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I. GENERAL INTRODUCTION 

 

Objective 

A guideline is a document with recommendations to support patient care in daily practice. The guideline is 

based on results of searching scientific literature and subsequent consensus of the working group, aimed at 

deciding on the appropriate medical intervention. A guideline and the documents derived from it (e.g. 

patient information), give recommendations for the treatment of patients, including psychosocial care. 

 

Intended users 

The guideline is intended for medical professionals, including: dermatologists, general practitioners and 

pharmacists. A text derived from the guideline is available for patients. 

 

Composition of the working group 

A working group was appointed for the development of the guideline. This group consisted of 

dermatologists, researchers, pharmacists and a general practitioner from Lareb (the Dutch 

pharmacovigilance centre). During the formation of the group, the geographical distribution of its members 

was taken into account as well as a balanced representation of academic and non-academic employment. 

The members of the working group have acted independently and no conflict of interest has been reported.  

 

Methodology of the working group 

During a period of  2 years the working group worked on a draft guideline. An expert group made a 

bottleneck analysis during the preparatory phase. The expert group compiled a list of drugs which are 

frequently subscribed for off-label use in dermatology. The listed drugs were prioritized according to 

frequency of use and occurrence of potential serious adverse events. The members of the working group 

had the opportunity to propose alterations in the list of selected drugs The members of the working group 

agreed on composing a guideline about the off-label use of the following six selected drugs: 

azathioprine 

cyclosporin 

methotrexate 

sulfasalazine 

dapsone 

hydroxychloroquine.  

The working group agreed that the outcomes efficacy/effectiveness and safety are crucial for decision 

making. The working group started by making a draft guideline for azathioprine and decided that the 

applied methods would serve as a blueprint for the other five drugs. Useful literature was found by 

systematic searches and by checking of references (see “Methodology of literature search”). The members 

of the working group assessed the relevant literature with regard to content and quality. Subsequently, 

conclusions were drawn and recommendations were made for off-label use of the selected drugs by the 

members of the working group. The final version of the guideline was approved by all scientific societies 

involved.  

 
Methodology of literature search 
Research question 

For each selected drug a research question according to PICO was made.  

PICO stands for: 

- Participants/population: population of patients with a dermatological disease who are treated with 

a drug that is not registered for the use in this particular disease. 

- Intervention: the selected drug. 

- Comparison: any other treatment (e.g. other systemic therapy, placebo, quality of life 

intervention), in case of lack of a control group; no other treatment. 

- Outcome: safety and/or efficacy. 

 

Search strategy 

For each selected drug a standardized search was performed in the Medline (by PubMed) (1950-October 

2009), EMBASE (1980- October 2009) and CENTRAL (until October 2009) databases. This search 
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strategy was designed by a literature specialist of the department ‘Professionele Kwaliteit van de Orde van 

Medisch Specialisten’. Also references of included articles were screened for eligibility.  

 

Pre-exclusion with keywords 

Since the goal of this guideline was to give an overview of off-label drug use, articles dealing with 

registered indications were excluded. After the searches were uploaded in Reference Manager, articles 

labeled with possible keywords for exclusion were selected. A sample was taken of these selected articles 

to check if there were any relevant articles in that selection. The sample size was either 20 or 50 articles, 

depending on the number of articles labeled with a specific keyword. If the sample didn’t contain any 

relevant articles, all the articles labeled with a specific keyword were excluded.  

 

In the searches of cyclosporin, methotrexate, dapsone, hydroxychloroquine and sulfasalazine articles with 

the keywords ‘case report’ were excluded after a sample of 50 articles didn’t reveal any relevant articles for 

inclusion.  

 

In addition, articles with the following keywords were excluded after a sample of 20 articles didn’t show 

any relevant articles: 

 

Cyclosporine Dapsone 

- Transplantation - Leprosy  

- Transplantation immunology - Mycobarterium leprae  

- Transplantation immunology [Physiology] - Pneumocystis carinii  

- Acute graft rejection [Complication]  - Toxoplasmosis  

- Acute graft rejection [Diagnosis]  - Spider  

- Acute graft rejection [Drug therapie]  Methotrexate* 

- Acute graft versus host disease  - Psoriasis  

- Bone Marrow Transplantation - Reumathoid arthritis  

- Breast cancer  - Leukemia  

- Graft Survival  - Osteosarcoom  

- Graft Recipient  - Lymphoma  

- Kidney Graft  - Bladder  

- Kidney Transplantation  - Breast Cancer  

- Liver Transplantation  - Mycosis  

- Proteinuria  - Multiple sclerosis  

- Nephritis  - Colitis  

- Irradiation  - Asthma  

- Heart transplantation  - Cancer + skin + cutaneous  

- Vitamin  Sulfasalazine 

- Psoriasis  -  Rheumatoid arthritis  

Hydroxychloroquine:        -  Arthritis  

       -      Rheumatic disease         -  Crohn  

- Systemic lupus erythematosus -  Ulcerative colitis  

- Discoid lupus erythematosus   

- Lupus erythematosus   

* In the methotrexate search articles with the note ‘review’ were excluded after a sample of 20 articles 

didn’t contain any relevant articles. 

 

An overall validation of this method was provided by the double search strategy. An initial/broad search 

(thus without using keywords) was compared with the search that used specific keywords for exclusion. 

Articles with the keywords ‘case report’, ‘polymyositis’ and ‘idiopatic thrombocytopenic purpura’ were 

excluded after a sample showed no relevant articles.  

We found that all studies that were included in initial/broad search were present in the search using 

keywords for exclusion. This validates the method of excluding articles by using keywords. 

 



6 Versie 22-06-2010 

 

Selection of articles 

All articles with title and abstract referring to off-label treatment with the predefined drug in patients with 

dermatological diseases were selected. To determine eligibility, the full text of the selected articles was 

screened according to the predefined in-and exclusion criteria. Data on methodological quality, study 

characteristics, efficacy and safety were extracted by using a data extraction form. All stages of literature 

selection and data extraction were performed by two independent reviewers. Disagreements about study 

selection and data extraction were solved by discussion. 

 

In- and exclusion criteria 

Selection of the articles was performed by using the following pre-defined in- and exclusion criteria. 

Inclusion criteria: 

- The article concerns the selected drug and 

- The selected drug is used in the treatment of a dermatological disease for which that particular 

drug is not registered in the Netherlands (up to date until 01-10-2009).  

 

Exclusion criteria: 

- Case reports with less than 5 subjects* 

- Lack of data on safety and efficacy 

- Articles concerning treatment other than systemic treatment with the selected drug 

- Animal studies 

- In vitro studies 

- Double publications 

- Articles concerning diseases that are primarily treated by other specialists 

- Language other than English, French, German and Dutch 

No restrictions were imposed regarding age, gender, skin type and number of subjects in a study and date 

of publication. 

* A random sample of the excluded articles was taken to check if any relevant adverse events were missed. 

 

Data-extraction 

Of all the included articles, data were extracted by two independent reviewers. This was done by using a 

standardized data extraction form. Discrepancies were discussed until agreement was reached.  

Data- extraction was performed on:  

- Methodological quality 

- Demographics 

- Efficacy  

- Safety 

 

Methodological quality 

Randomized controlled trials (RCT’s) were assessed following the criterion grading system described in the 

Cochrane Handbook for systematic reviews of interventions 5.0.0 (updated February 2008). To assess the 

risk of bias within included RCT’s, the following parameters for methodological quality were used; 

sequence generation, concealment of allocation, blinding (of participants, researchers and outcome 

assessment), reporting of incomplete data, presence of selective outcome reporting and other potential 

threats to validity. 

 

The methodological quality of cohort studies was assessed by using the checklists for cohort studies 

described by the Dutch Cochrane Centre. 

 

Demographics 

Data of demographics were extracted concerning:  

- Study design: randomized? controlled? prospective, retrospective? 

- Treatment arms 
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- Disease of the subjects: severity, stage, subtype, duration 

- Previous medications 

- Diagnostics: what was the method of diagnosis? Clinical, histopathological, other diagnostic 

criteria? 

- Subjects: number, male/female, age, subgroups (e.g. age, ethnic origin) 

- Duration of treatment 

- Duration of follow up 

- Concomitant medication 

- Dosing schedule of the selected drug 

 

Efficacy/effectiveness 

- Used outcome parameters: clinical assessment, global assessment, quality of life measurement, 

laboratory markers, onset of effect, duration of remission, relapse rate, etc. 

- Severity outcomes: the result of the used outcome parameters. Differences between baseline and 

end of the study and between treatment groups. 

 

Safety 

Safety is an important issue in off-label use of medication. The working group scored all adverse events, 

including a special focus on serious adverse effects. Within the included studies, every study that reported 

(serious) adverse events was taken into account. Adverse events reported in RCT’s or cohorts will be 

compared with the adverse events that occurred in the control group. If possible a relative risk will be 

calculated. 

 

Extracted safety data: 

- Adverse events: which? how many? at what time during treatment or after treatment? 

- Serious adverse events: which? how many? at what time during treatment or after treatment? 

- Withdrawals due to adverse events? 

 

An Adverse Event (AE) was defined as an unfavorable and unintended sign, including an abnormal 

laboratory finding, symptom or disease associated with the use of a medical treatment or procedure, 

regardless whether it is considered related to the medical treatment or procedure, that occurs during the 

course of the study. 

 

A Serious Adverse Events (SAE) was defined as any untoward medical occurrence that results in death, is 

life threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in 

persistent or significant disability/incapacity, is a congenital anomaly/birth defect or is reported in the study 

as such. 

 

Handling of the data 

Extracted data will be presented in tables and with accompanying text per disease following standardized 

means. 

 

Level of evidence 

The description and assessment of the articles according to the data extraction (see above) are listed in 

separate sections under the headers “Safety data off -label azathioprine” or “Efficacy/effectiveness data off-

label azathioprine” and in tables (see section Tables). 

Not all data extracted from articles are equally valuable. Therefore every set of articles is summarised in a 

conclusion, in which the level of the evidence is indicated according to the GRADE system (see boxes 

below). Consequently the recommendations in this guideline are based on evidence generated by scientific 

research, with emphasis on the outcomes safety and effectiveness/efficacy. The search results that were 

used are up to date until at least 01-10-2009, unless stated otherwise. 
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GRADE system 

 

Type of evidence Randomized trial = high 

Observational study = low 

Any other evidence = very low 

Decrease* grade if • Important inconsistency 

• Some or major uncertainty about directness 

• Imprecise or sparse data 

• High probability of reporting bias 

• Serious or very serious limitation to study quality 

Increase grade if • Strong evidence of association—significant 

relative risk of > 2 ( < 0.5) based on consistent 

evidence from two or more observational studies, 

with no plausible confounders (+1) 

• Very strong evidence of association—significant 

relative risk of > 5 ( < 0.2) based on direct evidence 

with no major threats to validity (+2) 

• Evidence of a dose response gradient (+1) 

• All plausible confounders would have reduced the 

effect (+1) 

*Each quality criterion can reduce the quality by one or, if very serious, by two levels. 

 

Conclusion 

Á High = further research is very unlikely to change our confidence in the estimate of effect 

Á Moderate = further research is likely to have an important impact on our confidence in the 

estimate of effect and may change the estimate  

Á Low = further research is very likely to have an important impact on our confidence in the 

estimate of effect and is likely to change the estimate  

Á Very low = any estimate of effect is very uncertain. 

 

Development of the recommendations 
For the development of a recommendation, other aspects than scientific evidence are also of importance, 

such as: patient preferences, availability of special techniques or expertise, organisational aspects, social 

consequences or costs. Known adverse events mentioned in the summary of product characteristics (SPC) 

are also taken into account, as far as they were not already distilled from scientific literature. These aspects 

are discussed after the conclusion(s). On the basis of literature, the conclusion is here placed in the context 

of daily practice, and the pros and cons of the various treatments are balanced against each other. The final 

formulated recommendation is the result of the available evidence in combination with these considerations 

and can be formulated as a weak or strong recommendation in favour of a certain therapy or as a weak or 

strong recommendation against a certain therapy (see box below). The aim of this procedure and the 

formulation of the guideline using this ‘format’ is to enhance the transparency of the guideline. It leaves 

room for an efficient discussion during the meetings of the working group and moreover, it improves 

clarity for the user of the guideline. 

 

Recommendation 

Á Strong = if clinicians, based on the available evidence, are very certain that benefits do, or do not, 

outweigh risks or burdens, they will make a strong recommendation.  

Á Weak = if clinicians, based on the available evidence, believe that benefits and risks or burdens 

are finely balanced, or if considerable uncertainty exists about the magnitude of benefits and 

risks, they must make a weak recommendation.  

 

Implementation and evaluation 

During the various phases of developing the draft guideline, the implementation of the guideline and the 

actual workability of the recommendations are taken into account as much as possible. The guideline is 
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distributed to all relevant professional groups and hospitals through the internet and in various medical 

journals attention will be given to the guideline. 

 

Legal significance of guidelines 

Guidelines are not legal regulations, but scientifically and broadly based insights and recommendations 

which medical professionals should meet in order to provide qualitatively good medical care. Since 

guidelines assume dealing with ‘average patients’, medical professionals can deviate in individual cases 

from the guidelines when necessary. Deviation from the guideline – if required by the situation of the 

patient – is sometimes even imperative. However, intentional deviation from the guideline should be 

explained and documented in the medical record and, when necessary, with consent of the patient. . Article 

68 of the Dutch Medicines Act of juli 1
st
 2007 states the following about  off-label drug prescription: 

‘Prescribtion of drugs outside of the registered indications of the Board is only licit when this is supported 

by guidelines and protocols developed by the profession. When the guidelines and protocols are still in the 

developmental stage, consultation between the attending physician and the pharmacist is required.’ 

(Original text:  ‘Het buiten de door het College geregistreerde indicaties voorschrijven van geneesmiddelen 

is alleen geoorloofd wanneer daarover binnen de beroepsgroep protocollen of standaarden zijn ontwikkeld. 

Als de protocollen of standaarden nog in ontwikkeling zijn, is overleg tussen de behandelend arts en de 

apotheker noodzakelijk.’) 

 

Guideline validation 

The guideline was authorised by: 

Á Dutch Society of Dermatology and Venereology (NVDV) 

Á Royal Dutch Association for the Advancement of Pharmacy (KNMP) 

Á Dutch Association of Hospital Pharmacists (NVZA)  

 

Guideline maintenance 

A guideline can only be leading, if it is maintained on a continuous base, with systematic monitoring of 

medical scientific literature as well as regular contributions from clinical practice..In case of important 

developments, it can be decided that the complete working group shall meet to propose amendments, which 

will be distributed among the various professional groups. A revision will be planned at least every five 

years. 
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II. CYCLOSPORINE 

 

Introduction 

Cyclosporin (also known as cyclosporin A) is a cyclic peptide consisting of 11 aminopeptides. It is used as 

an immunosuppressant either alone or, more commonly, in combination with other agents which influence 

the immune response. Therapeutic effect can include a steroid-sparing effect, thereby reducing the toxicity 

associated with high dosage and prolonged usage of corticosteroids. Ciclosporin, in combination with 

corticosteroids and/or other immunosuppressive agents and procedures, is used to enhance the survival of 

organ transplants and to reduce the corticosteroid requirements of organ or bone marrow transplant 

recipients. Ciclosporin, either alone or in combination with corticosteroids and/or other drugs and 

procedures, has been licensed in the Netherlands for treatment of the following diseases:  

Á Organ transplantation  

Á Psoriasis 

Á Atopische dermatitis 

Á severe rheumatoid arthritis 

Á nefrotic syndrome  

 

Research question 

What is the safety and efficacy of off-label treatment with ciclosporin in patients with dermatological 

diseases? 

 

Methods literature search 

Literature search 
Between September 2009 and October 2009, a literature search in Medline (1950-2009), EMBASE (1980-

2009) and CENTRAL was performed. As main search strategy ‘ciclosporin’ and synonyms were used in 

combination with all skin diseases; for example the search strategy in Medline:  

 

1     (cyclosporin* or ciclosporin* or neoral* or sandimmun*).ti.  

2     (cyclosporin* or ciclosporin* or neoral* or sandimmun*).ab. 

3     exp skin disease/  

4     *cyclosporin/  

5     1 or 2 or 4  

6     3 and 5 

7     derm*.jn.  

8     5 and 7  

9     6 or 8  

10     limit 9 to (human and (dutch or english or french or german))  

 

 

There was no limit with respect to the date of the publication. Literature references of all relevant articles 

found were checked in order to find additional articles. In addition, data published in Micromedex 

concerning ciclosporin were studied to retrieve further potential relevant references regarding safety in off-

label use. None were found. 

 

Study selection and data extraction  

All articles with title and abstract referring to off-label treatment with ciclosporin of patients with 

dermatological diseases were selected by two reviewers.  Next, to determine eligibility, the full text of the 

selected articles was screened by two reviewers. Disagreements were solved by discussion. Predefined in- 

and exclusion criteria are described in detail in the introduction section. Data on methodological quality, 

demographics, efficacy and safety were extracted by two independent reviewers using a data extraction 

form. Disagreements about data extraction were solved by discussion.  

 

Results of the literature search 

Search 

Figure 1 summarizes the selection process. An initial search retrieved 6899 articles. Articles were selected 

using keywords. A random sample of 50 articles was taken from the publications that were selected. The 
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random sample was screened on missed relevant data regarding effectiveness and adverse effects. If this 

was not the case, the selected articles were excluded. Articles with the following keywords were excluded; 

case report, transplantation, acute graft rejection [Complication], acute graft rejection [Diagnosis], acute 

graft rejection [Drug therapie], acute graft versus host disease, bone marrow transplantation, breast cancer, 

graft survival, graft recipient, kidney graft, kidney transplantation, liver transplantation, proteinuria, 

nephritis, irradiation, heart transplantation, vitamin and psoriasis. 

After exclusion of these articles 2297 articles were left.   

After screening title and abstract for eligibility, 214 articles were selected. Then, after screening the full 

texts of the articles, 74 articles were considered relevant.  

 

Figure 1. Flowchart summarizing the selection process for studies concerning off-label treatment with 

ciclosporin in dermatological diseases. 

 

    
 

 

 

 

PubMed 

n= 2892 

EMBASE 

n= 4983 

Central 

n=897 
 

Title/Abstract screened for relevance   n= 2297 

Full text of articles screened for eligibility according to inclusion 

and exclusion criteria 

n=214 

Excluded (n=140) 
 
 
 
 

Included articles (n=74):  

- Alopecia areata (n= 6) 

- Morbus Behcet (n=2) 

- Chronic dermatitis of the hand (n=3)          

- Chronic urticaria (n=8) 

- Chronic contact dermatitis (n=2) 

- Hand dermatitis (n=1) 

- Cutaneous T-cell lymphoma (n=1) 

- Dermatomyositis (n=2) 

- Eosinophilic pustular folliculitis (n=1) 

- Langerhanscell histiocytosis (n=1) 

- Leprosy type 1 (n=1) 

- Lichen planus (n=3) 

- Lichen sclerosus (n=1) 

- Livedoid vasculitis (n=1) 

- Papular dermatitis (n=1) 

- Pemphigus vulgaris (n=8) 

- Palmoplantar pustulosis (n=4) 

- Prurigo (n=3) 

- Pyoderma gangrenosum (n=4) 

- Sarcoidosis (n=1) 

- Systemic sclerosis (n=7) 

- Toxic epidermal necrolysis (n=1) 
 
 

Duplicates 

+keywords

=4602 

Ref 

n=0 
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General treatment considerations 

Nota bene! 

 

The text in this section is based on the summary of product characteristics (SPC) text of cyclosporin tablets 

25, 50 and 100 mg ® (last update 27-3-2007). The text was modified by the working group to reflect the 

best practice in the Netherlands at the time the guideline was made. Modifications are depicted in a grey 

box. It is advisable to consider the recommendations when prescribing ciclosporin, however the text is not 

intended as a substitute for the complete SPC text. The complete and up to date Dutch SPC text is available 

on www.cbg-meb.nl.  

 

Dosage in other conditions then organ transplant patients - adults and children 

Á In general, starting dosage is from 2,5 to 5 mg/kg body weight/day, and should be adjusted, within 

these limits, depending on the clinical response (which may not be evident for weeks or months) 

and haematological tolerance.  

Á When therapeutic response is evident, consideration should be given to reducing the maintenance 

dosage to the lowest level compatible with the maintenance of that response. If no improvement 

occurs within 3 months, consideration should be given to withdrawing ciclosporin.  

 

Therapeutic response is evident after approximately 6-12 weeks 

 

Á The maintenance dosage required may range from less than 1 mg/kg body weight/day to 5 mg/kg 

body weight/day, depending on the clinical condition being treated and the individual patient 

response, including haematological tolerance.  

Á In patients with renal and/or hepatic insufficiency, dosages should be given at the lower end of the 

normal range (see Special Warnings and Precautions for Use for further details).  

 

Use in the elderly (see also renal and/or hepatic insufficiency)  

There is limited experience of ciclosporin in elderly patients. Although the available data do not provide 

evidence that the incidence of side effects among elderly patients is higher than that among other patients 

treated with ciclosporin, it is recommended that the dosages used should be at the lower end of the range.  

Particular care should be taken to monitor haematological response and to reduce the maintenance dosage 

to the minimum required for clinical response. 

 

Use in children (also see www.kinderformularium.nl) 

 

Contraindications  

Ciclosporin is contra-indicated in patients known to be hypersensitive to ciclosporin.. Ciclosporin therapy 

should not be initiated in patients serious disrupted kidneyfunction.. 

 

In addition (according to the Dutch ‘Farmacotherapeutisch Kompas’ (online available on www.fk.cvz.nl) 

Á severe infections 

Á serious disrupted liver-, kidney- or bone marrow function. 

Á High intracranial pressior 

Á hypertension 

Á malignancies 

 

 

Special warnings and precautions for use  

 

Monitoring  

There are potential hazards in the use of ciclosporin. It should be prescribed only if the patient can be 

adequately monitored for toxic effects throughout the duration of therapy. It is suggested that during the 

first 8 weeks of therapy, complete blood counts, including platelets, should be performed weekly and more 

frequently if high dosage is used or if severe renal and/or hepatic disorder is present. The blood count 

frequency may be reduced later in therapy, but it is suggested that complete blood counts are repeated 

http://www.cbg-meb.nl/
http://www.fk.cvz.nl/
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monthly or at least at intervals of not longer than 3 months.  

 

Complete blood counts should be repeated at least at intervals not longer than 3 months. 

 

Patients receiving ciclosporin should be instructed to immediately consult their doctor in case of evidence 

of fever, chills , unexpected bruising or bleeding or other manifestations of bone marrow depression (e.g. 

chest pain, dizziness, fatigue, petechiae).  

 

Renal and/or hepatic insufficiency  

It has been suggested that the toxicity of ciclosporin may be enhanced in the presence of renal 

insufficiency. It is recommended that the dosages used should be at the lower end of the normal range and 

that haematological response should be carefully monitored. Dosage should be further reduced if 

haematological toxicity occurs. During the administration of ciclosporin to patients with hepatic 

dysfunction, regular (two times a week in the first 8 weeks) complete blood counts and liver function tests 

should be undertaken. In such patients the metabolism of ciclosporin may be impaired, and the dosage of 

ciclosporin should therefore be reduced if hepatic or haematological toxicity occurs.  

 

Carcinogenicity (see also section Undesirable Effects)  

Á Patients receiving immunosuppressive therapy are at an increased risk of developing non-

Hodgkin's lymphomas and other malignancies, notably skin cancers (melanoma and non-

melanoma), sarcomas (Kaposi's and non-Kaposi's) and uterine cervical cancer in situ. The risk 

appears to be related to the intensity and duration of immunosuppression rather than to the use of 

any specific agent. It has been reported that reduction or discontinuation of immunosuppression 

may be associated with partial or complete regression of non-Hodgkin's lymphomas and Kaposi's 

sarcomas.  

Á Patients receiving multiple immunosuppressive agents may be at risk of over-immunosuppression, 

therefore such therapy should be maintained at the lowest effective level.  

Á Exposure to sunlight and UV light should be limited and patients should wear protective clothing 

and use a sunscreen with a high protection factor to minimize the risk of skin cancer and 

photosensitivity (see also section Undesirable Effects). Extra attention should be given to patients 

who have received PUVA or UVA therapy due to the increased risk of developing skin cancer.  

Á Infection with varicella zoster virus (VZV; chickenpox and herpes zoster) may have a severe 

clinical outcome during the administration of immunosuppressants. Caution should be exercised 

especially with respect to the following: Before starting the administration of 

immunosuppressants, the prescriber should check if the patient has a history of VZV. Serologic 

testing may be useful in determining previous exposure. Patients who have no history of exposure 

should avoid contact with individuals with chickenpox or herpes zoster. If the patient is exposed to 

VZV, special care must be taken to avoid patients developing chickenpox or herpes zoster and 

passive immunisation with varicella zoster immunoglobulin (VZIG) may be considered. If the 

patient becomes infected with VZV, appropriate measures should be taken, which may include 

antiviral therapy and supportive care. 

  

Interaction with other drugs and other forms of interaction  

¶ Grapefruit 

It is said that the concentration of ciclosporin in the blood increases when ciclosporin is taken 

simultaneously with grapefruit juice. 

 

¶ Drugs that lower the ciclosponin level 

Barbiturates, carbamazepine, fenytoine, nafcilline, sulfadimidine, rifampicine, octreotide, probucol, orlistat, 

hypericum perforatum (Sint Janskruid), troglitazon, ticlopidine, terbinafine. 

 

¶ Drugs that raise the ciclosporin level 

Macrolide antibiotics (eg. Erythromycin), ketoconazol, fluconazol, intraconazol, diltiazem, nicardipine, 

verapamil, metoclopramide, oral anticonceptives, danazol, methylprednisolon, allopurinol, gastricacid. 
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¶ Vaccines  

The immunosuppressive activity of ciclosporin could result in an atypical and potentially deleterious 

response to live vaccines and the administration of live vaccines to patients receiving Ciclosporin therapy is 

contra-indicated on theoretical grounds. A diminished response to killed vaccines is likely and such a 

response to hepatitis B vaccine has been observed among patients treated with a combination of ciclosporin 

and corticosteroids.  

A small clinical study has indicated that standard therapeutic doses of ciclosporin do not deleteriously 

affect the response to polyvalent pneumococcal vaccine, as assessed by mean anti-capsular specific 

antibody concentration. 

 

Use in Pregnancy and Lactation  

Ciclosporin should not be given to patients who are pregnant or likely to become pregnant without careful 

assessment of risk versus benefit. Ciclosporin passes the plancenta, the effect on the baby is unknown. 

There have been reports of premature birth and low birth weight following maternal exposure to 

ciclosporin. There have also been reports of spontaneous abortion following either maternal or paternal 

exposure. Ciclosporin has been found in the colostrum and breast-milk of women receiving ciclosporin 

treatment. Treatment with ciclosporin is therefore not recommended during lactation.  

The need for anti-conception in men during treatment is unclear and is currently subject of 
debate. 
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Safety and effectiveness data 

 
Alopecia  areata 

 

Case series 

Demography 

Six studies with case series were included concerning 99 alopecia patients. Diagnosis of alopecia was 

histologically proven in one study, Constantopoulos et al. The age of the subjects ranged from 1 to 66 

years. Some patients had previous treatments of unknown type. Four studies used CsA with concomitant 

prednisolone; two studies applied 5 mg/day prednisone orally (Shapiro et al. and Teshima et al.), one study 

12-24 mg/day prednisone  orally (Kim et al.) and one study 500 mg/day i.v. prednisone for three 

consecutive days each month during CsA therapy (Shaheedi et al.). The other two studies didn’t use 

concomitant medication. 

The dose of CsA employed ranged from 2.5-7.5 mg/kg/day in five studies and Kim et al administered 

200mg/day.  

In total eight subjects were lost to follow up. Duration of treatment varied from 2 to 12 months and the 

follow-up period could be as long as 20 months.  

 
Effectiveness  
Constantopoulos et al. found very good results. After 2 weeks of CsA treatment, all patients demonstrated 

vellus hair regrowth. The 5 patients who were still on CsA after 6 months all devolopped cosmetically 

acceptable hair regrowth, with vellus hair turning into terminal hair. One patient had to stop CsA treatment 

after 2 weeks because of unknown reason. Two months after stopping the CsA treatment all 5 patients 

began to lose their hair.  

Ferrando et al. showed growth of vellus hair in 12 out 14 patients after 1 to 3 months. Seven of them 

developped terminal hair at 3-8 months, of which 2 achieved complete hair regrowth. One still maintains 

her regrowth after 4 years, the other lost her hair 2 months after cessation of treatment. Five patients got 

cosmetically acceptable hair regrowth of 70%. It is unknown whether these 5 kept their hair after 

discontinuation of therapy. The other 7 patients in this study didn’t show any hair regrowth after 4 months 

of therapy. One patient stopped treatment due to hypertension.  

Kim et al. studied 46 patients, of which 3 stopped due to adverse events. Of the 43 patients left, 33 had 

complete remission, 5 partial remission and 5 were non-responders. Time to effect was 4.1 weeks in the 

total remission group and 3.3 weeks in the partial remission group. Nine patients of the 38 responders 

relapsed during follow-up. 

Shaheedi et al. included 18 patients in their study. Of those 6 had an adequate respons, meaning ≥ 70% 

regrowth of hair. Twelf showed inadequate respons. During follow-up no significant relapses were 

observed in the respons group. There was no lost to follow-up. 

Shapiro et al. showed cosmetically acceptable results in 2 out of 8 patients (≥ 75% regrowth of hair). Both 

patients lost their hair after treatment was stopped. Three patients had to quit treatment due to significant 

adverse events. 

Teshima et al. followed 6 patients. In all patients hair started to grow favorably on the scalp after 1 month. 

Hair continued growing after CsA therapy was stopped in all cases. There were no relapses during follow-

up. 

 
Safety 

In total, 12 adverse events, of which 2 were serious, were reported in these case series. Gastro-intestinal 

disturbances were reported most. Other reported non serious adverse events were hypertrichosis, edema, 

acne, weight gain, mild hypertension, asthenia and menstrual abnormality. 

Abnormalities in laboratory markers included liver function abnormalities and abnormal lipid livels.   

Side-effects disappeared during therapy, after decreasing therapy dose or after cessation of CsA therapy. 

Exact numbers of patients who reported adverse events are unknown. 

 

Serious adverse events 

Two serious adverse events (SAE) were described. All occurred during treatment with CsA and led to 

withdrawl of 1 patient. The SAE consisted of severe hypertension and severe gingival hyperplasy with 
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residual diastema. 

 

Conclusion on strength of evidence for efficacy of CsA in alopecia areata 

Very Low  
The 6 available studies were of low quality with sparse data and uncertainty about directness. 
  

Magnitude of treatment effect  

 Very uncertain estimate for a moderate effect 

 

Clinical recommendation for alopecia areata 

Weak 
There is a weak recommendation for treating alopecia areata with CsA. There are only a few 

other treatment options available for alopecia areata. It is very uncertain if the beneficial 

effects outweigh the safety aspects.  
  
Remarks on clinical recommendation for alopecia areata 
Important subjects to consider Remarks 
Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  
  
* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 
  

- Six studies have demonstrated some effect of CsA 

in alopecia areata patients. Uncertain estimate. 
-Uncertainty about the off-label safety of CsA. 
-Costs may vary with the number of follow-up visits 

and dosage of CsA.  

Importance of the outcome that treatment prevents  -Complete remission cutaneous lesions. 
Magnitude of treatment effect*  
  
* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 
  

 -Moderate 

Precision of estimate of treatment effect* 
  
 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 
  

-Only descriptive outcomes. Very uncertain. 

Risks associated with therapy  - side effects CsA 
Burdens of Therapy  - see risks 
Risk of target event  - Target event is alopecia areata; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl).  
Varying Values between patients - Moderate varying values between patients 
Other -There are other treatment options available. 
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Table 2. Characteristics of included articles 
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Alopecia Case series 

Constantopoulos 
 et al. 1996 

Case series 6 2.5 AA 6 (4/2) 9 (1-12) 5-7.5 
mg/kg 

Ferrando et al. 1999 Case series 6-12 unk. AA 15 (7/8) 28.8 (18-51) 5 mg/kg  

Kim et al. 2008 Case series 2-3.5 12 AA 46 (19/27) 31 (7-66) 200 mg 

Shaheedi et al. 2008 Case series 5-8 8-20 AT/

AU 

18 (9/9) 20.6 (14-29) 2.5 mg/kg 

Shapiro et al. 1997 Case series 6 unk. AA 8 (3/5) unk. (25-57) 5 mg/kg 

Teshima et al. 1992 Case series 5 6 AU 6 (4/2) 18 (9-28) 2.5 mg/kg 

CsA; cyclosporine, AA; Alopecia areata, AT; Alopecia totalis, AU; Alopecia universalis, SD; standard deviation, unk; unknown. 

- = not applicable, FU = follow  up 
 

Table 3. Results  
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Alopecia Case series 

 

Constanto-
poulos 

 et al. 1996 

6 (100%) Very good respons 

after 2 weeks 
5 (100%) Very good respons 

after 6 months 

1 (16.6%) withdrew after 2 weeks  

2 7.5 None None None 

Ferrando et al. 
1999 

2 (13%) Complete remission 
5 (33%) Partial remission (>70% 

regrowth) 

7 (47%) No adverse event 
1  (7%) withdrew after 1 month 

4-12 unk. None Asthenia, hypertrichosis, 
gingival hyperplasie 

Severe hypertension 

Kim et al. 

2008 

33 (76.7%) Complete remission 

(CR) 
5 (11.6%) Partial remission (PR) 

5 (11.6%) Non-responders 

3 (6.5%) withdrew  
9 (23.7%) of 38 responders 

relapsed during FU 

4.1 (CR-

group) 
3.3 (PR-

group) 

unk. Methylprednison (46) Hypertrichosis, menstrual 

abnormality, gastrointestinal 
disturbance, edema, acneiform 

eruption, weight gain 

None 

Shaheedi et al. 
2008 

Adequate respons (≥70% 
regrowth): 6 (33%) (3 AT, 3AU) 

Inadequate respons: 12 (67%) (3 

AT, 9AU) 
No significant relapses during FU 

in adequate responsgroup. 

unk. unk. Methylprednison (18) 
(Monthly during CSA 

treatment: 3 consecutive 

days 500 mg i.v.) 

Milde increase bloodpressure, 
reversible hyperlipidemia, mild 

acne 

None 

Shapiro et al. 

1997 

Responders (≥75% regrowth): 2 

(25%) 
3 (37.5%) withdrew 

Both responders lost their hair 

after discontinuation therapy. 

unk. unk. Prednisone 5 mg/day (8) Generalised edema, 

hypertension, abnormal liver 
function tests, abnormal 

lipidlevels, hypertrichosis 

None 

Teshima et al. 

1992 

Favorable hairgrowth in all 6 

patients (100%). 

No relaspses after 6 months FU. 
 

4 11 Prednisolone 5 mg/day 

(6), start 2 months 

before and during CSA 
treatment. 

None None 

FU; follow up, y: years, i.v.; intravenous,   
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Behçet disease 

 

In total 2 case series, Avci et al. and Diaz-Llopis et al., were found in the literature in which patients with 

Behçet disease (BD) were treated with CsA.  

 

Case series 

Demography 

Two studies with case series were included concerning 38 BD patients. The age of the subjects ranged from 

23 to 42 years in Avci et al.. Diaz-Llopis et al. didn’t mention age. The patients in Diaz-Llopis et al. all had 

previous treatments with no effect. Previous treatments were corticosteroids, colchicine and chlorambucil. 

Diaz-Llopis et al. used prednisone as optional concomittant treatment, but only in patients who responded 

poor to the elevated dose of 7 mg/kg/day of CsA. 

The dose employed was 5.0 mg/kg/day in Avci et al. for 6 months or more. Diaz-Llopis et al. started with 5 

mg/kg/day and decreased the dose to 2 mg/kg/day at good respons. Duration of treatment varied from 30 to 

38 months in this last study. Follow-up time is unknown in both studies.  

 

Effectiveness  

Effectiveness was measured by percentage of appearence of ulcers/lesions, symptom free interval time, 

number of ulcers and size of ulcers in Avci et al. and in Diaz-Llopis et al. by frequency of appearence of 

dermatological manifestations of BD. 

Avci et al. found  a 75% respons in patients with oral ulcerations. Symptom free interval average 

lengthened from 2.7 to 4.9 weeks, the number of ulcers diminished from 4.6 to an average of 1.7 and the 

size of the oral lesions decreased from an average of 5.7 mm to 3.6 mm. No genital ulcerations appeared in 

17 out of 21 (80%) patients during CsA treatment. One out of 21 had a partial respons. Acneiform lesions 

didn’t occur in 17 out of 18 patients during treatment and 17 out of 20 patients didn’t show any erythema 

nodosum-like lesions at time of treatment. Three patients with erythema nodosum-like lesions showed 

lesions in the forth (2) and fifth (1) month of therapy. Time to respons and duration of remission are 

unknown. 

Diaz-Llopis et al. showed a decrease of buccal ulcerations and chronic cutaneous vasculitis lesions. After 

starting CsA treatment, 3 out of 14 had new attacks of buccal ulcerations at a therapy dose of 5 mg/kg/day 

and 7 out of 14 at a dose of 2 mg/kg/day. Chronic cutaneous vasculitis appeared in 1 patient out of 5 at a 

dose of 5 mg/kg/day of CsA and in 3 out of 5 at a dose of 2 mg/kg/day. Time to respons and duration of 

remission are unknown. There were no dropouts during this study. 

 

 Safety 

In total, 11 adverse events, of which none were serious, were reported in these case series. Nausea (11) and 

fatigue (9) were reported most. Other reported non serious adverse events were dyspepsia (6), gingival 

hyperplasia (4), hypertrichosis (1), hirsutism (5), gingivitis (2), hypertension (1) and dysmenorrhea (1). 

Abnormalities in laboratory markers included rise of creatinine level (7) and triglyceride level (13). Most of 

these laboratory abnormalities were transient and not a cause of withdrawal. Only one subject dropped out, 

after 12 months of treatment, due to nephrotoxicity. 

 
Serious adverse events 

No serious adverse events were reported.  

Conclusion on strength of evidence for efficacy of CsA in Behçet 

Low  

The 2available studies were of very low quality with sparse data and uncertainty about 

directness. 

  

  

Magnitude of treatment effect 

Low to moderate magnitude treatment effect 
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Clinical recommendation for Behçet 

Weak 

There is a weak recommendation for treating Behçet with CsA if conventional treatment 

options are contra-indicated or have failed. It is very uncertain if the beneficial effects 

outweigh the safety aspects (very uncertain estimate for a very uncertain moderate effect).  

  
Remarks on clinical recommendation for Behçet 
Important subjects to consider Remarks 
Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  
  
* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 
  

   
- Two studies have demonstrated some effect of 

CsA in Behçet patients. Uncertain estimate. 
-Uncertainty about the off-label safety of CsA. 
-Costs may vary with the number of follow-up visits 

and dosage of CsA.  

Importance of the outcome that treatment prevents  -Complete remission cutaneous lesions. 
Magnitude of treatment effect*  
  
* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 
  

 -Moderate 

Precision of estimate of treatment effect* 
  
 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 
  

-Only descriptive outcomes. Very uncertain. 

Risks associated with therapy  - side effects CsA 
Burdens of Therapy  - see risks 
Risk of target event  - Target event is Behçet; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl).  
Varying Values between patients - High varying values between patients 
Other -There are other treatment options available. 

 
Table 2. Characteristics of included articles 
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Behçet Case series 

Avci et al. 1997 Case series >6 unk. BD 24 (19/5) 33.2 (23-42) 5 mg/kg 

Diaz-Llopis et al. 
1990 

Case series 30-
38 

unk. BD 14 unk. 2-7 mg/kg 

 
BD; behcet disease 
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Table 3. Results  
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Behçet Case series 

Avci et al. 

1997 

Oral ulcers:  

18/24 (75%) partial respons: 
-  Lengthening of symptom free 

interval from 2.7 to 4.9 

weeks. 
-  No. of ulcers: 4.6 to 1.7 

-  Size of ulcers: 5.7 to 3.6 mm 

6 patients didn’t show any ulcers 
during treatment. 

Genital ulceration:  

17/21 (80%) no lesions appeared 
during treatment. 1/21 partial 

respons, 1/21 unchanged, 2/21 
worsened. 

Acneiform lesions: 

17/18 showed no lesions during 
treatment. 

Erythema nodosum-like lesions: 

17/20 had no new lesions. 3/20 had 
new lesions in forth (2) and fifth 

(1) month of treatment. 

unk. unk. unk. Fatigue (9), nausea (11), 

gingival hyperplasia (4), 
dyspepsia (6), hypertrichosis 

(1), nephrotoxicity (3), increase 

triglyceride levels (13) 

None 

Diaz-Llopis 

et al. 1990 

Buccal ulceration: 

3/14 had new attacks, but less 
frequent, at CsA dose 5 mg/kg/day 

7/14 had new attacks, but less 

frequent, at CsA dose 2 mg/kg/day 
Chronic cutaneous vasculitis: 

1/5 had lesions at CsA dose 5 

mg/kg/day 
3/5 had lesions at CsA dose 2 

mg/kg/day 

unk. unk. None; only at poor 

respons prednisone was 
optional. 

Hirsutism (5), rise creatinine 

level (4), gingivitis (2), 
hypertension (1), dysmenorrhea 

(1) 

None 
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Chronic actinic dermatitis 

 

One case series (Granlund et al. 1998) was found in the literature in which patients with chronic actinic 

dermatitis (CAD) were treated with CsA. 

 

Case series 

Demography 

One study was included concerning 6 CAD patients. Demographic information such as age, previous 

treatments and concomitant medication were not reported in this study.  

The dose employed ranged between 1.5 and 4.0 mg/kg/day. Initial doasge was 2.5 mg/kg/day. Patients 

were treated for 4-26 weeks, with a mean duration of 6 weeks. Follow-up was 4 years, starting from 

initiation of CsA therapy. One patient got lost to follow-up.   

 

Efficacy/effectiveness 

Efficacy/effectiveness was measured by the percentage of patients with longterm efficacy, defined as 

patients not requiring treatment with CsA within 1 year after the initial treatment. Granlund et al. also 

looked at number of relapses and time to relapse.  

Granlund et al. found longterm efficacy in 3 out of 6 patients (50%). Of these 3 patients 2 relapsed. One 

patient twice during follow-up and one patient after 4 years. Two patients, with no longterm efficacy, are 

succesfully treated every summer with CsA. The overall respons is good in 4 patients, moderate in 1 and 

poor in another 1.  

 

Safety 

No adverse events were mentioned in Grandlund et al. and therefore it is unknown whether adverse events 

took place. 

 

Conclusion on strength of evidence for efficacy of CsA in chronic actinic dermatitis 

Very Low 

The only available study is of low quality (observational study) with sparse data and 

uncertainty about directness. 

 

 

Magnitude treatment effect 

Very uncertain estimate for a moderate effect 

 

 

Clinical recommendation for chronic actinic dermatitis 

Weak 

There is a weak recommendation for treating chronic actinic dermatitis with CsA. Since 

there are very little other treatment options for chronic actinic dermatitis, CsA can be 

concidered.  It is very uncertain if the beneficial effects outweigh the safety aspects.  

 
Remarks on clinical recommendation for chronic actinic dermatitis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Only one study has demonstrated some effect of 

CsA in chronic actinic dermatitis patients. Very 

uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission cutaneous lesions. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

-4 out of 6 patients had a good adverse event of 

which 3 patients had long-term efficacy. Moderate 

effect. 
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Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Only descriptive outcomes. Very uncertain. 

Risks associated with therapy  - Side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  
- Target event is chronic actinic dermatitis; so risk is 

100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl).  

Varying Values between patients - Moderate varying values between patients  

Other -There are other treatment options available. 
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Chronic actinic dermatitis Case series 

Granlund et al. 1998 Case series 4-26 48 CAD 6 unk. 1.5-4.0 

mg/kg 

 
CAD ;chronic actinic dermatitis 
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Chronic actinic dermatitis Case series 

Granlund et al. 
1998 

Overall respons: 4 good, 1 
moderate, 1 poor. 

3/6 longterm efficacy (2 relapsed 

during FU) 
2/6 succesfully treated with CsA 

every summer. 

1/6 poor respons after 5 weeks of 
treatment, patient got lost to FU. 

unk. unk. None unk. unk. 
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Chronic dermatitis of the hand 

 

In total, 3 studies were found in the literature in which patients with chronic hand dermatitis (CDH) and 

chronic hand eczema (CHE) were treated with CSA; 1 RCT (Granlund et al. 1996), 1 follow-up study 

(Granlund et al. 1998) and a case series (Reitamo et al. 1994). 

 

Efficacy/effectiveness 

In Granlund et al. (Granlund et al, 1998 en 1996) efficacy/effectiveness was measured by the percentage of 

patients with treatment succes, defined as a decrease in the disease activity score to ≤50% of the patient’s 

own baseline score. Disease activity was scored on a scale from 0 (none) to 3 (severe).  Other variables that 

were used to measure efficacy/effectiveness are: extent of the disease, use of emollients, itch and sleep 

disturbances and overall assessment of efficacy (1/very good to 5/no effect).  

In Reitamo et al. effectiveness was measured by the percentage of patients with a complete, good or 

moderate respons. Also time to relapse was used to assess efficacy.  

 

RCTs 

Methodological quality 

The article, Granlund et al. 1996, doesn’t descripe the method of the study very well. Therefore 

randomization and concealment of allocation must be judged as inadequate. There was adequate blinding of 

participants, but it is unknown whether researchers were blinded. No selected data was reported and the 

study is free of other forms of bias. 

 

Demography 

Two treatment arms were compared in Granlund et al.1996. The first arm consisted of CsA with plain 

cream, the other of BDP cream (betamethasone-17,21-dipropionate) with placebo capsules. After the first 

phase there was crossover between the treatment arms if therapy failed.  

Duration of treatment was 6 weeks and was extended by 6 weeks (crossover to other group) if treatment 

failed. CsA dosage was 3.0 mg/kg/day. Follow-up was applied for the duration of 6 months. 

In total, 41 subjects (18 male, 23 female) were enrolled, with a mean age of 38 years. In all subjects the 

diagnosis of CHE was established by histopathological analysis before entry. All patients had inadequate 

respons to previous treatments. Previous treatments consisted of topical corticosteroids and/or oral psoralen 

photochemotherapy (PUVA) and avoidance of relevent contact allergens.  

 

Efficacy 

The results of Granlund et al. show 50% treatment succes in the CSA group and 32% treatment succes in 

the BDP group in the first phase. Although there is a difference, it is not significant (p=0.233). After 

crossover, the second phase, there was 67% treatment succes in the CSA group and 62% treatment succes 

in the BDP group. This difference was not significant. During follow-up 50% of both groups relapsed in the 

first 2 weeks. Each group has 1 patient that didn’t relapse during follow-up. Duration of remission and time 

to adverse event were never mentioned.  

In total 7 patients withdrew, 4 from the CSA group and 3 from the BDP group. 

 

Safety 

Adverse events that occurred during CSA treatment compared to the other treatment are shown in Table 4.  

 

Serious adverse events 

No serious adverse events are reported.  
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Case series 

Demography 

Granlund et al. 1998 used the same patients as in Grandlund et al. 1996. For demographics see above. 

The study by Reitamo et al. included 7 CDH patients with  age ranging between 37 and 78 years. Three 

patients had the dry hyperkeratotic type and 4 the vesicular type. All patients were previously treated with 

topical corticosteroids and 3 patients also used systemic steroids in the past. Concomitant drugs were not 

allowed, except for topical emollients.   

The dose employed was 2.5 mg/kg/day in 5 patients and 1.25 mg/kg/day in 2 patients. After 2 weeks no 

effect was seen in the patients with 1.25 mg/kg/day and for those 2 patients the dosage was increased to 2.5 

mg/kg/day.  Duration of treatment varied from 2 to 16 weeks and the follow-up period could be as long as 5 

months.  

 

Effectiveness  

After 1 year of follow-up Granlund et al. 1998 found that all variables were significantly lower (p<0.001) 

compared to baseline. Of  27 patients followed, 21 were in remission after 1 year.  

Reitamo et al. found that 6 out of 7 patients (86%) responded to therapy. One patient had a complete 

respons and didn’t relapse after 4 months of follow-up. Three patients had a good respons, of which 2 

relapsed after 3 weeks and 8 months. One of these three got lost to follow-up. Moderate respons was seen 

in 2 patients. One relapsed after 1 week and the other remained clinical effect after 5 months. The 7
th

 

patient, in which no effect was seen at initial therapy, had some benefit after retreatment with CsA. 

 

 Safety 

Not mentioned in Grandlund et al. 1998. See Grandlund et al. 1996 (above) for adverse events. 

Three adverse events were reported in this study, of which none serious. Headache, hypertension and 

paresis of the abducens nerve were reported in 1 patient. Two of these patients stopped treatment after 3 

weeks. 

  

Conclusion on strength of evidence for efficacy of CsA in chronic dermatitis of the hand 

Low 

The  available studies were of low quality with sparse data and some uncertainty about 

directness. 

 

 

Magnitude of treatment effect 

Moderate treatment effect, very uncertain estimate for a very uncertain moderate effect 

 

Clinical recommendation for chronic dermatitis of the hand 

Weak 

There is a weak recommendation for treating chronic dermatitis of the hand with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

beneficial effects outweigh the safety aspects.  

 

Remarks on clinical recommendation for chronic dermatitis of the hand 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Only one study has demonstrated some effect of 

CsA in chronic dermatitis of the hand patients. Very 

uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission cutaneous lesions. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

1 complete healing 

3 good respons: 2 relapsed after resp. 3 weeks and 8 

months. 1 lost to FU. 

2 moderate respons: 1 relapsed after 1 week. 

2/6 no relapse after 4-5 months 
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 1 no respons: some benefit after retreatment. 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Only descriptive outcomes. Very uncertain. 

Risks associated with therapy  - Side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  
- Target event is chronic hand dermatitis; so risk is 

100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl).  

Varying Values between patients - High varying values between patients 

Other -There are other treatment options available. 

 

Table 2. Characteristics of included articles 
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Chronic dermatitis of the hand Case series 

Reitamo et al. 1994 Case series 0.5-4 ≤5 CDH 7 (4/3) (37-78) 1.25-2.5 

mg/kg 

Chronic hand eczema RCT’s 

Granlund et al. 1996 CSA 
1.5 6 CHE 

20 (7/13) 36 + SD 9 3.0 mg/kg 

Topical BDP 21 (11/10) 40 + SD 11 0.05% BDP  

Chronic hand eczema Case series 

Granlund et al. 

19981 

Case series 1.5 12 CHE 27 - 3.0 mg/kg 

 CDH ;chronic dermatitis of the hand 
unk; unknown. CHE; chronic hand eczema 
1 Follow up study. Same patients as Granlund et al. 1996 

- = not applicable 
 

 



27 Versie 22-06-2010 

 

Table 3. Results  
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Chronic dermatitis of the hand Case series 

Reitamo et al. 

1994 

6/7 responded to therapy (86%): 

1 complete healing 
3 good respons: 2 relapsed after 

resp. 3 weeks and 8 months. 1 

lost to FU. 
2 moderate respons: 1 relapsed 

after 1 week. 

2/6 no relapse after 4-5 months 
1 no respons: some benefit after 

retreatment. 

unk. - None, only topical 

emollients were 
allowed. 

Headache (1), hypertension (1), 

paresis of abducens  nerve (1) 

None 

 
Chronic hand eczema RCT’s 

Granlund et al. 

1996 

Part 1:  

CSA group: 50% succes 
BDP group: 32% succes 

(P=0.233) 

Part 2: 
CSA: 67% succes 

BDP group: 62% succes 

Part 3: 

50% relapse after 2 weeks in both 

groups. 

No relapse in 1 patient in each 
group during FU 

 

7 withdrew (4 CSA group, 3 BDP 
group) 

<2 unk. None Dizziness (1)  

Vomitting (1) 
Facial edema (1) 

None 

Chronic hand eczema Case series 

Grandlund et 

al. 1998 

All variables significantly lower 

(p<0.001) compared to baseline 

after 1 year (-7; -5 to -9).  
21 patients in remission after 1 

year of FU. 

- unk. None - - 

FU; follow up, - = not applicable 
 

 

Table 4. Adverse events in RCT’s en cohorts 

 
 Granlund et al. 

Adverse events CSA  BDP   

Infections  0 0 

Gastrointestinal symptoms 1 0 

Musculoskeletal symptoms 0 0 

Neurological symptoms 1 0 

Vascular symptoms 0 0 

Dermatological symptoms 0 0 

Malignancies 0 0 

Edema 1 0 

Insomnia 0 1 

Abnormalities in laboratory 

markers 

0 0 

Serious adverse events 0 0 
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Table 5. Risk of bias of included RCT 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 Adequate 

randomisation? 

Adequate 

concealment of 

allocation? 

Adequate blinding? Incomplete data 

reported? 

Free of selected 

reporting? 

Free of other 

bias? 

Granlund et al. 

1996 

NO NO Participants YES 

Researchers  unk. 
Outcome assessment unk. 

NO YES YES 
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Chronic urticaria 

 

In total, 8 studies published between 1993 and 2010 were found in the literature in which patients with 

chronic urticaria (CU) were treated with CSA; 2 RCT’s, 3 cohorts and 3 case series. 

 

Efficacy/effectiveness 

Efficacy/effectiveness was measured by the percentage of patients with a complete or partial respons. 

Respons was measured by urticaria activity scores. 

Also the time to remission, duration of remission, time to relapse and adverse events were used to assess 

efficacy.  

 

RCTs 

Methodological quality 

Grattan et al. employed an adequate randomization. In Vena et al. it is unclear whether they randomized 

adequately. Concealment of allocation was unclear (not described) in both studies. Both trials clame to be 

double blinded, but they don’t decribe it in their article. Since it is unclear whether both studies are double 

blinded, outcome measurement is unclear aswell. Both studies didn’t report incomplete data and are free of 

other bias. An overview of the methodological quality can be seen in the risk of bias table (Table 5). 

Grattan et al. offered open label extension study with CsA treatment to all non-responders after 4 weeks, in 

which 17 patients participated. 

 

Demography 

Two treatment arms were compared in Grattan et al. and 3 treatment arms in Vena et al. CsA was never 

applied as mono therapy, but always in combination with cetirizine. There was no crossover between the 

treatment arms in Vena et al.. Grattan et al. offered non-responders open trial with CsA after 4 weeks. 

Duration of treatment was 1 month in Grattan et al. and Vena et al. treated patients for 4 months. Dosage 

employed ranged from 3.0-5.0 mg/kg/day. Follow-up was applied in both studies for the duration of 6 

months in Grattan et al. and 2 months in Vena et al.. 

In total, 129 subjects (48 male, 81 female) were enrolled, with a mean age of 38 years. All subjects had 

previous treatment with antihistamines and/or prednisone, to which they didn’t respond.   

 

Efficacy 

Grattan et al. compared CsA with placebo. Results show that in the CsA group a 42.1% remission was 

achieved after 4 weeks. Two patienst had respons after two weeks of treatment, but not after 4 weeks. Time 

to remission was unknown. Of the responders 75% relapsed after stopping treatment with CsA. There was 

no respons in the placebo group. After 4 weeks 17 non-responding patients participated in the open label 

study. Eleven out of 17 (64.7%) showed remission. Overall there were 19 responders, of which 5 didn’t 

relapse during follow-up.  

In Vena et al. CsA mono therapy was compared with placebo in a three treatment arms. The first arm, 

where CsA was given for 16 weeks, showed a statistically significant improvement in week 8 (62.5%) and 

16 (52.9%) of treatment, but not in week 24 (41.7% improvement).  The second arm, consisting of 8 weeks 

CsA and 8 weeks placebo, also showed a statistically significant improvement in week 8 (62.1%) and 16 

(45.6%) of treatment, but not in week 24 (46.9%). The third group, who were given placebo, showed an 

improvement score of respectively 23.3%, 25.9% and 30.2% at week 8, 16 and 24. Time to respons and 

duration of remission are unknown. In total 38 patient withdrew; 8 from first group, 13 from second group 

and 17 from placebo group. 

 

Safety 

Adverse events that occurred during CsA treatment compared to the other treatments are shown in Table 4 

for both trials.  

 

Serious adverse events 

Serious adverse events were not common. Only Vena et al. described 2 cases; 1 with precordialgia and 1 

with acute gastroenteritis. Both patients had to be admitted to the hospital and recovered completely. The 

events were considered to be not drug related. 
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Cohort 

Methodological quality 

Three cohorts were included. The demographic information about the individual treatment groups  were 

sufficient in all 3 studies. In Serhat et al. the two treatment groups were not comparable in terms of disease 

severity. The other two studies, Loria et al. and Toubi et al., showed comparable groups in term of disease 

severity. Some outcome data (FU, time to respons and duration of remission) are not mentioned in the 

articles and therefore not contributive to outcome measures.  

 

Demography 

In Loria et al. two groups were compared; CsA and prednisone. Twenty subjects (6 male, 14 female), 10 in 

both groups, participated. Age ranged from 19-64 years. The subjects were treated with CsA 5.0 mg/kg/day 

or prednisone 20 mg/day for 2 months. Follow up was not mentioned. Concomittant drugs were not used. 

Serhat et al. compared CsA in CU patients with CsA in healthy control patients. The first group consisted 

of 27 CU patients, 7 male and 20 female, with a mean age of 36 years. The healthy control group had 24 

subjects, of which 13 male and 11 female, with a mean age of 32. Both groups received 2.5 mg/kg/day CsA 

for 1 month. An urticaria activity score was measured for clinical adverse event to treatment. Also serum 

levels of interleukin (IL)-6, IL-2, IL-8, IL-5, IL-1ß and TNF-α were measured to evaluate the impact of 

CsA treatment on cytokine levels involved in the pathogensesis of CU. Follow-up was not mentioned and 

there were no concomittant drugs used. 

Toubi et al. Compared two groups; CsA and no treatment. Thirtyfive subjects (9 male, 26 female) 

participated, 25 were in the CsA group. Age ranged from 21-69 years, with a mean age of 44. The subjects 

in the CsA group were treated with CsA 3 mg/kg/day for 3 weeks; dosage was diminished with 1 

mg/kg/day every week. Subjects were followed for 3 months and some patients used concomittant drugs 

(antihistamines and/or prednisone). It is unknown how many patients used concomittant drugs. 

In all three studies, all subjects were unresponsive to antihistamines. 

 

Efficacy 

Loria et al. showed a complete respons in all patients in both groups. After stopping both treatments, 2 

patients of the CsA group and 4 patients of the prednisone group relapsed. Time to respons was less than a 

week and duration of remission is 3 months. 

Serhat et al. had a complete respons rate of  70.4% (19 out of 27 patients). This respons rate is statistically 

significant (p<0.0005). Time to respons and duration of remission are unknown. Serum IL-2, TNF- α  and 

IL-5 of the CsA treatment group were statistically higher than those of the healthy control group (p=0.001) 

before CsA treatment. After 4 weeks of treatment the mean IL-2, TNF- α  and IL-5 levels were 

significantly decreased. 

In Toubi et al. the CsA treatment group showed full remission in 13 out of 19 patients. The other 6 patients 

had partial remission. There was no remission in the placebo group. Of the 13 patients who had a complete 

respons, 2 had a mild relapse. Two out of six partial respons patients worsened after stopping CsA therapy 

and the other 4 patients remained at their respons level during follow-up. Six dropped out. Time to respons 

was less than a week and duration of remission is unknown.  

 

Safety 

A few adverse events occurred in the CsA and prednison group. They’re shown in Table 4. No serious 

adverse events occured. 

 

Case series 

Demography 

Three studies with case series were included concerning 34 CU patients, who all responded badly on 

antihistamines and/or oral steroids. The age of the subjects ranged from 9 to 66 years. Barlow et al. was the 

only study in which concomitant drugs was used, all subjects used antihistamines and 3 used prednisolone.  

The dose employed ranged from 2.5-5.0 mg/kg/day in the three studies. Duration of treatment varied from 

3 weeks till approximately 3 months. Follow-up was 3 months in Barlow et al. and is unknown in Daher et 

al. and Ilter et al..  

 

Effectiveness  

Barlow et al. found complete or partial respons in 75% (9 out of 12) of subjects. Four of them relapsed 
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after stopping CsA treatment. Time to respons was a few days to 2 weeks and duration of remission is 

unknown. 

In the study of Daher et al. all patients showed complete remission. Four out of 7 relapsed after therapy was 

stopped, but were all succesfull retreated with CsA. Time to respons and duration of remission are 

unknown.  

Ilter et al. showed a very good adverse event after 1 week. All subjects got into full remission. After 

diminishing CsA dose to 3.5 mg/kg/day in week 2, 5 subjects relapsed. In week 3, where CsA dose was 

diminished to 2.5 mg/kg/day, another 8 subjects relapsed. Two subjects still had complete respons after 3 

weeks of CsA, but they relapsed after respectively 1 and 3 day(s).  

There were no dropouts in all three studies.  

 Safety 

A few mild  adverse events were reported. Nausea and vomiting (e.g. gastro-intestinal complaints) were 

reported most. Other adverse events are reported in table 3. 

 

Serious adverse events 

No serious events are reported. 

 

Conclusion on strength of evidence for efficacy of combination therapy in chronic urticaria 

Moderate 

The three available RCT’s are of moderate quality with limitations in study quality, sparse 

data and some uncertainty about directness. The other evidence consisting of case series 

shows no inconsistency with the RCT’s. 

 

Magnitude of treatment effect 

Moderate estimate for a good effect 

 

Clinical recommendation for combination therapy in chronic urticaria  

Strong 

There is a strong recommendation for treating severe recalcitrant chronic urticaria with CsA 

if conventional treatment options are contra-indicated or have failed. It is uncertain if the 

efficacy outweighs the safety aspects. 

 

Remarks on clinical recommendation for chronic urticaria 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Three randomized trial and case-series have 

demonstrated the benefit of CsA in chronic urticaria 

patients.  Uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission chronic urticaria. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Moderate 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes. Uncertain precision. 

Risks associated with therapy  - See side effects CSA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is chronic urticaria; so risk is 100%. 

Costs  - Costs of CSA are between € 102,95 and 127,83 for 
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19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other There are other treatment options available 

 

 

Table 2. Characteristics of included articles 
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Chronic urticaria RCT’s 

Grattan et al. 2000 CSA 
1 6 CU 

20 (4/16) 32.5 (19-72) 4.0 mg/kg 

Placebo 10 (2/8) 33.5 (23-60) - 

Vena et al. 2006 CSA  

4 2 CU 

31 (14/17) 44.0 ± 9.8 
3.0-5.0 

mg/kg 

CSA (8 wks) + 
Placebo (8 wks) 

33 (16/17) 37.1 ± 11.3 
3.0-5.0 
mg/kg 

Placebo 35 (12/23) 41.7 ± 11.5 - 

Chronic urticaria Cohort 

Loria et al. 2001 CSA 
2 unk. CU 

10 (4/6) 45 (19-64) 5 mg/kg 

Prednisone 10 (2/8) 43 (32-57) 20 mg 

Serhat et al. 2008 CSA 

1 unk. 

CU 27 (7/20) 36.18 (17-59) 

2.5 mg/kg CSA control 

group 
- 24 (13/11) 32.40 (23-39) 

Toubi et al. 1997 CSA 
3 3 CU 

25 (9/2

6) 
44 (21-69) 

1-3 mg/kg 

Untreated 10 - 

Chronic urticaria Case series 

Barlow et al. 1993 CSA 1 3 CU 12 (5/7) 45.3 (26-66) 2.5-3.5 

mg/kg 

Daher et al. 2010 CSA >1 unk. CU 7  (9-16) 3 mg/kg 

Ilter et al. 1999 CSA 0.75 unk. CU 15 (7/8) 41.3 2.5-5.0 
mg/kg 

 

 



33 Versie 22-06-2010 

 

Table 3. Results  
  E

ff
ic

a
cy

/ 

e
ff

e
c
ti

v
e
n

es
s 

T
im

e
 t

o
 a

d
v
e
r
se

 

e
v

e
n

t 
(w

e
e
k

s)
 

D
u

r
a

ti
o

n
 o

f 

r
e
m

is
si

o
n

 

(m
o

n
th

s)
 

C
o

n
co

 m
e
d

  

(n
 o

f 
su

b
je

c
ts

) 

A
E

’s
 

(n
 o

f 
ev

e
n

ts
) 

S
A

E
’s

 

(n
 o

f 
ev

e
n

ts
) 

Chronic urticaria RCT’s 

Grattan et al. 

2000 

Responders CSA: 8 (42.1%) 

2/19 respond after 2 weeks, but 

not after 4 weeks. 
6 out of 8 relapsed within 6 

weeks 

1 withdrew 
Responders placebo: 0 

 

Open label:  
Responders: 11 (64.7%) out of 17 

 

Overall: 19 responders of which 
5 didn’t relapse during FU   

unk. unk. Cetirizine 20 mg/dag 

(30) 

CSA group: tingling of fingers, feet 

or lips (15), gastrointestinal upset 

(11), headache (12), feeling ‘light 
headed’ (2), tiredness (9), general 

malaise (2), ‘flu-like’ symptoms (3), 

infections (2), arthralgia (4), 
backache (2), leg cramps (2), 

swollen or bleeding gums (3), 

hypertrichosis (6), loin pain (1), 
breast tenderness (1), exacerbation 

of scalp hairloss (1) 

Placebo group: gastrointestinal upset 
(3), dry mouth (1), lethargy (1) 

None 

Vena et al. 

2006 

Improvement of severity score: 

Week 8: 
CSA 16 wk: 62.5% (p<0.05) 

CSA 8 wk: 62.1% (p<0.05) 

Placebo: 23.3% 
Week 16: 

CSA 16 wk: 52.9% (p<0.05) 

CSA 8 wk: 45.6% (p<0.05) 
Placebo: 25.0% 

Week 24: 

CSA 16 wk: 41.7% (p>0.05) 
CSA 8 wk: 46.9% (p>0.05) 

Placebo: 30.2% 

 
38 witdrew 

unk. unk. Cetirizine 10 mg/dag 

(99) 

Upper abdominal pain (12), 

paresthesia (9), flushing (5), 
headache (9), arthralgia (5), 

backpain (4), conjunctivitis (2), 

gastroenteritis (3), hypertrichosis 
(3), dizziness (3), hypertension (3), 

migraine (6), pruritus (5), pyrexia 

(4), flu syndrome (8), tremor (2), 
urticaria (2), gastritis (2), elevated 

creatinine (6), other (20) 

Precordialgia (1) (16 

wk CSA), acute 
gastroenteritis (1) (8 

wk CSA) 

Chronic urticaria Cohorts 

Loria et al. 

2001 

CSA: 10 (100%) complete 

respons, 2 relapses after stopping 
treatment. 

Prednisone: 10 (100%) complete 

respons, 4 relapses after stopping 
treatment. 

<1 3 None CSA: tremor (2), headache (2), 

nausea (2) 
Prednisone: hypertension (1), weight 

gain (2) 

None 

Serhat et al. 

2008 

19 out of 27 (70.4%) patients had 

complete respons (p<0.0005) 

unk. unk. None Abdominal pain (1), nausea (1) None 

Toubi et al. 
1997 

CSA:  
13/19 (68.4%) full remission, 

2/13 mild relapse. 

6/19 (31.6%) partial remission, 
2/6 worsened after stopping CSA 

Untreated: no remission. 

6 dropouts in CSA group: 2 side 
effects, 4 unresponsive.  

<1 unk. Exact data unknown: 
some used prednisone, 

some antihistamines.  

Abdominal pain (2), elevated 
creatinine (1), agitation (1), 

sleeplessness (1) 

None 

Chronic urticaria Case series 

Barlow et al. 

1993 

9/12 (75%) complete or partial 

respons, 4/9 had relapse after 

stopping CSA treatment. 
3/12 no respons 

0.5-2 unk.  All used antihistamines 

(most stopped treatment 

during CSA therapy), 3 
used prednisolone. 

Tremor, nausea, paraesthesiae: (8) None 

Daher et al. 

2010 

7/7 (100%) in remission 

4/7 relapsed but were succesfull 
retreated with CSA 

unk. unk.  unk. None None 

Ilter et al. 1999 15/15 (100%) complete respons 

after 1 week 

5/15 relapsed in week 2 (CSA 3.5 
mg/kg/day) 

8/10 relapsed in week 3 (CSA 2.5 

1 0 unk. Nausea, fatigue, headache, rise in 

bloodpressure, mild increase 

creatinine level 

None 
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mg/kg/day) 

2/15 with complete respons after 
3 weeks, relapsed within 0-3 days 

after stopping CSA treatment. 

 

 

 

 

 Table 4. Adverse events in RCT’s en cohorts 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Table 5. Risk of bias of included RCT 

 

 Grattan et al. Vena et al. 

Adverse events CsA  Placebo  CsA  CsA & 

Placebo  

Placebo 

Infections  2 0 4 1 2 

Gastrointestinal symptoms 11 3 5 5 2 

Musculoskeletal symptoms 9 0 4 2 3 

Neurological symptoms 15 0 8 10 2 

Vascular symptoms 0 0 4 3 1 

Dermatological symptoms 0 0 1 6 4 

Malignancies 0 0 0 0 0 

Drug hypersensitivity 0 0 0 0 0 

Abnormalities in laboratory 

markers 

0 0 6 0 0 

Hypertrichosis 6 0 2 1 0 

Dry mouth 0 1 0 0 0 

Lethargy 0 1 0 0 0 

Other non-serious AE 31 0 13 18 10 

Serious adverse events 0 0 1 1 0 

 Adequate 

randomisation? 

Adequate 

concealment of 

allocation? 

Adequate blinding? Incomplete 

data 

reported? 

Free of selected 

reporting? 

Free of other 

bias? 

Grattan et al. 2000 YES UNCLEAR Participants YES 
Researchers  UNCLEAR 

Outcome assessment UNCLEAR 

NO UNCLEAR YES 

Vena et al. 2006 UNCLEAR UNCLEAR Participants UNCLEAR 
Researchers  UNCLEAR 

Outcome assessment UNCLEAR 

NO UNCLEAR YES 
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Chronic contact dermatitis 

 

In total, 2 case series published in 1991 and 1993 were found in the literature in which patients with 

chronic contact dermatitis (CCD) were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with clinical improvement in Higgins et al. and 

by reduction in score of clinical manifestations in Flori et al.. Manifestations on which could be scored (0-

3) were: itch, burning, erythema, edema, vesicles, crusts, scaling and infiltration.  

 

Case series 

Demography 

Two studies with case series were included concerning 21 CCD patients. The age of the subjects ranged 

from 24 to 61 years. Previous treatments in Flori et al. were topical and systemic corticosteroids, which led 

to temporary remission, followed by relapse. During the two studies no concomitant drugs were used. The 

following sites were involved in Flori et al.: face (12), arms (11), trunk (7), axillae (2), feet (3) and legs (5). 

In Higgins et al. patients had lesions on sites which were in contact with exogenous allergens. 

The dose employed was 5.0 mg/kg/day in both studies. After 4 weeks Flori et al. lowered the dose to 3.0 

mg/kg/day for 3 months. Duration of treatment was 2 weeks in Higgins et al. and 4 months in the other 

study. Follow-up was 4-6 months in Flori et al. and Higgins et al. didn’t mention follow-up.  

 

Effectiveness  

Flori et al. found a complete clinical remission in all patients within 4 weeks. During the follow-up period 

2 out of 6 patients, who were followed for 6 months, relapsed. The 9 patients who were followed for 4 

months, didn’t show relapse. Time to respond was less than a week. 

Higgins et al. also found clinical improvements in all patients. Four of the 6 patients healed completely 

during the treatment period of 2 weeks.  

 

Safety 

No serious adverse events were reported in both studies. Higgins et al. reported 1 mild adverse event, distal 

paraesthesiae (3). This adverse event resolved spontaniously and there was no need to decrease CSA 

dosage or stop treatment.  

 
Conclusion on strength of evidence for efficacy of combination therapy in chronic contact dermatitis 

Very Low 
The two available studies are of low quality (observational studies) with limitations in study 

quality, sparse data and some uncertainty about directness.  

 
Magnitude of treatment effect 

Very low estimate for a good effect 

 

Clinical recommendation for combination therapy in chronic contact dermatitis  

Weak 

There is a weak recommendation for treating chronic contact dermatitis with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

efficacy outweighs the safety aspects (very uncertain estimate for a very uncertain moderate 

effect). Therefore extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 
 
Remarks on clinical recommendation for chronic contact dermatitis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

-Two case-series have demonstrated some benefit of 

CsA in chronic contact dermatitis patients.  

Uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 
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safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission chronic contact dermatitis. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Good 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes. Very uncertain precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  
-Target event is chronic contact dermatitis; so risk is 

100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other There are other treatment options available 

 
Table 2. Characteristics of included articles 

 

S
tu

d
y

 d
e
si

g
n

/ 

g
ro

u
p

s 

T
r
ea

tm
e
n

t 

(m
o

n
th

s)
 

F
U

 (
m

o
n

th
s)

 

D
is

ea
se

 o
f 

 

su
b

je
c
ts

 

N
 s

u
b

je
c
ts

 

(m
a

le
/ 

fe
m

a
le

) 

M
e
a

n
 a

g
e
 o

f 

su
b

je
c
ts

 i
n

 

y
ea

r
s 

(r
a

n
g

e
) 

D
o

se
 o

f 
C

S
A

 

p
e
r
 d

a
y
 

Chronic contact dermatitis Case series 

Flori et al. 1993 Case series 4 4-6 CCD 15 (7/8) 41.2 (24-61) 5 mg/kg 

(first 4 

weeks) 
3 mg/kg for 

3 months 

Higgins et al. 1991 Case series 0.5 unk. CCD 6 (4/2) (27-58) 5 mg/kg 

CCD; chronic contact dermatitis 
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Table 3. Results 
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Chronic contact dermatitis Case series 

Flori et al. 

1993 

Total reduction of clinical 

manifestations in all 15 patients 
within 4 weeks.  

Follow-up 4 months (9): no 

relapse 
Follow-up 6 months (6): 2 

relapse 

<1 unk. None None None 

Higgins et al. 

1991 

Clinical improvement in all 

patients (100%). 
4 out of 6 healed completely 

during the treatment period. 

<2 unk. None Distal paraesthesiae (3); 

resolved spontaniously. 

None 



38 Versie 22-06-2010 

 

Cutaneous T-cel lymphoma 

 

One case serie was found in the literature in which patients with cutaneous T-cel lymphomas (CTCL) were 

treated with CsA. 

 

Efficacy/effectiveness 

Efficacy/effectiveness was measured by the percentage of patients with a complete remission. Complete 

respons was defined as disappearance of all clinical evidence of active tumor for a minimun of 4 weeks.  

 

Case series 

Demography 

One case serie, Cooper et al., was included concerning 11 CTCL patients who all had disease progression 

after at least one previous therapy (chemo- or radiotherapy). The age of the subjects ranged from 32 to 75 

years. It is unknown if concomitant therapy was used.  

Cooper et al. treated CTCL patients with CsA, 15 mg/kg/day, for 1 week up to 13 months. Follow-up time 

and time to respons are not mentioned.  

 

Effectiveness  

Cooper et al. found a complete respons in 2 patients out of 11. Both respons patients had recurrent disease 

1 week after stopping CsA therapy. They responded well on recontinuation with CsA, but both patients had 

to stop therapy due to renal toxicity. 

 

 Safety 

The adverse events were significant in this study. In total 8 adverse events, of which one was serious, were 

reported in this study. The adverse events consisted of: renal toxicity (6), severe hypertension (1), 

infections (2), mucosal toxicity (2), diarrhea (1), anemia (1) and supraventricular tachycardia (1).   

 

Serious adverse events 

One possible drug-related death was mentioned in this study. This patient received glyburide, an oral 

hypoglycemic agent, and died after 1 week of therapy due to complications attributed to hypoglycemia. 

 

Conclusion on strength of evidence for efficacy of combination therapy in cutaneous T-cell 

lymphoma 

Very Low 
The one available study is of very low quality (observational studies) with limitations in 

study quality, sparse data and some uncertainty about directness.  

 
Magnitude of treatment effect 

Very low estimate for a low effect 

 

Clinical recommendation for combination therapy in cutaneous T-cell lymphoma 

Strong There is a strong recommendation against treating cutaneous T-cell lymphoma with CSA.  
 
Remarks on clinical recommendation for cutaneous T-cell lymphoma 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-One case-series has demonstrated a little benefit of 

CsA in cuteneous T-cell lymphoma patients.  

Uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

Responding patients had to stop due to renal 

toxicity. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission chronic contact dermatitis. 

Magnitude of treatment effect*  - Recurrent disease in both CR patients after 1 week. 
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* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

Both had good respons after recontinuation CsA 

therapy, but had to stop due to renal failure. 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes. Very uncertain precision. 

Risks associated with therapy  - See side effects CsA. In this study renal failure 

Burdens of Therapy  - See risks 

Risk of target event  
-Target event is chronic contact dermatitis; so risk is 

100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - High varying values between patients 

Other There are other treatment options available 

 
Table 2. Characteristics of included articles 
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Cutane T-cel lymfoom Case series 

Cooper et al. 1993 Case series 0.25-
13 

unk. CTL 11 (6/5) 49 (32-75) 15 mg/kg 

 

Table 3. Results 
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Cutane T-cel lymfoom Case series 

 
Cooper et al. 

1993 

Complete respons (CR): 2 
(18.2%) 

No respons: 9 (81.8%) 

Recurrent disease in both CR 
patients after 1 week. Both had 

good respons after recontinuation 

CSA therapy, but had to stop due 
to renal failure. 

unk. 0.25 unk.  Renal toxicity (6), hypertension 
(1), infections (2), mucosal 

toxicity (2), diarrhea (1), anemia 

(1), supraventricular tachycardia 
(1) 

hypoglycemia 
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Dermatomyositis 

 

Two studies, published in 1991 and 1994, were found in the literature in which patients with 

dermatomyositis (DM) were treated with CsA; One case series and one cohort (Grau et al 1994, Danko et al 

1991). 

 

Effectiveness 

Grau et al. used time to partial or complete remission to compare CsA with the original treatment. Also 

therapeutic failure was used as an outcome tool.  Danko et al. used the percentage of patients with clinical 

improvement (no definition found in article) and time to respons to measure effectiveness. 

 

Cohort 

Methodological quality 

One cohort study by Grau et al. was included. Concerning the methodological quality a few remarks can be 

made. Firstly, some outcome data (rash) mentioned in the clinical characteristic section were not addressed 

in the results section. Secondly, Grau et al. used an historical control group. 

 

Demography 

In Grau et al. two groups were compared; CsA and prednisone plus azathioprine (AZA). Fifty-five subjects 

participated, 27-75 years of age. No concomitant drugs were used.  

Dosage CSA employed was 5.0 mg/kg/day for 12-18 months or as maintenance dosage. Prednison was 

given in reduction schedule after clinical remission occurred till a maintenance dose of 20 mg/day. If no 

adverse event was seen after 2 months of prednisone, AZA (100 mg/day or 2 mg/kg/day) was added to the 

therapy. Patients in this group were treated for 18 months. Follow up ranged from 3 to 24 months in the 

CSA group and from 12 to 108 in the control group. 

 

Effectiveness 

Time to achieve partial remission was shorter in the CsA group, 3.8 ±2.6 vs. 7.6 ±4.6 days in the control 

group. Time to complete remission was 8.6 ±2.2 days for the CsA group and 23 ±24 days for the control 

group. In the control group 4 patients failed therapy and in the CsA group 1 failed. 

 

Safety 

In total, 10 adverse events, of which 6 were serious (SAE), were reported by Grau et al. They are shown in 

table 4. In the CsA group 1 SAE was reported, nonoliguric renal failure (1). The SAE in the control group 

were vertebral fractures (5), aseptic necrosis of astragalus (1), bacteremia (2), severe granulopenia (2) and 

streptococcal myositis (1). Four of these 11 cases died. 

 

Case series 

Demography 

One case series was included concerning 10 DM patients. The age of the subjects ranged from 23 to 61 

years, with a mean age of 41.5 years. Previous treatments were oral steroids and azathioprine. Prednisone 

was used as concomitant teatment. Patients were treated for 3-12 months with a starting dose of 5 

mg/kg/day of CSA. In this study it is unknown whether the patients have skinsymptoms or not. 

 

Effectiveness  

Danko et al. found remarkable improvement in 6 out of 10 patients and good improvement in the remaining 

4 patients. They also showed that by giving CSA it was possible to decrease the prednisone maintenance 

dosage in all patients.  

 

 Safety 

In total, 2 adverse events, of which none were serious, were reported by Danko et al. Nausea was reported 

1 time and hypertrichosis 2 times. No abnormalities in laboratory markers were seen.  

 

Serious adverse events 

No serious adverse events were reported. 

 



41 Versie 22-06-2010 

 

Conclusion on strength of evidence for efficacy of combination therapy in dermatomyositis 

Low 

The only available cohort study is of low quality with limitations in study quality, sparse data 

and some uncertainty about directness (also see Table 15). The other evidence consisting of a 

case series, CsA in combination with prednisone, shows no inconsistency with the cohort. In 

the case series there seems to be a steroid sparing effect, but there is no significant effect of 

CsA in addition to oral corticosteroids. 

 
Magnitude of treatment effect 

Low estimate for a moderate effect 

 

Clinical recommendation for combination therapy in dermatomyositis  

Weak 

There is a weak recommendation for treating dermatomyositis with CsA in combination with 

oral corticosteroids if conventional treatment options are contra-indicated or have failed. It is 

very uncertain if the efficacy outweighs the safety aspects (very uncertain estimate for a very 

uncertain moderate effect). Therefore extra attention should be given to safety aspects when 

prescribing CsA (uncertain off-label safety). 
 
Remarks on clinical recommendation for dermatomyositis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-One cohort (low quality of evidence) and case 

series have demonstrated the benefit of CsA in 

dermatomyositis patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Improvement of dermatomyositis. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Improvement ranges from 90 to 100% of the 

patients after various treatment duration and dosage. 

Moderate effect. 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes; wide range. Very uncertain 

precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is dermatomyositis; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients  

Other There are other treatment options available 
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Table 2. Characteristics of included articles 
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Dermatomyositis Cohort 

Grau et al. 1994 Prednisone 
& AZA 

18 12-
108 

DM 45 (17/28) 50 ±21 - 

CSA 12-18 + 

mainte-

nance 

3-24 10 (3/7) 51 ±24 5 mg/kg 

Dermatomyositis Case series 

Danko et al. 1991 Case series 3-12 - DM 10 (2/8) 41.5 (23-61) 5 mg/kg 

 
DM; dermatomyositis 

 

 

Table 3. Results 

 

 

Table 4. Adverse events in cohorts 
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Dermatomyositis Cohort  

Grau et al. 
1994 

Time to partial respons: 

Pred. & AZA: 7.6 ±4.6 
CSA: 3.8 ±2.6 

Time to complete respons: 

Pred. & AZA: 23 ±24 
CSA: 8.6 ±2.2 

Therapeutic failure: 

Pred. & AZA: 4 
CSA: 1 

unk. unk. None Gingival hyperplasia (2), mild 

hypertension (1), dyslipemia 
(2), morbid obesity (2) 

Nonoliguric renal failure 

(1), vertebral fractures 
(5), aseptic necrosis of 

astragalus (1), 

bacteremia (2), severe 
granulopenia (2), 

streptococcal myositis 

(1) 

Dermatomyositis Case series 

Danko et al. 

1991 

After 3-12 months:  

6/10 remarkable improvement 

4/10 good improvement 

Decrease of prednisone dosage. 

1 unk. Prednisone Hypertrichosis (2), nausea (1) None 

 Grau et al. 

Adverse events Pred. 

& 

AZA 

CSA 

Infections  0 0 

Gastrointestinal symptoms 0 0 

Musculoskeletal symptoms 0 0 

Neurological symptoms 0 0 

Vascular symptoms 0 1 

Dermatological symptoms 0 0 

Malignancies 0 0 

Gingival hyperplasia 0 2 

Obesity 2 0 

Abnormalities in laboratory 

markers 

2 0 

Serious adverse events 11 1 
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Eosinophilic pustular folliculitis 

 

One case series, Fukamachi et al., was found in the literature in which patients with eosinophilic pustular 

folliculits (EPF) were treated with CSA. 

 

Effectiveness 

Effectiveness was measured by a severity score index. Before and after treatment eruption elements, 

symptoms and number of involved sites were assessed.   

 

Case series 

Demography 

One case serie, Fukamachi et al., was included concerning 6 EPF patients. Diagnosis of EPF was clinical 

and histologically proven in all patients. The age of the subjects ranged from 23 to 41 years, with a mean 

age of 31.7 years. It is unknown whether previous treatments were taken. Five out of 6 patients used 

concomitant medication, consisting of loxoprofen, oral and topical corticosteroids, IFN-γ, topical 

indomethacin, topical tacrolimus, roxithromycin and minocyclin. Only 1 patients used CsA alone. 

The dose employed was 100-150 mg/day. Duration of treatment varied from 2 to 12 weeks. 

 

Effectiveness  

Fukamachi et al. found that all patients responded to therapy. Five patients had partial remission, which is 

defined as a severity score lower than that of pre-treatment. One patient got into complete remission 

(severity score 0 at the end of treatment). FU and relapses are not described in this study. 

 

 Safety 

Most patients are without adverse events. Fukamachi et al. doesn’t describe which adverse events did 

occur. 

 

Serious adverse events 

Serious adverse events are not described. 

 

Conclusion on strength of evidence for efficacy of combination therapy in Eosinophilic pustular 

folliculitis 

 

Very low 
The only available case series is of very low quality with limitations in study quality, sparse 

data and some uncertainty about directness.  

 

Magnitude of treatment effect 

Very low estimate for a moderate effect 

 

 

Clinical recommendation for combination therapy in Eosinophilic pustular folliculitis 

Weak 

There is a weak recommendation for treating Eosinophilic pustular folliculitis with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

efficacy outweighs the safety aspects (very uncertain estimate for a very uncertain moderate 

effect). Therefore extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 

 

Remarks on clinical recommendation for Eosinophilic pustular folliculitis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

-One case-series have demonstrated the benefit of 

CsA in eosinophilic pustular folliculitis patients.  

Uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 
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certain, certain, uncertain or very uncertain. 

 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission chronic urticaria. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

5 partial respons 

1 complete respons 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes. Uncertain precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  
-Target event is eosinophilic pustular folliculitis; so 

risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other - There are other treatment options available 

 
Table 2. Characteristics of included articles 
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Eosinophilic pustular folliculitis Case series 

Fukamachi et al. 

2009 

Case series 0.5-3 unk. EPF 6 (2/4) 31.7 (23-41) 100-150 

mg 

 

EPF; Eosinophilic pustular folliculitis 
 

  

Table 3. Results 
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Eosinophilic pustular folliculitis Case series 

Fukamachi 

et al. 2009 

Respons in 100%. 

5 partial respons 

1 complete respons 

unk. unk. Loxoprofen (3), IFN-γ 

(1), topical 

indomethacin (3), 
topical tacrolimus (5), 

systemic corticosteroids 

(2), topical 
corticosteroids (1), 

roxithromycin (4), 

minocyclin (1); 
1 patient only CSA 

Without side-effects in most 

patients. AE not mentioned. 

unk. 
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Langerhans Cell histiocytosis 

 

One case series, Arico et al., was found in the literature in which patients with Langerhans cell histiocytosis 

(LCH) were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the extent and pattern of disease manifestations. There was a monthly 

evaluation where they looked at the clinical respons. Complete respons was defined as a lack of symptoms, 

with normal physical and radiological findings and absence of new lesions.  

 

Case series 

Demography 

One study, a case serie, was included concerning 8 LCH patients with skin involvement. Diagnosis of LCH 

was biopsy proven in all patients. The age of the subjects ranged from 3 to 26 months. Seven patients were 

previously treated with chemotherapy and steroids (vinblastine alone (1), etoposide (1), 

vinblastine&etoposide (6), poly chemotherapy (2), steroids (1).  Some of them (max.4) were still on steroid 

therapy during CsA treatment. The dosage was tapered whenever possible. 

The dose employed was 12 mg/kg/day. Duration of treatment varied from 2 to 12 months, according to 

clinical respons.  Follow-up time is unknown.  

 

Effectiveness  

Arico et al. found that 2 out of 8 had a complete respons. One relapsed after 6 months, but was succesfully 

retreated with a combination therapy of CsA and etoposide. They are both off therapy. Another 2 out of 8 

had a partial respons, 1 of them is still on therapy. Four patients were non-responsive. Two of them died 

because of progressive disease and 2 were retreated with CSA and etoposide on which they responded 

partially.  

 

 Safety 

Two adverse events were reported, of which none were serious. Hypertrichosis was seen in almost all 

patients and two patients, of who it is unknown if they had skin involvements, had hypertension. 

 

Serious adverse events 

No serious adverse events were reported. 

 

Conclusion on strength of evidence for efficacy of combination therapy in langerhans cell 

histiocytosis 

Very low 
The only available study is of very low quality with limitations in study quality, sparse data 

and some uncertainty about directness.  

 

Magnitude of treatment effect 

Very low estimate for a  low effect 

 

Clinical recommendation for combination therapy in langerhans cell histiocytosis 

Weak 

There is a weak recommendation for treating langerhans cell histiocytosis with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

efficacy outweighs the safety aspects (very uncertain estimate for a very uncertain moderate 

effect). Therefore extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 

 

Remarks on clinical recommendation for langerhans cell histiocytosis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

-One case-series have demonstrated some benefit of 

CsA in langerhans cell histiocytosis patients.  

Uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 
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safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission langerhans cell histiocytosis. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Complete respons: 2 (1 relapsed, but was 

succesfully retreated with CSA&vinblastine) 

Partial respons: 2 (1 still on therapy) 

Non-responsive: 4 ( 2 died of progressive disease, 2 

were retreated with CSA&etoposide which resulted 

in a partial respons) 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes. Very uncertain precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  
-Target event is langerhans cell histiocytosis; so risk 

is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other There are other treatment options available 

 
Table 2. Characteristics of included articles 
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Langerhans cell histiocytosis Case series 

Arico et al. 1995 Case series 2-12 unk. LCH 8 (4/4) 1 (0.25-2.2) 12 mg/kg 

 
LCH; Langerhans cell histiocytosis 

 
 

 Table 3. Results 
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Langerhans cell histiocytosis Case series 

 

Arico et al. 
1995 

Complete respons: 2 (1 relapsed, 

but was succesfully retreated with 
CsA&vinblastine) 

Partial respons: 2 (1 still on 

therapy) 
Non-responsive: 4 ( 2 died of 

progressive disease, 2 were 

retreated with CsA&etoposide 
which resulted in a partial 

respons) 

unk. unk. Prednisone (max. 4) 

(tapered whenever 
possible)  

Hypertrichosis, hypertension none 
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Leprosy type I 

 

One case series, Marlowe et al. 2007, was found in the literature in which patients with leprosy type I 

reaction (LT1) were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with a clinical improvement, defined as a 

reduction in clinical severity score at time of therapy. Also maintainance of improvements and relapse were 

used to assess efficacy.  

 

Case series 

Demography 

One study, a case series, was included concerning 41 LT1 patients. Diagnosis of LT1 was histologically 

proven in all patients. The age of the subjects ranged from 16 to 65 years. Some patients had previous 

treatments. Before the 12 week teatment with CsA, all patients were treated for 5 days with a combination 

of 5 mg/kg/dag CsA and 40 mg/dag prednisone.  

The dose employed was 5.0 mg/kg/day and could be increased to 7.5 mg/kg/day in patients with 

deterioration. Duration of treatment was 12 weeks. Patients were evaluated at week 2, 4, 6, 8, 12, 16 and 24 

from baseline.  

 

Effectiveness  

Marlowe et al. found that 35 out of 41 (85%) of the patients improved during the 12 week treatment. 

Twenty out of 35 (57%) maintained improvements till the end of follow-up. Of the other 15 patients who 

improved, 13 relapsed and 2 got lost to follow-up. Six patients didn’t show any improvements. In 15 

patients the dosage of CSA was increase to 7.5 mg/kg/day. Of these 15 patients 11 got clinical 

improvements. Six of them maintained clinical improvements at the end of FU.   

 

 Safety 

In total, 7 adverse events, of which none were serious, were reported in this case series. Gastro-intestinal 

complaints were reported 3 times. Other reported non serious adverse events were hypertension (1), 

jaundice (1), dizziness (1) and increase of serum creatinine level (2).  

 

Conclusion on strength of evidence for efficacy of combination therapy in leprosy 

Very low 
The only available case serie is of very low quality with limitations in study quality, sparse 

data and some uncertainty about directness .  

 
Magnitude of treatment effect 

Very low estimate for a moderate effect 

 
Clinical recommendation for combination therapy in leprosy  

Weak 

There is a weak recommendation for treating leprosy with CsA if conventional treatment 

options are contra-indicated or have failed. It is very uncertain if the efficacy outweighs the 

safety aspects (very uncertain estimate for a very uncertain moderate effect). Therefore extra 

attention should be given to safety aspects when prescribing CsA (uncertain off-label safety). 
 
Remarks on clinical recommendation for leprosy 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-One case series (low quality of evidence) 

demonstrated the benefit of CsA in leprosy type I 

reaction patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Improvement of leprosy. 
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Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Improvement: 35 (85%) 

Maintainance improvements 12 weeks after therapy: 

20 (57%) 

13 relapsed within 3 months 

2 were lost to FU 

No improvement: 6 (15%) 

 

15 got higher dose (7.5 mg/kg/day): 11 improved of 

which 6 maintained improvements 12 weeks after 

therapy 

Magnitude of treatmenteffect is moderate 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes; wide range. Very uncertain 

precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is leprosy; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - High varying values between patients  

Other There are other treatment options available 

 

Table 2. Characteristics of included articles 
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Leprosy type I Case series 

Marlowe et al. 2007 Case series 3 3 LT1 41 (16-65) 5.0 mg/kg 

 
LT1; leprosy type I 

 

Table 3. Results 
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Leprosy type I Case series 

Marlowe et al. 

2007 

Improvement: 35 (85%) 

Maintainance improvements 12 weeks after therapy: 

20 (57%) 
13 relapsed within 3 months 

2 were lost to FU 

No improvement: 6 (15%) 
 

15 got higher dose (7.5 mg/kg/day): 11 improved of 

which 6 maintained improvements 12 weeks after 
therapy 

unk. unk. None Rise serum creatinine level (2), 

hypertension (3), loss of 

appetite (1), jaundice (1), 
indigestion (1), dizziness (1), 

epigastric pain (1) 

None 
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Lichen planus 

 

In total, 3 case series published between 1989 and 1997 were found in the literature in which patients with 

lichen planus (LP) were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with a complete or partial remission. Mozzanica 

et al. also used laboratory markers, like antibodies, to monitor disease severity. 

 

Case series 

Demography 

Three studies with case series were included concerning 33 LP patients. In Higgins et al. and Mozzanica et 

al. diagnosis of LP was histologically proven. The age of the subjects ranged from 22 to 63 years. It is 

unknown whether subjects used previous treatments. No concomitant medicin were used.  

The dose employed was 3-5 mg/kg/day. Duration of treatment varied from 2  to 5 weeks and is unknown in 

Higgins et al.. Follow-up could be as long as 16 months.  

Higgins et al. got 2 dropouts due to adverse events. They are not taken up in the statistics.   

 

Effectiveness  

Higgins et al. found a complete respons in all patients, with relief of itch after 7.5 days and clearance of 

rash after 6 weeks. After cessation of CsA, 3 patients relapsed.  

Leoni et al. showed a 100% remission within 15-30 days after starting CsA treatment. Two patients got a 

partial relapse, but they were succesfully treated with topical treatments and got into full remission. 

Mozzanica et al. showed excellent improvements in 4 out of 5 patients and good improvement in one.  

 

 Safety 

In total, 6 adverse events, of which 1 was serious, were reported in these case series. The non serious 

adverse events were asthenia (3), nausea (1), increase of triglycerides (4), rise of creatinine level (1) and 

nonspecific malaise (1).  

 

Serious adverse events 

One serious adverse events (SAE) were described in Higgins et al.. One patient, with a history of ischemic 

heart disease, had further myocardial infarction within 24 hours after the first dose of CsA.  

 
Conclusion on strength of evidence for efficacy of combination therapy in lichen planus 

Low 
The three available case series are of very low quality with limitations in study quality, 

sparse data and some uncertainty about directness .  

 
 Magnitude of treatment effect 

Low estimate for a good effect 

 

Clinical recommendation for combination therapy in lichen planus 

Weak 

There is a weak recommendation for treating lichen planus with CsA if conventional 

treatment options are contra-indicated or have failed. It is very uncertain if the efficacy 

outweighs the safety aspects (very uncertain estimate for a very uncertain moderate effect). 

Therefore extra attention should be given to safety aspects when prescribing CsA (uncertain 

off-label safety). 
 
Remarks on clinical recommendation for lichen planus 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

-Three case series (low quality of evidence) 

demonstrated the benefit of CsA in lichen planus 

patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 
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safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Improvement of lichen planus. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Moderate. Complete remission ranged from 80-

100% 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes; wide range. Very uncertain 

precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is lichen planus; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients  

Other There are other treatment options available 

 

 

 

Table 2. Characteristics of included articles 
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Lichen planus Case series 

Higgins et al. 1989 Case series unk. ≤4 LP 8 (6/2) (35-63) 5 mg/kg 

Leoni et al. 1997 Case series 1 4-16 LP 20 (17/3) (22-63) 4-5 mg/kg 

Mozzanica et al. 
1991 

Case series up to 
1 

unk. LP 5 (5/0) (27/61) 3 mg/kg 

 
LP; lichen planus 
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 Table 3. Results 
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Lichen planus Case series 

Higgins et al. 
1989 

Complete respons in 100% (6): 
Relief itch: 7.5 days 

Clearance rash: 6 weeks 

3 relapsed after cessation CSA: 

itch (12 days), rash (23 days). 

2 dropouts 

1 (itch) 
6 (rash) 

0.4 (itch) 
0.8 (rash) 

None Nonspecific malaise (1) Myocardial infarction 
(patient with history of 

ischemic heart disease) 

Leoni et al. 

1997 

100% remission within 15-30 

days. 
2 partial relapses; in remission 

with topical treatment. 

2-4 unk. None Asthenia (3), nausea (1), 

hypertriglycerides (4), rise of 
creatinine level (1)  

None 

Mozzanica et 
al. 1991 

80% excellent improvement 
20% good improvement 

Significant decrease of: CD3, 

CD4, CD8, CD25+, CD14b, 
CD56 and dermal CD1+cells. 

< 2 unk. None unk. unk. 
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Lichen sclerosus 

 

In total, one case series was found in the literature in which patients with lichen sclerosus (LS) were treated 

with CsA. 

 

Effectiveness 

Effectiveness was measured by change in mean total symptom score. Severity of the following symptoms 

were scored: itch, burning, pain and stinging. 

 

Case series 

Demography 

The study of Bulbul Baskan et al. included 5 LS patients. Diagnosis of LS was histologically proven in all 

patients. The age of the subjects ranged from 48 to 65 years, with a mean of 53. Previous treatments were 

oral and topical steroids, testosterone, estrogen and pimecrolimus cream. No concomitant drugs were used.   

CsA was given in a dose of 3-4 mg/kg/day for 3 months. The follow-up period was 12 months. None of the 

patients dropped out. 

 

Effectiveness  

Bulbul Baskan et al. showed that the mean total symptom score regressed significantly. Before CsA 

treatment the mean score was 8.6, after treatment 0.8. No recurrences were seen during FU.  Time to effect 

was less than a month.  

 

 Safety 

The adverse events in this study were all mild. Nausea, mild hypertrichosis and mucositis were reported in 

one patient.  

 

Serious adverse events 

No serious adverse events were reported. 

 

Conclusion on strength of evidence for efficacy of combination therapy in lichen sclerosus 

Very low 
The only available case serie is of very low quality with limitations in study quality, sparse 

data and some uncertainty about directness .  

 
Magnitude of treatment effect 

Very low estimate for a good effect 

 

Clinical recommendation for combination therapy in lichen sclerosus 

Weak 

There is a weak recommendation for treating lichen sclerosus with CsA if conventional 

treatment options are contra-indicated or have failed. It is very uncertain if the efficacy 

outweighs the safety aspects (very uncertain estimate for a very uncertain moderate effect). 

Therefore extra attention should be given to safety aspects when prescribing CsA (uncertain 

off-label safety). 
 
Remarks on clinical recommendation for lichen sclerosus 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-One case series (low quality of evidence) 

demonstrated the benefit of CsA in lichen sclerosus 

patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Improvement of lichen sclerosus. 

Magnitude of treatment effect*  - Significant regression of mean total symptom 
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* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

score: 8.6 to 0.8. 

No recurrences during FU. 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Total symptom score 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is lichen sclerosus; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients  

Other There are other treatment options available 

 

Table 2. Characteristics of included articles 
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Lichen sclerosus Case series 

Bulbul Baskan et al. 
2007 

Case series 3 12 LS 5 53 (48-65) 3-4 mg/kg 

 

LS; lichen sclerosus 

 

Table 3. Results 
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Lichen sclerosus Case series 

Bulbul Baskan 

et al. 2007 

Significant regression of mean 

total symptom score: 8.6 to 0.8. 
No recurrences during FU. 

<4 unk. None Nausea (1), mild hypertrichosis 

(1), mucositis (1) 

None 
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Atrophy blanche 

 

One study, a case series by Leclerc et al., was found in the literature in which patients with atrophy blanche 

(AB) were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with clinical improvements. They also reported 

relapses.  

 

Case series 

Demography 

Leclerc et al. included 5 patients with AB. The age of the subjects ranged from 29 to 68 years, with a mean 

age of 47.6 years. All patients were previously treated with conventional treatments, to which they 

responded poorly. In this study no concomitant drugs were used.  

The CSA dose employed ranged from 1.7-3 mg/kg/day. Duration of treatment is not described, but is 

different in each patients and follow-up is not reported.  

 

Effectiveness  

Leclerc et al. found significant improvements in all 5 patients. They all got into remission within 1 week to 

4 months. Two relapsed after 5 to 6 months, but the lesions healed with increasement of CsA dosage. Three 

of 5 patients are still on a low dose of CsA. 

 

 Safety 

A few, non serious adverse events are reported; Hirsutism (1), hypertension (3) and increase of creatinine 

level (1).  

 

Serious adverse events 

No serious adverse events appeared in this study. 

Conclusion on strength of evidence for efficacy of combination therapy in atrophy blanche 

Very low 
The only available case serie is of very low quality with limitations in study quality, sparse 

data and some uncertainty about directness .  

 

Magnitude of treatment effect 

Very low estimate for a moderate effect 

 

Clinical recommendation for combination therapy in atrophy blanche 

Weak 

There is a weak recommendation for treating livedoid atrophy blanche with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

efficacy outweighs the safety aspects (very uncertain estimate for a very uncertain moderate 

effect). Therefore extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 
 
Remarks on clinical recommendation for atrophy blanche 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-One case series (low quality of evidence) 

demonstrated the benefit of CsA in livedoid 

vasculitis patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Improvement of atrophy blanche. 

Magnitude of treatment effect*  - Significant improvement in all 5 patients. 
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* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

-Descriptive outcome. Very uncertain estimate.  

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is livedoid vasculitis; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients  

Other There are other treatment options available 

 

 Table 2. Characteristics of included articles 
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Livedoid vasculitis Case series 

Leclerc et al. 2000 Case series varies unk. AB 5 (2/3) 47.6 (29-68) 1.7-3 

mg/kg 

 
AB; atrophy blanche 

 

Table 3. Results 
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Livedoid vasculitis Case series 

Leclerc et al. 

2000 

Clinical remission: 100% 

2 recurrences after 5-6 months, 
healed with increasement of CSA 

dosage.  

1-16 unk. None Hirsutism (1), hypertension (3), 

rise of creatinine level (1) 

None 
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Papular dermatitis 

 

One case series, by Alvarez et al., was found in the literature in which patients with papular dermatitis (PD) 

were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with improvement of clinical symptoms. The 

clinical symptoms observed were pruritis, number and thickness of skin lesions and excoriations.  

 

Case series 

Demography 

Alvarez et al included 16 PD patients, 9 men and 7 women. The age of the subjects ranged from 39 to 75 

years, with a mean age of 58. Sites involved are face (3), scalp (1), Neck (3), trunk (10) and extremities 

(14). All patients were previously treated with multi therapy, but all failed. No concomitant drugs were 

used in this study.  

The dose employed was 5.0 mg/kg/day. Duration of treatment and follow-up could be as long as 24 

months. Three patients had to stop CsA treatment due to adverse events, of which 2 restarted on a low dose 

of 2.5 mg/kg/day. 

 

Effectiveness  

In this study, Alvarez et al. found significant improvement in 12 out of 16 (75%) patients. Pruritus, number 

and thickness of lesions and excoriations decreased. Some patients relapsed (unknown how many) and 

required continuous CsA therapy on a low dose of 2.5 mg/kg/day. Effect was seen within 2 months after 

the start of CsA therapy. Four out of 16 didn’t respond to the therapy. 

 

 Safety 

In total, 4 adverse events, of which none were serious, were reported in this case series. Hypertension and 

rise of creatinine level were reported 2 times. Other reported non serious adverse events were infectious 

disease (1) and tremor (1). Adverse events led to the discontinuation of CsA therapy in 3 patients. Two 

restarted on a lower dose. 

 

Serious adverse events 

No serious adverse events (SAE) were described. 

 

Conclusion on strength of evidence for efficacy of combination therapy in popular dermatitis 

Very low 
The only available case serie is of very low quality with limitations in study quality, sparse 

data and some uncertainty about directness .  

 

Magnitude of treatment effect 

Very low estimate for a moderate effect 

 

Clinical recommendation for combination therapy in popular dermatitis 

Weak 

There is a weak recommendation for treating popular dermatitis with CsA if conventional 

treatment options are contra-indicated or have failed. It is very uncertain if the efficacy 

outweighs the safety aspects (very uncertain estimate for a very uncertain moderate effect). 

Therefore extra attention should be given to safety aspects when prescribing CsA (uncertain 

off-label safety). 
 
Remarks on clinical recommendation for livedoid vasculitis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

-One case series (low quality of evidence) 

demonstrated the benefit of CsA in popular 

dermatitis patients. Very uncertain estimate. 
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* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Improvement of popular dermatitis. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Significant improvement in 12 out of 16 patients. 

Four patients didn’t respond to therapy 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcome. Very uncertain estimate.  

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is popular dermatitis; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients  

Other There are other treatment options available 

 

Table 2. Characteristics of included articles 
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Papular dermatitis Case series 

Alvarez et al. 2000 Case series unk. 24 PD 16 (9/7) 58 (39-75) 5 mg/kg 

 
PD; papular dermatitis,  
 

Table 3. Results 
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Papular dermatitis Case series 

Alvarez et al. 

2000 

12/16 significantly improved; 

some patients relapsed and 
required continuous therapy at a 

low dose of CSA (≤2 mg/kg/day). 

3 had to stop CSA treatment due 
to AE; 2 restarted therapy at a 

lower dose (2.5 mg/kg/day). 

8 unk. None Hypertension (2), rise of 

creatinine level (2), infectious 
disease (1), tremor (1) 

None 
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Pemphigus vulgaris 

 

In total, 8 studies published between 1986 and 2007 were found in the literature in which patients with 

pemphigus vulgaris (PV) were treated with CsA; 4 cohorts and 4 case series. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with a complete or partial remission, time to 

remission (6 studies) and the amount of patients with relapses.   

 

Cohort 

Methodological quality 

Four cohort studies were included. Concerning the methodological quality a few remarks can be made. 

Firstly, in Lapidoth et al. and Olszewska et al. the two treatment groups were not comparable in terms of 

prednisone dosage. Secondly, Lapidoth et al. used a historically control group (data from patient files). 

Thirdly, Olszewska et al. is a retrospective study with a follow-up period of 7 to 21 years. Finally, in 

Chrysomallis et al. demographic information about the individual treatment groups is missing. 

 

Demography 

In all 4 studies two groups were compared; prednisone and prednisone plus CsA. In three studies the 

dosage of CsA was 5 mg/kg/day and in Olszewska et al. 2.5-3.0 mg/kg/day. Prednisone was given in 

variable dosage ranging from 40-120 mg/dag. Ioannides et al. treated patients with 1 mg/kg/day 

prednisone. In total 116 subjects participated, 28-73 years of age (unknown for Chrysomallis et al.). 

Subjects were not previously treated with other medication (unknown in Olszewska et al.). The time of 

treatment differed between the studies; Lapidoth et al. treated for 12 months, Olszewska et al. for more 

than 6 weeks and for Ioannides et al. duration of treatment was not reported. Chrysomallis et al. treated till 

remission, meaning that no new lesions appeared and 50% of old lesions were healed. After remission 

prednisone was reduced and stopped in a period of 6 months. Two months after remission CsA was 

reduced and stopped after 1 month. Follow up ranged from 12 to 252 months. In Olszewska et al. 7 got lost 

to follow-up. They were not taken up in statistics. 

 

Efficacy 

Ioannides et al. found complete remission in 5 (29%) patients of the prednisone only group and in 4 (25%) 

patients of the combined group. Partial adverse event was seen in 6 (35%) patients of the prednisone group 

and 5 (31%) patients of the combined group, after 6 months of therapy. After 12 months, 12 patients in 

both groups (71% for prednisone alone, 75% for combination group) had partial remission. After 4-6 years, 

10 patients are still in remisson (5 in each group). All others are in partial remission, and require prednisone 

(average dose 2.5 mg/day). 

Lapidoth et al. showed full remission in all patients of the combination group. One patient relapsed after 10 

months. It is not described how many patients of the control group got into remission. Time to effect is 

shorter in the combination therapy group (less than 25 days), but this difference is not statistically 

significant. 

Olszewska et al. found that the time to clinical remission was 7.2 ±13.1 months in the prednisone group 

and 8.1  ±11.8 months in the combination group. Time to remission was 33 months for prednisone alone 

and 30 months for the combination group. Relapse during therapy was almost similar in both groups, 30% 

for prednisone alone and 29% for combination group. After 5 years 45% of the prednisone group and 57%  

of the combination group relapsed.  

Chrysomallis et al. ‘time to remission’ was similar in both groups. In the prednisone alone group this time 

was 28 days (range 20-40) and in the combined group 25 days (range 18-38). In both groups 2 patients 

relapsed. Relapse time was 60.9 days for the prednisone alone group and 68.84 days for the combined 

group. 

 

Safety 

Most adverse events were non-serious and are showed in Table 4. One serious adverse event was described 

in Olszewska et al.; a patient died due to stroke after 4 years of follow-up. This patient was enlisted to the 

prednisone alone group.  
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Case series 

Demography 

Four studies with case series were included concerning 31 PV patients. Diagnosis of PV was histologically 

proven in Barthelemy et al. 1986 and Veraldi et al.. The age of the subjects ranged from 20 to 73 years and 

was not described in Mobini et al.. Previous treatments consisted of oral steroids, cyclophosphamide, 

azathioprine, dapsone, metotrexate, plasmapheresis and gold therapy. Mobini et al. was the only study in 

which CSA was used without concomitant prednisolone.  

The CsA dose employed was 6-8 mg/kg/day in both studies of Barthelemy et al., 1-3 mg/kg/day in Mobini 

et al. and Veraldi et al. employed 3-5 mg/kg/day. Duration of treatment varied from 2 to 43 months. The 

follow-up period could be as long as 5 months in Mobini et al. and is unknown for the other 3 studies.  

 

Effectiveness  

In Barthelemy et al. (1986) one of the PV patients treated with CSA alone was successfully treated, 3 

failed. Of the 3 failures 2 cured after adding prednisone to CSA. All PV patients in the combination therapy 

group cured. Time to adverse event to therapy was 4 weeks. 

In the second study of Barthelemy et al. (1988) 1 patient was succesfully treated and 3 failed, after 

treatment with CsA alone. The succesfully treated patient relapsed after 2 months. Of the 3 patients who 

failed therapy, 2 were cured after starting combination treatment with CsA and prednisone. In the 

combination group all 5 patients cured within 3 weeks. Four out of 5 relapsed, of which 3 are responding 

good to 10 mg/day of prednisone. 

Mobini et al. showed 100% complete remission. There were no recurrences during follow-up (after FU 2/6 

relapsed). Time to adverse event was 8-10 weeks and duration of remission 42-60 months. 

Veraldi et al. showed complete remission in 62.5% of PV patients, partial adverse event in 12.5% and no 

adverse event in 25%. They also showed a reduction in prednisone dosage of 33%.  

 

 Safety 

In total, 12 adverse events, of which none were serious, were reported in these case series. The most 

reported adverse events were: hypertrichosis, hypertension and cutaneous infections. Other reported non 

serious adverse events were hematuria, proteinuria, gingivitis, absence, parkinsons deterioration, gingival 

hyperplasia, tremor, viral warts and athenia. 

Abnormalities in laboratory markers included: rise of liver enzymes, kidney function abnormalities and  

increase of BUN, total cholesterol, transaminases and triglycerides.  The most of these laboratory 

abnormalities were transient and not a cause of withdrawal. Mobini et al. didn’t mention mild adverse 

events. 

 

Serious adverse events 

No serious adverse events (SAE) were described. 

 

 

Combination therapy 

Conclusion on strength of evidence for effectiveness of combination therapy in pemphigus vulgaris  

Low 

The available cohort studies are of moderate quality due to serious limitations in study 

quality, sparse data and some uncertainty about directness (also see Table 8). Although there 

seems to be a steroid sparing effect, there is no significant effect of CSA in addition to oral 

corticosteroids. The other evidence consisting of case series shows no inconsistency with the 

cohort. 

 
Magnitude of treatment effect 

Low estimate for a moderate effect of combination treatment 
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Clinical recommendation for combination therapy with CsA in pemphigus vulgaris  

Weak 

 

There is a weak recommendation for treating pemphigus vulgaris with a combination of CsA 

and oral corticosteroids (no significant benefit of CsA alone) if conventional treatment 

options are contra-indicated or have failed. When there is a need for a corticosteroid sparing 

effect and a reduction of the cumulative steroid dose combination therapy may be 

considered. Extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 

 

Mono therapy  

Conclusion on strength of evidence for effectiveness of therapy in pemphigus vulgaris  

Very low 
The available case series are of moderate quality due to serious limitations in study quality, 

sparse data and some uncertainty about directness (also see Table 8).  

 
Magnitude of treatment effect 

Very low estimate for a poor effect  

 
Clinical recommendation for with CsA in pemphigus vulgaris  

Weak 

 

There is a weak recommendation for treating pemphigus vulgaris with CsA (no significant 

benefit of CsA alone) if conventional treatment options are contra-indicated or have failed. 

Extra attention should be given to safety aspects when prescribing CsA (uncertain off-label 

safety). 

 

Remarks on clinical recommendation for pemphigus vulgaris 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

Uncertain  

-Four cohort studies (moderate quality of evidence) 

have demonstrated no significant benefit of CsA in 

pemphigus vulgaris patients already treated with 

oral corticosteroids. Certain estimate. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  

-Complete clearance of blisters 

-Controlled disease 

-Cumulative steroid dose 

-Death 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

-Complete clearance in 29-100% of patients.  

Precision of estimate of treatment effect* 

 

* estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

-Uncertain; range from complete remission to no 

adverse event. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  
- Target event is pemphigus vulgaris, therefore risk 

is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other -There are other treatment options available 
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Table 2. Characteristics of included articles 
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Pemphigus vulgaris Cohort 

Ioannides et al. 2000 Pred. 
unk. 

59.9 
PV 

17 (7/10) 51 (28-72) - 

Pred. & CSA 60.5 16 (7/9) 49 (30-69) 5 mg/kg 

Lapidoth et al. 1993 Pred. 
12 12 PV 

15 (4/11) 44 (38-52) - 

Pred. & CSA 16 (8/8) 48.9 (31-64) 5 mg/kg 

Olszewska et al. 
2007 

Pred. 

>1.5 

156 

(84-
252) 

PV 

20 (8/12) 53.9 (31-73) - 

Pred. & CSA 14 (7/7) 52.2 (28-69) 
2.5-3.0 

mg/kg 

Chrysomallis et al. 

1994 
Pred. Till 

remission 
60 PV 

10 - - 

Pred. & CSA 8 - 5 mg/kg 

Pemphigus Case series 

Barthelemy et al. 

1986 

Case series 6 unk. PV 8 (1/7) (20-64) 6-8 mg/kg 

Barthelemy et al. 

1988 

Case series 2-15 unk. PV 9 (1/8) 50 (20-74) 6-8 mg/kg 

Mobini et al. 1997 Case series 13-20 3.5-5.0 PV 6 (3/3) unk. 1-3 mg/kg 

Veraldi et al. 1997 Case series 12-43 unk. PV 8 (2/6) 52.7 (35-67) 3-5 mg/kg 

BP; bullous pemhigoid, PV; Pemphigus vulgaris, Pred.;Prednisone, CSA; ciclosporin A 
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Pemphigus vulgaris Cohorts 

Ioannides et al. 

2000 

Complete remission: 

5 (29%) in pred. group 
4 (25%) in pred. & CSA group 

Partial adverse event: 

After 6 months of therapy: 6 (35%) in 
pred. group and 5 (31%) in pred. & 

CSA group. 

After 12 months of therapy: 12 (71%) 
in pred. group and 12 (75%) in pred. 

& CSA group. 

 
4-6 yrs after treatment 10 patients are 

still in remission (5 each group). All 

others are in partial remission and 
require prednisone, average dosage 

2.5 mg/day. 

Pred.: ±2 

 
Pred. & 

CSA: ±2 

unk. None Hypertension (6), glycemia (2), 

cushingoid face (12), hypertrichosis (7), 
gastrointestinal tract problems (5), 

serum creatinine increase (7), creatinine 

clearance decrease (7), transaminase 
levels increase (1), urea level increase 

(7), total bilirubin level increase (2) 

None 

Lapidoth et al. 
1993 

All patients in CSA & pred. group got 
into full remission. 

3 dropouts 

1 recurrence at 10 months of treatment 
in CSA & pred. group. 

3 recurrence on controlgroup (after 8-

10 months) 

Pred.: 3 
 

Pred. & 

CSA: ±1.5  
(p=0.004) 

unk. None Muscle and joint pain (4), hypertension 
(4), hypertrophic gingivitis (5), tremor 

(4), hypertrichosis (3), creatinine 

increase (3), osteoporosis (2), retinal 
vein thrombosis (1) 

unk. 

Olszewska et 
al. 2007 

Time to clinical remission: 
Pred. group: 7.2  ±13.1 months 

CSA&Pred. group: 8.1 ±11.8 months 
Time to immunologic remission: 

Pred.: 1.8 
±0.28 

 
Pred. & 

unk. None Hypertension (4), osteoporosis (4), 
cushing syndrome (5), diabetes mellitus 

(4), increased liverenzymes (2), 
psychiatric disorders (2), breast cancer 

1 death due to 
stroke after 4 

years of FU 
(pred. alone 
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Pred. group: 33 months 

CSA&Pred. group: 30 months 
Relapse during therapy: 

Pred. group: 6/20 (30%) 

CSA&Pred. group: 4/14 (29%) 
Relapse within 5 yrs after therapy: 

Pred. group: 45% 

CSA&Pred. group: 57% 

CSA: 2.0 

±3.0 

(1), stroke (1), elevated creatinine/urea 

(2), hypertrichosis (5), gingival 
hyperplasia (4), gastrointestinal 

symptoms (4), non-melanoma skin 

cancer (1) 

group) 

Chrysomallis 
et al. 1994 

Time to remission: 
Pred. group: 28 days (20-40) 

CSA group: 25 days (18-38) (p>0.05) 

 
Relapse time: 

Pred. group: 60.87 days (2 patients) 

CSA group: 68.84 days (2 patients) 

(p>0.05) 

3.5 unk. Prednisone Hypertension (2), hyperglycemia (1), 
cushingoid face (2), hypertrichosis (5), 

gastrointestinal problems (3), increase in 

serum creatinine (7), increase in 
transaminases (1), increase in total 

bilirubin (2) 

None 

Pemphigus vulgaris Case series 

Barthelemy et 

al. 1986 

Pemphigus vulgaris: 

CSA alone: 1 succes, 3 failure. 2/3 

failures cured after starting 
combination therpay. 

CSA&Pred.: 4 cured 

4 unk. Steroids (4 PV). 5 

patients who 

initially started on 
CSA alone, started 

combination 

treatment 
(CSA+pred.) 

because of lack of 

improvement. 

Hypertension (1), hypertrichosis (4), 

cutaneous infections (4), hematuria (1), 

proteinuria (1), rise of creatinine level 
(unk.) 

None 

Barthelemy et 

al. 1988 

CSA alone (4): 1 succes (relaps after 2 

months), 3 failure.  

2 of 3 failures cured after starting 
combination therapy. 

CSA&Pred.: 5 succes within 3 weeks. 

4 relapsed, of which 3 responding 
good on prednisone 10 mg/day. 

unk. unk. Prednisone >1 

mg/kg/dag in 5 

patients. Prednisone 
was added after 2 

weeks in the 

absence of clinical 
improvement in the 

CSA alone group. 

Gingivitis (1), hypertrichosis (4), 

hypertension (2), absence (2), 

parkinsons deterioration (1), hematuria 
(1), proteinuria (1), rise of liverenzymes 

and serum creatinine (2) 

None 

Mobini et al. 
1997 

6 (100%) complete remissions 
No recurrences during FU. 

After FU 2/6 relapsed.  

8-10 42-60 None  unk. None  

Veraldi et al. 

1997 

Complete remission: 5 (62.5%)  

Partial remission: 1 (12.5%) 
No adverse event:2 (25%) 

 

Reduction of prednisone dosage by 
33%. 

unk. unk. Prednisone 15-100 

mg/day (8) 

Gingival hyperplasia (3), hypertrichosis 

(3), tremor (1), viral warts (1), 
hypertension (1), asthenia (1), increase 

BUN (4), increase total cholesterol (7), 

increase transamninases (2), increase 
γGT (4), increase triglycerides (2) 

None 

 

Blood urea nitrogen; BUN 

 

Table 4 Adverse events in RCT’s and cohorts 
 Ioannides et al. Lapidoth et al. Olszewska et al.  Chrysomallis et al. 

Adverse events Pred  

 

Pred 

& 

CSA 

Pred Pred 

& 

CSA  

Pred  Pred 

& 

CSA 

 Pred Pred & 

CSA 

Infections  0 0 0 0 0 0 0 0 

Gastrointestinal symptoms 3 5 0 0 2 2 1 2 

Musculoskeletal symptoms 0 0 2 8 2 2 0 0 

Neurological symptoms 0 0 0 4 1 0 0 0 

Vascular symptoms 4 6 2 4 1 3 0 2 

Dermatological symptoms 0 0 0 0 0 0 0 0 

Malignancies 0 0 0 0 0 0 0 0 

Drug hypersensitivity 0 0 0 0 0 0 0 0 

Abnormalities in laboratory 

markers 

3 19 0 3 0 4 0 11 

Abnormalities in urine 0 7 0 0 0 0 0 0 

Hypertrichosis 2 7 0 3 1 4 0 5 

Diabetes Mellitus 0 0 3 0 0 0 0 0 

Malignancies 0 0 0 0 0 2 0 0 

Other 11 12 1 6 6 9 1 1 

Serious adverse events 0 0 0 0 1 0 0 0 
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Palmoplantar pustulosis 

 

In total, 4 studies published between 1989 and 1998 were found in the literature in which patients with 

palmoplantar pustulosis (PPP) were treated with CsA; 2 RCT’s and 2 case series. 

 

Efficacy/effectiveness 

Efficacy/effectiveness was measured by the percentage of patients with treatment succes (defined as: 

reduction of 50% or more in the number of pustules compared with baseline). Also other efficacy 

parameters, such as erythema, infiltration and scaling, were used to assess efficacy.  

 

RCTs 

Methodological quality 

Both RCT’s employed an adequate randomization. Erkko et al. and Reitamo et al. were both very short in 

explaning the methodology. Therefore it is unclear whether there was concealment of allocation, adequate 

blinding and selected reporting.  Both studies didn’t report incomplete data and were free of other bias. An 

overview of the methodological quality can be seen in the risk of bias table (Table 5). 

 

Demography 

In two treatment arms, CsA was compared with placebo in both studies. Both studies consisted of 3 parts. 

The first part was randomized and double blinded and lasted for 4 weeks. Thereafter the second part 

started, which was an open continuation of part 1. In this part patients were treated for 11 months in Erkko 

et al. and for 3 months in Reitamo et al. The third part consisted of follow-up, which was 12 months for 

Erkko et al. and for at least 2 months for Reitamo et al. Patients who were succesfully treated in the first 

part stayed blinded till the end of the study, for patients with treatment failure blinding was broken. There 

was no crossover between the treatment arms in the first part of both studies. Dosage employed was 1 

mg/kg/day in Erkko et al. and 2.5 mg/kg/day in Reitamo et al. In Reitamo et al. the dosage ranged from 

1.25-3.75 mg/kg/day in the open (second) part of the study.  

In total, 98 subjects (28 male, 70 female) were enrolled, with a mean age of 43 years. In all subjects the 

diagnosis of PPP was clinically defined and the subjects had to have at least 20 pustules. Previous 

treatments were methotrexate (1), PUVA (38) and retinoids (24). During treatment concomitant medication 

was not allowed.  

Efficacy 

Erkko et al. had a treatment success of 48% after 1 month in the CsA group. At the same time 19% of the 

placebo group had a good adverse event. This difference was statistically significant (p<0.02). Erkko et al. 

also showed a statistically significant reduction in all efficacy parameters (erythema, infiltration and 

scaling) after 1 month. 

After 12 months, the end of study part 2, there was seen a reduction of pustules from 63.6 (baseline) to 

15.2. This reduction was significant (p<0.001). There was also a reduction in all efficacy parameters in the 

CsA group. During follow-up (FU) an increasement of pustules was seen, but it didn’t exceed baseline. 

After 12 months of FU there was a mean number of pustules of 20.0. Thirteen patients stayed free from 

pustulus after 12 months of FU. 

Reitamo et al. showed treatment succes in 89% of the patients in the CsA group after 1 month. In the 

placebo group this was 21%. This is a statistically significant difference (p<0.001).  

In the second part of the study 22 out of 34 (65%) responded to CsA therapy. Two of them relapsed while 

treated with CsA.  

During FU 14 out of 22 responders relapsed whitin 2 weeks. Overall 27 out of 38 (2 lost to follow-up) got 

into remission with minor signs of PPP, not requiring any treatment. Ten out of these 27 are symptomless. 

 

Safety 

Adverse events that occurred during these two studies are shown in Table 4.  

 

Serious adverse events 

No serious adverse events were reported. 
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Case series 

Demography 

Two case series were included concerning 13 PPP patients. The age of the patients ranged from 28 to 69 

years. Previous treatments were reported in Meinardi et al. and consisted of oral corticosteroids and oral 

etretinate. No concomitant drugs were used in the study of  Meinardi  et al. In Reitamo et al. patients were 

allowed to use topical steroids for treatment of psoriasis. In the study of Reitamo et al. all patients had 

psoriasis elsewhere on the body.  

The dose employed was 2.5 mg/kg/day in both studies. In Reitamo et al. the dose was adjusted to clinical 

outcome after 6-12 weeks. Duration of treatment varied from 4 to more than 12 weeks. follow-up time is 

unknown in both studies.  

 

Effectiveness  

Meinardi et al. found a mean total reduction of PPP of 91%. At week 12 of treatment, 3 patients were in 

total remission and 4 in partial remission. After cessation of CsA a rapid relapse was seen. 

Reitamo et al. showed complete healing or improvement in all 6 patients. There was a reduction in all 

effectiveness parameters (erythema, scaling and pustules formation). Relapse was seen a few days after 

cessation of CsA. 

 

 Safety 

In total, 4 adverse events, of which none were serious, were reported in these case series. Adverse events 

reported were: fatigue (3), nausea (3), hypertrichosis (1) and rise of creatinine level (1). There was no need 

to withdraw patients because of adverse events. 

 

Conclusion on strength of evidence for efficacy of combination therapy in palmoplantar pustulosis 

Moderate 

The two available RCT’s are of moderate quality with limitations in study quality, sparse 

data and some uncertainty about directness. The other evidence consisting of case series 

shows no inconsistency with the RCT. 

 

Magnitude of treatment effect 

Moderate estimate for a good effect 

 

Clinical recommendation for combination therapy in palmoplantar pustulosis  

Weak 

There is a weak recommendation for treating palmoplantar pustulosis with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

efficacy outweighs the safety aspects (very uncertain estimate for a very uncertain moderate 

effect). Therefore extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 

 

Remarks on clinical recommendation for palmoplantar pustulosis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Two randomized trial and case-series have 

demonstrated the benefit of CSA in palmoplantar 

pustulosis patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CSA. 

-Costs may vary with the number of follow-up visits 

and dosage of CSA. 

Importance of the outcome that treatment prevents  -Complete remission palmoplantar pustulosis. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Moderate 

Precision of estimate of treatment effect* -Descriptive outcomes; wide range. Very uncertain 
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 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  
-Target event is palmoplantar pustulosis; so risk is 

100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other There are other treatment options available 

 

 

 

Table 2. Characteristics of included articles 

 

 

 

 

 
 

 

 
 

 

 
 

 

 
 

PPP; palmoplantar pustulosis 
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Palmoplantar pustulosis RCT’s 

Erkko et al. 1998 

 

CSA 
12 12 PPP 

27 (4/23) 45.2 (25-70) 1 mg/kg 

Placebo 31 (12/19) 43.0 (21-65) - 

Reitamo et al. 1993 CSA 
4 ≥2 PPP 

20 (6/14) 40.8 (24-69) 2.5 mg/kg 

Placebo 20 (6/14) 41.65 (29-62) - 

Palmoplantar pustulosis Case series 

Meinardi et al. 1990 Case series ≥12 unk. PPP 7 (5/2) (43-69) 2.5 mg/kg 

Reitamo et al. 1989 Case series 1-3 unk. PPP 6 (3/3) (28-45) 2.5 mg/kg 
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Palmoplantar pustulosis RCT’s 

Erkko et al. 

1998 

After 1 month: 

CSA: 13/27 (48%) succes 

Plac.: 6/31 (19%) succes 
(p<0.02) 

Significant reduction in all 

efficacy parameters in the CSA 
group. 

After 12 months: 

Reduction of pustules from 63.6 
to 15.2 (p<0.001) 

Significant reduction in all 
efficacy parameters in the CSA 

group. 

Follow-up: 
Increasement of pustules, but not 

above baseline values.  

Mean number of pustules after 12 
months FU: 20.0  

13 free from pustules after 12 

months FU. 

unk. unk. None Upper respitory tract infection 

(61), headache (19), 

gastrointestinal symptoms (14), 
skin infections (10), 

musculoskeletal pain (10), 

fatigue (10), hypertension (8), 
paraesthesia (6), hypertrichosis 

(6), swelling of fingers and feet 

(6), herpes simplex (5), herpes 
zoster (2), dizziness (4), 

conjunctivitis (3), vaginitis (2), 
miscellaneous (25), rise >30% 

of baseline creatinine level (2) 

None 

Reitamo et al. 
1993 

After 1 month: 
CSA: 17/19 (89%) succes 

Plac.: 4/19 (21%) succes 

(p<0.001) 
After 4 months: 

22/34 (65%) responders 

2 relapsed while treated with 
CSA 

Follow-up: 

14 out of 22 responders relapsed 
within 2 weeks 

After 4-12 months: 27 out of 38 

in remission with minor signs of 
PPP not requiring treatment (10 

out of 27 without symptoms). 

2 patients lost to FU. 

unk. unk. None Headache (10), weakness, 
stiffness or tenderness of feet 

(8), cold feet (1), common cold 

(5), diarrhea (1), nausea (2), dry 
mouth (1), arthralgias (1), 

paronychia (2), tiredness (2), 

maxillar sinusitis (2), urticaria 
(1), hypertension (1), 

hypertrichosis (1), vaginitis (1), 

mucus secretion of the eyes (1), 
increased sweating (1), 

dizziness (1), abdominal pain 

(1), paraesthesia (1), skin 
infection (1), eczema (1) 

None 

Palmoplantar pustulosis Case series 

Meinardi et al. 

1990 

Mean total reduction of PPP: 

91% 

At week 12 of treatment: 3 total 
and 4 partial remission. 

Rapid relapse after withdrawal of 

CSA. 

unk. unk. None Fatigue (3), nausea (3), 

hypertrichosis (2), rise of 

creatinine level (1) 

None 

Reitamo et al. 
1989 

Improvement/complete clearing: 
6 (100%) 

Reduction of all efficacy 

parameters. 
Relapse: few days after cessation 

of CSA. 

unk. unk. None None None 
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Table 4. Adverse events in RCT’s en cohorts 
 Erkko et al. Reitamo et al. 

Adverse events CSA  Placebo CSA Placebo 

Infections  60 8 1 1 

Gastrointestinal symptoms 11 3 4 0 

Musculoskeletal symptoms 10 0 8 1 

Neurological symptoms 9 1 1 0 

Vascular symptoms 8 0 1 0 

Dermatological symptoms 10 0 2 1 

Malignancies 0 0 0 0 

Drug hypersensitivity 0 0 0 0 

Hypertrichosis 6 0 1 0 

Headache 17 2 10 0 

Fatigue 6 4 0 2 

Other 35 1 12 1 

Abnormalities in laboratory 
markers 

2 0 0 0 

Serious adverse events 0 0 0 0 

 

 

 Table 5. Risk of bias of included RCT 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 Adequate 

randomisation? 

Adequate 

concealment of 

allocation? 

Adequate blinding? Incomplete 

data 

reported? 

Free of selected 

reporting? 

Free of 

other 

bias? 

Erkko et al. 1998 YES UNCLEAR Participants YES 
Researchers  UNCLEAR 

Outcome assessment UNCLEAR 

NO UNCLEAR YES 

Reitamo et al. 
1993 

YES UNCLEAR Participants UNCLEAR 
Researchers  UNCLEAR 

Outcome assessment UNCLEAR 

NO UNCLEAR YES 
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Prurigo 

 

In total, 3 case series published between 1998 and 2008 were found in the literature in which patients with 

essential prurigo (EP) or actinic prurigo (AP) were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with clinical improvement, measured by an itch 

intensity scale.  Also relapse was used to assess efficacy. 

In one study, Umana et al.,  immunohistochemic analysis was done to assess efficacy in addition to clinical 

outcome. Skinbiopsies were taken before and after treatment and also bloodlymfocytes were examined.  

 

Case series 

Demography 

Three studies with case series were included concerning 24 EP (Siepmann et al. and Teofoli et al.) and 19 

AP (Umana et al.) patients. The age of the subjects ranged from 6 to 77 years. Previous treatments were 

oral and topical steroids, antimicrobials, antihistamines and vitamin E and B. All patients were resistant or 

non responsive to previous treatments. None of the studies used concomitant medication.  

In Siepmann et al. the patients could be divided in three groups. Five patients had atopic disposition as 

cause of prurigo, 5 had multifactorial causes and 4 patients had EP of unknown origin. 

The dose employed ranged from 2.5 to 5.0 mg/kg/day. Duration of treatment varied from 2 to 8 months and 

is unknown in Siepmann et al. Follow-up was 3 months in Teofoli et al. and 6 to 8 months in Umana et al. 

Siepmann et al. didn’t mention follow-up.  

 

Effectiveness  

Siepmann et al. shows a very good respons in 71.4% of the patients and a good respons in 21.4%. One of 

the 14 patients had little to no respons to therapy. The best results were seen in the atopic patients. 

Teofoli et al. reported a significant decrease of itch intensity in all patients. During follow-up only 1 mild 

relapse occured after 1 month. 

Umana et al. found progressive clinical improvement in 94.7% of the patients. One patient (5.3%) had a 

partial respons. During follow-up (6-8 months) none of the patients relapsed. The skinbiopsies taken after 

treatment showed a significant reduction of all celltypes and adhesion molecules (except for IgG and IgM). 

No differences were seen in the expression of bloodlymfocytes.  

 Safety 

In total, 12 adverse events, of which 1 was serious, were reported in these case series. The mild adverse 

events were gastric upset (2), cold hands (1), hypertension (2), increase of creatinine level (2), angioedema 

(1), depression (1), gingival hyperplasia (2), muscle pain (1), hypercholesterinemia (1), numbness of toes 

(1) and increase of bloodpressure (1). 

 

Serious adverse events 

One serious adverse event (SAE) was described by Siepmann et al. After 1 month of CSA therapy  

embolism of the popliteal artery occured. This patient stopped CSA treatment. 

 

Conclusion on strength of evidence for efficacy of combination therapy in prurigo 

Very low 
The three available case series are of low quality with limitations in study quality, sparse data 

and some uncertainty about directness.  

 
Magnitude of treatment effect 

Very low estimate for a good effect 

 

Clinical recommendation for combination therapy in prurigo  

Weak 

There is a weak recommendation for treating prurigo with CsA if conventional treatment 

options are contra-indicated or have failed. It is very uncertain if the efficacy outweighs the 

safety aspects (very uncertain estimate for a very uncertain moderate effect). Therefore extra 

attention should be given to safety aspects when prescribing CsA (uncertain off-label safety). 
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Remarks on clinical recommendation for prurigo 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-Three case-series have demonstrated the benefit of 

CsA in prurigo patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission prurigo. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Moderate; Good adverse event varied from 72 to 

95% of patients 

Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes, and itch intensity scale. Very 

uncertain precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is prurigo; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients 

- Strong varying values between patients, two 

different types of prurigo are treated actinic and 

essential prurigo.  

Other There are other treatment options available 

 

 

 

Table 2. Characteristics of included articles 
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Prurigo Case series 

Siepmann et al. 2008 Case series unk. unk. EP 14 (4/10) 56 (30-77) 3-5 mg/kg 

Teofoli et al. 1998 Case series 2 3 EP 10 (4/6) (59-72) 5 mg/kg 

Umana et al. 2002 Case series 6-8 6-8 AP 19 (3-16) 17 (6-58) 2.5 mg/kg 

 
EP; essential prurigo, AP; actinic prurigo 
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Table 3. Results  
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Prurigo Case series 

Siepmann et 

al. 2008 

71.4% very good respons 

21.4% good respons 
7.1% minimal respons 

Best result: atopic group 

unk. unk. None Gastric upset (2), cold hands 

(1), hypertension (2), rise of 
creatinine level (2), angioedema 

(1), depression (1), gingival 

hyperplasia (2), muscle pains 
(1), hypercholesterinemia (1), 

numbness of toes (1) 

Embolism of popliteal 

artery (1) 

Teofoli et al. 
1998 

Significant decrease of itch 
intensity in 100% of patients. 

Relapse: 1 mild relapse after 1 

month during FU. 

<2 unk. None Increase bloodpressure (2) None 

Umana et al. 
2002 

18/19 (94.7%) progressive 
clinical improvement 

1/19 (5.3%) partial respons 
No relapses during FU. 

Skin biopsy: significant reduction 

of all celltypes and adhesion 
molecules, except for IgG and 

IgM. 

No differences in expression of 

bloodlymfocytes. 

unk. unk. None None None 
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Pyoderma gangrenosum 

 

In total, 4 case series published between 1991 and 2004 were found in the literature in which patients with 

pyoderma gangrenosum (PG) were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with a complete (CR) or partial (PR) remission in 

three studies and by percentage of episodes with CR or PR in one study (Vidal et al.). In the study by 

Capella et al. also time to reepithelialization was used.  

 

Case series 

Demography 

Four case series were included concerning 45 PG patients. Most patients had underlying disease, such as 

Crohn’s disease, ulcerative colitis or diabetes mellitus. The age of the subjects ranged from 28 to 80 years 

in three studies and is unknown for the patients treated with CsA in Vidal et al. Various treatments were 

used before the start with CsA therapy (e.g. prednisone),  not all cases could be controlled by these 

treatments.  Concomitant medication used were prednisone, mycophenolate mofetil (MMF) and other 

unknown medication. 

The dose of CsA employed ranged form 4.0 to 10.0 mg/kg/day. Duration of treatment varied in all studies. 

Elgart et al. treated for 3 to 7 months and 1 patient continued treatment. In Vidal et al. there was a mean 

treatment period of 3.5 months. The other two studies didn’t mention treatment period. Follow-up period 

could be as long as 156 months.  

Vidal et al. only shows demographic information for the whole study population. Therefore some 

demograpic data is unknown. They also use treatment episodes as an outcome tool and not percentage of 

patients.  

In Matis et al. 1 patient was lost t follow-up.  

 

Effectiveness  

Capella et al. found a mean reepithelialization time of 67.9 cm
2
/week. All ulcers had healed within 8 weeks 

and no relapses were reported during FU. Time to respons was 2 to 5 weeks. 

Elgart et al. showed complete healing in 4 out of 7 patients and  50% healing, minimal healing and no 

respons  in each 1 patient. One patient relapsed after cessation of CsA therapy. This patient required 

continuous CsA therapy.  

In Matis et al. 10 out of 11 patients showed complete healing and 1 was nonresponsive. Seven of the 10 

patients with complete healing stayed disease free for 5 to 36 months. Two relapsed after respectively 7 

weeks and 18 months. One patient got lost to FU. 

In the last study, by Vidal et al., 51 episodes of PG were treated with CsA or a combination therapy with 

CSA. Out of 51 episodes 49 showed complete respons and 2 partial respons. In 14 cases of complete 

respons (66%) there was a relapse. Nine patients still require CsA therapy at a low maintenance dosage.  

 

Safety 

In total, 15 adverse events, of which none were serious, were reported in these case series. Adverse events 

reported consisted of  nausea (3), vomiting (1), headache (1), hypertension (5), tuberculosis (1), weight loss 

(1), anorexia (1), cellulitis (1), neuropathy (3), nefrotoxicity (2), hypertrichosis (1) and acne (1).  

Abnormalities in laboratory markers included; elevated BUN (2), elevated creatinine level (3) and elevated 

transaminases (2). Most of these laboratory abnormalities were transient and not a cause of withdrawal. 

 

Serious adverse events 

No serious adverse events are described in these studies.  

 

Conclusion on strength of evidence for efficacy in pyoderma gangrenosum 

Very low The case series are of moderate quality with serious limitations in study design.  

 
Magnitude of treatment effect 

Very low estimate for a good effect. 
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Clinical recommendation for pyoderma gangrenosum 

Weak 

There is a weak recommendation for treating pyoderma gangrenosum with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

efficacy outweighs the safety aspects (very uncertain estimate for a very uncertain moderate 

effect). Therefore extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 

 
Remarks on clinical recommendation for scleroderma 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

- The case series demonstrated a benefit of CsA in 

pyoderma gangrenosum patients. Uncertain 

estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

- A lot of concomitant treatments, so unknown what 

the treatment effect of CsA 

Importance of the outcome that treatment prevents  
-Diminishing of pyoderma gangrenosum symptoms 

and reepithelialization time 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

- Cinical improvement, improvement 

reepithelialization time. Low effect. 

Precision of estimate of treatment effect*  

 

* estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Wide confidence interval; ranges from complete 

healing to no adverse event. Very uncertain estimate 

of effect. 

Risks associated with therapy  
-See section “general treatment considerations” and 

“safety” 

Burdens of Therapy  - See side effects CsA 

Risk of target event  
-Target event is pyoderma gangrenosum, therefore 

risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other There are other treatment options available. 

 

Table 2. Characteristics of included articles 
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Pyoderma gangrenosum Case series 

Capella et al. 1999 Case series unk. 13 PG 5 (0/5) 54 (34-65) 4-5 mg/kg 

Elgart et al. 1991 Case series 3-7 + 

continuous 
(1) 

unk. PG 7 (2/5) 56.3 (30-80) 8-10 mg/kg 

Matis et al. 1992 Case series unk. 5-24 PG 11 (6/5) 43.4 (28-64) 5-6 mg/kg 

1 patient 10 

mg/kg 
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Vidal et al. 2004 Case series 3.5 (mean) 12-

156 

PG 22 unk. 3-6 mg/kg 

 
PG; pyoderma gangrenosum 
 

Table 3. Results 

unk.; unknown 
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Pyoderma gangrenosum Case series 

Capella et al. 

1999 

Mean time to reepithelialization: 

67.9 cm2/week. 

All ulcers healed at week 8. 
No relapses during FU. 

2-5 - Methylprednisolone (4) unk. unk. 

Elgart et al. 

1991 

Complete healing: 4 

50% healing: 1 

Minimal healing: 1 
No respons:1 

1 relapsed after cessation of CSA, 
patient required continuous CSA 

therapy. 

unk. - None Headache (1), nausea (3), 

vomiting (1), hypertension (1), 

tuberculosis (1), weight loss (1), 
anorexia (1), elevated BUN (2), 

elevated creatinine level (2), 
elevated transaminases (2), 

cellulitis (1). 

None 

Matis et al. 

1992 

10/11: complete healing 

1/11: non responsive 
7/10: free of disease 5-36 months 

2 relapses after 7 weeks and 18 

months. 
1 lost to FU 

unk. unk. Various previously used 

(tapered during CSA 
therapy and 

discontinued). 3 patients 

required continuous 
treatment with 

prednisone. 

Increase creatinine level (1), 

other AE not mentioned. 

Not mentioned. 

Vidal et al. 
2004 

Of the 51 episodes: 
49 episodes complete remission 

(CR) 

2 episodes partial remission 
Relaps in 14 cases (CR) (66%) 

9 patients require ongoing CSA 

or CSA combination therapy. 

unk. unk. Prednisone (13 
episodes), MMF (2 

episodes), other (7 

episodes). 

Hypertension (4), neuropathy 
(3), nefrotoxicity (2), 

hypertrichosis (1), acne (1) 

None 
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Sarcoidosis 

 

One case series was found in the literature in which patients with dermatological symptoms of sarcoidosis 

were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with (total) remission of skin lesions.  Also 

relapse was taken into account.  

 

Case series 

Demography 

Pia et al. included 6 patients with sarcoidosis. Diagnosis of sarcoidosis was histologically proven in all 

patients. The age of the subjects ranged from 33 to 69 years. Previous treatments were prednisone (3), 

chloroquine (5), methotrexate (1), deflazacort (2) and fluocortolone (1). During this study fluocortolone 

and methotrexate were used as concomitant medication.  

The dose employed was 5.0 mg/kg/day. Duration of treatment is unknown, but could be up to/more than 12 

months. Duration of follow-up is more than 12 months.   

 

Effectiveness  

In this study, by Pia et al., all skins lesions were healed at 6 months, 12 months and at the end of FU. None 

of the patients relapsed. 

 

 Safety 

Two adverse events were reported, of which none serious. Hypertrichosis was found in two patients and 

nausea in one. 

 

Conclusion on strength of evidence for efficacy of combination therapy in sarcoidosis 

Very low 
The only available case serie of very low quality with limitations in study quality, sparse data 

and some uncertainty about directness.  

 
Magnitude of treatment effect 

Very low estimate for a good effect 

 

Clinical recommendation for combination therapy in sarcoidosis  

Weak 

There is a weak recommendation for treating sarcoidosis with CsA if conventional treatment 

options are contra-indicated or have failed. It is very uncertain if the efficacy outweighs the 

safety aspects (very uncertain estimate for a very uncertain good effect). Therefore extra 

attention should be given to safety aspects when prescribing CsA (uncertain off-label safety). 
 
Remarks on clinical recommendation for sarcoidosis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

-One case-series has demonstrated the benefit of 

CsA in sarcoidosis patients. Very uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Complete remission sarcoidosis. 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

- All (6) skin lesions were healed at 6 months and at 

the end of FU. 

No relapses. 
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Precision of estimate of treatment effect* 

 

 * estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Descriptive outcomes; wide range. Very uncertain 

precision. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  - See risks 

Risk of target event  -Target event is sarcoidosis; so risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Little varying values between patients 

Other There are other treatment options available 

 

Table 2. Characteristics of included articles 
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Sarcoidose Case series 

Pia et al. 1996 Case series unk. >12 Sarcoidosis 6 (1/5) 51.7 (33-69) 5 mg/kg 

 

 

Table 3. Results 
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Sarcoidose Case series 

Pia et al. 1996 All (6) skin lesions were healed 

at 6 months and at the end of FU. 

No relapses. 

unk.  - Flucortolone and 

metotrexate. 

Hypertrichosis (2), nausea (1)  None 
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Systemic sclerosis 

 

In total, 7 studies published between 1990 and 2001 were found in the literature in which patients with 

systemic sclerosis (SS) were treated with CsA; 2 cohort and 5 case series. 

 

Effectiveness 

Effectiveness was measured by the percentage of patients with a decrease in skin score. In all studies skin 

score was scored differently, i.e. symptom scoring scale, elastometry, plicometry,  or patients opinion and 

physician’s general assessment.  

 

Cohort 

Methodological quality 

Two cohort studies were found. Concerning the methodological quality a few remarks can be made. Firstly, 

Clements et al. used a placebo comparison group from a different study. Secondly, Filaci et al. didn’t split 

the demograpic data for both groups.  

In both studies the groups were comparable in terms of disease severity. The comparison group in Clements 

et al. was comparable with the CSA group in terms of demography.  

 

Demography 

In Clements et al. two groups were compared; CSA and placebo. Twenty-three subjects participated, 10 in 

the CSA group and 13 in the placebo group. Age of subjects was 45 ±12 for the CSA group and 48 ±9 for 

the placebo group.  Two subjects were previously treated with penicillamine. Dosage CSA employed was 

1.0 mg/kg/day at the start of the study. Dosage was increased by 1 mg/kg/day monthly, till a maximum of 5 

mg/kg/day or toxicity.  The patients were treated and followed for at least 48 weeks.  

Filaci et al. also used two treatment arms; Iloprost and Iloprost with CSA. Twenty subjects participated. 

These subjects were randomized into two homogeneous groups. Age ranged from 12 to 65 years. Subjects 

were not previously treated with other medication and no concomitant medication was used during the 

study. Dosage CSA employed was 2.5 mg/kg/day for 12 months.  

 

Efficacy 

In Clements et al., 6 out of 10 patients (p<0.006) in the CSA group showed a decrease of >35% in 

skinscore, while in the placebo group none of the patients showed such an improvement. Skin score in the 

CSA group decreased from 12.6 ±6.7 at baseline to 9.9 ±8.4 (p<0.0001). The skin score in the placebo 

group was 13.1 ±5.7 at baseline and 12.3 ±4.1 after 1 year. There is a statistically significant difference in 

skin score between the two groups (p<0.004). 

In Filaci et al. the Skin score of the Iloprostgroup improved from 14.4  ±2.1 (baseline) to 12.3 ±1.8 (p=0.1) 

at 12 months.  The Skin score of  the Iloprost and CsA group improved from 15.2 ±2.0 (baseline) to 11.1 

±1.8 (p=0.008) at 12 months. 

 

Safety 

Some mild adverse events occurred in both studies, but no serious adverse events were reported. Adverse 

events reported were headache, flushing and nausea in the iloprost group in Filaci et al. Clements et al. 

reported rise of creatinine level in 8 patients, hypertrichosis in 6, hypertension in 2 and tinnitus and 

gastrointestinal complaints in each 1 patient. 

 

Case series 

Demography 

Five studies with case series were included concerning 35 SS patients. The age of the subjects ranged from 

12 to 59 years. Patients were previously treated with various treatments, e.g. prednisone, azathioprine and 

d-penacillamin. Concomitant medication was used in Gisslinger et al. and Morton et al. Prednisone was 

used in 5 patients and tacrolimus in 4.  

The dose employed ranged between 2.4 and 6.9 mg/kg/day. Duration of treatment varied from 3 to 60 

months, but most patients were treated continuously. Follow-up time in unknown in all studies, probably 

because most patients use  CsA continuously. 
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Effectiveness  

In Basso et al. 7 out of 9 patients show progressive decline in skin involvement after 3 years. The 

remaining 2 patients were stabilized. 

Gisslinger et al. showed statistically significant improvement in skinscore after 6 months of treatment. 

Baseline score of 39.6 ±5.8 decreased to 31.0 ±5.6 (p<0.05). After 12 months of therapy 6 patients (of 

remaining 6) had > 20% improvement in skinscore. 

Four months after initiation of CsA, Ippoliti et al. showed significant improvement of skin elastometry and 

marked regression of skinfibrosis with a reduction of cutaneous infiltrated in all 5 patients. 

Morton et al. found marked improvement of symptoms in 5 patients (62.5%). In 2 (25%) patients the 

symptoms slightly improved and in 1 (12.5%) there was no progression.  

In the study by Worle et al. clinical improvement was found in 4 out of 5 patients. One patient had 

progression of disease. 

 Safety 

In total, 16 adverse events, of which none were serious, were reported in these case series. Hypertension 

(7), rise in creatinine level (5), headache (3) and hypertrichosis (3) were reported most. Other reported non 

serious adverse events were tremor, gingival hyperplasia, general malaise and nausea in each 2 patients and 

pneumonitis, temporary deterioration, hyperuricemia, cramps, breast tenderness, hirsutism and swollen 

ancles in each 1 patient. In one study, Worle et al., a patient developped acute renal failure and had to stop 

treatment with CSA. In Gisslinger et al. 2 patients died in the seventh and ninth month of CsA treatment. In 

both deaths there was no indication that these deaths were related to CsA administration.   

 

Serious adverse events 

No serious adverse events due to CsA were reported. 

 

Conclusion on strength of evidence for efficacy in scleroderma 

Low 

The cohort studies are of low quality with serious limitations in study design, sparse data and 

some uncertainty about directness. The other evidence consisting of case series shows no 

inconsistency with the cohort. 

 
Magnitude of treatment effect 

Low estimate for a good effect 

 
Clinical recommendation for scleroderma 

Weak 

There is a weak recommendation for treating scleroderma with CsA if conventional 

treatment options are contra-indicated or have failed. It is very uncertain if the efficacy 

outweighs the safety aspects (very uncertain estimate for a very uncertain moderate effect). 

Therefore extra attention should be given to safety aspects when prescribing CsA (uncertain 

off-label safety). 

 
Remarks on clinical recommendation for scleroderma 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

- The cohort studies and case series (some in 

combination with prednisone or tacrolimus) 

demonstrated a benefit of CsA in scleroderma 

patients. Uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  -Diminishing scleroderma symptoms 

Magnitude of treatment effect*  

 

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

-Improvement in skinscore in cohort. 

- Clinical improvement, improvement in skin 

elastrometry, and improvement in skinscore in case 

series. Worsening to low effect. 
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Precision of estimate of treatment effect*  

 

* estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Wide confidence interval; ranges from no 

progression to significant improvement. Very 

uncertain estimate of effect. 

Risks associated with therapy  - See side effects CsA 

Burdens of Therapy  

-During the first weeks of therapy laboratory 

monitoring at weekly intervals is necessary, after 

wards every one to three months. See also section 

“general treatment considerations”. 

Risk of target event  -Target event is scleroderma, therefore risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other There are other treatment options available. 

 

Table 2. Characteristics of included articles 
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Systemic sclerosis Cohort 

Clements et al. 1993 CsA 
unk. 

11 
SS 

10 (2/8) 45 ±12 1-5 mg/kg 

Placebo 12 13 (2/11) 48 ±9  - 

Filaci et al. 1999 Iloprost 
12 

- 
SS 

20 (2/18) (10 
each group) 

(12-65) 
 

Iloprost & CsA - 2.5 mg/kg 

Systemic sclerosis Case series 

Basso et al. 2001 Case series 36-60 - SS 9 (2/7) 37.5 2.5 mg/kg 

Gisslinger et al. 

1991 

Case series 7-12 - SS 8 (4/4) 49.9   

(41-59) 

5.0 mg/kg 

Ippoliti et al. 1994 Case series 12 - SS 5 (1/4) 48 ±9 3-5 mg/kg 

Morton et al. 2000 Case series continuous 
in 4, others 

unk. 

- SS 8 (1/7) 39.75   
(12-58) 

2.4-6.9 
mg/kg 

Worle et al. 1990 Case series 3-26 - SS 5 (1/4) 47 (44-
53) 

2.2-5.6 
mg/kg 

 

SS; systemic sclerosis 
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Table 3. Results  
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Systemic sclerosis Cohorts 

Clements et al. 
1993 

>35% decrease in skin score in 
6/10 in CsA group (0/13 in 

placebo group) (p<0.006) 

Skin score CsA group: 

Decrease from 12.6 ±6.7 

(baseline) to 9.9 ±8.4 (p<0.0001) 

Skin score placebo group: 
From 13.1 ±5.7 (baseline) to 12.3 

±4.1 

Significant difference between 
groups (p<0.004)    

unk. unk. None Rise of creatinine level (8), 
hypertrichosis (6), hypertension 

(2), tinnitus (1), gastrointestinal 

upset (1) 

None 

Filaci et al. 

1999 

Iloprost group: 

Skin score: from 14.4 ±2.1 
(baseline) to 12.3 ±1.8 (p=0.1) at 

12 months. 

Iloprost & CsA group: 
Skin score: from 15.2 ±2.0 

(baseline) to 11.1 ±1.8 (p=0.008) 

at 12 months. 

unk. unk. None Headache, flushing and nausea 

(unknown how many patients). 
In CSA group no relevant AE. 

None 

Systemic sclerosis Case series 

Basso et al. 
2001 

After 3 years: 
7/9 progressive decline in skin 

involvement 

2/9 Stabilized 

unk. - None Hypertrichosis (1), pneumonitis 
(1) 

None 

Gisslinger et 

al. 1991 

Skinscore:  

Baseline: 39.6 ±5.8 

6 months: 31.0 ±5.6 (p<0.05) 
6 patients >20% improvement in 

skin score after 12 months of 

therapy. 
2 dropouts due to death at 7 and 9 

months. 

unk. unk. Prednisolone 2 mg/day 

in 4 patients. 

Rise of creatinine level (4), 

temporary deterioration (4), 

hypertrichosis (2), tremor (2) 

None 

Ippoliti et al. 

1994 

4 months after initiation of CSA: 

Significant improvement of skin 
elastometry. 

Marked regression of skinfibrosis 

with a reduction of cutaneous 
infiltrates in all 5 patients. 

unk. unk. None Gingival hyperplasia (2), mild 

hypertension (2), hyperuricemia 
(1) 

None 

Morton et al. 

2000 

5 patients marked improvements 

of symptoms. 
2 patients slight improved. 

1 no progression. 

 

unk. unk. Tacrolimus (4), 

prednisone (1)  

Headache (2), cramps (1), 

hypertension (4), breast 
tenderness (1), rise in creatinine 

level (1), general malaise (2), 

hirsutism (1), swollen ancles 
(1), nausea (1) 

None 

Worle et al. 

1990 

Clinical improvement in 4 out of 

5 patients. 
Progression of disease in 1. 

unk. unk. unk. Headache (1), nausea (1), 

hypertension (1), acute renal 
failure (1) 

None 
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Table 4. Adverse events in RCT’s en cohorts 
 Clements et al. Filaci et al. 

Adverse events CSA Placebo Iloprost Iloprost & 

CSA 

Infections  0 - - - 

Gastrointestinal symptoms 1 - - - 

Musculoskeletal symptoms 0 - - - 

Neurological symptoms 0 - - - 

Vascular symptoms 2 - - - 

Dermatological symptoms 0 - - - 

Malignancies 0 - - - 

Drug hypersensitivity 0 - - - 

Abnormalities in laboratory 

markers 

8 - - - 

Abnormalities in urine 0 - - - 

Hypertrichosis 6 - - - 

Diabetes Mellitus 0 - - - 

Malignancies 0 - - - 

Other 1 - - - 

Serious adverse events 0 - - - 
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Toxic epidermal necrolysis 

 

One study (cohort) was found in the literature in which patients with toxic epidermal necrolysis (TEN) 

were treated with CsA. 

 

Effectiveness 

Effectiveness was measured by the difference in ‘time to arrest’ and ‘time to reepithelialization’ between 

the to groups.  

 

Cohort 

Methodological quality 

One cohort study by Arevalo et al. was included.  

 

Demography 

In Arevalo et al. two groups were compared; CsA and cyclophosphamide plus methylprednisone. 

Seventeen subjects participated, 27-82 years of age. All subjects were previously treated with medicin for 

their underlying condition, e.g. amoxicillin or Allopurinol. Diagnoses was established by clinical view and 

biopsy. Dosage CsA employed was 3.0 mg/kg/day for 2 weeks and thereafter in a reduction schedule (10 

mg/2 days). There was no follow-up.  

 

Effectiveness 

Arevalo et al. found a reduction in ‘time to arrest’ in the CsA group. This reduction, 1.4 ±0.3 days vs. 3.6 

±1.5 days, was statistically significant (p=0.002). Time to reepithelialization also reduced significantly in 

the CsA group, 12.0 ±3.6 days vs. 17.6 ±3.1 days (p=0.0058). All patients in the CsA group survived and 3 

patients in the control group died due to complications of TEN.  

 

Safety 

Two adverse events were reported. One in the CsA group; rise of creatinine level in 1 patient. One in the 

cyclophosphamide group; leukopenia in 4 patients. Three patients in the control group died due to 

complications of TEN, not because of adverse events. 

 

Conclusion on strength of evidence for efficacy of combination therapy in toxic epidermal necrolysis  

Very Low The only available cohort is of low quality serious limitations in study design.  

 
Magnitude of treatment effect 

Very low estimate for a moderate effect 

 
Clinical recommendation for combination therapy in toxic epidermal necrolysis 

Weak 

There is a weak recommendation for treating toxic epidermal necrolysis with CsA if 

conventional treatment options are contra-indicated or have failed. It is very uncertain if the 

efficacy outweighs the safety aspects (very uncertain estimate for a very uncertain moderate 

effect). Therefore extra attention should be given to safety aspects when prescribing CsA 

(uncertain off-label safety). 
 

Remarks on clinical recommendation for toxic epidermal necrolysis 

Important subjects to consider Remarks 

Uncertainty in the estimates of likely benefit, and 

likely risk, inconvenience, and costs*  

 

* estimates for benefit (efficacy/effectiveness) and 

safety are ranked by the working group as very 

certain, certain, uncertain or very uncertain. 

 

- The cohort studies and case series (some in 

combination with prednisone or tacrolimus) 

demonstrated no benefit of CsA in toxic epidermal 

necrolysis patients. Uncertain estimate. 

-Uncertainty about the off-label safety of CsA. 

-Costs may vary with the number of follow-up visits 

and dosage of CsA. 

Importance of the outcome that treatment prevents  
-Reduction time-to-arrest, reepithelialization and 

mortality 
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Magnitude of treatment effect*  

* the magnitude of treatment effect is ranked by the 

working group as good, moderate, low, no effect or 

worsening 

 

-Reduction in time-to-arrest 

- Reepithelialization time significantly reduced 

- all patients in the CsA group survived whereas 3 

people in the control group died. 

Precision of estimate of treatment effect*  

* estimates are ranked by the working group as 

very certain, certain, uncertain or very uncertain. 

 

-Reduction of time-to-arrest was significant 

(p=0.002) 

- Reepithelialization was significant (p=0.0058) 

Risks associated with therapy  
-See section “general treatment considerations” and 

“safety” 

Burdens of Therapy  
-Diagnosis was confirmed by biopsy. See also 

section “general treatment considerations”. 

Risk of target event  
-Target event is toxic epidermal necrolysis, therefore 

risk is 100%. 

Costs  

- Costs of CsA are between € 102,95 and 127,83 for 

19 days 1dd 200 mg, not included are the costs for 

delivery, laboratory monitoring and visits to the 

clinic. (*www.medicijnkosten.nl). 

Varying Values between patients - Moderate varying values between patients 

Other There are other treatment options available. 

 

Table 2. Characteristics of included articles 
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Toxic epidermal necrolysis Cohorts 

Arevalo et al. 

2000 

CSA 1 unk. TEN 11 (3/11) 42.2 (27-82) 3 mg/kg 

Cyclophosphamide 

& methylprednisone 

unk. unk. 6 (4/2) 56.7 (46-65) 300 mg/kg 

( CP) and  

≥1 mg/kg 
(MP) 

TEN; Toxic epidermal necrolysis, CP; cyclophosphamide, MP; methylprednisone 

 

Table 3. Results 
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Toxic epidermal necrolysis Case series 

 

Arevalo et al. 

2000 

CsA group: 

Time to arrest: 1.4 ±0.3 days 

(p=0.002) 
Time to reepithelialization: 12.0 

±3.6 days (p=0.0058) 

All patients survived. 

Cyclophosphamide &prednisone 

group: 

Time to arrest: 3.6 ±1.5 days 
Time to reepithelialization: 17.6 

±3.1 days 

Three patients died due to 
complications of TEN. 

0.1-

0.3 

- None Rise of creatinine level (1), 

leukopenia (4) 

None 
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Table 4. Adverse events in RCT’s en cohorts 
 
 

 

 
 

 

 
 

 

 
 

 

 
 

 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 Arevalo et al. 

Adverse events Pred  

AZA  

Pred  

MM  

Infections  0 0 

Gastrointestinal symptoms 0 0 

Musculoskeletal symptoms 0 0 

Neurological symptoms 0 0 

Vascular symptoms 0 0 

Dermatological symptoms 0 0 

Malignancies 0 0 

Drug hypersensitivity 0 0 

Abnormalities in laboratory 

markers 

1 4 

Serious adverse events 0 0 
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