View metadata, citation and similar papers at core.ac.uk brought to you by fCORE

provided by University of Saskatchewan's Research Archive

Statistical power of epidemiological studies of low dose

levels of ionizing radiation and cancer

A Thesis Submitted to the
College of Graduate and Postdoctoral Studies
in Partial Fulfillment of the Requirements
for the degree of Master of Science
in the School of Public Health
University of Saskatchewan

Saskatoon

By

Jafar Soltani Farsani

©Jafar Soltani Farsani, April/2020. All rights reserved.


https://core.ac.uk/display/326252198?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1

Permission to Use

In presenting this thesis in partial fulfilment of the requirements for a Postgraduate
degree from the University of Saskatchewan, I agree that the Libraries of this University
may make it freely available for inspection. I further agree that permission for copying of
this thesis in any manner, in whole or in part, for scholarly purposes may be granted by the
professor or professors who supervised my thesis work or, in their absence, by the Head of the
Department or the Dean of the College in which my thesis work was done. It is understood
that any copying or publication or use of this thesis or parts thereof for financial gain shall
not be allowed without my written permission. It is also understood that due recognition
shall be given to me and to the University of Saskatchewan in any scholarly use which may
be made of any material in my thesis.

Requests for permission to copy or to make other use of material in this thesis in whole

or part should be addressed to:

Head of the School of Public Health

104 Clinic Place

University of Saskatchewan

Saskatoon, Saskatchewan, STN 274, Canada
Or,

Dean

College of Graduate and Postdoctoral Studies
University of Saskatchewan

116 Thorvaldson Building, 110 Science Place
Saskatoon, Saskatchewan, STN 5C9, Canada



Abstract

The purpose of this research is to inspect the statistical power of studies that investigate
the effects of low dose ionizing radiation on the incidence of/mortality from cancer. I use
a procedure proposed in a similar study to handle a problem regarding the incidence of
childhood leukemia from background ionizing radiation. I study this procedure critically
and make some adjustments to make its performance better. I also propose some substitute
methods to the methods proposed in the aforementioned reference in order to calculate
the power. In addition, I propose other methods not used in the study mentioned above.
I evaluate the efficiency of my proposed approaches using simulated data. The improved
method can be applied to the National Dose Registry of Canada (NDR) to produce the
power curves. The outcomes then can be used to propose the most suitable study design.
Some of the previous epidemiological studies based on NDR can also be evaluated in terms

of power.
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Chapter 1

Preliminaries

In this chapter first, I explain the motivations for carrying out this research. Then, I
present the concept of statistical power (henceforth I will refer to it simply as power), and
its calculation based on closed-form formulas and simulations. I also discuss factors that can
potentially impact the power of study design. Since my study mainly deals with cohort and

case-control studies, I then define these two study designs in a general context.

1.1 Motivations for the study

As described in Gordis (2014; page 7): “Epidemiologic reasoning is whether an association
exists between exposure to a factor”. Depending on the study design the association is
evaluated based on some measures of association such as the risk ratio (RR) in cohort
studies and the odds ratio (OR) in case-control studies (Ahrens and Pigeot. 2015; Chapters
.5 and 1.6). If RR/OR falls between 0 and 1, the association is interpreted as being inverse
or negative, i.e., an increase in the exposure is associated with a decrease in the outcome
variable. On the other hand, a value of RR/OR greater than 1 indicates a positive/direct
association between the exposure and the outcome variable. Note that 1 is the null value
for RR/OR, implying that there is no association between the exposure and the outcome
variable. In practice, the RR/OR is an unknown quantity and is estimated from a sample.

Then we rely on statistical methods to test whether or not it is significantly different from the



null value 1. An insignificant result leads to the conclusion that there is not enough evidence
to support the association between the exposure and the outcome. In general, significance is
determined through a hypothesis test. It should be noted that an insignificant result might

stem from several factors, including:

1. no true association between the exposure and the outcome,
2. selection and/or information bias (Gordis 2014; Chapter 15),

3. low power to detect an association (Ellis 2010; Chapter 1).

Therefore, knowledge about power is importnat. The reason is that if the epidemiologists
already control the bias and are informed that the power of their study is high enough, then
a non-significant result can be considered as a strong evidence of no association between the
exposure and the outcome. Otherwise, if the power is low, the non-significant result should
not be interpreted as the lack of association. In general, the power of a statistical test is
defined as the probability of rejecting the null hypothesis when it is true (i.e., the probability
of making a correct decision). In this regard, a low power indicates higher uncertainty as to
whether a statistically insignificant result is due to an actual lack of difference or simply due
to the sample size that is insufficient to detect the effects of the exposure.

Knowledge regarding the power of a study is crucially important: if the researcher is aware
that the study is powerful enough, then an insignificant result could be strong evidence that
there is truly no association (provided that other issues such as bias are also under control).
By contrast, if he/she knows that the study has low power, then the insignificant association
should not be interpreted as a lack of association.

In this research, the exposure and outcome of interest are exposed to low dose levels of
ionizing radiation and all health outcomes of cancer (incidence or mortality), respectively.
In the next section, I will briefly present different types of studies that try to detect an

association between the aforementioned exposure and outcome. One type of such study



is occupational studies that aim to establish the association by studying occupations that
are exposed to low dose levels of ionizing radiation, yet higher than that of the general
public (Beebe et al. 1998, Richardson and Wing 1999, Sun et al. 2016). Examples of such
occupations are nuclear plant workers and health workers such as dentists, nurses, etc. The
National Dose Registry (NDR) of Canada (NDR website 2020) is a database which has been
recording the information of such workers since 1951. Epidemiological researches in the area
of ionizing radiation and cancer have been carried out based on this database. A couple
of such studies are Ashmore et al. (1998), Gribbin et al. (1993). Each of these studies has
covered different periods and consequently, they have different sample sizes. As a result (as
will be explained in the coming sections) they have different powers to detect the association.

my purpose is to determine the power of NDR-based studies for different periods of
follow-up. In this way, I will be able to relax the epidemiologist’s concern regarding the

power as explained above. In particular, I will answer the following questions:

1. What is the best study design in terms of power? cohort or case-control? Also, what

is the optimum number of controls per case for the case-control study?

2. Have the previous studies been powerful enough to detect an effect?

1.2 About the cohort and case-control studies

Cohort and case-control studies are two very common study designs in epidemiology.
Most ionizing radiation-cancer studies are of these two types. The main difference between
the two designs is that the cohort study starts with individuals whose exposure status is
known. They are followed up for some time to determine the status of the outcome. In
comparison, the case-control studies first determine the status of the outcome and then try
to find the history of exposure. More precisely the two study designs are defined in Gordis
(2014) as follows:



e Cohort study. “In a cohort study, the investigator selects a group of exposed individuals
and a group of non-exposed individuals and follows up both groups to compare the
incidence of disease (or rate of death from disease) in the two groups. The design may
include more than two groups, although only two groups are shown for diagrammatic

purposes.” (Gordis 2014; Chapter 9)

o (Case-control study. “We begin by selecting cases (with the disease) and controls
(without the disease), and then measure past exposure by interview and by review of
medical or employee records or of results of chemical or biologic assays of blood, urine,

or tissues.” (Gordis 2014; Chapter 10)

The most commonly used measure of association in cohort studies is the Risk Ratio (RR).

If both exposure and outcome are binary (i.e. two possible outcomes), then RR is defined as

Probability of being a case in exposed group

RR =
Probability of being a case in non-exposed group

_al(a+D)
"~ c/(c+ad) (11)

where a and b are, respectively, the number of cases and non-cases in the exposed group
, and ¢ and d are those in the non-exposed group (See Table 1.1). Risk ratio can also be

written as RR = 1 + ERR where ERR is defined as the Excess Relative Risk.

The odds ratio is the most commonly used measure of association for case-control studies,

defined as

OR Odds of being exposed as a case

~ Odds of being exposed as a control

_ e
=37 (1.2)

where a and ¢ are numbers of exposed and non-exposed cases, respectively. b and d are
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number of exposed and non-exposed controls, respectively (See Table 1.1). The odds ratio
can be written as OR = 1 + EOR where EOR is the Excess Odds Ratio.

Table 1.1: Contingency table for cohort and case-control studies

Cases Controls Total
Exposed a b a+b
Non-exposed o d c+d
Total a+c b+d a+b+c+d

Remark 1.1. It is proven in Greenland and Thomas (1982) that when the outcome of interest

is rare, the odds ratio and risk ratio are almost equal.

1.3 Power

Assume that we are testing Hy : 6 € @ versus H; : § € ©F. This test can make two types

of errors (Casella and Berger 1990; Section 8.3):

1. type I error: if the true parameter belongs to @y but the test rejects it in favor of

6 € O, then a type I error has occurred.

2. type II error: if the true parameter belongs to @f but the test decides not to reject

the null in favor of € @f, then a type II error has occurred.

The probability of the complement of type I1 error is called the power of the test. Therefore,
the power of a test is the probability to truly reject the null in favor of the alternative. In
epidemiological terms, the power is usually interpreted as the ability to detect an effect when
it truly exists. In every hypothesis test we have two competing factors that we would like to

optimize: On one hand, we want to keep the probability of the type I error to a minimum.



On the other hand, we try to maximize the power of the test. As will be explained in the
next section, optimizing any of these factors hurts the optimality of the other one.

In many cases, the null hypothesis has a simple form Hy : 8 = 6, for some 6,. In such a
case, the alternative is usually H, : 6 # 6y. Calculating the power then requires finding the
distribution of the test statistic under the single value of 6,. However, when it comes to the
alternative, in practice, not all the parameters 6 # 6, are considered. Rather, usually a single
value 0, # 6, is picked. Then, to calculate the power, one way is to find the distribution of
the test statistic at the null under the alternative. This means that the formula of the test
statistic is calculated at 6 = 6, but the distribution of interest is the one with samples from
6 = 0,. Another way is to take samples from alternative and check whether the test statistic
under the null rejects it or not. The proportion of the rejections is then reported as power.

The value 0, as defined above is usually the parameter which is believed to be the true
parameter or at least closer to 6, than the true parameter. The latter means we need to find
the power for an effect size smaller than the true effect. In such a case we need a higher
power to detect #; and we can rest assured that with such a power we will be able to detect

the true parameter too.

1.3.1 Factors that impact the power of a test

There are mainly 4 factors that can impact the power of a test (Norton and Strube 2001).
Note that the first three factors as described below can directly change the power. Therefore,
the designer can change any of them to reach a higher power. The fourth factor, as described
below, is a kind of inherent and seems to be not adjustable. This is why most references do
not refer to this factor. However, we will give an example to show that in some cases one
can design the experiment in a way to obtain higher power even in case all the other three
factors are fixed.

Below, I explain the impact of each factor using a plot. For simplicity, I assume that



th

e test statistic under both null and alternative is known and is normally distributed. The

dashed area in each figure represents the power of the test.

Frobability

1. The significance level. The probability of the type I error is referred to as the sig-
nificance level (also, the size of the test (See Casella and Berger (1990; Section 8.3)).
There is a trade-off between the significance level and power. This means increasing
any of them causes the other one to increase as well. One simple explanation is that a
higher significance level means that we have to reject more often (we are conservative),
as a result, the chance of a correct rejection increases too, which means using threshold

we get higher power.
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Figure 1.1: Two tests with @ = 0.03 (left) and @ = 0.05 (right), adjusted for the other
factors.

Figure 1.1 represents this fact (dashed area represents the power of the test). While
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Frobability

the shape and position of the test statistic under both null and alternative remains the
same (as a result of keeping the sample size and the effect size fixed), increasing the

significance level shifts the dashed area to the left and causes the power to go up.

2. The effect size. As defined in Ellis (2010; Chapter 1): “An effect size refers to the
magnitude of the result as it occurs, or would be found, in the population”. It was
mentioned above that to calculate the power we usually fix one parameter in the
alternative space such as 6 = 6,. The closer 8, to 6y, the more mixed the distribution
under the null and alternative. As a result, the test statistic under the null is more

likely not to reject in favor of the alternative.
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Figure 1.2: Two tests with 6, = 0, 8, = 1 (left) and 6, = 3 (right), adjusted for the
other factors.

Figure 1.2 shows the impact of effect size on the power. Notice that the shapes of the



test statistic and the start point of the dashed area remain the same (as a result of
keeping the sample size and the significance level fixed). However, shifting the test

statistic under alternative to the right in the right frame causes the power to increase.

. The sample size. Larger sample size results in a higher power. A simple explanation
is that there is a reverse relationship between the sample size and the variance of the
test statistic under both null and alternative. For example, recall that the variance of
X (the sample mean) which is the test statistic for the population mean is given by

-~ where o is the variance of X and n is the sample size. This shows that a small

Vn

sample size causes the variance of the test statistic to increase. This makes the test
statistics under both null and alternative flatter and causes them to be more mixed
which results in lower power. This fact has been represented in Figure 1.3. While the

significance level and the effect size are the same in both tests, smaller sample size

results in a flatter shape on the left.

The effect of sample size on the power can also be justified using another argument.
By definition

power = P(Re ject|S hould be truly rejected).

In this definition, the condition part, i.e“Should be truly rejected” refers to the real
population while the event, i.e.“Reject” refers to the sample. As a result, the larger the
sample size, the better the true state of the population reflects on the sample. This

results in more true rejections which imply higher power.

. Variability in the data. The larger the variance of the sample, the larger the variance of
the test statistic. As explained for the impact of the sample size, the large variance of
the test statistic results in lower power. Again, a good example is X where its variance

(%) directly depends on the variance of the sample. The impact of the sample’s



Probability
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Figure 1.3: Two tests with different sizes: small (left) and large (right), adjusted for
the other factors.

variance can be similarly represented using Figure 1.3.

It should be pointed out that this factor is less studied as compared to the other three
factors. One main reason is that it seems to be inherent to the data and not fairly
adjustable. So, it can not be deployed to improve the power of the test. However, an
example is provided in Friedman et al. (2010; Chapter 8) to show that with a better
study design one can improve the power while keeping the sample size, the significance
level, and the effect size fixed. The example is regarding a clinical trial where the
impact of a new drug on the cholesterol level is of interest. The sample is divided
into the intervention and the control group. The impact of the drug can be measured
by comparing the mean value of the cholesterol level in two groups. There are two

possible designs. One can only measure the cholesterol level at the end of the trial and
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just compare the mean values in the two groups. Another possibility is to measure it
both at the beginning and the end of the trial, then calculate the differences for each
individual and finally make an inference by comparing the mean of the differences. It
is proven in Friedman et al. (2010; Chapter 8) that the latter trial results in lower

variance and consequently higher power.

1.3.2  Why Monte-Carlo simulation to find the power?

Calculation of power using the analytical method, i.e. based on a closed-form formula,
requires the distribution of the test statistic under both null and alternative to be known
(Landau and Sathi 2012). In many cases, there are some tools (particularly, asymptotic
tools) to deal with the distribution of the test statistic under the null. However, distribution
under the alternative is usually more awkward. If any of the two distributions can not
be determined analytically one needs to use sampling (Monte-Carlo simulation) to find the
power (Landau and Sathi 2012). Notice that even this latter approach requires information
about the distribution of samples when the true parameter is the alternative.

Apart from the case above, there are also some special complex cases which can be
handled better using Mont-Carlo simulation. Two of such cases are as follows (Monte-Carlo

for power 2019):

1. multiple tests: We would like to implement different tests at the same time. Such a
test is of the form

(H()l' 1€ @0,‘ vs Hy:0¢ @],‘ )?:1 .

2. multiple alternatives: We require at least one of the multiple alternative to be true.

This test is of the form

Hy:0e®y, vs H,:(0€®,0r0e®, --- or € 0,).

11



1.3.3 Score test statistic

The test statistic that I use for my research is the score test statistic derived from some
specific likelihoods as described in Chapter 3 and 4.
Assume that we have a vector of parameters 8 with the corresponding likelihood function

L. Then the score function is defined with

ologL(0) ,

U(®) = V(logL(9)) = ( o0, =l

The fisher information is defined with

1(0) = —E[V?log(L(0))6).

The score test statistic is then defined with

S©) = U®'10)'U®).

Assume that 6 is a vector of length p and assume that we want to test for Hy : 6 = 6,. The
score test statistic for this hypothesis test is then S(6p). In 1948, Rao proved that the score

test statistic under the null has asymptotic )(f, distribution (Rao 1948). In particular if 6 is

a single parameter then S (6) = m[rj((g)(z)) has asymptotic y? distribution. Equivalently \/%

is asymptotically normally distributed.

Remark 1.2. At this point, we would like to highlight a point regarding terms such as “test
statistic under null” and “test statistic under the alternative”. Assume that we test Hy : 0 = 6,
and we are interested in detecting effect 8 = 6,. It should be carried in mind that the
test statistic under the alternative might be not necessarily the test statistic when we test

Hy : 0 = 6;. In some simple cases, it turns out to be correct. For instance, in case of testing

12



for the mean value of a normal population, the test statistic under the alternative is the
same as the test statistic under null when the null is Hy : € = 8;. However, in general, this
might be not true. It seems that simple cases such as this, in addition to the vague nature
of the aforementioned terms, sometimes lead to confusion. Notice that when we use a term
such as“test statistic under the alternative” we are referring to the distribution of the test
statistic for the null when samples come from alternative! For example, if we use the score
test statistic, then by the distribution of the score test under the alternative we don’t mean

the distribution of §(6;) but we mean the distribution of §(6y) when samples come from 6.

1.4 Organization of the thesis

I proceed in Chapter 2 by presenting a literature review on both ionizing radiation-
cancer studies and power studies of case-control and cohort designs. In Chapters 3 and 4 I
will discuss the power model for cohort and case-control studies, respectively. The models
have already been developed in Little et al. (2010). I will spot some problems regarding
the model and propose solutions. I also provide the algorithms required to implement the
model. In Chapter 4, I provide some additional results which can be used to improve the
performance of the model. I will address some points in Little et al. (2010) which seem to
require revision and propose substitute methods. Some other approaches to calculate power
are also presented. Based on a literature review, I provide required information such as the
break-down of the dose parameter and estimates for the ERR parameter. In Appendix A, I

use some simulated data to illustrate my proposals throughout the thesis.
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Chapter 2

Literature review

This chapter provides an overview of the subject. The first section presents a brief de-
scription of radiation, introduces different types of radiation, basic facts regarding radiation
and different trends to study the relationship between ionizing radiation and cancer. We
review the epidemiological studies of low dose levels of ionizing radiation and cancer in the
second section. The final section gives a review of the statistical studies that provide a model

to evaluate the power and sample size for the cohort and case-control studies.

2.1 About ionizing radiation and studies related to cancer

Tonizing radiation is a kind of radiation with high energy that can remove electrons from
atoms and molecules (Canadian Nuclear Safety Commission 2020). There are two general

sources of ionizing radiation (Canadian Nuclear Safety Commission 2020):
1. natural: Space and cosmic radiation, terrestrial radiation, etc.
2. artificial: X-ray, nuclear power plants, etc.

The unit used to measure the amount of ionizing radiation received for each person (usually
per year) is millisievert denoted by mSv (or mSv/y for per year measurements).

Four categories of annual effective doses of ionizing radiation are as follows (Fazel et al.

2009):

14



1. low: Doses between 0 mSv/y and 3 mSv/y.

2. moderate: Doses between 3 mSv/y and 20 mSv/y.
3. high: Doses between 20 mSv/y and 50 mSv/y.

4. very high: Doses over 50 mSv/y.

Notice that doses below a specific threshold (usually 0.1 or 0.2 mSv/y) are recorded as 0.

Ionizing radiation-Cancer studies can be divided into two general categories:

1. The oldest and the most studied category is related to the low dose levels of ionizing

radiation (presented with details in the following section).

2. A relatively new study deals with high dose levels of ionizing radiation which, for

instance, studies long term radiology survivors.

In the following section, I review studies of the first type.

2.2 Epidemiological studies of low dose levels of ionizing radiation

Low dose levels of ionizing radiation-cancer studies are followed in 3 general trends:
1. studies based on the atomic bomb event.
2. other ionizing radiation-cancer studies:

(a) based on background ionizing radiation

(b) based on occupational ionizing radiation.
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2.2.1 Studies based on atomic bomb event

Since the early days, the survivors of the atomic bomb in Hiroshima and Nagasaki have
been the main subjects of cancer and ionizing radiation studies. Studies based on these
subjects has provided remarkable results. Contributions based on this study continue to

come out.

The first study related to the impact of ionizing radiation on the mortality and incidence
of cancer dates to 1950 when the Atomic Bomb Casualty Commission (ABCC) started
studying a fixed cohort of A-bomb survivors and suitable comparison subjects (as a non-
exposed group). ABCC was established to investigate the health effects of atomic bombs
in Hiroshima in 1947 and Nagasaki in 1948 by the US National Academy of Science and
the National Research Council. The sample known as the Life Span Study (LSS) sample
was later followed up by the successor of ABCC, the Radiation Effects Research Foundation
(RERF) which substituted ABCC in 1975. The RERF cohort now includes the atomic bomb
survivors (LSS), a cohort of those who were exposed in their mother’s womb (in utter) and a

cohort including the children of survivors who were conceived after paternal exposure (F1).

The results are regularly updated and published. The first results of this series were
published in 1962 (Beebe et al. 1962). The study is based on the LSS cohort. One major
finding of these studies was that an excess incidence of leukemia was observed while for other
cancers (as a whole), the results were insignificant. Similar results persisted to show in future
studies suggesting that leukemia should be the main focus of the study. This direction is

still followed in ionizing radiation-cancer studies: Most studies consider leukemia separately.

The first study to publish results in this area is Beebe et al. (1962). This study is based
on the follow-up of the LSS cohort from 1950 to 1958. The main results of this study are
presented in Beebe et al. (1962; Table IX). This table shows that the p-value for the relative

risk for leukemia is less than .01 while it is non-significant for that of other cancers.
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Remark 2.1. One important point regarding this study is that the sample size has been
relatively small at the time the study was carried out. Sampling which was based on sampling
distance from the point where the bombs were detonated has been explained with details
in the aforementioned reference. The sample size problem has also been addressed there.
In the following years, more subjects were included and the sample size gradually grew. As
explained before, a result of the smallness of the sample size is low power. Therefore, the
non-significant p-value for ”other cancer” in this study “ might” reflect not the truth but it

could be a result of low power to detect an effect.

The results for the LSS study for the period of 1950-1985 are provided in Shimizu et al.
(1990). There are 75,991 eligible individuals included in this study (referred to as DS86) of
which 5,936 individuals in the cohort died of cancer. Shimizu et al. (1990; Table II) presents
the results of this study. Notice that the results of this study for leukemia alone, all cancers

and all cancers except leukemia are all significant.

Remark 2.2. Table II in Shimizu et al. (1990), in particular, shows a very strong relationship
between all cancers and radiation. As presented above, the very early study covering the
period of 1950-1958 was unable to detect such an effect. It should be mentioned that the
total number of deaths from all cancers at the time this study was carried out was 199
(compared with 5,936 deaths in the latter study). This observation “could” be a result of
the difference between the powers in the two studies. This can emphasize the importance of

taking the power into account before interpreting the results of any study.

Table 2 in Ozasa et al. (2019) provides the results for the cancer mortality and incidence
rate based on the most recent studies of the LSS cohort. Notice that all the results show a

positive ERR/Gy both for incidence and mortality for a full range of doses.

Remark 2.3. Notice that the part of Ozasa et al. (2019; Table 2) representing ‘Lowest dose

range with significant risk “can” give some indication of increase in the statistical power
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with increase in the number of years of follow-up: For the incidence report, the evidence can
clearly support this idea as the lowest effective dose has fallen from .15 Gy in 2007 to .10
Gy in 2015 and simultaneously the significance level has been reduced from .1 to .038. The
results for mortality are not nearly as clear. The lowest effective dose has increased from .12
Gy in 2003 to .2 in 2012. However the fact that the significance level has been reduced from

.1 to .05 should be taken into account.

2.2.2  Other ionizing radiation-cancer studies

The results of the atomic bomb studies rose the question of whether other sources of

ionizing radiation are carcinogen. These studies can generally be divided into two types:
1. Natural background ionizing radiation studies

2. Occupational ionizing radiation studies

Natural background ionizing radiation studies

Background ionizing radiation is a source of radiation which has always been present in
the environment (UN committee 2000). Based on United Nations report (UN committee

2000; Annex B), there are four major sources of natural ionizing radiation:
1. cosmic radiation (such as radiation emitted by the sun)
2. terrestrial radiation (such as radiation caused by the natural deposits of uranium)
3. radionuclides present in the air
4. radionuclides present in the food

Although published results in this area mostly support the harmful effects of ionizing radia-

tion on the incidence of cancer, some studies favor a harmless effect. A review on the papers
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of the first type is provided in Hendry et al. (2009) while Dobrzynskil et al. (1998) reviews
papers of the second type.

Some studies in this field are based on recruited individuals. However, major studies
rely on national registries. Two important examples of such studies are the US surveillance,
Epidemiological, and End Results (SEER) program (SEER 2009) and studies based on UK
National Registry of Childhood Tumors (UK cancer study 1; 2, Wakeford et al. 2009) present
results based on this database.

Some results on the relationship between ionizing radiation and childhood cancer in Great
Britain based on the aforementioned database are presented in UK cancer study (1). The

main results of this study are shown in UK cancer study (1; Table3).

Remark 2.4. Table 3 in UK cancer study (1) shows that the results for all dose categories
are insignificant. This could be a reflection of truth or a result of low power. This paper has
been evaluated in Little et al. (2010) in terms of power. It is shown there that the relatively
small number of cases and controls results in a low power to detect the true effect. Therefore,
the insignificant results of the paper are not surprising and should be expected due to low

power.

Occupational ionizing radiation

Some occupations inevitably require exposure to higher-level doses of radiation than
that of the general public. The most important of such occupations are related to nuclear
power plants, uranium mines, health care units. Workers in each of these fields are not only
exposed to the background ionizing radiation but also exposed to radiation-related to their
profession. As a result, studies of mortality and morbidity of such occupations can provide
some insight into the nature of the relationship between ionizing radiation and cancer. Such
studies usually rely on national databases.

One of the oldest and largest of such databases is Canada’s National Dose Registry (NDR
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website 2020). NDR was founded in 1951 and has continually been in operation thereafter.
This is the largest national database on occupational radiation. NDR contains the records
of more than half a million workers of which 150,000 are the present-day workforce (NDR
website 2020).

Ashmore et al. (1998) published in 1998 is the first large scale mortality study based
on the National Dose Registry of Canada. This study inspects the database for the period
of 1951-1983. The study cohort consists of 256,425 individuals. The results are presented
both in terms of standardized mortality rate (SMR)which is based on comparing the death
results with the general population of Canada and also in terms of Excess relative risk (ERR)
which is based on comparing the exposed groups with the non-exposed group in the cohort.
The results of these two measurements are contradictory! Results for the SMR show lower
death risk for the cohort while ERR results prove something in contrast to that of SMR as
the relative risk for the exposed groups is higher than that of the non-exposed group. This
feature, less and more, shows in other occupational studies. It is widely believed that SMR
is not a good measurement for occupational studies as the truth is masked by the so-called
‘healthy worker effect’.

When each cancer is considered independently, the ERR results of the aforementioned
study are mostly insignificant. However, for all cancers as a whole ERR is significantly non-
zero. Table 7 in Ashmore et al. (1998) and Table 8 in Ashmore et al. (1998) (for males and

females, respectively) presents the results of this study.

Remark 2.5. Significant results for ‘all cancers’ in Ashmore et al. (1998; Tables 7 and 8)
could be a result of enough power due to a sufficient number of cancers as a whole while
breaking down cancers into specific types reduces the number of cases and lowers the power.
Therefore, insignificant results for each type of cancer independently “might” be attributable

to low power.

Although NDR studies that include all types of radiation workers are few, there are more
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studies solely based on nuclear workers in NDR. These types of studies started earlier with
Gribbin et al. (1993) having been published in 1993. These studies are naturally based on
fewer observations. The said study included only 8,977 individuals. The results of this study
even for solid cancer (i.e. all cancers as a unit) was insignificant. Zablotska et al. (2014) is a
more recent study of this type published in 2013. The results of this study for solid cancer

were still non-significant.

Remark 2.6. Comparison of the earlier NDR study reviewed above with the latter two studies
“could” again emphasize the role of power as the first study that included a much larger
dataset was able to detect a significant result for solid cancer while the last two which are

based on smaller databases didn’t detect any significant effect.

2.3 Power studies of the cohort and case-control designs

The results of a statistical test could turn out to be insignificant due to several reasons.
One possibility is that the result truly reveals the real nature of the relationship, i.e. the
exposure is not related to the outcome. However, it can also be a result of some defect in
the study. Such a defect might be related to some sort of bias in the study design or due to
low power which in turn can be attributed to an insufficient number of participants in the
study.

There are a couple of works in the literature that try to address the latter problem of
power, particularly for cohort and case-control studies. I focus on the cohort and case-control
studies as the majority of studies in the area of ionizing radiation-cancer are of these types.

The results of one of the earliest studies to address the problem of power and sample
size both for cohort and case-control studies were published in Schlesselman (1974). The
paper deals with the simplest type of epidemiological studies where the relationship between

the disease status and a binary exposure is of interest. Although the study is general, it
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specifically solves the power/sample size problem for an epidemiological study that tries to
answer the question of whether there is an increased risk of giving birth to a child with a
congenital heart defect (CHD) among mothers who have oral contraceptive (OC) exposure
three months before or after conception.

The formula provided power and sample size in the said reference is based on a simple
assumption of the normal distribution for RR and OR in cohort and case-control studies
respectively. The results showed that a case-control study is more powerful in detecting

CHD/OC relationship.

In most case-control and cohort studies usually, more complex conditions result in the
need for models that are more complicated to find the statistical power. The most natural
problem that can be posed after handling discrete exposures is how to deal with continuous
exposures. The simplest approach is to dichotomize the exposure to use the discrete formula.
However, as noted in Lubin et al. (1990), since the risk patterns might be monotonic with
increasing exposure, an explicit category of ‘not exposed’ might be not meaningful. Also,
this approach has been proven to overestimate the required sample size (and equivalently

underestimate the power)(Lubin et al. 1990).

Mckeown-eyssen and Thomas (1985) is one of the earliest papers to address the problem
of continuous exposure. The paper considers case-control studies and proposes the idea of
comparing the mean of exposure between cases and controls to test any effect of the exposure.
Based on this idea the formula for power and sample size is provided. In particular, the

following formula is given for the sample size,

2ty —tp)’0”
(= po)?

where t stands for the #-distribution, @ and 1 — 8 denote the level of the test and desired

power respectively, o denotes variance of exposure and pg and g, is the mean of the exposure
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in cases and controls. The paper also explains an apparent paradox in this formula: The
formula suggests that smaller variability in exposure results in smaller sample size while
epidemiological studies prove something in contrast. The model proposed by this paper has

been specifically applied to cancer and diet problems.

Using a logistic regression model with an exposure x (either continuous or discrete), the

probability of having the disease is given by

ea+9x

_— 2.1
1+ e(r+6x ( )

p(x;a,6) =

This can provide the bases for calculating the power and sample size in a case-control study.
However, in practice more complex conditions may arise which can not be handled well
with this simple approach. A couple of such conditions are addressed in Lubin and Gail
(1988). This reference tries to solve the power/sample size problem based on a fairly unified
method which provides a general framework for all problems simultaneously. The models
are specifically applied to the study of lung cancer risk associated with exposure in the home
to radon-222 and its short progeny. The need to develop new power/sample size models all
arose from this study but, as explained in the said paper, can be applied to any study with

similar problems.

The first problem in this study came from the analysis of underground miners which
showed that the standard exponential trend as in model (2.1) can not explain the true
nature of relationship. Rather, it is well characterized by a linear model. They proposed the

following model

" 1+ eR(x; ) 22)
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where R(x) = 1 + 6x. Testing the null hypothesis of no association is then equivalent to
Hy : 0 = 0. Based on this model, formulas for power and sample size are provided.

By changing the definition of function R, they also provide the formula to handle a more
complex situation that can not be dealt with using typical models. One such situation arises
when one wishes to test curvilinearity in the trend. For example, there has been evidence
that suggests that the increase in the relative odds of lung cancer from exposure to radon is
not linear over the entire range of exposure. The model which is proposed is based on (2.2)

and the following model based on which power and sample size for such a test are provided

R(x) = (1 + Bx)e™™.

Test for curvilinearity is again Hy : 6 = 0.

Other complex circumstances considered in this reference are:
1. Testing whether the gradient is equal to a specified non-zero value.

2. Testing for no effect after adjustment for second risk factor under a multiplicative

model.

3. Testing for an additive joint association for two risk factors under a multiplicative

alternative.

The first power model specifically designed for ionizing radiation-cancer studies is provided
in Little et al. (2010). The model proposed tries to follow the usual traditions which are
considered in epidemiological studies of ionizing radiation-cancer. This includes breaking
the dataset into substrata where each substratum is a combination of age and sex. It also
dichotomizes the ionizing radiation dose variable. The model has been used to detect the
power of ‘background ionizing radiation-childhood leukemia’ studies in Great Britain. Such

epidemiological studies have already been underway for several decades. However, the model
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is fairly general so that it can be deployed in other settings such as ‘Occupational ionizing

radiation-solid cancer’ studies. My research falls under the latter.

The model is obtained based on Monte-Carlo simulation. Age-+sex strata are considered
independently. The dose variable is broken down into a few categories. The model makes

two basic assumptions:

1. The dose of ionizing radiation is assumed to have a linear effect on RR (in the cohort)

and OR (in case-control). For example, in the cohort study, it is assumed that

RiskRatio = Risk for dose category with D

Risk for category unexposed to radiation

=1+6D.

2. Fixed number of cases at each age/sex stratum. These numbers are obtained from the

observed dataset.

The number of cases mentioned above serves as the number of trials in a multinomial model.
To produce simulated samples (under both null and alternative), it is assumed that the
number of cases at each age+sex stratum is distributed among dose categories according to
a multinomial distribution the probabilities of which depend on parameter 6. More precisely,
assume that we break down the i-th age+sex stratum into K dose categories. Assume also
that in the observed data set, we have m;; cases (deaths) in the j-th dose category of the i-th
age-+sex stratum and that the population proportion of the same category is p;;. Then we

assign a multinomial distribution to this stratum with number of trials given by

K
Ml~ = Z I’I’Ll‘j
J=1
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and corresponding probabilities calculated as

pii(1 +6D;;)
K pi(1+6D;)

ﬂ'ij =

The likelihood function and the score test statistic are then calculated based on the indepen-
dent multinomial distributions. Using the Rao’s theorem (Rao 1948), the score test statistic
is assumed to have asymptotic normal distribution under the null which is Hy : 8 = 0.

A sample of size 100,000 is then randomly sampled from the alternative. The power
is then calculated as the proportion of samples rejected. This procedure is repeated for
every year of follow-up and power curves are drawn based on the information for all years of
follow-up.

Results of this study provide two important pieces of information:

1. What is the best study design in terms of power? Figure 1 in Little et al. (2010)
provides an answer to this question. As the graph shows, a cohort study with homoge-
neous ERR gives the largest power for any given year of follow up. Cohort study with
heterogeneous ERR, ecological study and case-control study with 5 controls per case
have slightly smaller power while case-control study with only one control per case has
remarkably smaller power. Figure 2 in Little et al. (2010) presents the comparison
between case-control studies with different numbers of control per case. It was sug-
gested that the optimum number of controls per case is 5: This number is proposed
based on the observation that fewer controls provide remarkably lower power while

more controls don’t significantly improve the power.

2. Some previous epidemiological studies which reported an insignificant result for the
background ionizing radiation-childhood leukemia relationship were evaluated based
on this power study. Many such studies were found to be underpowered. Conse-

quently, the insignificant result of such studies can not reflect the true nature of the
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relationship between ionizing radiation and childhood leukemia. Therefore, they should

be interpreted with caution!

2.4 Conclusion

In this chapter, I gave a brief introduction to ionizing radiation. Sources of ionizing
radiation and studies of ionizing radiation-cancer were reviewed. I also presented an overview

of studies that provide a model to detect the power of cohort and case-control studies.
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Chapter 3

Procedure to calculate the power for the cohort study

In this chapter, I develop the formal procedure which is used to estimate the power of the
cohort design for ionizing radiation-cancer studies. The model which is used to estimate the
power is called the “linear dose-effect” model which is explained with details in the following
section. The procedure has been presented in Little et al. (2010) without details. I bridge
all the gaps in the aforementioned reference. I spot some problems in the procedure and
propose new approaches. As a result, I provide formulas that are slightly different from the
formulas presented in that reference. I use simulated data to demonstrate that my formula
for the power and sample size are more reliable.

I describe the algorithm which is used in Little et al. (2010) to calculate the power based
on a normal-sampling approach: distribution of the score test statistic under null is assumed
normal. The power is then calculated by sampling from the alternative. However, using
simulated data (which is presented in Section 6.3) I realized that the score test statistic
seems not only to be approximately normal under the null but it is also approximately
normal under the alternative. In Corollary 5.1, I show why this seemingly unusual feature
is the case (notice that Rao’s theorem (Rao 1948) only states that the score test statistic is
asymptotically normal under the null).

Similar results will be presented in the next chapter for the case-control studies.

Notice that for both study designs we use the score tests statistics. One could develop

the model based on two other well-known test statistics, i.e. the Wald and the LRT. One
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important advantage of the score statistic against the Wald statistic is that it doesn’t require
the point estimation for the parameter. Regarding the LRT, it is possible to reconstruct the
models proposed in this chapter and the next chapter by replacing score with LRT. All the
basics are the same, only the formula for the test statistic changes. Using the fact that
the LRT is asymptotically normal (just as the score is), all the methods proposed with
the score still work with the LRT. However, our main focus in this research is to improve
th performance of the model proposed in Little et al. (2010) which is based on the score

statistic.

3.1 Development of the procedure

The procedure for my study is developed based on a Monte-Carlo approach. I derive
some basic information about the population under study from the given sample. I assume
that any other possible sample (with the same size) would share some features with the
current sample. The assumption is that after drawing samples, the total number of cases
(deaths) in each stratum of age+sex (e.g., "males, age 30” or "females, age 32”) will be the
same as the observed value in our single sample. Variability in the samples, i.e. variation in
the incidence of death from cancer, comes from the distribution of cases among dose groups
at any stratum of sex4age. This variation is determined through multinomial distributions

for any stratum in two steps:

1. The number of trials at each stratum is obtained from the observed sample (denoted

2. I break down each stratum into K; dose categories. The multinomial probabilities are

then found based on a linear-dose effect model for the risk ratio as discussed below.
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Figure 3.1 illustrates how I break down the dataset into age+sex strata and dose categories.

Each row in this table represents one age+sex stratum. Also, Each column is corresponding

to one dose category (in this table we assume K; = K for I < i < I). A multinomial

distribution is assigned to each row (strata). In this table, pp stands for the population

proportion of each cell in its row. Notice that

K
M; = Z mij,

J=1

K
1

J

pij:l

I1<i<I.

Category 1 of dose

Category 2 of dose

Category K of dose

Stratum 1 of age+sex

Caseés=maui, PpP= p11

cases=mziz, pPp= P12

Cases=mik, PpP= Pik

Stratum | of age+sex

cases=m, PP= pn

Cases=mz, PP= Piz

Cases=my, PP= Pik

Figure 3.1:

Break-down of dataset into age+sex strata and dose categories

Let i € I be the index for some stratum of age+sex, and let D;; for j € K; denote the

average dose of some dose category in the i-th stratum. As mentioned above we would like

to find the probability that some cases (whether incidence or death) in stratum i falls in

category j of dose. To link probabilities of multinomial distributions to the excess relative

risk, we use a linear dose-effect model for the risk ratio which is very common in the literature

(See in particular BEIR V (1990)). Then, we will be able to derive the likelihood function

30



for the ERR parameter. The linear dose-effect model is defined as follows:

probability of being a case in the dose category ij (mean dose=D;;)

Risk Ratio for category ij =
sOLY 1) probability of being a case in the non-exposed category (Dose=0)

P(case —ij)

P(case — nonexposed)

1 +6,D;;. (3.1)

This model is used to extract information regarding the probabilities of the multinomial
distribution. Consequently, we can insert our desired parameters in the likelihood function.
In this formula, “case-non exposed ” means a case of cancer (either incidence or mortality,
depending on study) int the non-exposed group. Notice that at this stage, for sake of
generality, we assume that each stratum i has its specific ERR parameter 6;. In practice, we

usually assume one parameter for all strata.

The linear dose-effect model is one of the two common models used in the study of
ionizing radiation and cancer, the other being the quadrative dose-effect model (BEIR V
1990). It has been proposed in (BEIR V 1990) that for low dose levels of ionizing radiation,
the linear dose-effect model works well enough. So, we stick to this simpler model. Using
equation (3.1) we proceed to find the probabilities of the multinomial distribution described

above.

Remark 3.1. It should be mentioned that the main reference in which this procedure has
been developed (Little et al. 2010) derives the formula for the probabilities of multinomial
distributions using a different approach than what we present below. Actually, to derive the
said formula they assume that p;;(1 + 6;D;;) is cancer risk where p;; denotes the proportion
of the population of stratum i which falls in category ij of dose. However, I prefer not to
make this assumption as it seems that there is no evidence why the above value should fall

between 0 and 1 (Notice that risk is a probability and should be between 0 and 1).
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Using equation (3.1) we can write

P(case — ij) = P(case-non exposed)(1 + 6,D;;). (3.2)

On the other hand,

Number of cases in categoryij
size of ij

P(case —ij) =
— Ml j
piiTi

(3.3)

where p;; is as defined above, T; denotes the total population of stratum i and M;; is the

number of cases in category ij of dose. Now combining equations (3.2) and (3.3) we get

M;; = p;;jT;P(case non — exposed)(1 + 6;D;;).

As a result total number of cases in stratum i is given by,

<
[l
=

M,‘j
1

xT

pijTiP(case non — exposed)(1 + 6;D;;)

~.
I
—_

Now, we can provide n;;’s, the probabilities of multinomial distribution at each stratum i.

As mentioned above, n;; is probability that a case in stratum i falls in category j of dose. It
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is given by

p,jT P(case non — exposed)(1 + 6;D;;)

- ijl pijTiP(case — non exposed)(1 + 6,D;;)
_ pij(1 +6,D;j)
35 i1+ 6Dyy)

(3.4)

Notice that in equation (3.4) if we set 6; = 0, then using the fact that Zj.i"l pij = 1, we would
get m;; = p;j. This is natural as when there is no relationship between the exposure and
outcome, the number of cases at each category is only proportional to the size (population)

of the category.

Now, we are ready to provide formula for the Likelihood function. First of all notice that
samples are drawn independently. Therefore, the general Likelihood function is given by
L= I—[f:1 L; where [; denotes the Likelihood function for stratum i. To calculate the formula
for [; notice that samples in stratum i are assumed to occur according to a multinomial
distribution with M; trials and probabilities (r; j);(:" , given by equation (3.4). Therefore, if we

assume that m;; is the variable representing number of cases in category ij, then we will have

Ki
K; mij
Li(9i|(mij)j:1) = | i !
H j=1Mij= =g

Therefore,

1
LG omip L) = [ ] La@ilomp'i )

i=1

I I K mij
i < py+6Dy)
[11_1[ H, | mij! ”nn[ 1plj(1+9DlJ)] }

=1L

Notice that ¢ = []i_, o ! - does not depend on 6; and is a fixed scalar. Now, we can rewrite

j=1 mj:
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the above equation as

, Lo 15 (pif(1 + 6Dy
L((Qz’),{:1|((mij)5-(:'1)f:1) =c n — ]ZK"
=28 py(1+ 6:D) |

mij

Finally, using the fact that Z;{:"l m;j = M;, we can write

! Hl'iil(pij(l +0;D;;))"
L(0)!, [(mp) D)) = o :
= Cl;[[zj‘;lpi,-(1+e,-0i,~>]%

Now, the log-Likelihood function is given by

[ = l((gi){:ll((mij);(;l){:l)

= log(I((6)=[((mi) i)

1 K;
=c + Z { Z m;iln[p;;(1 + 6;D;;)]

i=1 \ j=1

- M,ll’l[plj(l + H,Dl])]} (35)

So far we have assumed that each strata might have a different ERR parameter 6;. Now, we
assume that this parameter is the same for all strata. So, let §; = 6 for all i € I. Carrying

this fact in mind and using equation (3.5) we obtain the formula of the score test statistic,

dl d & m;;D;; ZK:’ piiD;;
_:Z 20y K,Jl J7i (3.6)
do = 1 +6D; 2.2y Pij(1 + 6D;))

=

dL dL
As explained in the first chapter, the score test statistic is usually defied as (E)z/var(%)

which has asymptotic chi-squared distribution. Since, we have only one unknown variable,
the score test statistic has asymptotic chi-squared distribution with one degree of freedom

under the null hypothesis. Using the fact that the square root of )(? is normal, we prefer to
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work with i—z/(var(z—z))l/z.

The goal of my research is to find the power to detect a true effect. An effect here is equivalent
to a non-zero ERR value 8; # 0. Therefore, our hypothesis test should be Hy : § = 0. Then
we need to check how often we truly reject Hy in favor of H; : 8 # 0 when the samples
come from the true value ;. So, we need to calculate the score statistic under 8 = 0. Using

equation (3.6) this is given by

—|9 0= Z {Z myDi; — M, Zp,, ,]} (3.7)

i=1 \ j=1

As explained in the first chapter, in order to obtain a closed-form formula for the power
(in particular to calculate a formula for the sample size) we need to know a theoretical
distribution for the score test under the null both when samples come from 6 = 0 and when
they come from another desired value such as 6; which we wish to be able to detect. As
described there, under the null the standardized score test has y7 distribution (or equivalently
its square root has a normal distribution) provided that sample size is large enough. However,
under 6; # 0 this might be not true. Actually, this is one reason why Little et al. (2010)

chooses a sampling approach under 6; side to calculate the power.

The aforementioned reference needs to assume a normal distribution for the score test
under the null when samples come from 6; too. In the following section, we will prove
a theorem showing that in this specific study the score test under the null when samples
come from 6, is as good normally distributed as it is when samples come from 6 = 0. As
a result, we will be able to theoretically prove that the closed form-formula for the power
is nearly as reliable as the sampling approach. Also, the sample size formula will find a
stronger foundation. I use a different formula than the one provided in Little et al. (2010)
to calculate the power closed-form formula and the sample size. Simulation studies that are

presented in Appendix A show that my formula provides power estimates which are closer
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to power estimates from the Monte-Carlo method.

We need to find the mean and the variance of score test statistic under the null when

samples come from some parameter 6. Using equation (3.7) we can write

i=1

dl 1 K; K;
s EDY {; Eqlmij1Dy; — M; ; p,-,-D,-j} : (3.8)

It should be pointed out that from now on an explicit subscript § = 0 means that the
parameter is equal to O while a general parameter 6 (such as in Ey below) means that the
parameter could be any arbitrary value (possibly non-zero). Notice that each m;; is a binomial

variable with n = M; trials and

piji(1 +6D;;)
Zj-iil pii(1 +6D;;)

p =T =
success rate. Therefore, its mean is given by

Eglm;j] = np = Mim;;
__ pij(1 +6Dyj)
Zf;l pii(1 +6D;;)

Putting equations (3.8) and (3.9) we get

Ki

dl pij(1 +6D;))D;; &
Egl—lo=0] = M,; - M,; ijDij
“do"° Z{Z S pif(1+6D;) 2, PsPi

=1
! Z;{;l pij(1 +6D;))D;; &
= Z M; X - Z piiDij
Zj , Pij(1 +6D;j) =1

ZHEMZ' Zjlplj ij [Zjlplj lj] . (31())
1+92 ., pijD

Variance of the score test under the null when samples come from some 6 can also be
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calculated using the formula

dl dl
Va”e[d—gbzo] = COV(%lG:O, d—6|e:0)
1 K; 1 K;
= COV(Z ZmijD,-j,Z ZmUDU) (311)
i=1 j=1 i=1 j=

Notice that for i and i € I all m;; variables are independent from all m;; variables. Also,

using properties of binomial variables, each m;; has variance

var[m;;] = np(l — p) = Mim;;(1 — ;)

i'1+0Di' i'1+6Di'
L\ PR I eV DR T
22y pij(1 +6Dy)) 22y Pij(1 +6Dy))

In addition, using properties of multinomial distribution, the covariance between two vari-

ables m;; and m;; is given by
Cov(mij,m,-jf) = _Miﬂ'ijﬂ'ij’-

Putting all this facts together and using equation (3.11) we can write

dl 1 K; K;
Va”a[d—ebzo] = Z COV(Z mijDij’ Z mijDij)
j=1 j=1

i=1

1
i=1

K

[D?jvarg[m,-j]] +2 Z [D,-jD,-j/cov(mij,m,-j/)]}

J=1 1<)/ <j<K;

»  pij(L+6Dy) 3 pij(1 +6D;;)
Yy pil+6D) T pi(1+ 6D
D;;D;;y pijpiy(1 + 6D;;)(1 + 6D, ;) }

_ 2
1<j/<j<K; (2%, pi(1 +6D;))
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. 2
ZI:M Zj i pij(l + 6D;;) ~ Zj-i’l D;jp;i(1 + 6D;))
=1 l ] lpij(l + HD,-]-) Zf:ll p,'j(l + GDI'J')

1

Z Z, 1Dz]plj+92§<:i1 D?jpij][l +92 =1 Pij u] [ZJ lDlJle+HZJ 1Dupu]
i=1 [1 +02j="1pijDij]2

§

(3.13)

Now let

—E[dll ] =4/ [dll ]
Mo = dgezo , Og = Varedeezo-

Then,the distribution of the score test statistic under an arbitrary parameter 6 is normal
Z(/.lg, 0'5 .

Next, we proceed to calculate a closed-form formula for power.

Remark 3.2. At this point, it should be pointed out that in the main reference (Little et al.
2010), the closed-form formula for provided for the power seems to be inappropriate. The
reason is that one has to notice the difference between the variance of the score statistic under
null and alternative. In many statistical studies of power the variance of test statistic under
both null and alternative are equal. Therefore, in order to obtain the power they usually
start from the standardized score statistic under null (i.e. score test divided by the SE under
null). The results remain valid as the score statistic under the alternative is automatically
standardized as well. However, equation (3.13) shows that in my study the variance (hence,
SE) under null and alternative are unequal. Therefore, starting from standardized score
statistic leads to inappropriate formula for power. This is what Little et al. (2010) does. In
the sequel I take the a different approach and provide a different formula. In Section 6.5 I
will use some simulated data to compare the power based on the closed-form formula given
in Little et al. (2010) and closed-form formula proposed here. We will see that my formula
provides results very close to the power result from the sampling method while results from

the formula given in Little et al. (2010) are not close enough to the sampling values and
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sometimes they are even completely irrelevant.

Notice that we need to calculate the distribution of score statistic under null Hy : 8 = 0.

Using formulas (3.13) and (3.10) we can see that
dl
Ea:o[d—ebzo] =0.

Also we have

di ! <
Vai”e:o[d—ebzo] = Z Mz’{

i=1 =

-2 Z [DijDij'PijPij']}- (3.14)

1</ <j<K;

dl
Let 09 = 4 /vargzo[%lgzo], then score statistic under 6 = 0 is Z(0, 03).

Remark 3.3. To calculate the power we can take samples from alternative and assume a

. [D?jpij(l - Pij)]
1

normal distribution for the score statistic under null. The formula for the score statistic

dl dL
Z= d—9|9:0/\/m”e:0[%|9:0]- (3.15)

As this equation shows the variance in the denominator is the variance under null (as rep-

under null is

resented by subscript 6 = 0 in the variance). However, in Little et al. (2010) the variance
under alternative is included which seems to be inappropriate in case one wishes to assume
a standard normal distribution for the score statistic under the null. Table 1 and Table 2
in Little et al. (2010) show that the said reference assumes a standard normal distribution
under null. Therefore, the variance in the normalized score statistic should be the one under

the null. Using simulated data, I can show that if we use the formula proposed in Little et al.
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(2010), then the distribution of the score test statistic under null is not standard normal. In
Section 6.4, simulated data has been used to show that the score test under null is very well
normal when we use equation (3.15) while it is not nearly as good when we use the formula

proposed in Little et al. (2010).

To calculate the power assume that we have a test with significance level . Also assume
that, we would like to be able to detect an effect of size 8,. The power of such a test is given

by

P = P(Score test under 6, > Q,)

=1 - P(N(ug, 07p) < Qo) (3.16)

where Q, is the %100(1 — @) quantile of the test statistic under null. In other words, we

must have

1 — @ = P(Score test under 6y < Q,)
= P(N(0,07) < Q)

= P(N(0,1) < %).
0o

— Qo

= oo or equivalently,

Hence, Z,_,

0 = 00710 (3.17)

where Z,_, is the %100(1 — @) quantile of the standard normal distribution. Using equations
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(3.16) and (3.17) we can provide a closed-form formula for the power:

P =1-P(N(ug 2 < Qo)

Zio —
= 1-P(N(0, 1) < %). (3.18)
%

Notice that, by contrast, the formula given in Little et al. (2010) is

P=1-P(NO,1)<Z_o— %). (3.19)
6

3.1.1 Formula for the sample size

Using formula (3.18) and under certain conditions, we are able to calculate the sample
size in order to have tests with a desired power P. For this purpose we need to consider a
single stratum. The reason is that we need to plug equation (3.13) in equation (3.18) and
then solve it for the number of cases M;, i € I. However, if I > 1 we can not solve this

equation strictly. Therefore, we need to assume I = 1.

Remark 3.4. Formula of the sample size is derived from the formula of the power. Since Little
et al. (2010) provides a different formula for power, their formula for sample size which is
based on equation (3.19) is different too. We use equation (3.18) to provide a different
formula. In Section 6.6 we use some simulated data to compare the sample size derived from

both formulas.

Let I =1, My = M and K, = K. Then, from equation (3.18) we can write

00Zi—a — Mo

Oy

1-P=PWNO,1) < ).
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Therefore,

Zio —
Zi_, = goli-a " Ho (3.20)

Oy

where Z,_p is the %100(1 — P) quantile of the normal standard distribution. Let Z, = fi—‘;

Then, by equation (3.20) we have

o
Zy=(=)Zi-a— Zi-p (3.21)
Og

Notice that using equations (3.10) and (3.13) we can derive the following formula for Z,

OMF
Zy = MFI (3.22)
2
where
2
P 25'11 PjD§ - (Zf:l PJ'DJ') (3.23)
L K pa+eny |
=1E] ij
and

8 {D2p,(1 + 6D) ([ Zh, pu(1 +6D,)| = p(1 + 6D))} - 2 1</_/§1_<Kp,pj,(1 +6D,)(1+6D;)

F2:

25, p,1 +6D)]
(3.24)

Using equations (3.21) and (3.22) we infer that

F] (o)
ovVM = —Zi_o—Z-
,—F2 o 1 1-P
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Therefore,
2

F
92MF—1 = (@Zl—a - Zl—P)2

2 o]
which implies
Fy, oy 2
M=—2(22Z1_0-Z_p)
92F12 Ty 1 1-P
K D21+ 0D) (| 2K, pu(1 + 6D,)| = pi(1 +6D))} -2 5 pipy(1+6D))(1 +6D)

1<)/ <j<K

12
0 [Zf:] PjD§ - (Zf:l Pij) ]

X (@Zl—a —Zi_p).
T

3.1.2  Sampling algorithm to calculate the power for the cohort study

Now that we have derived the formula for the score test statistic, we can design the
sampling procedure to find the power for my study. The objective is to evaluate the power

of the cohort study based on the years of follow up. The general algorithm is as follows:

Step 0. Fix the effect size to be detected, i.e. fix parameter 6.

e Step 1. Fix number of years of follow-up.

o Step 2. Break down the dataset into I strata and each stratum into J cells. Strata I
is defined as a combination of year (single years) and sex. Cells are defined as dose
categories. Dose categories are defined according to the conventional method in the

literature.

« Step 3. Obtain required information from the dataset (NDR). This includes the fol-

lowing information:

1. M; for i € I. Number of cases (incidence or death) in stratum i.
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2. D;jforiel and je€ J: Average dose in cell j of stratum i

3. pijfor i € I and j € J: Proportion of the population of cell ij in stratum i.
o Step 4. Sampling:

— Step 4-1. Fix i € I and draw a sample from a multinomial distribution with M,

trials and J possible outcomes each with probability

pij(1 +6:D;)
Zﬁl piji(1 +6:D;;)

Tij =

— Step 4-2. Repeat Step 4-1 for all i € I. Then using formula (3.15) calculate the

value of the test statistic for this sample.

— Step 4-3. Check whether the value from Step 4-2 is greater than Z;_, (where «a is

the level of the test, usually @ =.05). If so, we mark this trial as a success.

o Step 5. Repeat Step 4, 100,000 times. The power is then calculated using the formula

# of successful trials
100, 000

power =

where successful trial is defined in Step 4-3.

o Step 6. Return to Step 1 and choose another number of years of follow up.

o Step 7. If a different effect size is also of interest , return to Step 0 and change 6.
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Chapter 4

Procedure to calculate the power for the case-control study

This chapter is the counterpart of Chapter 3 for the case-control study. This is designed,
less and more, in the same way, that Chapter 3 was done. Again, a linear dose-effect model
is used to estimate the power (see the following section). I explain, with all the details, the
procedure which has been presented in Little et al. (2010). I bridge all the gaps and spot
some problems in the procedure and provide substitute approaches. Similar to the cohort
study I provide new formulas and use simulated data to prove that our formulas for the
power and sample size are more reliable.

I describe the algorithm to calculate the power using a normal-sampling approach. Simu-
lated data which appears in Section 6.3 show that the score test statistic for the case-control
study is approximately normal under both null and alternative. This is a result of Corollary

5.2.

4.1  Development of the procedure

As mentioned in the first chapter, the measure of association in case-control studies is
the odds ratio which compares the status of exposure in cases and controls. In our study,
exposure is defined as ‘being exposed to some level of radiation dose’. Therefore, in the

case-control study levels of dose are of direct interest. So, we assume that there are Np + 1
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dose groups 0, 1,--- , Np with associated doses
Dy <D, <---<Dy,.

The dose categories are defined in the conventional way as used in the epidemiological studies.

For simplicity, at this stage we implement the case-control studies for each case indepen-
dently. Later, we will put together cases which share similar characteristic in terms of age
and sex. Let’s assume that there are S cases. For each case i, we assign K; controls. So, we
have S independent case-control studies each with 1 case and K; controls. For study i € S
we define (Pdli);vfo to be probability that the case falls in groups d of dose. Similarly, assume

that (Pdo,-)gfo represents probabilities for controls corresponding to case i. By definition

Odds ratio = P(case exposed)/P(case non-exposed)

P(control exposed)/P(control non-exposed)

So, as long as we are concerned with level d of dose, the odds ratio in the case-control study

i denoted by A, given by

_ Paii/Poy

Ag = .
P a0/ Pooi

(4.1)

Here by exposure we mean being exposed to level d of dose. At this point, two fact should

be emphasized:

1. As presented in the first chapter, for studies with low incidence rate (such as cancer),
odds ratio and risk ratio are approximately equal. As a result, if we apply a linear-dose
effect model as proposed in BEIR V (1990), we can still apply the excess relative risk

parameter 6 for the case-control studies. Therefore, we must have

Adg=A,0) =1+ od. (42)
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2. The power procedure for the case-control study is more complex than that for the
cohort study in several aspects. One reason, as evident in equation (4.1), is that we
have 4 unknown parameters while we want to reduce our problem to a single parameter

6. We do this step by step. The first step is to apply equation (4.1) to write

Np
Poy;
= LN Piidg =1
Pooi 4
Therefore, we should have
Py 1
= — . (4.4)
POOi ngo PdOi/ld
Putting equations (4.3) and (4.4) together we conclude that
Paoid
Py = #- (4.5)
2020 Paoida

Notice that cases and controls are chosen independently (this is an ordinary case-control
study not a matched one). Also, each case and each control can belong to D+ 1 dose groups.

Therefore, for each i € I we have two binomial distributions:
o For case: With 1 trial and probabilities (Pg1,)l_, .
o For controls: With K; trials and probabilities (Pdol-)le.
Let (ndol-)iivfo and (ndl,-)gfo denote the number of controls and cases in these multinomial
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distributions that belong to group d of dose. So,

ND ND
anli = 1 . anli = Ki- (46)
d=0 d=0

Since the corresponding multinomial distribution for cases has only one trial, its probability
distribution is given by

Np
P(nois, -+ naiill(Par)h%) = n P
d=0
Similarly, for controls the corresponding probability distribution is

n K,'
P(noos, ++ » naoil (Paoi)y%) = l_l P

-
d=0 dondol

Finally, since the I sets of case-controls are independent and in each case-control set, cases

and controls are chosen independently, we see that the likelihood function is given by

bmm%wmmwmw
S Np
= {H P l_[P%‘i' } (4.7)
=1 \d=0 d 0 ndOl'

If we replace P,; in equation (4.7) by the value given in equation (4.3) we can remove (PdOi);V 2

and write

L = L8, (Paod)} % (nao) 2, (na1)y2y)

s (N, naii N,
- N, doi

i=i \d=0 | 220 Pavida i S § o”dOz'

- Np il ng1i S 1 Np s Kl!
=1 )| S | P —

| d=0 =1 ( Mo Pdoz'/ld) a=0 " =0 [T naoi!

Np
2 i 1 K
= na + 0D ] [ﬂ — 1_[ P (4.8)
i1 2ugep Paoi(1 +6Dy) 4 do Mdoi!
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where the last equation is written according to the linear-dose effect model as given in
equation (4.2) and the fact that Zgi’o ngi; = 1 . Notice that in equation (4.8) apart from 6,
we have other parameters which are ((Pd()i);vfo);. Since we just want to test for 6, we need
to remove other parameters by calculating the profile likelihood: We find MLE for all the
parameters other than 6 and plug all the MLEs in the likelihood function in order to obtain

the profile likelihood.

s
To calculate MLE for ((PdOi)ézvfo)i:l notice that K; , ngy and D, are fixed. Also we treat

6 as fixed at this point. Taking a glimpse at the likelihood function given in equation (4.8)
reveals that this function has a nice simple form in that terms for each P,y appears as a
multiplicand and there is no interaction between them for any two different values of i. As
a result to maximize the likelihood function with respect to these parameters all we need is
to maximize the functions for each i independently. Therefore, disregarding the fixed terms

we need to maximize each of the following functions

ND 1, +n,
dOi dli
Ji(paoi) = o , iel.

2. Paoi(1 +6Dy)
d=0

We need to solve I equations

of;
oy 0 (4.9)
We have,
(aoi + R P! ﬁ Pt (% Puoi(1 + eDd,)) —(1+6Dy) IN"f plaorna
aﬁ _ ' d' +d ! 4 =0 d=0 i
anOi -

Np 2
(Z Paoi(1 + 9Dd))
d=0
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Plugging in equation (4.9) we get

Np Np Np
i i i i—1 70it I 1
(1+6D,) [ | P = (ugos + mars) Py~ | | Pl [§ Puoi(l +6Dd,)].
d=0 d'+d d’=0

Dividing both sides of this equation by

Np
140i+1q1i—1 M 0i 17 1
(1 + 6Dy Py [ ] P,

d0i &0i
&'+d
we find that
Np
(q0i + nai;)
= ST N b 40D, 4.10
o= raD, d;do( ) (4.10)

Notice that from the multinomial distribution and equation (4.10) we can write,

Np
1:;1)(10,‘

Al (ngoi + Naii) Al
d0i T Naii
=| > RSN N Pyoi(1 + 6D,
[dO 1 +6Dy ][d’:o o d))

This implies that

Np |
Z Pao(1 +6Dy) = + . (4.11)
=0 dz_lo(ﬂdoz‘ +nq1:)/(1 + 6Dy)

Finally, putting equations (4.10) and (4.11) we find the desired MLEs as follows

Py = (naoi + na1))/(1 + 6Dy) (4.12)

Np ’
dZ_:O(nd'Oi +ng1;)/(1 +6Dy)

Now we proceed to find the profile log-likelihood. Notice that in this procedure, all terms
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that do not include parameter 6 are assumed fix and we collect them under a generic term

C. First, taking log from equation (4.8), we get

Np S S Np
[ = In(L) = Z {[Z ndl,-] In((1 + GDd))} _ Z In (Z Puoi(1 + 0Dd))

a=0 (\im1 i=1  \4=0
Np
K;!
+ Z(”dOi + ng1)In(Paoi) + In [T) (4.13)
=0 [14Z Mo

The last term is fixed. Let’s denote it by C. Also, notice that

Np Np
> Pa(1 40D = ). LML D0 (1 441,
d=0 d=0 dgo[nd’Oi +ng1;]/(1 + 6Dy)]
Np
2 [Maoi + naiil
B d=0
=
dz_lo[nd'Oi +ng1;]/(1 +6Dy)
B K +1
= .
d/z_lo[nd’ol' + ngil/(1 +6Dyr)
Therefore,
Np No
In [Z Puoi(1 + GDd)] =n(K;+1)—In [Z[”d'm +ng1i]/(1+6Dg) | (4.14)
=0 =0

Since In(K; + 1) is fixed, we will collect it under the generic term C. We can also write:

In(paoi) = In(ngo; + ng1;) — In(1 + 6Dy)

Np
= In() (i + nanil/(1 +6Dy)). (4.15)
d’'=0

Again, we collect In(ng; +ng;) in C. Now plug equations (4.14) and (4.15) in equation (4.13)
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to get

Np (S s No
[ [Z ndlz] In(1 + 9Dd)} Z In (Z[”ld’ol‘ +ngyl /(1 + ng’)]

d=0 \ i=1 i=1

D

S N Np
+ ) D (naoi + ) [—ln(l +60D,) — In (Z[nd/o,- +ngni/(1+ eDdo]] +C

i=1 d= d’'=0

0
Np [ S
[Z ”d(n} In(1+6Dy) - Z Z naoiln (Z [na0i + na1i]/(1 + 9Dd)) +C
s

i=1 i=1 d=0

= Z ndo,] In(1 +6Dy) — Z Kiln (Z[ndo,- + /(1 + apd)] +C.

=0 L'i=1 i=1 d=0
where the last two equations are written using equations (4.6).

Now we can calculate the score test statistic by taking derivative from equation (4.15)

as follows.

s =4 _ ii L,
Tae T 4|4 v 6Dy

[ndoi+ndiil
S Z (1+6Dg)? Dy

> K,—. (4.16)
A3 e

To calculate the score test statistic under null we set 8 = 0 in equation (4.15). So that we

will get,
dl
SO —
0) = dH'H 0
Np
No [ S s ;,O[Vldol~ + ng1i1Dy
Y D LA
=0 L=l =l 2 [naoi + nanil
d=0
Np
Np [ S s dZO[ndOi +na1i]lDy
= — i D + Ki -~ . 417
dzz;‘ [; nqo d ; K +1 ( )
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Finally, if in equation (4.17) we collect all terms with ngy together and all terms with nyy;

together, then we will get

1+K ]nd(),Dd+Z 1an11Dd
N
Z i1 anolDd + Z K +1 anlde (4.18)

Similar to the cohort study, we will derive the formula for the variance and expectations in
order to find the normal distribution of the score statistic under null and alternative. For
this purpose notice that for each 1 < i < § and 0 < d < Np, ngy and nyy; are binomial
distributions with success rates Py and Py; and number of trials K; and 1 respectively.
Also, equation (4.5) shows that

Paoi(1 +60Dy)

Np
2. Paoi(1 +6Dy)
d=0

P =

Recall that if X ~ binomial(n, p), then

E[X]=np , var[X]=np(l - p).

Therefore, using equation (4.18) we can write

s No
1
Ee[—|a ol Z Xl Z Eg[nqolDg + Z K+ ZEH naiilDyg
i=1 ! d=0
s Np
1 P,i(1 + 6D )
X1 KipaoiDg + Z Z @ 4
i=1 d=0 Ki =0 Z Paoi(1 + 9Dd)

=

_i K; &| Pu(l+6D,)

- i\ Dyg. 4.19
1 No Pdo d ( )
0 2_: Paoi(1 +6Dg)

=

i=1

QU
Il
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To calculate the variance, note further that all § case-control sets are independent and so
are cases and controls in each set of case-controls. Therefore, in equation (4.18), the only
terms with possibly non-zero covariance are (nd()i);vfo among themselves and (ndu)i,vfo among

themselves, for each 1 <i<S.

Recall that the covariance between two marginal binomial distributions X and Y that
come from a multinomial distribution with n trials is —nPxPy where Py and Py are the

success rate for X and Y respectively. Using all this facts and equation (4.18) we can write

dl

dl
Vare(%lezo) = COVa(d—9|9:o, %lezo)

s 21 Np
1
= Z 7| Z vary(ngo) D3 — 2 Z DDy cov(ng;, nd’Oi)]
=1 L™ d=0 <d<d’<Np
s k. 7[
+ Z 7 _; 1 Z vary(ng;)D; — 2 Z DyD g cov(ng;, nd/li)]
i=1 ! | d=0 1<d<d'<Np
s | No 7
= Z K+ 1P Z Dipaoi(l = paoi) — 2 Z DyDg paoipaoi
i=1 ! | d=0 1<d<d’<Np ]
s K Pl 1
* Z K. ; 1 Z Dgpaii(l = pari) =2 Z DyDa pariparii
i=1 ! | d=0 1<d<d'<Np ]
s k[ 7
Z (K +l 112 Z Dapaoi(l = paoi) =2 Z DyDa pagipaoi
1 ! | d=0 1<d<d’<Np ]
S\ K TPl ., Pu(l+6D,) Puoi(1 +6Dy)
i > Paoi d d0i d
' le Ki+1 Z b Np L=

Np
- d=0 dz—:0 paoi(1 +6Dy) dgo Paoi(1 +6Dy)

Paoipaoi(1 +60Dg)(1 + 0Dd’)]
> )

-2 > DDy (4.20)

I<d<d’'<Np Np

Odei(l +6Dy)

d=
In particular, if we assign the same number of controls to each case so that foreach 1 <i < §,
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K; = K and assume that P, = Py and Pg; = Py , then equation (4.19) can be simplified to

dl SK & | Pyl +6Dy,)
Ea[d—0|9zo] = X1 o L & — Puy|Da. (4.21)
a=0 1 3" pao(1 +6Dy,)
d=0
Also equation (4.20) can be written as
dl SK |&
_ 2 _ _
Vare[d—elazo] KL 1P ;dedo(l Pao) 2] d; DDy paopao
| d= <d<d'<Np
K P& , Pa(l+6D,) Pu(1 +6D,)
+S[K+1_ [ZD"ND -

Np
d=0 EO pao(1 +6Dy) dZ:O pao(1+6D,)

_ 2 Z DdDd, PdOpd’O(l + ng)(l + QDd;)]

2
- N,
d=0

(4.22)

So far, we have considered only one general strata. However, similar to the cohort procedure
we would like to break down the dataset into strata of sex and age in order to follow the
convention in the epidemiological studies. So, assume that we have M independent strata
(studies) and implement each study in the way that was just presented. Notice that in this

case the likelihood function can be written as

M
L:l_[Lm,

m=1

where each L, is the likelihood function of the m-th strata. Therefore, assuming that in all

strata and for each case we assign K controls, the profile log-likelihood using equation (4.18)
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would be

ND m Sm ND m

ﬂ|90 lejH(L)b:o Z ZK lzndOzm d+ZK 1anltm md (4.23)

Here, S, represents total number of cases in stratum m and D,,; represents the average dose
of category d of dose in stratum m. Also, ngoim (na1im) is total number of controls (cases)
in the i-th case-control set in stratum m that falls in category d of dose. Notice that as

explained

1. ngoim is determined from a multinomial distribution with 1 trial and probabilities given

by
Paom(1 +6D,)

Np ’
EO Paom(1 +6Dy)

Paim =

2. ngiym is obtained from a multinomial distribution with K trials and probabilities P ,,,.

We can simplify equation (4.23). Notice that all case-control sets are independent and in each
stratum m, all cases follow similar multinomial distributions and so do controls. Therefore,

by putting terms with common distribution in equation (4.23) we can conclude that

M

NDm NDm
dl din(L) 1
Ay, o Do + D, 4.24
d9|9 0= " lo=0 Z X1 ano d 1 anl d ( )

In this formula ng, and ng,, are determined as follows

1. ngon is determined from a multinomial distribution with §,, trial (where S, is number
of cases in stratum m) and probabilities given by
Paom(1 +6Dy)

Np ’
dZ—:O Paom(1 +6Dy)

Paim =
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2. ngi, is obtained from a multinomial distribution with K, trials and probabilities P,,.

From equation (4.24) we find the mean of the score statisitc as follows

NDm ND,m
1 Z SmKDmdpdlm
d=0

dl M
Egl—sloo] = ; =

M NDm
K ’ Paom(1 +6D,)
] E S E o — Paom | Dia- (4.25)
m=ld=0 Z Paom(1 +6Dy)

Also, using the same argument as that used to derive equation (4.20), I can propose the
following formula for the variance of this latest model

ND m

Z Dmddem(l dem) 2 Z DmdDmd’PdOmpd’Om
1<d<d’'<Np

dl K
Va”e[%bzo] [K+1 ZS

ai=

NDm N,
(1 +6D by
=g Paon(1 +0Da) 3 a1+ 6D2)

Paompaom(1 +6Dg)(1 + 9Dd')]

] ZM: [NZ: Paom(1 +6D,) - Paom(1 +6D,)
m= d=0

-2 Z DmdDmd’
1<d<d’<Np

4.2
o 3 (4.26)

2. Paom(1 +6Dy)
d=0

Equations (4.24), (4.25) and (4.26) provide the framework to calculate the power for case-

control studies.

Remark 4.1. In Chapter 3 some substitutes to the formulas in Little et al. (2010) were
proposed in order to derive the algorithm for the cohort study. Similar substitutes can be
made in providing the formulas for the case-control study. The first required substitute is
similar to that explained in Remark 3.2. Actually, to calculate the power based on a normal-
sampling approach (i.e. assuming normal distribution for the score statistic under the null

and sampling from alternative) the following formula which is assumed to be approximately
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normally distributed is used for the score test under null

dl dl
Z= @M:o/\/\/a”e[ﬁbzol (4.27)

So, the variance included is under the parameter which is of interest (6). However, the same

explanation as that in Remark 3.2 proves that the formula should be as follows,
dl dl
Z = —loeof A vars-ol —slo-ol- (4.28)

I can propose a closed-form formula for the power of case-control studies by assuming
a normal distribution for the score statistic under alternative. In the next Chapter I prove
the fact that the score statistic is as good normally distributed under the alternative as it is
under the null. The closed-form formula is as follows. It is obtained from the same argument

as that for the cohort study. So, I skip the proof.

P=1-P(N(uy,o?2) < Q)

- P(N(O, 1) < T0Zme T Hey (4.29)

O]

where « is the level of the test and

—E[dll ] = 4/ [dll ]
Mo = 9d99:0 , Og= vary dee:o

are calculated from equations (4.19) and (4.20).

Remark 4.2. Notice that just like the formula for the power of the cohort study, the formula
given in Little et al. (2010) for the power of case-control study needs to be changed as it
doesn’t take into account difference between variances of the score statistic under null and

alternative. For more information see Remark 3.2. In Section 6.5, some simulated data has
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been used that shows this fact.

4.1.1 Formula for the sample size

To provide a formula for the sample size, we need to assume a single stratum in order to

be able to solve the problem for S. From equation (4.29) we can write

lox
Zy = (_O)Zl—a —Zi_p (4-30)
o]

where Z, = ﬁ—z Notice that here ug = Eg[g—élgz()] and oy = Varg[%lgzo] are calculated from

equations (4.21) and (4.22). One can also check that equation (4.21) can be simplified to

Np , [ 2
D7 — D
E[ﬂ| o SK dgopdo d Lgopdo d] s
40" T VK +1 M ' '
Eopdo(l +6D,)

Therefore, we can write

6S H,
ZO =
VS H,

where H; and H, are defined appropriately by applying equations (4.22) and (4.31). Now

using a similar argument as that used in subsection 3.1.1, one can derive the following formula

for the required number of cases in a case-control study with significance level @ and desired
power P

DyDy paopao
I<d<d'<Np

Np
2 Dipao(l = pa) -2 X
G {d:o

Np Np 212
> PdOD?i—[d;OPdODd]

Ko |2

Np
2. Pao(1+6Dyg)
d=0
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N,
ZD DZ NPdo(1+9Dd) 1 _ Pyo(1+6Dy) _ 2 Z DdDdl Paopyo(1+6Dg)(1+6D )

— D Np 4 Np 2
d=0 2. Pao(1+6Dy) 2. pao(1+6Dyg) I<d<d’<Np > pd0(1+é)Dd)}
+ d=0 d=0 d=0
Np Np 292
> paoDi—| X PdODd]
02 d=0 d=0
Np
>, pao(1+6Dy)
d=0
X (;Zl—a -Zi_p). (432)
[

Remark 4.3. Since the main reference uses a different closed-form formula, the formula pro-
vided for the sample size of case-control studies is different too. In Section 6.6 I use some
simulated data to compare the required sample size based on formulas given here and in the

main reference.

4.1.2 Sampling algorithm to calculate the power for the case-control study

Using the formula derived above for the score test statistic, we can implement the sam-
pling procedure to find the power for the case-control studies. The algorithm for this proce-

dure is as follows:

« Step 0. Fix the effect size to be detected (i.e. parameter §) and number of controls

per case (K).
o Step 1. Fix number of years of follow-up.

o Step 2. Break down the dataset into M strata where each stratum is defined based on
a combination of age and sex. Then, break down each strata into Np cells defined by

dose categories.
o Step 3. Obtain required information from the dataset. This include:

1. §,,: Number of cases in stratum m.
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2. D, Average dose of individuals in category d of dose in stratum m.

M
m=1

3. ((Paon))?,)

category d of dose. These parameters can be calculated by dividing the total

: Probability that a non-diseased individual in stratum m falls in

number of non-diseased individuals in dose category d in stratum m by the total
number of non-diseased individuals in the stratum. Notice that since cancer is
a rare disease, Py, is approximately equal to the proportion of category d in

stratum m.
e Step 4. Sampling procedure:

— Step 4-1. Fix an stratum m € M:
x Step 4-1-1. Find one sample (nd()m)ilvfo by drawing from a multinomial distri-
bution with K, trials and probabilities P,,.
x Step 4-1-2. Find one sample (ndlm);vfo by drawing from a multinomial distri-
bution with §,, trials and probabilities

Paom(1 +6D,)

Np ’
Paom(1 +6D,)
0

Paim =

d=

— Step 4-2. Repeat Step 4-1 for all m € M in order to find a complete sample. Then
calculate the value of the score test statistic for this sample using equation (4.28).

— Step 4-3. Check whether the value from step 4-1 is greater than Z;_, (@ being

the level of the test, usually a = .05). If so, mark this trial as a success.

o Step 5. Repeat Step 4, 100,000 times. The power is then calculated from

# of successful trials
100, 000

power =

where successful trial is defined in Step 4-3.
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o Step 6. Return to Step 1 and choose another number of years of follow up.

o Step 7. For a different effect size or/and different number of controls per case return

to Step 0 and change 6 or/and K.
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Chapter 5

Further discussions on the procedures

In this chapter, we present some discussions that provide a new approach or some substi-
tute for the methods discussed in the previous chapters. In particular, we prove the normality
of the score test statistic under both null and alternative for both cohort and case-control
studies. We also argue that the formula for the Monte-Carlo Error (MCE) given in Little
et al. (2010) needs to be modified. We propose some possible substitutes. We discuss three
possible approaches that can be used to calculate the power for the epidemiological stud-
ies. This includes normal-sampling, normal-normal and sampling-sampling approaches. It
should be pointed out that Little et al. (2010) uses a normal-sampling approach to calculate
power. We also argue that the procedure presented for the cohort study can be used in
studies the measure of association of which is SIR (standardized incidence ratio) or SMR

(standardized mortality rate).

5.1 Monte-Carlo Error

When using Monte-Carlo estimation to evaluate any quantity, one usually gets some
error. The reason is that the finite number of samples is drawn and based on this samples the
desired quantity is estimated. However, if one draws another set of samples and recalculates
the estimated quantity based on the new samples, a different result will come out. Although

in most cases this difference is slight, there is no guarantee to get the same results. For
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instance, in our context we draw 100,000 samples from alternative. Based on these samples
we find an approximate distribution for the score statistic under the alternative. Now, if we
draw another 100,000 samples we will get another distribution which is (probably slightly)
different from the first one. Therefore, the value that we obtain for power would be different.

This fact reflects the issue of Monte-Carlo Error (MCE).

The MCE index in simulated studies is very important and should be addressed. Based
on MCE one can justify the number of repetitions in the Monte-Carlo procedure. However,
as noted in Koehler et al. (2009), most studies that use the Monte-Carlo procedure don’t
report MCE and don’t justify their number of repetitions. It is reported in Koehler et al.
(2009) that out of 223 reviewed papers only 8 report MCE. my main reference (Little et al.
2010) reports the MCE using the formula ﬁ where N is the number of repetitions in the
Monte-Carlo. Notice that there is no general formula for MCE and this index should be

proposed based on the quantity of interest and the Monte-Carlo procedure to estimate it.

Some formulas for MCE to be used in different contexts are proposed in Koehler et al. (2009).

Here, we justify the formula proposed in Little et al. (2010) for MCE and explain why it
needs adjustment. We propose other approaches to deal with MCE. As mentioned above, in
my context different sample sets provide different estimated distributions for the score statis-
tic under the alternative. Therefore, we need a measure to compare these two distributions.
One possible approach is to calculate the average value of the distributions and evaluate
the precision of the Monte-Carlo based on the precision of this average. In other words, we
report the standard deviation of the sample means as the MCE whereby a sample we mean
a full simulated data from Monte-Carlo. According to CLT, this is given by % where o
is the standard deviation of the normalized score test statistic under the alternative and N
is number of repetitions. It is assumed in Little et al. (2010) that o = 1. In the sequel,

we explain why this seems to be improper. The problem arises from the fact that in the

aforementioned reference the variance included in the formula of normalized score statistic
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is the variance under alternative (See Remark 3.3 and Remark 4.1 ). Since we are applying
the Monte-Carlo procedure to draw from alternative, the variance of the normalized score
statistic under alternative turns out to be 1. Therefore, regardless of the effect size (6) and
the year of follow-up we always get a fixed MCE which is % Unfortunately, the issue is
not this simple! As explained in Remark 3.3, in such a case one can not assume the score
statistic under the null to be standard normal. In other words, there is a trade-off between
‘permanent standard normal distribution under the null’ and ‘fixed MCE’. If we would like to
use the formula proposed in Little et al. (2010) for the normalized score statistic, then each
time, depending on the alternative parameter 6 and the year of follow-up, we need to adjust
the variance of the score statistic under the null to obtain the correct quantile corresponding
to the test significance level (@). On the other hand, if we would like to always keep the
score statistic under the null standard normal, we need to use the variance under the null to
normalize the score statistic (as explained in Remark 3.3 and Remark 4.1). This face is not
taken into account in Little et al. (2010) and at the same time assumes a standard normal
distribution for the score statistic under the null (which is evident from Table 1 and Table

2 in the said reference) and a fixed MCE.

It seems that a permanent standard normal distribution under null is more useful in my
context as it relaxes the need to adjust the score statistic under the null for different values
of 6 and different years of follow-up. However, in such a case we get g = g—z where oy and

o are the variance of the score statistic under the alternative and null, respectively. As a

result, the MCE with N repetition is given by.

og/og

MCE =
VN

(5.1)

Notice that this value depends on the study design, 6 and years of follow-up. Assume that

we fix 6. To deal with the problem of MCE, one possible solution is to pick one value of
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N such that MCE for all the years of follow-up is smaller than the desired value. Another
possible approach is to obtain a fixed MCE by not using a fixed number of repetitions for
different years of follow-up but determine the number of repetitions independently. Using

Equation 5.1, we can see that the formula for the number of repetitions for each year of

Ny = 7o/ |
"I\ MCE

where [-] stands for the integer part. It is recommended in Little et al. (2010) that .0032 as

follow-up is

a low MCE. In such a case, for each year of follow-up, the required number of repetition is

N = (0'9/0'0)2 1
"7 1\.0032 ‘

In Section 6.2, simulated data has been used to compare the number of iterations that are

required to attain MCE = .0032.

5.2 Asymptotic normality of the score test statistic under null and
alternative

The well-known theorem of Rao, as presented in the first chapter, states that the score
test statistic under null is asymptotically normal. This means that assuming a large sample
size if one draws samples from null and plug in the score test statistics (at the null value), he
or she will get an approximately normal distribution. However, when it comes to alternative,
the Rao’s theorem doesn’t explicitly say anything. For the procedures proposed in this study,
we can see that the corresponding score statistic formulas have a nice form that forces them
to be asymptotically normal under both null and alternative for both cohort and case-control
studies. We present the proof below.

The key tool in my approach is to rely on an indirect application of Rao’s theorem rather
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than using a direct application as presented in the following theorem.

Theorem 5.1. Let M be a multinomial distribution with [ possible outcomes with probabilities

(p1,-++ . pr)- Let D; for 1 <i <k be some real numbers with
O0<Dy<Dy<---<Dy.

k
Then ), m;D; has an asymptotic normal distribution where each m; is the binomial distribu-
i=1

tion derived from multinomial M for the i-th outcome.

Proof. We set up an artificial experiment as follows: Assume that we have n dose categories
with average dose D; in each category i for 1 <i < k. Also, assume that we have a population
which is distributed among the dose categories with proportions p; for 1 <i < k. Let’s here

denote the ERR parameter with 8 and assume a linear dose effect model, i.e.
Risk ratio for group i of dose = 1 + g8D,;.

Then, using equation (3.7), we see that for such an experiment the score test statistic (as-

suming that we are testing for g = 0) is given by

dL " Y
%Ezo = ;mil)i - N;piDi‘

According to the Rao’s theorem this should be asymptotically normally distributed. Consid-
k k

ering the fact that N  p;D; is a fixed term, we conclude that ), m;D; has asymptotic normal
i=1 i=1

distribution. This proves the claim. O

Notice the difference between a direct and an indirect application of the Rao’s theorem.

If we were to use the Rao’s theorem directly, then for example in (3.7), we had to always

restrict to the case where binomial variables come from a multinomial distribution with
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probabilities (P;;) (i.e. 6 = 0) while Theorem 5.1 removes this restriction. So, we can write

the following corollaries.

Corollary 5.1. The score test statistic for the cohort study is asymptotically normal under

both null and alternative.

Proof. The score test statistic for the cohort study is given by

—|90_Z{Zmua, MZPu }

i=1 j=1

Under the null, for a fixed 1 < i < I, {ml-j}l.i"1 are binomial variables that come from a
multinomial distribution with M; trials and probabilities {p; ]} . Under the alternative they

are again binomial variables that come from a multinomial distribution with probabilities

pii(1 +6D;;)

K; )
'21 pij(1 +6D;;)
]:

In any case according to Theorem 5.1, Z;(:"l m;;D;; is asymptotically normal. Since multino-
mial distributions for 1 <i < I are independent and sum of independent normal variables is
again normal, we conclude that the score statistic under the null and alternative is asymp-

totically normal. O

Corollary 5.2. The score test statistic for the case-control study is asymptotically normal

under both null and alternative.

Proof. The score test statistic for the case-control study is given by

M ND,m NDm

dl 1
A -, 1 mLZ m + m m
d9|9 Z K+l NaomDima 1 Z NagimDpa

Under the null for a fixed 1 < m < M each (ny,,) d”" and (ndlm) 4o are both binomial variables
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N, D.m

coming from two independent multinomial distributions both with probabilities (pgom) .y and

N D,m

each with KS,, and S, trials respectively. Under the alternative (n4om), . is as before while

(ndlm)gfg" comes from a multinomial distribution with §,, trials and probabilities
dem(l + QDdOm)

ND,m )
d;o Paom(1 + 0D 0,,)

ND,m ND,m
In any case, according to Theorem 5.1 Y ngouDpng and ), ngimDmg are asymptotically nor-
d=0 d=0

mally distributed. Since these are independent for each m and the multinomial distributions
are independent for all 1 < m < M, we conclude that the score test statistic for the case-

control study should be asymptotically normally distributed. |

5.3 Different approaches to calculate the power

Using the results from the previous section we can see that assuming a normal distribution
for the score statistic under both null and alternative is reasonable in case the asymptotic
assumption is met. If not, we can make no assumption on the distribution of neither of
them. Therefore, we can propose the following three methods to calculate the power for

both cohort and case-control studies:

1. Normal-sampling: As explained in subsection 3.1.2 and subsection 4.1.2, Little et al.
(2010) uses this approach. It assumes a normal distribution for the score test under
null and takes samples from the alternative to calculate the power. We would like to
refer to this procedure as normal-sampling. This procedure relies on the Rao’s theorem

that states the normality of the score test under the null.

2. Normal-normal: As we proved in the previous section, in procedures for both cohort

and case-control studies the score statistic under the alternative is as good asymptot-
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ically normal as it is under the null. Therefore, if we believe that the score statistic
under the null meets the asymptotic assumption, then it is very likely to meet the as-
sumption under the alternative. This suggests that in such a case using a closed-form
formula for the power is reasonable. In Chapters 3 and 4 we corrected the closed-form
formulas for the power that were proposed in Little et al. (2010). Therefore, as long
as the sample size is large enough we can be sure that those formulas provide reliable
results. Here, we will refer to the closed-form formula method as the normal-normal

procedure.

. Sampling-sampling: What if the sample size is small? In such a case chances are that
score test under none of null and alternative is normal. Then, we can first calculate
the distribution of the score test under the null using a sampling procedure too! The

algorithm for this procedure is explained below.

In Section 6.5, we use some simulated data and compare the results for the power of cohort

and case-control studies based on all the methods explained above.

5.3.1 The sampling-sampling algorithm to calculate the power

All steps in the sampling-sampling algorithm are similar to those in algorithms described

in Sections 3.1.2 and 4.1.2. However, we need to add two extra steps and adjust another

step as described below:

The cohort study. We need to add two extra steps between steps 3 and 4, in the algorithm

described in Section 3.1.2, to determine the distribution of score statistic under the null.

Let’s denote these steps by Step *x and Step xx. The algorithm for these steps is as follows:

o Step *. Define a vector named NL which is initially empty.

— Step x-1. Fix i € I and draw a sample from a multinomial distribution with M;

trials and J possible outcomes each with probability (p; j)fzr
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— Step x-2. Repeat Step %x-1 for all i € I. Then using formula (3.15) calculate the

value of the test statistic for this sample.

— Step %-3. Add the value calculated in Step *-2 to vector NL.

o Step xx. Repeat Step %, 100,000 times. The vector NL now has 100,000 components.
Sort them increasingly. For a test with significance level @ chose the ([(1-a)x100,000]+
1)-th component of the sorted NL vector as the threshold and denote it by TS (here

[-] stands for the integer part).

We also need to change Step 4-3:

- Step 4.3. Check whether the value from Step 4-2 is greater than T'S. If so, mark it as a
success.

The case-control study. Again, we need to add two extra steps between steps 3 and 4, in
the algorithm described in subsection 4.1.2. Let’s use the same notation as above to refer to

these extra steps: Step * and Step *x.
e Step x. Define a vector named NL which is initially empty.

— Step *-1.

x Step x-1-1. Find one sample (nd()m)iivfo by drawing from a multinomial distri-

bution with KS§,, trials and probabilities (dem)ng.

x Step x-1-2. Find one sample (nd1m)2]fo by drawing from a multinomial distri-

bution with §,, trials and probabilities (dem)yfo.

— Step x-2. Repeat Step x-1 for all m € M. Then using formula (4.24) calculate

the value of the test statistic for this sample.

— Step %-3. Add the value calculated in Step *-2 to vector NL.

e Step xx. Repeat Step x, 100,000 times. The vector NL now has 100,000 components.
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Sort them increasingly. For a test with significance level a chose the ([(1-a)x100, 000]+

1)-th component of the sorted NL vector as the threshold and denote it by T'S.

Again we need to change Step 4-3:
- Step 4.3. Check whether the value from Step 4-2 is greater than T'S. If so, mark it as a

success.

5.4 A Bayesian approach to specifying a distribution for the power

To calculate the power, one has to pick a value for the alternative which is possibly as
close to the true value as possible. One possible approach is to pick the value based on
the studies already carried out. Since different studies might suggest different values (see
Section 7.1), choosing a single parameter might be kind of subjective. The methods we have
been discussing so far (following Little et al. (2010)) require the specification of a single
estimation.

One possible approach to deal with this problem is to specify a range (rather than a
single value) for the parameter and then implement a Bayesian model. Notice that in such
a case we obtain a distribution for the power rather than a single estimation.

A method to find such a distribution is suggested in Lunn et al. (2012; Section 5.3):
Based on a literature review find a range for the parameter of interest. Assume a normal
distribution for the parameter and consider the given range as the 67% interval,i.e., mean +1
standard deviation. Using this information, calculate the mean and the standard deviation.

A big advantage of this approach is the inclusion of a range of possible values for 8 rather
than relying on a single value. Notice, however, that this approach still carries some sort
of subjectivity as one might argue why we can assume a normal distribution and why the

observed range is considered the 67% interval.

Remark 5.1. Some previous major studies suggest that ERR parameter falls somewhere
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between .28 and .97 (see Section 7.1). We use the method explained above to find a normal
distribution for the ERR parameter. The mean value of this interval is .625. Also, we can

find the standard deviation based on the method proposed above.

625+ 0 =97 = o = .345.

Therefore, we can assign the following distribution to the ERR parameter

0 ~ Normal(.625, .345?).

Remark 5.2. (The issue of running time). An important advantage of the normal-normal
approach that we proposed to calculate the power is that it remarkably reduces the running
time of the Bayesian model. Notice that if we were to use a normal-sampling approach, then
for any of the 6 sample points, we have to draw a sample of size says 100,000 subsequently,
from the corresponding multinomial distribution! Using the normal-normal approach, all we
need is the initial sample for 8 as the power is calculated based on a closed-form formula.

This issue will be addressed in Remark 6.1 too.

5.5  Studies whose measure of association is SIR or SMR

Standardized Mortality Ratio (SMR) and Standardized Incident Ratio (SIR) are com-
monly used to deal with the problem of confounding. In these methods, the dataset stratified
by the confounder and the results are modified by comparison against a standard population.

There are some studies of ionizing radiation-cancer based on NDR that use this measure of
association (see for example Ashmore et al. (1998)). However, it has been noted in Zielinski
et al. (2008) that for occupational studies, SMR and SIR might be affected by another

problem called the ‘healthy worker effect’. As a result, the mortality and incidence rate

73



in the exposed group might seem to be lower. This might not reflect the truth. Therefore,
measures of association such as risk ratio (for cohort studies) and odds ratio (for case-control

studies) which use an internal non-exposed group seem to be more reliable.

Despite all the facts stated above, here we explain why the power procedure derived for
the cohort study works for the SMR and SIR studies too. The main reason is that the power
procedure for the cohort study already uses stratification. This helps in solving the equation
for the number of cases in each stratum for SMR/SIR studies. Recall that from Equation
3.3, we could simply solve for M;; the number of cases in category ij of dose. Using these
values we found the probabilities of the multinomial distributions which provide the basic
information for the power procedure. Notice that although this formula was calculated for
the stratified dataset, one can simply check that when there are no strata the argument to
derive the formula still works. For the SMR procedure, the general formula (assuming no
initial strata) for the SMR (or SIR) corresponding to category j of the dose can be written

as

# observed cases

SMR; =
! # expected cases

Ni; Noj Nij
Ll_jpl + szpz + + ijpK

= 5.2
# cases in the standard population (52)

where N;; is number of cases in stratum i of the dose category j, L;; is its population and p; is
population of stratum i in the standard population. To derive a power procedure, we need to
obtain multinomial probabilities. For this purpose, we should find a value of N;;. However,

using a single equation such as 5.2 it’s impossible as we have several unknown parameters.

But we are already breaking down the dataset into age+sex strata. Therefore, at each

stratum we only have a single age+sex stratum. The formula for SMR at strata i for dose
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group j is then

SMR,J = -
Nij/Lij

Ni/pi
_ probability of being a case in the dose category ij (Dose = D;;)

(5.3)

 probability of being a case in stratum i of standard population

This formula is similar to that given in (3.1). The only difference is that probability of being a case in the non
exposed category (Dose = 0) is replaced by probability o f being a case in stratum i of standard population.
This doesn’t affect the formula derived for the multinomial probabilities and the final pro-

cedure. So, we will get the same procedure as that for the cohort study.

5.6 Derivation of an interval estimation for ERR parameter

In this section, I prove a theorem that allows derivation of an interval estimation for the
Relative risk of a general disease from the relative risks of some sub-diseases. This result
enables us to give an interval estimation for the ERR parameter of the general cancer from

the given ERR parameters of various cancer types. I will employ this fact in the next chapter.

Theorem 5.2. Let RR; for 1 < i < n be the mortality relative risk of some disease i. Let RR

denote the relative risk to die from any of the given diseases. Then we have,
min{RR;, i=1,---,n} <RR<max{RR;, i=1,---,n}. (5.4)

Proof. Let §¢ and S* denote the population of exposed and non-exposed groups. Let N and
N denote number of deaths of disease i in the exposed and non-exposed groups respectively.

Similarly, assume that N¢ and N* represent the total number of deaths (of any kind) in those

5



groups. Then the relative risk for disease i is given by

N?/S*®
RRI':
N/SH
st N
- Se NY
On the other hand, we can write
RR:N/S
Nu/Su
_ N
~Se N
S* N{+---+N,
© OS¢ NU4- N
But we have
. NP N{+---+N;, Nt
min{—, i=1,--- ,n}<—— <max{—, i=1,---,n}
Nt N{+---+ Nt Nt

Putting (5.5), (5.6) and (5.7) together, we derive (5.4).

(5.5)

(5.6)

(5.7)

Corollary 5.3. Let 6 denote the ERR parameter for general cancer and assume that 6; for

1 <i < n denotes the ERR parameter for various cancer types. Then we have

min{@;, i=1,--- ,n} <O <max{6;, i=1,---,n}

Proof. We can use Theorem 5.2 to write

min{RR;, i=1,---,n} <RR<max{RR;, i=1,---,n}.
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This together with the linear-dose effect implies that for any arbitrary mean dose D we have

min{l +6;,D, i=1,---,n}<1+6D <max{l+6;,D, i=1,---,n}.

This is equivalent to

l+min{6;, i=1,---,n}D<1+6D<1+max{f;, i=1,---,n}D.

which implies

min{6;, i=1,--- ,n}<d<max{6;, i=1,---,n}.

Remark 5.3. The reason why Theorem 5.2 is stated only for mortality and not for incidence
is that for the latter we might be not able to write N® = Nj + --- + N (similarly for N").
The issue of multiple diseases (such as multiple cancers) can be well resolved for mortality
but not for incidence. Multiple incidence of cancers, for instance, occurs when an individual
suffers from multiple types of cancer during his/her life (either concurrently or not). When
counting cases for different types of cancers, one should count it both towards all the relevant
N¢.s (or Ni';s). Now the problem is whether this individual should be counted as one case of
general cancer or two when calculating N¢ (or N*).

When it comes to mortality, we don’t have to deal with this problem as death marks a
unique event! If an individual with multiple cancers dies, the death is linked to latter cancer.
Therefore, categories of death from different types of cancer remain fairly disjoint even in
the presence of multiple cancers. One very unlikely possibility is dying simultaneously of
several cancers. In such a case, it is more reasonable to define a new category for the cause of
death including those cancer types collectively. So, categories for the cause of death remain
disjoint.

7



For incidence, the issue is not so clear and the problem of counting multiple incidences (at
least for the ionizing radiation studies) has not been referred to in the literature. Therefore,
I prefer to keep Theorem 5.2 only for mortality. However, depending on the method used
to count cases, it might work for incidence as well. Furthermore, if multiple diseases are

infrequent, the said theorem still works “approximately” for incidence.
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Chapter 6

Simulation studies

In this chapter, we use some simulated data to visually prove the claims made in the

previous chapters and also to compare the different methods proposed. These includes:
1. The issue of Monte-Carlo error presented in Section 5.1.

2. Normality of score test statistic under null and alternative for cohort and case-control

studies
3. The proper formula to be used for the normalized score test statistic under the null.

4. Comparison of the closed-form formulas (normal-normal) proposed in Little et al.
(2010) and the one proposed in Chapters 3 and 4. We also compare both of them
against two other methods: Normal-sampling and Sampling-sampling as proposed in

Chapter 5.

5. Comparison of sample sizes for both cohort and case-control studies based on the

formulas proposed in Little et al. (2010) and those proposed in Chapters 3 and 4.

6. A Bayesian approach to provide a distribution for the power as described in Section

5.4
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6.1 simulated datasets

We will use the following datasets in our simulation studies. Each dataset is presented

using four pieces of information. these includes:

1. M; a vector the length of which equals to the number of age+sex strata in the dataset

and each component of which represents the number of cases in each strata.

2. A matrix D; the dimension of which is n X m where n is number of dose categories and
m is number of age+sex strata. (D;)j is the average of the dose in the j-th category

of dose in stratum k. In each column they are arranged increasingly.

3. A matrix P; with the same dimension as D;. (p;)jx is the proportion of the population

of dose category j that contributes to stratum k.

4. A number K; which is the number of controls assigned to a case in the case-control

study.
We define 6 datasets as follows:

e Dataset 1. M; =(2,5,3,2), K; =4 and

I 1 2 15 S 6 5 4
Di=]18 43 3 2 ., Pr=3 3 27 3
29 7 47 4 2.1 23 3

o Dataset 2. M, =(5,7), K, =4 and

D, )

I
N
I
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e Dataset 3. M5 = (17,15), K3 =4 and

D5 , P3=

o Dataset 4. M, = (4,18,3,11), K4 =4 and

1 1 2 15 8 7 2 8
Dy=128 33 3 2 o Pa=(1 2 5 1
79 4 47 4 d .1 3 11

o Dataset 5. M5 =(4,18,3,11), Ks =4 and

1 1 2 15 9 05 9 1
Ds=128 33 3 2 , Ps={0 9 .09 0
79 4 47 4 d .05 01 9

o Dataset 6. Mg = (12), K¢ =4 and

1.375 2075
De =| 2.775 , Pe=1|.2925
4.650 S

6.2 Monte-Carlo Error

As explained in Section 5.1, reference (Little et al. 2010) reports a fixed number of
iterations to obtain a desired MCE regardless of study design, effect size () and years of

follow-up. However, as shown there all this factors should be taken into account. Bellow,
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we use our simulated datasets to obtain the required number of iterations for MCE = .0032
and 6 = 2. Notice that if we use the formula given in Little et al. (2010), then we require

100, 000 iterations for both study designs and all datasets.

Table 6.1: Number of iterations for MCE = .0032 and 6 =2

Dataset # Iterations for cohort Iterations for case-control
1 109,506 107,456
2 51,181 60,476
3 54,797 63,369
4 160,434 147,879
5 173,475 158,312

6.3 Asymptotic normality of the score test statistic under null and
alternative

We proved asymptotic normality of the score test under the null and alternative for both
cohort and case-control studies in Section 5.2. Here, we use datasets defined in Section 6.1 to
visually see this fact. It should be pointed out that datasets defined in the aforementioned
section have been defined in pair: We manipulate one dataset in some specific way to see the
impact of manipulation on the asymptotic normality of the score test statistic. We check
asymptotic normality using the p-value validity test of the hypothesis test. This test relies
on the fact that F(X) ~ U where X is a random variable, F is its CDF and U is the uniform
distribution. Notice that the flatter the p-value histogram, the better normally distributed
the score test statistic. Below we evaluate each dataset by drawing four histograms: Score

test statistic for cohort and case-control study under both null and alternative. All the his-
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dataset1-null (cohort study) dataset1-alternative (cohort study)

Frequency
400 800

Frequency
400 800

0
a

p-value p-value

dataset1-null (case-control study) dataset1-alternative (case-control study)

Frequency
400 800
Frequency
400 800

0
0

pvalue pvalue

Figure 6.1: Histograms of asymptotic normality for Dataset 1

tograms are drawn based on a simulation of size 100,000. We set @ = .05 and 6 = 2 (for

alternative).

1. Dataset 1: Histograms for this dataset are given in Figure 6.1.

2. Dataset 6: Dataset 6 is obtained from Dataset 1 by collapsing 4 strata into 1. The
result for cohort in 6.2 suggests that more strata can cause the score statistic to be

better normally distributed.

3. Dataset 2: Histograms for this dataset are given in Figure 6.3.

4. Dataset 3: Dataset 3 is similar to Dataset 2. The only difference is that we increase
the number of observations from 12 to 32 which results in flatter histograms (Figure

6.4).
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dataset6-null (cohort study) dataset6-alternative (cohort study)
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Figure 6.2: Histograms of asymptotic normality for Dataset 6

dataset2-null (cohort study) dataset2-alternative (cohort study)
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Figure 6.3: Histograms of asymptotic normality for Dataset 2
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dataset3-null (cohort study) dataset3-alternative (cohort study)
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Figure 6.4: Histograms of asymptotic normality for Dataset 3

5. Dataset 4: Histograms for this dataset are given in Figure 6.5.

6. Dataset 5: Dataset 5 is obtained from Dataset 4 by making the population distribution
among dose categories very heterogeneous. It seems to worsen the normality (Figure

6.6).

6.4 Formula for the score test statistic for the normal-sampling ap-

proach

As pointed out in Remark 3.3 and Remark 4.1, the formula proposed for the score
test statistic for the normal-sampling approach in Little et al. (2010) needs modification
as it includes the variance under alternative rather than the variance under null. Here, we
specifically use Dataset 3 and check the normality of the score test statistic for the cohort
study based on both approaches. As Figure 6.7 and Figure 6.8 depict, the one with null

variance is much flatter!
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Figure 6.5: Histograms of asymptotic normality for Dataset 4
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Figure 6.6: Histograms of asymptotic normality for Dataset 5
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Figure 6.7: Histograms of the score test statistic with null variance (Dataset 3-cohort)
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Figure 6.8: Histograms of the score test statistic with alternative variance (Dataset
3-cohort)

6.5 Different approaches to calculate the power

In Section 5.3 we proposed three different approaches to calculate the power for both
cohort and case-control studies. this includes Normal-Sampling (N-S), Normal-Normal (N-
N) and Sampling-Sampling (S-S). Also for the N-N approach, we explained in Remark 3.2
and Remark 4.2 that the formulas are given in Little et al. (2010) (here referred to as old
formula) should be revisited. We provided substitute formulas (here referred to as new

formula). In Table 6.2 below we use all these methods and apply them to Datasets 1 to 5

87



defined in Section 6.1 to derive the power for both cohort and case-control studies. From
this table, it is clear that: 1. The values for N-N (new formula) are always fairly close to
both values from N-S and S-S method. 2. The value given by N-N (old formula) is not close

to those of N-S and S-S and in many cases completely irrelevant!

6.6 Sample size

As explained in Remark 3.4 and Remark 4.3 the formulas proposed in Little et al. (2010)
(here referred to as old formula) for the sample size needs to be changed for both cohort
and case-control studies. In Table 6.3 we use two datasets to compare the sample size for
powers .8 and .9 based on the formulas proposed in Little et al. (2010) and also based on

the formulas we obtained in Chapters 3 and 4 (referred to as new formula).

Recall that for the sample size the dataset shouldn’t be stratified. So we improvise two

datasets:

1. Dataset 6: 2 Dose categories with average group dose D=(1,2)and distribution of
population among the dose groups p=(.4,.6). Also, let @ = .05 and 6 = 2. For the case

control study, assume 5 controls per case.

2. Dataset 7: : 4 Dose categories with average group dose D=(.5,1.4,2.5,4) and distribu-
tion of population among the dose groups p=(.5,.3,.15,.05). Also, let @ =.1 and 6 = 1.

For the case control study, assume 4 controls per case.
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Table 6.2: Comparison of power for Datasets 1 to 5 using four methods

Dataset #

1

1

Method

N-N (old formula)
MN-5

5-5

N-N (new formula)

N-N (old formula)
N-5
55

N-N (new formula)

N-N (old formula)
N-5
55

N-N (new formula)

N-N (old formula)
MN-5
5-5

N-N (new formula)

N-N (old formula)
N-5
55

N-N (new formula)

Results for cohort
0.788
0.817
0.809

0.81%

0.274
0.159
0.155

0.195

0.e83
0.561
0.359

0.501

0.633
0.738
0.720

0.751

0.576
0.822
0.853

0.816

89

Results for case-control

0.716

0.748

0.746

0.746

0.254

0.168

0.157

0.176

0.535

0.427

0.464

0.418

0.579

0.681

0.664

0.687

0.874

0.675

0.708

0.671



Table 6.3: Comparison of sample size based on old and new formulas

Dataset # Method desired power Size (cohort) size (case-control)
6 old formula 8 97 126
6 new formula 8 108 137
6 old formula 9 134 174
6 new formula 9 147 187
7 old formula 8 29 57
7 new formula 8 35 48
7 old formula 9 44 61
7 new formula 9 51 53

6.7 A Bayesian approach to specifying a distribution for the power

In Section 5.4 we explained a Bayesian method to find the power to include a range of
possible values for the ERR parameter rather than relying upon a single value. We illustrate
the proposed approach by applying it to dataset 4 to derive a distribution for the power of
the cohort study. We assume that the 67% interval for 6 is [1, 3].

Using Winbugs, we can see that a sample of size 5000 converges to the distribution specified
for @ which is Normal(2,1). The history plot shows that convergence is attained with 5000

samples (Figure 6.9).
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Figure 6.9: History plot for 5000 samples from 6

Figure 6.10 shows the density plot of the drawn sample.
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Figure 6.10: density plot for 5000 samples from 6
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Figure 6.11: Distribution of Power for the cohort study, dataset 4

Now, for each sample point, we can apply one of the three methods explained in Section
5.3 to calculate the corresponding power. Finally, we can make inference based on the power
sample we have found. The power distribution of the cohort study for dataset 4 is shown in
Figure 6.11. Based on the drawn sample, we can also find that there is 77% chance for this

study to have a power of .8 or higher.

Remark 6.1. In Remark 5.2, we addressed the issue of running time. Notice that for the
example presented above, if we use the normal-sampling approach, then we need to sample
500, 000, 000 times while using the normal-normal approach all we need is the initial sample
for 6 of size 5000. We found the above power distribution using both methods. The running
time is dramatically different. Using the normal-normal approach the running time is only

.9 seconds while using the normal-sampling approach it is 1929 seconds!
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Chapter 7

Conclusion

In this thesis we considered procedures developed in Little et al. (2010) to calculate the
power of studies related to low-level doses of ionizing radiation and cancer health outcomes.
We explained the procedures with mathematical and statistical details and proposed several
substitutes to methods proposed in the mentioned reference to improve its performance.
The improvement includes: Changing the formula for the score statistic for both cohort and
case-control studies, proposing a more effective closed-form formula for the power, changing
the formula for the sample size and redefining the formula for the Monte-Carlo Error. We
also present a third method to calculate the power which is a sampling-sampling approach.
We laid out the algorithm to implement all the methods. This could help researchers who
are interested in carrying out the same kind of study in the future. We also proposed a
Bayesian approach to find distribution for the power. We address the issue of running time
for the Bayesian model to explain why a closed-form formula for the power is indispensable.
Therefore, the closed-form formula we proposed before becomes more prominent.

We also dealt with some secondary issues including Calculation of an interval estimation for
the ERR parameter and studies with SMR/SIR as the measure of association.

The R codes to implement all such methods are presented in the appendix. We illustrated
our work using simulation which is presented in Chapter 6.

Future work. Notice that one goal of this research is to calculate the power of ionizing

radiation-cancer studies based on the National Dose Registry of Canada. Since at this point
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the data is not ready, this will be done in the future. However, the required information to

analyze the data are presented in the following section.

7.1 Future studies

In this section, we provide the information required to analyze the National Dose Registry
of Canada (and any similar data set). The information provided in this section together with
the procedures we discussed in the previous chapters can be used to obtain the power of
cohort and case-control studies for all the possible years of follow-up. Based on the analysis,
it will be possible to suggest the best study design for ionizing radiation-cancer studies.
One can also evaluate the power of the previous studies and suggest the minimum year of

follow-up to attain a satisfactory power (widely considered to be 0.8).

7.1.1 Dose categories

The first step in analyzing the data is to break down the dose variable into a few dose
categories. We will use the following dose categories which are widely used in the literature.
In particular, Beebe et al. (1998) which is a well-known study comprising data from nuclear
power workers from 15 countries uses these categories to evaluate the ERR parameter. Other
ionizing radiation studies such as CVD studies useless and more the same categories (see for

example Zielinski et al. (2009)). The categories are as follow:

0, 0- <5, 5-<10, 10- <20, 20- < 50, 50- < 100, 100- < 150, 150- < 200, 200- < 300,

300- < 400, 400—- < 500, > 500.
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7.1.2 The ERR parameter

Beebe et al. (1998) is the most well-known study to evaluate The Excess Relative Risk
parameter for ionizing radiation-cancer. This study combines information on nuclear power
workers in 15 countries across the world. It includes information of over 600, 000 individuals.
The ERR parameter as reported by this study is .97 Sv~! for all cancers excluding leukemia
and 1.93 Sv! for leukemia excluding chronic lymphocytic leukemia. Another study (Kres-
tinina et al. 2005) that follows the residence of a highly radiation-exposed area in Russia

reports the parameter for all cancers to be .92 Sv~!

. A smaller ERR parameter is proposed
in Muirhead et al. (2009): .28 Sv~! . Notice also that BEIR V (BEIR V 1990) provides the
parameter for all types of cancer independently. However, cancer as a whole has not been
referred to there. Table 7.1 summarizes the results of this study on the ERR parameter of
various cancers. The ERR parameter for most major cancers is around 1 Sv~'. Using this
table and Corollary 5.3, we can see that the ERR parameter for general cancer should fall
between 0 Sv~! and 8.3 Sv~!. Although this range is wide, it matches the estimations pro-
vided in Beebe et al. (1998) and Krestinina et al. (2005). Notice that we can argue to shrink
this range as most ERR parameters are near 1 Sv=! except those for leukemia, salivary, brain
and thyroid cancers. If we remove these four cancer types, we will find out that the ERR
parameter for all cancers except those four types falls between 0 Sv! and 2.3 Sv='. This
result seems to provide a fairly narrow interval that encompasses the estimations given in
Beebe et al. (1998) and Krestinina et al. (2005). It should be pointed out that the propor-
tion of leukemia, salivary, brain and thyroid cancers in all types of cancer is 2.6%, .3% 1.7%
and 3.3%, respectively (7.9% altogether). Therefore, the ERR parameter for general cancer
should be closer to that of all the other cancer types than to the ERR parameter of the four

types mentioned.

1

Based on all the results provided above, we judge that 6 =1 Sv™' is a fair choice for the
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ERR parameter. Notice that in our study dose amounts are given in milli-Sievert. Therefore,
we will use 6 = .001 mSv~!.In a Bayesian approach, as explained in Section 5.4, we assume a
normal distribution for the ERR parameter with [.28,.97] as the 67% interval (+1 standard

deviation).

Table 7.1: BEIR V results on ERR parameter (per Sv) for various cancer types

Cancer type ERR parameter Cancer type ERR parameter
Salivary 6.5 Breast .6
Stomach 1.19 Brain 3.44
Skin 1.5 Esophageal 1.58
Colon 1.85 Lung 1.33
Thyroid 8.3 Small intestine 0

Liver 1.26 Bone 0
Testis 0 Ovary 2.33
Uterus 0 Prostate 1.05
Urinary tract and sinus 2.3 Nasal cavity 0
Pancreas 0 Pharynx, hypopharynx and larynx O
Leukemia 4,24-5.21

7.1.3 What is the practical implications of this power study?

Using this power study, after analyzing the data, I will be able to provide three important

pieces of information for the epidemiologists working on the NDR:

o I can determine which study design is more suitale for the ionizing radiatoin-cancer

study based on the NDR, the cohort or the case-control study?

o There are already several papers in the litterature based on the NDR that try to
detect an ionizing radiation-cancer relationship. Many of such studies fail to detect a
significant result. I will be able to answer whether the insignificant result is due to

low power or not? If I realize that the power of such studies has been low, then the
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non-significant result should not be interpreted as a true lack of association between

ionizing radiation and cancer.

Finally, I can propose the minimum number of the years of follow-up to attain a
satisfactory power (say 80%) based on the NDR. Therefore, for future epidemiological

studies, this important factor will be taken into account.
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Appendix

In this chapter we present the R programming codes used to implement the power models

discussed throughout the thesis.

# CODES FOR THE PROJECT: STATISTICAL POWER OF EPIDEMIOLOGICAL STUDIES TO
# DETEDCT THE EFFECT OF IONIZING RADIATION ON THE MORTALITY
# RATE FROM CANCER BASED ON THE NATIONAL DOSE REGISTRY OF CANADA

# ALL THE CODES ARE WRITTEN BASED ON A VECTORIZATION APPROACH AS FAR AS
#POSSIBLE. WE TRY TO AVOID WRITING LOOPS TO SPEED UP CODES
# WHICH IS NECCESSARY IN THIS STUDY CINSIDERING LARGE DIMENSIONS WE DEAL WITH

##

# COHORT STUDY

#ftunction in this part might possibly takes all or some of the following five

# parameters:

# 1. M: a FIXED vector containing the totall number of cases (deaths) at
# each stratum of dataset.

# 2. D: a FIXED matrix the ij-th entry of which shows the average dose of
# individuals at the j-th cell in the i-th strata of dataset.

# 3. p: a FIXED matrix the ij-th entry of which represents the proportion

# of cases in the j-th cell of the i-th stratum of dataset.
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# 4. v: a matrix of VARIABLES the ij-th entry of which represents observed
# number of cases (deaths) at the j-th cell in the i-th stratum.

# of dataset. The i-th column of v (related to the i-th stratum) forms
#  a multinomial variable.

#  5.theta: The true ERR parameter.

#Non-normalized score function for cohort
score__coh_nonnrm<-function(M,D,p,v){
score<-sum(colSums(v*D)-M*colSums(p*D))

score

#TEST score coh nonnrm

score__coh_nonnrm(MO0,D0,p0,v0) #PASSED
#

#Expectation of the non-normalized score for cohort under parameter theta.
expectation_score_coh<-function(M,D,p,theta){

cols_ pD<-colSums(p*D)

expectation<-theta*sum(M*(colSums(p*D**2)-cols_ pD**2)/(1+theta*cols_pD))

expectation

}
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#Variance of the non-normalized score for cohort under parameter theta.
variance_score__coh<-function(M,D,p,theta){

cols pD<-colSums(p*(1+theta*D))
#print(cols_ pD)
partl<-colSums((D**2)*t((t(p*(1+theta*D))/cols_pD))*(1-t((t(p*(1+theta*D))
/cols_pD))))
n_ col<-length(M)
n_row<-nrow(D)
part2<-NULL
for(i in 1:n_ col){

new__ent<-0

for(j in 1:(n_row-1)){

for(k in (j4+1)m_row){
new__ent<-new__ent+(D[j,i]*D[k,i|*p[j,i]*p[k,i]*(1+theta*D][j,i])
*(1+theta*D[k,i]))
}

}

part2<-c(part2,new_ ent)
}
part2<-part2/cols pD**2
#print(part2)
variance<-sum(M*(part1-2*part2))

variance
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# Number of cases to be observed in a cohort study to acheive a desired power:
# For future studies, this function gives the required number of cases to

# be observed in order to achieve a desired power.

# only a single strata is assumed (e.g. no age/sex stratum is considered.

# The cohort is treated a single study).

# We need some prior knowledge to calculate the sample size:

# 1. First fix the number of dose categories. D which is a vector that represents
# average population dose at each category must be known.

# 2. p, The proportion of the population of interest which falls in category j

# of dose should be provided.

# In addition, we need the following information:

# 3. Specify alpha, the size of the test and pow, the desired power.

# 4.Fix theta which is the smallest effect size we wish to detect at the given power.

Num_ cases coh<-function(D,p,theta,alpha,pow){
D mat<-matrix(D,nrow=length(D))
p_ mat<-matrix(p,nrow=length(p))
var__(O<-variance_score_coh(c(1),D_mat,p_mat,0)
var__theta<-variance_score_ coh(c(1),D__mat,p_mat,theta)
pl<-sum(D**2*p)+theta*sum(D**3*p)
p2<-1+theta*sum(p*D)
p3<-sum(D*p)+theta*sum(D**2*p)
pd<-sqrt(var_0/var_theta)

p5<-theta*(sum(p*D**2)-(sum(p*D))**2)
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#print(list(pl=p1l,p2=p2,p3=p3,p5=p5H))

size_new_ formula<-ceiling((((p1*p2)-p3**2)*(p4*qnorm(1-alpha)-qnorm(1-pow))**2)
)

size_old_formula<-ceiling((((p1*p2)-p3**2)*(qnorm(1-alpha)-qnorm(1-pow))**2) /p5**2)

list(size_new_ formula=size new_ formula,size_old_ formula=size_old_ formula)

# The following function can be used for two different tasks. First, it can take the
# essential characteristic of the dataset including D,p, M and theta as explained in
# the beginning of this section. Also takes the following extra parameters:

# 1. alpha: Size of the test.

# 2. n: Number of simulations.

# Then returns the power.

# The function can also be used to calculate proportion of rejected samples under null
# if we change the variance of test
# statistic from var 0 to to var_theta (in such a case parameter test var should be set

# to anything other than "n”).

power__coh<-function(M,D,p,theta,alpha,n,test_ var="n"){
var__(O<-variance_score_ coh(M,D,p,0)
var_theta<-variance_score_coh(M,D,p,theta)
if(test_ var!l="n"){score_var<-var_0}

else{score_ var<-var_ theta}
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exp_ theta<-expectation_score coh(M,D,p,theta)

SE_ ratio<-sqrt(var_0/var_theta)

if(test_var!l="n"){sim_ probs<-p}

else{sim_ probs<-t(t((p*(1+theta*D)))/(colSums(p*(1+theta*D))))}
vector_rejected<-NULL

n_row<-nrow(D)

n_ col<-ncol(D)

for(k in 1:n){

*n_ col),nrow=n_ row)

one_ samp<-matrix(rep(0,n_ row
for(i in 1:m_ col){
one_ sampl,i|<-rmultinom(1,M[i],sim_ probs[,i])
}
normalized__score<-score__coh_nonnrm(M,D,p,one_samp)/sqrt(score_ var)
vector_rejected<-c(vector_rejected,normalized score>qnorm(1-alpha))
}
power_sim<-mean(vector_rejected)
if(test_ var!l="n"){return(power_sim)}
power__formula_ old<-(1-pnorm(qnorm(1-alpha)-exp_theta/sqrt(var_theta)))
power_formula_new<-(1-pnorm(SE_ratio*qnorm(1-alpha)-exp_theta/sqrt(var_theta)))
list(power__sim=power__sim,power_formula_old=power_formula_ old,

power_formula_new=power_formula_new)

# The function below calculates the power based on a naive approach. i.e., assumes no
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# theoretical distribution for the score test statiastic neither under null nor under

# alternative. The idea is to construct the distribution of score under null

# experimentally and then take samples from alternative and compare it against the
# experimental distribution under null.

# The parameters are as before. There are two new parameters though:

# 1. nl: Number of samples to be drawn from null in order to derive its experimental
# distribution.

# 2. n2: Number of samples to be drawn from alternative to calculate the power.

power__coh_ naive<-function(M,D,p,theta,alpha,nl,n2){
score_null<-NULL
vector_rejected<-NULL
n_row<-nrow(D)
n_ col<-ncol(D)
sim_ probs_ null<-p
sim__probs_ alter<-t(t((p*(1+theta*D)))/(colSums(p*(1+theta*D))))
for(k in 1:n1){
one_samp<-matrix(rep(0,n_row*n_ col) nrow=n_ row)
for(i in 1:n_ col){
one_sampl,i]<-rmultinom(1,M[i],sim_probs_null[,i])
h
score_ null<-c(score_ null,score_coh nonnrm(M,D,p,one_samp))
}
treshold<-sort(score null)[floor((1-alpha)*n1)+1]
for(k in 1:n1){

one_samp<-matrix(rep(0,n_row*n_ col) nrow=n_ row)
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for(i in 1:n_ col){
one_sampl,i|]<-rmultinom(1,M[i],sim_ probs_ alter|,i])

}

vector _rejected<-c(vector_ rejected,score coh nonnrm(M,D,p,one samp)>treshold)

}

mean(vector_rejected)

}

#TEST normality of null and alternative:

# According to Rao’s theorem the score statistic under null is assymptotically normal.
# However, In their model (sample size), they assume a normal distribution for the

# score test under alternative as well. There is no theoretical approach to prove

# this claim. However, we can test normality of score under null and alternative

# using Monte-Carlo simulation. See the function below.

test_norm__coh<-function(M,D,p,theta,n,test_var="n"){
var<-variance_score_ coh(M,D,p,theta)
if(test_ varl="n"){expect<-0}
else{expect<-expectation_score__coh(M,D,p,theta)}
if(test_ var!l="n"){sim_ probs<-p}
else{sim__probs<-t(t((p*(1+theta*D)))/(colSums(p*(1+theta*D))))}
p_ values<-NULL
score_ dist<-NULL

n_row<-nrow(D)
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n_ col<-ncol(D)
for(k in 1:n){
one_samp<-matrix(rep(0,n_row*n_ col),nrow=n_ row)
for(i in 1:n_ col){
one_sampl,i|<-rmultinom(1,M[i],sim__probsl,i])
}
normalized score<-(score_coh nonnrm(M,D,p,one samp)-expect)/sqrt(var)
score_dist<-c(score_ dist,normalized score)
p_ values<-c(p_ values,1-pnorm(normalized__score))

}

list(dist=score_ dist,p_ values=p_ values)

# CASE-CONTROL STUDY

#function in this part might possibly takes all or some of the following five

# parameters:

# 1. S: a FIXED vector containing the totall number of cases (deaths) at each
# stratum of dataset.

# 2. K: number of controls per case.

# 3. D: a FIXED matrix the ij-th entry of which shows the average dose of

# individuals at the j-th cell in the i-th strata of dataset.

# 4. p: a FIXED matrix the ij-th entry of which is given by:

#  (non-diseased individuals in cell j of stratum i)
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# /(total number of non-diseased individuals in stratum i)

#  5.1n_0: a matrix of VARTABLES the ij-th entry of which represents number of

# controls that fall in the j-th cell of the

# i-th stratum of dataset. The i-th column (related to the i-th stratum) forms

# a multinomial variable.

#  6.n_1: a matrix of VARIABLES the ij-th entry of which represents number of cases
# (deaths) that fall in the j-th cell of the

# i-th stratum of dataset. The i-th column (related to the i-th stratum) forms a

# multinomial variable.

#  T.theta: The true EOR parameter.
i

#Non-normalized score function for case-control
score__cascnt_ nonnrm<-function(D,Kn_ 0n_ 1){
score<-sum((-1/(K+1))*colSums(n_0*D)+(K/(K+1))*colSums(n_1*D))

score

#Expectation of the non-normalized score for case-control under parameter theta.
expectation_score_ cascnt<-function(S,K,p,D theta){
expectation<-(K/(K+1))*sum(S*colSums((t(t(p*(1+theta*D))
/colSums(p*(1+theta*D)))-p)*D))

expectation

}
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#Variance of the non-normalized score for cohort under parameter theta.
variance_score__cascnt<-function(S,K,p,D,theta){

n_ col<-length(S)
n_row<-nrow(D)
cols_pD<-colSums(p*(1+theta*D))
#cat("cols_pD” cols_ pD,”\n")
part0__1<-colSums((D**2)*p*(1-p))
#cat("part0_17,(D**2)*p*(1-p),”\n")
part0 2<-NULL
for(iin Im_col){

new ent<-0

for(j in 1:(n_row-1)){

for(k in (j4+1)m_row){
new__ent<-new__ent+(D[j,i|*D[k.i|*p[j,i]*p[k,i])
}

}

part0_ 2<-c(part0_2mnew_ent)
}
#cat("part0_ 2" part0_2,”\n")
partl_1<-colSums((D**2)*t((t(p*(1+theta*D))/cols_pD))*(1-t((t(p*(1+theta*D))
/cols_pD))))
#cat("partl 1" partl_1,”\n”)

partl 2<-NULL
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for(i in 1:n_ col){
new _ent<-0
for(j in 1:(n_row-1)){
for(k in (j+1)m_row){
new__ent<-new__ent+(D[j,i]*D[k,i|*p[j,i]*p[k,i]*(1+theta*D][j,i]) *(1+theta*DIk,i]))
}
}
partl 2<-c(partl_2mnew_ent)
}
partl_2<-partl_2/cols_pD**2
#cat("partl 2”7 partl 2,7\n”)
variance<-(K/(K+1)**2)*sum(S*(part0_ 1-2*part0_ 2))+(K/(K+1))
E2*sum (S*(partl__1-2*partl_ 2))

variance

# Sample size for case-control studies with K control per case:

# This function gives number of cases to be included in a study with K control per
# case in order to acheive the desired power.

# Notice that unlike the cohort studies where the sample size couldn’t be directly

# calculated (rather, we only got number of

# cases to be observed as study goes on), for the case-control we can calculate the
# sample size. To determine the sample size (# of cases) for future studies assuming

# only a single strata (e.g. no age/sex stratum is considered.
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# The cohort is treated a single study). We need some prior knowledge to calculate
# the sample size:

# 1. First fix the number of dose categories. D which is a vector that represents

# average population dose at each category must be known.

# 2. p, The proportion of the non-diseased population of interest which falls in

# category j of dose should be provided.

# In addition, we need the following information:

# 3. Specify alpha, the size of the test and pow, the desired power.

# 4.Fix theta which is the smallest effect size we wish to detect at the given power.

Num_ cases_casent<-function(K,p,D, theta,alpha,pow){
D mat<-matrix(D,nrow=length(D))
p_ mat<-matrix(p,nrow=length(p))
var__(O<-variance_score_ cascnt(c(1),K,p_mat,D_mat,0)
var_theta<-variance_score_cascnt(c(1),K,p_ mat,D mat,theta)
SE_ratio<-sqrt(var_0/var_theta)
#print(SE_ ratio)
pD<-sum(p*(1+theta*D))
part0_ 1<-sum((D**2)*p*(1-p))
part0_2<-0
for(j in 1:(length(D)-1)){
for(k in (j+1):length(D)){
part0_ 2<-part0_ 2+(D[j]*D[k]*p[j]*p[k])
}
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part] 1<-sum(((D*¥2)*(p*(1-+theta*D))/(pD))*(1-(p*(1+theta*D))/(pD)))
sum((D**2)*p*(1-p))
part]l_2<-0
for(j in 1:(length(D)-1)){
for(k in (j+1):length(D)){
partl 2<-partl 2-+(D[j]*D[k]*p[j|*p[k]*(1+theta*D[j])*(1+theta*D[k]))
}
}

partl 2<-partl 2/pD**2
part2<((sum(p*D**2)- (sum(p*D))**2) (D) **2
size_new__formula<-ceiling(((SE_ ratio*qnorm(1-alpha)-qnorm(1-pow))
¥ ((part0__1-2*part0_ 2)+K*(partl 1-2*partl 2)))/(K*theta**2*part2))
size_old_ formula<-ceiling(((gnorm(1-alpha)-qnorm(1-pow))**2*((part0__1-2*part0_ 2)+
K*(partl_1-2*partl 2)))/(K*theta**2*part2))

list(size_new_formula=size new_ formula,size_old_ formula=size_old_ formula)

# The following function takes the essential characteristic of the dataset including
# S,K,p,D and theta as explained in the beggining

# of this section. Also takes the following extrta parameters:

# 1. alpha: Size of the test.

# 2. n: Number of simulations.

# Then returns the power.
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power__cascnt<-function(S,K,p,D,theta,alpha,n){
var__(O<-variance_score_ cascnt(S,K,p,D,0)
var_theta<-variance score_cascnt(S,K,p,D theta)
exp_ theta<-expectation score cascent(S,K,p,D,theta)
SE_ ratio<-sqrt(var_0/var_theta)
sim_ probs_ control<-p
sim_probs_case<-t(t((p*(1+theta*D)))/(colSums(p*(1+theta*D))))
vector_rejected<-NULL
n_row<-nrow(D)
n_col<-ncol(D)
for(k in 1:n){
one_samp__control<-matrix(rep(0,n_row*n_ col) nrow=n_ row)
one_samp__case<-matrix(rep(0,n_row™*n_ col),nrow=n_row)
for(i in 1:n_ col){
one_samp__control[,i]<-rmultinom(1,K*S[i],sim_ probs_ control[,i])
one_samp_ case|,i]<-rmultinom(1,S[i],sim_ probs_ case[,i])
}
normalized__score<-score__cascnt_nonnrm(D,K one_samp_ control,one_samp_ case)
/sqrt(var_0)
vector_rejected<-c(vector rejected,normalized score>qnorm(1-alpha))
}
power _sim<-mean(vector_rejected)
power__formula_new<-(1-pnorm(SE_ ratio*qnorm(1-alpha)-exp_ theta/sqrt(var_theta)))
power_formula_ old<-(1-pnorm(qnorm(1-alpha)-exp theta/sqrt(var_theta)))
list(power__sim=power__sim,power_ formula_ old=power_formula_ old,

power__formula_new=power_formula_new)
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# The function below calculates the power based on a naive approach. i.e., assumes no
# theoretical distribution for the

# score test statiastic neither under null nor under alternative. The idea is to

# construct the distribution of score under null

# experimentally and then take samples from alternative and compare it against the
# experimental distribution under null.

# The parameters are as before. There are two new parameters though:

# 1. nl: Number of samples to be drawn from null in order to derive its

# experimental distribution.

# 2. n2: Number of samples to be drawn from alternative to calculate the power.

power__cascnt__naive<-function(S,K,p,D,theta,alpha,nl,n2){

score null<-NULL

vector_rejected<-NULL

n_row<-nrow(D)

n_ col<-ncol(D)

sim__probs_ control<-p

sim__probs__case<-t(t((p*(1+theta*D)))/(colSums(p*(1+theta*D))))

for(k in 1:n1){
one_samp__control<-matrix(rep(0,n_row*n_ col),nrow=n_ row)
one_samp_ case<-matrix(rep(0,n_row*n_ col),nrow=n_ row)

for(iin I:n col){
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one_samp__control|,i]<-rmultinom(1,K*S[i],sim_ probs__control[,i])
one_samp_ case|,i]<-rmultinom(1,S[i],sim_ probs_ controll,i})

}

score_ null<-c(score_ null,score_ cascnt_nonnrm(D,K,one samp_ control,one samp_ case))
}
treshold<-sort(score_null)[floor((1-alpha)*n1)+1]
for(k in 1:n2){
one_samp__control<-matrix(rep(0,n_row*n_ col),nrow=n_ row)
one_samp_ case<-matrix(rep(0,n_ row*n_ col),nrow=n_ row)
for(iin I:n_ col){
one_samp__control[,i]<-rmultinom(1,K*S[i],sim_ probs_ control[,i])
one_samp_ case|,i]<-rmultinom(1,S[i],sim_ probs_ case[,i])
}
vector_rejected<—c(vector_rejected,score_cascnt_nonnrm(D,K,one_samp_control,
one_samp_ case)>treshold)

}

mean(vector_rejected)

#
#TEST normality of null and alternative:

# According to Rao’s theorem the score statistic under null is assymptotically normal.
# However, In their model (sample size), they assume a normal distribution for the

# score test under alternative as well.

# There is no theoretical approach to prove this claim. However, we can test normality

# of score under null and alternative
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# using Monte-Carlo simulation. See the function below.
test_norm__cascnt<-function(S,K,p,D,theta,n){
var<-variance_ score_ cascnt(S,K,p,D,theta)
expect<-expectation_score_cascnt(S,K,p,D,theta)
sim__ probs_ control<-p
sim__probs__case<-t(t((p*(1+theta*D)))/(colSums(p*(1+theta*D))))
score_ dist<-NULL
p_ values<-NULL
n_row<-nrow(D)
n_col<-ncol(D)
for(k in 1:n){
one_samp__control<-matrix(rep(0,n_row*n_ col) nrow=n_ row)
one_samp__case<-matrix(rep(0,n_row™*n_ col),nrow=n_row)
for(i in 1:n_ col){
one_samp__control[,i]<-rmultinom(1,K*S[i],sim_ probs_ control[,i])
one_samp_ case|,i]<-rmultinom(1,S[i],sim_ probs_ case[,i])
h
normalized_score<-(score__cascnt_nonnrm(D,K one_samp_ control,one_samp_ case
)-expect) /sqrt(var)
score_dist<-c(score_dist,normalized_score)
p_ values<-c(p_ values,1-pnorm(normalized__score))

}

list(dist=score_ dist,p_ values=p_ values)

}
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# The function below puts out the p-vlue plots for null and alternative for both

# cohort and case-control in a single image. The parameteers are as before.

# There are 3 extra parameters:

# 1. r: The dataset number to be printed on the plots and (if applicable)
stored image.

#

# 2. sim: Number of simulations. Default is 10000.

# 3. save: to store or not the image. default is "no”. Any other string value
#

results in image to be stored in the directory.

plot_norm__ altogether<-function(M,K,p,D theta,r,sim=10000,save="no"){
test__coh_ null<-test_norm_ coh(M,D,p,0,sim)
test_ coh_alter<-test_norm_ coh(M,D,p,theta,sim)
test_ null_cascnt<-test_ norm__casent(M,K,p,D,0,sim)
test_alter cascnt<-test_ norm_ cascnt(M,K,p,D,theta,sim)
if(save!="no"){
jpeg(paste(”dataset”,r,”.jpeg”))
}
par(mfrow=c(2,2))
hist(test_coh_null$p_ values,main = paste(”dataset”r,”-null (cohort study)”),
xlab = "p-value” xlim=c(0,1),breaks = seq(from=0, to=1, by=.1))
hist(test__coh_ alter$p_ values,main = paste(”dataset”,r,”-alternative (cohort study)”)
xlab = "p-value” xlim=c(0,1),breaks = seq(from=0, to=1, by=.1))
hist(test_ null _casent$p_ values,main = paste(”dataset”,r,”-null (case-control study)”)

,xlab = "p-value” xlim=c(0,1),breaks = seq(from=0, to=1, by=.1))
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hist(test_ alter cascnt$p_values,main = paste(”dataset” r,
"-alternative (case-control study)”),xlab = "p-value” xlim=c(0,1),
breaks = seq(from=0, to=1, by=.1))
if(save!="no"){
dev.off()
}
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