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PUME N EBIEE (AECA) 14, SLE 7% E OBERRIIE X 2k S EB ol s n, BEFICE
WTIERTEM R OGO EBENH 5 Z EARIBENT WS, L L #FDIRREZRIC OV TS
INTE e , SFREMEREMEMA (IP) fEF & BB % (CVD-IP) fEFT AECA % HIE
L, HEEER, WHAR R, RS L OBEEREE & OR#E 2 RE Uz, SRR TR
WS L7z TP 1245 (UIP 6 f7l/NSIP 64) & CVD-IP 12 %35 & L, Mg 2 b\
SLE fEf 2 52 > s o —iv & U7z, AECA {13 b b FECHEIR ARSI N EGHIRE % F v T cellular
ELISA YEIZ CHIE L7z, H55R1& Rosenbaum D75 % Fv>C ELISA ratio (ER) & L CHEHIL, f#E
AD mean+3.SD. PLEREMEE U7, #8113, IPF/UIP i3 @@ 72 - 72238, TP-NSIP |3 6 i
44 (67%) T, CVD-IPFEFNE 12500 7 51 (58%) 238725 7-. AECA 5% 2% &, [IP-NSIP i
IPF/UIP & 873 0D, CVD-IP & OELIEITRIE & iz,

Anti-endothelial cell antibodies in patients with

idiopathic interstitial pneumonia

Kingo Chida, Takashi Matsui, Takafumi Suda, and Naoki Inui

Second Division, Department of Internal Medicine, Hamamatsu University School of Medicine

Anti-endothelial cell antibodies (AECA) are frequently detected in collagen vascular disease (CVD)
and systemic vasculitis. It is also reported that the presence of AECA was correlated with pulmonary
fibrosis in patients with CVD. Their pathogenic role, however, remains unclear. We investigated the
prevalence of AECA in the sera of patients with interstitial pneumonia including usual interstitial
pneumonia (UIP) and nonspecific interstitial pneumonia (NSIP), and also studied the relation between
the existence of AECA and the clinical and serological features. Twelve patients with idiopathic
interstitial pneumonia (6 with IPF/UIP and 6 with idiopathic NSIP), and 12 patients with interstitial
pneumonia associated with CVD (CVD-IP) were studied. The histological classification was performed
based on the pathologic findings obtained by surgical lung biopsy. Serum samples collected from the
patients and healthy subjects were examined for AECA by cellular enzyme-linked immunosorbent assay
(ELISA) using human umbilical vein endothelial cells. The results were expressed as an ELISA ratio
(ER). Sample was judged positive when the ER is greater than the mean--3S.D. of the healthy control
group. AECA were negative in sera of all 6 patients with IPF/UIP, whereas 4 of 6 patients (67%) with
idiopathic NSIP as well as 7 of 12 patients (58%) with CVD-IP were found to be positive. Further, there
was no significant correlation of the values of AECA with clinical or serologic findings in patients with
P or CVD-IP,

In terms of the prevalence of AECA our data suggest that the pathogenesis of idiopathic NSIP is similar
or comparable to that of CVD-IP.
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Primis N E B PLE (Antiendothelial  cell  anti-
bodies; AECA) i SLE 7 ¥ OB IEH = 1% 4 % 3k
TEEIZB W TR E N, BEEEECIaRE W B
HLTWAHREEAVRB ST WS, L, Xed
AHUFIZEH & 2T <, AECA OIEEIC 5 2 2 BT
DUWT SRR fHIE L WY,

AECA ZBFRIC BT, BN R ORIE 2B
BT 5 EMERE S NI, — 75, R E
2B D AECA OGS %E LG £7570w, 2
THE], REFEEREEM A B 2, AECA OFEFEIC
DWTDRE 21T 7z,

MR EFHE

EMERPR M RS T, SMBHATERNC & D 22l
DR U7z 12 Z0ORFRMERIE M E R B (1P ; IPF/
UIP 6, NSIP 6) & BJFRESEHE MK EE (CVD-
IP) R# &R E LTz, WREFZD, ZMHEERD» D
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BEECRR, ERAAREY, BRI~ —h —, RIEMMEO
TEEIE S IEEE, WAL T & ORI D
THRET L7z,

AECA I Rosenbaum 5 12 £ Y $j4E5 X 172 cellular
ELISA I \CETOWE ZMAME L7z, UFIcZ D
FEME 2R T, b bR ER IR SR I R A A
(HUVEC, Veritas #1) O 4 REAWTTo 72, %
WA TERZT Y, WREATHEROES W &k
HER L 72,96 /X7 — b+ (Nunc No. 167008) D% =
Mz 20,000 {7 OHIfT 2 REREL, 2 HERlca > 7o
Y hEBSIRETHEALK, 90, BEEElRE
FrE, 0.5% glutaraldehyde CHIifia 2 [EE U 72, phos-
phate-buffered saline (PBS) T¥iFd 5. % LT, FEfr
HBEEE 2 <720 10% bovine serum  albumin
(BSA)/PBS T 60 4387 = WNE 7y 7553, 7
Ty 7T, 1% BSA/PBS T 1,000 275 L 7o
MM 2, &7 Vi 100 1l 2% L, 604,
37C Iz <., 1% BSA/PBS THdr L 724, HRP ¥
Pt b Fab’), & 800 f5AHR L 100 ul °2h02 2. 60

IEIAS LA — PR
U AR BT B A i

FERIERIETRERG 15 0 5 G E AR oMt

438, 37°C THWIzt, 1% BSA/PBS T 5 [EEEH L, &
BT Tzl ¥ s, EOKRGELTTMB 2%
well 12 100 1 FohNZ 10 3 e & B 72, H,SO,
B IROMEIEIR & LT 100 11 o0z, Kz s
3. #0t, ELISA reader % H\»T 450 nm O E T
WOt 253 %, &R triplicate TITV, SEIGE
B DRAROPEIEE & Uiz, &M E R E X ELISA
ratio (ER) TFE L7z,
ER=S—B/A—B

S HHRIMIE DWW

A B Y N o — VORI

B &ty a—LOURSEE
cut off (HIZEH A 2> b0 —)LD¥H+3SD. & L,
FNLA R EGEEHE LT,

ARG 2 28T A V) v 7B £ T2y

OE TITV, BENRMEZX 005 AT E Lk,

SRIEFIOEE 25T (Table 1), IPF/UIP (34|

Table 1. NHEFOEREAET

Py CYD-IP

I3 IPF/UIP NSIP
FEGIE 6 6 12
PER (B /%) 6/0 4/2 6/6
BEMR

LDH (1U/) 206 + 28 238 + 46 301 £182

KL-6 (U/ml) 612:£376  1670£1266 1066+ 1215

Pa02 (Torr) 77473 79.8 £10.2 76.2 £13.0

%VC (%) 79.4 +£30.3 712429 7824229

BAL-Ly (%) 20+£1.0 64x1.7 88464
LA/ —iEkHY Y 1 4
MelEECEH 0 0 0

O.D. at 450nm

0 i A ] 1 1 ']
X32000  X16000  XK00 <4000 X2000  X1000 X500

Figure 1. [BiEa > b o —h SVERE L F- B
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Figure 3. UIP, [IP-NSIP & CVD-IP ¢ AECA {#i (ER)

MEWZ o7, SRERRE 3HHTEEREZTAS
Nnigip-oiz, CVD-IP O EEREE EIX, PM/DM, RA,
SSc, SLE 3% 3 fill72 - 7z,

By bo—pu ke Uiz, BIEMERMA DO SLE

FEFICOMEERT (Fig 1), MBS, [IIEORE
IR L 7B E o T B 2 E SRR S
Z OFERICEE D ESRIOMET L 1,000 (EAROINE T
1T,

P & CVD-IP ® AECA{E (ER) O fE B % /&~ ¢
(Fig. 2). ER X IIP (0.427£0.101) & CVD-IP
(0427+0.101) OB THEHRERLRZ XA SN P ol
(p=0.685), F 7z, cut off % v LK T 2 &,

AECA X IIP T 12 it 4 ] (33%) T, CVD-IP iX
12405 741 (58%) THatErE -7z,

P %z fHiA ¢ U iar 9 % & (Fig 3), IPF/UIP
& AECA 2B TRt - 72 izt L ¢, NSIP i 4
1 (67%) DBYESS 572, IPF/UIP 13 CVD-TP X kb
ER 28ME il O [/ (p=007) 12 H b, — 5 NSIP i
CVD-IP & [ARROMEA %R L 72,

E 50z, P & CVD-IP % Z 2 1 AHfA C Ll 3
% &, 1P E UIP & NSIP TR =N H > Tz DI
LT, CVD-IP 2B\ T, UIP, NSIP & 412 50%
OBHEETHY, MBI L 28I o7 (Fig
4).

CVD-TIP O B 5 = & D AECA o B M5 1%
PM/DM, RA, SSc, SLE 312 2, 1, 1, 3#ITC, &
PR & DR L IZIZFRROBEE D - 7z,

AECA EBIEOMBIEMEMA D~ —4 — L ORFHET
X, IP B L ' CVD-IP D 2 fEH T H % &, KL-6,
%VC, Pa02, BAL-lym iZ\3° i1 b AECA LEICHEE
ZFARSIE 7 < (Fig 5), IIP DA TH, IF 0 HERH
ik 27z (Fig 6).

£7z, AECA & FPEPBEENIGHICOWTLHEE
A A Al

% £

AECA X SLE 7 ¥ QRBFRCINE 2 % K IR BT
M &, DR ASOUREIE L & > TRHERPZE(L L
D ENHREIN T D, BERICBT 2HMERE
SLE T 15-85%, SSc T 28-85%, PM/DM T 44-60% &

ENDHH, WEIZIDENASNDD,

AECA OfE & LT, IENKIIIIZIFET 240
JFickliad s ik, WEME? SO IL-6%
IL-8 72 EDFERZ DV A A1 A O, BEERT D
FH, AMEROREEEET 20 E8E 2605, %
Te NFEHHRBD apoptosis #E5E L, NEEELZ4 32
ZEDPHISNTED, o OVEHDME 2R MmETE
ERLIT I EBHESN TS, LaL, Snd b
PRGBS k> TB 5T, ZORAEZEIZ DV
TR b o),

D’Cruz 5 i3 ERRR DL TR = & R R
FEANC BT, %EﬁAﬁmi FEEPHNC LR,
AECA DB MR W ERRL, AECA M
IS DEEIZBY >’C, Faﬁ’fﬁlﬂrhm BOtOfEEC D
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L% CVD-IP LI L 729WEE T H % algEE 23R
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et L HIN] FEFEMEIRHEE (IPF) ORMEBTED 2 4 = X LB LRI 505% »,
oz 1 TPF A & 0 B L 7z fliflase i (BALF) ¥ & ONA i B U C O Inys i
BLOY 4 WV AMERHITL, EBVHEERIED A A = A DO THREF Lz, [Jik] 1998 48 7 A
% 2005 4E 6 [ & T AR ABE S iz IPF 2T D B3 6 4,0 BALE 3 L UMA4E, 2001
T 4 Hp 5 2005 4 11 H & TRRILRFRLER FIFREE BN REARL S L < B2 s iz
ZER IPF B3 18 40 BALF B L ONMNAHCBA L €, %9 IPF 2R ESER O BALF BAL T 12
FEHED 7 4 VAR R ITL, & 5INRERST:2TO BALF B X UHIEIZ DWW 17 O A
b A A PR A U, (SR APEETEEE O BALF L € RO Y 4 VARER W TR
bt cdh o7z, £/ BALF A b 4 cBI L T, 2PEHETERAC 281 & b, TL-6, IFNy,
TNFa O1E» IL-14, IL-2, IL-5, IL-7, IL-8, 1L-10, IL-13, GCSF, GM-CSF, MCP-1 (13/17 f&}5)
PNERIC LR LW, & 5 AMEIED BALF Ik PRAEDIERIZ E IL-6, IFNy, TNFg 23
EETH- Tz, MEEFR A S A A Bl T, 1L-6, 1L-7, 1L-8, IL- 10 23 ZEH] & Fh e
WERIC EHE LT, [fER] IPF 2EEEOFER E LTy 4 VABRUIEEN EEZ Sz, &
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Variations of Cytokines in Bronchoalveolar Lavage Fluid (BALF)
and Serum of Patients with Idiopathic Pulmonary Fibrosis

on Acute Exacerbation

S. Koyama!, M. Ebina!, H. Taniguchi?, T. Miyasho®, H. Nishimura*, T. Sasaki',
Y. Kimura!, R. Tazawa?!, A, Ishizaka®, T. Kondoh, and T. Nukiwa!

'ROMM [ IDAC, Tohoku Univ, Sendai, Japan ;
2Tosei Hospital ;
3Rakuno Gakuen Univ;
*National Hospital Organization, Sendai Medical Center ;
5Keio Univ;

SDepartment of Thoracic Surgery Institute of Development, Aging and Cancer Tohoku Univ.

Rationale : Although the onset of acute exacerbation (Aex) in patients with idiopathic pulmonary
fibrosis (IPF) has been notified worldwide, the mechanism still remains uncertain. We tried to find out
the initial onset of acute exacerbation and its time-course by analyzing BALF and serum of these patients.
Methods : We examined both BALF and serum samples of 6 patients with Aex, and the serum of 14 out-
patients of IPF. The concentrations of 17 cytokines in BALF and serum were measured. These BALF
samples were also subjected to virus isolation by inoculation into cultured cells of human embryonic
fibroblasts, and cell lines, HEp-2; Vero; HMV-II, MDCK, LLC-MK2 cells. Results . No active viral
infection was detected by any of these BALF materials. The levels of IL-2, IL-5 and 1L-6 in BALF
were elevated at the onset but decreased promptly after the treatment. The levels of IL-8, TNFa, [FNy
in BALF were increased gradually even after the treatment. The levels of IL-6, IFNy, TNFa, IL-13,
1L-2, IL-5, IL-7, IL-8, IL-10, IL-13, GCSF, GM-CSF, MCP-1 in BALF were significantly elevated in
6 patients with IPF at Aex in comparison with stable condition of 9 out-patients with IPF (Mann
Whitney U test). Serum levels of IL-6, IL-7, IL-8 and IL-10 were significantly elevated in 5 patients
with IPF at Aex in comparison with stable condition of 10 out-patients with IPF (Mann Whitney U
test). Conclusions : Viral infection was clearly denied to cause the onset of the acute exacerbation. The
increased levels of 1L-8, TNFa, IFNy in BALF even after treatment in the patients with poor survival
should be targeted by new strategy. As for the serum markers, 1L.-6 could be useful for detecting Aex
of IPF.
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BIL T, VATS 2T UIP RHERT X 7z Dk 22 filrp
1044, 0 12401k ATS/ERS @ international consen-
sus statement® (Z#E U7z IPF OGRS EME 2367 L
Tzl izl Lz,
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ST R 6 LD ABERED BALF 1225 WT RED

b LR DGR ST SRR R 0 B
? NIRRT TV IV F — R
BT EAT
ERTREEREIIG RR Y Y — T4 VA Y —
5 BRI AR R
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V4V AR ERLR BRI S RIE e v —
7 4 VA Y —OW I THIAT U7z, Eagle’s mini-
mum essential medium (Sigma, St. Louis, MO, USA)
12 0.5% gelatin, penicillin G 500 Units/ml, streptomycin
500 mg/ml % Jl 2 € medium % {F % L, BALF #
medium W% L7274 4,000 g4°C 15 min T&EL, Dk
H% 12D 4 A (influenza viruses, parainfluenza
viruses, mumps virus, measles virus, respiratory syncytial
virus, rhinovirus, adenoviruses, enteroviruses, cytomega-
lovirus, herpes simplex virus, human coronavirus 229E,
human metapneumovirus) OFEE 119372 5% 2
7o BEEEANEY (human embryonic fibroblasts, and cell
lines, HEp-2; Vero; HMV-II, MDCK, LLC-MK2
cells) WAL, 2 WEEHANZTEDRIT 2R L 72, i
FIOBEHTEMENE L 2T L, ML Tss1ed S
2 ERIZEME ORI e R L 72,
3. YA bhAEE

BALF 1% 2,000 rpm 4°C 10 min &8 % O _FiE
200 1, 1M%EE EDTA YINOERMAE \C BEEL L 72 I %
1,500 rpm 4°C 10 min T % O _LIE 100 ul 2h 2
NHEE L, Bio-Plex cytokine assay kit (Bio-Rad Labo-
ratories Inc.) #{# M L ELISA {2 C 17 FEDOY 1 b
14~ (IL-1p, 1L-2, IL-4, IL-5, 1L-6, 1L-7, IL-8,
IL-10, IL-12, TL-13, [L-17, GM-CSF, G-CSF, MCP-
1, TNFa, IFNy, MIP-18) Z#IE L7z,
4. HRETERAVREAT

TRTOFHFHIENT X SPSS (SPSS Inc.) % e
TITFo 7z, MEWK I Mann-Whitney U test % Va7,
P s 0.05 Rz ARAED D LHEL .

fw R

1. 2HEEERE BALF RO 1 )L X185k

SRR FOE L/ B S L 72 BALF 12D
WT REEOY 4 VAEERRITLIZE 25, »T
MO HREEIXECkh o7z, Dkl &
LIEEED B 2 7 4 W ADFAEFRD I ino Tz, PAk



Mo AMEEEOFHER E LT 4 VABRRIEEEN &
EZzohiz,
2. IPF 23E&0 BALF dat-1 b h A o OLEERRET
IPF “Z7E 8] (Obs) & Mg U C R (AEX)
WWEBI BALF i CHINL Tw a4 A i, #ll
E L7z ITHE D S b 138888 (TNFa, IFNy, IL-6,
IL-18, IL-5, [L-7, IL- 10, IL-13, GCSF, MCP-1 /|
IZ P<0.01, IL-2, IL-8, GM-CSF Ll k% P<0.05) T
Hotz (1), #D5%H, 1L-6, TNFa, IFNy 135512
FHRAERRF FEF 1,2) TRWEFAZZR LU (12).
F 7z, AMERE AR RE I BALF 2FCE 7 34
(iERI 3,4,5) wBIL T, IL-2, IL-5, IL-6 i3GF L D
TRWEb S KT ¥ 5 HA £ L, IL-8,IFNy,
TNFo 3 P#A BRI CIHECED & 37 ERER 2R
L7z (3).

EFEIEIARAEIE O A LRI B F 2 S 2T O e
3. IPF BEDMEFEFHA b Iy > OLLEIRET
muF¢@#4bﬁ4yw%Lfil7ﬁ$13
RECRMEER AR LA 2R 7o 03, MEATRIC
bRBRI D DIEE @—%B (4/3FEE) DA TH-

7z, 1L-6,1L-8, IL-10 |3 EIAHE « 1afEth & EhEp
T, IL-7 13 EE L Ih~yhgE - AEEcE e

NEBWCEEZRUE (M4, £ 1L-6 1FTFERRE
BN E @l 2 s T EmS R oz (K 3).

%
IPF 2EHED RN % 7 « MV ARG & 9 2 RIR I
Uwi@k"énbeA@xEm WChH B, 4

DOAMNEERED BALF 28T 27 4 VAREHED
ﬂfﬁéﬂfcibﬁn%ﬁé\'I&@F%f% D, U4 W ARBHD
5 DWW TREENRBRTH o7z, BEHEEDE

iﬂ (Mew 5D ) a,E%kﬁfWﬁ%&%%%T%gt#ﬁkhtf
e EERE ) miees B, RTUHE £ B2 4 L AGHAOTIBTH
B/ & 6/3 4/2 WHREETH S, SEIOMETTH, YA VAREEEWLS
i ‘fﬁimm 60-1 /i38-5 70-04 /i23-1 IBTOHFHUIL T %23, 4421k PCR bIEML TR
Bl ¥ 774+ 265 775 + 623 AETO TETDS.
Pa02 / FiO2 347 + 90.1 174 + 34.2 IPF (B @ BALF -1 M4 A4 LT, i
BALE 27 %I LSRG H D, IL-8, MCP-1, GM-CSF,
HARE L X 10°/ mm’ 2.94 * 1.46 3.31 £ 1.98 N .
MO % 88.6 =+ 6.41 79.4 + 18.0 GCFS Z EPFRWE ERL TV ZERanTL»
Neutro % 2.75 + 1.39 16.6 = 18.5 2800 UL, 2 TERED BALE 494 F A >
Lymph 5.00 = 3.90 3.68 + 2.66 PR UTeiiE ik c g T, g TOMmMER
Eosino % 3.28 = 3.53 0.08 = 0.11
$%BI = Brinkmann Index Btz SRIOME D & SR XA E R & HhE
x2 ( MeanXSD )
JiliR:r<3 s TR TREH AR
-ce -3 n=>5 n=>5 n=>5 n=5
5/ & 5/0 3/2 4/1 2/3
S 33.8 60.4 62.4 69.8
BRI/ FEMLE 0/5 3/2 3/2 2/3
Bl 411 + 378 401 + 431 487 + 719
7= Efrnaeeis
KL-6  (U/m)| 100 ~ 458 | 871.2 &= 682.1 | 1763 + 682.0 | 2159 = 2164
SP-D  {(ng/ml) 0 ~ 110 245.6 + 148.3 | 282.0 £ 309.2 | 201.9 = 110.1
LDH  (mg/d)| 119 ~ 229 | 166.0 = 245.0 | 277 & 442 | 661.0 = 293.7
CRP  (mg/dD 0 ~ 0.7 0.30 = 0.30 0.28 + 0.13 16.0 = 8.86
Pa02 / FiO2 414.8 = 50.5 | 378.7 = 56.3 | 180.5 *+ 39.2
IR R RE
%VC 64.3 + 37.7 59.8 = 18.2
% DLCO 464 £ 256 426 + 218
TR PSL 2/5 | PSL 1/5
PSL+CyA 3/5 PSL+CyA 1/5
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S RS U T, BT S 1L UIP oS8 — o 18 4§ll, NSIP /3% — > 24 {4, Sk T8 57z DAD
Ry — 16 BB W, S B 21, B X O v YEETEORRE 2GRN, S
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Angiogenesis and lymphangiogenesis in intra alveolar

fibrosis in interstitial pneumonias

Tomoko Nakayama, Mikiko Ono, Masuki Yamamoto, and Yuh Fukuda

Department of Analytic Human Pathology, Nippon Medical School

In wound healing process, angiogenesis and lymphangiogenesis occur in granulation tissue. These
promote absorption of inflammatory cells, edema fluid and extracellular matrix. In interstitial pneumo-
nia, it is thought that the process of absorption of fibrosis passes through the process that is similar to
wound healing. We aimed at absorption of fibrosis and examined about angiogenesis and lymphan-
giogenesis in intra-alveolar fibrosis in interstitial pneumonia. We examined 18 cases of UIP, 24 cases of
NSIP and 16 cases of DAD. Angiogenesis in early intra-alveolar fibrosis is detected with microscopi-
cally and immunohistochemistry for anti CD34 antibody. Lymphangiogenesis in intra-alveolar fibrosis
is detected by microscopically and immunohistochemistry for D2-40 antibody. There are many an-
giogenesis and lymphangiogenesis in NSIP, but there are few in UIP. Angiogenesis is not almost found
in intraalveolar fibrosis of DAD. However, lymphangiogenesis of DAD is more remarkable than UIP.
From these results, it is suggested that angiogenesis in fibrosis involves in absorption of fibrosis and
lymphangiogenesis involves in the elimination of inflammatory cells and edema fluid and the absorption
of fibrosis.
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VR MM 28 3 R B P T AL o S
Twd, 2095, FRARDLDELTHE, Bk
T 2 W@ B PN Z (Usual interstitial pneu-
monia: UIP) &, ZUETHETH 2 2EMBEHEMA
(Acute interstitial pneumonia : AIP) 2356 D, AIP OfH
BNy =iz E AN ESE (Diffuse  alveolar
damage: DAD) LiFIFEFE SN TWD, INET
B2, PERAROFRIIZE T, HBGROR
WA, SAELEIC BT 2 R, M2
BRIV 2 B89 % Matrix metalloproteinase (MMP) &
ZDIHEYE T % % Tissue inhibitor of matrix metallo-
proteinase (TIMP) D/3F > A3, Eigstaa bt
(Cryptogenic organizing pneumonia: COP) SJEkRE
MERIEMENTE (Non  specific interstitial pneumonia :
NSIP) 23U & ¥ 5 FRARI L5 4 7 L3 5%
52 e LTERD, SR EORIR E v ol
AICHEHL, SR BT 210%, Vo SE A
B CTHET L7z, PRI COP TIHFEND R ) —
THREHEALIC Z S OIMEORADPRD S5 I L &
D, FELOBRIPL L, SR TOMEFENKE
CBHET 52 EMNEZHNTWBD, £z, IRERITOD
U G OGARGIARAENC D D, FifdiEE Ty
T A S N H, B T, B EREc, U
> NEDFEDTRD &N HIEFIFEAEL, R HIE
LD BESG LT 2 FIREEH 5. € 2T, UIP,
NSIP, DAD DFENiRHEA 1N, ) w7 BRI
L THETL, HEEOFHE L OVEE & oBhEEIzR L
TEZELI,

X &Ik

L JifikHR

falest T R4t Tl L7z UIP /sy — o 18441,
NSIP /% & — > 2445, HIH NG T2 i U 7z 38 58
DADI6 &5 Ge & U Tz, AREAALERIT, Sl & il
bSO iz, 4% paraformaldehyde/0.1 M PBS pH
74 HB0E20% wove ) VIRICEER, /ST 74
W ETIR o7z,

ARSI A AR IR
*OVE AMERR B B A AR SR

2. SEEEE S OSSR b

WUMEA L, £#c Hematoxylin-eosine (HE), Al-
cian blue-PAS (Al-PAS), Elastica-Masson-Goldner
(EMG) Jetiz{T7% o7, S 3wl o—
Bz By, avidin-biotin peroxydase 12 X D, [
DFEEC A CD34 fifkz, ) > EDREIZIID2-
40 iR B FvTiT - 7z,
3. Ve

ME WDV T, SREFIEHE T, AI-PAS {1 T
HYed o FIREARRAEA L3P OB I O I 2 i
AL, PR LR ORBuC T 5 I ERTEERED %
FRAEAL B D B0H 50% LA - D JE B &+ ++, 25-50%
B, 125% %+, 0% %L, HEatlie.

Y 2SOV T L, EMG Bl ¢ 100 (17857
ARG Y 70% %48 2 % AR CRAER 10 47
DY v oEORERER LTz, V) 2o SEHDS 20 fEEL
/B R 4+, 1020 {1/ B &2 + +, 1~ 10 &/}
Br-+, Off/#HBFz 0L, ERC L icEHbo L,
R L7z,

w R

L JGEEB & OsERk by
() miEsE (Fig 1)

SEEEI2 1, NSIP (Fig. [B) O RIEHGMEELIC 1M
EOHENL T Doh b, UP (Fig 1A), BILU
DAD (Fig. 1C) DD I PRI w2 13 B AR
PIEFIWZZ UL, Bz DAD 2B W TIE, E &AL
EHERA SN T,
2V ovEHAE (Fig 2)

WD) 2o SEOSMITILERENCH Y, i
fusEll oMk A S ey, UIP (Fig 2A) g
LT, NSIP TIZ V) >/ & WD TEE 7 b OBEET
% (Fig. 2B), DAD TlZ, %< DV v SEHFENTRD
53 (Fig 20), fHE(LOREL LT OP 288 —»in
BEREMCY B ERIE E AR L, BZERD
PRI DB BE L I % <R sz,

2. HETEMERIZSREC B 5 kSR (Fig 3-5)
() MmEH4E (Fig 3,4)

HEE MR I BT 2 MEFAED R B W T
(Fig. 3), [MEHEDEE» R L L VD IENSIP TH
D, UIP, DAD X ZhIZ R L TEDE S +~ 00D
BEThH-7. B2 DAD TIiE 13/16 iz BT, #&
HELPNCIINE OFT 2 L FRD S e o Tz,
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NSIP.

Fig. 1 Angiogenesis in early intra-alveolar fibrosis detected with immunohistochemistry for anti CD34 antibody.
A. UIP: Capillary is not detected in fibroblastic focus (mural incorporated intra-alveolar fibrosis).
B. NSIP: A lot of capillaries (arrow heads) are detected in early fibrotic lesion (mural incorporated intra-alveolar fibrosis).
C. DAD: Capillary is not detected in obliterated intra—alveolar fibrosis.

Fig.2 Lymphangiogenesis in intra-alveolar fibrosis detected with immunohistochemistry for D2-40 antibody.
A. UIP: Lymph vessel is not detected in fibrotic lesion (obliterated intra-alveolar fibrosis).
B. NSIP: A lot of lymph vessels are detected in fibrotic lesion (obliterated intra—alveolar fibrosis).
C. DAD: Lymph vessels are remarkable in fibrotic lesion (obliterated intra-alveolar fibrosis).

WENHHEL DY & AT A4 DR DG Tt (Fig
4), NSIP @R ) — 78, BEFER ORI LR & 4
L LRSIz, £z, BHHLOTZREILE UHZER
TH->Th, NSIP 2B WT I, b Al b L i
BIHENL Aoz,

() U oEHE (Figs)
NSIP i d U X EHENE L A oh, RWT

>,\

DAD Tb U > EHAESHIL D b OB A6, UIP
T3P kinoiz,

— AL AR OME & U<, PS5 R

BACIEZ < OIME Y »NEOFENMEL D, KIE
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Fig.3 The degree of angiogenesis in intra-alveolar fibroses of NSIP,
UIP and DAD
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Fig. 4 Relationship between the types of intra-alveolar fibrosis and the
degree of angiogenesis.
P : Polyp (Bud) type intra-alveolar fibrosis.
M : mural incorporation type intra—alveolar fibrosis.
O : obliteration type intra-alveolar fibrosis.
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Fig. 5 The degree of lymphangiogenesis in intra-alveolar fibroses of
NSIP, UIP and DAD
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Th1 and Th2 type chemokines and their receptors in Chronic Bird
Fancier’s Lung (cBFL) with acute exacerbation

Yasunari Miyazaki, Masato Kishi, Torahiko Jinta, Yoshio Ohtani,
Naohiko Inase, and Yasuyuki Yoshizawa

Department of Integrated Pulmonology, Tokyo Medical and Dental University

Recent research in pulmonary fibrosis suggests Thl and Th2 chemokine may contribute to its
fibrosing processes. “Acute Exacerbation” in idiopathic pulmonary fibrosis (IPF) is a significant factor
for its clinical course and prognosis. We have experienced acute exacerbations and poor prognosis
consequent to acute exacerbation in cBFL as seen in IPF. The role of Th1/Th2 chemokine balance has
not been investigated in cBFL. The aim of this study was to evaluate the relevance of TARC and IP-
10 level, and also CCR4 and CXCR3-positive lymphocytes in the pathogenesis of cBFL. TARC and
[P-10 concentrations in serum and bronchoalveolar lavage fluid (BALF), and BALF cell findings in 38
patients of ¢cBFL including 14 with acute exacerbations, 10 patients of acute BFL and 5 healthy volunteer
with no avian exposure were compared. CCR4 and CXCR3-positive cells were counted in surgical and
autopsy lung specimens by immunohistochemistry, TARC to IP-10 ratio in serum and BALF were
significantly increased in ¢cBFL with acute exacerbation (AE) compared to cBFL without acute exacerba-
tion (NAE) (p<0.00l in serum, p=0.006 in BALF). CCR4 to CXCR3-positive cell ratio during the
exacerbated state of AE is higher than in the stable state of AE (p=0.016). These results suggest that
higher TARC to TP-10 ratio in serum and BALF may be a good predictor of acute exacerbation at the
time of diagnosis, and have a role in the process of acute exacerbation. Moreover CCR4~-positive
lymphocytes may contribute to this process.
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Demographics of the patients
AE NAE Acule pyudue 1A 3a NAX)

Number of cases 14 25 [
Female/male 519 H/t4 74 NS
Age yrs 64.1x8.1 62,4489 529x13.8 NS
Nensmokers ¢ 9 1 0.0134
Current smokers 8 5 2 NS
Ex-smokers 5 3] 7 NS
VCG pred 715£29.2 91.0221.7 85.9+22.8 0461
TLCG pred 69.9x23.7 83.2£19.0 85.5x23.4 0.149
FEVI/VC % 83.2+8.6 82.8+9.5 75.0£15.0 NS
PaO2 mmHg 71593 789125 69.0+9.4 NS
A-aDO2 mmmHg 20.0+10.7 169+11.0 31.2+11.3 NS
Duration of illness, y1S 74x2.1 6.4+1.8 NS

AX acule-exacerbation grou; Trd fancier’s Jung.

NAX: non-acute exacerbation onic bird fanciet’s lung.

a
Acule: a group of acute bird funcier's lung.
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Profile of bronchoalveolar lavege.

AE NAE Acute p value (EX vs. NEX)
Subjects n 9 10
Total cell, x106 42.5+22.9 40.4+21.7 68.6+37.1 NS
Macrophages, % 69.3216.8 57.3x26.9 14.0+10.1 NS
Lymphocytes, % 17.4£5.5 38.3+27.9 83.68.6 0.0175
Neutrophis, % 10.7x13.8 2428 0.8+0.9 0.0037
Eosinophils, % 2.6+4.3 1.942.6 1.6+3.0 NS
CD4/8 4.626.7 4.6:4.6 2.5+29 NS
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