2016 4 LA D o— 2 BHE 4, 5 RS S

BA4A HEF - 2017 4 8 J 20 H (H). 9 24 B (H) 13:10~16:20

GHT © 2 U — s — Ui

WG BT AF Ly (BT ) THE 20mg)

TR RRETE R

ERmEA A Ca—T 4 —h (BT T8 20mg A >4 Ea—74—2A 2017 4 4 AT (B 3R)
FaWmEE (BT 78 20mg BEREE F 2848 A 30 H)

i 4 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.

PK BH# S+ —F

EEREL . ES/TEHE 20mg
sHEEH:
DAVHBE21—T+—L 2017 F 4 AHRET(E 3 R) . OBEREE(FRL 28 F 8 A30H). OHBFLEHME

[PK /35 A—%4]
0 BEAENRLELTEBRTOREEFRSLET 2. B LEENICELET—2FEKRLETS
® [KE(X 60kg, ARMEIEIX 1.6 mM* ZAZEMELL T, /kg. /M DINSGA—REITIEREICL TERZEDS

NS A—A4 & RHIR
F 0.6 @ P44
Ae (%) 66 @ ERIKICBEI HHLIEEFE P35
CLtot(mL/min) 202 @ ERFRICEIY HEIEETEE P35

AUC = 823.15 ng*hr/mL (Dose = 10 mg)

CLtot = D/AUCO-c0 = 10X 10° /( 823.15% 60 ) = 202 (mL/min) = 12.12 (L/hr)
(%)

QERIRIZBIJ 2 IEETM P35

10mg 88ARMIZ 5 CLr:8.27 = 2.44(L/hr) =138(mL/min)

CLtot: 138/0.66=209 (mL/min)

Vvd(L) 209 P.40
T1/2=11.95hr &Y Kel=0.058(hr™")
Vd 8 =CLtot/Kel=12.12(L/hr)/0.058(hr ') =209(L)

fuB 0.14 @ P44

ESXF2Din vitroE IR ERAFEEE(F02-1 ueg/mLOREEHE THM
87.0390.04%, % 1%£84.22~86.00%THY . iEEKFMLLEE THI T,
B4 T H{E=(87.03 + 90.04)/2=88.53%

T DT {E=(84.22 + 86.00)/2=85.11%

BrOFHEZER,
(88.53 + 85.11)/2=86.82%

@P10
ErOMEEIZHITHMBEEOESREARE21 ug/mLOREFHFT84.2~
90.0%

B/P - T—A1L




CEZ=SnabD

INGA—=H* FHEE * * HAE 78
Ae 66% 30-70% Z-FREaR
vd Vdf ©<209/0.5=418L tEEART tEERT
EH’ B/P=05&LTEHE
CLy = CLtot - CLg = 202-133 = 69mL/min e
EH’ <69/0.5/1600 = 0.086 <03 HXREMRFE
(HRE)1 - F=04>EH THYRMBAHL,
ER’ B/P=05&LTEHE
ClLg =202 % 0.66 = 133mL/min <03 HERBEIKRER
ER’ <133/0.5/1200 = 0.22
fuB 0.14 <0.2 ERESKRER

* :B/P. HLLIE B/P=05 THIEZTo-BEXE/NTA—RIZ[" 12D+ TEH

* ok FNTA—ADFEFEEREORLEVMENEHTESHETREZ

—~

172

(FEESEEHESR)

E)NEDOEEICODNTIIERTHY. BAREIC/NSA—FENETHLD TR,

(BINSA—FDRERF]

NS A—4H REEHF INTA—4 RERF
Vd BFEART Vdf EERTE
ClLtot fuB+(CLintH + CLintR) ClLtotf CLintH + CLintR
@ ClLpo fuB-(CLintH + CLintR)/Fa % CLpof (CLintH + CLintR)/Fa
i% AUC D/ {fuB-(CLintH + CLintR)} ﬂz AUCf D/(CLintH + CLintR)
E =
AUCpo Fa-D/{fuB-(CLintH + CLintR)} E AUCpof Fa-D/(CLintH + CLintR)
Cpssave (D/t)/ {fuB+ (CLintH + CLintR)} Cpssavef (D/ Tt )/ (CLintH + CLintR)
Cpssavepo |(Fa*D/ v )/ {fuB+ (CLintH + Cpssavepof | (Fa*D/ )/ (CLintH + CLintR)
CLintR)}
t1/2 FE A A] t1/2 HERA




(BNFGA—FDEFHRFIZLEHEIL]
* REAFISCTEHERFOERIEDARITDONTIFEZ T E

EFHRFOEE* (Elkxl.1.oTEHR)
INTA—4 ClintX | fuB T <ClintX
fuB 1 fuB 1 >ClintX |
l l
vd BHEART A HEAT FE AT

g | Cltot 1 | | 1

i#® | Clpo 1 | l 1

: 4 AUC l 1 1 l
AUCpo | 1 1 l
Cpssave l 1 1 l
Cpssavepo l 1 1 l
T1/2 BHEART 1 HEAT FE AT

EFBHRFOEE* (Ekxl.1.oTEHR)
NSA—% ClintX | fuB T <ClintX
fuB 1 fuB 1 >ClintX |
l l

e | Vdf BHEART A HEAT FE AT

% CLtotf & | | l

# | CLpof & l l !

;E AUCf o 1 1 1
AUCpof & T 1 1
Cpssavef < ) 1 1
Cpssavepof < ) 1 1
T1/2 BHEART 1 HEAT FE AT

(EMEREDIT57]

MfuB D ER

Vd DRERFERHETELGN D, kel DEALATHATHY ., EHELRT STEERTELL,

@cCLinH DIETF

InCp

InCpf




(BFR=E]

BERkE T = 24hr
kel= CL/Vd or T1/2 DiEZFEHRALTEE

@ P40

20mg A OKRERD T1/2 %FEH

R OZEREEZEORSFOEMRERI/NTXA -2

58 Crax |tmax| AUCo: | AUChie| tiz | VA/F | CL/F | Ae | CLr
e (ng/mL) | (br) | (ngrhe/ml) | (agrhe/ml) | () | @) | Wmo) | 90 | (wmo)
Pt | 15313 | 14 | 7076 | 6811 |1386|30244 | 1505 |448 637
10* | sD | 5247]05| 1633 | 1106 | 948]20169| 273 [121 171
n | 9 |9 9 6 6 | 6 6 |9 9
it | 27487 | 14 | 13662 | 13725 |11.95|286.08 | 1623 |[47.3 | 7.16
20 | SD [10994[06 | 4452 | 4441 | 905]24324| 631 | 98] 1.08
n | 9 |9 9 9 9 | 9 9 |9 9
it [ 75601 | 11| 35174 | 34348 129031164 | 1572 519 762
50* | SD |28006|04 | 9213 | 9227 | 824|23279| 501 |106 162
n | 9 |9 9 8 8 | 8 8 |9 9

Ae : G RTIRERGETORPFERH

X1 AH|DOERBINI - AR @ RAICIZEFAF L TR 20megz 1H 1A 2E
MR 3R 5950 | ThH Ao

(FHifE)

T=n"T1/2 &Y n=24/11.95=2.00

ERE#H=1/{1-0/2"=13

@ P41

RN BB A A 20mez 1 H1 A 14H B OERE 3% 5-L7- L&D M i JE DOHER
= F IR L,

%5 1HHL14HEBOE I AF Mg E R ROHER L /R L7235 1HH (0~24 K
M) DAUC(AUCo24)1439.4ng-hr/mLE14HHE (312~336F ) @ AUC (AUCa:2:336)
1550.9ng-hr/mLIZFE R EDE THY), KA GIZ L EMB LU R B EDO LB L2
EEzZHLNTz,
T ARG WG HOLR S RHILIZIZEREDORELRLIZEDPLETIATF VY DE
WEGREILTHE (168K M) T TIIXE W IREBIZEL TWAEEZ LNz,

(RAE]

1550.9(ng*hr/mL)/1439.4(ng-hr/mL) =1.077

SHEHLERETEOPEELNHLSELEZONDID . BEIET—HL TS,

[ 5 &K BB B = B Fel )
EEIREETERR=(4—5) X T1/2=47.8~59.7hr
=7 BEZETICERIREITELTOARELSATIEF—HLTLS,

BEHUHETIE 3 BURIZIIEFREICEEL TSI LITESN ET—ETIIERLE

;‘:_gliqzﬁﬂ—cﬁéo

EIRERERRE D



(FEOL{ICHSENHREDEL]

<HFHEEETEETOENEIE>

<@®P42 &Y >

FHaeEE R EE M RELEEBRARIEIEANELICERLTVAEL, ESRFUERIRNRESLI-EE O R HE
B 66%) THACENL. EFRFUDFIITIVRERATEEIITIVAD 34%THD, FENECHEELLT-G
BERELTL. EHVVT7IVADETIE 34%THY . EEBEREETHREDEFVITIVRLABRELHEESH
1=

<ETAEAMLHRAINSIFHEZLICIECI=BNTA—FDELE>

58 Fr#eEICIECT-ZELE HAZSHBZEIL

_ _ REETF BE/ER | hEE/E | BE/ER Iot.e
T—AaNRH L0 THRE

ALty

3]
Vd or Vd/F - — — — =
CLtot or CLtot/F fuB (CLintH+CLintR) /Fa — - — =
CLH or CLH/F fuB-CLintH/Fa — — — =
AUC Fa*D/{fuB-(CLintH+ =

CLintR) }

T1/2 - — — — =
fuB binding—sensitive - — - =

<FFHEEICISCERET —20EENSHRSNIEHRFOLRL(] . T, o THFHH >

EHH BEET hEEET EEET

fuB - - -

ClintH - - -

Q J— J— J—

fuB/CLintH - - -

fuB/Q - - -

IF p42 FFiREREEREL RN RELIBERAEREIERN EBICERLTULEL,
ESRAFUERBIRNESLI-LEDRPHMEN 66%THAIEN . ESRAFUDFIVTIVRIEEFIITIVAD
3% THD, FHEEN L CHALIHEEZRELTH. 25 VU7V ADETIL 34%THY . EEBHAEETHERED
EHV)TIVALREBELHEESNT,

<AMIXETORFHEEZILEORAERAHICOLT>

AT XEICHESICRY 28T RL

<EZ>

IFDEEHBYIC CLH AMETLIZIZE (RATCLH =0 ELT-I5E) . BB R EE TD AUCpof DELEIL,

AUCpof’ /AUCpof= (CLintH+CLintR) /(0+CLintR) = 1/(1-0.34) =15 &L ESN S, (FFEERC Fa, CLintR DZEE)
NEWERELEZESR)

EEBHERTHEHREDEFVITIVRLRARBELHETEINTLH DD, Cliotf LEEBHEE TRHEREE LR
SIENEEZLND,

AUCpo DEALEMNRART 15 BETHAZENBRKMICEDEE. REITHINTHATHLIN . KEAED 2 FOXRA
40mg TIXDAKREDO THMFHME GNE. FE., BY FR. ERREB) DETHEHOA TSI EN S (BERSE
p25), PR AR ROBEAFIEETIDEENHINBLALL, WTHIZLTHLRBEERLTLVEWIEMSH
BOFEELLGVD FETIEIRRET INELEZD,




<BHBETEBCETL2EVEE>

6.2.2.2 WHIREREEHBE (CTDS5.3.33.2: BILA280S/RI R (4015 EE401A))
BERERA R OV B RE R & R & % & b L 7o PR BRI Z 35\ T A 20 mg 2B O -

Sh., AAOEHBHMRICT 2 BHREOKESRH SN, KYBE/ 5 A-F1IK 13 OLBYTH

. WHERERE O BAEEAEHVIZY CLIMET L2Z 225, BRIEOETIC X Y AR ORBHEI L

BLZT5 LM ST,

£ 13 WHRIERSHERE AR 20mg Y HEENRSE L L 2OEPBHB T A—¥

i Cuax_(ng/mL) AUCq. (ng*h/mL) [ ) tin (h) CLr _(I/h)
E#® (6 #1) 144.0£57.8 732.8+260 1.5% 9.26+2.79 8.72+221
EEE (6 61) 172.1%£45.0 946.9+148 1.59 15.1£7.66 6.94+0.80
PEHE (6 #) 271.1%+304 1378.6+264 225 10.5+2.34 5.49+2.08
EE (6 6)) 228.8+81.8 1654.6+664.8 1.5% 184+11.4 4.03%+3.76
TRl R E

a) PRl

b) EH : AIRESBRE : >80 mL/min/1.73m?, B : AIRESBE : S0~30mL/min/1.73m?, PHHE : KRESBE : 30~<50
mU/min/1.73m?, HEE : RERES @R : <30 mL/min/1.73m?

<ET—ahoH#AISNDBEHEEE

RIS CI=&NFGA—EDEILE>

HRAShBE
EE BHETICHELTEE I
5 — a5 5E0TE RERF
7 ) BE/ER | hBE/E | BE/EE | (L.1.0)
: %
Vd or Vd/F - - - - -
CLtot or CLtot/F | fuB(CLintH+CLintR) /Fa 0.77 0.53 0.44 l
CLR or CLR/F fuB*CLintR/Fa 0.80 0.63 0.46 !
AUC Fa * D/ { fuB * ( CLintH + 1
1.29 1.88 2.26
CLintR) }
T1/2 - 1.63 1.13 1.99 -
fuB Binding—sensitive - - - 1
< BHREZEIZIELC=ZEh 5 fuB DEILZEFT >
B FHEZE
HH BEET PEEET EEET
. : . (. 1.e)
(50-80ml/min) | (30-50mI/min) | (10-30mI/min)
ODOGFRET =X (F191E)
GFR. CLor=100ml/min ZIE & &R E 0.65 0.40 0.20 o
@38 CLR Z k=&
=38 CLR/EHE % CLR 080 063 046 !
®fuB FRIZHE (/D)
CLintRocCler &R 5E 123 1-58 232 f
< BHBEIZISCT-F#EEDNZLD T >
HH = e FAIZE
BEEET FEEET EEERT (l.1.e)
D (CLH+CLR) /% BIIE® CLtot
CLR: B2 BHEETHET—4 (CLH+115.7)
2B E CLtot=IF & CLR/Ac /920 (CLH+91.5) /220 (CLH+67.2) /220 —
=145/0.66=220mL/min
QB R 1LB D AUC TILE 1.29 1.88 2.26 )
(&8 AUC/ZBIIEE AUC)
Q#tTE CLH
(D=1/@&Y CLH EH# ) 54.8 25.5 30.1 l




<AHXETOBEHREXRLEORERAHICOVTOLEHE >
BERS DEFEEXFEEOEHEESEE [(FAFOMEPRENLFITIETNLH D]
BEDELHTEN

<EBR>

CLR MEALIL, B FE 0.80 &, F%EE 0.63 5. EE 0.46 {5 THAHN . CLR=fuB-CLintR THY . binding-sensitive TdH5
=8, BHEEDETICHEL. fuB LR OAEEMELH .

CLintR=Clcr ELTHE L= fuB TIE EF{EM. CLintR DELEZEHIT HEBEET 065 . PEETO03M4BF.EET
0.20 f&&%Y ., AUCpof (X EF T BEEZDND,

EERFOENI)T7S2A(CLH) [ 74.8mL/min THY . EMEEETITELTCLHBETLTLS, BRERIE T IS4,
fuB [T ERLTWAEEZONDT=8, CLintH [FESITIETFLTWSEZEZOND,

N, AUCpo MZEAL(E fuB M LR TE/NHESN TS AIEEELELY,

CLR & CLintR Mo ¥EELT= fuB ZFLNT AUCpof 2B HT AL BBET 159 5. FEET 297 8. EET5.24 f&L%5
LAREMEAHY . TR HEEMERADREBLITA TR,

LEAS hEEBRECIRE. EEBTEECEFERALGVANEELNEER S,

F-. B E. BHEETHLRE T BETELLIICEREL H o TELLD TIFELD,

(5%) BEEMEE 2.7.2 BRKEERER 027
BH#EETICHEL. fJuB DEFENREOHOND,

v5 )7 2.7.2 FRREEFRER
27221411 BEEBREXNIBTHEETHEREICS THA2ESAF 0 in viro MIEEH
wax (oo zm)
Plasma Protein Binding (%)
Concentration
Renal Impairment Group
(ng/mL) Healthy
Mild Moderate Severe
50 93.50" 88.94+3.47" | 80.86+9.37” | 87.40+5.42”
100 93.09+1.84” | 88.98+6.75" | 80.05+6.817 90.25"
500 90.64+2.04 | 91.11+3.97Y | 84.90+4.98" | 82.46+6.74"
1000 90.09+2.90” | 90.33+2.91Y | 85.79+1.13Y 88.05"

SEEHE (n=2 DHEA) T EHE AN FEAE TR L.

1) :n=2, 2):n=5, 3):n=6, 4):n=4, 5):n=3
# 5.3.2.1.1 1 R o019 Table 10~13 X v Hike




SCRRAFAT > — b

i X4 : Efficacy and safety of bilastine in Japanese patients with perennial allergic

rhinitis: A multicenter, randomized, double-blind, placebo-controlled, parallel-group

phase III study

(AR O RIS E L G2 20 OFBICESSREFHMEZHE L T EEW,)
N, NA & 72 2IH A BEER R ORF R TH S

HH G R RS - FEAMERA -
SeF AR
Introduction
1. WA EHL D 5D, Y ON ONA

WD FATER DI ANBLE AN S TWHORN D,
SIFHENTZ OB, BIATTOMIOER ESIHNFICEAET D
D07 E D ER

P.98 (/£F) @ TIThis 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.| D#f

ﬁj\

Introduction DR A

T XY T 2 F PO BAENARAME, {(IFP.17.121% TAM : A& 20mg O 77 BRIk 2EHNEORKRGE. (77 BRITH
THEMIEPER TEZEE) AA 20mg OFIMERB L OREMEO 7 =%V 7 =7 VU EEEE (60mgl B 2 [0]) & O LERTT
LEHEHH D)

Method
2. RBRTVA ORI DD, 0 FTFhEET, AY ON ONA | P.98(H L)
(%) Study design

FURMME, AT ETNT TR, XTNEI—=RXT L, T
0 AL —N— HE, Wi, BEHET 7B RIE, EHETMH
(activercontrolled) , MEALE SRR, £ HEsx

3. BIMNFOWKILEIZOWT, HAANIEEE (inclusion criteria) R4 | AY ON ONA | P.98(F )
JLUE (exclusion criteria) DFEL#E 2N H 5 D, Patients O #84y

BRAMEHE XY D, X2 OBRIMIAERITHER b O,

4 HBUTIEL B2 KD Ak A R RO (GRRS 7 E R =) Ieon | @Y ON ONA | Pesth )
O D B Ao, Patients D45y

L, HE, AL, 7T 8RE, a0 77347 AR, OFHE, &
HEOMEFZ, ETRIRNAR EERXTWDE 0, HIEIIDR 22259 2T
@A, wash-out M 1@ 82>, 7 — & OULE K ORIE HIEZSWT
EARTVNB 2

BIFEE © () AL, BER. B . BUBEE. MIEFEOEOH
F— S (BRI X RBR - - - F—ZUUED Y A 27 HRRRER
TH— B

5. FHANCHFE SINHMEICERINETE (BIKH) FHMEEE (primary 4y N OONA
endpoint, secondary endpoints) (Z- 2OV CEREA H B >

R F TR B B 2 SR T D 7 DICE ) L B 2 B D,




P.99(%= #1) Efficacy assessments ¢ [The primary efficacy endpoint was
the mean change in TNSS from baseline atWeek 2 (4 days: Days
10e13). | LABEM S P.99(/E F)® Tand degree of patient satisfaction with
treatment.| ¥ T,

6. KEBOBEIEEDOHEIIHEBILTTiE KETH DD, @PY ON ONA | 2a7{bkanTnah 23, AT
HRIERTH D,
P.99(7/ F)® [The sneezing, rhinorrhea or nasal congestion was
evaluated using five-point scale according to the Japanese Guideline.| LA
B2y P.99CE E) [The degree of satisfaction with the treatment was
assessed during the last visit of the treatment period.| ¥ T,
7. RERBEBZOT U NI LAOEERD DA EEAK & BB OTTEN OY ON ¥UNA
oRARIER
8. DX I T EESEFIE DD BT D DTN & 5 2>, AY ON ONA
o, BRHD, FANCRE L2277 EOLEREM, m i) BiE
IZoOWTORHEETe,
P.99(f 1) @ Statistical analyses @ 3 1T H [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).] DHESY
9. FANIHE LILAEILOWT, ZORMOTENH D0, oz OY @N ONA | 0.76 AA v hodENREDL
HRIICER R & D b DD, SVOERNH B DR,
F720.75 AA N ORHLF ?
Hat EHESNDIEBRENBRLELOBROH 2L —KTHL91
7 Fa— BB THENTND ZENREE LU, BEFHT T KA P THDY
#1 10%FEE Do 2
10. ST T DTG TIREEC O TORHL H D 1, OY ON @NA
11. 774 2 FIZOWTOFREEMEH 50 (BFE, SAAE, 77 M 25H0#E., | 4Y ON ONA | double-blind & 7t d v
F—HENE), T T4 ROFTiEEE T, Supplementary Table 1 (2
KN DT Z v NI
P.98 (f5#) Study design
A non-deterministic
minimization method with a
stochastic-biased coin
(ERITHY Db 5 =
A &AW IERE G
S/ MERR)
12, F2 - BIRNT U b 2 OB BEEIZH W DN #HEH AR FEORE | Y ON ONA | ANCOVA IETH 2 B3RO
WD, WY TFENER I TN DD, FHIE T 2 ARSCRLHk 722 L,
P.99(/ F) @ Statistical analyses ® 1 1TH [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.] PIEN D, &<
—2 (P.100) ® 21THE T,
13. HafEitH L MmoEHR CEAOMIEE R E) ORE®H 570, AY ON ONA | P10 A T ) D

HafeitH oRR oL EE e,

Gt L FIEBRORWATEE R LT A L. T — 2 iR
HFIERRORNENTI ZEREE LY,

Acknowledgments D43 IZF0

i

Method D[RS A

I8 EEARNE, TH L LT —Z X7,

cEHEREOT—Z T,

CBFEEEXGIZ LTS, REBIMIE 2 B TRV O,
c0.75 KA 2 FOEENEDL HVOERNH B DM T,

CXEPBIE T XY T 2 F PO BAE DR, MBI RMES S H DO TRV,




<IFP.17 &Y THH : AH 20mg D7 7 v HRITH T 2EEMEORGE, (77 B RISHT 2@ HER TS 256) AH 20mg

DEIMEB L OLEMED T 2% Y 7 =)V U EERE (60mgl A 2[]) & okl

B ERE D D ARSI R A L,

Results
14. HEHIZHONWT, T X MBS SN AL BERSWREE5T | Y ON ONA | P100 Fig.2
TNE, EET U NI AOFITICHO BT A ORI N D D h, Study population
7ua—F v — FDOXREETe
15. HHEZHONT, HBRICEE Lo Rt £ TIRIREK T LAan->7223 | ¥Y ON ONA | P100 Fig.2
& WEE) RBHARREENEBE L L HICREINTWD D, Study population
D NIRRT E L HT-2 Db D TRV, Supplementary Table2
7 BRI L X EBR O b 0 L | BIERIC & 2B hEERR SRS - BETEE, AOIERRATR 5200 D
BRMTHRCEBOH 2 60 L ORB, & CHRERE LK LI 8E o BROM ST O & b &
B, B e E DS HEEER] TR U2, SR ENICRANCEI D A bz N T v TORET 10% AWM TH Y | FFE
Z MR STV B D OFER, BB OEEIE 15%A0, HiH P L B2 LMD
I3 10% A 25 5 72 i PH + Supplementary Table2 @
FAS oBEERLY, AEE
ORDHNHHEBE T2
R TT AT RT3 RE
TR
16. ZIN#E OZEMM LB 2 R ET 2 A ORER S 5 h, AY ON ONA | P98 Method
Study design 3 1T H
< 20149 A~201541 A
= B O 2RI R
WS, EFEHIE 4 2 A0 D5
WIXEWEHEEIND,
P98 Method
Study design 2 7% 5-6 1T H
T Fn—7 v T KRITRERK
T#% 47T HTITH
>Figl LV 7x+u—T7Tv7F
TEHOTHREBHM L B
17 RBRBHET LIC BT, EREHIELZSEICIITo R EHAORMK | BY ON ONA | ER &Y REBRK TIE 2015 4 1
M B 7, A
18. HEEDR—A T A TR 5 A D #EE(demographic) DL’ & % Y ON ONA | Supplementary Table2
D BERAE S A R T E 2 G, ECIEA 15 Rk
+ Supplementary Table2 @
WRIERtBEER, RO, ZORRITEORBEREZL TND 0, FAS oEN L. ¥E%
FRIIE D, EEANS A LAHBRICEEEE XD LD TRV, 525 ko RhERNHHER
AN
< 7 LR —MEBRIER O FHAE
FEASHECIE THRSSEE | 78 6 (2L
EEEHTERY ., TEE] 1352
B THRIE | 1300 18, TRcEE )
Wk, THEER ) 1 X7e L
< FEIPMIEE O TNSS
(kK 15 /5) DOFEHA a7
7HE
19. FE - REMOEMATICI T HMTHERE (Of L2580 oy | ¥4Y ON ONA | P100 Fig.2
H DM, 5 FAS
Z4eM . SP

ITT. FAS. PPS 72 Sl 22 TR 2RI S T2 0,

P.99(# 1) 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




20. EE-BIRT Y RRA 2 FOZRENIZOWNT, FREOFER LN AIZE
DR-U 27 (AN — R BEHEEEE & IR SN TV D0,
R (Rfi) T oK. RS (LY, WUSNE) bED
FHLTNBD,

<EEFMEE + TNSS BEE RFHHEE >
TNSS (BFEROZIER A 2T OEE) 0~15 A
O&t---0~4 K

@< L HHIE-0~4 A

@&MH---0~4 K

@ENE D PR 0~3 &
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