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Smoking and Melanoma Outcomes—Another Reason to Quit
Mary S. Brady, MD

Do you need another reason to encourage your patients to stop smoking? Smoking increases the risk
of a myriad of diseases and is associated with cancer incidence and mortality. Smoking increases the
risk of dying of cancer of the lung, oropharynx, pancreas, bladder, and cervix, to name just a few.1

Jackson and colleagues2 found that a substantial proportion of patients (1077 of 6279 patients
[17.2%]) who presented with clinically localized melanoma were current smokers. Perhaps this is an
ideal moment to recommend against smoking because the diagnosis of melanoma, in my experience,
has often been a teachable moment. Many patients dramatically alter their sun exposure habits,
returning for follow-up visits without a trace of sunburn or tan (even in the summer months), despite
a lack of evidence that modification of this behavior is associated with long-term outcomes for
melanoma. While it is certainly not as addictive as nicotine, UV exposure shares features of addiction
as well.3 Jackson and colleagues2 use the data from 2 large, well-conducted clinical trials in patients
with clinically localized melanoma to determine the association of smoking with melanoma-specific
survival (MSS) and melanoma-associated death (MAD). The Multicenter Selective
Lymphadenectomy Trials (MSLT-I and MSLT-II) provided the data and were conducted to determine
whether sentinel lymph node (SLN) biopsy was associated with improved MSS compared with wide
excision and observation (MSLT-I)4 and whether completion node dissection in patients with
SLN-positive melanoma was associated with MSS advantage compared with nodal basin observation
(MSLT-II).5 These 2 trials were practice-changing (neither study found an association) and provided
the foundation for the current treatment of patients with clinically localized melanoma or
microscopic regional nodal disease.

Although cigarette smoking has been associated with a lower incidence of melanoma, the
association of smoking with melanoma survival has not been determined.6 The Jackson et al study2

provides a perfect opportunity to ask this question with a large prospectively collected database of
patients. Indeed, over 6000 patients comprised the study group and the median (IQR) follow-up
was 78.4 (30.5-119.6) months.

The investigators found that current smokers had an increased risk of MAD compared with
former or nonsmokers (hazard ratio [HR], 1.48; 95% CI, 1.26-1.75; P < .001).2 The analysis controlled
for cofounders such as age, Breslow thickness, ulceration, primary site, and SLN status. The negative
association of smoking with MSS was greatest for patients with SLN-negative melanoma (HR, 1.85;
95% CI, 1.35-2.52).2

Further supporting the association of smoking with MAD was that the amount of smoking
reported was associated with increased MAD risk, with an HR of 1.63 (95% CI, 1.33-2.01) for heavy
smokers and 1.48 (95% CI, 1.13-1.93) for moderate smokers.2 This study confirms a report by Mattila
and colleagues,7 who identified an increased risk of melanoma death in 1359 patients treated
between 2005 and 2019 in southern Finland. In this population-based study,7 current smokers had
an increased risk of melanoma death (HR, 1.81; 95% CI, 1.27-2.58) when compared with nonsmokers.

The reason for the association of smoking with increased risk of MAD is unclear. It is well known
that smoking diminishes cutaneous blood flow, potentially leading to promotion of tumor growth
due to hypoxia, as the investigators point out.2 Smoking has additional negative outcomes on tumor
containment and immunity, and further studies are needed to elucidate the specific factors that
contribute to poor outcomes.
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We did not really need another reason to recommend against smoking, but here we have it.
Congratulations to the investigators2 for providing an answer to the commonly asked query, “Is there
anything I can do to decrease my risk of melanoma recurrence?”
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