ITAF - RILARZRA A
SRAALAR A

* MossCellTec No.1 : ERE. RE. Mg

- Alpine Rose Active - ZAMRERE. ARV, 17 1 LR,
AL D 7R A B

* NEOCLAIR PRO : Bk, E2IvD. ATF
ATV, P FRYa— 3>

- RoyalEpigen P5 I T4 X

* PAUSEILE : ANUT . 27 FEE

* STELLIGHT : h—&NEBXT TR

- IBR-Dragon : Bsh7 24 b=> 7, i

- IceAwake : RERR TN D A E

* MEIVIEW : h=SANT AT T KEDORR., MEEEEHE.

FBBIT. A= LD
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MossCellTec™ No. 1 E)

Enhances cell nucleus function for resilient skin
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Moss: First Plants on Earth

B X TAMETFRER. Hb
Bk EICBEEEMAGE L
1-

Mosses (a4) MEZIE
L-ELTHmaIZEFTL
1-

AT IEIRURZREIZERL
@i L. BEAINLSH
EFTEEE->TLS
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Moss Evolution

S HET,Moss (a%) I[E&m#IZIK

FRtICEET 5o

FEOADEMAZ L D-HIZTE

DWLEREZ D D!

o KAPNTUAD=HD
Aquaporins

- HEMMHEERENBEDRZHD
Rehydrins

- DNAf&1E

- StachyoseZF D KEE K HY

« REEZUNVEVOPHRER: O
FFRABOKAELEBIZENTD
1500 RICBUEZATCHELT:

SSSSSS
IQU AAAAA © Mibelle Biochemistry, Switzerland 2018
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EHGMNA ODBIRMEH L AEIZEKSLSEST
a4 OAF: MossCellTec™

TEREDERICKY a7 ZHRMICINET
HCEIIRETH S:

BEMEL
ZLDEEFIFRESINLTVD
BOREHNEE > EESNn-1E
BRENEBEINATND > BFEIDE

MossCellTec™ (XHHR M L FHEERA %
¥hiEAf-AEICE-oTIHLOHTIAFM
S—URF—)ILDBEEZETEEIZ LT-EHA
MBI THD (LECHEYZEMILE
ERBNKOLTIEDRENTE)
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MossCellTec™: Physcomitrella patens
(EXYYGFZTT)
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— holstein

fEFHv o aTHEYA~

Sporophyte (2n) o

. Germinating spore
\

Protonema (1n)

Leafy moss plant (gametophyte)
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Moss Protonema (a4 R%4IK)

RFIEATDOESICEFEFLLGTVMEMIBET H5E
MFOERFRICHRIROMBDLE (=protonema; BRK) MO TEILhSEL S
> EROBBARIZHRZE
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MossCellTec™: a4 RAADIEE

GROUP
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MiGHOATHREET I T4 7
D%

a4 #A~R—X & L1=Sustainable (
Bfrlgerr) e & 7o 74 7R
*:

a4k ETH&ERBELVMEMIC
BL. ENDKZEERYAL
AT OTRY) V. ERESF
EBEANDZXLEED-HES
PEZIE L LWV =BRIRIBICN T 5
EhhzEo
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MossCellTec™ No. 1 #H5k

3.3 % Physcomitrella patens/& kA tE &%k % 8:&E 12 A

INCI (EU-Declaration / PCPC-Declaration)
Phytol (and) Isomalt (and) Aqua/Water

R TTRAR
T4 k=L, 41VYTILE, K

HEREESE 2%

iSWISS

QUALITY © Mibelle Biochemistry, Switzerland 2018
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AL AR 0D HE AL A%

Nucleus ° Organelle (T)bﬁs*ﬁ ; %HH@

i INEE) £ 2 COEKMEMIC
53 FET

e - . THHEEIDNADBRETHY.

WA= B 1T BT _RTHEBD D

W—T) O rELTRET S

o THE., REFEWEEL (IRIDZDH
BEAEEA S . MR ZLBFE
[ZHBE5 LTS

Epidermis

§ SWISS
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The Nuclear Pore Complex (NPC ; #
BAEER)ZE L TOZAINDEIE

\ . BIEALESE HIE S-S FRMm
. HS5, (UPNIBDFOZENLEL.
< . HRSAADRE LS FOEREE
DNA *)
‘ « 1DDHAIZDZES5,000F EDIE
@ Transport of proteins J* ¥L*E é1$75§ﬁ7£
SN A . ZHEN 1,000 5FHOBEAT
F Nuclear envelope ﬁlé
\
Nucleus 2Ry > BWEANSEASFIXELR@E
R g ThTuj



biochem

§ SWISS
IQUALITV © Mibelle Biochemistry, Switzerland 2018
PRODUCT



a,
/E\ hOlStEi n biochemistry

Z1t L= TIEERNADEHHERED
RAB

Young cell Old cell
Aging >
MossCellTec™ No. 1
<
2 Protein
mRNA
NEEfE 7 HB R P 4% ~ 0D ik BHRAHDREEINELEDON S
MAENHY > FLEElLShTEFEFATY HRIZRASNAAND Z 27\ EmRNAD B AViE 4
%) —ZENED
G EREBECEAET SREZIEICIEGLIZS <GS

—REZLICHKECERT D

UUUUUUUU
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[z MR DIER~ —Hh—DRE

ﬁﬁ?‘*f{ >

MRE: BEUOEERE (K, 20m) EXAOHEE (LiE. 55
) DoDERE MRRTYSF/ YAk

¥ 0.33% & 1% Physcomitrella patens extract
WME: BT 2485 A o Fa~—F

N A =8 — BIBEICEHEY DEEGFERAZREL TOEEIS
E59 58 FOHER
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ik e

Control

120

100

100) in %

80

60

Gene expression

compared to young cells (

40

QUALITY

§SWIsS
IPRODUDT

AN

[ 0.33% P Patens extract M 1% P. Patens extract
RanBP1 7 Lamin A
J
Young cells Old cells

(W[YI -9 biochemistry
GROUP

eV —h—DREE

1. RanBP17, LAP2 45 Lamin A& Lo 1=3
DDEEFIIEIELLISYSF /YA LT
ETEWNTSF/ YA b EE L T2405R
BORERBEARELD LT

2. EFEE3DOMDELEFETORERENN

Physcomitrella patens extract® ALEE (< &
S CTREKREMICAL LT

\ 4

MRZEEFDEEER, ZEThHH
HoTHRROBE LB T RE - EiE
it
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The Nuclear Pore Complex (#Z%IRH.18

&) DEIXEEN

™

’ Nuclear pore
complex
‘ Nuclear envelope
Lamin A
(envelope protein)

(transport protein)

. ==
“ Protein
Nucleus
(envelope protein)

y SWISS
IQUALITY
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TS5F /YA FOMAEEERIZE LT
#% (L BEE B EFHMossCellTec™No. 1
TRIEEINBZ ELRHLMoT=:

Lamin A — nuclear envelope protein
RanBP17 — nuclear transport protein
LAP2 — nuclear envelope protein

> RSN A~DREE@LE
> F=GR RNV EDODRBEVEE
> RIBEZIE~DREVIEG
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#mEZIE 1 .
RanBP1/ o~ g B e

- (ancor protein)
-(ancor protein)

RanBP17 (=RAN binding protein 17)

SWISS
QUALITY
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BB EEEZAIEREE VNI DBRRAANDEY AHFH-TILVS

Zie Lzt MERRTEERATAFIEH SN S Z EA9H > TLVS (neurons,
IN, fibroblasts)

Z1b L= IR O8R4 SF AR TIXEA 3 % (Mertens et al., 2015)
BOMBERORENFEDT S

Zit. ZEICEEL-RKES

Cell Stem Cell. 2015 Dec 3;17(6):705-18. doi: 10.1016j.5tem.2015.09.001. Epub 2015 Oct 8.

Directly Reprogrammed Human Neurons Retain Aging-Associated Transcriptomic Signatures and Reveal Age-
Related Nucleocytoplasmic Defects.

Mertens J', Paguola AC?, Ku M?, Hatch E2, Bohnke L', Ladievardi ', McGrath §', Campbell B', Lee H*, Herdy JR', Goncalves JT', Toda T7, Kim ', Winker J4,
Yao J°, Hetzer MW?, Gage FHE.

© Mibelle Biochemistry, Switzerland 2018
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2% &1 i |
L A P 2 = tw(transpon protein)

- (ancor protein)
-(ancor protein)

LAP2
o LAP2 [IRIERNBIDZ /N THEEDEEMICE>TEELRA VN
e LAP2 [ZLaminE o AT F A NI AEET S

> LAP2 [ZZ{EATIEBDT SR> TLNVS
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Progeria (B Z4%E)

« Adalia Rose 105%.

 Children suffering from ‘progeria (
BR2E ICELATWSFHEBIE
BEMICEEN. AEDORFD10-
24 AR BERZGIREET LS

o FFFICRHIZZIEDY A UHEND
o ICICELIIEHDADHREES
DEDITHED

- fRZ&IETwitter T 370,000 AL LD 7
A0 —%%%. FacebookTI6
BAADT7 7 %D
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i8> THUIE I - Lamin A [&Progeria®

REEGESDH - LTENEZIEDYA

b

ot

Lamin A % :; E%E%?g?}(transport protein)
HENEIDR /<5 E -
LaminalZB8& -

o CAE I f-Lamin A’éﬁﬁd‘é*i(iprogerla

(B2IE) DERERELGS @BELYILR[ERIZTEIELT
LESEGHEE) > ALK EFEL-ZWL
BMoTMEBIN-Lamin AITEELGEATEE LA

THREINS
> Lamin A [ERADEILYI—H—THY. ZBILDRET
SAHD

> flRAKFZIEBREICEVWTEETHD
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[z AL/ N7 DOE DRI

HBRTYA >

Ml EEE FRERTZSF/HAF
A F: 1% Physcomitrella patens extract

INFA—B— AN THRE. RET M) I ROKAICEAET HEIE
TDHIR
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L holstein

AL/ 7 DEDRE

P. patens (2 DDEER T IIL—TORBEER LS E 1=
) 1. AEBOMRI-E5T 5EET
2. TRAREY—LDESLGHBEELZA oY O3 BOY

B 1% P. Patens extract *’/7’/3 /éﬁ/mj’ég //\agéj—lsj’é {K%
250
R
e 200
IS
=
S
§-§ 150
56
9o
g_*'é 100
3
§ 50
0 S-648)

Filaggrin Involucrin Repetin SPRR1A SPRR1B Envoplakm Comeo- Desmoglein 1 F11

desmosin Receptor
L ] L ] L J
Proteins forming the stratum corneum Desmosomes Tight
junctions

QUALITY © Mibelle Biochemistry, Switzerland 2018
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‘ ‘ | l[:,\"

BEIN:-KREZSR MERREICEE. TORICEGFREASTEEE
XL 1=

EEETI 3D E FBEREBETIL

A +/- 1% MossCellTec™ No. 1

&%

Hot / humid &% 40°C, 80% relative humidity 3 x 30 77 (36 BFREILLA)
Cold/dry #®° 10°C, 40% relative humidity 3 x 15 %3 (36 BFfE LLA)
Readout: - Hematoxylin-eosinZ & > ER/REEE

- A FLART—H— LCEIAD RIELE
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IRIEBEZEA~DALDE i

11000

Normal conditions Hot and humid ™ Cold and dry

(1T\II-Y biochemistry
GROUP

*0

Control

Collapsed
dermal structure

1% MossCellTec™ No. 1

EnZiEEEARBRREEIERDIAZS—7 03y FT—YICE LVWAEMNELLZ L0

> MossCelITec™ No. 1TCHDREBIZZDEA—CMSAERET S

y SWISS

QUALITY
PRODUCT
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IRIBEAEAD AL DE

Normal conditions

Control [l 1% MossCellTec™ No.1

15
0= B
40
iz
89 *
£EZ 10
85
E o
£s 55000 0
Hot and humid ~ 0-000 6 g
: 85
< c :
L v
o
o) (9]
23
=
E g *k
(9]
0 W 1 I ] ] S71

Normal conditions Hot and humid Cold and dry

blue = cell nuclei (DAPI)

red = LCE1A *p<0.05 versus control (normal conditions)
**p<0.05 versus control (hot and humid)

BEZEEENTRIREL LCEIA R FLRAY—HA—DLEAFIHZFEFRLS >
MossCeI | Tec™ No. 1’60)MIE(iCODZ FLARIEDNSALZIRET S

QUALITY © Mibelle Biochemistry, Switzerland 2018
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AEBRTHA >

WERE:

INS A—HB—:
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‘ Reinforcement of the Skin Barrier
Quality

15 (&%, 37.4 - 64.75%, 15 52.75%), TEWL
14 (1%, 37.4 — 65.45%, 18 53.75%), VT DERS

MossCellTec™ No. 1&2%Ee& L2 ') —L, TSR
1B 2EIFIBONAIZES, 28HM

TEWL (tewameter)
I DRSS (PRIMOS)

© Mibelle Biochemistry, Switzerland 2018
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A/ 7 DOt E

Decrease in TEWL
compared to initial conditions in %

O . 1 S-726 |

Placebo 2% MossCellTec™ No.1

*p<0.05 versus initial conditions and placebo

QUALITY
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MossCellTec™ No. 1 7S5t R
EHBLTEELZ 8% TEWL #
B8 (BEED 73 % TH

E, max = 20 %)

© Mibelle Biochemistry, Switzerland 2018




—~ holstein

CODNEIDNE

20

2

£ *
< 15
g £
0.2
o=

=
L £
~ 6
£ 0
55 10

=
B
Q
w O
[ohe}
cQ
ag >3

£

o}

O

S-726
O — 1 ]

Placebo 2% MossCellTec™ No.1

*p<0.05 versus initial conditions

QUALITY

§SWIsS
IPRODUDT

(W[YI -9 biochemistry
GROUP

MossCellTec™ No. 1 (£ 75
LARELLBRLTUITDNESE
15%;@ 4 & & 1=

© Mibelle Biochemistry, Switzerland 2018



B hOlStEin T [FY biochemistry

GROUP,

“ MossCellTec™ No. 1 (T2 4 ABEA
D ALNER S Z k=

= 4 —L + 2% MossCellTec™ No. 1, 75t R
HERE: 23 (X%, 397% — 53/, F14: 45.45%)
HAER: 1820 %148/, EEO* 5D, T EREFEERDD 5 F5I2EA

FEREFICIFIBD S B2-5BMZEZNTRILTE 55, REBRIEIEDEE Y YL
[ T

FEREOIIZNDE S - EXEEBADSEEDRDRBMGEILIZNERS LT
A A=Y A A

INTGA—R—:

« FIJ/K%> (38, corneometer)

- TEWL (38, vapometer)

- OBOH—% (EBRSH  BE{RZE, VISIA CR®)

§ SWISS
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MossCellTec™ No. 1 [FE LG BIREADAN

Bt T4 & i =

B Placebo M 2% MossCellTec™ No.1

10
®
£ &
(%2}
s 8
k=
< Hk
8 6 o
©
£
o 4
5
o Fk
g *k
- -_I |
o
” -1
®
E? 0 1 1 | L S-709 |
©
(6]

) Day 7 Day 14 Day 7 Day 14 Day 7 Day 14
L ] J
Increase in hydration Decrease in TEWL Increase in skin color homogeneity

*p<0.05 versus initial conditions
**p<0.05 versus initial conditions and placebo

QUALITY
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MossCellTec™ No. 1 (& L < &=

Wrlacebo W 2% MossCellTec™ No.1

ALK 5 ¥ .
> 6 % (upto +17.5 %)L LM E ! . . |
WERE L% TH DT 1 THHE I | [
5 A | 1 ;
6 Day7 Day 14 Day7 Day 14 Day7 !ﬂyld
T EW L : Incremse in hydration Decrease in TEWL “increase in skin color homogenei

> 8% (up to + 20 %) LIk TRE
> BEREDINWN TR T 4 THHR

DB EE
> OHEENREMICHE
> ER (RORASA4F) TEEALNZIDBEBDOFRYENED LI-C LAhHh D

- MossCellTec™ No. 1 [FAAREBEZIEARELIEET HBIFI2H S J

QUALITY

§ SWISS
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MossCellTec™ No. 1 [FE G AEBEA
DOADOFELNZERESES

Before After 2 weeks

Volunteer 22

> =o2BARTH =2 DHEMEARELENNBIL-HLE T J
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MossCellTec™ No. 1 OF) &

Nucleus \ Cytosol

Faster transport of proteins @{g’

Faster transport of mMRNA
(e. g. transcription factors) L

F § % : out of the nucleus
l -
s
Transcription: Translation:
Tgene expression Tproduction of proteins

MossCellTec™ No. 1[IIEAESERZRESE. B L-HREPOBERNAND S FHEE
wET D

> MENMREOZEPCELICKYERCELT S EATRELD

¥EEDME L2k 2T MossCellTec™ (B FHRIEORBZE L THIEET 52Z0MmETD
FUOFIADUT T T4 TRAPDEEESR— TS

> FUFIADUT AT MOEBRLTIOFR—2—THD

§ SWISS
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MossCellTec™ No. 1

D%
(11 oYY biochemistry
GROUP,

MZREOTIEIZCEESE S
Z L AVETRE
AFLRIIIBEETTHAN
DK ZERLESES

zkE L TRELZAY Y.
ez>2<YLEIFS

MRz DERZHR L THEL
ZEHERT S

S DREISHT HALDIE
mAzRLd S
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MossCellTec™ No. 1 Eoocert)
WERER— T4 LEDOFE cosvos
=== [

« FUFIADUIHEE

. EXERBHE S

« JOTFTOYIUFERIFTIURTHEE

.« RERFXZUSTT

I— T4 LDOF A

s NAFTYV /0 —%2FHBALTHEMEMND
g AETEEL-a7ZICAL:
It T I T« TRE

o HREBOBEIZEBLEHFLLTZOFIA
oudarve Tk

o RMHE

- COSMOS:E:
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MossCellTec™ No. 1
Three Gold Innovation Prizes

in-cosmetics’ in-cosmetics’

global north america
Innovation Zone & Innovation Zone
e 5 Best Ingredient / Best Ingredient
L) Award %018 ) ;\A\warq 01
GOLD GOLD
BSB Innovation Prize -
Cosmetics 2018
N AWARD
V 2018
1. Prize Category Most innovative Raw Material 3" Prize

§SWIsS
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Gold Award Innovation Zone
Best Ingredient Award in-
cosmetics Global 2018

Gold Award BSB Innovation
Prize 2018

Gold Award Innovation Zone
Best Ingredient Award in-
cosmetics North America 2018
34 Prize SEPAWA Innovation
Award 2018

© Mibelle Biochemistry, Switzerland 2018



Alpine Rose Active v e
Clearing age-promoting cells oo I oo

IAF-RILRAL RS Tel: 03-5213-5541 email: info@holstein.co.jp —~ holstein

jSwIss
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Senolytics (Z1LHifaRZE)
=B 7oFTAo07a 8Tk

0
=
—
o
°
o
w
,Q . . .
= - Cytokines and
— o .
[} « other inflammatory
2 . - molecules
i »
~ il X 5 '
AR Senescent fibroblast b
Healthy fibroblast =3

GROUP

BERAOBMEFMRIESE8ERRT 50
NDAS—HUEEDEREEB-TLS
ADELLI=BAWPUY, FEME Lo 118
FGRRIER FLRAERITDH E N SRR
FELT S

Senescent cells (ZLH#RE) (X £ I1EOEIE
LEBWNTRATIRELE M TEEN TS =8
“zombie cells (V> E#ifE) ” L FEIEN D
ZlEMRET 7R =R (MRRE) ZRET S
’Eﬂjﬂﬂmﬁ"%ﬂ%’é Javy Y LTEEOHKRERET

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp

jSwIss
|[]UALITY
PRODUCT
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Senolytics:

GROUP

ZltlREMRZBREL TAZESN T S

o
&
—
o
2,
o
W
B] = .
£ S Cytokines and
— "
[} « other inflammatory
& . molecules
~— < Yo L ; .
S Senescent fibroblast Y
i ——ﬂiw
Healthy fibroblast P

9
9

9

Y UEHRE IIREFRETZVTFTIL
NFENW LEABEOHBE~AZEEEZ TELES
5%,
EVESTIIZIEHEIERERES AT AIC
Ko THYBKIND, ZBIEAIPA FLREEL
Z=ATIEZIERIEAZEE I LTIV,

BRI AE
AS—45URROREIZE > TEILBENEL
SELhd

EHDRZ

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp

jSwIss
|[]UALITY
PRODUCT
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Alpine Rose
ELRERBLERAA XTIV ITREYD1D

TN biochemistry
GROUP

« Alpine rose (Rhododendron ferrugineum) (&g %
REBHDDORBMERA XTIV TREHDLDT
Hb.

+ Alpineroses(I7IL TR 1T TH K ¥ 25 1Lk,
ELx—WAk. 7= ILARA>2,800mETDH
HMAOEBETERBENDZ LWLIETERTTHIERKIEKR
Thd,

o FEEICFCELIMEMTIOOELULEEAEZ L2 LA
A RE

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp
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Alpine Rose
ELRERBLERAA XTIV ITREYD1D

TN biochemistry
GROUP

Alpine rose DFIE L IEFE (CEE L LV =8, Mibelle
Biochemistry#t (£ X 4 X 7 JL 7 X Tsustainable
wildcrafting (%X 7«1+ TILEBHERA) (S
K OTEELEZNEL TV S2AREREMGN
LTW%,

NICE > TRGRENRACEREICRAGUVE
EEFESHARBRFICKDRA NLRERITI
WY - DEDHE ZFIREICT S,

A MLREZTTIEMEEETEE SNTEY
CHBELTLIYBREOREE RS (7
BTTFY) 2EHTEHENRD LTS,

email: info@holstein.co.jp
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Alpine Rose Active

HE A

LR RTAH
ARFY KAV T T AFRILIFRR, JUY Y, K

INCI (EU-Declaration / PCPC-Declaration)
Rhododendron Ferrugineum Extract (and) Glycerin (and) Aqua / Water

COSMOS approved*, Ecocert certified**

HEREE 1-3%

* Raw material approved by ECOCERT GREENLIFE in accordance with the COSMOS Standard
** Raw material certified by Ecocert Greenlife according to the Ecocert Standard for Natural and Organic Cosmetics available at www.ecocert.com/cosmetics

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp

QUALITY © Mibelle Biochemistry, Switzerland
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UV radiation

Pollution I Oxidative stress

Protein +~ Carbonylated protein ————  Accumulation of
carbonylated proteins
Alpine Rose Active
L ) 0

Healthy fibroblast Senescent fibroblast

UV, F5ME. REHE. RIEZDE, FEME LWL EBER L RARFIEEERERE (reactive oxygen
species ; ROS) #EEXIE TR VANV BEORREZRIESE S,

R AVNRVEOAILRZIE ; REEELRR /X7 EEDETHMISEHRDLD
S ANRZIEA RO AR DY

> EiE. MlREHR

> HEEBILEDOREIZKDZEDME

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp

jSwIss
|[]UAL|TV © Mibelle Biochemistry, Switzerland
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‘ UVEBSIZ K S22\ & HhILR=
JLiED S DIRE

RERE: 124 (&M, B A, 40 — 545%)
A 2 % Alpine Rose Activef2 & 7 ') — L, placebo
L 182[E], 14HFE, #ifEP4El

BREDOFEHRDHIZ10 Jlcm2 UVASLER ST
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i Alpine Rose Active®Senolytic (&1t
HMRakRE) EE

L S ~> o -
/T o‘. H0;-induced /”a Treatment ( -

L\ ~ 5 ... - .? senescence " ‘..‘..’:) + Alpine Rose Active c % - .;/'
S = -
Senolytic activity
.Numbe‘r of senescent cells
% Healthy fibroblast I}:‘a;e:jae‘;?:ats(;(‘:I‘,n:;;f:ulyc::):l?;
<@ Senescent fibroblast stay intact.
ik EEE FERRHFHE
i 1 % Alpine Rose Active, Navitoclax (B{LHIFERRER L L THI LN D), KUE
(control)
AT H,O, THIREIZCRA LR ZEE5 X 5> ZILEFE > ZLRHESF M & RERGRHEST
faniEE
Wz MraEE
pIE:R ABZARML T8 A o Fan—2 3y
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Alpine Rose Active® Senolytic (Z1L#AiE

frZ=) &%

Senescent fibroblasts M Healthy fibroblasts

120

28%

senescent cells

-
o
o

100) in %

o]
o

* *x

‘ 12%  10%
0 | 1 -839

Control 1%
Navntoclax Alpine Rose Active

Cell number
o
o

compared to control cells (
S
)

n
o

*p<0.005 versus control
**p<0.0005 versus control
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LRS-
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RERE: 44% (K%, 40 — 65i%) BWIZHKADH D, 2T IL—T(221+5

HH: 2 % Alpine Rose ActiveBiz &% ') — L, placebo

2 17 )L—TF1£2 % Alpine Rose ActiveBt &9 ') —LEZEH L. £ 5—ADY
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NS A —4A—: Skin elasticity (Cutometer)

Skin redness (Spectrocolorimeter, macrophotographs)
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M Placebo M 2% Alpine Rose Active

20

initial conditions in %
s
o

Increase in elasticity compared to

Skin elasticityl£28 B1%(216.1%
. & % L/ < I'EJJ: L/T:

*p<0.05 versus initial conditions and placebo
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*p<0.05 versus initial conditions and placebo
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Alpine Rose Active
Anti-Viral Effect against Herpes simplex virus |

e

Alpine Rose Active

A kR

Vero cell cultures (epithelial kidney cells)
REBRTHAS

1.Vero cells#{EZE TH <

2.Herpes simplex virus type | (HSV-1) [Z273 52 E DAlpine Rose
ActiveZFMLTIL A oFarR—L 3>

BT LA vFan— LV r LR EHRBEEA~RM

4. HHRE. FERREEMAE Fcristall violet TE &

5.Plaques (GAEH) #HD 2 b+
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Alpine Rose Active
Anti-Viral Effect against Herpes simplex virus |

s | SN

2 4 JLRADHDControl
- plaques

HEMTXRXTRINE L= LR EHMNL =&
- anti-viral effect

ﬁ Anti-viral activity (%)
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Alpine Rose Active
Anti-Viral Effect against Herpes simples virus |

g I
@ / R« LR ESEDREE:

/ Herpes simplex virus | T®DPlaque assay

./ l

{ 0.1ug/m T4 LREN.ZRAICHAE

Anti-viral activity in %

0 1 1 1 J
== ~
0.000001 0.00001 0.0001 0.001 0.01 ( %H Hlll_-'l, =3 'HE 7 o L/ )
Concentration of Alpine Rose Active in % $-295
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Mechanism: Inhibition of Virus Adhesion

4 LR (HSV-1) &#(C
4 oFarR—kL1=#R,
4 LA XM REICRE
(ayvbkOo—))

0.02% Alpine Rose Active T
BIALE L= 4 LA (HSV-
1) EHITAoFaR—F
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Alpine Rose Active
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Hie

- ELHRORKRE

« OFRAHOIH EAED DR L

- NDFRBOERY

c BIERXRFLRADGALZ VR BRE

+ Herpes simplex virus | 233 %1 1 L
AR (2D 4 L ZDIA~DRIER

IEHRILBAFTE D)
I

* Anti-aging formulas

* Photo-aging prevention
* Sun care products

» Protective skin care
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Alpine Rose Active
R—TT14 07 LDF=

WT1TIEY biochemistry
GROUP

« LSS0 ZCMEIREES

« HROTUFTAOTa T
+ COSMOS#3E £ ECOCERTERR

© TAIEIST AL XHEE

« 2" Prize at the BSB Innovation Award in the
category Natural Products — Raw Materials

Eé”b’éam BSB Innovation Award®
RAW MATERIAL NATU RAL
Products 2020

COSMOS

APPROVED gg:n:g;lcc 2. Prlze Category Most Innovative Raw Material
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Asian inspiration #s

Green tea (EGCG)

I
I
A

A ]
(L AHR T'NRF2)
|

v

v Bt
L S=hy2y )

O TOFTIADUY

L holstein

EGCG: Epigallocatechin-3-gallate
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HEEONIZITERICELDERNGFETS? ,ﬁ,
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Indoor’

v BEEge: BB

pollution
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Internal . ®
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Negclair Pro™, come to the
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*AOL7 70
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PRO"

NEQCLAIR PRO

COME TO THE CLEAR SIDE

Bkt

R HiENE
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T724h=27
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LIPCGTRUE

science & biotechnologies

v kit ge

Antioxidant power Antioxidant power
(Trolox equivalents, uM) (Trolox equivalents, uM)
165 uM
vitamin E 77
» Ll Ab
mbk i |41 -
3 mM Ascorbic acid 0.8 mM Negaclair Pro™ 0.05 mg/mL 0.1 mg/mL
(0.5 mg/mL) active ingredient Neaclair Pro™ active Neaclair Pro™ active
(0.6 mg/ml) ingredient ingredient

) ABTSHR 7wt A Z ALV TOTEAC (Trolox Z{fiinEE 1L &E)
) |n tube

» A, 734 nm
abs Trolox® [& Vitamin EQ/KBEEF7FH0O45
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D) T IZRILA~

s
S P ) e
B
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Brighten

Skin colour (ITA®, %) Dark spots (ITA®, %)
mPlacebo = 2% Neaclair Pro® - 2% Neaclair Pro™ ERIBCCHONE 2% | e oc B To s 2% Noac B o
{average) {responders) (average) (responders)
13.1%
7 0'/ 66% vol
. o s =
8% 70% vol 28 E FEﬂ _C V=
s 7.5%
40% vol

. hvi | AN o
3.9% 4.9% P73 D ITA2

so - - M49%[a] _E

_— ]

T7days 128 days T7 days T28 days

***p<0.001vs TO ***p<0.001 vs TO

*p<0.05 vs TO *p<0.05 vs TO
. 288 DANLIZEITS AITAL
2087 T AT MHEHERE (220 ITA2 41-55)
8 30-50 +3.1 (70% vol)
n: - B

LR T 1/2h day JBICEHT ) +?-(i(up to)
2% Negclair Pro™E2 & ') — L 28BEDIIEAITHEITBHAITAC
182[E 28HFE +4.0 (65% vol)

Colorimeter +12.3 (up to)
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D) T IZRILA~

1:EET28.2% A 5= %

Dark spots melanin (%)

mPlacebo 2% Neeclair Pro™ 2% Neaclair Pro™

(average) (responders)
e
., I
. -49%
Povs -5.2%
60% vol >
-8.8%
70% vol
T7 days T28 days
***¥p<0.001 vs TO
*p<0.05 vs TO
#p<0.1vs TO

208 DT T NEHE (VIERST D ITA? 41-55)
F#5: 30-507%

LR T 1/2hday FBIZES5T

2% Negclair Pro™EZ & 2') — L

1H2[E] 28HA

Mexameter®, Image-Pro

NEQCLAIR PRO

COME TO THE CLEAR SIDE

Brighten
lluminate

Dark spots surface (%)

mPlacebo 2% Negclair Pro™ 2% Neaclair Pro™
(average) (responders)

-3.6%
-7.1%
-10.9% :
60% vol
-18.3%
65% vol
T7 days T28 days
***p<0.001vs TO
#p<0.1vs TO

1M A TUEER D DEIEN 49.2% FH A
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~ ,.‘1':"*
V)T IEAA~ &
Illuminate
N Repair
3 .
7E R TGloss (V) A4 43.7% A P
Antiaging
Overall elasticity (%) Elastic recovery (%)
Skin gloss (%)
mPlacebo 2% Neaclair Pro™ mPlacebo 2% Neeclair Pro™
mPlacebo 2% Neaclair Pro™ 2% Neaclair Pro™ (average) (average)
(average) (responders)
17.4% 16.5% 17.5%
15.'11 75% vol
65% vol 1.2%
T : = 10.6%
l I
T7 days T28 days T7 days T28 days
T7 days T28 days
*p<0.05 vs TO *** p<0.001 vs TO
** p<0.01vs TO *** p<0.001vs TO

20B8DT T NN (V2ER5T D ITA2 41-55)
F 5 30-507%

LT T1/2hday JFZIZE5T

2% Negclair Pro™Ee & 9') — L —— e LS
A6 28E M 28 H 6 CrE 4 [E] 18 HY 56.2% [F] £

Glossymeter, Cutometer®
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Lipid peroxidation (MDA, %)

m Placebo 2% Neeclair Pro™ 2% Neaclair Pro™
(average) (responders)
-5.0%
gl -8.4%  -9.0%
70% vol 95% vol
T14 days 128 days

*** n<0.001vs TO
** p<0.01 vs TO

208 DT T ANEME (VZER5 D 1ITA2 41-55)

NEQCLAIR PRO

COME TO THE CLEAR SIDE

¥
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45p Law
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Protect
Antiaging

TOFIADOUT & IRIE

EH#5: 30-507%
JLET 1/2h day BRIZEST l 1H B CHEE BERIE AN 20.2% > l
2% Negclair Pro™E & 9" — L

182[E 28HME

Skin stripping, Corneofix®

MDA (XIEE BEE L DL ARCS BIEYM TRIET—H—
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|—| PV !:.B.,m.; COME TO THEicLEAR SIDE
V) TIEALA~
v" Brighten
v Illuminate
v Protect
TO days

OSERD DITAL: +19.6%
ST DATZ=Y -2.9%

+5.7% ITA®
+21.7% radiance (BA5 &)
-16% BB 1BEE L (MDA)

) EERE2, 47

» dEEET1/2hday SHICESHT
) 2% Negclair Pro™Ee & 1) —Ls
» 1H2[E 28HF

—~ holstein ‘
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D)7 IEALA

v" Brighten
v lluminate
v Protect

ISR DASZ=:-31.4%
+7.2% ITA?

+45.4% radiance (A5 &)
-20.2% REE BER 1L (MDA)

v HERE 17,338
» JEFET1/2hday JHFEIZESHT
» 2% Negclair Pro™E2& 1) — L
» 1H2[E 28HM
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D)7 IEALA

V" Brighten
v Illuminate
v Protect

TO days T7 days T28 days

IERDITA: +9.1% 555 U 7 3%
) 1RERE 5, S0 SSEADAS=S - 11.3% IR DATZ: -17.6%
) LT 1/2h day SHRIZEST . :ﬁ L3E
) 2% Negclair Pro™E2 & 1) — L RERST DR :-23.5% +16.9% ITA®
» 1H2[E 28HFRM +15.3% ITA? '
-14.3% A& BER1E (MDA)
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ToFR)a1—3>

B ERADFRMRE

Non-treated + pollutants

AHR vs non-treated polluted explants

(surface occupied by AHR, T5 days, %) (AHR in red, T5 days)
T
100
I
847%
T -16% 3
55% AHR
2% Negclair Pro™ + pollutants
Non-treated 2% Ne@clair Pro™ 2% Neeclair Pro™ Non-treated (AHR in red, TS days)
+ pollutants + pollutants <
3 <o !
*** p<0.001 vs non-treated+pollutants /A‘ \‘\( .\'
** p<0.01 vs non-treated-+pollutants =_ -
p<0.05 vs non-treated+pollutants ST x
E~RESME (49 %)
2% Negclair Pro™ B2 &4')—1.(0, 1, 3, 4H) -
E&RE + ik (Pollubox®) S
Immunostaining + microscopy AHR (B2 HEEL. BIERANL R, RIE. ECMHMiR, IEE 1BER L.

WL ASZUBHERET D
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gPCR (quantitative PCR), 0.05 ANTIOxDANT
mg/mL Negclair Pro™:

Antioxidant gene expression  swar -

* NFE2L2 (Nuclear factor-like 2) (HEKa, fold change vs basal)
* HMOX1 (Heme oxygenase 1) LI, 14
» TRX (Thioredoxin) i : w1 B B

* GSS (Glutathione synthetase)

* GSTP1 (Glutathione S-transferase P)

* GPX1 (Glutathione peroxidase)

° CYPle (Vltamln D 25_hydroxy|ase) NFE2L2 HMOX1 TRX GSS GSTP GPX1 CYPZR1

FE(ESN. BEARA. RETTE)
M 5D 3602 protection

Antioxidant activation Protection against .
E I~Bzr-§91~#|‘gj# (srtacecccupied by HO-1 Pouutioﬁ Non-treéted + pollutants 2% Negclair Pro™ + pollutants
(49 ﬁ'&) i imrtece scoiad by HO-L (HO-1in red, T5 days) (HO-1in red, T5 days)
169% = — L ENTE="N

. Y S o

2% Negclair Pro™ ot oF gy \r% Lo O , =
A _ T 3 _'4-47‘,'\ ‘ e X
fid = 7') -A(O; 1, 100% 77% d ' PR
" \‘. ¥ v N o

3,4H) WO ) B, ¢ : : A

e v 8 3 S
ELRE + RAbK , .
% (PO”UbOX®) Non-treated 2% Neeclair Pro™ rﬂéﬁ&?:ln?g 2%+N:§|Egn?sr.ch

. . no pollutants no poliutants

ﬁ&%é;ﬁ + EE *#%% p<0,001 vs non-treated & no pollutants ** p<0.01vs non-treated + pollutants

s
Less oxidative stress to challenge since it has first neutralized internal oxidative
stress (internal pollution)
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TOFIADOUT

RSE

(23

NEQCLAIR PRO
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ECMZ774/\— . DNA, ED T2 REEEZx{RE

TREEHHTD

Antiglycation protection
(AGEs vs damage, %)

100%
-62% AGEs
-
Basal 0.1 mg/mL Non-treated

Negclair Pro™  + heavy metals
active ingredient
+ heavy metals

*** p<0.001 vs
non-treated + heavy metals

ENRBRTSF/H A
BELEESY (Fe, Pb, Cr)
Negclair Pro™ + & % J& T48H:
ELISA

DNA protection against pollution
(8-OHdG vs damage, %)

-22% 8-OHdG 100%
78%
68% e
aee
Basal 0.1 mg/mL Non-treated
Ne@clair Pro™ + synthetic
active ingredient smoke
+ synthetic
smoke

*#+% p<0.001 vs
non-treated + synthetic smoke

ENRRTSF /AL

ANIKE

Negclair Pro™ + A L& C48%H

ELISA

DNAB&{L S A— Fi8-OHdGY —H—

Protection against lipoxidation
(MDA vs damage, %)

-14% MDA 100%
86%
69%

Basal 0.1 mg/mL Non-treated
Negclair Pro™ + synthetic

active ingredient smoke

+ synthetic
smoke

*** p<0.001 vs
non-treated + synthetic smoke

ENRERTIF /YA

AILE

Negclair Pro™ + A\ L& T48k5fE

ELISA

MDA IFAE & B EE L D & BHRCS BIEMT
RAET—H—
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Cell membrane damage

{membrane integrity after damage, %)

100%
607%
0%
— T
Basal Urban dust Urban dust
+01mg/mL  + non-treated
Newclair Pro™
active ingredient
*** p<0.001 vs basal
** p<0.01 vs basal
- ARENTSF/HAL
» B4D3Z (72h)

' Negclair Pro™ powder (B4 DT 2LRZE)T6h
) GBIEESE (propidium iodide; 3L TAE D L)

NEQCLAIR PRO

COME TO THE CLEAR SIDE

+40% FHRRIZ{E T

EEYMEICEYFT A=

2= EE
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S — 4 F ?/ : )
2,z
—
/\

TOFIADOUYT

Brightening gene _ ) _
expr955i0n Brightening efficacy

(melanin content vs basal, %)
(HEKa, fold
change vs basal)

0.001% OB

— . e
. = -45% A5 =2 o RS 5 AN Y
& 62% AN FES
55% S8% 250 NN
#%% n<0.001 vs TO S R &
b A R S W
-1.3 iRy
B ave
B |
Basal 0.06 mg/mL 0.1 mg/mL 0.01 mg/mL kojic
PMEL17 A et Ne@clair Pro™ Ne@clair Pro™ acid 0.001% Negclair Pro™
active ingredient  active ingredient o
Ly :- Mo
. gPCR, 0.05 mg/mL Negclair Pro™PMEL17  ERREAT/HAL
(Premelanosome protein) 11 AF 88
) Melanin maturation modulator ' Aabs450nm | ¢ RN

L holstein
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Welcome to the side o b

Antioxidant Antiaging Dark spots

Antioxidant amplifier Brightening Anti-inflammaging

3602 antipollution (outdoor,
indoor, internal)
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Applications

C 3602 7UFR)a—ay ﬁ%ﬁ&ﬂ%ﬁ |
C RO A= DS DR
C SPF El D FESERIRE

NEQCLAIR PRO
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C VEEBHSE<TS

CTUOFIADUYT & TREILHE R
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Technical information 5%

C R A : Negclair Pro™ (AL 7 70)

O EWBPARTFF

C HRESE: 2%
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Epigenetics (TZED T RT4 U R) &I1&?

EEFFLRECLTL—DODEATELGDINERICELLT HRIEMELH S

B—®D7 /) LEEG > =5GARY OEREITEOAGEMHOEIZHIEES
[TEDIRTA4UR] VDS

DNA [ZASHEDETHIN—YEHHAILTH=HDGEZEIEB->TEY . DNAIL
EXFVERENZZNIDOEY ZEBATWNS

I ES/ LIFLENLGR THADNAVER FUIZEEiSN S Z &L TEEGFRR
ZHIEHT ST/ LLEDBEICE>TRBAT LI EMNAIRETH S,
> HLHELEFEHRARYATEES L [EFEEICT HH
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EozrxT4 v 7FIHA DXL

Chromosome
IEDIRTAVIANZAL
- Chromatin ° EX I\ ‘s/ﬂ%ﬁﬂ—]

« DNAXFILIE

« <4 %Y ARNAs

Nucleosome

> BEEFRIE ZFonF f=Idoff(Z/
FIEmREH L < IFINH|

/\/\/\/\
MicoRNA /N NSNS\
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KAHEE
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Royal Jelly [3ZE#/EYHT

TEBOHRIIELTHO—VILE

) —%ERBTHDIC LT, BEig

[F3RZEOO—YILE ) —, TEM.

1O —%1EET D

> It RF (BETHOFHDIO0
), hSFTDH A XBEKRECHE
SE A RE

> B—YI)LEY— (T4 BHDDNAF
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Royalactin (A4 ¥S 9 F>) ,A—YVIL
) —hOLXERFEYE

A—YILEY— REOCREMEL T TELS 2 R0, BB, E4
S UBEZEATEIREY

2011FEICEARDHEENEDOLYHDEILLIZE THO0—VILE —DHE
[XRoyalactin EFEEN DSR2 UINJIZ&K BB DTHSEHR

Royalactin (% Epidermal growth factor (EGF) 2RO & 5 LR
EHREERT S > IEDIRTA VIR, EGFRZBEHDEML TR
BEZRET S

Royalactin [ 7857 Y —4 (Proteasome) MDEMIL (FA—T%FZ(1T
=2 oY DEE) &4 /89 DNeosynthesis#B L T —VF—/—%
mLIt5

Flin & I, EGF EMEITEA L TRIGARERENEIREAZ TS
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RoyalEpigen P5 - RoyalactinZz X—X & L
RN DERBEMRTF R
Challenge:

« Royalactin X3 FHRKRKEFT ESH-HALIZRE L AL
* Royalactin 2 /X FARRETIEBICESELTLED

Solution:
« Mibelle Biochemistry |& Royalactin @& 4ERFZaE—LE=RTF K

%#BA% > RoyalEpigen P5

s FILFXFZUER—RELTEEIZREIN-FAAL Y (EGF¥PTGF-a
EWof-E FRERFD LS ICEGFZRAEANDELB) AU FIZE-
ToITT7SINBRAALY) IT—BLI-57 3/ B

Result: “Queenmaker” royalactinz N—X & L 1=~ JF K — RoyalEpigen P5

Thr | Arg | Ser ' Glu | Leu
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EYMERIEEICT S5O0 TEILE

Encapsulation o r j %‘.

Thr | Arg | Ser | Glu @ Leu

Pentapeptide

DTRERAWEY I FEERRKRF Y )T ORTLIZEA
> A EEER L

>HTSF /YA MZIEBRYIAHZMR L

S I AO—)LLETUNY—

> RIF RFUAFTHENSRESIND
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RoyalEpigen P5 #HR

RoyalPeptide P5 (TRSEL) 0.014%

Glycerin 33%
Shea Butter 13%

Hydrogenated Lecithin 2%

Sensiva PA 1%

Maltodextrin 0.03%

Water ad 100%

INCI (EU-Declaration / PCPC-Declaration)

Pentapeptide-48 (and) Hydrogenated Lecithin (and) Glycerin (and) Butyrospermum Parkii
(Shea) Butter (and) Phenethyl Alcohol (and) Ethylhexylglycerin (and) Maltodextrin (and)
Aqua/Water

EHPRTEWN
RUBRTF RA8, KFLVFo, U, o7 ZzA+2FILF7ILa—)L, TFILAFX
UNTYEY, RILETER MY D, K
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RSB A D IE

#hra
E#EE MRETZSF/ B4k (NHEK)

5% fh
RoyalEpigen P5 (0.011% & 0.033%)
EGF((RoT«47arbkm—))

AEBRER

AbyNR—=Z2z)LOHRRIEy FLTY ILIZH@E EL

- cell-free 815 (= ATHIBIEE D). EEICHENEERLZE, X b y/\—%H
YBRET X MEFIERAFTNE L IEXRFMT 5,

B
R2ELETSF/ A bERE

S-518
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BIZER > DHERRE FE L IBFED A L

Control positive reference (EGF) Mo.033% RoyalEpigen P5
0.011 % RoyalEpigen P5

24 hours 48 hours 64 hours

120
°
5
S 100
(s]
w = g0
i >
e
g3 60
4
iy B 2
8 ° s
) =
&
T = 20
Pl
e 3
o
0 1 I 1 I s&18 |

0 12 24 36 48 60

Incubation time in hours

Al values were statistically significant compared to control.

RoyalEpigen P5 stimulaties cell migration and proliferation after tissue injury
—> skin recovers its integrity more quickly

QUALITY © Mibelle Group Biochemistry, Switzerland 2016
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Pro-aging medium

(classic medium)
RoyalEpigen P5
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#hRa

ke 8o F A b

HERMA

RoyalEpigen P5 (0.008%)

HERE(R

TIF/ YA bERILEMP TEERE

+/- RoyalEpigen P5 (RE DIF#HP DI A—
L EE(R)

Al

EHR A (3EM) S THlaMZIEO L THRE

v

RoyalEpigen P5 Z1E@F2I1Zhhi 5 T H
b PTbE R S R e
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ZLIRRE TOMAIBIED R £

Classic medium [l Pro-aging medium [ 0.008 % RoyalEpigen P5

3

5
& 4
£
2 +10%
2z 3 -
% RoyalEpigen P5 [£Z1t L 1=
3 5 TSF /YA FOEEEF
& et cs)

+203% +10 % (1:ERE)
l — +23% (2:@R9%)
./' +203 % (33ERE)
0 | S-538, y
Week 1 Week 3
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Royalactin (7 A7 7Y —AIZ&K>THL
2N DREZFEMEE

+— Damaged Protein

SKP1 (FZ v/I\VEZFa—F (AEFXxF> )

ﬁ\_ﬁw*ﬁmgi) m-—Ubiquitin
BDOW=2 VR IZSKPL A5 > HilaEED & s

D)—=VJHEETHSTOTT Y —LIZE

BN AIREL 1 B

BONWTERILEN=F VNI REEND

70 A _7_7 ‘J_-waiﬁ'li‘t[i%"t':ﬁﬁh\ﬁi %) Proteasome

S>BlEIhE=2 X0 DBRIINOEELTE
5, TATT7YV—LEEEEEIET S LIS
FUR NI DEEREZRALEIELHIETE
LR ZEWIF S

Proteolysis
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p
relative to control (

Gene ex|
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SKP1 FEZ#ELT7AT7Y—LFI#

100) in %

§ SWISS
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350

300

250

200

150

100

50

+197 %

+144%

S-513 |

0.03 0.10
Concentration of RoyalEpigen P5 in %

R

EEE MREYTSF /YA b (NHEK).
HER

RoyalEpigen P5 (0.03 % & 0.1 %)
24BN E

HE

RT-gPCRIZ & 5SKP1 E&izFHIR

EEREFENICSKPL #IRZME L
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RoyalEpigen P5 (I EV TR T4 v A

WHZALIZEHFBA4 21\ FEEHD

« microRNAs (MIRNAS) [E/NESWNW—FKED XY LA F FE
MiRNAs [FEEERICEGFRBEZEHE > TIEDS R T v I A H=X L
MIRNAIZMRNAD FRDIBHEG EDAR—IART Y o5 %8 L THEET 5
> O— RFENEEEGEFRIEENELEEINDE (AL VT) 2> 2289
[XEAEINEL (1)

> NOBIICTEELGS VN %12 & T HmIRNAsSO T Al #EILZ1E L=l
fEBIZEEE (2).

9 microRNA e
L

mRNA mRNA

l l

mRNA degraded or N o Translation of —_—
translation blocked © protein mRNA not blocked

Protein
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RoyalEpigen P5 T E D TR T4 v A
NZRXLIZEITEDA NI bEEHD

HBTY1 Y

g 2 L1t FMIRERRME S HE
(passage 18)

% 0.1% RoyalEpigen P5, 2> kBE—JL (
AIR7: L T OIS E)

AT RS AT 5 D MIRNA DH & B,
MicroRNA arrayZ{# M,

\

2microRNASOEBE L AN)LFBIFEL, &EL
MIRNASDHEIEHNZEL L-ZMF2 U\ T &R
H

*—— Fibroblast
Cell nucleus
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RoyalEpigen P5 (EEZELALAR /N DE
FEHEEMNIET S

miRNg miRNA SEHOFE L a2 R0 & A2 2189 DiRE
miR-663a : '
i ' ' 2 < DEARBIZH DN Dtype |
miR-4437 | , COL1A collagen® EEHi5 £ 21— FILT
miR-371b-5p 1 %,
miR-3158-5p KRT6B ZILELLITHDT BT TF R
miR-1184 ' HERLS Keratin 6B, BIEARIZA
‘ hrH5d,
miR-3716-5p . KRT77 M5 Y TSRS 5 LR
miR-874-3p TSF,
MiR.25 ‘ E2F1-3 WRIETEIC BB L EERT

] 20 40 80 80 100
Expression of miRNA relative to control = 100%

LEAEIZH D BEED MIRNAs N T AFIE S iz
- RoyalEpigen P5 [$Z1b LIzAMRRICR S T4 THIED TR T4 v IR EL D
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In Vivo A\ ER

HERG: V') —L + 2% RoyalEpigen P5, 7S5+
HERE: 204 (B A, &%, 40-60 &%), LD b— /BTy —
{$5f: 182[E%28HM], 56 A (288 &IZ1AZE(T3)
PRI ATRENMAE / BE (BEIZAD b—2 F Y —I2T HEHEBRDOH)
INTG A—B —:

- AEROBLHME

- lDELME

- Il b—rDty—14

§ SWISS
IOUALITV © Mibelle Group Biochemistry, Switzerland 2016

PRODUCT



Skin renewal time in days

ABEDRFL

24

23

22

21

20

19

SWISS
QUALITY
PRODUCT

23.2 days

21.7 days

20.5 days

S-539,

Untreated Placebo

*p=<0.05 versus untreated

2%
RoyalEpigen P5

(1T\II-Y biochemistry
GROUP

Day 1-28: 2% RoyalEpigen P5s &89 ) —L & T
SRV )—LEBEEYFEA

Day 28: ERBZEE/NNYFEHERAL 5% &Y
IV E24MRE L THAZFM

Day 29-56: 2% RoyalEpigen P5 @849 ) —L &
To5tR Z@EER

Day 43-57: lBEDHEAE L ELTHES T T
JUED 3@ & FT A

RUWBELEER L TIEIX 12% (3 BRE), 75+
RELE L T6% B LR % R
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Placebo 2% RoyalEpigen PS
18
BBQ 16 = +16%
o
@ .E
53 "
Ew
SE 12
@ g * +10.9%
E o 10 =
92
O m© 8 < —_
E= & - _—
3
53 4 - -
s
e 2 m B
c
- 0 ! S-539 |
After 14 days After 28 days

*p<0.05 versus untreated
**p<0.05 versus untreated and placebo

QUALITY
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28HIZ +16% ;B oM A A E

HEREDIOON THELGHENERE S

=
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2 % RoyalEpigen P5

14

* +12.6%

—
[a%)

—
o

[oe]

+6%

Homogeneity of skin lightness
compared to initial conditions in %

0 1 S-539]

After 14 days After 28 days

*p=0.05 versus initial conditions
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INGA—R—
ALDBAS & L*
(BEm O 6 BT ZAIE)
> 6L ENEERE
=D Fr—2DH—HDBIE
EEREV = lOH—4AD

RoyalEpigen P5 [FEED LD Y — 14 %+ &
L<mLtEE3,
Z DR THERE DBO% TEEB S iz,
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RoyalEpigen P5
Hi¥ =

FUB—ZLAIZRES
AZEEBELOMNIT H-ODOREKEE
EZF=MESHED

MOy ) —=—2 0858 %%
=
IEDIRT 4 Vv IRZEDOHT-
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RoyalEpigen P5
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RoyalEpigen P5 BSB ‘“’l Innovation Prize
7_/7_7—_4 yﬁ‘to)*”)ﬁ N Cosmetics 2016

2. Prize Category Most Innovative Raw Material

s IEDIRTAYIRZFEIZEDN:

BRHT7UFIAOUa Tk
o HELFELRILTIDEFZRYHT
, ZETleERICBLNTO—YVILE
J—DH I AR F—) — 2GS
F o g
N e AFREBARTFRICEYIANZEZEEEREDS

5

- -

-

o B—MDF OGO I-HIZHIE A

t_’ A= X L%FFMHEE
&/w s FRIIERIhfzo—VILE)—R
7F K RoyalactinD##RE% IS L 1=
el MOTODT Y T4 TRH
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J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

-

Marine bio-research, more than water °i‘\
© Ocean, #IKDFEAR, (XT=21=5%BFRINT=ZTTHY, FEFLEREARDOEHN
20\

© BORSPHAIZEST, EOMBMEN Y [ EOEEBNE L DIRB AN
T3

¢ BARMEAEH AL, LIPOTRUER IEFHR 7 /T ERHADFIRDGNRM EL THAE
MOMBEDIAL YL aVERABELTLNS

22,000 Ll EDEMMNEFE

Malaspina Mediterranea® Marine cnidaio® Halophyte Etreme aquali
Expedition Expedition Plants* environment®

W EBILHEHOFREDH ST /T TRBUIFEARSA TLVEL

'Y C
LIPGTRUE
[Eppr— * Courtesy of IMEDEA: Arthrocnemum project, 2015
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A RETREAT FOR YOUR SKIN

Malaspina expedition, inspired by history %‘\

1789 FE DEADFRICRIH S h, B
FRAEMRMTHAPOMRICHM

(f

> 42,000 #78 LI Lo EFE K

350 Ll EDiEKY VT ILEFE

(f

120 LLL DRI D HEHZ BBt

(f

(f

EL5RE, RE BN EELE
=R

Courtesy of CSIC: Malaspina expedition,
2010
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A RETREAT FOR YOUR SKIN

The journey of a sirain to become a product W
HRD 2 E & FE Smart Data~ ) ZE ik

© HTSHHTTD MALDI-TOF MS&16S ¢ FSIUROYTREHORBRER)EALNT
ribosomal RNAY—9 T ABHTIZ &L MY DEEE DT

HERLEMRO D EERE
¢ RUKBITE=NEEZLOHFRT VTR

¢ AROIHR (RBEE) IZXHMEYMD #x5155-HDOSmart data
Ea it =2 i 2 2]

O 2D MDEKEL:
> BHEOERAD=XLDOREE

> BEDERAANZXLIZHTBEAX
N7 T4 TR ERE

XL E#DPhylogenetic :

&= W free (F#i) >
11 g® She, SMART
o PR e NS
e h LG e Y DATA
o LR AN ] N A
.‘..' iV '. )P ?‘ o
BIG <"  Guidedl '~

LIPGTRE DATA



J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

Pauseile™, a retreat for your skin %\

Pauseile™ [IMalaspina iIZ#2ZEHIZE—I IR E (A1VFRF)
TRIUREN=-MEMREDTIT4ITR) LR THS

IKHYERZE4,000mELED
ESDEZDEFETHL
TIF. ENRFEWLKBDE
#EY LI+1=

MEMIETESEL, 5 ME

IN:

FEE:3m

JKiB: 25 °C

B&ELA)L: 3.5 umol/L /

LIPCTRUE




J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

Pauseile™, a retreat for your skin I A N

KRS %##F L., softness & radiance ZEETHREREZELC THA
A_-ORDELEE EIMEES

\‘ © MOWEEY £k (7EMT
‘ +40%, in vitro &in vivo)

o MNYTEEE & K%k
T—Rb (2485 T+14%, in
vitro, ERALSYME R, &in
Vivo)

o MBAHEEME (in vitro & m/

Vivo)

LIPGTRUE



—~ holstein PAUSEILE"

A RETREAT FOR YOUR SKIN

A worth and needed reset %\

> HIit=
DAL
KoY
Y PE
Bit%E
El{&9
Af=8IZ
REMN
R
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A RETREAT FOR YOUR SKIN

Hydration matters ;\
Stratum Corneum (SC; AAEE) (IR EYER/ ) T TREDZE
BHEACRAT AR A% HIHT S

¢ XRLAR
¢ BERAE
O NEEZEIE

iy
~
~
~
-~
~
~
~o
~

~ -
~ -
S

‘ » [RASZEFS
L& Wl o %
R | ks e
LIPGTRUE
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A RETREAT FOR YOUR SKIN

The brick & mortar model W
T5F /S AMNIBERNGSCADIKOBTHILT S
Q Cornification (F4t) /keratinization (& {t)

O AR X ZRESIELEERAEAL-EEL-AE#HE(EILZIL

R) M iolid
‘ > SC #i#nT-hDL A,
BB —ZEE (lipid envelope)DEI/LZILHIC EALETIL
BHRAFENTLND
Cornified

envelope (&
EiE; 22 /\D)

LIPGTRUE
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A RETREAT FOR YOUR SKIN

-

Proteins in the cornified envelope A\

AGMRIETIFENMFSFTR-ENTLNDS
¢ AERZRIET H1=0IC

Bk, 7R UEIND
== T:' = \ Fatty acids/Cholesterol ’
x o X 4 L = Ceramides /
= < TAvolucrift
(e ) v REEE & N\UTHERE

(—%
; Fllaggrln e
-~ Kerating , o

s AibnTaTF7—EIzk
HHiE

2D NMF
v SC ¥t & Eth

vV KADEE

v KBDUEDITEAERRE

v N THEEBE v O pHO#H %

LIPGTRUE
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A RETREAT FOR YOUR SKIN

In vitro efficacy: transcriptomics by Dermoarray [

(fluorescence)

HIRENKRETSF /A1
0.05 mg/mL Pauseile™#
24 Bl A FaR—k
AR THIRT 6005 EEF

v Loricrin & SPRR1B :E{zFD
L A%l — Cornified
envelope (A{LIR) ZH Rk

(f

(f

(f

(f

v' Filaggrin Bz FHEBROLE
—Filaggrin DB TNMF 43
FhglHEhs

v Keratin Bz FDFEFH
HEEThERE

L | P O _l_ R W, E *This test has been performed
[ TR——

without solvents nor preservatives

GENE EXPRESSION INCREASE VS BASAL (%)

small Praline Rich
Protein 1B (SPRRIB)

Loricrin

Filaggrin

Keratin 10

Keratin 1

—

R

s

0 20 40 60 520,00

60%

39%

*p<0.01

1

»  Microarrays can be used to study the extent to which
certain genes are turned on or off in cells and tissues



J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

——

In vitro efficacy: hydration enhancement N
(ELISA)

o HRENREZSF/HAL
o 4BEEREALFaR—|
© IRIR (405 nm)

FILAGGRIN LEVELS INCREASE VS
BASAL (%)

0.1 mg/mL
Pauseile™ active 136%
ingredient™ b

v 36% Filaggrin L5
(0.1 mg/mL vs 0.05 mg/mlL_

pauseio ocine. | "7
basal) > REREES inarediont
sRIE L TR/K S = HEH , ootmarm. .

ingredient”

v Doselk7FRIZHER

Basal

I

520,00
&0 100 1

[=]

L | P O _l_ R W, E *This test has been performed
[ TR——

without solvents nor preservatives
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The lipidic mortar W

BILRIIETASARBEDIEE S EE AN T ATIR

CORNIFIED ENVELOPE /
- -‘- = >C - < : :, \ =

Ho

Fatty acids/Cholesterol\,
~:_:_-1..;..<j.,:.'_:A. \~Car:ﬂ1id_es-_—’
Involucrin
e e X - SPRR1B \
x Loricrin
Filaggrin
Keratin:
eratins \/HEEI.‘/&D_j
VINYTZRAZFRE R E B

v All pH

TEWLICX S B#E /U7
1 KR Er

B = E
5

Lipw BIsHA ERSh - AR



J—_ holstein

PAUSEILE"

A RETREAT FOR YOUR SKIN

Human skin explants efficacy: sealing the W

skin against water loss (ELisA)

© EMRBNMER SOFMDEIEHERE) REZBE
¢ 6 HBFH

© Cream with 1% Pauseile™

CERAMIDES INDUCTION VS BASAL (%)

T6 days

1% Pauseile™ 1:3?.%

T6 days
Basal

0 50 100 150 ***p<0.00
1

v 39% Ceramide L)L E vs basal

— KOTDEE. HLELSMNL

LIPGTRUE

1% Pauseile™



PAUSEILE"

A RETREAT FOR YOUR SKIN

Hyaluronic acid in barrier function W

EZNLOVE (HA) ERHT4TF—2 P MNT 5=HITKORFEEE(C
WMYBAFEN TS (REDAEFED,000 fEET)

VREH®D 50%3;L HA HSCH
THERINTWS

v Ik REF
VOASEBEDREELDOMREFHA

\ 4
SC hFMIEE
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J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

-

In vitro efficacy: Hyaluronan protection W
(enzymatic)

© Positive Control

HYALURONIC ACID PROTECTION (%)

v 0.01 mg/mL Pauseile™ * 0.01 mg/miL
(:J:%) 69% t'}’)lzl:ll’f— actifj?nsgfd";ent*
'E%'HEBH% O.gOS m%;lE“nL

v HAﬁﬁb\Bd)ﬁEﬁ _)7K§j\ active ingredient”
SEMRLE. REEEAD/\JF  Postive control
BREDHE

**p<0.00

**p<0.01
0 50 100

L | P O _l_ R W, E *This test has been performed
[ TR——

without solvents nor preservatives



L holstein PAUSEILE

A RETREAT FOR YOUR SKIN

In vivo efficacy: moisturizing and tonicity efficacy®

FLIEALD20 2 DB ANE M (30-50i%) [Z 2% Pauseile™ ZEEF 51 H2EI28AMZE ML T
toofz, T ERFEDELIF 2 IERM,

ERa X
¢ {RiEH (Corneometer®)
¢ TEWL (Tewameter®)
¢ %8 (Corneofix?®)
¢ Tonicity; 3 A% (Cutometer®)
¢ ;B4 (Colorimeter)

LIPCTRUE



J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

In vivo efficacy: moisturizing and tonicity efficac‘):;‘\

RIEH (Corneometer®)

Cream with 2% Pauseile™ vs placebo
Ea¥ 45>, 28 AR, 182[H

£ #5: 30-50

TEWL (Tewameter®)

(f
(f

(f
(f

Cream with 2% Pauseile™ vs placebo
B84, 28 HFE, 182ME
F#5: 30-50

(f
(f

(f
(f

TEWL (%)
m 2% Pauseiie™  mPlacabo

MOISTURIZING (%)
m2% Pausaile™  m Placebo 5.

vV 1=21-24F5[ T =
K5 Hh314% ML
vV otz | BTRE "™
HH 39% ohE
v 28T 64.5% ™
FRiEhE ' 0%
g v 1=o1-24F518T4.5% TEWL 4

I_|POTR\JE et v 7BEIT 40% K5 w0 %l



J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

€
In vivo efficacy: moisturizing and tonicity efﬁcac';ﬁ\

B (Corneofix®)

Cream with 2% Pauseile™ vs placebo
Ea¥ 45>, 28 AR, 182[H T0 days 124
F#5: 30-50 A% % vy s

6 66 o o

DESQUAMATION (%)
= 2% Pauseile™  w Placebo

1.3
28 days

V f=ol=24BRCEBE
W 7%F D

v 28BEITAEHAR

Volunteer 3 (42 years old)

17 days Desquamation: [31%

T0 days 128
BEH11% AL o
vV -2-1HT 31% X ! ! |
% *p<0.01
*p<0.05
*p<0.01 vs
placebo

Volunteer 4 (50 years old)
Desquamation: |32.2%
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L holstein PAUSEILE

A RETREAT FOR YOUR SKIN

In vivo efficacy: moisturizing and tonicity efficacﬁif‘\

¢ Tonicity; # A% (Cutometer®)

© Cream with 2% Pauseile™ vs placebo
¢ EE¥ 4,28 HFE, 1H2E

¢ fF#5: 30-50

TONICITY (%)
= 2% Pauseile™ mPlacebo

Elasticity

v 7% firmness o E
7.1%

v 2.5% elasticity [ L Frmness

*p<0.01
*0<0.01 vs
placebo

LIPGTRUE



L holstein PAUSEILE"

A RETREAT FOR YOUR SKIN

In vivo efficacy: moisturizing and tonicity efﬁcac$\

YUy, B34 E (Colorimeter)
Cream with 2% Pauseile™ vs placebo
Ea¥ 45>, 28 AR, 182[H
5 30-50

6 6 o6 o

LUMINOSITY (%)
u 7% Pausale™  mPlacabo

T28 days

v T=o1-245 M Tig
=M 22% [ E

VINATA46% Y
YHmL

T7 days

T24 h

Volunteer 19 (49 years old)
Radiance: 170.4%

***p<0.001

***p<0.001 vs placebo
**p<0.01 vs placebo
*p<0.05 vs placebo

LIPCTRVE



J—_ holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

A retreat for your skin N

v YYD yMIERTERFAD
FEGER

v AT OEE & KFT—RRIK
SRFZER LSETKIREZRD
st

v NEAOEEFRR\EZRIET
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L holstein

Technical information

¢ Product Name: Pauseille™ (Rt A JL)

¢ Marine active biotechnological
ingredient
ECO

O HERSE: 1-2% UAIED

O EMHOBRTREBM: \FILAEEY. V)t
1y, K

o B ®IA
© BAEEHAL: 2L

o RERME: KA /

PAUSEILE"

A RETREAT FOR YOUR SKIN




J—_ holstein . PAUSEILE’

A RETREAT FOR YOUR SKIN

Applications [N %\

Cosmetic formulations

© Holidays effect
© Let your skin disconnect

© Areset for a good day
skin

© Science for radiant
beauty

h ;':_- - © Submerge into a
— moisturizing and 74
LIPGTRUE
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Become the Ilghtenlng beauty star
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LIPCTRUE b STELMEHT

ccience & biotechnatogies e A LIGHTENINGGONSTELLATION - -
o B

Creation of a Unigue peptide ...

T F A RO EFEE
D&M A= X LIZEET B3R VRN
AIR—3UANEITH—HR

REURTFFORT—r)I—23>
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. AL\GHTEN‘ING. INSTELLATION i
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. Melanogenesis
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LIPGTRUE b STELMEHT

....................... R faIT\IB%ITCI;-j.1r\.IG.EZ INSTELLATION - .
Stellight™ to improve depigmentation and |
clarity

BETRIAS= DR

A=V EEDFD

e ———

A=k D

Dendricity (R 2R 2
RE) DiE

BRI - A5/ Y4
b~ 75F /% AhRb
7—y LT




LIPCTRUE L STELMEHT

B s A LIGHTENINGEBNSTELLATION - -

J-way cell communication

TS5F/HAk
KITLG/SCF, EDN173FIS kD A5 /Y
= - A DAS = E LR
*3/ A+
VAS/Y—LTOAS=VESE
VT SFIHFAANDAT /) — L

D#ii% & exocytosis (R AHAAD
#MAE;E M) (DKK1 & PAR2)

J Dendricity (184K 2222 AL )

R SRR
KITLG/SCF & HGF R FITEkBAS
I AMDAS = EEFRE

MRS = r— 3 % E
T 5E=OIZTSF /AL ETE
H
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; | @
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A lightening constellation to
shine like a star

1 HETBATTUEELER

BREEMRED B e #2 | AS-UEEEGT
Hb E45/Y— L 3 SEEDTHHI
HiE DR D

EEDRED 4 3 3-way 3324 —Sa FH



science & biotechnologies

LIPGTRUE B sTeule:T

Modulation by fibroblasts

Melanogenesis
communication
(fold change vs basal)

Melanosomes transfer
(fold change vs basal)

1.45 -1.21
-1.23
DKK1 KITLG/SCF HGF
DKK1, 7 S5F /Y AMZ&BAS/Y— FEAL L34 S5 MR (LHGF & SCFEE
LOBYAHERDSES EL, AS/OIRVRELHHETS

BHEF MR — A5/ F A~ 5F I AR RS — 5 0

PR ENE R AR S R

) 0.05 (DKK1 S0 ) & 0.1 mg/mL (KITLG/SCF & HGFALIE ) Stellight™ T48hE R

) RT-gPCR (RE=HJ PCR):
DKK1 (Dickkof WNT signaling pathway inhibitor 1)
KITLG/SCF (Stem Cell Factor) by ol U
HGF (hepatocytes growth factor)



LIPGTRUE B STElleET

eeeeeee & biotechnologies e A L\I HTEN 1HG.C STELLATION

Modulation by keratinocytes

Melanocytes activation

Melanosomes uptake (fold change vs basal)
(fold change vs basal)

1.98
-1.18
-1.20 -1.74
F2RLI-PARZ DRK1 EDN1 KITLG/SCF
A5/ — L% DF D B5F JH Ak = A5 ) B AbT2 2= OB
» IREMNRESSTF/HAF

) 0.05 mg/mL Stellight™ T6RFfE £ 1= (£ 245
) RT- qPCR (E=EHJ PCR):
F2RL1-PAR2 (F2R like trypsin receptor 1)
*  DKK1 (Dickkof WNT signaling pathway inhibitor 1)
EDN1 (Endothelin 1) Shpne
*  KITLG/SCF (Stem Cell Factor )

/ns/de



science & biotechnologies

LIPGTRE - S_r:LmGH_r

Melanocytes modulation

Melanogenesis communication Melanin production Melanosomes maturation
(fold change vs basal) (fold change vs basal) (fold change vs basal)
— 4
DCT-TYRP? MITE MLANA PMEL17

AS=UfE Eo)‘?[ﬂﬁ%llj X5 JU— LRk 'ﬂ-la)!w,ﬂgJ

) FIRERRERAT /YA
» 0.1 mg/mL Stellight™ T248FfEIE=(L7HFE
» RT-qPCR (EEH#] PCR):

* TYR (Tyrosinase) * MC1R (Melanocrotin-1 Receptor)

* TYRP1 (Tyrosinase related protein 1) * MITF (Melanogenesis associated transcription factor)

* DCT-TYRP2 (Dopachrome tautomerase) * PTGS1 (Cyclooxigenase-1.)

* C-KIT (Proto ongogen receptor tyrosine kinase KIT) « PMEL17 (Pre-melanosome protein) SMART!

* MLANA (Melanoma antigen recognized by T-cells)
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biotechnologies

SClr-mecdiatec communication

Keratinocytes' SCF release

(%)
77% - 42 % SCF
58%
Basal 0.01 mg/mL 0.056 mg/mL
Stellight™ active Stellight™ active
ingredient ingredient

*** p <0.001 vs basal

& e ALIGHTENING EBNSTELLATION -

Fibroblasts' SCF relase

(%)

100%

- 9, =
33 % SCF T 765 -

PP 67%

Basal 0.01 mg/mL 0.06 mg/mL

Stellight™ active Stellight™ active
ingredient ingredient

*** 1 < 0.001 vs basal

SCF/C-KIT R B D IMEF/85 21> a32 = =23 F RO S A5/ HALD
B P AR AR ZRERZ R (dendricity) B A S 4

ENRBRTSF/H A
SCF: Stem Cell Factor
7285

ELISA

el S

ErEE RS R
A8R%fH
ELISA



LIPCTRUE 5 VELDG'HT

science & biotechnologies

Recduciion of new melanin

Melanin Production (%)

100 %
0.01 mg/ml Kojic Acid Control untreated
(melanin in brown) (melanin in brown)
- 20% melanin
I vs Benchmark
0.01 mg/ml Stellight™ 0.05 mg/ml Stellight™

Basal 0.01 mg/mL 0.01 mg/ml 0.05 mg/ml L
Benchmark Stelight™ active  Stellight™ active (melanin in brown) (melanin in brown)
ingredient ingredient

*** 1 <0.001 vs basal

/EE’&Sl%#ﬂfﬁll L1=

Stellight™ [& A5 =
) IREMRRAZ/H AL
)y RUFI—4: a8
» 7B

) Spectrophotometry



LIPGTRUE b STELMEHT

sssssss & biotechnologies

Reduction of new melanin

Mushroom tyrosinase activity (%)

L - 26% activity vs Benchmark
59430 51*7 T
e ° - 67% tyrosinase o
Y i 33%
Basal 0.06 mg/mL 0.5 mg/mL 1mg/mL Basal L sl oL
Bénchmark Stel\.\ght“‘ active Stellight™ active Slae(ljlj[%:[ S;e(\:l;igvfg
ingredient ngredient ingredient ingredient
*** p < 0.001 vs basal
———— — **%% p <0.0001 vs basal
~ » -~ I
FOF—H B & EEDIH] *+*p <0001 vsbas

Mushroom tyrosinase

RUFI—4: a9 MREMNREAS/HAK
304} 72 BEfE
ELISA

Spectrophotometry
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& biotechnologies

Demnelricity diminution

Melanocytes : Fibroblasts (%)

83 % - 30% vs basal
69 % 70 %
*h *h
Basal 0.27 mg/mL 0.06 mg/mL 0.1 mg/mL
p-arbutin  Stellight™ active Stellight™ active
** p< 0.01 vs basal ingredient ingredient

{EREISHLVT, Stellight™ (&
B-arbutin B D EMEZETRLT=

ERRRAS /S Ak (HEM) EEMELR fR4E S HRE (Hs68) D
HEEE

N—ZADEH: 100 nM aMSH

16 B

Fluorescence + microscopy

S |—:L

& e ALIGHTE NING, CO

B F”

TELL ATION

Melanocytes : Keratinocytes (%)

9 % - 24% vs basal
76 %
67 % o
Basal 0.27 mg/mL 0.05 mg/mL 0.1 mg/mL
p-arbutin Stellight™ active Stellight™ active
ingredient ingredient
¢ UIE z;;i_ﬁhzw«zmén
é LAk Ddendricity,
EFREAT /YA (HEM) EERRETSF /YA (HEK)
D HiEE
R—ZDE44: 100 nM aMSH
16 B

Fluorescence + microscopy
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& biotechnologies

Facling of existing melanin

Decrease of existing melanin

(%)
2% Stellight™

Placebo
(melanin in brown) (melanin in brown)

- 38% melanin vs - =
) placebo i
- T 0 ! > -
627 R 8 h‘bn\ % Bes
. a : “ )‘ ‘ “\N':_‘ h{(‘- ; Fy".g_/{‘w '{’V'&’." i
3’ )} ‘v ) i "'J : N 2/*%\3 o -'k/. by
- ‘ v 3 o '.'K \{(-’\ e " f’ {I’
Dt 93 s
- ¢ ¥ :
Placebo 2% Stellight™ v.g.'l {
* p< 0.05 vs placebo }
. . ( K E
Depigmentation (it 8 %) il &

EFNEANRESMEF (46 7%)
10 BFH

Masson’s Fontana staining method.
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A

Melanin synthesis & transier

Basal |a};7@[f’ Supra basal |@W@[? Placebo + UV exposure

. (melanin in brown)
Induced synthesis and Melanin transfer (%)

transfer (%)

" 100%
87.9% -52.5%
[ melanin
51.6 % 47.5%
UV exposure T6 days UV exposure T10 days 2% Stellight™ + UV exposure
UV exposure T6 days UV exposure T10 days Wplacebo 2% Stellight™ (melanin in brown)
mPlacebo = 2% Stellight™
** p< 0.01 vs placebo ** p< 0.01 vs placebo
ROE Lo SR
e 3 i
ik 7 N
EREARSSMER (46 #%) @, e &
2.25J/cm? of UVA, 0.5 MED (Minimal Erythemal Dose)|Z4H & ; bt
2% Stellight™E2 & ') — L :
10 B4

Masson’s Fontana staining method.
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LIPGTRUE . STEe T

. AL\I HTE I C STELLATION

A skin clarity effect

Antioxidant effect .
(Trolox equivalent, pM) 60 .M

29 yM

17 1M

0.005 mg/mL Stellight™  0.01 mg/mL Stellight™

0.05 mg/mL Stellight™
active ingredient active ingredient

active ingredient

ABTS decolorization assayZ{# F L f=TEAC (Trolox Equivalent Antioxidant Capacity) Trolox® (FEASVEDKBEMET O
»Intubo

) Aabs 734 nm
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Forehead

|_ | P U -|— F\) E u placebo 2% Stelight™

science & biotechnologies
2.5%

v Luminosity

.
+12.5% luminosity vs
placebo

2.1%

1.2%
Eyelid 0.6%
mplacebo 2% Stellight™ Cheeks
T7 days T28 days T56 days
1.4% wplacebo 2% Stelight™
1.7%
1.9% 16T
. +35% luminosity vs
0.6% 0.6% B placebo 0.8% EY:VA
B
17 days T28 days TE& days . ‘[ 7 doye 125 claye 156 caye
Lip's corner
mplacebo 2% Stellight™ o
1.3% )
Naso-labial area
® placebo 7% Stellight™
0.9% 1.9%
0.7%
+ 18.5% luminosity vs thas
placebo
oL 0-3% 0.9%
0.8%
T7 days T28 days T56 days
20 BT T NKMHHBRE e
Eﬁ%: 30-50 T7 days T28 days TB6 days
2% Stellight™E2 & ') — L
¥4y, 182

Spectrophotometer, CM-2600d



SF:LL‘GHF

biotechnologies \ A LIGHTE F‘MvCONFT LLATION

v Luminosity

TO days T28 days T56 days

© Vol 20

20 BT T NEIEHHERE
5 30-50

2% Stellight™E2 & 7')—L

EEF 5, 1820
Spectrophotometer, CM-2600d
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science & biotechnologies

v Brightening effect

Skin color ITA® (T7 days)

= Placebo 2% Stellight™
8.6%
7.0%
6.3%
3.9% 3.9%
#
22%
14% il 1<
Forehead Eyaelid Naso-labial area Lip's corner Cheeks
. # p<0.1vs placebo
Skin color ITA® (T56 days)
mPlacebo 2% Stellight™
155
16% 13%
# 9 a . .
+39% luminosity in eyelid vs
placebo
7%
H 3.3%
Forehead Eyelid Naso-labial area Lip's corner Cheeks

#p<0.1vs placebo

WELLATION -

Skin color ITA® (T28 days)

mPlacebo 2% Stellight™
14.7%
+ 13% luminosity in forehead vs placebo
1.2%4
8.5%
5.6%
#
43% §-£2
.
Forehead Eyelid Naso-labial area Lip's corner Cheeks

**% p < 0.001 vs placebo
#p<0.1vs placebo

AL YRZENCITZAR=2 I R HY

20 BT T NKHEWERE o
£ #5: 30-50
2% Stellight™BR & V') — L i
¥ 5, 182
Spectrophotometer, CM-2600d



LIPCTRUE . STELMEHT

B e A LIGHTENINGEBNSTELLATION - -

v Brightening effect @ :
HNE A RE L eye beautyZ TN EE...

— ———  EE—

AITA T28 days AITA T56 days

Forehead : +3.2 (95% vol)

. 0,
Eyelid - +3.0 (70% vol) Forehead : +3.0 (100% vol)

Eyelid : +3.7 (70% vol)

~ELT YV PREY—HDEEZYSES

Skin color a*

m Placebo 2% Stellight™

20 BT VT NEHHBE +30% . IR 4%

F#5: 30-50 -5%
2% Stellight™B & 9')—L
BB 5, 1820

Spectrophotometer, CM-2600d T7 days 128 days T66 days
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v Brightening effect

Vol 01

T28 days

Skin melanin (T56 days)

mplacebo 2% Stellight™

+11.7 9% +24%
% -10%
-M%
Forehead Eyelid

56 B vol 1:
28 BT VT NKIEBRERE
4 #h: 30-50 B O ZBER 53T -13%
2% Stellight™ B & 71— L D ZLIFERST - 22.4%
B+, 182E

Mexameter MX18
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....................... B s A LIGHTENINGEBNSTELLATION - -

¥ Moisturized skin

Hydration (%)

mplacebo 2% Stellight™
29.8% Up to:
22;‘ % +38%iin 7 days
+80%in 28 days
+88% in 56 days
10.1%
T7 days T28 days T56 days
# p<0.1 vs placebo
** p <0.01 vs placebo
8BTOT NKMEHWERE
£ iin: 30-50
2% Stellight™EE & 71— L
BR¥4r, 182

Corneometer
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. »—kL“ HTE H G EBNSTELLATION

v Sattisfaciion questionnaire

mD7 D56

More moisturizer

70%

Purchase intention 80% . 70% Smoother

70% 75%

Healthier = > Brighter and more translucent

) 20DTOT AT HEHERE
More beauti  WREEIBIS BT —h

) BEM[E]: D7 &£ D56
» AREFERZROBEREDOREE (%)
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Highlight your natural beauty
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e ALIGHTENINGEBNSTELLATION - -

v BAOmVLBASINERDZESLICH
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v glowing skin™~

v" Sparkle booster

-

= =
\&/
“Strobing” make-up
technique enhancer
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Healthy-glowing effect

28H &I

Eyelid
s
v +3&‘ .';EAA & |
v -20.1% a*

Naso.lab|a|
area, s
‘/ +£‘h* L r
¢ +19%ITA° o
v -17.5% a*

SF:L

A LIGHTE H NG EONSTELL

s
© -13.4%a*

CH12% ITA°
v -13.1% a*

Lip’ s;corner;
ke
1A% ITAC
-~ -15.5% a*

..for a captivating & sparkling beauty

e T

ATION - -

Foreheadﬂl )
ewee
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LIGHTE CONSTEL LA

Create your @wn skin Iigjhtggmanm.
constellation

Glowing
efffect

Brightening

Antioxidant

Maeisturizer
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L STELMEHT
T lAL\I';-Z%'ITZI‘_-‘}H‘AIG.ED_ STELLATION - .

Brightening
revolution

Highlighter
product

Sparkle
booster

Strobing make-up technique
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Technical information
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IBR-Dragon®
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! holstein

IBR-Dragon (E4¥YREIFXX)

RN DIEHEF DRSS TV IIL—IYNLE-I XX,

- BESHFREBEIEZEHLE — In Vitro
- BESAIKR I @ A — In Nature
- B35 < #E < AL~ = In Vivo

K32 TIL—YDERD A

EMHNRTATH :
E2VYREEIFX (98.7-99.2%),
Jx/FIT3/—)L(0.7-1.0%), E O #EEEEENa (0.1-0.3%)
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An Emergency beauty out of arid climates with an ancient
legendary background

- EHSERELEIEERL
- DIEE & LA E S ADormin ((KIEME) 228 L. REMEER
FICHEERIZT,
- BBk EUVIREIC &K D9 R Z L DELE & BH1E

- BEEERRIZ 4 E
-RAEIKFROZHEIZ L HKSEIE. ILORIE. 51E=HHD
-ERIUCHIARTIL (P, Zn, Mg, * * ) [TEKBEBIEAA—DERED

D EZHDRUSARE LD/ 7PHEEDOR L, MiEDKSDME L
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-UVFDEDORAREBENRIZLDEIED T SA F=9HE
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K>3 2)IL—Y (E4YV)

FD K5 T UtEMIEHylocereusBND Db EHHRT Y THR
HLKIEET7AYhEZEESAh, EE7OT7OERALICE
HnTlLyot=&InTLNVS,

TOoTDBEANZEBIGHRICKD E. TOREIHTFER
[CKkZESAL RSTVIZE>THEYHEEN=, KSTUN
RKRESVWEBICREZICOMGHTE-ON KT T
—ITHD, FTTUNHREIN-RICEL-61TD
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FSIUEMIERIZEFEZEIAED, TOETEET
XL DCHLWEYERD, STV ITL—YDRK
THEEEMNSEBVLWFREZLTHEY. REICK>THDFK
BLELHIBRANDRERNEZE D, TORAICHIZKSTY

JI—Y%5FSHDormin (KEEYME) ZEALERLVNSA |
BFNZSHRET D,

E4VREFLIEXFSITUIIL—VILERIEHETOED
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HE#ZY 100g (5 B5BAEDIE559) FOD—AREA R EM

Water: 80-909g

Ascorbic Acid (Vitamin C): 4-25mg
Ash: 0.4-0.79g

Calcium: 6-10mg
Carbohydrates: 9-14g

Fat: 0.1-0.69

Fiber: 0.3-0.9¢g

Iron: 0.3-0.7mg

Niacin (Vitamin B3): 0.2-0.45mg
Phosphorus: 16-36mg

Protein: 0.15-0.5¢g

Calories: 35-50

4 ) DR\
al )
= o eg 45 2 - &




Fibers

Proteins

Major minerals
Magnesium

Phosphorus

Minor minerals
Zinc / Calcium / Iron

Flavonoids

— holstein

Water (80-90%)

Carbohydrates
& Oligosaccharides & Sugars

Ascorbic acid (Vitamin C)
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IBR-Dragon 100g = 0D 5 (i

Water: 80-90 ¢
Ascorbic Acid (Vitamin C): 2.9 mg =29 ppm
Ash: 0.7 ¢

Calcium: 55 ppm

- Ascorbic Acid (Vitamin C) : {KRT®
AS—7 VEEChEBRIEMEDEEICS

Carbohydrates: 10 g 1T 2BBEMA T, e LIAlORS A —
Fat: 0.5¢ 9%%(17‘:%’&@@?”@60 -
o - Carbohydrates : fRiz. ALD5|EH
Fiber: 0.2 g - Flavonoids : UVEM L DALOREE. #I
Iron: 2.79 ppm B0 S fE D iR A
Phosphorus: 95 ppm - Phosphorous : /') 7 D3&{k. K73 K
— - Zinc : MRERF (BGARREE) . 7
Magnesium: 206 ppm 9 A 0OE . HIERERICHLUMEN
Protein: 0.2 g - MagneJSJum - EaERRAL Y THREE
Calorles 10 R EIEREFTRHDST,

~+ Flavonoids: 520 ppm

~

% \
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IBR-Dragon

DORMINs

No dormins
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ON THE SUSTAINABILITY SIDE...

@ Green-conscious sourcing

FRARXAZIILICTHMBICESR

A H 1 ©)
HRERCESTECRE
BEF CE >

Sustainably made

NFBILRE AW D ERET

A-HODOFFasImMhDTaTL
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IBR-DRAGON®® 1 >t 7 b - PREBIOTIC STRATEGY

IBR-Dragon® = sugars + fibers = bacterialZ& > TOFRE
PREVENTIVE STRATEGY CURATIVE STRATEGY

BE&EFICH D 5MIKED 5D Bor-IMEMEEEF/ NS VR

KADUREREZ T —X b

Stress, UV, pollution,
el : chemical produFts,... -' e :..:-:-.:;:..
BEMGNZHFELTHLI S EZX—T BEMGAIZRYET!

BRGTIEE Z[EE!

BT SR Y

A g [‘-::‘;_
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IN VITRO STUDY

MODULATION OF SKIN MICROBIOTA GROWTH
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SKIN MICROBIOTA

eSkin microbiota (Alf&EM=) =il R R b )

Skin

. . . sirice 4'.‘-:\‘.“?“: :"’v“.-:"':\::‘:::‘f){\:“: 7’-
+ (REMNSERK) Dmicrobial flora . SRR L e

LR G PR TPTEF G PATTPT P Bl 3 A7
2/ Sweat pore
v

% 7= (& microflora (bacteria, fungi, —
yeasts, virus,...) i ' /
E FDERIZIEHIKRDMEYNEFE —_—~——
(1-5Kg) => £ ~FDfRADI0ESZ L, ..
1,000,000/cm2IZEL S5 %,

Sebaceous / ;
gland

oMAEMERR FEIDHKE: MAEME
DRV DFRE/NY 7 & L THEE

e Bacteria, fungi, yeastsF < D& EEH [ “Vius < Bacterium = Fungus @ Mie |
& % E ** Fﬁﬂ 0) a %0) il}] ﬁi’ Nature Reviews | Microbiology
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SKIN MICROBIOTA — HOW DOES IT AFFECT THE SKIN?

S i S Balanced skin microbiota Unbalanced skin
bl o0 e S S S i i
- ° g3 8.@( = additional protective microbiota

[¢]
h"tl?( Fd 27. ”O layer on the skin = dysbiosis

Stress, UV, pollution,

1
é : chemical products
: (surfactants, alcohol)...
| Disturbed ratio:
[ ‘ T detrimental strains
: VS | beneficial strains
) ) 4
:;"0‘:*‘*#{’*";*?1{ EE PR
HEALTHY SKIN = - : UNHEALTHY SKIN
Preserved skin barrier ] Weakened skin barrier
- Radiant skin \_i,'w ‘ v Dull skin
~ Moisturized skin \ v Dry skin

~ Soft skin : v Irritated skin
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IT’S ALL ABOUT KEEPING THE BALANCE

ot FDALIZHITHHMAEY
EDEYFEIZHRIEILAD s
BE. BICTEEREEER
BD/NS U RIZET BIR7E
RULEFEL D DHIEENIDE
Eot=,

RELITDAT R (G
ETEEORICEY. BF
DREHRT 2 e B

L. lactis F. Acnes (acne)

C. xerosis 5. pyogenes (impetigo)

shg b . - ’ 0 DR R DLT TR Sl QA
PR \ ‘ )
DRI - ' . el X
P . . wE g SN et TS
<ty AR SRS S AR Iy
>
e :
A
(! PR ¢ =

b 280 z .
é);% F3 R O S ars
MRS

TR
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SKIN HEALTH CAPACITY OF BENEFICIAL BACTERIA

Focus on Staphylococcus epidermidis

oS. epidermidis = LD EHFICEALL LMo NE-EEE

oS. epidermidis DXHEY =7 1)) >, BHEE S KL EREFEHZE
RE., IREOFHBHEI T avEH#EFL, IENEXE
oS.epidermidis |IZ &k ZIME T EMERIME DEE > S.aureus ($RR 7
Ma T4 aVICALLIEEGRRERE) OO0 =Z—KaEilH

Increase in skin lipid content Decrease in TEWL Increase in skin water content

150 T ‘e 200
g % e [ % 150 -
}ool Lol : RO
: | i el I=Eh 3T ER
§ f e FomtE

0 € oL | [

Treated Untreated Do Treated Untreated | Treated Untreated |

Clinical trial on augmentation of S. epidermidis as a pilot study, in which S. epidermidis was collected from the subject,
cultured for proliferation, and then continuously applied to the subject’s own face before sleep twice per week for four
weeks in order to increase colonizationlevels.

*Source: Pilot study on novel skin care method by augmentation with Staphylococcus
epidermidis, an autologous skin microbe —A blinded randomized clinical trial

B
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MODULATION OF SKIN MICROBIOTA GROWTH

In vitro test protocol

¢IBR-Dragon® All Natural Z &1 T0.5% & 1% ~NFH]R

2FENEEEF (S. hominis& S. epidermidis) & 258D EEEH¥K(S. aureus
& Pacnes) )b R AEIEBEETILEHAE

24hik LAShRICEEMRBZEZ AV Y L THY U JILEINE

EVOLUTION OF BACTERIA GROWTH

TO 24H 48H
100 1
£ 75 g
T 50 5
: . :
E 25
& 7]
o =

Inoculum Untreate d 0.5% 1% % I\ **

IBR-Dragon® All Natural IBR-Dragon® All Natural tt -G :le N

| /b

@savreus @ Pacnes @ s hominis S. epidermidis

IBR-Dragon® [&prebioticiEEZ R L. BEEEOREEYR—FF L TEE
BEXYRLT LR TES:

E - W R
'.t ;_- ‘v (LR »
. : I
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IBR-Dragon®{ER : b M IEEHH# SFHBOEIERSE

45 -

40 1

395 1

% cell 30 -
proliferation 25 -

inhibition 20 |

0 9% 10%

% IBR-Dragon®
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B2t 4EF | FRAP — Ferric Reducing Anti oxidant Power

FRAP assayl${EpH T D E — g (Ferric)h b EF—8 41 4 > (Ferrous ion) ~DETZFBE L TER LT
F—-FJEUDILMNITOUEEGRERT A EEFALT e hl #RETDHHET
H5

FRAPEIZRIGEEMEBRMBEEDE A 4 > D593nmDRIRZELLE T S L TH LN D,

FHEE#I7%% L 0100% IBR-Dragon Tl& 0.106 mmol Ferric/ml

TOREDEFEMRHBADOXIEZLLE L TREFRAPENE N 2123D2D T X X LIBR-Dragon% A
LEERESETHE LT,

Plant extract FRAP (mmol Ferric/ml)
Melissae folium 0.150
Spiraea herba 0.090
Uvae ursi folium 0.078
IBR-Dragon PF 0.106

IBR-DragonT X R (FHRHIEDE VNEZEID71%DFRAPEE 2L, AXR-70DO T TIE2EB
IZE8Mo7F=z. (https://bib.irb.hr/datoteka/201813.32.pdf)



https://bib.irb.hr/datoteka/201813.32.pdf
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Flavonoids — Jt{R %
IBR-Dragon @ 240 — 700 nm A A RS ~JL (GIEFR)

| 25

ro

Absorbance (OD)

240 3240 440 540 640 740

Wave length (nm)
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10% Carbohydrates [ZfRIZE. AD5IEHEDH. DK FHIEIZ
F5
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Radiance, Fluorescence, Luminescence
UVT®Luminescence () —-BIzh7 54 b= TR

R3] FBHEFvryoEL—Ya EBRICE>TEESN
RRYEERLFTOXRDEREZFTHAEFLIIFFRLELDL
THHLKGEHAFETHREBEIND, TOFRIZEWVTHRIEZI L—
MNoBRBREGD, RBIRRICRBEFBDERZHFRBEFTIEH
FEDELLTELRKGEDAFETHET ALV > AELH D,
(http://www.cns.nyu.edu/~david/courses/perception/lecturenotes

/color/color Hue cancellation experiment



http://www.cns.nyu.edu/~david/courses/perception/lecturenotes/color/color.html

Radiance, Fluorescence, Luminescence
UV T ®Luminescence (FIL)

— holstein
~-Bi IS4 bR

BIOUVIEE Y T=HRIZIBR-DragonldFH DM o =t & F

TEHENWSIEBLIRETEENDh -, B LEHEFYEL
— a3 VERICEDNT, B0 IS4 FZU0HRID
HmDEHHNARO—DTHAIEWNWS>EZEZZESTZ LT,

IBR-Dragon® FLUORESCENCE EMISSION

UVA &UVB

ﬂuomscenr.e intensity
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Radiance, Fluorescence, Luminescence
UVT®Luminescence (¥) —-BIzh7 54 b=V TR

Before application

7»xm7h»%?fﬁ%bt@@
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Radiance, Fluorescence, Luminescence
UVT®Luminescence (¥¥t) —-BIsh754 F=2 TR

o

1% IBR-
Dragon

a7 ')—L4A




! holstein

IBR-Dragon It DK E 4

Shaded outdoor Direct sunhght

IBR-Dragon® [Z2h,
4h, 8h UVAY (BH
El. ALXx. B4t
DOBRIE. EFtEX
) =HTHRITEERE
DIEREE

IBR-Dragon® Fluorescence Levels Over Time

= - 4h
P ® Dark [ref
-
g6 B Artificil
8, « Shaded
& tdoor
= 8h

Time {hours)

% fi
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1% IBR-Dragon=2EF 7 ') —L-7T )L Z AL zinvivolZH 1T 58
IEHERDT OFIADOTETSA FZ U TSRO

REBRTHA Y

- ZEEHH. 1% IBR-Dragon=#
vs TSR T 1) —L-FIL

- ¥ - 35-55i% ; 26% (REXM) |
Phototype (Fitzpatrick) : 1l D511, £
547 (MEOEVITHDI0-1218
B)

-BROREYICEIETA Y (T, IhS
LR, BEALNS A RGNS

- Split-face (ZAI/AED) (C1B2[E,
ABREER, DO, 1EffE#&. 2881
B E

I TE

HNEDTUOFIADVITMBRET A4 F
— MR ERIE

- VISIA-CAIZ K BBED ¥ THOUVRKRY
kDRIE

- Fringe 7Rz 933 P RTA (
Primos 3D) [2& % ¥ T 08 & DOFFih

- AL/N 1Y) 7 H#EE — Tewameter TM300IZ &
ATEWLEIE

» Chromameter (Chromameter CR-400)(Z
K AROEY OO BERS T

AR S NZBRIREIC & & BRPRBYETE

- T U— MK S EBRMB SIS
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1% IBR-Dragong &V ') — L-7 )L Z AUV zin vivolZH [T 53 R
IEMRBDT OFIADTETSA4 VRO

HERDODNAS4 F

HWETAFETCELHE
1% IBR-Dragon cream-geld FEEDEEZEZ R LTz, SOV ) —LOFEMIEHETRIIZE 5 H
TSR &YELBATL:,
- 28HREIMERATUV spot B> kAY 5.2 %, UV spotfBiEiAS 5.9 % jEd
- 28HRICERDEY DL IDH 2 bHY 33 % B
- 28HEZICOTDRY) a—LERIDAENETN 8.7 %, 12.6 % FH
- 28BRRICALDIEE (ITA) A75% LR
- 288 IZTEWLA 22.4 % @4

/Uo)ﬁe n:H_

- )% 15.4 % tE

- 1% IBR Dragon cream- gel(i7°7'l27|'\&%}fn'l'ﬁ’]( LEELTHD b—> . ARy kb, BE
oy—&, heEOHEENEL > TLV:,

- #HERE D88.5 %Ll EH1% IBR-Dragon Cream-gelldZil> L THEETE., 84.6 NIXfFEA%E
E’J&)—C L\T:o
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1% IBR-DragonE &V ') —L-7I)ILZ ALV zin vivolZE 1T 53 8
#£ 5 — VISIA-CA Cont.

DO D1H D28

B LV spo counts vaiation . UM spots e vaiation SHERHAREI DUV spot
3 15 06 3 NE % g{'”: (7 "7 N
i‘“ . jk“ L s o LM A)

# 20 #a0 - 28 A DFRETHIELER

" ,ﬂ .lﬁtl (": p<0.05; N.S.:

o S ‘ w0 . Non-significant)

& Z (E>%) IBRN2945-1=2270115A = IBR-Dragon 1% cream-gel
A (FL—) IBRN2945-2 =2270115B= 75+t 7R (No IBR-Dragon)
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1% IBR-DragonE &V 1) —L-7I)LZE AL zinvivolZE T 58
faR — AL > I @i — PRIMOS 3D

1 % IBR-Dragon2 B & &ILEAMNH28BRICCTDHI Y
- I~’é’— 33 % ,Dz'l‘éﬁto




CLINICAL STUDY

EVALUATION OF SKIN BARRIER FUNCTION

eTEWL measurement

EVALUATION OF SKIN RADIANCE
eL* parameter analysis
e|TA°parameter analysis

Water

Butylene glycol
Dipropylene glycol
Hexylene glycol
Polysorbate 20
Hydrogenated polydecene
Cyclomethicone

Carbomer
Triethanolamine
Methylparaben
EDTA

FD&C Red 4
FD&C Yellow 5

84.35

— holstein

85.35
4.00
1.00
1.00
1.00
1.50
4.00

0.80
0.70
0.40
0.15
310°
1.5 10+
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EVALUATION OF SKIN BARRIER FUNCTION

In vivo test protocol
262 DI HEHERE, 35-55 %, £AL2 14 7, phototype: I - Il
*1% IBR-Dragon® cream-gel Z1H2[E128 A EEIZZE i vs. T 5 7Rs

eTewameter™ [Z & Y TEWLZEBIFE

EVALUATION OF SKIN BARRIER FUNCTION

a R
D28
o]
-4
c
o
58 87
£a
S¢o 124
—
Q\O
E ~ _]6 -
’._.
-20
.24 -
\_ *p<005 )
‘ Placebo

IBR-Dragon® reinforces the skin barrier leading to a more hydrated and protected skin




! holstein

EVALUATION OF SKIN RADIANCE

In vivo test protocol
026 B DX HHERE, 35-55 %, L2 1 7, phototype : Il -1l
*1% IBR-Dragon® cream-gel Z1H2[E., 28H[M FEEIZEH vs. TSR
e Chromameter® [Z & & Tristimulus color JAIZE. L* (luminance) 34T, ITA®(skin
lightening) /N5 * —4& —
EVALUATION OF SKIN COMPLEXION
- ~

6 -
4 -

2 -

N |

-4 -~

(% vs DO)

Parameter variation

L* ITA®

\ *p <005
. Placebo

IBR-Dragon® provides a lighter and more luminous skin leading to a more radiant look
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VISIA CRIZ & S E&fENTEFIA L - 28 & (5% IBR-Dragon/ 7
SEREFY )—L) D invivoRhaEETh

5% IBR-Dragonf2 &4 ') —Li%52 - 60 DL 128 12x L CZEE B
T1H2[E]., 28HMEEEDF 7 IZEH, Visia CRTHEEE,

1% IBR-Dragon® 5% IBR-Dragon®

DO D28 DO

IBR-Dragonfe &4 ') —LTIEIE L L LDEEMNE L 1=,
NIFNMDEBEEVAKLYELCELLIICHE2 I EEZEKRT S,

4 & 7557 oaikig 8T ~ i RO RO ALY R P el A
AL SOOI TR LN a2 R AR
M . < Lp N Wie Vi oy wh ey
.
4 v 2N
Wt
s I
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IBR-Dragon

IBR-Dragon(dHilBD AR EFER S5 Z & CTHMBOMEEEZMHFEL. [
BFICHMRIBANRET SAEENZRLESESZLEIZE>TAIDEIL EEEN
[ZR15

IBR-DragonlZFZ2EFEEDOHEZYHR— L. BEERELIYBRELPT LTS,
IBR-Dragon(ZRADA/N) 7ET—X K,

IBR-DragonlZAEMEDINT VR EEZ 5,

IBR-Dragonl&ZFB WA ZH#FF L. BIEZMESE S & TH LN S5 IR
bkY—EBAETFNEELIIZT S

IBR-DragonlZAOHEDREELELSDEERFTHINDIEETOHL %
mLEEEBHZEMNinVivoHERTHERETE TS

N TR el ea R
. Wl vy g I v
7 Rt 0, P

e 1 A
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e
TOXICOLOGICALSTUDIES

* Eye Irritation (Neutral Red Release) -pure IBR-Dragon® tested
= Skin tolerance (48-h patch test) -pure IBR-Dragon® tested

= Skin sensitization (HRIPT) -30% dilution IBR-Dragon® tested

* Mutagenicity (Ames, OECD 471) -pure IBR-Dragon® tested

* Phototoxicity (OECD 432) -pure IBR-Dragon® tested

ECOTOXICITY
= Agquatic toxicity on Daphnia (OECD 202) -pure IBR-Dragon®
tested
= Aquatic toxicity on Freshwater Alga and Cyanobacteria, Growth
Inhibition Test (OECD 201) -pure IBR-Dragon® tested
: 5 SR . G Y

.
P n e, 4
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MAEIZDLNT

Bk HSVWER-BEREBDRIR
HREEREE  05-2% (K~ADBEMFEEICHERIEE L)

ARIEE EpH : 60°CLLT (3FF L < [F45°CLLF) . pH4-9

ZO  ZFRATY T THRMLTEED Z EEHE, A
¥ L5HEENRH D, F=-ZL. TBRBERILEEICEZELL,
KBTHNITRALTEIEFICETHRILS TR, B
EEeEZEE4FICHL,
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Lack of Sleep Is Part of our b-ochem-stry
Lives

“holstein
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Sleep Deprivation and Protein
Folding

(T1 T[N biochemistry
GROUP

T « BEBRARIEZUNNVEDTA—IL
ikl (R T 48 (ZRTAEEELRT 5
-ODIY=-1-&) ITEEHE5Z
s INEIRR FLREEL
- o e « JMBE{K (Endoplasmic reticulum :
2harruU7 ER) [FF RTOEMMIMIZERE
9 HHE/NERE
HRa o INARTIR, BUNVBOREED
ELWIA—ILTa2T., E£-#
FOBELELZLOTOERANT
hnsd,

/INE{AR(Endoplasmic reticulum: ER)
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Protein Folding o

WT1TIEY biochemistry
GROUP

T+—ITaT
FrYt=f=&)

XKI+—NLTATDEINDE

e YAHL. RRRAHL
BERETE A VN B 2slx

« WEEMZ VNV EDEE (A5S-S5 URE) [k T2/ BEOBRIDKETRE LS T HDNAFDORE
BRFEERET DI EADIBT D,

CDTI/EHEIE. BHOMEEEETAE=HICELLAVELEEFNEZIVBENHD, (RF2UI LYY Y
RAE#IET B E)

s BFIHRAY NLTEUNRNDE) IO ITH—ILTa Y GhYi=f=-&) Ot X&)
SELLKIFY =-FEN-BEEEF VNNV BEDELEIZH AR
ZDRATYTIZIE. E<DATP (MEEEITRILX—) HLAE,
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Why is Proper Protein Folding
Crucial?

BUIRTBED

LS4 7R84  SATETN -
e ana i T177 SRUOEH . BAIA
Z1t ERX LR — L7

WA A—L 7 TADUY

Zt L-HEOEENLZERAZEOHETIINFyRO VO EEMNED
DSEVUNIEBEDITA—ITAVIDNEEITHEEELEWNS>I R I+—ILT AT 32 201NY
BN

SRITFA—=NTAVTFVNIENERELTERR FLRFF|ZFRIT>MES

A—TEMS>ERER

EEREPOMBOAT+2GEES ILOBLE LEERENMET O IARE
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Sleep Deprivation and Aging — b-ochemistry
a Vicious Cycle

SRITA—ILTaY
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Glacier Expedition to Discover b-ochemistry

new Microorganisms
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http://www.gmx.ch/themen/reise/bildergalerie/bilder/24ae3do-faszination-naturwunder

Swiss Glacier Bacteria Helps b-ochemisw
Cells to Reduce Stress from
Sleep Deprivation

.
i

- BRELEMEMESES.

DEERDEY / LBHREIZKY . it
EMERI S LEEHETHS ALK
/N9 2 —J& (lodobacter ssp.) #[FE.,

WEMINAATREBBZ=012/8A
AT UTH R —TESR,

S~ h 0 | Ste i n © Mibelle Biochemistry, Switzerland 2019



Sustainable Production of IceAwake™ in o
Bioreactors Followed by Spray Granulation e R

/\ h O | Ste i n © Mibelle Biochemistry, Switzerland 2019
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I CeAwa ke R biochemistry
Composition

INCI (EU-Declaration / PCPC-Declaration)
Succinic Acid (and) Maltodextrin (and) Aqua/Water

KRB TR
AN RILETERRY DK

HESFME: 1 - 2%

© Mibelle Biochemistry, Switzerland 2019
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BIP is an Important Chaperone bochem.sw
in the ER

ATP (%EHE,EEJJI*)L:\‘— ) BiP (binding immunoglobulin

(") * protein : fE&REI/ DT 2 Y

INDE (BI&ZGRP78) )&, /Mia
RIZBIT32FELFvyROY

MD1D
‘ « BiPIXEEERARIZ L > THEMIC

TEERITSH()
’ AFLrROY - BiPIXREDIZ—4 VBEDH
(5l : BiP) [CEAHEE=ND (2)

1 Naidoo et al., J Neurosci. 2008;
28(26): 6539-6548

2 Pickard et al., FASEB J. 2019;
33(6): 7479-7489

S~ h 0 | Ste In © Mibelle Biochemistry, Switzerland 2019



Function of ER and Mitochondria b-ochemistry

are Connected

/MiE{A(Endoplasmic reticulum: ER)

ThaVRYT

L holstein

DFNYROVIFERR L RIZx
B9 5-HIZ, HIEOIRILTF—

THAATPHARE,

ATPIZS FaY FYTFIZE>TH

BEhsd,

—75A. ERRAMLRIZZT FaVKRY
THEEICEE LB KX LATPESE
FIET,

Bl : SEFEIDEERAFEIX. ERR LR
#EFEL., KNOBEERE S AIREKT
EDATPEEZXKIBEICETIE 5,

© Mibelle Biochemistry, Switzerland 2019



‘ Improving Chaperone b-ochemisw
Expression in Aged Fibroblasts

Study design

Hratk ZAE L-HREFMARE (ZBETOEREEBT S5-I
17# IS E)

BNEE :1 % lodobacter ssp. extract

12 GRERRIR AN R 24 MRS

NS A=A ABFEDERDF Y ROVDELGEFHRER

~ h O | Ste i n © Mibelle Biochemistry, Switzerland 2019
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Improving Chaperone
Expression in Aged Fibroblasts

Control 1 % lodobacter ssp. extract

250
.

-E 200
[®)
=
I

5 \—; 150
.g g
55
X 5
o c

© 8 100
@ 0
o -~
=
o

8 50
£
o}
(9]

0

Control Endo-  Calnexin Calreticulin
plasmin

L holstein

IITAI[Y biochemistry
GROUP

BiP:RI7A4A—ILT 4T3\ BIZIGET
HIMNEEDEELGHFIYROY,
IVRTSRIVAUNRNIBEDIRY F-1-&
BT HEELKRE
ALRXIDEAILLT X)) Nk
MOEDIRITA—INT AT RNTEDR
HERSC, 20NV BEOREERICEE

BPEXUZ DDA INVEDTA—IL
TAVIICEBER I 73— EAFIES
fnf=  (BiP +100 %)

> MBEAZELTVWTHLEU/NVED
TH—ILT 14 2ThR&YEMIZITTHNS
_&EHERLTLNS,
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‘ Increase |n ATP PrOdUCtlon b'ochemistry

HRESRE CERANEDEZEXEMT H-OIC, HMIEOERAEETILE
AW, ChoDiFRlE NEEAE ] REFMREE. S Fra2> ) 70%
EEEF L. BERAEORBFEZEMT PERR FLADEBMEZFERRIEZ 5,

> EERETZEDNERR LR ZZ(T-ERHMAIZE T 50.01% lodobacter ssp.
extractiZ K HATPEEFEMHILIZ DOV THE,

Study design

HHRa#k BEERAEDE - RIEHRESF M
s E :0.01% lodobacter ssp. extract
12 F : 2R fE

ING A=A :ATP 7 4 (chemiluminescence)

—~ h 0 | Ste i n © Mibelle Biochemistry, Switzerland 2019



Increase in ATP Production

Control  0.01% lodobacter ssp. extract

150

100) in %

100

* +27.5%

ATP production

compared to control cells (
(oA
o

S-809

*p<0.05 versus control

“holstein

(T1 T[N biochemistry
GROUP

lodobacter ssp. extract/XEERAE £ +
RIS FHIEE TILICE LN TATPD
R E27.5%FE(2EmM

© Mibelle Biochemistry, Switzerland 2019



‘ Reduction of ER Stress LI biocheristy

Study design

MR RRIE CEET RO EZEMT 57-0(2, HIEOEEREREZETILERL:,
IR TEIESE] REFMEEE. S Fa2 ) 7OHERESTE . BEERA
RORBEZIRMT SERRA FLADEMZRNIEA S,

—> Investigation, whether IceAwake™ is able to reduce ER stress in skin cells.

ik s BERAED E R IE#RMHE S

BMNREE :0.01% lodobacter ssp. extract
g Jind | - 205 —

N A—4H JhNER - S ROV FYTEMS (MAM) (.

ERX LR ELTHH#IE,

N\ h 0 | Ste In © Mibelle Biochemistry, Switzerland 2019



Reduction of ER Stress

250

o3 Sleep-deprived cells

C T
@ = 200 0.01%
S bt Control healthy Control lodobacter ssp. extract
53
o}
E %’ 150
c o
52
o
2 o 100
£
o 3 10 pm
DT
% GL’ 5-809/@ Mibelle Biochemistry
< & 50 . .
O % @® MAM contact points Cell nuclei

& ‘ (ERDR FLRT—H—) (#Ra#%)

0 1 1 I 1
Control healthy 3 p@—JL .01 % lodobacter
. ssp. extract
Sleep-deprived cells
PR A 7~ 2 A
S-809

MAM MEEIZE 4> lodobacter ssp. extractl,
EER AN EDHIFDERR F LR ERBAD S E 1=,

/——\ h 0 I S t ei n © Mibelle Biochemistry, Switzerland 2019



Improvement of Wrinkle Depth and 'bmhemm

‘ Radiance in Asian Volunteers with a%

Hectic Lifestyle

Study design

RSVT4T 238 (41~57@. Bk, 7o7 A, VIILIEE) . A% L
TWa., BLU/EEITEROEHAEL

HERY > TIL 12 % IceAwake™ /A4 1) — L, placebo

AEREH 148, EOESICHERI Y —L, BBOERIZTSEHRE2E/H
o)

NS A=A
BERTV7DODLHLDZERS (PRIMOS)
oYy (BEICEDCERKRHE (VisiaCR) )

~ h O | Ste i n © Mibelle Biochemistry, Switzerland 2019
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Hectic Lifestyle

S-808

B rlacebo M 2% IceAwake™

5
- |
0.
S= g !
o5
-5
e
EE =
X £
£2
.E'g
&g -10
= ~
gg v
(¥
-11.4%
15

*p<0.05 versus initial conditions and placebo

L holstein

ceAwake™ Improves Wrinkle
Depth and Radiance Despite a

(T1 T[N biochemistry
GROUP

v

M rlacebo M 2% IceAwake™
+9.2%
10

32
oc 8
2w
8
Bg
cg 6
%8
R
Eic
iy *
(]
53
g8
Eg 2

o

(8]

0 1

S-808
*p<0.05 versus initial conditions and placebo

© Mibelle Biochemistry, Switzerland 2019



‘ Improvement Of ernkles bOChem|stry
and Tired Appearance

Study design

RSUT47 214 (44-66F. B/, a—HHYRXAN) Enf=48 (BD
RBYDKESLUFEEOERIT) 7IZLDH)
HERH >V FIL 12 % lceAwake™ R[04 1) — L, placebo

RREREH 148, BEOFRITHRY U —L, EOFXRICTZER%E2E/
HZMm

NG A =45
BERZTU7Z7DOLHDES (PRIMOS)
EBNA-5NE EEREMRICKSFEHIE (ColorFace) )
Tob—hk (RSoT4T7DBECRH)

/\ h 0 | Ste i n © Mibelle Biochemistry, Switzerland 2019
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(T1 T[N biochemistry
GROUP

Decrease in Tired Appearance
after 14 Days

B Placebo B 2% IceAwake™

100
|5
3
: 75 i
Q.
ER
£
2 o
£2 50
2l
.%E
= O o o= — b
. BEER S L — FEREI< &1L T2%
g lceAwake ™Ry V) —Llk, RS>
g TATDII%I_ERERTEIEFES
2 o EITED ST,

O | ]

*p<0.05 versus initial conditions

I © Mibelle Biochemistry, Switzerland 2019
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Decrease in Wrinkle Depth
after 14 Days

(T1 T[N biochemistry
GROUP

B rlacebo M 2% IceAwake™

10

o
|

bbbbb

Change in wrinkle depth compared to initial
conditions in %

-10
2%lceAwake™ 4 1) — L14HREZE M.
FEIC159%D LHDRSWUELNHES
* nit-.
-20

*p<0.05 versus initial conditions

jwiss
|E#€EH€T © Mibelle Biochemistry, Switzerland 2019



Visible Improvement of Crow’s Feet
Wrinkles in Male and Female Volunteers

Before After 14 days

TN biochemistry
GROUP

~~ h 0 I Ste i n © Mibelle Biochemistry, Switzerland 2019
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I CeAwa ke ™ biochemistry

Hi®

- EBHFLEAICEAZEZS

« fof28METYIZHE
ZIETATRZAILTEHLADYY
IEY

& /Y Y e~v—rrvsrons

k\ A F- 24 ZDKADTH SRR S hf=%

L pe 75 B IR A 3

YRFFEYTFAEH (SAFFY
/avo—
BUNGEDIA—INT42T
Yi1=t=&) EXFvyNAUEEIC
ESCHLOBEANZRL
i 7 —

A

1 © Mibelle Biochemistry, Switzerland 2019
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LIPCTRUE
Y MEIVIZW

AWINDOW TO EYE BEAUTY A ¢

Eyes are the window to your

true self

There is no greater beauty than the one

seen with the eyes of love




LIPCTRUE
Y MEIVIZW

AWINDOW TO EYE BEAUTY M4

MEIVIEW™, 3 £ 35 B8 SE 0D [R 34 - i
AM)a1—
Mallorca (RRILA) IZE WL TIEEHEY ( Arthrocnemum macrostachyum) R THEFE S H1BERE i

HEMEMDSB-N\ITIVT7DORETFR

An
3200°47.1" E wﬁ?’l

39221'12.6” N

Ses Salines de Es TrencR DIEXE

KARDBRIFIRIILHNEETNOREICBRID




LIPCTRUE
Y MEIVIZW

AWINDOW TO EYE BEAUTY A 4

MEIVIEW™, a window to eye beauty

DK BRI
%wj’ﬁilifﬁ%’&'}_“ 7Z3'&TE§4L’,Z|‘DX‘¢’J"T 4%5*7;15%14: (tolerates up to 6% @ﬁ%lﬁifﬁﬁ‘l'&&;‘))(i
SR e L. COBBOMENA L=~ MER . BO%

BRI EMYILTS
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Ulinue MEIVITW®

AWINDOW TO EYE BEAUTY &

MEIVIEW™, a window to eye beauty AL 1—

The Mediterranean beauty [R ¥}

HEEODBEEISVIRSEIRBEAVRNAT

® LEBELETATT

® Women & men (L=t Yo RX[EH)
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AWINDOW TO EYE BEAUTY M4

BORLDRE

okl 3, AP, Z1E, M NEEATE
hem,E]ogIobin bilirubin REMKREICERS MmREOEL
' ’ 5N TS (REDHR)

iron)




LIPGTRUE

science & blotechnologies

Through the window of eye beauty

NEH & HNEEET: BEHES, v, §E,
aZ)la—)L, BEOEERE, ¥ 1Tyt

MH=EH

(ECM BRADHA—/
Mo

Rl ON P S

BNMEROBE L

(A EOF B/
HARDETE

PERMEEEY:
Bilirubin/Fe*?
Melanin

MelVISW

AWINDOW TO EYE BEAUTY

TRIAULMER:

Mo#FE & BEIE

M Collagen | =
PREOES 5
R i 551E o [E158¢

IMMP-1 @};

NELHEOHRE
M PKG (Desmosomes)

ELN @} )

Gﬂ‘é“iﬁi&ﬁwﬂﬁ'}‘

JVEGF .
MVE-Cadherin :%
VHREBME (_f
PHRREE

BREEEY DR

{ Bilirubin/Fe2*Melanin QE‘? )
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AWINDOW TO EYE BEAUTY & 48

The actors

FREY—LAD LSS HIEREDOE Plakoglobin (PKG), T RAEY—L(TSF/H4AR)
SO/ THEBEIZWLETH D DEEZIVING
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science & blotechnologies

The actors

[ VEGF & VE-CADHERIN ]

C onwmE |

“MPermeability

VEGF [& VE-Cadherin!) U E# b RIGFHEOL T
hESBHEERT
SR FITBIE RN RO REEFHL,
MOREICAS=ZVEEETHELIMET

MelVISW

AWINDOW TO EYE BEAUTY M4

| ~AESOEY R |

NADPH o
2
+H+
3 NADP"

Fe'

BILIVERD!

NADP*

BILIRUBI
N

mMEDMBITARGRRLEE
A H & B (melanin, bilirubin, iron)
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NosEEEDOSE

’ Cell adhesion

gene expresion
(fold change vs
basal)

Jup

f Keratinocyte's
Plakoglobin
expresion (%)

1

100%

Basal 0.01 mg/mL
Meiview™

active
ingredient )

v TSF/HANEEICEET S
Plakoglobin gene (JUP) D0

MelVISW

AWINDOW TO EYE BEAUTY M4

0.01 mg/mL Meiview™
Basal (#% 2 : plakoglobin)

v TSF/ YA MREEEOR LIS TEDRAYD R
EDHEEN)ESHRFSESD

® ERRESSF/ YA (HEKa)

® ERRETSF /YA (HEKa)

® 0.1 mg/mL Meiview™ T24B5R (2% Meiview™[Z48 %)

® RT-qPCR (quantitative PCR):
*JUP (Plakoglobin or junction plakoglobin)

® 48 B5fE

® 0.01 mg/mL Meiview™ [& 0.2% Meiview™ |48 4
o GEHAE
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AWINDOW TO EYE BEAUTY &

>
B8 DHe551t ) [a] 5 ALG2— B LT %

( WA e ECM protection ot -
;mg:;fec::: {collagenase activity, %)
t
(fold change vs . b
basal) 100% -19% MMP-1 activity

**%p<0.001 vs basal

**p<0.01 vs basal
- Negative 0.001 mg/mL  Positive Control
[eelyiifel] Meiview™
active
ELN MMP—1J ingredient
v ISAFY (ELN) EIEF D EFHHIEHITA DelasticityZ [ £ X
X v Collagen, Il, lll, FEE D EER S DA FEE
v RSN TR O RE I EICEH AMMP-1 B IR F DB B5<
® ERUAE B #RHMESF #RRA (HDFa) ® Intubo
® 0.1 mg/mL Meiview™ T24B5H] (2% Meiview™(ZH8 %) ® A, 590 nm
® RT-gPCR (quantitative PCR): ® Positive control (enzyme + inhibitor (EDTA) + substrate (FALGPA))
*ELN (elastin)

® Negative control (enzyme + substrate (FALGPA))
*MMP-1 (Matrix metalloproteinase 1)



LIPCTRUE
Y MEIVIZW

AWINDOW TO EYE BEAUTY M4

BREDH#HT AL 12— i B

.t
{ Collagen | .
(17 da?s, %) o
1% Meiview™
- Placebo, T7 days (collagen | in green, T7 days)
100%
Placebo 1% Meiview"‘}

+44p<0.001 us TO
o ERRMAER (54 ) Y AT R ORIE
e 7HM

® 1% Meiview™E2 &' — L
o HNFE + BMER
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EEDIERE

Epidermal thickness
{T7 days, %)

100%

Placebo 1% Meiview™ J

o ERRESMER (54 %)

e 7HRM

® 1% Meiview™BL &) — L
o HLFE + IR

Placebo, T7
days

MelVISW

AWINDOW TO EYE BEAUTY M4

AL 1—5

1% Meiview™

(epidermis in red, collagen in blue, T7 b 1RY;°3: 1

A

days)

™MFE
™ IR%
(V)

A\

[CIRY: 3]

V<E

N2V

v REODEZD#EIE
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science & blotechnologies

I i@ 1 DD

Vascular permeability
gene expresion

-

(

VEGF-A protein relase (%)

MelVISW

AWINDOW TO EYE BEAUTY M4

(fold change vs basal) 100%
B |oosERB SEERR0C
. r
v MENEBRKEF (VEGF-ARC) DTA
Basal 001mg/mL  005ma/ml 0.4 maimL #ilfE1&£Cadherin 5 (CDHS) ORI
Meiview™ Meiview™ Meiview™ mESEEEMEDESEIEERDSES
active active active
ingredient ingredient \ngrew J
VEGFA VEGFC CDHS)
-
B v VEGF-A AV RYDEEIFOEEBMEE
BAIE, REENKT D
® VEGFA & VEGF C (E AR A #8435 4088 (HDFa))
® CDH5, AR IR (HUVECS)
® 0.1 mg/mL (VEGF-A and VEGF-C) & 0.05 mg/mL Meiview™ (CDH5) T2485 R ® Ak ASRHE SRS (HDFa)
® 0.05 & 0.1 mg/mL Meiview™ [& 1% & 2% Meiview™ (24824 o 72 B5R8
® RT-gPCR (quantitative PCR): ® 0.01, 0.05, 0.1 mg/mL Meiview™ [& 0.2%, 1%, 2% Meiview™ =482
*VEGF (Vascular Endothelial Growth Factor) ® ELISA

*CDHS5 (Cadherin 5)
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NE#EOSEEE

[Endothellal cellular permeability
{dextran permeability, %)

100%

Basal 0.06 mg/mL  0.16 mg/mL
Meiview™ Meiview™
active active
ingredient ingredient
#4#p<0.001 vs basal
ERREHEAE (HUVECS)

Dextran (FITC-Dextran 10 kDa)
0.05, 0.15 mg/mL Meiview™ [& 1%, 3% Meivi
Fluorescence

-33% HiBE

MelVISW

AWINDOW TO EYE BEAUTY A 4

A2 —E

[ Endothelial cellular cohesion
(T %)

100%
Basal 0.05mg/mL  0.15 mg/mL
Meiview™ Meiview™
active active
ingredient ingredient

#+#p<0.001 vs basal

v RS OHRE & WEMETOEBIEDRD

™IZH Y

-
M BB
.ODextr ° Apa- ,*
GiS 0 - oor
.o Ie.ooo l °
°
/MDextran { Dextra
NEBY n
 Eid
; %
v Vv

R ]

{ TEER 1 TEER
BB N:ipiclid
-2 5 T B

® ErREHERE (HUVECS)

o BRNKEEKIEN (TEER)

® Volthommetry

® 0.05, 0.15 mg/mL Meiview™ [& 1%, 3% Meiview™ =484
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Colored blood E £ YD F 4>

Fe*2 chelating activity (%)

‘IOOX

Control 0.1mg/mL 0.5 mg/mL 1mg/mL
Meiview™ Meiview™ Meiview™
active active active
ingredient ingredient ingredient
**¥p < 0.001 vs basal
® Intubo

® A, 520-570 nm

abs.

® Control (Ferrozine-Fe complex)

-32% Fe*?

MelVISW

AWINDOW TO EYE BEAUTY &

A ) 1—Ep

4

Control

Bilirubin degradation (%)

100% i
I I -349% Bilirubin
reereTe u m R .....'.............

1 mg/mL & mg/mL
active active
ingredient ingredient

***p < 0.001 vs basal

v' Colored blood-products i@ & B D<ED HEFHEL

® Intubo
® A, 450 nm
® Control (Bilirubin)
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AWINDOW TO EYE BEAUTY

A= DFY AT 21—

/ Melanin production (%)

106% 0.001 mg/mL Meiview™

R A=Y
ETETRTRTET = u n m e = = oo e 324 VeleDin.
60%
Basal 0.01 mg/mL 0.001 mg/mL
Kojic acid Meiview™
active
ingredient
***p<0,001 vs basal

o HEREEAS /A (HEMN-DP) V' Meiview™ [EAS=VEX DBV RERL:
& RUFT—4: AR
e 7AM

® Spectrophotometry
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MelVIaW*
science & biotechnologies E :

A WINDO\N 10 EYE BEAUTY \

A WINDOW TO EYE BEAUTY

\ -

( Wrinkle depth (%)

Placebo m 3% Meiview™ (average)

-16.3% vs placebo
._.117. EEEEEN EEEEEEEEEEESR
-2.2% -2.6% e

T7 days T14 days T28 days j Up to:

**p<0.01 vs TO

20 & Bt ERE *#%p<0.001 vs TO 4 -22%in7 dayS
i 35-655% v' -33%in 14 days
3% Meiview™E &) —L v -38% in 28 days

1H2[, 288/, EEO 5
PRIMOS




|_|PO-|_R\JE r _|\/VTM
MEVI3
AWINDOW TO EYE BEAUTY A

MEIVIEW s

AWINDOW TO EYE BEAUTY

SO DB E oy

TO days
== = . m— = — ® volll

% > DFES:
I v’ -22%in 7 days

v’ -38% in 28 days

® Vol13
o S0

—

% I DFRS:
| v -14%in7days
v\ -26% in 28 days

® 3% Meiview"EE&)—L
e 1R2[E,28HM, E0H5H
® PRIMOS
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EyebagsDi# 4> E

N -

[ Eye bags (%)
Placebo m 3% Meiview™ (average) m 3% Meiview ™ (responders)
11% 0.6% 5.9% s
placebo
LB B K] EEEEEEN]|
-1.2%
T7 days T14 days T28 days / Up to:
**p<0.01vs TO .
20 & BHEWERE #4%0<0.001 vs v' -16% in 7 days

e i T0 v -22%in 14 days
3% Meiview™ - )

1020, 28E M, EEO %45 v’ -28% in 28 days
PRIMOS
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EyebagsDjE 4>

T28 days

MelVISW

AWINTIOW TO EYE BEAUTY &

MEIVIZWS

AWINDOW TO EYE BEAUTY

E ]
N

% RRDETE:
v\ -4%in 7 days
I v\ -23% in 28 days

® Vol20
o sS3E

% RRDORHE:
v' -10% in 7 days
I v’ -19% in 28 days

3% Meiview™ B &1 —L
1H2[E], 288 M, EEO* 5
®  PRIMOS
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CEDRBD

MelVISW

AWINDOW TO EYE BEAUTY &

Skin color ITA (%)

+175% vs

HEEEE plxabd

1
oyl
W ; y
; | r
£ O | A6 K
@ 03
S
M
E
N
[ ITA categories skin color ]

P »

i a

ITA2 mean TO: 22

ITA2mean T7:24 ITA? mean T28: 25

Placebo u 3% Meiview™ (average)
6.1%
EmEn Emms
3.8%
1.9% #
T7 days T14 days T28 days )
**%¥p<0.001 vs TO
*p<0.05 vs TO .
p<0.05 vs placebo Up to:
<0.1 laceb
20 LIRS E R v +29%in7d
FE: 45-658% oin 7days

3% Meiview™ B &1 —L
1020, 288 M, EEO+ 5

Spectrophotometer/colorimeter

v' +30% in 14 days
V' +40% in 28 days

Responders:

v' 95%in 7 days
v' 100% in 14 days
v' 100% in 28 days

AITA:

v" +1.5in 7 days (95% vol)
v' +2.4in 14 days (100% vol)
v" +3.0in 28 days (100% vol)
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CEDRBD

MEIVIZW™

AWINDOW TO EYE BEAUTY

® \Voll
45 years old

Vol 20

51 years old
® 3% Meiview™EE&7)—L
o 1H2[H, 288, EEOF4

® Spectrophotometer/colorimeter
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FESNEDEEHIEBITETUIILVHR

MelVISW

AWINDOW TO EYE BEAUTY &

( Lifting effect on eyelids sagging (%)

Placebo u 3% Meiview™ (average)

m 3% Meiview ™ (responders)

1.0%

65% vol

0.2%

ESR=D=BHIETSH

T7 days T14 days T28 days
***p<0.001 vs TO
*p<0.05vs TO
#p<0.1 vs placebo
20 BOKEHBRE

TL B A A— S DT BT
3% Meiview™ Ee& ') —L, O ¥ 453, 28 A, 1H2E
ZHEDE#: 45-655%

PMROFEEES-D L
+2.3 T:IC‘ZJ: 18 (eyelashes joint) &AlL7=
Oy 2HDEOERMELTH
HLf=
Up to:

v’ +2%in 7 days
v +3%in 14 days
v' +5% in 28 days
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Non-Gender 3 &4

MeIVISW

A 1—

MEIVIZW™

A WINDOW TO EYE BEAUTY

BR, EST=D1=5#, <F, Eyebags&f=1=H>
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AWINDOW TO EYE BEAUTY M4

Technical Information .

v BHE: Meiview ™ AM)a—

v Marine biotechnological ingredient

v HRESE: 1-3%

vV ERARTEW: K, TANDDF—IL, YAV L,
HFVIVEET )Y IV, INFILRFEEY

v RXAT:HY

v’ 97.7% Natural origin (ISO standard 16128)

v’ COSMOS:RE

v AR Rk e [BOC
5 / =

v ORI KB




