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Opinion statement

The symptom prevalence in patients with advanced cancer depends on the type of
primary cancer, and the palliative treatment varies according to the nature of the
primary cancer. Palliative treatment for unresectable skin cancer has not been fully
discussed. Patients with unresectable skin cancer sometimes show the primary lesion
in the skin and metastases to the lung, skin, liver, and bone. Pain, anorexia, and
dyspnea commonly occur in such patients, and bleeding, exudate, and offensive
odor are characteristically observed. For the last three symptoms, surgery and
radiation are effective therapeutic options, and cryotherapy, Mohs’ chemosurgery,
electrochemotherapy, and some topical ointments and dressing materials are also
additional options. For pain due to bone metastasis, pharmacotherapy with opioid
and/or non-opioid agents is the most basic treatment, and radiation and bisphos-
phonate therapies are other options. For dyspnea, which is an intractable and
uncomfortable symptom, morphine and oxygen play a leading role in treatment.
Red blood cell transfusions may be effective for some patients with dyspnea induced
by anemia. Nutritional supports and pharmacotherapy are therapeutic options for
anorexia. As nutritional supports, enteral nutrition is better than parenteral nutri-
tion. There is some evidence of progestins and corticosteroids having supportive
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effects for anorexia. Dermatologic oncologists should be skilled with symptom
managements to maintain the quality of life in patients with unresectable skin

cancer and their families.

Introduction

Skin cancer is relatively common and is roughly
subdivided into non-melanoma skin cancer
(NMSC) and malignant melanoma (MM). The inci-
dence rates are quite different among countries and
races [1]. For example, the incidence rate of squa-
mous cell carcinoma (SCC) was estimated to be 387
per 100,000 person-years in 2002 in Australia, while
it was estimated to be 8.9 per 100,000 person-years
between 2003 and 2005 in Croatia [2]. The inci-
dence rates of MM were 30-60 per 100,000
person-years in Australia and New Zealand but only
about 2 in Japan [1, 3]. On the other hand, the
incidence rate of extramammary Paget's disease
(EMPD) in Asians is ten times larger than that in
Westerners [4]. Thus, the incidence rates of skin
cancers vary and the mortality rates are also different
among countries and races.

Two representative types of NMSC, basal cell carci-
noma (BCC) and SCC, rarely have a fatal prognosis.
The incidence rate of MM may most affect the mor-
tality rate of skin cancer [1]. In some countries, even
in Australia and New Zealand where there are many
skin cancer patients with a fatal course, however, pal-
liative care for unresectable skin cancer has not been
fully discussed. The symptom prevalence in patients
with advanced cancer depends on the type of primary
lesion and metastatic sites. Common symptoms in
patients with advanced skin cancer are different from
those in patients with cancers in other organs. There-
fore, essential knowledge and techniques of palliative
treatment for advanced skin cancer are necessary. In a
previous study, we showed the symptom prevalence in
patients with unresectable skin cancer in Japan [5ee].
In this article, we first review past literature to clarify

Table 1. Metastatic sites in patients with unresected skin cancer in Shizuoka Cancer Center [5¢¢]

Patients (%)

MM (n = 150) SCC (n=34)

Lymph node 119(79.3) 27(84.4)
Lung 102(68.0) 18(56.3)
Skin 81(54.0) 27(84.4)
Liver 82(54.7) 9(28.1)
Bone 71(47.3) 12(37.5)
Brain 57(38.0) 3(9.4)
Peritoneum 40(26.7) 3(9.4)
Adrenal gland 21(14.0) 2(6.3)
Pleura 18(12.0) 0(0)
Pancreas 19(12.7) 0(0)
Meninges 15(10.0) 3(9.4)
Spleen 11(7.3) 0(0)
Others 53(35.3) 4(12.5)

EMPD (n =19) AS (n=15) MCC (n=5)
16(84.2) 5(33.3) 3(60.0)
10(52.6) 11(73.3) 0(0)
9(47.4) 10(66.7) 4(80.0)
13(68.4) 4(26.7) 3(60.0)
11(57.9) 4(26.7) 0(0)
0(0) 1(6.7) 0(0)
3(15.8) 0(0) 1(20.0)
1(5.3) 0(0) 0(0)
2(10.5) 2(13.3) 0(0)
0(0) 0(0) 1(20.0)
0(0) 1(6.7) 0(0)
0(0) 0(0) 0(0)
0(0) 2(13.3) 3(60.0)

MM, malignant melanoma; SCC, squamous cell carcinoma; EMPD, extramammary Paget’s disease; AS, angiosarcoma; MCC, Merkel cell carcinoma
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Fig. 1. Symptom prevalence in patients with unresectable skin cancer. From Goto H, Yoshikawa S, Otsuka M, Omodaka T, Yoshimi K,
Yoshida Y et al. Symptom prevalence in patients with advanced skin cancer. J Dermatol. 2017;44(2):123-6. doi:https://doi.org/10.
1111/1346-8138.13527, reprinted with permission from John Wiley and Sons

the characteristics of symptoms in patients with a wide range of unresectable skin cancer including
unresectable skin cancer and then we discuss the cur- MM, SCC, EMPD, angiosarcoma (AS), and Merkel cell
rent therapeutic options for undesirable symptoms of carcinoma (MCC).

Metastatic sites of skin cancer

It is important to identify the location of a metastatic lesion because it can have a
greater influence than the primary tumor site on symptoms [6]. The common
sites of metastasis vary among the types of skin cancer. The metastatic sites of five
types of skin cancer (MM, SCC, EMPD, AS, and MCC) are shown in Table 1
[5ee]. All types have frequent cutaneous and lymphatic lesions. The lung, liver,
brain, and bone are common site of metastases from MM, EMPD, and SCC.
AS has a predilection for the lung, while MCC tends to prefer to the liver.
Previous studies also showed that the common sites of metastasis in patients
with MM were lymph nodes followed by the skin, lung, central nervous system,
and liver [7, 8]. Broughan et al. reported that 87% of cases of cutaneous SCC
with metastasis had regional lymph nodes metastasis, and other patients had in-
transit metastasis and distant skin metastasis [9]. Metastatic EMPD is rare, and
there have been only a few studies in which metastatic sites were investigated:
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metastatic sites were shown to be the lymph nodes, bone, brain, and bone
marrow [10-13]. AS is rare but often has metastasis. Ito et al. investigated 43
patients with AS in Japan and showed that the lung, liver, lymph nodes, and
bone were common metastatic sites of AS [14]. MCC is also rare but has been
shown to be one of the most lethal skin cancers. Kiuzmina et al. reported that
the most common sites of distant metastases in patients with MCC were lymph
nodes followed by the liver, lung, and subcutaneous tissue [15].

Symptom prevalence in patients with advanced skin cancer

Treatments

The results of our previous study showed that the symptom prevalence of skin
cancer depends on the period before the patients’ death [5¢e]. We also showed
that anorexia, pain, dyspnea, hemorrhage, and exudate were common symp-
toms and were closely related to the site of metastasis (Fig. 1) [5¢¢]. There were
close relationships between pain and bone or skin metastasis, dyspnea and lung
metastasis, anorexia and gastrointestinal tract metastasis, and hemorrhage or
exudate and skin metastasis [6, 16, 17, 18, 19-21].

Bleeding, exudate, and offensive odor

Bleeding, exudate, and offensive odor are relatively common symptoms for
patients with unresectable skin cancer as well as for patients with breast cancer
and cause discomfort for patients. The incident rate of hemorrhage and exudate
in patients with unresectable skin cancer is about 30% which is higher than that
in a previous study in which all types of cancer were investigated [5ee, 22].
Although the skin lesion itself does not always affect the prognosis of skin
cancer patients, the patient’s quality of life is deteriorated by the skin lesion-
related symptoms. Therefore, dermatologic oncologists should consider the
importance of controlling those undesirable symptoms in order to maintain the
patient’s quality of life.

Surgical resection is of course the best choice for controlling bleeding,
exudate, and offensive odor [16, 23]. Although resection of the skin metastatic
tumor cannot always prolong the patient’s prognosis, palliative surgical treat-
ment for skin metastases can provide good local control as was shown in our
study [23]. Whether or not the patient can receive surgical resection may depend
on the number and size of the skin metastases and the patient’s performance
status. When surgical resection is difficult, radiation therapy and cryotherapy are
other options for controlling cutaneous lesions [24, 25]. It was reported that
78% of MM patients and 58.1% of NMSC patients showed a response to
palliative radiation therapy [24, 26]. Irradiation is the best choice for
unresectable and large skin tumors in the elderly patients and in patients who
have poor performance status [24]. However, this therapy is difficult for pa-
tients with dementia who cannot rest during irradiation. Cryotherapy is painful
but an easy option. This therapy induces cellular injury by ice formation in
tumor cells [27]. Hachisuka et al. reported the usefulness of cryotherapy in
combination with hyperthermia [25]. Mohs' chemosurgery is one option for
controlling bleeding, exudate, and offensive odor by necrotizing the tumor
surface [28-30]. This is a technique of chemical fixation of a cutaneous tumor
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with Mohs’ paste consisting of zinc chloride, zinc oxide, and glycerin [30].
Mohs’ chemosurgery is useful for nodular cutaneous tumors, but sometimes
makes ulcer deeper according to past reports and our previously experienced
cases [28-30]. Attention should be given to bleeding risk when Mohs’ chemo-
surgery is used for cutaneous lesions on sites such as the neck and inguinal
region in which there are large vessels under the lesions. Kreuter et al. reported
that electrochemotherapy (ECT), a combination of chemotherapy and electrical
impulses, was effective for unresectable skin cancer [16, 31]. ECT often needs
general anesthesia and special equipment. However, it causes only a few adverse
events due to the cytostatic agent [31]. Topical ointment and dressing material
are the most basic and simple option. Santos et al. reviewed topical treatments
for controlling the offensive odor of malignant wounds and reported that
topical metronidazole, Mesalt® dressing, curcumin ointment, and activated
carbon dressing were useful [32].

A skin lesion itself is symptomatic, and pain is also the most common symptom
for patients with skin cancer [5ee, 16, 17, 33, 34]. In addition, 43% of patients
with unresectable skin cancer had bone metastasis, which can become one of
the sources of pain [5¢e]. Pharmacotherapy using opioid and/or non-opioid
agents is the most basic method for controlling pain [18e, 19, 35]. The agents
should be used by the WHO's cancer pain ladder. For cutaneous lesions,
resection is the best choice for controlling pain. Radiation therapy is also
effective for alleviating pain [24, 35]. In addition, in skin cancer patients with
bone metastasis, palliative radiation therapy is effective for improving pain and
preventing bone fracture [18e, 35, 36]. This therapy is often used in a schedule
of large daily fraction dose and short treatment time [35]. Although bisphos-
phonate can also play an important palliative role for preventing pain and bone
fracture due to bone metastasis, it commonly induces hypocalcemia and gas-
trointestinal problems [18e, 19, 37]. Osteonecrosis of the jaw is an uncommon
but serious complication of bisphosphonate therapy [37]. Before starting bis-
phosphonate treatment, patients should receive a dental examination.

Dyspnea is defined as an uncomfortable awareness of breathing [38]. Primary
lung cancer or lung metastasis is the most frequent cause of dyspnea. Other
causes are congestive heart failure, pneumonia, pulmonary embolism, pleural
effusion, anemia, chest muscle weakness, psychological distress, and abdomi-
nal wall distension due to severe ascites [19, 20, 38-40]. The lung is a common
metastatic site in patients with unresectable skin cancer. Eighty-seven percent of
patients with MM who died and in whom an autopsy was performed had lung
metastasis [8]. In our study, almost half of the patients had dyspnea 1 week
before their death [5¢]. Dyspnea is common in patients with lung metastasis.
However, this is a subjective symptom and does not always correlate with vital
signs including tachypnea and oxygen saturation [19, 39]. Therefore, the stan-
dard method for evaluating dyspnea is to ask patients directly how they feel
[19]. Treatment of dyspnea is often difficult and therapeutic options with valid
evidence are limited. Oxygen therapy is effective for dyspnea in patients with
hypoxia [19]. Hui et al. reported the usefulness of high-flow oxygen and bilevel
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positive airway pressure for dyspnea in patients with advanced cancer [41].
However, there is no evidence of the effectiveness of oxygen therapy for dyspnea
without hypoxia [19]. An air fan and cold air directed on the cheek can decrease
dyspnea [42]. An opioid and benzodiazepine are other important therapeutic
options for dyspnea. Among opioid therapies for dyspnea, morphine is often
chosen on the basis of results of previous trials |19, 43]. Attention must be given
to adverse events caused by morphine including nausea, vomiting, dry mouth,
and somnolence [44]. Other opioids, including oxycodone and methadone,
have not been shown to be effective for dyspnea [44]. According to the previous
studies, benzodiazepines may not be effective for dyspnea [43, 44]. On the
other hand, it has been reported that the combination therapy of an opioid and
benzodiazepine significantly improved dyspnea compared with an opioid
alone or no medication [45]. A steroid is used for treatment of dyspnea in
patients with chronic obstructive pulmonary disease [43]. Although dexa-
methasone may also be useful for dyspnea in cancer patients, evidence is still
limited [43, 46]. Occasionally, dyspnea is caused by anemia [19]. Anemia is
caused by various factors including adverse events of chemotherapy, undernu-
trition, exhaustiveness due to cancer progression, and bleeding from the tumor.
About half of the patients with unresectable skin cancer had anemia 2 weeks
before their death [5ee]. Continuous bleeding is one of the causes of anemia. In
such patients, control of bleeding from skin lesions and red blood cell trans-
fusions are the most effective for anemia and dyspnea.

Anorexia

Anorexia or so-called cancer anorexia-cachexia syndrome is a common symp-
tom for patients with advanced cancer. It has been estimated that 10-20% of
cancer patients died from malnutrition rather than the cancer itself |21, 47].
Anorexia is also one of the predictors of survival and affects the patient’s quality
of life [47-50]. Anorexia is caused by various factors including cancer treat-
ments and systemic inflammation induced by cancer [47, 49]. About half of the
patients with unresectable skin cancer showed anorexia 2 weeks before their
death [5ee]. Patients with liver, lung, and upper digestive cancer or metastases
had a higher prevalence of anorexia [21, 51]. Treatments for anorexia include
nutritional supports and pharmacologic approaches. Enteral nutrition is better
than parenteral nutrition [52, 53]. Enteral nutrition has the advantage of
maintaining the mucosal barrier and immunologic functions as well as a
low incidence of adverse events and low cost [50, 52]. Unfortunately,
parenteral nutrition showed no significant survival benefit and increased
the incidences of infections and mechanical complications [50, 52, 53].
There is some evidence of progestins and corticosteroids having supportive
effect for anorexia [54]. Although the appropriate dose, time to start, and
duration are still unknown for pharmacological treatments, those thera-
peutic options should be considered for anorexia in patients with
unresectable skin cancer.

Other symptoms and the role of dermatologic oncologists for patients with unresectable skin

cancer

Drowsiness and delirium are often seen in patients with unresectable skin
cancer who as approaching death [5ee]. Morita et al. reported that only 28% of
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patients with cancer could achieve complex communication 3 days before their
death [55]. Drowsiness and delirium are associated with brain metastasis and
high-dose opioids [55, 56]. The high rate of brain metastasis, particularly in
patients with MM, may be one of the reasons for the high rates of drowsiness
and delirium. In addition, the use of a high-dose opioid for controlling pain
due to bone and skin metastases may be linked to drowsiness and delirium.
Opioid-induced cognitive dysfunction should be minimized by opioid rotation
and use of non-opioid agents [55, 57].

Patients with unresectable skin cancer and families who care for the
patients suffer from various symptoms and those symptoms affect their
quality of life. Dermatologic oncologists should be skilled with addressing
the symptoms and selecting appropriate therapeutic options for maintain-
ing the quality of life.
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