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Abstract

Cutaneous metastasis is a neoplasia involving the dermis and/or hypodermal tissue with no contiguity with the primary tumor.

Materials and methods: A retrospective and descriptive study was conducted on all patients with diagnosis of cutaneous metastasis consulting the
POBA Dermatology Department between 1993 and 2008. Features taken into account were: primary tumor, gender, age, location, clinical aspect, num-
ber of lesions, lapse between primary tumor detection and appearance of metastasis, and survival time after diagnosis of metastasis. The diagnosis was
confirmed histopathologically in all patients.

Objectives: To calculate incidence; to identify clinical variants; to determine the cases where metastases preceded the primary tumor, and were the sign
that led to diagnosis; and to compare the results with international and national statistics.

Results: A total of 94 patients with diagnosis of cutaneous metastasis were studied: in 65 patients, the primary tumor was in breast, 9in lung, 3 in kid-
ney, 3 in stomach, 2 in colon, 2 in ovary, 2 in bladder, and 1 case in rectum, parotid gland, liver, esophagus, and osteosarcoma, respectively. In the remain-
ing 3 patients, metastasis preceded diagnosis of the primitive tumor. Most of the cutaneous metastases involved women (76 percent), with breast can-
cer as first cause. In men, amounting to 24 percent of the patients, most frequent was lung metastasis, followed by kidney and stomach. Most affected
age group ranged from 50 to 70 years. Most frequent location was chest and abdomen. Rare locations were palm of hand, fingers and toes. Survival was
less than 2 years after detection of metastasis.

Conclusions: Our findings are similar to the published data. In our case material we emphasize: rare locations: palm of hand, fingers, and toes; glans
metastasis of osteosarcoma not found in the literature; clinical variants not described (granuloma annulare-like, pagetoid, and eczematous (Dermatol Ar-
gent 2009; 15(2):117-124).
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Introduction

Metastasis [Greek meta (after, beyond), and szasis (stop, stag-

nate)]" is any neoplastic lesion arising from another nonconti-

guous neoplasia.

By cutaneous metastasis, we mean a neoplastic lesion involving

dermis and/or subcutancous cell tissue not contiguous to the

primary tumor.

It must be differentiated from direct extension, that is the neo-

plastic lesion produced directly by the primary tumor mass;*

thus, direct propagation occurs by contiguity of implantation,
Reception date: 3/3/09 | Approval date: 7/4/09 and is not a metastasis.
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By the hematogenous pathway, the tumor may disseminate
through venous vessels to the left heart cavity; it is less frequent
by arterial pathway, not only due to the arterial wall structure,
but also due to the higher intraluminal pressure.*¢

The mechanism to produce a cutaneous metastasis comprises
several steps or stages:>”

1. Detachment of primary tumor.
Invasion and intravasation of the neoplastic cell within the
vessel.

3. Passage through the blood and/or the lymphatic circula-
tory system.
Stoppage (stasis) in a receptor bed vessel.

5. Extravasation through the vessel wall, and invasion of the
receptor tissue bed.

6. Proliferation in the tissue.

Cutancous metastases of internal neoplasias have a 0.8 to 8 per-
cent incidence.® They may be a tumor sign in advanced states,
or the first clinical manifestation of an unknown visceral neo-
plasia. We stress the importance of the dermatologist in the
diagnosis of an unknown primary tumor through cutancous
metastasis.

Classic clinical forms of metastases are divided in: early, ery-
sipeloid or inflammatory, and telangiectatic; and /aze, nodular
and cuirass.

The atypical clinical variants include bullous, sclerodermi-
form, cicatricial, umbilical, dysmetabolic papula-like, zosteri-
form, and alopecic variants.’

Objectives

e To calculate incidence of cutancous metastases.

e To identify clinical variants.

e To determine proportion of cases wherein metastasis prece-
ded the primary tumor and was the sign that led to diagnosis.

e To compare data and results with international and natio-
nal statistics.

Materials and methods

A retrospective and descriptive study was conducted on all pa-
tients with diagnosis of cutaneous metastasis of internal carci-
noma consulting the Dermatology Department of Policlinico

Bancario in the period 1993-2008.

e Wk analyzed:
- triggering primitive tumor
gender
age
location
clinical aspect
number of metastasis

lapse between primary tumor detection and appearance
of metastasis
survival after diagnosis of metastasis

o Diagnosis were confirmed by histopatological and immu-
nohistochemical studies for orientation on probable trigge-
ring tumor in patients with unknown primitive tumor.

Results

A total of 94 patients with diagnosis of cutancous metastasis
were studied: in 65 patients the primary tumor was in breast,
9 in lung, 3 in kidney, 3 in stomach, 2 in colon, 2 in ovary, 2 in
bladder, and 1 case in rectum, parotide gland, liver, esophagus,
and osteosarcoma, respectively.

In the remaining 3 cases, metastasis preceded the primitive
tumor.

Most affected age group ranged from 50 to 70 years.
Predominant primary tumor appeared in breast (70 percent of
the cases), followed in frequency by lung cancer (10 percent)
(Chart 1).

Average lapse between primary tumor and metastasis ranged
from 2 and 5 years (Chart 2).

Of the cutancous metastases, 76 percent were in female pa-
tients, and breast cancer was the first cause in women, with 65
patients (94 percent of the cases). Following in frequency are
ovary in 2 cases, and lung, rectum, and bladder in 1 case. In ma-
les (24 percent of the cases) most frequent was lung metasta-
sis with 8 cases (37 percent). Following in frequency are kidney
and stomach with 3 cases each, colon with 2 cases, bladder, pa-
rotid gland, liver, esophagus, and osteosarcoma with one case
cach. Described in detail are age, location, number of lesions
and clinical variant in the 2 dominant tumors: breast cancer
and lung cancer.

The 65 breast cancer metastasis cases appeared in females, and

the age of 76 percent of patients ranged from 50 to 80 (Chart 3).

Breast 70%
M Lung 10%
Unknown 3%
W Stomach 3%
Kidney 3%
W Bladder 2%
Ovary 2%
m Colon 2%

Osteosarcoma 1%
Esophagus 1%
Liver 1%

Parotid gland 1%

Rectum 1%

Chart 1. Primary tumor.
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20

Number of cases

Time in years

Chart 2. Lapse between primary tumor and metastasis.

TABLE OF VALUES FROM CHART 2.

Upto 1 year

Up to 2 years

Up to 3 years

Up to 4 years

Up to 5 years
More than 5 years
Unknown

9 cases
11 cases
23 cases
19 cases
28 cases
7 cases
3 cases

Chart 4. Breast cancer metastases. Clinical features.

VALUES OF CHART 4.

Nodular
Erysipeloid
Cuirass
Telangiectatic
Bullous
Herpetiform
Alopecic
Dysmetabolic papule
Sclerodermiform
Annular
Eczematous
Pagetoid

39 cases
10 cases
7 cases
3 cases
2 cases
2 cases
2 cases
1 case
2 cases
1 case
2 cases
1 case

>5 unknown

Dysmetabolic papule 1%
Pagetoid 1%
Annular 1%
Eczematoid 3%
Sclerodermiform 3%
Alopecic 3%
Herpetiform 3%
Bullous 3%
Telangiectatic 4%
Cuirass 10%
Erysipeloid 14%
Nodular 54%

20

Number of cases

31-40 41-50 51-60 61-70 71-80 81-90

Age

Chart 3. Breast cancer metastasis. Incidence per age.

TABLE OF VALUES FROM CHART 3.

311040 years 2 cases
41 to 50 years 8 cases
51 to 60 years 15 cases
61 to 70 years 14 cases
71 10 80 years 20 cases
811090 years 6 cases

Single presentation form was found in 42 cases, and multiple
lesions in 25 patients.

Lesions were located in mammay area in 34 cases, chest 18,
back 10, arm 6, presternal 6, ribs 5, flank 5, axilla 5, scalp 3, cla-
vicular area 1, pubsis 1, leg 1 and neck, 1 case.

In 56 percent of cases, lesions involved the mammary (34 cases)
and the chest (18) arca. The age was divided in decades, with a
dominance ranging from 50 to 80 years (76 percent) (Chart 3).
Predominant clinical variant was nodular, with 39 cases corres-
ponding to 54 percent of the total. The rest of variants are des-
cribed in Chart 4, with predominance of erysipeloid (10 ca-
ses). Variants not described in the literature are: eczematous,
pagetoid, or granuloma annulare-like.

In some patients two clinical forms appeared simultaneously or
during the course of the disease. Cases 17 and 18 combined no-
dular and erysipeloid variants, case 55 combined nodular and
telangicctatic variants, case 28 combined erysipeloid form and
two years later nodular and telangiectatic forms, case 65 combi-
ned nodular clinic form and herpetiform some years later. Lung
cancer metastasis amounted to 9, 8 of which were in males.
The age of onset was: 41 to 50 years 1 case, 51 to 60 years 3 ca-
ses, 61 to 70 years 4 cases, 71 to 80 years 1 case, maintaining
dominance in males between 50 and 70 years.

Single clinical forms were seen in 6 cases, and multiple in 3
cases. Their locations were: scalp 4 cases as predominant site,
back 2, face 2, toe, shoulderblade area, neck and arm 1 case.
The nodular form was the most frequent clinical variant (70
percent of the cases). Other variants were in plaque, alopecic
and telangiectatic.
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Follow-up was completed in 88 cases, 75 patients
evolved to death: 39 patients died in the first year
(52 percent of the cases) and 16 patients in the se-
cond year (21 percent of the cases).

Discussion

Most frequent was breast cancer metastasis, with
76 percent of the total of cases and 94 percent
for females. In males, predominant primary tu-
mor was in lung, with 37 percent of the patients.
These figures are similar to those found in the
literature.!”1

In contrast, colon cancer metastasis stated as se-
cond in frequency both in females and males was
displaced by those originated in ovary and stomach,
respectively.°

Time lapsed between primary tumor diagnosis and
metastasis detection was from 2 to 5 years.

The age group wherein most cases were recorded
was between 50 and 70 years. Data is consistent
with the literature.!>?

All primitive tumors were described by other
authors, except osteosarcoma.!1¢

Multiple metastases are defined as lesions found in
various body sites. Taking into account this concept,
42 cases were found as single variant and 25 with
multiple lesions in breast cancer metastasis; 6 pa-
tients with single lesions and 3 with multiple lesions
in lung cancer metastasis.

Reviewed data indicate higher incidence in multi-
ple lesions, because they do not take into account
the above described concept, and consider that mul-
tiple metastases occur when there is more than one
lesion. 3717

Most frequent location of breast cancer metastasis
was on chest and breast, with 56 percent of the total
cases. Following in frequency are the back and the
scalp.

Lung cancer metastases were located on scalp in 34
percent of patients.

Among the rare locations we highlight: one breast
cancer metastasis located on a leg, one lung can-
cer metastasis located on a toe'®" (Figure 1), a le-
sion on palm of the hand (Figure 2) with origin in
a renal carcinoma, and two lesions located on a foot
sole and thumb tip with origin in a liver carcinoma
(Figure 3).

Of the clinical variants of breast cancer metasta-
sis we point out the nodular form as the most fre-
quent, followed by the erysipeloid form. The two
cases with herpetiform clinical features had breast
cancer as primary tumor and were preceded by an

Figure 1. Lung cancer metastasis located on a toe.

Figure 2. Renal carcinoma metastasis in palm of the hand.

Figure 3. Metastasis located on thumb tip originated from a liver carcinoma.
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Figure 6. In cuirass breast carcinoma metastasis.

hemorragic and ulcerated type aggressive herpes
zoster, and then metastatic nodes appeared on it
in linear distribution.?*?

As rare variants, 2 cases are mentioned with bullous
clinical presentation ** (Figure 4). We point out va-
riants not described in the literature: pagetoid or
bowenoid (Figure 5); eczematous, where lesions
were seated on the mastectomy scar and extended to
the breast and arm of the other side; and granuloma
annular-like, which clinical features were found re-
ported as “annulare centrifugum type”?

The clinical in cuirass variant, described in pa-
tients with years of survival to the primary tumor,
generally begins with nodular forms that with
time converge as a cuirass.’*?

Of the 7 cases with this metastasis variant stands
out a female patient showing lesions extended on
all the chest and abdomen (Figure 6).

We do not consider sclerodermiform and in cui-
rass as synonyms.

The alopecic forms were only found on scalp.
Patients with nodular forms evolved to the cuirass
form.*

30,31

The number of clinical variants was greater than
the 65 cases found, because some patients showed
2 clinical forms simultaneously or during the di-
sease evolution.

Primary tumors causing metastasis in the umbi-
lical arca were stomach, colon and ovary, in data
consistent with the literature.?>3¢

Rectum adenocarcinoma metastasis appeared as
an inflammatory plaque located in abdomen, in
a similar way to uterus or stomach metastasis.'®
Noteworthy was the extention of a metastatic le-
sion in a patient with primary bladder tumor of
erysipeloid type involving abdomen, flank and
both thighs.*®

Parotid gland cutaneous metastasis are rare.”” The
case shown in the case material appeared as an ex-
tensive infiltrated hemorragic plaque in cuirass
involving left side of the face, ear, neck and chest,
whereon multiple nodes developed (Figure 7).
Esophagus carcinoma metastasis involved the
floor of the mouth; the tumoral mass exten-
ded forward and behind the lower incisives“4!
(Figure 8).

We reported one case of penis metastasis of an os-
teosarcoma. Lesions of nodular aspect were distri-
buted on the gland (Figure 9). Cutancous osteo-
sarcoma metastases are exceptional, and no geni-
tal location has been published so far.

In 3 patients, the cutancous metastasis led to
diagnosis of unknown primary tumor. Diagnosis
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of lung cancer was reached through a scalp lesion;
and in the two other cases, metastases on chest
and axilla came from a breast cancer.

Different theories have been suggested to explain
the affinity of metastasis for scalp. Perhaps it oc-
curs because it is a nonmobile, highly irrigated
area.2,3,7,42-44

Of the 94 cases, 11 were located on scalp, with
alopecic and nodular clinical forms; 5 cases had a
lung primary tumor, 3 a breast tumor, 2 a kidney
tumor, and one case a bladder tumor.
Histological study of the lesions may lead to the
diagnosis of the primary tumor: the adenocarci-
noma is related to breast, lung, digestive tract and
ovary ncoplasias. In the case of an epidermoid
carcinoma, it may be in lung, esophagus and oral
cavity. If it is a undifferentiated or anaplastic tu-
mor, it may be in lung or breast.**¥

Diagnosis presumption is confirmed by immuno-
histochemical techniques® (Table 1).

Follow-up was completed in 88 cases, 75 patients
evolved to death: 52 percent of patients died in
the first year, and 21 percent died in the second
year. These facts correlated with the data found
in the literature, since 73 percent of patients
died in the 2 years subsequent to the metastasis
diagnosis.>?>%

Conclusions

Our findings are similar to those found in the reviewed
literature:
o Higher incidence of cutaneous metastasis in fe-
males.
e Predominant primary tumor:
Females: breast cancer
Males: lung cancer
e Most affected age group: between 50 and 70
years.
e Most frequent location: on chest

TABLE 1. IMMUNOHISTOCHEMISTRY FOR DETECTION OF UNKNOWN PRIMARY TUMOR.
Vim CK7 CK20 CA153

Breast duct cancer - + -
Colon adenocarcinoma - - +
Pancreas adenocarcinoma - + +
Renal carcinoma + -/+ -
Serous ovary cancer - + -
Mucinous ovary cancer - + +
Liver carcinoma = o =
Thyroid cancer + + -
Lung adenocarcinoma -/+ 4 =

Figure 7. Parotid gland adenocarcinoma metastasis.

e Survival less than 2 years after diagnosis of metastasis.

In our case material, we highlight:
e Rarelocations: palm of the hand, fingers and toes.

¢ One location, not found in the literature, glans metastasis of osteosar-

coma

4e
4=

CA19.9

Renal

CA125 Hep.

CEA

+ o+ +

TTF-1

4L
4L

Alphafp Thyroglobulin

NS

Vim: vimentin. CK: citokeratin. TTF-1: Thyroid transcription factor. Alpha fp: alpha fetoprotein. Renal: anti-renal cancer cell Ab (clone 66-4C2). Hep: anti-hepatocyte Ab (clone OCH 1E5).
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Figure 9. Osteosarcoma metastasis in penis.

Not described clinical variants: granuloma an-
nulare-like, pagetoid and eczematous.

The importance of a dermatologist in diagnosis
of unknown primary tumor through cutaneous
metastasis.
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