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SUMMARY Y 

Objective:Objective: In this retrospective study, the feasibility and implementation 
off a clinical guideline in 130 consecutive patients with chronic urticaria 
wass evaluated. 

Design:Design: It was analysed how often a questionnaire was used, how often 
routinee laboratory tests were performed, and on which information 
(historyy taking, questionnaire, laboratory or provocation tests) the 
diagnosiss was made. In this validation sample the number of identified 
diagnosess was compared with the number of identified diagnoses of a 
prospectivee study performed in the same hospital. 

Results:Results: In 58 patients (45%) a cause was found. In 50 of the 58 
patientss (86%) the cause was identified by history taking, in 8 patients 
byy the additional use of the questionnaire. In 38 patients the 
questionnairee was not in the patient's file. In 89 of 130 patients (68%) 
laboratoryy tests were performed without a reason suggested by the 
patients'' history. This did not reveal a cause in any patient. 

Conclusion:Conclusion: In general, the diagnostic guideline was followed 
reasonablyy well. For identifying a cause of urticaria careful history taking 
wass important; routine laboratory tests were not helpful. 
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INTRODUCTION N 

Inn many patients with chronic urticaria, the etiology remains unclear.1 

Symptomaticc treatment with antihistamines is unfortunately not 
successfull in all patients2, a cause for frustration for both patient and 
physician.. In the past many efforts have been made to discover 
underlyingg diseases by performing an extensive diagnostic work-up. 
Studiess including large numbers of patients showed that these 
diagnosticc work-ups are of little value in patients with chronic urticaria.2"5 

Largee clinical studies have shown that is it safe to omit routine laboratory 
screeningg if thorough history taking is performed.3"5 Current 
recommendationss limit the number of routine laboratory tests in patients 
withh chronic urticaria, suggesting to perform additional laboratory tests 
onlyy if history taking provides an indication.6"11 

Theree is a growing interest in the development of practice guidelines for 
clinicall care in dermatology.12 Guidelines are developed to improve 
medicall care, to control variations in medical practise, and to make use 
off health care resources more effectively.13 After the introduction of a 
clinicall guideline there is no guarantee that it will be used by clinicians, 
noo matter how well-designed, and more guidelines have been made 
thann have been implemented.14 Obstacles for actual implementation and 
maintenancee may be related to a lack of resources, relapsing into old 
routines,, or dissatisfaction about the results of the new guideline.15 

Obviously,, guidelines are not self-implementing.16 Continued motivation 
off clinicians and a continued evaluation of the progress of 
implementationn is necessary. 

Thee purpose of this study was to investigate the use of the clinical 
guidelinee for patients with chronic urticaria and we investigated how 
oftenn and why clinicians deviate from the guideline. Furthermore, we 
wantedd to confirm the earlier performed prospective study and analyse 
whetherr a comparable number of causes could be identified in this 
retrospectivee study, which represents the diagnostic process in daily 
clinicall practice. 
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MATERIALSS AND METHODS 

Studyy population 
Alll patients with urticaria and/or angioedema for at least 6 weeks who 
consultedd our outpatient department of Dermatology between January 
19988 and February 2000 were included in this study. The study was 
performedd in the Academic Medical Center of the University of 
Amsterdam.. The study was approved by the Medical Ethics Committee. 

Descriptionn of the guideline 
Duringg the first visit the following actions were recommended: history 
takingg (in general, information was obtained about when the symptoms 
started,, in which circumstances hives occur, about physical causes, 
aboutt drug intake, and about additional complaints) and handing out of a 
questionnairee (questions concerning duration, frequency and pattern of 
attacks,, associated symptoms, duration and size of the wheals, 
provokingg physical factors, history of atopic disease, reaction to drugs! 
food-- or inhalation-allergens, the possibility of contact allergy, the use of 
anyy drugs, including "over-the-counter-drugs", medical history, and 
generall health; the questionnaire is available on request), inspection of 
hivess (if present), and a dermography test. Only five laboratory tests 
shouldd be requested (haemoglobin level, haematocrit, erythrocyte 
sedimentationn rate, white blood cell count, and differential blood cell 
count).. No routine laboratory screening should be performed. If 
necessary,, a (non)-sedating antihistamine should be prescribed. During 
thee next visits the guideline recommended: reevaluate the patients 
history,, discuss the questionnaire, confirm suspected causes with 
laboratoryy tests or provocation tests (if necessary), stop or replace 
suspectedd drugs, ask again for "over-the-counter" drugs, and prescribe 
ann antihistamine (same or different). 

Studyy design 
Alll clinical records were investigated for the following items: history 
takingg performed, questionnaire in patients' file, dermography test 
performed,, limited set of laboratory tests requested, and whether any 
otherr laboratory tests were requested. 
Alll clinical records were analysed by an expert committee who had to 
selectt the most probable cause of the urticaria. For all performed 
laboratoryy tests we analysed wether the test only confirmed a diagnosis 
alreadyy suspected by history or wether the laboratory test revealed a 
diagnosiss by itself, not suspected by history. The number of deviations 
fromm the study protocol was counted and analysed. 
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RESULTS S 

Patientt population and diagnoses 
Inn our department the diagnosis of every patient is recorded and 
availablee for research purposes. We searched in the computerized 
diagnosis-registration-systemm for (subtypes of) urticaria and (subtypes 
of)) angioedema. 159 patients were identified, all their records were 
availablee and could be analysed. Nineteen of them had acute urticaria 
andd were excluded. Ten hospital workers with a contact urticaria to 
naturall rubber were referred by the company doctor for epicutanous 
patchh tests with latex. They were excluded as well. 
499 patients were male (38%). Patients mean age was 37.2 (age range 
1-71).. In 61 patients (47%) a cause for the urticaria could be identified. 
Thee distribution of causes is shown in table 1. 

Tablee 1. Diagnoses found in this retrospective study compared 
withh the diagnoses found in the prospective study3 (in %) 

agnoses s 

physicall urticaria 
adversee drug reactions 
adversee food reactions 
contactt urticaria 
infection n 
internall diseases 
malignancies s 

tiologyy unknown 

retrospective e 
study y 
(n=130) ) 

45 5 

33 3 
3.1 1 
5.4 4 
0.8 8 
0 0 
2.3 3 
0 0 

55 5 

prospective e 
study y 
(n=220) (n=220) 

46 6 

33 3 
5.0 0 
4.0 0 
0.9 9 
1.4 4 
1.4 4 
0 0 

54 4 
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Implementationn and guideline deviations 
Beforee the introduction of the clinical guideline the diagnostic actions 
performedd by each physicians were different and less complete. 
Althoughh one or more guideline deviations occurred in 100 of the 130 
patientss (77%), the guideline was reasonably followed by the physicians; 
thee number of unnecessarily requested laboratory tests was much lower 
thann in the period before the introduction of the guideline. During this 
retrospectivee study no effort was made to interfere with the clinical 
decisionss of each physician and the use of the flow-chart was 
voluntarily.. In all 130 patients thorough history taking and examination of 
thee hives (if visible) were performed. Protocol deviations were measured 
perr patient, and more than one deviation occurred in many patients. The 
differentt guideline deviations are presented. 

ExtendedExtended laboratory tests 
Inn 89 patients routine laboratory tests were performed at the first visit. In 
mostt patients liver- and/or kidney function tests (55 patients), 
radioallergosorbentt tests (RASTs) for inhalation and/or food allergens 
(599 patients), and/or epi- or intracutaneous allergy test (20 patients) 
weree requested. In 23 out of these 59 patients a positive result was 
found.. In 22 patients the RAST-test showed a positive result, but this 
couldd not be related to the patient's complaints. In only one patient this 
additionall laboratory test (RAST) was relevant in finding a cause 
(adversee reaction to shrimps). This patient mentioned complaints of the 
orall allergy syndrome in the history. In 12 patients epicutanous patch 
testss were performed. This revealed the diagnosis in one patient with a 
contactt allergy to fluticason. An elimination diet was performed in 30 
patients,, based on the history or the questionnaire. In 3 patients the 
decreasee or absence of hives during the elimination diet and the 
increasee of the symptoms during the reintroduction period made the 
diagnosiss of an adverse food reaction likely. In the 130 patients 88 
additionall laboratory test (except the above mentioned ones) were 
requested:: mainly level of glucose and proteins, bacterial or parasite 
cultures,, and serum tests for autoimmune diseases. 

Questionnaire Questionnaire 
Mostt of the patients already knew from their general practitioners that 
veryy often no cause for their complaints will be found and appreciate the 
thoroughh search with the questionnaire. In 38 of 130 patients the 
questionnaire,, which was the same as in the previous prospective 
study3,, was not in the patients' file. In the patient with a contact allergy to 
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fluticasonn the questionnaire seemed superfluous and allergy tests were 
performedd immediately. In 13 patients with physical urticaria, and in 4 
patientss with an adverse reaction to food or drugs the cause seemed to 
bee clear during history-taking. In 12 patients the questionnaire was 
handedd out but the patient did not return for a following visit. In the 
remainingg 8 patients no explanation for the missing questionnaire could 
bee identified. 

DermographyDermography test 
Thiss test was not performed in 45 patients: in the patient with a contact 
allergy,, in 11 patients with pressure or cholinergic urticaria, and in 10 
patientss who were using antihistamines or oral corticosteroids. Other 
explanationss for not performing this test were that one patient had only 
angioedema,, and in another 5 patients an adverse reaction to drugs or 
foodd was suspected. In 17 patients with idiopathic urticaria no 
explanationn was found for not performing this test. 

LimitedLimited laboratory tests 
Inn 32 patients (25%) no limited laboratory tests were performed, 
includingg the patient with a contact allergy and 20 patients with physical 
urticarias.. In one patient with a suspected and confirmed adverse 
reactionn to a drug, and in one young child limited laboratory tests were 
nott performed. The remaining 9 patients had chronic idiopathic urticaria, 
andd no explanation could be found why these tests were not performed. 

Validationn and diagnostic procedure 
Too validate our prospective study3 we compared the identified causes of 
bothh studies. Almost equal percentages were found (table 1). The 
numberr of identified causes is high (45%) because a large number of 
patientss with physical urticaria (33%) were referred to our hospital. 

RelevanceRelevance of history-taking and the questionnaire 
Alll identified causes of this study were suspected during history taking or 
duringg the discussion of the questionnaire. In most patients the 
suspectedd causes were later confirmed with laboratory or provocation 
tests.. 43 patients had physical urticaria (26 times urticaria factitia, 10 
timess pressure urticaria, 7 times cholinergic urticaria). In 35 of them, the 
causee could be identified after history taking, and in 8 of them after using 
thee questionnaire. In 4 patients an adverse reaction to a specific drug 
wass confirmed by elimination and oral provocation. In 7 patients an 
adversee reaction to food was suspected after the history. This was 
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confirmedd in 3 patients by intracutaneous allergy tests, and in 3 other 
patientss by an elimination diet (and reintroduction of the particular food). 
Inn one patient the diagnosis was based on history only. One patient had 
aa contact allergy to nasal spray containing fluticason. This contact 
allergyy was suspected during history taking and confirmed by 
epicutanouss patch testing. Three patients had an internal disease. A-34-
yearr old woman was developing a not yet identified autoimmune 
disorderr (joint pain, fever without any infection and antinuclear 
antibodies),, one patient had hypocomplementemic urticarial vasculitis, 
andd one patient had an IgM-paraproteinaemia. 

RelevanceRelevance of the dermography test 
Performingg the dermography test routinely resulted in a fast and easy 
detectionn of dermographism, the cause of urticaria which was found 
most.. In 94 patients the dermography test was performed. In 26 patients 
dermographicc urticaria was suspected based on information from history 
orr the questionnaire. In 23 of them the cause was confirmed with the 
dermographyy test. In 1 patient dermographic urticaria was detected 
becausee intracutaneous allergy tests were performed and all injections 
causedd whealing. In 2 patients the diagnosis was based on the 
questionnairee only. 

RelevanceRelevance of the limited laboratory tests 
Inn none of the patients the cause of the urticaria was found with the 
resultss of the limited set of laboratory tests. 

ExpertExpert committee 
Wheneverr the suspected cause of the physician was not confirmed with 
laboratory-- or provocation tests or no convincing information was 
mentionedd in the patient's file, the expert committee decided that the 
causee of the urticaria was unknown. This occurred in 23 patients. In 
mostt of them the physician suspected certain drugs, food, or contact 
allergens.. Sometimes a member of the expert committee asked the 
patientt a few months later wether a specific intervention had been 
helpfull in decreasing the urticaria. 
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DISCUSSION N 

Thee purpose of this study was to evaluate the implementation of a 
clinicall guideline for the diagnosis of chronic urticaria, based on the 
availablee literature5"11,17 and a study3 performed in the same care center. 
Althoughh the number of guideline deviations was high (77%), in most 
casess a reasonable explanation for the deviation could be found. 
Deviationss were that 20% of the patients did not receive the 
questionnaire;; and in 68% unnecessary laboratory tests were 
performed. . 
Thiss retrospective study showed that with careful history taking most of 
thee causes of chronic urticaria could be identified. In this validation study 
andd the prospective study3 almost identical percentages of causes of the 
subtypess of urticaria were found (table 1). In both studies, the 
informationn received by laboratory tests which were not linked to the 
historyy was not helpful in the identification of any cause. This study 
contributedd to the reduction of the number of laboratory tests. 

Too improve the quality of clinical care our department is developing 
clinicall guidelines. A prospective study was previously published.3 The 
numberr of identified causes in a history based approach was compared 
withh an approach that included a large number of routine laboratory 
tests.. Almost no differences between the two strategies in the number of 
identifiedd causes of urticaria were observed. With this prospective study3 

wee had shown that routine investigations are not useful if performed 
withoutt an indication from history taking or a questionnaire. During this 
studyy all possible efforts were made to find an underlying cause. For the 
validationn study, a retrospective design was chosen, to prevent the 
dermatologistss from being more precise than they would have been in 
normall daily clinical practice, if they had known that the patients files 
weree analysed for guideline deviations. 
Byy analysing the data from this validation sample, which was performed 
44 to 5 years after completing the prospective study and in which the 
samee staff but different residents were involved, we did not found a 
changee in the amount of identified diagnoses. With this study we 
enhancedd the generalizability of our hypothesis, that with thorough 
historyy taking routine laboratory screening does not substantially 
disclosee more causes of chronic urticaria, and we proved that history 
takingg is the most important diagnostic instrument in identifying causes 
off chronic urticaria. The results of both studies show that the 
recommendationn given fulfil the criteria of reproducibility and partly of 
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transportabilityy (historical and methodologie transportability).18 This study 
testedd the accuracy of the guideline in data collected after the 
developmentt of the guideline (prospective validation), evaluated 
reproducibility,, and tested susceptibility of the guideline to mild 
differencess in historical time frame.18 Because this study was performed 
inn the same care center we cannot provide information of the geographic 
transportability. . 

500 out of 58 diagnoses (86%) were found by history taking only. This 
showss that careful history taking is the most important instrument to 
discoverr causes of chronic urticaria. In the remaining 8 patients, the 
causee was found thanks to the questionnaire. The causes were all 
physicall urticarias: 2 times urticaria factitia, 2 times pressure urticaria, 
andd 4 times cholinergic urticaria. The high percentages of causes 
identifiedd by history taking only in this patient cohort can partly be 
relatedd to a learning or training effect of the clinicians during the 
precedingg years. The introduction of this guideline has proven to be a 
valuablee educational instrument in our department. The questionnaire 
forr patients with chronic urticaria was introduced in 1992. Every resident 
andd dermatologist analysed the questions frequently before the data for 
thiss study were collected, and approximately every year a lecture about 
thee evaluation of patients with chronic urticaria was given by one of the 
authors. . 

Iff thorough history taking is performed, handing out the questionnaire to 
thee patient may not yield that many additional data. The importance of 
thee questionnaire is that it gives the patient the opportunity to provide all 
possiblee relevant information, and to participate actively in the diagnostic 
processs by suggesting possible causes. Without the participation of the 
patientt it is very difficult to find underlying causes because of the 
diversityy of causes of urticaria. The questionnaire should not be 
regardedd as a replacement for careful history taking, but as another 
usefull instrument to search together with the patient for causes. A very 
importantt item is that the patient is requested to provide the physician 
withh a list of drugs used, including information about the exact period the 
drugss were prescribed during the previous year. This reduces the time-
consumingg search for the patients' drug-intake during visits. The large 
numberr of questions related to very different causes and diseases 
allowss for more possible causes to be evaluated by the physician. This 
mayy decrease the patient's concerns. 
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Thee benefit of the limited set of laboratory tests was nihil in this patient 
cohort.. In the prospective study3 the results of the limited laboratory 
testss had been helpful in finding internal diseases (elevated erythrocyte 
sedimentation)) and parasite infections (differential blood cell count). In 
bothh studies (including a total of 350 patients), the results of the 
haemoglobinn level and haematocrit were not helpful in finding a cause of 
urticaria.. Therefore, we recommend to reduce the laboratory tests to the 
erythrocytee sedimentation rate, white blood cell count, and differential 
bloodd cell count. We experienced that patients may be disappointed and 
lookk for further consultation in other care centers if no laboratory tests 
aree performed. Furthermore, we believe the number of enrolled patients 
inn the retrospective study is too small in relation to the low incidence of 
internall diseases as a cause in chronic idiopathic urticaria. The 
possibilityy to miss an important diagnosis motivated us to keep these 
laboratoryy tests included in the guideline, but these may be superfluous 
inn a large number of patients. 

Evenn if the test for dermographism did not reveal that pressure on the 
skinn is the cause for all complaints of the patient, it is often an 
aggravatingg factor, and this information is helpful for patients in handling 
theirr urticaria. In some patients history-taking could easily reveal 
dermographism,, and than this test might be superfluous and it could be 
unnecessaryy to motivate patients to stop antihistamines. The test for 
dermographismm remained in the diagnostic procedure because if the 
relationshipp is clear the test could be omitted, but if the test is not 
mentionedd in the guideline it could be easily forgotten. 

AlthoughAlthough additional laboratory tests not based on the history were 
requestedd in 64% of the patients at the first visit, the amount of tests is 
muchh lower compared to the period before introduction of the flow-chart. 
Reasonss for requesting additional laboratory tests were: special request 
off the patient, some dermatologists were afraid to miss an allergy or 
wantedd to have a global impression of the patients condition (tests for 
liver-- and kidney function), and a blood sample was already taken for the 
limitedd laboratory tests and than it is easy to request more laboratory 
tests.. It was very disturbing that in 59 of the 130 patients investigations 
weree performed to disclose an allergy. This implies still an expensive 
misunderstandingg by physicians, since allergen-specific IgE is unrelated 
too chronic urticaria in almost all patients.3"11 The routine use of allergy 
testss should be strongly discouraged. 
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Inn several papers, mostly opinion-based diagnostic recommen-
dations,810111 sometimes in flow-charts,57911 or algorithms6'1719 have been 
presentedd for patients with chronic urticaria and/or angioedema. All 
emphasizee the importance of the history and stress that extensive work-
upss are not necessary. A flow-chart is very useful to remind physicians 
too follow the guideline. In our outpatient department the flow-chart is 
attachedd to the questionnaire, and this questionnaire is to be handed out 
too patients with chronic urticaria. Putting the flow-chart as a reminder in 
thee patients file is the simplest strategy to remind physicians.20 

Thee implementation of the guideline was only partly successful, despite 
thatt the physicians knew the guideline. This was accomplished by 
attachingg the flow-chart to the questionnaire, and by the fact that the 
stafff supervised every consultation with new patients seen at the 
outpatientt department. The deviations from this clinical guideline 
confirmedd that guidelines should not be regarded as rigid but as flexible 
criteriaa that are allowed to be adjusted to specific circumstances, 
settings,, and patients' preferences. Patients often request or sometimes 
evenn demand laboratory investigations because of the fear of having a 
severee underlying disease. In these patients it is important to assure 
themm that the chances of finding an underlying disease by careful history 
aree much higher than by routine laboratory screening only. 
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