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

UvA-DARE (Digital Academic Repository)

Clinical and patient reported outcomes in vitiligo

Linthorst Homan, M.W.

Publication date
2012

Link to publication

Citation for published version (APA):
Linthorst Homan, M. W. (2012). Clinical and patient reported outcomes in vitiligo. [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/clinical-and-patient-reported-outcomes-in-vitiligo(e9ba46c6-285f-43b1-a1f2-c981138dd6df).html


M.W. Linthorst Homan  
M.A.G. Sprangers  

J. de Korte  
J.D. Bos 

J.P.W. van der Veen

A short version of this chapter is published as a letter to the editor in: 
arch Dermatol. 2008; 144(8): 1062-4

characteristics of 
patients with universal 

vitiliGo and health-
related quality of life6



summarY
Background: Little is known about universal vitiligo, a rare type of vitiligo in which 
more than 80% of the skin is depigmented.

Objective: To describe characteristics and health related quality of life (HRQL) of 
patients with universal vitiligo and to compare these with the characteristics and 
HRQL of patients with generalized vitiligo. 

Methods: Eligible patients were mailed questionnaires on socio-demographic 
and clinical characteristics and generic and dermatology specific HRQL. The 
results were compared with those of a matched comparison group of patients with 
generalized vitiligo.

Results: A total of 55 patients with universal vitiligo completed the questionnaires. 
In them, the number of family members with vitiligo and the prevalence of 
reported co-morbidities were significantly higher than in patients with generalized 
vitiligo. Rheumatoid arthritis and alopecia areata were reported in 15% and 7% 
respectively (universal vitiligo) versus 3% and 0% (generalized vitiligo). 
Patients with universal vitiligo reported poorer physical HRQL on the SF-36 
compared to patients with generalized vitiligo. There was no significant difference in 
dermatology specific HRQL between patients with universal and generalized vitiligo.
Conclusions: Universal vitiligo is characterized by an extreme clinical presentation 
with (sub) total depigmentation, a strong familial expression of the disease and 
high prevalence of co-morbidity, such as thyroid dysfunction and rheumatoid 
arthritis. Surprisingly, HRQL is comparable to what is found in general vitiligo 
except for poorer functioning in daily life and physical HRQL, which probably 
reflects co-morbidity. 
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introduCtion
Vitiligo is a chronic skin disease affecting approximately 1% of the world population. 
The most common type is generalized vitiligo,1 in which depigmented scattered 
macules may occur over the entire body in a symmetrical distribution pattern. In 
some patients, depigmentation spreads over more than 80% of the whole body. 
This type of vitiligo is known as universal vitiligo.2 

Little is known about universal vitiligo. We do not know whether patient 
characteristics differ from those in the more common types of vitiligo. Moreover, 
nothing is known about health-related quality of life (HRQL) in these patients. 
As patients with universal vitiligo are nearly completely depigmented, they may 
judge their appearance more favourably as compared to patients with generalized 
vitiligo, in whom scattered white maculae, often located on exposed areas such 
as the face and hands, appear to be more noticeable. But since the body surface 
area is (sub) totally depigmented, sunburn could be a bigger problem in patients 
with universal vitiligo.

The aims of this study to describe characteristics and HRQL of patients with 
universal vitiligo and to compare these with the characteristics and HRQL of 
patients with generalized vitiligo. 

metHods

Patients 
Study population: Universal vitiligo
The inclusion criteria for participation in the study were: (i) having universal vitiligo, 
diagnosed at the Netherlands Institute of Pigment Disorders (NIPD) between 1994 
(the year of the opening of the institute) and 2006; (ii) age 18 years or older at 
the time of completing the questionnaires; (iii) ability to read and understand the 
Dutch language of the questionnaires. Eligible patients were mailed a package, 
containing information about the study, an informed consent form, a questionnaire 
booklet with a questionnaire on patient characteristics, and 2 quality of life 
questionnaires and a stamped return envelope. 

Patients were asked to sign the informed consent form and to return this with 
the completed questionnaires. In case a patient did not respond, the patient was 
reminded by phone with a maximum of 3 follow-up calls. Patients who did not 
want to participate in the study were asked to return a short form asking about the 
reason for declining study participation.

Comparison group: Generalized vitiligo
A cohort of 245 adult patients (18 years or older) with generalized vitiligo, referred 
to the NIPD from January to December 2006, served as a comparison group. Each 
patient with universal vitiligo was matched for age and sex with 2 patients of the 
comparison group.
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Measures
Patient characteristics
Sociodemographic and clinical patient characteristics were collected with a 
questionnaire. The sociodemographic data included age and sex. The clinical 
data comprised age at onset of the vitiligo, treatment history, comorbidity, family 
history, symptoms, and skin type.3

Health-related quality of life (HRQL)
Generic Quality of life: the Medical Outcomes Study 36-item Short-Form General 
Health Survey (SF-36). This widely used questionnaire consists of 36 items forming 
eight domains or scales: physical functioning; social functioning; role physical 
(limitations in usual role activities due to physical problems); role emotional 
(limitations in usual role activities due to emotional problems); bodily pain; mental 
health; vitality; and general health perceptions.4 We used the validated Dutch 
translation of the SF-36.5 The questions refer to the previous 4 weeks. A score from 
0 to 100 is calculated for each scale, with higher scores indicating better quality of 
life. Two summary scores can be calculated; the Physical Component Summary (PCS) 
and the Mental Component Summary (MCS), by adding weighted combinations of 
the eight scales. The summary scores are converted to standardized T scores that 
have a mean of 50 and a standard deviation (SD) of 10. A summary score of 50 (SD 
10) reflects an average quality of life of the general population. 

Dermatology-specific quality of life: Skindex-29. This questionnaire consists 
of 29 items forming three scales: symptoms (e.g. itch, pain and irritation), emotions 
(e.g. worries, shame, embarrassment, frustration and depression), and functioning 
(e.g. sleep, social life, social isolation, sexuality, work and hobbies). The questions 
refer to the previous week; scores are given on a 5-point scale, from ‘never’ to ‘all 
the time’. Scale scores and a sum score are calculated on a 100-point scale, with 
lower scores indicating better quality of life.6 

Statistical analysis
To detect a priori differences between respondents and non-respondents, age and 
sex were compared using a χ²-test and a t-test, respectively. The characteristics of 
patients with universal vitiligo were compared with those of generalized vitiligo, 
using a t-test or χ²-tests. The means of the scale scores and the summary scores 
of the SF-36 and the Skindex-29 of patients with universal vitiligo were compared 
with those of patients with generalized vitiligo, using t-tests. Effect sizes were 
calculated.7 An effect size of 0.3 can be considered as clinically important.8 The 
level of significance was set at P<0.05. All statistical analyses were carried out 
using SPSS version 12.01 for Windows.
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results

Patient characteristics 
A total of 65 patients were eligible for this study. Six patients did not want to 
participate in the study, and 4 patients did not respond. The 55 patients included in 
this study (response rate: 85%) ranged from 22 to 77 years (median age: 52 years). 
The respondents and non-respondents did not differ significantly with respect to 
age and sex. Patient characteristics and P values are presented in Table 1.

Comparison to patients with generalized vitiligo
Almost half of the patients with universal vitiligo already had vitiligo before the age 
of 15 years, while in the majority of patients with generalized vitiligo the disease 
started from the age of 31 years (P<0.05). Patients with universal vitiligo reported 
significantly more comorbidities than the patients with generalized vitiligo 

Table 1. Patient characteristics

Universal 
vitiligo

N=55 %

General 
Vitiligo

N=110 % P-value¹

Gender Male
Female

13 
42

24
76

36
74

33
67 0.31

Age Median
SD

51.7
12.8

50.9
11.6 0.57

Age at onset
0-15 years
16-30 year
31> years

26
17
12

47
31
22

7
18
85

6
16
77

0.01

Treatment 
history Treated patients

Untreated patients
38
17

69
31

54
56

49
51 0.02

Co-morbidity With
Without 

37
18

67
33

27
83

25
76 0.01

Common  
co-morbidities

Thyroid disease
Reumatoid artritis
Diabetes Mellitus 
Alopecia areata

11
8
4
4

20
15
7
7

12
3
3
0

11
3
3
0

0.17
0.01
0.33
0.02

Vitiligo in the 
familiy

Yes
(Of which universal vitiligo)

No 

26
(13) 
29

47
(24)
53

38

72

35

66
0.05

Symptoms

Patients with symptoms
 - Itch

 - Sunburn
 - Itch and sunburn

Patients without symptoms

3
21
8

23

6
38
15
42

10
50
15
35

9
46
14
32

0.84
0.54
1.00
0.27

Skintype I-III
IV-VI

41
14

75
26

85
25

77
23 0.85

¹ Significance level: P<0.05
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(P<0.05). The most frequently mentioned comorbidities were thyroid dysfunction, 
rheumatoid arthritis, diabetes mellitus and alopecia areata. Patients with universal 
vitiligo seemed to experience rheumatoid arthritis more often (15%) than patients 
with generalized vitiligo (3%, P<0.05). Furthermore, alopecia areata was reported 
in 4 patients with universal vitiligo, whereas none of the patients with generalized 
vitiligo reported this comorbidity (P<0.05). Patients with universal vitiligo reported 
to have more family members (47%) with vitiligo than patients with generalized 
vitiligo (35%, P<0.05). Of the family members of patients with universal vitiligo, 
24% also had universal vitiligo. 

Generic and dermatology-specific HRQL
Table 2 shows the results of HRQL outcomes. Statistically significant differences 
were seen in the Physical Functioning, Bodily Pain, General Health domains and 
in the Physical Component Summary of the SF-36 with a poorer physical HRQL in 
patients with universal vitiligo. Scores on the Functioning scale of the Skindex-
29 were significantly higher in patients with universal vitiligo, indicating more 
functional impairment in these patients compared with patients with generalized 
vitiligo (P<0.05). The effect sizes of these statistically significant results can be 
considered clinically important.

disCussion
To our knowledge, this is the first study focusing on patient characteristics and 
HRQL of patients with universal vitiligo. According to the literature, the prevalence 
of universal vitiligo within the whole population of vitiligo patients ranges from 
0-5%-9.0%.9-12 In our institute (NIPD), approximately 1% of the newly referred 
vitiligo patients are diagnosed with universal vitiligo. This percentage is based on 
our annual reports.

A family history of vitiligo was reported in a relatively high percentage of the 
patients with universal vitiligo (47%). In our control group of patients with generalized 
vitiligo the percentage was 35%, which is in close agreement with several other 
studies in vitiligo,11;13;14 while other studies report even lower percentages.9;15;16 A 
recent study on multiple affected family members in generalized vitiligo showed 
that familial vitiligo is characterized by higher frequencies of autoimmune thyroid 
disease, rheumatoid arthritis and other autoimmune diseases.17 

Although we did not find higher frequencies of autoimmune disease in 
patients with a family history of vitiligo, we did find a difference in comorbidity in 
the two clinical subtypes of vitiligo: more patients with universal vitiligo reported 
to have rheumatoid arthritis and alopecia areata, in comparison to patients with 
generalized vitiligo. In our group of patients with generalized vitiligo, the presence 
of concurrent rheumatoid arthritis is in agreement with data from the literature.17 
The literature shows a high variability in the prevalence alopecia areata associated 
with generalized vitiligo, ranging from 0.3%-16%.10;18-22 In our study, none of the 
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patients with generalized vitiligo reported to have alopecia areata. The high 
prevalence of both rheumatoid arthritis and alopecia areata in universal vitiligo is 
a new finding. 

In 47% of the patients with universal vitiligo depigmentation started before the 
age of 15. This is in agreement with a Dutch epidemiological study involving 1061 
patients with generalized vitiligo.14 However, in our comparison group of patients 
with generalized vitiligo, first signs of the disease started in the majority of patients 
from the age of 31 years. We have to take into account that the comparison group 
consists of merely adult new referrals, leading to a selection bias in favour of ‘late-
onset’ vitiligo.

As patients with universal vitiligo are often completely depigmented, sunburn 
could be a big problem. However, patients with universal vitiligo did not report 
to have more symptoms of sunburn than patients with general vitiligo. This might 
be due to the fact that most of our patients with universal vitiligo were treated 
with bleaching agents to reduce cosmetically disturbing remnants of normal 

Table 2. Health related quality of life

SF-36¹ 

Universal 
vitiligo 

Mean (SD)

Generalized 
vitiligo

Mean (SD) P-value² Effect size³

Physical functioning 80.2 (24.0) 87.9 (20.0) 0.03 0.35

Role physical 74.6 (38.3) 84.8 (29.1) 0.06 0.30

Bodily pain 70.3 (27.7) 81.5 (24.1) 0.01 0.43

General health 64.4 (23.3) 71.3 (19.8) 0.05 0.32

Vitality 61.0 (22.1) 67.0 (18.8) 0.07 0.29

Social functioning 77.1 (26.4) 84.3 (21.8) 0.06 0.30

Role emotional 78.8 (39.2) 84.3 (31.1) 0.33 0.16

Mental health 71.4 (19.4) 75.4 (16.8) 0.17 0.22

Physical Component 
Summary Score (PCS) 48.0 (11.6) 52.4 (9.9) 0.01 0.40

Mental Component 
Summary Score (MCS) 46.7 (11.5) 48.5 (10.0) 0.29 0.17

Skindex-294

Emotions 31.0 (28.2) 34.4 (21.1) 0.39 0.14

Functioning 22.5 (26.2) 15.2 (18.7) 0.04 0.32

Symptoms 19.3 (20.2) 14.3 (13.6) 0.06 0.29

Sum score 24.7 (22.3) 21.7 (15.5) 0.32 0.16

¹ sf-36: higher scores indicate better hRql
² significance level: P<0.05 
³ effect size of 0.20, 0.50, and 0.80 were considered to be small, moderate and large 
respectively
4skindex-29: lower scores indicate better hRql
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pigmentation in the face. We always instruct these patients to avoid sun exposure 
in order to prevent repigmentation.

In general, patients with universal vitiligo reported poorer physical HRQL on the 
SF-36 as compared to patients with generalized vitiligo. This might be due to the 
higher amount of reported comorbidities. Measurement with the dermatology-
specific Skindex-29 revealed that patients with universal vitiligo reported more 
impairment in the Functioning scale compared to patients with generalized vitiligo. 
Both universal and generalized vitiligo patients reported emotional problems. The 
severity of these emotional problems was comparable to what has been found in 
patients with other skin diseases such as psoriasis,6;23;24 chronic hand dermatitis25 
and acne.26;27 

CONCLUSIONS
Our results suggest that universal vitiligo represents the high end of the spectrum 
in generalized vitiligo. This is represented by an extreme clinical presentation 
with (sub) total depigmentation, a strong familial expression of the disease and 
high prevalence of comorbidity, such as thyroid dysfunction, rheumatoid arthritis 
and alopecia areata. HRQL is comparable to what is found in generalized vitiligo 
except for poorer functioning in daily life and physical HRQL, which probably 
reflects comorbidity. 
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