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Involvement of Skin by Internal Malignancy

+ Direct (non-paraneoplastic)
* Presence of tumor cells within the skin
+ Direct tumor extension
* Metastases
« Indirect (paraneoplastic)
* No presence of tumor cells within the skin
* Visceral tumors may secrete a variety of inflammatory, proliferative and/or
metabolic factors that lead to cutaneous changes
* Up to 20% of cancer patients experience paraneoplastic syndromes, but often
unrecognized
* Cutaneous manifestations may develop before a diagnosis of malignancy is
determined; thus, these findings may aid the physician in the early identification
of malignancy.
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Paraneoplastic Syndrome

* Curth’s Postulates- At least one of the following:
* Malignancy & cutaneous disorder are of concurrent onset
* Malignancy & cutaneous disorder should follow a parallel course
+ Successful treatment of the malignancy leads to regression of the skin disease
* Recurrence of the malignancy leads to a return of the skin disease
* A specific malignancy is associated with a specific cutaneous disorder
« There is a statistically significant relationship between the malignancy &
cutaneous disorder based on case-control studies
* There is a genetic association between the malignancy & cutaneous disorder

Paraneoplastic Syndromes

+ Strong correlation w/malignancy: + Weaker correlation + Familial Cancer

Acanthosis Nigricans Maligna (ANM) *  Dermatomyositis + Autosomal Dominant:
Pyoderma gangrenosum

:;t;mulsr)ed pachydermatoglyphia (tripe ot symibarme meu‘roflbromatosls
. Trousseau Syndrome ultiple Endocrine Neoplasi
Erythema gyratum repens (EGR) + Extramammary Paget's + Peutz Jeghers
Acrokeratosis paraneopastica (Bazex disease + Gardner's
Syndrome) +  Systemicitch + Cowden
Acquired hypertrichosis lanuginosa * Acquired icthyosis
lA:LD VP s + Flushing « Muire Torre

Necrolytic migratory erythema (NME) * Autosomal Recessive

Leser-Trelat sign (LTS)
Paraneoplastic pemphigus (PNP)
Necrobiotic Xanthogranuloma (NXG)
Pinch purpura/Primary Systemic
Amyloid

* Ataxia Telangiectasia
* Blooms
* Dyskeratosis Congenita

Paraneoplastic Syndromes w/Strong
Correlation with Malignancy

* Acanthosis Nigricans Maligna (ANM)

* Acquired pachydermatoglyphia (tripe palms)

* Erythema gyratum repens (EGR)

* Acrokeratosis paraneopastica (Bazex Syndrome)
* Acquired hypertrichosis lanuginosa (AHL)

* Necrolytic migratory erythema (NME)

* Leser-Trelat sign (LTS)

* Paraneoplastic pemphigus (PNP)

* Necrobiotic Xanthogranuloma (NXG)

* Primary Systemic Amyloid
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Acanthosis Nigricans Maligna

* Clinical:
* Hyperkeratotic and velvety plaques
* Involvement of oral/mucosal and acral sites

* Distinguish AN from ANM

« Suspect underlying malignancy when:
+ Older patient
+ Non-obese, non insulin resistant, non diabetic
*+ Cachectic appearance
+ Sudden onset
+ Extensive/severe involvement
* Unusual clinical distribution

+ Oral mucosa and acral sites

« Associated malignancies N Engl I Med 2007;357:¢10
+ Gastric adnenocarcinoma
« Precedes diagnosis of malignancy in 60%
+ Often occur in conjunction w/tripe palms
« Poor prognosis (mean survival 2 years from time of diagnosis)

Acquired Pachydermatoglyphia (Tripe Palms)

* Clinical:
« yellowish, velvety, diffuse palmar
hyperkeratosis
* accentuated dermatoglyphic patterns
* resembles intestinal villosities > tripe
palms
* 90% of cases associated with
malignancy
* Bronchogenic carcinoma (Tripe palms
only)
* Gastric adenocarcinoma (Tripe palms +
ANM)

i dermehallenge blogspot.com
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13811383
ford edu/blog/archive/ 2014 Tripe-alms html

Erythema Gyratum Repens (EGR)

WEd 7

* Migratory polycyclic plaques
with trailing scale
* Migrates 1cm/day
* Wood-grain appearance

* 80% with underlying malignancy
* Lung/bronchogenic cancer >
esophagus> breast
* Most often precedes diagnosis of
malignancy

An.Bras. Dermatl, 2012 Feb; 87(1)

N Engl) Med 2010;362:181¢
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Acrokeratosis Paraneoplastic (Bazex’s
Syndrome)

* Clinical:

Psoriasiform plaques at acral sites (fingertips, helices,
nose, scalp)

May spread to involve more proximal areas

« Nail dystrophy

« Distinguish from psoriasis/unusual distribution for
psoriasis

(2

* All cited cases associated w/malignancy

60-75% of cases cutaneous findings precede malignancy
- 80% i

Cof upper aerodi

« Isolated cases of breast cancer, cholangiocarcinoma,
colon adenocarcinoma and Hodgkin's disease have been
reported |

Treatment of underlying malignancy (as shown in M

pictures)

N Engl Med 2015, 373:2161

Acrokeratosis Paraneoplastica (Bazex’s
Syndrome)

[ 2 h i
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Http/ /v clermis net/dermisroot/en/34562/image.htm

Acquired Hypertrichosis Lanuginosa (AHL)

* Clinical

« Long, fine, thin, white hairs of face and ears>
craniocaudal spread to trunk
* Sudden onset

* NOT terminal hairs

« Distinguish from other causes of
hypertrichosis (drug, porphyria, endocrine)

* Malignancy associations:

* Women: colorectal > lung and breast cancer
* Men: lung > colorectal cancer

« Often appears late in cancer course = Poor
prognosis

Actas Dermosiiiogr 2013;104:543-53
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%

Acquired Hypertrichosis Lanuginosa (AHL)

imilar cutaneous findings:
Clnfecton

tumor of the pancreas (lpha-all)

e

Necrolytic Migratory Erythema (NME)

Eitzpatrick's Dermatology in e Chapter 153

o1
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Leser-Trelat Sign

* Clinical:
« Abrupt onset of numerous seborrheic
keratoses

* Entity is controversial
« SKs usually seen in elderly when malignancy |
is more prevalent
* Young individuals with Leser-Trelat
associated w/malignancy shows validity of
sign
+ Associated malignancy:
* Gastric or colon adenocarcinoma>
lymphoproliferative malignancy> other (RS
« Presents at advanced stage (avg survival
after dx ~10mo)

Paraneoplastic Pemphigus (PNP)

* Clinical:
« Painful, persistent erosions of mucosal surfaces (tongue,
eyes, vermillion of lis, nose, etc) Non-Hodgkin lymphoma 39
* May spread totrunk - -
+ polymorphous crusted plaques Chronic lymphocytic 18
+ /- fragle vescles/bullae leukemia
« *Hemorrhagic stomatits’that resembles SIS Castleman disease 18
+ Esophagus, stomach, duodenum, intestines and lung may Epithelial origin carcinoma 9
be involved-> bronchioliti obliterans P ®
(oral cavity)
« Autoantibodies to tumor antigen cross react
utoantibodies igen cross react to Thymoma 6
proteins in skin=> blister and rash
X i Sarcoma (retroperitoneal) 6
« Associated malignancy:
Waldenstrom’s 1

* 84% hematological cancer/disease

« 16% non-heme malignancies macroglobulinemia

) Hodgkin lymphoma, a
« Mortality 75-90% Bkin lymp!
monoclonal gammopathy,
+ Resistant to treatment elanoms
*+ Poor prognosis= respiratory failure most common cause of
death

} Mol
.l emedicine.
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Necrobiotic Xanthogranuloma

« Rare histiocytic disorder

« Clinical:
* Indurated
&ulceration
* How to differentiate from xanthelasma?
+ More indurated
+ May have an active erythematous border

* Ulceration
« Atrophy
« Scarring
« periorbital location
orbit- proptosis, I
movement, loss of vision
+ Can involve extracutaneous sites

+ Malignancy associated: 2
+ >80% with monoclonal paraproteinemia, usually IgG kappa type Arch Dermatol. 2009;145(3):279-284
*+ 10% Multiple myeloma
* Lymphomas & leukemia less common

Necrobiotic Xanthogranuloma

Arch Dermatol. 2009:145(3):279-284

Primary Systemic Amyloidosis

* Clinical:
« Waxy, translucent or purpuric papules
« Periorbital and pinch purpura
+ Amyloid infiltration of blood vessels results in fragility

* May appear after rubbing the eyes, coughing, or straining
during defecation

« Macroglossia
*+ “Shoulder Pad” Sign
+ Direct deposition of amyloid in the deltoid muscles
« Follicular ‘spicules’ on the face (myeloma pts)
* Pathophysiology:
« Deposition of protein AL (light chain)
* Association:
+ Almost always have an underlying plasma cell dyscrasia
* Multiple myelomain 13-16% of case by
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Follicular Spicules of Myeloma

1 m Acad Dermatol, 2003 Oct;49(4):736-40.

Paraneoplastic Syndromes w/Weaker
Correlation with Malignancy

* Dermatomyositis

* Pyoderma gangrenosum

* Sweet syndrome

* Trousseau Syndrome

« Extramammary Paget’s Disease
 Systemic itch

* Acquired ichthyosis

* Flushing (Carcinoid Syndrome and others)
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Dermatomyositis

Clinical:

rash, scalp rash, pruritus, “Shawl” and “V” sign, Gottron's papules &
sign, linear extensor erythema, “Holster” sign, dilated periungual erythema/capillary loops
and ragged cuticles

+ Myopathic, amyopathic, subclinical myopathy

Incidence of cancer in DM increased 5-7x
+ 18-25%of adult DM pts have malignancy
+ Noincreasedrisk in juvenile DM
+ Dx concurrent or predating malignancy
« If DM diagnosed first, many authors recommend:
+ Age-appropriate cancer screening
+ CXRand/or CT chest/abdomen/pelvis in especially high-risk patients (e.g., smokers)
+ Some recommend pelvic and/or transvaginal ultrasound in females
+ Continue the same annually for the next 2-3 years

Incidence of malignancy decreases in the 3 years after diagnosis
* Most commonly associated adenocarcinomas of:
+ Ovary, breast, cervix, lung, Gl tract

Dermatomyositis
Heliotrope rash

Dermatomyositis
Gottron’s papules

N Engl ) Med 2010 363:017
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Dermatomyositis
Gottron’s rash

Dermatol Online 1. 2009. 15 2)

Dermatomyositis
Periungual erythema, dilated capillary loops and
ragged cuticles

Dermatomyositis
Linear extensor erythema
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Dermatomyositis
”Shawl sign”

Actas Dermosifiiogr 2011;102:448.55-Vol

Dermatomyositis
“V” sign

Dermatomyositis
“Holster” sign
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Pyoderma Gangrenosum

+ Clinical:

+ Tender papules, papulopustules or vesicles > painful and rapidly
enlarging STERILE ulcersw undermined gunmetal colored borders,
healing w/ cribriform scar

« Variants: classic, pustular, bullous, vegetative

+ Pathergy (lesionsinduced or worsened by trauma/debridement to
skin)

« Anterior lower leg most common site
+ Diagnosis of exclusion (exclude infection, malignancy, other
inflammatory)
* 50% of cases of PG have an associated disease:
« 1BD (65%) ions (16%) >
malignancy (13%)

* PG and malignancy
+ Igh gammopathy in 10% of PG cases ol Kiridge, 00
* Other { iesil AMLand
+ Solid organ malignancies reported much less commonly

Pyoderma Gangrenosum

Ashiey Kittridge, DO

Ashley Kitridge, DO

Arch Dermatol 2005;141(7)881-884.

7
Sweet’s Syndrome
* AKA acute febrile neutrophilic dermatosis
* Clinical: Table I Diagnosis of patients with Sweet syndrome
+ Tender erythematous plaques, nodules and occasionally pustules N =83)
+ Asymmetrically distributed on face, neck, trunk i
* Heal WITHOUT scarring Dleerln No (%)
« Prodrome: fever, malaise, arthralgia Major criteria
* Neutrophilic leukocytosis 1. Abrupt enset of typical cutanesus 83 (100)
* Increased ESR lesions
*+ Anemiacan be clinical indicator of underlying malignancy in these pts 2 Histopathology consistent with Sweet 83 (100)
« Three types: syndrome
* Classic (1/3rd of classic cases have recurrence) Minos criteria
URI> othervira, bacterial, fungal etc 1. Preceded by 1 of the associated in- 76 (921
- BD fections or vaccinations, accompanied
by 1 of the associated malignancies' ar
+ Malignancy-associated (20%) inflammatory disorders, or assaciated
+ " Usually hematologic (AML, MDS, etc.) with drug exposure’ or pregnancy
* common 2. Presence of fever and/or constitutional 71 (86)
- GU malananeymees commen soid tumer assodation e of o o
* Drug-induced
* GM-CSF most common & Laukacymals N n@n
4. Excellent response to systemic 44 (53)
+ Treatment: steroids.
« Treat any underlying malignancy
* Systemic corticosteroids gold standard s bt 201706126
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Sweet’s Syndrome

Ashley Kittridge, DO

An.Bras. Dermatol. vol81 105

Trousseau Syndrome

* AKA migratory superficial thr lebiti
+ Superficial or deep nflammation of veins due to blood clot
formation/hypercoagulable state
* Clinical:
. "

+ Recurrent & migratory pattern
+ May appear at unusual sites
+ Chest
* Upper extremities
+ Underlying malignancy 50%
+ Adenocarcinomas most common
+ Pancreas (24%)
* Lung (20%)

« Treatment:

¢ Treatunderlying cancer CMAJ September 03, 2013 185 (12) 1063
* Heparin may help; warfarin has NO effect
+ Of note, Dr. Trousseau later himself developed this sign & predicted that he
must have an underlying visceral malignancy; he subsequently died of gastric
cancer several months later

Extramammary Paget’s Disease (EMPD)

* Clinical:
* Reddish-brown eczematous plagues occurring on apocrine
gland-bearing areas
* Vulva (60%)
* Perianal region (20%)
* Penis/scrotum (15%)
Axillae (5%)

+ Often mistaken for eczema, psoriasis, intertrigo or tinea

* Most commonly represents a primary intraepithelial
adenocarcinoma arising locally from the epidermis or
adnexal structures (75%)

+ May also be secondary to an underlying visceral
malignancy (25%)

* Most internal tumors are anatomically-related and extend
directly to involved skin (but not always)
* Lower 61 tract (colon & rectum)

* Lower GU tract (bladder & prostate) N Engl J Med 2017; 376:635
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Systemic/Paraneoplastic Itch

* Clinical:
« Chronic pruritus (>6 weeks) and normal-appearing skin

« Workup:
« First-line recommended workup:
* Thorough history and examination (B-symptoms, lymphadenopathy, jaundice)
* Basic laboratory tests (CBC, CMP, TSH)
* Chestx-ray
+ Second line workup:
+ CTimaging (not generally recommended)
* Has NOT been shown to decrease M&M other than those with high risk of lung CA

* Associated malignancy:

+ Increased incidence 10% Hodgkin's) and bil
but not other malignancies

« Overallincid these malig patients with chronic pruritus is very low

 Other diseases associated w/chronic pruritus:
* Renal disease, liver disease, thyroid disease, diabetes, depression, and anxiety
« Alcohol and tobacco use/abuse, higher BMI, and lower socioeconomic status

Acquired Ichthyosis

* Ichthyosis — dry, thick, & scaly skin
* Resembles fish scales
* Clinical:
« Similar in appearance to ichthyosis vulgaris,
which is an inherited ichthyosis
* In contrast to congenital ichthyosis, the
acquired form may also be present on
the palms, soles, & skin flexures
* When associated with
malignancy, Hodgkin lymphoma is most
common (70% of cases)

* In most cases, it appears AFTER the
diagnosis of malignancy
« Malignancy workup is still prudent

Acquired Ichthyosis

Reference:
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Flushing of Malignancy

* Consider malignancy in patients
presenting with non-physiologic
causes of flushing:

* Episodes associated with concurrent
systemic symptoms

* Flushing involving extensive portions of
the body

* Episodes that do not resolve within
minutes DermetNZ.org,

Fig 1. A pertinent review of systems can aid the practitione in determining which of the many
causes of flushing may be afflcting a paticat

1 Am Acad Dermatol, 2017 Sep;77(3)405-414.
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Carcinoid Syndrome

* Only occurs in 5-10% of patients with carcinoid tumors
+95%of carcinoid tumors found in appendix, rectum and smallintestine
+40-50%of pts with tumor of smallintestine or proximal colon present with Carcinoid

. UVER arcinoid Sy serotonin is broken
‘down by fiver—first pass effect)
+ Exception for gastricand bronchial carcinoid tumors- associated with flushing but
liver metastases NOT required with these tumors
from tumar dirtly

« Clinical:
. Early:
« Episodic flushing (would be difficult to diagnose at this stage)
* Last 10-30 minutes & only the face, neck, & upper trunk
- Progresses ofthe head &

. Late:
« Pellagra-like dermatitis, sclerodermoid changes & leonine faces.
+ Other symptoms
* Diarrhea
- Wheezing
* Diagnosis:
+ Elevated 24-hour urine 5-HIAA (degradation product of serotonin excreted in urine)

Carcinoid Syndrome

Forugus raehl, stumash, s part S-Hprcayryplophan, adeans TaT— s, manifastation
duodemm s, rowd hormans reeasi

Sarctunin, keine, neurspeplides, prostagfands Fink-rod fsh

Hane Gy local symyms

BN Vi AT N WA o S vty DRGrUS L 80 EPMr e 2 4, vl . PhABSEBHi, WE Saunders, 1955 1 200-2112

nan e Tywtan — P

e—

St

(R
]

|| i

anagement/endocrinology/flushing/

Familial Cancer Syndromes with Cutaneous
Manifestations

* Autosomal Dominant:
* Neurofibromatosis
* Multiple Endocrine Neoplasia
* Peutz Jeghers
* Gardner’s
* Cowden
* Muire Torre

* Autosomal Recessive
 Ataxia Telangiectasia
* Blooms
+ Dyskeratosis Congenita
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Autosomal Dominant Disorders Associated
with Malignancy

Dioraer Cancer amocinion | Cllwica Festares Skl g
Newulibromaioess Neusiibrosarsoma Lisch Nodides
= Securee
Deatess
Maliple Muzoeal Neuro- | RET Prots cocogene. | Miedlry Thymidear. | Newwomas of Lip, ongoe | Neuroes o i, tangee
=3 synére cinoma ! e | amd ol s
Ptz beghers e | ST (Serine Theocine | isintine Totetaal Foyps Fgmnot s
Kisise) o Vererlin biee o
lp, mucosa, fce,seal
Gantnes o APC Adesiois | Coln oo | Exdecmoid s
Polyposs o Ging akn Polyps
Desmoids
Abmoraal deiion
Cawloms sysdrome | PTEN (Phusghwewd | Beest Mucosa papules Kertos facial Pauls
Thyeid Fibrocysic disese of e | Acral Keatosis
Breas:
Tores syl Golen Colan s Sabacers s
Hormare) [rm—
ML (Micromclesr
| Ui M)

155N (Oniine): 2393-915X; (Print): 24547379

Autosomal Recessive Disorders Associated
with Malignancy

Disorder | Affected Gene [ Cancer
“Ataxia te S ATM [ Progresive cerebelisr | Lymphomas
(Louis Bar syndroe) | atacia
Telengiectasia

| Recurrent sisus and Pul-

| mosary infections

| Decreased or sbsent

serum 1A
Biooms syndrome RocQ3 Aviosomal recessive | Photosessitivity Lympbomas

| Telengiectasia of sum
| exposed siin

| Shor sature

Decreased serum Igs
Recurrent infections

| Onal cancers
Other malignancies

Dyskeratosis congenits | DKCI | X-Linked recessive
TERC Autosoral Dorsinant

| Nail dystropby
| Onl Procascerous Leuko-
| kerutosis

Table-3: Reverswely herited dissases with skin findigs and mahgnancy

1SSN (Oniine): 2393-9155; (Print): 2454.7379
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