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1) o] oF = o] oo FAAL tef ek 5 12 ¥Hol Sle &

2) HIZ AY, g4 AE, v, vl A5HA F& Fa4d, Ao et

3) HZol M9 dFras WAAY v AB e 7 A, WTAA G A B Fl 9]
A AHIEEIZ2H O =R FAAF WEAE At o dA= Aw7E 2 Wt
A AAE ZEEILHEOERE A E & EH)

2. U A= AFs T A

1) sWd 2 B Al dst AU W 71 s s/ e Bl BYel e 8

2) 71€ 29 3t 7heA; A, A, Hloldl s e VIAS 24 B ¢ 9exd; & U AL
stAYG AW AR RG] 5 Ee T AR @A ojd AdSol EtE JhsAde] derw
Tt}




3. o]t

1) A4 Ee 4 ZEEI2HEOEE Ty T80 dojd & 3o
7 A, g4 Ay, e, AAF A, AHud 2dS, W, qud, 999A, 4%
HaE 2 HPAZO U 9, 29

2) YRAZPAA BH o] NS e 2ok

@O AA B 124 ol Aad g AEA dHl=r] v JEAE
A B 12A o) Aade R 233k Hof B B4 ke thx 4 A 494 30621 9

T dA)e kEL BFAHFE AoEA, AT

AiolA Uehd olhuge BAEE of o ABTOIA 139% SRAUDALE ARToIA
132%, RHEEFEAOIE AT 79%, ¥ A8TAA 95%AH. HuA R BE AT
W 1% vlre] A7} o kg wio] A wE Fuin.

% 1: 270 9% ohE Aol Ao Bl Auch o] o Ff A o A% BATRE, LUE =

%Ol oS

o] of 2| eF

71 o] k-8 N=789 N=776

n (%) n (%)

A7 A ) Zol & 24 (3.0) 2 (0.3)

L s HEY 8 (1.0) 5 (0.6)
3587, & 9 £AAo -

7L FH 5 AN e v 8 (1.0) 6 (0.8)

9] ATl EHL o] o g g T FAE F <1% (7898 F 2B)olA RuFHAL 9 AEE

T SAsdAe RaEA F3

@ thdd ¢dz7] Hgd e ;3 713t (52%) AT
5273t olF w=7Hd, A9 H f Aol 124 o]l thdA dd=r] v
St 5937 0] (1882 24, 40572 o1A) o °F (pH 37), ¥¢F (pH 37), == #°F (pH 7.0)7l
FA9 WA ol 1Y 23] 2t v & 23] 7 WA OE Fof Wgrholel & W, Ay I #).
717 thdAg < 27] Bl ATl A A 233 AMA dEEr] Hlg dTEl
w2 Ao} vl
HANA O, o duhgo MAYEL o o ARTAA 51.7%, % pH 3.7 ABToA 414%,
pH 70 A&TAA 535%At. A& WS &2k 5931 OM o #% Fol T % ate] 3.8%7}
o[ NS WEo] B AFE FI Ao Wi, 99F pH 37 % pH 7.0& Fof #e #AEC] AfolE
247k 2.0% 2 3.0% A

£ 2 527 foF thx Aol HF Fol AJHT o] o Fo] A ¢ AF HIHY, BHE >

1% o] dukg

_& i
£
=
N
oS
o>

o] ¢of 9] pH3.7 9 pH7.0
71 o) &ut-& N=393 N=99 N=101
n (%) n (%) n (%)
7ol W o)A A5 24 25 (64) 6 (6.1) 9 (89)
e 82 79 9 (2.3) 2 (20) 0 (0.0)
T Hielg) 24 A7 = 24 9 (23) 2 (2.0) 3 (3.0)
257, &% 9 HEE 18 (4.6) 2 (2.0) 2 (2.0)
A% HI7ge] EHd 11 (2.8) 2 (2.0) 5 (5.0)




713 9 (2.3) 2 (2.0) 2 (2.0)
718A 4 5 (1.3) 0 (0.0) 2 (2.0)
AN g AdF4E 5 (1.3) 0 (0.0) 2 (2.0)
rol Ak
A7 Uléol 3 8 (2.0) 0 (0.0) 1 (1.0)
T 16 (4.1) 3 (3.0) 5 (5.0)
Z=AA s3e 5% 5 (1.3) 0 (0.0) 3 (3.0)
AgHA QA 5 (1.3) 1 (1.0) 2 (2.0)
&4, 5 4
’ = =X > Hol E=
P ANeE 79 53 6 (1.5) 1 (1.0) 2 (2.0)
Wz 5%, 9, Hsd A, A0S, A A9 Ao 2 FEYTE o o AgTA 47
1% (0.3%), 38 (0.8%), 19 (0.3%), 2% (0.5%), 1% (0.3%) % 3% (0.8%)9] FAEIA LA 9
o AJTolME o]d o) utgol A HuEA gt o] of ARTAME 168 (41%) EA=0l
3 HIEES, 29 (05%)°] $55 HEde 43dd 449 AS AsTdAs, 299 (2.0%) &4
g0l A%

HZES 49393 AT 834 F 355 S8 49 4= ol od AsT
AAE AANYT O Ax, v AE AEe
#ZE A ok
@ oAl o1 124] m|RE &of o AEAE EHEY] WE SBAE
149719 o]F =7, FA9 WA, AoF thx FdAFdA AMA ¢ 27 vide] e oAl ol
124w gk Ao} $zt 446”1‘("“4 238%, 94 208%)°] o] o e HoF A g Tl FAS wiAH
19 zﬂ 2 AAE 138 #5 A oR Forginiobyed Bd, Aol ¢ wl). HAukHoT FE
Fo & ojhikgol HAYES o] F AFTFAA 120%27/225W) 2 $F A5 104%(23/2219)0]
Al &gkt
AGAHe T 23 TEAE A THES 1.12%(5/446)Z Stk 2y Fo 72
¢ 58 ANAUEAE TEAER 8 Alds FEA o oF AsTodA 487 19: 4 2

o
olFd, 74, 299 2 FA Fold, FAF BF), 9 ARTAA 19(Fo1d L A5 7)o
Al

)

®3: 257 AoF thx ATolA Hf Fol AETG o] oF R Ao T AF HuHH, AE >1%<

— o] o 9] of
7% o] FHh-g N=225 N=221
n (%) n (%)
A ] Z}o) 4 3 (1.3) 0 (0.0)
TE 3 (1.3) 1(0.5)
4. gt

AL HF W& Fq4G & JA5dA HF A 9 vF4 A3 A7t Rasdo. 2
T HF3 AF Az RaFEd &3 2 9
T SRS HEE A7 RET ZEEH A2
I mEdl, A2 wE4 AY 2 e, B 29 9=
QF% AHESHA] SFotof gtk HIZF W2 Fold ErekE
of lEOH fﬂf& A AT A3, Ao AT A DU 4 Aol TANY. W A4
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MoZ Amatal o o A= 5 .

AL o B o e AT BATNA VU FAY FA mE 3 G A o] gurge
457} 9) o2 ZAAsNBel Bk g AT o] o Ag A

29 Alele BEA Qg

2 o Aol ek Az

W74 3 FY DZEALH R SAS AGIHE Shgolu Mgl AT & Utk mepA, AY

Wa} Qe BAL HFUS 37), H0A EE A0g 3ol gk BB AU BEE oo}

o

u

A 8l w23, F9 3 b 23 ZE2EFE AR Al AT Bad = 9l qhef,
SApol A Aoksd Ex 71 AAAge 22 Sl Yeud, M g 54 IA2Es0E A
Fo HuFHd iy, s Ee A F AW S (central serous chorioretinopathy

% do st AARNE 2o F e 9AS FAsH] st A

oA Agis A

3) #49 ¥-&
EHEgEFEAE AF3ES HY WE T Fole Y AHE BIET 3R wh3o] yed
T Atk I8 oldukgo] UEUH o] o FoE FEdi

4) ©9 A
FZEIALHEO|EA S} o] HAAE JAste d=s AHdste EAES A4S AgERY 2490
O A3tk dE £°1, LZHIRHZOTAE ALt AUdT cof e AldAe 7 4
TYol & o FstAY AR AHWAJA A7 22 F Yt olH Ags & FHo] AU
AE PPHES TR Lot ARl A, old Afe] =&HA @A st7] s 5ET
FOE 7|2k 3t AEHIXHEO|EA Fof &5, A& 4 7|3to] RFA 4E T AP
g A FEFE MAeTtE A A 4o 71A AE EE old FEHIALHEO|EA AET}
AREE Z2Hste 7l AEE ¢9A A 4o 7|50 4 £ FA JH 23 34, A=
HA e 54 B A4 A T AT 2, A vleld s e VS Y, B M v
Zxlo] HHE SS9 A, ol Zdo] o43tE sl A7l wWEel, 7hedtH ZEEH I
BEOJEAE FYst AREsfoF gt

5) A3st-w st A -FA(HPA) Zoll o 93
HoFg FAEoA A1 SFHRT 5 §YO0F T A SFOE MY 2AHEO|EE AE
s, BVl 1 2 B A9 e HaAl Z2E IR sA a3yt yeEld 4 o
9 W gy, Itz o s 8QE e A8 ZEHIALH RO EA oy FH Hxlel we,
o] of R E HH3| FoafoF et HIAY FE2EIXHEOEAS JE §Y ZEHILHEO
ZAE WEEH FAVSs &1F 9/5Es HPAZ A9 A3 34 24 9do] 718 4 Utk
A4 ZZEI2HZOEAE 14 IEZHIAHZEO|EARE YA Fl V)eRd A$st Ful
Hol Yehd 4 a, 8 FASME HAl ZZEIZ2HZoEA Y FE F4o] (d, BHEF
P/EE 255, A8 2 $8) vEbE & gtk o] A7 B AA ZEEIAXHREOEAR
BT F4 FZEI2HZO|EA ABE HHE SAEY AS, 2EF 2o I whgog FA
A 71550l deA FY ZA BEstoop ok AV A4 ZEEHIAHEO|EA X8V}
Zagh A2 me Ve d4A Zdeo] sve dAEY Ae, HA ZEHILH RO EA FAFE
Yy e FAA7IE O 4] At ofstE 4 Qi

6) A& WA= FF
AW ZE2EIAEEO|EAE Ao} oA Fostd A4 S27 o5 F 3t o] & F
of W= Aol Y AR HHE A71HoE fEstofor i)

7) =4




U 4, g
AP A< oA d=F FAE2 FodoF A 44 & 5°] o
E4E 7] Wl o] o A dIeE AFHSAY T8 T5 AGA (CNS) AAAE 58
3tAl FEE T
A ATAA o & Tl Fol EHo] HuHH.
8) o] e WAAFHIE < ARt o J#A FEE dod g o, 55 AU AE A
A7 W ASolu S3(F7), v Ao B5E 72T 5 Ao

1) o] ko2 AAE FE 7 F5AE A7 glvh EFAd i o= Fa%82 4 ddAg &
TGS YT Ao ogET

2) CYP 3A4 %AA
o] oFo] A<l B ElEF R o|EE F2 CYP 3A49 93] thA} o] FoA = Ao] &H )
7483 CYP 3A4 AAAY AEIUE, o|EgtiYUE, SHg2gntol4dl, JEUNIE, FHAXLHE
gHr AlF 53 HEsHH RYlgEFRAO|ES EF Rt 7S St

6. Y % ol i Fof

1) YA
AP Qof
YAEE Ao I AFE AAT H flth o] e AL TE A4 9 22 A7 AAT
AL gtk 28y ATE Fod SEHedENE B H5, AT e AF HEE Tl 544
0% Foly RHEEFRIES T3 FE A4 B Y AF7E AN At ok o]¥ TE
AFNAE SEFEUEAE T RUEBEIEo|Ed AANAORE 29 I gol 2 Aj7]d
N A2 #E IS HAFY. RHEREFRojEd A =E2H F FEA Yehd /gL
dHA e ZEHI2H RO EA Y FFH} IAFT
DA AR
TE A AFE AFZAA debd dhEE ) dF sbsd AL o] wEel, ¥4l 71z 5
e AL K940 ot it a8 AL F e ATt o] & Ags|of gt
YA F ZEHIZHZEFE Fo T2 ofmYddAA ot Fotes AAsHA BV A
HEsto]oF gt
TEANY A%

o] ool thste] A4 =A AFE LA Fo| T Ty, HE AEQ SEyEdATY B
SHELEF RO Ed g AT ES HAAIE v 9t

SEIEIH S E7] wjgal AFdME 400mg/kg/ Y SFOZ 7|BFA7]o FoA AE AL
HAaeAT 600mg/kg/ Y& RE AT T A BA AR, AT 7 7Fhe 540 #EH
Atk HE 71#FAZ7 ] Fo A 60mg/kg/ Y &FANA TFHLEO]l, 600mg/kg/ L &FAA i EfA
AESF 9 HA AF Zdart FEEAT 13 713F 4710 RENA 600mg/kg/day] &ZI}EFH S
439 o, gAA5 fart #RFHNG 128 g4l IUREH FH7] B E23Ed
600mg/kg/days HEO Fofsigls o, A A&} FFAVE 248tk 9 27 ¢
F712F B¢t AE] T} A 60mg/kg/ Y SFANM AR HE A, dmg/kg/ D Sl A
A7 As ST vt #EEH U

2) T

994 a0

o) ool AYY B BrlsEAd dAAE Geid ol gloh Be HEEo) ARY BHE B

rlo
M




7] ggel, o] of2 FFolA Fo4g wols Fofsfof Aot
A LA
FE7E o] o ARG Aol iR At thx ATelA w2 HelEzE ]U7] wizell, HEA
A tis) &2 dlolHAl ZAE w, Skl ek FAZ ool ool i HAH )&
FEse Aot FRRoA o] e AT
& Holg
=2 472 5 F Ff TA HEY EfolA o] FEo] FUHUT o] FEe T4
HZ R o, Ao FE3| FrEo A EfdAE HE 7hed dol U= 5 A
deiMe <42zl wrt glok
7. Zxotell tiek Fof

64l T &of BAbE M o] ofe] A Bl a5 FHEHA FUT

64 o] 124] Rk Zxofo] thel 255 sk ARGSAY ThdA e =27]4d Bl ek kAol

= THHA U

Z 94 A7 29, U ZZEIAH RO EE &of AN A SEE AL T 9
102 Ut AsHE-H et Al-RAIHPA) & A i SA47 #EHA & o]
ofx olg s A=, AAETIE &3] AMEEHE HPA = 7|59 HAEXRGE HAl
2HZo|EY k& tid] Boh § WAd AEQS AAee ASE HAZT Ao HAUS W
HZE 7 g FIFes 2 AAEEY Astol did A71AHI &2 A vt ik v
FZEIAHEOE A5 FH Aol BFG AR thdt 7heAdS A AFHA Fid) o]
_\,Z_fg—%]- H]71— :reﬂqz\a]g ]E% l%.o:] 1:]'% o]. §].;<},] /HZ]—O 7(—]7];@10§ J,].xLQo]o]; 51-1:]. xl—
7188 B Al dojAs A & 2 b2 AY 7hed N IZE I HRo|E E A5
(A FEAS Aol tigt FFY 7hsAdF nlwste aelsteior gt o] kS xFe ulA
IFEZEI2HEOEY AL EHE HAS) §17] Yot 7424 SAtd] dtiste HA fFE §Fo
A= o of gt

8. A A tjgt F
Ak dix 3 4 s iz dTFEoA o doz AE B AAFEol HIs) 654 ©] 9
oA 1459 0278 ST volHA M B FEAHY HubAQ Aol #EHA A

M o
)
rlo
rﬁ

2 o] oo U@ ATE YA Ho] §irk. EUHEFEAEE b £49
3358 279 ﬁi 2 234 v Yok

10. HFFAA 2] HA

o] ¢fo] #F Folz Hid Aol gtk Ly, NE Aol T AF Fojok ddd Hsigol
o] ¢ko] ALFHT}

SZREH N | 2eRIA FF Fojo SACRE ARl £¥, 2Tde 22 9 B
UetT 1 % &obe] Edo] Uehe # Stk SZ3eddide] did &8 de 54 =A<
it AF Fo7h B, BE FoEEs deS uEste] tis 8 £ AA aWo] AZEH
RHetEFRo O] E: F Fof Ao AF o]l ThE A7t BasA FTh ARE|IXHZo|EAlE
B 3F Eel Ao Rasls 3RF AFU F4e] dehg + glg

11. 28742 F9




12 8% 9 AFH FI4F

E]
1) oldo]8 &ofl B4 e 3tol Eagit
2) WA AY WEstd BastA et
13. AE7F AR
1) EeHA An
%3714
o] ol SEHEIHFANA T BHEIEFRO|EVL BT FHiE o] Tt
2 3EEI ¢ bl
gRsEEe 8200 HL48A 230t 95 24, $2 nd 9 AZA tehd $2see
8| 2~etyl 2ol HuE
wHtE FololE
Bige FzoolEl JuT FUEH 542 K A0 UFE mEHnsHzo =0 @
g27] vge] gt IZEIAEHZo|=9 HEg 28 7| gsiAe & vt glth Z2F
axHRolEl off X AE £ (o, B AL, B4, 527, dAAE, JLT) 2 A2
dofstE wiAA (o, S|2E, do]ZAelE, FREZ A, AFoETI]N) O] BT IS A=
Ao =2 Ugytth
- opys;

Aol e 9%
o] ¢fo] QT Al A= F&Fol thell F7iek Ho] ATt
HPA ol i3 4
o] ¢o] HPA Zof mlA& Y&l el B7te Fo] Ak

- 53
T
ARG Ed=7) v 254 19 23] HAT o] S (SEZIEBIHELTE 2660 meg 2 M EF
EF200]ET00 meg) 23] EF3t B YR HbE Rt & g (+ BF WA H B BE
(Cmax)= E23Eld 9 4% 1980 + 7.01 ng/mL, ZHEREF 20 ES 4 992 + 374 pg/mL
A3, FoF a¥lel U HF FEE (AUCtau) S Z3EPH O] 7% 8877 + 23.87 ng/mL*hr, ZriE}
EFZoo|EY A9 5840 + 27.00 pg/mL*hrolth. 13 Fodt f?il"% Bl H1 sk o277
A ALY S SEHHTUY BHEEFRIOE R A 1430,
HH
SEGEHY BHEEFRIlE BFAE 13 HF WE FAFE §, £RIAEUT BHEEFRE
oo|E] B &4 M7= 47 86347 2 1811413 e $ T

N

il

=
D A 9 124 o)A HAW
253ke) 713k T4k 23527 ¢
o

2) YA AR

BB Ages o2 219 FASA AR BA9 Y, B
o1F w7hY, Uk Uz Y} A7 (A7 12 oA ALA FA=7] el 9 4 2 124

o ke FEAH ¥ AAYL BAARYT AT 19 B AL
12-82A AT (629%E 14, 371%%E GA; 8L6%E W9, 154%E 39, 1.9%%E ofAo}el, 11%E
Z1E. 9T 2904 AT BASE s




A B Vi AsT T Vhd FANE WA AT o] o, SEREHINE U 2z o],
BHEREFEO|E YR 2xgo] 4 o (pH 37)0 zb W7 & 23 BER 1Y 23] Fo 3y
Hugh gy F v AF (INSS), 44 F vFd AF (TNSS), 94 9 244 F 3%
A4 (A4 1TOss B TOsS)ell A3t fr& é% 3 } E} HA AEHR =234 (3, =29,
A7, Z 7k )l g8l 039 M 55 AE (0=%l%, 1=38%F, 2=55%, 3=%9)A &~
BHud 24 4o §o7 rTNSSe iTNSSE Al 4Hai T, 019} H ’;o}ﬂl, SAFol ofd w3 #HE
T4 37HARL M/ m b v EC] Ue w 5YE S35 I5E Agste v F8 g
rTOSS % iTOSSE A4tdth A5 XM 2A] J% 2 Azysto] (g A) By Fof BAJol i)

12
(E42) AL (oF [AM]F AY [PM]) 58 SFEE 71500k Aok €3 FEA W ee 27319
A& 713k 5% AM3} PMel| #A7} EL Bt 1243 1INSS9| 71 A vl A WSy F
AM Bl PM rINSS (Hdh H 12)F wde] 7144 diu] k2 Frhe] Bota 1 thgof 257t
AE 713kl i) Bt AT
0o} Aol Al of Fo g Amek A, fof A& Aol M) (INSS7F FAA o= frofotA F
HAt A7 194 Y& tE2A Ass £ 40 veb o
E 440 9124 olde AR Lduzr] wd SRl 233 Fosigle o ZAXZEH
rINSS A<+ B H3}7H(FAS)

28 o 5 mn | T o) ko] AT & Hol
T L -
BT . s
9500 fY Z__
(Mg 23] wAS | - it LS9+t LS% @) P-value*
23] £

o] of 2914 | 10.09 -3.52 - - -

gJoF 2909 | 10.32 -2.44 1.09 | (-149, -069) | <0.001
a " oF, A9 rINSS#He HH(HWAT=127) 27 X873 Fete] B

" FAHLE FRE AFo](p<0.05)

o oF& {TNSS that 47§e] /AL w7y /gl thsf flef vl SAH 2 FoFQl Ade vet
Wit of oF2 SofET Z|AA vl opd s A BAAN Hid 1243t rTOSSEe| 8+ 4t
25 A87) golA o) {TOSSHAN AR o9l AolE YT ((TOSS: HAaAFH 7
-0.52, p<0.001, iTOSS: -0.50, P=0.001)

Hz A& olF o] ofo] YfHTh 1A thu] {INSSFHolA FAHCR folel Zo]E Yetle
AR A2 Asas AN 158 oAtk A& me} {INSSFL dF< o] FE
Al S7HH AL 25 A =571 B9k FAH AR

<

p

-

>

b i o

i

SohAIh =28l E, 6=21] 27) ROLOEASE 7 B2 AEoz AT, o sl
o] o XZT okt iy 7]A A tiH] FHRRQLQAT7E BAACE FoHoE H4T (H
W 0.45(95% 2 3L -0.68,-0.22)
FIHHOE 124 o]4e] thdA dEE7] BlE SAE AR & olF w7tE, T W, Aok
%, 52F, SHAA FEA DFAFAA 4AZHLA) TNSSS} {TNSSE o3} §&4 HrhdsE H7t
a5tk o] o ABFEIIH)S 1o (pH 3.7)(99%) tiHl A 67, 307, 5257 240 HIE FAo) A<
rTNSSS iTNSS#E A A 714X tir] SAASRE Fod M deh it
@ 64| o] 1241 P ¥k Aof ti AEAY FHEY] HE dEAR

o] A o5 w7I4, FA9 A, 3T, Ao dx AU T Be AE 7HAAA T

o

siate] A7 HHE G Aol Uik AAA ddE7] vlgel digh &S nAdntd & A gl
oJ3) % 7}= AT (Rhinoconjunctivitis Quality of Life Questionnaire)(77]] @<ellA 287 AZ o2 T4
Hol dth(&s, 9, I/w T AA TAE WA T4, v 3, ARE FE) 7H 9A=E
% o A

A

=]

_10_




Atgrel wet Foluh vk dHEY] A T AFUEAE SEIT AFAAE SARARA ¢
g27] vlg)ol e Aok AFWFA(= 64 ~ < 12A)dlM e ASF diHl 19 #5/4]F BID
Z Fog o] of AuvY a4 ¥ ¢HAHde BT
NP EZAES s 271 BT 5 sty 119 Hl= 7249 a4 =0k
- o] ¢ AT (665ug SZIEFH FAFA(HCL)/25ug BHElE FROO|E, 04 2 95 11
/H¥ BIDZ F99).
- A ART(ed ¥
ke A" AR
Fol 717 Fk Hof

o] ¢
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e PAR : perennial allergic rhinitis (234 <#=27] #4Q)

e GSP 301 NS: gj¢Eg gz o|d[]l mL 3 SZIEFH ALY 6.60 mg (SZIEFHOEA] 6 mg),
RUEREF R 0] EYLEHE (0.259 mg(RHER=FZolo]EEA (.25 mg)]

e SAE : Z0)gk o] JAld|(serious adverse event)
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64. YA E
e 20} PK Al EH o] A(CTD 5.3.3.5 Pediatric PK Simulation Report)
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A& = 0.00D.

<Uge] 7249 WA Fo7|3t % FF AM 2 PM rINSS9| Hjo]~
2 diu) Aste] i WHE 53 B4 23} 2%KFAS ¥ PPS)>

N @A G
2 % LS Mean E) | (:op 301 NSe} 9]k NS)
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IIHIHEHE

AM = o}; CI = 212 3k FAS = AA 475 1S = 4 Al
NS = bk ~32eo]; PM = A4 PPS = A @AM =8
rINSS = ¥ted & = n|7} 24445, *ZA3

2 69 3H(p<0.05).

o

[Figure 2: LS Means with 95% CIs of Change from Baseline in Average AM and PM
rTNSS for Each Day (FAS)
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JAM = morning; CT = confidence interval; FAS = full analysis set; LS = least square; PM = evening;
rTNSE = Reflective Total Nasal Symiptom Score
[ Statisticallv significant (P<0.05).
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Figure 3: LS Means with 95% CIs of Change from Baseline in Average AM and PM

iTNSS for Each Day (FAS)
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1599 AA Zo} AR g9 A HEXPRQLQ AT 71AA|
i8] sl ois A 2 HFAS)D

Ao 5 i
B (GSP 301 NS¢} 912k NS)
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FAS | 219 | 22 | HEE | N | W

@ 149 F2Qulg Fol7)3r Bk AlduidAyr Raudt Hy o
AM = oFPM 12713 wdF F G FAAFESATOSS,
reflective total ocular symptom score)e] 7]1Ax] tju] W 3=F

- (FAS) 149 %<F GSP 301 NS9} GSP ¢]1¢F NS zFe] LS 33t }o]
= 028 x40 2% GSP 301 NS/ s8] A v SAFo=
FoBtAE FHS(p=0.233), 6-78 2 2 9-14Y x}oll = GSP 301
NS7} ek NSHEt} f935tA -2 (p0.05). AlelE7]E A
gfo] FEH A Aok

- (PPS) FAS$} §-At5+9lS. GSP 301 NS¢} GSP ¢l°F NS zFe] LS
B 2ol -0302 14U B FXAFo=E GSP 301 NS7h
FE A BAZCRE FY3AE F%e(p=0.092), 7Y, 9~14
o= GSP 301 NS7} GSP <#1eF NSHt} fo3tA o 9%+
(p<0.05).
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Figure 4: LS Means with 95% CIs of Change from Baseline in Average AM and PM

rTOSS for Each Day (FAS)
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3 71et F&4 Bt

- 71t fraa Wrpise] Aske Ak o® GSP 301 NS 14 fr&
A 7Pl GSP 301 919k NS} 1& e B7hisE L3S

- HZ 344 2 PRQLQSH #AE Hrhdsol did Aw Aol=
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- T F4T #¥E AR WrhASE Ao 91k NS o]
GSP 301 NS¢| AF8-2 SEHsh= AoR s
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el wis A R AR ThEES
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H e
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- TEAES] AA HEL 217 o4 TEAES ZE3 vl&).
- 91oF NS i 10.4%(23/221)
- GSP 301 NS i*: 12.0%(27/225%)
- GSP 301 NS el 73 WlAstA 21y TEAECHAE =1%)
- 1 Z+Aol(39, 1.3%) (Y12 NS & 0%),
- F5(3%, 1.3%) ($1<F NS o 19, 0.5%),
- o]H] Q1Z-FHENT) ZHA} o]AH3™, 1.3%) ($1<F NS o 3%, 1.4%)
- TEAE 555 13N 3e #4938 SAE) A|9], 2% A% E£E F5&

- ¥4 #¥ TEAEY] AA FYEL WA=k 3%).
- 91k NS - 2.7%(6/221%8)
- GSP 301 NS < 3.1%(7/225%, H
- GSP 301 NS wellA 7bd wiwstA Bag Fo $# TEAECIY
o] 43
- 12137, 1.3%) (S19F NS < 0%),
- o|H| A ZIFHENT) A} 0] /33", 1.3%) (S1°F NS = 21, 0.9%)
Table 33: Summary of Treatment-related Treatment-Emergent Adverse Events (Safety
Analysis Ser)

=)

Number (%) of Subjects
System Organ Class Placebo NS GSP 301 NS
Preferred Term (N=121) (N=215)
Number of subjects with any related TEAE 6{(27) 7(3.1)
Nervous system disorders [1] 3(L3)
Dysgeusia i} 3(13)
Respirarory, thoracic and mediastinal disorders 4(18) 2(09)
Epistaxis 3(14) 1(04)
Nasal discomfort 1{0.5) 0
Oropharyngeal pain 0 1(04)
Investigarions 2(0.9) 3(13)
Ear. nose and throat examination abnormal 2(0.9) 3(1.3)

N = number of subjects in the treatment group; NS = nasal spray; TEAE = treatment-emergent adverse event.
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6.5.2. 34 A4A & (Pivotal studies)
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- 23 rhasE 1A grkasel] disl 29 2 I (TNSS % rTOSSst @
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- 7l A< AE, 29 A5, AJAZA dolH, S ENT ZHAF ol 9 b3} HAL HlolBlE gofst= T

2o
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A @A g 450 (ATt 225%), DAl oAb 4467

- #27(=47) =4 Il
- A9 g 44698(S1oF YR ~zo] 2219, Aok U 22 o)(GSP 301 NS) 2257)
]

oFZA) 5%(S1ek 19, AWk 4% - GSP 301 NS ol A WA A% 7T 52 1
A&) AlLstal 25 Aokt - {1s), 718 At 19
) B 431(9oF U 2xgo] 216, Al@eF vk 22 o] (GSP 301 NS) 215%)
- o fEA BAUY AW FAS 419(319F b 2zao] 2199, Al@eF U ~Zeo|(GSP 301 NS) 222%)

- obRA BAGA A 4461

MR FE W)

Status Placebo INS GSP 301 NS Total

Screened

Screen Failure

Pre-mun-in Period

Run-in Period

Randomization Failure

Fandomazed 221 225 446
Completed Study. n(%) 216 (97.7) 215 (95.6) 431 (96.6)
Early Termination. n{%a) 5(2.3) 10(4.4) 15 (3.4)

Withdrawal by Subject

Investigator/Sponsor Decision

Lost to Follow-up

Adverse Event

Other
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ANFANEAR BN A3

Number (%) of Subjects
Analysis Set Placebo NS GSP 301 NS Total
Category N=211) (N=225) (N=446)
Randomized 221 (100} 225 (100) 446 (100)
Not treated as randonuzed 1{0.5) 1(0.4) 2(0.4)
Did not take any study medication 0 0 0
Safety analysis set 221 (100) 225 (100) 446 (100)
Full analysis set 219 (99.1) 222 (98.7) 441 (98.9)

Randomized but excluded from
FAS due to lack of post-baseline
primary efficacy assessment

Per protocol set

In the FAS but excluded from PPS
due to major protocol deviation®

FAS = full analysis set; N = number of subjects in the treatment group; NS = nasal spray; PPS =per protocol set.

a: The subjects in this row are part of the FAS (1e_ these are not the sulyects who lacked post-baseline primary
efficacy assessments).

Percentages are based on the number of randomized subjects.

- wake) WA 446 F A9 Mg AXSA ke ARUAA 28 TS G BA MEH(§)okr
2219, Al FA(GSP 301 NS) 2257)ef 3.
C9lekE 1R RO AA 840001-048: AlWoko 2 Frtg) AR o} 9ok Fob)
ARk 1M AT AR 840001-049: Sleko = Fztel WiAE oL AlFet Fep)
- FAS: 4419 (29) wigEol A4 18] 3o YAAAE oJobE Felwn A4 18] JAX 24 F
13§54 WHE B BE ARG
29 MAHUAT A AH R o] % 13 f 54 Wk REOR 55 FAS A9
- pPs I
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<PPSO A Al)d thF3Ar R A A

Randomized Treatment Group
Subject Number

EReason for Exclusion from the PPS

Placebo NS

GSP 301 Ns

FAS = full analysis set; IP = mvestigational product; NS = nasal spray; PP5S = per protocol set.
* Also excluded from the FAS. Note: “Did not have at least one post-baseline primary efficacy assessment” was not
considered to be a major protocol deviation (Section 10.2).

- Sk 57 I
|
|
|

- AE ek 109

|
w
|




RA7EH FH>

- NFEA B
- A 9o

A ek 8.64,
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Table 14:

Eokt

A ek 8.7A
g 56%, o 44%
K5 5% 23D, sl e AV} obd(F TRt BF 60% =3

Summary of Demographic Data (Safety Analysis Set)

Characteristic Placebo NS GSP 301 NS Total
Statistics (N=211) (N=225) (N=4406)
Age (vears)
n (%) 221 (100.0) 225 (100.0) 446 (100.0)
Mean (SD) 8.6 - 3_?'- 8.7 -
Median 9.0 9.0 9.0
Min, Max 6. 11 6. 11 6. 11
Age Group (vears), n (%o)
6109 99 (44.8) 100 ( 44.4) 199 ( 44.6)
9t0 <12 122 (55.2) 125 ( 55.6) 247 (55.4)
Gender. n (%)
Male 112 (50.7) 126 ( 56.0) 238 (53.4)
Female 109 ( 49.3) 99 (44.0) 208 (46.6)
Race, n (%)
White 171(77.4) 170 ( 75.6) 341 (76.5)
African American 46 ( 20.8) 48(21.3) 94(21.1)
Asian 5(23) 8( 3.6) 13( 2.9)
Other 1( 0.5) 1( 04) 2( 0.4)
Ethnicitv. n (%0)
Hispanic or Latino 85 (38.5) 67 (29.8) 52 (34.1)
Not Hispanic or Latino 135(61.1) 158 ( 70.2) 293 (65.7)
Missing 1(0.5) 0 1(02)
Max = maxmum; Min = mumimum:; N = number of subyects in the treatment group: n (%) = number (percentage) of

subjects: NS = nasal spray; SD = standard deviation.

Eo &3

- 75% ©]’% 125% ©]3}

(7L
Table 15:

Period (Safety Analysis Set)

>
£SE T ORE B oF 97% A¥UAA =2
125% o)’ &%~ 14Y ol A5E o)

Summary of Treatment Compliance during the Randomized Treatment

Number (%) of Subjects
Placebo NS GSP 301 NS
Treatment Compliance (N=221) (N=215)
<75% 2( 0.9) 2( 09
=75% to <100% 176 ( 79.6) 183 (81.3)
=100% to =125% 39(17.6) 35(15.6)
=125% 3(14) 4( 1.8)

BID = twice daily; N = number of subjects in the treatment group: NS = nasa

spray.

Note: Treatment duration was 14 days but could have been up to 17 days based on permitted windows for study

visits. Therefore. 28 doses (BID dosing for 14 days) was considered 100%.

have treatment compliance =
with treatment compliance =

Thus, 1t was possible for subjects to

100% and still be compliant with the protocol This was the case for the 7 subjects

=125% 1n this table.
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c AR dElE27] HIFGAR)E 7 64 o3 124] IR AoK56% T3, 44% 44 FAtlA 19 23] Z; BAgo)
1318 253 23, FE4T] FASA daF FaEA F7PHsR] 7142t 149 Fo7]3F 5k oA
(AM) 31 2%PMel 1247 HHoz S4d Wgd F HSE HFCINSSS Ha W3z GSP 301
$1¢F NS tiH] GSP 301 NS4 ¢d3 fFEAFl YF(p=0.00D= Ao PPS 42 3= FASSH
LA W=

D 12 f834 WS
D 14Y TR 73 S AR Bagk Wi QAAM) 2 2PV 12413 $i4E F 81t 38
Z4(r'INSS, reflective total nasal symptom score)e] 7]Ax] thu] A3}
- (FAS) $1oF NSE T} GSP 301 NSellAl o FA 948 o2 ou|gla FAHCE f2f7 7](p=0.00D ESl.
- GSP 301 NS¢F #1¢F NS 7te] LS B+t Apole 0602 A= on Q1 FAHSE Fosto(p =
0.00D GSP 301 NSell freldl=. ol#gh Aa= SAPAl AHojH AP AAHE Ao|EZ]E HA&FHS F5I=
- (PPS) FASS} frAtetl+
- GSP 301 NS¢} GSP €1€F NS 7ke] 1S Hit zlel= 0602 A JdHo =z v 9 FA
3te] GSP 301 NSell 213l = 0.00D).

)
o
fu

ol

1443te] 59713t 3¢ W7 AM 2 PM rINSS9] Hlo] 2}l din] ®H3to] il whg A4 B4 23 8%
(FAS %! PPS)>

_ H] 3
AR} 2=
e, AldgA LS Mean (SE) (GSP 301 NS} €19k NS)
2]9F NS | GSP 301 NS | <9k NS | GSP 301 NS | LS Mean X}o] | 95% CI p#t
FAS 219 222 -1 H | 22l -0.6 N -0.9, -0.2 | 0.001*
PPS [ ] [ I N I N e

AM = o}3]; CI = A% 7%k FAS = A 435 LS = H4 Al NS = Uz 2= dgo]; PM = #4; PPS
= YA AAGA =& rINSS = vbg3 & n7}; S48, *TAF = 72 Hp<0.05).

Figure 2: LS Means with 95% CIs of Change from Baseline in Average AM and PM
rTNSS for Each Day (FAS)
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AM = morning; CI = confidence interval; FAS = full analysis set; LS = least square; PM = evening;
1TNSS = Reflective Total Nasal Symptom Score.
* Statistically sipnificant (P<0.05).
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Figure 3: LS Means with 95% CIs of Change from Baseline in Average AM and PM
iTNSS for Each Day (FAS)

AM = morning; CI = confidence interval; FAS = full analysis set; iTNSS = Instantaneous Total Nasal Symptom
Score; LS = least square; PM = evening.
* Statistically significant (P=20.05).
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FAS 219 222
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prs | N I I Il Tl |
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Figure 4: LS Means with 95% CIs of Change from Baseline in Average AM and PM
1rTOSS for Each Day (FAS)

AM = morning; CI = confidence interval; FAS = full analysis set; LS = least square; PM = evening;
1TOSS = Reflective Total Ocular Symptom Score.
* Statistically significant (P=0.05).
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PRQLQ®] 747, %7412—1 2 frolg 2e](p<0.057F AN+

9 715 484 Bh
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BAALE FY8=.
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- GSP 301 NS& Fo3 AQuUAALE Yk NSE Rola AdvgAel sl 7 2 AR AR
I @48 AA §.J+7]' UetA] edgks.

& Lo
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- ek frEA ﬁﬂHdTA 754% AAA o2 GSP 301 NSOl 13 F&4 H7haZsh GSP 301 919 NS
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Eﬁwoz ol o8 19
3

443ke] FASAY Foi7]E Fk wlol ekl tiw) _Hdi}:
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* Statistically significant (&0.05).

AR % o
Brles - i (GSP 301 NS¢t $1°F NS)

ek NS | GSP 301 NS | LS Mean *}o] 95% CI pat
AM iTNSS 219 222 -0.7 -1.0, -0.3 <0.001*
PM iTNSS 219 222 -0.7 -1.1, -04 <0.001*
* Statistically significant (/&0.05).

o 1443t Fpopuy Foi7)2 F< I
I, ©| i o] =2}l ThH] s}

Table 22: Summary of Repeated Measures Analysis Results for the Change from
Baseline in Average AM and PM, AM only, and PM only Reflective and
Instantaneous Individual Nasal Symptoms over the 14-day Randomized
Treatment Period (FAS)

Number of Subjects | Comparison (GSP 301 NS versus Placebo NS)
Time of Day & Assessment Type Placebo | GSP 301 LS Mean ‘
Nasal Symptom NS NS Difference 95% CI P-value

219 222
219 232
219 222
219 222
219 222
219 222
219 22
210 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
210 222
210 222
219 222
219 222
219 222
219 222
210 2

AM = morning: CT = confidence interval; FAS = full analysis set: LS =
* Statistically significant (P<0.05).

_87_



ERBRE
I 7 5. o)/} 4H R ol dn FAes
ol FXH o= GSP 301 NSell &5t Yebsts-

LS Means with 95% CIs of Change from Baseline ||| NNEEGEGEGEGEGEGEGEGG
I | .S )

Figure 2:

LS lean change from
Basaline
ra
-

1 12 13 14

1 ¢ 3 ] 5 [ B [ ] 1a
Dar

[—— Haceho Nasd Spry —— GEF 301 Nasd Spray |

AM = morming; CI = confidence mnterval; FAS = full analysis set: LS = least square: PM = eveming:

* Statistically sigmficant (P<0.05). i

LS Means with 95% CIs of Change from Baseline_
I 5)

Figure 3:

LS Mean changefrom
Basdline

Dar
|— Hacebo Mad Sprar ——— GEP 301 Masd Sprey'|

AM = moming; CI = confidence mterval; FAS = full analysis set:_

Score; LS = least square; PM = evening.
* Statistically significant (P<0.05).

Summary of Repeated Measures Analysis Results for the Change from

Treatment Period (FAS)

Table 23:

Number of Subjects Comparison (GSP 301 NS versus Placebo NS)

LS Mean
Parameter Placebo NS | GSP 301 NS Difference 95% CI P-value

AN = morning; CI = confidence interval; FAS = full analysis set:_

LS = least square; NS = nasal spray; PM = evening.
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Table 24: Summary of Repeated Measures Analysis Results for the Change from
14-day Randomized
Treatment Period (FAS)
Number of Subjects Comparison (GSP 301 NS versus Placebo NS)
LS Mean
Parameter Placebo NS GSP 301 NS Difference 95% CI P-value

AM = morming; CI = confidence interval; FAS = full analysis set: LS = least square; NS = nasal spray:

PM = evening; rTOSS = Reflective Total Ocular Symptom Score.

Table 25:

Summary of Repeated Measures Analysis Results for the Change from

Baseline in AM iTOSS and PM iTOSS over the 14-day Randomized
Treatment Period (FAS)

Number of Subjects

Comparison (GSP 301 NS versus Placebo NS)

LS Mean
Parameter Placebo NS G5P 301 NS Difference 95% CI P-value
AMTOSS 219 2232 -0.1 -04.0.1 0.349
PM 1TOSS 219 222 -0.1 0502 0454

AM = morming; CI = confidence interval; FAS = full analysis set; 1TOSS = Instantaneous Total Ocular Symptom
Score; LS = least square; NS = nasal spray; PM = evening.

Table 26:

Baseline in

Treatment Period (FAS)

Summary of Repeated Measures Analysis Results for the Change from

Randomized

PM = evening.
* Statistically significant (P<0.05).
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= mormng: CI = confidence mterval: FAS = full analysis set: LS = least square; N5 = nasal spray;

Number of Subjects Comparison (GSP 301 NS versus Placebo NS)
Time of Day & Assessment Tvpe Placebo | GSP 301 LS Mean
Nasal Symptom NS NS Difference 05% CI P-value

219 222
219 222
210 222
210 2232
219 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
219 222
210 222
219 222
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LS Means with 95% CIs of Change from Baseline in _
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Figure 4:

LS Maan changefrom
Basaling

| ——— Placebo Masd Spray ——— GEP 301 Masd Spray |

AM = morning: CI = confidence interval; FAS = full analysis set; LS = least square; PM = evening;

* Statistically sigmficant (P<0.05).
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Figure 5: LS Means with 95% CIs of Change from Baseline in _

I 4. 5)

L5 Maan changefrom
Basdline

Dar

|— Flacsho Masd Spray —— GEP 301 Masd Spray |

AM = morming; CI = confidence interval; FAS = full analysis s_

Source: Figure 11.2.1.5, Table 1423112
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Table 14.2.3 28 2
Summary of _ml}'ms Results of Physician Assessment of Nasal Symptoms Score (PNSS) and individual assessments at Day 15
(Full Analysis Set

overat

n LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean SE of LS Mean
(GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Dafference 959% CT P-value

GEpaLEE Plﬁeebo e _
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FAS, I

Rhinorrhea
n LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean SE of LS Mean
Fa (GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% CI P-value
N=
GSP 301 NS vs. Placebo NS 219 221 -0.6 -0.9 3 (-0.4.-0.1) <0.001
(0.07) (0.07)
Nasal Congestion
1
Treatment Group Comparison Placebo GSP 301 E’l’ecsbo GSP ;01 LS Mean  SE of LS Mean
= ol &) (GSP 301 NS vs. Placebo NS) NS NS N N Difference Difference 95% CI P-value
R i =
GSP 301 NS vs. Placebo NS 219 218 -0.7 -0.9 02 011 (-0.5,0.0) 0022
(0.07) (0.08)
Nasal Itching
n
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean SE of LS Mean
= fe) (GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% C1 P-value
= 7t &
GSP 301 NS vs. Placebo NS 219 221 -06 -0.9 -03 0.07 (-0.4.-0.1) <0.001
.07) 0.
Sneezing
n .
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LSMean SEof LS Mean
XH ;—(H 7‘| (GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% CI P-va
GSP 301 NS vs. Placebo NS 219 221 06 -09 02 (-0.4,-0.1) <0.001
(0.07) (0.07)

- I | <1 GSP 301 NSoll th&k
EAROR folF A7 o], U= 3 (MDA GSP 301 NSol| tigh X4 X2 jo] 1),
EAs, I

Table 14.2.2.3.2
Summary of ANCOVA Analysis Results of the Overall PRQLQ Score and Individual Domains on Day 15
(Full Analysis Set)

Owerall PRQLQ

n LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean SE of LS Mean
(GSP 301 NS vs. Placebo NS) NS NS NS NS Dhufference Dafference 95% CIT P-value
GSP 301 NS vs. Placebo NS 219 221 -0.5 -0.8 -03 0.09 (-0.5.-0.1) < 0.001
(0.08) (0.08)
(FAS, PRQLQ 71'H)
n LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LSMean  SE of LS Mean
(GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% C1 P-value

GSP 301 NS vs. Placebo NS 219 221

o LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean SEofLS Mean
(GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% CIL P-value
GSP 301 NS vs. Placebo NS 219 221

n LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean SEofLS Mean
(GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% C1 P-value
GSP 301 NS vs. Placebo NS 219 221

n LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean  SE of LS Mean
(GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% CI P-value

GSP 301 NS vs. Placebo NS 219 221

n LS Mean (SE) Comparison between GSP 301 NS and Placebo NS
Treatment Group Comparison Placebo GSP 301 Placebo GSP 301 LS Mean  SEof LS Mean
(GSP 301 NS vs. Placebo NS) NS NS NS NS Difference Difference 95% CI P-value
GSP 301 NS vs. Placebo NS 219 221
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Table 30: Summary of Extent of Exposure during the Randomized Treatment Period
(Safety Analysis Set)

Category Placebo NS GSP 301 NS
Statistic (N=211) (N=115)

Number of Days on Treatment

Mean (SD) B | B
15.0

Median 15.0

Min. Max 1,19 1.9

Number of Days in the Study?*

Median 15.0 15.0

Min, Max 4.54 1;21

Max = maximum; Min = mmmum; N = number of subjects m the treatment group; NS = nasal spray; SD = standard
deviation.

3 Number of days on study = End of Study Date - Enrollment Date (Screening Visit) +1

2. o)gire

- TEAE(SHE T & o) dAt#De] AA TAEL W54 o TEAEE 237 Hl8).
- 1ok NS : 10.4%(23/2217%)
- GSP 301 NS *: 12.0%(27/225%3)

Table 31: Overview of Treatment-Emergent Adverse Events During the Randomized
Treatment Period (Safety Analysis Set)

Placebo NS GSP 301 NS
Category (N=211) (N=225)
Number (%) of Subjects
Any TEAE 23 (104) 27(12.0)
Any related TEAE 6(27) 7(.31)
Any severe TEAE 1(0.5) 0
Any moderate TEAE 10( 4.5) 6. 27
Anymld TEAE 16( 7.2) 21 33)
Any fatal treatment-emergent SAE 0 0
Any treatment-emergent SAE (including fatal events) 1({ 0.5) 0
Any TEAE leading to study discontinuation 1(0.5) 4( 1.8)
Number of TEAEs
All TEAEs 31 33
Severity
Mild 18 25
Moderate 12 8
Severe 1 0
Relationship to Study Drug
Related 7 9
Not Related 24 24
TEAE:s leading to study discontinuation 2 6
TEAE:s leading to death 0 0
Treatment-emergent SAFs (including fatal events) 1 0
Related treatment-emergent SAEs 0 0
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- GSP 301 NS oA 71 ¥iWstA Byd TEAECRAE =1%)
- w2l (31, 1.3%) ($1eF NS & 0%),
- 7539, 1.3%) (91°F NS o 19, 0.5%),
- O] H] JAFIHENT) HAF ©]733H, 1.3%) (21 NS o+ 39, 1.4%)

- TEAE T35 11N 3@9 F93 SAE) A9, =F BF E& 5%

Tahble 32: Summary of Treatment-Emergent Adverse Events (Safety Analysis Set)
Number (%) of Subjects
System Organ Class Flacebo NS GSP 301 NS
Preferred Term (=221 (N=215)
Number of subjects with anv TEAE 23 (10.4) 27(12.0)
Infections and infestations 10¢ 435) 5(2D
Bronchitis 1{ 0.5) ]
Conjunctivitis 0 (0%
Coxsackie viral mfection 1( 0.3) ]
Gastroenteritis 1( 0.5) 1¢04)
Gastreententis viral 1{ 0.5) ]
Meningitis viral 1¢ 0.5) 0
Nasopharvngitis 1{ 0.5) ]
Otitis media 2{ 0 ]
Otitis media acute 0 1(04)
Simusitis 1( 0.3) 1(04)
Upper respiratory tract infection 2¢0% 1( 0.4}
Viral mfection 1{ 0.5) ]
Viral upper respiratory tract infection 1{ 0.5) ]
Immune system disorders 0 1(04)
Allergy to arthropod bite 0 1({ 04)
Nervous system disorders 2{ 0.9 731D
Diysgeusia 0 3(13)
Headache 1{ 0.5) 3(13)
Post-traumatic headache 0 1¢ 04
Sinus headache 1( 0.5) ]
Ear and labyrinth disorders 0 1(04)
Ear pam 0 1¢04)
Respiratory, thoracic and mediastinal disorders 9 41) 5(.22)
Asthma 1( 0.3) 2(09)
Epistaxis 5( 2.3) 2¢(09)
Maszal discomfort 1{ 0.5) ]
Oropharyngeal pain 1({ 0.5) 1{ 04}
Bhinitis perennial 1{ 0.5) ]
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Number (%) of Subjects
System Organ Class Placebo NS GSP 301 NS
Preferred Term (N=221) (N=115)
Gastrointestinal disorders 103 5¢ 2.1
Abdominal discomfort 0 1{0.4)
Abdominal pain 0 1004
Abdominal pain upper 1{ 03 1( 04y
Diarthoea 0 2¢09)
Skin and subcutaneous tissue disorders 10 0.5 0
Dermatitis 1(0.5) 0
Musculozkeletal and connective tissue disorders 0 2(09)
Pain in extremity 0 2( 0.9y
Investigations 3(1LE I(1y)
Ear. nose and throat exanmunation abnormal I L4 3(13)
Injury, poisoning and procedural complications 1{ 035 2(09)
Ligament sprain 0 1( 04
Scratch 1( 0.5 ]
Traumatic haemorrhage 0 1( 0.4)

N = mumber of subjects in the treatment group: NS = nasal sprav: TEAE = treatment-emergent adverse event.

- 2o B TEAES] AA LAEL RIS} 3%).
- 9ok NS o 2.7%(6/2217)
- GSP 301 NS *: 3.1%(7/225%, ¥ =)

- GSP 301 NS oA 71 WIWstA Rud B4 #d TEAECIH] 2 ¥)
- mZbAol: 91k NS £ 0%, GSP 301 NS < 1.3%(3/2257)
- o] H| JAZIHENT) AAF o] 4 21k NS # 0.9%(2/2217), GSP 301 NS # 1.3%(3/225%)

Table 33: Summary of Treatment-related Treatment-Emergent Adverse Events (Safety
Analysis Set)

Number (%) of Subjects
System Organ Class Placeba NS GSP 301 NS
Preferred Term (N=211) (N=215)
Number of subjects with any related TEAE 6(27) T(31)
Nervous system disorders 0 3(L3)
Dysgeusia ] 3(L3)
Respiratory, thoracic and mediastinal disorders 4(18) 2(0.9)
Epistaxis 3{(14 1(04)
Nasal discomfort 1{0.5) ]
Qropharyngeal pain 0 1(04)
Investigations 1(0.9) 3(1.3)
Ear, nose and throat examination abnormal 2(0.9) 3(L3)

N = number of subjects 1n the treatment group; NS = nasal spray, TEAE = treatment-emergent adverse event.
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9oF =9 717+ & SAEE Qs Al@EFd: 29
29wl F47]17 F< TEAEZ Q3] Al@Fd: 593
($19F NS ) 0.45%(19/2217) : 18 (Fo]d @ URTI7 1= 72+4)
(GSP 301 NS ) 1.7%(4%8/225%) : 1% (42

wa,

(FAF 535)
THe 23 AE == TEAE & $F £ U AEe UAS
EE TEE YT A AFdH B™o] gle
U5 F5 1A@EUS) AL
TEe 2UT ZE AEE AFHJAY AL Folds

! 2alsd), 184, 183

521
9 F4 Fo|d) 19

Aoz 2+3% (GSP 301 NS oA #Ag BF T

Table 34: Subjects Withdrawn due to an Adverse Event During the Randomized

Treatment Period (Safety Analysis Set)

MedDERA
Subject ID Preferred Term Severity Relationship
Placebo NS Group
840001-007 Otitis media Moderate Not Related
URTI Moderate Not Related
GSP 301 NS Group
840001-004 Asthma Moderate Not Related
Sinusitis Moderate Not Related
840011-012 Asthma Moderate Not Related
840031-026 Conjunctivitis Moderate Not Related
Otitis media acute Moderate Not Related
840041-023 Oropharyngeal pamn Mald Related

ID = idennification; MedDRA = Medical Dictionary for Regulatory Activities; NS = nasal spray; URTI=

respiratory tract infection.

- 29 AF, AA AAL oHIIFIHENTD JF AL S AAbA AR

3l

upper

- AFuldA 198(GSP 301 NS, #840011-019)°l4 TEAECH 2D} U A8t= 4SF Ao LAY

ABE FHYIAD 8Y, kB BAH 9T 22 Astn, YYHOE R
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7. =2 ALZE Eol &S KR
L B AT SRl WA AR B
D E3A:

(%) 37K2019.12.11.): RYALTRIS®(olopatadine hydrochloride and mometasone furoate monohydrate)
Nasal Spray, Glenmark Specialty SA.

GRYThH 3712022.9.21.) PRYALTRIS®(Olopatadine Hydrochloride and Mometasone Furoate Nasal Spray
Suspension, 665 mcg olopatadine hydrochloride and 25 mcg mometasone furoate (as

tgEo, v, B, FY T2 HHEEA| ovks

rlo

monohydrate) per delivered dose; nasal spray, Glenmark Specialty SA.
(=) 3)7K2022.1.13): RYALTRIS(clopatadine hydrochloride and mometasone furoate monohydrate nasal
spray), Glenmark Specialty SA

(F=) 3FrK2021.5.11): RYALTRIS(25 micrograms/actuation+600 micrograms/actuation Nasal Spray,
suspension), Glenmark Pharmaceuticals Europe Limited

(5Y) 37K2021.11.21): Ryaltris 25 Mikrogramm/600 Mikrogramm pro Sprithstof3  Nasenspray,
Suspension, Glenmark Pharmaceuticals s.r.o.

2) ©LA:

(M=) SESED ALY, BUEIEF R0 E GUAZA BFEFY &7}

- Pantanase(olopatadine hydrochloride) Nasal spray, Novatis, 2008.4.15. 3&7}0.6%, olopatadine

hydrochloride in 100-microliter spray, 30.5g/¥(240%]), 0.665 mg/spray)
- the relief of the symptoms of seasonal allergic rhinitis in adults and children 6 years of age and older
- Al g 124 o) Aad: 13] 7t vl 2HA, 19 23] Z7,
6A~11A4] ofdol: 13] 2} vlgo] 1MA665 «g). 1Y 23] &%
+ NASONEX®(mometasone furoate monohydrate) Nasal Spray, 50 mcg, MSD, 1997.10.1. &7H50 1 g
mometasone furoate in 100-microliter spray, EQ 0.05mg base/spray)

- Treatment of Nasal Symptoms of Allergic Rhinitis
: Adults & Adolescents (12 yrs. and older): 2 sprays in each nostril once daily Children (2-11 yrs.):

1 spray in each nostril once daily
- Treatment of Nasal Congestion Associated with Seasonal Allergic Rhinitis
: Adults & Adolescents (12 yrs. and older): 2 sprays in each nostril once daily
Children (2-11 yrs.): 1 spray in each nostril once daily
- Prophylaxis of Seasonal Allergic Rhinitis

: Adults & Adolescents (12 yrs. and older): 2 sprays in each nostril once daily

- Treatment of Nasal Polyps
: Adults (18 yrs. and older): 2 sprays in each nostril twice daily. 2 sprays in each nostril once daily
may also be effective in some patients.

8. IUTA ZEnte| HRHE U S oAESe| EMo| BF A2
o A A% S 7] SMEET 7ML na

== 2|YEZ|ALPEAI 0] LrELilﬁLPé'ﬁEEiIOI LIXEEHALE: *uEﬂOI

ng-" (_,_)oamou a'}j}gjf_l.; opalxﬂot

517} 2020.6.22. =517} 1998.9.17. wwr 2012.11.16. Iﬂﬁm
DHERFEZO0|EYTHE 0259 mg | ZHERSFEZOO|EQLs3lE) 0517 | RHERFEZOO|E 0.5mg/mL

mpqm | (ZHERSFEZOI0IE 025mg/ml) mg

e | SR2OELEIZEMS 6.65mg (PHERSFEZO0|E 0.5mg/ml)
(SZMEIT 6mg/ml) OPHIBFAEIGIAA 1.4mg/mL
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252 | 0] 422N 0.1my/Z| &7 0 9O 2XM 100mg/3| & 0 SFOZN 100mg/3] 25
SHEFEEZ0[0[E 0.2mg(12A] SHEREEZ0[0[E 0.2mg(12A SHEFEEZO[0|E 0.2mg(12A]
0|4h o|4h o|4h

12 & | 0.1 mg(6AMl O4 124 O]2h 0.1 mg(6AMl O|4 12A| O|2h

£0j | 2 2TfELE OFRBtAEIQI ALY 0.56mg
4.8mg(12A] Of4h,

2.4 mg(6Ml 0|4 12A O|2h
@l 87h 1. QI Gl 24| O|&te] A0} : AE & | %iE YK H[H
A0 Ol 24| OfAF MAU: A™ U2 | Y27HY U BHY ESE-F
7|H|E SA0| X7 Zo| AH Ye27| H|Ye| ZAO|
AULE sHXIOfA ofEta e o7
- (H7 MH) AR o EYeE =0 Y)
Bs | 6M O[MOIMO| AHE Y 27|H|Y | 2~4F Hoj| AJRRE £ Uk
B | Zako X2 2. 18M| O|Afe| Mol . HIEZS
3. A0l 9 124 oMo Hal : E50|
M2 Zelo] gls 24 HIRH|IE Y
G 1. Q27| H[Y 124 Of&ke| Aot 9 Mol 1< 23],
AH Ly 27| H|Y: st22%] 2t HZ | 1) A0l L 124 OJAF HAE ;12 13| | 2zt HZOICH 13] E2(1Y & 43))
Off 28 2ESIAAIQ. 2} 30Kt 23] BR(1Y £ 43), | (WZE 13| £5 WOt o] Yoz A
Zafof whet 2t HIZY 13]~43] (1 | 100mg¥ HISEH, 0|74 BOojEaE
gy | — (EZ 4F) o = 23).83) Alo| B ZO[0]E  0.05mgt OPHRIAEIAL

g | 12M O|80Mo| AF 27| H|S: | ) 5 11ue] ofzlo] 014mgS ZBRICL 12 £ 822 O
fF20] 2t HISO| 2H% 2RSIUAIR. | . qal 18] 2zt HIZOI} 18] 22(1Y | HERREZOO|E 02mgit OFYZRAEI
6M~11M| AE L =7| HIH: StF = 23)) AR 0.56mgO|Ck)

28] 2t H|Z0f| 1HA E2S[AAIQ.
(Orst &2 (Oft 442
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