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1 INTRODUCTION

1.1 Allergic rhinitis

Allergic rhinitis (AR) is a chronic condition affecting 20 % of general population in Europe
and the United States, and can reach up to 40 % in selected pediatric populations (1). Allergic rhinitis
is characterized by the presence of seasonal or perennial nasal pruritus, sneezing, rhinorhea and nasal
congestion that develop as a result of 1g-E mediated reaction to causal allergen (2). Indoor or outdoor
aeroallergens such as pollen, mold, animals or house dust mites are mainly of plant or animal origin. A
positive family history of atopy as well as environmental factors such as infection or pollutants can
contribute to the development of AR (2).

The socioeconomic burden of AR on patients and society is immense. It has been estimated
that the annual cost of AR in the United States (2002) was $7.3 billions with $4.6 billions accounting
for physicians’ visits (3). The prevalence of comorbidities such as asthma bronchiale, sinusitis, otitis
media and polyposis in patients suffering from AR is relatively high and contribute to the overall
burden of AR (2, 4). It is well known that a patient suffering from AR has a three to four times risk of
developing asthma. On the other hand, more than 75 % of patients with asthma suffer from AR (4).
The association between upper and lower respiratory airways diseases known as ‘“one-airway
respiratory disease” is well recognized and implemented into the therapeutic guidelines and
recommendations (2).

The management of allergic rhinitis requires a long-term and complex therapy involving both
symptomatic and causative pharmacologic and non-pharmacologic approaches, including surgery
intervention. The strategy of AR management is based on a stepped-down or stepped-up
pharmacotherapeutic algorithm and the main goal is to relieve symptoms, prevent exacerbations and

development of complications (Figure 1) (2).
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Figure 1: Treatment of allergic rhinitis®

Non-pharmacological interventions include patients’ education and allergen avoidance.
Available pharmacologic agents that are used in the treatment of AR are intranasal corticosteroids,
H1-antihistamines, decongestants, cromolyn sodium, antileukotrienes, anticholinergics, intranasal
saline, and anti-IgE.

Allergen specific immunotherapy (SIT) is offered to patients with poor response to
conventional pharmacotherapy without severe organic changes. It is defined as the repeated
administration of a specific allergen(s) to patients with 1g-E mediated conditions for the purpose of
providing protection against the allergic symptoms and inflammatory reactions associated with natural
exposure to the allergen(s) (5). From both an economic and a patient well-being perspective, allergen
immunotherapy offers a real alternative because of its ability to reduce symptom-medication scores in
the long term and improve the quality of life (6).

Furthermore, SIT is the only treatment that addresses the cause of IgE-mediated
immunopathology and modulates the natural course of the disease (7). SIT has been shown to prevent
further progress of the disease and the onset of new sensitizations and asthma long after it was
discontinued (8, 9, 10). Subcutaneous allergen immunotherapy (SCIT) is a well-established standard
of care in patients with allergic rhinitis, rhinoconjunctivitis, atopic asthma, and Hymenoptera
anaphylaxis for whom symptomatic treatment and allergen avoidance are not a sufficient way to
control the disease (7). Sublingual allergen immunotherapy (SLIT) is an alternative administration
route recently proven to be effective and safe, with less serious systemic adverse effects than SCIT
(12).

Rational pharmacotherapy in the treatment of AR based on evidence-based medicine is needed

in order to provide patients with effective and safe medicines while assuring cost-effectiveness from
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society perspective. Therapeutic value of individual pharmacotherapy approaches is constantly
evolving and is determined by the latest available knowledge there is on efficacy, risks, and economic
aspects of therapeutic options for a given condition across different populations. For example,
subcutaneous allergen immunotherapy remains the gold standard administration form of specific
allergen immunotherapy. At the same time, sublingual allergen immunotherapy has been widely used
in clinical practice mainly in European countries and has just recently been validated as a viable
alternative route to SCIT (11). Nevertheless, no data exists on the comparative benefits and costs of
both administration forms in patients suffering from allergic rhinitis that would provide us with a solid
rationale for their use from the perspective of a patient as well as drug policy-makers.

Another example concerning the therapeutic value of drugs used prophylactically for AR
treatment is that of intranasal corticosteroids. Intranasal corticosteroids (INCs) are the most effective
treatment alternative for moderate to severe form of AR as compared to other therapeutic groups and
is recommended as the first line therapy (2). The risk-benefit ratio has been proven to be very good
with the occurrence of some local side effects and a minimum of systemic effects (12, 13, 14).
International drug-safety monitoring by the World Health Organization (WHO) has revealed some
new information concerning systemic adverse events in connection with INC use that need to be
communicated in order to ensure patients’ safety.

Therefore, two main aspects of AR treatment are addressed in this thesis: (1) new data on
costs and benefits of SIT, the only causative treatment of AR, and (2) new systemic adverse events
during INC use, notably neuropsychiatric and some hormonal disorders, specifically, gyneacomastia.
Those new findings are valuable for health care professionals and health-care policy makers and put
SLIT and INCs treatment in a new light.

1.2 Pharmacoeconomics of allergen specific immunotherapy

1.2.1 Efficacy

Although SLIT has been recently validated as a viable alternative to SCIT, the benefits of
SLIT compared to a standard SCIT have not yet been established on a large scale. In a study with 20
patients with grass allergy by Ongari, SLIT and SCIT were similar in efficacy when compared to
pharmacological treatment (15). SLIT and SCIT were found equally effective after 12 months in other
two small studies by Quirino and Mungan (16, 17). Yet another study by Bernardis showed clinical
improvement with Alternaria tenius extract in 23 patients in both SLIT and SCIT groups after one
year (18). While the quoted studies add compelling data to the discussion, the data lacks significance

because of multiple methodology flaws -- including small study sizes, the absence of randomization
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prior to study group allocation, the lack of placebo control, and the failure of the studies to encompass
the recommended treatment duration.

The most methodologically valid study was performed by Khinchy (19). Khinchy conducted a
double blind, double dummy and placebo-controlled study of 58 patients with birch allergy who were
randomized into SLIT, SCIT and a placebo arm. In the first year of treatment (the only year
evaluated), Khinchy did not find any significant difference in either symptoms or drug intake
reduction between the SLIT and SCIT groups. There are additional studies of either SLIT or SCIT
confirming improvement of quality of life after SIT administration (20, 21).

Compliance is an important factor that can influence effectiveness as well as cost of a disease.
Published studies report SCIT non-compliance rates of up to 50 %, citing inconvenience and side
effects as the primary reasons for SCIT discontinuation (22, 23). In contrast, SLIT compliance rates

were shown to be relatively high (24, 25, 26).

1.2.2 Cost

Pharmacoeconomics analyzes the cost and impact of pharmaceutical products and services on
individuals, healthcare systems and society. Pharmacoeconomic outcomes provide healthcare decision
makers with knowledge on how to allocate limited resources when the number of alternatives
available to treat disease, the cost of medicines and technologies and aging population increase (27).

The overall costs associated with allergic rhinitis and certain adverse effects of pharmacologic
treatment, such as discomfort, somnolence, and cognitive impairment (impaired learning, memory,
and performance), are substantial and create a significant economic burden to the society (28).

Costs of subcutaneous allergen immunotherapy were evaluated in a couple of studies coming
mainly from the United States where SLIT is not yet approved by the US Food and Drug
Administration. A study from (1996) showed that SIT- related physician’s visits encountered for 50 % of
all visits of approximately 1.8 millions of patients with allergic rhinitis (29). Allergen immunotherapy related
costs reached 691 billions (20 % of total direct costs of AR). Annual direct costs of AR of patients undergoing
allergen immunotherapy was 5.8 fold times higher compared to the rest of the patients with allergic rhinitis
($661 vs $114). Total costs for medication was 23 % higher in patients treated by SIT compared to the rest of
the patients ($135 vs $70). Another study found that the average annual costs of AR in 2667 subjects of a total
of 122196 of patients registered at Harvard Pilgrim Health Maintenance Organization undergoing
allergen immunotherapy was $416 and $496 in patients with AR and AR and comorbid asthma, respectively
(30).

The cost-savings potential of SCIT and SLIT compared with standard pharmacologic therapy
has only been described in a few studies. A modeling approach of the economic consequences of SIT
lasting 3 years with those of continuous symptomatic treatment in patients with either pollen or mite

allergy was used in a 10-year follow-up study in Germany (31). The evaluation was conducted from
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the perspectives of society; healthcare system; and statutory health insurance provider. The break-even
point was reached between year 6 and year 8 after the start of therapy, resulting in net savings of
between 650 and 1190 deutschmarks (DM) per patient after 10 years. The incremental cost-
effectiveness ratio of SIT were between -DM3640 and -DM7410, depending on study perspective and
nature of the allergy (1990 values for symptomatic treatment and treatment of asthma, 1995 values for
SIT; DM1 approximately $0.58). The authors concluded that SIT was more likely to result in net
savings than in additional costs. Initial resource investments and subsequent resource savings
associated with SCIT in the long term compared with standard care was also observed in other national
environments across Europe such as Austria, Denmark, Finland, Germany, the Netherlands, Sweden and
France (32, 33, 34, 35).

In case of SLIT, a modeling study as well as observational study from clinical practice
demonstrated its cost-effectiveness compared to conventional pharmacotherapy from society and third
party payer perspectives (36, 37).

Even though both administration forms are widely used across Europe including the Czech
Republic, there are no data on the comparative benefits and costs of SLIT vs SCIT after the whole

recommended treatment period.

1.3 Pharmacovigilance of intranasal corticosteroids

1.3.1 The role of pharmacovigilance

The main role of pharmacovigilance is to detect, evaluate, understand and prevent any drug-
related problem such as an unexpected adverse reaction (ADR), dependence, long-term efficacy,
resistance, risk factors, quality and cost-assessment. Pharmacovigilance is an essential part of each
nation’s drug policy. Drug regulatory bodies such as the European Commission for Europe or the
Food and Drug Administration for the United States set the legal framework for drug use and issue
drug regulation requirements (e.g.: pre-registration toxicology and clinical studies, registrations and
post-marketing surveillance).

Drug regulation initiatives have developed over time in different countries. After the
thalidomide tragedy in the 60s” that caused skeleton malformations to thousands of babies of mothers
who were exposed to thalidomide during pregnancy, national as well as international initiatives led to
the setting of spontaneous reporting systems in different countries. In most countries, the reporting of
ADRs is done by health care professionals on either volunteer or mandatory basis. In some countries,
consumer reports are also accepted. In Europe, pharmacovigilance centers further collaborate
internationally within the WHO Drug Safety Monitoring System and Eudravigilance. Eudravigilance

is a common data processing network and database management system for direct electronic
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exchange, processing and evaluation of ADR reports related to medicinal products authorized in the
European Economic Area.

Drug safety data collected by national pharmacovigilance centers throughout the post-
marketing period provides physicians, pharmacists, patients, drug regulators and pharmaceutical
companies with valuable information on the risk-benefit ratio of medicines. An informed therapeutic
choice can then be made for the greatest benefit of the patient. Despite of all the progress that has been
made in the field of pharmacovigilance over the past decades, drug safety issues still persist and need
to be effectively addressed. For example, in the United States, ADRs belong to the 4-6" largest cause
of mortality (38). In some countries like the United Kingdom, the incidence of drug related hospital
admissions was estimated at 10 % (39). Moreover, the costs associated with drug related mortality and
morbidity can be high and reach as much as $177.4 billions (2000) as in the case of the United States
(40).

The World Health Organization pharmacovigilance programme

The WHO international pharmacovigilance programme monitors the safety of medicines on a
global scale since 1968 (41). A primary aim of the international pharmacovigilance programme is to
detect new signals early in the post-marketing phase after the medicine has been released. The World
Health Organization defines a signal as any reported information on a possible causal relationship
between an adverse event and a drug that has been not previously known or completely documented
(42). An adverse event is further defined as any untoward medical occurrence that may present during
treatment with a pharmaceutical product but which does not necessarily have a causal relationship
with this treatment (42). On the other hand, an adverse drug reaction is a response to a drug which is
noxious and unintended, and which occurs at doses normally used in humans for the prophylaxis,
diagnosis or therapy of disease, or for the modification of physiological function (42). All adverse
effects are categorized into three major groups and are referred to as types A, B, C and D (43). A
signal must be first detected and evaluated before an adverse event becomes an established adverse

drug reaction.

Signal detection

Case reports (case series) as well as spontaneous reporting plays a major role in the detection of
adverse events (44). Other sources of generation of new signals are shown in table 1. They all provide
us with valuable information for signal detection. A minimal number of 3 to 9 case-reports is needed for
signal generation in spontaneous reporting (43). The number of users of a drug, the frequency of the
adverse effect and reporting rate will determine how fast we detect a signal e.g.: in order to discover an

adverse effect with a frequency of 1 in 2000 users and a low background frequency of 1 in 100 000, a
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study population of about 16 000 drug users would be needed (45). Suitable methods for signal
detection based on the frequency of a reaction are shown in table 2 (44).

In the WHO spontaneous reporting system, both qualitative (reaction severity such as
agranulocytosis) and/or quantitative tools are used for the detection of important signals (46). The
unexpected adverse drug reactions to drugs are quantitatively analysed using the Bayesian Confidence
Propagation Neural Network methodology (BCPNN), a data-mining technique used for the detection of
new signals in spontaneous reporting of adverse drug reactions (47, 48). The measure of
disproportionality expressed as the Information Component (IC) is used to indicate the frequency of
specific drug-ADR combination that occurs more frequently in the database than expected in relation to
the number of all reports with the particular drug and ADR and the total number of reports in the
database (48).

Table 1: Information sources for signals*

Sources for Signals

Qualitative signals: Observations in patients
Spontaneous-reporting systems
Anecdotal literature reporting
Intensive hospital monitoring
Prescription event monitoring
Follow-up studies
Monitored release programmes
Quantitative signals: Observations in populations
Large data resources on morbidity and drug use (including record linkage)
Case-control studies
Follow-up studies
Prescription event monitoring
Intensive hospital monitoring
Large spontaneous-reporting systems (WHO Uppsala Monitoring Centre, Food and Drug
Administration)
Experimental findings
Clinical trials
In vitro experiments

Animal toxicology

Table is published with author’s approval.
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Table 2: Selection of analytical studies according to frequency of adverse effect*

Detection method Frequency of adverse effect

>1/10 1/10 1/100 1/1000 1/5000 1/10000  <1/50000

1/100 1/1000 1/5000 1/10000 1/50000

Spontaneous reporting - + ++ ++ ++ ++ +
International reporting - - + ++ ++ + t
Intensive monitoring - + ++ ++ + - -
Prescription event monitoring - + ++ ++ + - -
Case-control surveillance - - + ++ ++ R -
Large data resources - - ++ ++ + + .

(record-linkage)

Follow-up studies - + ++ + - - -
Monitored release - + + - - - -
Clinical trials ++ ++ + - - - -

- (of little or no use), + (may be helpful), ++ (preferable)

Table is published with author’s approval.

Signal evaluation

An adverse reaction can be attributed to a drug treatment when causality between the drug and
the reaction is established (49). Other factors such as concomitant therapy or disease may itself
contribute to the development of an adverse reaction. Therefore, analytical studies need to be conducted
to test the association between the drug and an adverse event and further determine risk factors that are
associated with the development of an adverse drug reaction. The most commonly used analytical
studies are case-control studies, cohort studies or randomized clinical trials. Statistically sound
associations must be further tested for its causality. Bradford and Hill described several causality
criteria that need to be considered before causality between a drug and a reaction is established such as
the time and dose-response relationships, the specifity of the disorder, and the consistency and
biological plausibility of the data (45). Causality is strengthened when an adverse drug reaction
disappear after the drug is discontinued and reappear after the drug is reintroduced.

A number of case-causality assessment scales have been developed (49). WHO causality
categories and the Naranjo method are the most commonly used approaches. The WHO-UMC
Causality assessment system has been developed in cooperation with the National Centres participating

in the Programme for International Drug Monitoring and is meant as a practical tool for the assessment
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of case-reports based on the case history clinical-pharmacological aspects and the quality of the

documentation of the observation (table 3) (50).

Table 3: WHO scale of causality assessment*

WHO Causality assessment scale

1.CERTAIN A clinical event, including laboratory test abnormality, occurring in
a plausible time relationship to drug administration, and which
cannot be explained by concurrent disease or other drugs or
chemicals. The response to withdrawal of the drug (dechallenge)
should be clinically plausible. The event must be definitive
pharmacologically or phenomenologically, using a satisfactory
rechallenge procedure if necessary.

2.PROBABLE/ LIKELY A clinical event, including laboratory test abnormality, with a
reasonable time sequence to administration of the drug, unlikely to
be attributed to concurrent disease or other drugs or chemicals, and
which follows a clinically reasonable response on withdrawal
(dechallenge). Rechallenge information is not required to fulfil this
definition. Event, including laboratory test abnormality, with a
reasonable time sequence to administration of the drug, unlikely to
be attributed to concurrent disease or other drugs or chemicals, and
which follows a clinically reasonable response on withdrawal
(dechallenge). Rechallenge information is not required to fulfil this
definition.

3.POSSIBLE A clinical event, including laboratory test abnormality, with a
reasonable time sequence to administration of the drug, but which
could also be explained by concurrent disease or other drugs or
chemicals. Information on drug withdrawal may be lacking or
unclear.

4.UNLIKELY A clinical event, including laboratory test abnormality, with a
temporal relationship to drug administration which makes a causal
relationship improbable, and in which other drugs, chemicals or
underlying disease provide plausible explanations.

5.CONDITIONAL/ UNCLASSIFIED A clinical event, including laboratory test abnormality, reported as
an adverse reaction, about which more data is essential for a proper
assessment or the additional data are under examination.

6.UNASSESSIBLE/ UNCLASSIFIABLE A report suggesting an adverse reaction which cannot be judged
because information is insufficient or contradictory, and which
cannot be supplemented or verified.

Table is published with author’s approval.
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Frequency of an adverse event

Estimation of the frequency of an adverse event or risk of such reaction needs to be addressed.
Risk is defined as a probability of an adverse reaction to occur in an individual (45). The frequency of
an adverse reaction needs to be related to the overall number of exposed individuals to a drug treatment.
Sales data expressed as the number of defined daily doses (DDDs — an average daily dose prescribed
for the main indication in adults) or number of packages sold throughout the study period can be used.
It is well known that underreporting is vast but unknown and the frequency of adverse events thus

remains uncertain (51). The frequency of an adverse reaction may thus be underestimated.

1.3.2 Safety of intranasal corticosteroids

The systemic use of corticosteroids is limited by the occurrence of frequent and serious adverse
effects. The introduction of corticosteroids for intranasal administration, such as beclometasone and
fluticasone, has been a breakthrough and today INCs are the first line treatment of moderate to severe
persistent rhinitis and other inflammatory disorders (non-allergic rhinitis, rhinosinusitis and chronic
sinusitis) (2). INCs act predominantly locally and are considered to exert minimal systemic effects (12,
13, 14). Nevertheless, in rare cases symptoms of hypercorticism have occurred, including menstrual
irregularities, acneiform lesions, cataract and cushingoid features, mainly when the recommended doses
were exceeded or in individuals who were particularly sensitive or predisposed by virtue of recent
systemic steroid therapy (52, 53, 54, 55).

Pharmacological characteristics of INCs

Taken together, the nasal cavities have a substantial mucosal surface of about 180 cm?® After
nasal administration about 30% is absorbed by the mucosa and, since there is no first-pass through the
liver, the unchanged drug enters directly into the systematic circulation. The remaining 70% is rapidly
nasociliary cleared into the throat and gastroinestestinal tract (56). Different corticosteroids are absorbed in
varying proportions, however, and the systemic bioavailability ranges from <1 to up 40-50% (57, 58,
59, 60, 61). Pharmacological properties such as glucocorticoid receptor potency, affinity and residency time
will in part determine the systemic pharmacodynamic response. In addition, pharmacokinetic factors
including plasma elimination half life and volume of distribution (due to lipophilicity) will contribute to the
effects at steady state in terms of drug accumulation in the blood and retention in systemic tissue (56). The
amounts delivered are small and in licensed doses the effects of INCs on cortisol homeostasis and the
pituitary-adrenocortical axis are considered to be small and of little significance. Between the various
drugs used for intranasal administration there are substantial differences in the pharmacokinetic and

pharmacodynamic properties.
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Recent evidence shows that some drugs may after absorption by the olfactory epithelium by-pass
the blood-brain barrier and be transported through the olfactory and trigeminal nerves directly into the
central nervous system; there are intraneuronal and extraneuronal pathways (62, 63). In this way small
amounts of a drug can in the brain reach comparatively high levels. No information is available,
however, whether or not INCs reach the central nervous system through this pathway.

1.3.2.1 Neuropsychiatric disorders

As early as 1989, two case reports were published describing the occurrence of mania in
suspected connection with the intranasal administration of beclometasone. In the one report mania
occurred in a patient with a pre-existent bipolar disorder in remission, however, while erythromycin -
known to affect the central nervous system - had been taken simultaneously (64). In the other patient
mania was associated with vivid visual and auditory hallucinations, disorientation and impaired
memory (65). This patient had a history of a previous manic episode during the systemic use of
prednisolone. latrogenic Cushing's syndrome was also reported with dexamethasone nasal drops in
several literature reports (66, 67, 68, 69, 70).

Most of information on neuropsychiatric disorders during INC use comes from literature case-
reports and no such information is listed in so far published placebo controlled trials where the number
of subjects (up to 3000-4000) could be to small to detect less frequent adverse effects (44).

In 1999 Cave and co-workers at the UK Medicines Control Agency reviewed the spontaneous
reports of suspected adverse reactions to intranasal and inhaled corticosteroids received at the agency of
the years, in the light of the information published in the literature (52). Five areas of concern were
covered: hypothalamic-pituitary-adrenal axis suppression, osteoporosis and changes in bone mineral
density, growth retardation in children, and cataract and glaucoma. The authors concluded with regard
to intranasal administration that at licensed doses 1. adrenal suppression occurs but the clinical
relevance is uncertain, 2. growth retardation occurs but the final stature may not be affected, and 3.
there is insufficient evidence that cataract, glaucoma or osteoporosis may happen. The study did not
address the possible occurrence of central nervous system or other systemic effects. It is noteworthy,
though; that there had been 9 reports of patients with adrenocortical suppression, of whom all but one
had also had Cushingoid symptoms (such as weight gain, facial swelling and striae). Interestingly all of
these patients had been taking corticosteroids for a relatively short period of time, suggesting that in
susceptible individuals adrenal suppression may occur rapidly. All but one of these patients had used
doses within the licensed range. On the bases of these findings, the Committee on Safety of Medicines
advised in 1998 with regard to intranasal corticosteroids the following: Systemic effects may occur,
particular at high doses prescribed for prolonged periods. In children growth retardation has been

reported at licensed doses. Prolonged treatment with higher than recommended doses may result in
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clinically significant adrenal suppression. Additional systemic corticosteroid cover should be
considered during periods of stress or elective surgery (52).

In a more recent position statement (2006), the Joint Task Force for the American Academy of
Allergy, Asthma and Immunology nevertheless concluded that intranasal corticosteroids because of
their potential to cause systemic effects should remain prescription only drugs (71).

The potential risk factors for the development of neuropsychiatric disorders were not yet
determined. Nevertheless, fluticasone and beclometasone have a comparatively high potency for systemic
adverse effects systemic adverse effects based on their pharmacokinetic and pharmacodynamic
determinants (56). In case of systemic administration of corticosteroids, severe psychiatric symptoms
generally increased in doses exceeding the equivalent of 40 mg of prednisone (72). Neuropsychiatric
disorders occurred also with small doses of prednisone and the minimum of corticosteroid dose that
may in an individual patient trigger a neuropsychiatric disorder is not known.

Although only small amounts of corticosteroids are administered and systemic blood levels are
likely to be low, i.e. below or perhaps slightly above physiological levels, such amounts may
nevertheless interfere with normal cortisol homeostasis, suppress the circadian cycle and impair the
physiological responses to stress. This may in turn lead to periods of non-physiological corticoid levels
and to mild but clinically relevant states of hypo- or hypercorticism. More study is needed to clarify the
consequences of the exposure to external corticoids in roughly physiological amounts.

The glucocorticoid receptor is member of a family of nuclear steroid receptors, which also
includes mineralocorticoid, oestrogen, progesterone and androgen receptors. In the past 10 or 15 years
much experimental work has improved the understanding of these receptors and their actions and
interactions. They are closely related in structure and many synthetic drugs can bind to more than one
receptor. The brain contains both gluco- and mineralocorticoid receptors. Natural corticosteroids play
important roles in fear and anxiety and in the response of the body to stress of any kind. Essential to the
stress response is the paraventricular nucleus of the hypothalamus, which expresses corticotrophin-
releasing hormone, vasopressin and other neuropeptides that drive the activity of the sympathico-
adrenomedullary and the hypothalamic-pituitary-adrenal systems. These systems influence each other.
The hypothalamic-pituitary-adrenal system involves corticosteroid hormone secretion by the adrenal
cortex and is slower and more persistent in its actions. Disturbances in mood, cognition or behaviour
often coincide with abnormal levels of corticosteroids. Some 50 % of patients with depression have a
hyperactive hypothalamic-pituitary-adrenal system and hypercortisolism, whereas on the other hand
about 50% of patients with Cushing’s disease suffer from depression. In the rat, chronically too high but
also too low levels of corticosteroid hormones during stress and the resultant mineralo-
glucocorticosteroid imbalance, impair information processing, and enhance the vulnerability of specific
hypocampal neurons. Corticosteroids control the expression of “candidate vulnerability genes” in
individuals that are genetically predisposed for stress-related diseases such as depression (73, 74, 75,
76, 77).
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It is important to note that neuropsychiatric adverse effects have been also documented with low
dose glucocorticosteroids via inhalation route of administration supporting the connection between low
dose glucocorticosteroids and development of neuropsychiatric disorders in susceptible individuals. In
the eighties a few cases have been described of patients with psychiatric disturbances in association
with the use of budesonide for inhalation (78,79). In a subsequent prospective general practice study in
Sweden involving 60 pre-school children treated with budesonide such effects were observed in as
many as 15% of patients, occurring after increasing the dose because of an upper respiratory tract
infection (80). Another randomized prospective study reported psychiatric symptoms at a similar rate in
both children and adults with a low dose inhaled budesonide for three years compared to placebo group
(81). A recent case control study, in which children were found to have an increased risk of
experiencing psychiatric events during the use of inhaled corticosteroids, is in support of this view (82).
Global Strategy for Asthma Management and Prevention published by the Global Initiative for Asthma
(2006) cite hyperactive behaviour, aggressiveness, insomnia, uninhibited behaviour and impaired
concentration in children under five years of age as possible side effects associated with inhaled

corticosteroid therapy (83).

1.3.2.2 Migraine-like headache

Headache is commonly observed in clinical trials and mentioned as adverse reaction in the
product information of all approved INCs, but migraine is not. In clinical trials with intranasal
fluticasone, mometasone and triamcinolone, however, the occurrence of headache was found to be
comparable to that observed with placebo (84, 85, 86, 87, 88, 89, 90, 91). Headache can also occur as
a sign of corticosteroid-induced benign intracranial hypertension. Also, chronic rhinosinusitis is a
known cause migraine-like headache (92).

As has been shown by Ku and co-workers, there is a strong connection between allergic rhinitis
and the occurrence of migraine (93). According to this study more than 34 % of patients with allergic
rhinitis experienced migraine headaches, compared with only 4 % of people without allergic rhinitis.
Another study by Aamodt et al found migraine and non-migrainous headache to occur approximately
1.5 times more likely among patients with current asthma, hey fever and chronic bronchitis (94). Both
studies did not address a possible additional link with the treatment of rhinitis.

One of several mechanisms that have been proposed to act in the development of migraine in
patients with comorbid atopic disorders suggests an involvement of the immune system with histamine
release playing an important role. An elevated plasma Ig-E, histamine, decreased lymphocyte
phagocytotic function and increased plasma tumor necrosis factor alpha were found in subjects with
migraine. It has been hypothesized that stress relief enhances immune activity and triggers a burst of
circulating vasoactive compounds that function as mediators of inflammation and potential precipitators

of a migraine attack in vulnerable subjects (95).
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According to the review article by Trangsrud and colleagues, INCs commonly cause some
form of irritation of the nasal mucosa (84). Nasal dryness, burning, stinging and sneezing together with
headache and epistaxis occur in 5-10 % of patients, regardless of the INC product used.

There is a possible link between platelet function and migraine, and corticosteroids may have
a prothrombotic action (96, 97). The systemic levels of corticosteroids after intranasal administration
are low, however, and unlikely to lead to significant effects on the clotting and fibrinolytic cascades. A
few case reports have been described of cerebral venous sinus thrombosis in connection with oral
corticosteroid use, presenting as migraine-like headache (98). The occurrence of transient migraine is

most unlikely to be to have been linked, however, with cerebral thrombosis.

1.3.2.3 Gynaecomastia

Mild forms of gynaecomastia are frequently encountered in the male population.
Gynaecomastia is the most common disorder of the male breast in adolescents and adults, and reflects
an underlying hormonal imbalance with an increase in oestrogen action relative to androgen action.
Transient gynaecomastia occurs frequently in neonates and boys in the middle to late puberty (99, 100,
101). Other causes, apart from congenital and acquired disorders of androgen and oestrogen production,
include various tumours, renal failure, cirrhosis of the liver, thyrotoxicosis and Cushing’s disease (102).
latrogenic gynaecomastia is reported with a variety of drugs used in the treatment of mental,
cardiovascular, gastrointestinal, hormonal and immune system related disorders and can occur during
the systemic use of corticosteroids (102, 103). Several cases of gynaecomastia in connection with INC
use was reported by the international spontaneous reporting system and further analyzed in this

dissertation.
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2 SCOPE AND OUTLINE OF THE THESIS

The overall aim of this thesis is to examine two aspects of allergic rhinitis treatment: the
pharmacoeconomics of sublingual and subcutaneous administration form of specific allergen
immunotherapy, the only causative treatment of allergic rhinitis (Chapter 4) and the safety of
intranasal corticosteroids, specifically, signal detection of neuropsychiatric disorders, migraine-like
headache, and gynaecomastia - in connection with intranasal corticosteroid use, currently the most

effective conventional treatment of moderate/severe form of allergic rhinitis (Chapters 5).

o Chapter 4.1 — the purpose of this study was to evaluate the benefits and cost of SCIT and SLIT
in patients with seasonal allergic rhinoconjunctivitis after 3 years of SIT administration from

third-party payer’s, patient’s, and society perspectives.

e Chapter 5.1 — the aim of this study was to characterize an unexpected accumulation of case
reports of a variety of neuropsychiatric disorders in patients using INCs with respect to: (1)
general information (country of origin, type of reporter), (2) patient-related information (age,
sex, and comorbidity), (3) adverse reaction-related information (time of onset, dechallenge,
rechallenge, outcome and causality assessment), and (4) drug-related information (type of

suspect drug and dose, concomitant medication, duration of treatment).

e Chapter 5.2 — the focus of this study was to evaluate a signal ,,migraine-like headache* in
connection with intranasal corticosteroid use with regards to: (1) general information (country
of origin, type of reporter), (2) patient-related information (age, sex, and comorbidity), (3)
adverse reaction-related information (time of onset, dechallenge, rechallenge, outcome and
causality assessment), and (4) drug-related information (type of suspect drug and dose,

concomitant medication, duration of treatment).

e Chapter 5.3 — the aim of this study was to assess a signal ,,gynaccomastia“ in connection with
intranasal corticosteroid use with regards to: (1) general information (country of origin, type
of reporter), (2) patient-related information (age, sex, and comorbidity), (3) adverse reaction-
related information (time of onset, dechallenge, rechallenge, outcome and causality
assessment), and (4) drug-related information (type of suspect drug and dose, concomitant

medication, duration of treatment).
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Data sources used in this thesis

In Chapter 4.1, data were collected alongside an open-label randomized clinical trial (January 1,
2002, to January 1, 2006) (MZ CR NI/7470-3).

For the conduct of pharmacovigilance studies in Chapters 5.1, 5.2, and 5.3, we used data from the
WHO database - Vigibase. The Uppsala Monitoring Centre (UMC) maintains the WHO international
pharmacovigilance programme since 1978, in collaboration with 81 national pharmacovigilance centres
around the world (10). Yearly the UMC receives 250 000 case reports of suspected adverse drug
reactions from the participating national centres that are stored in the WHO database. Vigibase
currently contains over 3.7 million case reports. The WHO Adverse Drug Reaction Terminology and
WHO Drug Dictionary are used for coding of clinical information in relation to drug therapy and
reported drugs on the reports (21, 22). The reports contain information related to the patient, the drugs
and the adverse event. The case reports are anonymous and heterogeneous and vary as regards source,
documentation and relationship likelihood. Reporters are physicians, pharmacists and other health care

professionals. In a few countries, in particular the USA, reports directly from patients are also accepted.
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Study on pharmacoeconomic aspects of specific allergen immunotherapy

ABSTRACT

Background: Sublingual allergen immunotherapy (SLIT) is a commonly used alternative route of
administration to standard subcutaneous immunotherapy (SCIT) in Europe. Despite its wide use, the
cost-effectiveness of SLIT vs SCIT has not been well established.

Objective: To evaluate the cost and effectiveness of SLIT compared with SCIT in patients with
allergic rhinoconjunctivitis during a 3-year specific allergen immunotherapy (SIT) from a third-party

payer’s, a patient’s, and society’s perspectives.

Methods: We performed an open-label randomized clinical trial of patients receiving SLIT (n=19),
patients receiving SCIT (n=23), and a control group (n=22). The outcome measures were
Rhinoconjunctivitis Quality of Life Questionnaire score, visual analog scale score, symptomatic

medication reduction, and direct and indirect costs.

Results: SLIT offered clinical benefits to patients comparable to those provided by SCIT. From the
perspective of a third-party payer, the total average direct medical cost per patient of 3-year SIT was
estimated at €416 vs €482 in the SLIT and SCIT group, respectively. A patient who received SLIT
paid less than a patient who received SCIT for all out-of-pocket costs (€176 for SLIT vs €255 for
SCIT) but more for sole allergen extracts (€72 for SLIT vs €55 for SCIT). When both direct and
indirect costs were considered, the 3-year SIT expenditures per patient reached €684 vs €1,004 in the
SLIT and SCIT groups, respectively.

Conclusions: SLIT represents a less expensive alternative relative to subcutaneous administration

from all perspectives. However, from a patient’s perspective, SCIT offers a less expensive alternative

for patients who do not experience loss of income and travel costs associated with treatment.
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Studies on the safety of intranasal corticosteroids

ABSTRACT

Background: The systemic use of corticosteroids is connected with a variety of psychiatric and
neurologic effects. Corticosteroids for intranasal administration (INCs) are considered to act locally
and to exert minimal systemic effects. An unexpected cluster of case reports of neuropsychiatric
disorders during intranasal corticosteroid use was reported to the World Health Organization Uppsala
Monitoring Centre.

Objective: To investigate the possible connection between intranasal corticosteroid use and the
development of neuropsychiatric disorders, as reported to the International Pharmacovigilance

Programme.

Methods: All reports containing adverse event terms indicating neuropsychiatric disturbances in
suspected connection with intranasal corticosteroids were retrieved from Vigibase and evaluated
(April 2006). The case reports are heterogeneous and vary regarding source, documentation quality,

and relationship likelihood.

Results: A total of 429 reports were received from 16 countries (1980-April 2006), of
neuropsychiatric events occurring in patients using INCs, representing 7.6% of the total of reports
regarding these drugs in the same period. Frequently reported events were nervousness, anxiety,
agitation, insomnia, emotional lability, depression, somnolence, confusion, convulsions, and migraine.
Most reports concerned fluticasone propionate, beclometasone dipropionate, mometasone furoate, or
budesonide. In 370 reports (86.2%), the INC was the sole suspect drug and in 220 (51.3%) it was the
only drug used. In 97 of 108 patients who had discontinued the intranasal corticosteroid, the reaction
abated. Of 41 patients, 32 had a relapse when the drug was reintroduced.

Conclusions: The data collected by the International Pharmacovigilance Programme suggest that the
intranasal use of corticosteroids can be complicated by neuropsychiatric adverse reactions. Further
study is needed to confirm the connection and to determine the frequency and risk factors of such

reactions.
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Studies on the safety of intranasal corticosteroids

ABSTRACT

Intranasal corticosteroids (INCs) act predominantly locally and are considered to exert minimal
systemic effects. On reviewing the international data collected in the WHO’s global
pharmacovigilance programme an unexpected cluster was found of 38 case reports of migraine in
suspected connection with INCs. These reports came from 5 countries (May 2007) and concerned 6
different drugs. In all reports the INC was the sole suspect drug. In eight reports the recurrence of the
event was recorded after reexposure to the drug. INCs are mainly used for rhinitis, on the other hand,
and there is a known connection between rhinitis and migraine. International pharmacovigilance data
suggest that the use of INCs may cause or trigger migraine or migraine-like headache. Further study is
needed to determine if the reported association is true or not and, if so, what the possible mechanism

is.
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7 SUMMARY

Rational pharmacotherapy should ensure a safe and cost-effective treatment of patients with
allergic rhinitis (AR). Two main aspects of treatment of AR were addressed (1) comparative benefits
and costs of subcutaneous and sublingual allergen immunotherapy in patients with allergic rhinitis,
and (2) systemic adverse events — neuropsychiatric disorders and gynaecomastia - during intranasal

corticosteroid use.

(1) Allergen specific immunotherapy: benefits and costs

e  Our pharmacoeconomic study on allergen specific immunotherapy showed that sublingual and
subcutaneous immunotherapy reduced clinical symptoms and the need for symptomatic
medication in adults with grass pollen induced rhinoconjunctivitis compared to standard
pharmacological treatment. The clinical efficacy of the sublingual and subcutaneous
immunotherapy was not significantly different in the third year of specific immunotherapy.
Nevertheless, the SCIT group exhibited slightly better improvement in visual analogue scale
and a greater reduction of systemic antihistamines versus SLIT in the third year compared to
the baseline year.

Overall, SLIT showed a better cost profile from all three perspectives. SCIT was
financially favorable from a patient perspective where no loss of income and travel costs were
present.

Larger comparative studies examining the cost-effectiveness of sublingual and
subcutaneous routes of administration including the durability and preventive effect of
immunotherapy, as well as safety and compliance, must be conducted to confirm the

advantage of sublingual route of administration of SIT and its cost saving potential.

(2) Safety of intranasal corticosteroids

Intranasal corticosteroids are the first line treatment of moderate to severe persistent rhinitis
and other inflammatory disorders. The majority of professional community perceives them as safe and
with minimal occurrence of systemic effects. Our safety studies indicate there are new previously
unrecognized systemic adverse effects such as neuropsychiatric disorders or gynaecomastia that may
develop during the INC use. Those drug-related safety issues need to be communicated to the
professional community, health care providers as well as patients. Further studies are needed to
confirm drug-adverse event associations and determine the risk factors that predispose individuals to

such reactions.
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Neuropsychiatric disorders - Data collected in international pharmacovigilance suggest that
the intranasal use of corticosteroids can be complicated by neuropsychiatric side effects. Of
the data regarding INCs a substantial proportion concerns neuropsychiatric events: psychiatric
excitatory reactions with nervousness, anxiety, insomnia, agitation and aggression, mood
disorders (depression, euphoria, mania), sedation and cognitive impairment (somnolence,
confusion, amnesia), psychotic episodes with hallucinations and paranoid reactions, and
neurologic disorders such as convulsions and benign intracranial hypertension. The reporting
pattern is generally the same as that for systemic corticosteroids. The use of systemic
corticosteroids is also associated with a variety of side effects affecting the central nervous
system, ranging from changes in mood and cognition to psychosis. Most common effects are
mild euphoria or depression; other effects include insomnia, night mares, anxiety, agitation,
emotional lability, somnolence, and more serious are panic reactions, mania, behavioural
abnormalities, hallucinations, severe depression, psychosis and delirium. Confusion and
amnesia may occur and corticosteroid-induced pseudo-dementia has also been reported. The
incidence of severe psychiatric symptoms is about 5 % and generally increases in relation with
the increased daily glucocorticoid dose (in particular in doses exceeding the equivalent of 40
mg of prednisone). Nevertheless, the occurrence of neuropsychiatric effects has been shown
also in patients with inhaled corticosteroids. Today, the minimum of corticosteroid dose that
may in an individual patient trigger a neuropsychiatric disorder is not known. Most of the
available information on neuropsychiatric side effects concerns systemic corticosteroid
exposure.

Neuropsychiatric events during INC use were reported in various age groups, probably
reflecting the general user population. Nevertheless the relatively frequent occurrence of
nightmares, hallucinations, aggression and other behavioural disturbances, intracranial
hypertension and convulsions in children may be of particular clinical interest.

In the light of the small amounts of corticosteroids that are nasally administered, the
seriousness of many of the reported reactions is remarkable. In the majority of reports the
prescribed daily dose did not exceed the maximum recommended daily dose range with the
exception of 12 % patients. Many reactions occurred early in the course of treatment. The
most frequently reported INCs were fluticasone and beclometasone. This may likely reflect
the drug exposure in the first place. Nevertheless, due to pharmacokinetic and
pharmacodynamic determinants fluticasone and beclometasone have a comparatively high
potency for systemic adverse effects compared to other INCs.

Taken together, however, the data — i.e. the numbers of reports, the pattern of reporting
and its similarity with what is known as well as reported for systemic corticoids — are

suggestive of an involvement of the drugs. In addition the general pattern of recovery after
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stopping the suspect drug and the presence of reoccurrence of the symptoms after
readministration (a ‘positive rechallenge’) provide, we believe, additional support to this view.
In the light of the large scale world-wide use of INCs the numbers or case reports are
small and the frequency of such reactions is probably low. For example in Sweden, a reporting
rate of 0.04 reactions per million defined daily doses per year could be calculated when the
number of case-reports of INCs was related to the pharmacy sales data. On the other hand
underreporting is vast but unknown and the frequency remains uncertain and likely
underestimated.
Since these neuropsychiatric reactions can be serious or embarrassing, further study is
needed to clarify the mechanisms underlying the various neuropsychiatric events, identify risk

factors and further update the safety profile of intranasally administered corticosteroids.

e Migraine - Although there is a known connection between allergic rhinitis and migraine, the
reports in Vigibase suggest that, in addition, INCs might cause or worsen migraine or
migraine-like headache. It is important to note that none of the studies investigating the
connection between allergic rhinitis and migraine looked at the possible link between migraine
and antiallergy drug use. Perhaps an INCs-related inflammatory process of the mucosa in the
nose or paranasal sinuses may in turn lead to (unilateral) headache. In order to collect more
information regarding the possible but ill-understood connection between INCs and migraine-
like headache, health care practitioners are requested to report similar observations to the
national pharmacovigilance programs in their countries. In addition, further studies are needed
to determine whether the reported association between INCs and migraine or unilateral

headache is real or not and, if so, what the possible mechanism might be.

¢ Gynaecomastia - Eight case reports in the WHO-UMC database coming from two countries,
suggest that intranasal administration of corticosteroids can occasionally lead to the
development of gynaecomastia. Although gynaecomastia has not been described in the
literature in connection with inhaled corticosteroids, it is worth mentioning that a total of 15
such case reports, originating from five countries, have so far been stored in the Vigibase.
Further study is needed to confirm the association between intranasal corticosteroids and the

development of gynaecomastia.

In conclusion, the aim of allergic rhinitis management is to improve patient’s quality of life and
resume his/her everyday life activities. A therapeutic plan should be individualized and include patient
education, allergen avoidance and symptomatic therapy. Allergen specific immunotherapy should be

recommended to each patient according to the latest therapeutic guidelines. Based on our study
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outcomes, further considerations should be paid to the safety as well as cost-effectiveness of treatment
options in patients with seasonal allergic rhinoconjunctivitis.

Firstly, an individualized treatment plan for SIT candidates should also focus on the economic
advantages of different administration routes selecting the most cost-effective option for the patient.

Health-care policy should support treatment alternatives that are convenient for both an
individual and a society. In this respect, our study showed that sublingual administration route of SIT
turned out to be the best alternative for all patients from all perspectives except for those who do not
have travel and loss of income costs. When our results are confirmed in larger studies, health care
decision-makers should set the guidelines for the drug reimbursement and cost so that sublingual route
of SIT becomes more available for its superior safety and cost-effectiveness.

Secondly, all patients who are prescribed an INC should be monitored for possible systemic
effects of corticosteroids including neuropsychiatric events until more information becomes available.
An additive effect of corticosteroids with an increased risk for systemic adverse effects should be
anticipated in patients using different administration routes of corticosteroids simultaneously.

Physicians and pharmacists should monitor the safety of medicines and select the most optimal

cost-effective therapeutic choice for the greatest patient’s benefit.
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8 ZAVER

Cilem racionalni farmakoterapie je zajistit bezpecnou a nakladové efektivni 1é¢bu
pacientti s alergickou rymou (AR). Tato dizertani prace se zabyva dvéma aspekty 1écby
alergické rymy (1) srovnanim ucinkti a nakladd sublinguélni a subkutanni aplikac¢ni formy
specifické alergenové imunoterapie (SIT) u pacientil s alergickou rymou, a (2) systémovymi
nezadoucimi G¢inky intranazalnich kortikosteroidii — konkrétné neuropsychiatrickymi potizemi

a gynekomastii.

(1) Specificka alergenova imunoterapie: u¢innost a naklady

e Vysledky nasi farmakoekonomické studie prokazaly ucinnost obou aplika¢nich forem
SIT ve srovnani se standardni farmakologickou Iéc¢bou a to ve smyslu zlepSeni
klinickych pfiznakd a snizeni spotfeby symptomatickych 1€kii u pacientl se sezoénni
alergickou rhinokonjunktivitidou. Ackoliv se u¢innost obou aplika¢nich forem SIT ve
tfetim roce jeji aplikace signifikantné nelisila, zlepSeni klinického stavu bylo ve skupiné
lé¢ené subkutanné vyraznéjsi.

Z ekonomického hlediska, byla SIT aplikovana sublingualné vyhodnéjsi nez
aplikace subkutanni, a to jak z pohledu pacienta a zdravotni pojistovny, tak i
spole¢nosti. Pouze ve specifickych piipadech, kdy pacienti neméli finanéni vylohy na
cestovné a nepfisli o mzdu z divodu navstévy alergologa v pracovni dobé, byla
subkutanni aplika¢ni forma levnéjsi nez sublingualni.

K tomu, abychom mohli potvrdit vyhodnost SIT aplikované sublingualné je
nutné provést rozsahlejsi komparativni studie obou aplika¢nich forem SIT zkoumajicich
kost-efektivitu, véetné délky trvani G¢inku, preventivniho charakteru SIT, bezpeénosti

1é¢by, kompliance pacientt a uSetieni nakladu.

(2) Bezpecnost intranazalnich kortikosteroidii

V soucasné dobé patfi intranazalni kortikosteroidy mezi I1éky prvni volby u stedné silné
a silné alergické rinitidy. VétSina odborné vefejnosti je vnima jako bezpetna léCiva s
minimalnim vyskytem systémovych nezadoucich uéinki. Vysledky naSich farmakovigila¢nich
studii vSak naznacuji, ze 1é¢ba intranazalnimi kortikosteroidy miize byt komplikovana vyskytem
nezadoucich jevt jako jsou neuropsychiatrické potiZe ¢i gynekomastie.

Z toho divodu je nutné tyto poznatky komunikovat s odbornou vetejnosti, poskytovateli

zdravotni péce a pacienty. Dalsi farmakoepidemiologické studie by mély potvrdit ¢i vyvratit
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kauzalni vztah mezi intranazalnimi kortikosteroidy a vySe zminénymi nezadoucimi jevy a

stanovit rizikové skupiny pacientt.

e Neuropsychiatrické potiZze - Sledovanim nezadoucich ucinkd 1é¢iv na mezinarodni
urovni byl zjistén necekany vyskyt neuropsychiatrickych potizi béhem uzivani
intranazalnich  kortikosteroidd. Spontanni  hlaseni  piipadd  se  tykalo
neuropsychiatrickych stavi jako jsou afektivni poruchy - nervozita, tizkost, nespavost,
agitace a agrese, deprese, euforie, manie, dale sedace a kognitivni poruchy
(somnolence, zmatenost, amnézie), psychotické epizody s halucinacemi a paranoidnimi
reakcemi, neurologickymi poruchami jakou jsou konvulze a benigni intrakranialni
hypertenze. Skala uvedenych nezadoucich jevil ptitom odpovida tém, které se vyskytuji
pii aplikaci systémovych kortikosteroidii. Léceni systémovymi kortikosteroidy muze
byt doprovazeno podobnymi nezadoucimi U¢inky zasahujicimi centralni nervovy
systém jako jsou zmény nalad a kognitivnich funkci véetné psychozy. K nejbéznéjsim
nezadoucim ucinkliim patii mirna euforie nebo deprese, insomnie, Uzkost, agitace,
poruchy chovani, halucinace, t¢zka deprese, psychoza a delirium. HlaSeny byly také
zmatenost, amnézie a pseudo-demence. Incidence tézkych psychiatrickych symptomt
se pritom odhaduje na 5 % a ve vétsSin€ piipadd roste se zvySujici se denni davkou
glukokortikosteroidi (davky presahujici 40 mg prednisonu denng). Na druhé strané,
vyskyt neuropsychiatrickych u¢inkti byl zaznamenan i béhem 1éEby inhalaénimi
glukokortikosteroidy. Minimalni davka glukokortikosteroidu, ktera by mohla vyvolat
neuropsychiatrickou reakci neni doposud znama. VétSina dostupnych informaci o
nezadoucich  uc¢incich  glukokortikosteroidi.  vychazi ze studii, kde byly
glukokortikosteroidy podavany systémove.

Vyskyt  neuropsychiatrickych  stavii  béhem  uzivani intranazalnich
kortikosteroidt bylo hlaseno v rtznych veékovych skupinach, coz pravdépodobné
souvisi s charakteristikou populace, ktera intranazalni kortikosteroidy uziva. Z
klinického hlediska je u déti zajimavy relativné Casty vyskyt tézkych snt, halucinaci,
agrese a jinych poruch chovani.

Zavaznost téchto nezadoucich jevli u vysokého poctu hlasenych ptipada je
vzhledem k nizké davce glukokortikosteroidu piekvapujici. Ve vét§iné piipada
predepsana denni davka neptesahla maximalni doporucenou denni davku s vyjimkou 12
% pacienti. VeétSina nezadoucich jevli se objevila brzy po zahdjeni terapie
glukokortikosteroidy. V souvislosti s nahlasenymi nezadoucimi jevy bylo nejéastéji
zminovano uzivani flutikazonu a beklometazonu. Je samoziejmé mozné, Ze tento fakt

souvisi s preskripénimi zvyklostmi. Nicméné je nutné podotknout, ze u obou 1é¢iv je
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vzhledem k jejich farmakokinetickym a farmakodynamickym vlastnostem riziko
systémovych nezadoucich ucinkt vyssi.

Vysledky nasi analyzy — napt. pocet hlaSenych ptipadd, typ hlaSenych
nezadoucich jevl a podobnost s tim, co je znamo i hldSeno v souvislosti s uzivanim
systémovych kortikosteroidti — naznacuje souvislost mezi nezadoucimi jevy a uzivanim
téchto 1éCiv. To také potvrzuje mnozstvi hlaSenych piipadt, u kterych
neuropsychiatrické problémy odeznély po vysazeni 1éku ¢i se znovu objevily po jeho
nasazeni.

Vzhledem K rozsitenému uzivani intranazalnich kortikosteroidu v celosvétovém
meétitku je frekvence vyskytu nezddoucich jevl pravdépodobné nizkd. Napiiklad ve
Svédsku, frekvence vyskytu hlasenych nezadoucich jevi byla vypocitana na 0.04 jevu
na jeden milion definovanych dennich ddvek za rok (pocet hlaSenych piipadl vztazeny
ke spotiebé téchto 1€kt ve Svédské populaci). Na druhé strané jsou obecné nezadouci
u¢inky ,,podhlasené”, a tak je stanoveni frekvence vyskytu téchto nezadoucich jevu
neptesné a pravdépodobné podhodnocené.

Jelikoz tyto nezadouci jevy mohou byt zavazné a pro pacienty citlivou
zaleZitosti, je nutné se touto problematiku nadale zabyvat. Je nezbytné provést dalsi
studie, které by zkoumaly mechanizmy téchto rozli¢nych neuropsychiatrickych jevi,
stanovily rizikové faktory a tim padem zaktualizovaly bezpecnostni profil

intranazalnich kortikosteroidu.

Migréna — dle hlaSeni nezddoucich uclinki ve WHO databazi intranazalni
kortikosteroidy mohou také zptisobovat ¢i zhorsovat migrénu ¢i bolest hlavy podobné
migréné. Je samoziejmé mozné, ze bolest hlavy je zpisobena probihajicim zanétem v
nosni sliznici ¢i dutindch. Abychom byli schopni blize porozumét moznému vztahu
mezi intranazalnimi kortikosteroidy a migrénou je dulezité, aby zdravotniéti pracovnici
hlasili podobné nezadouci jevy svym narodnim farmakovigilatnim centraim a byly
provedeny dalsi studie, které by objasnily vztah mezi intranazalnimi kortikosteroidy a

migrénou/unilateralni migrénou, véetné mechanizmu uéinku.

Gynekomastie — osm pfipadd gynekomastie hlasenych ve dvou zemich naznacduje
moznou souvislost mezi vznikem tohoto nezadouciho jevu a uzivanim intranazalnich
kortikosteroidd. Ackoliv gynekomastie nebyla v minulosti v literatuie popsana, je nutné
poznamenat, ze bylo hlaseno i 15 ptipadi gynekomastie v péti riznych zemich v
souvislosti s uzivanim inhala¢nich glukokortikosteroidt, a proto je nutné provést dalsi
studie k potvrzeni kauzalniho vztahu mezi gynekomastii a lokalnimi

glukokortikosteroidy.
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Cilem 1é¢by alergické rymy je zlepsit kvalitu Zivota pacienta a obnovit jeho kazdodenni
¢innost. Lécebny plan by mél byt sestaven individualné pro kazdého pacienta a mél by
zahrnovat edukaci pacienta, rezimova opatieni a symptomatickou 1é¢bu. Specificka alergenova
imunoterapie by méla byt navrzena na zakladé nejnovejsich doporuceni. Ze zavéru nasich studii
vyplyva, Ze u pacient trpicich sezonni alergickou rymou bychom méli zohlednit i bezpecnost a
kost-efektivitu terapie.

Za prvé, kazdy individualni lécebny plan by mel zakomponovat ekonomicky rozmér
terapeutickych alternativ a mél by zohlednit jak jeji G¢innost, tak i finan¢ni moznosti daného
pacienta. Zdravotni politika by méla podporovat 1ééebné postupy, které jsou vyhodné jak
pro pacienta, tak pro celou spole¢nost. V této souvislosti nase studie poukazuje na to, ze
sublingualni aplikacni forma specifické alergenové imunoterapie je oproti subkutanni
pacienti, ktefi nevynakladaji finan¢ni prostiedky na cestovné a nepiichazeji o mzdu v
souvislosti s 1é¢bou. V okamziku, kdy zavéry nasi prace budou dale potvrzeny rozsahlejSimi
studiemi, predstavitelé zdravotni politiky by méli nastavit takové podminky cen a uhrad, které
by zvysily dostupnost sublingualni aplikacni formy SIT z divodu lepsiho bezpecnostniho a
kost-efektivniho profilu.

Za druhé, vSichni pacienti, ktefi uZivaji intranazalni glukokortikosteroidy by méli byt
sledovani kvuli moznému vyskytu systémovych nezadoucich ucinkti glukokortikosteroidi
véetné neuropsychiatrickych potizi, do té doby dokud nebudou dostupné dalsi informace o
téchto nezadoucich jevech. ZvySené riziko vzniku systémovych nezadoucich 1cinka
glukokortikosteroidit miZzeme o¢ekavat predev§im u pacientt, kteti uzivaji nékolik aplikaénich
forem glukokortikosteroidi soucasné.

Lékati a Iékarnici by méli monitorovat bezpecnost 1écby alergické rymy a vybirat

nejucinnéjsi a nejméné nakladny 1écebny postup pro maximalni piinos pacienta.
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