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Introduction

My PhD study programme has been focused on pharmacoepidemiologic topics.
Pharmacoepidemiology applies epidemiologic reasoning, methods and knowledge to the
study of the uses and effects, beneficial and harmful, of medications in a defined population.
Pharmacoutilization studies, in particular, aim at collecting the prescriptive profile of the
sample investigated.

Beside risk/effectiveness evaluations or the compliance assessment to a treatment, drug intake
may be a indirect clue of the healthiness of the studied population since it is the marker of a
disease severe enough to require a medication.

Data concerning the use of prescribed medications and over the counter (OTC) may also
allow to evaluate potential risks of drug-drug interactions (DDI) which represents a particular
concern especially in the elderly, where polypharmacy is extremely common.

DDI may be represented by a pharmacokinetic or pharmacodynamic interference of drugs on
each other, which can determine an impaired effectiveness or an increased toxicity and is one
of the main causes of adverse drug reaction, being responsible for up to 23% of hospital
admissions (Secoli 2010).

In this context I have performed a pharmacoutilization study investigating the risk of potential
DDI between treatment potentially used in dentistry and the prescribed medications/OTC
used by outpatients attending a dental clinic.

Moreover, pharmacoepidemiology surveys offer the possibility to investigate use and
attitudes towards other agents such as dietary supplements (DS), herbal remedies (HR) and
illicit substances such as doping.

Indeed, the use of the these substances appears to be raising, thought studies in literature are
quite scarce.

Therefore, I decided to investigate the use, knowledge (benefits and risks) and attitudes
towards these agents within sports.

I have also deepened the herbal remedies topic HR performing an extensive review of the

existing literature and followinf s muticenter study in the setting of multiple sclerosis.



Prescribed medication and risk of DDI in dentistry

Drug profile in patients attending dental clinics has been poorly investigated since the few
pharmacoutilization studies present in literature were often focused on the use of drugs by the
dental practitioner (Gémez-Olivan 2007; Ciancio 1998) and, in some cases, on specific class
of medications such as NSAID or antimicrobials (Epstein 2000; Cherry 2012; Levrini 2008).
Therefore, though the most common medication prescribed in dentistry presents a large
therapeutic index, DDI with prescribed medication, as well as with DS or HR may occur
(Moore 1999-partl). Indeed, since they do not require prescription, DS and HR become in the
last decades a substantial and growing part of health-care behaviour in affluent nations
(Bailey 2012).

The risk of DDI in dental patients is a matter of concern since the prevalence of elderly dental
patients is growing and the need for complex procedures is raising (Hersh 2008).
Polypharmacy and pharmacokinetics/pharmacodynamics changing due to aging make these
subjects especially vulnerable to risk for adverse drug reactions and DDI (Corsonello 2010).
The aim of the following study “Prescribed medication and risk of drug-drug interaction in
dentistry: a survey in ambulatory patients” was to investigate the risk of DDI in dentistry
patients investigating any potential interaction between drug or DS/HR used and common

treatments in dentistry.



Prescribed medication and risk of drug-drug interaction in

dentistry: a survey in ambulatory patients

Abstract

Objectives: Drugs used in dental practice have often a large therapeutic index, are usually in
a single dose or in short-term form and frequently used for elective procedures, however,
drug-drug interactions (DDI) with prescribed medication, as well as with dietary supplements
(DS) or herbal remedies (HR) may occur. Nevertheless, pharmacoepidemiologic data in this
field are scarce. The aim of the present study was to investigate the risk of DDI in dentistry
patients investigating use pattern of drugs and DS/HR.

Methods: Dentistry outpatients were consecutively enrolled and surveyed through a semi-
structured questionnaires divided into three sections in order to collect sociodemographical,
pharmacological, DS and HR data. Potential risk of interactions was evaluated checking any
potential interaction reported in literature between the drugs, DS and HR used in the studied
population and treatments commonly used in dentistry practice.

Results: 100 patients were enrolled, 37% were under prescribed medications, mainly
represented by cardiovascular drugs. 82 potential DDI were detected and were principally
represented by potential interactions with NSAIDs (88%) and antimicrobials (75%).
Conclusions: The study underlines that dentistry outpatients are often under a
pharmacological tretament and polypharmacy is not unfrequent, with a high risk of DDI with
treatment prescribed by the dentist. Therefore, a careful evaluation of all the medications
including DS and HR and a the knowledge of potential interactions with dentistry treatments

is mandatory to avoid the risk of DDI.



Introduction

Little is known about drug prescription and use in patients attending dental clinics (Carter
2007; Brindley 2003; Miller 1992). Indeed, the few studies present in literature available are
often focused on drug prescription by the dental practitioner (Goémez-Olivan 2007; Ciancio
1998) and, in some cases, on patient use of specific class of medications such as NSAID or
antimicrobials (Epstein 2000; Cherry 2012; Levrini 2008).

The most common medication prescribed in dentistry are represented by a limited number of
therapeutical agents: antimicrobials, analgesics, local anesthetics, sedatives and axiolytics and
vasoconstrictors (Gémez-Olivan 2007; Ciancio 1998). Though these medication have often a
large therapeutic index, are usually in a single dose or in short-term form (five to 10 days) and
frequently used for elective procedures, drug-drug interactions (DDI) with prescribed
medication, as well as with dietary supplements (DS) or herbal remedies (HR) may occur
(Moore 1999).

DDI can be defined as a pharmacokinetic or pharmacodyamic interference of drugs on each
other, which may result in impaired effectiveness and/or increased toxicity. Indeed, DDI is
one of the main causes of adverse drug reaction, being responsible for up to 23% of hospital
admissions (Secoli 2010).

Since drug use increases significantly with age (Moore 1999-partl) the polypharmacy is
common among older people, representing a major concern in the care of these subjects. In
addition aging is associated changes in pharmacokinetics such as impaired drug clearance and
pharmacodynamics with a progressive decline in homeostatic mechanisms, make these
subjects especially vulnerable to risk for adverse drug reactions and DDI (Corsonello 2010).
Moreover, the prevalence of elderly dental patients is growing and due to the reduction of
edentulism and tooth loss, the need for complex periodontal, implant and restorative

procedures is raising (Hersh 2008).



Similarly to elderly patients, paediatric dental patients due to their particular physiology and
anatomy (increased receptor sensitivity, narrow nares, large tongue, high glottis, smaller
diameter of the airway passages) are particularly vulnerable to drug interactions, especially
involving multiple central nervous system agents such as local anaesthetics together with
narcotic sedatives (Hersh 2008).

Besides prescription medicines, another source of DDI is increasingly represented by dietary
supplements (DS) or herbal remedies (HR). DS and HR do not require prescription and they
became in the last decades a substantial and growing part of health-care behaviour in affluent
nations (Bailey 2012).

Therefore, the aim of the present study was to investigate the potential for DDI in dentistry
patients by assessing in a cohort of outpatients attending a dental clinic: (i) the use pattern of
prescription and non-prescription medicines as well as of DS/HR; (ii) the relationship
between medicines and/or DS/HR use and socio-demographic features of the surveyed
population; (iii) the potential for the occurrence of DDI between medicines and/or DS/HR

used and common treatments in dentistry.

Materials and methods

The Department of Orthodontics is a University Clinic (University of Insubria, Varese, Italy)
where a mean of 180 specialist visits takes place each month. Two kinds of typical patient
may be observed: the first one is represented by under 15 who are part of prevention programs
of odonthoiatric pathologies or require orthodontic treatments. A second group of patients is
composed by adults with complex odonthoiatric conditions.

Patients who attended the Department of Orthodontics for a specialist visit and giving their
written consensus to participate to the survey were consecutively enrolled from January to

February 2010.



Participants were surveyed through a semi-structured questionnaire devised to investigate:
socio-demographical characteristics: age, sex, body mass index (BMI), education, place of
living; pharmacological treatment: drug used, dose regimen, root of administration; use of
DS/HR (name, composition, dose regimen, route of administration).

All the information were gathered through a telephonic interview when the patients were at
home and had the time to check for the proper name of drug as well as DS/HR used.

The study was conducted in accordance with the WMA Declaration of Helsinki and written
informed consent was obtained from all participants.

To investigate the potential risk of interactions, the drugs as well as DS/HR used were
examined singularly with the aim to check any potential interaction reported in literature with

treatments commonly used in dentistry practice.

Data analysis

Collected data were inserted in a digital archive and analyzed through a descriptive approach.
Data were expressed as meanzstandard deviation (SD). Anthropometric data, height and
weight were expressed as body mass index (BMI, kg/m?). Prescribed drugs were codified
according to the WHO Anatomical Therapeutic Chemical (ATC) classification system
(http://www.whocc.no/atc/structure_and_principles/).  Statistical ~ significance of the
differences among groups was examined using the y*-test distribution, the unpaired t-test,

ANOVA or the Pearson correlation test, as appropriate.



Results

Socio-demographic features

100 subjects (56% male) with a mean age of 33.3+25.6 years (range 2-87) were consecutively
enrolled. In 41% of cases patients were younger than 15 years. Even if excluded the youngest
groups (i.e., <15 years and 15 to 24 years), a primary level of education was reported in the
majority of cases (24%). Table 1 shows the socio-demographic features of the whole sample,

as well as divided according to age group.

Drug use

37% of the population (59% male, mean age 52.5+£23.9 years) were under a pharmacological
treatment, for a total of 103 medication, 2.8+2.0 per user (range: 1-8). In table 2 the use of
medications among the different classes of age is described in details. Cardiovascular drugs
were the most commonly used medications (33%) and were used by 54.1% of patients (Table
4). If considered the singular active principle, the mainly represented was acetylsalicylic acid

(8.7%), used as antithrombotic preparation by 24.3% of the patients.

Dietary supplements/Herbal remedies

6%, 5 female and 1 male, with a mean age of 34.5£13.7 years (range: 19-56) used on the
whole 7 DS/HR, a mean of 1.2+0.4 DS/HR per subject (range: 1-2). The substances were
represented by a complex of aminoacids together with vitamins B group in 5 cases (71.4%),
and by HR in the remaining 2 (Undaria pinnatifida associated with Opundia Ficus-indica in
one case, and Lagerstroemia, Ginseng, Blueberry, royal jelly and Eleutherococcus in the other

case).



Potential drug-drug interaction

82 potential interaction with medication commonly used in dentistry were observed in 24
subjects (64.9% of patients under medication), with a mean of 3.4+2.5 DDI/subject (range: 1-
8) In Table 5 are presented all the potential DDI with drugs commonly used in dentistry.

The contemporary intake of medications and DS/HR occurred in only one subjects
(carbocisteine together with an aminoacid supplement). However, no literature data

concerning potential risk of interaction with the medication used were found.

Correlations

Drug use presents a linear correlation with age (r°=0.29; P<0.0001). Potential DDI were
related to the number of drugs used (r2=0.65 ; P<0.0001). None of the other socio-
demographic features considered appeared to be relate to the pattern of drug use.

The intake of DS and HR were neither influenced by socio-demographic features nor by drug
use.

Number of medication used as well as age, significantly differed between the subjects at risk
for DDI and who were not (3.6+2.0 vs 1.2+0.5 drug/subject, respectively, P<0.0001;
64.3+14.1 vs 31.2+24.1 years, respectively, P<0.0001). Linear correlations were observed

between age (r’=0.17; P<0.01) and number of drug used (r’=0.59; P<0.0001).

Discussion

Medication, DS and HR use
The use of prescribed medications interested one third of the studied population and was
comparable to available data in similar setting (26-44%) (Carter 2007; Brindely 2003; Miller

1992).



As occurs also in the general population, prevalence and number of drugs used increased with
age with a linear correlation (Rapporto OSMED 2009; Carter 2007; Miller 1992), reaching a
prevalence of 100% in the over 64.

Cardiovascular drugs are the most common drug group that dentists encounters, interesting
half the patients as also observed in our sample (Becker 2007; Carter 2007).

In particular, ASA, used as antiplatelet drug, resulted the most prescribed active principle
(8%), in accordance with a prevalence of 8% in the general population (Rapporto OSMED
2009).

The prevalence of HR and DS, interesting 6% of the studied population, was similar to that
reported in literature the Italian population (Menniti-Ippolito 2002). We are aware that DS
and HR are often under reported by the patient during the visit, for that reason a specific
section of the questionnaire was devoted to the use of these substances.

DS use appears to be spread interesting up to half of in the general population (Bailey 2012),
however, though the intense marketing and promotion, only a few rigorous studies have been
performed, therefore, the actual advantage of supplementation is controversial (Dascombe
2010). A balanced diet allows to avoid the risk of vitamin or mineral deficiency, therefore,
dietary supplementation is usually unnecessary if not dangerous since DS may cause adverse
reactions due to contaminants or other substances (such as drugs) not declared on the label
(Gullotti Codaro 2011; Geyer 2008).

Moreover, the use of HR represents a matter of concern especially in particular groups of
individuals (such as children, elderly, pregnant women), or in patients suffering from chronic
disease and/or undergoing to surgery, who may present physiological or pathological
differences in herbal metabolism, a potential increased risk of adverse events or interferences

with conventional treatments.
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Potential drug-drug interaction

More than 80 potential DDI have been found in two thirds of drug users. The risk for DDI
was related to the number of medication used and the group at risk used a mean of more than
three drugs (up to 8 drugs). Not surprisingly, due to the direct correlation to the number of
drug used, also age presented a linear correlation with DDI risk. Polypharmacy is common in
the elderly and is a major concern in the care of these subjects, due polymorbidity, with
increased number of chronic diseases and changing in the pharmacokinetic and
pharmacodynamic response (Corsonello 2010) and the higher risk of adverse drug reactions
and DDI (Planton 2010; Antithierens 2010).

It has been estimated that more than 30% of drugs taken by dental outpatients may produce
dentally related side effects, such as xerstomia, abnormal bleeding, etc, but also DDI, and this
percentage raises up to 90% in the elderly (Miller 1992).

The exact prevalence of DDI risk in dentistry has so fare not clearly been established. The
findings of the present study were used to discuss the potential DDI with drugs commonly

prescribed in dentistry in the light of the available literature.

Antimicrobials

Antifungal azolics and antibiotics represented are commonly used in dental practice (Hersh
1999). If excluded single-dose prophylactic regimens for endocarditis and articular prothesis,
the treatment with antimicrobial agents is usually more prolonged than other types of drug,
from 5 to 10 days (Hersh 2008; Hersh 1999). Therefore, the patient is exposed to a increased
risk of DDI, compared to other drug classes, due to the fact that some antimicrobials are able
to inhibit gut and liver cytochrome P450 system, enhancing, therefore, plasma levels of other

drugs that share the same metabolic pathway and increasing the toxicity (Hersh 1999) .
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Indeed, antibiotic (clatithromicin, erythromycin, ciprofloxacin and metronidazole) as well as
antifungal azolics (fluconazol, ketoconazol) are potent inhibitors of several cytochrome
P(CYP)450 isoforms. In particular CYP1A2 is inhibited by macrolids (erythromycin,
clarithromycin) and ciprofloxacin, CYP2C9 is inhibited by metronidazole and antifungal
azolics (fluconazol, ketoconazol) and CYP3A4 is inhibited by macrolids (erythromycin,
clarithromycin), metronidazole and antifungal azolics (fluconazol, ketoconazol (Hersh 2008;
Sims 2007; Gomez-Moreno 2009; Hersh 2004).

We found 27 potential interaction with antimicrobial treatment in 3 quarters of the drug users.

Anticoagulants

The potential severe DDI with antimicrobials are mainly represented by interactions with
anticoagulant treatment (warfarin, acenocoumarole) (Hersh 1999), due to the relatively low
therapeutic index of these drugs. Patients with prosthetic heart valves are considered at high
risk for infective endocarditis and need to be treated with a single oral dose of penicillin and
only isolated cases of increased prothrombin time and bleeding have been reported,
suggesting the importance to monitor the patients under anticoagulant treatment (Bhatt 2000).
Macrolids, metronidazole and fluconazole may be involved in the interaction with oral
anticoagulants such as warfarin (metabolized by CYP2C9 and CYP3A4) and acenocoumarole
(metabolized by CYP2C9) increasing prothrombin time and INR with risk of bleeding
(Gomez-Moreno 2009; Horn 2010; Howard-Thompson 2008; Thijssen 2003). In addition,
also topical use of antifungal oral gel may be a poorly recognize way of interfere similarly
anticoagulant activity (Silingardi 2000; Ezsias 1997).

Antibiotic treatment with tetracyclines or other broad spectrum antibiotics may alter gut flora
and impair the absorption of vitamin K, essential cofactor in the synthesis of vitamin K-

dependent clotting factors VII, IX, X (Sims 2007). However, significant interactions may
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occur only in patients with poor vitamin K intake (Hersh 1999). Several cases of increased
INR and bleeding in patients under oral anticoagulants prescribed also tetracycline have been
reported in literature (Stockley 1996; Westfall 1980; O’Donnel 1989), though one study
observed no interactions (Hersh 1999).

Moreover, cases of increased anticoagulant activity under amoxicillin and ampicillin and one
report about a slight reduction of prothrombin times in five patients taking amoxicilln
appeared in literature (Hersh 1999). These evidence suggests that the potential interactions of
these last antibiotics is rare and unpredictable and may be of most concern in patients with
deficient intake of vitamin K.

Therefore, before prescribing metronidazole, tetracycline or antifungals azoli in patients on
chronic anticoagulant treatment a consultation with the prescribing physician is advised.
Azythromicin presents a few interactions with drugs metabolized by CYP3A4 and may be,
therefore, a safe alternative in patients treated with drugs metabolized by CYP3A4 (Gomez-
Moreno 2009).

Since metronidazole is usually prescribed for anaerobic component of oral infections together
with penicillin used for the aerobic one, clindamycine has been suggested as a valid

alternative in these cases (Gomez-Moreno 2009)

Proton pump Inhibitors

Ketoconazole absorption could be impaired by the reduction of gastric acidity consequent to
proton pump inhibitors use (Hersh 2008; Blume 2006). Therefore, antifungals efficacy should
be significantly impaired in the two patients of the study who were under omeprazole or

lansoprazole.
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Immunosuppressants

DDI with tacrolimus used as immunosuppressant in solid organ transplant as well as in the
treatment of autoimmune disorders (psoriasis, rheumatoid arthritis) has been described in
literature (Gomez-Moreno 2009). Tacrolimus is a substrate of CYP3A4, therefore, the
inhibition of this isoenzymes by macrolids may determine the substrate accumulation and
leading, therefore, to an excessive immunodepression and nephrotoxicity (Gomez-Moreno

2009).

Estrogens and progestines

The potential contraceptive failure under antibiotic treatment is controversial (Sims 2007;
Hersh 1999). Estrogens and progestines as substrate of CYP3A4 (Hersh 2008; Hersh 2004),
but, none of the commonly used antibiotic in dentistry are inhibitors of CYP3A4 and may,
therefore, raise the level of oral contraceptive (Back 1990). Though cases of contraceptive
failure have been reported in literature (Bainton 1986), clinical studies have not proven
significant reduction in blood levels of these drugs neither of their efficacy (Hersh 1999). The
anecdotic cases may be due to an impairment in the enterohepatic recycling of the conjugated
estrogens reactivated, liberating the parent compound by gut flora and reabsorbed as active
drug (Sims 2007; Gomez-Moreno 2009), observed in animal models (Hersh 1999; Gibson
1994; Back 1982). Though the real effects are still debated, dentist should inform oral

contraceptive users concerning the potential risk of this DDI.

Statins
Macrolids and azole antifungal agents should be avoided in patients under statins. Increased
levels of statins may determine higher risk for myophaty and hepatotoxicity (Becker 2008).

Significant cases of rabdomyolisis, due to the association of statins and antimicrobial has been

14



reported especially for simvastatin due to the fact that, together with atorvastatin, is substrate
of CYP3A4 (Mazzu 2000). CYP metabolism of rosuvastatin appears to be minimal and is

principally mediated by the 2C9 enzyme, with little involvement of 3A4 (Thijssen 2003).

Calcium-channel blockers
Calcium-channel blocker such as Verapamil may compete with macrolide for CYP3A4. As a
consequence, toxicity due to elevated levels of macrolides (cardiac toxicity due to prolonged

QT) or verapamil (bradycardias and atrioventricular block) may occurr.

Drugs acting on central nervous system

Lorazepam, fluorazepam and fluoxetine are substrates of CYP3A4, therefore, metronidazole
and antifungal azolics, acting as inhibitors, may prolong and enhance the sedative effects of
these agents (Grimm 2006).

Quetiapine is mainly metabolized by CYP3A4, therefore the concomitant use of the
aforamentioned inhibitors may considerably affect the clearance of this antipsychotic. As a
consequence extrapyramidal effects of postural hypotension may occurr (Urichuk 2008; Prior

2003; Grimm 2006).

Vasoconstrictors

Vasoconstrictors (i.e. epinephrine or levonordefrin) represent a considerable source for DDI
(6 cases in 21% of drug users in our studied population) since they are widely used in
dentistry to localize the injection of local anesthetic to the site of administration and to
decrease local bleeding (Yagiela 1999).

Vasoconstriction occur through the stimulation of « 1 receptors in the peripheral vessels. In

particular epinephrine equally stimulates a and B receptors, while levonordefrin presents a
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higher selectivity for a receptor (three times as much as f1). As the result, epinephrine has
less pressor effects due to opposing vasodilatatory property since the vasoconstriction
mediated by a receptor in certain districts are counterbalanced by vasodilatation mediate by
B2 stimulation on other vascular beds were B2 prevail such as in skeletal muscle (Hersh

2008).

[S-blockers

In our study 3 patients were concomitantly treated with B-blockers, 2 with selective -blocker
metoprolol and 1 with non selective B-blocker carvedilol. When epinephrine or levonordefrin
are administrate in concomitance with non selective -blockers severe DDI may occur with a
dose-related pattern (Hersh 2008; Centeno 2003; Mito 1988). Grimm 2006). Vasoconstrictors
through o-stimulation may determine a pronounced vasoconstriction up to a hypertensive
crisis or a cerebrovascular accident. 2 vasodilatatory and Bl cardiostimulatory effects of
epinephrine are inhibited by non selective B-blockade (Hersh 2008). In contrast, a lack of
significant blood pressure increase has been observed with selective [B-blocker and
epinephrine but not with levonerdefrin since this last agent does not stimulate B2 receptors
responsible of peripheral vasodilatation (Hersh 2008; Gomez-Moreno 2009; Hjemdahl 1983;
Rehling 1986). However both selective and non selective -blockers impair the clearance of
epinephrine and norepinephrine. Therefore, an initial test dose carefully injected in order to
avoid intravascular administration followed by a careful monitoring of blood pressure is
recommended in patients under this treatment. And if the hemostasis is not required and the

procedure is relatively short, vasoconstrictors should be avoided (Hersh 2008).
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Thyroid hormones

Inappropriate use of preparation of thyroid hormones may determine cardiovascular changes
(Gomez-Moreno 2009) as a results of a chronic overstimulation of myocardial metabolism
(Klein 1990). Therefore, adrenergic vasoconstrictors should be carefully used in patients with

increased thyroid stimulation (Gomez-Moreno 2009; Yagiela 1999).

Antipsychotic agents

Another potential receptorial interference with vasoconstrictors is the use of antipsychotic
such as quetiapine (in 1 patient) that is able to block a-receptors therefore, when patient is
administered vasoconstrictors, 3 agonism effects prevail, determining increased heart rate
and, in case of epinephrine, also peripheral vasodilatation with, as a consequence, orthostatic
hypotension and reflex tachycardia (Sims 2007; Yagiela 1999). In addition, due to their
antagonism to o-receptors, antipsychotic may considerably impair the effectiveness of

vasoconstrictor (Sims 2007).

NSAIDs

NSAIDs are commonly prescribed in dentistry for postoperative pain and in our sample were
related to 34 potential DDI, potentially interesting 88% of the patients under prescribed

medications.

Antihipertensive agents
The treatment with NSAIDs for more than 5 days may impair the efficacy of antihypertensive
drugs such as diuretics (especially loop diuretics), B-blockers and ACE inhibitors and

angiotensin-receptor blockers, due to the inhibition on the production of vasodilatatory
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prostaglandins responsible for the increase of renal blood flow (Hersh 2008; Becker 2007;

Gibson 2007; Huston 1991).

Anticoagulant/antiplatelet treatment

NSAIDs prescription in patients using warfarin increases the risk for gastrointestinal bleeding
fourfold to five fold (Becker 2008; Delaney 2007). With the exception of acetil salycilic acid,
most NSAIDs presents minimal antiplatelet effects (Sims 2007; Becker 2008), but the actual
concern is the risk of gastroduodenal erosion and bleeding in patients under NSAID,
especially if associated with other antiplatelet treatments (i.e. ticlopidine) (Cadiou 2012).

In addition, it has been debated whether NSAIDs such as ibuprofen may impair antiplatelet
effects competing with acetil salycilic acid for COX inhibition. Indeed, ibuprofen presents
antiplatelet effect, though temporary, due to a reversible inhibition of COX (Catella-Lawson
2001). However, according to a randomized study, the antiplatelet activity of acetil salicylic

acid was preserved during concomitant ibuprofen administration (Cryer 2005).

Metotrexate

In patients under metotrexate, NSAIDs should be used carefully, due to the relatively low
therapeutic index if this drug and the potential severe side effects such as thrombocytopenia,
neutropenia, renal failure. Indeed, NSAID may cause an impaired renal perfusion, thus
increasing the risk for potential side effect due to a reduced metotrexate clearance (Hersh

2008; Frenia 1992).

Selective Serotonine Reuptake Inhibitors (SSRls)

SSRIs, such as fluoxetine and escitalopram, decrease platlet aggregation due to the inhibition

of the reuptake of serotonin and the downregulation of serotonin receptors also at platelet’s
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level and, therefore, enhance the risk of bleeding (Serebruany 2006; Hersh 2008). Therefore,
the concomitant use of NSAIDs in patients under SSRI should be avoided. Indeed, the risk of
gastrointestinal bleeding following NSAIDs treatment raises from 3.7-4.5 up to 15.6-16.7 in
patients concomitantly under SSRI, an effect which is greater than a simple additive effect of

each individual class (Dalton 2003; De Abajo 1999; Langman 1994).

Narcotic analgesics

Patients treated with opioid analgesics during conscious sedations or to manage post-
procedural pain are at risk of serious DDI (Hersh 2008; Haas 1999).

In a quarter of the patients under medications, 6 potential DDI with narcotic analgesics and
drugs acting on central nervous system tramadol, antipsychotics (quietapine), benzodiaepines
and SSRI were detected.

Due to their depressant effects on the central nervous system the prescription of narcotic
analgesic in presence of another central nervous system depressant such as other central
analgesics and benzodiazepines can determine additive or supra-additive depression,
excessive psychomotor impairment, sedation and uncosciousness (Hersh 2008; Sims 2007;
Haas 1999).

Moreover, since opioid analgesics determine peripheral vasodilation, the may enhance
orthostatic hypotension and, therefore, increase postural instability and the risk of falls in
patients treated with antipsychotics with a blocking properties such as quetiapine (Sims
2007).

In patients concomitantly treated with SSRI, opiods such as tramadol and meperidine may
precipitate and acute serotonin syndrome characterized by confusion, agitation, hyperthermia,

diaphoresis, sinus tachycardia, tachypnea, hypertension (Sims 2007; Becker 2008).
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Sedative and anxiolitics drugs
Benzodiazepine are used in dentistry practice in order to provide anxiolysis, sedation and

skeletal muscle relaxation. 9 potential DDI have been found out in one third of drug users.

CNS depressants
The association of two or more CNS depressant (such as quetiapine, or other
benzodiazepines) may increase the levels of central depression with excessive sedation and

respiratory depression (Sims 2007).

Fluoxetine and verapamil

Fluoxetine and Calcium-channel blocker verapamil, due to inhibition of CYP3A4, may
prolong the duration of sedation, inhibiting metabolism of benzodiazepines (Hersh 2008;
Becker 2007; Sims 2007; Moore 1999). These combination should be avoided especially in

the elderly, who are particularly sensitive to benzodiazepine sedation (Hersh 2008).

Oral anticoagulants
The oral sedative chloral hydrate, due to a displacement interaction (competition for plasma
protein binding) with oral anticoagulant may cause hypothrombinemia. This effect is transient

and may be clinical insignificant especially with single dose of chloral hydrate (Moore 1999).

Conclusions

The present study underlines that very often patients attending a dental clinic may be under a
pharmacological treatment and polypharmacy is not unfrequent. As the population becomes

older there is a subsequent raise in drug prescription and therefore in the risk of DDI.
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Indeed, the importance of patients' medical histories will increase along with the number of
medically complex patients who visit the dental general practice

Preoperative assessment of dental patients including a complete evaluation, documenting all
the medications including within the dental record also DS and HR, enables the dentist to
design a treatment plan that avoid potential DDIs. Dentists should also be informed about HR
and DS that may affect efficacy and safety of dental treatment, since many consumers do not
report their health care providers about them. Moreover, dentists should be aware of how
patient’s prescribed medications may interact upon dental treatment.

Therefore, medication profiles and potential DDI knowledge is essential for safe practice in
dentistry and also represents an important base for planning undergraduate as well as

postgraduate teaching in clinical pharmacology.
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Tables

Table 1. Socio-demographic features of the sample population divided according to age.

Age (years) <15 15-24 | 25-34 | 35-44 45-54 55-64 >64 Tot
Sex
Male 28 1 5 2 4 3 13 56
Female 13 3 6 4 9 3 44

Total 41 7 8 8 8 12 16 100

BMI (kg/m2)
(mean+SD) 19.3£2.1 |20.6+2.8|23+2.4|22.6+2.4|24.744.7|22.9+1.9|24.6£1.6 | 21.6+3.3
Marital status
Single 41 7 7 3 0 1 1 60
Married/cohabiting 0 0 1 4 8 8 12 33
Separated/divorced 0 0 0 1 0 0 1 2
Widowed 0 0 0 0 0 3 2 5
Place of living
<5’000 inhabitants 12 4 1 3 2 5 3 30
~10'000
inhabitants 11 0 3 1 4 1 3 23
~20'000
inhabitants 5 1 0 0 1 3 3 13
>20'000
inhabitants 13 2 4 4 1 3 7 34
Education
Primary school 11 0 2 3 4 4 11 35
Lower Secondary 4 4 1 1 2 6 3 21
Upper secondary
school 0 3 2 3 2 2 2 14
Bachelor 0 0 3 1 0 0 0 4
None 26 0 0 0 0 0 0 26
Occupation
Student 33 6 2 0 0 0 0 41
Retired 0 0 0 0 0 7 16 23
Blue collar 0 1 0 1 3 1 0 6
White collar 0 0 3 5 2 0 0 10
Unemployed 0 0 0 1 1 1 0 3
Self-employed 0 0 0 0 0 2 0 2
Housewife 0 0 1 1 0 1 0 3
NONE 8 0 2 0 2 0 0 12
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Table 2. Drug use divided according to age and sex.

Age (years) <15 15-24 | 25-34 | 35-44 | 45-54 | 55-64 >64 Tot

Drug Users (DU)
Male
N 6 0 0 1 2 1 13 23
% of Total DU 16,2 0,0 0,0 2,7 5,4 2,7 35,1 62,2
% of patients 14,6 0,0 0,0 12,5 25,0 8,3 81,3 23,0
Female
N 0 1 1 2 3 4 3 14
% of Total DU 0,0 2,7 2,7 5,4 8,1 10,8 8,1 37,8
% of patients 0,0 14,3 12,5 25,0 37,5 33,3 18,8 14,0
Tot of DU

N 6 1 1 3 5 5 16 37
% of Total DU 16,2 2,7 2,7 8,1 13,5 13,5 43,2 100
% of patients 14,6 14,3 12,5 37,5 62,5 41,7 100 37
N of Total subjects 41 7 8 8 8 12 16 100
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Table 3. Potential drug-drug interaction with treatment commonly used in dentistry divided

according to age and sex.

Age (years) <15 15-24 | 25-34 | 35-44 | 45-54 | 55-64 >64 Tot
DDI
Male
N 0 0 0 0 8 0 41 49
% of total DDI 0 0 0 0 9,8 0 50,0 59,8
Female
N 0 1 0 2 15 6 9 33
% of total DDI 0 1,2 0 2,4 18,3 7,3 11,0 40,2
Total DDI
N 0 1 0 2 23 6 50 82
% of total DDI 0 1,2 0 2,4 28,0 7,3 61,0 100
DDI/DU 0 1 0 0.741.2 | 4.64£3.1 | 1.2+1.3 | 3.1+£2.7 | 3.4%2.5
DU with DDI
Male
N 0 0 0 0 2 0 13 15
% 0 0 0 0 54 0 35,1 40,5
Female
N 0 1 0 1 2 3 3 10
% 0 2,7 0 2,7 5,4 8,1 8,1 27,0
Total
N 0 1 0 1 4 3 15 24
% 0 2,7 0 2,7 10,8 8,1 40,5 64,9
Total subjects 41 7 8 8 8 12 16 100

*data are expressed as mean tstandard deviation. DU= Drug Users; DDI= Drug-Drug

Interaction
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Table 4. Drug used divided according ATC classification (Part I)

Drugs Users
N %0 N %0
A - ALIMENTARY TRACT AND METABOLISM 14 13,6 10 27,0
A02 - DRUGS FOR ACID RELATED DISORDERS 6 5,8 6 16,2
A02BCO01 — omeprazole 4 3,9 4 10,8
A02BCO03 — lansoprazole 2 1,9 2 5,4
AlIO0 - DRUGS USED IN DIABETES 7 6,8 4 10,8
A10ABO04 — insulin lispro 1 1,0 1 2,7
A10BAO2 — metformin 4 3,9 4 10,8
A10BB09 — glicazide 1 1,0 1 2,7
A10BFO1 — acarbose 1 1,0 1 2,7
Al2 - MINERAL SUPPLEMENTS 1 1,0 1 2,7
A12BAO1 - potassium chloride 1 1,0 1 2,7
B - BLOOD AND BLOOD FORMING ORGANS 16 15,5 15 40,5
BOI - ANTITHROMBOTIC AGENTS 15 14,6 14 37,8
BO1AAO3 — warfarin 3 2,9 3 8,1
BO1AAOQO7 — acenocoumarol 1 1,0 1 2,7
BO1ACOS5 — ticlopidine 2 1,9 2 5,4
BO1ACO06 - acetylsalicylic acid 9 8,7 9 24,3
B03 — ANTIANEMIC PREPARATIONS 1 1,0 1 2,7
B03BBO1 - folic acid 1 1,0 1 2,7
C - CARDIOVASCULAR SYSTEM 34 33,0 20 54,1
CO1 - CARDIAC THERAPY 1 1,0 1 2,7
CO01DA14 - isosorbide mononitrate 1 1,0 1 2,7
C03 — DIURETICS 3 2,9 3 8,1
CO3EAO0L1 - hydrochlorothiazide and potassium-sparing agents 3 2,9 3 8,1
CO07 - BETA BLOCKING AGENTS 3 2,9 3 8,1
C07ABO02 — metoprolol 1 1,0 1 2,7
C07AGO05 — carvedilol 2 1,9 2 5,4
CO8 - CALCIUM CHANNEL BLOCKERS 4 3,9 4 10,8
CO8CAO01 — amlodipine 1 1,0 1 2,7
CO08CAO02 — felodipine 1 1,0 1 2,7
CO8CA11 — manidipine 1 1,0 1 2,7
CO8DAO!1 — verapamil 1 1,0 1 2,7
C09 — AGENTS ACTING ON THE RENIN-ANGIOTENSIN SYSTEM 10 9,7 10 27,0
CO09AAQ2 — enalapril 1 1,0 1 2,7
C09AA04 — perindorpil 2 1,9 2 5,4
C09AAL1S5 — zofenopril 1 1,0 1 2,7
CO9BAOQ7 - benazepril + diuretics 4 3,9 4 10,8
CO9CAOQ7 — telmisartan 1 1,0 1 2,7
CO09DAO04 - irbesartan + diuretics 1 1,0 1 2,7
CI10 - LIPID MODIFYING AGENTS 13 12,6 11 29,7
C10AAO01 — simvastatin 3 2,9 3 8,1
C10AAOQS5 — atorvastatin 6 5,8 6 16,2
C10AAQ7 — rosuvastatin 1 1,0 1 2,7
C10AX06 — omega-3-triglycerides 2 1,9 2 5,4
C10BAO2 - ezetimibe + simvastatin 1 1,0 1 2,7

25



Table 4. Drug used divided according ATC classification (Part II)

Drugs Users

N % N %

G - GENITO URINARY SYSTEM /SEX HORMONES 3 2,9 3 8,1
GO03 - SEX HORMONES/MODULATORS OF THE GENITAL SYSTEM 1 1,0 1 2,7

G03ABO06 - gestodene + estrogen 1 1,0 1 2,7
G04 — UROLOGICALS 2 1,9 2 5,4

G04CB02 — dutasteride 2 1,9 2 5,4

H - SYSTEMIC HORMONAL PREPARATIONS* 3 2,9 3 8.1
HO2 — CORTICOSTEROIDS FOR SYSTEMIC USE 1 1,0 1 2,7

HO02AB04 - methylprednisolone 1 1,0 1 2,7
HO3 — THYROID THERAPY 2 1,9 2 5,4

HO3AAOI — levothyroxine 2 1,9 2 5,4

J = ANTIINFECTIVES FOR SYSTEMIC USE 3 2,9 3 8,1
JOI — ANTIINFECTIVES FOR SYSTEMIC USE 3 2,9 3 8,1

JO1CAO04 — amoxicillin 1 1,0 1 2,7

JO1CRO?2 - amoxicillin + enzyme inhibitor 1 1,0 1 2,7

JOIMAI17 — prulifloxacin 1 1,0 1 2,7

L - ANTINEOPLASTIC/IMMUNOMODULATING AGENTS 2 1,9 2 54
LO1 — ANTINEOPLASTIC AGENTS 1 1,0 1 2,7

LO1BAO1 — metotrexate 1 1,0 1 2,7
L04 — IMMUNOSUPPRESSANTS 1 1,0 1 2,7

L04ADO02 — tacrolimus 1 1,0 1 2,7

M - MUSCULO-SKELETAL SYSTEM 3 2,9 2 54
MO1 - ANTIINFLAMMATORY AND ANTIRHEUMATIC PRODUCTS 3 2,9 2 5,4

MO1AEOQ1 — ibuprofen 1 1,0 1 2,7

MO1AHO1 — celecoxib 1 1,0 1 2,7

MO1AX17 — nimesulide 1 1,0 1 2,7

N - NERVOUS SYSTEM 9 8,7 9 24,3
NO2 — ANALGESICS 1 1,0 1 2,7

NO02AXS52 - tramadol, combinations 1 1,0 1 2,7
NO3 — ANTIEPILEPTICS 3 2,9 3 81

NO3AX14 — levetiracetam 2 1,9 2 5.4

NO3AX16 — pregabalin 1 1,0 1 2,7
NO5 — PSYCHOLEPTICS 3 2,9 3 8,1

NO5AHO04 — quetiapine 1 1,0 1 2,7

NOSBAO6 — lorazepam 1 1,0 1 2,7

NO5CDO1 — fluorazepam 1 1,0 1 2,7
NO6 — PSYCHOANALEPTICS 2 1,9 2 5,4

NO6ABO3 — fluoxetine 1 1,0 1 2,7

NO6AB10 — escitalopram 1 1,0 1 2,7

*excluding sex hormones and insulins.
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Table 4. Drug used divided according ATC classification (Part I1I)

R - RESPIRATORY SYSTEM 15 14,6 12 32,4
ROI - NASAL PREPARATIONS 4 3,9 4 10,8

RO1ACO02 — levocabastine 1 1,0 1 2,7

RO1AD12 — fluticasone furoate 2 1,9 2 5,4

RO1BAS52 - pseudoephedrine, combinations 1 1,0 1 2,7
R0O3 — DRUGS FOR OBSTRUCTIVE AIRWAY DISEASES 5 4,9 5 13,5

R0O3ACO02 — salbtamol 1 1,0 1 2,7

RO3AKO6 - salmeterol/fluticasone 1 1,0 1 2,7

RO3AKO7 — budesonide/formoterol 1 1,0 1 2,7

RO3BAOS5 — fluticasone 1 1,0 1 2,7

RO3BB04 - tiotropium bromide 1 1,0 1 2,7
RO5 - COUGH AND COLD PREPARATIONS 1 1,0 1 2,7

RO5CBO03 — carbocisteine 1 1,0 1 2,7
RO6 - ANTIHISTAMINES FOR SYSTEMIC USE 5 4,9 5 13,5

RO6AX17 — ketotifen 1 1,0 1 2,7

RO6AX22 — ebastine 1 1,0 1 2,7

RO6AX27 — desloratadine 3 2,9 3 8,1

V - VARIOUS 1 1,0 1 2,7
V03 —ALL OTHER THERAPEUTIC PRODUCTS 1 1,0 1 1,0

VO03AEQ2 — sevelamer 1 1,0 1 1,0

Total 103 100
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Table S. Potential DDIs with patients’ medications (Part I)

Study patients' medications that may interfere with common N of % of N° of % of
dentistry drugs DDI DDI DU* DU*
Antimicrobials
A02BCO01 — omeprazole 4 4,9 4 16,7
A02BCO03 — lansoprazole 2 2,4 2 8.3
BO1AAO3 — warfarin 3 3,7 3 12,5
BO1AAQO7 — acenocoumarol 1 1,2 1 4,2
CO8DAO!1 — verapamil 1 1,2 1 4,2
C10AAO]1 — simvastatin 3 3,7 3 12,5
C10AAOQS5 — atorvastatin 6 7,3 6 25,0
C10BAO2 - ezetimibe + simvastatin 1 1,2 1 4,2
G03ABO06 - gestodene + estrogen 1 1,2 1 4,2
L04ADO02 — tacrolimus 1 1,2 1 4,2
NO5AHO04 — quetiapine 1 1,2 1 4,2
NO5SBAOQ6 — lorazepam 1 1,2 1 4,2
NO5CDO1 - fluorazepam 1 1,2 1 4,2
NO6ABO3 — fluoxetine 1 1,2 1 4,2
Subtotal 27 32,9 18 75,0
Vasoconstrictors
C07ABO02 — metoprolol 1 1,2 1 4,2
C07AGO5 — carvedilol 2 2,4 2 8,3
HO3AAOI — levothyroxine 2 2,4 2 8.3
NO5AHO04 — quetiapine 1 1,2 1 4,2
Subtotal 6 7,3 5 20,8
NSAIDs
BO1AAO3 — warfarin 3 3,7 3 12,5
BO1AAQO7 — acenocoumarol 1 1,2 1 4,2
BO1ACOS5 — ticlopidine 2 2,4 2 8,3
BO1ACO06 - acetylsalicylic acid 9 11,0 9 37,5
CO3EAO1 - hydrochlorothiazide and K*-sparing agents 3 3,7 3 12,5
C07ABO02 — metoprolol 1 1,2 1 4,2
C07AGO05 — carvedilol 2 2,4 2 8,3
C09AAQ2 — enalapril 1 1,2 1 4,2
C09AA04 — perindorpil 2 2.4 2 8.3
C09AAL1S5 — zofenopril 1 1,2 1 4,2
C09BAOQ7 - benazepril + diuretics 4 4,9 4 16,7
C09CAQ7 — telmisartan 1 1,2 1 4,2
CO09DAO04 - irbesartan + diuretics 1 1,2 1 4,2
LO1BAO1 — metotrexate 1 1,2 1 4,2
NO6ABO3 — fluoxetine 1 1,2 1 4,2
NO6AB10 — escitalopram 1 1,2 1 4,2
Subtotal 34 41,5 21 87,5

*DU=Drug Users
Note: subtotals of DU, may not correspond to the actual sum due to the fact that the same
subject may use more than one drug.



Table S. Potential DDIs with patients’ medications (Part II)

Study patients' medications that may interfere with common N of % of N° of % of
dentistry drugs DDI DDI DU* DU*
Narcotic analgesics
NO02AX52 — tramadol, combinations 1 1,2 1 4,2
NO5AHO04 — quetiapine 1 1,2 1 4,2
NO5SBAOQ6 — lorazepam 1 1,2 1 4,2
NO5CDO1 - fluorazepam 1 1,2 1 4,2
NO6ABO3 — fluoxetine 1 1,2 1 4,2
NO6AB10 — escitalopram 1 1,2 1 4,2
Subtotal 6 7,3 6 25,0
Sedative and anxiolitics

BO1AAO3 — warfarin 3 3,7 3 12,5
BO1AAQO7 — acenocoumarol 1 1,2 1 4,2
CO8DAO!1 — verapamil 1 1,2 1 4,2
NO5AHO04 — quetiapine 1 1,2 1 4,2
NOSBAO6 — lorazepam 1 1,2 1 4,2
NO5CDO1 - fluorazepam 1 1,2 1 4,2
NO6ABO3 — fluoxetine 1 1,2 1 4,2
Subtotal 9 11,0 ) 33,3
Total 82 100 / /

*DU=Drug Users

Note: subtotals of DU, may not correspond to the actual sum due to the fact that the same

subject may use more than one drug.
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Drugs, dietary supplements, doping in sport

The legal use of medication by athletes appears to be common, though poorly investigated
(Tscholl et al., 2008; Huang et al., 2006). Indeed, although young and generally healthy,
athletes often use a wide variety of medication to treat illness, cure injuries and obtain a
competitive edge. Besides an indirect marker of health, as aforementioned, drug use may also
represent in some cases a clue of doping, such as, for instance, the use of antibiotic cream in
order to counteract acne in androgenic steroids users (Walker & Adams, 2009).

DS consumption is common in sport, however, though the beneficial claimed in advertising,
there is little evidence to support these contentions, since the actual advantage of
supplementation on sporting performance is still controversial (Dascombe et al., 2010; Bishop
et al.,, 2010; Maughan et al., 2007). DS are usually unnecessary if not dangerous, due to
inadequate product labelling, presence of contaminants or undeclared substances (such as
anabolic androgenic steroids) that may determine involuntary doping (Geyer 2008; de Hon
2007; Van Thuyne 2006; Sundgot-Borgen 2003; Pipe 2002).

In addition, besides contrasting evidence for benefits, DS use may, in itself, represent the first
step to illegal preparations since it may be associated with risky behaviours such as
inappropriate use of medication, excessive intake of energy drinks, or illicit performance-
enhancing drugs such as anabolic steroids (AS) and other doping agents (Wiefferink et al.,
2008; Papadopoulos et al., 2006).

In “Dietary supplements and doping in cycling: use, knowledge and attitude in Italian young
elite athletes” I have performed a survey within élite sport, i.e. young cyclists, with the aim to
investigate doping knowledge (substances, benefits and risks and diffusion) and any factors
potentially associated (socio-demographic characteristics, time devoted to physical activity,
use of drugs or DS). Indeed, though suspected, the use of doping within these subjects
remains a quite unexplored issue.

I have also explored the setting of recreational athletes in the survey “Dietary supplements
and anabolic substances in recreational sports: surveys in fitness centres in Northern Italy”
aimed at collecting data concerning use and knowledge of DS and AS among recreational
athletes. Indeed, even recreational athletes may often try to push the limits of their
performance using performance- enhancing substances, such as DS (Guyda 2005). Moreover,
the prevalence of AS in fitness sports appears alarmingly high, ranging from 5 to 14%, and

represents, thus, an issue of extreme relevance for the health care system (Leifman 2011).
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Dietary supplements and doping in professional athletes: a study

in elite cyclists

Abstract

Dietary supplements (DS) and doping use in elite cyclists is a relatively unexplored research
field. The aim of this study was to survey the attitude towards drugs and DS and to explore
the knowledge concerning doping in cycling. For this purpose, an anonymous semi-structured
questionnaire was administrated. 40 cyclists aged 19-23 and practicing this sport for 14-30
hour/week were interviewed. The use of drugs or DS in the last 3 months occurred in 82,5%
and 97,5% of the participants respectively. 97,5% of the subjects were able to name at least 1
doping agent (range 1-10); EPO the mainly represented, was mentioned by 32 athletes (80%).
Within a fixed list of 18 substances (among which 14 were doping agents), the participants
recognized 3-18 of them as doping. Doping knowledge appeared to be related to a higher drug
use (r2=0.1614; p=0.01).. The main sources for doping information were internet (82,5%) and
media in general (60%). Opinions about doping prevalence significantly differed among the
subjects if considered cycling in general and non professional cyclers instead their own team
(100%, 97,5% or 17,5%, respectively; p<0,001).These findings reveal the need for
educational interventions to improve knowledge and awareness of potential dangers related to

doping.

Introduction

Doping use appears to be a common practice among professional cyclists and it had been
described as endemic (Lentillon-Kaestner & Carstairs, 2010; Schneider, 2006, Kimmage,
2001). Besides the intent of improving physical performance, the use of banned substances
was reported to create team cohesion and identity (L&-Germain & Leca, 2005). However,
doping practice appeared to be changed, switching from a team practice to a more
individualized one (Lentillon-Kaestner & Carstairs, 2010). The use of banned substances
seems to be influenced both by personal attitude as well as by the social environment (doctors,
coaches, teammates, friends, etc.) (Lentillon-Kaestner & Carstairs, 2010). Thus, doping can
be considered not just as a sport issue but as a social phenomenon. Indeed, young cyclists,

exposed to a high pressure wishing to become professional, often seek the advice of more
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experienced athletes, who had probably used illicit substances during their careers (Lentillon-
Kaestner & Carstairs, 2010). However, though suspected, the use of doping within the young
cyclists remains a quite unexplored issue.

Dietary supplements (DS) consumption is common in sport with a prevalence among elite
athletes ranging from 57% to as high as 94%, according to different authors (Lazic et al.,
2011 Petr6czi & Naughton, 2008; Huang et al., 2006; Baylis et al., 2001). The pattern of DS
use appears to be largely sport-dependent. In particular, sports involving continuous,
endurance-type activity, such as cycling, athletics and rowing, present the highest
consumption of DS (Huang et al., 2006; Somerville & Lewis, 2005). Though the beneficial
claimed in advertising, there is to date little evidence to support these contentions, since the
advantage of supplementation on sporting performance is still controversial (Dascombe et al.,
2010; Bishop et al., 2010; Maughan et al., 2007). Among athletes with a balanced diet, the
risk of vitamin or mineral deficiency is rare, therefore, dietary supplementation is usually
unnecessary (Sundgot-Borgen et al., 2003). Moreover, DS presents a close relationship with
doping, since the use may be associated to the risk of a positive doping result due to the
presence of prohibited substances not declared on the label (Geyer et al., 2008; de Hon &
Coumans, 2007; Van Thuyne et al., 2006; Pipe & Ayotte, 2002). In addition, DS intake has
been found to increase the likelihood of subsequent use of doping substances and may be,
therefore, considered as a risk factor for doping (Suzic Lazic et al., 2011; Dascombe et al.,
2010; Wiefferink et al., 2007; Papadopoulos et al., 2006).

Although young and generally healthy, athletes often use a wide variety of medication to treat
illness, cure injuries and obtain a competitive edge. Drug consumption may also represent an
indirect marker of disease serious enough to require medical treatment, as well as in some
cases a clue of doping if considering, for instance, those used to counteract typical doping
adverse reactions, i.e. antibiotic cream for acne in androgenic steroids users (Walker &
Adams, 2009). Nevertheless, the legal use of medication by young athletes has so far received
little attention, even if some studies reported prevalence around 44-61% (Tscholl et al., 2008;
Huang et al., 2006).

Effective doping prevention strategies need to consider doping awareness and attitudes as
well as the frequency and patterns of use of medications and DS. The aim of the present
investigation was therefore to gain insight into use and attitudes towards doping, drugs and
DS among Italian young elite cyclists. For this purpose, DS as well as drug use were surveyed

within the sample. Doping knowledge (substances, benefits and risks and diffusion) and any
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factors potentially associated (socio-demographic characteristics, time devoted to physical

activity, use of drugs or DS) were investigated.

Methods

Participants

The investigation was conducted from July to August 2009, during race periods, among non
professional élite-under 23 cyclists. Five teams were involved, all from Northern Italy: 2 from
Lombardy, 2 from Piedmont and 1 from Veneto. Informed consent was obtained from all

participants and the survey was conducted in accordance with ethical research guidelines.

Questionnaire

A semi-structured, anonymous questionnaire with multiple choice close and open answers
was designed to gather the following data:

- socio-demographical characteristics: age, education, place of living;

- anthropometrical (height, weight);

- information concerning cycling: time devoted, since how many years it had been played and
if it was a full time activity;

- information about the use of drugs within the last three months: reason for using and sources
for information/prescribing;

- information about the use of DS within the last three months: reason, frequency of use,
expected and obtained benefits, and sources for information;

- knowledge of doping agents: ability to name doping agents and to recognize them among a
fixed list of substances, opinion concerning use and diffusion in cycling in general, among
elite-under 23 team and in their own team, reasons for using doping, risks related and sources

for information.

Data analysis

Collected data were inserted in a digital archive and analyzed through a descriptive approach.
Data were expressed as meanzstandard deviation (SD). Anthropometric data, height and
weight were expressed as body mass index (BMI, kg/m?). Prescribed drugs were codified
according to the WHO Anatomical Therapeutic Chemical (ATC) classification system

(http://www.whocc.no/atc/structure_and_principles/). Statistical significance of the results
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was examined using the xz—test distribution, the unpaired t-test, ANOVA or the Pearson

correlation test, as appropriate

Results

Participants
Forty elite-under-23 cyclers all male were interviewed. Anthropometric and socio-

demographic features in the sample considered are presented in Table 1.

Prescription drugs

30 subjects (75,0%) have used, in the last 3 months, 84 drugs, 2,8+1,0 drugs/person (range: 1-
5). In addition, 6 DS and 1 omeopathic product (damiana compositum) were included by
mistake by 4 subjects among prescribed drug. The most common ATC group prescribed was
group B “Blood and blood forming organs™: 31 prescriptions (36,9%) in 22 subjects (73,3%).
The complete list of drugs grouped according to ATC is shown in table 2. Among the
heterogeneuos group of active principles, the most common were VO3AB32 glutathione (15,
17,9% of all prescriptions, used by 50,0% of subjects), followed by the antianemic
preparation BAO3BA cyanocobalamin (10, 11,9% of all prescriptions, used by 33,3% of
subjects). The most common class of drugs was NSAIDs (MO1A and NO2B), with 14
prescriptions (16.7%) reported by 10 subjects (33.3%).

When provided (96,4% of subjects), reasons for using drugs were “vitamin deficiency” (27,
32.1%), “energy recovery”’ (18 cases, 21.4%) , “detox” (12, 14,3%), “fever/influence” (7,
8.3%), “unease” (5, 6.0%), “anaemia” (5, 6.0%), “pain” (4, 4.8%), “to maintain hematocrit”

(4, 4.8%), “allergy” (2, 2,4%), “fitness maintainence” (1, 1.2%).

Dietary supplements

39 participants (97,5%) declared to have used DS in the previous 3 months. A total of 108,
2,8+1,3 DS/person (range: 1-5), were used cyclically (47, 43,5%), daily (37, 34,3%), on
demand (17, 15,7%), during race (5, 4,6%) and the most frequently used were aminoacids. In
table 3 the complete list of DS use are presented. In addition, an omeopathic product
(damiana compositum) was also listed among DS.

When reported (92,6%), reasons for DS use were “to integrate a dietary deficiency” (53,
49,1%), a “better recovery” (38, 35,2%), “wellness” (5, 4,6%) and ‘“better reactions” (4,
3,7%)
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Benefits were observed among 27 users (69.2%) and were represented by “a better recovery”
(16, 59,3%), “wellness” (6, 22,2%), “more strength” (4, 14,8%) and cramp prevention (I,
3,7%).

Doping

38 (95,0%) subjects were able to name at least 1 agent considered as doping, for a total of 118
(3,242 doping agent/individual; range: 1-10) and the most commonly mentioned one was
erythropoietin (32, 27,1% %) (Table 4). In three cases were listed also non doping agents, i.e,
tramadol in 2 (1,7%) cases and sildenafil in 1 (0,8%).

Subjects were also asked to identify the known substances within a fixed list and to
discriminate if they were doping or not (Table 5). The list included 18 agents, among which
14 of them were doping according the 2009 WADA list. The surveyed subjects correctly
identified a mean of 10,6+3,7 substances (range: 3-18), among which 7,6+2,7 (range: 3-14)
were properly identified as doping agents. Among the most frequently recognized (by 39 out
40 subjects), growth hormone and testosterone, were considered doping agents in 100% of the
cases, while amphetamine in 94,8%, and within non doping agents, tramadol in 6 out of 25
cases (24.0%). Phenmetrazine was the less recognized substances, since it was known by only
2 (5,0%) participants and was considered as doping in both cases. On the other side,
probenecid and albumin, known by 5 (12,5) and 17 (42,5%) subjects respectively, were
recognized as doping agent only in 40,0% and 52.9% of cases.

According to the majority of the surveyed (38, 95%), doping agents were globally dangerous
with potentially serious consequences, while for 2 of them only erythropoietin, Continuous
Erythropoietin Receptor Activator (CERA) erythropoietic agents and psychotropic agents
were actually unsafe.

Reasons given to explain doping use were “advantages in terms of physical performance” (23,
57,5%), “results achieved in a short time” (16, 40%), “good results during the competition”
(15, 37,5%), “because it’s a common habit" (3, 7,5%) and other (2, 5%).

Opinions about doping prevalence significantly varied according the participants if it was
considered cycling in general and non professional cyclers instead their own team (100%,
97,5% or 17,5%, respectively; p<0,001); the opinion about the degree of diffusion
significantly differed as well (table 6).

35



Sources of information

As presented in table 7, the several kind of sources of information were differently
represented (p<0.0001) if the topic was doping instead of medications or DS. Indeed, in the
last two cases, the prevalence of the different sources was quite homogeneous and did not
statistically differ. In particular, the main sources of information were for drugs and DS the
“specialized doctor” in 90,0% and 74,4%, respectively, while in the case of doping were

principally represented by internet (82,5%) and newspapers/radio/tv (60%).

Correlations

No relationship between socio-demographic or anthropometric pattern were found with drug
as well as DS use (not shown) or with doping knowledge.

The knowledge of doping (evaluated as the ability to name prohibited substances as well as to
identify doping agents) was significantly related with the number of drug used (r°=0.1614;
p=0.01) but not with DS (r*=0.0068; p=0.61).

Discussion

To our best knowledge, this is the first study investigating the use of DS and medicines in
young elite cyclists and its relationship with knowledge and attitudes towards doping.
Participants were all young (age range: 19-23 years), healthy and with good instruction levels
(97,5% with at least secondary school degree), which raise even more concern on our results.
Moreover, our findings show the occurrence of extremely high use of prescription drugs as
well of DS.

Indeed, the use of prescription drugs was higher than the prevalence reported in literature (44-
61%) (Tscholl et al., 2008; Huang et al., 2006), since 75% of the sample have used at least
one drug (up to 5) in the last 3 months, with a mean of almost 3 drugs/subject. These findings
are considerably high if compared to OSMED report according to which around 50% of the
general Italian male population of the same age (15-24) have used at least one drug per year
(rapporto OSMED 2009).

According to our results the most popular class of drugs was represented by NSAIDs whose
prevalence was similar to those observed in other surveys (33-38%), involving one third of
the sample. This high prevalence may reflect conditions such as musculo-skeletal
inflammation, overuse syndromes (tendinopathies) and the of pain relief for a variety of issues,

which are quite common in endurance sports such as cycling (Huang et al., 2006:). Hard,
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prolonging training loads without a sufficient recovery time may concur to these conditions
and consequent NSAID use (Alaranta et al., 2008; Thuyne & Delbeke 2008; Tsitsimpikou et
al, 2004; Huang et al., 2006; Corrigan et al., 2003) and especially top athletes have been
reported to have a higher intake of medication than non-competing athletes (Dascombe et al.,
2010; Tscholl et al., 2008).

ATC group B was the most common prescribed in our sample, in nearly three quarter of the
subjects, a prevalence considerably far from the general population (less than 5%; OSMED
report). If considered alone, iron use is mentioned as medication or a DS in nearly 30% or
15% of the subjects respectively, prevalence that are in accordance to those of around 20%

reported in literature (Huang et al., 2006).

The high proportion of non-medical reasons for use of prescription drugs underlines the risk
of inappropriate and excessive use of medications that could increase the risk of adverse drug
events and interactions (Suzic Lazic et al., 2011). This also go in pairs with the pattern of DS
use.

Indeed the data of the present study are similar to previous works (75-90%; Suzic Lazic et al.,
2011; Dascombe et al., 2010) suggesting that the majority of elite athletes consume DS since
almost all surveyed subjects (98%) have used at least one. Vitamins and minerals were the
most commonly used DS in sports in general (50-63%; Huang et al., 2006; Lazic et al., 2011;
Tsitsimpikou et al., 2004; Froiland et al., 2004; Sobal & Marquart, 1994), while in our sample
of élite cyclers, aminoacids (34%) were the preferred substances.

DS were mainly used with a cyclically pattern, principally for a dietetic integration and the
60% of the users perceived benefits. Performance enhancement, extra energy supply,
maximise recovery, nutritional deficiency, prevention of illness and to maintain health are
major reasons offered to justify DS use (Dascombe et al., 2010; Huang et al., 2006; Froiland
et al., 2004).

The present study underlines the widespread perception of DS as substitutes to normal, well-
balanced diet as well as of significant benefits associated with dietary supplementation.
Almost 70% of our sample was satisfied by DS use, however, though some DS could enhance
the athletic performance, the scientific evidence confirming this benefit are lacking (Lazic et
al., 2011; Tscholl et al., 2008; Baylis et al., 2001; Telford et al., 1992).

Moreover, DS may present unwanted side effects starting from the micronutrient levels that
exceeds the safe upper level to the interactions with concomitant medications (Sundgot-

Borgen et al., 2003). In addition, DS can be a source of unintentional doping, since some may
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contain unlabelled substances that are included in the List of Prohibited Substances of the
World Anti-Doping Agency (Geyer et al., 2008; de Hon & Coumans, 2007; Van Thuyne et al.,
2006; Pipe & Ayotte, 2002). The risk is particularly high for products with lack of controls
such as coming from internet sales (Fouillot, 2004). Moreover the consumption of DS has
been related with a higher propensity of positive doping violations (Lazic et al., 2011;

Dascombe et al., 2010; Wiefferink et al., 2007; Papadopoulos et al., 2006).

Doping

A limited knowledge about doping agents was observed in our sample, considering the low
average of doping agents spontaneously named (3 per individual) or recognized from the list
(50%). As expected, the most popular were the erythropoiesis stimulating agents (though
Hematide was known by a few percentage, 18%, and recognized as a doping agent only by 5
out 40 cyclers), common banned substances used in cycling (Lentillon-Kaestner et al., 2011).
The other substances, though spontaneously mentioned (table 4) by a few number of athletes,
were mainly represented by GH (61%), stimulants (10%), testosterone or other anabolic
steroids (10% or less). Moreover, less than 10% of the sample mentioned prescription drugs
(insuline and corticosteroids, in 8 and 5%, respectively) as potential doping agents, while, for
istance antiasthma and diuretics or other masking agents were not present in table 4. This
restricted knowledge may be also observed within the list of doping substances recognized
(Table 5), where, for instance, salbutamol was considered as doping by half of the cyclers and
albumine probenecid, a masking agent, only by 9 and 2 out 40, respectively.

Moreover, sildenafil as well as tramadol were erroneously believed as banned substances.
Pseudoepherdrine/ceterizine, commonly used for rhinitis and allergy, was known by half of
participants and was considered as doping by 5% of the athletes. Noteworthy, the year of the
survey, pseudoephedrine was simply included in the Monitoring Program, while, starting
from 2010, it has been considered by WADA as a prohibited substance.

The non-medical sources as the main origin of information about doping should be
responsible for this partial and sectorial (i.e. used in cycling) knowledge about doping.
However, though the main source of information both for drugs and DS, differently form
literature (teammate or the coach; Juhn et al., 2003) was reported to be the specialized doctors,
one omeopathic product (damiana compositum) was taken for a drug as well as a DS, not all
the prescribed drugs were clearly specified (i.e. antibiotics) and 6 DS were included in the list

of drug used.

38



These features reveal a certain confusion about the terminology and, together with the
findings concerning doping knowledge previously discussed, underline the risk for
unintentional doping using faked DS, prescribed medications or drugs used with non-medical
indication (i.e. suggested by a teammate or by the coach).

95% of the cyclists were aware about the risk of doping, while 5% tried to minimize the risk
of doping restricting it to some agents such as erythropoiesis stimulating and psychotropic
agents.

Moreover, an apparent uneasiness when asked to express personal opinions about the
occurrence of doping in cycling was observed in our sample, since the athletes declared that
doping was widespread in cycling in general and at amateur level, however, when referring to
their own team, the denial policy was extremely diffused since only 17,5% admitted its
diffusion in their team. Indeed, although, anonymity may increase the truthfulness of the data
collected, the limit of our questionnaire survey is that data are self-declared.

Interestingly, medications and DS mainly used (group B and iron), together with frequent
drug use indications such as “anemia” as well as “to maintain hematocrit”, underlie the
particular attention towards hematocrit values within cyclers. Moreover, the significant
correlation between use of prescription drugs and doping knowledge (especially represented
by erhytrhopoiesis stimulating agents, very common in cycling), fatherly suggest that higher

medication-users were potentially closer to doping risk.

Conclusions

The collected data confirms that a large number of athletes use DS in hope of improving
performance, though often uncritically, despite the lack of evidence of their efficacy and the
recognition that such practices may carry risks (toxicity issues, drug interactions, possibility
of “inadvertent” doping).

In addition, superficial and “hematic-oriented” doping together with a potential hidden use,
suggested by “denial policy” have been observed in our sample.

The results of the present study, therefore, provide the basis for direct interventions aimed at
increasing the knowledge and awareness of the risks in doping in younger cyclers through
educational and preventive programs. Indeed, nowadays, according to some authors, doping
practice in cycling has become more individualized and less institutionalized one. Cyclists,
therefore, have been given more power in the choice to use doping agents, with less

involvement of the physicians, with a progressive rising of underground market such as
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internet (Lentillon-Kaestner et al., 2011). Moreover, educational programs should also include
DS and prescripted medications, (since they are strictly related to a higher propensity towards
doping) as well as the consequences of their inappropriate use such as adverse reactions and

involuntary doping.
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Tables

Table 1. Anthropometric and socio-demographic features of the sample population.

Total

mean+SD (range)

Age 20.7+1.3 (19-23)
BMI (kg/m°) 21,1£1,0 (19.5-22.9)
Hours/week 21.8+4.3 (14-30)

Started cycling (years)

11.1£3.2 (4-17)

Education

Primary school 1(2,5)
Secondary school 38 (95.0)
Bachelor 1(2.5)
Non students 24 (60.0)
Students 16 (40.0)
Total 40 (100)
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Table 2. Pattern of drug prescription according to the ATC classification system.

ATC Drug Drugs Users

N %o n Yo
A* 11 131 9 30,0
Al1AA Multivitamins with minerals 1 1,2 1] 3,3
A11DB Group B vitamin 41 4.8 41133
A11GAO1 | Vitamin C 1] 1,2 1 3,3
Al11JA Combinations of vitamins 51 6,0 5116,7
B 31 (36,9 22 |73,3
BO3AAOQ7 | Ferrous sulphate 7 8,3 7123,3
BO3AB19 | Sodium ferrigluconate 21 2,4 2| 6,7
B0O3BAO1 | Cyanocobalamin 11(13,1 11]36.6
B0O3BAS51 | Cyanocobalamin combinations 71 8,3 71233
B0O3BBO1 |Folic acid 4] 4.8 4113,3
J* 1 1,2 1 3,3

JO1 Antibacterials for systemic use 1 1,2 1] 3,3
M 8 9,5 8 (26,7
MOIAEQ3 | Ketoprofen 51 6,0 5(16,7
MOIAX17 | Nimesulide 31 3,6 3(10,0
N 7 8,3 7 1233
NO02AX02 | Tramadol 1 1,2 1| 3,3
NO2BAO1 | Acetylsalicylic acid 51 6,0 5(16,7
NO2BEO1 |Paracetamol 1 1,2 1| 3,3
R 3 3,6 2 6,7
R03CCO02 | Salbutamol 1] 1,2 1 3,3
RO5CBO1 | Acetylcysteine 1] 1,2 1] 33
RO6AEQ9 |Levocetirizine 1 1,2 1] 3,3
| % 23 |274| 20 |66,7
V03AB32 | Glutathione 19122,6 19163,3
VO03AF04 | Calcium levofolinate 41 4,8 4134
Total 84 100 30 |100

* information supplied with the questionnaires did not allow identification of individual drugs
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Table 3. List of dietary supplements used

Products Users

N % n %
Aminoacids 37 34,3 28 71,8
Hydro saline supplement 36 33,3 28 71,8
Vitamins 19 17,6 19 48,7
Iron 6 5,6 6 15,4
Caffeine 5 4,6 5 12,8
Proteins 2 1,9 2 5,1
Ergogenic products 1 0,9 1 2,6
Total 108 100 39 100

Table 4. List of substances spontaneously mentioned as doping agents

Substance N % respondents
Erythropoietin 32 84,2
Growth hormone 23 60,5
CERA 26 42,1
Amphetamine 10 26,3
Testosterone 10 26,3
Gonadotropin 5 13,2
Nandrolon 5 13,2
Ephedrine 4 10,5
Insulin 3 7,9
Anabolic steroids 2 5.3
Corticosteroids 2 5,3
Tramadol* 2 5,3
Cocaine 1 2,6
Corticotropin 1 2,6
Methamphetamine 1 2,6
Sildenafil* 1 2,6

* non doping agents
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Table 5. List of substances to be recognized and discriminated as doping or non doping

(defined according the WADA list 2009)*

Agents Recognized Considered | as doping
N % N %
Doping agents
Growth hormone 39 97,5 39 100
Testosterone 39 97,5 39 100
Amphetamine 39 97,5 37 94,9
Cocaine 33 82,5 28 84,8
Ephedrine 32 80 30 93,8
Human chorionic gonadotropin 28 70 27 96,4
Nandrolone 24 60 24 100
Salbutamol 23 57,5 21 91,3
Methadone 19 47,5 16 84,2
Albumin 17 42,5 9 52,9
Corticotropin 7 17,5 7 100
Hematide 7 17,5 5 71,4
Probenecid 5 12,5 2 40,0
Phenmetrazine 2 5,0 2 100
Non doping agents
Paracetamol 37 92,5 0 0
Nimesulide 29 72,5 0 0
Tramadol 25 62,5 6 24.0
Pseudoephedrine*/cetirizine 20 50,0 1 5,0

* Pseudoephedrine, included in the monitoring program in 2009, has been considered doping

agent by WADA since 2010.
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Table 6. Opinion about use and diffusion of doping in cycling.

Does doping occurs in... cyclers non-professional | your team? P values
in general? cyclers?
(A) B) ©
n % N % n %
40 | 100 39 97.5 7 17.5
A | AvsC | BvsC
\&
B
0.08 | <0.0001 | <0.0001
- "a few" 0 0 0 0.0 6 | 857
- "somewhat" 14 35 21 53.8 1 14.3
- "alot" 23 | 57.5 18 46.2 0 0.0
- "every one use it" 3 7.5 0 0.0 0 0.0
Table 7. Sources of information for drug use, DS and doping
Drugs DS Doping
(A) B) (9] P values
Sources % % % Avs C BvsC AvsB
<0.0001 | <0.0001 0.47
Trainer 6.7 15.4 15.0
Pharmacist 33 12.8 5.0
Newspapers/radio/TV 3.3 7.7 60.0
Internet 13.3 154 82.5
GP 23.3 15.4 10.0
Specialized doctor 90.0 74.4 20.0
Relatives/friends 6.7 15.4 35.0
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Dietary supplements and anabolic substances in recreational

sports

Abstract

Purpose: To collect data concerning use and knowledge of dietary supplements (DS) and
anabolic substances (AS) among recreational athletes.

Methods: Anonymous semi-structured questionnaires were distributed to generic fitness
centre visitors and to bodybuilders. Prevalence, knowledge, attitudes and factors related to DS
or AS intake were investigated. Selected bodybuilders admitting the use of AS underwent
anonymous interview.

Results: Among fitness centre generic visitors, 50 respondents aged 29.5+6.5 years (94.0%
males, main activities: fitness, 40% and bodybuilding, 24%) reported DS use in 82.0% cases
(2.4£1.3 DS/subject), mainly aminoacids (36.7%) and proteins (28.6%). 78.6% perceived DS
use as satisfactory. No association was observed between socio-demographic features and
use/attitudes towards DS. DS intake was considerably higher in bodybuilding (3.1£1.5 vs
2.0£1.5 DS/subject; P<0.05).

Among bodybuilders, 31 (83.9% males) aged 31.2+7.7 years, completed the questionnaire.
54.8% of respondents (100% males, P<0.03 Vs females)
named at least one AS (2.9£1.6/subject),  mainly  testosterone  and
nandrolone. In a list of 21 AS-related adverse reactions, 13.1£5.2 were not recognized.
Although none declared AS use, some (25.8%) admitted previous consideration.

According to anonymous interviews to 7 admittedly AS users (100% males; age 36.3+8.2
years), “cardiovascular problems” and “hepatotoxicity” were the main reported (57.1%) risks
to AS use. Expected benefits (appearance/performance improvement) were satisfied and only
two mild adverse reactions were reported.

Conclusions: DS are widespread and perceived as useful within our sample of recreational
athletes. Results confirm the widespread interest in DS and in AS among bodybuilders, who

however seem to have very limited and selective perception of AS-related risks.
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Introduction

Over the last decade, performance- and image-enhancing substances, such as dietary
supplements (DS) as well as anabolic substances (AS), have been increasingly used also
outside the elite world of sport (Guyda 2005; Huang, 2006; Kanayama 2001).

DS use appears to be spread also in the general population and, especially in gyms among non
professionals sportsman (Guyda, 2005), since they do not require prescription and are
available with claims ranging from for self-care, to increase endurance, energy and decrease
fatigue, to gain muscle mass, to lose fat, etc. (Braun 2009; Tsitsimpikou 2009; Tscholl 2008;
Sobal 1994; Molinero 2009). Though the intense marketing and promotion, only a few
rigorous studies have been performed, therefore, the advantage of supplementation on
sporting performance is controversial and the actual efficacy of most DS available on the
market has been never assessed (Dascombe 2010; Bishop 2010; Maughan 2007). A balanced
diet usually effectively meets all the needs of physical exercise, therefore, DS are usually
unnecessary if not dangerous, due to inadequate product labelling, presence of contaminants
or undeclared substances (such as anabolic androgenic steroids) (Geyer 2008; de Hon 2007;
Van Thuyne 2006; Sundgot-Borgen 2003; Pipe 2002).

DS consumption has also been found to increase the likelihood of subsequent use of illicit
substances, mainly represented by AS (Suzic Lazic 2011; Dascombe et al., 2010; Wiefferink
et al., 2008; Papadopoulos et al., 2006). Indeed, the prevalence of drugs such as AS to
improve sports performance and body appearance in fitness sports appears alarmingly high,
ranging from 5 to 14%, and represents, thus, an issue of extreme relevance for the health care
system (Simon 2006; Korkia 1996; Korkia 1997; Kanayama 2001; Striegel 2006; Leifman
2011). The current knowledge about the actual use and attitudes towards DS and AS among
recreational athletes, such as fitness centres visitors, is however scarce (Leifman 2011;
Tsitsimpikou 2011; Bojsen-Mgller 2010; Oliver 2008; Chtopicka 2007; Papadopoulos 2006;
Morrison 2004). Fitness centres visitors nonetheless represent a large and heterogeneous
population, and educational and preventive measures aimed at reducing the improper use of
substances in such population are therefore of critical importance at the individual as well as
at the societal level.

We hereafter report the results of a series of independent and complementary studies among
people attending fitness centres, aimed at assessing prevalence, knowledge, attitudes and
factors associated to the use of DS and at surveying knowledge and risk perception related to

AS use. As a whole, we observed a widespread interest in DS and AS by fitness centre
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visitors and in particular among bodybuilders, as well as a very limited and selective
perception of related risks. The present results may help planning educational programmes

specifically targeted to carry out effective preventive strategies.

Materials and methods
Informed consent was obtained from all participants and the surveys were conducted in

accordance with ethical research guidelines.

Study 1 - Dietary supplements
In January 2009 anonymous semi-structured questionnaires were distributed to clients of a
gym located in Northern Italy. The three sections in the questionnaires allowed to gather:
- socio-demographical characteristics: age, sex, body mass index (BMI), education,
place of living;
- information about physical activities: main physical activity, role (athlete, trainer),
level, from how many years, other physical activities and total time devoted to sport;
- information about the use of DS: knowledge, use in the last three months and kinds of

DS, expected and obtained benefits, sources of information and of supply.

Study 2 - Anabolic substances
The study included non-professional bodybuilders in another fitness centre in Northern Italy.
Surveyed subjects were given an anonymous semi-structured questionnaire to collect the
following data:
- socio-demographical characteristics: age, sex, education, place of living;
- physical activity performed, other physical activities and level and total time devoted
to sport;
- knowledge about AS: acquaintance, source of information, risk perception
(seriousness and adverse reaction known within a list), opinion about the diffusion
among bodybuilders, reason for use and personal use.

- Drug used in the last three months: reasons and source for advice.
Study 3 - Subjective reports from AS users

This study, performed in the same fitness centre of study 2, was based on a different group of

bodybuilders who, during preliminary contacts, had admitted current or previous use of AS.
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The semi-open face-to-face interviews were conducted by one of the authors (GP), who has
many years of experience in training at fitness centres and has a good understanding of the
bodybuilding environment. The anonymous interview was carried out as a conversation in
which open-ended questions were used to cover the following areas:

- Socio-demomographic data (age, kind of work)

- bodybuilding (from how many time they started and level of competition)

- knowledge of AS (definition, source of information, risks)

- use of AS (kind of AS used, reasons, benefits, adverse reactions)

- use of DS and drugs

Statistical analysis

Collected data were recorded in a digital archive (MS Excel, Microsoft Inc., USA) and
analyzed through a descriptive approach. Anthropometric data (height and weight) were
summarized as body mass index (BMI, kg/m?). Statistical significance was examined using
the Xz—test distribution, the unpaired Student’s #-test, ANOVA or the Pearson correlation test,

as appropriate. Results are shown as meantstandard deviation (SD).

Results

Study 1

Subjects

A completed questionnaire was provided by a total of 50 respondents, principally males (47,
94.0%), with a mean age of 29.5+6.5 years (range: 18-44 years), and a mean BMI of 24+2.1
kg/m2 (range: 19.7-30.1). Characteristics of the study population are represented in table 1.

Sport activities

Sports were played at amateur level in the majority of the cases (41, 82.0%; 40 out 47 males,
85.1%; 1 out 3 females, 33.3%) and there were only 5 (10.0%) regional professionals (all
males) and 4 (8.0%) national professionals (2 out 47 males, 4.3%; 2 out 3 females, 66.7%).
Hours/week globally devoted to physical activity were 9.6+6.1 (range 3-35), 9.1£5.2 (3-35) in
males, 18.6+6.7 (6-35) in females. Main sports performed were fitness (a total of 20, 40.0%;
males: 19 out 20), bodybuilding (12, 24.0%; all males) and soccer (6, 12.0%; all males), and
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had been practised since 10.0+7.5 years (range: 10-25), 10.1+7.6 (1-25) in males, 8.8+7.3 (1-
13) in females. Participants were principally athletes (44 subjects, 88.0%; 40 out 47 males,
85.1%; 1 out 3 females, 33.3%), while only 12.0% (all males) were trainers. 44 subjects
(88.0%) practised at least another sport (2.0+1.1 sports/subject; range: 1-5), 41 males (87.2%)
(2.0£1.1 sport/subject; range: 1-5) and all the females (1.3+£0.6 sport/subject; range: 1-2). No

significant differences in sport activities were observed between males and females.

Dietary supplements use and knowledge

The majority (42, 84.0%) of the subjects (40 males, 2 females) used a total of 98 (2.3+1.3
DS/subject; range: 1-6) principally aminoacids (36, 36.7% of total DS) proteins (28, 28.6%)
and creatine (13, 13.3%). DS intake was defined as continuous by 31 subjects (73.8%) and
occasional in the remaining cases. No significant differences were noticed in the type of DS
used among different sports played. DS were usually purchased at specialized shops by 21
users (50.0%) , fitness centre (11, 26.2%), acquaintances (11, 26.2%), internet (4, 9.5%),
drugstores (2, 4.8%). DS were used principally upon advice from trainer (28 cases, 66.7%),
relatives/friends (14 cases, 33.3%), physician (6, 14.3%), self-prescription (5, 11.9%),
pharmacist (3, 7.1%).

The expected benefits were generally perceived as satisfied (78.6%), among these, “quicker
recovery” (26 users, 61.9%) and “better performance” (17, 40.5%) were the most commonly
reported. Moreover, 76.2% of the users were prone to take them again.

A satisfactory definition of DS was given by 11 (22.0%) of participants.

According to the 8 non-users of DS, “DS are necessary only for professional athletes and are
related to a deep interest for health” for 5, “are useless or even dangerous” for 2 and “useful

for deficiencies of the modern diet” for one.

Correlations

No association was observed between age, sex, education, place of residence and knowledge,
use or attitudes towards DS. DS intake was however significantly higher in subjects practising
bodybuilding in comparison to fitness, the other most represented physical activity, as well as
to the other physical activities taken as a whole (3.1+1.5 DS/subject vs 2.0+1.0 or 2.0£1.1
DS/subject respectively; P<0.05).
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Study 2 - Bodybuilders and AS

Subjects
31 subjects, 26 (83.9%) males, aged 31.2+7.7 years (range: 20-49), completed the
questionnaire. Characteristics of the sample as well as data concerning physical activity are

reported in table II.

AS knowledge, risks and diffusion

26 subjects (83.9%) were able to give a satisfactory definition of AS, however 23 (74.2%)
identified AS only as doping agents, while only 3 (9.7%) knew also their clinical indications.
17 (54.8%), all males (P<0.03 vs females), named 44 substances, 2.9+1.6/ subject (range: 1-6),
principally testosterone (12, 27.3%) and nandrolone (12, 23.7%), followed by GH (5, 11.4%),
stanozolol (4, 9.1%), methandrostenolone (3, 6.8%) and danazole (2, 4.5%). 6 non AS were
also erroneously included in the list: EPO (2, 4.5%), cocaine (1, 2.3%), “proteins” (1, 2.3%),
creatine (1, 2.3%) and cortisone (1, 2.3%).

Though all the subjects declared to be aware about the potential risk due to the use of AS, 2
(6.5%) believed that this risk was associated only to some of them. Among a fixed list of AS-
related adverse reactions, only 9.9+5.2 (range: 2-20) items were recognized as potential
adverse reactions to AS and the most represented was testicular atrophy (25, 80.6%), followed
by erectile dysfunction (24, 77.4%), myocardial ischaemia (23, 74.2%), liver cancer (22,
71.0%), (Table III).

Information concerning AS were collected from internet (17, 54.8%), trainer (15, 48.3%),
media (14, 45.2%), acquaintances (5, 16.1%), pharmacist (1, 3.2%), or other sources (2,
9.7%).

According to 20 responders (64.5%), AS use was a widespread habit also among amateurs
while for 9 (29.0%) it occurred only among professionals bodybuilders. Aesthetic reason is
the main driver (28, 90.3%) reported for AS use, followed by the desire to get quicker results
(21, 67.7%), to compete in a professional contest (13, 41.9%), to be advantaged in the
competition (10, 32.3%), since many use them (4, 12.9%) or the risks are underestimated (1,
3.2%). Although all the subjects denied having ever used AS, 8 (25.8%) admitted that they
had considered the possibility.
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Drug use

8 (25.8%) declared having used a mean of 1.9+1.1 drugs in the last 3 months, a total of 15
drugs, represented by NSAIDs in 7 cases (46.7% of drugs), antiasthmatics in 4 (26.7%), oral
antibiotics in 3 (20.0%) and antiulcer in 1 (6.7%). Drugs were taken under the advice of the
general practitioner (7, 87.5%), pharmacist (6, 75.0%), specialized doctor (3, 37.5%), trainer
(2, 25.0%).

Correlations
With the exception of the ability to name AS, reported only by male subjects, no significant
relationship between knowledge of AS and level of education and other socio-demographic

characteristics or drug use has been found.

Study 3 — Subjective reports from AS users
7 bodybuilders, all male, age 36.3+8.2 years, admitting the current or past use of AS,

underwent anonymous interviews about knowledge and use of AS, drugs and DS.

Case 1

Sociodemographic data and bodybuilding

38 year old, had started bodybuilding 5 years before at non professional levels.AS knowledge
“AS”, according to the subject, were “chemical products that help to increase body strength
beyond the physiological possibility, some of them without increasing body mass”.

He was aware of the risk for cardiovascular, liver, kidney, and prostate damage, and for
impotence and alopecia.

The reported sources of information were gym mates and trainer and, in particular, self
documentation through internet.

AS use

He started AS when he was 35 with the goal to improve his body appearance. AS use was
based principally on self-prescription and information collected through a specialized forum
on internet, chatting with long-time AS users.

He used several kinds of AS, included insulin and clenbuterol and 8 anabolic androgenic
steroids (i.e. testosterone propionate, nandrolone, stanozolol, boldenone, trenbolone,
drostanolone, metenolone, mesterolone) with a cyclical pattern (4-8 weeks). He had also used

stimulants such as ephedrine.
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He reports huge benefits such as an increase of muscular body mass of 20 kg and a
consequent considerable improvement in power lifting of 100% were reported after he had
started AS. Adverse reactions consisted only in mild acne.

DS or other drugs use

AS cycles were associated to proteins (3,5 g for Kg of body weight) and sometimes also to
stimulants such as ephedrine. Antiestrogens and gonadotropins were used at the end of the

cycles.

Case 2

Sociodemographic data and bodybuilding

He was 26-years old and had started bodybuilding at non professional level at the age of 22,
to improve his body appearance.

AS knowledge

AS were defined as substances that help to improve physical performances and muscular
mass. The curiosity about AS has risen talking about them with some friends. He told to be
aware that AS were related to some risks, but he mentioned only impotence and sterility
admitting to have a limited knowledge about other potential adverse events.

AS use

He had started AS use the year before in order to improve his body appearance and to increase
the muscular mass to be as fit as the colleagues were. Under a colleague’s supervision, he
started to use anabolic androgenic steroids such as stanozolol, nandrolone, testosterone and
trenbolone, with a cyclic pattern (for 8 weeks followed by a short stop). He reported that the
expected benefits were fulfilled and did not notice any adverse reaction.

DS or other drugs use

During the AS cycle he used protein and ramified aminoacids. At the end of the cycle he used

antiestrogens in order to preserve the testicular production of testosterone.

Case 3

Sociodemographic data and bodybuilding

He was 42 years-old and had started bodybuilding at a non professional levels since he was 25.
He worked as a trainer in a fitness centre

AS knowledge

According to the subject, AS were substances responsible for psychological addition since

they allowed to go beyond normal physical limits. He started to talk about AS with some
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friends and then with some who were recognized among his bodybuilders community to be
“AS-experts”. He admitted that at the beginning he thought that AS were not responsible for
the neoplastic transformation of a cell but were only able to increase the growing speed, then
after years of AS use he had broadened the awareness about other potential adverse events (i.e.
cardiovascular disease and renal or liver problems).

AS use

He used AS 20 years ago for a couple of year in order to achieve his ideal of physical image
and due to the desire to be a part of a group of persons aiming to reach the same body
appearance. Initially he used nandrolone, stanozolol, testosterone and GH, with a cyclical
pattern following the indications of some friends and then of “AS-experts”. He reported some
injuries occurred to shoulders and pectoral muscles but he did not put them in relation with
AS use.

DS and other drug use

He reported aminoacids and proteins intake. Estrogens were used at the end of AS cycle

Case 4

Sociodemographic data and bodybuilding

He was 41 years-old and started bodybuilding since he was 23, participated to several
completion and worked as a personal trainer.

AS knowledge

The subject simply defined AS as “drugs”. He reported that AS was a quite usual topic among
his bodybuilding mates. According to him AS presented several benefits while adverse events
(i.e. gynaecomastia, hepatotoxicity) could be avoided using them with a “scientific criterion”.
AS use

He had used AS from the age of 23 to 35 in order to be ready for the competitions. Under the
supervision of an ‘“AS-trainer” he used testosterone, GH, insulin. According to him, he
obtained only benefits (improvement of physical performance and of muscular mass) since he
used AS with a “scientific criterion”.

DS or other drugs use

He used a wide range of DS: proteins, aminoacids, creatine, vitamin complex. Every cycle of
AS was followed by gonadotropins and estrogens in order to restore the endogenous androgen

production and to avoid gynaecomastia.
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Case 5

Sociodemographic data and bodybuilding

He was 47, started bodybuilding since he was 25 and sporadically had participated in the past
to competitions. He worked as a personal trainer.

AS knowledge

He defined AS as hormones that can be used by ingestion or by injection, that are able to
increase androgens (responsible for muscular mass growth) as well as estrogens levels. His
source of information were gym mates who were using AS.

He was aware that AS use is related to the danger of cancer and cardiovascular problems.
Since he knew their risks he said to have discouraged AS use by the athletes he followed.

AS use

He used AS for a few months (two cycles of AS) at the age of 35 under the supervision of an
“AS-expert” in order to further improve his body image. He used testosterone, nandrolone
and stanozolol for a 8 weeks cycle. He noticed an increase of physical and psychological
power and in sexual desire and did not report any problem related to AS use.

DS or other drugs use

He had used DS at the end of the AS cycle “in order not to overcharge the liver”.

Case 6

Sociodemographic data and bodybuilding

He was 25 years-old and practiced bodybuilding for 5 years at non professional level.

AS knowledge

He defined AS as hormones able to increase the muscular mass and widely used internet as a
source of information. He reported to be aware of the risks related to AS use but did not go
into details.

AS use

He started AS use 6 months ago since he was dissatisfied with his body image. He self-
prescribed 8/12 weeks-cycles of androgenic anabolic steroids (testosterone, nandrolone and
stanozolol), but wished to be followed by an “expert”/” AS-trainer.” At the end of the cycle he
used gonadotropins in order to restore the endogenous androgens synthesis. He observed
considerable benefits such as an increase in physical performance and in sexual desire. He
reported only an inflammation within the site of injection and, sometimes, a sudden change of
mood and aggressiveness.

DS or other drugs use
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He reported DS intake, but did not go into details. He used antiestrogens, antiandrogens and

betablockers in order to avoid AS adverse reactions.

Case 7

Sociodemographic data and bodybuilding

He was 35 years-old and started bodybuilding since he was 17. He was a trainer for
professional and non professional bodybuilders.

AS knowledge

AS was defined as an ‘“ergogenic” aid to improve muscular mass. His first source of
information was a mate who practiced bodybuilding at professional level. According to the
subject, if used with appropriate schedule, AS use was beneficial. Liver and toxicity,
cardiovascular problems, sterility were mentioned as potential AS adverse effects.

AS use

He had used cycles of androgenic anabolic steroids (nandrolone, stanozolol, boldenone,
mesterolone) in the past in order to obtain results that were better than the simple training. He
was initially supervised by some mates and then he started to look for information by himself
through internet and books. He was satisfied from the use and did not observe any adverse
reaction both in himself and on athletes he trained.

DS or other drugs use

He used progesterone and gonadotropins to restore spermatogenesis at the end of AS cycle.

He reported the use of proteins.

Discussion

DS use and knowledge

In our sample population of generic visitors of fitness centres the high prevalence of DS use
(84%), principally represented by creatine and proteins/aminoacids, was similar to the few
data available in literature (41-85%), strengthening the fact that even recreational athletes
often try to push the limits of their sport performance (Oliver 2011; Tsitsimpikou 2011;
Cholpicka 2007; Morrison 2004; Mason 2001).

DS use may differ between sporting cultures (Cholpicka 2007) and, as expected, a
significantly higher prevalence was observed among bodybuilders while, no association was

observed between individual characteristics and attitudes towards DS, or DS use, perception

56



and knowledge. These data are consistent with the findings coming from direct interviews to
bodybuilders using AS, in which all the subjects reported use of DS, especially proteins and
aminoacids.

DS intake, however, usually occurred acritically, without a full understanding of the potential
benefits and risks associated, often due to a superficial knowledge, as observed in our sample
where a satisfactory definition of DS was provided in just a few cases.

Fitness centres per se often promote the use of DS through “corners” dedicated to information
and sell. According to our results, the trainer was the main advisor for DS, while only a few
respondents asked for the advice of qualified personnel, such as doctors or pharmacists. This
finding is in agreement with published literature (Molinero 2009; Cholpicka 2007), and it is
of some concern, since trainers in fitness centres are not required to have specific background
in nutritional sciences to counsel athletes about actual effectiveness safety and legality of DS

use.

DS expected benefits and risks

Expected benefits, mainly represented by a quicker recovery and an increased muscular
mass/strength (in particular among bodybuilders), were satisfied in a large majority of the
surveyed subjects. This finding is the likely result of the intense marketing campaigns of
several DS, since very few studies have actually examined the performance advantages
(Guyda, 2005). Indeed, the promotion of many DS is often based only on hypothetical
benefits coming from animal models, while evidence of advantages in humans is scarce and
contrasting (Guyda, 2005; Telford, 1992) and only a few studies have explored benefits and
safety data about the long-term use of DS (Schwenk, 2002; Tokish 2004; Philbin 2006). For
instance, aminoacid supplementation has not been demonstrated to increase strength as well
as endurance and appears unnecessary if one considers that in the typical athlete’s diet the
protein balance meets the increased sport requirements (Jenkinson, 2008). Moreover,
aminoacids may cause gastrointestinal adverse effects such as diarrhea and gastralgia
(Jenkinson, 2008). As concerns creatine, another quite popular DS, scientific data concerning
improvement of sport performance are contrasting (Jenkinson 2008; Mason 2001). Indeed,
creatine intake may be detrimental due to the increase in body mass mainly related to water
retention (Jenkinson, 2008; Williams, 1998). Although creatine supplementation does not
seem to be associated to short-term health risks, long-term risks have not yet been assessed
(Mason 2001). Moreover, cases of renal failure related to the association of several DS

including creatine have been reported in literature (Thorsteinsdottir, 2006).
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Besides contrasting evidence for benefits, the consumption of DS to enhance sports
performance or to improve body appearance may, in itself, represent the first step to illegal
preparations (Leifman 2011; Suzic Lazic 2011; Dascombe 2010; Wiefferink 2008;
Papadopoulos 2006) since it may be associated with risky behaviours such as inappropriate
use of medication, excessive intake of energy drinks, or illicit performance-enhancing drugs
such as AS (Leifman 2011; Goyda, 2005). This possibility seems indirectly confirmed by our
observation concerning the more intense use of DS in bodybuilders, who also admitted to
have considered the possibility to use AS.

In our sample 10% of DS source of supply occurred through internet. The raising market has
opened up avenues for counterfeiting, therefore, these products are not necessarily produced
in accordance with Good Manufacturing Practice. As a consequence, DS may contain
unlabelled contaminants or illegal substances (Geyer 2008; de Hon 2007; Van Thuyne 2006;
Pipe 2002) and the risk is consistently high for products with lack of controls such as coming
from non institutional channels such as the internet sales (Fouillot 2004). Moreover, websites
selling DS very often also sell AS and other illegal preparations, provide misleading

information and are sources of deceiving practices (Cordaro et al., 2011).

AS knowledge and attitudes

Though the majority of bodybuilders who filled the anonymous questionnaire declared at least
a secondary level education, collected data suggest only a limited knowledge about AS as
concerns, for instance, the capacity to give a definition of AS or to name AS. Indeed, several
non-AS were included among AS list, such as DS (proteins and creatine) commonly used by
bodybuilders as well as drugs (cortisone and EPO), which may be used as doping agents, and
cocaine. Noteworthy, available studies indicate that AS use is associated with other illicit
drug use such as cocaine (Ip 2011; Simon 2006, Striegel 2006).

AS users also exhibited a quite superficial knowledge of AS, with a specific interest in
anabolic androgenic steroids as can be noticed in their answers.

Not surprisingly, these substances were not only the best known AS but also the most
commonly used by the interviewed bodybuilders. Indeed , in parallel to DS, AS use, anabolic
androgenic steroids especially, has consistently raised among non-competitive sports over the
last decade, spreading in particular among bodybuilding (Melnik 2009; Mattila 2010; Guyda
2005; Striegel 2006; Wieffrink, 2008 Leifman 2011; Agullo-Calatayud 2008; Simon 2006;
Kanayama 2001; Korkia, 1996). According to several studies, the use of AS mainly occurs in

males, is directly related to the degree of physical fitness (training years and frequencies) and
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is higher in bodybuilders than in other fitness sports athletes especially, if they are preparing
for a competition (Striegel 2006). In particular, the explicit use of anabolic androgenic
steroids in fitness centres has been reported to be around 10% (Bojsen-Mgller 2010).

In agreement with published literature, in our subjects anabolic androgenic steroids represent
the most widely used drugs by bodybuilders; steroid regimens usually include a mean of 3-4
agents (both oral and injected drugs), usually taken in doses 5 to 30 times greater than the
recommended therapeutic dose and involved cycles ranging 4 to 8 weeks followed by a
withdrawal period (from 4 weeks to months) aimed at reducing the risk of adverse reactions
(Kicman, 2008; Tahtamouni 2008; Perry 2005). As happened in our study, usually anabolic
androgenic steroids are used in association with other AS such as peptide hormones (Ip 2011;
Tahtamouni 2008; Striegel 2006; Perry 2005). Antiestrogens and gonadotropins are used in
order to restore endogenous testosterone synthesis during these stops (Striegel 2006; Perry

2005).

Reason for AS use and perception of risks and benefits

In agreement with the opinion gathered through the questionnaire and to literature data, all the
AS users interviewed declared the central importance of the muscular body appearance (with
both aesthetic and sport performance) (Melnik 2009; Striegel 2006; Cafri 2006).

The dissatisfaction with one’s aspects as compared to the ideal standard flaunted by the media
represents one of the main reason for starting bodybuilding and the consequent AS use
(Cordaro 2011; Iriart 2009; Wieffrink 2008; Cafri 2005; Yesalis 2001; Brower 1994). In
general, bodybuilders who are more dissatisfied with their body, are more prone to use AS
(Goldfield 2009; Schwerin 1997). In our sample, even though the first group of bodybuilders
denied the use of AS, some of them admitted to have considered it, suggesting the high
pressure for promotion of these substances within bodybuilding world. One bodybuilder
admitted during the interview that the dissatisfaction with his body image together with the
desire to improve the self-image by increasing muscle mass drove him to AS use.

Almost all the bodybuilders declared to be highly satisfied and to have achieved the expected
benefits (such as higher physical performance and a considerable improvement in body
image) after starting AS.

A certain tendency to attribute several advantages to the AS use minimizing the potential risks
has been observed in the present study. Questionnaire data revealed that only half of potential

adverse reaction to AS were detected from a list (table III) and were most frequently
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represented by sexual (testicular atrophy, 80.6% and erectile dysfunction, 77.4%),
cardiovascular (74.2%) or liver (71.0%) problems.

Indeed, the knowledge of potential adverse reactions were quite limited especially as regards
cardiovascular and sexual problems. An alarming picture of underestimation clearly emerged
among AS users since only two of them declared to have experienced adverse reactions,
referred as mild and reversible in both cases. Moreover, another one user didn’t put in
relationship a pectoral-shoulder injuries to AS use. In literature, the most commonly reported
adverse effects due to the abuse of AS include impotence, acne, liver failure, myocardial
infarction as well as psychiatric consequences (Kicman 2008; Casavant 2007; Brower 1994).
However other adverse effects may be insidious psyco-physical adverse consequences of AS
use may become evident with a considerable delay after long-term use of supraphysiologic
doses and the subjects themselves may be unaware of such as damages to the cardiovascular
system and, therefore, they may minimize the risks and there’s and intrinsic difficulty in
collecting adverse effects of what is an underground activity (Kanayama 2008; Kicman 2008).
Acne, reported by one of the AS users, according to literature, appears to occur in about 50%
of anabolic androgenic steroids users and may represent, therefore, an indirect marker of
abuse (Melnik 2007; Voelcker 2010). Questions concerning drug use were intended to detect
potential adverse drug reactions due to AS which had required a pharmacological treatment.
The use of antibiotic cream for acne may represent a clue of anabolic androgenic steroids use
(Voelcker 2010). However, in our sample of bodybuilders, antibiotics were used in 3 cases
but were represented by oral formulation.

Moreover, as aforementioned for DS, counterfeit and poorly controlled products is a
consistent risk for AS use since their source of supply is usually represented by the black

market and internet (Cordaro 2011; Graham 2009).

Source of information for AS

In accordance to what observed in literature (Striegel 2006), source of information for AS
principally reported were training colleagues, trainer and the gathering of pertinent literature
(books, internet). The lower awareness of risks may be a direct reflection of the primary
advisors’ knowledge of side effects. These data underline that the source of information may
be poor qualified and even partial such as in the case of trainer who may be a user himself and
may, therefore, suggest the AS use promoting the benefits and minimizing the risks, as
implicitly admitted one of the trainer interviewed. Moreover, specialized internet forums may

supply a large amount of information concerning the illicit use of AS in recreational athletes
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enhancing the advantages (body image, muscular power) and minimizing or omitting the
potential risks (Cordaro 2011).

Concluding remarks

One of the limit of a survey of this nature is the risk of under-reporting. However, it has been
demonstrated that information gathered through anonymous self-administrated questionnaire
may be reliable (Laure 2007; Stone 2005). Moreover, in our present surveys the numbers
were relatively small. This limitation however did not prevent from finding some significant
correlations, moreover in particular direct interviews to bodybuilders who admitted AAS use
provided relevant information about knowledge and attitudes in this high-risk population. We
are now planning to increase the surveyed population and to investigate the possible
relationship between AS and DS use and use of other illicit performance-enhancing agents.

In conclusion, our findings highlighted that DS are quite popular among non-professional
athletes, and especially in bodybuilders, since they are perceived as useful and harmless.
General practitioners/caring doctors should be aware of DS intake, in order to ensure their
proper use. In addition, trainers should acquire specific knowledge and education about the
topic, as they appear to be the main advisors regarding the use of DS in gymnasiums. Due to
the superficial knowledge concerning AS and the underestimations of their adverse reaction
together with the higher prevalence than in the general population, fitness centres visitors, and

bodybuilders especially, represent an appropriate target for informative interventions.
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Tables

Table I. Characteristics of the sample population included in study 1.

Total

Males

Females

Number of subjects”

50 (100)

47 (94.0)

3 (6.0)

Age (years)” 29.5+6.5 (18-44) | 29.9+6.7 (21-44) 22.7+7.2 (18-31)
BMI (kg/mz)a 24+2.1 (19.7-30.1) | 24.0£2.1 (19.7-30.1) | 23.9+2.1 (20.1-22.3)
Education”
Primary school 3(6.0) 3(6.0) 0(0.0)
Secondary school 35 (70.0) 33 (66.0) 2 (4.0)
Bachelor 11 (22.0) 10 (20.0) 1(2.0)

| Other 1(2.0) 1(2.0) 0(0.0)

Notes: a, mean£SD (range); b, n (%).

Table II. Characteristics of the sample population included in study 2.

Notes: a, meanSD (range); b, n (%).

Total Males Females
Age® 31.2+7.7 (20-49) 31.6+7.6 (20-49) | 29.2+12.0 (20-49)
Bodybuilding
Hours/week * 5.7+3.8 (3-25) 5.8+4.1 (3-25) 5.2+1.3 (3-6)
Years started ® 5.8+5.2 (0.5-20) 6.0+4.6 (0.5-17) 5.0+8.4 (0.5-20)
Total” 31 (100) 26 (83.9) 5(16.1)
Other sports
Subjects b 10 (32.3) 9 (29.0) 1(3.2)
Number of other sports® | 1.9+1.3 (1-5) 2.0£1.3 (1-5) 1
Education®
Primary school 7 (22.6) 6 (23.1) 1 (20.0)
Secondary school 17 (54.8) 13 (50.0) 4 (80.0)
Bachelor 6(19.4) 6 (23.1) 0(0)
“Other” 1(3.2) 1(3.8) 0 (0)
Total 31 (100) 26 (100) 5 (100)
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Table III. Recognized adverse reactions due to AS use

N %o
Testicular atrophy 25 80.6
Erectile dysfunction 24 77.4
Myocardial ischaemia 23 74.2
Liver cancer 22 71.0
Hepatotoxicity 17 54.8
Aggressiveness 17 54.8
Voice deepening 17 54.8
Hirsutism 15 48.4
Clitoral hypertrophy 15 48.4
Depression 14 45.2
Thrombosis 12 38.7
Prostatic hypertrophy 11 35.5
Menstrual disorders 11 35.5
Stroke 11 35.5
Psychosis 10 32.3
Tendon fraility 9 29.0
Acne 8 25.8
Dyslipidaemia 8 25.8
Hypertension 7 22.6
Gynaecomastia 5 16.1
Growth deficit 4 12.9

Table IV. Anabolic substances used by interviewed bodybuilder

Anabolic substances N %AS Jousers
Anabolic androgenic steroids | 26 86,7 100
Nandrolone 6 20,0 85,7
Testosterone 5 16,7 71,4
Stanozolol 5 16,7 71,4
Boldenone 2 6,7 28,6
Trenbolone 5 16,7 71,4
Drostanolone 1 3,3 14,3
Metenolone 1 3,3 14,3
Mesterolone 1 3,3 14,3
Other anabolic substances 4 13,3 42,9
Insulin 2 6,7 28,6
Clenbuterol 1 3,3 14,3
GH 1 3,3 14,3
Total 30 100 100




Herbal remedies use

The use of HR appears to be widely used in industrialized world for several complains. HR
are usually considered a safer alternative to conventional treatments, since they are perceived
as “natural” and, therefore, beneficial or at least presumed to be free of risks. However,
efficacy and safety of many of these products have not been clearly demonstrated. Recently,
issues of contamination, adulteration and inappropriate labelling have raised (Mentha 2008).

I have performed a review of the published literature concerning the use of Herbal remedies in
the industrialized world, published in chapter 24 (“Herbal Medicines: Epidemiology of their
Utilization—A Perspective on the Industrialized World”) of “Herbal Medicines: Development
and Validation of Plant-derived Medicines for Human Health”, CRC Press.

The use of HR is common among subjects suffering from chronic conditions due to unmet
needs, a “grey area” that conventional prescribed therapy is not able to cover. Most patients
do not discuss the use of HR with their health care provider, raising the risk of interactions
with concomitant prescribed therapy. The risk is potentially high since up to 60% of herbal
users are also under conventional treatment (Al-Windi 2004). Indeed, the number of reports
concerning herbal-drug interactions as well as adverse effects are growing (Kennedy 2010).

In “Use of herbal remedies among patients with multiple sclerosis: a nation-wide survey in
Italy” I have investigated prevalence, knowledge and attitudes towards HR among multiple

sclerosis patients.
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Use of herbal remedies among patients with multiple sclerosis: a

nation-wide survey in Italy

Introduction

Multiple sclerosis (MS) is a chronic demyelinating disease of the central nervous system, with
a prevalence about twice in women, and is the leading non-traumatic cause of disability in
young adults in the Western World (Alonso et al., 2008; Pugliatti et al., 2006). The impact on
patient’s quality of life is often significant and the social costs of MS are consistent because
of the long duration and the peak in the prime of life, when families and careers are
developing (Kobelt et al., 2006; Amato et al., 2002). Recent progress in the treatment of MS
is remarkable, however, although new disease modifying agents may reduce the frequency of
exacerbations and progression of disability, numerous unmet needs remains to be addressed
such as efficacy (impaired effectiveness due to neutralizing antibodies, lack of therapeutic
strategies options for progressive MS, etc.), safety (i.e. risks for malignancy and opportunistic
infections) and adherence (approved treatments for MS are all parenteral) problems (Kieseier
et al., 2009). Psychological problems/affective disorders (especially depression and anxiety),
common in MS patients, represents other consistent unmet needs, since they require early
diagnosis and appropriate interventions, not always provided (Gay et al., 2010). MS still
results for most of patients in different degrees of disabilities requiring medical and non
medical interventions. Thus, the burden of symptoms and distress often induce MS patients to
seek for herbal remedies and, more extensively, for complementary and alternative medicines
(CAM).

The traditional knowledge of herbal remedies and their therapeutic applications, result of
thousand years of experience, has been modernized in developed nations, evolving in the so-
called “Neo-Western herbalism” (Elvin-Lewis, 2001). Intercontinental travel, immigration
and cross-cultural exchange, in general, have broadened the frame of reference of Western
herbal medicine introducing the healing practices of other cultures. Echinacea, one of the
mainly used plants, may be an example, since it originally came from North America. Herbals
remedies are now widely available from many sources including health food stores,
supermarkets, direct marketing, natural therapy clinics and pharmacies.

Besides the purpose to promote general health/well being or for disease prevention (Singh et
al., 2006), herbal remedies are also used in the treatment of several mild conditions (such as

common colds, musculoskeletal problems, gastrointestinal symptoms, etc.) as well as
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adjuvant in the management of chronic illness (cancer, cardiovascular diseases, etc.), where
conventional treatment are often unfulfilling (Gardiner et al. 2007; Bardia et al. 2007).

The use of herbal remedies have considerably risen since over the last decades in developed
countries (Bardia et al. 2007), however, the actual prevalence remains undetermined due to
the reduced number of epidemiologic studies. In particular, prevalence data (9-27%) among
MS patients derive essentially from surveys dealing with a more extensive picture of CAM
(Apel et al., 2006; Nayak et al., 2003; Apel et al., 2005; Leong et al., 2009; Marrie et al.,
2003; Olsen 2009; Yadav et al., 2006). Moreover, the rate of disclosure to the caring
physicians is often low. Therefore, the use of herbals, so far scarcely investigate among MS,
poses several challenges such as interference with conventional drugs as well as tolerability
issues.

In the current study we explored prevalence, knowledge and attitudes (why they are chosen,
with which purpose, how effective are perceived by users, etc.) towards herbal remedies. In
addition, we evaluated the clinical as well as socio-demographic factors related to herbal use.

Use and attitudes towards CAM have been also investigated.

Methods

Study design

The present study was a nation-wide observational multicentric survey conducted from
January’08 to June’09. The study was previously submitted and approved by the Ethics
Committees of each centres and an informed consent was obtained by each patient before the

inclusion in the study.

Patients and setting

Patients suffering from multiple sclerosis (MS) according to the revised criteria of McDonalds
(Polmann et al., 2005) were enrolled in 14 Italian reference centers for MS. MS outpatients
consecutively attending a Neurological Clinic, accepting to participate to the interview, were
administered a questionnaire which they could either complete in the ambulatory, with the

help of a nurse, or take it at home and send it later through a addressed stamped envelope.
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Questionnaire

The questionnaire, anonymous with open as well as multiple choices questions, was

structured into five section devoted to the collection of the following data:

L
IL
I1I.

Iv.

socio-demographic (age, sex, marital status, education, occupation, residence)

clinical features (age at the diagnosis, clinical self-reported disability, see below)
pharmacological treatment in the last six months (for SM, for adverse reactions due to
SM treatment, for other diseases) and rate of satisfaction

use and attitudes towards herbal medicine (use in the last six months or at any time in
the past for MS, to treat diseases not related to MS, kind of products used, rate of
satisfaction, occurrence of adverse reactions during the use, place of purchase,
suggestion, reasons for using herbals and disclosure to the caring physicians about it)
use and attitudes towards other complementary and alternative medicine (CAM) (use,
kind, purpose, benefits obtained, suggestion and disclosure of the use to the caring

physician).

Self-reported clinical status was evaluated through a scale derived from the Kurtzke

Expanded Disability Status Scale (Kurtzke, 2008) previously used in another study (Shinto et

al.,

2005). For this purpose, subjects were asked to choose among six disease severity

categories:

1.

6.

None/minimal (no or minimal MS-related symptoms, no limitations in walking ability

or in daily activities)

. Mild (noticeable MS-related symptoms, but no limitations in walking or in daily

activities)

. Moderate (many MS-related symptoms that affect daily activities, no support needed

to walk 1 block)
Some support needed for walking (significant MS-related symptoms that limit

physically demanding activities; support needed to walk)

. Walker/two-handed crutch (significant MS-related symptoms that limit daily

activities, walking limitations: only short distances with a walker or two-handed
crutches)

Unable to walk (severe MS-related symptoms, restricted to a wheelchair or bed).

Though the survey was not focused on the use of Cannabis sativa, a specific question about it

was placed at the beginning of section IV, in order to avoid any potential bias in the

subsequent answers about phytotherapy.
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Two different and complementary typology of questions investigated the use of herbal
remedies: an open one allowed the patients to freely name herbal remedies, while a close
question was intended to recollect names through a list of medicinal herbs selected among the

most popular according literature.

The questionnaire was tested among 68 SM outpatients (72% women, age (mean+SD) of
38.5+11.5 years and suffering from MS since 9.5+6.6 years) consecutively attending the
coordinating centre of Gallarate (VA). As a consequence, some changes (inversion in the
order of some questions) were carried out to ameliorate the comprehension and compilation

of the questionnaire.

Data collection

Between January and June’09 the collected data were inserted into a digital archive (MS
excel). Records were validated according to the International Quality Standard ISO 2859
guidelines (ISO 2859-4:2002) and the database was considered suitable for analysis.

Before the analysis each record was checked for intra and inter section coherence. In
particular, the reported products (drugs, herbs or other CAM) were carefully identified and, if
necessary, reallocated into the appropriate sections. Patients failing to answer the questions
about the use of medicines, herbals or CAM, but subsequently reporting the names of a

specific product, were considered as users.

To assess any potential difference among geographic areas, Italian region were grouped into
five macro-regions according to the National Institute of Statistic (ISTAT) classification

(http://www.istat.it/).

Outcome measures

The main outcome measure was the prevalence of patients using herbal products in the
previous 6 months. Similarly to other surveys, we chose a six-month interval in order to
balance the detection of the widest number of users with the highest reliability in the answers.
In addition, we also evaluated the use at any time in the past to gain a more extensive picture

of the herbal use.
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Statistical analysis

Collected data were analyzed with a commercial software (Statal(O, Stata Corp, College
Station, TX, USA). Descriptive statistics were used to estimate the prevalence and attitudes
towards herbal use. We also used a logistic multivariate analysis to investigate any association
between herbal use (in the previous 6 months and at any time in the past) and

sociodemographical and clinical factors.

Results

From January’08 to June’09, 2419 questionnaires for MS were collected from 14 Italian
Centres. According to the ISTAT macro-regions, 948 (39.2%) of them came from North
West, 313 (12.9%) from North East, 70 (2,9%) from Central Italy, 463 (19.1%) from South
and 625 (25.8%) from Isles. Socio-demographic and clinical features or the sample surveyed
are presented in table 1. Respondents were principally female (68.8%), with a mean age
(£SD) of 40.6+10.8 (range: 10-74) years and with a middle-high level of education (i.e. 13
years devoted to study in 1006 cases, 45.7%). Patients were suffering from MS from 8.4+6.6
years (range: 46-0) and in more than one half of cases the disease status was subjectively

defined as “None/minimal” (1367 patients, 56.5%).

Herbal use for MS or other diseases

The actual or past use of Cannabis was declared by 280 (11.6%) of the participants; globally,
2297 (95.0%) subjects answered to this question.

The use of herbal remedies to treat MS was declared by 326 subjects (15.0%, 95% confidence
interval [CI], 13.5-17.0%) and 134 of them (6.2%, 95% CI, 5.2-7.3%) used herbal remedies
within the last 6 months. These products were used as adjuvant to conventional therapy
(42.9%), to treat adverse drug reactions (29.8%) or as alternative to drugs (20.2%).

The use of herbal remedies to treat other diseases than MS was declared by 762 patients
(48.2%; 95% CI, 45.7-50.7%) and 262 of them (16.6%; 95% CI, 14.8-18.5%) used herbals
within the last 6 months. In 226 cases (29% of herbal users) herbs were used to treat 1.7+1.2
(meanxSD, range 1-9) diseases, among which were mentioned: gastrointestinal diseases
upper respiratory ways in 131 (17.2%) cases, sleep disturbances in 105 (13.8%), anxiety in 82
(10.8%), genito-urinary infections in 60 (7.9%), migraine in 48 (6.3%), depression in 38

(5.0%), osteoarticular pain in 38 (5.0%), cardiovascular diseases in 34 (4.5%), dermatitis in

69



34 (4.5%), dysmenorrhea in 31 (4.1%), allergy in 21 (2.8%), ocular inflammations in 17
(3.1%), fever in 10 (1.8%). In 67 cases (8.8%) herbs were used for “other conditions”, mainly
hydric retention (13, 1.7%) and weight problems (10, 1.3%).

Globally, 862 subjects out of 2419 (35.6%) (38.0% of respondents, 95% CI, 36.0-40.0%)
declared to have used in the last six month/any time in the past herbal remedies for MS or

other diseases.

CAM use

The current or past recourse to other CAM was declared in 1028 cases (42.5% of sample), and
consisted in vitamins/minerals (626, 60.9% of CAM users), other dietary supplements (498,
48.4%), massages (259, 25.2%), homeopathy (200, 19.5%), acupuncture (92, 8.9%), and other
CAM (111, 10.8%).

Benefits were perceived by the majority of patients (82.2%, among which 40.1% were totally
satisfied while 42.2% were partially satisfied by CAM use). Disclosure to the caring doctor
was declared by 677 subjects (65.9% of the users).

Predictors of the use of herbal products in the last 6 months

Table 2 depicts the likelihood of herbal use by individuals’ sociodemographic and clinical
features according to univariate and multivariate analysis. Women appeared to be more prone
to use herbal remedies than men (OR= 1.69). The likelihood to use herbals increased together
with the level of education (OR= 1.61 to 2.17). The use appeared to be influenced by the
geographic area, being higher in the Northern Italy (OR= 1.50). CAM use as well as the
perception of benefits from it, were other important determinants (OR= 3.57 and 6.25,
respectively). The multivariate analysis of the use at any time in the past confirmed these
results. No clinical features appeared to be related to the use. In addition, dissatisfaction with

conventional treatment for diseases other than MS was related with the use of herbal products.

Features of herbal use

Among a total of 765 substances mentioned, 560 (73.2%) were properly herbal remedies. In
particular, 385 subjects (44.7% of users) named at least 1 or more herbal products (1.5+0.9
herbs/subject mean+SD; range: 1-5), among which the most popular (in at least 5 users) have
been listed in table 2. Propolis (40, 4.2% of users), aloe vera (37, 4.3%), and valerian (31,
3.6%), were the in the lead.
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Substances other than herbal remedies, mentioned in 205 (26.8%) cases, were represented by:
vitamins/supplements in 83 cases (10.8%), homeopathic remedies in 43 (5.6%), Bach’s
flowers in 24 (3.1%), conventional drugs in 7 (0.9%), algae in 6 (0.8%), cosmetics in 3
(0.4%), cannabis in 1 (0.1%). In addition Hebener therapy was named in 1 case (0.1%), while
in 37 (4.8%) handwriting was illegible.

Specific use of herbs was further explored by a second question in which the patients were
invited to select if they had use one of the listed herbs (Table 4). Among the herbs in the list:
ginseng (282, 32.7% among users), followed by Hypericum perforatum (122, 21,7%),
liquorice (113, 13.1%) and Echinacea (105, 12.2%) were the most frequently selected.

631 (73.2%) subjects were completely (36.2%) or at least partially (37%) satisfied by the use
of herbal remedies. Benefits declared were represented by the complete remission of
symptoms in 73 cases (8.5% of the users), improvement in 345 (40.0%), reduced intake of
conventional drugs in 62 (7.2%) and “other” in 42 cases (4.9%). During the use of herbal
products 44 patients (5.1% of the users) denounced the occurrence of new disturbances,
among which the most frequent were the worsening of neurologic symptoms in 21 (2.4% of
the users), followed by psychological symptoms in 9 (1.0%), gastrointestinal problems in 5
(0.6%), arrhythmias in 3 (0.3%), fever in 2 (0.2%), rash in 1 (0.1%), hypotension in 1 (0.1%),
flushing in 1 (0.1%), gastralgia during the use of devil’s claw in 1 (0.1%).

Herbal products were purchased at the herbalist's shop in 462 cases (53.6% of the users),
pharmacy in 373 (43.3%), supermarket /drugstore in 60 (7.0%). The 39 cases (4.5%) in which
the term “other” was indicated are presented in table 4.

Herbal remedies were used upon the advice of herbalist in 276 (32.0%) patients,
acquaintances in 223 (25.9%), pharmacist in 134 (15.5%), general practitioner (GP) 131
(15.2%), media in 53 (6.1%), internet in 53 (6.1%), caring neurologist in 24 (2.8%),
alternative practitioner in 15 (1.7%), self prescription in 5 (0.6%), other specialist in 5 (0.6%),
nutritionist in 4 (0.5%), nurse in 1 (0.1%). 361 users (41.9%) declared to have disclosed the
herbal use to GP or to the caring specialist.

The reasons for using herbal products were it was less toxic than conventional treatment for
277 subjects (32.1% of users), it had been recommended for 164 (19.0%) it was effective for
162 (18.8%), the purpose to follow a healthy lifestyle for 146 (16.9%), curiosity for
alternative medicine for 126 (14.6%), inefficacy of conventional drugs for 39 (4.5%).

In addition, 470 subjects had used regularly (83, 9.6% of herbal users) or occasionally (377,

43.7%) herbal treatment before the occurrence of MS.
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Discussion

Italian MS patients are estimated to be around 57000 (http://www.aism.it). In this study

almost 2500 SM patients were surveyed, representing a consistent sample, higher than most
of other studies in patients suffering from MS or other chronic diseases. Moreover, the main
outcome is devoted specifically to herbal than to CAM use. A herbal use for any purpose in
more than one third of the MS patients surveyed denoted it was quite popular. In particular
more than 6% and 16% of subjects had used herbal remedies the previous six months for MS
or other diseases, respectively. This is in accordance with the prevalence observed among
other group of MS patients (9-26%) (Apel et al., 2006; Apel et al., 2005 Nayak et al., 2003).
In the latter part of the 20™ century herbal medicine use, became a substantial and growing
part of health-care behaviour in the industrialized world. The use of CAM, and herbal
remedies in particular, seems to be higher among MS patients than in the general population
(Olsen, 2009). Indeed, a considerable lower prevalence has been observed among Italian
general population. In an Italian nationwide survey (nearly 80 thousands subjects interviewed,
with a section reserved for CAM) performed in 1999, herbal users accounted for 5% of
participants (Menniti-Ippolito et al. 2002). However, this lower prevalence may be influenced
not only by the difference between the general population and MS subjects (chronic ill
affected subjects), but also by the structure of that survey itself, which was not specifically
devoted to herbal remedies.

Interest in herbal remedies may be due to a dissatisfaction with conventional health care and
the perception that those are safer than pharmaceutical drug and may also reflect a desire for
a personal control over oneself health to take a more active part in therapy and prevention of
illness. In our study, the use herbal remedies was related with the choice to follow a healthy
lifestyle, together with dissatisfaction with drug treatment. However, the tendency in our
sample was not to give up conventional treatment in lieu of herbal remedies, but to use them
as adjuvant to conventional therapy.

Our findings are consistent with those of most studies among general population, since a
typical herbal user presents the following features: female (OR 1.69), with a higher level of
education (secondary school/university; OR 1.61-2.17), living in the Northern Italy (OR:
1.50), being dissatisfied with the conventional treatment of diseases other than MS (OR:
3.21), using and being satisfied by CAM (3.57 and 6.25, respectively) (Gardiner et al., 2007;
Kelly et al., 2006; Wheaton et al., 2005; AI-Windi 2004; MacLennan et al 2002).
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Although controversial, Cannabis use appear to be quite popular among subjects suffering
from MS, especially to manage MS symptoms such as pain, spasticity, mood, tremors, fatigue
or bladder dysfunction (Yaldav et al., 2006). In particular our sample showed a similar
prevalence (12 %) to those (14-16%) obtained in other though smaller studies (Clark et al.,
2004; Martinez-Rodriguez et al., 2008; Chong et al., 2006).

Our findings were similar to those of other large surveys as concerns the most commonly
mentioned herbs (table 1) as well as the most commonly selected (table 2) ones (Gardiner et
al., 2007; Singh et al., 2006). According to the US 2002 National Health Interview Survey,
the most commonly herbal products used were Echinacea (40%), ginseng (24%), gingko
biloba (21%), garlic (20%), St. John’s wort (12%), peppermint (12%), ginger supplements
(11%), soy supplements (9%), chamomile (9%), kava kava (7%), valerian (6%), saw palmetto
(6%) (Gardiner et al., 2007)

Similarly, the most commonly mentioned herbs among Canadian populations were: echinacea
(27%), garlic (21%), gingko biloba (11%), herbal tea (6%), St. John’s wort (6%), ginseng
(5%), flaxseed oil (4%), evening primrose oil (3%), devil’s claw (3%). (Singh et al., 2006).
Though small differences concerning the less represented herbs, resemblances largely prevail
if the most popular herbs, i.e. echinacea (for cold symptoms and to enhance the immune
system), ginko biloba (to improve memory), ginseng (as an energy booster) and garlic (for
hypertension and dyslipidaemia) are considered, suggesting a globalisation in herbal market.
Our findings concur with previous studies regarding the disclosure to the health provider who
is informed in less than half of cases, with considerable risks of adverse drug reactions an
potential interferences with drug therapies.

The knowledge of herbal medicine appears to be often inaccurate since caring physician has
been reported to be rarely a source for information and certain degree of confusion in
terminology has been observed; vitamins and supplements, homeopathic remedies and Bach’s
flowers, for instance, were confused with proper herbal remedies.

The level of satisfaction was high (more than 70%), and only in 6% of cases, new
disturbances occurred; however they were mainly related to new sensitive symptoms or
impairment of MS clinical picture, and only in one case the patient clearly related the
disturbance occurred to the herbal remedies (gastralgia after using devil’s claw).

Although, some data in literature suggest that CAM may be beneficial in the management of
MS symptoms, the actual efficacy and safety of such therapies in MS have not been clearly
established because of randomized clinical trials are scant and sample size usually small

(Olsen, 2009). Herbal remedies, in particular are usually considered a safer alternative to
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conventional treatments, since they are perceived as ‘natural’ and, therefore, beneficial or at
least free of risk. Therefore, the use of herbal products is a matter of concern for health care
providers since the number of reports concerning herbal-drug interactions as well as adverse
effects are growing (Kennedy et al., 2010).

In conclusion, this large observational survey, among more than 4% of Italian SM patients,
allowed the creation of the first database containing detailed information about the use of
herbal remedies in Italian SM patients. The degree of involvement of the caring physician
(source of information, disclosure) in herbal treatment appears to be scarce, with the potential
risk of adverse reactions or interference with conventional treatments. The knowledge of
socio-demographic or health features potentially related with the use of herbal products is
clinically relevant since it may allow physicians to identify the most likely users and,

therefore, to direct appropriate educational and other preventive interventions.
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Tables

Table 1. Socio demographic and clinical features of the population surveyed

Overall N (%) | Median (25-75); range
Characteristics
Age
Years - 40 (33-48); 10-74
Duration of the disease
Years - 7 (3-12); 0-46
Gender
Male 729 (30.2) ]
Female 1665 (68.8) ]
Missing answer 25 (1.0) -
Living
With someone 2157 (89.1) -
Alone 222 (9.2) ]
Missing answer 40 (1.7) -
Marital status
Single 712 (29.4) -
Married/cohabiting 1481 (61.2) i
Separated/divorced 175 (7.2) i
Widowed 33 (1.4) i
Missing answer 18 (0.8) i
Education
5-8 yrs 882 (36.5) -
13 yrs 1106 (45.7) -
>13 yrs 383 (15.8) -
Missing answer 48 (2.0) -
Occupation
Yes 1442 (59.6) -
No 959 (39.6) -
Missing answer 18 (0.8) -
Geographic Area
Northwest 948 (39.2) -
Northeast 313 (12.9) -
Centre 70 (2.9) -
South 463 (19.2) -
Isles 625 (25.8) -




Table 2 Univariable and multivariable analysis of the predictors of the use of phytotherapy
(part I

Univariable Multivariable
Characteristics Herbal use N (%) OR (95% CI) OR (95%CI)
Age -
Per year 0.99 (0.98-1.00) 1.00 (0.98-1.01)
Duration of the disease -
Years 1.00 (0.99-1.02)
Gender
Male 70 (10.4) 1[Reference] 1[Reference]
Female 257 (16.4) 1.69 (1.28-2.22) *** 1.33 (0.98-1.82)
Living
With someone 287 (14.0) 1[Reference]
Alone 35(17.0) 1.23 (0.85-1.82)
Marital status
Single 100 (14.8) 1[Reference]
Married/cohabiting 201 (14.5) 0.98 (0.76-1.27)
Separated/divorced 21 (12.9) 0.85 (0.52-1.42)
Widowed 4 (14.8) 1.00 (0.34-2.67)
Education
5-8 yrs 79 (19.3) 1[Reference] 1[Reference]
13 yrs 167 (15.6) 1.61 (1.21-2.14)** 1.24 (0.90-1.71)
>13 yrs 74 (19.9) 2.17 (1.54-3.06)*** 1.44 (1.02-2.11)*
Occupation
Yes 211 (15.2) 1[Reference] 1[Reference]
No 114 (13.2) 1.18 (0.92-1.51) 0.89 (0.66-1.18)
Geographic Area
Northwest 149 (16.5) 1[Reference] 1[Reference]
Centre 17 (25.8) 1.75 (0.98-3.13) 1.54 (0.98-2.98)
Isles 66 (11.7) 0.67 (0.49-0.91)* 0.66 (0.46-0.94)
Northeast 52 (17.5) 1.07 (0.76-1.52) 0.92 (0.67-1.43)
South 43 (9.9) 0.56 (0.39-0.80)** 0.53(0.36-0.79)**
Geographic Area (grouped)
Else 126 (11.8) 1[Reference]
North 201 (16.8) 1.50 (1.18-1.90)**

OR= Odds ratio; CI= confidence interval 95 % ;(g)=grouped data; *= P<0.05; **=P<0.01; ***P<(.001



Table 2 Univariable and multivariable analysis of the predictors of the use of phytotherapy

(part II)
Univariable Multivariable
Characteristics Herbal use N (%) | OR (95% CI) OR (95%CI)
Quantiles of years disease
<3 yrs 80 (14.0) 1[Reference] 1[Reference]
4-7 yrs 95 (16.5) 1.22 (0.88-1.68) 1.24 (0.88-1.77)
8-12 yrs 71 (14.3) 1.03 (0.73-1.45) 1.08 (0.74-1.58)
>12 yrs 72 (14.8) 1.07 (0.76-1.51) | |0.99 (0.67-1.48)
Univariable Multivariable
Characteristics Herbal use N (%) | OR (95% CI) OR (95%CI)
Disease severity (symptoms, limitations in movements)
None/minimal 186 (14.3) 1[Reference]
Mild 56 (17.8) 1.30 (0.94-1.81)
Moderate 37 (14.6) 1.03 (0.70-1.51)
Support needed for walking 28 (15.5) 1.10 (0.71-1.70)
Walker/two-handed crutch 6 (8.0) 0.52 (0.22-1.22)
Unable to walk 8 (13.1) 0.91 (0.42-1.94)
Disease severity (grouped)
None/minimal or mild 242 (15.0) 1[Reference]
Moderate/some support needed 65 (15.0) 1.00 (0.75-1.35)
Severe (walker, c/unable to walk) 14 (10.3) 0.65 (0.37-1.15)
Satisfaction for conventional treatment for MS
A lot 118 (14.1) 1[Reference]
Somehow 143 (14.3) 1.02 (0.78-1.33)
Little 28 (15.7) 1.14 (0.73-1.79)
No 8 (15.7) 1.14 (0.52-2.48)
No answer 30 (15.2) 1.09 (0.71-1.69)
Satisfaction for conventional treatment for MS (g)
A lot/somehow 261 (14.2) 1[Reference]
Little/no 36 (15.8) 1.12 (0.77-1.65)
No answer 30 (15.2) 1.08 (0.72-1.63)
Satisfaction for conventional treatment of side effects
A lot 34 (16.8) 1[Reference] 1[Reference]
Somehow 68 (18.9) 1.15 (0.73-1.81) 1.05 (0.64-1.75)
Little 15 (22.4) 1.42 (0.72-2.82) 1.12 (0.50-2.50)
No 3(16.7) 0.98 (0.27-3.60) 1.15 (0.26-5.12)
No answer 207 (12.8) 0.72 (0.49-1.08)* | 10.79 (0.51-1.23)

OR= Odds ratio; CI= confidence interval 95 % ;(g)=grouped data; *= P<0.05; **=P<0.01; ***P<(.001
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Table 2 Univariable and multivariable analysis of the predictors of the use of phytotherapy

(part III)

Univariable Multivariable
Characteristics Herbal use N (%) OR (95% CI) OR (95%CI)
Satisfaction for conventional treatment of side effects (g)
A lot/somehow 102 (18.2) 1[Reference]
Little/no 18 (21.2) 1.21 (0.69-2.13)
No answer 207 (12.8) 0.66 (0.51-0.86)*
Satisfaction for conventional treatment of diseases other than MS
A lot 42 (16.3) 1[Reference] 1[Reference]
Somehow 134 (20.4) 1.31 (0.90-1.93) 1.50 (0.98-2.29)
Little 24 (20.9) 1.36 (0.78-2.37) 1.60 (0.85-3.02)
No 5(38.5) 3.21 (1.0-10.31)* 4.54 (1.18-17.50)*
Satisfaction for conventional treatment of diseases other than MS (g)
A lot/somehow 176 (19.3) 1[Reference]
Little/no 29 (22.7) 1.22 (0.79-1.92)
No answer 122 (10.0) 0.46 (0.36-0.60)***
Use of alternative medicine
Yes 243 (24.2) 1[Reference]
No 61 (8.2) 0.28 (0.21-0.37)***
No answer 23 (4.5) 0.15 (0.09-0.23)***
Perception of benefit from CAM use
Yes 126 (31.7) 1[Reference] 1[Reference]
Partially 95 (22.1) 0.61 (0.45-0.83)** 0.60 (0.43-0.83)**
No 16 (16.0) 0.16 (0.23-0.73)** 0.43 (0.23-0.80)**
No answer 90 (6.7) 0.16 (0.12-0.21)%** 018 (0.13-0.25)%**

OR= Odds ratio; CI= confidence interval 95 % ;(g)=grouped data; *= P<0.05; **=P<0.01; ***P<(.001
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Table 3. Most popular (=5 users) herbal products listed

Herbs N 9% Respondents 9% Users
Propolis 40 8,1 4,6
aloe vera 37 7.5 4.3
Valerian 31 6,3 3,6
Ribes nigrum 18 3,6 2.1
“Infusion” (NS) 18 3,6 2,1
Arnica 15 3,0 1,7
Echinacea 14 2.8 1,6
“10 erbe” 13 2,6 1,5
Ginseng 11 2,2 1,3
Blueberry 11 2,2 1,3
Uva ursi 11 2,2 1,3
Calendula 8 1,6 0,9
Hypericum perforatum 7 1,4 0,8
papaya 7 1,4 0,8
Ginkgobiloba 6 1,2 0,7
“Herbalife” 6 1,2 0,7
“PC 28” 6 1,2 0,7
Devil's claw 5 1,0 0,6
Chamomile 5 1,0 0,6
Liquorice 5 1,0 0,6
“Sollievo” 5 1,0 0,6
Laxative infusion 5 1,0 0,6
Veravis 5 1,0 0,6

“10 erbe”, “PC28”, “Sollievo” and “Veravis”: dietary supplements containing multiple herbal

components; NS= not specified

Table 4. Selection of herbs among the list of commonly used in literature

Herbs N | % Respondents % Users
Ginseng 282 50,1 32,7
Hypericum perforatum | 122 21,7 14,2
Liquorice 113 20,1 13,1
Echinacea 105 18,7 12,2
Gingko Biloba 85 15,1 9,9
Garlic 30 53 3,5
Enotera 22 39 2,6
Kawa kawa 8 1,4 0,9
Arecha catechu 1 0,2 0,1
Other 158 28,1 18,3
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Table 5. Place of purchase of herbal remedies

% %
N Respondents | Users

Herbalist’s shop 462 60,6 53,6
Pharmacy 373 48,9 433
Supermarket/drugstore 60 7,9 7,0
Other 39 5,1 4,5
Direct producer 12 1,6 1,4

Home growing 5 0,7 0,6

Friends 3 0,4 0,3

Parapharmacy 3 0,4 0,3

Physician 2 0,3 0,2

At home 2 0,3 0,2

Naturopath 2 0,3 0,3

smart shop 1 0,1 0,1

Whenerver it happens 1 0,1 0,1

Bar 1 0,1 0,1

WEB 1 0,1 0,1

By mail 1 0,1 0,1

Missing answer 8 1,0 0,9

Missing answer 99 11,5
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Conclusions
Pharmacoutilization studies allow to obtain a picture of medication pattern as well as DS/HR
and other substances such as doping agent use within a selected population.
I have observed that polypharmacy was quite common in outpatients attending a dental clinic
and an increasing risk of DDI with age and drug used. These findings underline the crucial
importance of a preoperative assessment including a complete evaluation, documenting all the
medications as well as DS and HR within the dental record.
Medication profiles and potential DDI knowledge is essential for safe practice in dentistry and
also represents an important base for planning undergraduate as well as postgraduate teaching
in clinical pharmacology.
The results from élite cyclers confirmed the widespread use of DS despite the lack of
evidence about their efficacy and the potential risks. Moreover, 1 have noticed a superficial
and “hematic-oriented” doping together with a potential hidden use, suggested by “denial
policy”.
As a whole, I have observed a widespread interest in DS and AS by fitness centre visitors and,
in particular, among bodybuilders, as well as a very limited and selective perception of related
risks.
The results of the present studies, therefore, provide the basis for direct interventions aimed at
increasing the knowledge and awareness of the risks in doping in both élite and recreational
sports through educational and preventive programs. These measures aimed at reducing the
improper use of substances in recreational athletes appears to be of critical importance at the
individual as well as at the societal level.
Therefore, physician should not only be an active part in the promotion of sport and exercise,
but also be aware of DS and other performing-enhancing drug use.
Trainers, who represent one of the main advisors should acquire specific knowledge about the
about actual effectiveness, safety and legality of DS use.
In the survey among MS patients, HR use appeared to be quite common, with the attempt to
follow a healthy lifestyle, together with dissatisfaction with conventional drug treatment.
However, the tendency in our sample was not to give up conventional treatment in lieu of
herbal remedies, but to use them as adjuvant.
Features associated with HR use in our sample were represented by: female, with a higher
level of education, living in the, being dissatisfied with the conventional treatment of diseases

other than MS, using and being satisfied by complementary and alternative medicine .
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The degree of involvement of the caring physician (source of information, disclosure) in
herbal treatment appears to be scarce, with considerable risks of adverse drug reactions an
potential interferences with drug therapies.

In conclusion, pharmacoutilization survey represent a suitable tool to gather information
about use, knowledge and attitudes towards drugs and other substances such as DS/HR,
doping or other illicit agents. Collected data may help to find out potential predictors
associated with the use of these substances and, therefore, to identify subjects who may

benefit by an educational intervention.
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Pharmacovigilance

During my PhD study programme I have also followed other pharmacoepidemiologic topics
dealing with pharmacovigilance a discipline focused on monitoring the safety profile in the
real life setting. Indeed, pre-marketing clinical trials usually involve a relatively small and
usually selected (age, sex, absence of other comorbidity, etc...) number of patients for a
relatively short period of time. However, once marketed, drugs will not be used under the
same conditions and may be used by millions of patients, across a wide range of age groups,
who may also be affected by other comorbidity and may be taking other medications. Though
clinical trials are usually able to detect the more common and predictable adverse drug
reactions (ADR), rarer ADR may only be highlighted once the drug is used by a large number
of patients under the conditions of everyday use.

The case report represents the basilar and simplest approach to pharmacovigilance, however,
it is not a suitable tool in case of rare (<1/100'000) ADR However, due to their low frequency
and difficult differential diagnosis, they are hardly detected through spontaneous reporting
systems. Case-control studies are suitable tools to identify such rare and often life-threatening
ADR, however they require collaborative network able to afford adequate quantity/quality of
data.

Hereafter will follow the abstract list of case report/case series of unusual ADR presented at
national and international meetings. The ADR has been evaluated by in the light of the

available literature and according to OMS causality assessment criteria

- Finasteride-Associated Central Serious Chorioretinopathy, 8:» ISOP
Annual Meeting, Buenos Aires, 2008; Drug Safety 2008; 31 (10): 885-960

- Bisphosphonate-Related Osteonecrosis of the Jaw: Description of Six
Cases, 9" ISOP Annual Meedting, Reims, 2009; Drug Saf 2009;32(10

- Collaborative Hospital-Based Surveillance Network of Drug-Induced

Pancreatitis: A Feasibility Study in Italy, 8:4 ISOP Annual Meeting, Buenos
Aires, 2008, 34° Congresso Nazionale SIF, Rimini, 2009, Drug Safety 2008; 31 (10): 885-
960. This study was realized by a grant of Ministry of Health for pharmacovigilance
activities (DGR VII/8501 del 22.03.02)
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- Hepatotoxicity after high-dose methylprednisolone for demyelinating

disease.
This case report has been presented at 7th ISOP Annual Meeting, Bornemouthm, UK, 2007
and published in extenso in Clin Neuropharmacol. 2010 Jan-Feb;33(1):52-4.

Abstract

Liver toxicity, although not mentioned among the possible adverse effects of corticosteroids,
has been occasionally reported in literature. We observed 2 cases of hepatotoxicity after a
high-dose methylprednisolone treatment of a demyelinating disease and evaluated the
potential relationship in the light of available evidence. The first patient developed a
histologically documented acute hepatitis and recovered after 3 weeks. In the second patient, a
mild augmentation of liver enzymes occurred, followed by normalization in a few days. The
causal relationship between hepatotoxicity and methylprednisolone treatment was deemed
probable in both cases. Careful review of the literature suggests that corticosteroid-induced

liver damage may be more frequent than commonly believed.

84



References
Adusumilli, P.S., Ben-Porat, L., Pereira, M., Roesler, D., Leitman, .M. 2004. The prevalence
and predictors of herbal medicine use in surgical patients. J Am Coll Surg 198:583-90.

Agullo-Calatayud V, Gonzalez-Alcaide G, Valderrama-Zurian JC, Aleixandre-Benavent R.
Consumption of anabolic steroids in sports, physical activity and as a drug of abuse: an
analysis of the scientific literature and areas of research. Br J Sports Med. 2008
Feb;42(2):103-9.

Akerreta, S., Cavero, R.Y., Calvo, M.I. 2007. First comprehensive contribution to medical
ethnobotany of Western Pyrenees. J Ethnobiol Ethnomed 6;3:26.

Alaranta A, Alaranta H, Helenius I. Use of prescription drugs in athletes. Sports Med.
2008;38(6):449-63.

Alferi, S.M., Antoni, M.H., Ironson, G., Kilbourn, K.M., Carver, C.S. 2001. Factors
predicting the use of complementary therapies in a multi-ethnic sample of early-stage breast

cancer patients. ] Am Med Womens Assoc 5:120-3.

Alonso A, Herndn MA. Temporal trends in the incidence of multiple sclerosis: A systematic

review. Neurology. 2008 Jul 8;71(2):129-35.

Al-Windi, A. 2004. Predictors of herbal medicine use in a Swedish health practice.
Pharmacoepidemiol Drug Saf 13:489-96.

Amato MP, Battaglia MA, Caputo D, Fattore G, Gerzeli S, Pitaro M, Reggio A, Trojano M;

Mu. S. I. C. Study Group. The costs of multiple sclerosis: a cross-sectional, multicenter cost-

of-illness study in Italy. J Neurol. 2002 Feb;249(2):152-63.

Anthierens S, Tansens A, Petrovic M, Christiaens T. Qualitative insights into general

practitioners views on polypharmacy. BMC Fam Pract. 2010 Sep 15;11:65.

Apel A, Greim B, Konig N, Zettl UK. Frequency of current utilisation of complementary and
alternative medicine by patients with multiple sclerosis. J Neurol. 2006 Oct;253(10):1331-6.

Apel A, Greim B, Zettl UK. How frequently do patients with multiple sclerosis use
complementary and alternative medicine? Complement Ther Med. 2005 Dec;13(4):258-63.

Back DJ, Breckenridge AM, Cross KJ, Orme ML, Thomas E. An antibiotic interaction with
ethinyloestradiol in the rat and rabbit. J Ster Biochem. 1982;16(3):407-13.

85



Back DJ, Orme ML. Pharmacokinetc drug interactions with oral contraceptives. Clin

Pharmacokinet. 1990;18:472-84.

Bailey RL, Fulgoni VL 3rd, Keast DR, Dwyer JT. Examination of Vitamin Intakes among US
Adults by Dietary Supplement Use. J Acad Nutr Diet. 2012 May;112(5):657-663.e4.

Bainton R. Interaction between antibiotic therapy and contraceptive medication. Oral Surg

oral Med Oral Pathol. 1986;61:453-5.

Baker JS, Graham MR, Davies B. Steroid and prescription medicine abuse in the health and

fitness community: A regional study. Eur J Intern Med 2006;17:479-84.

Bardia, A., Nisly, N.L., Zimmerman, M.B., Gryzlak, B.M., Wallace, R.B. 2007. Use of herbs
among adults based on evidence-based indications: findings from the National Health

Interview Survey. Mayo Clin Proc 82:561-6.

Barnes, J., Mills, S.Y., Abbot, N.C., Willoughby, M., Ernst, E. 1998. Different standards for
reporting ADRs to herbal remedies and conventional OTC medicines: face-to-face interviews

with 515 users of herbal remedies. Br J Clin Pharmacol 45:496-500.

Baylis A, Cameron-Smith D, Burke LM. Inadvertent doping through supplement use by
athletes: assessment and management of the risk in Australia. Int J Sport Nutr Exerc Metab.

2001 Sep;11(3):365-83.

Becker DE. Cardiovascular drugs: implications for dental practice part 1 - cardiotonics,

diuretics, and vasodilators. Anesth Prog. 2007 Winter;54(4):178-85.

Becker DE. Cardiovascular drugs: implications for dental practice. Part 2--

antihyperlipidemics and antithrombotics. Anesth Prog. 2008 Summer;55(2):49-55.

Becker DE. Psychotropic drugs: implications for dental practice. Anesth Prog. 2008
Fall;55(3):89-99.

Bhatt V, Moss C. Antibiotics and anticoagulants: beware when prescribing concurrently. Br J

Oral Maxillofac Surg. 2001 Apr;39(2):163-4.

Bishop D. Dietary supplements and team-sport performance. Sports Med. 2010 Dec
1;40(12):995-1017.

Blume H, Donath F, Warnke A, Schug BS. Pharmaockinetic drug interaction profiles of
proton pump inhibitors. Drug Saf. 2006;29(9):769-84.

86



Bojsen-Mgller J, Christiansen AV. Use of performance- and image-enhancing substances
among recreational athletes: a quantitative analysis of inquiries submitted to the Danish anti-

doping authorities. Scand J Med Sci Sports. 2010 Dec;20(6):861-7.

Bonci L. Supplements: help, harm, or hype? How to approach athletes. Curr Sports Med Rep.
2009 Jul-Aug;8(4):200-5.

Braun H, Koehler K, Geyer H, Kleiner J, Mester J, Schanzer W. Dietary supplement use
among elite young German athletes. Int J Sport Nutr Exerc Metab. 2009 Feb;19(1):97-1009.

Braun, C.A., Bearinger, L.H., Halcén, L.L., Pettingell, S.L. 2005. Adolescent use of
complementary therapies. J Adolesc Health 37:76.

Brindley MJ, Longman LP, Randall C, Field EA. Drug profile of adult patients attending five
general dental practices in Merseyside: oral side-effects and potential interactions with

dentally prescribed medication. Prim Dent Care. 2003 Oct;10(4):113-8.

Broussard, C.S., Louik, C., Honein, M.A., Mitchell, A.A., National Birth Defects Prevention
Study. 2009. Herbal use before and during pregnancy. Am J Obstet Gynecol

Brower KJ, Blow FC, Hill EM. Risk factors for anabolic-androgenic steroid use in men. J

Psychiatr Res. 1994 Jul-Aug;28(4):369-80.

Biicker, B., Groenewold, M., Schoefer, Y., Schifer, T. 2008. The use of complementary
alternative medicine (CAM) in 1 001 German adults: results of a population-based telephone

survey. Gesundheitswesen 70:e29-36.

Cadiou G, Adam M, Caussin M, Landrin I, Mariette N, Capet C, Mouton-Schleifer D, Remy
E, Kadri N, Doucet J. Antiplatelet drugs in the elderly: prescriptions often inappropriate and

reduced tolerance by associated diseases and drugs. Fundam Clin Pharmacol. 2012

Apr;26(2):307-13.

Cafri G, van den Berg P, Thompson JK. Pursuit of muscularity in adolescent boys: relations
among biopsychosocial variables and clinical outcomes. J Clin Child Adolesc Psychol. 2006

Jun;35(2):283-91.

Camejo-Rodrigues, J., Ascensdo, L., Bonet, M.A., Valles, J. 2003. An ethnobotanical study of
medicinal and aromatic plants in the Natural Park of "Serra de Sio Mamede" (Portugal). J

Ethnopharmacol 89:199-2009.

87



Carter LM, McHenry ID, Godlington FL, Meechan JG. Prescribed medication taken by
patients attending general dental practice: changes over 20 years. Br Dent J. 2007 Aug
25;203(4):E8;

Casavant MJ, Blake K, Griffith J, Yates A, Copley LM. Consequences of use of anabolic
androgenic steroids. Pediatr Clin North Am. 2007 Aug;54(4):677-90.

Casey, M.G., Adams, J., Sibbritt, D. 2007. An examination of the prescription and dispensing
of medicines by Western herbal therapists: a national survey in Australia. Complement Ther

Med 15:13-20.

Catella-Lawson F, Reilly MP, Kapoor SC, Cucchiara AJ, DeMarco S, Tournier B, Vyas SN,
FitzGerald GA. Cyclooxygenase inhibitors and the antiplatelet effects of aspirin. N Engl J
Med. 2001 Dec 20;345(25):1809-17.

Centeno RF, Yu YL. The propanolol-epinephrine interaction revisited: a serious and
potentially catastrophic adverse drug interaction in facial plastic surgery. Plast Reconstr Surg.

2003 Feb;111(2):944-5.

Centers for Disease Control and Prevention (CDC). 1995. Self-treatment with herbal and
other plant-derived remedies--rural Mississippi, 1993. MMWR Morb Mortal Wkly Rep
24;44:204-7.

Ceuterick, M., Vandebroek, 1., Torry, B., Pieroni, A. 2008. Cross-cultural adaptation in urban
ethnobotany: the Colombian folk pharmacopoeia in London. J Ethnopharmacol 8;120:342-
59.

Cherry WR, Lee JY, Shugars DA, White RP Jr, Vann WF Jr. Antibiotic use for treating dental
infections in children: A survey of dentists' prescribing practices. J] Am Dent Assoc. 2012

Jan;143(1):31-8.

Cheung, C.K., Wyman, J.F., Halcon, L.L. 2007. Use of complementary and alternative
therapies in community-dwelling older adults. J Altern Complement Med 13:997-1006.

Chiopicka J, Wandas P, Zachwieja Z. Dietary supplements selected by young people
exercising in fitness rooms in Krakéw and environs. Rocz Panstw Zakl Hig. 2007;58(1):185-

9.

Chong MS, Wolff K, Wise K, Tanton C, Winstock A, Silber E. Cannabis use in patients with
multiple sclerosis. Mult Scler. 2006 Oct;12(5):646-51.

88



Ciancio SG. Drugs in dentistry. Commonly prescribed drugs. Dent Manage. 1988
May;28(5):63-5.

Clark AJ, Ware MA, Yazer E, Murray TJ, Lynch ME. Patterns of cannabis use among
patients with multiple sclerosis. Neurology. 2004 Jun 8;62(11):2098-100.

Colebunders, R., Dreezen, C., Florence, E., Pelgrom, Y., Schrooten, W., Eurosupport Study
Group. 2003. The use of complementary and alternative medicine by persons with HIV

infection in Europe. Int J STD AIDS 14:672-4.

Cordaro FG, Lombardo S, Cosentino M. Selling androgenic anabolic steroids by the pound:
identification and analysis of popular websites on the Internet. Scand J Med Sci Sports. 2011
Dec;21(6):€247-59.

Cornara, L., La Rocca, A., Marsili, S., Mariotti, M.G. 2009. Traditional uses of plants in the
Eastern Riviera (Liguria, Italy). J Ethnopharmacol 125:16-30.

Corrigan B, Kazlauskas R. Medication use in athletes selected for doping control at the

Sydney Olympics (2000). Clin J Sport Med. 2003 Jan;13(1):33-40.

Corsonello A, Pedone C, Incalzi RA. Age-related pharmacokinetic and pharmacodynamic

changes and related risk of adverse drug reactions. Curr Med Chem. 2010;17(6):571-84.

Crawford, N.W., Cincotta, D.R., Lim, A., Powell, C.V. 2006. A cross-sectional survey of
complementary and alternative medicine use by children and adolescents attending the

University Hospital of Wales. BMC Complement Altern Med 2;6:16.

Crowe, S., and B. Lyons. 2004. Herbal medicine use by children presenting for ambulatory

anesthesia and surgery. Paediatr Anaesth 14:916-9.

Cryer B, Berlin RG, Cooper SA, Hsu C, Wason S. Double-blind, randomized, parallel,
placebo-controlled study of ibuprofen effects on thromboxane B2 concentrations in aspirin-

treated healthy adult volunteers. Clin Ther. 2005 Feb;27(2):185-91.

Dalton SO, Johansen C, Mellemkjaer L, Ngrgard B, Sgrensen HT, Olsen JH. Use of selective
serotonin reuptake inhibitors and risk of upper gastrointestinal tract bleeding: a population-

based cohort study. Arch Intern Med. 2003 Jan 13;163(1):59-64.

Dascombe BJ, Karunaratna M, Cartoon J, Fergie B, Goodman C. Nutritional supplementation
habits and perceptions of elite athletes within a state-based sporting institute. J Sci Med Sport.

2010 Mar;13(2):274-80.

89



de Abajo FJ, Rodriguez LA, Montero D. Association between selective serotonin reuptake
inhibitors and upper gastrointestinal bleeding: population based case-control study. BMJ.

1999 Oct 23;319(7217):1106-9.

de Hon O, Coumans B. The continuing story of nutritional supplements and doping

infractions. Br J Sports Med. 2007 Nov;41(11):800-5.

De Smet, P.A. 2005. Herbal medicine in Europe--relaxing regulatory standards. N Engl J Med
352:1176-8.

Delaney JA, Opatrny L, Brophy JM, Suissa S. Drug drug interactions between antithrombotic
medications and the risk of gastrointestinal bleeding. CMAJ. 2007 Aug 14;177(4):347-51.

Eisenberg, D.M., Davis, R.B., Ettner, S.L., Appel, S., Wilkey, S., Van Rompay, M., Kessler,
R.C. 1998. Trends in alternative medicine use in the United States, 1990-1997: results of a
follow-up national survey. JAMA 280:1569-75.

Eisenberg, D.M., Kessler, R.C., Foster, C., Norlock, F.E., Calkins, D.R., Delbanco, T.L.
1993. Unconventional medicine in the United States. Prevalence, costs, and patterns of use. N

Engl J Med 328:246-52.

Eliason BC, Myszkowski J. Dietary supplement use in the general population. ] Am Board
Fam Pract 1996;9:249-53.

Elvin-Lewis M. Should we be concerned about herbal remedies. J Ethnopharmacol. 2001

May;75(2-3):141-64.

Epstein JB, Chong S, Le ND. A survey of antibiotic use in dentistry. J] Am Dent Assoc. 2000
Nov;131(11):1600-9.

Everett, L.L., Birmingham, P.K., Williams, G.D., Brenn, B.R., Shapiro, J.H. 2005. Herbal and

homeopathic medication use in pediatric surgical patients. Paediatr Anaesth 15:455-60.

Ezsids A, Wojnarowska F, Juniper R. Topical use of miconazole antifungal oral gel on

warfarinized patients: a word of caution. Dent Update. 1997 Dec;24(10):421-2.

Fang, L., and S.P. Schinke. 2007. Complementary alternative medicine use among Chinese
Americans: findings from a community mental health service population. Psychiatr Serv

58:402-4.

Forster, D.A., Denning, A., Wills, G., Bolger, M., McCarthy, E. 2006. Herbal medicine use
during pregnancy in a group of Australian women. BMC Pregnancy Childbirth 6:21.

90



Foster, D.F., Phillips, R.S., Hamel, M.B., Eisenberg, D.M. 2000. Alternative medicine use in
older Americans. J Am Geriatr Soc 48:1560-5.

Fouillot JP. Doping and dietary supplements. Bull Acad Natl Med. 2004;188(6):933-42.

Frenia ML, Long KS. Metotrexate and nonsteroidal anti-inflammatory drug interactions. Ann

Pharmacother 1992;26:234-237.

Froiland K, Koszewski W, Hingst J, Kopecky L. Nutritional supplement use among college
athletes and their sources of information. Int J Sport Nutr Exerc Metab. 2004 Feb;14(1):104-
20.

Gardiner, P., Graham, R., Legedza, A.T., Ahn, A.C., Eisenberg, D.M., Phillips, R.S. 2007.
Factors associated with herbal therapy use by adults in the United States. Altern Ther Health
Med 13:22-9.

Gardiner, P., Legedza, A., Woods, C., Phillips, R.S., Kemper, K.J. 2006. Herb use among
health care professionals enrolled in an online curriculum on herbs and dietary supplements. J

Herb Pharmacother 6:51-64.

Gay MC, Vrignaud P, Garitte C, Meunier C. Predictors of depression in multiple sclerosis

patients. Acta Neurol Scand. 2010 Mar;121(3):161-70.

Geyer H, Parr MK, Koehler K, Mareck U, Schinzer W, Thevis M. Nutritional supplements
cross-contaminated and faked with doping substances. J Mass Spectrom. 2008 Jul;43(7):892-
902.

Gibson J, McGowan DA. Oral contraceptives and antibiotics: important considerations for

dental practice, Br Dent J. 1994;177(11-12):419-22.

Gibson RM, Meechan JG. The effects of antihypertensive medication on dental treatment.

Dent Update. 2007 Mar;34(2):70-2, 75-6, 78.

Glintborg, B., Andersen, S.E., Spang-Hanssen, E., Dalhoff, K. 2005. Disregarded use of
herbal medical products and dietary supplements among surgical and medical patients as

estimated by home inspection and interview. Pharmacoepidemiol Drug Saf 14:639-45.

Goldfield GS. Body image, disordered eating and anabolic steroid use in female bodybuilders.

Eat Disord. 2009 May-Jun;17(3):200-10.

91



Go6mez-Olivan LM, Marquez Rodriguez S, Pontigo Loyola P, Téllez Lopez A, Amaya-
Chavez A, Galar-Martinez M. [The prescription of drugs in a dental clinic of a Mexican

university hospital]. Farm Hosp. 2007 May-Jun;31(3):169-72.

Graham MR, Ryan P, Baker JS, Davies B, Thomas NE, Cooper SM, Evans P, Easmon S,
Walker CJ, Cowan D, Kicman AT. Counterfeiting in performance- and image-enhancing

drugs. Drug Test Anal. 2009 Mar;1(3):135-42.

Graham, R.E., Ahn, A.C., Davis, R.B., O'Connor, B.B., Eisenberg, D.M., Phillips, R.S. 2005.
Use of complementary and alternative medical therapies among racial and ethnic minority

adults: results from the 2002 National Health Interview Survey. J Natl Med Assoc 97:535-45.

Gratus, C., Damery, S., Wilson, S., et al. 2009. The use of herbal medicines by people with

cancer in the UK: a systematic review of the literature QJM 102:831-42.

Grimm SW, Richtand NM, Winter HR, Stams KR, Reele SB. Effects of cytochrome P450 3A
modulators ketoconazole and carbamazepine on quietapine pharmacokinetics. Br J Clin

Pharmacol. 2006 Jan;61(1):58-69.

Guarrera, P.M., and L.M. Lucia. 2007. Ethnobotanical remarks on Central and Southern
Italy. J Ethnobiol Ethnomed 3:23.

Guarrera, P.M., Forti, G., Marignoli, S. 2005. Ethnobotanical and ethnomedicinal uses of
plants in the district of Acquapendente (Latium, Central Italy). J Ethnopharmacol 96:429-44.

Guarrera, P.M., Lucchese, F., Medori, S. 2008. Ethnophytotherapeutical research in the high
Molise region (Central-Southern Italy). J Ethnobiol Ethnomed 4:7.

Gullotti-Codaro F, Lombardo S, Cosentino M. Selling androgenic anabolic steroids by the
pound: identification and analysis of popular websites on the Internet. Scand J Med Sci

Sports. 2011; 10: 1-13

Guyda HJ. Use of dietary supplements and hormones in adolescents: A cautionary tale.

Paediatr Child Health. 2005 Dec;10(10):587-90.

Haas DA. Adverse drug interactions in dental practice: interactions associated with

analgesics. J Am Dent Assoc. 1999;130:397-407.

Hall RC, Hall RC. Abuse of supraphysiologic doses of anabolic steroids. South Med J. 2005
May;98(5):550-5.

92



Harnack, L.J., Rydell, S.A., Stang, J. 2001. Prevalence of use of herbal products by adults in
the Minneapolis/St Paul, Minn, metropolitan area. Mayo Clin Proc 76:688-94.

Hersh EV, Moore PA. Adverse drug interactions in dentistry. Periodontol 2000. 2008;46:109-
142

Hersh EV, Moore PA. Drug interactions in dentistry: the importance of knowing your CYPs.

J Am Dent Assoc. 2004;135:298-311.

Hersh EV. Adverse drug interactions in dental practice: interactions involving antibiotics. Part

IT of a series. ] Am Dent Assoc. 1999 Feb;130(2):236-51.

Hess, S., De Geest, S., Halter, K., Dickenmann, M., Denhaerynck, K. 2009. Prevalence and
correlates of selected alternative and complementary medicine in adult renal transplant

patients. Clin Transplant 23:56-62.

Hjemdahl P, Akerstedt T, Pollare T, Gillberg M. Influence of beta-adrenoceptor blockade by
metoprolol and propranolol on plasma concentrations and effects of noradrenaline and

adrenaline during i.v. infusion. Acta Physiol Scand Suppl. 1983;515:45-53.

Holst, L., Wright, D., Nordeng, H., Haavik, S. 2009. Use of herbal preparations during
pregnancy: focus group discussion among expectant mothers attending a hospital antenatal

clinic in Norwich, UK. Complement Ther Clin Pract 15:225-9.

Horn JR. Analysis of purported erythromycin-warfarin interaction. Am J Health Syst Pharm.

2010 Jun 15;67(12):966

Howard-Thompson A, Hurdle AC, Arnold LB, Finch CK, Sands C, Self TH. Intracerebral
hemorrhage secondary to a warfarin-metronidazole interaction. Am J Geriatr Pharmacother.

2008 Mar;6(1):33-6.
http://www.istat.it/

Huang SH, Johnson K, Pipe AL. The use of dietary supplements and medications by
Canadian athletes at the Atlanta and Sydney Olympic Games. Clin J Sport Med. 2006
Jan;16(1):27-33.

Huang SH, Johnson K, Pipe AL. The use of dietary supplements and medications by
Canadian athletes at the Atlanta and Sydney Olympic Games. Clin J Sport Med. 2006
Jan;16(1):27-33.

93



Huston MC. Nonsteroidal anti-inflammatory drugs and antihypertensives. Am J Med

1991;90(5A):42-78.

Ip EJ, Barnett MJ, Tenerowicz MJ, Perry PJ. The anabolic 500 survey: characteristics of male
users versus nonusers of anabolic-androgenic steroids for strenght training. Pharmacotherapy.

2011 Aug;31(8):757-66.

Iriart JA, Chaves JC, Orleans RG. Body cult and use of anabolic steroids by bodybuilders.
Cad Saude Publica. 2009 Apr;25(4):773-82.

Jari¢, S., Popovi¢, Z., Macukanovi¢-Jocié, et al. 2007. An ethnobotanical study on the usage
of wild medicinal herbs from Kopaonik Mountain (Central Serbia). J Ethnopharmacol

111:160-75.

Jenkinson DM, Harbert AJ. Supplements and sports. Am Fam Physician. 2008 Nov
1;78(9):1039-46.

Johannessen, H., von Bornemann Hjelmborg, J., Pasquarelli, E., Fiorentini, G., Di Costanzos,
F., Miccinesi, 2008. G. Prevalence in the use of complementary medicine among cancer

patients in Tuscany, Italy. Tumori 94:406-10.

Johnson, E.M, Wootton, J.C., Kimzey, R., et al. 2000. Use of herbal therapies by adults seen
in an ambulatory care research setting: an exploratory survey. J Altern Complement Med

6:429-35.
Juhn M. Popular sports supplements and ergogenic aids. Sports Med. 2003;33(12):921-39.

Kanayama G, Gruber AJ, Pope HG Jr, Borowiecki JJ, Hudson JI. Over-the-counter drug use
in gymnasiums: an underrecognized substance abuse problem? Psychother Psychosom. 2001

May-Jun;70(3):137-40.

Kelly, J.P., Kaufman, D.W., Kelley, K., Rosenberg, L., Mitchell, A.A. 2006. Use of
herbal/natural supplements according to racial/ethnic group. J Altern Complement Med

12:555-61.

Kelly, J.P., Kaufman, D.W., Kelley, K., Rosenberg,, L., Anderson, T.E., Mitchell, A.A. 2005.
Recent trends in use of herbal and other natural products. Arch Intern Med 165:281-6.

Kennedy, D.A. and D. Seely. 2010. Clinically based evidence of drug-herb interactions: a
systematic review. Expert Opin Drug Saf 9:79-124.

Kicman AT. Pharmacology of anabolic steroids. Br J Pharmacol. 2008 Jun;154(3):502-21.

94



Kieseier BC, Wiendl H, Hartung HP, Stiive O. The future of multiple sclerosis therapy.
Pharmacol Res. 2009 Oct;60(4):207-11.

Kimmage P. Rough ride: behind the wheel with a pro cyclist. London: Yellow Jersey Press,
2001.

Klein I, Ojamaa K. Thyroid hormone and the cardiovascular system. N Engl J Med. 2001 Feb
15;344(7):501-9.

Kobelt G, Berg J, Lindgren P, Jonsson B. Costs and quality of life in multiple sclerosis in
Europe: method of assessment and analysis. Eur J Health Econ. 2006 Sep;7 Suppl 2:S5-13.

Korkia P, Stimson GV. Indications of prevalence, practice and effects of anabolic steroid use

in Great Britain. Int J Sports Med. 1997 Oct;18(7):557-62.

Korkia P. Use of anabolic steroids has been reported by 9% of men attending gymnasiums.

BMJ. 1996 Oct 19;313(7063):1009.

Kurtzke JF. Historical and clinical perspectives of the expanded disability status scale.

Neuroepidemiology. 2008;31(1):1-9.

Lai, D.W. and S. Surood. 2009. Chinese health beliefs of older Chinese in Canada. J] Aging
Health 21:38-62.

Langman MJ, Weil J, Wainwright P, Lawson DH, Rawlins MD, Logan RF, Murphy M,
Vessey MP, Colin-Jones DG. Risks of bleeding peptic ulcer associated with individual non-
steroidal anti-inflammatory drugs. Lancet. 1994 Apr 30;343(8905):1075-8.

Lanski, S.L., Greenwald, M., Perkins, A., Simon, H.K. 2003. Herbal therapy use in a pediatric

emergency department population: expect the unexpected. Pediatrics 111:981-5.

Laure P, Binsinger C. Doping prevalence among preadolescent athletes: a 4-year follow-up.

Br J Sports Med. 2007 Oct;41(10):660-3;

Lé-Germain E, Leca R. Les conduites dopantes fondatrices d’une sous culture cycliste (1965-

1999). Rev Staps 2005 ;70 :109-132.

Leifman H, Rehnman C, Sjoblom E, Holgersson S. Anabolic androgenic steroids--use and
correlates among gym users--an assessment study using questionnaires and observations at

gyms in the Stockholm region. Int J Environ Res Public Health. 2011 Jul;8(7):2656-74.

Lentillon-Kaestner V, Carstairs C. Doping use among young elite cyclists: a qualitative

psychosociological approach. Scand J Med Sci Sports. 2010 Apr;20(2):336-45.

95



Lentillon-Kaestner V, Hagger MS, Hardcastle S. Health and doping in elite-level cycling.
Scand J Med Sci Sports. 2011 Mar 10. doi: 10.1111/5.1600-0838.2010.01281.

Leong EM, Semple SJ, Angley M, Siebert W, Petkov J, McKinnon RA. Complementary and
alternative medicines and dietary interventions in multiple sclerosis: what is being used in

South Australia and why? Complement Ther Med. 2009 Aug;17(4):216-23.

Leporatti, M.L. and K. Ghedira. 2009. Comparative analysis of medicinal plants used in
traditional medicine in Italy and Tunisia. J Ethnobiol Ethnomed 26;5:31.

Leporatti, M.L. and L. Corradi. 2001. Ethnopharmacobotanical remarks on the province of

Chieti town (Abruzzo, central Italy). J Ethnopharmacol 74:17-40.
Lerman, J. 2005. Herbal medicines in children: caveat medicus. Paediatr Anaesth 15:443-5.

Levine, M.A., Xu, S., Gaebel, K., et al. 2009. Self-reported use of natural health products: a

cross-sectional telephone survey in older Ontarians. Am J Geriatr Pharmacother 7:383-92.

Levrini L, Carraro M, Rizzo S, Salgarello S, Bertelli E, Pelliccioni GA, Garau V, Bandettini
M, Caputi S, Lorincz A, Sziics A. Prescriptions of NSAIDs to patients undergoing third molar
surgery : an observational, prospective, multicentre survey. Clin Drug Investig.

2008;28(10):657-68.

Lin, Y.C., Bioteau, A.B., Ferrari, L. R., Berde, C.B. 2004. The use of herbs and
complementary and alternative medicine in pediatric preoperative patients. J Clin Anesth
16:4-6.

Liu, Y. and M.W. Wang. 2008. Botanical drugs: challenges and opportunities: contribution to

Linnaeus Memorial Symposium 2007. Life Sci 82:445-9.

MacLennan, A.H., Wilson, D.H., Taylor, A.W. 2002. The escalating cost and prevalence of
alternative medicine. Prev Med 35:166-73.

Madsen, H., Andersen, S., Nielsen, R.G., Dolmer, B.S., Hgst, A., Damkier, A. 2003. Use of

complementary/alternative medicine among paediatric patients. Eur J Pediatr 162:334-41.

Mangweth B, Pope HG Jr, Kemmler G, Ebenbichler C, Hausmann A, De Col C, Kreutner B,
Kinzl J, Biebl W. Body image and psychopathology in male bodybuilders. Psychother
Psychosom. 2001 Jan-Feb;70(1):38-43.

Marcus, D.M. and A.P. Grollman. 2002. Botanical medicines--the need for new regulations.

N Engl J Med 347:2073-6.

96



Marrie RA, Hadjimichael O, Vollmer T. Predictors of alternative medicine use by multiple

sclerosis patients. Mult Scler. 2003 Oct;9(5):461-6.

Martinez-Rodriguez JE, Munteis E, Carreiio M, Blanco Y, Roquer J, Abanades S, Graus F,
Saiz A. Cannabis use in Spanish patients with multiple sclerosis: fulfilment of patients'

expectations? J Neurol Sci. 2008 Oct 15;273(1-2):103-7

Mason MA, Giza M, Clayton L, Lonning J, Wilkerson RD. Use of nutritional supplements by
high school football and volleyball players. lowa Orthop J. 2001;21:43-8.

Matthews, S.C., Camacho, A., Lawson, K., Dimsdale, J.E. 2003. Use of herbal medications
among 200 psychiatric outpatients: prevalence, patterns of use, and potential dangers. Gen
Hosp Psychiatry 25:24-6.

Mattila VM, Rimpeld A, Jormanainen V, Sahi T, Pihlajamiki H. Anabolic-androgenic steroid

use among young Finnish males. Scand J Med Sci Sports. 2010 Apr;20(2):330-5.

Maughan RJ, Depiesse F, Geyer H; International Association of Athletics Federations. The
use of dietary supplements by athletes. J Sports Sci. 2007;25 Suppl 1:S103-13.

Mazzu AL, Lasseter KC, Shamblen EC, Agarwal V, Lettieri J, Sundaresen P. Itraconazole
alters the pharmacokinetics of atorvastatin to a greater extent than either cerivastatin or

pravastatin. Clin Pharmacolol Ther. 2000;68:391-400.

Mehta, D.H., Gardiner, P.M., Phillips, R.S., McCarthy, E.P. 2008. Herbal and dietary
supplement disclosure to health care providers by individuals with chronic conditions. J

Altern Complement Med 14:1263-9.

Melchert RB, Welder AA. Cardiovascular effects of androgenic-anabolic steroids. Med Sci
Sports Exerc. 1995 Sep;27(9):1252-62.

Melnik B, Jansen T, Grabbe S. Abuse of anabolic-androgenic steroids and bodybuilding
acne:an understimated health problem. J Dtsch Dermatol Ges. 2007 Feb;5(2):110-7.

Melnik BC. Androgen abuse in the community. Curr Opin Endocrinol Diabetes Obes. 2009
Jun ;16(3) :218-23.

Menniti-Ippolito, F., Gargiulo, L., Bologna, E., Forcella, E., Raschetti, R. 2002. Use of

unconventional medicine in Italy: a nation-wide survey. Eur J Clin Pharmacol 58:61-4.

Miller CS, Kaplan AL, Guest GF, Cottone JA. Documenting medication use
in adult dental patients: 1987-1991. J Am Dent Assoc. 1992 Nov;123(11):40-8.

97



Miller, J.L., Binns, H.J., Brickman, W.J. 2008. Complementary and alternative medicine use
in children with type 1 diabetes: a pilot survey of parents. Explore (NY) 4:311-4.

Mito RS, Yagiela JA. Hypertensive response to levonordefrin in a patient receiving

propranolol: report of case. ] Am Dent Assoc. 1988 Jan;116(1):55-7.

Molinero O, Marquez S. Use of nutritional supplements in sports: risks, knowledge, and

behavioural-related factors. Nutr Hosp. 2009 Mar-Apr;24(2):128-34.

Moore PA, Gage TW, Hersh EV, Yagiela JA, Haas DA. Adverse drug interactions in dental
practice. Professional and educational implications. J Am Dent Assoc. 1999 Jan;130(1):47-54.

Moore PA. Adverse drug interactions in dental practice: interactions associated with local
anesthetics, sedatives and anxiolytics. Part IV of a series. J Am Dent Assoc. 1999

Apr;130(4):541-54

Morrison LJ, Gizis F, Shorter B. Prevalent use of dietary supplements among people who

exercise at a commercial gym. Int J Sport Nutr Exerc Metab. 2004 Aug;14(4):481-92.

Moussally, K., Oraichi, D., Bérard, A. 2009. Herbal products use during pregnancy:
prevalence and predictors. Pharmacoepidemiol Drug Saf 18:454-61.

Nayak S, Matheis RJ, Schoenberger NE, Shiflett SC. Use of unconventional therapies by
individuals with multiple sclerosis. Clin Rehabil. 2003 Mar;17(2):181-91.

Nieminen MS, Rim6é MP, Viitasalo M, Heikkild P, Karjalainen J, Méntysaari M, Heikkila J.
Serious cardiovascular side effects of large doses of anabolic steroids in weight lifters. Eur

Heart J. 1996 Oct;17(10):1576-83.

Noonan, K., Arensman, R.M., Hoover, J.D. 2004. Herbal medication use in the pediatric

surgical patient. J Pediatr Surg 39:500-3.

Nordeng, H. And G.C. Havnen. 2004. Use of herbal drugs in pregnancy: a survey among 400

Norwegian women. Pharmacoepidemiol Drug Saf 13:371-80.

O'Donnell D. Antibiotic-induced potentiation of oral anticoagulant agents. Med J Aust. 1989
Feb 6;150(3):163-4.

Oliver AJ, Leén MT, Herndndez EG. Statistical analysis of the consumption of nutritional and

dietary supplements in gyms. Arch Latinoam Nutr. 2008 Sep;58(3):221-7.

Olsen SA. A review of complementary and alternative medicine (CAM) by people with

multiple sclerosis. Occup Ther Int. 2009;16(1):57-70.

98



Olsson AG, McTaggart F, Raza A. Rosuvastatin: a highly effective new HMG-CoA reductase
inhibitor. Cardiovasc Drug Rev. 2002 Winter;20(4):303-28.

Papadopoulos FC, Skalkidis I, Parkkari J, Petridou E; "Sports Injuries" European Union
Group. Doping use among tertiary education students in six developed countries. Eur J

Epidemiol. 2006;21(4):307-13.

Papadopoulos FC, Skalkidis I, Parkkari J, Petridou E; “Sports Injuries” European Union
Group. Doping use among tertiary education students in six developed countries. Eur J

Epidemiol. 2006;21(4):307-13.

Perry PJ, Andersen KH, Yates WR. Illicit anabolic steroid use in athletes. A case series

analysis. Am J Sports Med. 1990 Jul-Aug;18(4):422-8.

Perry PJ, Lund BC, Deninger MG, Kutscher EC, Schneider J. Anabolic steroid use in
weightlifters and bodybuilders: an internet survey of drug utilization. Clin J Sport Med 2005
Sep;15(5):326-30.

Petréczi A, Naughton DP. Supplement use in sport: is there a potentially dangerous

incongruence between rationale and practice? J Occup Med Toxicol. 2007 May 29;2:4.

Pharand, C., Ackman, M.L., Jackevicius, C.A., Paradiso-Hardy, F.L., Pearson, G.J.; Canadian
Cardiovascular Pharmacists Network. 2003. Use of OTC and herbal products in patients with

cardiovascular disease. Ann Pharmacother 37:899-904.

Philbin R. For parents. Bodybuilding supplements. Are any of them safe? Diabetes Self
Manag. 2006 Mar-Apr;23(2):56,58:60-2.

Pieroni, A. and C. Gray. 2008. Herbal and food folk medicines of the Russlanddeutschen
living in Kiinzelsau/Talédcker, South- Western Germany. Phytother Res 22:889-901.

Pieroni, A. and M.E. Giusti. 2008. The remedies of the folk medicine of the Croatians living
in Cicarija, northern Istria. Coll Antropol 32:623-7.

Pieroni, A. and M.E. Giusti. 2009. Alpine ethnobotany in Italy: traditional knowledge of
gastronomic and medicinal plants among the Occitans of the upper Varaita valley, Piedmont.

J Ethnobiol Ethnomed 5:32.
Pipe A, Ayotte C. Nutritional supplements and doping. Clin J Sport Med. 2002:12:245-249.

Pittler, M.H. and E. Ernst. 2003. Systematic review: hepatotoxic events associated with herbal

medicinal products. Aliment Pharmacol Ther 18:451-71.

99



Planton J, Edlund BJ. Strategies for reducing polypharmacy in older adults. J Gerontol Nurs.
2010 Jan;36(1):8-12

Polman CH, Reingold SC, Edan G, Filippi M, Hartung HP, Kappos L, Lublin FD, Metz LM,
McFarland HF, O'Connor PW, Sandberg-Wollheim M, Thompson AJ, Weinshenker BG,
Wolinsky JS. Diagnostic criteria for multiple sclerosis: 2005 revisions to the "McDonald

Criteria". Ann. Neurol. 2005, 58: 840-6.

Prior TI, Baker GB. Interactions between the cytochrome P450 system and the second-

generation antipsychotics. J Psychiatry Neurosci. 2003 Mar;28(2):99-112

Pugliatti M, Rosati G, Carton H, Riise T, Drulovic J, Vécsei L, Milanov 1. The epidemiology
of multiple sclerosis in Europe. Eur J Neurol. 2006 Jul;13(7):700-22.

Raji, M.A., Kuo, Y.F., Snih, S.A., Sharaf, B.M., Loera, J.A. 2005. Ethnic differences in herb

and vitamin/mineral use in the elderly. Ann Pharmacother 39:1019-23.

Rapporto OSMED 2009, available at:  http:/www.agenziafarmaco.it or  at

http://www.epicentro.iss.it/farmaci

Rehling M, Svendsen TL, Maltbaek N, Tangg M, Trap-Jensen J. Haemodynamic effects of
atenolol, pindolol and propranolol during adrenaline infusion in man. Eur J Clin Pharmacol.

1986;30(6):659-63.

Rigat, M., Bonet, M.A., Garcia, S., Garnatje, T., Valles, J. 2007. Studies on pharmaceutical
ethnobotany in the high river Ter valley (Pyrenees, Catalonia, Iberian Peninsula). J

Ethnopharmacol 113:267-77.

Rivera, D., Obon, C., Inocencio, C. et al. 2005. The ethnobotanical study of local
Mediterranean food plants as medicinal resources in Southern Spain. J Physiol Pharmacol 56

Suppl 1:97-114.

Robinson, N., Blair, M., Lorenc, A., Gully, N., Fox, P., Mitchell, K. 2008. Complementary

medicine use in multi-ethnic paediatric outpatients. Complement Ther Clin Pract 14:17-24.

Ross, S., Simpson, C.R., McLay, J.S. 2006. Homoeopathic and herbal prescribing in general
practice in Scotland. Br J Clin Pharmacol 62:647-52.

Ryder, P.T., Wolpert, B., Orwig, D., Carter-Pokras, O., Black, S.A. 2008. Complementary
and alternative medicine use among older urban African Americans: individual and

neighborhood associations. J Natl Med Assoc 100:1186-92.

100



Schneider AJ. Cultural Nuances: Doping, Cycling and the Tour de France. Sport Soc.
2006:9(2):212-226.

Schneider AJ. Cultural Nuances: Doping, Cycling and the Tour de France. Sport Soc.
2006:9(2):212-226.

Schwarz S, Knorr C, Geiger H, Flachenecker P. Complementary and alternative medicine for

multiple sclerosis. Mult Scler. 2008 Sep;14(8):1113-9.

Schwenk TL, Costley CD. When food becomes a drug: nonanabolic nutritional supplement

use in athletes. Am J Sports Med. 2002 Nov-Dec;30(6):907-16.

Schwerin MJ, Corcoran K, LaFleur BJ , Fisher L, Patterson D, Olrich T. Psychological
predictors of anabolic steroid use: an exploratory study. J Child Adolosc Subst Abuse

1997;6:57-68

Secoli SR, Figueras A, Lebrao ML, de Lima FD, Santos JL. Risk of potential drug-drug
interactions among Brazilian elderly: a population-based, cross-sectional study. Drugs Aging.

2010 Sep 1;27(9):759-70.

Serebruany VL. Selective serotonin reuptake inhibitors and increased bleeding risk: are we

missing something?. Am J Med 2006;119:113-116.

Shenfield, G., Lim, E., Allen, H. 2002. Survey of the use of complementary medicines and
therapies in children with asthma. J Paediatr Child Health 38:252-7.

Shinto L, Yadav V, Morris C, Lapidus JA, Senders A, Bourdette D. The perceived benefit and
satisfaction from conventional and complementary and alternative medicine (CAM) in people

with multiple sclerosis. Complement Ther Med. 2005 Dec;13(4):264-72.

Signorini, M.A., Piredda, M., Bruschi P. 2009. Plants and traditional knowledge: an
ethnobotanical investigation on Monte Ortobene (Nuoro, Sardinia). J Ethnobiol Ethnomed

10;5:6.

Silingardi M, Ghirarduzzi A, Tincani E, Iorio A, ITori I. Miconazole oral gel potentiates

warfarin anticoagulant activity. Thromb Haemost. 2000 May;83(5):794-5.

Simon P, Striegel H, Aust F, Dietz K, Ulrich R. Doping in fitness sports: estimated number of
unreported cases and individual probability of doping. Addiction. 2006 Nov;101(11):1640-4.

Simpson, N. and K. Roman. 2001. Complementary medicine use in children: extent and

reasons. A population-based study. Br J Gen Pract 51:914-6.

101



Sims PJ, Sims KM. Drug interactions important for periodontal therapy. Periodontol 2000.
2007;44:15-28.

Singh, S.R. and M.A.Levine. 2006. Natural health product use in Canada: analysis of the
National Population Health Survey. Can J Clin Pharmacol 13:e240-50.

Smith, C., Martin, K., Hotham, E., Semple, S., Bloustien, G., Rao, D. 2005. Naturopaths
practice behaviour: provision and access to information on complementary and alternative

medicines. BMC Complement Altern Med 5:15.

Sobal J, Marquart LF. Vitamin/mineral supplement use among athletes: a review of the

literature. Int J Sport Nutr. 1994 Dec;4(4):320-34.

Sobal J, Marquart LF. Vitamin/mineral supplement use among athletes: a review of the

literature. Int J Sport Nutr. 1994 Dec;4(4):320-34.

Somerville Sj, Lewis M. Accidental breaches of the doping regulations in sport: is there a

need to improve the education of sportspeople? Br J Sports Med. 2005:39(8):512-516.
Stockley IH. Drug interactions. 4th ed. London: Pharmaceutical Press; 1996.

Stone AL, Latimer WW. Adolescent substance use assessment: concordance between tools

using self-administered and interview formats. Subst Use Misuse 2005;40:1865-74.

Striegel H, Simon P, Frisch S, Roecker K, Dietz K, Dickhuth HH, Ulrich R. Anabolic
ergogenic substance users in fitness-sports: a distinct group supported by the health care

system. Drug Alcohol Depend. 2006 Jan 4;81(1):11-9.

Sundgot-Borgen J, Berglund B, Torstveit MK. Nutritional supplements in Norwegian elite
athletes--impact of international ranking and advisors. Scand J Med Sci Sports. 2003

Apr;13(2):138-44.

Suzic Lazic J, Dikic N, Radivojevic N, Mazic S, Radovanovic D, Mitrovic N, Lazic M,
Zivanic S, Suzic S. Dietary supplements and medications in elite sport--polypharmacy or real

need? Scand J Med Sci Sports. 2011 Apr;21(2):260-7.

Tahtamouni LH, Mustafa NH, Alfaouri AA, Hassan IM, Abdalla MY, Yasin SR. Prevalence
and risk factors for anabolic-androgenic steroid abuse among Jordanian collegiate students

and athletes. Eur J Public Health. 2008 Dec;18(6):661-5.

102



Telford RD, Catchpole EA, Deakin V, Hahn AG, Plank AW. The effect of 7 to 8 months of
vitamin/mineral supplementation on athletic performance. Int J Sport Nutr. 1992

Jun;2(2):135-53.

Thijssen HH, Ritzen B.Acenocoumarol pharmacokinetics in relation to cytochrome P450 2C9

genotype. Clin Pharmacol Ther. 2003 Jul;74(1):61-8.

Thorsteinsdottir B, Grande JP, Garovic VD. Acute renal failure in a young weight lifter taking
multiple food supplements, including creatine monohydrate. J Ren Nutr. 2006 Oct;16(4):341-
5.

Thuyne WV, Delbeke FT. Declared use of medication in sports. Clin J Sport Med. 2008
Mar;18(2):143-7.

Tindle, H.A., Davis, R.B., Phillips, R.S., Eisenberg, D.M. 2005. Trends in use of
complementary and alternative medicine by US adults: 1997-2002. Altern Ther Health Med
11:42-9.

Tokish JM, Kocher MS, Hawkins RJ. Ergogenic aids: a review of basic science, performance,

side effects, and status in sports. Am J Sports Med. 2004 Sep;32(6):1543-53.

Tscholl P, Junge A, Dvorak J. The use of medication and nutritional supplements during

FIFA World Cups 2002 and 2006. Br J Sports Med. 2008 Sep;42(9):725-30.

Tsitsimpikou C, Chrisostomou N, Papalexis P, Tsarouhas K, Tsatsakis A, Jamurtas A. The
use of nutritional supplements among recreational athletes in Athens, Greece. Int J Sport Nutr

Exerc Metab. 2011 Oct;21(5):377-84.

Tsitsimpikou C, Tsiokanos A, Tsarouhas K, Schamasch P, Fitch KD, Valasiadis D, Jamurtas
A. Medication use by athletes at the Athens 2004 Summer Olympic Games. Clin J Sport Med.
2009 Jan;19(1):33-8.

Tyler, V.E. 1996. What pharmacists should know about herbal remedies. ] Am Pharm Assoc
(Wash) NS36:29-37.

Urichuk L, Prior TI, Dursun S, Baker G. Metabolism of atypical antipsychotics: involvement
of cytochrome p450 enzymes and relevance for drug-drug interactions. Current Drug

Metabolism. 2008 Jun;9(5):410-8.

Van Thuyne W, Van Eenoo P, Delbeke FT. Nutritional supplements: prevalence of use and

contamination with doping agents. Nutr Res Rev. 2006 Jun;19(1):147-58.

103



Vitalini, S., Tome, F., Fico, G. 2009. Traditional uses of medicinal plants in Valvestino

(Italy). J Ethnopharmacol 121:106-16.

Voelcker V, Sticherling M, Bauerschimitz J. Severe ulcerated ’bodybuilding acne’ caused by

anabolic steroid use and exacerbated by isotretinoin. Int Wound J. 2010 Jun;7(3):199-201.

WADA. The World Antidoping Code: the 2011 Prohibited List. Available at:
http://www.wada-ama.org/en/World-Anti-Doping-Program/Sports-and-Anti-Doping-
Organizations/International-Standards/Prohibited-List/ (Accessed August 5, 2011).

Walker J, Adams B. Cutaneous manifestations of anabolic-androgenic steroid use in athletes.

Int J Dermatol. 2009 Oct;48(10):1044-8.

West, A.L., Fetters, M.D., Hemmila, M.R., Gorenflo, D.W., Kiyota, A., Moroi-Fetters, S.
2005. Herb and vitamin supplementation use among a general ophthalmology practice

population. Am J Ophthalmol 139:522-9.

Westfall LK, Mintzer DL, Wiser TH. Potentiation of warfarin by tetracycline. Am J Hosp
Pharm. 1980 Dec;37(12):1620, 1625.

Wheaton, A.G., Blanck, H.M., Gizlice, Z., Reyes, M. 2005. Medicinal herb use in a
population-based survey of adults: prevalence and frequency of use, reasons for use, and use

among their children. Ann Epidemiol 15:678-85.

Wiefferink CH, Detmar SB, Coumans B, Vogels T, Paulussen TG. Social psychological
determinants of the use of performance-enhancing drugs by gym users. Health Educ Res.

2008 Feb;23(1):70-80.

Williams MH. The ergogenics edge: pushing the limits of sports performance. Human

Kinetics. Champaign, IL: 1998.

Wilson, K.M. and J.D. Klein. 2002. Adolescents' use of complementary and alternative
medicine. Ambul Pediatr 2:104-10.

Yadav V, Bourdette D. Complementary and alternative medicine: is there a role in multiple

sclerosis? Curr Neurol Neurosci Rep. 2006 May;6(3):259-67.

Yagiela JA. Adverse drug interactions in dental practice: interactions associated with

vasoconstrictors. Part V of a series. J] Am Dent Assoc. 1999 May;130(5):701-9.

Yesalis CE. Use of steroids for self-enhancement: an epidemiologic/societal perspective.

AIDS Read. 2001 Mar;11(3):157-60.

104



