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Abstract
Background Primary angiitis of the CNS (PACNS) is a process causing variously combined neurological disturbances. Its rarity
and kaleidoscopic presentation make it difficult to diagnose and even to suspect.
Objective (1) To provide an up-to-date review on PACNS and (2) to create a preliminary screening algorithm based on clinical
and radiological first-level data, useful to suspect PACNS and guide further investigations.
Methods Review of PUBMED case series on PACNS, published from 2002 to 2017, collection of frequencies of clinical and
neuroimaging features and calculation of median values. Classification of features as “major” or “minor” if frequency was higher
or lower than median value. Combination of features in sets of criteria represented by all possible combinations of major and
minor clinical and neuroradiological features. Application of criteria to published PACNS case reports and selection of the ones
best identifying patients with definite PACNS.
Results We reviewed 24 case series. “Major” clinical features were headache, stroke, cognitive impairment, focal neurological
deficits; “minor” were seizures, altered consciousness, psychiatric disorders. “Major” neuroradiological features were multiple
parenchymal lesions, parenchymal/meningeal contrast enhancement, magnetic resonance angiography vessel abnormalities,
vessel wall enhancement; “minor” were parenchymal/subarachnoid hemorrhage, single parenchymal lesion. The selected sets
of criteria able to identify all PACNS patients were (1) one clinical (major/minor) + one major neuroradiological feature; and (2)
Two clinical (≥ 1 major) + one minor neuroradiological feature.
Conclusion Our review provides a detailed clinical/neuroradiological picture of PACNS. The proposed algorithm should be
regarded as a preliminary screening tool to move the first steps towards PACNS diagnosis that needs validation.

Keywords PACNS . CNS vasculitis . Magnetic resonance imaging . Cerebral angiography . Primary angiitis of the CNS

Introduction

Primary angiitis of the central nervous system (PACNS) is a
rare form of vasculitis affecting only CNS blood vessels, with
no evidence of vasculitis in other organs and systems [1].
Recognized for the first time in the 1950s [1], it has been
poorly described until 1988, when Calabrese and Mallek pro-
posed their diagnostic criteria [2], requiring the presence of an
otherwise unexplained neurological or psychiatric deficit, the
presence of either classic angiographic or histopathological
features of angiitis of the CNS, and no evidence of systemic
vasculitis or any other disorder that could cause or mimic the
angiographic or pathological features of the disease.

The first large case series dates back to 2007, when
Salvarani et al. published a retrospective study on 101 patients
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[3]. Even though in the last decade attention to this nosolog-
ical entity has risen, it still remains a rare and poorly described
disease.

Patients with PACNS can present with non-specific neuro-
logical disorders and symptoms, such as ischemic or hemor-
rhagic stroke, cognitive impairment, headache, seizures, and
psychiatric disorders [1]. If untreated, PACNS can progress,
leading to moderate-severe disability or even death, while, if
recognized and treated early, complete recovery may occur.
For this reason, early diagnosis and treatment are mandatory
[4].

The rarity of this disease, its non-specific clinical presenta-
tion, and the lack of validated diagnostic tests, however, make
it difficult both to diagnose and suspect [1, 4].

The aims of this study are (1) to provide a detailed review
of the literature on this subject and (2) to create a preliminary
screening algorithm to suspect PACNS, based on neurological
clinical features and non-invasive neuroradiological signs.
This could subsequently help in the selection of patients
who deserve further and more invasive investigations such
as cerebral angiography, lumbar puncture, and cerebral
biopsy.

Methods

Phase A: case series narrative review PubMed case series pub-
lished between 2002 and 2019 were reviewed in order to
examine patients’ clinical (neurological) and neuroradiologi-
cal characteristics. Search terms were “primary angiitis of the
CNS,” “PACNS,” and “CNS vasculitis”. All case series pub-
lished in English and reporting at least 3 adult patients with a
diagnosis of PACNS were included. The frequencies of neu-
rological and non-invasive neuroradiological features reported
on each article were collected. The overall frequency of each
feature, derived from pooled data of all studies, was
calculated.

Phase B: classification of clinical and neuroradiological fea-
tures as “major” or “minor” Median frequency value of clini-
cal and neuroradiological features was calculated. Major fea-
tures were the ones whose frequency was higher or equal to
the median value, while minor features were the ones whose
frequency was lower than the median value.

Phase C: combination of features in sets of screening criteria
All possible combinations of major and minor clinical and
neuroradiological features were identified.

Phase D: elaboration of the screening algorithm All literature
case reports of adult patients with an already definite diagnosis
of PACNS, according to the Calabrese and Mallek [2] criteria,
written in English and published from 2011 to 2017, were

searched for on PubMed. The sets of criteria elaborated in
Phase C were applied to these case reports, and the ones iden-
tifying patients affected by PACNS were chosen as PACNS
preliminary screening criteria.

Results

Phase A: case series review

We found 24 case series [1, 3, 5–28], amounting to a total of
585 patients with a diagnosis of PACNS, 41% biopsy proven.
No duplications of patients were included. The overall fre-
quency of clinical and neuroradiological features is shown in
Table 1. Tables 2, 3, 4, and 5 display the clinical and neuro-
radiological features of each case series in detail.

Neurological clinical features (Tables 1 and 2) Headache was
present in 57.1% (320/560) of patients, cognitive impairment
in 42.7% (190/445), stroke or transient ischemic attack (TIA)
in 44.4% (96/216), and a focal neurological deficit (such as
hemiparesis, aphasia, ataxia, or visual symptoms) in at least
60.3% of patients (≥ 340/564). Moreover, seizures were re-
ported in 26.9% (144/536), confusion or impaired level of
consciousness in 30.6% (67/219), and psychiatric or mood
disorders in 20.9% (31/148) of patients.

MRI (Tables 1 and 3) MRI was performed in 558 patients and
showed multiple, usually not otherwise specified, parenchy-
mal lesions in 68.3% (228/334) of patients and single paren-
chymal lesion in 11.7% (26/222). Intraparenchymal or sub-
arachnoid hemorrhage was observed in 16.6% (78/380) of
patients.

In two cases (Salvarani et al., 2015 [20] and De Boysson
et al., 2017 [23]), MRI was performed, but the frequency of
specific features was reported only in previous papers based
on the same population (Salvarani et al., 2007 [3] and De
Boysson et al., 2014 [24]); we referred to those papers to
calculate their frequency.

Data concerning contrast enhancement were given for 425
patients: 198 (46.6%) showed parenchymal or meningeal con-
trast enhancement.

Black blood MRI (Tables 1 and 3) Only two studies (Kuker
et al. [7] and Pfefferkorn et al. [13]) reported data on this new
MRI technique. Vessel wall contrast enhancement was found
in 85% (17/20) of patients.

MRA (Tables 1 and 4)MRAwas performed in 346 patients and
showed vessel abnormalities (such as single or multiple ste-
noses, occlusion) in 68.2% (240/352) of patients.
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Phase B: classification of features as major and minor

1. Median of frequencies for clinical features: 42.7%
2. Median of frequencies for neuroradiological features:

46.6%
3. Classification of features in “major” and” minor” (fre-

quencies shown in Table 1):

& Major clinical features (≥ 42.7%): Headache, stroke,
cognitive impairment, and focal neurological deficits

& Minor clinical features (< 42.7%): Seizure(s), altered
level of consciousness, and psychiatric disorders

& Major neuroradiological features (≥ 46.6%):
Multiple parenchymal lesions, parenchymal or men-
ingeal contrast enhancement, vessel abnormalities
(single or multiple stenoses/occlusion), and vessel
wall contrast enhancement

& Minor neuroradiological features (< 46.6%):
Parenchymal or subarachnoid hemorrhage and single
parenchymal lesion

Phase C: combination of features in sets of criteria

All the possible combinations of these features were:

A. One clinical (major or minor) + one major neuroradio-
logical feature

B. Two clinical (at least one major) + one minor neuroradio-
logical feature

C. One major clinical + two minor neuroradiological
features

D. One major clinical + one minor neuroradiological feature
E. Two major clinical + one minor neuroradiological feature
F. One minor clinical + two minor neuroradiological

features
G. One minor clinical + one minor neuroradiological feature

Phase D: elaboration of the screening algorithm

Thirty-two case reports of adult patients with a definite diag-
nosis of PACNS, according to the Calabrese and Mallek
criteria [2] (29 biopsy proven), published in English from
2011 to 2017, were found on PubMed. The application of
the previously mentioned sets of criteria to the 32 case reports
is shown on Table 5. The first two combinations (A and B)
were found to be verified in all patients with PACNS.

A screening algorithm is then developed (Fig. 1).
According to it, PACNS should be preliminary suspected if
patients have: (1) one clinical feature (major or minor) asso-
ciated with one major neuroradiological feature or (2) two
clinical features (at least one major) associated with one minor
neuroradiological feature. No better explanation for the pre-
senting complaint should be found.

Table 1 Summary of clinical and
neuroradiological data CLINICAL FEATURES (n = 585)

Headache 320/560 (57.1%)

Cognitive impairment 190/445 (42.7%)

Stroke/TIA 96/216 (44.4%)

Focal neurological deficits ≥ 340/564 (≥ 60.3%)

Seizure 144/536 (26.9%)

Impaired level of consciousness 67/219 (30.6%)

Psychiatric/mood disorders 31/148 (20.9%)

MRI (n = 558 patients)

Multiple lesions 228/334 (68.3%)

Single lesion 26/222 (11.7%)

Infarction 280/445 (62.9%)

Intraparenchymal or subarachnoid hemorrhage 78/380 (20.5%)

ENHANCED MRI (n = 425 patients)

Parenchymal or meningeal contrast enhancement 198/425 (46.6%)

Black blood MRI (n = 20 patients)

Vessel wall contrast enhancement 17/20 (85%)

MRA (n = 352 patients)

Vessel abnormalities 240/352 (68.2%)
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Discussion

PACNS suspicion and diagnosis are challenging for the
low specificity of both neurological and neuroimaging
signs, its kaleidoscopic presentation, and the poor knowl-
edge of the disease. Even though the disease is severe and
potentially fatal, early recognition and treatment sensibly
change its natural history, reducing morbidity and mortal-
ity [20].

To the best of our knowledge, this is the first study that
provides a detailed review of all literature available on
PACNS and the first to propose an operational tool to be used
in clinical practice to answer the question: “When should I
suspect PACNS?”

Our revision confirms the heterogeneous and non-specific
clinical presentation of PACNS. Some symptoms are more
frequent, like headache, altered cognition, and persistent neu-
rologic deficits [60], while others are probably underreported,
such as anxiety, depression, mood changes, and insomnia
[61]. One feature which leads to suspect PACNS is the tem-
poral evolution. Some patients may present with clinical wors-
ening, and others may present within a short-time interval with
new multiple acute lesions on brain MRI.

Considering that headache is a widespread complaint in
the general population and that it is associated with many
neurological disorders, it would be of help to be able to
better define the characteristics of headache that could
lead to suspect vasculitis. In PACNS case series, no de-
tailed description is given. In PACNS case reports, no

univocal nor specific pattern is reported; headache is often
described as subacute or chronic with insidious onset,
dull, diffuse, sometimes intermittent, worsening with
time, sometimes migraine-like, and with a wide range of
severity usually of mild-to-moderate intensity. In patients
already suffering of headache, it is described as changed
from that usually experienced. In the tumor-like form of
PACNS, headache can be acute, violent, and associated
with vomiting. Headache of the thunderclap variety is
extremely rare in PACNS, thus helping in distinguishing
it from other neurological conditions that can mimic its
clinical picture, such as subarachnoid hemorrhage or re-
versible cerebral vasoconstriction syndrome. It lacks how-
ever clear-cut characteristics [62] and should point to vas-
culitis; when it is associated with the imaging markers, we
have selected based on our review and proposed with our
algorithm.

Unlike systemic vasculitis, fever, night sweats, weight loss,
and other constitutional symptoms are uncommon in PACNS
(Salvarani, 2015).

Since there are no serologic tests with even moderate
sensitivity or specificity for PACNS, serologic tests are
mainly useful to rule out alternative diagnoses, such as
infection, other systemic autoimmune diseases, or malig-
nancy. Erythrocyte sedimentation rate and C-reactive
protein are typically normal in PACNS [3, 20]; thus,
elevated inflammatory marker levels should heighten
suspicion for a diagnosis other than PACNS [63].
When prompted by the clinical picture, other important

Fig. 1 Clinico-radiological screening algorithm
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tests to rule out secondary causes of CNS vasculitis
include [60, 63, 64]:

– Autoantibody panels for systemic vasculitis and autoim-
mune systemic diseases (antinuclear antibodies, anti-
extractable nuclear antigens antibodies, antineutrophil cy-
toplasmic antibodies, antiphospholipid antibodies, rheu-
matoid factor).

– Serological tests for infectious causes of systemic vascu-
litis (these should include serology for varicella-zoster
virus, mycobacteria, syphilis, human immunodeficiency
virus, and fungi).

– Lumbar puncture (in PACNS cerebrospinal fluid findings
are non-specific; common findings include mild-to-
moderate lymphocytic pleocytosis and/or elevated pro-
tein with normal glucose; still a lumbar puncture may
be useful in ruling out VZV-associated CNS vasculitis
and other infectious etiologies and malignancy).

Some limitations have to be addressed, related both to the
quality of the studies we reviewed and to the methodology we
used in creating the algorithm.

Regarding the studies reviewed, case series published until
today show a number of critical points:

1. Most studies are retrospective and may be subjected to
recall bias.

2. Many studies report that multiple neurological symptoms
are often coexisting, but they never give a definite and
univocal picture of PACNS. For example, which symp-
toms are the most frequent and which are the earliest to
appear is not specified.

3. Many studies include “focal neurological deficits” as part
of the clinical picture of PACNS, but no data are given as
to their type of onset nor to their evolution in time.

4. Data concerning imaging techniques are not uniform
since in older studies some of them were not available.

Some studies have shown that black blood imaging can
non-invasively visualize vessel wall thickening and enhance-
ment patterns helping differentiate vasculitis from other
causes of vasculopathy, such as atherosclerosis. In an athero-
sclerotic lesion, vessel wall thickening and enhancement are
usually eccentric, while in vasculitis the wall thickening and
enhancement are usually concentric, homogenous, and in a
long portion of the vessel. However, the presence of enhance-
ment of vessel wall as a clue to vasculitis is a relatively newly
acquired knowledge, and although promising, the number of
cases studied with such technique up to date is extremely low,
and their diagnostic validity remains unproven. We catego-
rized it as a “major neuroradiological feature”, but further
studies more closely estimating its predictive value are neces-
sary. Similarly, 3T MRI, a promising non-invasive technique

that could increase intracranial stenosis and vessel wall thick-
ening visualization, has been introduced only in 2010, and by
now it is still not available in most clinical centers around the
world.

5. The nature of the parenchymal lesions seen on MRI is
often not specified in case series. They might be related
to white matter lesions, acute or chronic infarcts, and
chronic bleedings.

All these factors could have influenced the estimation of
the frequency of single features used to elaborate our
algorithm.

Regarding the methodology of our study, the following
concerns emerged:

1. The total percentage of “focal symptoms” we provide
might be underestimated, since, as stated above, some
studies only reported the frequency of specific deficits,
but not their combination in each patient. For those stud-
ies, we decided to consider the deficit with the highest
percentage, aware of the fact that patients with isolated
different deficits might be lost.

2. Our literature review highlighted that some symptoms and
some neuroradiological signs recurred in most of the stud-
ies, suggesting that they should be weighted more than
others when suspecting PACNS. This led to the idea of
categorizing clinical and neuroradiological features as
“major” or “minor.” The subsequent step was to combine
clinical and radiological signs to provide “screening
criteria,” whose application to case reports with a definite
diagnosis of PACNS led to select two combinations ca-
pable of identifying each of them. The two selected com-
binations were (A) one clinical feature that could be major
or minor associated to one major neuroradiological fea-
ture and (B) two clinical features (at least one major)
associated to one minor neuroradiological feature. These
criteria have the advantage that when the clinical aspect is
weaker, it has to be associated to a stronger neuroradio-
logical finding to lead to vasculitis suspicion and vice
versa.

3. Having searched among patients with diagnosed PACNS
in literature, the application of a set of criteria derived
from such cases, without external or internal validation,
might have some methodological issues. In particular,
through reverse causality, some features might seem high-
ly specific, although they might also be present in
suspected, not-confirmed PACNS cases. Criteria should
have been elaborated to differentiate and identify PACNS
having a control group. A case-control study comparing
cases classified using such criteria with cases with brain
involvement by systemic vasculitis should be in order.
However, given the rarity and the diagnostic difficulties
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preventing diagnosis of clinicopathologically definite dis-
ease, either external or internal validation look hard at
present. The only type of validation that could be done
is through a Delphi method, based on an approval ques-
tionnaire circulated across the major neurovascular ex-
perts worldwide.

4. As PACNS is a rare disease, we tried to elaborate a sen-
sitive more than a specific algorithm. This could, in some
cases, lead to perform invasive investigations in patients
who do not actually need them.With the increasing use of
newer imaging techniques, the specificity of this tool will
likely increase.

From our literature review, two aspects of the clinical pic-
ture emerged: firstly, the above described ‘focal neurological
deficits’ in the absence of a clearly reported history of stroke,
suggest that their onset may not always be acute. A different
type of onset could be the result of a difference in the size of
vessels affected, i.e. large vessel vasculitis could more easily
lead to stroke-like presentation, whereas inflammation of
smaller vessels could be related to less acute onsets or more
diffuse symptoms, such as cognitive impairment, in some
cases due to mass effect or slowly developing tissue
inflammation.

Secondly, different types of visual disturbances (blurred
vision, diplopia, visual field defects, scotomata) are frequently
reported. It could be of interest to better investigate this aspect
of the clinical presentation, to understand whether it is related
to areas more vulnerable to vasculitic insults, and why.

Regarding neuroradiological features, we found that hem-
orrhage of any type (intraparenchymal and/or subarachnoid) is
not as frequent as one would expect considering the presence
of diffuse vascular damage. Some subtypes of PACNS, such
as cerebral amyloid angiopathy-related inflammation
(CAARI) , might be more l iable to hemorrhage.
Differentiation of these forms would be of help to weigh the
risk to benefit ratio of secondary prevention antithrombotic
therapy.

The algorithm we propose should be interpreted as a pre-
liminary first step in the PACNS diagnostic process, not as a
conclusive diagnostic tool. It needs to be validated on a large
cohort of patients with PACNS diagnosed according to the
Calabrese and Mallek criteria [2], or better yet, only on
biopsy-proven PACNS cases. If validated, it is meant to be
used to early suspect the disease and to appropriately screen
patients who deserve to be further studied with invasive inves-
tigations. This could help to speed diagnosis and therapy and
even to prevent disability.
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