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PAST

Historically, managing patients with locoregionally
metastatic melanoma confined to a limb was challenging
due to the paucity of effective treatment options available.
Isolated limb perfusion (ILP) and, since its introduction in
1992, isolated limb infusion (ILI) continue to be effective
treatment modalities available for such patients. The
advantages of ILI over ILP include its minimally invasive
approach, lower complexity, and reduced overall morbid-
ity. With the introduction of effective immunotherapy and
numerous local (intralesional) therapies, the treatment
paradigm for patients with in-transit disease continues to
evolve, making it paramount to establish the efficacy of ILI
to evaluate its place and relevance in the treatment of
locoregionally metastatic limb melanoma. Previous large
ILI series have reported favorable overall response rates
(ORRs) ranging from 43 to 84%, with complete response
(CR) rates ranging from 26 to 38%; however, its effect on
long-term oncologic outcomes remains poorly defined.'?

ASO Author Reflections is a brief invited commentary on the article
“Long—Term Oncologic Outcomes After Isolated Limb Infusion for
Locoregionally Metastatic Melanoma: An International Multicenter
Analysis”. Ann Surg Oncol. Epub 25 Mar 2019. https://doi.org/10.
1245/510434-019-07288-w.
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PRESENT

With the introduction of effective immunotherapy and
new local (intralesional) treatments, the therapeutic options
for locoregionally metastatic melanoma are ever-expand-
ing.> Given this range of available options, appropriate
therapy selection is an important area of research. Despite
being around for three decades, ILI has not garnered sim-
ilar enthusiasm as some newer agents, despite the fact that
ILI has repeatedly demonstrated higher ORRs. In the pre-
sent study conducted at nine international melanoma expert
centers,4 687 ILIs were performed, resulting in minimal
regional and no systemic toxicity, with a 64.1% ORR and a
CR of 28.9%. Importantly, a CR was associated with an
overall survival of > 6 years, highlighting the durability of
a favorable response. Conversely, when immunotherapy is
used as a singular agent, response rates are lower, while it
is associated with significantly higher toxicity and, most
importantly, potentially life-altering systemic adverse
effects.” Therefore, even in the era of expanding
immunotherapy, ILI remains a viable and important option
for patients with in-transit limb melanoma.

FUTURE

The expansion of new treatments for locoregionally
metastatic melanoma has invoked new questions germane
to its clinical management. In view of this, a future chal-
lenge will be to preserve therapeutic relevance of ILI and
augment its efficacy. The current study” clearly shows that
a subgroup of patients harbor tumor biology that is
responsive to ILI, resulting in durable responses. There-
fore, a future aim will be to identify those who will respond
to regional therapy, for instance by using tumor gene
expression profiling, allowing clinicians to direct ILI to
those who are likely to benefit from it, while offering other
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treatment modalities or combination treatments to those
unlikely to respond to ILI. Other potential future aims are
combination strategies, such as combining ILI with sys-
temic immunotherapy, as demonstrated by Ariyan et al.’
Finally, the ILI platform can be used to deliver novel
agents regionally with tumor that is available for pre-,
intra-, and postoperative biopsies to identify treatment-re-
lated changes.
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