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With great interest, we read the results of the tight control in spondyloar-
thritis (TICOSPA) study1 in which a tight- control/treat- to- target strategy 
(T2T) was compared with usual care in patients with axial spondyloarthritis 
(axSpA). In this study which was the first ever to use a T2T strategy in axSpA, 
a main outcome parameter was used that had never been used before: the 
percentage of patients with a ≥30% improvement on the ‘Assessment of 
spondyloarthritis international society (ASAS)- Health Index (ASAS- HI), 
and other conventional efficacy outcomes were also recorded.1 As recently 
explained, one important reasons to use the ASAS HI in TICOSPA as primary 
endpoint was to avoid circular reasoning, for example, using the same items 
for inclusion and outcome.2

The aim of this correspondence is not to discuss the strategy used in the 
trial since this has been done in a recent editorial but to discuss the use of 
this outcome parameter which represents a tool that has been developed over 
many years with >2000 patients and a major input from patients. This is 
also documented by the fact that 5 items out of the 17 in the ASAS HI were 
proposed by patients with ankylosing spondylitis (AS) and they are not part 
of any other tool that has been used in axSpA.3

The ASAS HI is a disease- specific health index designed to assess global 
functioning and health in patients with axSpA that had originally been 
started to overcome the problem to define disease severity because this 
domain contains many different aspects of the disease: disease activity, 
damage, reduced mobility, reduced physical function, reduced social partici-
pation. The impact of function and activity on the disease has recently been 
intensively reviewed.4 Thus, it comes close to the meaning of impact of the 
disease. The impact of the disease might be related to quality of life, but is 
even a bit broader than the subjective experience of those problems. This 
broader concept is included in the International Classification of Functioning, 
Disability and Health (ICF) which has been published by the world health 
organisation (WHO) in 2001. The ICF represents an universally accepted 
model that classifies and describes functioning, disability and health in indi-
viduals with a wide spectrum of diseases or conditions in a systematic way. 
The term ‘functioning’ in the context of the ICF is equated more with ‘health’ 
than ‘function’ as the latter term is limited to physical function and ignores 
the complexity of global functioning. The ASAS HI covers areas of phys-
ical, emotional and social functioning based on categories summarised in the 
ASAS/WHO ICF core set for AS.5 Within the Comprehensive ICF Core Set, 
80 categories were selected which describe the typical spectrum of problems 
related to the functioning of patients with AS in a multidisciplinary assess-
ment, 66 items relate to functioning and 14 to environmental factors which 
have recently been looked at in more detail.6

The ASAS HI is a 17- item instrument covering sum scores ranging from 
0 (good health) to 17 (poor health). Each item consists of one question that 
the patient needs to respond to with either ‘I agree’ (score 1), ‘I do not agree’ 
(score 0). An improvement ≥3 from baseline in ASAS HI represents a clin-
ically meaningful change and attaining a ‘good health status’ is defined by 
score ≤5.7 The ASAS HI has been extensively evaluated. When patients were 
asked to rate items the highest relative importance was assigned to pain, sleep, 
being exhausted, standing and motivation to do anything that requires phys-
ical effort, while the lowest was assigned to sexual relationships, toileting, 
contact with people, driving and washing hair.8

There is limited information with regard to which items are best influ-
enced by biologic disease modifying (bDMARD) therapy. There are two 
studies on treatment with r- axSpA9 and nr- axSpA10 with ixekizumab. The vast 
majority (>95%) of bDMARD- naïve patients had an ASAS HI ≥3 at base-
line. About 50% of r- axSpA and nr- axSpA patients on ixekizumab achieved 
an improvement of the ASAS HI score >3 at weeks 16 and 52, respectively. 
The results at week 16 were similar for the comparator adalimumab but the 
placebo response rate was also quite high with 34.5%.10 Significantly more 
nr- axSpA patients on ixekizumab reported improvements in ASAS HI ‘good 
health status’ (ASAS HI ≤5) at weeks 16 and 52, respectively.10 In another 
study evaluating the clinimetric properties of the ASAS HI, a value of 4 was 
found to be indicate inactive disease. However, there is still a need to detect 
the most responsive items of the ASAS HI and to clarify whether these are 
consistent with patients’ needs.

On this basis, what does it mean to reach a 30% reduction of ASAS HI ? In 
the recently published trials on ixekizumab the baseline value of the ASAS HI 
was between 8 and 10.9 10 In TICOSPA, the mean ASAS HI was 8.2 in the T2T 

and 9 in the control group which required statistical adjustments. Further-
more, since the ASAS HI outcome was used for the first time, the sample size 
calculation was not easy, and it can be calculated that, if 20 patients more in 
each arm would have been included the primary outcome would have been 
reached.

Nevertheless, the outcome ≥30% improvement of the ASAS HI is not yet 
validated, its choice was not data driven but there was reason to use it which is 
much appreciated. However, an evaluation should be performed and we hope 
that companies provide data for that. In that line, the standardised response mean 
of the ASAS HI requires a cut- off of ≥3.0 ASAS HI scoring points,3 this should be 
taken into account.

In summary, we do think that the ASAS HI is a useful outcome instrument in 
clinical trials which, in addition to disease activity and function, is able to convince 
us about an improvement that made a real difference for patients.
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