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ABSTRACT
Background: There is growing evidence of association between diabetes and cancer. No
studies have been conducted in India evaluating this association. With the current
epidemiologic, nutritional and economic transition in India, it becomes extremely
important to examine this association in an Indian population. Additionally, difference in
association exists based on different cancer subtypes. Research has shown that diabetes is
associated with an increased risk of colorectal cancer. However most of these studies
suggest detection bias to be one of the probable reasons for this association. Additionally,
the common risk factors shared by both these conditions are considered to one of the
reasons in the association. Furthermore, very few studies have assessed the association
between duration of diabetes and either CRC risk or disease aggressiveness. Even more
rarely have studies confirmed the status of type 2 diabetes mellitus (T2DM) while

determining the diabetes-CRC association.

Methods: For our first objective, we used the Mumbai Cohort Study (MCS)- a
longitudinal study. Diabetes information was collected at baseline and cancer information
was received via follow-up questionnaire and confirmed using cancer registry. We also
evaluated the association between diabetes and cancer subtypes after creating matched
datasets for each cancer subtype. We used Cox Proportional model for cancer incidence
and conditional logistic regression for cancer subtypes. For our second and third question,

we used the Prostate Lung Colorectal Ovarian (PLCO) Cancer screening trial. Diabetes

Vi



information was self-reported and collected at baseline and using one of the follow-up
questionnaires-supplemental questionnaires. The cancer information was collected using
annual survey questionnaire (ASU) administered every year and confirmed using medical
records. For our second aim final analysis we use cox proportional hazards model. To
evaluate the notion of detection bias, we conducted stratified analysis. In our final
question, the diabetes duration was calculated using information on age at diabetes
diagnosis. We fit a Cox proportional hazards model for cancer incidence and conducted

logistic regression analysis for cancer grade and stage.

Results: In the MCS, we did not observe any significant associations between diabetes
and all cancer incidence and cancer subgroups. However the association was in the
expected direction. The hazards of all cancer incidence was 1.06 (95%CI1=0.75, 1.62)
among persons with diabetes as compared to people without diabetes. Among cancer
subtypes, there was an increased risk of ‘lip/oral/pharyngeal cancer’ (OR=1.83;
95%CI=0.86, 3.86) and ‘respiratory tract cancer’ among people with diabetes (OR=1.28;
95%CI=0.53, 3.13) respectively. Inverse direction was observed for ‘digestive organ
cancer and ‘breast/prostate/uterine/cervical cancer’ among people with diabetes
compared to people without diabetes (OR=0.59; 95%CI1=0.27, 1.32) and (OR=0.66;
95%CI=0.24, 1.84) respectively, but none of these associations reached statistical
significance. For our second aim, we observed a 33% higher risk of CRC among people
with diabetes as compared to people without diabetes. After stratifying the results by
screening arm, we still found a higher risk among both the screening arms, (HR=1.41,
95%CI=1.13, 1.76) among the control arm (HR=1.22, 95%CI1=0.94, 1.58). After

stratifying by BMI, the risk was still high among people with diabetes in all the groups.
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In our final aim, we observed that participants with >10 years of diabetes had a higher
risk (HR=1.37; 95%CI: 1.06, 1.77) of CRC incidence compared people without diabetes.
An apparently smaller effect was observed among people with <10 years of diabetes
duration (HR=1.13; 95%CI: 0.89, 1.43); however, it was not significant. We did not find

significant results in the association between cancer aggressiveness and diabetes.

Conclusion: In Indian population, our findings appear to show a higher hazards of all
cancer incidence, lip/oral/pharyngeal and respiratory tract cancer among people with
diabetes compared to people without diabetes. They direction of the association is
consistent with previous study results. However the association is not significant. Future
studies needed to explore this association in detail. Secondly, in the PLCO data, our
findings showed an association between diabetes and increased risk of colorectal cancer.
Detection might not be the reason for this association. Further studies should include
information on other factors like diabetic medications. For our final aim, the CRC risk
was higher among people with longer duration of diabetes, even after accounting for the

potential confounders.
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CHAPTER 1
INTRODUCTION

Statement of Problem:

Type 2 Diabetes Mellitus (T2DM) and cancer are both among the top 10 leading
causes of mortality (1-3). Though to differing extents, both of these diseases can be

prevented and controlled by appropriate healthy lifestyle and behavioral changes.

Cancer is a major public health problem and has been studied in many different
populations worldwide; however, the incidence, mortality and therefore prevalence of
different types of cancer varies across these populations (1, 4). Traditionally, cancer has
been considered to be a disease of more developed countries; i.e., those with high
development index (HDI). However, recently there has been a change in the trend of
these diseases. A decrease in colorectal cancer incidence was observed in the US based

on the SEER data (4).

Many developing countries are now experiencing increasing rates of “diseases of
affluence” such as cancer and diabetes, while existing communicable diseases also
present a public health problem (5-10). Some of these countries’ relatively low cancer
rates might reflect deficiencies in existing country-wide surveillance systems. Also, the
developing world is going through an economic and nutrition transition with increased

urbanization and changing lifestyle factors, including poor diet, sedentary lifestyles, and



increased stress leading to a rise in rates of chronic diseases such as diabetes, cancer and

heart diseases (1, 4, 5, 7-9, 11-15).

It is the one of the commonly diagnosed cancer among both males and females
(16-18). Based on Globocan estimations worldwide, CRC ranks third among males, and
second among females (19). Around 1.2 million Americans are living with a diagnosis of
CRC. There has been a decrease in the incidence of CRC since mid-1980s due to
identification and removal of adenomatous polyps screening (17). Despite improvements
in screening techniques; compared to other cancers, incidence and prevalence of CRC
remains high. CRC remains one of the top 3 causes of cancer deaths in both men and
women (20). Lung cancer ranks the first in both followed by breast cancer among

females and prostate cancer among males.

In 2010, the expenses for cancer care in the United States were around $125
billion (21, 22). These costs can be reduced by improving access to screening available
facilities to everyone, educating people about it and improving dietary and lifestyle
habits. The risk factors linked with CRC include higher age, unhealthy dietary habits,
physical inactivity, obesity, smoking, alcohol use, personal history of polyps, and family
history of CRC, (17, 22-27). Studies also have shown that T2DM is associated with

increased risk of CRC (3, 28-44).

T2DM is a type of diabetes, characterized by hyperglycemia due to either
inadequate insulin secretion or its utilization or both. Worldwide, T2DM rates are
increasing rapidly (45-47). The estimated prevalence of T2DM was 9% in 2014 in 18+

years age group, worldwide. In 2012, around 1.5 million deaths were due to T2DM. The



prevalence of T2DM is estimated to almost double in 2030 (4.4%) from that observed in
2000 (2.8%) (46, 47). At the same time, and especially in Asia, T2DM is emerging as an

epidemic (46-51).

Diagnosed diabetes accounts for an estimated $245 billion cost to U.S. society
consisting of $176 billion direct and $69 billion in reduced productivity (52). Besides
this, chronic long-term diabetes is associated with functional damage of several other

organs especially kidneys, eyes and organs of the cardiovascular system (53-56).

Existing research suggest an association between T2DM and cancer (3, 28-30, 33-
35, 37, 39, 41-44, 57-64). Both these diseases place a burden on individual health and the
nation’s overall health and economic status. Among all the cancers, CRC is the most
strongly associated with T2DM (57, 58, 60, 64-66). Many known risk factors are
common to both these diseases; for example, obesity, unhealthy diet and physical
inactivity (3, 28-30, 33-35, 37-42, 67-74). Various patho-physiological mechanisms have
been hypothesized to explain the association between T2DM and CRC. Diabetes can
have an influence on colorectal cancer through these mechanisms: hyperinsulinemia,
chronic inflammation and hyperglycemia (3, 17, 29, 33, 36, 37, 39, 42, 44, 61, 75, 76).
Insulin and Insulin-like growth factor (IGF-1) have a proliferative effect of the colonic
epithelium leading to mutations. Thus insulin plays a role in initiation and progression of
colon carcinogenesis. Research is even conducted on the diabetic medication use and its
impact on risk of cancer. Inconsistent findings are seen among users of subcutaneous
injections of insulin and insulin analogs. Few studies suggest an increased risk especially
with long-acting drug glargine while some suggest no association (77-81). Insulin

resistance leads to hyperinsulinemia thus promoting carcinogenesis indirectly (61, 75, 82-
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84). Apart from hyperinsulinemia, chronic low grade inflammation is one of the reasons
for the association between T2DM and CRC. (36, 43). Inflammation has also been
shown to predict development of T2DM (85-90). Elevated levels of inflammatory
markers; C-reactive protein and IL-6 were observed among diabetics (65, 91-94).
Inflammatory cytokines like TNF-a, IL-6, stimulate insulin sensitivity, continuing low-
grade inflammation, insulin resistance and thereby playing a role in carcinogenesis (95,

96).

Diet and physical activity also are shown to affect insulin levels (61, 67-69, 97-
101). All these factors have pro/anti inflammatory effect on the body depending on the
adapted lifestyle. Unhealthy diet and low levels of physical activity have a pro-
inflammatory effect on the body (102-112). These factors have also have been shown to
exert an effect on colorectal carcinogenesis through inflammation-related pathways (113-

121). Thus, it is important to understand this aspect of association.

Purpose and Objectives

Several studies have examined the association between CRC and diabetes (3, 28-
44, 61, 76). Most of these studies have been conducted in developed countries, where the
CRC rates are higher. Not many studies have been conducted in developing countries
especially in a country such as India, which is currently experiencing dramatic
demographic, economic, epidemiologic and nutrition transitions (5, 8, 9, 13-15, 122,
123). Besides this, none of the studies have checked for the role of inflammation through
diet in this association. Studies including diet as a confounder have focused only on a few

dietary items such as fruits and vegetables, coffee intake, dairy products, whole grains



and red meat consumption.(3, 29, 37, 38, 42, 44, 124, 125) There are dietary items that
also have been shown to be associated with CRC via its inflammatory effect. Therefore, it
IS important to study this effect, too. Secondly, many previous studies have mentioned the
possibility of diagnostic bias existing in this association. Through our study, we will try

to address these gaps in this association.

With our first objective, we will determine the association between diabetes
(T2DM) and all cancer incidence in an Indian database (MCS. India is a diverse country
in terms of religion, culture, and lifestyle behaviors. Currently, diabetes is increasing at
an alarmingly rate in India (48-50). Although, compared to Western countries, the cancer
rates are lower in India; they are still high and are on an increasing trend. Additionally,
with the current ominous changes in above-mentioned lifestyle factors, it is likely that
cancer rates will increase. Thus, it becomes important to determine the association

between diabetes and cancer incidence in India.

Besides changes in lifestyle factors leading to the increase in chronic disease rates
the Indian population is more susceptible to metabolic syndrome (126-131). Metabolic
syndrome is characterized by higher blood pressure, abdominal obesity, abnormal
cholesterol levels, higher blood sugar, pro-inflammatory state (132). Worldwide, the
Indian population is shown to be prone to metabolic syndrome and having a higher risk
of developing T2DM (130). We will evaluate for the potentially confounding effect of
BMI in this association. Similar to race and ethnicity in the USA, (caste) religion also can
have an effect on this association as considerable differences exist by religion in the
dietary, physical activity, and other lifestyle habits. Therefore we will adjust these

potential confounders.



In our second objective, we will use Prostate Lung Cancer Ovarian Screening
Trial — a longitudinal US database to determine the association between T2DM and CRC.
We will include all of the important potential confounders — including a variety of socio-
demographic variables, BMI, physical activity, and duration of T2DM. Based on the
literature, it is known that diet and inflammation play an important role in this
association. Most of the studies focusing on diet have included only few dietary items
that do not represent a complete measure of diet. In this study, we will include DII that
calculates the inflammatory score based on total dietary intake. Thereby, we will check
for impact of inflammation through diet (using the DII) on the association between
T2DM and CRC incidence. As seen in most of the studies, one of the important biases
determined in all studies was diagnostic bias; in our project we will include screening as
one of the confounders. Fortunately, the PLCO is a screening trial and thus has

information on screening for 4 cancers (prostrate, lung, colorectal and ovarian cancer).

In our third objective, we will use duration of T2DM as our main exposure and
examine its effect on CRC incidence, whereby the study will be restricted to participants
having diabetes at baseline. We will also explore the association between T2DM
duration and CRC grade and stage. For this question, we will use the PLCO database.
Cancer grade is based on the ICD-0-2 (International Classification of Disease for
Oncology 2™ Edition). In this part of the dissertation we will again determine effect

modification caused by DII.

For all our aims involving cancer incidence and time-to-disease as the outcome,

we will use Cox Proportional Hazards Models.



AIM 1: To determine the association between diabetes (T2DM) and all cancer incidence

in an Indian database (MCS)

Hypothesis: Participants with T2DM have a higher risk of cancer incidence after
controlling potential confounders. Religion and BMI also has an impact on this

association. Additionally, diabetes is also associated with cancer subgroups.

AIM 2: To determine the association between T2DM and colorectal cancer incidence in

PLCO screening trial database

Hypothesis 1: Participants with T2DM have a higher risk of CRC incidence after

adjusting for potential confounders.

Hypothesis 2: DIl influences the association between T2DM and CRC incidence.

Hypothesis 3: Screening modifies the association between diabetes and CRC

AIM 3: To examine the effect of duration of diabetes with colorectal cancer incidence

and grades and stages of cancer.

Hypothesis 1: With an increase in the duration of T2DM there is an increased risk of

CRC incidence.

Hypothesis 2: With increasing duration of diabetes, a higher stage of CRC is observed.

Significance of Research:

Our overall findings will contribute to current knowledge regarding the
association between T2DM and cancer. With our first aim, we are determining this

association in India, where no such studies exist. It is important to study this question in a



country such as India, because the rates of T2DM are increasing at an alarming rate and it
is in an epidemiological transition phase. Findings of the study will demonstrate the
importance of this association and the probable reasons that need to be studied in future
studies that will inform steps that would need to be taken among diabetics to reduce the
likelihood of colorectal cancer (and other inflammation -related conditions). An obvious
strength of this work is that it is a prospective study conducted in Mumbai — a culturally

diverse and densely populated city.

In our 2" aim, we will be studying the association in US database — PLCO - a
cohort study. This study was a screening trial; therefore, for this study; we will use
information on screening. This can help in avoiding diagnostic bias that is one of the
commonest biases many previous studies. Besides that, we will be using DII - a technique
that quantifies the inflammatory potential of diet. As inflammation plays a vital role in
this association, utilizing DIl provides a new angle to the existing knowledge about diet
and its role in the association. As both of these diseases have common risk factors, we

will be controlling for the potential confounders.

As shown by a few of the previous studies, duration of T2DM also has an impact
on CRC. As a part of my 3 aim, we will be looking at the duration of T2DM and its
impact on CRC incidence, disease grade and stage. Results from this study will help in
understanding if longer duration of diabetes has an impact on the development, grading
and staging of CRC. The main exposure used here; i.e., diet-related inflammation, has
rarely been checked for in the previous studies. Again, in this study we will include DII

score in our models. Based on the previous literature, it is known that diet has an



influence on diabetes. This dietary effect also may be due to the inflammatory effect of

diet. Therefore, it is more important to understand this association in greater detail.

Most of the previous studies have not utilized diet for their analysis and the
studies including it have only used restricted groups of foods. In our study, including DII
is innovative and will lead to meaningful improvements in our understanding of

colorectal carcinogenesis.

Study Outline

In Chapter 2, we will provide details on the past studies conducted worldwide
determining the association between diabetes and CRC. We also will briefly mention
previous study results providing background and support on the association and the
factors being controlled. For the Chapter 3, we will provide details on the two databases
being used in our study, the data collection techniques and our selected analytical
methods. In chapter 4, we will include our first manuscript based on our first aim,
followed by Chapter 5 and 6, based on the manuscripts for aim 2 and 3, respectively.
Chapter 7 will include information on the overall discussions and conclusions for the
study. In Chapter 7, 1 also will discuss what I have learned in the process of conducting
this dissertation research, describe the scope for further research in this area, and provide

a description of my personal experience as a PhD student.



CHAPTER 2
BACKGROUND AND SIGNIFICANCE

Cancer Statistics

One of the leading causes of morbidity and mortality worldwide is cancer. The
estimated number of new cases of cancer is 15 million worldwide. Regional disparities
exist across different types of cancer and affect population subgroups differentially.
Colorectal cancer (CRC) is one of the top four cancers seen in both males and females
(4). Among all cancers, it is the 3" most common (1, 18). It is also the fourth leading
cause of cancer mortality (18). It is well-documented that quality of life is impaired in
cancer patients, especially after receiving cancer treatment (133-136). Five-year
mortality for CRC patients is around 40% (22). There are treatment differences based on

disease stage and grade. Clearly, this affects associated costs.

5-10% of CRC cases are due to hereditary causes, but most of the other cases are
due to modifiable causes (24). While CRC incidence rates have been high in developed
countries for some time, an overall increase in CRC incidence rates is observed in low-
and middle-income countries (1, 7). The CRC rates are also increasing rapidly in Asia,
especially in Eastern Asia, for example, in countries like China, Japan, and Singapore a
two- fourfold increase has been observed in the past few years (10). Contrary to this, a
decrease in the CRC incidence rates is seen in especially the previous high-risk places

(New Zealand, US and Canada) due to early screening and detection of pre-cancerous
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polyps(1). To develop an optimum prevention strategy, it is important to understand the

risk factors and underlying pathology of the disease in further detail.

A number of CRC risk factors— modifiable and non-modifiable have been
identified. For example, CRC is more commonly observed among older age groups.
People with a personal history of inflammatory bowel disease, diabetes and a family
history of CRC and or adenomatous polyps are at a higher risk of developing CRC.
However, there are many risk factors that can be changed to reduce the risk of CRC.
These include diet, physical activity, smoking, alcohol use and obesity. These risk factors

are also common for type 2 diabetes.

Risk factors in relation to Colorectal Cancer

Physical Activity and Colorectal Cancer

Many studies have examined this association. It was found that physical inactivity
is related to increased risk of CRC (61, 74, 118, 119, 137, 138). These results are
consistent with what is observed worldwide. Sedentary lifestyle also is associated with
obesity, which is another risk factor for CRC (38, 73, 139, 140). Besides this, physical
activity also protects against inflammation and insulin resistance (101-103, 105, 114,
141), both of which also are linked with T2DM (103). Most of these studies included self
reported questionnaire data on physical activity. These questionnaires include

information on the intensity, duration of physical activity (25, 61, 74, 138).
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Diet and Colorectal cancer

Diet is one of the important factors linked with CRC. Different dietary
components have differential effects. Inconsistent results have been have been seen
between red meat intake and risk of CRC (142-144). However, most of these studies
have observed an increased risk of CRC with increased intake of red meat (145-147).
Studies determining effect of fish consumption on CRC also showed mixed results;
however, most of these studies demonstrated beneficial effects of fish consumption on
CRC risk (44, 145, 146, 148-150). Dietary fiber, whole foods, and fruit and vegetable
intake are associated with reduced risk of CRC (113, 117, 151, 152). Literature suggests
that most of these dietary factors have an impact on CRC risk through inflammation-
related pathways (107). Diets high in total calories and saturated fat and with low levels
of dietary fiber leads to insulin resistance, which is associated with both T2DM and CRC
(82). Several types of diets have shown to have distinct effects on risk of CRC and other
chronic diseases. Western diet is associated with increased inflammation, while
Mediterranean and Macrobiotic diets are associated with decreased inflammation (106,
110, 112, 153). Mediterranean diet consists of higher intake of fruits and vegetables,
olive oil, nuts and seeds (106, 110, 154-158). Macrobiotic diet is based on a high intake
of vegetables and beans and whole grains and low intake of sweeteners, and fruits (159,
160). These patterns include components that are linked with lower inflammation,

thereby associated with reduced risk of inflammatory diseases (161-167).
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Alcohol intake, Smoking and CRC risk

Alcohol intake may have either a positive or negative effect on CRC risk
depending on the amount (dose) of intake (23, 27, 38, 138, 168, 169). Higher intake is
associated with increased risk (38, 138, 168, 169). Most of the studies observed that

smokers have a higher risk of CRC (26, 170-172).

Diabetes and CRC risk

As mentioned earlier, CRC also is considered to be one of the important risk
factors for CRC. Studies have shown an increased risk of CRC among diabetics (3, 28-

35, 37, 39-44, 61).

Meta-Analysis and Review Studies

A meta-analysis by De Bruijin, included 20 studies examining the association
between T2DM and breast and colorectal cancer risk and mortality, of which 6
prospective studies had CRC incidence as their main outcome. Results from these studies
suggest that people with diabetes are at increased risk of CRC compared to non-diabetics
(31). Shikata et al. in their review study also summarized similar results regarding the
association (66). People with T2DM are at increased risk of developing and dying from
CRC. These results are consistent across studies conducted in different geographical
regions. However not all studies produce consistent information on all the potential risk
factors including, diet and physical activity. Another meta-analysis conducted by Deng,
based on studies conducted from 1966 to 2011 included 24 case-control and cohort
studies (32). This review demonstrated 26% higher risk of CRC among diabetics as
compared to non-diabetics. On stratifying by study design, an 8% increased risk of CRC
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was observed in case-control studies compared to cohort studies.. The three important
confounders having a positive association in the risk between diabetes and CRC risk are
BMI, physical activity and tobacco use. The review also demonstrated the importance of
insulin therapy on CRC incidence. The results of another meta-analysis consisting of 25
studies suggested a strong positive association (37). No significant difference in this
association was observed between males and females. Higher incidence rates were
observed among case-control studies than in cohort studies. Besides these reviews and
meta-analysis, there have been various case-control and cohort studies conducted

worldwide.

European Studies / Australian:

The European studies also suggest an increased risk of CRC among diabetics as
compared to non-diabetics (29, 37, 76). Some of the studies evaluated the association
separately for colon and rectal cancer. Most of these studies showed an increased risk of
colon cancer associated with diabetes; however, mixed results were observed with rectal
cancer (29, 37, 62, 76). One study, conducted in Scotland, found an increased association
with colon cancer but detected no association with rectal cancer (62). Some of the studies
showed an increase risk in both colon and rectal cancer. Physical activity, one of the
important risk factors, was evaluated by most of these studies and some of these results
were consistent with the previous literature showing a higher risk associated with low
physical activity (37, 61). The study by La Vecchia et al. suggested no association with
leisure-time physical activity (29). Total energy intake, dietary fiber and fat intake were
some of the important dietary factors considered in the Italian study, and the results did

not show any effect modification by diet in this association (29). However, not all studies
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included information on some of the important confounders. Dietary data were lacking in
most of these studies except for the study by La Vecchia (29). The retrospective cohort
study conducted by Yang et al. focused only on insulin therapy (30). Only one study has
been conducted in Australia that showed an increased risk of colon cancer, higher among

males compared to females (60).

American Studies:

Many studies evaluating this association have been conducted in the US (3, 34,
44, 84, 124). Although the rates are decreasing, the US still ranks high in sex-specific,
lung, pancreatic and colorectal cancer rates. Western populations are at a higher risk for
different cancers especially due to unhealthy lifestyle behaviors. Red meat intake, alcohol
consumption, low physical activity, and higher smoking rates are some of the factors
strongly linked with CRC , majorly contributing towards the increase in risk (37, 38, 44,
61, 74, 113, 118, 119, 137, 138, 145-147, 170-173). However, recent trends suggest
decrease in the incidence and mortality of CRC (18, 174). This is attributed to the
improved and timely implementation of screening techniques leading to early detection

of risk factors and thereby early treatment (59, 125, 175-177).

Based on our literature search, all US studies have suggested an increased risk of
CRC in association with T2DM. Studies focusing only on women found results similar to
those seen in general population; i.e., an increased risk of CRC among diabetics as
compared to non-diabetics (33, 34, 39). However, some of the studies comparing the
association between the two sexes, showed a higher risk among males as compared to

females (39, 41, 42, 57). However, a study by Diaz Algorri et al. no association was
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detected among men. Subsite specific risk also showed no association in men; however,
among women it demonstrated a higher risk of proximal colon cancer compared to
controls (124). Physical activity was controlled in most of the studies (3, 28, 33, 34, 37,
38, 42, 44). As obesity is one of the important confounders, most of the studies adjusted
for BMI. Many studies adjusted for diet. However, fruits and vegetables were the only
items adjusted consistently in most of these studies (28, 33, 37, 38, 44, 84, 124). Some of
these studies also adjusted for red meat consumption, which is linked with higher risk of

CRC (28, 33, 34, 44, 124).

Some studies also considered duration of diabetes and examined its association
with CRC risk. There was no specific trend observed in the association. Few of the
studies suggested a stronger association among subjects with increased duration of
diabetes, while one study showed participants in the intermediate duration of diabetes had
a stronger association compared to the longest duration and minimum duration diabetics

(28, 29, 34).

Asian Studies:

There are very few Asian studies assessing the association between T2DM and
CRC. Most of these studies have been conducted in Japan and China and between the
years 1988-2003. However, all of these studies showed an increased risk of colon cancer
among diabetics as compared to non-diabetics. Both studies conducted in Japan were
cohort designs. The study by M.Inoue consisted information on medical history of major
diseases, smoking and alcohol habits, BMI, physical activity and food intake frequency

while the study by Khan et al. included information on history of diabetes, BMI, smoking
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and drinking habits and other demographic variables only (57, 65). An ecological study
based on data from 170 countries and a population-based risk analysis was conducted in
China by X.Ren (41). In this study, a higher risk of colon cancer was observed among
diabetics. However, no association was found with rectal cancer. An increased risk of
colon cancer was observed among both males and females in the prospective study
conducted by Seow et al.(42). This association remained consistent among individuals
with high calorie intake and low physical activity. Using stratified analysis, they also
found an association between diabetes and CRC among people with lower BMI levels
compared to Western population. In another study conducted in Japanese population by
Kiyonori et al, strong increased risk of cancer of pancreas among men and stomach,
colorectum and corpus uteri among females was observed among diabetics (58). Family
history of diabetes also was associated with an increased cancer risk. High rates were
observed for colorectal cancer among both men and women. However, due to the case-

control study design, it was difficult to determine the causality in the association.

Purpose of the study

As mentioned previously, both T2DM and CRC have common risk factors. In
evaluating the association between T2DM and CRC, it is important to understand the role
of, and account for these risk factors that may function as potential confounders. Besides
obesity, the majority of previous studies have been unable to account for some of the
important confounders. Diet (dietary factors) and physical activity were controlled for in
very few studies. Through our study, we want to overcome this limitation and include all

the available potential confounders and/or effect modifiers important in this association.
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Addressing the existing gaps

Diet: Studies examining dietary factors included individual food items and/or dietary
ingredients. The major dietary factors included in these studies were fruits and vegetable
and total calorie intake (3, 28, 33, 34, 37, 38, 42, 44, 84, 124). Red meat and dietary fat
intake also was studied by the authors and it was found to be associated with increased
risk of CRC in some of these studies (28, 33, 34, 37, 124). However, not all studies
included important dietary covariates. Most of these dietary factors are associated with

cancer due to its inflammatory effect on body.

It is important to understand that overall diet can have differential impact on
health as compared to individual dietary ingredients. We know that diet, through
inflammatory pathways, is associated with cancer (115, 116, 120, 165). Inflammation
also is known to be associated with T2DM (87, 88). Besides this, unhealthy dietary habits
i.e. diets high in fat, sugar intake and overall consisting of higher pro-inflammatory
components also are related to obesity which is one of the risk factors for both T2DM and

cancer. Diet plays a major role in the development and progression of T2DM, too.

Therefore, in our study we will be utilizing the dietary inflammatory index (DII) -
a unique tool developed to calculate the overall inflammatory potential of diet. DIl scores
are based on up to 45 food parameters. The index has been validated using different
methods of dietary data collection (24-hour recalls and 7DDR) (115). Various studies
using DIl have found that higher pro-inflammatory scores are associated with higher risk
of colorectal cancer (115, 116, 120) The current ongoing research also has shown that it

is associated with T2DM (108)
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Diagnostic Bias: Diagnostic bias was one of the concerns raised in most of the above-

mentioned studies (30, 34, 60). People with diabetes might have a higher probability of
visiting doctor’s clinic, thereby getting screened for other diseases too. A lot of these
studies were unable to resolve this bias. For this part of our project, we are using data
from the Prostate Lung Colorectal Ovarian Cancer Screening Trial (PLCO), a screening
trial. The PLCO study was conducted to determine if screening tests reduces mortality
from prostate, lung, colorectal, and ovarian cancer. At the beginning of the study the
participants were randomized on screening tests for each cancer. We can utilize this

information on screening and try to address the problem of diagnostic bias.

Indian Study: Based on the past research conducted in this area, it was observed that no
studies have been conducted in India. India is a culturally diverse country with lot of
variations in their overall dietary and lifestyle behavior (14, 178). More than 60% of
diabetics worldwide are in Asia, of which around 50% are in India and China combined.
Recent trends have shown an increasing prevalence of diabetes in India (6, 46, 49). With
the ongoing nutrition and lifestyle transition, there is higher probability of developing
chronic diseases, as observed in Western countries. Besides complications, T2DM also is
associated with increased risk of colorectal cancer. With the recent trend, there is

probability of increase in rates of colorectal cancer.
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CHAPTER 3
METHODS

Introduction

For all analyses, we will be using either the Mumbai Cohort Study (MCS) and
Prostate Lung Colorectal or the Ovarian Cancer Screening Trial (PLCO) databases. AIM
1: To determine the association between diabetes (T2DM) and all cancer incidence in an
Indian database (MCS). We will also determine the association between diabetes and
cancer subtypes. AIM 2: To determine the association between T2DM and colorectal
cancer incidence in PLCO screening trial database. AIM 3 To examine the effect of
duration of diabetes with colorectal cancer incidence and grades and stages of cancer.

The details are mentioned below.

Databases Used:

Mumbai Cohort Study (MCS)

MCS was conducted in Mumbai (formerly known as Bombay) in Maharashtra.
Mumbai is a densely populated city that is divided into three parts: the main city,
suburbs, and extended suburbs. The recruitment of participants was conducted from
1991-1997 and follow-up was done from 1997-2003. The study was restricted to the
main city and recruited individuals over 35 years of age. The voters list was used as the

sampling frame and it provided information on age, sex, and address of individuals’ > 18
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years. The apartments serving the upper-middle class and upper-class housing complexes
were gated communities and were not easily accessible to the interviewers, therefore they
were excluded from the study (179). Only people located in the study area were eligible
to be recruited into the study. The interviewers conducted face-face interviews in the
participant’s home using structured questionnaires. Handheld computers (electronic
diaries) were utilized for this purpose. All the interviews were conducted in local
languages (e.g., Marathi, Hindi) but the information was recorded in English. All the
procedures regarding participant recruitment and ethical treatment of human subjects

were approved by the Indian Council of Medical Research (ICMR) (179-181).

Follow-up: A house-to-house follow-up was conducted on average of 5.5 years
after the initial survey. A list of names and addresses of the participants was provided to
the field investigators for re-interviewing the participant. If the participant was dead,
information regarding the date and place of death was recorded with utmost care and
accuracy. Participants who permanently migrated to another place were considered as
withdrawn from the study and the date of migration was noted. Participants not available
at the particular time and/or not available for re-interview after multiple visits, were

censored at the date of revisit. Re-interviews were conducted during 1997-2003 (181).

Prostate Lung Colorectal Ovarian Cancer Screening Trial (PLCO)

The PLCO is a multicenter cancer screening trial (182). It was a randomized trial
conducted with the main aim to determine if screening examinations can reduce the
mortality of prostate, lung, colorectal, and ovarian cancer. Participants were enrolled and

randomized in the years 1993-2001 from 10 different centers to different screening
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procedures (for colorectal cancer — flexible sigmoidoscopy). . Participants were aged 55
years to 74 years. The exclusion criteria included history of prostate, lung, colorectal or
ovarian cancer, ongoing cancer treatment for any cancer except basal-cell or squamous—
cell cancer. People who had surgical removal of their entire prostate, entire colon or one
lung were ineligible. People participating in other cancer screening or prevention trials
also were excluded. Eligible participants were required to provide signed informed
consent. All participants completed a baseline questionnaire, including information of the
demographics, medical history, personal/family and past and history. Other information
included screening data, dietary data, health status, collection of blood samples. An
additional supplemental questionnaire was administered in 2006. This questionnaire
consisted of similar information as collected in the baseline questionnaire with few

additions (183).

Aim 1: To determine the association between diabetes (T2DM) and all cancer

incidence in an Indian database (MCYS)

Question 1: To determine the association between diabetes and cancer incidence

adjusting for potential confounders like BMI and religion

Question 2: To determine the association between diabetes and cancer subtypes

Study Population: The manuscript will be based on the information collected from the

MCS. As mentioned earlier, this study was conducted in Mumbai.

Main Independent variable: Our main independent variable was T2DM. The
information on diabetes mellitus was collected at baseline using the baseline survey. The
question determining this information was an open-ended question ‘Do/ did you suffer
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from any major disease in the past years (Y/N)  If Y’ then, disease name. Although it
is a self-reported questionnaire, the information was collected and entered by the

interviewer.

Dependent variable:

Cancer incidence is defined as the occurrence of any new cases of cancer in the
defined population during that specified time period. Cancers registered and first
diagnosed between 1% January and 31% December of that particular year were considered
incident cases for that year. Cancer cases also were selected if information was available

only through death certificate.

The Population Based Cancer Registry (PBCR) of Mumbai established in June
1963 was the first such registry in India. Information was collected from cancer patients
who were registered in 150 government hospitals/ institutions and private hospitals or
nursing homes in Mumbai under the care of specialists. Cases were excluded if they
came under code ‘0’ = benign or ‘1’= uncertain if benign or malignant borderline
malignancy or ‘2’=carcinoma in situ. Besides this, patients in whom cancer was ruled out
or was not diagnosed were also removed. The World Health Organization coding system
with the code number C00-97 as published in manual of the International Classification
of Diseases, Injuries, and Cause of Death was used (184) .According to a paper published
by International Agency for Research Cancer, the data collected by PBCR Mumbai meets

the standards for completeness and reliability (185).

The data from the Mumbai Cohort Study and PBCR were combined using the

variables- Name, Sex, Age, Postal pincode, Religion, and Mother tongue. Information on
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all the newly developed cancer cases >35 years developed from 1991-2003 was

abstracted from PBCR.

Covariates:

We will check for all available covariates including age, sex, education,
employment, marital status, body mass index, smoking status in the association. We will

check for any interaction for BMI or religion.

Inclusion/ Exclusion Criteria:

Participants with missing information on diabetes and positive history of cancer at

baseline will be excluded from the study.

Statistical Analysis:

Based on the aforementioned criteria, our analytic sample consists of 95,220 MCS
participants. Descriptive statistics were calculated using chi-sq test for the categorical
variables and t-test for the continuous variables. For our main analysis, we used Cox
proportional hazards model examining cancer incidence among diabetics and non-
diabetics. Follow-up/Person years were calculated using the date of recruitment through
31% December 2003 until the date of re-interview, death, migration or cancer incidence.
We checked for proportional hazards assumptions using both; graphical, and Schoenfeld
residual method (186, 187). Based on this we conducted sequential modeling with first
model representing the crude model; second model stratified by BMI (strata variable), the
third model including BMI in the final model to check if BMI also has an impact on

cancer incidence.

24



We adjusted for age, gender, native speech (including North Indian and South
Indian languages), education (secondary/ college, primary/middle, uneducated),
employment (employed, retired, unemployed, unknown), tobacco use (current user, past-
user, never-user), BMI (overweight/obese, normal, underweight) and religion (Hindu,

Muslim, others).

We grouped the diagnosed cancers into sub-categories ‘lip, oral-cavity and
pharynx’ (C00-C14), ‘digestive organs cancers’ (C15-C26), ‘respiratory tract cancer’
(C30-C39), ‘breast, cervical, uterine, prostrate cancer’ (C50,C51-C55, C61), and others
based on the ICD10 coding. For the initial analysis, we conducted a chi-sq test for each of
these cancer subtypes (cancer subtype/ no cancer) by diabetes (yes/no) using the overall
dataset. Following this, we conducted matching based on age, gender and person-time for
each for these four cancer groups. The ratio used for matching was 1:4 for the ‘lip, oral-
cavity and pharynx’ (N=1230), ‘digestive organ cancer’ (N=1692) and ‘respiratory tract
cancer’ (N=875) and 1:3 for ‘breast, cervical, uterine, prostrate cancer’ (N=1106). We
conducted conditional logistic regression to determine the association between diabetes

mellitus and cancer subtypes.

Aim 2: To determine the association between T2DM and colorectal cancer incidence

in PLCO screening trial database

Question 1: To evaluate the association between diabetes and CRC incidence adjusting

for potential confounders

Question 2: Check if BMI, screening modify the relationship between diabetes and

cancer incidence
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Study Population:

We will use the Prostate Lung Colorectal Ovarian Cancer Screening Trial data for

this project.

Main Independent Variable:

In this study, information on diabetes and 16 others diseases was collected using
the baseline questionnaire and also via supplemental questionnaire that was one of the
follow-up questionnaires. For this project we will use the baseline data. The question
used to collect this information — ‘Has a doctor ever told you that you have any of the

following conditions’. It is a binary variable (yes/no).

Main Dependent Variable:

Colorectal cancer incidence is our main outcome. These data were collected using
mailed annual study update (ASU) questionnaire that was mailed yearly around each
anniversary of the participant’s randomization date. The ASU questionnaire consisted
information on type and date of diagnosed cancer in the past year. Non-respondents were
contacted again by the study staff via mail and telephone. Information on cancer

incidence was verified using medical records.

Covariates:

The baseline questionnaire consisted of information on socio-demographic,
anthropometric, and personal medical history. Dietary data were collected twice
throughout the course of the study. At baseline the data was collected only in the

intervention arm and it was administered again from 1998-2001 in both the intervention
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and control arms. We used the dietary inflammatory index (DII™

), a tool used for
calculating the inflammatory level of food. DIl was determined using the diet history
questionnaire (DHQ) administered to both the screening arms Around 118,804
participants have information on diet. The DIl is based on 45 food parameters (188). In

our study it was calculated based on the 37 parameters available in the DHQ.

Inclusion/ Exclusion Criteria:

Participants with missing data on diabetes status at baseline will be excluded.

Statistical Analysis:

Figurel provides the information used for creating the final analytic dataset.
Baseline characteristics were estimated by diabetes status. Person-time (in days) were
calculated from the baseline date to the date of cancer incidence or the latest completion
date of ASU, death, or 13 year of cut off, whichever occurred first. We adjusted for sex,
age (<60 years, 60-70 years, >70 years), BMI (<25, 25-29.9, and 30 kg/m? and
unknown), education (>college, post high school/some college, <high school), family
history of cancer (yes, no, missing), aspirin intake (>2/day,1/day, 1-4/week, <4/month
and none), cigarette smoking (current, former, non smoker), DIl in tertiles (<-2.74, <-
0.39, >=-0.39). For all our analytical models using Cox proportional hazards model, we
checked for the proportional hazards (PH) assumption. Once satisfied, we fit these
models estimate hazards ratios and 95% confidence intervals controlling for important

covariates.

For our initial analysis, we did not include the diet information as a covariate. For
the overall sample size (N= 145,642) BMI was included as a strata variable as it did not
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satisfy the PH assumption. For our further analysis, participants with a person-time of 0
were deleted from the study. Also, only participants with a confirmed cancer status

(yes/no) were included in the study.

Separate analyses were conducted by stratifying the models by the intervention
arm and BMI to check if screening and BMI modified the association between diabetes
and CRC. BMI was re-categorized into (normal/underweight, overweight and obese) for
stratified analysis. While checking for BMI, we conducted the analysis, initially with the
overall data (N=145,642) and again in the dataset with dietary data (N=114,017), as
shown in Figurel. Physical activity was collected using the baseline dietary and the
supplemental questionnaire (SQX). However the baseline information was collected only
in the intervention arm. We also performed sensitivity analysis, removing people with
missing physical activity data (as per the SQX administered in 2006). Sensitivity analysis
was also conducted restricting to participants with person-time of more thanl year and 2

years with sample sizes of (N=113,689) and (N=113480) respectively.

Aim 3: To examine the effect of duration of diabetes with colorectal cancer

incidence and grades and stages of cancer

Question 1: To assess the association between duration of diabetes associated with

colorectal cancer incidence adjusting for the potential confounders

Question 2: To check if duration of diabetes is related to cancer aggressiveness (cancer

stage and grade)

Study Population: We will use the Prostate Lung Colorectal Ovarian Cancer Screening

Trial data for this project.
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Main Independent Variable: Duration of diabetes

The baseline (BQX) and supplemental (SQX) guestionnaires were used to
determine this variable. The BQX and SQX were administered at baseline and years
2006-2008 respectively. BQX included the question “Did the participant ever have
diabetes?” and the SQX used the question “Were you ever diagnosed with diabetes?”
The SQX also included information on the age at diagnosis of diabetes with 4 categories

(<50 years, 50-59years, 60-69years and >70years).

Participants with missing information on diabetes in both BQX and SQX were
deleted. The overall sample with a valid SQX consists of 103,758 participants. For the
estimation of duration of diabetes variable, we included participants who mentioned yes
for diabetes in the SQX. Among the participants who mentioned yes for diabetes in the
SQX (N=13,675), 12,927 participants answered the question regarding the age at
diagnosis. For the final calculation, we subtracted the mean of the range for the 50-59
years (i.e., 54.5 years) and 60-69 years (i.e., 64.5 years) from the age of the participant
when the SQX was answered. For the last category (>70 years), we will use the mean of
70 years and the highest age of the participant during the SQX i.e. (87 years) (i.e. 78.5)
and subtract it from the age of participant. Using this method, we get negative values for
some of the participants for the calculated variable. As duration of diabetes cannot be less
than 0, we convert these numbers to 1 (minimum possible value). Figurel gives the
distribution of the participants used for determining the diabetes status. Based on this
information the variable diabetes duration was categorized into ‘no diabetes’,

‘<=10years’, and “>10years’.
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Main Dependent Variable: Colorectal Cancer (CRC) incidence, stage, and grade

CRC incidence data were collected using Annual Study Update Questionnaire
(ASU) administered annually. The incidence, stage and grade of CRC were confirmed
using medical records. For the final analysis, participants with confirmed status of CRC
(yes/no) were included. CRC grades | and 11 were combined and considered low grade
while grade 111 and IV were grouped together as high grade. For determining CRC stage,
we used information combining the clinical and pathologic stage of CRC and similar to
grade, stage | and 11 were combined and stage Il and IV were combined. Accordingly,
the sample size was 1032 and 1073 for CRC grade and CRC stage as outcomes

respectively.

Statistical Analysis:

Descriptive statistics (chi-sq for categorical and t-test for continuous variables)
were calculated for participants by their diabetes duration. For CRC incidence, the
following exclusion criteria were used. Participants with missing data on the variable
‘age at diagnosis’ in the SQX, missing information on education, an invalid SQX were
deleted. Person-years were calculated from the day of entry in the trial to CRC diagnosis,
or last day of remaining free from cancer and/or death of the participant. Cox
proportional hazard model was used to estimate hazards ratio and 95% Confidence

interval (CI) of CRC incidence by diabetes duration.

We adjusted for age (when SQX was answered), race (non-Hispanic white, non-
Hispanic black and others), screening arm (intervention, control group), BMI (<25, 25—

29.9, and 30 kg/m?and unknown), gender, employment status (employed, unemployed,
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retired and others), education (graduate and more, high school/some college, and less
than high school), aspirin intake in past 12 months (<1/week, >2/week, none, unknown),
smoking status (current smoker, past smoker, non-smoker and unknown), family history
of colorectal cancer (yes, no, missing) and DIl (dietary inflammatory index) score,
physical activity (active —yes, no, missing).DII is a tool measuring the inflammatory level
of food. It is calculated using up to 45 food parameters, and based on availability of these
parameters. In our study it was based on 37 parameters, which is at the upper end of
what is available from structured questionnaires such as food frequency questionnaires
(FFQ). The details regarding DIl have been provided elsewhere (188). We checked the
proportional hazards (PH)-assumptions for diabetes duration and other covariates. As
BMI did not satisfy the PH-assumption, we conducted stratified analysis. Figure 2

provides the final sample used for analysis (N= 83,904).

For CRC stage and grade as the outcomes, the data were restricted to participants
with information on stage and grade, respectively. Further, the people with missing data
on aspirin intake and cigarette smoking were deleted. Logistic regression was used to
estimate odds ratio (OR) and 95% confidence interval (Cl) for CRC stage and grade by

duration of diabetes.

Sensitivity analysis was conducted, deleting participants with diagnosis of CRC

before the detection of diabetes based on the age at diagnosis of diabetes.
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Overall Strengths and Limitations:

Strengths: Through our first aim we will be determining the association in India using a
longitudinal database, where the question has not yet been studied. The study design will

also help in determining the temporal sequence of the association.

In our Aim 2 and Aim 3, we are using a US national database (PLCO trial). In the
PLCO data, we have information on screening for colorectal cancer. Most of the previous
studies have diagnostic bias as one of the main limitations. Through this study, we will
try to address this problem. We will also be looking at the impact of duration of diabetes
with cancer incidence and aggressiveness. We will include DIl — a new concept
especially in this association. In the existing literature it was observed that only few
dietary ingredients were included in the models, while in our study, the dietary

component included, is based on the total dietary intake.

Limitations: In both the study databases, diabetes is self-reported. In the MCS,
although the data for self-reported, it was entered by the interviewer and in the PLCO
database, one of the follow-up questionnaires includes data on diabetes and its duration.
We will validate the data using these two questionnaires. For our MCS study, we do not

have information on a lot of covariates like diet and physical activity

32



CHAPTER 4

ASSOCIATION BETWEEN DIABETES MELLITUS AND CANCER AND

CANCER SUBTYPES IN INDIAN POPULATION

Abstract

Background: There is growing evidence of association between diabetes and cancer. No
studies have been conducted in India evaluating this association. With the current
epidemiologic, nutritional and economic transition in India, it becomes extremely

important to examine this association in an Indian population.

Method: We used Mumbai Cohort Study- a longitudinal study for this purpose. Diabetes
information was collected at baseline and cancer information was received via follow-up
questionnaire and confirmed using cancer registry. We also evaluated the association
between diabetes and cancer subtypes after creating matched datasets for each cancer
subtype. We used Cox Proportional model for cancer incidence and conditional logistic

regression for cancer subtypes.

Results: We did not observe any significant associations between diabetes and all cancer
incidence and cancer subgroups. However the association was in the expected direction.
The hazard of all cancer incidence was 1.06 (95%CI=0.75, 1.62) among persons with
diabetes as compared to people without diabetes.. Among cancer subtypes, there was an

increased risk of ‘lip/oral/pharyngeal cancer’ (OR=1.83; 95%CI=0.86, 3.86) and
Shraddha Vyas, Angela Liese, Jiajia Zhang, Nitin Shivappa, Prakash Gupta, James R Hebert. To

be submitted to International Journal of Epidemiology
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‘respiratory tract cancer’ among people with diabetes (OR=1.28; 95%CI=0.53,3.13)
respectively. Inverse direction was observed for ‘digestive organ cancer and
‘breast/prostate/uterine/cervical cancer’ among people with diabetes compared to people
without diabetes (OR=0.59; 95%CI1=0.27, 1.32) and (OR=0.66; 95%CI=0.24, 1.84)

respectively, but none of these associations reached statistical significance.

Conclusion: Our findings appear to show a higher hazards of all cancer incidence,
lip/oral/pharyngeal and respiratory tract cancer among people with diabetes compared to
people without diabetes. They direction of the association is consistent with previous
study results. However the association is not significant. Future studies needed to explore

this association in detail.
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Introduction

Apart from the diabetic complications like diabetic foot, diabetic ketoacidosis,
diabetes has also been linked with other chronic diseases like hypertension, other
cardiovascular diseases (189-192). Several studies have shown an association between
diabetes mellitus and cancer. Literature suggests an increased risk of colorectal cancer
(28-40, 42, 61, 76, 124), breast cancer (31, 193-195), liver cancer (196, 197), and
pancreatic cancer (198-200) among people with diabetes. On the other hand people with
diabetes are associated with a lower risk of prostate cancer (59, 201, 202). Besides sites-
specific mechanisms for certain cancers like pancreatic and liver cancer,
hyperinsulinemia, chronic inflammation and hyperglycemia are the suggested pathways

in this association (28, 31-33, 43, 58, 95, 193, 194, 196, 198).

To date, most of these studies determining the association between diabetes
mellitus and cancer are in the Western nations (29, 30, 33, 37, 39, 40, 57, 61-64, 66, 193,
194, 202-207). None of these studies are conducted in India, which is currently
experiencing dramatic demographic, economic, epidemiologic and nutrition transitions
(5, 8,9, 13-15, 122, 123) and diabetes is developing the status of an epidemic. India is
also a diverse country in terms of religion and culture and people in different religions
have a different dietary and lifestyle habit that have also linked with these diseases.
Globally the Indian population is more prone to metabolic syndrome (128-130). Indians
are also at a higher risk of diabetes mellitus, CVD, dyslipidemia, even at a lower or
normal BMI (208-210). Similar results are seen among Asian Indians worldwide.
Although, compared to Western countries, the cancer rates are lower in India; they are

still on increasing trend (211-214). Additionally, with the current ominous changes in
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above-mentioned lifestyle factors, it is likely that cancer rates will increase. Thus, it
becomes important to study this association in India. In our study, we will assess the
association between diabetes mellitus and cancer incidence and cancer sub-types in an

Indian population.

Methods

Study Design

Baseline: The Mumbai Cohort Study (MCS) was conducted in Mumbai
(previously known as Bombay) in Maharashtra. The participants were recruited from
1991-1997 and the follow-up was conducted from 1997-2003. The study was restricted
to the main city and recruited individuals over 35 years of age. The voters’ list was used
as the sampling frame and it provided information on age, sex, and address of individuals
who are > 18 years. The apartments serving the upper-middle class and upper-class
housing complexes were essentially gated communities and were not easily accessible to
the interviewers, therefore they were excluded from the study (179). Footpath dwellers,
who did not have a permanent residence also were excluded because they are not
generally included in the electoral rolls; hence they would be very difficult to follow-up
(180, 184, 215-218). Of all of the major cancer cohorts in the world, the MCS is the
more diverse in terms of income and socioeconomic status more generally. Only people
located in the study area were eligible to be recruited into the study. Face-to-face
interviews were conducted using structured questionnaires in handheld computers
(electronic diaries) by interviewers in the participant’s home. All of the interviews were

conducted in local languages (e.g., Marathi, Hindi) but the information was recorded in
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English. All the procedures regarding participant recruitment and ethical treatment of
human subjects were approved by the Indian Council of Medical Research (ICMR) (179-

181).

Follow-up: A list of names and addresses of the participants were provided to the
field investigators for re-interviewing the participants. A house-to-house follow-up
interview was conducted on an average of 5.5 years after the initial survey. If the
participant had died, information regarding the date and place of death was accurately
recorded. For the participants who permanently migrated to another place their date of

migration was noted. (181).
Main Independent variable:

Our main independent variable was T2DM. The information on diabetes mellitus
was collected at baseline using the baseline survey. The question determining this
information was an open-ended question ‘Do/ did you suffer from any major disease in
the past years (Y/N) _ If ‘Y’ then, disease name.” Although it is a self-reported

questionnaire, the information was collected and entered by the interviewer.
Dependent variable:

Cancer incidence was defined as the occurrence of any new cases of cancer in the
defined population during that specified time period. Cancers registered and first
diagnosed between the 1% January and the 31* December of that particular year were
considered incident cases for that year. Cancer cases also were selected if information
was available only through death certificate. The cancer information (status and date of
diagnosis) was confirmed using the population-based cancer registry (PBCR). The PBCR
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in Mumbai was the first registry to be established in India, in June 1963. Information was
collected from cancer patients who were registered in 150 government hospitals/
institutions and private hospitals or nursing homes in Mumbai under the care of
specialists. Cases were excluded if they came under code ‘0’ = benign or ‘1’= uncertain
if benign or malignant borderline malignancy or ‘2’=carcinoma in situ. The World
Health Organization coding system with the code number C00-97 as published in manual
of the International Classification of Diseases, Injuries, and Cause of Death was used
(184). According to a paper published by the International Agency for Research on
Cancer, the data collected by PBCR Mumbai met the standards for completeness and
reliability (185). The data from the Mumbai Cohort Study and PBCR were combined
using these variables: Name, Sex, Age, Postal pin code, Religion, and Mother tongue.
Information on all the newly diagnosed cancer cases >35 years developed from 1991-

2003 was abstracted from PBCR.

Inclusion/ Exclusion Criteria: The overall sample size at baseline is 148,173.

Participants with missing information on diabetes mellitus and a person-time of <0 were
excluded from the study. Participants with a past history of cancer also were deleted. For
further analysis, participants with missing information on employment status, mother-
tongue and with a follow-up status of ‘unknown’ and ‘other’ were removed from our
analysis. Based on the aforementioned criteria, our analytic sample consists of 95,220

MCS participants.
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Statistical Analysis:

Descriptive statistics were calculated using chi-sq test for the categorical variables
and t-test for the continuous variables. For our main analysis, we used Cox proportional
hazards model examining cancer incidence among people with diabetes and people
without diabetes. Follow-up/Person years were calculated using the date of recruitment
through 31% December 2003 until the date of re-interview, death, migration or cancer
incidence. We checked for proportional hazards assumptions using both; graphical, and
Schoenfeld residual method (186, 187). Based on this we conducted sequential modeling
with first model representing the crude model; second model stratified by BMI (strata
variable), the third model including BMI in the final model to check if BMI also has an

impact on cancer incidence.

We adjusted for age, gender, native speech (including North Indian and South
Indian languages), education (secondary/ college, primary/middle, uneducated),
employment (employed, retired, unemployed, unknown), tobacco use (current user, past-
user, never-user), BMI (overweight/obese, normal, underweight) and religion (Hindu,
Muslim, others). Additionally, we also considered native speech and religion. These
factors could also act as potential confounders considering the fact that diet and other

factors change significantly among these religions and language.

We grouped the diagnosed cancers into sub-categories ‘lip, oral-cavity and
pharynx’ (C00-C14), ‘digestive organs cancers’ (C15-C26), ‘respiratory tract cancer’
(C30-C39), ‘breast, cervical, uterine, prostate cancer’ (C50,C51-C55, C61), and others

based on the ICD10 coding. For the initial analysis, we conducted a chi-sq test for each of
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these cancer subtypes (cancer subtype/ no cancer) by diabetes (yes/no) using the overall
dataset. Following this, we conducted matching based on age, gender and person-time for
each for these four cancer groups. The ratio used for matching was 1:4 for the ‘lip, oral-
cavity and pharynx’ (N=1230), ‘digestive organ cancer’ (N=1692) and ‘respiratory tract
cancer’ (N=875) and 1:3 for ‘breast, cervical, uterine, prostate cancer’ (N=1106). We
conducted conditional logistic regression to determine the association between diabetes

mellitus and cancer subtypes.

Results:

Descriptive characteristics of the participants, in relation to their diabetes mellitus
status are summarized in Table 4.1. People with diabetes were comparatively older with a
mean age of 59.2 years. Across the two groups, males (79.8% vs 66.2%), and participants
of Muslim and other religion (17.3% vs. 13.9% & 8.2% vs 6.2% respectively) were more
common among people with diabetes compared to those without diabetes. Participants
speaking languages of Dravidian origin (South Indian languages including Tamil,
Kannada, Telugu and Malayalam) were more common among people with diabetes than
people without diabetes (16.2% vs. 9.7%). Around 60% of participants in both the groups
had at least primary/ middle level of education. People with diabetes had a higher percent
of participants with secondary school or college education (23.9% vs. 12.5%), and were

more obese/overweight (37.5% vs. 23.4%).

Similar to the crude model, in our final adjusted model the hazards of cancer
incidence appeared to be higher among people with diabetes compared to those without

diabetes although it did not reach the statistical significance (crude model- HR=1.11,
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95%CI1=0.78, 1.58, adjusted model-HR=1.06; 95%CI=0.75, 1.52) (Table 4.2). Among the

other covariates, gender, religion, tobacco use had a significant effect.

Table 5.3 represents the difference in the proportion of cancer subgroups as
compared to people without cancer by their diabetes status. The ‘lip/oral cavity/pharynx’
cancer group was significantly different between people with diabetes as compared
people without diabetes (p-value=0.0192). None of the other cancer subgroups showed
any significant difference. Table 5.4 provides the conditional odds ratio for the different
cancer subgroups. Both, the crude and adjusted model did not produce significant results.
We adjusted for age, religion, native speech, education, BMI and overall tobacco intake.
In the adjusted model, people with diabetes appeared to show a higher odds of
lips/oral/pharynx cancer (OR=1.83; 95%CI=0.86, 3.86) and respiratory tract cancer
(OR=1.28; 95%CI1=0.53, 3.13) as compared to those without diabetes. Opposite results
were observed for digestive and hormone related cancers i.e. the odds of cancer were
lower among people with diabetes compared people without diabetes (OR=0.63;

95%C1=0.28, 1.44) (OR=0.66, 95%CI1=0.24, 1.84) respectively.

Discussion

In our study we examined the association between diabetes and the risk of
developing cancer using a longitudinal study conducted in India. The results were not
significant, however the estimates were in the expected direction i.e. the risk of all cancer

incidence was higher among people with diabetes.

Existing literature assessing the relation between diabetes and all cancer incidence

have inconsistent results. Zhang et al. in their retrospective cohort study in China,
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suggested an increased incidence ratio of overall cancer risk in both men and women
among people with diabetes (SIR=1.33; 95%CI1=1.14, 1.52 and SIR=1.74; 95%CI= 1.48,
2.00 respectively) (204). Another study from Denmark demonstrated similar results and
found a 10% increased risk of cancer among people with diabetes. As opposed to the
above results, one of the studies conducted in Scotland, suggested no significant

association between diabetes and overall cancer incidence (62).

We regrouped cancer in different subtypes based on ICD10 categories. Our results
showed increased odds of ‘lip/oral cavity and pharynx’, and ‘respiratory tract’ cancer
among people with diabetes compared to those without diabetes, however the results
were not significant. A retrospective study in Hungary showed that participants with oral
cancer had 14.6% people with diabetes, which was higher than people without oral
cancer (219). Wideroff et al. in his study demonstrated a higher risk of oral/pharyngeal
and esophageal cancer in people with diabetes under the age of 50 years (220). With
regards to lung cancer, most of the previous studies did not show significant association
with diabetes (204, 220). For digestive tract cancer, we observed an inverse relation i.e.
people with diabetes had a decreased odds of digestive tract cancer compared to those
without diabetes contrary to the results found by Wideroff et al. that showed an elevated
risk of digestive tract cancer (including esophageal, stomach, small intestine, colon,
rectum, liver, biliary tract and pancreatic cancer) among people with diabetes (220). In
this study the digestive tract cancers included esophagus, stomach, colon and liver &
intrahepatic bile duct cancer while the people without diabetes had a number of other
cancers included in this group. Similar to digestive tract cancer, we found an inverse

direction for hormone-related cancers. The probable reason could be the higher number
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(four of five) of prostate cancer cases among people with diabetes and only one
participant with breast cancer. Although the results were insignificant, the direction is
consistent with most of the previous studies showing an inverse association in relation to

prostate cancer (59, 203, 207). Two meta-analysis also showed similar results (201, 202).

Hyperinsulinemia is suggested to be one of the major connecting links in the
association between diabetes and cancer suggesting an increased level of insulin and
insulin-like growth factor. Both, insulin and IGF-I are involved in cell growth initiation
and progression by proliferation and IGF-1 also act as an inhibitor of apoptosis.
Additionally obesity is considered to be a predisposing factor for both diabetes and
cancer. Especially abdominal adiposity (visceral obesity) is more strongly associated with
these chronic diseases (221, 222). Asian population is more prone to abdominal obesity
and other chronic diseases even at a lower BMI. Furthermore, chronic inflammation is
associated with insulin-resistance thereby considered to be one of the links between
diabetes, obesity and cancer. All these factors, individually or in connection with each

other lead to an increased risk of cancer.

One of the major limitations of our study is the study population which is not
representative of the entire population as the upper —middle-class and upper class housing
complex could not be included during the recruitment due to security issues. We had a lot
of missing data for our main independent variable i.e. diabetes. In our study, the results
were directed towards null, which could be probably due to the data not missing at
random. We could not adjust for potential confounders like diet and physical activity due

to lack of information. Despite the limitations this study has several strengths. MCS is a
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longitudinal study conducted with a very diverse population and has a large sample size.

Although the diabetes status was self-report it was hand entered by the interviewer.

This is the first study evaluating the association between diabetes and cancer in an
Indian population. Studies are required determining this association in further details
especially in an Indian population where the diabetes rates are increasing at an alarming
rate (223). In these studies we need to consider all the factors that can act as potential
confounders as a lot of studies lack this information. Furthermore, differences also exist
in the socio-demographic characteristics (like education, tobacco use) among the Indian
population as compared to the other western population. Assessment of these risk factors
could help in better understanding of the association. Additionally, better registries are

needed throughout India, to be successful in capturing important data.
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Table 4.1: Descriptive Statistics for the overall population by diabetes mellitus status,
Mumbai Cohort Study, Mumbai Maharashtra, 1991-2003.

Diabetes mellitus

Variables Yes (N=2143) | No (N=93077) p-value
Mean(£std)
Age 59.2 (x9.8) 51.6 (x11.1) <.0001
% (N)

Gender Male 79.8 (1,710) 66.2 (61,606) <0001
Female 20.2 (433) 33.8(31,471)

Religion Hindu 74.5 (1596) 79.9 (74,354)
Muslim 17.3 (370) 13.9 (12,910) <.0001
Others 8.2 (177) 6.2 (5,813)

Primary Aryan 83.8 (1,796) 90.3 (84,056) <0001

language Dravidian 16.2 (347) 9.7 (9,021)

Education ~ >ccondary school/ 23.9 (511) 12.5 (11,616)
college
Primary / middle 59.6 (1,278) 63.1 (58.782) <.0001
school
Uneducated 16.5 (354) 24.4 (22,679)

Employment Employed 38.3 (822) 46.8 (43,593)
Unemployed 15.5 (332) 30.7 (28,584) <0001
Retired 41.5 (889) 19.7 (18,332)
Unknown 4.7 (100) 2.8 (2,568)

B‘;gacco Current user 51.7 (11.7) 58.1 (54,072)
Past user 12.1 (259) 4.9 (4,518) <0001
Non-user 36.3 (777) 37.0 (34,487)

(E:%"/'mz) Obese/ overweight 37.5 (804) 23.4 (21,774)
Underweight 5.5 (117) 18.3 (17,073) <.0001
Normal 57.0 (1,222) 58.3 (54,230)
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Table 4.2: Unadjusted model - HR (95%CI) for all cancer incidence by diabetes mellitus,
Mumbai Cohort Study, Mumbai Maharashtra, 1991-2003

All cancer incidence

Reported Regression Estimate HR (95% CI) P-value
Unadjusted

Diabetes (yes/no) 1.11 (0.78,1.58) 0.55
Adjusted model with BMI as a strata variable

Diabetes (yes/no) 1.06 (0.75-1.52) 0.75
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Table 4.3: Distribution of cancer subtypes across four categories of cancer, Mumbai

Cohort Study, Mumbai Maharashtra, 1991-2003.

Table of Cancer type by diabetes

Diabetes % (N)

CANCERTYPE

yes No p-value
Lip/oralcavity/pharynx Cancer 0.51% (11) 0.25% (235) 0.0192
Digestive organ Cancer 0.33% (7) 0.36% (332) 0.8179
Respiratory tract Cancer 0.33% (7) 0.18% (168) 0.1193
Breast/Cervical/uterus/prostate Cancer 0.23% (5) 0.30% (281) 0.5672
No Cancer 98.6% (2111) | 98.9% (91684)
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Table 4.4: Conditional OR (95%CIl) for cancer subtypes in relation to diabetes mellitus, Mumbai Cohort Study, Mumbai

Maharashtra, 1991-2003

Cancer Sub-categories

Lip/ Oral/
Pharynx Cancer

Digestive Organ  Respiratory
Cancer Tract Cancer

Breast/ Uterine/
Cervical/ Prostate
Cancer

Reported Regression
Estimate

HR (95% CI)

HR (95% CI) HR (95% CI)

HR (95% CI)

Unadjusted
Diabetes (yes/no)

1.39 (0.69, 2.81)

0.59 (0.27,1.32) 1.12 (0.48, 2.59)

0.75 (0.28, 2.00)

Adjusted model
Diabetes (yes/no)

1.83 (0.86,3.86)

0.63(0.28,1.44)  1.28(0.53,3.13)

0.66 (0.24,1.84)




CHAPTER 5

ASSOCIATION BETWEEN DIABETES AND COLORECTAL CANCER

INCIDENCE- A LONGITUDINAL STUDY IN THE US POPULATION

Abstract

Background: Research has shown that diabetes is associated with an increased risk of
colorectal cancer. However most of these studies suggest detection bias to be one of the
probable reasons for this association. Additionally, the common risk factors shared by

both these conditions are considered to one of the reasons in the association.

Objective: In this study, we examine the association between diabetes and CRC,

accounting for important potential confounders and also check for detection bias.

Methods: We used the Prostate Lung Colorectal Ovarian (PLCO) Cancer screening trial.
The diabetes information was self-report data and collected at baseline. The cancer
information was collected using annual survey questionnaire (ASU) administered every
year and confirmed using medical records. For our final analysis we use cox proportional

hazards model. To evaluate the notion of detection bias, we conducted stratified analysis.

Results: We observed a 33% higher risk of CRC among people with diabetes as
compared to people without diabetes. After stratifying the results by screening arm, we
still found a higher risk among both the screening arms, (HR=1.41, 95%CI=1.13, 1.76)
Shraddha Vyas, Angela Liese, Jiajia Zhang, Nitin Shivappa, Prakash Gupta, James R Hebert. To

be submitted to Diabetes Care
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among the control arm (HR=1.22, 95%CI1=0.94, 1.58). After stratifying by BMI, the risk

was still high among people with diabetes in all the groups.

Conclusion: Our findings showed an association between diabetes and increased risk of
colorectal cancer. Detection might not be the reason for this association. Further studies

should include information on other factors like diabetic medications.
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Introduction

Type 2 Diabetes Mellitus (T2DM) and cancer are both among the top 10 leading
causes of mortality worldwide (1-3). Apart from the established diabetic complications,
existing literature suggests an increasing risk of cancer among people with diabetes.
Evidence shows that people with diabetes have an increased risk of colorectal cancer
(CRC) (28-40, 42, 59, 61, 76, 124). Hyperinsulinemia is suggested to one of the
mechanisms in this association. Both insulin and IGF-I act as a growth stimulator and
inhibitor of apoptosis, thereby promoting carcinogenesis within the colonic epithelium

(31, 32, 43, 224).

In addition to this, both these diseases have a lot of common risk factors like lack
of physical activity, obesity and unhealthy dietary habits. As seen from literature, diet
high in total energy, fat, red meat, and carbohydrates and low in fruits and vegetables
elevate the risk of CRC through inflammatory pathways (44, 142-150). Diets high in total
calories and saturated fat and low levels of dietary fiber also lead to insulin resistance,
which in turn is associated with both T2DM and CRC (82). Inflammatory pathways are
also suggested as one of the mechanisms underlying the association between T2DM and
CRC risk (34-36, 43, 224). Therefore diets with an inflammatory potential can also play a

role in this association.

Although there is a lot of existing literature, most of the previous studies mention
detection bias as one the probable reasons leading to this association. People with
diabetes are more likely to visit their physicians and thereby have a higher probability of
being diagnosed by other diseases (29-35, 37, 39, 76, 205). Apart from detection bias

BMI is also considered to be the driving force in this association as it one of the common
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risk factors for both these diseases. Majority of the studies assessing the role of diet in the
association have just focused on specific dietary components. Diet, as a whole can

altogether have a different effect on these diseases..

There is a global increase in the T2DM rates and even though the rates of CRC
are decreasing, the incidence and prevalence of CRC is still high among the US
population. It still remains one of the top 3 causes of cancer deaths in both men and
women (20). Diabetes and cancer affect the health and economy at both; individual and

national level.

Considering the facts and gaps in literature, in our study we aim to address those
questions. We will evaluate if there is any association between T2DM and CRC
incidence accounting for the possibility of detection bias. We will also check if BMI and
dietary inflammatory index (DI11) modify this association. DIl is a unique tool measuring
the overall inflammatory potential of a diet that will help in understanding the role of diet

on this association

Materials and methods

Study population

This study is conducted using data from the Prostate Lung Colorectal Ovarian
(PLCO) Cancer Screening Trial. The PLCO is a multicenter screening trial conducted
with the aim of understanding the importance of screening examinations on reduction of
mortality rates of cancers of the prostate, lung, colorectal and ovarian. Participants were
enrolled from 10 different centers and randomized in the years 1993-2001. Around
154,900 participants were recruited at the beginning of the study and approximately
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77,000 of these individuals were randomized to both study arms. A series of
questionnaires were administered throughout the course of the study. The demographic,
anthropometric and medical history information was collected from baseline and
supplemental questionnaires. Diet information was collected twice during the course of
the study- at baseline from the intervention arm and from 1998 to 2001 from both the
screening arms that include the intervention and the control arm, using a food frequency

questionnaire.

For our study, we used the following exclusion criteria; a) participants with
baseline colorectal cancer, b) People with no information on diabetes. We excluded
participants with missing information on the following covariates; employment,
education, family history of colorectal cancer, aspirin intake and cigarette smoking. The
final sample size consisted of 146,918 participants. Other details regarding the study

design and methods have been summarized elsewhere (183).

Main Dependent Variable: Colorectal Cancer Incidence

The cancer incidence data were collected using the annual study update
questionnaire (ASU), administered every year to each participant on the date of
randomization. The ASU collected information on the type and date of diagnosed cancer
in the past year. This information was confirmed through medical records. Non-

respondents were contacted again by the study staff via mail and telephone.
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Independent variables

The baseline questionnaire included information on diabetes and other 19 medical
conditions. Although the diabetes data were self reported, studies have shown these

results to be accurate, especially for diseases like diabetes and hypertension (225-229).
Covariates:

The baseline questionnaire consisted of information on socio-demographic,
anthropometric, and personal medical history. Dietary data were collected twice
throughout the course of the study using food frequency questionnaire. At baseline the
data was collected only in the intervention arm and it was administered again from 1998-
2001 in both the intervention and control arms. We used the dietary inflammatory index
(DII™), a tool used for calculating the inflammatory potential of diet. DIl was
determined using the diet history questionnaire (DHQ) administered to both the screening
arms. Around 118,804 participants have information on diet. The DII is based on 45 food
parameters (188). In our study it was calculated based on the 37 parameters available in

the DHQ. A higher DIl score indicates a pro-inflammatory diet.
Statistical Analysis:

Based on the inclusion/ exclusion criteria, we determined the final analytic dataset
as provided in Figurel. Baseline characteristics were estimated by diabetes status. For the
categorical variables, we used chi-sq test and t-test for the continuous variables. Person-
time (in days) was calculated from the baseline date to the date of cancer incidence or the
latest completion date of ASU, death, or 13 year of cut off, whichever occurred first. We
adjusted for sex, age (<60 years, 60-70 years, >70 years), BMI (<25, 25-29.9, and
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30 kg/m? and unknown), education (>college, post high school/some college, <high
school), family history of cancer (yes, no, missing), aspirin intake (>2/day,1/day, 1-
4/week, <4/month and none), cigarette smoking (current, former, non-smoker), DIl in
tertiles (<-2.74, <-0.39, >=-0.39). For all our analytical models using Cox proportional
hazards model, we checked for the proportional hazards (PH) assumption. Once the ph-
assumption was satisfied, we fit these models and estimated the hazards ratios and 95%

confidence intervals, controlling for important covariates.

For our initial analysis, we did not include the diet information as a covariate. For
the overall sample size (N= 145,642) BMI was included as a strata variable as it did not
satisfy the PH assumption. For our further analysis, participants with a person-time of 0
were deleted from the study. Also, only participants with a confirmed cancer status

(yes/no) were included in the study.

Separate analyses were conducted by stratifying the models by the intervention
arm and BMI to check if screening and BMI modified the association between diabetes
and CRC. BMI was re-categorized into three strata (normal/underweight, overweight and
obese). For analysis, with BMI, we used two sample sizes i.e. initially with the overall
data (N=145,642) and again with dataset including the dietary data (N=114,017), as
shown in Figurel. Physical activity was collected using the baseline dietary and the
supplemental questionnaire (SQX). However the baseline information was collected only
in the intervention arm. We also performed sensitivity analysis, removing people with
missing physical activity data (as per the SQX administered in 2006). A sensitivity
analysis was conducted by restricting to participants with person-time of more thanl year

and 2 years with sample sizes of (N=113,689) and (N=113480) respectively.
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Results

The distribution of socio-demographic, lifestyle characteristics of participants by
their diabetes status in the PLCO study is provided in Table 5.1 (N=114,017). The sample
size was significantly different across the two groups. Compared to people without
diabetes, people with diabetes had a higher proportion of male (57% vs. 47.5%), Non-
Hispanic Blacks (8.7% vs. 3.2%) and other group (9.6% vs. 5.5%) participants, tended to
be older age group (73.5% vs 65.9% in >60years group). Also, people with diabetes had
a higher percent of obese (44.5% vs 21.8%) compared to those without diabetes.
However, people without diabetes had a relatively higher proportion of overweight (i.e.,
25<BMI<30kg/m?) participants (42.4% vs. 37.7%). In both the groups fewer than 10% of
participants were current smokers (8% people with diabetes vs. 9.6% people without
diabetes). However the sample was almost similarly distributed for the intervention and
control arm across the two groups. Around 87% of participants had no family history of
colorectal cancer in both the groups. More than 50% of participants had some intake of
aspirin in the people with diabetes as compared to people without diabetes, where the

aspirin intake was less than 50%.

During the follow-up of 13 years, 1622 cases of CRC were detected. Table 5.2
provides the results for the crude model (Table 5.2), the adjusted model (Table 5.3) in the
overall sample size (figurel (a)) and the final sample including the diet data (figurel (b))
(Table 5.4). In the crude model, the hazards of CRC incidence was significantly higher
among people with diabetes (HR-1.56; 95%Cl, 1.33- 1.84) compared to people without
diabetes. After adjusting for the potential confounders, the risk was higher among people

with diabetes; however, it was slightly attenuated in both the models with a hazard ratio
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of 1.40 (95%Cl, 1.22-1.61) in the overall model and hazards ratio of 1.32 (95%Cl, 1.12-

1.57) in the final analytical sample size.

When stratified by the screening arm, the hazard ratios were higher among people
with diabetes in both the intervention and control group. It was significant in the control
group (HR-1.42; 95%Cl, 1.14-1.77), unlike in the intervention group (HR-1.22; 95%Cl,
0.94-1.58) as seen in Table 5.5. However, the interaction term was not significant (p-
value=0.08). In stratified analysis by BMI, the hazards were similar across the three
categories (i.e. normal/underweight, overweight, obese); (HR-1.37; 95%CI, 0.98-1.93 for
the normal/underweight group, HR-1.27; 95%ClI, 1.02-1.58 for the overweight group and
HR-1.34; 95%Cl, 1.07-1.67) (Table 5.6). Similar results were seen when analyzed with
the sample including dietary data (Table 5.7). Sensitivity analysis done after removal of
participants with a person-time of a) <1 year, and b) <2years, did not suggest any change
in the hazards ratio (HR-1.30, 1.31 respectively). Similarly, the sensitivity analysis

conducted for physical activity suggested no changes in the estimates.

Discussion

In our study we found an elevated risk of CRC among people with diabetes
compared to people without diabetes. After adjusting for screening, gender, race,
employment, education, age, family history of CRC, aspirin intake and cigarette smoking
the risk of CRC was 40% higher among people with diabetes. Additionally adjusting for
DIl and physical activity, the risk was 33% higher. The results are consistent with the

previous studies conducted in US and elsewhere (28-40, 42, 61, 76).
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Most of the past literature suggests a positive association between diabetes and CRC.
However some of studies investigating the all-site cancer risk and cancer subtypes, found
no significant association between CRC and diabetes (206). Previous studies have shown
inconsistency in results between males and females.. Studies by Diaz et al., J He et al.
and Nilsen et al. show a higher risk among females (61, 124, 205). Diaz et al. in his study
among a Hispanic population also showed that women had a higher risk of colon cancer
(CC) while no significant association between T2DM and CC were found. In their study,
Magliano et al. found a 36% increased risk of CRC among men (60). The estimates are
also similar across most of these studies (ranging from 1.3-1.5). However, a lot of the
studies could not adjust for some important confounders (only adjusted for age, BMI)

(28-40, 42, 61, 76, 206) .

As mentioned earlier hyperinsulinemia is one of major mechanisms in the
association between diabetes and CRC. The simultaneous existence of common risk
factors like unhealthy dietary habits, lack of physical activity, obesity, contributes
towards insulin resistance and hyperinsulinemia. These factors lead to activation of IGF-I

promoting carcinogenesis (28, 75, 82-84).

As detection bias is suggested to be one of the explanations for the positive
association between diabetes and colorectal cancer, we checked the association including
screening as one of the covariates. After adjusting for screening, the association still
existed. Besides that on stratification by the screening arm, an elevated risk was detected
in both groups; however the association was only significant in the control group.
Additionally, the distribution of screening was similar across the people with diabetes

and people without diabetes.
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We adjusted for all the available potential confounders. From the crude model, the
estimates were slightly attenuated, however he important covariates; there was an
increased risk of CRC among people with diabetes. As a measurement of diet and
inflammation through diet, we adjusted for DII. We observed a little difference between
the model with and without DII. Most of the previous studies have adjusted for BMI. In
our adjusted model, BMI showed no significance with CRC risk, in consistence with

some of the some of the previous studies (42, 61).

Obesity is considered one of the major risk factors in this association; we also
conducted a stratified analysis by BMI. Irrespective of the BMI group, people with
diabetes still had a higher risk of CRC. Significant elevated risk were seen in
normal/underweight and obese group. Our findings suggest that BMI might not be the
only driving force in the association between diabetes and CRC. The results are similar to

the study conducted by Seow et al. among Chinese population residing in Singapore (42).

We conducted sensitivity analysis, excluding participants detected with CRC within two
years of recruitment in the study. We still found the same results as in the final adjusted

models.

There are a few limitations to our study. Diabetes was self-reported which might
lead to misclassification. However past literature suggests that self-report data regarding
the chronic diseases is mostly accurate (228, 229). We could not account for diabetes
medication due to lack of data. Apart from this, it is a longitudinal study with a large
database. It had information on a lot of potential confounders that we considered in our

analysis. We tried to address the problem of detection bias and also tried to figure out the
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impact of BMI on the association between diabetes and CRC. This is the first study to
include DIl while determining this important association, as inflammation is one of the

suggested pathways in the association.

Our study strengthens the existing results on the association between diabetes and
CRC. However in addition to hyperinsulinemia, other mechanisms need to be explored in
further details. Future studies can also include additional information on diabetic

medications.
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N=154,897

< 5874 with missing diabetes information —
deleted
N=149,023
< 30 with baseline cancer - deleted
N=148,993

2075 participants with missing
< employment, education, F/H, cigarette
smoking, aspirin intake were deleted

N=146,918

576 and 700 participants were deleted
< with unconfirmed cancer status and
person-time= 0 respectively

a
N=145,642
31,625 participants with missing diet
< information - deleted
b
N=114,017

Figure 5.1: Consort diagram for the final analytic dataset
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Table 5.1: Descriptive statistics of the PLCO population by diabetes status

Diabetes Status
Yes (%) No (%)
N=7,808  N=106119 |P-values
Sex
Male 57.0 47.5
Female 43.0 52.5 <0001
Randomization Arm
Intervention 50.8 51.4
Control 49.2 48.6 0.2782
Race
Non- Hispanic White 81.7 91.3
Non- Hispanic Black 8.7 3.2 <.0001
Others 9.6 55
Age group
70-80 years 16.6 12.6
60-70 years 56.9 53.3 <.0001
less then 60 years 26.5 34.1
Education
college grad and more 28.8 36.2
post high school, some college 36.1 34.4 <.0001
less than high school 35.1 29.4
Employment
Employed 29.4 40.2
Retired 52.2 43.1
Unemployed 11.0 12.8 <0001
Others 7.3 3.9
Body Mass Index (kg/m?)
Obese 445 21.8
Overweight 37.7 42.4
Normal 16.0 33.8 <.0001
Underweight 0.3 0.7
Unknown 1.5 1.2
Cigarette Smoking Status
Current Cigarette Smoker 8.0 9.6
Former Cigarette Smoker 48.9 42.6 <.0001
Never Smoked Cigarettes 43.1 47.8
Family History of Colorectal Cancer
Yes, Immediate Family Member 9.6 10.3
Possibly - Relative Or Cancer Type Not 3.3 2.5 <.0001
Clear
No 87.1 87.3
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Diabetes Status

Yes (%) No (%)
N=7,898  N=106119 | P-values
Aspirin Intake
2+/day 6.1 5.2
1/day 32.0 19.9
1-4/month 9.4 13.4 <.0001
<4/month 8.1 9.8
None 444 51.7
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Table 5.2: Unadjusted HR (95%Cl) for CRC by diabetes

HR (95% ClI)
Diabetes (Yes) 1.56 (1.33,1.84)
(No) 1

Table 5.3: Adjusted model with HR (95%CI) for CRC by diabetes
HR (95% CI)

Diabetes (yes vs no) 1.40 (1.22,1.61)
Randomization Arm (intervention vs control) 1.29 (1.19,1.41)
Sex (female vs male) 0.69 (0.62,0.76)
Race ( non-Hispanic black vs non-Hispanic white) 1.22 (1.02,1.45)
Race ( others vs non-Hispanic white) 0.85 (0.71,1.02)
Employment (others vs employed) 1.04 (0.84,1.29)
Employment (retired vs employed) 1.06 (0.96,1.18)
Employment (unknown vs employed) 1.10 (0.94,1.29)

Education (college and more vs less than high school) 0.82 (0.73,0.91)
Education (post high school/some college vs less than 0.90 (0.82,1.00)

high school)

Age group ( 60-70 years vs <60 years) 1.74 (1.55,1.95)
Age group ( 70-80 years vs <60 years) 241 (2.07,2.79)
Family history (possibly vs no) 141 (1.14,1.75)
Family history (yes vs no) 1.30 (1.14,1.48)
Aspirin intake (1-4/week vs none) 0.79 (0.69,0.91)
Aspirin intake (1/day vs none) 0.82 (0.73,0.92)
Aspirin intake (>2/day vs none) 0.81 (0.66,0.99)
Aspirin intake (<4/month vs none) 1.04 (0.91,1.20)
Cigarette smoking (current smoker vs non-smoker) 1.43 (1.24,1.64)
Cigarette smoking (past smoker vs non-smoker) 1.13 (1.03,1.23)

# In overall sample size without diet and physical activity data (Sample size in figla)
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Table 5.4: Adjusted model with HR (95%CI) for CRC by diabetes

HR 95%ClI
Diabetes (yes vs no) 1.33 (1.12,1.57)
Gender (female vs male) 0.73 (0.65,0.81)
BMI (unknown vs normal) 1.49 (1.04,2.13)
BMI (obese vs normal) 1.10 (0.96,1.27)
BMI (overweight vs normal) 1.06 (0.95,1.20)
BMI (underweight vs normal) 0.73 (0.34,1.53)
Screening Arm (Intervention vs control) 1.34 (1.22,1.48)
Race ( non-Hispanic black vs non-Hispanic white) 1.23 (0.97,1.55)
Race ( others vs non-Hispanic white) 0.83 (0.67,1.04)
Education (college and more vs less than high school) 0.86 (0.76,0.97)
E_ducatlon (post high school/some college vs less than 0.98 (0.87,1.10)
igh school)
Family history (possibly vs no) 1.43 (1.11,1.83)
Family history (yes vs no) 1.28 (1.10,1.48)
Aspirin intake (1-4/week vs none) 0.83 (0.71,0.97)
Aspirin intake (1/day vs none) 0.84 (0.74,0.96)
Aspirin intake (>2/day vs none) 0.77 (0.60,0.97)
Aspirin intake (<4/month vs none) 1.08 (0.92,1.27)
Cigarette smoking (current smoker vs non-smoker) 1.25 (1.06,1.49)
Cigarette smoking (past smoker vs non-smoker) 1.09 (0.98,1.21)
Physical Activity (yes vs no) 0.772 (0.64,0.92)
Physical Activity (unknown vs no) 1.248 (1.04,1.50)
Dietary Inflammatory Index (tertile 1 vs tertile 0) 1.05 (0.96,1.18)
Dietary Inflammatory Index (tertile 2 vs tertile 0) 1.092 (0.96,1.24)

# In overall sample size without diet and physical activity data (Sample size in figlb)
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Table 5.5: HR (95% CI) for CRC in relation to diabetes stratified by screening arm

HR (95% ClI)

Intervention Control
Diabetes (yes vs no) 1.22 (0.94,1.58) 1.41 (1.13,1.76)
Gender (female vs male) 0.80 (0.68,0.94) 0.67 (0.58,0.78)
BMI (unknown vs normal) 1.60 (0.89,2.87) 1.43 (0.91,2.26)
BMI (obese vs normal) 1.06 (0.87,1.31) 1.13 (0.94,1.36)
BMI (overweight vs normal) 1.03 (0.87,1.24) 1.09 (0.93,1.28)
BMI (underweight vs normal) 0.45 (0.11,1.82) 0.95 (0.39,2.31)
Race ( non-Hispanic black vs non- 155 (1132.12) | 097 (0.69,1.38)
Hispanic white)
Race ( others vs non-Hispanic white) 0.83 (0.58,1.17) 0.84 (0.63,1.12)
Education (college and more vs less
than high school) 0.84 (0.70,1.02) 0.87 (0.73,1.03)
Education (post high school/some
college vs less than high school) 0.98 (0.82,1.17) 0.97 (0.83,1.14)
Family history (possibly vs no) 1.17 (0.78,1.75) 1.66 (1.21,2.28)
Family history (yes vs no) 1.23 (0.98,1.54) 1.31 (1.08,1.60)
Aspirin intake (1-4/week vs none) 0.93 (0.73,1.17) 0.76 (0.61,0.95)
Aspirin intake (1/day vs none) 1.00 (0.83,1.21) 0.72 (0.61,0.87)
Aspirin intake (>2/day vs none) 0.85 (0.60,1.21) 0.70 (0.51,0.98)
Aspirin intake (<4/month vs none) 1.07 (0.82,1.38) 1.09 (0.88,1.34)
Cigarette smoking (current smoker 124 (0.96,1.61) 127 (1.01,1.59)
vs non-smoker)
Cigarette smoking (past smoker vs 110 (0.93,1.29) 109 (0.94,1.25)
non-smoker)
Physical Activity (yes vs no) 0.75 (0.57,0.98) 0.79 (0.62,1.01)
Physical Activity (unknown vs no) 1.35 (1.02,1.77) 1.18 (0.92,1.50)
Dietary Inflammatory Index (pro- 104 (0.90,1.21) 109 (0.95,1.25)

inflammatory vs anti-inflammatory)

#age does not satisfy the ph-assumption therefore used as strata variable
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Table 5.6: Adjusted model with HR (95%Cl), stratified by BMI

NORMAL /
VARIABLES UNDERWEIGHT OVERWEIGHT OBESE
Diabetes (yes vs no) 1.38 (0.98,1.93) | 1.27 (1.02,1.58) | 1.34 (1.07,1.67)
Gender (female vs male) 0.72 (0.62,0.85) | 0.71 (0.62,0.82) | 0.69 (0.57,0.82)
Randomization Arm (intervention vs control) 1.28 (1.09,1.49) | 1.35 (1.18,153)| 1.19 (1.01,1.41)
Race ( non-Hispanic black vs non-Hispanic white) 1.04 (0.71,1.53) | 1.15 (0.87,1.52) | 1..02 (0.75,1.39)
Race ( others vs non-Hispanic white) 0.72 (0.53,0.97) | 0.90 (0.68,1.18) | 0.77 (0.48,1.23)
Education (college and more vs less than high 0.73 (0.60,0.89) | 0.94 (0.80,1.10) | 0.96 (0.77,1.20)
school
Educat)ion (post high school/some college vs less 091 (0.76,1.10) | 0.88 (0.75,1.03) | 1.02 (0.84,1.24)
than high school)
Family history (possibly vs no) 1.71 (1.18,2.48) | 1.17 (0.83,1.65) | 1.41 (0.92,2.14)
Family history (yes vs no) 1.06 (0.82,1.37) | 1.34 (1.10,1.62) | 1.53 (1.20,1.95)
Aspirin intake (1-4/week vs none) 0.84 (0.65,1.07) | 0.76 (0.62,0.94) | 0.89 (0.67,1.19)
Aspirin intake (1/day vs none) 0.71 (0.57,0.89) | 0.80 (0.68,0.95)| 0.89 (0.71,1.1)
Aspirin intake (>2/day vs none) 0.76 (0.51,1.13) | 0.82 (0.61,1.12) | 0.82 (0.57,1.18)
Aspirin intake (<4/month vs none) 1.16 (0.90,1.48) | 0.93 (0.75,1.16) | 1.15 (0.87,1.52)
Cigarette smoking (current smoker vs non-smoker) | 1.36  (1.08,1.72) | 1.17 (0.93,1.47) | 153 (1.13,2.07)
Cigarette smoking (past smoker vs non-smoker) 1.14 (0.96,1.36) | 1.11 (0.96,1.27) | 1.16 (0.96,1.39)
Physical Activity (yes vs no) 0.82 (0.58,1.16) | 0.77 (0.59,1.00) | 0.65 (0.49,0.85)
Physical Activity (unknown vs no) 1.47 (1.05,2.08) | 1.36 (1.04,1.76) | 1.03 (0.79,1.35)
Age group ( 60-70 years vs <60 years) 1.80 (1.46,2.22) | 1.69 (1.43,2.00)| 1.75 (1.43,2.15)
Age group ( 70-80 years vs <60 years) 242 (1.88,3.11) | 219 (1.77,2.69)| 2.26 (1.70,2.99)
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Table 5.7: Adjusted model with HR (95%Cl), stratified by BMI including diet data

N=37915 N= 47962 N=26716
NORMAL/
UNDERWEIGHT OVERWEIGHT OBESE

Diabetes (yes vs no) 1.74  (1.20,2.53) 125 (0.95,1.64) | 144 (1.11,1.87)
Gender (female vs male) 0.83 (0.69,1.01) 0.77  (0.65,0.90) | 0.71  (0.57,0.88)
Randomization Arm (intervention vs 1.30 (1.09,1.56) 139 (1.20,1.61) | 138 (1.13,1.69)
control)

Race ( non-Hispanic black vs non-Hispanic | 1.85  (1.19,2.88) 1.44  (1.00,2.07) | 0.99 (0.63,1.54)
white)

Race ( others vs non-Hispanic white) 0.83 (0.58,1.19) 1.00 (0.72,1.39) | 0.85  (0.48,1.50)
Family history (possibly vs no) 1.69 (1.08,2.66) 1.43  (0.98,2.09) | 145 (0.88,2.40)
Family history (yes vs no) 1.06 (0.79,1.41) 1.31 (1.051.64) | 147 (1.10,1.96)
Cigarette smoking (current smoker vs non- | 1.24  (0.93,1.65) 126  (0.97,1.64) | 172 (1.20,2.47)
smoker)

Cigarette smoking (past smoker vs non- 1.19  (0.98,1.44) 1.05 (0.90,1.23) | 1.12  (0.90,1.38)
smoker)

Age group ( 60-70 years vs <60 years) 1.89  (1.48,2.40) 1.76 (1.46,2.13) | 192 (1.51,2.45)
Age group ( 70-80 years vs <60 years) 257  (1.93,3.42) 2.35 (1.85,2.98) | 258 (1.85,3.60)
DIl (tertile 2 vs tertile 1) 096 (0.77,1.20) 1.06 (0.88,1.28) | 1.28 (0.99,1.66)
DI (tertile 3 vs tertile 1) 1.22  (0.97,154) | 118 (0.97,1.43) | 1.13  (0.86,1.48)

# additionally deleted participants with missing BMI data.



CHAPTER 6

DURATION OF DIABETES AND COLORECTAL CANCER INCIDENCE - IN A
LONGITUDINAL STUDY

Abstract

Background: Diabetes has been shown to increase the risk of colorectal cancer (CRC).
However, very few studies have assessed the association between duration of diabetes
and either CRC risk or disease aggressiveness. Even more rarely have studies confirmed
the status of type 2 diabetes mellitus (T2DM) while determining the diabetes-CRC

association.

Objective: We evaluated the association between duration of diabetes and cancer risk

and cancer aggressiveness measured in terms of cancer grades and stage.

Methods: Using data from the Prostate Lung Colorectal Ovarian Cancer Screening Trial
(PLCO), we examined the impact of T2DM and diabetes duration on CRC risk, as well as
grade and stage at diagnosis. Diabetes duration was calculated using information on age
at diabetes diagnosis. CRC information was derived using annually administered
questionnaires and confirmed using medical records. We fit a Cox proportional hazards
model for cancer incidence and conducted logistic regression analysis for cancer grade

and stage.

Shraddha Vyas, Angela Liese, Jiajia Zhang, Nitin Shivappa, Prakash Gupta, James R Hebert. To
be submitted to Diabetes Care
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Results: Participants with >10 years of diabetes had a higher risk (HR=1.37; 95%CI:
1.06, 1.77) of CRC incidence compared people without diabetes. An apparently smaller
effect was observed among people with <10 years of diabetes duration (HR=1.13;
95%Cl: 0.89, 1.43); however, it was not significant. We did not find significant results in

the association between cancer aggressiveness and diabetes.

Conclusion: CRC risk was higher among people with longer duration of diabetes, even

after accounting for the potential confounders.
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Introduction

Type 2 Diabetes Mellitus (T2DM) and cancer are both among the top 10 leading
causes of mortality (1-3). Though to differing extents, both of these diseases can be
prevented and controlled by appropriate healthy lifestyle and behavioral changes. These
diseases also pose a problem towards the individual and nations’ health and economic

burden (22, 52, 135).

Apart from the commonly observed diabetic complications, T2DM has also been
linked with several chronic diseases like cardiovascular diseases, cancer (60, 62, 63, 66,
206, 220). Site/organ specific cancers have different associations with diabetes. Past
literature suggest an increased risk of colorectal, liver, pancreatic and breast cancer
among people with diabetes as compared to people without diabetes (29, 34, 36, 37, 39,
42,59, 61, 62, 64, 66, 193-196, 198, 203, 204, 220). In contrast, an inverse association is
observed with prostate cancer risk (59, 201, 203, 207). Among these cancers, CRC has
shown to be strongly associated with T2DM as evidenced in most of the past studies (28,
29, 33, 34, 36, 37, 39, 42, 61, 76, 205). However very few studies have used information
on diabetes duration when investigating the association between T2DM and CRC (33, 34,

39, 77, 230). The existing results are inconsistent.

With hyperinsulinemia, being considered to be one of the major underlying
mechanisms, it becomes important to further investigate the association between duration
of diabetes and CRC. Hyperinsulinemia mainly occurs in the initial stages of T2DM that
might be followed by hypoinsulinemia due to destruction of the f cells of pancreas that

leads to the reduction in insulin production. In addition to this both the diseases have a lot
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of common risk factors like diet, physical activity and obesity. Over time, with longer

duration of diabetes, there might be a change in these lifestyle factors.

There is growing evidence of association between T2DM and CRC but lack of
data on duration of diabetes. Considering the above factors, in our study, we will
determine the association between T2DM duration and CRC incidence and CRC
aggressiveness (cancer grade and stage) considering important potential confounders like

diet (using dietary inflammatory index), physical activity and BMI.

Methods

For our third aim, we evaluated the association between duration of diabetes and
colorectal cancer risk and colorectal cancer aggressiveness. We used the PLCO database
for this purpose. The PLCO trial was conducted with the aim of understanding the impact
of screening on early detection of cancer (182, 183). The overall sample consisted of
154,897 participants and approximately 75,000 participants were in the intervention arm
and control randomized on if they received screening or not. After applying the exclusion
criteria, the final analytic dataset included 94,921 participants. A series of questionnaires
were administered throughout the course of the study. The demographic, anthropometric
and medical history information was collected from baseline and supplemental
questionnaires. Diet information was collected twice during the course of the study- at
baseline from the intervention arm and from 1998-2001 from both the screening arms.
The enrollment was conducted from 1993-2001. The follow-up began in 2009 with a
median follow-up time of 12.4 years. The main exclusion criteria considered were history

of prostate, lung, colorectal or ovarian cancer; and ongoing treatment for any cancer
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besides basal-cell or squamous—cell skin cancer. Details of the study design and other

criteria have been mentioned earlier (183).

Main independent variable: Duration of diabetes

The baseline (BQX) and supplemental (SQX) guestionnaires were used to
determine this variable. The BQX and SQX were administered at baseline and years
2006-2008 respectively. BQX included the question “Did the participant ever have
diabetes?”” and the SQX used the question “Were you ever diagnosed with diabetes?”
The SQX also included information on the age at diagnosis of diabetes with 4 categories

(<50 years, 50-59years, 60-69years and >70years).

Participants with missing information on diabetes in both BQX and SQX were
deleted. The overall sample with a valid SQX consists of 103,758 participants. For the
estimation of duration of diabetes variable, we included participants who mentioned yes
for diabetes in the SQX. Among the participants who mentioned yes for diabetes in the
SQX (N=13,675), 12,927 participants answered the question regarding the age at
diagnosis. For the final calculation, we subtracted the mean of the range for the 50-59
years (i.e., 54.5 years) and 60-69 years (i.e., 64.5 years) from the age of the participant
when the SQX was answered. For the last category (>70 years), we will use the mean of
70 years and the highest age of the participant during the SQX i.e. (87 years) (i.e. 78.5)
and subtract it from the age of participant. Using this method, we get negative values for
some of the participants for the calculated variable. As duration of diabetes cannot be less
than 0, we convert these numbers to 1 (minimum possible value). Figurel gives the

distribution of the participants used for determining the diabetes status. Based on this
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information the variable diabetes duration was categorized into ‘no diabetes’,

‘<=10years’, and “>10years’.

Main Dependent Variable: Colorectal Cancer (CRC) incidence, stage, and grade

CRC incidence data were collected using Annual Study Update Questionnaire
(ASU) administered annually. The incidence, stage and grade of CRC were confirmed
using medical records. For the final analysis, participants with confirmed status of CRC
(yes/no) were included. CRC grades | and 11 were combined and considered low grade
while grade 111 and IV were grouped together as high grade. For determining CRC stage,
we used information combining the clinical and pathologic stage of CRC and similar to
grade, stage | and 11 were combined and stage 111 and IV were combined. Accordingly,
the sample size was 1032 and 1073 for CRC grade and CRC stage as outcomes

respectively.

Statistical Analysis:

Descriptive statistics (chi-sq for categorical and t-test for continuous variables)
were calculated for participants by their diabetes duration. For CRC incidence, the
following exclusion criteria were used. Participants with missing data on the variable
‘age at diagnosis’ in the SQX, missing information on education, an invalid SQX were
deleted. Person-years were calculated from the day of entry in the trial to CRC diagnosis,
or last day of remaining free from cancer and/or death of the participant. Cox
proportional hazard model was used to estimate hazards ratio and 95% Confidence

interval (Cl) of CRC incidence by diabetes duration.
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We adjusted for age (when SQX was answered), race (non-Hispanic white, non-
Hispanic black and others), screening arm (intervention, control group), BMI (<25, 25—
29.9, and 30 kg/m?and unknown), gender, employment status (employed, unemployed,
retired and others), education (graduate and more, high school/some college, and less
than high school), aspirin intake in past 12 months (<1/week, >2/week, none, unknown),
smoking status (current smoker, past smoker, non-smoker and unknown), family history
of colorectal cancer (yes, no, missing) and DIl (dietary inflammatory index) score,
physical activity (active —yes, no, missing).DII is a tool measuring the inflammatory level
of food. It is calculated using up to 45 food parameters, and based on availability of these
parameters. In our study it was based on 37 parameters, which is at the upper end of
what is available from structured questionnaires such as food frequency questionnaires
(FFQ). The details regarding DIl have been provided elsewhere (188). We checked the
proportional hazards (PH)-assumptions for diabetes duration and other covariates. As
BMI did not satisfy the PH-assumption, we conducted stratified analysis. Figure 2

provides the final sample used for analysis (N= 83,904).

For CRC stage and grade as the outcomes, the data were restricted to participants
with information on stage and grade, respectively. Further, the people with missing data
on aspirin intake and cigarette smoking were deleted. Logistic regression was used to
estimate odds ratio (OR) and 95% confidence interval (CI) for CRC stage and grade by

duration of diabetes.

Sensitivity analysis was conducted, deleting participants with diagnosis of CRC

before the detection of diabetes based on the age at diagnosis of diabetes.

75



Results:

The participants in the diabetes (including both groups with diabetes i.e. >10 and
<=10 years duration) group are significantly different in their characteristics from those
without diabetes. More than 50% of participants in the diabetic group are males.
Compared to people without diabetes, people with diabetes had a lower proportion of
Non-Hispanic Whites (92% vs. 88% and 85.6%). More than 75% of diabetic participants
are either obese or overweight. A majority of the participants were retired. Around 5% of
participants were current smokers and more than 75% of participants did not have a
family history of CRC. However, the distribution of the screening arm was similar across

the diabetic and non diabetic groups (Table 6.1).

The crude model estimated higher hazards of CRC among both the diabetic
groups compared to people without diabetes (HR=1.69; 95%CI=1.34, 2.13 among the >
10 years of duration and HR=1.27, 95%CI=1.03, 1.56 among <10years of duration). The
adjusted HR was 1.37 (95%CI1=1.06, 1.77) among participants with >10 years of diabetes
and 1.13 (95%CI=0.89, 1.42) with diabetes <10 years of diabetes compared to people
without diabetes. Males had a higher risk of CRC compared to females (HR=1.45;

95%CI=1.25, 1.69) (Table 6.2).

The results of the adjusted model for cancer aggressiveness (grade and stage) are
shown in Table 6.3. No significant association was detected between diabetes duration
and cancer aggressiveness. In the adjusted model, the hazards of higher cancer stage (111
and 1V) was 0.79 (95%C1=0.45, 1.38) among people with >10 years of diabetes and 1.12

(95%C1=0.71, 1.78) in <10 years of diabetes duration (Table 6.3). Similar results were
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seen for cancer grades (Table 6.4). The results remained same, after conducting

sensitivity analysis.

Discussion

In our study, we evaluated the association between duration of diabetes and
colorectal cancer incidence and cancer stage and grade. Our findings suggest an increased
risk of CRC among participants with longest duration compared to people without
diabetes. Participants with >10 years of diabetes duration had a 37% higher risk while
participants with <=10 years of diabetes duration appeared to have a 13% higher risk
compared to participants without diabetes. We found contrasting results in our study
compared to previous study results; however the duration ranges are different across

studies (34).

Substantial evidence exists assessing the association between diabetes and CRC
and have demonstrated an increased risk among people with diabetes. However, very few
studies have checked the role of diabetes duration in in this regards. Currie et al. and
Yang et al. in their studies, adjusted for diabetes duration when evaluating the association
between diabetes and cancer. These studies lacked information on diet and physical
activity (77, 230). In a Swedish study, a 39% elevated incidence of colon cancer was
observed among people with diabetes, unaffected by duration of diabetes, age or gender.
In the study conducted by Flood et al, in the US, the results showed that participants with
moderate duration had a higher risk and people with longer duration had a lower risk as
compared to participants without diabetes. Participants with diabetes diagnosis between

4-8 years had a risk of 2.36, while those with a diabetes diagnosis from 8-12 years and >
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12 years had a lower non-significant association with CRC risk (33). Hu et al. in their
study also showed similar result among participants with moderate duration of diabetes
(11-15 years) having a higher risk of colorectal cancer compared to people without

diabetes. While those with duration of >15years had a lower risk of CRC (34).

Hyperinsulinemia is considered as the major reason leading to this association.
Common risk factors like lack of physical activity, unhealthy diet and obesity contribute
towards insulin resistance and hyperinsulinemia. Hyperinsulinemia leads to activation of
IGF-I. As insulin and IGF-I act a growth promoter and inhibitor of apoptosis; it helps in
carcinogenesis in colonic epithelium. However, in the later stages of diabetes the [ cells
of pancreas are unable to compensate for the insulin production leading to
hypoinsulinemia. However inflammation could lead to the association for longer duration
of diabetes and increased risk of CRC. Persistence of unhealthy lifestyle factors and
longer duration of diabetes can lead to inflammation. Apart from this, there can be a
change in the intake of diabetic medications. As seen from the past literature, diabetic

medications are also associated with CRC risk (43, 78, 80, 81, 84, 93, 95, 99, 230-232).

We did not find any significant association with CRC stage and grade. The
direction of association was higher among people with shorter duration of diabetes as

compared to those with longer duration of diabetes.

However our study did not have information on diabetic medication. The sample
size for cancer grade and stage was reduced because of the missing data. With all the
limitations, our study, we could determine and confirm the T2DM diabetes status for the

participants based on the baseline and supplemental questionnaire. It is still based on self-
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report questionnaire data. These self-report data regarding chronic diseases are usually
accurate (225-227). Except for medication data, we adjusted for physical activity,

obesity, family history of CRC and others that can affect the association between diabetes
and CRC. Thus our results are strengthened by adjusting for these confounders. Ours is
the first study to adjust for inflammation caused due to diet that has been related to cancer

and diabetes. No changes were observed in sensitivity analysis.

To conclude, in our study, we detected an association between duration of
diabetes and CRC incidence. For future studies, we can replicate these studies with data
consisting information on diabetic medications. It is also important to check the severity

of diabetes in addition to duration of diabetes.
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BQX SQX (N=103,758) Age of diagnosis  (N=12,927 after excluding the missing values)
(154,897)
/ <50 years 1315 ——»  Deleted
> 50-59 years 2186
Yes 5355 — > 60-69 years 1364 —» Used for calculation of
duration
Yes (11,529) >70 years 195
No 300 Missing 295
Missing 191
<50 years 143 > Deleted
Yes 7948 4 50-59 years 1214
No (137494) \: 60-69 years 3977 > Used for calculation of
duration
No 83,533 >70 years 2180
Missing 3940 Missing 434
__——» <50years 43 » Deleted
Yes 372 — > 50-59 years 86
Missing xz 60-69 years 170 —— > Used for calculation of
(5874) duration
No 2119 >70 years 54
Missing O Missing 19

Figure 6.1: Sample size used for calculating the diabetes duration




Colorectal cancer
dataset
(N = 154,897)

Supplemental Questionnaire Diet data
(SQx) (N=
(N =103,873) with valid SQX 118,804)

v

Diabetes Duration

data
(N=97,378)
Participants with CRC status (yes/no)
< were included. Participants with
baseline cancer were deleted.
Overall (N=335) were deleted.
v
97,043
P Participants with missing diet and
education data were deleted.
(N=13,139)
v
N =
83,904

Figure 6.2: Consort diagram for final analytic dataset, PLCO, 1993 to 2009
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Table 6.1: Descriptive statistics by diabetes duration, PLCO, 1993 to 2009

Diabetes duration

no diabetes  0-10 years >10years p-
(N=83819) (N=7050) (N=4052) | values
Sex
Male 45.5 54.9 62.2
Female 54.5 45.1 378 | <0001
Randomization Arm
Intervention 51.2 51.8 52.4
Control 48.8 48.2 47.6 0.23
Race
Non- Hispanic White 92.3 88.0 85.6
Non- Hispanic Black 2.6 5.2 6.2 <.0001
Others 5.1 6.8 8.2
Education
college grad and more 39.4 32.0 32.0
post high school, some college 34.0 37.0 34.8 <.0001
less than high school 26.6 31.0 33.2
Employment
Employed 17.8 15.2 95
Retired 62.2 65.1 73.9
Unemployed 8.8 7.0 6.2 <.0001
Others 1.7 2.9 1.3
Missing 9.5 9.8 9.1
Body Mass Index (kg/m?)
Obese 20.5 43.8 42.4
Overweight 40.6 36.2 36.6
Normal 33.9 15.0 15.9 <.0001
Underweight 1.0 0.4 0.4
Unknown 4.0 4.6 4.7
Cigarette Smoking Status
Current Cigarette Smoker 6.5 6.1 5.3
Former Cigarette Smoker 45.4 50.8 51.5 <0001
Never Smoked Cigarettes 46.7 41.7 41.5 '
Missing 1.4 1.4 1.7
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Diabetes duration

no diabetes ;/)e;ros >10years p-
(N=83819) (N=7050) (N=4052) | values
Family History of Colorectal
Cancer
Yes 10.5 10.6 9.0
No 77.3 76.5 77.4 <.001
Missing 12.2 12.9 13.6
Aspirin Intake (at least 1/week)
More than 20 years 6.6 8.1 8.1
Less than 20 years 47.2 59.2 61.3
Less than 1/week 21.7 14.0 12.9 <.0001
None 22.4 16.7 15.1
Missing 2.0 2.0 2.6
Mean (zstd)
Age (years) 71.1 (£5.9) 70.9 (¢5.8)  73.5 (¢5.3) | <.0001
DIl -1.3 (£2.3) -1.0(£2.3) -1.4(x2.2) | <.0001
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Table 6.2: HR (95%CI) for CRC incidence by diabetes duration, PLCO, 1993 to 2009

CRUDE MODEL

HR 95%CI
diabetes duration > 10 years vs no diabetes 1.69 (1.34, 2.13)
<=10 years vs no diabetes 1.27 (1.03,1.56)
ADJUSTED MODEL
diabetes duration >10 years vs no diabetes 1.37 (1.06,1.77)
<=10 years vs no diabetes 1.13 (0.89,1.42)

# adjusted for gender, age, screening arm, employment status, race, education, aspirin
use, smoking status, family history of CRC, DIl and physical activity

Table 6.3: OR (95%CI) for cancer aggressiveness — stage by duration of diabetes

OR 95% ClI
Diabetes duration > 10 YEARS vs no diabetes 0.79 (0.46,1.38)
<= 10 YEARS vs no diabetes 1.12 (0.71,1.78)

Table 6.4: OR (95%CI) for cancer aggressiveness — grade by duration of diabetes

OR 95% ClI
Diabetes duration > 10 YEARS vs no diabetes 0.73 (0.37,1.46)
<= 10 YEARS vs no diabetes 0.94 (0.54,1.70)

# Models adjusted for gender, intervention arm, race, education, BMI, age, aspirin-intake,
and smoking status and physical activity
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CHAPTER 7

SUMMARY

We conducted this study with the aim of understanding the association between
diabetes and cancer. A lot of previous studies have evaluated this association. However
most of these studies are conducted in the western world (developed world). None of
these studies were conducted in India. Therefore we began studying this association in an
Indian population. Diabetes is fast gaining the status of an epidemic in India.
Additionally, with the current stage of economic, nutritional and epidemiologic transition
phase, it becomes even more important to understand this association in India. Besides
this, the existing literature in the developed countries has mentioned a probability of
detection bias as being one of the reasons in the association. Through our second question
we evaluated this association in a longitudinal screening trial conducted in the US
population, considering all the important available potential confounders. With our third
aim we tried to determine the association between diabetes duration and CRC cancer

incidence and aggressiveness.

Process of working on dissertation

To begin the dissertation process, my advisor Dr. Hebert, guided and suggested
me to use the Mumbai Cohort Study. This study was started in Mumbai in 1993 and Dr.

Hebert was one of the Co-Pls. We initially aimed as assessing the role of diabetes and
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CRC incidence in MCS. However, due to the extremely small sample size of the
incident cases, we decided to change the question and determine the association with
cancer incidence. For the US study we used the Prostate Lung Colorectal Ovarian
screening trial (PLCO). The PLCO questionnaires included all the important covariates
and medical history information that we needed for our analysis. It also included
information on the age at diagnosis of diabetes in of the questionnaires that would be

helpful for our third analysis.

Problems faced and things learnt along the way

Although both these databases are longitudinal studies with a huge overall sample
sizes, there were some common data cleaning problems that we faced in the process of
getting the final datasets ready for our analysis. The MCS had a lot of missing data for
our main exposure variable i.e. diabetes. Besides this, it took some time to come to a
conclusion regarding variable coding, addressing missing data etc. However while going
through this process, all my committee members helped me in coming to the correct
decision for our study. Additionally as the missing diabetes data was a lot, we thought of
conducting some data manipulation for this data separately and performing a separate
analysis for that particular data. Following a committee meeting, we decided to utilize
this data in another way by using predicted probabilities method as suggested by Dr.

Zhang and agreed by the committee.

Following this, I started working on the PLCO data. We had similar questions for
this study regarding the missing data and fixing the inclusion/ exclusion criteria.

Following this the most difficult part of the third question was the calculation of the
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diabetes duration variable. We had information on the age at diabetes diagnosis, however
it was a (range) categorical variable. Some of the data did not add up to the final
numbers. With Dr. Liese and Dr. Hebert’s ideas and suggestions, we were finally able to

derive the variable duration of diabetes.

We also aimed at understanding the role of dietary inflammatory index in this
association as inflammation is one of suggested underlying process leading to the
association between diabetes and cancer. However this data was only available in the
PLCO data. To utilize the DIl data more appropriately, we need to conduct further
detailed analysis and determine its role in the association. This will be one of the
questions | would like to address in details for future analysis. Additionally, we will
replicate the data using other databases consisting of the medical history data too. Using

the available information we finally completed our analysis.

Things learnt

Initially, I had a lot of anxiety in meeting with my committee members. Slowly, |
developed confidence in my work and started having regular meeting with my professors.
In my weekly meeting with Dr. Hebert, again slowly but eventually, I learnt new things
and got new ideas regarding not only my PhD process but my future goals too. One thing
that I worked on and am still in the process of working on is being assertive and

managing time properly as guided by Dr. Hebert.

In my experience every time | had problem with the data or with the analysis, it
took me time to restart the process. Therefore it is very important to stay encouraged, as it

is very simple to get discouraged that’s slows down the process.

87



PhD is a learning process and it also needs a lot of patience and that is definitely
one of the other things | have developed over time. | have started being less anxious and
stressed out and being more focused and positive about the work | do. My advisor helped
me in thinking clearly and supported me throughout the process. Additionally my other

committee members also encouraged me throughout my dissertation work.

In my opinion, staying positive is one of the keys to finishing things on time.

88



REFERENCES

1. Arnold M, Sierra MS, Laversanne M, Soerjomataram I, Jemal A, Bray F. Global
patterns and trends in colorectal cancer incidence and mortality. Gut. 2016:gutjnl-2015-
310912.

2. Edwards BK, Ward E, Kohler BA, Eheman C, Zauber AG, Anderson RN, et al.
Annual report to the nation on the status of cancer, 1975-2006, featuring colorectal
cancer trends and impact of interventions (risk factors, screening, and treatment) to
reduce future rates. Cancer. 2010;116(3):544-73.

3. Amos AF, McCarty DJ, Zimmet P. The rising global burden of diabetes and its
complications: estimates and projections to the year 2010. Diabetic medicine.
1997;14(S5):S7-S85.

4. Center MM, Jemal A, Smith RA, Ward E. Worldwide variations in colorectal
cancer. CA: a cancer journal for clinicians. 2009;59(6):366-78.

5. Amuna P, Zotor FB. Epidemiological and nutrition transition in developing
countries: impact on human health and development. Proceedings of the Nutrition
Society. 2008;67(01):82-90.

6. Hossain P, Kawar B, EI Nahas M. Obesity and Diabetes in the Developing
World — A Growing Challenge. New England Journal of Medicine. 2007;356(3):213-5.
PubMed PMID: 17229948.

7. Kanavos P. The rising burden of cancer in the developing world. Annals of
oncology. 2006;17(suppl 8):viiil5-viii23.

8. Popkin BM. The nutrition transition and obesity in the developing world. The
Journal of nutrition. 2001;131(3):871S-3S.

9. Popkin BM, Adair LS, Ng SW. Global nutrition transition and the pandemic of
obesity in developing countries. Nutrition reviews. 2012;70(1):3-21.

10.  SungJJ, Lau JY, Goh K, Leung W, Cancer APWGoC. Increasing incidence of
colorectal cancer in Asia: implications for screening. The lancet oncology.
2005;6(11):871-6.

11. Kamangar F, Dores GM, Anderson WF. Patterns of cancer incidence, mortality,
and prevalence across five continents: defining priorities to reduce cancer disparities in
different geographic regions of the world. Journal of clinical oncology.
2006;24(14):2137-50.

12. Pourhoseingholi MA. Increased burden of colorectal cancer in Asia. World J
Gastrointest Oncol. 2012;4(4):68-70.

13. Popkin BM. The nutrition transition in low-income countries: an emerging crisis.
Nutrition reviews. 1994;52(9):285-98.

14, Shetty PS. Nutrition transition in India. Public health nutrition. 2002;5(1a):175-
82.

15. U. N. Nutrition transition in India. The Diplomat. 2010 November 29 2010.

89



16.  Gellad ZF, Provenzale D. Colorectal cancer: national and international
perspective on the burden of disease and public health impact. Gastroenterology.
2010;138(6):2177-90.

17. Haggar FA, Boushey RP. Colorectal cancer epidemiology: incidence, mortality,
survival, and risk factors. Clinics in colon and rectal surgery. 2009;22(4):191.

18.  Siegel RL, Miller KD, Jemal A. Cancer statistics, 2015. CA: a cancer journal for
clinicians. 2015;65(1):5-29.

19.  Ferlay J, Soerjomataram I, Dikshit R, Eser S, Mathers C, Rebelo M, et al. Cancer
incidence and mortality worldwide: sources, methods and major patterns in GLOBOCAN
2012. International journal of cancer. 2015;136(5):E359-E86.

20. Rick Alteri MDB, MD, MPH; Ted Gansler, MD; Annemarie Henning, MFA,; Eric
Jacobs, PhD; Debbie Kirkland;, Joan Kramer MBL, MD; Cathy Magliarditi; Marji
McCullough, ScD, RD; Anthony Piercy; Mona Shah, MPH;, Scott Simpson; Robert
Smith PBTDWaGW, MBA. Colorectal Cancer Facts & Figures 2014-2016. Atlanta:
American Cancer Society, 2014.

21.  Shih Y-CT, Ganz PA, Aberle D, Abernethy A, Bekelman J, Brawley O, et al.
Delivering high-quality and affordable care throughout the cancer care continuum.
Journal of Clinical Oncology. 2013;31(32):4151-7.

22. Benson A. Epidemiology, disease progression, and economic burden of colorectal
cancer. Journal of managed care pharmacy. 2007;13(6 Supp C):5-18.

23. Hashibe M, Brennan P, Benhamou S, Castellsague X, Chen C, Curado MP, et al.
Alcohol drinking in never users of tobacco, cigarette smoking in never drinkers, and the
risk of head and neck cancer: pooled analysis in the International Head and Neck Cancer
Epidemiology Consortium. Journal of the National Cancer Institute. 2007;99(10):777-89.
24.  Jackson-Thompson J, Ahmed F, German RR, Lai SM, Friedman C. Descriptive
epidemiology of colorectal cancer in the United States, 1998-2001. Cancer.
2006;107(S5):1103-11.

25.  Giovannucci E. Modifiable risk factors for colon cancer. Gastroenterology clinics
of North America. 2002;31(4):925-43.

26.  Giovannucci E, Rimm EB, Stampfer MJ, Colditz GA, Ascherio A, Kearney J, et
al. A prospective study of cigarette smoking and risk of colorectal adenoma and
colorectal cancer in US men. Journal of the National Cancer Institute. 1994;86(3):183-91.
27.  Giovannucci E, Stampfer MJ, Colditz GA, Rimm EB, Trichopoulos D, Rosner
BA, et al. Folate, methionine, and alcohol intake and risk of colorectal adenoma. Journal
of the National Cancer Institute. 1993;85(11):875-83.

28.  Campbell PT, Deka A, Jacobs EJ, Newton CC, Hildebrand JS, McCullough ML,
et al. Prospective study reveals associations between colorectal cancer and type 2
diabetes mellitus or insulin use in men. Gastroenterology. 2010;139(4):1138-46.

29. La Vecchia C, Negri E, Decarli A, Franceschi S. Diabetes mellitus and colorectal
cancer risk. Cancer Epidemiology Biomarkers & Prevention. 1997;6(12):1007-10.

30. Yang Y-X, Hennessy S, Lewis JD. Type 2 diabetes mellitus and the risk of
colorectal cancer. Clinical Gastroenterology and Hepatology. 2005;3(6):587-94.

31. De Bruijn KMJ, Arends LR, Hansen BE, Leeflang S, Ruiter R, van Eijck CHJ.
Systematic review and meta-analysis of the association between diabetes mellitus and

90



incidence and mortality in breast and colorectal cancer. British Journal of Surgery.
2013;100(11):1421-9.

32.  DengL, Gui Z, Zhao L, Wang J, Shen L. Diabetes mellitus and the incidence of
colorectal cancer: an updated systematic review and meta-analysis. Digestive diseases
and sciences. 2012;57(6):1576-85.

33. Flood A, Strayer L, Schairer C, Schatzkin A. Diabetes and risk of incident
colorectal cancer in a prospective cohort of women. Cancer Causes & Control.
2010;21(8):1277-84.

34. Hu FB, Manson JE, Liu S, Hunter D, Colditz GA, Michels KB, et al. Prospective
study of adult onset diabetes mellitus (type 2) and risk of colorectal cancer in women.
Journal of the National Cancer Institute. 1999;91(6):542-7.

35. Jiang Y, Ben Q, Shen H, Lu W, Zhang Y, Zhu J. Diabetes mellitus and incidence
and mortality of colorectal cancer: a systematic review and meta-analysis of cohort
studies. European journal of epidemiology. 2011;26(11):863-76.

36.  Jurjus A, Zeenny M-N, Eid A, Chams S, Jurjus R. Inflammation in Colorectal
Cancer Inflammatory Bowel Disease, and Diabetes Mellitus: The Link. The FASEB
Journal. 2015;29(1 Supplement):350.1.

37. Larsson SC, Giovannucci E, Wolk A. Diabetes and colorectal cancer incidence in
the cohort of Swedish men. Diabetes Care. 2005;28(7):1805-7.

38. Le Marchand L, Wilkens LR, Kolonel LN, Hankin JH, Lyu L-C. Associations of
sedentary lifestyle, obesity, smoking, alcohol use, and diabetes with the risk of colorectal
cancer. Cancer research. 1997;57(21):4787-94.

39. Limburg PJ, Anderson KE, Johnson TW, Jacobs DR, Lazovich D, Hong C-P, et
al. Diabetes mellitus and subsite-specific colorectal cancer risks in the lowa Women's
Health Study. Cancer Epidemiology Biomarkers & Prevention. 2005;14(1):133-7.

40. Luo W, Cao Y, Liao C, Gao F. Diabetes mellitus and the incidence and mortality
of colorectal cancer: a meta-analysis of 24 cohort studies. Colorectal Disease.
2012;14(11):1307-12.

41.  Center MM, Jemal A, Ward E. International trends in colorectal cancer incidence
rates. Cancer Epidemiology Biomarkers & Prevention. 2009;18(6):1688-94.

42.  Seow A, Yuan J-M, Koh W-P, Lee H-P, Mimi CY. Diabetes mellitus and risk of
colorectal cancer in the Singapore Chinese Health Study. Journal of the National Cancer
Institute. 2006;98(2):135-8.

43.  Giovannucci E, Harlan DM, Archer MC, Bergenstal RM, Gapstur SM, Habel LA,
et al. Diabetes and cancer: a consensus report. CA: a cancer journal for clinicians.
2010;60(4):207-21.

44, Hsing AW, McLaughlin JK, Chow W-H, Schuman LM, Co Chien HT, Gridley G,
et al. Risk factors for colorectal cancer in a prospective study among US white men.
International Journal of Cancer. 1998;77(4):549-53.

45.  Association. AD. Diagnosis and classification of diabetes mellitus. Diabetes care.
2005;28:537.

46.  Whiting DR, Guariguata L, Weil C, Shaw J. IDF diabetes atlas: global estimates
of the prevalence of diabetes for 2011 and 2030. Diabetes research and clinical practice.
2011;94(3):311-21.

47.  Wild S, Roglic G, Green A, Sicree R, King H. Global prevalence of diabetes
estimates for the year 2000 and projections for 2030. Diabetes care. 2004;27(5):1047-53.

91



48. Diamond J. Medicine: Diabetes in India. Nature. 2011 01/27/print;469(7331):478-
9.

49. Kaveeshwar SA, Cornwall J. The current state of diabetes mellitus in India. The
Australasian medical journal. 2014;7(1):45.

50.  Ramachandran A, Snehalatha C, Kapur A, Vijay V, Mohan V, Das A, et al. High
prevalence of diabetes and impaired glucose tolerance in India: National Urban Diabetes
Survey. Diabetologia. 2001;44(9):1094-101.

51.  Yoon K-H, Lee J-H, Kim J-W, Cho JH, Choi Y-H, Ko S-H, et al. Epidemic
obesity and type 2 diabetes in Asia. The Lancet. 2006;368(9548):1681-8.

52.  Association AD. Economic costs of diabetes in the US in 2012. Diabetes care.
2013;36(4):1033-46.

53.  Caramori ML, Mauer M. Diabetes and nephropathy. Current opinion in
nephrology and hypertension. 2003;12(3):273-82.

54.  Assal J, Groop L. Definition, diagnosis and classification of diabetes mellitus and
its complications. 1999.

55. Brenner BM, Cooper ME, de Zeeuw D, Keane WF, Mitch WE, Parving H-H, et
al. Effects of losartan on renal and cardiovascular outcomes in patients with type 2
diabetes and nephropathy. New England Journal of Medicine. 2001;345(12):861-9.

56.  Forouhi NG, Wareham NJ. Epidemiology of diabetes. Medicine. 2010
11//;38(11):602-6.

57. Inoue M, lwasaki M, Otani T, Sasazuki S, Noda M, Tsugane S. Diabetes mellitus
and the risk of cancer: results from a large-scale population-based cohort study in Japan.
Archives of internal medicine. 2006;166(17):1871-7.

58. Kuriki K, Hirose K, Tajima K. Diabetes and cancer risk for all and specific sites
among Japanese men and women. European journal of cancer prevention. 2007;16(1):83-
9.

59. Leitzmann MF, Ahn J, Albanes D, Hsing AW, Schatzkin A, Chang S-C, et al.
Diabetes mellitus and prostate cancer risk in the Prostate, Lung, Colorectal, and Ovarian
Cancer Screening Trial. Cancer Causes & Control. 2008;19(10):1267-76.

60. Magliano DJ, Davis WA, Shaw JE, Bruce DG, Davis TM. Incidence and
predictors of all-cause and site-specific cancer in type 2 diabetes: the Fremantle Diabetes
Study. European Journal of Endocrinology. 2012;167(4):589-99.

61. Nilsen TL, Vatten LJ. Prospective study of colorectal cancer risk and physical
activity, diabetes, blood glucose and BMI: exploring the hyperinsulinaemia hypothesis.
British journal of cancer. 2001;84(3):417.

62.  Ogunleye AA, Ogston SA, Morris AD, Evans J. A cohort study of the risk of
cancer associated with type 2 diabetes. British journal of cancer. 2009;101(7):1199-201.
63.  Steenland K, Nowlin S, Palu S. Cancer incidence in the National Health and
Nutrition Survey I. Follow-up data: diabetes, cholesterol, pulse and physical activity.
Cancer Epidemiology Biomarkers & Prevention. 1995;4(8):807-11.

64.  Yuhara H, Steinmaus C, Cohen SE, Corley DA, Tei Y, Buffler PA. Is diabetes
mellitus an independent risk factor for colon cancer and rectal cancer&quest. The
American journal of gastroenterology. 2011;106(11):1911-21.

65. Graves D, Liu R, Alikhani M, Al-Mashat H, Trackman P. Diabetes-enhanced
inflammation and apoptosis—impact on periodontal pathology. Journal of dental
research. 2006;85(1):15-21.

92



66. Shikata K, Ninomiya T, Kiyohara Y. Diabetes mellitus and cancer risk: Review of
the epidemiological evidence. Cancer Science. 2013;104(1):9-14.

67. Sigal RJ, Armstrong MJ, Colby P, Kenny GP, Plotnikoff RC, Reichert SM, et al.
Physical activity and diabetes. Canadian journal of diabetes. 2013;37:S40-5S4.

68. Manson JE, Stampfer M, Colditz G, Willett W, Rosner B, Hennekens C, et al.
Physical activity and incidence of non-insulin-dependent diabetes mellitus in women.
The Lancet. 1991;338(8770):774-8.

69. LaMonte MJ, Blair SN, Church TS. Physical activity and diabetes prevention.
Journal of Applied Physiology. 2005;99(3):1205-13.

70. Leong KS, Wilding JP. Obesity and diabetes. Best Practice & Research Clinical
Endocrinology & Metabolism. 1999;13(2):221-37.

71. Bloomgarden ZT. Obesity and diabetes. Diabetes care. 2000;23(10):1584-90.

72.  Vague J, Vague P, Tramoni M, Vialettes B, Mercier P. Obesity and diabetes. Acta
diabetologia latina. 1980;17(2):87-99.

73.  Gunter MJ, Leitzmann MF. Obesity and colorectal cancer: epidemiology,
mechanisms and candidate genes. The Journal of nutritional biochemistry.
2006;17(3):145-56.

74.  Giovannucci E, Ascherio A, Rimm EB, Colditz GA, Stampfer MJ, Willett WC.
Physical activity, obesity, and risk for colon cancer and adenoma in men. Annals of
internal medicine. 1995;122(5):327-34.

75.  Chang C, Ulrich C. Hyperinsulinaemia and hyperglycaemia: possible risk factors
of colorectal cancer among diabetic patients. Diabetologia. 2003;46(5):595-607.

76. Khaw K-T, Wareham N, Bingham S, Luben R, Welch A, Day N. Preliminary
communication: glycated hemoglobin, diabetes, and incident colorectal cancer in men
and women: a prospective analysis from the European prospective investigation into
cancer—Norfolk study. Cancer Epidemiology Biomarkers & Prevention. 2004;13(6):915-
9.

77.  Currie CJ, Poole CD, Gale E. The influence of glucose-lowering therapies on
cancer risk in type 2 diabetes. Diabetologia. 2009;52(9):1766-77.

78. Hemkens L, Grouven U, Bender R, Gunster C, Gutschmidt S, Selke G, et al. Risk
of malignancies in patients with diabetes treated with human insulin or insulin analogues:
a cohort study. Diabetologia. 2009;52(9):1732-44.

79.  Jonasson J, Ljung R, Talbéck M, Haglund B, Gudbjérnsdottir S, Steineck G.
Insulin glargine use and short-term incidence of malignancies—a population-based
follow-up study in Sweden. Diabetologia. 2009;52(9):1745-54.

80. Ljung R, Talback M, Haglund B, Jonasson JM, Gudbjérnsdottir S, Steineck G.
Insulin glargine use and short-term incidence of malignancies—a three-year population-
based observation. Acta oncologica. 2011;50(5):685-93.

81.  WuJW, Filion KB, Azoulay L, Doll MK, Suissa S. The Effect of Long-Acting
Insulin Analogs on the Risk of Cancer: A Systematic Review of Observational Studies.
Diabetes care. 2016:dc151816.

82. Bruce WR, Wolever TM, Giacca A. Mechanisms linking diet and colorectal
cancer: the possible role of insulin resistance. Nutrition and cancer. 2000;37(1):19-26.
83. Sandhu MS, Dunger DB, Giovannucci EL. Insulin, insulin-like growth factor-I
(IGF-1), IGF binding proteins, their biologic interactions, and colorectal cancer. Journal
of the National Cancer Institute. 2002;94(13):972-80.

93



84. Schoen RE, Tangen CM, Kuller LH, Burke GL, Cushman M, Tracy RP, et al.
Increased blood glucose and insulin, body size, and incident colorectal cancer. Journal of
the National Cancer Institute. 1999;91(13):1147-54.

85.  Pickup JC. Inflammation and activated innate immunity in the pathogenesis of
type 2 diabetes. Diabetes care. 2004;27(3):813-23.

86.  Calle M, Fernandez M. Inflammation and type 2 diabetes. Diabetes &
metabolism. 2012;38(3):183-91.

87. Dandona P, Aljada A, Bandyopadhyay A. Inflammation: the link between insulin
resistance, obesity and diabetes. Trends in immunology. 2004;25(1):4-7.

88.  Schmidt MI, Duncan BB, Sharrett AR, Lindberg G, Savage PJ, Offenbacher S, et
al. Markers of inflammation and prediction of diabetes mellitus in adults (Atherosclerosis
Risk in Communities study): a cohort study. The Lancet. 1999;353(9165):1649-52.

89.  Freeman DJ, Norrie J, Caslake MJ, Gaw A, Ford I, Lowe GDO, et al. C-Reactive
Protein Is an Independent Predictor of Risk for the Development of Diabetes in the West
of Scotland Coronary Prevention Study. Diabetes. 2002 May 1, 2002;51(5):1596-600.
90. Donath MY, Shoelson SE. Type 2 diabetes as an inflammatory disease. Nature
Reviews Immunology. 2011;11(2):98-107.

91. Koenig W, Sund M, Fréhlich M, Fischer H-G, Lowel H, Déring A, et al. C-
reactive protein, a sensitive marker of inflammation, predicts future risk of coronary heart
disease in initially healthy middle-aged men results from the MONICA (Monitoring
Trends and Determinants in Cardiovascular Disease) Augsburg Cohort Study, 1984 to
1992. Circulation. 1999;99(2):237-42.

92.  Pickup J, Mattock M, Chusney G, Burt D. NIDDM as a disease of the innate
immune system: association of acute-phase reactants and interleukin-6 with metabolic
syndrome X. Diabetologia. 1997;40(11):1286-92.

93. Borst SE. The role of TNF-a in insulin resistance. Endocrine. 2004;23(2-3):177-
82.

94.  Senn JJ, Klover PJ, Nowak IA, Mooney RA. Interleukin-6 induces cellular insulin
resistance in hepatocytes. Diabetes. 2002;51(12):3391-9.

95.  Gristina V, Cupri MG, Torchio M, Mezzogori C, Cacciabue L, Danova M.
Diabetes and cancer: A critical appraisal of the pathogenetic and therapeutic links
(Review). Biomedical reports. 2015;3(2):131-6.

96. Stephens LA, Thomas HE, Ming L, Grell RIMA DARWICHE M, Volodin L,
Kay TW. Tumor Necrosis Factor-a-Activated Cell Death Pathways in NIT-1 Insulinoma
Cells and Primary Pancreatic § Cells 1. Endocrinology. 1999;140(7):3219-27.

97. Kiens B, Richter EA. Types of carbohydrate in an ordinary diet affect insulin
action and muscle substrates in humans. The American Journal of Clinical Nutrition.
1996;63(1):47-53.

98. Lovejoy JC, Windhauser MM, Rood JC, Jacques A. Effect of a controlled high-fat
versus low-fat diet on insulin sensitivity and leptin levels in African-American and
Caucasian women. Metabolism. 1998;47(12):1520-4.

99. Pasquali R, Gambineri A, Biscotti D, Vicennati V, Gagliardi L, Colitta D, et al.
Effect of long-term treatment with metformin added to hypocaloric diet on body
composition, fat distribution, and androgen and insulin levels in abdominally obese
women with and without the polycystic ovary syndrome. The Journal of Clinical
Endocrinology & Metabolism. 2000;85(8):2767-74.

94



100. Perez-Jimenez F, Lopez-Miranda J, Pinillos M, Gomez P, Paz-Rojas E, Montilla
P, et al. A Mediterranean and a high-carbohydrate diet improve glucose metabolism in
healthy young persons. Diabetologia. 2001;44(11):2038-43.

101. Steinberger J, Daniels SR. Obesity, insulin resistance, diabetes, and
cardiovascular risk in children an American Heart Association scientific statement from
the atherosclerosis, hypertension, and obesity in the Young Committee (Council on
Cardiovascular Disease in the Young) and the Diabetes Committee (Council on Nutrition,
Physical Activity, and Metabolism). Circulation. 2003;107(10):1448-53.

102. Abramson JL, Vaccarino V. Relationship between physical activity and
inflammation among apparently healthy middle-aged and older US adults. Archives of
internal medicine. 2002;162(11):1286-92.

103. Di Fenza R, Fiorina P. Physical activity and inflammation. Cellular physiology
and metabolism of physical exercise: Springer; 2012. p. 99-108.

104. Ford ES. Does exercise reduce inflammation? Physical activity and C-reactive
protein among US adults. Epidemiology. 2002;13(5):561-8.

105. Geffken DF, Cushman M, Burke GL, Polak JF, Sakkinen PA, Tracy RP.
Association between physical activity and markers of inflammation in a healthy elderly
population. American journal of epidemiology. 2001;153(3):242-50.

106. Chrysohoou C, Panagiotakos DB, Pitsavos C, Das UN, Stefanadis C. Adherence
to the Mediterranean diet attenuates inflammation and coagulation process in healthy
adults: The ATTICA Study. Journal of the American College of Cardiology.
2004;44(1):152-8.

107. De Mello V, Schwab U, Kolehmainen M, Koenig W, Siloaho M, Poutanen K, et
al. A diet high in fatty fish, bilberries and wholegrain products improves markers of
endothelial function and inflammation in individuals with impaired glucose metabolism
in a randomised controlled trial: the Sysdimet study. Diabetologia. 2011;54(11):2755-67.
108. Deng FE, Shivappa N, Tang Y, Mann JR, Hebert JR. Association between diet-
related inflammation, all-cause, all-cancer, and cardiovascular disease mortality, with
special focus on prediabetics: findings from NHANES I11. European journal of nutrition.
2016:1-9.

109. Esposito K, Giugliano D. Diet and inflammation: a link to metabolic and
cardiovascular diseases. European heart journal. 2006;27(1):15-20.

110. Esposito K, Marfella R, Ciotola M, Di Palo C, Giugliano F, Giugliano G, et al.
Effect of a Mediterranean-style diet on endothelial dysfunction and markers of vascular
inflammation in the metabolic syndrome: a randomized trial. Jama. 2004;292(12):1440-6.
111. Galland L. Diet and inflammation. Nutrition in Clinical Practice. 2010;25(6):634-
40.

112.  Viscogliosi G, Cipriani E, Liguori ML, Marigliano B, Saliola M, Ettorre E, et al.
Mediterranean dietary pattern adherence: associations with prediabetes, metabolic
syndrome, and related microinflammation. Metabolic syndrome and related disorders.
2013;11(3):210-6.

113.  Amaral T, de Almeida M, Barros H, Riboli E, Lambert R, editors. Diet and
colorectal cancer in Portugal. Nutrition and lifestyle: opportunities for cancer prevention
European Conference on Nutrition and Cancer held in Lyon, France on 21-24 June, 2003;
2002: International Agency for Research on Cancer (IARC).

95



114. Mehta M, Shike M. Diet and physical activity in the prevention of colorectal
cancer. Journal of the National Comprehensive Cancer Network. 2014;12(12):1721-6.
115.  Shivappa N, Prizment AE, Blair CK, Jacobs DR, Steck SE, Hébert JR. Dietary
inflammatory index and risk of colorectal cancer in the lowa Women's Health Study.
Cancer Epidemiology Biomarkers & Prevention. 2014;23(11):2383-92.

116. Tabung FK, Steck SE, Ma Y, Liese AD, Zhang J, Caan B, et al. The association
between dietary inflammatory index and risk of colorectal cancer among postmenopausal
women: results from the Women’s Health Initiative. Cancer Causes & Control.
2015;26(3):399-408.

117. Terry P, Giovannucci E, Michels KB, Bergkvist L, Hansen H, Holmberg L, et al.
Fruit, vegetables, dietary fiber, and risk of colorectal cancer. Journal of the National
Cancer Institute. 2001;93(7):525-33.

118. Van Blarigan EL, Meyerhardt JA. Role of physical activity and diet after
colorectal cancer diagnosis. Journal of Clinical Oncology. 2015:JCO. 2014.59. 7799.
119. Whittemore AS, Wu-Williams AH, Lee M, Shu Z, Gallagher RP, Deng-ao J, et al.
Diet, physical activity, and colorectal cancer among Chinese in North America and
China. Journal of the National Cancer Institute. 1990;82(11):915-26.

120. Wirth MD, Shivappa N, Steck SE, Hurley TG, Hébert JR. The dietary
inflammatory index is associated with colorectal cancer in the National Institutes of
Health—American Association of Retired Persons Diet and Health Study. British Journal
of Nutrition. 2015;113(11):1819-27.

121. Zamora-Ros R, Shivappa N, Steck SE, Canzian F, Landi S, Alonso MH, et al.
Dietary inflammatory index and inflammatory gene interactions in relation to colorectal
cancer risk in the Bellvitge colorectal cancer case—control study. Genes & nutrition.
2015;10(1):1-9.

122.  Yusuf S, Reddy S, Ounpuu S, Anand S. Global burden of cardiovascular diseases
part I: general considerations, the epidemiologic transition, risk factors, and impact of
urbanization. Circulation. 2001;104(22):2746-53.

123.  Zhao D, Liu J, Wang W, Zeng Z, Cheng J, Liu J, et al. Epidemiological Transition
of Stroke in China Twenty-One—Year Observational Study From the Sino-MONICA-
Beijing Project. Stroke. 2008;39(6):1668-74.

124. Diaz-Algorri Y, Lozada ME, Lopez SM, Bertran-Rodriguez CE, Gonzélez-
Hernandez CM, Gonzalez D, et al. Type 2 diabetes mellitus and colorectal neoplasia risk
in Hispanics: a case—control study. Journal of diabetes and its complications.
2015;29(4):502-7.

125. Schoen RE, Pinsky PF, Weissfeld JL, Yokochi LA, Church T, Laiyemo AO, et al.
Colorectal-cancer incidence and mortality with screening flexible sigmoidoscopy. New
England Journal of Medicine. 2012;366(25):2345-57.

126. Deurenberg P, Yap M, Van Staveren WA. Body mass index and percent body fat:
a meta analysis among different ethnic groups. International journal of obesity.
1998;22:1164-71.

127. Dudeja V, Misra A, Pandey R, Devina G, Kumar G, Vikram N. BMI does not
accurately predict overweight in Asian Indians in northern India. British Journal of
Nutrition. 2001;86(01):105-12.

96



128. Misra A, Athiko D, Sharma R, Pandey R, Khanna N. Non-obese hyperlipidemic
Asian northern Indian males have adverse anthropometric profile. Nutrition, metabolism,
and cardiovascular diseases: NMCD. 2002;12(4):178-83.

129. Misra A, Misra R, Wijesuriya M, Banerjee D. The metabolic syndrome in South
Asians: continuing escalation & possible solutions. Indian Journal of Medical Research.
2007;125(3):345.

130. Misra A, Vikram NK. Insulin resistance syndrome (metabolic syndrome) and
obesity in Asian Indians: evidence and implications. Nutrition. 2004 5//;20(5):482-91.
131.  Yajnik C. The lifecycle effects of nutrition and body size on adult adiposity,
diabetes and cardiovascular disease. Obesity Reviews. 2002;3(3):217-24.

132. Cornier M-A, Dabelea D, Hernandez TL, Lindstrom RC, Steig AJ, Stob NR, et al.
The metabolic syndrome. Endocrine reviews. 2008;29(7):777-822.

133. de Haes JC, Van Knippenberg FC. The quality of life of cancer patients: a review
of the literature. Social science & medicine. 1985;20(8):809-17.

134. Montazeri A. Health-related quality of life in breast cancer patients: a
bibliographic review of the literature from 1974 to 2007. Journal of experimental &
clinical cancer research. 2008;27(1):1.

135. Brown ML, Lipscomb J, Snyder C. The burden of illness of cancer: economic
cost and quality of life 1. Annual review of public health. 2001;22(1):91-113.

136. DunnJ, Lynch B, Aitken J, Leggett B, Pakenham K, Newman B. Quality of life
and colorectal cancer: a review. Australian and New Zealand journal of public health.
2003;27(1):41-53.

137. Slattery M, Edwards S, Curtin K, Ma K, Edwards R, Holubkov R, et al. Physical
activity and colorectal cancer. American journal of epidemiology. 2003;158(3):214-24.
138. Wu A, Paganini-Hill A, Ross R, Henderson B. Alcohol, physical activity and
other risk factors for colorectal cancer: a prospective study. British journal of cancer.
1987;55(6):687.

139. Bianchini F, Kaaks R, Vainio H. Overweight, obesity, and cancer risk. The lancet
oncology. 2002;3(9):565-74.

140. Manson JE, Skerrett PJ, Greenland P, Vanltallie TB. The escalating pandemics of
obesity and sedentary lifestyle: a call to action for clinicians. Archives of internal
medicine. 2004;164(3):249.

141. Wareham NJ, Brage S, Franks PW, Abbott RA. Physical activity and insulin
resistance. Insulin Resistance: Insulin Action and its Disturbances in Disease. 2005:317-
400.

142. Flood A, Velie EM, Sinha R, Chaterjee N, Lacey Jr JV, Schairer C, et al. Meat,
fat, and their subtypes as risk factors for colorectal cancer in a prospective cohort of
women. American journal of epidemiology. 2003;158(1):59-68.

143. Goldbohm RA, van den Brandt PA, van't Veer P, Brants HA, Dorant E, Sturmans
F, et al. A prospective cohort study on the relation between meat consumption and the
risk of colon cancer. Cancer Research. 1994;54(3):718-23.

144. Knekt P, Steineck G, Jarvinen R, Hakulinen T, Aromaa A. Intake of fried meat
and risk of cancer: A follow-up study in finland. International Journal of Cancer.
1994;59(6):756-60.

97



145.  English DR, Maclnnis RJ, Hodge AM, Hopper JL, Haydon AM, Giles GG. Red
meat, chicken, and fish consumption and risk of colorectal cancer. Cancer Epidemiology
Biomarkers & Prevention. 2004;13(9):1509-14.

146. Norat T, Bingham S, Ferrari P, Slimani N, Jenab M, Mazuir M, et al. Meat, fish,
and colorectal cancer risk: the European Prospective Investigation into cancer and
nutrition. Journal of the national cancer institute. 2005;97(12):906-16.

147. Chao A, Thun MJ, Connell CJ, McCullough ML, Jacobs EJ, Flanders WD, et al.
Meat consumption and risk of colorectal cancer. Jama. 2005;293(2):172-82.

148.  Boutron-Ruault M, Senesse P, Faivre J, Chatelain N, Belghiti C, Meance S. Foods
as risk factors for colorectal cancer: a case-control study in Burgundy (France). European
journal of cancer prevention. 1999;8(3):229-35.

149. Hall MN, Chavarro JE, Lee I-M, Willett WC, Ma J. A 22-year prospective study
of fish, n-3 fatty acid intake, and colorectal cancer risk in men. Cancer epidemiology
biomarkers & prevention. 2008;17(5):1136-43.

150. Yeh C-C, Hsieh L-L, Tang R, Chang-Chieh CR, Sung F-C. MS-920: DNA repair
gene polymorphisms, diet and colorectal cancer risk in Taiwan. Cancer letters.
2005;224(2):279-88.

151.  Steinmetz KA, Kushi LH, Bostick RM, Folsom AR, Potter JD. Vegetables, fruit,
and colon cancer in the lowa Women's Health Study. American journal of epidemiology.
1994;139(1):1-15.

152.  van Duijnhoven FJ, Bueno-De-Mesquita HB, Ferrari P, Jenab M, Boshuizen HC,
Ros MM, et al. Fruit, vegetables, and colorectal cancer risk: the European Prospective
Investigation into Cancer and Nutrition. The American journal of clinical nutrition.
2009;89(5):1441-52.

153.  Trichopoulou A, Costacou T, Bamia C, Trichopoulos D. Adherence to a
Mediterranean diet and survival in a Greek population. New England Journal of
Medicine. 2003;348(26):2599-608.

154. Estruch R, Ros E, Salas-Salvado J, Covas M-I, Corella D, Aros F, et al. Primary
prevention of cardiovascular disease with a Mediterranean diet. New England Journal of
Medicine. 2013;368(14):1279-90.

155.  Knoops KT, de Groot LC, Kromhout D, Perrin A-E, Moreiras-Varela O, Menotti
A, et al. Mediterranean diet, lifestyle factors, and 10-year mortality in elderly European
men and women: the HALE project. Jama. 2004;292(12):1433-9.

156. Martinez-Gonzélez MA, Fernandez-Jarne E, Serrano-Martinez M, Marti A,
Martinez JA, Martin-Moreno JM. Mediterranean diet and reduction in the risk of a first
acute myocardial infarction: an operational healthy dietary score. European journal of
nutrition. 2002;41(4):153-60.

157.  Michel de Lorgeril M, Salen P, Martin J-L, Monjaud I, Delaye J, Mamelle N.
Mediterranean diet, traditional risk factors, and the rate of cardiovascular complications
after myocardial infarction. Heart failure. 1999;11(6).

158.  Trichopoulou A, Vasilopoulou E. Mediterranean diet and longevity. British
Journal of Nutrition. 2000;84(S2):S205-S9.

159. Ernst E, Consortium C-C. Macrobiotic diet. 2014.

160. Kushi M, Blauer S, Esko W. The Macrobiotic Way: Penguin; 2004.

161. Brown S. Modern-day Macrobiotics: Transform Your Diet and Feed Your Mind,
Body, and Spirit: North Atlantic Books; 2006.

98



162. Dagnelie PC, van Staveren WA. Macrobiotic nutrition and child health: results of
a population-based, mixed-longitudinal cohort study in The Netherlands. The American
journal of clinical nutrition. 1994;59(5):1187S-96S.

163. Fallucca F, Fontana L, Fallucca S, Pianesi M. Gut microbiota and Ma-Pi 2
macrobiotic diet in the treatment of type 2 diabetes. World journal of diabetes.
2015;6(3):403.

164. Fallucca F, Porrata C, Fallucca S, Pianesi M. Influence of diet on gut microbiota,
inflammation and type 2 diabetes mellitus. First experience with macrobiotic Ma-Pi 2
diet. Diabetes/metabolism research and reviews. 2014;30(S1):48-54.

165. Harmon BE, Carter M, Hurley TG, Shivappa N, Teas J, Hébert JR. Nutrient
Composition and Anti-inflammatory Potential of a Prescribed Macrobiotic Diet. Nutrition
and cancer. 2015;67(6):933-40.

166. Kushi M, Esko E. The Macrobiotic Approach to Cancer: Towards Preventing and
Controlling Cancer with Diet and Lifestyle: Penguin; 1991.

167. Soare A, Del Toro R, Roncella E, Khazrai YM, Angeletti S, Dugo L, et al. The
effect of macrobiotic Ma-Pi 2 diet on systemic inflammation in patients with type 2
diabetes: a post hoc analysis of the MADIAB trial. BMJ open diabetes research & care.
2015;3(1):e000079.

168. Moskal A, Norat T, Ferrari P, Riboli E. Alcohol intake and colorectal cancer risk:
A dose-response meta-analysis of published cohort studies. International journal of
cancer. 2007;120(3):664-71.

169. Freedman ND, Abnet CC, Leitzmann MF, Mouw T, Subar AF, Hollenbeck AR, et
al. A prospective study of tobacco, alcohol, and the risk of esophageal and gastric cancer
subtypes. American journal of epidemiology. 2007;165(12):1424-33.

170. Botteri E, lodice S, Bagnardi V, Raimondi S, Lowenfels AB, Maisonneuve P.
Smoking and colorectal cancer: a meta-analysis. Jama. 2008;300(23):2765-78.

171. Chao A, Thun MJ, Jacobs EJ, Henley SJ, Rodriguez C, Calle EE. Cigarette
smoking and colorectal cancer mortality in the cancer prevention study II. Journal of the
National Cancer Institute. 2000;92(23):1888-96.

172. Liang PS, Chen TY, Giovannucci E. Cigarette smoking and colorectal cancer
incidence and mortality: Systematic review and meta-analysis. International Journal of
Cancer. 2009;124(10):2406-15.

173. Levi F, Pasche C, La Vecchia C, Lucchini F, Franceschi S. Food groups and
colorectal cancer risk. British Journal of Cancer. 1999;79(7-8):1283.

174. Siegel R, Xu J. Cancer statistics, 2010. Ca: a Cancer Journal for Clinicians.
2010;60(5):277.

175.  Andriole GL, Crawford ED, Grubb RL, Buys SS, Chia D, Church TR, et al.
Prostate cancer screening in the randomized Prostate, Lung, Colorectal, and Ovarian
Cancer Screening Trial: mortality results after 13 years of follow-up. Journal of the
National Cancer Institute. 2012.

176. Kronborg O, Fenger C, Olsen J, Jargensen OD, Sgndergaard O. Randomised
study of screening for colorectal cancer with faecal-occult-blood test. The Lancet.
1996;348(9040):1467-71.

177. Scholefield J, Moss S, Sufi F, Mangham C, Hardcastle J. Effect of faecal occult
blood screening on mortality from colorectal cancer: results from a randomised
controlled trial. Gut. 2002;50(6):840-4.

99



178. Sen CT. Food culture in India: Greenwood Publishing Group; 2004.

179. Pednekar M. The impact of tobacco use and/or body composition on adult
mortality in urban developing country population. Acta Universitatis Tamperensis.
2008;1340.

180. Gupta PC, Pednekar MS, Parkin D, Sankaranarayanan R. Tobacco associated
mortality in Mumbai (Bombay) India. Results of the Bombay cohort study. International
journal of epidemiology. 2005;34(6):1395-402.

181. Pednekar MS, Hébert JR, Gupta PC. Tobacco use, body mass and cancer
mortality in Mumbai Cohort Study. Cancer epidemiology. 2009;33(6):424-30.

182. Team PP, Gohagan JK, Prorok PC, Hayes RB, Kramer B-S. The prostate, lung,
colorectal and ovarian (PLCO) cancer screening trial of the National Cancer Institute:
history, organization, and status. Controlled clinical trials. 2000;21(6):251S-72S.

183. Prorok PC, Andriole GL, Bresalier RS, Buys SS, Chia D, Crawford ED, et al.
Design of the prostate, lung, colorectal and ovarian (PLCO) cancer screening trial.
Controlled clinical trials. 2000;21(6):273S-309S.

184. Gupta PC. Survey of sociodemographic characteristics of tobacco use among
99,598 individuals in Bombay, India using handheld computers. Tobacco control.
1996;5(2):114-20.

185. Yeole BB. An assessment of improvement in reliability and completeness of
Mumbai cancer registry data from 1964-1997. Asian Pac J Cancer Prev. 2001;2(3):225-
32.

186. Allison PD. Survival analysis using SAS: a practical guide: Sas Institute; 2010.
187. Kleinbaum DG, Klein M. Survival analysis: a self-learning text: Springer Science
& Business Media; 2006.

188. Shivappa N, Steck SE, Hurley TG, Hussey JR, Hébert JR. Designing and
developing a literature-derived, population-based dietary inflammatory index. Public
health nutrition. 2014;17(08):1689-96.

189. Stamler J, Vaccaro O, Neaton JD, Wentworth D, Group MRFITR. Diabetes, other
risk factors, and 12-yr cardiovascular mortality for men screened in the Multiple Risk
Factor Intervention Trial. Diabetes care. 1993;16(2):434-44.

190. Gerstein HC, Mann JF, Yi Q, Zinman B, Dinneen SF, Hoogwerf B, et al.
Albuminuria and risk of cardiovascular events, death, and heart failure in diabetic and
nondiabetic individuals. Jama. 2001;286(4):421-6.

191. Group UPDS. Tight blood pressure control and risk of macrovascular and
microvascular complications in type 2 diabetes: UKPDS 38. BMJ: British Medical
Journal. 1998:703-13.

192. Goldbourt U, Yaari S, Medalie JH. Factors predictive of long-term coronary heart
disease mortality among 10,059 male Israeli civil servants and municipal employees.
Cardiology. 1993;82(2-3):100-21.

193. Charlot M, Castro-Webb N, Bethea TN, Bertrand K, Boggs DA, Denis GV, et al.
Diabetes and breast cancer mortality in Black women. Cancer Causes & Control.
2017;28(1):61-7.

194.  Gallagher EJ. Type 2 diabetes and breast cancer-the role of hyperinsulinaemia in
breast cancer development and mortality. 2016.

195. Powe C, Tobias DK, Michels K, Chen WY, Eliassen AH, Manson JE, et al.
History of gestational diabetes mellitus (GDM) and risk of incident invasive breast cancer

100



among parous women in the Nurses' Health Study Il prospective cohort. Cancer
Epidemiology and Prevention Biomarkers. 2016:cebp. 0601.2016.

196. Adami H-O, Chow W-H, Nyrén O, Berne C, Linet MS, Ekbom A, et al. Excess
risk of primary liver cancer in patients with diabetes mellitus. Journal of the National
Cancer Institute. 1996;88(20):1472-7.

197. La Vecchia C, Negri E, Decarli A, Franceschi S. Diabetes mellitus and the risk of
primary liver cancer. International journal of cancer. 1997;73(2):204-7.

198. Chari ST, Leibson CL, Rabe KG, Ransom J, De Andrade M, Petersen GM.
Probability of pancreatic cancer following diabetes: a population-based study.
Gastroenterology. 2005;129(2):504-11.

199. Everhart J, Wright D. Diabetes mellitus as a risk factor for pancreatic cancer: a
meta-analysis. Jama. 1995;273(20):1605-9.

200. Huxley R, Ansary-Moghaddam A, De Gonzalez AB, Barzi F, Woodward M.
Type-I1 diabetes and pancreatic cancer: a meta-analysis of 36 studies. British journal of
cancer. 2005;92(11):2076-83.

201. Bonovas S, Filioussi K, Tsantes A. Diabetes mellitus and risk of prostate cancer: a
meta-analysis. Diabetologia. 2004;47(6):1071-8.

202. Kasper JS, Giovannucci E. A meta-analysis of diabetes mellitus and the risk of
prostate cancer. Cancer Epidemiology and Prevention Biomarkers. 2006;15(11):2056-62.
203. Waters KM, Henderson BE, Stram DO, Wan P, Kolonel LN, Haiman CA.
Association of diabetes with prostate cancer risk in the multiethnic cohort. American
journal of epidemiology. 2009;169(8):937-45.

204.  Zhang P-H, Chen Z-W, Lv D, Xu Y-Y, Gu W-L, Zhang X-H, et al. Increased risk
of cancer in patients with type 2 diabetes mellitus: a retrospective cohort study in China.
BMC public health. 2012;12(1):567.

205. HeJ, Stram D, Kolonel L, Henderson B, Le Marchand L, Haiman C. The
association of diabetes with colorectal cancer risk: the Multiethnic Cohort. British journal
of cancer. 2010;103(1):120-6.

206. Adami H-O, McLaughlin J, Ekbom A, Berne C, Silverman D, Hacker D, et al.
Cancer risk in patients with diabetes mellitus. Cancer Causes and Control. 1991;2(5):307-
14.

207. Giovannucci E, Rimm EB, Stampfer MJ, Colditz GA, Willett WC. Diabetes
mellitus and risk of prostate cancer (United States). Cancer Causes and Control.
1998;9(1):3-9.

208. Vikram NK, Pandey RM, Misra A, Sharma R, Devi JR, Khanna N. Non-obese
(body mass index< 25 kg/m 2) Asian Indians with normal waist circumference have high
cardiovascular risk. Nutrition. 2003;19(6):503-9.

209. Organization WH. Obesity: preventing and managing the global epidemic: World
Health Organization; 2000.

210. Ramachandran A, Snehalatha C, Mary S, Mukesh B, Bhaskar A, Vijay V. The
Indian Diabetes Prevention Programme shows that lifestyle modification and metformin
prevent type 2 diabetes in Asian Indian subjects with impaired glucose tolerance (IDPP-
1). Diabetologia. 2006;49(2):289-97.

211. Yeole BB, Kurkure A. An epidemiological assessment of increasing incidence
and trends in breast cancer in Mumbai and other sites in India, during the last two
decades. Asian Pacific Journal of Cancer Prevention. 2003;4(1):51-6.

101



212. Saxena S, Szabo ClI, Chopin S, Barjhoux L, Sinilnikova O, Lenoir G, et al.
BRCA1 and BRCAZ in Indian breast cancer patients. Human mutation. 2002;20(6):473-
4.

213. Harrison PA, Kavitha Srinivasan BV, Vidyasagar M, Nair S. Risk factors for
breast cancer among women attending a tertiary care hospital in southern India.
International Journal of Collaborative Research on Internal Medicine & Public Health.
2010.

214. Raval GN, Patel DD, Sainger RN, Shah MH, Shah JS, Patel MM, et al. A study of
various sociodemographic factors and plasma vitamin levels in oral and pharyngeal
cancer in Gujarat, India. Asian Pacific J Cancer Prev. 2001;2:215-24.

215. Pednekar MS, Gupta PC, Shukla HC, Hebert JR. Association between tobacco
use and body mass index in urban Indian population: implications for public health in
India. BMC Public Health. 2006;6(1):70.

216. Pednekar MS, Hakama M, Hebert JR, Gupta PC. Association of body mass index
with all-cause and cause-specific mortality: findings from a prospective cohort study in
Mumbai (Bombay), India. International journal of epidemiology. 2008;37(3):524-35.
217. Pednekar MS, Gupta PC, Hebert JR, Hakama M. Joint effects of tobacco use and
body mass on all-cause mortality in Mumbai, India: results from a population-based
cohort study. American journal of epidemiology. 2008;167(3):330-40.

218. Shukla H, Gupta P, Mehta H, Heébert JR. Descriptive epidemiology of body mass
index of an urban adult population in western India. Journal of epidemiology and
community health. 2002;56(11):876-80.

219. Ujpél M, Matos O, Bibok G, Somogyi A, Szab0 G, Suba Z. Diabetes and oral
tumors in Hungary. Diabetes care. 2004;27(3):770-4.

220.  Wideroff L, Gridley G, Chow W-H, Linet M, Mellemkjaer L, Olsen JH, et al.
Cancer incidence in a population-based cohort of patients hospitalized with diabetes
mellitus in Denmark. Journal of the National Cancer Institute. 1997;89(18):1360-5.

221. Hamdy O, Porramatikul S, Al-Ozairi E. Metabolic obesity: the paradox between
visceral and subcutaneous fat. Current diabetes reviews. 2006;2(4):367-73.

222. Després J-P, Lemieux I. Abdominal obesity and metabolic syndrome. Nature.
2006;444(7121):881-7.

223. Guariguata L, Whiting D, Hambleton I, Beagley J, Linnenkamp U, Shaw J.
Global estimates of diabetes prevalence for 2013 and projections for 2035. Diabetes
research and clinical practice. 2014;103(2):137-49.

224. Habib SL, Rojna M. Diabetes and risk of cancer. ISRN oncology. 2013;2013.
225. Goldman N, Lin I-F, Weinstein M, Lin Y-H. Evaluating the quality of self-reports
of hypertension and diabetes. Journal of clinical epidemiology. 2003;56(2):148-54.

226. Kriegsman DM, Penninx BW, Van Eijk JTM, Boeke AJP, Deeg DJ. Self-reports
and general practitioner information on the presence of chronic diseases in community
dwelling elderly: a study on the accuracy of patients' self-reports and on determinants of
inaccuracy. Journal of clinical epidemiology. 1996;49(12):1407-17.

227. OkuraY, Urban LH, Mahoney DW, Jacobsen SJ, Rodeheffer RJ. Agreement
between self-report questionnaires and medical record data was substantial for diabetes,
hypertension, myocardial infarction and stroke but not for heart failure. Journal of clinical
epidemiology. 2004;57(10):1096-103.

102



228. MaY, Hébert JR, Li W, Bertone-Johnson ER, Olendzki B, Pagoto SL, et al.
Association between dietary fiber and markers of systemic inflammation in the Women's
Health Initiative Observational Study. Nutrition. 2008;24(10):941-9.

229. MaY, Balasubramanian R, Pagoto SL, Schneider KL, Culver AL, Olendzki B, et
al. Elevated depressive symptoms, antidepressant use, and diabetes in a large multiethnic
national sample of postmenopausal women. Diabetes Care. 2011;34(11):2390-2.

230. Yang YX, Hennessy S, Lewis JD. Insulin therapy and colorectal cancer risk
among type 2 diabetes mellitus patients. Gastroenterology. 2004;127(4):1044-50.

231. Chang T-C, Tung C-C, Hsiao Y-L. Hormonal changes in elderly men with non-
insulin-dependent diabetes mellitus and the hormonal relationships to abdominal
adiposity. Gerontology. 1994;40(5):260-7.

232. Vigneri P, Frasca F, Sciacca L, Pandini G, Vigneri R. Diabetes and cancer.
Endocrine-related cancer. 2009;16(4):1103-23.

103



	Association between Diabetes and Cancer in Indian and US Populations using Longitudinal Study Design
	Recommended Citation

	tmp.1510091781.pdf.yOi1H

