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Abstract

We propose a general class of semiparametric transformation models with random effects to
formulate the effects of possibly time-dependent covariates on clustered or correlated failure times.
This class encompasses all commonly used transformation models, including proportional hazards
and proportional odds models, and it accommodates a variety of random-effects distributions,
particularly Gaussian distributions. We show that the nonparametric maximum likelihood estimators
of the model parameters are consistent, asymptotically normal and asymptotically efficient. We
develop the corresponding likelihood-based inference procedures. Simulation studies demonstrate
that the proposed methods perform well in practical situations. An illustration with a well-known
diabetic retinopathy study is provided.
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1. Introduction

Clustered failure time data arise when the study subjects are sampled in clusters so that the
failure times within the same cluster tend to be correlated. Medical examples include the onset
of a genetic disease among family members, the appearance of tumors in littermates exposed
to a carcinogen, the occurrence of visual loss in left and right eyes, and the initiation of cigarette
smoking by classmates. Such failure times are inevitably subject to right censoring. The
presence of censoring and intra-class dependence poses serious challenges in the
semiparametric regression analysis of these data.

One approach to formulating the effects of covariates on the failure time while accounting for
the intra-class dependence is the proportional hazards frailty model, under which the hazard
function for the jth subject of the ith cluster associated with covariates Xjj(-) takes the form

AUX 1, E)=E o OB =1, nij=1,.. ., (1.1)
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where Ag(:) is an unspecified baseline hazard function,  is a vector of unknown regression
parameters, and &; is an unobserved frailty for the ith cluster. Statistical inference under model
(1.1) turns out to be an interesting and challenging problem. The consistency and asymptotic
distribution of the nonparametric maximum likelihood estimator for this model have been
rigorously studied by Murphy (1994,1995) for the case of no covariates, and by Parner
(1998) for the case with covariates. All the results are restricted to the special case of gamma
frailty.

The proportional hazards model with gamma frailty, although very interesting and useful, has
important limitations. First, the proportional hazards assumption on the effects of covariates
may not be reasonable in certain applications. Secondly, gamma frailty induces a restrictive
form of dependence.

To address the above concerns, we study a broad class of transformation models with random
effects. For the jth subject of the ith cluster, let Xj;(-) be ad1-vector of (possibly time-dependent)
covariates, and Zj;(-) be another set of covariates, which may contain 1 and part of Xjj(-). Also,
let Xij(t) and Zj;(t) denote the histories of Xj;(-) and Zj;(-) over [0, t]. The cumulative hazard
function of Tj;, the jth failure time of the ith cluster, is related to Xjj(-) and Zij(-) as follows:

A(T&,‘j(f), Zij(f)s bi)=H) (f:) ex"f'(“')Tﬁ*Z"f("')Tb"dA(s)) , i=1,...,m
j=1,...,n;, (1.2)

where Hy is a known increasing function with Hy(0) = 0 and Hg(w0) = o, A(:) is an unspecified
increasing function, f3 is a set of unknown regression parameters, and bj is a set of unobserved
mean-zero random effects for the ith cluster with a density function y(bj;y) (with respect to a
o-finite measure p(b;)) indexed by a d,-dimensional parameter y. Note that (1.2) allows
covariate-specific or subject-specific random effects.

Let Go(x) = 1 — e H0(X), We may rewrite (1.2) as

Tij X;:(s)T B+Zi;(5)Thy; : . .
fo’e j(8) B+Zij(s) dA(s)=€;;, i=1,...,mj=1,...,n;, (1.3)

where the ejj are i.i.d. random variables from a known distribution with the cumulative
distribution function Go(-). If both Xjj and Z;; are time-independent, then (1.3) reduces to linear
transformation models

H(T;j)= - X,.Tjﬁ— Z,.ij,.+ logej, i=1,...,mj=1,...,n, (1.4)

where H(x) = log A(x). The choices of the extreme-value and standard logistic distributions
for log ejj or Go(x) =1 — e and Gg(x) = 1-(1 + x) "1 correspond to the proportional hazards
model (Cox (1972)) and the proportional odds model (Bennett (1983) and Pettitt (1984)),
respectively.

Equation (1.4) is reminiscent of the linear mixed-effects model (Laird and Ware (1982)) for
longitudinal data. For the latter model, however, the transformation of the response variable is
known, and there is no censoring. The presence of censoring and the involvement of an
unknown transformation make the estimation of transformation models with random effects
for correlated failure time data much harder. In view of the linear model representation given
in (1.4), Gaussian random effects are the most natural choice even for the proportional hazards
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model. The focus of the existing literature on gamma frailty is due to its mathematical
simplicity.

Linear transformation models for independent failure time data (i.e., in the absence of random
effects) have been studied extensively. In particular, the proportional odds model was studied
by Bennett (1983), Pettitt (1984), Cuzick (1988), Wu (1995), Murphy, Rossini and van der
Vaart (1997), Shen (1998) and Lam and Leung (2001). Estimation for general linear
transformation models was investigated by Bickel (1986), Dabrowska and Doksum (1988),
Cheng, Wei and Ying (1995) and Chen, Jinand Ying (2002), among others. Recently, Kosorok,
Lee and Fine (2004) considered a class of frailty models for independent observations which
is a one-parameter extension of the proportional hazards model.

For clustered failure time data, Cai, Cheng and Wei (2002) considered the class of models
given in (1.4) with a scalar random effect (i.e., Zjj = 1). They proposed to estimate the
parameters by minimizing the empirical sum of squares of the differences between certain
observed quantities and their expected values. The estimators are not asymptotically efficient,
and the variance estimation is computationally demanding. Furthermore, the censoring
mechanism is required to be purely random and independent of covariates. Recently, Zeng,
Lin and Yin (2005) studied efficient estimation of a special member of (1.4), namely, the
proportional odds model with time-independent covariates and Gaussian random effects. They
showed that the estimators of Cai et al. (2002) can be quite inefficient. Efficient estimation of
(1.4), let alone (1.2), has not been studied in any generality.

In this paper, we study nonparametric maximum likelihood estimation of (1.2). Rather than
focusing on specific models, we identify general conditions on the transformation Gg(-) and
the distribution of random effects under which the nonparametric maximum likelihood
estimators have desirable asymptotic properties. We show that many commonly used
transformations, including the familiar Box-Cox transformations and the class of logarithmic
transformations studied by Chen et al. (2002), and Gaussian distributions of random effects
ensure that the nonparametric maximum likelihood estimators for the regression parameters
are asymptotically efficient. Important special cases include the Cox proportional hazards and
proportional odds models with Gaussian random effects.

The structure of this paper is as follows. In Section 2, we describe the proposed methodology
based on the nonparametric likelihood. In Section 3, we provide the asymptotic theory behind
the proposed methodology. In Section 4, we report the results of our simulation studies. In
Section 5, we provide an illustration with a medical study. In Section 6, we provide some
concluding remarks. We relegate the proofs of the theoretical results to an appendix.

2. Likelihood and Inference

Suppose that there are n independent clusters with potentially different sizes. The relationship
between Tj; and (Xjj, Zjj) is given in equation (1.2) or (1.3). Let Cj; be the censoring time on
Tij- The data consist of (Yj;,A, Xii(Yij), Zij(Yij)) (i=1,...,n;j = 1,...,nj), where Yj; = Tjj A Cjjand
Ajj = I(Tjj = Cjj). Here and in the sequel, aAb = min(a, b), and I(:) is the indicator function. Our
goal is to make inference about the regression parameters (B,y) and the function A(:).

We make the coarsening at random assumption that, conditional on Xj;(-), Zjj(-), Tjj and b, the
hazard function of Cj; at time t is only a function of Xj;(t) and Z;j(t). Then under (1.2), the
likelihood function for the parameters (B,y,A) is proportional to
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L

4

ni Ajj
Ifbl_[ {Gg)(f())/l eXij(I)Tﬂ+Zij(1)T"dA(t)) eXij(Yij)Tﬁ+Zij(Yij)TbA,(Yij)} !
1 j=1
i 1-Ajj
x{1=Go([o7 0B 50 anw) | pibiyduch)|

where, for any function g, g’ (x) is the derivative of g(x).

It would seem natural to calculate the maximum likelihood estimators of (B,y,A) by maximizing
the above likelihood function. The maximum of this function, however, is infinity since we
can always choose some function A(t) with fixed values at each Yjj while letting A’(Yjj) go to
infinity for some Yj; with Ajj = 1. Thus, we relax A(t) to be right-continuous and allow A(t) to
have jumps at the Yj;. We then propose to maximize

Ln(ﬂ, /lv A)

n Aij

i=

n;
Yii X\ Ra7Z () VN BaT (VAT
Ll {Gé(f o SKITBT G (1) KB A gy
1 j=1

- T I 1-A;j
x {1 -Gy ( o8 K0 B2 gp 1)) ]z,b(b;)/)du(b)J ; o

where A{t} denotes the jump size of A(") at t. To be specific, we maximize L,(j,y,A) over the
parameter space

{(B,7,N):(B,y) € ®, A(?) is an increasing step function in [0, 7]
with jumps at the observed failure times and A(0)=0} .

The resulting estimators, denoted by By, v, and A, correspond to the Kiefer-Wolfowitz
nonparametric maximum likelihood estimators (NPMLES).

We show later that the maximum of (2.1) exists and that the jump sizes of A, are finite. Thus,
the NPMLE:s for (B,y,A) can be obtained by maximizing L,(B,y,A) over the parameter space
(B,y) € © and the jump sizes of A at the Yj; for which Ajj = 1. Computationally, to ensure the
positiveness of the jump size, we can use the transformed parameter log(A{Yjj}) instead of A
{Yij} in the maximization. For a general transformation Go(-), the maximization can be realized
via optimization algorithms which consist of optimum search based on the interior-reflective
Newton method (Coleman and Li (1994,1996)). These algorithms are available in the
optimization toolbox of MATLAB. In the numerical calculation, the integration over b is
replaced by numerical summation, such as the Gaussian quadrature approximation for
Gaussian b. In each iteration of the search, a large linear system is approximately solved by
using the method of preconditioned conjugate gradients (Coleman and Li (1994,1996)). This
search works very well in our setting. In the special case when the transformation Gg(:) induces
the proportional hazards model, the maximization can be carried out efficiently by the
expectation-maximization (EM) algorithm (Dempster, Laird and Rubin (1977)). In the EM
algorithm, random effects are treated as missing data and efficient computation takes advantage
of the explicit solution for estimating A(:) in the M-step.

It is desirable to estimate the asymptotic covariance matrices of B, and y,. When the nuisance
parameter is of high dimension, i.e., the number of jumps in A, is large, the profile likelihood
method (Murphy and van der Vaart (2000)) is particularly useful in estimating the variances.
We define the profile log-likelihood function for 6 = (B,y) as
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pln(g)zlnax ln(ﬁa 79 A)’
A

where I,(B,y,A) = log L, (B,y, A), and A is any right-continuous and increasing function in [0,

7] with A(0) = 0. Theorem 3 of Section 3 states that the asymptotic covariance for (37 ﬁ)T

n’

can be estimated by the negative inverse of the curvature of pl,(0) around (BT 7,{)T.

n?
Specifically, to estimate the (s,l)th element of the asymptotic covariance matrix for (E,f ,ﬁ)T,
we choose a constant hy, of the order 1/ Vn, and let es and e be the canonical bases which are

one at the sth and the Ith coordinates, respectively, and are zero elsewhere. Then the (s,l)th
element of the inverse of the asymptotic covariance matrix can be estimated by

_711? {pl”(’H\n'f'hnes'thQ) - Pl,,(’ﬁ\n - hlle.§+/111e1)
_pl”(/g\n'f'hnes - h:ﬁ/)"‘PL,@:)} .

Thus, we need to evaluate the profile likelihood function pl,(8) in a neighborhood of 8,.
Computationally, for a general transformation Gg(-), the profile likelihood function can be
calculated by using the optimization search for fixed 0 close to 8,,. When Gg(") is the
transformation corresponding to the proportional hazards model, the profile likelihood function
can be calculated via the EM algorithm in which (BT,y")T is held constant in both the E-step
and M-step, so that the only updated parameters are the jump sizes of A(:) at the observed
failure times. Our experiences showed that the EM algorithm is more efficient than direct
optimization.

When the number of observed failure times is not large, an alternative way of estimating the
asymptotic variance is simply to invert the observed information matrix for all the parameters
including B,y, and the jump sizes of A,,. That is, we treat the likelinood function (2.1) as a
likelihood function from a parametric model. One benefit of this approach is that we can
estimate the asymptotic variance for A,,. The validity of inverting the observed information
matrix is ensured by Theorem 4. Our numerical studies revealed that this approach works very
well in practical situations.

3. Asymptotic Theory

We impose the following regularity conditions.

C.1.There exists some positive constant 5y such that P(C;; > 1|Xj;(1),Zjj(t)) = P(Cj; = 1|
Xij(1),Zij(t))> 8¢ almost surely, where 7 is a constant denoting the end of the study.

C.2.With probability one, X;;(-) and Z;j(') have right-continuous sample paths in [0,] and
their right derivatives exist. In addition, there exists a constant Mg such that

P [max sup {IX(O1+1Xi;" , (OHZi(OHZiy, (0]] < Mo)zl.,

1<j<nite[0,7]

where Xjj'+ and Zjj'+ denote the right derivatives.

C.3.Thetrue value Ag(t) of A(t) isastrictly increasing function in [0,7] and is continuously
differentiable. In addition, Ay(0) =0 and A'p(0) > 0.

C.4.The true values of  and y, denoted by g and yo, belong to a known compact set

Stat Sin. Author manuscript; available in PMC 2009 October 5.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Zeng et al. Page 6

= {(,6’, A): ||ﬂ|| < By for some constant B( and y is in a known compact
set[p}.

C.5.The size of the cluster is independent of the survival and censoring variables, and
maXi<i<n [Nj| < Ng for a constant ng, almost surely.

C.6.The function Gg(x) : [0,00) — [0,1] is four times-continuously differentiable in [0,0)

with Go(0)=0, G((x)>0, and sup,.., {IGy”(x)l} <eo for k = 1,2,3,4, where G (x)
denotes the kth derivative of Gg(x). The function y(b; y) is thrice-differentiable with
respect to v, and for k = 1,2,3, [plw®)(b;y)|du(b) is uniformly bounded for y € T,.

C.7.There exists a positive constant pg such that

lim sup (1+x)°°(1 — Go(x))<co, lim sup (1+x)'**°G(x)<co.

X—00 X—00 3.1)

C.8.For any fixed constant K,

sup f kIl {le“’(b 7)|} du(b)<co.

yelop =0 (3.2)

C.9.For any pair of parameters (B1,y1,A1) and (B2,y2,A2), if with probability one,
k P P
/ hl_[Go ([ X0 B2 D AN, sy )b

=/ hl_[G (J5 0 B2 bans ) y(biyy)db

forany k € {1,..., nj} and any ty,..., ty € [0,1], then B1 = B2,y1 = v2 and Aq(t) =
As(t) fort € [0,7]

c.10f Xij(t)Thl + h(t) = 0 with probability one for some vector hy and a function h(t), then
hy =0and h(t) = 0. In addition, if there exist a vector h, and functions Aj(t, b), j = 1
., Nj such that with probability one,

k

e (b:yo)"h
M‘[GO ( [ gexum’ﬁo+lu<- )[hdA Z A (z,,b)#’ 7 ([z Oyo) 2}afb—O

j=1

foranyk € {1,...,nj} andany ty,..., tc € [0, 7], then hy = 0 and Aj(t, b) =0, j =1,
n;j.

Remark 1

C.1-C.5 are standard conditions for clustered failure time data. Conditions C.6 and C.7 are
satisfied by all common transformations, including the Box-Cox transformations Hg(x) = ((1
+ X)P — 1)/p, and the logarithmic transformations Ho(x) = r-tlog(1 + rx) (Chen et al. (2002)).
Condition C.8 pertains to the random-effects distribution. This condition is clearly satisfied by
the Gaussian distribution and any distribution with tails less heavy than e~ IIT*€0 ity € >0
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(e.g., log-inverse Gaussian). Condition C.9 pertains to parameter identifiability, while C.10
entails that the Fisher information along any submodel at the true parameters is nonsingular.
If X and Z are time-independent, then C.9 and C.10 reduce to C.9” and C.10’:

C.9' For any y41 and vy, if there exist two constant vectors ¢1 and ¢,, such that with probability
one,

k k
LXT 1 +ZED 1L.XT1¢2+ZED
fbr[el Llo+Z], ¢(b;y1)db:fhl_[el i0Zb iy )db
I =1

forany k € {1,..., nj}, then ¢1 = ¢o and y1 = v».
C.10’ If there exist two vectors hy and h, such that with probability one,

k k

T, o1 . 003y0) h
Lol 1558020 3 11X Iy =222 by sy )db=0,k=1, ..., i,

Lemmal

Remark 2

Y(biyo)

J=1 =1

then hy = 0 and hy = 0. When the random effects are Gaussian and the Z;; are the same within
each cluster, C.9 and C.10 are implied by the linear independence of the covariates.

The following lemma holds under conditions C.7 and C.8.

With probability one,

n; A
2 (Y X0 B+Z: (0T YT BZi (Y )Th |
LI {Go ( [ X0 BB (1)) XiH) B4 Yy h}
j=1
Yii X--(0T8+Z::(HTb 1-4;;
x 1= Go( [/ B 20 an) ) b ibiy)dut)
n;
<o JU+A@y)y Ao,
J=1 (3.3)

where cg is a constant independent of 4,y and 4.

Inequality (3.3) is essential to the consistency of the NPMLEs. In fact, C.7 and C.8 can be
replaced by (3.3) in proving consistency. We impose C.7 and C.8 because they are easier to
verify. Although the popular Cox proportional hazard model with gamma frailty does not
satisfy C.8, we now show that (3.3) still holds for this model. Under this model, the left-hand
side of (3.3) is
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ni n;

n; F(V+ZAU) n; 7: :Aijiy
j=1 Yij X7
exp {§ Xij(ij)Tﬁ} S| 1+3 {§ J o’e"'f(’”*dA(z)}
=1

= J=1
pIY
ey~ o, y
n; - ,:l(A;j+n—i)

<0(1) Z(H [ eXin(’)ﬁdA(t))} ’ :

J=1

1

where O(1) denotes some positive constant. Since

A,’j-l-l 1+l

n; n;

Sy Y
J=1 n;

the right-hand side of the above inequality is bounded by

n; ’y
—ijl(Aij+n_i)

9 Aij+L S
1 i (0B
o(1) 57 5 (1+f0’e! dA(t))

=1 ijl(Aiﬁn—i)

By the concavity of log(x), we obtain the upper bound

n; —(Aij+ )
- xT !
o[ Ja+ [ i Pan)
j=1

This gives the inequality (3.3) in which pg = y/n.

As stated in the next lemma, C.9 and C.10 ensure identifiability of parameters and non-
singularity of information matrix.

Lemma 2
Under C.9 and C.10, the parameters in (1.2) are identifiable. Furthermore, the Fisher
information matrix along any one-dimensional submodel is non-singular.
Our last lemma pertains to the existence of the NPMLEs.

Lemma 3

Under C.1 ~ C.8, the maximum likelihood estimators (8", Y, 4™,) exist almost surely.

The following two theorems state our main results about the asymptotic properties of the
proposed maximum likelihood estimators.

Stat Sin. Author manuscript; available in PMC 2009 October 5.



1duosnuey Joyiny vd-HIN 1duosnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Zeng et al.

Theorem 1

Theorem 2

Remark 3

Theorem 3

Page 9

Under C.1 ~ C.10, /8", — foll — 0, "y — o/ — 0 and supieo,q 14"n(t) — 4o(t)] — 0 almost
surely, where / - // is the Euclidean norm.

Under C.1~C.10, Va8, — 81,7 — y!, A, — Ao)" weakly converges to a zero-mean Gaussian
process in the metric space RIL x RY2 x | [0,7], wherel *[0,7] is the linear space consisting
of all the bounded functions in [0,7] and is equipped with the supremum norm. Furthermore,
S nand y\qare asymptotically efficient.

Theorem 1 states the consistency of the maximum likelihood estimators. In C.1 to C10, A(")
is not assumed to be a bounded function, which means that the weak-compactness of the
parameter A(:) is not imposed. Thus, obtaining a bound for A%, (+) is a key to the proof of
Theorem 1. The consistency proof is based on the essential inequality (3.3), and it adopts the
partitioning idea from Murphy’s (1994) proof of the consistency in the gamma frailty model.
This partitioning idea was also used by Parner (1998),Kosorok et al. (2004) and Zeng et al.
(2005). However, we provide a novel justification to avoid the concavity of Gy assumed in all
previous papers. Once the consistency is established, the asymptotic distributions of the
maximum likelihood estimators stated in Theorem 2 can be proved by verifying the conditions
in Theorem 3.3.1 of van der Vaart and Wellner (1996). Our verification of the continuous
invertibility of the information operator is specific to model (1.2) and is based on Lemma 2.
Moreover, the Donsker property of some new classes of functions is proven. In the statement
of Theorem 2, asymptotically efficient estimators mean that the asymptotic variances attain
the semiparametric efficiency bounds as defined in Bickel et al. (1993, Chap. 3).

The next two theorems justify the validity of the proposed approach to estimating the
asymptotic covariance.

Under C.1 ~ C.10,

_pln(b\n"'hne) - 2Plzz(a1)+Pl;1(az — hye)

—re"1(@))e,
nh,z,

where h, = Op(n~Y/2), e is any vector in R41+92 with norm 1, and 1(8) is the efficient
information matrix for 6, = (8, v%)".

Theorem 3 does not deal with the estimation of the asymptotic variance of A, which is often
desirable when one wishes to make prediction on future survival experience. Theorem 2
suggests that the parameter A(-), although infinite-dimensional, can be treated in the same way
as the finite-dimensional parameters  and y. Thus, the asymptotic covariance matrix can be
estimated by the inverse of the observed information matrix. Specifically, for any constant
vector (hy, hy) € RIL x R92 and any bounded function hs, the asymptotic variance of

h{ By thi 7+ [ (OdN(1) = Wi By+h] Tt D ha(YiAlYij)
Ajj-1
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can be estimated by h’ J'h,,, where hy, is the vector comprising of hy, h, and the h3(Yij) for

which Ajj = 1, and Jj, is the negative Hessian matrix of log Ly(B,y,A) with respect to (B,y) and
the jump sizes of A at the Yjj for which Ajj = 1, evaluated at ™y, v, A™n. The next theorem
formalizes this approximation.

Let V(hq, hy, h3) be the asymptotic variance of
n' (0] (B, — Bo)+hl 3 — yo)+ [ h3(Dd(Ax(1) = Ag())}. Under C.1 ~ C.10,

nh! J.1h,—?V(hy, hy, hs) uniformly in (hy, hy, h3) such that lhgll < 1,llhyll < 1 and lihglly < 1,
where Iihlly denotes the total variation of h(t) in [0,t].

4. Simulation Studies

We carried out simulation studies to assess the performance of the proposed inference
procedures in finite samples. We set the cluster size to two, and generated failure times from
the proportional hazards model with a Gaussian random effect

AXij, b)=Ao(Dexp(B1 X1ij+B2X0ij+b), j=1,2;i=1,...,n,

where Ag(t) =t, f1 =1, B2 = —1, X1j1 = Xyj» is a dichotomous variable with half of the subjects
taking the value 1, Xjj is an independent uniform(0,1) variable, and bj is normal with mean zero
and variance 2. The censoring time was set to be the minimum of 3 and a uniform(0,4) variable,
corresponding to an approximate 35% censoring rate. The MLEs of p and 2 were obtained
via the EM algorithm. The standard error estimates were based on the profile likelihood
function at some fixed parameter values around the MLEs. This calculation was done through
the the EM algorithm, where these parameters were held fixed in both the E-step and M-step.
Then the variance of the MLE was computed by using the numerical difference of the profile
log-likelihood function as stated in Theorem 3 for an appropriate choice of h,,. Specifically,
we chose 4,=5/ +/n. The confidence intervals for (B and o2 were based on the normal

approximations to p*, and log &>, respectively. We considered variance estimation with h;,

n'

ranging from 0.1/ Vi to 10/ V. It turned out that the variance estimation for B~ is fairly robust
to the choice of hy, whereas that of log > is more sensitive. Murphy et al. (1997) suggested a

rule of thumb of 4,=1/ Vi or h,=[0,Isen(6,)/ Vn, Where 67, is the maximum likelihood
estimate.

The simulation results with n = 200 are summarized in Table 1. These results demonstrate that
the proposed methods work well in that the parameter estimators have little bias, the variance
estimators are reasonably accurate and the confidence intervals have proper coverage
probabilities. Additional simulation studies (results not shown) revealed that the efficiency
gains of the proposed MLEs over the estimators of Cai et al. (2002) can be substantial in realistic
situations.

In related simulation studies, Zeng et al. (2005) generated failure times from proportional odds
models with Gaussian random effects. The MLEs were calculated via the optimization search
method and the variance estimates were calculated by inverting the observed information
matrix. The conclusions are similar.
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5. An Example

We now consider the well-known Diabetic Retinopathy Study (Huster, Brookmeyer and Self
(1989)). This study was conducted to assess the ability of laser photocoagulation in delaying
visual loss among patients with diabetic retinopathy. The subset of the data that has been
analyzed extensively in the statistical literature pertains to 197 high-risk patients. For each
patient, one eye was randomly selected to receive the laser treatment while the other eye was
observed without treatment. The failure time of interest is the time to visual loss as measured
by visual acuity less than 5/200. As in the existing literature, we consider three covariates:
Xiijj indicates, by the values 1 versus 0, whether or not the jth eye (j = 1 for the left eye and j
= 2 for the right eye) of the ith patient was treated with laser photocoagulation, Xoj; = Xsj2
indicates, by the values 1 versus 0, whether the ith patient had adult-onset or juvenile-onset
diabetics, and X3jj = Xyjj * Xzjj is the interaction between Xgjj and Xyjj. We fit model (1.2) with
these three covariates, along with a Gaussian random effect bj to account for the dependence
between the two eyes of the same patient. We consider the transformation Gg(-) from the
following class: {1 — (1 + &x)"Y¢; £ € [0,1]}, where & = 0 corresponds to the proportional
hazards model and & = 1 to the proportional odds model.

We vary the value of £ from 0to 1 in 0.1 increments and maximize the corresponding likelihood.
It turns out that & = 0.3 is the best choice in that it yields the maximal value of the observed-
data likelihood function. Table 2 summarizes the results under the selected transformation
model, as well as the proportional hazards and proportional odds models. There is a high degree
of dependence between the two eyes of the same patient in time to visual loss. The treated eye
is less likely to suffer visual loss than the untreated eyes, and treatment is more effective for
adult-onset diabetics than for juvenile-onset diabetics.

6. Conclusion

The proposed likelihood-based methods have several advantages over the estimating-equations
methods of Cai et al. (2002). First, the proposed estimators are more efficient. Second, it is less
time-consuming to evaluate the variances of the proposed estimators than those of Cai et al.’s
estimators. Third, the assumption on the independence of the censoring time and failure time
required in the Cai et al. approach is avoided in the likelihood approach. Finally, the likelihood
approach allows one to use AIC and other likelihood-based criteria for model selection, as
demonstrated in the example.

Our experience shows that the algorithms described in Section 2 perform very well when the
initial values are chosen appropriately. We recommend setting p = 0, 62 = 1 and the jump sizes
of A to 1/n. The algorithms are quite fast. It took about 10 hours on an IBM BladeCenter HS20
machine to complete all the simulation studies reported in Table 1. No convergence problem
was encountered in any simulation run.

We have found that the estimation of regression parameters is not sensitive to the
misspecification of the the random-effects distribution. For example, when we simulated
failure times from the proportional hazards gamma frailty model but fitted the data using the
proportional hazards model with normal random effect, the estimators of the regression
parameters have very little bias and the confidence intervals have reasonable coverage
probabilities.

An alternative approach to random-effects models is marginal models. Indeed, Cai, Wei and
Wilcox (2000) studied marginal linear transformation models for clustered failure time data.
There are several reasons for using random-effects models. First, these models allow one to

predict survival experience of a subject given the event history of other members of the same
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cluster. Second, efficient estimation is possible under these models. Third, the dependence
structures can be of scientific interest, especially in genetic studies.
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Appendix

In this appendix, we outline the proofs of the lemmas and theorems. The detailed proofs are
given in a supplementary technical report. We introduce some notation. Let O; denote the
observations in the ith cluster consisting of nj and (Yj;, Ay, Xij(Yij), Zij(Yij), J = 1,..., n;. Let
2P, and 2 be the empirical measure and the expectation of n i.i.d observations Oq,..., Oy. That

is, for any measurable function £(0). Z4[g(0)1=n"" >"" (0 and  [¢(0)] = E [g(O)].

Proof of Lemma 1

Under C.7, G{(x)™i(1 — Go(x))' %7 < ¢;(1+x)~ 47" for some constant c;. Therefore, the left-
hand side of (3.3) is bounded by

n; —(Aij+po)

n;i

n T Yii X (0T B4Z ()T

¢ exp {ZA,-,-XU(YU)’B} L] e s a0 van )
j=1

Jj=1

1

X exp {ZAUZU(Y,-,)Tb] w(b:y)du(b).

Let M be a constant larger than 1 such that M1 < eXii® "B < M and M1 < IZij(®) I <M. Then

L+ [ /X0 B 2O Ay > 14 M e MPIA(Y;)
> e MMM 14 A(Y))

Thus,

n; —(Aij+po)

L] [{1 ez an)|

J=l

X exp {ZA,-,-ZU(Y,,-)Tb}mb;y)du(b)

=1

<[] [y @oeo
j=1

J=1 J=

X exp {(Mllb]|+ log M)Z(P0+Aij)+ZAijZij(Yij)Tb] Y(bsy)du(b).
-1

Since Zjj and Xjjare bounded and y(b;y) satisfies C.8, (3.3) in Lemma 1 holds for some constant
Co.
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Proof of Lemma 2

Suppose that the parameters (B*,y*,A*) and (Bo, yo, Ag) Yield the same joint density of the
data. That is, almost surely,

ni A
th_I{A*I(Yl_j)exij(yij)T,B +Zij(Yij)ThG(/) ( gl]eXij(S)Tﬁ +Zij(-§')deA>:<(S))} 4
j=1
s N N\ . -4 .
% {l _ G() ( (})l!jexij(é)l/j +Zii(.i)l hdA*(S))} jl//(b,)’*)d,u(b)

n; A,"

:fhl_[{AO/(Yij)exij(Yij)Tﬂ0+Zij(Yij)TbGE) ( ())/'7exi,'(J)Tﬁo+zij(S)ThdAU(S))} /
Jj=1

Yij X(;)Tﬁ +7"(Y)Tb lfAi/’
X {l = G() (f() e\ 0+4j (. dAO(S))} (ﬁ(b,'yo)dﬂ(b)

We wish to show that p* = Bg, v* = yg and A* = Aq. For any fixed k < nj, we perform the
following actions on both sides of the above equality: for j <k, we let Aj; = 1 and integrate
Yjj from O to tj; for j > k, if Ajj =1, we integrate Yjj from O to 7; otherwise, we let Yjj = ©. We
then sum over the equalities for all possible {Ajj : j =k + 1,..., nj} to obtain

k
il hl—[ {Go ( 8 eXff(-Y>"‘ﬁ*+luts>”'hdA*(s))} Y(byy")du(b)
j=1
k
=[] T{Go (fjeX o2 any(s))) yibsyo)duutb).
1

j= (A.1)

It follows from C.9 that f* = Bg, v* = yp and A* = Ay.

To prove the second half of the lemma, we suppose that there exists a one-dimensional
submodel at the true parameters, denoted by (Bo+ehs, yo+tehs, Agt [ h3(s)dAq(s)), € € R, for
which the Fisher information is zero, or equivalently, the score function along this path is zero
almost surely. Simple algebraic manipulations yield

n;

JyR1i(Bo. Ao, b)l_[{AZ)(YU)}AU
j=1

(by) h
X ZMij(hlahS,b)+% w(byyo)du(b)=0,
- v (A.2)
where
& 1 (Y Xu() B+Zi() b Xu(Ya) B+Zus(Ye) ™D Awt
Rix(B, A, b)= {GO (fo SXu ki dA(s)) XY w1 (Yt }

=1
Yo Xt B+ Zu(®'h i
X {1 -Gy (fO Xk () B+ Zi () d[\(t))} ,

Yii X.(nT T )
Migthu, s, )= 01j(Bo, Ao, ) { [ 7eX0 B 20" (X0 +hs D)o 1)
+Aij {ij(Yij)Thl +h3(Yij)} :
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We show that (A.2) yields hy =0, ho = 0 and h3 = 0. Fix a k such that 1 <k < n; and, for any
function of the type g1(Aij1, Yi1) --- 9ni (Ain;» Yin;), perform the following action. Partition
{(Ajj, Yi)) :1=1,..., nj} into three subsets: for j <Kk, let Ajj = 1 and integrate Y;j from O to tj; for
j>kand Ajj; =0, let Yjj =t for j > k and Ajj = 1, integrate Yjj from 0 to 7. Apply this action to
the integrand on the left-hand side of (A.2). Then sum over all possible choices of Ajj € {0,1}
forj>kand lett; = ... =ty = t. These calculations yield

b:y0) h
fh {I_[alm(tm’b)Zblm(tms )+l_[all11(tl71vb)l//,l(p(+.(;)())2} lﬂ(b’}’())dﬂ(b)
l 9

m=1 m=1 m

=0,

where
()= Go ([ BB D dng(5),
f oo T
xfO(X,-m(s)Thl+h3(.s'))ex””(“) Bo+Zin(s) bd/\()(s).

bim(l;b):

It then follows from C.10 that h, = 0 and bjy(t, b) = 0. The latter implies that Xij(t)Thl +
h3(t) = 0. Thus, C.10 yields hy =0 and h3 = 0.

Proof of Lemma 3

Under C.7, {G{)(x)x}A"f{l — Go(x)}' ™7 is bounded by some constant c1. Thus, (2.1) is bounded
from above by

n;

621_[ fbl_[ 1 ~ Gy fT RO TR PING ))} Iij= t//(b,y) du(b).

=

where ¢, is some humber depending on the observations. On the other hand, C.1 implies that
there exists some (i,j) such that Yjj = t with probability tending to one. Therefore, at least one
integral in the above expression is present, and such an integral is zero if A has an infinite jump
size for some failure time. Thus the NPMLE exists and A”, has finite jump sizes.

Proof of Theorem 1

Let Q be the measurable set in the probability space such that all the conditions hold for any
fixed ® € Q. Clearly, P(Q) = 1. Thus, the following arguments pertain to fixed ® € Q. We
use O(1) to denote some positive constant, which may depend on w but is independent of
parameters and sample size. The proof consists of two steps.

Step 1

We prove that A™y(t) has an upper bound in [0, t] with probability one. Write I,(B, v, A) = log
Ln (B, v A). We prove the boundedness of A%y (-) by contradiction. Suppose that Ay(t) — oo.
From the compactness of ®, we also assume that ™, — p* and y", — v*. The idea of obtaining
a contradiction is the following: we first construct a step function A, with jumps only at the
Yij for which Ajj = 1 such that Ay, is close to the true function Ag; then since p,, v, A%,
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maximizes I,8,yA), it holds that 0 < {I,(B"n, v"n» An) — Ih(Bo, Yo, An)}/n; finally, we show
that if A%, (t) — oo, the right-hand side of the foregoing inequality will eventually be negative,
which yields the contradiction.

By differentiating In(B, y A) with respect to A{Yj;} and setting it to zero, we see that A" {Yj;
satisfies

A,’j {thll\(ﬂnsA b)RZI\( ijs ,1,/\ b)l//(b,’y,,)dﬂ(b)}

AY} & [y R1xBu A, DYi(b,,)du(b)

(A.3)

where Ryi() is defined in the proof of Lemma 2, and

nk
T T
Ry(t, A, D)= > I(Yyg = 1)@ F2uD
=1
{ Ry (fo“exu(ﬁ)l,BJrZu(-&)’hdA(S))
X

- Yi N T
Gé(fo“exu(-&) PB+Zi(s) hdA(S))
Y N\ T
(1-2u)Gy [ X PO DN ()
Ye T T .
1-Go( [, €4 BT DA ()

In view of (A.3), we construct a step function An(t) with jumps only at the Yjj with jump size
An{Yij satisfying

A Z { I Rix(Bo, Ao, DYRx(Y;53Bo. Ao, b)ll/(b;Yo)dN(b)} |

= [, Rix(Bo, Ao, Y (bsyo)du(b)

(A.4)

Thus, A= Z Z 1Y < I)An } By the Glivenko-Cantelli property of the classes
R1k and Ry (proved in the appendix of our technical report), we can show that A, (t) converges
uniformly in [0,1] to Ag(t).

Clearly, n™H,(B"n, v A%) =72, (Bos Yo, An) = 0. From the construction of A, and according
to (3.3), this inequality is equivalent to

noni n on

OSO(l)+IZZlog {nAa (Vi -—ZZ(,)O+A,,)1og(1+A,,(Y,,))

i=1 j=1 i=1 j=1 (A.5)

We show that if A%, (t) — o, the right-hand side of (A.5) is eventually negative. The proof of
the divergence of the right-hand side mimics the arguments of Murphy (1994). Specifically,
we consider a partition of [0, t] which consists of a sequence t =sg > ... > sy = 0. Then the
right-hand side of (A.5) can be bounded from above by
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n on;

o) +Z DU I(Yij € Lsgar sg)) log {nA(Yy))

q=0 " i=1 j=1
non

—13 T3 1 =r)p0 log(1+A()

lljl

n on

—Z DD (K € [sqa1, 50 log(1+A(Y;),

qg=0 " i=1 j=1

which is further bounded by

non

— S (0ot AipI(Yi=1) log(1+A,())
i=1 j=1
n o n;

13> (oot AipI(¥y=1) log (1+A,(1)
i=1 j=1
non

= I3 MY € Ls1, 50) log(1+A4(7)

i=1 j=1

N n.on

1 : —~

=212 D D o+ ADICY € s sg-1)) log(1+A,(s,))

perll Ry
n n;

= I3 AGIYj € [sga1s 59)) Tog(14 A, (50))} +O(1).
i=1 j=1 (A.6)

Using Murphy’s (1994) idea of constructing the partition, we can choose sg>5s1 >3s, > ... >
sy such that the first term on the right-hand side of (A.6) diverges to —o as A”,(t) — o and
the second term and the third term are negative for large n. This contradicts the fact that (A.6)
should be non-negative.

Thus we have shown that, with probability one, A™,(t) has an upper bound. By Helly’s
Selection Theorem, we can assume that B, — B*, v, — v*, and A”, converges pointwise to
some increasing function A*.

Step 2
We show that B* = Bg, v* = yg and A*(t) = Ag(t). We consider
0< %ln(ﬁha’\mxn) - %ln(ﬂo, 707Xn)
,,Zlog [, R1iBas A ) er(b:7,)du(b)

Zlog Rl,-(ﬁo,An,b)wb;yo)du(b)}

MY
Aufr)|

n n,

ZZA,jlog

i=1 j=1

(A7)

Using equations (A.3) and (A.4), we can easily see that A, (t) is absolutely continuous with
respect to Ay (t) and
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+ P [V(O380, 0, Ao, 1)]

Kn = = dKn ’
o=l P [W OB T A1) | v

(A.8)

where

[ R1(B. A D)Roi (138, A, b) (b:y)du(b)

OB, v, A, D)=
(O3B, 7, A1) thlk(ﬁs A, D) (byy)du(b)

It follows from the Donsker property proved in the appendix of our technical report that

Sl(l)p |2 v(O3B0, v0, Ao, )] — 2[v(O3B0, Y0, Ao, DIl = 0, as.,
€] 0,7]

sup |c@n[v(0;’ﬁ\nsfy\m’/\\m1)] - =@[V(O§B*,'}’*,A*,I)] — 0, a.s.

el 0,7]

We wish to take limits on both sides of (A.8). We first show that the denominator of the
integrand is uniformly bounded away from zero. From (A.8), for any & > 0,

2 v(0:B0, v0, Ao, )]
+|Z2[v(OB*, y*, A, D]|

lim sup A,(7) > [{~ dAo(1).

Let ¢ — 0 and use the Monotone Convergence Theorem to obtain

r Z[v(0:B0, v0, Ao, 1)]
fo | 2108, ¥*, A*, t)JIAO(’)dKOO' (A.9)

We claim that minepo | 2 [v(O;B*, y*, A*, )] > 0. If this inequality does not hold, then there
exists some t* € [0,7] such that 2 [v(O;p*,y*,A*t*)] = 0. The function Z [v(O; B*y*, A*,
t)] is right-differentiable almost everywhere provided that 5¢(t|Xjj(t), Z;j(t)) exists and is
uniformly bounded almost everywhere. Thus, there exists a > 0 such that for t € (t*,t* + 3),

|ZVOB", ", A" DIl =|Z[N0B",y", A, 0] = Z[V OB, y", A Dl

<o)t -1

almost everywhere. Thus (A.9) implies f:fa/lo(t)/ |t — *|dr<co, This is a contradiction.
We can now take the limits on both sides of (A.8) to obtain

+ Z[v(0:B0, 70, Ao, 1)]

NO= Lo Hr0F oy A Dl

dNo(1).

We conclude that A*(t) is absolutely continuous with respect to Ag(t), so that A*(t) is
differentiable with respect to t. In addition, dA”,(t)/d,(t) converges to dA*(t)/dAg(t) uniformly
int. Letn — oo in (A.7). Then we have
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0< %ln(ﬁnfyn, X”) - %l,,(ﬂo,’yo,xn) .
SRl A" Dby ) 7 A }

[ RuitBo. Mo bywbzyo)du)[ [ Aor(¥i)™

— E{log

which is the negative Kullback-Leibler information. The identifiability result in Lemma 2
implies that B* = Bg, v* = yo, and A* = A,,.

Combining the results from Step 1 and Step 2, we conclude that, almost surely,

1B, — Boll = 0, 17 = yoll = 0, [Au(») = Ag)| —= 0, y € [0, 7.

The uniform convergence of A, to Ag follows from the fact that Ag is a continuous function.

Proofs of Theorems 2-4

The proof of the weak convergence of va(B! — 85,74 — &, A, — Ag) in Theorem 2 makes use
of Theorem 3.3.1 of van der Vaart and Wellner (1996). The most difficult part is to verify that
the information operator at the true parameters is invertible. This can be done by showing that
the information operator is the summation of an invertible operator and a compact operator
and that the the information operator is one to one. The former is derived from the explicit
expression of the information operator and the latter follows from the fact, shown in Lemma
2, that any submodel has non-singular information. The details can be found in our technical
report.

The proof of Theorem 3 proceeds by verifying the conditions of Murphy and van der Vaart
(2000). In particular, we can construct an approximate least favorable submodel using the
invertibility of the information operator. The nobias condition along the least favorable
submodel follows from the arguments used in proving Theorem 1. The other regularity
conditions follow from the Donsker property of appropriate functional classes proved in our
technical report.

The proof of Theorem 4 is essentially the same as the that of Theorem 3 of Parner (1998). The
main idea is that the empirical information operator based on J,, approximates the true
information operator, so that it is invertible; see our technical report.
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