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Gene polymorphisms of MDC and the pathogenesis of sarcoidosis

Etsuro Yamaguchi, and Yangqiu Zhou

Division of Respiratory Medicine and Allergology, Departrent of Medicine,
Aichi Medical University School of Medicine

Macrophage-derived chemokine (MDC) is a chemokine produced by macrophages, dendritic cells,
naive T cells, and airway epithelial cells stimulated with IL-4 or TL-13. It is a chemoattractant for
monocytes, NK cells, and T cells; especially for Th2 cells. Sarcoidosis is believed to have THI-
dominant immune phenomena, however, it is possible that Th2 cells are also involved in a certain clinical
stage of the disease or in a subpopulation of patients. We thus investigated the relationship between
three single nucleotide polymorphisms in the promoter of MDC gene and the occurrence or the
pathogenesis of sarcoidosis. A SNP -942 (G/A) was solely associated with the development of sar-
coidosis, specifically in those patients whose age at onset was less than 40 years. No SNP was associated
with other clinical parameters and clinical course of sarcoidosis. Meanwhile, -942 (G/A) was associated
with serum levels of MDC in both patients and controls. The association was stronger for patients whose
age at onset was less than 40 years. Patients with sarcoidosis had higher serum levels of MDC than
control subjects having the same genotype for -942 (G/A). The promoter activity of allele -942 G was
higher than that of -942 A, which was consistent with the association between the SNP genotype and
serum MDC levels. These observations suggest possible involvement of Th2 cells in sarcoidosis,
however, more precise analysis on, for example, the cytokine profile in patients with high MDC expression
will be needed. Meanwhile, it is likely that MDC has a role in the accumulation of monocyte/
macrophage lineage cells which are the other important effecter cells in sarcoidosis. Also, significant
association between -942 (G/A) and the occurrence of sarcoidosis before 40 years of age at onset or serum
MDC levels in such patients suggests the presence of a crosstalk between MDC and the endocrine system.
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The study using questionaire for revising the Japanese
criteria of sarcoidosis (1)
—— The summery of answers for revising the Japanese

diagnostic criteria of sarcoidosis

Katsunori Sugisaki', and Masaru Oritu®

!Department on Internal Medicine, National Nishibeppu Hospital
2Department of Respiratory Medicine, Japanese Red Cross Medical Center

We are trying to revise the diagnostic criteria of sarcoidosis in Japan by the member of Japan Society
of Sarcoidosis and Other granulomatous Disorders and Research Project ‘Diffuse Lung Diseases’ support-
ed by the Ministry of Public Welfare and Labor. This time, we tried to obtain the opinions to revise
the Japanese diagnostic criteria from the member of Japan Society of Sarcoidosis and Other
granulomatous Disorders using the questionaire, 83% of them told some problems in the present

diagnostic criteria, and mostly pointed the importance of radiclogical findings for the diagnostic criteria.
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The study using questionaire for revising the Japanese
diagnostic criteria of sarcoidosis (2)
— The results of clinical data in new sarcoidosis

patients in Japan

Katsunori Sugisaki!, and Masaru Ority?

\Department on Internal Medicine, National Nishibeppu Hospital
*Department of Respiratory Medicine, Japanese Red Cross Medical Center

We are trying to revise the diagnostic criteria of sarcoidosis in Japan by the member of Japan Society
of Sarcoidosis and Other granulomatous Disorders and Research Project ‘Diffuse Lung Diseases’ support-
ed by the Ministry of Public Welfare and Labor. This time, we accumulated the clinical data of new
302 sarcoidosis patients focusing on the laboratory and radiological data. The results showed the
positive rate of serum angiotensin converting enzyme was decreased compared with previous study. The

BHL was found in 78.4% of patients, which means BHL is a valuable marker for the diagnosis.
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) “FrTEeEs: B8 EfREY Va4 F— AHER
TRET, BAY L a4 F—3 AR 1994 ; 13:
3-8,

) ¥nad F—vAO0REEE, BE£4M%ERRE
“UFE APENTEE BERENITIL, 1989,

3) ME A, THEF: BEERAEHRACYT 2
ZERSY A2 ) v RIGHTE & BCG %BE, fi%
2001 ; 563-569.
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Y aqf F— AP %P0 S AR
(EE7 > —bHELY)

I B

bYRERBFZ T4 F—v A0ORKRAICET 2058 0OFE, Propionibacterium acnes 235 RYIE
THBEVIHMPE o TETWE, ZORELS, Y34 F—3 A0RFUCE L TIRESEDR)
ROEPEE I A TH S, L LHEAORESE, 514, 510, FOoRER L% { ofE
EnpZ TS,

Z 2 CHEEET vy — PREEIZ LD, Y aA F—y R 2 HEAEREARERIL, 208
BEPEIWER] 2Lt Uz, £ ORR, PIEAIERM 7 FITH Y, HRE 36 6 (429%), &
Fha8 i) (57.1%) THh-otz. —7H, BWEM S 244) (28.6%) icH Sl SHREVEE S 5L,
RS PEANC & 2EEEHE LT A L8NS 5,

Antibiotics Therapy in Sarcoidosis

(From the Summary of the Questionnaire send to 60 hospitals in Japan)

Masaru Oritsu

The Department of Respiratory Medicine
Japanese Red Cross Medical Center

In consequence of the study as to the cause of sarcoidosis, the theory that Propionibacterium acnes
is the etiologic material is becoming strong, From the View of this point, the effects of antibiotics
therapy in sarcoidosis are investigated And watched with keen interest. But we have many subjects to
be made clear, type Of medicine, period prescribed medicine, the judgement of effectiveness and so on.

Then according to the investigation by the questionnaire performed, we assembled The sarocoidosis
cases treated by antibiotics and analysed the effectiveness, side effects etc. 87 cases were prescribed
antibiotics, 36 cases (42.9%) were effective and 48 Cases (57.1%) were uneflective.  On the other hand, 24
cases (28.6%) had side effects.

It needs to investigate these cases in full to establish the prudential plan of treatment by antibiotics

for sarcoidosis.
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£, BEROEERME, BEHEVRLS
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X, HO2E), ELHEEIZERET, BB
NTWRIERIRAT o4 FRIBERMICE o2
(#2), FIHEOAREL T, 3./<94 25404
(59%) LIb &<, Rz ) Aua~vA v I6fl
(19.3%) THotz, Zoft 2 FIEIEELHAS A
TWizfER b b -7 (3 3). HEEOREL,
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{, BEHMIMRL T 1y AL, & 185 A LR H
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(F N, FREIL 200 mg 53 200 (55.6%) Th-7z, 1
FASARIIE 7T A 5 185 A 2321 B (583%) TH-
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R, FIREYERIFRR, B X SRR E { ok,
ZEIWEREL TR 76 (194%) ki oh, AR

F3 JEEONE
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soY2av{ vy 16 {51 (19.3%)
FIARTL Vv 56 (6.0%)
[l A G 3B (3.6%)
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77w b 1] (1.2%)
a4 16] (1.2%)
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273V AuRA Y+ Ry 1 (1.2%)
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K&, AR, WREINE, REKMET, RIEkk e
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BoE
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7V ARRA ¥ 200mg 134
7oy AawAy40meg 3
TYAawA v 2EX3H 2B 56
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V777 450mg 215

51
TrA~12xH 224
4r A~67H 20 B
12-H~1858 184
25 B~3+H 111
238/ ~1+H 10 45
3E~138 36 34
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/w4 v ryHRER L
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%6 DIHEOY T 2R
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FEAHICBY 570 EA =82 T ) T ORISR

R Hix BEhEFsE! =W EE RT ORE

INZ /A Yy, A0SV =N, TYHF YT LD I DO R L3R 058
REHE VT, HEEEELEC B2 70t o2 7 Y 7OEEEEPRE L, 2088, ¥
24 F—Y RABHEDH 0% T, TEWHLE @EHE) 256704 =/v7 7Y 75 10cfu/g LLEC53EE
B, ZOEEREX 1.000cfu/g TH2Z I LAHLMII R -T2, EREAOER (0 F0 92.1%
WO EA =y T TSNS N, T OMMIZRA 10000cfu/g THB Z EHHS LIRS T2,

Density of Propionibacteria in feces from the patients with
sarcoidosis and saliva from the healthy adults

Kunitomo Watanabe, Kaori Tanaka, Hiroshige Mikamo, and Munenori Morishita

Division of Anaerobe Research, Life Science Research Center, Gifu University
Department of Internal Medicine, Aichi Medical University

It is well known that Propionibacteria usually colonize on various skin sites in human adults with
the density of 1.15~4.96 log per square centimeter. Although Propionibacteria are also colonized on
mucosa, no information of population density in feces and saliva is available. The main reason would
be lack of the appropriate selective media. We developed a novel selective agar medium with ever-
ninomycin, metronidazole and sodium azide as selective agents and investigated the density of
Propionibacteria in feces and saliva. In this study, the density of Propicnibacteria in feces from patients
with sarcoidosis and saliva from healthy adults is 1.0~3.0 (positive rate 70%) and 1.0~5.0 (positive rate
92%) log per gram, respectively.
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firnaAd F—2 ACBIF 5 HRCT T (BRAERE(L) &
fiitRe IZ B ¥ S oS

#FROIERP®  JNE e HE |} RS RAP

RIAEHREERIRE T H > 7o P Va4 F— ABEDOEERE CT (HRCT) ATE & fEGE 2 e Ll
H CT &5 5 FRTHDITRES £ 5 3 Uie, SR Va4 F—3 R B 408 (B 20 41,
T 20 ), Y 7.4 FEEREHE ®1T- 7. HRCT AR IE predominant nodular (n=18), multiple
large nodular pattern (n=28) % §8 /7 BHIREHE TIEENHED 2 WIZER L %2, Conglomera-
tion (n=35) 1&#E/L 7z & DD bronchial distortion #5872, Conglomeration D&E/NE FEV,, D
A EEFEL Tz (FVC i3EH), Ground-glass opacity (n=5) & consolidation (n=3) % honeycom-
bing ~AER L, Fiucfive % FVC A L7z, ¥ HRCT T ground-glass opacity & consolidation
R 2 BETRNETRICEL WM H Y FRIERIFLIZE 220, Yo HRCTRTR
BRTFETICEREEZ SR,

Long-term follow-up CT and functional evaluations in patients
with pulmonary sarcoidosis

Masanori Akira, Takenori Kozuka, Yoshikazu Inoue, and Mitsunori Sakatani

National Hospital Organization Kinki-Chuo Chest Medical Center, Osaka, Japan

In order to determine how the pattern and extent of disease changed over time on serial HRCT scans
in pulmonary sarcoidosis and to identify CT findings that might be helpful in predicting the prognosis
of the disease, we evaluated the initial and last HRCT findings and the pulmonary function tests from 40
patients (20 male and 20 female) with pulmonary sarcoidosts. The mean follow up period was 7.4 years
(range 3-18). Parenchymal abnormalities in most patients with predominant nodular (n=18) and
multiple large nodular pattern (n=8) disappeared or decreased on the long-term follow-up CT.
Conglomeration (n=5) was shrinkage and evolved into bronchial distortion. The shrinkage of con-
glomeration has a decline of FEV,,, in spite of an improvement of FVC. Ground-glass opacity {n=
5) and consolidation (n=13) evolved into honeycombing. The evolution of ground-glass opacity and
consolidation into honeycombing had a decline of FVC, although the parenchymal abnormalities became
smaller in extent. We concluded that the patients with predominant ground-glass opacity and consolida-
tion on the initial CT had a worse prognosis and are susceptible to developing severe respiratory
insufficiency. The predominant HRCT patterns on the initial CT may be helpful in predicting the

outcome of patients with sarcoidosis.
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