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ChapterChapter 8 

SUMMARYY AND CONCLUSIONS 

Changess in the society, such as the increased involvement of patients 
withh decisions concerning their disease, and the governments' intention 
too reduce health care costs, have forced the medical profession to 
developp practice guidelines. Clinical guidelines are helpful to both the 
physiciann and the patient, because they can be applied when complex 
decisionss have to be made. Medical decisions become more and more 
complexx because of the increasing amount of knowledge, medical 
literaturee and the amount of possible medical interventions. The purpose 
off practice guidelines is to improve the efficacy and quality of medical 
interventionss and to reduce unnecessary medical interventions. Practice 
guideliness can facilitate decision making for both the patient and the 
doctor.. Practice guidelines can also be used to check retrospectively 
whetherr the applied diagnostic and therapeutic interventions were 
appropriate.. With the use of precise practice guidelines questions or 
complaintss of patients can be answered easier. At this moment there is 
noo practice guideline for the diagnostic process in chronic urticaria and 
angioedemaa available in the Netherlands. 

Thee purpose of this thesis was the development of an evidence-based 
guidelinee for the diagnostic process in chronic urticaria and/or 
angioedema.. To develop this guideline, different steps were necessary, 
whichh are explained in the chapters 2,3,4,6 and 7. 

Chapterr 1: Introduction and aims of the study. 

Inn this chapter, the goals of the study are described. In addition, some 
generall background about urticaria and angioedema is provided. 
Urticariaa (hives, wheals) is a common disorder. About 15% of the 
populationn will have a period of urticaria or angioedema at least once in 
theirr lifetime. Most patients will experience acute urticaria, which is by 
definitionn lasting for up to six weeks. In 38 practices of general 
practitionerss in Amsterdam, data of the incidence and prevalence of 
severall variable complaints of patients were collected during one year. 
Inn this study an incidence of acute or chronic urticaria of 4.3 per 1000 
patientss and a prevalence of 5.0 per 1000 patients was reported. 5.1% 
off the patients with urticaria had complaints for longer than 4 weeks, and 
4 .1%% of them were referred to a dermatologist. Accordingly, only a small 
numberr of patients is referred to a hospital, most likely this will be the 
patientss who have severe complaints or complaints for a long time. In 
Dermatologyy outpatient departments of the Netherlands 1.4-2.4% of the 
patientss had urticaria or angioedema. 
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Havingg chronic urticaria can be very disturbing, because it can be 
intenselyy pruritic. The appearance of hives is unpredictable and it may 
interferee with daily activities or sleep. For these reasons patients with 
urticariaa desire an explanation for their complaints. In the past this desire 
wass one of the reasons to perform extensive laboratory investigations. 
Despitee these extensive laboratory investigations, in 70-90% of patients 
withh chronic urticaria and/or angioedema no cause could be identified. 
Thiss was very frustrating for both patients and doctors, and sometimes 
resultingg in even more laboratory investigations. Another reason for 
extensivee laboratory investigations is that both patients and doctors may 
fearr that the symptoms could be a manifestation of an underlying illness. 
Largee clinical studies have shown that the frequency of severe 
underlyingg diseases in urticaria patients is low. In the literature, it has 
beenn suggested not to perform routine investigations in patients with 
urticaria,, but this recommendation is not yet followed in all outpatient 
clinics.. In the time of evidence-based medicine it is only possible to 
changee the behavior of physicians by performing a controlled study 
applicablee to clinical practice, or to perform a systematic review. The 
purposee of such studies is to provide the necessary evidence to 
stimulatee a change in the behavior of physicians taking care for patients 
withh chronic urticaria. 

Chapterr 2: A questionnaire for patients with chronic urticaria and 
ann explanation of the questionnaire. 

Thee necessity of routine laboratory investigations is more and more 
doubtful.. Since approximately 1990 the value of history taking is more 
andd more stressed in the literature. 
Thesee alterations were the reason why in the outpatient department of 
Dermatologyy of the Academic Medical Center of Amsterdam a 
questionnairee for patients with chronic urticaria was developed and 
introduced.. In this questionnaire, which was based on earlier published 
questionnairess and our own experience, patients were asked about the 
typee of urticaria, the severity and the frequency of the bouts, and about a 
largee number of eliciting causes and provoking circumstances. 
Furthermore,, the questionnaire contains questions about general health, 
predominantlyy to search for underlying internal diseases, and patients 
weree encouraged to reflect on their own thoughts about possible causes. 
Thee questionnaire was used in the studies described in the following 
chapterss and its value was investigated. 
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Forr the interpretation of the answers given on the questionnaire it is 
helpfull to have some background information about the causes and 
mechanismss responsible for chronic urticaria and angioedema. This was 
thee reason to present brief information about every question in the 
questionnaire.. The use of the questionnaire is a helpful instrument that 
doess not replace history taking, but it is an instrument which involves the 
patientt in the search for a cause. The involvement of the patient is very 
importantt in patients with chronic urticaria, and with the questionnaire 
thee patient has the opportunity and the time to entertain possible 
causes. . 

Mostt questions asking for underlying conditions can be answered by the 
patientss with 'no'. But because attention is given to all these issues and 
possiblee underlying causes, the patients will be reassured that no 
underlyingg diseases are missed. Additionally, patients are asked about 
theirr drug intake, including over the counter drugs. Patients are asked to 
writee down the drugs they used during the last year, or to present a 
recentt printout of their pharmacy. This strategy diminishes the time-
consumingg search for the patients' drug intake, and makes it easier to 
discoverr a possible time-relationship between a particular drug used by 
thee patient and the start of the urticaria. 

Chapterr 3: The effectiveness of a history-based diagnostic 
approachh for patients with chronic urticaria and the introduction of 
thee preliminary guideline. 

Inn this prospective study involving 220 consecutive adults with chronic 
urticariaa the value of extensive laboratory screening for the identification 
off causes was investigated in the out-patient department of a secondary 
andd tertiary care center. The study design was a per-patient comparison 
off two diagnostic strategies: the combination of history taking (using a 
detailedd questionnaire) and a limited set of laboratory tests (hemoglobin 
level,, hematocrit, erythrocyte sedimentation rate, white blood cell count 
andd differential blood cell count), versus history taking (using the same 
detailedd questionnaire) and an extensive laboratory screening (blood 
chemistry,, allergy tests, complement profile, screening for infections, 
autoimmunee diseases and malignancies; in total approximately 35 
laboratoryy tests for each patient). A special study design was developed 
too investigate the two diagnostic strategies in each patient. 
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Everyy new patient with complaints of urticaria and/or angioedema for at 
leastt six weeks was asked to participate in the study. At the first visit at 
thee outpatient department the questionnaire mentioned above was 
handedd out to the patient by the physician dealing with the patient (the 
dermatologists).. A limited number of laboratory tests was requested and 
thee test for dermographism was performed. After receiving the 
questionnairee which was filled in by the patient at home, the 
dermatologistss were asked to mention on an evaluation form the most 
probablee cause of the chronic urticaria (based on the questionnaire and 
thee results of the limited number of laboratory tests). Simultaneously, the 
patientss were seen by another physician, the research physician, who 
checkedd the answers of the questionnaire and performed the extensive 
laboratoryy tests. The results of this extensive screening were kept secret 
forr the patients and the dermatologists. A safety committee checked the 
resultss of the extensive screenings for deviant data. Additional 
laboratoryy tests could be requested by the dermatologist if motivated. 
Afterr 4 to 6 months, all results were disclosed to the dermatologists and 
too the patients. Again, the dermatologists were asked to fill in on an 
evaluationn form the most probable cause of the chronic urticaria for each 
particularr patient. Patients were followed-up for at least one year to 
evaluatee the results of interventions (e.g. treatment of infections or 
discontinuationn of used drugs) and to detect latent causes. An expert 
committeee defined the most probable cause of the chronic urticaria on 
twoo points in time, based on the same amount of data which were 
availablee for the dermatologists (first, including the limited set of 
laboratoryy tests; and later, including the extensive set of laboratory 
tests).. The different percentages of identified causes of the first and 
secondd diagnoses of the dermatologists and the expert committee were 
compared. . 

Thee final diagnosis of the expert committee was based on all available 
informationn (answers of the questionnaire, results of the extensive 
laboratoryy screening, and the data of the follow-up period). This was 
consideredd to be the gold standard for the diagnosis of chronic urticaria. 
Inn 53.1% of the patients a diagnosis could be identified. With a 
questionnairee and the limited laboratory tests, a cause was found in 
45.9%% of the patients by the dermatologists. The missed diagnoses 
were:: 9 adverse drug reactions, 6 adverse food reactions, 1 parasite 
infection,, and 4 patients with chronic idiopathic urticaria had as well 
pressuree urticaria. Except for the parasite infection, all other missed 
causess could not have been found by extensive laboratory screening. 
Withh this study it is shown that routine laboratory screening did not 
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contributee substantially to the diagnosis of chronic urticaria nor to the 
detectionn of underlying disorders, and therefore, is not recommended. 

Chapterr 4: The natural course of chronic urticaria and the identified 
causess in 220 patients with chronic urticaria. 

Thee most important reasons for performing the prospective study 
includingg 220 patients with chronic urticaria is described in chapter 3. 
Duee to the study design which made it necessary to follow-up patients 
forr at least one year, it was possible to investigate the natural course of 
chronicc urticaria as well. Information regarding the natural course of 
chronicc urticaria was found to be very limited in the medical literature. In 
thiss study 35% of the patients were free of symptoms after one year, 
includingg the patients in whom a cause was identified (e.g. a cause 
whichh could be treated). In 29% of the patients the complaints had 
diminished.. In patients in whom no cause for the chronic urticaria could 
bee identified spontaneous remission occurred in 47% after one year. 
Thee worst prognosis was found in patients with physical urticarias, such 
ass pressure on the skin, cold, warmth, or exercise. In this group of 
patientss only 16% were free of symptoms after one year follow-up. 

Inn this patient cohort a large number of physical courses was identified 
(33.3%),, possibly due to routinely performed provocation tests (tests for 
dermographism),, and due to specific questions and the explanation 
aboutt the different physical causes in the questionnaire. In all patients 
thee physical causes were confirmed by specific provocation tests. Other 
frequentlyy identified causes were adverse reactions to drugs and food. 
Inn all patients suspected drugs were routinely discontinued or replaced, 
andd in 20 patients an adverse reaction to a specific drug was identified 
ass the cause of the chronic urticaria; in 11 patients this specific drug was 
ann analgetic drug. In 15 patients food was considered to be the cause of 
thee chronic urticaria. In ten patients ordinary hives occurred, three 
patientss had urticaria factitia after consuming particular food, and two 
patientss experienced exercise-induced food-dependent urticaria. In ten 
patientss a parasite infection was diagnosed. All of these patients were 
bornn in a (sub)tropical country or were working there for a longer period. 
Inn four of these ten patients the hives disappeared after treatment of the 
parasitee infection. In three patients the chronic urticaria was found to be 
relatedd to an internal disease (Sjogren's disease, systemic lupus 
erythematodes,, paraproteinaemia). In 24 patients a combination of 
physicall urticaria and idiopathic urticaria was found. 
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Chapterr 5: An example of an adverse reaction to drugs: Two 
patientss with chronic angioedema due to angiotensin-converting 
enzymee inhibitors. 

Inn the patient cohort, including 220 consecutive patients, in two patients 
ann adverse drug reaction to one of the angiotensin-converting enzyme 
(ACE)) inhibitors was identified as the cause of the angioedema. Shortly 
afterr the introduction of ACE inhibitors in the eighties it was known that 
thesee drugs, like almost all drugs, could provoke urticaria and 
angioedema.. At first, only case reports were described that mentioned a 
boutt of angioedema briefly after the administration of the new drug. 
Laterr on, it became known that in 20% of the patients the symptoms 
startt after 6 weeks after the first administration of a daily taken drug. In 
onee of the patients described in this chapter an aggravation of already 
existingg angioedema occurred after the use of ACE inhibitors. In the 
otherr described patient the complaints started one year after the regular 
usee of an ACE inhibitor. In this patient a malignancy was detected during 
thee follow-up period, but there was no relationship between the 
angioedemaa and the malignancy because after the discontinuation of 
thee new drug the angioedema disappeared. 

Chapterr 6: Implementation, validation, and improvement of the 
preliminaryy guideline for the diagnosis in patients with chronic 
urticaria. . 

Inn this retrospective study, the use of a clinical guideline was 
investigatedd in 130 consecutive patients with chronic urticaria. The 
clinicall guideline recommended the following items at the first visit: 
historyy taking, handing out a detailed questionnaire, examination of 
hives,, performing the dermography test, requesting five routine 
hematologicall tests, (no extensive routine laboratory tests), and 
prescribingg a non-sedating antihistamine. At the second visit the 
guidelinee recommended once again history taking, discuss the 
questionnairee with the patient, confirm suspected causes with laboratory 
orr provocation tests, stop or replace all suspected drugs, ask (once 
again)) for over the counter drugs (especially for analgesics), and 
prescribee an antihistamine, if necessary an alternative one. 

Itt was evaluated how often the questionnaire was used, how often 
routinee or other laboratory tests were performed at the first visit, and 
whichh information (history taking, questionnaire, laboratory tests or 
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provocationn tests) was crucial for detecting the cause of the urticaria. 
Withh this retrospective study we validate our earlier prospective study 
(seee chapter 3) by comparing the number of found diagnoses of both 
studies.. These numbers of identified diagnoses in the different 
subgroupss were almost identical. In the retrospective study, in 58 of the 
1300 patients (45%) a cause was identified. In 50 of the 58 patients 
(86%)) the cause was identified by history taking, and in 8 patients the 
diagnosiss was identified by the additional use of a questionnaire. In 38 of 
thee 130 patients the questionnaire was not in the patient's file; in 12 of 
thee 38 patients the questionnaire was handed out but not returned by 
thee patient. In 89 of 130 patients (68%) more laboratory tests were 
requestedd without a reason suggested by the patients1 history or the 
questionnaire,, but the number of unnecessary requested laboratory 
testss was much lower than in the period before the introduction of the 
guideline.. The unnecessarily requested laboratory tests did not reveal a 
causee in any patient. This study contributed to the reduction of the 
numberr of laboratory tests which we recommend in patients with chronic 
idiopathicc urticaria (erythrocyte sedimentation rate, white blood cell 
countt and differential blood cell count). This study shows that the 
guidelinee for the diagnosis of chronic urticaria can be successfully 
introducedd in clinical practice and that with this guideline most of the 
diagnosess could be identified by history taking. 

Chapterr 7: A systematic review of the literature about the value of 
laboratoryy tests in patients with chronic urticaria and the 
descriptionn of the final practice guideline. 

Thiss chapter describes the results of a systematically performed 
literaturee search. The purpose of this literature search was: first, to 
analyzee the value of laboratory tests in patients with chronic urticaria in 
thee selected studies; second, to investigate and explain the variations in 
thee number and sort of the identified causes in the selected studies; and 
third,, the further development and confirmation of the final clinical 
guidelinee with data obtained by the literature search. For this systematic 
revieww of the literature four electronic databases were searched, a large 
numberr of articles and books were searched as well, and' all the 
referencess of the selected articles were analyzed for their suitability to 
bee included in this systematic review. An article was included in the 
systematicc review if it contains a study including more than 50 patients 
withh chronic urticaria, and if the study was published after 1930. 29 
studiess fulfilled these criteria, and in them in total 6462 patients were 
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included.. The following data of each study were collected: publication 
year;; study design; number, age, and gender of the included patients; 
inclusionn and exclusion criteria of the studies; percentage of the 
identifiedd causes; number of requested laboratory tests; duration of the 
follow-upp period; and the conclusion of each selected study. No 
relationshipp was found between the number of identified diagnoses and 
thee number of requested laboratory tests, the publication year, and the 
studyy design (retrospective or prospective study design). Unfortunately, 
inn many studies the procedure used for the verification of the identified 
causess (to confirm that the suspected cause was the most probably 
causee of the chronic urticaria) was not properly performed or not 
described.. Therefore, the value of the presented data is limited and the 
numberr of identified diagnoses should be regarded as approximations. 
Despitee the heterogeneity of the results of the selected studies, most of 
thee studies came to the same conclusions, namely, routinely performed 
laboratoryy tests are not useful, only laboratory tests based on the history 
aree useful, and history taking is the most important instrument in 
identifyingg causes in patients with chronic urticaria. 

Basedd on the results of this systematic review, several relevant articles, 
andd our own experience, we developed a brief flow-chart for the 
diagnosiss for patients with chronic urticaria which is depicted in chapter 
77 (figure 1). 

Conclusions s 

** According to the principles of evidence-based medicine, it is only 
usefull to perform diagnostic tests if they contribute to the diagnostic 
process. . 

** Routinely performing extensive laboratory tests hardly supports the 
identificationn of a cause in patients with chronic urticaria. 

** The best instrument to identify a cause of chronic urticaria is detailed 
historyy taking, for example with the use of a questionnaire. 
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