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HPB: 4.59 XS EZE zI= 2-3|EE2AT2H-B-A|E2YAEY (KleptoseTM Roquette Pharma).
- C(M-B-CD: 39 AS=E 2= 7I2E3AwE-B-A|F2Yd2Ed AF A (Sigma-Aldrich Ref.: 21906-5G).

- DM-B-CD: E}7]2:(2,6-H-0-wE)-B-A|FZ2 I ~EHA(Signa-Aldrich Ref.: H0513-5G).

- SBE-B-CD: B-AZFRYAEY HA¥XFEHZE LF 9 - 6.2-6.99 X3I=Z zt= USP(Carbosynth Ref.:
SBECD) .
gk FA A, AlERY2EYE tH o R § 8753 AlZRYaEd o),

&4 ?xﬂcﬂoﬂﬂ Eit—ﬂ*z%% ok 0.1% WA oF 50% w/v Foz FAHE Yo EAS}. A7NA, wive
FA/FI HAE F%(g/100 mL)S oJv|sit}, o & 5o, A|ER2YXxEdo] 2A4E Yo oF 0.1% WA <F 50%

o ggow HHo}“ 45 F 1 mg/mL A oF 500 mg/mLe] o EAFT= uloltt. i AHAN, BE
AAES o] BASA F= 3 w/v delelt. 54 FAdCA, ASRHAEAS oF 0.25% WA oF 30%, oF
0.5% WA oF 256, oF 1% WA <F 20%, <F 2% W1A] oF 15%, T oF 3% WA < 10% w/ve] FFoz EA 3},
aheA g Aol A, & dme] ofst 2AES] ASEYRE-LE 5% w/v ol 15% w/v °lst, =, °F 50 WA

150 mg/mLe] =2 EATTE. B ulgA s, AZFR2Y2E-L 8% o) 10% w/v ©]3te] Foz EA|s).
o2 npEA gk FAdelA, B dye] 2dELS 9% w/ve] AFRUAERS ¥§e),

T84 AgAE ol tE EAES Ko X oA E utge] otng okst 2AET e T8
o] Ml I/ & AR, AAGS A S He] dE UF FRE A FRoE EFER &9
AA As JAse ELE AR, vpEAgk FAd A, Hojx shue] AsiAl= tag 5HE 9 oF
Koz 3grhss AsiAo|th

k2 st FA| oA, B o] obxfg oFsl A E 9 Aok slfe] AdA i o] FHEUMEe g Y
FE2A, Ay, Folxl, EAREZH, &4, InjE, Fta-diEid, SAYOER, 9AEY, 9iEY A
HolE, J|EA 2 o]5¢] EdtE g JAlE Lo RRE At

v

g e FAOlA, Holw shbel opstow S8 bsw F84 A Ei old H8sbEw de suT
4, Ay 2 olsd EfEeyy dgwd,

upebA, vpebA gk Aol A, Aol she] ofetHor 8Tl eet 84 AsAE S|EFEA s o] 3§

B4 AN, AstA] e o9 5&IMee 92 2 U £ 5

w/v, BFEFASHAIE oF 0.003% w/v WA <k 1% w/vel %o EAFTE. EA ?iﬂoﬂoﬂﬁ, AstAl= H dge
|4 248 el < 0.05%, °F 0.1%, °F 0.25%, <F 0.50%, °F 0.75%, <F 1%, <F 1.5%, W& <F 299 %o
EAET. BE HAEE G YAISHA e @ w/v @floltt. ulEA gk el A, AstAlE B dye] 4
4 24E el 0.05% ©1 1% w/v olsk, 7FE ugasiAE 0.1% w/ve] Foz2 EAgt.

A Aol A, & 2] kg st 2=

N

Ju)
—|—’

& oFgt A Eol s &aE= 0.6% w/v o1 1.0% w/v o]ate] Weka'l H= o]o] oFFhA o
ol T Q
= [e)

T olo] ofstyo g F&7Ms3t @olal, 600000 Da ©|se] EAES
TAH Zleol wEt SHE & k. ugAsHAlE ol A o
= A # AR (SEC-MALLS)ll 2

°]
FEA E o]o] FHOR 3§

=4 Ao, AsAE stFEl
bt} AshAle] BAEE 7] &
ST EA wE o]o] of

§

=5
&,
Ll
9

El_]_'
Stel 37) WA AERED
3t

Aol A BEAFS =3k 1f JE % Mark-Houwink #HAE o] &3}



[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

SSS0l 10-2695627

Z7Fe] A

E4 FA oA, E ubgol otylg ofFst A ELS HEA|(viscosity agent)EA AEZ 9] o HE FEA
golddl F2F, EYvd 43 9 o859 EFEE FAH voRRE AuEE Holk shte oJHom
38753 84 IEAE o EEsh.

T8 A Aol AR Fo FuE 4 e IeAd nEAE AA@G. v A, A
2 o
[}

T e 8

A s Ao, Holx Fle] e uEAE AMER Ao o2 OEiﬂ, 7V ntd e s fgas
Z2olth, thE FA A A, Holx e A nEXE Zgdgd e o).

B4 Ao, 84 nEAE B ouge £ 24% Wl o 0.001% w/iv WA 2 15% w/v, uEA
= TA A, e nEA}E B ourgo] =84 x

2

o

=

=

19
o
Do

(o1

=

2

AE el °F 0.01%, <F 0.05%, 50%, < 0.75%, < 1%, <F 3%, <F 5%, <F 7%, <F

=
= °F 0.01% w/v WA 2k 15% w/v_4 doz &A%, EH
0.
10%, ©F 13% =¥ ¢F 15%9] oz EAsitt. BE HAEE da HAsHH &+ 3 w/v @Yo},

- AZ2Z 2 oHZ 24

g FA A, FEA TEAE AR A0 JHEZ FEATH. AZZ 2~ o HEZ FEE=
5, AZER 20 FEEANY|7} FEHoR L 43 23Eo] AEEA JHZ(-0R)S
/\1, A]E’E)\,] oﬂ = A

g g Ao, AFRs oHZ fEAL JESAZzuAgRs, =

=2 =

= ==

ExolgddER s, HEdERS, JFERASY dE22s Y o5 EEE TAE ToRRE dE
3

A Al A, AErs dEHE fFREAs & . I

E2aE MEdE2200), dEdERs, Jdund Aeg2s 3l o5 EFES T
d FAdANA, AEZ: JdHE FEAE SEFASD AEZ ot &
g]ci;\]ol%]_ H]E—’E}\‘—‘ ]\:i}\]uﬂ% /ﬂl Ei\-(HMC), 3]5%}\]0]]% HE]%EZ\-(HEC), 5]5% ]A.LEJJ H]E’EA
(HPC), 3lemAZ2dvd A2 2~(HPNC) 2 g 3|=sAdd Ag2.5 X33,

A FAANN, AFE H FEAE F2EAL
HEBAR) AERaE AZEANY ABZAO0S
= SrhEolt,

- Egolgdl 2= (PEG)

g ol X gAAdlA Ages] A nea
LI OC 2 AF AHAE B2 (00N

L

PEGE H3F Zgolddl A= (PR0) EE ZESAAE™(POE) o2 defA] o). o vpzgh FA| oo A,
PEG= A AFFe] PEGE, ©]= 300-1000 g/mol®] &AM-S Zb= PEGE °|m| @}, PEGS] A2 B nighz st
A= 300 WA 500 g/mololt}. wpE2 3 Ao A A2 400 g/mol, & PEG400°]t}.

EAR FA| oA, FAHEL oF 200 mOsm/kg WA 2F 640 mOsm/kg, BFFHZSAE= °oF 250 mOsm/kg WAl 2F 600
mOsm/kgell  EFEH= AFESGS vt viEFg FACelA, AR oF 240 mOsm/kg WA ¢ 340
mOsm/kgolt}. £ o] ofy-g oFsl follo] AEQLE FiAle) Z A BFE WHE AMEs SHE S 9
o vt S A= ol AlStEA] FA T o] obig ofst gl AFESe AFEYAE ol& Fy] &
o] o= UHY 4o o dAE =

EA FAdAA, B #yy 245 FEAY, &9, BUE, dYEZE, ofgulE, AdEE, gHE, &
gEE, HWEHE, vlaE & (macrogol), ZEE 9 o5 EFERZHEH HYHe AFEGA = TFSA

(tonicity agent)E ¢ X&3t 4= At} EAst= 49, 7] AFA e SHIA= & 3y 84 =4
= ol oF 0.05%, <F 0.1%, °F 0.25 %, °F 0.50%, °F 0.75%, <F 1%, <F 1.5%, <F 1.6%, <F 2%, <F 3%, <F 5%,
OF 7%, °F 10%, ©F 13% W= °F 15%°] o= EAsth, A9} 3375 A o =
AolAe 2wyl £8A4 ZAE o] 15%, 13%, 10%, 7%, 5%, 3% X 2% uRke] oz EAsitt. BE 5
AEE g YAeHA &+ 3 w/v ©g o},

oNA, A7 AR == S

A g Aol A, EAEE A, AFEA Be eAsAs 2 e =84 2= el 0.05% WA 5%

_12_



10-2695627

3}

o

S=so
HAE e YA

o

R

shehull,
7t daw

€]
=

=
T

Al

=

=8 Ald (glycerin)

gud f-elof,
e H

=

uhgrA g A oo

,olule
o}

i

k)
w

=

A

=

YAdE et

F2e}o]

S

)

[e]
=

1=

l

ol A, &

A

]

e}
Z

k)
w

B
., UZ&H EDTA, Ev|2d, S2=

3T

)

=

o
0.05% WA 3% w/ve] ¥o=

E

=

=

L

L

1o

7
H

A

o

}.
A

o]
2
=

(glycerine) ¥ Fojojoltt,

W/VQJ oo]:_O_i ?‘fzﬂ
Hh 4

[0096]
[0097]

1.61%

sl

AEE oF 1.6%, vHH

M

i3

o T2 &

oF 6.5-8.091 Aoz AdHA

p

L

<l pH

S|
&

o] A

A
R

gk w/v @e]oltt,

| gre)

3|

1A e
E
=

o

[0098]
[0099]

=K

wt

[0100]

S = a Revd

|2 e S

Ea

]

3.6, 3.7, 3.8, 3.9, 4.0, 4.1, 4.2, 4.3, 4.4,
o

p

L

o] pH

=

gt

IES
k<)

ok
-
AR Aoz WA glon, wehA,

A7} EA

I+

4.5, 4.6, 4.7, 4.8, 4.9, 5.0, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6.0, 6.1, 6.2, 6.3, 6.4,
6.5, 6.6, 6.7, 6.8, 6.9, 7.0, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9, 8.0, 8.1, 8.2, 8.3, 8.4,

8.5, 8.6, 8.7, 8.8, 8.9, 9.0, 9.1, 9.2, 9.3 =& 9.40|t}.
&

18

R84

4.0, 5.5, 7.4, 8.0 = 9.0°]t}.
ke

[e)
[e)

.

=l

E

A pH %k 9% w3 8.6 WA 9.49] pH WY
st 24 E9 pH #t

=

ok

AVE

J
Al el A,

Be Sau b A 2
& AN,

)

i

A
]

Eal
2]

TA A, oFAE 0]

o
2}
e

pH #te] ®etell A, pH gk 4= W5k 3.6 WA 4.49] pH H 9l

A

=
=
=

[}
o]
=t
H)
u}

A el

i

k)
w

[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]

vie)

WA | "ol ¥ (tearing),

AT, R,

o
f84

i)

i)
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[0124]

[0125]

[0126]
[0127]

[0128]

[0129]
[0130]

[0131]

[0132]

[0133]

[0134]

[0135]
[0136]
[0137]
[0138]
[0139]

[0140]

[0141]
[0142]
[0143]
[0144]

[0145]

[0146]

SS50dl 10-2695627

2 AN ANE AFE dudon s ol kg REAE o @A, dug R -4
H oA zA AeR A, wEA, pH 2RA, Sd-zEA %
siet nEA, AEA Ek ol5e) EgEany ddd Hojw shie o

& 24E2 7104 Aold Ht

Lo

o
.
2
+r
op
o
T
e
R
e
i}
5!
o
%
o

b) 5% w/v o]’ 15% w/v °lste] FI=o] Aok shito] JEFAU B-ASRYLER]

©) 0.05% w/v o1 1% w/v ol3he] FEe| FAT RN Ei ol9] AR 3§ U

d) Agzse] ez feA, P FeE, Eevd daE % o5 ERER 7AE woeryy A
EE5L, 0.001% w/v WX 156 w/ve] Hel& shpe] ofshHon & 8rbed 84 Ak 9

e) 2ElAE, EvE, WUE, dyELE, oinE, Ad

2] zh
9 ol5e] EFER FAHE wOoRFE MHEE 0.05% w/v WA 5% w/ve] A
o2 uhghA g Ao A, b oF8 =S
a) &4 AL ofs x
2 387bsd 4 Ee gvistE
b) 5% w/v ol’d 15% w/v o]ste] Fk=e] Aol dhite] S EFAYY B-AlFRYEEY;
c) 0.05% w/v o’ 1% w/v o|ate] Fxo 3|UFEL T o9 ofgtHoR FErHse o
d) 0.001% w/v WA 15% w/ve] AEZ2~9 JdHZE FEA; 2
e) 0.05% w/v WA 5% w/ve]l SejAHS EgHse}.
wHo} upgA g FA el A, Fakg oFF A ES

Q) 84 kg ofsh zAEel s S 0.6 w/yv o 1.0k wiv ol5te] Wekr® mi oje] ofahHo
2 Serisd o wE Sulsh;

b) 5% w/v ol 15% w/v ol5te] HE9| Ho® she] HSHA AN BoAFRELEY;

c) 0.05% w/v o] 1% w/v ©|3le] FXo J|LdFEAF L= o] okslH o7 37153

Agzr~; A

d) 0.005% w/v WA 0.1% w/ve] #E
Gl

& 29

e) 0.5% w/v WA 2% w/ve] A

2
7] ¥ 1e ¥ wwel Qg 24BS) dAH @ AFel AP A YRES] BF W o5 4
wol g@ Qab TA/RS HAES ATAY. e ¥ 1L Ao, 54 Aol gl @&, 54 J¥E
o melA F7h mE AAY 5 An, 54 AREe] vt WdE S QAW AQe B el we el
FAE 5 9ee olslsor gt

= w e jtakg e A npA gAY B ols Aol i dsks FA/ 5 HAE

) 0.6
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[0147]

[0148]

[0149]

[0150]

[0151]

[0152]
[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

omn
J
Jm
Qﬂ

10-2695627

B }\]Eticﬂ/\Ea 9.0
GlESAZRL-p-NFZY2ER)
A 3}A 0.1
(2% 3L oE
T shA 1.61
(ZgA=)
5 A 0.01
(uﬂ% H]E’E)\)
pH =47 pl = 7.4 2@A3st7]ol T3
(NaOH T+ HC1)
AT Q.S. 100

iy

of At Eome] Fh FoIE AW Aol A £YES TFAT. A ot S, A=

woRl] S FolE % AR AlAe] erl= kg H A = e ), hks oA
H Qbhg das xET. 54 FAldel A, & 2o 2SS b HAARA kS AlAe] FEjoltt.
g A= A FrAeAs IS ¢ o H Aol A, bhg A= BEAS E3H6HA
Gttt Bu abeA g AN, b AlAlE M=dsy s SRdel=, ojnuEud ok, wdse}
W, zedgedl, sdsAdge, Uis EDIA, HWzd, FE2ids 9 LA=pdtosiy HYd HEAS

ﬂd
u:‘i
)
o
407
2
2
2

Uao AAdEe @A 2 2] 54 FAld sl dafeln, ojmd BAo s 7S Adshs AomAM Ik
=

;Hg ol gl

2o AgEo] AHeEJd: ek~ (Sai Life Sciences, Batch 5000011325014 #AFH); AFRYLER-S
B-CD, HP-B-CD, HPB, CM-B-CD, DM-B-CD % SBE-B-CD=EA A7]el 71x19; HEAE=Z2 1500(MC1500)
(Acofarma); ZA&A(GG)(Kelcogel CG-LA, CPKelco), 2% 3JlEFZUo|E(Caref) % Z2AH (Merck-
Millipore). thee] AAelolA AFEE 2& Merck-Millipore Abe] Elix® 2 AA]l AJ2eS o] &dle] SE1
YA Fol e},

<Al 1> Zolgk pH kel F&AollA 9%0] o)k B-AlFRYAELDS] ZANA 6.5 mg/ul 2] Wkl
o] 25T A9 HHA

o] AAjd= Aol pH kel FgAolA 9.0% w/ve] 5% AF=Y2E™H 3-CD, HP-B-CD, CM-B-CD, DM-B
-CD % SBE-B-CDe] &AjolA 6.5 mg/mL(0.65 % w/v) Z3e] FxolA WesrEl fodlo] oS HojFr, 7+
pH #he Tt gol @714 $oRRE A3 24S 3] AU

H-$+Z Nl A et ~Bl(pH Z=74)

a. 9714 welA 7 mg/mLe] Weba® gol: 70 mge] WebARS 10 nle ¥ Eekadd HrbERTH o
5 mLe) E]-o].?."g. 7‘(47]-6‘]— 1;]_2 o= ‘:.'J_E]r)\ao] 232 11]]7]].;(] ISES % EI—/\]y]uq/q IM NaOH= 5]-HL°M1 ié
hekek. ololA, 900 mgel 4Sdhe AFRELENS HArleku AFRYsEe] Al SaE grix £
B AYIAATHEAS G357 2 p-De] SHA A4 9. oleld, B3t 10 ulE 2,

b. a) WAl AZxE 900 we] 5F] WHAVHAFRHAEY & Ats e cdEEE FHER

c. Zt dEE=sToA, HAQo wal AcOH 50%, HCI IM ¥+ NaOH IMNS FAlA=A Hrlsle] pHE dole o=
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[0161]

[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

SS50dl 10-2695627

SEH(100 rpm) BHolA] Q1FWI o] E] (WR® Incubating Mini Shaker)ol @il 30 CTolA] 1
AZF B¢t Qlwlol A stith. olojA], Z} dAME=Te] 1.5 nL MES 12,500 rpm (SIGMA 2-16P %E§Z4 94
0.5A17F EoF A Ra]ate] Wahaee] wx QxS AASATH. ATl WIS s 545k

1100) Wg¥le] T E FANT. WgkaE e TR tole = oyo] EHF A Hewlett Packard 8452A
& AHgste] S5l 242 3Nk o FEQYr. A= ofge] =A|ETE,
* 2
tooll A “delst pHe] HI-&5H 8 AolA 9% w/ve] Folst AlZ2YAER] EAdA H&At (% 7 mg/m
Lo sx
pH 4.0 5.5 7.4 8.0 9.0
B-CD 7.0 7.0 6.9 7.0 6.9
HP- 3 -CD 6.4 6.6 6.6 6.6 6.7
CM-B -CD 6.5 6.6 6.7 6.7 6.8
DM-8-CD 6.7 6.8 6.8 6.7 6.8
SBE- B -CD 6.6 6.8 6.9 6.7 6.8

etade] saghold 7 mg/mLEA-E e AA= pl 24 @A §- 34 &kl 7)R1g

t1 (7)ol A Abol sl pHel H|-¢hE% F8do A 9% w/ve] Aoldt A FRYAEYSL] EAo WAl (%H 7
mg/mL) 9] F=

pH 4 5.5 7.4 8 9
B-CD 7.2 7.3 7.2 7.1 7.2
HP-3-CD 6.7 6.8 6.8 6.9 6.8
CM-B-CD 6.6 6.8 6.8 6.8 6.9
DM-B-CD 6.7 6.9 6.8 6.9 6.9
SBE- 3 -CD 6.6 6.8 6.9 6.8 6.8

153 3, #xE A3 6.5 ng/nLS Z3att). tol| e Adpsl vmale], fujo] okzke] Zule)] ol ofr] =
289 Fro Ao ZARt dwrHl F747} S

o|
X

22 ColA 79 % pH 4.0 WA 9.09] ¥

5 mg/mL 3] WEgla®El FEE 30 ColA 1A & %
1(ty) 2 = 2(tpell =¥,

6
o) vl-ghxE oA PPFS welFh olF A ¥

d 5
FE(AE)Y wollA det28 0.4% w/v 2 HPB 9% 2AE] AHAAAL Fdx wE G5 29 (PET) 270 2
 ZAHEAG. 2AELS SHA 2 5FA o] gt HEdAEZ s 2 FEAHE; 2L AsA: &
T

2ulo]E W/wl Ak, FAA BE F27] FIGe] WIIE B REY obp zAd M 7t 2AE]
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[0173]

[0174]

[0175]
[0176]

[0177]

[0178]

[0179]

[0180]

[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

SSS0dl 10-2695627

Wekae 0.4% w/v 2 HPB 9%8 23sls 2 o] 2AE9 A H AF AIZHARD
=2 A HeAdE g AS 4F SUFRYE ART/ %
— -— — 80.8
1.61% 0.01% -— -— 59.9
— 0.2% -— 99.7
1.61% 0.01% 0.2% -— 108.7
- — 0.1% 110.4
1.61% 0.01% -— 0.1% 105.7
-— 0.2% 0.1% 111.3
1.61% 0.01% 0.2% 0.1% 107.2
¥ 4+ 7P 2 AR AR, Ee bt ARERA AF ST RUeEWMA), ATAHGE) T AH 2 6o =%
ol fedEZ A0 ¥ =AM E o dAY glo] vlgtx®l 9 HPB A|FZY~EdY A 2Fste] ALE
He 49 GAES BoEy. wid, o AgE FHolk 66 EE HAZE Hetsdl = OHPB E Az og )C
2YAAE Egste 2B T AF AIE SUMATIEY AEES HoFET. Ade = 3o =AEY
<HAld 3> ota-g AFel AAg A U &%
T2 nd
C RPN afell 4]

F A7} 300-349 g(Harlan Laboratories Inc./Envigo)o]il EF &894 ZA(AX Y 2uly]
FA15E A Dunkin-Hartley 7IYol 325 AHE3I0T. 5& (279 6-10v7tE])2
S 7hsshA sh7] 938l 23] AS ARE Abolo] Aol 4de] MF 77t o] ARSI

AH ¥ :xq

dalaele] 2712 =84 kg AFL 0.4% 2 0.6% w/ve WEtAE FhoA AzFHAYG. F AFdS =
HPB 90 mg/mL, HEAZZ2 0.1 mg/nl, 2F JLFEZUUOIE 1 mg/mL L Y 16.1 mg/mL % ¥ 35T,

N

tahg AGe H(25 p)ell FYske] HEsar, 2 WA 3% T TEs AAT A2 frAste] Ay

el &S wAslth. tsom, b AldE = st Ag wdd o] Fgehs 2

NaCl 0.9%5 Wgtth. zF T8 1 A= A dzz=oldrt.

AR Azke] AV (108204 24A774A]), Zh ol 3| 2~ElY r)dlel =R F R ale]n §NS Fo]5har(NaCl
WA 38 ¢t TES uAT AR FAFeRM FA Auddol FREdt. s =ER

m S e N

£

E
(e
=
X
—
>
s
2o
N
)
ro,
Y,
s
a2
ol
ki
1o
o,
r
o d
b
>
B
N
i
32
i)

o

2

| FAAY FAA g mEPA <30% HER J|2EY adE AIdshE AP v
Aok, 2 A disl, dxa w(2%) 9 e Ae-HYd w(SEF)NAN T HA59 Ht
wek, JAE (A axe H ) uS Ao wg ALkE AT

& (%) = [(dx ZA5 - A 25 / Uxa 25

e ZF AYTS o9 Agete tlET ) Hlaste] A 7he] xolE wlwshr] 8 ZH2}b vl-RaA A
"Wilcoxon Signed Rank test"(paired data) % "Mann-Whitney U-Test"(for independent data)®] A&
FeFoitt. SAHoR Fost AFo]= p<0.05%0 A9 AHHJUATE.

FHH ALY &y

i

o 22
LTS
AN o

2 ek of
o,

el

2
2

12
N

] x 100

X
M

=

UOV oo ol
e

obAlel 28l 0.5 mg/mL(Afluon )S Mg T 9AIZhe] BAFH A WHE 2B -5 Tl 38.4 % oA]), 124]

7 Fole 18X errth(19.2% oA, £2oEY 1 mg/uL(Opatanol )& o]e] ox] o] Fo] T 2447k
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[0189]

[0190]

[0191]

[0192]

[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

SSS0l 10-2695627

250 (38,06 OHH) 9 7 B4 AL/ AFsh, o] BdelA obdstay 2 gEved 7o) B
29 Apol(E 4 3 o] BH-fE A% A Fapgol Jvol v malg olgstel, AWy de=s] A
wele] Fa Aad 1461 ARE oREe] FEsEE BHY AL/ wweks olddl FAS AW

(Beauregard C, Stephens D, Roberts L, Gamache D and Yanni J. Duration of action of topical antiallergy
drugs in a Guinea pig model of histamine-induced conjunctival vascular permeability. J Ocul Pharmacol
Ther. 2007, 23: 315-20). SWFARE, ©] 3|2EWl-F% 3 ¥ 55 Rdor 2veld 0.2% §99 <
e 28 xE7)7ko] QIZF JAF AJFoA FlE itk (Vogelson CT, Abelson MB, Pasquine T, Stephens DM,
Gamache DA, Gross RD, Robertson SM, Yanni JM. Preclinical and clinical antiallergic effect of
olopatadine 0.2% solution 24 hours after topical ocular administration. Allergy Asthma Proc. 2004, 25:
69-75) .

EEECERNS 2|

7] 719 M d 4 mg/ml (0.4% w/v) AFo] AxEJaL, FE AEH7|7ho
mg/mLo} FAREE Ao Zjyol volA S|iEtl-f Aol dis] o] Al
T 9NZTA el 7k el R Hobdth(36.4% A, = 4).

SAEAG. obdetad 0.5

=
oz Ao FYL ol Hg

A7) Ned WEka" 6 mg/mL (0.6% w/v) AFo] w3 AxHJar, oo T Welrw 4 mg/mLe] A} wa
HATH. D2 A= 94131(40.5 B 36.4% Al R O12A1RF Fo1(29.0 R 20.4% A Foll 7P w2 s
FolA AlEe] SHA A1 H**El A Fes VeI °1L AREAM = FAE Apol= WAHA BTt
A, 23 1 mg/ml e @S BAFAT(F & oA 2 12417kl 77 75.9 2 63.9% <A,
Hekagle] FoA e FrkE %é g adte] A&7k S AT NS FuekA] dEvhal AEA
At

HEAEZ A9 3

HEAE2Z 2~ 0.1 mg/mLe] ol wE Frie] WeEkad® 0.4% w/v AP agdo] nusdeh. =3 Ay =
th HPB 100 mg/mL, A% 3|%¢F 1 mg/mL H AHZ 2 mg/mlE EFSIATE. Fo] F 9A 7] F =
PatatA SgstE AT (2 Sl aERl-f e ave] A 289 44.7 o) 47.4%). ol Ade WEAMER~v)
Wk ® 0.4% w/v AlFe] o] A&7 3ol A WA or Y]] ng S yehd

=gAdY a3

o

=A™ 16.1 mg/mLe] Foll WE 7k Wt 0.4% w/iv AP &&do] HuEd. =3 AY = o)
HPB 100 mg/mL, Uﬂ%l%‘%i!: 0.1 mg/mL, 2F S|LFEZUYOE 1 mg/mL Z AT 2 mg/mLS E33ATE. Fo
S N F AR GASEATHE MY ol wE APl tis] 22 33.5 vs 45.8%9 Q‘l:‘xﬂ) o= AIZF

S Ad3e M de] detaw 0.4% w/v Age] Aol X737k

AAE EAH Aol WA st o
]

]

o] AAlel= ® 5-6 2 = 5-63 37 Aut o= =A(RA-CACT) RN o274 Autele] AuE ¢
& u)s| 23} wmate] wel-FA, o]F-upa, %94, m Bglo}, 2, Wekxw kg gole] HEyel
2 0.

Wl 8] 84 otahg AP WEgAE X 0.2% w/v, 0.4% 2D 0.6% w/vE AZHACH. v F AP <
oo HlgtAelS E3HelA gttt FEAE A7) F 1o e HEel o] 3E HPB 90 mg/mL, WHEHAESEA
0.1 mg/nl, 2F 3|LFZUoE 1 mg/nl L ZFAA 16.1 mg/mLE X334},

cac® ¢

Sy AF ZEo) 13 £(Z wol 3 H2)S ACT AF 2 SuEr]y Aud A5 9 24 @rp A 155,
8AIZF = 16417 FAE QT AT i 6 WA 1059 717 B9t 83]0) AMEA wFow TANYL. &

o< ORA, Inc., Andover, Massachusetts, United States, 018100 2]&] =3 % cac”® mdlg o] g3to] HrlE
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I =) -0.776%| -0.861* | =0.742* | -1.097 | -1.118 | -1.205 | -1.859 | -1.657 | -1.463
0.2% w/v
I =) -0.857x| -0.926% | —=0.843* | -1.340 | -1.206 | -1.152 | -1.812 | -1.459 | -1.283
0.4% w/v
gl g} A€l -1.444 | -1.649 | -1.546 | -1.694 | -1.685 | -1.762 | -2.137 | -1.984 | -1.831
0.6% w/v

[e]
P’
T ooeF £ F ISECEE 6), 8AZORE 5b) D 16MBCEE db)lM ST el eF

o Ao QAHoE fold A AolE AT WHAD 0.26 wiy D 0.48 v/ AT oo 74 F 158
CHE 6) R SALOPE DA ST el 9Fe AR GFHOE fo% AR Aol F AT, Wekriw
BE FEE RE RN AT EEFe ARdA wHNIEIE FALOE Fo% Aol Lhebinh,

T 6% % 56004 EAE ulel o], 0.6% w/v HEo] MEkawle okt seleze Hu o8 cac” A 164

ol FelE e WORE 4b) JAHoR B EAMoR FHAA GUW AP FEAT. of deolgE o] cAC
AT dell 0.6% w/v F=e] Weka'le] Aol F=9 F 164130l ¢ Tt e FaATI=H e &b ol
ehs Ax27F /7] wtel 53] =Et

34 A9l 7lYol 3 Bl A 4 mg/mL(0.4% w/v) E 6 mg/mL(0.6% w/v) =] WetA® tupg Ao
*ﬁiﬂ Ul 555 Hrket olde] AAd EA (o]l AAlodA HH), 0.4%04 0.6% w/v7kAe] Wdepxdl

LA Frhe ae4 9 a3 A&V SHelA FHE NS FuketA] gktiar ARAA. Uet
i‘?j 0.6% w/ve A& 5 9AIFte] &Aool Sl Aom FHFEHAAT, 1243 o] Fell= 2] Fdrh. HI &
23169 1 mg/nl (Opatanol )& o]o] oAl &4o] Fof F 24A7be] wRE o] BA o 7 B4 A%7|S A
Tt FoE EIHAT. SVFAE, HA Ve AxF 43 A A o] SAENI-fFE d# v TE K
dofx Z2IElH 0.2% §d9 AFH AL AE7HS YT5h(Vogelson CT, Abelson MB, Pasquine T,
Stephens DM, Gamache DA, Gross RD, Robertson SM, Yanni JM. Preclinical and clinical antiallergic

2

effect of olopatadine 0.2% solution 24 hours after topical ocular administration. Allergy Asthma Proc.
2004, 25: 69-75). ThE U AlFolA, SZIER 0.77% APl &) AT <Ht vtEese @Ehe 2443
o] 717+ W FA1¥ o (Torkildsen G., Narvekar A., Bergmann M. Efficacy and safety of olopatadine
hydrochloride 0.77% in patients with allergic conjunctivitis using a conjunctival allergen—challenge
model. Clinical Ophthalmology 2015:9 1703-1713).

o AFelA, Webrw 2 SRvetd goslseh Gaks SsEu-fE A9 A8 F

o,

o] Aol 91w

it

oA vk, AR W F-s| 2Nl &S S5 fEl. ZIYol I Fa ofF Ex HsER A
2 & Ausl slaElyl =Ao] AFEHI, dNta EF AR5 AuFEAelgtt. Weiawoe] A = A 2
Wx] 8AIZ e Ty A, 50% &5 EAEA FAR SZIEFIE 0.1% VTEOR EDpSs AT (May

2008, Volume 49, Issue 13, ARVO Annual Meeting Abstract, Comparative Effects of Olopatadine,
Bepotastine, and Bilastine on Conjunctival Mast Cell Stabilization and Histamine-Induced Vascular
Permeability, C. Beauregard; D. J. Stephens; S. T. Miller; L. Roberts; D. A. Gamache; J. M. Yanni). u}h
gA, A, A Vs dEkaRe] AAl oA Ematede] g-s|aEnl Ao g% e AL7)3h

,
= Pt o_O 1:1 =
FAE & glS5S £9Y3 A A S,

aeyg, EEAE, E 6 2 % 560149 HlolE 0.6% w/v $Eo] Welawo] CACT ®le] ol @b niel
ol HIB| 2ol Hlall 164170 <t 7R SAH R Fol7 dstE AeTS BT duEr)d A
I AEE b TS ARCNA 0.4% w/ive Edehs dekaRe] RS Zhe Al 1Y 13 Foks AA

at.
19 ths] Rolo] U@ WaH @ P PAET ge AA o §7ST oJope] A H8 el Aol U@ B4
Q) odgo] Gel=r)y Avted Aol o8] FhE A olge] Wom AAAE FS AR old BY wr Am
Foom olold % gtk B%el, 19 15 aWe ¥ Felde f¥e Folm Am A% W 34 A I
Hape 84 ¢omd feHoa elahe Ao ey
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[0223]
[0224]
[0225]
[0226]
[0227]

[0228]

[0229]
[0230]
[0231]

[0232]

[0233]
[0234]
[0235]

[0236]

[0237]

[0238]

[0239]

[0240]

[0241]

SSS0dl 10-2695627

webA, g 2r]g AekAle] 13] §Fow dH=r)y A S4E delsted ougel o] AR ow
23} §FL olgaobnt s BAbE Holw 0.4% w/ivel Wekrwe FS ke AP 19 18] Fof 2yl F
o 2~ o]]—;]_
T .

<A 5> kg AlFe] b A W BAEE

of A= & wHe] g AF o depsde] By el Fol Al Av, FA, gy 3
sto] F& Ayl WHEE BolF= Al 49 dis JTIdH.

gl aElo] =84 otytg AFL 0.6% w/vel Letrdl sE= AXEHJT. FFAE A7) X 1o yERd ule}
ZFo] 3 HPB 90 mg/mL, WEAEZEE2 0.1 mg/mL, &F J|LFEUCIE 1 mg/mL 2 ZAH 16.1 mg/nLE E
shslsit.

o] AAjele] A= v 4 AgA AG mFe mEk Aol

@ Real Decreto (Royal Decree) 1369/2000 of 19 July (Spain)

rO

RIS

n

@ OECD Principles of Good Laboratory Practice (1997\del] 7§7d%), ENV/MC/CHEM(98)17;

@® EC Commission Directive 2004/10/EC of 11 February 20;

@ Arrete du 14 Mars 2000 (France), 2004/10/EC

@ OECD ENV/JM/MONO (2002) 9, 25 June 2002

@ FDA Guidance For Industry - Bioanalytical Method Validation - May 2018, %

® EMA Guideline on bioanalytical method validation EMEA/CHMP/EWP/192217/2009 Rev 1 Corr 2 - July 2011

4-5¢ % 2] Dutch Belted E7] 42v}2]l& Ald tiAA=Z AEsdu. A Al A &89 FAE 1.6 WA 2.1

&
o
=
e
b
i)
=
)

=

=
X
S
N
>
o1
w
=

o)
o1
w
=

S
i
(@)

g

TES ZF el @ kg AP 30uE AT A AFE AE F3Mo| od) 7F FE & =l HH )
A=Ak M2 A3 G 7 el ARgsklth

A FEY & T F AAEA &Uuth. FES Fo do FAE A Fo F #EE o] shedt o
d ATE 71559

ZE NAAAM0.5, 1, 2, 4, 6, 8, 12 & 24 A|H), 2-3vte]o] FES 3|7, ¥ ToRVEH 7] =4S
FRsAT: g, fEd, 2w, A9 A/ k. o AER § AHHoR, BE

Hglagl B8 o4 18-014A WX 18-014Hol A, 2018 59 FDAY] Abl-AAEA W Ao g X e wh
= Eurofins|ADME BIOANALYSES 2 20113 7€ 21% EMA 7}o] =2} -EMEA/CHMP/EWP/192217/20099) A ©]w] 7]t

9 oAEE 24 el weh SaE
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[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]

[0250]

[0251]

SS=50dl 10-2695627

- £7] @&l thaliA= PKH/MOA/1022,

- E7] F% el tiellA= PKH/MOA/1042,

- =7] fref el el A= PKH/MOA/1043,

- =7] Ztep gt elol] thsl A= PKH/MOA/1028,

- E7] SA/ARA fA N s s PKH/MO0A/1041,
- E7] At @A) tajAE PKH/MOA/1036,

- 7] A ddHol tisiA = PKH/MOA/1032,

- E7] wup/aegtat Aol s A= PKH/MOA/1029.

A e del oid @d Hd F e wERZ dig A4S EFetar ool Wiy xFoEA
F21201RR (Bilastine-d6)& ©]-&3Fe] LC-MS/MS #241& <FRigt).

A Fo] & 24A%00l detxwle] {Fo)HQl FErt AtelA s = ShH(HA R 388.45 ng/g), YHA
b 22 S B Huad s EFets Zom vewth: ZAv(Hargk 28.68 ng/g), A /A REAN(12.42
ng), o/ WE(1.91 ng/g) 2 FAHA(0.12 ng/g).
=9
EH]

= WB-CO WHP-B-CD WCM-B-CD WDM-B-CD = SBE-B-CD

00
‘E“ 5,
2.
w
4l s
AT
F P

0,00
EE2

E3-CD WHP-BCD =CM-B-CO = DM-B-CO SBE-B-CD
£ -
E.
uwd _
<l
ar
o |
=
2.0
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ART/min

F1

100

—0— ZE2OEFE 1 mg/mL

=3 Control FOG
Em Bilas-HPB
EE Bilas-HPB + AH
EE Bilas-HPB + GG
20047 mwm Bilas-HPB + AH + GG
150 4
100 4
504
MC(w)+ 22| M2l MC(w/o)+2 2| H| &
—
&
R p—
£ EE X
o O O L
o E E I
mw ¥ e -
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