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Abstract

Behget’s disease (BD) is a variable vessel vasculitis characterized by recurrent oral and genital aphthosis accompanied by
skin, ocular, gastrointestinal, neurologic, and articular involvement. BD is not common in childhood and the disease char-
acteristics considerably differ between adults and children. 18 diagnostic/classification criteria have been published for BD
to date. The pediatric BD (PEDBD) criteria, published in 2015, focused on pediatric BD, while the others mainly based on
adult studies and are not validated for children. The aim of this review is to summarize the data about diagnostic/classifica-
tion criteria for BD and to discuss the use and performance of the current criteria in pediatric BD. The covered topics are
the characteristics of the diagnostic/classification criteria sets for BD, the factors restricting the universal use/acceptance
of these criteria, and pediatric studies testing the performance of BD criteria sets. Having valid and universally accepted
criteria with high performance is very important in pediatric BD as they help us determine patients for our studies and guide
us through our clinical practice. There are less than 10 pediatric studies testing the performances of BD diagnostic/clas-
sification criteria. Their results suggest that revised ICBD (The International Criteria for BD) has the highest sensitivity,
while ISG (The International Study Group) criteria remain as the most specific criteria set. Larger multinational pediatric
BD cohorts with adequate control groups are required to compare the performance of the different criteria sets in children

and to improve the performance of the existing PEDBD criteria.
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Introduction

Behget’s disease (BD) is a variable vessel vasculitis affect-
ing all sizes of vasculature in both the arterial and venous
systems [1, 2]. Although it is seen all over the world, the
main geographical distribution of BD is along the “Silk
Road” (area between the Mediterranean region and Far
East) [3]. BD is typically the disease of 20—40 years of age
[4]. However, the disease is also complete in childhood in
around 2.5-4.5% of all cases in recent cohorts [5-7]. The
exact incidence/prevalence remains unknown, while the esti-
mated prevalence of BD in children (< 15 years of age) was
regarded as 1/600,000 according to a French nationwide sur-
vey [8]. Pediatric BD differs from juvenile-onset BD in the
current terminology. If the disease is fully manifested and
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the diagnosis is made in childhood, this patient is considered
to have pediatric BD [9-11]. On the other hand, in case of
juvenile-onset BD, only the disease onset is in childhood
(generally accepted as before 16 years of age) [12, 13]. That
is, all pediatric BD patients have juvenile-onset BD, but not
necessarily vice versa.

Behcet’s disease is characterized by recurrent oral and/
or genital aphthous ulcers accompanied by cutaneous, ocu-
lar, articular, gastrointestinal, and/or central nervous system
inflammatory lesions [2]. The most frequent manifestations
are related to skin and ocular involvement [14]. It usually
causes recurrent, self-limited disease flares like other autoin-
flammatory diseases [3]. The treatment is planned according
to the spectrum of organ system involvement and disease
severity. It ranges from colchicine (e.g., for mucocutane-
ous manifestations) to corticosteroids, immunosuppressive
agents, and biologic drugs (e.g., for neurologic or arterial
involvement) [14]. The prognosis depends on the site and
severity of involvement. The leading causes of BD-related
morbidity and mortality are ocular, neurologic, and arterial
involvements [15].
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Up to date, 18 diagnostic/classification criteria sets have
been published for BD [11, 16-35]. No other primary sys-
temic vasculitis has ever had that many diagnostic/classi-
fication criteria. The main reason for this is probably the
diversity of the disease phenotype among patients, mainly
due to different ethnicity and/or country of residence. Dif-
ferences in the clinical features among different age groups
and the changing clinical picture of BD over time [such as
the gradual decline in the frequency of pathergy test (PT)
positivity in several countries [36]] also contribute to the
need for frequent modifications in the diagnostic/classifica-
tion criteria for BD.

In 1946, Curth developed the first criteria set for BD [25].
Until 1990, eight more criteria sets had been developed
[18-21, 26-30]. All but one were reported from different
countries (one each from France [18, 19], UK [20], USA
[28], China [29], and Turkey [30]; and two from Japan as
the original [26] and revised forms [21] of the same criteria
set). The criteria set by Hubault&Hamza was developed as a
result of a collaboration between France and Tunisia [27]. In
1990 and 1992, the International Study Group (ISG) criteria
set was presented based on a study including 912 patients
with BD from 12 centers of seven different countries [23,
24]. It has been the most widely used criteria set since then.
Between 1992 and 2004, four criteria sets (Iran traditional
criteria [31], Iran classification tree [34], revised Dilsen
[33], and Korea criteria [16, 17]) had been developed. The
International Team for the revision of the ISG criteria was
formed in 2004 and the International Criteria for BD (ICBD)
was developed in 2006 by this team [32]. The original ICBD
had both traditional and classification tree forms. ICBD was
revised in 2010 [22]. In 2015, consensus classification cri-
teria set was created for pediatric BD (PEDBD) for the first
time [11]. PEDBD criteria set was formed based on a cohort
of 219 children with BD from 42 centers in 12 countries
[11].

The BD criteria are helpful for disease diagnosis espe-
cially for physicians who are not BD experts. It is also pos-
sible to compare the results of different studies and conduct
multicenter/multinational studies efficiently with a univer-
sally accepted criteria set [37].

BD is a heterogeneous vasculitis and the disease charac-
teristics differ according to the age at onset, gender, ethnic-
ity, and country of residence [3]. These differences restrict
acceptance and use of different criteria sets universally.
Especially pediatric and adult BD patients differ consider-
ably with regard to clinical characteristics, which makes it
difficult to use the same diagnostic/classification criteria set
for both patient groups.

The aim of this review is to provide an overview of the
current data about diagnostic/classification criteria for BD,
analyze the factors restricting the universal use of them,
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and investigate their use and performances in pediatric BD
patients.

Search strategy

This review was conducted according to the guidance on
narrative reviews [38]. The Cochrane Library and MED-
LINE/PubMed databases were searched from database
inception to October 1, 2018 using the following keywords:
(“Behcet’s disease” OR “Adamantiades-Behget disease”
OR “Behget syndrome”) AND (“diagnosis” OR “classifica-
tion” OR “criteria”). Case series, original research articles,
and review articles with a focus on diagnostic/classification
criteria for BD were analyzed. The search was primarily
focused on pediatric BD studies. However, all relevant adult
studies and studies discovered from references of the ana-
lyzed articles were also evaluated. The search was restricted
to English articles.

Different criteria sets for diagnosis/
classification of BD

BD manifestations in different criteria sets are summarized
in Table 1.

The disease characteristics were divided into major and
minor manifestations in Hewitt [18], Mason&Barnes [20],
Hubault&Hamza [27], Cheng and Zhang [29], Dilsen [30],
and revised Japan criteria [21]. Oral aphthosis (OA), geni-
tal aphthosis (GA), and ocular manifestations (OM) were
classified as major criteria in all aforementioned criteria
sets with the addition of skin manifestations (SM) in Mason
and Barnes [20], Dilsen [30], and revised Japan [21], and
thrombophlebitis in Dilsen criteria [30]. In addition to the
major/minor discrimination, higher values were attrib-
uted to certain items in some of the aforementioned crite-
ria sets: OM in Hewitt criteria [18] and PT in Dilsen [30]
and Hubault&Hamza criteria [27]. In addition, note that,
in Dilsen criteria, PT was distinguished from major/minor
discrimination [30].

In the rest of the criteria sets, there was no separation as
major/minor. However, the value of all items was not equal
in most of them. The higher valued items were OM in Japan
[26] and Iran criteria [31], OA and GA in O’Duffy criteria
[28], GA in Korea criteria [16, 17], OA in the ISG criteria
[23, 24], OM and GA in ICBD [32], and OA, OM, and GA
in revised ICBD [22].

Among all criteria sets, the most frequently higher valued
item was OM followed by GA and OA. A mandatory item
(OA) is only present in the ISG criteria among all criteria
sets [23, 24].
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All items had equal value in Curth [25], revised Dilsen
[33], and PEDBD criteria [11].

The ISG, ICBD, and PEDBD criteria sets are discussed
below in detail.

Factors restricting the universal use
of diagnostic/classification criteria for BD

There are several factors mainly based on the heterogene-
ity of the disease restricting the universal use of diagnos-
tic/classification criteria sets for BD among all patients:

1. The disease phenotype differs among different age
groups especially between children and adults.

2. The frequency of organ manifestations is different
among females and males.

3. The disease characteristics differ according to the ethnic-
ity and the country of residence.

4. The clinical practice for BD differs among different

countries or even different health care centers.

Differences between adult and pediatric cases
with BD

There are several differences between adults and children
with BD. The disease characteristics in large pediatric and
adult BD cohorts are presented in Table 2.

First of all, there is a longer period between the onset of
the first symptom and full-blown disease in children than
adults [9, 39]. In addition, in more than 80% of BD patients,
the disease is not complete before the age of 16 years [40].
Thus, children do not fulfill some BD diagnostic/classifica-
tion criteria for a longer time than adults, although they have
the disease.

Other differences include more frequent neurologic
involvement, gastrointestinal involvement, and family his-
tory of BD and less frequent ocular manifestations in chil-
dren than adults [5, 7, 11-13, 22, 41-43]. Furthermore, peri-
anal aphthosis seems to be a specific feature of pediatric BD
[44]. The higher frequency of family history points at a more
redundant genetic load which may modify the disease phe-
notype. Of note, especially in patients with a positive family
history, we should keep in mind the recently defined mono-
genic disease, haploinsufficiency of A20 (HA20) which
could mimic early-onset BD [45, 46].

Table 2 Disease characteristics

. A Country Turkey International Italia Iran International Korea Iran

in large peFllatrlc and adult (PEDBD) (revised ICBD)

Behget’s disease (BD) cohorts
Year 2011 2015 2017 2018 2014 2014 2015
Reference number [5] [11] [42] [7] [22] [43] [41]
A/P P P P P A A A
No. of patients 110 156 110 204 1278 3674 6075
M/F 0.59 1 129  1.02 1.33 0.48 1.30
OA 100 100 945 91.7 98 99.7 97.5
GA 82.7 55.1 33.6 422 74 88.4 65.7
SM 76 66.7 396 515 70 85.3 64.6
Positive PT 45.5 NI 145 57 47 NI 52.3
oM 30.9 45.5 436 662 55 35.9 58.1
M 22.7 41 427 309 51 45.2 394
VM 3.6 14.7 1.8 6.4 19 2.1 9.1
NM 3.6 59.6 309 44 17 2.8 10.6
GIS m NI 29.5 427 59 6 8 7
Cardiac m NI 4.5 NI 0.5 2 NI 0.6
Pleuro-pulmonary m NI 5.7 NI 0 2 NI 1
Epididymitis NI NI NI 8.7 7 1 4.6
HLA-B51 positivity NI NI 56.8 228 51 NI 48.9
Positive family history for BD  12.3 24.4 12 9.9 11 NI NI

The disease characteristics are presented as percentage (%)

A adult, BD Behcet’s disease, F female, GA genital aphthosis, GIS gastrointestinal, /CBD The Interna-
tional Criteria for BD, JM joint manifestations, NI not indicated, M male, m. manifestations, NM neuro-
logical manifestations, OA oral aphthosis, OM ocular manifestations, PEDBD pediatric BD, P pediatric, PT
pathergy test, SM skin manifestations, VM vascular manifestations

@ Springer



Rheumatology International (2019) 39:37-46

4

Another issue is the modifying effect of puberty on BD
phenotype. GA is less common in pre-pubertal BD patients
[44]. Beside GA, sex hormones probably affect PT positiv-
ity [47].

As a result of all aforementioned factors, pediatric BD
differs from adult BD which makes it difficult to use the
same diagnostic/classification criteria set for both. Conse-
quently, applying the criteria sets based on adult studies may
restrict early diagnosis of BD in children and inclusion of
accurate patient groups to studies.

Differences among patients according to gender

A meta-analysis on gender-specific differences in BD (both
adult and pediatric) revealed that ocular involvement, folli-
culitis, papulopustular lesions, vascular involvement, super-
ficial/deep vein thrombosis, and positive PT were associated
with male gender, while GA, joint involvement, and ery-
thema nodosum were associated with female gender [48]. It
is important to note that the study results suggested a more
severe disease in males than females [48-50].

In pediatric BD, uveitis is more common and severe in
boys than girls in most of the series [44, 51-53]. In the larg-
est international pediatric BD cohort (156 patients from
12 different countries), Koné-Paut et al. demonstrated that
cutaneous, ocular, and vascular manifestations were associ-
ated with male gender, while GA was associated with female
gender [11]. The results of the recent Italian pediatric BD
cohort study (n=110) were consistent with these findings
[42]. In addition, similar results have been reported from the
most recent large Iranian cohort (n=204), where GA was
more frequent in girls and OM (especially severe forms such
as posterior uveitis, retinal vasculitis, and panophthalmitis),
erythema nodosum, and monoarthritis were more prevalent
in boys [7].

Differences between BD patients according
to the ethnicity/country of residence

The frequency of different BD manifestations differs accord-
ing to the ethnicity and the country of residence as well.
This further restricts the universal applicability of diagnos-
tic/classification criteria sets and may be one of the reasons
for different performance of the same criteria set in patient
groups from different countries.

An increasing number of adult BD studies are point-
ing at differences in disease characteristics associated
with different ethnicity and/or country of residence. Sib-
ley et al. showed that BD patients from Turkey were more
likely to have gastrointestinal and neurologic involvement
when compared to patients from USA [54]. In addition,
Kobayashi et al. demonstrated that GA was less frequent,
while epididymitis and pulmonary involvement were more

frequent among Japanese patients than American patients
[55]. Another recent study by Moosmann et al. has empha-
sized the effect of the country of residence on disease
characteristics [56]. They have shown that neurological,
gastrointestinal, and vascular involvements were less fre-
quent, while GA and SM were more frequent in Turkish BD
patients living in Austria compared to those living in Turkey
[56]. Other than clinical differences, human leukocyte anti-
gen B51 (HLA-BS51) and PT positivity differ among different
countries. HLA-B51 positivity is more frequent in patients
from Japan and Mediterranean countries when compared to
those from Northern Europe or USA [44]. The PT positivity
is similarly higher in the “Silk Road” countries [57].

The differences are less evident in pediatric BD, since
there is a lack of direct comparison studies with large num-
ber of patients. In the international pediatric BD cohort
published in 1998, neurologic and gastrointestinal involve-
ment were more frequent in patients from France and Saudi
Arabia, while SM was more common in patients from Tur-
key [44]. Nanthapisal et al. reported that gastrointestinal
and neurologic manifestations were more frequent in UK
pediatric BD cohort when compared to non-UK ones [10].
In our previous study including pediatric BD patients from
Turkey and Israel, neurologic involvement was more fre-
quent among patients from Turkey [58]. In the international
cohort evaluated during the development of PEDBD criteria
(n=156), patients were younger at disease onset and skin
and vascular involvements were less frequent in European
than non-European children [11]. In the most recent and
largest pediatric BD series from Iran (n=204), GA, SM
(especially erythema nodosum), and gastrointestinal involve-
ment were less frequent, while ocular lesions were more
frequent and severe compared to other cohorts [7].

Differences in clinical practice for BD

Almost all of the items included in the diagnostic/classifica-
tion criteria sets of BD are clinical manifestations that the
physicians directly observe or get information about from
the patient. An exception to this is PT, which is a nonspecific
cutaneous hypersensitivity reaction to a prick skin trauma
[59]. It is positive in 37-80% of pediatric patients [12, 44].
Since the rate of positivity varies widely in different popu-
lations, this test is not routinely performed in all countries.
Davatchi et al. studied the impact of the positive PT on the
performance of diagnostic/classification criteria for BD [60].
They found that the majority of the criteria sets lost sensitiv-
ity, but gained specificity when the PT was excluded [60].
The PT is excluded from the PEDBD criteria, since there is
a large variation of its presence in the pediatric population
[12, 44]. It is an optional item in the revised ICBD, since it
is not performed routinely everywhere [22]. According to
the revised ICBD, if the PT is performed and the patient gets

@ Springer
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a positive reaction, it counts. Otherwise, it does not affect
the performance of the criteria set. Thus, it is not a must to
perform this test for BD diagnosis.

To overcome the obstacles originating from the heteroge-
neity of the disease and clinical practice, it is important to
have diagnostic/classification criteria based on large interna-
tional cohorts of patients from all age groups while focusing

ISG
— PEDBD
OA mandatory
N 3 out of
6 criteria

2 out of 4 criteria

Fig. 1 Venn diagram of ISG (the International Study Group), revised
ICBD (the International Criteria for Behget’s disease), and PEDBD
(pediatric Behget’s disease) criteria sets with Behget’s disease defini-
tions indicated for each one along with their items. GA genital aph-
thosis, NM neurologic manifestations, OA oral aphthosis, OM ocular
manifestations, PPT positive pathergy test, SM skin manifestations,
VM vascular manifestations

on common clinical practice. This has mostly been achieved
in the revised ICBD, where more than 2500 patients from
27 different countries were included under the expertise of
scientists from 32 countries [22]. However, pediatric BD was
not specifically addressed in this criteria set.

There are major differences between pediatric and adult
BD. Thus, using different criteria sets could help with the
early diagnosis especially in pediatric patients. Having said
that, the sensitivity of the revised ICBD was higher than the
sensitivity of PEDBD criteria in two recent studies testing
both criteria sets in children with BD [7, 42].

Comparing ISG, and ICBD, and PEDBD
criteria in pediatric BD patients

The Venn diagram of ISG, revised ICBD, and PEDBD crite-
ria sets is presented in Fig. 1. In addition, studies (with >30
BD patients) testing the performance of BD diagnostic/clas-
sification criteria in pediatric BD are presented in Table 3.
The ISG criteria set was presented in 1990 and 1992 [23,
24]. According to the ISG criteria, OA is mandatory. In
addition, the patient should have two of the following four
features to be classified as having BD: GA, SM (pseudofol-
liculitis and erythema nodosum), OM, and positive PT.
The ICBD was created in 2006 and revised in 2010 [22,
32]. The original ICBD has a traditional format and a clas-
sification tree [32]. According to the traditional format, the
patient gets two points for each GA and OM and one point
for each OA, SM (pseudofolliculitis, erythema nodosum, and
skin aphthosis), vascular manifestations (VM) (arterial and
venous), and positive PT. A patient is classified as having

Table 3 Pediatric studies

; . A First author, year [refer- Number of BD patients  Tested criteria set ~ Sensitivity (%)  Specificity (%)
(with > 30 patients) testmg the ence number]
performance of Behget’s disease
(Bp).diagnostic/classiﬁcation Koné-Paut, 1998 [44] 86 ISG 75.5 _
criterta Koné-Paut, 2011 [52] 30 (definite BD) ISG 87 -
Koné-Paut, 2015 [11] 156 ISG 73.7 100
PEDBD 91.7 429
Nanthapisal, 2016 [10] 46 Revised ICBD 80 -
ISG 17-26 -
Batu, 2017 [58] 68 PEDBD 73.5 97.7
ISG 52.9 100
Gallizzi, 2018 [42] 110 1SG 29.1 -
Revised ICBD 70.9 -
PEDBD 45.5 -
Shahram, 2018 [7] 204 1SG 68.6 -
Revised ICBD 97.1 -
PEDBD 48 -

BD Behget’s disease, ICBD International Criteria for BD, ISG International Behget’s Study Group, PEDBD

pediatric Behget’s disease criteria

@ Springer



Rheumatology International (2019) 39:37-46

43

BD if she/he gets 3 or more points. There are five scenarios
in the classification tree as follows: OA + GA, OA + OM,
GA +0OM, OM + VM, and OA + SM + positive PT. Patients
with one of these subsets are classified with BD. There are
three changes in the revised ICDB. First, a new criterion
is added as neurologic manifestations, which is worth one
point. Second, the value of OA is changed as two points.
Third, a patient should have 4 or more points to be classified
as having BD [22]. Of note, in the revised ICBD, positive PT
was an optional criterion.

In 2015, an international expert consensus group
(PEDBD group) suggested new classification criteria for
pediatric BD based on a large pediatric cohort including
mainly European patients with the supplementation of Turk-
ish patients [11]. In the PEDBD criteria set, all symptom
categories have the same weight, the PT is not included, and
OA is not a mandatory criterion. For classifying a patient
as having BD, the patient should have three or more of the
following criteria: OA (>3 attacks per year), GA (typical
with scars), SM (necrotic folliculitis, acneiform lesions,
and erythema nodosum), neurologic involvement (except
isolated headaches), OM (anterior uveitis, posterior uveitis,
and retinal vasculitis), and VM (venous thrombosis, arterial
thrombosis, and arterial aneurysms).

Main differences of the ISG criteria from ICBD and
PEDBD criteria sets are as follows: OA is a mandatory cri-
terion and neurologic and vascular manifestations are not
included in the ISG criteria set. We are aware that there
are BD cases without OA [61]. Thus, inclusion of OA as a
mandatory criterion was probably one of the factors limit-
ing the performance of the ISG criteria. In an international
collaborative study, 21 out of 86 pediatric BD cases did not
fulfill the ISG criteria [44]. GA, SM, hypersensitivity, and
uveitis were less frequent, whereas neurologic symptoms
were more frequent in these patients compared to the ones
fulfilling the ISG criteria [44]. In another study, expert pedi-
atric rheumatologists observed that almost half of the defini-
tive or probable BD patients did not fulfill the ISG criteria
[52]. Nanthapisal et al. reported that revised ICBD had an
almost 4 times higher sensitivity than the ISG criteria in the
UK-based pediatric BD cohort [10]. In the original report
of PEDBD criteria, the sensitivity of PEDBD was higher,
while specificity was lower than the ISG criteria (Table 3)
[11]. In the first study comparing the performances of the
ISG and PEDBD criteria in children after PEDBD publi-
cation, it was demonstrated that the sensitivity of PEDBD
criteria was higher than the ISG criteria, while the specifici-
ties were quite similar (Table 3) [58]. In the recent Italian
cohort (n=110), the sensitivity of PEDBD was higher than
the ISG criteria, while vice versa was true in the Iranian
cohort (n=204) (Table 3) [7, 42].

The items of the revised ICBD and PEDBD criteria sets are
quite similar. Only difference is the inclusion of positive PT as

an optional item in ICBD when it is absent in PEDBD criteria.
However, the values of the items and the prerequisites for clas-
sifying a patient with BD differ as mentioned above. There is
only one scenario, where PEDBD classifies a patient with BD
and revised ICBD does not. It is when the patient has only the
trio of BD-related SM—VM-neurologic involvement. On the
contrary, there are multiple possible scenarios that the revised
ICBD classifies a patient with BD and PEDBD does not. For
instance, OA + GA, OA + OM, GA + OM, OA + GA + posi-
tive PT, OA 4+ OM + positive PT, GA + OM + positive PT,
OA + SM +positive PT, and OA 4+ VM + positive PT can
be given as such scenarios. This is important especially for
patients with OA +GA and OA + OM, since these scenarios
are quite common among pediatric BD patients unlike the ones
including positive PT. Two studies including large cohorts of
pediatric BD patients (n=110 in the Italian cohort and n=204
in the Iranian cohort) have compared the performance of ISG,
revised ICBD, and PEDBD criteria and they found that the
revised ICBD had the highest sensitivity (Table 3) [7, 42]. The
difference between values of items and prerequisites is prob-
ably one of the factors affecting the lower sensitivity of the
PEDBD criteria. Another possible contributing factor is the
exclusion of PT. Including positive PT as a part of SM to the
PEDBD criteria set could improve the sensitivity [7].

Although OA is not seen in all BD patients, it is by far the
most common clinical manifestation of BD, both in adults
and children [4, 7]. Giving a higher value to OA item could
improve the performance of the criteria sets. This may be
one reason for revised ICBD having a higher sensitivity than
PEDBD. Of note, defining the recurrence of BD-related OA
may be important to keep the specificity of the criteria set at
a desired level. The recurrence of OA is defined as at least
3 attacks per year in PEDBD and ISG criteria [11, 23, 24].

The definition of single items is also important and some
definitions could affect the performance of the criteria sets.
GA was defined as being “typically with scars” in PEDBD
criteria [11]. However, a previous study demonstrated that
nearly, one-third of BD genital ulcers did not heal with
scarring [62]. Acneiform lesions were defined as being
“observed by a physician in postadolescent patients not on
corticosteroid treatment” in the ISG criteria [23, 24]. We
now know that acneiform lesions appear in around 10% of
pediatric BD patients [42, 58] and this is included in the SM
criterion of PEDBD [11]. Of note, acneiform lesions were
not mentioned in the revised ICBD [22]. However, skin aph-
thosis was only mentioned in the revised ICBD.

Conclusion
It is tempting to have one valid diagnostic/classification cri-

teria set with considerably high performance in both adult
and pediatric BD patients and among all countries. However,
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as discussed above, there are prominent differences among
different groups of patients. At least, it seems reasonable
to have two different criteria sets; one for children and one
for adults. Another option is to use different versions of
the same criteria set. The values of different items could
be changed when the revised ICBD is being used for pre-
pubertal children. To be able to revise criteria sets properly
to fit both age groups, large cohort studies including both
children and adults are required.

Finally, it is important to emphasize that no diagnostic/
classification criteria will have 100% sensitivity and speci-
ficity among all patients with BD unless a pathognomonic
feature is found. Although we get guidance from these cri-
teria, we should decide on the diagnosis of the patient on
an individual basis. After all, the golden standard for diag-
nosis is the expert opinion in almost all of the studies that
reported a diagnostic/classification criteria set for BD. In
addition, BD is one of the most likely diagnosis in a child
with recurrent OA, pulmonary arterial aneurysm, and deep
vein thrombosis along with high acute phase reactants, even
though this patient is not classified with BD by any of the
ISG ICBD, or PEDBD criteria sets.
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