system 5.1. In the right image we see the time-series of the numbers of predators and prey for a single
realization of 5.1.

EXAMPLE 5.2.  We now consider a simple Lotka-Volterra predator-prey model. Letting A and B repre-
sent the prey and predators, respectively, in a given environment we suppose (7) prey reproduce at a certain
rate, (i7) interactions between predators and prey benefit the predator while hurting the prey, and (i) preda-
tors die at a certain rate. One possible model for this system is

A224,  A+B®op B2,

where a choice of rate constants has been made. Letting X (t) € Z2, be such that X (¢) and Xy(t) represent
the numbers of prey and predators at time ¢ > 0, respectively, X (¢) satisfies
t 0
+Y3 (/ 2X2(S)d8) 11
0 —

(5.1)
t
X(t) = X(0)4Y ( / 2X1(s)ds>

0
We take X (0) = [1000,1000]7, and so V' = 1000 for our model. Lotka-Volterra models are famous for
producing periodic solutions; this behavior is demonstrated in Figure 5.2.

We approximate the distribution of X2(10) using 30,000 sample paths constructed using the Gillespie
algorithm, Euler tau-leaping with a step-size of 1/20, and midpoint tau-leaping with a step-size of 1/20.
Note that in this case 1/20 = 1/V434, and so 3 = .434. The computational results are presented in Figure
5.3, which again demonstrate the stronger convergence rate of midpoint tau-leaping as compared to Euler
tau-leaping.

1Y, (/Ot .002X1(5)X2(5)d8) [ _11

1
0

APPENDIX A

LEMMA A.l. Let M be a {F;}-martingale and R be bounded and {F;}-adapted. Then for n(t) =
[t/h]h,

M(t) = /Ot Ron(s)(M(s) = Mon(s))ds + Ron(t)(M(t) — Mon(t))(n(t) +h —1t)
is an {F;}-martingale and

(A1) 1l = [ (Ronr) (o) + b = rdl).
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FIG 5.3. Relative frequency of X2(10) from 30,000 sample paths constructed using (i) Gillespie’s algorithm, blue line ¥V marker,
(#t) Euler tau-leaping, green line, O marker, and (iii) midpoint tau-leaping, red line, * marker. The approximated distribution
generated via midpoint tau-leaping is clearly closer to the exact distribution than that of Euler tau-leaping.

If M is R%valued and R is M™*%-valued, then the quadratic covariation matrix is

~

1) = [ )+ h = rY Ron)d[M], BT o n(r).
PROOF. Fort <T' — h,
BINI(T)|) = B[ [ Ron(s)(M(s) ~ M on(s))dsl 7
— | /0 " Ron(s)(M(s) — M o n(s))ds| 7

= [ Rou(s)(M(s) — M on(s))ds + Ro (M) ~ Mo n(®)u(t) +h 1)

The case of T' — h < t < T is similar. [M | is just the quadratic variation of the second term on the right,
and noting that M is continuous att = kh forall k =0,1,2.. ., (A.1) follows. ]

For completeness we include a statement of the martingale central limit theorem (see [6] for more details).
LEMMA A.2. Let {M,} be a sequence of R%-valued martingales. Suppose
Jim E[S:g |Mn(s) = Mp(s—)|] =0

and
(M, M}]; — ci j(t)

forallt > 0 where C = ((c; j)) is deterministic and continuous. Then M,, = M, where M is Gaussian
with independent increments and E[M (t)M (t)T] = C(¢).
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