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Abstract We introduce a flexible family of semiparametric generalized logit-based
regression models for survival analysis. Its hazard rates are proportional as the Cox
model, but its relative risk related to a covariate is different for the values of the
other covariates. The method of partial likelihood approach is applied to estimate its
parameters in presence of right censoring and its asymptotic normality is established.
We perform a simulation study to evaluate the finite-sample performance of these
estimators. This new family of models is illustrated with lung cancer data and compared
with Cox model. The importance of the conclusions obtained from the relative risk is
pointed out.

Keywords Survival analysis - Proportional hazards - Type-I generalized logistic
distribution - Semiparametric models - Profile likelihood - Partial likelihood

1 Introduction

Analysis of event times (also referred as survival analysis) deals with data representing
the time to a well-defined event. These data arise in engineering, economy, reliability,
public health, biomedicine and other areas. Data arising from survival analysis often
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consist of a response variable that measures the duration of time until the occurrence
of a specific event and a set of variables (covariates) thought to be associated with
the event-time variable, they have some features that present difficulties to traditional
statistical methods. The first is that the data are generally asymmetrically distributed,
while the second feature is that lifetimes are frequently censored (the end point of
interest has not been observed for that individual). Regression models for survival
data have traditionally been based on the Cox regression model (Cox 1972). One of
the reasons for the popularity of this model is because the unknown parameter can
be estimated by partial likelihood without putting a structure on baseline hazard. This
model requires that the hazards between any two individuals are proportional across
time. There are many works whose aim has been to extend the Cox model in different
ways. Some of them appealing the necessity to allow non-proportional hazards such
as Aranda-Ordaz (1983), Tibshirani and Ciampi (1983), Etezadi-Amoli and Ciampi
(1987), Thomas (1986), Sasieni (1995), Clayton (1978), Hougaard (1984), Younes
and Lachin (1997), MacKenzie (1996, 1997) and Devarajan and Ebrahimi (2011).
However, when the assumption of proportional hazards is tenable, a Cox regression
model is usually the preferred model. Therefore, proportional hazards models that
maintain the good properties of the Cox model, but give flexibility to the model are
welcome.

As mentioned above, regression models for survival data have traditionally been
based on the proportional hazards model of Cox (1972) which is defined through the
hazard function A(z | z) of the form

At | B,2) = ho(1) exp(B'2), ey

where Ag(-) is an arbitrary function of time called baseline hazard function, z’ =
(21, ..., zq) is a vector of covariates for the individual at time #, and 8’ = (B1, ..., Ba)
is a vector of unknown parameters to be estimated. In case that the baseline hazard
function is treated non-parametrically, then this model becomes a semiparametric
model.

In this paper, we introduce a flexible semiparametric family of proportional hazards
models based on replacing the exponential link function in (1) by a generalization of
the logistic distribution (see Balakrishnan 1992) called Type-I generalized logistic
distribution in Sect. 2. The partial likelihood approach is proposed to estimate the
covariate effects of the model considering right-censored data and an application is
shown in Sects. 3 and 4, respectively. To prove the asymptotic normality of the partial
likelihood estimator in our model, first we establish the equivalence of the partial
likelihood estimator and the profile likelihood estimator for our model. Second, the
efficiency of the profile likelihood estimator for our semiparametric model is proven.
This proof is based on the method of an approximate least favorable submodel used
by Murphy and van der Vaart (2000) with the Cox regression model and it is described
in Sect. 5, but developed in an “Appendix”. Finally, the small sample performance
of the maximum partial likelihood estimators of the regression parameters in three-
and four-covariate hazard function models is evaluated through a simulation study in
Sect. 6.
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2 The generalized proportional hazards model

The Cox model given in (1) can be generalized by replacing the exponential function
in (1) by a generalization of the logistic distribution called Type-I generalized logistic
distribution which is given by

F(y)z(

o
T _y), —oco<y<oo, >0,
e

where the parameter « is a proportionality constant for the distribution. See Balakr-
ishnan (1992).
Therefore, we propose a proportional hazards model defined through the hazard

function
At 0,2) =1 (@)K, 12), 2)

with

1 o
k0= (reacr) - 70

where § = (B, @)’, which we call generalized logit-link proportional hazards model.
In fact, if « = 0 or B = 0, the model reduces to a non-parametric form.
The cumulative hazard function for the model (2) is given by

A(1]60,2) = Ao(1)K (0, 2),

where Ag(t) = fot Ao(u)du is the baseline cumulative hazard function. Thus, the
survival function corresponding to the hazard model is

St 10,z) =exp(—A(116,2)),
and Eq. (2) characterizes the model with density given by
f@10,z) =exp(=A@ | 60,2)A(1 |0, 2).

Note that, in the particular case @ = 1, we obtain the proportional hazards model
with a logit-link function

exp(B'z)

At | B,z) = AO(I)I—I—CX—[)(,B/Z).

For two-covariate profiles z; and z;;, the hazard ratio is proportional and the relative
risk does not depend on ¢ as
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At |0, 2;)

At ]0,z))

(1 +exp(=B'z)\*
B (1 +CXP(—.3/Zi))
=p|B.a,z,z;).

p(t)0,z;,2;) =

The interpretation of the hazard ratio of model (2) is similar to the Cox model
hazard ratio since if p(t | 0, z;, z;) = 1, then the individuals with covariates z; and z;
have the same relative risk of death and if p(¢ | 0, 2z;,z;) < 1(>1), the individual with
covariate z; has lower (higher) relative risk of death than the individual with covariate
z -

As particular case, when the covariate z,, increases z,, + 1 and the rest of covariates
remain equal the relative risk is equal (lower or higher) if and only if 8,, = 0 (<0 or
>(0), respectively, and the parameter « is a proportionality parameter for the model
since the relative risk increases or decreases when « increases depending if the relative
risk is less or greater than 1. Moreover, this parameter gives flexibility to the model to
adapt better to the data.

For illustrative purposes, we consider a two-covariate model, the first one a con-
tinuous covariate and the second one a 4-level factor covariate. The 4-level covariate
is transformed in an indicator 3-dimensional vector. So, we obtain a full model given
by

1 o
At ]6,z) =1 .
(t)0,z) = Ao(r) (1 +exp(—(B1z1 + Paza + B3zz + ,34Z4))) c el

In this case, if we take the relative risk of individuals with values z; = zy; and z; = zy;,
respectively, at the first covariate and the same level at the second covariate, we have
that the relative risk depend on the level of the second covariate, that is:

1 _ . o
Level I: (_—i—exp( Zl]ﬁl))

I +exp(—z1iB1)

1 +exp(—z1;81 — /32))“
1+ exp(—z1;81 — B2)

1 4 exp(—z1;p1 — /33))a
1 +exp(—z1;1 — B3)

1 +exp(—z1;p1 — /34))a
1 +exp(—z1if1 —Ba) )

Level II: (

Level I1I: (

Level IV: (

Note that, in this case, the relative risk under Cox model (1) is given by

pcox (t1B, zi, 2j) = exp(B1(z1i — 21;))

which does not depend on the second covariate level. Therefore, the proposed model
gives more flexibility to the relative risk.
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Up to now, we have not made any assumption about the baseline hazard function
Xo(+), but in the following we assume an unknown functional form for the baseline
hazard function of the model, so we have a semiparametric model.

3 Estimation procedure

Consider a right-censored data sample of size n where the observed data are the iid
triplets (X;, 8;, Z;) where X; = min(7;, C;) is the observed time with 7; and C; the
survival and censoring time, respectively, §; = 1{1.<c;) is the indicator variable of
censoring and Z; is the vector of covariates fori =1, ..., n.

In this case, analogously to Cox (1972), we can construct the partial likelihood
function for the sample, and it can be written as

3i
n

K(@,z)
L,(0) = | -
ll:[l >, K@,z))

JER(xi)

where R(x;) is the risk set at time x;, and the partial log-likelihood function is given
by

[n(0) = In(L,(6))

:Z&- In(K (@, 7)) —In Z K@®,z) ] |. (3)

i=1 JjeR(x)

Then, the maximum partial log-likelihood estimator of the unknown vector of para-
meters of model (2) is given by

On= By i) =arg | max  1,(6). “

and the variance of the parameter estimator 9n is
var(,,) = diag(I, ' 6,)),

where in is the observed information matrix.

To obtain (4), we would need to use numerical methods for carrying out the required
constrained (o > 0) optimization. However, the numerical algorithms are high sensi-
tive to initial values of the parameters and they fall at local optimums. To avoid it, we
consider {«, ..., a;} a grid for the value of the parameter o then we maximize the
partial log-likelihood function so we obtain / estimations of 8, {8, ..., B;} with par-
tial log-likelihood function values {/,(«1, B1), ..., lx(a;, B;)}. Finally, we consider
arg max{l, (a1, B1), .-, In(cy, B;)} as estimations of the parameters («, ).
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1

Fig. 1 Surface for partial log-likelihood function

To check how the method employed works and also if there exists an identifiable
problem for B and «, we show in Fig. 1 a surface with the values of the partial log-
likelihood function for different values of « and 8; for a data set of size 500 generated
from our model with the covariate z; a Bernoulli of parameter 0.45 and z» = 0O for
a = 2.5and By = f2 = 1. It shows clearly that the method employed works very
well. Furthermore, we graph the level curves for the partial log-likelihood function in
Fig. 2. The true value of the parameters is the red square and the blue circle is that
which achieves the maximum value for the partial log-likelihood function. It shows
there is non-identifiability issue even if we have only one covariate.

4 Veteran’s administration lung cancer data

We present results from fitting the generalized proportional hazards model to a dataset
from the Veteran’s Administration Lung Cancer Study Clinical Trial (Kalbfleisch and
Prentice 2002). In this clinical trial, males with advanced inoperable lung cancer were
randomized to either a standard or test chemotherapy. The primary end point for
therapy comparison was time to death. Only nine out of the 137 survival times were
censored, so the censoring rate is 6.6 %. The dataset includes six covariates: treatment
(1 = standard and 2 = test), age at diagnosis (in years), Karnofsky score (from 0
to 100), diagnosis time, cell type (1 = Squamous, 2 = Small, 3 = Adenocarcinoma
and 4 = Large) and prior therapy. The primary purpose of this clinical trial was to

@ Springer



A semiparametric generalized PH model for right-censoring

359

Partial log-likelihood
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Fig. 2 Level curves for partial log-likelihood function
Table 1 ‘Fit of models for Covariaste ~ PH GLPH
veteran’s administration lung
cancer data Est SE Est SE
Karnofsky —0.0309 0.00518 —0.0083 0.00160
Cell type 2 0.7121 0.25274 0.1869 0.07310
Cell type 3 1.1508 0.29286 0.3100 0.09806
Cell type 4 0.3251 0.27669 0.0837 0.08006
o - - 6.5 0.98507
AIC 960.9972 962.8318

investigate whether the new chemotherapy works better or worse than the standard
chemotherapy after adjusting for other covariates. The Veteran data were used by
Kalbfleisch and Prentice (2002) to illustrate the Cox proportional hazards model and
the treatment effect was found to be non-significant. The veteran cancer data can be
obtained from the randomSurvivalForest Package of the R statistical software,
these data are called veteran.

In this example, we consider only two covariates: Karnofsky score and cell type
(factor with four levels). We fit the Cox proportional hazards model (PH) and the
generalized logit-link proportional hazards model (GLPH). In Table 1, we can see the
parameter estimates (Est) and their standard errors (SE) for the two fitted models, for
GLPH model we use parametric bootstrap with 500 replicas to obtain the SE of the
parameters. We compare the fit of the two models with the the Akaike’s entropy-based
Information Criterion (AIC). From these results, we conclude that the fit of the two
models is similar.

On the other hand, the interpretation of regression coefficients is similar in both
models. However, the interpretation of their relative risks differs. We consider two
individuals with a difference of 10 in the Karnofsky score value with the same cell
type. Under PH model the relative risk is
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exp(1081) ~ 0.73.

However, under the GLPH model the relative risk depends on the Cell type of the indi-
viduals. By way of illustration, we consider individuals with a difference of Karnofsky
score of 10, for example, individuals with Karnofsky score of 20 and 10, respectively:

~ a
1 ~10
1HexpC=1060 ) )75
1 4+ exp(—2081)

Cell type 1 :(

A A a
L exp(10h =B\ _ s
I +exp(=20p1 — fo)

A A NG
1 +exp(—1081 — B3) ~0.78
1 +exp(—2081 — B3)

1+ exp(— 108, — &o)“ 076
1+ exp(—2081 — fa)

Cell type 2 : (

Cell type 3 : (

Cell type 4 : (

Note that, an individual with a Karnofsky score of 20 compared with an individual
with a Karnofsky score of 10 has lower relative risk, but now it is different depending
on the cell type. The individuals with cell type 1 have the lowest risk. The individuals
with cell type 3 have the highest risk.

On other hand, considering individuals with Karnofsky score of 100 and 90, respec-
tively (also a difference of 10 ), the relative risks are:

1+ exp(—90B1) ) 0.0

Cell type 1 : ~
(1 + exp(—10081)

A N o
1 +exp(—=9081 — B2) '\ _ 071
1+ exp(—10081 — f»)

N N o
L+exp(=9081 = £ \ (09
1 + exp(—1008; — f3)

Lexp(=908 = B\ _ 0
1 4 exp(—1008; — fa) ’

Cell type 2 :(

Cell type 3 : (

Cell type 4 : (

thus, an individual with a Karnofsky score of 100 compared with an individual with
a Karnofsky score of 90 has lower relative risk to die than when we compare to
individuals with Karnofsky scores of 10 and 20, respectively, and this risk is different
depending on the cell type. The individuals with cell type 1 have the lowest risk. The
individuals with cell type 3 have the highest risk.

To sum up, the relative risk under the Cox model is independent from the Cell type
and also the concrete Karnofsky score since only it takes into account the difference
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between the score of the individuals. Therefore, the proposed model provides useful
information from its relative risk.

5 Asymptotic normal distribution of the parameter estimators

To make inference, we establish the asymptotic normal distribution of the parameter
estimator of the generalized proportional hazards model. To do it, we use the main
Theorem of Murphy and van der Vaart (2000) and its Corollary 1, (see Kosorok 2008).
Note that, this theorem considers a maximum profile log-likelihood estimator and we
propose a maximum partial log-likelihood estimator, then it is necessary to verify that
both estimators are equivalent.

Consider the semiparametric model

(0. Ao) = Pp ay

where @ is the regression parameter and Ag the cumulative hazard function in the
model (2) and Py p,, is the data distribution function. Recall that an observation with
right censoring is given by Y = (X, 8, Z) where X = min(7, C), § = lj7<c) and
Z < R? is the covariate vector. We assume that T is the survival time with cumulative
hazard function given Z

Al(tlz) = Ao(1)K (0, 2)

and C is a censoring time independent of T given Z and uninformative of (8, Ag).
In this case, the density function of y = (x, §, z) is given by

Po.A () = [20()K 8. 2)STi2.(x|2)Sciz(x 1D’ [S712(x|2) pCiz (x|2)])' ™ pz(2).
Thus, the log-likelihood for the observation y is given by
€0, Ao)(y) = log pg,ay(y) = Sllogro(x) +log K(8,2)] — Ao(x)K(8,2) +c (5)

where c is a constant. Note that, the log-likelihood function depends on the parameters
0 and Ag. Furthermore, in “Appendix A” it is shown that its efficient score function
for 0 is

lo.n,(y) = 8(K(8,2) — ho(x)) — K(0,2) /0 (K(8,2) — ho(s))dAo(s), (6)

where
K(@,2) = ((Ki(0,2)], K20, 2)) @)
with
az
1 +exp(B'z)’
K>(0,z) =log[K (0, 7)]

K0,z =

and ho : R — Rt s the least favorable direction (see “Appendix A”).
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We consider the log-likelihood function based on a random sample of n observations
Yi, ..., Yn Which is given by

.00, Ao) = D" €0, Ao)(¥i),

i=1
then the profile log-likelihood for @ is defined as

pn(0) = sup £, (0, Ao). ®)
Ao

Note that, the maximum likelihood estimator for @, the first component of the
pair (9,1, f\o) that maximizes ¢,(0, Ao), is the maximizer of the profile log-
likelihood function @ — p¢,(@). Then, 6,, denote the maximum profile log-likelihood
estimator.

To establish the asymptotic properties of the parameter estimates 0,, we assume the
following:

(i) Exist T < oo such that Po(C > 1) = Po(C = t) > 0, where Py is the true
probability measure.

(i1) The observed time X € [0, t].

(iii) Let H be all monotone increasing continuous functions Ag on [0, t] with
Ao(0) = 0. We define H to be the set of all monotone increasing Cadlag func-
tions Ag on [0, ] with Ag(0) = 0 and Ag € ﬁ, where A8 is the true value of
the parameter.

(iv) The vector Z € R? is bounded.

(v) Let ® C RY x Rt bea compact set such as 0p € ®, where 6 is the true value
of the parameter.

(vi) The efficient Fisher information matrix io is invertible.

Theorem 1 Under regularity conditions (i)~(vi), the maximum profile log-likelihood
estimator 0, for the generalized proportional hazards model (2) obtained maximizing
(8) is asymptotically normal distributed as

S, —80) —— N0,
n—0oo
where Iy = PO[(Zao,Ag)(EOO,Ag)/] with Zoo’Ag given in (6).

Proof To apply Corollary 1 of the main result of Murphy and van der Vaart (2000)
we need to verify Conditions (8)—(11) of Murphy and van der Vaart (2000) and also
conditions of its Theorem 1.

Let us define the least favorable submodel

t— A¢(f, Ag)
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with t € Rt where
A(0, Ao)(s) = A(s) =/0 (14 (0 — t)'ho(u)dAo(u),

where hg : R — R4+ s the least favorable direction at the true parameter (69, Ag).
For t small enough A¢(#, Ag) € H. Moreover, we obtain

Ag (0, Ap)(-) = Mg (-) = Ao(-),

that is, Condition (8) of Murphy and van der Vaart (2000) is satisfied.
The least favorable direction & (-) is given by

PolK(0,2)1{x>y)]

ho(x) = —— :
O RIR 0. K 0. D)1 xox)]

with K (8, z) as (7). Details about the construction of 4¢(-) is given in “Appendix A”
at the end of this work.
On the other hand, we consider the map t — £(t, 8, Ao)(y) defined by

£(t, 0, Ao)(y) = log pt,a,(¥), ©))

thus the log-likelihood for the data y under the least favorable submodel is given by

£(t, 0, Ag)(y) = 8[log((1 + (8 — t)'ho(x))Ao(x))
+log K(t,2)] — K(t, Z)/ (1+ (0 — t)'ho(s))dAo(s)
0

and its score function for t is given by

. a
£(t, 0, Ao)(y) =3¢t 0. Ao)(y) (10)

=5K(t, z)—/ K(t, 2)K (t,2)1{x>5) (1 + (8 — ) ho(s))dAg(s)
0

_ Sho(x) +/f K(t,z)l ho(s)dAo(s)  (11)
(140 —t)ho(x)) 0 ’ {X>s5}110 0

=/T (Ié(t 7) — L) dM (s) (12)
0 ’ 14 (0 —t)'ho(s) '

with dM (s) = dl{x<8 — K(t, 2)1(x>5)(1 + (@ — t)'ho(s))dAg(s). Thus, we have

£(80. 60, AQ) () = Ly, 70 ¥).

this is, Condition (9) of Murphy and van der Vaart (2000) is satisfied.
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In addition, considering the likelihood £(8, Ag), the maximizer of Ay — L£(6, Ag)

has the form
A ) = /l FuldN ()] (13)
P Jo Bullpen K0, 21

with [P, the empirical distribution function and N(u#) = 1{x<,)d. This estimator is
equivalent to the Breslow cumulative baseline hazard estimator in Cox model. Note
that, the estimator (13) depends on the parameter 6. In Theorem 5 (“Appendix B”) it

is verified that A~ is uniformly consistent for Ag for any sequence 0, £ 0. Thus,
Condition (10) of Murphy and van der Vaart (2000) is satisfied.

The non-bias Condition (11) of Murphy and van der Vaart (2000) is verified in
Lemma 6 in “Appendix B” of this work.

Finally, standard arguments allow to prove Donsker and Glivenko—Cantelli condi-
tions of Theorem 1 of Murphy and van der Vaart (2000) (see “Appendix B”).

Then, we can apply Theorem 1 of Murphy and van der Vaart (2000) and we obtain

log plu(8,) = log ptu(80) + (0, — 00)' D Lo(yi)
i=1

1 - - -
= 510 = 00)To@, — 00) + 0p, (V18 — Boll + 1)?

where £ is the efficient score function for 6 at (00,A8) given in (6) and Iy is the
efficient Fisher matrix for @ at (6, Ag).

Now, assuming that I is invertible (Assumption iv)) and Theorem 5 of “Appendix
B”, we can apply Corollary 1 of Murphy and van der Vaart (2000) and we obtain

~ d ~_
V@, —80) —— N(©O.1;1),
n— 00
where, the efficient Fisher matrix is given by
I = Po[(ﬁgo,Ag)(foo,Ag)/]'
O
Last theorem establishes the asymptotic distribution of the maximum profile log-
likelihood estimator of the unknown parameters of model (2), but we propose to use
maximum partial log-likelihood estimator. Nevertheless, next lemma shows equiva-
lence of the partial likelihood and profile likelihood estimators.
Lemma 2 The estimator 8, based on the profile log-likelihood for the model (2) under

right censoring and the estimator 0, based on the partial log-likelihood function (3)
are equivalent.
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Proof We define the function N;(x) = I{x,<x)8;, thus the partial likelihood function
for the sample is given by

n 1 K(9,z) A
{Xi=x}  Zi
Ln 0 = n ’
6) | I H (z l{szx}K(o, Zj))

i=10<x<t J=1
the partial log-likelihood is
[n(0) = log(L,(6))

n T n
=Z/ logl1x,=x K (8. 2)] = log | > 1(x,=0K(0.2)) | | dN; (x),
i=170 =1

and its score function is given by

%ln(o) = nP, [/T (i(o,z) - P"[l{XZX}K(o’Z)K(O’z)])dN(x)} . a4)
0

IP>n[1{X2x}I((0, Z)]

On the other hand, if we consider the second term of the score efficient function
(6) and the empirical density function we have

B . _ Pullix=0K®,0K®0.2)]Y -
P, |: K(@,z) | (K(0, zZ) Foll o K0, 2)] )dAo(s):|

_ _/0 (Pn[l{xzx}k(o,z)l((o,z)] -

P
Pullix=x)K (0, 2)]

W[ x=x K@, 2)K@,2)] | -
dA
Pullx=q K (0. 2)] ) o)

=0,

with f\o(-) the estimator of the cumulative baseline hazard function. Taking the first
term of (6) we have

v |s( 70 z)_En[l{sz}I?w,z)K(o,z)]
" ' En[l{sz}K(an)]

_ / £® Z)_Enu{XZx}I%(o,z>K<o,z)] AN )
"o ’ Ellix>x)K (8. 2)] '

Thus, the estimator 0 » and the estimator 0 n are equivalent. |
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6 Simulation study

The aim of this section is to check the normality of the estimators of the covariate
effects of model (2) for finite-sample through a simulation study.
The survival times ¢t were generated under the model

At 0,2) =r()K(@0,2),
with

1
1 + exp(—B'z)

t= Ay (—_ k)g(”)) :
K(,2)

where u ~ U(0, 1) (Bender et al. (2005)). We assume that the cumulative baseline
hazard function A is a Weibull distribution with shape parameter y = 3.2 and scale
parameter 4 = 1.1. We consider three different experiment designs:
First Design: We consider Z'B = ZB1 + Z282 + Z3B3 + Z4fB4 with true values
of the parameters 8, = (0.5,0.2,0.3,0.1) and « = 8, the covariates Z;, Z> and
Z3 are binary variables that were generated from a factor of 4 levels and each level
has a probability of {0.37, 0.19, 0.30, 0.14}, respectively, and Z4 is generated from a
U1, 1.
Second Design: We consider Z' B = Z| 81 + Z> 2 + Z3 B3 with true values of the para-
meters By = (0.3,0.6,0.1) and o = 8, the covariates Z1, Z, and Z3 were generated
from a B(0.35), U(—1, 1) and N'(1.5, 2), respectively.
Third Design: We consider Z'B = Z1B1 + Z» B> with true values of the parameters
Bo = (2, —1) and a = 0.2, the covariates Z; and Z, were generated from a A/(0, 1)
and U(—1, 1), respectively.

Several sample sizes n = 100, 200, 400 and different percent of censoring 15, 45
and 70 % for First and Second designs were considered and only 15 % of censoring
for Third design was considered. A total of 500 simulated datasets were generated for
each configuration of three designs.

In Sect. 5, we proved the asymptotic normality of the estimators of the covariate
effects and now we investigate this property for small and moderate sample sizes.
Therefore, we fit a generalized logit-based proportional hazard model for each one of
the 500 simulate datasets. In Tables 2, 3 and 5, we present the average and the median of
the estimators of the covariate effects, their estimated standard errors (SE), empirical
standard errors (SEe), the p value for the Shapiro—Wilks test for testing normality by
marginals and the coverage probabilities (CP) of a 90, 95 and 99 % confidence interval
by marginals, respectively. In Table 4, the p values for the Henze—Zirkler multivariate
normality test are presented for the First and Second Designs for each sample size

o
K(0,z):( ) , a>0 fixed

as
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Table 4 p Values for the

Henze—Zirkler tost Censoring ~ Sample size  p values Design 1~ p values Design 2

15 % 100 0.000025 0.000016
200 0.000008 0.000011
400 0.183852 0.005988
45 % 100 0.000000 0.000000
200 0.010884 0.008949
400 0.125454 0.030476
70 % 100 0.000000 0.000000
200 0.000000 0.000000
400 0.118224 0.348330

and each censoring percentage. Moreover, Fig. 3 shows the estimated density plots
of the standardized parameter estimates (by marginals) to check the normality of the
estimator of B, and Fig. 4 shows the multivariate qq-plots, for sample size 400 for
First and Second designs and different censoring.

From Tables 2 and 3 it can be seen that the average of the estimates of the para-
meters is really close to the true value of the parameters for all configurations in both
designs. Furthermore, the estimated standard errors are very near to the empirical
ones. The empirical coverage probabilities appear to be quite close to the nominal
levels. Although the p values of the Shapiro—Wilks normality test increase with n for
most censoring, some p values are too small for not rejecting the normality of some
estimations, even for n = 400. This can be caused by the optimization algorithm used
that it favors one estimator over the others. However, the p values of the Henze—Zirkler
multivariate normality test (Table 4) accept the multivariate normality for n = 400.
Moreover, sometimes the results of the formal tests contradict with the impressions of
the graphical analysis. In particular for large sample sizes the blind trust on the formal
tests for normality can lead to erroneous results. Figure 3 shows that the empirical
density plots (by marginals) improve when n increases and these plots are near to a
normal density for moderate censoring, even for small sample size and Fig. 4 sup-
ports the approach to a multivariate normality distribution based on the qg-plots for
n = 400.

From Table 5, we can see that the estimation of the parameters is bad, however, it is
expected because for the Third design « is near to zero, so the model approaches to a
non-parametric model. Therefore, we should prevent to use this model for « less than
0.5 since the estimations get worse cause the model approaches to non-parametric
form.

Appendix A: The efficient score function and the least favorable direction

To find the efficient score function for the model (2), we follow the steps in the Cox
model Example of Murphy and van der Vaart (2000).
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Fig.3 Empirical density plots for the standardized parameter estimates for sample sizes n = 100, 200 and
400 for the First and Second design with a 15 % of censoring, b 45 % of censoring and ¢ 70 % of censoring
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Fig. 4 Multivariate qg-plots for sample sizes n = 400 for the First and Second design with a 15 % of
censoring, b 45 % of censoring and ¢ 70 % of censoring
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The efficient score function for @ at (0, A8) is defined as
Coo,a0(Y) = Lo, n0(¥) — Tlg p0lg) A0 () (15)

where éa 0.AY (y) is the score function for € at (0, Ag) andIT, 0.AY minimizes the squared

distance PO(K'(, 0. Ay~ g)? over all functions g in the closed linear span of the score
functions for Ag.
In this case, as in the Cox model, we have

My, a0%0,00 = Agy,a0%0 (16)

1 s
ho = (AZO’ASAOO,Ag) AZO,Ag%O,Ag (17

where Ae,O Agh is the score function for A at (6, A8), A; A0 is the adjoint operator
’ 0,4y

and Ay is the least favorable direction.
Then, the score function for @ of the model (2) is given by

/

) 9 ")
L0, M) (y) = ([ﬁﬁ(O,Ao)(y)} ,aﬁ(O,Ao)(y)) .

From (5) we have

d

@ﬁ(f), Ao)(y) =6K1(0,2) — Ao(x)K1(0,2)K (0, 2),
a

8_0/(0’ Ao)(y) = 8K2(0,2) — Ao(x)K2(0,2)K (0, 2),

with

oZ

R

and
K>(0,z) =1n[K (0, 2)].
Note that, the score function for  can be expressed as
£, Ao)(y) = 8K (0,2) — Ao(x)K(0,2)K (8, 2), (18)
with
K(®6.2) = (K16.2). K2(0.2))".
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To obtain the score function for A, we define the path
X
Adx) = / (1+ Uh(s))dAo(s) (19)
0

fort e R‘”l, Ao(-) given and a bounded function 4 : [0, 7] — R4*!. The path
A¢(-) € H if t = 0. Replacing the path (19) in the log-likelihood (5) we obtain

€0, A (y) = Sllog((1 +t'h(x)Ao(x)) +log K (0, 2)]

—K(0,2) /x(l + t'h(s))dAg(s) +c,
0

thus, its derivative with respect to t is given by

h(x)

d
55(0, A)(y) = 5m

—K(@,2) /x h(s)dAp(s),
0

and taking t = 0, we can get

a
55(6’, A(Y)

= §h(x) — K(0,72) /x h(s)dAo(s)
0

= Ap.noh(Y)- (20)

t=0

Then, if we consider that A is the least favorable direction and by expressions (15),
(16), (18) and (20) the efficient score function for 6 is given by

lo.a,(y) = 8(K(0,2) — ho(x)) — K (8, 2) /0 (K(0,2) — ho(s))dAo(s).

In addition, to find the expression of the least favqrable direction hg we use (17),
so it is necessary to obtain the expressions of Ay AOE(G, Ao)(y) and A AoAg, Ao (X)
where Ay Ao is the adjoint operator characterized by

Py, no[(Ag,ngh) 8] = Ao[h(Ag A 9)].

Using the last expression we can get

P no[(Ag.008) (Ag. agm)] = Aolg(Ag o, Ab.AoH)] (1)
and

Aol(Af 5, (0. Ao)h] = Py 5 [€(B. Ao)(Ag, poh)]- (22)
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First, we calculate (Ag A,8)(Ag,A,h) thatitis given by

(Ag 028 (Ag Aok (3)) = 8g()h(x) — 5K (8, 2) [g(x)’ /0 " hs)dAo(s)
+ h(X)’/OX g(S)dAo(S)]
+ (K@, ) ( /0 ) g(S)dAo(S))/ /O " hs)dAo(s).
We define
a(x) = gx) /Ox h(s)dAo(s) + h(x)’ /Ox g()dAo(s)

and integrating partially we have

(A9, 208(¥) (Ap, ah(¥))

=8g(x) h(x) —8K(0,2)a(x) + (K@, z))2 /x a(s)dAo(s).
0
Furthermore, we can obtain
Py ag[—8K (0, z)a(x)] = _/o a(x)E[(K (8,2))*1{x>x)1dAo(x).

Therefore, we have

Py, |:8g(x)’h(x) —38K(0,z)a(x) + (K (6, z))z/ a(s)dAo(s)i|
0
= Py p,[88(x)'h(x)]

= /T g(x)h(x) |:/d K@,z)P[T AC > x|z]pz(z)dzi| dAo(x)
0 R

=/0 g(x) E[K(0,2)]{x>x}]h(x)dAg(x)

= Aolg'E[K (8, 2)1{x=>x}]h].
Finally, by Eq. (21)
A a,A0,nh(Y) = E[K(0,2)1{x>x)1h(y).
Analogously, taking the product £(8, Ao)Ag, ayh, integrating and using (22) we have

Ap 7,0, Ao)(y) = E[K (0, 2)K (0, 2)1 (x>1)].
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Then, we can define the least favorable direction at the true parameters (6, Ag) as

oy — EUK @ DK 0. D)1 1x1)]
T T EK@. Dl =]

Appendix B: Technical details for the proof of Theorem 1

We follow the procedure of Murphy (1994) to establish the consistency of the esti-
mators of the generalized proportional hazards model. First, we prove the following
lemmas.

Lemma 3 The estimator (13) is consistent at 0, this is,

sup |Ag,(x) — AJ(x)| 20,

xel0,7]

when n — o0.

Proof We can obtain that

n 1 1
sup |Agy(x) — AJ(x)| < su -
xe[OI,)‘(] 0 0 xe[OI,)r] Pu1(x,>x)K(00,2)]  Pollix;>x}K (00, 2)]
N(x)
+ sup [(P —Po)[ ”
i Pollx=x K (80, 2)]

On the other hand, the classes
{lix>x1K(0,2) : x € [0, 7],0 € O}

and
i N(x)
Pollix>,K(0,2)]

are Donsker, and as consequence they are Glivenko—Cantelli classes. Thus, we have

:xe[O,r],Ge@} (23)

sup |(P, — Po)ll(x,=x) K (B0, 2)]] =30,

x€[0,7]
additionally, as Py[1{x,>x}K (00, 2z)] > O forx € [0, 7]

1 1
Pullix;>x)K(00,2)]  Pollix,>xK(00,2)]

a.s.

sup
xel0,7]

Moreover, as the class given in (23) is Glivenko—Cantelli we obtain

a.s.

(P — Po) [ NG }

Po[l{x>x1K (00, 2)]

sup
xel0,7]
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Then, the stated lemma follows. O
Lemma 4 lim sup [\0 (1) < oo almost surely.
Proof Under assumption (iv), there exist 0 < ¢ < oo such as

lz|| < c.

We define the constant ¢, such as

c» = min K(0,z)

llzl|<c
for @ given. Thus, we obtain
Pullix>xK(@0,2)] > 2P [1{x>x],
and by the law of large numbers, almost surely we have
Pullix=x} K(@,2)] > c2 Po[1{x>x}] + 0py(1).
We assume that Po[1{x>x}] > 0 forx € [0, 7], thus,
Pu1ix>xK(0,2)] >0
almost surely when n — oo. This is, the jumps of Ag in T are bounded by 1/c», thus,
0< Ag(1) = ODP,N(D)/c2
almost surely when n — 0o, with N(x) = 1{x<x}. O

Now, we can prove the following consistency theorem, where 8, is the maximum
profile log-likelihood estimator of model (2).

Theorem 5 The estimators of the generalized proportional hazards model (2) con-
sidering n right-censored data are consistent, this is

sup |Ag (x) — AQ(x)| and |16, — 6ol

x€l0,7]
converge to 0 almost surely when n — oo.

Proof By Lemma 4 and Helly’s selection Theorem, we have that along of a sequence

Ag (x) > A*(x) forx € [0, ],
where A*(-) is a continuous non-decreasing function and 0, — 0* with 0* € ©.
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On the other hand, because P,[1{x>xK(0,2)] > ¢ > 0, we have that f\én(-)

. . . A dAg, ()

is absolutely continuous with respect to Ag,(-) and L 5 converges to a bounded
0 (x

measurable function ¢ (x), this is

A*(x) = /0 £(s)dAJ(s).

Thus, A*(-) is absolutely continuous with respect to A? o(+) and its derivative is denoted
A*(x)

3 )

In addition, as (@,,, A‘;n) maximize £,(0, Ag) we have

by A*(-), moreover ¢ (x) =

l— ~ - .
0=~ D 16O, A )(¥) — £80, Apy)(W)],

i=1

ifn — oo,

0 < Po[€(8*, A*)(y) — £(80, ADY)].

dAg,
By the Glivenko—Cantelli Theorem and as al converges uniformly to L) e

dA 0( x) A’
can conclude that the Kullback—Leibler information between the density given by the
parameters (0*,A*) and the density given by the parameters (00,A8) is negative, thus
two densities are equal almost surely. This implies that 0* = g and A*(-) = Ag(-)

in [0, t]. Then, én — 0p and j\én (x) — A8(x) almost surely with x € [0, 7]. O
Lemma 6 Under the consistency of the estimators 0, and A/A\én we have
Pol€(80, 05, Ay )1 = 0p, (16, — B0l

Proof From expression (11) we have

Pol€(80, 0, Aj )1 =Py [ /0 K (80, 2)1{x=) (ho(s) — K (80, 2))dA;, (s)

T
—/0 K (00, 2)K (00, 2) 1 (x50, — 00)'ho(s)d A (s)

N 8(K(00,2) — ho(x)) +61<(6'o,z><6v —00) ho(x)
1+ (8, — 00) ho(x) 1+ (8, — 00) ho(x)

Moreover, we can obtain the following equalities
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PolK (80, 2)1(x>x} (ho(x) — K (89,2))] =0,

’, [6(15((30, 7) — ho(x))] o
1+ (8, — 00) ho(x)

and

py | 3K @0 D@0 — 60/ hox) | _ | $ho(x) @ — 60)'hox) |
1+ (B — 60)'ho(x) L+ (B — 60)'ho(x)

Thus,

~ A T ~ ~ A
Polt(60, 0, Mg )] = Po [— / K (00. 2)K (00, 2)1(x=5)(0 — 00)'ho(s)dA; (5)
0

L o) @ — 00)’ho(x>] o

14 (8, — 00) ho(x)

M(s) = N(s) —/0 K (80, 2)1(x>5)(1 4 (6 — 00)'ho(s))dAG(s)

is a martingale with media 0, we have
Pol€8o. 0,1, AD)] =0

=P [— /0 K(00,2)K (80, 2) 1 {x>5) (0, — 00)'ho(s)dAY(s)

OIS 0o>’ho<x>] ‘ 03)

L+ (8, — 00)'ho(x)
Finally, from expressions (24) and (25) we have
Pol£(B0, 05, Ag, )1 = Pol€(80, 0., Ag )1 — Pol€(8o, B, AQ)]

=P [— /0 K (00, 2)K (00, 2)11x=5) (B, — 00) ho(s)d(A; ()

— AJ($)) +

28h0(x) (0, — 00) ho(x)
14 (8, — 00)'ho(x)

=op, (10, — 0ol

O
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Lemma 7 Let V be a neighborhood of (0, 0y, Ag) where 0y and Ag are the true
values of the parameter of the generalized proportional hazards model (2) considering
right-censored data and £(t, 0, Ao) the log-likelihood function for the submodel as
).

(1) The class of functions
{6(t.0, 80) = (1,0, Ag) € V)

is Donsker with squared-integrable envelope function.
(ii) The class of functions

(0,0, Ao) : (t,0, Ag) € V)

is Glivenko—Cantelli and bounded in L (Py).

Proof Let F be the set of continuous distribution functions. For p > 0, we define
C,={P e F: P - Pl < p},

where P is the true distribution function.
On the other hand, as the vector z is bounded (assumption iv), the class

{B'z: B € Op}

is Donsker, with ©g such as ©® = @g x ©,. As the function exp(f 'z) is differentiable
and its derivatives are bounded, the class

{exp(B'z) : B € Op)

is Donsker. Moreover, as 1 + exp(8'z) > 0 we have that

1 o
and
oz
|K1(0,Z) = T oxo(B'z) T exp D) (S @]

are Donsker. In addition, as f(x) = In(x) with domain in [c, c0) where ¢ > 0 is
Lipschitz we obtain that the class

{K>(0,z) =In[K(#,2)] : 6 € B}
is Donsker. Thus,

{(K@.2):0 € ©)
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is Donsker. As the class {1{x>y} : x € [0, T]} is Donsker, we have that the classes
{K(0,2)1(x>y} : x €[0,7],0 € O}
and
{(K@,2)K(0,2)1 (x>, : x €[0,7],0 € O)
are Donsker. For P € Cp, as the function P — Ep[ f]is Lipschitz, the classes
(Ep[K@,2)l(x>x)]: x €[0,7],0 € ©, P € Cp}
and
(Ep[K0,2)K(®, 2)lix>q]:x€[0,7],0 € ®, P € Cp)
are Donsker. On the other hand, as z is bounded as § € ©, there exist m and M such

as
O<m<K@,z) <M < oo. 27

As the function P — Ep[ f]is continuous, there exist p; > O suchas foreach P € C,
we have
Ep[lix>x]1 = p1 > 0. (28)

From (27) and (28) we obtain
0<pim <mEp[lix>x)] < Ep[K(0,2)1(x>x] < MEp[l{x>x] < 00

thus, the class

1
[EP[K(O,Z)l{sz}]

:xe[O,r],Ge@,PECP]

is Donsker and in consequence the class

EPIK@. DK@ Dlpx=n] (0,71, €©,PeC (29)
Ep[K(0.2)1(x>x)] o ’ P

’I%w, z) —
is it. As the function Ag — | fdA is Lipschitz, the class

s o EpK®.2)K(0,2)][x2x] _ .
{/[O’X] (K(o,z) ErlK@.2) ] )dAo.x €0, 7],0€0, Pecp}

(30)
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is Donsker. Finally, from (26), (29) and (30) we have that
{€0, Aog) : x €[0,7],0 € ®, P € Cp}

is Donsker with squared-integrable envelope function, this proves (i). Analogously,
(ii) could be proved. O
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