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U b BB Y oNERD = PR ERE R Interferon-y
(IFN-y), Interleukin 4 (IL-4) EEAICK$ 3
TYB-2285 K U Z OB DFhE

DRIEBERIASNER, YBERBE S EOK, “HEERAEERY, HEARESNE
HOEEY M MY R B HRwoAY
JNEy B0 BSEERY  ER OEYY

)R (Dermatophagoides farinae, Df) THEINZK[EZWHERIERMBM Y >/ BROBZEE
252 % TYB-2285 R U % DIRBEINRIZ OV TIRET L 1=,

TYB-2285R% U ¢ OREMICIE, BREDZS, BED!) /R BROFHRERG 4 FET 21ERAA’RO B
nhizh, FBZFHNBE T NETHFEINIT[EXWSER )/ BHROFIRM RSS2 17
BArSRdohiz. F1- TYB-2285 KU D 1X#H1H1E, Con A (concanavalin A) THEX D) 2/ EK
DFFKILRICICIE, FEACEEEEZ -1z, bV, TYB-2285RU ¥ DAAEIE Con A 12X
DHFERIERISZHF T HIFLICIEIHD TIE AW, FonFRFE THEE S N3 FRMERG 5§ 378
EnfeA%s D&% Z bnt:, interferon-y (IFN-y) OELORSI T, [EZWMERIZ o/ \Ek%s
Y HBETRIST % &, TYB-2285R U DREMDIS S —HERE TET 4RL-BEN IFN-y LA
BEEL NN B TCEERBMICEER L /2. /- interleukin 4 (IL-4) EL£ORETlX, SEXEE
B B E S B TRET 5 CBEA IL-4EESMBNEME RO 1245, ZniEhmis TYB-22850
RINEZETHRICHHI S N, eSS TYB-2285 R U DB, FIBFHIBE T, ¥-HIETH
BN EERCAIEIL, F ZHERM TET L IFN-y OEEABEEGE 1, £ 7= IL-AEAR
T2 ik, IgE BEERA EORBICE ARE L TOW S EEEMEARE S hz,

1)

Key words: bronchial asthma —— Df-induced lymphocyte proliferation —— IFN-y production
—— IL-4 producing-cells(IL-4 production) —— TYB-2285 : 3,5-bis(acetoxyacetylamino) -4-
chlorobenzonitrile : C;sH,;N3;O¢Cl

b LHEREMED B 5 Z L ZE L7122, % 7z interleukin

4 (IL-4) 3 Ew IgE BEEFERF L U TEEZY A b

INEHRORELMEIE, FYoPETHERINZ LD
BE», TriFIhET, [EXWMEERY o3k
5 =HUR THIE T % & interferon-y (IFN-y) OREELE D
BFT 258, #EZ) VRCBOLTIEZED L S BEH
RIFAEDLNTY, LEIHEEBRBAOBER I L
2{EEEE L~V R 2 T IFN-y OELDTEL D,
S OBRIT/NEGE LS OWIEHE A &£ 2> Tw»
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IL-4 interleukin 4; PBMC peripheral blood
mononuclear cells; *H-TdR °*H-thymidine

B4 THY, IFN-y @ antagonist & U TCEHA T 3
CEBHIBNTV A, SELWERLY Y RTIEY
=PRI & D LA S N 508, BEFRIAD B
WBTRILABEEPFEEI NV I ERHRES R TL
53,

— %, TYB-2285 (3,5-bis(acetoxyacetyl amino)-
4-chlorobenzonitrile: C,;H,,N;0,Cl: % F =&
367.75 : HEEHE) $EBEEY T (Fig. 1) 87
NEBOTHRREERAPREDSNTBY, ErOT Vv
WE—HREICBOTHHIT vy —Fl & U TESMHE
DEFES N T 3979,

TYB-22853 B %512 £ D &L o A3 & h,
TYB-2285% 0~ % O (TC-286, TC-326, TC-566)
Lo DREESERICERL T, PLREFHZF
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Fig. 1. A possible metabolic pathway of TYB-2285 in human beings.

HTeE26TW05,

AHFFE T, TYB-2285 K ' 2 ORI D, KVE X
BEIRY Bk S = HR CFE SN L RERIGICE
Z LRI DT LIzDTHRET 5.

ROk

1. R

AW SAE 9 B WS M O PR R R O VA AR IgE
&, ¥ =HBEIC S 2 RAST A a7 % ¥ OREFRIC
IhRETHELZERan, 2704 R, 7 VIv¥—
oS T BIR12E] (Fi 2 ~155%) KU
TUNF—EREREST, »olz, ZOBEDR W
TR /N B OMBER R 25 3R & L e,
2. Fik
1) BAZHIRE O 73 B

A% IR RE I £ D Ficoll-Conray bhE &L k"
W & D B (peripheral blood mononuclear
cells, PBMC) Z=45BEL 7z,
2) PUEHIEIC X 3 ) 2 N BEROFRRLR G

PBMC %#10%3E @11k 77— & ~ AB Il & & 0
RPMI 16408528 %% % Fl > T1X10%/ml O 3 B 37 8
L, 10ug/ml © % =HiR (Dermatophagoides farinae :
Df, EE#E F{ oy  No. K176) & & & 2bml K #
F a2 —7 (Falcon) %W TIERE L /o, HEER 220
L TS 22X 10%/0.2ml WHEFEAR L, 0.5uCi DH
4 3Y > (CH-TdR) %ML T4 D*H-TdR DAL
DABBEETMEY v F v —varh vy —ICHE

L7z,
3) HiEHIEC X 2 > oRBkoD IFN-y DL

PBMC # 2 %FE &1k 77— & + AB I ¥ % h
RPMI 1640558 ¥ % f v CT1x10°/ml O A5
U, W0pg/ml @ % = fiJ&, F 7z id5ug/ml d con-
canavalin A (Con A: Sigma) %¥fiIL, 5ml g%
F 2. —7 (Falcon) B T37°ClI0%COB5ESR TS5
H sz, S L 75538 RiEh @ IFN-y BE % HlE
Uiz, Awnic e pERIcE&E 5 IFN-y £i31U/ml
UTThoteZ s, IFN-y OFHMIcEER2 52 T
WiRWwEEZ sz,
4) IFN-y OHI%E

7 Ffie b IEN-y Jifk (PIF-3, MRIEAEDIH5ERT)
THE LI EE 7V — 1 (Limbro) % & 512300
ul/well D0.25%gelatin (FIYEHIEE) T, EHIEIAZ
NTWRWEE 7oy 7 Uitk BRUCEEEEY
4°CTI6RFHIRG & &, FeMc¥eE L, 1000f5HH~
7 AE /7 a—F it b IFN-y Pk (MIF-3, #JE
HWRRFERR, S50ul/well) 2EWE T 2 RRIRIG S ¥z,
B & TR L7018, 20005/ M E 4 F by FHi~v
2 1gG fifk (Tago, 50ul/well) %237°CT 1 BEKIE
S, ROWEBRI00EHRA v 7 7 EF UGS
A F ¥ —+¥ (BRL, 50ul/well) Z7mmML, Ei&
W TI55FEE L7z D%, o-phenilenediamine (BRL)
REBE L LIz P A vF ELISA BRI CEEDT-
7o, s g i3S & b IFN-y (Japan Chemical
Research) & REICHRL THER L. KB L 3
[FN-y #E O FRABE ZI1ZF1U/ml ThH -7z,
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504 TYB-22850 " =5 B IFN-y KO8 IL-4BEA o5t 2 40

5) PUBRIENC & 2V S8Rk IL-4pE 4 HI5

PBMC %#10%3E Bk — & » AB I ¥ % i
RPMI 1640%% 284 % Fi \> T1X 108/ml o) 3% & i 35 4
U, lug/ml® % =i J{, % 72 1d5ug/ml ® Con A
(Sigma) =¥, 5Sml#E#EF 2 — 7 (Falcon) %
VT, 37°C10%CO B8 T 2 HIESE L 72, w7 R
T/ 7u—Fnhie b IL-4P3E (380-1, /NEFEES, 30
pg/ml) THE L 7296/CEE 71—+ (Linbro) % &
512200u1/well D0.25%gelatin (FIGHIEE) T, HH
DRSS N TR WEE2 70y 7 Lz, 3%HEEY
¥ MYE NIEEER AR TP & 72 B U 7= RO ks 2
Fa1 X 10%cells/well % 7" v — h _ET37°CC16HE K it
SR, OWCTE UM ERE L%, K ro—
FNZEy bE b IL- 440K (BL-4, Genzyme, 4ug/
ml) 2L, BT 2ERHKIES 7, Fick {5k
L7, 1000fEF M7 VA 74 A7 78 —BiEE
YFHLT Ey b [gG Pk (Zymed, 50ul/well) 2 E00
U, BRT2RMKIE ST, BOUWHEE, 40°CITE
BLEETAVDY 72 A 779 —¥YEER2S D (5
bromo-4-chioro-3-indolyl phosphate (Sigma) %

0.02% Triton X-405 (BDH), 5.0mM MgCl, 1mg/ml
500.1M 2-amino-2-methyl-1-propanol 1 % fi# L E &1
L72) 0.6% 7 #a—R (Electlan) ®¥EMML 2. 37°C
TARMBE LI Db, HET2HOARY » 2ELT
SR CHET 2 2 i kD, IL-ABEA a2 %
L7z,
6) TYB-2285 % UF 2 R34 (TC-286, 326)
TYB-2285 K U2 O (TC-286, 326) (BREERH)
% pH 7. 41 FHLL 7> RPMI 1640553895 10 C &1L RS 12
L, PBMC 1X10°/ml iz i L ¢*H-TdR B
D A&, IFN-y BEEAE RO IL-4BE AR 5. 2 3 s
L7z,
7) HEFFRALIE
Student two-tailed test % > TGS HIMEHT 21T
W, BRI S WAT At EaEE L L.

L VY SEROFHRLKIG IS 2 5 TYB-2285 K U %
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Fig. 2. a, Dose-dependent encancement of PBMC proliferation induced by
TYB-2285 and its metabolites.Representative data of four independent experi-

ments was shown. (n=4)

* 1p<0.05, % % [ p<<0.02, * *k *k I p<0.01. Asterisks indicate the significant
difference compared to the corresponding values of unstimulated lymphocytes.

Results showed Mean+SE.
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Fig. 2. b, Effect of TYB-2285 and its metabolites on the Df-induced prolifera-
tion of patients’ PBMC. Representative data of three independent experiments
was shown. (n=3)

% 1 p<0.05, &% D p<0.02, *k*k*k [ p<0.01, %k % * ; p<0.001. Asterisks
indicate the significant difference compared to the corresponding values of
Df-stimulated lymphycytes. Results showed Mean+SE.

- ORI DR F
30,000 x o § 1X1075~10"*M B E D TYB-2285K& ' # O R #%
U e 1 | : 25D, U SEROFIRILSISO A MRS 5
s : 5 | | N2 & o, ERED TYB-2285% U2 O @1
& 20,000 : | ; | VY SEROFHALKICEFET 2 F 2 6D EH 2D
% 15,0004 ul B hiz. (Fig. 2a). 7z TYB-2285% 0N DHEP DAL
g § 3 | | Bz & 5 v/ 8EROYH-TAR OHL D A Adk i3 Con A
£ 10.000] | § | | TSN D HIRILIG & L T2 D LS
z | | | TYB-2285 0BG R % b DTH S £ B2 5

50001 . ; , : 7z (Fig. 2a).
(I % L RS ENS ENEN S Rz S = PURRIBIC X 2 ) > SEROFRILRIGIC S
Conhmt dF s by F v v 2 2 TYB-22850 3157 > v THEF L 72, <10-°M it
AR TR s s B D TYB-2285 1% U8 2 OREPIOMIIZ X 0 5 =HilE
Concentration (log M) TEHERNL Y 8RO H- TR I D AT A CH]
Fig. 2. c. Effect of TYB-2285 and its HlE D, 1X107*M OBETRERLRY v 35Ko
metabolites on the Con A-induced proliferation of FERL K IGOEBATED o nlz, TR ESRE
patients’ PBMC. Repsenentative data of three inde- DOBEAITE, TYB-2285K N # DB 1T EFRICK
B o aorots indicate | GETHT BRI B2 2 % 2 5 ke (Fig. 2b),
the Signiﬁc;anty difference co;npared to the corre- Kz Con AR & 2 ) > oRBROIFEERIL RIS &
sponding values of Con A-stimulated lymphocytes. Z % TYB-2285D%R & #aS L 7z @Y TC-286T
Results showed Mean+SE. WIIETRER 28 720 TYB-2285 K N % O3 TC-
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Fig. 3. a, Effect of TYB-2285 and its metabolites on IFN-y production by
patients’ lymphocytes.

O . unstimulated lymphocytes(n=3), @ : Df-stimulated lymphocytes (n=6),
* 1 p<0.05, * * I p<0.02. Asterisks indicate the significant difference compar-
ed to the corresponding values of Df-stimulated lymphocytes. Results showed

Mean=+SE.
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Fig. 3. Db. Effect of TYB-2285 and its metabolites on IFN-y production from
normal lymphocytes. Representative data of three independent experiments was
shown. (n=3)

O : unstimulated lymphocytes, @ : Df-stimulated lymphocytes. Results showed
Mean=+SE.

NI | -El ectronic Library Service



The Japanese Soci ety of Allergol ogy

B OEEMD 507

26T EAEEERE 2 ko7 (Fig. 2¢), Zhs
DRIEHRIC B TIXI02~10"*M D EE O TYB-
22851 U2 ORI CHLEE & Nz B O MK A4
RERET LIS, MUY IV —RERIITHT
N EMFIZS% L BRI Tnwie (F—F iRl T
VW),

PEXY TYB-2285 K U2 DR B I EEE B \»
T, ZnBEEY Y BROFERICKICEHET 21EM
00, @EOEERALLEESOMAEE TN
B, EHSPARE (REMhEE 10°M) s »T
B IR THEEI NS Y Vo SBROFER(L KIS & 1
TEHEEREbDEEZ N,

2. [EXREBIRRMIMY >8R ¥ = HiFEBRY
IFN-y EEAREIC 5 2 2 TYB-2285 K U 2 O R #W o
LIPS :

[T EIREMIR PBMC 12, *H-TdR ®FL YD A
HOBN DB TH ol b EZ 5N B REE (1X
1078~10"°M) @ TYB-2285&% U' % DR #Y & iinks
BZLSHERBTCHFES NS Y V8RO IFN-y 12
52 3B oWTHRE L, BIRY »o8k%: 5 =4
B TR L 72354, IFEN-y OBEA Y = HilR JEm) i
EHEB L TET 2807k,

TYB-22855% U % O (TC-286, 326) DRI
&0, F=HETHEEI NS IFN-y B4 IZEEREE
Wi s /e (Fig. 3a). TC-5661213% D & 3 =EH
BRED SNZB ST (T —F —IIRLTWwRY), 0
R LD TYB22850 & RE#Y Th 5 TC-56612 1,
FF EHMOAEREED NV EFZ o nT,

—7, DUEIERIE CRE S N IEE B R ORE 0
ERIE PBMC T3 TYB-2285K U8 % O #Y & &N
BELTY, FEL [FN-y BELEOZEREZED 1T,
Y oFERECERELEREY v BROBE B L
THEBICIFN-y EEZOZLEBHEED s zhoiz
(Fig. 3b). %7z, KEXMEERIZ PBMC iz TYB-
2285 R O ORI R INEE L, & =HEBTH
Bahns ) voSBKO IFN-y 125 2 58RI THR
St 7228, 4 = HERIEC X DL 72 IFN-y O FEL
AL WKHEHT L2 L) RIERARRED NG
(F—=F IR Twigy),

3. KRBT BEIRERMIMY > Bk ¥ =R R
IL-4724 681 5 2 5 TYB-2285 K U8 2 ORBYI DR E

IL-4EEA MO Tk, [EIREBRIBICB LT
S PEREIC X D BEE R IL4AEEME ORI % 32
iz, TOEMIZI0710~10""M EBE O TYB-22850D%

IiEEE CREREERCHIE s iz, 100M ML EoEE
B D TYB-22850 IS Tl isIhEizm o s vk
pofz, E72 TYB-2285D %552 12, Con A HliEz
IOFEIND IL4EEMBEOEMEINE L2 »o
7z (Fig. 4).

Pl &b TYB-2285% UV 7 O 13 B 1o X
D IFN-y BEZFHET 2 X5 BIERBRE b 20w, ¥
PR TR L 72 IR )~ BROME T U7z IFN-y FE
Ergra L, IL-AEEMOBEMEIE T 21EH %2 b
DEEZ BNz,

S

TYB-2285I3 L REAEH 2R T SRALEW T, & b
D7 VNMVF—RBIZBLWTHEESEHEZEIATH
29, EARWIZED A E NS LTI CHRO IR B X
., TC-286, TC-326, TC-5667c £ DEEMH DL S
(Fig. 1), Z DREHEPER S N5, RAREORET T
BEIZICMTHEZErd, SEDOERTIE, 1X

Spots of IL-4 producing cells

b * k% *ok %k

—
o
—-1—

0 -10 -9 -23 -7 -6 -5
TYB-2285
Concentration (logM)

Fig. 4. Effect of TYB-2285 on the numbers of
Df-induced IL-4 secreting cells (/10°PBMC) in
patients with bronchial asthma.

[]: Con A-stimulated lymphocytes, O : unstimu-
lated lymphocytes, @ : Df-stimulated lymphocytes
(n=3).

* % % I p<0.0l. Asterisks indicate the signi-
ficant difference compared to the corresponding
values of Df-stimulated lymphocytes. Results
showed Mean+SE.
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508 TYB-22850 8" = s 2% IFN -y R OF IL-4E 4 1254 2 %h 8

10719~10*M DIEBEE DO TR 2175 7=,

T HEf B URRRR IR - & Vg s h, 4tk
ATRFEECRIERICBY 3~V 8—flfE, 71y
Wi, MIEREEMELE, B2 v IBEELRER S
FEMEE LTEHL, TB7 Vv ALF RGO FEE 2
I IgE AR T, ~Ao8—T il (Th, & Thoil
fa) BNV =T flifan 55 nd ) ka4 >
DYERPEELZRT L5 TWB910 7 L)Ly vz
EoTwru7y =95 ORERTMEE N TE
LS T~ =T g, [IL2%25W3 22 L1
& D autocrine, paracrine (& IL-25 it T ML o #8584
2B U CHRIERUG R I U e 8 &, & 51z IL-3, IL-
4, IL-5, IL-6, IFN-y %2 E DY 4 N4 > B 53T 2.
INSDFA bAA DS B IL-4i3—#3 1 IgE gE4E
ZIRAEL [FN-y 132 OEAEZIHIT 5 2 L BRE X
NTW»3  IFN-y iiE L & iz T #iffe NK
MR 2> & 53 S % 23, RBFFE T, TYB-22850 4 =
PURSREERHIC 381 2 U8 s BABIR AR Y >0 <8k
FHIRIGR OV IgE BEAEROFALKRFTH 3 IFN-y
DELER P IL-ABEEWC S 2 2B OB THRE L /-,

Uiz TYB-2285% % OB O MmIaRETE 2 ot
T HAIERRE AT 27200, ¥ = HUER TS
LU72Y > /88kD TYB-2285% U8 2 OB 12 &
%°H-TdR O Y A A ZMEF L7z, TYB-2285K U8 %
DRI EIRE O, BED Y » NBEROFRL
RIG%FET 2EAD o, HEPAEE (55
MAHREE D 10°°M) TR PR THEEI NI 8E8X
W RBIEY » o SEROIFERICKIG 2 31515 2 FEF 2328 8
SNz, 72 TYB-2285K U8 % OR#WIZ Con A TH
Hanzd ) o BROFRICKIGICE, A EESL
H2upole:Z &0, F=RERETHEEsINLHF
BALRISS 3 2 WIGHER % b D £ & 2 57z (Fig.
2). TYB-22850MEIEE TV > ~EROWEMEALEHIHIL,
EIRE TR T 28 5 RPN TH 3 5 TYB-
22851 B HS L EE T 1 mitogen & L COER % &
ATREMEDSRIR & vz,

RICKEEWEBIRD ) VB 5 = HRTHE X
N5 IFN-y A5 Z 2B O TR Lz, &%
SRR Y SNk R IERRR TR L G, BED
IFN-y OEA %7, Con A RIBEFICIZZE L WELED
TUERRDIH, o OELIIEEEY) Bk L
WL CEBRRERRD Lh o T, Z OIERIEEED IFN-
y R, EHREECELZ OVMFECRBEINRTEY, 2
NS DORBUTH T 2 FYERIED O £ D & LTEEAT

B IFN-y EEMEAEE LR T WS 2 & % Kk
LTwaeFzohsd, BIRY Vo 8RkE 5 =HE CHl
WU 72356, IEN-y OFEA IR & ik U IR
R T 2380 720, 2 ORREIX10ug/ml O 5 =4
JERIBRE i e ) > SBk & Foie U € IFN-y B4 0
BERIKTRREDIZ(p<0.01)V, —F, (EE) 3
HicBWTEES NS IFN-y O, HTINLE- 4 =8
JEDOWE CBIRZ  IZIF—EDfEER LY,

SHIKBRTAONE Y =HIETHHE S5 IFN-
y BEEDERT I, ME BRI T, ERELV VA2
TELWITHERRD 2D, £7HIE) v kT y =
PURRIBC L0 IL-ABEE R S 503, b B
TR ILAEEPRE S N 0w, S8 EBERIET
B PR RBCLY IgE 2 E RT3 7 L0 F—
NIGOFEENHHI SN D 7 4 — Ry 7 Bk E@ A T
W3 EEZLNS,

IS O—EHOBRICE I WT, KiFseTlk TYB-
22850 7 —HUR THEB S N B ET7 VL F — Kkt
TAHEMBIT 2Lz, Bl 7 vy o ohEsn
% U Y NEROIEMACDIRIE % IFN-y B4 K O [L-45E
EMBERBIECTHMEL, ORI S 2 2 TYB-2285
DIFHRARET L7z, Fig. 3alcasnsd L 51,
TYB-2285 % ' 2 O R#HY T db 2 TC-286, 326131 %
WP~ MRETY = HR CHEBENBET L
IFN-y FE&4 2 BEMEICEEB L2, 2R ART
23 TYB-22852 kA L 7: 56, Sl 2310~ M
ThbdIErRFBETSE, in vitro® TYB-2285D1E
FIRE 12 TY B-2285 0D SEHISE AU T 0D AL W) vE 1
DELEZRBLTW2 EE2 5Nl —F, @BEEZY
YORBRIZBWTIE TYB-2285 R U % R B % B L
7ok IFN-y EEDOEELREHZTD s
Motz £z Z OWREDOEFN TIL TYB-228513 FEH
B > RBROMEFER G B ER L e h o 72 (Fig. 2) 2 &
L0, FEHAMEEICB WL TYB-228513 7 h H &
WY NEREFRICT AERE bW EFE 25
fe. ERREXWMEBREPBMCIz W CIkBES
PBMC & R L T, & = HHS CEE X IL-4pE4E
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IMMUNOMODULATION BY TYB-2285 OF DERMATOPHAGOIDES FARINAE (Df)
ANTIGEN-INDUCED IFN-y AND IL-4 PRODUCTION IN LYMPHOCYTES
FROM CHILDREN WITH BRONCHIAL ASTHMA

Kuniteru Kou?, Masaharu Hayashi®, Tadashi Nakajima"®, Izumi Yoshizawa?,
Yutaka KawanoV¥, Yasufumi Shikishima® and Takeshi Noma®*
Y Department of Pediatrics, Saitama Medical School, ® Moro Hospital,
8 Department of Medical Zoology, Saitama Medical School,
Y Department of Pediatrics, School of Medicine Kitasato University

Effect of TYB-2285 and its metabolites on immune responses by peripheral blood mononuclear cells
(PBMC) from children with bronchial asthma was investigated. TYB-2285 and its metabolites have
immunosuppressive activity for the proliferation by Df-stimulated patients’ lymphocytes. Concanavalin A
(Con A)-activated peipheral blood mononuclear cells (PBMC) from the patients were not affected by the
same treatment. The results indicate that TYB-2285 and its metabolites are capable of suppressing
antigen-induced *H-thymidine CH-TdR) uptake but not the response induced by Con A.

Interferon-y (IFN-y) production by Df-stimulated PBMC from patients with active asthma, which
was lower than that of normal lymphocytes, were reversed beyond the levels of that in normal subjects.
Thus reduced production of IFN-y by Df-stimulated patients’ lymphocytes was increased by TYDB-2285
and its metabolites in a dose-dependent manner. This phenomenon was not observed in lymphocytes from
normal subjects. Furthermore, TYB-2285 inhibited IL-4 production induced by Df antigen in asthmatic
patients’ lymphocytes. Taken, together, TYB-2285 could work as a weak immunosuppressant to modify
lymphocytes’ responses to allergen in patients with bronchial asthma. These data underscore the potential
benefit for the patients with bronchial asthma.
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