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(s 59, SAFEd, FEfelavEdolE, Zaddd Barels, M=Egyd, ), HE-adAl, d5-&
Al dESHA, &, woln] 39y, g/EE o5 3. IAAel te 5S4 AEeH ade % dew
SAE dAAQ FAE ARAE d7IE T BEdw 54, A Ee HlE, o4 A (dE 89,
Wz HEatel=, EgfolZat, 9/Es FREING SFAYE), =4 FAA (dE &Y, F=2-4&
| olgEznteldl, FRittoldl, HEZAOIER, T), A7 FAA (E &9, g ERviolAl, HEDALC]
=, SAEESAtelEd, HISAALl S/, viAtelE2d, BhAtolERl, EYHERZY, ), TEE AR (4
S 84, ARERA/ZRAREA FT A, ALY AvlEwEE, ABEE, §), AAEE o (5, AZtd
3

m¥
®

2ol [DIFFERIN'], 2 BR8] [TAZORACT], @ElE, ol2EdE w9, §), 47 dEwols (48 51, oi
EeE=9] [ACCUTANE®, AMNESTEEM , SOTRET , CLARAVIS' 1), #E]:At, S-oj=8 24 2= Ad A=
(% B9, ob=el g, ok}, @Y [F, T, shutof,
FINEVIN®, SKINOREN, ), #9124 (2 5w, ym=4, o=z, =34, %), Yzgolulol= (F,
HIEFY B3), 2 UF 2 (Ed97F 2d), obnd ALk, olxERulolal, WEolu g HUYeo]E ]
Z=ZA41, PRK124, €8t2Z%, AFE, 2H4, ofd, 3dt7]o 714" AA: Krowchukdp (2000, Pediatric
Dermatology, 47:841-857; a2 B ¥Fg¥o] v}) H/mE Johnson 5 (2000, American Family
Physician, 62:1823-1830 % 1835-1836; @ H-{lo] Zdtu|o] t}), L/LE o8 %¥. Hydo| st &
A AESH afE Z2e o= FXH AdAHE] FAE ABAE E 2SI vEmAd
(ROGAINE/REGAINE), ¥]u}2~Hl2te]= (PROPECIA), FEbZEleto]= (AVODART), SFEIQF==7] (o5 S5W, ZER
UL, ERIVE, 2¥EsgE, ), 5 ZWE, 7, S fElel=, YESAl|= 43 2l TEMPO ¥
TEMPOL, Ex3}¥ AWt (dE 59, #vt =), RS 284, 23 ofdgit 9 ofd, ztojy= =1
OE, 39, EGE xR, ofd, #71F, Tempol &IZ&-7|W A (& EW, NIS-01, T), &vhet, L g4]
E, AS101, wlolmlEZ 2 AE  Malolal, o Za]Fuk FK506, GP11046, GP11511, dlo]|=2AZFa e, glelwx
E2E | MK0906, EZA|E=Zutolal  El=2ad® A 1%, HEZHE]E dydtel= T REols: AAlA (A=
E%, NEOSH101, &), ¥/HE o9 %3, 149 X5 H/E+e ool tal 5% 4?‘& ALY a9E 2= A
o= FAH dAIAQl FAE AEA= HAGASR r|E xFert: HEHYE ;

ColAEAl (BAl=w AZELEX . FINACEA”

olr{

off

{0

E29); a2Easzols oA HEAWERS (TOPICORT ); BlEF D3 %A}iﬂ (dE &9, ZANEELL);
HEols; ol27k 2d; XA A F (PUVA O] tek S0 o3 AZdle] 4 FTol; 2YAF]; WEEYA
O|E; Alo]ZFRAEY; FAlEA Eletold; dol==AlS-go}; Aupatehd; U}‘ﬂiﬂi wHolE ®od; oz}

o BAEYTs; W/HEE Fa-7 AEA] (F 5w, GIAE [AEVIEE ], olE=AE
[EMBREL"], Q1= AJul [REMICADE"], ole]Zw [RAPTIVA"], ).
ool Z 2752l E: 2 WA A ALEE wle} o], §o] "mle]aR{EIE"S AHAGHY =EFH AL 9|
ol AR FEAo A, mAEH] ek 29 7 =EFS ustdle w3 o] '@AEa; A FE o oA
a9} e g2 oF 15,000 psi WA 9F 26,000 psie] W el k. I FALA, nHGEH gk 1
o} e &5 AuEHoldel o @AdEtt. A FddelA, mAGH et 19 T wEFS AEE, V]
7] d5 E£9, Microfluidizer® (Microfluidics Corporation/MFIC Corporation) H¥ w3 U9z} ZAE
& e 8% 5 E O dulelaE SRAAA B4E. 9 TGN, AFe ndugel o 10
B orRke] 713 5ot wEAIAA vlo| AR fEsEY. A8 FAAA, 713 9F 9, oF 8, ¢ 7, oF 6, ¢ 5,
oF 4, o 3, ¢F 2, W& o 1 $(F) vwelh, A% FRNA, 717 o 1 - oF 2 Fol Wl |tk U
Tl A, 717 oF 30 zolth. dF FHoA, AE2 nHATEH g g &S 59 "vlo|laRf{E
g, a9 2o Fdde B3 "ud B3 vlo| a2 R/-53)o)t),

HroEd: odde "FRolE AV|HT g & AFA T 3 dA F FIA R S4kE dA =2
o]Fo | AAEo7AM"E= Fdo AE o] Ut} Medline Plus Online Medical Dictionary, Merriam
Febster (2005). &ol "vpoldd"S, & Aol AREH niel o] oHAES ofwm|atar, oA7|A AF (%
T g AHox: dFE dYnvE Zr] HeR AAES ZeEv. @3lEore] @bl od] o3 whet
Zol, yrod A vlejardddrtt 13 v o 22 A% Ex AE 5O ).

glak B ARGl AFEE el o], o} "UaeglA 1000 YRevlE (mm) vlwe] H74E 2

rr

2ol 9]
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HoddelA, YA s Aol Agojd npek o] 300 nm mRbe] AAdE 2t

YAE ot o =
o9y FANA, theddbs nF Y 2Agel oJs) Fel® uieh 2ol 100 mm M) H74% R, U
B e, gt wAY4 go) s WA goozyE Led Fea 1 EFHs waddeld.
AR e B EE D (AF BW, WA T A8 T EE 4 BAw A9AES S
AgmAgo) =S £t

>

e o
m
e :{H fu

H

] Shr
sk qleo] EHS ow|gtt. A FddolA, Yy 2AES Yol #dd o). & o
MM, Yxeda 2dEL B4R T odde|th, dntos | BAME T oHAe, Hojx 279 EE3H4
Edo] 234 v FAEAG. "FFH" BAES, 294 94A (Bv A EE 8-54)7F A A gl
Ak otk "fES" BAES, 74 (Ev A9 EBE S4) gAF odAd bl dlel Bk 3ol
Fafltore] swvbE, FAbEel 99 2] EEs miHENYEH JFAE ¢ A A 2 o wide 23
o= dAs ATEA Fervhes e AT Aolvh. weba gof "Fabw'e A H "edA" JtelagE
B uiglel = Etstar dojo EAbulel FHLIEA HAEH. dF FHAA, YA 2AELS Yo
ddolrh, dF FAAgA, YA 2AELS wdgxsE st dF FEAAA, Ungs 2AELS 9
2L Qi shrlelA A" AES 2§ vs 53 WS 7,763,663, (2010 7€ 27 #el), H WA "t}
GF-g E5 ZE2W 4 9 39 £ (FnE B 3o qth). dF FHoolA, Yuedx =4
& 37lolA 7IAlE deold A e Edeth: PCT 538 &9 W& PCT/US06/026918 (20061 749 119 &4),
70 WO 08/010788 (2008 1¢¥€ 24<), @ WA "ZAE 9 Uno|HAS Ax 9 AlLsE S (FaE 2

of Zsglx|o] Qr}). dF FHA A, Y=gzt ZAEL 7|4 ZAE YeoddS et} PCT
¢ W5 PCT US06/46236 (20061 129 1¥€ =€), 370 WO 08/045107 (2008 4¢€ 17¢4), 2 WA "HE
Yeodd" (Fuz Eo| X o] ). dF FddoA, Y=gz 2AAEL s7]dA 71" J14H
AA J=dAS Z3: PCT 53] =9 W35 PCT/US07/86018 (2007 119 309 =€), 370 WO 08/070538
(2008 6¥€ 129 =9), ¥ wWA "HIFEHAHY HAA YA (iR B 23] gth). dF FEd
Yzt 24ELS 7oA 71AE dAE xEdsith: PCT &9 A8l % PCT/US08/65329 (20081 5

o
k=

ox, W
lo o my o

A,

308 &9, F70 PCT FX WO 08/151022 (20081 12¢¥ 11¥), 2 HA "dak =iz} & 9] £5" (Fu=z
Yo £ ). dF FdANA, Yudx 2AEL 7] 7" dAE Ll PCT 53] &9
W3S PCT/US07/86040 (2007 119 309 =9), &7 PCT 31 WO 08/140594 (20084 119 20¢), 2 w=x "5

BolE vzt @ 129 §x" (Fug 2o EdHo k). dF FAdeA, Y=g 2= dl7]elA
7149 QxS 33t PCT E3 &9 WS PCT US09/48972 (2009 69 269 =<9), 370 WO 09/158687
(20091 12€ 30 &¢), ¥ 9WA "HF A" (FaE Bdo] xFEH qrh). dF FHA A, Yx=dx =
AEL Hgsith. A FAAolA, Yedx 2AHAES Yxeqiatel 3 deE s ol AETA SAE

g 5 Fd8delA, Yxsia 2453 Hode YA st (dF 59, olF 99 TAE

S94 24 AR BAAE FHE PR @b,

.

% lo

wr do =2

o L S ok
N flr

Lo
oo
o [l
e
ol
>
>
=2
>
>
oo
it}
=
~
>

&orlr
(o
fru
Q
rlg

oA & *
Akl of 50% olsh= W9l Wre] AALe zhevk. AR FRd0lA, G 256 olsk= W Wl it 45 4
ool A, ARke] 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%,

0.5% ol3} w1 rle oE Wel el 44L& 2t

Sk E gAlAelA AHEE kel o], gol "aae, o] Hx ge o

of ERAAY ED 5 e Aol BB Y/EE 2
7

2 o
L)
k]
@ g
> il
r
Ku)
29
r
>

e
4t
S U D

a3 SYalrE el el = Al F e = ot
dollol A, e AEARL A 7] (g 'Y, wEULEE H/EE gEUAIE)E oudt. o
ool A, A2 AEAQ A S 2IEkE SElawEd eEelE AFES nEth. i WAl
A AREE wkel o], golE "EElawEdl Bl R B "EE R QB R = T ugdHor AgdE 5 )
U A FReellA, "kt 2 RNA W ofyel Tl Bl/HEE o]F ke DNA Bl/HE= oDNAS EFRIT. ES
gol& "SAE", DNA", "RNA", BU/HEE FARSE ol A AR, o F Y, IAIroiHE w o2
o] AL Zte AHE 2. dE 89, FelEokd eAIEHo] Jla wiiel A ¥AF A= A Al
o fetol= A zhe= 49 "JEel= A2, dg el W9 ol = Ao FET. o] Mopw| gk
MEE Jagshs TEUEI=E "2 Mz BAds ofshA7|a/Ad $Ld ofvmal MEE Ak



10-2014-0003572

ol

=

=

H

e
=)

I
el

sto] AL flel= A,

[<)

A2EE A

H

A=)
=

3]
H

=

d TudeRty AAs, A

0
Ulo
)

felaN

A
W

zel

e

ol
N
;o_l

Y

o

o 5" YA 3

o)
5

SEEE

B

oo
=2

]

A

)‘\l_

3} 7le) 2]

a1 =

L

-

TC

7, 8,9, 10,
T QA

, HSAEYE, )

]

2o} sohe] A,

2y d-AEd, -5

<

N

A, A", S8, gl

A

, Elmd, o}

=4

=9, ot

(=

=

23 d-AE

— 3L

2-ElEvd,

2" -HESA R e

23d-9-el8, 2-ofn

2, 5

hvA

[e]

2yd-¢
gre

— 3L

"

A

hvA

|

[¢]

gd, C5-ofele=f-2d, €5

W, C-=AE R, 2-opv] ot al, 7-dlobgobl Al 7-

o=z |

WS

)

=~

=1]
AHNA AL mpe} o], go "R mE "o

e

| 9-Elo]

X

olx=Al, E=-vud, 3-wd ofe:=Al, s-HEAEd, C-5

az1);
ofgln] I~
7

3

yud

[0062]

%
o
o
o

!

N

)

B Aol ALgE ke ol

gof "opAlet4

7

5
4

Aoz HEs

oF

</

[0063]

& WA A AREE mke REo], o] "oHE

7.
= -

o )= gt

[0064]

I

,&E
=

A& = M3 PCT/US07/86018 (2007 11€¥ 309 =

), 370 WO 08/070538 (20084 64¥ 129

T I o
.9
-
~ U T
B
M of
T+ X
—
0 o
. oF
el
;01_ —_—
oF W
R
[ae) -
il wa T
53 S
LG
w X g
;o_l JI
Gl
o =T T
ol oY
=0 o) ..
%0 CUNT
(el zr
T P
™
e
i K
i =gl
o~
" T
nony
XX
0
Ho Ho
o)
o o
o o
o
o]
ol o
my jom
|
o) =

G
do

i

=)

1.

k)
w

o

=

=

Il

A

St

°©

o9 v

)

=

o

or- o
- 15 -

3}A]

Aol % 99% =
[R5

=]
gl

p

A
go] "AFMEEE, B AN ALSE vhsl o], At

1A}

o] 98%,
[e)

a

2
B owAlel A ALgE kel zto),

L
L

ol% 97%,
‘Iu

=

=
il

S|
|
n }

& WA A AFEE Hkel fEol,

o]

96%,
&

gl

s
a

55.

o}

01
):

>4
A7

P
A
H

[0065]
[0066]
[0067]



10-2
0
14-0003572

5

=

=

v

=

X
z L) RT
xﬂoL 3
1Wﬂ%m®r
o o o eaﬁ S
éﬂﬂﬂr. w.ugoWﬂ
gy o 1MT,M1Ar 1?
Tz Le S 5 8 o a7
E.#]_/rﬂmmm - MEﬁSmﬁﬂe Eﬂroh -
W%ﬂAﬂroﬁrE LLﬂz?}Htﬂul
5 % om® s 2 = 3 ~ 3
mmo_‘:i_. NLM?WE‘S .ﬂr50279 ~
e Py g H,&oﬂ_d mgﬁ@ﬁﬁ,ﬁﬂ. xEE
4m}ﬁ%%a iﬂ?u%lﬂfﬂ i EAH, poorw
ﬂLAo ﬁe;l]_.o_ T SIaC = T 0 X = T
1&. F 734$1oﬂ 5 E B o ﬂudu. . = B
~O \Dloae 1FJ|Z;1FE o C,u|‘tllﬁﬁ,| Dlmm.
L — I To vl 7# o or T oll | O‘_1U|
ATanﬂ_xV]z B0 ﬂ)in T ;B Om;lmu1r
1&wﬁoloﬂ@o€xm1/ ;T@V ﬂﬂ& g & Roe &
ﬂoalmjn_ .ﬂm (nﬁiluxatatmz_ﬁﬁaemﬂ T >z o muii
oy 1£ ~ %! T _!7 1:‘_ Jalg o~ o < L‘mo J AT —_— Lm_l m 1T o ‘w El
s lz.ah%é A.g_.xom_mwwr‘_lk.,or Wo#aﬂé ° %oao*ago ﬂlgmp_zl,nn
S P s 3 o M N B o H ) T oo B T o oo ™ B R = N~
ﬂiu;uhim wﬁﬁzm - ﬂm_;_iiog @@%ﬂgﬂ @m.lm T T
m_sﬂ@ mﬂd‘_a _oﬂﬁo:ﬂ%um@ Ham:_. i e ﬂwzu.k 2%(ﬂ
oy TR N < oF ~+ o Mo o — e T d o - T I 4 ~ 9 ~ o~ of of 0 =
A ﬂ_rmmnlr 0 _l_.O]ﬂleE B Z.L HIL. \Llu‘._ﬂ_w‘mW S 7%70 N o_lo_‘_ﬁo‘lﬂuﬂanno
o)) é:u o E_L]og]r w e F 2 ° Eaﬂo 1ue1ﬂﬁu mﬂujl#ﬁw 1d. zo ==
ok o Lﬂmﬂler)uHH@wﬁmuﬂov = 2 o ﬂw;e T oq,q,w&%w&%ﬁ1nﬁﬂ
aﬁuﬁoaeou.m.lx Vmumwﬂlﬂi Jﬂi EexLMﬁ .%.ﬁd;o].# m.Miblnnnnxulﬂxukau%%dﬁx ,
HmoaﬁipmﬁtA%ﬁ o Hﬁoa&i ﬂJ% ™ m.EH _d”f_k77£o£%5ﬁééngﬂomﬂmﬂ
559 o oo 4 %L%Zf?ﬂ oly.ﬂl.#i,g,i i ® moﬁm4 F o 5 aaznoaawrmo
I 11J|,00 mK l]ﬂwl o) o N ‘Llllyo_,o‘._q\l_l V ~u P Jldﬂx - ZdﬂmUOE%LC < =
T X S S — N O HH ]r_n:a =1 i s N = o B ] o) ~ ~ o) o X I w T
Jl,_r],O 2 1rw| \Hukku ZAo;o‘_ .:‘_]Oﬂﬁ - ﬂovlo_.]_m_.x 7e9EZ.Alz.]
WWLWB%,JN,MV W C ﬂﬂe%o_.mTW Hfﬂmgoﬂw Hfﬂmd.muﬁﬂa Murﬂ < @%aﬂﬁﬁ%wunﬂrmodﬁmut
° ]t] s X = — B 9 = - X fu H ( .
ﬂ%%uﬁk Mmﬁﬂ%%?%ﬁ%x o ﬂﬂfﬂz w%%%%@ zoﬂ.mw%wﬁa@z ,1109_&1%
= ? I+ w T 8 e w = T EE - SR 0 5 X =" B ST T = X 5
%u_w&uao ﬂ.;1‘&ﬂpi&ﬁ,u|1r7EM7 ],m H Ehﬂam ,bTr_CZL JI,WOH ﬁﬁS]]L‘_HT%Etlﬂﬁ‘lﬂnﬂ
7E1l HTEEXJIW = Xd.ﬂdllm_vﬂfodu ‘a‘o|1_./1,,mﬁ uAI,‘ILHIﬂo Jﬂ,n_v..._LﬂL L._odl‘n_l,mk]&xo,auoﬂrc
T = S o oy © B N = o ﬂ)1oa,A M]:]E%lhu %ij] Moqe
m«g.ﬁo% CmuEg le.,l ufﬂwﬂ 2 2 ch, ﬂuE77L ku.% qus%aﬂ_éh
1w|m mu.ﬂ.m ,WTH ATﬂxniE Htﬂw_.%:‘_ Hoﬂuﬂoﬂ_. (ﬂdl.ﬂﬂmﬂv ﬁdﬂ]/iqm_,o_. idl%,]bﬂﬂobt _ﬁh
iy pomﬁiﬂi qui,ufs kﬂmrﬂm% E,ﬁﬂ ° J %E5Ho ,urLo.wxEHEcﬁié
QL,DIQ,_Q,_L,O .HJH m WWMkoLo_u,ﬁuo.iErLoH._L_’T,.Jlﬂlq dﬂa,ﬂk71@‘mﬂ_ mmokio] &ﬁu“ﬂa
&o@ﬂ&oou% ﬂr.m h:i]ﬂrmﬂ Oﬁﬂuorlluv 1%_ mﬂ/mﬂ, lm.?_mﬂ o_|6VLcadﬂ1muo_.ﬂxmme£ﬁMJ|
erzomrﬂ&ﬂuuuowri o ,ﬂfg EEm 1@. gmog ,Aomu%o: ,7§¢. a,geo,vol .sm
~TE 31mnmhﬁu§_ar&{7@&1%&@;_ %%Dmmgﬂ ﬂmzﬂ@ﬁwiﬂqew@ﬁaxﬂtﬂ%_m
X Mz_.almﬁ mjm.oq/r = o X R oJ]Elaﬂ 1 = my SN ]7V n_tuﬁe z%ﬂe].‘#ELouo
QOoEﬂ mﬂoxﬂﬂ ELAT - = K leﬂll Hr_o EeL|7HI7 Q. n_mok ._,Ao _Z/,AA
uAllMeH 1ra.1_o mnC ﬂ@_xmﬂw LmﬁMn_Alaﬁ ],)orﬂ o_.]klm_.,_h gooinmﬁ15]ﬂrm410ﬁ z,_ﬂe A
ﬂéum_sﬁlf o o & el T % L Pm% o - X V%dﬂ%; ¥ ey T
= __oz.a o C:.L,_.E U:W,E,_J.OM@J] 7EZ]Q,_ 7u1_ 1r71_lae 201_| 2 B }%ioﬂuq ﬂﬂo%o
,moﬂwowrlﬂmﬂ.l Emn.zo xoh T o Htﬁnn]]_fuv ]vhmﬂﬂ ;lmm x9ﬂ Puu 4x
i © T E° =2 ﬂéguﬂ irs? iﬁﬁm ?}L L_Tia
- . ; A — ) _— ! ], Lo fe) .11 _]vJv
.Elﬁmmﬁ S F wi“ %fay,wiw 1ExZ iumwa H;Eﬂ;ﬁwwm;% ,wlég L
%%ﬁ&tmﬂovumw]rﬂov?muw .%?%%wvﬂ ,kmml.% EWﬂmﬂmfk C o o ,mmwﬂewmrﬂ%
m A e = == g = W Iy 2o 8 i & 8ok o X o i bo 2 Jalc n 0y o
Rl o ™ " ﬂﬁogﬂﬂmxdﬂwi me7 P_fuﬁmmh §7mﬁ1.,1,o ,_vmo_s% dlrﬂxqg
5 i,%ﬂoqul T3q &3 ﬂiﬁoxt 8 ° % S 7zéﬂqAﬂ:§7§zéE
égﬁﬂﬂ aM&LHewr%;.mleB ﬂlxrwl% wﬂLLD,kdr}a xmaur«iﬂﬂniumTovw.L?%@%ﬂv
Gl = % = & N 0 X X - 4 g a2 a2 2 ™ o y o T
55 = .f?ﬂ SEE: - R 27 ;ﬁiiifémm
Y ethi 1HHJU40NZA]L E,Zku] iy H.flﬂﬂmﬂl Lx_m_.,.‘mum %O\Haﬁx_/e
Mﬂﬂuﬂﬂ . (S DHJ_/1 ko_lu,mﬁb 0 % 7C n%,9 Ai )
J.:.Lllql._ it B o#o_l _.iwu MoﬂukMEE]HOOOJdﬂ;]OJIQLﬂ
X0 N o_vloH.fy dﬂJ‘ 7la‘mﬁ OE‘l‘LI ol = XD..Z?OJ‘moEﬁﬂAIWAI,%o
EE,IHQLL}_ ,wuﬂ:. WrﬁD,DOF_.iE quﬂﬁ N 7ﬂ_1m lkkl q,|o
o8 N | o_.o#a o Eaﬂwxo EkOMH ) MHJE o I o_.o_.uaL .ﬂx |
B Wl X0 49 S W - Y 0 o n.umE ol mr Y ~ oy
ol IFEEEA 034 ‘f, %O o ]4k7n.ur/ﬂ.£uooﬁﬂ%ﬂﬁu74o
H ,Ag_ o . kO]FE Pﬂoﬁ_ﬂxx_.o_. = o WerEELﬁT L3
xT 2 f.D,%mxﬂ S 3 u_xlposﬁv - o
N 1| R 2 o I |mﬂu.:o_1, ™ X od.suu._} Ho
T Om g - gy —~ _hoakk ,mmkod lﬁ. —
&) L4Dk - T B ,Elnno_.o_.ﬂv« o R a N
< s 0% a gom,_%/ﬂ7 5 E o or Judiowmﬁﬁ
%uouwr,ﬂu,g, Lﬂrwﬁmx quEMW%ﬂﬂEcaoﬂ%ﬂ
= = JOLL‘_ le_lﬂ.Hﬂ.H = g = ﬂ/;A,WOﬁ
Oq Wom+Z+ﬂWoM7iL‘aﬁ_|OJ.xo§1rME q
R I i N c 02 B T © o
mxu = ,ucuEkq(ﬂeLﬂL
ou]ﬁ‘_ s (i or Xﬁ]} a NE
~ N o T 7¢| vaﬂoLﬂ_o!EEwr
?uﬁjﬂlmudu%mormﬂom.duil
%Wwogamﬁuo%hﬁ,_ bt
"o %A4E m 0
b= A R o w o <
o_nn_mo_,o_voWﬂAl
nﬁﬂlﬂo%ﬂﬁ
ﬂa/duuWo
o

[0068]
[0069]
[0070]
[0()7 1]

yol o]

-16 -

-
4
dol A, A

’ A

o]
=



10-

20
1

2

5

=

=

M

D
=}

sl 4

°

=
094 /R],EH
e

A

=%
171
2he
aﬁn:w% q
e BN
g.Eﬂ _LM%_EE
‘ILLOW fo 7A
OOO .rLLL. dl
é,fﬁ W
- 7E1_ .mm‘.._q_.c 3
iorﬂ,_a o 3 ;uﬂr ,
oy EE] ol 1:‘_‘|E ﬂ‘._‘l =
o N o }H 0M3
ﬁol Ju;,lﬁwﬂowuu j—
?ﬂﬁﬁ éw]E ﬂmﬂ%, T T
13t PeEl FEy $13
go =° o N Wﬁ‘mﬂ 1H Mmmﬂ ,m/wy i ,9|.L. o
=~ s o N = ,o.._n;dn
et 7:i i;o_l s X ﬂ‘LL..*
ey a%%% Lo %a@;m =
cg ° u = % [ e ) A = = W
£ 4! M1 13 E%%wa =33
,ﬁnﬁ %%51 ﬂo movré@ u:wemoé ,
5 i52% 75" wbg%@ %%%%%%L
EH] - = X ,‘WE
L»‘IT‘,)HA.H ﬂDArv‘_MH,W mﬂ‘lﬂ%y Zomﬁ_i,ﬂdx &‘_mom‘*ﬂa _,u_/‘.*r_#‘_m‘x
ooo N W < o & R o] B 2 0#1 B
- L .:_Wmlé muﬂm ﬂfnn,ﬁ_.x,1 Lcn%or%uxm/xﬂm ]
oﬂzam 1 omﬁ,_ ﬂg%, ﬂéhﬂ‘_ #om% n%EﬂoﬂﬂnH, e 03
il Uy iﬁxﬁy X = éﬂ%j S = mH,o X E
T oo oL o T o VL o = ~ o ov N =
= 2 fm 11, S H,1oé} o T J
1§ ﬂx_.qa« oV% mﬂﬂ,aﬂ) ,MaﬁoA xoﬂ ]mo_ﬂ
17A_|OM] ]_IIr ZE 3 N — o UEO ‘.I§_v.._ XO‘I — »AO - 1rL dﬂ < .FLJ 03
= 7 é_,% B %]1 01,:_ e éélﬂf 7 LHJ/Loﬂa
dAT( 1§Urux Od éH], RV L7u1ﬂ,t é7o11éu 9|
~ < - 5@%, W o : ﬂ,orvu@ék@ ~ ﬂ%urﬂuh
o e -%74 ) & Lo (s 4_1 i 5 o moﬂ
Lu,ml ﬂrm_; Lm_llll : ﬂu]‘_ ‘mﬁuc oﬂaouLH‘U X Lﬁf\) 7L|LJ|
ET 0 e T : wﬂmtg%o@ mﬂ%maﬂ Ma,gQW%m ;
Mmﬁwf_ %@5% mzrormﬂmﬁ7gm,u4a.wwoquwwg ﬂﬂomﬂo%ﬁgawé" SO
ﬁt ‘Iy‘l — —_— 7L 5 5 Lﬂnwﬂ‘l L‘I dﬂ;o.._ i = .
] on ) ﬂ,f 14 N 2 = 7 4]30% 3 0 zé
@ﬂ% LMEQE@ zq%wwgwg%A meﬁ_ﬂM%@a ﬂaow,mo,wrﬁ %wvw_@o
tis qgw% ?glawi%% m7oa%_¢?w %ﬁ%@Q%%o %ﬂ&A@%ﬂ
£ R - Jl‘._u —_— )| 70] S s )
fol }ﬂg% fi% R ﬁm MROLHO:_ELM# .::Hoﬂ% ?15 LﬂVf = op =
oo uuou.i Hoo_lmm anaa,c_ayo Mvuurmgiw,_m% Emﬂxm,%mﬂﬂ E_o;aﬁqﬁ%pgw
aEA e T T C oy iy X ve1 g = EEZ, %o /La oetf;og
5 M L%o_/o_ K = ,|1.§_§1 = = ,nnL X nno]cl,ﬁoTcx T M — o o
) 0 4 %“/4.1 7%@>OQqaxﬁﬂﬂm%q mgqeaa¢ ;%qum1ot
OOAL }XOimﬁdr ulmu Eﬂﬂ_. (.£ ,mo;oEwrxo B zosm 0 Mﬂdﬂ PxOo_u o_.ﬂﬂﬂﬂ
%AT Abﬂ@% Lo E%Maaim%% @w@ mﬂ@ﬂmgﬂ wwwqa T
Lol? H: égo O_Lm%@ iy ﬂ%%ﬂ )T ,Qc_agoé af,moﬂnw%l o mfaél%] Ko
~ 1uwi- g A0 Wk b T n B = = °l 9, o S Lo o A
__oqmu = W < 0y n g | . )c1é 0 X ﬂ%ur« ﬂ]qu
X0 eﬂ T (c - nﬂ, el Lé E]c .mxmﬂmﬂ = = _ ; ._ot_ﬂwx
TwE H%%iﬁﬂom%@ﬂiﬁdw;ﬂ t%oﬁm @m _zuiu_ze éauou T X
,om_ bl o T huﬁ1o}c moﬂMur«HoéEmoﬂHA(7n7n mommwr.A. ﬂu%ﬂ ﬂatzo&.u.,qemiw
mgafc_a OEEMHH zua%,uh ﬂowaéﬂﬁ EE?%MMQ . i Em?_:qﬂ %ﬂgoﬂ%mkmmﬁ
B é&yﬂw @%mu N ﬁﬂ&@ T ﬂwﬂnfﬁ QE%Vo%m w 4 O_L,uuo ﬂAEﬁA%L
Egﬂoﬂ 3 c,mqjmo Lh]rﬂz 5 L.xf e @nﬁﬁn@iga :%ﬁowﬂW% aoxﬂ:,maﬁ%oaﬂ
ﬂﬂ( EL:L.E LU.} ,ﬂaﬂ.ﬂmum_. mn%za;l , ﬂge udr%iUr %oﬂ _Ege Plﬂm AE:.
/l\ﬂ_.nAoLI Om‘.*;o‘UlL Z‘MAI:‘_ = M\Nro7u‘_|r‘y| 0 HTzT.:J'] L ‘ﬂOIE ‘mo,l U:W‘Ul_/‘MﬁATu =
A7 L ]nn ,:.mﬂuouE LMﬂ xojl,arwksuw‘\ 570# Q,:,_me oF ﬂrﬂEo aATMﬂ
No 7 R e ) o 3 O o o 1 T O o 5 = Gl o mO 5 A o o ~
,wgﬂqa%ﬁmik ﬂw@ﬂﬁgwwo ﬂﬂq wgamwg C o wgmgom
7%1 _ LAB ﬁ,mwnvz\ur 1].dr.ﬂﬂ_.€ 7uu,_1V7u1/u.rL afmﬂlﬂiuovao
<M OMﬂaV Euﬂﬂo i dm@u., ° nn,zawalﬁomﬂ Mﬂﬂ}uxwr]‘_ ]LEnEnmL.Kdﬂ rY
*04;Ho.ﬂo g%ﬂ% T o X0 HAJLMéam wi_aavz 5 uvmoogovﬁo £l
ﬂﬂﬂ o @5 L ﬂ‘a«ma xoo?msomﬂ_h éE_o uj Loiju K B ™ "
ié.%oWﬂ;ﬁw%ﬂW%Lxﬂbm %)ﬂwo%ww wﬂﬁ%twﬂms
@@#Mmigmwlé.waqmaq.Muu}.x aE %wwlg
_.mE,}y_izo\ élmﬂwmr._ﬂ%nﬂmﬂw/ﬂpuc,ﬂo EW%% = uxdr.:_n_tuWMoﬁ
%O%ﬁmﬂt%ﬁ ﬁ%ﬂ%&ax ﬂrquboqlﬂ% Lﬂ,,11 o %
= r_,AL Lﬁ o5 » 0 #ohkxoéjl 7E.‘_n.uo1vm|ﬂuu !
oﬂax_.lij.i Zuuo» im:_ifﬂm‘_ _ N 7éz Vot 1awm1%o;o ]‘fm
ﬂn.w; ﬂn_/L‘OI ,mgi‘._]wﬂ.aﬂ O_ﬂﬁﬂo q#.o‘lz iodﬂﬂAlFL ,m_ﬂﬂlo Qeﬁmfﬂ
Ur.AuL,ﬂ Liwmé ﬂ%mﬂvmvoouﬂ]]ﬁ o= .fi thﬂ
m,ieewogioﬂz iymug,giu Ewgﬂﬁ@%@o
4 i = 4_ oF ] o iy I p T ~NE = PUr:W gl <0 _ w _ W = - Wk Lo
%o T ﬂc }ﬂ} ) é.z_om gg_ l%]m
—~— ~ 1: ol o ~ . EE o q o} T B = fi°q
Wh‘_]‘_mﬂn/,#fﬂqﬂ@ ,m.‘_E el ]MO NremLﬂEeﬂumuuﬂﬁ
HVO me&raaovmrcazﬂﬁgboﬂr L o° E}A =
<9 D . > féAL Hﬂ]%ﬂw "
OH,H,E i Age o . m_é Gl o < ;1r,.a
owm%éem ﬂlﬁﬂmﬂﬁﬁ\m@ ﬂl.,Ao,._mul HWJﬂﬁMH‘m,ur,Wmﬂﬂﬁ
émoﬂ:_ u<m1cac>,gﬂﬂ ﬂmﬁﬂ7$mwﬂ5
%@wylmg.%wgquiqwamJX
z#oi cw,(m-\mﬂ%;oe].‘g ihwhﬂﬁJMoﬂﬂozﬂOJl,
lwqgaqz%gq@gsxw
_}z_; %iﬂ o jﬂéﬂ W
K e v of 2 e ,/g £ T
47;:0 o_”ﬁﬁmimf% :
° ﬂx 17A »lﬂll
‘DE;Z\) J,JM],WZ.:A 0
j mﬁurMMﬂ%TMuT
1 /Ljuéunmnzmom
_,_|/A3|7u1r %oﬂﬂr
% -
T Eg_,qeo_: B o
Tg%ﬁo% )
ﬁmiﬂowkf
X‘\ﬂuﬂmﬂ
N

[0072]
[0073]
[0074]
[0075]
[0076]
[0077]

7



[0078]

[0079]

[0080]

[0081]

[0082]

ZIHSd 10-2014-0003572

WE QY S ATk FelRekel Gusk, AN PR, ARY FE AL 9D §Fom AY L/w:
Folg 4 glths AL ANT Aotk Uy FAANN, ARH KA AAE, AF FW, Fol AW U
B2 B4 ggor AY WEE Fod 4 Atk

AEA: B AN A Hsh o], of F 'AEA"E A Fold W AR g 2a/AY Ashs
BEAY Q/EE Y DRE FEE doo AAF dv@ch. GAHA ARAL NAFHOR BEUE
52 9 weged 94 2 19 ang Tgwd

Sy gu): ¥ BANNA AEE wish gol, o "4 $ul's BB 24L& WQ, P, AA, = 5
g g Aol 2L emath GelRele] Sustel olal olslwt sk gol, FR) 2HE Ao} g
AE, F& AT, AES) MEHE, AT BY, 4B 24, 5 3T 5 A D A9 B A
A9, 54 gl O @%AME, gulg opdEclvtel=, Urle EFelviels, FRe¥F, HEd

A B PAMA ALSE whsh o], go] "AR' (EF "ABIT Ei "N, REYoR Ee
Ssl, 5% A, Pol, R/we Pejol sht ol T4 Ex 54 st AN, A%, dAstm, 19
MAIE AR[AZIAL, 298] SFEE HRATIL/AY 218 AR EE oA 24 (dE EWH, ATdE 24
2)9 Qoo Folg dujath, s ¢ ARE wAW AR, ol R/EE Peje] 45 dehiA @ o)
AR d/EE A, g, 2/EE dhe 27 452 9x dehdE gaAd & ot dader mi=
w3, 9 ge A8 e 48, o] 2/mE wEHe sy o)de] F9d AFE yrhlE g &
Itk AR FHEAA, Az BEE A, Fol, L/EE WHE 41 JdE Ao JudE gAY §
Atk AR FAeOIA, e dAE AP, o), /mEE Weo] wee Frhd d FAHoR Pvd
sht ol A AAE e Aoz FAY WAL F v

e GO "FA e, A 2Bl Wako] B AMNA ARER W, A e BAE Wl
Azt A7 A7)E B Yz @;%% A 2

W, dF FddeA, #d3 U
F= Aolt}: ok 600 nm, °F 550 nm, <F 500 nm, ©F 450 nm,
[e)

B |
°F 400 nm, <F 350 nm, °F 300 nm, °—F 250 nm, °F nm, °F 100 nm, °F 90 nm, °F 80 nm, °F 70

0

nm, °F 60 nm, °F 50 nm, Hi= 1 PR am. A RN, AR Al A 2= e A (dE

E9, sty o] A" AuA H/EE 584 @420 AESHA SAAE Faste vode g 9/ EE
P sk71e] AAEE zh=th oF 600 nm, ©F 550 nm, 04 500 nm, °F 450 nm, °F 400 nm, °F 350 nm, 2} 300
nm, ¢F 250 nm, ©F 200 nm, °F 150 nm, ¢F 130 nm, ¢F 120 nm, ¢F 115 nm, °F 110 nm, < 100 nm, <F 90 nm,
o 80 nm, & I W|FE. AR FHA A, FL Xﬂ% Y=gz 245 W] A (e 59, 3 o]
SAE A=A D/ 51 @4 A= &4AE Frske Alolde A B/EE 922 oF 10 nm W
Al oF 600 nm W9 W] ABE zievh. 45 FAAdA, 7dg ATH d=dA 2AE e A= 7] W
A e AAS zt=rk: oF 10 nm WA 2F 300 nm, 2F 10 nm WA °F 200 nm, °F 10 nm WA <F 150 nm, <F 10
mm WA 2F 130 nm, °F 10 nm lﬂxl °F 120 nm, 2F 10 nm WA <F 115 nm, °F 10 nm WA 2F 110 nm, <F 10 nm

WA oF 100 nm, = 9F 10 nm WA oF 90 nm. A5 GG, Algd Y=dA 2=4E W] dA= &) v
kel it JA A71E ZEeEv 9F 300 nm, 2F 250 nm, °F 200 nm, °F 150 nm, <F 130 nm, °F 120 nm, <F 115
nm, °F 110 nm, °F 100 nm, 3= ©F 90 nm. A% FElAM, Hat Ak 271 spr]e] Wel Weltk: oF 10 nm
WA °F 300 nm, 2F 50 nm WA <F 250 nm, °F 60 nm WA 2F 200 nm, °F 65 nm % O—F 150 nm, °F 70 nm WA
°F 130 nm. L AN, F YA A= oF 80 nm WA oF 110 nmelvk. L F>AA, Fo dA A
712 °F 90 nm WA °F 100 nmevh. AN TR, #dT AeE d=dA 2A4E lH«] bl YAb= 1
Al A7) vek s wAE 1 U AFS Zen. A8 RN, dives 24 E T AR 50%, 60%,
70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99%, 99.5%, 99.6%, 99.7%, 99.8%, 99.9% H+= I F o]t}
A e, HAdT YAt A2 AE] vlolAmfEstel ol @A, A SN, #dF
Wiz 2AES AEe dd-F3 vlolamfEstel oa @, dF TN, ddd =i =4
< dE 59, velAamfsstel] oo o] w=Fol o3 |

A= A BAMCIA AR nkel o], §o "Xk FAEe dehs B/Es okd 3t
gl gatelle] =49 Fojok Adusa/Av el Al Bl st o)) mI g/Es S-S olvEt. 4
A9 A g= FAE2 sE EEH: T5 B iEE: 8% REdwSas o5 dAEgeE A
23 Fold 249 npEAskA @2 o £ B4 to ZEAR AE 24 (dE =9, A4 vk 259
ek 9= 53 (de 89, & v SF-7AF 4 ol8E; AME: Al U4 54 e W d



10-2
014-0003572

ol

=

=

M

=
=}

mﬂamﬁwr
or s i 2
J.LI_,A -
Ao7MHUrH:HWo =
. - N 0
4 o % o T B o X o
! o R i ‘7|‘_ N i m gy
EOQ‘_QE‘*%@HA J;OD;A:]y 110;0ﬂﬂ]
9 2= X X F o Y X T
I 5 3 T » M R R
= No = aK ! y Ho oy b Y
Ex%mﬁﬂ %@%ﬂ wrelangogkﬂ o =
ho,ﬂﬂ:)og s Jﬂ@ngm_x <
ﬁ_ﬁl o B oF o mmo ﬂollm o} wE N e o ) 3o do =
#o;gaaum_xdmxm xmuhga umﬂ}iﬁzmﬂa Ho;mm mﬂm_x -
lo=s jul - o) X0 ,_
o T D o . M % @ G 5o o RrEYE
#E.dlq J] = T S R q o i 2 =
,I(ﬂxo L‘_ qul N o o o X0 XHT_,T o T
R o T 4w Ho o 44 ir X " N T i ma
5o W X K B X 2o ol X o8 = T o o oF
zaaaao < o Ho = A M 45 v N = .oV o = o B
X X o Juﬂ%z Rt b B X A = T W]AE 51
,,zgiﬂﬁouA] = o A&ﬂhLUr 5% o o ﬂﬂ. = 1 T .
RO _QL:TV uf%ﬂpu, Mm_xow%ﬂal = o A= ﬁsarﬂ@%og T A R
A %%4,70 3 X Gy @Lw%% oy ey ?ATMM@E_.QEE M @erdr.
o2 F = S Effw.@ﬂ i Rt W o T % TR s Sl
- = " gagtd T oy - E W E R < T 2 N X ™ % !
- e msztf itz 2w G m;fﬂmw}mr 5 BT RE
g T = & o z m¥ w 70 B o X = ~ o I to X g W W= 2
Eg.laa 7 .,%%¢ o X i@mo x _x do én_rmmuwv Ao Hxhef
I o 1 W T X ¥R B e X7 A == 4= oF 5T ° ik
;4Mﬁﬂ@g ogﬂioomwu.%%mo? T T T _z@ﬂ& G 5% wmefiwﬂ
i z.,ﬁﬂau T . ugi,ﬂwrsu e o ) o= T T iﬂoE_.d.m_wamwTw o= ur M > ol <
Mo g 3t R c TN T Mo Tom Ca z Ce o pE! G o gy oG i
igtyaly : cTges PN b fifi 37 ks
A#ﬂ.n/;m%u*%, ﬂﬂm,‘@%ﬂﬂo ogﬁ._/grwpewﬂi Lo ﬂ%Wmﬂﬂmm‘u@W F o %%mmEAT
ﬂoaumx]/]ﬂ% o# mugl,,@ﬂwi mawu%ﬂuvﬁﬂum 7o ™ hmma.@m/;w.ﬂmahiﬁ %E. auutﬂmm
,Eiﬂu_xm o i iuTJlﬂulv xoﬁﬂuﬂﬂw < Ot,._h cﬁ_AmWowDrr m_onﬂkUrLfd. &ﬂ% = mr Jo
zoﬂdﬂﬂwﬂ%o m,m@ UrmEufEWu N iﬂiaﬂﬁ;% an Hor% Eén.tnﬂroUr%Eﬂ, mx.E oﬂa%%mw
ﬂ@% —~ = s =~ JI,Aﬂ_H,mﬂo o == TN JJ = 2 — RS
gp ™ LB N e eoah HAMﬂA]V © T IR G} aﬁi]oj 70 — o ar 3
aaw,ﬂ%;p&wu o zlomuomour %mﬂpﬂl_/drEﬁ N B %%r@%%ﬂ@ﬂ%% mﬁgﬁ AMOAMMEHO#E
T ]Eeoo_l " ﬁl_,ohﬂl.ﬂ H nA_Iﬂ]PE.,_ - M il wp m_xgxonﬂﬂ TR 1%“ Em@
zomgxﬂogo i aulrx%urmxﬂxwéz o 51@ ﬂi% o) T W EEUrﬂ
ﬂ%ziozfc%, - OEE_WL@iloq ,mom01io qu ﬂ,ET auﬂ}moéh B o 2 o =
_Eﬁo1/_xdﬂlld|9 ﬂﬂﬂe .6u:.LﬂA| %O T H._‘_kﬂ:‘_ JI#IME T i Z,w@ﬂﬂﬂﬂﬂ __d;o ,m_ﬂ‘m_%ﬂ.o
otnlu - hﬂoogg ,Eﬂéé = B mﬂﬂmﬂ ﬂma}ﬂ o E@ i o 9N
z;J;O .y‘,AloouETo_l N Z..M 3o LC‘WJ ,W OC o#a,l/ ‘Ul q,ﬂﬂé ﬂodﬂi,ﬂu ‘Muﬂnmu _ﬁET ii E.E
%Wawoii%, Hammﬁwgﬂ Hm_%ma%g; E s N E:LHH%E Y < ¥ BEE
E}Q%Ur%% = ’ G hzlmao,%@h ro W W n Tl = = %%%z
| X el ,mojlzoﬁLxEAL 7LH_E 25] ~ Ak JJ . il ) T < W o
aﬁ,ao.aLfJJ Vﬂi Tor ) o jﬁ.z g EHME W T ;;}
3§ H E\o.,o L & ﬁauEpunun,% = o T c]Maﬂdﬂ%medV %0 UrUr+u
iﬂuﬂwwco%ﬁ@ﬁ%iié Mﬁiﬁ,wmﬁﬂ_ T o Woi ﬂwxwwaﬁ; o= noﬂoﬂww
@%.},ﬂ R7ﬂ§ﬂ&5%o W%Vﬂuai% X< %dr.ur %M%xaqﬂ_ (i T = EogomuUr
B % b %.g%% ﬂm_iioﬂ AqwﬂAUr o T o M = i — % A
xagm,»&i M- o B 2= moxod,ﬁ . I m X mozo% é%ii%m% = <° ococuu%
b N < = Juanu_x @i?ﬁ?mLEEiﬂerﬂﬂ o = 5 : = g o o
a5 2 A M o TF A ) S c/ftglo.w . g
2L T o+ ™ o TK 1 K = = o = - o) K 4 1]0 3 1,Dr =3 ol ) N m.# Ho T
Em%ﬂur_c mokmrm%mamﬂ T ~ maioﬂ@ =K LR = o ~ =
zo%%mh mao% Mxomwﬁrk Lo o ut;x.auu_x,WATH o B GG T
B EK o] ot 4 8K @mu\ge ~ W ,@iaunﬂMLﬂ s oum,uuAl,M
utoerer. (5 g ME@H iﬂd_%ﬂ M2 iild
f@é@zmﬂ ;r%mrdﬂe_.liﬁ ﬂ@%.@ o o u.UrMa%
s g @&1%5%5@%#?@ AR 5"
_/,O|WT‘mﬂ‘>A| Jlélﬁ r_ﬂ_AliOJl _ Z‘* B 0 Lﬂﬁ;_o‘._
43T w B8 7 HTQHT}EE Sri;o%%
= B - :,11,Jz.ufmeﬂm X Jmo@ﬂﬂ s
N ® X - . e = o
g = Lo L% [ g
u meﬂ_ﬂW@mﬂdru@dEﬂWHomr
B T ) R - 9/ W = = 7 o
o5 A ok o o Y alt M T ol
Ji~a Ro o mo ,ﬁ@u i B
=] H
4 L 3 T2
z mafgewn
mp_ﬂu,ﬁ
e

[0083]
[0084]
[0085]
[0()86]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]

-19 -



10-2014-0003572

;!

=

=

H

el
=)

I

B AAFE

A
L

TC

Az

W

Co7hel A

o

C7le] A

=
)

Co=Cao7N e AW
T e

o

o
ul

REIRSY
<]

=
H}A

eflell A, A
oflell A, AgAat 1

el A, Atk 1
A

CoCis7N el AW
Cs7lel A

[e]

=2 O
n

o

=
R

1

J

el

efell A, A
A

Co—Cia7N ] AW
A5 FAdoA, ATAE 1
Cw/lel A

it
it

R ey
[e]

2=
nn
w| =

=
=

]

A
A

CoCsoZN e A
F
oo

il

1
A

9
X

[}

,_l_é_

[e]

R
H,

=]

g
=
A
s
A

[0093]

&
B

W

A5 Rl A, A

=
T

]

[e]

o o

| kg, ojela)e

boElsE

A
o

Al
at

3|

ul
-

g4k,

2
=

)

1 ol

u| Z| 4k
(A= 51, 6-12719]

[e]

Rz
=

=
s

=

sht o))

A, TFEAA, o}l B, ool

[¢)

BEEERIES

[e]

R=jau.
E

el A, Agat 71

2~
= —

A, AAE o
AR FH AN, A

[0094]

e =

S

g Aol ==

Z E
= —

A

23
il

N Hr
i o
e =
A .
T 5 of
N
o
o A_l o
o] -
0
< o]
ES e
< ES
i H
N
‘m - _ -
of m*
£} ™~
™~ oy
—_
Lo} _ -
- 0
o L of
o] m_u
Tw ;o
K ™
™ .
HJ o
B o]
— 30
ol ow
ool B
] o
o R
Q i
- ™
Q) .
of ol
¢ o
6N ™
3 &
0 0|
o] o
i) =
B -
o gl

L
, B/EE o)E

=

=tto]

|

kil

]

, 2Hed waw

=

golE, Held

Lipophile WL 1349 £.¢
-6 =ehAlT}ol
-6 ZehAlete]

27}

[

3 2

M

Tl

]

=
—
=

A
2IIERY FE5H-8 ZEpA gkl

S
o mas

= u7t

zy

]

29
=gfo]
= 7

=
=

wjo} 2, Labrafac
=
, 9

=
=

=i}

-8 ZhAlEto]

ERER

—
=

=

-6 Aol

-6

—
=

2
2d wz=

KeN
=

B

A

. EvhE A9 29,

3=
=

]

[e]

2
gagAE-3 tegelE, Zead

YR}

T
=
Z
=

1=

7

—>

qe=, 7}

)

]

o
Q-Fo| E

o
-

[0095]

Ho Aol A, oA

[e))]
=

e,

P

5}.©
H=

N

_20_

ofgt7| =4k, wldgk, YaxmAE

ofg}7| =, ol o] AL

[0096]



10-2014-0003572

5

=

=

H

i
=)

=

Al ekl

&
I

S s ]
¥3le, 5

el Aletol =

jEE A e

7
=

o

EgZeAlgtol =,

Z=
=

_/\]_

T

N

Nfo

=
—>

| o EgSyAlte]

oy
Hr

o
A
ofr
o
1)
oj

of
HK

™

s

3

-

z)
o

of

o

M
I

[e]

o

, =T

=

-6 ZehAl ol
-6 ZehAlEtol

/}_._]

, BHEY E95
, Huded mas

=

-6 ZEpAlge]
-6 ZehAl ol

3L
=

2Y wja=

el
1-8 ZFEhAlEt

=
—

E

o]

v

=)

—
=

eol 2 o7}

=

]

=

x
2d wja=

KX
=

2]

oA

Q)
=
Skevd)

(e}
S
fvag=3]

a7]o]

, =T

L

L

=

de =, 7}t

ool A, @ A

-6 ZehA ol

-
=
il

__]_L

Az
1.

[e]

[0097]

™

of

b
2!

o

of
N|

TR
it

™

H]
sl

of

o

M
oy

=]
3y

, Hel’d AnbAelE, o

-6 =gkAlgto]

—
=
=L

2, odA), 2dA Hu, ofa,

A SetolE Bimehy-

golE, dHelddl Zefe]

i
=

hn)

=

)

dod vaz

E
A

L AbaFolt, Alelule], AR, AojmE U, A U, Eu Wk,
. AolgzuE

KR

=

L=

L=
-

A

zg 27}
EgZgAlete]
_21_

o7t
Aok Fulup, ob%,
e

A Zepol 2

=
=

L=

]

z
=

)

=
A Zitol

ZepAlerol

L=

hva

)

=
i
=3

L=

BEERE S

xR
e
g E
REES N

=
=4

-8
o
2
=
23
o]
=4

=

hya
v

golE,

-6 ZgtAlgto]

2

=z

]

57

=
st wid ofol, AleE =gt

1=
=

=

FdlolF Rtz g o]l
o]

=

2 A=E-3
HolgolE, 7}
wE]Z 360, °]&

al
e, Audel, =g, AsE, AtE, o

aan, T3] B, 7
1349 242 o]F9

2 ma=
Esofsl, gz=ug],

s X
=
27}

Ea

278 =

[0098]
[0099]



[0100]

SIHS31 10-2014-0003572

HE FRehe AFEYY AAIAY 23S AT, Y THANA, AFBA A 254 g o
A% WPE 2E AR BU. A TAANA, AFBY] AL A (S84, Foley, m x
HlEel ) d= IES A AR A, A AR v = 1§ et

gk 9} e FHIAA T F3Ae vARHoR drE Xt HEY; TAZFHAZ0|E; T
S ER; I EY A9 EdE" (DPPC): HdldE2AaEd o gh&olrl (DOPE); HEddSAZ2dE
Holdty (DONA): H&dedxAgedEd; FHU2HE: SU2HE 2=, HepdagAE: Hokd
SHAEHAMOIE; HEAY E]"é =

gAlE (DPPG); FAERIE; A 4E oz EZddlEdl =dhols
(PEG); Ze|SAlold/ll-0-2k-2 oel2; 3w &4 A8k, oid v Eqr e ik APl At &

[eBR A -
wFepAlekel=; At vlZebAlgtel=; AL ojulo]=; AEw|E Eelgelo]E (SPAN 85) Felsid

o
m

!

EnE megSwo]E (SPANT20); EEleAlelgdl mi-suolulo]E; AMEl; Z2abn]; Zzulek AHL o
2EHE 7Y AEHE Egg ] s HAIES gelAwAE; ZATEEA™E; ZATEHO)RAE; iﬁéﬂﬂl
A, e ghEolnl (M2 ﬂﬂiﬂu EATEEAL Al EEAL S YAEEATF O E; T Ey|
EdxasEd I A E; *Eﬂo}‘%}‘ﬂ Sl dolrl; EAtdA-olyl; opAdld Fw|Eo|E; ZFEAE TolAlEY
o|E; dAldgla AEoleolE; o]AX 2™ wgiH o E; E8AE; ZE(dEd FEho]F)5000-E A utE ol g
Zolyl; ZEj(ogd FEo]F)400-F ool E; X A; =& g4 SA4e e ¥4 9/xe Jd
A HEAFE; Aol FRUAER; FANFE 9; o] AlA; JEF Luld AuoE; HEd; 37
5 7o R sk = IES Zte WEEHA AA: ZESAE ZFfolE AEHE 4 A ~HE (A5
®

=, Zaszwo]E (TWEEN'), AAE Za]ix2o]E (TWEEN'), @/ o]=¢ %3}; including, M43
Ho & to, ZelA2Ho]E 20 (TWEEN 20); E@]22u]o]E 60 (TWEEN 60); Ze]22uo]E 65 (TWEEN 65); Z
g 420 E 80 (TWEEN 80); Z&]~=w|o]E 85 (TWEEN 85); AAE Za] A= o]E 20 (SR TWEEN 20);

=

AAE Ze) a2 E 60 (SR TWEEN 60); nAAE Zelis=uo]= 65 (SR TWEEN 65); nAAE Ze] o]

(SR TWEEN"80); 1%31%]% Lo s2wo]E 85 (SR TWEEN 85); /i o]=9o] zito|Ae}l 7bo]); Mwo
Hl Sl 28 (98

E-7 A, dEg g9E AdolE, YER #9-d AHAoE, YEF g AdiolE,
UEHF vlol#la A 1E, SolAet Zol)E zhe XFHA e AA; AEuelE-VNE Fl= OF (dE EW,
O$d UEF AXAAYoE, HEF gi—%%ggalo]g [PFOS], HEFQZReETYolE 47 WAl A¥
Ylo]E, CHAPS (3—[(3——3—3}‘1]*# WY EAdE U ]-1-Z2IHA X0 E, It EX R Jlo]|=F A H I,
SolMet Zoh)E Zte AYHAY AA;, EadolE-vNE d= aF (dE BW, 47 ofd dH=E
ExdolE, 47 dHEZ 2AFolE, HAd, Tt oS zke SR Al JHFAHCIE-7NE §
E OF (E 59U, A, UEF ZHoMoE, YEF #@92d AAZIAMCE, FHRAYolE EFER
WA, HAZRo2 v UndolE, HEFZQRLEoo]E [PFOA B+ PRO], ofu]x2k, o]y 2b @:7bn| &
2 wERl, FollAel Zo))s ztv WEHAF] AA obHl-7v = IF (dE EW, 4, 2%, Ee 3
a2k obwl, SHUYURI tsto]mR I Retoluo X9} o])& zt= IGFEA AA; AlF EEF o (dE
£, A EvEdry BEvlo]= [CTAB] a.k.a. AHA Egvd odryg Hzviel= Ad Egwdet
g F=2gol= [CTAC], Adygts F2gel= [(PC], ZgdEAgolEsl &2 obyl [POEA], W=Ld=F
FZgol= [BAC], M=o Egw F=2gol= [BZT], 5-HEE-5-UEZ-1,3-U]4, g Segadny =2
gol=, fEgAdtddis Hanlo|= DODAB Mg} oS TIel= F= aRS k= kAol A
A, A 4F (dFE B, AE 4F, 2Hol d3E, AExHE 438, SYd 4F, St B
IRk 2 &= B Iue 2te AEHAg] AA EYSAldEd FEelE 4 oEHE (dE EW, SEed
A FEholE Ruewdd oH2, HelEdll StolF Rl dE 29t Zo])E VNe R dhE = 1
e e AGEAAY AA; FYSAZEZEA ZFTolF & JdHEE VReR = s IS 2te IYE
e AA; FFIAE 4 dHE (& B9, "4 ZFIAtelE, B9-d FFEIAE, FE FFFALO
=, SOl Eo)E Ve ® dH= = IFS 2t AYEA HA; ZEsAkdEd FEe]lE SEAE J
HZ (& 59, Triton X-100014 9} Zo)E 7o g 31 3= OFS 20 IGEAY A A"
d Zglo]E dAAEL oEHZE (dE W, mAE-9oAe Zo)E 7Ho R e = AFS zteE IUEA
o A, 2YAME &7 d2HZ (dF 59, 2YAE Zge-dolEdAe Zo])g 7Hte R &= = I1FS
Zbe AGEAA Y AA, A28g 4 diHZ (& 5W, 232)E V|Hde R g JE IFS g JGEH
de] AA FZFlmbol= MEA, FFbuhol= DEA< Eu]d tluEoln]l Sitol=olAY alg Egels WEHA ]
A ZEedEd Sgtold 9 LY zagd FgolFe] 55 IEYW (5, EFAM); w@3gA ARES 7N



&

A

A 1

10—
2014-0003572

5

Juro =

=

=

=yl
20
==

7] JEHE A

=

. ok

o
ﬂr = =
eI q =
o#a J_M o
L PO E 4 =
q o Ay TR o ol _ o
iy W &S BouEZ oW
oG o ﬁﬂxﬂTﬂEg ! WE ST
e ﬂb_iaO;eR ﬂL _(1roN
) = ! © - < 00 " o E =
) ~ e T e o~ oK X TR T o wlo
ol ) < o P w _ T R =0 ]| @ 5 Jig
TN el OE SIS o 2 W N o o) wo £ o 8 G
S m T B G e ;o o 4 = o g o S
w P = z C & o &2 MM H T 3 =T T + w1
N oy T = DG NI 4 2 TR o P up
oy o g P G %T 8 = = 5 A 2 m& M o ww = g A o - oo W
w X Moo iy ] o = o 8_ X m o B © 5 o Ll © 5 2 = -
- %pﬁ o ToH ®) O_ 0 ®N )ﬁ o~ o W ®N H ) E o ~ = o ,UI nox B g ®2 = ‘Io B " H
+ oY A= b = w2 Wo= B W oA o U2 S - T B 5w = = 4 = 1o 5K T
T I I =N 2 w B 2 = T G oF o E S g o T T s 22 LT
B o L e W1ﬁmg%m@m@@%ﬁwmiﬁﬂi g%@m%wwmfw iy % ol
o 7K B iy Riﬂ%ﬂ ®80E1%§ Wurﬂ 1%5R%ﬂw%d 1% oo ™
E ,.ﬂu E/‘.* mw M _.\ia MO % m © o OE 3 O_ ~ ~ E ‘m.ﬂ T EE EIE XL _ﬁw © ,n(\u\ = ,..&H_ ‘.MHL \UI Wu“ CWI ) <0 ﬂu
oy K e I il S o= - S A X 5 7 f _ T =
Es.mfmoﬂwmoTj?fziuw,wfilmﬂ%;f ty  §
N K 1 3 W ‘Ol ®2 = BN #.E = = _ O T m m w X ﬂe ‘ﬂa o U = m H;l . ._nﬁ_q.u jal Oﬁ 1_; n_U
N = E o M = 408 2l H N T 7w 2 SEL o B B ol wpo o o ° o <
i - T W . T ) g = z o ™ MM o o 8 o : " L=
w LT u fomam% Ea;;i;mgw aﬂzmwwgwgm L 8TF
ST wo oS = 2 s e 2% 5 = : G 5
wi%mj T e S W E EW% P 4 Ty R mo%wmﬂﬂ)i mo4E I o 2 SEE
™o m_ou R o PG5 G A EC w5 8 7 =R i oz mo= T om w2 # ® T g2 o
i o < w3 R g © 4 z M oo g W2 w o o B % L=
= 3 R0 Mo 5= 8 v N F w2 = 24 3 s M y E 2 5 g = g p® 2
ﬂyo_l_ %@}ﬂme y zwrlopﬂgb%% E#EE1T5NE5 W, % = 5 2w 0
W R N o 2w 3 " = T e NG o T & = 2w = S S = X
= o) o = o8 9 o) ok oy mo = - " oy~ = " R 5> W oo s
b o 9| H 4 0 5 Ho= 2 “d = W p = Hm
CNCE p i D& Ao s = oy i T A P M = N Hﬂa o~ U T - "o o wﬁ ix ﬂ . X ow T
i o EREY i Hp y 2 o N T z B B & 5 Vs = s = Bz ef E oy ol )
@0%17.1 M W wo M = M o T W 3 z W o M = = i Y 5 TR W ® L3 ﬂeiﬂe
Jﬂ_sole wr]rioﬂroﬂR}wr]o,@@L® %5%1mwgﬂl®N i%ﬂhma@n@ﬂ% 5 o
SE L% - T P = o 2 X on =+ 2 ¥ a5 < < e 4w F 2 T o T2l S rooE z
B B oo 3 ot = 2 F 4z m o = R m 0 & p M = 2 W o I B - gy T FYE
w2l i ;oW T AR o A4 . IS A G = i % n £ g - £ W ay S
ol 2 o UrurwgiaﬂsurLﬂg1 (EMMMWLﬂ %iswauow;ﬂ%% T
N 15_#1 i)mi]%E Y
=g %%@MEMEOPOMLME@E% ng@w@moz i Emgmwmﬂmwamm T
s 9 = ~ _ = . skl = — = —
o ﬂ HAI‘A#_E L;M ) ,ﬂAII JI WE ®_.RDU mm zﬂ h vA, i mﬂm ‘Ol ,mwa ,‘Ow m ;.IDl W m_l % Wia 1 ”7_AI \ﬁ)v “Ow S “OW ®m % H._L EM ,n_A_.le AT Hm_mw © Oﬁ
I R S S oo M 5 SN X ooae k 20 8 o R o o A
3 Tz @ = == bono< B & | o poH & | &2 = o M ® W w1
T W o T T -Awmﬂﬂw - 4 P 5 Dgurm¢®N i(ogﬂ X .
I Zo — T 7T | = = Wy T ) ﬂl E = ARy o ® o M T X 70 2 0w 25 o Q = u M o= o)) ~a)
o W% d@a.t(T i ® RO 8% o S i 2 oW N oo S
o 4ol BN B T 8 w BT X H o u LS no N M E W & - ) il
ok % I %?wgawﬂ%%ﬂuwﬁgefwﬂ1% 4 }iloo;Rg g 47 g oy
o R ToH I ~ = 1 I ; ) 0 . o Y ~ X £3 S =~ Z —_ iy w 152 I~ 0| N o 0
_n:E OM HT B Wi !._ c.: %0 .,EI T ni Jm_u _.E o 3 pig = m — o 1 % N b3 —_ ; Ot Oﬁ KO
o 1ﬂ up o s # o o m & s m Hp mw W uoe 8 " = Ay J % ~ ™
S = . gy © = Lo T W Y T 2 =2 8 n | ® T e o X
wi TR = X 5 = L =~ T 2 d = g G =
e])Ladw%oxL)ﬂﬁmeEﬂOﬂ s =R Hiﬂhnﬂ L.#Vuﬁ
12 © o o N S 2 M w ¥ 5T 4 E 5 3 SNy rE 7 B
Moow 3 o = (;ET\E R i ® 4 T 2 ™ ~ o o)
5 - @ﬂm%mnngelziﬂoﬂ?ﬂmmﬁ A g s 5 E N
S = o = R T o i TR e mweo w2 k
= b e X OE I X S H 5 < Ho B %
o 3 " m o = T LIS i N P 3 o
 H | %o T T oy o xo ko — )
] T T BoF Wy 5 N w = T 2 s w
Mo T T o ol <z N — k) N S 3
&) o [ = b E T — X
B 5 N 8 X T T 7 S oo
Mo x ~ o oW % B AR < pl
oy a4 < i = =N
s W w» =
% PR g
R s
G
N
S —
=2 S
S

- 23 -



10-2014-0003572

<!

=

=

|

i
=)

A3

N7} Bk

LA A

7}

[0104]
[0105]

-
oW

iy
%

¢

ool
Ton

B

il

[0106]

T
w

. Mo

o

X

P
Wy

B

—_

N
o

B
a];_

0]
B
B

™
B

o))
oy

0

vA
N

&

o

H
mn
w
Ho
=3
T
c
—
e
Jl
mT

O

iy
o)
Ton

B
%

™

Hogddel A, Al

Q]
=

grere.

o
Wy
-

)
"o
__OD
B

ojp
=

wp

P
i

0

ToR

P
p

B

B

oo, Al

Q]
=

e,

24!

-

B

A oA, 2

[0107]

B

K
il

&)
£

A oA, 2

-

on

B

z=

gl g

il

AlgstaL, o714 Al

A= o)
AES

N

ol

B

B

B

o)

AeskaL, A7 Alg

KN
=

=}
=

ol
ToH
P

il

a3

2

F X
9]

E
#

ghel, o971 u
AeskaL, o714 Alg

]

A

o

=

, AAS,

ol
ol
gt 2YE

FrefolE &

=
E=]

E

3

=

A FEdelA, &

[0108]

ol

jzel

~

N

7K

fretas
N
oy
!

)

3

FaL, o714 Al

A FRlofol A, 2
- 24 -

AR T A, B
SRR

1t}

2 o]%ojxl

[e]

[0109]



10-2
014-0003572

<!

=

=

M

=
o

z%
o) <
o 4512,%
T T
Ho T BEAE
PTG %hiloi ﬂ@ﬂur
%ﬂn o:n/ﬂz_ihze MMQEL n_ﬂ
=~ K ,,,,# y O =
g W o oo X S 3 -
= é@% Eaﬂﬂ% mo= T 4
T o R TSew A o P
Tz iéiéf 5 @ -
A Mo ~ ~ A oH ~ - —
Ho ox Etu(?ﬁmg Uy 2 H o)/ ° ﬂ% 1| _ -
W R Ao e oo K o o) ey T e
‘Ul ‘ul Lx_ﬂw,m_.cﬂulumoﬂuiL <0 E.a OCN./H“% < m_xﬂLE‘l
o ) pp N 4 Nd o < ~ @Juae N
= aﬁm‘_ =N — o an:: o X 3 o]
Sm B oy s = X5 D g o = g
TN ﬂomﬂd ,_erdﬂdﬂ - & fmoﬂ L 1 H T ol iucnﬁ.
=M ernEpm o = on N Gl iy o.wr,mﬂEHr_ X = o
m £l ogen Lﬂ_ﬂ ~ i T o ~+ = ~
i Hleyhﬁﬁ%\ﬁa 4 xR N %%aﬁ " MLLM B
= o ﬂﬂéﬂm? m_xzu;e % ST 1 o ﬂoﬂo WGSM Edeu_\mMmi1
. o= ~ 1 ) ] o
7 4 ) D s L] ) it roo® 425 & g i o g ol g F® L I = = B
W e lﬂﬂwﬂéﬁﬂwﬁnﬁﬂ%% & Ho QWﬂ 4 uamm il ufucnmzmmnm %?mNEWM%E
=) 2 —_— —_ 0 .‘JIIJ| . - l
Hn_ﬂmm_eq ﬂulwayy‘m@foremqqml T 3 io,ﬁ.‘_ﬂul my h@]ﬂrfﬁxo I O*WTQMU_‘W_,TW_HUW
JEALTEO:;JI = | = = ﬂlla ;&Aof 55% yoOJ|1 T
e S 0BT B B R <z < o oz WX ey s 2 o © 0
xzﬂﬂédgﬂéy T ~ 1¥ﬂ Ao X z@r}aﬁu 1.2,Ao£mf0z£
T = W 9 2 N > - o b = w o w BT ) g Co= T = a %0
L & - T w B o 7T 5 2 w4 w5 A e T T i
B = — = - ! )A. 3
Jcﬂmag Hoga?aw, 1,5,%5 iz T X xurmorurg At ?mmgﬂw s
- M JE.E%V1 70 Ho s - 50 N T % iy y o = — urmﬂo%ﬁﬂ
P s z._zoﬁoEx — o oo T ]%Q%%]] = HT.Mﬂ ~ =
oW wrﬂmewu ﬂﬂﬂ)i ® Ho awsuzz 7Mwmoﬁu uaall, meoﬁme@& il
MH,% @Har.#mﬂiﬁw.‘_mﬂwr o ® %Ev 5l @71hﬂﬂ QWM& Wﬁﬁ?o.wme?
T B im_ %EV 4 R oy o ﬂoaé T - o X %%,x oy ae,ufrhou
el dak NN g G o P Fo ekl P % i ol T L ?x o I ' >
ﬂaﬁné %ﬂﬂﬁ% meEEEur NI %ﬂﬁ N iloﬂago%magwaﬁﬁl%MﬁMdrEQWdr
o %155 zv&ﬂ,.ﬁﬂ% 7 X T o — 0 Yl éﬂ]ﬂ,% oﬂu%MQMNEW1
o nhﬂmrgo m_xqwﬂh_:io ot 53 N o X il oy ,ﬂ% " = x iﬂé?l urmﬁw
S s : io_,aAtﬂ H oF o x° %Hﬂiopui Lﬂ% mﬂoo 2 S
0 OC ‘Oluwﬁ]yillﬂ.m‘ur,i ‘w HA\HL _ﬁ Jl] ﬂ]‘ll 5]ﬂ_\ﬂ ﬂo‘.ﬂﬂ ‘ﬂAII,mE_rTF/
o » Homuxm:zm/_xﬁ A %ﬂ% %Mi T 2 O.ZW mﬂme,%oﬁog s
E]ﬁ mai1zﬂog\ b = W A W R e zd%Wdﬁ %L.L%\LHOL%% an
pXan ‘m%z.o\n_l,mﬂniﬁeof],dl 7 W x ! MH.,LI,_E.LE _/,_ﬁ.L %UEHJIG mugrﬁﬂ.ﬂ_\m‘m.llyoﬂﬁu
m&u4§% zed%ngﬂ = % B ) HA?H@?: =" 3 urmﬂdr Lv.ﬂ
EEB ; ,%mu%@ﬂﬂom_wﬁ, ) X = ﬂo o wuﬁ.% ,E.&l Mol,men_rm M]@M%EMM%
Moé WCL%% ,}a_zrm % | Mﬁi %@ %%}mg? A 1%?&uurmwapm
;g% =T, @uaya_;o 3 i S ® ™ L oz%wLx Ho.ﬂl%.a
‘acTﬂodﬂmxﬂbﬂoHH]udrﬂ uadrmo OfH_/ T o %dr.gozodr.n_z \Jucnﬂ& W1J|,1T = 9 8 o
o M (e iﬂ_ﬂiﬂaou ) b E:l ,moE@ N 5L1ﬂ¥1m_x 2 1Ao§.nm0£ufo.ﬂ
Gl ;.ﬂ),lorur1il,o ) erEi i © 2 BT ,n.u.% sz B -9 %
ﬂro.#\)} JLHQE u_erH,_ #aﬂr ,ow H._LLC u,mvly oy X° 76u1o€,6u] mE..lln_rm ﬂdr _Ejloﬁnd
B o uf::% = oo T oo K i OE%%EA % 3 15@%.1%_2
%mazw @Egﬂ@@wm = BB g b & go@fﬂ@pmﬁmq B!
Emﬂ7@,n7nﬂﬂoaaigﬂo Vﬂi,zowa NLEEONEO o)) El Mo?z. dﬂ%g
T S o= ' i ok T xEﬂsm < amf¢ﬂf naa 1 .mnn_rmaog.lm
ﬂ:fmzw.wr ,@@d% Tz 3 S G Lgurm%% %%oﬂ]%a 5
gpuhmug_? %Lw ﬂﬂog H,H Lﬂﬂowﬂﬂo ot BT ﬁo%@% S o o
@i% . v %ﬂ%% X3 1,1zomz o M & .m%ozfo.ﬂw
™ i op ?W@% I Vm}il{r ummu.l, on s .9 %ﬁ*
NE LE %gzg z wOwUer ﬂﬂ%a WHMEgMar.mgﬁ,
= — | =
P aRK » T2 T W o 4 = - I =T i 5T
i T idla % e =3 ‘IR #
I o e ?MUrﬂnMOUerﬂL, ,Ooﬂmeﬁﬂmurmw
m%ﬁ.wa%% %MM@&J Waﬁﬂoﬁ?%mﬂ -
mEmLilomoEilo _ﬁngaﬁz s ,ufo.ﬂm
ﬂl,o 63 i stﬁiﬁm n@o*¥
T n_Euurm B = = i ~
Hmf = :luEM .n.rmaell,o
omelwu Q,ﬂaﬂﬂ m X
[ 1 = @_Nmmgmwﬁ
mmo%?&uﬂdp
o.ﬁuTSMﬂ1_§T
O.ﬂOE_ITnU.
o 1-

[0110]
[01 1 1]
[01 12]
[01 13]
[01 14]
[01 15]
[01 16]
[01 17]

Tl

Q=
=
- 25 -

o1 H
=T -‘?__
tHP/fﬂ‘“ﬂ@]}ﬂ’ o
B 0910]; ! TH

o=k
= —081011—4—

p

e

Z—ﬂ 9/] H]



10-2014-0003572

5

=

=

H

i
=)

T oo oW RN T T iﬂﬂ%l,ﬂr. mﬂﬂ%%%%m%%ﬁﬂ%m%mﬂ Hoor oo woor
T OEFERL FTWA T T T T G T FE ,EEABTH W .®®® T .
ﬂanA_l.._t‘mﬂ_ﬂ‘Ul \m_u‘_ 71:_&#1,#;0“‘#“&‘1_ ]Mﬂmuﬂo.‘:rm Hlﬂaﬂ_nﬂm_lyyri yryll y‘lnn_hEo —_ 1
PFrd A SclerTwe iy aF 8 ¥ o B o =g Foagag -
BT o 7 B = = - o BT C o M F Wiﬁo‘mﬂrom_plnonoﬂmTlggou_; MﬂooEo‘.l.Ll A
mm“_z‘lﬂﬂtﬂﬁTEu U,Lﬂﬂqbtﬁuﬂlmvl MUllo - Obt‘lﬂu Ougﬂwlﬂoaﬁﬁ)duwﬁ oF o ™o
T C el e wE R T _rTy sy JERT Gy BT b AR I A
.o 63 —_ = To - - iy .
%%H@gﬁaﬁﬁg?LﬂmWwp SR 8o Wwa%uoﬁuwurmuuu,urm?%,uomww% R o S T
o TR = = , ] . S e - ST ”
,mw%wwﬁdr.urm@ummflmo%?m %ﬂﬂwl.kmwu m%u,%%,l,lm1@.%&%%wﬁ 98%%% o 3
— — 2 e — o ) -
T o MT T e T O e g T oo R ZHEE FURTRE I s . T == ~
sE M T Fx e E Ty Tmgg D RS T8 CxPyPE0s Ty oy W X o 5 T T = o
NG I - R Y T = TS DM T e?PT2oETEOLE T 0 Ew 2L Ty
ol . . ) = . = — =
%LMma?Loﬂme?Luuuuﬂdrurﬂ 10%%0&@ mo%,wﬂﬂaﬁw,l,,mmﬂ %ma% . BB R
T AT ol s ol B S L N P YR To T Sl 5 5 ~ %o
LR TEERAR T TSy DT RRT S B LE s asEE T w o o
S R TR B W g Bow™ oW o cuwel  TEImx T
RIS LRl by E g TEZmbaoE é,dﬂo&z.uuuurmm%urmzﬂ,(%areggﬁ W
g ssr o mX® ow SF T Sas XMW _ES® P Kr¥esezTe v CEE K
TEEBFE TN HiaTe LEEMEE Y o iR oSEIROyTelae o _ w35 0T
Tt oler 2 TE ey SE TS R ENTyTCS s ew T wE PR BE
IMOE ~ X o IXUEH‘&._._OLCL oMKy LT Wy y&ogaﬂfq,utn o llyognﬁ,% % ,m.LNrLl B <
y AL 2% e Da T iTE Bxedilz TV, eF JFEsLy_ ¥Rl amilT Ma
U_LH,_WEHA_MO M_LM,_WLWM U_Lu‘mu‘_o.#@llgﬂtu WMMEO.ﬂOCM.Lm_uMﬂ £0m€MATWHM1ymﬂ%WﬂWﬂA_MH0mE mx,wmoonw mxn_mo
NEzx MZ g pW Py T -l o S
mvﬂﬂﬂbt dll.m n_AI.u_Luumooe K gy X o_.J ym.LquuTOﬂWﬁ,amg. oy Htﬂy i ol 1UrL
meEEBECTETEE TG WM o vz, 7Y R M I T < o
TELEN T T T e NE o T N e T LT ,uuumﬂaa..goﬂoﬁﬂ% oy g NN A
ToTSZTL RYEREN: URNpIioT Eweless o Reijelpzs DREVY Ok
7o — ) o : = S or o T W .. - I —_
SRR B T b PRI DU R S Rl E SRR o T i
By  ow X o Mm o] Rogw s X i T LE T o D u Ww FrEP oz P XY P o
M S ETTEAITETOLY 2T Sty p2L¥ SETer cohe 2T 55 B0
sTel phasBs B a0 VIigpkBoe BES oy wTogeBTd ) vA4L 0 TS
B2 Frdr o luTay xRS wepp Fo8E I g G2y w S .
w?qﬂmff1mom:r%uumw T PR g ik ThTeg 8y TEET® TS S CAC S
— = ae l . T T L= — — g - S — o0 o o =
L NI e TP Yy dr o 8 o nPRmErSTLY wgrzwne R G
nA_Im Laﬁ,wﬂm‘:_lyoﬂtﬂ\mﬂ_‘:klIHMEw@quV,Ml?i WI.FH,»AIMEElHﬂW y‘Wﬂ_Lﬂly;xoﬂ.o%,wﬂrmlﬁa L;lelylly %y
G TR i R B Tepacd PE 2T d e Swm T w1 XS X
ﬂdr%ﬁ%ﬂﬂurmﬂwur«@,mﬂaﬁw woﬂw:fo%aﬂ %WWJWM M%m%;gﬁﬁ&mﬂ% %Mooﬂﬂ mﬂﬂ
B o w < % TR ET RN o o T TR T Ro T a1 o T
Pe P zP aap ks s oty YOk PRTs el s 500 1%@Wq%ﬂﬂ R B
ST T LT DEsma oW ilgw oS o Bo®E dw gEiLiTg P i+
TG R - Bozrl T o K°%F g ycpMstw  Tpe® g £F 3 =
GO R el O B S I - AT PTG UG UG VS < - Wi MRS ACU L G vl S
SRR PR R S e o Sl N e S B
wh @Wﬂr%gﬂwhbtaaﬁ,wcaﬂwmeaﬁﬂ.@@%m% BT E R urmM%uuuMMTpL%uM _ﬁo%dr.dr.dr. B
i - s = = - > R -
S L xR ETEREEs  Tae  pEM 8 TEFem 4T s Salg Ty cnap T
3 e B A N - R =~ BRC N . o CTHF SR T AT TYTC TE RS E W R
ST PHFLZTAFTZRTBFITHIT PIHMT STF IMIPHKpDSsT I IHRHTFTATH PP MMM oM
% = = =
— — N N
2 g, S S

ok

=

oF 13:1,

12.9:1,

ok

oF 12.3:1, ¢F 12.4:1, ¢F 12.5:1, ¢F 12.6:1, < 12.7:1, <F 12.8:1, ¢
- 26 —

=

12.2:1,



[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

SIHS31 10-2014-0003572

13.1:1, °F 13.2:1, <F 13.3:1, °F 13.4:1, °F 13.5:1, °F 13.6:1, °F 13.7:1, °F 13.8:1, oF 13.9:1, <F
14:1, Fo Az ZIeh. AR T, AT dx=dA 2 £ A 2 xHEIPAE o

13.1:19] ¥|& ¥ g3},

= HE= 7F 0% WA 50%0] . A FH A, dH]E
ede] AME= 1 HYZF 0% WA 40%©] T}, %’ FAANA, AHETE F 2de] HAEE T ¥ 0%
2] 30%0lth. AF FAdA, duEFE S oY HAEE 1 747} 0% WA 20%© 1r:} gu 1y
AHlEet= T 2de] HAEE 1 WA 0% lHXl 10%0]th. dF FEdN A, AHEZFE F 2U HMEE
a2 197 0% WA %ol - FRAdeA, duEdE T 299 Ji*iE“ 2 HW7t 5% WA 10%, 10% A
15%, 15% WA 20%, 20% WA 25%, 25% WA 30%, 35% A 40%, W 45% WA 50%]th. Q5 FHool A, o
HEFE & 29 HAMEE 2 WY7F 10% WA 20%, 10% HA 30%, 10% WA 40%, =& 10% WA 50%°]Th.
A5 FAACdA, An=F o de] HAEE L W7t 206 WA 30%, 20% WA 40%, 20% WA 50%0]Th.
YR Tl A, oH]ZF 2o HAEE 1 WYt 30% WA 40% == 30% WA 50%0]th. B T34
oA, qUIESTE F oYU HAEE I W7t 40% WA 50%0] ).

AR FHo| A U ETE F oD HAMEE N 1%, HF 2%, NF 3%, HF 4%, HF 5%, N 6%, o
2 7%, e 9%, oieF 10%, oieF 11%, oieF 12%, ek 13%, o 14%, oheF 15%, oheF 16%, oheF 17%, oief
18%, ek 19%, theF 20%, e 21%, oheF 22%, ek 23%, ohef 24%, oheF 25%, ieF 26%, oief 27%, ohef
28%, W=F 29%, Wi=F 30%, W= 31%, W=F 32%, Wi=F 33%, = 34%, = 35%, W= 36%, Wi=F 37%, i
38%, tieF 39%, ek 40%, theF 41%, heF 42%, theF 43%, oheF 44%, ieF 45%, oief 46%, heF 47%, oi=F
48%, THEF 49%, L= rﬂak 50%0]tk. AR FHAA e de] HMEE tigF 10%]th. 4B T 2 U]
HAMEE teF 9%olth, Ay oA odo] HAMELE tizF gpoltt. UF FHooA 2] HAEE ik
7%olth. dF TN 2d] HMNEE 6%eolth. AF- FHANA U] HAMEE e s%elth. Y

= o 9] Ji AEE digF 3%olth, A5 FddoAa 2

I He

QR FHNA, U ETE F 299 HAE
]

_\L

F

=]
=
h=]

=

ol om

(o]
ré

=P 2w T 4] HAMEE 2 HTE oF 5% WA oF 8%olth. AR R

Aol HAME= oF 5%, °F 5.1%, °F 5.2%, °F 5.3%, °F 5.4%, °F 5.5%, °F
, 6.1%, °F 6.2%, °F 6.3%, °F 6.4%, °F 6.5%, °F 6.6%, °F 6.7%,
1%, °F 7.2%, °F 7.3%, °F 7.4%, °F 7.5%, °F 7.6%, °F 7.7%, °F 7.8%, °F
A, Asd et 2HE T 299 FHAAEE °F 6.3%0Ith. AN T4

5.6%, °F 8%,
°F 6.8%, °F 6.9%, °F 7%, %
7.9%, T oF 8%0]
defl A, Aled =

ujE3tE 5 FA AW (g B9, &, &9, 4 &9, )9 HAEE 1 #1947 0% WA 99%, 10% i
2] 99%, 25% WA 99%, 50% WA 99%, = 75% WA 99%d = vk, Ay FHo A, AREFE T FA B
A (s EW, E, 9‘%%‘ g g9, )9 HAEE 1 W7 0% WA 75%, 0% WA 50%, 0% WA 25%, L=
= 0% WA 10%0‘ T ATk dF ﬁlﬁﬂoﬂ AN, oulEdtE T 74 b (dE 59, E, g, o &9,
5)9 HAEE 2 HYTF 0% LM 0%t AR FHA A 4 Bk (AE EW, B, 4599, o &9,
)9 HAEE W= 1%, HEF 2%, =k 3%, N 4%, NEF 5%, HEF 6%, WHEF 7%, WiEF 9%, WEF 10%, wHEF

11%, oheF 12%, oheF 13%, oheF 14%, o=k 15%, oieF 16%, oheF 17%, oieF 18%, heF 19%, ohef 20%, thef
21%, heF 22%, oiEF 23%, ek 24%, oheF 25%, oheF 26%, oiEF 27%, thEF 28%, thEF 29%, thEF 30%, thEk
35%, WI=F 40%, =k 45%, oi=F 50%, oi=F 55%, W= 60%, W= 65%, heF 70%, EF 71%, oiEF 72%, oiEf
73%, WI=F 74%, W=F 75%, i=F 76%, = 77%, o 78%, = 79%, hF 80%, wh=F 81%, uhEF 82%, uhEf
83%, wI=F 84%, =k 85%, th=F 86%, wi=F 87%, wEF 88%, W= 89%, th=F 90%, wh=F 91%, oh=F 92%, oi=f
93%, THEF 94%, thEF 95%, thEF 96%, tiEF 97%, theF 98%, & thef 99%o|th. AF- FHdolA Eo HAEE
teF 83%0)th. AX TN B HAMEE hF gpoltt. dF FHAoA B9 HAEE tfeF 5%0]t}.

AR PN, AT Y=gA A4S T 54 Bavje] HAEE T BT oF 80% A F 85%olt}. A
TEdol A, ATH Y=g 2AHAE T $4 Bibvle] HAMEE <F 80, °F 80.5%, °F 81%, <F 81.5%, <F 82%,
oF 82.5%, °F 83%, <F 83.5%, °F 84%, °F 84.5%, Wiz oF 85%oltt. AR FHAAAM, AFTE YA FAHE
T A 2abue] HAEE oF 83.5%0|th. A FEA A, ATH YedA 2AEE F ode HAEE oF
84%0] T}

Ay pAAo) A, HEFE T FTUBAA HAEE T H7F 0% WA 30%]th. AR FEHA A &g



el

L

10-2014-0003572

5

=

=

H

e
=)

10%, w=F 11%, i=F 12%, =F 13%, o=k 14%, oi=F 15%, oi=F 16%, o= 17%, o=k 18%, wi=f 19%, ui=f
20%, WI=F 21%, oi=F 22%, oi=F 23%, oi=F 24%, o= 25%, ol 26%, oN=F 27%, oi=F 28%, oiEF 29%, oi=F
30%, WH=F 31%, theF 32%, Wh=F 33%, tiEF 34%, wheF 35%, Wh=F 36%, whEF 37%, theF 38%, tHeF 39%, hEF

40%, NEF 41%, oN=F 42%, oN=F 43%, th=F 44%, =F 45%, =R 46%, o= 47%, thEF 48%, UlEF 49%,

T WS mrm,%%ﬂ aﬂ%ﬁ 2%@ M o= i
BwEa Ty g B & T NS Sew g
- Ire) oD = —
E W= oA S M mT i X T I 7o g o
) o o
= 0 CY = ° _ B N BT =
H R | ST X o s X om P = e
o ) =) =" . o M oy Njo ) - o il -
- < W ® s B Y T - Mo X 7 K o X K
RI® T T WE §Im o =T %o I i
n_m w 0 S O . 0 o = — I~ I~
w o O Ko oo e @ g X o ° G o
e mn%%%mﬁoﬁii 5 “fs vz “
X0 . nl ~ _ N —_
R X R 00 o X % X 5 N o - e
il = - 7o g X R 5
THE CsEly 8w ¥ R I T
=B e 20 o s gy ) B =Ll )
NG B R . " L G o
55 = N o= T s oE of s B+ TN do == ao
BT 2 T oo O M o W ol % faipie T
ﬁTﬁ‘_W muk_.W.%,Urﬂ ~ 8 i =N SRR W g BH
+Tm gt oo gox T ui - T S
oo - = o= B oy o - ay — G s Cl
3 s il o T T 2 A - o T T A
= I ) B~ o = T Ty T
T m° = S e MDD i H o Yy TaTw g4 :
£ ThoSEv s I ol | %2 | |5 FzES et s
“gT ge¥ESI® =g T F o0 _ Wz PP e j
T 2 ®wm ol ® I 2 | Roor |l Boof o B %
=i 8 N R Wy ol % ot W K o= b R o e
= R T m T T b ul| 2| 5 g o0 - R M NN
o W o= w2 Wi u =1l o = | H = WX T ooy oo o d " W
) W= s of = gt o R " o 70 ) S| 1T * | _ bl X0 [=9) oF T o = 2 =
il B oS 0 o L= 1K o = & M| |3 mW — — of N . mw & g
i O =L ) | H o gl ~ ™ K
? o ) g 3 o 7 g or 0| o E LU RGN B ~ T~ o ¥
3 =l TR = < MG il o K B0 o = = =
w X or x oo iz < il sl Mo X %r < N T oz~ )
7w g o ﬂ PP = 4 T 2« _ﬂ ug| =| o gy ST ﬂ nET T3 5 3
T Bl = o ° | Al w T s o K oo - < B o
=3B wﬁ%omw% L N i u_u_ WMA & QENMU Topu%{ To
P 3 - T X o S Q Sy o 0T 3%
mTE M BEL Ny, S 0 P 3 O R
f o0 - - o " —
B s X v £ g Lo o Ko T T T N TR T
BB TEN T > R I g oo g o N M " s "
2 _Jmu H o M= w ! 7o O N,M zr hr___._ a0 s RCI i M m.o - K oi_ m.o
- = < ~ ) L z - = X° g 3
= % uuquLm_.%wﬂ AN < - 44 &2&:: M ],ﬁm N
= 0 [ee} - - vl - — o (@] —_— - _ 53 N _
T = X EXI < )Xo T oh 1o W om B o .
2 4S5 3 2E% TR 1z|a ol gl g 2z hhel Tyme F
L ° i~ o A ] = o~ o] & ~| & o <« 2| = finy H - gl
M or — = o 2 9 = N . ~ z el Bl = = : S| o _ B o= x _
T 3 A o s &+ R : e o “l = p R T Xomom R
in oo B ar L T B o S B I B B e e T = up - = ol
il — Mo © = T o ° S ° R ] = o -
o 3 ime g%y AW X 2o Tow g TR X
B T i — - N, R ST r I T
T T T LTS 2 TS T T % ol T YN T oy o T
- gy B W oo T2 B w T B e P 1 M LB o © o
sy | TeEhTo e gy L L
DR N sl T ol = B SR e o IR
wMTrEgs ?PHT sl FFT s FOM * KV o = odw o o0 om0 9
=) o S N < '
S S S0 o o i o
S, =) s = s = =) =)

_28_



10-2014-0003572

5

=

=

H

el
=)

Yo

3}

°©

oy MRel
e

shuel w4 (el

[<)

=

=

Ly
a

3 A Aol

a1
2HBE R7hd BEA

[<)

12 gperh,
Ao, B GAAsA 74

o

TR
el

"
£l

2]

Ui

k=
gl

3

B

o]
=

[0136]

it
il

o =
= 5

A
A FAdelA, AlE

3

QR FHAA | %

Bz li=a=as

s Fe g

olo

A T, AeE AR}

[0137]

o] -8}

&

A FEdelA,

olo

"

JJ)

TR

N

Fer

1A

s daw

o
T =2

ol

o

st ool =4

[<)

J’_ﬂ,

L=<

[e)

A5t
et 2ERY o e

ol g3hi

=

=

Bha

3Z
=

Pt ol gl

°

o]-gskaL/ v,

A

=

E RS

;7D &

A

—/»E]—:-\__

=i}
=

=
T

A Tl A, Al

[0138]
[0139]
[0140]

il

2]

)

~
K

o

o
o
i

o

oF

7K
s

A, A g

e

B

o]
=

[0141]

3}o]
CRa]

E
—
=

stol

°

R ESSN
24 AhS A,

)
=3

L

SR
e

hyA

/

=1]
=

FoFdeA, AH

dsehul, My 09, ok
|

Fd, 3lolE VASELINE®, White Protopet, Ultima White, Snow White, CAS

M AHOIES ¥
24 Ad2 AA

,
- 29—

=
=

T
A

|

=

/1:1:

E
1;%
29 wpdd | 2,6,10,15,19,23-FA e e Egt Ak, LU gF

o]_/,:

o
O 1o
o)
=4

24 AE2 AA

7,

]

¥, Vasoliment, VASELINE
A
=

A
AL

=
e

=

2

HoFddelAl, 39

=1]

o]
=4
s, 2

sho] & 1}

o
=
Fol =2 2 okal,

e A, =

R

o

k=
i

3

R
8009-03-8¢l] AH-&3l= &

5ogrddelA, ad
o8 o] FolXtt,

w7
A% FRNA,
a, ¥

24

=
=4
o)
=

[}
[}
<

[0142]
[0143]
[0144]



10-2014-0003572

5

=

=

H

)
=)

[0145]

1!

M, Spectrum Chemical 7}

=

=

=
=

dEbAst ¢ NFol AL 1
E

24 A

B[ O]

284 Y

oF A~
ek
i
T
I
A

olZ|

A3}
dH=
OjHE ¢
BN

tO|E BiE

3

W1026) .

el A, old
el M, =24 8/

e

el

100

?_

21 ¥

=]

B

Yo wiw
72.00
0.200
5.00
5.00
2.000

H# 2. JAFHQ Y B/E

]

=

Q
123
Q

[0146]
[0147]
[0148]
[0149]
[0150]

23
el
=

w
jmyl

o]
B

olo

AGE Has

2ol

I
o

w
jmyl

=K

o
olo
il

i
nin
i

Plo
o))

oo
A

BH

—

A
e

ool A, Ha AFE&

-

LHEE S2210|

3 A

=
At
o
[e]}]

=2
Ol St 2}

=
S
2
[S)

alol A,
ZAE

k=
il

3
% wiw
99.80
0.200
100

B

£ 3. ANFY W2 AYE 4F7 &

(<3}
=
-9l x

[0151]
[0152]
[0153]
[0154]

olo
®
®
o

e

[0155]

Nlo

PCT US06/46236

Nlo

wjr

=<1), F70 WO 08/045107 (20083 49¥ 179), 2

(200613 12¢¥ 12

50
I
RO
HO
7K

o
Bl

¢ W3E PCT US07/86018 (2007 11¢ 30¥ &%), &70 WO 08/070538 (2008 6€¥ 12¢

7N WO

ar
o

)

=9)

WS PCT US09/48972 (2009 69 26<

&9

&

wjr

_30_

09/158687 (20091 12



[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

[0163]

SIHS31 10-2014-0003572

o
e o

delloll A, Alzd =d=t

o, ax
]

e e
L mg
)

o rlo
Aui

il
po
il
-3

o R
1)
=l
SE,
=
2
i,
o

b
jin
ﬂ>~l~
SO

o
o
N
N

"
ol
)
2
)
R

o,

N
& ol
o
-4
BN b
2,
W,
1_,r1
rl
N
ofr
T
B

2 il
i_:"
ox "
1o
AN
[
4
2
tlo
N
N
Ir

[«0
o

d
e ox
T —
. "
-
gl
£
=2
o
2
ol
i,

ally
g

2L omd ot wE X S e
o,

g B g g

2 E
)

8

oy
FL )

o

o,
5

Q2
H
Qﬂ

24%e Ao de JudAs xias dolel 24Tl A% FHAdA,
= =z

Ay

c il
H

Y
o5

H o oo
o L
2
Orﬂ

o
N’Fﬁoﬂ
Pl
Jo- ]
g =
\‘@H_Fﬂi
o 2
FIFEW
Mo KOS
x I
(Eerr
m}r.{}n
o B %
ro

o

o
o
5

ins
2L
2

il >1v\E o lo B 0 o
t
rlr
v
t b

Hl
i)
rok
v}

o

ool A, d=gat 2AAELS sttt A5 FdAddA, Yzt 24E5LE ddeitt. dF £49, ¢

A, Y 2AAE T U=gAte] HA& AR A FA 9 o= tiE 600 nm, W 550 nm, U
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Zk=th ©F 10 nm WA oF 600 nmolth. A FFEdelA, Yxdat 24E el ik &) Wl We] AA
(5 EW, it B/xE T4 A74)S z2Erh 9F 10 om WA 9F 300 nm, °F 10 nm WA F 200 nm, °F 10
nm WA 2F 150 nm, 2F 10 nm WA <F 130 nm, ¢F 10 nm WA <F 120 nm, <F 10 nm WA <F 115 nm, ¢F 10 nm
WAl <F 110 nm, <F 10 nm WA 2F 100 nm, E=+ <F 10 nm WA ¢F 90 nmo]t}. L4 FHd oM, YA =
AE U9 gAE syl 1Y Y A (s W, H Y/EE F4E A4)E 2= 1o WX 1000 nm,
1 nm WA 600 nm, 1 nm WA 500 nm, 1 nm WA 400 nm, 1 nm WA 300 nm, 1 nm WA 200 nm, 1 nm HA] 150
nm, 1 nm WA 120 nm, 1 nm WA 100 nm, 1 nm WA 75 nm, 1 nm WA 50 nm, == 1 nm WA 25 nmo]tk. &
5 FEde A, Yzt 2AE W9 A= gr1e A (dE 9, di 9/EE 9 AA)E Feth 1
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=B

o 1% wwke A" MY A HA AV)E Hojdtl, ojwl FEdo M, Yredxt AE
nm, 200 nm, 150 nm, 120 nm, 100 nm, 75 nm, 50 nm, HE¥ 25 nm 239 AL zt= gyt AdH o= glr).

AR FH oA, = YA} BE ] 50%, 25%, 10%, 5%, T 1% 7T 300 nm, 250 nm, 200 nm, 150 nm, 120
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AR FAAoNA, Y=gz 2AE WY dAE sh7] mivkl Ho 42 2715 ZEEvh <F 600 nm, <F 550 nm,
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ot dF A, diteEE 2AE = A9AY 50%, 60%, 70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%, 98%,
99%, 99.5%, 99.6%, 99.7%, 99.8%, 99.9% E+ 1 Z3}o|r},

YR FEo A, Y dA 2AHES 600 nm 2749 AAE zZke A7 AAA R gk, FAAHSE, dF
Aol A, Udx=da A= F W=YgAe] 50% w2 600 nm 23] AAE ztevh. R TR, 4R
25% 1Rk 600 nm F 9] XVC—‘,% Zr=th, g A, JA] 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,
12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5% %x= 7 w|%e 600 nm 2o AAS zre=th, wd, o
5 FEdeA, Y=g 245 5 U=ygAs W9 10 on WA 600 nm We] AAE 2=

IR FHo A, YA 2AHES 500 nm 2749 AAS zZke R AAA R gk, FAHSE, dF
dofol A, Y=gzt 245 F d=gAke] 50% ulﬂ&—e— 500 nm Z7e] AL zZrEvh. A FEAANA, YAt
25% VIRF 500 nm 23] H AL zHe=rh, AR FEANA, AR 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,
12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5% %= = W& 500 nm 2o AAS zte=th, w3, o
5 T8, =g 245 5 g W9 10 nm WA 500 nmé] A A ZEeT.

IR FEo A, YA 2AHES 400 nm 2349 AAS ke R AAA R gk, FAHSE, dF
Aol A, Y=zt £2A4E F W=ygAe] 50% W 400 nm 23] AAE ztevh. R TN, A
25% w9 400 nm ] AAE zZtevh. A5 FddolA, iAol 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,
12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5% %=x T w|%+e 400 nm 2o AAS zre=th, w3, o
5 e, vy 245 5 Ux=gAsE U9 10 on WA 400 o] A& zkEt.

AF FEdolA, Yt 2= 300 nm 23] AAE ke JAF dAA o gk, FAFeR, dF
ool A, Yx=da 2AE F J=PdAe] 50% e 300 nm 23] AAE zheth, AR FHA, A
25% wRFE 300 nm Z1}o 1473% Zh=t)h, AR FHAA | JA] 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,
12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5% %=x= = W|%+e 300 nm 2%o AAS =t w3, o
o grddelA, Yxiixt 24E T Y=edAE 19 10 om WA 300 nm W AAE Zke

AF FEolA, Yt 2= 200 nm 23] AAE ke JAVF AFdAH 0w %’iﬂr. ?iﬂﬂo& 5 %1
ool A, Y=zt 245 F d=929 50% v 200 nm
25% WEHe- 200 nm 2] AAL zterh, R FFoA, YA 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,
12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5% %=x T W& 200 nm 2¥o AAS zre=rh, wd, o
5 A, y=ga 245 5 WH=gAs H9Y 10 om WA 200 nm W] A A S ZEeT.

AR FAdol A, AFE ZAES 150 mm 279 ABE e YAV AAHoR gk, FAHeR, AR 74
ool A, YreAsd 2AE Wel 4k 50% Mk 150 nn 239 AAS etk A% FaAoA, 4R
25% PRk 150 nm 23] A AE zZrevh, AR FdAdA, AR 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,
12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5% %=x = w|v+& 150 nm 2%o AAS ze=rh, wd, o
B FEAoA, JeAded 248 e 4= 89 10 nm WA 150 nm WY AFE zhe=t)

AR FHANA, Y=gt 2AHAES 120 nm 270 AAS 2t dAVE AFAHo R gk, FAHoR, dF

ool A, Y=zt A4S F d=gA9 50% 1S 120 nn 23] FAS zt=rh. 97 TN, YA

25% WREe 120 nm 23] AAS zhev, A8 FAolA, AAbe] 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,

12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5% £ 2 wv-e 120 nn 2o AAS zre=th, w3, o
Ao, Y 24% F HeYgAs 10 nm WA 120 nn M9 W] AAFS 2ttt

AR pHoA, AFdH 2AE W oo A= 10 nm WA 150 nme] AR (S &W, F¢ D/xEs F
Sk AA)S etk A8 T, AT 24E W] gtk 99k 10 nm WA 120 o] A7 (&
9, 3¢ 9/5E FA A3)S et 98 FEOA, AT 2AE WY gt dAE 20 nm WA
120 o] A7 (A& 59, H L/EE T I74)S 2tk A5 FdAolA, AFH 2A4E U9 ubs
o JAH= 20 nm WA 110 nme] 27 (A& B9, Ho 2/EE T4 F4)S et I8 FdddA, A%
H 2A4E W divkee YA 20 mn LM 100 nme] A7 (& W, Hog 2/EE
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5.9%, °F 6%, °F 6.1%, °F 6.2%, °F 6.3%, °F 6.4%, °F 6.5%, °F 6.6%, °F 6.7%, °F 6.8%, °F 6.9%, °F 7%, °F
7.1%, °F 7.2%, °F 7.3%, °F 7.4%, °F 7.5%, <k 7.6%, < 7.7%, <F 7.8%, °F 7.9%, LEE °F 8%oltt. ¥
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A FAAlA, cuERE T A Al HAEE 2 WeTE oF 80% WA oF 85%0lth. A TR A,
R EgHE F A Bahuje] HAEE <oF 80, <F 80.5%, <F 81%, <F 81.5%, °F 82%, °F 82.5%, °F 83%, <F
83.5%, °F 84%, °F 84.5%, W ¢F 85%°] A5 FHEAAN A, GHEFE F 4 BAY HAEE oF 83.5%
ojtt. dF FdoolA, AHEFE E= o 84%0]t}
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10%, oheF 11%, oheF 12%, oheF 13%, o=k 14%, oieF 15%, oieF 16%, ohef 17%, oieF 18%, ohef 19%, ek
20%, hEF 21%, oiEF 22%, ek 23%, oheF 24%, oheF 25%, oiEF 26%, hEF 27%, tieF 28%, thEF 29%, thEk
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ol & E3sitt. dubHoR, FEHSE)EE FEElAtel= B 1 A 3 5 XA OlE s XFT
o}

A oo A, dAF A A= DNA, RNA, =& o859 =g 4= vk, AR FddoA, it Azl 8ay
ZHQEtolE 2/Ey ZEwEdEel=d 4 k. 2 WA A ALEE upe} o], &5 "SEluwEY
QEfOlE" F "ZEFEE QB E"E AEudHoR AMgE ok, A FEddA, At AAE Salyr
ZeQEtols 2/nE HEH S uwIFH e (QIMEE B3 MES nAsgos ¥3h); el &¥
A EEoEel= R/ MY otElAlA el EEQEle]ls (AAEE B3 MES vATHoRr E3hHY
k. A Ao A, A AlAE DNA Z/EE Al DNAE £ 4= vk, AR oA, Hal AlA
= H]-207F DNA %/ RNA (& B9, wlolgix, wg o}, T A it Ad)S x§s 5 k. dF
TFEdelA, i AAE FEans, Zavs, A2 G, A 2/EE FA JAA (dF W, a5 <
T QAA), W/mE o] g £ . AF F oA, A AAE 7152 RNA (oS 59, nRNA, tRNA,
rRNA 2/ gEAd)d 5 Ao, A8 FdooA, X AlA= RNAI-F=A4, 22 1A RNA (siRNA), 2

w23 RNA (shRNA), 2/HEE microRNA (miRNA)Y 4 Aok, dF FddolA, A A= Helol= it
(PNOL = A, A il olE datel 3 fAE ¥t
L7 LEol=d § k. AR FddolA, Sk A
E

F
£ AFE-UA DN Z-DNAT R/EE olEel 2E¢ ¥@shs DAY b 2 JuE ¥3E 4 Ak
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)
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tol
[
t
s
Lot
o
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)
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)
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fr

= hal
= WHE Jalsd FAEHY Ao (Fa, dE8 29, 2, M.J. (ed.) &7
glol= ehAl: AA| HH, Oxford [Oxfordshire], Washington, DC: IRL Press, 1984; 2 Herdewijn,
=

&l

P. (ed.) &HawEdlEels F4: Wy 2 HL&, X AESAAY W, v. 288 (Clifton, N.J.)
Totowa, N.J.: Humana Press, 2005; ©]|#]3t & HF+= Fu2 EYo] ¥3ty o] )

AR Lo A, Ak AAE FA A A S E2EE = k. AR T, HA A ik 77
= Ve EFsth gEP Al wYHE FEE AR, 3ty o] wEH A= Alold AYE w3t
T4 HA (dE EWH, €43 e EgdE FA (A8 EW, PEC HAE Ze dd A
FEYLA =, 3 o]Ate] FEy eAte|E Alolo] AW EEA EE PEG HA B zZE WYE wEUL
AbolE= ) e 190 2%, A FHAoA, 4t ] e HYEE i e wBEleh ¥AH e ZdEHE
FAZ dAE & Jda, &, AL A7) A7 Hgx, A9, d/EE O sy 5 A3 o5 A4
HoR TAEA gert

AR Lo M, Ak AAE HA AA dakoA] A" FE¥Ho i ArE dHor e = ALY, o
Ao shu o)ide] A;ak 7] FARE 2 5 AV, A A Ak Aol FxE ZeT. vE 53

6,031,086; 6,005,087; 5,977,089; % H<2 %

6,403,779; 6,399,754; 6,225,460; 6,127,533;
g3 5 e gde So)d ik 2] FAA 2 WS JfAIsT. B3 FuE EYo] =] gl Crooke,
S. (ed.) SHEJAl~ oFE 7|&: g, Ak, 2 48 (A1 #), Marcel Dekker; ISBN: 0824705661; #|1 &
(2001), 2 ¥ Z2EH. o5 &4, 2'-HgL g7 dFZA D YA 2FS EF3. A5 T
A, 2'-0H ZF& H, OR, R, &=, SH, SRi, NHy, NH, NRy =& (N2H-E He® 2802 iA=L, o714 R

Ir

& Ci-C ¢, gAY, = odyjdojal, E= F, Cl, Br, =& Iojt}. Wadd 2% o= FTAFXZE QI

oJE R 5'-N- TEEolr|tholE ARE T

H sty c .
QR FHANA, W ANE GEF ol @ AW Y] (AF FA, wFeALrel=, wFeALtelm) AL,
WEE wo), Exo0-A9 4 FEUeA = TS EFBT. A% FHANA, W AAE AD 72
doAtelE  (F,  ohdlwAl,  EEE,  Fohwdl, AEY, YU, dSAckd=A,  dSAEIY,
HSATFobedl, R ASANEE) WYY FEAeAnE TTT  Arh. WY rZderelmo o
EoaE TRt 97 WEH REUosels (F BW, ofehEE, oA, olhiohnal, ulde,
FESAY, 2,6-tolu e, 2-obrlnF, 2-ElQEVY, 3-dlob- S-obAEE, 2'-uSA S, 3
E2nE, 4929, Hefed, A HeErE, 2-olulolledl, 2-ElEMY, 2-Eefed, 5uE
BAEE, 5 olol QESHE, o:dl, G-obAfeldl, 6-FREIFY, T-vloborulnl, T-dlobAobnal, 8-
obafolelaeAl, 8-obx] Eobd|x Al

MzolvlthE, NI-votd A, WEE- MY, 2-obvw—b6-F2ZFH,
3-vd obdlidl, 5-EEW AP, 5 TEadsed, suErsdd, 5-EFesdd, suAeg, 7-
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ool A, A AA= RNA 73 (RNAD) & viliskeE AlAlolAY A4S E?}?}E} RNAi &= 5ol F7xte]

oA Z1dolth. RVAI = Aoz Mo FiddlA A HdE g

FE At 7Isd & dvk. RNAD 3EAS AIE AARA], BAA AR (4
SRFE), EHxXE, W, & HAGHOR XF3}= AE A EX

il

TN, RAL AAE AAAe] o FES EHoE & 4 vk A% TN, EA A
o 29 AL el Aelg vk 9 PN, 2 GAAE v-mY A9 el AeE e
FAANA, EH AL & ol A Pk, AR FAANA, BH AAAE QEE Wl 4 E
. og%ﬂ— TR, EH AAAE f04e 5 VA 99 (UIR) = 3 UR ol AeE g

Aol 4], A AL QA G el ARATh, A PR, EH AAAE Z2ZRE ol

o0 o w4z 2 o

20 4ol 2 4o
_H —ﬂ‘
o2

e :10

ro
.ﬂ

AAp Aol e, RNAD AlAl BU/EE RNAL-fri AlAle] e @A eR oW Ae men
42 e v dakst o A 24 dAAAe] 4 = ] <
RNAD A4l 2/®E RNAI-RF% S84 224 A 2/me a9 9

. G FEdel A, RNAL AlA] B/E= RNAL-F

| .‘1___:_-
T SR 34 AAM 2/EE 0 dFE 1EE HE
r=r}.

| Aol A AFRE HEel Zho]  "zHe ZiA) RNA" WX "siRNA"E 2 Zolzb WigF 19719 7] (bp)2l RNA
S22 (2 GAAA "FEEx d9'E AIHE LSt RNAL AAE oulsta, do2 1 Ee 2 ©dr)
oS Frte gt AN FEddlA, siRNAE L Zol7F 15 bp WA 29 bp MY wEEE S

getan, o= 1 By 2 gdVte eWdS FURE 2dsith. siRNAE 7 2435 2719 RNA 4 (5,
279 ZtehorRE AgzHow AFAT. 1 7l sikRNAE EF AAMA9 EAIEE RS E33g. 9F
Tddol A, siRNAE x4 A & ofr]ste] 3zt Lde] AAE mjrlgitt.

2 gAAMA ALEE whel o], "ERS wEd RNA" EE shRNA'E E45E Aol 27 dRA FES 7
7%14 RNAD (84 o= #ojk thzf 197 bpe] HoD)E wizhs7lel sl 2 01%7}14 (FEd2) 7%, 3%
A Aok Wi 1 rEeleEtel = (nt) WA thEf 10 nt}l #oli= shte] dd7eR-5
*éS}E% %*éﬁ}% 9 RNAZ E3bebs RNAL AAIE oJu|deh. AR T oA, shRNAE 15 bp WA 297)
ol9 &Y H EJE Ak AdH dolzk tigF 1 nt A thEF 10 ntel Holx dh}e]
%%17}2}2 Eode. AR FAdelA, ddrigRe= 2 Aok tHEF 1oat, iEF 2 nt, W= 3 nt, W4
nt, W=k 5 nt, W= 6 nt, W 7 nt, =F 8 nt, WI=F 9 nt, Ex U= 10 ntolrh. g FHdA, shRNA
= AXZ RNAL Z1Alel 93l (dlE 549, Dicerel 93l siRNAR AHj®th, weba], dF P& A, shRNAT
siRNAS] A AL 4= qlvh. FaaHA, siRNAE IWhE o= siRNASH frAbgh 32 RNAS S oA 4= it}
B A Aol A ARgE ukek o] gof "F RNAD A|A|"= siRNA B shRNAS d&ate] owsties ARGt}

L Lo
2 1o
A
o2l

s
o
o
fu
Me o
2
N
N
rﬁ
o
<l
ol
rl
po
S
s
Z

N
&

M52 Jr ne oo
-
r_%
2
r 2
_‘>:

] &

d)

B 10 S0 e

¢

e

2 RNAL AlAE dgHeoz dArigez w oo ("FEYA F49)S T8t 1 dol= tiEF 15 nt WA o
2 29 nt, olZ =¥, =F 19 nto]a, YoZ s} o] f7 EE = BukS J1A 4 gtk RNAI-SE A
Al B/ e RNAL AlAle J¥AeR g ("wEEs 99N S 2FstaL, o9 19 e 2H A
("FARE ] YR F2s] AEZS 15 nt WA 29 nt Zolo| oA d9S xFEIL, o]2ZH FolHFYE ("=
of g9 olelgt 7he 24 HAA Aleloll Al AU A= & Ak, Fof e e ds e
%= Aoz olafErt.

AF TN, siRNAE FEEA g9 s =
TEdolA, shRNAE 29 f2 detolA 3" oWays X

R e A3t owels xget. dF
[ R=]
2T

TFAdol A, siRNAE @ rZel L Elol

=3 eHgs xegth A ool A, siRNAE 2 nt «] 3" e s g A FRAeolA, siRNAE
1nte 3" ouas Faalt}, oulale, Z=A b, T AAMAO] AR Ho7|E= A 18 Ao ¢S &
ATk, 19 3" =k o] 2 nt - 3 nt LHAS ZEE siRNAE FH UES ZEHE siRNARTE 14 HARA o]
WIS o g&Foltt.

AN FAolA, Fe RNAL AlAIY] Al G A HARA ] dgol dia100% R Atk Ly, AR
delloll A, 2 RNAL AAIS] A dd F4 AR Gl dial 100% mvt R Aot A dH9L b=
FA ARl dis) FE] FRAL ek glal o2 stolue=strh, dE &, RNAIE AAshe AlxE H
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Aldal A=E (de 8, E22F8 253 ART)dAM AYE B steld dojd =

okl w®7bE, & RNAL AlAl FEEY AV mlaefA] g/Es Holu A, 53] wEYse] T4 49
o] mamAE §9T § da, A AAdAGe] anHgor HAkE AL 94T Zolr. FaejEore] &H#)
] 2 A 5 I8k A 3 e T

218k Aolt} (Fa, oE EW, Elbashir =
W, siRNAS] <tEJAl2 7hee] 3" FEELEEE TF 14 Q19 ol foju|stAl 7]

g

i £ il ke

© &2 RNAL AlAl/ A AR sop o] FAIHlA
il &

A Ade] da @ Fad & A

uho] 22 RNA (miRNA)+= FdzF &d, 53] 2 weto] fdx 4dS 2Hsted Ego] H+= do] 21 - 23
FEHLE =9 AmoeR JQI:YPE H-F=Y RNAoYh (i, «o& EW, Bartel, 2004, Cell, 116:281;
Novina % Sharp, 2004, Nature, 430:161; % W= 53] FH 2005/0059005; H3F 2]F Wang % Li, 2007,
Front. Biosci., 12:3975; @ Zhao, 2007, Trends Biochem. Sci., 32:189; ol Z}z}& g Rl ¥ 35
of gith). FH9stAl BoJH RNA 7] d4-2, miRNAS iAo ® fe® A & aiewt ofua o
A4 dsRNAC] oJ& Fag AldAANS EFEICE A% miRNAE 9904 dsRNAZRSE AAkE siRNASF txAE o=
FrAFSFAI R, Aol Edelr] Mol miRNAT WA FHAS $-dAF HES AR niRNAE mlolaRI g
AA BIEo] 93] pre-miRNAE EElE 70-FZH Qs ~¥-Fx Jxa X dAdx AHYHE pri-
miRNAC 2 FAH A} AAHEA H2 7] RNA-ZY FAAEREH d¥gdoz @dEg. o#d EFES
Drosha® 2]+ RNase III &4 2 dsRNA-Z¢ &4 Pasha® o] Fo]zt}h. o]2)dk pre-miRNAS] dsRNYH-=
RISC #&Ed TFE F Ave 45 nikNA x5 Aitsty] 8] Zg=a dholxe ofs Huwn; wjepA],
miRNA 2 siRNAE= 19] 27| A9 54s MX 7A dE2ERS T/ (Gregory 5, 2006, Meth. Mol.
Biol., 342:33; Fuz Ho Zdtxo] gy, dwrdg o=z piRNAE 29 £73 AA Al el 23] A A o)

A& &t

= o

-~

¢

JE LFol| A, miRNAE 7 Zo]7} 18 nt - 26 nt 9
, A Ao, miRNAE Holm Fi&
WA A "FEE R A
1T QE FE o)A, RNAI AAE
F7tR 3ot wEEs 99
et o=, ArkEdst Fa
, B o)) Ao R A e
ol A& olUt}. miRNAS 170¢] 7}
A, miRNAS] 170¢] 7} 324 RNAS F 3 H&elA
A5zt ®4 RNA9F EAstE T A1e ovlgt.
et R AL, o], miRNAZF mlAmA &
=2, miRNAE A ARl M-S oJAlste] Ak
dofol A, mikNAv= EA AAMA 9 E3lE ok

, miRNA= ©@d7letel}, 1
ol A, miRNAE RNA 3¢
- 2 gt oWy S FR XY
217} 15 bp WA 297 bpolal delz 1 WX 3 @dr}
miRNAE 87 B35 = 2709 RNA EA23E P4
wel RNA RARTE 29 5 vk iR F
27 o Elo] = o] 207 s} o]Abe] Hojuhe AL
4 RNASH £48EE RES ZIeh oW 3
FR A o)X= gk, o]i= miRNAZF Sl o]/de] wx
fojoll A, miRNAS] 1709 7}ehe A RNAS] o
T A] RNAQ— %7‘35}%1‘/]——‘5 zq\ X
g wiskE Blow
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of"d FdelA, A mRNA AAAE S22 ddstes AAlE frAdoAY a3E st A AlAE

EA mRNAS] WMo Bl/®= Ao HHE WA ES AHE ¢ gln , o€ E9, PCT X WO 90/11364;

2 Sarver 5, 1990, Science 247:1222; o]g8]dt & RNF= Zug =
3

oW FdelA, ;A AAE= 4 il 29 o

AR FHe AA A 1A 2§ MEoA A FdAe] AALE WA sk e U Fx2E F
A FAA (e B9, B4 fAxe ZRRE 2/%E AdA)e 24 g us
ool MEs Ao Fto] A" F Utk (B3 ARbH o R, Helene, 1991, Anticancer Drug,
+).Des., 6:569; Helene &, 1992, Ann K Y. Acad. Sci., 660:27; X Maher, 1992, Bioassays 14:807; ©]&
BEEE Fas B xdEo Q).

Y oolM, BAR AW A} AT ZAE BASFT/ AL PREA B TS WAL A4S FAH
A @tk B owwWe s g a4 AA AHES meldth. 9% FANM, B ouyel wye opy e
EE SASEA 2 Aued B4 A A4 (AF W, TYpddosels w/ms 9 dv)e A
(2 59, 33 AL 99 g8 5 At

AV FHANA, G AAE FA ARE GG % gL AW AAE ADDYYAL 4F A%-1
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[0285]

[0286]
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& (Lin &, 2006, Wound Repair Regen., 14:618; Fil= o] ¥}y
AThH . A FAejel A, KGF-Te] gk ik md2 FHx2 A<D NC 000015004 #AA1E L] BF =
o

2

Aol A, it AA= AF A AFE FAE 7 Ao, a9 22 A AAE 244143 (Cx43) <
PSS Elo] =, RNAi AA], siRNA, shRNA, T/ niRNAZS ¥ &8} (Mori &5, 2006, J. Cell
Sci., 119:5193; a2 B x| o] h). dF FH A, Al Bl o]=, RNAi AA,

2
Auj
E
o
)
‘_,

¢
ll
o,
to

, xAH o g
Ald ALz d5be] EAAQ] FES o2 & ¢ Y
A5 FEHA A, A AA = v FAHE AE FAES AT ¢ Q3 IJF A AFE FHIAE I
a9k 2 FEULEEE FEALENE ¥ REIAHOE FEHLAIE, TEAFOE FEHAE,
4 EXAHolE FEH Al EE X 4 Qrh. IF FAdoA, 29 72 i AA= ofdld wEE
QElo]= L off Al W ool Al ARIAL FEH QAL =S E 3t (Brown &, 2000, J. Invest. Dermatol.,

115:849; 2 Wang &, 1990, Biochem. Biophys. Res. Commun., 166:251; o] R5Ft= F1uz EYd ¥3T o]

158425 o7t & e Faw Edol EodEo] k). AF FElAM, IFNy ol i Siqk =12

_\?_
g :
3t} (Badea &, 2005, J. Gene Med., 7:1200; % Gray 2 Goeddel, 1983, Proc. Natl. Acad. Sci., USA,
5 e
Yy A< NM 001 127598, NM 000612, NM 00 1007139, T NC 00007694 #A|A1E MEe] RF e dFo 9
_]

oA, WAL AAE FFE Gl MY EAFANTS AESE. 19 2 A A= T FoA
FYEE FAAES FHOE = siRNAS F33}d (Hickerson %5, 2006, Ann. N. Y. Acad. Sci.,
1082:56; Faz Bl Z3Eo] Qith). Eo|3t FadolA, 29 Z& siRNAE d7] ¢HElAlA HE 5 o
Ao 1 o]s xge 4= 9k AACUUGUUUUUGAGGGUCU (M ¥ 1); UUUUUGAGGGUCUUGAUCU (MW Z: 2);
UUUUGAGGGUCUUGAUCUGU (M ¥ 5 3); UUUGAGGGUCUUGAUCUGUU (M D™ 3t 4); AAGGAGGCAAACUUGUUUUU (M ¥ 3
5); AACUUGUUGAGGGUCUUGAU (M €W : 6); AAACUUGUUGAGGGUCUUGU (M9 E: 7); 2 CAAACUUGUUGAGGGUCUUU
(M35 8) (Hickerson &, 2006, Ann. N.V. Acad. Sci., 1082:56; Fa® R Lo FE3tw]o] r}).

A FRdel A, A AAE vF HdSE ot B ARE AAGT. 9k 22 R AlAE 2 AEd-
Zdo] E-robmal (CpG) EE|Z (CpG- 1-EAERE|QC]E (P10)) B ZF|-AEd REZ (W]-CpG-5 PT
0OE FFste AlEU-Z2do]E-Foldl S| SAF 2 LB =5 E?:}'PD} (Pivarcsi, 2007, J.

-

Invest. Dermatol., 127:846; 2 Dorn &, 2007, J. Invest. Dermatol., 127:746; ©]&]3t & EFe Fuz B

Holl EZ3hE o] Ah). dF FdoolA, 29t T2 A AAE EAXZE|QICE AFS X 4 u. o

B FEoelA, 9 T T ATk, Bolgk FEANA, 18t Z
o

Ak A A= x2ET~HE AFS 23
2 A AAE 7] FEULEE H4E F oWl ALY 1 oS ¥ 4= elrh: TCCATGACGITCCTGACGIT (M <Q
W35 9); TCCATGACGTTCCTGACGTT (M <¥9w¥5: 10); TCCATGACGTTCCTGACGT (M¥®™E: 11); TCCATGACGTTCCTGACG
(ME¥s: 12); TCCTCGACGTCCCTGA(A AR : 13); CATGACGTTCCT (M EWs: 14), GACGTT (MW 15); ¥
AACGTCAGGAACGTCATGGA (M ¥ & : 16) (Pivarcsi, 2007, J. Invest. Dermatol, 127:846; & Dorn <, 2007,
J. Invest. Dermatol, 127:746; ©]&|3F & EF+= Iz Hdo E3E o] Qit}).

A5 FAdelA, WA AA= B FeA VEG ks FAaAA 5
A A8 235 Z2eg. a9 e ik AAE 19-mer SHEJAlA
1= (VEGF/VPF mRNAS] <] 7RA] F-9ol gk 947] 6-249] EH"GH %Eﬂ?l)g E?‘Z}i‘}q Smyth &, 1997,
Invest. Dermatol., 108:523; Fal= F-glo| Eaﬂoi =N 2k AAE T
W A 1 olds EFE 4 U} a17] AEAlL FEYLEE AY: CACCCAAGACAGCAGAAAG (MEHZ: 17);
CTCCCAAGAC AGCAGAAAG (M EHZ: 18); CTGCCAAGACAGCAGAAAG (A€W Z: 19); CACCCAACTCTCCAGAAAG (M EWs:
20); CACCCAAGACAGCAGAATG (M gl3: 21); 2 CACCCAAGACAGCAGATTG (MW= 22) (Smyth <, 1997, J.
Invest. Dermatol., 108:523; a2 HEo]| F3H o] git}).
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AR SR DN A SES AT S vk QR PG, B A R ANE PA wE A
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Al sk A5 >l A, Sat AlAlE o] Bide 7] e depdAlx Adke A5 4 v
Hogddel A, b AAE 5] Hdel ous 24T 5 v 29 22 A4 Al dygvd A<d
(& &9, T, TC, CT, COE =& = vk, dF T, 29F 22 It AA= Erd dypI e
ol= (pTT), &=r 3' oMy Adst ddHor $HA INA SdarpI el Letol=, B 5'-EA¥ o] ES}
97he] 7] EelarEdl LErel= (pmer)E ESFTH AN SR, il wel ARgE A A=
e 7 o (de 89, a8, A%, 32, SAF, AAotuF, $)& A8 g v a9k 22
ik AAE dz2r 30 endg Mda dEdos $FHAR SYALTEU Lol =S 3T 5ol T
A, "2y 30 OHE I 37 Ad F 1 oS Ede): TTAGGG (M EW3: 23); GTTAGGGTT AG (A E¥

3 24); GGTTAGGTGTAGGTTT (MLEWZ: 25); GTTAGGGTT (MEWZ: 26); TTAGGGTTA (HEHE: 27);
GTTAGGTTTAAGGIT (Ag@®=: 28); GGTAGGTGTAGGGTG (A Y& 29); GGTCGGIGTCGGGTG (M EWZE: 30);
GGCAGGCGCAGGGCG (MW =: 31); GTTAGGGTTAGGGIT (M EWZE: 32); GATAAGGGATTGGGAT (M EW=Z: 33);
GAGTATGAG (M5 34); GGGTTAGGG (M E¥ME: 35); GIT AGGGITAG (AT 36); GGTAGGTGTAGGATT (A<
HE: 37);  GGTAGGTGTAGGATTT (MW 3: 38); GGITAGGTGTAGGITT (MI™ZE: 39); GGTTAGGTGGAGGTTT
(M5 40); GGTTAGGTTTAGGITT (MY Z: 41); GGTTAGGTTAAGGITA (MDMF: 42); GGTAGGTGTAGGGTG (M <&
M5 43); GTTAGGGTTAGGGITA (M AW & 44); GGTTGGITGGITGGTT (M LW 3 : 45); CCTTGGITGGITGGTIGGTT (ML
HE: 46); 2 GGTTGGTTGGTTGGTTGGTT (MEWME: 47). Eoldt Fddol A, pomer 317] 7wE Qe = A
S X33t} pGAGTATGAG (MM 3E: 34) (Goukassian &, 2004, Proc. Natl. Acad. Sci., USA, 101 :3933;
Arad &, 2006, FASEB J., 20:1895; Yaar &, 2007, Breast Cancer Res., 9:R13; Goukassian &, 2002, FASEB
J., 16:754; 2 Ohashi &, 2007, J. Cell Physiol., 210:582; ©o]& R¥E Fuz R EIEo] git}).

3 =, SAE IReh S AT £ Q. 19 22
A= =(tolD—FA T84 9-2A st SelawIdleel=8 ¥t (Pashenkov &, 2006, J. Clin.
Oncol., 24:5716; F12 o ¥35 o] ). &
b 5= gltk: TOGTCGTTTIGTCGTITTIGICGIT (A1
2 2o 2= ).

QR PRGN, B AAE SAF AR (o)
A = 2

3l
L}

1)

%: 48) (Pashenkov &, 2006, J. Clin. Oncol.,

[\
g
[@]]
J
=
(@)}
e
Rt

AR F@ANN, B FAANA AAE delel Wi FHA G4 Ade B owwe] wet AgE 5+ ok
QR FAQNA, ik Ade, Az oha) 30, 25, 20, 15, 10, 5, 4, 3, 2, FE 1 vine] d AP

ey, AR e Zo® aEEh. A5 FAA, A Ade, 1o Ade] AHol® 25%, 30%, 35%,
40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, T 99% T ciH, HME "AEel" Ao=
aHET, A5 FHAeA], A L, 19 o] Hol% 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%,
70%, 75%, 80%, 85%, 90%, 95%, Wi 99% frAlSthE ME "Bl Aoz mEHrt,

gy A

ool g G AAlE AleE 2AAEAA SFE F Ank. N FEdddA, 9 AlAE= fEel= A
Aoltt. A5 FolA, etel== 1 dolrk ¢f 1007] wRke] opm|n=ibolar; At

o1 o]k o 90, °F 80, F 70, %k 6 o

15, 9 13, ok 12, °F 10, ¢k 9, ¢
Hepol= AlAl= el Felo|=oltk. A FdolM, Feto]= AA= A A ofvmitvto] 3.
el A, el = Al sty o) nl-dd A4 opv|weahs EeRh

Bl wel ALgely] 9% vNYE B Aelelmu, AuHom, ww (E¥ 2 A ), I3 24
1 24 2F) 9/EE 98 TN ABEA BYS 2 Aotk a9 2o Peol=: WE dAT v
= AES MEY LY HEF FHE AR

(el& &9, KITKS, A <E™Z: 49; EYKTTKSSRL, A
% 50; VIEYKTTK, ME¥HZ: 51; KITK, AgWs: 52; GKTVIEYKTTKS, A€W & : 53; GKTVIEYKTTKSSRL, 4]
% 54; WGKTVIEYKTTKSSRLPIID, A€W Z: 55; CTSHTGAWGKTVIEYKTTKS, AgwWz: 56; TTKS, A<Ed¥z:
T #aAZ F e el (dE =W, EEMQRR, MEWS: 58), AA AFE A8y g e
ol (dlE EW, 7I=EY WE fEol=, VGVAPG, A E®s: 59; YYRADA, AW Z: 60; GHK, AE®™s: 61,
AEHAE, AHIAE FA), 2 FEol= (oE EW, Pl44; TSLDASIIWAMMON, ML Z: 62)5 HAIgEH o=
¥t} (Katayama, S 1993, J. Biol. Chem., 268:9941; Lupo, 2005, Dermatol. Surg., 31:832; Robinson
&, International J. Cosmetic Science, 27:155; Bhartiya &, 1992, J. Cell. Physiol, 150:312; %
Santiago &, 2005, J. Investigative Dermatology, 125:450; °]& EF+ Fuz Ho 3w o] 9r}).
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Elo]= oFolo] Aeolo] uld)] sl TS HZI).

[0294] X 5: HFElo]= ofo]
H8EH" s’ HAHQ HHE - =
okgpL Ala A 2-OH| LT 2 IAF CH;-CH(NH,)-COOH
otz 7Ll Arg R 2-000] -5 70| C] s FIEFA H,N-C(=NH)-NH-[CH>];-CH(NH>)-
COOH
OfAIEFZI  Asn® N 2.000|-3-FPH 2 QT 2 TFAL H;N-3 -CH,-CH(NH,)-COOH
OfAIIZEA Asp' DY 2-OH0| L EEFAH HOOC-CH,-CH(NH,)-COOH
NENEE Cys C  2-OH|L-3-HZIE I 2 oA HS-CH,-CH(NH,)-COOH
SEEtY Gin® Q' 2-0{0|l--4-FjHER YREFA HoN-2-[CH, ],-CH(NH,)-COOH
I 2EFAL Glu EY 2-010| L HIEFD| @ At HOOC-[CH,],-CH(NH,)-COOH
2|l Gly G OO| L Of EFAH CH,(NH,)-COOH
5-0bO| e -3-(17/-0| 0| CFE=-4-21). CH-CH{HH-C00H
S| AECl His q to| ( |D]CHE-4-2) —
T2 oAb HN, N
JES=2 1le 1 2-040| -3-| ElH EFAF C;Hs-CH(CH;)-CH(NH,)-COOH
e Lew L 2-00D|ic-4-Oj B EFA (CH;),CH-CH,-CH(NH,)-COOH
2to| Al Lys K 2,6-C|Of0| 3 AFAL H>N-[CH,]4-CH(NH,)-COOH
HE/2H Met M 2-Op0| c-4-(T 2 E| )2 EHAL CH;-S-[CH,],-CH(NH,)-COOH
MYzl Phe F 2-00|-3-T| 2 T2 EHAL C¢Hs-CH,-CH(NH,)-COOH
zg7) o P mgaltastedu oo
H
M2l Ser S -OH:I|_LE-3-6|-O|EEA| B IHAL HO-CH,-CH(NH,)-COOH
Eyeu Thr T  2-O}0|-3-B}0| E 2 A|EEFA CH;-CH(OH)-CH(NH,)-COOH
. FHZ—CH(T--IHZ)-COCIH
EgEm  Tp W 20k3AQE3YEemt [ ] Y
-uhx,-',-"m.lq‘
H
El2 Al T v 2-040| £ -3-(4-3} 0| EZ A|T| E)- - Fa Qe
T [ ) [l ) L
== Vi [ y,  fCHz 2
=] Val V. 2-Ob| L-3-OY &l = EFAL (CH;),CH-CH(NH,)-COOH
[0295] = ge] o & 2
[0296] HEgHF =2
[0297] AR Tl A, T A A= Esﬂ]n Zholt. HEHHE 54 (BIX) BIXE FARA, O A wpalgx
Z22EglH BEZH (bacillus Clostridium botulinum)ol &3] AFAZ o2 AAEW, 73 ZEFelo]l= 4
AELeltk. 71 @3], BIXE J 2 FEAA HEHESFAZOHT sty AAug ¥E dofit. 9
3] BIXE &gt 2 32 Zx &5 wdo UEHS 53 F Uv. REYE 54 59 T4 2], A
9 E7] oy FolA EF 259 v 2 Apgoe R F&gE 5 gl
[0298] BIX-AE WAA 4 71 23l Had AE AAoltt. Al#-& BIX-AY 5o 292 Y=g npg-x ¢
Z(18 g - 20 @)X LDspx= ¢k 50 ] maoln]; o] <ko] BIX-A 1 @92 AT, & J|Fo2, BIX-A+ U
zgglotrr} oF 189u] ] AW Aoli, YEF Alojfo]=Hr} oF 69H] o] XWHola, IHe} HhHrh oF 3
Aokl o] X oln, Feero oF 1M29v] ] XA o|th(Singh, et al., ed., "Critical Aspects of
Bacterial Protein Toxins" Natural Toxins II, pp. 63-84, Plenum Press, New York, 1996).
[0299] REHE 549 4% AP o5 HYo] 9IS vAE TF T 2 o5 Yo dov|= v A
T 9 AEA7e] ta. o5 W, BIX-AL, FolA 2AE vpn] £2= FAS wlo] wel, BIX-BX.t} 5004
o 3 Ao dEETh. 3, BTX-BE BTX-Aol g J3F LDyl oF 12u0 480 U/kge] &&olA J4+HF
of HlEA4 AoeR WHHJY. B, REFHE 54 BYS 55U FAF Aldd o #e &4 ASAIS YERY
o Ed FAE S oA BIX-ART @ A3 Ao deA .
[0300] i3 HEYE Sav FUA % wdd 2 W3R Ajsta, wil R AT, o EEd 2 g
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oAl AE X6t dEFe XA 9/EE AWt WS AT A5 FdddA, olge ATE 24
S AE(dE B9, €2, 5, 5, F, V¢ ) TAaFoeR FoHT

AR FEdoA, =B XN5Z Y3 ATd ZAHAES AY, =2A, 24, A, M) 2= APt
.

A=Fol dAaHd ddy aHEE vy T2 AEo] I, old I olydlth: REHE Hi Al
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<170> PatentIn version 3.5

<210> 1

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> synthetic siRNA oligonucleotide
<400> 1

aaacuuguuu uugagggucu

<210> 2

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> synthetic siRNA oligonucleotide
<400> 2

uuuuugaggg ucuugaucu

<210> 3

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> synthetic siRNA oligonucleotide
<400> 3

uuuugagggu cuugaucugu

<210> 4

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> synthetic siRNA oligonucleotide
<400> 4

uuugaggguc uugaucuguu

<210> 5
<211> 20
<212> RNA

<213> Artificial Sequence

- 110 -

SIEdl

20

19

20

20

10-2014-0003572



<220><223> synthetic siRNA oligonucleotide
<400> 5

aaggaggcaa acuuguuuuu

<210> 6

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> synthetic siRNA oligonucleotide
<400> 6

aacuuguuga gggucuugau

<210> 7

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> synthetic siRNA oligonucleotide
<400

> 7

aaacuuguug agggucuugu

<210> 8

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> synthetic siRNA oligonucleotide
<400> 8

caaacuuguu gagggucuuu

<210> 9

<211> 20

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide

<400> 9

tccatgacgt tcctgacgtt

<210> 10

<211> 20
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20
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20

20
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<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 10

tccatgacgt tcctgacgtt

<210> 11

<211> 19

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 11

tccatgacgt tcctgacgt

<210> 12

<211> 18

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 12

tccatgacgt tcctgacg

<210> 13

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 13

tcctcgacgt ccctga

<210> 14

211> 12

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 14

catgacgttc ct
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<210> 15

<211> 6

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 15

gacgtt

<210> 16

<211> 20

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 16

aacgtcagga acgtcatgga

<210> 17

<211> 19

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 17

cacccaagac agcagaaag

<210> 18

<211> 19

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 18

ctcccaagac agcagaaag

<210> 19

<211> 19

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
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<400> 19

ctgccaagac agcagaaag

<210> 20

<211> 19

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 20

cacccaactc tccagaaag

<210> 21

<211> 19

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 21

cacccaagac agcagaatg

<210> 22

<211> 19

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 22

cacccaagac agcagattg

<210> 23

<211> 6

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 23

ttaggg

<210> 24

<211> 11

<212> DNA

<213> Artificial Sequence
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19

10-2014-0003572



<220><223> synthetic oligonucleotide
<400> 24

gttagggtta g

<210> 25

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 25

ggttaggtgt aggttt

<210> 26

<211> 9

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 26

gttagggtt

<210> 27

<211> 9

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 27

ttagggtta

<210> 28

<211> 15

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 28

gttaggttta aggtt

<210> 29

<211> 15
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<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 29

ggtaggtgta gggtg

<210> 30

<211> 15

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 30

ggteggtgte gggtg

<210> 31

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 31

ggcaggegea gggcg

<210> 32

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 32

gttagggtta gggtt

<210> 33

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 33

gataagggat tgggat
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<210> 34

<211> 9

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 34

gagtatgag

<210> 35

<211> 9

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 35

gggttaggg

<210> 36

<211> 11

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 36

gttagggtta g

<210> 37

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 37

ggtaggtgta ggatt

<210> 38

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide

<400> 38
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ggtaggtgta ggattt

<210> 39

<211> 16

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 39

gottaggtgt aggttt

<210> 40

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 40

ggttaggtgg aggttt

<210> 41

<211> 16

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 41

ggttaggttt aggttt

<210> 42

<211> 16

<212> DNA

<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 42

ggttaggtta aggtta

<210> 43
<211> 15
<212> DNA

<213> Artificial Sequence
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<220><223> synthetic oligonucleotide
<400> 43

ggtaggtgta gggtg

<210> 44

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 44

gttagggtta gggtta

<210> 45

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 45

ggttggttgg ttggtt

<210> 46

<211> 20

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 46

ccttggttgg ttggttggtt

<210> 47

<211> 20

<212> DNA

<213> Artificial Sequence

<220><223> synthetic oligonucleotide
<400> 47

ggttggttgg ttggttggtt

<210> 48

<211> 24

<212> DNA
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<213> Artificial Sequence
<220><223> synthetic oligonucleotide
<400> 48

tcgtegtttt gtcgttttgt cgtt

<210> 49

<211> 5

<212> PRT

<213> Artificial Sequence
<220><223> synthetic peptide
<400> 49

Lys Thr Thr Lys Ser

1 5

<210> 50

<211> 10

<212> PRT

<213> Artificial Sequence
<220><223> synthetic peptide
<400> 50

Glu Tyr Lys Thr Thr Lys Ser Ser Arg Leu
1 5 10
<210> 51

<211> 8

<212> PRT

<213> Artificial Sequence
<220><223> synthetic peptide
<400> 51

Val Ile Glu Tyr Lys Thr Thr Lys

1 5

<210> 52

<211> 4

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide
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<400> 52

Lys Thr Thr Lys

1

<210> 53

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide

<400> 53

Gly Lys Thr Val Ile Glu Tyr Lys Thr Thr Lys Ser
1 5 10
<210> 54

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide

<400> 54

Gly Lys Thr Val Ile Glu Tyr Lys Thr Thr Lys Ser Ser Arg Leu

1 5 10 15
<210> 55
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide
<400> 55
Trp Gly Lys Thr Val Ile Glu Tyr Lys Thr Thr Lys Ser Ser Arg Leu
1 5 10 15
Pro Ile Ile Asp
20
<210> 56
<211> 20
<212> PRT
<213> Artificial Sequence

<220><223> synthetic peptide
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<400> 56

Cys Thr Ser His Thr Gly Ala Trp Gly Lys Thr Val Ile Glu Tyr Lys

1 5 10 15
Thr Thr Lys Ser
20
<210> 57
<211> 4
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide
<400> 57
Thr Thr Lys Ser
1
<210> 58
<211> 6
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide
<400> 58
Glu Glu Met Gln Arg Arg
1 5
<210> 59
<211> 6
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide
<400
> 59
Val Gly Val Ala Pro Gly
1 5
<210> 60
<211> 6
<212> PRT

<213> Artificial Sequence
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<220><223> synthetic peptide
<400> 60

Tyr Tyr Arg Ala Asp Ala

1 5

<210> 61

<211> 3

<212> PRT

<213> Artificial Sequence
<220><223> synthetic peptide
<400> 61

Gly His Lys

1

<210> 62

<211> 14

<212> PRT

<213> Artificial Sequence
<220><223> synthetic peptide

<400> 62

Thr Ser Leu Asp Ala Ser Ile Ile Trp Ala Met Met Gln Asn
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