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HISTORY OF DERMATOLOGY
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Introduction

Vasculitis—for which the diagnosis is no more specific than
that of pneumonitis or nephritis—represents something of
a clinical umbrella term, encompassing some groups of
diseases that can be considered among the most difficult
and interesting in medicine.?? It still attracts the attention
of clinicians and pathologists through the intellectual
challenge presented by its unresolved etiological complexities®
and the enigmas they hide, sparking the curiosity of
physicians and researchers alike.* Why resort to considering
its historical roots? Because old discoveries can be the
starting point for new research and, in particular, because
the current classifications of vasculitis can be better
understood in the light of their nosological antecedents.’

Concept and Definition of Vasculitis

Vasculitis is characterized by inflammation of the blood
vessels.®” It constitutes a syndrome encompassing a group
of diseases that have a poorly understood etiology but that
are generally the result of an immunological process that
targets the vascular endothelium. The clinical manifestations
are highly variable and are related to distal ischemia or
bleeding of the affected organs or territories. The extent
and severity ranges from a self-limiting cutaneous condition
to a potentially fatal multiorgan disease. Vasculitis can be
primary or associated with connective tissue, infectious, or
neoplastic disease.®

Difficulties in the Classification of
Vasculitis

Vasculitis is one of the fields of medicine most resistant to
logical ordering.'? The classification of the vasculitides has
presented serious problems since the first description of
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periarteritis nodosa by Kussmaul and Maier in the 19th
century.’

In our opinion, the following factors account for the
difficulties in classification: (1) confusion in the
nomenclature; (2) lack of understanding of the etiology
and pathogenesis; (3) the multisystemic and variable nature
of the symptoms; (4) the heterogeneity of the vasculitic
conditions; (5) nonspecific patterns of vascular inflammation;
(6) overlap between different entities, with recourse to the
use of overlap, intermediate, mixed, or nonspecific
syndromes; (7) the difficult and imprecise determination
of the extent of vasculitis in practice; and (8) an excess of
classifications that may be complex or simple but are always
changeable and often contradictory.

The classifications of vasculitis are therefore by necessity
provisional and require regular meetings of experts. As
stated by Stone,> “all of the classifications of vasculitis can
be considered unfinished.”

Is a Classification of Vasculitis
Necessary in Clinical Practice?

Despite the nosological difficulties, the classification of
vasculitis is not a mere academic necessity, it is of value
because not all types of vasculitis have the same prognosis
or merit the same treatment. Early diagnosis and precise
classification of vasculitis has the following therapeutic
implications>'®1: (1) early treatment of the most severe
types of vasculitis with immunosuppressant drugs to prevent
the progression of irreversible structural damage; (2) the
option to use antiviral treatment in vasculitis associated
with viruses (hepatitis B virus [HBV ] and hepatitis C virus
[HCV]); and (3) avoiding the use of cytotoxic drugs in
entities with a benign course or in cases in which they do
not have demonstrated efficacy.

Historical Perspective on Vasculitis

The Tree of the Vasculitides: Evolution of the
Polyarteritis Nodosa Trunk

Although numerous general classifications were attempted
during the second half of the 20th century,!? none was
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completely satisfactory.” However, the first modern-day
case of systemic vasculitis was described 140 years ago by
Adolf Kussmaul and Rudolf Maier (Figure 1) as periarteritis
nodosa. Figure 2 shows a tree diagram of the historical
evolution of classic polyarteritis nodosa (PAN) of Kussmaul
(1866), the reference for all types of vasculitis.’*

The separation of other forms of vasculitis from the PAN
trunk has occurred following the comparative study of the
different characteristics of classic PAN, such as general
restriction to the medium vessels; almost exclusively arterial
disease; the tendency to present microaneurysms; the absence
of pulmonary involvement, granulomatous disease, and

Fi 1. K | (left
a;%u'\r/leaier (r:Jgsr;stTau (lft) antineutrophil cytoplasmic antibodies (ANCA); and the

frequent association with HBV.>

Arterial Disease (1852, Rokitansky)

Polyarteritis Nodosa (1866, Kussmaul and Maier)

Polyarteritis Nodosa (1903, Ferrari)

Thromboangiitis Obliterans
(1908, Buerger)

Macroscopic or Microscopic
Polyarteritis Nodosa
(1923, Wohevill; 1948, Davson)

Temporal Arteritis
(1934. Horton)

Wegener Granulomatosis (1936)

Behcet Disease (1937)

Hypersensitivity Angiitis
(1942, Rich)

Allergic Granulomatosis and
Angiitis (1951, Churg and Strauss)

Hypersensitivity Angiitis
Predominantly Affecting Small
Vessels (1952, Zeek)

Takayasu Disease (1952)

Kawasaki
Disease
(1967)

Hypersensitivity Angitis, Microscopic P oly‘angiit_is
Predominantly Cutaneous (1994, Chapel Hill Consensus

(1978, Fauci) Conlerence)

Hypersensitivity Vasculitis

. .. Classic Polyarteritis Nodosa
Cutaneous leukocytoclastic vasculitis

Figure 2. The tree of
vasculitic knowledge.
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Imitating Baroja,” when faced with the tree of vasculitic
knowledge (Figure 2), 3 historical periods can be considered."”
The first period, from 1866 to 1900, referred to most forms
of vasculitis as periarteritis nodosa. In the second period,
from 1900 to 1930, efforts were made to link the origin of
vasculitis with toxic or infectious causes (bacteria, toxins,
sulfonamides, serum sickness, etc). In the third period, from
1930-40 to date, most of the major systemic vasculitides
broke away from the original unifying trunk.

Brief Description of the Origin of Each of
the Main Forms of Vasculitis

History of Classic Polyarteritis Nodosa

PAN is correctly considered the “grandfather of the
vasculitides.”® It is very likely that already in the 18th
century Matani and subsequently Michaelis, and then in
the 19th century Pelletian each discovered cases of this
disease.’” However, most notably, it was K von Rokitansky
(1804-1878), referred to by Virchow as the “Linnaeus of
pathology,” from the Viennese school of thought,!® who in
1852 described the clinical and autopsy findings of this new
entity in the blood vessels.”” Virchow (1821-1902) went
on to describe a case of “endarteritis obliterans” in 1863.
In 1866, Adolf Kussmaul (1822-1902), a resident who was
a student of Virchow, and Maier, a pathologist, described
the case of a 27-year-old man, the tailor Carl Seufert.?
They were the first to recognize the constellation of
symptoms (fever, general malaise, weight loss, productive
cough, muscle weakness, abdominal pain, mononeuritis
multiplex, and nephropathy with proteinuria) and autopsy
findings (inflammation of the perivascular sheath and
nodules following the trajectory of medium-caliber arteries)
as a novel entity, which they christened periarteritis nodosa.

The death of the tailor was described in moving words:
“...on June 2nd he was extremely weak. He could hardly
speak, he was struck down with intense and persistent
abdominal and muscular pain, with opisthotonos, whilst
he groaned and begged the doctors not to abandon him.
He died at 2 in the morning on the 3rd of June.”

In 1903, upon observing that the inflammatory lesions
were not limited to the superficial layer of the arteries but
instead affected the whole arterial wall, with formation of
aneurysms, Ferrari*! suggested the more appropriate name
of polyarteritis nodosa. This observation was confirmed by

Dickson.??
Churg-Strauss Vasculitis

In 1951, while at Mount Sinai Hospital in New York, Jacob
Churg and Lotte Strauss (Figures 3 and 4) discovered the

Figure 4. Lotte Strauss

disease that carries their name.? The disease is characterized
by the presence of bronchial asthma, tissue eosinophilia and
peripheral eosinophilia, and vasculitis of small and medium
vessels, with intravascular and extravascular granulomatous
inflammation, and with the lungs as the main target organ.?

Thromboangiitis Obliterans

In 1908, Leo Buerger, a surgeon and pathologist from New
York, published a detailed study of the arteries and veins
of 11 amputated limbs and suggested the name
thromboangiitis obliterans.? According to Portela,? the
denomination of Buerger did not designate a new disease
but rather a new pathogenic concept in a disease that had
been recognized for many years and was well described by
Félix von Winiwarter in 1879.

Giant Cell Arteritis

Jonathan Hutchinson?” was the first to provide a clinical
description of temporal arteritis in 1890 while at the London
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Figure 5. Schénlein (left) and Henoch (right).

Hospital. In 1932, Horton?® recognized the existence of a
granulomatous arteritis in this disease and extended the
clinical syndrome. The observation of the paleopathologist
Domingo Campillo® is particularly interesting: “numerous
mummies displayed signs of arteritis, arterial calcification,
and thrombosis of the extrathoracic vessels. The pharaoh
Ramses II had temporal arteritis.”

Behget Disease

In 1931, the Greek ophthalmologist Adamantiades described
a patient with aphthosis, hypopyon, and anterior uveitis,
along with phlebitis and arthritis.3* However, it was the
Turkish dermatologist Hulusi Behget whose name was
given to this disease in 1937 when he stated that is was a
nosological entity and recognized the classic triad (mouth
and genital aphthous ulcers with uveitis).*

Takayasu Arteritis

Takayasu arteritis is characterized by inflammation and stenosis
of the large and intermediate arteries, often affecting the aortic
arch and its branches. It commonly affects women and its
cause is unknown. However, it took half a century to arrive
at this definition. At a conference in 1905, Nikito Takayasu,
an ophthalmologist from Tokyo in Japan, described the case
of a 21-year-old woman with abnormalities of the central
retinal vessels. During the ensuing discussion, 2 other
ophthalmologists, Onishi and Kagoshima, reported similar
findings in 2 patients in whom “radial pulses were not palpable,”
leading to the designation “pulseless women’s disease.”! It
was in the middle of the 20th century when it was considered
that the pathology of this process was located in the aortic
arch or its branches.?! Takayasu arteritis has up to 24 synonyms,
including Martorell syndrome, described in 1954.32

Wegener Granulomatosis

The first case of Wegener granulomatosis was described
in 1931 by Heinz Klinger? in Germany as a variant of PAN
and designated “a limited form of periarteritis nodosa.”*
Although 2 new cases were reported by Hoffman in 1932
and Réssle in 1933, it was the pathologist Frederick
Wegener, colleague and close friend of Klinger, who, based
on 3 cases, established the disease as a defined entity with
a characteristic triad®: granulomatous inflammation affecting
the respiratory tract, granulomatous necrotizing vasculitis,
and glomerulonephritis.

In an intriguing article, Wegener affirmed that he was
“sure of having discovered something new,” while earlier

authors “could not recognize that a new disease had been
born.”%

Schénlein-Henoch Purpura

Johann Schénlein (1793-1864) (Figure 5) was the first to
discover in 1837 the association of arthralgia with purpura
(“peliosis rheumatica”).3¢ In 1894, his onetime student,
Eduard Henoch (Figure 5), completed the description,
recognizing the gastrointestinal symptoms (colic and
bleeding in the digestive tract).3

Support and Criticism
of the Classifications

The classification of the vasculitides has been undertaken
based on 5 parameters:

1. Histopathology findings, such as the type and size of
the affected vessel and the inflammatory process
(necrotizing, granulomatous, giant cell, leukocytoclastic,
lymphocytic, or eosinophilic vasculitis)

2. Clinical syndromes: primary, idiopathic, or secondary

3. Potential pathogenic mechanisms, such as infections
(HBV, HCV) and immunological abnormalities:
formation or deposition of immunocomplexes, ANCA,
antiendothelial cell antibodies, pathogenic T-cell response,
formation of granulomas

4. Clinical and anatomical basis and pathological processes
with therapeutic implications

5. Topography of the organ or system, in other words,
localized vasculitides.

However, the histopathological findings do not always clearly
correspond to a given clinical entity, and the same histological
lesion may occur in various types of vasculitis. Vessels of differing
size can be affected in the same vasculitis, and different types
of vasculitis can involve vessels of the same size.’”
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Table 1. Types of Classifications of Vasculitis

Historical Perla Zeek (1952)
Anthony Fauci (1978)
Principal Fauci, over time (1978-2005)

American College of Rheumatology
(1990)

Chapel Hill Consensus Conference
(1994)

Derivatives (Lie, 1991; Watts and Scott,
1997; Segovia, 2001)

Minor (isolated, rhetorical, local)

Recent additions Vasculitis associated with ANCA

Microscopic polyangiitis, a new entity?

Small-vessel vasculitis surrounding
temporal arteritis (Solans)

Others

Abbreviation: ANCA, antineutrophil cytoplasmic antibodies.

For these reasons, when faced with the specific situation
of an individual patient, the inflexibility of the descriptions
sometimes makes it difficult to include that patient within
the official classification.?*

Types of Classification

We have dared to classify the classifications, as shown in
Table 1.

In 1952, Dr Perla Zeek (Figure 6) proposed the first
classification of the vasculitides and included 5 subgroups
that had previously been described in isolation!!37:38:
hypersensitivity angiitis, allergic angiitis, granulomatous
angiitis (Churg-Strauss), rheumatic arteritis, and temporal
arteritis. The merit of Zeek’s classification lies in it being
the first effort to systematize the vasculitides and the starting
point for subsequent classifications. However, certain
drawbacks have been noted: the absence of Wegener
granulomatosis and Takayasu arteritis (perhaps because
those entities were not published in English) and the
predominance in the classification of morphological pattern
over clinical factors and pathogenic mechanisms that were
hardly outlined at the time.”

The Classification of Anthony Fauci
Over Time

The best accepted classification of the vasculitides and the
most used by clinicians and pathologists for decades was

8 "

| .
Lnf-} Figure 6. Perla Zeek.

Table 2. Classification of Vasculitis (Fauci, 1978)

Polyarteritis Nodosa
Classic form
Allergic granulomatosis
Overlap syndrome

Hypersensitivity Vasculitis
Serum sickness and similar
Schonlein-Henoch purpura
Essential mixed cryoglobulinemia
Vasculitis associated with malignant tumors
Vasculitis associated with other processes

Wegener Granulomatosis

Lymphomatoid Granulomatosis

Giant Cell Arteritis
Temporal arteritis
Takayasu arteritis

Buerger Disease

Kawasaki Disease

Various Vasculitides

that proposed by Fauci; that classification evolved from
1978 (Table 2) to 2002 (Table 3). The Fauci classification
has important implications for prognosis and treatment,
since it differentiates between predominantly systemic
vasculitic syndromes, hypersensitivity vasculitis limited in
particular to the skin, and polyangiitis overlap
syndrome. 12340 It is worth describing how the classification
of Fauci, reduced to 7 groups of vasculitis (Tables 2 and 3),
has evolved: (1) microscopic polyangiitis (M PA) reappears,
(2) the overlap syndrome between vasculitides in different
groups is recognized, (3) temporal arteritis and Takayasu
arteritis are made independent, (4) Schonlein-Henoch
purpura leaves the group of hypersensitivity vasculitides,
(5) lymphomatoid granulomatosis disappears and is now
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Table 3. Classification of Vasculitic Syndromes (Fauci,
2002)

Generalized Necrotizing Vasculitis
— Polyarteritis nodosa (PAN)
« Classic PAN
 Microscopic polyangiitis
— Churg-Strauss vasculitis
— Polyangiitis overlap syndrome

Wegener Granulomatosis

Temporal Arteritis

Takayasu Arteritis

Schoénlein-Henoch Purpura

Predominantly Cutaneous Vasculitis

(Hypersensitivity Vasculitis)

— With exogenous stimuli
» Drug-induced vasculitis
» Serum sickness and similar reactions
» Vasculitis associated with infectious diseases

— With probable involvement of endogenous antigens
» Vasculitis associated with tumors
» Vasculitis associated with connective-tissue diseases
» Vasculitis associated with other underlying diseases
» Vasculitis associated with congenital defects in the

complement system

Other Vasculitic Syndromes
— Kawasaki disease
— Isolated central nervous system vasculitis
— Thromboangiitis obliterans (Buerger disease)
— Behcet syndrome

considered to be a T-cell lymphoma, within the spectrum
of angiocentric immunoproliferative lesions.*
Surprisingly, this changed radically soon after; in 2005,
Fauci classified the vasculitides as primary and secondary
(Table 4),6 criteria that had been used for decades. In our
opinion, this is a step backwards, although as pointed out

by Hughes,* it has the virtue of simplicity.

Criteria of the 1990 American College
of Rheumatology Classification

The 1990 American College of Rheumatology classification
is shown in Table 5. The classification includes only the 7
most common and best characterized vasculitic diseases. 1434
These criteria identify each vasculitis in an attempt to define
the disease.* Although the criteria served the purpose of
classification and were intended for use in epidemiology,
their high sensitivity and specificity have meant that they
are used by clinicians as diagnostic criteria. The main
limitation is that only 7 types of vasculitis are considered,

Table 4. Vasculitic Syndromes (Fauci, 2005)

Primary

Wegener granulomatosis

Churg-Strauss syndrome

Polyarteritis nodosa

- Microscopic polyangiitis

Giant cell arteritis

Takayasu disease

Schonlein-Henoch purpura

Idiopathic cutaneous vasculitis

Essential mixed cryoglobulinemia

Behcet disease

Isolated CNS vasculitis

Cogan syndrome

Kawasaki disease

Secondary

Drug-induced vasculitis

Serum sickness

Vasculitis associated with other primary diseases
(infections, tumors, connective-tissue diseases)

Abbreviation: CNS, central nervous system.

7 appearing to be a magic number even in the classification
of diseases.*”*8 Rao et al* have even shown how false
vasculitides can meet these criteria.

In our opinion, the American College of Rheumatology
classification causes confusion between hypersensitivity
vasculitis and Schonlein-Henoch purpura, only recognizing
a morphological difference—perivascular or extravascular
granulocytosis (arteriolar or venular)—in the first and
granulocytosis of the vessel wall in the second.

Chapel Hill Consensus Conference

In 1993, a group of experts met in Chapel Hill in North
Carolina, USA, to agree on a classification of the vasculitides,
define each entity, and establish an internationally accepted
nomenclature (Table 6).374°° The system they used for
classification was based on the size of the vessels and the
histopathology findings (well known in the majority of the
classifications), to which they added the presence of ANCA.

Advantages of the Chapel Hill Consensus Conference
(CHCC) classification are as follows: (1) the recognition
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Table 5. Criteria for Classification of Vasculitis: American College of Rheumatology (1990)

Schonlein-Henoch Purpura Age less than 20 years

Palpable purpura

Abdominal pain

Biopsy with granulocytes in the vessels

Wegener Disease Nasal or oral inflammation

Chest radiograph with infiltrates, nodules, or cavities

Microhematuria or red cell casts

Granulomatous inflammation in the biopsy

Churg-Strauss Syndrome Bronchial asthma

Greater than 10% eosinophilia

Neuropathy

Transient pulmonary infiltrates

Paranasal sinus involvement

Biopsy with extravascular eosinophils

Hypersensitivity Vasculitis Age at onset > 16 years

Palpable purpura

Maculopapular rash

Positive biopsy: perivascular or extravascular granulocytes (arteriolar or venular)

Polyarteritis Nodosa Weight loss

Livedo reticularis

Testicular pain

Myalgia or muscle weakness

Mononeuropathy or polyneuropathy

Diastolic blood pressure greater than 90 mm Hg

Elevated blood urea nitrogen or creatinine

Hepatitis B virus

Arteriographic anomalies

Biopsy of a small or medium caliber artery with granulocytes

Giant Cell Arteritis Age > 50 years

(Temporal Arteritis) Recent onset or new characteristics of headache

Hypersensitivity or reduction of pulse in the temporal artery
ESR > 50 mm/h

Compatible biopsy: lymphoplasmacytic infiltrates or granulomatous inflammation

Takayasu Arteritis Age < 40 years

Claudication of the limbs

Weak pulses

Difference of > 10 mm Hg in blood pressure between the arms

Arterial bruit (subclavian or aortic)

Abnormal arteriography (stenosis of the aorta or main branches)

Abbreviation: ESR, erythrocyte sedimentation rate.
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Table 6. Chapel Hill Consensus Conference Classification, 1994

Small-Vessel Vasculitis

Wegener granulomatosis?

Granulomatous inflammation of the respiratory tract and necrotizing vasculitis
in medium and small vessels (capillaries, venules, arterioles, and arteries).
Necrotizing glomerulonephritis is common.

Churg-Strauss syndrome?

Eosinophilic inflammation of the respiratory tract and necrotizing vasculitis
in medium and small vessels associated with asthma and eosinophilia.

Microscopic polyangiitis?

Necrotizing vasculitis with little or no immune deposition, affecting the small
vessels (capillaries, venules, or arterioles). Necrotizing vasculitis may
be present in small or medium arteries. Necrotizing glomerulonephritis
is common and pulmonary capillaritis often occurs.

Schénlein-Henoch purpura

Necrotizing vasculitis with deposits predominantly of immunoglobulin A,
affecting the small vessels (capillaries, venules, or arterioles). Typically
affects the skin, intestine, and renal glomeruli. It is associated with
arthralgia or arthritis.

Essential cryoglobulinemic
vasculitis

Vasculitis with cryoglobulin deposits, affecting the small vessels (capillaries,
venules, or arterioles), and with cryoglobulins present in the serum.
The skin and glomeruli are often affected.

Cutaneous leukocytoclastic angiitis

Cutaneous leukocytoclastic angiitis without systemic involvement
or glomerulonephritis.

Medium-Vessel Vasculitis

Classic polyarteritis nodosa

Necrotizing inflammation of the medium and small arteries without
glomerulonephritis or vasculitis of the arterioles, capillaries, or venules.

Kawasaki disease

Arteritis of large, medium, and small vessels, associated with mucocutaneous
lymph node syndrome. The coronary arteries are often affected.
The aorta and veins can also be involved. Usually occurs in children.

Large-Vessel Vasculitis

Giant cell (temporal) arteritis

Granulomatous arteritis of the aorta and its main branches with a preference
for the extracranial branches of the carotid. Often affects the temporal artery
in patients older than 50 years and is associated with rheumatic polymyalgia.

Takayasu disease

Granulomatous inflammation of the aorta and its main branches that usually

occurs in patients older than 50 years.

aVasculitis associated with antineutrophil cytoplasmic antibodies.

that MPA exists as a distinct entity and its distinction from
PAN and Wegener granulomatosis, (2) emphasis on the
group of small-vessel vasculitides associated with ANCA
(MPA, Churg-Strauss, and Wegener). The disadvantages,
summarized by Zea-Mendosa and Balsalobre-Aznar,' are
as follows: (1) MPA is overemphasized and PAN is relegated
to regions in which HBV is endemic; (2) the definition of
classic PAN, without glomerulonephritis or small-vessel
vasculitis, means that classic PAN with skin involvement,
although common, would be reclassified as MPA; (3) it does
not consider the clinical finding that an initial MPA can
progress to Wegener disease; (4) hypersensitivity vasculitis
as defined in the American College of Rheumatology
classification (1990) is referred to in the CHCC classification

as cutaneous leukocytoclastic angiitis, a source of confusion
generated by using a histopathological abnormality as a
clinical entity—the CHCC classification eliminated the term
hypersensitivity vasculitis because in many cases there is no
hypersensitivity, and although it was changed to cutaneous
leukocytoclastic angiitis, due to the typical restriction to the
skin and the predominant neutrophilic infiltrate, it does not
recognize the etiology involving predominantly lymphocytic
infiltrates seen in a minority of patients’; (5) up to 10% of
leukocytoclastic vasculitis can display systemic visceral
complications; and (6) the classification is incomplete, as it
fails to include secondary vasculitis.

It is noteworthy, in our opinion, that Churg-Strauss
syndrome and Wegener disease are classified as small-
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vessel vasculitis. It is not very acceptable, even with the
CHCC criteria, to consider not the largest vessels but
rather those in greater proportion. Finally, the group
containing vasculitis associated with ANCA should also
include primary pauci-immune crescentic
glomerulonephritis, which was not admitted in the CHCC
classification and is really a vasculitis of the glomerular
capillaries with positive ANCA.*!

Nevertheless, the CHCC classification was important
and represented a valid starting point for new perspectives
on the classification of vasculitis.’!

Other Classifications Derived From the
American College of Rheumatology and
the Chapel Hill Consensus Conference
Classifications

We can only outline the 3 most important later
classifications. Alarcén Segovia®? presented the vasculitides
in order of the largest affected vessel, but specified the
type and size of the inflamed vessels and distinguished
between primary and secondary entities. Lie® classified
vasculitis as infectious and noninfectious and included an
interesting category of pseudovasculitis. Watts and Scott™
attempted to resolve some of the problems of the CHCC
classification and separated MPA, Wegener granulomatosis,
and Churg-Strauss vasculitis from the group of small-
vessel vasculitides, and distinguished between primary and
secondary vasculitis.

Recent Additions

Marafién® stated that “a few carefully studied patients can
be the source of new knowledge.” As we have seen in the
historical roots of vasculitis, a single case or a small group
of cases can give rise to or suggest a new entity. Solans and
Cid-Xutgla®® described a 41-year-old man with fever of
unknown origin and headache in whom temporal artery
biopsy revealed adventitial inflammation and inflammation
of the vasa vasorum, along with involvement of the
surrounding small vessels, suggesting a distinct or previously
undescribed type of vasculitis. Such a possibility would
further add to the difficulties of classifying vasculitis.>’

The Definitive Classification?

John H Stone® performed quite a juggling act to generate
a classification based essentially on the size of the vessels
within the larger categories of primary and secondary
vasculitis. This may be artificial, particularly in the inclusion
of vasculitis associated with ANCA and small-vessel

Table 7. Classification of Vasculitis (Stone, 2005)

Primary Vasculitis

Vasculitis Predominantly Affecting the Large Vessels

Takayasu arteritis
Giant cell arteritis
Cogan syndrome
Behcet disease

Vasculitis Predominantly Affecting the Medium Vessels

Polyarteritis nodosa

Buerger disease

Kawasaki disease

Primary central nervous system angiitis

Vasculitis Mediated by Immunocomplexes
and Predominantly Affecting the Small Vessels

Goodpasture disease

Cutaneous leukocytoclastic angiitis
Schonlein-Henoch purpura
Hypocomplementemic urticarial vasculitis
Essential mixed cryoglobulinemia
Erythema elevatum diutinum

Vasculitis Associated With ANCA

Wegener granulomatosis
Microscopic polyangiitis
Churg-Strauss syndrome
Renal-limited vasculitis

Secondary Vasculitis

Diverse Causes of Small-Vessel Vasculitis

Connective-tissue diseases

Inflammatory bowel diseases

Tumors

Infections

Drug-induced vasculitis: associated with ANCA
Others

Abbreviation: ANCA, antineutrophil cytoplasmic antibodies.

vasculitis mediated by immunocomplexes (Table 7).°
Classifications of vasculitis that are of use in clinical practice
have recently been developed.®*

Unresolved Problems: Leftover
Vasculitides

Polyangiitis Overlap Syndrome

Polyangiitis overlap syndrome is not considered in the
classification proposed by Stone.’ It includes atypical
forms of primary vasculitis that do not fit in any of the

known vasculitides. We have proposed the types shown
in Table 8.245859
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Table 8. Vasculitic Overlap Syndromes

Polyangiitis

— Intermediate syndromes in the group of PAN-type
systemic vasculitis (idiopathic classic PAN
and Churg-Strauss angiitis)

— Combinations of major vasculitic syndromes

+ PAN or Churg-Strauss syndrome associated with
hypersensitivity vasculitis.

» Wegener granulomatosis associated with PAN
or Churg-Strauss syndrome

» Giant cell arteritis associated with PAN, Churg-Strauss
syndrome, or hypersensitivity vasculitis.

* Others
Undifferentiated or difficult to classify vasculitis

Abbreviation: PAN, Polyarteritis nodosa

Recurrent Vasculitis

Recurrent vasculitis is a relatively unexplored area. The rate
of recurrence is highly variable from one type of vasculitis
to another and ranges from 25% to 52% of cases.®® It is
noteworthy that in our experience with 16 cases of Churg-
Strauss syndrome, none displayed relapse in the vasculitic
phase, suggesting that is could be considered a “one-shot”
disease.0162

Residual Vasculitis

Vasculitic scars and their possible long-term clinical
consequences (coronary, renal, or cerebral arteriosclerosis,
hypertension, chronic liver disease, residual neuropathy,
organ failure, etc) is a little-studied area that may have
repercussions on the morbidity and mortality of vasculitis.®

Pseudovasculitis

Pseudovasculitis refers to entities that mimic vasculitis from
a clinical, angiographic, or even histological
perspective.®*364% Failure to recognize these diseases can
lead to incorrect and often delayed diagnosis.

Classic Polyarteritis Nodosa: Still More
Branches to Come

Most cases of PAN are of unknown etiology. It is likely
that the current definition of idiopathic PAN does not
correspond to a single entity but rather still includes various
different entities.’

Cutaneous Vasculitis

Cutaneous forms of vasculitis (leukocytoclastic, lymphocytic,
and granulomatous vasculitis, cutaneous vasculitis secondary
to vasculitis obliterans, and large-vessel vasculitis) is still
the subject of much debate.®

The Future

It is worrying that despite many advances in the
understanding of the etiology and pathogenesis and in
diagnosis based on laboratory findings and imaging studies,*”
the classification of vasculitis is still unresolved.’” There is
still no complete or definitive classification of vasculitis.
The classification of vasculitis will continue to evolve because,
as affirmed by Wagensberg,” scientific truth is only the
current or provisional truth, and science is a succession of
truths.

The ideal classification is based on etiological criteria,
and therefore, in the future a more accurate understanding
of the causes and treatment of vasculitis will lead to the
disappearance of the classifications reviewed here.

Conclusions

1. The classifications of vasculitis remain provisional.

2. There is no universally satisfactory classification.

3. Early and accurate diagnosis is nevertheless genuinely
important for the prognosis and treatment of the disease.

4. Regular meetings of experts are required.

5. The complicated classifications of vasculitis will disappear
when the etiology and treatment of each entity is
understood.
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