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Summary. In this article we propose to analyze over-dispersed panel count data using a
Gamma-Frailty nonhomogeneous Poisson process model. Conditional on a Gamma distributed
frailty variable, the cumulative count, N (¢), is assumed to follow a nhonhomogeneous Poisson
process. Cubic B-spline functions are used to approximate the logarithm of the baseline mean
function Ao (t) in the semiparametric proportional mean model E (N (t) | Z) = Ao (t) ¢ Z. The
regression parameters and spline coefficients are estimated by maximizing a likelihood with
the nuisance over-dispersion parameter, o2, replaced by a method of moment estimate. The
asymptotic properties of the proposed maximum likelihood estimator, including its consistency,
convergence rate and the asymptotic normality of the estimated regression parameters, are
studied using modern empirical process theory. A spline-based least-squares standard error
estimator is developed to facilitate a robust inference of the regression parameters. Simula-
tion studies are conducted to investigate finite sample performance of the proposed method.
Finally, the proposed method is applied to the data from a bladder tumor clinical trial.
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1. Introduction

Panel count data are a special type of recurrent event data in which only number of events
at some discrete observation times are collected. Such data are often seen in clinical trials
where it is impossible or impractical to monitor the disease progression continuously. A
motivating example is the bladder tumor randomized clinical trial conducted by the Veterans
Administration Cooperative Urological Research Group (Byar et al., 1980). Patients with
superficial bladder tumor were randomized into one of the three arms: placebo, pyridoxine
pills and thiotepa instillation. Many patients have multiple recurrence of tumor and at
each follow-up time the number of recurrent tumors was counted, the tumors were removed
and the original treatment was continued. The number of observations and observation
times vary from subject to subject. The primary objective of this trial is to determine the
treatment effect on suppressing the tumor recurrence.

Different approaches have been proposed in literature to analyze panel count data illus-
trated by this bladder tumor clinical trial by, for example, Byar et al. (1980), Wei et al.
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(1989), Sun and Wei (2000), Zhang (2002), Wellner and Zhang (2000, 2007) and Lu et al.
(2009). Specifically, semiparametric analysis with the proportional mean model

E(N(t)|Z) = Ao (t) % 2 (1)

where Ay is the nondecreasing baseline mean function and Sy is a d-dimensional vector
of regression parameters for time-independent covariate Z, has been widely accepted as a
robust model for regression analysis of recurrent event data by, for example, Lawless and
Nadeau (1995), Sun and Wei (2000), Lin et al. (2000) and Sun et al. (2005).

Using nonhomogeneous Poisson process, Wellner and Zhang (2007) proposed two likelihood-
based estimators, maximum pseudo-likelihood estimator (MPLE) and maximum likelihood
estimator (MLE), for the analysis of panel count data under the proportional mean model
(1). They proved the consistency and derived the convergence rate of both estimators even
though the true underlying counting process may be misspecified. They also showed that in
spite of the fact that the nonparametric estimator of the baseline mean function converges
at a slower rate n'/3, the estimated regression parameters still converge at the standard rate
n'/2 and are asymptotically normally distributed. Incorporating some correlation between
the cumulative counts, the MLE is more efficient than the MPLE at the cost of more com-
puting burden. Lu et al. (2009) studied the spline-based sieve version of the two estimators
of Wellner and Zhang (2007) by approximating the logarithm of baseline mean function
using monotone B-spline functions, i.e.,

dn

log Ag (t) =~ Z oy By (t)
=1

subject to a monotone constraint, i.e., oy < az < -+ < ag4,. The monotonicity of the
spline coefficients a;,l = 1,--- , q, guarantees the monotone nondecreasing property of the
estimated baseline mean function (Schumaker, 1981). With such approximation, (1) can be
reparameterized as

E(N(£)|Z) = Ao (£) €% 7 ~ exp (Z By (t) + By Z) (2)

=1

The number of the B-spline basis functions is often chosen much smaller than the sample
size. Compared to their counterparts in Wellner and Zhang (2007), the sieve estimators
based on this approximation not only show numerical advantage but also converge in a
faster rate. Both the MLE and sieve-MLE were shown semiparametric efficient (Wellner
and Zhang, 2007; Lu et al., 2009), if the Poisson process is the true underlying counting
process for panel count data. When the Poisson process is misspecified for the data, the
estimators may not be very efficient.

In this article, we adopt the spline-based approximation of the proportional mean given
in (2) and consider a new semiparametric sieve-MLE using a Gamma-Frailty nonhomoge-
neous Poisson process for the underlying counting process. We assume that conditional
on a Gamma-distributed frailty variable, the cumulative counts follow a nonhomogeneous
Poisson process. The variance of the gamma distribution is referred to as over-dispersion
parameter and helps accommodate the over-dispersion as well as the correlations between
increments in non-overlapping intervals. This model appears more reasonable than the non-
homogeneous Poisson process model in biomedical applications of longitudinal count data.
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The estimates can be computed by a two-stage algorithm: for the first stage, the over-
dispersion parameter is estimated using the method of moment proposed by Zeger (1988);
for the second stage, the estimates of the regression parameters and the spline coefficients
are obtained by maximizing the likelihood with the over-dispersion parameter replaced by
its method of moment estimate. We show that the new sieve-MLE is consistent and could
converge at their optimal convergence rate in the nonparametric/semiparametric regression
setting. The asymptotic normality of the estimated regression parameters is also estab-
lished by modifying the theorem developed by Wellner and Zhang (2007) to handle the
presence of an additional over-dispersion parameter. The asymptotic variance of the esti-
mated regression parameters depends on the limiting value of the estimated over-dispersion
parameter and can be estimated using a spline-based least-squares estimation method. The
new sieve-MLE is generally more efficient than the sieve-MLE studied by Lu et al. (2009)
when over-dispersion is present.

The rest of the paper is organized as follows: Section 2 introduces the model based
on the Gamma-Frailty nonhomogeneous Poisson assumption; Section 3 discusses the two-
stage algorithm that is applied to compute the new sieve-MLE; Section 4 describes the
asymptotic properties of the new sieve-MLE; Section 5 presents a spline-based least-squares
method to estimate the standard error of the estimated regression parameters; Section 6
provides numerical results including simulation studies and an application to the bladder
tumor example; We conclude our paper with some remarks in Section 7. Some technical
details are included in the Appendices.

2. Spline-Based Sieve Maximum Likelihood Method

Assume N = {N(¢):¢ >0} is a univariate counting process with the conditional pro-
portional mean given by (1). There are K random observations of this counting pro-
cess at 0 = Ty < Tx1 < -+ < T . We denote Ty = (Tx1,Tr2, - Tk K)

and N = (N(Tk1),NTk2), -+ ,N(Tk x)). We further assume conditional on the time-
independent covariates Z, (K, T ) is independent of the underlying counting process. Panel

count data compose of a random sample of X;,7 =1, -+ ,n where X; = (Ki,I(IQ,N(i), Zi)
with NO = (NO (7§ ), N@ (T(0),) -+ ,NO (T . )).

Throughout the rest of this paper, we study the Gamma-Frailty nonhomogeneous Pois-
son process model. That is, conditional on the frailty variable v the counting process N(t)
follows the nonhomogeneous Poisson process with mean function yAq (t) A0 Z and the frailty
variable follows a gamma distribution with mean 1 and variance 02, i.e., v ~ T' (1/52,1/0?).
This parametrization of Gamma distribution guarantees the identifiability of the model with
the unconditional proportional mean structure specified in (1). The conditional likelihood
of the counts given the frailty variable can be written as

e—"fAAjeﬂTZ (’YAAjeBTZ)ANj
_ 1K
f(N17N27 7NK|7)_H]:1 ANJ'

where Nj = N(TKJ) ,ANJ' = Nj — N]‘_l and Aj = A(TKJ) ,AAJ' = Aj — Aj—l for ] =
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1,2,---, K. We assume N (0) = A (0) = 0. Integrating out -, we have

T\ AN; -2
s, (ane™ )77 (1/0%)" I (Nk +1/0?)

.f N17N27'“7NK =
( ) HleANj!F(l/UQ) (AKeﬁTZ+1/O_2)NK+1/U2

The log likelihood based on a single observation X subject to an additive constant is,

K
m (671\,02;)() :ZANJ- log (AAjeﬁTZ”) — (Nkx + 1/02) x log (AKe’BTZ + 1/02)
j=1
+1/0% x log (1/0°) +log ' (Nx + 1/0?) — logD (1/0?) 3)

We propose to approximate the baseline mean function Ag(t) using cubic B-splines. This
idea of sieve-MLE was originally proposed by Geman and Hwang (1982) and the spline-
based semiparametric sieve-MLE for the analysis of panel count data was adopted by Lu
et al. (2009). Assume the observation times are restricted to a closed interval [L,U]. [L, U]
can be divided into m,, + 1 subintervals which form a sequence of spline knots

E={L=6{=4 =84 <& <Emptl <Emntir1 =Empr2a =U},

where [ is the order of B-splines and [ = 4 corresponds to cubic B-splines. In this article,
we approximate the natural logarithm of the smooth baseline mean function log Ag (t) by
I a;B; (t) and jointly estimate the regression parameter 3 and spline coefficients a =
(o1, -+, 0y, ) subjecting to the monotone constraints, oy < ag < -+, g, , by maximizing
the approximated log likelihood,

n K;
1B, o) =Y {ZAN?M. log

i=1 j=1

exp (qzn a1 By (t%)m)) — exp (qZ" o By (t%,j—l)>]
1=1

=1

dn
+ NI({ZE,KI-BTZi — (N%)IKI + 1/02> log [exp <Z a By (tg&) + ﬁTZZ-)
=1

+1/0%] + 1/0% log (1/0?) + log T (NE,QK + 1/02) ~logT (1/02)} , (4)
Here B;(t),i = 1,---q, are B-spline basis functions corresponding to the spline knots

defined in Z and ¢, is the sum of m,, and the order of the B-spline functions [. Based on
the variation diminishing property of B-splines (Schumaker, 1981), monotone constraints of
the spline coefficients, i.e., a1 < o < -+, < ay, , can result in such B-splines approximation
to be monotone as well.

3. Computing Algorithm

In the model discussed in Section 2, the parameters in the proportional mean structure are
of primary interest, the over-dispersion parameter o2 is treated as an extra nuisance pa-
rameter. Both parameters could be computed simultaneously by maximizing the likelihood
shown in (4). However this involves maximizing a gamma function and is computationally
cumbersome. In this article, we propose a two-stage estimating algorithm. In the first
stage, the nuisance parameter o? is estimated using the method of moment proposed by
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Zeger (1988), i.e.,

K, N~ \2 .
Dt 2 {(Nz(’j) - Nij) — Hij
= n K; =~
Zi=1 Zj:l N?j

A2
On

()

where Ng-) =N® (Tl(é)]) and fi;; is a consistent estimate of &/ (Ng)) forj=1,--- ,K;;i=
1,--+,n, based on the semiparametric MPLE studied by Zhang (2002) and Wellner and
Zhang (2007) due to its computational convenience. 62 is a \/n-consistent estimate of o2

satisfying the equation:
Var (N(T)) = E(N(T)) + 05 {E (N(T))}*,

that is v/n (&,21 — 08) = Op(1). The proof is given in Appendix A.1. In the second stage,
the parameters in the proportional mean structure are estimated by maximizing the spline-
based sieve likelihood (4), where o2 is replaced by the method of moment estimate given
by (5).

A hybrid algorithm of Newton-Raphson iteration and Isotonic regression (NR/IR) is used
to find the maximizer of spline-based sieve likelihood subject to the monotone constraints
on the spline coefficients, aq < ag < ---,< ag,. Newton-Raphson (NR) algorithm is
widely used in optimization of convex nonlinear functions. It converges to the true value in
a quadratic rate numerically. However it cannot guarantee the monotonicity of the solution.
So after each NR iteration, we project the estimates to the cone depicted by the monotone
constraints using isotonic regression. That is, with each NR update {a;,i =1,2,--- ,qn},
we find {&;,i=1,2,---,¢,} such that

an
{Gi,i=1,2,--- g} = argmin Y w; (; — &)
a1§a2§”'§aqn i=1
We choose w;,i = 1,2,--- ,q, to be the diagonal elements of the negative Hessian matrix
that correspond to @ = (a1,ag, - ,a,,). The solution of this optimization has a nice
interpretation (Groeneboom and Wellner, 1992): it is the left derivative of the greatest
convex minorant of the cumulative sum diagram {P;,i = 0,1, - ,n} where
i i
P() = (070) and JDZ = (Z wl,Zwldl> y
=1 1=1
and can be expressed as
l -
~ . m=j Wm Om
&; = max min ;
j<i 1> Zm:j Wy,

The NR/IR algorithm tailored to the spline-based sieve semiparametric maximum likelihood
estimation is summarized in the following steps.
Step 0 (Estimation of 62): Estimate the over-dispersion parameter o2 using the method
of moments estimate 62 given by (5) with fi;; computed using the semiparametric MPLE
(Wellner and Zhang, 2007).

Iterate the algorithm through the following steps until convergence.
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Step 1 (Newton-Raphson Update): Start with an initial point 6 = (&(0), B(O)> that

satisfies the monotone constraints of the spline coefficients, i.e., &(®) = (olgo), o?éo), e dff?) ,0750) <
dgo) <--- <L dé?. Update the current estimates 6k = (d““%ﬁ“”) by Newton-Raphson

algorithm with step-halving line search,
glk+1) _ (@(k+1)75(k+1)) — k) _ (1/2)" H! (é(k);6_721> i (é(k);&i) )

where (é( );62 ) is the gradient and H ! (é(k); [731) is the inverse of Hessian matrix of the

? n

log likelihood in (4) evaluated at 6%) . 1 is the smallest integer starting from 0 such that

z(é<k)f(1/2)’”H*1 (é<k>;&i)i(é<k>,&g), ) >l(9<k> A2)

Step 2 (Isotonic Regression): Construct the cumulative sum diagram {P;,i = 0,1,--- ,n}
with
Py =1(0,0) and P, = (Z wl,Zwla(kH)) ;
1=1
where w;,l =1,2,--- , g, are the diagonal elements of the negative Hessian matrix, — H (é(k); 63)

A (k)

that correspond to . The monotonic update of &;"’ is then calculated by

l w d(k+1)
~(k+1 . =5 “Ymtm
al Jr)zmaxmm UL jl

j<i I>i Zm:jwm

Since there is no constraints on 3, let 3*+1) = B(Ak“). X
Step 3 (Check the convergence): Let d = [|[§*+1) — §(F)|| if d < & for a small € > 0
stop the algorithm, otherwise go back to step 1.

4. Asymptotic Properties

In this section, we study the asymptotic properties of the spline-based semiparametric sieve-
MLE. First we introduce some notations used in Wellner and Zhang (2007) and Lu et al.
(2009). Let By and B denote the collection of Borel sets in R? and R, respectively, and let

Bio-1 = {Bn[0,7] : B e B}. We define a measure p and a Lo-metric d as following: for
B e 6[077-] and C € By,

k
1 (B x C) /ZPK k|Z=2)> P(Tx; € BIK =k, Z = z)dP(z)
Jj=1

and
1/2
061, 05) = {|ﬁ2 ~a+ [ 1) - Al(t)l2du(t)} | ©)

We assume the following regularity conditions for the model:



Analysis of Over-dispersed Panel Count Data 7

Condition 1. The true parameter (89, Ag,03) € R x F x RT, where R? and R™ are the
interior of some compact set of R and R* in R? and R¥, respectively. F is a class
of monotone nondecreasing functions.

Condition 2. The observation times Tk, : j = 1,2,--- ,K, K = 1,2,--- are bounded in
ST ={t:6 <t<rt}forsomed >0and7 >0,A(d) >0and P(Tk ; — Tk j—1 > S0) =
1 for some constant sg. P (K < ko) = 1 for some constant k.

Condition 3. The true baseline mean function A is p* differentiable and bounded. The
derivatives have positive and finite lower and upper bounds in S[T].

Condition 4. For some 1 € (0,1),aTVar(Z|U,V)a > na’ E(ZZT|U,V)a a.s. for all a €
R? where (U, V, Z) follows distribution pu/u(R*2 x Z).

Condition 5. The covariate Z is bounded, i.e., P (]Z| < z9) = 1 for some constant zy.
And P (aZ # c) > 0 for any a € R? and ¢ € R.

Condition 6. E {e“"®} is uniformly bounded for ¢ € S[T].

Condition 7. The measure p is absolutely continuous with respect to Lebesgue measure
with a finite lower bound in the observation interval S[T.

For the spline-based sieve-MLE, we also need to properly allocate the spline knots to warrant
a good approximation of B-splines to a smooth function.

Condition 8. The number of internal knots m,, = O (n”) for 0 < v < 1/2. The maximum
spacing of the knots satisfies Apax = max;y1<i<m,+i1+1 & — &i—1] = O(n™"). Further
denote Ayin = mingt1<i<m, +i1+1 |& — &—1/, there exists a constant M > 0 such that
Anmax/Amin < M uniformly in n.

THEOREM 4.1 (CONSISTENCY). Suppose that Conditions 1-3,5, 7 and 8 hold and the
counting process N satisfies the proportional mean regression model. Then given an estimate
of the over-dispersion parameter 62 such that 62 —p o3,

d ((Bm]\n) 7(50,/\0)) —p 0

THEOREM 4.2 (CONVERGENCE RATE). Suppose that Conditions 1-8 hold and the count-
ing process N satisfies the proportional mean regression model. Then given a \/n— consistent

estimate of the over-dispersion parameter o, 2,

a((BarAn) (B0, ho) ) = O (mmint1=02/2))

REMARK 4.1. This theorem implies that when v =1/ (2p + 1),

d ((Bm[\n) 7(50,1\0)) =0, (nfp/(2p+1)>

which is the optimal convergence rate in the nonparametric regression setting. When the
baseline mean function is smooth, i.e. p > 1, the spline-based semiparametric sieve-MLE
can converge faster than the conventional semiparametric estimators using step functions
to estimate the baseline mean function considered by Wellner and Zhang (2007).
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Theorem 4.3 describes the asymptotic normality of the estimated regression parameters
despite a slower convergence rate of the estimated baseline mean function. We use simi-
lar notations as those in Huang (1996) and Wellner and Zhang (2007) with the objective
function m (3,A, 0% X) taken as the log likelihood specified in (3). Suppose that A, is a
parametric path in the monotone nondecreasing function class F through A, i.e. A, € F,

and Ayly=o = A Let H = {nsh =5
mp (ﬁ’AaUQNC) =gm (B,A,UQ;:U)
C(om(BA0%z)  Om(BA0%a)
B < b1 o 084 ) ’
am (B,An,az;z)
= 877 |n:0’
mi1 (5,/\,0’2;1') = V%m (B,A,Jz;x) ,
omq (B,A,,,UQ;QU)
= 377 ‘77:0’
ma1 (ﬁ’/\702§9€) [h] = v pma (ﬁ’AJQ;QC) (],
0’m (,@,Am,O'Q;ZZ?)

nzo} and for any h € H, we define

mo (B,A,az;:r) [h]

mi2 (ﬁa A7 0.2; l‘) [h]

mag (5,/\702;55) [h1, he] =

an? n;=0,j=1,2
_ dma (8, Ay, 05 2) [ha]
= e .

Let IP,, denote the ordinary empirical measure defined by P, f(X) = 2 >°" | f(X;) and
G, the centered empirical measure defined by G,, f(X) = /n(P,—P) f(z) = ﬁ Yo (f(Xy) — Ef(X)).

THEOREM 4.3 (ASYMPTOTIC NORMALITY). Suppose that Conditions 1-8 hold and the
counting process N satisfies the proportional mean regression model. Then given a \/n— consistent

estimate of the over-dispersion parameter o, 2,

Vit (B = Bo) = A5 G (ma (Bo, Ao, 78) = m2 (Bo, Ao, o3) [7]) + 0, (1)
—a N (0, Ay " BoAg™)
where
Ag = A (Bo, Mo, og) = —P (ma1 (Bo, Mo, og) — mar (Bo, Ao, 0g) [R*])
By = B (Bo, Ao, 03) = P (ma (Bo, Ao, o) — ma (Bo, Ao, o) [h*])®2
and h* = (hi, hs, -, h3)" with

E( ZSXl/US X eﬁ"TZK,TK)

T
AO,KEBO Z+1/0‘(2)

bt = Ao x s=1,--d (7)

Ty Ao, e2BgZ ’
E(eﬁo |K’TK)—E(AO)K062(3~ZH/0§K,TK
We prove Theorems 1, 2 and 3 by verifying the conditions of Theorem 5.7 in van der Vaart
(1998), Theorem 3.4.1 of van der Vaart and Wellner (1996) and modifying Theorem 6.1 in
Wellner and Zhang (2007), respectively. The sketch of the proofs are given in Appendix
A.2.
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5. A consistent estimate of standard error for the estimated regression parameters

In order to make inference about the regression parameters based on their asymptotic
normality, we need to estimate h* = (h7,--- ,h;)T. As shown in the proof of Theorem 4.3
in Appendix A.2, finding h¥ is the projection problem of solving each component of h* by

2

h: = ar’igrrqliinP (ml’s (BO,AO,Ug;X) —ma (BO,AO,Ug;X) [h]) (8)
€
for s =1,---,d where m; s is the st" component of m;. We apply the spline-based sieve

method again and estimate k¥ by a linear span of cubic B-spline basis functions, e.g., an’S =
?’;1 v4,sB; for s = 1,2,--- ,d where v;,,7 = 1,--- , g, are estimated by minimizing the
empirical version of (8), namely,

o (e (BB, % X) = (B A, 82 X))

where ,Bn, A,, and 62 are consistent estimates of 3y, Ag and o3, respectively. Since ms is a
bilinear operator, thls is equivalent to solving a least-squares problem and the solution of

¥, = (V1,85 V2,80 - ,’qus)T is given by
(3 (s As 82 X) [B] % ma (B, A, 62 X) [B])_l x
(3 (s A 6% X ) [B] x mas (s Ay 62 X))

where mg (Bn,f\n, &Q'X) [B] is the n x g, design matrix with (4, m)th entry being

n’

N0 (1,) -1 (1, | |
N® ( ) +1/62 _ 4
A (t(K)K> ePr7i +1/52 B (k)

THEOREM 5.1. Let (ﬂ”,An,a ) be a consistent estimate of (BO,AO,UO) and fzms,s =

. R . T
1,---,d, be the least-squares estimate of h%:. Denote h, = (hnﬁl,hn’2,~-~ ,hn’d) , under
Conditions 1-3, 5, 6 and 8, h,, is a consistent estimate of h*. Let

Ap =P, (mn (5717 ns0 mX) ma1 (571, X) [T ])

B =B o (B 2 ) = (A 23) )

Then A,, —p Ao and B, —p Bo.

The spline-based least-squares estimate of standard error in semiparametric regression
setting was originally proposed by Huang et al. (2008). The proof of Theorem 5.1 is given
in Appendix A.3.
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6. Numerical Results

6.1. Simulation Studies
Simulation studies are conducted to examine finite sample performance of the spline-based
semiparametric sieve-MLE under the Gamma-Frailty nonhomogeneous Poisson model. For

the i'" subject, we generate X; = (Ki,I(Iéi,N(i),Zi) in a way that may reflect actual

observations in a clinical follow-up study. (i) Six follow-up times are pre-scheduled at
T° = {T]‘»3 (I7 =25,5=1,--- ,6}. The actual observation times T7; are generated from a
normal distribution, N(77,1/3). Let &; = Lre_,<1p), for j =1,---,6 and T = 0. (i)
Let &;; = 1 if the j" visit actually happens and zero otherwise, with P(d;; = 1) = lTﬁ
+e v
indicating the probability of missing visit increasing as follow-up proceeds. The i*" subject
has K; = Z?:1 &;j0;; observations at I(Ig = (TI(;BJ,TI((ZZ,2,~-- 7TI((Z¢),K1)7 where TI((Z?,j is
the j*" ordered observation time of {T5 « &ijoij = 1,5 = 1,---,6}. (iii) The covariate
vector Z; = (Z;1, Zia, Z;3) is simulated by Z;; ~ Uniform (0,1), Z;s ~ N (0,1),and Z;3 ~
Bernoulli (0.5). The regression parameter Sy = (ﬁoyl,ﬁoybﬁoyg)T = (=1.0,0.5,1.5)". (iv)

Given (Zi, Kivz(12>7 different scenarios are used to generate the panel counts

0= (60 (12,10 (7). 40 (1))

Scenario 1. Data are generated from a Gamma-Frailty Poisson model. The frailty
parameters yi,vz,- - ,7n are randomly drawn from the Gamma distribution, I"(0.5,0.5),
giving an over-dispersion parameter of 2. Conditional on the frailty parameter v; as well as
the covariates Z;, the panel counts for each subject are drawn from a Poisson process, i.e.

_ ) ) ) N 1/2 . 1/2 ,
N® (T}éfj) - N® (Tl(é)’jil) |vi ~ Poisson {2% {(TI@J) — (TI((Zj,j—l) } eﬁoTZf} (9)

for j =1,2,---, K;. In this scenario, the counting process given only the covariate is not
a Poisson process. However, the conditional mean given the covariate vector still satisfies
the proportional mean model specified in (1). The marginal distribution of the counts is a
negative binomial distribution.

Scenario 2. Data are generated from a Lognormal-Frailty Poisson model. A random
sample (71,792, ,Yn) Is generated from a lognormal distribution with mean 1 and variance
2. Conditional on each frailty term ~y;, the cumulative counts are drawn from a Poisson
process by (9). In this scenario, the proportional mean model (1) still holds. The marginal
distribution of the cumulative counts is not a Poisson process, nor does it follow a negative
binomial distribution.

Scenario 3. Data are generated from mixture Poisson data similar to those discussed
in Wellner and Zhang (2007) and Lu et al. (2009). We first generate a random sample
M, ,Np from (—0.8,0,0.8) with probability (0.25,0.5,0.25). Given 7;, the cumulative
counts are generated from a nonhomogeneous Poisson process with mean (2 + ;) t/ 2¢8" Z:
That is,

) ) ) : LN1/2 . 1/2 _
N® (T}Q]) ~N® (T};j,j_l) ;i ~ Poisson{(? + 1) [(T}QJ) - (T}ij_l) } eB‘?Zl}

for j = 1,2,--- , K;. In the frailty formulation, this is equivalent to generating a discrete
frailty term ~; from {0.6,1,1.4} with probabilities 0.25, 0.5 and 0.25, respectively. Given
v;, the cumulative counts follow a Poisson process similar to those in Scenario 1.
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For all three scenarios, monotone cubic B-splines are used to approximate the logarithm
of the baseline mean function. The number of interior knots is chosen to be m,, = [N1/3],
the smallest integer above N1/3, where N is the number of collected distinct observation

times {Ig?b : 1<i< n} These knots are placed at the corresponding quantiles of the

distinct observation times so Condition 8 is satisfied. In our simulation studies, we generate
1000 Monte Carlo samples with sample size of 50 and 100 for each scenario, respectively.
The proposed estimator based on the Gamma-Frailty Poisson process model and the two
estimators from Lu et al. (2009), the spline-based sieve-MPLE and sieve-MLE based on
Poisson process model are computed and compared.

Table 6.1 summarizes simulation results for the estimated regression parameters in all
three scenarios, including their bias (bias), Monte Carlo standard deviation (M-C sd), the
average of the estimated standard error (ASE) based on the spline-based least-squares
method, and 95% coverage of the regression parameters. Figures 1 plot the squared bias
and the variance of the estimated baseline mean function at ¢t = 2,2.25,---,9 for the
corresponding scenarios. When data follow a Gamma-Frailty Poisson process as simulated
from Scenario 1, all three estimates are consistent. The biases are negligible compared to the
standard errors. The estimates based on the Gamma-Frailty Poisson process model take the
over-dispersion into account and apparently outperform their alternative estimates based on
the Poisson process model in view of the estimation standard error. The spline-based least-
squares estimates of the standard error of different maximum likelihood estimates appear
to underestimate the true values a little bit when sample size is small, which attributes
to the empirical coverage probability lower than the nominal level. The underestimation
lessens as sample size increases. Among the three standard error estimates, the sieve-MLE
based on the Gamma-Frailty Poisson process model have the least bias. For the estimates
of the baseline mean function at different time points, the bias is negligible compared to its
standard error for all three estimators. The estimator accounting for over-dispersion using
the Gamma-Frailty Poisson process model has the smallest standard error and is apparently
more efficient than the two estimators studied in Lu et al. (2009).

Simulation results from Scenario 2 and Scenario 8 are similar to those from Scenario
1, even though the underlying frailty variable is not Gamma distributed. Based on these
simulation results, we conclude that (i) the spline-based semiparametric sieve-MLE based
on the Gamma-Frailty Poisson process model that accounts for the over-dispersion and au-
tocorrelation will improve the estimation efficiency when over-dispersion or autocorrelation
is present in the data; (i) the Gamma-Frailty Poisson process model is robust against the
underlying distribution of the frailty variable.
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Table 2. The spline-based sieve semiparametric inference for bladder tumor data

Independent Poisson Poisson Process Gamma-Frailty Poisson
(67 =1.32)
Est. Std.  p-value Est. Std. p-value Est. Std. p-value

71 0.1444 0.0553  0.0090 0.2075 0.0433 <.0001 0.3289 0.0976  0.0007
72 —0.0447 0.0462 0.3342 —0.0353 0.0945  0.7089 0.0054 0.1310  0.9681
73 0.1776  0.2706  0.5117 0.0637 0.2295  0.7812 0.0213 0.4267  0.9792
74 —0.6966 0.3021  0.0211 —-0.7960 0.3179  0.0012 —1.0692 0.3765  0.0029

6.2. Application

The proposed method is applied to the bladder tumor data introduced in Section 1. A total
of 116 patients were randomized into three treatment groups, with 31 using pyridoxin pills,
38 instilled with thiotepa and 47 in placebo group. Their follow-up times vary from one
week to sixty-four weeks. Four variables, including the number (Z7) and size (Z2) of tumor
at baseline, and two indicator variables, one for pyridoxin (Z3), one for thiotepa (Z,), are
included in the proportional mean model, i.e.,

E(N(t)|Z1, Za, Z3, Z4) = Mo (t) exp (B121 + B2Za + B323 + B4Z4)

Analysis results based on the proposed method along with those based on the two methods
studied in Lu et al. (2009) are shown in Table 6.2. The number of tumors observed at
study entrance is positively related to the recurrence of bladder tumor. Per tumor increase
at the baseline, the number of tumors at follow-ups increases by 15.5%, 23.1% and 39.1%
on average using the Poisson process model-based sieve-MPLE and sieve-MLE, and the
Gamma-Frailty Poisson process model-based sieve-MLE, respectively. Thiotepa instillation
effectively decreases the number of recurrent tumors. The number of recurrent tumors for
patients with thiotepa instillation is 49.5%, 45.1% and 32.5% of those in control group
according to the three methods. The tumor size and the treatment of pyridoxin pills do
not significantly affect the number of recurrent tumors at follow-up visits. The estimation
method based on the Gamma-Frailty Poisson process model provides an estimate of the over-
dispersion parameter 1.32 which evidently supports the over-dispersion of the panel count
or the potential positive correlation between non-overlapping increments in the counting
process. The effect of tumor number at study entrance and the treatment of thiotepa
are quantitatively more significant when accounting for the correlation between cumulative
counts using the frailty variable.

7. Concluding Remark

In this article we propose to analyze panel count data using the Gamma-Frailty Poisson
process model. For over-dispersed panel count data that occur frequently in longitudi-
nal follow-up studies of biomedical research, the proposed method yields a more efficient
estimation procedure compared to the established likelihood methods based on Poisson
process model studied in Wellner and Zhang (2007) and Lu et al. (2009). When over-
dispersion is not an issue for panel count data, Zeger’s method of moments estimate of the
over-dispersion parameter is often zero or negative. Once that happens, the spline-based
sieve-MLE of Lu et al. (2009) will be used in the second stage estimation. Such two-stage
procedure yields very similar results to the Lu-Zhang-Huang’s sieve-MLE for panel counts
simulated from nonhomogeneous Poisson process (results not showing here). This implies
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that the proposed estimation method that accounts for over-dispersion performs as good as
the semiparametric MLE for nonhomogeneous Poisson panel count data. Another strength
of the proposed method rests on the fact that the Gamma-Frailty Poisson process model is
only a working assumption for deriving the estimates. Both the theoretical and numerical
results demonstrate that the advantage of the proposed method over the Poisson likelihood
based estimates does not depend on true distribution of the frailty variable. In spite of
the robustness properties of Poisson process model for panel count data demonstrated by
Wellner and Zhang (2007) and the numerical efficiency of spline-based sieve-MLE under the
Poisson model shown by Lu et al. (2009), we strongly recommend the use of the proposed
method in the analysis of panel count data, as the over-dispersion is highly prevalent in
applications of counting process data.

A. Technical Proofs

We use modern empirical process theory to study the asymptotic properties of the pro-
posed estimate and the standard error estimate of the estimated regression parameters.
Thereafter, C' stands for a universal constant that may vary from place to place. Section
A.1 provides the proof of the y/n—consistency of the method of moment estimate of the
over-dispersion parameter; Section A.2 outlines the proofs of Theorems 4.1, 4.2 and 4.3; Sec-
tion A.3 sketches the proof of the consistency of spline-based sieve least-squares variance
estimation method. Section A.4 gives two technical lemmas and proofs.
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A.1.  Proof of \/n—consistency of 52

PROOF. Let p; denote the proportional mean at observation time t; specified in (1).
Wherever without confusion, we suppress the dependence of p; on (8, A) and let

T (0 ~ O
o = Ao () €75 ) = A (1) 7 7

where (37(10),]\510)) is the MPLE studied by Wellner and Zhang (2007). The method of

moment estimate of the over-dispersion parameter in (5) can be rewritten as

K L0\2 (0
P, (Zj=1 (Nj - uif) — )
K ~(0)2
]P)n (Z]‘:l /‘L'SL]) )

"= (10)

o
The numerator of (10) can be decomposed to

K
NONSINO!
Pr Z (NJ — Ky ) - N“nj

j=1
K K 2
=P, |:Z (N — poy) Hoj +Pn Z (Noj - ﬂgzog)>
Jj=1 Jj=1
K K
+ 2P, Z (Nj = po;) (MOj - ﬂ;?) +Pn Z (Hoj - ﬂgz?)
j=1 j=1

=1+ Jo+J3+ Js

where

By ordinary central limit theorem and Conditions 1, 2, 5 and 6, the first term in (11) is
0, (n=1/2).
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Denote
K
J1(0) =D (noj = )"+ (B,4) € R X Fod ((8,A), (Bo, o)) < o,
K
J2 (0) = Z(Nj *Hoj) (Noj *#j) : (BN € R* x F,d((B,A),(Bo,No)) <6 p, and
K
T5 () = 4D (noj = pj) = (B,A) € R x F,d((8,A), (o, Bo)) <6

1

<.
Il

Using the same technique for constructing the brackets as given in Wellner and Zhang

(2007), it is easily shown that the bracketing numbers, Njj(e, J1(0), L2(P)), Njj(€, J2(0), L2(P))

and Njj(e, J3(0), Lo(P)) are all bounded above by C exp (1/¢) (1/€)*. Tt follows that Ji, Jo

and J3 are all P-Donsker. Due to the consistency of MPLE (BT(LO),A%O)) given by Wellner
and Zhang (2007), using Conditions 1-3, 5 and 6, the result of Lemma 7.1 in Wellner and
Zhang (2007) and Dominated Convergence Theorem (DCT), it can be also easily shown
that

K 2
P Z (MOj - ﬂgg)) —p 0,
=1

Mx

~(0
,UOJ (HOJ’ - :u"Ezj)) —p 0,
j:l

and P i (u()J '“ny) —p 0

Jj=1

as d — 0. Therefore, by the relationship between P-Donsker and asymptotic equicontinuity
(Corollary 2.3.12 van der Vaart and Wellner, 1996), it follows that the first terms of (12),
(13), and (14) are all o, (n_l/g).

Using Conditions 1-3, 5 and 6, the result of Lemma 7.1 in Wellner and Zhang (2007) and

the nl/? convergence rate of (3, A”)) as shown in Wellner and Zhang (2007), it follows
that,

K
P (o~ %)) < € ((B0.A9). (o, Ao)) = 0, (n=).
j=1
By the similar arguments as used in the proof of Theorem 2 in Zhang (2006) along with
the convergence rate of (Bgo), ]\ﬁf))), it is parallel to show that  /nP (ZK 1 (MOJ ng)))

is asymptotically normal with zero mean and hence P (Zjil (uO] ,ugloj))) =0, (n71/2).
Thus,

i(Nj_ﬂS?)Z‘ﬂg) =P Zuoj +0, (n772)

j=1 j=1
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The denominator of (10) can be decomposed to

K

K
- (0)2 ~(0)?
P, Mgzj) IP) - P Z Mn] Z IU”E’L_]) (15)
j=1 j=1
Let Jy = {Z; L MJ 1 (B,A) € R x ]-"} . it can be similarly argued that N[; (¢, Ju, L1 (P)) is
bounded above by C exp (1/€) (1/¢)?. By Theorem 2.4.1 of van der Vaart and Wellner (1996)

(Glivenko-Cantelli Theorem), J4 is a Glivenko-Cantelli class and hence (P,, — P) (Zjil ﬂgboj)

0p (1). The consistency of (57(10), ASLO)) along with Conditions 1-3 and 5, and DCT result in

PSS (7)) = P (SIS 13) + 0 (1)

Therefore,
K 0
P, (Z]‘:l (N u;f) - :ugz])> ) ( 1/2)
~(0)2 =05 +0p (1~
P, EJ i ()

This proof is complete.

A.2.  Proof of the Asymptotic properties

A.2.1. Proof of Theorem 4.1 (Consistency):

To study the asymptotic properties of the proposed estimate, some notations about B-
splines are needed. Let

dLE = {Z a;B;: B;,i=1,2--- g, are the B-spline basis functions at E}

and

dn dn
Ve = {Z a;Bi: Y a;Bi €z and a3 <ag <o < a/q”}
i—1

i=1
PRrROOF. To prove the consistency of the proposed two-stage estimation method, we

apply Theorem 5.7 in van der Vaart (1998) and check the three sufficient conditions for the
global consistency. Let

M, (8,A) = Ppm (8,A,67); M(B,A) = Pm (8, A, 07)
First,
M, (8,A) — M (B,A) =PB,m (B,A,62) — Pm (B, A, 07)
Py (m (B,A,67) —m (B.A,05)) + (P — P)m (B, A, 05)
By Taylor expansion
Po (1 (3,2) (5. 0,08) = Burt (30,5 71~ )

where 1,2 (8, A,02) = 52ym (8, A, 0?) and |6 — o3 62 — o3|. By Conditions 1, 2, 3,
5 and 6, it can be easily argued that P, 1,2 (5 A6 ) = Op(1). Then the consistency of 62
implies that P,, (m (8,A,62) —m (B,A,08)) =0, (1).

)
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Define £ = {m (B,A,Jg) ,B € R logA € =} and Lf = {m (B,Amg) BeRLA €
F}. Using Theorem 2.7.5 of van der Vaart and Wellner (1996) and the same technique
for constructing the brackets given by Wellner and Zhang (2007), we can show that the
bracketing number, Njj(e, £7, L1(P)) is bounded by C exp(1/¢) (1/€)*. Since exp(th1z) C F
and £y C L7, Nyj(e, L1, L1(P)) is bounded by Cexp(1/e) (1/€)" as well. By Glivenko-
Cantelli Theorem, £ is Glivenko-Cantelli and hence (P,, — P)m (8, A,03) = o, (1). This
justifies the uniform convergence condition.

Second, the separation condition has been established by Lemma A.1, Part (ii).

Last, based on the spline approximation result given by de Boor (2001, p.148), there exist
a Ag n, such that log Ay, € ¢y = of order I > p+2 and ||Ag, — Agllee < Cg,? = O(n~PY).

Mn (BnyAn) - Mn (507A0)
= an (an‘&fha"r%) - an (ﬁo,Ao,&i)
=P (m (Bos Ans62) =m0 (B0, Ao 52) ) + B (m (B, Ao 72) = m (B0, Ao, 62))
> ]Pn (m (ﬂOaAO,n; 6—721) -—m (505 AOa (}721))

=P, (m (Bos Mo, 95) —m (Bo, Mo, 03)) + o (m (Bo, Mo,ns 67) —m (Bos Aons 95))
-P, (m (507 AQ,@'?L) —m (507 AO?J%))

Using the same arguments as above, the last two terms are both o, (1). Note that

Pn (m (507 AO,nu US) —m (507/\070—(2)))
= (Pn - P) (m (ﬁO,AO,ng) —-—m (507A0708)) + P (m (BO7A0,TL’O—§) -m (5071\0703))
=P (m (ﬁo; AO,'ruo-g) —m (503 A07 08)) + Op(l)

by Glivenko-Cantelli theorem. By Conditions 1, 2, 3, 5 and 6, Taylor expansion of m(S3o, A, 02)
at Ay yields that

P (m (Bo, Aons05) — m (Bo, Ao, 3)) = —C|[Ag,n — Aol (-

Therefore, M, (Bn,f\n) — M, (Bo, Ao) > —op, (1). The proof is complete.

A.2.2. Proof of Theorem 4.2 (Convergence Rate):

PrOOF. The convergence rate is derived by verifying the conditions in Theorem 3.4.1
of van der Vaart and Wellner (1996). To apply the theorem to this problem, we denote 6 =
(B,A) € ©, with ©,, = {(3,A): B € R logA € =} We also denote 6,, = (8o, Ao.n)
with the Ao, chosen as in the proof of Theorem 4.1 and 0, = (Bn, An) € ©,,, the proposed
estimate of 0y in ©,,. Hence Mn(én) > M,,(0,). For the sieve estimation problem studied
in this article, let

M, (0) = M(B,A) = Pm(B,\,08) = Pm(0,02) and d,(0,0,) = d(0,0,)

First, by the separation property given by Lemma A.1, Part (ii), it follows that M, (0) —
M, (0p) < —Cd2(0,6p). Since [0, — bpllco = [|[Ao.n — Aolloc = O(n™P"), for any 6 such that
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0/2 < dn(0,0,) <9, d,(0,00) > d,(0,0,) — d,(0,,00) > C6 for large enough n. Therefore,

M, (0) — M, (0,) = My(0)— M,(6y) + M,(6p) — M, (0,)
—C6%* —0O(nP) = —C6* for large enough n

N

Second, note that for any 6 such that §/2 < d,(0,0,) <4,

(M, = M, )(0) — ( M,,)(6n)
= [ nm(e m(@, 8 ] DP) n, n Pm(enaaO)]
=P, { [m(6,62) — m(0,02)] — [m(0n,62) — m(0, 03)] }

+(Pn - P) (m( ) 0) - m(emgo))
= (P, — P) (m(0,05) — m(0n,03)) + 60, (n~1/2)

by Conditions 1-3, 5 and 6, and the \/n-consistency of 62.

Let £3(8) = {m(0,08) — m(0,,03) : 0 € ©,,5/2 < d,(0,0,) < 5)}. Using the result
of Lemma A.2 and the technique given by Wellner and Zhang (2007, p.2129), it can be
easily shown that log Npj(e, £3(9), || ||p,B) is also bounded above by Cgy, log (d/€) with the
‘Bernstein norm’ defined in van der Vaart and Wellner (1996, p.324). Then it follows that

Ty 6.L50). 11 1p.5) / 1+ 10gN() (e.L3(0). | - [ p.)de < Clf?s

which results in
Ep|V/a(Py = P)lcys) < C (a0 + gu n'/?)

by Lemma 3.4.3 of van der Vaart and Wellner (1996). Hence

Ep sup vn ‘an (0,62) — Pm (0,05) —
6/2<dy,(0,0,)<d
0€O,,

[Pam (60,62) — Pm (6o,03)]| < Céby (6)

with ¢,(8) = C (q}L/Q(S + qn/nl/z) An easy algebra shows that r2¢, (r; ') < Cn'/? with

rp = n0in@er(1=1)/2)  Then it follows that

Tndn (0, 0r) = Op(1)

by the conclusion of Theorem 3.4.1 of van der Vaart and Wellner (1996). Moreover, since
16, — o]l = O(n™P"), it follows that

Pnd(0n,00) = Tndn(Bn,00) < rady (B, 0n) 4 radn (65, 60)
= 0,(1)+r,0(n™") =0,(1)

The proof is complete.
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A.2.3. Proof of Theorem 4.3 (Asymptotic Normality):
Incorporating the extra over-dispersion parameter, we adopt the following notations

S1(B,A) = Pmi (8,A,05;X) 5 S2(B,A) = Pma (B, A, 05; X)
Sln (BaA) = anl (BaA>OA-?L7X) ) S2n (BaA) = anQ (65A70A-3L7X)
Sll (ﬁ7A) = Pmll (67Aa087X) ) S?Q (ﬁaA) = Pm22 (ﬁ5A7087X)

Si2 (B, A) [h] = ST (B, A) [B] = Pmaz (B, A, 05; X) .

PROOF. There are only slightly different expressions in 51, and S5, from those used in
Theorem 6.1 of Wellner and Zhang (2007) in which a fixed quantity o3 is replaced by its
estimate 62. So Theorem 6.1 of Wellner and Zhang (2007) cannot be immediately applied.
We will derive the asymptotic normality of 3,, by modifying the proof of Wellner-Zhang’s

theorem under the same conditions. First, we show that Conditions A1-A6 of Wellner-
Zhang’s theorem hold in this problem under Conditions 1-8.

Al. The condition is satisfied with the consistency and convergence rate of (Bn, An>.

A2. Pmy (Bo, Ao,08) = 0 and Pmy (8o, Ao, 03) [h] = 0 as long as the proportional mean
model in (1) hold.

A3. By the same technique used in information calculation as given by Wellner and Zhang
(2007, p.2130), it can be easily calculated that the least favorable direction h* is
expressed by (7).

A4. Since (Bn, An) are estimated by maximizing the likelihood m (ﬁ, A, &,21), they satisfy

the score equation, i.e.,
Prmy (Bn?An?672wX) =0 and Ppm» (anAna&eraX) [h] =0.

where h is any function in H. The first part is automatically true. To prove the
second part, by specifically choosing h = A,,S € H, it suffices to show that

I=P, {m2 (Bn, An, 52, X) [AoS] — ma (Bn,[\n, &i;X) [[\nS]} =0, (n*1/2)

where
E (ZXl/f’g « eﬁUTZ|K,TK>

T
onKeﬁO ZJrl/O’(Z]

S:

28T z ’
E(eBT2\ k7)) | Boxe™” - p
(e 0 | ’—K) <A0‘Ke’30TZ+1/a§| y LK

Now rewrite P,, {mz (Bn,f\n,&?l;X) [AoS] — ma (BmAnﬁ%;X) [AnS]} by T1 + Tb
where

Ty =Py {ma (Bus Auy 525 X ) (0 = A)S] = ma (Ba, An, 085 X ) (A0 — An)S] |

Ty =Py {mz (B, A0 X) (A0 = 4,51
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By Taylor expansion

Ty =P {22 (B Ans52) (Ao = An ) 81} (52
= (@0 = P) {iiag (B A, 52) [(80 — An) ST}
+ P {rivzo2 (B8 6?) [(M0 = An) ST} ] (62 = 03)

where 1119,2 (ﬁ,A,aQ) [h] = %mg (B,A, 02) [h] 5% — o} 52 By the

same technique for constructing L; (P) brackets used in Wellner and Zhang (2007)
for

Ko = {1go2 (B,A,07) (Ao —A)S]: BeRY, Ae Fo? e R},

it is easy argued that Njj (e, K2, L1 (P)) < Cexp(1/€)(1/€)?*! using Conditions 1-3,
5 and 6. Hence K5 is Glivenko-Cantelli and therefore,

(B = P) {122 (B, A 52 ) (Do = An)S1} = 0, (1).

By consistency of (Bn,fhl), dominated convergence theorem and Conditions 1-3, 5

and 6, it can be also easily shown that
P {122 (Bns A 52) [(Bo = Bn)ST} = 05 (1),

Finally the y/n—consitency of 62 leads to T1 = o, (n_1/2).
Since o2 is fixed at 03 in T, the proof of Tp = o, (n_1/2) follows the same lines as
those given in (Wellner and Zhang, 2007, p.2131-2133), given Conditions 1-7. Hence

A4 is justified.

With the notations defined at the beginning of this section, we have

(S1n — S1) (B, A) — (Sin — S1) (Bo, Ao) =R1 + Ro
(S2n — S2) (B, A)[h*] — (S2n — S2) (Bo, Ao)[A*] =Q1 + Q2

where

Ry =Py [(ma (8,4,62) = ma1 (8,A,08)) = (ma (Bo, Ao, 2) = m1 (8o, Ao, 7)) ]
Ry =(P, — P) (m1 (6 A O’O) my (ﬁo,Ao,O’%))
Q1 =Py [(m2 (8,A,67) [M*] —ma2 (B, A, o)) 7]
= (m2 (Bo, Ao, 6 n) 1] = m2 (Bo. Ao, 05) [7])]
Q2 = (P, — P)ms (B,A,0) [W*] = (P, — P)ma (Bo, Ao, 03) [h*]

Using the same arguments as given in the proof of 71 = o, (n‘l/ 2), it can be similarly
shown that both R; and Q; are o, (nil/z) for any (8, A) such that d ((3, A), (5o, No)) =
Oy (ryt). As o? is fixed at 03, showing both Ry and Q2 being o, (n‘l/z) follows the
same lines as those given by Wellner and Zhang (2007, p.2133-2134) using Conditions
1-7. Hence A5 is justified.
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A6. Since both S1(83,A) and Sa(8, A)[h*] do not involve 62, the justification of A6 follows
exactly the same lines as those given in Wellner and Zhang (2007, p.2134-2135).

Following the same lines as those given in the proof of Theorem 6.1 of Wellner and Zhang
(2007, p.2139-2140), it yields that

\/ﬁ (B - ﬂ(]) = (AO + 0(1))_1\/ﬁpn{ml(ﬁ03 A(Ju 6—721) - mQ(ﬁ(Jv A07 6'727,)[h*]} + Op(l)
= (Ao +0(1)) " v/nPy{mi(Bo, Ao, 05) — ma2(Bo, Ao, o) [h*]}
+ (Ao + 0(1))_1]P’n{m102 (ﬁo, Ao, 5’2) — Moy2 (Bo,Ao,&Q)[h*]}\/’ﬁ(é'i — O’S)

2

+0,(1) for some &2 such that |52 — o] < |62 — of]

For the log likelihood of the Gamma-Frailty Poisson process, it is easily seen that for
any 02 > 0,
P7n’10'2 (607 A07 02) = Pm202 (607 A07 02)[h*] = 0
By the Glivenko-Cantelli Theorem,
Pn{mlo'2 (B()a AOa &2) — May2 (/BOa AOa &2)[}1’*]}
= (Pn - P){m102 (ﬂ07A0a62) — Mys2 (50»1\0, 62)[h*]} = Op(l)

Hence due to the y/n-consistency of 62, it follows that

Vi (B=Bo) = (Aot o()7 VaBu{m(Bo, Ao,o3) — ma(Bo, Ao o3) "]} + 0 (1)
—a N (0,Ay"BoAyt)

The proof is complete.

A.3. Proofs for the consistency of h,, s, s = 1,2,---d and A,,, B,
Denote 6 = (8, A) and p; (6, h; 0?) = (mlﬂs (0;0%) — my (6;02) [h])Q,s =1,2,---,d. Note

that iLn,S = argminhedn P,.ps (9 ,h; 62 ), we first show that

n
o = 1l = 102X [1ns = B2 o) = O-

By evaluating the upper bound of the bracketing entropy number of & = {p; (97 h; 02) :
0 € R x exp(trz),h € p1=,02 € RT} with exp(¢rz) = {f : logf € =} and R C R?
and Rt C Rt being compact, it can be easily argued that & is Glivenko-Cantelli class.
Moreover, Condition 8 implies that there exists a hy, ; € ¢ = of order | > p + 2 such that
[y, s — hillo = O(n™P¥). (de Boor, 2001, p.145). Then using Conditions 1-3, 5 and 6,
DCT, and Glivenko-Cantelli Theorem, the same arguments used in the proof of 4.1 lead to
Pnps (énvi"n,saa’i> - nps (enyh:, AZL) = Pnps (é iLn $: 0 n) - np.s (9n7hn 57 n)

4P, p, (gmhn ¥ n) —Pops (én,hZ-&2)
< B = P) (ps (On1362) = ps (B, 12562))
)

+P (s (n,13362) = ps (6, 12362
= o0,(1).



24 Lei Hua and Ying Zhang

Since & is Glivenko-Cantelli, the above inequality can be also rewritten as
Paps (Onshnsi62) < Pupy (B, 17:62) + 0p(1)
(P = P) py (0013362 + Ppy (0, 2262 ) + 0,(1)

Pp, (60,1252 + 0,(1). (16)

Hence with Conditions 1-3, 5 and 6, it follows that

P (ps (b0, hn.sio3) = po (60, h3:0) )
- P (ps (90, Fons; ag) Y (én, P &2)) _p (ps (60, h%:02) — ps (én, hE; ai))
+P (ps (én, Pin.s 53) — ps (énv hy; 03))
=op() + P (ps (9n, hin,s 63) — ps (éna hy; 03))
by the consistency of (6,,62) and DCT
< 0,(1) = (P = P) ps (s hni52) by (16)
—0,(1) by Glivenko-Cantelli Theorem.

With the uniqueness of b, the event || h,, ,—h’* | Lo (u) > €is asubset of the event Ppy (90, P U%) >

Pp, (00, h%; 0(2)) and the latter goes to zero in probability as n — oo by the preseeding in-
equality. Let e — 0 we conclude ||, — h* |z — 0.
Nest, we show the consistency of both A, and B,,. Denote

p (H,h;ch) = (m1 (Q;GQ,X) — Mo (9;02) [h])®2

and &1 = {p(0,h;0%) : 0 € R x exp(¢z),h € ¢f'z;0° € RT}, where ¢ffz = {h =
(h1,ha, -+ ,hq) @ hs € ¢y =, 1 < s < d}. Then &, consists of d individual & and hence a
Glivenko-Cantelli as well. By Conditions 1-3, 5 and 6, the consistency of (én, 52, En), the
Glivenko-Cantelli and DCT theorems, it follows that

®2

By = Bup(Buhiio?)” = @u P)p (unhnia?)” 4 Pp(Bhi?)

—p Pp (90,h*;a(2),X)®2 = By.

Let p* (6,h;0?) = my1 (0;0%) — ma1 (0;02) [h], we can similarly show that the class
Sy = {p* (0,h;0%) : 0 € R x exp(¢n2), h € ¢f'=;0% € RT} is Glivenko-Cantelli. And

A = Pup (B hs62) = = (Ba = P)p" (b 63) = Pp (B0, hos62)
—p  —Pp" (00, h";03) = Ao.

The proof is complete.
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A.4. Two technical lemmas

To study the asymptotic properties of the proposed estimate of (g, Ag), the following
technical lemmas are critical.

LEMMA A.1. Denote M (B, A, 02) = Pm (ﬁ, A, 02) N (ﬂ, A, 02) € RIx FxRT. Suppose
Conditions 1, 8-5 hold, then

(i) M (Bo, Mo, o) =M (B, A, 0?) for any (B,A) € R x F,0? € R* and the equality hold
iff B= Po and A = Ay a.e with respect to p.

(i) There exists a constant C, such that
M (ﬁOa AOa 0—2) -M (ﬁv Aa 02) > Cd2 ((ﬂ()v AO) ’ (5) A))
for any (B, ) in a neighborhood of (Bo, Ao) and 0® € RT.

PROOF. First, we prove the uniqueness of the maximizer. A straightforward algebra
shows that

M (607 AOv 02) -M (BvAv 0—2)

K BTz A 8Lz 1/02
B gz, Alg e’ _( 5T 7 2) oxe? +1/c
=P ; (AAo,je 0 lOgiAAjeBTZ Ao e’ +1/07) log A7 1 1)o7
=PI, + P,
where
K B Z A 8z
. _ 8Tz AAOJE 0 _ 8Tz 0,K€"°
I = ;::1 (AAo,ge 0 logiAAjeBTZ Ao e logiAKeBTZ

K
r Ahoy, Dhoy/hox
— A eBOZ ( 0,7 lo 0,5 5 >
0K ;1 Mox JTAAJAK

and

A07K€ﬁgz
AKeﬁTZ

A07K€ﬁgz + 1/0’2
AP Z 11)07

I, = (AQK@BOTZ) log - (A07K650TZ + 1/02) log

Note that Z]K:l (ﬁ?ig log Aﬁ%g;ﬁy‘) is the Kullback-Leibler’s information Kp, (po,p)

with pg ; = Ag\‘); and p; = ﬁ[:‘ for j =1,2,---, K. So, it is nonnegative and the equality
hold when £202 = 28 j —1 9 ... K. Therefore, PI; > 0 and PI; =0 iff
A =CAg a.e. wr.t p. for some constant C (17)

To show PI; > 0, we denote x = AO’Ke'@OTZ > 0,b = AKeﬂTZ — AO,KeBOTZ for the
notational simplicity and let

r+1/0?

J0) = wtog FES V=)

— (z+1/0?) log z>0,x2+b>0

x
r+b
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A straightforward algebra yields that df(b)/0b = 0 only if b = 0 and

sz(b): >0 for —z<b< /x(xr+1/0?)
ob? <0 for b>/z(z+1/02?)

This implies that f (b) reaches its minimum at b = 0 and f(0) = 0. So Pz > 0 and the
equality hold when
AP Z = AoeﬁUTZ a.e. w.r.t. p.
Then the result of the first part follows using the same argument as given by Wellner and
Zhang (2007).
Now we prove the second part of the lemma. I; can be rewritten as following,

AA AN /A
50 A 0,7 0,7 0,K
= Aoxce Z(AOK g AN /Ak )

Ahoj/Mos . Ahoj/Mox  Ahoi/Aox
BU Z 0,7 0,K 0,7 0,K 0,7 0,
= foxe Z[ Ax ( AA Ak 9TAN JAx | AA Ak “ﬂ

V

1 T AA; (Do /Ao x 2 PYE. SO | Al  AAGN?
ZA Bo Z J 0,5 Ko — ZA Bo Z Jo J
= gho.Ke Z A ( AM, Ak ) ghoKe? ;AAJ-/AK Mox | Ax
AA AN
7A BOZ 0.7_7]
0.K¢ Z<AOK AK)

The first inequality is due to the fact that xlogr —x+1 > i(m —1)2 for x in a neighborhood
of x =1, the equality hold only when = = 1.
Performing Taylor expansion for f(b) at 0 yields

1/0? [x(a:—i—l/a) %
2@ +&)*(z+1/02 +¢)°

When b is in a neighborhood of zero, |b] < |z| at almost everywhere in u. It follows that
the numerator of I can be bounded below by

1/0? [z (x+1/0°) = ] 0> > 1/0” [z (x + 1/0?) — 2?] b* = (1/02)233172;

and the denominator can be bounded above by

I \/

b? for a |€] < |b]

f) =

2(z+&)% (x4 1/02 +€)” < 2(22)%(x + 1/0% + 2)° = 82% (2 + 1/0%)2.
(1/o*)° 5
Hence f(b) > seati7onz0” and therefore
(1/0%)°

8A07K6’8(’{Z (2A07K6652 + 1/0’2)2

o
Y

2
(AOKe — Ageé? ) a.e. W.r.t. p

Combine the inequalities for I; and I3, we have,

1
L+ 1> ZAO7K€ 2 Z [kz i1 — 0j2) (ll — 12)2} a.e. w.r.t. u,
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where
T
V2R Ao ke 7 (200 e % 4 1/0%)

k 1/02 ’

A AA

02 = j,ll =A07K650TZ and lngKeﬁTZ.
Ao x

Ak

Gjl =

When Iy = Iy, Iy + Iy > YA xe®0 7 x 32 (0,1 — 0)2)". Therefore
K T T 2
P(Ii+ 1) 2 CPY" (DA e 7 = Anse™ 7).
j=1

We now show that this inequality is also true when l; # l3. We claim that for C =
1 k2
5 A\ W, we have

k2 (61 — 02)° + (Iy — 1)* > C (lafy — 11601)° YO <6, <1,0 <602 < 1,11 > 1,10 > 72

for some y; > 0 and 2 > 0.
First we discuss the case when Iy, I and 61, 65 are concordant, e.g. (I3 —l3) (01 — 63) > 0.
Without lost of generality, we assume [y > I3 and 61 > 6.

2 (01— 02)% + (I — 12)” > 5 (k (61 — 62) + (I — 12))”

> = (k (61— 62) + (I — 12) 6,)°

(11601 — 1905 + (k — 13) (01 — 6))? (18)

N RN~ DN

Since
A QKAO,Ke’BgZ <2A0}K6’63“Z + 1/0’2)
B 1/0?

> min (AO,KeBOTZ,AKe’BTZ> =ly. a.e. w.rt. p

k Z V 2KA0’K6ﬂOTZ 2 AO’Keﬂg“Z

By (18), k2 (91 — 92)2 + (ll - 12)2 > 1 (l191 — l292)2 a.e. w.r.t. p.
For a discordant pair, say, l; < lz,01 > 05, we further discuss the claim in two cases:

(a) When 116, > l362 we have

1

0= 0=

1
(1191 — l192) > E (l101 — lgeg) >0
So (91 — 92)2 > %2 (Z191 — l292)2.
(b) When ;607 < 302 we have
lo — 11 > 13605 — 1105 > 1505 — 1107 >0

So (Iy —11)% > (116 — 1265)*.
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Therefore, k2 (01 - 92)2 + (ll — l2)2 >C <l191 — l202)2 with C' = % A\ ﬁ
So,

K
1 T 1 1
P(I, + 1) >P{ Mg geP Z x | = A lof:0 — 1160,1)°
( 1 + 2) = 4 071(e X (2]{}2 (AO’Keﬁ(?Z/\AKeﬂTZ)2 ]:Zl( 2V352 1 ]1)

K
ZCPZ (AAO,jeﬁgz - AAjeﬁTZ)2
j=1

due to the compactness of the parameter space of 3, A and the boundness of the (Z, K, T )
specified in Conditions 1,2 and 5.

Finally, following the same proof as in Wellner and Zhang (2007), with Condition 4 the
above inequality further implies

M (B, B0, 0%) =M (8, 4,0%) = C {18 = Bol” + A = Kol3,, }

Hence the proof for Lemma A.1 is complete.

Let

n n n
d1=(0) = {Z a;B; : Z%Bi € ¢z and Z |a;| < § for some constant (5}
i=1 i=1 i=1
LEMMA A.2. The entropy of ¢;=(0), log N (e, ¢1,=(9),||-||) with L1-, La- and Loo- norms
can be shown bounded above by C’qnlog(q,l/2 X g),C'qnlog(g) and Cqylog <ﬁ), respec-
tively.
The proof of this lemma follows exactly the same lines as those for the proof of Lemma 5

in Shen and Wong (1994) and is omitted.
Let

n n n
P,=(0) = {Z a;B; : ZaiBi € ;= and Z |a;| < & for some constant 5} .
i=1

i=1 i=1

Because 1, =(0) C ¢1,=(9), the entropy of ¢, =(§) with the three different norms aforemen-

tioned are also bounded by C’qnlog(q}/2 X g), C’qnlog(g) and Cq,log (%), respectively.
an’ e
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