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Case Age MBL Serum Onset of Bronchi- Chronic P. aeruginosa

/8ex Genotype MBL Episodes Ectasis in Sinusitis Colonization
{ng/ml) chest Xp

1 71/F Wild-type 6.72 Childhood @) ®) S

2 61/F Wild-type 2.69 Childhood O O

3 49/M Wild-type 2.62 Childhood @]

4 47/F Wild-type 6.06 About 20yo. O '®)

5 38/F  wWild-type 2.19  25yo. O O

6 46/F 54 W/m 1.56 Childhood O

7 20/M 54 W/m 1.73 l4yo. O O O

8 55/F 54 W/nm 0.56 17yo. O O O

] 58/F 54 W/m 0.77 About 20yo. O O

10 46/M 54 W/m 1.23 About 20yo. O O

11 27/M 54 W/m 0.39 25yo0.

12 66/F 54 W/m 1.40 38yo.

13 74/M 54 W/m 0.82 About 60yo. O

14 65/F 54 W/m 0.29 About 60yo. O O O

15 44/M 54 m/m 0.50 39yo.

* Normal serum MBL concentration is above 1.0ug/ml. O

Serum MBL concentration {(pg/ml)

Table 1

Clinical characteristics und MBL genotype in patients with recarrent pulmonary infections.
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54 W/W 54 W/m 54 m/m

(Gly/Gly) (Gly/Asp) (Asp/Asp)

Distributions of serum MBL concemtration among carriers of
wild-type alleles (34W/W) and mutant alleles (34W/m and
54m/m} at codon 54 of the MBL gene. Serum MBL levels of
cach patient are plotted as closed circles. Horizontal burs

inchicale arithmetic mean.

S, (Table t B & U Fip.1)

MBL U {202 1 & S0 X0 I T 5L, SRERR o0 %ot
SEAT B ERIARE O M W] 5 A A R iR S s
s f;.

W I & Bl TR MBL -4 KU Hediz
BCTENT e ik S RELZ 03 0F 5 MBL ST~ 2 B o0 461 41

Patients Controls
MBL genotype

{n=15) (n=52)
54 W/W 5 (33.3%) 35 (67.3%)
54 W/m 9 (60.0%) 12 (23.1%)
54 m/m 1 (6.7%) 5 (9.6%)
54 mutant® 10{66.7%)* 17 (32.7%)

a ; 54 W/m and 54 m/m (both genotypes cause
phenctypes of low MBL concentrations in serum)

*Significant, p <0.05

Table 2 Freyuency of the MBL genotype in Paticnts with recurrent
pulmonary infections and healthy controls.
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(0.011 ~ 0.132 pg/ml BALF) . % Wi ¥ 1o iy -%”m BALF 4
561 & MBLACEMASTE Tah AL E AW & fifhg L
7o g & TS BT A MBL-mRNA jélﬂ %
o4 4 & (Fig2) , MBL-mRNA WL G o0 A TR
ks, MM TITE 2 (B sl oz,
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liver lung liver lung

Case A Case B

Fig.2  Expression of MBL mRNA in the liver and the pneumonic
lung. RT-PCR of the MBL gene was pertormed as described.
The ¢DNA samples were obtained from liver specimens [lanes
b, ¢, £, and g} and pneumonic lung specimens (fanes d. ¢,
h, and i}. Lanes b, d. f, and h indicale b-sctin cDNA for
controls, Lanes b, ¢, d. and ¢ were obtained from autopsied
case A, and lanes f, g, h, and i were obtained from autopsied
case B, [Lanc a represents the size marker. The two bands al
800bp in lane ¢ and g are the indicated PCR fragments

obtainad from MBI, cDNA.
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MBL BE - % SIS —f i AR L T 2h e
B e o B T s iie s L, MM i B
T b MBL Az SR AN D BB Uk IN T & e o T
B I EDGRB I 2 L 29 MBL ST BN R A

3 dEf X 4 BALF

No. MBL Status of lung for RAL

(kg/ml BALF*)

1 0.132 P. carinii pneumonia
2 0.078 P. carinii pneumonia
3 0,011 P. carinii pneumonia
4 0.029 Bacterial pneumonia
5 0.019 Bacterial pneumonia
6 N.D. Normal volunteer

7 N.D. Normal volunteer

8 N.D. Normal volunteer

9 N.D. Hormal volunteer

10 N.D. Normal volunteer

* : BALF was not concentrated.

N.D. : Not detected

Table 3 MBL concentration in BALF samples.
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Effect of macrolide antibiotics on activation of transcription factors NFkappaB
and AP-1 in human bronchial epithelial cells: Effect of the pretreatment

Hajime Takizawa!, Masashi Desaki®, Shin Kawasaki®, Tadashi Kohyama?
Kazuhiko Yamamoto® and Koji Iie?

Lo Deparnnent of Labaratory Medicine,  Universinv of Tokve, School of Medicine,
2. Department of Respivatory Medicine, University of Tokvo. School of Medicine,
Jo Boual Hospiiad, Tokve, fapan

Several lines of evidence show that 14-member macrolide antibiotics have an snti-inflammatory activity, which
results in therapeutic efficacy for the treatment of airway inflammatory disorders. Erythromycin (EM} and
clarithromycin (CAM) showed an inhibitory effect on IL-§ mRNA transcription in human bronchial epithelial cells
as reported, We addressed a question of whether these drugs have any cffect on the activation of transcription factors
nportant in [L.-8 gene expression i vitre, The bronchial epithelial cells BET-TA were pretreated with virious doses
of EM or CAM, and then were stimulated with PMA {107M) . EM and CAM showed a suppressive efieet on the
activation of AP-1 transcription factor when they were pretreated 24 and 72hes by electrophoretic mobility shift assay.
In contrast, the activation of NF&B was not affectd by 24hrs' pretreatment. However, CAM and EM showed a
weak, but significant suppressive effect on NF«B binding when pretreated for 72hrs,

These results suggested that the macrolides suppress activation of transcription factors such as AP-1 and NF«B,
which might be one of the important mechanisms of their clinical efficacy. Further studies would be necessary 1o

clarify the signalling pathways where the drugs are involved.
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Effect of Erythromycin on ATP-Induced Intracellular Calcium Response in
A549 Cells

KINGO CHIDA, DONG-MEI ZHAO, TAKAFUMI SUDA

Secemdd Division. Department of Interwal Medicine,  Hainainaisa University School of Medicine,
000 Heanda-cho, Howamasa,  Shicioko $31-3102

ATP induced a biphusic increase in the intracellular Ca™ concentration (| Ca2t)i), an iritial spike and a subscquent
piateau, in A549 cells. Erythromycin (EM) suppressed the ATP-induced [Ca |/ spike, but only in the presence
of extraceliular calcium (CaZo). It was ineffective against ATP- and UTP-induced inositol 1, 4, 5-trisphosphate

{1P3} formation and UTP-induced [Ca?*)i spike, implying that EM perturbs Ca2* influx from the extracellular space,
rather than Ca™ release from intracellular calcium stores via the G protein-phospholipase C-TP: pathway. A
verapamil-sensitive, KCl-induced increase in {Ca™ i and the Ca?* influx activated by calcium store depletion were
insensitive 10 EM. 3'-0- (4-benzoy!) benzoyl ATP evoked a Ca™o-dependent [Ca®*]i response, even in the presence
of verapamil or in the absence of extracellular Na*, and this sesponse wus almost completely abolished by the &M
pretreatment. RT-PCR analyses revealed that P2X4 as wetl as P2Y2, P2Y4 and P2Y6 are cocxpressed in this cell line.
These results suggest that in AS49 cells 1) the coexpressed P2X4 and P2Y2/P2Y4 subtypes contribute 10 the ATP-
induced |Ca™ i spikes and 2) EM selectively inhibits Ca?* intlux through the P2X channel.  This action of EM may

underlic its clinical efficacy in the treatment of airway inflammation.,
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Fig.1  Effect of EM on ATP-induced |Ca® i spike. Fura-2 loaded
AS549 cells were treated with either vehicle (0, 1% ethanol) or
EM (0.1 mM in A and C, different concentrations in B) a1 room
temperature for 30 min. A: Time course of ATP-induced
[Ca®*]i response in the presence of Ca®e after pretreatment
with EM or vehicle. #: Duse-ependent inhibition of [Ca®™|i
spike by EM in the presence of Ca®*o. C: Effect of EM on
|Ca?*]i spike in the presence or absence of Ca™e. Results in (5}
and {C) are the means = S.D. of 4-8 experiments, and the
nember of cells observed is indicated in parentheses, ** p<0.03
vs. control values without the EM pretreatment.
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Fig.2 Changes in IPs in responsc 1o extracellular nucleotides. A:
Tine course of IP: accumuolation in response to ATP. B: 1P
accumulation in response to various concentrations of ATP and
UTP. AS549 celis were exposed to indicated concentrations of
ATP or UTP for 5 sec. C: Effects of EM, its vehicle, U73122
andl U73342 on ATP- and UTP-induced 1P accumulation.  1Ps
in cach sumple was determined in duplicate. The data are the
meuns + 5.0, of four separate experiments.
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LA bRDNOEEETATP & UTP i8IS A
PRI O P BRI ER L, LD 5 Bsck
BEHEILS, GHEIZEATAKY 85— C itk
AL RlsEd A UT3122 (35040400 ATP % UTP T
ER AFARVERDE:3 ik i N 7‘)\, EM (3 (BAEZR 2
Tt o 7o (Fig2),
3. EM {2 KCI, BAY K8644 (2 X B LR L 72 [Ca?*)i I
SRR 2 o T WA A T
¥ &I (VDOC) (3 Ca A DRl o—D L #F 2 5 1,
ML T S ASA9 ML KCL L2 K A B & L
B VDCC OIS 47T = A FTH D BAY K864d O
BT [Ca i W5 R LAz 054 4 L B VDo
DR NFERTH S verapermil (25 - TR
BMAANT, EM GiALE B 2t T o
4, EMUEPX Lt 7% —fEH O Ca L A% M L
fr—P2X L& 7"57 — (L ATPERNVE A ok F v 2 F 0L
LM O P2 L 75 T Ca iEMPE R . BZATP
ei PAX RN AR 7T T A P THY, BzATP SE#E
1Ca ] IG5 LM AR Ca KBS T, EM O GijRLiE ¢
SEATEIRHEE S A0, BZATP Bk [CaZr)i I B 3N 4

A B 4o
;,\J\‘ T
i)
300 —
il 7
200 -
100 -
i T (21} (42)
J 0 )
. CaZ+y, + - 4
s0sec ¥ ~ EM - - +
C 400 D 200
(28
1 s ) ) {(28) 4
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EM - + - + uzBizz -+ + +
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Fig.3 Influx of Ca® through putative P2X roceptor(s). A: Effect of
EM oun BzATP-induced {Ca®]i response. The experiments
were carried out 3-5 times with similar results. Shown are
representative recordings each obtained with a single cell, 8:
Summary of experiments ii, iil and iv in A, C: Effect of EM
on UTP-induced [Ca®)i spike in the presence or absence of
Ca¥o, D Effects of U73122 and EM on ATP-induced [Ca®™|f
spike in the presence or absence of Ca*o. A349 cells were
treated with either 10 mM U73122 for 3 min, 0.1 mM EM for
30 min, or with both U73122 and EM {for 27 min with EM
and then for 3 min with both U73122 and EM]} as indicated.
Results in (B), (€ and (D) are the means £ S.D. from 3-
6 experiments, and the number of cells observed is indicated in
parentheses. #* p<0.05 vs. corresponding control values as
indicated,
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Control
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EM pretreatment
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Control ins
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e

Fig.4  Direct inhibition by EM of the calcium channel activity of
P2X receptor (s). A: Effects of verapamil and EM on BzATP-
induced [Ca®*|i response in the presence of extracellutar Nu®,
£: Effect of EM on BzATP-induced |Ca®']i response in the
absence of extracetlular Na*. The experiments were carried out
3 times, and representative recordings each obtained with a
single cell are shown.

i Nar (RGN T, vDCC O RHLEANINE] Z 414w
Tk h PX AL Ca WA H AT |1Ca i IL R E
Lz E#Z LI SROOERIZLD EM (£EI
M P2XFR O Ca* A% 70w 735 2 8L h4
77z (Fig3, 4).

5.EM I EBKEM Ca it A ISR 5 2 % #H
Ay A2 b7 DfEEis ocﬁmmwﬂw
Ca™ W AMGEMAL 24, A PP OBRENL, ERTEE
M ([Cai IBH D7 F P —HIZ B L CWaE, EM U
ATP BEREPE |Ca2tli 2254 7 & F L 72A%, FKELS 7
F— @ PP L 7oL A B Ca mL,)\ﬂEtﬁ)l//
7 /—\-?”v oA A DIYERN A BRI T B Nt iDL -

SEATMIIEE LAY, EM OIS (TR A 5 2

;75‘0 A

6. AS49 NI BT A P2 L &7 ¥ — O4EHl—RT-PCR
L0, ASAOHINIZIE P2X & P2Y O EFRE NI B
e, BIEAN/APCR 777 A PO DNA ¥ — 47
AL D X i peXa 7 v A 7“@:7»’6‘5?)?
P2Y (3 P2Y2, P2Y4 & P2Y6 & WA =DM ¥ 4 7
AHEBLL T b Z & A TA & A o 70 (Figs).
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Fig.5 Identification of P2X uand P2Y subtypes. A and 8: The
conserved amino acid regions in P2X (A} and P2Y (8} receptors
used for the design of degenerate primers. ltalics show the
overlapped amino acids, and boldface capitals denote well
conserved amino acids among respective subtypes. C and [
RT-PCR amplification of P2X {C) and P2Y (2} mRNAs using
degenerate primers.  E: RT-PCR with two sets of primers cach
specific to P2X4 and P2X7, respectively. Hinf | digest of
pBR322 was used as a size marker.
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FFELRFRIZET S EM OB ICoWTRE LA,
ATP ORIELS X D AN [Ca*)i A28 7 EF NIk
ol F b= v THIEe [Cat)i ISR LA AR
4 73 P2Y2P2Ya NG EE- R AF ) A= O
P RFEFHDA M T Ca* DB & P2X F + > 3 4%

AS49 HIMLiZ BT S ATP RN Ca2+ IS T 4 EM OB

Mo CaX FEAATIIZBILG LCTHE 0, P2X FRHD Ca2 A
AT EM QPN TH D EFIW L 7. MR R B
5 P2X OEBERREA CF 5l E L L Tuv b &
VAR EE L AhE L E Y EM @ P2X RO Calt it
AT D BEE LT P ROE 280 o0 S0 8 ) 751 2
WY LEIDOEF G- E I B0,

SEH

1) Tamaoki, I., Isono, K., and Sakai, N.: Erythromycin
inhibits Cl- secretion across canine tracheal epithelial cells.
Eur. Respir. J. 5:234, 1992,

2} Goswami, S. K., Marom, Z.: Erythromycin inhibits
respiratory glycoconjugate secretion from human airways
in vitro. Am. Rev. Respir. Dis, 141: 72, 1990.

3) Berridge, M. }.: Elementary and global aspects of
calcium signalling. J. Physiol. 499: 29[, 1997,

4) Clunes, M. T., and Kemp, P. J.: P2u purinoceptor
modulation of intaracellular Ca®* in a human lung
adenocarcinoma cell line: down-regutation of Ca?* influx
by protein kinase C. Cell Calcium. 20: 339, 1997.

5) Taylor, A. L., L. M. Schwiebert, J. J. Smith, C.
King,J. R. Jones, E. J. Sorscher, and E. M. Schwiebert.
Epithelial P2X purinergic receptor channel expression and
function. J. Clin. Invest. 104: 875-884, 1999,
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(B 9] U0FF APTERAIES 4 (DPB) B O SN TR AT 47 7 9 F A it Bk o =
RO, £2T2r094 Héwl\frﬂlix)rféw T Ii&h'u oy T (RA) GRS SE amucL &
RIS S il T2 T 2 WA, [REFE] 77 0T 4 FiEms Mo RA GG
3t (B ?bi LOPE LB, HEEATE 60 BE) A e L, MK, TR, MRRgGERT R E Ik LT
LN DWTEMRITR S FE L, [BReEFE] splidv-r b g, Fotkis % (OB) ®
T d B lez—, T A YNy =y B L, 2 BT I RS S 48 (FB), DPB 4o & (D4R
ANEERLL R NRUIRIR A, BT RIIRE R R A, HMOS S A L EHE OB TH 5 I & AU HLRIER
SR M RE S A0 AMIer 2 (i3 OB il BERRAYI GBS O v FB, DPB ARILASIRAL LT A TR
AR B 7.

3 cases of bronchiolitis associating with rheumatoid arthritis resistant to
macrolide therapy

Sakae Homma', Tatsuo Nakatani!, Koichiro Nakata!, Atsuko Kurosaki®
Hiroshi Matsushita®, Shigeki Saiki*

{. Division of Respivetory Diseases, Toranomon Hospital,

2. Division of Radiofogy, Toranomon Hospiral,

3. Division of Pathology, Toranomon Hospitad,

4. Department of Pathology, 81 Lukes' International Hospital, Tokve, Jupan

The association of progressive obliterative bronchiolitis (OB} and follicular bronchiokitis (FB) in paticnts with
rheumatoid arthritis (RA} are uncommon but has been previously reported. Diffuse panbronchiolitis (DPB) is a
unique inflammation principally affecting the respiratory bronchicli and has been reported mainly in Japanese adults,
The S-year survival from the onset of respiratory symptoms in patients with DPB has been markedly improved after
the introduction of macrolide therapy during the past 10 ycars in Japan. Recently, DPB has also been noted in
patients with RA in Japan. Therefore, there might be considerable overlap in clinical features between OB, FB
and DPB associated with RA in Japan. However, the effectiveness of erythromycine (EM} therapy for these
bronchiolitis associated with RA is unknown., The aim of this study was to evaluate the clinicopathological
characteristics of bronchiolitis in patients with RA who showed progressive respiratory impairment against EM
therapy. Three RA patients clinically diagnosed as having bronchiolitis were evaluated. All patients underwent chest
radiographs, pulmonary function tests (PFT) and one patient underwent post-mortem examination. Clinical features
in all patients were a history of productive cough, exertional dyspnea, rhonchi and/or coarse crackles. Chest
radiographs showed hyperinflation with mosaic perfusion in all patients and small nodular shadows up to 2 mm in
diameter with bronchiolectasis throughout both lungs in twe patients. The PFT revealed marked obstructive
impairment in alt patients. Though EM was applied to all three patients, sputum volume, PFT and X-ray images
were not affected. Pathologically, one out of the three cases was confirmed by post-mortem cxamination as
constrictive OB, because the primary obstructive lesions were in the membranous bronchioli und the proximal small
bronchi, The other two cases were suspected as having OB with FB or DPB respectively. Their X-ray images
revealed small nodules with bronchiolectasis and hyperinflation which are commonly seen on the chest CT in FB
and DPB.

Our study demonstrated that there was considerable overlap in clinical features between OB, FB and DPB
associated with RA, which did not respond to EM therapy. The differentiation of these three disease entities, though
very difficult according to the present clinical diagnostic criteria, is very significant for the selection of the
appropriate methods of treatment in bronchiolitis associated with RA, and such differentiation is only possibie by
analyzing the histopathological findings of the affected lung.
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Cane N Ag %ev Clinical  Fathological Respirstory  Chronie Sputum Treatnien!
diagnosis disgnosis  symptoms  pansinusitis culiore
L % M CPE B {nngh B normal Corticosteroid
MY Bronchi CPE Spulum flora EM, NQ
-otlitis. DOE
kA
2 68 M DPR Dyspnea + P.aeruginora Corticosteroid
(LK.b OB Spulum Bucillamine
RA DOE Goid
EM.NQ
3 s F OB Cough - P aeruginosa  Corticosteroid
(H.K.) BE Sputam Bacteroides Bucillamine
RA EM, NQ, CLDM

DP=diffusc panbronchielitis: BE=bronchicctasis
OMbllu:ratlvz hmnchlulllls EM=crythromycin: NQ=new yoinabimie: 1 DM=clindamy cin.

&1 Clinical features

o IED Wik I' %H- :LWIM-L.,JIELJ\JMIJI HLD

3. v :Ji'*ilz' #1
4. WUEEINEIESHNEE B RCE
*  ONF AMEMBLEFEEE Al

2T A FREATIAh D RA SRR AT Ao 3 1)

Case Small nodular Bronchial wall Bronchisfectasis Hyperinflation
N tesions thickening (mosaic perfusion)
1 - + - +
(MY (+)
2 + + + +
(LK. (+}
+ + + +
(HK.) i+)

T2 Chest radiographic lindings
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OB 23— i A (J

TEBIERE

ST N E BRI S

LD 84 R, IR, BRE ST IR
B BAREIE L 20040 7 L X ST AR (20 ~ 77 58D, %ﬂ:m&
74 Gty &0 RA LI, Pethul i s it 4
O3 87 LD RA THR AR T » 7o, 89 f%‘-ot
OV, WEATIL L, Y SRIRE X T N L %
M & BB S 40720 o4 AU PENRIERNE |A 5 (H-)
WEEY DY ) 96 423 11 & O EEH AN L EM4A00my/
FLooMEA A S 3, ORI LA 712 4 Bl
AN S AL AR RO E RS A BAr 72 9T AR
FEARRepd b aitis (2 & D 2B U Zs (430, L4 B it i 56

"895E 945 ‘964 97eF —I-
3Aa 8A
I EM 400 mg / day 1
Medication ———
rPSL 5 mg/ day i
Symp | _cough/spuium {Normal flora) S 1
[ o i
g -
Pa02 7 53
PaCo2 a9 43
mmHg (RA)
PFT
ve 3.53L 3.47L
%nVC 116% 114%
FEV, 1.65L 1.31L
FEV, % a7% 38%
=3 Case I, Clinical course
Complete blood count Serology
WwWBC. 9500 /mi ESR 48 mm/br
Hb. 14.4 g/dl CRP 2.4 mg/di
Pit. 21.8 X 10°/mil 1gG 1543 mg/d|
IgA 404 mg/dl
Chemist
Y 68 gl IgM 157 mg/dl

BUN 17 mg/dt Figdnsk 2560 d
Cr. 0.9 ma/dt RF 391 Wml

Na 141 mEgA Roseftfs 160d
K 4.1 mEgA 19G-RF 1.49
ct 104 mEg
gg;l" 28 :3::!' Urine Sputum
14 " - .
GET 33l - ((_)) 129 Normal flora
CK 65 1A Mmoo (-)

4  Laboratory findings (Case 1)

Wse |- SR ErESC rhonehs N L A2 MR ELCLE ML
i, CRP, HCAELTTE, RF, Rose IQLL'L‘.?C’)J".’.'UIlzrﬁ'.L‘ y ($£4),

= 133 —



1999 4208 GV F AERRE AR

(29/5/89) (8/5/95}

TLC 6.89 L TLC 7.21L
%TLC 131 % %TLC 138 %

Ve 3.53L vC 347L
%VC 116 % WNC 114 %
FEVi.0 1.65L FEVio 131L
FEV1.0% A7 % FEVio% 38%
MMF 0.48 i/sec MMF 0.30 L/sec
RV 3.36L RV 3.74L
%RV 153% %RV 170 %

RV/TLC 49 % RV/TLC 52%

Blood Gas Analysis (room ain)

pH 7.42 pH 7.44

PaQ 2 77 torr (20/7/89) Pa0 2 B3torr (21/8/96)
PaCO 2 39 torr PaCO 2 43 torr

BE 1.2 mmol/L BE 4.8 mmolL

F+5  Pulmonary lunction wsls (Case 1]

A0 £

JE’rﬁi WLy 6 AR O RENFT 2L THE — i,
DHLE, %ux SO, MR SO
) 5 W T G 72 (3450 TR AR X
AR Mgl f)‘”JJ RS
bundle G5 E ir trapping 2

&

. CT 14 bronchovascular

A A

'94.9.20
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2 B CT 0 {Case 1.
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RS T PR e s A

&

3 G
“llli\ i

bronchovascular bundte {Arrows) 2 /s 5401 Tl
WD (Case 1)L
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A IR e sl H R s
# ,.iU"" 2| DEERE (Arrows), ANVEERTIN
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‘7B 'BBEE 90 ‘9B "9OEF
[_EM 400 mg / gy |
Medication [, Bwctinmios 56 mg 7 asy _
N [T Psu 10masdsy 1
[Goiat [c2E]
Symptom cough / sp DQE  (P. aeruginosa) )
“Arthralgia —]
PaD2 81 74
PaCO2 a7 54
mmHg (RA)|
PET (2373/87) {16/6/97)
vC 2.43L 1.65L
%VC £9% 56% HLA antigens
fEV,, 0.85L 0.57L A(26, 11), B(51, 55
FEV, .o 35% 5% Ciw1, w3), DR(2, 3)
RV/TLC 54% 51%
MMF 0.31Usec Q.15U/sec

F7  Case 2. Clinical course

V.f{ (ELN.ILI Vi m Gieson Hsli, <300,
FHZCC 2 D I B ELO SR P 2 7 WA
P @ s (OB) '.1’ WEO A (Case 1),

Primary obstructive lesions E.LF FB  DPB {Mhers Clinical Dx /
Pathological Dx
RB MB
- + + — — Emphysema CPE/OB

(CE)

RB=respiratory bronchiolus; MB=membranous bronchivlus
E.LF=extensive interstitial fibrosis; FB=follicular bronchiolitis
DPB=diffuse panbronchiolitis; OB=obliterative bronchiolitis

F 6 Pathological findings in case |

F 0 2 T o8 ek, TERII0GME, wEE, PR
HE MR LR 20040 7 F X 30 I, BERERE A L Y
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F, 47 L) RA I L Cw 2. e (278 4
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@i 2 v F o i Ra 08 L 2 BAl, A7 g
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& (337). LRI R ’C‘!il]f«J;"f\;l‘E';’) -, MR
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B3 D56 MR, IR EAZME, Wk, FREERE LS
o, WLARIE L 54 EF L D RAIIHEE L, PG e 42
OENFE v, BB NE £o0 SRR T AR T
BDSR LT o 83 M BRGNS & B
SAFC02 AL N B E AT L EM400mg/ 731 Mk
Ll iy & 02 O F 1200mg/ 1 £ CHE D S AEE s i
AN t. 05 AL LE) I, W ATULLIIE I L INE 4 BN B
Mz =720 98 455 JPIIABHEIG A INBL L RA B3R S 4L,
Wi & AT IR oo A A AT B B S A UTE S A
OIEAEATEE DAL 72, RA 24 L bucillamine, A7 1 4 F
AL S AL DR DU A S ALY, B O mIE sy
FeTHEARE AR 2700 7 ) 2 5 A o v
S MR JE DIEVER R AT & 2L P R R A R
O 3T OFEMENY A AL TR, — L, — F5E, MME

"g2EE ‘94t ‘964 ‘985 ‘995
T, EM1200 mg / day .
Medication
[PeLEmyrony——)
CLOW 906 7 day ]
—,
Symptom cough 7 spuium (P. aoruginosa) (Beterofdes uniformis) ™
(e e
Pa02 74 HLA antigens 77 63
Pac02 31 A(2, 4), B(S9, 62}, 4a 7
mmHg {RA) Cw1, DR(4, 15)
PFT (12/6/85} (25/5r98) {14/12r98)
VC 236L  yC 2.03L Ve 1LETL
%VC BS%  %VC  78% %VC  61%
FEV,,1.54L  FEV,, 1.20LMMF 0.64L/sec  FEV, 0.87LMMF 0.42Lisec
FEV.,, 65% FEV,, 59% RV/TLC 45%  FEV.., 55% RV/TLC 57%

8  Cuase 3. Clinical course
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1} Homma S, Kawabata M, Kishi K, Tsuboi E, Narui K,
Nakatami T, Uekusa T, Saiki S, Nakata K: Diffuse
panbronchiolitis in rheumatoid arthritis. Eur Respir J 1998;
12: 444:452,

2} Keicho N, Tokunaga K, Nakata K, Taguchi Y, Azuma
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Treatment of Sarcoidosis in Japan
— The Summery of Questionaire —

Tomiyasu Tsuda

Third Deparament of Iuernal Medicine,  Oita Medical Universiry

Questionaire were conducted to Japanese principal medical centers treating sarcoidosis patients. Part A includes
general questions about the indication of steroid therapy, initial dose, duration, maintenance dose, effectiveness,
the definition of scvere or refractory diseases, the factors affecting refractory disease, and the incidence of steroid
therapy for sarcoidosis patients. Part B is case record of sarcoidosis patients treated by oral corticosteroid in these
4 years, which includes age, sex, laboratory data, causes of steroid therapy, clinical findings, and the details
of involved organs. Based on those data, discussing the problem of steroid therapy and the usefulness of cytotoxic

drugs, new guideline of treatment for Japanese patients with sarcoidosis should be established.
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