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Chapter 1

Introduction

One issue, that has been discussed for years and years and in fact is still discussed, is the effect of
increasing life expectancy on society. Not only newborn children, also aged people, have today,
compared to the past, a longer life expectancy. For example a 60-year old male can still expect
to live for another 19.5 years, a female of the same age even for another 23.7 years according to
the Federal Statistical Office Germany. Some people argue that increasing life expectancy is due
to decreasing morbidity at all ages (compressed morbidity hypothesis); others claim that gained
years of life expectancy are spent entirely in illness (expanded morbidity hypothesis). It seems
as often right and equitable to assume that the reality is somewhere in between.

But not only the life expectancy or the so often quoted demographical development changes
the life of older people. There are various reasons: Due to a more individualized society and a
different family structure people live often alone and require especially at older ages external
assistance to manage their daily life. The question arises, how should the individual, how should
the society react on these issues?

More and more industrialized countries added the so-called long term care insurance (LTCI) to
their social insurance system, to guarantee a basic cover in situations where external assistance
and care is needed to cope with daily life. Insurance companies also have developed full or
additional insurance cover for long term care (LTC). It might be necessary to note at this point
that LTC is not only a problem of aging; also in the childhood, mainly due to impairments at
birth, children can become or even be LTC patients and stay that for a lifetime. These children
still have, if accurate medical care is given to them, a life expectancy of 50 years and more,
thanks to medical progress. Young- and middle-aged people also can become in need of LTC,
mainly because of accidents.

In Germany today around 4% of the people aged between 60 and 80 years and around 30% of
the people older than 80 years require some kind of external assistance. To relief them from
the financial burden involved a compulsory LTCI was introduced in 1995 as the so-called fitfth
column of the welfare system beside pension, health, accident and unemployment insurance.
The leading idea was that LTCI follows health insurance. Every citizen in the social health
insurance system was given LTCI cover for 1.7% of its income up to a certain ceiling. Citizen
in the private insurance system, had to be granted LTCI cover by their private health insurer
without any medical examination. Consequently the private insurance companies had to take
over a large claim portfolio right at the start. Today, out of approximately 80 million people in
Germany, around 1.84 millions in the social security system and another 107,000 in the private
insurance system (BMGS (2003)) receive benefits from this compulsory LTCI.



We are going to analyze a representative sample of claim-records in the private sector within
the compulsory LTCI in this diploma thesis.

The life-history of an individual can be interpreted as a multi-state model. During its lifetime an
individual spends varying times in different states, that for example can correspond to its health
status. Transitions to other states occur over time. Objective of our analysis is to determine the
probabilities of such transitions for any individual. Usually Cox’s proportional hazard-model can
be used to asses the influence of age, gender, place and severeness of care on the individual’s
health status and thus on these transition probabilities. In Cox’s model the hazard-rate function
A(t) is assumed to be the product of a baseline hazard \o(t) and exp{Z* 3}, where Z is a vector
of covariates and B the parameter vector to be estimated. A regression analysis produces an
estimate for B, and the hazard-rate, also known as the transition intensity, can be calculated.
For further details see Czado and Rudolph (2002).

However, for actuarial purposes less the transition intensities, but more the transition probabil-
ities are the quantities of interest. In the case of Cox’s proportional hazard-model the transition
probabilities are calculated from the transition intensities using a relationship given by a set of
differential equations, if the intensities sum up to zero, that is ), s Agn = 0 Vg € S. Thus the
transition probabilities are complex non-linear functions of the intensity regression coefficients.

Against this background Andersen, Klein, and Rosthgj (2003) developed a method that models
the transition probabilities directly. This method calculates pseudo-values based on the Aalen-
Johansen estimator, an almost unbiased estimator of the transition matrix of an Markovian
multi-state model. These pseudo-values are then used in Generalized Estimating Equations
(GEEs), that take, in contrast to the Generalized Linear Models (GLMs), correlation between
observations into account, to estimate the parameters of the model.

We want to apply this method to a set of data, containing the claim-records of LTC claimants,
and derive the necessary transition probabilities in order to calculate the insurance premiums
required for a given LTC-plan.

In the next chapter we introduce the basic quantities of survival analysis such as the survival
function and the hazard-rate function, as well as the special features of survival data, namely
censoring and truncation, to emphasize the problems that need to be considered in the statistical
analysis of survival data. In the chapter thereafter, the discrete and continuous-time Markovian
multi-state model is explained, since we are going to use such a model for our analysis. The
quantities of interest, the transition probabilities and transition intensities, are defined and
their relationship given by the Kolmogorov differential equations is derived.

Beside other non-parametric estimators used in survival analysis such as the Nelson-Aalen esti-
mator for the cumulative hazard-rate and the Kaplan-Meier estimator for the survival distribu-
tion function, we present the Aalen-Johansen estimator, an almost unbiased estimator for the
transition matrix in a Markovian multi-state model, in the fourth chapter. We will see that the
Aalen-Johansen estimator reduces in a two-state model to the Kaplan-Meier estimator and we
will give an algorithm to compute the Aalen-Johansen estimator in a multi-state model. In the
chapter that follows, the concept of pseudo-values form jackknife methodology is introduced.
Since the Aalen-Johansen estimator does not depend on covariates, pseudo-values based on the
Aalen-Johansen estimator are calculated, that link the i*" pseudo-value with the covariates of
the i*" observation and thus generate the data required for a regression analysis.



We calculate pseudo-values at different points in time using the same observations, therefore
pseudo-values are not independent as required for GLMs. Thus we introduce GEEs in the sixth
chapter, that in contrast to GLMSs take correlation into account. Beside the Maximum Likelihood
Estimation (MLE) for GLMs, the Maximum Quasi-Likelihood Estimation (MQLE) is presented
in this chapter, as well, since the GEEs can be seen as an extension of quasi-likelihood to
longitudinal data analysis. The solution of the GEEs is denoted by BG and we will show that
the GEEs produce consistent and asymptotically Gaussian distributed estimates for the true
value of B under mild conditions, even when the correlation structure is misspecified.

In the seventh chapter we apply the tools introduced to the data set containing the claim-history
of LTC patients mentioned above: We calculate the Aalen-Johansen estimator of a three-state
model, derive the pseudo-values and thus generate the data for a regression analysis using GEEs,
where we specify the logit as link function. With the estimates obtained from this regression
analysis we calculate finally the one-year transition probabilities of our model. These transition
probabilities are used in the chapter that follows to calculate the actuarial values for a given LTC-
plan and thus derive the necessary premiums. A summary with a comparison of our premiums
with premiums offered by a German health insurer finalizes the analysis.



Chapter 2

Survival Analysis

In this chapter we are going to introduce the basic concepts of survival analysis based on survival
data. Survival data concern the time of different lives to death. We are interested in deriving the
probability that an individual survives beyond a certain age. Therefore a sample of individuals
with their corresponding lifetimes is needed in order to calculate these probabilities, e.g. the
survival function or other related quantities like the so-called hazard-rate function. The hazard-
rate function gives the probability of death over a small interval and is related with the survival
function in a certain way, that will be explained in this chapter.

For practical reasons individuals can only be observed for a certain period of time and not over
their whole lifetime. ” Censoring” and ”Truncation” are the characteristic features of survival
surveys accounting for this. Another characteristic feature is ”conditioning” on survival up to a
certain time. Given an z-year old individual, its survival to age z + ¢ is conditional on having
survived to time z. Because of these special features modified methods have to be used, com-
pared to standard statistical practice, to take this into account. For example, constructing the
Maximum Likelihood for survival data, one has to correct for the missing information due to
censoring or truncation.

2.1 The Survival Function

We are interested in the future lifetime of an individual. In our analysis, following MacDonald
(1996) and Klein and Moeschberger (1997), we treat the future lifetime as a random variable,
denoted by T', that takes values in [0,w), where w is the limiting age, i.e. survival beyond w is
not possible. We define the survival function of T" as the probability of surviving beyond time t¢.

S(t) .= P(T > t)

This is a non-increasing function, where we require S(0) = 1 and S(w) = 0. In the following we
have to distinguish between T' as a continuous random variable and a discrete one. However, in
both cases we require the following properties to hold for the survival function:

t) is a monotone function
)

0)=1

o S(
e S(t) is a non-increasing function
o S(
o S(

w) = 0, where w is the limiting age



Continuous case

For a continuous random variable T the survival function S(t) is a strictly decreasing function
and the following relation holds:

S(t)::P(T>t):1—P(T§t):1—F(t):1—/0tf(u)du:/toof(u)du

F(t) := P(T < t) is the cumulative distribution function and f(¢) is the density function of the
random variable T', thus dF'(t) = f(t)dt. Further we obtain:

s =-L0

which is the probability of death at time t.

—dS(t) = f(t)dt

Discrete case

For a discrete random variable T' the survival function S(t) is a step-function with jumps at the
times of death and constant in between. If we define the quantity p; := P(T = t;), it follows for
t <t <tjpq that

S(t):S<tj):P(T>tj):ij 7=1...,k
Jitj>t

where t1 < ty < ... are the times deaths are observed.

As an example we plotted in the following figure the survival curve S(t) based on one-year
mortality-rates for z-year old females and males according to the Bavarian life tables 1986-1988
(see Appendix B.2):

1.0

a Female
X Male

0.8
1

0.6

S(t)

0.2

0.0
1
?ﬁr

Age

Figure 2.1: Example: Survival Curve S(t)



2.2 The Hazard-Rate Function

The hazard-rate function, that we will denote by A(¢), describes the change of the chance of
death over time. Generally it is assumed that the probability of death increases with age, i.e. the
hazard-rate function increases with time. A constant hazard-rate function for all times t is not
assumed to be adequate. Further we require the hazard-rate function A(¢) to be non-negative,
that is A(¢) > 0 for all ¢t. ”Force of Mortality”, ”Force of Transition” and ”Transition Intensity”
are synonymously used for "Hazard-Rate” in the literature.

Continuous case

For a continuous random variable T we define the hazard-rate function as

<
At = Alimop(t<T_Z;At|T>t)

assuming that this limit exists. We can write for A(t)

<
M) = AliemOP(<T_lt;tAt\Txt)
- Pt <T<t+ At)
At—0 VAN P(T>t)
Pt<T<t+At) 1

= Am At 0!
_dF(t)  dS(t)
St - 50 —dIn S(t) (2.1)

The hazard-rate function at time t can be interpreted for small At as the probability of dying
in the interval [t, ¢ + At), i.e.

A(t) - At = P(an individual of ¢ years dies in the small interval [¢,t + At)).

The cumulative hazard-rate function A(t) is defined as the integral of the hazard-rate function
over the interval [0,¢], that is

A(t) ::/O A(u)du.

Using (2.1) the following relation holds:

Alt) = /Ot)\(u)du:—/OtdlnS(u)du:—lnS(t)+lnS\(E)-)/:—lnS(t)
=1

Thus we derived the well known relationship between the survival function and the cumulative
hazard-rate function or hazard-rate function, respectively:

S(t) = exp {—A(t)} = exp {_ /0 t )\(u)du}



Discrete case

For a discrete random variable T with values t; < 3 < ... we define the hazard-rate function
on [0,t1) as zero and on [tj,t;41), j=1,2,..., as
)\(tj) = P(T = tj| T 2 tj) (22)

Using P(T' =t;) = P(T > t;) — P(T > tj41) = S(tj—1) — S(t;) the hazard-rate function can be
represented, as

A(t;) = P(T:tj!TZta‘>:§g;§§
_ S(t-) = S() _ | S(ty)
- ]S(tj—l) m S(fjil) >

The hazard-rate is constant on the interval [¢;,¢;41). It can be interpreted as the probability of
dying in the small interval [t;,¢;11), i.e.

A(tj) = P(an individual of ¢; years dies in the small interval [t;,t;41)).

The cumulative hazard-rate function A(t) is defined as the sum of the hazard-rate function at
times ¢; <, that is

Alt) = > A(t).

Jit; <t

With (2.3) the following relationship holds:

o - Lo o)

Jit; <t Jit; <t
Since S(tog) = 1, we derive, using (2.3), for t; <t < t;; the following relationship:
S(t5)
= 1— At
S(t '71) H ( ( .7))

J gity<t

S(t)=S@t) = 1]

Jitj<t

If we can decompose the discrete hazard-rate function A(¢;) into a sum of a continuous function
Ac(t) and a step-function with mass Aq(Z;) at times t; <t < ..., i.e.

A(t) = Ae(t) + Aa(t),

we can represent the survival function, according to Klein (1996), using the product-integral
representation (see Section 4.2.3) as follows:

S(t) = H< (1= Malt;) - exp {— /Ot )\c(u)du}

Further details on product-integration, the definition of a product-integral and its properties,
can be found in the book by Andersen, Borgan, Gill, and Keiding (1993).



2.3 The Future Lifetime of an z-year old Individual: T,

We can extend the random variable T, i.e. the future lifetime of a new-born, to ages z > 0. We
define T, as the future lifetime of a z-year old individual after age z, where Ty = T'. Note that
this is conditional on surviving up to age z. We denote by F,(t) the cumulative distribution
function and by S, (¢) the survival function of the random variable T’.

F.(t):=P(T <z+4tT > =2) S.(t):=P(T>z+tT > z)

The relationship between the cumulative distribution function of the future lifetime of an z-year
old individual and a newborn one is the following:
P(z<T<z+t) F(z+t)—F(2)

FEWO)=P(T<sz+UT>2) = —Fpa s 5 =~ 1-F@)

Therefore it follows for the survival function of an z-year old individual that

S.(t) = 1-F()=1- F(z+1) - F(z)

1—-F(z)
1 -F(2)=F(z+1t) + F(2)
- S(2)
Sz +1)
-~ S()

The hazard-rate function for age z + ¢t becomes

L P<T,<t+At|T, >t
I e
_ P{<T,<t+At)
= lim
At—0 At-P (TZ > t)
. F.(t+ At) — F,(t)
= 1
pimo At (1— (1)
FAt+AD—F(z)  F(z+t)—F(2)
- lim 1-F(2) 1-F(z)

At—0 At - 1Ifng(;r)t)

Fz4+t+ At)— F(z+1t)

lim

A0 At-(1—F(z+1))
Fz+t+ At)— F(z+1t) 1

Atoo At S(z+1)

In actuarial notation we have F(t) := ;q. and S,(t) := p,. We denote the probability density
function of T, by f.(t). It can be represented in terms of the hazard-rate function:

0 . F(t+ At) - Fi(t)
L0 = =) = lim At
S(z+t) . Flz4+t+At)—F(z+1) 1
= _— 1 . =
S(z) Ao At SGerg) P



We noted before that F.(t) = q,; thus it follows that F,(t) = 1 — ¢p, and we can rewrite the
above formula as

0 0 0 0
an(f) =5 (1—1¢p.) = ~pthe = D2 Aot = P = —tPz Az 1t
Thus it follows
1 0 0
— Az = —— " A tPz — =1 z
p Y . 5¢1P= = g I

Integrating both sides and using the boundary condition ¢p, = P(T, > 0) = 1 we derive

t a t
In tPz — In 0Pz = / - In rpzdr = _/ )‘Z—H"dr
= Jo ot 0

t
oo - [,
0

which is the well-known relationship in actuarial sciences between hazard-rate function and
survival function. It has been used by Gompertz (1825) and Makeham (1860) to derive their
laws of mortality, i.e. a representation of the hazard-rate function as a mathematical functions
of age z (see Trachtenberg (1924)):

gives us

Gompertz’ law : A, =B-¢* Makeham’s law : A\, = A+ B-¢°

Using above formula for ;p, we can write in the case of Makeham’s law:

t
th = exp{—/ >\z+rdr}
0
t
= exp{—/A—kB-cz‘H"dr}
0
t
= exp{—A-t—B-cz/crdr}
0

_ exp{_A.t}.exp{_lﬁ.cz.(ct_l)}

nc

= exp{ _A}t.exp{ _15}62.(&_1)

nc
= St . gcz'(ctfl)
where s := exp{—A} and g := exp{—B/Inc}.

Since this is an equation with three unknowns, three values of ;p, at different ages are sufficient
to calculate the parameters A, B and ¢, and thus the hazard-rate function for all ages z.

In the case of Gompertz’ law the factor s vanishes and we are left with an equation with two

unknowns. Thus only two values of ;p, are required to calculate the parameters B and c¢ for
Gompertz’ law. Of course, an inapt choice of the ;p,’s leads to a wrong survival probability and
spurious results in both cases.



2.4 Censoring

One problem in survival analysis is the estimation of the survival distribution function S(t) of
a population. For a human population we could observe n newborn lives until death, to get
an estimate for S(t). A very obvious problem of such an experiment is the very long duration.
Further many lives would be lost during the experiment due to migration or withdrawal and
bias the result. Thus additional methods have to be used to account for this.

Therefore in survival analysis experiments are designed for a shorter period of time only, and
secondly, have to account for the lost observations. If we observe a sample only for a short
period of time, we only know that some individuals were alive at the end of the survey and
no information on their exact time of death is available. If observations are lost during the
experiment, all we know is that these individuals were still alive at some stage and no information
on their exact time of death is available.

Compared with the usual statistical analysis in survival analysis only limited information is
available. The process accounting for this is called censoring. In the following sections we focus on
this "key feature of survival data analysis”, as noted by MacDonald (1996). He considers survival
analysis as the ”analysis of censored data”. The different types of censoring are explained in the
following sections, where we follow MacDonald (1996) and Klein and Moeschberger (1997).

Right-Censoring

Data are called right-censored, if the current survey ends at a fixed date known in advance. If
the event of interest happens after this date, the observation is censored. All we know in this
case is that the event might have happened after the end of the survey.

For example, if we are interested in the lifetime of individuals, we only know that the censored
observations were alive at the end of our survey and nothing about their times of death after
the end of the survey. Only for the uncensored observations we know the exact lifetimes.

We introduce the following notation: Denote the lifetime of each individual by the random
variable X and define the censoring time by C("). If the lifetime is smaller or equal than the
censoring time, we know the exact lifetime of this individual, whereas if the lifetime is greater
than the censoring time, we only know that this individual survived its censoring time. We
denote the actual observed lifetime of an individual by T'.

X<cn = T=X = observation is not censored
X>C = T=0C" = observation is censored

Thus the observed lifetime T can be calculated as

X if the exact lifetime is observed
— mi (T)> —
T = min <X’ ¢ { O™ if the exact lifetime is not observed

Further we introduce an indicator d, called the ”death indicator”. This indicator is a random
variable, indicating if the observation has been censored or not:

5— 1 if the individual is not censored, i.e. the exact lifetime is observed
~ | 0 if the individual is censored, i.e. the exact lifetime is not observed

10



The pair of random variables (7, J) represents now all available information in the data. As an
example consider the case described in Figure 2.2: Death of observations 1 and 3 are observed
within the survey, thus their exact lifetimes X; and X3 are known. Observations 2 and 4 survive
beyond the end of the survey. Their exact lifetimes are unknown and Cg") and Cy) are their
censoring times, respectively.

Start of Survey End of Survey

Figure 2.2: Right-Censoring

Further one distinguishes Type I and Type II censoring: In the case of Type I censoring we
specify for each individual a fixed point in time until this individual is observed. The censoring
time C") is known in advance. If the event did not occur, the observation is censored. Therefore
the number of individuals in the survey is random, whereas the observation time is fixed.

In the case of Type II censoring, this is the other way round: We start with n individuals and
observe these individuals until » < n events, are observed. Thus this observation consists of the
r smallest lifetimes and the theory of order statistics can be applied. As already mentioned, in
this case the number of individuals in the survey is fixed and the observation time is random.

Further special cases of Type I censoring are the so-called progressive and generalized Type I
censoring. In the first case we have different, fixed-sacrifice censoring times, and in the latter the
individuals enter the survey at different times and are then observed for a certain predetermined
time. Progressive censoring is also a special case of Type II censoring, where the first r1,79, ...
events are observed, giving random observation times Ty, , Ty 41, - - -

Left-Censoring

Data are called left-censored, if no information on the date, at which the event of interest
occurred, is available. An example for left-censored data are medical studies, where patients
are examined and we only know that a certain disease occurred before the examination. Thus
the event of interest has already occurred before time C'") and the exact time of occurrence is
unknown. The exact time of occurrence X is less than the censoring time C'). We only know
the exact time of occurrence, if X is greater than or equal to C'"). Analogue to the case of
right-censored observations we can represent the data by a pair of random variables (7', ¢):

x>0l = T=X = observation is not censored
X<C0O = T=0W = observation is censored

11



Thus the observed time of occurrence 7' can be calculated as

T — max < ¥ C'(l)) | X if the exact time of occurrence is observed
- ’ 1 €O if the exact time of occurrence is not observed

The indicator ¢ is a random variable indicating, if the observation has been censored or not:

o 1 if the individual is not censored, i.e. the exact lifetime is observed
~ | 0 if the individual is censored, i.e. the exact lifetime is not observed

Interval-Censoring

If we generalize left and right censoring and combine both this leads us to Interval-Censoring.
Data are called interval-censored, if we only know that the event of interest fell within an interval
of time (L;, R;], where L; denotes the left and R; the right endpoint of the interval.

An example for interval-censored data are actuarial studies, where only the calendar year of
death is known or medical studies, where periodic follow-up takes place and a disease is only
known to have occurred in the time between the last and current follow-up.

Consequently, the data are left-censored, if we use the interval (0,C (l)], and right-censored, if
the interval is (C"), 00]. In the first case the event of interest occurred before C'¥) and in the
last case, the event of interest takes place after time C'(").

Random-Censoring

We call a censoring mechanism random-censoring, if the censoring time C; is a random variable.
This is opposed to right-censoring, where the censoring time C'(") is known in advance.

The analogue to right-censoring is, if we censor an observation ¢, in the case that C; is smaller
than its lifetime X;, the analogue to left-censoring is, if we censor an observation i, in the case
that C; is greater than its lifetime Xj.

2.5 Truncation

Truncation is defined as a condition which screens certain subjects so that the investigator will
not be aware of their existence. We only include individuals in our survey that fulfill a certain
condition. This condition might be the occurrence of an event prior to the actual event of interest.
In this case the data are left-truncated.

For example if we observe in a medical survey only individuals that have been exposed to a
special disease, or if we observe individuals above a certain age. Individuals that experience the
event of interest earlier, e.g. at a younger age, are not included in the survey. If Y is the time
used for truncation, we only observe individuals, which fulfill X > Y. This is in contrast to left-
censoring, where this individual would be included and we would make use of the information
that this individual experienced the event of interest prior to time C'().

Individuals are right-truncated if we include only individuals into our survey that already have
fulfilled a certain condition, i.e. they have already experienced the event of interest. An example
for right-truncated data is a mortality survey based on death records.

In the case of truncated data we have to use a conditional distribution. This has to be accounted
for when constructing likelihood functions.

12



2.6 Likelihood Construction

The different censoring mechanisms mentioned in Section 2.4 affect also the way in which the
likelihood function has to be constructed, since we do not know the exact survival time of
each individual. The independence of individuals and the independence of censoring times are
important assumptions that should be carefully considered. If we observe the exact lifetime of
an individual, the contribution to the likelihood function is of course f(x;).

For right-censored individuals, we only know that they survived at least to time C'("). Therefore
the contribution of these individuals has to be S(C()). Similarly, left-censored individuals,
contribute 1 — S(C (l)), as we only know that the event of interest has already happened before
time C'(). As interval-censoring is a combination of right- and left-censoring and therefore we
obtain a contribution of S(L;) — S(R;).

In the case of truncated data, as already mentioned in Section 2.5, we have to use conditional
probabilities. Thus a left-truncated observation contributes f(z)/S(Y) and a right-truncated
observation contributes f(Y)/(1—S(Y)) to the likelihood function. In the first case observations
have to survive to time Y without experiencing the event of interest and in the second case they
have to experience the event at time Y to be included into the survey, for examples we include
only deaths into the survey.

If censoring and left-truncation is combined and the truncation time Y is independent from
the death time, we replace f(z;) by f(z:)/S(Y), S(C®) by S(CV)/S(Y) and S(C™)) by
S(C))/S(Y). Collecting the observation with exact death times in the set D, the right-censored
observations in the set R, the left-censored observations in the set L and the interval-censored
observations in the set I,we obtain for the likelihood function combining all elements:

L=T] s@)- [T s T (1= s) T (s(z:) - S(Ry) (2.4)
i€D 1ER i€l i€l

In the following we show, how we get to this formula in the case of right-censored data. We
represent right-censored data by pairs of random variables 75, §;, where T; indicates the lifetime
of individual 7 and the indicator variable §; tells us, if the observation 7 has been censored at
time 7; (§; = 0 and consequently T; = C(r)) or died at time T; (0; = 1 and T; = ;). Denoting
X; as the actual lifetime of the individual ¢, we can write T; = min(X;, C(T)). Assuming that
the individual is censored (6; = 0) we obtain:

P(T;,6,=0) = P(T;=C"|5 =0)-P(6; =0)
= P(6; =0)=P(X; >C") = 5(CM)

If the individual is not censored (§; = 1), we have

P(T;,0,=1) = P(T; — o 6 =1)-P(6; =1)

— P(C") =T X, <C"). P(X, < C0)
f(t:) r
sty (1-8(E) =50
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We can summarize both cases in one single expression:
P(ti, 52) = f(ti)(si . S(ti)(lf&)
This leads us for n independent individuals (77}, ;) to the likelihood function fulfilling equation

(2.4), that is in the case of right-censored data

n n

L=T]Pt:.6) =] f(t:)% - S(t:) %)

i=1 i=1

In the case of left-censored data represented by pairs of random variables T, £;, where T; indicates
the lifetime of individual ¢ and the indicator variable €; tells us now, if the observation ¢ has
been left-censored at time T; (g, = 0 and T; = C(l)) or died at time T; (g; = 1 and T; = X;).
Denoting the X; as the actual lifetime of the individual ¢, we can write T; = max(Xi,C(l)).
Assuming that the individual is left-censored (g; = 0) we obtain now:

P(Tje;=0) = P(T;=CW|g=0)-P(e; =0)
= P(g;=0)=PX; <CY)y=1-5W0)

If the individual is not censored (g; = 1), we have

P(Tyei=1) = P(T;=CW|g;=1)-P(e; = 1)
= p(cO=TXx;>cY). P(X;, >cW)
— ot SO0 = 5(t)

We can summarize both cases in one single expression:
P(ts, ) = f(t:)" - (1= S(t:)" )

This leads us for n independent individuals (T7;, ;) to the likelihood function fulfilling equation
(2.4), which is in the case of left-censored data:

n n

L= HP(fi,&') = H ft)E - (1— S(ti))(lfﬂ)
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Chapter 3

Markovian Multi-State Models

In this chapter we explain the setup of discrete and continuous-time Markovian multi-state
models. Multi-state models are a common tool to describe the life-history of an individual and
thus ideal for our purposes. Through its lifetime, from birth to death, each individual visits
different states. Some might be visited only once, some more frequently and even some not at
all. Certainly the state "Dead” is eventually visited. We have to choose the states of the model
in such a way that at each point in time an individual can be contained in exactly one state.
Individuals are observed over time and we record their transition between states.

For example in the Illness-Death model (Figure 3.1) there are three states, ”Disease-Free”,
”Diseased” or ”Dead”. Generally we label the states from 1,..., K and collect them in the state
space, denoted by S. The set S is supposed to be finite. The states should correspond to the
events we want to observe that result then in transitions between different states.

These transitions between different states can be described by transition probabilities or tran-
sition intensities. We are going to define these quantities and derive their properties such as
the Chapman-Kolmogorov equations, as well as the relationship between the transition proba-
bilities and transition intensities which is given by the Kolmogorov differential equations. The
transition probabilities are collected in the transition matrix. This matrix is responsible for the
development of of the Markov chain in discrete-time or the Markov process in continuous-time,
and thus the quantity of interest. In Chapter 4 we are then going to define a non-parametric
estimator for this transition matrix.

A12(t
(1): Disease-Free 12(t) (2): Diseased

)\13 (t) /\23 (t)

(3): Dead

Figure 3.1: Illness-Death model
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In the Illness-Death model the events ”Recover from Disease”, ”Disease” and ”Death” are the
events of interest. We want to calculate probabilities like the probability of being ”Disease-Free”,
”Diseased” or "Dead” at time t.

In Figure 3.2 we sketched the possible life-history for three individuals: The first individual
(Person A) might start in state ” Disease-Free”, get ill after some time and recover again. Another
individual (Person B) dies after being diseased for some time and a third one (Person C') dies
without being diseased at all.

It is obvious that, already in this three-state model, various states have different properties.
Whereas transitions in both directions are possible between the states ” Disease-Free” and ”Dis-
eased”, there is only the transition from ”Disease-Free” to ”Dead” or ”Diseased” to ”Dead”
possible. We call the states ”Disease-Free” and ”Diseased” transient states and the state ”Dead”
an absorbing state, as no transition out of this state is possible.

Person A
Disease-Free
Diseased | ... ] e o
Dead B PP PSP Person B
o Person C
Start of Survey End of Survey

Figure 3.2: Life-history in the Illness-Death model

Definition 3.1 (States of a Multi-State Model) Haberman and Pitacco (1999) defined the
different states, that might occur in a multi-state model, as follows:

e transient state: it is possible to leave and to re-enter this state;
e strictly transient state: it is not possible to enter this state once it has been left;

e absorbing state: it is not possible to leave this state once it has been entered;

Generally the set of possible transitions between states, we want allow for in our model, is a
subset of the set of pairs (i,). We call this set F and write

F C{(i,9)]i # j;i,j € S}

The pair (S, F) is called a multi-state model. It describes the different states, an individual can
be observed in, and determines the possible transitions between the states, that can be visited
by an individual. We assume that from the initial state all states j € S can be reached. This is
in contrast to the general Markovian multi-state model, where no-accessible states are possible.
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3.1 The time-discrete Markov Model

Definition 3.2 (Time-discrete Markov Chain) Consider a time-discrete stochastic process
S(t), t=0,1,... € T, with a finite state space S We say that S(t), t =0,1,..., is a time-discrete
Markov chain if, for any n and each finite set of integer times 0 < tg < ... <t, <t<u €T
and corresponding set of states ig,...,in,1,j in S and T € R with

P(S(to) = ig, ..., S(tn) = in, S(t) = i, S(u) = §) > 0,

the Markov property holds:
P(S(u) = jI S(to) = oy, S(ta) = in, S() = i) = P(S(w) = | S(t) =4)  (3.1)

Thus for a Markov chain the probability of being in state j in the future, i.e. at time u, only
depends on the exact present, i.e. the state occupied at time ¢. The history or past of the process
from time ty up to time t, is irrelevant. One also can say that, when the present is fixed, the
future and the past of the process are conditionally independent.

Theorem 3.1 A stochastic process {S(t), t € T'}, is a Markov Chain if, and only if the following
holds for alln>1,tg < ... <tp, €T and ig,...,in €S:

n—1

P(S(to) = io, PN ,S(tn) = Zn) = P(S(to) = io) . H pik7ik+1(tk7 tk+1) (3.2)
k=0

where p;, iy, (tk, te41) is the probability of transferring to state i1 by time t41 given that the
Markov Chain has been in state iy at time ty (see Definition 3.4).

Proof:
9 : b

Assume S(t),t € T, is a Markov Chain with P(S(t9) = ig,...,S(tn) = iy) > 0. Using the
Markov property (3.1) it follows that

P(S(to) = io, N ,S(tn) = Zn) = P(S(to) = io, N ,S(tn_l) = in—l) . pin,hin(tn—h tn)
Using complete induction we derive above equation (3.2).

77<:77
Assume equation (3.2) holds, then we have for P(S(t1) =i1,...,5(tn) =in) >0

P(S(tn) = in| S(to) = 0, ..., S(tn_1) = in_1) =
P(S(tn) = in,S(to) = d0,...,S(tn—1) = in-1)

P(S(to) =i0, .-, S(tn—1) = in_1) B
P(S(to) =i0) - TIr—g Pipsipss o tigr)

)
P(S(to) = i0) - [T720 Pirsinss (tes ths1)
pin—l,in(tnflatn) = P(S(tn) = Zn| S(tnfl) = Z.nfl)

which is nothing else than the Markov property (3.1). Thus according to the definition it follows
that S(t), t € T, is a Markov chain. O
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Definition 3.3 (Time-Homogeneous Markov Chain) We call a Markov chain S(t), t € T,
time-homogeneous, if for all s,t € R, i,j € S with P(S(s) =1i) > 0 and P(S(t) =1i) > 0 and
h > 0 the following property holds:

P(S(s+h)=74]S(s)=1) = P(S({t+h)=7j|S(t)=1)

Otherwise the process is said to be time-inhomogeneous.

3.1.1 Transition Probabilities

Definition 3.4 (Transition Probabilities) The conditional probability of being in state j at
time u given having been in state i by time t, i.e. P(S(u) = j|S(t) = i), is called transition
probability and denoted by p;;(t,u).

pij(t,u) == P(S(u) = j| S(t) =) 0<t<wueT i,j€S8

It is worth mentioning that this definition applied to p;;(¢,u) does not require the process to
stay in state 7 in the interval (¢, u). Excursions to other states are possible. The individual starts
at time ¢ in state ¢ and has to be back in state ¢ by u. Transitions to other states in (¢, u) are not
excluded. If we do not want to allow for transition to other states in (¢,u), we have to introduce
a modified transition probability pj;(t,w); this will be done in Section 3.1.2.

The transition probabilities are the quantities that determine the behavior of the Markov chain.
For a time-homogeneous Markov chain the transition probabilities do not depend on the time
and therefore we define

pij(h) == pij(s,5s+ h)

This means that for a time-homogeneous Markov chain the transition probabilities depend only
on the time difference and not from the time-level reached. For example in a simple two-state
model the probability of dying in the next ten years for a 20-year old live would be the same as
for a 50-year old live.

The conditional probabilities also satisfy the so-called Chapman-Kolmogorov equations, which
are written in the discrete case as

Theorem 3.2 (Chapman-Kolmogorov Equations)

keS

Proof:

For w =t or w = w this is obviously true (see Definition 3.5).

Let ¢t < w < u and define using the assumption P(S(t) =1i) >0
S§* = {keS|pi(t,w) # 0}

= {k e S|P(S(w) = k[S(t) = 1) # 0}
(k€ S|P(S(w) =k, 8(t) = i) # 0}
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We can then write p;;(t,u) as follows:

pislto) = P(S(u)=jlS(t) =)
= 37 P(S(u) = §, S(w) = k| S(t) = i)
keS*
— 3" P(S(w) = k| S() = i) - P(S(u) = j| S(w) = k, S(t) = )
keS*

= D pislt,w) - prj(w, )

keS*
keS
Od

Haberman and Pitacco (1999) use a special case of the Chapman-Kolmogorov equations, setting
w =t + 1. The equations (3.3) can then be rewritten as

pij(tu) = > pilt,t+1) - prj(t + 1, w)
keS

This means that we can derive any conditional probability p;;(t,u) from the set of one-year
transition probabilities p;x(¢,t+ 1). We denote the one-year transition probabilities by p;x(2) :=
pik(z,z + 1), where z = 0,1,... . If pj(2) is independent of z, the corresponding process is
time-homogeneous. That is at each age the probability of transition is the same.

Definition 3.5 (Transition Matrix) A family (p;;(t,u))
following properties are fulfilled:

i 1s called a transition matriz, if the

o pij(t,u) >0 Vi,jeS andt<ueT
® > jeshij(t,u) =1 VieS
e For P(S(t) =1i) > 0 the following holds:
1 i=j -
pij(t,t):{o i Vi,jeS
o pij(t,u) = pesPik(t,w) - prj(w,u) fort <w <ueT, P(S(t)=1i)>0andi,j€S

Theorem 3.3 For a Markov chain S(t), t € T, (pij(t,u)), . is a transition matriz.

/[:7-7
Proof:

This theorem follows directly from the Chapman-Kolmogorov equations. O
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3.1.2 Occupancy Probabilities

Definition 3.6 (Occupancy Probabilities) The following probabilities are called the occu-
pancy probabilities:

pii(t,u) = P(S(z) =1 for all z € [t,u]| S(t) = 1)

where ¢ < u. In contrast to the transition probabilities the process stays in the interval [¢,u] in
state ¢. In case of a transition probability it would be sufficient to be in state ¢ at time ¢ and
after an excursion to other states to be back in state ¢ by time u.

Because of their similar nature to the transition probabilities, the occupancy equations satisfy
also a set of Chapman-Kolmogorov equations, however, a different one.

Theorem 3.4 (Chapman-Kolmogorov)

The proof of this theorem is analogue to the continuous case as in Theorem 3.8, which can be
found in Section 3.2.5.
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3.2 The time-continuous Markov Model

The definitions of the time-continuous case are very similar to the discrete one. Therefore we
only quote the necessary definitions in this section and highlight, where additional requirements
are needed. Further we introduce transition intensities and derive their relationship to transition
probabilities given by the Kolmogorov differential equations.

Definition 3.7 (Time-continuous Markov Chain) Consider a time-continuous stochastic
process S(t), t > 0, with a finite state space S. We say that S(t), t > 0, is a time-continuous
Markov chain if, for any n and each finite set of integer times 0 <tg < ... <t, <t <u €eR
and corresponding set of states ig,...,in,1,5 €S with

P(S(tg) =ig,...,S(tn) =in,S(t) =1,S(u) =j) >0,
the Markov property holds, that is

P(S(w) = j1 S(to) = o, -, S(tn) = in, S(t) = i) = P(S(w) = j| S(t) = ).

3.2.1 Transition Probabilities

Definition 3.8 (Transition Probabilities) The conditional probability of being in state j at
time u given having been in state i by time t, i.e. P(S(u) = j|S(t) = i), is called transition
probability and denoted by p;j(t,u):

pij(t,u) == P(S(u) = j| S(t) = 1) 0<t<u i,jES

Definition 3.9 (Time-Homogeneous Markov Chain) We call a Markov chain Si;t > 0,
time-homogeneous, if for all s,t € R, 1,5 € § with P(S(s) =1i) > 0 and P(S(t) =) > 0 and
h > 0 the following property holds:

P(S(s+h) = j|S(s) = i) = P(S(t+ h) = j| S(t) = i)
Theorem 3.5 (Chapman-Kolmogorov Equations)
pij(t’u) = Zpik(t’w) 'pkj(w’u) t<w<u 1,J € S (34)
keS

This is intuitively clear: We are starting in state ¢ at time ¢, visit some state k at time w before
we arrive in state j by time u. Summing over all possible states k, visited at time w, we obtain
the probability p;;(t, u).

Proof:

pij(t,u) = P(S(u) =j|S(t) =1)
= " P(S(u) = j,S(w) = k| S(t) = 1)
keS

= Y P(S(w) =k S(t) =) P(S(u) = j)| S(w) = k,S(t) = i)
keS

= Y P(S(w) =k[S(t) =1d)  P(S(u) = j)| S(w) = k)
keS

= > pirlt,w) - prj(w, )

keS
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The unconditional probabilities P(S(u) = j) can be easily computed using the initial distribution
a; == P(S(0) = i) and the conditional probabilities:

P(S(u)=j) = Zai - pij(0, u)
€S

Proof:

P(S(u)=j) = Y P(S(u)=j,5(0) =1)

€S

= > P(S(u) = j| S(0) =) - P(S(0) =)
1€S

= Z Qg+ pij(o’ u)
1€S

a

Definition 3.10 (Transition Matrix) A family p;;(t,u) is called a transition matriz, if the
following properties are fulfilled:

o pii(t,u) >0  Vi,jeSand0<t<u
* Yiespij(tbu)=1  VieS
e For P(S(t) =1i) > 0 the following holds:

1 1=9 .
Pij(t7t):{ 0 2.7&; VieS

This is to ensure that the stochastic process is at any time in exactly one state and therefore
well-defined.

o pij(t,u) = pespin(t,w) - prj(w,u) for 0 <t <w<wu, P(S(t)=14)>0andi,jeS

3.2.2 Transition Intensities

Definition 3.11 (Transition Intensities) We define the transition intensities for all i # j
and t > 0 as follows:

. pij(t, t+dt) . P(S(t+dt)=j|S(t) =1)
77 t) := 1 |
i (1) dis0 dt i dt

where we assume that this limit exists and that the intensities are integrable on compact intervals.

(3.5)

Further we define for alli € S andt >0 :

pii(t) = — 3 (1)

J#
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For a time-homogeneous process j;;(t) reduces to time-constant function z;;:

iy () i= lim Db )

dt—0 dt — Hij

From this definition we can interpret the product pu;;(t)dt as the conditional probability of
making a transition from state i to state j in the small interval [t,¢ + dt) after having been in
state ¢ at time ¢.

Definition 3.12 (Intensity of Decrement) Summing up the transition intensities out of state
i, we define the total intensity of decrement from state i as

)=y (1)
J#i
We can interpret p;(t) as the conditional probability of leaving state ¢ in the small interval

[t,t + dt) to any other state, given to be in state i at time ¢. We can re-write p;(¢) in terms of
the transition probabilities using (3.5):

pii(t,t + dt
pi(t) = Z 73 )
j#

= lim
dt—0

t
JFi
— lm 1— piz’(ta t+ dt)
dt—0 dt

In the following we will derive two important differential equations, that are commonly used in
Markovian multi-state models, the Kolmogorov forward and Kolmogorov backward differential
equations, which can be proved using the Chapman-Kolmogorov equations.

Both equations give the relationship between the transition probabilities and the transition

intensities in a Markovian multi-state model. As we will see for the case of a three-state model
in Example 3.1 and Example 3.2 both differential equations lead to the same results.
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3.2.3 Kolmogorov Forward Differential Equations

Theorem 3.6 (Kolmogorov Forward Differential Equations) The Kolmogorov forward dif-
ferential equations are given for all states i, j and 0 < z < t with the boundary condition

pij(z,2) = di5 by

Do) = Y palet) - mag(0) — piz,0) - 150

k#j
= > Pz t) - g (1) = pig(2,) - Y () (3.6)
k#j k#j

Proof:

We can write the Chapman-Kolmogorov equations as

pij(zt+dt) = pir(z,t) - prjlt,t + dt) + pij(2,t) - pjj(t,t + dt)
ki

This gives:

pij(z,t +dt) — pij(2,1) Pkt T +dt) pjj(t,t+dt) —1
RN T i ,t .

k#j

Since the transition probabilities are probabilities, the sum over the p;x (¢, ¢+ dt) should be equal
to one for fixed ¢t and ¢ + dt. Summation is done over all possible states k, that can be reached.
In other words, the probability of staying in state i and the probabilities of leaving state 7 to
any other state k, has to be equal to one (see Definition 3.10).

Soppltt+d) =1 = 1-p(t,t+dt)=> pp(t,t+d)
Kes e

Inserting this in above equation we obtain:

pij(z,t +dt) — pij(z,t) Z Pkt +dt) pj(t,t + dt)
pl - 7, pz] z, t 27

dt dt dt
k#j k#j

Letting dt — 0 the final result is:

ij(z,t +dt ij(z,t) (t,t+dt (t,t+dt
limp](z +dt) — pis(z, ZszZt hmpikj( + >—pw(zt) hmzpijk( + dt)

dt—0 dt dt 8
k#j k#j

dtpl] szk Z, t /Mc] pij('z’t) ) Zﬂjk(t)
k#j k#3j

a

Haberman and Pitacco (1999) interpreted this as follows: The transition probabilities start in
state ¢ at time z. The left-hand side of the Kolmogorov forward differential equations represents
the change in the probability of entering state j over the small interval [t,¢ + dt), whereas the
right-hand side represents the probability of entering state j starting from any state k, k # j
minus the probability of leaving state j in the small interval [t,t + dt).
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Example 3.1

Consider in the following the Illness-Death model (Figure 3.1) with states ”Disease-Free”, ” Dis-
eased” and "Dead”, labeled 1, 2 and 3, respectively. In the following we are going to write down
the Kolmogorov forward differential equations (3.6) and obtain their solutions. First notice that
we exclude transitions from state 2 to 1, that is a transition from state ”Diseased” to ”Disease-
Free”; thus ue; = 0. The same holds for transitions from state 3 to 1 and 3 to 2 for obvious
reasons. Recall that the Kolmogorov forward differential equations have the form

dt

k#j

k#j

This gives for the conditional probability from state 1 to state j € S

d
— t
dtpn(z )

d
— t
dtpm(z )

d
— t
dtp13(27 )

p12(2,t) - po1(t) + p13(z, t) - ps1(t)
—p11(z,1) - (pa2(t) + pas(t))

p11(z,t) - pa2(t) + pi3(z,t) - pusa(t)
p11(2,1) - pa(t) — pra(z, t) - pas(t)
p11(2,t) - pas(t) + pra(z,t) - pas(t)
p11(2,t) - pas(t) + pra(z,t) - pas(t)

For transitions out of state 2 we have

d
— t
dtp21(2 )

d
— t
dtPQQ(Z )

d
— t
dtp23(27 )

p22(2,1) - pa (t) + pas(z,t) - i (t)
0

p21(2,t) - pa2(t) 4+ pa3(z,t) - pusa(t) —
—p22(2,t) - po3(t)

)
(
t) 4+ p2a(z,t) - po3(t) —
)

pa1(z,t) - ps(
paa(z,t) - pas(t

—pu(z,t)-

— p12(z,t) -

—pi3(z,t) -

—pa1(z,t) -

p22(z,t) -

p23(z,t) -

Finally the equations for transitions out of state 3 are the following:

d
— t
dtp?’l(z’ )
d
— t
dtp32(2, )

d
— t
dtp33(2, )

p32(2,t) - po1(t) + pas(2,t) - ps1(t)
0

p31(2,t) - pa2(t) + pas(2,t) - ps2(t)
0

p31(2,1) - 13(t) + p32(z,t) - pas(t)
0
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—p3i(z,t) -

—p3a(z,t) -

—p33(z,t) -

@ sty = = pin(zt) g () — pij(zt) - D pin(t)

(112(t) + p13(t))

(1121 (t) + p23(t))

(131(t) + ps2(t))

(112(t) + p13(t))

(1121 (t) + p23(t))

(131(t) + ps2(t))

(p12(t) + pas(t))

(p21(t) + p23(t))

(131 () + p32(t))



Note that a transition intensity of zero implies a transition probability of zero, as well. Further
it is important to note the boundary conditions p;;(z, 2) = 6;;, which are in our case

pii(z,2) =1
pa2(z,2) =1
p33(z,2) =1

All other transition probabilities are zero, e.g. p12(z,z) = 0. Using these boundary conditions
we can solve the above equations and obtain for p1; and similar for pey the following solutions:

Sont) = —pulet) - (uslt) + us(0)
m : %pu(z,t) = —(p2(t) + ps(t))
Shpu(at) = = (pizlt) + pas(0)
/t 4 Inpp(z,u)du = — /t (112(u) + pas(u)) du
z du ’ z

- / (r2(t) + pns () du

Inp11(2,t) — Inp1i(z, 2)
=1

t
pite) = ep{- [ (o) + () d
z
The solution for pas can be derived in an analogue way:

pa2(z,t) = exp {— /: Mzg(u)du} (3.8)

Using the properties of the transition matrix we get

p3(z,t) = 1—pu(zt) —pia(z,1)
p23(z,t) = 1—par(z,t) —paa(z,t) =1 —paa(z,t)

which leaves us to solve (3.7) for p12(z,t). This differential equation is a first order linear differ-
ential equation and can be solved using the variation of constants method. Given a differential
equation of the form y' = a(z)y + b(x) it follows that y’ = a(z)y is its homogeneous differential

equation with solution
Yy =cC-exp {/a(u)du}

for ¢ € R and the solution of the original differential equation is given by

y= </ [b(s)-exp{—/a(u)du}] ds+c> -exp{/a(u)du}
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Applying these results to equation (3.7) we obtain as its homogeneous differential equation

d
%pm(%t) = —p12(z,t) - pas(t)

which has similar to (3.8) a solution of the form

p12(z,t) = c-exp {— /: Mgg(s)ds}

Thus the solution for pia(z,t) is

< pu1(z ) - o (u) -exp{/zuugg(s)ds}du+c> -exp{—/:,ugg(s)ds}
= /tpn ) - p2(u) - eXP{/Zu/@s(S)dS} 'GXP{—/:M%(S)dS}dU+C'GXP{—/:M23(5)dS}
/tpu (2,0) - praa(u )exp{—/ut,ugg(s)ds}du+c~exp{—/:,u23(s)ds}

= /zpn(Z,U) M12(U)'P22(Uat)du+c‘exp{—/:M%(S)ds}

p2(z,t) =

Taking into account that pi2(z, z) = 0, as required by the boundary condition, we have to choose
¢ =0, and the solution of (3.7) is therefore

p12(z,t) = / p11(2z,u) - pia(w) - poa(u, t)du

Summarizing the solutions of the three-state model we have

pulat) = o= [ () + sty

¢
p12(z,t) = / p11(z,w) - pio(u) - paa(u,t)du
p3(z,t) = 1—piu(zt) —pia(z,1)
pai(z,t) = 0
¢
pa2(2,t) = exp {— / uzs(u)dU}
p23(27t) =1 _p22(27t)
p3i(z,t) = 0
p32(z,t) = 0
p33(z,t) = 0
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3.2.4 Kolmogorov Backward Differential Equations

Theorem 3.7 (Kolmogorov Backward Differential Equations) The Kolmogorov backward
differential equations are given for all states i, j and 0 < z < t with the boundary condition

pij(t,t) = dij by

d
—pij(2t) = pii(nt) a(2) = Y pin(e) paj(2.1)
z
ki
= pii(zt) Y paw(2) = > pin(2) - prj(z,t) (3.9)
k#i k#i

Proof:

We can write the Chapman-Kolmogorov equations as

pij(2,t) = pii(z, 2 + dz) - pij(z + dz, t) + sz‘k(?«‘, z+dz) - prj(z + dz,t)
ki

Again using Definition 3.10 for p;x(z, z 4+ dz) it follows that

Zpik(z,z—i-dz) =1 = pii(z, 2z +dz) =1— Zpik(z,z—&-dz)
keS ki

We obtain:

pij(z,t) = [1— Zp“f(z’ z+dz) | -pij(z+dz,t) + Zpik(z,z +dz) - prj(z + dz,t)

ki ki
This leads to
pij(z +dz,t) —pij(2,t) pir(2, 2 + dz)
DB ey P
k#i

; d

- ) s
‘ dz
ki

Letting dz — 0 we finally obtain:

- pi(z+dat) —pi(zt) L - pik(z, 2z + dz)

d1z1£10 dz = lim pij(z +dz, 1) - 27;1 dz
. pir(z,z+dz) A

> g, P e

d
d—Pz‘j(Z,t) =pij(z,t) - E ik (2 E pik(2) - prj(z,t)
2 /
ki ki
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Example 3.2

It should be clear that we arrive at the same solutions as in Example 3.1 starting with the set
of Kolmogorov backward differential equations (3.9), that are

d%p@-j(z, £) = pij(2t) - D min(z) = D pj(2,1) - pin()
ki ki

For our three-state model, in addition to the boundary conditions p;;(t,t) = d;;, the following
equations hold:

Lpuet) = pralet) - (u2(e) + 1s()) — (a1 (2 0) - 12(2) + pon(a,0) - pss(2)
= pu(z,t) - (r2(z) + p13(2))

Lpialt) = piale ) (nale) + ps(2)) — el nalz) +psale 1) - pss(2))
= pi2(2,t) - (p12(2) + p13(2)) = p22(2,1) - pua2

d%pl:s(zat) = p13(2:1) - (L12(2) + p13(2)) — (p23(2, 1) - pa2(2) + ps3(2,1) - ps(2))
= pi3(z,1) - (H12(2) + pas(2)) — (P23(z, 1) - p2(2) + p3s(z,t) - pas(2))

d%pm(z,t) = p21(2,1) - (p21(2) + p23(2)) — (p11(2,1) - p21(2) + p31(2,1) - pas(2))
=0

d%pzz(zat) = paa(2,1) - (u21(2) + p23(2)) — (p12(2, 1) - p21(2) + ps2(2,1) - p2s(2))

© K23

(2,1)
(2,1)
d%ng(z,t) = pas(2,1) - (n21(2) + p23(2)) — (p13(2, 1) - po1(2) + pss(2,1) - pas(2))
(2,1) - 23 — p33(2,t) - pos

(2,1)

d%psl(zi) = p31(z,1) - (u31(2) + ps2(2)) — (P11(2,1) - p31(2) + pa1(2,t) - ps2(2))
d%pw(zﬂf) = p3a(z,t) - (u31(2) + ps2(2)) — (P12(2,1) - p31(2) + p22(2,t) - ps2(2))

To(nt) = paalet) - (as1(2) + =) — (rae, ) s (2) + pasle, ) - al=)

We obtain again the following solutions for pi1(z,t) and paa(z,t):

pult) = oo~ [ () + sty

p22(z,t) = exp{—/:,uzg.(u)du}
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Since in the case of p11(z,t)

dilzpn(z,t) = pul(zt) - (H12(2) + ps(z))
p11(1z,t) ' d%pn(%t) = p2(2) + ps(2)
di npi(zt) = ma(2) + ms(2)

/Z diulnpn(u,t)du = /Z (p12(w) + pas(u)) du

Inpii(t,t) —Inpu(zt) = /t (112(u) + paz(u)) du
-0 N

t
pilet) = o= [ o) + () d
z
Again using the properties of the transition matrix we get
ps(z,t) = 1—pulzt) —pizt)
p23(z,t) = 1—pa(z,t) —p2(zt) =1-pn(z,t)

Finally, using the variation of constants methods, we write down for p12(z,¢) the homogeneous
differential equation, that is

d;‘im(z, £) = pra(z,t) - (m12(2) + p13(2))

with solution

pra(est) = e exp = [ (uiat) + s
where ¢ € R. Thus the solution of the inhomogencous differential equation is
pa(ert) = ([ atat) pnat) e { [ Gurato) + st ds fauct ) e { = [ unats) + o) s
= [ pmtt) st e { [ i)+ s s exp {= [ its) + st ds
© ocoexp {_/: (12(5) +u13(s))ds}
= [ pmtwt) st e {= [ i)+ st asfdu+coexp {= [ ) + pato s
= [ pmlot) pate) pueiduct e {= [ Guats) + o) a5

In order to fulfill the boundary condition p12(z,z) = 0, ¢ is chosen to be equal zero and our
solution is

prafz,t) = / P11 (2,0) - pina(u) - paa(us )

This shows that we derived the same solutions as in the case of the Kolmogorov forward differ-
ential equations as in Example 3.1.
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3.2.5 Occupancy Probabilities

Definition 3.13 (Occupancy Probabilities) The following probabilities are called the occu-
pancy probabilities:

pii(t,u) = P(S(z) =1 for all z € [t,u]| S(t) = 1) t<u

Further we assume that the probability of two or more transitions in the small interval [t,t + dt)

is o(dt), where limg;_o4 % =0.

In contrast to the transition probabilities the process stays in state ¢ during the time spent in
the interval [t, u]. In case of a transition probability it would be sufficient to be in state i at time
t and to be back in state ¢ by time w.

Whereas the Chapman-Kolmogorov equations (3.4) hold for the transition probabilities, we have
for the occupancy probabilities the following equations:

Theorem 3.8 (Chapman-Kolmogorov)
pii(t, ) = pii(t, w) - pii(w, w) t<w<wu

This means, surviving in state ¢ from time ¢ to u can be seen as a two step process; first surviving
in state ¢ from time ¢ to w, and secondly from time w to .

Proof:

pii(t,u) = P(S(z) =1 Vzeltu]|S(E) =1)

t,wl,S(z) =i Vze€ [w,ul|S(t)=1)
_ P(S(z)=1 VYze[t,w],S(z) =1 Vzew,u])
P(S(t) =1)
_ P(5(z) =i Vzelt,w]) P(S(z) =i Vze[t,w],S(z) =i VzE€ w,ul)
P(S(t) =1) P(S(z) =1 Vze [t,w])
= P(S(z)=1i Vzelt,w]|S{t)=1i)-P(S(z)=1i Vzew,u]|S(z)=i Vzet,w])
= P(S(z)=1i Vzelt,w]|S{t)=1i) -P(S(z)=1i Vze€ w,u]|S(w)=1)

Haberman and Pitacco (1999) use the transition and occupancy probabilities as a tool to formally
label the states of a Markov process. For 0 < ¢ < u we have the following:

e State 7 is a transient state, if p;;(t,+00) = 0; once we have entered state i we can leave
and re-enter state ¢ as many times as we like.

e State i is a strictly transient state, if p;;(t,u) = pji(+,u) < 1; once we have entered state i,
we can either stay in state ¢ or leave, but not return to this state.

e State ¢ is an absorbing state, if p;;(t,u) = 1; once we have entered state 4, there is no
way out of this state. We have to remain in state ¢, for example the state "Dead” in the
Illness-Death model.
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Theorem 3.9 (Differential Equations for Occupancy Probabilities) For the occupancy
probabilities the following differential equations holds:

() = bl 0) ilt) = —pa(=0) - 3 pas(t)
ki

The solution of this differential equations with boundary condition p;i(z,z) =1 is

pii(z,t) = exp —/ Zuik(r)dr

ki
Proof:

For the occupancy probabilities we have, using Theorem 3.8, the following relationship:

pii(z,t +dt) = pii(z,t) - pii(t, t +dt).
From here it follows that
pi(z,t +dt) —pi(z,t)  pulz,t) (pu(t,t +dt) = 1)
dt dt
The probability of two or more transitions in the interval [t, ¢ + dt) is by Definition 3.13 o(dt):

pii(t,t + dt) + o(dt) = pii(t,t + dt)

Thus we obtain

pii(z,t +dt) —pulz,t) o) 1 —pii(t, t+ dt) + o(dt)
dt - TP dt
(ot 4 db) —pi(2.t pi(t,t + dt) + o(dt
i PEEEEA) —palat) 2 ki Pik( ) + o(dt)
dt—0 dt - dt—0 dt
d
Pzt = —pilzt)- Z pik (t)
ki
To derive a solution of this differential equations we write further
1 d d
(Z t) d pm 2, t Zﬂzk = d lnp“ 2, t Zﬂzk
Pii\z, ki ki

Integrating from z to ¢ gives

tdq
Inpii(z,t) —Inpyu(z,2) = / o In psi(z,7) / Z,uik(r)dr
ii ii _dr

% ki

pii(z,t) = exp Z ik (r)dr

)
a
Haberman and Pitacco (1999) note that under mild general conditions on the transition inten-
sities, each set of simultaneous differential equations (Theorem 3.6) or (Theorem 3.9) uniquely
determines the transition probabilities p;;(z,t). The transition probabilities satisfy then the
definiton of a transition matrix (Definition 3.10) and the Chapman-Kolmogorov equations (3.4).
In practice transition intensities are estimated from statistical data and are then used to derive

the transition probabilities via the differential equations.
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Chapter 4

Non-Parametric Estimators

In the situation of survival data we study the time to failure or death for a homogeneous pop-
ulation of n individuals with hazard-rate function A(¢) and cumulative hazard-rate function
At) = fg A(s)ds as introduced in Chapter 2. Another quantity of interest, the survival distribu-
tion function, that gives the distribution function of the time until death, i.e. S(t) = exp {—A(t)}
has also been defined in Chapter 2.

In this chapter we are going to derive estimators for these quantities: The cumulative hazard-
rate function can be estimated with the Nelson-Aalen estimator and the survival distribution
function with the Kaplan-Meier estimator. We are going to show that both estimators are
almost unbiased estimators, and derive estimators for their variances, e.g. Greenwood’s formula,
to calculate confidence intervals.

The Kaplan-Meier estimator can be used in a two-state model with states ” Alive” and ” Death”
to estimate the survival distribution function, the probability of staying in state ” Alive” beyond
a certain time, and thus give an estimate for the transition matrix of a two-state model, where
transitions are only allowed from state ” Alive” to state ”Death”.

If we extend this two-state model to a multi-state model or allow all possible transitions between
states, the Aalen-Johansen estimator is needed to produce estimates of the whole transition
matrix. Looking at this the other way round, the Aalen-Johansen estimator reduces to the
Kaplan-Meier estimator in above mentioned two-state model and the same values are estimated
with both estimators.

Therefore beside the Nelson-Aalen estimator and the Kaplan-Meier estimator we define the
Aalen-Johansen estimator, show above mentioned relationship between the Kaplan-Meier es-
timator and the Aalen-Johansen estimator and give an algorithm for computing the Aalen-
Johansen estimator in different cases.

Before doing so, recall that censoring and truncation are important issues in survival analysis and
have also to be taken in account constructing non-parametric estimators: A sample is subject to
right censoring, that is for some individuals we only know that they survived beyond a certain
censoring time t. As Borgan (1997) points out, we require independent censoring in the sense
that the additional knowledge of censoring before time ¢ does not alter the risk of failure at time
t. Individuals who are censored are at the same risk of failure as those who are still alive and
uncensored. In other words, the censoring process is independent of the survival time.
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To calculate above mentioned estimators we observe a sample of individuals over time and record
information on the times transitions occurred, how many individuals transferred from one state
to another and how many individuals were contained in each state at this time.

Definition 4.1 We define the following quantities:

e 11 <ty < ... are the times, when deaths are observed
e d; is the number of observed individuals that die at t;

e 7, is the number of observed individuals alive and uncensored just prior to t;

If, in addition to right-censoring, the sample is subject to left-truncation, we change the definition
of r;, the individuals at risk for dying at ¢;, to

e 7; is the number of individuals that entered the study before ¢; and are still alive and
uncensored just prior to ;

The quantities d; and r; are realizations of the random variables D; and R;, respectively. They
will be investigated later. Estimates are only defined in the range where data are available. For
values beyond the largest observation the estimates might be spurious. Further we denote by
Fi_ all information available just prior to time ¢.

In the following section three estimators, namely the Nelson-Aalen for the cumulative hazard-
rate function, the Kaplan-Meier for the survival distribution function and the Aalen-Johansen
for the matrix of transition probabilities, are introduced. We follow in our presentation mainly
Klein and Moeschberger (1997), use the paper by Borgan (1997) and the three-part publication
by MacDonald (1996).

34



4.1 The Nelson-Aalen Estimator for the Cumulative Hazard

4.1.1 Definition

The Nelson-Aalen estimator is a non-parametric estimator for the cumulative hazard-rate func-
tion A(t) = [ A(s)ds using censored survival data. It is zero for 0 < ¢ < t; and for ¢t > ¢
we define it as an increasing right-continuous step-function with increments \; := d;/r; at the
observed failure times ¢;, that is

X« d;

A(t) = Z L

r
jitj<t

Lemma 4.1 The variance of the Nelson-Aalen estimator can, according to Borgan (1997), be
estimated with the following formula:

62 :=Var [A(t)] = Z w (4.1)

Jitj<t (rj=1)-13

SN

Proof:

Given all information up to time t; the random variable D; is binomially distributed with
parameters 7; and \;. The quantity \; is the true, but unknown hazard-rate function (2.2), that
is A\j = P ( an individual of ¢; years dies in the small interval [t;,t;41)) = P (Tj = t;|T; > t;).

E[D;| F; | =15 Var[Dj| Fi, ] =1iA;(1 = X) (4.2)
By definition, the random variable R; is, given F3,_, known at time ¢; with value r;. Further,
the random variables D;/R;, j = 1,...,k, are conditionally uncorrelated:
Dy Dy k<t d | Dy Dy, D
E|——|F = —F|—|F, |=F|—=—|F_| E|=|F
[ Ry R; tl:| Tk R; fi— Ry, fi— R; b

Using the decomposition of the variance into conditional expectation and conditional variance
(see the Springer ”Formelsammlung” by Rade and Westergren (1997)) we obtain:

Var [A(t)] = Var [E [A(t)( 7y ||+ B [var [A(t)( 7] (4.3)
We calculate the first term:

E[A)|F, | = > F [%

Jit; <t

ft]} =Y Tiﬁ =2 A

jitj<t J jitj<t

Since this conditional expectation is constant, its variance is zero and the first term in equation
(4.3) vanishes. Using the law of iterated conditional expectation, that is E[X] = E [E[X]|Y]],
we also obtain that the Nelson-Aalen estimator A(t) is almost unbiased for A(t):

E [[\(t)} - F [E [[\(t)(.ﬂj._” =E[Y N =Y %/Ot)\(s)ds:A(t)

Jit; <t Jit; <t

when the length of the interval [t;,t;41) converges to zero for all j.
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For the second term of (4.3) we get:

Var [A(t)‘ftjf] = Z Var [&

R.
jit;<t J

(4.2) 1 1

ft]} = D A=) =) — A=)
jitg<t ' J jitj<t J

Again this is a constant quantity and therefore its expectation is the quantity itself. Adding

above terms together we obtain:

R 1 (7“- —d ) - d.;
v [ ] _ (1 — ) A \rj = 4) "4 ,
ar |A(t) Z - Aj(L= X)) Z - (4.4)
Jiti<t Jit;<t J
This is slightly different to (4.1). But, in order to get an unbiased estimator we use (4.1). Thus it
remains to show now that the estimate of the variance, defined in (4.1), is an unbiased estimator,

ie. E[6?] = E[Var[A®)]] = Var[A(t)]:

. 1 D--(R'—D-) 1 D--(R-—D')
E[6*] = E — L = E|E|— ——2 L7
j_tqu R]z R; -1 j;t R? R; -1 J
S
= E E\D; (Rj —Dj)| F,_
Jtzjét _7“]2 (rj —1) [P (5 7 ]]
o
= D B\ (B[D; R FA, ] - B[D]| 7, ])
re-(r; —1)
Jitj<t L J

(4.2) 1
= Z FE 72 ] A (7“]‘ . ’f'j)\j — Tj)\j(l — )\j) — T‘jz . )\3)]

- > F m'(%"(AJ—A?)—TjAj(l—Aj))]

Ao (1= \s A (1= )\ (4 .
_ Z E |2 ( J):| _ Z i i) WD v ar [A(t)}
. i . T
Jitj<t Jitj<t

O
This shows that the Nelson-Aalen estimator and its variance estimate are almost unbiased.
Further one can show that, for large samples, the Nelson-Aalen estimator is asymptotically
normally distributed for fixed ¢, that is

A(t) ~ AN (A(t),67)

For details see Andersen, Borgan, Gill, and Keiding (1993) Theorem IV. 1.2. pp. 191.

For survival data with no ties the formula for the variance can be reduced further. If we choose the
intervals [t;,t;41) sufficiently small such that only one jump occurs in [¢;,t;41), the assumption
of no ties is reasonable. Then d; takes only a value of one and we obtain:

“ ’f'j—dj-dj 1
P YRR RPIY:

r
Jitj <t Jit; <t J
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4.1.2 The Nelson-Aalen Estimator in a Multi-State Model

The above setup can be interpreted as a two-state model with states ”Alive” and ”Death”.
Extending this to a multi-state model we can assume that either individuals in each state are
subject to more than one type of event, known as competing risk model (see Houggaard (2000)
or Borgan (1997)), or events can happen to each individual more than once.

A well known example of the latter is the Illness-Death model, where individuals can recover
from disease, and ”Dead” is the only absorbing state. More generally we model the live-history of
an individual using a Markovian process with a finite number of states. The transition intensity
from state g to h is denoted by Ay, for g # h. Modifying the definition of ¢;, d; and r; the
Nelson-Aalen estimator can be applied to the cumulative intensities in an analogues way. For
the transitions from state g to h we define:

e {1 <ty < ...arethe times, when transitions, regardless of the states involved, are observed
e dgyp; is the number of individuals that transfer from state g to h at t;
o dyi =D g dgn; 18 the number of individuals that transfer out of state g at ¢;.

e 74, is the number of individuals in state g just prior to ¢;

The Nelson-Aalen estimator for the cumulative transition intensity Agy(t) = f(f Agh(s)ds from
state g to state h is then given by

. dopi
Agn(t) = Z %
jitg<t 97
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4.2 The Kaplan-Meier Estimator for the Survival Distribution

4.2.1 Definition

The Kaplan-Meier estimator, also known as the product-limit estimator, is a non-parametric
estimator for the survival distribution function S(t) using censored survival data. It is one for
0 <t <ty and for ¢t > t; defined as

Sy =[] (1 —Xj) (4.5)

j:tjgt

where 5\j = d;/r;. This is a decreasing right-continuous step-function with jumps only at the
death times. The size of the jumps is determined by the number of deaths at ¢; as well as the
number of censored observations in the interval [t;_1,t;). In the case of no censoring it reduces
to the empirical distribution function.

Lemma 4.2 (Greenwood’s formula) To estimate the variance of the Kaplan-Meier estima-
tor Greenwood’s formula (see MacDonald (1996)) can be used, which is defined as

52 = 5%t)- > 4 (4.6)

e mi (= dg)
Proof:

Given a random variable X,, ~ AN(u,0?) as n — oo and some function f, the Delta-method
states that under mild regularity conditions on f the transformed random variable f(X,) is
asymptotically normally distributed with mean F [f(X,)] = f(©) and variance Var [f(X,,)] =
f(n?)o?. A sequence of random variables X, is asymptotically normally distributed with mean
p and variance o2, that is X,, ~ AN(u,0?), if for sufficiently large n the quantity (X, —
@) /o converges in distribution against a standard normally distributed random variable. To
understand the idea behind the Delta-Method consider the 1%t order Taylor approximation of f:

fXn) &~ f) + (1) - (Xn — )
= Elf(X)] ~ f(u) since E[X,]~p (4.7)
= Varlf(Xa)] = B |(f(X0) = EFX))?] ~ B[/ () (X0 = )]

= (W E[(Xn—p)?] = f'(0)? Var [X,) (4.8)

Now we use that the random variable D; given all information until time ¢;— is binomially
distributed with parameters r; and \;; thus E[S\J‘ Fi;_] = Aj and Var[j\j‘ Fi, ] = Xj(1=Xj)/rj.

[y = ele[y|A )] -ple[2]n ]| e[ - sni-y
var[\j] = EB[var || R ]| +Var[B[N| 5 ]] =B [Var [% ftj” + Var ]
w2 pA-Q _)‘j)} _ A=) B

’I“j T’j
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We apply now in the following the Delta-method with the function f(z) = In(1 — z) to the
Kaplan-Meier estimator:

In(S(t)) = In H 1-X\) | = Z In(1 — A;) (4.9)
E [mS@)} @9 g Z In(1 xj)] — Z E [ln(l - —j)]
@40 j;tlnE [(1 - %)} = j;tlnE [E [(1 - %) J—'th
S p [(1 _ V"JTA)} =Y (- ) (4.10)
Var [ln <1 B Xj)] (45) <1 :1)\j>2 Var(l - XJ] _ <1 _1)\j>2 _ Aj - (ij— Aj)
_ NN d;

d
PR CEr e (4

To obtain the asymptotic expectation and variance of S'(t) we apply again the Delta-method
with the function exp{z} to the above derived results, yielding to:

E [5‘(1&)} = F [exp {ln S'(t)}] (4'7)Q4A10) exp Z In(1 - ;)
jit;<t

jitj<t
Var {S(t)} = Var [exp {ln(g(t))}] (2) St)?-Var {ln S’(t)]
RIS Z ﬁ (4.12)

a

Thus we derived Greenwood’s formula (4.6) and even proved that the Kaplan-Meier estimator

is an almost unbiased estimator.
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Lemma 4.3 The variance estimate (4.6) reduces in the case of no censoring to the binomial
variance, thus we obtain:

6% = : (4.13)

Proof:

In the case of no-censoring the number of individuals at risk at time ¢;41 is equal to the number
of individuals at risk at time ¢; minus the individuals that died at time ¢;, that is 7,11 = r; — d;.
For t), <t < iy, we have:

dj _ Ty —Tj+1
it (= di) - ey T
B Z ( 1 1 )
= 2\
1 1 . r — Tlc—i—l

Tk+1 1 1 Tg4+1

-5 1-50)
7,1‘7%_+1 7“1-3(15)

T1

Thus it follows:

a1 (4;;2) 2 d;
VarlS®) S <t (rj —dj) - r;
a2 L=50)
B S(t) ™ S(t)
S(t) - (1-5(1)

a

This is nothing else than a binomial variance, as in the case of no censoring r1 is equal to n and
the relation S(t) = 741 /r1 holds for all k. If S(t) is the true survival probability at time ¢, the
distribution of survivors to time ¢, denoted by rj1, is binomially distributed with parameters
r1 and S(t). Again, for a large sample S(t) is approximately normally distributed.

In the case of left-truncated observations we use above mentioned modified 7 ;. Using this quantity
all estimation procedures are still applicable, but the result needs a different interpretation, as
probabilities have to be replaced by conditional probabilities.

The Kaplan-Meier estimator is now the probability of survival beyond ¢, conditional on survival
to the smallest entry time, denoted by CW, that is S(t)/S(C®). In a similar way the Nelson-
Aalen estimator estimates the integral of the hazard-rate function over the interval C'® to t,

that is A(t) =[S A(s)ds.
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4.2.2 The Kaplan-Meier Estimator as Maximum Likelihood Estimator
In the Case of No Censoring

In this section we want to derive the Kaplan-Meier estimator as the maximum likelihood es-
timator of the survival distribution function, following MacDonald (1996). We assume that n
lives under observation die at times t1,...,t; where kK < n so that multiple deaths are possible.
The quantities d; and r; are defined as in Definition 4.1 and depend on each other through
the relation r;1 = r; — d;j. We assume that 7,1 = 0, which means that all n individuals die
eventually. Consequently n = 2?21 dj.

Let denote by F' the discrete lifetime distribution with jumps at t1,...,ts, then the probability
of dying at time t; is given by F(t;) — F'(t;—), where the random variable T" denotes again the
future lifetime of an individual. Thus the likelihood can be written as

k k
LF)=[P(T=t)% =[[P(T=t;|T > t;)% - P(T > t;)% (4.14)
i=1 j=1

We want to find a distribution function F' that estimates the true, but unknown distribution
function F' and maximizes L, i.e. F' is the maximum likelihood estimate of F'. We define the
discrete hazard-rate at time ¢; as

P(T

=t;)  F(t;) - F(t;-)
P(T >

t.
12— (4.15)
tj

\j=P(T=1t;]T>t;) = ) 1—F(t;_)

Thus we can calculate with (4.15) one minus the discrete hazard, i.e.

_PT=>t)-P(T=t;) P(T>t)
L=4 = P(T >t;) - P(T >tj) (4.16)

where we interpret to as zero and define P(T > tp) = 1. Multiplying the factors from (4.16) for
j=1,...,r <k we get:

T

B _ P(T>t) P(T>t)
1_[1(1—)\j)—(1—)\1)- .(1—Ar)_P(T7>t;)- -m_P(an)
” =1
From here it follows:
F(tr):P(Tgtr):1—P(T>tr):1—1£[(1—)\j) (4.17)
j=1

More generally we get for t; <t < ;. the following:

Fity=1- JJ a-x)

Jit; <t

Since all lives die, we have r = dj. Thus (1 — A\;)™*~% = 1 and

k k
’I“i:Zdj = ’I“i—di: Z dj (418)
j=i j=i+1
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Using the property (4.18) for 1 — F(t;_) we can write

k k k oj—1
(I=F)® = J[a=Fe® T -x0)%
j=1 j=1 j=1i=1
k-1 k k—1
= [T IT a-2Y=[la-a=mms
i=1 j=i+1 i=1
(4.18) o i—d : d
= A=)t =T[a=x)""
=1 =1

S (F(t) = F(t; )\ d
L(F) = D) (- F(t-)Y
g( 1—F(t;-) )
k
R | BRI
j=1

S

AF (1= X))

A
=~
I
L
— =
<

<.
Il
—

Setting the derivative of the log-likelihood function with respect to A; zero we obtain:

k
OlnL 0
n, oy ;dj'ln)\j+(7“j—dj)'1n(1—)\j)
_ G _ornzd
N 1

Thus the maximum likelihood estimate for A;, denoted by 5\j, is given by

Therefore the maximum likelihood estimate S(t) of the survival function S(t) is given by

Swy=1-Fm=1-(1- ] (1-4) :H<1—%>

Jit; <t Jit; <t

This is nothing else than the Kaplan-Meier estimator as defined in (4.5).

42

(4.19)



In the Case of Censoring

We want to allow now for censoring: As before we have n independent lives that die at times
t1 < ... < tg. Again d; is the number of deaths at time ¢;, but in contrast to the above,
Zle d; = m # n. Let ¢; be the number of censored lives between times ¢; and ¢;;1 at the
censoring times t;,,. .. e, In total we have n —m censored observations. Therefore we get the
likelihood from (4.14) as

k ¢

k
L(F) = [Tt = P - T TT 0= Pt

j=01=1

Since F(t) is a distribution function, it is is non-decreasing. Therefore F(t;) < F(t;;) and we
will bound each factor (1 — F'(t;;)), if we take the smaller value F'(¢;) for all  =1,...,¢;, that
is F(tj)) = F(tj). We also use 1 — F(tg) =1 and r; = Zf:j d; + Zf:j G

k R N I il
L(F) = H(%{Q“))) -H((l—F(tj>>df-H<1—F<tﬂ>>>
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Thus the likelihood for censored observations is bounded by the one derived for no-censored
observations. Thus we obtain the same estimator A; for A; in both cases. The maximum likelihood
estimate for S(t) is therefore the Kaplan-Meier estimator (4.5), as well:
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4.2.3 Relationship between Kaplan-Meier and Nelson-Aalen Estimator

From survival analysis we know that between the survival distribution function and the cumu-
lative hazard-rate function the following relation holds:

S(t) = exp {=A(t)}

Given the Nelson-Aalen estimator it might be tempting to use this relationship as an estimate
for the survival distribution function. Using the approximation exp {z} ~ 1 + x for small x one
could approximate the Kaplan-Meier estimator setting x := —\;:

S(t) = H (1-X\)~ H exp{—j\j} =exp{ — Z \j :exp{—fX(t)} = Snal(t)

Jit; <t Jitj<t Jit;<t

One might receive similar behavior for Sy 4(t) and S(t), but it is important (see Borgan (1997))
that Sy 4(t) is only an approximation of the Kaplan-Meier estimator S(t). It is not the canonical
estimator of the survival distribution function. The approximation is justified in the sense that
the quantity j\j is a small number for large samples and sufficient small chosen intervals [t, t+dt).
But, especially in the lower and upper age ranges, where observations are rare, the result might
be spurious. Further it is worth mentioning that above relation is only valid for the continuous
case. Therefore we introduce a notation that unifies both, the continuous and discrete-time case:

3 L dS(u)
0 S(u—)

where S(u—) is the left-hand limit of the survival distribution function.

A(t) = (4.20)

For an absolute continuous distribution this becomes

Alt) = — ; CAZS‘S(YSL_); :—/0 dlnS(u):—lnS(t):/O Au)du

For a discrete distribution we have:

A =- [ LW s,

o S(u-) jitj<t

The above statements follow from the definition of the hazard-rate function and the relationship
F(t) =1— 5(t), that gives us dF(t) = —dS(t).

<
M) = lim P(t<T <t+dt|T >1)
dt—0t dt
F(t+dt) — F(t)
11m
dt—o+ dt (1 —F(t))
dF(t)

1- F(t)
—dS(t)
S(t)
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Using a product-integral, that is the limit of approximating finite products in a similar manner
as the ordinary integral is defined as the limit of approximating finite sums, for details see Gill
(2001), we can express the survival distribution function as

S(t) = T (1 - dA(w)) (4.21)

0<t
The actual definition of the product-integral is

S =T -dA@w):=  tim T = (A®) = Alti 1))

o<t max\ti—ti_H\—»OOSt

where the limit is taken over a sequence of finer and finer partitions 0 < tg <t1 < ... <t =1
of the time interval [0, ¢].

The hazard dA(u) can be interpreted as the probability of dying in the interval [u, u+ du) given
survival to time u. Consequently 1 —dA(u) is the probability of surviving the interval [u, u + du)
given survival to time u. Multiplying over all small intervals [u, u+du), that make up the interval
[0,%), is then the unconditional probability of surviving up to time ¢. Therefore equation (4.21)
is for t;, <t < tg41 the limiting case of

(1—P(T <t|T > ti1))

k k
=1

St)=P(T >t)=[[P(T>t|T >t 1) =
=1 i
For a continuous distribution expression (4.21) is equal to

S(t) = T(1 = dA(u)) = exp {~A(t)}

0<t
For a discrete distribution we obtain:
S =T -dr@w) = T 1 -x)
0<t Jitj <t
The Nelson-Aalen estimator for the cumulative hazard-rate function was derived as
A d;
Alt) = -2
0= 2
Jit; <t

As already noted, this is an increasing right-continuous step-functions, which means that all
probability mass concentrates at the observed times of deaths ¢;, and with discrete hazard-rate
j\j =d;/r;. Using (4.21) we obtain:
A X d;
Sty =Tl —dhw) = J] a1 -=2)

. Tj
0<t Jit; <t

which is the Kaplan-Meier estimator. Comparing this with equation (4.20) and (4.21) we can
see that both estimators are related like the survival function and the cumulative hazard-rate
function. Therefore they are the canonical non-parametric estimators.
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Example 4.1

Suppose that we have a sample of 16 individuals from the population under study. Out of these
16 individuals 12 die at times t; (0.75, 0.91, 1.32, 1.70, 2.15, 2.76, 2.88, 2.98, 4.51, 6.23, 8.57,
10.23) and we have four censored lifetimes c;, namely 0.5, 0.8, 1.70 and 2.08. The following table
summarizes the data and gives the Kaplan-Meier estimate for the survival function:

i Ity tin) n; di (nj—dj)/n; S;) F(t)
0 [0,0.75) 16 0 1 1 0

1 [0.75,091) 15 1 0.9333 0.9333  0.0667
2 [0.91,132) 13 1 0.9231 0.8615 0.1385
3 [1.32,1.70) 12 1 0.9167 0.7897 0.2103
4 [L70,215) 11 1 0.9091 0.7179  0.2821
5 [2.15,276) 8 1 0.8750 0.6282 0.3718
6 [276,288) 7 1 0.8571 0.5385 0.4615
7 [2.88,298) 6 1 0.8333 0.4487 0.5513
8 [2.98,451) 5 1 0.8000 0.3590  0.5410
9 [451,623) 4 1 0.7500 0.2692  0.7308
10 [6.23,857) 3 1 0.6667 0.1795  0.8205
11 [857,1023) 2 1 0.5000 0.0897 0.9103
12 [10.23, w) 11 0.0000 0.0000  1.0000

Table 4.1: Development of the Kaplan-Meier Estimate of the Survival Function for Example 4.1

Figure 4.1 gives the Kaplan-Meier estimate of the survival distribution together with the confi-
dence intervals (CI) using Greenwood’s formula (4.6):

0.4 0.6 0.8 1.0

Proportion Surviving

0.2

0.0

Survival Time in Weeks

Figure 4.1: Kaplan Meier Estimate of the Survival Function together with Cls for Example 4.1
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4.3 The Aalen-Johansen Estimator for the Transition Matrix

4.3.1 Definition

The Aalen-Johansen Estimator is a non-parametric estimator for the matrix of transition prob-
abilities, the so-called transition matrix, of a given Markovian process from censored survival
data. We follow in our presentation Borgan (1997), a more detailed description can be found in
Andersen, Borgan, Gill, and Keiding (1993).

Assume that the life-history of an individual is described by a Markovian process with a finite
number of states S = {1,...,K}. While the hazard-rate function A(¢) describes the instan-
taneous risk of death, the transition intensities describe the instantaneous risk of transition
between states, i.e. agp(t) is the transition intensity from state g to h for g # h. Similar to the
quantity A(t)dt, agp(t)dt describes the probability that an individual in state g just prior to
time ¢ will make a transition to state h in the small interval [t, ¢+ dt). The transition probability
is denoted by pgp(s,t) and describes the probability that an individual in state g at time s to
transfer into state h by ¢. The K x K matrix P(s,t) summarizes the transition probabilities of
above given Markovian process.

We extend the definitions of the quantities d; and r; (see Definition 4.1) to a multi-state model
as already done for the Nelson-Aalen estimator in Section 4.1.2, and define additionally the new
quantity dg;, the number of transitions out of state g at time ¢;. Rewriting Definition 4.1 we
obtain the following new definition:

Definition 4.2 We define the following quantities:

o 11 <t9 < ... are the times, when transitions are observed
® dgyj is the number of individuals that transfer from state g to h at time t;
® dy = Zh#g dgnj is the number of transitions out of state g at t;

o 14, is the number of individuals in state g just prior to t;

Then the Aalen-Johansen estimator for the transition matrix P(s,t) takes the following form, if
only one transition takes place at the same time ¢;. This assumption of no ties is relaxed later.

Pis,t)= [ (+a;) (4.22)

jZS<tj St

where &; is a K x K matrix with entry (g,h) equal to dgn; = dgnj/rej, entry (g,g) equal to
Gggj = —dg;/Tg; and all other entries are zero. I is the identity matrix. The product is taken
in the order of increasing t¢;’s. From this definition it becomes clear that the Aalen-Johansen
estimator is a product of stochastic matrices.

One can show using the theory of counting-processes, more precisely Duhamel’s equation, that
the Aalen-Johansen estimator is almost unbiased under similar conditions as the Nelson-Aalen
and Kaplan-Meier estimator, it is even unbiased if the probability that r,; = 0 is equal to zero
for all times ¢; and states g. Since this is, given a large sample of observations, usually the
case we refer in the following to the Aalen-Johansen estimator as an unbiased estimator. The
necessary theory and a proof of this result can be found in the book by Andersen, Borgan, Gill,
and Keiding (1993) on pp. 287.
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4.3.2 In Case of a Two-State Model

The Aalen-Johansen estimator can be seen as a matrix version of the Kaplan-Meier estimator.
This can be understood, if one takes a two-state model with states ” Alive” and ”Death”. The
Aalen-Johansen estimator reduces then to a 2 x 2 matrix. The probability to be at time ¢ still
alive, P11(0,t), is the survival probability. The Aalen-Johansen estimator gives the same estimate
as obtained by the Kaplan-Meier estimator.

Assume we observe n individuals in the interval [0, T]. The two states are ” Alive” and ”Death”,
where a transition is only possible from state ”Alive” to ”Death” and denoted by a1 ().

e 11 <ty < ... are the times, when deaths are observed
e d; is the number of individuals that die at ¢;

e 7, is the number of individuals alive and uncensored at ¢;

The Aalen-Johnsen estimator reduces then to

. _d 4 44
P(0,t) = H(I+aj):H[<é(1)>+< g 75)]: <10rj Tf)
Jitj<t Jit; <t Jitj<t
_ (nﬂjgtu—f—;) 1—H,tj§t<1—f—;:>>:<s§<t> 1—S<t>>

0 1 0 1

Example 4.2

Now we apply the Aalen-Johansen estimator to the data from Example 4.1. We should receive
the same results, modeling survival as a two-state model, as obtained from the Kaplan-Meier
estimator in Section 4.2:

0.9333 0.0667
0 1

14 1 12 1 56 9
B \«( 1B B )_(6 & )_ 0.8615 0.1385
0 1 0 1 0 1 0 1

56 9 11 1 154 41
R R R 20 Z = 5 e T 0.7897 0.2103
P(0,15) P<o,t2><1+as>:(%5 6f’>><<b2 1f>:(185 1i5>:< 01 )

~ N 264 41 10 1 28 11
_ sy [ 19 11 11 ) —( 39 39
P(O,t4) P(O,tg) (I + a4) < 0 1 > X ( 0 1 ) < 0 1 )

etc.

. 4 1
P(O,tl):(1+&1)=<16’ 115>:

A~

P(0,t5) = P(0,t1) (I+ é)

ot
—
Ne)
ot

0.7179 0.2821
0 1
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4.3.3 In Case of a Multi-State Model

In the following we extend the two-state model to a multi-state model, but still assume that
only one transition takes place at a time. This assumption however, is relaxed later.

PO,t) = [ @+ey)

dgh; dghj

Tgj Tgj

Jitjst 0o ... 1

I

_|_
co o o oo o
co o o oo o

I
O O OO O O
A S S
R OO o O O o

We can notice here that the off-diagonal element of this matrix (g, h) is equal to the Nelson-
Aalen estimator in the small interval [t;;t;41), i.e. dAgp(t), whereas the diagonal element (g, g)
is equal to 1 — dAgp(t).
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4.3.4 Algorithm for Computing the Aalen-Johansen Estimator (Forwards)

Aalen and Johansen (1978) suggested an algorithm for computing their estimator at time ¢;41
based on the result at time ¢;, where no transitions occur between those two time-points. We
denote the Aalen-Johansen estimator at time t;41 by P(s,ti41) and at time t; by P(s,t;). If
a transition occurs at time ¢;;; from state g to state h the following calculations have to be

performed to obtain P(s, t;41):

e The ¢'th column of f’(s,ti) is multiplied by (1 — %), where ry; are the individuals at

Tg
risk at time t; = ¢;14

e The ¢g'th column of f’(s, t;) is multiplied by é and the result is added to the h'th column

e All other columns stay unchanged

The resulting matrix is the Aalen-Johansen estimator at time ¢;y1. To see the equivalence be-
tween the above introduced calculation and this algorithm we examine the case of a three-state
Markovian model, where we observe a jump from state 1 to 2 at time ¢;y1. The elements of the

matrix P(s, ;) are denoted by (pij); j=1.. 5 that is:
) P11 P12 P13
P(s,t;) = | p21 p22 p23
P31 P32 P33

If a jump occurs from state g to state h at time t;41, the matrix ls(s,ti) has to be multiplied,
according to (4.22), with the following matrix, where we have chosen g =1 and h = 2:

1 1

1-— Y Te 0

0 1 0

0 0 1

Thus we obtain:
1 1

R pll p12 p13 1 — % % O pll(l - ;) pllr_j +p12 p13
P(s,tiz1) = | p21 p22 p23 | % 0 1 0 |=] pu(l- r—j) P21y -+ P2 P23
P31 P32 P33 0 0 1 p31(l — @) P31g,- + P32 P33

Applying the algorithm in the example of the two-state model to P(0,¢5) we have:

R 4 1
po.)=( 5 7))

Further we have 1 —1/ry; =1 —1/13 = 12/13. The jump we observe at time ¢y goes from state
1 to 2, thus we multiply the first column of f’(O,tl) by 12/13 and the second column by 1/13
and add it to the second column. This leads us to

N 14 12 14 1 1 56 9
Po=((§ )5 (§)m(v)=(5 7)

which is the same result as derived before in Example 4.1.

50



4.3.5 Algorithm for Computing the Aalen-Johansen Estimator (Backwards)

Aalen and Johansen (1978) also suggested an algorithm for computing their estimator backwards.
Given f’(uzqu, t), the value for the Aalen-Johansen estimator at time u;y1, we can compute the
Aalen-Johansen estimator at time u; < w;11, if no transitions occur between those two time-
points. Assume the jump at time u; goes from state g to state h then the following calculations
have to be performed to obtain P (u,t):

e The g'th row of P(u;1,t) is replaced by a convex combination of the ¢'th and h'th row
. . o L L .
with weights <1 ng) and ot respectively

e All other rows stay unchanged

The resulting matrix is the Aalen-Johansen estimator at time u;. To see the equivalence be-
tween the above introduced calculation and this algorithm we examine the case of a three-state
Markovian model, where we observe a jump from state 1 to 2 at time wu;. The elements of the

matrix P(u;11,t) are denoted by (Pij); j=1, 3 that is:
R b11 P12 P13
P(uiy1,t) = | p21 p22 p23
b31 P32 P33

A~

We have to multiply P(u;11,t) according to (4.22) with the following matrix, to obtain the
Aalen-Johansen estimator, if the jump occurs from state state g = 1 to state h = 2:

1-L Lo
Tgj  Tgj
A= 0 1 0 (4.23)
0 0 1
Thus we obtain
-1 1 9
. Tei  Toj P11 P12 P13
P(u;,t) = 0 10 | x| P21 p22 P23
0 0 1 P31 P32 P33
A
1 1 1
pn(l—@)—i—% p12(1—@)+% P13(1—@)+%
= P21 P22 P23
P31 P32 b33

This is basically nothing else than to write down the formula (4.22) for the Aalen-Johansen
estimator and explicitly specifying all factors, that is all stochastic matrices at the times, where
jumps are observed in [u;41,t], that is at times wj41 < ... < Ujyy, where at w1, < Ujppp1 = ¢
the last jump occurred.

A~

Punt)= [| T+a)=AxAix..xA=Ax [[ @T+&)

Jiui<t; <t Jiugp1<tj<t
P(uit1,t)
where A := P(u;,u;y1) and Ay := P(ujtk, Uisk+1), K =1,...,7. Since no jump occur between

times w; and w41, the matrix A is nothing else than the above specified stochastic matrix (4.23).
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4.3.6 In Case of a Multi-State Model with different Transitions at a Time

In this section we relax the assumption made so far that only one transition takes place at a
given point in time. Questions, that arise in this situation, are, whether the resulting estimator
still gives a stochastic matrix, as required by the nature of the transition matrix, whether the
Chapman-Kolmogorov equations still hold, as required by the properties of a Markovian multi-
state model and whether there is a similar algorithm available for computing the Aalen-Johansen
estimator, as introduced in Section 4.3.4.

A positive answer for the first question can be given quite easily. We replace in the Aalen-
Johansen estimator the (g, ¢)"" diagonal element by —dg;/rg;, Where dgj = Zh#g dgp; according
to Definition 4.2. If in addition to the jump from state g to h at time t;, a jump from state
g to k is observed at the same time, the (g, k)" diagonal element is equal to dgrj/rgj and the
property of a stochastic matrix is preserved. This remains true if at time ¢; a jump from state r
to s takes place, as well. The (r, )" diagonal element becomes —d,.;/r,; and the (r, s)* element
becomes d,; /7. As a stochastic matrix only requires that the sum over the elements in each
row are equal to one, the just above outlined matrix is therefore a stochastic matrix and the
Aalen-Johansen estimator remains a product of stochastic matrices.

1. 0
0 1— % i 0
Trj Trj
0 dgj dghj  dgkj 0
P Tgj Tgj Tgj
P0,1) = H 0 1 .. 0
SR IO 1 ... 0
0 1 0
0 1
1 0
drs' drs
0 1 zs#”; P 0
dopq d d
X L= D ohg Tt Cvil vl
= H 0 1 0
FEEEL 0 1 ... 0
0 1 0
0 1

We show now that a product of stochastic matrices is again a stochastic matrix, the Aalen-
Johansen estimator is a stochastic matrix and therefore fulfills the requirements of a transition
matrix of a Markovian multi-state model. First we consider the case n = 3:

Let P = (pi;)ij and Q = (gij)i; be two 3 x 3 stochastic matrices, that is the sum over each row
is equal to one. The matrix product P * Q is given by

P11 P12 P13 q11 412 Q13
PxQ = P21 P22 P23 | X | @21 @2 qo3
P31 P32 P33 q31 432 Q33

P11911 + P12921 + P13931  P119i2 + P12g22 + P13932  P11913 + P12923 + P13¢33
= P21911 + P22q21 + P23q31  P21q12 + P22G22 + P23q32  P21913 + P22q23 + P23G33
P31911 + P324921 + P33931  P31912 + P32q22 + P33q32  P31913 + P32923 + P33¢33

52



Taking sums over the elements of each row we obtain:

P*Q)y; = (pu1qu1 +pi2ga1 + p13gs1) + (Pr1qiz + p12ge2 + P13gs2) + (Pr1¢is + P12qe3 + P13¢ss)
= pu1(qu + @12 + q13) +p12 (g21 + g22 + Go3) +p13 (g31 + g32 + g33)

-~

=1 =1 =1
= pu+pr2+tpiz=1

as both, P and Q are stochastic matrices. It is obvious that the same holds for the second and
third row. This proves that the product of two stochastic matrices is again a stochastic matrix.

The approach can easily be extended to any n x n matrix.
O

The second question asked, whether the Chapman-Kolmogorov equations still hold, that is
P(s,t) = P(s,u)P(u,t) for s < u < t. In Section 4.3.1 the Aalen-Johansen estimator was
introduced such that it fulfills these equations. Since the modifications we introduced to the
Aalen-Johansen estimator in this section do not affect the time structure, when jumps are
observed, but only the jumps themselves at a given point in time, the Chapman-Kolmogorov
equations still hold.

Psy= [ G+ap= [] @+ax [[ @+a)="Plwx Py

Jis<t;<t j:s<t;<u Ju<t; <t

P(s,u) P(u,t)
where é&; is now the modified matrix as explained in this section.

The third and last question, that arose, dealt with an algorithm for computing the Aalen-
Johansen estimator. Obviously, in the case of a multi-state model with different transition at a
time, the algorithm gets more complex and a calculation with direct specification of the different
matrices of the estimator might be more preferable. We assume that transitions are observed at
time ¢; and distinguish three cases:

First case:
If there is no transition to and from state g, the ¢** column stays unchanged.
Second case:

If there is a transition from state g to state h,k,... the following calculations have to be per-
formed:

e The g column is multiplied by (1 — dg;/74;)
e The g'" column is multiplied by dgn;j/Tg; and added to the ht* column

e The g'" column is multiplied by dgkj/rgj and added to the k" column
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Third case:

If there is a transition from state g to state h, k, ... and at the same time a transition from state
i to state g, the necessary calculations are the following:

e The it column: Multiply the it column by (1 — d;;/r;)

e The g'* column: Multiply the i’ column by d;g;/rig; and add (1 —d;;/r;;) of the g
column

The ht" column: Multiply the g** column by dgnj/rgj and add the ht" column

The k** column: Multiply the ¢** column by dgrj/rgj and add the k" column

54



Chapter 5

Regression using Pseudo-Values

As we have seen in previous chapters, the Aalen-Johansen estimator is an unbiased estimator
for the transition matrix of a Markovian multi-state process. Given a set of data containing
information on transitions of observations as well as additional covariates of these observations,
e.g. age, sex, ..., we are now able to calculate the Aalen-Johansen estimator, that is the matrix
for the transition probabilities of a specified Markovian multi-state model.

But, the whole data set produces only one single outcome that does not depend on covariates at
all, it only uses the information on the transitions that occurred. In order to perform a regression
analysis to investigate the effect of different covariates on the transition probabilities, we need
to generate the necessary outcomes and link these outcomes with the covariates.

Andersen, Klein, and Rosthgj (2003) used so-called pseudo-values known from jackknife method-
ology (Efron and Tibshirani 1993) to overcome these problems. The i*" pseudo-value is obtained
by calculating the estimator, e.g. the Aalen-Johansen estimator, using the whole data set and a
data set with the i*" observation removed.

Usually these ”leave-one-out diagnostics” are used to asses the bias and precision of the estimator
by comparing the ”leave-one-out diagnostics” with the estimator based on the entire sample.
Here, we try to extract information on the way in which the covariates of each individual affect
the estimator and perform a regression analysis with these pseudo-values.

Firstly we define the so-called i*" jackknife sample and the i*" jackknife replication of the estima-
tor involved and derive the jackknife estimate of bias and standard error. Secondly we introduce
pseudo-values, a different representation of the jackknife. Given n observations we are able to
calculate n pseudo-values and thus generate the data required for a regression analysis.

Since the Aalen-Johansen estimator is an unbiased estimator, the expectation of the i*" pseudo-
value is equal to the conditional expectation of the claim-history given the covariates of the 7"
observation and we can match the i*" pseudo-value with the covariates of the i*" observation and
thus construct a relationship between the pseudo-values and the covariates of the observations.

Finally we show how these tools are used to perform a regression analysis for a set of data
containing the claim-history of LTC patients. We establish a quasi-likelihood model for the
transition probabilities using the logit as link function. Further details on likelihood and quasi-
likelihood methods can then be found in Chapter 6.
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5.1 Jackknife

As already noted above, the jackknife is a method to estimate the bias and standard error of
an estimate (Efron and Tibshirani 1993). In the following we have a sample of n observations
x = (21,...,2,) and an estimator § = s(x) based on these observations. We define the i
jackknife sample as

X(—i) = (.Z'l,. ey Lj—1 Lj41y - - - ,xn),

that is the entire data set with the i*" observation removed. Further, the i*" jackknife replication
of 8, the so-called ”leave-one-out estimator”, is defined as

A~

6_1‘ = S(X(,Z-)) (51)

The estimator _; is the same estimator as é, but based on the i*" jackknife sample and not on
the whole data set. We are now going to define the jackknife estimate of bias and the jackknife
estimate of standard error for an estimator 6 defined as above.

Before doing so, recall the two well-known quantities Z and s2, that are defined for n independent
and identically distributed observations x;, where E[z;] = u and Var|z;] = 0%

1 & 1
EZEZZ:;Z'Z 82::”‘_12(1.1,_5)2

i=1

Definition 5.1 (Jackknife Estimate of Bias) The jackknife estimate of bias for 0 is defined
as the following quantity:

biasjack(é) =(Mn-1)- <é(.) - é)

where é(.) is the average of the 0_; ’s, that is

. 1 <. .
9(.) = Ega_i.

Definition 5.2 (Jackknife Estimate of Standard Error) The jackknife estimate of stan-
dard error for 6 is defined by

Sejack(6) = (n — =Y (0 - 9(-))2> 5 (5:2)

i=1

An obvious question arises now: Why do we use the factors (n—1) and (n—1)/n in the jackknife
estimate of bias and the jackknife estimate of standard error, respectively?

The answer given by Efron and Tibshirani (1993) is that this is ”somewhat arbitrary convention”:
Using these factors ensures that in the case of iid data the jackknife estimate of bias for the
sample variance 62 := (n — 1)/ns? is equal to the unbiased estimate of bias of 42 and the
jackknife estimate of standard error for the sample mean T is equal to the unbiased estimate of

the standard error of 7.
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We do not use the sample mean T in the first case, since T is an unbiased estimator for the mean
of iid data and therefore 9() — 0= 0, that is

1
EZ - _Z Z%_—Zxﬂ E' ZZ%“ZW
= J#z =1 i
n
= m.Z(xl+'“+xi_1+'“+$i+1+"'x")_szj
— 4
1 Z n 1 n
=1 j=1

Thus it follows:
biztsjack( )=(n—-1) < 29, )

The jackknife estimate of bias for the sample variance

We have to calculate bi&sjack for the estimate 6% := 1/n > i@ — 7)2 =1/n P (22 — nT?);

as a result we obtain

biasjar(f) = (n—1)- (é(_) _ é) —(n—1). (% S0 g)

~ .9 1 - 1 9 1 — 2 1 - 2 =2
biasjeer(6°) = (n—1)- ) D Hﬂ:j—n_l-(nx—xi) - Zﬂ:i—nm
i=1 Ve 7j=1
1 = 1 = I 5
= (=) n(n —1) (n=1) xl_n(n—l)Q.Z(mc_wz) TRl
=1 =1 7=1
1< 1 . 1 <
— _ A 2_ _ - . 322 222 2] _ = 2 | 52
= (n—1) ni:lxz w12 <nm 2n°T +;xz> n;xl—km

nn—2) _ -
(8t S
1 - nn—2 _
= (n—l)'<—m-2x?—<ﬁ—l>-m2>
n2—2n—-n2+2n—-1 _
< n(n—1)2 Zx (n—1)2 m2>

i (S

o7



Thus we have the following result:

~ 9 11 & 9 52
blasjack(o- ):_E'n—lz(%_m) = ——
i=1

This is equal to the unbiased estimate of the bias of 62:

2
. 1
biasjack(é'Q) = _i where 32 = — § (% o T)Q

since the following holds for 2 in the case of iid data:

2 , 0 2 2 2 o
E[6°] =0*— — = bias(6°) = E[6°] —0° = ——
n n
The jackknife estimate of standard error for the mean
We have to calculate sejqe for the estimate T=1/n)"" | x;:
" 1
. - n—1 A N AT
Sejack(0) = ( " >3 <6—i - 9“) )
i=1
Lo Lo 2\ 3
n — ~ ~
S G oI (R 912
i=1 =1
Now inserting T gives:
N _ n—1 1 1 1
Sejoen(® = | =D |y m 2 2
i=1 i =1 G#
n 2 n 2 %
n—1 1 1
- n (n—l) ' Zx]_ﬁ (n=1) K
i=1 i j=1
n i n 2 %
1 1
= — —(n—1
n(n _ 1) — n anj (n ) — Ty
| J#i Jj=1
n i n 2 %
1 1
i=1 | 7=1

3

=1

1=

This is equal to the unbiased estimate of the standard error of T, if we use iid data, which is

2\ 2 2
se(T) = <S—> since Var[z] = <
n
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5.2 Pseudo-Values

A different representation of the jackknife are pseudo-values. They are defined in terms of the
estimator 6 and the i*" jackknife replication of 6, that is

0i:=0+mn—1)-0—-0_)=n-0-—(n—-1)-0_, (5.4)

These pseudo-values are supposed to act as if they were n independent data values. This idea
can be understood looking at the following lemma:

Lemma 5.1 For any 0 the formula for sAejack(HA) can be expressed as

$ejaen(0) = <ﬁ >3 (6~ 5)2) .

where 0 := 1/n Y7 0;, i.c. it holds sAejack(é) = Sejqer(0).

This equation has a form similar to the jackknife estimate of the standard error for T derived
in equation (5.3), where the data now is given by the 6;. This supports the idea looking at the
pseudo-values as independent observations.

Proof of Lemma 5.1:

Sejack(0) = (ﬁn <~i_é>2>2

i=1
n l 2 %
! 6—(n—1)-6 ! 6
= —_— n —_— . —3 —_——
n(n—1) — " n3 :
1
1 1 )\’
= 0—(n—-1)-0_;,—— 0—(n—1)-6_
Ty 2 (e b LS )
1
1 n 1 n 2\ 2
n— .
= —0_; + — ,
25 (g
1=1 1=l
1
1 & 1 o \°
n — ~ A
= 0_i —— _
(B8 )
i=1 i=1
3
n—1 = /4 A\ 2
B ( n (92‘—90))
1=1
S€jack(0)
which is the jackknife estimate of standard error sAejack(HA) as defined in (5.2). O
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Example 5.1 (Application to regression data)

Let X; be a random variable, e.g. the claim-history of the i*" individual. We assume that the X;’s
are independent and identically distributed with expectation 6, and that an unbiased estimator
f is available for 6, e.g. the Aalen-Johansen estimator, that is

Elf] = 0 := E[X]]

Further we introduce independent and identically distributed covariates Z; = (Z;, ... ,Zl-p)T,
that follow the distribution C'. Thus we have:

Since 6 is an unbiased estimator its expectation is equal to # . But also the expectation of the
quantity E[X;| Z;] is equal to 8. We define 6; to be this conditional expectation, i.e.

If we estimate C' by C’, the empirical distribution of Z;, it follows that the parameter 8 might
be interpreted as the simple average of the 6,’s, that is

%Ze (5.5)

Since the estimator 8 is an unbiased estimator for 6 it follows that the ”leave-one-out estimator”,
namely 6_;, the i*" jackknife replication of 6 as defined in (5.1), is also an unbiased estimator for
f and can be approximated in terms of the 6;’s. This can be understood, if we consider instead
of the full data set the i** jackknife sample, and apply the same reasoning as for 0:

E [é,l} ~ = i - ;9]» (5.6)

Since the data is only available given the covariates, we need a link between the estimator 6
and the quantity 0; = E[X;|Z; = z;]. Therefore Andersen, Klein, and Rosthgj (2001) defined
the quantity 6; as the summary statistic 6 based on the entire sample modified in the direction
given by the ”leave-one-out estimator” (6 — 6_;), that we defined as the pseudo-values in (5.4):

0;:=n-0—(n—1)-0_, (5.7)
One can show, using the representation of f as an average of the 0;’s that the expectation of the
th pseudo-value 6; is equal to the quantity 6; = E[X;|Z; = z):
E[él]:nE{é]—(n—l)E[ ] ’%' ZG —ZH =0,

JFi

Therefore we can use 6; as pseudo-values to fit the regression model
éi =0;+¢;
where 0; = F [ X;| Z; = z;] is a specified regression mean.
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It became clear in this example that we can use the pseudo-values to construct a relationship
between an unbiased estimator é, for example the Aalen-Johansen estimator f’(s, t), and the co-
variates of each single observation. The Aalen-Johansen itself does not depend on the covariates,
thus we match the i*" pseudo-value with the covariates of the i*" observation. The pseudo-values
allow us not only to generate the data required for a regression analysis, calculating the Aalen-
Johansen estimator out of a given set of data would result in only one outcome, but also to
construct a relationship between the pseudo-values and the covariates.

A regression analysis of above model produces estimates for the transition matrix over the
interval (s,t]. But to calculate the necessary actuarial values, we need the one-year transition
probabilities. Therefore we have to look at a multivariate case, where we calculate the Aalen-
Johansen estimator in different intervals.

Example 5.2 (Fitting transition matrices which depend on covariates)

The above situation can be extended to the multivariate case: We consider a series of time-points
to,...,tx and define 8 := (0(tp),...,0(tx)) calculating the pseudo-values analogue to (5.7) as

Oqy=n-0(t;)—(n—1)-0_4t;) i=1,....n 1=0,...,k (5.8)

For our purpose we use the Aalen-Johansen estimator (4.22) and define the pseudo-values
element-wise, that is for each element of the transition matrix,

0" (1) =Pl +1)  1=0,... .k

giving us above 8 = (8(to), . ..,0(t)). We calculate then the Aalen-Johansen estimator based
on the entire sample and the ”leave-one-out estimator” for all ¢ = 1,...,n and [ = 0,...,k

giving us the pseudo-values 6;; as defined in (5.8).

Note that the Aalen-Johansen estimator is a matrix; therefore we obtain for each observation
one matrix of pseudo-values 6;; at each time-point t;, [ =0,..., k.

We assume now a regression model for each element of 6, on Z; to quantify the effect of
the covariates on the transition probabilities. To perform this regression we assume that the
relationship between églgh), where g, h € § denotes the possible entries of the transition matrix,
and the covariates is given by a GLM with link function g(-), that is

A(gh
9(0;7") = Zf g
The first covariate Z;; is usually assumed to be equal to one to include an intercept term for 3.

In the following we are going to specify the approach described above, to give an idea how it is
used in our data application (see Chapter 7):

Assume a three-state model with states labeled 1, 2 and 3. We calculate the Aalen-Johansen
estimator 6(t;) € R3*3, [ = 0,...,k, for the transition matrix of this three-state model. Since
this is an unbiased estimator, we can calculate with the ”leave-one-out estimators”, as seen

above, our n matrices of pseudo-values 6; at times t;, [ =0, ..., k. As covariates we include an
intercept term, " Age” and ”Sex”, denoted by Z;1, Z;2 and Z;3.
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Note that the Aalen-Johansen estimator is a matrix. Therefore we perform a regression analysis
for each element of this matrix. Our model for the pseudo-values of the transition probability
from state g to state h is the following:

Glah) _ exp{of™ + Zu ™ + ZioY" + ZsB7") +eoh)

i=1,....,n 1=0,...,k
1—i—exp{a(g +Z ﬁlgh)"i‘Z B(Qh +Z B(Qh}

where a(lg ) ~ N (0, 0'( h)) and H(g ) is according to the above an unbiased estimator for the
transition probability P g (1,1 + 1) the quantity we are interested in. Further we define

nz(lgh) — (Qh) + Z ﬁ gh) 4 Z ﬁggh) + Z 6(9}1
o expfal? +Z 189 4+ 2,089 + Z38EMY  exp{nP™)
'uil = € [07 1]

1+ exp{a + Zzlﬁ(gh + Z; ﬂ(gh + Zz‘::zﬁ?(,gh)} N 1+ eXP{m'(lgh)}

Note that a regression analysis was performed for each element of the transition matrix. There-
fore for each transition probability an own model will be used and different parameter estimates
will be obtained. We use the logit as link function, our pseudo-values are restricted to the interval
(0,1) due to the definition of the natural logarithm.

(gh)

g1y = logit(u¥™) = L =" eR
1— /’L gh)
c(0.1)
(gh)
_ €xXp7;
W = g )y = SRy )

L+ exp{n{"}

The formula for the pseudo-values 65 = n - 0(t;) — (n — 1) - O_;(#;) requires that for large n
the ”leave-one-out estimator” is very close to the full estimator. Since the data usually does not
meet this accuracy, we observe values smaller than 0 or larger than 1, which cause problems for
the choice of the link function. To avoid these problems, we assumed a normal error distribution
for the pseudo-values and specify the link function with the logit and the variance function as
constant, that is

h h
07" ~ NG of)

(gh) . (gh).

where g7 is the value of the inverse of the link function evaluated at n;;
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Chapter 6

Parameter Estimation

In the last chapter we generated the data required for a regression analysis and provided the
reasoning why we can match the i*" pseudo-value with the covariates of the i** observation. We
also presented the model we want to use for a regression analysis. Aim of this chapter is now to
give an overview of the estimation methods available and introduce the one we used:

We start with a short introduction to Maximum Likelihood inference in general and show how
these tools can be applied to a class of distribution functions, the exponential family, which
leads to the generalized linear models (GLMs). Parameters can be estimated solving the so-
called set of Score equations, that is the derivative of the log-likelihood function with respect to
the parameters. Using the Newton-Raphson and Fisher-Scoring method, one can show that the
Score equations can be solved using an iterative weighted least-squares algorithm.

In the case of GLMs an assumption on the whole distribution function of the outcomes is made.
Generalizing this approach leads us to quasi-likelihood estimation, where only the relationship
between the mean and the variance is specified. One can show that the quasi-likelihood function
is nothing else than the log-likelihood function if the outcomes follow a distribution function from
the exponential family fulfilling the relationship between the mean and the variance. Estimation
is done using the so-called Score-like equations for quasi-likelihood. Similar to the case of GLMs
an iterative weighted least-squares algorithm is available to solve these Score-like equations.

Both the GLMs and the quasi-likelihood approach relay on the assumption of independence
between observations. In situations with longitudinal data, that is we record for example n
observations at n; different time-points, this assumption still holds for the outcomes of different
observations but obviously not for the outcomes of the same observation at different points in
time. Therefore we need a model that takes correlation into account. The Generalized Estimating
Equations (GEEs) can be seen as an extension of quasi-likelihood to longitudinal data.

Firstly we introduce the Independence Estimating Equations that in contrast to the above as-
sume that all outcomes of the set of longitudinal data are independent. Secondly we sacrifice
this assumption and present the GEEs where we allow for correlation between the outcomes
of the same observations at different points in time. We show in Theorem 6.5 that under mild
conditions the estimate obtained by solving the GEEs is consistent and asymptotically multi-
variate Gaussian distributed even if the correlation structure is misspecified in the first place.
Similar to the GLMs and quasi-likelihood methods, the GEEs can be solved using an iterative
weighted least-squares algorithm, but in contrast, one has to iterate between Fisher-scoring for
the parameter vector 3 and moment estimation of the correlation structure, as well.
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6.1 Maximum Likelihood Inference

One objective of statistical analysis is, as Diggle, Liang, and Zeger (1996) point out, to estimate
the unknown probability pattern underlying observed data. Let us assume we are given a set
of observed data y = (y1,...,yn)’ and want to find its underlying probability density function
fi(y;,0), depending on a p x 1 vector of unknown parameters 8. This is generally done using
maximum likelihood methods. Assuming independence of the n observations the joint density
of y1,...,yn is given by

fy;:0) =] fi(w:,0)
i=1

This means that once the data are observed, only the quantity € is unknown and needs to be
estimated. Therefore we define the likelihood function as a function of 8, while y is fixed.

L(8;y) == f(y:0) = | | filvi:0) = ] Li(6: )
=1 =1

The maximum likelihood estimate for 6 is usually denoted by 8. This is the value that maximizes
the likelihood function or equivalently the log-likelihood function denoted by

16;y) = L(6;y) =In [ [ Li(B;4:) =Y InLi(6;0:) = > 1i(6; )
i=1 i=1 i=1

An estimate for € can be obtained by setting the Score function S(@), the derivative of the
log-likelihood function with respect to 8, equal to zero and solve these equations, the so-called
Score equations.

1(6:y)
00
The Score function evaluated at the true parameter value 6 has expectation zero and its co-
variance matrix is given by the information matrix I(0) := E[S(6)S(0)7], which under mild
regularity conditions can be obtained as minus the expected value of the second order deriva-

tives of the log-likelihood function.

S(0) =

=0 (6.1)

(6.2)

1) = -E [M}

06>

Usually numerical methods are required to solve (6.1) for 0, e.g. the Newton-Raphson method.

6.1.1 Newton-Raphson Method

The Newton-Raphson Method is used for solving non-linear equations of the form f(x) = 0. We
assume that & solves the equation, and approximate f(&) with a first order Taylor series at x¢
with xg close enough to £. For further details see Stoer (1999).

0= f(§) ~ f(x0) + Df(x0)(§ — x0) (6.3)
where D f(xg) is the Jacobi-matrix. Solving (6.3) for £ we obtain:

€ =x0 — [Df(x0)] " f(xo)
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This equation gives us an iterative scheme to solve for x:

L) = () _ [Df(x(“)]_l f(x(i)) (6.4)

Thus we can use the iterative procedure (6.4) to solve the Score equations (6.1) for the unknown
parameter 8 and obtain an estimate 6 for 6.

As the Score function is already the first derivative of the log-likelihood function, the Jacobi-
matrix is simply the Hessian matrix of the log-likelihood function, denoted by H(@). Using (6.4)
our approach to solve the Score equations is the following:

oli+D) — () _ {H(O(i))rl S() (6.5)

6.1.2 Fisher-Scoring Method

As in many cases the Hessian matrix H (@) in (6.5) still depends on the data, we use instead its
expectation. This is the Fisher-Scoring Method as described by McCullagh and Nelder (1989).
We define the matrix A(@) as minus the information matrix, that is minus the expected value
of the Hessian matrix.

0%1(0;y)
A0):=—-FE[H0)]=—-F | —=>=—
(0) = ~ElH©)] - -5 | 700
Therefore (6.5) takes the form
, , L1 4
0+ — 00 1 [46)|  s(69) (6.6)

Solutions of (6.6) can be obtained by iterative weighted least-squares, as we will show in the
case of GLMs in Section 6.2.4.
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6.1.3 Variance of the Maximum Likelihood Estimator 6

Under mild regularity conditions one can show that in large samples 0 is an asymptotically
unbiased and efficient estimator (see Serfling (1980)). We call an estimator 6,, based on n
observations asymptotically unbiased, if its expectation is equal to the true value, if n tends to
infinity, that is

lim E[6,] =6

n—oo

The estimator 6,, is said to be consistent, if it converges in probability to @, that is
lim P(|6, -0 <e)=1 VYe>0
n—oo

An estimator 6 is efficient, if we estimate the parameter @ with the asymptotically smallest
possible covariance matrix V' of 6. This matrix is known as the inverse of the Fisher information
matrix (McCulloch and Searle 2001):

27(0- -1
V=-— [EL l(Béy)} (6.7)
00
It further follows that @, is asymptotically normally distributed, that is 6, ~ AN (6,V). We
call a sequence of random variables 6,, asymptotically normal with mean @ and variance V, if
V > 0 and for sufficiently large n the quantity V ~!(8,, — ) converges in distribution against a
standard normally distributed random variable.

If we pursue the estimation of unknown probability patterns underlying observed data further
and introduce covariates, this leads us to regression models. Aim here is, to describe the de-
pendence structure of the mean response on the explanatory variables like in linear models or
generalized linear models.

6.1.4 Generalized Linear Models (GLMs)

GLMs are a natural generalization of the classical linear models, originally introduced by Gauss
and Legendre. They can be established by a three-part specification of the classical case, as done
by McCullagh and Nelder (1989).

e The random component: Instead of having the response y; Y (,U,Z',O'Q) we allow any
distribution from the exponential family. A definition of the exponential family can be
found in Appendix A.1.

e The systematic component: The vector of covariates &; = (i1, . .. ,xip)T produces a linear
predictor n; given by n; = ;7 3, where 8 = (B4, ... ,Bp)T is the parameter vector to be
estimated.

e The link between the random and systematic components: For the link function g(-),
with g(p;) = n; we allow other monotonic differentiable functions than the identity link

g(:) =id(-).
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Objective for the Generalized Linear Regression is, to describe the relation between the mean
response u; = Ely;] and the covariates. The GLM, we want to fit for n independent observations
y;, is given by

g(w) =18 i=1,...,n

Estimation for GLMs is generally done by minimizing a Goodness of fit measure, that assesses
the fit between our observed values y; and the fitted values fi;, generated by our model, for
example the deviance:

D(p;y) =2(U(y;y) — l{f;y))

where ft = (fi1,...,fin)" andy = (y1,...,9,)T. To calculate I(y;y) we take the observed values

as fitted values. This is the saturated model. Thus [(y;y) is the highest value obtainable for the
maximum likelihood function and does not depend on the unknown parameters.

It follows that maximizing the likelihood function is equivalent to minimizing the deviance, since
l(y;y) is a constant. Further [(f1;y) is the log-likelihood function maximized over 3 in terms of
the parameter fi, which is obtained through the relationship g(ji;) = x;7 3.

In the case of GLMs, the Maximum Likelihood Estimator of 3 is denoted by ,@ and can be
obtained by solving the Score equations (6.1), which take the form

s8) = Y o

With the log-likelihood function 1(8;y) := In f(y;0) as a function of 8 with fixed y, we can
derive expressions for the expectation of the first and second order derivative.

(81((;9‘;}’))2] _o (6.5)

A proof of both of these equations (6.8) can be found in Appendix A.1.

olb;y)] 9%1(8;y)
E[ 90 }—0 and E[7802 + F

In the next section, where we follow Diggle, Liang, and Zeger (1996) and McCullagh and Nelder
(1989), we are going to examine the maximum likelihood estimation in GLMs for observations
that follow an exponential distribution. The strong assumptions on the actual form of the distri-
bution function are relaxed in the section thereafter by introducing quasi-likelihood functions.
In the quasi-likelihood approach one only specifies the relationship between mean and variance,
via the variance function, and between mean and outcome, via the link function.
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6.2 Maximum Likelihood Estimation (MLE) in GLMs

6.2.1 The Likelihood Function of a GLM

Given the density function f(y;,#;,¢) for one observation y; from the exponential family, we
form the log-likelihood as 1(0;, ¢;y;) := In f(y;; 0;, ¢). Whereas the density function is seen as a
function of y; for fixed 6;, the log-likelihood function is a function of 6; for a given observation
y; and we express it as a function of the mean p; = E[y;]. Using the independence of the n
observations y = (y1,...,¥n)! with expectations u = (u1,...,4,)" the log-likelihood is the
sum of the individual contributions, that is

08, ¢ry) = i { <yle%¢b)(0’)> + c(yi, ¢)}

i=1

Note that the functions a, b and ¢ are defined in Appendix A.1. Estimation proceeds in setting
the derivative of the log-likelihood function zero. This gives us the Score equations that have
now to be solved for the unknown parameter 3.

6.2.2 Score Equations for GLMs
In the case of the GLMs the Score equations can be expressed as follows, and the solution can
be obtained by iterative weighted least-squares as we will see in Sections 6.2.4:

n

" 8l & al 892 8,&2‘ 8’!72‘ 8l a,ul- 6771' ! .
S, — - = [ = = O = 17 ey
i) ; 9B; ; 06; O; On; 05 ; Opi O; OB ’ P

Rearranging the Score equations we obtain for j =1, ..., p

oy B,¢) _ Z A(ys; B, ¢) _ Z Ol(y: B, @) O On;

=55 oui Om; 9B,

0B,

by the chain rule,

=1 i=

where the second equation follows by independence of the y;’s. In the following we derive these
derivatives; for the first one we get:

al ol dy oL ol Ou; i — V()

I ] I 6 S Dot s " A:yi_ﬂi
96 On; 96; - O aﬂi/(99z a(¢) /7(6:) v;

where p; and v; are defined as

i = Ely;] =V'(6;) vi == Varly] = b"(0;) - a(¢)
For the last derivative we obtain:

i O0xi'B o
0B, 0B; *

We define a new variable w; as

et (OmN T 1 (O
T\ O b\ O
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Consequently the Score equations can be expressed as

0 j :
o (0) S ) By =0 =t 09
i

This is a system of non-linear equations in ,8. As mentioned in Section 6.1 we can calculate its
solution using the Newton-Raphson and Fisher-Scoring method.

6.2.3 Fisher-Scoring Method for GLMs

Solving the Score equations for 3, we have to calculate the Jacobi-Matrix of S (B), i.e. we need
the Hessian Matrix H((3) of the log-likelihood function. Lets define the matrix A(3) as minus
the information matrix, that is minus the expected value of the Hessian matrix:

0%l
A(B) := —E[H(B)] = —E <7> 6.10
(8) [H(B)] 3505 ) s, (6.10)
The matrix H(3) has the following elements:
92l 9%l
061061 " 0BpOB1
9%l 9%l
08108y " OBpdPBp

Therefore we calculate element (r, s) of the matrix H(3), which is 0%1/03,0/3, and obtain

*r 0 iyi_ﬂiaﬂi'
0008, 0P, |&= wu om "

= S [y TSm0 0
N Z;(y “) o5 [ o _+;aﬂs(‘% ) [”i "
_ - . . i [ 10 ,- Opi On; 713/%' '
—wam%w,_imm o
I o VRN ey 1 ] 1 (O \"

- ;(% ST Rt ;Ui <0m Pislir

This expression depends in most cases still on the data. Taking expectations the first term
vanishes, because E[y; — u;] = 0, while the second term becomes:

-F [LQZ] =F Zn:v_l (6;@)2” x; E Zn:wm x; (6.11)
aﬁsaﬁr — 1 anl (2 had7 — 1rsar .

Thus inserting (6.11) into (6.10) we can write:

A(B) = ~E[H(8)] = XWX (6.12)
where X is the design matrix with elements z;;,7=1,...,n,7=1,...,p, and W is the n x n
diagonal matrix with the diagonal elements given by wi, ..., w,.
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As seen in Section 6.1.3 maximum likelihood gives us in large samples asymptotically unbiased
and efficient estimators. Its variance is, according to (6.7), given by

_ > U(Bsy) - Opi 1 O
v=- [ <Zf9ﬁl 0B>

Consequently B is asymptotically normally distributed, that is ,B ~ AN(B,V). Rewriting equa-
tion (6.11) we obtain for the elements of V ~!:

9l } N (am)?
Ayg=—FE|——| =F v; TisTir
|:8ﬂsaﬁr ZZ; 6771'

Z 8#2 fl 8#2]

6.2.4 Iterative Weighted Least-Squares Algorithm for GLMs

The actual estimation using the Newton-Raphson and Fisher-Scoring method is done by an
iterative algorithm. Given a current estimate b of 3 as a solution of the Score equations (6.9)
we obtain a new estimate b* using the iterative algorithm introduced in (6.6).

b* =b+ A7 1(b)S(b) = A(b)b* = A(b)b + S(b) (6.13)
The left side of the second expression in (6.13) gives:

p n
(A(b)b*)j = ZAJS b)b: (612) ZZ (wizijxis) b

s=1i=1
= sz:ﬂw szs szxmnl (6.14)
R,_/
nF:=x;Tb*

The right side of the second expression in (6.13) gives:

Ajs(b)bs + S(b)J

6 .
Z xzyxzsb + Z wz Yi — M4 azl ij
— i

M@

(AB)b+S(b)), =

©
Il
—

(6.9),(6.12)

||M@

n 9 ;
- szmw ;wa +(yi — p )3Zi

i=1
ni:=L;Tb
n
on
= > wim [m + (i — Mi)am}
i=1 - Hi

=:z;
n
= E Wilij 2
i=1
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Putting the results from (6.14) and (6.15) together we finally obtain:

n n
=1 i=1

These equations have the form of linear weighted least-squares equations with weights w; and
dependent variate z; (see Appendix A.3). Using first order Taylor expansion for g(y;) one sees
that the dependent variable z; is a linearized form of the link function applied to y;.

on;
9(Wi) =~ g(ps) +(i — i) 9'(ps) = mi + (yi — )a - =z
N—— N—— 1253
i g’li
I

Assuming that n; and p; are fixed we get for the variance of z;.

= VU, 8772 i = w.ﬁl
"\ O ‘

Since the dependent variable z; and the weights w; depend both on the fitted values p; only
current estimates are available, therefore the process is iterative. Usually the data itself can
(0)

be used as a first estimate to start with, e.g. fi;
algorithm:

Varlz) = Varly: — wi (gz >2

:= y;. Consequently we have the following

o Let ﬁ(j ) be the current estimate of the linear predictor vector with corresponding fitted
value vector ﬂ(] ), which has been defined as

A9 = g(@) = 2" 3”

e Calculate with #7) the adjusted dependent variate z() = (z%j )2y ))

(i, ... )

and the weights
wl) = , evaluating the derivative of the link functlon oni/Ou; at p; = Z(j ),

that is calculate the following quantities:

) . U i
7 = 4+ < — iV )) s =i
-2
B ()
¢ UZ(J) O Hi=
e Regress z9) on the covariates z;1, . . . s Tip, 1 =1,...,n, with weights w9 to obtain a new

1
estimate of the parameter 3, denoted by ,@(]+ )

e Calculate a new estimate ﬁ(j +1) of the linear predictor, i.e.

AU (+1)

= g(pi V) = 2,73

e Repeat until changes are sufficiently small, i.e. a satisfied degree of convergence is obatined:

B(Hl) . B(J')H < >0
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6.3 Maximum Quasi-Likelihood Estimation (MQLE)

6.3.1 The Quasi-Likelihood Function

In above likelihood analysis we specified the whole distribution function of the y;’s by choosing
a distribution from the exponential family. As we have seen, the Score function depends in this
case only on the mean and variance of the y;’s (see equation (6.9)). The approach in which we
make just assumptions about the link function and the variance function without attempting
to specify the entire distribution of the y;’s leads us to the quasi-likelihood methods, as first
proposed by Wedderburn (1974). We only specify the relationship between the mean and the
variance and we allow any choice of link function. As in the likelihood case, the Score function
then only depends on the mean and variance of the y;’s. We will see that the quasi-likelihood
function can be used for estimation in the same way as the likelihood function.

Wedderburn (1974) assumed independent observations y;, i = 1,...,n with expectation p; and
variance V' (u;), where V' is a known function of p;. Further p; is a function of unknown pa-
rameters B = (ﬁl,...,ﬁp)T. In the case of GLMs this function is called the mean function

pi =g (xi" B).
For each observation the quasi-likelihood function, denoted by K (y;, i), is defined by the relation

OK (i, pi) _ i — pi
Opui V(i)

or equivalently
Hiyi —t

K (yi, ;) = /y %0 dt

This function can be interpreted as a log-likelihood function. Thus for n independent observations
we obtain the following function:

n

K(y,p) = Z/M y‘;(_t)tdt

i=1"Yi

Above defined function K shares many properties with the likelihood function. One can show
that K is the log-likelihood function, if y has an one-parameter distribution from the exponential
family, which we will proof later in Section 6.3.2. But first we have a look to certain derivatives
of the quasi-likelihood function:

2|25t = B 5oh
— V(lm)E[yi—,ui]:O i=1,...,n
2 i e e R ks 7
_ gng[y{/(L:‘)Z]:o j=1,...,p

1

B = o ® (s = i)?] = o

(%)
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P[] = (5G] == v = v
[ op? = F O =k V)] Vi)
OKOK| OK (yi, pi) \~ Opi Op
b [8@‘ 8@5] E ( Ou; ) 0B, aﬁs]
_ Yi — Ou; Op; 1 O; O
- F ( > 96, 08, | V() 0. 95, (6.16)
PK 1 i — Wi O
B [8@0&] = E[@@( @)]
_ [ < 1 au,)_ 1 i O
- 155, \ V(a0 05,) ~ V) 95, 06,
_ L Omon (6.17)

V(i) 9B3; 0B;

Using these results one easily sees that the same properties hold as in the case of log-likelihood,
which we studied in (6.8), namely

[5) -oli3]

Op; i)
= E[yi] =
o]

= Var [yi] = V(i)

6.3.2 Quasi-Likelihood of Exponential Families

Assuming that Y has an one-parameter family of distributions with u as parameter we can
define a log-likelihood function. This log-likelihood function is, according to Wedderburn (1974),
identical to the quasi-likelihood function if and only if this family is an exponential family.

Theorem 6.1 For one observation y, the log-likelihood function L has the property
oL _y—p

o Viw

where p = EY] and V(u) := VarlY] if and only if the density of y with respect to some measure
can be written in the form exp{fy — b(0)}, where 0 is some function of .

Proof:

2 :>77
If OL/Opu = (y — p)/V (w), integrating with respect to p leads to

(13y) /3 /%du=/%du—/%du=9y—b(9)

where 0 := [ dp/V(p) and the function b is defined as a function of , which itself is a function
of p, that is b(9) := [ p/V (u)dp
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7 <:77

Suppose that for some measure m, the distribution of Y is given by exp {y0 — b(0)} dm(y). The
definition of a density function gives [e?’e~*@dm(y) = 1. Therefore we obtain [ e¥?dm(y) =
@, Thus the moment generating function ¥(t) of Y is

U(t)=E[eY] = /etyeeye—b(e)dm(y) — o~ b(0) /ey(9+t)dm(y) — b(O+)=b(9)

Expectation and variance can be represented with the 1% and 2"¢ order derivatives of the
moment generating function W(¢) evaluated at zero. Thus the following relationship holds:

U'(0) = E[Y]
v(0) - (U'(0))* = Var[Y]

This gives us here

U(s) = exp{b(@+s)—0b0)}
U'(s) = b(0+s)¥(s)
=  E[Y]=U(0)=0V(0)
U'(s) = b'(0+s5)0(s)+ (B(0+s) U(s)
= Var[Y] = 9"(0) — (¥'(0)%) = v"(6)

We set p:=b/'(0), V(u) :=b"(0), then Ou/06 = 9b'(0)/00 = b"(0) = V(u). Inserting this in the
log-likelihood function we get:

oL 0L 00 0 00 09 y—u
s = S -bO) 5 = (1 -V (0) 5 = L
ou 00 0u 00 o o V()
O
As seen in Theorem 6.1 the log-likelihood and the quasi-likelihood are identical for an one-
parameter exponential family. The information matrix —F [32L/ 8u2} is therefore minimized

and its value is equal to —F [82K / 8,u2]. Generally speaking we have from the Cramér-Rao
inequality (see Appendix A.5) and using —F [0°K/0p*| = 1/Var(Y) the following relationship:

%L K %L
Var[Y] > -1/E |— —-1/E |—=| > -1/E |—
arfrl2 =1/ [@ﬂ} > Y [WQ}_ / [a,ﬂ}
’K ’L
-F oK <-F oL (6.18)
op? op?
One can interpret —F [82K / 8u2] as the information Y gives concerning u, when only the mean-

variance relationship is known.

From above it follows that E [82(K —-L)/ 8u2] is always non-negative and we can regard it as
the additional information knowing the distribution of Y. Therefore assuming an one-parameter
exponential family for Y is equivalent to making no assumption other than the mean-variance
relation, since in this case —F [0*(K — L)/0u?] = 0.
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6.3.3 Score-like Equations for Quasi-Likelihood

As already seen the quasi-likelihood function shares many properties with the log-likelihood
function. This holds also true for the way how we estimate regression parameters and judge
their precision. The estimator B¢, for 3 is defined to be the solution of

~ OK (yi; i .
SLj(B) = Z# j=1,....p
=1

Zn: OK (yi; pi) Opi
—~  Omw OB

_ Z Yi — g a,uz
(:“z) aﬂj
V4 .
_ —0 j=1,..p 6.19
— V(i) ’ (619)

where r; 1= y; — p; and v; = 9pu;/0p;. This equation reduces to the Score function if the
distribution of the y;’s is from the exponential family. This can be easily understood, comparing
expression (6.9) with (6.19).

6.3.4 Fisher-Scoring Method for Quasi-Likelihood

In the maximum likelihood case we estimated the precision of the estimator with the expectation
of the matrix of 2" order derivatives. For the maximum quasi-likelihood function K we do
likewise, and denote the matrix of expected 2" order derivatives by H, or- Further we define the

matrix D as minus the expec ation of HQI .
< 825 >
¢ CZE/CJ 8,r= P

-----

D:=—-FE[Hgr] =-F

the (r,s)!" element of D can be calculated using (6.17) as follows:

_ [0 30y K(yis )| _ yz i
D,s = —-E dBs013, }_ laﬁs — ]
. ;
- _FE .
2 AL uz)+z ) 068 V(m)
= _F - U Opi _ . UrUs .
2 VG 8, T 2 Vi) (6.20)

Using first order Taylor expansion for BQ 1, we obtain the following equation with the Newton-
Raphson method (see Section 6.1.1):

8K @5 Hi
BQL _B HQLZ ayﬁ]‘u)



As required by the Fisher-scoring we replace Hgy, by it’s expectation —D and obtain:

aK yZa :U'Z)
0B;

this is analogue to the maximum likelihood approach. Therefore the following theorem holds:

BoL=B+D"" Z (6.21)

Theorem 6.2 Maximum quasi-likelihood estimate ,@Q 1, has approzimate covariance matriz

D' = E[Hg}],

where Hgy, is the matriz of 2" order derivatives of oy K (yis ).

6.3.5 Iterative Weighted Least-Squares Algorithm for Quasi-Likelihood

As in the last section an iterative algorithm can be obtained using the Newton-Raphson and
Fisher-Scoring method. Given a current estimate b of B, we obtain a new estimate b* using
an iterative procedure. Updating (6.21) we get:

OK (yi; 1
D(b)b* b+z ayﬁjﬂ (6.22)

The left side of (6.22) gives:

p p
* « (6.20) VjUs ;4
EISSHE SERSTLED 3 g

s=1 s=1 i=1 'ul)
n v p

= J vsbE (6.23)
; V(i) ;

The right side of (6.22) gives:

OK (yi; i . OK (yi, i)
(oo S 22) = om0
] -

s=1 i=1
P n n
UjUs (yi — i) O
= bS +
; ZZ:; Vi (pi) ZZ:; V(pi) 0B;
n V4 n
v; ;
= Usbs + (yi — i) (6.24)
2 ) 25" T
Putting (6.23) and (6.24) together we obtain:
n p n p n
vj * Uy (]
vsby = ) ey 2 Vshs + )y — i)
Z-Zl Vi(pi) ; ZZ1 V(ps) ; 121 V (1;)
i o Ut (by —bs) = i(yi — ) (6.25)
s=1 i=1 V(Nz) T i=1 V(/f‘i)



This means that, if we obtain successive approximations to ,E:}Q 7, using the Newton-Raphson
method with the 2"¢ order derivatives of K replaced by their expectations, we obtain corrections
db = b* — b to the estimates. We are summarizing these results in the following theorem:

Theorem 6.3 Using the Newton-Raphson method with expected second derivatives K to cal-
culate ,E:}Q 1, 18 equivalent to calculating iteratively a weighted linear regression of the residuals,
r; = Y; — g, on the derivatives of p; with respect to the 3’s with weight 1/V (u;), and using the
regression coefficients as correction to B. Here V(w;) and the derivatives of p; are calculated at
the current estimate of ,BQL.

Therefore we obtain the following algorithm:

A(l
o Let Bé))L be the current estimate for 3

e Regress the residuals Ti(l) =Y — ,ufn on the derivatives of u; with respect to the 3’s,

(1
denoted by v;, with weight 1/V (y;), evaluated at the current estimate Bé?)L

N/ l
J aﬁ] ﬁ] ﬁ()

+1
e Use the regression coefficients to calculate a corrected estimate for 3, denoted by ,8( )

To see the strong relationship between equation (6.15) and (6.25) we assume that a GLM holds
and n = z;7 3. We replace the derivative

Opi —  OwiOmi _ Opi
o5, > omiop; om

v; =

thus we can rewrite (6.25) as

3
3

ZZV“ (b3 =b) = D~ myrs

s=1 i=1 i=1
p n n
1 Opi 3u " 1 owi
bg—b = Yi
;zzl V(i) O ) ;( V) V) oni
1 (0w yz uz 8uz
Tij Tis \Og s -
> v () Z s - LAGHS,
again using w; = —1 <8,u,~>
L V( i) \ O

)

n
Z wizim = Z Wiy (77@ Yi — [;) azl ) (6.26)
i=1 !

=:z;

n

a .
E wiwz‘j(ﬁf—m) = E wz Yi ,Uz JZ ij
i=1

This is equal to equation (6.15) and the solution here can be obtained in exactly the same way.
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6.4 Estimation Methods for Correlated Data

6.4.1 Introduction

So far we had one observation for each subject and assumed these observations to be independent,
as they were from different subjects. If we study more than one observation from the same subject
or take correlation between subjects into account this assumption can no longer hold. These and
similar questions where studied by Diggle, Liang, and Zeger (1996) for longitudinal studies.

In population studies one distinguishes between cross-sectional studies and longitudinal studies.
In cross-sectional studies the outcome for each individual is measured once, whereas in longitu-
dinal studies individuals are measured repeatedly through time. Therefore longitudinal studies
can distinguish changes over time within individuals, known as age effects (e. g. growth), from
differences among people in their baseline levels, the so-called cohort effects. Clearly, indepen-
dence between subjects can be assumed in both, cross-sectional studies and longitudinal studies,
but in the latter one has to account for correlation within the outcomes of a subject to obtain
a correct statistical model.

Therefore we need a model for the joint distribution of the repeated observations. When the
outcome variable is approximately Gaussian, statistical methods for longitudinal data haven
been developed, as mentioned by Liang and Zeger (1986). For non-Gaussian outcomes however,
less development has taken place and few models are available. It seems therefore obvious to
use quasi-likelihood methods, where only the relation between mean and covariates in addition
to the relation between mean and variance has to be specified. This is in contrast to likelihood
methods, where we specify the whole joint distribution of the outcome variables.

Zeger and Liang (1986) describe the quasi-likelihood approach as a model where a known trans-
formation of the marginal expectation of the outcome (link function) is assumed to be a linear
function of the covariates. Instead of specifying the joint distribution of dependent variables,
its variance is assumed a known function of its expectation (variance function). In addition a
”working” correlation matrix for the observations of each subject is specified.

This setup leads us to the so-called Generalized Estimating Equations (GEEs) as proposed by
Liang and Zeger (1986) and Zeger and Liang (1986). Given that the regression model is correctly
specified these equations give under mild assumptions on the time dependence, even when the
time dependence is misspecified - as often is expected, consistent estimates of the regression
coeflicients and their variances as well as asymptotically normally distributed estimates. Fur-
thermore the GEEs reduce to the Score equations for multivariate Gaussian outcomes and can
therefore be used in an analogue way.

To see the strong relation between the equations obtained using GLMs and the GEEs, we start
with a working model in which the ”independence working” assumption holds. We assume that
the marginal distribution of the dependent variable follows a GLM. Repeated observations are
assumed to be independent, that means, the "working” correlation matrix is identical to the
identity matrix. Later we will generalize this independent working model to explicitly account
for correlation, giving us GEEs estimates.
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6.4.2 Models

Let us assume the following data situation: (y;;;x;;) are observed at times ¢ = 1,...,n; for
subjects i = 1,...,n, hereby

e y;; is the response with mean pu;; and variance v

e Xx;; is the 1 x p vector of covariates (z1, ..., Ziyp)

e y; is the n; x 1 vector, that collects the outcomes of subject i: (y;1,- .- ,ymi)T with mean
p; and variance v;

e X; is the n; x p matrix, that collects the covariates of subject i: (x;1,. .. ,xmi)T

Finally, y is the vector of length N = """ | n;, that collects the outcomes of all subjects i =
1,...,n. The unknown vector, to be estimated is 3 = (1, ... ,ﬁp)T.

To summarize the above, we have for subject ¢ the following data:

Yi1 X1 Till -+ - Tilp
yi = ; X; = =1 ... e R™ixP

Yin; Xing Tingl - - - Tingp

When convenient we let n; = n for all subjects without loss of generality to simplify notation.
If n; = 1 for all ¢, we have nothing else than the situation of quasi-likelihood of Section 6.3.
Additionally, if we specify the distribution of y;; with a distribution from the exponential family
we have the situation of the classical likelihood, as discussed in Section 6.2.

Liang and Zeger (1986) and Zeger and Liang (1986) discussed two different approaches in deriving
the GEEs. The first one assumes a distribution from the exponential family for the y;’s and
starts with likelihood methods, whereas the second one only specifies the link and variance
function and thus, starts with quasi-likelihood methods. Both methods derive the same set of
GEEs and differ only in the additional specification of the distribution function in the first case.
However, the equations obtained in the second case, reduce to the equations, derived by the first
approach, if one takes a distribution from the exponential family.

Let y;+ have any distribution from the exponential family:

S (i) = exp{(yibie — b(0ir) + c(yir)) O} (6.27)
where 0;; := h(n;;) and h(-) will be defined below.

As seen in Section 6.2 we have using (6.27)

pie = Elyu] =" (0ir)
vie = Varlyi] = b"(0i)/¢
where ¢ is the scale parameter and p; a n; x 1 vector, containing the elements 11, ..., tin,.
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Using the link function and above relationship we obtain:

g(pit) = it — Wit = g_l(m‘t)
it = b (0it) - i = V' (i) := m(ir)

If we take both together, this leads to

Oir = m(pi) = m(g~ " (mit)) = h(mit)
Further

Nit =Xt = xin1 b1 + ... + TipBp

Recall that x; is already a 1 x p vector and therefore does not need to be transposed. This is
in contrast to the notation used for GLMs and accounts for the additional dimension over time.
In an analogue way to y; we define p; and 8; as the n; x 1 vectors of the elements 7n;1,...,%in,
and 0;1,...,0;y,,, respectively.

The two quantities ;s and vy are specified in the quasi-likelihood approach as

it := h(xi3)

vit == k(pit) /¢
In the following the actual specification of u;; and v; does not matter. We treat both cases
in only referring to u;; and vy, ignoring the actual assumption on the underlying probability
density: A distribution from the exponential family or the quasi-likelihood approach. To obtain
the first or the second case it is only necessary to substitute the relevant quantities for p; and
vit, respectively. In both cases the following relationship holds:
Ol(Yit, i) _ Yit — Hat

Opit Vit

For the quasi-likelihood approach this is true by definition, in the case of a distribution from
the exponential family, we can obtain the same relationship:

Ol(yit, pit) _ Ol(yit, pit) Opit Ol(yit, it _ Ol(yit, par) ,Opit

005 Ot 005 Opit 005 0054

Applying this to the definition of the exponential family (6.27) we obtain:

8l(yit7 Mit) _ (yit - Mit)¢ _ Yit — Mit
Opit b”(eit) Vit

This is of the same form as required by the definition of the quasi-likelihood function. So in the
next section we can use u;; and vy in both cases without loss of generality.
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6.4.3 Independence Estimating Equations

Now we assume additionally that though observations come from the same subject (repeated
observations of one subject), they are nevertheless independent of one another. We call this the
”independence working” assumption.

The estimator ,@ 1= (Blj yeee ,ﬂg )T is defined to be the solution of the Score-like equations from
likelihood analysis given below. Besides 3 also the quantity ¢ has to be estimated. As the Score
equations are not affected by ¢, we can proceed by setting ¢ to one. As observations are assumed
independent, we derive the Score equations in the case of the exponential family as

Ui(8) = Zzal Yit; B

i=1 t=1
_ ZZ Ol 00;; Opiiy Ot
P — 005t Ot Onie OB
NG 0034 Oniy
22 50, iy 08 (628)

Defining A; := diag(90;:/0nit), that is a n; x n; diagonal matrix with diagonal elements 96, /9n;,
wheret=1,...,n; and S; :=y; — u; € R™*! and using Nit = X3 we obtain

Ui(8) = Zzal Yit; B

=1 t=1
= ZZ Yit — ,uzt
i=1 t=1
= > X[diag (8 J) (yi — 1)
pa Mij ) i=1....m;
= Y XTASi =0 (6.29)

Further we define A; := diag(v;¢) for each i, which is equal to diag(b”(6;)) in the case of the
exponentially family and equal to diag(k(p4¢)) in the case of the quasi-likelihood. Nevertheless, in
both cases, independent of the parameter ¢. One can show that under mild regularity conditions
the following theorem holds. The proof of this theorem is omitted, as this is a special case of
Theorem 6.5 we are going to prove in Section 6.4.5.

In the case of quasi-likelihood the following Score equations are derived:

UI(B) _ Zzal Yit, 3 f%t

i=1 t=1 Opit

_ Z Z Yit — Hit 8h(xzt6)

- zt
i=1 t=1 8’6

- 3“i> Si=0
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Theorem 6.4 The estimator B[ of B is consistent and n%(BI — B) asymptotically multivariate
Gaussian as n — oo with zero mean and covariance matriz Vi given by

n -1 n n -1

n—00
i=1 i=1 i=1

= lim n Hy(B8)" Hx(8)H\(8)

where

Hi(B) = Z X7 AAAX;
i=1

i=1
The variance of 3 1 can consistently be estimated by

Vi =H(B;) " (Z XTA;S:STAX;

i=1

53;) Hy(B)™"

Vi can be determined without knowledge of ¢, since A; is independent of ¢ and Couly,] is

estimated directly by ;57

/8:131

Although we totally ignored the correlation structure of successive observations of the same
subject, there are advantages for doing so:

° B 7 is easy to compute with existing software
e 3 7 and Var [B ;] are consistent estimators, when the regression is correctly specified

. B ; is reasonable efficient for a few simple designs (Liang and Zeger 1986)

Nevertheless, omitting the correlation structure can cause low efficiency especially when the
correlation is large. Higher efficiency can be obtained using the GEEs, that explicitly take the
correlation into account.
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6.4.4 Generalized Estimating Equations (GEEs)

In this section we relax the ”independence working” assumption and take the correlation between
repeated observations from the same subject into account. The resulting estimator BG for B
remains consistent but efficiency is increased. Under the assumption that a weighted average of
the estimated correlation matrices converges to a fixed matrix, we can also derive an consistent
variance estimate of B.

We define for each y; the n; x n; correlation matrix R;(a), that is fully parametrized by the
s X 1 correlation parameter vector o, which is the same for all subjects, whereas the times of
observations and the correlation matrix can differ from subject to subject. We only require R;(cx)
to be a correlation matrix and call it the ”working” correlation matrix, as we do not expect it
to be correctly specified, though we want consistent estimates and have consistent variances of
these estimates. We define V; using again the n; x n; diagonal matrix A; := diag(v;¢) as

1 1
Vii= AP Ri(a)A} /o (6.30)
If R;(x) is the true correlation matrix for y;, the matrix V; is equal to the true covariance matrix
for y;, that is V; = Covly;].
Covlyi] = Varly:)2Corrly:]Varly:]? = diag(vie)? Ry(ex)diag(vig)? /¢

In addition to B and ¢ we have now also to estimate a. To obtain the GEEs we calculate,
analogue to (6.28), with (6.30)

- & ol(yi; B) ) op; o\ , _
o) = Y 22 _i:ﬁ_m@ﬁ_;<aﬂ> Vlyi—u) =0 (631)

Note the similarity to the quasi-likelihood approach in the derivatives used. Further we define
Dy as the derivative of p;; with respect to 3, that is

Dy = Opir _ Opir 9t Oniy

op 00t Oni OB
which is the specification in the case of a distribution from the exponential family. We define
the n; X p matrix D; using the vectors D;; by

= 0" (0) AirXir = virpDirXiy (6.32)

o, .
D; = (Dih c. ,Dmi)T = a’[g = AN X € R™xP

With (6.32) the GEEs from (6.31) have the form

Uc(B) =Y DIV 'si=> Ui(B.a)=0 (6.33)
i=1

1=1 =

where U;(83, ) := DZ-TVZ-_lSi. If only one observation is available for each subject, that is n; = 1,
this equation becomes identical to the Score-like equation obtained for quasi-likelihood (6.19).

One can easily check that the general estimating equations reduce to the independence equation
(6.29) if we specify R;(a) as the identity matrix. In contrast to the quasi-likelihood approach
from Wedderburn (1974), the matrix V; in the function U;(8, ) depends for each i not only on
the parameter 8 but also on the parameter o.
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A next step is now to replace a and ¢ by any n3-consistent estimators. Assuming that B and
¢ are known we denote the estimator for a by &(3, ¢) := &(Y, 8, ¢). Given 3 we take ¢(8) :=
#(Y, B) as estimator for ¢. The estimator & is called n? consistent, if n2 (&(Y,B,¢)—a) = Oy(1).

We insert these n2-consistent estimators in (6.33) and obtain:
Ua(8) = > Ui (8,&(8,6(8))) =0
1=1

We define BG as the solution of this equation. We summarize its large sample properties in the
following theorem:

6.4.5 Large Sample Properties of BG

Theorem 6.5 Under mild reqularity conditions and given that:
(i) & is n -consistent given B and ¢;
(ii) b is n? -consistent giwven B; and

(iit) |0&(B,¢)/0¢| < H(Y,B) which is Op(1),

then n3 (BG — ,6> is asymptotically multivariate Gaussian with zero mean and covariance matriz

Ve given by

n -1 n n -1
Vo= lim n (Z DZTVilDZ) (Z DI'vCovly,] VilDZ) (Z D;fvilpi>

=1 =1 =1

Proof:

Under mild regularity conditions we obtain, using first order Taylor approximation and defining

a*(B) = &(B,0(B)):

Bo=5- (Z 55 U (B, a*(ﬂ))]) (Z (8. a*(ﬂ))) +oy(n?)

For details on the O, 0, notation see Appendix A.4. Thus we get

n -1 n
nt (Ba - 8) = (Z 0 08,0 (8))] /n> (Z in,a*(ﬁ))/n%) +op(1)
1=1

= o8
where
0 e e AUB.0%(8) | UiB.a’(8) do(8)
5 0. (8)) = THELED B 2O O
A; B; C
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Remembering, that we defined D; as du;/03, we know that the derivative of U;(3, o) with
respect to 3 can be derived as follows:

- OUZ , O
I D - (G At

i=1

= 2[5 1Y) s w01V gt

= 2 DTV (v — ) - (D1 OB

"9
= Y — (DF'Vi) (yvi— py) — DIV DT
=1 6'6

Taking expectation the first term vanishes and we are left with the last one. Further note that
OU:(B,a) /0 = ODTV, 1S, /Ocx is a linear function of the S;’s. Consequently this function has
mean zero. Taking these results in mind and using the definition of A;, B; and C as above we
have now the following equations:

Zn:Al/n = iw/ng_iD?‘/@_lDz/n as 1 — 0o
=1

=1 8B =1
S N UiBB)
;Bz/ = 2 Sar@) /"= o)
_ 0at(B)  9a(B,6(B))  a(B,¢) —a(B,0(B) ©:34) Op(l)
=" ~ B — sam _ om W

where the last equation holds, as both, & and (;AS are n2-consistent estimators. For fixed 3 a first
order Taylor expansion of U;(8, a*(3)) around a gives

S UiB.e"(8) | T, UiBie) | Sy ggUi(B. o)

nz (o (8) — a) +op(1)

1 1
n2 nz n —_———
N —— —— N
A* B"< C*

Again we use the fact that 0U;(8, «)/0c = ODI'V,"S; /Ocx is a linear function of the S;’s and
its expectation is therefore zero. Thus we obtain for B*

Z—U B, ) /n = oy(1)

and for C* we get using Taylor expansion

C* = ni(a’—a)=nt (a(8,0(8)) - &(B,¢) + &(B,¢) — @) +n? Ojf; )
T k| SSRB.660) (908) ) +3(8.0) —er | = Ol (6.34)
(i) 0p(1) (i) = Op(1)
(i) = Op(1)
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Consequently, > | U;(8,a*(B)) is asymptotically equivalent to Y » ; U;(3, a) whose asymp-
totic distribution is multivariate Gaussian with mean zero and covariance matrix given by

V = lim <ZDZTVilCov[yi]Vi1Di/n>

n—oo \ 4
i=1

This is, because

. "L U(B, @) (6.33) v 1 _ 1 _
A :Zl—l() = Z—lD-TV lsizz_lDiTV Yyi — )

= K3
n2

Using the formulas E[A® X] = AOE[X] and Var[ADX] = AOVar[X](AD)T we get

n

ElAT] = Y ADE[y, ] =0
i=1
Var [AT] = Z AV ar [y; — ;] (AT = % Z DIV Covly; — ) V; ' D;
=1 i=1

This proves that the asymptotic variance of )", U;(8, a) is V and leaves us with

nt (Bo—8) = <Z—%Ui(ﬁ,a*(ﬁ))/n> (Zw,a*w))/n%) +0p(1)

n -1 n
= <ZD?V#D@-/n> (Zw,avn%w(l))+op<1>
=1 =1

As n — oo we can now calculate the asymptotic distribution for

n -1 n

<Z Df WDMn) (Z Ui(8, @) /n

i=1 i=1
—A

The second term has mean zero and variance V. Again using the formulas F[AX] = AE[X] and

Var[AX] = AVar[X]A”T we finally obtain the required result:

=

Ve = lim Var [n% <BG —,6)]

n -1 n n -1
= lim (Z DI VilDi/n> (Z DIV Covly,] VilDi/n> (Z DI VilDi/n>
=1 =1 =1
n -1 n n -1
= limn (Z D;fvi—lpi> (Z DIV Covly,] v;lDZ) (Z D;fvl.—lpi>
=1 =1 =1

We can estimate Vi by inserting the estimators for 3, a and ¢ in above formula and replacing
Covly;] by the empirical covariance SiSiT. The consistency of BG and Vg depends only on the
correct specification of the mean and not on the choice of R;(a). Equation (6.33) converges to
zero and consequently has consistent roots, if E[S;] = E[y;]—u,; = 0. The asymptotic distribution

of BG does not depend on the specific choice of a and ¢ as long as they are n3-consistent.
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6.4.6 Iterative Weighted Least-Squares Algorithm for GEEs

We apply the same procedure as with the likelihood and quasi-likelihood function to obtain
a solution for the Score and Score-like equations, respectively. We use the Newton-Raphson
method and replace the matrix of 27¢ derivatives of the log-likelihood function by its expectation
(Fisher-scoring). The expectation of the Hessian matrix in the GLM case is

PlBy)] —~ 0 (0l(B;ys)
_E[ 526 } - ;&( op )
_ ~ 0 (. ~19m;
= 2| % g (v
_ — (Ou; g _19m
-t ;(%) T

n
Ty, —1
- Yo,
i=1
But in the case of general estimating equation we have to account for additional parameter

estimation for a.. So we iterate between Fisher-scoring for B and moment estimation of a and
¢. Given current estimates & and ¢ the procedure for 3 is the following:

n -1 n
N VL ICILCARRYON I O SECALEIREIER Y
i=1 i=1

where V;(8) = Vi[B, &(3, ¢(8))]. This procedure is a modification of Fisher-scoring method. We
replace the matrix of expectation of 2"¢ derivatives of the likelihood function by the limiting
value of the expectation of the derivative of """, U;[8, &(8, ¢(3))].

Define D := (DY,..., DT, §i= (ST,...,8Iy and Z := DB — S. Further let V be a n;n x n;n
block diagonal matrix with V;’s as the diagonal elements. Then the iterative procedure (6.35)
for calculating B is equivalent to performing an iteratively re-weighted linear regression of Z,

as dependent variable on D with weight V1. We iteratively solve for the regression coefficients
and the correlation and scale parameters @ and ¢.

To understand this better, notice once again the close relation to the derivation of the re-weighted
linear regression in the two previous sections.

To simplify notation we abbreviate the quantities from equation (6.35) as follows:

Ba=0B-A5'Ug = AcBg = AgB —Ug
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Inserting the results, we derived in this section, we obtain:

n

S DIV DBg = Y DIVIDA-Y DIV s,

=1 =1 i=1
n n

> DIV 'DiBg = Y DIV (DiB-S))

P i=1 e

S (Op 0m>T 10 O, - <aui 3m>T (auz om; )
v, - Vo S,
-1<3m o5) " onop® = 2\ono8) 7 \om08”

_ O g —1 0
W= <0m> K 377@

41<0ﬁ apP = 2\a8) "ou, \on, 987

ZXZTVme = ZXZTWZ (m - gzl (yi — Hz))
i=1 v

i=1

where 1] := X,;8,. Comparing this with the results derived for the Maximum quasi-likelihood
estimation in (6.26), one sees the similarities between both approaches.
6.4.7 Estimation of the Parameters o and ¢

For estimating the values of v and ¢ we use Pearson residuals (see Liang and Zeger (1986)).
They can be calculated in each step of the iteration given the current value for 3 as

where we calculate éit from the current value for 3. Let N be again the number of all observations,
that is N = >""" | n;, we can estimate ¢ by

which is the longitudinal analogue of the familiar Pearson statistic (Zeger and Liang 1986). This
can be proved as follows:

ylt_,uzt ] yzt ;uzt ~ .
ZZ;; Hzt/@b =k ;tl VG/I"y@t ]NN P
1 Z/t ,Ut o

The estimation of the parameter « depends on the correlation structure selected for the working
correlation matrix. In the case that observation times are the same for all subjects so that the
working correlation matrix R;j(a) = R(a) for all i = 1,...,n, we give in the next section
estimators for different types of correlation structures following Liang and Zeger (1986):
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Correlation structures for GEEs

Liang and Zeger (1986) presented five different types of correlation structure: An ”independent”,
”exchangeable” | "unstructured”, ”autoregressive (AR-I)” and ”one-dependent” working corre-
lation. In the following we are going to define above mentioned correlation structures and give
possible estimators for them:

The working correlation matrix R(a) can be chosen to be the identity matrix. R(a) = I. Obvi-
ously different outcomes from the same observation are then assumed to have zero correlation.

Corrlyit, yir] = 0 Vot#Et

In this case we do not allow any correlation between observations even if we measure the same
observations at different points in time. Regardless if outcomes are from different or the same
time series, they are assumed to be independent and the GEEs reduce to the independence
estimating equations.

Liang and Zeger (1986) investigated the effect of the choice of the correlation matrix on the
efficiency of B in simulation studies. They found out that in cases with small correlation both
estimators, the estimator obtained by solving the independence estimating equations 3; and
the estimator obtained by solving the generalized estimating equation B, are efficient, but, as
correlation increases B remains efficient, whereas 3; does not.

The estimation of the correlation matrix in case of an ”independent” working correlation matrix
is unnecessary here, since the correlation matrix is fixed to the identity matrix.

If we choose the working correlation matrix as ”exchangeable” the correlation between different
observations within a time series is the same regardless of the distance in time.

Corrlyi, yiw] = VvV ot#£

An estimator for this correlation structure is given by

b= %szﬁﬂt’/ (% 'ni'("z‘—l)—p>

=1 t>t

In contrast to the identity matrix, that does not allow for any correlation, we could use a totally
unspecified working correlation matrix. In this ”unstructured” case we have to estimate all

.n; - (n; — 1) correlations. This can be done by

where A; = diag(v;¢) and S; = y; — u; are the quantities as defined in Section 6.4.4 and Section
6.4.3, respectively.
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The ”autoregressive (AR-I)” working correlation is nothing else than the correlation structure
of a continuous first-order autoregressive process (AR-I). This means that observations with the
same distance in time have the same correlation, where the correlation decreases polynomially
as the distance increases.

Corrlyi, yiv] = alt=tl

Since in the case of an ” autoregressive (AR-I)” correlation structure E[f ;7] ~ o/t=*'l, Liang and
Zeger (1986) suggested to estimate the parameter « by the slope obtained from the regression
of log{7;7 } on log{|t — t'|}.

In contrast to the polynomial decrease of the correlations in the ”autoregressive (AR-I)” case
is the "dependent” correlation structure. Observations with the same distance do still have the
same correlation, but for each distance a separate value, not necessarily decreasing, is estimated.

Corrlyit, yirr]) = Q| if t # t

A special case of the ”"dependent” working correlation matrix is the ”one-dependent” structure.
This is equivalent to the correlation structure of a stationary Markov process of degree one, i.e.

Corrlyit, i) = Qg—y/| ifet<1

and zero otherwise. The ”one-dependent” correlation structure needs n; — 1 parameters, that
can be estimated by

¢ n
Qp = E TitTit+1
n=pPi3

In the case where oy = v for all t = 1,...,n; — 1 we can estimate the overall « as
1 n;—1
a = Qa

Since B and Vi are robust to the choice of the correlation structure (see Liang and Zeger (1986))
we obtain according to Theorem 6.5 asymptotically correct estimates even if the correlation
structure is misspecified. Clearly, if we choose the working correlation matrix close to the true
correlation the estimates will be more efficient. For details on simulation studies using different
correlation structures and misspecified correlation structures see Liang and Zeger (1986).

The program written by Mark X. Norleans provides all of these five correlation structures, namely
the ”independent”, ”exchangeable”, which is called ”compoundsymmetric” in this program , the
"unstructured”, ”autoregressive (AR-I)” and ”dependent” correlation structure. The program
can be obtained from http://lib.stat.cmu.edu/ and is designed for Splus.

Another program called ”Oswald” is developed by the Statistics Group at the University of Lan-
caster and can be obtained from http://www.maths.lancs.ac.uk/Software/Oswald/ as a Splus
library. Here additional correlation structures are possible: Beside the above mentioned corre-
lation structures one can choose between a ”stationary Markov process” or a "non-stationary
Markov process” structure of degree ”"Mwv”, where ” Mv” is a quantity to be specified. Fur-
ther a fixed user-specified matrix ” R” can be used as well as the correlation structure of an
autoregressive process of degree ” Mv”.
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Chapter 7

Application to Data

In this section we want to apply the results derived in the previous chapters to LTCI. We use a
Markovian multi-state model with states corresponding to the levels and places of care according
to the German compulsory LTCI system, the fifth component of the German welfare system,
that has been introduced in 1995. The relevant law (§14, BGB 11 1994, see Sozialgesetzbuch
(1994)) defines persons eligible for benefits in context of LTCI as follows:

"LTC beneficiaries are persons who, on account of a physical, mental or psychic
illness or disability, are in considerable or even more serious need of care for usual
and regular recurring activities of daily living on a continuing base, presumably for
at least six months.”

The German system distinguishes between two places of care, ”Care at home” and ”Care in
a nursing home” and between three levels of care, "Level 1”7, "Level 2” and ”Level 3”, where
the severity of care increases from ”Level 1”7 to ”"Level 3”. In the definition of the three levels
of care four areas, personal hygiene, nutrition, mobility and household activities, are specified,
where assistance might be necessary. The first three areas are subsumed as basic care. For each
area certain activities are specified. For example for personal hygiene the following activities are
outlined: Washing, showering, bathing, dental care, combing, shaving and using the toilet. To
qualify for any of the three levels an individual has to require assistance for a certain pre-specified
amount of time:

e Level 1 (considerably in need of care): The individual requires at least once a day for more
than 90 minutes help, including at least 45 minutes help for at least two activities of one
or more areas of basic care.

e Level 2 (seriously in need of care): The individual requires at least three times a day, at
different times of the day, for more than 3 hours help, including at least 2 hours help for
basic care.

e Level 3 (extremely in need of care): The individual requires at least five times a day, around
the clock and also at night time, for more than 5 hours help, including at least 4 hours
help for basic care.

Benefits are paid, depending on the place of care and level needed, up to certain ceilings. In the
case of ”Care at home” one can choose between benefits in kind (up to 1432 EUR in Level 3) or
a care allowances (up to 665 EUR in Level 3). For ”Care in a nursing home” the benefits range
from 1023 EUR (Level 1) to 1432 EUR (Level 3). Additional benefits are also possible.
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We are going to analyze the case of a three-state model with states ”Care at home”, ”Care in a
nursing home” and ”Death”. This is equivalent to the Illness-Death model already introduced
in Section 3 (Figure 3.1). Specifying the Illness-Death model for our purposes we obtain:

A2(t)
(1): Care at home (2): Care in a nursing home
o1 (t)
(3): Death

Figure 7.1: Markov model with states ”Care at home”, ” Care in a nursing home” and ”Death”

Given a representative sample of claim-records from the private compulsory LTCI, we calculated
pseudo-values as explained in Section 5.2 using the Aalen-Johansen estimator from Section
4.3 and performed a regression using GEEs as introduced in Section 6.4. We calculate the
Aalen-Johansen estimator and thus the pseudo-values at different points in time using the same
observations. In other words, one observation contributes to the Aalen-Johansen estimator at
different points in time and thus influences the outcome, the pseudo-values, at these times.
Therefore the assumption of independence required for GLMs does no longer hold and we use
GEEs, that in contrast to GLMs take correlation between successive outcomes into account. With
the parameters obtained from the GEEs the transition matrix can be estimated and premiums
calculated, following the approach sketched in Chapter 8.

The necessary calculations were performed using the programs ”S-Plus” and ”Matlab”. An
introduction to ”Splus” has been written by Venables and Ripley (2000) and to ”Matlab” by
Hanselman and Littlefield (1997). The program code of the functions used can be found in
Appendix B.1, where we used ”Matlab” for the computationally intensive calculation of the
Aalen-Johansen estimator and ”Splus” for the preparation of the data and the final parameter
estimation using GEEs.

Finally we want to derive the one-year transition probabilities for each combination of age z and
duration [ of years spend in care:

Py(l,z) =P(S(I+1)=h|S(1) =g, Age =2)

where the Markov chain S denotes now the claim-history of an individual as introduced in
Chapter 3, that had been a LTC claimant for [ years. The estimated transition probabilities
Pgh(l ,z) are then used in Section 8.6, to calculate the necessary actuarial values and to derive
the premiums in an insurance model. But before doing this, lets have a look to the data first:

92



7.1 Data Description

The data were collected between April 1%¢, 1995 and December 315¢, 1998. Subject to observation
were 5593 individuals, 3505 female and 2088 male. Their claim-history is given with correspond-
ing levels of care, "Level 17, "Level 2” or "Level 3" and places of care, ”"Care at home” (ah)
or ”Care in a nursing home” (nh) at the times a transition occurred. The definition of level
and place of care is due to German legislation as explained above. Out of the 5593 individuals,
3264 were censored during the survey due to various reasons. In total 7348 transitions could be
observed; their relative frequency is displayed in the following table:

cens. dead recov. Level 1 Level 2 Level 3 Level 1 Level 2 Level 3
(ah) (ah) (ah) (nh) (nh) (nh)
Level 1 (ah) || 1011 279 28 0 444 75 118 68 34
Level 2 (ah) | 873 597 1 46 0 296 9 208 58
Level 3 (ah) | 307 631 2 2 20 0 0 4 87
Level 1 (nh) || 248 85 3 9 1 0 0 108 26
Level 2 (nh) || 449 263 2 1 2 1 7 0 116
Level 3 (nh) | 376 437 0 1 0 4 2 9 0

It becomes clear from this table that total recovery, that is the individual is no longer LTC
patient, as well as an improvement regarding level or place of care, is a rare event. Therefore we
will not allow for recoveries and improvements in our model, and treat these observations like
censored observations from the time on the individual recovers or improves.

Further investigation tells us that 5198 transitions occurred from ”Care at home”, 3028 female,
2170 male, and 2150 transitions from ”Care in a nursing home”, 1646 female and 504 male:

female male total

transition transition transitions
at home 3028 2170 5198
nursing home 1646 504 2150

On the other side 2537 transitions occurred from ”Level 17, 1684 female and 853 male, 2929
transitions from ”Level 27, 1859 female and 1070 male, and 1882 transitions from ”Level 37,
1131 female and 751 male. This result is summarized in the following table:

female male total

transition transition transitions
Level 1 1684 853 2537
Level 2 1859 1070 2929
Level 3 1131 751 1882

Note that in above tables we recored transitions. If a female observation transfered from state
"Level 1”7 to "Level 2” and died then, it contributed to the number for ”Level 1”7 and ”Level 2”
in the first column of above table.
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7.2 The Three-State Model

In the case of the three-state model we considered, as mentioned above, the states ”Care at
home”, ”Care in a nursing home” and ”Death”.

A2(t)
(1): Care at home (2): Care in a nursing home
o1 (t)
(3): Death

Figure 7.2: Markov model with states ”Care at home”, ” Care in a nursing home” and ”Death”

where \;;(t) denotes the hazard-rate function at time ¢ for a transition from state i to state j.
We excluded transitions from state 2 to 1, consequently A9 (¢) := 0 for all ¢, and consider state 3
as an absorbing state for natural reasons. Thus Ag;(t) and A32(t) are zero, as well. In our dataset
we observed the following transitions:

to || censored Care at Care in a Death
from home  nursing home
Care at home 2222 883 586 1507
Care in a nursing home 1097 0 268 785

where we treated the observations that recovered, that is a transition from ”Care in a nursing
home” to ”Care at home” as censored observations.

We calculated now the Aalen-Johansen estimator as described in Section 4.3 as well as the ”leave-
one-out” estimator as introduced in Section 5.2. From these quantities, according to Section 5.2,
pseudo-values were calculated and a regression model using GEEs is fitted as already indicated
in Section 5.1. A detailed description of the functions we used and the functions themselves can
be found in Appendix B.1.

We used for each element of the pseudo-transition matrix a normal error distribution. As link-
function we chose the logit and assume the variance function, to be constant. This leads to the
quasi-likelihood approach using GEEs with possible covariates ” Age”, ”Sex”, ”Level of Care 27,
”Level of Care 3” and ”Duration of care”, that we collect in the vector Z;. Therefore our model
for a transition probability from state g to state h is

gloh) _ exp{of™ + Zu ™ + Zin™ + 258" + Zu B + Zis 88"y (gh)
T 1 expl{al™ + 208 + 280 + 2588 + 2, 5(9" + Zispy

fort=1,...,nand [ =1,...,k, where o; indicates the duration of care, Z;; an intercept
term, Z;5 the age at the time of the transition, Z;3 the sex Z;4 and Z;5 the level of care.
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To see the similarity of above equation and the notation used for the GEEs in Section 6.4.2 note
that above él(lg P corresponds to the y;; in Section 6.4.2. In both cases ¢ = 1,...,n indicates the
different subjects whereas [ = 1,...,k corresponds to t = 1,...,n; indicating the different times
of observation. In our model, the times of observations are equal for all subjects; in other words,

k is the same for all subjects in contrast to n; which was allowed to vary for different subjects.

Note that the covariates ”Duration of care”, ”Sex”, ”Level of care 2” and ”Level of care 3” are
factors, which will be dummy coded, i.e.

ol {

—_

if the duration is in the interval (I,1 4 1]
otherwise

@)

7 _ 0 if the individual is female
8o 1 if the individual is male

7. 0 if the individual is in level of care 1 or 3
= 1 if the individual is in level of care 2

7 . 0 if the individual is in level of care 1 or 2
BT 1 if the individual is in level of care 3

For above specified model we performed now a regression analysis using GEEs. First we had to
choose the working correlation matrix R(«). In a first approach we decided to allow all possible
correlation and thus use the ”"unstructured” working correlation matrix.

Based on the correlation matrix estimated in this approach we decided then which correlation
structure would represent this estimated correlation matrix best and performed another regres-
sion using this new correlation structure as working correlation matrix. Further we compared
the resulting premiums of both approaches (see Figure 8.2 in Section 8.6).

For p1s, the transition probability from state ”Care at home” to ”Care in a nursing home” we
estimated the following ”unstructured” correlation matrix:

1.00 0.05 -0.04 0.03 0.02 0.01 0.01 0.00 0.02 -0.01 0.07
0.05 1.00 0.14  0.07 -0.01 0.01 0.06 —-0.01 -0.01 0.00  0.00
—-0.04 0.14 1.00 -0.01 0.00  0.03 0.14 -0.02 -0.01 0.00 -0.01
0.03 0.07 -0.01 1.00 0.05 0.00 -0.02 —-0.01 0.06 —0.01 0.00
0.02 —-0.01 0.00  0.05 1.00 —0.01 0.07 —0.03 0.09 0.00  0.00
R(a) = 0.01 0.01 0.03 0.00 —-0.01 1.00 0.00 -0.02 -0.01 -0.01 -0.01
0.01 0.05 0.14 -0.02 0.07  0.00 1.00 0.06 -0.01 0.00 0.10
0.00 -0.01 -0.02 -0.01 -0.03 -0.02 0.06 1.00 —-0.01 0.12 -0.02
0.02 -0.01 -0.01 0.05 0.09 -0.01 -0.01 -0.01 1.00 0.01 -0.01
—0.01 0.00 0.00 -0.01 0.00 —-0.01 0.00  0.12 0.01 1.00 —-0.04
0.07  0.00 —-0.01 0.00 0.00 —-0.01 0.10 -0.02 -0.01 -0.04 1.00

Since the values in this correlation matrix are negligible we choose for the transition probability
p12 the "independence” working correlation matrix and obtained after 37 iterations the following
estimates:
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Call:
gee(formula = p12 ~ Age 4 C(factor(Sex), treatment) + C(factor(ZLevel), treatment) + C(factor(time),
treatment), family = quasi(link = logit, variance = constant), data = geedatall, subject = id,

repeated = time, wec = ”ind”, QR = T)

Coefficients:

| Values Stderr t-values Pr(]t| >)

Intercept -5.31 0.98 -5.43 0.00
Age 0.02 0.01 1.95 0.05
Sex 0.66 0.23 2.90 0.00
Level of care 2 -1.37 0.37 -3.69 0.00
Level of care 3 -1.38 0.46 -3.04 0.00
Duration of care 1 0.35 0.34 1.04 0.30
Duration of care 2 0.40 0.35 1.15 0.25
Duration of care 3 0.90 0.32 2.77 0.01
Duration of care 4 1.24 0.33 3.79 0.00
Duration of care 5 0.10 0.53 0.19 0.85
Duration of care 6 1.53 0.35 4.43 0.00
Duration of care 7 -0.11 0.72 -0.15 0.88
Duration of care 8 0.25 0.48 0.52 0.60
Duration of care 9 0.80 0.50 1.58 0.11
Duration of care 10 1.26 0.43 2.93 0.00

Degrees of Freedom: 80828 Total; 80813 Residual

Since we assumed in this case the ”independence” working correlation matrix, the correlation
matrix is fixed to the identity matrix and does not need to estimated.

In contrast to pi2 we obtained for pi3 larger correlations using the ”unstructured” working
correlation matrix:

1.00 0.42 037 036 0.36 0.24 0.16 0.12 0.26 0.04 0.02
0.42 1.00 041 0.27 0.24 0.14 0.13 0.07 0.13 0.01 0.00
0.37 041 1.00 044 0.27 021 0.17 0.12 049 0.14 0.02
0.36 0.27 044 1.00 0.34 0.22 0.20 0.17 049 0.18 0.12
0.36 0.24 027 034 1.00 034 0.16 0.07 0.31 0.10 0.00
R(a) =1 0.24 0.14 0.21 0.22 0.34 1.00 0.34 0.19 0.68 0.18 0.01
0.16 0.13 0.17 0.20 0.16 0.34 1.00 0.52 1.20 044 0.14
0.12 0.07 0.12 0.17 0.07 0.19 0.52 1.00 1.26 0.38 0.13
0.26 0.13 049 049 031 0.68 1.20 1.26 1.00 1.28 0.24
0.04 -0.01 0.14 0.18 0.10 0.18 044 0.38 0.13 1.00 0.33
0.02 0.00 0.02 0.12 0.00 0.01 0.14 0.13 0.24 0.33 1.00
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The correlations tend to decrease when the distance in time increases, therefore we considered
an ”autoregressive (AR-I)” correlation structure sufficient for this transition probability giving
the following estimates:

Call:
gee(formula = p13 ~ Age + C(factor(Sex), treatment) + C(factor(ZLevel), treatment) + C(factor(time),
treatment), family = quasi(link = logit, variance = constant), data = geedatall, subject = id,

repeated = time, wec = "aut”, QR = T)

Coefficients:

| Values Stderr t-values Pr(]t] >)

Intercept -2.16 0.65 -3.32 0.00
Age 0.02 0.01 2.42 0.02
Sex 0.36 0.20 1.81 0.07
Level of care 2 -0.69 0.21 -3.22 0.00
Level of care 3 -0.53 0.23 -2.25 0.02
Duration of care 1 0.02 0.06 0.37 0.71
Duration of care 2 0.18 0.07 2.70 0.01
Duration of care 3 0.88 0.09 1.03 0.00
Duration of care 4 0.99 0.12 8.55 0.00
Duration of care 5 0.74 0.14 5.38 0.00
Duration of care 6 0.41 0.16 2.65 0.01
Duration of care 7 0.24 0.18 1.34 0.18
Duration of care 8 0.82 0.24 3.49 0.00
Duration of care 9 1.19 0.33 3.65 0.00
Duration of care 10 -0.48 0.31 -1.55 0.12

Degrees of Freedom: 80828 Total; 80813 Residual

The estimate for the correlation matrix in this case is as follows:

1.00 0.39 0.15 0.06 0.02 0.01 0.00 0.00 0.00 0.00 0.00
0.39 1.00 0.39 0.15 0.06 0.02 0.01 0.00 0.00 0.00 0.00
0.15 039 1.00 0.39 0.15 0.06 0.02 0.01 0.00 0.00 0.00
0.06 0.15 0.39 1.00 0.39 0.15 0.06 0.02 0.01 0.00 0.00
0.02 0.06 0.15 0.39 1.00 0.04 0.15 0.06 0.02 0.01 0.00
R(a) =] 0.01 0.02 0.06 0.15 0.39 1.00 0.39 0.15 0.06 0.02 0.01
0.00 0.01 0.02 0.06 0.15 0.39 1.00 0.39 0.15 0.06 0.02
0.00 0.00 0.01 0.02 0.06 0.15 0.39 1.00 0.39 0.15 0.06
0.00 0.00 0.00 0.01 0.02 0.06 0.15 0.39 1.00 0.39 0.15
0.00 0.00 0.00 0.00 0.01 0.02 0.06 0.15 0.39 1.00 0.39
0.00 0.00 0.00 0.00 0.00 0.01 0.02 0.06 0.15 0.39 1.00
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In the case of pa3 we also decided to use the ”autoregressive (AR-I)” working correlation matrix,
since a similar behavior in the correlation estimate of the ”unstructured” working correlation
matrix can be observed:

1.00  0.29 0.18 0.19 0.09 0.08 -0.01 0.05 0.03 0.01 0.09
0.29 1.00 0.31 024 0.29 0.05 0.04 -0.01 —-0.01 0.00 —-0.03
0.18 0.31 1.00 0.37 0.18 0.16 0.04 0.07 0.08 0.00 —-0.02
0.19 024  0.37 1.00 0.12 0.11 0.15 0.10 0.00 0.00 -0.02
0.09 0.29 0.18 0.12 1.00 0.24 0.13  0.12 0.00 0.00 -0.01
R(a) = 0.08  0.05 0.16 0.11 0.24 1.00 0.12 0.29 0.13 0.08 0.04
—0.01 0.04  0.04 0.15 0.13 0.12 1.00  0.35 0.21 0.14 0.30
0.06 —-0.01 0.07 0.10 0.12 0.29 0.35 1.00 0.42 0.13  0.26
0.03 -0.01 0.08 0.00 0.00 0.13 0.21 0.42 1.00 0.28 0.83
0.01 0.00 0.00 0.00  0.00 0.08 0.14 1.33 0.28 1.00 1.22
0.09 -0.03 -0.02 -0.02 -0.01 0.04 0.30  0.26 0.83 1.22 1.00

As estimates for po3 using the ”autoregressive (AR-I)” working correlation matrix we obtained

Call:

gee(formula = p23 ~ Age + C(factor(Sex), treatment) + C(factor(ZLevel), treatment) + C(factor(time),
treatment), family = quasi(link = logit, variance = constant), data = geedatall, subject = id,

repeated = time, wec = "aut”, QR = T)

Coefficients:

| Values Stderr t-values Pr(]t| >)

Intercept 7.40 1.88 3.93 0.00
Age -0.06 0.02 -3.11 0.00
Sex 1.51 0.43 3.52 0.00
Level of care 2 -1.96 0.47 -4.13 0.00
Level of care 3 -2.27 0.55 -4.16 0.00
Duration of care 1 0.34 0.26 1.30 0.19
Duration of care 2 -1.08 0.28 -3.90 0.00
Duration of care 3 -0.37 0.28 -1.30 0.19
Duration of care 4 -1.68 0.36 -4.67 0.00
Duration of care 5 -1.96 0.39 -5.03 0.00
Duration of care 6 -1.06 0.41 -2.57 0.01
Duration of care 7 -0.65 0.46 -1.41 0.16
Duration of care 8 -0.09 0.62 -0.15 0.88
Duration of care 9 -2.28 0.63 -3.64 0.00
Duration of care 10 -0.03 0.82 -0.03 0.97

Degrees of Freedom: 80828 Total; 80813 Residual
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Giving a estimated correlation matrix of

1.00
0.40
0.16
0.06
0.03
0.01
0.00
0.00
0.00
0.00
0.00

0.40
1.00
0.40
0.16
0.06
0.03
0.01
0.00
0.00
0.00
0.00

0.16
0.40
1.00
0.40
0.16
0.06
0.03
0.01
0.00
0.00
0.00

0.06
0.16
0.40
1.00
0.40
0.16
0.06
0.03
0.01
0.00
0.00

0.03
0.06
0.16
0.40
1.00
0.40
0.16
0.06
0.03
0.01
0.00
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0.01
0.03
0.06
0.16
0.40
1.00
0.40
0.16
0.06
0.03
0.01

0.00
0.01
0.03
0.06
0.16
0.40
1.00
0.40
0.16
0.06
0.03

0.00
0.00
0.01
0.03
0.06
0.16
0.40
1.00
0.40
0.16
0.06

0.00
0.00
0.00
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0.03
0.06
0.16
0.40
1.00
0.40
0.16

0.00
0.00
0.00
0.00
0.01
0.03
0.06
0.16
0.40
1.00
0.40

0.00
0.00
0.00
0.00
0.00
0.01
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0.16
0.40
1.00




7.3 Results

In the following table we summarized the estimates obtained from the GEEs for all possible
transition probabilities of the model shown in Figure 7.2:

H P12 P13 P23

Values Pr(]t| >) Values Pr(|t| >) Values Pr(|t|>)
Intercept -5.31 0.00 -2.16 0.00 7.40 0.00
Age 0.02 0.05 0.02 0.02 -0.06 0.00
Sex 0.66 0.00 0.36 0.07 1.51 0.00
Level of care 2 -1.37 0.00 -0.69 0.00 -1.96 0.00
Level of care 3 -1.38 0.00 -0.53 0.02 -2.27 0.00
Duration of care 1 0.35 0.30 0.02 0.71 0.34 0.19
Duration of care 2 0.40 0.25 0.18 0.01 -1.08 0.00
Duration of care 3 0.90 0.01 0.88 0.00 -0.37 0.19
Duration of care 4 1.24 0.00 0.99 0.00 -1.68 0.00
Duration of care 5 0.10 0.85 0.74 0.00 -1.96 0.00
Duration of care 6 1.53 0.00 0.41 0.01 -1.06 0.01
Duration of care 7 -0.11 0.88 0.24 0.18 -0.65 0.16
Duration of care 8 0.25 0.60 0.82 0.00 -0.09 0.88
Duration of care 9 0.80 0.11 1.19 0.00 -2.28 0.00
Duration of care 10 1.26 0.00 -0.48 0.12 -0.03 0.97

The transition probabilities can now be derived from these estimates for any given set of covari-
ates simply by calculating the mean function, the inverse of the logit, the link function we have
chosen. Note that this is a non-linear function.

Generally the transition probabilities p1o and pi3 increase with age, whereas pos decreases but
very slightly. The values of all three transition probabilities are higher for males than the values
for females as indicated by the high values of the covariate ”Sex”.

Transitions out of state ”Care at home” are more likely to happen to individuals in ”Level 17,
whereas the values for individuals in ”"Level 2” and ”Level 3”7 are nearly the same. This can be
understood looking at the values for ”Level of care 2” and ”Level of care 3” that are nearly
the same for these transition probabilities. The probability of dying in state ”Care at home”
decreases from ”Level 1”7 to "Level 2” before it increases to ”Level 3” but does not reach the
value from ”Level 1”7 again. In contrast, for pag one observes decreasing transition probabilities
for an increase in the severeness of care needed.

The ”Duration of Care” causes rising transition probabilities for pis and pi3 until a duration
of four years, then a decrease can be observed for three years until they increase again. For the
transition from state ”Care in a nursing home” to "Death” the values are very close together
for all durations and only low changes occur.
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Chapter 8

The Multiple-State Insurance Model

In the last chapter we showed how one-year transition probabilities can be derived in a multi-state
model. These transition probabilities are necessary to calculate LTC premiums in an insurance
model. To calculate an insurance premium we have to define, when premiums and benefits have
to be paid, and what kind of benefits are under which circumstances due.

In this chapter we define firstly possible inflows and outflows in a multiple-state insurance model.
Then we introduce the concept of random present values that is used to compare random cash-
flows that occur at different points in time. A discount factor also has to be assigned. Calculating
the expectation of these random present values leads us to actuarial values.

The principle of equivalence is then used to determine the premium to be charged for a given
LTC-plan, that is we choose the premium such that the actuarial values of the inflows is equal
to the actuarial values of the outflows at the time the policy is issued. Further we explain how
reserves are calculated that mark a further constraint on the premiums: The so-called ”funding
condition” states, that reserves should be greater or equal zero at any time while the insurance
contract is in force.

In the last section of this chapter we apply these tools to our three-state model. To do so, we
have to add the state ”Active” to our model: Lives in the state ” Active” pay premiums, lives
in the states ”Care at home” and ”Care in a nursing home” receive benefits until they transfer
eventually to state "Death”.

Since our data only provided information on LTC claimants we had to use additional sources to
calculate transition probabilities from state ” Active” to all other three states. We used incidence
rates from ”Custodial Insurance, Japan” (Appendix B.3) together with the relative frequency
of a person becoming LTC claimant and needing care at home or in a nursing home that were
observed in our data over a two-year period (Section 8.6) and the mortality rates from ”Bavarian
life tables 1986-1988” (Appendix B.2).

We discretized time-continuous quantities in our model and used an interest rate of 3.5% per
annum. Annual premiums were paid at the start of the year. If a live became LTC claimant
it received a certain allowance depending on the place and level of care needed: At home the
insurance company paid 25% in "Level 17, 50% in "Level 27 and 75% in ”"Level 3” of the
allowance and in a nursing home 100% of the allowance for all three levels. The actuarial values
were calculated using a C-program and the necessary premiums derived for a 10 EUR daily
allowance, seperately for female and males for ages 20 to 70.
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8.1 Benefits and Premiums

In Chapter 3 we modeled the life-history of an individual as a time-continuous Markovian process
S(t), using a multi-state model with finite state space S = {1,..., K}. At each point in time
the individual is in exactly one state and potentially transfers, as time proceeds, from one state
to the next one until eventually the state "Death” is reached.

Modeling an insurance contract cash-flows occur: Premiums are paid and benefits received by
the insured corresponding to the states visited. As the sample path s(t) of the time-continuous
Markovian process S(t) is different for each individual, so are the cash-flows. From the insurance
company point of view we distinguish between inflows (e.g the premiums paid by the insured)
and outflows (e.g. annuity benefits or lump sums paid by the insurer).

Generally the following types of premiums or benefits are possible. For further details and
examples see Haberman and Pitacco (1999):

Inflows:
e a continuous premium at a rate p;(t) at time ¢, if S(t) = i;
e a premium 7;(t) at some fixed time ¢, if S(t) = i;
Outflows:

e a continuous annuity benefit at rate b;(t) at time ¢, if S(t) = j;
e a lump sum c¢;;(t), if at time ¢ a transition occurs from state i to state j;

e a lump sum d;(t) at some fixed time ¢, if S(t) = j, a so-called pure endowment;

We denote by p;(t)dt the premium amount and by b;(t)dt the benefit amount paid out in the
infinitesimal interval [t,t + dt), respectively. If we assume that S(0) = 1, for example in the
Illness-Death model all individuals start from the ”Disease-Free” state, m1(0) might represent
an initial single premium and all other premium functions remain zero.

Further the cumulative premium function and cumulative annuity benefit function are denoted
by II;(t) and Bj;(t), respectively. Both are non-negative and non-decreasing functions and will
be precisely defined in Section 8.4.

If the individual is in state ¢ in the interval [t,u) a premium of IT;(u) — IT;(¢) is due. If the

individual is, in contrast, in state j in the interval [¢,u) an annuity benefit of B;(u) — B;(t) is
due. Pure endowments cause jumps in the function B;(t).
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8.2 Random Present Values

Actuarial values, that we are going to define in Section 8.3 more explicitly, are expected present
values. Assume that the future premiums paid by the insured were known at the present time
as well as the future benefits that the insured receives. These cash-flows generally happen at
different points in time. In order to compare the value of the inflows and outflows for the
insurer, one uses the concept of present values, that is outflows and inflows are deflated to the
present time. The resulting quantities are then comparable given that the deflation factor is
correct specified. In insurance this assumption does not hold: Inflows and outflows are random
quantities. Therefore random present values have to be determined. A definition of a random
present values is necessary. Consider the compound interest model. The force of interest 4 is
assumed to be deterministic and constant. Thus the annual discount factor, denoted by v, is

v =-exp{ —0}

Consider a continuous premium at rate p;(u) at time u, if S(u) = j. As already mentioned,
pj(u)du is the premium amount paid out in the infinitesimal interval [u,u + du). The random
present value of this premium at time ¢ is given by

Y (uyu + du) = 0" g =)0 (u)du

The same continuous premium paid over the time interval [uy,us), with ¢ < uy; < ug, has the
following random present value at time ¢:

u2

Y (ur,ug) = / V" ()= () du

1

Consider a premium 7;(u) at some fixed time w, if S(u) = j. The random present value of this
benefit at time ¢ is given by

Ytﬂj (u) = Uuitf{g(u):i}ﬂ'j (U,)

Consider a continuous annuity benefit at a rate b;(u) at time w, if S(u) = j. Again, b;(u)du is
the benefit amount paid out over the infinitesimal interval [u, w+ du). The random present value
of this benefit at time ¢ is given by

Ytbj (u,u + du) := Uu_tf{s(u):j}bj (u)du

The same continuous annuity benefit on the time interval [uy,us), with ¢ < u; < ug, has the
following random present value at time ¢:
u2

Y (u, us) ZZ/ V' ()= by (u)du

1

Consider a lump sum c;i(u), paid just after time w, if a transition from state j to k occurs at
time u. The random present value of this lump sum at time ¢ is given by

Y;cjk (u) — 'UuitI{S(uf)Zjv S(u)Zk}C]k(u)
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The random present value at time ¢ of this lump sum, paid for each transition from state j to
state k in the interval [u1,uz) is given by
c; w2
Yt Ik (ul, UQ) = / v“_tcjk(u)dek(u)
uy
where Njj(u) is the number of transitions from state j to k in the interval [0, ). Consequently
dNj(u) is the number of transitions from state j to k in the interval [u1, ug).

Consider the pure endowment, a lump sum benefit d;(u) at some fixed time u, if S(u) = j. The
random present value at time ¢ is given by

d; u—
Vi (u) = 0" g uy=gy dj ()

In the following sections these random present values will be used to calculate the actuarial
values, which are the basic tool to determine premiums and reserves.
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8.3 Actuarial Values

As mentioned before actuarial values are expected present values. In addition to the financial
structure of random present values we need now a probabilistic structure, as well. This is where
the assumption of the life-history or claim-history as a time-continuous Markov chain comes in.
Further we suppose that the risk is in state i at time ¢, that is S(¢) = 4, and define the actuarial
values as a conditioning event. Actuarial values are therefore conditional expected present values.
Following Czado and Rudolph (2002) we define:

Definition 8.1 (Actuarial values) Actuarial values are expected present values. Assuming
that the insured Tisk is in state © at time t, then the actuarial values are given as conditional
expectations of the random present values, that is

e E[Yi(u)| S(t) = 1] for lump sum payments
o E[Yi(u,u+ du)| S(t) =1i] for annuities

In the following we are going to specify the actuarial values for the random present values
introduced in Section 8.2:

The actuarial value of the continuous premium at rate p;(u) at time wu, if S(u) = j, is
E Y] (u,u+ du)| S(t) = i] = 0" 'pi;(t,u)p;(u)du

E [V (ur,u)| S(t) = i] = / oyt u)p ()

ul

The actuarial value of a lump sum 7;(u) paid at some fixed time u, if S(u) = j, is
E Y7 (u)| S(t) =] =v" "pij(t,u)mj(u)
The actuarial value of the continuous annuity benefit at rate b;(u) at time wu, if S(u) = j, is

E {Ytbj (u,u + du)‘ S(t) = z] = 0" p; (¢, u)b; (w)du

B[P )| 80 =] = [0yt

u1

The actuarial value of a lump sum c;;, paid just after time u, if a transition from state j to k
occurs at time u, is

FE [Yfﬂ“ (u)| S(t) = z] = fu“_tpij(t, w) pjk (u)cjr (u)

. u2
E [thjk(ulaw)‘ S(t) =i :/ 0"y (t, u) ek (w)du

1
The actuarial value of a lump sum d;(u) paid at some fixed time u, if S(u) = j, is
B[ )| $(0) = i] = vy (t,w)ds (u)
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The actuarial notation considers usually unit-level premiums or unit annuities. Using these we
derive the following quantities:

For a continuous unit premium at a rate p;(u) or a continuous unit annuity benefit b;(u) paid
in state j during the period [t,n):

n
C_Lij (t, TL) = / vu_tpij(ta u)du
t
For an unit premium 7;(u) at some fixed time ¢:
Ejj(t,u) = 0" 'pij(t, u)

For an unit lump sum c;;(u) at time ¢, if a transition occurs from state j to k:

Aijr(t,n) = / V" g (1 ) g () du
t

fli_k(t,n) = Z /L'jk(t,n)

J:g#k

Aij,(t,n) = Z /L'jk(t,n)

For an unit lump sum d;(u) at some fixed time ¢:

E;j(t,u) = Uu_tPij(@ u)
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8.4 The Principle of Equivalence

If we take all above defined premiums together, we obtain the cumulative premium function.
The actuarial value of the continuous-time premium paid at rate p;(u) at time ¢, if S(¢) = j, is
given by the following quantity:

n
Pultn) = [0S (el (u)d
t jes
where n is the policy term. Further we have the actuarial value of the discrete-time premiums
mj(t), that is
Hi(t) = Z Pt Zpij (t, u)ﬂ'j (u)
wu>t jeSs

Taking all the benefits mentioned above together we obtain the cumulative benefit function
B;(t,n), that is

Bi(t,n) = /nv“_thij(t,u)bj(u)du

t

jes
+ / VYT it w) g () g (u) du
t JES kik#£j
0Tyt u)dy(u)
wu>t JjES

The principle of equivalence states, as mentioned by Czado and Rudolph (2002), that the ex-
pected amount of premiums has to be equal to the expected amount of benefits. At the time
when the policy is issued, the actuarial value of the benefits, that are paid under this contract,
has to be the same as the actuarial value of the premiums, that are received by the insurer. This
can formally be described as follows:

Definition 8.2 (The Principle of Equivalence) For an insured risk with policy end at n
and initial state S(0) = 1, the equivalence principle is satisfied if and only if

P1(0,n) = B1(0,n)
or equivalently in the case of a discrete-time premium at time t
HI(O, n) = 81 (0, n)

Clearly this relationship might be fulfilled by an infinity of premium functions. The so-called
”funding condition” is a further constraint. At any time during the insurance contract is in force
we require that

Bg(t,n) > Ps(t,n)

As the principle of equivalence only has to be fulfilled at policy begin, this also enables us to
construct insurance contracts with increasing, decreasing or level premiums according to given
laws or customers needs.
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8.5 Calculation of Reserves

For every insurance contract reserves have to be built up in order to ensure that the insurance
company is able to fulfill the promises given in their contracts with the insured. The prospective
reserve at time t is defined as the actuarial value of future benefits less the actuarial value of
future premiums. Generally speaking, the reserve is equal to the expected amount the insurance
company has to pay in the future reduced by the expected amount the insured pays in the future
to the insurance company. Given S(t) = ¢, that is

Vi(t) = Bi(t,n) — Pi(t,n)
or equivalently in the case of a discrete-time premium at time ¢:
Vi(t) = Bi(t,n) — II;(t,n)

Note that for each state i, that possibly is occupied at time ¢, a reserve has to be calculated.
Consider now an insurance contract, offering benefits b;(u) and c;ji(u) with continuous premium
pj(u), then the prospective reserve is given by

Vi(t) = Bi(t,n) —Pi(t,n)
= / v“*thij(t,u)bj(u)du—i-Z Z Pij (t, w) i (u)cjr (u)du

¢ jes JES kiktj

- / " 05 S ity )y (w)du

t jes

= /n VY it wb(u) + Y pig(t w) e (w)ejr(u) — pi(t, w)p; (w) | du

¢ jes kokAj

Clearly this reserve changes over time driven by underlying quantities such as premium and
benefits payment as well as changes on interest and mortality assumptions.
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8.6 Calculation of Premiums

So far we modeled only transitions for individuals that already qualified for one of the three
levels of care (see Section 7). If we extend our model to the situation of an insurance company,
we have to add the state ” Active” to our model. In Figure 8.1 we added this state. For the area
within the dotted line we were able to calculate the necessary probabilities using our data. For
transition probabilities from outside this area additional information is necessary.

Since our data does not provide this information, we used published tables to account for the
incidence of care and the mortality of individuals in the ” Active” state. Namely we used incidence
rates from ” Custodial Insurance, Japan” (Appendix B.3) and mortality rates from the ”Bavarian
life tables 1986-1988” (Appendix B.2).

The incidence rate is the probability of an z-year old individual in the ” Active” state to transfer
to any state where LTC is needed within the next year.

i, =P(S(z+1)=j, j€{2,3}/S5(>)=1)

Since the incidence rates from ”Custodial Insurance, Japan” only distinguish between age and
sex, we use the relative frequencies of the place of care, that occurred in our data between
January 1%, 1997 and December 315, 1998, to make a further distinction with respect to the
place of care. The relative frequency were the following;:

Place of care Female (in %) Male (in %)
at home 81.76 85.38
in a nursing home 18.24 14.62

The mortality rates of the so-called ”active-life” are usually denoted by ¢Z. This is the probability
of an z-year individual in the ” Active” state to die within the next year given, that this individual
has survived up to age z.

qs :=P(z<T<z+ 1T >z "Active” )

In the three-state model transitions only between places of care are possible; transitions between
different levels of care are not accounted for. To provide still for this we calculate the necessary
actuarial values for each level and use then a weighted average, where weighting was performed
with the average duration in the corresponding level:

Female (in %) Male (in %)

Level 1 36.44 33.28
Level 2 39.75 40.83
Level 3 23.81 25.89
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Lets have a look to the new model:

(1): Active (4): Death

(2): Care at home (3): Care in a nursing home

Figure 8.1: Markov four-state Insurance Model

We need for every combination of care duration [ and age z the one-year transition probabilities,
denoted by Pgp(l, z). This is the probability of an z-year old individual with a care duration of
[ years to transfer from state g to state h within a year.

Pyy(l,z) .= P(S(+1)=h|S() =g,Age = 2)

After having estimated these probabilities we are able to determine the necessary actuarial
values based on these estimates. We consider an insurance contract that pays a lump sum ¢y, if
a transition from state 1 (" Active”) to state j occurs, where j might be state 2 (”Care at home”)
or state 3 ("Care in a nursing home”). We denote the actuarial value of this contract at policy
begin by By, (0).

Further we have to specify a limiting age w, such that the probability that any individual survives
beyond age w is equal to zero.

From Section 8.3 we know that the actuarial value of such a lump sum c1; can be calculated as

w—z—1

Biey = Y, Pu(0,i)py(i)viey
=0
where P1(0,7) = P (S(i) = 1|5(0) = 1) for 0 < ¢ is the probability of not becoming claimant in
the interval [0,4] and py;(i) = P(S(i+ 1) = j| S(i) = 1) for j # 1 is the probability to transfer
to state j within the next year after having been in state 1 at time . S(t) is the Markov chain
representing the claim-history of an individual.

110



Further on this insurance contract, an annuity b; is paid, while the individuals is claimant in
state j € {2,3}. The actuarial value of this annuity is given by

w—z—1

Bl,bj == Z Plj(O,i)vibj
i=0
The insured has to pay an single-annual premium 7 for this insurance cover, which has an
actuarial value of

w—z—1

Pir= Z Pn(O,i)viw

1=0

In accordance with the principle of equivalence the actuarial value of the benefits paid and the
premiums received should be zero at time 0. Thus we have

3 3
E Bie; + E Bip, = Pix
j=2 j=2

w—z—1 3 w—z—1 w—z—1

3 w— _
Z Z P11(0,9)p1; (3, 2)v* clj Z Z Pp;(0,4)v'b; = Z Pll(O,i)Uiﬂ
i=0

j:2 =0 ]:2 1=0

Solving this equation for 7 gives the necessary premium for any given set of annuities b;’s and
lump sums cy;’s

In the following we calculate the premiums for the LTC-plan "PET” sold by a German insurer.
According to this LTC-plan the insured receives a certain allowance depending on the level of
care needed. This is for ”Care at home” 25% in "Level 17, 50% in "Level 2” and 75% in ”Level
3” and for ”Care in a nursing home” 100% of the allowance. Thus, the ¢;;’s are zero and in the
case of ”Care at home” bj =1 —0.25 % (4 — j), where j € {1,2,3}, for an unit allowance and in
the case of ”Care in a nursing home” b; =1, j € {1,2,3}.

For the calculation of the premiums we use a modified version of a C-program, which needs the
benefits, interest rate and transition probabilities as input. For details see Rudolph (2000). We
obtained for a 10 EUR daily allowance the following premiums:

Age Female Male Age Female Male

20 04.94 03.85 50 21.01 16.95
25 06.14 04.80 55 27.58 22.40
30 07.70 06.05 60 36.48 29.88
35 09.76 07.72 65 48.53 40.06
40 12.51 09.97 70 64.55 53.62
45 16.14 12.95

Table 8.1: Premiums fro a 10 EUR daily allowance
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In the following table we calculated the premiums for the same LTC-plan with estimates for
the transition probabilities using ”unstructured” working correlation matrices only, to compare
them with the premiums from Table 8.1 in Figure 8.2:

Age Female Male Age Female Male

20 04.98 03.94 50 21.16 17.35
25 06.19 04.91 55 27.74 22.93
30 07.76 06.19 60 36.63 30.58
35 09.84 07.90 65 48.58 40.97
40 12.61 10.21 70 64.28 04.78
45 16.27 13.26

Table 8.2: Premiums fro a 10 EUR daily allowance

Figure 8.2 compares the premiums from Table 8.1 calculated with the transition probabilities
from our model with a ”independence” working correlation matrix for p12 and a ”autoregressive
(AR-I)” working correlation matrix for both transition probabilities, p13 and pos (Model I),
with the premiums 8.2 calculated with the transition probabilities based on the ”unstructured”
working correlation matrix (Model IT).
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Figure 8.2: Comparison of Premiums using different Correlation Structures
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Chapter 9

Summary

We have presented three non-parametric estimators for basic quantities in survival analysis,
namely the Nelson-Aalen estimator for the cumulative hazard-rate function, the Kaplan-Meier
estimator for the survival distribution function and finally the Aalen-Johansen estimator for
the transition matrix of a Markovian multi-state model. All three estimators can be shown to
be at least almost unbiased. This property enabled us to define pseudo-values and construct a
relationship between the transition probabilities and the covariates of a single observation and
thus generate the data required for a regression analysis.

Consequently we could derive the transition probabilities in a Markovian three-state model, with
states ”Care at home”, ”Care in a nursing home” and ”Death”, using GEEs, that in contrast to
GLMs take correlation between observation into account. To extend this model to an insurance
model, the state ” Active” had to be added. Since our data did only provide information on LTC
claimants, additional sources had to be used, such as incidence rates for LTC and mortality
rates for active individuals. The transition probabilities obtained for this model could be used
to calculate the actuarial values and derive premiums for a given LTC-plan.

In the following table we are going to compare the premiums obtained with premiums offered
by a German health insurer. As already done in Section 8.6, we calculated premiums for a 10
EUR daily allowance based on the LTC-plan "PET”:

Age  Premium based Premium offered by
on GEEs German health insurer
Female Male Female Male
20 04.94 03.85 02.12 01.70
25 06.14 04.80 02.92 02.33
30 07.70 06.05 03.90 03.10
35 09.76 07.72 05.05 04.01
40 12.51 09.97 06.44 05.13
45 16.14 12.95 08.16 06.52
50 21.01 16.95 10.39 08.36
55 27.58 22.40 13.32 10.86
60 36.48 29.88 17.31 14.40
65 48.53 40.06 22.01 18.84
70 64.55 53.62 29.04 25.71
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We observe higher premiums using GEEs although the data have only slightly been modified. But
we can see that the behavior with respect to age is similar as well as the proportion between males
and females. It also should be noted that the incidence rates and mortality rates for ” Active”
individuals include administrative costs, whereas the transition probabilities do not. Therefore a
comparison between the calculated premiums using GEEs and the commercial premiums is not
very reasonable. Further the LTC definition in different countries, such as Japan and Germany,
varies and therefore country-specific incidence rates might be necessary.
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Figure 9.1: Comparison of Premiums

The method we used models the transition probabilities directly. The transition probabilities can
be calculated simply using the mean function, i.e. the inverse of the link function, of our model
for any given set of covariates, and therefore are simple functions of the regression coefficients.

However, in our case there are no methods available at the moment to examine the goodness-
of-fit or confirm the choice of link function. The choice of time-points might also influence the
results, but in our case the time-points are given, as we need one-year transition probabilities for
the calculation of actuarial values. More precise estimates might be obtained if the correlation
matrix is chosen close to the true one.
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Appendix A

Parameter Estimation

A.1 The Exponential Family

In the first of the specifications for a GLM (6.1.4) we required that the components y; have
a distribution from the exponential family, which contains the Normal-, Poisson-, Binomial-,
Gamma- and Inverse Gaussian distribution. A distribution is called to belong to the exponential
family, if we can specify functions a(-), b(-) and ¢(-) and the canonical parameter 6, such that
its density function can be written in the following form:

i) e { (Lo i) 4 el | (A1)

With this expression the log-likelihood function (6, ¢;y) := In fy (y; 0, ¢), as a function of § and
¢ with fixed y, can be easily derived. Further expressions for the mean and variance of Y can
be derived using the following equations:

B [55(9,@ y)} _o

00
p [621«9,@ yq B <61<eé§s;y>>2] 0

06?

Proof:

P[] [OS)

— /ﬁ <%f(y;9)> f(y;0)dy
= /%f(yﬂ)dy

0
= %/f(y;G)dyZO
1
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To simplify notation we omit now the arguments of the log-likelihood and density functions and
write instead [ := [(6;y) and f := f(y;6). Further for the derivatives with respect to 6 we write
f':=0f/00 and f" := 9%f /062, respectively

el -2 |(R)] = S () s [ () 0
= [ G (@) s [ (1))

[ s [,

f? f
2 2
= /f”dy /f—dy—i-/f—dy
= (%Qfdy
= — [ fdy=0
862/1
g
Using the representation of the density function (A.1) we get for the log-likelihood function
) — 9—’?(9)> }
b 6oy d (V000
16, ¢3y) {( ao) ) Tewe)
Therefore we obtain
oG, ¢:y)| _ L [y=VO)] _
il Rronl B
= E[Y]=1b'(0)
P10, ¢:y) o6, &) \* ~b"(0) y=VO)\| _
o[t oo | o) | =2 e ) o | () | =
= Var[Y] =0b"(0)a(o) (A.2)

As we can see in (A.2), the variance of Y is the product of two functions. The first factor is
the function b”(0), which is referred to as the variance function V(Y'). This function depends
through the canonical parameter # on the mean. Thus it will be considered as a function of
w and we will write V' (u). The second factor is the function a(¢), which is independent of 0
and depends on ¢ only. Each distribution function of the exponential family has a special link
functions, such that 8 = 7. This link function is called the canonical link function.
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A.2 Ordinary Least-Squares Regression

Aim in ordinary least-squares regressions is to explain the linear relationship between the vectors
of covariates Xyj,...,Xpn; and the observed random variables y = (y1,... ,yn)T. The standard
model for multivariate linear Regression is the following:

yi:ﬂ0+ﬂ1xi1+...+ﬁpxip+ei 1=1,...,n (A3)
where y1, ..., y, are the independent and normally distributed random variables and x1j, . .., Xp;j
the 1 x (p 4+ 1) vectors of covariates. The vector of unknown parameters is 3 = (B3o,...,8p)"
and has to be estimated from the data. Finally the quantities €1,...,e, are the error terms,

which are assumed to be independent and identically normally distributed with mean zero and
variance 2. The covariates are collected in the so-called design matrix, that is

1 r11 ... H,’lp
X =
1z o0 gy

The design matrix can be used to write (A.3) as a matrix equation given by

y=XB+e.

The most important assumption is that the error terms are independent and identically normally
distributed:

e 2 N(0,0°I,)
From this assumption it follows that the vector y has expectation X3 and variance %I, using
the independence of observations.

Ely] = E[XB]+ Ele]=Xp
Varly] = Varle] = 0’1,
The estimator 3 for 3 is obtained by least-squares, that is we minimizes €”'e over 3.
(v - XB)" (v - XB) (A4)
To obtain an unique solution of this minimizing problem we require n > p+ 1 and the vectors of
covariates Xyj, ..., Xpj to be linearly independent. If these two requirements are fulfilled, we get,

taking first derivative of (A.4) with respect to 3 and setting the result to zero, the estimator (3.
XT(y—XB)=0 — XTxg=x"Ty
B=(xTx)"xTy
Using the property that E[AY] = AE[Y] and Var[AY] = AVar[Y]AT we obtain:

™
|

B E[(XTX) "' XTy] = (X"X) " XTEly] = (X"X) ' X788 =3
Varl] = Var[(XTX) " X7yl = (XTX) " XTVarly] X (XTX) "
= (XTX) X7 X (XTX) T =02 (xTx)

This estimator is known as the best linear unbiased estimator (BLUE) for the above model. For

further details on ordinary least-squares regression see the book by Fahrmeir, Kiinstler, Piegeot,
and Tutz (2003).
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A.3 Weighted Least-Squares Regression

For ordinary least-squares we assumed that the error term e is normally distributed with ex-
pectation zero and covariance matrix o21,. For a weighted least-squares we assume that the
covariance matrix of the error term is equal to 02V, where V is a diagonal matrix with elements
v; > 0. This leads us to
iid 2
y=XB+e e ~ N(0;0°V) (A.5)

We try to tlrack this problem back to ordinary least-squares and multiply above equation by the
matrix V7 2:

V iy =V 3iXB+V 2e &% N0;0%V)

Defining y* := Vféy, X* =V 2Xande =V "2 € we get the following setup, similar to the
ordinary least-squares regression model:

Ele*] = E[V 2¢]=V 2E[e] =0

Varle*] = VarlV™
Therefore
« iid

y'=X"B+e" e* X N(0;0°1,)
From ordinary least-squares we know that the estimator for 3 is defined as
(X*TX*)le*y*

= (xXT(w)Tvex) ' xT(v—2)Tv-y
— (XvalX)levaly

™®
Il

Further we can calculate the expectation and covariance matrix of the estimator ,E:}*:

BFT) = (XTvR)TXTV By = (XTI TIXTVEIXG = 8
Varl8] = (XTV X)) XTIV Warly] (XTVLX) T X TV
= XTVX) XV VYT (T X)) T

XTvix)y1xTy-tx(xTv-ix)-T

Thus the estimator B* has to fulfill the following equations:
xTv'x)8 = xTy-ly

B* is called the weighted least-squares estimator of 8 in Model A.5.
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A.4 The O, and o, Notation for Stochastic Sequences

The idea of the O, o0 notation for non-stochastic sequences as known from Taylor expansion
can be extended to stochastic sequences, as well. The information contained in the O,(1), 0,(1)
notation is often referred to as the stochastic order of X,,. The following section refers to Bishop,
Fienberg, and Holland (1980) and further information can be found there. They define 0, (1) for
a sequence of random variables as follows:

Definition A.1 The stochastic sequence X,, = op(1), if for every e > 0
lim P(|X,| <¢)=1
n—oo
o If X,, is a vector, we write X,, = op(1), if || Xn|| = 0p(1);
o If X,,/by, = 0p(1), we write X,, = op(by,);
o If X,, is a vector, we write Xy, = op(by), if || Xn|| = 0p(by);

To show the differences between the o,(1) and Op(1) definition, we rewrite the definition for
op(1). It is equivalent for X, = o,(1) to say, that the absolute value of X,, is o,(1) with an
arbitrarily high probability.

Definition A.2 If for every e,n > 0 there exists an integer n(e,n) such that for n > n(e,n)
P(|Xn|<e)>21-n
then the stochastic sequence X, = op(1).

From this definition of 0,(1) we define Op(1) in an analogue way. We suppose that X, = O,(1)
means with arbitrarily high probability | X, | = O,(1).

Definition A.3 If for every n > 0 there exists a constant K(n) and an integer n(n) such that
forn = n(n)

P(Xul <Km) 21-1
then the stochastic sequence X, = Op(1).

As in the case for o,(1) similar definitions apply for the case that X, is a vector. To summarize
both definitions, one can refer to o,(1) as X,, converging to zero in probability, and = O,(1) as
X, being bounded in probability.

There is a relationship between Tchebychev’s inequality and the Op(1), 0,(1) notation. This
allows us to connect the stochastic order of magnitude from the O,(1), o,(1) notation with the
standard deviation from Tchebychev’s inequality. The Tchebychev’s inequality is stated in the
following theorem:

Theorem A.1 (Tchebychev’s inequality) If X, is a random variable with mean pu and vari-
ance 0% < 0o, then for any positive number h

1

P([Xn —pul s ho) 21— -5
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Proof of Theorem A.1:

To prove Tchebychev’s inequality we use Markov’s inequality, that holds for non-negative random
variables Y,, > 0:

alyy,>ay < alpy,>ay + _0_ Iy, <ay = EYa]

Taking expectations on both sides of Markov’s inequality we obtain:

EY,
aI{YnZd} <EY,] = FE [aI{YnZG}] =aP(Y, >a) <E[Y,] = P{Y,>a)< [a d
Setting Y, := (X,, — 1) and a = 2 this leads to
E[(X,—w? VarlX,)]
2 2 n
P((Xn—p?>e’) < > _ €2n
02 e:=ho 0-2 1
which gives us exactly the inequality we called Tchebychev’s inequality above.
O

The following theorem gives us above mentioned relationship between Tchebychev’s inequality
and the Op(1), oy(1) notation:

Theorem A.2 If X,, is a stochastic sequence with p, = E[X,] and 02 = Var[X,] < oo, then

Xn — pin = Op(an)
Proof:

We define h := 777% for 0 < n < 1. Applying Tchebychev’s inequality to X,,, 4, and o, we have:
P(IXn—unl <n5> >1 -

On -

This holds for n = 1,2,.... Now we set K(n) = n_% and apply the definition of = O,(1) to
conclude that

p(Entnl gy} s 1 -
( (n)) "

On
This corresponds with the definition of O,(1); therefore

Xn — Hn
On

= Op(l)

O
The next theorem gives us a tool to prove that a sequence is 0,(1), if we have already shown

that the sequence is Op(nfé).
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Theorem A.3

Proof:

X, =0,(n"2) <  n2X,=0,1)

This is equivalent, that for every n > 0 there exists a constant K(n) and an integer n(n) such
that for n > n(n)

1
Pn2|Xn| < K(n) >1-1
This can also be written as
1
P([Xn| <n72K(n) =1 -1
It follows for every € > 0 that
lim P(|Xn| <¢) =1
n—oo
which is nothing else than the definition for o,(1).

In the following we want to use these notations in the context of Taylor expansion. A first order
Taylor expansion for a function f is, as £ — a, given by

f@) = f(a)+ f'(a)(x — a) + o]z — al) (A.6)

where we require the function f to be comtinuously1 differentiable in a. Assume that we are given
a random variable X,, such that X,, —a = O,(n™2), then

F(X0) = f(a) + f(@)(X, — a) + 0p(n"2)
Proof:

We define a new function h(z) such that

f(@)=f(a)—f'(a)(z—a)
h(z) = B T
0 rT=a

Since f is continuous differentiable in a, so is h and h(X,,) T h(a) = 0, this is nothing else than
1
@) 2

h(X,) = 0p(1) and it follows that h(X,)| X, — a| = 0,(1) - ) = op(n’%) O
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A.5 Cramér-Rao Inequality

The Cramér-Rao inequality, states (see Gart (1959)) that under regularity conditions for a
consistent estimator @ the following inequality holds:

Cov [é} >1(0)7!

where 1(0) is the information matrix, which is as defined in (6.2), minus the expectation of the
second derivative of the log-likelihood function with respect to 6.

Proof:

If L(0;y) := f(y;0) denotes the likelihood function, it follows by this definition that

/./Ldyl...dynzl

Taking the derivative with respect to 6 we obtain interchanging differentiation and integration:

dIn L
// dyy...dyn =0 = // 2 Ldyy ... dy, =0

Taking a second time the derivative we get:

92In L oinL\ >
//((902 <60>>Ldy1...dyn:()

This is equal to

0%InL
E|l——|+E
[a¢]+

olnL\?

— =0 = FE
<%)]
Since @ is an unbiased estimator we have:

) :/../9Ldy1...dyn:0

If we take the derivative with respect to @ on the last equation it follows that

/./éalgLLdyl...dynzl (A.8)

As seen in (6.8) the expectation of the log-likelihood function with respect to 6 is equal to zero.
Therefore we can write:

. [an] 0 - B [ealnL] op [an] i 49)

(ag;Lﬂ _ [3261%} —1(6) (A7)

00 00 00
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Using the Cauchy-Schwarz inequality, that is E[XY]? < E[X?|E[Y2], we finally obtain the
required result:

| (ABH(A9) o [(é _ 0) Bg;Lr <F [(é B 0>2] 5 <8(1;;L>2] (A.10)
—_—
C’ov{é}

Now it is easy to see, using (A.10) and (A.7), that this is nothing else than the Cramér-Rao

inequality:
-1
dlnL\? (A7) PRI\ " 1
(% )D (£ %)) =1@

Cov[f] > <E
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Appendix B

Program and Tables

B.1 Program for Calculating the Aalen-Johansen Estimator

The parameter estimation using GEEs was performed using Mark X. Norleans’ program ”The
Generalized Estimating Equations Procedure, Version 2.6” written for ”Splus” with a syntax
similar to the existing Splus-glm() program. For details see http://lib.stat.cmu.edu/.

To calculate the Aalen-Johansen Estimator as well as the pseudo-values we used an own program,
which will be explained in this Section. Our dataset had one row for each transition containing
information on each individual’s sex, age at the time, the transition to the current state occurred,
begin and end of the time spent in this state, place of care, level of care, the state, to which the
next transition was observed as well as additional information, which were not of interest for
the problem at hand.

In a first step the dataset had to be restricted to rows one to thirteen (only to get rid of un-
necessary information). Then we used the function ”prep.aj.three.state” or ”prep.aj.four.state”
to prepare for the next step. Note that we designed one program for a three-state model and a
four-state model. Therefore these two preparations functions were necessary as kind of a trans-
lator to determine the state from which and to which the corresponding transition took place.
Thus we refer to ”place of care” or "level of care” as ”state” depending on the model used.

After having transferred the so prepared dataset to ”Matlab” we used the function ”riskset”
to calculate at each transition time the corresponding so-called "riskset” at that time, i.e. all
individuals that were at this time in the same state. As we need for calculating the actuarial
values one-year transition probabilities, we had to account for that with the function ”transi-
tion”. Thus we summarized the [ to [ + 1-year transitions in a new dataset ”transition.l”, where
[ ranges in [ =0, ..., k. Based on the dataset ”transition.l” and the "riskset” we could calculate
the Aalen-Johansen estimator. The function ”aj” returned already the ”leave-one-out” Aalen-
Johansen Estimator with the estimator based on the entire sample being in the first row.

Next, based on this matrix the pseudo-values were calculated using the function ” pseudovalues”
and prepared for the parameter estimation with the function ”gee”. An additional column iden-
tifying the i*" observation and a column indicating the ”time” of the transition, meaning ! to
[+ 1-year transition, had to be included. The dataset, returned by the function ”gee”, had to be
transfered back to ”Splus” and was after some adjustments then ready for further calculation
with above mentioned program for GEEs written by Mark X. Norleans.
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The Splus Function ”prep.aj.three.state

prep.aj.three.state_function(data)

{
working.data_data
attach(working.data)
data.length_nrow(working.data)
j-length(working.data)
G_rep(0,data.length)
H_rep(0,data.length)
Time_rep(0,data.length)
Sex_rep(0, data.length)
ZArt_rep(0, data.length)
ZLevel_rep(0, data.length)
for (i in 1:data.length){
Gli]-data$Art[i]
if (data$Transitto[i]==1){ HJi]-3 }
if ((data$Transitto[i]==11) || (data$Transitto[i|==12) || (data$Transitto[i]==13)){H[i]-1}
if ((data$Transitto[i|==21) || (data$Transitto[ij==22) || (data$Transitto[i|==23)){H]i] -2}
Time[i]_-data$LTCend]i]
if (data$Zsex[i]=="m"){ Sex[i]-1 }
if (data$Art[ij=="stationaer” ){ ZArt[i]_-1 }
if (data$Level[i]=="Stufel”){ ZLevel[i]-0 }
if (data$Level[i|=="Stufe2”){ ZLeveli]-1 }
if (data$Level[i]=="Stufe3”){ ZLevel[i]-2 }
if ((Gli]==2) && (Hfij==1) ){ H{0 }
}
add_cbind(G, H, Time, Sex, ZArt, ZLevel)
working.data_cbind(working.data, add)
datdata_working.datajorder(working.data[,5], working.data[,j+1], working.datal,j42]), na.last=T]
return(datdata)
}
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The Matlab Function ”riskset”

function A = riskset(A);
n=size(A,1);
m=size(A,2);

for j=1:n
A(jm+1)
A(j,m+2)
end

:0'

7

fori=1mn
r=0;

for j =1:n

if (A(1,13) == A(j,13)) & (A(i,11)==A(j,11)) & (A(i,12) == A(},12)) & (A(i,12) ~=0)
r=r+1;
A(i,m+1)=r;

end

if (A(j,11)==A(1,11)) & (A(j,3) < A(i,4)) & (A(i,4) <= A(j:4))
A(i,m+2)=A(i,m+2)+1;
end

end

end

A;

The Matlab Function ”transition”

function C=transition(A, d)
n=size(A,1);

m=size(A,2);

=1

B=A;

for i=1:n
if d*360 = A(1,4) & A(i4) | (d+1)*360
B(j,1)=A(i,);
J=itL
end

end

C=B(1:;j-1,1:m);
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Calculation of the ”leave-one-out’” Aalen-Johansen Estimators in Matlab

load three_state_model
threeaalen0=aj(threetransition0, riskset);

save threeaalen(

threeaalenK=aj(threetransitonK, riskset);

save threeaalenK

The Matlab Function ”aj”

function AJ = aj(A, B)
n=size(A,1); m=size(B,1); AJ=zeros(m+1,16);

for i=0:m

delete=i; p=n-1; DD=A(:,17); RR=A(:,18);

for t=1:p
if (A(t,11)==A(t+1,11) ) & ( A(t,12)==A(t+1,12) ) & ( A(t,13)==A(t+1,13) )
DD(t+1)=0;
end
end

if ( delete ~=0)
j=delete;
if (j <=n)
while ( (DD(j) == 0) & (j > 1) )
J=i-1
end
DD(j)=DD(j)-1;
end
end

if (delete ~= 0)
for j=1:n
if (A(j, 11) ~= B(i,11) )
RR(j)=RR(j);
end
if (A(j, 11) == B(i,11) ) & (A(j, 4) > B(,3) ) & ( A(j, 4) <= B(i4) )
RR(j)=RR(j)-1;
end
end
end
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mm=0;

for j=1:n

if (DD(j) >0) & (A(j, 12) ~= A(j,11) )

mm=mm-+1;
end
end

1=1; d=zeros(m,1);
r=zeros(m,1);
g=zeros(m,1);
h=zeros(m,1);
t=zeros(m,1);

for j=1:n
if ( DD(j)
d(l)= DD('
r()=RR(j);
g(D=A(j,11);
h(1)=A(j,12);
t(1)=A(j,13);
1=1+1;
end
end

workingA J=aalenjohn(d,
AJ(i+1,1)=workingAJ(
J(i+1,2)=workingAJ(
J(i+1,3)=workingAJ(
J(i+1,4)=workingAJ(
J(i+1,5)=workingAJ(
) (
) (
)= (

)=

)

)

J(i+1,6)=workingAJ

1,1);
( 1,2);

( 1,3

( 1,4

( 2,1);

( 2,2

( 2,3
J(i+1,8)=workingAJ(2,4
AJ(i+1,9)=workingAJ(3,1);
(

(

(

(

(

(

(

J(i+1,10)=workingAJ
=workingAJ
J(i+1,12)=workingAJ(3,

) (3
) (3
) (3
AJ(i+1,13)=workingAJ (4,
) (4
) (4
) (4

)

J(i+1,11

)

J(i+1,14)=workingAJ
J(i+1,15)=workingAJ
J(i+1,16)=workingAJ

)

)

)

end

AlJ;

’)7
A);

’)7

J(i+1,7)=workingAJ(2,3);
A4);

2);
3);
4);
1);
2);
3);
4);

r, g h,t);

>0) & (A(, 12) ~= A1) )
)
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The Matlab Function ”aalenjohn”

function mat = aalenjohn(d, r, g, h, t)
n=length(d); AJ=zeros(n, 16);

for i=1:n
AJ(1,1)=1; AJ(i,6)=1; AJ(i,11)=1; AJ(i,16)=

end
if (n>=1)

for j=1:n
for i=1:n
i (h(0) ~ =0) & (#()==t() ) & (x()) > 1)
if (g()==1)
(/iU(jah(i))ZAJ(jah(i))+d(i)/r(i);
if (g(i)==2)
AJ(j,h(1)+4)=AJ(§,h(i)+4)+d(@{) /x(i);
end
if ( g(i)==3 )
AJ(j,11)=AJ(j, 11) d(i)/x(i);
(‘?J(jvh() 8)=AJ(j,h(i)+8)+d(i)/r(i);
end
end
end

end

1=1; m=n-1;

if (m < 1)
mat=eye(4);

end

if (m >=1)

for k=1:m
if (t(k) ~= t(k+1))
1=1+1;
end
end

k=1; aj=zeros(l, 16);
for i=1:n

aj(i,1)=1; aj(i,6)=1; aj(i,11)=1; aj(i,16)=1;
end
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for j=1:n
s=1;

for s=1:16

aj(k,s)=AJ(j,s);
end

end

mat=eye(4); test=eye(4);

for j=1:1
test(1,1)=aj(j,1); test(1,2)=aj(j,2); test(1,3)=aj(j,3); test(1,4)=aj(j,4);
test(2,1)=aj(j,5 ) test(2,2)=aj(j,6); test(2,3)=aj(j,7); test(2,4)=aj(j,8);
test(3,1)=aj(j,9); test(3,2)=aj(j,10); test(3,3)=aj(j,11); test(3,4)=aj(j,12);
test(4,1)=aj(j, 13) test(4,2)=aj(j,14); test(4,3)=aj(j,15); test(4,4)=aj(j,16);
mat=mat*test;

end

end

Calculation of the dataset for the GEEs in Matlab

load threeaalen(

load threeaalenK

threepseudo0=pseudovalues(threeaalen0);

threepseudoK=pseudovalues(threeaalenK);

geedata=gee(threepseudo0, ...threepseudoK, threetest);

save checkgee.m geedata
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The Matlab Function ”pseudovalues”

function B = pseudovalues(A)
n=size(A,1)-1;
B=zeros(n,16);

for i=1:n

B(i,:)=n*A(1,:) - (n-1)*A(i+1,:);

end

The Matlab Function ”gee”

function A = gee(Al, ... AK, B)
n=size(B,1);
m=size(B,2);

B1=B;
for i=1:18
B1(1,m+i)=0;
end
B1(:,m+1)=ones(n,1);
for i=1:16
B1(:,m+1+1)=A1(:,i);
end
B1(:,;m+18)=(1:1:n)’;

BK=B:
for i=1:18
BK(1,m+i)=0;
end
BK(:,m+1)=K*ones(n,1);
for i=1:16
BK(:,;m+1+i)=AK(:,i);
end
BK(:,;m+18)=(1:1m)’;

A=[B1; ...; BK];
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The Splus Function ”geeimport”
geedata_importData(” geedata.m”, type="MATLAB”)

variablen.alt_c(”Indnumber”, ”Zlevel”, "LTCbegin”, "LTCend”, ” Transitto”, ”Death”, ”Recov-
ery” , 2 DeltaAmb77 , 2 DeltaStat77 , b2 Age77 , 9 G?? , 9 H?’ , 2 Time77 , 9 SeX” , b ZAI‘t” , ” ZLGVGI” , 9 D?? , ” R” )

Val“iablen.neu_c(”time”, 77p1177” 77p1277’ 77p1377’ 77p1477’ 77p2177’ 77p2277’ 77p2377’ 77p2477’ 77p3177’ 77p3277’
77pi;3777 77p3477’ 77p4177, 77p42777 77p4377’ 77p4477, 77id77)

variablen_c(variablen.alt, variablen.neu)
dimnames(geedata)[[2]]_variablen
geedata_geedatalorder(geedata[,36]), na.last=T)|
attach(geedatal0)

uns.out.12_gee(p12 ~ Age+C(factor(Sex), treatment)+C(factor(ZLevel), treatment)+C(factor(time),
treatment), quasi(link=logit, variance=constant), geedata, id, time, we="uns”, QR=T)
uns.out.12

uns.out.13_gee(pl3 ~ Age+C(factor(Sex), treatment)+C(factor(ZLevel), treatment)+C(factor(time),
treatment), quasi(link=logit, variance=constant), geedata, id, time, we="uns”, QR=T)
uns.out.13

uns.out.23_gee(p23 ~ Age+C(factor(Sex), treatment )+C(factor(ZLevel), treatment)+C(factor(time),
treatment), quasi(link=logit, variance=constant), geedata, id, time, we="uns”, QR=T)
uns.out.23
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B.2 Bavarian One-Year Mortality Rates (1986-1988)

Age ¢, (Male) ¢, (Female) Age ¢, (Male) ¢, (Female)

20 0.00131 0.00041 61 0.01658 0.00767
21 0.00126 0.00041 62 0.01806 0.00845
22 0.00121 0.00039 63 0.01970 0.00933
23 0.00117 0.00038 64 0.02153 0.01029
24 0.00112 0.00038 65 0.02357 0.01136
25 0.00109 0.00037 66 0.02583 0.01256
26 0.00106 0.00037 67 0.02835 0.01392
27 0.00104 0.00039 68 0.03114 0.01547
28 0.00104 0.00042 69 0.03426 0.01728
29 0.00106 0.00045 70 0.03774 0.01940
30 0.00111 0.00048 71 0.04164 0.02188
31 0.00119 0.00052 72 0.04597 0.02476
32 0.00126 0.00056 73 0.05077 0.02809
33 0.00131 0.00059 74 0.05607 0.03193
34 0.00138 0.00063 75 0.06190 0.03632
35 0.00148 0.00070 76 0.06830 0.04131
36 0.00159 0.00079 7 0.07530 0.04694
37 0.00174 0.00088 78 0.08293 0.05327
38 0.00191 0.00098 79 0.09120 0.06033
39 0.00210 0.00107 80 0.10015 0.06816
40 0.00228 0.00119 81 0.10978 0.07681
41 0.00247 0.00131 82 0.12011 0.08630
42 0.00270 0.00145 83 0.13116 0.09668
43 0.00296 0.00159 84 0.14295 0.10796
44 0.00327 0.00173 85 0.15550 0.12017
45 0.00360 0.00188 86 0.16881 0.13332
46 0.00395 0.00203 87 0.18290 0.14743
47 0.00435 0.00220 88 0.19778 0.16248
48 0.00480 0.00239 89 0.21345 0.17846
49 0.00531 0.00259 90 0.22991 0.19536
50 0.00590 0.00280 91 0.24715 0.21313
o1 0.00654 0.00304 92 0.26515 0.23174
52 0.00724 0.00331 93 0.28391 0.25112
53 0.00800 0.00362 94 0.30338 0.27121
54 0.00882 0.00396 95 0.32353 0.29193
55 0.00972 0.00435 96 0.34431 0.31318
56 0.01068 0.00477 97 0.36569 0.33488
o7 0.01171 0.00523 98 0.38759 0.35690
58 0.01281 0.00574 99 0.40995 0.37914
59 0.01398 0.00631 100 0.43271 0.40147
60 0.01523 0.00695 101 1.00000 1.00000

133



B.3 LTC Incidence Rates (Custodial Insurance, Japan)

Age i, (Male) i, (Female) Age i, (Male) i, (Female)

20 0.00010 0.00010 61 0.00374 0.00374
21 0.00010 0.00010 62 0.00425 0.00425
22 0.00010 0.00010 63 0.00483 0.00483
23 0.00010 0.00010 64 0.00549 0.00549
24 0.00010 0.00010 65 0.00625 0.00625
25 0.00011 0.00011 66 0.00711 0.00710
26 0.00011 0.00011 67 0.00808 0.00808
27 0.00011 0.00011 68 0.00919 0.00919
28 0.00011 0.00011 69 0.01046 0.01046
29 0.00011 0.00011 70 0.01190 0.01190
30 0.00012 0.00012 71 0.01355 0.01354
31 0.00012 0.00012 72 0.01542 0.01542
32 0.00012 0.00012 73 0.01755 0.01755
33 0.00013 0.00013 74 0.01999 0.01998
34 0.00014 0.00013 75 0.02276 0.02276
35 0.00014 0.00014 76 0.02591 0.02592
36 0.00015 0.00015 7 0.02951 0.02953
37 0.00016 0.00016 78 0.03361 0.03364
38 0.00017 0.00017 79 0.03828 0.03834
39 0.00018 0.00018 80 0.04360 0.04369
40 0.00027 0.00027 81 0.04967 0.04980
41 0.00030 0.00030 82 0.05657 0.05678
42 0.00034 0.00034 83 0.06445 0.06475
43 0.00039 0.00039 84 0.07343 0.07386
44 0.00044 0.00044 85 0.08366 0.08427
45 0.00049 0.00050 86 0.09262 0.09336
46 0.00056 0.00056 87 0.10039 0.10120
47 0.00064 0.00064 88 0.10841 0.10933
48 0.00073 0.00072 89 0.11671 0.11777
49 0.00082 0.00082 90 0.12529 0.12657
50 0.00093 0.00093 91 0.13421 0.13579
o1 0.00105 0.00105 92 0.14351 0.14542
52 0.00119 0.00119 93 0.15323 0.15550
53 0.00135 0.00135 94 0.16345 0.16612
54 0.00154 0.00154 95 0.17346 0.17651
55 0.00174 0.00174 96 0.18055 0.18373
56 0.00198 0.00198 97 0.18696 0.19014
o7 0.00225 0.00225 98 0.19302 0.19604
58 0.00255 0.00255 99 0.19870 0.20136
59 0.00290 0.00290 100 0.20405 0.20605
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