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Abstract: Childhood-onset Takayasu arteritis (TA) is a rare, heterogeneous disease with limited
diagnostic markers. Our objective was to identify and classify all candidates for biomarkers of TA
diagnosis in children reported in the literature. A systematic literature review (PRISMA) of MEDLINE,
EMBASE, Wiley Cochrane Library, ClinicalTrias.gov, and WHO ICTRP for articles related to TA in the
pediatric age group between January 2000 and August 2023 was performed. Data on demographics,
clinical features, laboratory measurements, diagnostic imaging, and genetic analysis were extracted.
We identified 2026 potential articles, of which 52 studies (81% case series) met inclusion criteria. A
total of 1067 TA patients were included with a peak onset between 10 and 15 years. Childhood-
onset TA predominantly presented with cardiovascular, constitutional, and neurological symptoms.
Laboratory parameters exhibited a low sensitivity and specificity. Imaging predominantly revealed
involvement of the abdominal aorta and renal arteries, with magnetic resonance angiography (MRA)
being the preferred imaging modality. Our review confirms the heterogeneous presentation of
childhood-onset TA, posing significant challenges to recognition and timely diagnosis. Collaborative,
multinational efforts are essential to better understand the natural course of childhood-onset TA and
to identify accurate biomarkers to enhance diagnosis and disease management, ultimately improving
patient outcomes.

Keywords: Takayasu arteritis; childhood vasculitis; pediatrics; biomarkers; diagnosis; disease
activity; review

1. Introduction

Takayasu arteritis (TA) is a granulomatous inflammatory large-vessel vasculitis that
primarily affects the aorta and its major branches, as well as the coronary and pulmonary
arteries. This inflammation, if left untreated, can lead to segmental stenosis, occlusion,
dilatation, and/or aneurysms of the affected arteries. While TA is the most common
form of large-vessel vasculitis in children, epidemiological data on childhood-onset TA
are limited and vary based on geographical location [1,2]. The diagnosis of TA relies on
the combined evaluation of clinical features, various imaging modalities, and laboratory
findings [3]. Unfortunately, there is often a significant delay in diagnosing childhood-
onset TA. Large-vessel vasculitis is a hidden disease manifesting as systemic features and
organ dysfunction due to ischemia and/or inflammation. Health care providers may
lack familiarity with its clinical presentation due to its rarity, and the disease commonly
manifests with nonspecific systemic symptoms that resemble those of other, more prevalent
conditions. Additionally, the variable localization and extent of the vessel inflammation
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can lead to significant variation in clinical symptoms. Nevertheless, improving disease
outcomes depends on a rapid and accurate diagnosis as well as a careful monitoring
of disease activity. The recognition of increased inflammatory disease activity may be
mitigated by timely intervention with targeted immunosuppressive agents.

Patient outcomes are closely related to the duration and extent of vasculitis, making
early recognition and diagnosis critical. In clinical practice, our aim is to select the optimal
treatment for each patient, one that effectively induces and maintains disease remission
while limiting adverse side-effects. To achieve this, there is an urgent need for biomarkers
that can help diagnose and monitor the disease process. The term “biomarker” encom-
passes a broad subcategory of medical indications that can be accurately and consistently
measured. In childhood TA, we commonly combine biomarkers including demographics,
clinical features, laboratory findings, genetic information, and imaging findings to facilitate
early diagnosis and the subsequent monitoring of disease flares.

Traditional inflammatory markers like C-reactive Protein (CRP) and erythrocyte sedi-
mentation rate (ESR) are commonly tested and reported at diagnosis, yet their sensitivity
and specificity in detecting disease activity remain uncertain [4-6]. Abnormalities in com-
plete blood count (CBC) parameters such as anemia or thrombocytosis are commonly
observed in chronic inflammation but appear to lack sensitivity and specificity. Although
novel laboratory markers for diagnosing TA and monitoring disease activity are currently
undergoing extensive investigation, they have not yet been integrated into routine clinical
practice [7,8]. Additionally, imaging plays a pivotal role in childhood-onset TA, not only
for diagnosis and assessing disease activity but also for guiding management and clinical
care [9-11]. Lifelong follow-up necessitates noninvasive imaging techniques with minimal
radiation exposure.

Limited biomarker data exist in childhood TA due to low patient numbers and lack a
uniform approach, making it difficult to generalize the existing data. The aim of this review
was to characterize the clinical, laboratory, and imaging presentation of childhood-onset
TA, and to identify and classify potential biomarkers that have been investigated and
reported in the literature to date. By consolidating current knowledge, this review aims
to inform future prospective research, ultimately enhancing patient care and outcomes in
childhood-onset TA.

2. Materials and Methods

The systematic review was conducted and reported in accordance with the Preferred
Reporting Items for Systematic reviews and Meta-Analyses guidelines (PRISMA 2020) [12].

2.1. Search Strategy

An experienced academic librarian conducted an electronic, language-unrestricted
search from each database’s inception to 15 August 2023. Databases included Ovid MED-
LINE, Ovid EMBASE, Wiley Cochrane Library, ClinicalTrias.gov, and WHO ICTRP. Refer-
ence lists of relevant papers were manually screened for additional studies. Search terms
were used to identify all articles related to childhood-onset TA. Our search was limited to
the pediatric age group (0 to 18 years) and included all studies published after 2000 (extend-
ing our research period due to the rarity of TA). The detailed search strategy is presented
in the Supplementary Material.

2.2. Selection Criteria

The review included original prospective and retrospective studies that reported
data on the diagnosis of Takayasu’s arteritis in children. Given the rarity of this disease
in childhood, the majority of our data were extracted from observational studies and
case series. We excluded duplicated studies, case series with fewer than 3 cases, reviews,
conference abstracts, posters, letters, and articles focusing solely on the treatment of TA.
Additionally, we excluded articles on TA in adults or mixed cohorts if the extraction of data
specifically related to children was not feasible. Articles written in languages other than
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English were also excluded from our analysis. Refer to the PRISMA flow diagram for our
study selection process (Figure 1).

Studies from databases/registers (n = 2026)

References removed (n = 69)
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Figure 1. Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) flow diagram.

2.3. Data Extraction

The Covidence data management software (www.covidence.org) was used to screen
and review eligible articles. Title and abstract screening were performed independently
by three authors (LP, LH, and MT). Studies selected for full-text screening were further
evaluated for eligibility based on inclusion and exclusion criteria, with this process inde-
pendently performed by the same three investigators. Conflicts were resolved through
discussion between investigators. Data extraction was performed by LP using a standard-
ized form through the Covidence program, after which MT checked the data for correctness
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and completeness. Descriptive data extracted from each study included demographic
data, clinical features, laboratory measurements, diagnostic imaging, and genetic analysis
(if performed).

2.4. Quality Assessment

The quality of observational studies and case series was assessed using the Oxford
2011 Levels of Evidence. LP conducted the assessment with verification by MT [13].
Discrepancies were resolved through discussion between investigators.

2.5. Statistical Analysis

Data were captured in a designated research database. Descriptive analyses were
performed in Excel (Version 6.86) and R (Version 2023.12.0+369). For most variables,
we used the sum of cases from studies reporting on the variable. Consequently, the
denominator in the proportions depended on the studies reporting on a given variable.

3. Results
3.1. Study Characteristics
3.1.1. Included Studies

The PRISMA flow diagram depicts the different phases of this systematic review
(Figure 1). We identified 2026 articles published between 2000 and 2023 that met our
inclusion criteria. After removing duplicates, 1957 unique publications were screened.

3.1.2. Characteristics of Included Studies

We excluded 1605 articles based on title and abstract screening. Following full-text
screening, an additional 300 articles were excluded for the following reasons: mixed cohort
(n = 154), fewer than three pediatric cases (1 = 39), adult population (n = 27), non-English
language (n = 20), conference abstract/poster/letter (n = 20), topic focused on treatment
of TA (n =19), overlapping cohorts (1 = 9), case report with fewer than three cases (n = 5),
topic not focusing on TA (n = 3), review (1 = 2), wrong outcome (n = 1), and protocol/trial
design (n =1).

All studies included for analysis (1 = 42) were non-controlled case series published
after 2000, mostly retrospective (95%) [14-55]. These studies were primarily conducted
in China (n = 11), India (n = 8), Turkey (n = 6), and the USA (n = 5). The remaining studies
(n = 10) did not contain extractable data and were therefore not included in
the analysis [56-65].

3.1.3. Quality Assessment

The quality of all included studies met the standards of the Oxford 2011 Levels of
Evidence [13]. As all articles were case series, they qualified for Level 4 evidence.

3.2. Demographics

In total, 1067 pediatric patients diagnosed with TA were reported across 42 origi-
nal publications. The diagnosis was based on the most recent EULAR/PRINTO/PRES
criteria [3] in 52.4% of studies (or 79% of studies performed after publication of EU-
LAR/PRINTO/PRES criteria) [15,17,19-21,23,24,29,30,37-41,45-49,51,53,55], while oth-
ers [14,16,25,26,28,31-35,43] used ACR criteria [66] and/or EULAR/PRES criteria [67].
The EULAR/PRINTO/PRES criteria mandate angiographic abnormalities of the aorta or
its main branches, in combination with at least one of the following features: (a) decreased
peripheral artery pulse(s) and/or claudication of extremities, (b) blood pressure difference
>10 mmHg, (c) bruits over the aorta and/or its major branches, (d) hypertension (related to
childhood normative data), and (e) increased acute-phase reactants (ESR above 20 mm/h
or CRP above normal). The ACR criteria require at least three of the following criteria:
(a) age at disease onset <40y, (b) claudication of extremities, (c) decreased brachial artery
pulse, (d) blood pressure difference >10 mmHg, (e) bruits over subclavian arteries or aorta,
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and (f) angiographic abnormalities. The EULAR/PRES criteria necessitate angiographic
abnormalities of the aorta or its main branches, in combination with at least one of the fol-
lowing features: (a) decreased peripheral artery pulse(s) and/or claudication of extremities,
(b) blood pressure difference >10 mm Hg, (c) bruits over aorta and/or its major branches,
and (d) hypertension (related to childhood normative data).

Figure 2 illustrates the distribution of mean or median age at symptom onset
(n =502) and at diagnosis (n = 464). The mean or median age could not be calculated, due
to the absence of individual patient data. However, Figure 2 shows an age distribution
between 10 and 15 years, with cases occurring across all ages, even as early as 1.5 months.
A significant delay between symptom onset and diagnosis was observed, ranging from
0 to 20 months (n = 676) with a maximum delay of 264 months (Figure 2). Additionally,
there was a predominance of females among childhood-onset TA, with female patients
accounting for 72% (n = 1038) [14-32,34,35,37,38,40-55].
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Figure 2. Demographics at presentation. (a) Age at symptom onset (years) [15-19,21,23,26,28—
30,32,35,37,40-45,47,48]; (b) age at diagnosis (years) [14,18,20-22,24,25,27,30,31,33,38,40,46-54];
(c) time between symptom onset and diagnosis (months) [14-16,21,22,25,29,31-33,37,40,41,44-49,51,55].
Mean values are displayed in red, and median values are displayed in blue. Vertical lines represent
the interquartile range (IQR), while the beginning and ending points of the horizontal lines indicate

the minimum and maximum values.

3.3. Clinical Features

Clinical features in childhood-onset TA were categorized into (a) general symptoms,
(b) cardiovascular symptoms, (c) neurological symptoms, (d) musculoskeletal symptoms,
(e) respiratory symptoms, (f) gastrointestinal symptoms, and (g) other symptoms (renal,
ocular, and dermatological involvement). General, cardiovascular, and neurological symp-
toms were predominantly noted at presentation in childhood-onset TA (Figure 3).
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Figure 3. Most frequently (>25%) described symptoms at presentation, divided according to different
subcategories. Green: cardiovascular symptoms; orange: general symptoms; blue: neurological
symptoms; yellow: respiratory symptoms; grey: musculoskeletal symptoms.

3.3.1. General Symptoms [14-32,35,37-48,51,53,54]

Constitutional findings (fever, asthenia, malaise, weight loss) were commonly reported
at presentation (64%, n = 109). When recorded separately, fever was most frequent (36%,
n =593), followed by malaise/fatigue (34%, n = 369), weight loss (25%, n = 372), and
anorexia (25%, n = 24). Night sweats (9%, n = 55) and lymphadenopathy (9%, n = 44) were
less common.

3.3.2. Cardiovascular Symptoms [14-32,35-48,50-55]

Hypertension was the most frequent symptom at presentation (70%, n = 731), followed
by decreased or absent pulses (53%, n = 699), blood pressure discrepancy (51%, n = 394),
bruits (45%, n = 753), pulse inequality (34%, n = 64), claudication (31%, n = 583), and
heart failure (30%, n = 373). In some case series, hypertension was divided into systolic
hypertension (66%, n = 129) and diastolic hypertension (44%, n = 129). Less common
symptoms included palpitations (20%, n = 143), cardiomyopathy (19%, n = 205), chest pain
(12%, n = 366), myocardial ischemia (7%, n = 141), carotidynia (5%, n = 214), and gangrene
(4%, n = 84).

3.3.3. Neurological Symptoms [14,16-18,20-25,27-29,32,35,37-41,44-48,51-53,55]

Headache (35%, n = 510) and dizziness (29%, n = 216) were the most frequent symptom
at presentation. Some case series reported on neurological symptoms defined as headache,
stroke, or syncope, noted in 70% of cases (1 = 71). Additional symptoms included seizures
(19%, n = 198), hemiparesis (19%, n = 27), syncope (11%, n = 469), stroke or transient
ischemic attack (TIA) (10%, n = 456), and paresthesias (7%, n = 28).

3.3.4. Musculoskeletal Symptoms [14,16-18,20-23,25,27,28,32,37-41,43,44,46,47,50-52,54,55]

Musculoskeletal symptoms such as arthritis, arthralgia, myalgia, and limb pain,
though less typical compared to other rheumatological diseases, were reported in 29% of
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cases (n = 204). Back pain (20%, n = 61), arthritis/arthralgia (15%, n = 337), and myalgia
(14%, n = 43) were the most commonly noted.

3.3.5. Respiratory Symptoms [14,16,19,20,22-24,27,28,36-38,40-42,46,48,51,55]

Dyspnea (31%, n = 537) was the most frequent respiratory symptom at presentation,
followed by respiratory failure (27%, n = 11), infiltrate (21%, n = 14), cough (17%, n = 24),
and pleural effusion (13%, n = 45).

3.3.6. Gastro-Intestinal Symptoms [14,22,24,25,27,28,30,32,35,37,39,42-46,48,50-53]

Nausea/vomiting (18%, n = 209) and abdominal pain (15%, n = 343) were the most
frequently reported gastrointestinal symptom at presentation.

3.3.7. Other Symptoms [14,16,18-20,22,24,25,27,32,35,37-41,44-48,51,52,55]

Ocular involvement (14%, n = 655), renal involvement (17%, n = 265), and dermato-
logical involvement (18%, n = 77) were also reported. Ocular involvement included visual
changes or disturbances, visual loss, uveitis, retinal hemorrhage, and blindness. Renal
involvement included proteinuria, hematuria, abnormal urine output, and elevated serum
creatinine. Dermatological involvement included pyoderma gangrenosum-like vasculitic
ulceration and other rashes.

3.4. Laboratory Features

Figure 4 illustrates the distribution of CRP (mean or median, # = 267) and ESR (mean
or median, n = 347) in included pediatric case series, showing elevated levels in most
patients. CRP ranged predominantly between 1 and 20 mg/dL, and ESR ranged between
30 and 100 mm/h. Some case series only indicated normal or elevated levels of these
markers, with 51% reporting elevated CRP (n = 344), 53% elevated ESR (n = 463), and 68%
elevated CRP or ESR (n = 198) [14,16-24,26-28,35,37,38,40-45,47,48,50,51,53,55].
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0

(a) (b)

Figure 4. Inflammatory parameters at presentation. (a) CRP (mg/dL) [15,19-21,23,24,28,29,31,40,
42,46,47,49-51,53]; (b) ESR (mm/h) [15,16,18-21,23-25,28,29,31,35,37,40,42,44,46,47,49-51,53]. Mean
values are displayed in red and median values are displayed in blue. Vertical lines represent the
interquartile range (IQR), while the beginning and ending points of the horizontal lines indicate
the minimum and maximum values. The dashed line represents the upper limit of normal (CRP
0.5mg/dL, ESR 20 mm/h).

A limited number of studies reported CBC results, showing extensive heterogeneity
without consistent abnormalities. Some case series only reported on low hemoglobin
(43%, n = 162), elevated WBC count (61%, n = 75), or elevated platelet count (44%,
n ="70) [14,16,19,22,24,28 41,42 45].

Additional laboratory markers were reported with low patient numbers, including
impaired renal function noted in 13% (n = 204) [14,22,35,38,48,51]. Positive tuberculosis
(TB) screening was seen in 23% (n = 288) (screening performed by PPD skin test, sputum
testing, or IFN-g release test), with the highest positive TB results in Brazil, India, and
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China [14,18,22,24,25,27,36,40-42,45,51,52]. Incidental reports included elevated troponin
levels in 4 out of 14 patients [17,46], elevated renin in 5 out of 5 patients [45], positive
autoantibodies (not specified) in 4 out of 15 patients [45,46], positive antinuclear antibodies
(ANA) in 11 out of 31 patients [42,46,51], and positive antineutrophil cytoplasmic antibodies
(ANCA) in in 2 out of 29 patients [45,46,51]. Genetic testing was not performed in the
studies included.

3.5. Imaging Features

Common imaging modalities for diagnosing childhood-onset TA included conven-
tional angiography (76%), MRI/MRA (25%), CT/CTA (10%), and FDG-PET (1%)
(n = 403) [14,16-20,22-25,27,28,33,35,38—44,46,51-53].

The angiographic classification in childhood-onset TA (Figure 5) primarily utilized
the Numano classification [68] (n = 636) [14,16,20-22,29-34,40,41,45-49], followed by the
Lupi-Herrera classification [69] (n = 130) [15,25,27,38] and Pantonowitz classification
(n = 55) [52]. Studies using the Numano classification showed type V (53%) in more
than half of the patients, followed by type IV (21%), type I (8%), type 111 (8%), type Ila (4%),
and type Ilb (4%). Studies using the Lupi-Herrera classification most frequently showed
type III (35%), followed by type II (31%), type I (30%), and type IV (4%).

(@) Numano classification (b) Lupi-Herrera classification
(n=636) (n=130)
Typel Typella

8%

4% 7 Typel
_30%

Type V
54%
_Type IV
22%
Type ll
31%

Type Affected vessels Type Affected vessels
| Branches from aortic arch | Aortic arch and its branches
lla Ascending aorta, aortic arch and its branches 1] Thoracic descending aorta, abdominal aorta and its
b Ascending aorta, aortic arch and its branches, branches

thoracic descending aorta 1]] Extensive aortic involvement (= type | + I1)
1 Thoracic descendltng aorta, abdominal aorta v Pulmonary artery and any systemic artery

and/or renal arteries
v Abdominal aorta and/or renal arteries
\ Combined features of type Ilb + IV

Figure 5. Angiographic classification of affected vessels. (a) Numano classification; (b) Lupi-
Herrera classification.

Lesions predominantly involved narrowing/stenosis (53%) and occlusion (37%), with
aneurysm (10%), wall thickening (9%), dilation (5%), and inflammation (1%) less frequently
observed (n = 297) [17-19,23,24,28,29,35,40-43,46 ,48].

The abdominal aorta (54%) and renal arteries (44%) emerged as the most commonly af-
fected vessels in childhood-onset TA, followed by the thoracic aorta (33%),
subclavian arteries (32%), and carotid arteries (30%) according to a sample size of
712 patients [14,17-30,32-39,41-43,45,48,49,51,53]. Figure 6 illustrates the distribution of
the most frequently affected vessels in childhood-onset TA (>5% of patients), with the
potential involvement of any artery in the body (refer to Supplementary Material for a
comprehensive list of all affected arteries reported).
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_________ Carotid arteries 30%
hhhh Subclavian arteries 32%
------- Brachiocephalic trunk 13%
------ Aortic arch 19%
------- Ascending aorta 12%
----- Coronary arteries 6%
~~ Pulmonary arteries 7%
"~ Thoracic aorta 33%
"~ Celiac trunk 18%

=~ Superior mesenteric artery 24%

~~ Renal arteries 44%

-
-
-

Abdominal aorta 54%

Figure 6. Most frequently (>5%) involved arteries in childhood-onset TA.

3.6. Additional Studies on Imaging Approaches

The following studies met our inclusion criteria but focused on different outcomes
compared to previous case series, so they are discussed separately.

Grotenhuis et al. utilized a combination of modalities including MRI, vascular ultra-
sound, applanation tonometry, and echocardiography to demonstrate increased arterial
stiffness of the aorta and its branches in children with TA. This stiffness correlated with
increased PVAS scores and hypertension [60]. Additionally, the team observed an increased
LV mass index, altered myocardial deformation, and impaired diastolic function. Inte-
grating these imaging modalities could provide an opportunity to assess and follow the
cardiovascular health in children with TA.

Nozawa et al. retrospectively collected pediatric patients with fever of unknown
origin who were diagnosed with TA using ultrasonography [58]. Ultrasonography detected
abnormal arteries in the abdomen and neck regions with a moderate concordance rate
compared to CT, suggesting the utility of ultrasonography as a screening tool in childhood-
onset TA.

Sun et al. utilized CTA with Deep Learning Image Reconstruction (DLIR) in chil-
dren with TA, noting improved image quality and reduced radiation dose [56]. DLIR
algorithms preserved image detail while minimizing noise, crucial for radiation safety in
pediatric patients.

Clemente et al. explored the potential of PET/MRA in children with TA, revealing
that 18F-FDG-PET identified additional positive findings compared to MRA alone [61].
Furthermore, the FDG-PET/MRA findings of this cohort were compared with imaging
in age- and sex-compared oncology patients, showing significant 18F-FDG uptake in the
vessel wall of large vessels in most TA patients in comparison to the absence of evident
arterial uptake in the oncology patients [62]. Despite advancements in FDG-PET/MRA
imaging, uncertainties persist regarding the implications of increased vascular FDG uptake
and its correlation with TA disease activity. Additionally, the absence of a gold standard
imaging technique for detecting TA disease activity complicates the validation of imaging
parameters. However, these findings suggest that FDG-PET/MRA could serve as a poten-
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tial marker of disease activity in childhood-onset TA, offering valuable insights to guide
treatment decisions.

3.7. Disease Activity Scores

EULAR recommends the Birmingham Vasculitis Activity Score (BVAS) and the Disease
Extent Index (DEI) to iteratively determine disease activity in adults with systemic chronic
vasculitis [70-72]. These tools are currently not systematically used in childhood vasculitis
studies. Demirkaya et al. demonstrated that BVAS and DEI have adequate convergent
validity and the ability to differentiate among different types of childhood vasculitis [63].
Subsequently, Dolezalova et al. proposed the Pediatric Vasculitis Activity Score (PVAS) as a
uniform tool for assessing disease activity in childhood vasculitis, offering potential utility
in childhood-onset TA management [73].

4. Discussion

To our knowledge, this systematic review represents the first comprehensive effort to
collect and analyze all available data on the diagnosis of childhood-onset TA. With a total of
1067 patients included, our analysis provides a robust overview of the presenting features
of childhood-onset TA. Our review aimed to identify and classify potential biomarkers
for childhood-onset TA and to develop practical guidelines for health care providers,
as prompt and accurate diagnosis is crucial for ensuring optimal treatment leading to
improved outcomes. The diverse and heterogeneous presentation of childhood-onset
TA presents significant challenges for timely diagnosis. Unfortunately, there is a paucity
of data on biomarkers in childhood-onset TA, and currently, no single biomarker exists
for diagnosis. Given the varied clinical presentation, the lack of specific and sensitive
laboratory markers, and the diagnostic challenges associated with imaging techniques, a
combination of biomarkers is required for an accurate diagnosis.

A female predominance was clearly present in childhood-onset TA, although less
pronounced than in adults [74]. The cause of this sex difference remains unknown, and
to our knowledge, the underlying causal mechanisms have not yet been investigated in
TA. The age distribution at symptom onset and diagnosis was situated between 10 and
15 years, although the condition can manifest at any age. There is a known delay between
symptom onset and diagnosis, ranging between 0 and 20 months, similar to observations
in adult-onset TA.

Our review confirmed the heterogeneous clinical spectrum of childhood-onset TA
(Figure 7). Childhood-onset TA presented predominantly with cardiovascular symptoms,
general symptoms, and neurological symptoms. Most frequent cardiovascular symptoms
included hypertension, decreased or absent pulses, and blood pressure discrepancy. These
findings correspond with our observation of a predominant vascular disease pattern af-
fecting the abdominal aorta and renal arteries in children. This also explains the differing
symptomatology between adult-onset and childhood-onset TA, as adults appear to have
more involvement of the supradiaphragmatic large vessels [74]. General symptoms such as
fever and malaise, while nonspecific in children, necessitate a broad differential diagnosis
including TA. Similarly, headache and dizziness are also nonspecific and are probably
linked with the high rates of hypertension. In our review, percentages of clinical symptoms
are difficult to interpret, as not all included studies reported on every single symptom,
leading to a significant bias. Nevertheless, these numbers still outline the general trends
in childhood-onset TA. The diagnostic challenge of childhood-onset TA persists due to its
diverse clinical presentation, warranting the consideration of infectious diseases, (auto-
)inflammatory diseases, cardiovascular diseases, fibromuscular dysplasia, and genetic
syndromes, depending on the presenting symptoms.
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DEMOGRAPHICS CLINICAL

EVALUATION
Age at diagnosis  10-15 year; Can present at any age
Diagnosticdelay  0-20 mo Neurological symp (70%), headache (35%), dizzi (29%)
Sex 72% female
Ocular involvement (14%)
e —— MRA recommended by EULAR guidelines Constitutional symptoms (64%), fever (36%), malaise and/or fatigue (34%),

Conventional angiography, MRA, CTA are most frequently

weight loss (25%), anorexia (25%)

described as imaging modality

Numano classification most frequently used Dyspnea (31%), respiratory failure (27%)

Type V (54%) and IV (22%) most prevalent

Lesions Narrowing/stenosis (53%) and occlusion (37%
8/ ( ) (37%) Hypertension (70%), decreased/absent pulses (53%), blood pressure
Affected arteries Abdominal aorta (54%), renal arteries (44%), thoracic discrepancy (51%), bruits (45%), pulse inequality (34%), claudication (31%),
aorta (33%), subclavian arteries (32%), and carotid heart failure (30%)

arteries (30%) most affected

BIOCHEMISTRY

Inflammatory markers

Blood count

Tuberculosis screening

Autoantibodies

Novel biomarkers

Nausea/vomiting (18%)

Renal involvement (17%),

CRP/ESR frequently elevated but not necessarily

Low sensitivity and specificity Musculoskeletal symptoms (29%)

Not contributing to diagnosis

Positive in 23%

TBC screening in all patients required Dermatological involvement (18%)

Not contributing to diagnosis

In research but no pediatric data yet

Figure 7. Summary of diagnostic biomarkers in childhood-onset TA based on current systematic
review. Clinical evaluation includes most frequently (>25%) described symptoms at presentation
(ocular, gastro-intestinal, renal, and dermatological involvement (italic) is described but less common
(<25%).

Laboratory findings lack sensitivity and specificity for diagnosing childhood-onset
TA. Elevated levels of CRP and ESR, for example, were commonly observed, with ESR
often higher than CRP in many cases, although normal values cannot definitively rule out
disease. There were no consistent complete blood count abnormalities found, even though
abnormalities of these values are generally noted in chronic inflammatory diseases. Despite
the renal arteries being one of the most affected arteries, only 13% showed renal impairment.
Interestingly, TB screening was positive in 23% of cases, although only conducted in
288 children, suggesting that this may be an overestimation. The highest positive TB
results were found in countries with a high TB disease burden [75]. Even though the exact
connection between (latent) TB infection and childhood-onset TA is still unclear, the high
prevalence of positive TB screening, especially in endemic areas, supports the importance
of screening and treating (latent) TB infection in children with TA. Autoantibodies were
rarely reported and were mainly used to exclude other rheumatological diseases. Although
the pathogenesis of TA likely involves complex genetic predisposition, genetic testing in
childhood-onset TA was not reported in the included studies.

Imaging modalities for childhood-onset TA vary among countries based on resources
and local guidelines, with conventional angiography being the most widely used. While
it was once the gold standard for TA diagnosis, its high radiation and invasiveness have
made it less favored, particularly in children. EULAR recommendations for imaging in
large-vessel vasculitis suggest MRA as the primary diagnostic imaging modality for TA,
although these guidelines are not specific to pediatric patients [10]. CTA and FDG-PET are
alternative options for suspected TA cases.

Numerous emerging biomarkers are currently under investigation for both the early
diagnosis of TA and for assessing disease activity [7,8]. For instance, various cytokines,
such as chemokine, tumor-necrosis factor-alpha (TNF-«), and interferon-gamma (IFN-y),
interleukin (IL)-6, 8, 10, 12, 18, and 23, show promise for diagnosing TA or might serve as
useful markers for assessing disease activity [76-79]. Several matrix metalloproteinases
(MMPs) (1, 2, 3, 9), which are induced by cytokines, and their tissue inhibitors (TIMPs)
may contribute to vascular injury and remodeling in TA [80-83]. Pentraxin-3 (PTX3),
an acute-phase protein produced by various tissues and cells, has also been the focus
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of numerous studies. These studies have reported elevated PTX-3 levels in TA patients
compared to healthy controls, and additionally, PTX-3 has been linked to the active stage
of TA [83-85]. There have been some promising reports of elevated plasma N-terminal
pro-brain natriuretic peptide (NT-proBNP) levels in adult patients with active TA compared
to those with inactive disease and to healthy controls [86,87]. Additionally, extensive
arterial involvement as well as inflammatory markers (CRP, ESR, WBC count) appear to
be associated with NT-proBNP levels in TA. Alongside several other biomarkers, these
examples hold promise for offering crucial insights into early TA diagnosis, disease activity
assessment, and treatment guidance. However, despite these advancements, no biomarkers
have yet been established for reliable clinical use, and the current focus has primarily
been on adults. Additionally, there were many inconsistencies concerning biomarkers in
different cohorts, suggesting unreliability in using a single biomarker in TA. This might
necessitate the development of a multiple-biomarker-based model for diagnosis and disease
activity classification [88].

Our review has several limitations that warrant acknowledgement. Firstly, all included
studies were retrospective case series, inherently associated with the limitations of this
study design. Additionally, it did not involve collecting individual patient data, potentially
introducing publication bias and limiting the evidence available for analysis. Furthermore,
the relatively small total numbers of patients across studies may have introduced bias,
as not all studies reported on every element of interest. While we aimed to enhance
representativeness by excluding case reports with fewer than three cases, the rarity of
TA may have led to the exclusion of potentially informative clinical cases. Lastly, the
management and prognosis of childhood-onset TA are additionally challenging topics
but were outside the scope of this review. Randomized controlled clinical trials have not
been performed for childhood-onset TA, primarily due to the low number of patients.
Therapeutic recommendations are primarily based on observational data and extrapolated
from adult studies but also vary significantly between different regions of the world.
Additionally, comparing the prognosis between studies is extremely difficult, as there are
no universal definitions for disease activity or remission, complicating the description and
comparison of prognostic data.

Future clinical trials focusing on childhood-onset TA face significant challenges due
to the rarity of the disease. Compounding this issue is the existence of various classi-
fication criteria, which complicates data comparison in pediatric TA studies. The EU-
LAR/PRINTO/PRES classification criteria stand out as the most recent and comprehensive
criteria, incorporating modern imaging modalities, acute-phase reactants, and pediatric-
specific symptoms. In view of the demonstrated high sensitivity and specificity, it is
encouraged to uniformly adopt this classification in future studies to facilitate enhanced
data comparability. Multicentric collaborative efforts will be indispensable for accumu-
lating sufficient standardized data. Such collaborations are vital not only for gaining a
better understanding of the natural course of childhood-onset TA, but also for identifying
sensitive and specific biomarkers for diagnosis and disease activity. Ultimately, these
collective efforts will undoubtedly contribute to improved disease outcomes in children
diagnosed with TA.

Supplementary Materials: The supporting information can be downloaded at https://www.mdpi.
com/article/10.3390/ijms25137345/s1.

Author Contributions: Conceptualization, L.P., M.T. and L.H.; methodology, L.P,, M.T. and L.H.;
formal analysis, L.P,; writing—original draft preparation, L.P.; writing—review and editing, M.T.,
LH.,, SMB, S.G., AK. and K.A.M,; visualization, L.P,; supervision, M.T. and L.H. All authors have
read and agreed to the published version of the manuscript.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.


https://www.mdpi.com/article/10.3390/ijms25137345/s1
https://www.mdpi.com/article/10.3390/ijms25137345/s1

Int. ]. Mol. Sci. 2024, 25, 7345 13 of 16

Data Availability Statement: Not applicable.

Acknowledgments: We would like to thank Rachel Zhao, the librarian at Alberta Health Services, for
her help with developing and executing the systematic search strategy. We would like to express our
gratitude to the Rea family for funding the Aisha Rea Research Fellowship in Vasculitis in Pediatric
Nephrology and Rheumatology.

Conflicts of Interest: The authors declare no conflicts of interest.

References

1.

S

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Brunner, J.; Feldman, B.M.; Tyrrell, PN.; Kuemmerle-Deschner, J.B.; Zimmerhackl, L.B.; Gassner, I.; Benseler, S.M. Takayasu
Arteritis in Children and Adolescents. Rheumatology 2010, 49, 1806-1814. [CrossRef] [PubMed]

Aeschlimann, FA.; Yeung, R.S.M.; Laxer, RM. An Update on Childhood-Onset Takayasu Arteritis. Front. Pediatr. 2022, 10, 872313.
[CrossRef] [PubMed]

Ozen, S.; Pistorio, A.; Iusan, S.M.; Bakkaloglu, A.; Herlin, T.; Brik, R.; Buoncompagni, A.; Lazar, C.; Bilge, I.; Uziel, Y,; et al.
EULAR/PRINTO/PRES Criteria for Henoch-Schonlein Purpura, Childhood Polyarteritis Nodosa, Childhood Wegener Granulo-
matosis and Childhood Takayasu Arteritis: Ankara 2008. Part II: Final Classification Criteria. Ann. Rheum. Dis. 2010, 69, 798-806.
[CrossRef]

Hoffman, G.S.; Ahmed, A.E. Surrogate Markers of Disease Activity in Patients with Takayasu Arteritis A Preliminary Report from
The International Network for the Study of the Systemic Vasculitides (INSSYS). Int. |. Cardiol. 1998, 66, S191-5194. [CrossRef]
[PubMed]

Kerr, G.S.; Hallahan, C.W.; Giordano, J.; Leavitt, R.Y.; Fauci, A.S.; Rottem, M.; Hoffman, G.S. Takayasu Arteritis. Ann. Intern. Med.
1994, 120, 919-929. [CrossRef]

Mason, ].C. Takayasu Arteritis—Advances in Diagnosis and Management. Nat. Rev. Rheumatol. 2010, 6, 406—415. [CrossRef]
Wen, D.; Feng, L.; Du, X.; Dong, J.Z.; Ma, C.S. Biomarkers in Takayasu Arteritis. Int. J. Cardiol. 2023, 371, 413-417. [CrossRef]
[PubMed]

Misra, D.P; Jain, N.; Ora, M,; Singh, K.; Agarwal, V.; Sharma, A. Outcome Measures and Biomarkers for Disease Assessment in
Takayasu Arteritis. Diagnostics 2022, 12, 2565. [CrossRef]

Barra, L.; Kanji, T.; Malette, J.; Pagnoux, C. Imaging Modalities for the Diagnosis and Disease Activity Assessment of Takayasu’s
Arteritis: A Systematic Review and Meta-Analysis. Autoimmun. Rev. 2018, 17, 175-187. [CrossRef]

Dejaco, C.; Ramiro, S.; Duftner, C.; Besson, FEL.; Bley, T.A.; Blockmans, D.; Brouwer, E.; Cimmino, M.A.; Clark, E.; Dasgupta,
B.; et al. EULAR Recommendations for the Use of Imaging in Large Vessel Vasculitis in Clinical Practice. Ann. Rheum. Dis. 2018,
77,636-643. [CrossRef]

Aeschlimann, F.A.; Raimondi, E; Leiner, T.; Aquaro, G.D.; Saadoun, D.; Grotenhuis, H.B. Overview of Imaging in Adult- and
Childhood-Onset Takayasu Arteritis. . Rheumatol. 2022, 49, 346-357. [CrossRef]

Page, M.].; McKenzie, J.E.; Bossuyt, PM.; Boutron, I.; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, ] M.; Akl, E.A,;
Brennan, S.E.; et al. The PRISMA 2020 Statement: An Updated Guideline for Reporting Systematic Reviews. BM]J 2021, 372, n71.
[CrossRef] [PubMed]

Howick, J.; Chalmers, I; Lind, J.; Glasziou, P.; Greenhalgh, T.; Heneghan, C.; Liberati, A.; Moschetti, I.; Phillips, B.; Thorn-
ton, H.; et al. Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence; OCEBM Levels of Evidence Working Group.
2012. Available online: https://www.cebm.ox.ac.uk/resources/levels-of-evidence/ocebm-levels-of-evidence (accessed on
1 June 2024).

Zhu, W.H,; Shen, L.G.; Neubauer, H. Clinical Characteristics, Interdisciplinary Treatment and Follow-up of 14 Children with
Takayasu Arteritis. World |. Pediatr. 2010, 6, 342-347. [CrossRef] [PubMed]

Xu, Y,; Luo, L,; Su, G.; Zhu, J.; Kang, M.; Zhang, D.; Lai, J.; Li, X. Clinical Characteristics and Risk Factors of Coronary Artery
Lesions in Chinese Pediatric Takayasu Arteritis Patients: A Retrospective Study. Pediatr. Rheumatol. 2023, 21, 42. [CrossRef]
[PubMed]

Cong, X.L,; Dai, S.M.; Feng, X.; Wang, Z.W.; Lu, Q.S; Yuan, L.X.; Zhao, X.X.; Zhao, D.B.; Jing, Z.P. Takayasu’s Arteritis: Clinical
Features and Outcomes of 125 Patients in China. Clin. Rheumatol. 2010, 29, 973-981. [CrossRef]

Wilson, L.; Chandran, A.; Fudge, ].C.; Moguillansky, D.; Thatayatikom, A.; Philip, J.; Jacobs, ].P,; Bleiweis, M.; Elder, M.; Gupta, D.
Takayasu’s Arteritis Presenting as Acute Myocardial Infarction: Case Series and Review of Literature. Cardiol. Young 2021, 31,
1866-1869. [CrossRef] [PubMed]

Aluquin, V.PR.; Albano, S.A.; Chan, F; Sandborg, C.; Pitlick, P.T. Magnetic Resonance Imaging in the Diagnosis and Follow up of
Takayasu’s Arteritis in Children. Ann. Rheum. Dis. 2002, 61, 526-529. [CrossRef] [PubMed]

Shen, C.; Zhao, S.; Wang, B.; Shen, Y.; Xiao, Y.; Xu, Z. Childhood-Onset Takayasu Arteritis Presenting as Pyoderma Gangrenosum-
like Vasculitic Ulceration: Three Case Reports and a Literature Review. Australas. ]. Dermatol. 2022, 63, 244-247. [CrossRef]
[PubMed]

Sener, S.; Basaran, O.; Kaya Akca, U.; Atalay, E.; Kasap Cuceoglu, M.; Balik, Z.; Aliyev, E.; Bayindir, Y.; Batu, E.D.; Hazirolan,
T; et al. Treatment of Childhood-Onset Takayasu Arteritis: Switching between Anti-TNF and Anti-IL-6 Agents. Rheumatology
2022, 61, 4885-4891. [CrossRef]


https://doi.org/10.1093/rheumatology/keq167
https://www.ncbi.nlm.nih.gov/pubmed/20562196
https://doi.org/10.3389/fped.2022.872313
https://www.ncbi.nlm.nih.gov/pubmed/35498790
https://doi.org/10.1136/ard.2009.116657
https://doi.org/10.1016/S0167-5273(98)00181-8
https://www.ncbi.nlm.nih.gov/pubmed/9951819
https://doi.org/10.7326/0003-4819-120-11-199406010-00004
https://doi.org/10.1038/nrrheum.2010.82
https://doi.org/10.1016/j.ijcard.2022.08.058
https://www.ncbi.nlm.nih.gov/pubmed/36067923
https://doi.org/10.3390/diagnostics12102565
https://doi.org/10.1016/j.autrev.2017.11.021
https://doi.org/10.1136/annrheumdis-2017-212649
https://doi.org/10.3899/jrheum.210368
https://doi.org/10.1136/bmj.n71
https://www.ncbi.nlm.nih.gov/pubmed/33782057
https://www.cebm.ox.ac.uk/resources/levels-of-evidence/ocebm-levels-of-evidence
https://doi.org/10.1007/s12519-010-0234-8
https://www.ncbi.nlm.nih.gov/pubmed/21080146
https://doi.org/10.1186/s12969-023-00820-z
https://www.ncbi.nlm.nih.gov/pubmed/37118779
https://doi.org/10.1007/s10067-010-1496-1
https://doi.org/10.1017/S1047951121001700
https://www.ncbi.nlm.nih.gov/pubmed/34016208
https://doi.org/10.1136/ard.61.6.526
https://www.ncbi.nlm.nih.gov/pubmed/12006326
https://doi.org/10.1111/ajd.13802
https://www.ncbi.nlm.nih.gov/pubmed/35132609
https://doi.org/10.1093/rheumatology/keac149

Int. ]. Mol. Sci. 2024, 25, 7345 14 of 16

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.
37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

Ozdel, S.; Baglan, E.; Cakici, E.; Yazilitas, F.; Gungor, T.; Bulbul, M. Childhood-Onset Takayasu Arteritis: A Single-Center
Experience. Ann. Clin. Anal. Med. 2020, 11, 229-232. [CrossRef]

Jain, S.; Sharma, N.; Singh, S.; Bali, HK.; Kumar, L.; Sharma, B.K. Takayasu Arteritis in Children and Young Indians. Int. ]. Cardiol.
2000, 75, S153-5157. [CrossRef] [PubMed]

Conkar, S.; Mir, S.; Sozeri, B.; Bulut, I.K.; Cinar, C. Evaluation and Therapy in Four Patients with Takayasu’s Arteritis. Saudi J.
Kidney Dis. Transpl. 2016, 27, 164-169. [CrossRef]

Vijayvergiya, R.; Jindal, A.K.; Pilania, RK.; Suri, D.; Gupta, A.; Sharma, A.; Sinha, S.K,; Singhal, M.; Bahl, A.; Singh, S. Complex
Interventions of Abdominal Aorta and Its Branches in Children with Takayasu Arteritis: Clinical Experience from a Tertiary Care
Center in North-West India. Int. ]. Rheum. Dis. 2019, 22, 140-151. [CrossRef]

Cakar, N.; Yalcinkaya, F.; Duzova, A.; Caliskan, S.; Sirin, A.; Oner, A.; Baskin, E.; Bek, K.; Soylu, A.; Fitoz, S.; et al. Takayasu
Arteritis in Children. |. Rheumatol. 2008, 35, 913-919. [PubMed]

Mao, Y,; Yin, L,; Xia, H.; Huang, H.; Zhou, Z.; Chen, T.; Zhou, W. Incidence and Clinical Features of Paediatric Vasculitis in
Eastern China: 14-Year Retrospective Study, 1999-2013. J. Int. Med. Res. 2016, 44, 710-717. [CrossRef] [PubMed]

Muranjan, M.N.; Bavdekar, S.B.; More, V.; Deshmukh, H.; Tripathi, M.; Vaswani, R. Study of Takayasu’s Arteritis in Children:
Clinical Profile and Management. ]. Postgrad. Med. 2000, 46, 3-8.

Moradinejad, M.H.; Ziaee, V,; Kiani, A.; Karimi, P. Report on Takayasu Arteritis in Three Iranian Children. Iran. ]. Pediatr. 2009,
19, 307-312.

Karabacak, M.; Kaymaz-Tahra, S.; Sahin, S.; Yildiz, M.; Adrovig, A.; Barut, K.; Direskeneli, H.; Kasapcopur, O.; Alibaz-Oner, F.
Childhood-Onset versus Adult-Onset Takayasu Arteritis: A Study of 141 Patients from Turkey. Semin. Arthritis Rheum. 2021, 51,
192-197. [CrossRef] [PubMed]

Kang, M,; Lai, J.; Zhang, D.; Xu, Y.; Zhu, J.; Li, M. Clinical Observations on Infliximab Treatment of Infantile Onset Takayasu
Arteritis. Pediatr. Rheumatol. 2022, 20, 61. [CrossRef]

Lei, C.; Huang, Y.; Yuan, S.; Chen, W.; Liu, H.; Yang, M.; Shen, Z.; Fang, L.; Fang, Q.; Song, H.; et al. Takayasu Arteritis With
Coronary Artery Involvement: Differences Between Pediatric and Adult Patients. Can. J. Cardiol. 2020, 36, 535-542. [CrossRef]
Jales-Neto, L.H.; Levy-Neto, M.; Bonfa, E.; de Carvalho, ].F; Pereira, R M.R. Juvenile-Onset Takayasu Arteritis: Peculiar Vascular
Involvement and More Refractory Disease. Scand. ]. Rheumatol. 2010, 39, 506-510. [CrossRef] [PubMed]

Ruige, ].B.; Van Geet, C.; Nevelsteen, A.; Verhaeghe, R. A 16-Year Survey of Takayasu’s Arteritis in a Tertiary Belgian Center. Int.
Angiol. 2003, 22, 414-420. [PubMed]

Zhou, J; Li, J.; Wang, Y.; Yang, Y.; Zhao, ].; Li, M.; Pang, H.; Wang, T.; Chen, Y,; Tian, X,; et al. Age, Sex and Angiographic
Type-Related Phenotypic Differences in Inpatients with Takayasu Arteritis: A 13-Year Retrospective Study at a National Referral
Center in China. Front. Cardiovasc. Med. 2023, 10, 1099144. [CrossRef] [PubMed]

Hijazi, R.; Chandar, J.; Nwobi, O.; Muneeruddin, S.; Zilleruelo, G.; Abitbol, C.L. Renal Manifestations in Toddlers with Takayasu’s
Arteritis and Malignant Hypertension. Pediatr. Nephrol. 2009, 24, 1227-1230. [CrossRef] [PubMed]

Hari, P; Bagga, A.; Srivastava, R.N. Sustained Hypertension in Children. Indian. Pediatr. 2000, 37, 268-274. [PubMed]

Szugye, H.S.; Zeft, A.S.; Spalding, S.J. Takayasu Arteritis in the Pediatric Population: A Contemporary United States-Based Single
Center Cohort. Pediatr. Rheumatol. 2014, 12, 21. [CrossRef] [PubMed]

Gupta, H.; Kaur, N.; Saxena, A.; Jagia, P.; Kumar, S.; Gupta, S.K.; Sharma, S.; Kothari, S.S.; Ramakrishnan, S. Non-Specific
Aortoarteritis (NSAA) in Children: A Prospective Observational Study. BMJ Paediatr. Open 2021, 5, €001106. [CrossRef] [PubMed]
Guo, J.; Wu, S.; Zhang, E; Zhang, C.; Gu, Y.; Guo, L. Long-Term Outcomes of Angioplasty for Pediatric Renovascular Hypertension:
A Single-Center Experience. Vascular 2023, 31, 122-130. [CrossRef]

Goel, R.; Kumar, T.S.; Danda, D.; Joseph, G.; Jeyaseelan, V.; Surin, A.K.; Bacon, P. Childhood-Onset Takayasu Arteritis—Experience
from a Tertiary Care Center in South India. J. Rheumatol. 2014, 41, 1183-1189. [CrossRef]

Clemente, G.; Hilario, M.O; Len, C,; Silva, C.A.; Sallum, A.M.; Campos, L.M.; Sacchetti, S.; Dos Santos, M.C.; Alves, A.G.; Ferriani,
V.P,; et al. Brazilian Multicenter Study of 71 Patients with Juvenile-Onset Takayasu’s Arteritis: Clinical and Angiographic Features.
Rev. Bras. Reumatol. 2016, 56, 145-151. [CrossRef]

Forsey, J.; Dhandayuthapani, G.; Hamilton, M.C.K; Martin, R.P;; Tizard, E.J.; Ramanan, A. V Takayasu Arteritis: Key Clinical
Factors for Early Diagnosis. Arch. Dis. Child. Educ. Pract. Ed. 2011, 96, 176-182. [CrossRef]

Filocamo, G.; Buoncompagni, A.; Viola, S.; Loy, A.; Malattia, C.; Ravelli, A.; Martini, A. Treatment of Takayasu’s Arteritis with
Tumor Necrosis Factor Antagonists. |. Pediatr. 2008, 153, 432—434. [CrossRef]

Fieldston, E.; Albert, D.; Finkel, T. Hypertension and Elevated ESR as Diagnostic Features of Takayasu Arteritis in Children.
J. Clin. Rheumatol. 2003, 9, 156-163. [CrossRef] [PubMed]

Feng, Y,; Tang, X.; Liu, M.; Zhou, J.; Zhao, X.; Li, Q. Clinical Study of Children with Takayasu Arteritis: A Retrospective Study
from a Single Center in China. Pediatr. Rheumatol. 2017, 15, 29. [CrossRef] [PubMed]

Eleftheriou, D.; Varnier, G.; Dolezalova, P.; McMahon, A.M.; Al-Obaidi, M.; Brogan, P.A. Takayasu Arteritis in Childhood:
Retrospective Experience from a Tertiary Referral Centre in the United Kingdom. Arthritis Res. Ther. 2015, 17, 36. [CrossRef]
[PubMed]

Misra, D.P.; Aggarwal, A.; Lawrence, A.; Agarwal, V.; Misra, R. Pediatric-Onset Takayasu’s Arteritis: Clinical Features and
Short-Term Outcome. Rheumatol. Int. 2015, 35, 1701-1706. [CrossRef] [PubMed]


https://doi.org/10.4328/acam.20176
https://doi.org/10.1016/S0167-5273(00)00180-7
https://www.ncbi.nlm.nih.gov/pubmed/10980355
https://doi.org/10.4103/1319-2442.174205
https://doi.org/10.1111/1756-185X.13420
https://www.ncbi.nlm.nih.gov/pubmed/18381778
https://doi.org/10.1177/0300060515621446
https://www.ncbi.nlm.nih.gov/pubmed/27009025
https://doi.org/10.1016/j.semarthrit.2020.10.013
https://www.ncbi.nlm.nih.gov/pubmed/33383295
https://doi.org/10.1186/s12969-022-00708-4
https://doi.org/10.1016/j.cjca.2019.08.039
https://doi.org/10.3109/03009741003742730
https://www.ncbi.nlm.nih.gov/pubmed/20560810
https://www.ncbi.nlm.nih.gov/pubmed/15153827
https://doi.org/10.3389/fcvm.2023.1099144
https://www.ncbi.nlm.nih.gov/pubmed/37008316
https://doi.org/10.1007/s00467-008-1088-3
https://www.ncbi.nlm.nih.gov/pubmed/19089458
https://www.ncbi.nlm.nih.gov/pubmed/10750068
https://doi.org/10.1186/1546-0096-12-21
https://www.ncbi.nlm.nih.gov/pubmed/24955077
https://doi.org/10.1136/bmjpo-2021-001106
https://www.ncbi.nlm.nih.gov/pubmed/34435143
https://doi.org/10.1177/17085381211059664
https://doi.org/10.3899/jrheum.131117
https://doi.org/10.1016/j.rbr.2015.09.004
https://doi.org/10.1136/adc.2010.196774
https://doi.org/10.1016/j.jpeds.2008.04.049
https://doi.org/10.1097/01.RHU.0000073436.33243.2c
https://www.ncbi.nlm.nih.gov/pubmed/17041451
https://doi.org/10.1186/s12969-017-0164-2
https://www.ncbi.nlm.nih.gov/pubmed/28416004
https://doi.org/10.1186/s13075-015-0545-1
https://www.ncbi.nlm.nih.gov/pubmed/25879697
https://doi.org/10.1007/s00296-015-3272-7
https://www.ncbi.nlm.nih.gov/pubmed/25903354

Int. ]. Mol. Sci. 2024, 25, 7345 150f 16

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

Danda, D.; Goel, R; Joseph, G.; Kumar, S.T.; Nair, A.; Ravindran, R.; Jeyaseelan, L.; Merkel, P.A.; Grayson, P.C. Clinical Course of
602 Patients with Takayasu’s Arteritis: Comparison between Childhood-Onset versus Adult Onset Disease. Rheumatology 2021,
60, 2246-2255. [CrossRef] [PubMed]

Bolek, E.C.; Akca, UK,; Sari, A.; Sag, E.; Demir, S.; Kilic, L.; Sener, Y.Z.; Aykan, H.H.; Kaya, E.B.; Bilginer, Y.; et al. Is Takayasu’s
Arteritis More Severe in Children? Clin. Exp. Rheumatol. 2021, 39, S32-538. [CrossRef] [PubMed]

Al Abrawi, S.; Fouillet-Desjonqueres, M.; David, L.; Barral, X.; Cochat, P.; Cimaz, R. Takayasu Arteritis in Children. Pediatr.
Rheumatol. 2008, 6, S88-S89. [CrossRef]

Aeschlimann, F.A.; Eng, SSW.M.; Sheikh, S.; Laxer, R M.; Hebert, D.; Noone, D.; Twilt, M.; Pagnoux, C.; Benseler, S.M.; Yeung,
R.S.M. Childhood Takayasu Arteritis: Disease Course and Response to Therapy. Arthritis Res. Ther. 2017, 19, 255. [CrossRef]
Cilliers, A.M.; Adams, P.E.; Ntsinjana, H.; Kala, U. Review of Children with Takayasu’s Arteritis at a Southern African Tertiary
Care Centre. Cardiol. Young 2018, 28, 1129-1135. [CrossRef]

Nascif, A.K.S.; Lemos, M.D.; Oliveira, N.S.; Perim, P.C.; Cordeiro, A.C.; Quintino, M. Takayasu’s Arteritis in Children and
Adolescents: Report of Three Cases. Rev. Bras. Reumatol. 2011, 51, 524-530.

Sy, A.; Khalidi, N.; Dehghan, N.; Barra, L.; Carette, S.; Cuthbertson, D.; Hoffman, G.S.; Koening, C.L.; Langford, C.A.; McAlear,
C.; et al. Vasculitis in Patients with Inflammatory Bowel Diseases: A Study of 32 Patients and Systematic Review of the Literature.
Semin. Arthritis Rheum. 2016, 45, 475-482. [CrossRef]

Fan, L.; Yang, L.; Wei, D.; Ma, W.; Lou, Y.; Song, L.; Bian, J.; Zhang, H.; Cai, ]J. Clinical Scenario and Long-Term Outcome of
Childhood Takayasu Arteritis Undergoing 121 Endovascular Interventions: A Large Cohort Over a Fifteen-Year Period. Arthritis
Care Res. 2021, 73, 1678-1688. [CrossRef]

Sun, J.; Li, H.; Li, H,; Li, M.; Gao, Y.; Zhou, Z.; Peng, Y. Application of Deep Learning Image Reconstruction Algorithm to Improve
Image Quality in CT Angiography of Children with Takayasu Arteritis. J. X-ray Sci. Technol. 2022, 30, 177-184. [CrossRef]
Visrutaratna, P.; Srisuwan, T.; Sirivanichai, C. Pediatric Renovascular Hypertension in Thailand: CT Angiographic Findings.
Pediatr. Radiol. 2009, 39, 1321-1326. [CrossRef] [PubMed]

Nozawa, H.; Ogura, M.; Miyasaka, M.; Suzuki, H.; Ishikura, K.; Ishiguro, A.; Ito, S. Ultrasonography as a Diagnostic Support Tool
for Childhood Takayasu Arteritis Referred to as Fever of Unknown Origin: Case Series and Literature Review. JMA J. 2021, 4,
358-366. [CrossRef] [PubMed]

McCulloch, M.; Andronikou, S.; Goddard, E.; Sinclair, P.; Lawrenson, J.; Mandelstam, S.; Beningfield, S.J.; Millar, A.J.W.
Angiographic Features of 26 Children with Takayasu’s Arteritis. Pediatr. Radiol. 2003, 33, 230-235. [CrossRef] [PubMed]
Grotenhuis, H.B.; Aeschlimann, FA.; Hui, W.; Slorach, C.; Yeung, R.S.M.; Benseler, S.M.; Bradley, T.]J.; Grosse-Wortmann, L.
Increased Arterial Stiffness Adversely Affects Left Ventricular Mechanics in Patients with Pediatric Takayasu Arteritis From a
Toronto Cohort. J. Clin. Rheumatol. 2019, 25, 171-175. [CrossRef]

Clemente, G.; de Souza, A.W.; Leao Filho, H.; Coelho, EM.A; Buchpiguel, C.; Lima, M.; Carneiro, C.; Pereira, RM.R.; Aikawa, N.;
Silva, C.A.; et al. Does [18F]F-FDG-PET/MRI Add Metabolic Information to Magnetic Resonance Image in Childhood-Onset
Takayasu’s Arteritis Patients? A Multicenter Case Series. Adv. Rheumatol. 2022, 62, 28. [CrossRef]

Clemente, G.; Pereira, RM.R,; Aikawa, N.; Silva, C.A.; Campos, L.M.A.; Alves, G.; Buchpiguel, C.; Lima, M.; Carneiro, C.; Filho,
H.L.; et al. Is Positron Emission Tomography/Magnetic Resonance Imaging a Reliable Tool for Detecting Vascular Activity in
Treated Childhood-Onset Takayasu’s Arteritis? A Multicentre Study. Rheumatology 2022, 61, 554-562. [CrossRef] [PubMed]
Demirkaya, E.; Ozen, S.; Pistorio, A.; Galasso, R.; Ravelli, A.; Hasija, R.; Baskin, E.; Dressler, E.; Fischbach, M.; Garcia Consuegra,
J.; et al. Performance of Birmingham Vasculitis Activity Score and Disease Extent Index in Childhood Vasculitides. Clin. Exp.
Rheumatol. 2012, 30, S162-S168.

Bayazit, A.K,; Yalcinkaya, F.; Cakar, N.; Duzova, A.; Bircan, Z.; Bakkaloglu, A.; Canpolat, N.; Kara, N.; Sirin, A.; Ekim, M.; et al.
Reno-Vascular Hypertension in Childhood: A Nationwide Survey. Pediatr. Nephrol. 2007, 22, 1327-1333. [CrossRef] [PubMed]
Parent, J.J.; Bendaly, E.A.; Hurwitz, R.A. Abdominal Coarctation and Associated Comorbidities in Children. Congenit. Heart Dis.
2014, 9, 69-74. [CrossRef]

Arend, W.P; Michel, B.A.; Bloch, D.A.; Hunder, G.G.; Calabrese, L.H.; Edworthy, S.M.; Fauci, A.S.; Leavitt, Y.; Lie, ].T.; Lightfoot,
R.W,; et al. The American College of Rheumatology 1990 Criteria for the Classification of Takayasu Arteritis. Arthritis Rheum.
1990, 33, 1129-1134. [CrossRef] [PubMed]

Ozen, S.; Ruperto, N.; Dillon, M.].; Bagga, A.; Barron, K.; Davin, ].C.; Kawasaki, T.; Lindsley, C.; Petty, R.E.; Prieur, A.M.; et al.
EULAR/PReS Endorsed Consensus Criteria for the Classification of Childhood Vasculitides. Ann. Rheum. Dis. 2006, 65, 936-941.
[CrossRef] [PubMed]

Moriwaki, R.; Noda, M.; Yajima, M.; Sharma, B.K.; Numano, F.; Chandigarh, 1. Clinical Manifestations of Takayasu Arteritis in India
and Japan—New Classification of Angiographic Findings; Westminster Publications Inc.: Louisville, KY, USA, 1997; Volume 708.
Lupi-Herrera, E.; Marcushamer, J.; Mispireta, J.; Espino Vela, J. Review Takayasu’s Arteritis. Clinical Study of 107 Cases. Am.
Heart J. 1977, 93, 94-103. [CrossRef]

Hellmich, B.; Flossmann, O.; Gross, W.L.; Bacon, P.; Cohen-Tervaert, ] W.; Guillevin, L.; Jayne, D.; Mahr, A.; Merkel, P.A.; Raspe,
H.; et al. EULAR Recommendations for Conducting Clinical Studies and/or Clinical Trials in Systemic Vasculitis: Focus on
Anti-Neutrophil Cytoplasm Antibody-Associated Vasculitis. Ann. Rheum. Dis. 2007, 66, 605-617. [CrossRef]

Lugmani, R.A.; Bacon, P.A.; Moots, R.]J.; Janssen, B.A.; Pall, A.; Emery, P.,; Savage, C.; Adu, D. Birmingham Vasculitis Activity
Score (BVAS) in Systemic Necrotizing Vasculitis. QJM Int. ]. Med. 1994, 87, 671-678. [CrossRef]


https://doi.org/10.1093/rheumatology/keaa569
https://www.ncbi.nlm.nih.gov/pubmed/33179052
https://doi.org/10.55563/clinexprheumatol/kr357t
https://www.ncbi.nlm.nih.gov/pubmed/32940211
https://doi.org/10.1186/1546-0096-6-17
https://doi.org/10.1186/s13075-017-1452-4
https://doi.org/10.1017/S1047951118000938
https://doi.org/10.1016/j.semarthrit.2015.07.006
https://doi.org/10.1002/acr.24387
https://doi.org/10.3233/XST-211033
https://doi.org/10.1007/s00247-009-1380-9
https://www.ncbi.nlm.nih.gov/pubmed/19685045
https://doi.org/10.31662/jmaj.2020-0115
https://www.ncbi.nlm.nih.gov/pubmed/34796290
https://doi.org/10.1007/s00247-002-0817-1
https://www.ncbi.nlm.nih.gov/pubmed/12709750
https://doi.org/10.1097/RHU.0000000000000824
https://doi.org/10.1186/s42358-022-00260-5
https://doi.org/10.1093/rheumatology/keab255
https://www.ncbi.nlm.nih.gov/pubmed/33718967
https://doi.org/10.1007/s00467-007-0520-4
https://www.ncbi.nlm.nih.gov/pubmed/17534666
https://doi.org/10.1111/chd.12082
https://doi.org/10.1002/art.1780330811
https://www.ncbi.nlm.nih.gov/pubmed/1975175
https://doi.org/10.1136/ard.2005.046300
https://www.ncbi.nlm.nih.gov/pubmed/16322081
https://doi.org/10.1016/S0002-8703(77)80178-6
https://doi.org/10.1136/ard.2006.062711
https://doi.org/10.1093/oxfordjournals.qjmed.a068882

Int. J. Mol. Sci. 2024, 25, 7345 16 of 16

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

de Groot, K.; Gross, W.L.; Herlyn, K.; Reinhold-Keller, E. Development and Validation of a Disease Extent Index for Wegener’s
Granulomatosis. Clin. Nephrol. 2001, 55, 31-38.

Dolezalova, P; Price-Kuehne, EE.; Ozen, S.; Benseler, S.M.; Cabral, D.A.; Anton, J.; Brunner, J.; Cimaz, R.; O'neil, KM.; Wallace,
C.A; et al. Disease Activity Assessment in Childhood Vasculitis: Development and Preliminary Validation of the Paediatric
Vasculitis Activity Score (PVAS). Ann. Rheum. Dis. 2013, 72, 1628-1633. [CrossRef] [PubMed]

Misra, D.P;; Rathore, U.; Kopp, C.R.; Patro, P.; Agarwal, V.; Sharma, A. Presentation and Clinical Course of Pediatric-Onset versus
Adult-Onset Takayasu Arteritis—A Systematic Review and Meta-Analysis. Clin. Rheumatol. 2022, 41, 3601-3613. [CrossRef]
[PubMed]

World Health Organization. Global Tuberculosis Report; World Health Organization: Geneva, Switzerland, 2023. Available
online: https://www.who.int/teams/global-tuberculosis-programme/tb-reports/global-tuberculosis-report-2023 (accessed
on 18 June 2024).

Goel, R.; Kabeerdoss, ].; Ram, B.; Prakash, ].A.].; Babji, S.; Nair, A.; Jeyaseelan, L.; Jeyaseelan, V.; Mathew, |.; Balaji, V.; et al. Serum
Cytokine Profile in Asian Indian Patients with Takayasu Arteritis and Its Association with Disease Activity. Open Rheumatol. ].
2017, 11, 23-29. [CrossRef]

Arraes, A.E.D.; de Souza, A.W.S.; Mariz, H.A.; Silva, N.P,; Torres, 1.C.G.; Pinto, PN.V,; Lima, EIN.P; Sato, E.I. 18F-
Fluorodeoxyglucose Positron Emission Tomography and Serum Cytokines and Matrix Metalloproteinases in the Assessment of
Disease Activity in Takayasu’s Arteritis. Rev. Bras. Reumatol. 2016, 56, 299-308. [CrossRef] [PubMed]

Pulsatelli, L.; Boiardi, L.; Assirelli, E.; Pazzola, G.; Muratore, F,; Addimanda, O.; Dolzani, P; Versari, A.; Casali, M.; Magnani,
L.; et al. Interleukin-6 and Soluble Interleukin-6 Receptor Are Elevated in Large-Vessel Vasculitis: A Cross-Sectional and
Longitudinal Study. Clin. Exp. Rheumatol. 2017, 35, S102-5110.

Li, J.; Wang, Y.; Wang, Y.; Wang, Y.; Yang, Y.; Zhao, ].; Li, M,; Tian, X.; Zeng, X. Association between Acute Phase Reactants,
Interleukin-6, Tumor Necrosis Factor-o, and Disease Activity in Takayasu’s Arteritis Patients. Arthritis Res. Ther. 2020, 22, 285.
[CrossRef] [PubMed]

Wu, G.; Mahajan, N.; Dhawan, V. Acknowledged Signatures of Matrix Metalloproteinases in Takayasu’s Arteritis. BioMed Res. Int.
2014, 2014, 827105. [CrossRef] [PubMed]

Matsuyama, A.; Sakai, N.; Ishigami, M.; Hiraoka, H.; Kashine, S.; Hirata, A.; Nakamura, T.; Yamashita, S.; Matsuzawa, Y. Matrix
Metalloproteinases as Novel Disease Markers in Takayasu Arteritis. Circulation 2003, 108, 1469-1473. [CrossRef]

Sun, Y;; Ma, L.; Yan, F; Liu, H.; Ding, Y.; Hou, J.; Jiang, L. MMP-9 and IL-6 Are Potential Biomarkers for Disease Activity in
Takayasu’s Arteritis. Int. |. Cardiol. 2012, 156, 236-238. [CrossRef]

Ishihara, T.; Haraguchi, G.; Tezuka, D.; Kamiishi, T.; Inagaki, H.; Isobe, M. Diagnosis and Assessment of Takayasu Arteritis by
Multiple Biomarkers. Circ. J. 2013, 77, 477—-483. [CrossRef]

Chen, Z.; Hu, C,; Sun, F; Li, ]; Yang, Y.; Tian, X.; Zeng, X. Study on the Association of Serum Pentraxin-3 and Lysosomal-
Associated Membrane Protein-2 Levels with Disease Activity in Chinese Takayasu’s Arteritis Patients. Clin. Exp. Rheumatol. 2019,
37,5109-5115.

Ramirez, G.A.; Rovere-Querini, P.; Blasi, M.; Sartorelli, S.; Di Chio, M.C.; Baldini, M.; De Lorenzo, R.; Bozzolo, E.P; Leone, R.;
Mantovani, A.; et al. PTX3 Intercepts Vascular Inflammation in Systemic Immune-Mediated Diseases. Front. Immunol. 2019, 10,
1135. [CrossRef]

Lee, G.Y; Jang, S.Y.; Ko, SM.,; Kim, EK,; Lee, S H.; Han, H.; Choi, S.H.; Kim, YW.; Choe, Y.H.; Kim, D.K. Cardiovascular
Manifestations of Takayasu Arteritis and Their Relationship to the Disease Activity: Analysis of 204 Korean Patients at a Single
Center. Int. ]. Cardiol. 2012, 159, 14-20. [CrossRef] [PubMed]

Liu, Q.; Dang, A.; Chen, B.; Lv, N.; Wang, X.; Zheng, D. Function of N-Terminal pro-Brain Natriuretic Peptide in Takayasu
Arteritis Disease Monitoring. J. Rheumatol. 2014, 41, 1683-1688. [CrossRef]

Cui, X,; Qin, F; Song, L.; Wang, T.; Geng, B.; Zhang, W.; Jin, L.; Wang, W.; Li, S.; Tian, X,; et al. Novel Biomarkers for the Precisive
Diagnosis and Activity Classification of Takayasu Arteritis. Circ. Genom. Precis. Med. 2019, 12, E002080. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1136/annrheumdis-2012-202111
https://www.ncbi.nlm.nih.gov/pubmed/23100606
https://doi.org/10.1007/s10067-022-06318-5
https://www.ncbi.nlm.nih.gov/pubmed/35927524
https://www.who.int/teams/global-tuberculosis-programme/tb-reports/global-tuberculosis-report-2023
https://doi.org/10.2174/1874312901711010023
https://doi.org/10.1016/j.rbr.2015.03.009
https://www.ncbi.nlm.nih.gov/pubmed/26304781
https://doi.org/10.1186/s13075-020-02365-y
https://www.ncbi.nlm.nih.gov/pubmed/33303010
https://doi.org/10.1155/2014/827105
https://www.ncbi.nlm.nih.gov/pubmed/25276821
https://doi.org/10.1161/01.CIR.0000090689.69973.B1
https://doi.org/10.1016/j.ijcard.2012.01.035
https://doi.org/10.1253/circj.CJ-12-0131
https://doi.org/10.3389/fimmu.2019.01135
https://doi.org/10.1016/j.ijcard.2011.01.094
https://www.ncbi.nlm.nih.gov/pubmed/21354639
https://doi.org/10.3899/jrheum.140113
https://doi.org/10.1161/CIRCGEN.117.002080

	Introduction 
	Materials and Methods 
	Search Strategy 
	Selection Criteria 
	Data Extraction 
	Quality Assessment 
	Statistical Analysis 

	Results 
	Study Characteristics 
	Included Studies 
	Characteristics of Included Studies 
	Quality Assessment 

	Demographics 
	Clinical Features 
	General Symptoms B14-ijms-3063927,B15-ijms-3063927,B16-ijms-3063927,B17-ijms-3063927,B18-ijms-3063927,B19-ijms-3063927,B20-ijms-3063927,B21-ijms-3063927,B22-ijms-3063927,B23-ijms-3063927,B24-ijms-3063927,B25-ijms-3063927,B26-ijms-3063927,B27-ijms-3063927,B28-ijms-3063927,B29-ijms-3063927,B30-ijms-3063927,B31-ijms-3063927,B32-ijms-3063927,B35-ijms-3063927,B37-ijms-3063927,B38-ijms-3063927,B39-ijms-3063927,B40-ijms-3063927,B41-ijms-3063927,B42-ijms-3063927,B43-ijms-3063927,B44-ijms-3063927,B45-ijms-3063927,B46-ijms-3063927,B47-ijms-3063927,B48-ijms-3063927,B51-ijms-3063927,B53-ijms-3063927,B54-ijms-3063927 
	Cardiovascular Symptoms B14-ijms-3063927,B15-ijms-3063927,B16-ijms-3063927,B17-ijms-3063927,B18-ijms-3063927,B19-ijms-3063927,B20-ijms-3063927,B21-ijms-3063927,B22-ijms-3063927,B23-ijms-3063927,B24-ijms-3063927,B25-ijms-3063927,B26-ijms-3063927,B27-ijms-3063927,B28-ijms-3063927,B29-ijms-3063927,B30-ijms-3063927,B31-ijms-3063927,B32-ijms-3063927,B35-ijms-3063927,B36-ijms-3063927,B37-ijms-3063927,B38-ijms-3063927,B39-ijms-3063927,B40-ijms-3063927,B41-ijms-3063927,B42-ijms-3063927,B43-ijms-3063927,B44-ijms-3063927,B45-ijms-3063927,B46-ijms-3063927,B47-ijms-3063927,B48-ijms-3063927,B50-ijms-3063927,B51-ijms-3063927,B52-ijms-3063927,B53-ijms-3063927,B54-ijms-3063927,B55-ijms-3063927 
	Neurological Symptoms B14-ijms-3063927,B16-ijms-3063927,B17-ijms-3063927,B18-ijms-3063927,B20-ijms-3063927,B21-ijms-3063927,B22-ijms-3063927,B23-ijms-3063927,B24-ijms-3063927,B25-ijms-3063927,B27-ijms-3063927,B28-ijms-3063927,B29-ijms-3063927,B32-ijms-3063927,B35-ijms-3063927,B37-ijms-3063927,B38-ijms-3063927,B39-ijms-3063927,B40-ijms-3063927,B41-ijms-3063927,B44-ijms-3063927,B45-ijms-3063927,B46-ijms-3063927,B47-ijms-3063927,B48-ijms-3063927,B51-ijms-3063927,B52-ijms-3063927,B53-ijms-3063927,B55-ijms-3063927 
	Musculoskeletal Symptoms B14-ijms-3063927,B16-ijms-3063927,B17-ijms-3063927,B18-ijms-3063927,B20-ijms-3063927,B21-ijms-3063927,B22-ijms-3063927,B23-ijms-3063927,B25-ijms-3063927,B27-ijms-3063927,B28-ijms-3063927,B32-ijms-3063927,B37-ijms-3063927,B38-ijms-3063927,B39-ijms-3063927,B40-ijms-3063927,B41-ijms-3063927,B43-ijms-3063927,B44-ijms-3063927,B46-ijms-3063927,B47-ijms-3063927,B50-ijms-3063927,B51-ijms-3063927,B52-ijms-3063927,B54-ijms-3063927,B55-ijms-3063927 
	Respiratory Symptoms B14-ijms-3063927,B16-ijms-3063927,B19-ijms-3063927,B20-ijms-3063927,B22-ijms-3063927,B23-ijms-3063927,B24-ijms-3063927,B27-ijms-3063927,B28-ijms-3063927,B36-ijms-3063927,B37-ijms-3063927,B38-ijms-3063927,B40-ijms-3063927,B41-ijms-3063927,B42-ijms-3063927,B46-ijms-3063927,B48-ijms-3063927,B51-ijms-3063927,B55-ijms-3063927 
	Gastro-Intestinal Symptoms B14-ijms-3063927,B22-ijms-3063927,B24-ijms-3063927,B25-ijms-3063927,B27-ijms-3063927,B28-ijms-3063927,B30-ijms-3063927,B32-ijms-3063927,B35-ijms-3063927,B37-ijms-3063927,B39-ijms-3063927,B42-ijms-3063927,B43-ijms-3063927,B44-ijms-3063927,B45-ijms-3063927,B46-ijms-3063927,B48-ijms-3063927,B50-ijms-3063927,B51-ijms-3063927,B52-ijms-3063927,B53-ijms-3063927 
	Other Symptoms B14-ijms-3063927,B16-ijms-3063927,B18-ijms-3063927,B19-ijms-3063927,B20-ijms-3063927,B22-ijms-3063927,B24-ijms-3063927,B25-ijms-3063927,B27-ijms-3063927,B32-ijms-3063927,B35-ijms-3063927,B37-ijms-3063927,B38-ijms-3063927,B39-ijms-3063927,B40-ijms-3063927,B41-ijms-3063927,B44-ijms-3063927,B45-ijms-3063927,B46-ijms-3063927,B47-ijms-3063927,B48-ijms-3063927,B51-ijms-3063927,B52-ijms-3063927,B55-ijms-3063927 

	Laboratory Features 
	Imaging Features 
	Additional Studies on Imaging Approaches 
	Disease Activity Scores 

	Discussion 
	References

