Contents

List of Associate Editors, x

List of Contributors, xi

Preface to the Tenth Edition, xxi
Preface to the First Edition, xxii

About the Companion Website, xxiii

VOLUME 1

Part 1 Foundations of Dermatology

1 History of Dermatology, 1.1
Nick ]. Levell

2 Structure and Function of the Skin, 2.1
John A. McGrath and Jouni Uitto

3 Histopathology of the Skin: General Principles, 3.1
Eduardo Calonje and John Mee

4 Diagnosis of Skin Disease, 4.1
lan H. Coulson, Emma C. Benton and Stephanie Ogden

5 Epidemiology of Skin Disease, 5.1
Hywel C. Williams and Sinéad M. Langan

6 Health Economics and Skin Disease, 6.1
Matthias Augustin

7 Global Health Dermatology, 7.1
L. Claire Fuller

8 Genetics and the Skin, 8.1
John A. McGrath

9 Inflammation, Immunology and Allergy, 9.1
Muzlifah Haniffa

10 Photobiology, 10.1
Antony R. Young

11 Cutaneous Response to Injury and Wound Healing, 11.1

Edel A. O’ Toole

12 Topical Drug Delivery, 12.1
Richard H. Guy and Adrian F. Davis

13

14

Clinical Pharmacology, 13.1
Richard T. Woolf and Catherine H. Smith

Adverse Immunological Reactions to Drugs, 14.1
Michael R. Ardern-Jones

Part 2 Management

15

16

17

18

20

21

22

23

24

Psychological and Social Impact of Long-Term
Conditions and Principles of Holistic Management, 15.1
Sandy R. McBride and Alexandra Mizara

Principles of Measurement and Assessment in
Dermatology, 16.1
Andrew Y. Finlay and Faraz M. Ali

Principles of Evidence-based Dermatology, 17.1
Michael Bigby and Hywel C. Williams

Principles of Topical Therapy, 18.1
Deirdre A. Buckley

Principles of Systemic Therapy, 19.1
Andrew E. Pink, Richard T. Woolf and Catherine H. Smith

Pimciples of Skin Surgery, 20.1
S.“Walayat Hussain, Christopher |. Miller and
T uothu S. Wang

Princigie of Phototherapy, 21.1
Keir. MIKenna and Sally Ibbotson

Principles of Photodynamic Therapy, 22.1
Sally Ibbotson and Kevin McKenna

Principles of Cutaneous Laser Therapy, 23.1
Vishal Madan and [ill S. Waibel

Principles of Radiotherapy, 24.1
Charles G. Kelly, John Frew and Najibah Mahtab

Part 3 Infections and Infestations

25

26

Viral Infections, 25.1
Catherine A. Harwood and Jane C. Sterling

Bacterial Infections, 26.1
Catriona Wootton and Ivo Elliott



27 Mycobacterial Infections, 27.1
Stephen L. Walker and Richard O. Phillips

28 Leprosy, 28.1
Diana N. |. Lockwood and Stephen L. Walker

29 Syphilis and Congenital Syphilis, 29.1
George R. Kinghorn and Rasha Omer

30 Non-syphilitic Bacterial Sexually Transmitted Diseases, 30.1
George R. Kinghorn and Nadi K. Gupta

31 HIV and the Skin, 31.1
Christopher B. Bunker and Vincent Piguet

32 Fungal Infections, 32.1
Roderick ]. Hay

33 Parasitic Diseases, 33.1
Austinn C. Miller, Alfredo Siller Jr. and Stephen K. iyring

34 Arthropods, 34.1
Charlotte Bernigaud, Gentiane Monsel, Pascal Delaupiy and
Olivier Chosidow

Index

VOLUME 2

Part4 Inflammatory Dermatoses

35 Psoriasis and Related Disorders, 35.1
Brian Kirby and A. David Burden

36 Pityriasis Rubra Pilaris, 36.1
Curdin Conrad

37 Lichen Planus and Lichenoid Disorders, 37.1
Felix Lauffer and Kilian Eyerich

38 Graft-versus-host Disease, 38.1
Tanya N. Basu

39 Eczematous Disorders, 39.1
Avad A. Mughal and John R. Ingram

40 Seborrhoeic Dermatitis, 40.1
Sarah Wakelin and Anastasia Therianou

41 Atopic Eczema, 41.1
Michael R. Ardern-Jones, Carsten Flohr and Nick |. Reynolds

42 Urticaria, 42.1
Clive E. H. Grattan and Alison V. Sears

43 Recurrent Angio-oedema without Weals, 43.1
Clive E. H. Grattan and Marcus Maurer

44 Urticarial Vasculitis, 44.1
Karoline Krause and Clive E. H. Grattan

45 Autoinflammatory Diseases Presenting in the Skin, 45.1
Dan Lipsker, Clive E. H. Grattan and Christopher R. Lovell

46 Mastocytosis, 46.1
Clive E. H. Grattan and Deepti H. Radia

47 Reactive Inflammatory Erythemas, 47.1
Ruth Murphy

48 Adamantiades—Behget Disease, 48.1
Christos C. Zouboulis

49 Neutrophilic Dermatoses, 49.1
Philip ]. Hampton and Stephanie Ball

50 Immunobullous Diseases, 50.1
Enno Schmidt and Richard Groves

51 Lupus Erythematosus and Antiphospholipid
Syndrome, 51.1
Jan Dutz and Touraj Khosravi-Hafshejani

52 Dermatomyositis, 52.1
Patrick Gordon and Daniel Creamer

53 Undifferentiated and Mixed Connective Tissue Disease
and Dermatological Manifestations of Rheumatoid
Disease, 53.1
Philip M. Laws

54 Systemic Sclerosis, 54.1
Catherine H. Orteu and Christopher P. Denton

55 Morphoea and Allied Scarring and Sclerosing
Inflammatory Dermatoses, 55.1
Catherine H. Orteu

-

ra»'3 Metabolic and Nutritional Disorders
Affetting the Skin

56 utaneous Amyloidoses, 56.1
Stepha 1 Schreml

57 Cutineo s Mucinoses, 57.1
Franct Rongioletti

58 Cutanecus Porphyrias, 58.1
Robert'\P. £. Seikany

59 Calcificatiors or th< Skin and Subcutaneous Tissue, 59.1
Johnny Bourke and Aatthew Murphy

60 Xanthomas and Abnormalities of Lipid Metabolism and
Storage, 60.1
Paul D. Flynn

61 Nutritional Disorders Affecting the Skin, 61.1
Albert C. Yan and Netravali Michelle Oboite

62 Skin Disorders in Diabetes Mellitus, 62.1
Johnny Bourke and Matthew Murphy

Part 6 Genetic Disorders Involving the Skin

63 Inherited Disorders of Cornification, 63.1
Vinzenz Oji, Kira Siifmuth, Dieter Metze, Angela
Hernandez Martin and Heiko Traupe



64 Inherited Acantholytic Disorders, 64.1
Mozheh Zamiri

65 Ectodermal Dysplasias, 65.1
Peter Itin

66 Inherited Hair Disorders, 66.1
Eli Sprecher

67 Genetic Defects of Nails and Nail Growth, 67.1
Samantha Gordon and Amy S. Paller

68 Genetic Disorders of Pigmentation, 68.1
Fanny Morice-Picard and Alain Taieb

69 Genetic Blistering Diseases, 69.1
John A. McGrath

70 Genetic Disorders of Collagen, Elastin and Dermal
Matrix, 70.1
Nigel Burrows

71 Disorders Affecting Cutaneous Vasculatrre.-71.1
Anne Dompmartin, Nicole Revencu, Laurence’M.-Boon and
Miikka Vikkula

72 Genetic Disorders of Adipose Tissue, 72.1
George W. M. Millington

73 Congenital Naevi and Selected Naevoid
Conditions, 73.1
Veronica A. Kinsler and Neil |. Sebire

74 Chromosomal Disorders, 74.1
Neil Rajan, Alan D. Irvine and Jemima E. Mellerio

75 Poikiloderma Syndromes, 75.1
Alan D. Irvine and Jemima E. Mellerio

76 DNA Repair Disorders with Cutaneous Features, 76.1
Hiva Fassihi

77 Syndromes with Premature Ageing, 77.1
Alan D. Irvine and Jemima E. Mellerio

78 Inherited Skin Tumour Syndromes, 78.1
Neil Rajan, Jemima E. Mellerio and Alan D. Irvine

79 Inherited Metabolic Diseases, 79.1
Andrew A.M. Morris

80 Inherited Immunodeficiency, 80.1
Tim Niehues and Andrew R. Gennery

Part 7 Psychological, Sensory and Neurological
Disorders and the Skin

81 Pruritus, Prurigo and Lichen Simplex, 81.1
Sonja Stinder and Gil Yosipovitch

82 Mucocutaneous Pain Syndromes, 82.1
Jon Goulding and Anthony Bewley

83 Neurological Conditions Affecting the Skin, 83.1
Andrew G. Affleck

84

85

Psychodermatology, 84.1
Anthony Bewley and Ruth E. Taylor

Acquired Disorders of Epidermal Keratinisation, 85.1
Matthew |. Scorer and Graham A. Johnston

Index

VOLUME 3

Part 8 Skin Disorders Associated with Specific
Cutaneous Structures

86

87

88

89

90

91

92

92

24

95

96

97

98

Acquired Pigmentary Disorders, 86.1
Nanja van Geel and Reinhart Speeckaert

Acquired Disorders of Hair, 87.1
Matthew |. Harries, Susan Holmes, Amy McMichael and
Andrew G. Messenger

Acne, 88.1
Alison M. Layton, Christos C. Zouboulis and Heather Whitehouse

Rosacea, 89.1
Esther ]. van Zuuren, Jerry Tan, Mireille M. D. van der
Linden and Martin Schaller

Hidradenitis Suppurativa, 90.1
John R. Ingram, Hessel H. van der Zee and Gregor B. E. Jemec

Acquired Non-infective Disorders of the Pilosebaceous
Unit, 91.1
Kapil Bhargava, Evangelos Christou and Christos Tziotzios

Disorders of the Sweat Glands, 92.1
Ian H. Coulson and Niall . E. Wilson

Acquired Disorders of the Nails and Nail Unit, 93.1
Marcel C. Pasch, Bertrand Richert and Matilde Iorizzo

Acquired Disorders of Dermal Connective Tissue, 94.1
Cao mhe M. R. Fahy and Christopher R. Lovell

Granulomatous Disorders of the Skin, 95.1
Jonz=w.Trew and Saleem M. Taibjee
Sarccidgsis, 96.1

Joaquim Marcoval and Juan Mafid

Panniculitis, 97.1
Luis Requena and Lorenzo Cerroni

Non-inflammatory Disorders of Subcutaneous Fat, 98.1
Grace L. Lee, Amit Garg and Amy Y.-Y. Chen

Part 9 Vascular Disorders Involving the Skin

99

100

Purpura, 99.1
Nick |. Levell

Cutaneous Vasculitis, 100.1
Nick J. Levell and Chetan Mukhtyar



101

102

103

104

Dermatoses Resulting from Disorders of the Veins and
Arteries, 101.1
Portia C. Goldsmith and Christina George

Ulceration Resulting from Disorders of the Veins and
Arteries, 102.1
Jiirg Hafner and Eberhard Rabe

Disorders of the Lymphatic System, 103.1
Peter S. Mortimer and Kristiana Gordon

Flushing and Blushing, 104.1
Elizabeth Keeling and Siona Ni Raghallaigh

Part 10 Skin Disorders Associated with Specific
Sites, Sex and Age

105

106

107

108

109

110

11

112

113

114

115

116

Dermatoses of the Scalp, 105.1
Paul Farrant, Megan Mowbray and Anita Takwals

Dermatoses of the External Ear, 106.1
Cameron Kennedy and Ashish Sharma

Dermatoses of the Eye, Eyelids and Eyebrows, 107.1
Valerie P. ]. Saw and Stuart N. Cohen

Dermatoses of the Oral Cavity and Lips, 108.1
Barbara Carey and Jane Setterfield

Dermatoses of the Male Genitalia, 109.1
Christopher B. Bunker and Richard E. Watchorn

Dermatoses of the Female Genitalia, 110.1
Fiona Lewis

Dermatoses of Perineal and Perianal Skin, 111.1
Eleanor Mallon

Cutaneous Complications of Stomas and Fistulae, 112.1
Calum Lyon

Dermatoses of Pregnancy, 113.1
Amy Stanway

Dermatoses of the Neonate, 114.1
Timothy H. Clayton and Jennifer C. Harrison Sharif

Dermatoses of Infancy, 115.1
Lea Solman and Mary T. Glover

Haemangiomas and Other Non-malignant Tumours of
Infancy, 116.1
Lea Solman and Mary T. Glover

Index

VOLUME 4

Part 11 Skin Disorders Caused by External Agents

117

Benign Cutaneous Adverse Reactions to Drugs, 117.1
Michael R. Ardern-Jones

118

119

120

121

122

123

124

125

126

127

128

124

139

Part\12

Severe Cutaneous Adverse Reactions to Drugs, 118.1
Daniel Creamer, Sarah Walsh and Haur Yueh Lee

Cutaneous Side Effects of Chemotherapy and
Radiotherapy, 119.1
Louise Fearfield and Charlotte Edwards

Dermatoses Induced by Illicit Drugs, 120.1
Anthony Bewley and Iyas Assalman

Dermatological Manifestations of Metal Poisoning, 121.1
Rabindranath Nambi

Mechanical Injury to the Skin, 122.1
Saqib . Bashir and Ai-Lean Chew

Pressure Injury and Pressure Ulcers, 123.1
Emily Haesler and Jan Kottner

Cutaneous Reactions to Cold and Heat, 124.1
Saqib J. Bashir and Ai-Lean Chew

Burns and Heat Injury, 125.1
Marc G. Jeschke

Cutaneous Photosensitivity Diseases, 126.1
Sally Ibbotson

Allergic Contact Dermatitis, 127.1
David Orton and Natalie Stone

Irritant Contact Dermatitis, 128.1
Jonathan M. L. White

Qccupational Dermatology, 129.1
Toathan M. L. White

stings and Bites, 130.1
Alfedo Siller Jr., Austinn C. Miller and Stephen K. Tyring

Neoplastic, Proliferative and Infiltrative

Disordeysg#iffecting the Skin

131

132

133

134

135

136

137

Benign Mcianocytic Proliferations and Melanocytic
Naevi, 1314
Irene Stefartiki, Dimitris Sgouros and Alexander Stratigos

Benign Keratizocytic Acanthomas and
Proliferations,.'22.1
Edward Seaton and Vishal Madan

Cutaneous Cysts, 133.1
Vishal Madan and Edward Seaton

Lymphocytic Infiltrates, 134.1
Fiona Child and Sean ]. Whittaker

Cutaneous Histiocytoses, 135.1
Thai Hoa Tran, Elena Pope and Sheila Weitzman

Soft-tissue Tumours and Tumour-like Conditions, 136.1
Eduardo Calonje and Zlatko Marusi¢

Tumours of Skin Appendages, 137.1
Eduardo Calonje and Zlatko Marusic



138 Kaposi Sarcoma, 138.1 151 The Skin and Disorders of the Heart, 151.1
Kenneth Y. Tsai Sonja Molin and Thomas Ruzicka

139 Cutaneous Lymphomas, 139.1 152 The Skin and Disorders of the Respiratory System, 152.1
Sean |. Whittaker Sonja Molin and Thomas Ruzicka

140 Basal Cell Carcinoma, 140.1 153 The Skin and Disorders of the Digestive System, 153.1
Carl Vinciullo and Vishal Madan Sonja Molin and Thomas Ruzicka

141 Squamous Cell Carcinoma and its Precursors, 141.1 154 The Skin and Disorders of the Kidney and Urinary
Girish Gupta and Thomas Dirschka Tract, 154.1

142 Melanoma Clinicopathology, 142.1 Sonja Molin and Thomas Ruzicka

Jean Jacques Grob and Caroline Gaudy-Marqueste 155 The Skin and Disorders of the Musculoskeletal System, 155.1

143 Melanoma Surgery, 143.1 Christopher R. Lovell

Noah R. Smith, Kelly B. Cha, Timothy M. Johnson and

Alison B. Durham Part 14 Aesthetic Dermatology
144 Systemic Treatment of Melanoma, 1441 156 Skin Ageing, 156.1
Reinhard Dummer and Simone M. Coliingcr Elisabeth A. Pedersen, Gary ]. Fisher, John ]. Voorhees and

Dana L. Sach
145 Dermoscopy of Melanoma and Naevi, 1£5.1 A S Ses

Natalia Jaimes and Ashfaq A. Marghoob 157 Cosmeceuticals, 157.1
146 Merkel Cell Carcinoma, 146.1 Neera R. Nathan, Eubee Koo, Alexandra B. Kimball and

Molly Wi
Jiirgen C. Becker, Isaac Brownell and Thibauli, K¢ =airec Ony Yvanner
158 Soft-Ti A tation (Fillers), 158.1
147 Skin Cancer in the Immunocompromised Patien#;+147.1 oft-Tissue Augmentation (Fillers)
Berthold Rzany

Catherine A. Harwood, Rubeta N. Matin and Chaxloite.vl..Pioby
159 Aesthetic Uses of Botulinum Toxins, 159.1
Nicholas ]. Lowe and Philippa L. Lowe

160 Chemical Peels, 160.1
Chee-Leok Goh and Joyce Teng Ee Lim

Part 13 Systemic Disease and the Skin

148 Cutaneous Markers of Internal Malignancy, 148.1
Lennart Emtestam and Karin Sartorius
161 Lasers and Energy-based Devices, 161.1

149 The Skin and Disorders of the Haematopoietic and Nazanin Saedi and Christopher B. Zachary

Immune Systems, 149.1
Tanya N. Basu and Austin Kulasekararaj

150 The Skin and Endocrine Disorders, 150.1
Ralf Paus and Yuval Ramot

Tndex



FOUNDATIONS OF

>
o)
o
|
=
<
=
-4
w
[a]

F
[
<
a.

2.4 Chapter 2: Structure and Functio

Lymphoid
precursor

M h
S DC1 & DC2
Neutrophil-myeloid
progenitor
v
- .
Monocyte
M.r-_yte-DC
ILc & B cell
NK cell
cels lineage v N
X\
MEMP ‘

@ :

Mast cell

Megakaryocyte Erythroid

6 weeks

1st trimester

> x‘.“

12 weeiss

Periderm

Keratinocytes

B/Plasma
cell?

T cell
(CD4+, CD8*,
Treg)

DC1 & DC2

Macrophage

ILC1/2/3
& NK cells?

pDC?

Mast cell
24 weeks

' 2nd trimester

Figure 2.4 Overview of the immune cells present in first- and second-trimester human skin. ?, unknown; DC, desuritic cell; ILC, innate lymphoid cell; LC, Langerhans cell; MEMP,
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rudiments occurs at about 9 weeks in the regions of the eyebrow,
upper lip and chin (Figure 2.5). Mesenchymal cells, derived from the
dermomyotome, populate the skin and interact with the overlying
epidermis to induce the formation of hair placodes [6]. Key compo-
nents of the mesenchymal signals to produce hair follicles include
FGFs and BMP-inhibitory factors such as Noggin; excessive BMP
stimulation can reduce hair follicle density. The epidermal response
to form the hair placode is generated by Wnt signals such as Wnt10b
and sonic hedgehog (Shh), which also has a key role in the forma-
tion of the dermal papilla [7]. After it is formed, the dermal papilla
sends further signals to transform the placode into a hair follicle. At
the centre of the signalling cross-talk is the bipartite transcription
factor composed of lymphoid enhancer-binding factor 1 (LEF-1) and
stabilised p-catenin, which is essential for hair follicle formation.
Hair follicle development is also influenced by Smads, a group of
signalling mediators and antagonists of the transforming growth

factor p (TGF-8) Zupeiamily. Smad-4 affects hair follicle differen-
tiation by mediating B VIP signalling; Smad-7 affects hair follicle
development and, ditferentiation by blocking TGF-f/activin/BMP
pathways [8]. Skin development is governed by complex, balanced
waves of gene activation and silencing; cross-talk between small
non-coding micro-RNAs and messenger RNAs is very important
for the coordination of signal transduction and transcriptional
activation [9].

Signalling responses differ between follicular and interfollic-
ular epidermis: BMP signalling is active in the interfollicular
epidermis and is both an epidermis-promoting signal as well as a
follicle-inhibiting signal; epidermal growth factor receptor (EGFR)
signalling may have a similar role in governing follicle density. As
hair follicles mature to form inner and outer root sheaths, several
signalling pathways are involved, including Wnt, Notch and BMP
receptors. There are also marked changes in certain cell adhesion
proteins, notably E-cadherin and P-cadherin. The hair follicles
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are arranged in patterns, usually in groups of/three. It appears
that the first follicles develop over the surface at fixed.intervals of
between 274 and 350 pm. As the skin grows, these first hair germs
become separated, and new rudiments develop kiiween them
when a critical distance, dependent on the region of t'ic bauy, has
been reached. There is no large-scale destruction of folli‘les uring
postnatal development, only a decrease in actual densitasthe
body surface increases; nor do any new follicles develop ix-adult
skin. In interfollicular epidermis, the undersurface of the epidermi=
is smooth, but during the fourth month, at the same time as the 1ai»
follicle starts to develop, it becomes irregular.

Sebaceous glands first appear as hemispherical protuberances ¢»
the posterior surfaces of the hair pegs. The cells contain moderate
amounts of glycogen, but soon the cells in the centre lose this, and
become larger and accumulate droplets of lipid. The sebaceous
glands become differentiated at 13-15 weeks and are then large
and functional. The sebum forms part of the vernix caseosa. At the
end of fetal life, sebaceous glands are well developed and generally
large. After birth, the size is rapidly reduced, and they enlarge to
become functional again only after puberty. The molecular signals
that induce sebaceous gland differentiation involve the c-Myc
transcription factor as well as the adipogenic transcription factor
peroxisome proliferator-activated receptor y (PPAR-y) [10].

Eccrine glands start to develop on the palms and soles at about
3 months, but not over the rest of the body until the fifth month [11].
In embryos of 12 weeks, the rudiments of eccrine sweat glands are
first identifiable as regularly spaced undulations of the developing
epidermis. Cells that go on to form the eccrine sweat glands are
oblong, palisading and lie closely together, but otherwise they
do not differ from the rest of the developing basal epidermis. By
14-15 weeks, the tips of the eccrine sweat gland rudiments have
penetrated deeply into the dermis and have begun to form the coils.
In the overlying epidermis, columns of cells that are destined to
form the intraepidermal sweat ducts are recognisable. Each column
is composed of two distinct cylindrical layers, comprising two inner
cells that are elongated and curved so that they embrace the inner

cylinder. The intraepidermal duct appears to form by the coales-
cence of groups of intracytoplasmic cavities formed within two
adjacent inner cells. In the intradermal segment, the lumen forms
by dissolution of the desmosomal attachment plaques between the
cells that compose the inner core of the eccrine duct germ.

Nails begin to develop in the third month. Key signalling events
in nail development involve the R-spondin family of transcrip-
tion factors [12]. In fetuses at 16-18 weeks (crown to rump length
120-150 mm), keratinising cells from both dorsal and ventral
matrices can be distinguished. Melanocytes take their origin from
the neural crest. This can be identified in early human embryos,
but the elements arising from it soon lose themselves in the mes-
enchyme, and pigmented melanocytes cannot be identified, even
in darker skin fetuses, before 4-6 months of gestation. However,
dopa-positive melanocytes can be demonstrated earlier. Langer-
hans cells are derived from the monocyte-macrophage-histiocyte
lineage and enter the epidermis at about 12 weeks. Merkel cells
appear in the glabrous skin of the fingertips, lips, gingiva and nail
bed, and in several other regions, around 16 weeks.

Although some cells of the dermis may migrate from the der-
matome (ventrolateral part of the somite) and take part in the
formation of the skin, most of the dermis is formed by mesenchy-
mal cells that migrate from other mesodermal areas [13]. These
mesenchymal cells give rise to the whole range of blood and
connective tissue cells, including the fibroblasts and mast cells of
the dermis and the fat cells of the subcutis. In the second month,
the dermis and subcutis are not distinguishable from each other
but distinct collagen fibres are evident in the dermis by the end of
the third month. Later, the papillary and reticular layers become
distinct and, at the fifth month, the connective tissue sheaths are
formed around the hair follicles. Elastic fibres are first detectable at
22 weeks.

Epidermal and adnexal structures

11ie normal epidermis is a terminally differentiated, stratified,
squariugs epithelium. The major cell type, making up 95% of the
total, isine keratinocyte, which moves progressively from attachment
to the/cpidermal basement membrane towards the skin surface,
forming Gevaial well-defined layers during its transit [1]. Thus,
on simplc me phological grounds, the epidermis can be divided
into four aistinct layers: stratum basale or stratum germinativum,
stratum spinosum, stratum granulosum and stratum corneum. The
term Malpighian layer includes both the basal and spinous cells.
Other constitutive cells within the epidermis include melanocytes,
Langerhans cells and Merkel cells (Figure 2.6).

The stratum basale is a continuous layer that is generally only
one cell thick. The basal cells are small and cuboidal (10-14 pm in
diameter) and have large, dark-staining nuclei and dense cyto-
plasm that contains many ribosomes and dense tonofilament
bundles. Immediately above the basal cell layer, the epibasal
keratinocytes enlarge to form the spinous/prickle cell layer or
stratum spinosum (Figure 2.7).

The stratum spinosum is succeeded by the stratum granulosum
or granular layer, which contains intracellular granules of kerato-
hyalin. At high magnification, the dense mass of keratohyalin
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precursor involucrin, following the action of a specific epidermal
transglutaminase also synthesised in the high stratum spinosum
(Figure 2.10). Many of the proteins involved in terminal differen-
tiation are derived from a cluster of about 25 genes located within
a ¢.2 Mb region on the long arm of chromosome 1. Termed the
epidermal differentiation complex (EDC), these coding elements
are derived from at least three families of structurally, functionally
and evolutionarily related genes. Together, the EDC proteins have
roles in structural integrity, signal transduction and cell cycle pro-
gression and may be primarily or secondarily disrupted in several
inflammatory or neoplastic disorders.

The process of desquamation involves degradation of the lamel-
lated lipid in the intercellular spaces and loss of the residual
intercellular desmosomal interconnections [5]. In palmoplantar
skin there is an additional zone, also electron-lucent, the stratum
lucidum, between the granulosum and corneum. These cells are still
nucleated and may be referred to as ‘transitional” cells.

Keratinocytes

The filamentous cytoskeleton of all mammalian cells, including
epidermal keratinocytes, is composed of actin-containing micro-
filaments approximately 7 nm in diameter; tubulin-containing

microtubules 20-25 nm in diameter; and filaments of intermediate
Jgize, 7-10 nm in diameter, known as intermediate filaments. There
a7¢ six types of intermediate filaments: keratins in epithelial cells;
rintentin within mesenchymal cells; glial filament acidic protein
(CGFAPYin glial cells; neurofilaments in neurons; desmin in mus-
clercells:and peripherin in peripheral nerves. The nuclear matrix
protems;nuclear lamins A, B and C, are also intermediate filaments.
The polvriptide building blocks of all intermediate filaments have
a similar klickt one structure of a classic a-helical region with heptad
repeats, having four separate helical zones with interhelical linker
sequences, and non-helical carboxy- and amino-terminals. There
are 70 intermediate filament genes (including those encoding
keratins, desmins and lamins), which are now known to be
associated with numerous human diseases, including skin blis-
tering, muscular dystrophy, cardiomyopathy, premature ageing
syndromes, neurodegenerative disorders and cataract [1,2].

The human genome possesses 54 functional keratin genes located
in two compact gene clusters, as well as many non-functional
pseudogenes scattered around the genome [3]. Keratin genes are
very specific in their expression patterns. Each one of the many
highly specialised epithelial tissues has its own profile of keratin
gene expression. Hair and nails express modified keratins,
containing large amounts of cysteine which forms numerous
chemical cross-links to further strengthen the cytoskeleton. The
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genes encoding individual keratins fall into two families: “‘tyne™!
(acidic) and type II (basic). Mapping the tissue distribution oi ke
atins shows coexpression of partner acidic-basic pairs in a cell- ara
tissue-specific manner. Heterodimers are assembled into highe:
order protofibrils and protofilaments by an antiparallel stagger of
some complexity.

Simple epithelia are characterised by the keratin pair K8/K18,
and the stratified squamous epithelia by K5/K14 (Figure 2.11). In
addition, stratified squamous epithelia express up to four other
keratin pairs during epithelial differentiation. In skin, suprabasal
keratins K1/K10 are characteristic of epidermal differentiation. In
the stratum granulosum, release of filaggrin from the keratohyalin
granules forms macrofibres. Retinoid levels, growth factors and
hormones may regulate keratin gene expression. Mesenchymal
signals may also direct or permit intrinsic patterns of keratinocyte
differentiation. K15 is expressed in basal keratinocytes of the hair
follicle bulge region at the site of pluripotential stem cells. K9 and
K2 expression is site restricted in skin: K9 to the palmoplantar
epidermis and K2 to the superficial interfollicular epidermis. Apart
from their structural properties, keratins may also have direct roles
in cell signalling, the stress response and apoptosis [1,4]. In epi-
dermal hyperproliferation, as in wound healing and psoriasis, the
expression of suprabasal keratins K6/K16/K17 is rapidly induced.

Currently, at least 21 of the 54 known keratins (28 type I and 26
type II) have been linked to monogenic genetic disorders, and some
have been implicated in more complex traits such as idiopathic liver
disease or inflammatory bowel disease [5]. The first genetic disorder
of keratin to be described was epidermolysis bullosa simplex, which
involves mutations in the genes encoding K5 or K14. About half
of the 54 keratin genes are expressed in the hair follicle (trichocyte
‘hard’ keratins), although only a minority of these have been linked
to human genetic disorders (monilethrix, hair-nail ectodermal dys-
plasias, pseudofolliculitis barbae and woolly hair) [6].

Figure 2.10 Electron micrograph showing the
location of epidermal lipids by ruthenium oxide
staining. (a) Extrusion of lamellar body lipids or sheets
can be seen at the interface between the stratum
granulosum (SG) and stratum corneum (SC). Scale
bar 0.1 pm. (b) Sheets of lipid bilayers (arrowed) are
present in the intercellular spaces of the SC. Some
regions show a repetitive pattern of staining. D,
desmosome. Scale bar 0.1 um. Courtesy of Dr M.
Fartasch, Department of Dermatology, University of
Erlangen, Germany.

Figure 2.11 Structural organisation of the keratin filament network within a
keratinocyte. Courtesy of Professor W. H. I. McLean, University of Dundee, UK.

Eccrine and apocrine glands

Human sweat glands are generally divided into two types: apocrine
and eccrine [1]. The eccrine gland is the primary gland responsible
for thermoregulatory sweating in humans. Eccrine sweat glands
are distributed over nearly the entire body surface. Sweat glands
become identifiable in the palms and soles in the 16th fetal week, and
in the rest of the body from the 22nd week onwards. The number
of sweat glands in humans varies greatly, ranging from 1.6 million



Figure 2.17 Dendritic appearance of epidermal Langerhans cells. Exposura:to antigen
provokes an increased movement of Langerhans cells as well as divect celi -« il contact
between Langerhans cells. Courtesy of Dr R. Mohr, University of Toledo, uhinISA.

gland and in the epithelium of the crypts of the human tqiisil. The
discovery of similar granules in cells in the dermis in histicCytasis
X resulted in the renaming of this condition as Langerhars ce
histiocytosis.

Besides the antigen detection and processing role of epidermal
Langerhans cells, cutaneous immune surveillance is also carried out
in the dermis by an array of tissue-resident T cells, macrophages and
dendritic cells (Figure 2.20) [1]. These immune sentinel and effector
cells can provide rapid and efficient immunological backup to
restore tissue homeostasis should the epidermis be breached. Resi-
dent memory T cells act as alarm-sensor cells or cytotoxic cells, often
persisting in the skin for a long time, and can be reactivated upon
reinfection with the same antigen. The dermis contains a very large
number of resident T cells; remarkably, there are approximately
2 x 100 skin-resident T cells, which is twice the total number of T
cells in the circulating blood [2,3]. There are several distinct popula-
tions of dermal dendritic cells; some have potent antigen-presenting
capacities, others have low antigen-presenting capacity but the
potential to develop into CD1a+ and langerin-positive Langerhans
cells, while some are pro-inflammatory.

The cellular diversity of dermal immune sentinels is reflected in
some flexibility or plasticity in function. For example, immature
dendritic cells, including dermal dendritic cells, can be phagocytic,
which is a cellular function usually attributed to macrophages [4].
Alternatively, macrophages, which normally are phagocytic cells,
can also be potent antigen-presenting cells for CD8+ T cells. This

means that tissue-resident mononuclear sentinels of the dermis are
likely to exist in a pluripotent state. Depending on microenviron-
mental factors and cues, they may acquire an antigen-presenting
mode, a migratory mode or a tissue-resident phagocytic mode.

Mast cells were first described by Ehrlich in 1877, who distin-
guished them from other connective tissue cells by their ability
to stain metachromatically with basic aniline dyes. Mast cells are
larger than eosinophils and basophils. They occur in most tissues,
but are particularly numerous in the skin, bronchus, nasal mucosa
and gut. In the skin, mast cells are distributed close to blood vessels,
nerves and appendages, and are most numerous in the subpapillary
dermis, in the region of the superficial dermal vascular plexus.
There are about 7000 mast cells/mm3 in normal skin.

Dermal mast cells are ovoid or spindle shaped, mononuclear
or occasionally binuclear, and only rarely show signs of mitosis
in normal skin. Their major distinguishing feature is the pres-
ence of numerous, round, cytoplasmic granules (Figures 2.21
and 2.22). Mast cells are heterogeneous and fall into two main
types — connective tissue and mucosal — which can be differentiated
by their morphology, tissue distribution, histochemical charac-
teristics and responses to degranulating agents. Solubility of the
granules in formaldehyde and the content of neutral proteinase,
namely tryptase and chymase (chymotryptic proteinase), will vary
according to the type of cell. For example, human foreskin mast cells
contain both proteinases, whereas mast cells in intestinal mucosa
and the lung contain mainly tryptase [1].

Human mast cells arise from CD34+ pluripotent stem cells in the
bone marrow. They then circulate in the blood as precursors and
aome to tissues where they mature under the influence of stem cell
tactor (SCF) and local cytokines and other factors. Mast cell growth
and-differentiation are also influenced by several other cytokines,
nclu ding interleukin 3 (IL-3), -4, -6, -9, -10 and nerve growth fac-
tur. Mast cells are long lived and may proliferate in association with
immraiozlobulin E (IgE)-dependent activation and in the presence
or LA

Kit (ZD117), expressed on haematopoietic stem cells and progeni-
tor cells; 15 th< tyrosine kinase transmembrane receptor for SCF that
is involvédt in fne differentiation of both myeloid and lymphoid lin-
eages. White Kit is downregulated on other bone marrow-derived
cells during their differentiation, Kit remains highly expressed
on mast cells and is critical for many mast cell functions such as
survival, differentiation, chemotaxis and enhancement of signalling
events during mast cell activation. The importance of Kit is shown
by the finding of activating mutations in the KIT gene in patients
with urticaria pigmentosa [3].

Upon activation of mast cells via cross-linking of the high-affinity
IgE receptor (FceRI) or non-IgE-mediated activation through
complement receptors or Toll-like receptor (TLR) activation, mast
cells can release histamine, serotonin and proteases as well as
newly synthesised leukotrienes, prostaglandins, cytokines and
chemokines. In addition to IgE-mediated activation, human mast
cells exposed to interferon y (IFN-y) can be activated following
IgG-mediated aggregation of FcyRI to release similar mediators.
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Figure 2.18 When exposed to foreign antigen, the

Langerhans cell
migration

activity of resting Langerhans cells increases, and the
cells mature. Antigen is then processed and
transported to the lymph nodes. T cells are then

activated, and an immune response is triggered.

Figure 2.19 Langerhans cell (L) with its characteristically indented nucleus, situated
between keratinocytes. The inset shows Langerhans cell granules with racquet-shaped

profiles. Courtesy of Professor A. S. Breathnach.
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Figure 2.20 Immune surveillance in normal skin is carried out by an array of skin-based

dendritic cells, macrophages and resident T cells. iINOS, inducible nitric oxide synthase;
TNF, tumour necrosis factor.

Additional IgE-independent mast cell triggers have been described,

including SCF, complement (C3a and Cba), neuropeptides (sub-

stance P), adenosine, TLR and scavenger receptors.

Mast cell products may both induce an immediate reaction and
contribute to a late phase reaction. The immediate phase reaction
occurs within minutes of FceRI cross-linking and its consequences
are referred to as an immediate hypersensitivity reaction. Late
phase reactions peak 6-12 h following antigen challenge and are
associated with cytokines and chemokines from eosinophils,
neutrophils and basophils that have been secondarily recruited.

Mast cell activation results in increased vascular permeability and

smooth muscle contraction, as well as fibroblast deposition of colla-

gen, induction of B cells to class switch to synthesise IgE, basophil
histamine release, recruitment of neutrophils and eosinophils, and
promotion of T cells to a Th2 phenotype.

Mast cells play an important role in both adaptive and innate
immunity and contribute to the skin pathology seen in contact
dermatitis, atopic eczema (AE), immunobullous disease, sclero-
derma and chronic graft-versus-host disease; they also have a



Figure 2.21 Part of a human skin mast cell showing chiracteristic granules, some with
scroll-like profiles (S). Arrows indicate perigranular membrzne: L, lipid droplet; M,
mitochondria; P, peripheral processes. Courtesy of Prafessor R#A. J. Eady, St John'’s
Institute of Dermatology, King’s College London, UK.

role in immune regulation [4]. In AE, there 1s d:i'ircrease in mast
cell numbers in lesional skin. Mast cells resideiit the papillary
dermis and undergo migration through the basal {amiwa into the
epidermis. Although overall levels of histamine are noincreased
in AE, tryptase and activation of proteinase-activated.<ecentor-2
(PAR-2) may contribute to the pruritus seen in AE, as ‘yptase is
reported to be increased up to fourfold in AE patients,ar’d 2AR-2
expression is markedly enhanced on primary afferent nerv:: fiics
in skin biopsies from patients with AE. Chymase may play'a iole<n
eliciting and maintaining chronic inflammation in AE by increasi=’g
spongiosis and compromising the skin barrier. Mast cell-nerye
interactions may also play a role in promoting inflammatior: in
AE. There is an increased number of contacts between mast ceils
and nerves in both lesional and non-lesional skin, which may leaa
to inflammation mediated by neuropeptides such as substance P,
calcitonin gene-related peptide, vasoactive intestinal peptide and
nerve growth factor.

Figure 2.22 High-magnification views of dermal
mast cell granules. (a) Typical scroll-like configuration
of lamellae, some of which show a cross-banding of
regular periodicity. (b) The substructure of this granule
is a highly organised lattice (arrow). Courtesy of
Professor R. A. J. Eady, St John’s Institute of
Dermatology, King's College London, UK.

Melanocytes

Melanocytes

Melanocytes are pigment-producing cells located in the skin, inner
ear, choroid and iris of the eye. In skin, melanocytes are dendritic
in shape, are mainly located at the dermal-epidermal junction, and
connect to the basement membrane by a dense plate structure that
shares similarities with hemidesmosomes. Melanocytes in adult
skin and hair develop from embryonically derived melanocyte pre-
cursors called melanoblasts [1]. During development, melanoblasts
emerge from a subset of neural crest cells and migrate to the inter-
follicular skin and to developing hair follicles (Figure 2.23). In the
hair follicle, melanocytes are divided into two distinct populations:
differentiated melanocytes, located in the hair bulb where they
provide melanin to the growing hair matrix, and melanocyte stem
cells, located at the hair bulge. Melanocyte stem cells are typically
quiescent but undergo cyclical proliferation, differentiation and
migration. Melanocytes maintain their polarity similarly to neu-
ronal cells, driving cellular asymmetry to control, for example,
protrusion and spine formation, organelle transport and metastasis.
Polarity regulators may be relevant to melanocyte architecture,
function and quiescence and dysregulation therein may be impli-
cated in both hypopigmentation and malignant melanoma. The
life cycles of the follicular melanocytes and melanocyte stem cells
are closely related to the cyclical nature of the hair follicle, and
during anagen new melanocytes are generated from the pool of
slow-proliferating melanocyte stem cells [2].

Melanin is synthesised and accumulates within the melanosome,
an organelle within the melanocyte. In the skin and hair, two forms
of melanin pigment are produced: brown/black eumelanin and
yellow/red phaeomelanin (Figure 2.24). Eumelanin has photo-
protective qualities via its ability to absorb and scatter ultraviolet
(UV) radiation and scavenge reactive oxygen species. In contrast,
phaeomelanin is photosensitising and produces reactive oxygen
species when exposed to UVA. After melanin is synthesised,
pigaent-containing melanosomes are transported to keratinocytes,
nteraalised and trafficked to perinuclear locations where they can
absorb UV light and protect keratinocyte nuclei from UV-associated
radi<uori damage [3]. One of the critical transcription factors
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