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ȝůă Efficacy and safety of bilastine in Japanese patients with perennial allergic rhinitis: A multicenter, 
randomized, double-blind, placebo-controlled, parallel-group phase III study.Allergol Int. 2017; 66:97-105. 
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ȝůăɦEfficacy and safety of bilastine in Japanese patients with perennial allergic 
rhinitis: A multicenter, randomized, double-blind, placebo-controlled, parallel-group 
phase III study 
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P.98ɢĻ¢ɣe%This is the first study to assess the efficacy and safety 
of once daily bilastine 20 mg versus (vs.) a placebo in Japanese patients 
with PAR. In addition, the efficacy of bilastine was subsequently 
compared to that of fexofenadine in a reference group of patients.CeȾ
Ø 
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P.99(Ļ¦) Efficacy assessmentse%The primary efficacy endpoint was 
the mean change in TNSS from baseline atWeek 2 (4 days: Days 
10e13). C²Ɋ-Y P.99(Ļ¢)e %and degree of patient satisfaction with 
treatment.CPC$ 
6.  ƿőeɀǀłeÛĭIįȉǅFűƞ#ĚƧC([-$ 
 
P.99(Ļ¢ )e% The sneezing, rhinorrhea or nasal congestion was 
evaluated using five-point scale according to the Japanese Guideline.C²
Ɋ-Y P.99(þ¡)e%The degree of satisfaction with the treatment was 
assessed during the last visit of the treatment period.CPC$ 

"Y  N  NA sn`ì4\B)[.#ɖǆI

ǷȈǀƲC([$ 

7.  Ȕɝɇĩŉe`c}h�eĢŸ.([ĝā#ĢŸÓıaƶƹeȏȭ. 
([-$ 

 

 Y  N "NA  

8.  EeX*dǆƎǀ½ŭ.ƛpY\<-eȏȭ.([-$ 
� �  

3#Ɖ×å#©ádȐĭ5<ļFEeŎȅFŭÄ#¥ÈɢƮÈɣƉĭ

d@)Beȏȭ^ĆR$ 
 
P.99(þ¦ɣe Statistical analysese 3Ȁǆ%A sample size of 678 patients 
(226 per group) was required to provide a statistical power of 90% at a 
two-sided level of significance of 5%, assuming a treatment difference of 
0.75 and a standard deviation (SD) of 2.45, based on a previous study.18 
Assuming that approximately 10% of the patients might withdraw from 
the study, the final sample size required was calculated to be 750 
patients (250 per group).CeȾØ 
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P.99(þ¢ɣe Statistical analyses e 1 Ȁǆ%For the primary efficacy 
endpoint, the superiority of bilastine 20 mg to placebo was analyzed 
using an analysis of covariance (ANCOVA) model including treatment 
as a factor with baseline and institution as a covariate.C²Ɋ-Y#Ɛ�
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P.99(þ¦)  Statistical analyses 
The efficacy analyses were performed for the full analysis set (FAS) of 
patients who were randomized to a treatment, received at least one dose 
of the study drug, completed the study without violating the patient 
inclusion and exclusion criteria protocol, and completed the diary 
assessment of the TNSS for at least 2 days in the study from Day 10e13 
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� � ǭɈļɦɥ0.35ɢ95%CIɦɥ0.65ɫɥ0.05ɣ#p=0.023 
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� � ��t�dĴ5B p<0.001#05rQI p<0.01 
�ɟƙe day1-36vs �diu�d�r�CżŔļ.@)B)[ 
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����`ǭe��s�b�-YeĢìɁe��t�aeǭɈļ 
� Day1-3� ɥ0.21ɢ95%CIɦɥ0.35ɫɥ0.07ɣ#p=0.004 
� Week1� ɥ0.15ɢ95%CIɦɥ0.30ɫɥ0.01ɣ#p=0.038 
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Day1-3� ɥ0.27ɢ95%CIɦɥ0.42ɫɥ0.13ɣ#p<0.001 
� Week1� ɥ0.33ɢ95%CIɦɥ0.47ɫɥ0.18ɣ#p<0.001 
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� Week2� ɥ0.18ɢ95%CIɦɥ0.33ɫɥ0.03ɣ#p=0.020 
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ɼ� ƧĞÙȏƧ|ÿȳƘÐŮƯȿMȾȬÍ:�țŭ�ȡȬșɄȏɪɶəɮ:ÔȴƟdȭȜȬȖȰȖþȱČ�ȣɅ�şȴ

ȕɅȐƵ

ɼ� ĸŧqĚȰ�ȮŎ�ĚȰ�ȳƏȖțł¤ȠɆȬȖȰȖþȱȿí�ȣɅ�şțȕɅȐƵ

 

ǀƸƵ ŖƲďBȶěŋĐ�ȱ�ȗȥȗēȱ|ȣɅÍ:�Ƶ

ĉųŃƵ ǙǁǄƵ

Ȏ£�iƲď�ŃɈ|ŴȮȡȦX+īȁƽȂĠŮƯƷƿƾƾǃǃƾǃƾŮƯʀƵ

ɼ	şŭ�ƪĝȭȕɅǎǡǵǆƻƿǂȳǝǜǜȳɬɽɘɶɌɻȚɃȳc<ƖȱȪȖȬȏɪɶəɮȱ|ȣɅÒ5ǀƾǬǧBȶƿƾǬǧȳ'

ź�țÙŬȠɆȦȐƵ

ɼ6àŭ�ƪĝȭȕɅĘ¹ɘɔɋɿļHɘɔɋȏĵ¹BȶŌďʀȏȚɁȼɘɔɋȏǚǘǕļHɘɔɋĬȱȪȖȬȿ¶R%Kț

ŰȾɃɆȦȐƵ

Ƶ

Ȏ£�iƲďBȶěŋĐ�ȱ�ȗȥȗē�ŃɈ|ŴȮȡȦX+ƧĞÙƧ|ÿŮƯƷƿƾƾǃǃƾǄƾŮƯʀƵ

ɼ£�iƲďȏöďɼěŋýȏēďBȶěŋȥȗēĒȳȖȤɆȳĐ�ŀȱșȖȬȿǝǜǜBȶȚɁȼɘɔɋȳ¶R%Kț

ŰȾɃɆȦȐƵ

Ƶ

��ɂɄȏiƲďBȶěŋĐ�ȱ�ȗȥȗēȱ|ȣɅÒ5ȳÍ:�ȴĤȠɆȬȖɅȮłȘɅȐƵ

ßÜƵ ǙǁǄƵ

ɼ£�iƲď�ŃɈ|ŴȮȡȦƿƾƾǃǃƾǃƾŮƯȱșȖȬȏɪɶəɮȱ|ȣɅÒ5ǀƾǬǧBȶƿƾǬǧȳ'ź�țÙŬȠɆȦȟ

Ȯȏ£�iƲďBȶěŋĐ�ȱ�ȗȥȗē�ŃɈ|ŴȮȡȦƿƾƾǃǃƾǄƾŮƯȱșȖȬȏȖȤɆȳĐ�ŀȭȿǝǜǜBȶȚɁ

ȼɘɔɋȳ¶R%KțŰȾɃɆȦȟȮĬȚɃȏiƲďBȶěŋĐ�ȱ�ȗȥȗēȱ|ȣɅÒ5ǀƾǬǧƿÀƿTȳÍ:�ȴ

Ð�ȭȜɅȮ2»ȡȦȐƵ

ó�¸ÊȱșȞɅũƂɿů�ĭ§țȕɆȵ­/ʀƵ

Ŏ�¦ľʄ£�ŖƲďɿX+īȁƽȂĠŮƯʀȏěŋĐ�ƷöďɼěŋýȏěŋȥȗēĒƸȱ�ȗȥȗēɿX+ƧĞÙƧ|ÿ

ŮƯʀȳķÔɈũƂƵ

�ŠƵ

ɼĉųŃȳ�ŠȮßÜȳŭ�ȴ�őȡȬȖɅȐƵ

ɼěŋĐ�ȱ�ȗȥȗēȳƐ�ȱȪȖȬȴƧĞÙƧ|ÿŮƯȳķÔȭȕɄȏɪɶəɮ:ÔɈ°ƟȭȜȬȖȰȖȟȮȚɃŭ

�ȴ¢ƕȱȰɅȸȜȧȐƵ

ɼƿƾǬǧȮǀƾǬǧȳGɘɔɋȱfȜȰ�ȴȰȖțȏȥȳþȱȪȖȬȴȏĉųŃȏßÜȮȿťBȡȬȖȰȖȐƵ

 

 ǀƼƵ r)�Ƶ

ĉųŃƵ ǙǁǄʑǂƾƵ

ȋr)�ȳ)�&Ƶ ǙǁǄʑǁǆƵ

ȎX+ǀŮƯ�HɟɽɜƵ

ɼÒ5ǀƾǬǧŀȳÍw�ŴȳĘąĄȴɪɶəɮŀȮÄɃȚȰ�ɈŰȾȤȏɩɍɐɛɩɍɢɗɻŀȮIħ�ȭȕȩȦȐƵ



ɼÍw�ŴȳĘąĄȴÒ5ǀƾǬǧŀȱæȸȬÒ5ƿƾǬǧŀȭưȚȩȦțȏÒ5ƿƾǬǧŀȭĘąȡȦÍw�ŴȳeȝȴGƿ�

ȭĘąȡȦȿȳȭȕɄȏĘąȡȦÍw�ŴȳĨƮȱfȜȰƏȖȴŰȾɃɆȰȚȩȦȐƵ

ȎïdǇŮƯ�HɟɽɜƵ

ɼÍw�ŴȳĘąĄȴȏÒ5ǀƾǬǧŀȮɪɶəɮŀȭÄɃȚȰ�ȴŰȾɃɆȰȚȩȦȐƵ

ɼÒ5ǀƾǬǧȱșȖȬ�áȱŐȩȦÍw�ŴȴƾƼǅƶƵ ƷǇƽƿƺǁǃǆ�ʀȏƕĲȰÍw�ŴȴƾƼƿƶƵ Ʒǀƽƿƺǁǃǆ�ʀȱŰȾȦțȏȟɆɃ

ȳĘąĄȴɪɶəɮŀȮÄɃȚȰ�ȴŰȾɃɆȤȏuŗ|ÿŀȮIħ�ȭȕȩȦȐƵ

Ȏä
ȏƕĲȰÍw�Ŵȏª��áȱŐȩȦÍw�ŴƵ

ɼX+dŎ�ŮƯɿX+ǅŮƯȏïdǁǀŮƯȏÒ5ª��ŧǂƺǃǅǁ�ʀȱșȖȬȏä
ȴŰȾɃɆȰȚȩȦȐƵ

ɼƕĲȰÍw�ŴȴȏX+ǅŮƯȭǂ�ȏïdǁǀŮƯȭȴÒ5ǀƾǬǧŀǇ�ȏÒ5ǀƾǬǧƹɗɸɝɋɚɲǄƾǬǧŀȱƿ�ȏÒ5

ƿƾǬǧŀȱǀ�ȱŰȾɃɆȦțȏȖȤɆȿÒ5ȮȳUÔƛ�ȴLsȠɆȦȐƵ

ɼ�áȱŐȩȦÍw�ŴȴȏX+ǅŮƯȭȴǃ�ȱŰȾɃɆȦȿȳȳȏȖȤɆȿƧƕĲȭȕȩȦȐïdŎ�ŮƯȭÒ5Ɉ

ª�ȡȦǁǂǂǃ�ȭȴǁǆ�ȭÒ5ȳª��áȱŐȩȦÍw�ŴțŰȾɃɆȦȐɿȟɆȱ|ȣɅɔɳɻɠȴŠ�ȦɃȰȖʀƵ

ȎƘÐª�ȳr)�Ƶ

ɼX+ƘÐª�ǀŮƯȱșȖȬȏGª�ÐƚȱșȞɅÍw�ŴȳĘąĄȱ�ȴŰȾɃɆȤȏÒ5ȳƿǀƈƚĺĻª�ȱɂ

ɄĘąĄțÄɃȚȱưȝȰɅÍw�ŴɀƊĘ�țĎɇɆɅÍw�ŴȴŰȾɃɆȰȚȩȦȐƵ

ɼǃǀƈƚĺĻª�Æȳr)�ɪɺɩɊɌɸɿƅ��ɋɹɸɑɽ�Ƴý�Ńȏ�ȶȱ£�iƲď�ŃBȶěŋĐ�ȱ�ȗ

ȥȗē�ŃʀȱȪȖȬȏª�ƿǀƈƚȻȭȳr)�ɪɺɩɊɌɸȮfȜȝčȰɅ%KȴŰȾɃɆȰȚȩȦȐƵ

ɼïdȭƅ��ɋɹɸɑɽ�Ƴý�ŃɈ|ŴȱȡȦƘÐª�ŮƯƷǌǓǕǋƿǃƾǁƽǛǋǙŮƯȏǀǆÀƚȳ�ƕĞÙȭª��ȏ

ƿǀɏÌƚȳƧĞÙȭª�ʀȱșȖȬȏƧĞÙÐƚȳÍw�ŴȳĘąĄȴǄǆƼǆƶƵ Ʒǁǃǁƽǃƿǁ�ʀȭȕɄȏǁƶ��ȳĘąțŰ

ȾɃɆȦÍw�ŴȴśǁƿȳȮșɄȭȕȩȦȐɿȟɆȱ|ȣɅɔɳɻɠȴŠ�ȦɃȰȖʀƵ

Ƶ

ȌĥĶĴơwɼĳĥơwƵ ǙǁǆʑǁǇƵ

ǈĥĶĴơwǊƵ

ɼX+ǀŮƯ�HɟɽɜȏïdǇŮƯ�HɟɽɜȱșȖȬȏÒ5ǀƾǬǧŀȳĥĶĴơwɿǜǘǍʀȳĘąĄȴɪɶəɮŀȏɩɍ

ɐɛɩɍɢɗɻŀȮIħ�ȭȕȩȦȐƵ

ɼƕĲȰ�ŴȴX+ǂŮƯ�HɟɽɜȭȴŰȾɃɆȰȚȩȦȐïdǇŮƯɟɽɜȭĔµɈƿ�ŰȾȦțȏ.ĿɈŚȗȟȮȰȝ

T�ȡȏÒ5ȮȳUÔƛ�ȴLsȠɆȦȐƵ

Ƶ

ǈĳĥơwǊƵ

ɼïdȭȳŞƆŵb�ȳŏĘ^Nȭĳĥƌ;�Ɖƿ�ȏȬɉȚɉƿ�țŰȾɃɆȬȖɅȐƵ

ɼX+ǂŮƯ�HɟɽɜȭȳĳĥơwɿǜǘǍʀĘąĄȴɋɸɔɽɸȱɂɅyƓƿ�ȭȏÒ5ȮȳUÔƛ�ȴLsȠɆȦȐƵ

ɼïdǇŮƯ�HɟɽɜȭȴÒ5ǀƾǬǧŀȭƾƼǆƶȏɪɶəɮŀƾƼǅƶȐƵ

Ƶ

ǈĳĥƌ;ßŇȏ�ÕĥĶĴȷȳ�ƩɿïdŎ�ŗĆŮƯʀǊƵ

ɼÒ5ǀƾǬǧBȶǂƾǬǧȳ?Tª�ȏǆÀƚC�ª�Æȳƌ;Ň8ȴɪɶəɮȮ�țŰȾɃɆȰȖȐƵ

ɼÒ5ǀƾǬǧBȶǂƾǬǧȭȳĳĥƌ;ßŇȳơwȳħ�ȴɪɶəɮȮIħ�ȐƵ

Ƶ

ȆĳĥɼĥĶĴƛƇ�ŴȱȪȖȬȏĘąĄȴɪɶəɮȮIħ�ȭȕɄȏȻȦeȝȳ�Ŵȴƀ�ȭȕɅȟȮȚɃȏŎ��Q

ƭȮȰɅɷɘɒȴĤPȠɆȬȖȰȖȮłȘɅȐƵ

Ƶ

ȍ�řįĴÍw�ŴƵ ǙǁǇƻǂƾƵ

ɼX+ǂŮƯ�Hɟɽɜȭȴ�ōơwɿǜǘǍʀȴŰȾɃɆȤȏřįơwɿǜǘǍʀțƿ�ɿȹȬɄʀȱŰȾɃɆȦȐɠɸɕɽɡɼɡɼ



ɯɋɻɠƽǚǝ�ƘȱƛƇȣɅ�ŴȴŰȾɃɆȰȚȩȦȐƵ

ɼïdǇŮƯ�Hɟɽɜȭȴɠɸɕɽɡɼɡɼɯɋɻɠƽǚǝ�ƘȱƛƇȣɅ�ŴȳȗȨȏ�ƤWǚǝ�ƘțÒ5ǀƾǬǧŀƾƼǀƶȏ

Ò5�HŀƾƼǀƶȏɪɶəɮŀƾƼǃƶȱŰȾɃɆȦțȏÒ5Ɉª�ȡȦǃ�ȴȖȤɆȿª��áȱŐɃȤȏÒ5ª�ŀȳſ�

ȴêėǁ�ȏ�cƿ�ȏ�Äƿ�ȭȕȩȦȐƵ

Ƶ

ǈ�v-0ÚǊƵ

ɼ�v-0ÚȱBȺȣÙŨɿïdŎ�ŗĆŮƯƵ ǌǓǕǋǂǃǇƻƾǇŮƯʀȳķÔȏÒ5ǀƾǬǧȏƿƾƾǬǧª��ȳȖȤɆȳŭ�Æ

þȱșȖȬȿ	şŭ�ƪĝȭȕɅǚǝǣǗǩȳɬɽɘɶɌɻȚɃȳc<ƖȱȪȖȬŎ�Ěȱ�ŁȳȕɅc;ȴŰȾɃɆȰȚ

ȩȦȐƵ

ɼX+Ŏ�ŮƯȱșȖȬǚǝǣǐƚƠȳuõ"țǂǆƾǬǱǥǣɈŹȘɅ�ŃȏɬɽɘɶɌɻȚɃȳc<ƖțǄƾǬǱǥǣɈŹȘɅ�Ń

ȴŰȾɃɆȰȚȩȦȐƵ

ɼïdƘÐª�ŮƯȱșȖȬÒ5ǀƾǬǧŀȭƕĲȰÍw�ŴȮȡȬǚǝƚƠ�ƘɿǃǁǂǬǱǥǣʀțƿ�ŰȾɃɆȦȿȳȳȏÒ5

ȮȳUÔƛ�ȴLsȠɆȦȐƵ

Ƶ

Ȇ�v-0Úȱ|ȡȬÒ5ț�ƩɈBȺȣFŇ�ȴĤȠɆȬșɃȤȏX+dŎ�ŮƯȱșȖȬɠɸɕɽɡɼɡɼɯɋɻɠ

ƽǚǝ�ƘȱƛƇȣɅ�ŴĬȳĘąĄȴɪɶəɮȮIħ�ȭȕȩȦȟȮȚɃȏĂåȳQƭȴĤPȠɆȬȖȰȖȮłȘɅȐƵ

Ƶ

ȋʑȍƵ

ȆÒ5ǀƾǬǧƿÀƿTª�ȳr)�Bȶ�x�ȴœkȮłȘɅțȏŎ�ŮƯBȶïdŞƆŵb�r)��^ȭ6�ĈȮ

2»ȠɆȦ�ŴȱȪȖȬȴÒƒȳó�¸ÊȱșȖȬȿí�SŸɈŚȗȮ*ȱȏŞƆŵb�ȿ�ȜĻȜí�ñȝ

ɴɣɜɷɻɓɈŚȗ
sȭȕɅȐƵ

ßÜƵ ǙǂƿƵ

¿¨Űȳ«ɧɘɜɱɻŗȮæƁȡȬȏÒ5ĂÍȳr)��ȳ¥�ȴĤPȠɆȬȖȰȖȐȦȧȡȏX+Ŏ�ŮƯȱș

ȞɅŭ��·ȴƞɃɆȬȖɅȟȮȚɃȏŞƆŵb�ŲÖĬȱșȖȬÒ5ȳr)�ȱȪȖȬ�ȜĻȜ�^DƢ

ȡȏ¼ȦȰ¥�țŰȾɃɆȦ_HȱȴƐ1ȱ�^³�ȣɅ�şțȕɅȮłȘɅȐƵ

ó�¸ÊȱșȞɅũƂƵ

ĳĥƌ;Ňȱ�Ʃȏ�ÕĴȷȳ�ƩȱƛȣɅũƂȴȕɅɿƿƾȏǀƾǬǧȭȴȏɪɶəɮȮ�ȴȰȖțȏǂƾǬǧȏǆƾǬǧȭȴɪɶə

ɮɂɄȿ�ƩțȕɅȐʀƼțȏ¢ƕª�ȏ�Ĉ�ȳí�ȱȴȰȖȐƵ

�řįĴȷBȺȣ�Ʃȳƪȱǚǝǣ�ƘȴȰȚȩȦÁȳũƂȴȕɅƵ

�ŠƵ

ɼĉųŃȳ�ŠȮßÜȳŭ�ȴȹȺ�őȡȬȖɅȐƵ

ɼȁĠȏȂĠŮƯȳ�HţÓȭȴȏ�ŃņÇțƞsȠɆȬȖɅþȴȏßÜȳ¯´ȳƅɄȭȕɄȏĉųŃȳśąȮȴčȰ

ɅȐƵ

ó�¸ÊȱȿũƂȴȰȖȦȾȏŞƆŵb�ŲÖȭģŰȡȬȖȝ�şțȕɅȐƵ

Ƶ

ǁƼƵ ưƴŃȱșȞɅr)�Ƶ

ĉųŃƵ ǙǂƿƻǂǀƵ

ɼX+ǂŮƯ�HɟɽɜȱșȖȬȏǄǃã��ȳÍw�ŴĘąĄțưȖ%KțŰȾɃɆȦțɿƿǆã��ǄǃãÑ÷ʄǁƿƼǃƶȏ

Ǆǃã��ʄǃƾƼƾƶʀȏƕĲȰÍw�Ŵȏ�áȱŐȩȦÍw�Ŵȏ6�ĈȳĘąɷɘɒț�ÃȣɅ%KȴŰȾɃɆȰȚȩȦȐƵ

ɼǀ���ȱĘąȡȦ±Ť�ěŋýȏƫĕȏ#� ȱȪȖȬȏư�ȳ�ŴȴŰȾɃɆȰȚȩȦȐƵ

ɼïdǇŮƯ�HɟɽɜȭȴǄǃã��ȮǄǃãÑ÷ȳ�ŃȭÍw�ŴĘąĄȱfȜȰƏȖȴŰȾɃɆȰȚȩȦȐƵ

ɼǄǃã��ȳ�ŃɈ|ŴȮȡȦïdŞƆŵb�Ŏ�ŮƯɿǐǋǏƻǌǓǕƻǀƾƿǀƻƾƿŮƯʀȱșȖȬȏÍw�ŴțÒ5ǀƾǬǧŀȱ

ǃƾƶŰȾɃɆȦȐƕĲȰÍw�Ŵɿǁƽƿǃƾ�ʀȱȪȖȬȏȖȤɆȿÒ5ȮȳUÔƛ�ȴLsȠɆȦȐƵ

Ƶ



ȆǄǃã��ȳ�ŃȴƞɃɆȬȖɅȿȳȳȏX+dŎ�ŮƯȳķÔȚɃưƴŃȱșȖȬÒ5ª�Æȳɷɘɒț�ÃȣɅ

FŇ�ȴŰȾɃɆȰȚȩȦȐȦȧȡȏ�ŒĚȱưƴŃȭȴćĆßŇț��ȡȬȖɅȟȮțeȝȏŉōȚɃȿ°ëȠ

ɆɅÒ5ȭȴř�ü�ț�ÃȣɅșȥɆțȕɅȦȾȏč�țŰȾɃɆȦ_HȱȴƐ1Ȱ.ĿɈŚȗɂȗȏí�

SŸȣɅ
sȭȕɅȐƵ

ßÜƵ ǙǂǀƵ

ɼąÆþȭưƴŃȱșȖȬÒ5ª�Æȳr)�ɷɘɒțưȻɅFŇ�ȴĤPȠɆȬȖȰȖȿȳȳȏª��·ȴƞɃɆȬ

ȖɅȟȮȏ�ŒȱŔƴŃɂɄȿưƴŃȭeȖȮ�sȠɆɅŉßŇơwɈÍȣɅ�Ńȭȴ$�ŜƯŃȮæƁȡȬÈ

ƥƖȳ�ÃțŰȾɃɆȬȖɅȟȮȚɃȏưƴŃȱșȞɅr)�ȱȪȖȬȏŞƆŵb�ŲÖĬȱșȖȬÉȱ�^Ɉ

DƢȣɅ�şțȕɅȮłȘɅȐƵ

ó�¸ÊȱșȞɅũƂƵ

ǃƼƵ ưƴŃȷȳª�Ƶ

�ŒĚȱưƴŃȭȴćĆßŇț��ȡȬȖɅȟȮțeȝȏŉōȚɃȿ°ëȠɆɅÒ5ȭȴř�ü�ț�ÃȣɅșȥ

ɆțȕɅȳȭȏč�țŰȾɃɆȦ_HȱȴƐ1Ȱ.ĿɈŚȗȟȮȐƵ

�ŠƵ

ɼĉųŃȳ�Šȴȑč�țŰȾɃɆȦ_HȱȴƐ1Ȱ.ĿɈŚȗɂȗí�SŸȒȳȼȭȕɅȳȱ|ȡȏßÜȴŞƆŵb�
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