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were elevated in cases with remarkable inflammatory pain 
and high disease activity. These cytokines decreased after 
therapy, however. Most patients with normal cytokine lev-
els at baseline retained these low levels.
Conclusions The findings reveal the short-term efficacy 
of adalimumab. The remarkably low incidence of HLA-
B27 among our patients indicates that HLA-B distribution 
is different from that in other countries. Serum TNF-α and 
IL-6 levels were not effective as biomarkers for cases with-
out high disease activity, and further research with larger 
samples is needed. The efficacy of TNF blockers, however, 
suggested a potential localized TNF effect was present 
among SpA patients.

Introduction

Spondyloarthritis (SpA) is a group of several related but 
phenotypically distinct disorders that are categorized into 
axial SpA and peripheral SpA, on the basis of primary 
symptom location. According to the most recent Assess-
ment of Spondyloarthritis international Society (ASAS) 
definition, predominantly axial SpA includes the catego-
ries non-radiographic, radiographic axial SpA, and anky-
losing spondylitis (AS), which is regarded as the most 
well-known SpA type, and predominantly peripheral SpA, 
which includes psoriatic arthritis, reactive arthritis, entero-
pathic arthritis, and undifferentiated SpA. Other SpA types 
include acute anterior uveitis, juvenile SpA, and SAPHO 
(synovitis, acne, pustulosis, hyperostosis, and osteitis). The 
primary symptom of axial SpA is insidious inflammatory 
back pain, which is often misdiagnosed because its clini-
cal characteristics are not widely recognized by orthopedic 
doctors. Diagnosis is, therefore, often delayed by several 
years [1].

Abstract 
Background Ankylosing spondylitis (AS) is rarer in Japan 
than in Europe, probably because the European criteria, not 
well known by Japanese general physicians, regard AS as 
a progressive stage of axial spondyloarthritis (SpA). HLA-
B27 is an important diagnostic marker of SpA; however, 
the incidence of the HLA-B27 allele is as low as 0.4 % in 
Japan. For Japanese SpA patients, other HLA alleles and 
clinical findings are required for earlier definitive diagno-
sis, for determining appropriate treatment timing, and for 
disease monitoring.
Methods We investigated the HLA-B alleles of 36 
patients clinically diagnosed with SpA. For 8 axial SpA 
patients we evaluated the short-term efficacy of subcuta-
neous adalimumab injections (40 mg every other week for 
≥11 months). Treatment efficacy was evaluated by use of 
the Bath Ankylosing Spondylitis Activity Index (BASDAI) 
score, and serum TNF-α and IL-6 levels were measured pre 
and post-treatment.
Results Among the 36 Japanese SpA patients, the HLA-
B27 allele occurred infrequently (5.6 %) whereas the 
HLA-B44 and 61 alleles were the most frequently detected 
(25.0 %). We also detected severe bamboo spine on radiog-
raphy in the absence of the HLA-B27 allele. All 8 patients 
with axial SpA experienced significant symptom improve-
ment after adalimumab treatment; the HLA-B27 allele was 
absent from these patients. Serum TNF-α and IL-6 levels 
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SpA is rarer in Japan than among Caucasians. The inci-
dence is 0.48/100,000 and the prevalence 9.5/100,000 per-
son-years among the Japanese, less than 1/10 and 1/200, 
respectively, of those among Caucasians [2]. The relatively 
low values may be the result of the misdiagnosis of SpA as 
mechanical back pain by orthopedic doctors in Japan. Shi-
chikawa et al. [3] reported similar prevalence of SpA and 
rheumatoid arthritis (RA) in Japan.

Several criteria are available for diagnosis of SpA. The 
earliest were the modified New York criteria for AS (1984). 
The Amor criteria for SpA (1990), the ASAS criteria for 
classification of axial SpA (2009), and the ASAS criteria 
for classification of peripheral SpA (2011) depend on the 
presence of HLA-B27. A decision tree for axial SpA diag-
nosis, presented by Rudwaleit et al. [4], enables diagnosis 
of early-stage AS, or non-radiographic SpA, which cannot 
be categorized by use of the modified New York criteria 
because it requires radiological changes in the sacroiliac 
joint for diagnosis. Similar to the other criteria, HLA-B27 
is an important part of the decision tree; however, inclusion 
of HLA-B27 makes it challenging to diagnose SpA among 
Japanese patients because of the low incidence of HLA-
B27, reportedly as low as 0.4 % [5].

Traditional treatment options for SpA in Japan include 
non-steroidal anti-inflammatory drugs (NSAIDs), sys-
temic corticosteroid therapy, and disease-modifying anti-
rheumatic drugs (DMARDs). Since 2010, adalimumab, a 
recombinant fully human anti-tumor necrosis factor (TNF) 
monoclonal antibody, has been available for treatment of 
SpA patients for whom the disease if poorly controlled 
by use of traditional therapy. The efficacy of adalimumab 
has been reported in several countries [6–8]. Recent stud-
ies have shown that early treatment with TNF-blockers can 
achieve a higher clinical response for AS and nonradio-
graphic SpA [9, 10].

Therefore, appropriate criteria and biomarkers to aid in 
diagnosis are needed to enable early use of anti-TNF ther-
apy among Japanese SpA patients.

Owing to the low incidence of HLA-B27 in Japan and 
the presence of increased TNF concentrations in the joints 
of patients with AS [11, 12], serum TNF-α levels could bet-
ter reflect SpA disease activity. Here, we evaluated serum 
cytokines as effective biomarkers of SpA, to assist with 
early diagnosis and assessment of adalimumab treatment 
efficacy. Because some of our patients with typical radio-
graphic SpA, for example bamboo spine, were HLA-B27 
negative, we also investigated the variations in HLA-B 
alleles and clinical characteristics of Japanese SpA patients 
for early definitive diagnosis. The purpose of this study 
was to evaluate the efficacy of adalimumab and to inves-
tigate the variation of HLA-B alleles among Japanese SpA 
patients. We also evaluated serum cytokines as effective 
biomarkers of SpA diagnosis and disease monitoring.

Methods

Patients

We investigated HLA-B alleles among 36 patients who 
were clinically diagnosed with SpA in our institutes and 
who agreed to pay for examination of the HLA alleles. 
Eight of the 36 patients were treated with adalimumab. All 
8 patients experienced enthesitis or insidious inflammatory 
pain in the lower back or sacroiliac joints; they also met the 
definition of AS based on the modified New York criteria. 
All of the patients provided informed consent.

The study was approved by the local ethics committee of 
Fujita Health University and conducted in accordance with 
the World Medical Association Declaration of Helsinki.

Despite previous treatment, which had included one or 
more NSAIDs, opioids, or systemic corticosteroid therapy, 5 
of the 8 patients had active disease, as defined by use of the 
total Bath Ankylosing Spondylitis Activity Index (BASDAI) 
score on a visual analog scale (VAS) ≥4 cm, for >4 weeks at 
the time of adalimumab initiation, and the remaining 3 patients 
had experienced insidious back pain for more than 6 months. 
All 8 patients were administered adalimumab 40 mg subcuta-
neously every other week for at least 11 months.

Data collected

Patient background was investigated by use of the HLA-B 
allele, serum cytokine concentrations of TNF-α and IL-6 
(LSI Medience, Tokyo, Japan), disease duration, and radio-
graphic examination of the sacroiliac joint and the whole 
spinal column.

Outcome evaluations

The total BASDAI and specific item scores were used to 
evaluate the subjective outcomes at baseline and at every 
medical consultation after initiation; the specific item 
scores included fatigue, spinal pain, peripheral arthri-
tis, localized tenderness (enthesitis), intensity of morning 
spinal stiffness, and duration of morning stiffness. The 
objective outcomes were evaluated by use of biological 
examinations: serum levels of C-reactive protein (CRP), 
macrophage-derived cytokines (tumor necrosis factor 
[TNF]-α and interleukin [IL]-6), and erythrocyte sedimen-
tation rate (ESR) (LSI Medience, Tokyo, Japan). CRP lev-
els and ESRs were measured at every medical examination, 
and TNF-α and IL-6 levels were measured at baseline and 
the time of the last observation.

The average and standard deviation of the BASDAI val-
ues for each of the 6 items were measured and compared 
by use of paired t tests; p < 0.05 was regarded as indicative 
of a significant difference.
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Results

The age of the 36 Japanese patients (13 men, 23 women) 
who underwent the HLA test was 23–87 years. The average 
age of the 8 Japanese patients (2 men, 6 women) treated 
with adalimumab was 55.8 years, and mean axial SpA dis-
ease duration was 20.9 years (Table 1).

On radiography, one of the male patients had severe 
changes for example a bamboo spine, whereas the other 
male patient had severe enthesitis. For 2 of the patients 
the radiological grade of the bilateral sacroiliac joints 
was IV. Case 2 developed both peripheral symptoms and 
enthesitis, and Case 8 had peripheral symptoms. Metho-
trexate (MTX) was added to the adalimumab therapy for 2 
patients with enthesitis (Cases 2 and 5). Case 4 underwent 
total hip arthroplasty for osteoarthritis. Case 6 had previ-
ously been diagnosed with SAPHO syndrome at another 
hospital, and vertebral sclerosis was observed on radiol-
ogy. Case 7 underwent a cardiac operation for aortic valve 

insufficiency. None of the 8 patients developed uveitis or 
inflammatory bowel disease (Table 1). No patient was posi-
tive for the HLA-B27 allele. Of the 9 HLA-B allele types 
(B7, B27, B35, B39, B44, B51, B52, B61, and B62) that 
are reportedly typical of Japanese SpA patients [13], B35 
and B44 were found for 3 patients, B52 was found for 2 
patients, and B7, B51, B61, and B62 were each found for 
one patient (Table 2).

Of the 36 Japanese patients, radiographic axial SpA 
was observed for 13, and 2 of these 13 were positive for 
the HLA-B27 allele. Non-radiographic axial SpA was 
observed for 23 of the 36 patients; all of the 23 were nega-
tive for the HLA-B27 allele. The B44 and B61 alleles were 
the most frequently found (25.0 %); the B35 (22.2 %) and 
B51(19.4 %) alleles were also frequently found (Table 3).

CRP levels were elevated at baseline for 3 of the 8 
patients undergoing adalimumab therapy, and all became 
normal at the last examination. For 5 patients, CRP levels 
remained normal during the therapy. ESRs were elevated 
for 4 patients at baseline; after therapy they returned to 
normal for 3 patients and remained the same for 1 patient. 
For the 4 patients for whom ESR was normal, at the latest 
observation it remained normal for 3 patients and reached 
an elevated level for 1 patient (Fig. 1).

Serum TNF-α levels were abnormal (≥1.79 pg/dL) for 
2 patients at baseline and became normal at the last obser-
vation for both patients. One patient with a normal TNF-α 
level at baseline had an abnormal level at the last observa-
tion. The levels for 5 patients remained normal: decreased 
for 2 patients, increased for 1 patient, and remained under 
the threshold for 2 patients (0.55 pg/mL) (Fig. 2).

The serum IL-6 level was elevated (≥2.56; 10.7 pg/
mL) for 1 patient at baseline and reached normal levels 
(2.01 pg/dL) at the last observation. One patient who had 

Table 1  Characteristics of patients with spondyloarthritis

DD disease duration, IBD inflammatory bowel disease, NSAID non-steroidal anti-inflammatory drug, SAPHO synovitis, acne, pustulosis, hyperos-
tosis, osteitis
a  X-ray grade of the sacroiliac joint

Case Age/sex DD (years) HLA-B X-ray gradea Remarkable findings and  
past history

Enthesitis Uveitis IBD Concomitant medication

1 52/M 20 B7, B61 IV, IV Bamboo spine − − − NSAID

2 53/M 35 B46, B52 IV, IV Syndesmophyte, peripheral 
type

+ − − Methotrexate, NSAID

3 27/F 10 B44, B35 II, III Iliac joint sclerosis − − − −
4 76/F 5 B13, B52 II, II Total hip arthroplasty − − − −
5 51/F 30 B44, B59 II, III Enthesitis + − − Methotrexate, tramadol, 

acetaminophen

6 63/F 10 B46, B51 II, II Vertebral sclerosis, SAPHO − − − −
7 78/F 40 B44, B35 II, II Aortic valve insufficiency − − − −
8 46/F 17 B62, B35 II, II Axial and peripheral type − − − Tramadol, acetaminophen

Table 2  Gene frequencies of HLA-B alleles in patients with spondy-
loarthritis

HLA-B Number of cases (Case #) Frequency (%)

B7 1 (1) 12.5

B27 0 0

B35 3 (3, 7, 8) 37.5

B39 0 0

B44 3 (3, 5, 7) 37.5

B51 1 (6) 12.5

B52 2 (2, 4) 25.0

B61 1 (1) 12.5

B62 1 (8) 12.5
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a normal baseline serum IL-6 level had an elevated level at 
the last observation, and 6 patients had normal serum IL-6 
levels (that decreased for 4 and increased for 2 patients) 
(Fig. 2).

The total BASDAI score improved for all patients com-
pared with the baseline score (Fig. 3). Seven (87.5 %) 
patients achieved 50 % reduction in the initial BASDAI 
score (BASDAI50 response = remarkably effective). Four 
(50 %) patients experienced rapid clinical improvement 
and achieved a BASDAI50 response within 3 months after 
adalimumab initiation. One (12.5 %) patient achieved 
BASDAI50 between 3 and 6 months, and 2 (25 %) patients 
achieved BASDAI50 within 6–12 months.

One patient became drug-free; another patient who had 
secondary failure dropped out of the study at 11 months. 

We observed no adverse events, including local injection 
fraction, among these cases during adalimumab therapy.

Figure 4 illustrates the mean scores of each of the 6 
BASDAI items at baseline and at the last examination. All 
6 items improved after 12 months of adalimumab therapy, 
with significant alleviation of back pain (p < 0.01), the 
intensity of morning spinal stiffness (p < 0.01), peripheral 
arthritis (p < 0.01), and the duration of morning stiffness 
(p < 0.05).

Cases

Case 1. A 52-year-old man with bamboo spine had been 
experiencing middle back pain and neck stiffness for more 
than 20 years. The patient was HLA-B7 and B61 positive. 

Table 3  Gene frequencies of HLA-B alleles among patients with spondyloarthritis in our study compared with those reported in previous Japa-
nese studies [12, 30]

HLA-B Our patient population (n = 36) (%) Our cases (n = 8) (%) Previous reports from Japan (%) Healthy population (%)

B7 11.1 12.5 11.5 5.2

B27 5.6 0 0.4 0.3

B35 22.2 37.5 13.8 8.6

B39 0 0 10.7 4.4

B44 25.0 37.5 13.0 7.9

B51 19.4 12.5 15.0 8.0

B52 16.7 25.0 24.5 13.9

B61 25.0 12.5 23.7 14.6

B62 8.3 12.5 14.2 7.2

Fig. 1  C-reactive protein (CRP) levels and erythrocyte sedimentation 
rates (ESRs) among patients with spondyloarthritis, before and after 
treatment with adalimumab

Fig. 2  Serum tumor necrosis factor (TNF)-α and interleukin (IL)-6 
levels among patients with spondyloarthritis, before and after treat-
ment with adalimumab
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His cervical spine had the typical characteristics of bamboo 
spine (Fig. 5 left), and a syndesmophyte was present in the 
lumbar spine. The Modified New York radiological sacro-
iliitis criteria were grade 4 (bilateral) (Fig. 5 right). Serum 
CRP, ESR, and IL-6 levels were elevated before adali-
mumab therapy, and improved to normal levels after the 
therapy. The BASDAI score improved remarkably, from 
7.9 to 2.2 after the first injection.

Case 2. A 27-year-old woman with non-radiographic 
axial SpA had clinically suspected axial SpA for 10 years. 

The patient was HLA-B27 negative and B44 and B35 posi-
tive. The Modified New York radiological sacroiliitis cri-
teria were grades 2 (right) and 3 (left) (Fig. 6a). The area 
of the hyperintense signal from the sacroiliac joint on short 
time inversion recovery (STIR) sequence magnetic reso-
nance imaging (MRI) reflected bone marrow edema, which 
is the active inflammatory phase of sacroiliitis (Fig. 6b). 
After 12 months of adalimumab therapy, the area of hyper-
intense signal was of lower intensity (Fig. 6c). The patient’s 
low back pain had also resolved.

Fig. 3  Changes in the Bath 
Ankylosing Spondylitis Activity 
Index (BASDAI) scores for 
patients with spondyloarthritis 
after treatment with adali-
mumab

Fig. 4  Changes in each of the mean Bath Ankylosing Spondylitis Activity Index (BASDAI) item scores for patients with spondyloarthritis, 
before and after treatment with adalimumab *p < 0.01, **p < 0.05, ***p < 0.1
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Discussion

The results of this study indicate that adalimumab was 
effective for short-term management of the symptoms of 
SpA which was not apparent from serum TNF-α or IL-6 
levels. In addition, the incidence of HLA-B27 in this sam-
ple was remarkably low.

For Western and Japanese patients, TNF inhibition 
therapy is highly effective for alleviating the signs and 
symptoms of AS and non-radiographic axial SpA [6–8, 
14–17]. With adalimumab therapy for non-radiographic 
SpA patients from America, Europe, and Australia, the 
mean BASDAI change was −1.9 at the primary endpoint 

at 12 weeks [6]. The previous study of adalimumab therapy 
among Japanese patients with AS achieved −3.4 (−4.2 to 
−2.7) at week 12 [8]. Similarly, this study achieved −2.5 
(−5.7 to −0.4) change of the mean BASDAI at week 12. 
Haibel reported a greater clinical response to TNF-block-
ers with earlier treatment of AS and nonradiographic axial 
SpA [9, 10] Furthermore, compliance with the adalimumab 
therapy probably contributed to the observed, rapid clinical 
improvement in this study.

Previous studies have revealed increased macrophage-
derived cytokine (TNF-α and IL-6) levels among patients 
with AS, and a relationship between IL-6 and disease activ-
ity has been reported [11, 12, 18–20]. In this present study, 

Fig. 5  Radiography of the 
bamboo cervical spine (left) and 
bilateral sacroiliac joints (right) 
of case 1

Fig. 6  Radiography of the 
sacroiliac joints (a) and STIR 
sequence MRI for 1 patient 
with spondyloarthritis before 
(b) and after (c) treatment with 
adalimumab
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serum TNF-α levels remained the same after adalimumab 
administration. Serum IL-6 levels significantly decreased 
after adalimumab administration for 1 (12.5 %) patient 
only, whereas levels remained normal for 5 (62.5 %) 
patients. Therefore, even after the significant efficacy of 
cytokine therapy (TNF blockers and anti-IL-6 receptor 
antibody [21]), other, yet unknown, factors may explain 
the pain and disease activity in SpA. Until we have a bet-
ter understanding of the underlying mechanisms, we sug-
gest the use of serum TNF-α and IL-6 levels to determine 
the appropriate timing of treatment and to monitor disease 
activity among patients with greater disease activity and 
abnormally high cytokine levels. For patients with less dis-
ease activity and normal cytokine levels, the importance of 
cytokine levels as biomarkers remains to be determined. 
Individual differences may exist in the usefulness of serum 
TNF-α and IL-6 levels as biomarkers for diagnosis and 
evaluation of disease activity.

Previous reports have indicated that traditional 
DMARDs, for example MTX and sulfasalazine (SASP), 
are not effective for treatment of AS and axial SpA [22, 23] 
whereas SASP may be effective for peripheral SpA [24, 
25]. Two of the patients in this study with severe enthesis 
and peripheral symptoms experienced greater alleviation 
of their peripheral symptoms on addition of MTX to their 
adalimumab therapy. Therefore, the combined use of MTX 
with adalimumab may be effective for enthesis and periph-
eral symptoms of SpA, and the efficacy may depend on 
each case.

SpA is believed to be strongly associated with HLA-
B27, the incidence of which is reportedly low (0.4 %) in 
Japan. The frequency of HLA-B27 [26] and distribution 
of HLA-B differ, depending on ethnicity, with reported 
differences among SpA patients in Mexico [27], Tunisia 
[28], Alaskan Eskimos [29], and Sub-Saharan Africa [30]. 
Among 253 Japanese SpA patients, the frequency of HLA-
B27 was low whereas the frequencies of B7, B35, B39, 
B44, B51, B52, B61, and B62 were high [13]; this is simi-
lar to the findings in this study (Table 3).

HLA-B27 as a diagnostic criterion for SpA may, there-
fore, not have much importance for Japanese patients. 
Instead, HLA-B typing should be considered for Japanese 
SpA patients, particularly as dependence on HLA-B27 can 
delay SpA diagnosis for Japanese patients.

We suspect that the clinical presentation of SpA (includ-
ing AS) is also quite different for Japanese patients from 
that for European patients. Japanese SpA patients who 
meet the ASAS criteria are more likely to be women, even 
though more men are expected to meet the diagnostic cri-
teria. Fibromyalgia (FM) symptoms are similar to those 
among Japanese female SpA patients, and we found it dif-
ficult to discriminate between nonradiographic axial SpA 
and FM in a few cases. In addition, progression to more 

severe symptoms, for example bamboo spine, in AS may 
not occur as frequently among Japanese SpA patients as 
among European patients. Additional studies are needed 
to enable understanding of the characteristics of Japanese 
patients.

The findings of this study reveal the short-term efficacy 
of adalimumab for 8 Japanese SpA patients. The remark-
ably low incidence of HLA-B27 indicates that variations in 
HLA-B types and symptoms among Japanese SpA patients 
are different from those among SpA patients of other coun-
tries. Serum TNF-α and IL-6 levels were not effective as 
biomarkers for cases without high disease activity, and fur-
ther research with larger samples is needed.

A limitation of this study is that not all patients with 
clinically suspected SpA provided consent for the HLA test 
because the fee is not covered by health insurance, and it is 
very expensive (approximately 30,000 yen, or ~$250) for 
typical patients in Japan. Second, the numbers of samples 
for serum cytokines were not large enough for determina-
tion of their effectiveness as biomarkers.

Conclusion

The findings of our study reveal the short-term efficacy and 
usefulness of adalimumab. The remarkably low incidence 
of HLA-B27 indicates that HLA-B distribution is different 
from that among SpA patients in other countries. Serum 
TNF-α and IL-6 levels were not effective as biomarkers in 
the cases without high disease activity, and further research 
with larger samples is needed.

Acknowledgments The authors acknowledge Mrs Kaori Tajima for 
her assistance with serum cytokines data.

Compliance with ethical standards 

Conflict of interest The authors have no conflicts of interest to 
declare.

Open Access This article is distributed under the terms of the 
Creative Commons Attribution 4.0 International License (http://crea-
tivecommons.org/licenses/by/4.0/), which permits unrestricted use, 
distribution, and reproduction in any medium, provided you give 
appropriate credit to the original author(s) and the source, provide a 
link to the Creative Commons license, and indicate if changes were 
made.

References

 1. Van der Linden S, Van der Heijde D. Ankylosing spon-
dylitis. Clinical features. Rheum Dis Clin North Am. 
1998;24(4):663–76.

 2. Hukuda S, Minami M, Saito T, Mitsui H, Matsui N, Komatsub-
ara Y, Makino H, Shibata T, Shingu M, Sakou T, Shichikawa 
K. Spondyloarthropathies in Japan: nationwide questionnaire 

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/


1077Clinical characteristics of Japanese patients with axial spondyloarthritis, and…

1 3

survey performed by the Japan Ankylosing Spondylitis Society. 
J Rheumatol. 2001;28(3):554–9.

 3. Shichikawa K, Inoue K, Hirota S, Maeda A, Ota H, Kimura M, 
Ushiyama T, Tsujimoto M. Changes in the incidence and preva-
lence of rheumatoid arthritis in Kamitonda, Wakayama, Japan, 
1965–1996. Ann Rheum Dis. 1999;58(12):751–6.

 4. Rudwaleit M, van der Heijde D, Khan MA, Braun J, Sieper J. 
How to diagnose axial spondyloarthritis early. Ann Rheum Dis. 
2004;63(5):535–43.

 5. Tanaka H, Akaza T, Juji T. Report of the Japanese Central Bone 
Marrow Data Center. Clin Transpl. 1996;10:139–44.

 6. Sieper J, van der Heijde D, Dougados M, Mease PJ, Maksymow-
ych WP, Brown MA, Arora V, Pangan AL. Efficacy and safety of 
adalimumab in patients with non-radiographic axial spondyloar-
thritis: results of a randomised placebo-controlled trial (ABIL-
ITY-1). Ann Rheum Dis. 2013;72(6):815–22.

 7. Maksymowych WP, Gooch KL, Wong RL, Kupper H, van der 
Heide D. Impact of age, sex, physical function, health-related 
quality of life, and treatment with adalimumab on work status 
and work productivity of patients with ankylosing spondylitis. J 
Rheumatol. 2010;37(2):385–92.

 8. Kobayashi S, Harigai M, Mozaffarian N, Pangan AL, Sharma 
S, Brown LS, Miyasaka N. A multicenter, open-label, efficacy, 
pharmacokinetic, and safety study of adalimumab in Japa-
nese patients with ankylosing spondylitis. Mod Rheumatol. 
2012;22(4):589–97.

 9. Haibel H, Sieper J. Editorial review: how early should ankylos-
ing spondylitis be treated with a tumor necrosis factor-blocker? 
Curr Opin Rheumatol. 2010;22(4):388–92.

 10. Sieper J, van der Heijde D. Review: nonradiographic axial spon-
dyloarthritis: new definition of an old disease? Arthritis Rheum. 
2013;65(3):543–51.

 11. François RJ, Neure L, Sieper J, Braun J. Immunohistological 
examination of open sacroiliac biopsies of patients with ankylos-
ing spondylitis: detection of tumour necrosis factor alpha in two 
patients with early disease and transforming growth factor beta in 
three more advanced cases. Ann Rheum Dis. 2006;65(6):713–20.

 12. Braun J, Bollow M, Neure L, Seipelt E, Seyrekbasan F, Herbst 
H, Eggens U, Distler A, Sieper J. Use of immunohistologic and 
in situ hybridization techniques in the examination of sacroiliac 
joint biopsy specimens from patients with ankylosing spondyli-
tis. Arthritis Rheum. 1995;38(4):499–505.

 13. Urano F. The spondylarthritis-ankylosing spondylitis, undiffer-
entiated spondylarthritis, etc (in Japanese), chap. 2. Tokyo: Shin-
koh Igaku Shuppan Co., Ltd; 2008. p. 18–20.

 14. Haibel H, Rudwaleit M, Listing J, Heldmann F, Wong RL, Kup-
per H, Braun J, Sieper J. Efficacy of adalimumab in the treat-
ment of axial spondylarthritis without radiographically defined 
sacroiliitis: results of a twelve-week randomized, double-blind, 
placebo-controlled trial followed by an open-label extension up 
to week fifty-two. Arthritis Rheum. 2008;58(7):1981–91.

 15. Weiß A, Song IH, Haibel H, Listing J, Sieper J. Good correlation 
between changes in objective and subjective signs of inflamma-
tion in patients with short- but not long duration of axial spondy-
loarthritis treated with tumor necrosis factor-blockers. Arthritis 
Res Ther. 2014;16(1):R35.

 16. Moltó A, Paternotte S, Claudepierre P, Breban M, Dougados M. 
Effectiveness of tumor-necrosis factor α blockers in early axial 
spondyloarthritis: data from the DESIR cohort. Arthritis Rheu-
matol. 2014;66(7):1734–44.

 17. Canouï-Poitrine F, Poulain C, Molto A, Le Thuaut A, Lafon C, 
Farrenq V, Ferkal S, Le Corvoisier P, Ghaleh B, Bastuji-Garin 
S, Fautrel B, Dougados M, Claudepierre P. Early tumor necrosis 
factor α antagonist therapy in everyday practice for inflamma-
tory back pain suggesting axial spondyloarthritis: results from 

a prospective multicenter French cohort. Arthritis Care Res. 
2014;66(9):1395–402.

 18. Gratacós J, Collado A, Filella X, Sanmartí R, Cañete J, Llena J, 
Molina R, Ballesta A, Muñoz-Gómez. Serum cytokines (IL-6, 
TNF-alpha, IL-1 beta and IFN-gamma) in ankylosing spondyli-
tis: a close orrelation between serum IL-6 and disease activity 
and severity. Br J Rheumatol. 1994;33(10):927–31.

 19. Brandt J, Haibel H, Cornely D, Golder W, Gonzalez J, Red-
dig J, Thriene W, Sieper J, Braun J. Successful treatment of 
active ankylosing spondylitis with the anti-tumor necrosis fac-
tor alpha monoclonal antibody infliximab. Arthritis Rheum. 
2000;43(6):1346–52.

 20. Chou CT. How to translate basic knowledge into clinical applica-
tion of biologic therapy in spondyloarthritis. Clin Dev Immunol. 
2013;2013:369202. doi:10.1155/2013/369202.

 21. Shima Y, Tomita T, Ishii T, Morishima A, Maeda Y, Ogata A, 
Kishimoto T, Tanaka T. Tocilizumab, a humanized anti-interleu-
kin-6 receptor antibody, ameliorated clinical symptoms and MRI 
findings of a patient with ankylosing spondylitis. Mod Rheuma-
tol. 2011;21(4):436–9.

 22. Van der Heijde D, Sieper J, Maksymowych WP, Dougados M, 
Burgos-Vargas R, Landewé R, udwaleit M, Braun J, Assessment 
of Spondyloarthritis international Society. 2010 Update of the 
international ASAS recommendations for the use of anti-TNF 
agents in patients with axial spondyloarthritis. Ann Rheum Dis. 
2011;70(6):905–8.

 23. Chen J, Veras MM, Liu C, Lin J. Methotrexate for ankylosing 
spondylitis. Cochrane Database Syst Rev. 2013;2:CD004524. 
doi:10.1002/14651858.CD004524.pub4.

 24. Zochling J, van der Heijde D, Burgos-Vargas R, Collantes E, 
Davis JC Jr, Dijkmans B, Dougados M, éher P, Inman RD, Khan 
MA, Kvien TK, Leirisalo-Repo M, Olivieri I, Pavelka K, Sieper 
J, Stucki, Sturrock RD, van der Linden S, Wendling D, Böhm 
H, van Royen BJ, Braun J, ‘Assessment in AS’ international 
working group; European League Against Rheumatism. ASAS/
EULAR ecommendations for the management of ankylosing 
spondylitis. Ann Rheum Dis. 2006;65(4):442–52.

 25. Braun J, van den Berg R, Baraliakos X, Boehm H, Burgos-Var-
gas R, Collantes-Estevez E, Dagfinrud H, Dijkmans B, Dougados 
M, Emery P, Geher P, Hammoudeh M, Inman RD, Jongkees M, 
Khan MA, Kiltz U, Kvien TK, Leirisalo-Repo M, Maksymow-
ych WP, Olivieri I, Pavelka K, Sieper J, Stanislawska-Biernat E, 
Wendling D, Ozgocmen S, van Drogen C, van Royen B, van der 
Heijde D. 2010 Update of the ASAS/EULAR recommendations 
for the management of ankylosing spondylitis. Ann Rheum Dis. 
2011;70(6):896–904.

 26. Reveille JD, Weisman MH. The epidemiology of back pain, axial 
spondyloarthritis and HLA-B27 in the United States. Am J Med 
Sci. 2013;345(6):431–6.

 27. Vargas-Alarcón G, Londoño JD, Hernández-Pacheco G, 
Pacheco-Tena C, Castillo E, Cardiel MH, Granados J, Burgos-
Vargas R. Effect of HLA-B and HLA-DR genes on susceptibil-
ity to and severity of spondyloarthropathies in Mexican patients. 
Ann Rheum Dis. 2002;61(8):714–7.

 28. Kchir MM, Hamdi W, Laadhar L, Kochbati S, Kaffel D, Saadel-
laoui K, Lahmar H, Ghannouchi MM, Azzouz D, Daoud L, Ben 
Hamida A, Zouari B, Zitouni M, Makni S. HLA-B, DR and DQ 
antigens polymorphism in Tunisian patients with ankylosing spon-
dylitis (a case-control study). Rheumatol Int. 2010;30(7):933–9.

 29. Boyer GS, Templin DW, Bowler A, Laurence RC, Heyse PS, 
Everett DF, Cornoni-Huntley JC, Goring WP. Class I HLA anti-
gens in spondyloarthropathy: observations in Alaskan Eskimo 
patients and controls. J Rheumatol. 1997;24(3):500–6.

 30. Tikly M, Njobvu P, McGill P. Spondyloarthritis in sub-Saharan 
Africa. Curr Rheumatol Rep. 2014;16(6):421.

http://dx.doi.org/10.1155/2013/369202
http://dx.doi.org/10.1002/14651858.CD004524.pub4

	Clinical characteristics of Japanese patients with axial spondyloarthritis, and short-term efficacy of adalimumab
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Introduction
	Methods
	Patients
	Data collected
	Outcome evaluations

	Results
	Cases

	Discussion
	Conclusion
	Acknowledgments 
	References




