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Abstract

The aim of this paper is to develop a Bayesian local influence method (Zhu et al. 2009, submitted)
for assessing minor perturbations to the prior, the sampling distribution, and individual
observations in survival analysis. We introduce a perturbation model to characterize simultaneous
(or individual) perturbations to the data, the prior distribution, and the sampling distribution. We
construct a Bayesian perturbation manifold to the perturbation model and calculate its associated
geometric quantities including the metric tensor to characterize the intrinsic structure of the
perturbation model (or perturbation scheme). We develop local influence measures based on
several objective functions to quantify the degree of various perturbations to statistical models. We
carry out several simulation studies and analyze two real data sets to illustrate our Bayesian local
influence method in detecting influential observations, and for characterizing the sensitivity to the
prior distribution and hazard function.
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1 Introduction

Survival data are common in various settings, including medicine, biology, engineering,
public health, epidemiology, and econometrics. There is a large literature on developing
various statistical models including parametric, semiparametric and nonparametric models
for analyzing survival data. See the references in Anderson et al. (1993), Fleming and
Harrington (1991), Kalbfleisch and Prentice (2002), Lawless (2003) and Ibrahim et al.
(2001). For instance, frailty models are extensions of the proportional hazards model that
allow us to model the association between individual survival times within clusters and for
modeling multivariate survival data. In addition, cure rate models have been developed to
model time-to-event data for various types of cancers, including breast cancer, non-
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Hodgkins lymphoma, leukemia, prostate cancer, and some other diseases, where for these
diseases, a significant proportion of patients are “cured” (Chen et al. 1999).

Recent advances in computation and prior elicitation have made Bayesian analysis of
complex survival models feasible. For instance, nonparametric prior processes including the
gamma process, the beta process, the Dirichlet process, mixtures of Dirichlet processes,
nested Dirchlet processes, stick-breaking processes, and Paolya tree processes have been
developed in semiparametric Bayesian inference (Ibrahim et al. 2001; Sinha et al. 2003;
Hanson and Johnson 2002; Hanson et al. 2009; Dunson and Park 2008; Rodriguez et al.
2008; De lorio et al. 2009).

The literature on Bayesian survival analysis is enormous, and too humerous to list here.
Ibrahim et al. (2001) give a comprehensive review of Bayesian survival analysis methods up
to 2001 and we refer the reader to their book for more details. More recent work includes
methods for multivariate survival data (Dunson and Dinse 2002; Yin and Ibrahim 2005a),
mixtures of Polya tree priors for accelerated failure time models (Hanson and Johnson
2002), order restricted Bayesian survival analysis (Dunson and Herring 2003; Chen and
Dunson 2004), Bayesian model selection and model averaging in survival analysis (Dunson
and Herring 2005), methods for missing data in survival models (Chen et al. 2002b, 2006;
Ibrahim et al. 2008), Bayesian transformation survival models (Yin and Ibrahim 2005b),
cure rate models (Kim et al. 2009; Yin and Ibrahim 2005c,d; Cooner et al. 2007; Chen et al.
2002a,b,c), methods for recurrent events and panel count data (Sinha et al. 2008; Sinha and
Maiti 2004), additive hazards models (Sinha et al. 2009), dynamic frailty models for
multivariate survival data (Pennell and Dunson 2006), and dependent Dirichlet process
models for survival data (De lorio et al. 2009). Although not specifically mentioned in their
papers, applications of kernel stick-breaking processes (Dunson and Park 2008) and nested
Dirichlet processes (Rodriguez et al. 2008) to models for survival data are also potentially
promising. Moreover, there has been a substantial literature on Bayesian methods for joint
modeling of longitudinal and survival data. Some recent papers include Brown and Ibrahim
(2003a,b), Ibrahim et al. (2004), Chen et al. (2004), Brown et al. (2005), and Chi and
Ibrahim (2006, 2007).

The literature on Bayesian diagnostics mainly addresses methods based on case deletion
using the Conditional Predictive Ordinate (CPO) (Geisser 1993; Gelfand et al. 1992;
Gelfand and Dey 1994) and the Kullback-Leibler (KL) divergence (Peng and Dey 1995).
Considerable research has been done for developing case influence diagnostics using the KL
divergence under various parametric models (Johnson and Geisser 1983, 1985; Pettit 1986;
Carlin and Polson 1991; Weiss and Cook 1992; Peng and Dey 1995; Weiss 1996;
Christensen 1997; Sinha and Dey 1997; Weiss and Cho 1998). Pettit (1986) suggested the
use of the KL divergence in detecting influential observations in his review of Bayesian
diagnostics. Carlin and Polson (1991) proposed an expected utility approach using the KL
divergence as a utility function to define the influence of a set of observations in a
parametric modeling framework, considering the normal linear model and mixed models.
Weiss and Cook (1992) introduced the KL divergence to assess the divergence between
posteriors in the context of case deletion in generalized linear models. Weiss (1996) and
Weiss and Cho (1998) proposed assessing the influence of case deletion using model
perturbations as well as establishing its relationship to the KL divergence and the CPO.
Sinha and Dey (1997) give a review paper on Bayesian methods for survival analysis and
discuss Bayesian residuals and goodness of fit. Bayesian influence measures for assessing
marginal posterior distributions have also been developed for the multivariate linear model
and normal random effects models in Johnson and Geisser (1985) and Weiss and Cho
(1998).
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Although the above-mentioned methods have not been directly applied to survival models,
they are general enough so that their extensions to censored survival data appear
straightforward. More recently, Bayesian diagnostic methods for semiparametric survival
models using the KL divergence have been examined by Cho et al. (2009).

The extensive literature on Bayesian diagnostic methods for parametric or semiparametric
models has primarily focused on case influence diagnostic procedures, and there is
essentially no literature in Bayesian survival analysis examining more general diagnostic
procedures such as local influence methods, for example (Cook 1986; Zhu et al. 2007; Zhu
and Lee 2001; Zhu and Zhang 2004). In Bayesian analysis of survival data, posterior
quantities such as the Bayes factor or posterior mean for a given dataset may be sensitive to
a small perturbation to any of the three key elements of a Bayesian analysis: the data, the
prior, or the sampling distribution. For this reason, sensitivity analyses should be done to
check the degree of sensitivity of the parameters of interest with respect to these three key
elements of a Bayesian analysis.

In the Bayesian literature, local influence has been developed as a class of sensitivity
analysis methods to perturb each of these three key elements of a Bayesian analysis and
assess the influence of these perturbations on the posterior distribution and its associated
posterior quantities (Berger 1990, 1994; McCulloch 1989; Gustafson 2000; Sivaganesan
2000; Kass et al. 1989; Weiss 1996; Oakley and O’Hagan 2004). The key idea of the local
influence approach primarily computes the derivatives of posterior quantities with respect to
a small perturbation to the prior and the sampling distribution. McCulloch (1989)
generalizes Cook’s (1986) local influence approach to assess the effects of perturbing the
prior in a Bayesian analysis. Moreover, a nonparametric analogue of Cook’s (1986) local
influence approach is to calculate the Frechét derivative of the posterior with respect to the
prior (Gustafson 1996a,b; Gustafson and Wasserman 1995; Berger 1994; Berger et al.
2000). Zhu et al. (2009) develop a general Bayesian influence method for assessing various
perturbations to the prior and the sampling distribution of a class of parametric models while
allowing for incomplete data in a Bayesian analysis. According to the best of our
knowledge, however, very little has been done on developing a general Bayesian local
influence approach for simultaneously perturbing the three components of a Bayesian
model, assessing their effects, and examining their applications in Bayesian survival
analysis.

The aim of this paper is to develop a Bayesian local influence method to perturb the three
components of a Bayesian model and to assess minor perturbations in Bayesian survival
analysis. We propose a perturbation model to individually or simultaneously perturb the
three components of the Bayesian model. We construct a Bayesian perturbation manifold to
characterize the intrinsic structure of the perturbation model and quantify the degree of each
perturbation in the perturbation model. We develop local influence measures for selecting
the most influential perturbation based on various objective functions including the posterior
mean distance and Bayes factor, and examine their statistical properties in Bayesian survival
analysis.

This rest of this paper is organized as follows. In Sect. 2, we introduce the general survival
model and the perturbation model to characterize various perturbations to the initial model.
We construct a perturbation manifold for the perturbation model and derive its associated
geometric quantities. We also develop local influence measures to quantify the effects of
perturbing the data, the prior and the sampling distribution on the posterior quantities. We
present simulation studies and two real data analyses in Sect. 3. We conclude the article with
some final discussion in Sect. 4.
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Consider data from n independent clusters, with n; observations in the i th cluster fori =1,
..., N. For the jth observation in the ith cluster (j =1, ..., nj ), we observe a possibly right
censored event time y; j, censoring indicator v; j, where vjj = 1 is yjj is a failure and vjj = 0 if

yij Is right censored, and a p x 1 vector of covariates X; j. There is a total of N=Zi:]ni
observations. Within a cluster, the observations may be dependent, but conditional on the
cluster-specific latent vector bj = (bjy, ..., biq )y, (Vi j, vij) for different j are independent. Let
Dops and Dpis = (b1, -.., by) denote the observed data and missing data, respectively, and
Dcom = (Dnis, Dops ) denotes the complete data.

A formal Bayesian analysis of Do involves the specification of a sampling distribution
P(Dcom |#) and a prior distribution p(6), where 8 = (g, ;) includes a finite-dimensional
parameter vector 8¢ and a vector of infinite-dimensional parameters ), such as the baseline
hazard function. For the sampling distribution, we consider a statistical model p(D¢o, |#)
such that

PDeonl®)=] [[ [p0ij: vislbis O)p(bil6,) @)

i=1 j=1

and p(Dops |0) = J p(Deom |6)d Dpis. Without the presence of 8;, model (1) includes various
parametric models for survival data (Ibrahim et al. 2001; Lawless 2003; Kalbfleisch and
Prentice 2002). This class of survival models also includes proportional hazard models,
frailty models, cure rate models, and many other parametric and semiparametric models. We
mention here that for ease of exposition, we have assumed that the distribution of b is
parametric and hence its parameters are finite dimensional. However, our methodology is
quite general and can still be applied when the distribution of b; is nonparametric such as a
Dirichlet or Polya tree process, where in this case, the parameters of the distribution of b; are
infinite, and therefore we would write p(b; |8, ) in (1). A typical joint prior specification is to
assume that p(8) = p(0g ) p(0, ). We usually assume parametric prior distributions for the
components of g and nonparametric prior distributions for the components of 6,. To carry
out Bayesian inference, we usually use Markov chain Monte Carlo (MCMC) methods to
obtain samples from the posterior distribution of the observed data, p(6|Dqps), given by

POIDse) o [ Hl q PO, vislbi, O)p(bilg, )p(6,)p(6,)d ( Hlb) . @

i=1j=

Subsequently, we can calculate posterior quantities of @, such as the posterior mean of
d(0 ), where d(-) is an arbitrary function.

For the purposes of illustration, we consider the following examples.

Example 1 (Proportional hazard model)—We consider Bayesian analysis of the
proportional hazards model with right censored data (Cox 1972; Ibrahim et al. 2001). This
model is often referred to as the Cox model. In this case, nj =1 for all i, bj =0, yj1 = Tj1 A
Ci1 is the minimum of the censoring time Cj; and the survival time Tj; and vj1 = 1(yi1 = Ti1),
where 1(:) is an indicator function. The Cox model assumes that the conditional hazard
function of yj; given X1 is given by
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h(ylxi)=ho(y)exp (x],5). ®

where g is a p x 1 vector of regression coefficients and hg(-) is an unknown baseline hazard

function. In this case, g = g and @, = Hy(:), where Ho(y):f(y)ho(u) is the baseline cumulative
hazard function. The full likelihood for the observed data is given by

p(Dobsw):]L[[exp (x/18) dHo(vin)| " exp {~exp (x/,8) Ho(yin)} - @

i=1

Example 2 (Shared-frailty model)—We consider the commonly used shared-frailty
model with right censored data (Vaupel et al. 1979). Here we have g = 1 and vjj takes the
value 1 if yjj is a failure time or zero if yjj is right censored. It also assumes that the
conditional hazard function of yj; given the latent frailty random variable bj for the ith cluster
and xij is given by

h (yIxij, bi)=ho(y)biexp (XITJ ) , ©)

where g is a p x 1 vector of regression coefficients and hg(:) is an unknown baseline hazard
function. It is common to assume a gamma distribution for the latent frailty, that is b ~ ¢
(L, x™1). In this case, O = (8, ) and 6, = Hg(:). The complete-data likelihood function for
all subjects is given by

n

P (Dmm|9)=ﬂ {bfl" exp(—b;i/k) x n[biexp (x,T/ )dHo (yij)]vijexp (—exp (x,T/ ) b; Hy (yz,()s)} .

i=1 j=1

Example 3 (Cure rate model)—We consider a Bayesian analysis of the cure rate model
with right censored survival data (Chen et al. 1999; Yakovlev 1994; Ibrahim et al. 2001).
We consider here the promotion time cure rate model as discussed in Chen et al. (1999).
Suppose we have n subjects, and let N; denote the number of carcinogenic cells for the ith
subject, where the N; ’s are assumed to be i.i.d. Poisson random variables with mean

Oi=exp (X,-T,B), i=1, ..., n. Further, suppose Zjy, ..., Zj y; are the i.i.d incubation times for the
N; carcinogenic cells for the i th subject, which are unobserved, and all have baseline
survival function Sg(-) with baseline hazard function hg(-), i = 1, ..., n. The survival time for
subject i is yj; = min{Z;j, j =1, ..., Nj }, and the indicator vj; = 1 if yj; is a failure time and 0
if it is right censored. Following Chen et al. (1999), the complete-data likelihood p(D¢om |6)
is given by

[1_[5 0™ [Nio (i)™ ] exp {Z | Nix; B~ log(Nit) ~ exp(xéﬁ)]} NG
i=1

i=1
In this case, 6 = # and 0, = Ho(:). Alternative parametric, semiparametric, and multivariate

cure rate models have been developed for modeling time-to-event data for various type of
cancers, such as melanoma and breast cancer (Ibrahim et al. 2001).
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Example 4 (Prior distributions)—To carry out a Bayesian analysis of the models in
Examples 1-3, we take a joint prior distribution for @ as follows. First we take independent
priors for B, x, Ho, so that p(@) = p(8) p(x) p(Hg). For x and g, we may assume « ~ 9(p1, ¢2)
and 8 ~ Np(uo, Xo), Where ¢(p1, ;) denotes the gamma distribution with shape parameter ¢,
> 0 and scale parameter ¢, > 0, and Np(uo, Xo) denotes the multivariate normal distribution
with p x 1 mean vector gg and p X p covariance matrix Xg. If the smallest eigenvalue
Zmin(Zo) converges to oo, then Np(uo, Zo) tends to an improper prior. In contrast, if the
largest eigenvalue Amax (Zo) is very small, then N ,(uo, o) tends to a strongly informative
prior.

We can take different prior distributions including a piecewise constant hazards model,
Gamma process model, Beta process model, or a Dirichlet process model for the baseline
hazard hg() or cumulative baseline hazard Hp(-). One of the most convenient and popular
specifications for hg(-) is the piecewise constant hazards model. To construct this model, we
first construct a finite partition of the time axis, 0 <s3 <sp <-- - <sy, with sy > yj; for all i, j,
which leads to J intervals (0, sq], ..., (S3 -1, 83 ]- In the jth interval, we assume hq(y) = /; for
y € Ij= (s j-1, Sj ]. A common prior for 4 = (Ay, ..., 4 )T is the independent gamma prior 4~
(ag j, o) forj=1, ..., J, where agj and ayj are prior hyperparameters. Another approach is
to build a priori correlation among the 7; ’s (Leonard 1978; Sinha 1993; Arjas and Gasbarra
1994; Ibrahim et al. 2001) using correlated priors for 4. For instance, Arjas and Gasbarra
(1994) proposed a first-order autoregressive model on the Z; ’s by taking Ay |41 ~ (o, ax/
Ak—1) for k > 1. Another common approach to building correlation in the hazard is to define
wi=1log(4j),j =1, ..., J, and then specify a multivariate normal prior for y, where y = (y1,

...,l//J)T.

We may also consider a gamma process prior for Ho(-), that is, Hg ~ ¢ P(co H *, co)
(Kalbfleisch 1978), where cq is a fixed constant and H *(-) is a known increasing function
with H(0) = 0. H*(-) can be viewed as a parametric guess for the unknown cumulative
baseline hazard function Hg(:). For example if H*(-) is a Weibull distribution, then H*(y) =
o YX0, in which (yo, ko) are specified hyperparameters. Thus, H™() is the mean of the
process and Hg(:) is a stochastic process with the properties: Hg(0) = 0; Hy(t), t > 0, has
independent increments in disjoint intervals; and for t > s, Ho(t) — Ho(s) ~ ¢(co(H™(t) —
H™(s)), co). An alternative approach is to specify a gamma process prior on the baseline
hazard function rate (Dykstra and Laud 1981; Ibrahim et al. 2001).

Our main interest is to make valid Bayesian inferences about 6, and this requires a
reasonably robust prior p(#) and the correct specification of the sampling distribution. A
non-robust prior for p(#@), the presence of outliers, and misspecifying some of those
modeling assumptions may introduce serious bias in the estimation and inference regarding
p. Thus, it is crucial to assess the robustness of both the prior and the sampling distribution
as well as the identification of outliers. According to the best of our knowledge, no
sensitivity analyses involving all three of the components of a Bayesian model have been
carried out for the survival models considered here.

2.2 Perturbation model

We develop a class of perturbation models to characterize various perturbation schemes to
perturb the data, the prior, and the sampling distribution as follows:

ni
l_[p(yij, vijlbi, 6, wp, wy)

J=1

p(Dcnm,elw):p(g’ (L)P(H))nx{ p(bi’ep7 wD,(US)} (8)

i=1
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and S p(Dcom, Ol@)d Deom d8 = 1, where wp € R™ g € R™S, and wp € R™P represent
perturbations to the prior, the sampling distribution, and the data, respectively. Moreover, let

0 0o 0 0 .
m = mp + mg + Mp, and we assume that w = (w,,, Wy, wD) € R™ represents no perturbation.

For instance, we may only perturb individual observations (or clusters) in order to identify
influential observations (or clusters). Specifically, the likelihood function p(Deom |6, @p) for
perturbing the data is defined by

n

i
]_IHP (vijs vislbi, 6, ;) p (bis Ol ). ©
i=1 j=1

where wq j represents the perturbation vector to the observations in the ith cluster. To assess
the sensitivity of model assumptions to a small perturbation, we usually surround p(D¢om |6)
by a class of distributions p(Dgom |6, @s) such that p(Dgps |6, @s) = J p(Dcom |0, @s)d Dpis,

P (Deonl6, ) =p(Deonlf), and p (Dovslt, ) =p(Donslf). We may statistically assess whether
wy=w" is valid.

As an illustration, we examine various perturbations to the proportional hazards and shared-
frailty models.

Example 1 (continued)—To carry out the Bayesian analysis, we specify independent
priors given by p(6) = p(8) p(Ho), where g ~ Np(uo, Xo) and Ho ~ ¢ P(co H”, ¢cg) as discussed
in Example 4. We consider a prior perturbation to Hq by assuming Ho ~ 4P (CoH;f(wP), 60),
in which H; (y, wp)=f'8k*(t, w,)ho(t)dt, and a local perturbation to h(y|xj;) by assuming that
h(yIxi1, wp)=ho(y)exp (ﬂz(XiTl,B, w,;_,»)), where (2 (X,Tlﬁ wD_,») are differentiable functions of wp

and (2 (XITI,B 0) =x/18. Without loss of generality, we assume that the y;;s are distinct and
Y1 < <Y(n denote the ordered failure or censoring times. Following the derivation in
Sinha et al. (2003), the perturbed posterior distribution of g is given by

p(ﬂ|Dcomv w) & ‘p(ﬁlﬂ()»

]

CulH,f(}'(j)l wp)—H (yj-n1.wp )J
) X (_COhO(Y(j)l)k*(Y(j)h w,)log (

co
(C0+Aj(w:) B) co+A j(w,iB)

where ¢ (B; uo, £o) denotes the multivariate normal density with mean ug and covariance

A\ — T
matrix o, 4/(@p ’ﬁ)_zynzy( 2 &P (“Z(XHB’ “’m)), and vj)y is the censoring indicator for the
jth ordered survival time y(j;.

Example 2 (continued)—We consider a data perturbation to h(y|x;, bj ) by assuming

h(yIXij. bi)=ho(y)biexp (1a(x! . w,,) a

If 12 (X,T, ,0) =XZ,-ﬁ, then wgl = =wgn =0 represents no perturbation. Thus, the sampling
distribution for the data perturbation, p(D¢om |0, @p), is given by

Lifetime Data Anal. Author manuscript; available in PMC 2012 April 9.
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i=1 j=1

The perturbation to the prior wp (6) includes the additive e-contamination class and the
geometric contamination class as special cases (Berger 1990, 1994; Gustafson and
Wasserman 1995; Moreno 2000). We examine perturbations to the prior distribution of @ in
Example 4.

Example 4 (continued)—We perturb p(g) by assuming that # ~ Np(ug + wp 1, @p 2 o),
where wp 1 € RP and wp » > 0 is a positive scalar. Thus, cup(é’)=(w;11 , wm) € RP x [0,00) s

independent of @, and thus w(p)(9)=(0;), 1) represents no perturbation. Consider the additive
g—contamination class given by p(8; wp (6)) = p(0) + wp [9(6) — p(6)], where wp € [0, 1]
and g(#) is a contamination distribution (Berger 1994). We may assume that the density of
p(#) can be approximated by

PB=P(Bsw,, k)*¢ (Bspto, ZO),

where P(8; wp, k) is a multivariate polynomial of order k and wp are coefficients of P(;

wp, K) such that P(g; 0, k) = 1 (Gallant and Nychka 1987). Thus, a)?,:ﬂ represents no
perturbation.

For the piecewise exponential model, we have ho(y) = 4j, where sj—1 <y <sj,j=1, ..., J. We
assume that 2j ~ 9(wpgj ag j, @p1,j aqj) forj =1, ..., J, where wp j = (wpo, j, @p1 )T can be
regarded as perturbation vectors and wp 1 = - -= wp , = 1 represents no perturbation. Let
log(%j) =yj,j=1,....,J,and lety = (yy, ..., 3 )T. We consider a perturbation to y using a
discretized integrated Ornstein-Uhlenbeck process (Sinha and Dey 1997), given by

Yir1 = Y0, j+1=0p, [ — Yo, j1+E 41, (13)

where yq _is the prior mean of yj, the gj are i.i.d, & ~ N(O, 03,), and wp j can be regarded as
a perturbation parameter, j=1, ..., J — 1. Thus, wp 1 = - -= wp, 3 -1 = 0 represents no
perturbation. A simple perturbation to the gamma process prior for Hg() is to use a positive

scale function k«(t, wp ) to perturb H*() such that H; (y, wp)=f’(v)k*(t, wp)ho(t)dt, where ka(t,
0) = 1 represents no perturbation.

2.3 Bayesian perturbation manifold

We propose a Bayesian perturbation manifold to quantify each perturbation e in the
perturbation model to the Bayesian survival model (1). Since Q is a subset of R™, the
perturbed model M = { p(Dcom, 0] ®): @ € R™} can be regarded as an m-dimensional
manifold under some conditions (Amari 1990). The geometric structure of M is mainly
characterized by an m x m generalized Fisher information matrix within the Bayesian
framework, denoted by G(@) = (g jk (@)). Let wy be the kth component of @, {(w) = log
P(Deom: Ol@), and 8, = &/ 8,,,. The m? quantities

Lifetime Data Anal. Author manuscript; available in PMC 2012 April 9.
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gjk(w)zEw {[amjgc(w) - Ewawjgc(w)][awkfc(w) - Ewawkfc(w)]} (14)

forj, k=1, ..., m, in which E, denotes the expectation taken with respect to p(D¢om, 0] ®),
form the metric tensor of M, denoted by G(w). Geometrically, the m functions 9,,; (@) can
be regarded as the basis functions in the tangent space Te of M at each w € M. Itjthere are
no random effects or missing data, p(Dcom, 8| @) and £.(w) reduce to p(Dgps, 8] @) and
Lo(@) = l0g p(Dgps, 8] ), respectively. M = { p(Dops, 8] ®): @ € R™} can be regarded as a
generalization of the perturbation manifold in Zhu et al. (2007, 2009).

An appropriate perturbation to the survival model (1) requires that G(?) be a diagonal
matrix. Since G(w) is essentially a Fisher information matrix, the (i, i)th element g;; (w) can
be interpreted as the amount of perturbation introduced by wj, whereas gjj (@) represents the
association between wj and oj. A diagonal G(w) indicates that all components of & may be
regarded as being orthogonal to each other in the perturbed model (Cox and Reid 1987). A

large value of [8:j(@)/ /8ii(@)gj(@)lindicates that wj and wj play similar roles in the
perturbation model M. An extreme scenario is that wj and wj are linearly dependent, that is

lgij(w)I= 4/8ii(w)gj(w), and thus one of them can be dropped. For interpretation purposes, it
is important to introduce an appropriate perturbation to the survival model (1) in order to
make it easier to identify the source of a large perturbation.

Although G(wY) may not be diagonal for an arbitrary perturbation e, we can always choose
a new perturbation vector w, defined by

(Z)(w)zw0+G(w0)l/2 (w — a)o) R (15)

such that G(a;) evaluated at w© equals Iy, (Zhu et al. 2007, 2009). Given the geometric
structure of M, we can further carry out influence analysis of @.

We can compute several additional geometric quantities of the manifold M, which are useful
for characterizing the geometric structure of M (Amari 1990). To connect two tangent
spaces at two neighboring points w and @', we introduce the Levi-Civita connection of
G(w), given as follows:

[N(w)=0.5 [6w/gjk(w)+6wjg1k(w) - ﬁwkgzj(w)] . (16)

Furthermore, we can determine a geodesic m(t) = (w1 (t), ..., on (t)) with respect to the
affine connection [jy (w) on M. Specifically, the geodesic w(t) satisfies the equation

dzu)[(l‘)

dwj(t) dwk(t)
=0
dr?

dt dt ’

g @O (w(1)

s, j.k

where g'S(w) is the (1, s)th element of G(w) 1. As we move along a geodesic, the tangent
vector of the geodesic does not change in length and direction. The geodesic is an extension
of the straight line e(t) = @° + th in Euclidean space (Amari 1990).
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Finally, we can obtain the Bayesian perturbation manifold ( M, G(e)) with metric tensor
G(w). As an illustration, we examine the geometric structure of the proportional hazards and
shared-frailty models in Bayesian analysis.

Example 1 (continued)—The perturbation model M = { p(Dgps, Bl @p, @p) (@p, ®wp) €
Q} can be regarded as a Riemannian manifold. The tangent space Te of M is spanned by

Yt

n ~
Bwpfu(w):zlcolog(m) [ 6, k. w,,)ho(t)dt+ZV(j)1k Gt @)™'9,, ki ),
j:

Yi-n1

Yl (17)

8, Co(w)= Z[v(m—v(j m=co [kt wp)ho(Hdt

Y(j-Dl

(uD Aj(wpB)
co+Aj(wpip)

where v(g)1 = 0 and y(gy1 = 0. The submatrices of G(wY) are given by

2 Oy | — & C
Ewo [_amp f"(w )] - g ColOg L‘()+Aj(‘zUOD;ﬂ)
Yo

| & ka wo)ho(t)dt}— ZE{V(])I |6, 2logk. (v, WD)}

Y(j-D1

) . Y J(@)3B) (18)
Ewo[_aw,jfo(w )] Z Yo =vg-ni=<o [ (t v )hO(t)dt xO. [CO+A }

Y(j-D1

Y o, A())36)
wo[ - t’(wo)] zco [,k (ta))ho(t)dtl’io.
J= V(-1 (wDﬁ)

Clearly, G(?) is not a diagonal matrix, and thus, e is not an appropriate perturbation.
However, we can always choose a new perturbation vector @ = 9 + G(w%2 (& — wY),
which gives an appropriate perturbation.

Example 2 (continued)—We consider the frailty model using the piecewise constant

hazards model and assume the data perturbation (11) to h(y|x; , bj ). Thus, p(Dcom, 0] @p) is
given by

PDeom: Olw,)
) -1 LT T Oijtvij
< ¢(Bipo. Zo)p I b ~exp(=bi/o [1T] | biexp (ua (X1, w,,)) ]
= ]: =

Xexp {—bieXP (:u2 (Xirjﬁ’ w[)j)) 6’71 [/ll (}’ij - Sl_l) +li‘11/lg(sg - Sg_l)]}) ’
g=

(19)

The tangent space Twp of M = {p(D¢om, 0] @wp): wp € Q} is spanned by

ni J
a“’DJ gC(w):ZZ(S[ﬂ [a“’D,i’u2 (X’];ﬁ’ w”v")] {V’/ biexp (I”LZ (X'J’B w”')) Al(y’/)}

=1 =1

-1
fori=1, ..., n, where M0i)=iyij — Sz—1)+zg:1/lg(sg = 5g-1)_ It can be shown that

0 2 0
gD.,-,-(%)=EO,oD [_‘9%,. be (“’D)] is given by
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J
ZZEJ' { y,bexp x” [6 U2 Xl] a) ] A;(y,j)}
== P

1
(20)

ni

J
DD XE 0|02 (5. wy,)| [ vis = brexp (2 (<. 0,,) )|

j=11=1

fori=1, ..., nand G(w")=diag(g,,, (W), ..., gy, (w)). Here, a®2 = aaT for a vector a.
When ep j is a scalar for each i, G(wY) is a diagonal matrix and thus, e is an appropriate
perturbation. In general, for multivariate wp j, we can choose a new perturbation vector

~ 0 0\1/2 0 . . . .-
Wy, =W, +8p; (w,)) (a),,,i - w,){,.) for each i to obtain an appropriate perturbation wp =
(wp,1, -, ®Dn)

2.4 Local influence measures

We consider an | x 1 objective function f (@): M — R!, such as the posterior mean distance,
p-divergence (I = 1, see Example 6), or Bayes factor (I = 1), which defines the aspect of
inference of interest for sensitivity analysis. We first consider the finite-dimensional
manifold M. Let e(t) be a geodesic on M with @(0) = wP. It follows from a Taylor’s series
expansion that f (w(t)) = f (@ (0)) + £4(0)t + O(t2), where ; w(t)|i=o = h € R™ and

Fu@= ] 0, F@OR=V1h i which V¢ = 9, f (@)

First, we consider the case with V¢ # 0. We define a first-order influence measure (Fl) in the
direction h € R™ as follows:

T T
h'V,W;Vih

S (21)
h"Gh

FIf,h:FIf(wo),h:

where G = G(") and Wy is a positive semi-definite matrix. Particularly, for the appropriate
perturbation e(w) in (15), Fl 1, reduces to

h' G2V, W VTG ?h

o= h”h 22)

FLf()|

The maximum value of FI ¢, equals the principal eigenvalue of Gil/szWfV;Gfl/z, which
quantifies the largest degree of local influence of @ to a statistical model, while the

corresponding eigenvector of G~/ 2VfoV‘;G_” 2 denoted by himax, can be used either for

identifying robustness of priors, influential observations, or an inadequate sampling
distribution. The quantity FI ¢, has a strong connection with McCulloch’s (1989) Bayesian
local influence measure for assessing the prior. The quantity hyay indicates the worst
perturbation direction for f (w), that is, the direction that gives maximum change to the
objective function. We also suggest inspection of Fls;, where gj is an m x 1 vector with ith
component 1 and 0 otherwise (Zhu and Lee 2001; Zhu et al. 2007). The use of the Fl ¢¢; ’s
can identify the most significant components of .

Example 5 (Influence measures)—We consider the logarithm of the Bayes factor for
comparing o with @? as follows:
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B(w)=10g p(Dops|w) — log p(Dopsl®), 23)

where p(Dops|@) = J p(Dops, Ol@)d@ = J p(Dcom, Olew)d Dpisdd. Under some smoothness
conditions, B(w) is a continuous map from M to R. If we set f(w) = B(w), it can be shown
that

a(w) v,

— (24)
VVIG()'V,

To calculate the local influence measures associated with B(w), we just need to compute Vg
and G(w?) and choose an appropriate Wy, such as Ws = 1. For instance, for Examples 1 and 2,
we can easily calculate them given the formulas given in Sect 2.3 along with MCMC
methods for computing Vg.

V,=E 0 | 9010g p (Deom 6:0°) IDops | and hinax=

We consider the posterior mean of a function of @, denoted d(8) € R!, after introducing w as
follows:

My(w)=[d(O)p(Dyis, O1Dobs, 0)dDpisd. (25)
We can set f(w) = Mg(w) and Wt = Wy, = [Cov(d(8)|Dgps)] L. It can be shown that

V11, =C0V,0 {0108 P(Deom, 0:6°), dO)IDos) (@9)

and these local influence measures are associated with Gustafson’s (1996a; 1996b) local
sensitivity quantities. To calculate the local influence measures associated with My(w), we
just need to compute V), and G(wY). For instance, for Examples 1 and 2, we can easily
approximate them using the formulas given in Sect. 2.3 along with MCMC methods for
computing V-

We can also carry out Bayesian local influence when V; = 0. For notational simplicity, we
assume that the dimension of f(w) equals 1. It follows from a Taylor’s series expansion that

f(o(1) = f((0)) + 0.5 f,(0)t2 + O(t3), where f,(0) = hT H¢ h and H =62 f(«"). We define a
second-order influence measure (SI) in the direction h € R™ as follows:

h"Hh ’
SIf;h=SIf(w0),h=m~ (27)
Particularly, for the appropriate perturbation a;(w) in (15), Sl reduces to
W' G'2H;G"'*h
SIf(zZ)),hLD:wo: oTh ) (28)

Similar to the first-order influence measure, we only consider the eigenvalue-eigenvector
pairs of G2 H; G=/2, which can be used either for identifying non-robust priors,
influential observations, or inappropriate and non-robust sampling distributions. We also
examine Sltg; (Zhu and Lee 2001; Zhu et al. 2007, 2009).
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Example 6 (@-divergence)—We consider the ¢-divergence between two posterior
distributions before and after introducing the perturbation o as follows:

Dy ()= [@(R(Dyis, 0;0)) P(Dimis 01D obs)dDyisd, (29)
where R(Dpis, 8; @) = p(Dnis, @|Dops, @)/P(Dnis: #|Dops) and ¢(+) is a convex function with

¢(1) = 0, such as the Kullback-Leibler divergence or the y2-divergence (Kass et al. 1989;
Weiss 1996). We set f(w) = D,(w). It can be shown that fo=0and

Hf=§0(1)f{3w10g p(Dmix’ ngabs’ w()) }ZP(Dmis, elDobs)dDmisd9~ (30)

In practice, we use MCMC methods to draw samples {(¢”, D7) :s=1. ... S0)} from p(@,
Dmis|Dobs) to approximate H.

3 Examples

3.1 Simulation studies

n J
lOg p(9|Dth, w)ZZZ {6,']')/,' (log/lj+x5ﬁ+w,-) - 6,']' I:/lj(yi - Sj_1)+Z/lg(Sg - Sg—l)

Survival times yj; (i =1, ..., 100) are generated from an exponential distribution with hazard

hi=exp (XZ-TIB), where Xj1 = (Xi11, Xi12, Xi13)" in wWhich xj11, Xi12 and xj;3 are generated from the
normal distributions N(1.8, 0.20), N(1.7, 0.30) and N(2.0, 0.25), respectively, and g = (51,
Bo, B3)T = (0.8, 0.8, 0.8)". To introduce some outliers, we generated new survival times {yj:

. e . (5:%5)-1
i =99, 100} from the exponential distribution with hazard hi=exp (XiTlﬁ+5xi213)8?xP e

where &; is generated from a uniform distribution U(0, 1). The survival times {yj1:i=1, ...,
98} are randomly right censored with probability 0.10. The censoring proportion of the
survival times is about 7.2%.

We fit the piecewise constant hazards model to the simulated data in which we chose
subintervals (sj-1, sj] with equal lengths for J = 200 and used MCMC (Metroplis-Hastings)
sampling to carry out Bayesian influence analysis (Chen et al. 2000). We specify the
following prior distributions for gand 7; j =1, ..., J):

p(B)=N(uo, Zo)’ P(A)=Y (av;, a1)), (31)

where ug, Xo, agj, oj are specified hyperparameters. We set #g = (0.8, 0.8, 0.8)7, agj = 8.0,
a1j = 10.0, and Xq = diag(0.25, 0.25, 0.25). In the MCMC sampler, we choose a normal
proposal density which yields an average acceptance rate of 32.5%.

We simultaneously perturbed the piecewise constant hazards model and the prior
distributions of g, whose perturbed log-posterior is given by

Jj-1

X exp (xiT1,8+wi)}

i=1 j=1 g=1

- [10g|zo/wp2|+wﬁ2(ﬁ - wﬁlﬂo)TZ;l(ﬁ - ‘1)/31#0)] /2,

where djj = 1 if subject i either failed or was right censored in the jth interval and 0
otherwise, vj = 1 if subject i failed and v; = 0 if subject i was right censored, @ = (w1, ..., @n,
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wp1, wpp)" and @ = (B, 2). In this case, @® = (0, ..., 0, 1, 1) represents no perturbation. After
some calculations, we have

G (a)o) =diag (gu, ey gnn,ugz(;lﬂo’ 3/2) i

J j-1 .
where gi=E {ijléij[/lj(yi - 5j—l)+Zg:l/lg(Sg - Sg—l)]exp (XZ;B)} @=1,..., n)l and the
expectation is with respect to the joint distribution of (y, #, ). Then, we chose a new
perturbation scheme o = 0° + G(w%)Y2(w — »°) and calculated the associated local

influence measures hy,ax corresponding to (24) which we denote by h2_, Slp o] and Slygei,
in which ¢(-) was chosen to be the Kullback-Leibler divergence and d(@) = 6. Cases 99 ancf
100 were detected to be influential by our local influence measures (Fig. 13, c, €).

We used the same setup except that we employed a perturbed prior distribution for 8,
namely p(8) = N(xq, 0.4X¢), and then we applied the same MCMC method, perturbation
scheme, and local influence measures. Cases 99 and 100 and the perturbed prior distribution
of g were identified to have a big effect (Fig. 1b, d, ).

To detect the misspecified survival model, we generated new survival times {yj;: i =1, ...,

100} from an exponential distribution with hazard ~;=exp (XiT1B+5X,213), where Xi1 = (Xi11,
Xi12, Xi13)" is generated from the multivariate normal distribution N5((1.8, 1.7, 2.0)T,
diag(0.2, 0.3, 0.25)). The survival times {yj;: i =1, ..., 100} are randomly right censored
with probability 0.10. The actual censoring proportion of the survival times is about 13.0%.

Similarly, the piecewise constant hazards model with zi=exp (Xﬂﬁ) is used to fit the
simulated data using the priors for £ and 4; given in equation (31), where we chose
subintervals (sj-1, sj] with equal lengths using J = 120. In this simulation study, we consider
the following perturbation to the sampling distribution p(Dgps|@), given by

n J j-1
PDosslt, =] |[ [t} 5’”‘exp{ : u[ﬂj(yi—s_;-1)+Zﬁg<sg—sg-l)H,

i=1 j=1 g=1

where hi’=exp (X,T1 ,3+w). In this case, w = 0 represents no perturbation. The local influence
measures including the Bayes factor, KL-divergence and posterior mean for the above
generated dataset were calculated under a N(0.813, 0.513) prior for g and are, respectively,
denoted as tg, t, and ty. Let # denote the posterior mean of g for the above generated
dataset. To formally assess the sizes of tg, t,, and ty;, we computed a “p-value” as follows.
We used the parametric bootstrap and simulated 100 data sets according to the fitted model
with g = B. Then, for each simulated data set, three corresponding local influence measures,

denoted as .. t][;g, and " (k=1,...,100), were calculated. The p-values, which were

100
calculated using the formula p — value=; i I(tb, > 1) (I=B, ¢, M), are given by 0.0, 0.04
and 0.0, respectively. These results show that the survival model is misspecified at

“significance level” « = 0.05. In the MCMC scheme, we used a normal proposal density
which yielded an average acceptance rate of 26% in calculating t;, and used a normal

proposal to yield an average acceptance rate of 32% for calculating t,ﬁ'l (I=B, ¢, M).

Lifetime Data Anal. Author manuscript; available in PMC 2012 April 9.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Ibrahim et al.

Page 15

In the second simulation study, we considered the shared-frailty model. For the shared-
frailty model (5), we set n = 100, and we chose varying values of n; in order to create a
scenario with different cluster sizes. In particular, we setn; = ... =njg=3,Ng1 = ... =Nygp =
20,and n; € {5, 7, 8, 10, 12, 14, 16, 18} for i = 11, ..., 90. For each clusteri (i=1, ..., n),
the survival times yjj (j = 1, ..., n;) are generated from an exponential distribution with

hazard /:j=biexp (X,T, ) where Xi; = (Xij1, Xij2, Xij3)" in which xjj1 = 1.0, Xjj, and x;j3 are,
respectively, generated from the (5.0, 8.0) distribution and the N(2.0, 0.25) distribution,
where f8 = (81, 2, $3)" = (0.8, 0.8, 0.8)". To introduce some outliers, we generated new
survival times {y;: i =99, 100, j =1, ..., 20} from the exponential distribution with hazard

hij=biexp (X?jﬁ+5x?j3). The survival times {y;;: i =1,2, ...,98,j =1, ..., nj} are randomly
right censored with probability 0.10. The censoring proportion of the survival times is about
15.8% in the dataset.

We fit the piecewise constant hazards shared-frailty model in which we chose subintervals
(Sj-1, Sj] with equal lengths for J = 120 and used MCMC sampling to carry out Bayesian
influence analysis. Here, we adopted the same prior distributions for gand 4, (1 =1, ..., J) as
those given in Eq. 31. Also, the same values of the hyperparameters for ug, agj, eaj and Xq
(see the first simulation study) were used in the analysis, and we chose a normal proposal
density in the MCMC scheme to give us an average acceptance rate of 33%.

We simultaneously perturbed the piecewise constant hazards shared-frailty model and the
prior distribution of #. The perturbed complete-data log-posterior of 8 = (#, 2) is given by

10g P(OIDcom, w)= 21 ) z {85715 [ log(bid)+xT B+wi]
i=1j=1l=1

=01 biexp (Xijﬁ+(x)i) A (yij - s1_1) +l§1/lg (sg - Sg—l)]}
o=

T
- [10g|20/wﬁ2|+ wﬁz(ﬁ - wﬁlﬂo) o' B - wﬁlﬂo)] /2,

where dijj) = 1 if the jth observation in the ith cluster either failed or was right censored in the
Ith interval and 0 otherwise, and @ = (wy, ..., wn, wp1, wﬂz) In this case, ® = (0, ..., 0, 1,
1)T represents no perturbation. After some calculatlons we have

G (wo) =diag (gl Toenns gnnvﬂgZ;IHm 3/2) ,

n; J -1 .
where &i= {Z Zl Oibi |:/ll(yij - Sl—1)+z Ag(sg — 54— 1)] exp (XZT, )} (=1,....,n)
and the expectation is with respect to the joint dlstrlbutlon of (y, B, 4). Then, we chose a new
perturbation scheme o = ®° + G(w?%)Y2(w — »°) and calculated the associated local
influence measures h2__, SIDp o] and Sl¢ Mhejs in which ¢(-) was chosen to be the Kullback
divergence and d(6) = 0. Cases 95 and 100 Were detected to be influential by our local
influence measures (Fig. 2a, c, ).

We used the same setup except that we employed a perturbed prior distribution for g, given
by p(#) = N(4.0ug, 0.6X¢), and then we applied the same MCMC method, perturbation
scheme, and local influence measures. Cases 99 and 100 and the perturbed prior distribution
of p were identified to have a big effect (Fig. 2b, d, f).
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Similarly, to detect a misspecified model, we generated new survival times {y;: i=1, ...,

100, j =1, ..., nj} from the exponential distribution with hazard :;=biexp (X5ﬁ+5xl-2j3). The
survival times {y;j: i=1, ..., 100, j =1, ..., 7} are randomly right censored with probability
0.10. The actual censoring proportion of the survival times is about 10.3%. The piecewise

constant hazards shared-frailty model with hij=biexp (X,T, ) is used to fit the simulated data
using the priors of # and Z; given in Eqg. 31, where the subintervals (sj—1, sj] have equal
lengths using J = 120. Here, we consider the following perturbation to p(Dgps|6):

100 ni J . -1
POl )= |[ ][ Jlams) ™" xexp {—h,?,-éw [mf j= S+ Aglsg = Sg—l)” ,

i=1 j=1 I=1 =1

where A} j=biexp (x/8+w). In this case, & = w0 = 0 represents no perturbation. The local
influence measures including the ¢-divergence and posterior mean for the above generated
dataset were calculated using the prior p(#)=N (0.813, 0.2513) for . In the MCMC scheme,
we take a normal proposal density such that the average acceptance rate is 34%. To compute
a p-value, again we used the parametric bootstrap method and generated 100 bootstrap
datasets from the fitted model with g = . Two corresponding local influence measures,

denoted as le§¢ and ' (k=1,...,100), obtained from the 100 simulated data sets were
calculated and used to estimate the p-values as 0.04 and 0.01, respectively. These results
show that these influence measures are significant.

3.2 Multiple myeloma data

Multiple myeloma is a hematologic cancer characterized by an overproduction of antibodies.
The Eastern Cooperative Oncology Group (ECOG) carried out a clinical trial (E2479)
examining a chemotherapy to treat this disease and to also identify important prognostic
factors that are predictive of survival. Our primary goal here is to illustrate the proposed
methodology for carrying out Bayesian influence analysis. The response variable y is time to
death, which is subject to right censoring. There are a total of n = 339 observations with
eight observations being right censored. We examine eight covariates, which are blood urea
nitrogen (x1), hemoglobin (xy), platelet count (x3) (1 if normal, 0 if abnormal), age (x4),
white blood cell count (xs), bone fractures (xg), percentage of the plasma cells in bone
marrow (X7), and serum calcium (xg). To ease the computational burden, we standardized all
the covariates.

We fit the piecewise constant hazards model to the E2479 dataset in which J = 28 is used
with the intervals chosen so that at least one failure or censored observation falls in each
interval. The prior distributions for gand /; (j = 1, ..., J) given in Eq. 31 are adopted, but g
is taken to be that given in Ibrahim et al. (2001, Table 3.2 with ag = 0 on p. 63), agj = 8.0,
a1j =10.0, and Xq = diag(1.0, ..., 1.0). In the MCMC sampling, we chose the proposal
density so that it gave an average acceptance rate of 34%.

We simultaneously perturbed the piecewise constant hazards model and the prior
distributions of #and 7; (j = 1, ..., J), whose perturbed log-posterior is given by
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1og P(OID ops, w)= z z {61 vi (logd+x B+wi) = 631 (v = sj-1)
i=1j=1
+ lelg(sg — sg_1)]exp (Xilﬁ"'wi)} — [log|X0/wgal
&= _ 32
+wp (B — wprue) X' (B — wp1uo)]/2 32
J
+ Zl{(a/oj - 1)10g/l] - waj/ljalj
]:

+ap;log(wejei ) — logl(ao))},

where ® = (o1, ..., ©n, ©p1, B2, O, ..., 0g9)" and @ = (B, 2). In this case, ® = (0, ..., 0,
1,1,1,..,0)7 represents no perturbatlon After some calculations, we have

-1
G(w")=diag (811, e gnmﬂgzo Ho,8/2, @01, . .., ao;) ,

J j-1 .

where 8i=E {ijl‘sij [/lj(yi - Sj—1)+zg:1/lg(5g - Sg—l)] exp (Xleﬁ)} (=L.....1) and the
expectation is taken with respect with the joint distribution of (y, g, ). Then, we chose a
new perturbation scheme @ = ° + G(@%)2(w — wP) and calculated the associated local

influence measures h?_, SIDp ofi and Slc mpe;, in which ¢(-) was chosen to be the Kullback
divergence and d(6) = 6. Exammatlon of Fig. {Sa indicates that cases 188, 261, 271, 294,
301, 307, 309, 321 and 339 were detected to be influential by our local influence measures;
Fig. 3b shows that cases 110, 185, 261, 271, 304, 307, 321 and 339 were detected to be
influential by our local influence measures; whilst cases 110, 185, 234, 261, 271, 304, 306,
307 and 339 were detected to be influential by Fig. 3c. Cases 261, 271, 307 and 339 were
identified to be influential by all three figures. All these figures show that the priors for g

and Zj (j = 1, ..., 28) do not impact the analysis very much.

To examine the robustness of the sampling model, we consider the following perturbation to
P(Dobs|6):

n J
p(Dohvle (U) l_[l_[ /l hw Ij ’exp{ h 61]

i=1 j=1

-1
Aj (yl - 5j- 1)+Z/l (Sg — Sg- l)l]

where '=exp (x[}8+w). In this case, o = ° = 0 represents no perturbation. The local
influence measures including the Bayes factor and ¢-divergence were calculated with
p(B)=N(uo, lg), where ug is taken to be that given in Ibrahim et al. (2001, Table 3.2 with ag
=0 on p. 63) and are, respectively, denoted by tg and t,,. Let # denote the posterior mean of
p for the E2479 dataset. To calculate a p-value, we simulated 100 datasets from the fitted
model with g = g, and calculated the two corresponding local influence measures, denoted

by 7, and t§¢ (k=1,...,100), which yielded the p-values 0.0 and 0.0, respectively. These
results show that these influence measures are highly significant and therefore the sampling
model may be misspecified. In the MCMC algorithm, we chose the normal proposal density
to yield an average acceptance rate of 34%.
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3.3 Melanoma data

Melanoma incidence is increasing at a rate that exceeds all solid tumors. Here, we examine a
phase I1I clinical trial (E1690) carried out by the Eastern Cooperative Oncology Group
(ECOQG) involving post-operative chemotherapy for melanoma patients. The two main
treatment arms on the E1690 trial are high-dose interferon (IFN) and observation (OBS),
and one of the main aims in this study was to compare these two treatment arms with respect
to relapse-free survival (RFS). There are a total of n = 427 observations with relapse-free
survival (y) subject to right censoring. To illustrate our proposed methodology, we consider
the three covariates treatment (x1: IFN, OBS), age (x»), and sex (X3).

We fit a semiparametric cure rate model to the E1690 dataset using the likelihood in (7)
along with a piecewise constant hazards model for ho(-) in which J = 10 is used with s; being
the ((1 — e 9)/(1 — e71))th quantile of the y;’s. The prior distributions for gand 4 (j = 1, ...,
J) given in Eq. 31 are adopted with g = 0, agj = 8.0, a3j = 10.0, and X = diag(0.25, ...,
0.25). In the MCMC algorithm, we choose a normal proposal density so that the acceptance
rate is approximately 30%.

We simultaneously perturbed the cure rate model (7), a subset of the /4;’s, and the prior
distributions of gand 7; (j = 1, ..., J), whose perturbed log-posterior is given by

n J K
1og p(6lDeoms @)= 2 X, 3 {8310 € Tio [ vilogNidjeoar) = Nidjeoau(yi = sj-1)]
i=1j=1lk=
K j-1 n T
—5ijNilzl le/u/lg(Sg —sg-DI(g € Tz)} +_Zl {Ni (Xi ,B'Hvi)
=1g= =
—log(N;!) — exp (x! B+wi)} — [og|Xo/wp|
J
+wnB - wpuo) Ty (B — wpruo)l/2+ 2 {(ao; — Dloga,;
f-

—wejdja j+aplog(wejar ;) — logl(ag))},

(33)

where djj and vj are defined as before, @ = («wy, ..., wn, g1, ©p2, Vg1, -ovy O, @1, -+
o), TEL{L, ..., I} (k=1, ..., K) is an index set and satisfies Ty N Tk, = o for every kg #
ko €{1,...,K}and T{U...UTk={1, ..., 3}, and @ = (8, 2). In this case, ®® = (0, ..., 0, 1,
1,1, ..., 1) represents no perturbation. Here, we take K to be 5 and T1 = {1, 2}, T, = {3, 4},
T3={5, 6}, T4 = {7, 8}, Ts = {9, 10}. After some calculations, we have

-1
G(w")=diag (GN,ugzO o, 4/2, o1, . . ., ao;, H/l),

. T T T
where Gy = E{&&T}-E(&)E(Q)T with £=(N1 —exp (z[B).....N, —exp(z]B))  H; =
E{un "}~ E(m)E(@n)" with # = (1, ..., nk)" in which

D IR R YOOI Y RO | & ) Y% )

JjeTk Je{ T Ty
fork =1, ..., K, and the expectation is taken with respect with the joint distribution of (y, £,
7). Then, we chose a new perturbation scheme @ = ° + G(0%)Y%(ew — ®°) and calculated
the associated local influence measures Slp € and Sl¢ Mhej in which ¢ (-) was chosen to be
the Kullback divergence and d(#) = 6. It is important to note here that cure rate models have
improper survival functions (i.e., lim;_,c S(t) > 0), and therefore the survival density of the
cure rate model integrates to a constant less than 1. In order for the metric tensor to be
meaningful here, we must therefore normalize the survival density for the cure rate model so

}6,‘j) (Zoer/lg(s‘g - S
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that it is a bonafide density (i.e., integrates to 1). After doing such a normalization, the
metric tensor G is well defined for this model and has a theoretical justification. Such a
theoretical justification, however, is beyond the scope of this paper.

Results for the Bayesian analysis are reported in Fig. 4. Figure 4a shows that cases 110, 132,
205, 221, 230, 237, 257, 264, 296, 326, 388 and 405 were detected to be influential by our
local influence measures; whilst cases 26, 35, 77, 267, 296, 297, 341, 397 and 405 were
detected to be influential by Fig. 4b. Cases 296 and 405 were identified to be influential by
Fig. 4a, b.

4 Discussion

We have developed a Bayesian local influence method to perturb Do, p(8), or p(Deom|€) in
assessing minor perturbations to the prior and/or the sampling distribution in Bayesian
survival analysis. We have introduced a perturbation model to characterize simultaneous (or
individual) perturbations to the data, the prior distribution and the sampling distribution. We
have constructed a Bayesian perturbation manifold to the perturbation model and calculated
its associated geometric quantities including its metric tensor. We have developed first-order
and second-order local influence measures based on several objective functions to quantify
the degree of various perturbations to the statistical model. Finally, we have also examined a
number of examples to highlight the broad spectrum of applications of this local influence
method in Bayesian survival analysis.

Finally, we mention that in order for the metric tensor G to be well defined for the proposed
methodology, the joint density of (y, #) needs to be proper, that is, it needs to integrate to 1.
Therefore, proper priors for # must be used as well as proper sampling densities. The cure
rate model, as noted earlier, does not have a proper sampling (survival) density and
therefore, the survival density must first be normalized before the metric tensor and other
geometric quantities can be calculated. The normalized survival density in this case is given

by

f(ylo)

Flylp=—LY0_
T windy

where *(y|0) is the (improper) survival density for the cure rate model. Theoretical
justifications for these types of models as well as extensions of this methodology to
Bayesian models with improper priors will be pursued elsewhere.
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Fig. 1.
Index plots of local influence measures for simultaneous perturbation. In the first column,

max’

two influential cases: 99 and 100, and (g) gjj. In the second column, three IJocaI influence
measures including (b) Slp e (d) hf,,. and (f) Sly4e; can detect both the two influential

max’

cases (99 and 100) and the impact of the perturbed prior distribution for g, and (h) gj;

three local influence measures including (a) SID(pej, (c) hf,,, and (e) Sly4e; can detect the
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Fig. 2.
Index plots of local influence measures for simultaneous perturbation. In the first column,

three local influence measures including (a) h2,, (c) Squ,ej, and (e) Sl¢ Mpej Can detect the

max’

two influential cases: 99 and 100, and (g) gjj. In the second column, three local influence
measures including (b) hZ ., (d) SIDq)ej, and () Slc Mpej CaN detect both the two influential

max’

cases (99 and 100) and the impact of the perturbed prior distribution for g, and (h) gj;

Lifetime Data Anal. Author manuscript; available in PMC 2012 April 9.



duasnuely Joyiny vVd-HIN 1duosnuey JoyIny vd-HIN

duasnuely Joyiny vd-HIN

Ibrahim et al. Page 25

g ] e
ok
5 _W,WJ,LU,.F*{ M"N ”L)‘ '\ : il

°

0 50 100 150 200 250 300 350 50 100 150 200 250 300 350

Index Index

10 ™ v "

. l(c) 3 1w} (d) 1

§7 2

Es . |

i s

24

& | A

3 } J a

2 2

1L |

0 bt MV 5

0 50 100 150 200 250 300 350 0 50 100 150 200 250 300 350
Index Index

Fig. 3.
Index plots of local influence measures (a) hZ,, (b) SID(ﬂej, (c) Sic Mnejs and (d) g for
simultaneous perturbation (30)
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Index plots of local influence measures (a) 5|D¢ej- (b) Sl¢ Mnejs and (c) gjj for simultaneous

perturbation (31)
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