BAERFEBRRRLAEHRSSE £74% F18

—177—-

MINOCYLINE NEBULIZING THERAPY OF DIFFUSED PANBRONCHIO
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Diffused panbronchiolitis (DPB) is a chro-
nic obstructive lung disease, to which much
attention has been paid because of its char-
acteristic clinical featuers. Recentry, it has
been suggested that this disease is related
to some immunological disorders or predis-
position. In this respect, hyper [gA nemia
the elevation of cold hemagglutinin titer,
chronic sinusitis and HLA-antigen BW54 we-
re found in many patients with this disease
In the previous paper, we reported the subs-
ets of peripheral lymphoytis in patients wi-
th DPB, in order to determine whether im-
munological disorders exist at the lymphoc-
yte level. As compared with healthy contro-
Is,in DPB cases the percentage of Leu-2a
and OKT8 * positive cells decreased signific-
antly, the percentage of Leu-3a and OKT4 *
positive cells increased significantly and Le-
u-3a Leu-2a ratio and OKT 4+ “OKT8*
ratio increased significantly. By minocycline
(MINO) nebulizing therapy, these immunol-
ogical abnormarities and symptomes were
improved.

We inverstigated the change the subsets
of T lymphocytes and I gA concentration
in bronchoalveolal lavage fluid (BALF) ob-
tained from patients with DPB after MIN-

O nebulizing therapy (50mg 1times : 3tim-

es/week for 3months).

The results were following :

1) As compared with heaithy controls,in
DPB cases the percentage of Leu-2a and
OKT8 * positive cells deseased significant-
ly (p<<0.001), Leu-3a and OKT4 * positi-
ve cells inceased significantly (p<C0.001)
and Leu-3a/Leu-2a ratio and OKT4*
OKT8 * ratio inceased significantly (p <
0.001).

2) Concentration of IgA in BALF inceased
as compared with healthy controls.

3) The lymphocyte subsets of DPB cases
and hyper 1gA in BALF obtained from
patients with DPB tended to return to
normal following MINO nebulizing thera-
py by ultra sonic nebulizer, running parul-
lel with clinical improvement.

4) Some side effects (irritability of upper
respiratory tract and others) appeared,
however these side effects were slightly.
These therapy was continioused.

5) Laboratory blood examinations were
not affect by MINO nebulizing therapy
without WBC. BSG and CRP.

6) Bacteria were erdicated in 72.19%.

7) Clinical efficacy of MINO nebulizing th-



—178— HAE RREGRRGHET e

erapy in patients with DPB was 67.79%.
8) Clinlcal usefullness was 58.8 % .
These results suggested that MINO nebu-

& HETE HE1B

lizing therapy by ultra sonic nebulizer

was useful tool for DPB treatment.
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hitis : BN DPB & B8 97) KK E
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SIFEEOBITINE 5 5 NEMHR K%
REOMRIBICHE U 2 BHRIEEZERE LT 508
KTH 5 DPBEEZICHVTIIOELEIE
il (ACH) =B '~ Q@PHNFLEHR]
BEET ST &P @HLA T &R BW54
AgZFTAHIL Y @I gARE ®
OKT4 +, OKT8 +. Leu-3a  Leu-2a (hel-
perT / suppressorT) HOBFED FHEISKH
MTRDONBI LY &Epb, BW-54 & DP
B DERBEETFHEE., SLHEIchbS7H. B
W-54 EFHECREE U 7o oy FOSAIE O FIE 1T
B5 LTV AHREHA D 50

AR I RER Erythromycin (PI'F EM
EBET) MERBHAV S TWANEESIID
PB I R E AL &L 7S & & & » Minocycline
(LI'F MINO &B&9 ) AR =8l A B
TERREE 5T 5 T LITHII U BRERAER |
FRIRERE D 472 537 EC [AIBkINT OKT4 +,/

OKT8 +. Leu-3a / Leu-2a L D EEZ D
BT EEHELRLY

4[], bronchoalveolal lavage (BAL &E§
9) % H\ bronchialveolal lavage fluid (L1
T BALF &#59) & DPBEE XY 2. MIN
O W AR&ITE T B Teell subset DZELITRE
UREESFRIRN R L o iatd 5 & & b MI
NO @ Tcell subset {ZXF 3 BENRABVAITL
TRESNZPIBLTOEREMA 1,

(X8R, #Ht, FHi&)

D) XREE  EEEEEREMFTIHOZH
BERICEH L. SBSEHDLVIEBEESH D
CHA L&, IgA &N, OKT4 +, OKT8 +.
Leu3a /Leu2amfE% L L, BW5d =FF
5346 (B :&=23:11, 4522 ~69FK-
S 47.5 £ 4.45%) £ DPBEEL L
5tB&(Z healthy normal volunteers 34 %] (58 :
r=23: 11, 522~ 67Tk FHES48.6
T 12.3m%) ThoToo WELFIBELD I.
0. Iz 3.2658]TH -7,
2) BALF $RHEE

bronchofiberscope ¥ A . HHIEBL & %
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Vi3 B5 DRIEKER 5 5 L RERBRER
Yty V1, BESREREKE 1 BT 50
0FEAS MABMEERITV. RIEIE%: 4 BIRE
B15 3% 200 D =B &K TH#E L BWLF %
EREX L« 4 °C 250210 A3Fei 0 1 #HRaRRSY & K
MRS ITHBEL 72 %
3) HERIEL & HHERSIR
LEETA IilER sy % —FEE D phosphate
buffered saline IZ{#¥ & ¥ Burger-Turk EiE
w2 R ISR FH U e MBRE S EE 1A
falkBk % WIER 2 E8l, May-Giemsa 4%
Btk OIT- 7,
4) 1) v 3Bk subpopulation AT
neuramidase LERFEIFRIMIRZH WV, 37°CT
BOEs % T flEai A el a5 2E ok
Mmikz . BHIEMRHICIZY v FHERE /o
71 V#%78 immunopeades Z{#/H . micropl-
ate 45T T\ BHIFEE T L 720 Tcell subset
{% monoclonal antiboides & L OKT8 +. O
KT4 + (Ortho #£#!) Leu-3a. Leu-2a &
(Dicknson ##1) 2HWTHEL 20
5) WHERRS DT
BALF BHiEthEHE I} Lowry. O\ HODF
#T immunoglobulin {4 nephelometric imm-
unoassay #ECHRIZE L 720
6) MINO I Ak
HIER[E)ER 8 9% Lidocaine W A TRIFTAFE:A
200 # g / D Beclomethasone dipropionate
ZRAE EHMRTERIBRZ RO L 72 $2 54 °C
DREZE K 35ml i 50mg @ MINO % 15 #E
Ultrasonic nebulizer TIRA % 183 [E3 4
B> 4),
7) ERRREDZEL
AL b MINO EARTICB VT HEE
RIREBE RS 7R 5HIEE 100 & 11%5
ETHRMEZ CHITXtd 5% of control & LT
O LT,
8) EIfEH
G2 TEE A58 TF = v 7 Lo

9) BoER

WP 2 [F]5E LIT - 720
10) MINO W ABEOEME & BRE

EEOERICS &0 & MINO RAEED
Bz b Lo, EWER . BRREE O/
Z Nk U T MINO RAEREOH AHEEHIE
L7

(#& 2]
1) BALF HO#FI5YE

BALF H%#lfaEN R (3 #F A DPB &
FENTN62.3110.2%, 61.8 +11.2%
T& - 72, Recovered total cell counts |34
W&\ DBPEETZHKLTAS L. DPBA
BETHRICEP >,

(CLEAS5RAER)

BALF hHIMIKDEE & LD 5 L BHEET
l& Macrophages85. 7 & 9. 2%, Lymphocyte-
s13.1 £9.8 % . Neutrophils0.9 = 0.5 %.
Eosinophils0. 3 £ 0. 3 %+ Basophils0 = 0 %
T®H » 2, DPB B3 T3 Macrophages8. 8
+ 3.2 %. Lymphocytesd. 3 £ 0.9 %. Neut-
rophils76.7 £ 10. 3 % Eosinophils10.2 £ 9.
8 9% Basophils0 * 0 % L EEE ICHE L
Macrophages. Lymphocytes DjFi/l & Neut-
rophils\ Eosinophils DIEMAERH 517z,
MINO IR A% © DPB % @ BALF i
[¥k453E 1 Macrophages74. 1 £ 13.49%. Ly-
mphocytes6. 2 = 3.1 %. Neutrophils15.6 £
4,8 %~ Eosinophilsd. 1 = 2.4 %. Basophils
0 £ 0% & MINO R AFREEIT & O Macropha-
ges. Lymphocytes @3, Neutrophils
Eosinophils D3N & fEH IEH A BALF 1D
B IMFK 478 D percentage IZTD{ T &b
M= fzo (Tablel)

DPB & MINO I A BRI % D BALF H
BBk E DZE{b% Tablel iz L Lic, DP
B B EIEHERI T3 Leu-2a cell 13,18 £ 5,24
9%~ Leu-3a cell 62,68 * 10. 24 %. Leu-3a
Leu-2at1.66 £ 0.72 TH » fzo MINO %
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Patients with DPB
Normal Pre-treatment | Aftertreatment
volunteers of MINO of MINO
(%) %) (%)
Macrophages 85.7%9,2 8.8+3.2 T4.1+13.4
Lymphocytes 13.1+9.8 4.3%0.9 6.2+£3.1
Neutrophils 0.9%0.5 76.7 £10.3 15.6 £ 4.8
Eosinophils 0.3+0.3 10.2£9.8 4124
Basophils 0x0 00 00

Tablel. Percentage of various WBC in BALF
from heathy subjects and patients with DPB.

ABEIEERITIE Leu-2a cell 24,12 £ 7,62,
Leu-3a cell40. 06 *+ 11, 16 % Leu-3a / Leu-
2alt1.66 £ 0.57 TdH -7, Leu series ITH
WTH MINORAREHEIT & D OKT series &
R ORERMNZ Shiz, (Figl)
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Figl. The change of subpopulation of T-cells
in BALF detrermined by monoclonal antib
odies against cell surface antigens on these
cells from patients with DPB treated with
MINO or healthy subjects
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3) MINOIRAH%D BALF 1 gA &

BHEABALFHOgABIZ4.0E 1.1 ug
/'~ IgA / albumin thi3 0. 113 £ 0.05 TH -
7o DPBEETIZ72.6 £26.2 £ g/ 0.34
£ 0.120, MINO RAFER T3 13.2 £ 7.9
%- 0.197 £0,087 % &%{L L7 HIB, DP
B E# BALF 1 IgA B3 MINO IR AR I
L REEGES W, (Fig2)
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Fig2. The change of IgA concertration in BA
LF from patients with DPB treated MINO
or healthy subjects

4) MINO IR AT ? BALF R DiER
MINO IR A= T?D BALF FE DH E &
BHAERT2.1 % ERXAHRTHICIE
DHE Lo GEREER)
5) MINO W ABEiEIc & 2 BIFER & FEERRE
Bz
MINO DR ABEEEI/ER] (& MINO @ PH
R E T < EMESERIBUR . B 34 41
B 78 (20.6 9%6) 1TERY 547208 MINO IR
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AEREERIET 3108 5 & 5 REBLEIER
BEDSNE oz, EREER)

EEER#Z E & WBC. ESR. CRP OHED
fii. FFHERE. BHERE. EIM/EA i< MINO Ik
ANBEROHEBERIZS B P o7z, (R
Hig)

6) MINO X Af&H:D DPB icxid 2 H3hik

LiRo#ER & » DPB iexf3 % MINO |k A
BEoBIMERER 9B (26.5%)\ B 14
Bl (41.29%) PHEXTH (20.6 %) X3
Bl (8.8%) b1 (2.9%) LBEXHR L2
3B (67.7%) ThH o710 (REREH)

7) MINO x A& DPB icxid 58 Atk

BIfEAPERREMICEZ &, Aok
M5 b LBz DPBicstd % MINO Ik A SR
e AEREREBO TERS B (14.7%)
B 158 (44.1%) 2B 74 (20.6 %)\
BRMEZLTH (20.6 %) &FBRLIE20 4]
(68.8 %)\ ®PHHLLE2TH] (79.4%) T
& 0 7 DFF A % VR R S R R 0 I S M
NO @ PH icE3 BIfEA R » L hidER
RIEZ6DTH 1o (GEREE)

& %)

DPB BE I L TRABREICH W 554
YI'E & LT MINO 2F Wi EE EH#HOE
BEBEZ LSV, Fic. MINO RAK
HORE~RTH 5 MINO @ PH&REMES 5
% IHEGEHRIBURE OBIMER . CORdicEL
% MINO AL DR RE L FEREDZE %
EORITEL, HET A IBIL T HEIH D
EERIH L BRDTERE LW, &
51z, DPBIZ3id % MINO IR ASREDTIER
BRECEL COREESRENIV Y,

4EDEZETIZ DPB E% BALF 1 T fiia
subset @ MINO TR AR X 5 WEXNR D
B 5 DPB, $3W I DPBItBH T A
P59 % SBS DHREERE —IRHIE & D K
Pt BSOS IR S OB L TEE RN
ATPERLV,

DPB Bl T\ ACH BfE. & [gA I
RAHA {. Tubercullin reaction [ ™ &
LD BBEREERET 52MEND B T &on
BEOA v v ) ViREFEERERE. REREE
DOFFEEZ . Vogte /MI-IRHKFREE CRE
R & DREMESRR E TV 3 BW-54 111
FEA2ETAE8ICDPBOSEEDOEHETA
LHOENBEDBHSPEB>TERY B
W-SA BRI E Y T o4 FICRRN SRS
EVRTH 5 &, DPBAEA, BE. |
EANCE SR TOMEDN TN LEh 5
BB EPUR BW-54 2/ L CREREZEL
% T LHDPB DHBERFE ORA TR WA
EEZONE Y,

B, SeicHi L& 5 i DPB BE Mt
@ T #HlE subset i< H VT OKT4 * Leu-3a c
elly HI5 . helper Teell 253N L OKT8 *
Leu-2a celly Bl5 | suppressor Tcell 257/
LTE0 O BRBFEENUOELZLH LT
W3,

U U —h EEREEKE O k%"
TBWT. OKT4* /OKT8 *H.\ Leu-3a /
Leu-2a b EEMBERICL DIET LAEE
7% %, DPB DIFE & erythromycin IGEIT
& D Leu-3a / Leu-2a b AE T LIEEICTE D
T EPHEENTNS D,

DT EP S, MINO IRATERICED S
Ttz OKT4*,/ OKT8 *H.. Leu-3a / Leu-2a
HEFOERLSEYcED { T HIME subset
DZEALA MINO T Al & BEEHAKRD 723 T
EUDoTREOWMEELLND, L L.

FIEOHEL Tl MINO IR AREEH O M

T #HRE subset DZEALE A S DTH B, MI
NO [ZR AFE T T HIME subset I LEE
ABEZJOMPEEO ERE LSV &
BEICHE LIz D, 2o s, MFTHE
4 subset DZAL % A 7723 T3 DPB BER
Mg T #HEE subset D MINO W A4
DR FRYE PSRRI D D ZIRIITE L e
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T #BEE subset DZ{L%E MINO Ik AREEHS
WELIELPVWAL W, BB, DPBOE
ARBRETHD . RERBERZRNIZT DT
» Y\ MINO (3544 Z O b DI EH
THEDTHL BREBSALERELTT
HOM subset DREE B IO LI EEI SN
5o

L4 U\ DPB iC erythromycen = AAE TH
WiE . BITRYHEEBE L 3723 TRL .
A3 RAEE HREIC S 7EA U T #ERT subset
DEEMPZBEEDNTWVWS Y, MINO DI
&\ ERRicRERSHIIC/ERT 2 250 Ik
Fak D7 b a—LHMINO AN~ IT
LW ABEERVWTOWAZIFiIcE LTl
M otee T T BALF R {bE#BE L,
BALF tho HImEk4}E o DPB 2 81} 5 254k
Z At D OB RRYYE & S 2 & R
b5Bo LirdMNOBRAREI LIRS
FRENGED Wz, (Tablel) 2D &h
SODPB It 3FREBRRN B REREND 5
DTRBVAL. @MINO BERREED A7 5
TR S S S A OBEBRNER £ 5
ZOTRIBOMPEVITEBEIONS, L
fohi-> T, BALF 10 T #HM4 subset ® MIN
O ARER DIEHEL (Fig2) (& MINO A3
bronchus associated lymphoid tissue IZ B
TERLIcC EbBEE LTV EDTR VWAL
EZZohb, £/, BALFHDIgA BED
MINO B ABRiEIC & 52E (Fig2) & MIN
O YRGB E RN U e IR R AT T
HHME subset ICEBEEMA U helper Tcell 43784
U IgA EEAE B #BI~D S TEREFEASNGI % 5
TREREBEZION S,

£ MINO IR ABRIEIC & 5 e 4 Ml
DZAk. in vitro TOEERE S, EERMHE-
EfEm» 5 DPB O RRICHERE BEET
BDOPEPERET L. SBS IS RBERE B H
20nEH, SBSHDPB 2 RET 5 b0 &
LW s D ORICHRERE DENS 2 DMhE

PIZOVTHRETEMATYWE LW EEZLT
W3,
(X k)
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