
UvA-DARE is a service provided by the library of the University of Amsterdam (https://dare.uva.nl)

UvA-DARE (Digital Academic Repository)

Guidelines for the diagnosis of chronic urticaria and angio-edema

Kozel, M.M.A.

Publication date
2001

Link to publication

Citation for published version (APA):
Kozel, M. M. A. (2001). Guidelines for the diagnosis of chronic urticaria and angio-edema.
[Thesis, fully internal, Universiteit van Amsterdam].

General rights
It is not permitted to download or to forward/distribute the text or part of it without the consent of the author(s)
and/or copyright holder(s), other than for strictly personal, individual use, unless the work is under an open
content license (like Creative Commons).

Disclaimer/Complaints regulations
If you believe that digital publication of certain material infringes any of your rights or (privacy) interests, please
let the Library know, stating your reasons. In case of a legitimate complaint, the Library will make the material
inaccessible and/or remove it from the website. Please Ask the Library: https://uba.uva.nl/en/contact, or a letter
to: Library of the University of Amsterdam, Secretariat, Singel 425, 1012 WP Amsterdam, The Netherlands. You
will be contacted as soon as possible.

Download date:24 May 2023

https://dare.uva.nl/personal/pure/en/publications/guidelines-for-the-diagnosis-of-chronic-urticaria-and-angioedema(3fc59cce-7cbb-46b8-bbfc-00f9c2040289).html


Chapterr 7 

Laboratoryy tests and identified diagnoses in 
patientss with chronic urticaria and angioedema: 

aa systematic review 

M.M.A.. Kozel, P.M.M. Bossuyt, J.R. Mekkes, 
andd Jan D. Bos 

Submitted Submitted 



ChapterChapter 7 

SUMMARY Y 

Objective:Objective: To assess the value of laboratory tests in clinical studies 
concerningg the diagnosis in adult patients with chronic urticaria, and to 
identifyy factors explaining the variation in the number of identified 
causes. . 

DataData Sources: Four electronic databases, covering 1966 to May 2001 
weree searched, and a manual literature search was performed. 53 
studiess were identified. 

StudyStudy Selection: Only unselected patient series with more than 50 
patients,, and performed after 1930 were included. Studies involving 
patientss with acute urticaria, or children only were excluded. 24 studies 
weree excluded because they contained insufficient or inappropriate data. 
Inn total 29 studies were included, involving 6462 patients. 

DataData Extraction: From each included study predefined items were 
recordedd to assess their quality (consecutive patients, use of 
standardizedd diagnostic criteria) and validity (follow-up, assessment of 
treatmentt effects, level of evidence). 

DataData Syntheses: The verification of the validity of the results and the 
levell of evidence of the included studies were limited. No relationship 
betweenn the number of identified diagnoses and the number of 
performedd laboratory tests, the different settings, the study design, or 
thee publication period was found. 

Conclusions:Conclusions: Although the studies varied in the percentage of identified 
diagnoses,, the number of performed laboratory tests, the study settings, 
thee study design, and the publication year, their conclusions were 
comparable.. In patients with chronic urticaria routine laboratory tests are 
off little value (13 studies), and the history is very important (10 studies). 
Basedd on this systematic review and the relevant literature, a clinical 
guidelinee in the form of a flow-chart is presented. 
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INTRODUCTION N 

Inn the literature, several different suggestions for the management of 
patientss with chronic urticaria can be found. Especially the way history 
takingg is performed and the amount of laboratory tests that are 
requestedd vary considerably. If a large number of laboratory tests are 
performed,, the chance of detecting an abnormal value will increase. 
Abnormall values, however, may be false-positive, or otherwise irrelevant 
inn a particular patient. The detection of abnormal values may elicit more, 
possiblyy invasive diagnostic procedures which may be harmful for the 
patient.. On the other hand, even a low prevalence of severe underlying 
diseasess as a cause for chronic urticaria would justify an extensive 
diagnosticc search. But in case of a very low or near-total absence of 
suchh diseases, screening leads to over-investigation and a waste of 
healthh care resources. An explanation for extensive laboratory screening 
iss the fear to miss underlying disorders, and the fear of the clinician that 
thee patient may not be satisfied if thorough laboratory screening is not 
performed.. Hence, the clinician confronted with a patient with chronic 
urticariaa faces a dilemma: extensive investigation offers a very small 
chancee of a benefit. Is this enough to subject every patient to an 
extensivee battery of investigations? 

Forr this question evidence-based medicine (EBM) can be of value. EBM 
iss the integration of best research evidence with clinical expertise and 
patientt values.1 Identifying and assessing the evidence is best done by 
performingg a systematic review.2 Conducting a systematic review is one 
stepp in the development of a clinical practice guideline. If possible this 
shouldd be followed by an evaluation of the implementation of the 
guidelineguideline to analyze its generalizability. Guideline development in 
generall has its origin in the current problems that most healthcare 
systemss face: rising healthcare costs, increased demand of care, more 
expensivee technologies, variations in service delivery among providers 
andd among different geographical regions and the presumption that at 
leastt some of this variation stems from inappropriate care, either over-
usee or under-use of services; and the desire of healthcare professionals 
too offer, and of patients to receive, the best care possible.3 
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Thee aim of this systematic review was to identify factors explaining the 
variationn in the reported percentages of identified causes of chronic 
urticaria.. Furthermore, we try to obtain epidemiological data from these 
studiess in order to make a more accurate estimate of the prevalence of 
causativee factors of chronic urticaria. We investigated if there was a 
relationshipp between the number of identified diagnoses and the amount 
off laboratory tests requested, and we counted the number of severe 
internall diseases probably related to chronic urticaria. Based on the 
resultss and main conclusions of this systematic review, and the relevant 
literature,, a flow-chart is presented. 
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METHODS S 

Dataa sources 
Thee following bibliographic databases: MEDLINE (National Library of 
Medicine,, Bethesda, Md; 1966-2000), EMBASE (Elsevier Science BV, 
Amsterdam,, The Netherlands; 1988-2000), PubMed (National Library of 
Medicine),, and Current Contents were searched for clinical studies or 
reviewss published between 1966 to May 2001. Selected keywords were: 
(chronic)) urticaria, angioedema, etiology, diagnosis, laboratory test(s), 
clinicall trial, (practice) guideline(s). Other sources were textbooks, 
existingg guideline articles, monographs, theses, and the reference lists 
off all articles identified. 

Inclusion-- and exclusion criteria 
Diagnosticc clinical studies with (mainly) adult patients with chronic 
urticariaa and/or angioedema were included (table 1, explanation of the 
notes,, inclusion criteria). Studies performed before 1930, or including 
lesss than 50 patients were excluded. Studies focusing predominantly on 
patientss with acute urticaria (less than six weeks duration) or children 
onlyy were excluded. Therapeutic studies were excluded as well. 

Dataa extraction 
Thee initial relevance of the retrieved articles was evaluated by one of the 
authorss (MMAK) on the basis of title and abstract. The selected articles 
weree then independently read by two of the authors (MMAK, JRM). 
Disagreementss were solved by consensus. If necessary, the opinion of a 
thirdd author was solicited (PMB). 

Thee following items were extracted from included articles: publication 
year;; prospective or retrospective design; setting; number, age and 
genderr of patients; patient cohort with chronic urticaria only, or acute 
andd chronic urticaria; inclusion and exclusion criteria of each study; 
percentagess of identified diagnoses; use of standardized diagnostic 
criteria;; performed laboratory tests; diagnostic consensus panel; 
durationn of follow-up, methods to assess the outcome of intervention; 
andd conclusions made by the authors. 
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RESULTS S 

Studyy characteristics 
Thee search retrieved 53 clinical studies on the diagnosis of chronic 
urticariaa or reviews including data of a clinical study. 

Twenty-fourr studies had to be excluded. Two studies had included less 
thann 50 patients. In seven studies it was impossible to analyze the 
numberr of identified diagnoses. Three studies, published between 1933 
andd 1953, did not separate acute and chronic urticaria. In one study an 
unusuall test method was used, and in another study only multifactorial 
causess were identified. In ten studies the value of particular laboratory 
testss or a diagnostic procedure was investigated in an already selected 
groupp of patients with chronic idiopathic urticaria. The tests of interest 
weree intradermal injection of autologous serum (3), double-blind 
placebo-controlledd food challenge (2), or a search for infections (5). 

Twenty-ninee studies with unselected patients were included (table 1). In 
eachh of them patients with urticaria pigmentosa and papular urticaria 
weree excluded from the total number of patients. In total, these studies 
includedd 6462 patients. Twenty studies were published in English, nine 
studiess in German, Dutch or French. Sixteen studies were performed in 
universityy hospitals (secondary and tertiary care centers), and 13 studies 
inn community hospitals (secondary care centers). 

Thee inclusion criteria of the different studies varied considerably (table 1, 
notes).. In 19 studies the included patients had urticaria for more than six 
weeks,, and in four studies for more than four weeks. Only nineteen 
studiess included consecutive patients. The level of evidence of the 
differentt studies was determined according to the criteria described by 
Sackettt et al.33 Almost all studies (26 of 29) were case series without 
controls.. Their level of evidence was 4 (scale 1-5, and 1a is the best 
evidence)) and their grade of recommendation is C (scale A-D, and A is 
thee best grade of recommendation). The level of evidence of one study 
wass 3b (individual case-control study),28 the grade of recommendation is 
B.. One study reached a level of evidence of 1b and the grade of 
recommendationn is A.10 
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Thee description of routine laboratory- and provocation tests was clearly 
reportedd in 23 of 29 included studies. Assessment of physical causes 
wass performed by standardized diagnostic criteria in all studies. In 
contrast,, assessment of psychological causes was performed by 
standardizedd diagnostic criteria in one study only.28 To assess the value 
off food or drugs as an identified cause the following tests were 
performed:: (double blind) placebo controlled oral challenge, 
standardizedd elimination diets, reintroduction of suspected drug or food, 
cutaneouss allergy tests, serum allergy tests, and history taking. 

Inn many studies the procedure used for the verification of the identified 
diagnosess (eg. performing follow-up, or evaluation of interventions to 
confirmm that the diagnosis was correct) was not properly performed or 
described.. In these studies the likelihood that the identified diagnoses 
weree the most probable cause of the urticaria is smaller (table 1). In one 
studyy independent blind comparison of patients and controls undergoing 
bothh a new diagnostic strategy (including a few laboratory tests) and the 
referencee standard (with extensive laboratory tests) was made.10 Data of 
almostt complete follow-up were available in two studies.10,22 In these 99-
100%% of the patients were followed-up for 9-12 months. In seven studies 
70-90%% of the patients were followed-up for at least 6 months, in these 
studiess 23-84% of diagnoses were identified.4'67'14,16,1831 Assessment of 
treatmentt effects was performed in 19 studies. In all of them identified 
infectionss were treated; if the hives continued the particular infection was 
nott considered to be the cause of the urticaria. 
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Tablee 1. Systematic review of clinical trials concerning the etiology in 
unselectedd patients with chronic urticaria and/or angioedema 
(referencess 4-32) 

Author(s) ) 

Zuberbier(1995) ) 
Millerr (1968) 
Trachsel(1999) ) 
Doeglass (1975) 
Schnyder(1999) ) 

Wedii (1998) 
Kozel(1998) ) 
Wallensteinn (1984) 
Meynadierr (1979) 
Erlings(1976) ) 
Kleinee (1973) 
Schultz(1987) ) 
Nizamii (1974) 
Smalll (1982) 
Quarantaa (1989) 
Sibbaldd (1991) 
Mekkes(1986) ) 
Wüthrichh (1980) 
Giam(1983) ) 
Jacobsonn (1980) 
Pigattoo (2000) 
Zweimann (1996) 

Tass (1967) 

llligg (1985) 
Reess (1957) 
Greenn (1965) 
Championn (1988) 
Championn (1969) 
Humphreyss (1998) 

n* * 

64 4 
50 0 
168 8 
141 1 
115 5 

100 0 
220 0 
200 0 
150 0 
109 9 
127 7 
90 0 
194 4 
231 1 
128 8 
254 4 
109 9 
279 9 
100 0 
125 5 
348 8 
85 5 

100 0 

? ? 

100 0 
236 6 

found d 
causes s 

(%) ) 

84 4 
84 4 
65 5 
60 0 
57 7 

46 6 
46 6 
44 4 
43 3 
43 3 
43 3 
39 9 
38 8 
36 6 
33 3 
32 2 
29 9 
25 5 
23 3 
20 0 
19 9 
18 8 

1 1 

62 2 
52 2 
30 0 

2310## 29 
554 4 
329 9 

23 3 
22 2 

numberr of routine 
laboratoryy tests 

<< 10 10-20 = 

X X 

X X 

X X 

X X 

X X 

X X 

nott described 
nott described 
nott described 
nott described 
nott described 
nott described 

2C C 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

studyy setting" 
design** * 

) ) 

pros.. D-inp. 
pros.. M 
retros.. A-outp. 
pros.. D-outp. 
pros.. A-outp. 

pros.. D-outp. 
pros.. D-outp. 
retros.. A-outp. 
pros.. D 
retros.. D-in+outp 
retros.. D-inp. 
pros.. D-inp. 
pros.. M 
retros.. M 
retros.. A-outp. 
pros.. D-outp. 
retros.. D-outp. 
retros.. D 
pros.. D 
pros.. M 
pros.. D 
pros.. M 

retros.. D-inp. 

retros.. D 
pros.. P-outp. 
retros.. M 

notes s 

a,c,f,l,s,z z 
b,c,f,j,m,o,q,x x 
b,c,f,j,l,m,s,v v 
b,c,f,i,j,s,u,v v 
a,c,f,m,p,q,y y 

a,c,g,h,m,q,u,x,z z 
a,c,f,j,t,u,v,w w 
a,c,g,j,q q 
a.c.m.n.q.x x 

)) c,f,j,q,u,v 
c,f,m,s,u,v,w w 
a,c,m,r,y y 
d,f,l,o,s,u,v v 
b,c,p,q,y y 
b,c,f,j,s,v,w w 
c,j,q,z z 
b,c,f,q,u,v,w w 
b,d,f,q,x,y y 
b,c,g,t,u,x x 
b,c,f,h,m,q,u,v,w w 
a,c,f,h,l,r,v v 
c,f,q,z z 

c,f,h,q,v v 

b,c,k,q,z z 
b,c,f,n,q q 
c,f,n,q q 

retros.. D-in+outp.b,e,f,q,u,v,w 
retros.. D-in+outp 
retros.. D-outp. 

e,f,i,n,s,v v 
b,d,g,q,w w 

ExplanationExplanation of symbols and notes: see legend on opposite page 
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Legendd table 1 : Explanation of the symbols and notes of table 1 

** number of patients with chronic urticaria (symptoms longer than at least 4 weeks) 
*** study design: prospective (pros.) or retrospective (retros.) 

 setting: department of dermatology (D), allergy (A), internal medicine (M), or 
psychiatryy (P); out-patients (outp.), in-patients (inp.) or both (in+outp) included 

## including the 554 patients described by Champion in 1969. 

inclusioninclusion criteria 
aa adults included only 
bb patient cohort with children (<20%) and adults included 
cc patient with chronic urticaria only 
dd patient cohort with more than 80% of patients with chronic urticaria 
ee patient cohort with acute and chronic urticaria without specification 
ff consecutive patients 
gg no or a limited number of consecutive patients included. 

exclusionexclusion criteria 
hh physical urticaria excluded 
ii adverse reactions to drugs excluded, except aspirin. 

highhigh percentages of particular causes identified 
jj high percentage of physical causes identified (>30%) 
kk high percentage of adverse reaction to drugs as causes identified (>10%) 
II high percentage of adverse reaction to food as causes identified (>10%) 
mm high percentage of infections as causes identified (>10%) 
nn high percentage of psychological factors as causes identified (>10%) 
oo high percentage of inhalation/contact factors as causes identified (>5%) 
pp high percentage of internal diseases as causes identified (>5%). 

follow-up follow-up 
qq no or limited follow-up data available 
rr partial follow-up data available (eg. during elimination diet or treatment of infection) 
ss follow-up data of > 6 month available in 70-90% of the patients 
tt (almost) complete follow-up data available. 

conclusions conclusions 
uu history is very important 
vv routine laboratory tests are of little value 
ww laboratory tests only useful if based on history 
xx routine laboratory screening could be useful 
yy laboratory tests of interest for that study could not identify more causes 
zz laboratory tests of interest for that study could identify more causes. 
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Identifiedd causes 
Thee number of identified diagnoses varied from 1% to 84% (table 1). If 
thee highest (84%, 2 studies) and lowest (1%) percentages of identified 
diagnosess were omitted, the number of identified diagnoses would vary 
betweenn 18 to 65%. The median of the number of identified diaqnoses is 
37%. . 

AA description of percentages of identified diagnoses was available in 28 
studies.. In the one study only the total number of identified diagnoses 
wass mentioned.25 Four studies excluded physical causes; three of them 
reportedd the lowest percentages of identified diagnoses (1, 19, and 
20%).23'24266 In one study without physical urticaria a very' high 
percentagee of infections was found (31%); the percentage of all 
identifiedd diagnoses was 46%.9 

Inn 21 studies certain etiological subgroups seemed to be 
overemphasizedd (table 1, notes). Eight studies reported a more than 
averagee amount of infections (11 to 310/̂ 5.6,8,9,12,14,15,23 i n ^ s t u d j e s 

detailedd data of identified diagnoses were available, and infections were 
designatedd as the cause in 0-6% of the patients. Seven studies reported 
aa large number of physical causes, and in 4 studies high percentages of 
psychologicall factors and adverse reactions to food were identified. 

Associations s 
Threee studies reported an unusual high or low percentage of identified 
causes.. The two studies with the lowest number of included patients (64 
andd 50 patients)45 identified a diagnosis in 84% of their study population. 
Tass excluded physical causes, and identified only one diagnosis in 100 
patients.266 The following given percentages are calculated after 
exclusionn of these three outliers. 

Noo relationship between the number of identified diagnoses and the 
numberr of performed laboratory tests was found. In 17 of the 23 studies, 
inn which data on the number of performed laboratory tests were 
available,, more than 20 routine laboratory tests were requested. In these 
studiess the percentages of identified diagnoses varied between 18% to 
65%% (n=15), omitting the three outliers. In studies that had performed 
lesss than 20 laboratory tests the percentages of identified diagnoses 
variedd between 29% and 57% (n=5). There were no associations 

120 0 



SystematicSystematic review 

betweenn the number of identified diagnoses and setting, study design, or 
publicationn period (table 1, notes). 

Internall diseases 
Inn 105 out of 6462 patients (1.6%), an internal diseases was considered 
too be the cause of the chronic urticaria. The following diseases were 
mentioned:: cutaneous vasculitis (60 times), thyroid diseases (17 times), 
systemicc lupus erythematosus (SLE, 7 times), other connective tissue 
diseasess (16 times), paraproteinemia (3 times), and hereditary 
angioedemaa (2 times). 

Inn one study a relationship with malignancies in two patients was 
mentioned,, without further explanation.24 In another study acute myeloid 
leukaemiaa (once) and breast cancer (once) were mentioned.9 

Polycythemiaa vera and a renal-cell carcinoma were found prior to the 
onsett of urticaria in respectively four and one patients in one study.17 In 
onee patient cohort one patient had a mesothelioma, but his chronic 
angioedemaa was caused by enalapril.34 

Conclusions s 
Mostt authors concluded that the history is very important (10 studies), 
thatt routine laboratory tests are of little value (13 studies), and that 
laboratoryy tests are only useful if based on the history (7 studies). In five 
studies,, it was stated that routine laboratory screening could be useful. 
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COMMENT T 

Inn this systematic review of 29 studies describing 6462 patients with 
chronicc urticaria, we found considerable differences in the number of 
reportedd causes. Excluding three outliers, the number of identified 
diagnosess varied from 18% to 65%. In most studies (21, table 1) the 
numberr of identified diagnosis was between 18 and 46%. We consider 
thiss a more accurate estimation of the prevalence of detectable causes. 
Thee proportion of reported causes was not associated with the number 
off routine laboratory screening tests performed. In 1.6% of the patients, 
internall diseases were detected. Factors such as patient selection, 
evaluationn of intervention effects, and whether the natural course of the 
diseasee was followed were possibly responsible for the difference in the 
percentagess of identified causes, but sufficient data were not available in 
thee included studies. Setting (different medical specialities, and in- or 
outpatients),, publication periods, and study design were not responsible 
forr the differences in the percentages of identified diagnoses. 

Limitations s 
Despitee the substantial number of included studies the overall impact of 
thee evidence is limited. There was little homogeneity in the number of 
identifiedd causes reported in the studies in this systematic review. 
Almostt all studies had methodological shortcomings. Most were case 
seriess without controls, not using consecutive patients, with no or a short 
follow-upp period, studies without blinding, no independent interpretation 
off results, and improvement after treatment was not documented in all 
patients.. Variations in patient characteristics and testing procedures are 
commonn sources of heterogeneity of systematic reviews which reflect 
dailyy clinical practise. Without thoroughly performed follow-up, including 
assessmentt of the outcome of interventions the number of identified 
diagnosess can easily be overestimated. Therefore, the given 
percentagess of identified diagnoses should only be regarded as 
approximations. . 

Wee can only speculate on the reasons for the large differences in the 
numberr of identified causes. It is possible that these differences 
representt in part the variation in geographical region, and the kind of 
settingg (secondary or tertiary care center). Different diagnostic 
assessmentt made by the referring physicians may also have contributed 
too the variability. Unfortunately, the data on referral patterns were very 
limited.. The differences may reflect as well the personal prejudices and 
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preconceivedd opinions of the investigators, especially in studies were 
highh percentages of certain causes were identified, and in studies were 
thee data verification was limited. 

Implicationss of Results 
Despitee the variability, the majority of the authors of the papers 
concludedd that there is no need for routine laboratory tests. Laboratory 
testss should only be requested if there is a clue in the history, and the 
historyy is the most important instrument in identifying causes of chronic 
urticaria. . 

AA flow-chart for the diagnosis of chronic urticaria 
Despitee the limitations of this systematic review, the conclusions and 
otherr extracted data were very helpful in developing a flow-chart, 
depictedd in figure 1. One of the main conclusions of this systematic 
revieww is that history-taking is the most important instrument for 
identifyingg a cause of chronic urticaria. Leading authorities emphasize 
thiss as well.35,36 For example, history taking only revealed 72% of 
detectablee causes in one study.20 In a retrospective study including 130 
consecutivee patients, we evaluated the value of history taking. In them 
86%% of identified diagnoses were found by history taking alone. A 
questionnairequestionnaire is a time saving and often the most effective way to insure 
thatt a complete history is obtained.36,37 If possible, examination of hives 
shouldd be performed as a verification of the diagnosis.35"37 A test for 
dermographismdermographism is a fast and easy procedure to rule out factitious 
urticaria.366 In the studies included in this systematic review factitious 
urticariaa was diagnosed in 4-9% of the patients in 11 studies,5,11,13"16,19" 
21,30322 and in 17-23% in 5 studies.6,7,10,17,18 

AvoidAvoid routine laboratory screening is one recommendation which is 
highlyy supported by this systematic review. A literature search revealed 
thatt there is a tendency to perform very few laboratory tests. 
Sometimes,, these test were only performed to reassure the patient and 
doctorr that no causes have been missed.38 The following laboratory 
testss were recommended by different experts: erythrocyte sedimentation 
ratee (ESR), white blood count (WBC) and differential count, full blood 
count,, eosinophil count, and urinalysis.635,38"40 Other investigators advise 
noo laboratory tests at all for chronic ordinary urticaria.41,42 We 
investigatedd the value of the hemoglobin level, ESR, WBC and 
differentiall count in 350 patients, including the 130 patients of the 
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retrospectivee study mentioned above.10 The results of the hemoglobin 
levell were not helpful in finding any cause of urticaria. The ESR, WBC 
andand differential count were helpful but not necessary in finding internal 
diseasess in two patients; in one patient with idiopathic urticaria only the 
elevatedd ESR lead to the detection of paraproteinemia ,10 

AntihistaminesAntihistamines of the H1 type are still the mainstay in the management 
off chronic urticaria, although they tend to be more effective in 
suppressingg itching than whealing.37'43"45 A combination of a non-
sedatingg antihistamine in the morning and a sedating antihistamine in 
thee late evening affords symptomatic relief.43 Poor response to 
antihistamines,, especially in combination with joint pain, not itchy, but 
painfull and persisting hives, is more common in patients with pressure 
urticaria,, and in patients developing or already suffering from a 
connectivee tissue disease or cutaneous vasculitis.10,35 Seven studies, 
involvingg 3591 patients, mentioned improvement with antihistamines in 
444 to 91% of the patients.6'11'18'2930'32'46 

AvoidAvoid aspirin, NSAID's, and codeine: In 18 studies of the systematic 
revieww data were available of the number of adverse drug reaction 
consideredd to be responsible for chronic urticaria. In these studies 148 
reactionss were identified in 3374 patients (4.4%).569-18.2o-22,29,3i,32 |n g t 

leastt 55% (87 of 148 patients) analgesics (aspirin, non steroidal anti-
inflammatoryy drugs [NSAIDs], and codeine) were considered to be the 
cause.. Of the patients prescribed angiotensin-converting enzyme (ACE) 
inhibitorss 0.1-0.7% may develop angioedema.47 Therefore, we, like many 
others,, recommend to stop or replace all (suspected) drugs, and 
repeatedlyy ask for 'over the counter' drugs. Even if aspirin or other 
analgeticc drugs are not the main cause for chronic urticaria, they can be 
ann aggravating factor in 7 to 50%.1119222935-4648 

Thee following aggravating factors were mentioned by patients in 
questionnaires:: stress (16 to 40%), pressure on the skin/dermographism 
(133 to 52%), heat (23 to 31%), exercise (15 to 22%), (analgetic) drugs (8 
too 15%), coldness (13%), and consumption of alcohol (4 to 90/̂ 11.19.29.35.46 
Alcoholl can be a direct cause of chronic urticaria as well.49 Based on 
thesee data, we included in the flow-chart: avoid overheating, stress, 
pressurepressure on the skin, and alcohol. 
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Att the first visit the patient should be informed that the diagnosis is clear, 
evenn if the cause is not, that the condition is not contagious, serious, or 
aa sign of cancer or a major disease, and that the outlook is good.41 

informationinformation on benign character is strongly supported by the large 
epidemiologicall study of Sigurgeirsson; he found no association 
betweenn chronic urticaria and malignancies.50 Of 1155 patients with 
chronicc urticaria, a malignancy was diagnosed in 36, while the expected 
numberr was 41. Of the 6462 patients included in this systematic review, 
233 patients developed a connective tissue disease and three patients 
paraproteinemia.. Three studies provide information on the natural 
course.course. Champion analyzed that 45-70% of patients will be free of 
symptomss after one year. The worst prognosis was found in patients 
withh both idiopathic urticaria and angioedema.31 In another study 
idiopathicc urticaria resolved after 3 years follow-up in 32% of 86 
patients.188 In our patient cohort 47% of 220 patients with chronic urticaria 
weree free of symptoms after one year, and only 16% of patients with 
physicall urticaria.46 We recommend to explain to patients that in most 
patientspatients no specific cause of the urticaria will be found, as shown by this 
revieww and recommended by others.42,51 

Ass a further outpatient measure, patients can be asked to keep a diary 
aroundd attacks, which often yields additional information about possible 
causes.366 The value of an elimination diet or oral food challenges is 
controversial.. If food additives are suspected by history52 to be a cause, 
andd according to some, even if the likelihood of success seems low on 
thee bases of the history,1036 a diet low of food dyes and preservatives 
cann be tried. If there is substantial improvement, a double-blind placebo-
controlledd challenge should be considered37 or is mandatory.43 The role 
off adverse food reactions is controversial; reported frequencies range 
fromm 5 to 73%.4'53 
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Figuree 1: Flowchart for the diagnosis of chronic urticaria 
orr angio-edema (references 35-54) 

VisitVisit 1 

 History-taking 
 Hand out questionnaire 
 Examination of hives (if visible) 
 Dermography test, if possible (no use of antihistamines) 
 Avoid routine laboratory screening 
 Perform ESR, WBC and differential count in idiopathic urticaria 
 Prescribe non-sedating antihistamine 
 Avoid aspirin, NSAID's, and codeine 
 Avoid overheating, stress, pressure on the skin, and alcohol intake 
 Information on benign character and natural course 
 Information that in most patients no cause will be found 

VisitVisit 2 

 History-taking 
 Discuss questionnaire 
 Confirm suspected causes with provocation or laboratory tests 
 Stop or replace suspected drugs, if possible 
 Ask (again) for over the counter drugs 
 Prescribe antihistamine (same or different) 

VisitVisit 3 and further visits 

'' History-taking 
 Urticaria diary, relationship with special events, drug intake 
 Elimination diet or oral food challenge, if indicated 
 Prescribe antihistamine (same or different) 

ESR,, erythrocyte sedimentation rate; WBC, white blood cell count; NSAID, nonsteroidal 
anti-inflammatoryy drug; ACE, angiotensin-converting enzyme. 
Too keep the flowchart brief, we used short phrases rather than complete sentences. All 
phrasess are meant to be recommendations. 
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Finall remarks 
Ann infection with Helicobacter pylori is a new subject of interest as a 
causee for chronic urticaria. Most controlled prospective studies showed 
noo relationship.85455 In studies where a relationship was detected, often 
usingg very accurate diagnostic procedures for Helicobacter pylori, no 
controlss were evaluated or the number of included patients was small.9,56 

Thiss is a recent example of how dangerous it can be to associate 
detectedd diseases with chronic urticaria without performing properly 
controlledd studies. It will again lead to long lists of routine laboratory 
testss and eventually, considering the risk of gastroscopies and treatment 
withh several antibiotics, could cause more harm than good. 

Thee practice of evidence-based medicine is integrating individual clinical 
expertisee with the best available external clinical evidence from 
systematicc research. We feel that this systematic review showed that 
payingg more attention to history taking, introducing a questionnaire for 
thee diagnostic process, and providing information about the benign 
characterr of urticaria, the prognosis, and possible aggravating factors 
willl help to improve the quality of care. 
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