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Abstract
Objective

The 3E (Evidence, Expertise, Exchange) Initiative is a multinational effort of rheumatologists aimed at developing 
evidence-based recommendations addressing specific questions relevant to clinical practice. The objective of the Italian 

part of the 3E Initiative was to develop new recommendations designed to help Italian rheumatologists in everyday clinical 
practice management of patients suffering from ankylosing spondylitis (AS).

Methods
An international scientific committee selected a set of questions concerning the diagnosis, monitoring, and treatment of 
AS using a Delphi procedure. Evidence-based answers to each question were sought by a systematic literature search in 
MedLine for papers published up to August 2006. A panel of 55 Italian rheumatologists with expertise in the field of AS 

used the evidence thus gathered to develop recommendations, filling gaps in evidence with their expert opinion.

Results
After discussion and votes, the panel developed 12 statements/recommendations: 3 concerning diagnosis (low back 

pain approach, early diagnosis, and GPs referral recommendations); 3 concerning monitoring (disease activity, severity, 
and prognosis), and 6 concerning treatment (bisphosphonates role; treatment of enthesitis; inter-agent safety/efficacy, 
long-term safety/efficacy, efficacy on different disease manifestations, and the role on inflammatory bowel disease flare 

precipitation of NSAIDs/COX-II inhibitors).

Conclusion
Italian recommendations for the management of AS in everyday practice were developed. Their dissemination and 
implementation in daily clinical practice should help to improve practice uniformity and eventually optimize the 

management of AS patients.
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Introduction
Ankylosing spondylitis (AS) is a 
chronic inflammatory disease which 
can lead to severe damage of the spine 
with functional impairment, disability 
and poor quality of life (1). With an 
estimated prevalence of 0.37% in Italy 
(2), AS is a significant health burden to 
the community.
AS is a rather heterogeneous disease: 
the typical feature is the axial involve-
ment (sacroiliitis and spondylitis) that 
is frequently associated with periph-
eral skeletal involvement (peripheral 
arthritis and enthesitis) and extra-skel-
etal manifestations (i.e., acute anterior 
uveitis).
AS requires a combined management 
(pharmacological and rehabilitation) 
and recently, the introduction of bio-
logical agents has positively changed 
the treatment scenario (3).
It has been estimated that a physician 
would need to read about 20 journal 
articles a day to keep abreast of all re-
search relevant to a particular area of 
interest (4). This is clearly complicated. 
For this reason, in recent years, grow-
ing attention has been focused on the 
use of synthesized evidence resources 
such as systematic reviews, meta-anal-
yses, and evidence-based clinical prac-
tice guidelines and recommendations. 
Within the field of research in spondy-
larthritis, there has been an increasing 
interest in proposing new sets of rec-
ommendations. Recently, by combin-
ing a systematic review of the literature 
and expert consensus, the ASsessment 
in Ankylosing Spondylitis (ASAS) 
International Working Group and the 
EUropean League Against Rheuma-
tism (EULAR) produced 10 recom-
mendations for the management of AS 
(5). These recommendations are very 
useful in improving the knowledge of 
the disease, but some issues remain to 
be further investigated in order to fa-
cilitate the management of AS patients 
in daily practice.
The 3E (Evidence, Expertise, Exchange) 
Initiative in Rheumatology is a multi-
national effort of rheumatologists with 
a special interest in clinical research. 
The aim of the initiative is to improve 
everyday clinical practice for patients 
with rheumatic diseases by formulating 

evidence-based recommendations for 
practical problems. In this first effort, 
we addressed issues relevant to AS in 
the domains of diagnosis, monitoring, 
and treatment. The programme has in-
volved a large number of rheumatolo-
gists working in different practice envi-
ronments within 10 different countries 
(Australia, Austria, Belgium, Denmark, 
Germany, Greece, Italy, Norway, Spain, 
and Turkey). In addition to the develop-
ing process of the multinational recom-
mendations (6), the project included a 
National level in order to reach recom-
mendations appropriate in the context 
of resource and healthcare situation of 
the single participating countries.
This paper summarizes the Italian rec-
ommendations for the management of 
AS, based on literature research and 
expertise. The aim is to reach recom-
mendations that are achievable in the 
real environment of a rheumatology 
practitioner and with the consensus of 
a large number of Italian rheumatolo-
gists. Moreover, the possible discrep-
ancies existing between the multina-
tional and the Italian recommendations 
will be analysed. 

Materials and methods
The methodology used in develop-
ing the recommendations included the 
combination of a rigorous analysis of 
the scientific literature with the opin-
ion of experts in daily management of 
disease. The steps of the process are 
detailed elsewhere (6). In brief, the in-
ternational steering committee, using 
the Delphi consensus procedure, pre-
pared a set of questions for each of the 
3 themes in AS management (diagno-
sis, monitoring, and treatment) (Table 
I). Questions concerning the treatment 
with biological agents were not consid-
ered since this topic has been already 
widely addressed by ASAS/EULAR 
group (7).
By combining keywords specific for 
each question, a literature search in 
PubMed was conducted for papers pub-
lished up to August 2006 (6). The evi-
dence from the literature search for the 
specific questions was then presented 
to national scientific committees. Each 
one in a national meeting formulated a 
set of propositions.
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Based on this information, the Italian 
scientific committees organised a con-
sensus meeting that was held on De-
cember 15, 2006 in Rome, in order to 
provide written recommendations. 
This meeting was attended by 55 Ital-
ian rheumatologists with expertise in 
the field of AS. About 1 month before 
attending the meeting, each participant 
was provided by the detailed literature 
search. The panel of rheumatologists 
used evidence from the literature to de-
velop recommendations for each ques-
tion; gaps in evidence were filled with 
panelists’ expert opinion. 

Results
Details of the literature search results 
of each recommendation have been       

published elsewhere (6). The level of 
evidence and the strength of recommen-
dations were scored according to the 
same grading systems used by ASAS/
EULAR group (5) and 3E multi-na-
tional group (6). In particular, for each 
selected paper, the level of evidence 
was categorised (Ia through IV) using 
the hierarchy suggested by Shekelle et 
al. (8). The level of evidence was then 
used to determine the strength (A to D) 
of each recommendation (Table II) (8). 
Each expert was asked to rate his agree-
ment on final recommendations using 
a five-category Likert scale (strongly 
disagree, disagree, neither agree nor 
disagree, agree, strongly agree).
Table III shows the final 12 recommen-
dations/statements.

Diagnosis
Recommendation 1: In the case of back 
pain, the diagnosis of early AS should 
be considered if the back pain is inflam-
matory, especially if there are other 
features of spondyloarthritis including 
alternating buttock pain, anterior chest 
pain, limited spinal mobility, peripheral 
arthritis, peripheral enthesitis (heel en-
thesitis), dactylitis, acute anterior uvei-
tis, positive HLA-B27, elevated acute 
phase reactants, rapid response to 
NSAIDs, and positive family history for 
spondyloarthritis or psoriasis or IBD.
This is a grade C recommendation 
derived from level III evidence. The 
agreement (agree and strongly agree) 
among experts was 93%.
The panelists emphasized that the prev-
alence of AS among patients with low 
back pain (i.e., inflammatory or not) is 
about 5% (9). Therefore, for the diag-
nosis of early AS other features (symp-
toms, signs, and laboratory results) 
should be considered. 
The most significant difference be-
tween such recommendation and the 
corresponding multi-national one is 
the exclusion of radiological features. 
Italian rheumatologists consider that 
radiological signs of sacroiilitis and/or 
spondylitis become evident late thus 
they do not allow to made an early di-
agnosis of AS.
Recommendation 2: Short tau inver-
sion recovery (STIR)-magnetic reso-
nance imaging (MRI) of the sacroiliac 
joints has a sufficient accuracy for the 
diagnosis of AS in the pre-radiograhic 
phase.
This is a grade C recommendation 
derived from level III evidence. The 
agreement (agree and strongly agree) 
among experts was 95%.
The diagnostic properties of MRI in 
early AS were reviewed (6). Active in-
flammatory changes in sacroiliac joints 
had both high sensitivity and specifi-
city (10). STIR sequences are preferred 
for their excellent fat suppression and 
high signal intensity from areas of bone 
edema.
In contrast with the multinational rec-
ommendations, Italian rheumatologists 
prefer not to consider computed tomo-
graphy of sacroiliac joints because it 
results to be less sensitive and safe (i.e., 

Table I. Selected questions for the literature research.

Diagnosis
• In case of back pain, which are the symptoms/signs/response to NSAIDs for considering the 
 diagnosis of (early) AS?
• Imaging: what is the accuracy of imaging techniques to diagnose (early) AS?
• Based on which symptoms and other clinical data should the GP refer a patient to the 
 rheumatologist?

Monitoring
• Which parameters (e.g., symptoms, signs, metrology, biochemical, imaging, etc) are useful for 
 assessing AS disease activity?
• Which parameters (e.g., symptoms, signs, metrology, biochemical, imaging, etc) are useful for 
 assessing AS disease severity?
• Which parameters (e.g., symptoms, signs, metrology, biochemical, imaging, etc) are useful for 
 assessing AS disease prognosis?

Treatment (except biologics)
• Is there any place for bisphosphonates for the treatment of AS?
• What is the optimal treatment of peripheral enthesitis/costochondritis?
• What is the exact place of NSAIDs in the management of AS patients?

• What is the inter NSAIDs (low versus high dose, COX-II versus conventional, long vs. 
 short half life) safety/efficacy profile?
• What is the long-term safety (CV/GI) and efficacy profile of NSAIDs (concerning continuous 
 or on demand treatment)? What’s the evidence of DMARD properties of NSAIDs?
• Is there any difference in the treatment usefulness with regard to the clinical presentation 
 (axial/peripheral/enthesiopathy)?
• Is there evidence that NSAIDs precipitate initial presentation and/or clinical flare-ups of 
 IBD patients with AS?

Table II. Grading systems for category of evidence and strength of recommendation.

Category of evidence
Ia: Meta-analysis of randomized controlled trials
Ib: Randomized controlled trial
IIa: Controlled study without randomization
IIb: Quasi-experimental study
III: Non-experimental descriptive studies, such as comparative, correlation, and case-control studies
IV: Expert committee reports or opinion and/or clinical experience of respected authorities, or both

Strength of recommendation
A: Category I evidence 
B: Category II evidence or extrapolated from category I evidence
C: Category III evidence or extrapolated from category I or II evidence
D: Category IV evidence or extrapolated from category II or III evidence
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radiation exposure) when compared to 
MRI.
Furthermore, the panelists felt that the 
use of MRI in everyday practice raises 
some practical problems: availability 
of MRI in Italy is still limited; the cost 
is high; no standardised criteria exist 
for interpreting results.
Recommendation 3: The GP should 
refer every patient with inflammatory 
back pain to the rheumatologist.
This is a grade D recommendation 
derived from level IV evidence. The 
agreement (agree and strongly agree) 
among experts was 85%.
The literature contains poor evidence 
regarding criteria according to a patient 
should be referred to a rheumatologist 
for further evaluation of possible AS. 

However, early referral recommenda-
tions have recently been proposed (11), 
but prospective studies are needed to 
assess their performance among pri-
mary care physicians.
Choosing a clinical parameter for re-
ferral of AS patients is very favourable 
because it is not expensive. Chronic 
back pain, the leading symptom of AS, 
is very common in the general popula-
tion. Therefore, using this parameter as 
referral criteria the number of patients 
to be seen by the rheumatologist to 
make the diagnosis in one patient will 
be too large. On contrary, using inflam-
matory back pain as referral parameter 
a diagnosis of AS can be made in about 
1/7 patients seen by the rheumatolo-
gist (11). This recommendation, even 

though more concise, does not sub-
stantially differ from the corresponding 
multinational one.

Monitoring
Recommendation 4: For the assess-
ment of disease activity BASDAI and 
physician’s global assessment are rec-
ommended. CRP and ESR could be 
useful. STIR-MRI is accurate but not 
feasible in daily practice, and should 
be used only in selected cases.
This is a grade D recommendation 
derived from level IV evidence. The 
agreement (agree and strongly agree) 
among experts was 91%.
Parameters assessing symptoms, met-
rology, laboratory, and imaging stud-
ies were reviewed. The only available 

Table III. The Italian 3E Initiative recommendations/statements for the management of ankylosing spondylitis.
 
 Level of  Strength of Level of
 evidence  recommendation  agreement

Diagnosis   
1) In case of back pain the diagnosis of early AS should be considered if the back pain is inflammatory III C 93% 
especially if there are other features of spondyloarthritis including alternating buttock pain, anterior 
chest pain, limited spinal mobility, peripheral arthritis, peripheral enthesitis (heel enthesitis), dactylitis, 
acute anterior uveitis, positive HLA-B27, elevated acute phase reactants, rapid response to NSAIDs, 
and positive family history for spondyloarthritis or psoriasis or IBD. 
2) STIR-MRI of the sacroiliac joints has a sufficient accuracy for the diagnosis of AS in the III C 95% 
pre-radiograhic phase.  
3) The GP should refer every patient with inflammatory back pain to the rheumatologist. IV D 85%

Monitoring   
4) For the assessment of disease activity BASDAI and physician’s global assessment are recommended.  IV D 91%
CRP and ESR could be useful. STIR-MRI is accurate but not feasible in daily practice, and should be
used only in selected cases. 
5) For the assessment of disease severity the following parameters are recommended: BASFI, chest  IV D 92%
expansion, modified Schober test, occiput-to-wall distance, hip involvement, presence of extra-articular 
manifestations, serial x-rays of spine and pelvis. 
6) For the assessment of disease prognosis the following parameters are recommended: young age at IV D 90% 
onset, disease duration, hip arthritis, peripheral arthritis, BASDAI at onset, BASFI, rapid progression 
of radiological damage of spine and pelvis, poor efficacy of NSAIDs. 

Treatment (except biologics)   
7) Intravenous pamidronate therapy could be considered in patients with NSAID-refractory disease. Ib C 78%
8) Local corticosteroid injections are recommended as first line treatment for peripheral enthesitis Ib C 88% 
when only a few entheses are involved. In patients who respond inadequately to local corticosteroid 
injections and in patients with multiple peripheral enthesitis oral NSAIDs should be used. There is no 
evidence of efficacy of sulfasalazine and methotrexate for the treatment of peripheral enthesitis. 
The optimal treatment of costochondritis has not been established. 
9) Conventional NSAIDs and selective COX-II inhibitors are equally effective for pain control. In patients Ib B 81% 
with increased GI risk conventional NSAIDs plus PPI agents or selective COX-II inhibitors should be used.  
Long half-life drugs could be preferred for their better efficacy profile. 
10) The continuous treatment with NSAIDs/COX-II inhibitors may offer a sustained effect on function  Ib B 95%
and pain, and a possible slowing of radiographic disease progression. In patients with increased GI 
and/or CV risk such an approach should be used with caution. 
11) NSAIDs/COX-II inhibitors are effective on different (i.e., axial/articular/entheseal) clinical  Ib A 93%
manifestations of disease even though spinal pain seems to better respond to this treatment. 
12) Despite of the lack of evidence that COX-II inhibitors induce clinical flare-ups of IBD manifestations,  IIa C 89%
both NSAIDs and COX-II inhibitors should be used with caution in AS patients with IBD. 
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publications dealing with this feature 
are based on expert opinion such as the 
ASAS core set of variables to be used in 
clinical record keeping (12). 
The most significant difference be-
tween such recommendation and the 
corresponding multi-national one is the 
inclusion of a smaller number of clini-
cal parameters to be assessed. Accord-
ing to Italian panelists a limited number 
of assessments is needed in order to al-
low the recommendation to be feasibly 
applied in a clinical practice setting. 
Recommendation 5: For the assessment 
of disease severity the following param-
eters are recommended: BASFI, chest 
expansion, modified Schober test, oc-
ciput-to-wall distance, hip involvement, 
presence of extra-articular manifesta-
tions, serial x-rays of spine and pelvis.
This is a grade D recommendation 
derived from level IV evidence. The 
agreement (agree and strongly agree) 
among experts was 92%.
Parameters assessing irreversible dam-
age like metrology and imaging were 
reviewed. There is no published evi-
dence accurately addressing this fea-
ture. Thus, the experts’ opinion filled 
the gaps of evidence producing this rec-
ommendation. 
This recommendation does not sub-
stantially differ from the corresponding 
multi-national one with the exception 
of phrasing differences.
Recommendation 6: For the assess-
ment of disease prognosis the following 
parameters are recommended: young 
age at onset, disease duration, hip ar-
thritis, peripheral arthritis, BASDAI at 
onset, BASFI, rapid progression of ra-
diological damage of spine and pelvis, 
poor efficacy of NSAIDs.
This is a grade D recommendation 
derived from level IV evidence. The 
agreement (agree and strongly agree) 
among experts was 90%.
The optimal study to assess AS prognosis 
would be a prospective study of patients 
with early disease to whom prognosis 
would be assessed after a long-term 
follow-up. A prospective observational 
study assessing long-term prognosis at 
10 years was reviewed (13). Recently, 
one study has reported data for 90 pa-
tients with early AS followed over a 2-
year period (14).

When compared with the correspond-
ing multi-national recommendation, 
this recommendation includes some ad-
ditional parameters which do not sub-
stantially distinguish the two recom-
mendations.
 
Treatment
Recommendation 7: Intravenous pamid-
ronate therapy could be considered in 
patients with NSAID-refractory disease.
This is a grade C recommendation de-
rived from level Ib evidence. The agree-
ment (agree and strongly agree) among 
experts was 78%.
In one controlled trial (15) intravenous 
pamidronate resulted to be efficacious 
in AS patients refractory to NSAIDs. 
However, the number of treated pa-
tients was low and treatment effect was 
modest (mean BASDAI reduction 2.2) 
and thus larger controlled trials con-
firming these results are needed.
This recommendation is substantially 
different from the corresponding multi-
national one. In particular, Italian rheu-
matologists give to bisphosphonates a 
possible role in the treatment of active 
AS while in the multi-national recom-
mendation these drug are considered to 
be useful only for the management of 
osteoporosis in AS.
Recommendation 8: Local corticoster-
oid injections are recommended as first 
line treatment for peripheral enthesitis 
when only a few entheses are involved. 
In patients who respond inadequately 
to local corticosteroid injections and 
in patients with multiple peripheral 
enthesitis oral NSAIDs should be used. 
There is no evidence of efficacy of sul-
fasalazine and methotrexate for the 
treatment of peripheral enthesitis. The 
optimal treatment of costochondritis 
has not been established. 
This is a grade C recommendation de-
rived from level Ib evidence. The agree-
ment (agree and strongly agree) among 
experts was 88%.
Although only case reports addressing 
local corticosteroid injections of specif-
ic enthesial involvement were reported, 
the panelists considered that such treat-
ment may be useful when only a few 
entheses are involved. 
In controlled studies that assessed 
enthesitis as an outcome parameter, 

NSAIDs/COX-II inhibitors resulted to 
be efficacious (16, 17) while traditional 
DMARDs (sulfasalazine, methotrexate) 
had contradictory results (18-20).
This recommendation, even though 
more detailed, does not substantially 
differ from the corresponding multi- 
national one.
Recommendation 9: Conventional 
NSAIDs and selective COX-II inhibitors 
are equally effective for pain control. In 
patients with increased GI risk conven-
tional NSAIDs plus PPI agents or selec-
tive COX-II inhibitors should be used. 
Long half life drugs could be preferred 
for their better efficacy profile.
This is a grade B recommendation de-
rived from level Ib evidence. The agree-
ment (agree and strongly agree) among 
experts was 81%.
NSAIDs have been recommended by 
ASAS/EULAR as the first line drug to 
improve pain and stiffness (5).
The analysis of data from randomized 
controlled trials concerning the efficacy 
of NSAIDs or COX-II inhibitors in AS 
did not reveal consistent differences be-
tween the different traditional NSAIDs 
and between the NSAIDs and COX-II 
inhibitors (6). As regards the safety, a 
meta-analysis showed that etoricoxib had 
a better safety profile (major gastrointes-
tinal events) compared to conventional 
NSAIDs (21). The efficacy and safety 
profiles were not consistently different 
between different doses of NSAIDs or 
COX-II inhibitors or between long and 
short half-time agents (6).
Therefore, the available data do not 
permit definitive conclusions concern-
ing the choice of one agent over an-
other in terms of efficacy. In patients 
with increased GI risk COX-II inhibi-
tors showed a better safety profile. The 
panelists considered that long half-time 
agents could be preferred for their bet-
ter efficacy profile.
The most significant difference with 
the corresponding multi-national one 
is that Italian rheumatologists between 
short and long half-life drugs prefer the 
latter for their better efficacy profile. 
Recommendation 10: The continuous 
treatment with NSAIDs/COX2 inhib-
itors may offer a sustained effect on 
function and pain, and a possible slow-
ing of radiographic disease progression. 
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In patients with increased GI and/or CV 
risk such an approach should be used 
with caution.
This is a grade B recommendation de-
rived from level Ib evidence. The agree-
ment (agree and strongly agree) among 
experts was 95%.
In AS patients NSAIDs are usually ad-
ministered in intermittent regimens ac-
cording to patient symptoms and aim-
ing to fewer adverse events. 
Only few studies supporting the effect 
of long-term continuous use on disease 
outcome have been published. Two 
controlled studies of 1-year continuous 
treatment with NSAIDs/COX-II inhibi-
tors showed a significant improvement 
of function and pain (22, 23). Recently, 
a 2-year study has showed that a strat-
egy of continuous use of NSAIDs/
COX-II inhibitors reduces radiographic 
progression (24). This study addressed 
issues on safety of long-term treatment 
of NSAIDs/COX-II inhibitors, show-
ing a mild increase, although the dif-
ference was not statistically significant, 
in GI toxicity together with similar car-
diovascular toxicity of continuous com-
pared to intermittent therapy. However, 
panelists preferred to put a warning 
concerning long-term use of NSAIDs/
COX-II inhibitors in AS patients with 
increased GI and/or CV risk. 
This recommendation does not sub-
stantially differ from the corresponding 
multi-national one.
Recommendation 11: NSAIDs/COX-
II inhibitors are effective on different 
(i.e., axial/articular/entheseal) clinical 
manifestations of disease even though 
spinal pain seems to better respond to 
this treatment. 
This is a grade A recommendation de-
rived from level Ib evidence. The agree-
ment (agree and strongly agree) among 
experts was 93%.
Studies reporting data of efficacy on 
the different AS clinical manifestations 
showed that, although NSAIDs/COX-
II inhibitors have a clinically relevant 
symptomatic effect on all 3 main in-
volvements (axial/articular/entheseal), 
spinal improvement appeared to be 
greater (16, 23).
This recommendation does not sub-
stantially differ from the corresponding 
multi-national one.

Recommendation 12: Despite the lack 
of evidence that COX-II inhibitors in-
duce clinical flare-ups of IBD mani-
festations, both NSAIDs and COX-II 
inhibitors should be used with caution 
in AS patients with IBD. 
This is a grade IIa recommendation 
derived from level C evidence. The 
agreement (agree and strongly agree) 
among experts was 89%.
No published studies have produced 
data on IBD flares occurring in AS 
patients treated with NSAIDs. In 2 
prospective, randomized placebo-con-
trolled trials of IBD patients, COX2 
inhibitors were not associated with in-
creased flares of IBD (25, 26).
This recommendation substantially dif-
fers from the corresponding multi-na-
tional one since Italian rheumatologists 
are more favourable in using COX-II 
inhibitors in AS patients with IBD.

Discussion
An improvement of the prognosis of AS 
can be achieved not only by therapeu-
tic advances (i.e., anti-TNF-α agents) 
but also by a better standardization of 
the management of the disease (7, 12, 
27).
The 3E (Evidence, Expertise, Ex-
change) Initiative in Rheumatology is a 
multinational effort of rheumatologists 
with the aim to develop evidence-based 
recommendations addressing specific 
questions relevant to clinical practice. 
In contrast to previously proposed rec-
ommendations/guidelines developed by 
a limited panel of experts in the field 
of AS, the 3E initiative has involved a 
total of 509 rheumatologists from 10 
countries (6). These are the first recom-
mendations for the management of AS 
in clinical practice obtained combining 
a systematic literature review together 
with the opinion of a large number of 
experts and practicing rheumatologists. 
The objective of the Italian part of the 
3E Initiative was to develop new rec-
ommendations designed to help Italian 
rheumatologists in everyday clinical 
practice management of AS patients. 
The 3E Italian recommendations have 
dealt directly with specific practical is-
sues, and are thus designed to comple-
ment not conflict with ASAS/EULAR 
recommendations. The aim is to utilize 

them in daily practice to further the 
standard of care in AS.
There are only few differences between 
the 3E Italian and the corresponding 
multinational recommendations. In 
particular, Italian rheumatologists con-
sider that conventional radiography and 
computed tomography are less useful 
than MRI in making an early diagno-
sis of AS. The differences regarding 
AS treatment substantially consist of 
a more favourable approach in using   
bisphosphonates in active AS patients, 
long vs. short half-life NSAIDs, and 
COX-II inhibitors in AS patients with 
IBD.
These recommendations are based on 
evidence from the literature combined 
with expert opinion used to fill gaps in 
evidence. This approach is particularly 
useful when, such as in our case, the 
literature does not offer satisfactory 
evidence (category III and IV).
Most recommendations are grade C 
and D. This could depend on the high 
level of expertise and knowledge of lit-
erature in the field of AS of the inter-
national steering committee members. 
They could have selected questions 
that they consider difficult to answer 
and, consequently the following litera-
ture search has often resulted lacking.
It is noteworthy that the level of agree-
ment between members was very high 
(mean 89%, range 78-95%). However, 
such result could be depended on the 
fact that the level of agreement was 
derived from the same experts who de-
veloped the recommendations. Further 
investigations are needed to evaluate 
the level of agreement among Italian 
rheumatologists who did not partici-
pate to the 3E initiative.
The target audience for these recom-
mendations is the entire community 
that is interested in AS – clinicians, 
clinical and basic researchers, regula-
tory bodies, and patients. It is important 
to specify that these are recommenda-
tions and not guidelines aiming to do 
not restrict the autonomy of treating 
physicians.
In conclusion, the 3E Initiative has con-
firmed that important aspects of disease 
management, including early diagnosis, 
monitoring and treatment, are based on 
suboptimal evidence. These evidence- 
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and expert-based recommendations 
should facilitate and standardize the 
care of AS patients.
Future steps will include the dissemi-
nation and implementation of these 
recommendations in order to improve 
the management of AS. 
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