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Cyclosporin A Combined with Corticosteroids
in the Treatment of Acute Exacerbation of Idiopathic Interstitial pneumonia

Yoshio Ohtani', Megumi Sawada', Tsuyoshi Umino', Naohike Inase
Shuji Miyake'. Yasuyuki Yoshizawa', Yoshio Taguchi’, and Tetsurou Inoue?

{ The Pudneonary Medicine, Tokve Medical and Dental University.
2 Department of vespivatory medicine,  Tenvi Flospitaf.

ldiopathic interstitial preumonia {1IP) is usually o progressive and ultimately a fatal discase. with survival
averaging 4 to 3 years.  Although the disease is chronic in naiure, acute exacerbation oceurs in some palients with
TP, Rapidly progressive interstitial pneumonia (RPIP} occurs as a primary discase process or can oceur following
dose reduction of steroids in collagen vascular diseases (CVD!, These discases are frequently refractory o treatment
with steroids.

To determine the efficacy of cyclosporin A (CYA) on [IP and CVD, we conducted the retrospective study of
O patients with acute exacerbation of [IP and 12 patients with RPIP in CVD based on medical charts. And we
examined |7 patients with HP and 9 patients with CVD who were gradually deteriorating.

CYA was administered following the initiztion of steroids and other cytotoxic drugs in the patients with acuie
exacerbation of [P and RPIP in CVD. Four of the 6 patients with acute exacerbation of TIP and 2 of the 2 patients
with RPIP in RA and 3 of the 10 patients with RPIP in DM have survived. The ratio of PaQx/Ti0z at the initiation
of CYA was significantly different between the survivors and the non survivors(217.5 & 41.5 mmHg vs 82.5 = 15.3
mmHg) in RPIP in CVD. In the patients with 1IP and the patients with CYD who were gradually deteriorating, 4
of the 7 1P patients treated with steroids and CY A, 4 of the 8 TP patients treated with CY A, 4 of the 4 CVD patients
treated with sterotds and CYA, and 2 of the 2 CVD patients treated with CYA were judged as effective.

CY A scems fo be benefical when it is used at an earty stage of RPIP in CVD. CYA without steroids was etfective
in the patients with 1IP and the patients with CVD who were gradually deteriorating and seems (o be benefical in the
patients with old age, diabetes mellitus and osteoporosis.  Prospective studies are required Lo confirm these results

and to determine the most effective treatment regimen.
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Cyclosporin A Combined with Corticosteroids in the Treatment of Acute
Exacerbation of Idiopathic Interstitial Pneumonia

Megumi Sawada, Yoshio Ohtani, Tsuyeshi Umino, Shuj Miyake
Naohiko Tnase and Yasuyuki Yoshizawa

The Patmonary Medicine,  Tokve Medical and Dentad University

Although idiopathic interstitial pneumonia (I1P) is a slowly progressive disease, acute exacerbation occurs in
some patients with [1P. The treatment for this form of the disease is not established. To assess our 3-year experience
of treatment for acute exacerbation of TPF with Cyclosporin A {CYA) combined with corticosteroids, we reviewed
7 patients with typical clinical features of the disease who were treated with CYA. The clinical course of 6 patients
who were treated without CY A al the affiliated hospitals was atso evaluated as a control.  All 6 patients not treated
with CYA died within 15 months alter the onset of acute exacerbation, Four of these patients responded weil to
steroid pulse therapy, but their condition deteriorated again while tapering the prednisolonc dose, Of the 7 patients
treated with CYA, 4 have survived for 52, 36, 12 and 2 months, respectively; 2 did not respond 1o pulse therapy
and dicd within 2 weeks alter initiating treatment with CYA, No patient had re-exacerbation while receiving CY AL
The present retrospective study suggests that treatment with CYA resufted in longer survival when compared with
historical series using only corticosteroids. CYA seems to prevent re-cxacerbation and help in obtaining a long
survival, Prospective studies are required to confirm these results and 1o determine the most effective treatment

regimen.
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A report of the resuits of questionnaire about side effects of new macrolides
therapy for diffuse panbronchiolitis

Yoshio Taguchi!, Koichiro Nakata?, Shoji Kdoh?

I, Pepartment of Respiratory Medicine, Tenri Hospital, Nura,
2. Division of Respivaiory Diseases, Torenomon Hospital, Tokve,
3. Fourth Department of Isernad Medicine, Nitwon Medical University, Tokvo, Japan

The efficasy of Erythromyein {(EM) therapy for diffuse panbronchiolitis (DPB) has been established with double
blind studies performed by a working group of doctors for the diffuse pulmonary disease under the control of
Japanease Ministry of Health and Welfare. Although last year we reported the results of questionnaire about side
effects of EM, side effects of new macrolides (MLs) therapy for DPB were not remarkable. This report was the
results of guestionnaires about side effects and cornplicated malignancy of newMLs, ie clarythromycin (CAM)
and Roxithromycin (RXM), therapy for DPB were mailed to 89 facilities of the study club about DPB. Fourty-
six faciliies (51,9%) answered the.questions.  Side effects were seen in 18 facilities, including GI disturbance

(15), hepdnc dlsturbdme (6) “skin eruption (2}, hypersensitivity (1), and others {2}. Long term administration
of newMLs is generally accepted tor the secondary treatment of DPB. Side elfects were observed infrequently than
expected. Although the incidence of the side effects is not so high, side effects of newMLs should be investigated
fully, especially being used with other medicinc. On the other hand, maligant disease were seen in 3 facilities,
including feukemia {1), gall-bladder cancer {1},: and gastric cancer (1). There were no remarkable reltationships

between newMLs thearpy and malignancies.
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Fine localization of a major disease-susceptibility locus for diffuse
panbronchiolitis

Naoto Keicho!, Katsushi Tokunaga®, Mitsuru Emi®, Nobuya Ohishi'
Matsuse Takeshi*, Takeo Ishii*, Koichiro Nakata®, Yoshio Taguchi®
Arata Azuma’, Shoji Kudoh?

LDepartment of Respiratory Medicine,  Eriversity of Tokve

Department of R Genedes, Graduate Schaol of Medicine,  Universine of Tukva
Department of Moleculur Biology,  Institte of Gerontelogy, Nippon Medical School
Depariment of Geriarics,  University of Tokvo

N

Division of Respivatory Diseases,  Toranewmon Haspital
6. Depurtment of Respiratory Medicine.  Tenri Hospital
7. Fowrth Department of Interal Medicine,  Nippon Medical School

Diffuse panbronchiolitis affecting East Asians is strongly associated with the class T human leukocyle antigen

(HLA) allcics. Recent observations suggest a possibility that a major disease-susceptibility gene may be located
between HLA-B and HLA-A loci in the class | region of the major histocompatibility complex on chromosome 6,
To test this possibility, we have analyzed 14 polymorphic markers in 92 Japanese patients and 93 healthy controis.
Of these, seven marker alleles, imcluding HLA-B54 and HLA-A1l, were significantly associated with the disease.
Maximum likelihood haplotype analysis and subsequent direct determination of individual haplotypes identified a
group of discase-associated haplotypes. Another haplotype, containing B*3504, was also associated with the disease.
All these haplotypes demonstrated in this study shared a specific segment containing three consecutive markers
between S and TFIIH loci in the class 1 region. Furthermore, one of the markers within the candidate region showed
the highest delta value, indicating the strongest association. These results indicate that an HLA-associated major
susceptibility gene for diffuse panbronchiolitis is probably located within the 200 kb in the class | region 300 kb
telomeric of the HLA-B locus on the chromosome 6p21.3.
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o7 70
06 F &0
Delta statistic
0.5 5.0
04 - 4.0
03 F30
i-__d
02 e 20

HLA-B - ' HLA-A

the critical region deduced
from the haplotype analysis

&2

5. WHELA DPB20 #EBI D ¥ A 2 R

-ﬁ MY LTI S WA RURO Rt H 4 C22 2
251,C2_4_4-231,C4_4_3-246 & 5~ TIRAT T 4 B8A 20
CARNVE XIS

6. 3 HLA Wit o fi i (250 bt

p22phox 93 C242T DHEF %M & Ge-globulin {vitamin
D binding protein} @t {218 (IF, 1S, 2 O 3 HEHIO T
TV} & PCR-RFLP B CHEH L 7245, W ok sriifs
TS BN E A E M A s R o
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EE - $m

H 850> DPB & HLA class 1B {RT28 & O B i O Ff
WALHEANSNLEHETH D, HLA-A, B 152 DPB 4840
CELET AT E L, HLA-BS4, ALl 2R E T 4
T/T VT AOHEHBFELICEDRETOERFL L7
TREMEIZ 2T, ARSIt HLA-A, BBIZFERD 14
OB EAT 7 — = O T 2 #E5T L, HLA-B )
L0 300kbIEEF T AT L DO 200 kb DN DPB
ISR LT AT A HESE I LR L IO
W BN OGRS STy wdT, GRAIL £
GENSCAN A5 F 4 5 R MO IR T-47 O I
TLIENTHMENE S, T ol Edul b L7
WL TR W O MET (SNPs BT #EHE LT A, 2L,
DPB (G 22 BZM B T 4, BofEmEN, 40
WHAHA L CA LD LD MM S 0, [
OEERERIIOWT L S ERE D TWE, L
L% 55 9 HLA SUS O R M {L7- 0T DPB EHEL
RS 2R & OEREEOEH S &, wE 2D
o T,

B RIS O R, diffuse panbronchiolitis foak LT
MIM number 604800 7% 5. 2 & 417> (hup:/fwww.ncbinlm.
nih.gov/hitbin-post/Omim/dispmim?604809) .

#HOO

EOMEie, KB X SO, B R a
PSR OFEE D T k72722 s LA bzl ©
BB GF-LFE, A s T e A v —H AT
LCH, WHEASHES ST d a0 2 oWE ik
W, SREMGHEAT OO & 3 L TR no g B (RS
RS NG i Egh 2o L F T

ZE N
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Contribution of HLA genes to genetic predisposition in
diffuse panbronchiolitis. Am J Respir Crit Care Med 158:
846-850, 1998,
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Shim Y-S, Kim WD. Association of HLA class 1 antigens
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DR L SOERRER O SR & LTo
MBL E{nT £ 80D E &

[0 IR C K 1 S 1 LA W ieE R
W HE e

AT = R E AR AL EE A oA 4 2 Sk 8118 mannose-binding lectin (MBL) @3 {2: T 12( collagen
domain @ 2 ZEJRIZ X A R52C, G34D, G57Q 02 3 B0 variant 27404 4, HAATIE GD AL DH
0% % L@ B, MBL AR® 3 S BZMATHEE S 5 ZAU 5 variant TG MBL AR s h B 2 &
5 F T D RREERIEE DR 4 S R 4 F PR SGE B UE NS B 0T A BRIl T E LT MBL O E 3%
AEEL, JJHJ\M\JH O JE L ST RES 1S (B ds kORI A 52 f;ﬂ L CMBL #{ (Lf- % B O B4
Fhufr L7z, B3MECE s o 104, 66.7%08 GS4D D~ F EEG f SRTHGE LR 2TEY, i
IS 32, 7", &lt*lu!, C s it 2 AR L /e, e do B MBL HET %”'H;Mx PIZE1T L0 LALL
LR D ST R -8 L OO SR e TR b0 EE L L,

Association of Mannose-Binding Lectin Gene Polymorphism with Recurrent
Respiratory infection

Hiroshi Takahashi, Kazunori Gomi, Makoto Miki, Masahito Ebina
Akira Watanabe, Toshihiro Nukiwa

Department of Respiratory Oneology and Molecular Medicine, Institite of Developimeni, Aging and Cancer, Totoku University, Sendal 980-8575, Japan

Mamnose-binding lectin {MBL), an acute phase opsonin produced by the liver, works as an activator of
complement cascade as well, and thus is recognized as 4 key molecule in the second-line innate host defense against
a wide variety of pathogens. A low serum concentration of MBL caused by insufficient triplet formation due to
polymorphisms of the MBL gene is associated with susceptibility fo several types of infections. In this study, we
assessed polymorphisms of the MBL gene and the serum MBL concentration in 15 Japanese patients suffering from
repeated respiratory infections without any apparent immunological disorders. The prevalence of the MBL gene
codon 54 mutation in these patients was significantly higher than that in the healthy controls (population frequency
66.7% vs. 32.7%, p<0.05, respectively). Furthcrmore, we demonstrated for the first time that MBL is directly
measurable in the BALF from the iung with acute phase pneumonia, despite the fact that MBL transcripts are not
detected at the site of lung infection. These data suggest that, while MBL deficiency by itself is not a decisive
determinant, leaked MBL molecules collaborate with other defensive factors in the peripheral airspace in acute

phase infection.  and such a deficiency could result in both functional and structural deterioration in the tong term.
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L&

innate immunity O W L MBEF OV EDTH D
mannosc-binding lectin (MBL) (&, #l: i~/ —

A2 RS L LT T = ik s £ ORI L
HE &Sy L SARATH Y, WU LHEr L2 C
B L & F »SP-A % SP-D & 2: LiralrF 773
Y ST v A I MBL @GETA T2 collagen
domain O HARIZ L A RS2C, G54D, GS7Q D3 #47
O variant BEAT L. AIAAZFOT V7 HTE G54D
HNLTH Y, FOHIEEEANTOH 0% 5,
MBL A @ 3 GeR BTN 2 L5 2409 variamt T,
MBL 1A TR 2, S SRR & I =
A ZE SR EOEEFREEEEENE Y 5. F
%, ’ﬁiﬁﬂﬁ%%ﬂﬂ"f 2 PR AL L2 330 T 2 9 variant
MBL Z55f H st AT & LTI ETH L Z LAHE S
ALEO E 5D TR B R MR T RBE N TR e L
TOTBEELE STV H 0,

{4 3, ARFFET :cHIbB’c?”J-H&Jn #5445 MBL O3 %
AT L, IRINASH O8N R LA O RIK - &
LT 0 MBL 8 {nT- 2 Moo S S & 85T L 7o, 7 Tke L,
MBL D FIEIHE L2 2T b SF T ki (BALF) %
TIRRVALT Tk S A

e

HEREAE

B A
FOOS A%~ 0U A% 0T AR PEOTE H R Y SR A OF A9

Fiw 5t L7283 5 BTN 15 J\ (H 196,

WH~T7H  HRSIsH) zhHEL N (NPE T o
DIEHF O 2 21 S, pnecumoniae X° H. influenzac
A B — e e T PRSI R T @ o 7oL MO &5 2
&7‘547*1“4»'%”“ M9 % 47 3 2 SEWIEMTHI R 4§, £
LA e ) U A B B g I T o (iR gAY
P L 7wl b A S Rdk L7z, 52 AORF R
DT A FAE I MBL i & 00 R L 7o SO i
TRH (BALF) Wi D MBL flIOMERCIE, 5 Aoy
W e ftiayy A1) B2 3 00, MR EE 2 770 & 5 A
e @ BALF ‘aii%i‘ﬂ-"->{ri$ﬁz1'4\"$:1dim I 72. MBL-mRNA ¢

EHOWFICE, WS G LTI L7 2 sl
W B OF it e {4 7 il Lt.

MBL i {2 |- % BT
K9 WO il A 5 DNA extractor WB kit (NIPPON
GENE CO., LTD.) # v DNA #4i L, MBL

'ﬂiitk?'Illliﬁ%@ﬁ"ﬁ}fﬁwf N1V B ST 78 0
* U E APEETHCEATEEE iR sE

T~ Exon | @ Codon 52, 54, 57 % & £ 208bp @) I K %
Polymerase chain reaction (PCR) & TR 72, PCR
=T R e A T T A A A A e L 1
CCTTCCCTGAGTTTTCTCAC-3) B L U 7T 1 v— 2 (5-
ATCAGTCTCCTCATATCCC-3) % HIwvT, 94T 60 5,
60°C 60 i, 727C 60 Fh O AT 32 4 A 7 WHAT L 7z,
INFTOHRETEHHARALBITH MBLELT-Z N
(2 Codon 54 DLIZEPLTEY, A EOTHERETH
54 LA variant (X 1 Bl B o7 Lizdo
TA RO MTTIE, MBL BT K03 JEAM T Codon 54
& Normal allele % 9J i3 % Gl BAF 4 Ban I % JHV>72 RFLP
THRE L7z, BUND -I"/Li#w*kf’“w 15mBIC LTI, 26
iZ Exon | fi{ler i@y 24— b 3 — 2 L — (ABI
PRISM 310 Genetic analyzer) w VTR RN 1 7

linH 35 & UF BALF vh MBL i @ il 502

Vi A P W % 0 W i 0 02 S 0F D LEY MBL I,
Sandwich ELISA il v Cilll: L7z BALF I:iF(Z, il
B DLNC L2000 TRF LT a?mf frﬁﬂx - i it
Uil L7z, BALF L e) MBL #2000, B0 & v
TN LS ELISA 5T O R3] a:.ﬁm 7.

lm & U“H‘- (24507 A5 MBL-mRNA 7555}

9% & OF 38 L 72 Mo 2 oo i 35k OFIERLAE L
ISOGEN solution (NIPPON GENE CO., LTD.} &l T
total RNA % {iliil, SUPERSCRIPTM Kit (GIBCO BRL) B
£ 0ligo ATy 77 4 = — & HvT cDNA IZER L 70,
FuC MBL 85T Exon | RO Exond (238w L7275 4
7 — 3 (5-ATGTCCCTGTTTCCATCACT-3 B L1877 o
7 — 4 (5 - TCGATAGGGAACTCACAGACGG-3) & T
T PCR %47V, MBL-mRNA O2e3a feid L7,

SRR ALY
AT ORI LT, 2 test BHHVTBEIT L,
p<0.05 % & o THEHIFRIIHAE L WE L7z

B X%

IS PPN SR BT A 00 03 i% & MBLGUTLT-4 8 154
> [T QR RE A () DA (% & MBL 220, i
MBLﬂﬂ?&i‘gz (275, Ban [ RFLP (2 X % MEHF CUd, 15
#E A e 10 AT MBL 38 {77 Codon 54 @ variant T 9,
2@ 1 9 AT heterozygous (54W/m) , 1 #E homozygous

(S4mms) DN & Pl S 407z, MBL IU{ET Exon | O
JEHCA R R LA & 27, RFLP O E—3 LTk Y,
F 7> Codon 54 LI variant G20 S G-/,

NSNS T O MBL RS R E L A2 2 24
10 #19) variant TlE 26012 BV THLE MBL il L F A5
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