FISEERIC X B SeIE D RRIGILIC B9~ 2 WF %%

— HARGIERNMB SO F NI X 5~ 7 AZGERIETE TV OFfEN. &
{%ﬁﬁﬁl"@}i’/ -

O B B BCRIERA - BERES TR - RIS B
PAMERBIES BT Sh—  BEESERLAY - AR TR AN - EUEDRES 2%

” T R WRIERIRG: - BREES TR - EBIAFEE BL1E
FRIeEmETEE BRI R NTERIEERR WA LA HEHIZ

Sid
S
S
g

74 AR IC KD RUERIEICKITT FRE:

BER - B/

FREEEE, A T OEEN SR BT T, oA NV AEHRMBSEMZH L, 7 A4V &G, JaR
7% EOMEEREEOBRMNE L LUK HV LN TV S, ZOERBFEIZOWTIAH R DS v,

FPREBLUOTREIIBITZ 7 AV AEGETIE, S0l LM 28 s Lck, Ml o
BIUBAAL, 2Ok, A RNA PHMIEHND 2 Wid—HM NI 2, BHED toll #kx
#1K (toll-like receptors: TLRs) %4 L TIEFITFFR I, AARPIHSFHFEINL L EZ HNT
w5 Y, —7, I, AR A% RNA Td 5% polyinosinic-polycytidylic acid (poly (I:C)) %5 TLR3
RZOMORIERRZHEERENL TR IFN OEAZFLT L AW NE o727

Z 2T, AWZETIE poly (I:C) ZWAMEETIZTY 7 ADREWITIEAL, %@fﬁb:%ﬂy)%ﬂé
B SSE DREREN 22 22635 X U poly (I:C) DHBEFISIZOWTHRE L7z& 25, Y5 24-48 I £

WHIEERIE B O ¥ — 7 A0 b, TORERIEX poly (I:.C) OHEIKELZZETHS Z &
ZWHNIT L7 Ok o 72, ZIZFABOKBERIES MO TLRs FIBIZ L > TH BRI DL 2 &
bR L7z (BAEmE) . 22T, poly (I:C) 12 & A5G SR RITTIREE OB 2 MR L7z,

WiER - ER
(1) EBMHBIOAE
6 FEHEYE BALB/e ¥ 7 A% HA SLC #Raiath () K OBAL, 7 8 E TPHfisH L7z,
FERCH W72, B, R 22 =+ 1C, B 60 = 5 %OEEHAEET, HHHKTICEESHE (5
KMR A v 27, HAMEE KHE) 2HWTHE L. Poly (I:C) %513 Wakahara et al. D J i ?
WZHE-> TIT o720 975, halothane (2T~ A% W AME: L 72D 512, PBS 12 L 72 poly (I'C)
0.1ml %, FFEBHETTPI—NVIIRT AT V22— VOl ) ZENICHES Lz, BRES (Y4 9) |1
CMC-Na &I E L2k, 7 HIEEHRI3%5- L, poly (I:C) 45 -HiZ poly (I:C) 5 1 W Hy
RS- L7z (Fig. 1)o Poly (I:C) #¢5- 24 RE %12, KA Mg (bronchoalveolar lavage
fluid: BALF) O % Tanaka et al i ¥ 125> THT > 720
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Experimental protocol

Animals: 8 weeks old male BALB/c mice

Mao-to p.o.

\ 4 v v \ 4 v T
I

v
I | I | I I |
I I [ I I [ I
day -6 0 hr 24 hr assay

f

Poly (I:C) 100 pg in

a) PBS 0.1 ml PBS i.t.
b) Poly (I:C) 100 pg
¢) Mao-to 500 mglkg Measurement: BALF (right lungs: Cells )

d) Mao-to 1000 mg/kg
e) Prednisolone 5 mg/kg
f) Rolipram 1 mg/kg

Fig. 1 Experimental protocol for poly (I:C)-induced airway inflammation in mice.
BALF, bronchoalveolar lavage fluid; i.t., intratracheal injection; PBS, phosphate-buffered saline;
p-o., per. os; poly (I:C), polyinosinic-polycytidylic acid.

Total cells Macrophages

PBS ﬂo(l:))' 500 1000 pred Roli PBS ﬂog 500 1000 Pred Rali
’ Mao-to ' Mao-to
Neultrophils Lymphocytes
3 1.5
125
1
0.75
0.5
0.25
ok |
° !
PBS ao(lzy) 500 1000 Pred Roli PBS 503 500 1000 Pred Roali
' Mao-to Mao-to

Fig. 2 Effect of Mao-to on polyinosinic-polycytidylic acid (poly (I:C))-induced leukocyte infiltrates in bronchoalveolar lavage fluid
(BALF) 24 hours after the intratracheal instillation in BALB/c mice. Mao-to was administered orally 1 hours before poly (I:C) instillation.
Results were represented as the means = S.E.M. of 6 mice. PBS, phosphate-buffered saline; Pred, Prednisolone; Roli, rolipram.

** p<0.01, (vs poly (I:C): Student's #-test or Mann-Whitney's U-test). 11 p<0.01 (vs poly (I:C): Dunnett's multiple comparison test).
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Fig. 3 Effect of Mao-to on IFN-f production in bronchoalveolar lavage fluid (BALF) after poly (I:C) challenge in BALB/c
mice. Mao-to was administered orally 7 times as shown in Fig. 1. Twenty-four hours after the challenge, bronchoalveolar
lavage was carried out, and cytokines in BALF were measured. Results were represented as the means == S.E.M. of 6 mice.
PBS, phosphate-buffered saline; poly (I1:C), polyinosinic-polycytidylic acid; Pred, Prednisolone; Roli, rolipram.

T p<0.05, F1 p<0.01 (vs poly (I:C): Dunnett's multiple comparison test).

(2) &R

1) BALF o S MM £

PBS %52 L poly (I:C) ¥5-#Tix, BALF H#filiat, ~ruo77—Y% HhEkik b
X YRERBO A B R BIMARD SN ze THUTH L, ME DI poly (I:C) 12X % BALF H#al
T L O ERE OB 2 BB Ao F ZICHIfl L7z (Fig. 2).

2) BALF Ho IFN- B A=

PBS # G- #EIZI L poly (I:C) #5-#FTix, BALF H IFN- f AR OA B RN Iz,
AL, BREYS X poly (I:C) 2 X % BALF H IFN- f pE 2L & 0 840N & H BAKAF 1 2 D A7 B0
L7 (Flg 3)0

(3) ZR

AWFFETIL, AR RNA BB~ 7 ASESIEIC TG OB E MG Lz, T ORE, Fiik
W& poly (IC) #5120 & %~ 7 A RBRIE & FRARAFH 2 D4 B L 720 YER B R o>
WTIESBROMERETH 505, AEBSHRE L D IFRES X T IFN Td 5 IFN- f & %\ 3o 5E
P A v h A v OEAEZIEIT S 212X D, poly (I:C) FHFUFrhERMEAE JOAE % JIHI 4 2wl etk A
RSNz, —, FEREHE & AT LT, poly (I.C) DiBikZBkZHS 2T 5720, TLR3 %
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melanoma-differentiation associated gene 5 (MDA-5) #fz TR~ AW TR xT-72&
A, WThOI T ZIZBWTDH poly (I:C) ##FFIC X 5 BALF eI 0= 13 ¥ < w7 2
EIZIZMBETH 72 (HEE) 2 &nH, el L KRETIVICEBIT S poly (I:C) FF5GEKIE
WX SIS OZEARDAL O RSB G- L TV B W REEEAVRIZ S iz 418, M OWIHIR T 2
RS 5 LT, $9, REFIVD poly (I:C) ICLXAFBERIEDA N = AL EZW ST HELE DI,
ftho> TLRs FIHUZ & 2 5GESAE IS KT TRREL OEEEZRH T2 12X D, YAV ARFIZ X 5%
FENZ 03 % BR i DR 2 MR L T W DD B

KNAEICEL DI ATERIETT IV OFEL

mER - B

1P B ZEVE M 2 (chronic obstructive pulmonary disease: COPD) &1, HARWM-EZ:42% COPD
HARIALZBWT, [FNafliz T T 2HEWEZ RIS ARE T 2 2 & T Lo 5%E
TRETH %, MIRIERBMRA CIEFICHET I L O WAMRMEZ IR T ST ZE LRI AERZ & &
NEVETRZE DR 4 G THEHAMWIMEH T2 LICX DS Y, #ITHETH L. BIRMICIETRAIAET
% AKE R O IPIE R SR BV O, R E T 5. Y LERSNIPRERETH D,

COPD &, BRI EHEZ R THELT2EETH Y, FAWMRIZHEL R ERWHENZ R
DANAXDREETH D720, TORHNPLHEZFMIZHN T 52 L EIEFICNETH L, TD20,
BRIRTRIEZ PO L 72 B E T V2 V5 2 & id, R GTEOHVB X OWREBOMIHICHEH TH %,
COPD HEETVORT, fd N TrLOMKRNZBEZ ML TWD & SNDLOHE /N ik
AT A COPD ETNVTHD, ZHUE, ¥TRIIH 6 r HICHS TN AR RERFSELET
VTHY, & d COPD ISEVIHEE LT, MisxlE, KMAEDY 7Y ¥ 7B L Ui ML AE A
FlERIShS Y LorL, SOEFVORMEME LT, RINCHS ¥ NI MEHESLETHL 2 L,
FNaMREREEZLEE L, REOI NI EEHPPPHIE, TLZOWRENHENTHL L
HRENTERELTETONS ¥,

T ZTAMIZETIE, v Y XA ZH2EBRIZL Y, BEHio COPD €7 V2 LAEHIH o COPD £
TIWVORE ZRATze T, BRNRREELZRML TW5E ENE ¥ NTIRFEIC L 2ERRICBV
T, A% RNA TH % polyinosinic-polycytidylic acid (poly (I:C)) % H\v>y, 7 4 )V R J&Gekkil
WMEMASHZ EIZLD, X HEHRTO S N MEEFIE~ 7 2 COPD &7V OfEL 2 A 72, T 72,
AETNDEHRBEEZ L L TV 200560129 2 HIWT, JAE, Fx D COPD WEE T VI L
THIMEDHE SN T AR FEWN 7 PDE4 [HESTH 5 rolipram 7% b NICARMEDR L EHE S
TW5 prednisolone % vy, ZF 8% L 72,
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Experimental protocol

Animals: 7 weeks old male C57BL/6 mice

poly (I:C) in 0.1 ml PBS i.t.

v v v v YAssay
|
|

| I | | |
day 0 7

P PHEAE AT I T4t

exposure to CS

Experimental groups

a) Air
b) Air + poly (I:C) 10 ng
c) Air + poly (I:C) 25 ng

d) Air + poly (I:C) 50 pg % Measurement: BALF (right lungs: Cells)

e) 4% CS . ; .
f) 4% CS + poly (I:C) 10 ug Histological analysis (left lungs)

g) 4% CS + poly (I:C) 25 ng
h) 4% CS + poly (I:C) 50 ug

Fig. 4 Experimental protocol for cigarette smoke (CS)-induced airway inflammation in mice
BALF, bronchoalveolar lavage fluid; i.t. intratracheal injection; PBS, phosphate-buffered saline;
poly (I:C), polyinosinic-polycytidylic acid.

WiER - ER
(1) EBMEEXIOAE
1) FEEREh B X O

6 BikEE C57BL/6 ¥ 7 2 & HA SLC #halath (k) X VAL, 7 8% TPfE Lok,
FEBIN W7o BE, 22 = 1T, {60 £ 5 %OHERMEET, HHFKTICEBLE (7
A MR R v 7, HARREE HE) ZHWTHE L7, Poly (I:C) (InvivoGen, San Diego, CA,
USA), Diff Quik il (¥ A X v 7 A, ), Peace (¥ —)V 28 mg, =3I F ~ 2.3 mg, HAZ
X2 RESEMR A, R0, rolipram (Sigma-Aldrich, St. Louis, MO, USA) B X U prednisolone
21-acetate (Sigma-Aldrich, St. Louis, MO, USA) &, €hZhmillim %A L7z. %8, poly (I:
C) 1& PBS |2 L 721412, detoxi gel endotoxin removing gel (Thermo scientific, Rockford, IL,
USA) ZHWCTZ Y FIMFI Vv 2BREL,

2) Poly (L:C) D57 5N ¥ /N il g

Poly (I.C) #5-13 Wakahara et al. ® Y 126t > TIT572. $4 b5, halothane 2T
W AMREE L -0 512, PBS IZ¥#f# L7z poly (I:C) % day 0, day 7, day 14 B XU day 21 12N
IIENETE O 1 RERIATIC ST NS L7co $ 72, & /N R FR (L, BRJMiE #5241 INHO06-CIGRO1A (M-1-
P-S, KB »oRESEsNaFmBARE L. T4abh, 4 %y NI ERME 58, H5
HEOE4ET 30 5~ 25 HE L7 (Fig. 4) Rolipram DOIAFHMiOMETTIX, Fig. 1 &
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Experimental protocol

Animals: 7 weeks old male C57BL/6 mice

Control vehicle (0.5% CMC-Na) p.o. (-1 hr)
rolipram p.o. (-1 hr)

poly (I:C) in 0.1 mI PBS i.t. (-1 hr) Pred p-o. (1 hr)

o S
<

! ! ! " sssay

| | | | | |
[ [ I [
21 22 3132

|
e terrr ot ot

exposure to CS

¢
"
T

Experimental groups
a) Air
b) 4% CS
c) 4% CS + 0.1 mg/kg rolipram
d) 4% CS + 1.0 mg/kg rolipram

e) 4% CS + 5.0 mg/kg Pred .
f)) 4% CS + poly (‘ﬂc?so ug % Measurement: BALF (right lungs: Cells)

g) 4% CS + poly (I:C) 50 pg + 0.1 mg/kg rolipram Histological analysis (left lungs)
h) 4% CS + poly (I:C) 50 pg + 1.0 mg/kg rolipram
i) 4% CS + poly (I:C) 50 pg + 5.0 mg/kg Pred

Fig. 5 Experimental protocol for cigarette smoke (CS)-induced airway inflammation in mice
BALF, bronchoalveolar lavage fluid; i.t. intratracheal injection; PBS, phosphate-buffered saline; p.o., per os; poly (I:C),
polyinosinic-polycytidylic acid; Pred, prednisolone 21-acetate.

FRRD A T2 — VT poly (I:C) DRENZG % LIy N flilgEFZ 21 7- 7 (Fig. 5)o

3) E¥s

Rolipram 1%, #% 58 & L T01 8L 1.0mgkg £7%5 X912, 0.5% CMC-Na A IZBEH L T
TR 720 WPERZE & L CTH W72 prednisolone X 5.0mg/kg & 7% % & 912 0.5% CMC-Na & C &%
L 725 Rolipram 3 & U prednisolone X, i E1 day22 25 day3l £ THHBELKG- L7z, F N
TEMEEE HIZIE, &N RSO 1 R ETICRER G- L7 (Fig.5).

4) SAEMiNaPEE (BALF) ORI

LM% L, 4z S BALF O#REl% Tanaka et al. ® HE?Y 1o Tiro7e Thb b,
pentobarbital sodium (60 mg/kg, i.p.) IZTHML7zDHIZ, EE LA EN=2—L %24 LT 0.1
% BSA, 0.05 mM EDTA-2Na &4 Ca®™, Mg® A% PBS (1) i (BLF, PBS %) 0.5 ml &8
WIZTEAL, Z0%, WHl§28ELZ 4 YR CHEE L, ZOW%EE 3 HiTv, BALF %
PR L 720 $RELL 72 BALF 125512 4 TT 80 x g, 10 fmlL, EiEiE -30 T2 THE R L
720 fESN-MINEIE 0.5 ml @ PBS I FE S, Z OMBRER 50 41 12 150 ul1 @ Turk W
ZMA CTHta L, BALF Ho#F M ERE 2 B T ICHlE L7zo IR\ T, Cytospin II (Shandon,
Cheshire, England) % T, EHIZT 15 x g T4 oL, BEEARZERLZ, 2oL
% Diff Quik L, ~27 07 7 —T, MHER, FERIKEB L OV 2 oERA BEMEE TS 300 fE A T~
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b L7z0 FEDMNHGRIE, BALF HUSHAES A eillie i & LT& L7

5) IR PHLER A BT 72 © OV HLRRET-f
- HLERE DR

BALF %, el 25 L 10 %A v~ YIS CTREE Lz, €%, 287 7 4 VALELL,
WL 2 /E# L T hematoxylin & eosin (H.E.) i %175 72, 2 B, Mk v o8I, KV ) —
Frry— (O AIWTEH, KIR) (KL 72,
- P3Gl 2% 0 Bl

FIHiifefE (mean linear intercepts: MLI) OFHillilx, +— VA ¥ 7 ¥ HOGHMEE BZ-9000 (F—
IR, KB #HWTHIE L, $4bb, ay¥a—FHE L HE. et L 220 kg2
WY A, Wi EIC 2 RORE Ly Otz i, Ml s Ao mof Iy 25t L, 2L,/
Iy £ LT MLI #RkKo7z0 1 BAD2D 10 » bl EEHIIL, FHMEEHEB Lz, &EIZ, £37 A
DFIGfE D S RED P& FH L 72,

6) At T

BT IE, PO £ BEEERRE TR Lo, MO 2 AR O BEEME IR, FREIC XD 5r#os—%
ZWEL, F0BOWE 1L Student's t-test &, HNEFTMOY;E1L, Mann-Whitney’s U-test % i\
TATo 720 fERERIE 5 A2 b o THEAD Y & L7,

ZRMOAEAEWIEL, Bartlett 12 X V) H5HIEOMEZ 1TV, DA —FRDY G I1E—ICACE D
AT ATV, BEAERD 5723413 non-parametric & Dunnett ® % EILEHIEIZ L 0 FE3
EDO W %2 AT 5 720 AEEDRD LN h - 72858 1% parametric ! Dunnett O 2% HILBEIZ £
DEEDO K EIT > 720 fEBRFIX 5 %kmixr doTHEADY & L,

(2) #R
1) ZNafEREGEFHIE~ 7 A COPD EF VKT 5 poly (I.C) PEHIF 5 OB
* BALF & 2 hEPERIRE 5

Ze G BEERIE I L & N TR FE I T, BALF WRREIMERE, ~27 v 7 7 — VB X Ok
DA BERBIMAED SN 72, BABHEB X 0¥ N MIEFEIC poly (I.C) % BEHF%S L7228
BT, poly (1:C) OHEIMKA L7z BALF H#EAMEKE, ~270 77— Y%, KRB L0
YONERBOBEIMAFED B, FRIZH N BEFR I poly (I:C) 50ug PG L-HICBWT,
H 7 BALF H#EAMEE, ~2707 7 — I8, HPIEREEs L) Y5-I om»i2o 5 hi: (Fig.
6)o

- T BRALAR S MG B & OHLRR ARl

ZEGMEBREIC L L 4 N HIRERE T, AE S MLI OB bh, T2, BABHEB LY
Z N TR poly (I:C) ZPEHIFS- L72HEICB VT, poly (I:C) D=L L7 MLI OA =%
BIMASRED B, FFICH NI IEFEC poly (I:C) 50 ug ZBEAHES- LzHEICB W, BiF4 MLI ©
BN Sz (Fig. 7)o
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Fig. 6 Number of leukocytes
accumulation in

. bronchoalveolar lavage fluid

(BALF) 24 hours after
cigarette smoke (CS) exposure
of C57BL/6 mice

Results were represented as
the means = S.E.M. of 8-9
mice.

BALF, bronchoalveolar
lavage fluid; CS, cigarette
smoke; N.D., not detected;
poly (I:C), polyinosinic-
polycytidylic acid.

*** p<0.001 (vs Air:
Student’s 7-test, Mann-
Whitney’s U-test or Dunnett's
multiple comparison test)

T p<0.05, 11 p<0.01 (vs 4%
CS : Dunnett's multiple
comparison test)

# p<0.05, ## p< 0.01 (vs poly
(I:C) : Student’s r-test or
Mann-Whitney’s U-test )

wmy Maan tinear intercepts

1 100

5 B8

-]

N

LR

Results were represented as the means & S.E.M. of 6-8 mice. CS, cigarette smoke; poly (I:C), polyinosinic-polycytidylic

acid.

*p<0.05, ** p<0.01, *** p<0.001 (vs Air: Student’s #-test, Mann-Whitney’s U-test or Dunnett's multiple comparison test)
1 p<0.05, +1 p<0.01, 11 p< 0.001 (vs 4% CS : Dunnett's multiple comparison test)
## p< 0.01, ## p< 0.001 (vs poly (I:C) : Student’s -test or Mann-Whitney’s U-test )




Number of leukocytes in BALF
Total cells Macropfiages

k=]
-

Number of cells (10 5/BALF)

e ]

Fig. 8 Number of leukocytes
accumulation in bronchoalveolar
lavage fluid (BALF) 24 hours
after cigarette smoke (CS)
exposure of C57BL/6 mice
Results were represented as the
means £ S.E.M. of 5-7 mice.
BALF, bronchoalveolar lavage
fluid; CS, cigarette smoke; poly
(I:C), polyinosinic-polycytidylic
acid; Pred, prednisolone 21-
acetate.

*p<0.05, #* p<0.01, *** p<
0.001 (vs 4% CS: Student’s -
test, Mann-Whitney’s U-test or
Dunnett's multiple comparison
test)

T p<0.05 (vs 4% CS x poly 50:
Dunnett's multiple comparison
test)

iwmj M2 fnear iifercapls

L

4% CS + rolipram

Fig. 9 Histological analysis for mean linear intercepts 24 hours after cigarette smoke (CS)

exposure of C57BL/6 mice

Results were represented as the means = S.E.M. of 4-5 mice. CS, cigarette smoke; poly (I:C), IJ
polyinosinic-polycytidylic acid; Pred, prednisolone 21-acetate.

*p<0.05, ** p< 0.01, *** p<0.001 (vs 4% CS : Student’s #-test or Dunnett's multiple comparison

test)

1 p<0.01 (vs 4% CS x poly 50 : Dunnett's multiple comparison test)
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2) ZNAWBEFFFE~ 7 A COPD ETWITHT 5 poly (I:C) BrHIH% 5123515 5 PDE4 SO

 BALF & 2 hEPERIRE 5

TR BRI L & N IR B ClE, BALF MREHIMERE, <2707 7 — V8B L O ERE
DR ERWEMAFRD HTze 72, F/NTWEEFEIC poly (1:C) #PHHES L2#ICB W T, BALF
hRAMERE, ~7v 77—V, FREREB X0 VOSBRI A E R BN Sz, SIS
L rolipram &, & /NIfEBEFRIC L % BALF AN, ~27 07 7 — V8B X OHFHERE OB
RN PO HECHHI Lz 72, F/NaWIEFEIC poly (I:C) 2P LzBRICB VT,
BALF HfHEREL O BN %2 F AR 2> BAIZHM L7z —75, prednisolone (&% 73 2 JHHE G &
B\ & N EFEIC poly (I:C) % BRI L 72K BALF s St B ot Lg% &
2 &% o7 (Fig. 8),

- TR ELHAR A RS B & OSHLER AT

ZESMRERREICIL L N IREERE Tld, MLI OF E2EMATD 6N, 725 N2 MEEFEIZ poly
(I:C) ZPFHIG LICB T, F v MIEHRICH L MLI OF R 2BINAR0 b/ 2RI
xf L rolipram (%, & NIWBEFRS X OV N2 WBEFEIC poly (I:C) ZPEHIHS L72REIZBWT, MLI
OB = H 2K O FEICIHE] L72e —7, prednisolone (&7 /N IR FTEDH 5\ ix & /8 T il
##1Z poly (I:C) ZPEHFG- L7z MLI O 228 % LT X e h o> 72 (Fig. 9)o

(3) ZR

KREFFETIE, ZoNaMREFEIE~ T A COPD EFWVICBIT L 74 IV ABGEOHELZHL TS
728, F N AR FEFFE~ 7 A COPD €7 WVIZ poly (I:C) 285 L, ZOEHREMAT L7zo ZDOREE,
N EBEFEIC poly (LC) ZUEHHG A LX), # NTMMBRGHEIC X D A4 U 72508 K5 O B
BLOMoBEOMRIED SN, F/2, FNTMBREEIC poly (I.C) 2ETHEGTLHILICE-
TH I NIRRT L E LR REOHED X Ol OBIEO K258 Sz () . &K
WT, AEFUNEHRIREEZ XML ZEFTVTHE20E2»EWHSHICT 5728, COPD HEE T IV
WCBWTHMMEDHE N TW5b PDE4 [HEHTH % rolipram 7 5 UNIZ COPD JRREIZ 2 % 1T
SRV EDPHOLNTWEIANFIATEA FEHWT, KEFIVICKITTRELZMRE L. €O
A rolipram 1%, & NIHEEFE L O NI H NI WEEFEC poly (I:C) PG LA-Z LICE VAT S
COPD BEIWEE DI 2 H & AAE I ZHIH] L 7243, prednisolone (34 COPD #iRRED LA HE %~ |
EShh ol DEOEHKLY, KETFIVIEHRIKEZ XM L72ET NV THY, COPD JiiiED H 1]
TR A W AEGHBI G- % & & REVEASHESR S e,

Gk, AETNVEHVTHIKRIZBE VT COPD HRICHW NS Z & Db % 373 O FER) R % 17
W, VERIBERE ORI 72 ST T TV & 720,
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