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(RIMERA, u= AgEYol)o g HE% ougo]Z(EpiLife) viA (QIH|EZA, ul= ZAg]FELo}F)
FAA AAAHG.  AEE 5% C0, E 95% F719 Zhx 7] FolAl 37CAA AAAHG. A AHAMELE

IEE R ER R

wy N
B N

N

AWAG7EA wFeta, FANA BREE uiel FAE A5 S fEd
(LL-37) (6.4 plD)= 16413 5<t itk FhEEAD-AHE AFAAE wFES] dFE 1.25 ug/ml WA
12.5 pg/ml =9 w2} FE-wget. FHEZACPeR B 1% oeeT 4 9 WE2WA glo] 7}
dujAdos AeH Z4HAE WYES 34 dxTFozZn AMEsIt. A5AS FHsta, AFzAe] A A A
g (L] AJ2=ElX=(R&D Systems), 7= PIU|AEFF)l whe} AEFZ1-8 (IL-8), AEFZ-1 &3 (IL-1 &3}
9@ oA Ak AE A A (VEGF) Q] ELISAS 918 F-3F 96-9 Z#o]Eo| ESkt).

Adte= Fhdgado] wjgkd <17k ZbAAFREEE [L-8, IL-1 23 2 VEGF B&S 4523 = qdvsE AS v
dek, wlF miA T geld F= (0~12.5 pg/mDe WEWAS Hrigto g IL-8 (&= 14), 1L-1 &3} (
1B) 2 VEGF (£ 10)¢) W&ol iz wi=Zwdel oA a2 Algsidiv. sHdeAd-a= 424 2S
g/ml WEHFoR A Ag FFLYAE HWE=-HE (1% NS g2 Ag)et vluste], ZH7 IL-
[L-1 <5} 2 VEGFe] W39 31.4%, 24.9% 2 29.1% 7H27F AT (P < 0.05). ©]5 A= wl=w &
-o)EA Ao w  Ed wawde] FErt 6.25 pg/mlETh ol 2 A9 A fE dFH 0SS f9
A AT F ke AL YeEidlen, ol HEZW o] Ale]Egiele] A d-F = WEd e &
e ZteEveE g YEhH, ol FAReE dE A

AAd 20 AAE MZHY D BeES AolE WMBLE Fheis Fo Ak AR A

of O o &= pt I

A7) 71" ol frell TASEe], R el A wWEwWA-gG At AP 3 1A AN EAS e o=
HZ2HA-F5 259 FEES *}%6}04 oA AFelM dojd F Qe ART ¢ & AHow WEFo A
H wEwRe gt Y] v HYE 5E Ed AT 2 A3 I ATl AlFE T

B2 29 9 ozt Sixte] tidk B dgxEe ATE s, AAE #HEwWdES 100% e Tl &3 &,
HE &9 F WEWHY sl Fhol EdIEE ES eIt A Ao, odE Eof, 0.1% E&
0.2% Wl=HdS &

olato]l W FA7} AFREL7)Y o AHEE 3, A, AW, 2H EE Axgo] FEo AL Az 9 A
Jo] MePFo|tt, H o] 4 At Ao, WEWHA £ HE2WHY AESY U FAH (dE 5
of dujel ¢ E—FM E AYY BE 08 84 oFF o, B s AFE 3 AFSE gAE
FalEl S 100% = 3—01] L35 3, Aoy FnlEl 5 oS So] 0.02%, 0.1% EX 0.2%9 IFnHjES 2= H
% g g A AP RGeS 34

Iy, AAE e vy AYge HEWHE e 19 A fdl=E S7F, f3, 833, S84 g4 =
T ERES FT Fr AES 18 5 du

=2 = uﬂg]
& aT= & o
YAlES Htehe Aotk Ao A EHS F7 7] 9% 2 Ew e 3 AAGHEe &
A S ke lom yebd A& FE2E5 HUeke slolt. B i =4 AP e 54S A



[0051]

[0052]

[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

SIHS31 10-2017-0116231

717] A% 2 A%

rlr
ol
e
B
ru
r>~
tlo
et
N
N
ol
ol
rlr
PO
o
i)

AA e 3: FAbe] vheos melo] Tig W wwe] S Al AR Et

Fabel B8 wdl: ojdo] muE AoRHE FAY BE wue Auadnt’. zras], Az 4Az QA 4
o|®W % BALB/c % C57BL/6 w}-9-2oll Al ZhgAd FEI= (320 ulM) 40 plE 19 23] 5o HA3=2 FAEFAT.
Z7] FAF (F 43 FAH) F 484zl FAE F-9] Aol Fale 9 EAS milels Fub 9 R #
= At

Boamgse] Ay, 95 zhad tid wlEwde] anE BEe] 9§ A d-FAE npeas i
Wlawaoz 1 23 AgsAd ADsix @, Ads shdeAd Qe =] vpe-s AlFH s FAL
oA Fak @ gy B8 Frslgon, ol 48413 F FAbe g 543 @itk AS veEhiiY.
%, HEAIR-FARE w2 E 279 Fo® rglen, o 747 T4 2d B W EddoR Aeld
T (n=3) BE wE2ddor HEHA &= 7 (n=3; HERZA)IATE. 0.1% HEHAS FqHte T4 AFS
FHPAE-FE W Ao 1Y 23] HEs. T e 954 Wdo] dxlA 79 23 9 A&y
Ak 4 Lo, xR vlaste] WE2W Aol SRk 9 I go] fojsiAl gAaEAL. ol A
e 4 w2 ] AAelA A o8] fFEH ATA S B ¢ Atk AS YERit

W R L W R A8 AaE 9% B ouge wa w=ny A% 5e 295 s Ayg-eh
DY ATE FARAY. ¥ AT EFE BAE WP} AR oaf QAo HoH FAES 2= Ao
2 AuEt. wE Bl 6% Bek 19 23] 0.1% W2Wd A AFHAL. A= AN L A=F 25
967l Aol BAE 19 T4 2l sl BT, Bk o) AR gHE s FYAE £T
C U GoRES AMgeE A2 HESH Sdth 297 T 982 d oF 47 FeiunAne
garoieh

AR &%5e Hrrekr] A8, FAR 25 9 gAlel digk w9 FAF AR A&7 3] (National Rosacea
Society Expert Committee on the Classification and Staging of Rosacea)ol &&ll 7§t FALe] thsk &=
SHE A2ES ARgSYn . Ee, Al 29 Pk (160) 2 A AA B FFEE w2 2
aWe] 0AlF, 28T 2 6AFol 2FoFst. 0 (AR WA 6 (5%
el wet [GAE FAISTE.  AA bW w8l ARG A4
="', ‘o 2A swIetsitt. AA kH R FEEE HUksh] A3 A" TR

L Ee e I R o B

VAZY 1T ZRT T e !
75‘0 , oo - AT

of\

=
5

At B oA F 20 FAES z2E 3 (94 18% 2 PA 29)E SEAAY. AT Jue Jid A
B2 43,34 (19-854D%ITE. W2 A5 FARe] Hit AHAES 4d (1-24)olqltt. FAME ZEe 34
20 FolA, 1339 Alele Twransbgd £3 (65%), 7499 Aldle TREEAR £33 (35%), 54 Atde
HI 573 3 (25%) °] ATt

7-3 230] A zEo] wel, 7]EA (A8 AAADIA e FAFe] IGA 23l 4.1 + 1.30]30tk. o] 3k ~F0]
= 2AFd 2.6 £ 0.98 74" F 6xF] 1.6 £ 0.82 ZAHATE. 0AF, 28F = 64F 719 IGA =3
o9l zlol= FAHoR FoFATE (W2 vs WO: 2] t A P < 0.0001; W6 vs WO: &A] t 7 P < 0.0001).
X5 AlERel, Bk giFE (95%)S AFoZREH T (3) A FF 6O)7HAY 5958 7M. AR TR
7hA], 20M8 9] gkxl F 197 (95%)°] AT (2) WA ARE (0) THS 7R

Agzlel] & HrEE HAA T FEEE AE AlF 2.35 + 0.6, 2859 1.5 £ 0.5 % 645 0.95 +
0.49tF. 2A1F T 6AFol A o] BAF R Hostltt (W2 vs WO: %A t A7 P < 0.0001; W6 vs
Wo: &A t 774 P <0.0001). A= AlFbel], Fzte] it (95%) FEE (2) WA FF (3) THY TS
M. A8 FE7HA, 2089 2 F 199 (95%)°] AE (1) WA 12 (0) F¥ S5 7HA.

A W BB AT B ARG f3 A Gtk oF 29e] AR (108)7F Tk SFEF] Fgo A
AN H bl /A% AAE Ao, AT Fu glo] Besbsaar,
Aol 51 Fa MEHAe sHZE-fE FAY MR DGR AAA-FE IS MR Azel &



10-2017-0116231

5

=

=

o

i
=)

[0062]

]

EGFR JAAI-Frx A=

o
=

< HERHA

ol

=)
E

Al 6

[0063]

e

ttdE 0.02% (w/w)E

R
=

El

3]

[0064]

)

ol
GH

—_—

Al ol 25

Al
=

[0065]

IL-1 &3 2@ VEGF A< oA

IL-8,

s
a

G EREE

1

gud

ko)

o <
W 94 9% Aseln el

3L
s Y

}

Eu
gul

-

A

=
T

o] Q1+ 2t A

=

H

=

7o Fxe AAR H=HY == 0.02%

7o A= 0.1% =

B/

- o%
B o
o
X oF

o W
i

£}

9 VEGF

i

i

ol
=4
3

IL-1

ZRE A d AE) = (LL-37)-F% IL-8,

3L
i ol

e Az AR

™

H| 2.4

1.

s
a

A

[0069]

IL-8 (&= 1A), IL-1

pud

o ¢

hyA
s i

A A
7} 250,

(¢}

]

3

Eo N
=

=

(e

sl

7}&

65l A2+

e

i A=A17eH,

El

3]

9|

wl
=

=
T

ELISA A7l €]
2

=
R=A

o

=

|

X

=i}
=

2 JhE A" HE= (LL-37)9] 9
Azl

hyA
s i

VEGF (& 10)9 %=

244
)

(= 1B)

sl

S

o)

=

[0070]



[0071]

[0072]

Ag 2

il

oo
i

1. Plewig G, Jansen T. Rosacea. In: Freedberg IM, Eisen AZ, Wolff K, et al., eds. Dermatology
in General Medicine. 6th ed. New York, NY: McGraw-Hill Health Professions Division (2003)
pp-688-696.

2. Lonne-Rahm SB, Fischer T, Berg M. Stinging and rosacea. Acta Derm Venereol 1999;
79:460-461.

3. Wilkin J, Dahl M, Detmar M, et al. Standard grading system for rosacea: report of the
National Rosacea Society Expert Committee on the Classification and Staging of Rosacea. ] Am
Acad Dermatol 2004; 50:907-912.

4. Griffiths WA. The red face-an overview and delineation of the MARSH syndrome. Clin Exp
Dermatol. 1999; 24:42-47.

5. Draelos ZD. Assessment of skin barrier function in rosacea patients with a novel 1%
metronidazole gel.J Drugs Dermatol. 2005; 4:557-562.

6.Chen AY, Zirwas MJ. Steroid-induced rosacealike dermatitis: case report and review of the
literature.Cutis. 2009 83(4):198-204.

7. Lee DH, Li K, Suh DH. Pimecrolimus 1% cream for the treatment of steroid-induced rosacea:
an 8-week split-face clinical trial. Br J Dermatol. 2008;158(5):1069-76.

8. Wollenberg A, Kroth J, Hauschild A, Dirschka T. Cutaneous side effects of EGFR
inhibitors--appearance and management. Dtsch Med Wochenschr. 2010;135(4):149-54.

9. Lacouture ME, Maitland ML, Segaert S, et al. A proposed EGFR inhibitor dermatologic
adverse event-specific grading scale from the MASCC skin toxicity study group.Support Care
Cancer. 2010;18(4):509-22.

10. Palleschi GM, Torchia D. Rosacea in a monozygotic twin. Australas J Dermatol. 2007;
48:132-133.

11. Yazici AC, Tamer L, Ikizoglu G, Kaya TI, Api H, Yildirim H, Adiguzel A. GSTM1 and
GSTT1 null genotypes as possible heritable factors of rosacea. Photodermatol Photoimmunol
Photomed. 2006; 22:208-210.

12. Jansen T, Plewig G. Rosacea: classification and treatment. J R Soc Med. 1997; 90:144-150.
13. Wilkin JK. Rosacea. Pathophysiology and treatment. Arch Dermatol. 1994; 130:359-362.

14. Forton F, Seys B: density of Demodex folliculorum in rosacea: A case- control study using
standardized skin-surface biopsy. Br J Dermatol. 1993; 128:650.

15. Yamasaki K, Di Nardo A, Bardan A, Murakami M, Ohtake T, Coda A, Dorschner RA,
Bonnart C, Descargues P, Hovnanian A, Morhenn VB, Gallo RL. Increased serine protease
activity and cathelicidin promotes skin inflammation in rosacea. Nat Med. 2007; 13:975-980.

16. Zuyderduyn S, Ninaber DK, Hiemstra PS, Rabe KF. The antimicrobial peptide LL-37

_‘IO_

ZIHSd 10-2017-0116231



[0073]

[0074]

enhances IL-8 release by human airway smooth muscle cells. Allergy Clin Immunol. 2006;
117:1328-1335.

17. Afonso AA, Sobrin L, Monroy DC, Selzer M, Lokeshwar B, Pflugfelder SC. Tear fluid
gelatinase B activity correlates with IL-1alpha concentration and fluorescein clearance in ocular
rosacea. Invest Ophthalmol Vis Sci. 1999; 40:2506-2512.

18. Pu LL, Smith PD, Payne WG, Kuhn MA, Wang X, Ko F, Robson MC. Overexpression of
transforming growth factor beta-2 and its receptor in rhinophyma: an alternative mechanism of
pathobiology. Ann Plast Surg. 2000; 45:515-519.

19. Guarrera M, Parodi A, Cipriani C, et al. Flushing in rosacea: a possible mechanism. Arch
Dermatol Res.1982; 272:311-316.

20. Smith JR, Lanier VB, Braziel RM, Falkenhagen KM, White C, Rosenbaum JT . Expression
of vascular endothelial growth factor and its receptors in rosacea. Br J Ophthalmol. 2007;
91:226-229.

21. McDonnell JK, Tomecki KJ. Rosacea: an update. Clev Clinic J Med. 2000; 67:587-590.

22. Gupta AK, Gover MD. Azelaic acid (15% gel) in the treatment of acne rosacea. Int J
Dermatol. 2007; 46:533-538.

23. Berberine (2000). Altern Med Rev. 5:175-177

24. Yu HH, Kim KJ, Cha JD, et al. Antimicrobial activity of berberine alone and in combination
with ampicillin or oxacillin against methicillin-resistant Staphylococcus aureus. ] Med Food.
2005; 8:454-461.

25. Mantena SK, Sharma SD, Katiyar SK. Berberine, a natural product, induces G1-phase cell
cycle arrest and caspase-3-dependent apoptosis in human prostate carcinoma cells. Mol. Cancer
Ther. 2006; 5:296-308.

26. Kuo CL, Chi CW, Liu TY. The anti-inflammatory potential of berberine in vitro and in vivo.
Cancer Lett. 2004; 203:127-137.

27. Khosla PK, Neeraj VI, Gupta SK, Satpathy G. Berberine, a potential drug for trachoma. Rev
Int Trach Pathol Ocul Trop Subtrop Sante Publique. 1992; 69:147-65.

28. Meisner; Lorraine Faxon. Topical composition for the treatment of psoriasis and related skin
disorders. United States Patent 6440465 (2002).

29. Goodless, Dean R. Composition and method for treatment of acne. United States Patent
Application 20050158404 (2005).

30. Lintner; Karl. Compositions containing mixtures of tetrapeptides and tripeptides. United
States Patent 6974799 (2005).

31. Gupta, Shyam K. Topical nutraceutical compositions with selective body slimming and tone
firming antiaging benefits. United States Patent Application 20040146539 (2004).

32. Gulliver WP, Donsky HIJ. A report on three recent clinical trials using Mahonia aquifolium
10% topical cream and a review of the worldwide clinical experience with Mahonia aquifolium
for the treatment of plaque psoriasis. Am J Ther. 2005; 12:398-406.

33. Iwasa K, et al. Fungicidal and herbicidal activities of berberine related alkaloids. Biosci.
Biotechnol. Biochem. 2000; 64:1998-2000.

34. Iwasa K, Nanba H, Lee DU, Kang SI. Structure-activity relationships of protoberberines
having antimicrobial activity. Planta Med. 1998; 64.:748-751.

35. Prabal Giri, Maidul Hossain and Gopinatha Suresh Kumar. RNA specific molecules:
Cytotoxic plant alkaloid palmatine binds strongly to poly(A). Bioorganic & Medicinal
Chemistry Letters. 2006; 16:2364-2368 .

36. Colombo M.L. et al. Cytotoxicity evaluation of natural coptisine and synthesis of coptisine
from Berberine. Farmaco 2001; 56:403-409.

37. Chun-Ching Lin et al. Cytotoxic effects of Coptis chinensis and Epimedium sagittatum
extracts and their major constituents (berberine, coptisine and icariin) on hepatoma and leukaemia
cell growth. Clinical and Experimental Pharmacology and Physiology 2004; 31:65-69.

38. Thiboutot D, Thieroff-Ekerdt R, Graupe K. Efficacy and safety of azelaic acid (15%) gel as

a new treatment for papulopustular rosacea: results from two vehicle-controlled, randomized
phase III studies. ] Am Acad Dermatol 2003; 48:836-845.

_11_

ZIHSd 10-2017-0116231



ZIHSd 10-2017-0116231

k1
N

[y
(g
~

|
i3 L7 LLI3T+ LLIT+ LL37+ LL3T+
M%oEe  125ughn oimt
HeEHy L LECE]
VEGF
2000
P=0.00016
1750
£=0000%
D ——
1500
Pao0022
———
1250
g
Eoe

%0
500
250
o

us (584 LLI7 + 1% LLIT+ W7+ LT+

olEE 1.25ugiml 628ugiml 125ug/mi

e e Hewg

-
EH2

_12_



	문서
	서지사항
	요 약
	대 표 도
	청구범위
	발명의 설명
	기 술 분 야
	배 경 기 술
	발명의 내용
	해결하려는 과제
	과제의 해결 수단

	도면의 간단한 설명
	발명을 실시하기 위한 구체적인 내용

	도면
	도면1
	도면2




문서
서지사항 1
요 약 1
대 표 도 1
청구범위 3
발명의 설명 3
 기 술 분 야 3
 배 경 기 술 4
 발명의 내용 5
  해결하려는 과제 5
  과제의 해결 수단 5
 도면의 간단한 설명 6
 발명을 실시하기 위한 구체적인 내용 7
도면 9
 도면1 12
 도면2 12
