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Abstract In this paper, we study a nonparametric maximum likelihood estimator
(NPMLE) of the survival function based on a semi-Markov model under dependent
censoring. We show that the NPMLE is asymptotically normal and achieves asymp-
totic nonparametric efficiency. We also provide a uniformly consistent estimator of
the corresponding asymptotic covariance function based on an information operator.
The finite-sample performance of the proposed NPMLE is examined with simulation
studies, which show that the NPMLE has smaller mean squared error than the exist-
ing estimators and its corresponding pointwise confidence intervals have reasonable
coverages. A real example is also presented.
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1 Introduction

In survival analysis, the survival function of the failure time is commonly estimated by
the Kaplan-Meier estimator and the Nelson-Aalen estimator. For these two estimators,
a key assumption is that the censoring time and the survival time are independent. It
is challenging to estimate the survival function under dependent censorship (Tsiatis
1975).

In oncology studies, independent dropout yields independent censoring. In addition,
subjects are often censored due to the ending of the study or to the onset of progressive
disease (PD). The study-ending censoring is usually independent of the survival time
while the PD-related censoring might be dependent on the survival time since the PD
could be a precursor of both death and lost of follow-up. In other words, in the presence
of PD, the patients have a much higher risk of death and are more likely to leave the
study. Ignoring such dependence would yield biased and inconsistent estimation of
the survival function. On the other hand, it is possible to improve the estimation if the
dependency information is properly used. Datta et al. (2000) considered nonparametric
estimation using a three-stage irreversible illness—death model.

In the case of dependent censoring, Lee and Tsai (2005) proposed a semi-Markov
model and developed an empirical-type estimator of the survival function. The asymp-
totic variance of their proposed estimator, however, is too complicated to compute. In
this paper, we present a nonparametric maximum likelihood estimator (NPMLE) of
the survival function based on the semi-Markov model. We show that our proposed
NPMLE converges weakly to a Gaussian process and achieves asymptotic efficiency.
In addition, we develop a consistent estimator of its asymptotic covariance function
based on an information operator, which can be easily calculated.

The remainder of the paper is organized as follows. In Sect. 2, we will introduce the
semi-Markov model. In Sect. 3, we will derive the NPMLE of the survival function.
In Sect. 4, we will establish the asymptotic properties of the NPMLE, and construct
a consistent estimator of its asymptotic covariance function based on an information
operator. In Sect. 5, we will present simulation studies and re-analysis of the example
in Lee and Tsai (2005). We will conclude with a short discussion in Sect. 6 and provide
sketches of the proofs of theorems in the Appendix.

2 The semi-Markov model

Let T be the survival time and U be the PD censoring time. The semi-Markov model
proposed by Lee and Tsai (2005) assumes that:

Ao ) =202 O T <wy+ 282 ¢ —wy e > uy, fort,u >0, (1)

where A1)y is the conditional hazard function of T given U, I {-} is the indicator function

taking the value 1 if the condition is satisfied and the value 0 otherwise, A(()O’z) and A(()l’z)
are unknown hazard functions for death without PD and death with PD respectively.
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Semi-Markov model for dependent censoring

Fig. 1 Transition

Note that the cumulative form of Model (1) is:
A (tlu) = AP (min{r, u)) + AS? (¢ —u)1{t > u}, fort,u>0, (2)

and that for any z, u > 0,

Séo’z) ) t <u,
Sty (tlu) = 02 12
Sy TSy (t—u) t>u,

where AE)O’I), A(()0’2), A(()l’z) and Sf)o’l), SE)O’Z) , S(()I’Z) are the corresponding cause
specific cumulative hazard functions and the corresponding cause specific survival
functions for A(()O’ 1), A(()O’z) and )\(()1,2)’ respectively. The superscript values 0, 1, 2 indi-
cate three different states, with 0 being the state of alive without PD, 1 being the state
of alive with PD and 2 being the state of death.

More precisely, Model (1) corresponds to a non-homogeneous semi-Markov
process J with the state space {0, 1, 2}:

0T >t U>r (Alive without PD at time t)
J@O)=11T>1t,U<r (Alive with PD at time r), fort > 0.
2T <t (Died at time 1)

With this specification, if A(()O’l) denotes the hazard function of U, i.e. the hazard

function for PD, it can be shown that A(()O’]), )L(()o,z) and A(()l 2) are respectively the cause
specific hazard functions for the transition from state O to state 1, state O to state 2,
and state 1 to state 2. Figure 1 provides a plot of transition for illustration.

In addition, we use C to denote independent censoring, which is independent of
(T,U). Let X = min {T, C} and A = I{T < C}. When X < U, the subject is dead or
censored before PD, i.e., (X, A) is observed while U is not. When X > U, PD occurs
before both death and the independent censoring C and so the subject would leave the
study at time U with a probability 6y, i.e., U is observed and (X, A) is observed with
probability 6y, where 6 is an unknown parameter.
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Let V = min{X,U},R = I{X<U} and & be the indicator of observ-
ing (X, A). The observed data for a subject is (V, R, &, £X, £ A). Throughout the
paper, it is assumed that & is conditionally independent of (T, U, C) given R with
PE=1R=1)=1and P = 1|R = 0) = 6. For a sample of size n, we observe
(Vi,Ri, &, 6X,54),i=1,...,n.

3 Nonparametric maximum likelihood estimation
In general, without additional information, likelihood based estimation is not available
for dependent censoring problems. Using the semi-Markov model specification, it is

possible to develop likelihood based estimation.
Next, we present the likelihood for the unknown parameters:

(A(O*l),A(O*z),A(l'z),A(C),Q),

where A(© is the parameter for A(()C) which is the true cumulative hazard function of
C. Note that A©© and 6 are nuisance parameters.

Suppose that AQ-D A2 A(1.2) and A© are differentiable with corresponding
derivatives: 20D 210.2) 5 (1.2) gpd 1@ Let SO §0.2) 5(1.2) 3pq S© pe the cor-
responding survival functions of AOD A0.2)  A(1L2) gnd A© With these notations,
the likelihood of (A©D, A2 A2/ A© 9} can be derived.

Forsubjects with§; = 1, (V;, X;, A;, R;, &) is observed and its corresponding like-
lihood can be obtained based on the joint distribution of (V, X, A, R, &). Specifically,
when & = 1, R; = 1 and A; = 1, the likelihood is:

102 (Vi) 802 (Vi) 8@ (Vi) 8D (Vi ;
When & = 1, R; = 1 and A; = 0, the likelihood is:
KO (Vi) 8@ (Vi) 802 (vi) 8™V (Vi) ;
When & = 1, R; = 0 and A; = 1, the likelihood is:
K02 (X = Vi) 802 (X — Vi) 8@ (Xi) A%V (Vi) 8D (vi) 802 (vi)
When & = 1, R; = 0 and A; = 0, the likelihood is:
19 (Xi) 8 (%) 802 (X; = Vi AV (Vi) 8OV (vi) 8O (v 6.
For subjects with & = 0, (V;, R;, &) is observed and its corresponding likelihood is:

2OV (Vi 80D (vi) 8 (Vi) 8@ (Vy) (1 - ).
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Hence, the likelihood based on the observed data (V;, R;,&,&X;, &A4;),i =
1, ..., n,is proportional to

n

[T o] ™ 1 (1m0

i=l ye[0,Vi)
. 0,2) AiRi 0,2)
«T] [)\v (V,-)] I1 (1—A' (dy))
i=1 L yE[O,V,')

_ &(1-Ry)

Tl % vyl A2
XE 2 oc-vol" T (1= %2 @)

ye[0.X;-V))

Unfortunately, this function is unbounded from above and the usual maximum like-
lihood estimator (MLE) does not exist when A(()O’l), A(()O’z) and Aél’z) are restricted
to continuous functions. With discretized extensions by allowing Aéo’l), A((JO’Z) and
A(()l’z) to be discontinuous, the NPMLE is well defined in the sense of Kiefer and
Wolfowitz (1956) and Scholz (1980). Specifically, we assume that A(()O’l), A(()O’2) and

A(()] 2 are cadlag, piecewise constant and right continuous with left limits.
To obtain the NPMLE, we rewrite the likelihood function with the discretized
AODA0.2) gapd A2

Z, (A(O,l) A0.2) A(1,2)) 70D (A(O’l)) 702 (A(o,z)) 712 (Aa,z))

n n

where for any cumulative hazard function A,

£y =TT | [ava]"™ T a-a@m|.
i=1| ye[0.Vi)

27 ) =TT | AV a = avip=2R [T a-a@ |,

i=1 | ye[0,Vi)
—(1,2
L)% ()
n &(1-Ry)
=[]l [aXi-Vi]¥ a—api —vip'=2  J] (- ady) :
i=1 yE[O,X,'—V,')

with A{t} = A () — A(t—) forallt > 0.
It is also assumed that A(()O’l) does not share jump points with A(()O’z) and AE)C),
which means that the time of PD censoring occurrence is different from the time of

death or the time of independent censoring. Then, for any cumulative hazard function
A,
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+00 . .
1og 2 (4) < / log [A {1 N, (@) + S ¥ 4+ log [1 — A {1)] 3)
0 >0

+
AQ.D ©) £(0.1)
< /0 log[ {t}] Van+ >y, (t—l—)log[ — Al {z}]

>0
“)
= logZﬁlo’l) (A;O,l)) ;
+o0
0 Z0% (4) < /0 log[A ()1 N, @+ >V, thlogll = At} (5)
120
+oo ©02) ©) £(0,2)
< log [A {,}] 2 @dn + ZY (r+) log [ — Ay {t}]
0 120
(6)
= longlo’z) (/i,(lo’z)) ,
+0o
o2y ()< [ toela 1N @+ TV enlogti At )
>0

oo 1.2 (M 1.2
g/ log[A( ){t}] P an+>Y, (t+)1og[1—A< ){t}]
0

120
= log L(l 2 ( Al 2)) (8)

where for any ¢ > 0,
S(0) . <) -
Y, ()= Zl{vi >0, Y, ()= &1 —R)IX =V, >1},
i i=l1

NV () = 30— Ry, <11, N0 0 = X aRIv: <01,

i=1 i=1

(1 2)

(1) = Z&A (1=R)I{X —V; <1},

i=1

. SO N\ (GO NOD

AOD () =/ (Yn (y)) I{Yn () > 0} N, (dy),
[0.7]

. SO N\ GO N©2

A0 (t):/ (Yn (y)) I{Yn () >0} N, " (dy),
[0.1]

A v O N
Ao = [ (B 0) 1) 0= of 1 @n.
[0.7]

The equalities for (3), (5), and (7) hold if and only if A is a pure jump function. The
inequalities in (4), (6), and (8) follow from the fact that for any A € (0, 1) and any
o, f >0,
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alogd 4 flog (1 — 1) < alog(er/(a + B)) + Blog (B/(a + B)) .

According to Criteria (B) of Scholz (1980), (/if,o’l), A’(lo,z), /if,l’z)) is the NPMLE of

(490, 49, A5), sinee T, (A9, A2, 402) = 0.
Let Sp be the marginal survival function of T. Note that for any ¢ > 0,

So(t) =P(T>1) = —/ Sty (tlu) 8§ (du)
Ry

=S 1) s (1) — g ]sg°’2> @) S (t — u) SV (du) .
ot

Correspondingly, for any ¢ > 0, define
Sy (1) =8"" (8PP (1) - / S ) S (1 =) SV (du,
[0,7]

where for any ¢ > 0,

SOV =TT [1-40" @n]. 820 = ] [1- 492 @n).

yel[0,7] yel0.7]

82w =TT [1-482 @]
yel0.]

By the invariance property, it follows that (é},o’]), é,(lo’z) , é,ﬁ"z’) is the NPMLE of

(S§"". 847, 8§"?) and §, is the NPMLE of Sy.

4 Asymptotic results

In this section, we present the asymptotic properties of the NPMLE.

4.1 Regularity conditions

We list regularity conditions in this subsection.
For any t > 0, define L(()O) ) = S(()O’l) @) S(()O’z) (1) S(()c) (t) and

1 1.2 0,2 0,1
L" (1) = —6,8{"? (t)/R S w)SE (w+1) SOV (duy .
+
The regularity conditions are as follows:
A.1 For a sample of size n, (T;, U;, C;, X;, A;, Vi, Ri, &) ,i =1,...,naren inde-

pendent copies of (T, U, C, X, A, V, R, §).
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A.2 Model (2) holds with A{""?(0) = 0.
A.3 The censoring time C is independent of (T, U).
A.4 The indicator & is conditionally independent of (T, U, C) given R, with

PE=1R=1)=1andPE=1R=0)=6 < (0,1).

A.5 There exists T > 0 such that L(()O) (t—) > 0 and L(()l) (r—) > 0.
A6 Forany 1 € [0, 7], ASY (1) A9 (1) = AYD (1) AP {1} = 0.
Assumption A.l is commonly satisfied. Assumption A.2 is a technical condition

for model specification. Assumption A.3 indicates that C is independent censoring.
Assumption A.4 assumes that there is a subgroup of the potentially dependent censored

subjects whose (X, A) are observed. Assumption A.5 is equivalent to L(()O) (0) > Oand

L(()l) (0) > 0. The required 7t is generally not unique and could be chosen as large as
possible. Assumption A.6 is a mild technical condition which is weaker than continu-

ity.
4.2 Asymptotic normality

In this subsection, we establish the asymptotic normality and the asymptotic effi-
ciency of the NPMLE estimators. The asymptotic normality is established by
convergence to a tight Gaussian process in the space of uniformly bounded func-

A

tions on [0, t]. Specifically, S, is viewed as a random element in £°°([0, t]), and
/1,(10’1), A;OJ)’ /1,(11’2)) and (é,(lo’l), é,ﬁo’z), é,(f’”) are viewed as random elements in

£3°([0, 7)) = £2°([0, 7]) x £2°([0, T]) x £°°([0, 7]), where £°°([0, 7]) denotes the
space of all uniformly bounded real valued functions defined on [0, 7] equipped with
the uniform norm. The asymptotic efficiency is shown by convolution theorem.

The first theorem gives the asymptotic normality for (/if,o’ D , /iﬁ,o’z), Afll’Z)).

Theorem 1 Under assumptions A.1-A.6,
a2 (/iflo’l) _ AE)O,I)’ A’go,z) . A(()0,2)’A§ll,2) . A(()1,2))

weakly converges to a tight zero-mean Gaussian process in £3°([0, t]) with covariance
function Uy, as n — oo, where for any t, s € [0, 7],

Uo (1. 5) = diag (™" (.9). U™ (@09). U5 0.9)

in which, for any (i, j) € {(0, 1), (0,2), (1,2)} and any t, s € [0, t],

U () :/

. —1 .. ..
(W o) (1= 45" 01) a8 @,
[0,min{z,s}]

The second theorem gives the asymptotic normality for (éf,o’ 1), é,&o’z), éf,l’z)).
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Theorem 2 Under assumptions A.1-A.6,
a2 (é’(lo,l) _ S(()O’l), égo,z) _ S(()O,Z)’ é’gl,Z) _ S(()1,2))

weakly converges to a tight zero-mean Gaussian process in £5° ([0, t]) with covariance
function Vy, as n — 0o, where forany t, s € [0, 1],

Vo (1, s) = diag (Vé‘) Dt s), VO (1, 5), VL2 (t,s)),
in which, for any (i, j) € {(0, 1), (0,2), (1,2)} and any t, s € [0, T],

Vo ts) =857 (18§ (s )Wé"*” 1),
.. i .. —1 ..
Wil e = [ (1 em) " (1= a8 ) Al @
[0,min{z,s}]

The next theorem establishes the asymptotic normality for S,

Theorem 3 Under assumptions A.1-A.6, n'/ z(én — So) weakly converges to a tight
zero-mean Gaussian process in £%°([0, t]) with covariance function 29, as n — 00,
where for any t, s € [0, 7],

20 t5) = 20V .9+ 2P 15+ 2 @9,

20 Ve = [ [ D ey 89 @ 892 @)
(0,11 J(0,s]

() oo ]V(()O'” (x— 5=y 8§ @y) s @x)
¥ .5

-7 O /(0 o s 8P @ 812 @
t s

+ [ © / / VD x5 = v) 82 @y 8§ @),
(0,71 /(0,s]
2" .9 = sV s () VP 1 s)
-8V o / VP @ si? s —w 8¢ @y
[0,s]
— s (s)/ VO ()85 (1 —x) 8PP ()
/0] N ]v(‘”) @085 ¢ =08 (s =y 8P (@y) 8§V (@),
t s

i .9 = /w J/{O | Vi @ — x5 = 08P S0P (1 8PP @y 8P ).
t s

It is worth noting that, although A,ﬁo’l) — A(()O’l), A;o,z) — Ag)’z) and Aﬁll’z) — A(()l’z)
themselves are martingales, they do not form a joint martingale, since no common o -
field is available. Hence, the martingale limit theory cannot be directly used here. The
proof of the above theorems are based on empirical process theory and are provided
in the Appendix.
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4.3 Asymptotic efficiency

In this subsection, we turn to the asymptotic nonparametric efficiency, which is for-
mally defined by the convolution theorem (Theorem VIII.3.1 of Andersen et al. 1993).

We explicitly specify the Hilbert space required by the convolution theorem. Define
H =HOD x HO? x H1-2, where for (i, j) € {(0, 1), (0,2), (1,2)},

.. . .. —1 ..
HOD = [h : / [h(MPLY (y-) (1 — A7 {y}) ASD (dy) < +oo} .
[0.7]
For any g = (g(o'l), g2, g(l*z)) ,h = (h(o'l), h©2, h(1'2)) € Hi, define
( Z g0 () hGD () LY CAGD ()T AGD (g
g hm = y) MLy &-) o v} o dy),
()]

where the summation is taken over {(0, 1), (0, 2), (1,2)}. For any 2 € H, define

hllg = (h, h)l/ 2 It can be shown that H is a Hilbert space with the inner product
(-, <) and the norm ||- || .

For any (i, j) € {(0,1),(0,2),(1,2)} and any h = (h®D r©0D p(1.2) € H,
define

A(l ) (1) = / (1 + n—l/zh(i,j) (y)) A(()l»]) (dy) ,
[0,¢]

thelikelihoodratioof( A%D 20D AL 2>) (AgO’U,AgOsD,Ag@)) is

R (h) = RIMD () R () R (h)
where for any h = (R, h02 p(1.2) € H,

log RV () = 3" (1 = Ry log [ 1+~ D (V)]
i=1

+z g [] (1-4%" @) —10e [] (1-a8" @) |,

ye[OV ) ye[0,Vi)

log R (h) = Z A;R; log [1 +n 1202 (V,-)]
i=1

+ Zn: (1= AR [1og (1 —AOP {vi}) ~log (1 — 202 {vi})]

i=1

+Z og JT (1-4% @) =102 T (1-48?@v)|.

ye[0.V)) ve[0,Vy)
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log R{™ (1) = 3" & (1 = R) A log [ 1+ 07121 X = Vi) |

i=1

+ Zn;s,- (1= R) (1= aplog (1= A2 (X = V;))

i=1

- Zn:a (=R (1 = Aplog (1- 45" (X = Vi)

i=1

+ X s0-Rolog ] (1-47 @)
i=1

ve[0,X;=V})
n
> aa-Rolog [ (1-4§?@).
i=l ye[0.X;=V))

Theorem 4 Under assumptions A.1-A.6, foranym > 0, hy, ..., hy,, € H,
(log Ry (h1), ..., l0g Ry (hm))

weakly converges to a Gaussian random vector in R™ with mean

1
—5 (W )
and covariance matrix
(hi,hi)g .. (s hdm
(hm,hi)g -+ (hms hmdm

Hence, the information operator Zp : H x H — R is: for any g, h € H,

To(g, h) =(g, h)y .

For any h = (h(o’l), KhO.2), h(l’z)) € H, define
&= [ (hOD ) ALY @y)+h®? () AL @n+h"2 () AL @)).
[0,7]
Note that for any g, h € H, the asymptotic covariance of &, (g) and &, (h) is

.. .. . L . —1 ..
> /[0 P ORI O 0 (1-457 ) afP @ ©
@) T
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and can be interpreted as the “inverse” of the information operator Z;, where
the summation is taken over {(0, 1), (0,2), (1,2)}. The efficiency result for

(/i,(f””, A’(10,2)’ /i,(}’z)) and én is stated in the following theorem.

Theorem 5 Under assumptions A.1-A.6, (/i,(f“), /i,(io’z), /if,l’z)) and én are efficient.

The proof of the above theorems are given in the Appendix.

4.4 Asymptotic covariance function estimation

To carry out statistical inference, it is necessary to estimate the asymptotic covari-
ance function. In this subsection, we provide uniform consistent estimators for the
asymptotic covariance functions.

For any g = (g(o*l), g2, g(l’z)) Jh = (h(o*l), h©02, h(lvz)) € H, define

A . .. AL -1 — (i)
L (g.h) = Z/[O ]g(”” () h) (y) (1 — AP {y}) N (dy)
()l

where the summation is taken over {(0, 1), (0, 2), (1, 2)}.
For any g = (g(o’l), g(o,z)’ g(l'z)) h = (h(o’l), h0.2) h(l’z)) € H, it can be

shown that 7, (g, h) is the negative second order directional derivative of log £,, at
(/if,o’]), A0 /if,l’z)) along the direction [Gy, H, |, where

G, — (/ g(o,l)d/iglo,l),/g(o,z)d/i;o,z)’/g(1,2)d/§’(11,2))’
0.1) 5 20,1 0.2) 7 2(0.2 1,2) 7 21,2
H, = (/h( Jd A ),/h( )d A ),/h( Vd A >).

Since the function £, plays the role of the likelihood, 7, should be a reasonable
estimator for Zy. The “inverse” operation in (9) leads to an estimator for the asymptotic
covariance function of k,:

.. .. AL -1_) AL
> / gD R ) (1= A8 13) Y, o) AR @)
— J[0,7]
@)
forall g = (g(o’l), g(0,2)7 g(l’z)) L h = (h(o’l), K02, h(l’z)) € H, where the summa-
tion is taken over {(0, 1), (0, 2), (1, 2)}.

Hence, the estimators for Uy and V) are given as follows: for any ¢, s € [0, 7],

Uy (t.5) = diag (?51,50’” ), U @, 5), 4" @, s)) ,

V, (1, 5) = diag (19,50’1) (t.5), VO (¢, 5), DU (¢, s)) ,
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where for any (i, j) € {(0, 1), (0,2), (1,2)} and any ¢, s € [0, 7],
VI (1, 5) = 88 (1) 8§ () W (1, ),
%maﬁzn/' (1= 497 () (V8 ) A8 ay).
0,min{z,s}]
WD (15 = n/ ( v (y)) (1 — A7 {y})f1 AVT (dy).

[0,min{z,s}]

The estimator for £2 is given as Qn: for any z, s € [0, 7],
2, (t,5) = 20V (1, 5) + 202 1, 5) + 212 (1, 5),
where for any (i, j) € {(0, 1), (0,2), (1,2)} and any ¢, s € [0, 7],
20V (1,5) = / / VOD (x—, y—) 802 (@y) 8§02 (dx)
(0,21 /(0,51

~ 8020 VOD (x—, 5 —y) 82 (dy) 82 (ax)
(0,11 J(0,s]

~ 802 (0) / VO (1 — x, y—) 802 (ay) S0 (dx)
(0,11 J(0,s]

A 2 N A A
+ [S;‘“) (0)] / VOOt —x, 5 —y) S (dy) S (dx),
0.1/ 0.5
20 (1, 5)
=8PV () SOV () VP (1, 5)

— 80D (1) : ]9,50*2) t, )8! (s — y) SOV (dy)

80D (5) : ]19,50'” (¢, )82 (1 — x) 8OV (dx)
N3

+ / VO (x, 1) 812 (1 — ) S8 (s — y) SOV (dy) SOV (ax),
[0,£1 J10,s]

Q$2>0J>=1/ V2 (1 —x,5 — y) SO (x) SO (y) SOV (ay)
[0,71/10,s
X é;o,l) (dx).

The following theorem states the uniform consistency for Z:{n, f/,, and [}n.

Theorem 6 Under assumptions A.1-A.6, as n — 00,

sup Uy (t,8) —Uo (t,8)|, sup |V (t,8) = Vo (t,s)],
t,s€[0,7] t,s€[0,7]

sup |2, (1. 5) — 20 (2. 9)

t,5€[0,7]

converge to zero in probability.

The proof of the theorem is given in the Appendix.
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Based on the asymptotic theory and the estimation of the asymptotic covariance
function, various types of inference can be conducted. For example, for any fixed
to € [0, t], a 95 % pointwise confidence interval can be constructed as:

S, (o) £ 1.962% (10, 10) .

5 Numerical studies
5.1 Simulation studies

Four sets of simulation studies were carried out to examine the finite-sample perfor-
mance of the proposed NPMLE.

In the first and the third sets of the simulation studies, the independent censoring time
C was specified as +o0. In the second and the fourth sets, the independent censoring
time C was generated from a uniform distribution such that P (T > C) = 0.15.

In the first and the second sets of the simulation studies, the PD censoring time
U was generated from Uniform (0, 1), while in the third and the fourth sets, the PD
censoring time U was generated from the exponential distribution with hazard rate 7.

In all simulation studies, the survival time T was generated as

T® if TO<U
- [U+T<2) it TO >U”

where T() was generated from the exponential distribution with hazard rate 1 and T
was generated from the exponential distribution with hazard rate A. The parameters
were set tobe A € {1,2},P (U < T) € {0.3,0.7} and 6y € {0.3, 0.6, 1}. For each
scenario, we generated 1000 samples of size n = 100.

The simulation results were summarized in Tables 1, 2, 3, 4, 5, 6, 7 and 8, which
report the empirical bias (Bias), the empirical standard deviation (Std), the square root
of the empirical mean squared error (sqrt{MSE]) and the average estimated standard
deviation (AES) of the proposed estimator, as well as the empirical coverage rate (CR)
of the corresponding 95 % pointwise confidence interval, at the 0.3th, 0.5th and 0.7th
quantiles of T. The values of Bias, Std, sqrt(MSE) and AES were multiplied by 10,000.
For comparison, the results from the Kaplan—Meier approach were also included in the
tables. In addition, the empirical bias, the empirical standard deviation and the square
root of the empirical mean squared error of Lee and Tsai’s estimator were included
in Tables 1, 2, 5 and 6. Because there is no valid estimator of the variance of Lee and
Tsai’s estimator, the AES and the CR are not reported for the Lee and Tsai’s estimator.
The Lee and Tsai’s estimator was not included in Tables 3, 4, 7 and 8, because it does
not incorporate the additional independent censoring.

For the cases with C = 400, in which the Lee and Tsai’s approach is applicable,
the proposed NPMLE and the Lee and Tsai’s estimator were nearly unbiased and
consistent. The NPMLE had smaller sqrt(MSE) than the Lee and Tsai’s estimator
for all three quantiles, the improvement ranged from 0.6 to 7.9 %. The coverage of
the 95 % pointwise confidence interval for the proposed NPMLE were close to the
nominal level.
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Semi-Markov model for dependent censoring
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Fig. 2 Kaplan—Meier estimate and NPMLE

For the cases with A = 1 when T was independent of U and the cases with 6 = 1
when (X, A) was fully observed, the Kaplan—-Meier estimator was nearly unbiased
and consistent and the corresponding 95 % confidence intervals provided reasonable
coverage rates; the proposed NPMLE and the Lee and Tsai’s estimator were also
nearly unbiased and consistent, and the coverage rate of the proposed 95 % confidence
intervals were close to the nominal level. Nevertheless, the proposed NPMLE had
smaller sqrt(MSE) than the Kaplan—Meier estimator.

For the cases with A = 2 and 8 < 1, the Kaplan—-Meier estimator had larger bias
and appeared inconsistent, while the other two estimators performed well.

5.2 An example

We illustrate our method with the data from a clinical trial of lung cancer conducted by
the Eastern Cooperative Oncology Group, which was initially analyzed by Lagakos
and Williams (1978). The data were also used by Lee and Wolfe (1998) and Lee and
Tsai (2005) for the illustration of their methods. The complete data can be found in
Lee and Tsai (2005). The study consists of 61 patients with inoperable carcinoma of
the lung who were treated with the drug cyclophosphamide. Among the 61 patients,
28 patients experienced metastatic disease or a significant increase in the size of their
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Fig. 3 Lee and Tsai’s estimator and NPMLE

primary lesion, which are certain types of PD. In addition, Lee and Tsai (2005) did
a pseudo second stage sampling, in which they selected 10 of these 28 patients as a
random sample and pretended that the death time of the rest of the 18 patients were
unknown.

For illustration, we also pretended that these 18 patients’ death time were unknown.
We treated the 10 selected patients as if they did not leave the study while the rest of the
18 did. Figure 2 shows the NPMLE and its pointwise 95 % confidence intervals along
with the Kaplan—Meier estimator and its pointwise 95 % confidence intervals and the
empirical distribution based on the complete data. Figure 3 presents the NPMLE and
its pointwise 95 % confidence intervals along with the Lee and Tsai’s estimator and
the empirical distribution based on the complete data.

Figure 2 clearly shows that the Kaplan—Meier estimator is very different from the
empirical distribution, and far away from the other estimators. Figures 2 and 3 show
that both NPMLE and the Lee and Tsai’s estimator are very close to the empirical
distribution. The proposed pointwise 95 % confidence interval contains the Lee and
Tsai’s estimator and the empirical distribution.

6 Discussion

In oncology studies, in addition to the usual independent censoring, the censoring
caused by the PD is a certain type of dependent censoring. In this paper, we have

@ Springer



Semi-Markov model for dependent censoring

adopted the semi-Markov model provided by Lee and Tsai (2005) with an additional
independent censoring and studied the NPMLE of the cause specific cumulative hazard
functions and the marginal survival function, where we have shown the asymptotic
normality of the NPMLE in the space of uniformly bounded functions and established
its asymptotic efficiency. We have also developed uniformly consistent estimators for
the covariance function based on the information operator.

A limitation of the model (1) is that it assumes that the risk of death after disease
progression only depends on the time since progression, but not the duration of the
progression. The limitation could be addressed by regression type models with the
inclusion of the time to progression as a covariate. It is of interest to develop diagnostic
methods for the model and to investigate regression type models in future studies.

Acknowledgments The research is supported by the National Natural Science Foundation of China
(11271081) and the Student Growth Fund Scholarship of School of Management, Fudan University.

Appendix
Preliminary

Lemmas 1 and 2 provide related Donsker properties.

Lemma 1 The classes {(x,8)—~>81{x <6 : t > 0}and {(x,8)—~>81{x>48:t >0}
are Donsker classes of functions on Ry x {0, 1}.

Proof Combining Lemma 2.6.15 and Lemma 2.6.18(iii, vi) of Vaart and Wellner
(1996), it can be shown that {(x, §) — §I{x <t} : r > 0}and {(x,8) — Sl {x >t} :
t > 0} are VC-classes on Ry x {0, 1}. By Theorem 2.6.8 of Vaart and Wellner (1996),
they are Donsker classes, where the measurability conditions could be verified via the
denseness of the rational numbers. O

Lemma 2 Let n be a positive real number and A be a nondecreasing cadlag function
on [0, n]. The class {(x, 8) — fé SIi{x >y} AWy): t €0, n]} is a Donsker class
of functions on R4 x {0, 1}.

Proof The result is easy to see by combining Example 2.6.21 and Example 2.10.8 of
Vaart and Wellner (1996). m]

Lemma 3 Let n be a positive real number and BY ([0, n]) be the space of all cadlag
functions defined on [0, n] whose total variation are bounded by 2. For any (F, G, H) €
BY ([0, n]) x BY ([0, n]) x BY ([0, n]) and any t € [0, n], let

dF.GH1=F@®)G@) — Gw)H (@ —u) F(du).
[0.7]
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7. Zhao et al.

For any Fy, Go, Hy € BV ([0, n]) , ¢ is Hadamard differentiable at (Fgy, Go, Ho) with
derivative ¢’ (Fo, Go, Ho), where for any t € [0, n],

¢’ (Bo) [B111] = Fo (1) G (1) + F (1) Go (1) — o ]Go (x)Ho (t — x) F (dx)
S

- Go(x)H(t—x)Fo(dx)—/ G (x) Ho (¢ — x) Fo (dx)
[0,7] [0,7]

where 8 = (F, G, H) and By = (Fo, Go, Ho).

Proof Let Fo, Gy, Ho,F,G,H € BV ((0,n]),{(Fn,Gu Hy) : m € N} be a
sequence converging to (F, G, H) in BV ([0, n]) x BV ([0, n]) x BV ([0, n]) and
{h, : m € N} be a sequence of real numbers converging to 0.

Denote By = (Fo, Go, Ho) and B,, = Bo + h(F, G, H).

Note that for any ¢ € [0, n], ¢ (B[] = ¢ (Bo)[t] + hm [1n () ~|—hanm (1), where

Ln (1) = Fo (t) Gy (1) + F (8) Go (1) — /[0 ]Go (x)Ho (t — x) Fin (dx)
|

- Go (x) Hy (t — x) Fo (dx) —/ G (x) Ho (t — x) Fo (dx) ,
[0,7] [0,7]

W, (1) = F (1) Gt (t)_/ Ho (t — x) Gy, (x) Fyy (dx)
[0,¢]
- Go (x) Hin (t — x) Fyy (dx) — G (x) Hy (t — x) Fo (dx)
[0,¢] [0,¢]
—hp, G (x)Hpy (t — x) Fpy (dx) .

[0.7]

For any ¢ € [0, n], let

Io (@) = Fo(t)G(t)+F(f)Go(t)—/[0 ]GO(X)Ho(t—X)F(dX)
|t

— Go (x)H @ — x)Fp (dx) — G(x)Ho( —x)Fo (dx).
[0,7] [0,¢]

Note that for any ¢ € [0, n], |W,,,(¢)| < 28 + 8h,, and

| (1) = To (1) <6 sup |Fp (s) =F ()| +6 sup |G (s) — G (s)]
s€l0,n] s€l0,n]

+4 sup [Hy () —H ().
s€[0,n]

Hence, asm — oo, SUP; (0, ] W, (1)] = O(1) and SUP;e[0,n] [T (8) — To()| = o(1).
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Semi-Markov model for dependent censoring

Therefore, ¢ is Hadamard differentiable at By and for any ¢ € [0, n],

¢ (Bo) [B111] = Fo (1) G (1) + F (1) Go (1) — o ]Go (x)Ho (t — x) F (dx)
S

- Go(x)H(t—x)Fo(dx)—/ G (x) Ho (¢ — x) Fo (dx)
[0,7] [0,7]

where 8 = (F, G, H). O

Proof of Theorems 1 to 3

For any (i, j) € {(0, 1), (0,2), (1,2)} and any ¢ > O, define
(z ) 0 =N <n / Yn o) A(()i,j) dy) .

Proof Combining Theorem 2.10.6 of Vaart and Wellner (1996) with Lemmas 1 and
2, it can be shown that, as n — oo,

—(0,1) =—(0,2) —(1,2 0 0 1 1
n_l/z(M;'),M('),M(') Y()_EY() Y()_EY())

n n
weakly converges to a tight zero mean Gaussian process in
€57 ([0, 1) = €% ([0, T]) x £ ([0, T]) x £ ([0, T]) x £ ([0, T]) x £ ([0, 7]).

Combining this with Lemma 3.9.17, Lemma 3.9.25, and Theorem 3.9.4 of Vaart and
Wellner (1996), for any (i, j) € {(0, 1), (0,2), (1, 2)},

L , . -1 i
AP @) = 48D @ - / (LW o) a7 @y )‘ =0, (n7'7),
[0.7]
(10)

sup
t€[0,7]

By the continuity and the linearity of the integral operator, as n — oo,
a2 (Aflo,l) _ AE)O,I)’ Al(lo,z) . A(()O,Z)’Azl,z) . A(()I,Z))

weakly converges to a tight Gaussian process in £5° ([0, T]) with covariance function
Up.
By Lemma 3.9.30 and Theorem 3.9.4 of Vaart and Wellner (1996), as n — oo,

212 (é;(),l) _ 860,1)’ égoa) _ S(()O’Z), é’(ll,Z) _ 8(01,2))

weakly converges to a tight Gaussian process in £5°([0, 7]) with covariance function

Vo.
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7. Zhao et al.

Combining Lemma 3 with Theorem 3.9.4 of Vaart and Wellner (1996),

80 (1) = S0 (1) = @' (Bo) [Bu = Bo] 11 = 0, (n77).

sup
t€l0,7]

where B = (S(()O,l)’ S(()Ol)’ S(()I,Z)) and f, = (égo,l)’ égo,z)’ éﬁlla)).

Therefore, as n — oo, n'/ z(én — Sp) weakly converges to a tight zero mean
Gaussian process in £%° ([0, T]) with covariance function £2y. O

Proof of Theorems 4 and 5

Proof To obtain the efficiency, we will verify the conditions of Theorem VIII.3.2 and
Theorem VIII.3.3 of Andersen et al. (1993).

First, we verify the local asymptotic normality (LAN) Assumption (Assumption
VIII.3.1 of Andersen et al. 1993).

By the Taylor expansion, it is easy to show that for any 4 = (A1, p©2) p(1.2)) ¢
H,

1
log Ry (h) = SOV (h) + SO () + S (h) — 3 2113 + 0, (1), (11)

where for any (i, j) € {(0, 1), (0,2), (1,2)}andany h = (@D pO2 1.2y c H,

=1 —G,j

Slsiyj) (h) — n—l/Z/ h(i’j) (y) (1 - A(()i’j) {y}) Mn (dy) .

[0,7]
Hence, for any m € Nt and any hy, ..., h, € H,
(log Ry (hy), ..., log Ry (hm))

weakly converges to a Gaussian random vector in R” with mean

1
) Watlgs s M i)
and covariance matrix
(hishidm .o (b, hdw
(hmvhl>H (hm»hm)H

Next, we verify the Differentiability Assumption (Assumption VIIL.3.2 of Andersen
etal. 1993).
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Semi-Markov model for dependent censoring

For any (i, j) € {(0,1),(0,2),(1,2)}, any h = (WD rO2 p(1.2)y ¢ H, any
re [07 T]’

w2 (Al 0= AP @) = [ hD ) af ).
’ [0,7]

Note that, for any (i, j) € {(0, 1), (0,2), (1,2)},any h = (hOD O 1.2y ¢ H],
and any 7 € [0, 7],

.. - L. . -1
/[O D) ag (dy)‘ <l 4§57 @ (L @)
ot

Hence, the Differentiability Assumption is verified.
Next, we show that (/iflo’l), /1,(10’2), A}(lll)) is regular.

Recall the weak convergence of the log-likelihood ratio log R,, (7). The continuity
follows from the Le Cam’s third Lemma and the weak convergence can be shown via
similar arguments in the previous subsection. Hence, the regularity follows.

It remains to check Equation (8.3.5) of Andersen et al. (1993) for each coordinate.

For any ¢ € [0, 7], define

0,1 0,1 0,2 0,2 1,2 1,2
700 = (61%7.0,0). %P = (0.6/°%.0) . 1P = (0.0.¢{"?)

where for any (i, j) € {(0, 1), (0,2), (1,2)} and any s € [0, 7],
o @ =1s <Ly 67 (1= 487 ()

By (10) and (11), for any (i, j) € {(0, 1), (0,2), (1,2)} and any ¢ € [0, 7],
s . . 1
AV (1) = A8 (1) =2 (loan (") +3 ||h||%m) =0, (11,

Therefore, combining all the above results with Theorem VIII.3.2 and Theorem
VIIIL.3.3 of Andersen et al. (1993), it follows that (1120’1), /&,(10’2), /if,l’z)) is asymp-
totically efficient.

Combining Theorem VIII.3.4 of Andersen et al. (1993) with Lemma 3, the effi-
ciency of én follows. O
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