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Background: Prospective trials have not compared the local recurrence rates of different excision
techniques for cutaneous melanomas on the head and neck.

Objective: To determine local recurrence rates of cutaneous head and neck melanoma after wide local
excision (WLE), Mohs micrographic surgery (MMS), or staged excision.

Methods: A systematic review of PubMed, EMBASE, and Web of Science identified all English case series,
cohort studies, and randomized controlled trials that reported local recurrence rates after surgery for
cutaneous head and neck melanoma. A meta-analysis utilizing a random effects model calculated weighted
local recurrence rates and confidence intervals (CI) for each surgical technique and for subgroups of MMS
and staged excision.

Results: Among 100 manuscripts with 13,998 head and neck cutaneous melanomas, 51.0% (7138) of
melanomas were treated by WLE, 34.5% (4826) by MMS, and 14.5% (2034) by staged excision. Local
recurrence rates were lowest for MMS (0.61%; 95% CI, 0.1%-1.4%), followed by staged excision (1.8%; 95%
CI, 1.0%-2.9%) and WLE (7.8%; 95% CI, 6.4%-9.3%).

Limitations: Definitions of local recurrence varied. Surgical techniques included varying proportions of
invasive melanomas. Studies had heterogeneity.

Conclusion: Systematic review and meta-analysis show lower local recurrence rates for cutaneous head
and neck melanoma after treatment with MMS or staged excision compared to WLE. (J Am Acad Dermatol
2021;85:681-92.)
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INTRODUCTION

The purpose of melanoma
excision is to prevent local
recurrence and  progres-
sion."” Local recurrence
may worsen prognosis,”” in-
crease surgical costs and
complexity,™® and heighten
patient anxiety.”” The risk
for local recurrence is higher
after excision of cutaneous
melanomas on the head and
neck,'”'* where approxi-
mately 20% of melanomas
arise.'”’

Although wide local exci-
sion (WLE) has been the standard technique for
melanoma surgery, Mohs micrographic surgery
(MMS)'"® and staged excision'” are increasingly
used to treat melanomas at high risk for local
recurrence.”’ MMS and staged excision aim to lower
local recurrence rates by using comprehensive
microscopic margin assessment to detect and re-
move subclinical melanoma prior to reconstruction.
Subclinical melanoma is more common for both
invasive and in situ melanomas on the head and
neck.”’”* In its latest guidelines for cutaneous
melanoma, the National Comprehensive Cancer
Network indicates that comprehensive histologic
assessment of margins with MMS or staged excision
should be considered “for large and/or poorly
defined” in situ or minimally invasive melanomas
(<0.8 mm) associated with high cumulative sun
damage.”

Prospective randomized controlled trials have not
compared local recurrence rates after WLE versus
MMS or staged excision for head and neck mela-
nomas. We hypothesized that local recurrence rates
are lower after MMS or staged excision versus WLE.
This systematic review and meta-analysis evaluates
published local recurrence rates after WLE, MMS, or
staged excision of cutaneous head and neck
melanoma.

excision.

MATERIALS AND METHODS
Eligibility criteria

A priori inclusion and exclusion criteria were
established to identify studies reporting local recur-
rence rate after surgery of cutaneous melanoma of
the head and neck (Supplemental Table I; available

CAPSULE SUMMARY

« Prospective trials have not compared
local recurrence rates for different
excision techniques used to treat
cutaneous head and neck melanomas.

» Systematic review of retrospective data
shows lower local recurrence rates of
cutaneous head and neck melanomas
after Mohs micrographic surgery or
staged excision versus wide local

via Mendeley at https://doi.
org/10.17632/d5gkm3tk6p.1).

Inclusion criteria were
published English-language
case series, cohort studies,
or randomized controlled tri-
als that specified surgical
technique and reported local
recurrence rates for =10
cutaneous  head  and/or
neck melanomas. Mucosal
melanomas were excluded.
Cases were also excluded if
adjuvant local treatment such
as radiation, electrodessica-
tion, or imiquimod was used.
No restrictions were placed on tumor depth, sys-
temic treatment use, publication date, or follow-up
time. Studies were excluded if data were duplicated
in another publication. Reviews, abstracts, and un-
published studies were excluded.

The primary outcome was local recurrence rate.
Studies were excluded if local recurrence could not
be distinguished for melanomas on the head and
neck versus other locations.

Study selection

A literature search of the PubMed, EMBASE, and
Web of Science databases was conducted on
November 5, 2018 using search terms detailed in
Supplemental Table II (available via Mendeley at
https://doi.org/10.17632/d5gkm3tk6p.1). Two in-
vestigators (PGB and JMB) independently reviewed
all search results for inclusion and exclusion criteria.
If investigators disagreed on article inclusion, they
convened to reach consensus. Included studies were
reviewed for references that were not captured in the
search. Cohen’s kappa was calculated to provide the
level of inter-reviewer agreement.

Data extraction

Two investigators (PGB and JMB) independently
extracted data from included studies. Data were
recorded on Microsoft Excel (Microsoft Corp). If
reviewers disagreed on data, they convened to reach
consensus. A third investigator (CJM) independently
verified the final references and data. All 3 investi-
gators (PGB, JMB, and CJM) convened to resolve any
disagreements.
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Abbreviations used:

CI: confidence interval

IHC: immunohistochemistry
MIS:  melanoma in situ

MMS: Mohs micrographic surgery
WLE: wide local excision

Data items

Extracted data included surgical technique (WLE,
MMS, or staged excision), number of cutaneous head
and neck melanomas, local recurrence rate, follow-
up time, anatomic location, invasion status, and
year(s) of surgery. Cases without follow-up informa-
tion were excluded from analysis.

WLE was defined as conventional excision with
microscopic margin assessment on a separate day by
a dermatopathologist using formalin-fixed, paraffin-
embedded breadloafed sections. MMS was defined
as excision with same-day complete circumferential
peripheral and deep frozen section microscopic
margin assessment by the surgeon prior to recon-
struction. Subcategories were: 1) MMS with immu-
nohistochemical (IHC) stains, 2) MMS without THC,
and 3) MMS with and without THC. The latter
pertained to series that did not segregate local
recurrence for patients who were treated with THC
versus without THC.

Staged excision was defined as excision with
microscopic margin assessment by the surgeon or
dermatopathologist using formalin-fixed, paraffin-
embedded sections prior to reconstruction.
Variations of staged excision (collarette, contour,
perimeter, polygon, spaghetti, square, slow-Mohs,
and mapped serial excision) were grouped into 2
subcategories: 1) complete peripheral microscopic
margin evaluation, defined by en face microscopic
margin assessment of 100% of the peripheral margin
or 2) partial peripheral microscopic margin evalua-
tion, defined by breadloafed sectioning to examine a
portion of the peripheral margin. The deep margin of
the central tumor was typically evaluated with
breadloafed vertical sections.

Invasion status, if specified, was classified as
melanoma in situ (MIS) or invasive melanoma
(extending deep to the epidermis). Invasive mela-
nomas could not be stratified further due to incon-
sistent reporting of tumor depth and evolving staging
criteria over time.

Data synthesis

Statistical analysis. The primary outcome for
both MIS and invasive melanoma was overall local
recurrence rate after WLE, MMS, or staged excision of
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cutaneous head and neck melanoma using a
DerSimonion and Laird random effects model.
Subgroup analysis assessed local recurrence rates
after WLE, MMS, and staged excision of MIS versus
invasive melanoma. For studies reporting local
recurrence rates for multiple techniques, the pop-
ulations for each technique were analyzed
separately.

Preplanned secondary analyses assessed local
recurrence rates for subcategories of MMS (with
IHC, without IHC, or with and without THC) and
staged excision (complete or partial peripheral
microscopic margin evaluation).

Freeman-Tukey double arcsine transformation
was used because some studies had local recurrence
rates at or near zero.”' Heterogeneity of local
recurrence rates across studies was evaluated using
Cochran’s Q statistic and I index. A P value of <.05
was considered statistically significant heterogeneity.
Forest plots and calculations were generated with
Open Meta-Analyst (Brown University).

Risk of bias assessment. Risk of bias in
comparative studies was assessed using the Risk of
Bias in Non-randomized Studies of Interventions
(ROBINS-D tool.” This tool assesses studies across
7 domains of potential bias: confounding, selection
of participants, classification of interventions, de-
viations from intended interventions, missing data,
measurement of outcomes, and selection of the
reported result. In each domain of the ROBINS-I
tool, assessment focused on whether results were
adjusted to account for each potential source of bias.
Single-arm studies were considered at high risk of
bias.

RESULTS
Overview details

Figure 1 details the screening and selection pro-
cess. Of 2197 abstracts reviewed, 100 manuscripts
with 13,998 head and neck cutaneous melanomas
published between 1972 and 2018 were
included.'®'"**'*  Cohen’s kappa was 0.62.
According to the ROBINS-I tool, all studies (5
comparative””**7"%792 and 95 single-arm) had high
risk for bias. All included studies were either case
series or cohort studies, No randomized controlled
trials met the inclusion criteria. Details of each
manuscript are included in Mendeley Supplemental
Table III (available via Mendeley at https://doi.org/
10.17632/d5gkm3tk6p.1). Table 1 summarizes the
data for these manuscripts.

Of the 100 manuscripts selected, 28% (28) pro-
vided a definition for local recurrence. Definitions
varied from recurrence “in the scar” (n = 1'%, “within
or adjacent to the scar” (n = 3)”>”"'", within “2 cm”
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-
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;gn for eligibility
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Studies included in
qualitative synthesis
(n =100)
-]
[}
-]
=
©
£ Studies included in
quantitative synthesis
(meta-analysis)
(n=100)

Full-text articles excluded,
with reasons (total n = 391)

Outcome Reporting (Unable to
determine Local Recurrence):
n= 149

Study Type (Case Report; Sys Rev;
NOT n>10 Case Series, Cohort,
RCT): n=121

Intervention type (Not surgery,
Use of adjuvant local therapy, or
Intervention type unknown): n=59

Lesion (Not Melanoma): n=13

Melanoma Location (Not
Head/Neck; Mucosal): n=21

Cannot Extricate Outcomes for
Head/Neck Melanoma: n=27

Data accounted for in another
study: n=1

Fig 1. Preferred Reporting Items for Systematic Reviews and Meta-Analyses diagram of the

search process.

(n = 7),%19:0309.99104112 &3 oy (5 = 1) 7! or “5 cm”
(n = 4) of the scar”*?%%192 «at the primary/original
site” (n = 8)'0 1 I0A859.00.75.89. 1 wrecurrence that
was not nodal/regional or distal” (n = 4).°%010%¢7
Details for local recurrence definitions by surgical
technique are available in Supplemental Table IV
(available via Mendeley at https://doi.org/10.17632/
d5gkm3tk6p.1).

Comparison of population characteristics
Among the 13,998 cases reviewed, the most
common technique was WLE (60 references, 51.0%
[7138] of cases),””™ followed by MMS (22 refer-
ences, 34.5% [4826] of cases),'®?712548102 4

staged excision (23 references, 14.5% [2034] of
cases), 99103123

The proportion of invasive melanomas was
higher in the WLE group (96% [5734 of 5955 cases])
compared to MMS (30% [926 of 3080 cases]) or SE
(27% [416 of 1539 cases]). The weighted mean
follow-up time was longest for staged excision
(66.5 months), followed by WLE (52.8 months) and
MMS (46.9 months).

Subcategories of MMS and staged excision
Studies for MMS varied in their use of IHC. Of the

4826 cases treated using MMS, 50.0% (2411) were

treated with THC,'®%® 15.2% (732) without
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Table I. Summary results of meta-analysis showing data and local recurrence rates by technique and invasion

status
Mean Overall MIS Invasive
Articles follow-up LR I LR I LR I
Technique n (months)’ n % (95% CI) % n % (95% CI) % n % (95% CI) %
WLE 60 52.8 7138 7.81 (64-93) 72.1* 141 3.28 (0.0-10.2) 103 4255 7.65 (5.8-9.7) 70.2*
MMS 22 46.9 4826 0.61 (0.1-1.4) 68.9* 2154 0.74 (0.3-1.4) 329 926 0.61 (0.0-1.9) 28.5
Without IHC 10 413 732 337 (0.5-7.7) 748 274 164 (0.2-3.8) 0.0 155 2.90 (0.4-6.8) 0.0
With IHC 7 38.2 2411 049 (0.2-09) 7.0 733 0.78 (0.2-1.7) 0.0 235 037 (0.0-2.1) 0.0
With and 5 60.5 1683 0.20 (0.0-1.2) 64.0* 1147 0.57 (0.0-1.5) 447 536 0.17 (0.0-2.2) 56.0
without IHC
Staged excision 23 66.5 2034 1.84 (1.0-2.9) 200 1097 1.36 (0.3-2.8) 214 402 1.08 (0.0-4.0) 12.0
Complete’ 20 70.5 1786 1.68 (0.8-2.8) 18.0 1052 1.36 (0.2-3.1) 26.8 381 1.56 (0.0-5.5) 20.0
Partial 3 40.8 248 3.09 (0.3-7.8) 485 45 220 (n/a)? n/at 21 0 (n/a)’ n/a*
Total 100° 529 13,998 —! 3392 — — 5583 —! —

Cl, Confidence interval; IHC, immunohistochemistry; LR, local recurrence rate; MIS, melanoma in situ; MMS, Mohs micrographic surgery; n/a,
not applicable; Partial, partial peripheral microscopic assessment of margins; WLE, wide local excision.

*Statistically significant for P < .05.

tThe mean follow-up was weighted by number of cases in each article reporting a mean follow-up time.

*Contained only 1 study, so confidence interval could not be calculated.

55 articles reported cases treated with techniques from more than 1 category.

'The population sizes for MIS and invasive melanoma do not add up to the overall population size because it was not possible to distinguish
local recurrence rates between MIS and invasive melanomas in some studies with mixed populations.

TComplete peripheral microscopic assessment of margins.

THC, 71592 and 34.9% (1683) with or without
IHC.">77'%? Among the 2034 cases treated with
staged excision, 87.8% (1786) were evaluated with
complete,'” ' "*! and 12.2% (248) with partial, pe-
ripheral microscopic margins.”*'**'*?

Overall local recurrence rates

Overall local recurrence rate was lowest for MMS
(0.61% [95% CI, 0.1%-1.4%)), followed by staged
excision (1.8% [95% CI, 1.0%-2.9%]) and WLE (7.8%
[95% CI, 6.4%-9.3%]). Summary data are provided in
Table T and forest plots are seen in Figs 2 to 4.

Within MMS subcategories, the local recurrence
rate was 0.49% for MMS with THC (95% CI, 0.18%-
0.91%), 0.20% for MMS with and without THC (95%
CI, 0%-1.18%), and 3.37% for MMS without IHC (95%
CI, 0.54%-7.72%). Table 1 and Mendeley
Supplemental Figs 1 to 3 (available via Mendeley at
https://doi.org/10.17632/d5gkm3tk6p.1)  illustrate
these data. Within staged excision subcategories,
the local recurrence rate was 1.7% (95% CI, 0.79%-
2.8%) for complete peripheral margin assessment
versus 3.1% (95% CI, 0.32%-7.8%) for partial periph-
eral margin assessment. Table I and Supplemental
Figs 4 and 5 (available via Mendeley at https://doi.
org/10.17632/d5gkm3tk6p. 1) illustrate these data.

For overall local recurrence rates, heterogeneity
was significant for studies with WLE (I* = 72.1%,
P < .0001) and MMS [all subgroups combined]
(I* = 68.9%, P < .0001) and nonsignificant for staged

excision (I* = 20.0%, P = .1933). For MMS subgroups,
heterogeneity was significant for MMS without THC
(I = 74.8%, P = .0004) and MMS with and without
IHC (I* = 64.0%, P = .025) but was not significant for
MMS with THC (I? = 6.96%, P = .37).

Local recurrence rates by invasion status

Invasion status was available for 75.5% (10,574) of
the 13,998 melanomas studied, of which 66.9% (7076
of 10,574) were invasive. It was not possible to
distinguish local recurrence rates between MIS and
invasive melanomas in some studies with mixed
populations. However, local recurrence rates could
be determined for 96.9% (3392) of 3498 MIS and
78.9% (5583) of 7076 invasive melanomas.

For invasive melanomas, local recurrence rates
could be determined for 4255 cases treated with
WLE; 926 treated with MMS; and 402 treated with
staged excision. For these invasive melanomas, the
local recurrence rate was lowest for MMS (0.61%
[95% CI, 0%-1.85%)), followed by staged excision
(1.08% [95% CI, 0%-4.04%]) and WLE (7.65% [95% CI,
5.83%-9.65%)). Table I provides summary data and
Supplemental Figs 6 to 8 (available via Mendeley at
https://doi.org/10.17632/d5gkm3tk6p.1)  provide
forest plots.

For MIS, local recurrence rates could be deter-
mined for 141 cases treated with WLE, 2154 treated
with MMS, and 1097 treated with staged excision. For
these MIS cases, the local recurrence rate was lowest
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Studies: WLE

Ames et al. 1976
Byers et al. 1982
Frokiaer et al. 1982
Lang et al. 1984

Urist et al. 1984

de Langen et al. 1988
Fisher et al. 1988
Vreeburg et al. 1988
Wanebo et al. 1988
Beenken et al. 1989
Loree et al. 1989
Hudson et al. 1990
O'Brien et al. 1991
Andersson et al. 1992
Cole et al. 1992

Orr et al. 1993
Plukker et al. 1993
Ringborg et al. 1993
Davidsson et al. 1993
Lent et al. 1994
Martini et al. 1994
Carlson et al. 1995
Andersson et al. 1996
Bono et al. 1997
Kane et al. 1997
Papadopoulos et al. 1997
Hudson et al. 1998
Bogle et al. 2001
Gibbs et al. 2001
Vaziri et al. 2002
Esmaeli et al. 2003
Gyorki et al. 2003
Pockaj et al. 2003
McKenna et al. 2004
Lin et al. 2005

Sekido et al. 2005
Berdahl et al. 2006
Ravin et al. 2006
Agnese et al. 2007
Kilpatrick et al. 2007
Rigual et al. 2007
Shpitzer et al. 2007
Chen et al. 2008
Gomez-Rivera et al. 2008
Saltman et al. 2010
Jaber et al. 2011
Buck et al. 2012
Mohebati et al. 2012
Sullivan et al. 2012
Chin-Lenn et al. 2013
Harish et al. 2013
Jones et al. 2013
McCarty et al. 2013
Akhtar et al. 2014
Parrett et al. 2014
Dika et al. 2015
Rawlani et al. 2015
Hafstrom et al. 2016
Picon et al. 2016
Kukar et al. 2017

Overall (1*2=72.08%, P< 1e-04)

Estimate (95% C.I.)

0.0422 (0.0160, 0.0789)
0.0588 (0.0000, 0.2354)
0.0728 (0.0361, 0.1204)
0.0274 (0.0004, 0.0808)
0.0412 (0.0258, 0.0599)
0.0427 (0.0000, 0.2739)
0.2000 (0.0298, 0.4460)
0.0429 (0.0054, 0.1058)
0.1446 (0.0761, 0.2294)
0.4615 (0.1949, 0.7391)
0.1696 (0.1283, 0.2151)
0.2500 (0.0393, 0.5392)
0.1303 (0.1101, 0.1519)
0.0742 (0.0530, 0.0986)
0.0645 (0.0012, 0.1847)
0.1136 (0.0546, 0.1894)
0.0241 (0.0000, 0.1567)
0.0826 (0.0615, 0.1065)
0.2857 (0.0741, 0.5544)
0.0133 (0.0000, 0.0867)
0.0299 (0.0064, 0.0669)
0.2857 (0.1092, 0.5004)
0.0270 (0.0058, 0.0606)
0.0230 (0.0000, 0.1496)
0.0519 (0.0326, 0.0752)
0.2353 (0.1056, 0.3944)
0.0700 (0.0269, 0.1296)
0.1143 (0.0261, 0.2445)
0.0655 (0.0324, 0.1085)
0.3684 (0.1629, 0.5997)
0.2500 (0.1317, 0.3898)
0.0714 (0.0000, 0.2816)
0.1385 (0.0637, 0.2344)
0.0638 (0.0385, 0.0946)
0.1154 (0.0526, 0.1970)
0.0211 (0.0000, 0.1372)
0.1250 (0.0374, 0.2483)
0.1055 (0.0663, 0.1524)
0.0611 (0.0255, 0.1095)
0.0685 (0.0198, 0.1399)
0.0455 (0.0000, 0.1849)
0.0299 (0.0000, 0.1935)
0.1282 (0.0384, 0.2543)
0.0796 (0.0358, 0.1377)
0.0556 (0.0294, 0.0890)
0.0204 (0.0000, 0.0855)
0.0526 (0.0068, 0.1291)
0.2424 (0.1091, 0.4051)
0.0278 (0.0004, 0.0819)
0.0769 (0.0296, 0.1420)
0.2143 (0.1155, 0.3325)
0.1200 (0.0421, 0.2269)
0.0254 (0.0000, 0.1645)
0.0482 (0.0105, 0.1069)
0.0316 (0.0040, 0.0785)
0.2400 (0.0895, 0.4295)
0.0886 (0.0343, 0.1628)
0.0616 (0.0275, 0.1073)
0.0139 (0.0000, 0.0587)
0.0427 (0.0000, 0.2739)
0.0781 (0.0640, 0.0934)

Fig 2.
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3/70
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48/581
4/14
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4/134
6/21
4/148
0/20
22/424
8/34
7/100
4/35
11/168
7/19
11/44
1/14
9/65
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9/78
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5/40
21/199
8/131
5/73
1/22
0/15
5/39
9/113
13/234
1/49
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8/33
2/72
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Studies: MMS Estimate (95% C.I.) Ev/Trt i
Mohs et al. 1988 0.0267 (0.0000, 0.1732) 0/17
Mohs et al. 1990 0.0427 (0.0000, 0.2739) 0/10 :
Snow et al. 1997 0.0294 (0.0005, 0.0866) 2/68 -E—I—
Zitelli et al. 1997 0.0130 (0.0016, 0.0327) 3/231 -
Zalla et al. 2000 0.0078 (0.0000, 0.0515) 0/62 -:I—
Bienert et al. 2003 0.0053 (0.0000, 0.0351) 0/92 -—
Pockaj et al. 2003 0.0909 (0.0000, 0.3501) /08, v
Bricca et al. 2005 0.0016 (0.0000, 0.0069) 1/625 H
Temple et al. 2006 0.0027 (0.0000, 0.0177) 0/185 W
Bhardwaj et al. 2006 0.0059 (0.0000, 0.0252) 1/169 q—
Walling et al. 2007 0.3750 (0.1506, 0.6284) 6/16 :
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Foxton et al. 2018 0.0088 (0.0000, 0.0579) 0/55 -—
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Local Recurrence Risk
Fig 3. Forest plots of studies of MMS, including studies with, without, and with and without
THC,'#3%125455102 1o I mmunohistochemistry; MMS, Mohs micrographic surgery.
Studies: SE Estimate (95% C.I.) Ev/Trt
Cohen et al. 1994 0.0117 (0.0000, 0.0767) 0/41  -W——
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Fig 4. Forest plots of studies of SE, including studies with complete and partial peripheral
margin assessment.'”?>!%91%% §E Staged excision.
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for MMS (0.74% [95% CI, 0.25%-1.42%)) followed by
staged excision (1.30% [95% CI, 0.27%-2.83%]) and
WLE (3.28% [95% CI, 0%-10.17%)). Table I provides
summary data and Supplemental Figs 9 to 11 (avail-
able via Mendeley at https://doi.org/10.17632/
d5gkm3tkop.1) provide forest plots.

In subgroup analyses of MIS or invasive mela-
noma (Table 1), heterogeneity was not significant for
any surgical technique, except for WLE of invasive
melanomas (I7 = 70.2, P < .0001).

Local recurrence in comparative studies

Five studies compared 2 techniques. Four articles
(n = 341 patients) compared local recurrence rates
after WLE versus MMS (3 articles without IHC and 1
article with and without IHC). Secondary analysis of
these 4 articles (Supplemental Fig 12 available via
Mendeley at https://doi.org/10.17632/d5gkm3tk6p.
1) showed that the local recurrence rate was lower
for MMS, with a pooled odds ratio of 0.70 (95% CI,
0.20-2.49) and heterogeneity was nonsignificant
(1? = 50.15%, P = .11).”7"*>*% However, the differ-
ence in local recurrence rates for these comparative
studies was not statistically significant (P = .5801).
Three of these 4 articles reported lower local
recurrence rates after MMS and 1 reported a higher
local recurrence rate after MMS, but this latter article
exclusively evaluated ear melanomas and only 10
were treated with MMS (without IHC).”" Analysis of
MMS versus SE could not be performed, as only 1
study compared these techniques.””

DISCUSSION

This systematic review and meta-analysis com-
piles the largest data set for head and neck mela-
nomas treated with WLE, MMS, or staged excision.
These retrospective data show lower overall local
recurrence rates with nonoverlapping CIs after
treatment of cutaneous head and neck melanoma
with MMS or staged excision compared to WLE.
Subgroup analyses for MIS and invasive melanoma
also show lower local recurrence rates after MMS or
staged excision versus WLE. These retrospective data
are important because current guidelines for WLE of
melanoma are based on 6 randomized controlled
trials'>"'%” (n = 4231 randomized cases), which
included only 27 (<1%) head and neck mela-
nomas.'”” Until prospective data are available,
meta-analysis of available data provides the best
method to make rational, evidence-based treatment
decisions.

This study has limitations and results should be
interpreted with caution. One limitation is that the
WLE cohort had a higher percentage of invasive
melanomas compared to MMS or staged excision,
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and it was not possible to determine tumor stage or
Breslow depth for all of the invasive melanomas. The
WLE cohort may have had deeper melanomas that
could have contributed to more local recurrences.
However, the impact of tumor stage on local
recurrence is uncertain. Whereas some studies
show that higher stage melanomas have an increased
risk for true local'” and local satellite/in-transit
recurrence, ”"'?? others show no correlation be-
tween tumor stage and local recurrence.'*'” In this
analysis, local recurrence rate was lower after MMS
or staged excision versus WLE for head and neck
melanomas, whether evaluating MIS or invasive
melanomas together or in subgroups (Table D).

Another limitation was missing or nonuniform
definitions for local recurrence. The majority of
studies in the 100 articles reviewed did not specify
criteria for local recurrence; among the 28 that did
specify criteria, definitions for local recurrence var-
ied. Some definitions of local recurrence could
include both true local recurrences and local
satellite/in-transit recurrences. However, it is un-
likely that local satellite/in-transit recurrences would
account for meaningful differences in local recur-
rence rates because localized intralymphatic metas-
tasis occur with a low overall rate of 16%'°" and with
an even lower rate of 2%-11% as the site of first
recurrence.'”' 7" In addition, local satellite/in-transit
recurrences are less common for melanomas arising
on the head and neck versus the extremities.'”""'**

Another limitation was study heterogeneity, but
our random effects model and subgroup analyses
help minimize the effect of heterogeneity on the
results. Although overall analysis showed significant
heterogeneity for MMS and WLE, subgroup analysis
for MIS and invasive melanomas showed nonsignif-
icant heterogeneity for all techniques except WLE of
invasive melanomas (I7 = 70.2%, P < .0001). Overall
local recurrence rates were inconsistent after WLE,
ranging from 0 to 46%, and exceeded 5% in two
thirds (40) of 60 WLE studies (Fig 2). Staged excision
and MMS, particularly when performed with THC,
have lower heterogeneity and less variable local
recurrence rates, possibly because microscopic
margin-directed excisions are less dependent on
clinical judgment.

CONCLUSION

In the absence of prospective comparative
studies, meta-analysis of case series provides the
best available evidence to compare surgical tech-
niques'®” "% and to guide current practice. Although
retrospective data have limitations, this systematic
review and meta-analysis demonstrates lower local
recurrence rates for cutaneous head and neck
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melanoma after treatment with MMS or staged
excision, compared to WLE.
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