
Preface 

A much-treasured legacy of Dr. Thomas B. Fitzpatrick, who served as editor-in-chief for the first 
four editions of the book, Fitzpatrick’s Dermatology in General Medicine (DIGM) has always 
aimed to be a comprehensive source of information for those interested in the clinical and basic 
science of dermatology. Indeed, from the very first edition of Fitzpatrick’s DIGM, printed in 1971, 
this authoritative textbook has been grounded in science. We have continued this tradition in the 
ninth edition of the book whilst rearranging the discussion to make it more reader friendly and to 
minimize repetition. With coverage of subject matters expanding beyond General Medicine, we 
have appropriately modified the book title to Fitzpatrick’s Dermatology. Important general basic 
science concepts are extensively covered in dedicated chapters appearing in an early section of 
the book, allowing subsequent clinical chapters to focus on relevant disease-specific 
pathophysiology in addition to clinical features, diagnosis, clinical course, and management. 

Dermatology is a particularly visual specialty. In the preparation of this edition of the book, we 
have placed special emphasis on display items (in the form of clinical images, tables, and 
algorithmic summaries), as we strongly believe that these components are vital for the complete 
understanding of all readers, but particularly for those in training. What better way to optimize 
the visual content provided in our chapters than to seek input from trainees themselves? We 
had trainees review every chapter and provide feedback on additional display items they would 
find useful. 

To further enhance the utility of this gold-standard textbook we have also improved the indexing. 
A good index is imperative to allow readers, including busy practicing clinicians, to easily and 
quickly find the particular information about a concept, condition, or therapy that they are 
interested in at any given time. We hope that you agree the improved indexing allows you to 
achieve this aim. 

No modern textbook is complete without an online presence. The ninth edition is also available 
in the online format, and we plan to regularly post online updates to the book as new studies 
and/or guidelines are published. You will also have access to other useful features in the online 
version of Fitzpatrick’s Dermatology on AccessMedicine.com. 

Finally, as a completely new group of editors that is diverse in expertise and international in 
location of practice, we have endeavored to build on the achievements of previous editorial 
groups led by Drs. Thomas B. Fitzpatrick, Irwin M. Freedberg, Klaus Wolff, and Lowell A. 
Goldsmith, whilst providing fresh insight into the content, new thinking regarding the optimal 
structure of the book, and ultimately helping the book to evolve into the most relevant resource 
for the modern practicing or trainee dermatologist or skin biologist. 
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Chapter 70: Anetoderma and Other Atrophic Disorders of the Skin 

ANETODERMA 
AT-A-GLANCE 

 Circumscribed 1- to 2-cm areas of flaccid skin that may be elevated, macular, or 

depressed. 

 Often circumscribed sac-like protrusions. 

 Primary or secondary to a preceding dermatosis in the same location. 

 Association with antiphospholipid syndrome. 

 Pathology consists of loss of elastic tissue in the dermis. 

EPIDEMIOLOGY 

The lesions in anetoderma usually occur in young adults between the ages of 15 and 30 
years and more often in women than men. Anetoderma is rare, and the incidence is 
unknown. Several hundred cases have been reported.1-4 

PATHOGENESIS 

The pathogenesis of anetoderma is unknown. The key defect is damage to the dermal 
elastic fibers. Anetoderma may be considered to be unusual scars, because scars also 
have decreased elastic tissue. The loss of dermal elastin could be the result of an 
impaired turnover of elastin caused by either increased destruction or decreased 
synthesis of elastic fibers.4,5Recently, a decrease in fibulin protein expression was 
described, suggesting that not only elastolytic overactivity, but also defective elastic 
fiber reassembly, may be involved.6 Immunologic mechanisms may also play a role, as 
it can be associated with various systemic conditions, primarily antiphospholipid 
antibodies. 

CLINICAL FEATURES 

All types of anetoderma are characterized by a circumscribed loss of normal skin 
elasticity. The characteristic lesions are flaccid circumscribed areas of slack skin with 
the impression of loss of dermal substance forming depressions, wrinkling, or sac-like 
protrusions (Fig. 70-1). These atrophic, skin-colored, or blue-white lesions are 5 to 30 
mm in diameter. The number varies from a few to hundreds. The skin surface can be 
wrinkled, thinned, and often depigmented, and a central depression may be seen. 
Coalescence of smaller lesions can give rise to larger herniations. The examining finger 
sinks without resistance into a distinct pit with sharp borders as if into a hernia ring 
(buttonhole sign). The protrusion reappears as soon as the pressure from the finger is 
removed.4 
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FIGURE 70-1 

Anetoderma. Primary anetoderma. A, Multiple, sharply defined, depressed lesions that 
look punched out in the supraclavicular region. B, Soft, sac-like protrusions on the back. 
When depressed, there is the buttonhole phenomenon. This is the same patient as in A. 

 

 



 

The most common sites for these asymptomatic lesions are the chest, back, neck, and 
upper extremities. They usually develop in young adults, and new lesions often continue 
to form for many years as the older lesions fail to resolve. 

Primary anetoderma occurs when there is no underlying associated skin disease (ie, it 
arises on clinically normal skin). It is historically subdivided into 2 types: (a) those with 
preceding inflammatory lesions, mainly erythema (the Jadassohn-Pellizzari type), and 
(b) those ... 

 

Chapter 108: Benign Epithelial Tumors, Hamartomas, and 
Hyperplasias 

INTRODUCTION 

This chapter discusses clinical and pathologic features of benign epithelial tumors, 
hamartomas, and hyperplasias of the skin. A review of relevant systemic and syndromic 
associations is provided when applicable. 



SEBORRHEIC KERATOSIS 
AT-A-GLANCE 

 Seborrheic keratosis is the most common benign epidermal tumor. 

 They usually begin as well-circumscribed tan brown patches or thin plaques with 

pseudo-horn cysts (keratotic invaginations). 

 Rapidly growing, symptomatic, or atypical lesions should be biopsied to rule out 

malignancy. 

 Clinical and histologic variants include common seborrheic keratosis (SK), 

reticulated SK, stucco keratosis, melanoacanthoma, dermatosis papulosa nigra, 

clonal SK, and irritated SK. 

 Hallmark histopathologic findings: acanthosis, papillomatosis, pseudo-horn cysts, 

and hyperkeratosis 

 Multiple eruptive seborrheic keratoses may be indicative of internal malignancy 

(Leser-Trélat sign). Gastrointestinal malignancy is most common followed by 

lymphoproliferative disease. 

EPIDEMIOLOGY AND CLINICAL FEATURES 

Seborrheic keratoses (SKs) are the most common acquired benign epithelial tumor of 
the skin. They can occur anywhere on the cutaneous surface, with the exception of the 
palms and soles. They are common in middle-aged and older adults and have a range 
of clinical appearances. Differences in clinical morphology often correspond with 
different microscopic variations. 

SKs begin as circumscribed tan brown patches or thin plaques. Over time, they may 
become more papular or verrucous with a greasy scale and a stuck-on appearance 
(Figs. 108-1 and 108-2). Hallmark histologic findings include hyperkeratosis, acanthosis, 
papillomatosis, and pseudohorn cysts. 
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FIGURE 108-1 

Seborrheic keratosis showing a rough surface and stuck-on appearance. 

 



 

 

 

FIGURE 108-2 

Multiple small seborrheic keratoses. 

 

Multiple SKs may be patterned along the lines of skin cleavage or Blaschko 
lines.1,2 Eruptive lesions may be a sign of internal malignancy (Leser-Trélat sign).3 The 
most common associated malignancy is gastrointestinal, followed by lymphoproliferative 
disease. Eruptive SKs have been reported in other clinical settings, including 
erythroderma and HIV infection.4,5 Chemotherapeutic agents, such as cytarabine, may 
cause inflammation of preexisting SKs, which then become more clinically apparent 
(“pseudo-sign of Leser-Trélat”).6 

On occasion, cutaneous malignancies arise from or adjacent to SKs, highlighting the 
importance of close examination and tissue biopsy of atypical, symptomatic, or 
changing lesions.7,8 
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ETIOLOGY AND PATHOGENESIS 

Although the precise cause of SKs is unknown, most are sporadic. Interestingly, a 
family history of SKs is attainable in some instances, suggesting a genetic 
predisposition. Sun exposure may also contribute to their pathogenesis.9 The 
monoclonal nature of these neoplasms was established in 2001.10 By tracking 
polymorphisms in a human androgen receptor, researchers found that more than half of 
the 38 SKs sampled, regardless of subtype, were clonal in nature. Multiple oncogenic 
mutations have been reported in these keratinocyte-derived tumors ... 

 

Chapter 119: Cutaneous Lymphoma 

INTRODUCTION 

Primary cutaneous lymphomas are a heterogeneous group of extranodal non-Hodgkin 
lymphomas arising from malignant clonal transformation of skin homing or/and skin 
resident T cells or B lymphocytes and hematodermic precursor neoplasias 
(plasmacytoid dendritic cell neoplasias). Cutaneous lymphomas (Fig. 119-1) are defined 
as a heterogeneous group with distinct variability in clinical presentation, histopathology, 
immunophenotyping, and prognosis. 

FIGURE 119-1 

Cutaneous lymphomas. ENMZL, extranodal marginal zone lymphoma; PCFCL, primary 
cutaneous follicle center lymphoma; PCLBCL, primary cutaneous diffuse large B-cell 
lymphoma; PCMZL, primary cutaneous marginal zone lymphoma. 

 

Primary cutaneous lymphomas are defined entities with a completely different clinical 
behavior and prognosis as nodal non-Hodgkin lymphomas and require different 
treatment approaches. 
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For this reason the European Organization for Research and Treatment of Cancer 
(EORTC) and World Health Organization (WHO) published a consensus classification 
for cutaneous lymphomas in 2005.1 This first common classification (WHO-EORTC) 
categorizes the entities according to lineage and then according to a combination of 
morphology, immunophenotype, genetic features, and clinical syndromes, and 
constitutes the basis for the classification of cutaneous lymphomas in the WHO 
classification 2008 and the revised classification of lymphoid neoplasias in 2016.2,3 This 
chapter discusses the most frequent cutaneous T-cell lymphomas (CTCLs)—mycosis 
fungoides (MF), Sézary syndrome, primary cutaneous anaplastic large-cell lymphoma, 
and lymphomatoid papulosis—and the most frequent cutaneous B-cell lymphomas 
(CBCLs)—primary cutaneous follicle center lymphoma (PCFCL), primary cutaneous 
marginal zone lymphoma (PCMZL), and primary cutaneous diffuse large B-cell 
lymphoma (PCLBCL), leg type. These 7 types of cutaneous lymphoma represent nearly 
90% of all cutaneous lymphomas. Rare entities occurring primary in the skin are also 
described. 

EPIDEMIOLOGY 

CTCLs represent the second most common group of extranodal lymphomas after the 
primary GI lymphomas. The incidence of CTCLs has been increasing and is currently, in 
the United States, estimated to be 6.4 cases/million people between 1993 and 2002 or 
7.7 cases/million people between 2001 and 2005. The incidence of CTCL increases 
significantly with age, with a median age at diagnosis in the mid-50s and a fourfold 
increase in incidence appreciated in patients older than age 70 years.4-6 

PRIMARY CUTANEOUS T-CELL LYMPHOMAS 

CTCLs are non-Hodgkin lymphomas characterized by clonal expansion of activated T-
cells expressing the E-selectin ligand cutaneous lymphocyte antigen and chemokine 
receptors (eg, CCR4, CCR8, CCR10) that are required for their subsequent trafficking 
to the skin.7-9 Clonal expansion is followed by differentiation into multiple subsets of 
effector and memory cells. Human skin is protected by 4 functionally-distinct 
populations of T cells, 2 resident and 2 recirculating, with differing territories of migration 
and distinct functional activities. Central memory cells (TCM) retain the ability to access 
the peripheral blood and lymph nodes. Effector memory cells (TEM), in contrast, migrate 
into extranodal sites, including the skin, where a subset will remain ... 
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Chapter 188: Antifungals 

AT-A-GLANCE 
AT-A-GLANCE 

 Topical agents should be used for superficial fungal infections of limited extent. 

 Topical agents have the advantage of low cost, nonprescription availability, ease 

of use, and high patient compliance. 

 Topical antifungals include imidazoles, allylamines, benzylamines, polyenes, and 

ciclopirox. 

 A number of new carrier vehicles have been investigated to improve the 

bioavaliabilty of topical antifungals. 

 Systemic agents should be used to treat onychomycosis and tinea capitis, or 

when superficial fungal infection affects a large surface area. 

 Attention should be paid to drug–drug interactions when prescribing systemic 

antifungals. 

 Combination therapy with topical and systemic drugs presents several 

advantages. 

INTRODUCTION/BACKGROUND 

Superficial mycoses, caused mainly by dermatophytes and yeast, are among the most 
frequent infections worldwide, affecting approximately 20% to 25% of the world’s 
population.1 Topical antifungals are the preferred option for the treatment of most of 
these infections, achieving high patient compliance. Moreover, many topical drugs have 
additional antibacterial action, which is beneficial in cases of superimposed bacterial 
infections. Further, many also possess antiinflammatory properties, which are 
advantageous in minimizing the effects of the host local inflammatory reactions to 
mycotic infection.2Systemic antifungals are the mainstay treatment of tinea capitis and 
onychomycosis; also, dermatologists tend to reserve them for extensive, recurrent, or 
recalcitrant dermatomycosis.3,4 Despite the diversity in the structure of the fungal cell 
membrane and the unique existence of the mycotic cell wall compared to mammalian 
cells, the similarities in the metabolic profile between both kingdoms allow for limited 
numbers of organism-specific targets. Overall, the main target of both systemic and 
topical antifungals is ergosterol (Fig. 188-1), the fundamental mycotic cell membrane 
sterol. As of this writing, the 3 main antifungal categories targeting ergosterol are (1) 
allylamines and benzylamines, (2) azoles (imidazole and triazoles), and (3) polyenes. 
Whereas allylamines, benzylamines, and azoles block the biosynthesis of ergosterol, 
polyenes bind the molecule with high affinity, creating cell membrane pores. Other 
systemic antifungal agents (griseofulvin and flucytosine) act on intracellular structures 
via mechanisms similar to cancer chemotherapeutic agents.5,6 Although both are 
clinically effective, azoles exhibit superior activity against yeasts compared to 
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allylamines, but less activity against dermatophytes.7 Although the most common 
adverse effects associated with topical therapy are mild, transient, and localized 
hypersensitivity skin reactions, systemic antifungals demonstrate various degrees of 
organ toxicity and possible serious drug interactions.3 This chapter aims to discuss the 
main topical and systemic antifungal agents currently in clinical use (Tables 188-1, 188-
2, 188-3, 188-4). 

FIGURE 188-1 

Mechanism of action of antifungal agents. 
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