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ABSTRACT

More than 50 conditions, both ma-
lignant and benign have been cited as
markers of internal malignancy. Meta-
stases to the skin from internal tu-
mours are uncommon, yet they may
be the first presentation of such ma-
lignancies. Also, paraneoplastic der-
matoses (PND) are important cutane-
ous markers of internal malignancies.

The present work was undertaken
in an effort to evaluate the prevalence
of cutaneous disorders occurring in
association with internal malignant
diseases, aiming at early diagnosis
and therapy of various internal malig-
nancies and improving their survival
rates.

The study included 163 patients
already documented as cases of in-
ternal malignant disease of various

39

origins. All the studied cases were
subjected to history taking, careful
dermatological examination, some
dermatological investigations when in-
dicated (for fungus), skin biopsy for
histopathological examination of skin
lesions and photography.

We found a very high prevalence
of cutaneous disorders in the studied
cases (93.3%). Malignant skin in-
volvement was found in 8.4% of cas-
es (14) most commonly with cancer
breast (4 cases). They developed the
malignant skin involvement after the
primary cancer by a highly variable
duration (2 weeks, 30 months). The
most frequent primary cancer was
adenocarcinoma and squamous cell
carcinoma.

The majority of PND appeared af-
ter the diagnosis of primary cancer

MANSOURA MEDICAL JOURNAL



Zeinab Abd El-Azim et al ..... 41

skin (metastatic and direct extension),
genodermatosis, paraneoplastic der-
matoses and skin manifestations of
exposure to environmental carcino-
gens.

Paraneoplastic dermatoses are
important cutaneous markers of inter-
nal malignancies. They form a hetrog-
enous group of skin diseases, where
tumour induced immunologic factors,
hormones, metabolic disorders and
epidermal growth factor which may
play a role in the onset of the symp-
toms (5).

The aim of this study was to evalu-
ate the prevalence of cutaneous dis-
orders occurring in association with
the already diagnosed cases with in-
ternal malignancies of various origins
and to evaluate the importance of the
discovery of these cutaneous mani-
festations in the early diagnosis and
therapy of internal malignancies and
in improving their survival rates.

PATIENTS AND METHODS
Our Study included 163 patients
already documented as cases of in-
ternal malignant disease. The patients
were taken consecutively from the
various inpatient sections of Mansou-
ra University Hospitals and they were

admitted mainly in pediatric, Oncology
Medicine, Surgical Oncology and Ra-
diotherapy Departments in addition to
some cases were taken during a der-
matological consultation in our outpa-
tient clinic of dermatology when their
files were available and containing the
required investigations. The study
also included a number of patients
who were admitted to our department
for a dermatological complaint and we
were able to prove their malignant ae-
tiology.

All patients who were included in
our study were subjected to the fol-
lowing in their original section of ad-
mission:-

1- Good history taking: especially for
the presenting complaint e.g. swell-
ing, pain, jaundice, skin or mucosal
lesion, the duration of the complaints
and the age of the patient.

2- Clinical examination: with special
attention for the system involved by
the malignant disease and also for
the clinical staging.

3- Basic laboratory investigations: as
blood picture, urine, stool examina-
tion and blood sugar.

4- Radiological workup: including X-
ray chest, Bone scanning to detect
metastatic disease, ultrasonography,
computerized scanning and other ra-
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already documented as cases of in-
ternal malignant disease. They were
100 males (61.3%) and 63 females
(38.7%). The most common age
group was between 41-60 years old
(54 patients = 33%) followed by the
age group over 60 years old (43 pa-
tients = 26.4%). The age groups be-
tween 18-40 years and below 18
years old were 20.9% and 19.7% re-
spectively.

Leukemia (41 patients = 25.2%)
and lymphoma (39 patients = 23.9%)
were the most frequent original can-
cer in the studied cases, followed by
urinary bladder (18 patients = 11%),
breast (12 patients = 7.4%) and liver
cancers (11 patients = 6.7%), while
the other types of cancers were much
less frequent: rectum, lung and stom-
ach (6 patients = 6.7%, 5 patients =
3.7% and 4 patients = 2.5% respec-
tively). Brain, ovary, oesophagus, pro-
state and kidney were the origin of in-
ternal malignancy in 3 patients (1.8%)
in each, colon, pancreas, larynx and
bone were the origin of internal malig-
nancy in 2 patients (1.2%) in each.
Thymus, thyroid, testis and soft tissue
were the origin of internal malignancy
in 1 patient (0.6%) in each.

As regards the histopathology of

the original cancers of the studied
cases: carcinoma was the most fre-
quent (34.9%) followed by leukemia
(25.2%) and lymphoma (23.9%),
while sarcoma and glioblastoma were
much less frequent (14.7% and 1.2%
respectively).

The prevalence of cutaneous dis-
orders in the studied cases was
93.3% (152 patients showed dermato-
logical findings) while only 11 patients
(6.7%) were free form any dermato-
logical findings.

Table (1) shows the cutaneous
manifestations in patients with internal
malignancy. Malignant skin involve-
ment was encountered in 14 patients
(8.4% of total patients with internal
malignancy). They were 4 cases with
intraduct carcinoma of the breast (out
of 12 cases of cancer breast), 2 pa-
tients with lymphoma (out of 39 pa-
tients), 2 patients with hepatoma (out
of 11 cases with malignant liver dis-
ease), 1 patient with leukemia, 1 pa-
tient with adenocarcinoma of the rec-
tum, 1 with lung adenocarcinoma, 1
with adenocarcinmoma of the stom-
ach, 1 with adenocarcinoma of the
prostate and one with squamous cell
carcinoma of the larynx. The clinical
picture of malignant skin involvement
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logic malignancy (16.6%). The com-
monest viral infection was herpes
zoster (H.Z) (6%) followed by herpes
simplex (H.S) (4.9%), then molluscum
contagiosum (1.2%) (fig. 5).

Table (4) shows bacterial skin in-
fections in the studied cases, it was
the commonest in the kidney and
brain tumours (33.3% of each) fol-
lowed by lung tumours (20%), rectal
(16.6%), breast (16.6%) then lympho-
ma (15.4%) and leukemia (14.3%).
The commonest bacterial infection
was erysiplus and folliculitis (2.4% for
each) followed by erythrasma and ab-
scesses (1.8% of each) then cellulitis
(1.2%) and necrotizing fasciitis (0.6%)
(fig. 6).

Table (5) shows the fungal skin in-
fections in the studied cases, it was
the commonest in cancer colon
(100%) followed by brain tumours
(66.6%), urinary bladder (56.6%), and
stomach (50%). The commonest cut-
aneous fungal infections was dermat-
ophytosis (27%) followed by candidia-
sis (5.5%) and the least frequent was
mycetoma (0.6%) (fig. 7).

Table (6) shows vascular and
blood abnormalities in patients with
internal malignancies. They were the

commonest in leukemia (29.3%) fol-
lowed by lymphoma (12.8%) then in
hepatoma (9.1%). The commonest
presentation was purpura (8%) then
erythema multiforme (EM), allergic
vasculitis (1.2% for each) followed by
disseminated intravascular coagulop-
athy (DIC) (0.6%).

Table (7) shows that icterus was
present in 11.7% of cases with inter-
nal malignancies, pruritis was present
in 6.2% of cases, prurigo in 4.3%, ac-
quired ichthyosis in 3.1%, erythema
annulare centrifugum and pyoderma
gangrenosum in (1.2% for each), and
dermatomyositis was present in only
0.6%. icterus and pruritis were most
commonly present in hepatoma (fig. 8)

Table (8) shows chronological re-
lationship between some dermatoses
and cancers in the studied cases.
Thirty percent of cases with pruritis,
14.3% of cases with prurigo and
15.8% of cases with icterus devel-
oped their skin findings before the on-
set of internal malignancy, while
23.1% of cases with purpura, 11.1%
of cases with bacterial infections, 15%
of cases with viral infections and
10.5% of cases with icterus devel-
oped their skin lesions simultaneously
with the onset of internal malignancy.
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Table (2): Skin infections in patients with internal malignancy

Viral inf. Bacterial inf. | Fungal inf. | Ectoparasitic
Tumour No. inf.

No. % No. % No. Y No. %
LCeukemia 4 [ T143 |6 | 1B 1% 7L 10
Lymphoma WiPTIH | & jordmai vl 3413
U. bladder Wl 010 Jofd IwWleltTo¢f o
Breast Rl @il Izt a1 311
Liver 1] o o1 9 13l %] ®
Rectum 6] 0 0 {106 21111081 0
Lung  HEER RN G s AW
Stomach 'S E BRI ENE I S G
Brain 31 0 0 F o8| 2 L 12 Lol @
Ovary S t0 1% 1 8 10 ES T ¥
Oesophagus 5181 0 18 BE EEEE
Prostate i SN TN T |06 ] 0 o
Kidney S| 0L 0 i1 68 | 1.8 01 0
Bone BEEN EE R 16 |9 ] @
Colon r IS o181 9 W LW R
Pancreas BT IR S e S e e
Larynx 2170 0 0 0 0 0 0 0
Thymus r kg ] 0 0 0 0 0 0
Thyroid o R N RS W N NS S
[ Testis ) 0 0 0 0 0 0 0
Soft tissue RN S SR R RS e R

— Total 163 [ 20 [123%| 18 |11.0% | 54 [33.1%| & | 4.9%
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Fig. (1) : Paget's disease in a patient  Fig. (3) : Cutaneous metastases in a
with right cancer breast patient with cancer larynx
(intraductal carcinoma). (sg.c.c.).

Fig. (2) : Papulonodular metastases  Fig. (4) : Transverse melanonychia in
in a patient with right cancer a patient with Hodgkin's
breast after mammoplasty. lymphoma.
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DISCUSION

More than 50 conditions, both ma-
lignant and benign, have been cited
as markers of internal malignancy. A
true association is readily accepted
when a cutaneous metastasis coexi-
sts with a primary internal malignan-
cy. but the relationship is not so easily
proved when a benign dermatosis is
linked to an underlying malignant neo-
plasm (4),

Curth (1976) (6), generated sever-
al criteria for determining whether a
true association exists between a cut-
aneous disorder and an internal ma-
lignant disease. She proposed that a
real association exists if (1) the der-
matosis is relatively uncommon, (2) it
occurs with a specific internal neo-
plasm, (3) the two conditions are fre-
quently observed together (4) the on-
set of the disorders is concurrent, (5)
the clinical course is similar. If a ge-
netic predisposition accounts for the
appearance of both conditions, the
last two criteria need not be met.

The present work was undertaken
in an effort to evaluate the prevalence
of cutaneous disorders occurring in
association with the already diag-
nosed cases of internal malignancies
of various origins aiming at early diag-

nosis and therapy of various internal
malignancies and improving their sur-
vival rates.

As regards the prevalence of cuta-
neous disorders detected in patients
with internal malignant diseases. we
found that they were present in 152
patients (93.3%) from the total num-
ber of studied cases (163). To our
knowledge, the collective prevalence
of these disorders in this category of
patients was not available in any of
our available references.

Metastases to the skin from inter-
nal tumours are uncommon, yet they
may be the first presentation of such
malignancies. They usually arise from
the breast, lung and large bowel (7). It
had been cited by Lookingbitt et al.
(1990) (8) that cutaneous metastases
are the most specific marker of inter-
nal malignancy arising as a result of
direct extension or from hematoge-
nous or lymphatic spread of neoplas-
tic cells. It was concluded that despite
of being uncommon markers, their
frequency has ranged from 0.7 to
9.0%. In agreement with this report,
we found that the frequency in our
studied cases was 8.4%.

In our study we found that all cas-
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cancer breast).

In the present study, it was found
that skin metastases from adeno-
carcinoma of the lung presented after
the primary cancer following needie
aspiration of a malignant pleural
effusion and occurred on the skin
of the back of the chest wall as
clusters of nodules. Similar descrip-
tions were reported in other studies
(12).

It was reported that skin metastas-
es from gastric adenocarcinoma are
extremely rare (7). Here, we reported
a case of a patient with gastric adeno-
carcinoma who developed multiple
skin nodules with some ulcerated and
crusted nodules. The biopsy revealed
metastatic adenocarcinoma.

As regards prostatic cancer,
Schwartz (1995) (13) stated that it is
rare to involve the skin (1% of all cas-
es of skin metastases) and the most
common sites are inguinal area,
penis, lower abdomen, thighs, scalp,
nose and neck. In the present study,
in agreement with the previous report,
we found the site of skin involvement
in one case with prostatic cancer to
be in the inguinal and suprapubic
areas.

Reingold and Smith (1978) (14)
described skin metastases from he-
patomas to be rare and appears as
rapidly growing firm, painless, non ul-
cerative, reddish bleu nodules. Qur
results coincide more or less with
them as we found only two cases of
skin metastases from hepatomas (out
of 11 cases of hepatomas) with the
same clinical picture and of similar
clinical course.

In the present study, we detected
a case of acute monocytic leukemia in
an adult female patient presented with
multiple brownish-bluish disseminated
papulonodular lesions on the skin of
her breast and abdomen. All these
criteria of metastatic skin disease in
leukemia were described in previous
reports (15 & 16).

When considering specific skin
changes in Hodgkin's disease, Philip
et al. (1997) (17) concluded that they
are rare ranging from 0.5% to 3.4% of
cases. However, in non-Hodgkin's
lymphoma reaching about 17%. In the
present study, we did not report any
case of Hodgkin's disease with specif-
ic skin changes (out of 13 cases of
Hodgkin's lymphoma). However, we
found 2 cases with non-Hodgkin's
lymphoma who had malignant skin in-
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troversial in another study (20),

Wilson (1972) (21) concluded that
disseminated herpes zoster (H.2) is
commonly associated with underlying
neoplasm mostly leukemia and lym-
phoma especially after chemotherapy.
We found two cases with disseminat-
ed H.Z., one with cancer stomach and
one with lymphoma under chemother-
apy. So, despite its very low preva-
lence (1.2% of cases), it should be
considered as a serious signs of un-
derlying immune compromization ei-
ther due to cancer or chemotherapy.

Herpes simple (H.S) infections es-
pecially when extensive, chronic or
with massive ulceration are indeed
associated with cancer mostly lym-
phoma and leukemia (22). Our results
showed that 4.9% (8) of cases devel-
oped H.S., from which 4 cases devel-
oped ulcerative and hemorrhagic le-
sions and were cases of lymphoma
and leukemia.

A variety of bacterial and fungal in-
fections may occur with internal ma-
lignancy, particularly when the patient
has a severely compromised immuni-
ty either as a result of the malignant
process or therapy (23). In the present
study fungal infections were the com-

monest form of skin infections (33.1%
of cases), mostly in the form of der-
matophytoses (27%) followed by mu-
cosal candidiasis (5.5%) and a case
of eumycetoma (0.6%). Bacterial in-
fections were a rare finding (11% of
cases) most commonly in the form of
erysiplus and folliculitis (2.4% for
each). Most of cases were under che-
motherapy, supporting the previous
hypothesis that these infections are
more commonly due to immunosup-
pressive effects of cytotoxic agents
rather than the cancer itself.

Sudden onset, in adult life, of ich-
thyosis similar to the pattern of ich-
thyosis vulgaris, does appear to be
associated with internal malignancy,
particularly lymphoreticular. However,
cases linked with solid tumours are
also well documented (24). In our
cases 3.1% had acquired ichthyosis
mostly they were cases of leukemia
and lymphoma (3 cases). However, it
was also found in one patient with
cancer colon and another one with
cancer rectum. The eruption in all
cases was localized to the legs, of
sudden onset and appeared after the
primary cancer.

Both dermatomyositis and poly-
myositis in adults may be associated
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the primary cancer or to the chemo-
therapeutic agents used in treatment
especially that the patients noticed
that the condition goes in exacerba-
tion with each cycle of chemotherapy
while it goes in remission in between.
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