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TEDTHZENHA L, ZOMREBEETIL, BHEERECAE LAICKIT 2208808 & i
LTHEY, w2 MIEEEMEIAHE SN D, EZ2OEREE LT, R LTE4 &~ 2 My
HEALIEIE CH B PGD2M 5349 90% b 32 Z & B3I THERR S v 7z, SR LTE4 mfE & < A M
FatEYE{bIZ, AERD OAREMZREARETHY ., ZOWMEICER L2 &id, AERDKEZDH O
% Omalizumab I3HE L TW D FREHEDRH 5,

#&5 © Omalizumab 1%, R LTE4 o~ 2 MERIIEE LIS &2/ LT, AERD B3 %R
BWERIEERT, 4%IT. ZOMRBHEFNG. AERD OFREMERIZOR2IT 720,

A. HIREM

L& - HAY . TTIZ Omalizumab (FT IgE #t
RER) X, ERSNnT4ENRBL BN TIX
8 FERRE) . BHAMED T LILX — Mg B RE T
DEFHERENILT 60%RE & HiE Sh T
%, 41X, AERD |Z Omalizumab 23307
LRBEZL L, E2EOHFEMENLOER
TH AERD TEMBIRS 5 & OREEZ T,
L7L AERD O <337 b —d L<IE
557 PE—MHRETHY REPRIELND
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DNRATH -7z, SEOFZTIE, AERD
IZH1F D Omalizumab OF M, ZhRFBIRR
W, BLOZOEFEHALNITE, IHIT
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ATREMEE b O TIRETT 5,

B. MIRAE
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2013



- Twenty-one severe AERD patients, who
were previously diagnosed by a systemic
aspirin provocation test, were enrolled

- All patients had one or more positive
skin test or

test

either
Igk

environmental allergens

results in a a

serum-specific for common
« The conventional dose and interval of
omalizumab treatment were used

After three

discontinued omalizumab treatment within

excluding patients  who

one year, data from 18 patients who
continued with the omalizumab treatment
for more than one year were analyzed

The primary reason for discontinuation of
omalizumab treatment in the three patients
was the high out-of-the-pocket therapy

expense,

(HEE~DOERE)

FRAAE PR B, () ESLIR oA
FEERRRIC 8T D M AT R EE ) D DT
THY .| BHOERITAOHBE CH D, FED
fEAEBIZRE B L S TR Y R+
B L7z, 728, WA A LML B S TORKE
HHTHD,

1

C. MIRKHER

Eighteen patients comprised 2 males and 16
females with the median age of 57.5 years,
and the median asthma onset age was 37.0
years. The median serum IgE level was 84.7
(interquartile range, 54.0-300.3) IU/ml.
Sixteen out of 18 patients (88.9%) had
received systemic corticosteroid therapy.
Thirteen out of 18 patients (72.2%) had
three or more exacerbations, and 5 out of 18
patients (27.8%) required at least one
to of

exacerbation during one year before the

admission hospital  because
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beginning of omalizumab treatment.

Table 1 shows the efficacy of one-year
omalizumab treatment for asthma. The
number of asthma exacerbation episodes per
year, the number of hospitalizations per year,
and daily systemic corticosteroid doses
significantly and markedly decreased after
one-year treatment with omalizumab. Table
2 shows the efficacy of omalizumab for
scale (VAS)

scores for asthma and nasal symptoms. The

improving visual analogue

scores of all items of VAS for asthma and
nasal symptoms significantly and markedly
decreased after one-year treatment with
omalizumab. Surprisingly, 11 out of the 18
(61.1%)

improvement in symptoms within a few

patients reported a  rapid
days to one week of initiating omalizumab
treatment. These rapid responders reported
the rapid improvement of chest tightness
and/or dyspnea on exertion. All eighteen
AERD patients reported an improvement in
symptoms within three months of treatment
initiation and wanted to continue the
omalizumab treatment (Fig.1). Recently,
Professor Maurer in Germany and his
colleagues have reported that some patients
with chronic idiopathic urticaria showed
very rapid improvement after omalizumab
We that  this

phenomenon of rapid improvement with

treatment. consider
omalizumab treatment in AERD patients
may be due to the same mechanisms such as
mast cell stabilization, as in patients with
chronic idiopathic urticaria.

However, one-year omalizumab treatment
did not improve pulmonary function in 18
AERD patients. Many previous studies also
showed minimal improvement of pulmonary

function after omalizumab treatment in



adult asthma despite accompanying clinical

improvements.
&1
Table1 The efficacy of one-year omalizumab treatment for
asthma
Before After P value
Exacerbations (no. per ong vear) 5.0 (2.0-8.0) 0@©@23) 0.001
Hospitalizations (no. perone year} 0(0-1.0} 0(0-0} 0.039
Systemic corticosteroids (mg/day)
YSISMICCOMCOSIBrolas maltay) ¢ b s081) 1.3 (040) 0.001
{Prednisolone equivalents)
Inhaled corticosteroid dose (ug/day)  550.0 (320.0-  380.0 (240.0— N
500.0) 800.0) hosz

(Fluticasone equivalents)

(Hayashi H. TaniguchiM. et al. in submission)

=2

Table2.
The efficacy of omalizumab for improving visual analogue
scale (VAS) scores for asthma and nasal symptoms

in 18 AERD patients
Before After P value
YVAS for asthma symptoms (cm}
Dyspnea 6.3 (3.4-8.6) 1.3(04-29) =0001
Wheezing 7.1(36-87) 1.3(0.5-2.1) =0.001
Cough 6.7(2.7-8.6) 1.3(0-2.3) =0.001
VAS for nasal symptoms{cm}
Nasal congestion 7.0(3.0-84} 1.1(0-3.6) =0.001
Anteriorrhinorrhea 58(3.0-9.1} 1.0 (0-2.73 =0.001
Loss of sense of smell 9.1(7.3-10.0) 38(1.1-8.0y <0001

(Hayashi H. TaniguchiM. et al. in submission)

] 1

Figl. Rapid improvementin subjective symptoms
within one week of initiating omalizumab treatment

Improvement rate (%)
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X2

Fig2. Urinary LTE4 and PGD2M before and after
omalizumab treatment for one year in AERD
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(Hayashi H. TaniguchiM. etsl. in submission)

Fig2. show the concentrations of urinary
LTE4 and PGD2M before
omalizumab treatment for one year in
AERD patients. The X axes of both figures
the of urinary
Almost all AERD patients

showed marked decreases in urinary LTE4

and after

indicate log  scale

concentrations.

and PGD2M concentrations after one year

treatment with omalizumab. However,
unfortunately, we did not study the time
course of change in the concentration of
these biomarkers; thus, I cannot discuss the
time course of the concentration of these
biomarkers after starting omalizumab
treatment. To the best of our knowledge, this
is the first study demonstrating that
omalizumab treatment significantly inhibits
either cysLT overproduction or mast cell

activation in AERD patients.

D. &R

AEH1H T AERD 12 Omalizumab 25250 L.
OFIER % 1 @R T 60% DRI TR
HZEWNHIA L, ZORRBHEF I, B
IR LAZ LACBT 2 RBB L EE L
TV, v MERREHECIH SHE S D,



EEOLFEE LT R LTE4 &~ A Bl
EMHALIEIECH % PGD2M 239 90% b k-
% Z LI THERR STz, R LTE4 &ifii &
< A bATEPE(GIE. AERD OARE KR EAR
WREETHY, TOWAEIZHED LI Z L3
AERD KEZ Db D% Omalizumab 1180 L
TWHATRENED & D,

[
E. %

Omalizumab 1%, JRY LTE4 Jlo~ 2 Ml
FRIEMEALAIE] 2 9 LT, AERD B ICRIZhMY
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EREEBRARWE GEBHEA)

NSAIDs :BEUEIZ & 115 NSAIDs ER{EFMERE & NSAIDs BERAE OICAITTORE

HIEEAEE A& R E F EVRBEBEERFRRERIEE X — B P —K

roE o E K & B ENDRBOEARRRREE T Lr -8 [EAT
B B K B ESWRESEEEEREERRIIZE Y o F — 2k BRERAAR =R
= H T & ENRBEEREIEURGERIE v X —REER G IR R
B A B N ENRBREEREERRE 7 vr S —ERsR BER
Kok & & ESRREEEEERRRE 7T Lre—8 ER

WREE

5 : NSAIDs @8 (BLT AERD) O#EENL, #iilA & 2ERE CHRARERLED 9.1%TH 0 (&
FaH) . AERD X HAABRAGmEIZB T & bRWEAEERFTH S5 (Fukutomi CEA2012), F7=
KEEABZIZ EH 5 AERD OFA1X 29% & mETH Y, £EKXFEIELFFE 200 #1T NSAIDs 2
FEHANERTH 26008 9% Th o7z (&F 17 fEskalaE 1 ERFEEMZ) E1) RS,

Z DX 512 NSAIDs RHEIZ, ERRFH, ERERFEPILICHED TEERFRRE TH L0, RKE
EEHFE (B, BB, BEAEREED) TO NSAIDs 8. BBEENBOET, B
HLELNTWRVORBIRTH 5,

Y : NSAIDs RAFEH, SRR GOERBEREL., BERZHALNIT S,

FiE I E SRR RUR R I @B 0 AERD B3 ICBWT, BE O NSAIDs A
TR & (EEMER D) OBEAEZIE L, ZOHEELENEEZHLNICT 5,

R BEEAORRTENOE, TALY VR U7 LLF— L OBMCEFAN 24% T > TR
ZTHY., FABREEL T, BRATLESRAIYL 16%H -7z, T BERENEIICEL
LTz Z 812 XY, NSAIDs @BEEEHER LB LML 1 6 %boT, —F. EEREAOR
Rt 20 FlRER 4L, BERAVEL 6 . B &R 561, AR 3F. R 261, SEHIEIC X 2324k 4 T
Hotz, TNHOEFRBOMBEIL, FHEN IR @EIRX) ThL., 2oftl, #4897 NSAIDs i
BUE~DRBMEN S EI T,

2L bR AR T, NSAIDs AEHOEREN, BREA., EEMTRERZIERTH D Z &3
B L7z, 2 O2BEMIH SR ESHMRF L. NSAIDs fAGHEHAY v ERICE I 72 5 R 2 D LE
BH b,

A. HIEBE® FEME) E1) ERH).

& NSAIDs @88 (LLF AERD) 08 Z 0O X 512 NSAIDs REIL, EERFH,
X, M E 2EFE CRARERED 9.1%  EEFEWL B CEERFEREETH D
THY (T, AERD IZHARARAMEIL 2, REEERE Rk, BF, BEAERY
B RLEONEALAT CHD (Fukutomi  &®) TO NSAIDs f&fFH, BEENEIE
CEA 2012), FHREIEARIZEDS AERD T\ BADZMR LML TV 2RV ORFIRTH
DEIRIE 29% L BETH Y, EEXEER2H 5,

FHZE 200 41T NSAIDs idfEABNRRETH - 7= B9 :NSAIDs A H AR 5 D EREL
BIR 9% CTh o7z (&E 17 MR & 1 4H MRESZ AL MNIZT 5,

E_MEII

L.
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3 C AT [E] 3797 e 4 A FR AR U e L e R oD
AERD B#FIZB\\ T, %D NSAIDs i A
[E CfIl] &Rk (ERRERR A D) DOBEE%
BER L, ZOHEENEEHLNTT D,

(fREmEmA~DERE)

FAEIL, RN TR EEN S OMETH
V| B OERITA O TH L, MAEDOMEA
HEHIIRE B L SN TR Y  RH#EIC T8 L
Too 7033, AN R IEE ST BeAs A R AR UR
FrfaE B S TORRELTH D,

1 FABOARMEABRHTS
NSAIDs:BBDF| & ENSAIDSICEYEUT-48E
B o e SRS 2 1 THER (<451 HR=IETTZE-

AilrerE (14EfE) Bf%2
(n=196)

SR

%2

2. NSAIDsIRfE RIRSOERERETHESR
—AERDBESSHRE ST T ah S NSAIDESFE AL BH—

BULT LIV — B8R 6 (24%) 2 (10%)
TAREVIZUNA —13E 8% 6 (24%) 3(15%)
PURLISHN 32 & 34A8 4(16%) 3(15%)
HEAEEL T 6 (20%) 0
OREENEA T DERED

NSADDsEHEH5 T AR 4(16%) 0
IoMUER ¢} 5 (20%)
BIPTE RS ONI TRERETE) 7 (35%)
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