dose of prednisolone for maintenance.
Minocycline hydrochloride was used in 8
patients with RP but obvious effects were not
noted
Immunosuppressants used to control
symptoms and progression of the disease,
include azathioprine (AZP), methotrexate
(MTX), (CPA),
cyclosporin A (CYA). As shown in Table 3,
MTX, CPA, and CYA elicited considerable
effects on RP progression. Effective rate of
MTX, CPA, and CYA was 64.0%, 66.7%, and

73.7%, respectively. AZP, which effective rate

cyclophosphamide and

was 37.6%, was less effective than these
agents. Tacrolims was used in only 3 patients,
and one of these patient showed responses.

In 47 refractory RP patients who require
higher maintenance doses of prednisolone,
MTX was

treatment. MTX was used with prednisolone to

administered as an adjuvant

reduce the overall steroid requirement for

disease control; however, 3 patients may
eventually be maintained with MTX alone. Of
47 patients with the combined therapy of
steroid with MTX, 20 patients (20/47 patients,
42.6%) had some respiratory symptoms. In
contrast, all patients treated with steroids alone
showed serious air involvements. CPA or AZP
in with  steroid

treatment conjunction

administration also showed a significant
decrease of airway involvement (54.5% and
57.0%,

symptoms (Figure 2).

respectively)  while  controlling

Since advances in understanding of the
pathological basis of inflammatory diseases
have led to the development of biological
therapies. The Discovery of the central role of

tumor necrosis factor (TNF)-a and interleukin
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(IL)-6
rheumatoid arthritis,
of the

infliximab and etanercept, or the anti-IL-6
the

in autoimmune diseases such as
the

anti-TNF-a agents

and subsequent

introduction
agent tocilizumab, have transformed
treatment of refractory RP.

In our survey, infliximab treatment
resulted in a response in 6 cases of 10 RP
patients with airway involvement that had not
responded to conventional
immunosuppressants (effective rate, 60.0 %).
Etanercept or tocilizumab treatment also
showed a sustained response in 1 case of 3
patients with refractory RP. Although biologics
seemed to be potential therapeutic agents, very
few cases which were reported in this survey
were not sufficient to assess the efficacy and

toxicity of these therapeutic agents in RP.

Prognosis

We also summarized the overall
prognosis of our cohort (Figure 3). 11 patients
(4.6%) were cured. All these cured patients
had auricular chondritis, 2 of them had scleritis,
though they had no respiratory involvement.
(66.5%) were

improved by the treatment. Thus in total,

Furthermore, 159 patients

71.1% of our cohort responded to the treatment
in some extent. However, 32 patients (13.4%)
showed no response to the treatment, 9 patients
(3.8%) had become worse, and notably, 22
patients (9.0%) were died. The cause of death

are as follows; respiratory failure (8 patients),

pulmonary infection 4 patients),
cardiovascular disease 2 patients),
cerebrovascular disease (2 patients), and

suicide (1 patient), MDS (1 patient), leukemia

(1 patient), unknowun (2 patients).



DISCUSSION
RP is characterized by recurrent and
of

cartilaginous structure of the external ear, nose,

potentially severe inflammation
peripheral joints and laryngo-tracheal organ.
Cardiovascular tissue and eye were also
involved because of its proteoglycan-rich
structure.

We send our questionnaire to totally 395
experienced MD who belonged to university
hospitals and national, public and larger private
hospitals. Their specialties include departments
of immunology, rheumatology, radiology,
otopharyngolaryngology, internal medicine,
dermatology, respiratory medicine and so on.

The diagnosis of RP was made depending
upon the clinical features and pathological
finings of chondritis, because no specific
laboratory tests exist (9). Typical pathologic
the of
proteoglycans’ basophilic staining of cartilage.
Then

neutrophils

change was begun with loss

lymphocytes, plasma cells and

infiltrated perichondrial area,
degenerated chondrocytes and decreased the
number of them. Finally, the cartilage was
replaced by fibrous tissue (10). Indeed, in this
study histological examination of biopsied
specimen was conducted in 228 cases out of
(95.4%).

findings were present in 138 cases out of 228

239 cases Typical pathological

cases who had histological examination.
However, 90 cases were difficult to make a
firm diagnosis of RP with the histological
findings. This may be because wrong position
of the biopsy site and/or missing the best
timing of the biopsy such as biopsy after
initiation of steroid administration.

The severity and prognosis of RP largely
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depends  on laryngo-tracheal ~ and/or

It

reported that laryngo-tracheal manifestations

cardiovascular involvement. has been
were seen in approximately 20%- 50% (11, 12)
of all RP patients and one forth of patients with
airway involvement were treated with
tracheotomy (11). It is reported that the main
cause of death is air way collapse and/or
pulmonary infection, while air way symptoms
were first manifestation in only 20% of RP
patients with laryngo-tracheal involvement
(13). These airway profiles were almost
similar to the tendencies in this Japanese
retrospective study.

In this survey, CT scan was conducted 38%
of the patients in Japan. We rather recommend
routine CT examination of the chest to find out
lower respiratory tract involvement by
expiratory phase scanning, and hopefully
subclinical stemosis of bronchus. Behar JV et al.
pointed out tracheal wall thickness in CT scan
was very important to the diagnosis of RP
(14-16). Dynamic expiratory CT scan is useful
to evaluate patients air way but the range of
sensitivity was wide (11, 17). Miyazawa T et al.
described the endobronchial ultrasonography
was useful in the diagnosis and treatment of RP
(18).

There are a lot of case reports observing
of

immunosuppressant to the air way symptom

the efficacy prednisone and
(19). Recent studies reported the possibility
that

immunosuppressant combination may avoid

corticosteroid therapy and
the progression of air way involvement (20,
21).

In agreement with the above reports (19—

21), our study revealed that all patients with



airway involvement who had been treated with
corticosteroid  monotherapy resulted in
tracheotomy, suggesting the insufficiency of
corticosteroid monotherapy for the prevention
of airway disease progression (Table 2).
Therefore, we strongly recommend
combination therapy of corticosteroid and
immunosuppressant for those with airway
involvement, even though the involvement is
in their early phases.

Several studies reported the usefulness of
interventions, such as balloon dilatation and
stenting therapy. Our study and our own
clinical experiences totally support this notion.
Sarodia et al. mentioned successful uses of
self-expanded metallic tracheobroncheal stents
(22). Ernst A et al. reported the usefulness of
the silicone stent.(11) They also described the
progression of air way involvement even under
and we recommend

their intervention

sufficient corticosteroid and
immunosuppresant be administered to those
patients.

It has
involvement were seen in 15-46% RP patients

(12, 23) and second cause of RP death. It was

been reported that cardiac

more prominent in the male populations, while
the ratios of female/male were even or high in
whole RP patients. This complication includes
aortic regurgitation and mitral regurgitation,
myocarditis, pericarditis, heart block, ischemia,
paroxysmal atrial tachycardia, and large artery

In this study, we found that

aneurusm.
cardiovascular involvement was less frequent
in Japan (7.1 %) as compared with other
(15-46%). The this

discrepancy remains obscure. Further studies

reports reason for

are necessary to confirm this tendency.
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Dib C et al. reported the retrospective
chart review of 33 patients with cardiac
surgery (24). We agree their recommendation
that because cardiac involvement can be totally
asymptomatic,  ultrafast chest computed
tomography, magnetic resonance imaging, or
transesophageal echocardiography important.

There were a few accounts of the study
about the biological therapy on RP. First of all,
Leroux et al, reported that Rituximab was not
effective to RP in his retrospective study (25).
We found several case reports showed the
effectiveness of anti-cytokine antibodies, such
as infliximab (26), adalimumab (27) and
anakinra (28, 29). Based on this survey, we can
not get any conclusion of the effectiveness of
these biologics on RP at present. Some patients
were obviously refractory to the biologics.
Kraus et al. reported that MCP-1, MIP-1beta,
and IL-8 were significantly higher in RP
patients (AR2004; 50:3663-3667). Further
efforts are need to elucidate cytokine
involvement in the pathogenesis of RP.

In conclusion, we described here the initial
Japanese large retrospective study of RP, and
also mentioned two major complications of RP
to understand the clinical aspect. We found that
corticosteroid + immunosuppresant combination
therapy is better than corticosteroid
monotherapy for controlling airway

involvement of RP. Further study is necessary

to improve clinical outcome of this disease.
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Table 1. Summary of questionnaire used in this survey.

1. Patient profile
Age at onset of the disease
Age at diagnosis
Sex
Duration of follow-up
2. Clinical feature
First and/or consequent symptoms as following:
auricular chondritis
vestibular dysfunction
reduced hearing
arthritis
nasal chondritis
saddle nose
eye involvement
laryngotracheal involvement
cardiovascular involvement
skin involvement
nervous system involvement
kidney disease
3. Examminations for diagnosis
Main laboratory features
image analysis
histopathologic features
4. Treatment (safety and efficasy)
NSAID
Steroid
Immunosuppresive
Antibiotics
Surgical intervention
Others
5. Prognosis and complications

Table 2. Frequency of clinical manifestations in 239 Japanese patients with RP

Clinical manifestations frequency (number of patients)
External ear 78.2 % (187)
Internal ear 26.8 % (64)
Nasal cartilage 39.3% 94)
Airway 49.8 % (119)
Laryngo 17.2 % “4n
tracheobronchial 33.9% (81)
Eye 45.6 % (109)
conjunctivitis 14.6,% 35)
scleritis 26.4 % (63)
uveitis 10.5 % (25)
Arthritis 38.5% 92)
Skin 11.4 % (32)
Cardiovascular 7.1 % (17
Neurological 9.6 % (23)
Renal 6.7 % (16)
MDS 2.1% (5)
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Increased expression of triggering receptor expressed on myeloid cells 1 in patients with
relapsing polychondritis
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Yoshihisa Yamano,! Tomoo Sato,! Utano Toma.ru,2 Takahiro Okazaki,3 Hiroko Nagafuchi,3
Shoichi Ozaki, > Jun Shimizu,* Kazuo Yudo,! Hiroshi Oka,l Noboru Suzuki®**

'Institute of Medical Science, St. Marianna University School of Medicine, Kawasaki, Japan
2Department of Pathology, Hokkaido University Graduate School of Medicine, Sapporo,
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Relapsing polychondritis (RP) is a rare inflammatory disorder of unknown aetiology.
Most RP patients show elevated CRP levels; however, some RP patients with insidiously
advancing fibrosis do not. Therefore, the identification of a more sensitive biomarker is
essential for monitoring disease activity. Here, we measured multiple cytokines and
chemokines quantitatively in the serum samples of 16 RP patients and 16 HDs by using
enzyme-linked immunosorbent assay or cytometric bead array. The serum levels of sTREM-1,
IFN-y, MIP-1B, MMP-3, VEGF, and IP-10 in RP patients were significantly higher than those
in HDs. Among these molecules, STREM-1 had the highest sensitivity. Thus, our findings
showed that compared to other molecules such as CRP, sSTREM-1 might be a better biomarker
of RP. (790 letters)

BRMUELSREREREBE BT S MEFOFEEME TREM-1 BED 5.

HHRMLFEEKES (Relapsing polychondritis : RP) 1%, 2B DBEAEL KL L. BEE
THTHRLEEMRETH 5, TOERBFEBHEOTMIT. —AMIC MBS CRP AV ST
VW523, CRP NEFHFEN TH > THREHBERENETT EHR LI LIFRED b, &
VREREORWERESE— T —DORENRRDO SN D, 22 TH~IL. RP B 164l & 2%
& 16 PIOMELZAVT, a2 Y A ML R EHA 72 ¥ D ELISA ¥R cytometric bead
array %% FV N2 EBAVERNT 21TV . RP BB 23\ T sSTREM-1, IFN-y, MIP-1B, MMP-3, VEGF,
IP-10 "EREICEF L TVWAE, S5IZZNHDOF T, sSTREM-1 NELREICENL T 5ES
BALMNIZ L., RP BEIZBITDRBEHME~— I —L LT, MET sTREM-1 NEHTH 57
BEMEDSRIE S T, (399 XF)
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