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SUMMARY Y 

Background:Background: Information about spontaneous remission of chronic 
urticariaa is limited. 

Objective:Objective: To investigate the natural course of chronic urticaria we 
followedd up 220 adults in a prospective study. 

Methods:Methods: Patients were followed up for one to three years to evaluate 
interventions,, to detect latent causes, and to study the natural course of 
urticaria.. The diagnosis was made by detailed history taking as well as 
laboratoryy and provocation tests. 

Results:Results: Thirty-five percent of all patients were free of symptoms after 
onee year. In 28.9% of patients, symptoms had decreased. Spontaneous 
remissionn occurred in 47.4% of the patients in whom no cause of their 
urticariaa and/or angioedema could be identified, and in only 16.4% of the 
patientss with physical urticaria. A cause could be identified in 53.1% of 
thee patients. Thirty-six percent of the patients had idiopathic urticaria. 
Chronicc idiopathic urticaria combined with physical urticaria occured in 
10.9%. . 

Conclusion:Conclusion: In general, the prognosis for spontaneous remission is 
reasonable,, with the exception of the subgroup (33.2%) with physical 
urticaria. . 
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INTRODUCTION N 

Urticariaa is characterized by a well-demarcated eruption of transitory, 
usuallyy itchy and sometimes even painful erythematous skin swellings 
thatt can recur for month or years. Previous investigators have defined 
chronicc urticaria as episodes recurring for more than six weeks.1 

Urticariaa and angioedema are common disorders.2 Approximately 5% of 
patientss with a bout of urticaria will be symptomatic for longer than four 
weeks.33 Thirty percent of patients with urticaria seen in a family practice 
havee chronic urticaria.3 In clinical studies percentages of causes found 
forr urticaria vary between 20 and 90%.2'4"7 The percentages of found 
causess differ because different inclusion and exclusion criteria (eg 
inclusionn of physical urticarias) were used. 

Chronicc urticaria may be caused by internal diseases or malignancies, 
butt these underlying diseases are rarely found.24'8"10 In the past, 
extensivee laboratory screening has been performed to exclude an 
underlyingg disease. Recent diagnostic guidelines recommend thorough 
historyy taking and only a very limited amount of laboratory tests.11'12 In a 
prospectivee study we evaluated the benefit of extensive laboratory 
testingg and concluded that tests not based on the history do not 
contributee to the detection of underlying causes of chronic urticaria.13 

Thiss study was performed in the same patient cohort. 

Veryy little is known about the natural course of chronic idiopathic or 
physicall urticaria. A literature search including articles from 1966 to 
20000 revealed more than 5500 medical articles on urticaria or 
angioedemaa (or both), but only 13 articles referred to the natural course 
off the disease. 

Thee aim of this prospective cohort study in consecutive patients was to 
investigatee the natural course and the prognosis of chronic urticaria 
and/orr angioedema, including subtypes such as physical urticaria. 
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SUBJECTSS AND METHODS 

Patientt recruitment, patient population and study design 
Thee study was performed at the outpatient Department of Dermatology 
off the Academic Medical Center in Amsterdam, The Netherlands, which 
iss a secondary and tertiary care center. From January 1992 to July 
1994,, all consecutive patients older than 15 years with urticaria and/or 
angioedemaa of unknown origin and with at least a 6-week duration of the 
symptomss were included. 
Twoo hundred twenty patients were investigated. One hundred thirty-two 
womenn and 88 men were enrolled in the study; their mean age was 38 
(rangee 15-79) years. Forty-one patients (19%) had urticaria only, 64 
patientss (29%) had urticaria and angioedema, and 18 patients (8%) had 
angioedemaa without urticaria. 
Afterr informed consent had been obtained, the patients were subjected 
too a diagnostic protocol, which included a detailed questionnaire, 
physicall examination, laboratory tests, provocation tests for physical 
urticaria,, and adverse reactions to food and drugs. The protocol was 
approvedd by the Medical Ethical Committee. 

Patientt questionnaire 
AA detailed history was obtained from all patients, using a standardized 
questionnairee with particular attention for possible causes of urticaria, 
basedd on earlier published questionnaires14'16 and personal experiences. 

Laboratoryy investigations and provocation tests 
Thee study was part of a research project for the development of 
evidence-basedd clinical guidelines for laboratory investigations in 
patientss with chronic urticaria and/or angioedema.13 Therefore many 
haematologic,, immunologic, biochemical, allergy tests; cultures; and x-
rayss were performed, as described earlier in detail elsewhere.13 

Provocationn test for physical urticaria were performed.1718 To evaluate 
dermographism,, firm stroking of the skin was performed, which induces 
itchy,, linear hives within minutes. The test for pressure urticaria was 
performedd with a special device that applied 3 different weights on back 
off the patient for 20 minutes; the appearance of whealing was checked 
duringg the day. Cold urticaria was tested with a steel container with ice 
cubess applied to the forearm for 20 minutes. Cholinergic urticaria was 
provokedd by a hot shower or exercise until sweating. Screening for food 
allergyy or intolerance was investigated by an elimination diet for at least 
33 weeks. All drugs used were discontinued or replaced with chemically 
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unrelatedd equivalents. Drug provocation tests and oral food rechallenge 
testss were performed if necessary. 

Follow-up p 
Afterr a follow-up period of at least one year, patients were asked 
whetherr they had remaining or new complaints and whether they still 
usedd antihistamines, oral corticosteroids, or other drugs. Laboratory 
testss were repeated, if indicated. The follow-up was directed at detecting 
causess of urticaria not traced initially by the questionnaire, to evaluate 
thee effect of interventions, and to obtain information about the natural 
coursee of the different subtypes of urticaria. 
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RESULTS S 

Patientt questionnaire 
Twenty-fivee percent of the patients had urticaria continuously, 30% of 
themm had daily bouts, 22% had more than 2 bouts every week, and the 
remainingg group less frequently had hives or only angioedema. In 94% 
off the patients the itch was the most important complaint. Sleeping 
disorderss occurred in 25% of the patients with urticaria and in 4% of the 
patientss with angioedema. Twenty-eight percent of the patients reported 
intensee pruritic whealing from insect bites or stings. This was mainly 
seenn in patients with chronic urticaria and urticaria factitia. Occurrence 
off urticaria in the family (parents, siblings, grandparents, aunts, uncles, 
cousins,, or nieces) was reported by 10% of the patients, angioedema by 
6%,, and allergies (not further specified) by 45%. A history of atopy was 
reportedd in 40% of the study population. 
AA large percentage of the patients mentioned that factors such as stress 
(36%),, warm environment (23%), dermographism (13%), and 
consumptionn of alcohol (9%) or analgesic drugs (8%) aggravated their 
urticaria. . 

Laboratoryy investigations and provocation tests 
Inn 89% of the patients no abnormalities were found during the physical 
examination.. Dermatological problems (eg, tinea pedis, vaginal 
discharge,, lipoma, different forms of eczema, acne, or folliculitis) were 
foundd and treated in 19 patients. Three patients had emphysema and 2 
hadd arterial insufficiency of the lower legs. 
Inn patients with more than one type of physical urticaria, the type which 
interferedd most with normal life was used for the classification. Of all 
patients,, 10.9% had a combination of physical urticaria and urticarial 
lesionss of unknown origin. In Table 1 we described this group of patients 
ass having a combination of (one type of) physical urticaria and idiopathic 
urticaria. . 
Afterr discontinuation of suspected drugs, provocation tests were 
performedd by reintroducing the drug in a symptom-free period, which 
resultedd in a relapse of symptoms in all patients. The responsible drugs 
aree listed in Table 1. 
Inn two patients exercise-induced, food-dependent urticaria was found. In 
bothh patients consumption of cereals in combination with exercise 
resultedd in urticaria and angioedema; radioallergosorbent tests (RASTs) 
too cereals were positive, and provocation tests confirmed the diagnosis. 
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Tablee 1. Causes of physical urticaria (PU), chronic urticaria (CU) 
and/orr angioedema (A), and type of reaction in 220 patients 

physicall urticaria 
dermographism m 
pressure e 
cold d 
cholinergic c 
heatt contact 
solar r 
exercise-induced d 

combinationn of physical urticaria 
andd chronic idiopathic urticaria 

dermographism m 
pressure e 
cold d 

drugs s 
aspirin n 
NSAID's s 
codeine e 
propyphenazon n 
antibiotics s 
antidepressives s 
ACEE inhibitors 
orall contraceptives 
methotrexate e 

food d 
normall hives and/or angioedema 
dermographism m 
exercise-induced,, food dependent 

infections s 

internall diseases 

contactt urticaria 

malignancies s 

hereditaryy angioedema 

chronicc idiopathic urticaria 

number r 
off patients 

73 3 
37 7 

7 7 
11 1 
11 1 

1 1 
4 4 
2 2 

24 4 
10 0 
13 3 

1 1 

20 0 
5 5 
3 3 
1 1 
2 2 
3 3 
1 1 
2 2 
2 2 
1 1 

15 5 
10 0 
3 3 
2 2 

4 4 

3 3 

2 2 

0 0 

0 0 
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%% of study 
population n 

33.2% % 
16.8% % 
3.2% % 
5.0% % 
5.0% % 
0.5% % 
1.8% % 
0.9% % 

10.9% % 
4.5% % 
5.9% % 
0.5% % 

9.0% % 
2.3% % 
1.4% % 
0.4% % 
0.9% % 
1.4% % 
0.4% % 
0.9% % 
0.9% % 
0.4% % 

6.8% % 
4.5% % 
1.4% % 
0.9% % 

1.8% % 

1.4% % 

0.9% % 

0% % 

0% % 

36.0% % 

typee of 
reaction n 

PU U 
PU U 
PU,, PU+CU+A 
PU U 
PU U 
PU U 
CU+A A 

PU+CU U 
PU+CU U 
PU+CU U 

PU+CU,, CU, A 
CU+A,, A 
CU+A A 
PU+CU,, A 
PU+CU,, CU, A 
PU U 
A A 
CU+A A 
CU U 

CU+A,, CU, A 
PU U 
CU+A A 

PU,, CU 

CU,, CU+A 

CU U 

CU+A,, CU, A 

ACE,, angiotensin-converting enzyme; NSAID, nonsteroidal anti-inflammatory drugs. 
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Inn two patients urticaria factitia developed after consumption of food 
containingg vasoactive amines (eg, wine and cheese). RASTs were 
negative.. One patient with severe hay fever had complaints of urticaria 
factitiaa after consuming apples and tomatoes. These three causes were 
foundd by means of the elimination diet followed by reintroduction of the 
particularr food. Three patients developed severe reactions (eg, syncope 
andd shock) after consuming crustaceans (in one patient), flour (in one), 
andd sesame oil (in one). Scratch tests were highly positive and the oral 
allergyy syndrome was present. Provocation tests would have been 
dangerous,, and the patients were not willing to participate. In seven 
patients,, after following the elimination diet and a period of food 
reintroduction,, the following foods were found to be the most likely 
causee of the urticaria and/or angioedema: dairy products (three times), 
eggss (one time), alcohol (one time), beef (one time), and apples/pears 
(onee time). In one patient the specific RAST was positive (apple/pear). 
Continuingg the diet resulted in disappearance of the complaints and by 
reintroductionn of the particular food, hives occurred. 
Inn 4 of 10 patients with a parasitic infection, the complaints disappeared 
afterr treatment. Their complaints were urticaria factitia and pruritus, not 
classicc hives or angioedema. In two patients an infection with Trichuris 
trichiuratrichiura and in two other patients an infection with Strongyloides 
stercoralisstercoralis was found. These patients were born or had lived for a long 
periodd in a tropical country. 
Thee following internal diseases, probably related to the urticaria, were 
found:: Sjogren's syndrome, systemic lupus erythematosus, and 
paraproteinemia.. Hives are still present in them after three years' follow-
up.. Histopathological evaluation of the skin biopsies specimens did not 
reveall urticarial vasculitis in this cohort, even in patients who had 
mentionedd that they had wheals for longer than 48 hours. No other 
severee internal disease or malignancy associated with urticaria or 
angioedemaa was found. Contact urticaria to latex and preservatives was 
foundd in two patients. 

Follow-up p 
Follow-upp data were obtained by interviewing the patient at the 
outpatientt department, by telephone inquiry, or, in three cases, by 
contactingg the general practitioner. The mean follow-up period was 2 
yearr and 4 months (range 12-71 months). One patient was followed-up 
forr only three months because he moved. In this patient no cause of 
urticariaa could be identified. 
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Ninetyy percent of the patients used nonsedating antihistamines during 
follow-up,, 46% used sedating antihistamines as well, 16% occasionally 
usedd systemic prednisolone during severe bouts, and in 4% of the 
patientss epinephrine for intramuscular use was prescribed. 
Afterr 3 months 14% of the 220 patients were free of complaints. After 6, 
9,, and 12 month, 26%, 30%, and 35%, respectively, were free of 
symptoms.. At the end of the follow-up period, in 28.9% of the patients 
thee symptoms had decreased, in 35% the symptoms remained the 
same,, and in 1.4% the symptoms had worsened. In 25% of the 220 
patients,, a spontaneous remission occurred after 1 year. 
Forr the entire patient group with idiopathic urticaria and/or angioedema, 
ass well as for the different subtypes (idiopathic urticaria only, idiopathic 
angioedemaa only, idiopathic urticaria and angioedema, physical 
urticaria,, and combination of physical and idiopathic urticaria), we 
investigatedd the number of patients who were free of symptoms after 1 
yearr (Table 2). In some patients with physical urticaria, a parasite 
infectionn or an adverse event to food or drugs was provoking 
dermographism.. These patients were not included in Table 2. 

Tablee 2. Percentages of patients free of symptoms after 1 year. 

Idiopathic,, all patients 47.4% (37 of 78 patients) 
urticariaa only 38.5% (10 of 26 patients) 
angioedemaa only 20.0% (2 of 10 patients) 
bothh urticaria and angioedema 59.5% (25 of 42 patients) 

Physicall and idiopathic urticaria 20.8% (5 of 24 patients) 
Physicall urticarias 16.4% (12 of 73 patients) 

PatientsPatients in whom a cause was found which could be treated (like infections, adverse 
reactionsreactions to food or drugs) were not included in the percentages. 
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DISCUSSION N 

Thiss study provides information about the natural course of different 
typess of urticaria. In a disease in which it is often not possible for the 
cliniciann to determine the cause of patients' complaints, it is helpful to be 
ablee to inform them about their prognosis. In this study, 47.4% of the 
patientss with idiopathic urticaria and/or angioedema were free of 
symptomss after 1 year, and only 16.4% of the patients with physical 
urticariaa were free of symptoms. 
AA limitation of this study is that it was performed in a secondary and 
tertiaryy care center, and the results may not be applicable to other 
patientt populations. Furthermore, by analyzing the number of patients 
withh different forms of urticaria separately, the percentages are based on 
smallerr number of patients. 
Ann advantage of the study design is that we followed a well-defined 
cohortt of 220 patients. A cohort study is considered to be the best study 
designn to identify prognostic factors and to determine the relationship 
betweenn a prognostic factor and disease duration.19 

Wee performed extended laboratory investigations not because we 
believedd that they are necessary to detect the cause of chronic urticaria, 
butt to provide evidence that routine investigations are not useful if 
performedd without an indication from history-taking or a questionnaire. 
Thiss hypothesis could be confirmed and is presented in another article.13 

Onlyy a few studies deal with the natural course of chronic urticaria. 
Urbach200 found in 500 patients with urticaria and/or angioedema the 
followingg percentages of durations: 3 to 12 months (19%), 1 to 5 years 
(20%),, 6 to 10 years (4%), and after 11 to 20 years (1.5%). Humphreys 
andd Hunter7 found that symptoms were present for more than 5 years in 
5%% of the patients when they first attended a general dermatology clinic 
andd in 13% of patients who visited a specialized urticaria clinic. 
Quarantaa et al21 investigated 86 patients with chronic idiopathic urticaria 
inn whom 27 (31%) resolved, 48 (56%) continued to have symptoms, and 
inn 11 (13%) patients the natural cause was unknown. It made no 
differencee whether the patients had urticaria, angioedema, or urticaria 
andd angioedema. In 32% of their patients, complaints resolved after a 3-
yearss period. In our patients cohort, 47.4% of this subgroup of patients 
(havingg idiopathic urticaria and/or angioedema) were free of symptoms 
afterr 1 year. Information on the natural course of chronic urticaria in a 
largee group of patient was described by Champion et al2 in 1969. In their 
studyy approximately 45% of patients with idiopathic urticaria only still 
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hadd complaints after 1 year. In our study group 61.5% of the patients 
withh idiopathic urticaria only still had complaints. Champion et al found 
thatt for patients with idiopathic angioedema only and for patients with 
idiopathicc urticaria and angioedema, about 55% and 70%, respectively, 
stilll had symptoms after 1 year. We found this in 80% and 40.5%, of our 
patientss with idiopathic angioedema only and patients with idiopathic 
urticariaa and angioedema, respectively. We could not confirm that 
patientss with idiopathic urticaria and angioedema had the worst 
prognosis.. In our study physical urticaria was the worst prognostic 
factor;; 84% of the patients still had complaints after one year. 

Inn many of the previously published studies the percentages of identified 
causess are smaller than in our study.2'4 In particular, the number of 
physicall urticaria cases is high, probably because efforts were made to 
detectt them with detailed questions and provocation tests. Physical 
urticariaa was found in 12% to 57% in different studies in the literature 
fromm 1937 to 1985, including 120 to 500 patients, depending on the care 
center.22 2 

Inn 3.6% of the patients the urticaria was caused by medication and not 
byy the internal disease or infection for which the drugs were prescribed. 
Onee patient had a mesothelioma, but his angioedema was not related to 
hiss malignancy and cleared after discontinuing medication.23 In another 
patientt with severe rheumatoid arthritis, methotrexate induced the 
urticaria.. In some patients exacerbation occurred during viral infections. 
Thiss was often related to the use of analgesic drugs. 
Ann elimination diet followed by reintroduction of the food was helpful in a 
feww patients motivated to find a cause, but the frequency of food 
reactionn was very low. During the follow-up period all found infections 
(parasitee infections, vaginitis, or cystitis) were treated, and only in four 
patientss with a parasite infection was there a probable relation with 
urticariaa factitia. 

Inn conclusion, spontaneous remission occurs in approximately 47% of 
thee patients with chronic idiopathic urticaria and/or angioedema within 
onee year after referral. Only 16% of the patients with physical urticaria 
w e r ee f ree of symptoms after 1 year. In patients referred to a tertiary care 
centerr for chronic urticaria, the prognosis is reasonable. This is an other 
argumentt for adopting an attitude of waiting regarding extensive 
laboratoryy screening. 
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