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Number 102 (F/M = 60/42)
Age (Years) 47.8+15
FVC (L) 3.49+0.10
FEV1 (L) 2.54+0.08
FEV1% (%) 726+1.0
%FEV1 (%) 90.6+1.7
Min%Max PEF (%) 84.8+0.7
FeNO (ppb) 49.6+3.1
ACT score (points) 22003

Values are means=*SE
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FeNO (ppb)
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r=-0612
p< 0.0001
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fjg 04t Sensitivity = 0.87 Sensitivity = 0.97
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Odds ratio = 8.1 | Odds ratio = 40.1
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Total subjects FeNO<40ppb FeNO=40ppb

Number 88 (F/M = 50/38) 38 (F/IM = 26/12) 50 (F/M = 24/26)
Age (Years) 474+16 46925 47721
FVC (L) 3.58+0.09 343+0.14 3.69+0.14*
FEV, (L) 2.62+0.08 261£0.12 2.63%0.11
FEV,% (%) 73.2%x11 76.1%+16 71.0%1.5"
%FEV, (%) 924+17 99.6+26 86.9+2.0°
Min%Max PEF (%) 854+0.8 91.56+06 80.8+0.38*
FeNO (ppb) 47.6+3.1 21.9+1.2 86.9+20*
ACT score (points) 228+02 242+0.2 21.8+0.2*

Values are means+SE. *p<0.01, **p<0.05

HMRURIEHXE

fiE PR 3140 B 3% TFeNO<40ppb4iE 5| 0D ME 0% 44 Ak

ACTZ20
(N=88)
; 1 ‘ 7 patients declined
FeNO<40ppb FeNO Z 40ppb .—I—. =
(N=38, 100%) (N=50) Enroliment (N=43)
%FEV1 Z80% %FEV1280%
and and
Min%Max FPEF Z80% Min%Max PEF<80%
(N=34, 90%) (N=0, 0%)




ACTZ20

b RS BT T

—— FeNO > 40ppb#iEfi

FeNO<40ppb FeNO Z40ppb
(N=38) (N=50)

— 7 patients declined (N=43, 100%)

WFEVIZB0%
and
Min%Max PEF Z80%
(N=22, 51%)
Step up
WFEVi2B0% WFEV1<80% Min%Max PEF Z80% Min%Max PEF<B0%
(N=1, 2%) (N=1, 2%) (N=3, T%) (N=2, 5%)
%FEV: 2 B0% HFEVi<B0% %FEV12B0% %FEV1<B0%
and and and and
Min%Max PEF 280% Min%Max PEF = 80% Min%:Max PEF<80% Min%Max PEF<80%
(N=8, 21%) (N=2, 5%) (N=1, 2%) (N=2, 5%)

AFOAFIER(ICLATERELMEREDSRE

Number 21 (F/IM =10/11)
Age (Years) 50.8+27

g M
FVC (L) 3.28+0.20 3.36x0.20
FEV, (L) 2.09+0.13 2.23+0.13
FEV,% (%) 64.7+1.8 66.8+1.8
%FEV, (%) 78.4+20 83.5+21
Min%Max PEF (%) 76.1+0.8 81.7+£0.7**
FeNO (ppb) 70.4+6.7 42 3+53*
FeNO=40ppb, N (%) 43 (100) 8 (38.1)*

Values are means+SE. *p<0.01, **p<0.05
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FeNO ratio
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RAEWE ATE: Cytokine protein array (FE&E) n=18
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Number 18 (F/IM = 12/6)
Age (Years) 38.9%3.0

Pre-steroid Post-steroid
FVC (L) 3.25+0.15 3.38+0.14*"
FEV, (L) 2.52+0.12 2.79x0.13"
FEV,/FVC (%) 78.1+24 83.0+2.1*
FEV, %predicted (%) 926+29 103.4+3.2"
PD.o, (mg/ml) 54+14 11.8+£2.3"

Values are means+SE *p<0.01 versus pre-steroid. **p<0.05 versus pre-steroid
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(FERE n=18)

IL17 TNF-¢  RANTES  MIP-1a
P —
r=0.40 r=-0,18 r=-0.43
Increase in FEV1
(p=0.08)  (p=0.49) (p=0.07)
r=0.06 r=0.22 r=-0.28
PD,, ratio
(p=0.84) (p=0.83) (p=039) (p=0.46) (p=0.27)
 MIP18 IL-8 i TGF-8
r=0.08 r=-0.40 =041
(p= 0.76) (p= 0.10) (p=0.09)

r=-0.26 r=-0.32 r=-013 r=0.235
(p=0.31) (p=0.20) (p=10.62) {p=0.16)
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FEV,{E FRELEBCHCysLTsiM$ L URPLTE, M (n=18)
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HETESR. 7LV —RSEMM Y SEMILTEE2A TG, MR IZHLT. BMEPCTLA-4+CDI+CD25+ THRE
HRLLTVEZEENE LT (Kawayama T, etal, Am J Respir Crit Care Mad 2005, A280 ), SE. MAAROE —BF
ETHEIBAATOSNL, BEPOCTLAA+CD4+CD25+ THEE L US A LA DY EA( LI EOLESLERERITTY
EHMBLE

METHFA
BEEMEEBE(n=11)

Day 7~-14 1 14 i 1

{Pre-) [Post-)

Traatmant Ap—

Blocd test L ] L] -

MCh Chailengs: ] L] [ ]
Sputum induction [ ] - -

ZEEE. 70 A —i—. T ro—- LR

ABERE

BAATFOCRAEHEPCD4+CD25+CTLA-4+THIRRICRIZFTEE
18 = M Placebo

16 — I Fiuticasone =
14 -
12
% CTLA-4 positive cells 10 —
(/CD25+CD4+ calls) (%) o
& -
4—
9
0 -

Pre- Post-
Treatment

With fluticasane treatment, the percentage of CD4+CD25+ cells in sputum co-expressing CTLA-4 increased from 7.9(1 8)%

al Day 110 12.7(3.3)% at Day 14 ("p<0.05). In contrast, there were no significant changes in the percentage of CD4+CD25+

cells in sputum co-expressing CTLA-4 with placebo treatment. being 8 4(1.6)% at Day 1 and 6.2(0 8)% at Day 14 (p=0.05)
R E P
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BAAFOCKHBEHE L HRIL-10, IL-13 & TGF-betalc RIFTER

| w10 | | TGF-pr | i-13 |
32" 128 -7 IE_ M Placebo 1287
* 641 I Fiuticasone 641
167
327 327
87 161 1671
47 47
5
27 27
T = === |- = == =
Pre- Post- Pre- Post- Pre- Post-
Treatment Treatment Treatment

There was a significant increase in the mean (GSEM) IL-10 levels in supernatant of sputum after treatment with fluticasone
increasing from 6 1 + 2.0 pgiml at Day1 to 16.2 + 57 pg/ml at Day 14 (p <0.05), The TGF-{i, levels with fluticasone
showed a lendency to be increased, but this did not reach statisbeal significance (p=0.087). There were no changes in the
IL-13 levels with fluticasone treatment, and there were no changes in the IL-10, TGF-fi, or IL-13 levels with placebo
treatment

HFl/ (A7 —-h—-cREBHEDOHB

TGF-p1 . IL-13 IL-10 | %CTLA-4 | %CD2s . %Lym | %Eos
PCx __-ﬁ 04 - 0.05 ' 0.44+ i 0.11 -0.30 ' -0.18 |l -0.59*
%Eos 008 | 02 | 020 | -020 0.10 037 |
%Lym oot | oo2 | 017 | oo 0.11 } '
%CD25 -0.07 : 0.08 _} _-0 ; I -0.07 i .| .
%CTLA-4 0.47 l 0.28 ‘ 0.01 ‘ . ‘ :
IL-10 | oz [ o || |
IL-13 _— 0.75"** [ '

*p=<0.05, ** p<0.01, and ***p<0.001
%CD25=the frequency of positive cells was on CD4+ cells; %CTLA-4=the frequency of positive cells was on CD4+CD25+
lls. Eos=eosinophil, Lym=lymphocyte; IL=interleukin; TGF=transforming growtn factor
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