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Executive summary

The procedure

M-VAX" is a vaccine composed of autologous melanoma cells modified with the hapten
dinitrophenyl (IDNP). The vaccine induces a cell-mediated immunity, which results in a
delayed inflammatory response. The vaccine is manufactured with tumour cells obtained
from the patient at the time of lymph node resection. Typically, a tumour of at least 3 cm
in diameter is required to harvest sufficient cells to produce the patient-specific vaccine.

Vaccination commences after recovery from surgery and involves seven intradermal
doses within six months. An intravenous bolus dose of cyclophosphamide is given six
days after a ‘skin test’ using M-VAX"" without bacille Calmette-Guérin (BCG). The
vaccine is administered together with BCG to maximise immunogenicity.

Medical Services Advisory Committee — role and approach

The Medical Services Advisory Committee (MSAC) is a key element of a measure taken
by the Commonwealth Government to strengthen the role of evidence in health
financing decisions in Australia. MSAC advises the Commonwealth Minister for Health
and Ageing on the evidence relating to the safety, effectiveness and cost-effectiveness of
new and existing medical technologies and procedures, and under what circumstances
public funding should be supported.

A rigorous assessment of the available evidence is thus the basis of decision making
when funding is sought under Medicare. Medical Technology Assessment Group (M-
TAG Pty Ltd) was contracted to conduct a systematic review of literature regarding the
use of the autologous vaccine M-VAX'"" for the treatment of advanced stage 111
melanoma. A supporting committee with appropriate expertise then evaluated this
evidence and provided advice to MSAC.

MSAC’s assessment of M-VAX™

Clinical need

Melanoma is a cancer that develops in the pigment-producing cells of the skin. There is a
strong association between sun exposure and melanoma development, particularly, but
not exclusively, in individuals with a fair complexion.

In 1998, a total of 7891 people were diagnosed with melanoma in Australia (4398 men,
3493 women), an annual incidence of 32 per 100,000." This equates to a lifetime risk of
the disease of 1 in 30. The incidence is higher in Queensland and Western Australia than
in other Australian states.

IStandardised to World Standard Population.
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If melanoma cells penetrate into the dermis, they are likely to spread elsewhere. Initially,
the melanoma will spread to the nearby lymph nodes, at which point it is classified as
stage III disease. Lymph node resection is strongly recommended for local control of the
disease and as a potentially curative procedure. After tumour resection, there are two
broad adjuvant treatment options currently available to Australian stage I1I melanoma
patients: observation or interferon a-2b. Interferon a-2b is currently used to treat a small
minority of these patients. Therefore, observation is the comparator treatment for the
purposes of this assessment.

Despite adjuvant treatment of stage I1I melanoma, progression to distant metastatic
disease often occurs. The prognosis for these patients is currently poor. Approximately
1000 people die from melanoma in Australia each year, equating to approximately one in
every eight people diagnosed with the disease.

It is estimated that approximately 250 patients undergo resection of lymph tissue for the
treatment of melanoma in Australia each year. Of these, it is estimated fewer than 105
would be suitable for treatment with M-VAX",

Safety

Mild nausea and vomiting occur in the majority of patients receiving M-VAX'", probably
secondary to the use of cyclophosphamide. Injection site reactions are also common.
Other adverse reactions are pootly reported. In the US, there have been several reports
of contaminated vaccine being administered to patients.

After reviewing the available evidence, it was concluded that it is not possible to make a
reliable comparison of the relative safety of M-VAX'" and observation. This is because
only uncontrolled and poorly reported data are currently available for M-VAX",

Effectiveness

At present, the highest level of evidence available to describe the efficacy of M-VAX'" as
an adjuvant treatment for stage I1IB and IIIC melanoma, is level IV evidence. The
primary evidence was data collected in four prospective, phase 1I, uncontrolled clinical
trials. Furthermore, the dose regimens vary across the four trials, none of which are
consistent with the dose regimen for which reimbursement is being sought.

On the basis of the available data, it is not possible to make a comparison of the relative
efficacy of M-VAX" and observation without the introduction of considerable bias.

Cost-effectiveness

There are insufficient data available to make a valid comparison of the relative efficacy of
M-VAX"™ and observation alone. Therefore, it is not possible to estimate the cost-
effectiveness of M-VAX " relative to observation. However, M-VAX " is considerably
more costly than observation (~$39,000 per patient).

2 M-VAX™ — a treatment for patients with advanced stage Il melanoma



Recommendation

MSAC recommended that on the strength of evidence pertaining to M-VAX", a

treatment for patients with advanced stage I1I melanoma, public funding should not be
supported for this procedure.

The Minister for Health and Ageing accepted this recommendation on 8 October 2002.
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Introduction

The Medical Services Advisory Committee (MSAC) has reviewed the use of M-VAX ",
which is a treatment for AJCC” stage I11B and ITIC melanoma. MSAC evaluates new and
existing health technologies and procedures for which funding is sought under the
Medicare Benefits Scheme in terms of their safety, effectiveness and cost-effectiveness,
while taking into account other issues such as access and equity. MSAC adopts an
evidence-based approach to its assessments, based on reviews of the scientific literature
and other information sources, including clinical expertise.

MSAC’s terms of reference and membership are at Appendix A. MSAC is a
multidisciplinary expert body, comprising members drawn from such disciplines as
diagnostic imaging, pathology, surgery, internal medicine, general practice, clinical
epidemiology, health economics, consumer health and health administration.

This report summarises the assessment of current evidence for M-VA X" asa post-
surgical adjuvant treatment of stage IIIB and IIIC melanoma.

2American Joint Committee on Cancer staging system (Balch et al 2001a).
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Background

M-VAX"™

The procedure

M-VAX"™ is a vaccine composed of autologous melanoma cells modified with the hapten
dinitrophenyl (DNP). The vaccine induces a cell-mediated immunity, which results in a
delayed inflammatory response.

For the purposes of the current assessment, the indication’ is:

“for the post-surgical adjuvant treatment of patients with histologically
confirmed stage I1IB* and IIIC melanoma who have a lymph node tumour of
approximately 3 cm diameter or larger”.

The vaccine is manufactured with tumour cells obtained from the patient at the time of
lymph node resection. A minimum of 50 million cells are required to produce the
patient-specific vaccine, which typically translates to a tumour of at least 3 cm in
diameter. The resected tumour must be transported in sterile, refrigerated conditions and
reach the company’s central processing laboratory in Sydney within 48 hours. The
tumour material is processed aseptically and cryopreserved in aliquots. The preparation
of the vaccine itself only commences when the clinician notifies the company that the
patient is ready for vaccination, as each batch of vaccine remains viable for only 18
hours. Therefore, the vaccine preparation process must be repeated for each of the eight
doses occurring over a six-month period. This manufacturing process is currently under
review, to allow for an improved shelf life and more comprehensive sterility testing.

Vaccination commences after recovery from surgery. After the initial skin test, doses are
administered 9, 16, 23, 30, 37 and 44 days later and again after 6 months. An intravenous
bolus dose of cyclophosphamide (300 mg/m?) is given 6 days after the skin test. The
vaccine is administered together with bacille Calmette-Guérin (BCG) to maximise
immunogenicity. Paradoxically, the cyclophosphamide given on day 6 of the vaccine
regimen also augments the immune response.

The vaccine is administered intradermally within 18 hours of production. For the
majority of patients, the preferred injection site is the upper dorsal arm. However, for
patients who have undergone bilateral axillary node dissection, the upper lateral thigh is
recommended.

3As M-VAX is an autologous vaccine, it is exempt from Part 3 of the Therapeutic Goods Administration
Act 1989. As a result, there is no TGA-approved indication in Australia. The indication referred to in this
assessment report is that for which reimbursement listing on the Medicare Benefits Schedule is sought.

*Also included within stage IIIB are patients a) with up to three clinically occult nodes but an ulcerated
primary melanoma and b) with satellite or in-transit metastases but no evidence of nodal or distant
metastases. However, M-VAX is not indicated for use in these patients.
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Intended purpose

M-VAX"™ is indicated as a therapeutic intervention for advanced melanoma. Specifically,
this assessment focuses on the use of M-VAX'" as a post-surgical adjuvant treatment of
histologically confirmed melanoma with large (> 3 cm) nodal metastases. This group of
patients falls within stage IIIB or IIIC of the American Joint Committee on Cancer
(AJCC) pathological staging classification.’

Clinical need/burden of disease

Melanoma is a cancer that develops in the pigment producing cells of the skin
(melanocytes). Sun exposure is strongly associated with melanoma development,
particularly, but not exclusively, in individuals with fair complexion. The lesion may be of
either the superficial spreading or nodular type. The extent of invasion of the lesion at
diagnosis is an important prognostic determinant. If the melanoma cells penetrate into
the dermis, they are likely to spread elsewhere. Initially, the melanoma is most likely to
spread to the nearby lymph nodes, but ultimately distant metastases may occur in the
liver, lungs, bone or elsewhere. The prognosis for patients with distant melanoma
metastases is poof.

Incidence of melanoma

The Australian Institute of Health and Welfare (ATHW), in conjunction with the
Australasian Association of Cancer Registries, routinely compiles national cancer
statistics based on data collected by state cancer registries. Data are available on the
incidence and mortality of all cancers other than non-melanoma skin cancer. The most
recently available data are from 1998 (AIHW and AACR 2001).

The incidence for melanoma (ICD-9 diagnosis code 172) has increased over the past 15
years (Figure 1). Eatly increases within this period may to some extent have been due to
improved registration of data (AIHW and AACR 2001). A decrease was observed in the
most recent year for which data are available, 1998. While the pattern of change is similar
in males and females, the incidence and the rate of increase are more pronounced in
males. Typically, the incidence of melanoma in men is approximately 1.5 times that of
women.

5Also included within stage IIIB are patients a) with up to three clinically occult nodes but an ulcerated
primary melanoma and b) with satellite or in-transit metastases but no evidence of nodal or distant
metastases. However, M-VAX is not indicated for use in these patients.
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Figure 1  Incidence and mortality of melanoma in Australia

In 1998, a total of 7891 people were diagnosed with melanoma in Australia (4398 men,
3493 women). The crude incidence for melanoma in Australia in 1998 was 42.1 per
100,000 (95% CI 41.2—43.1). When age standardised to the world standard population,
this decreases to 31.7 per 100,000 (95% CI 31.0-32.4). This equates to a lifetime (0—74
years) risk of the disease of 1 in 30. The incidence is higher in Queensland and Western
Australia than in other Australian states.

Mortality due to melanoma

In 1998, a total of 979 people died from melanoma in Australia (635 men, 344 women).
This represents a crude mortality of 5.2 (95% CI 4.9-5.6) per 100,000 population, or a
world age-standardised mortality of 3.5 (95% CI 3.3-3.7) per 100,000. For every eight
patients diagnosed with melanoma, it is estimated that one dies of the disease.” The
lifetime risk of dying from melanoma is currently 1 in 254 for the entire Australian
population.

Morbidity associated with melanoma

Malignant melanoma can metastasise to any of the body’s lymphatic basins (Chan et al
2000). When the disease has progressed to the lymph nodes it is classified as stage I1I
disease. Lymph node resection is strongly recommended for local control of the disease
and as a potentially curative procedure (NHMRC 1999b).

This calculation is based on the incidence and mortality in 1998. In reality, some of those diagnosed in
1998 may die of melanoma later, and some of those dying in 1998 may have been diagnosed in preceding
years. However this approach is a valid estimate if one assumes minimal impact of longitudinal trends in
incidence or mortality.

8 M-VAX™ — a treatment for patients with advanced stage Il melanoma




Morbidity associated with clinically apparent, stage IIIB and IIIC melanoma arises
primarily from the surgical removal of the affected lymph nodes rather than the disease
per se. However, some patients may experience pain from the diseased lymph nodes prior
to surgical removal. The most frequent short-term complications from lymph node
dissection at all sites are: seroma, temporary nerve dysfunction, pain and wound
infections. The removal of ilioinguinal nodal metastases is frequently associated with leg
oedema whilst the removal of axillary node metastases may result in arm oedema and
functional deficit (Urist et al 1986). Cervical node metastases may be removed by radical
or modified neck dissection. Radical neck dissection is associated with loss of shoulder
function, shoulder drop and poor cosmetic results. In a modified neck dissection, the
spinal accessory nerve and the sternomastoid muscle are spared. However, approximately
30 per cent of patients do not retain full spinal accessory netve function (Schuller et al

1983).

Unfortunately, many patients will eventually have relapses of disease after surgical
removal of nodal metastases, mainly in distant sites. Malignant melanoma can metastasise
to almost any organ of the body. Common distant sites of metastatic melanoma include:
skin, lymph nodes, lungs, liver, brain, bone, gastrointestinal tract, heart, pancreas, adrenal
glands, kidneys, and thyroid. Many of these metastases cause pain, bleeding, muscle
wasting and serious dysfunction. In general, the prognosis for patients who progress to
stage IV melanoma is poor.

Patients who are suitable for M-VAX" treatment

Annual incidence statistics are not recorded by melanoma stage. As the rate of
progression to stage III and beyond is highly variable between patients, it is not possible
to estimate the annual incidence of stage I1I melanoma accurately from cancer registry
data. An alternative approach is to estimate the annual number of melanoma patients
having a lymphadenectomy, as this is the procedure required immediately prior to
treatment with M-VAX™.

In 1999-2000, a total of 284 patients had an excision procedure on a neck, axilla, groin
or other lymph gland’ for the treatment of melanoma. As this would have included a)
patients who had a prophylactic lymph node resection and b) patients in whom disease
failed to be histologically confirmed, this may be an overestimate of the incidence of
stage II1. Expert opinion estimates the annual number of patients with positive lymph
nodes who undergo lymph node resection to be closer to 250. Nevertheless, in the
absence of stage III incidence statistics, this is considered the best estimate of the annual
number of patients with new stage III disease.

Of these patients, it is estimated that 42 per cent have clinically palpable tumours (stage
I1IB) (Balch ¢t al 2001b); however, many of these will be < 3 c¢m in diameter. Therefore,
it is estimated that considerably fewer than 105 patients would be suitable for treatment
with M-VAX"™ in Australia each year.

ICD-10-AM procedure codes 806, 808, 809, 811

M-VAX" — a treatment for patients with advanced stage Il melanoma 9



In the future, it is possible that the number of patients with large nodal tumours will
decrease. It is current practice at some, but not all, Australian melanoma treatment
centres for patients to receive sentinel lymph node biopsies. Therefore, it is conceivable
that at least some nodal tumours will be detected at a smaller size than would have been
the case in the past. If this occurs, the incidence of patients with tumours suitable for
M-VAX"™ treatment will reduce over time.

Existing procedures

After tumour resection, there are two broad adjuvant treatment options® currently
available to stage I1IB and IIIC melanoma patients. These are:

1. observation
2. interferon a-2b

Clinical practice guidelines have been produced by the Australian Cancer Network
(NHMRC 1999b), on the basis of a systematic review of the evidence and expert
opinion. With respect to existing adjuvant treatments (including interferon «-2b), these
guidelines state that “there is no conclusive evidence that adjuvant therapy is beneficial”
for melanoma patients, recommending instead that patients are offered inclusion in
clinical trials for new therapies. Nevertheless, interferon «-2b is reimbursed under
Section 100” of the publicly funded Pharmaceutical Benefits Scheme (PBS) for the
“adjuvant therapy of malignant melanoma following surgery in patients with nodal
involvement”. Typically, the clinician explains the efficacy and toxicity associated with
the use of interferon a-2b, after which the patient decides whether or not to proceed.

Insufficient national statistical information is available to measure the precise proportion
of Australian stage IIIB and IIIC melanoma patients who currently elect to receive
treatment with interferon a-2b. However, expert opinion estimates the proportion to be
approximately 15 per cent. The applicant provided the findings of a telephone survey of
40 specialists treating a total of 430 stage III melanoma patients. The results showed that
77 per cent of patients received no intervention, and only 10 per cent of patients were
treated with interferon a-2b. The remaining 13 per cent received other treatments or
took part in clinical trials of emerging therapies. Three-quarters of all specialists
interviewed indicated that they did not treat any patients with interferon a-2b.

Total interferon o-2b use can be estimated from PBS statistics. However, the relevant
Section 100 PBS item numbers are also indicated for treatment of myelogenous
leukaemia, hepatitis B and hepatitis C. As authority approval is required for private
hospital use, it is possible to determine the relative use of interferon a-2b in private

8In Australia, a large proportion of melanoma patients take part in clinical trials for new therapies. It is
beyond the scope of this assessment to consider therapies not yet approved for general use.

Section 100 of the National Health Act, 1953 provides for the reimbursement of highly specialised drugs
supplied through public and private hospitals having access to specialist facilities.
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hospitals for each indicadon'”. When extrapolated to all public and private use, it is
estimated that 62 patients received interferon a-2b treatment for melanoma in 2001.

Comparator

The comparator is considered to be the adjuvant treatment most likely to be replaced in
practice by M-VAX"™. According to this definition, it is clear that the comparator is
observation alone (Table 1).

Tablel  M-VAX™ comparator treatment

Indication Primary comparator

Stage IIIB and IlIC melanoma - Observation alone

post-surgical resection of lymph node tumour(s)

Marketing status of the technology

As an autologous vaccine, M-VAX" is exempt from Part 3 of the Australian Therapeutic
Goods Act (1989). Therefore, the safety and efficacy of M-VAX'" has not been evaluated
by the Therapeutic Goods Administration (TGA). For this reason, it does not have a
TGA-listing or specific indication. However, M-VAX"™ manufacturing facilities must
comply with Part 4 of the Act with respect to Good Manufacturing Practice (GMP). The
TGA has issued the Australian manufacturing facility with a licence for the preparation
of autologous vaccines (licence no. 21529).

M-VAX"™ is not currently approved by the Food and Drug Administration (FDA) in the
USA. The FDA had previously issued interim approval for clinical trial use only under
the Investigational New Drug program (IND), but this approval was inactivated in
March 2001 after concerns relating to manufacturing practice. Modifications have
subsequently been made to the manufacturing processes that allow additional quality
assurance testing on each vaccine batch prior to dispensing. New IND applications,
incorporating these changes, will be sought for further clinical trials.

M-VAX"™ is exempt from marketing authorisation in both the Netherlands and
Germany. However, authorisation of manufacturing procedures is required in both
countries, and additional approval of the irradiation procedure is required in Germany.
At the time of this assessment, no other European jurisdiction had been formally

approached.

10Personal communication, Health Insurance Commission, Canberra, Australia
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Current reimbursement arrangement

There is no current reimbursement arrangement for M-VAX"™ in Australia. Interferon o-
2b is reimbursed by Section 100 (highly specialised drugs program) of the PBS for the
post-surgical treatment of melanoma with nodal involvement. At present, no other non-
surgical interventions are publicly funded for the treatment of melanoma in Australia.

12 M-VAX™ — a treatment for patients with advanced stage Il melanoma



Approach to assessment

Review of literature

The medical literature was searched to identify relevant studies and systematic reviews
for the period between 1980 and May 2002. Searches were not extended to cover the
period before 1980 because the development timeline of M-VAX ™ was known, making
earlier searching unnecessary.

Searches were conducted via the following primary databases:

Medline 1966 to current

Embase 1980 to current

Premedline

Cancerlit 1975 to current

Econlit 1969 to current

HealthSTAR 1975 to current

For completeness, searches of the following secondary databases/sites were also
performed:

British Columbia Office of Health Technology Assessment

Canadian Coordinating Office for Health Technology Assessment (CCOHTA)
Centre for Health Program Evaluation (Monash University, Australia)

Centre for Reviews and Dissemination (University of York, UK)

Cochrane Library

Health Economics Research Group (Brunel University, UK)

Health Information Research Unit (HIRU) internal database

International Network of Agencies for Health Technology Assessment
(INAHTA)

International Society of Technology Assessment in Health Care (Montreal,
Canada)

National Health and Medical Research Council of Australia publication list

M-VAX" — a treatment for patients with advanced stage Il melanoma 13



National Health Service (UK)

National Information Center on Health Services Research and Health Care
Technology (HSTAT database)

Swedish Council on Technology Assessment in Health Care (SBU)
US Office of Technology Assessment 1974-1995 (closed), then,

US Health Care Financing Administration (HCFA)

Search strategies are presented in Appendix D. After the removal of duplicate citations,
250 unique citations were obtained.

Inclusion criteria

Original publication reporting the results of one or more clinical trials (ie, non-
systematic reviews, editorials, opinion pieces and letters will be excluded).

Human patients (in Vivo application).
M-VAX"™ intervention.
Stage III melanoma patients.

20 patients or more (those trials with < 20 patients will be assessed for relevant
safety data).

Reporting of relevant clinical outcomes (overall or relapse-free survival, disease
progression).

After application of the above criteria, a total of 2 publications were included in the
review. A flow chart indicating the reasons for exclusion is presented in Figure 2, and a
full list of excluded publications appears in Appendix E.

14
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Reports identified by search
(n=250)

v

Reports of original studies
(n=181)

Excluded if a non-systematic
review, editorial, letter or opinion
piece

(n=69)

v

Reports of original in vivo human
studies

(n=120)

Excluded if non-human, ex vivo,
in vitro study, pre-clinical, or
statistical study

(n=61)

A 4

Reports of original in vivo human
studies of M-VAX

(n=13)

Excluded if study reports a non-
M-VAX intervention

(n=107)

v

Reports of original in vivo human
studies of M-VAX in stage Il
melanoma

(n=10)

Excluded if the study is in the
wrong patient group

(n=3)

A 4

Reports of original in vivo human
studies of M-VAX in stage Il
melanoma with = 20 patients

(n=7)

Excluded if < 20 patients in the
study

(n=3)

A 4

Reports of original in vivo human
studies of M-VAX in stage Il
melanoma with = 20 patients
reporting relevant clinical outcomes

(n=2)

Excluded if the study reports the
wrong outcomes

(n=9)

Figure 2

M-VAX™ effectiveness literature search — reasons for exclusion
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Publications that duplicate all or some of the patients in other included trials were
included in the first instance. These were subsequently reviewed and excluded if
necessary. Similatly, publications that failed to report outcome measures adequately were
subsequently excluded. All publications initially included, but subsequently excluded, are
individually referred to in the body of this review.

The evidence presented in the selected studies was assessed and classified using the
dimensions of evidence defined by the National Health and Medical Research Council
(NHMRC 1999a).

These dimensions (Table 2) consider important aspects of the evidence supporting a
particular intervention and include three main domains: strength of the evidence, size of
the effect and relevance of the evidence. The first domain is derived directly from the
literature identified as informing a particular intervention. The last two require expert
clinical input as part of their determination.

Table 2  Evidence dimensions

Type of evidence Definition
Strength of the evidence
Level* The study design used, as an indicator of the degree to which bias has been eliminated by
design
Quality The methods used by investigators to minimise bias within a study design

Statistical precision | The p value or, alternatively, the precision of the estimate of the effect. It reflects the
degree of certainty about the existence ofa true effect

Size of effect The distance of the study estimate from the ‘null’ value and the inclusion of only clinically
important effects in the confidence interval

Relevance of evidence The usefulness of the evidence in clinical practice, particularly the appropriateness of the
outcome measures used

*See Table 3.

The three sub-domains (level, quality and statistical precision) are collectively a measure
of the strength of the evidence. The designations of the levels of evidence are shown in

Table 3.

Table 3 Designations of levels of evidence*

Level of evidence | Study design

I Evidence obtained from a systematic review of all relevant randomised confrolled frials
I Evidence obtained from atleastone properly designed randomised confrolled trial

-1 Evidence obtained from well-designed pseudo-randomised controlled trials (alternate allocation or
some other method)
-2 Evidence obtained from comparative studies (including systematic reviews of such studies) with

concurrent controls and allocation not randomised, cohort studies, case-confrol studies, or
interrupted time series with a control group

-3 Evidence obtained from comparative studies with historical confrol, two or more single arm studies,
or interrupted time series withouta parallel control group
v Evidence obtained from case series, either post-test or pre-test/post-test
*Modified from NHMRC (2000).

As no controlled clinical trial evidence was available at the time of this assessment, it was
not possible to make a direct comparison of M-VAX"™ against observation, or to use a
common comparator approach (eg, with interferon as the common comparator). For this
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reason, it was necessary to conduct an additional systematic review of the efficacy and
safety evidence for the comparator treatment, and then attempt to make an indirect
comparison. As the aim of the comparator systematic review was to determine the
efficacy and safety of the comparator as it is currently occurs, the search was restricted to
1996 onwards (Premedline, Medline and Embase). (Details of the search strategy for the
comparator intervention are provided in Appendix F). Furthermore, as evidence from
high quality, large, randomised, controlled, phase III clinical trials was known to exist,
only studies constituting NHMRC level I or II evidence were included (ie, data from the
observation arm of one or more randomised controlled clinical trials). After the removal
of duplicate citations, 346 unique citations were obtained. The inclusion criteria for the
systematic review of the comparator were as follows.

* Original publication reporting the results of one or more randomised, controlled,

phase I1I clinical trial (ie, non-RCT's, non-systematic reviews, editorials, opinion
pieces and letters were excluded).

*  Human patients (in Vivo application).

*  One arm of the clinical trial was observation alone or a placebo intervention (ie,
no intervention subsequent to lymphadenectomy).

* Stage III melanoma patients.

* 20 patients or more (those trials with < 20 patients will be assessed for relevant
safety data).

* Reporting of relevant clinical outcomes (overall or relapse-free survival, disease
progression).

*  Median follow-up of atleast five years

After application of the above criteria, a total of 8 publications were included in the
systematic review of the comparator. A flow chart indicating the reasons for exclusion is
presented in Figure 3. Excluded studies, with the reason for exclusion indicated, are

listed in Appendix G.
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Reports identified by search
(n=346)

v

Reports of original studies
(n=329)

Excluded if a non-systematic
review, audit, letter, statistical
study, epidemiological study,
survey or opinion piece

(n=17)

h 4

Reports of original in vivo human
studies

(n=278)

Excluded if non-human or in vitro
study

(n=51)

v

Reports of original in vivo human
RCTs

(n=103)

Excluded if study reports is notan
RCT

(n=175)

[

v

Reports of original in vivo human
RCTs of observation

(n=67)

Excluded if the study does not
report observation as one of the
treatment arms

(n=36)

v

Reports of original in vivo human

RCTs of observation in patients with

stage Ill melanoma
(n=25)

Excluded if the study is
performed in the wrong patient

group
(n=42)

\ 4

Reports of original in vivo human

RCTs of observation in patients with

stage Ill melanoma, with = 20
patients

(n=24)

Excluded if < 20 patients in the
study

(n=1)

v

Reports of original in vivo human

RCTs of observation in patients with

stage Ill melanoma, with = 20
patients, reporting relevant clinical
outcomes

(n=11)

Excluded if the study reports the
wrong outcomes

(n=13)

v

Reports of original in vivo human

RCTs of observation in patients with

stage Ill melanoma, with = 20
patients, reporting relevant clinical
outcomes = 5 years

Excluded if the study reports
insufficient follow-up

(n=3)

(n=8)
Figure 3 Comparator effectiveness literature search — reasons for exclusion
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Indirect comparisons are generally considered inadequate for the assessment of relative
efficacy and safety for reimbursement purposes. The extent of introduced bias was
considered to determine whether it was appropriate to make relative efficacy and safety
conclusions on the basis of an indirect comparison. Conducting an evaluation of the
economic considerations of M-VAX'" was contingent on the ability to conduct an
adequate assessment of relative efficacy and safety.

Expert advice

A supporting committee with expertise in medical oncology, general practice, general
surgery, dermatopathology, epidemiology and health economics was established to
evaluate the evidence and provide advice to MSAC from a clinical perspective. In
selecting members for supporting committees, MSAC’s practice is to approach the
appropriate medical colleges, specialist societies and associations and consumer bodies
for nominees. Membership of the supporting committee is provided at Appendix B.
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Results of assessment

At present, the highest level of evidence available to describe the safety and efficacy of
M-VAX"™ as an adjuvant treatment for stage I1IB and ITIC melanoma, is level TV
evidence. The primary evidence (Berd (2001), with an associated study report) is data
collected in four prospective, phase II, uncontrolled clinical trials.

It is important to note that the dose and administration regimen varies across the four
phase II trials, with none representing the currently recommended regimen (Table 7). In
addition, the manufacturing process has been modified subsequent to these trials, and
the effect of this upon safety and efficacy is unknown.

Is it safe?

Traditionally, the authority to regulate biological products used for medicinal use did not
extend to organs or tissues obtained from the same patient, even when significant
modification had occurred (Ward 2000). As a result, it is still common for autologous
products to be exempt from registration and/or listing on national therapeutic goods
registers, as is the case in Australia. In practice, this means that there is no requirement to
demonstrate safety and efficacy of the product with rigorous evidence from preclinical
and clinical trials. Technological advances have led to a dramatic increase in autologous
therapies, and therefore an increase in the number of therapeutic products that fall
beyond the boundaries of current legislation and are not subject to regulation.

The FDA has recently recognised the need to extend its authority to include autologous
products, and has begun a process toward the regulation of cellular and tissue-based
products''. Similarly, the European Medicines Evaluation Agency is initiating a regulatory
requirement for these products. Currently, autologous products remain exempt from
TGA safety and efficacy evaluation in Australia.

Therefore, in contrast to the majority of products assessed by MSAC for reimbursement
purposes, M-VAX™ has had no prior evaluation of safety and efficacy by an Australian
regulatory authority, other than licensing of the manufacturing facility. For this reason, it
is necessary to consider all theoretical and reported safety issues.

Although M-VAX ™ is produced from a patient’s own tumour cells, considerable
processing and modification takes place €X ViV0. Initially, the tumour cells are transported
to a central processing laboratory. Courier transportation must occur within 48 hours of
resection. A tumour collection kit (TCK) is provided for this purpose, comprising:

* temperature bricks to maintain the temperature at 2-8° C and reduce the risk of
tumour freezing or spoiling

* sterile containers for the tumour, to minimise the risk of infection

¢ sterile Hanks’ solution to cover the tumour

Tissue Action Plan, 1998.
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* tumour registration form for completion by the surgical staff.

After processing of the tumour (commercial in confidence), vials are frozen and stored in
liquid nitrogen. On the day of vaccination, cells are thawed and irradiated at 2500 cGy.
This radiation dose is generally accepted as sufficient to prevent cell proliferation and
therefore tumour growth after re-injection. Cells are then haptenised with dinitrophenyl
(DNP), washed and resuspended in Hanks’ solution buffered with human serum albumin
(HSA). The vaccine is transported on ice to the clinic/hospital in a vaccine transport
container.

Despite efforts to maintain sterility, the €X ViV storage and processing of biological
material provides an opportunity for contamination. It is normal practice for injected
pharmaceuticals and biologicals to undergo testing to confirm the absence of
contaminants. In the case of the production of M-VAX" in Australia, the vaccine is
currently manufactured and shipped to the clinician within 24 hours, but complete results
of sterility testing are not available until up to 14 days post-manufacture. Preliminary
results are available after three days. Therefore, it is possible that a contaminated vaccine
could be injected into a patient.

In October 2001, the FDA issued a warning letter relating to the use of M-VAX" as an
investigational new drug product in the USA, citing several occasions when patients were
injected with contaminated vaccine. Furthermore, additional doses of the vaccine
continued to be produced from the same tumour source material, even though the initial
dose had already proved to be contaminated. The FDA were particularly concerned that
treating clinicians were not always notified of vaccine contamination. All of the incidents
referred to by the FDA relate to the USA manufacturing facility in Philadelphia, not to
the Australian facility.

The manufacturer has since modified the processing in the USA to allow vaccine
preparation (including irradiation and haptenisation) to occur before cryopreservation. A
sample of this final product is obtained for sterility testing prior to cryopreservation. The
results of the sterility assays are therefore available before distribution of the
manufactured vaccine to the treating clinician. In addition, the shelf-life of the vaccine is
extended to four days. While not current practice in Australia, the applicant states that
these modifications to manufacturing processes will be adopted in the near future.
Nevertheless, contamination remains a potential risk.

There are only limited adverse event data available for the 214 patients who took part in
the phase II studies (Table 4) and these are generally pootly reported. For trials 4.2-8.2,
adverse reactions were not recorded if: a) they were expected outcomes of treatment or
b) they were judged by the investigator not to be related to the vaccine.

Table 4  Adverse event data

Patients reporting adverse reaction (%)?
Trials 4.2-8.2 Trial 9.2
Injection site adverse reactions Not adequately reported 81/87 (93%)
Adverse reactions attributed to Not adequately reported 62/87 (71%)
cyclophosphamide
Other adverse reactions 31127 (2.4%) 0/87 (0%)

aMany patients reported multiple reactions as a result of the multiple vaccine doses; therefore, the number of patients tabulated here does not
equate to the number of reactions.
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Almost all patients in trial 9.2 were found to develop a local reaction at the injection site,
consisting of a draining, tender pustule that healed in 2-3 months. The investigators
attributed this to BCG mixed with the vaccine, as these effects are common in response
to BCG. However, the effect of multiple BCG doses in close succession may increase the
reaction. Indeed, the authors report an increasing intensity of the reaction as the patients
developed sensitivity to BCG over the course of the trial. Furthermore, as the BCG and
vaccine are administered together, it is difficult to conclusively assign the injection site
reactions to the BCG alone.

The publication summarising the results of the patients investigated in these four phase
IT trials states that “low-dose cyclophosphamide causes nausea and vomiting (generally
grade 1) in approximately 25 per cent of patients” (Berd 2001). However, this statement
is misleading. The authors appear to have used the total evaluable population from all
trials as a denominator (n = 214), when these adverse events were adequately reported
only in trial 9.2 (n = 87). The true incidence of nausea and vomiting attributable to
cyclophosphamide is likely to be similar to that reported in trial 9.2 (ie, 71%).
Furthermore, the study report indicates that while nausea was predominantly grade 1,
grade 2 vomiting was actually more common than grade 1 vomiting.

Three patients experienced other adverse reactions thought to be attributable to the
vaccine. Details are not available, but reactions included erythema, oedema, rash, fever,
chills, malaise and myalgia. There is no information provided regarding the severity of
these reactions; however, administration of the vaccine was stopped in one patient.

Safety of the comparator intervention, observation alone, was not reviewed. It was
assumed that observation caused no treatment-related adverse reactions.

Summary of M-VAX" safety relative to comparator

After reviewing the available evidence, it was concluded that it is not possible to make a
reliable comparison of the relative safety of M-VAX " and observation. This is because
only uncontrolled and pootly reported data are currently available for M-VAX™.

22 M-VAX™ — a treatment for patients with advanced stage Il melanoma



Is it effective?

Table 5 provides a summary of the published clinical evidence meeting the inclusion

criteria for review. A level of evidence was assigned to each publication according to the
NHMRC definitions.

Table 5 Summary of clinical evidence of M-VAX™ in the treatment of stage IlIB and IlIC melanoma

(trials 4.2, 6.2)

Combination of two unconfrolled phase
Il clinical trials with variable dose
regimens not consistentwith current
recommended use

Berd (2001)
(frials 4.2,6.2,8.2 and 9.2)
(applicant has provided study report)

Combination of four unconfrolled phase
Il clinical trials with variable dose
regimens not consistentwith current
recommended use

Level of Publication and study design Patient characteristics Included in
evidence efficacy review
I None available

I None available

-1 None available

-2 None available

-3 None available

% Berd et al (1997) n=62 No?

Patients included in Berd (2001)
and accompanying study report

n=214 Yes

Minimal patient data, methodology
and results presented in publication

AJCC staging notreported

Abbreviation: AJCC, American Joint Committee on Cancer staging system
aQutcomes reported in Berd (2001).

At present, only level IV evidence exists to describe the efficacy and safety of M-VAX'™
as an adjuvant treatment of stage II1B and IIIC melanoma. As yet, no phase I1I,
controlled clinical trial evidence is available.
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The primary evidence (Berd (2001), and the associated study report) is data collected in
four prospective, phase II, uncontrolled clinical trials (trials 4.2, 6.2, 8.2 and 9.2). Patients
in these trials were recruited between October 1989 and September 1995 at a single
centre (Thomas Jefferson University, Philadelphia, USA). Table 6 presents the inclusion

and exclusion criteria.

Table 6

Inclusion and exclusion criteria for M-VAX™ trials 4.2, 6.2, 8.2 and 9.2

Inclusion criteria

Exclusion criteria

Clinically evident metastatic disease in lymph nodes that
can be completely resected

Insufficient quantity of tumour cells for vaccine and skin
testing (< 100 x 108 cells)

Estimated survival less than 6 months
Karnofsky performance status < 80

Administration of cytotoxic drugs within preceding 4 weeks?
(8 weeks for nitrosourea drugs)

Major field radiation therapy within preceding 8 weeks®
Current administration of corticosteroids

Haematocrit < 25% or WBC < 3000/I

Age < 18 years

Active, serious infections

Concurrent active malignancy other than squamous cell
carcinoma of skin or in situ carcinoma of the cervix, or early
stage (A or B1) prostate cancer

Evidence of infection with hepatitis B virus (circulating
antigen) or with HIV (circulating antibody)

Inability to give informed consent

Metastatic melanoma indicated by postoperative clinical or
laboratory evaluation

Abbreviations: WBC, white blood cell; HIV, human immunodeficiency virus
aFor frial 9.2 only: administration of cytotoxic drugs within preceding 6 weeks.
bFor trial 9.2 only: major field radiation therapy within preceding 6 months.
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Furthermore, the dose regimens vary across the four trials. A summary of the dose
regimens used in the four trials and that requested by the applicant for reimbursement
are presented in Table 7. None of the regimens are identical to the currently
recommended dose regimen that is the subject of this application for reimbursement.
Furthermore, the manufacturing process has recently been modified in the USA and will
be modified in Australia in the near future. The effect of these changes on the efficacy of
the treatment has not yet been reported.

Table 7 M-VAX™ treatment regimens in the phase Il clinical trials and the regimen recommended in
current application
Cyclo- DNFB Vaccine regimen? Vaccine mixed with
phosphamide sensitisation BCG?
Trial4.2 Days-17,0,28 Days-14,-13 Days 3, 31, 59, 87, 115, 143, 171, 199 All doses mixed with
Dose: 5-20 x 108 cells BCG
Trial6.2 Days-17,0,70 Days-14,-13 Days 3, 10, 17, 73, 80, 87 (DNP-modified) Only doses on days 3,
r?%é?ﬁii’) 31,38, 94, 101, 108 (not DNP- rzn“lxggmdé’é Jere
Dose: 5-20 x 108 cells
Trial 82 Days-17,0,70 Days-14,-13 Days 3,10, 17, 24, 31, 38, 73, 80, 87, 94, All doses given with
101, 108 BCG
Dose: 5-20 x 108 cells
Trial 9.2 Day0 None Days 3,10, 17, 24, 31, 38, then All doses given with
6 and 12 months BCG
Dose: 2.5-7.5 x 108 cells
Currentt Day0 None Days 3, 10, 17, 24, 31, 38 then 6 months All doses given with
Dose: 2.5-7.5 x 10° cells BCG

Abbreviations: DNFB, dinitrofluorobenzene; DNP, dinitrophenyl; BCG, bacille Calmette-Guérin.
aAll vaccine doses DNP-modified unless otherwise indicated.
bThe currently recommended dose regimen for which the applicant is seeking reimbursement.

The dose regimens investigated in trials 4.2, 6.2 and 8.2 are quite different from the
recommended dose regimen. The dose regimen used in trial 9.2 differs from the current
recommendation only because it has an additional vaccine dose 12 months after surgery.
For this reason, wherever possible, this assessment report will present data a) for trial 9.2
alone and b) pooled across all four trials, separately.

The demographic characteristics were consistent across the four trials. The median age of
patients was 52 years (range 16—83 years), of whom 57 per cent were male. The majority
of patients had a primary melanoma of the trunk (46%) or extremity (34%). All patients
had at least one macroscopic nodal tumour, but a considerable proportion had more

than one positive node (Table 8). No other patient characteristics (eg, AJCC staging) ate
reported in either the publication or study report.
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Table 8 M-VAX™ disease characteristics

Number of positive nodes Combined total for Trial 9.2
trials 4.2, 6.2, 8.2 and 9.2
n (%) n (%)
One nodal basin
1 64 (29.9) 24.(27.6)
2-3 41(19.2) 16 (18.4)
4 or more 46 (21.5) 20 (23.0)
Unknown 3(1.4) 3(3.4)
2 nodal basins 40 (18.7) 16 (18.4)
In-ransit metastases 20 (9.3) 8(9.2)
Total 214 (100) 87 (100)

The primary outcome measure for the purposes of this assessment was overall survival
after 5 years. The secondary outcome was relapse-free survival. All patients in trials 4.2,
6.2 and 8.2 had been followed up for longer than 5 years. At the time of this assessment,
41 patients in trial 9.2 had been followed for 5 years. Table 9 present the 5-year overall
and relapse-free survival results.

Table 9  Overall and relapse-free survival at 5 years

Trial 4.2 Trial 6.2 Trial 8.2 Trial 9.22
Overall survival 25/47 (53%) 13/30 (43%) 17/50 (34%) 19/41 (46%)
(95% CI: 28.2-65.5)
Relapse-free survival 20/47 (43%) 8/30 (27%) 10/50 (20%) 14/41 (34%)
(95% Cl: 18.5-54.2)

aPatient follow-up is incomplete in trial 9.2. Results presented here are as at 20 June 2002.

There was considerable heterogeneity among the dose regimens and vaccine preparations
administered to patients in each of the four trials. Furthermore, the demographic and
disease characteristics of the included patients is poorly reported in the publication and
study report. Therefore, the inconsistency in treatment regimens and the uncertainty
surrounding the patient populations included in the trials mean that it is inappropriate to
pool the results of the phase II trials.

Hence, the best available evidence indicates that the 5-year overall survival of stage 111
melanoma patients receiving treatment with an M-VAX" regimen very close to that
currently recommended is approximately 46 per cent (trial 9.2).

A systematic review of the evidence describing the efficacy of the comparator
(observation alone) was undertaken for this assessment report. The review indicated that
good quality evidence from randomised controlled clinical trials was available. In
addition, a systematic review of the observation arm of randomised controlled trials has
recently presented in abstract form only (Wheatley et al 2001). Only studies with data for
stage III melanoma patients were included. A summary of level I and II evidence is
presented in Table 10. As high quality level I and II evidence was available, level 11
evidence was not sourced or reviewed for the comparator.
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Table 10

Summary of clinical evidence for efficacy of the comparator treatment for stage Ill melanoma?

Level of Publication, study Relevant Characteristics of patients in the observation  Included in

evidence design and treatment arm efficacy

location arm review?

I Wheatey etal Observation Currently only limited data available in abstract No
(2001)° form
Systematic review
and meta-analysis
of 10 randomised,
confrolled clinical
frials
International

I Kikwood et al Observation n = 137; 58% male Yes
(1996) CS1, PS1: 11% of trial population
(ECOG 1684) CS1,PS2:10%

' CS2,PS2: 15%

Multicentre, o

randomised, CS2R: 64%

controlled clinical ECOG performance status 0: 90%

frial USA ECOG performance status 1: 10%
Ulceration: 17%
No ulceration: 77%
Ulceration unknown: 6%

I Kirkwood et al As above As above No
(1997) Duplicates
(ECOG 1684) data of
Mulicentre, Kirkwood
randomised, (1996)
controlled clinical
frial
USA

Il Kirkwood (2000) Observation AJCC stage IB and Il Yes
(ECOG 1690) Stage 1IB: 26%

: Clinically-occult node positive (~stage IIlA): 14%
Multicentre, -
uticente Clinically-apparent (~stage 11IB): 10%

randomised, i
controlled clinical Recurrentlymph node positive: 49%
trial ECOG performance status 0: 84%
USA ECOG performance status 1: 16%

Ulceration: 38%

No ulceration: 58%

Ulceration unknown: 4%

No positive nodes: 26%

1 positive node: 33%

2-3 positive nodes: 21%

> 4 positive nodes: 20%

I Rao et al (2002) As above As above No
Muliicentre, Duplicates
randomised, data of
confrolled clinical Kirkwood
trial (2000)

USA

(continued overleaf)
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Table 10 (continued)

Summary of clinical evidence for efficacy of the comparator treatment for
stage Il melanomaz?

Level of Publication, study Relevant Characteristics of patients in the observation  Included in
evidence design and treatment arm efficacy
location arm review?
I Cascinelli et al Observation n=219 Yes
(2001) 52% male
Mulicente, AJCC stage I, histologically confimed
randomised,
controlled clinical ECOG performance status 0: 99%
trial ECOG performance status unknown: 1%
Ulceration: 37%
WHO Mel :
Pro;amen? goma No ulceration: 35%
' Ulceration unknown: 28%
Europe Clinically detectable nodes: 98%
1 positive node: 38%
>1 positive nodes: 62%][these last two figs add
to 100%, so where did you put the 2% with no
clinically detectable nodes?
Il Cameron etal Observation n=48 Yes
(2001) AJCC stage IIB and Ill, histologically confrmed ~ 5-year overall
Multicente, Patients with undefined ‘poor’ performance survival data
randomlsed,. . status were excluded. optamed
controlled clinical directly from
frial Ulceration status not reported author
Scotland
I Wallack etal (1998)  Placebo n=113; 66% male Yes
Multicentre vaccine AJCC stage lll, histologically confirmed
randomised, 1 positive node: 51% of trial population
placebo-controlled 2-3 positive nodes: 32%
clinical trial 4-5 positive nodes: 6%
USA >5 positive nodes: 11%
Karnofsky performance status > 70
Ulceration: 33%
No ulceration: 67%
I Hersey etal (2002) Observation n=347;71% male Yes

Muliicentre,
randomised,
confrolled clinical
frial

Australia

AJCC stage IIB and lIl, histologically confrmed

ECOG performance status 0 or 1
Ulceration: 48%

No ulceration: 28%

Ulceration unknown: 24%

No positive nodes: 23% (of all patients)
1 positive node: 46% (of all patients)
>1 positive node: 31% (of all patients)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; AJCC, American Joint Committee on Cancer Staging System; WHO, World

aSeveral large, multicentre, randomised controlled clinical trials with an observation arm currently have patient follow-up extending b four years

Health Organisation

(EORTC 18991 and UKCCCR AIM High).
bAbstract only available (ASCO 2001).
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The overall survival results of the studies are indicated in Table 11. Where possible, data
specific to AJCC stages I1IB and IIIC are presented. Where the outcomes of interest
were not adequately reported for these sub-stages, this is noted.

Table 11 Summary of patient characteristics and outcomes reported in comparator studies

Level of Publication Patient sub-stage n Primary outcome: Secondary outcome:
evidence reported here 5-year overall survival 5-year disease-free
survival
% (95% Cl)e % (95% Cl)e
I Kikwood et al All patients: 137 372 (30-46) 26 (19-34)
(1996) CS1, PS1: (~IIB) 15 nr 67
(ECOG 1684) CS1, PS2: (~IIIA) 14 nr 28
CS2, PS2: (~IIIB) 21 nr 5
CS2R: (~llB) 87 nr 24
I Kirkwood (2000)2 All patients: 212 54 (45-62) 35 (27-44)
(ECOG 1690) 11B: 56 nr nr
A: 29 nr nr
[IB: 22 nr nr
llIC: 104 nr nr
Il Cascinelli et al All patients: 219 370 (31-44) 28 (23-35)
(2001) MIA: nr nr nr
[1IB: nr nr nr
lIC: nr nr nr
Il Cameron etal All patients: 48 294 (16-48) 334(19-52)
(2001) IIB: nr nr nr
: nr 23 24
I Wallack etal (1998)  All patients: 113 48 (36-60) 40 (30-53)
[A: nr nr nr
[1IB: nr nr nr
C: nr nr nr
Il Hersey etal (2002)2  All patients: 347 55 (46-62) 46 (39-53)
Strata 1 (~IIB): 80 59 (44-72) 47 (33-60)
Strata 2 37 64 (44-81) 53 (34-73)
Strata 3: 21 15 (4-42) 13 (4-42)
Strata 2 and 3 (~IIA) 58 46 (31-63) 39 (24-55)
Strata 4: 120 67 (56-77) 61(49-72)
Strata 5: 89 40 (28-54) 31(20-44)
Strata 4 and 5 (~lIB): 209 56 (47-65) 438 (40-57)

Abbreviations: ECOG, Eastem Cooperative Oncology Group

a|ntention-to-treat.

aEvaluable.

aDenominator not specified.

dThe explanation for the higher relapse free survival than overall survival is not apparent from the publication.

eSurvival results have been rounded to nearest whole percentage. If not reported in publication, 95% confidence intervals were calculated
using the Wilson method.

It is clear from the systematic review of the comparator that prognostic factors such as
AJCC stage critically influence the survival outcomes. This is most clearly demonstrated
in the analysis of prognostic factors conducted by the AJCC in order to finalise the
staging guidelines (Balch et al 2001a). Specifically, the prognosis of patients with AJCC
stage 111 is significantly influenced by: a) the number of metastatic nodes; b) the extent of
the tumour burden (micrometastases versus macrometastases); ¢) ulceration of the
primary melanoma; and d) the presence of satellite or in-transit metastases.
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The diversity in the natural history of stage III melanoma is graphically demonstrated by
five-fold differences in 5-year survival rates for the substages. Balch et al (2001b) report a
survival of 69 per cent for patients with non-ulcerated melanoma who have a single,
clinically occult nodal metastasis, compared with just 13 per cent for patients with an
ulcerated melanoma with four or more clinically apparent nodal metastases. This is
reinforced by the variability of the survival results obtained in the observation of the
randomised controlled clinical trials reviewed here (Table 11).

It is clear that randomised controlled trials need to be well-balanced with respect to
prognostic factors. Furthermore, indirect comparison with historical controls is fraught
with potential bias. This is particulatly the case when patient characteristics and results
are poortly reported, or not reported by sub-stage.

The results of Hersey et al (2002) provide the only indication of the survival of stage 111
melanoma patients specific to the current Australian clinical context, and therefore are
considered the best evidence of the efficacy of observation in this context. The patients
of strata 4 and 5 best represent those likely to be treated with M-VAX"™, although the
size of the nodal tumour is not specified. The 5-year overall survival rate of this group
was 55.8 per cent while the relapse-free survival rate was 48.2 per cent. If the somewhat
poorer results of strata 2 and 3 were to be included, these estimates would fall to 53.7 per
cent and 46.1 per cent, respectively.

Summary of M-VAX" efficacy relative to comparator

There are insufficient data available to make a comparison between M-VAX ™" and
observation alone, without the introduction of considerable bias. It is recommended that
future assessments of the relative effectiveness of M-VAX'" and observation be based on
data from randomised, controlled phase I1I clinical trials.
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What are the economic considerations?

It is a requirement of the MSAC terms of reference that the economic implications of
the new health technology are considered. This is particularly important when a new
technology offers health benefits at an additional cost, as is so often the case. An
economic evaluation helps to determine whether the additional cost represents value for
money. To assess the value for money of a new health intervention, it is necessary to
express the incremental cost associated with the new treatment relative to the
incremental health benefit gained. When this information is available, an incremental
cost-effectiveness ratio ICER) can be calculated

Cost — Cost

new technology comparator

ICER = -
— Effectiveness

new technology comparator

Effectiveness

In cases where a new technology offers inferior or equal health benefits at a higher cost,
it cleatly does not provide value for money.

When determining the incremental cost of the new technology, several factors should be
considered: the costs of the treatment itself; the costs of any downstream management;
treatment costs for any adverse reactions; and also any cost savings achieved. With
respect to incremental effectiveness, there are several possible ways of expressing the
effectiveness of the treatment. In this case an estimate of the incremental survival
between the two treatments would be most appropriate (eg, additional patients alive, life-
years gained or quality-adjusted life-years gained). In order to conduct an economic
evaluation, it is essential that an accurate measure of incremental effectiveness is available
from high quality evidence with minimal potential for bias.

It is concluded that there is currently insufficient data to estimate the relative
effectiveness of M-VAX"" and observation alone without the introduction of
considerable bias. Conducting an economic evaluation on the basis of an indirect
comparison between M-VAX'" data (detived from uncontrolled phase II clinical trials)
and observation data (derived from high quality phase I1I clinical trials) may be
misleading. This is particularly the case when prognostic factors and patient
inclusion/exclusion criteria are not consistent.
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Conclusions

At present, only low-level evidence is available to describe the safety and efficacy of
M-VAX"™ as an adjuvant treatment for stage I1IB and I11C melanoma. The primary
evidence comes from data collected in four prospective, phase 11, uncontrolled clinical
trials. Furthermore, the manufacturing process, dose and administration regimens vary
across the four trials, with none equating exactly to the currently recommended
procedure.

Safety

Mild nausea and vomiting occur in the majority of patients receiving M-VAX", probably
secondary to the use of cyclophosphamide. Injection site reactions are also common. In

the USA, there have been several reports of contaminated vaccine being administered to
patients.

After reviewing the available evidence, it was concluded that it is not possible to make a
reliable comparison of the relative safety of M-VAX" and observation. This is because
only uncontrolled and poorly reported data are currently available for M-VAX".

Effectiveness

There are insufficient data available to make a comparison of the relative efficacy of M-
VAX"™ and observation, without the introduction of considerable bias.

Cost-effectiveness

Conducting an economic evaluation on the basis of an indirect comparison between M-
VAX™ data (derived from uncontrolled phase II clinical trials) and observation data
(derived from high quality phase III clinical trials) may be misleading. Therefore it is
concluded that there is currently insufficient data to estimate the cost effectiveness of M-
VAX™ relative to observation.
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Recommendation

MSAC recommended that on the strength of evidence pertaining to M-VAX™" , a

treatment for patients with advanced stage I1I melanoma, public funding should not be
supported for this procedure.

The Minister for Health and Ageing accepted this recommendation on 8 October 2002.
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Appendix A MSAC terms of reference and

membership

MSAC's terms of reference are to:

advise the Minister for Health and Ageing on the strength of evidence pertaining
to new and emerging medical technologies and procedures in relation to their
safety, effectiveness and cost-effectiveness and under what circumstances public
funding should be supported;

. advise the Minister for Health and Ageing on which new medical technologies
and procedures should be funded on an interim basis to allow data to be
assembled to determine their safety, effectiveness and cost-effectiveness;

. advise the Minister for Health and Ageing on references related either to new
and/or existing medical technologies and procedures; and

. undertake health technology assessment work referred by the Australian Health
Ministers’ Advisory Council (AHMAC) and report its findings to AHMAC.

The membership of MSAC comprises a mix of clinical expertise covering pathology,
nuclear medicine, surgery, specialist medicine and general practice, plus clinical
epidemiology and clinical trials, health economics, consumers, and health administration

and planning:

Member

Mr Stephen Blamey (Chair)
Professor Bruce Barraclough
Professor Syd Bell

Dr Paul Craft

Professor lan Fraser
Professor Jane Hall

Dr Terri Jackson

Ms Rebecca James

Professor Brendon Kearney

Mr Alan Keith

Associate Professor Richard King
Dr Ray Kirk

Dr Michael Kitchener

Mr Lou McCallum

Dr Ewa Piejko

Professor John Simes

Expertise or affiliation

General surgery

General surgery

Pathology

Clinical epidemiology and oncology
Reproductive medicine

Health economics

Health economics

Consumer health issues

Health administration and planning

Assistant Secretary, Diagnostics and Technology Branch,
Commonwealth Department of Health and Ageing

Internal medicine
Health research
Nuclear medicine
Consumer health issues
General practice

Clinical epidemiology and clinical trials
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Professor Richard Smallwood Chief Medical Officer,
Commonwealth Department of Health and Ageing

Dr Robert Stable Representing Australian Health Ministers' Advisory Council
Professor Bryant Stokes Neurological surgery

Professor Ken Thomson Radiology

Dr Douglas Travis Urology
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Appendix B Supporting committee

Supporting committee for MSAC application 1049 M-VAX" as a treatment for
advanced melanoma

Dr Paul Craft (Chair) Member of MSAC
MB BS, MPH, FRACP

Director Medical Oncology Unit
Canberra Hospital

Professor Bruce Barraclough Member of MSAC
MB BS, FRACS, FACS, DDU

Professor of Cancer Services

University of Sydney and

Northern Sydney Health

Dr Philip Clarke Nominated by Royal
MB BS, FRACGP, DipFamMed Australian College of
Dip Dermatological Sciences General Practitioners
Dermatologist

Clinical Lecturer, Dermatology
University of Tasmania Medical School

VMO consultant in dermatology
Launceston General Hospital
Tasmania

Mr Clive Deverall Consumer Health Forum

Hon DLitt
Consumer representative

Professor Jane Hall Member of MSAC
BA, PhD

Director of the Centre for Health Economic
Research and Evaluation,
University of Technology Sydney
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Professor Peter Hersey Co-opted
MB BS, FRACP, DPhil(Oxon)

Senior Staff Specialist
Newcastle Mater Hospital

Research Director
Newcastle Melanoma Unit

Consultant Immunologist
Sydney Melanoma Unit

Conjoint Professor in Oncology
University of Newcastle

Professor Michael O’Rourke Nominated by Royal
MB BS, FRACS, FRCS, FACS, FRCS(Ed) Australasian College of
Surgeons

Director of Surgery
Mater Melanoma Research Unit, Queensland

Clinical Director
Queensland Institute of Medical Research
Melanoma Vaccine Group

Associate Professor Ruth Salom Nominated by Royal
MB BS, BMedSci, MD, FRCPA Australasian College of
Pathologist Pathologists

Dorevitch Pathology

Pathologist

Monash University, Melbourne
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Appendix C  Studies included in the review

Table 12 Studies included in the review
Publication Study design and patient characteristics ~ Comments Outcomes
Berd et al (1997) n=62 Combination of two Overall
Uncontrolled phase Il clinical frials (trials 4.2 upcontr_olled phase ll dlinical ~ survival and
and 6.2) trials with variable dose relapse-free
) regimens not consistent survival
AJCC staging not reported with current recommended
use
Berd (2001) n=214 Combination of four Overall
Uncontrolled phase Il clinical trials (trials uncontrolled phase Il clinical  survival and
42,62,82and9.2) tnalls with variable Fiose relapse-free
regimens not consistent survival

Minimal patient data and methodology
presented in publication

AJCC staging not reported

(Applicant has provided associated study
report)

with currentrecommended
use

Abbreviation: AJCC, American Joint Committee on Cancer Staging System
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Appendix D M-VAX" — literature search
strategies

Medline search strategy

The search strategy used to identify relevant studies of M-VAX' in Medline is presented
in Table 13

Table 13 M-VAX™ Medline search strategy (1966 to April week 3 2002)

Keyword/search history Results
1 exp cancer vaccines/ 1748
2 vaccines/ 5581
3 or/1-2 7319
4 3 and autologous.ti,ab. 301
5 3 and exp haptens/ 31
6 3 and dinitrofluorobenzene/ 1
7 orld-6 325
8 7 and exp melanoma/ 97
9 7 and melanoma.ti,ab. 109
10 7 and *neoplasms/th 28
11 ((m adj vax) or mvax).mp. 1
12 or/5-6,8-11 155
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Embase search strategy

The search strategy used to identify relevant studies of M-VAX' in Embase is presented

in Table 14.
Table 14 M-VAX™ Embase search strategy (1980 to 2002 week 18)
Keyword/search history Results
1 melanoma vaccine/ 249
2 cancer vaccine/ 1574
3 tumor vaccine/ 899
4 tumor cell vaccine/ 153
5 o4 2771
6 5 and autologous.ti,ab. 413
7 hapten/ 2100
8  24dinitrophenol/ 2488
9 orf7-8 4513
10 9and exp vaccine/ 55
11 9and infradermal drug administration/ 24
12 or/10-11 77
13 6and12 7
14 5and12 17
15 or/6,12 483
16 15and exp melanoma/ 134
17 15 and melanoma.ti,ab. 143
18  ((m adj vax) or mvax).mp. 3
19  or/14,16-18 163
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10.

11.

12.

Appendix E  M-VAX" — list of citations
and reasons for exclusion

Anonymous (1981), Measles and mumps virus vaccine (M-M-Vax), Medical Journal of Australia 2: 40.
Reason for exclusion: Non M-VAX intervention.

Anonymous (1985), [From artificial antigens to artificial vaccines][Russian], Zhurnal Mikrobiologii,
Epidemiologii i Immunobiologii 7: 106-111.
Reason for exclusion: Review.

Anonymous (2002), Cancer vaccine — antigenics, Biodrugs 16: 72-74.
Reason for exclusion: Non M-VAX intervention.

Abdel-Wahab Z, Weltz C, Hester D, Pickett N, Vervaert C, Barber JR, Jolly D, Seigler HF (1997), A phase
I clinical trial of immunotherapy with interferon-gamma gene-modified autologous melanoma cells:
monitoring the humoral immune response, Cancer 80: 401-412.

Reason for exclusion: Non M-VAX intervention.

Abdel-Wahab ZA, Osanto S, Darrow TL, Barber JR, Vervaert CE, Gangavalli R, McCallister T, Seigler
HF (1994), Transduction of human melanoma cells with the gamma interferon gene enhances cellular
immunity, Cancer Gene Therapy 1: 171-179.

Reason for exclusion: In vitro study.

Agarwala SS, Kirkwood JM (1998), Adjuvant therapy of melanoma, Seminars in Surgical Oncology 14: 302-310.
Reason for exclusion: Review.

Agarwala SS (2001), Chemotherapy Foundation Symposium XVIII: session on malignant melanoma,
Expert Opinion on Investigational Drugs 10: 381-385.
Reason for exclusion: Review.

Ahn S§, Irie RF, Weisenburger TH, Jones PC, Juillard G, Roe DJ, Morton DL (1982), Humoral immune
response to intralymphatic immunotherapy for disseminated melanoma: correlation with clinical response,
Surgery 92: 362-367.

Reason for exclusion: Non M-VAX intervention.

Akiyoshi T (1997), Cancer vaccine therapy using peptides derived from tumor-rejection antigens, Japanese
Journal of Cancer & Chemotherapy 24: 511-519.
Reason for exclusion: Non M-VAX intervention.

Allman AJ, McPherson TB, Merrill LC, Badylak SF, Metzger DW (2002), The th2-restricted immune
response to xenogeneic small intestinal submucosa does not influence systemic protective immunity to
viral and bacterial pathogens, Tissue Engineering 8: 53-62.

Reason for exclusion: non-human study.

Anderson PW, Pichichero ME, Stein EC, Porcelli S, Betts RF, Connuck DM, Korones D, Insel RA,
Zahradnik JM, Eby R (1989), Effect of oligosaccharide chain length, exposed terminal group, and hapten
loading on the antibody response of human adults and infants to vaccines consisting of Haemophilus
influenzae type b capsular antigen unterminally coupled to the diphtheria protein CRM197, Journal of
Immunology 142: 2464-2468.

Reason for exclusion: Non M-VAX intervention.

Applebaum J, Reynolds S, Knispel J, Oratz R, Shapiro R, Bystryn J-C (1998), Identification of melanoma
antigens that are immunogenic in humans and expressed in vivo, Journal of the National Cancer Institute 90:
146-149.

Reason for exclusion: Non M-VAX intervention.
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13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

Araki K, Noguchi Y, Hirouchi T, Yoshikawa E, Kataoka S, Silverni L, Miyazawa H, Kuzuhara H, Suzuki
C, Shimada Y, Hamasato S, Maeda N, Shimamura Y, Ogawa Y, Ohtsuki Y, Fujimoto S (2000), Cancer
regression induced by modified CTL therapy is regulated by HLA class II and class I antigens in Japanese
patients with advanced cancer, International Journal of Oncology 17: 1107-1118.

Reason for exclusion: Non M-VAX intetvention.

Arienti F, Belli F, Napolitano F, Sule-Suso J, Mazzocchi A, Gallino GF, Cattelan A, Santantonio C,
Rivoltini I, Melani C, Colombo MP, Cascinelli N, Maio M, Parmiani G, Sanantonio C (1999), Vaccination
of melanoma patients with interleukin 4 gene-transduced allogeneic melanoma cells, Human Gene Therapy
10: 2907-2916.

Reason for exclusion: Non M-VAX intervention.

Asada H, Kishida T, Hirai H, Satoh E, Ohashi S, Takeuchi M, Kubo T, Kita M, Iwakura Y, Imanishi J,
Mazda O (2002), Significant antitumor effects obtained by autologous tumor cell vaccine engineered to
secrete interleukin (IL)-12 and I1.-18 by means of the EBV/Lipoplex, Molecular Therapy: the Journal of the
American Society of Gene Therapy 5: 609-616.

Reason for exclusion: Non M-VAX intetvention.

Ashley DM, Faiola B, Nair S, Hale LP, Bigner DD, Gilboa E (1997), Bone marrow-generated dendritic
cells pulsed with tumor extracts or tumor RNA induce antitumor immunity against central nervous system
tumors, Journal of Experimental Medicine 186: 1177-1182.

Reason for exclusion: Non M-VAX intetvention.

Baars A, Claessen AM, van den Eertwegh AJ, Gall HE, Stam AG, Meijer S, Giaccone G, Meijer CJ,
Scheper RJ, Wagstaff ], Vermorken JB, Pinedo HM (2000), Skin tests predict survival after autologous
tumor cell vaccination in metastatic melanoma: experience in 81 patients, Annals of Oncology 11: 965-970.
Reason for exclusion: Non M-VAX intervention.

Banchereau J, Palucka AK, Dhodapkar M, Burkeholder S, Taquet N, Rolland A, Taquet S, Coquery S,
Wittkowski KM, Bhardwaj N, Pineiro L, Steinman R, Fay J (2001), Immune and clinical responses in
patients with metastatic melanoma to CD34(+) progenitor-derived dendritic cell vaccine, Cancer Research 61:
6451-6458.

Reason for exclusion: Non M-VAX intetvention.

Barth A, Hoon DS, Foshag L], Nizze JA, Famatiga E, Okun E, Morton DL (1994), Polyvalent melanoma
cell vaccine induces delayed-type hypersensitivity and in Vitro cellular immune response, Cancer Research 54:
3342-3345.

Reason for exclusion: Non M-VAX intervention.

Bartholeyns J, Romet-Lemonne JL, Chokri M, Buyse M, Velu T, Bruyns C, Van de Winkel JJ, Heeney ],
Koopman G, Malmsten M, De Groote D, Monsigny M, Midoux P, Alarcon B (1998), Cellular vaccines,
Research in Immunology 149: 647-649.

Reason for exclusion: Non M-VAX intervention.

Bartnes K (2001), [Tumor antigens presented to T helper lymphocytes — critical components of the cancer
vaccine|. [Review| [Norwegian], Tidsskrift for Den Norske Laegeforening 121: 2941-2945.
Reason for exclusion: Review.

Basalp A, Mustafaeva Z, Mustafaev M (2002), Immunogenic Cu?*-induced biopolymer systems comprising
a steroid hormone, protein antigen, and synthetic polyelectrolytes, Hybrid Hybridomics 21: 45-51.
Reason for exclusion: Non-human study.

Batliwalla FM, Bateman BA, Serrano D, Murray D, Macphail S, Maino VC, Ansel JC, Gregersen PK,
Armstrong CA (1998), A 15-year follow-up of AJCC stage III malignant melanoma patients treated
postsurgically with Newcastle disease virus (NDV) oncolysate and determination of alterations in the CD8
T cell repertoire, Molecular Medicine 4: 783-794

Reason for exclusion: Non M-VAX intervention

Becker JC, Kampgen E, Brocker E-B (2000), Classical chemotherapy for metastatic melanoma, Clinical &
Experimental Dermatology 25: 503-508.
Reason for exclusion: Review.
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25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

Berard F, Blanco P, Davoust J, Neidhart-Berard EM, Nouri-Shirazi M, Taquet N, Rimoldi D, Cerottini JC,
Banchereau J, Palucka AK (2000), Cross-priming of naive CD8 T cells against melanoma antigens using
dendritic cells loaded with killed allogeneic melanoma cells, Journal of Experimental Medicine 192: 1535-1544.
Reason for exclusion: Non M-VAX intetvention.

Berd D, Maguire HC, Jr., Mastrangelo MJ (1986), Induction of cell-mediated immunity to autologous
melanoma cells and regression of metastases after treatment with a melanoma cell vaccine preceded by
cyclophosphamide, Cancer Research 46: 2572-2577.

Reason for exclusion: Non M-VAX intervention.

Berd D, Mastrangelo MJ (1988), Effect of low dose cyclophosphamide on the immune system of cancer
patients: depletion of CD4+, 2H4+ suppressor-inducer T-cells, Cancer Research 48: 1671-1675.
Reason for exclusion: Non M-VAX intervention.

Berd D, Maguire Jr HC, McCue P, Mastrangelo MJ (1990), Treatment of metastatic melanoma with an
autologous tumot-cell vaccine: clinical and immunologic results in 64 patients, Journal of Clinical Oncology 8:
1858-1867.

Reason for exclusion: Non M-VAX intervention.

Berd D, Murphy G, Maguire Jr HC, Mastrangelo MJ (1991), Immunization with haptenized, autologous
tumor cells induces inflammation of human melanoma metastases, Cancer Research 51: 2731-2734.
Reason for exclusion: Wrong patient group.

Berd D, Maguire Jr HC, Mastrangelo MJ (1993), Treatment of human melanoma with a hapten-modified
autologous vaccine, Annals of the New York Academy of Sciences 690: 147-152.
Reason for exclusion: Wrong patient group.

Berd D, Maguire Jr HC, Mastrangelo MJ, Murphy G (1994), Activation markers on T cells infiltrating
melanoma metastases after therapy with dinitrophenyl-conjugated vaccine, Cancer Immunology, Immunotherapy
39: 141-147.

Reason for exclusion: Wrong outcomes.

Berd D, Parmiani G (1995), Human tumor vaccines go molecular. Summary of American Association for
Cancer Research Symposium, March 20, 1995, Cancer Immunology, Immunotherapy 41: 199-200.
Reason for exclusion: Review.

Berd D, Kairys J, Dunton C, Mastrangelo MJ, Sato T, Maguire HC, Jr (1998), Autologous, hapten-modified
vaccine as a treatment for human cancers, Seminars in Oncology 25: 646-653.
Reason for exclusion: Review.

Berd D (2000), Melanoma vaccines as a therapeutic option, Southern Medical Journal 93: 439-440.
Reason for exclusion: Letter.

Berd D, Sato T, Cohn H, Maguire HC, Jr., Mastrangelo MJ (2001), Treatment of metastatic melanoma with
autologous, hapten-modified melanoma vaccine: regression of pulmonary metastases, International Journal of
Cancer 94: 531-539.

Reason for exclusion: Wrong patient group.

Berd D (2002), M-VAX: an autologous, hapten-modified vaccine for human cancer, Expert Opinion on
Biological Therapy 2: 335-342.
Reason for exclusion: Review.

Bergmann L (1989), Malignant melanoma — prognosis and actual treatment strategies with chemotherapy
and biological response modifiers, European Journal of Cancer & Clinical Oncology 25: S31-S36.
Reason for exclusion: Not an M-VAX study.

Beuth J (1998), Guidelines for active specific immunotherapy (ASI) with autologous tumor vaccines,
Zeitschrift fur Onkologie 30: 101-109.
Reason for exclusion: Review.
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39.

40.

41.

42.

43,

44,

45.

46.

47.

48.

49.

50.

51.

Bixler GS, Jr, Pillai S (1989), The cellular basis of the immune response to conjugate vaccines, Contributions
to Microbiology & Immunology 10: 18-47.
Reason for exclusion: Review.

Bodey B, Bodey B, Jr, Siegel SE, Kaiser HE (2000), Failure of cancer vaccines: the significant limitations of
this approach to immunotherapy, Anticancer Research 20: 2665-2676.
Reason for exclusion: Review.

Bona C, Moran T (1985), Idiotype vaccines, Annales de I'Institut Pasteur — Immunologie 136C: 299-312.
Reason for exclusion: Review.

Bridgewater J, Collins M (1995), Vaccine immunotherapy for cancer, Molecular & Cell Biology of Human
Diseases Series 5: 140-156.
Reason for exclusion: Review.

Brouwenstijn N, Hoogstraten C, Verdegaal EME, Van der Spek CW, Deckers JG, Mulder A, Osanto S,
Schrier PI (1998), Definition of unique and shared T-cell defined tumor antigens in human renal cell
carcinoma, Journal of Immunotherapy 21: 427-434.

Reason for exclusion: In vitro study.

Brugger W, Brossart P, Scheding S, Stuhler G, Heinrich K, Reichardt V, Grunebach F, Buhring HJ, Kanz
L (1999), Approaches to dendritic cell-based immunotherapy after peripheral blood stem cell
transplantation, Annals of the New York Academy of Sciences 872: 363-371.

Reason for exclusion: Review.

Buiting AM, van Rooijen N, Claassen E (1992), Liposomes as antigen cartiers and adjuvants in vivo, Research
in Immunology 143: 541-548.
Reason for exclusion: Review.

Carsana M, Tragni G, Nicolini G, Bersani I, Parmiani G, Anichini A, Sun YS, Moller P, Schadendorf D,
Sensi ML (2002), Comparative assessment of TCRBV diversity in T lymphocytes present in blood,
metastatic lesions, and D'TH sites of two melanoma patients vaccinated with an I1.-7 gene-modified
autologous tumor cell vaccine, Cancer Gene Therapy 9: 243-253.

Reason for exclusion: Non M-VAX intervention.

Chakraborty NG, Sporn JR, Tortora AF, Kurtzman SH, Yamase H, Ergin MT, Mukherji B (1998),
Immunization with a tumor-cell-lysate-loaded autologous-antigen-presenting-cell-based vaccine in
melanoma, Cancer Inmunology, Immunotherapy 47: 58-64.

Reason for exclusion: Non M-VAX intetvention.

Chakraborty NG, Li L, Sporn JR, Kurtzman SH, Ergin MT, Mukherji B (1999), Emergence of regulatory
CD4+ T cell response to repetitive stimulation with antigen-presenting cells in Vitro: implications in
designing antigen-presenting cell-based tumor vaccines, Journal of Immunology 162: 5576-5583.

Reason for exclusion: Review.

Chang AE, Yoshizawa H, Sakai K, Cameron MJ, Sondak VK, Shu S (1993), Clinical observations on
adoptive immunotherapy with vaccine-primed T-lymphocytes secondarily sensitized to tumor in Vitro,
Cancer Research 53: 1043-1050.

Reason for exclusion: Non M-VAX intervention.

Chang AE, Sondak VK, Bishop DK, Nickoloff BJ, Mulligan RC, Mule J] (1996), Adoptive immunotherapy
of cancer with activated lymph node cells primed in vivo with autologous tumor cells transduced with the
GM-CSF gene, Human Gene Therapy 7: 773-792.

Reason for exclusion: Non M-VAX intervention.

Chang AE, Li Q, Bishop DK, Normolle DP, Redman BD, Nickoloff BJ (2000), Immunogenetic therapy of
human melanoma utilizing autologous tumor cells transduced to secrete granulocyte-macrophage colony-
stimulating factor, Human Gene Therapy 11: 839-850.

Reason for exclusion: Non M-VAX intetvention.
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53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

Chang AE, Redman BG, Whitfield JR, Nickoloff BJ, Braun TM, Lee PP, Geiger JD, Mule JJ (2002), A
phase I trial of tumor lysate-pulsed dendritic cells in the treatment of advanced cancer, Clinical Cancer
Research 8: 1021-1032.

Reason for exclusion: Non M-VAX intetvention.

Chang EY, Chen CH, Ji H, Wang TL, Hung K, Lee BP, Huang AY, Kurman RJ, Pardoll DM, Wu T
(2000), Antigen-specific cancer immunotherapy using a GM-CSF secreting allogeneic tumor cell-based
vaccine, International Journal of Cancer 86: 725-730.

Reason for exclusion: Non-human study.

Chen Q, Jackson H, Cebon J, Gibbs P, Davis ID, Trapani JA (2000), A direct comparison of cytolytic T-
lymphocyte responses to Melan-A peptides in vitro: differential immunogenicity of Melan-A27-35 and
Melan-A26-35, Melanoma Research 10: 16-25.

Reason for exclusion: In vitro study.

Cruse JM, Lewis RE, Jr (1989), Contemporary trends in conjugate vaccine development [Review],
Contributions to Microbiology & Immunology 10: 1-10.
Reason for exclusion: Review.

Dalgleish AG (1995), Vaccine strategies for melanoma, FORUM — Trends in Experimental and Clinical
Medicine 5: 375-393.
Reason for exclusion: Review.

De Ines C, Cochlovius B, Schmidt S, Kipriyanov S, Rode H-J, Little M (1999), Apoptosis of a human
melanoma cell line specifically induced by membrane-bound single-chain antibodies, Journal of Immunology
163: 3948-3956.

Reason for exclusion: In vitro study.

Di John D, Wasserman SS, Torres JR, Cortesia MJ, Murillo ], Losonsky GA, Herrington DA, Sturcher D,
Levine MM (1989), Effect of priming with cartier on response to conjugate vaccine, Lancet 2: 1415-1418.
Reason for exclusion: Non M-VAX intervention.

Dick WE, Jr, Beurret M (1989), Glycoconjugates of bacterial carbohydrate antigens. A survey and
consideration of design and preparation factors, Contributions to Microbiology & Immunology 10: 48-114.
Reason for exclusion: Review.

Dillman RO, Nayak SK, Beutel L (1993), Establishing in vitro cultures of autologous tumor cells for use in
active specific immunotherapy, Journal of Immunotherapy 14: 65-69.
Reason for exclusion: In vitro study.

Dillman RO, Nayak SK, Barth NM, DeLeon C, Schwartzberg LS, Spitler LE, Church C, O'Connor AA,
Beutel LD (1998), Clinical experience with autologous tumor cell lines for patient-specific vaccine therapy
in metastatic melanoma, Cancer Biotherapy & Radiopharmaceuticals 13: 165-176.

Reason for exclusion: Non M-VAX intetvention.

Dillman RO, DeLeon C, Beutel LD, Barth NM, Schwartzberg LS, Spitler LE, Garfield DH, O'Connor AA,
Nayak SK (2001), Short-term autologous tumor cell lines for the active specific immunotherapy of patients
with metastatic melanoma, Critical Reviews in Oncology/Hematology 39: 115-123.

Reason for exclusion: Small sample size < 20 patients.

Dillman RO, Beutel LD, Barth NM, De Leon C, O'Connor AA, DePriest C, Nayak SK (2002), Irradiated
cells from autologous tumor cell lines as patient-specific vaccine therapy in 125 patients with metastatic
cancer: induction of delayed-type hypersensitivity to autologous tumor is associated with improved
survival, Cancer Biotherapy & Radiopharmaceuticals 17: 51-66.

Reason for exclusion: Small sample size < 20 patients.

Dranoff G, Soiffer R, Lynch T, Mihm M, Jung K, Kolesar K, Liebster L, Lam P, Duda R, Mentzer S,
Singer S, Tanabe K, Johnson R, Sober A, Bhan A, Clift S, Cohen L, Parry G, Rokovich J, Richards L,
Drayer J, Berns A, Mulligan RC (1997), A phase I study of vaccination with autologous, irradiated
melanoma cells engineered to secrete human granulocyte-macrophage colony stimulating factor, Human
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65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

Gene Therapy 8: 111-123,
Reason for exclusion: Non M-VAX intervention.

Eggert AA, Schreurs MW, Boerman OC, Oyen WJ, De Boer AJ, Punt CJ, Figdor CG, Adema GJ (1999),
Biodistribution and vaccine efficiency of murine dendritic cells are dependent on the route of
administration, Cancer Research 59: 3340-3345.

Reason for exclusion: Non M-VAX intervention.

Ehrengut W, Friedland R (1984), Comparison of the reactogenicity of two measles-mumps vaccines in
infants. Preliminary report, Munchener Medizinische Wochenschrift 126: 747-7438.
Reason for exclusion: Non M-VAX intervention.

Elder EM, Lotze MT, Whiteside TL (1996), Successful culture and selection of cytokine gene-modified
human dermal fibroblasts for the biologic therapy of patients with cancer Human Gene Therapy 7: 479-487.
Reason for exclusion: Non M-VAX intervention.

Ellem KAO, O'Rourke MGE, Johnson GR, Parry G, Misko IS, Schmidt CW, Parsons PG, Burrows SR,
Cross S, Fell A, Li CL, Bell JR, Dubois PJ, Moss DJ, Good MF, Kelso A, Cohen LK, Dranoff G, Mulligan
RC (1997), A case report: immune responses and clinical course of the first human use of

granulocyte/ macrophage-colony-stimulating-factot-transduced autologous melanoma cells for
immunotherapy, Cancer Immunology, Immunotherapy 44: 10-20.

Reason for exclusion: Non M-VAX intetvention.

Erdile LF, Smith D, Berd D (2001), Whole cell ELISA for detection of tumor antigen expression in tumor
samples, Journal of Immunological Methods 258: 47-53.
Reason for exclusion: In vitro study.

Eton O, Kharkevitch DD, Gianan MA, Ross MI, Ttoh K, Pride MW, Donawho C, Buzaid AC, Mansfield
PF, Lee JE, Legha SS, Plager C, Papadopoulos NE, Bedikian AY, Benjamin RS, Balch CM (1998), Active
immunotherapy with ultraviolet B-irradiated autologous whole melanoma cells plus DETOX in patients
with metastatic melanoma, Clinical Cancer Research 4: 619-627.

Reason for exclusion: Non M-VAX intervention.

Fagnoni FF, Robustelli della Cuna G (2001), Immunotherapy: on the edge between experimental and
clinical oncology, Journal of Chemotherapy 13: 15-23.
Reason for exclusion: Review.

Foley R, Tozer R, Wan Y (2001), Genetically modified dendritic cells in cancer therapy: implications for
transfusion medicine, Transfusion Medicing Reviews 15: 292-304.
Reason for exclusion: Review.

Fox BS, Kantak KM, Edwards MA, Black KM, Bollinger BK, Botka AJ, French TL, Thompson TL, Schad
VC, Greenstein JL, Gefter ML, Exley MA, Swain PA, Briner TJ (1996), Efficacy of a therapeutic cocaine
vaccine in rodent models, Nature Medicine 2: 1129-1132.

Reason for exclusion: Non-human study.

Gajewski TT, Fallarino F, Ashikari A, Sherman M (2001), Immunization of HLA-A2+ melanoma patients
with MAGE-3 or MelanA peptide-pulsed autologous peripheral blood mononuclear cells plus recombinant
human interleukin 12, Clinical Cancer Research 7: 895s5-901s.

Reason for exclusion: Non M-VAX intetvention.

Garner CV, Pier GB (1989), Immunologic considerations for the development of conjugate vaccines,
Contributions to Microbiology & Immunology 10: 11-17.
Reason for exclusion: Review.

Geiger JD, Wagner PD, Shu S, Chang AE (1992), A novel role for autologous tumour cell vaccination in
the immunotherapy of the pootly immunogenic B16-BL6 melanoma, Surgical Oncology 1: 199-208.
Reason for exclusion: Non M-VAX intervention.

Gershenwald JE (2001), Melanoma, Oncologist 6: 402-406.
Reason for exclusion: Review.
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78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

Gilboa E, Nair SK, Lyetly HK (1998), Immunotherapy of cancer with dendritic-cell-based vaccines, Cancer
Immunology, Immunotherapy 46: 82-87.
Reason for exclusion: Review.

Grossmann A, Rameken M, Klapdor R (1997), Active-specific immunotherapy of pancreatic carcinoma:
usefulness of human pancreatic catcinomas in preparing autologous tumor vaccines, Anticancer Research 17:
3117-3119.

Reason for exclusion: Non-human study.

Haas C, Schirrmacher V (1996), Immunogenicity increase of autologous tumor cell vaccines by virus
infection and attachment of bispecific antibodies, Cancer Immunology, Immunotherapy 43: 190-194.
Reason for exclusion: Review.

Harada M, Li YF, El Gamil M, Ohnmacht GA, Rosenberg SA, Robbins PF (2001), Melanoma-reactive
CD8+ T cells recognize a novel tumor antigen expressed in a wide vatiety of tumor types, Journal of
Immunotherapy 24: 323-333.

Reason for exclusion: In vitro study.

Hayashi Y, Hoon DS, Foshag L], Park MS, Terasaki PI, Morton DL (1993), A preclinical model to assess
the antigenicity of an HLA-A2 melanoma cell vaccine, Cancer 72: 750-759.
Reason for exclusion: In vitro study.

Hernando J, Park TW, Kubler K, Offergeld R, Schlebusch H, Bauknecht T (2002), Vaccination with
autologous tumour antigen-pulsed dendritic cells in advanced gynaecological malignancies: clinical and
immunological evaluation of a phase I trial, Cancer Immunology, Immunotherapy 51: 45-52.

Reason for exclusion: Non M-VAX intetvention.

Herr W, Wolfel T, Heike M, Meyer zum BKH, Knuth A (1994), Frequency analysis of tumor-reactive
cytotoxic T lymphocytes in peripheral blood of a melanoma patient vaccinated with autologous tumor
cells, Cancer Immunology, Immunotherapy 39: 93-99.

Reason for exclusion: Non M-VAX intervention.

Hill M, Lapcik O, Hampl R (1997), Evaluation and separation of steroid-bovine serum albumin conjugates
by high-performance liquid chromatography, Journal of Chromatography B, Biomedical Sciences & Applications
691: 187-191.

Reason for exclusion: In vitro study.

Hoerer M, Bogedain C, Scheer U, Heberger C, Steyrer S, Burger A, Maass G (1997), The use of
recombinant adeno-associated viral vectors for the transduction of epithelial tumor cells, International Journal
of Immunopharmacology 19: 473-479.

Reason for exclusion: In vitro study.

Hollingsworth SJ, Darling D, Gaken J, Hirst W, Patel P, Kuiper M, Towner P, Humphreys S, Farzaneh I,
Mufti GJ (1996), The effect of combined expression of interleukin 2 and interleukin 4 on the
tumotigenicity and treatment of B16F10 melanoma, British Journal of Cancer 74: 6-15.

Reason for exclusion: Non M-VAX intetvention.

Hsueh EC (2001), Tumour cell-based vaccines for the treatment of melanoma [Review], Biodrugs 15: 713-
720.
Reason for exclusion: Review.

Hu X, Chakraborty NG, Sporn JR, Kurtzman SH, Ergin MT, Mukherji B (1996), Enhancement of
cytolytic T lymphocyte precursor frequency in melanoma patients following immunization with the
MAGE-1 peptide loaded antigen presenting cell-based vaccine, Cancer Research 56: 2479-2483.
Reason for exclusion: Non M-VAX intervention.

Hunt S (2001), Technology evaluation: anticancer gene therapy, MediGene, Current Opinion in Molecular
Therapeutics 3: 509-514.
Reason for exclusion: Review.
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91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

Imro MA, Manici S, Russo V, Consogno G, Bellone M, Rugarli C, Traversari C, Protti MP (1999), Major
histocompatibility complex class I restricted cytotoxic T cells specific for natural melanoma peptides
recognize unidentified shared melanoma antigen(s), Cancer Research 59: 2287-2291.

Reason for exclusion: Non M-VAX intetvention.

Irvine AS, Trinder PK, Laughton DL, Ketteringham H, McDermott RH, Reid SC, Haines AM, Amir A,
Husain R, Doshi R, Young LS, Mountain A (2000), Efficient nonviral transfection of dendritic cells and
their use for in Vivo immunization, Nature Biotechnology 18: 1273-1278.

Reason for exclusion: Non-human study.

Jaffee EM, Lazenby A, Meurer J, Marshall F, Hauda KM, Counts C, Hurwitz H, Simons JW, Levitsky HI,
Pardoll DM (1995), Use of murine models of cytokine-secreting tumor vaccines to study feasibility and
toxicity issues critical to designing clinical trials, Journal of Immunotherapy 18: 1-9.

Reason for exclusion: Preclinical study.

Jaffee EM, Thomas MC, Huang AY, Hauda KM, Levitsky HI, Pardoll DM (1996), Enhanced immune
priming with spatial distribution of paractine cytokine vaccines, Journal of Immunotherapy with Emphasis on
Tumor Immunology 19: 176-183.

Reason for exclusion: Non M-VAX intetvention.

Jager E, Jager D, Knuth A (2001), Vaccines in breast cancer, Breast 10: 158-160.
Reason for exclusion: Review.

Janetzki S, Palla D, Rosenhauer V, Lochs H, Lewis JJ, Srivastava PK (2000), Immunization of cancer
patients with autologous cancet-derived heat shock protein gp96 preparations: a pilot study, International
Journal of Cancer 88: 232-238.

Reason for exclusion: Non M-VAX intervention.

Kan-Mitchell ], Qing H, X, Steinman L, Oksenberg JR, Harel W, Parker JW, Goedegebuure PS, Darrow
TL, Mitchell MS (1993), Clonal analysis of in Vivo activated CD8+ cytotoxic T lymphocytes from a
melanoma patient responsive to active specific immunotherapy, Cancer Immunology, Immunotherapy 37: 15-25.
Reason for exclusion: Non-human.

Kawai K, Tani K, Asano S, Akaza H (2000), EX vivo gene therapy using granulocyte-macrophage colony-
stimulating factor-transduced tumor vaccines, Molecular Urology 4: 43-46.
Reason for exclusion: Review.

Kawakami Y, Zakut R, Topalian SL, Stotter H, Rosenberg SA (1992), Shared human melanoma antigens:
Recognition by tumor-infiltrating lymphocytes in HLA-A2.1-transfected melanomas, Journal of Immunology
148: 638-643.

Reason for exclusion: EX vivo study.

Kayaga ], Souberbielle BE, Sheikh N, Morrow W7, Scott-Taylor T, Vile R, Chong H, Dalgleish AG (1999),
Anti-tumour activity against B16-F10 melanoma with a GM-CSF secreting allogeneic tumour cell vaccine,
Gene Therapy 6: 1475-1481.

Reason for exclusion: Non-human study.

Kerlin RL, Watson DL (1988), Modulation of IgG subclass expression during antibody responses in sheep,
Research in Veterinary Science 45: 353-359.
Reason for exclusion: Non-human study.

Kierstead LS, Ranieri E, Olson W, Brusic V, Sidney J, Sette A, Kasamon YL, Slingluff Jr CL, Kirkwood
JM, Storkus W] (2001), gp 100/pmell7 and tyrosinase encode multiple epitopes recognized by Thl-type
CD4+ T cells, British Journal of Cancer 85: 1738-1745.

Reason for exclusion: Non M-VAX intetvention.

Kipps T, Mendoza R (1999), Extending genetic vaccines with chemokines, Nature Biotechnology 17: 226-227.
Reason for exclusion: Non M-VAX intervention.

Kircheis R, Kupcu Z, Wallner G, Rossler V, Schweighoffer T, Wagner E (2000), Interleukin-2 gene-
modified allogeneic melanoma cell vaccines can induce cross-protection against syngeneic tumors in mice,
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105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

Cancer Gene Therapy 7: 870-878.
Reason for exclusion: Non-human study.

Knight BC, Souberbielle BE, Rizzardi GP, Ball SE, Dalgleish AG (1996), Allogeneic murine melanoma cell
vaccine: a model for the development of human allogeneic cancer vaccine, Melanoma Research 6: 299-306.
Reason for exclusion: Non-human study.

Krauss JC, Cameron MJ, Park AN, Forslund K, Chang AE (1995), Efficient transduction of early passage
human melanoma to secrete 11-4, Journal of Immunological Methods 183: 239-250.
Reason for exclusion: In vitro study.

Kumamoto T, Huang EK, Pack HJ, Morita A, Matsue H, Valentini RF, Takashima A (2002), Induction of
tumot-specific protective immunity by in situ Langerhans cell vaccine, Nature Biotechnology 20: 64-69.
Reason for exclusion: Non M-VAX intervention.

Kusumoto M, Umeda S, Tkubo A, Aoki Y, Tawfik O, Oben R, Williamson S, Jewell W, Suzuki T' (2001),
Phase 1 clinical trial of irradiated autologous melanoma cells adenovirally transduced with human GM-CSF
gene, Cancer Immunology, Immunotherapy 50: 373-381.

Reason for exclusion: Non M-VAX intetvention.

Lahn M, Kohler G, Schmoor C, Dengler W, Veelken H, Brennscheidt U, Mackensen A, Kulmburg P,
Hentrich I, Jesuiter H, Rosenthal FM, Fiebig HH, Sommerkamp H, Farthmann EH, Hasse J, Mertelsmann
R, Lindemann (1997), Processing of tumor tissues for vaccination with autologous tumor cells, European
Surgical Research 29: 292-302.

Reason for exclusion: In vitro study.

LaTemple DC, Abrams JT, Zhang SY, Galili U (1999), Increased immunogenicity of tumor vaccines
complexed with anti-Gal: studies in knockout mice for alphal,3galactosyltransferase, Cancer Research 59:
3417-3423.

Reason for exclusion: Non-human study.

Lattime EC, Mastrangelo MJ, Bagasra O, Li W, Berd D (1995), Expression of cytokine mRNA in human
melanoma tissues, Cancer Immunology, Immunotherapy 41: 151-156.
Reason for exclusion: Wrong outcomes.

Lee KH, Panelli MC, Kim CJ, Riker Al Bettinotti MP, Roden MM, Fetsch P, Abati A, Rosenberg SA,
Marincola FM (1998), Functional dissociation between local and systemic immune response during anti-
melanoma peptide vaccination, Journal of Immunology 161: 4183-4194.

Reason for exclusion: Non M-VAX intervention.

Leong SP, Enders-Zohr P, Zhou YM, Stuntebeck S, Habib FA, Allen RE, Jr, Sagebiel RW, Glassberg AB,
Lowenberg DW, Hayes FA (1999), Recombinant human granulocyte macrophage-colony stimulating
factor (thGM-CSF) and autologous melanoma vaccine mediate tumor regression in patients with
metastatic melanoma, Journal of Immunotherapy 22: 166-174.

Reason for exclusion: Non M-VAX intetvention.

Linehan DC, Goedegebuure PS, Peoples GE, Rogers SO, Eberlein T] (1995), Tumor-specific and HLA-
A2-restricted cytolysis by tumor-associated lymphocytes in human metastatic breast cancer, Journal of
Immunology 155: 4486-4491.

Reason for exclusion: Ex vivo study.

Livingston P, Zhang S, Adluri S, Yao TJ, Graeber L, Ragupathi G, Helling F, Fleisher M (1997), Tumor
cell reactivity mediated by IgM antibodies in sera from melanoma patients vaccinated with GM2
ganglioside covalently linked to KLH is increased by IgG antibodies, Cancer Immunology, Immunotherapy 43:
324-330.

Reason for exclusion: Non M-VAX intetvention.

Livingston PO, Watanabe T, Shiku H (1982), Serological response of melanoma patients receiving
melanoma cell vaccines. 1. Autologous cultured melanoma cells, International Journal of Cancer 30: 413-422.
Reason for exclusion: Non M-VAX intervention.
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117. Livingston PO, Takeyama H, Pollack MS, Houghton AN, Albino A, Pinsky CM, Oettgen HF, Old L]
(1983), Serological responses of melanoma patients to vaccines derived from allogeneic cultured melanoma
cells, International Journal of Cancer 31: 567-575.

Reason for exclusion: Non M-VAX intetvention.

118. Livingston PO, Kaelin K, Pinsky CM, Oecttgen HF, Old L] (1985), The serologic response of patients with
stage II melanoma to allogeneic melanoma cell vaccines, Cancer 56: 2194-2200.
Reason for exclusion: Non M-VAX intervention.

119. Livingston PO, Albino AP, Chung TJC (1985), Serological response of melanoma patients to vaccines
prepared from VSV lysates of autologous and allogeneic cultured melanoma cells, Cancer 55: 713-720
Reason for exclusion: Non M-VAX intervention.

120. Logan TF, Shannon W, Bryant J, Kane P, Wolmark N, Posner M, Kirkwood JM, Ernstoff MS, Futrell JW,
Straw LD (1993), Preparation of viable tumour cell vaccine from human solid tumours: relationship
between tumour mass and cell yield. The Tissue Bank, Pittsburgh Cancer Institute, Melanoma Research 3:
451-455.

Reason for exclusion: In vitro study.

121. Longenecker BM, Reddish M, Miles D, MacLean GD (1993), Synthetic tumor-associated sialyl-Tn antigen
as an immunotherapeutic cancer vaccine, Vacine Research 2: 151-162.
Reason for exclusion: Non M-VAX intervention.

122. Lotze MT, Rubin JT, Carty S, Edington H, Ferson P, Landreneau R, Pippin B, Posner M, Rosenfelder D,
Watson C, Carlos T, Kirkwood J, Lembersky B, Logan T, Rosenstein M, Rybak ME, Whiteside T, Elder E,
Moen RC (1994), Gene therapy of cancer: A pilot study of 1L-4-gene-modified fibroblasts admixed with
autologous tumor to elicit an immune response, Human Gene Therapy 5:41-55.

Reason for exclusion: Non M-VAX intervention.

123. Lotze MT, Shurin M, Esche C, Tahara H, Storkus W, Kirkwood JM, Whiteside TL, Elder EM, Okada H,
Robbins P (2000), Interleukin-2: developing additional cytokine gene therapies using fibroblasts or
dendritic cells to enhance tumor immunity [Review], Cancer Journal From Scientific American 6 (Suppl 1): S61-
S66.

Reason for exclusion: Review.

124. Maass G, Bogedain C, Scheer U, Michl D, Horer M, Braun-Falco M, Volkenandt M, Schadendorf D,
Wendtner CM, Winnacker EL, Kotin RM, Hallek M (1998), Recombinant adeno-associated virus for the
generation of autologous, gene-modified tumor vaccines: evidence for a high transduction efficiency into
primary epithelial cancer cells, Human Gene Therapy 9: 1049-1059.

Reason for exclusion: In vitro study.

125. Mach N, Gillessen S, Wilson SB, Sheehan C, Mihm M, Dranoff G (2000), Differences in dendritic cells
stimulated in vivo by tumors engineered to secrete granulocyte-macrophage colony-stimulating factor or
Flt3-ligand, Cancer Research 60: 3239-3246.

Reason for exclusion: Non M-VAX intetvention.

126. Mackensen A, Veelken H, Lahn M, Wittnebel S, Becker D, Kohler G, Kulmburg P, Brennscheidt U,
Rosenthal F, Franke B, Mertelsmann R, Lindemann A (1997), Induction of tumor-specific cytotoxic T
lymphocytes by immunization with autologous tumor cells and interleukin-2 gene transfected fibroblasts,
Journal of Molecular Medicine 75: 290-296.

Reason for exclusion: Non M-VAX intervention.

127. Maeurer MJ, Storkus WJ, Kirkwood JM, Lotze MT (1996), New treatment options for patients with
melanoma: review of melanoma-derived T-cell epitope-based peptide vaccines, Melanoma Research 6: 11-24.
Reason for exclusion: Review.

128. Mahvi DM, Sheehy MJ, Yang NS (1997), DNA cancer vaccines: a gene gun approach [Review], Immunology
& Cell Biology 75: 456-460.
Reason for exclusion: Review.
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132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

Mahvi DM, Sondel PM, Yang NS, Albertini MR, Schiller JH, Hank J, Heiner J, Gan J, Swain W, Logrono
R (1997), Phase I/1B study of immunization with autologous tumor cells transfected with the GM-CSF
gene by particle-mediated transfer in patients with melanoma or sarcoma, Human Gene Therapy 8: 875-891.
Reason for exclusion: Non M-VAX intetvention.

Maio M, Fonsatti E, Lamaj E, Altomonte M, Cattarossi I, Santantonio C, Melani C, Belli F, Arienti I,
Colombo MP, Parmiani G (2002), Vaccination of Stage IV patients with allogeneic IL-4- or IL-2-gene-
transduced melanoma cells generates functional antibodies against vaccinating and autologous melanoma
cells, Cancer Immunology, Immunotherapy 51: 9-14.

Reason for exclusion: Non M-VAX intervention.

Manici S, Sturniolo T, Imro MA, Hammer ], Sinigaglia F, Noppen C, Spagnoli G, Mazzi B, Bellone M,
Dellabona P, Protti MP (1999), Melanoma cells present a MAGE-3 epitope to CD4(+) cytotoxic T cells in
association with histocompatibility leukocyte antigen DR11, Journal of Experimental Medicine 189: 871-876.
Reason for exclusion: Non M-VAX intetvention.

Manjili MH, Wang XY, Park J, Facciponte JG, Repasky EA, Subjeck JR (2002), Immunotherapy of cancer
using heat shock proteins, Frontiers in Bioscience 7: d43-d52.
Reason for exclusion: Review.

Marchand M, Brichard V, van Baren N, Coulie PG (2001), Biological and clinical developments in
melanoma vaccines, Expert Opinion on Biological Therapy 1: 497-510.
Reason for exclusion: Review.

Mastrangelo MJ, Maguire HC, Jr., Sato T, Nathan FE, Berd D (1996), Active specific immunization in the
treatment of patients with melanoma, Seminars in Oncology 23: 773-781.
Reason for exclusion: Review.

Mazzocchi A, Melani C, Rivoltini L, Castelli C, Del Vecchio M, Lombardo C, Colombo MP, Parmiani G
(2001), Simultaneous transduction of B7-1 and I1.-2 genes into human melanoma cells to be used as
vaccine: enhancement of stimulatory activity for autologous and allogeneic lymphocytes, Cancer Immunology,
Immunotherapy 50: 199-211.

Reason for exclusion: Non M-VAX intetvention.

McGee JM (1991), Immunotherapy for malignant melanoma: a review and update, Seminars in Surgical
Oncology 7: 217-220.
Reason for exclusion: Review.

Melcher A, Todryk S, Bateman A, Chong H, Lemoine NR, Vile RG (1999), Adoptive transfer of immature
dendritic cells with autologous or allogeneic tumor cells generates systemic antitumor immunity, Cancer
Research 59: 2802-2805.

Reason for exclusion: Non-human study.

Mitchell M (1995), Active specific immunotherapy of melanoma, British Medical Bulletin 51: 631-646.
Reason for exclusion: Review.

Mitchell MS (1991), Attempts to optimize active specific immunotherapy for melanoma, International
Reviews of Immunology 7: 331-347.
Reason for exclusion: Review.

Mitchell MS, Harel W, Kan-Mitchell J, LeMay LG, Goedegebuure P, Huang X-Q, Hofman F, Groshen S
(1993), Active specific immunotherapy of melanoma with allogeneic cell lysates. Rationale, results, and
possible mechanisms of action, Annals of the New York Academy of Sciences 690: 153-166.

Reason for exclusion: Non M-VAX intervention.

Moller P, Sun 'Y, Dorbic T, Alijagic S, Makki A, Jurgovsky K, Schroff M, Henz BM, Wittig B, Schadendorf
D (1998), Vaccination with IL-7 gene-modified autologous melanoma cells can enhance the anti-melanoma
Iytic activity in peripheral blood of patients with a good clinical performance status: a clinical phase I study,
British Journal of Cancer 77: 1907-1916.

Reason for exclusion: Non M-VAX intervention.
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142. Moller P, Moller H, Sun Y, Dorbic T, Henz BM, Wittig B, Schadendorf D (2000), Increased non-major
histocompatibility complex-restricted Iytic activity in melanoma patients vaccinated with cytokine gene-
transfected autologous tumor cells, Cancer Gene Therapy 7: 976-984.

Reason for exclusion: Non M-VAX intetvention.

143. Morel S, Levy I, Burlet-Schiltz O, Brasseur I, Probst-Kepper M, Peitrequin A-L, Monsarrat B, Van
Velthoven R, Cerottini J-C, Boon T, Gairin JE, Van den Eynde BJ (2000), Processing of some antigens by
the standard proteasome but not by the immunoproteasome results in poor presentation by dendritic cells,
Immunity 12: 107-117.

Reason for exclusion: Non M-VAX intervention.

144. Morioka N, Kikumoto Y, Hoon DSB, Morton DL, Irie RF (1994), A decapeptide (Gln-Asp-Leu-Thr-Met-
Lys-Tyr-Gln-Ile-Phe) from human melanoma is recognized by CTL in melanoma patients, Journal of
Immunology 153: 5650-5658.

Reason for exclusion: Non M-VAX intetvention.

145. Morioka N, Kikumoto Y, Hoon DS, Morton DL, Irie RF (1995), Cytotoxic T cell recognition of a human
melanoma derived peptide with a carboxyl-terminal alanine-proline sequence, Molecular Immunology 32: 573-
581.

Reason for exclusion: Non M-VAX intervention.

146. Morse MA, Clay TM, Hobeika AC, Mosca PJ, Lyerly HK (2001), Surrogate markers of response to cancer
immunotherapy, Expert Opinion on Biological Therapy 1: 153-158.
Reason for exclusion: Review.

147. Morton DL, Foshag L], Hoon DS, Nizze JA, Famatiga E, Wanek LA, Chang C, Davtyan DG, Gupta RK,
Elashoff R (1992), Prolongation of survival in metastatic melanoma after active specific immunotherapy
with a new polyvalent melanoma vaccine, [Erratum appears in Annals of Surgery 1993; 217: 309], Annals of
Surgery 216: 463-482.

Reason for exclusion: Non M-VAX intervention.

148. Murphy GF, Radu A, Kaminer M, Berd D (1993), Autologous melanoma vaccine induces inflammatory
responses in melanoma metastases: relevance to immunologic regression and immunotherapy, Journal of
Investigative Dermatology 100: 335S-3418S.

Reason for exclusion: Wrong outcomes.

149. Nabeta Y, Sahara H, Suzuki K, Kondo H, Nagata M, Hirohashi Y, Sato Y, Wada Y, Sato T, Wada T,
Yamashita T, Kikuchi K, Sato N (2000), Induction of cytotoxic T lymphocytes from peripheral blood of
human histocompatibility antigen (HLLA)-A31+ gastric cancer patients by in Vitro stimulation with antigenic
peptide of signet ring cell carcinoma, Japanese Journal of Cancer Research 91: 616-621.

Reason for exclusion: In vitro study.

150. Nair SK, Heiser A, Boczkowski D, Majumdar A, Naoe M, Lebkowski JS, Vieweg J, Gilboa E (2000),
Induction of cytotoxic T cell responses and tumor immunity against unrelated tumors using telomerase
reverse transcriptase RNA transfected dendritic cells [see comments], Nature Medicine 6: 1011-1017.
Reason for exclusion: Non-human study.

151. Nawrocki S, Wysocki PJ, Mackiewicz A (2001), Genetically modified tumour vaccines: an obstacle race to
break host tolerance to cancer, Expert Opinion on Biological Therapy 1: 193-204.
Reason for exclusion: Review.

152. Nelson NJ (1996), Cancer vaccines, disappointing in the past, show promise, Journal of the National Cancer
Institute 88: 486-488.
Reason for exclusion: Review.

153. Nestle FO, Alijagic S, Gilliet M, Sun Y, Grabbe S, Dummer R, Burg G, Schadendorf D (1998),
Vaccination of melanoma patients with peptide- or tumor lysate-pulsed dendritic cells, Nature Medicine 4:
328-332.

Reason for exclusion: Non M-VAX intetvention.
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164.

165.

166.

167.

Newton DA, Romano C, Gattoni-Celli S (2000), Semiallogeneic cell hybrids as therapeutic vaccines for
cancer, Journal of Immunotherapy 23: 246-254.
Reason for exclusion: In vitro study.

Nishiyama T, Tachibana M, Horiguchi Y, Nakamura K, Tkeda Y, Takesako K, Murai M (2001),
Immunotherapy of bladder cancer using autologous dendritic cells pulsed with human lymphocyte antigen-
A24-specific MAGE-3 peptide, Clinical Cancer Research 7: 23-31.

Reason for exclusion: Non M-VAX intervention.

Novakovic S, Jezersek B (1998), Simple but extremely effective autologous tumor vaccines, Radiology &
Oncology 32: 309.
Reason for exclusion: non-human study.

Novakovic S, Than A, Wraber B, Jezersek B (1999), An effective tumor vaccine against malignant
melanoma: irradiated autologous tumor cells admixed with MVE-2, International Journal of Molecular Medicine
3:95-102.

Reason for exclusion: Non-human study.

O'Routke MG, Schmidt CW, O'Rourke TR, Ellem KA (1997), Immunotherapy, including gene therapy,
for metastatic melanoma, Australian & New Zealand Journal of Surgery 67: 834-841.
Reason for exclusion: Review.

Oettgen HF, OId 1] (1980), Immunotherapy of colon cancer: Prospects for developing immunogenic
vaccines based on autologous serological typing, Cancer 45: 1218-1222.
Reason for exclusion: Review.

Osanto S (1997), Vaccine trials for the clinician: prospects for tumor antigens, Oncologist 2: 284-299.
Reason for exclusion: Review.

Osanto S, Schiphorst PP, Weijl NI, Dijkstra N, Van Wees A, Brouwenstein N, Vaessen N, Van Krieken
JH, Hermans J, Cleton FJ, Schrier PI (2000), Vaccination of melanoma patients with an allogeneic,
genetically modified interleukin 2-producing melanoma cell line, Human Gene Therapy 11: 739-750.
Reason for exclusion: Non M-VAX intervention.

Palmer K, Moore J, Everard M, Harris JD, Rodgers S, Rees RC, Murray AK, Mascari R, Kirkwood J,
Riches PG, Fisher C, Thomas JM, Harries M, Johnston SR, Collins MK, Gore ME (1999), Gene therapy
with autologous, interleukin 2-secreting tumor cells in patients with malignant melanoma, Human Geng
Therapy 10: 1261-1268.

Reason for exclusion: Non M-VAX intervention.

Panelli MC, Riker A, Kammula U, Wang E, Lee KH, Rosenberg SA, Marincola FM (2000), Expansion of
tumor-T cell pairs from fine needle aspirates of melanoma metastases, Journal of Immunology 164: 495-504.
Reason for exclusion: Non M-VAX intervention.

Pappo I, Lotem M, Klein M, Orda R (2001), Bolus high dose interleukin-2 for the treatment of malignant
melanoma, Israel Medical Association Journal 3: 169-173.
Reason for exclusion: Non M-VAX intervention.

Parmiani G, Rodolfo M, Melani C (2000), Immunological gene therapy with ex vivo gene-modified tumor
cells: a critique and a reappraisal, Human Gene Therapy 11: 1269-1275.
Reason for exclusion: Review.

Parney IF, Farr-Jones MA, Koshal A, Chang 1], Petruk KC (2002), Human brain tumor cell culture
characterization after immunostimulatory gene transfer, Neurosurgery 50: 1094-1102.
Reason for exclusion: In vitro study.

Patel BT, Lutz MB, Schlag P, Schirrmacher V (1992), An analysis of autologous T-cell anti-tumour

responses in colon-carcinoma patients following active specific immunization (AST), International Journal of
Cancer 51: 878-885.
Reason for exclusion: Non M-VAX intervention.
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Patel PM, Flemming CL, Fisher C, Porter CD, Thomas JM, Gore ME, Collins MKL (1994), Generation of
interleukin-2-secreting melanoma cell populations from resected metastatic tumors, Human Gene Therapy 5:
577-584.

Reason for exclusion: In vitro study.

Petrov RV, Khaitov RM (1979), [Immune response to attificial antigens], Uspekhi Sovremennoi Biologii 88:
307-321.
Reason for exclusion: Review.

Plescia OJ, Braun W (1970), Control of neoplasia by immunological means: an assessment of a new
approach, Giornale di Batteriologia, Virologia, Ed Immunologia et Annali dell Ospedale Maria Vittoria di Torino 63:
7-18.

Reason for exclusion: Review.

Porgador A, Mandelboim O, Restifo NP, Strominger JLL (1997), Natural killer cell lines kill autologous
beta2-microglobulin-deficient melanoma cells: implications for cancer immunotherapy, Proceedings of the
National Academy of Sciences of the United States of America 94: 13140-13145.

Reason for exclusion: Non M-VAX intervention.

Proebstle TM, Schwurzer-Voit M, Ahlert T, Kaufmann R, Sterry W (1995), Active specific immunotherapy
(ASI) and antisuppressive therapy combined with monochemotherapy for metastatic melanoma, Zeitschrift
fur Hautkrankheiten 70: 503-506.

Reason for exclusion: Non M-VAX intetvention.

Protti MP, Imro MA, Manfredi AA, Consogno G, Heltai S, Arcelloni C, Bellone M, Dellabona P, Casorati
G, Rugatli C (1996), Particulate naturally processed peptides prime a cytotoxic response against human
melanoma in vitro, Cancer Research 56: 1210-1213.

Reason for exclusion: In vitro study.

Ransom JH, Pelle BA, Brandhorst JS, Hoover Jr HC, Vermorken |B, Avis FP, Galligioni E, Fenton RG,
Hanna Jr MG (1993), HLA-DR and ICAM-1 expression on human colon carcinoma vaccines predicts
clinical response to active specific immunotherapy, Vactine Research 2: 65-78.

Reason for exclusion: Non M-VAX intervention.

Reeves ME, Coit DG (2000), Melanoma: a multidisciplinary approach for the general surgeon, Surgical
Clinics of North America 80: 581-601.
Reason for exclusion: Review.

Reintgen D, Becker |, Seigler HF (1991), Experimental trials of immunotherapy for malignant melanoma,
Seminars in Surgical Oncology 7: 192-198.
Reason for exclusion: Review.

Rode H-J, Little M, Fuchs P, Dorsam H, Schooltink H, De Ines C, Dubel S, Breitling I (1996), Cell surface
display of a single-chain antibody for attaching polypeptides, Biotechniques (Euro Edition) 21: 650-658.
Reason for exclusion: Non M-VAX intervention.

Russo V, Tanzarella S, Dalerba P, Rigatti D, Rovere P, Villa A, Bordignon C, Traversari C (2000),
Dendritic cells acquire the MAGE-3 human tumor antigen from apoptotic cells and induce a class 1-
restricted T cell response, Proceedings of the National Academy of Sciences of the United States of America 97: 2181-
2190.

Reason for exclusion: In vitro study.

Sad S, Talwar GP, Raghupathy R (1991), Influence of the genetic background and carrier protein on the
antibody response to GnRH, Journal of Reproductive Immunology 19: 197-207.
Reason for exclusion: Non-human study.

Sad S, Rao K, Arora R, Talwar GP, Raghupathy R (1992), Bypass of carrier-induced epitope-specific
suppression using a T-helper epitope, Immunology 76: 599-603.
Reason for exclusion: Non M-VAX intervention.
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181. Sadanaga N, Nagashima H, Mashino K, Tahara K, Yamaguchi H, Ohta M, Fujie T, Tanaka F, Inoue H,
Takesako K, Akiyoshi T, Mori M (2001), Dendritic cell vaccination with MAGE peptide is a novel
therapeutic approach for gastrointestinal carcinomas, Clinical Cancer Research 7: 2277-2284.

Reason for exclusion: Non M-VAX intervention.

182. Safa MM, Foon KA (2001), Adjuvant immunotherapy for melanoma and colorectal cancers, Seminars in
Oncology 28: 68-92.
Reason for exclusion: Review.

183. Salgaller ML, Tjoa BA, Lodge PA, Ragde H, Kenny G, Boynton A, Murphy GP (1997), Denderitic cell-
based immunotherapy of prostate cancer, Critical Reviews in Immunology 18: 109-119.
Reason for exclusion: Not an M-VAX study.

184. Sato N (1998), Human tumor antigens and perspectives for immunotherapy, Biotherapy 12: 6-9.
Reason for exclusion: Review.

185. Sato T, Maguire Jr HC, Mastrangelo MJ, Berd D (1995), Human immune response to DNP-modified
autologous cells after treatment with a DNP-conjugated melanoma vaccine, Clinical Immunology &
Immunopathology 74: 35-43.

Reason for exclusion: Wrong outcomes.

186. Sato T (19906), Active specific immunotherapy with hapten-modified autologous melanoma cell vaccine,
Cancer Immunology, Immunotherapy 43: 174-179.
Reason for exclusion: Review.

187. Sato T, Bullock TN, Eisenlohr L.C, Mastrangelo MJ, Berd D (1997), Dinitrophenyl-modified autologous
melanoma vaccine induces a T cell response to hapten-modified, melanoma peptides, Clinical Immunology &
Immunopathology 85: 265-272.

Reason for exclusion: In vitro study.

188. Sato Y, Koshita Y, Hirayama M, Matuyama T, Wakimoto H, Hamada H, Niitsu Y (1996), Augmented
antitumor effects of killer cells induced by tumor necrosis factor gene-transduced autologous tumor cells
from gastrointestinal cancer patients, Human Gene Therapy 7: 1895-1905.

Reason for exclusion: Non M-VAX intetvention.

189. Schadendorf D, Paschen A, Sun'Y (2000), Autologous, allogeneic tumor cells or genetically engineered
cells as cancer vaccine against melanoma [Review], Inmunology Letters 74: 67-74.
Reason for exclusion: Review.

190. Schadendorf D (2000), Melanoma vaccines, Drug News & Perspectives 13: 85-90.
Reason for exclusion: Review.

191. Schirrmacher V, Haas C, Bonifer R, Ahlert T, Gerhards R, Ertel C (1999), Human tumor cell modification
by virus infection: an efficient and safe way to produce cancer vaccine with pleiotropic immune stimulatory
properties when using Newcastle disease virus, Gene Therapy 6: 63-73.

Reason for exclusion: Non M-VAX intetvention.

192. Schnuriger V, Dietrich P-Y (1995), Immunotherapy against cancer: Why not?, Medecine et Hygiene 53: 1354-
1357.
Reason for exclusion: Review.

193. Schreiber S, Kampgen E, Wagner E, Pitkhammer D, Trcka J, Korschan H, Lindemann A, Dorffner R,
Kittler H, Kasteliz F, Kupcu Z, Sinski A, Zatloukal K, Buschle M, Schmidt W, Birnstiel M, Kempe RE,
Voigt T, Weber HA, Pehamberger H, Mertelsmann R, Brocker EB, Wolff K, Stingl G (1999),
Immunotherapy of metastatic malignant melanoma by a vaccine consisting of autologous interleukin 2-
transfected cancer cells: outcome of a phase I study, Human Gene Therapy 10: 983-993.

Reason for exclusion: Non M-VAX intervention.

194. Schreurs MW], Eggert AAO, De Boer AJ, Vissers JLM, Van Hall T, Offringa R, Figdor CG, Adema G]J
(2000), Dendritic cells break tolerance and induce protective immunity against a melanocyte differentiation
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antigen in an autologous melanoma model, Cancer Research 60: 6995-7001.
Reason for exclusion: Non-human study.

Searle PF, Young LS (1996), Immunotherapy II: antigens, receptots and costimulation [Review], Cancer &
Metastasis Reviews 15: 329-349.
Reason for exclusion: Review.

Sela M (2000), Structural components responsible for peptide antigenicity. [Review], Applied Biochemistry &
Biotechnology 83: 63-70.
Reason for exclusion: Review.

Sensi M, Farina C, Maccalli C, Lupetti R, Nicolini G, Anichini A, Parmiani G, Berd D (1997), Clonal
expansion of T lymphocytes in human melanoma metastases after treatment with a hapten-modified
autologous tumor vaccine, Journal of Clinical Investigation 99: 710-717.

Reason for exclusion: Small sample size < 20 patients.

Sensi M, Farina C, Maccalli C, Anichini A, Berd D, Parmiani G (1998), Intralesional selection of T cell
clonotypes in the immune response to melanoma antigens occurring during vaccination, Journal of
Immunotherapy 21: 198-204.

Reason for exclusion: Wrong outcomes.

Shannon WD, Bryant J, Logan TF, Day R (1995), An application of decision theory to patient screening
for an autologous tumour vaccine trial, Statistics in Medicine 14: 2099-2110.
Reason for exclusion: Statistical study.

Shinitzky M, Skornick Y (1990), Cancer immunotherapy with autologous and allogeneic vaccines: a
practical overview, Progress in Clinical & Biological Research 348: 95-125.
Reason for exclusion: Review.

Simons JW, Mikhak B (1998), EX-Viv0 gene therapy using cytokine-transduced tumor vaccines: molecular
and clinical pharmacology, Seminars in Oncology 25: 661-676.
Reason for exclusion: Review.

Slanetz CA, Jr., McCollester DL, Kanor S (1982), Autologous anticancer antigen preparation for specific
immunotherapy in advanced cancer patients. A phase I clinical trial, Cancer Immunology, Immunotherapy 13: 75-
84.

Reason for exclusion: Non M-VAX intervention.

Slingluff CL, Jr., Colella TA, Thompson L, Graham DD, Skipper JCA, Caldwell ], Brinckerhoff L,
Kittlesen DJ, Deacon DH, Oei C, Harthun NL, Huczko EL, Hunt DF, Darrow TL, Engelhard VH (2000),
Melanomas with concordant loss of multiple melanocytic differentiation proteins: immune escape that may
be overcome by targeting unique or undefined antigens, Cancer Immunology, Immunotherapy 48: 661-672.
Reason for exclusion: In vitro study.

Smith SG, Patel PM, Porte ], Selby PJ, Jackson AM (2001), Human dendritic cells genetically engineered to
express a melanoma polyepitope DNA vaccine induce multiple cytotoxic T-cell responses, Clinical Cancer
Research 7: 4253-4261.

Reason for exclusion: In vitro study.

So T, Takenoyama M, Sugaya M, Yasuda M, Eifuku R, Yoshimatsu T, Hanagiri T, Oyama T, Kodate M,
Osaki T, Yasumoto K (2001), Generation of autologous tumor-specific T cell clones from a patient with
adenosquamous carcinoma of the lung, Japanese Journal of Clinical Oncology 31: 311-317.

Reason for exclusion: In vitro study.

Soiffer R, Lynch T, Mihm M, Jung K, Rhuda C, Schmollinger JC, Hodi FS, Liebster I, Lam P, Mentzer S,
Singer S, Tanabe KK, Cosimi AB, Duda R, Sober A, Bhan A, Daley J, Neuberg D, Parry G, Rokovich ],
Richards L, Drayer J, Berns A, Clift S, Dranoff G (1998), Vaccination with irradiated autologous
melanoma cells engineered to secrete human granulocyte-macrophage colony-stimulating factor generates
potent antitumor immunity in patients with metastatic melanoma, Proceedings of the National Academy of
Sciences of the United States of America 95: 13141-13146.

Reason for exclusion: Non M-VAX intervention.

M-VAX" — a treatment for patients with advanced stage Il melanoma 57



207.

208.

209.

210.

211.

212.

213.

214.

215.

216.

217.

218.

Souberbielle BE, Westby M, Ganz S, Kayaga J, Mendes R, Morrow W], Dalgleish AG (1998), Comparison
of four strategies for tumour vaccination in the B16-F10 melanoma model, Gene Therapy 5: 1447-1454.
Reason for exclusion: Non-human study.

Steitz J, Bruck J, Steinbrink K, Enk A, Knop J, Tuting T' (2000), Genetic immunization of mice with
human tyrosinase-related protein 2: implications for the immunotherapy of melanoma, International Journal
of Cancer 86: 89-94.

Reason for exclusion: Non-human study.

Steitz J, Bruck J, Gambotto A, Knop J, Tuting T (2002), Genetic immunization with a melanocytic self-
antigen linked to foreign helper sequences breaks tolerance and induces autoimmunity and tumor
immunity, Gene Therapy 9: 208-213.

Reason for exclusion: Non-human study.

Stingl G, Brocker EB, Mertelsmann R, Wolff K, Schreiber S, Kampgen E, Schneeberger A, Dummer W,
Brennscheid U, Veelken H, Birnstiel ML, Zatloukal K, Schmidt W, Maass G, Wagner E, Baschle M, Giese
M, Kempe ER, Weber HA, Voigt T (1996), Phase I study to the immunotherapy of metastatic malignant
melanoma by a cancer vaccine consisting of autologous cancer cells transfected with the human I1-2 gene,
Human Gene Therapy 7: 551-563.

Reason for exclusion: Non M-VAX intervention.

Stingl G, Brocker EB, Mertelsmann R, Wolff K, Schreiber S, Kampgen E, Schneeberger A, Trcka J,
Brennscheidt U, Veelken H, Birnstiel ML, Zatloukal K, Maass G, Wagner E, Buschle M, Kempe ER,
Weber HA, Voigt T (1997), Phase I study to the immunotherapy of metastatic malignant melanoma by a
cancer vaccine consisting of autologous cancer cells transfected with the human IL.-2 gene, Journal of
Molecular Medicine 75: 297-299.

Reason for exclusion: Non M-VAX intervention.

Sun Y, Jurgovsky K, Moller P, Alijagic S, Dorbic T, Georgieva J, Wittig B, Schadendorf D (1998),
Vaccination with II.-12 gene-modified autologous melanoma cells: preclinical results and a first clinical
phase I study, Gene Therapy 5: 481-490.

Reason for exclusion: Non M-VAX intervention.

Suranyi MG, Hogan PG, Falk MC, Axelsen RA, Rigby R, Hawley C, Petrie ] (1998), Advanced donor
origin melanoma in a renal transplant recipient: immunotherapy, cure, and retransplantation, Transplantation
66: 655-661.

Reason for exclusion: Non M-VAX intervention.

Suzue K, Young RA (1996), Heat shock proteins as immunological cartiers and vaccines [Review], EXS
77: 451-465.
Reason for exclusion: Review.

Tagliaferri F, Sirovich I, Stipa F, Giovanna VM, Pupelis G, Tremiterra S (1994), Systemic specific active
immunotherapy for solid tumors. An overview about cancer vaccine therapy, Recenti Progressi in Medicina 85:
591-596.

Reason for exclusion: Review.

Tanosaki R, Takaue Y (2001), Cell therapy against cancer, Biotherapy 15: 621-629.
Reason for exclusion: Review.

Thomas R, Padmanabha J, Chambers M, McFadyen S, Walpole E, Nielssen G, Smithers M (2001),
Metastatic lesions in the joint associated with acute inflammatory arthritis after dendritic cell
immunotherapy for metastatic melanoma, Melanoma Research 11: 167-173.

Reason for exclusion: Non M-VAX intervention.

Todryk S, Birchall L, Erlich R, Halanek N, Orleans-Lindsay JK, Dalgleish A (2001), Cytokine gene
transfection for autologous and allogeneic melanoma vaccines, Advances in Experimental Medicine & Biology
495: 365-368.

Reason for exclusion: Non M-VAX intetvention.
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Todryk SM, Birchall L], Erlich R, Halanek N, Orleans-Lindsay JK, Dalgleish AG (2001), Efficacy of
cytokine gene transfection may differ for autologous and allogeneic tumour cell vaccines, Immunology 102:
190-198.

Reason for exclusion: Non-human study.

Toungouz M, Libin M, Bulte F, Faid L, Lehmann F, Duriau D, Laporte M, Gangji D, Bruyns C,
Lambermont M, Goldman M, Velu T (2001), Transient expansion of peptide-specific lymphocytes
producing IFN-gamma after vaccination with dendritic cells pulsed with MAGE peptides in patients with
mage-A1/A3-positive tumors, Journal of Leukocyte Biology 69: 937-943.

Reason for exclusion: Non M-VAX intervention.

Traversati C (1999), Tumor-antigens recognised by T lymphocytes, Minerva Biotecnologica 11: 243-253.
Reason for exclusion: Review.

Uchiyama A, Hoon DSB, Morisaki T, Kaneda Y, Yuzuki DH, Morton DL (1993), Transfection of
intetleukin 2 gene into human melanoma cells augments cellular immune response, Cancer Research 53: 949-
952.

Reason for exclusion: Preclinical study.

Uchiyama A (1995), Active specific immunotherapy using interleukin-2 (I-2) gene-transfected cancer cells,
Biotherapy 9: 628-630.
Reason for exclusion: Non M-VAX intervention.

Uhlig H (1965), [The acid-soluble hapten from Erysipelothrix insidiosa] [German], Archiv fur Experimentelle
Veterinarmedizin 19: 277-280.
Reason for exclusion: Non-human study.

Valmori D, Dutoit V, Lienard D, Rimoldi D, Pittet MJ, Champagne P, Ellefsen K, Sahin U, Speiser D,
Lejeune F, Cerottini JC, Romero P (2000), Naturally occurring human lymphocyte antigen-A2 restricted
CD8+ T-cell response to the cancer testis antigen NY-ESO-1 in melanoma patients, Cancer Research 60:
4499-4500.

Reason for exclusion: Non M-VAX intervention.

Valmori D, Scheibenbogen C, Dutoit V, Nagorsen D, Asemissen AM, Rubio-Godoy V, Rimoldi D (2002),
Circulating tumor-reactive CD8 (+) T cells in melanoma patients contain a CD45RA (+) CCR7(-) effector
subset exerting €X Viv0 tumor-specific cytolytic activity, Cancer Research. 62: 1743-1750.

Reason for exclusion: In vitro study.

Van den Eynde BJ (1999), T-cell defined tumor antigens: perspectives for cancer vaccine development,
Gann Monographs on Cancer Research 48: 17-29.
Reason for exclusion: Review.

van Elsas A, Aarnoudse C, Van der Minne CE, Van der Spek CW, Brouwenstijn N, Osanto S, Schrier PI
(1997), Transfection of IL-2 augments CTL response to human melanoma cells in Vitro: immunological
characterization of a melanoma vaccine, Journal of Immunotherapy 20: 343-353.

Reason for exclusion: In vitro study.

Veelken H, Mackensen A, Lahn M, Kohler G, Becker D, Franke B, Brennscheidt U, Kulmburg P,
Rosenthal FM, Keller H, Hasse J, Schultze-Seemann W, Farthmann EH, Mertelsmann R, Lindemann A
(1997), A phase-I clinical study of autologous tumor cells plus interleukin-2-gene-transfected allogeneic
fibroblasts as a vaccine in patients with cancer, International Journal of Cancer 70: 269-277.

Reason for exclusion: Non M-VAX intervention.

Verdegaal EME, Ten Bokkel HD, Hoogstraten C, Marijnissen AK, Gorsira MB, Claas FHJ, Osanto S
(1999), Isolation of broadly reactive, tumor-specific, HLA class-I restricted CTL from blood lymphocytes
of a breast cancer patient, Human Immunology 60: 1195-1206.

Reason for exclusion: Non M-VAX intetvention.

Wang R-F, Johnston SL, Southwood S, Sette A, Rosenberg SA (1998), Recognition of an antigenic peptide
derived from tyrosinase-related protein-2 by CTL in the context of HLLA-A31 and -A33, Journal of
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Immunology 160: 890-897.
Reason for exclusion: In vitro study.

Wang RF (1997), Tumor antigens discovery: perspectives for cancer therapy [Review], Molecular Medicine 3:
716-731.
Reason for exclusion: Review.

Wang RF (1999), Human tumor antigens: implications for cancer vaccine development [Review], Journal of
Molecular Medicine 77: 640-655.
Reason for exclusion: Review.

Weibel RE, Buynak EB, McLean AA, Hilleman MR (1978), Persistence of antibody after administration of
monovalent and combined live attenuated measles, mumps, and rubella virus vaccines, Pediatrics 61: 5-11.
Reason for exclusion: Non M-VAX intervention.

Williams TW, Yanagimoto JM, Mazumder A, Wiseman CL (1992), Interleukin-2 increases the antibody
response in patients receiving autologous intralymphatic tumor cell vaccine immunotherapy, Molecular
Biotherapy 4: 66-69.

Reason for exclusion: Non M-VAX intervention.

Wise RA, Ranaldi R (1996), Cocaine vaccines revisited, Nature Medicine 2: 1073-1074.
Reason for exclusion: Letter.

Wiseman C, Rao VS, Bakke A (19806), Increased T-helper lymphocytes following active specific
intralymphatic immunotherapy of cancer, Journal of Biological Response Modifiers 5: 490-497.
Reason for exclusion: Non M-VAX intetvention.

Wiseman CL, Rao VS, Kennedy PS, Presant CA, Smith JD, McKenna R] (1989), Clinical responses with
active specific intralymphatic immunotherapy for cancer — a phase I-1I trial, Western Journal of Medicine 151:
283-288.

Reason for exclusion: Non M-VAX intervention.

Wittig B, Marten A, Dorbic T, Weineck S, Min H, Niemitz S, Trojaneck B, Flieger D, Kruopis S, Albers A,
Loffel J, Neubauer A, Albers P, Muller S, Sauerbruch T, Bieber T, Huhn D, Schmidt-Wolf IG (2001),
Therapeutic vaccination against metastatic carcinoma by expression-modulated and immunomodified
autologous tumor cells: a first clinical phase I/11I trial, Human Gene Therapy 12: 267-278.

Reason for exclusion: Non M-VAX intervention.

Wiznerowicz M, Fong AZ, Mackiewicz A, Hawley RG (1997), Double-copy bicistronic retroviral vector
platform for gene therapy and tissue engineering: application to melanoma vaccine development, Gene
Therapy 4: 1061-1068.

Reason for exclusion: In vitro study.

Wolchok D, Livingston PO (2001), Vaccines for melanoma: translating basic immunology into new
therapies, Lancet Oncology 2: 205-211.
Reason for exclusion: Review.

Xiang R, Lode HN, Chao TH, Ruehlmann JM, Dolman CS, Rodriguez F, Whitton JL, Overwijk WW,
Restifo NP, Reisfeld RA (2000), An autologous oral DNA vaccine protects against murine melanoma,
Proceedings of the National Academy of Sciences of the United States of America 97: 5492-5497.

Reason for exclusion: Non M-VAX intetvention.

Yamasaki S, Okino T, Chakraborty NG, Adkisson WO, Sampieri A, Padula SJ, Mauri F, Mukherji B
(1995), Presentation of synthetic peptide antigen encoded by the MAGE-1 gene by
granulocyte/macrophage-colony-stimulating-factor-cultured macrophages from HLA-A1 melanoma
patients, Cancer Immunology, Immunotherapy 40: 268-271.

Reason for exclusion: Non M-VAX intetvention.

Yang S, Darrow TL, Seigler HF (1997), Generation of primary tumor-specific cytotoxic T lymphocytes
from autologous and human lymphocyte antigen class I-matched allogeneic peripheral blood lymphocytes
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by B7 gene-modified melanoma cells, Cancer Research 57: 1561-1568.
Reason for exclusion: In vitro study.

Zarour HM, Kirkwood JM, Kierstead LS, Herr W, Brusic V, Slingluff CL, Jr, Sidney J, Sette A, Storkus W]
(2000), Melan-A/MART-1(51-73) represents an immunogenic HLA-DR4-restricted epitope recognized by
melanoma-reactive CD4(+) T cells, Proceedings of the National Academy of Sciences of the United States of America
97: 400-405.

Reason for exclusion: In vitro study.

Zarour HM, Maillere B, Brusic V, Coval K, Williams E, Pouvelle-Moratille S, Castelli F, Land S, Bennouna
J, Logan T, Kirkwood JM (2002), NY-ESO-1 119-143 is a promiscuous major histocompatibility complex
class II T-helper epitope recognized by Thl- and Th2-type tumot-reactive CD4+ T cells, Cancer Research
62: 213-218.

Reason for exclusion: In vitro study.

Zhang J, Kovac P (1999), A highly efficient preparation of neoglycoconjugate vaccines using subcarriers
that bear clustered carbohydrate antigens, Bioorganic & Medicinal Chemistry Letters 9: 487-490.
Reason for exclusion: In vitro study.

Zitvogel L, Couderc B, Mayordomo JI, Robbins PD, Lotze MT, Storkus W] (1996), IL-12-engineered
dendritic cells serve as effective tumor vaccine adjuvants in vivo, Annals of the New York Academy of Sciences
795: 284-293.

Reason for exclusion: In vitro study.
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Appendix F Comparator — literature
search strategies

Medline search strategy

The search strategy used to identify relevant studies of surgery and observation in
Medline is presented in Table 15.

Table 15 Comparator Medline search strategy (1966 to June week 1 2002)

Keyword/search history Results
1 randomized confrolled frial.pt. 162,132
2 confrolled clinical trial.pt. 61,352
3 randomized confrolled frials.sh. 23,582
4 random allocation.sh. 44,972
5 double-blind method.sh. 68,931
6 single-blind method.sh. 6486
7 clinical trial.pt. 331,047
8 exp clinical trials/ 130,877
9 (clin$ adj25 trial$).ti,ab. 80,582
10 ((singl$ or doubl$ or trebl$ or tripl$) adj25 (blind$ or mask$)).t,ab. 68,020
11 placebos.sh. 21,421
12 placebo$.t,ab. 72,335
13 random$.ti,ab. 235,637
14 research design.sh. 30,882
15  volunteer$.ti,ab. 73,286
16 animal.sh. 3,282,741
17 human.sh. 7,622,484
18 16 not17 2,564,158
19  or/1-15 633,527
20 19not18 587,035
25  observation.ti,ab. 101,332
26 placebo.t,ab. 71,845
27  confrol.ti,ab. 742,388
28  no freatment ti,ab. 1,235,000
29 250r260r 27 0r28 1,933,289
30  exp Melanoma/mo,dt,su,th [Mortality, Drug Therapy, Surgery, Therapy] 14,135
31 20and 30 1984
32  29and 31 1128
33 limit 32 to yr=1992-2002 803
34 exp survival analysis/ 142
35  exp Survival rate/ 52,760
36 survival.ti,ab. 210,195
37 34o0r350r36 245,155
38 33and 37 368
39  limit 38 to review 74
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Keyword/search history Results
40  38not39 294
41 limit40 to english 283
42 limit41 to human 283
43 limit 42 to yr=1996-2002 201
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Embase search strategy

The search strategy used to identify relevant studies of surgery and observation in
Embase is presented in Table 16.

Table 16 Comparator Embase search strategy (1988 to 2002 week 24)

Keyword/search history Results
1 clinical article/ 612,000
2 clinical study/ 2247
3 clinical trial/ 229,818
4 controlled study/ 1,343,477
5 randomized controlled trial/ 65,169
6 major clinical study/ 588,358
7 double blind procedure/ 39,414
8 multicenter study/ 22,636
9 single blind procedure/ 3668
10  phase 3 clinical study/ 0
11 phase 4 clinical study/ 0
12 crossover procedure/ 12,287
13 placebo/ 32,756
14 or/1-13 2,170,105
15  allocat$.ab, . 16,106
16 assign$.ab,t. 53,115
17 blind$.ab, 1. 68,077
18  (clinic$ adj25 (study or trial)).ab, . 148,983
19 compar$.ab,f. 970,721
20  control$.ab,ti. 709,769
21 cross?over.ab,t. 13,740
22  factorial$.ab, . 3497
23 follow?up.ab,t. 5611
24 placebo$.ab,ti. 55,194
25  prospectiv$.ab,ti. 117,171
26  random$.ab, . 177,938
27 ((singl$ or doubl$ or trebl$ or tripl$) adj25 (blind$ or mask$)).ab, ti. 49,100
28  fial.ab,ti. 87,714
29  (versus or vs).ab,t. 221,186
30 or/15-29 1,720,706
31 140r30 2,850,093
32 human/ 3,222,085
33 nonhuman/ 1,664,688
34 animal/ 6795
35  animal experiment/ 565,983
36 330r34o0r35 1,675,523
37  36not32 1,445,903
38  31not37 2,008,901
39  exp Melanoma/ 23,169
40  melanoma.t,ab. 23,360
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Keyword/search history Results
41 390r40 27,933
42  observation.ti,ab. 61,463
43 placebo.f,ab. 54,941
44 38and 41 14,403
45 420r43 115,357
46 44and 45 350
47 limit 46 to yr=1996-2004 203
48  limit47 to human 199
49 limit 48 to review 16
50 48not49 183
51 limit 50 to english language 175
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10.

Appendix G Comparator — list of
citations and reasons for
exclusion

Abeck D, Schmidt T, Fesq H, Strom K, Mempel M, Brockow K, Ring ] (2000), Long-term efficacy of
medium-dose UVA1 phototherapy in atopic dermatitis, Journal of the American Academy of Dermatology 42:
254-257.

Reason for exclusion: Not an RCT.

Agarwala SS, Ferri W, Gooding W, Kirkwood JM (1999), A phase III randomized trial of dacarbazine and
carboplatin with and without tamoxifen in the treatment of patients with metastatic melanoma, Cancer 85:
1979-1984.

Reason for exclusion: Wrong intervention.

Agarwala SS, Glaspy J, O'Day SJ, Mitchell M, Gutheil J, Whitman E, Gonzalez R, Hersh E, Feun L, Belt R,
Meyskens F, Hellstrand K, Wood D, Kirkwood JM, Gehlsen KR, Naredi P (2002), Results from a
randomized phase III study comparing combined treatment with histamine dihydrochloride plus
interleukin-2 versus interleukin-2 alone in patients with metastatic melanoma, Journal of Clinical Oncology 20:
125-133.

Reason for exclusion: Wrong intervention.

Alexander HR, Libutti SK, Bartlett DL, Puhlmann M, Fraker DL, Bachenheimer LC (2000), A phase I-11
study of isolated hepatic perfusion using melphalan with or without tumor necrosis factor for patients with
ocular melanoma metastatic to liver, Clinical Cancer Research 6: 3062-3070.

Reason for exclusion: Not an RCT.

Amirkhosravi A, Amaya M, Siddiqui F, Biggerstaff P, Meyer TV, Francis JL (1999), Blockade of
Gpllb/IIIa inhibits the release of vascular endothelial growth factor (VEGF) from tumor cell-activated
platelets and experimental metastasis, Platelets 10: 285-292.

Reason for exclusion: Non human/in vitro.

Anastassiou G, Coupland SE, Stang A, Boeloeni R, Schilling H, Bornfeld N (2001), Expression of Fas and
Fas ligand in uveal melanoma: Biological implication and prognostic value, Journal of Pathology 194: 466-472.
Reason for exclusion: Non human/in vitro.

Andres P, Le F, Stalder JF (1997), Computerized analysis of atypical and multiple nevi: more efficient than
classical clinical comparison for the detection of modifications in surface area? European Journal of
Dermatology 7: 577-580.

Reason for exclusion: Not an RCT.

Andres P, Cupissol D, Guillot B, Avril MF, Dreno B (1998), Subcutaneous interleukin-2 and interferon-
alpha therapy associated with cisplatin monochemotherapy in the treatment of metastatic melanoma,
European Journal of Dermatology 8: 235-239.

Reason for exclusion: Not an RCT.

Antoine EC, Benhammouda A, Bernard A, Youssef A, Mortier N, Gozy M, Nizri D, Auclerc G, Rocher
MA, Soubrane CL, Weil M, Khayat D (1997), Salpetriere Hospital experience with biochemotherapy in
metastatic melanoma, Cancer Journal From Scientific American 3 Suppl 1: S16-S21.

Reason for exclusion: Not an RCT.

Anuszewska EL, Gruber BM, Koziorowska JH (1997), Studies on adaptation to adriamycin in cells
pretreated with hydrogen peroxide, Biochemical Pharmacology 54: 597-603.
Reason for exclusion: Non human/in vitro.
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11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Aoyama T, Mastrangelo MJ, Berd D, Nathan FE, Shields CL, Shields JA, Rosato EL, Rosato FE, Sato T
(2000), Protracted survival after resection of metastatic uveal melanoma, Cancer 89: 1561-1568.
Reason for exclusion: Not an RCT.

Arbiser JL, Kraeft SK, Van L, Hurwitz S]J, Selig M, Dickersin GR, Flint A, Byers HR, Lan B (1998),
Clioquinol-zinc chelate: a candidate causative agent of subacute myelo-optic neuropathy, Molecular Medicine
4: 665-670.

Reason for exclusion: Non human/in vitro.

Ascierto PA, Palmieri G, Parasole R, Daponte A, Castello G (1999), 3-year treatment with recombinant
interferon-alpha as adjuvant therapy of cutaneous malignant melanoma, International Journal of Molecular
Medicine 3: 303-306.

Reason for exclusion: Not an RCT.

Ascierto PA, Daponte A, Giuseppe P (1999), Adjuvant treatment of melanoma using placebo or no
therapies as control-arm: is it ethically correct? Melanoma Research 9: 528-529.
Reason for exclusion: Review.

Atkins MB, Kunkel L, Sznol M, Rosenberg SA (2000), High-dose recombinant interleukin-2 therapy in
patients with metastatic melanoma: long-term survival update, Cancer Journal From Scientific American 6 Suppl
1: S11-S14.

Reason for exclusion: Wrong intervention.

Augsburger JJ, Correa ZM, Freire J, Brady LW (1998), Long-term survival in choroidal and ciliary body
melanoma after enucleation versus plaque radiation therapy, Ophthalmology 105: 1670-1678.
Reason for exclusion: Wrong patient group.

Augsburger JJ, Schneider S, Freire J, Brady LW (1999), Survival following enucleation versus plaque
radiotherapy in statistically matched subgroups of patients with choroidal melanomas: results in patients
treated between 1980 and 1987, Graefes Archive for Clinical & Experimental Ophthalmology 237: 558-567.
Reason for exclusion: Not an RCT.

Baars A, Claessen AM, van den Eertwegh AJ, Gall HE, Stam AG, Meijer S, Giaccone G, Meijer CJ,
Scheper RJ, Wagstaff ], Vermorken JB, Pinedo HM (2000), Skin tests predict survival after autologous
tumor cell vaccination in metastatic melanoma: experience in 81 patients, Annals of Oncology 11: 965-970.
Reason for exclusion: Not an RCT.

Baekke J, Rytter C, Mouridsen H, Madsen EL, Moholt K, Bastholt L. (2000), A phase II trial of
recombinant interferon alpha-2b and cisplatin in metastatic melanoma, Acta Oncologica 39: 625-628.
Reason for exclusion: Not an RCT.

Bafaloukos D, Gogas H, Georgoulias V, Briassoulis E, Fountzilas G, Samantas E, Kalofonos C, Skatlos D,
Karabelis A, Kosmidis P (2002), Temozolomide in combination with docetaxel in patients with advanced
melanoma: a phase II study of the Hellenic Cooperative Oncology Group, Journal of Clinical Oncology 20:
420-425.

Reason for exclusion: Not an RCT.

Balch CM, Soong S, Bartolucci AA, Urist MM, Karakousis CP, Smith TJ, Temple W], Ross MI, Jewell
WR, Mihm MC, Barnhill RL, Wanebo HJ (1996), Efficacy of an elective regional lymph node dissection of
1 to 4 mm thick melanomas for patients 60 years of age and younger, Annals of Surgery 224: 255-266.
Reason for exclusion: Wrong patient group.

Balch CM, Soong SJ, Ross MI, Urist MM, Karakousis CP, Temple W], Mihm MC, Barnhill RL, Jewell WR,
Wanebo HJ, Harrison R (2000), Long-term results of a multi-institutional randomized trial comparing
prognostic factors and surgical results for intermediate thickness melanomas (1.0 to 4.0 mm), Annals of
Surgical Oncology 7: 87-97.

Reason for exclusion: Wrong patient group.

Balch CM, Soong SJ, Smith T, Ross MI, Urist MM, Karakousis CP, Temple W], Mihm MC, Barnhill RL,
Jewell WR, Wanebo HJ, Desmond R, Investigators from the Intergroup Melanoma Surgical Trial (2001),
Long-term results of a prospective surgical trial comparing 2 cm vs 4 cm excision margins for 740 patients
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24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

with 1-4 mm melanomas, Annals of Surgical Oncology 8: 101-108.
Reason for exclusion: Wrong patient group.

Batioglu F, Gunalp I (1998), Malignant melanomas of the iris, Japanese Journal of Ophthalmology 42: 281-285.
Reason for exclusion: Not an RCT.

Batliwalla FM, Bateman BA, Serrano D, Murray D, Macphail S, Maino VC, Ansel JC, Gregersen PK,
Armstrong CA (1998), A 15-year follow-up of AJCC stage III malignant melanoma patients treated
postsurgically with Newcastle disease virus (NDV) oncolysate and determination of alterations in the CD8
T cell repertoire, Molecular Medicine 4: 783-794.

Reason for exclusion: Not an RCT.

Bechrakis NE, Foerster MH, Bornfeld N (2002), Biopsy in indeterminate intraocular tumors, Ophthalmology
109: 235-242.
Reason for exclusion: Not an RCT.

Ben Izhak O, Levy R, Weill S, Groisman G, Cohen H, Stajerman S, Misselevich I, Nitecky S, Eidelman S,
Kerner H (1997), Anorectal malignant melanoma: a clinicopathologic study, including
immunohistochemistry and DNA flow cytometry, Cancer 79: 18-25.

Reason for exclusion: Not an RCT.

Berd D, Maguire HCJ, Schuchter LM, Hamilton R, Hauck WW, Sato T, Mastrangelo M] (1997),
Autologous hapten-modified melanoma vaccine as postsurgical adjuvant treatment after resection of nodal
metastases, Journal of Clinical Oncology 15: 2359-2370.

Reason for exclusion: Not an RCT.

Berking C, Takemoto R, Binder RL, Hartman SM, Ruiter DJ, Gallagher PM, Lessin SR, Herlyn M (2002),
Photocarcinogenesis in human adult skin grafts, Carcinogenesis 23: 181-187.
Reason for exclusion: Non human/in vitro.

Bernengo MG, Doveil GC, Bertero M, Quaglino P, Fierro MT, Savoia P, Appino A, Colonna S (1996),
Low-dose integrated chemoimmuno-hormonotherapy with cisplatin, subcutaneous interleukin-2, alpha-
interferon and tamoxifen for advanced metastatic melanoma — a pilot study, Melanoma Research 6: 257-265.
Reason for exclusion: Not an RCT.

Bieligk SC, Ghossein R, Bhattacharya S, Coit DG (1999), Detection of tyrosinase mRNA by reverse
transcription-polymerase chain reaction in melanoma sentinel nodes, Annals of Surgical Oncology 6: 232-240.
Reason for exclusion: Not an RCT.

Blum A, Brand CU, Ellwanger U, Schlagenhauff B, Stroebel W, Rassner G, Garbe C (1999), Awareness
and early detection of cutaneous melanoma: an analysis of factors related to delay in treatment, British
Journal of Dermatology 141: 783-787.

Reason for exclusion: Not an RCT.

Bodey B, Bodey BBJ, Groger AM, Siegel SE, Kaiser HE (1997), Nm23/nucleoside diphosphate (NDP)
kinase expression in human malignant melanomas: significance and implications in tumor biology,
Anticancer Research 17: 505-511.

Reason for exclusion: Non human/in vitro.

Bonftrer JM, Korse CM (2001), Monitoring malignant melanoma with the S-100B tumour marker, Recent
Results in Cancer Research 158: 149-157.
Reason for exclusion: Not an RCT.

Bowen GM, Chang AE, Lowe I, Hamilton T, Patel R, Johnson TM (2000), Solitary melanoma confined to
the dermal and/or subcutaneous tissue: evidence for revisiting the staging classification, Archives of
Dermatology 136: 1397-1399.

Reason for exclusion: Not an RCT.

Box NF, Duffy DL, Irving RE, Russell A, Chen W, Griffiths LR, Parsons PG, Green AC, Sturm RA
(2001), Melanocortin-1 receptor genotype is a risk factor for basal and squamous cell carcinoma, Journal of
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37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

Investigative Dermatology 116: 224-229.
Reason for exclusion: Not an RCT.

Bremer M, Neuhofer C, Auberger T, Zimmermann FB, Kneschaurek P, Reuschel W, Molls M (1999),
Palliative radiotherapy of malignant melanoma with reactor fission neutron therapy (RENT): a prospective
study, Radiation Oncology Investigations 7: 118-124.

Reason for exclusion: Not an RCT.

Brenner B, Sulkes A, Rakowsky E, Feinmesser M, Yukelson A, Bar-Haim E, Katz A, Idelevich E, Neuman
A, Barhana M, Fenig E (2001), Second neoplasms in patients with Merkel cell carcinoma, Cancer 91: 1358-
1362.

Reason for exclusion: Not an RCT.

Brochez L, Verhaeghe E, Bleyen L, Naeyaert JM (2001), Time delays and related factors in the diagnosis of
cutaneous melanoma, European Journal of Cancer 37: 843-848.
Reason for exclusion: Not an RCT.

Brocker EB, Bohndorf W, Kampgen E, Trcka J, Messer P, Tilgen W, Engenhart K, Flentje M (1990),
Fotemustine given simultaneously with total brain irradiation in multiple brain metastases of malignant
melanoma: report on a pilot study, Melanoma Research 6: 399-401.

Reason for exclusion: Not an RCT.

Brown AM, Christie D, Taylor R, Secombe MA, Coates MS (1997), The occurrence of cancer in a cohort
of New South Wales coal miners, Australian & New Zealand Journal of Public Health 21: 29-32.
Reason for exclusion: Not an RCT.

Butow PN, Coates AS, Dunn SM (1999), Psychosocial predictors of survival in metastatic melanoma,
Journal of Clinical Oncology 17: 2256-2263.
Reason for exclusion: Not an RCT.

Buzaid AC, Colome M, Bedikian A, Eton O, Legha SS, Papadopoulos N, Plager C, Ross M, Lee JE,
Mansfield P, Rice J, Ring S, Lee JJ, Strom E, Benjamin R (1998), Phase II study of neoadjuvant concurrent
biochemotherapy in melanoma patients with local-regional metastases, Melanoma Research 8: 549-556.
Reason for exclusion: Not an RCT.

Bystryn JC, Zeleniuch-Jacquotte A, Oratz R, Shapiro RL, Harris MN, Roses DF (2001), Double-blind trial
of a polyvalent, shed-antigen, melanoma vaccine, Clinical Cancer Research 7: 1882-1887.
Reason for exclusion: Small sample size.

Capuron L, Gumnick JF, Musselman DL, Lawson DH, Reemsnyder A, Nemeroff CB, Miller AH (2002),
Neurobehavioral effects of interferon-alpha in cancer patients: phenomenology and paroxetine
responsiveness of symptom dimensions, Neuropsychopharmacology 26: 643-652.

Reason for exclusion: Wrong intervention.

Carbone PP, Pirsch JD, Thomas JP, Douglas JA, Verma AK, Larson PO, Snow S, Tutsch KD, Pauk D
(2001), Phase I chemoprevention study of difluoromethylornithine in subjects with organ transplants,
Cancer Epidemiology, Biomarkers & Prevention 10: 657-661.

Reason for exclusion: Wrong patient group.

Cascinelli N (1998), Margin of resection in the management of primary melanoma, Seminars in Surgical
Oncology 14: 272-275.
Reason for exclusion: Review.

Cascinelli N, Belli F, Mascheroni L, Lenisa L, Clemente C (1998), Evaluation of clinical efficacy and
tolerability of intravenous high dose thymopentin in advanced melanoma patients, Melanoma Research 8: 83-
89.

Reason for exclusion: Not an RCT.

Chakraborty AK, De Freitas Sousa ] [looks odd - pls check ref details], Espreafico EM, Pawelek JM (2001),
Human monocyte x mouse melanoma fusion hybrids express human gene, Gene 275: 103-106.
Reason for exclusion: Non human/in vitro.
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50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

Chapman PB, Einhorn LLH, Meyers ML, Saxman S, Destro AN, Panageas KS, Begg CB, Agarwala SS,
Schuchter LM, Ernstoff MS, Houghton AN, Kirkwood JM (1999), Phase III multicenter randomized trial
of the Dartmouth regimen versus dacarbazine in patients with metastatic melanoma, Journal of Clinical
Oncology 17: 2745-2751.

Reason for exclusion: Wrong intervention.

Christie DRH, Tiver KW (1996), Radiotherapy for melanotic freckles, Australasian Radiology 40: 331-333.
Reason for exclusion: Not an RCT.

Clemente C, Belli F, Mascheroni L, Bufalino R, Rao S, Baldini MT, Mihm J, Cascinelli N (1996), Biological
activity and clinical efficacy of intravenous high dose thymopentin in metastatic melanoma patients,
Melanoma Research 6: 63-69.

Reason for exclusion: Not an RCT.

Cohn-Cedermark G, Rutqvist LE, Andersson R, Breivald M, Ingvar C, Johansson H, Jonsson PE,
Krysander L, Lindholm C, Ringborg U, Ascierto PA, Daponte A, Parasole R, Perrone F, Caraco C,
Melucci M, Palmieri G, Napolitano M, Mozzillo N, Castello G (2000), Long term results of a randomized
study by the Swedish Melanoma Study Group on 2-cm versus 5-cm resection margins for patients with
cutaneous melanoma with a tumor thickness of 0.8-2.0 mm. Intermediate dose recombinant interferon-
alpha as second-line treatment for patients with recurrent cutaneous melanoma who were pretreated with
low dose interferon, Cancer 89: 1495-1501.

Reason for exclusion: Wrong intervention.

Cole BF, Gelber RD, Kirkwood JM, Goldhirsch A, Barylak E, Borden E (1996), Quality-of-life-adjusted
survival analysis of interferon alfa-2b adjuvant treatment of high-risk resected cutaneous melanoma: an
Eastern Cooperative Oncology Group study, Journal of Clinical Oncology 14: 2666-2673.

Reason for exclusion: Wrong outcomes.

Collaborative Ocular Melanoma Study Group (1997), Mortality in patients with small choroidal melanoma.
COMS report no. 4., Archives of Ophthalmology 115: 886-893.
Reason for exclusion: Wrong patient group.

Collaborative Ocular Melanoma Study (COMS) (1998), Randomized trial of pre-enucleation radiation of
large choroidal melanoma II: initial mortality findings. COMS report no.10, American Journal of Ophthalmology
125: 779-796.

Reason for exclusion: Wrong patient group.

Collaborative Ocular Melanoma Study Group (1999), Quality of life assessment in the collaborative ocular
melanoma study: design and methods. COMS-QOLS Report No. 1. COMS Quality of Life Study Group,
Ophthalmic Epidemiology 6: 5-17.

Reason for exclusion: Wrong patient group.

Conway RM, Chua WT, Qureshi C, Billson FA (2001), Primary iris melanoma: diagnostic features and
outcome of conservative surgical treatment, British Journal of Ophthalmology 85: 848-854.
Reason for exclusion: Not an RCT.

Cooney KA, Tsou HC, Petty EM, Miesfeldt S, Ping XL, Gruener AC, Peacocke M (1999), Absence of
PTEN germ-line mutations in men with a potential inherited predisposition to prostate cancer, Clinical
Cancer Research 5: 1387-1391.

Reason for exclusion: Not an RCT.

Creagan ET, Rowland KM]J, Suman V], Kardinal CG, Marschke RF], Marks RS, Maples W] (1997), Phase
II study of combined levamisole with recombinant interleukin-2 in patients with advanced malignant
melanoma, American Journal of Clinical Oncology 20: 490-492.

Reason for exclusion: Not an RCT.

Creagan ET, Suman V], Dalton R]J, Pitot HC, Long HJ, Veeder MH, Vukov AM, Rowland KM, Krook JE,
Michalak JC (1999), Phase III clinical trial of the combination of cisplatin, dacarbazine, and carmustine
with or without tamoxifen in patients with advanced malignant melanoma, Journal of Clinical Oncology 17:
1884-1890.

Reason for exclusion: Wrong intervention.
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62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

Cruickshanks KJ, Fryback DG, Nondahl DM, Robinson N, Keesey U, Dalton DS, Robertson DM,
Chandra SR, Mieler WF, Zakov ZN, Custer PL, Del Priore LV, Albert DM (1999), Treatment choice and
quality of life in patients with choroidal melanoma, Archives of Ophthalmology 117: 461-467.

Reason for exclusion: Wrong patient group.

Daponte A, Ascierto PA, Gravina A, Melucci MT, Palmieri G, Comella P, Cellerino R, DelLena M, Marini
G, Comella G (2000), Cisplatin, dacarbazine, and fotemustine plus interferon alpha in patients with
advanced malignant melanoma. A multicenter phase II study of the Italian Cooperative Oncology Group,
Cancer 89: 2630-2636.

Reason for exclusion: Not an RCT.

Das G, Cohen EP, Richards JM (1997), Phase I evaluation of interleukin-2-transfected irradiated allogeneic
melanoma for the treatment of metastatic melanoma: appendix 1: protocol, Human Gene Therapy 8: 1701-
1714.

Reason for exclusion: Not an RCT.

de Hullu JA, Hollema H, Hoekstra HJ, Piers DA, Mourits MJ, Aalders JG, van der Zee AG (2002), Vulvar
melanoma: is there a role for sentinel lymph node biopsy?, Cancer 94: 486-491.
Reason for exclusion: Not an RCT.

De Waard-Siebinga I, Houbiers JGA, Hilders CGJM, De Wolf-Rouendaal, Jager MJ (1996), Differential
expression of HLA-A and B alleles on uveal melanoma as determined by immunohistology, Ocular
Immunology & Inflammation 4: 1-14.

Reason for exclusion: Non human/in vitro.

Decian F, Mondini G, Demarchi R, Muzio G, Sementa A, Bocchio MM, Spirito C, Simoni G, Civalleri D
(1996), Conventional isolated hyperthermic antiblastic perfusion in the treatment of recurrent limb
melanoma, Anticancer Research 16: 2017-2024.

Reason for exclusion: Not an RCT.

Di Fillipo F, Anza M, Rossi CR, Cavaliere F, Botti C, Lise M, Garinei R, Giannarelli D, Vasselli S, Zupi G,
Cavaliere R (1998), The application of hyperthermia in regional chemotherapy, Seminars in Surgical Oncology
14: 215-223.

Reason for exclusion: Not an RCT.

Dickler MN, Ragupathi G, Liu NX, Musselli C, Martino DJ, Miller VA, Kris MG, Brezicka FT, Livingston
PO, Grant SC (1999), Immunogenicity of a fucosyl-GM1-keyhole limpet hemocyanin conjugate vaccine in
patients with small cell lung cancer, Clinical Cancer Research 5: 2773-2779.

Reason for exclusion: Wrong patient group.

Dickman PW, Gibberd RW, Hakulinen T (1997), Estimating potential savings in cancer deaths by
eliminating regional and social class variation in cancer survival in the Nordic countries, Journal of
Epidemiology & Community Health 51: 289-298.

Reason for exclusion: Epidemiological study.

Diener-West M, Earle JD, Fine SL, Hawkins BS, Moy CS, Reynolds SM, Schachat AP, Straatsma BR, The
Collaborative Ocular Melanoma Study Group (2001), The COMS randomized trial of iodine 125
brachytherapy for choroidal melanoma, I11: initial mortality findings. COMS Report No. 18, Archives of
Ophthalmology 119: 969-982.

Reason for exclusion: Wrong patient group.

Dillman RO, Wiemann MC, Vander-Molen LA, Bury MJ, DePriest C, Church C (1997), Hybrid high-dose
bolus/continuous infusion intetleukin-2 in patients with metastatic melanoma: a phase II trial of the
Cancer Biotherapy Research Group (formerly the National Biotherapy Study Group), Cancer Biotherapy &
Radiopharmaceuticals 12: 249-255.

Reason for exclusion: Not an RCT.

Dillman RO, Nayak SK, Barth NM, DeL.eon C, Schwartzberg LS, Spitler LE, Church C, O'Connor AA,
Beutel LD (1998), Clinical experience with autologous tumor cell lines for patient-specific vaccine therapy
in metastatic melanoma, Cancer Biotherapy & Radiopharmaceuticals 13: 165-176.

Reason for exclusion: Not an RCT.
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75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

Dillman RO, Soori G, Wiemann MC, Schulof R, Dobbs TW, Ruben RH, DePriest CB, Church C (2000),
Phase II trial of subcutaneous interleukin-2, subcutaneous interferon-alpha, intravenous combination
chemotherapy, and oral tamoxifen in the treatment of metastatic melanoma: final results of cancer
biotherapy research group 94-11, Cancer Biotherapy & Radiopharmaceuticals 15: 487-494.

Reason for exclusion: Not an RCT.

Dillman RO, DeLeon C, Beutel LD, Barth NM, Schwartzberg LS, Spitler LE, Garfield DH, O'Connor AA,
Nayak SK (2001), Short-term autologous tumor cell lines for the active specific immunotherapy of patients
with metastatic melanoma, Critical Reviews in Oncology-Hematology 39: 115-123.

Reason for exclusion: Not an RCT.

Dorval T, Negrier S, Chevreau C, Avril MF, Baume D, Cupissol D, Oskam R, de Peuter R, Vinke ],
Herrera A, Escudier B (1999), Randomized trial of treatment with cisplatin and interleukin-2 either alone
or in combination with interferon-alpha-2a in patients with metastatic melanoma: a Federation Nationale
des Centres de Lutte Contre le Cancer multicenter, parallel study, Cancer 85: 1060-1066.

Reason for exclusion: Wrong intervention.

Drachenberg KJ, Wheeler AW, Stuebner P, Horak F (2001), A well-tolerated grass pollen-specific allergy
vaccine containing a novel adjuvant, monophosphoryl lipid A, reduces allergic symptoms after only four
preseasonal injections, Allergy 56: 498-505.

Reason for exclusion: Wrong intervention.

Dreau D, Foster M, Hogg M, Swiggett J, Holder WD, White RL (2001), Angiogenic and immune
parameters during recombinant interferon-alpha2b adjuvant treatment in patients with melanoma, Oncology
Research 12: 241-251.

Reason for exclusion: Not an RCT.

Du Bois JS, Trehu EG, Mier JW, Shapiro L, Epstein M, Klempner M, Dinarello C, Kappler K, Ronayne L,
Rand W, Atkins MB (1997), Randomized placebo-controlled clinical trial of high-dose interleukin-2 in
combination with a soluble p75 tumor necrosis factor receptor immunoglobulin G chimera in patients with
advanced melanoma and renal cell carcinoma, Journal of Clinical Oncology 15: 1052-1062.

Reason for exclusion: Wrong intervention.

Edgar AJ, Bennett JP (1999), Inhibition of dendrite formation in mouse melanocytes transiently
transfected with antisense DNA to myosin Va, Journal of Anatomy 195: 173-184.
Reason for exclusion: Non human/in vitro.

Egerer G, Lehnert T, Max R, Nacher H, Keilholz U, Ho AD (2001), Pilot study of hepatic intraarterial
fotemustine chemotherapy for liver metastases from uveal melanoma: a single-center experience with
seven patients, International Journal of Clinical Oncology 6: 25-28.

Reason for exclusion: Not an RCT.

Eggermont AM, Keilholz U, Testori A, Cook M, Lienard D, Ruiter DJ (2001), The EORTC melanoma
group translational research program on prognostic factors and ultrastaging in association with the
adjuvant therapy trials in stage II and stage III melanoma. European Organization for Research and
Treatment of Cancer, Annals of Surgical Oncology 8: 38S-408S.

Reason for exclusion: Insufficient follow-up.

Eggermont AMM (1997), The current EORTC Melanoma Cooperative Group adjuvant trial programme
on malignant melanoma: prognosis versus efficacy, toxicity and costs, Melanoma Research 7: S127-S131.
Reason for exclusion: Insufficient follow-up.

Eggermont AMM (1998), Strategy of the EORTC-MCG trial programme for adjuvant treatment of
moderate-risk and high-risk melanoma, European Journal of Cancer 34: S22-S26.
Reason for exclusion: Insufficient follow-up.

Essner R, Conforti A, Kelley MC, Wanek L, Stern S, Glass E, Morton DL (1999), Efficacy of lymphatic
mapping, sentinel lymphadenectomy, and selective complete lymph node dissection as a therapeutic
procedure for eatly-stage melanoma, Annals of Surgical Oncology 6: 442-449.

Reason for exclusion: Not an RCT.
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Eton O, Talpaz M, Lee KH, Rothberg JM, Brell JM, Benjamin RS (1996), Phase II trial of recombinant
human interleukin-2 and interferon-alpha-2a: implications for the treatment of patients with metastatic
melanoma, Cancer 77: 893-899.

Reason for exclusion: Not an RCT.

Eton O, Kharkevitch DD, Gianan MA, Ross MI, Ttoh K, Pride MW, Donawho C, Buzaid AC, Mansfield
PF, Lee JE, Legha SS, Plager C, Papadopoulos NE, Bedikian AY, Benjamin RS, Balch CM (1998), Active
immunotherapy with ultraviolet B-irradiated autologous whole melanoma cells plus DETOX in patients
with metastatic melanoma, Clinical Cancer Research 4: 619-627.

Reason for exclusion: Not an RCT.

Eton O, Legha SS, Moon TE, Buzaid AC, Papadopoulos NE, Plager C, Burgess AM, Bedikian AY, Ring S,
Dong Q, Glassman AB, Balch CM, Benjamin RS (1998), Prognostic factors for survival of patients treated
systemically for disseminated melanoma, Journal of Clinical Oncology 16: 1103-1111.

Reason for exclusion: Wrong patient group.

Eton O, Buzaid AC, Bedikian AY, Smith TM, Papadopoulos NE, Ellerhorst JA, Hibberts JL, Legha SS,
Benjamin RS (2000), A phase II study of "decrescendo" intetleukin-2 plus interferon-alpha-2a in patients
with progressive metastatic melanoma after chemotherapy, Cancer 88: 1703-1709.

Reason for exclusion: Not an RCT.

Eton O, Legha SS, Bedikian AY, Lee JJ, Buzaid AC, Hodges C, Ring SE, Papadopoulos NE, Plager C,
East MJ, Zhan F, Benjamin RS (2002), Sequential biochemotherapy versus chemotherapy for metastatic
melanoma: results from a phase III randomized trial, Journal of Clinical Oncology 20: 2045-2052.

Reason for exclusion: Wrong intervention.

Falkson CI, Ibrahim J, Kirkwood JM, Coates AS, Atkins MB, Blum RH (1998), Phase III trial of
dacarbazine versus dacarbazine with interferon alpha-2b versus dacarbazine with tamoxifen versus
dacarbazine with interferon alpha-2b and tamoxifen in patients with metastatic malignant melanoma: an
Eastern Cooperative Oncology Group study, Journal of Clinical Oncology 16: 1743-1751.

Reason for exclusion: Wrong intervention.

Fang D, Hallman J, Sangha N, Kute TE, Hammarback JA, White WL, Setaluri V (2001), Expression of
microtubule-associated protein 2 in benign and malignant melanocytes: implications for differentiation and
progression of cutaneous melanoma, American Journal of Pathology 158: 2107-2115.

Reason for exclusion: Non human/in vitro

Farina B, Bartoli C, Bono A, Colombo A, Lualdi M, Tragni G, Marchesini R (2000), Multispectral imaging
approach in the diagnosis of cutaneous melanoma: Potentiality and limits, Physics in Medicine & Biology 45:
1243-1254.

Reason for exclusion: Not an RCT

Feigl B, Faschinger C, Soyer P (2000), Melanoma-associated retinopathy versus abnormal retinal function
due to interferon-alpha/isotretinoin therapy in cutaneous malignant melanoma, Ophthalmologica 214: 271-
276.

Reason for exclusion: Wrong patient group.

Fenn NJ, Horgan K, Johnson RC, Hughes LE, Mansel RE (1997), A randomized controlled trial of
prophylactic isolated cytotoxic perfusion for poor-prognosis primary melanoma of the lower limb,
European Journal of Surgical Oncology 23: 6-9.

Reason for exclusion: Wrong patient group.

Fernandez-Vicioso E, Suh JH, Kupelian PA, Sohn JW, Barnett GH (1997), Analysis of prognostic factors
for patients with single brain metastasis treated with stereotactic radiosurgery, Radiation Oncology Investigations
5:31-37.

Reason for exclusion: Not an RCT.

Finley JW, Gibbs JF, Rodriguez LM, Letourneau R, Driscoll D, Kraybill W, Reintgen DS, Fuhrman G,
Boyle M, Finley JW (2000), Pathologic and clinical features influencing outcome of thin cutaneous
melanoma: Correlation with newly proposed staging system, American Surgeon 66: 527-532.

Reason for exclusion: Not an RCT.
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Flaherty LE, Liu PY, Unger |, Sondak VK (1997), Comparison of patient characteristics and outcome
between a single-institution phase II trial and a cooperative-group phase II trial with identical eligibility in
metastatic melanoma, American Journal of Clinical Oncology 20: 600-604.

Reason for exclusion: Not an RCT.

Flaherty LE, Unger JM, Liu PY, Mertens WC, Sondak VK (1998), Metastatic melanoma from intraocular
primary tumors: the Southwest Oncology Group experience in phase Il advanced melanoma clinical trials,
American Journal of Clinical Oncology 21: 568-572.

Reason for exclusion: Wrong patient group.

Flaherty LE (2000), Rationale for intergroup trial E-3695 comparing concurrent biochemotherapy with
cisplatin, vinblastine, and DTIC alone in patients with metastatic melanoma, Cancer Journal From Scientific
American 6 Suppl 1: $15-S20.

Reason for exclusion: Review.

Foote JA, Harris RB, Giuliano AR, Roe DJ, Moon TE, Cartmel B, Alberts DS (2001), Predictors for
cutaneous basal- and squamous-cell catcinoma among actinically damaged adults, International Journal of
Cancer 95: 7-11.

Reason for exclusion: Wrong patient group.

Fortis C, Foppoli M, Gianotti L, Galli L, Citterio G, Consogno G, Gentilini O, Braga M (1996), Increased
interleukin-10 serum levels in patients with solid tumours, Cancer Letters 104: 1-5.
Reason for exclusion: Not an RCT.

Frahm SO, Schubert C, Parwaresch R, Rudolph P (2001), High proliferative activity may predict early
metastasis of thin melanomas, Human Pathology 32: 1376-1381.
Reason for exclusion: Not an RCT.

Franciosi V, Cocconi G, Michiara M, Di Costanzo F, Fosser V, Tonato M, Carlini P, Boni C, Di Sarra S
(1999), Front-line chemotherapy with cisplatin and etoposide for patients with brain metastases from
breast catcinoma, nonsmall cell lung carcinoma, or malignant melanoma: a prospective study, Cancer 85:
1599-1605.

Reason for exclusion: Wrong patient group.

Franke W, Neumann NJ, Ruzicka T, Schulte KW (2000), Plantar malignant melanoma — a challenge for
early recognition, Melanoma Research 10: 571-576.
Reason for exclusion: Not an RCT.

Freidlin B, Korn EL (2002), A testing procedure for survival data with few responders, Statistics in Medicine
21: 65-78.
Reason for exclusion: Review.

Fuller LC, Allen MH, Montesu M, Barker JNWN, MacDonald DM (1996), Expression of E-cadherin in
human epidermal non-melanoma cutaneous tumours, British Journal of Dermatology 134: 28-32.
Reason for exclusion: Wrong patient group

Giambernardi TA, Sakaguchi AY, Gluhak J, Pavlin D, Troyer DA, Das G, Rodeck U, Klebe R] (2001),
Neutrophil collagenase (MMP-8) is expressed during early development in neural crest cells as well as in
adult melanoma cells, Matrix Biology 20: 577-587.

Reason for exclusion: Non human/in vitro.

Gibbs P, Tannucci A, Becker M, Allen J, O'Driscoll M, McDowell K, Williams P, Rosse P, Mutrphy J,
Gonzalez R (2000), A phase II study of biochemotherapy for the treatment of metastatic malignant
melanoma, Melanoma Research 10: 171-179.

Reason for exclusion: Not an RCT.

Gibbs P, Anderson C, Pearlman N, LaClaire S, Becker M, Gatlin K, O'Driscoll M, Stephens J, Gonzalez R
(2002), A phase II study of neoadjuvant biochemotherapy for stage III melanoma, Cancer 94: 470-476.
Reason for exclusion: Not an RCT
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111. Glantz MJ, Jaeckle KA, Chamberlain MC, Phuphanich S, Recht L, Swinnen L], Maria B, LaFollette S,
Schumann GB, Cole BF, Howell SB (1999), A randomized controlled trial comparing intrathecal sustained-
release cytarabine (DepoCyt) to intrathecal methotrexate in patients with neoplastic meningitis from solid
tumors, Clinical Cancer Research 5: 3394-3402.

Reason for exclusion: Wrong intervention.

112. Gonzalez-Larriba JL, Serrano S, Alvarez-Mon M, Camacho F, Casado MA, Diaz-Perez J1, Diaz-Rubio E,
Fosbrook L, Guillem V, Lopez-Lopez JJ, Moreno-Nogueira JA, Toribio ] (2000), Cost-effectiveness
analysis of interferon as adjuvant therapy in high-risk melanoma patients in Spain, European Journal of Cancer
36: 2344-2352.

Reason for exclusion: Wrong outcomes.

113. Grob JJ, Dreno B, de 1a Salmoniere, Delaunay M, Cupissol D, Guillot B, Souteyrand P, Sassolas B, Cesarini
JP, Lionnet S, Lok C, Chastang C, Bonerandi JJ (1998), Randomised trial of interferon alpha-2a as adjuvant
therapy in resected primary melanoma thicker than 1.5 mm without clinically detectable node metastases.
French Cooperative Group on Melanoma, Lancet 351: 1905-1910.

Reason for exclusion: Wrong patient group

114. Guadagni S, Russo F, Rossi CR, Pilati PL, Miotto D, Fiorentini G, Deraco M, Santinami M, Palumbo G,
Valenti M, Amicucci G (2002), Deliberate hypoxic pelvic and limb chemoperfusion in the treatment of
recurrent melanoma, American Journal of Surgery 183: 28-36.

Reason for exclusion: Not an RCT.

115. Gutman M, Abu-Abid S, Sorkine P, Inbar M, Lev D, Chen Z, Oron D, Chaitchik S, Klausner JM (1996),
Regional perfusion with hemofiltration (chemofiltration) for the treatment of patients with regionally
advanced cancer, Cancer 78: 1125-1130.

Reason for exclusion: Not an RCT.

116. Haddad FF, Stall A, Messina J, Brobeil A, Ramnath E, Glass LF, Cruse CW, Berman CG, Reintgen DS
(1999), The progression of melanoma nodal metastasis is dependent on tumor thickness of the primary
lesion, Annals of Surgical Oncology 6: 144-149.

Reason for exclusion: Not an RCT.

117. Hanly AJ, Jorda M, Elgart GW (2000), Cutaneous malignant melanoma associated with extensive
pseudoepitheliomatous hyperplasia. Report of a case and discussion of the origin of
pseudoepitheliomatous hyperplasia, Journal of Cutaneous Pathology 27: 153-156.

Reason for exclusion: Not an RCT.

118. Hauschild A, Garbe C, Stolz W, Ellwanger U, Seiter S, Dummer R, Ugurel S, Sebastian G, Nashan D,
Linse R, Achtelik W, Mohr P, Kaufmann R, Fey M, Ulrich J, Tilgen W (2001), Dacarbazine and interferon
alpha with or without interleukin 2 in metastatic melanoma: a randomized phase IIT multicentre trial of the
Dermatologic Cooperative Oncology Group (DeCOG), British Journal of Cancer 84: 1036-1042.

Reason for exclusion: Wrong intervention.

119. Henz BM, Macher E, Brocker EB, Suciu S, Steerenberg PA, Jung E, Rumke P (1996), Prognostic value of
tuberculin and BCG immunoreactivity in stage I high-risk malignant melanoma (EORTC protocol 18781),
Dermatology 193: 105-109.

Reason for exclusion: Wrong patient group.

120. Hernberg M, Pyrhonen S, Muhonen T (1999), Regimens with or without interferon-alpha as treatment for
metastatic melanoma and renal cell carcinoma: an overview of randomized trials, Journal of Immunotherapy
22: 145-154.
Reason for exclusion: Wrong patient group.

121. Hidalgo OF, Aramendia JM, Alonso G, Foncillas JG, Brugarolas A (1996), Results of two sequential phase
II studies of interleukin-2 (IL2) in metastatic renal cell carcinoma and melanoma: high-dose continuous
intravenous 1L2 infusion and subcutaneous 1.2 administration in combination with alpha interferon,
Revista de Medicina de la Universidad de Navarra 40: 6-12.

Reason for exclusion: Not an RCT.
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Hillner BE, Kirkwood JM, Atkins MB, Johnson ER, Smith T] (1997), Economic analysis of adjuvant
interferon alfa-2b in high-risk melanoma based on projections from Eastern Cooperative Oncology Group
1684, Journal of Clinical Oncology 15: 2351-2358.

Reason for exclusion: Wrong outcomes.

Hillner BE (1998), Cost-effectiveness assessment of interferon alfa-2b as adjuvant therapy of high-risk
resected cutaneous melanoma, European Journal of Cancer 34: S18-S21.
Reason for exclusion: Wrong outcomes.

Hillner BE, Agarwala S, Middleton MR (2000), Post hoc economic analysis of temozolomide versus
dacarbazine in the treatment of advanced metastatic melanoma, Journal of Clinical Oncology 18: 1474-1480.
Reason for exclusion: Wrong outcomes.

Hillner BE, Kirkwood JM, Agarwala SS (2001), Burden of illness associated with metastatic melanoma: an
audit of 100 consecutive referral center cases, Cancer 91: 1814-1821.
Reason for exclusion: Audit.

Hiraga T, Tanaka S, Yamamoto M, Nakajima T, Ozawa H (1996), Inhibitory effects of bisphosphonate
(YM175) on bone resorption induced by a metastatic bone tumor, Bone 18: 1-7.
Reason for exclusion: Non human/in vitro.

Hjalgrim H, Frisch M, Storm HH, Glimelius B, Pedersen JB, Melbye M (2000), Non-melanoma skin cancer
may be a marker of poor prognosis in patients with non-Hodgkin's lymphoma, International Journal of Cancer
85: 639-642.

Reason for exclusion: Wrong patient group.

Hoeller C, Jansen B, Heere-Ress E, Pustelnik T, Mossbacher U, Schlagbauer-Wadl H, Wolff K,
Pehamberger H (2001), Perilesional injection of t-GM-CSF in patients with cutaneous melanoma
metastases, Journal of Investigative Dermatology 117: 371-374.

Reason for exclusion: Not an RCT.

Hoffmann R, Muller I, Neuber K, Lassmann S, Buer J, Probst M, Oevermann K, Franzke A, Kirchner H,
Ganser A, Atzpodien ] (1998), Risk and outcome in metastatic malignant melanoma patients receiving
DTIC, cisplatin, BCNU and tamoxifen followed by immunotherapy with interleukin 2 and interferon
alpha2a, British Journal of Cancer 78: 1076-1080.

Reason for exclusion: Not an RCT.

Hohenberger P, Finke ILH, Schlag PM (1996), Intracompartmental pressure during hyperthermic isolated
limb perfusion for melanoma and sarcoma, European Journal of Surgical Oncology 22: 147-151.
Reason for exclusion: Wrong intervention.

Holder WDJ, White RLJ, Zuger JH, Easton EJJ, Greene FL, Wanebo H]J (1998), Effectiveness of positron
emission tomography for the detection of melanoma metastases, Annals of Surgery 227: 764-771.
Reason for exclusion: Not an RCT.

Hsueh EC, Famatiga E, Gupta RK, Qi K, Morton DL (1998), Enhancement of complement-dependent
cytotoxicity by polyvalent melanoma cell vaccine (CancerVax): correlation with survival, Annals of Surgical
Oncology 5: 595-602.

Reason for exclusion: Wrong intervention.

Hsueh EC, Nathanson L, Foshag L], Essner R, Nizze JA, Stern SL, Morton DL (1999), Active specific
immunotherapy with polyvalent melanoma cell vaccine for patients with in-transit melanoma metastases,
Cancer 85: 2160-2169.

Reason for exclusion: Not an RCT.

Huncharek M, Caubet JF, McGarry R (2001), Single-agent DTIC versus combination chemotherapy with
or without immunotherapy in metastatic melanoma: a meta-analysis of 3273 patients from 20 randomized
trials, Melanoma Research 11: 75-81.

Reason for exclusion: Wrong patient group.
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135. Hykin PG, Shields CL, Shields JA, Arevalo JF (1998), The efficacy of focal laser therapy in radiation-
induced macular edema, Ophthalmology 105: 1425-1429.
Reason for exclusion: Not an RCT.

136. Jansen B, Schlagbauer-Wadl H, Eichler HG, Wolff K, Van Elsas A, Schrier PI, Pehamberger H (1997),
Activated N-ras contributes to the chemoresistance of human melanoma in severe combined
immunodeficiency (SCID) mice by blocking apoptosis, Cancer Research 57: 362-365.

Reason for exclusion: Non human/in vitro.
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Reason for exclusion: Not an RCT.
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Randomized phase II trial of BCDT [carmustine (BCNU), cisplatin, dacarbazine (DTIC) and tamoxifen|
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British Journal of Cancer 77: 1280-1286.

Reason for exclusion: Wrong intervention.

139. Jonasch E, Kumar UN, Linette GP, Hodi FS, Soiffer RJ, Ryan BF, Sober AJ, Mihm MC, Tsao H, Langley
RG, Cosimi BA, Gadd MA, Tanabe KK, Souba W, Haynes HA, Barnhill R, Osteen R, Haluska FG (2000),
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Reason for exclusion: Not an RCT.

140. Jungnelius U, Ringborg U, Aamdal S, Mattsson |, Stierner U, Ingvar C, Malmstrom P, Andersson R,
Karlsson M, Willman K, Wist E, Bjelkengren G, Westberg R (1998), Dacarbazine-vindesine versus
dacarbazine-vindesine-cisplatin in disseminated malignant melanoma. A randomised phase III trial,
European Journal of Cancer 34: 1368-1374.

Reason for exclusion: Wrong intervention.

141. Karakousis CP, Balch CM, Urist MM, Ross MM, Smith TJ, Bartolucci AA (1996), Local recurrence in
malignant melanoma: long-term results of the multiinstitutional randomized surgical ttial, Annals of Surgical
Oncology 3: 446-452.

Reason for exclusion: Wrong patient group.

142. Karney MY, Cassidy MS, Zahn CM, Snyder RR (2001), Melanosis of the vagina: a case report, Journal of
Reproductive Medicine for the Obstetrician & Gynecologist 46: 389-391.
Reason for exclusion: Not an RCT.

143. Katris P, Donovan R], Gray BN (1998), Nutses screening for skin cancer: an obsetvation study, Australian
& New Zealand Journal of Public Health 22: 381-383.
Reason for exclusion: Wrong outcomes.

144. Kawabata Y, Ohara K, Hino H, Tamaki K (2001), Two kinds of Hutchinson's sign, benign and malignant,
Journal of the American Academy of Dermatology 44: 305-307.
Reason for exclusion: Not an RCT.

145. Kawakami Y, Dang N, Wang X, Tupesis ], Robbins PF, Wang RF, Wunderlich JR, Yannelli JR, Rosenberg
SA (2000), Recognition of shared melanoma antigens in association with major HLLA-A alleles by tumor
infiltrating T lymphocytes from 123 patients with melanoma, Journal of Immunotherapy 23: 17-27.

Reason for exclusion: Non human/in vitro.

146. Keilholz U, Scheibenbogen C, Sommer M, Pritsch M, Geuke AM (1996), Prognostic factors for response
and survival in patients with metastatic melanoma receiving immunotherapy, Melanoma Research 6: 173-178.
Reason for exclusion: Not an RCT.

147. Keilholz U, Goey SH, Punt CJ, Proebstle TM, Salzmann R, Scheibenbogen C, Schadendorf D, Lienard D,
Enk A, Dummer R, Hantich B, Geueke AM, Eggermont AM (1997), Interferon alfa-2a and interleukin-2
with or without cisplatin in metastatic melanoma: a randomized trial of the European Organization for
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Research and Treatment of Cancer Melanoma Cooperative Group, Journal of Clinical Oncology 15: 2579-2588.
Reason for exclusion: Wrong intervention.

Keilholz U, Conradt C, Legha SS, Khayat D, Scheibenbogen C, Thatcher N, Goey SH, Gore M, Dorval T,
Hancock B, Punt CJ, Dummer R, Avril MF, Brocker EB, Benhammouda A, Eggermont AM, Pritsch M
(1998), Results of interleukin-2-based treatment in advanced melanoma: a case record-based analysis of 631
patients, Journal of Clinical Oncology 16: 2921-2929.

Reason for exclusion: Wrong intervention.

Keilholz U, Eggermont AM (2000), The role of interleukin-2 in the management of stage IV melanoma:
the EORTC melanoma cooperative group program, Cancer Journal From Scientific American 6 Suppl 1: $99-
103.

Reason for exclusion: Wrong patient group.

Kelemen PR, Wanek LA, Morton DL (1999), Lymph node biopsy does not impair survival after
therapeutic dissection for palpable melanoma metastases, Annals of Surgical Oncology 6: 139-143.
Reason for exclusion: Not an RCT.

Kilbridge KL, Weeks JC, Sober AJ, Haluska FG, Slingluff CL, Atkins MB, Sock DE, Kirkwood JM, Nease
RF (2001), Patient preferences for adjuvant interferon alfa-2b treatment, Journal of Clinical Oncology 19: 812-
823.

Reason for exclusion: Wrong outcomes.

Kilbridge KT, Cole BF, Kirkwood JM, Haluska FG, Atkins MA, Ruckdeschel JC, Sock DE, Nease RF],
Weeks JC (2002), Quality-of-life-adjusted survival analysis of high-dose adjuvant interferon alpha-2b for
high-risk melanoma patients using intergroup clinical trial data, Journal of Clinical Oncology 20: 1311-1318.

Reason for exclusion: Wrong outcomes.

Kim EM, Sivanandham M, Stavropoulos CI, Bartolucci AA, Wallack MK (2001), Overview analysis of
adjuvant therapies for melanoma — a special reference to results from vaccinia melanoma oncolysate
adjuvant therapy trials, Surgical Oncology 10: 53-59.

Reason for exclusion: Review.

Kimyai-Asadi A, Usman A (2000), The use of interferon alfa as adjuvant therapy for advanced cutaneous
melanoma: the need for more evidence, Journal of the American Academy of Dermatology 43: 708-711.
Reason for exclusion: Review.

King R, Weilbaecher KN, McGill G, Cooley E, Mihm M, Fisher DE (1999), Microphthalmia transcription
factor: a sensitive and specific melanocyte marker for melanoma diagnosis, American Journal of Pathology 155:
731-738.

Reason for exclusion: Non human/in vitro.

Kiratli H (2002), Persistent intraschisis hemorrhage simulating choroidal melanoma, Japanese Journal of
Ophthalmology 46: 222-225.
Reason for exclusion: Not an RCT.

Kirkwood JM, Ibrahim JG, Sosman JA, Sondak VK, Agarwala SS, Ernstoff MS, Rao U (2001), High-dose
interferon alfa-2b significantly prolongs relapse-free and overall survival compared with the GM2-
KLH/QS-21 vaccine in patients with resected stage IIB-III melanoma: results of intergroup trial
E1694/59512/C509801, Journal of Clinical Oncology 19: 2370-2380.

Reason for exclusion: Wrong intervention.

Kittler H, Binder M, Wolff K, Pehamberger H (2001), A ten-year analysis of demographic trends for
cutaneous melanoma: Analysis of 2501 cases treated at the University Department of Dermatology in
Vienna (1990-1999), Wiener Klinische Wochenschrift 30: 321-327.

Reason for exclusion: Not an RCT.

Koops HS, Vaglini M, Suciu S, Kroon BB, Thompson JF, Gohl J, Eggermont AM, Di Filippo F,
Krementz ET, Ruiter D, Lejeune FJ (1998), Prophylactic isolated limb perfusion for localized, high-risk
limb melanoma: results of a multicenter randomized phase 111 trial. European Organization for Research
and Treatment of Cancer Malignant Melanoma Cooperative Group Protocol 18832, the World Health
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Organization Melanoma Program Trial 15, and the North American Perfusion Group Southwest Oncology
Group-8593, Journal of Clinical Oncology 16: 2906-2912.
Reason for exclusion: Wrong patient group.

Kramer DL, Vujcic S, Diegelman P, Alderfer J, Miller JT, Black JD, Bergeron R], Porter CW (1999),
Polyamine analogue induction of the p53-p21(WAF1/CIP1)-Rb pathway and G1 Ar in human melanoma
cells, Cancer Research 15: 1278-1286.

Reason for exclusion: Non human/in vitro.

Kropshofer H, Vogt AB, Thery C, Armandola EA, Li BC, Moldenhauer G, Amigorena S, Hammerling GJ
(1998), A role for HLA-DO as a co-chaperone of HLA-DM in peptide loading of MHC class II molecules,
European Molecular Biology Organization Journal 17: 2971-2981.

Reason for exclusion: Not an RCT.

Lage H, Helmbach H, Grottke C, Dietel M, Schadendorf D (2001), DFNA5 (ICERE-1) contributes to
acquited etoposide resistance in melanoma cells, Federation of European Biochemical Societies Letters 494: 54-59.
Reason for exclusion: Non human/in vitro

Lanuti M, Gao GP, Force SD, Chang MY, El K, Amin KM, Hughes JV, Wilson JM, Kaiser LR, Albelda
SM (1999), Evaluation of an E1E4-deleted adenovirus expressing the herpes simplex thymidine kinase
suicide gene in cancer gene therapy, Human Gene Therapy 10: 463-475.

Reason for exclusion: Non human/in vitro.

Larsen RH, Vaidyanathan G, Zalutsky MR (1997), Cytotoxicity of alpha-particle-emitting 5-[211At]astato-
2'-deoxyuridine in human cancer cells, International Journal of Radiation Biology 72: 79-90.
Reason for exclusion: Non human/in vitro.

Latz D, Dewey WC, Flentje M, Lohr F, Wenz F, Weber KJ (1996), Migration patterns in pulsed-field
electrophoresis of DNA restriction fragments from log-phase mammalian cells after irradiation and
incubation for repair, International Journal of Radiation Biology 70: 637-646.

Reason for exclusion: Non human/in vitro.

Lau R, Wang F, Jeffery G, Marty V, Kuniyoshi |, Bade E, Ryback ME, Weber J (2001), Phase I trial of
intravenous peptide-pulsed dendritic cells in patients with metastatic melanoma, Journal of Immunotherapy 24:
66-78.

Reason for exclusion: Not an RCT.

Lee DS, White DE, Hurst R, Rosenberg SA, Yang JC (1998), Patterns of relapse and response to
retreatment in patients with metastatic melanoma or renal cell carcinoma who responded to interleukin-2-
based immunotherapy, Cancer Journal From Scientific American 4: 86-93.

Reason for exclusion: Not an RCT.

Lee JH, Miele ME, Hicks DJ, Phillips KK, Trent JM, Weissman BE, Welch DR (1996), KiSS-1, a novel
human malignant melanoma metastasis-suppressot gene, Journal of the National Cancer Institute 88: 1731-1737.
Reason for exclusion: Non human/in vitro.

Lee JH, Welch DR (1997), Suppression of metastasis in human breast carcinoma MDA-MB-435 cells after
transfection with the metastasis suppressor gene, KiSS-1, Cancer Research 57: 2384-2387.
Reason for exclusion: Non human/in vitro.

Legha SS, Ring S, Bedikian A, Plager C, Eton O, Buzaid AC, Papadopoulos N (19906), Treatment of
metastatic melanoma with combined chemotherapy containing cisplatin, vinblastine and dacarbazine
(CVD) and biotherapy using intetleukin-2 and interferon-alpha, Annals of Oncology 7: 827-835.
Reason for exclusion: Wrong patient group.

Legha SS, Gianan MA, Plager C, Eton OE, Papadopoulous NE (1996), Evaluation of interleukin-2
administered by continuous infusion in patients with metastatic melanoma, Cancer 77: 89-96.
Reason for exclusion: Not an RCT.

Legha SS, Ring S, Eton O, Bedikian A, Plager C, Papadopoulos N (1997), Development and results of
biochemotherapy in metastatic melanoma: the University of Texas M.D. Anderson Cancer Center
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177.

178.

179.

180.

181.

182.

183.

184.

185.

experience, Cancer Journal From Scientific American 3 Suppl 1: S9-S15.
Reason for exclusion: Not an RCT.

Leyvraz S, Spataro V, Bauer ], Pampallona S, Salmon R, Dorval T, Meuli R, Gillet M, Lejeune F, Zografos
L (1997), Treatment of ocular melanoma metastatic to the liver by hepatic arterial chemotherapy, Journal of
Clinical Oncology 15: 2589-2595.

Reason for exclusion: Not an RCT.

Licata AG (1998), High-dose adjuvant interferon therapy for melanoma, Dermatology Nursing 10: 334-336.
Reason for exclusion: Review.

Lienard D, Eggermont AM, Kroon BB, Schraffordt K, Lejeune FJ (1998), Isolated limb perfusion in
primary and recurrent melanoma: indications and results, Seminars in Surgical Oncology 14: 202-209.
Reason for exclusion: Wrong intervention.

Lienard D, Eggermont AM, Koops HS, Kroon B, Towse G, Hiemstra S, Schmitz P, Clarke J, Steinmann
G, Rosenkaimer F, Lejeune FJ (1999), Isolated limb perfusion with tumour necrosis factor-alpha and
melphalan with or without interferon-gamma for the treatment of in-transit melanoma metastases: a
multicentre randomized phase II study, Melanoma Research 9: 491-502.

Reason for exclusion: Wrong intervention.

Kruslin B, Muller D, Nola I, Vucic M, Novosel I, Jakovcevic A, Brozic ], DeSyo D, Cupic H, Belicza M
(2001), Metastatic melanoma in biopsy material in the 1995-2000 period, Acta Clinica Croatica 40: 203-207.
Reason for exclusion: Not an RCT.

Lindegaard J, Heegaard S, Prause JU (2002), Histopathologically verified non-vascular optic nerve lesions
in Denmatk 1940-99, Acta Ophthalmologica Scandinavica 80: 32-37.
Reason for exclusion: Not an RCT.

Lingam MK, Byrne DS, Aitchison T, MacKie RM, McKay AJ (1996), A single centre's 10-year experience
with isolated limb perfusion in the treatment of recurrent malignant melanoma of the limb, European Journal
of Cancer 32A: 1668-1673

Reason for exclusion: Not an RCT

Link EM, Costa DC, Lui D, Ell PJ, Blower PJ, Spittle MF (1996), Targeting disseminated melanoma with
radiolabelled methylene blue: comparative bio-distribution studies in man and animals, Acta Oncologica 35:
331-341

Reason for exclusion: Wrong intervention

Lissoni P, Brivio O, Brivio F, Barni S, Tancini G, Crippa D, Meregalli S (1996), Adjuvant therapy with the
pineal hormone melatonin in patients with lymph node relapse due to malignant melanoma, Journal of Pineal
Research 21: 239-242.

Reason for exclusion: Wrong intervention.

Loftus DJ, Squarcina P, Nielsen MB, Geisler C, Castelli C, Odum N, Appella E, Parmiani G, Rivoltini L.
(1998), Peptides derived from self-proteins as partial agonists and antagonists of human CD8+ T-cell
clones reactive to melanoma/melanocyte epitope MART127-35, Cancer Research 58: 2433-2439.

Reason for exclusion: Non human/in vitro.

Loir B, Bouchard B, Morandini R, Del M, Deraemaecker R, Garcia-Borron JC, Ghanem G (1997),
Immunoreactive alpha-melanotropin as an autocrine effector in human melanoma cells, European Journal of
Biochemistry 244: 923-930.

Reason for exclusion: Non human/in vitro.

Lollini PL, Nanni P, De Giovanni C, Nicoletti G, Landuzzi L, Sondak VK, Kopecky KJ, Meyskens FL]
(1996), RE: Randomized trial of adjuvant human interferon gamma versus observation in high-risk
cutaneous melanoma: a Southwest Oncology Group Study, Journal of the National Cancer Institute 88: 926-927.
Reason for exclusion: Letter.

Lowy A, Willis D, Abrams K (1997), Is histological examination of tissue removed by general practitioners
always necessary? Before and after comparison of detection rates of serious skin lesions, British Medical
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191.

192.

193.

194.

195.

196.

197.

198.

Journal 315: 406-408.
Reason for exclusion: Not an RCT.

Lucas R, Holmgren L, Garcia I, Jimenez B, Mandriota SJ, Borlat F, Sim BKL, Wu Z, Grau GE, Shing Y,
Soft GA, Bouck N, Pepper MS (1998), Multiple forms of angiostatin induce apoptosis in endothelial cells,
Blood 15: 4730-4741.

Reason for exclusion: Non human/in vitro.

Luna-Perez P, Rodriguez DF, Macouzet |G, Labastida S (1996), Anorectal malignant melanoma, Surgical
Oncology 5: 165-168.
Reason for exclusion: Not an RCT.

Madeja Z, Szymkiewicz I, Zaczek A, Sroka J, Miekus K, Korohoda W (2001), Contact-activated migration
of melanoma B16 and sarcoma XC cells, Biochemistry & Cell Biology 79: 425-440.
Reason for exclusion: Non human/in vitro.

Mahabir S, Coit D, Liebes L, Brady MS, Lewis JJ, Roush G, Nestle M, Fry D, Berwick M (2002),
Randomized, placebo-controlled trial of dietary supplementation of alpha-tocopherol on mutagen
sensitivity levels in melanoma patients: a pilot trial, Melanoma Research 12: 83-90.

Reason for exclusion: Wrong outcomes.

Mainwaring PN, Atkinson H, Chang J, Moore J, Hancock BW, Guillou PJ, Oskam R, Gore ME (1997),
Differential responses to chemoimmunotherapy in patients with metastatic malignant melanoma, European
Journal of Cancer 33: 1388-1392.

Reason for exclusion: Not an RCT.

Manola J, Atkins M, Ibrahim J, Kirkwood ] (2000), Prognostic factors in metastatic melanoma: a pooled
analysis of Eastern Cooperative Oncology Group trials, Journal of Clinical Oncology 18: 3782-3793.
Reason for exclusion: Wrong outcomes.

Marghoob AA, Blum R, Nossa R, Busam KJ, Sachs D, Halpern A (2001), Agminated atypical (dysplastic)
nevi: case report and review of the literature, Archives of Dermatology 137: 917-920.
Reason for exclusion: Review.

Margolin K, Atkins M, Sparano J, Sosman J, Weiss G, Lotze M, Doroshow J, Mier ], O'Boyle K, Fisher R,
Campbell E, Rubin J, Federighi D, Bursten S (1997), Prospective randomized trial of lisofylline for the
prevention of toxicities of high-dose interleukin 2 therapy in advanced renal cancer and malignant
melanoma, Clinical Cancer Research 3: 565-572.

Reason for exclusion: Wrong outcomes.

Margolin KA, Liu PY, Flaherty LE, Sosman JA, Walker MJ, Smith JW, Fletcher WS, Weiss GR, Unger JM,
Sondak VK (1998), Phase II study of carmustine, dacarbazine, cisplatin, and tamoxifen in advanced
melanoma: a Southwest Oncology Group study, Journal of Clinical Oncology 16: 664-669.

Reason for exclusion: Not an RCT.

Massi D, Carli P, Franchi A, Santucci M (1999), Naevus-associated melanomas: cause or chance?, Melanoma
Research 9: 85-91.
Reason for exclusion: Wrong patient group.

Mazumdar M, Fazzari M, Panageas KS (2001), A standardization method to adjust for the effect of patient
selection in phase II clinical trials, Statistics in Medicine 20: 883-892.
Reason for exclusion: Statistical analysis.

McClay EF, McClay ME, Monroe L, Baron PL, Cole DJ, O'Brien PH, Metcalf JS, Maize JC (2000), The
effect of tamoxifen and cisplatin on the disease-free and overall survival of patients with high risk
malignant melanoma, British Journal of Cancer 83: 16-21.

Reason for exclusion: Not an RCT.

McClay EF, McClay MT, Monroe L, Jones JA, Winski PJ (2001), A phase 1I study of high dose tamoxifen
and weekly cisplatin in patients with metastatic melanoma, Melanoma Research 11: 309-313.
Reason for exclusion: Not an RCT.
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206.

207.

208.

209.

McDermott DF, Mier JW, Lawrence DP, van den Brink MR, Clancy MA, Rubin KM, Atkins MB (2000), A
phase II pilot trial of concurrent biochemotherapy with cisplatin, vinblastine, dacarbazine, interleukin 2,
and interferon alpha-2B in patients with metastatic melanoma, Clinical Cancer Research 6: 2201-2208.

Reason for exclusion: Not an RCT.

Melia BM, Diener-West M, Bennett SR, Folk JC, Montague PR, Weingeist TA (1997), Factors predictive of
growth and treatment of small choroidal melanoma: COMS report no. 5, Archives of Ophthalmology 115:
1537-1544.

Reason for exclusion: Not an RCT.

Meral R, Duranyildiz D, Tas F, Camlica H, Yasasever V, Kurul S, Dalay N (2001), Prognostic significance
of melanoma inhibiting activity levels in malignant melanoma, Melanoma Research 11: 627-632.
Reason for exclusion: Not an RCT.

Merimsky O, Baharav E, Shoenfeld Y, Chaitchik S, Tsigelman R, Cohen-Aloro D, Fishman P (1996), Anti-
tyrosinase antibodies in malignant melanoma, Cancer Immunology, Immunotherapy 42: 297-302.
Reason for exclusion: Not an RCT.

Mertens WC, Lohmann RC (1996), Oral indomethacin and ranitidine in advanced melanoma: a phase 11
study, Clinical Oncology 8: 112-115.
Reason for exclusion: Not an RCT.

Messori A, Becagli P, Trippoli S, Tendi E (1997), A retrospective cost-effectiveness analysis of interferon
as adjuvant therapy in high-risk resected cutaneous melanoma, European Journal of Cancer 33: 1373-1379.
Reason for exclusion: Wrong outcomes.

Micheli A, Marlotto A, Giorgi R, Gatta G, Muti P, Oberaigner W, Storm H, Aareleid T, Hakulinen T,
Pottier D, Mace-Lesec'h J, Faivre ], Chaplain G, Catli PM, Arveux P, Esteve J, Exbrayat C, Raverdy N,
Ziegler H, Tryggvadottir L, Tulinius H, Berrino F, Crosignani P, Sant M, Conti E, Vercelli M, Federico M,
Mangone L, Ponz De Leon M, Zanetti R, Gafa L., Tumino R, Falcini F, Barchielli A, Capocaccia R, De
Angelis G, Valente F, Verdecchia A, Pawlega |, Rachtan J, Bielska-Lasota M, Wronkowski Z, Obsitnikova
A, Plesko I, Pompe-Kirn V, Izarzugaza I, Viladiu P, Martinez-Garcia C, Garau I, Ardanaz E, Moreno C,
Galceran ], Moller T, Tothorst J, Bouchardy C, Raymond L, Coebergh JWW, Damhuis RAM, Gould A,
Black RJ, Davies TW, Stockton D, Coleman MP, Williams EMI, Littler J, Forman D, Quinn MJ, Roche M,
Smith J, Bell ], Lawrence G (1998), The prognostic role of gender in survival of adult cancer patients,
European Journal of Cancer 34: 2271-2278.

Reason for exclusion: Not an RCT.

Middleton MR (1999), Adjuvant interferon in the treatment of melanoma [Letter; comment], British Journal
of Cancer 80: 1679-1680.
Reason for exclusion: Lettet.

Middleton MR, Lee SM, Arance A, Wood M, Thatcher N, Margison GP (2000), O6-methylguanine
formation, repair protein depletion and clinical outcome with a 4 hr schedule of temozolomide in the
treatment of advanced melanoma: results of a phase II study, International Journal of Cancer 88: 469-473.
Reason for exclusion: Not an RCT.

Middleton MR, Lorigan P, Owen J, Ashcroft L, Lee SM, Harper P, Thatcher N (2000), A randomized
phase III study comparing dacarbazine, BCNU, cisplatin and tamoxifen with dacarbazine and interferon in
advanced melanoma, British Journal of Cancer 82: 1158-1162.

Reason for exclusion: Wrong intervention.

Middleton MR, Grob JJ, Aaronson N, Fierlbeck G, Tilgen W, Seiter S, Gore M, Aamdal S, Cebon J,
Coates A, Dreno B, Henz M, Schadendorf D, Kapp A, Weiss J, Fraass U, Statkevich P, Muller M,
Thatcher N (2000), Randomized phase 11T study of temozolomide versus dacarbazine in the treatment of
patients with advanced metastatic malignant melanoma [Erratum appears in Journal of Clinical Oncology 2000;
18: 2351], Journal of Clinical Oncology 18: 158-166.

Reason for exclusion: Wrong patient group.
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217.

218.

219.

220.

221.

222.

Miller AB, Gaudette LA (1996), Cancers of skin, bone, connective tissues, brain, eye, thyroid and other
specified and unspecified sites in Inuit, Acta Oncologica 35: 607-616.
Reason for exclusion: Not an RCT.

Mocellin S, Fetsch P, Abati A, Phan GQ, Wang E, Provenzano M, Stroncek D, Rosenberg SA, Marincola
FM (2001), Laser scanning cytometry evaluation of MART-1, gp100, and HLA-A2 expression in
melanoma metastases, Journal of Immunotherapy 24: 447-458.

Reason for exclusion: Not an RCT

Montonen O, Ezer S, Laurikkala |, Karjalainen-Lindsberg ML, Thesleff I, Kere ], Saarialho-Kere U (1998),
Expression of the anhidrotic ectodermal dysplasia gene is reduced in skin cancer coinciding with reduced
E-cadherin, Experimental Dermatology 7: 168-174.

Reason for exclusion: Not an RCT.

Mordoh J, Kairiyama C, Bover L, Solarolo E (1997), Allogeneic cells vaccine increases disease-free survival
in stage IIT melanoma patients. a non randomized phase II study, Medicina 57: 421-427.
Reason for exclusion: Not an RCT.

Mork H, Madsen MW, Arensbak B, Skak-Nielsen T, Latini S, Binderup L (1998), Down-regulation of
laminin-binding integtins by lalpha,25-dihydroxyvitamin D3 in human melanoma cells in vitro, Cell Adhesion
& Communication 5: 109-120.

Reason for exclusion: Non human/in vitro.

Morton DL, Thompson JF, Essner R, Elashoff R, Stern SL, Nieweg OE, Roses DF, Karakousis CP,
Mozzillo N, Reintgen D, Wang HJ, Glass EC, Cochran AJ (1999), Validation of the accuracy of
intraoperative lymphatic mapping and sentinel lymphadenectomy for eatly-stage melanoma: a multicenter
trial. Multicenter Selective Lymphadenectomy Trial Group, Annals of Surgery 230: 453-463; discussion 463-
405.

Reason for exclusion: Wrong patient group.

Musselman DL, Lawson DH, Gumnick JF, Manatunga AK, Penna S, Goodkin RS, Greiner K, Nemeroff
CB, Miller AH (2001), Paroxetine for the prevention of depression induced by high-dose interferon alfa,
New England Journal of Medicine 29: 961-966.

Reason for exclusion: Wrong intervention.

Naglieri E, Procacci A, Galetta D, Abbate I, Dell 'Exrba L, Colucci G (1999), Cisplatin, interleukin-2,
interferon-alpha and tamoxifen in metastatic melanoma. A phase II study, Journal of Chemotherapy 11: 150-
155.

Reason for exclusion: Not an RCT.

Nestle FO, Alijagic S, Gilliet M, Sun Y, Grabbe S, Dummer R, Burg G, Schadendorf D (1998),
Vaccination of melanoma patients with peptide- or tumor lysate-pulsed dendritic cells, Nature Medicine 4:
328-332.

Reason for exclusion: Not an RCT.

Neuber K, tom Dieck A, Blodorn-Schlicht N, Itschert G, Karnbach C (1999), Treosulfan is an effective
alkylating cytostatic for malignant melanoma in Vitro and in vivo, Melanoma Research 9: 125-132.
Reason for exclusion: Not an RCT.

Nieder C, Schwerdtfeger K, Steudel W1, Schnabel K (1998), Patterns of relapse and late toxicity after
resection and whole-brain radiotherapy for solitary brain metastases, Strahlentherapie und Onkologie 174: 275-
278.

Reason for exclusion: Not an RCT.

O'Brien CJ, Petersen-Schaefer K, Stevens GN, Bass PC, Tew P, Gebski V], Thompson JF, McCarthy WH
(1997), Adjuvant radiotherapy following neck dissection and parotidectomy for metastatic malignant
melanoma, Head & Neck 19: 589-594.

Reason for exclusion: Not an RCT.

Ohnmacht GA, Phan GQ, Mavroukakis SA, Steinberg SM, Shea YR, Witebsky FG, McIntyre LS,
Goodwin RS, Muchlbauer PM, Morton KE, Rogers-Freezer L], Seipp CA, Rosenberg SA, Marincola FM
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(2001), A prospective, randomized, double-blind, placebo-controlled trial evaluating the effect of nystatin
on the development of oral irritation in patients receiving high-dose intravenous interleukin-2, Journal of
Immunotherapy 24: 188-192.

Reason for exclusion: Wrong intervention.

223. Osanto S, Schiphorst PP, Weijl NI, Dijkstra N, Van Wees A, Brouwenstein N, Vaessen N, Van Krieken
JH, Hermans J, Cleton FJ, Schrier PI (2000), Vaccination of melanoma patients with an allogeneic,
genetically modified interleukin 2-producing melanoma cell line, Human Gene Therapy 20: 739-750.
Reason for exclusion: Not an RCT.

224. Otley CC, Zitelli JA (2000), Review of sentinel lymph node biopsy and systemic interferon for melanoma:
promising but investigational modalities, Dermatologic Surgery 26: 177-180.
Reason for exclusion: Wrong patient group.

225. Overgaard J, Gonzalez G, Hulshof MC, Arcangeli G, Dahl O, Mella O, Bentzen SM (1996), Hyperthermia
as an adjuvant to radiation therapy of recurrent or metastatic malignant melanoma. A multicentre
randomized trial by the European Society for Hyperthermic Oncology, International Journal of Hyperthermia
12: 3-20.

Reason for exclusion: Wrong intervention.

226. Paciucci PA, Ryder JS, Mandell JP, Morris JC, Holland JF (2000), Interleukin-2 plus chemotherapy for
patients with metastatic melanoma, Melanoma Research 10: 291-295.
Reason for exclusion: Wrong patient group.

227. Padua RA, Warren N, Grimshaw D, Smith M, Lewis C, Wittaker J, Laidler P, Wright P, Douglas-Jones A,
Fenaux P, Sharma A, Horgan K, West R (1997), The cystic fibrosis DeltaF508 gene mutation and cancer,
Human Mutation 10: 45-48.

Reason for exclusion: Not an RCT.

228. Pavelic K, Hadzija M, Bedrica L, Pavelic |, Dikic I, Katic M, Kralj M, Bosnar MH, Kapitanovic S, Poljak-
Blazi M, Krizanac S, Stojkovic R, Jurin M, Subotic B, Colic M (2001), Natural zeolite clinoptilolite: new
adjuvant in anticancer therapy, Journal of Molecular Medicine 78: 708-720.

Reason for exclusion: Non human/in vitro

229. Pehamberger H, Soyer HP, Steiner A, Kofler R, Binder M, Mischer P, Pachinger W, Aubock J, Fritsch P,
Kerl H, Wolff K (1998), Adjuvant interferon alfa-2a treatment in resected primary stage I cutaneous
melanoma. Austrian Malignant Melanoma Cooperative Group, Journal of Clinical Oncology 16: 1425-1429.
Reason for exclusion: Wrong patient group.

230. Pellacani G, Cesinaro AM, Seidenari S (2000), Morphological features of Spitz naevus as observed by
digital videomicroscopy, Acta Dermato-Venereologica 80: 117-121.
Reason for exclusion: Not an RCT.

231. Petit T, Borel C, Rixe O, Avril MF, Monnier A, Giroux B, Weil M, Khayat D (1996), Complete remission
seven years after treatment for metastatic malignant melanoma, Cancer 77: 900-902.
Reason for exclusion: Not an RCT.

232. Piga A, Bracci R, Ferretti B, Sandri P, Nortilli R, Acito L, Pancotti A, Di Furia L, Carle F, Cellerino R
(1998), A double blind randomized study of oral clodronate in the treatment of bone metastases from
tumors pootly responsive to chemotherapy, Journal of Experimental & Clinical Cancer Research 17: 213-217.
Reason for exclusion: Wrong patient group.

233. Polakova K, Russ G (2000), Expression of the non-classical HLA-G antigen in tumor cell lines is
extremely restricted, Neoplasma 47: 342-348.
Reason for exclusion: Non human/in vitro.

234. Prado GN, Suzuki H, Wilkinson N, Cousins B, Navarro ] (1996), Role of the C terminus of the interleukin
8 receptor in signal transduction and internalization, Journal of Biological Chemistry 271: 19186-19190.
Reason for exclusion: Non human/in vitro.
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247.

Proebstle TM, Scheibenbogen C, Sterry W, Keilholz U (1996), A phase II study of dacarbazine, cisplatin,
interferon-alpha and high-dose interleukin-2 in 'poor-risk' metastatic melanoma, European Journal of Cancer
32A: 1530-1533.

Reason for exclusion: Not an RCT.

Proebstle TM, Fuchs T, Scheibenbogen C, Sterry W, Keilholz U (1998), Long-term outcome of treatment
with dacarbazine, cisplatin, interferon-alpha and intravenous high dose interleukin-2 in poor risk melanoma
patients, Melanoma Research 8: 557-563.

Reason for exclusion: Not an RCT.

Propper DJ, Braybrooke JP, Levitt NC, O'Byrne K, Christodoulos K, Han C, Talbot DC, Ganesan TS,
Harris AL (2000), Phase II study of second-line therapy with DTIC, BCNU, cisplatin and tamoxifen
(Dartmouth regimen) chemotherapy in patients with malignant melanoma previously treated with
dacarbazine, British Journal of Cancer 82: 1759-1763.

Reason for exclusion: Not an RCT.

Punt CJ, van Herpen CM, Jansen RL, Vreugdenhil G, Muller EW, de Mulder PH (1997),
Chemoimmunotherapy with bleomycin, vincristine, lomustine, dacarbazine (BOLD) plus interferon alpha
for metastatic melanoma: a multicentre phase 11 study, British Journal of Cancer 76: 266-269.

Reason for exclusion: Not an RCT.

Raad II, Hachem RY, Abi-Said D, Rolston KVI, Whimbey E, Buzaid AC, Legha S (1998), A prospective
crossover randomized trial of novobiocin and rifampin prophylaxis for the prevention of intravascular
catheter infections in cancer patients treated with intetleukin-2, Cancer 82: 403-411.

Reason for exclusion: Wrong intervention.

Rao UNM, Bakker A, Swalsky PA, Finkelstein SD (1999), Max interacting protein 1: Loss of
heterozygosity is frequent in desmoplastic melanoma, Modern Pathology 12: 344-350.
Reason for exclusion: Non human/in vitro.

Rasi G, Tetzoli E, Izzo F, Pierimarchi P, Ranuzzi M, Sinibaldi-Vallebona P, Tuthill C, Gataci E (2000),
Combined treatment with thymosin-alphal and low dose interferon-alpha after dacarbazine in advanced
melanoma, Melanoma Research 10: 189-192.

Reason for exclusion: Not an RCT.

Rauth §, Kichina J, Green A (1997), Inhibition of growth and induction of differentiation of metastatic
melanoma cells in Vitro by genistein: chemosensitivity is regulated by cellular p53, British Journal of Cancer 75:
1559-1566.

Reason for exclusion: Non human/in vitro.

Ravaud A, Delaunay M, Chevreau C, Coulon V, Debled M, Bret-Dibat C, Courbon F, Gualde N, Nguyen
B (2001), Granulocyte-macrophage colony-stimulating factor alone or with dacarbazine in metastatic
melanoma: a randomized phase 11 trial, British Journal of Cancer 85: 1467-1471.

Reason for exclusion: Wrong intervention.

Regulier E, Paul S, Marigliano M, Kintz |, Poitevin Y, Ledoux C, Roecklin D, Cauet G, Calenda V,
Homann HE (2001), Adenovirus-mediated delivery of antiangiogenic genes as an antitumor approach,
Cancer Gene Therapy 8: 45-54.

Reason for exclusion: Non human/in vitro.

Reintgen D, Kirkwood | (1997), The adjuvant treatment of malignant melanoma, Journal of the Florida
Medical Association 84: 147-152.
Reason for exclusion: Review.

Remadi S, McGee W, Egger JF, Ismail A (1997), Ovarian metastatic melanoma. A diagnostic pitfall in
histopathologic examination, Archives D'Anatomie et de Cytologie Pathologiques 45: 43-46.
Reason for exclusion: Not an RCT.

Richard MA, Grob JJ, Zarrour H, Basseres N, Bizzari JP, Gerard B, Bonerandi JJ (1998), Combined
treatment with dacarbazine, cisplatin, fotemustine and tamoxifen in metastatic malignant melanoma,
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Melanoma Research 8: 170-174.
Reason for exclusion: Not an RCT.

Richards JM, Gale D, Mehta N, Lestingi T (1999), Combination of chemotherapy with interleukin-2 and
interferon alfa for the treatment of metastatic melanoma, Journal of Clinical Oncology 17: 651-657.
Reason for exclusion: Not an RCT.

Ridolfi R, Chiarion-Sileni V, Guida M, Romanini A, Labianca R, Freschi A, Lo Re G, Nortilli R, Brugnara
S, Vitali P, Nanni O, Italian Melanoma Intergroup (2002), Cisplatin, dacarbazine with or without
subcutaneous interleukin-2, and interferon alpha-2b in advanced melanoma outpatients: results from an
Italian multicenter phase 111 randomized clinical trial, Journal of Clinical Oncology 20: 1600-1607.

Reason for exclusion: Wrong intervention.

Ringborg U, Andersson R, Eldh ], Glaumann B, Hafstrom L, Jacobsson S, Jonsson PE, Johansson H,
Krysander L, Lagerlof B (1996), Resection margins of 2 versus 5 cm for cutaneous malignant melanoma
with a tumor thickness of 0.8 to 2.0 mm: randomized study by the Swedish Melanoma Study Group, Cancer
77: 1809-1814.

Reason for exclusion: Wrong patient group.

Rivoire M, De Cian, Meeus P, Gignoux B, Frering B, Kaemmerlen P (2000), Cryosurgery as a means to
improve surgical treatment of patients with multiple unresectable liver metastases, Anticancer Research 20:
3785-3790.

Reason for exclusion: Not an RCT.

Roberts MS, Wu Z2Y, Siebert GA, Thompson JF, Smithers BM (2001), Saturable dose-response
relationships for melphalan in melanoma treatment by isolated limb infusion in the nude rat, Melanoma
Research 11: 611-618.

Reason for exclusion: Non human/in vitro.

Rosenberg SA, Yang JC, Schwartzentruber DJ, Hwu P, Marincola FM, Topalian SL, Seipp CA, Einhorn
JH, White DE, Steinberg SM (1999), Prospective randomized trial of the treatment of patients with
metastatic melanoma using chemotherapy with cisplatin, dacarbazine, and tamoxifen alone or in
combination with interleukin-2 and interferon alfa-2b, Journal of Clinical Oncology 17: 968-975.

Reason for exclusion: Wrong intervention.

Rosengren A, Himmelmann A, Wilhelmsen L, Branehog 1, Wedel H (1998), Hypertension and long-term
cancer incidence and mortality among Swedish men, Journal of Hypertension 16: 933-940.
Reason for exclusion: Not an RCT.

Round AJ, Duller AWG, Fish PJ (2000), Lesion classification using skin patterning, SKin Researcth &
Technology 6: 183-192.
Reason for exclusion: Not an RCT.

Rudolf Z, Strojan P (1996), DTIC vs IFN-alpha plus DTIC in the treatment of patients with metastatic
malignant melanoma, Neoplasma 43: 93-97.
Reason for exclusion: Wrong intervention.

Russo V, Zhou D, Sartirana C, Rovere P, Villa A, Rossini S, Traversari C, Bordignon C (2000), Acquisition
of intact allogeneic human leukocyte antigen molecules by human dendritic cells, Blood 95: 3473-3477.
Reason for exclusion: Non human/in vitro.

Rusthoven JJ, Quirt IC, Iscoe NA, McCulloch PB, James KW, Lohmann RC, Jensen ], Burdette-Radoux S,
Bodurtha AJ, Silver HK, Verma S, Armitage GR, Zee B, Bennett K (1996), Randomized, double-blind,
placebo-controlled trial comparing the response rates of carmustine, dacarbazine, and cisplatin with and
without tamoxifen in patients with metastatic melanoma. National Cancer Institute of Canada Clinical
Trials Group, Journal of Clinical Oncology 14: 2083-2090.

Reason for exclusion: Wrong intervention.

Saenz NC, Saenz-Badillos J, Busam K, LaQuaglia MP, Corbally M, Brady MS (1999), Childhood melanoma
survival, Cancer 85: 750-754.
Reason for exclusion: Wrong patient group.
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268.

269.

270.

271.

272.

Safarians S, Rivera SP, Sternlicht MD, Naeim F, Barsky SH (1997), Ectopic G-CSF expression in human
melanoma lines marks a trans-dominant pathway of tumor progression, American Journal of Pathology 150:
949-962.

Reason for exclusion: Non human/in vitro.

Sahin S, Levin L, Kopf AW, Rao BK, Triola M, Koenig K, Huang C, Bart R (1998), Risk of melanoma in
medium-sized congenital melanocytic nevi: a follow-up study, Journal of the American Academy of Dermatology
39: 428-433,

Reason for exclusion: Not an RCT.

Sahm UG, Olivier GW], Pouton CW (1999), Synthesis of 153N-6 analogues and structure-function
analysis at murine melanocortin-1 (MC1) receptors, Peptides 20: 387-394.
Reason for exclusion: Non human/in vitro.

Santinami M, Maurichi A, Patuzzo R, Pennacchioli E, Cascinelli N (2001), Impact of clinical trials on the
treatment of melanoma, Surgical Oncology Clinics of North America 10: 935-947.
Reason for exclusion: Review.

Saunders MP, Salisbury AJ, O'Byrne KJ, Souliotis VL, Varcoe SM, Talbot DC, Kyrtopoulos SA, Harris AL
(1997), A phase 1I study evaluating the effect of tamoxifen on DNA repair in melanoma patients treated
with dacarbazine, Anticancer Research 17: 4677-4680.

Reason for exclusion: Not an RCT.

Sauter ER, Klein-Szanto AJP, Atillasoy E, Montone KT, Goodrow T, Binder RL, Seykora JT, Herlyn M
(1998), Ultraviolet B-induced squamous epithelial and melanocytic cell changes in a xenograft model of
cancer development in human skin, Molecular Carcinogenesis 23: 168-174.

Reason for exclusion: Non human/in vitro.

Schachter J, Rakowsky E, Sulkes A, Adler A (1998), A sequential four-drug chemotherapy and biotherapy
with interferon alpha and GM-CSF - an innovative protocol for the treatment of metastatic melanoma,
Cancer Biotherapy & Radiopharmaceuticals 13: 155-164.

Reason for exclusion: Not an RCT.

Schaller UC, Mueller AJ, Bartsch DU, Freeman WR, Kampik A (2000), Choroidal melanoma
microcirculation with confocal indocyanine green angiography before and 1 year after radiation
brachytherapy, Retina 20: 627-632.

Reason for exclusion: Not an RCT

Schenk M, Severson RK, Pawlish KS (1998), The risk of subsequent primary carcinoma of the pancreas in
patients with cutaneous malignant melanoma, Cancer 82: 1672-1676.
Reason for exclusion: Not an RCT.

Schlagenhauff B, Schittek B, Ellwanger U, Stroebel W, Blum A, Schwarz M, Rassner G, Garbe C (2000),
Significance of serum protein S100 levels in screening for melanoma metastasis: does protein S100 enable
early detection of melanoma recurrence? Melanoma Research 10: 451-459.

Reason for exclusion: Not an RCT.

Schmidt H, Geertsen PF, Fode K, Rytter C, Bastholt L, von der Maase H (2000), Subcutaneous
interleukin-2 and interferon-alpha plus cisplatin with and without prophylactic cimetidine in patients with
metastatic malignant melanoma: a phase 11 study, Melanoma Research 10: 66-77.

Reason for exclusion: Not an RCT.

Schultz MZ, Buzaid AC, Poo WJ (1997), A phase II study of interferon-alpha 2b with dacarbazine,
carmustine, cisplatin and tamoxifen in metastatic melanoma, Melanoma Research 7: 147-151.
Reason for exclusion: Not an RCT.

Seegenschmiedt MH, Keilholz L, Altendorf-Hofmann A, Urban A, Schell H, Hohenberger W, Sauer R
(1999), Palliative radiotherapy for recurrent and metastatic malignant melanoma: prognostic factors for
tumor response and long-term outcome: a 20-year experience, International Journal of Radiation Oncology,
Biology, Physics 44: 607-618.

Reason for exclusion: Not an RCT.
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283.

284.

285.

286.

Selzer E, Wacheck V, Kodym R, Schlagbauer-Wadl H, Schlegel W, Pehamberger H, Jansen B (2000),
Erythropoietin receptor expression in human melanoma cells, Melanoma Research 10: 421-426.
Reason for exclusion: Non human/in vitro.

Semb KA, Aamdal S, Bohmann T, Lucas C, Gerard B (1998), Clinical experience of fotemustine, cisplatin
and high dose tamoxifen in patients with metastatic malignant melanoma, Melanoma Research 8: 565-572.
Reason for exclusion: Not an RCT.

Sertoli MR, Queirolo P, Bajetta E, DelVecchio M, Comella G, Barduagni L, Bernengo MG, Vecchio S,
Criscuolo D, Bufalino R, Morabito A, Cascinelli N (1999), Multi-institutional phase II randomized trial of
integrated therapy with cisplatin, dacarbazine, vindesine, subcutaneous interleukin-2, interferon alpha2a
and tamoxifen in metastatic melanoma, Melanoma Research 9: 503-509.

Reason for exclusion: Wrong intervention.

Shanks JH, Banerjee SS (1996), VS38 immunostaining in melanocytic lesions, Journal of Clinical Pathology 49:
205-207.
Reason for exclusion: Non human/in vitro.

Shields CL, Shields JA, De Potter P, Cater |, Tardio D, Barrett | (1996), Diffuse choroidal melanoma:
Clinical features predictive of metastasis, Archives of Ophthalmology 114: 956-963.
Reason for exclusion: Not an RCT.

Shields CL, Cater J, Shields JA, Singh AD, Santos MCM, Carvalho C (2000), Combination of clinical
factors predictive of growth of small choroidal melanocytic tumors, Archives of Ophthalmology 118: 360-364.
Reason for exclusion: Not an RCT.

Shields CL, Honavar SG, Shields JA, Cater J, Demirci H (2001), Circumscribed choroidal hemangioma:
Clinical manifestations and factors predictive of visual outcome in 200 consecutive cases, Ophthalmology
108: 2237-2248.

Reason for exclusion: Not an RCT.

Shields CL, Materin MA, Shields JA, Gershenbaum E, Singh AD, Smith A (2001), Factors associated with
elevated intraocular pressure in eyes with iris melanoma, British Journal of Ophthalmology 85: 666-669.
Reason for exclusion: Not an RCT.

Shields CL, Shields JA, Materin M, Gershenbaum E, Singh AD, Smith A (2001), Iris melanoma: risk
factors for metastasis in 169 consecutive patients, Ophthalmology 108: 172-178.
Reason for exclusion: Not an RCT.

Shields JA, Shields CL, Mercado G, Gunduz K, Eagle RC] (1999), Adenoma of the iris pigment
epithelium: a report of 20 cases. The 1998 Pan-American lecture, Archives of Ophthalmology 117: 736-741.
Reason for exclusion: Not an RCT.

Shields JA, Shields CL, Gunduz K, Eagle RC (1999), Neoplasms of the retinal pigment epithelium. The
1998 Albert Ruedemann, St, memorial lecture, part 2, Archives of Ophthalmology 117: 601-608.
Reason for exclusion: Not an RCT.

Shimizu K, Fields RC, Redman BG, Giedlin M, Mule JJ (2000), Potentiation of immunologic
responsiveness to dendritic cell-based tumor vaccines by recombinant intetleukin-2, Cancer Journal From
Scientific American 6 Suppl 1: S67-S75.

Reason for exclusion: Non human/in vitro.

Signorello LB, Ye W, Fryzek JP, Lipworth L, Fraumeni JFJ, Blot W], McLaughlin JK, Nyre'n O (2001),
Nationwide study of cancer risk among hip replacement patients in Sweden, Journal of the National Cancer
Institute 93: 1405-1410.

Reason for exclusion: Not an RCT.

Sinclair SA, Diffey BL (1997), Sun protection provided by ladies stockings, British Journal of Dermatology 136:
239-241.
Reason for exclusion: Not an RCT.
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299.

Singh AD, Shields CL, Shields JA, De Potter P (1996), Bilateral primary uveal melanoma: bad luck or bad
genes? Ophthalmology 103: 256-262.
Reason for exclusion: Not an RCT.

Sisley K, Parsons MA, Garnham J, Potter AM, Curtis D, Rees RC, Rennie IG (2000), Association of
specific chromosome alterations with tumout phenotype in postetior uveal melanoma, British Journal of
Cancer 82: 330-338.

Reason for exclusion: Non human/in vitro.

Sivanandham M, Ditaranto K, Shaw P, Tanaka N, Wallack MK (1996), Active specific immunotherapy
with vaccinia melanoma oncolysate for patients with melanoma — an overview, Vawine Research 5: 215-232.
Reason for exclusion: Review.

Skowronek J, Adamska K, Filipiak K, Karas Z, Krenz RM, Rutkowski R, Warchol JB (1997), DNA ploidy
in malignant melanoma, skin cancer and pigmented nevi, Neoplasma 44: 282-288.
Reason for exclusion: Not an RCT.

Skowronek J, Warchol B, Karas Z, Krenz RM (2000), Significance of DNA ploidy measurements in spitz
nevi, Polish Journal of Pathology 51: 45-50.
Reason for exclusion: Not an RCT.

Sondak VK, Liu PY, Flaherty LE, Fletcher WS, Periman P, Gandara DR, Taylor SA, Balcerzak SP,
Meyskens FL] (1999), A phase II evaluation of all-trans-retinoic acid plus interferon alfa-2a in stage IV
melanoma: a Southwest Oncology Group study, Cancer Journal From Scientific American 5: 41-47.

Reason for exclusion: Not an RCT.

Sondak VK, Liu PY, Tuthill RJ, Kempf RA, Unger JM, Sosman JA, Thompson JA, Weiss GR, Redman
BG, Jakowatz JG, Noyes RD, Flaherty LE (2002), Adjuvant immunotherapy of resected, intermediate-
thickness, node-negative melanoma with an allogeneic tumor vaccine: overall results of a randomized trial
of the Southwest Oncology Group, Journal of Clinical Oncology 20: 2058-2066.

Reason for exclusion: Wrong patient group.

Sosman JA, Unger JM, Liu PY, Flaherty LE, Park MS, Kempf RA, Thompson JA, Terasaki PI, Sondak
VK, Southwest Oncology Group (2002), Adjuvant immunotherapy of resected, intermediate-thickness,
node-negative melanoma with an allogeneic tumor vaccine: impact of HLLA class I antigen expression on
outcome, Journal of Clinical Oncology 20: 2067-2075.

Reason for exclusion: Wrong patient group.

Spitler LE, Grossbard ML, Ernstoff MS, Silver G, Jacobs M, Hayes FA, Soong S] (2000), Adjuvant therapy
of stage III and IV malignant melanoma using granulocyte-macrophage colony-stimulating factor, Journal of
Clinical Oncology 18: 1614-1621.

Reason for exclusion: Not an RCT.

Sredni B, Longo DL, Catane R, Shani A, Albeck M, Kalechman Y (2000), Synergistic antitumoral effect of
the immunomodulator AS101 + paclitaxel (Taxol). Association with ras-dependent signal transduction
pathways, Experimental Hematology. 28: 1496.

Reason for exclusion: Non human/in vitro.

Stam-Posthuma JJ, Vink J, Le Cessie S, Bruijn JA, Bergman W, Pavel S (1998), Effect of topical tretinoin
under occlusion on atypical naevi, Melanoma Research 8: 539-548.
Reason for exclusion: Wrong patient group.

Stanojevic-Bakic N, Milosevic D, Vuckovic-Dekic L, Sasic M, Markovic L. (1996), Clinical and
immunologic effects of T-activin therapy in early stage melanoma patients, Neoplasma 43: 245-252.
Reason for exclusion: Wrong patient group.

Stark JJ, Dillman RO, Schulof R, Wiemann MC, Barth NM, Honeycutt PJ, Soori G (1998), Interferon-
alpha and chemohormonal therapy for patients with advanced melanoma: final results of a phase I-1I study
of the Cancer Biotherapy Research Group and the Mid-Atlantic Oncology Program, Cancer 82: 1677-1681.
Reason for exclusion: Not an RCT.
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300. Stopeck AT, Hersh EM, Akporiaye ET, Harris DT, Grogan T, Unger E, Warneke J, Schluter SF, Stahl S
(1997), Phase I study of direct gene transfer of an allogeneic histocompatibility antigen, HLLA-B7, in
patients with metastatic melanoma, Journal of Clinical Oncology 15: 341-349.

Reason for exclusion: Not an RCT.

301. Stopeck AT, Jones A, Hersh EM, Thompson JA, Finucane DM, Gutheil JC, Gonzalez R (2001), Phase II
study of direct intralesional gene transfer of allovectin-7, an HLLA-B7/beta2-microglobulin DNA-liposome
complex, in patients with metastatic melanoma, Clinical Cancer Research 7: 2285-2291.

Reason for exclusion: Not an RCT.

302. Stratton SP, Dorr RT, Alberts DS (2000), The state-of-the-att in chemoprevention of skin cancer, European
Journal of Cancer 36: 1292-1297.
Reason for exclusion: Review.

303. Strobbe L], Hart AA, Rumke P, Israels SP, Nieweg OE, Kroon BB (1997), Topical dinitrochlorobenzene
combined with systemic dacarbazine in the treatment of recurrent melanoma, Melanoma Research 7: 507-512.
Reason for exclusion: Not an RCT.

304. Strohal R, Mosser R, Kittler H, Wolff K, Jansen B, Brna C, Stingl G, Pehamberger H (2001), MART-
1/Melan-A and tyrosinase transcripts in peripheral blood of melanoma patients: PCR analyses and follow-
up testing in relation to clinical stage and disease progression, Melanoma Research 11: 543-548.
Reason for exclusion: Non human/in vitro.

305. Strohsnitter WC, Noller KL, Hoover RN, Robboy S]J, Palmer JR, Titus-Ernstoff I, Kaufman RH, Adam
E, Herbst AL, Hatch EE (2001), Cancer risk in men exposed in utero to diethylstilbestrol, Journal of the
National Cancer Institute 93: 545-551.

Reason for exclusion: Not an RCT.

306. Tallberg T, Uusitalo R, Sarna S, Seregard S, Werschnik C (2000), Improvement of the recurrence-free
interval using biological adjuvant therapy in uveal melanoma, Anticancer Research 20: 1969-1975.
Reason for exclusion: Not an RCT.

307. Tamm I, Grimme H, Bergen E, Simon JC, Schopf E, Mertelsmann R, Lindemann A, Brennscheidt U
(1997), Dacatbazine and interferon alpha for stage IV malignant melanoma, Oncology 54: 270-274.
Reason for exclusion: Not an RCT.

308. Tan EH, Ang PT (1996), Combination chemotherapy (dacarbazine, carmustine, cisplastin, and tamoxifen)
in advanced melanoma, Singapore Medical Journal 37: 165-167.
Reason for exclusion: Not an RCT.

309. Terheyden P, Becker JC, Kampgen E, Brocker EB (2000), Sequential interferon-alpha2b, interleukin-2 and
fotemustine for patients with metastatic melanoma, Melanoma Research 10: 475-482.
Reason for exclusion: Not an RCT.

310. Thompson JA, Gold PJ, Fefer A (1997), Outpatient chemoimmunotherapy for the treatment of metastatic
melanoma, Seminars in Oncology 24: S44-S48.
Reason for exclusion: Not an RCT.

311. Timar J, Raso E, Dome B, Ladanyi A, Banfalvi T, Gilde K, Raz A (2002), Expression and function of the
AMEF receptor by human melanoma in experimental and clinical systems, Clinical & Experimental Metastasis
19: 225-232.
Reason for exclusion: Non human/in vitro.

312. Trefzer U, Weingart G, Chen Y, Herberth G, Adrian K, Winter H, Audring H, Guo Y, Sterry W, Walden P
(2000), Hybrid cell vaccination for cancer immune therapy: first clinical trial with metastatic melanoma,
International Journal of Cancer 85: 618-626.

Reason for exclusion: Not an RCT.

313. Trehu EG, Mier JW, Dubois JS, Sorce D, Klempner MS, Epstein M, Dinarello CA, Shapiro L, Kappler K,
Ronayne L, Atkins MB (1996), Phase I trial of interleukin 2 in combination with the soluble tumor necrosis

90 M-VAX™ — a treatment for patients with advanced stage Il melanoma



314.

315.

316.

317.

318.

319.

320.

321.

322.

323.

324.

325.

factor receptor p75 IgG chimera, Clinical Cancer Research 2: 1341-1351.
Reason for exclusion: Not an RCT.

Tricarico A, Cione G, Sozio M, Di Palo P, Bottino V, Martino A, Tricarico T, Falco P (2002), Digestive
hemotrhages of obscure origin: diagnosis and treatment by video-laparoscopy, Surgical Endoscopy 16: 711-
713.

Reason for exclusion: Not an RCT.

Tsavaris N, Baxevanis C, Kosmidis P, Papamichael M (1996), The prognostic significance of immune
changes in patients with renal cancer, melanoma and colorectal cancer, treated with interferon alpha2b,
Cancer Immunology, Immunotherapy 43: 94-102.

Reason for exclusion: Not an RCT.

Tschugguel W, Pustelnik T, Lass H, Mildner M, Weninger W, Schneeberger C, Jansen B, T'schachler E,
Waldhor T, Huber JC, Pehamberger H (1999), Inducible nitric oxide synthase (iNOS) expression may
predict distant metastasis in human melanoma, British Journal of Cancer 79: 1609-1612.

Reason for exclusion: Not an RCT.

Tsioulias GJ, Gupta RK, Tisman G, Hsueh EC, Essner R, Wanek LA, Morton DL (2001), Serum TA90
antigen-antibody complex as a surrogate marker for the efficacy of a polyvalent allogeneic whole-cell
vaccine (CancerVax) in melanoma, Annals of Surgical Oncology 8: 198-203.

Reason for exclusion: Not an RCT.

Tsujii H, Miyamoto T, Mizoe J, Nakano T, Kamada T, Kato H, Matsuoka Y, T'suji H, Abe A, Morita S
(1998), Phase I/1I dose escalation study with carbon ions at NIRS, Physica Medica 14: 70-75.
Reason for exclusion: Not an RCT.

Tsunemoto H, Yoo SY (1996), Present status of fast neutron therapy in Asian countries, Bulletin du Cancer
Radiotherapie 83 Suppl: 93S-100S.
Reason for exclusion: Not an RCT.

Unger JM, Flaherty LE, Liu PY, Albain KS, Sondak VK (2001), Gender and other survival predictors in
patients with metastatic melanoma on Southwest Oncology Group trials, Cancer 91: 1148-1155.
Reason for exclusion: Wrong outcomes.

Varady E, Deaak B, Molnar ZS, Rosta A, Schneider T, Esik O, Eckhardt S (2001), Second malignancies
after treatment for Hodgkin's disease, Leukemia & Lymphoma 42: 1275-1281.
Reason for exclusion: Not an RCT.

Vercelli M, Quaglia A, Casella C, Mangone L, Verdecchia A, Capocaccia R, De Angelis R, Valente F,
Chessa E, Sant M, Gatta G, Micheli A, Berrino F, Zanetti R, Rosso S, Magnani C, Terracini B, Parodi S,
De Lisi V, Serventi 1, Barchielli A, Buiatti E, Balzi D, Crocetti E, Falcini F, Nanni O, De LLeon MP,
Roncucci L, Federico M, Mangone L, Conti E, Ramazzotti V, Gafa I, .a Rosa M (1997), Cancer patient
survival in the elderly in Ttaly, Tumori 83: 490-496.

Reason for exclusion: Not an RCT.

Vielkind JR, Huhn K, Tron A (1997), The Xiphophorus-derived antibody, XMEL, shows sensitivity and
specificity for human cutaneous melanoma but is not a prognostic marker, Journal of Cutaneous Pathology 24:
620-627.

Reason for exclusion: Non human/in vitro.

Vinceti M, Rothman KJ, Bergomi M, Borciani N, Serra L, Vivoli G (1998), Excess melanoma incidence in
a cohort exposed to high levels of environmental selenium, Cancer Epidemiology, Biomarkers & Prevention 7:
853-850.

Reason for exclusion: Not an RCT.

Wach F, Eyrich AM, Wustrow T, Krieg T, Hein R (1996), Comparison of migration and invasiveness of
epithelial tumor and melanoma cells in vitro, Journal of Dermatological Science 12: 118-126.
Reason for exclusion: Non human/in vitro.
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333.
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336.

337.

338.

Wallack MK, Sivanandham M, Whooley B, Ditaranto K, Bartolucci AA (1996), Favorable clinical
responses in subsets of patients from a randomized, multi-institutional melanoma vaccine trial, Annals of
Surgical Oncology 3: 110-117.

Reason for exclusion: Wrong patient group.

Wallack MK, Sivanandham M, Ditaranto K, Shaw P, Balch CM, Urist MM, Bland KI, Murray D, Robinson
WA, Flaherty L, Richards JM, Rosen L, Bartolucci AA (1997), Increased survival of patients treated with a

vaccinia melanoma oncolysate vaccine: second interim analysis of data from a phase 111, multi-institutional

trial, Annals of Surgery 226: 198-206.

Reason for exclusion: Wrong patient group.

Wesseling C, Ahlbom A, Antich D, Rodriguez AC, Castro R (1996), Cancer in banana plantation workers
in Costa Rica, International Journal of Epidemiology 25: 1125-1131.
Reason for exclusion: Not an RCT.

Westhoff U, Fox C, Otto FJ (1998), Soluble HLLA class I antigens in plasma of patients with malignant
melanoma, Anticancer Research 18: 3789-3792.
Reason for exclusion: Not an RCT.

Whitehead RP, Unger JM, Flaherty LE, Eckardt JR, Taylor SA, Didolkar MS, Samlowski W, Sondak VK
(2001), Phase II trial of CI-980 in patients with disseminated malighant melanoma and no prior
chemotherapy. A Southwest Oncology Group study, Investigational New Drugs 19: 239-243.

Reason for exclusion: Not an RCT.

Wrone DA, Tanabe KK, Cosimi AB, Gadd MA, Souba WW, Sober AJ (2000), Lymphedema after sentinel
lymph node biopsy for cutaneous melanoma: a report of 5 cases, Archives of Dermatology 136: 511-514.
Reason for exclusion: Not an RCT.

Wutl P, Eichfeld U, Pauer HD, Glaser A, Rose U, Dralle H (1997), Technique and results of regional
hyperthermic cytostatic arm perfusion for malignant melanoma, Surgery Today 27: 719-725.
Reason for exclusion: Not an RCT.

Yang S, Linette GP, Longerich S, Roberts BL, Haluska FG (2000), HLA-A2.1/Kb transgenic murine
dendritic cells transduced with an adenovirus encoding human gp100 process the same A2.1-restricted
peptide epitopes as human antigen-presenting cells and elicit A2.1-restricted peptide-specific CTL, Cellular
Immunology 204: 29-37.

Reason for exclusion: Non human/in vitro.

Young LHY, Howard MA, Li K, Kim RY, Gragoudas ES (1996), Photodynamic therapy of pigmented
choroidal melanomas using a liposomal preparation of benzoporphyrin derivative, Archives of Ophthalmology
114:186-192.

Reason for exclusion: Non human/in vitro.

Zhang J, Glatfelter AA, Taetle R, Trent JM (1999), Frequent alterations of evolutionarily conserved regions
of chromosome in human malignant melanoma, Cancer Genetics & Cytogenetics 111: 119-123.
Reason for exclusion: Non human/in vitro.

Zhao G, Wang W, Stevens SEJ (1999), Cytotoxicity of gallic acid and its esters toward malignant tumor
cells in vitro, Cancer Research Therapy & Control 7: 325-334.
Reason for exclusion: Non human/in vitro.

Zitelli JA, Brown CD, Hanusa BH (1997), Surgical margins for excision of primary cutaneous melanoma,
Journal of the American Academy of Dermatology 37: 422-429.
Reason for exclusion: Not an RCT.

Zvulunov A, Wyatt DT, Laud PW, Esterly NB (1997), Lack of effect of growth hormone therapy on the
count and density of melanocytic naevi in children, British Journal of Dermatology 137: 545-548.
Reason for exclusion: Not an RCT.
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Abbreviations

ATHW
AJCC
ASCO
BCG
DNFB
DNP
ECOG
EORTC
FDA
GMP
IND
MSAC
M-TAG Pty Ltd
NHMRC
PBS
TCK
TGA

UKCCCR

Australian Institute of Health and Welfare

American Joint Committee on Cancer staging system
American Society of Clinical Oncology

Bacille Calmette-Guérin

Dinitrofluorobenzene

Dinitrophenyl

Eastern Cooperative Oncology Group

European Organisation for Research and Treatment of Cancer
Food and Drug Administration

Good Manufacturing Practice

Investigational New Drug program

Medical Services Advisory Committee

Medical Technology Assessment Group Pty Ltd
National Health and Medical Research Council
Pharmaceutical Benefits Scheme

Tumour collection kit

Therapeutic Goods Administration

United Kingdom Coordinating Committee on Cancer Research
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