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Background

«  Tertiary lymphoid structures (TLS) are ectopic immune cell
clusters that arise at sites of chronic inflammation, including
tumors.’

. In metastatic melanoma, TLS presence has been linked to
improved survival, but the mechanisms driving this b enefit
remain unclear.?

¢+ TOX (Thymocyte selection-associated HMG-box) is a
transcription factor associated with T-cell exhaustion and has
beenidentified in T cells within TLS.3#

«  The biological and prognostic role of TOX* CD8* T cells within
TLS in melanoma metastases is not well understood.

Objective

To evaluate the prognostic significance of intra-TLS TOX* CD8* T
cells in cutaneous metastatic melanoma, and their potential link to
patient outcomes.
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Methods

*  Multiplex immunofluorescence was used to evaluate
cutaneous metastatic melanoma samples for the presence of
TLS and expression of TOX* and CD8* T cells

« Atotal of 15 TLS-containing specimens were analyzed using
Halo Software (Indica Labs) to quantify CD8* T cells and
identify those co-expressing TOX.

*  The fraction of CD8* T cells expressing TOX was calculated
within each TLS.

«  Fractions were then dichotomized into high (TOXMd") and low
(TOXPw) TOX expression groups using the Contal-O’Quigley
method.

«  Survival associations were assessed using log-rank tests.

Figure 1. Survival analysis of TLS+ metastatic melanoma
patients harboring low and high fractions of TOX+ T-cells

*  Survival analysis was performed based onintra-TLS TOX*
CD8* T cell levels (high vs. low fraction groups).

«  Although the difference in overall survival did not reach
statistical significance (p = 0.1459), the TOX"9" group showed
a longer median survival than the TOX°Y group (51 vs. 21
months) in patients with metastatic melanoma
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Discussion and Conclusions

TOX is a transcription factor known to regulate T cell
exhaustion in chronic immune environments. In some
cancers, high TOX expression has been associated with
poorer outcomes.®

In our cohort of cutaneous metastatic melanoma patients, we
observed a trend toward longer overall survival in the TOXhigh,
though this did not reach statistical significance.

While much of the literature portrays TOX to be anindicator
of poor prognosis, our findings suggests the role that TOX
plays in tumor-mediated immunity warrants further study.
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