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Multicenter Selective Lymphadenectomy Trial 1 - key primary data remain unavailable

There is a lack of adequate and appropriate reporting of key data from the Multicenter Selective Lymphadenectomy
Trial 1 (MSLT1) of melanoma. In this trial, primary cutaneous melanoma (melanoma) patients were randomized into
undergoing sentinel lymph node biopsy (SLNB) and then completion lymph node dissection (CLND) if node positive
versus observation. No melanoma specific survival advantage was identified. Table 1 summarizes the published
findings of MSLT1" in 2014. Substantial key trial data remain unavailable for peer review and scrutiny.

The trial’s primary outcome is, “To determine whether wide excision of the primary with intracperative lymphatic
mapping (LM) followed by selective lymphadenectomy will effectively prolong overall survival compared to wide
excision of the primary melanoma alone™. We still await the overall sunival data.

The 340 recruited patients with a primary melanoma of Breslow thickness under 1.2 mm have been omitted. The
publication explains: “Because of space constraints and event infrequency among patients with thin primary
melanomas, data from this cohort are considered exploratory and are not reported on in this article.” Usage of the
word “exploratory” is puzzling because 'exploration’ is a key purpose of research. These patients recruited into this
study have had their contributions overlooked. Full knowledge of these outcomes is necessary to ensure that
guidelines for all melanoma patients are evidence based.

The approved MSLT1 protocol included identifying final surgery morbidity data from both intervention and observation
trial arms. This data remains unpublished. The authors separately published some interim selected morbidity data
from the trial but no intention to treat analysis.3 10-year morbidity data is especially important given the trial identified
no melanoma specific sunvival benefit.

Published MSLT1 data remains incomplete, subject to classification bias, over presentation of secondary outcomes
and might be misleading. Concerns include the selective reporting of secondary outcomes, especially with authors’
definitions of “disease free sunival” and “distant disease-free sunival”. Ongoing claims of a sunival benefit for the
intervention group are not supported by the data provided. Analysis used in MSLT1 included nowvel latent complex
post-hoc subgroup analyses which were not specified in the trial protocol. MSLT1 defines intermediate-thickness
melanoma as Breslow 1.20 to 3.50 mm. It is unclear whether this non-standard definition was prespecified or was
defined only for the post-hoc analyses.

Limitations have already been discussed in the relevant Cochrane Collaboration Systematic Review2. The review
reported the original MSLT1 authors’ response to a letter by the Cochrane authors, which stated ‘there are numerous
additional analyses that have yet to be reported for the trial”. Approaching seven years later, no further analyses hawe
been published.

We have made diligent attempts asking the authors and their institutions to publish the missing data and / or allow
independent evaluation but with no positive outcome to date. The MSLT1 study was funded by the National Institutes
of Health in USA. In accepting funding, the authors undertook to fully publish the outcomes of the approved protocol.

MSLT2 study* was published in 2017. It compared SLNB positive melanoma patients who then underwent CLND with
those randomized to observation. CLND did not alter melanoma specific sunival. SLNB has implications for
immunotherapy treatment of melanoma patients. To date, numerous clinical trials have required patients to undergo
SLNB, with subsequent CLND if positive, to become eligible for the trial. Test characteristics of SLNB in predicting
death are poor with a sensitivity and specificity both less than 40%"5. Refined figures cannot be established due to
missing data. In most areas of medicine, such a test would be abandoned. Patients cannot be expected to have an
operation that poorly predicts and does not improve survival to qualify for drugs that might provide benefit. Ongoing
drug trials excluding SLNB in the protocol are essential.

Trials that have such limitations in the reporting of data have variously been retracted, revised and / or independently
analyzed. For example, in 2018 the New England Journal of Medicine (NEJM) retracted® the seminal dietary study
(PREDIMED) published in 20137 as major inadequacies in data were identified. The NEJM published a corrected
versions.
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We have requested an independent analysis of the MSLT1 data to ensure the outcomes of this seminal trial are
presented in detail. If an independent review identified critical deficiencies, bias or errors, then the original final report
should be retracted and / or complemented by a more appropriate report detailing the important health outcomes of
the trial as designed and prospectively filed in ClinicalTrials.gov database. The 2001 patients who enrolled in MSLT1
to contribute knowledge for future melanoma patients deserve full publication of all undisclosed findings.
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Table 1. Summary of data from the MSLT1 trial on sentinel lymph node biopsy.

Total patients 2001 patients underwent randomization
Classification based on Thin melanoma Intermediate Thick melanoma All thicknesses
thickness <1.2mm Breslow 1.2 to 3.5mm > 3.5 mm Breslow
Number in each thickness 340 patients 1347 patients 314 patients 2001 patients
Randomized to Intervention*  Observation | Intervention® Observation | Intervention® Observation | Interventon*  Observation
Number randomized g g 813 533 186 128 | 9994 661 d
Underwent SLNB 141 2 770 22 173 9 943 d 314d
Underwent observation g 91 35 500 12 117 474 617 d
Included in follow up 2 2 805 522 185 126 990 d 648 d
Completed the trial g g 505 326 80 65| 5854 391 d
Died from all causes ¢ 2 2 180 128 87 52 267 d 180 d
Died from melanoma a a 133 103 68 43| 20149 146 d
Died from other causes g g 47 25 19 9 66 d 34d
Lost to follow up a a 120 68 18 9 138 774
Surgery related morbidity b b b b b b b b
Overall death rate ¢ 2 2 221% ¢ 24.0%° | 46.8%° 40.6%° | 26.7% 9 27.2% ¢
Melanoma specific death rate & & 16.4% © 19.3% © | 36.6% © 33.6% ° | 20.1% ® 221% °
Legend:
a Data on patients with thin melanoma was included in the protocol, collected, but has not yet been published
b 10 year safety / morbidityincluding surgical related morbidityhas not yet been published
¢ Overall mortality was the defined primaryoutcome in the trial protocol. Death from other caused is listed forintermediate
and thick melanoma patients, butcomplete analysis of overall survival has not yet been published
d Percentages in the total patient columns are incomplete, missing patients with thin melanoma outcomes
e There was no significantdifference identified between intervention versus observation melanoma specific mortality.

* Intervention group patients were randomized to sentinel ymph node biopsy, & if then positive, completion lymph node dissection
Data published in final report of MSLT1. Morton DL, Thompson JF, Cochran AJ, et al. N Engl J Med 2014;370:599-609





