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The purpose of this review is to provide the Southern Health Therapeutics Committee with
information regarding the effectiveness and safety of mycophenolate mofetil in patients with
scleroderma and interstitial lung disease.

In patients with scleroderma and interstitial lung disease is treatment with mycophenolate mofetil
more effective and safer than treatment with cyclophosphamide?

We searched The Cochrane Library, including The Cochrane Database of Systematic Reviews,
DARE, CENTRAL, HTA and NHS EED in October 2007. We also searched the Medline and
EMBASE databases and major clinical trial registration sites.

We included all trials published in English.

Studies were selected by one reviewer in consultation with colleagues, using inclusion and
exclusion criteria established a priori.

Our search identified 95 potentially relevant titles. Of these, four studies were identified which
included scleroderma patients with interstitial lung disease (ILD) being treated with
mycophenolate mofetil (MMF), however no study suitably assessed treatment with MMF as
compared to cyclophosphamide in the patient group of interest.

The studies included one cohort study and three case series.

The cohort study consisted of patients who had scleroderma along with a range of organ
involvement however data from patients with scleroderma and lung involvement was not
presented separately.

Case series studies cannot be used to comment on comparative efficacy and safety of treatment.
The authors of the studies identified reported that MMF is well tolerated in scleroderma patients.

No ongoing randomised controlled trials were identified in a search of clinical trials registers.

No appropriate comparative studies were identified which examined treatment of patients with
scleroderma and ILD by MMF as compared to cylcophosphamide. A prospective, randomised
trial comparing MMF and cyclophosphamide is needed to fully assess the relative effectiveness
and safety of MMF for scleroderma and ILD.
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Background

The purpose of this review is to provide the Southern Health Therapeutics Committee with information regarding
the effectiveness and safety of mycophenolate mofetil in patients with scleroderma and interstitial lung disease.

Clinical Question

In patients with scleroderma and interstitial lung disease is treatment with mycophenolate mofetil more effective
and safer than treatment with cyclophosphamide?

Methods

Study Selection Criteria

Patient

Intervention
Comparison

Outcomes
Study Type

Search Strategy

Inclusion: Patients with interstitial lung disease AND scleroderma

Exclusion: Patients with scleroderma alone and patients with interstitial lung
disease alone

Inclusion: Mycophenolate Mofetil
Exclusion: -

Inclusion: Cyclophosphamide
Exclusion: -

Any

Comparative | Publication Date 1990 to present Language | English

studies

Evidence Source
All EBM (Ovid)

. including The Cochrane Database of Systematic Reviews, DARE, CENTRAL and
ACP Journal Club

26" October 2007

The Cochrane Library (HTA and NHS EED) 26" October 2007

Medline (Ovid)
EMBASE

26" October 2007
26" October 2007

WHO International Clinical Trials Registry (http://www.who.int/ictrp/en/) 26" Oct 2007

Including:

. Clinical Trials.gov

e  The Australian Clinical Trials Registry
e  The Chinese Clinical Trial Register

. Clinical Trials Registry — India

® |SRCTN - International Standard Randomised Controlled Trial Number Register

CenterWatch Clinical Trial Listing Service (http://www.centerwatch.com/) 26" Oct 2007
International Federation of Pharmaceutical Manufacturers and 26" Oct 2007

Associations (IFPMA) Clinical Trials Portal
(http://clinicaltrials-dev.ifpma.org/)

Date of Search or Issue searched

Search Terms in Medline*

Patient

Intervention
Comparison
Outcomes
Search strategy

1. (exp Lung Diseases, Interstitial/ or (interstitial$ and lung$)) AND (exp

Scleroderma. Limited/ or exp Scleroderma, Systemic/ or exp Scleroderma, Diffuse/

or exp Scleroderma, Localized/ or exp Sclerosis or scleroderma.mp. or
sclerosis.mp.)

2. exp Mycophenolic Acid/ or mycophenol$.mp. or MMF.mp. or CellCept.mp

#1 AND #2

*Syntax adapted as appropriate for other databases

Data Collection & Analysis
Search results were examined by one reviewer in consultation with colleagues using study selection criteria

established a priori.
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Results

Our search of the medical databases identified 95 potentially relevant titles. Of these, four studies were identified
which included scleroderma patients with interstitial lung disease (ILD) being treated with mycophenolate mofetil
(MMF), however no study suitably assessed treatment with MMF as compared to cyclophosphamide in the patient
group of interest.

As no appropriate comparative studies were found critical appraisal was not undertaken.

One cohort study was identified which compared scleroderma patients treated with MMF to scleroderma patients
treated with any other immunosuppressive drug. Whilst a large proportion of these patients had scleroderma with
lung involvement (>50% in both MMF and control groups) data was not presented for patients according to organ
involvement thus it is not possible to comment on the effect in patients with scleroderma and ILD."

Three case series were reported, however two of these included mixed populations of patients and it is not possible
to separate the results of the population of interest. One reported patients with ILD caused by a variety of different
connective tissue diseases, including scleroderma.”’ One reported on scleroderma patients with a range of
comorbidities including ILD.? The third case series reported only patients who had both scleroderma and ILD*
however, case series studies cannot be used to comment on comparative effectiveness or safety.

All identified studies were small and though authors reported that MMF treatment was well tolerated most
concluded that the results indicated that larger, prospective studies were required.

Our search of clinical trials registers did not identify any ongoing randomised controlled trials comparing MMF
treatment to cylcophosphamide treatment for scleroderma with ILD.

Conclusions

No appropriate comparative studies were identified which examined treatment of patients with scleroderma and ILD
by MMF as compared to cylcophosphamide. No ongoing randomised controlled trials were identified. A
prospective, randomised trial comparing MMF and cylcophophamide is needed to fully assess the relative
effectiveness and safety of MMF for scleroderma and ILD.

References

1. Nihtyanova S, Brough G, Black C and Denton C. Mycophenolate mofetil in diffuse cutaneous systemic
sclerosis — a retrospective analysis. Rheumatology 2007; 46: 442-445.

2. Swigris J, Olson A, Fischer A et al. Mycophenolate mofetil is safe, well tolerated, and preserves lung
function in patients with connective tissue disease-related interstitial lung disease. Chest 2006; 130: 30-36.

3. Vanthuyne M, Blockmans D, Westhovens R et al. A pilot study of mycophenolate mofetil combined to
intravenous methylprednisolone pulses and oral low-dose glucocortoids in sever early systemic sclerosis.
Clinical and Experimental Rheumatology 2007; 25: 287-292.

4. Liossis S, Bounas A and Andonopoulos A. Mycophenolate mofetil as a first-line treatment improves
clinically evident early scleroderma lung disease. Rheumatolgy 2006; 45: 1005-1008.

Disclaimer

The information in this report is a summary of that available and is primarily designed to give readers a starting point to consider currently
available research evidence. Whilst appreciable care has been taken in the preparation of the materials included in this publication, the authors
and Southern Health do not warrant the accuracy of this document and deny any representation, implied or expressed, concerning the efficacy,
appropriateness or suitability of any treatment or product. In view of the possibility of human error or advances of medical knowledge the authors
and Southern Health cannot and do not warrant that the information contained in these pages is in every aspect accurate or complete.
Accordingly, they are not and will not be held responsible or liable for any errors of omissions that may be found in this publication. You are
therefore encouraged to consult other sources in order to confirm the information contained in this publication and, in the event that medical
treatment is required, to take professional expert advice from a legally qualified and appropriately experienced medical practitioner.
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