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INTRODUCTION

heumatoid arthritis (R.A) is an intense

inflammatory process involving all organ

systems. Although articular involvement

is the most prominent manifestation of the
disease, inflamation of other tissues including skin
is common'. Lesions in the eyes, heart and lungs can
be serious and may lead to significant disability or
even death.

R.A is adisease with worldwide distribution, affecting
all ethnic groups. Women are effected more often than
men. All age groups can be affected, but there is an
increasing incidence with advancing age’.

R.A has been relatively ignored by dermatologists.
It is the intention of this review to show the
contribution and role which can be played by
dermatologist in the diagnosis and management of
the disease.

R.A can be separated into juvenile and adult forms.

These two disease are usually quite distinct. The
manifestations and prognosis of these disorders are
different. The skin lesions in both forms are
characteristic and may be valuable in diagnosis.

JUVENILE TYPE

Cutaneous Manifestations

1 Rash of Still’s disease

2 Subcutaneous nodules
3 Vasculitis.
Rash of Still’s Disease

The rash of still’s disease is quite characteristic. It
occurs in 25% of all patients with juvenile R.A*. The
incidence decreases with age. The rash consists of
small, non-itching, salmon-pink, erythmatous macules
or papules, 3mm or less in diameter, on the trunk,
limbs and face. The margin is irregular and there may
be central and surrounding pallor. The lesions are
smaller than the erythema marginatum of rheumatic
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fever and do spread. The rash tends to occur at midday
and in the evening, associated with increased
temperature of the environment and with fever. It
is usually accompanied by splenomegaly,
lymphadenopathy and a raised erythrocyte
sedimentation rate. The rash and fever accompany
or follow arthritis, but occasionally may precede other
manifestations by up to nine years. The duration of
the rash is variable, and it may occur intermittently
over many years”. It has no relation with prognosis®.
The rash, fever and arthritis may continue for years’.
There may be residual ankylosis in the carpus, tarsus
and neck as well as distal interphalangeal joint
involvement and occasion destructive lesions.

ADULT TYPE

Dermatologic conditions reported in patients with
rheumatoid arthritis

1 Necrobiotic conditions
Rheumatoid nodules
Linear necrobiotic subcutaneous bands
Superficial ulcerating Rheumatoid necrobiosis
2 Rheumatoid vasculitis
Severe: Systemic arthritis
Moderate: Syndrome of allergic vasculitis
Mild: Cutaneous vasculitis
Miscellaneous: Erythema elevatum diutinum.
Segmental hyalinizing vasculitis
3 Leg ulcers
Pyoderma gangrenosum
Felty syndrome
Vasculitic ulcers
Venous static ulcers
Pressure ulcers
4 Autoimmune bullous dermatoses
Bullous pemphigoid
Cicatricial pemphigoid
Pemphigus vulgaris
Dermatitis herpetiformis
Subcorneal pustular dermatitis
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Epidermolysis bullosa acquisita
5 Miscellaneous conditions
Rheumatoid neutrophilic dermatitis
Transparent skin
Hyperpigmentation
Yellow nail syndrome
Palmer erythema
Still’s like transient macular erythema
Erythromelalgia
Localized hyperhidrosis
Mondor’s disease
Pustular panniculitis
Erythema multiforme
Urticaria
Erythema nodosum
Alopecia areata
Overlap syndromes
Nail changes
Eheumatoid arthritis and cancer risk
Cutaneous changes due to drugs used for
rheumatoid arthritis.

1. NECROBIOTIC CONDITIONS

(1). Rheumatoid Nopdules (R.N).

O 0 3 N

The subcutaneous nodules in one of the most
characteristic findings in a patients with R.A. R.N
are present in 20 to 30%>° of patients with R.A and
often help in the clinical diagnosis. Characteristically
present as firm, skin coloured, non-tender, dome-
shaped masses in the subcutaneous tissue. The most
frequent sites for involvement are the extensor
surfaces of forearms and elbows. Any subcutaneous
site especially those exposed to trauma such as dorsa
ofhands, knees, knuckles, feet, buttocks, scalp, back,
sacrum and heels can be affected. In addition,
histologically typical R.N have been reported from
abdominal wall, heart, larynx, lungs, pleura, splenic
capsule, peritoneum, sclera (scleromalacia), bridge
ofthe nose, pinna of ear, ischial tuberosity, Achilles
tendon, nervous system and muscles®. They vary in
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size from 2mm to greater than Scm in diameter.
Lesions develop insidiously and usually persist. They
may regress or increase in size. They ulcerate with
repetitive trauma. If the lesions are exposed to
persistent pressure and shear forces, the overlying skin
may break down, resulting in introduction of
pathogenic organisms and deep infections’. A fistulous
tract may form from an infected nodule and results
in chronic draining sinus. Nodules adjacent to bone
or tendon may cause erosions resulting in pain and
subsequent tendon reptures’. Due to R.N in sclera,
these become atrophic and may perforate
(scleromalacia perforans) leading to complete
blindness.

The presence of R.N clinically correlates with more
severe erosive disease, high titres of rheumatoid factor
and rheumatoid vasculitis®*'°. A few patients with
nodules have a negative conventional test for
rhematoid factor, but these patients usually show an
1gM rheumatoid factor with binding sites saturated
with 1gG or serological evidence for rheumatoid
facor''. Sometimes these nodules may precede R.A
by some years'?.

A variant of theumatoid disease termed “rheumatoid
nodulosis” has been described in which nodules
occurred with palindromic rheumatism and little
evidence of synovitis". Nodules are multiple and small
and occur mainly on hands and feet. Rheumatoid
nodulosis may after many years, turn into rheumatoid
disease with joint involvement.

Benign rheumatoid like nodules occur in healthy
children under 18 years without clinical or serological
evidence of theumatoid or other disease'®. These occur
particularly on pretibial areas, feet and scalp and
histologically indistingusihable from nodule occurring
with R.A. They may develop rapidly and resolve
spontaneously.

Histologically, R.N are characterized by dense deposits
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of fibrin like material within the subcutaneous tissue
and /or dermis, surrounded by palisading histiocytes'”.
Both 1gM and 1gG have been shown by
immunofluorescence studies to be present in blood
vessels at the outer zone of R.N>'®, The presence of
rheumatoid factor and complement in R.N has also
been subsequently documented by
immunofluorescence microscopy'”'®. Plasma cells
in the outer zone appear to produce both 1gM and 1gG
rheumatoid factor'.

R.N are not specific for R.A, in one survey upto 5%
—70% of patients with systemic lupus erythematosus
had subcutaneous nodules™. Patients with scleroderma
have also been reported to develop small subcutaneous
nodules*. R.N have also been rarely reported in
seronegative ankylosing spondylitis®.

(ii). Linear Necrotic Subcutaneous Bands

Elongated subcutaneous bands 3-5 mm wide and 10cm
or more in length, have been described in patients with
R.A withnodules. These bands are firm, non-tender
and adherent to the skin. They extend from the axilla
to the iliac crest. Histologically, the bands show
changes similar to the nodules®.

(iii). Superficial Ulcerating Rheumatoid
Necrosis (SURN)

These are chronic, superficial, ulcerating, discrete
lesions on lower legs bilaterally present in patients
with “classic” R.A with typical R.N. These nodules
histologically reveal necrobiotic granulomas®.

2. RHEUMATOID VASCULITIS

The presence of vascular lesions in R.A has been
increasingly recognized. There is spectrum of
dermatological lesions seen in rheumatoid vasculitis
(R.V).
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(i). Severe Rheumatoid Vasculitis

Severe vasculitis is a serious complication of R.A in
which systemic vasculitis of small medium sized
arteries produces wide spread systemic damage***>,
Cutaneous vasculitic lesions (excluding R.N) are
present in over 85% of patients***.

The most common vasculitic lesions in rheumatoid
patients are digital infarcts’. These are found on the
nail folds, finger pulp and at the edges of nails*’: These
are small, pale papulesat pressure points, darken to
a reddish color and slowly develop central brown
staining. A few lesions may result in small scars with
superficial flaking. The infracts of the pulp of the
fingers may show small, painful purpuric nodules (By
waters lesions). Palpable purpura, involving the distal
extremities or non-specific macular erythematous
eruption, involving primarily the trunk is present in
some patients™.

In other patients, a more severe vasculitis is seen.
Infarction with peripheral gangrene can occur in the
digits and may extend to involve segmental portion
of the hands, feet or legs™.

The onset of systemic vasculitis is sudden and may
have prominent generalized symptoms. This arteritis
appears to be highly correlated with the presence of
rheumatoid factor and R.N®. Neurological involvement
is not infrequent; occurring in almost half of affected
patients, and includes both motor and sensory
neuropathies®**, The mechanism of neuropathies is
believed to be narcotizing vasculitis of vasavasorum®.
Cerebrovascular accidents have also been reported™.
Cardiac involvement can include pericarditis,
arrhythmias and conduction disturbances®. Eye
involvement, which affects less than 25% of patients
in most series, includes scleritis and scleromalacia
perforans®***, Renal involvement is a rare complication
of R.A. Proteinuria is found in over 25% to 40% of
patients and may be due to amyloidosis or medications
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rather than R.V in many patients®™. Arteritis of
gastrointestinal tract gives rise to abdominal pain,
which may be due to multiple ischemic ulcers,
gangrene of the bowel, intra-peritoneal hemorrhages
or splenic infarction®. Systemic features also include
weight loss, splenomegaly, hepatomegaly, pulmonary

disease, hypertension and anemia®**,

(ii).  Syndrome of Allergic Vasculitis

Allergic vasculitis (A.V) or moderate R.V has been
well described in the absence of the severe grade of
R.Vin patients with R.A*. A.V is a leukocytoclastic
vasculitis involving post-capillary venules. The initial
presentation is most often with cutaneous lesions,
characteristically palpable purpura, on dependent sites
such as lower legs. The lesion may become bullous,
infracted or ulcerating and may be painful. Systemic
signs and symptoms may include; malaise, mylagia,
moderate fever, mild proteinuria and haematuria,
arthralgias, gastrointestinal pain and /or bleeding,
pleurisy or pulmonary infarcts, pericarditis, retinal
haemorrhages and central or peripheral nervous system
involvement’'*?. Henoch-Schonlein purpura is
believed to be subtype of A.V.

(iii). Cutaneous Vasculitis

Many patients with active R.A have shown a high
incidence of cutaneous vasculitic lesions without
systemic evidence of moderate or severe R.V*.
Clinically these cutaneous lesions consist of often
transitory nail fold thromboses, nail fold
telangiectasias and small, brown infracted areas often
slough to leave small scars. Petichial lesions on the
fingers have also been noted. Livedo reticularis is well
described in patients with R.A*.

(iv). Miscellaneous Vasculitis

a) Erthema elevatum diutinum: It is characterized
clinically by erythematous to yellowish
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infiltrated plaque as well as papules
and nodules, found primarily over
extensor surfaces of the extremities.
Histologically these lesions reveal a
leukocytoclastic vasculitis, fibrosis,
infiltration of histiocytes and
eosinophils®.

b) Segmental hyalinizing vasculitis: Clinically
it is a chronic, localized, scarring condition
of lower extremities. It begins with focal
purpura progressing to stellate, configured
infractive lesions. A localized fine, reticulated
vasuclar livedo pattern surrounds the lesions™.

3). LEG ULCERS

In R.A ulcers may develop from trauma, pressure,
dependence or vasculitis. Often the skin is atrophic
and can tear and shear easily with minor trauma’.
These ulcers usually heal rapidly.

(i). Pyoderma Gangernosum

This distinctive entity, characterized by acute
necrotizing, rapidly expanding ulceration of skin with
a typical undermined border. It can involve any
cutaneous site but favours the abdomen and lower
extremities. Lesions begin as erythematous papules
thatrapidly expand, becomes fluctuant and ulcerate.
It is the continued rapid expansion of the lesions
despite antibiotic therapy that helps in the diagnosis
of pyoderma gangernosum. Lesions are often painful,
heal with typical atrophic scar’®*"*,

(ii).  Felty’s Syndrome

The association of R.A, granulocytopenia and
splenomegaly is designated “Felty’s Syndrome”. Leg
ulcers which are extremely refractory to therapy and
therefore chronic, are a frequent feature of this
syndrome. Ulcers are often at site of previous truma,

few polymorphonuclear cells can be seen in samples
taken from these lesions. Splenectomy is often
necessary in the treatment of recurrent of intractable
infection and/or chronic leg ulcers®.

(iii).  Vasculitic Ulcers

Vasculitis is an important cause of leg ulceration in
R.A. In arecent series, vasculitis was considered to
be a cause of leg ulcer in 18% of R.A patients*’. The
skin may show purpuric and necrotic arteritic lesions
which can be painful. The haemorrhagic areas appear
without preceding trauma and vary in size from small
petechiae of bruising and necrosis to several
centimeters in diameter. Sometime, these areas
develop blackish scars, which may breakdown and
ulcerate. The ulcers are well defined with a
surrounding bluish-red halo. Healing occurs with
scarring and may be slow.

(iv). Venous & Static Ulcer

Venous leg ulcer occur particularly in women and is
due to venus drainage disturbance. Their onset is
related to dependency, immobility and difficulty in
walking*'. The legs become brawny with shiny skin.

(v).  Pressure Ulcers
Debilitated patients with R.A are also subjected to
risk of pressure sores because of immobility in bed

or from the pressure appliances*.

AUTOIMMUNE BULLOUS DISEASES

IN PATIENTS WITH RHEUMATOID|
ARTHRITIS

(i). Bullous Pemphigoid

Bullous pemphigoid (B.P) is an autoimmune bullous
diseases and occurs particularly in the elderly. In this
cutaneous disease, circulating complement fixing
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immunoglobulins are directed against a constituent
ofthe lamina lucida of the dermoepidermal junction
zone. The first report of this association appeared in
1963*. While the association of B.P and R.A could
occur by chance alone, it is interesting to speculate
onmechanisms whereby a disease with documentable
suppressor T cell dysfunction, such as R.A could be
followed by a disease with anti-self directed antibodies
as B.P.

(ii).  Cicatrical Pemphigoid

Cicatricial pemphigoid (C.P) is a far less common
variant of B.P, characterized by cutaneous and mucous
membrane erosion which heal with scarring. In a
report of four patients with coexistent C.P and R.A
the authors speculated on a possible role for
rheumatoid factor in initiating the autoimmune bullous
disease™.

(iii). Pemphigus
Foliaceus

Vulgaris & Pemphigus

Pemphigus vulgaris (P.V) and pemphigus foliaceus
(P.F) are bullous diseases of autoimmune pathogensis
with a high mortality in the pre-corticosteroid era.
These diseases have been frequently reported in
association with myasthenia gravis, thymona or
patients treated with D-pencillamine for R.A or
Wilson’s disease**®. The mechanism of induction
of pemphigus by D-pencillamine, despite several
theories, remains unknown***’. Diaz et al postulated
a break down in immune regulation to explain their
findings in a patient with “multiple immune auto-
reactivity”™**

(iv). Dermatitis Herpetiformis

Dermatitis herpetiformis (D.H) an intensely puritic
vesiculobullous disease has as association with
secretory immunoglobulin I g A and bowel disease™®.
D.H has been reported in association with thyroid

disease, systemic lupus erythematosus and ulcerative
collitis, which may be related to HLA — B8
predisposition to autoimmune diseases in general™.
D.H has been rarely reported in patients with R.A®".

(v).  Subcorneal Pustular Dermatosis

It is a distinctive condition first reported in England
by Sneddon and Wilkinson in 1956, Clinically these
patients have fragile pustules, arranged in gyrate
patterns, often around flexural surfaces and respond
to sulfon class of medications (e.g; dapson). This
disease in association with R.A has been reported™~*,

(vi). Epidermolysis Bullosa Acquisita

It is an acquired bullous dermatosis with clinical
features resembling the dystrophic forms of the
mechanobullous disease, epidermolysis bullosa. The
disease has been associated with an ever-enlarging
group of disorders associated with autoimmune
phenomena, including amyloidosis, thyroiditis,
systemic lupus erythematosus, inflammatory bowel
disease and R.A™°,

MISCELLANEOUS CONDITIONS

ASSOCTIATED WITH RHEUMATOID
ARTHITIS

(i). Rheumatoid Neutrophilic Dermatitis
(R.N.D)

It is a rare cutaneous finding in patients with severe
R.A or with high titre rheumatoid factor. Clinically
firm erythematous papules or “urticarial-like” plaques
distributed symmetrically on dorsa of hands, extensor
aspects of the joints, back of neck and trunk, hips and
proximal thighs. These are sometimes tender’”**. The
lesions may be puritic leading to excoriations and
crusts. Ulceration and vesiculation may occur. Vertical
symmetrical infiltrated linear cords on the median
axillary line have been reported®’. Histology reveals
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a dense dermal infiltrate with reutrophilic
granulocytes, while leukocytoclasia may be seen,
vasculitis is not observed. The pathogenesis of R.N.D
is unclear, and few treatments are known’.

(ii). Transparent Skin

Patients with R.A are well known to develop a
generalized thinning of the skin which is most
conspicuous over bony prominences particularly the
metacarpal phalangeal joints®. It is most common in
elderly and corticosteroid treated patients with
rheumatoid disease even in steroid have not been used.
Disuse or vasomotor instability have suggested as
etiologic possibilities™. The clinical association of
skin atrophy and osteoporosis has been recognized.
Skin thickness and cortical bone thickness are directly
related. These findings imply the presence of altered
connective tissue metabolism and calcium balance
in areas directly adjacent to chronic rheumatoid
inflammation®.

(iii).  Yellow Skin

This has been shown to be due to inspissated sweat
and is therefore removable by careful washing of the
skin®',

(iv). Hyperpigmentation

Generalized hyperpigmentation is poorly characterized
in R.A patients, but is reported to occur occasionally®.
It is more frequently a feature of juvenile R.A.

(v).  Yellow Nail Syndrome (Y.N.S)

It is an unusual condition seen in patients with R.A
and is characterized by a yellowish to greenish
discoloration of the nails®. The structure of the nail
is abnormal with a pronounced side to side curvature
and a central hump. Ridging or onycholysis is
sometimes evident and nail growth is extremely slow.

RHEUMATOID ARTHRITIS

Y.N.S in patients with R.A almost always is associated
with peripheral edema and recurrent pleural effusions.
Frequently bronchiectasis is also present®. There is
no obvious possible mechanism to explain these
associations. There is evidence of abnormalities of
lymph drainage, perhaps related to ongoing vasculitis.
The abnormalities of the nails may resolve with a
sustained clinical remission or may persist indefinitely.

(vi). Palmer Erythema or Dawson’s Palms

A vivid red discoloration of the palms — liver palms
is a non — specific finding often present in R.A%. It
is also present in chronic hepatic disease and is of
unknown significance, but may be related to
vasomotor instability. Raynaud’s phenomenon is
uncommon®,

(vii). Erythromelalgia (erythermelalgia) or
Labile Hyperthermia

Itis arare syndrome typified by pain in the extremities
accompanied by objective evidence of increased blood
flow (e.g; increased pulses, temperature, color) in
response to heat exposure. Cases are labeled idiopathic
or secondary erythromelalgia. Secondary cases have
been reported with a number of systemic disorders,
including systemis lupus erythematosus and R.A66.
The patho-mechanism of erythromelalgia and its
association with R.A are obscure.

(ix). Localized Hyperhidrosis of Palms and Soles
It has been rarely reported in association with R. A
(x). Mondor’s Disease

Mondor’s disease, superficial thrombophlebitis of
the chest wall, is an obscure condition rarely reported

in patients with R.A%,

(xi). Pustular Panniculitis
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Extensive pustular panniculitis, particularly on the
legs, may occur as a result of breakdown of red painful
nodular lesions®. Histologic examination shows fat
necrosis and neutrophilic dust in the subcutaneous
tissue with surrounding fibrosis. This type of
panniculitis may respond to dapsone and tetracycline.
(xii). Non-Inflammatory Purpura

It occurs frequently in patients with R.A. Capillary
fragility may be increased due to systemic
corticosteroid therapy or due to the thinning of the
skin that occurs in R.A. Qualitative platelet defects
can occur with nonsteroidal anti-inflammatory agents
and could exacerbate the phenomenon™.

(xiii). Miscellaneous

Patients with R.A may have any of the various reactive
vascular dermatoses such as erythema multiforme,
erythema nodosum, or urticaria either as a reaction
to antirheumatic therapy or possibly simply in
association with the R.A. The association of R.A with
diseases of possible autoimmune pathogensis, such
as vitiligo and alopecia areata need future
investigations™.

6). OVERLAP SYNDROMES

Overlap syndromes between R.A and systemic lupus
erythmatosus, dermatomyositis and/or scleroderma
could present with cutaneous manifestations of any
of the associated connective tissue — vascular diseases.
Sjorgen’s syndrome is another well-known association
with R.A and keratoconjunctivitis sicca could result
in periorbital cutaneous changes™. The patients with
overlap synrome have the speckled type of anti-nuclear
antibody together with a high titre of antibody to ENA
(extractable nuclear antigen antibody) which is
sensitive to digestion with ribonuclease (RNase)
unlike the ENA antibody found in 50% of patients
with SLE".

The presence of anti-RNP (ribonuclear protein) is
usually associated with a good prognosis. In one
series, the authors noted that 25% developed into SLE
and a few patients with HLA — DR4 developed R.A™.

(7). NAIL CHANGES IN RHEUMATOID
ARTHRITIS

In addition to the nail changes seen in yellow nail
syndrome®, longitudinal ridging with beading is more
common finding in patients with R.A than in controls
in Hamilton as well as in Michal series”™™.
Occasionally, infracts of the nail fold may result in
grooving of the nail. Such lesions occurred in 34%
of the males and 18% of females in 157 consecutive
cases of R.A™.

(8). RHEUMATOID ARTHRITIS & RISKO
CANCER

In one series, a follow —up study of cancer incidence
in R.A was conducted within a cohort of 20,699
patients recorded in the Danish Hospital Discharge
Registrar during 1977-87. There were consistent
excesses of non—melanoma skin cancer. While risks
for colorectal cancer and female breast cancer were
reduced’.

(9). CUTANEOUS CHANGES DUE TO

DRUGS USED FOR RHEUMATOID
ARTHRITIS

Details discussions cutaneous complications of anti-
rheumatic therapy is not possible in this review.
However there are some worth mentioning side effects
of some anti-rheumatic drugs.

(i). Corticosterids

Many patients with R.A who have been treated with
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steroids show typical purple discoloration of
corticosteroid therapy. This mainly found on the
posterior aspects of the forearms, although it may
occur on the legs and elsewhere and is due to shearing
of blood vessels in the dermis as the result of
degeneration of the dermal collagen”.

(ii). Methotrexate

Rheumatoid nodulosis is characterized by multiple
small subcutaneous granulomatous nodules typically
located on the elbow in nearly 20% of patients with
R.A. Accelerated rheumatoid nodulosis especially
involving the hands and feet has recently been reported
in patients receiving methotrexate therapy for R.A™.
Similarly large hemorrhagic and necrotic cutaneous
lesions developed after two low dose (5 mg)
methotrexate injections in a patient suffering from
long standing R.A”.

(iii). Gold

In one study, 77 patients with R.A were investigated
for contact allergy to gold in connection with treatment
with gold preparation®. Contact allergy to gold was
demonstrated in 10.4% of patients. In order to avoid
early hypersensitivity reactions, skin tests should be
carried out before gold therapy is instituted.
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