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INTRODUCTION 

Vasculitides is a group of disorders characterized by 

inflammation of vessel walls. The unique feature of 

this group is multi-organ involvement. Because of 

the rich vasculature, the skin is prone to be frequently 

affected in vasculitis. Cutaneous involvement in 

vasculitides may be primary or reflector of a fatal 

systemic disease or evidence of association with some 

other systemic disorder. Sometimes there may be 

subtle cutaneous lesions and predominant systemic 

involvement. These cases may present initially to 

other specialties, depending on the major organ of 

manifestation. Misdiagnosis is frequent in these 

situations; cases of acute abdomen, undergoing 

emergency exploratory laparotomy, later diagnosed 

as cutaneous small vessel vasculitis (CSVV), is not 

uncommon. Sometimes it may be necessary to 

assess a patient’s extent of organ involvement in 

several steps through clinical and laboratory 

examinations. Hence a systematic approach is 

required for diagnosis and management of these 

multi-system disorders. 

In the following section, a diagnostic and 

therapeutic approach to vasculitis with cutaneous 

involvement relevant to the dermatologists has been 

discussed. 

CLINICAL APPROACH 

When to suspect vasculitis? 

The cutaneous and systemic features of vasculitides 

are not pathognomonic of these conditions in most 

of the cases. However, certain cutaneous features like 

palpable purpura, punched-out ulcers, livedo 

reticularis, subcutaneous nodules with or without 

certain systemic features like abdominal angina, 

glomerulonephritis, recurrent sinusitis, pneumonitis, 

peripheral neuropathy may point to a vasculitic 

etiology. There are certain conditions mimicking 

cutaneous or systemic vasculitis [Table 1],[1] which 

have to be excluded. 

Type of vasculitis 

Vasculitides represent a spectrum of disorders with 

overlapping cutaneous and systemic features. In some 

entities, cutaneous involvement predominates; in 

others, systemic. Some cases of CSVV, Henoch-

Schönlein purpura (HSP), normocomplementemic 

urticarial vasculitis (NUV) and cutaneous PAN (c-PAN) 

have sole cutaneous involvement. Disorders like 

temporal arteritis (TA) and Takayasu’s disease (TD) 

develop cutaneous lesions only rarely. However, the 

majority of the vasculitic disorders, including 

hypocomplementemic urticarial vasculitis (HUV), 

microscopic polyangiitis (MPA), hypersensitivity 
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Table 1: Conditions mimicking cutaneous and and in 10-30% cases cold enhancement of the purpuric 
systemic vasculitis[1] 

lesions is observed.[4] Follicular localization of the 
Mimics of cutaneous vasculitis purpuric lesions has been seen in HIV positive 
Vascular disorders 

Pityriasis lichenoides chronica 
patients.[5] Symmetric, well-circumscribed, perifollicular 

Perniosis papules distributed on the anterior aspect of lower 
Vascular occlusive disease 

Disseminated intravascular coagulation 
limbs and scrotum is common in these patients.[5,6] 

Thrombocythemia 
Thrombotic thrombocytopenic purpura 
Homocystinuria 

Wheals in association with urticarial vasculitis (UV) 

Embolic states are serpentine, symptomatic (burning sensation), 
Sneddon’s syndrome 
Cholesterol embolism 

tender and often show an ecchymotic component. 

Purpura Lesions have a predilection for the trunk and proximal 
Platelet deficiency 
Drug-induced 

extremities, are persistent (>24 hours) and leave 

Dermatoses residual hyperpigmentation. Recurrent UV may be the 
Schamberg’s disease 

Miscellaneous 
presenting feature in SLE (20%) and Sjogren’s 

Insect-bite reaction 
Cutaneous lymphoma 

syndrome (32%).[7] 

Mimics of systemic vasculitis Subcutaneous nodules often indicate involvement of 

Drug-induced larger vessels with systemic involvement.[3] Character 
Cocaine, amphetamines, ergot-derivatives 

Infection and distribution of the nodule may provide clues to the 

Subacute bacterial endocarditis underlying disorder.[2] Recurrent episodes of tender, red 
Embolism 

Cholesterol embolism nodules, mainly over calves, without any systemic 

Cardiac myxoma features is suggestive of nodular vasculitis. Erythema 
Malignancy 
Antiphospholipid antibody syndrome nodosum-like lesions may be seen in Takayasu’s arteritis. 

vasculitis, Wegener’s granulomatosis (WG), Churg- A ‘starburst’ pattern of livedo reticularis (LR), which 

Strauss syndrome (CSS) and classic polyarteritis may ulcerate, is the predominant cutaneous feature 

nodosa (PAN) show combined features. Collagen in c-PAN.[1] Livedo reticularis is rare in CV and CSS and 

vascular disorders, some infections and malignancies unusual in WG.[1] A combination of LR and nodules is 

may present with vasculitic skin lesions as initial indicative of larger vessel and systemic involvement[3] 

manifestation. Hence, ruling out an underlying and LR preceding and following the subcutaneous 

disorder is mandatory in all cases. nodules is observed in SLE and classic PAN 

respectively.[2] Cutaneous small vessel vasculitis may 

CUTANEOUS INVOLVEMENT occasionally present with livedoid pattern of the 

vasculature. 

Cutaneous features are not specific of any particular 

type of vasculitis. Ulceration is of common occurrence, especially with 

involvement of medium to large-sized vessels. 

Palpable purpura is the hallmark cutaneous sign of Necrotic papules or nodules may form ulceration in 

this group of disorders [Figure 1a]; not observed only WG; however, pyoderma gangrenosum (PG) like ulcers, 

in cases of TA and TD.[2] In contrast to the random which lack the characteristic rolled-out border of 

distribution and mucosal involvement in idiopathic PG, are pathognomonic of this condition.[1] 

thrombocytopenic purpura, these lesions are common Ulcers in the peri-anal location are also common in 

in dependent body parts, over trauma-prone sites and WG. Ischemic ulcers are seen with arterial involvement 

under tight clothing, sparing the flexures. Sometimes in their distribution like scalp ulceration in temporal 

the purpuric lesions may show a necrotic / vesicular arteritis.[1] Punched out ulcers are seen in vasculitis 

component or a retiform pattern. In cryoglobulinemic with underlying HIV infection or collagen vascular 

vasculitis (CV), skin lesions are predominantly acral[3] disorders like SLE and Sjogren’s syndrome [Figure 1b]. 
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Figure 1: (a) Palpable purpura with central hemorrhagic 
vesicles, (b) Vasculitic ulcer in Sjogren’s syndrome, 
(c) Digital tip infarct in HIV-infected patient, (d) 
Desquamating rash in Kawasaki disease 

Raynaud’s phenomenon and peripheral cyanosis are 

common in CV (20-50%).[4] Pale, cold extremities are 

seen in giant cell arteritis in association with 

asymmetric peripheral pulses. Digital gangrene is 

common in conditions with involvement of the larger 

vessels like classic PAN. HIV associated vasculitis may 

manifest as digital tip infarction [Figure 1c]. 

A nondescript maculopapular rash which subsides 

with periungual and perineal desquamation is 

characteristic of Kawasaki disease [Figure 1d]. HIV-

infected patients with vasculitis may present with a 

Kawasaki-like syndrome. [8] An asymptomatic, 

permanent erythema of the fingers (red finger 

syndrome), may be the presenting feature of HIV-

associated necrotizing vasculitis (2.4%), seen more 

commonly among intravenous drug abusers.[9] 

MUCOSAL INVOLVEMENT 

Persistent oral and nasal mucosal ulcers are common 

in WG. Hyperplastic gingivitis with petechiae 

(strawberry gingival hyperplasia), is a pathognomonic 

feature of WG.[2] 

Nasal polyps, persistent for years are seen in CSS. 

Recurrent pansinusitis of long duration may be the 

presenting feature of WG before other organ 

involvements are evident. Septal perforation and 

saddle-nose deformity, though rare, is strongly 

suggestive of WG. 

Cheilitis (dry, fissured lips) and strawberry tongue in 

association with a desquamating rash is suggestive 

of Kawasaki disease. A swollen, cyanotic, cold, tender 

tongue, which later becomes atrophic, may result due 

to ischemia in TA. 

SYSTEMIC INVOLVEMENT 

When encountered with a patient having cutaneous 

features of vasculitis, the initial attempt should be to 

assess the extent of systemic involvement. Though 

systemic manifestations are common in primary 

systemic vasculitides, some primary cutaneous 

disorders may also have associated organ involvement. 

Organ involvement may be present even in the 

absence of overt clinical features. The extent and 

severity of systemic involvement determines the 

prognosis of the disease. Moreover, the diagnostic 

and therapeutic approach to the patient is dependent 

on this. 

Gastrointestinal symptoms like abdominal angina, 

hematemesis, melena, bloody diarrhea and intestinal 

obstruction are more common with small vessel 

vasculitis like CSVV, HSP and urticarial vasculitis. 

Presentation with an acute abdomen is quite common 

(50-85%) in HSP and about one-third of these cases 

present with gastrointestinal hemorrhage. [10] 

Lanzkowsky et al[11] have reported that 14% patients 

in their series had gastrointestinal symptoms 

preceding cutaneous lesions and diagnosis may 

become difficult in this situation. The interval between 

abdominal symptoms and appearance of skin lesions 

in such cases may be as long as 2 to 24 weeks.[12,13] 

Renal involvement is variable; glomerulonephritis is 

common in different types of cutaneous vasculitis. 

Membrano-proliferative glomerulonephritis (MPGN) 

is typical of CV.[1] Marked renal involvement is a feature 

of classic PAN; reno-vascular hypertension and renal 

failure are important diagnostic clues to this disorder. 

A pulmonary-renal syndrome (crescentic, necrotizing 

glomerulonephritis, pulmonary hemorrhage + 

circulating antineutrophil cytoplasmic antibody 

[ANCA]) is seen in WG, CSS and most commonly in 
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MPA.[14] Renal involvement in CSS is comparatively 

uncommon and less severe than WG and MPA. 

Asthma is the central feature of CSS[15] which is not 

usual in WG. Almost always it precedes other systemic 

manifestations[15] and unlike atopic individuals, there 

is a late onset, at a mean age of 35 years.[1] Lungs and 

spleen are usually spared in classic PAN. [1]  A 

granulomatous myocarditis is characteristic of CSS and 

not found in other disorders in this group.[16] 

Arthralgia / arthritis are frequently associated with 

CSVV, HSP, CV, UV, MPA and PAN. Peripheral neuropathy 

and mononeuritis multiplex involving mainly lower 

limbs is seen at highest frequency in CSS but is also 

common in CV, c-PAN, classic PAN and vasculitis 

associated with rheumatoid arthritis.[17,18] Orchitis is 

a feature of classic PAN, more frequently seen in 

hepatitis B infection associated cases.[19] 

Patients with HUV have systemic manifestations like 

arthritis, asthma and gastrointestinal symptoms 

more commonly than patients with the 

normocomplementemic disease. [1] 

There is an overlap of clinical features (persistent 

urticarial wheals, pleuritis and glomerulonephritis) 

between hypocomplementemic urticarial vasculitis 

syndrome (HUVS) and SLE.[1,20] Angioedema, ocular 

inflammation (iritis, episcleritis, uveitis) and 

obstructive pulmonary disease are common in HUVS. 

Renal involvement is severe in SLE but mild in HUVS. 

Age and sex predilection has been observed in some 

of the vasculitic disorders [Table 2]. 

Clinical presentations indicative of the type of the 

vasculitis have been listed in Table 3.[21] Approximate 

idea of the nature of vessel involvement is possible 
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Table 2: Age and sex predilection of some vasculitides 

Type of vasculitis Age group Sex (M:F) 

Henoch-schönlein purpura Children M=F 
(75% <10 years) M>F 

Kawasaki disease Children 
c-PAN Children 
Urticarial vasculitis Young adult 
Normocomplementemic 30-40 years F>M 
Hypocomplementemic Almost exclusive 

in females 
Nodular vasculitis F>M 
Behcet’s disease Young adult M=F 
Takayasu’s arteritis <40 years F>M 
Wegener’s granulomatosis, Middle age M>F 
Polyarteritis nodosa, Middle age M>F 
Churg-strauss syndrome Middle age M>F 
Giant cell arteritis Elderly F>M 

c-PAN- cutaneous PAN, PAN- polyarteritis nodosa 

from some of the presenting features [Table 4].[21] 

Looking for treatable etiology 

Cutaneous vasculitis is idiopathic in 50% cases.[22] 

However, evaluation of a patient with suspected 

vasculitis includes intensive search to find out any 

treatable underlying cause. Infections (15-20%), 

inflammatory disorders (15-20%), drugs (10-15%) and 

malignancies (2-5%) are known precipitating factors 

for vasculitis.[23,24] 

Approximately 5-7% cases of classic PAN are associated 

with hepatitis B virus infection.[19, 25] As observed by some 

authors, approximately 20% patients with cutaneous 

vasculitis show a positive serology for HCV.[26,27] CV has 

been associated with hepatitis C virus infection (75%), 

autoimmune diseases (24%) and lymphoproliferative 

disorders (6%).[27] Cutaneous PAN has been associated 

with various types of infections (Streptococcus, Parvovirus 

B-19, HIV, hepatitis B), inflammatory bowel disease and 

inferior vena cava thrombosis.[1] The classical example 

of malignancy-associated vasculitis is occurrence of PAN 

with hairy cell leukemia.[28] In HIV-infected patients, 

vasculitis may be precipitated by cryoglobulinemia, 

Table 3: Clinical features suggestive of type of vasculitis[20] 

Clinical feature Type of vasculitis 

Palpable purpura CSVV, HSP, Drug-induced vasculitis, Wegner’s granulomatosis, Churg-Strauss syndrome 
Urticarial wheals Urticarial vasculitis, CSVV, HSP, Drug-induced vasculitis 
Nodule PAN, c-PAN, Wegner’s granulomatosis, Churg-Strauss syndrome 
Papule/papulo-necrotic lesions, 
vesicle, hemorrhagic bulla CSVV, HSP, Drug-induced vasculitis, Wegner’s granulomatosis 
Livedo-reticularis PAN, c-PAN, Churg-Strauss syndrome, CSVV 
Digital gangrene PAN, c-PAN 

c-PAN - cutaneous PAN, CSVV - cutaneous small vessel vasculitis, HSP - Henoch-Schönlein Purpura, PAN - polyarteritis nodosa 
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Table 4: Clinical features suggestive of type of vessel 
involvement[20] 

Clinical features Type of vessel involvement 

Cutaneous 
Palpable purpura Postcapillary venules 
Ulcer Arterioles / small arteries 
Gangrene Small / medium-sized arteries 
Subcutaneous nodules/ 
livedo reticularis Medium-sized vessels 

Systemic 
Glomerulonephritis, Capillaries 
Gastrointestinal bleeding Capillaries 
Pulmonary hemorrhage Capillaries 
Peripheral neuropathy Small arteries 
Hypertension Medium-sized vessels 

drugs and infections like cytomegalovirus / Parvovirus 

B19 / HIV per se.[1,29] 

Infections and other agents which may be overlooked 

as trigger factors for vasculitis have been listed in 

Table 5.[6] Some disorders presenting with vasculitic 

skin lesions are presented in Table 6.[6] 

DIAGNOSTIC APPROACH 

Thorough history and physical examination of 

patients help in initial clinical diagnosis. Criteria for 

diagnosis of both cutaneous and systemic vasculitides 

proposed by American College of Rheumatology (ACR, 

1990)[1] may be used for categorization to the type of 

vasculitis. Recently, a clinical classification system for 

vasculitis has been proposed by Sunderkötter et al[30] 

focusing on the types of vasculitis commonly 

encountered by dermatologists. Laboratory tests are 

required for confirmation of the clinical diagnosis, 

screening for underlying organ involvement and 

occasionally, to assess the risk factors, prognosis or 

response to treatment. 

CONFIRMATION OF CLINICAL DIAGNOSIS 

Role of histopathological examination 

Vasculitis is a clinico-pathological diagnosis and 

microscopic evidence of vascular inflammation is 

confirmatory. Skin, being the most accessible organ, 

is most frequently sampled for this purpose. 

A deep punch / incision biopsy is taken from a lesion 

Table 5: Trigger factors for vasculitis[5]

 Infection	 Drugs Miscellaneous 

Cutaneous	 Staphylococcus aureus Penicillin Vaccines 
Streptococcus Phenytoin Serum products 
Mycobacterium leprae Insulin Insecticides 
Candida albicans PAS Petroleum 
Herpes simplex Thiazide Milk protein 
Plasmodium Tamoxifen Gluten 
Schistosoma Oral contraceptives Food additives 

Sulphonamides Illicit drugs

Hydralazine (sympathomimetics, vitamins,

Interferons nutritional supplements)

Leukotriene inhibitors Physical exercise


Systemic	 Streptococcus Hydralazine UV light 
Hepatitis B virus Thiouracil 
Hepatitis C virus Penicillamine 

Allopurinol 
Minocycline 
Sulfasalazine 
(ANCA-positive vasculitis) 

PAS - Para-amino salicylic acid 

Table 6: Conditions associated with cutaneous vasculitis[5] 

Chronic disease	 Lymphoid malignancies Carcinoma 

Collagen vascular disorders; SLE, rheumatoid arthritis, Hodgkin’s disease Bronchogenic 
Sjogren’s syndrome Cutaneous T-cell lymphoma Colonic 
Inflammatory bowel disease e.g., ulcerative colitis, Adult T-cell leukemia Renal 
Crohn’s disease Multiple myeloma Prostatic 
Cystic fibrosis Lymphosarcoma Head and neck 
Primary billiary cirrhosis Breast 
Bowel bypass syndrome 
Cryoglobulinemia 
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of appropriate stage. Optimum timing for skin biopsy 

for this purpose is within 18-36 hours of the onset of 

the lesions. [31] In case of CSVV, lesions from the 

uppermost part of the limb (early lesion) are chosen. 

Deeper, elliptical, incision biopsy is required when 

lesions are suggestive of larger vessel involvement, 

e.g. presence of nodules.[3] Upright position makes 

the nodular lesions more prominent; hence the patient 

can be asked to stand up for a few moments before 

selecting a nodule for biopsy.[23] 

Segmental inflammation of the vessel wall, fibrinoid 

necrosis, endothelial swelling and leucocytoclasia 

are the major features of CSVV. Mostly small-vessel 

involvement with lymphocytic infiltrate, little 

leukocytoclasia and some degree of tissue 

eosinophilia are suggestive of drug-induced 

vasculitis. Leucocytoclasia is also a histopathological 

finding in both types of urticarial vasculitis, but 

these two can be distinguished by the presence of 

large numbers of interstitial neutrophils in case of 

HUV and eosinophils in NUV.[32] Lesions younger or 

older than the specified period may show a 

predominant lymphocytic infiltrate and findings like 

leucocytoclasia and fibrinoid necrosis may be 

absent.[6] 

Though sensitive, skin biopsy may not be specific or 

sufficient to establish diagnosis of PAN, WG and CSS. 

Leukocytoclasia, a feature common to most of the 

vasculitides, is a frequent histopathological finding 

in these cases rather than specific features like 

granulomatous vasculitis.[31] In these disorders, as and 

when appropriate, sural nerve biopsy (in presence of 

abnormal nerve conduction velocity), muscle biopsy, 

open lung biopsy, percutaneous kidney biopsy (in 

presence of persistent, abnormal urinary sediment) 

or testicular biopsy may be indicated. Nasal tissue 

biopsy, though easier to perform, has a far lower 

potential as diagnostic help than lung biopsy in cases 

with WG.[33] 

Role of immunofluorescence study 

For direct immunofluorescence (DIF) study, the skin 

sampling should be done from a fresh, noninfarcted, 

most proximal lesion (<6 hours duration).[31] Biopsy 

from a dependent area, e.g., lower leg may 

demonstrate nonspecific fluorescence resulting from 

hydrostatic extravasation of immune complex.[3] DIF 

is not conclusive if the biopsy is taken beyond 24 

hours, as the immunoreactants are likely to be 

phagocytized by this time. 

The most common immune deposits in blood vessels 

are IgM, C3 and fibrin.[3] Though not specific, IgA 

deposit within the vessel wall distinguishes HSP from 

other cutaneous small vessel vasculitis. 

Demonstration of this feature increases the 

sensitivity of diagnosis in patients with HSP who 

have insufficient clinical criteria.[23] Vascular and 

basement membrane zone fluorescence, 

predominantly with C3 observed in HUV and can 

help in differentiation from NUV. [3] Granular IgG 

deposition with occasional IgM, IgA and C1, C3 at 

the basement membrane zone is observed in 80% 

cases of SLE and frequently in HUV.[3,23] 

Histopathological study of skin biopsy is confirmatory, 

while DIF study is additive to this and helps to 

categorize the vasculitis. 

Screening for underlying organ involvement and 

other laboratory tests 

This involves a battery of laboratory tests like routine 

hemogram, ESR, urinalysis, throat swab for culture 

and sensitivity test, ASLO titer and C-reactive protein 

(CRP). Leukopenia or thrombocytopenia is almost 

never seen in primary vasculitic disorders and the 

presence of these may be indicative of underlying 

conditions like SLE, malignancy or it may be drug-

induced.[33] Marked eosinophilia (>1000/µL) is a 

feature of CSS and helps in differentiation from WG.[33] 

Urinalysis may reveal proteinuria, hematuria or 

presence of casts indicative of renal involvement. An 

abnormal liver function test may be indicative of 

underlying viral hepatitis (B or C). 

Estimation of serum complement levels is helpful as 

these are often lowered in CSVV, CV (90%), UV (18%) 

and vasculitis associated with collagen vascular 

disorders.[1] Complement levels are usually normal in 

HSP. Anti-C1q antibodies are present more commonly 

in patients with HUVS (100%) than SLE (30%) and may 

help in differentiating between these two 
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conditions.[34] Estimation of cryoglobulin levels is an 

important parameter, as in addition to CV, it may be 

indicative of associated hepatitis C infection.[1,35] 

Role of ANCA 

Estimation of ANCA in patients with clinical features 

suggestive of WG / CSS / MPA is recommended as this 

may postpone the immediate need of invasive lungs 

/ kidney biopsy and help in early diagnosis.[1] However, 

this test is not absolutely sensitive or specific.[1] Hence 

confirmation of diagnosis requires a biopsy of the 

involved organ. C-ANCA is reasonably specific for WG 

(75-80%) and MPA (25-30%).[1] This is detected in only 

10-15% cases of CSS. P-ANCA is less specific, detected 

in MPA (50-60%), CSS (55-60%), WG (10-15%) and some 

other conditions like drug-induced vasculitis, 

rheumatoid arthritis (30-70%), SLE (20-30%), ulcerative 

colitis (50-70%), Crohn’s disease (20-40%) and different 

hepatic disorders.[1] If C-ANCA and P-ANCA coexist in a 

patient, drug-induced vasculitis should be 

suspected.[36] 

Hence the role of ANCA is in screening for these 

disorders and should be asked for only when highly 

suggestive clinical features like pulmonary 

hemorrhage, recurrent sinusitis orbital mass or 

glomerulonephritis are present.[1] Estimation of ANCA 

level is also helpful in disease monitoring. ANCA is 

rarely (<5%) positive in CV[37] and almost always 

negative in Takayasu’s disease, temporal arteritis and 

Kawasaki disease.[38] 

Serology for HIV, hepatitis B and C viruses, 

immunological tests like rheumatoid factor (RA factor), 

antinuclear antibody (ANA) and anti ds-DNA are helpful 

screening tests for associated disorders. However, ANA 

may be positive in patients with UV (low titer, 30

50%), HUVS and CV (20%).[1] Anti ds-DNA positivity is 

also seen in HUVS and RA factor positivity in patients 

with CV (>70%).[1] 

Endoscopy may be of diagnostic help in cases of HSP 

with gastrointestinal symptoms as presenting 

features. Coin-like petechiae, hemorrhagic erosions, 

skip hyperemia and ecchymosis are the lesions 

suggestive of vasculitis.[10] In patients with palpable 

purpura and poorly localized colicky abdominal pain, 

CT scan / ultrasonography may be helpful to assess 

the extent of gastrointestinal involvement. The 

hallmark findings in CT scan are focal areas of bowel 

thickening, mesenteric edema, nonspecific 

lymphadenopathy and vascular engorgement. [39] 

Intussusception and ascites are easily detectable by 

ultrasonography.[10] 

Identifying risk factors 

From the dermatologists’ point of view, the majority 

of the patients with skin-limited disorder have a good 

prognosis. However, a disorder which appears to be 

limited to the skin, may have asymptomatic / 

minimally symptomatic widespread systemic 

involvement or may subsequently develop so. Hence 

identification of the risk factors in individual cases 

may modify the therapeutic approach. 

In CSVV and HSP, predictors of renal involvement 

include spread of the palpable purpura above the 

waist, presence of fever and elevated ESR.[40] Adult 

patients with HSP suffer from more severe nephritis. 

In 8-10% cases of CSVV, there are recurrent crops of 

palpable purpura indicating chronicity of the disease.[3] 

As observed by Sais et al., [26] factors predicting 

chronicity of cutaneous lesions were, presence of 

arthralgia and cryoglobulinemia and absence of fever. 

Though nonspecific, raised ESR and CRP are markers 

of disease activity in most cases of vasculitis. 

In patients with classic PAN, a five factor score (FFS) is 

in use to detect the risk of mortality and this includes 

serum creatinine > 1.58 mg/dl, proteinuria > 1g / 

day, gastrointestinal involvement (bleeding/ 

perforation/ infarction / pancreatitis), CNS involvement 

and cardiomyopathy.[41] 

Activity of skin lesions in patients with WG parallels 

that of systemic disease.[38] Presence of pulmonary 

hemorrhage (10%) is a bad prognostic factor in 

patients with pulmonary-renal syndrome with a 

mortality as high as 50%. [42] Granulomatous 

myocarditis is a leading cause of death in patients 

with CSS.[16] A significant rise in C-ANCA titer in 

patients with WG, carry a 50% risk of relapse of the 

disease within six months.[1] ANCA-negative cases of 

WG have limited disease with a better prognosis.[43] 
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In CV, serum cryoglobulin levels do not correlate with 

the disease activity, but C3 level fluctuates with the 

disease course.[1] 

Cutaneous vasculitic lesions in SLE are indicative of 

flare-up of the disease organ involvement like the 

central nervous system and others and carry a poor 

prognosis.[44] Punched-out ulcers in SLE and Sjogren’s 

syndrome warrant aggressive therapy as these are 

indicative of systemic vasculitis.[1] 

THERAPEUTIC APPROACH 

General measures 

In the active stage of the disease, the basic 

instructions include avoiding stress, bed rest, 

elevation of the foot end and keeping extremities 

warm. Patients with major pulmonary involvement, 

like in UV and CSS, are advised to avoid smoking. 

Antihistamines and NSAIDs reduce symptoms like 

pruritus and joint pain. Specific therapies are aimed 

at reducing acute symptoms and preventing 

complications. 

Specific therapy 

In cases with underlying disorder, the vasculitic lesions 

usually resolve with control of the infection, 

withdrawal of the causative drug or removal of a 

tumor. Choice of therapy in vasculitic disorders is 

experience-based.[23] In many of the cases, a chronic 

course presents a difficult situation; hence an effective 

but least toxic therapeutic regimen is preferred. 

Role of neutrophil-chemotaxis inhibitors 

Dapsone (50-200 mg/day in divided doses) and 

colchicine (0.6-1.8 mg/day in divided doses) are the 

most effective initial agents for treatment of CSVV 

and similar disorders in the absence of evidence of 

systemic involvement.[35] Either of these two drugs 

can be started in an acute episode of the disease and 

response is observed within two weeks. However, as 

experienced by several authors, a subset of patients 

does not respond to either colchicine or dapsone and 

may require alternative treatment.[34] Recurrent cases 

may also need these alternative therapies. In cases of 

UV, dapsone/colchicine may be combined with 

indomethacin or hydroxychloroquine.[45,46] 

Role of antimalarials 

Hydroxychloroquine (200-400 mg/day) has been used 

effectively in HUV but not in other small vessel 

vasculitides.[3] 

Role of corticosteroid 

In small vessel vasculitis not responding to dapsone 

and/or colchicine, low-dose corticosteroid (<10 mg 

on alternate days) may be helpful in alleviating 

symptoms. [35] However, long-term corticosteroid 

monotherapy is not recommended because of related 

side-effects. 

Indications for systemic steroid as first-line therapy 

include severe ulcerative / necrotic cutaneous lesion, 

gastrointestinal bleeding, acute glomerulonephritis 

and peripheral neuropathy with impending palsy. 

These situations necessitate high-dose corticosteroid 

(60-80 mg/day), tapered over several weeks. 

In children with HSP, administration of systemic 

steroid at presentation, may prevent risk of developing 

nephritis and in combination with immunomodulatory 

drugs (azathioprine/cyclosporine), may improve the 

outcome of existing nephritis.[47] Patients with c-PAN 

often require high-dose corticosteroid, tapered slowly, 

in combination with aspirin/NSAID.[48] In classic PAN, 

disease control can be achieved with corticosteroids 

with/without cyclophosphamide. However, in 

hepatitis B virus infection associated cases, such 

therapy should be short-term to prevent the risk of 

viral replication.[25] Short-term systemic steroid (0.5

1.5 mg/kg/day) may also be used to treat renal and 

CNS manifestations of HCV-associated CV.[1] 

High-dose corticosteroid (1 mg/kg/day) is the initial 

therapeutic option for WG, MPA and CSS. Intravenous 

‘pulse’ therapy (methylprednisolone 1 g / day × 3 days) 

can be administered to patients with life-threatening 

organ involvement.[21] Systemic corticosteroids are 

relatively contraindicated in Kawasaki disease to avoid 

the risk of coronary aneurysm formation.[21] 

Role of immunomodulators 

Weekly dosage of methotrexate (up to 25 mg / week), 

azathioprine (2 mg/kg/day), cyclophosphamide or 

cyclosporine constitutes the alternative therapeutic 
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regimen in cases of CSVV not responding to neutrophil 

chemotaxis inhibitors.[35] Addition of immunomodulators 

to corticosteroid while treating cases of WG, MPA and 

CSS with significant systemic involvement induces 

remission and increases patient survival rate, though 

with increased risk of toxicity.[1] Monthly pulse of 

intravenous cyclophosphamide can be used in WG to 

avert the risk of toxicity.[1] Azathioprine prevents 

recurrence in cases of CSVV either used alone or in 

combination with low-dose corticosteroid.[3] 

Role of antiviral drugs 

In hepatitis C virus-associated cases of CV, interferon 

α (IFN α) is the preferred drug.[1,49] The treatment 

schedule consists of 3 million IU of IFN α, thrice 

weekly, for a total duration of 12 to 18 months.[1] 

Significant improvement (60-80%) regarding 

cutaneous, renal and joint manifestations has been 

observed with this therapy along with decrease in 

cryoglobulin level.[50] However, systemic features 

respond slowly and incompletely with a relapse rate 

as high as 90%. Ribavirin, with / without IFN α, may 

be used for treatment or prevention of relapse. HBV-

associated PAN may need antiviral treatment (IFN α2 

± vidarabine ± lamivudine) in combination with 

plasma exchange.[1] 

Role of Intravenous immunoglobulin G (IVIgG) 

The treatment of choice for Kawasaki disease is IVIgG 

(2 g/kg single dose) in combination with high-dose 

aspirin.[33] Early administration of IVIgG in these 

patients prevents future risk of aneurysm 

formation.[33] It also improves cutaneous as well as 

systemic involvement (gastrointestinal and renal) in 

patients with HSP.[51] There are reports of successful 

treatment of c-PAN with IVIg (2 g / kg over 2-5 days), 

but relapse may occur after several months.[1,52] 

Newer treatment modalities 

Mycophenolate mofetil has been used successfully in 

WG and MPA.[3] This is also effective in maintaining 

remission in HUV.[53] Infliximab has been used in 

steroid nonresponsive necrotizing CSVV.[54] 

Miscellaneous 

Penicillin is often used as treatment or prophylaxis in 

childhood cases of c-PAN associated with streptococcal 

infection.[1] Isolated upper respiratory tract relapses 

of WG are often precipitated by infection with 

Staphylococcus aureus. Some workers have used co

trimoxazole in association with regular therapeutic 

regimen and found it effective in maintaining 

remission in this condition.[1] Prostaglandin I
2
 (50 µg 

/ day IV) and nifedipine (60 mg / day) has been tried 

in cases of c-PAN associated with digital gangrene.[1] 

In all cases of vasculitis, the attempt should be to 

reach a definite diagnosis rather than using broad, 

nonspecific terminologies. This needs a 

comprehensive approach towards understanding of 

the disease. Determining prognosis and deciding 

therapeutic strategy in these cases depend mostly on 

the extent of organ involvement. The morbidity and 

mortality associated with these disorders can be 

significantly reduced if recognized and treated early. 

Since some form of cutaneous involvement is a 

universal finding in all types of vasculitis, 

dermatologists play a crucial role in diagnosing 

vasculitic disorders, predicting the extent of 

underlying systemic involvement and prognosis. 
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MULTIPLE-CHOICE QUESTIONS 

1.	 Underlying hepatitis C virus infection is common in 

a) Henoch-Schönlein Purpura b) Polyarteritis nodosa 

c) Temporal arteritis d) Cryoglobulinemic vasculitis 

2.	 Pulmonary-Renal syndrome is most commonly seen in 

a) Wegener’s granulomatosis b) Churg Strauss syndrome 

c) Microscopic polyangiitis d) Henoch-Schönlein Purpura 

3.	 “Strawberry gingival hyperplasia” is a pathognomonic feature of 

a) Kawasaki disease b) Wegener’s granulomatosis 

c) HIV infection d) Churg Strauss syndrome 

4.	 Vasculitic skin lesions in patients with HIV-infection may be precipitated by all except 

a) Cryoglobulinemia b) Drugs 

c) Streptococcal sore throat d) HIV-infection per se 

5.	 Histopathologically, a distinguishing feature of hypocomplementemic urticarial vasculitis from normocomplementemic 
urticarial vasculitis is 

a) Leucocytoclasia b) Interstitial neutrophils


c) Interstitial eosinophils d) Perivascular mononuclear cell infiltration


6.	 Intravenous immunoglobulin G is the treatment of choice in 

a) Kawasaki disease 

b) Churg Strauss syndrome with granulomatous myocarditis 

c) Hypocomplementemic urticarial vasculitis 

d) Henoch-Schönlein purpura with acute renal failure 

7.	 Co-existent C-ANCA and P-ANCA indicates the probability of 

a) SLE b) Wegener’s granulomatosis 

c) Takayasu’s disease d) Drug-induced vasculitis 

8.	 Peripheral neuropathy and mononeuritis multiplex are seen most frequently in 

a) Churg Strauss syndrome b) Rheumatoid arthritis 

c) Polyarteritis nodosa d) Cryoglobulimemic vasculitis 

9.	 True about direct immunofluorescence (DIF) study in cutaneous small vessel vasculitis is 

a) Early lesions should be biopsied 

b) Perilesional skin should be biopsied 

c) It is a mandatory test for diagnosis 

d) In Henoch-Schönlein purpura, IgA deposits are seen in the basement membrane zone 

10.	 Systemic steroid is the drug of choice in 

a) Polyarteritis nodosa with underlying hepatitis B antigenemia 

b) Henoch-Schönlein purpura, with evidence of acute glomerulonephritis 

c) All cases of cutaneous small vessel vasculitis in adults at presentation 

d) Urticarial vasculitis 

ANSWERS TO MULTIPLE CHOICE QUESTIONS

Answers: 1. (d), 2. (c), 3. (b), 4. (c), 5. (b), 6. (a), 7. (d), 8. (a), 9. (a), 10. (b).
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