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ubstance abuse is a health problem with serious psychological and psychiatric dimensions

and multiple social and economic consequences. Cancer is a disease that threatens not only

life and physical integrity but mental health as well. Oncology patients suffer from mental

disorders in high rates, especially from depression and anxiety. The role of substance abuse
in the pathogenesis of cancer is studied systematically, since there are research data supporting the
mutagenic effects of certain substances. It has been supported that a possible dysregulation of the
immune system is linked to the oncogenic processes induced by substances of abuse. Specifically,
opioids are the first addictive substances that have been identified as oncogenic factors. However,
conflicting results have been offered by experimental animal studies, which showed that opioids,
such as morphine, depending on the dosage administered, may not only enhance the process of
tumor growth, but also inhibit it. Additionally, research data indicate that the use of cannabis may
be associated with cancer, either as an independent factor or in relation to other mutagenics, al-
though it is not yet clear to which extent these effects may be connected to the disease, especially
once the consumption of tobacco and alcohol by these patients are taken into account. However, it
has been argued that certain cannabinoids may have biological —anticancer- activities which could
be used therapeutically without being accompanied by the corresponding 9-tetrahydrocannabinol
psychoactive effects. It is well known that alcohol is a risk factor for developing head and neck
cancer, and epidemiological studies indicate that the higher the consumption of alcohol, the more
mortality due to cancer increases. In addition, it is suggested that there is no safety level for alcohol
consumption regarding the risk of developing cancer; that is even a minimum daily consumption is
associated with the occurrence of certain types of cancer. Specific components have been identi-
fied in tobacco, which are considered to be carcinogenic and responsible for tumor development
in various sites. Moreover, complicated psychiatric problems arise due to substance abuse in cancer
patients, either in the context of pain treatment, or under pre-existing dependence. The rational
use of opioid analgesics, when it is medically required as suggested by the health professionals spe-
cialized in the treatment of acute pain in cancer patients, could be a therapeutic option. Substance
abuse reduces treatment compliance, worsens cancer prognosis and seems to be a negative factor
for the quality of life of these patients. Current literature highlights the importance of appropriate
psychiatric interventions to address substance abuse in cancer patients.
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Introduction

The use and the abuse of addictive substances -le-
gal and illegal- are among the greatest public health
problems of the developed world and may lead to
serious social complications. The use of alcohol and
other substances has been associated with reduced
productivity, absence from work and accidents
which may lead to financial hardship.' Furthermore,
the significant health problems that accompany sub-
stances abuse lead to a serious burden on the health
system, especially in countries such as Greece, where
the health system is still in development and matu-
ration process. The comorbidity of mental disorders
with other medical conditions in patients with sub-
stance abuse disorders constitutes a major health
problem that requires targeted medical interven-
tions and the securing of financial resources.

Cancer is the most common cause of death after
heart disease. These patients experience high levels
of stress and —depending on each person’s vulnera-
bility— they suffer from mental disorders at high rates
such as depression and anxiety disorders.? Cancer is
not only a life-threatening disease, but it also consti-
tutes a psychotraumatic factor that may trigger neg-
ative feelings and affect functionality.

Many environmental factors have been studied
and implicated for their mutagenic action.>* Current
research offers some scientific evidence support-
ing the link of addictive substances with cancer.®
Moreover, both these serious health problems are
investigated in the light of psychosocial issues which
result from the substance abuse by cancer patients,
either in the context of pain management, or under a
preexisting psychiatric history of dependency.

The role of addictive substances
in pathogenesis of cancer

Opioids

Opioids are the first substances which were identi-
fied as oncogenetics. Research studies support that
opioid receptors, mainly the p-receptors, are associ-
ated with the increase and growth of cancer cells and
the enhancement of angiogenesis and metastasis.
These data refer to the endogenous opioids but also
to the exogenous opioids which are administered to
cancer patients for pain management.®’ It is under
question if drugs which act as antagonists of opioid
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receptors could inhibit, in some degree, the carcino-
genesis process.?

Heroin

Early cytogenetic studies show that the use of her-
oin affects and leads to significant changes in the
chromosomes. The withdrawal from heroin use and
the admission into a drug treatment program are as-
sociated with a significant reduction of chromosomal
damage within a year.” Indeed, studies with newborns
of mothers addicted to heroin showed that the chro-
mosome alterations were six to seven times more
compared to the control group with newborns of nor-
mal mothers. Previous studies showed a high preva-
lence of approximately 10% of these alterations in
cells that were studied prenatally and postpartum in
mothers who had used heroin or were in methadone
treatment program.'® Similar findings were reported in
primates that received heroin. Chromosome damage
of these newborns was ten times more than newborns
of healthy animals." A study showed the association of
heroin with carcinogenesis. Specifically, it showed an
unexpected increase in the CNS of M2 protein in pa-
tients with acute myeloid leukemia which is associated
with heroin addiction in the past.”? In a recent study,
44,000 patients attended a program for heroin over
10 years. In this program, high death rates from cancer
were reported, which according to the authors may be
related to the increased frequency of infections due
to immunosuppression and with the significant con-
sumption of tobacco and alcohol.”* However, it should
be considered that the earliness of deaths among her-
oin users might not permit a full research regarding its
influence in the development of neoplasms.

Morphine

Morphine is a derivative of heroin and is main-
ly used for the treatment of pain. In in vivo studies
(animal studies), its impact on the chromosome was
confirmed, while it wasn't possible to confirm these
findings by in vitro studies. Morphine is classified as
a co-mutagenic and it is supported that it could act
in a long term through inhibition of copying or in re-
lation to procedures of the repair of mutations lead-
ing to the conversion of temporary changes in per-
manent mutations.' In animal studies, it was shown
that morphine does not cause the development of
new tumors but increases the growth of existing
neoplasms, thus reducing the life of the animal.”
However, research data are conflicting, since there
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are both in vivo and in vitro studies which support
not only the enhancement but also the reduction of
tumors. It seems that the difference in the results is
associated with the administered dose of this opioid.
Specifically, larger doses for significant periods of
time may limit the tumor’s growth, while lower doses
may be associated with adverse effects.'® Moreover,
the immunosuppressive activity and the effect of
morphine in cell apoptosis may be involved in the
biological pathways that lead to carcinogenesis."”'®

Codeine

Due to its widespread and systematic use as an an-
algesic, codeine has been included in the substances
for evaluation by the National Cancer Institute and the
FDA in the United States’ national research program
for the effects of toxic substances on public health. No
evidence was found regarding carcinogenesis, how-
ever it is considered to belong to the substances that
may potentially cause cancer in laboratory animals.'**

Cocaine

Cocaine is known for its teratogenic properties, the
disruption of the neurotransmitters function, and its
concomitant alterations in brain structures such as
cortical areas.”’ Furthermore, cocaine is associated
with severe perinatal lesions and with abortions.?? In
laboratory animals it causes severe liver damage ac-
companied by significant changes in DNA.% Although
the carcinogenetic properties of cocaine have not
been established, the automated electronic evaluation
[Computer Automated Structure Evaluation (CASE)]
classifies cocaine among carcinogenic agents. This is
an advanced artificial intelligence program that iden-
tifies molecular infrastructure which is responsible for
different biological activities.”* Furthermore, the adul-
teration of cocaine with levamisole, a powerful and
toxic anti-inflammatory and anti-cancer agent, causes
many side effects such as agranulocytosis, while stud-
ies estimating the danger of mixing the two substanc-
es are in progress.”® Additionally, the cocaine use has
been found to reduce the response to the administra-
tion of chemotherapeutic agents, such as imatinib in
patients with chronic myeloid leukemia, probably be-
cause of cocaine’s effect on cytochrome P450.%

Cannabis

Cannabis, also known as marijuana, originates from
the plant Cannabis Sativa and is used as a psychoac-
tive substance, as well as a pharmaceutical agent. The
component with the principal psychoactive activ-
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ity is 9-tetrahydrocannabinol which is one of the 483
known components. Eighty three are cannabinoids.”
Research data indicate that cannabis smoking may
be involved in carcinogenesis, either as an independ-
ent factor, or in connection with other mutagens,
especially in studies concerning the respiratory and
gastrointestinal system of young adults.” Indeed, im-
portant histopathologic and molecular changes have
been observed in the bronchial epithelium of sys-
tematic hashish smokers. In particular, in systematic
smokers, more histopathologic lesions were identified
compared to the control group which included non-
smokers.”” However, from a recent meta-analysis of
6 case-control studies which included 2,150 patients
who suffered from lung cancer, only some indications
were found as concerns the association of lung cancer
with chronic cannabis, taking into consideration the
tobacco smoking and the severity of cannabis abuse,*
Although research data support the adverse effects of
cannabis in the respiratory system, it is not clear yet to
what extent these effects are associated with cancer.’'
Additionally, the findings of epidemiological studies
regarding the risk of head and neck cancer are con-
tradicting, especially after controlling for tobacco and
alcohol use in these patients.>? Similar studies have
also been conducted as regards other cancer types,
such as the testicular cancer. A study indicated that
among the oncological patients, those who had a his-
tory of cannabis use were twice as like to develop cer-
tain histological types of cancer with worse prognosis,
compared to patients who had no relevant history.*
However, some preclinical animal studies showed that
certain cannabinoids such is cannabidiol (CBD), may
have biological effects, which can be used therapeu-
tically as anti-cancer, anti-inflammatory and analgesic
substances, without 9-tetrahydrocannabinol psycho-
active effect. The anticancer effects of cannabinoids
are related to a variety of mechanisms such as the re-
duction of apoptosis in healthy cells, the inhibition of
proliferation in cancer cells, and the minimization of
tumor angiogenesis and metastasis process. In par-
ticular, in vitro studies of breast and lung cancer cells,
it has been argued that CBD through its action in re-
ceptors, such as the receptor cannabinoid type 1(CB1)
and the intercellular adhesion molecule-1 (ICAM-1 is
associated with the immune system) may restrict the
survival of cancer cells, with small effect on health
cells, while it reduces the migration of malignant cells.
Moreover, there is strong evidence from in vitro stud-
ies that this specific cannabinoid increases the chemo-
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preventive action of certain drugs, and helps the up-
take of chemotherapeutic agents into tumor cells.>*

Alcohol

Itis known that the abuse and alcohol dependence is
one of the greatest and most intractable public health
problems with high costs and serious social effects.
The degree of consumption and the frequency of
abuse are related to a variety of physical and psycho-
logical problems. Furthermore, according to the World
Health Organization it is one of the five major risk fac-
tors internationally associated with disease, disabil-
ity and death. Additionally, it constitutes a causative
agent for more than 200 diseases, with cancer among
them.® Indeed, there is evidence that the prenatal
fetal exposure to alcohol increases in adulthood the
probability of dependence behaviors through mecha-
nisms that cause changes in neurotransmitters’ func-
tion and eventually neurophysiological changes with
adverse effects on learning processes.* In this context
it appears that early brain exposure to alcohol during
its primary development stages increases indirectly
carcinogenesis, since it is a risk factor for alcoholism.

A review of genetic epidemiology studies of head
and neck cancer showed that these types of cancer
are associated with polymorphisms in the alcohol
metabolism genes. Specifically, they are associated
with three variants of ADH (Alcohol dehydrogenase)
gene, which controls the metabolism of ethanol. This
risk can be modified by the genes that control ADH,
especially polymorphisms ADH1B and ADH1C, which
oxidizes ethanol to its carcinogenic metabolite, acet-
aldehyde.*”

Epidemiological studies indicate that the higher the
consumption of alcohol, the greater the mortality from
cancer, and furthermore that there is no security level
in alcohol use in relation to the risk of cancer develop-
ment. Even a minimum daily consumption is associ-
ated with the occurrence of certain types of cancer.®®

It is well known that alcohol is a risk factor for head
and neck cancer, especially in the oral cavity, pharynx,
larynx and esophagus.®® The results of various studies
show that stopping alcohol consumption is associated
with a reduced risk of cancer development in the lar-
ynx and pharynx. A study concludes that for the heavy
drinkers 35 years of discontinuing consumption are
required, so that the relative risk would become equal
to that of individuals’ who do not consume alcohol.
However, it is noteworthy that significant reduction
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of risk is recorded in a short time, which demonstrates
the major importance of discontinuing alcohol in order
to prevent cancer.*® Also, alcohol consumption is a risk
factor for various other cancer types; such are in upper
digestive tract, liver, bowel and in breast.*~* Indeed,
an even small dose of ethanol increases the risk for
breast cancer. Specifically, moderate alcohol consump-
tion is found to increase the risk for breast cancer by
4%, while heavy consumption increases it by 40-50%.
It has been suggested that alcohol increases the levels
of estrogen and thus enhances carcinogenic effect of
hormones in mammary gland. Also, the role of acet-
aldehyde and some epigenetic changes that involve
methyl-1-transferase which affect the life cycle cell are
studied.** Prevention strategies should be designed to
include early detection of alcohol abuse in women in
order to reduce the risk for breast cancer. A significant
proportion of depressive women abuse alcohol and
that may not be recognized by mental health profes-
sionals.* Furthermore, the results of a recent meta-
analysis support the existence of a casual relationship
between heavy alcohol consumption and an increased
risk for colon cancer, and also provide further evidence
for the association between moderate alcohol intake
and a relative risk for colon cancer. Nevertheless, many
issues remain unsolved, including the quantification
of consumption, since there are indications of risk
even for mild consumption (a drink per day). However,
moderate (2-3 drinks/day) alcohol consumption was
found to increase by 21% the development of cancer
and heavy one (>4 drinks/day, which is equivalent to
>50 gr/day of ethanol) is associated with 52% increased
risk for colorectal cancer.*® The aforementioned find-
ings along with the fact that a great number of women
and especially men consume alcohol in a regular basis
as well as with the high global incidence of colorec-
tal cancer (particularly in developed countries) are of
great significance due to their impact on public health.
Abstinence from alcohol should be included in preven-
tion strategies for colon cancer.

Smoking

In tobacco, specific components are identified
which are considered to be carcinogenic and respon-
sible for the development of disease in various loca-
tions on the head, neck, lung, prostate and kidney.*
Indeed, a total of 30% of cancers are thought to be
related to smoking and tobacco consumption.*®
Smoking has been implicated in the development of
lung cancer and studies have explored the correla-
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tion of specific histological types such as adenocar-
cinoma which is related to lower diversification in
smokers.* In fact, lung cancer patients who smoke
report higher levels of stress in comparison with can-
cer patients suffering from any other type of cancer,
which is associated with strong feelings of guilt and
shame about their behavior and the casual relation-
ship of this behavior with lung cancer.*

Abuse of addictive substances in cancer

The use of addictive substances has been studied in
adult patients who have survived from cancer that ap-
peared in childhood. One study suggested that cancer
survivors, who were diagnosed in older age, were at
greater risk for substance abuse and the appropriate
psychiatric interventions could reduce this risk.”'

The use of opioids analgesics
to control pain in cancer

Cancer is accompanied by serious and persistent
physical complaints including chronic pain which is
an important negative prognostic factor for survival in
cancer patients.”? The use of opioids as analgesics to
treat cancer is a common treatment option. However,
various clinical issues arise related to their administra-
tion, particularly in terminally ill patients. Frequently,
due to their concern that their patients may develop
dependence, doctors avoid to administer analgesics
to such an extent that the patients cannot experience
the therapeutic benefits of analgesia. Moreover, the
patient’s relatives, based on the same rationale, may
also feel concerned and thus may reject the idea of
their family member using opioids. Therefore, the fear
of stigma may influence and hinder medical care.*®

Additionally, the use of opioids for pain treatment
and specifically acute pain or pain at terminally ill
patients is associated with lower risk for developing
abuse behaviors. In contrast, the use of these drugs
in chronic pain and especially in patients with sub-
stance abuse history, increase the relative risk, which
generally is identified in 8 to 17% of cancer patients
who receive opioids for treating chronic pain.>
When medically necessary, the careful use of opi-
oids analgesics for acute pain management in cancer
patients is suggested.> The appropriate education
and training of healthcare professionals is necessary
in order to ensure an integrative medical approach,
free from prejudiced beliefs.>®
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Alcohol abuse in cancer patients

Alcohol abuse is a risk factor for certain cancers
types; such are head and neck cancer. Some of the
patients continue to abuse alcohol even after their
cancer’s diagnosis and that is a frequent practice
with bad consequences both in the quality of life and
in the survival of these patients.”’ Indeed, a study
which assessed the habits of cancer patients with
head-cervical cancer according to alcohol, found
that half of these patients continued to consume
alcohol.*® Psychiatric interventions in these patients
aiming at psycho-educating them regarding the
possible consequences of alcohol use, as well as
treating depressive symptoms, that often appear in
cancer patients who abuse alcohol, could lead to the
reduction of alcohol intake, with beneficial results in
the prognosis of cancer.>

Tobacco use in cancer patients

Many patients despite being diagnosed with
cancer continue to smoke or relapse quickly in
case they had quit smoking. Specifically, a study
which recorded the behavior of smoker patients
with non-small cell lung cancer during a four-year
period found that only almost 40% of them had
permanently quit smoking in the first two years.®®
It has been observed that critically ill patient quit
smoking more frequently and more constantly than
those with less serious disease. Indeed, in a study
for smoking cessation of patients with head and
neck cancer, patients who were treated with a sur-
gery as laryngectomy, had significantly higher rates
of abstinence from smoking compared with those
who received radiotherapy.®’ Therefore, several fac-
tors may influence smoking cessation and the du-
ration of abstinence in cancer patients, such as the
stage of the disease and the treatment selected.
Moreover, it has been suggested that the time pe-
riod during the diagnosis of cancer could be used in
order to implement the appropriate interventions,
since the high motive and the therapeutic relation-
ship may facilitate smoking cessation. Also, it is
required to address possible problems that follow
smoke cessation, such as depression and weight
gain. The use of drug therapies, such as nicotine
replacement therapy (e.g., skin patches or nicotine
gum) and problem solving training may be used in
combination to achieve the best possible therapeu-
tic result.®
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Conclusions

The abuse of legal and illegal substances through
direct and indirect mechanisms increases inflammato-
ry activity at a molecular level.> Meanwhile, evidence
from epidemiological, preclinical and clinical studies,
suggest that dysregulated inflammatory activity plays
a central role in a variety of chronic diseases, includ-
ing cancer. These inflammatory processes may be trig-
gered by a number of environmental factors as well
as by unhealthy lifestyle that includes tobacco use,
stress, bad diet, obesity and alcohol use. The afore-
mentioned factors are believed to be involved in the
development of 90% of all cancer types.%* Therefore,
it seems that the odds of developing cancer are sig-
nificantly affected by our lifestyle choices. Several un-
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controllable risk factors are involved in the majority of
cancer types; however we can change our daily habits
in order to reduce this threat.

The use of opioids analgesics for pain management
in cancer patients constitutes an appropriate thera-
peutic option when medical reasons dictate it, such
as in acute pain. Providing information to the patients
and their relatives regarding the treatment plan con-
tributes to a higher level of compliance and reduces
the risk of abusing these drugs.

Tobacco and alcohol abuse in cancer patients aggra-
vates the prognosis of cancer and acts as a negative
factor for the quality of life of these patients. These
data highlight the need for the development and im-
plementation of appropriate interventions regarding
these patients.
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H xprion Twv e£aptnoloyovwy oucilwv amoTeAE], LeTAE) TTOAWY AAAWVY, £VA UYEIOVOUIKO TIPORBANUA HE
oo apég PUXONOYIKEC Kal YPUXIATPIKEC SIAOTACEIG, VW OUVOSEVETAL ATTO SUCUEVESTATEG KOIVWVIKEG
KOl OIKOVOMIKEG EMMTWOELG. MapAAANAg, 0 KApKivog gival pia vooog amelAnTikr oxt pévo yia tn {wn
KAl TN CWHATIKN 0KEPAIOTNTA, AAAA Kal yla TRV YuxIKn vyeia. Ot oykoloyikoi acBeveic epgavifouv Yu-
XIKECG SlaTapayég o LPNAA TTOC0OTd, Pe TpoeEdpxouoa TNV KATAOAIYN Kal TIG ayxwoel Siatapaxés. O
PONOC TWV €0PTNOIOYOVWY OUCIWY OTNV AITIONTABOYEVEIQ TOU KAPKIVOU JEAETATAL CUCTNUATIKA, APOU
unidpyouv epeuvnTikd Sedopéva mou umooTnpifouv tn pHeTaANaéloydvo Spdon OpIoUEVWY ATTO AUTEG.
H Siatapayr Tng Aeltoupyiag Tou avooommoinTIKoU GUCTAUATOC, TTOU TIIBAVOV TTPOKAAOUV OPIOHEVES
amo TIG OUCIEG AUTEG, aiveTal va oXeTI(eTAL PE TNV OYKOYEVETIKN Toug Spdon. EldikdTepQ, Ta omov-
X0 €ival ol TpwTeG £€0PTNOIOYOVEC OUCIEC TTOU TauTomoIONKav WG MapdyovTeg oykoyéveonc. QoTtdoo,
and peNéTeG TelpapaTolwwy €Xouv UTTOOTNPLXOE avTikpououeva anoteAéopata- yia mapddelypa ma-
paTnEnONnKe dx1 HOvov evioxuon aAAd Kat avacToAn Tng dtadikaciag Tng avénong Twv dykwy, avdioya
pe T 600N Tou Xopnyoupevou omoeldolc, OTwe TNG Lop@ivng. EmmpooBétwc, undpyxouv epeuvnTiKA
Sedopéva ta omoia Seixvouv OTL n xprion e vSIKAGS kKavvapng umopei va oxetifetal pe Tov KapkKivo
€ITE WG AUTOVORIOC TTAPAYOVTAG EiTE O OXé0N e AANa HeTaANaEloyOva, OpWG eV gival akOun oaéc o
molov Babud autég ol Spdoelg TN ouaiag pumopei va cuvdéovtal pe Tn vooo, €I8IKA apol GUVUTIONOY!I-
0600V N KAaTavAAwon Kammvou Kat AAKOON 0TOUG CUYKEKPIUEVOUC aoBeveic. MapdN autd €xel umooTnpel-
XO¢i 611 oplopéva kavvaBivoetdr mbavov va €xouv Bloloyikég SpAoelg Tou urmopouv va alomotnfouv
OepameuTIKG, OTTWG €ival Ol AVTIKAPKIVIKEG, XwpIG va ouvodelovTtal mapAdAAnAa amd Tnv avtioTtolxn
YuxodpaoTikn emidpacn TN 9-teTpaidpokavvapivorng. Eival yvwotod edw kat ToANd xpovia 611 To
AaAKOOM amoTeAei TapdyovTa Kiv&UVou yia TNV avamtuén KapKivou oTnv KEQAAR Kal 0Tov TPAXNAO, EVW
emMONUIONOYIKEG HENETEC Oeixvouv &TL 600 PEYANUTEPN Eival N KATAVAAWGN TOoU AAKOOA, TO00 audavel
n BvnopotnTa amd Kapkivo, kat emmAéov 0TI Sev UTIAPXEL eMiMedo aoPaAeiag 0TNV KATavAAwWon Tou
AAKOOA o€ oxéon He Tov Kivuvo avamtuéng kapkivou, SnAadr €éotw Kat n eAAXIoTN NUEPHOla Kata-
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QAVTIHETWTTION TNG XPONG OTOUG OYKOAOYIKOUC aoBeVeic.
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