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Guideliness for treatment of vitilig o 

ABSTRACT T 

Objective:: To develop and introduce evidence-based guidelines for the treatment of vitilig o 

inn children and in adults 

Patientss and Setting: 

Patients,, residents and dermatologists from the Department of Dermatology, 

Academicc Medical Center, University of Amsterdam and the Netherlands 

Institutee for Pigmentary Disorders in Amsterdam. 

Design:: Scientific evidence obtained from 3 systematic reviews of the literature was 

combinedd with the results of 2 questionnaires and interviews of potential users 

off  the guidelines, 3 internal expert meetings and 1 local expert meeting during 

whichh preliminary guidelines were presented and commented on. A final version 

off  the guidelines was synthesized and disseminated among potential users. Six 

monthss after the introduction of these guidelines, their use was evaluated. 

Results:: Before the development of the guidelines there was no uniformity in treatment 

selectionn and there was variability in estimates of treatment outcome. The meta-

analysiss showed that treatment with class 3 ("potent") corticosteroids and 

narrowbandd UV-B were the most effective and safest therapies for localized and 

forr generalized vitiligo, respectively. From another systematic review it was 

concludedd that patients with segmental, stable or lip-tip vitilig o could be 

successfullyy treated with most autologous transplantation methods. For vitilig o 

universalis,, results of the systematic review showed that depigmentation using 

monobenzyletherr of hydroquinone or Q-switched ruby laser was equally effective. 

Thee final version of the guidelines consisted of a treatment scheme together 

withh detailed treatment protocols. Implementation of the guidelines was evaluated 

inn 5 physicians. After the introduction of these guidelines, they were followed in 

mostt adult cases with vitilig o (71% of patients with localized vitiligo, 82% with 

generalizedd vitiligo, 100% with stable or segmental vitiligo and 80% with universal 

vitiligo) .. In children with vitiligo, the physicians adhered to the guidelines for 

52%% of the cases. 

Conclusion:: Guidelines for the treatment of vitilig o can be successfully developed and 

disseminatedd for daily clinical practice. The results of the implementation of 

thesee guidelines should be confirmed in other centers involving more clinicians. 

128 8 



CHAPTERR 3.4 

INTRODUCTION N 

Vitilig oo is a common idiopathic pigmentary skin disorder for which there is no definite 

curee available. Treatment in vitilig o aims to achieve repigmentation in the lesions and to 

stabilizee the depigmenting process. Repigmentation leads to an improvement of the 

cosmeticc appearance and of the skin tolerance for sunburnsl . Each year, many articles 

aree published about the effectiveness and safety of various different repigmentation 

therapies.. Because of the increasing clinical knowledge and literature it is essential to 

createe strategies that may facilitate therapeutic decision making. 

Theree is a growing interest in the use of clinical guidelines for the practice of medicine. 

Guideliness contain systematically developed statements that assist the clinician in choosing 

thee most appropriate therapy for a specific condition. Guidelines are regarded as tools to 

reducee inappropriate care, control geographic variations in practice patterns and make 

thee use of health care resources more effective2 4. Several guidelines and review articles 

havee been published on categories of patients with vitilig o that should receive therapy 

and,, if so, which treatment should be applied 5 8. Unfortunately, many of these 

recommendationss were based on personal preferences. Some were the product of informal 

orr formal institutional consensus meetings, which were at best supported by a limited 

numberr of references to the scientific literature3. Personal and institutional experience 

cann be misleading since the numbers of observations is usually small and there are no 

controls.. Furthermore, decisions about intervention made by patients and physicians are 

farr from random; follow-up is usually limited, incomplete and short-term, and memory 

cann be highly selective. Consequently, there is a wide variation in the therapeutic histories 

off  comparable patients 9. 

Sincee the early 1980s, more evidence-based guidelines are being developed. Evidence-

basedd guidelines link recommendations directly to scientific evidence of effectiveness. Rules 

off  evidence are emphasized over expert opinion in making recommendations10~12. Within 

thiss movement, the explicit method specifies the benefits, harms and costs of potential 

interventionss to derive explicit estimates of the probability of each outcome and compares 

thee desirability of the outcomes from the patient's perspective. This approach enhances 

thee accuracy and diminishes the subjectivity of treatment recommendations. When sufficient 

scientificc proof is lacking, estimates may also be generated by expert opinion, provided 

thatt the source of the estimate is adequately documented13. 

Manyy skin diseases, such as vitiligo, are chronic in nature and have an unknown cause. 
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Therefore,, the choice for treatment varies with certain patient and disease characteristics. 

Recentt clinical evidence has shown that many traditional vitilig o treatments are ineffective, 

harmful,, or have been replaced by more effective and less toxic therapeutic modalities. A 

moree systematic approach using practice guidelines can be valuable in the treatment of 

vitiligo ,, since it incorporates new information into existing strategies of therapeutic 

decisionn making. 

Inn this article, we describe the development and implementation of evidence-based 

guideliness for the treatment of vitilig o at the Netherlands Institute for Pigmentary 

Disorderss (NIPD) and the Department of Dermatology, Academic Medical Center, 

Amsterdam,, the Netherlands. 

METHODS S 

Att the start of the project, a guideline-development group was composed, consisting of 

11 main investigator (M.D.N.), 2 staff members of the Department of Dermatology (WW. 

andd J.D.B.), a clinical epidemiologist (P.M.M.B.), a clinical librarian (H.D.), and an external 

expertt on pigmentary disorders who did not work at either of the 2 institutions (S.P.). 

Ann evaluation was made of the existing strategies for the treatment of vitilig o using a 

questionnairee and a structured interview. A meta-analysis of the literature was performed 

concerningg the most currently studied and applied nonsurgical repigmentation therapies, 

andd the most current autologous transplantation methods and depigmentation therapies. 

Duringg a first internal meeting, the results of the evaluation of initial status and the 

resultss of the literature studies were presented. A draft of the guidelines was discussed. 

Subsequendy,, preliminary guidelines were developed and discussed in a second internal 

meeting.. At a final expert meeting the preliminary guidelines were revised. After its 

acceptance,, the final version of the guidelines was disseminated. Their use was evaluated 

66 months after the introduction. 
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RESULTS S 

EVALUATIONN OF TREATMENT POLICY BEFORE THE DEVELOPMENT OF THE 
GUIDELINES S 

Thee NIPD is a specialized national outpatient clinic for patients with pigmentary skin 

diseases.. In 1997, 1951 new patients were seen at this institute. Of these, 8.3% (162/ 

1951)) were patients from the city of Amsterdam and its surrounding areas, and 91.7% 

(1789/1951)) came from outside this region. Seven hundred forty-one patients with vitilig o 

weree diagnosed in 1997 (38% of all diagnoses). In 1997, 5751 new patients visited the 

outpatientt clinic of the Department of Dermatology of the Academic Medical Center 

off  the University of Amsterdam. Patients came from the city of Amsterdam and its 

surroundingg areas (65%; [3738/5751]) as well as from outside this region (35% [2013/ 

5751]).. In 1997,43 patients (0.7% of all diagnoses) were diagnosed as having vitiligo, of 

whichh 90%) were referred to the NIPD. At the beginning of the study in September 

1997,, the NIPD consisted of 1 dermatologist and 2 residents. The Department of 

Dermatologyy comprised 9 dermatologists and 12 residents. 

Too detect variations in current treatment policy and disagreements in estimates of 

treatmentt outcome and adverse effects, an evaluation was made of the existing strategies 

forr the treatment of vitiligo. The evaluation consisted of a questionnaire and a structured 

interview.. An inventory was made of the therapy choices and regimens for the treatment 

off  vitilig o using a questionnaire. Al l physicians were asked for their definition of a 

successfull  event in vitilig o therapy. Subsequently, all participants were interviewed by 

onee of the investigators (M.D.N.) and asked to comment on their own therapy selection. 

Forr each therapeutic option, their opinion was solicited regarding the expected percentage 

off  patients achieving a successful event and the expected rates of adverse effects. 

Off  the 23 questionnaires sent, 14 were filled in and returned. Nine physicians (all from 

thee Department of Dermatology) reported that they had too littl e experience with the 

treatmentt of vitiligo, since they had treated no more than 5 patients with vitilig o over the 

pastt year. These physicians did not complete the questionnaire. 

Thee first-choice therapies of the remaining 14 respondents are listed in Table 1. The 

resultss show that the respondents were not unanimous in their selection of a first-choice 

therapy.. For children younger than 12 years, topical corticosteroid therapy was chosen by 

79%% (11 /14) of the respondents for localized vitiligo, 79% (11/14) for generalized vitiligo, 

andd 86% (12/14) for stable vitiligo. In children with generalized vitiligo, phototherapeutic 
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Tablee 1: Evaluation of first-choice therapies * 

Clinicall  Type of Vitilig o No.. (%}  of Patients 

Childrenn < 12 years Adults s 

Localize dd ( < 2 % depigmentation ) 

Topica ll  corticosteroid s 11 (79) 

Autologou ss transplantatio n 0 

Noo therap y 3 (21) 

Generalize dd ( > 2 % depigmentation ) 

Topica ll  corticosteroid s 

Narrowban dd UV-B 

Orall  psoralen-UV- A 

Noo therap y 

Stabl e e 

Autologou ss transplantatio n 

Narrowban dd UV-B 

Topica ll  corticosteroid s 

Noo therap y 

Lip-Ti p p 

Topica ll  corticosteroid s 

Autologou ss transplantatio n 

Noo therap y 

Therapy-resistan tt  ana/or vitilig o universali s ( > 8 0 % depigmentation ) 

Depigmentatio nn therap y 1 (7) 

Orall  psoralen-UV- A 0 

Noo therap y 13 (93) 

11 1 
2 2 
1 1 
0 0 

0 0 
0 0 

12 2 
2 2 

3 3 
0 0 

11 1 

(79) ) 
(14) ) 

(7) ) 

(86) ) 

(14) ) 

(21) ) 

(79) ) 

9 9 
4 4 
1 1 

10 0 
2 2 
1 1 
1 1 

10 0 
2 2 
2 2 
0 0 

11 1 
2 2 
1 1 

9 9 
5 5 
0 0 

(64) ) 

(29) ) 

(7) ) 

(71) ) 
(14) ) 

(7) ) 
(7) ) 

(71) ) 
(14) ) 

(14) ) 

(79) ) 

(14) ) 

(7) ) 

(64) ) 

(36) ) 

**  Results are based on 14 returned questionnaires 

modalities,, such as narrowband UV-B and oral psoralen and UV-A (PUVA) were 

prescribedd by 14% (2/14) and 7% (1/14) of the respondents, respectively. Children with 

lip-ti pp vitilig o or universal vitilig o were not given any therapy by 79% (11/14) and 93% 

(13/14)) of the physicians, respectively. Autologous transplantation methods were not 

chosenn as first-choice therapy for children by any of the respondents. 

Forr adults, topical corticosteroid therapy was prescribed by 64% (9/14) of the physicians 

forr localized vitiligo, 71% (10/14) for generalized vitilig o and 79% (11/14) for lip-tip 
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vitiligo.. In patients with generaleed vitiligo, other treatment choices were narrowband 
UV-BB therapy (14% [12/14]) and oral PUVA (7% [1/14]). In patients with stable vitiligo, 
mostt respondents (71% [10/14]) recommended autologous transplantation as the first-
choicee therapy. There was also no consensus regarding the therapy for patients with 
universall  vitiligo; 64% (9/14) would offer depigmentation therapy, whereas 36% (5/14) 
wouldd prescribe repigmentation therapy with oral PUVA. 

Duringg the interviews it appeared that most respondents (12 of 14) regarded "more 
thann 75% repigmentation" as a cosmetically acceptable level of repigmentation. Therefore 
thiss was defined as a successful event of vitiligo therapy. Table 2 shows that physicians 
workingg at the NIPD are generally more optimistic towards treatment outcome than 
thosee working at the Department of Dermatology. The expected rates of adverse effects 
weree more or less consistent among the respondents (results not shown). Many 
respondentss questioned whether therapy-induced repigmentations were permanent. They 
didd not agree on the maximum recommended dosage for phototherapies, in view of the 
long-termm carcinogenic risks. 

Tablee 2. Mean estimated percentages of patients with vitiligo who achieved repigmentation greater than 
75%% induced by first-choice therapies * 

First-Choic ee Therap y 

Topica ll  corticosteroid s 

Orall  psoralen-UV- A 

Narrowban dd UV-B 

Minigroftin g g 

Deptt  of Dermatolog y ( n = 1 2 ) 

15 5 

30 0 

30 0 

30 0 

Meann Succes s Rotes , % 

Nll  PD ( n = 2 ) Meta-Analysis "  Systemati c Review 15 

555 56 

500 51 

655 63 

800 68 

**  Dept of Dermatology indicates, the Department of Dermatology, Academic Medical Center, University 
off  Amsterdam, the Netherlands; NIPD, Netherlands Institute for Pigmentary Disorders, Amsterdam, 
thee Netherlands 

SYSTEMATICC REVIEWS OF THE LITERATURE 
Wee have performed a meta-analysis and a systematic review of the available literature 

(lastt update December 1997) on the most applied forms of non-surgical repigmentation 

therapyy and autologous transplantation methods respectively, with regard to both 

effectivenesss and safety. The methods and results of these studies have been reported 

elsewhere14~15.. In addition, a systematic review was performed on the effectiveness and 
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safetyy on depigmentation therapies for vitilig o (unpublished study, M.D., WW, J.D.B., 

P.M.M.B.,, 1997). Data sources consisted of computerized searches of bibliographic 

databasess (using MEDLIN E [National Library of Medicine, Bethesda, Maryland] and 

EMBASEE [Elsevier Science BV, Amsterdam]), a complementary manual literature search 

andd contacts with researchers and pharmaceutical firms. Predefined selection criteria 

weree applied to both randomized controlled trials (RCTs) as well as nonrandomized 

controlledd trials. Two investigators (M.D.N. and WW) independently assessed the articles 

forr inclusion. When there was a disagreement, a third investigator (P.M.M.B.) was 

consulted.. A preliminary search revealed that only a minor number of RCTs were 

performedd on vitilig o therapies. Therefore, analysis was also performed on the available 

patientt series. Because comparative or placebo-controlled trials can contain a description 

off  at least 2 patient series, the total number of patient series could exceed the total 

numberr of studies included. 

A.A. Meta-analysis of nonsurgical repigmentation therapies 

Sixty-threee studies were found on therapies for localized vitiligo. Of these, 10 of 11 

RCTss and 29 of 110 patient series were included. One hundred seventeen studies on 

therapiess for generalized vitilig o were found. Of these 10 of 22 RCTs and 46 of 231 

patientt series were included. Most studies were excluded because they described 

combinationn therapies or an obsolete drug or dosage scheme and because there were 

inadequatee or insufficient data on effectiveness. 

Amongg RCTs on localized vitiligo, the pooled OR vs placebo for treatment with topical 

classs 3 corticosteroids was 14.32 (95% confidence interval [CI] , 2.45 to 83.72). In the 

patientt series, therapies with topical class 3 corticosteroids and class 4 corticosteroids 

hadd the highest mean success rates (56%; [95% CI, 50% to 62%] and 55% [95% CI, 49% 

too 61%] respectively). Topical methoxsalen had the highest proportion of patients 

developingg phototoxic reactions (58%; 95% CI, 51% to 65%), followed by trioxsalen 

(39%;; 95% CI, 23% to 56%) and unsubstituted psoralen (25%; 95% CI, 12% to 38%). 

Atrophyy was the most common adverse effect for local corticosteroid therapy, occurring 

mostt commonly in patients receiving treatment with intralesional corticosteroids (33%; 

95%% CI, 22% to 43%) followed by patients treated with class 4 corticosteroids (14%; 

95%% CI, 10% to 18%) and class 3 corticosteroids (2%; 95% CI, 1% to 5%). 

Inn the RCTs on generalized vitiligo, the OR vs placebo for treatment with oral methoxsalen 

andd sunlight was 23.37 (95% CI, 1.33 to 409.93), for treatment with oral unsubstituted 

psoralenn and sunlight it was 19.87 (95% CI, 2.37 to 166.32) and for treatment with oral 
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trioxsalenn and sunlight the pooled OR was 3.75 (95% CI, 1.24 to 11.29). In the series, the 

bestt mean success rates were reported for narrowband UV-B (63%; 95% CI, 50% to 76%), 

broadbandd UV-B (57%; 95% CI, 29% to 82%) and oral methoxsalen and UV-A (51%; 

95%% CI, 46% to 56%) therapies. Treatment with oral methoxsalen and UV-A was associated 

withh the highest rates of adverse effects including nausea and vomiting in 29% (95% CI, 

24%% to 35%) and phototoxic reactions in 25% (95% CI, 20% to 30%) of the cases. No 

adversee effects were reported with narrowband or broadband UV-B therapy. 

Thee results of this study allowed us to conclude that treatment with class 3 

corticosteroidss and UV-B therapy were the most effective and safest therapies for localized 

andd for generalized vitiligo, respectively. 

B.B. Systematic review of autologous transplantation methods 

Sixty-threee studies were found, of which 16 reported on minigrafting, 13 on split-

thicknesss skin grafting, 15 on grafting of epidermal blisters, 17 on grafting of cultured 

melanocytess and 2 on grafting of noncultured epidermal suspension. Of these, 39 patient 

seriess were included in our analysis. Autologous transplantation methods were performed 

inn cases of stable and segmental vitiligo. Patients with lesions on sites that did not respond 

too non-surgical therapies, such as lips, hands, feet, fingers (so-called "lip-ti p vitiligo") , 

andd genital areas, were also treated with these methods. 

Thee highest mean success rates were achieved with split-thickness skin (87%; 95% CI, 

82%oo to 91%) and epidermal blister (87%; 95% CI, 83% to 90%) grafting. The average 

successs rate for 5 culturing techniques varied from 13% to 53%. However, for 4 of the 

55 culturing methods, fewer than 20 patients were reported. Minigrafting had the highest 

ratee of adverse effects. Scar formation of the donor site occurred in 40% of the cases 

(95%% CI, 34% to 47%) and cobblestoning appearance of the grafts at the acceptor site 

wass seen in 27% of the cases (95% CI, 21%) to 33%). Nevertheless, minigrafting was 

shownn to be the easiest, fastest, and least expensive method. 

Becausee no comparative controlled trials were included, the treatment recommendations 

forr transplantation should be viewed with caution. Split-thickness skin or epidermal 

blisterr grafting can be recommended as the most effective and safest techniques. No 

definitee conclusions can be drawn with regards to the effectiveness of culturing techniques, 

sincee only a small number of patients have been studied. The choice of transplantation 

methodd also depends on disease characteristics as well as on the availability of specialized 

personnell  and equipment. 
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C.C. Systematic review of depigmentation therapies for vitiligo universalis 

Twoo studies were found on the use of monobenzone (or monobenzylether of 

hydroquinone).. One was a case report and had to be excluded. The second was an open 

retrospectivee study on 18 patients16. One patient dropped out of this study. Eight of the 

remainingg 17 patients (47%; 95% CI, 23% to 72%) who treated with monobenzone 

achievedd 100% depigmentation. 

Onlyy 1 study was found on depigmentation therapy using the Q-switched ruby (QSR) 

laser17.. In 3 (38%; 95% CI, 9% to 76%) of 8 patients who received treatment with QSR 

laser,, 100% depigmentation was observed. 

Burning,, erythema, contact dermatitis and pruritus occurred most commonly in patients 

treatedd with depigmenting cream. Patients who were treated with laser therapy experienced 

painn in 50% of the cases and erythema in all cases. These adverse effects disappeared 

afterr 2 or 3 days. 

Treatmentt recommendations regarding the most effective and safest depigmenting 

therapyy for vitilig o universalis can only be made with caution, since only 1 study has 

beenn found for the 2 different modalities. For now, no large differences in the levels of 

effectivenesss can be inferred from the 2 trials included in the analysis. One may prefer 

thee use of a cream over laser therapy since cream is less expensive and easier to apply. A 

majorr disadvantage however, is that bleaching with cream may take months or years to 

resultt in evident signs of depigmentation. In contrast, laser therapy is faster, and it is 

possiblee to treat larger areas of residual pigment at once, but one must keep in mind that 

patientss with a negative Koebner phenomenon wil l not respond to laser therapy. 

THEE DEVELOPMENT OF PRELIMINARY GUIDELINES 
Ninee dermatologists and 12 residents from the Department of Dermatology and 1 

dermatologistt and 1 resident from the NIPD and a clinical epidemiologist participated 

inn the first internal meeting. During this meeting, the results of the questionnaires, 

interviewss and literature studies were presented and discussed. 

Basedd on the results of the questionnaire, the literature studies and the first internal 

meeting,, preliminary guidelines for the treatment of vitilig o were synthesized. These 

guideliness were distributed by internal mail to all potential users (staff dermatologists 

andd residents of both target institutions). 

Inn the second internal meeting, which was attended by the same personnel as the first, 

participantss gave their comments on the preliminary guidelines. At the same time, a draft 

off  the preliminary guidelines was mailed to the external expert for critical review. 
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THEE FINAL VERSION OF THE GUIDELINES 
Commentss from the staff members and the residents of both institutions and comments 

fromm the external expert were incorporated in a new draft of the guidelines. 

Thee final version was then synthesized in the form of a treatment scheme (Table 3). 

Tablee 3. Treatment scheme for vitiligo 

Clinica ll  Type of Vitilig o First-Choic ee Therap y * Alternativ ee Therapie s * 

Childre nn < 12 yrs Al l 

Adults Adults Localize dd ( < 2 % depigmentation ) 

Generalize dd ( > 2%) 

Segmenta ll  or stabl e 

Lip-Ti p p 

Therapy-resistan tt  and/o rr  generalize d 

( >> 8 0 % depigmentation ) 

Classs 3 corticosteroid s (and UV-A); 

course ,, 6-9 mo 

(agedd < 6 yrs , no UV-A) 

Closss 3 corticosteroid s (and UV-A); 

course ,, 6-9 mo 

Locall  UV-B (311 nm) ; 

course ,, 6-12 mo 

Topica ll  psoralen-UV-A ; course , 6-12 mo 

Locall  UV-B (311 nm) ; 

course ,, 6-12 mo 

Topica ll  psoralen-UV-A ; course , 6-12 mo 

UV-BB (311 nm) ; course , 6-24 mo Oral psoralen-UV-A ; course , 6-24 mo 

Autologou ss transplantatio n 

(unti ll  100% repigmentotion ) 

Autologou ss transplantatio n 

(unti ll  100% repigmentotion ) 

Depigmentatio nn wit h bleachin g 

cremee and/o r laser 

(unh' ll  100% depigmentation ) 

Classs 3 corticosteroid s (ond UV-A); 

course ,, 6-9 mo 

UV-BB (311 nm) ; course , 6-24 mo 

Micropigmentafio n n 

(unti ll  100% repigmentotion ) 

None e 

**  The course is expressed as a range from minimum to maximum 

Recommendationss regarding first and alternative choices were given according to the 

agee of the patient, clinical type, severity of disease, and disease activity. For this purpose, 

aa slightly modified version of the classification of vitilig o according to Nordlund and 

Ortonnee is used] (Table 4). Recommendations on the minimum and maximum treatment 

durationn were made during a consensus meeting with a smaller group of experts, consisting 

off  members of the guideline development group, an expert on phototherapeutic therapies, 

andd a photobiologist. When sufficient scientific evidence was lacking, recommendations 

onn the selection of therapy and dosage schemes were made during this same consensus 

meeting. . 
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Tablee 4. Classification of vitiligo * 

Localize dd vitilig o Generalize d vitilig o Segmenta l vitilig o 

Focalis ::  Vulgaris : -One or mor e macule s in a (quasi ) dermatoma l patter n 

-- Exten t not more than 2 % -Exten t mor e tha n 2 % -Exten t is voriobl e 

off  the bod y surfac e of the body surfac e -Usuall y unilatera l 

-Onlyy one or more macule s in maximall y 2 -More than 2 anatomica l sites involve d 

anatomica ll  sites -Mos t lesion s symmetricall y distribute d 

Vulgaris ::  Universalis : 

-Exten tt  not more than 2 % -Exten t mor e than 8 0 % of the body surfac e 

off  the bod y surfac e 

-Maximall yy  2 symmetrica l anatomica l 

sitess involve d 

**  Modified from Classification by Ortonne*

Forr children younger than 12 years, treatment with class 3 topical corticosteroids (e.g., 

fluticasonefluticasone propionate or betamethasone valereate) were recommended as the first-choice 

therapy.. This choice was made regardless of the clinical type. When no repigmentation 

wass observed after 6 months, localized UV-B therapy or topical PUVA therapy could be 

prescribedd and the "skin saving principle" applied (Le. parts of the body where no lesions 

weree present, especially the face, should be shielded during treatments). Additionally, 

partss of the body that had repigmented satisfactorily during the course of the therapy 

should,, if possible, be shielded during subsequent treatments (e.g. trousers should be 

worn).. In children, genital areas should always be protected during UV exposures. 

Treatmentt with topical corticosteroid may be combined with UV-A radiation. In a recent 

left-rightt comparative study, it was shown that the combined treatment with fluticasone 

propionatee and UV-A therapy led to a higher repigmentation grade than treatment with 

treatmentt with either fluticasone propionate alone or UV-A18. A facial tanner or a sun 

bedd can be used as the UV-A source. 

Inn adult patients, treatment choice was guided by clinical type. Patients with only localized 

vitilig oo could be treated with class 3 corticosteroids combined with UV-A therapy. If 

theree is no response after 6 months, localized UV-B or topical PUVA therapy can be 

givenn as an alternative. Narrowband UV-B therapy was recommended as the most effective 

andd safest therapy for generalized vitiligo. A minimum treatment duration of 6 months 

wass recommended for narrowband UV-B therapy. Responsive patients could be given 
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thiss treatment for a maximum of 24 months. After the first course of 1 year, a resting 

periodd of 3 months was recommended to minimize the annual cumulative dose of 

narrowbandd UV-B, 

Thee therapy selected as die first choice for segmental, stable, or lip-tip vitiligo was 

autologouss transplantation. In the NIPD, split-thickness skin grafting and minigrafüng 

aree performed on a routine basis for these conditions. For patients who do not desire a 

surgicall  intervention, alternatives may be considered. 

Forr patients with extensive areas of depigmentation (more than 80%) and/or disfiguring 

lesionss on the face, who do not respond to repigmentation therapies, depigmentation of 

thee residual melanin should be considered. During and upon completion of the therapy, 

patientss are permanendy at risk for acquiring sunburn from acute solar irradiation. Patients 

shouldd therefore be advised to minimize sun exposure and to apply broad-spectrum 

sunscreens.. The use of a potent bleaching cream and/or laser therapy (e.g. the Q-

switchedd ruby laser) are considered to be the cornerstones of depigmentation therapy 

forr these patients. 

Inn all cases, advice regarding the use of camouflage and sunblocking agents should 

alwayss be given. If necessary, psychological counseling may be recommended. 

Thesee guidelines were distributed together with detailed treatment protocols (not 

includedd in this article). 

DISSEMINATIONN AND IMPLEMENTATION OF THE FINAL VERSION OF THE 
GUIDELINES S 

Thee guidelines were mailed to all potential users. A copy of the guidelines was placed 

onn the desk of every treatment room as a reminder. The guidelines were incorporated 

intoo the specific dermatological treatment protocol index to which every dermatologist 

andd resident has access. Furthermore, the guidelines was presented and commented on 

duringg an internal meeting and again during a local symposium on pigmentary disorders. 

Thee implementation of the guidelines was discussed once a week during regular staff 

meetingss and their use was encouraged. 

EVALUATION N 
Afterr 6 months, use of the guidelines was evaluated by means of a questionnaire. 

Sincee during this period almost all patients with vitiligo had been referred to the NIPD 
forr treatment, evaluation of the use of the guidelines took place primarily at the NIPD. 
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Thee second questionnaire was also sent to physicians working at the Department of 

Dermatology;; physicians were asked to evaluate whether dissemination and 

implementationn of the guidelines had also succeeded there. 

Informationn was obtained from NIPD patient record forms regarding the therapy 

givenn to patients with vitilig o between June 1998 and January 1999. In addition, in 

individuall  cases the reasons for not adhering to the guidelines were noted. 

Inn the questionnaire, all physicians were asked to indicate whether they were familiar 

withh the guidelines and how many new patients with vitilig o they saw during the past 6 

months.. They were also asked to indicate what sources of information they used to 

makee a first choice of therapy. All physicians were also asked to give their opinion regarding 

thee context and content of the guidelines and their usefulness in daily practice. 

Twenty-threee questionnaires were sent to the physicians working at both institutions. 

Inn the introduction period, 2 new part-time staff members and 1 new resident were 

employedd at the Department of Dermatology and at the NIPD, respectively. 

Eighteenn staff members and residents of the Department of Dermatology had seen 

fewerr than 5 patients with vitilig o during the introduction period. These physicians did 

nott report responses regarding the context and content of the guidelines. However, all 

188 physicians reported that they were familiar with the guidelines. 

Tablee 5. First-choice therapies in 302 patients with vitiligo evaluated over a period of 6 months 

Agee Ginica l Type of Vitilig o First-Choic e Therapie s 

Childre nn < 12 yrs ( n = 4 4 ) Localize d ( n = 8 ) Class 3 corticosteroid s and UV-A ( n = 2 3 ) 

Generalize dd ( n = 3 3 ) Local UV-B (311 nm) ( n = 1 8 ) 

Stabl ee ( n = 0 ) Autologou s transplantatio n ( n = 3 ) 

Segmento ll  ( n = 3 ) No therap y ( n = 0 ) 

Adult ss  ( n = 2 5 8 ) Localize d { n = 2 1 ) Class 3 corticosteroid s and UV-A ( n = 1 5 ) 

UV-B(311nm) (n=3 ) ) 

Noo therap y ( n = 3 ) 

Generalize dd ( n = 2 0 7 ) UV-B (311 nm) ( n - 1 7 0 ) 

Classs 3 corticosteroid s and UV-A ( n = 3 3 ) 

Noo therap y ( n = 4 ) 

Segmenta ll  ( n = 1 0 ) or stabl e ( n = 1 4 ) Autologou s transplantatio n ( n = 2 4 ) 

Lip-Ti pp ( n = 1 ) Autologou s transplantatio n ( n = 0 ) ; No therap y ( n = 1 ) 

Therapy-resistan tt  and/o r generalize d Depigmentatio n therap y ( n = 4 ) 

( >> 8 0 % depigmentation ) (n - 5) No therap y ( n = 1 ) 
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Thee questionnaire was completed by 2 respondents from the Department of 

Dermatologyy and by 3 respondents from the N I PD Al l 5 reported that they had used 

thee guidelines during therapeutical decision making. They also agreed that the guidelines 

gavee clear directions for which patient group and clinical types the treatments were 

recommended.. Treatment recommendations as presented in the guidelines were found 

too be reader-friendly and comprehensive. Furthermore, the respondents believed that 

thee objectives were clearly defined and that dosage schemes were adequately adapted for 

clinicall  use. Finally, they found that circumstances in which exceptions might be made 

andd patient's preferences were clearly defined in the treatment protocols that were attached 

too the guidelines. 

Inn the introduction period, 302 patients with vitilig o had visited the NIPD {Table 5) 

Amongg them were 44 children with vitilig o who were younger than 12 years. The clinical 

typee of their vitilig o is also shown in Table 5. In 23 cases (52%), therapy with class 3 

corticosteroidss and UV-A was the first choice, which is in accord with the guidelines. In 

188 children, localized narrowband UV-B therapy was prescribed. The reasons for not 

adheringg to the guidelines in these cases were "fast stabilization required" (14 cases) and 

"onn specific request of the parents" (4 cases). Three patients (1 was aged 9 years, and 2 

weree aged 11 years) received autologous transplantation by minigrafting technique because 

theyy had localized and stable vitilig o patches. 

Theree were 258 adults patients with vitiligo. Of the 21 patients with localized vitiligo, the 

guideliness were followed in the treatment of 15 patients (71 %), 3 were given localized 

narrowbandd UV-B therapy (all on specific request of the patient) and 3 did not desire 

therapyy Two hundred seven patients had generalized vitilig o of which 82% (170/207) 

receivedd narrowband UV-B, according the guidelines. In 33 patients, class 3 corticosteroid 

andd UV-A therapy was prescribed because patients specifically requested this therapy (11 

cases),, or because they found the distance to the hospital too great (13 cases), lacked time 

(22 cases) or wanted only to treat facial lesions (7 cases). The remaining 4 patients with 

generalizedd vitilig o did not wish to be treated. There were 21 patients with segmental and 

stablee vitiligo, all of whom received autologous transplantation, a choice that was in accord 

withh the guidelines. There was 1 patient with lip-tip vitilig o who did not want any treatment 

Fivee adult patients were diagnosed as having vitilig o universalis, 4 of whom (80%) had 

startedd with depigmentation therapy and 1 of whom did not desire depigmentation therapy. 
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COMMENT T 

Thee successful introduction of clinical guidelines depends on the strategies for 

developing,, disseminating and implementing these guidelines into daily practice19. The 

introductionn of guidelines for the treatment of vitiligo, as described in this study, has 

takenn into account all 3 crucial stages. Guidelines are more likely to achieve the desired 

healthh effects if they are consistent with the available scientific evidence or, in the absence 

off  such evidence, with the best clinical judgements20. Compliance with guidelines has 

beenn shown to be enhanced if these guidelines are developed and adopted by those who 

wil ll  use them 21. Therefore, we have linked scientific evidence from 3 literature studies 

withh the results of 2 questionnaires and interviews among the potential users of the 

guidelines,, 3 internal expert meetings and 1 local expert meeting during which the 

guideliness were presented and commented on. After the guidelines were accepted and 

introducedd in daily practice, the final version was evaluated. 

Thee results of the first questionnaire showed that there was no uniformity in treatment 

choicess and in estimates of treatment outcome. In view of the potential long-term 

carcinogenicc risks of UV-B and oral PUVA, many physicians asked the guideline 

developmentt group to come up with recommendations on the maximum treatment 

durationn for these phototherapeutic modalities. The literature review therefore focused 

onn clinical trials in which the percentage of repigmentation, adverse effect profiles and 

treatmentt duration were all adequately reported and analyzed. The best available evidence 

iss delivered by RCTs and summarized in systematic reviews and meta-analysis11. However, 

ourr own systematic reviews of the available literature showed that only a small number 

off  properly designed RCTs has been performed for both nonsurgical repigmentation 

therapiess and autologous transplantation methods in vitiligo. The systematic review of 

depigmentationn therapies in vitilig o showed that no RCT has yet been performed. In 

suchh analyses, calculated weighted estimates on treatment outcome and safety from 

uncontrolledd studies cannot be considered as measures of effectiveness, since these studies 

aree prone to selection bias. Such summary estimates should therefore be interpreted 

withh caution. Furthermore, only a few studies were found on the treatment of vitilig o in 

children.. In most trials, both children and adults were included in the study and treatment 

outcomee was not analyzed separately. Recommendations for children could therefore 

nott be entirely evidence-based. The additional input from experts that was generated 

duringg the internal and expert meetings was needed to develop explicit guidelines. 
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Sixx months after their introduction, the dissemination of the guidelines had succeeded 

bothh in the Department of Dermatology and at the NIPD. Al l 23 participating physicians 

weree familiar with the guidelines. However, implementation was only partly successful, 

sincee only 5 of these physicians had treated a substantial number of patients with vitilig o 

duringg this period (more than 5 patients). These 5 physicians considered the guidelines 

too be an easy, practical and useful tool for making a specific treatment choice. 

Analysiss of first treatment choices made for 302 new patients with vitilig o revealed that 

thee guidelines were followed for most adults (n= 258). In children with vitiligo, the physicians 

adheredd to the guidelines for 52% of the cases. This relatively low compliance rate compared 

withh adults may be explained by the way that the treatment scheme was formulated for 

childrenn (i.e. no further distinction was made in the several clinical types or the disease 

activity).. The effectiveness and safety of narrowband UV-B therapy for children with 

generalizedd vitilig o is currendy being investigated. In the future, the data from this trial 

couldd lead to an evidence-based adjustment of the treatment scheme for children. 

Thee finding that the guidelines were not followed in all cases confirms the general 

belieff  that guidelines should not be regarded as rigid criteria, but that they are intended 

too be flexible. Guidelines should guide action in most cases. Depending on the patient, 

thee setting, the circumstances, or other factors, any part of the guidelines can and should 

bee adjusted to fit  individual needs ^ . 

Thee results of this study show that clinical guidelines for the treatment of vitilig o can 

bee successfully developed and disseminated for daily clinical practice. Implementation 

off  these guidelines was only pardy successful, however, since the number of physicians 

usingg the guidelines was low. Therefore, the results of the implementation of these 

guideliness should be confirmed in other centers involving more clinicians who see more 

patientss with vitiligo. Guidelines are not static and should regularly be updated to take 

intoo account changes in medical knowledge and practice and particularly the results of 

randomizedd trials and meta-analyses. Future studies in vitilig o treatment should also 

focuss on the permanence of therapy induced repigmentations and on the long-term 

risk-benefitt ratios of the different modalities. 
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