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OBJECTIVE: To evaluate the clinical utility and diagnostic concordance of the designation “rule out melanoma” (ROM) in dermatopathology
requisitions and to assess its potential contribution to diagnostic inflation. METHODS: An observational analysis was conducted of 13,000
dermatopathology requisition forms submitted between January 1.and July 1, 2025, in which ROM was listed as the primary or sole clinical
diagnosis. Concordance between clinical designation and histopathologic diagnosis was assessed. RESULTS: Of 13,000 cases, 1,196 (9.2%)

were diagnosed as melanoma (invasive or melanoma in situ). The remaining 11,804 cases (90.8%) represented nonmelanoma diagnoses, most
commonly solar lentigo, seborrheic keratosis, melanocytic nevi (including dysplastic nevi), pigmented actinic keratosis, and pigmented basal cell
carcinoma. LIMITATIONS: This analysis represents a single-institution observational dataset. CONCLUSION: The ROM designation demonstrates
low positive predictive value and provides limited actionable diagnostic information. These findings suggest that current clinical labeling practices
may contribute to reduced diagnostic specificity and broader patterns of diagnostic inflation. KEYWORDS: Dermatopathology, clinical correlation,
rule out melanoma, melanoma in situ, overdiagnosis, electronic medical records, diagnostic amplification

linicopathologic correlation represents a central principle of
dermatopathology, particularly in the evaluation of pigmented
lesions, where clinical morphology, lesion evolution, and
risk stratification directly inform histopathologic interpretation.’ In
contemporary practice, this collaborative exchange has been increasingly
constrained by electronic medical record (EMR) workflows that prioritize
efficiency and structured inputs over descriptive clinical reasoning. As
aresult, detailed morphologic descriptions are frequently replaced by
abbreviated diagnostic labels. Furthermore, “canned” clinical descriptions
are often proffered, such as “irreqular, multi-brown lesion” for virtually all
lesions without further description.
Among these, the phrase “rule out melanoma” (ROM) has become

ubiquitous. Although originally intended to communicate clinical concern,

its widespread application has rendered it a nonspecific designation that
often fails to convey meaningful diagnostic information.2

In this study, we sought to determine the clinical utility of ROM and its
implications for diagnostic accuracy.

METHODS
An internal observational analysis was conducted of 13,000
dermatopathology requisition forms submitted between January 1and

July 1,2025. Of these, virtually all were submitted by either board-
certified dermatologists or dermatology-specific providers (physician
assistants or nurse practitioners).

Inclusion criteria required that ROM be listed as either the primary
or sole clinical diagnosis. Histopathologic outcomes were reviewed,
and concordance between clinical designation and final diagnosis was
assessed.

RESULTS

Of the 13,000 specimens that met the inclusion criteria, 1,196 (9.2%)
were diagnosed as melanoma (invasive or melanoma in situ). The
remaining 11,804 cases (90.8%) represented nonmelanoma diagnoses.
These included solar lentigo, seborrheic keratosis, benign melanocytic
nevi, dysplastic nevi, pigmented actinic keratosis, and pigmented basal
cell carcinoma (Table 1).

Contextual comparison with population-level incidence.
Population-based data indicate that invasive melanoma occurs at a
rate of approximately 25 to 30 cases per 100,000 individuals annually,
with total melanoma incidence (including melanoma in situ) estimated
at approximately 60 to 70 cases per 100,000 In contrast, the present
observational cohort, representing a highly selected population of
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TABLE 1. Diagnostic outcomes in “rule out melanoma”-designated pigmented lesions (N=13,000)

CATEGORY

Invasive melanoma
Melanoma in situ

Solar lentigo

Seborrheic keratosis
Benign melanocytic nevus
Dysplastic nevus

Melanoma

Nonmelanoma

Other benign entities

Total

Pigmented actinic keratosis
Pigmented basal cell carcinoma

1,196 9.2
11,804 90.8
13,000 100.0

*Individual nonmelanoma diagnosis frequencies listed in order of prevalence; counts not available

biopsied lesions, demonstrated a melanoma
yield of 9.2%.

If all lesions designated as ROM in this cohort
had represented true melanoma, the implied
incidence would approach several thousand
cases per 100,000 individuals annually,
orders of magnitude higher than established
population-based estimates. This discrepancy
highlights the extent to which ROM labeling
is applied beyond cases of meaningful clinical
suspicion.

DISCUSSION

The conceptual limitations of “rule out”
diagnosis. The phrase “rule out melanoma” s
neither a diagnosis nor a structured differential
diagnosis. It does not communicate probability,
morphologic reasoning, or prioritization of
diagnostic possibilities. Instead, it represents
a binary acknowledgment that melanoma has
been considered.*

Effective clinicopathologic correlation
requires transmission of pretest probability,
which allows the dermatopathologist to
interpret histopathologic findings within a
clinically meaningful framework. Because
the clinical information that is proffered in
this context is generally formulaic, generated
by an EMR without specific information and
description of the lesion in question, the ROM
designation fails to provide sufficient pretest
probability. A more informative approach would
include descriptive morphology, lesion size,
and a prioritized differential diagnosis, such as
“asymmetric 7-mm pigmented macule on the
upper back with interval change; moderate
concern for melanoma vs dysplastic nevus.”

Additional information, including
dermoscopic features and clinical photographs,
should be incorporated in appropriate

circumstances and when available.

Beyond lesion-level morphology, several
additional elements can meaningfully raise
or lower pretest probability and should be
conveyed when relevant. These include a
personal or family history of melanoma, a
history of dysplastic (atypical) nevi, and the
patient’s Fitzpatrick skin type and degree of
cumulative photodamage. Equally important,
the differential diagnosis should be framed
to include the benign entities that most
commonly mimic melanoma clinically, such
as dermatofibroma, dermal (intradermal)
melanocytic nevus, and seborrheic keratosis,
rather than defaulting to melanoma
alone. Explicitly naming these alternatives
conveys genuine diagnostic reasoning and
helps calibrate, rather than inflate, the
dermatopathologist’s index of suspicion.

Diagnostic amplification and ancillary
testing. ROM labeling influences the behavior
of the dermatopathologist confronted with a
pigmented lesion and this limited information.
When melanoma is explicitly raised,
dermatopathologists often increase diagnostic
scrutiny and use ancillary studies.

Immunohistochemical markers such as
preferentially expressed antigen in melanoma
(PRAME) and Melan-A are frequently employed
in this setting. While useful, these markers
are highly sensitive and may lack specificity in
certain contexts. Increased staining can occur
in benign or mildly atypical lesions, particularly
in sun-damaged skin.’ This introduces a risk of
overinterpretation, particularly when combined
with high-suspicion clinical labeling. The
interaction between nonspecific clinical input
raising suspicion of melanoma and sensitive
diagnostic tools may amplify diagnostic
uncertainty rather than resolve it.
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These ancillary studies also carry meaningful
and frequently underappreciated costs. Each
immunohistochemical stain adds incremental
technical and professional charges; single-
antibody immunohistochemistry, such as
PRAME or Melan-A, is commonly reimbursed
on the order of $90 to $120 per stain by
commercial payers, and several stains are often
ordered on a single specimen. Molecular assays
are considerably more expensive, with gene
expression profiling for melanocytic lesions
reimbursed in the range of several thousand
dollars per test. When applied broadly to
lesions with low pretest probability, more than
90% of which proved benign in the present
cohort, these incremental expenditures
aggregate into a substantial and potentially
avoidable burden on healthcare spending.’
Critically, this cost is not borne by payers
alone. Patients are frequently responsible for
a portion through deductibles, coinsurance,
and out-of-network or balance billing, such
that low-yield testing prompted by nonspecific
clinical labeling can translate into direct
and unexpected financial consequences for
individuals.®

This process may be conceptualized as
diagnostic amplification (Figure 1).

Melanoma in situ; Surveillance,
Epidemiology, and End Results (SEER)
limitations; and overdiagnosis. Melanoma
incidence has risen substantially over recent
decades, particularly for melanoma in situ,
while mortality has remained relatively
stable &1

SEER datasets have historically focused
on invasive melanoma and incompletely
captured melanoma in situ.® However,
current estimates suggest that melanoma
in situ incidence approaches that of invasive
melanoma, with the American Cancer Society
projecting over 107,000 new cases in 2025
alone."" Published analyses estimate that 29%
to 60% of melanoma diagnoses, and more
than 80% of melanoma in situ, may represent
overdiagnosis.'®"

The Melanocytic Pathology Assessment
Tool and Hierarchy for Diagnosis (MPATH-

Dx) framework reflects ongoing efforts to
align diagnostic terminology with biological
behavior and acknowledges uncertainty in the
classification of early melanocytic lesions.™
Because of the overdiagnosis of melanoma in
situ noted above, discussion has been ongoing
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FIGURE 1. Conceptual model of diagnostic amplification. ROM labeling initiates a cascade of increased scrutiny, expanded ancillary testing, and interpretive bias that may contribute to

updlassification of borderline melanocytic lesions.
MIS: melanoma in situ; PRAME: preferentially expressed antigen in melanoma; ROM: rule out melanoma

to reclassify borderline lesions into risk-
stratified categories that may behave less like
true melanoma.

Cognitive bias and diagnostic threshold
drift. Clinical labeling influences diagnostic
interpretation through anchoring and
framing effects."" When lesions are labeled
as suspicious for melanoma, borderline
histopathologic features may be interpreted
more aggressively.

Increased surveillance has also been shown
to increase biopsy rates and melanoma
diagnoses independent of underlying biological
risk.'®

IMPLICATIONS FOR CLINICAL PRACTICE

The findings of this study suggest that the
ROM designation provides limited diagnostic
value and may contribute to reduced specificity
in clinical communication.

Replacing nonspecific “rule out” terminology
with structured clinical descriptions, including
lesion size, asymmetry, dermoscopic features,
and prioritized differential diagnoses,
represents an important opportunity to
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improve diagnostic accuracy and restore
clinicopathologic correlation.” Incorporating
relevant clinical history, including any personal
or family history of melanoma or dysplastic
nevi and the patient’s skin phototype, further
strengthens this communication.

LIMITATIONS

This analysis represents a single-institution
observational dataset and may not fully
generalize across all practice settings. However,
the large sample size supports broader
relevance.

CONCLUSION
In the evaluation of pigmented skin lesions,
the ROM designation demonstrates low positive
predictive value and limited diagnostic utility.
When considered alongside population-
level melanoma incidence, rising melanoma
in situ diagnoses, and evolving dlassification
frameworks, these findings suggest that current
clinical labeling practices contribute to reduced
diagnostic specificity and may play a role in
diagnostic inflation.
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