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TABLE 1.
Memorial Sioan-Kettering Cancer Center Staging of
Malignant Melanoma.
Stage 1
Localized melanoma without metastasis to distant!
regionallymph nodes
Primary melanoma untreated or removed by
excisional biopsy.
Locally recurrent mefanoma within 4 cm from
primary site.
Multiple primary melanomas.
Slage Il
Metastasis limilad 10regionallymph nodes
Primary melanoma present or removed with
simultaneous metastasis.
controlled with subsequent
~r~~~~~sTs~'anoma
Locally recurrent mefanoma with metastasis.
;~:~~nsit metastasis beyond 4 cm fram primary

Malignant Melanoma of Cervical and Parotid
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Fort y-six patients with malignant
melanoma
metastatic to cervical or parotid Iymph nodes with an
unknown primary site were treated at VCLA Medical
Center from 1964 through 1991. Treatment consisted
of parotidectomy
and/or neck dissection with or
without adjuvant therapy. The initial presentation
was a cervical mass in 74% and a parotid mass in 2617('
of patients. Metastasis distal to the head and neck
nodal basins developed in 22% of patients.
Involvement of more than four cervical or pa.
rotid nodes resulted in a significant increase in distant metastasis (P<.Ol). Adjuvant therapy was found
to have no significant effect on survival rates. How.
ever, age at the time of diagnosis influenced the survival rates. The significance of the improved survival
of these patients as compared to those with a known
primary melanoma is discussed.
INTRODUCTION
Malignant melanoma comprises 1% of aIl malignancies of the human body and 0.9% of deaths from
cancer.1.2 Although most melanomas involve the epidermis, involvement of rare locations such as the
choroid of the eye and mucous membranes of the
nasopharynx has also been documented.3 1t has been
estimated that 20'k of melanomas occur in the head
and neck region.4.5 The factor deemed most responsible for a worsened prognosis of cutaneous melanoma
is the appearance of regional Iymph node metastasis.
referred to as stage II disease.6 Table l summarizes
staging of the malignant melanoma.7
An unusual and distinct entity is melanoma involving an area where melanocytes do not normally
reside. The incidence of these melanomas with an
unknown primary site ranges from 2% to 16% of al!
melanomas.2.7-12 When strict criteria are used for
diagnosis as described by Das Gupta, et al., mos!
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authorities find the incidence to be closer to 5%.13
Stage II disease is the most common site of secondary
presentation for primary melanoma.2 Up ta 60% of
unknown primary melanomas have been reported ta
have regional Iymph node metastasis.7.8.14 The remainder have metastasis
involving more than one
nodal basin, visceral, or subcutaneous
tissue.7 The
cervical and parotid Iymph nodes are not uncommonly involved in stage II melanoma. CascineIli, et al.
demonstrated
that 13% of ail stage II melanomas
involve the head and neck region.6 An extensive review of the literature
indicates that of ail stage II
melanomas with an unknown primary site, 20% ta
30% involve the cervicallymph
nodes.2.7.Il

Stage III

melanoma by a pathologist.
Treatment consisted of surgery with or without adjuvant therapy. AJI patients were operated on with curative
intent. Surgery incJuded superficial parotidectomy, neck
dissection, superficial parotidectomy along with neck dissection, and excisional biopsy. For patients undergoing neck
dissections, the site and number of nodes containing
melanoma were recorded. Adjuvant therapy incJuded radiotherapy, chemotherapy, and immunotherapy. The chemotherapeutic agents used were dacarbazine, carmustine, hydroxyurea, cyclophosphamide (Cytoxan~), bleomycin and
vincristine. A group of patients received bacille Cal~etteGuérin (BCG) and/or interleukin-l (lL-I) and/or tumor cell
vaccine iTCV) singly or in combination with the aforementioned chemotherapeutic agents. Ofthose treated with radiation therapy, aproximately 40 to 60 Gy was delivered to the
cervical or parotid nodal beds. After treatment, reappearance of disease in the origiual or adjacent nodal basins
was regarded as a relapse. Lesions that reappeared elsewhere were ail regarded as distant metastasis. The survival
values were calculated based on the life-table method and
were determined from the time of diagnosis of the cervical or
parotid nodal metastatic disease. The chi-squared test was
used when appropriate for statistical analysis.

The relative prognosis of melanomas \vith unknown primaI')' and stage II melanomas with the
primary site known is disputed.15 Sorne authors have
suggested that in a specifie subgroup of patients,
host-tumor interactions lead to spontaneous regression of the primary tumor site after it has metastasized to the regional Iymph nodes.16 1t has been
theorized that, due to this antitumor immune response, disease is contained and suppressed within
the regional lymph nodes.1 The question therefore
rises as to whether unknown primary melanomas
have a different natural progression and prognosis as
compared to those with a known primary site.
The purpose ofthis study is to present 46 patients
with malignant melanoma of unknown primary origin metastasized
to the cervical and parotid Iymph
nodes. The clinical and pathologie data of this rare
presentation of melanoma are analyzed.
MATERIALS

RESVLTS
Fifteen percent (7/46) of the patients were females and 85% (39/46) males. Theage range was15 to
83 years with a median age at the time of diagnosis of
43 years. Ali patients presented with a mass in the
parotid or cervical area. Seventy-four percent (34/46)
initially presented with cervical nodal metastasis and

AND METHODS

Forty-six patients were treated at UCLA Medical Center from 1964 through 1991 with melanoma metastatic to
the parotid or cervical Iymph nodes without evidence of
primary eutaneous, mucosal, or oeular melanoma. No dis.
tant metastasis was identified. The evaluation of each patient included a thorough history and physical examination,
accompanied by an intense dermatologie investigation of
cutaneous lesions and biopsy of any suspicious area. Chest
roentgenograms, sinus films or, in reeent years, CT seans of
the head and neck region were also obtained. The diagnosis
of melanoma was established by Iymph node biopsy or fineneedle aspiration. The tissue was examined and verified as
Nasri, et al.: Malignant

Disseminaled melanoma
Visceral and/or multiple Iymphatic metastasis.
Multiple cutaneous and/or subcutaneous
metastasis.

TABLE II.
Type of Treatment.
Treatment
Parotidectomy
Neck dissection
Radical
Moditied
Parotidectomy and neck dissection
Radical
Modilied
ExcisionaJbiopsy
Tolal

. Of the 46 patients. aIl were surgically treated.
FlVe patIents had a parotidectomy, 8 had a parotidectomy and neck dissection. 27 had a neck dissection
alone, and 6 had an excisional biopsy. Of the patients
treated wIth a neck dissection, 15 underwent a modified and 20 radical neck dissection (Table II).
OveraIl, 54'k (25/46) of patients remain alive and
\~ell. The remaining 46% (21/46) died of progression of
dIsease. Twenty-four percent of aIl patients had a
recurrence in the parotid or cervical nodes. Of the
patients treated with a modified radical neck dissection, 277< (4/15) experienccd a recurrence compared to
20% (4120) of patients trcated with a radica] neck
~issection. .Th!s differencc was not statistically signiflcant. No sIgmficant diffel'ence in sUl'vival was noted
when modified neck dissection was compared to radical ne.ck dissection
at 2, 5, and 10 years postoperabvely. At 2 years, patients with a modified neck
dissection had a 77% survival rate. At 5 and 10 vears
their survival rates fel! to 559é and 50%. The rèspec:
bve 2-, 5-, and 10-year survival for patients with a
radical neck dissection were 71'k, 62%, and 547<. Of
those who died after treatment, the median survival
of patients with a radical neck dissection was 22
months. Patients who underwent modified radical
neck dissection had a median surviva] time of 23
months.
The location ofthe Iymph node metastasis did not
significantly
affect survival. The 5-year survival of
patients presenting with a cervical metastasis
was
58% (18/31), as compared to 50% (4/8) for those with a
parotid metastasis (Table III).
Sixty-seven

TABLEIII.

Melanoma

2. Year

5- Year

10- Year

Cervical
Parotid

76% (26/34)
80% (8/10)

58% (18/31)
50% (418)

46% (12/26)
17% (116)
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13%
100%

26% (12/46) \vith parotid nodal metastasis.
Once a
node biopsy was performcd, the median time to definitive treatment was 3 weeks.

Survival Rates of Patients Wnh Cervical or Parotid Metastasis.
Location of
Metastasis

Percentage
11%
59%

5
27
15
12
8
5
3
6
46

Survival
Adjuvant
Therapy
With
Withoul

percent

(31/46) of patients

TABLE IV.
Rates With and Without Adjuvant

received

Treatment.

2.Year

5.Year

10-Year

77% (24/31)
77% (10/13)

54% (14/26)
62% (8113)

36% (8/22)
50% (5/10)
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foJJow-up of 71 months. At 2 years, 77'k remaine.d
alive. The respective 5- and 10-year survIvaIs m thls
series were 56% and 41<;(CFig. 1).

100
90
BO
70

DISCUSSION

60

Malignant
melanoma
demonstrates
extreme
variation in behavior. An uncommon form of thls
disease is nodal involvement where no primary cutaneous site can be identified. The incidence of this
presentation is approximately 5%.2.7:91;> this ~eries,
the male predominance and a peak mCldence m the
decade 40 to 49 is in agreement with previous stu~ies. 9.11One possible explanation for the male predomInance in this series is that, in females, the most
common site of primary cutaneous melanoma is the
thighs as compared to the trunk for males. HGiven the
assumption that the primary site undergoes regression, males would have a greater chance ofpresentmg
with axillary and cen'ical nodal involvement.

50
40
30
20
10
o

1

1
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MONTHS AFTER DIAGNOSIS

patientswith.metastatic
melanoma of
".
unknown originto the cervical and parotld nodes.
Fig. 1. SurvÎval of stage

postoperative
adjuvant
therapy.
Of these, 90% received chemotherapy
and/or Immunotherapy.
The remaining 10<;;received radiation treatment.
There was
no significant
difference in the sUI"Vi:ral rate for patients treated \Vith and \Vith out adjuvant
therapy
(Table IV). ln fact, the survival
rate of patients. not
receiving adjuvant treatment
demonstrated
a sl1ght
improvement
over those receiving such therapy. The
respective 5-year sur-vival rates were. 62% and 54'k.
This difference was not statistically
slglllficant.
(10/46) ofthe
Distant metastasis occurred in 22%
time between
patients.
ln this group, the median
completion
of treatment
and appearance
of dIstant
metastasis \Vas 7 months. Of the patients who devel20<;; (2/10) had a modified
oped distant metastasis.
(3/10) who
radical neck dissection
compared
to 30%
underwent a radical neck dissection. Statistical significance
was not achieved.
The median
survival time
of patients
with distant
metastasis
\Vas 18 ~onths.
Eighty percent of these patients :ve~e dead wlthm 2
years. Ninety percent \Vere dead wlthm 5 years and no
one livedlonger
than 6 years. Involvement
of 4 or more
cervical or parotid nodes demonstrated an assocIatIOn
with distal metastasis.
Eighty
percent
of patients
with 4 or more diseased cervical and/or parotid Iymph
nodes had distant metastasis
compared to only 20'k
for fewer than 4 nodes (P<.Ol).
The 5-vear survival
of patients
with 4 or more
Iymph nod~s involved was 33% (3/9). Patients
with
fewer than 4 Iymph nodes
involved
had a 5-year
survival of55% (16/29). This difference
was not statistically significant.
Age at the time of diagnosis
inDurates. Ofthose
under 30
enced 5- and lO-year survival
years of age at the time of diagnosis
(13 patients),
83%
were alive at 5 years and 78<;; at 10 years. The 5- and
lO-year survival
rates for patients
over 50 (16 paCP<.05).
tients) were 47'k and 31'k, respectively

Overall the median survival was 24 months with
of 44 months and an average

an average' survival

Most authors have advocated radical neck dissection where cervicallymph
nodes are involved.17 More
recently, modified neck dissections have been proposed.18 Sorne authors have obtained results suggesting higher survival in patients after a modlfied neck
dissection versus those with a radical neck dlssection.15 ln this series, a statistically significant difference in survival rates was not noted when modified
and radical neck dissections were compared. Following therapeutic
neck dissections, recurrence r~tes
,-19
have been reported to range from 26% ta 50'70.1

Our recurrence rate of 230/< after neck dissection is
slightly lower than that reported

in the literature.

There was no significant difference between modlfied
and radical neck dissections in terms of recurrence.
Thus the best surgical choice is the one that removes
ail involved Iymph nodes, yet preserves maximal
function.
Some investigators have found that the level of
nodal involvement is an important prognostic variable
in stage II melanoma.6.20,21 Other authors studying
stage II melanoma of unknown primary origin have
not been able to demonstrate a significant surv1val
difference between patients with various degrees of
nodal involvement.,.12 Milton, et al. have demonstrated that, for patients with a single lymph node
involved with melanoma, the 5-year survival is significantly better than those with more than one lymph
node involved.21 Our findings corroborate this previous study; however, statistical significance was not
achieved, possibly due to our small sample size.
Wong, et al. have suggested that lymph node
involvement in patients with cutaneous melanoma
places iliem at a high risk for future development of
metastatic disease.12ln this series, patients with 4 or
more cervical or parotid nodes involved had a significantly higher likelihood of distant metastasis compared ta those with fewer than 4 nodes. ThIs suggests
that the degree of lymph node involvement in unNasri, et al.: Malignant Melanoma
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known primary melanoma is a prognostic factor in the
development of future metastasis, As expected, with
appearance of distant metastasis, the patients had an
extremely poor prognosis. The median survival of 7
months and a 2-year survival rate of20% in this series
are comparable to the report by Chang and Knapper
for disseminated melanoma with an unknown primary site.' Similarly Velez and coworkers described a
7-month median survival and a 10% 5-year survival
rate for this group of patients.22
There was no significant difference in the survival of patients treated with adjuvant therapy compared to the survival ofthose who did not receive such
treatment.
This finding is consistent with that of
other investigators.1,22,23 ln fact, patients receiving
adjuvant therapy had a slightly worse prognosis in
this series. However, a selection bias was involved as
patients with a worse prognosis were more likely to
receive adjuvant treatment.

radicallymphadenectomy.23
However, less favorable
5-year survival rates (29.7'1( and 33%) were found in
two other reports.14.21
The reasons for the possible survival advantage
of stage II melanoma of unknown primary origin as
compared to melanoma \Vith a known primary site
remain obscure. Two theories on the etiology of unknown primary melanomas have been proposed. The
less favored theory is th,,! melanoma cells arise de
novo within the Iymph nodes or that there are ectopic
melanocytes
that undergo malignant
degeneration.7,13 McCarthy, et al. found nevus cells in 8 of 129
axillary lymph node dissections.29 Greene and Bernier demonstrated
the existence of melanoblasts in the
parotid
gland and reported
5 cases of primary
melanoma of the parotid.:!o Based on this theory,
patients w1th unknown primar)' melanoma may have
an improved survival because, in effect, the occult
primary is removed during lymphadenectomy.7

Malignant melanoma has traditionally been consideréd a radioresistant
neoplasm24
Sorne studies
have suggested that meaningful
pal1iation may be
obtained in sorne patients with metastatic or 10cal1y
recurrent disease.25 ln a randomized prospective clinical trial comparing lymphadenectomy
along with
postoperative radiation treatment versus lymphadenectomy alone, Creagan, et al. found that postoperative radiation treatment
did not have a significant
effect on survival or disease-free interval.26 Clearly,
the role of radiation therapy as a surgical adjuvant
after therapeutic node dissection in the treatment of
regional metastatic melanoma has not been wel1 defined. Further experience is required before radiation
therapy can b~ recommended beyond the confines of a
clinical trial in the treatment ofmetastatic melanoma
of regionallymph
nodes.

The more widely accepted theory is that, due to
the host immune resp6nse, the primary melanoma
lesion spontaneously regresses after metastasizing
to
the regionallymph
nodes.,.12.22 Melanoma accounts
for 11% of ail instances of spontaneous tumor regression.3J Giuliano, et al. presented 5 cases of spontaneous regression of melanoma.8 Bulkley, et al. theorized that regression occurs in association with an
immune stimulating
effect.16 Other investigators
have demonstrated
an augmented humoral and cellular immunity
in patients with unknown primary
melanoma.23.32 Serum from a patient who had spontaneous regression of metastatic melanoma was found
to induce regression in another patient.33 Specifically,
a circulating factor was identified that potentiated
Iymphocytic cytotoxic activity in patients with a regressing melanoma.34

The overal1 5-year survival rate (56%) in this
series of patients with cervical or parotid Iymph node
metastasis ofunknown primary origin is better than
that reported
in adequately
treated
stage II
melanoma of the head and neck region.27 Conley and
Hamaker demonstrated
that, in aJJ patients with
stage II melanoma of the head and neck, the 5-year
survival rate was 12.6%.27 CaldweJJ and Spiro reported a 5-year survival rate of 36% for patients with
cervical no de metastasis
and known cutaneous
melanoma.28

Given this evidence. it is possible to suggest that
a strong antitumor immune response can cause the
containment
ofmicrometastases
within the regional
Iymph nodes. This increased protection against subsequent spread may translate into prolonged survival
times. Sorne investigators.
however, have suggested
that the level of antitumor immunity actually falls
with the occurrence of metastasis.8 Clearly, further
studies need to be conducted in order to explain the
possible survival advantage of patients with stage II
melanoma ofunknown primary origin as compared to
those with a known primary site.

Several authors have suggested that the prognosis of patients with stage II melanoma ofunknown
primary origin is improved when compared to those
with a known primary site. 7.14ln patients with known
cutaneous melanoma and palpable involvement ofthe
regionallymph
nodes, the 5-year survival rate in the
literature is commonly less than 30%.6,20,27,28 ln comparison, others have reported 5-year survival rates of
33% to 65% for patients with stage II unknown primary melanoma.',7,14,22 Lopez, et al. demonstrated
a
5-year survival of 58% for this group of patients after

CONCLUSION
Fort y-six cases of metastatic melanoma of cervical and parotid lymph nodes with an unknown primary site were presented. Thcse patients appear to have
a better prognosis compared to the patients with a
known primary
site. Surgical intervention
is the
treatment of choice, including removal of ail diseased
neck .and p~rotid Iymph nodes without sacrificing
functlon. Adjuvant therapy was not effective in prolonging survival in this study.
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Distant

Squamous CeU Carcinomas
Karen H, Calhoun, MD; Paul Fulmcr, MD; Raymond

Branch Otolaryngology
Ser\'ice were reviewed,
Information
abstracted from charts
of patients
who developed DMs
incJuded demographic
factors lage, gender,
race, weight,
weight loss, smoking and drinking
history),
time ta development of DMs and to death, and location of DMs, Details
of
patient presentation
and treatment
included primary
tumor
stage, site, and difTerentiation,
neck stage, whether treatment consisted
of radiation
therapy,
surger)',
or both, and
whether
chemotherapy
was administered,
Tumor
site was
cJassified as ora] cavity, oropharyngeal,
hypopharyngeal,
or
laryngeal,
and laryngeal
tumnrs were subc1assified
as g]ottic, sllpraglottic,
or subglottic,
Tumors were staged based on
c!inical examination
using the American
Joint Committee
on Cancer (AJCC) 1988 staging system, Additional
tumors
occurring
in these patients
were tabulated
as second primaries if they occurred
at a head and neck site difTerent
and oral ca\~ty), Lung
from the original
tumor fi,c, , larynx
tumors were tabulated
as metastases ifthere
were multiple
nodules of the same cell type as the primaI')'
tumor
that
occurred within 2 years of diagnosis
of the primary;
otherwise they were tabulated as second prima!}' cancers.

INTRODUCTION

Data were analyzecl using microcomputer
impJementations of the statistical software packages SAS and BMD-P.
Analysis techniques inc]uded correlation,
analysis of variance, lincar regression,
and, where appropriate,
nonparametric techniques. Becau8(, surviva] data were avai1ab1e on
an patients, statistical
mcthods that can accommodate
censored observations
\Vere not used. Appropriate
nonparametric techniques,
howe\'cr, were used for comparison
of
"time to event" data.

As local and regiona] control of head and neck
cancer has improved, distant metastases have become
an increasingly common cause of death,] This retro.
spective study was undertaken to determine the following: 1, \\'hat percentage of head and neck squamous cell cancer patients develop DMs? 2, Do any
characteristics ofinitial patient presentation or treatment predict DMs? 3, How soon after initial tumor
diagnosis do DMs develop? 4, What factors influence
how quickly DMs develop? 5. To what sites do head
and neck cancers metastasize?
6, How long do patients with DMs survive?
AND METHODS

Charts of all patients diagnosed with squamous cell
carcinoma of the oral cavity, oropharynx, hypopharynx, or
larynx from 1975 ta 1987 at the University of Texas Medical
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Distant metastases (DMs) occurred in 83 (11.4%)
of 727 retrospectively
studied head and neck cancer
patients, Primary tumor location and initial treatment did not influence DM development; larger primaries (P<.04) or more extensive
neck disease
(p<.007) more often caused DMs. Initial diagnosis to
DMs averaged 11_7months (range, 0 10 60 months),
with 84')'" diagnosed within 24 months. With the exception of Iaryngeal primaries, no facet of tumor,
host, or initial treatment influenced where or how
rapidly DMs developed. Lung was the most common
DM site (83.4%), then bone (31.1%) and liver (6.0%).
Survival with DMs averaged 4.3 months (range, 1 day
to 2.7 years); 86.7% died within 1 year. This report
yields the following conclusions:
1. Initial tumor
size and neck disease are the only predictors of DMs.
2. DMs usually occur within 2 years of the initial
diagnosis, 3. Lung is the most common DM site, making chest x-ray the most effective DM screen. 4. Survival with DMs is usually less than a year,
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RESULTS
Patient

Population

Seven hundred tweniy-seven patients with previously untreated squamous ce]] carcinoma of the oral
cavity, oropharynx, hypopharynx, or larynx were seen
at University of Texas Medical Branch from October
1975 to June 1987, with a mean fo]]ow-up time of36,1
months, Eighty-three (11.4%) developed clinica]]y de.
tected DMs; an of these patients died,
Sixt y-four (77,1%) of the patients with DMs were
men, The age at diagnosis of the primary tumor
ranged from 29 to 81 years (median, 59.4 years),
AImost halfofthe
patients were heavy drinkers, Excluding the 4 nonsmokers (4,8%), pack-years ofsmoking ranged from 10 to 150 pack-years (mean, 56.9
pack-years),
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