ITAF - RILARA U RASH
FHEERIR R

- Black BeeOme : #EREIBTED IV NFICE D NF IV ORBER, HECA ML A ThbWHEYEZRIESE 5,
* CM-Glucan Forte : BILIRF U AFIBT IV Mg, RENT VY ADAE, TLILF—PT b E—E,

- Cider VNGR+ & Rice VNGR+ : BEFLEYIT ¥ X DEEY), LOpHIARE, /LI v Ty EE2RE

- LipoTrueft UEYREY > U — X

- MARSturizer : NE2RBIGEWY F 7 4 > MIAFE, oA T LA F 2V EEARZAE L, BIZRE. BIEN
U & AE,

*SIRTALICE : L » 2=F > EDFEFHRNE, BIsh) 7 b7y s> 7e8E, 2 bav FU T7oFEMHIEDLE D,
* SEADERMIUM : L « A =4V EOXHEAR, EEBICEEZ, . 2l - b3E3 2TV T 2HE,

* PAUSEILE : E— U > v XBHk, 7 I FEECABRSEEROLICL > TN 7B L, KOERFEDE
205, 140ETNAEBES< T2

- MEIVIEW : B4 EYBEX, F—2LT7A457, BEbYOREOREN., MESBUNRE. X7 if, 723
A& TTHE,

* ARCTALIS : 7' —> T > F¥BRE, ¥ 7TPREZFSIIC b —XILIZER, 7V—74 b XX =T HEEM,

- AEONOME : Agebiotcs & LN 9 $77= 7 Microbiome 3 >+ 7 b
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o« FEARDOMISTEDmicrobiome (MEME)
FERDBEEOERICES>TERIZEE
HI7IR3—THD

« NOMEYRFEZECT I LD K3
[T, B, /N 7HEE. AL
DEFIREICEFTEREERIETT

- EOEVCRERANCE>TELZSEITT
B, BMEIICE - THERD
> ZHRMEEIRNI LS, BTLY
RIWWVEEBWVENFET SDITTEE
LY

Skin Microbiome
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Skin Microbiome

42D DObiomeart T MZH
WT. BEDKRETTIHEADAN
DWEME (T EIFTHEERD®

2-’ #.% :*: o%\' W ’ R
Dé#-#:k.##.' g'li'idl:i N ~
« UALGACREGERS. BEY
B. s oRhE#RwRAGE
AN OMEIEZED/ANZ VR
ZHRY

Epidermis
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Black BeeOme™ ¢& Skin Microbiome (Al
MEME)

« NFIYEHEKISRHVIEMSRT
SIMEELAHE I EDESNTES,

« Black BeeOme™ [ L 72 \i&
Apis mellifera melliferalZ &k > TE4SE
=h. Zymomonas mobilis& Ly /N
DTUT CTREISELIFEEICEEL
NFIYDIT)UHY— (FEEE) T
H%

« Black BeeOme™ (X LR EZIT
FETHIOWMEYEEZRESE.
BECEZTEENVWEAEE
£9,
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(Apis mellifera mellifera)

Apis mellifera ligustica
The Italian bee, most
honeybees. abundant honey bee in
the world.

Apis mellifera mellifera
The ancestor of our

§ SWISS
il 47 R REA R

mEDIIKAEDE. Dark bee (¥ 0
/\NF ; Apis mellifera mellifera) &7
IWITZADALERIZEE L=,

ZDBREDOHR THERENEILL =,
A RIZEWNT ZhDFEHDblack
bee (A. m. m. nigra) T 5,
ZCI150FETERBD T YNFH
black beeMAEBHNDZ L FE ST
W&, WERRESA-CLDED
HAMEZTTLNDS,

%2  OETH#R L -t EERDIK
MEL-TULVS,
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Swiss Black Bee

WMEDNAINT =X VR IYINTF

& HE L Thlack beeld

o JEBIZEEDOH

e INEHROOZ—THEZETTLS

o FEEICERFTHD(ELULTEM)

s FHENFOLENFAFNNEFHE
4D

- BEHRELTHRDEDHDFHD
D—RH &> =4 =T BVarroa

(NAF7EZ) AOREEEDA

BEEAH S,
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Swiss Black Bee

« R A R TlZblack beelX £ BEZHIMN D
BEW., XEMIZEERIA TS

s RARADEDGFTOHDREIN
f=24 7« J7iblack beeNEET B,

« Black BeeDMREINTWLSERA R
DR R 1EARH 5Black BeeOme™
#BART A=OIZTNFIVEEDHT-,

§ SWISS
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Black BeeOme™® 1= I1Z black bee 3
MD/\F =Y % Zymomonas mobilis THEE
raga Al fi

Zymomonas mobilis (X T 4% / —JLELER
TT7 AT HHRIZE 2 T1,000&FE L, EPulque
(V7 B =2 5=HICFIASh

TlVf=,

Zymomonas mobilis [ZME—1E & ¥EiE & &
BOIKREIZLE-FEENFIYFDRY
A—X, J)ILa—XR, FILY b—REH
BEIHBZIEMNTES,

> A FLARRICANOMEYZZRESE
LFHBID-ODEEY
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Black BeeOme ™

Ao RE R

ERSRTE
Black BeeOme™ (@E 2 1 7 ; i&K):
(Honey + Zymomonas Ferment) Extract (Rgg9). T4/ —JL, K

Black BeeOme™ pwd (¥R % 1 7, 2&ZEHE M)
(Honey + Zymomonas Ferment) Extract (BB55®), YL FTFRA MY 2, K

% (Honey + Zymomonas Ferment) ExtractD R RBIE [NFIVIFR] &
[PAEEFTREEIFRR] D228 L THEMALATHEE

HERSE 1-2%

Iésj\g\zﬁg_[ T ,r 9‘_ - 7k)bx 9 ,f >**Et%-*i © Mibelle Biochemistry, Switzerland 2019



.
(1T\II-Y biochemistry
GROUP

TRROIMEDEOBEIO - —1t

ROVERINOBENE~NEELGCEELTRITT ., LOBARGHENEDOHESE
[ZIXIEEIZEBAMNMN S, > Black BeeOme™MANZ DEIEBEFEZ Y R— T3
RENZHRE

RERE: 748 (B34, xit44), 17-38 m&%

A#: 2% Black BeeOme™ pwd, placebo

FER: OWMEMEZRNTHICTE/ —ILISDSERKRTANZE®RE LT
®1EIZEMm

NS A—H—:  EMREONMEMEIO=——NDK

§ SWISS
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TRROINMEDEOBEIO - —1t

I Placebo ' 2% Black BeeOme™ pwd

120
s
8 = 100
ES
83 80 5
RCRNe)] - — -l-l- s, s,
- . 3 > ALABENOBEDEE
L | £ s B ELuEEE525
5.5 3 5 > Black BeeOme™ pwd % {3 F
[} SH P2
S 40 3 - LEEETIERLSEEDRD
C & N
e > I EMEDERIENEMN ST
o
gg 20 — v
2
0 1 1 S-807)
Before Immediately
washing )

After washing

ISWISS
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HEEARFLRBODANTGA—2—D
o] {8

FWERSRIANOMENZE EHIR LIMEREAT A —DF5 X 5 > AN 7HEe
EEZRILT H-DICHDMEME = RE

RERE: 22% (&ZfE164, B1E64, 29 — 69 %)

- Gel with 1 % Black BeeOme™ pwd, placebo

E=A:

Day 1 - 3 (stress phase): ALOMEMEZRINT I-HICT R/ —)LISDSIEE
THZ1B5E%% &7 L& &M

Day 4 - 5 (recovery phase): 1H2EIZ ¥ % &M

INS A —B—: TEWL & erythema (#IBHE)

§ SWISS
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HEX NLARAEBDINI/INS A—F2—D[E1TE

Day 1to 3

5x daily
washing with EtOH /SDS
& gel treatment

Measurement
baseline

Directly after
washing stress

Day 4

2 x daily
gel treat-

ment

Day 5

2 x daily
gel treat-
ment

1 day recovery
2 days recovery

AN

N

Stress phase

i SWISS
lodiy T4 F - RLRAA Ut RH

Recovery phase

S-756

© Mibelle Biochemistry, Switzerland 2019
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EEA FLRBDAI/INT A —2—DMEE

I Placebo 1% Black BeeOme™ pwd I Placebo 1% Black BeeOme™ pwd
600 ® 70
£
< % 60
£ =
2 500 =
) [ =
o o
35 8 50
€ 400 8
8 z
® o 40
T 300 o
@
2 @ 30
- a
£ 200 5
o M 20
§ 3
o
o 100 £ 10
= @
] £
= g
0 1 1 S-755| ‘E\ 0 1 1 S-756 I
Directly after 1 day recovery 2 days recovery “ Directly after 1 day recovery 2 days recovery
washing stress washing stress

§ SWISS
QUALITY
PRODUCT

1 % Black BeeOme™ pwd TIE TSR ELR L TEERX FLRAERFED
TEWLEFRAMELS . BIELEBN T

IAF - HRILRBA UKLt © Mibelle Biochemistry, Switzerland 2019
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FRIGADA/NY 7 & &R GERE

NTVAOBWIHMEMREIERATENVGANNREYR—F3 5> ST LI
Lz TS5 EREBERRRRIZ K > TRBETA 1 ) —74 AL TDBlack BeeOme™ pwd
DR Z=RELT-

HRERE: 234 (XMt BA, 19-57 &), TR, A4 UV—. b—UDBFRHE—722AL
HA#:  Gel with 1 % Black BeeOme™ pwd, placebo
ER: wFikisEE (HAD ~1824
B (XALAR kLR EE % % f=8non-hydrating shower gel ©1 B 1[a]3% %
INTA—A—: HIBEOTEWL (Tewameter)
BEEEDEAE (sebumeter ® SM 815)
BEDALDOHE—4 (BEEEDRE ZERKRF M2 5T(h)
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[}

Changes in TEWL on the forearm
compared to untreated and initial conditions in %

§ SWISS
IOUALITV
PRODUCT

1% Black BeeOme™ pwd

~

2

-6

-8

S-816

*p<0.01 versus initial conditions

IAF - RILRE A UikREH
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1 % Black BeeOme™ pwd TIlnon-
hydrating shower gel T #& B #illi %
FEOTWAICHEDLLT TR E
LB L TTEWLDZE L LWHEAR S
ni=
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2EMZEORIEEE EADI—EDRE

1% Black BeeOme™ pwd

10

1 % Black BeeOme™ pwd Tl& &
FEEALNOY—HEIHELT:

Improvement of skin parameters
compared to initial conditions and placebo in %

0 1 S-816

Sebum reduction Skin evenness

ISWISS
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RIEEECIDH—EOHRRTHIRE

Before After 2 weeks

5816/© Mibelle Biochemistry

REEEL EDH—1EDRE

§ SWISS
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O— IR EZRW-ET TORE
HANDRE

MBEMRICE I THEEMEDOR AT« THEZOHBERICELY . KKUBFEIEFE.
7."’( U_ *rHEO)Hﬂ.U)I.?& L/—Cnhngkéh—c-l:\é

> T TORRGA/INT A —F —DHEIZH T SHBlack BeeOme™ DR FHE
> NDAVITTRENDFA A ) =15 E D DL EHERE~RRRAR Z =k

BERE 22% (&M, 7T N, 19-41 %), REDW=EEBTHULN
ERR 2 % Black BeeOme™E &N —F<TY XY

fE=: ®IZ1H1E., 3BMFERA

HIE: BifF5rE: 1A B ORDFERN 51557 %

3-day-37& 3BfEFEAL-EH (4BHEB) D

§ SWISS
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O— IR AW -ET TORZEGAD
&=

2% Black BeeOme™

20

—_
o

dok

*k

o

BRI 15 min:

Hydration, elasticity, tonicity,
visco-elasticity TMZE L L [ £
& smoothnessM#E L L ik ZE,
I DD

Improvement of skin parameters
compared to initial conditions in %
w

0 ] ] ] 1 ] 5746 |

Hydration Elasticity Tonicity — Visco-  Smooth-  Wrinkle
elasticity  ness  reduction

*p<0.05 versus initial conditions
**p<0.0001 versus initial conditions
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&=

2% Black BeeOme™

50

40

30

BEHOERATO 38#.

20 2 % Black BeeOme™ [ Fid & &
LLHKELE

 AOER (texture) +35%

- osNgz<y FE+28 %

« Yy, NEBEZEH—M +46 %

Improvement of skin parameters
compared to initial conditions in %

0 | | 5-746)

Skin texture Mattified skin Unified
complexion

*p<0.001 versus initial conditions

ISWISS
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Decrease in skin lesions
compared to initial conditions in %

GROUP,

O—bRRVERAW AT TORREAD

&=

2 % Black BeeOme™

0

-2

4

-6

BHOFERATO 38#.

2 % Black BeeOme™ [£TFid & H 4
St

o RIAEMIEE 12%

. REEE 9%

Retentional lesions Inflammatory lesions

IAF - RILRE A UikREH

© Mibelle Biochemistry, Switzerland 2019
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O— YRRV -ET TORZEGAD
&=

2% Black BeeOme™

O i S-74IG
2 -1
£
gé _2
272 ’
£38
m_TE -3
= *é
20 2% Black BeeOme™ T AL D 7
o = —_— N
¢ HOE L LFD:
oF i o 15931812 2 % E
e - - 3H®RIZ5 % @
) y
After 15 min After 3 days

*p<0.001 versus initial conditions
**<0.0001 versus initial conditions

ISWISS
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O— IR AW -ET TORZEGAD
&=

BEFBERRO 2 TIEHETRIICTRO Z EAHIBAL =

WERE D100 M RE F = ITPPRE:
“NEFEohh < HRBEIRE THE

BERE DS W REIE FIEOPEE
“BDTAHYIMNMZ SNt
‘MABUNTVRERYRLIZ&SIZES”
“MMNENLIZ (pure)iE o=k SIZES”

FERE DILUAREF TP PRIE:
“WBE|7EZAEHNE o 12"

‘BN ZEFRCTHEBKEICR-E
‘“MERBEETAY LTy MURREBICHE L
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&

BASEAZIZTT Y FTERVEIA - Y—hkIRY
EBOINMEDEEBAE
AN 7 DIREE L 1

e THUVHRRFHTT
« Anti-blemishfl 5
. BT T

R—=7 T4 LDFR

IAF - RILRE A UikREH

HLOTHBOTMIEIZEBN-RA ADEICELZNFIY
NFIVERIMHEL DRF U TRHOEELGRM
ERELGIMMENZE~ADEEZT VX b
MRHERFHAD— IR IWFHY

in-cosmetics’ .
°°°°°°°° o Aort ariar BSB Innovation Award®
EE&E!EAR% 1 [ Innovation Zocr: n NATU RAI-
COSMOS & Eiseda =" \Products 2019
APPROVED GOLD 1. Prize Catagory Most Innovative Raw Material
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CM-Glucan Forte
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The Hygiene Hypothesis &4 { it

HHEOFHE-BEMADFHEI-L L
HRTT7UILF—HKE (7 FE—HERE
%, TEME, B, TAZTL) 2EVPT
LY

> BEOEADEEREIZE DL

(1989, David Strachan)

IS\NISS

WA T F « RJLRA A Uk L4t
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BEVATLETLILEF—

i SWISS
[ P S O P, T

FLULX—(TBEMEETHD, &
BEORTLIEREME (T LILT Y,
£, B&, BRilg, EY) ERET
o
RESRATLFA L, GOTY VE
(IgE) MR ZEETHLIZTKHTT
LILF Y EBEIRIGT 5,

PRI 7ZUILE—RICORERRE LS
EXAIUPMDIEEYE ERET
HITR b+ (BB MRRIZHEET 5,
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T Helper Cells - 2 VAT LIZHEITHE
22 il e

o 1) U/REK (RIEK)D—7E

- BHTHEL. MRTHAT S (Sh
NTHIRRIE I 2EBEHTH D).

« Powerful activators of effector cellsT
Jx 43—l (xovn 77—, i
S ETHIE & BHAR) DRAG TV
TAR—A—THHN., REKEZEE
FBLIEYRYAD T EIELAEL,

« EH2DODYTHA T Thl & Th2 #f
i

§ SWISS
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7 LILEF—: Th2 R0 BEE| R IE

Hygiene hypothesis (BI4{REE)  MDBFKICHERICHEY S5 INTULELSEE.
Th2lEWTEMAAH b, ThIIZEWTEDIA5N 5,

.14, Allergen Th1 immune
o responses

MHC Il with :‘ _— - No pathology
\ antigen / N 5

-
APC (antigen \

presenting cell)

Atopic
sensitization

Th2 immune
res ~d i

ponses % 29

g ke

IgE

Igpgzﬁ& T ,( F - 7|§)|,;( 9 ,f >ﬁit%*i © Mibelle Biochemistry, Switzerland 2015
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Atopic Dermatitis (AD) : 7 FE—HEE &%

. “ -

SWISS
loan T F . RLRE A UMK

7 FE—tERER EIF?

7 FE—HEE X (AD) (X121 KA
MHRERETHD
EDOWEE/N) T > TEWLDO L
Ft+

ltch-scratch-itch cycle (AP &-hr <
-DPHDHA T IL) - I % fiE <
=HIZMZEV > K ELA D AN
7IXEICHES A, T9FU2T
ﬁﬂéli%ﬁ’éﬁ:?& S ITIEME S
WMEMET LILT UHAREITEA
> BIEHREN
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Atopic Dermatitis (AD) : 7 b E—14 KR E #

AD@E&
R ZU 7L D A
B2 1E, O UEINT= S A 2RO
ORI (EEEL)
AL K AE
LIFLIETEEREICEDL D (e0.
Staphylococcus aureus)

i SWISS ‘ » » )
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Atopic Dermatitis

Allergens
Irritants
Scratching Further impairment
of barrier function
£ - Inflammation
o @ Release of inflammatory ® ltch
2 cytokines @ ‘Red ness
w
(&
®
@ ®
v
- @ P
&
® @
@
‘ @
- ®,®
\ @
oy \
Th2 _> ~'¢ "~ . Mast cell degranulation
T-cell activation IgE production
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iNnt=-RERLT DV T4

CM-Glucan Forte:x
5

ERARTEH : DILRFIAFIL-B-T LA Mg

CM-Glucan Forte /N EERRFED Z #E
B-JIhrEFREHRELTLS,

B-FILAvEFdEsint-fEmLENZED
o

INVEERRFEDR-(1-3)-7' )L H 131980

FERMOREATIN TS ERERHK
KIDS>B5M1IDTY,

Saccharomyces cerevisiae

SWISS
[l T4 F - RSB A vikstai
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Immune Trainerd& L TEE)

Saccharomyces cerevisiae

SWISS
[l T4 F - RSB A vikstai

EFEOHEMERTIXERDR-YIILAY
(EThiZZE5&1EL. 7 LUILF—EFEYN
Th2RREREMHEI T 5 &ITK DT
“immune trainer (B&E®D FL—F—) ”
ELTERT HAREMENH S DD
MoTLVB,

> BEOBR-JIILAIEThL/ Th2 X T
LDINTZ U RERYRLIGERADESE
iR oI RIREMENNH D
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JU

REIEICE TS Thl Arm DiR1k

CM-Glucan & PAMP
(pathogen-associated
molecular pattern ; &R
MEMEEDF/A2—2)

Allergen

Th1 immune
responses

Thi ﬁ No pathology

CM-Glucan Forte

\ TLR ﬂ
N
o -  Th0

Toll-like receptors (TLRS)

X WRAZRHZBRTH

PAMP

Th2 activation is blocked

o e Atopic
; B —— sen e
Y. PAMPZ 38 L C# s sensitization
‘%T%) immune
responses

IOUAUTV

Ay I F - RILRAA Ukkzteit
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Glucan =2 CM-Glucan Forte
ERDRTEGH : DILREFDAFIL-B-TILFH Mg

OH

M g2+

CH,OCH,CO0"

0]

OH
OH

SWISS
loan T F . RLRE A UMK

INVEBOMREENSD R-FTILA
D

AIRF I AFIVE (BHEE -
0.75) > KAt

Helical (~1)AJL) #EEIXEYSE
HItREE Z 9 S & D ICIEER
SN TULVEL

<RI LAFTUIEEX
NFD=ZRTEEEZRELTEE
t=E5%
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CM-Glucan Forte Molecule
Carboxymethyl (1,3)-(1,6) Glucan

M92+

CH,OCH,COO™ CH,OCH,COO"

o
=@ o o
e}
OH OH
OH OH

M 92+

CHOCH,COO™ CH,OCH,COO™

OH
OH

CH,

CH,OH

B -(1,3) linked backbone

i SWISS
losin T . RLRE A KR

M92+ Mgz+

CH,OCH,COO™ CH,OH CHOCH,COO™ CHOCH,COO

-0 o o e} 3
b . & & 3 -(1,6) branch
fo)
OH OH OH OH
OH OH OH OH

M92+

CH,
M92+

CHOCH,COO™ CH,OCH,COO™ CH,OCH,COO™ CH,OH CH,OCH,COO" CH,OH

GG EEEEE

i

glucose unit
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IL-1a (Interleukin 1- a)
RIEDREE, BOBRIMEDREZE S
e LFHRHMRIZEIYUnMENS DB Reconstructed human oral

epithelium (RHOE):
RYH—RR—rELET
oE  ORETSF /Y4
b D3DLEE

RBRTHAS

« Reconstructed human oral epithelium (RHOE ; B#5$t O R) THER

¢ CM-Glucan ForteZ@frBIICHEML - LR Z6BRI T LA o F 2 R—+F 5

+  RHOE # 0.2% SDS (XJENEE) & CM-Glucan Forte T/ ¥ a~"— 3>
HEWE: 0.1, 0.4 or 2.0 mg/ml CM-Glucan Forte

HEB/NAZA—F— IL-1a DI

§ SWISS
Ig'%\[%gg_[ T ,r 9’_ o '-h)bx 9 ,r \/**Et»%*i © Mibelle Biochemistry, Switzerland 2015
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1. CM-Glucan Forte OIn X E/ER

50

N
o

w
o

N
o

Inhibition of IL-1a release
compared to control in %

i
o

CM-Glucan Forte [ IL-1a
. : . D % 46% B S5

0.1 mg/ml 0.4 mg/ml 2.0 mg/ml

Concentration of CM-Glucan Forte

*p<0.01 versus control

© Mibelle Biochemistry, Switzerland 2015
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2. CM-Glucan (B IgE i Z H1Hi

o IgE IFERFEFHEHT H-DIZEEZTHS

- BEZIGE X7 LILXF—DRRELS

e 7 FE—ITWOEFRXMF IQELRNILAEFR LTS
c IQE ERIBHLERIERLESISEITEENAZSLD

BBRTFA
Anti-CD40/IL-4-activated B
cells

+ 0.8 mg/ml C'1-Glucan Forte

CM-Glucan Forte (& IgE D
% 26% HHT %

S-428

IEJ:QZL:\EE[&(T T ,r 9’_ 8 '-h)bx 9 ,r :/ﬁit‘%*i © Mibelle Biochemistry, Switzerland 2015
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GROUP

3. 7 FE—MHRERETILIZEITAIL-8IX
H T@® CM-Glucan Forte MzhER

HBRTHA v
IL-4/IL-13/IL-22/TNF-a (7 b E—E R EDIEMHAICHB MG Y A FhHA VBEY)IZE -
TiEM 1t &= Reconstructed human epidermises (RHEs ; BHEE E FRK)

+ 0.5 mg/ml CM-Glucan Forte

RS A—4—

Interleukin-8 (IL-8, BFTIRIEDND EE/NTF A —F2 —)DHEIH

IL-8 FEZEMRED T ZF /YA MIE>THRAIZRBESEoNTSF/ 94 FOENZE
FEI DS

Stratum Corneu m

Stratum Granulosum

" | Stratum Spinosu m

CM-Glucan Forte [ IL-8 D ik
HAE53% b5

S-428

SWISS

g'%\[%gg_[ T ,r 9’_ o '-k)bx 9 ,r ‘/**Et%*i © Mibelle Biochemistry, Switzerland 2015
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4. AL 2 0D il

AN TRIEA—CHZTH (7 FE—HOEE
[Z$LVT) Staphylococcus aureus HY#E#8: - 52 BF AT AE
bR A3

> =XE BmE, 7L (TELD) BB
RERTHAS >
1. Reconstructed human epidermises (RHEs : B E£E F&RK) & CM-Glucan

Forte THILIE L., MRS ~JL L 1= ((H-adenine) Staphylococcus aureus
bacteria/N\7 7 ) 7 # B X 1-

2. RHEsZ#%&, > FL—> 3 itilTH -1 S. aureus & H

IEJ:Q%EE[&(T T ,r 9’_ o '-h)bx 9 ,r p**it»%*i © Mibelle Biochemistry, Switzerland 2015
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4. RIS 2 0D il fiED

100

80

60

40

CM-Glucan Forte [&7 F E—14 K
2 BIZHFHEEICEST S
Staphyloccus aureus Z 4 & &
0 | S-428) ,5

0.1 mg/ml 0.5 mg/ml

Inhibition of S. aureus adhesion on
reconstructed human epidermis in %

Concentration of CM-Glucan Forte

*p<0.05 versus control
**p<0.001 versus control

i SWISS A _ » )
I © Mibelle Biochemistry, Switzerland 2015
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5. CM-Glucan Forte [XA/\NY) 7 #5819 5

HERE: 204 (14 &4, 6 %), 27- 61i%

Placebo 0.1% CM-Glucan Forte
0 l 1 BEICADZE R - =AREREAR P ITE IR
DEWNE
2 — ——— S8 Emulsion + 0.1 % CM-Glucan
Forte, 75+t R
* — — A

182[E], 28 B, #ifEA{Al

NS A—=B— ALDKSD (AILRA A —
A —), ¥ & (PRIMOS), TEWL

-8 — ———  (tewameter)

Decrease in TEWL compared
to initial conditions in %
o

&5
o

12 * e
Day 14 Day 28 CM-Glucan Forte [XFTEWLZFED S S
*p<0.05 versus untreated 9 Hjlo)/{ I) 7%%§§§1t

§ SWISS
IgRUC;)\[%HgT T ,r 9’_ o '-h)bx 9 ,r :/**Et‘%*i © Mibelle Biochemistry, Switzerland 2015



5. CM-Glucan Forte [EAl/

[7 Placebo ™ 0.1% CM-Glucan Forte

S-456

40

N
o

*%
*k

30 15

*k

20 u 10

10 5

Increase in skin hydration compared to
initial conditions and to untreated in %

0 L L 0
0 Day 14 Day 28 i Day 14 Day 28 P

Hydration Smoothness

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

IAF - RILREA VxRS

§ SWISS
QUALITY
PRODUCT

Increase in skin smoothness compared to
initial conditions and to untreated in %

.

(W[YI -9 biochemistry
GROUP,

) 7 Z5ik

CM-Glucan Forte &K% & &
LS ERESES
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6. CM-Glucan Forte X EJE & D6IE IR D EX
i 7z B

BREXRIZE L1083 L TR =

HERS

Emulsion containing 0.04 % of CM-Glucan Forte

EA:

Eczema patch|ZT 1H2[E %7HFH

fER:

CM-Glucan Forte [£7 b E—1REXDOEKRDERRZ R L=,
+ AN ZBNEFIZ2EIZ9 5: 80%

+ EARDIREHALRE: 70%

+ “General well-being (—fi%RI7%ERE) "D R L: 70 %

§ SWISS
IgRUC;)\[%HgT T ,r 9’_ o '-h)bx 9 ,r :/**Et‘%*i © Mibelle Biochemistry, Switzerland 2015



(W[YI -9 biochemistry
GROUP,

6. CM-Glucan Fortel& E & X D6EIR D ER
i % %8 B

[7 Initial conditions

Self assessment scoring
of skin parameters

§SWISS
QUALITY
PRODUCT

10

7 0.04% CM-Glucan Forte

1 S-566 |

Itching Irritation

*p<0.05 versus initial conditions
**p<0.01 versus initial conditions

IAF - RILREA VxRS

Tension

Dryness

Redness Roughness

© Mibelle Biochemistry, Switzerland 2015
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IMDORIEDRTLDINTG VRAEEY
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RIEEZTH C LI-ALZTFHE
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Kosmetik

Herbasol®Vinegar& VNGR+®
An Ancient All-Rounder, Newly Discovered

We make beauty natural.



At a Glance

Herbasol®Vinegar& VNGR+®

— An Ancient All-Rounder, Newly Discovered

Vinegar (BF) [dEHRASFBINTWI-ZHEeERRE
oVinegarldpH-FAEITCKIAD I L >V T ZA—=IUHZITT
CTATE, FEFEVDOBRVAT —IZRE

VNGR+ BEEX X =DV Z RIS, BODTOPOHNLE
rEHITETREB L

eHerbasol Vinegar & VNGR+ L F X [F[EE (TBIRI NKAD
apple cider vinegar*°rice vinegarz N\ — X (Z L =Bk 4 7B D
MM TH D, INDIETA Y —~AT—PRF LT TADE
BRI & 12 %

— holstein




Hair & Hazard -The Challenge to Make You Shine

ERADOBEICFEZLER 5

RENLGEZTIEF 2 —T 4 ZILDRXT —(scale)ldBALTH Y .
KEILRDO O TH 5,

{ELFAIB(TT7ILA Y EpH~FEET S

7L Y EpHIdscales EERE % D A ZIRICH T BEXRME Z il
ToREEICL TE A=A 5Z2TLES

INITYVOEIEY E WS TtEFEERTA—KR—ICEEAXE5Z 5

—ﬁ

cuticule: d  hairand g chemical hair treatment
outer layer of the hair, skin neutral es alkaline pH
its structure is linked with pH |

cortex =% — e - ‘
A smooth and healthy rough and damaged more negative
g g

) : ; B " electrical charge
hair surface hair surface and friction

pH

0-2 3 4 5 6 7 8 9 1014



Vinegar

SO NTZRF T T EAT TR

e Vinegarld & X — I AT —~FHEDNDBENBRY VY EZE5X 27120 DBLRERYE
THD

s VinegarlI oM LEREETH ) HEERFFIBINTWS:
ORmERE LT
Of2REkl e LT
ORMEL LT
OftttmErlEe L T

cuticule: hair and
outer layer of the hair, skin neutral
its structure is linked with pH 52-56

e

cortex . E '
medulla smooth and healthy rough and damaged /ﬂ er;g;ﬁé;e'g:ht;ge
U Ui 7 and friction

pH

0-2 3 4 5 6 7 8 9 10-14



Vinegar

fEMEmERIE LTI ILTF R X T8

« pH-SABE I L VDV IATHT T
OVinegarlipHZx B> & 3
OVinegarlZFE LM ICHEICENWIZT
OVinegarlIIE 1% H D
OVinegarldBEF DR Z e ET 5

cuticule: hair and
outer layer of the hair, skin neutral
its structure is linked with pH 52-56

cortex - :
: = more negative
el Sy smo;nh andfhealthy rough and dfamaged /E electricalgcharqe
air surface hair surface 7 and friction

pH

0-2 3 4 5 6 7 8 9 10-14



Vinegar(C L W@l &V vV aciE

Strains and Deposits
@, « alkaline pH, friction
(€3PS « lime, dust

unruly and uneasy
comb experience

strained and impure hair
with rough cuticle

light gets
refracted and
absorbed, resulting in
a pale and dull hair
appearance

Vinegar
- natural pH balance
- gentle cleaning

detangled and
easy-to-comb

pH-balanced and clean hair
with smooth cuticle

light gets evenly
reflected,
resulting in bright
and shiny hair



Vinegar

bHERERIE L TIETILTF R R Y

e pH-FABIE I L VPV IAT T
OVinegarldpHZ B2 1 5
OVinegarlZiZ2HhH D3 RICENWIZT S
OVinegarlZImE 1 ZH 2 (77X L Q)
OVinegar |35 DTEIR 7 B &

s INDR T ZTHMREY T Ly o
OVinegarfZhixsee—) v o7& oL v v 7 H|
OVinegarlZ lOEE/N T Vv R =8 ESHE 5
OVinegarl$3E 17 H 2(ALENIIXT L )
OVinegarlZdU 7L w2 ¢t R#ES5Z 5



Vinegar-based Cosmetic Products

Hair & Body Care

Raw & Paleo
Wildcrafted

APPLE CIDER
VINEGAR"™
SHAMPOO
Hair + Body Wash

")

element Fire

YVES ROCHER

£
VINAIGRE DE RINGAS
ous doc
Vlnal:yc‘:d'c Fi nﬂ"’zl,:'
Sana siliggas - Sers 1

MORROCCOMETHOD.COM

For All Hair &
Scalp Types.
mm
MADE IN USA
12.0 l oz 354 ml

holsic hair care

ihe wltimase in

8FLOZ /237 mt

Tnsvam:GAR
T hais typos
Rl‘pbq:ryyovim':"

Scane free P (|51

CHEVEUX - HAIR

L holstein



Vinegar-based Cosmetic Products

Skin Care

FREEMA

%MMW
APPLE CIDER VINEGAR
4-IN-1 FOAMING CLAY

VINAIGRE DE CIDRE ARTISANAL
4-EN-1 L'ARGILE

-
L

CTE

u 1070
BLACK VINEGAR HERB ONEOSEVEN
% ACNE MASK 825 Sulightened Wisdom
Exm;ﬁ fookiry=) E{"@n; 107 Secret Formulas
OILYOUNG
ROSE

mask, scrub, cleanser VI
&toner for radiant skin A . ] 7///,‘\ ; NEGAR
etopaed, masque gommage, et toner L35

s1pes e oot pour une peau écstante

6.0Fl.0z. /175 mL

120mi/ 4. FLOZ

L holstein



Herbasol®Vinegar: \ \
FE%) T % X & Apple Cider Vinegar®® 7 L > K

Swiss Organic Apple Cider Vinegar

acetic fermentation
(+ non-GMO bacteria)

X -y
Organic Apple Fruit Selection Alcoholic Apple Cider
mechanically alcoholic
pressed ) . fermentation
(+ yeast)

Organic Apple Cider Vinegar

Apple Juice /E\ holstein



Herbasol®Vinegar:
Blend of Plant Extract & Apple Cider Vinegar

Vinegar: Apple Cider Vinegar
B OK/PG, 7/ FLIR =) ITTFIAFUAT LY >

G‘,: ~* Apple Herbasol®Vinegar Extract PF

RO RTEGIR: K, PG, VY IREIFR B, 7/ F3IT X/ —I,
IFIANFIINLTY LY v

* Raspberry Herbasol®Vinegar Extract PF

PENFRRELIR: K, PG, FAFIT XX, B, 7/ F>T X/ —IIL, T
FIAXFINNTYEY

* Peach Herbasol®Vinegar Extract PF

PN FREIR K. PG, TEEREEIXFR B 7/ FP TR/ —II, TF
IANFEIINLT LY v




Herbasol®Vinegar:
Blend of Plant Extract & Apple Cider Vinegar

Vinegar: Apple Cider Vinegar
Bk 7Y v EyILE VEEK TR EEMENa

» Blackberry Fruit Herbasol®Vinegar Extract GlycerineSB

DR REIR Kk, Uy, 4TIV TAFIRE
TH R, B ZEEMNa, KE{tNa, VIl E VK

* Honey Herbasol®Vinegar ExtractGlycerineSB

PRDTRREIN K, U NTFIVYVIFR, B &
B EENa. KE{ENa, VL E VEEK




VNGR+®Range

Zero-Alcohol Tinctures from Ancient Times

EE&?ER)T\
RAW MATERIAL

COSMOS
APPROVED

Cider VNGR+ Rice VNGR+
— holstein



Phytochemical Analysis

Vinegar/ Glycerin |3 & 74
H T L

Mallow/ Nettle Chrysanthemum/ Polygonum

. Tgctures (FrxF) FEERCHE

* VinegarlZ 7 /L — LiiH BN -RE:
OEWEEDPFHER
OHE3 L EEWL
OEBMICT7NLI—T ) —




Cider VNGR+® —

: COSMOS
European Hair Care Concept APPROVED

e Mallow (£=7F4) DIE & nettle
(CA43TAZ07Y) /N—T%apple
cider vinegar& 7 U 1) > THIHE L 7-
IFX

« COSMOS-ZREE/R R}, 99.55% natural
origin

- RIS E:0.5-3%

« PRYODFRRELIR YR v HEE,
K TIVFHIAAhITFR, L=

THARILFR, EEEFMENa, VL
B BRK

L holstein




Cider VNGR+®

Organic, Swiss Alpine Mallow Flowers

o XA RTILT AHEICHFE
o BRI, E. MIAENR

c BRI TRFEZEF >ERMNRE EE
OBRWVEDRIE R 7o X %Y KR—F
OV v ZA—=T%%lF-lle’md
OfFEN % B
OUN-RA VRS %)




Cider VNGR+®

Organic Nettle Herbs

* Nettle DI & RIFEHAYICMAD5EF EFRIEICHHAINTET:
« RFRFCHAIEFRATHOND

« NT TR Tlinettled TF X |LEI(C ICFASNS
OQEKE D 75 B E
ORAD~NT Hh 7 —~EFEZIE S
OBEFEZYHR—h




ex vivo Activity

Cider VNGR+®|dStrained HairZ {E18 L SR E % &
X =T % FBHd 5

B rY:
o v T —HAIZH T A Cider YNGR+ D EEE1E xh R % 5T

Design Blinded, placebo-controlled, randomized ex vivo study

Bleached, straight hair from a Caucasian donor;
Test Panel 3 hair tresses per test substance

Shampoo containing 1% Cider VNGR+ or not (placebo). 60 ul shampoo

Test Substances per gram of hair tress

10 consecutive applications: massage into pre-wet hair followed by

Application Frequency
rinsing off after 2 min.

Expert grading of hair damage before as well as after 5 and 10
applications using SEM (Scanning Electron Microscopy) high resolution
images and a 12-degree scale ranging from 1 (intact, healthy condition) to
Primary Endpoints 12 (severe condition).




ex vivo Activity
Cider VNGR+® I Strained Hair z 118 L SBE LR X X — P % FBh

S - .
<z 48
+ y L, } 3
O} 7 —
d ; 3 3 ~
> i 2 S .
— ‘ ey
()] \ Y s e «
B - . ¥
o F B
o | Pl g v
> | o ! -4
e A - )
e s
. -!" L [ | S 3 ‘,
5 ~ ) -
>
Iy
i
o]
o
Q
o
o
o
t0
%{\:I: % .

* 1% Cider VNGR+ |J5[E{F R ICERBZ RO LA X =V 2R Fl-Fa—T 47
7&/'%’075\ L7-

* Cider VNGR+ ’C&JE L7cF a—T 4 7IIVITBELRF=RM L 7-1001{FEH%Z T
HLEEDH VIRREZ MR L 7=

e WHBICT 7R vy 7/ —TUEB LI -F2—T 4 7ILTIETRNIETL /-



ex vivo Activity

Cider VNGR+®IZZ . L 1-FBEZBE LEZELLEFL A -V %
SRS

150

s 100,

Hair Damage [%]

5

o

Number of Applications

EE Placebo Il 1% Cider VNGR+

+ =N
Mo afl .

* 1% Cider VNGR+ (3. B L/-FEEXREAZBFES>HNICL TEBEL, TEX
A= &



Rice VNGR+®

European Hair Care Concept

-

e Chrysanthemum (%) DTt &
polygonum (VIL KX 3I) DIRE%
ricevinegar& 7' ) > THIH L 7-
T+ X

« COSMOS-52EF/E %1, 99.55% natural
origin
« R EE:0.5-3%

« PR REZIR: U v BE

K VILKR &2 @I#X\#7m
TXR, ZEEFMNa, VILE K

Et’:’é“c‘ERT%

AAAAAAAAAAA

COSMOS
APPROVED




Rice VNGR+®

White Chrysanthemum Flowers

e RAROFREDILDEEIZHINE

- METIZEEIBIBIZE DIEHIERY 25
‘Y5

e HRTIZZDIEEXREFRDFINE L T 3;

CHDIEBARDNRAKR— DT 7L ALTH
5

« ZOTLIZZHETHD Z NN T L S:
OBECEED T €M
O DES o
OB 7 FIAT v IHE



Rice VNGR+®

Polygonum Roots

e METIXYILR X I ZEREEFEEZENDE
@E%;T%%t%zbﬂfu

« FEANICE > TIEHAIICED & S (SfEH
SNTELHLDHEEZ L DIERDBE SN
TW5%:

OF Hle&
OFZ%E{T5
OXRRDEZZIRET D

SRR OFIR TIRIERE A B A R0 AR
MEAHIEE L T LB




In vivo Activity

Rice VNGR+® [IWet X 7= & Dry HairD Y ¥ & REZ M £ T 5

HaY:

s EEZ2DBDUEICZH T DRice VNGR+ DR D 5

Design Double-blind, placebo-controlled, randomized, comparative half-head test
20 women between 26-66 years, with mixed hair length and thickness, none to slight hair
Test Panel greasiness, medium to strong hair damage, and dark blond to dark hair color

Test Substances

Shampoo containing 1% Rice VNGR+ and placebo shampoo

Application Side

Head

Application Frequency

Single application: pre-washing with 4 - 5 ml and main-washing with 2 - 3 ml of the test
products followed by hair drying

Primary Endpoint

Wet hair: Combability, detangling, hair feel
Dry hair: Combability, detangling, hair feel, shine, manageability,
bounce back, anti-electrostatic effect

The differences between the test products were rated based on a scale from -3 (placebo
shampoo strongly better) to +3 (shampoo with Rice VNGR+ strongly better)




In vivo Activity
Rice VNGR+® [ZWet X 7= |&Dry Hair® Y ¥ & BEZ A LT 5

Wet Hair
Better with Placebo Shampoo Better with Rice VNGR+ Shampoo

: Combability
Detangling

Hair Feel

-1.0 -0.5 0.0 0.5 1.0

SN et
e 1% Rice VNGR+ [Iwet hairEB#E L < &XZEL 7=

— holstein



In vivo Activity
Rice VNGR+® [ZWet X 7= |&Dry Hair® Y ¥ & BEZ A LT 5

Dry Hair
+ t +=A , o
[\ MA@ FFH Better with Placebo Shampoo Better with Rice VNGR+ Shampoo

* 1% Rice VNGR+ (I dry hair Conttiy |
GDE 75:% [./ < a&% [_/ f: Detangling

X T —MAHIZHIS
% Rice VNGR+ I UNE
20V NV aEHrH L, | —
XTI EHEEY ZMm L - usicrosacree [
=7z D —

0.5 1.0

— holstein



Summary

Herbasol®Vinegar& VNGR+®
—An Ancient All-Rounder, Newly Discovered

VinegarlIpH-SAET & 7 L v v J{ER%Z$H D

F 4 |ZHerbasol Vinegar & VNGR+ L F X 7 122
Cider VNGR+ & Rice VNGR+ |& FEEs R % =9
OZF L1-FBEDEE

Owet F 7z (Xdry hairdD ™Y ¥ = &

Lipoid Kosmetikft Dvinegar-based extracts|3 X
RDEBEF /IR F 27 T OTERINAT
H 5

—_ holstein




Herbasol®Vinegar& VNGR+®
—An Ancient All-Rounder, Newly Discovered

* Hair Care

O F IR F 7= 1 HLIBE DIEE B A
OFBEDY ViR Y OtiE
ONRFLIEET v T8RO 7L v a PRI

» Skin Care
OF F 2 ZILHEAR. toners¥°tonics
OAcne-prone, blemished skin® H 7K — k
OfEvhrnanr—1 v ralg

L holstein
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HYDRASTASIS FROM OUTER SPACE
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MARSturizer (v —2 kv 54+ —)
Bsh R & BIzh /N ) A
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https://www.futura-sciences.com/sciences/actualites/nasa-atmosphere-mars-sonde-maven-raconte-son-histoire-60382/
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AR /ODU7TT4/|\ (7'1_'(/\}”) 039?@?'@1%@5%7)‘ = ﬂé%@?li\ix_@?o |



https://www.nasa.gov/jpl/mer/pia18604
https://www.nasa.gov/content/rio-tinto-spain
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® Skin daily protection &
repair
(ARFEZNREIETR)

g Moisturization

(FRR)

®  Amelioration of

kin regeneration

(BEHOEE)

® Reinforcement of
skin barrier

(NU7HkBEDsR{L)

-

Missions aboard the HydraStation
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\fv ,’\ \ MoistA.Jrization /

Natural Moisturizing Factor (X%
RERF : NMF)REE,JUE0—- IR
ERIER. MLORAETHCEEUDE
EFOLEFSHIE (FIRE L)

KT Z7F /YA b, BRA (HEKa)
© 0.1 mg/mL MARSturizer™ (2% MARSturizer™|Z4H2) 24k
© RT-qPCR (FEZHJ PCR): b -
* GBA (Epidermal B-glucocerebrosidase): RIAARME S Uz A —)L% 23— -AQP3 (Aquaporine 3) : facilitate water
N transport
DR IND T E TNMFDEEICEEES -LIPN (Lipase): REMEMIULO—)LEROIEE

it




ORI RIFORE
(T5F /91 hOET
£, %)

v ENRETZF /YA, A (HEKa)
© 0.005 mg/mL, 0.01 mg/mL MARSturizer™ 245

(B DFINE X Z 112 110.1%, 0.2% MARSturizer™ |2 8%)
¢ 4 mg/mL Glycerol T24F5fE (0.4%IC1H%)
& MTT method

fel.

~ NacCl

Cells protected
from
dehydration

NaClDHypertonic i ,Tﬁ
(GCEA e =] 5 Eh
X

NaCl +0.01
mg/mL
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atechnalogies

TO, MARSturizer™
® 0

BEEETRE SRS
({542 3 Basal i (ISF /91 NEE, %

@ I ¥ HEKa H
¢ 0.1 mg/mL MARSturizer™ (2% MARSturizer™|Z1H%) T24fF EbERETZF /YA b, BA (HCaT)
i 24h

© RT-qPCR (FEE M/ PCR): 0.01, 0.05, 0.1 mg/mL MARSturizer™ (0.2%, 1%, 2% MARSturizer™ (=48
© CDSN (corneodesmosin): proteloyse of corsneodesmosin (2 /L %)

FFATREYY) OEEBEMKDRISERS ORI In vitro scratch assay: in vitroffi A EEFE DT ICERI T Y — X F T LA FiE
= 2 4|18

1 ZE]




=

\EQW — \ Amelio\ation of Lkin regerération /

urizer™ (3Ca2* FvxIL TRPV %Z

: 7L NAFEDTY MO—-UCBNT
(ﬁg ﬁ ﬁasa.) 1 e S5 )94 MEFEDSMERICHUT
— ’ -Cadherint DB EAERICEZ/NUT

MARSturizer™

~

B
b bRETTF /YA b, KA (HEKa)

0.1 mg/mL MARSturizer™ (2% MARSturizer™(ZHH2) T24KF
B

RT-qPCR (E £ PCR):

TRPV3 (Transient Receptor Potential Vanilloid 3)

TRPV4 (Transient Receptor Potential Vanilloid 4)




J—-=Jp(RI>AO-F (CE) BE=FH
i)
(1527 xf Basal)

v ENRERTZF /YA b, BRA (HEKa)
* 0.1 mg/mL MARSturizer™ (2% MARSturizer™|Z1H%) T2485R
* RT-qPCR (ZE £/ PCR):

- STS (Steroid sulfatase): O L X 7 0 —L&AICE S

- SMPD1 (Sphingomyelin Phosphodiesterase 1): #ifg/\ B & % Gk &t 5 B - v
* f © IVL (Involucrine): A—=7 7 4 F T~ 00— 7RIEEA
¢ TGM1 (Transglutaminase1): I—=7 7 4 T ~NA—7ERICBEET 58

E=

REZABEBEEMI—2TJ74 RI>AO- T84k, AU\UT5R
1t ZNICLZADHydrastasisICBN2EEFOFIRE L.

+ SLC27A4 (Solute Carrier Family 27 Member 4): allows translocation of long-
chain fatty acidsfREEfE R % $nfE & & 5
* ELOLVL1 (Elongation of very long chain fatty acids)

© KRT1 (Keratine)




A/7

Placebo +IR/UV
(E-cadherinin , T6 days)

. E-HRAUSFIE
(T6 days, %

E-HRAUY (5 REY—LA
(intercellular Junctlons)

I

¢ B FBARMAMER (40 years old)
© 1% MARSturizerB2 &2 U — A
¢ 720)/cm® R




MARSturizer™ application

Histology sampling ]
Placebo+ IR/UV.
Thymine dimers in , T6 days)

IR ¥ UV 2FE(FZDNACHF
1% N‘IARSturizer""* IR/UV 53:5\/9"(7_0)%532’&:’%@?5
Thymine dimers in , 76 days Bﬁﬁbt?:\/ﬁgb“;tﬁ%in
BLFIH47— (CPD)JES
N

n wtreated

¢ B FBARMAMER (40 years old)
© 1% MARSturizerB2 &2 U — A
© 720J/cm? IR




science & biolechnologies

GIRIOBEL —TEDEAVDIDOHKRAE 5520 % ‘

DAV ERE

“EHp: 35-55

2% MARSturizer™ B85 7 U — L
1A2EB4 DIL—F 4 > & LTER
Half face

Corneometer®

% & +39%
EN90% U L

: T RCIEn 7
#%%p<0.001 vs TO ; ZEHif: 35-55
*#%p<0.001 vs Placebo 1% MARSturizer™E2 &2 1) — L
p<0.01vs Placebo 1H2@ B 4 DI —F 4 >Volar& L T

A
BIROERME, £ 7134




+15% vs
placebo

T0h T1

| / 2
O BERIOHEL—TEOEALONO
I % D20 4 DA MEIEERE
¢ fE#p: 35-55
¢ 2% MARSturizer™ B85 7 ) — L

***p<0.001 vs TO
***p<0.001 vs Placebo
*¥p<0.01vs Placebo

C1E2EB4 DL —F 4 v ELTHE
A

© Half face

& Corneometer®

| +14.6% vs

placebo

1% MARSturizer™E2 &2 U — A
1H2[EH 4 DL —F 4 >Volar& L T

A
BIOERME, £ 7134




= O /
v
f\\ Moistu ization

© §Z 2
%020 B OLMERERE © Half face ;
o 4Ffip: 35-55 © Tewameter 300° & MoistureMap MM *$%p<0.001 vs TO
o 2% MARSturizer™ BE&5 2 U — A 100 : : *%p<0.01 vs TO
TP NS A S
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MOIStU Ization

(B8,% )

© ERIOEL—FEOESLOIOKRA o 1IH2EA4DL—7 4 > & LCRA —
%+ 220 D MHEFEERE ¢ Half face —_— . *#%0<0.001 vs
¢ SE#f: 35-55 © Tewameter 300° & MoistureMap MM . 0

¢ 2% MARSturizer™ B85 2 U — L 100 **p<0.01vs TO
*p<0.05vs TO




- \”}\ \ Skin ﬁeress

science &

)\ (B8, %) ' R | o I GRF A %)

i oay
© fﬁﬁ“ 35! 55
o BRIOEE—FOESLONO o 1A2EB4LDL—F4 Y E LT © 2% MARSturizer™Bd &7 1) — L
Fd kD20 & DI MIEERE 2| ¢ 1H2EH4 DL—F 1 “Volar& L TfE e
¢ fEff: 35-55 © Half face H *‘p<0 01 vs Placebo
¢ 2% MARSturizer™ B2& 7 U — L ¢ Cutometer® © ﬁﬁ%a)ﬁ%‘ﬁ, EE7-l3E #p<0.1 vs Placebo

e




J\ (&, % )

CERIOBEE—EOEAVOMO o 1HEB4ADL—F 4 > LTE
Ind % H D20 & DI MEIRERE A

¢ FE#f: 35-55 ¢ Half face

¢ 2% MARSturizer™ BE25 7 1) — L ¢ Cutometer®

(3
v
v

v
(3
(]

) GRT4. % )

: .4
EZIRHLDBody % b D204 DIRERE gy ..
£ 3555 T ﬁ S
2% MARSturizer™fg &2 U — L

1H2BB4 DIL—F 4 > & L TER

BB ERME, £ X7 I3H

Cutometer®




science &

3 (BA. % )

O RINOEL—EDEAVLDAOD
% D20 2 DI MEIEERE

o 4Ffip: 35-55

o 2% MARSturizer™ EEG 2 U — A

¢ 1EEIH4 DI —F 4 > E LTE
A

© Half face

© Cutometer®

#H (RT1. %)

o FIRHLDBody % 1 D204 DIFERE

o SFEip: 35-55

© 2% MARSturizer™Bd &7 1) — L

¢ 1H2EIA4 DI —F 4 v & LTHER
¢ BIOERE, £E7EA

<

Cutometer®

**‘g<o 001 vs

- Placebo

**p<0.01 vs Placebo
*p<0.05 vs Placebo
#p<0.1 vs Placebo




science & biolechnologies

X 3
N 2
N

PN

)

IRMOBE L —FEDEAL DD
% D20 2 DI MEIEERE
£EHif: 35-55

2% MARSturizer™ B85 7 U — L

A
© Half face
¢ Cutometer®

"L E A\ OBody % b 020D REE

o fEHf: 35-55

© 2% MARSturizer™Bd &7 1) — L

¢ 1H2EIB4A DI —TF 1 > & LTER
¢ BIOERE, £E7EA

v

Cutometer®




HRIOBEE—TEDESLVOMND ¢ 1H2EB4ADIL—FT 1 & LTE
bk D20 4 DI MEIEERE A

o fEH#f: 35-55 * Half face
2% MARSturizer™ B2 57 1) — A




=. %)

fI3t (A ANBJOL> =62

EBFDENEIOES S
=, UTHRH#z 5235

- B e
C BRINOBEE—TEOEEVDIOFRA%E D D20 L DL ERERE
o ZEH: 35-55

¢ 2% MARSturizer™ B85 7 1) — A

e

¢ 1A2EB4DIL—F 4 > & LTHEA
© Half face

©~ MEXAMETER 18



\ : - — = - *p<0.001 vs TO
C ZBIOEE—EOEAVONORAES D0 ZOKMEESE © 1H2EB4 0L —T 1 > & LTHER oLy

o fE#f:35-55 ¢ Half face *p<0.05vs TO
¢ 2% MARSturizer™ B85 2 U — L * Spectrophotometer/colorimeter CM-700D *p<0.05 vs Placebo

R




MARSturizer™ (3l h
EOEB) ZHET

O ZRIOEL—EDESVLOMN  © 1H1H
DIH%E H D20 ZDOREEEFEE o Half face

o fFHp: 35-55 ¢ Tewameter 300®

¢ 2% MARSturizer™ fg& 2 U — L

D ERIOBEE—EDEAVOMN  © 1H1E

DFH% H D20 AOXMHEERE ¢ Half face

o £ 35-55 ¢ MoistureMap MM 100
o 2% MARSturizer™ ie &7 U — A
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cience & biotechnologies

Missions accomplished
aboard the Hydrastation
e Moisturization

(tR2)

® Amelioration of Skin
regeneration

(ABEDE)

Reinforcement of skin barrier,

(A7 D3#AE)

Skin daily protection &
repair

N (NOREZRAEE)

Applications

MARSturizer-

HYDRASTASIS FROM QUTER SPACE

N—-Abs51H—

Face & body 7 7#

RRER

ENshiEE READRIERNER

SRNRAUEE

HEMREMRLEE




Inspired by Mars

COSMOS é
APPROVED
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science & biotechnologies :

SIRTALIGE

A FREEZING BIEASISEROM THE DEERISEA




. holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

-

Marine bio-research, more than water °i‘\
© Ocean, #IKDE AR, 1XT=21=5%BFRINTZ(TTHY, FEFEREARDOEHMN
20\

© BORSPHAIZEST, EOMBMEN Y [ EOEEBNE L DIRB AN
T3

¢ BARMEAEH AL, LIPOTRUER IZFHR 7 /77 EHADFIRDGNERM EL THAE
MOMBEDIAL YL aVERABELTLNS

22,000 Ll EDEMMNEFE

Malaspina Mediterranea® Marine cnidaro® Halophyte Etreme aquatic
Expedition Expedition Plants* environments

W EBICHEHOHFREDH ST /T TRBUTFEARSA TLVEL

'Y C
LIPGTRUE
[Eppr— * Courtesy of IMEDEA: Arthrocnemum project, 2015



I holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

Malaspina expedition, inspired by history %‘\

1789 FE DEADTRICRIH S h, B
FRAEMRMTHAPOMRICHM

(f

> 42,000 #78 LI Lo EFEKiE

350 Ll EDiEKY VT ILEFE

(f

120 LLL DR D HAHKZ BBt

(f

(f

EL58RE, RE BN EELE
=R

Courtesy of CSIC: Malaspina expedition,
2010

LIPCTRUE



. holstein §|R FALICE

FROM THE DEEP

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

© HTSHHTTD MALDI-TOF MS&16S ¢ FSIUROYTREHORERER)EANT
ribosomal RNAY—HO TR IZ& MO RhEEE AT

HERLEMRO D EERE
O RUBHTE=HREEZLOHRTITAIR

O ARARAOSIHR (RBEP) IZKSMEMD $£#5B5=HOSmart data
e bt = 0]
¢ 2DMELEK:

> REOERAD=XLDOREE

> BEDERAANZXLIZHT BHAX
N7 OT4TREERE

@ E#DPhylogenetic '
e tree (REEHD

a"“ {”o@ ~. SMART
3 és V DATA

BIG; U G ¥
LIPVTR_WE DATA



L holstein SIRTALICE

FROM THE DEEP

Sirtalice™, a freezing blast from the deep sea "'\1\

Sirtalice™ (ZMalaspina O & F(ZReunion Island (L1=# 2 & AV K¥)EB TR
MEN=-MEMBREDTIT147 ) U RE

YUIENE—A(XBD
EORH AL THRTE
DBEEWETHOTND

61°24' 42" By LLDPL Y

MEMIEITRREHEDEFR a0z 30ms AN/
M5 ERE
PRE:3,400 m

JKiB:1.5°C
BELAJL: 3.8 ymol/L
LIPGTRE




L holstein ~ SRTALICE

A FREEZING BLAST FROM THE DEEP SEA

Sirtalice™, a freezing blast from the deep sea X

\

ER L freezing blastBET-OARBDELSZESIESHL, BB ITAV TR EEDIHRED
V-reshapeh R g3 5

o HiE-O%ERecharge (BFHRE)
L, #ilTRILF—LADIRGEE
T—AMF 3 (in vitrokbE R B4
EF)

o MEOKAERILL, BEKER 5'%“\!6 ‘

&3 (in vilro, EMSMER, in | -%

Vivo)

o BI#h 77424 & V-shape $HE :
M ORI EELT S (in vivo)

e

LIPCTRUE



B holstein

Your skin needs a quick charge

¢ ZIEDRWNE
RALETILE
HIEEETH
AN, NiTH57 -
[CESMR AL E — -
i ( »

Areesting i fy gy being i feady

LIPGTRUE

SIR FALIC':

EEEEEEEEEEEEEEEEEEEEEEEEEE

o BEYRLISE
nNEESIES
<751 DHLIS
TERLGBREE

EIEA S




. holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

Mitochondria are the skin inner chargers :\?‘\

RBACLRAEFADH LT A—DEED=OICAUSEIRILF—HBE

¢ Skar kY7 IEmitochondrial respiration (3
VRYTEE) OBICIRIVEF—ZELET S

FIBROBLAST > EF:DPIJTHEQﬁﬁ“-@
BHEHNRLD

Jenergy $aging
~_

LIPGTRUE

oaies



. holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

Mitochondrial aerobic respiration W

O IFRMESFURY TR
> M OBERZEER

N T Oy P
SHECT: 1ROS | A;/'*'J?ﬂm%se:rﬁ%

Main ATP supplier

v hiBichEL
21)—59h 5
IWRARY > MEEEDOEIENELTOROS
Sr—EERIC IR —4—
FoTHhEM
n% v

1 Matrix Metalloproteases (MMPs)
LIPCGTRUE 1 ECM B804 8

[



L holstein

A recharging longevity

1L AL R (X longevity (%) DX —T#H5

¢ BFE#MEFE22 /3% Sirtuin 3 (SIRT3)EEEL TLVS
> TCA 3149l (Krebs)z@L T
ATPE R ZFI>bO—)L

> iBgEiEEZmLE (eg. SOD2,
GSH)

)

v ROSELEERNARU DT D
AR

SIRT3 & RFDOHEDEERIEE

LIPCTRUE

SIR FALIC':

A FREEZING BLAST FROM THE DEEP SEA




L holstein

SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vitro efficacy: transcriptomics by Dermoarray :\?‘\

(fluorescence)

AR E R B ERHE S AR

0.05 mg/mL Sirtalice™#*

24 h AFa~—3ay

ErERE R IZ IR T 56005815 F

(f

(f

(f

(f

v Sirtuin 3 BZFD LA HIEIC
o THIlOIRIILX—%R
EEEB—FH.IraVRYTE
BAERANLVADSRET DL
TERFEZERALIESS

*This test has been performed
without solvents nor preservatives

LIPCTRUE

MRNA EXPRESSION INCREASE VS
BASAL (%)

SlrtUIn 3 _ 10%

0 5 10 J—

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



L holstein SIRTALICE’

A FREEZING BLAST FROM THE DEEP SEA

In vitro efficacy: recharging skin cells & oxidaiivgs‘\
damage under control

¢ Luminescence (%) © Fluorescence (& 3t)

¢ EREMERIRMH SR ¢ WM ENE R R SR

¢ BV ILa—RiEH (| ATP) T3EERIA > Far—k O 24BflA Fan—13y

O 0/ MrFar—3v ROS HOMEOSTASIS VS BASAL (%)

INCREASE OF ATP LEVELS VS BASAL
(%) h
v RUEBOHMEEL 100 UM H202 I

BLTOSmo/ml  Scltet ﬁ —
[F B ICATPL R e noredent e R
Jo'327%0 EA £ 01 mg/mi. 01mgimL
CCREATRL ot I e I
X—DMFIEMNAE
fE24—Fstyy St e T —
)b_j’éng—é active ingredient® - aclive ingredient” -
CEERERLTLNS -
ABLALL o f—
o 100 200 e
Y DoselXFFRIZIR O R MmO TO.5 mg/mL R IZ(ZROS
M BENA%FO L= - CHIZATPEREL DDOBIEHR AL

RADREMH LTSI LEEKT D
') C *These tests have been performed
L | PU rF\i\"{L— without solvents nor preservatives v I*)Iﬁ\'—'—j—ZHiZI‘JFD—IL'F'E‘ROSE’&ﬁ"Eﬁ



L holstein SIRTALICE’

A FREEZING BLAST FROM THE DEEP SEA

S

[

Moonlighting charge and oxidative protection W
ShaVRYT7O7a=42—+t (Aconitase) I& moonlighting B3k (E—TZMEEFBSEER)

¢ SFaAVRYFTOATPEEZaMO—)L
> TCAHAYILDE ATy I_fhiE{E A%

%Y (erararea
BIRILXF—BF ECM_¢— ATP = nitase 2

protei
synthesis

¢ miDNAZREIL

> SRaVRYTIERD R 1\Y
#a—K9 5%

> Moonlighting 2 /82 (3B R 5L,
LEBLTES— DD IEBERMEELE

LIPGTRUE




L1 holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

S

Human skin explants efficacy: inducing and W

stabilizing mitochondrial respiration
O EMERESMER (6SERMERRE) RERE

© 7 B8
© 0.002% Sirtalice™ g2 & o) — L

ACONITASE 2 INDUCTION VS PLACEBO
(%)

T7 days ;
oz [
active ingredient e T7 days

Placebo

d St T
T7 days $ D Mg A TA ey 20
Placebo Y o SR RERr
SN ¥k g o
37 5 ‘.-' . , R
& ' 5

“%5<0,001 ’ /8
0 100 v ;
v J5ERIZXLT 58% aconitase 2 i1 — SkaAVRY7 £
FERORBZEMHBIL, BRI TRILY—%25X5% 17 days
0.002% Sirtalice™

v Moonlighting B¢ %i5# — mIDNAZREILLTEIER active ingredient

LIPGTRUE LAWNGRET S



—~ holstein SIRTALICE’

A FREEZING BLAST FROM THE DEEP SEA

Energy also for skin contraction Q

W
MIEZ DRREECM PO D MBI DRESEHEFT BT TRLE—HLE
TH

© MyosinldActin filaments (77 F
VILTAVN, ARLRT7 A8 —) &
YRR T BI=DICATPEERT
B

v' Focal adhesions (¥£&BE;
talin, vinculin) ~O#ES

3

FIBROBLAST

Actin

Myosin

Talin
Vinculin

Cell mgmbrang

v Integrin &1t

A

Integrins

Collagen | ECM~AD LY
SRR B R
(pulling)

LIPCTRUE



L holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vitro efficacy: transcriptomics by Dermoarray A
(fluorescence)

AR E R B ERHE S AR
0.05 mg/mL Sirtalice™#*
24 Bl A FaR—ay
AR TRINY H00EIEF

(f

(f

(f

(f

mRNA EXPRESSION INCREASE VS
BASAL (%)

v Talin 1 EEFOLAHIE - Chlk
ATPEEE(Z & Bactin-myosin B8R | )
soommzoss = [

v BEENWAVINVEBEFDRL

0 5 10 wpao

I_ | P n_l_ R C This fest has been performed »  Microarrays can be used to study the extent to which
I . . .
J L without solvents nor preservatives certain genes are turned on or off in cells and tissues



L holstein SIRTALICE'
Human skin explanis efficacy: reinforcement of
focal adhesions

o EFNSMER (65SREIEDHERSE) REEE
> 7 BHfE
b 0.002% Sirtalice™ &8/ 4') — L

VINCULIN INDUCTION VS PLACEBO (%)

T7 days

active ingredient - Placebo

T7 days
Placebo

*#*p<0.0
0 100 200 1
v 120% vinculin L8 vs 75/ — BEER%Z5R1t 17 days
0.002% Sirtalice™
v ECM~ADffaEEZ#IE — ActomyosiniXfiglZL5 active ingredient

LIPVT_R E ECMARYkI—oDITASINRERE R



L holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vitro efficacy: collagen boosting & protection W
of ECM proteins

Basal

DF=-HDOANEE

© ELISA o ERM
¢ EREMERRH M ¢ Positive control:
o 48 BERIA L FaR—1 Y Phenylmethanesulfonyl fluoride (PMSF)
¢ ORI (405 nm)
ELASTASE ACTIVITY INHIBITION (%)
‘/ *MIE&tBEKZ L,—C PROCOLLAGEN I PROTEIN INCREASE
0.1 mg/mL 1ﬁﬁﬁ V8 BASAL () oé?rtn;ﬁégl'_ H—‘ 69.4%
N active ingredient® b
BFIZ 29% Gt w201 g
jve Ingredient* 0.05 mg/mi.
procollagen| ™" o [
MR EER o ——
. _iralice™ 0.01 mg/mL
bl sTE o . .
e I il —
active ingredient* - Sirtalice™
v' Firming effect acthe Ingredent
(Bl=Hnha) ] - —
***p<0.001
%éﬁo)rﬁli 0 50 100 0 50 100
“p<0.001 v 0.1 mg/mL T 69% TS5R53—HHEE —

I— | P O TF\?”\‘{E *These tests have been performed ECM9>/ {7 0) ﬁi E"]ﬁﬁé I}H(*

.. Without solvents nor preservatives



. holstein SIR FALICE‘"

FROM THE DEEP

In vivo efficacy: tightening flash efficacy "'\?\

20 B AL (35-455%) 2 2% Sirtalice™ B2 &) —LZEEF 221 H2EI28HMZEHRLTE
5otz T ERELEDESIF RERLTEHLoT,
ERa X

¢ Elasticity & firmness (Cutometer®)

¢ Y7427 %E (morphometric image)

o U7 & F/ELHME (fringe projection)

¢ #EE & K% (Colorimeter, Corneometer®)

LIPCTRUE



L holstein

In vivo efficacy: tightening flash efficacy

© Elasticity & firmness (Cutometer®)
© 2% Sirtalice™ B &4')—.L vs placebo

o EE¥4, 28 AR, 1H2E
©  fE#h: 35-45

v elasticity &firmness A%
309 T3%[MA L

v elasticity & firmness A%

1MARIZENENI3.3%
E11.4%ETHLE

LIPCTRUE

ELASTICITY (%)
m 2% Sirtalice™  wPlacebo

9.3%
T28 days

55%
T4 days TR .

T24 h

3.47%
T30 min "~

T28 days

T4 days

T24 h

T30 min

SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

FIRMNESS (%)
m 2% Sirtalice™  wPlacebo

[

P
es
-
e

2.7%

26%

&

**p<0.001
**p<0.001
placebo

4£.8%

Vs

6.4%



E\ holstein SlRTALlCEM
#::‘\
In vivo efficacy: tightening flash efficacy W
o YITF4UTHBE (morphometric image)
© 2% Sirtalice™ E2&9'1)—.L vs placebo
o EEH4, 28AM, 182E
© HFH#5: 35-45
FHS
I Eg l | | .'
! : | F?‘ i : _I
W T30 min M T28 days I ||'L-|||
EESiRe e EE S AN
n i _ oy ok -\:'_'__.-q.
V0B RITYUTT AT R L zlmm ammm .
BN 144 -2.56
v B E BRIV - T
reshape 72N -0.96 mm -0.80 mm

LIPGTRUE




. holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vivo efficacy: tightening flash efficacy [

© L& ELME (fringe projection)
© 2% Sirtalice™ B &4')—.L vs placebo
¢ EE¥ 4%, 28HM, 182

© fFH#h: 35-45
CROW'S FEET DEPTH (%) UNDERNEATH EYE AREA WRINKLE
m 2% Srtalice™  mPlacebo DEPTH (%)
m 2% Sirtalice™ | mPlacebo
-20.9] -16.8%
T28 days T28 days

vV 1=21=3073T13% T D
RSB

-14.6%
T2 h *

V121302 TBLYEBE D
TOIINENENILAT
& 33%&% -1?:“2

-22

**p<0.001
*p<0.01

'Y C
LIPGTRE 17P=0901 s pacebo



. holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vivo efficacy: tightening flash efficacy [

© L& ELME (fringe projection)
© 2% Sirtalice™ B &4')—.L vs placebo
¢ EE¥ 4%, 28HM, 182

© 4FH5: 35-45 cnow'zs%;ﬁr_no#c:::ss (%) UNDERNEATH E‘I’ExAREA ROUGHNESS
2 ﬂ
T28 days T28 days e
V121302 THLYELB D
TOYIBENEN 3% e
& 8%iBLMIlEoT= T2 h T2 h
V309 T 26% & 25%F T
BR#NT-
T30 min T30 min
vVINATBDTTI 44%
i?&% -8 -20
*+45<0.001
*p<0.01
*p<0.05

LIPGTRUE 5005 vs plocato



. holstein SIRTALICE

S

In vivo efficacy: tightening flash efficacy W

¢ L7 & @ELHME (fringe projection)
© 2% Sirtalice™ E2&9'1)—.L vs placebo
¢ BE¥4», 28HM, 1H2ME

T0 days T28

WERE 15 (37=%)
BLYDL I DRE: |24.6%
BCYD1ES: 16.8%

B2 18 (45 years old)
BLYDL I DFS: 137.6%
BLYDRE: [18.1%

LIPGTRUE



L holstein

In vivo efficacy: tightening flash efficacy

SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

S

Q

o L& BLME (finge projection) T0 days

© 2% Sirtalice™ E2&4'1)—.L vs placebo

¢ EE¥4r, 28HM, 182
O fFHn: 43 (#ERE 10)

T30 min

BLYDL T DEREE: |22.3%
BOFTOLIDRE: 132.6%

LIPGTRUE

T24 h T28

BLYDI I DRS: |27.5%
BOTDOLIDRS: |33.1%

BLYDLIDERS: |23.9%
BOTFTDOIIDHERS: |33.9%



L holstein

In vivo efficacy: tightening flash efficacy

1EE LK 5 (Colorimeter, Corneometer®)
2% Sirtalice™ B2 &4')—Ls vs placebo
EE¥ 4, 28HME, 1H2ME

HF#p: 35-45

6 66 o o

RADIANCE & HYDRATION (T28 DAYS,%)
= 2% Safelice™  wPlacebo

14.1%

Hydration

Radiance

**¥p<0.001
***p<0.001 vs
0 8 placebo

vV28H CHRELKSNENENI0% &
14% [ Lk

LIPCTRVE

TO days

#ERE 10 (438%)
BLYDL D DRS: |23.9%
BLYDHEE: |4.5%
BOTOYIDFRE: |33.9%
BOTOMEE: |11.6%
Elasticity: 112.1%
Firmness: 17.8%
Radiance: 14.7%
Hydration: 113.2%

SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

[

WERE: 16 (39%)
Radiance: 115.1%
Hydration: 114.7%




L holstein SIRTALICE

A freezing blast from the deep sea A

v Hﬂ.’& 'H'--‘c'—*”/' - :%EH FIBROBLAST
faDOITRILEF—EA
DIREET — Rk

v oS ZEREE -
EENZR L

v B 27425 &
V-shape $18& ™D
RRZEIT508




L holstein SIRTALICE’

A FREEZING BLAST FROM THE DEEP SEA

Technical information :ﬁ‘\

o R4 Sirtalice™( LAY R)

© Marine active biotechnological
ingredient

O HREAE: 2%
O EEARTAH

NFILREE, TUEY, K BE
o Tk mIR

o RHREH: %L
O ARt KAM /




SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

Applications [N %\

Cosmetic formulations

© On-the-go good skin day
© Always ready-selfie

© Instant V-shape effect

© Quick fix for busy lifestyles

© Energy blast for your skin

¢ Deep sea instant refreshing |
, beauty /

LIPCTRUE
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L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

oS

Marine bio-research, more than water 'i‘\
© Ocean, #IKDE AR, 1XT=21=5%BFRINTZ(TTHY, FEFEREARDOEHMN
20\

© BORSPHAIZEST, EOMBMEN Y [ EOEEBNE L DIRB AN
T3

¢ BARMEAEH AL, LIPOTRUER IZFHR T /T EHADFIRDGENRM EL THAE
MOMBEDIAL YL aVERABELTLNS

22,000 Ll EDEMMNEFE

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

W EBICHEHOHFREDH ST /T TRBUTFEARSA TLVEL

* Courtesy of IMEDEA: Arthrocnemum project, 2015

LIPGTRUE



L holstein SEADER/\NU/\/\

Malaspina expedition, inspired by history %\

1789 FE DEADTRICRIH S h, B
FRAEMRMTHAPOMRICHM

> 42,000 #78 LI Lo EFEKiE

(f

350 Ll EDiEKY VT ILEFE

(f

120 LLL DR D HAKZ BBt

(f

EL58RE, RE EDEELE
=R

(f

Courtesy of CSIC: Malaspina expedition,
2010

LIPCTRUE



— holstein SEADERMIUM

The journey of a sirain to become a product W
HRD 2 E & FE Smart Data~ ) ZE ik
© HISH#7r T MALDI-TOF MS&16S ¢ FSIUROYTREHORERER)EANT
ribosomal RNAY—H IO ABHTIZ &L MY DEEE DT

HERLEMRO D EERE
¢ RUBIT=HEEELOHFRTITAIR

O AFRAOSHR (RBEP) 2K MBEHD #x5155-HDOSmart data
ER Pt =2 i 2 2 ]

¢ 2D MELEL:
> BHEOERAD=XLDREE

> BEDERAANZALIZHT BEAX
M7 OT4TREZRE

W ,,,,,,,,, E#DPhylogenetic
S free (R#fED
e g@® She
i 6)'; "v'lo@
) "‘ ’-"“ 6?“.’"':':.
¥ —“ﬁ:w.“"f\" " :
BIG Guided! i+ %

LIPGTRE DATA



 holstein SEADERMIUM

NOURISHING PREMIUM FILLER

Seadermium™, where fire meets the ocean ™

Seadermium™ [IMalaspina FERDEIZLAZF VB (IFHRXAILD
R) LB CERIN-MEMHREDAcCtiveRF

O BWERLUDE T, BNt
SENBFEHREEVERLTNS

O EEBTIH20kmIChH =5 Tk
AHY . ENEEGREICEOTE

EREMEHRETHFLTLDS MEMIETERFHDIZAR
b FREX:
ZRE:3m
RE:25°C
s R L ~NJL: 3.5 umol/L

LIPOTRUE



— holstein SEADERMIUM

«— NOURISHING PREMIUM FILLER

-

SeadermlumTM nourlshmg premium filler “\é‘\

AOEEHEBEL, FODIDEROFEFE THE-OERADELIZFFIEH
I f-HhiZSeadermium™ T JEE=hNZ

*\

o BLYIHAESHKDEED |
(14BRITRY 2— LA -10%,in | . p—— '
. , =k L—H—39L
VIVO) i SEADERMIUM

NOURISHING PREMIUM FILLER

¢ NosEEEZEEE &1L (in

vitro, ERRIESVME R, in vivo) _S

A
o BRBLE-NZFRELESHIC Ho
(28B T I% -12%, in vitro, £ &

FEESMER & in vivo) / ;

w—-—

LIPGTRUE



1 holstein SEADERMIUM

NOURISHING PREMIUM FILLER

-

Your skin says all of you W

O HE-DEDIIIEZTTEIEFEL
B9 5K

O EHFELEBIITONTRIEMIEDFREL
KOILEADLT S

> REDOFEEESDDHB
> Hydration & fullness® i 4>

ONERIEHE-DRNEZ RERY

%
O NIEZZFDRRE BN EREHFT o RO
A-OIZFBELXNELTS izﬁﬁkgﬂi’*”

N\

LIPGTRUE



 holstein SEADERMIUM

NOURISHING PREMIUM FILLER

DEJ structural integrity and cohesion

-y
W
YOUNG SKIN OLD SKIN

B & REIEDermo-epidermal junction (RRERESE ; DEJ)
[Ck>TESESAhTEY. DEJIZ lamina lucida (EBATH) &
lamina densa (EEMR ; 8FER) LSO SBETEREINS

¢ Collagen IV [Zlamina densa @ 3D networkZ# 5 3 %

¢ Collagen IV [ laminin 332 (laminin 5) Y ZDASTRXE

KERATINOCYTE

Y—L® integrin RREKEHBEERT S . ’ @@3
‘ Laminin 332 3 “ 7} ;K 3
Lamina densa ZREDxRLRVENEET S comgen_L o X ) \

Collagen VI
Collagen Vil

¢ Laminin 332 (FER-REEBEE - EEDFERFTHS

¢ Collagen VI ild ZEECM (s < v R) ICEAELTLNS
- Collagen| & I

v Z{E LA TIX, DEJBRR ST DO BRNFEE L, &S
LIPGTRUE EMADEEFEZSISEI LTI OMACDEND

[



L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vitro efficacy: transcriptomics by Dermoarra%‘

(fluorescence)
¢ MIRENRRTSF /A
GENE EXPRESSION INCREASE VS
¢ 0.05 mg/mL Seadermium™ * BASAL (%)

24 BRElA> ¥ ax—k

AL ISR T H600:E 5T COLEAS _ 25%

v Collagen IV & VI B FHREE
NENEFNI10% & 25% ERLT- - 10%

v ER-REEECEET 5 EEF
O a1 0 10 20 30

#*p<0.0
1

(f

(f

Microarrays can be used to study the extent to which

C *This test has been >
'S’ performed . . q
|— | PU rR L without solvents nor preservatives certain genes are turned on or off in cells and tissues



— holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vitro efficacy: strengthening skin integrity ‘%\
(ELISA)

o WMRENRETSF/HAH o MREFREYSF/HA+
© 24 BFfE L 48 B A2 FaR—b © 48 FFRA > FaR—t
© IRIR (450 nm) ¢ ORUR (450 nm)

LAMININ 332 LEVELS INCREASE (%)
COLLAGEN IV PROTEIN INCREASE (%)

‘/ O] mg/ml- —G'i mion sy 01 mglme L
24ﬁFEﬂ&&48E#FEﬁ S_eac!ermlur_n 1:3 ‘7_

active ingredient”

]

0.1 mg/mL 156%
2 — S Sead ium™ acti -
#IZCollagen IVA “*gedens" 10 0.05 mg/mL

MRARBELEEELT JSeacermun |
%n%n 30%& 0.056 'mg{.mL
56% J: ?_ L,T: ° ingredient® !
—DELIEENTEH

0) @ {E 0.01 mg/mL
Seadermium™ active

ingredient”

38%
aer 0.01 mg/mL

125% Seadermium™
active ingredient”

11‘,% Basal
1!?.1 **p<0.00
1

160

v 0.1 mg/mL TIZHEPIKEEL LLEEL T
32% laminin 332 # L &€=

. ERORAEHIE
LluDOTRuE * . ] | v DosefkF %R

These tests have been performed without solvents nor preservatives

11 77

v FifEi&DosefkiEHY
%@L Collagen paca
IV J—XFshER

1N S

o

50 100 150



I holstein SEADERMIUM

NOURISHING PREMIUM FILLER

Pumping dermal water W

¢ GAGs(FJ)ayz/5)h X)) (RBELEE TS
MoRBERELTEBORHMEMHIFTS

¢ GAGs [FEXELGKREECMAS TTFaeziE>TLYS
> K= ZATHES

> REDIH
> B1EOFRERTE

¢ GAGs hydrating power > Al fullnessZ## Bl

> GAGs LNIVIEFnEELITRAD T D, GAGSs DA IFAL
KADBLDEERTHY, T RINEBIEIZDOENSD

LIPOTRUE



L holstein

SEADERMIUM

NOURISHING PREMIUM FILLER

In vitro efficacy: hydrating volume enhancem’éni

(ELISA)

¢ EMERIRHESF R

O A8 BFflAFan—k

© Positive control: 0.03 mg/mL LF /A V&
¢ BRIR (450 nm)

GAGS LEVELS INCREASE (%)

0.03 mg/mL

retinoic acid _ 11?%
0.1 mg/ml
ingredient” e
0.05 mg/ml
ingredient* b
0.01 mg/ml
Seadermium™ active |G 107
ingredient” "
Basal P “++p<0.00
1
**p<0.01
0 60 100 160 *p<0.05

v' 0.1 mg/mL T GAGs LR)LH24% LR —

|_|POTRVE v’ Dosef&kFH)

Positive control
4R (570 nm)
¢ BERM

(4

[é

HYALURONIDASE ACTIVITY INHIBITION

0.01 mg/mL
Seadermium™
active ingredient”

0.005 mg/mL

Seadermium™
active ingredient”

Positive control

i : 50,00
0 50 100 1
#p5<0.01

v'0.01 mg/mL T 69% 7 O=5F—+
AT

vETZLOVESBIODRE - R)Yr—
LBVEBS FBIT

*These tests have been performed without solvents nor preservatives



 holstein SEADERMIUM

NOURISHING PREMIUM FILLER

Dermo-epidermal junction, key of nourishmeni*

o FREFBOTREIEEPERLBEOEHIZEN-AHE>TINS
LU smozsmersmiceasRgms?

O ZIELEANTRERIEOHOYAXIEFHL TS
> DEJ MWELARYTES(ZH:5> T DEJ HEE > IO
L{ | ER-BESHBRE
1 RE~ADEE
YOUNG SKIN OLD SKIN

30mMB0mMDALD 1=y E
BaHt=Y DR & T0%DiE L

LIPOTRUE



L holstein SEADERMIUM
Human skin explants efficacy: skin replenishm@hi
and ihickening (Masson’s trichrome staining)

¢ EFERBESMER (50 DK EHERE)
¢ 6 B

¢ 0.002% Seadermium™

DENSITY OF GAGS AND COLLAGEN
EPIDERMAL THICKNESS (%) NETWORK IN PAPILLARY DERMIS (%)
Co0r% Co0%k
Seadermium™ _>_‘ Seadermilo.lm"‘
active ingredient J active ingredient
4% 7%
T6 days T6 days
< X v : vl
20 40 60 40 60 80 100 P<0.0 AN’ W

° : W-’L"‘ -.»:vp«i‘

v ISuRIHLTEEOE ¥ IR CERAER °°°§?vie.ﬁ§?£2’n’?m
XH 4% FE [2HTHGAGs &a5—4 Y
PR FyhT—IBEN TR E
LIPGTRVE



— holstein SEADERMIUM

NOURISHING PREMIUM FILLER

Human skin explants efficacy: cohesion W

YOUNG SKIN OLD SKIN

reinforcement immunofiuorescence) — [ T

ERRESMER (50RO X IEHERE) L '
6 B4
0.002% Seadermium™

DEJ RELIEF INDEX

v AMTIFERIZHLT ..
DEJ relief index #39% ™ Seadermum™ AEEEEE
@ <{#xot= (DEJ relief®d 9%
_— "W § %
ToIRESHHE) 6 daye
. Placebo
v’ SEE73 laminin 332 1%
7-]” 0.0 05 1.0 15 20
0.002% Seadermium™
active ingredient
» DEJreliefindex equals to the ratio of the length of the
DEJ by the length of the epidermis
L|PVTF\) E » The flatter the relief, the closer to 1 is the DEJ relief

inAav



— holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vivo efficacy: wrinkle smoothing & plumping'ﬁi\

20 DB AZMHE (50-70 &%) 1= 4% Seadermium™ B &V —LZEF 5 1Z1H2[E], 28H
MM, BOLSFAIZEITS5REER,

AHEEE
¢ I0FA4T: BLY, [F5NUME, RUA RV
(fringe projection)

O DEBRLME (Visia®)

© K% (Corneometer®)

LIPGTRUE



L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vivo efficacy: wrinkle smoothing & plumpin§$\

¢ A<b#H(Plumping) &M E (fringe projection)
© 4% Seadermium™ E2& ') —Ls vs placebo

¢ EE¥4r, 28HM, 182

© £ 50-70
CROW'S FEET-ROUGHNESS (%) CROW'S FEET-DEPTH (%) CROW'S FEET-VOLUME (%)
4% Seadermium™  mPlacebo u 4% Seadermium™  mPlacebo 4% Seadermium™  mPlacebo

-2.0%
T28 days

-5.1%
T28 days

-3.9%
T28 days

T14 days T14 days

T14 days

-4 -2 0 -5

Vot 1A CERSER) 21— LHMA% & 5% Fd

LPOTRUE VIR E S KOS ETAZEOMNTIENT-FE
\J/ L



L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vivo efficacy: wrinkle smoothing & plumping:\{‘\
Golden volunteers
¢ ALB#H (Plumping) &g E (fringe projection) -
© 4% Seadermium™ E2&41)—.L vs placebo

© BEA¥ 4, 28HM, 182[E
© 4§ 60-70

CROW'S FEET-ROUGHNESS
(GOLDEN VOLUNTEERS, %) CROW'S FEET-VOLUME
(GOLDEN VOLUNTEERS, %)

m 4% Seadermium™  mPlacebo

u 4% Seadermium™  mPlacebo

L

-6.2%
T28 days -16.2%

‘/28 E f*ﬂét?ﬁ'}l—.& T28 days
DRENTEN6T & 16%

B - E—
Tl days T14 days

v'Golden volunteers|Z

B (-J-é:/ Ij G)*ﬁﬁ T7 days 2o % T7 days

LIPCTRUE




L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vivo efficacy: wrinkle smoothing & plumpin§\

o LEBELMNE (finge projection)
© 4% Seadermium™ E2&9')—L vs placebo

© BE¥45, 28 HEE, 182

HERE 3 (65 W)
BLYDHEE: [17%
vEESEEBTY BLYDARY21—L: |47%
DOR)a—LA
47% wL

WERE 20 (67 &%)
HCYDHSE: |24%
HCYDRS: |20%
BLYDR)1—L: |49%

LIPCTRVE



L holstein

SEADERMIUM

NOURISHING PREMIUM FILLER

In vivo efficacy: wrinkle smoothing & plumpiné\

¢ A<LBbA (Plumping) &igLME (fringe projection)
© 4% Seadermium™ E2&9')—L vs placebo

© BE¥45, 28 HEE, 182

© £ 50-70
NASOLABIAL FOLD-VOLUME (%) NASOLABIAL FOLD-VOLUﬂME
w4% Seadermium™  mPlacebo (GOLDEN VOLUNTEERS, %)
m4% Seadermium™  m Placebo
-9.5% -21.3%
T¥% days T4 days
-2.4% -16.5%
T7 days T7 days
-10 -5 0 5 10 -22 0 22

V1AERICU DB DAL HH 9% [ £

VI— LT UHEE TIE->1-2AKT21%
LIPOTRUE I h#E ST (wrinkle filler)

TO days T28 days

HERE 14 (61 &%)
RYya—L: |74%



L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vivo efficacy: wrinkle smoothing & plumpin&\

S <B#A (Plumping) &g M E (fringe projection)
4% Seadermium™ B2 &4'1)— L vs placebo
a4y, 28 HFE, 182[E

H#5: 50-70

6 66 o o

MARIONETTE-VOLUME (%)
u 4% Seadermium™  mPlacebo

Vieot-7TERTEY s d
TTHRT

v28HRITRYA R Yk 10.3%

T7 days

SAL DT DR ' F
1) 2—LH58% @ )

“5<0.05 BERE 5 (61 &%)

AR)a—L: |[30%

LIPCTRUE



L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

In vivo efficacy: wrinkle smoothing & plumpin§\

©  A<BA (Plumping) &M E(Visia®)

© 4% Seadermium™ EE&4')—Ls vs placebo T0 days
¢ EE¥4, 28 AR, 1H2E

© 5 50-70

SKIN IMPROVEMENT (T28 DAYS, %)

m4% Seadermium™  mPlacebo

Smoothness
-12%
Wrinkles |#

#p<0.1
*p<0.05 vs VN %

M placebo AL AR RN RNS

i WERE 9 (51 )
v28BRITY 7 H12% H# BOFDL7: |45%

V4BREIT FoHEH 6% A L

LIPCTRVE



 holstein SEADERMIUM

NOURISHING PREMIUM FILLER

-

In vivo efficacy: wrinkle smoothing & plumpiné@

© K% (Corneometer®)

© 4% Seadermium™ E2& ') —Ls vs placebo
¢ BE¥4r, 28 HRE, 182[H

¢ fF#5: 50-70

HYDRATION (T28 DAYS, %)

4% Seadermium™ _12%
VINARTI12% Ko ER

Placebo -

-2 3 8 13

**p<0.01
*p<0.05 vs placebo

LIPGTRUE



— holstein SEADERMIUM

NOURISHING PREMIUM FILLER

Nourishing premium filler %\

O RVWOIBAESBSED
o osketZRESE®HIETS
O ZIELENZFKELTELHNCTS

YOUNG SKIN OLD SKIN

4 KERATINOCYTE

Integrin

Laminin 332

Collagen IV
Collagen VI
Callagen Vil




L holstein SEADERMIUM

NOURISHING PREMIUM FILLER

oS

Technical information N

Product Name: Seadermium™
(—HF—32HL)

Marine active
biotechnological ingredient

HRESE: 4%

EHARBRTRABT: NFILAH
1)), K |

ek ik
REEHI: 7L
WERM: KA

(V

(r

(V

4

(V

(V

(V




L holstein

Applications

LIPGTRUE

Cosmetic formulations

Global action in crow's
feet, nasolabial fold,
marionettes lines

Targeted efficacy in
golden volunteers, when
you need it most

Premium treatment for
premium people

Fill your skin with youth

Complete approach for

mature beauty /

SEADERMIUM

«— NOURISHING PREMIUM FILLER
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science & biatechnologies
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NOURISHING PREMIUM FILLER
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L holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

-

Marine bio-research, more than water °i‘\
© Ocean, #IKDE AR, 1XT=21=5%BFRINTZ(TTHY, FEFEREARDOEHMN
20\

© BORSPHAIZEST, EOMBMEN Y [ EOEEBNE L DIRB AN
T3

¢ BARMEAEH AL, LIPOTRUER IEFHR 7 /77 EHADFIRDGNRM EL THAE
MOMBEDIAL YL aVERABELTLNS

22,000 Ll EDEMMNEFE

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

W EBICHEHOHFREDH ST /T TRBUTFEARSA TLVEL

'Y C
LIPGTRUE
[Eppr— * Courtesy of IMEDEA: Arthrocnemum project, 2015



L holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

Malaspina expedition, inspired by history %‘\

1789 FE DEADTRICRIH S h, B
FRAEMRMTHAPOMRICHM

(f

> 42,000 #78 LI Lo EFEKiE

350 Ll EDiEKY VT ILEFE

(f

120 LLL DR D HAHKZ BBt

(f

(f

EL58RE, RE BN EELE
=R

Courtesy of CSIC: Malaspina expedition,
2010

LIPCTRUE



L holstein PAUSEILE

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 ¢ FSIUROYTREHORERER)EANT
ribosomal RNAY—H IO ABHTIZ &L MY DEEE DT

HERLEMRO D EERE
O RUSKBITE=NEEZLOHFRT VTR

¢ AROSIHR (RBEE) IZXHMHEYMD #x5155-HDOSmart data
ER Pt =2 i 2 2 ]

O 2D MDEKEL:
> BHEOERAD=XLDREE

> 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



L 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




L holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

Pauseile™, a retreat for your skin I A N

KRS %##F L., softness & radiance ZEETH5HREREZELC 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

LIPCTRUE



L holstein PAUSEILE"

A RETREAT FOR YOUR SKIN

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

¢ XRLAR
¢ BERAE
O NEEZEIE

iy
~
~
~
-~
~
~
~o
~

~ -
~ -
S

‘ » [RASZEFS
L& Wl o %
R | ks e
LIPGTRUE



L holstein PAUSEILE

A RETREAT FOR YOUR SKIN

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

O AR X ZRERSIELERAEAL-EEL-AE#ME(EILZIL

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

envelope (&
EiE; 22 /\D)

LIPGTRUE



L holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

-

Proteins in the cornified envelope A\

AGMRIETSFENMFSFTRE-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

* AiedbnTaTF7—EIzk
HHiE

2D NMF
v SC ¥t & Exh

vV KADEE

v KBDUOEDITEAERRE

v N TH#EEBE v O pHO#H %

LIPGTRUE



L holstein

PAUSEILE"

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
HEETHhERE

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



L 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 Doselk7FHIZHER

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
VINYTZRAFRE R & B

v All pH

TEWLICX S B#E /U7
1 KR Er

B = E
5

Lipw BIsHA ERSh - AR



L 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 PRI 5=HITKOREEE(C
WMYBAFEN TS (REDAEFED,000 fEET)

VREH®D 50%3;L HA HSCH
THERINTWS

v Ik REF
VOASEBEDREELDOMREFHA

\ 4
SC hFMIEE

vERRIE (X
HA%ZSCA~

Hie95

LIPGTRUE



L 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



L 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=>1-24F58T4.5% TEWL 4

I_|POTR\JE et v 78T 40% K5 w0l



L 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%

LIPGTRUE



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 N 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



L holstein PAUSEILE’

A RETREAT FOR YOUR SKIN

A retreat for your skin N

v YYDy IERTERFAD
FEGER

v AT OEE & KFT—ARIK
SRFZER LSETKIREZRD
st

v NEAOEEFRR\EZRIET

LIPCTRUE



L holstein

Technical information

¢ Product Name: Pauseille™ (Rt A JL)

¢ Marine active biotechnological
ingredient
ECO

O HERSE: 1-2% UAIED

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

o B ®IA
© BREEHAL: 2L

o RERME: KA /

PAUSEILE"

A RETREAT FOR YOUR SKIN




L 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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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 o35 ER SE D [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



LIPOTRUE
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

MDH=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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UlRuC MEIVIZW

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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science & blotechnologies

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) D&/

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



LIPGTRUE
Y MEIVIZW

AWINDOW TO EYE BEAUTY &

>
B8 DHe551t ) 2] 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)
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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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science & blotechnologies

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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science & blotechnologies

NE#BEOSEEE

[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

e ]

{ 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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science & blotechnologies

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

g

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

ASZUDFY 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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AWINDOW TO EYE BEAUTY &

4 -
QG

18

AJ)a1—

ERN D) )
AHBITHT
UL ER

Eyebags i

SEDRD

2
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I DELY E & i

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[, 28B M, EEO ¥ 5
PRIMOS




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

MEIVIEW s

AWINDOW TO EYE BEAUTY

SO DFD 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"BE&)—L
e 1R2[E,28HM, E0H5H
® PRIMOS
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Y /\/\EI\/IH\/V”“

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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science & biotechnolagies

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
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Skin color ITA (%)
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[ ITA categories skin color ]
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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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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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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™ EB& ') —L, O ¥ 53, 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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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
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LIPGTRUE ARCTALIS

FOLLOWING THE NORTHERN LIGHTS

£
Marine bio-research, more than water :i‘\

FEBOSRELMRREINTELT . &
HEENDD

22,000 AL DWEYMHEE

. holstein

* Courtesy of IMEDEA: Arthrocnemum project, 2015
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Decoding wrinkles: Arctic Expedition (AL fR1EHR) N

J)—=2SURiEED

I PR 7K 13
2,700m depth
3.66 pumol/L
2.98°C

FLAT=WILDBICAVRINMMTENT=] UV R

A Beautifying daydream breeze for your

skin...

J holstein

* http://mapservice.bco-dmo.org/mapserver/maps-ol/index.php?datasetld=658765&deployment=64PE356



| Under the Northern Lights’ skies
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FOLLOWING THE NORTHERN LIGHTS

LPOTRUE ARCTALIS
E‘Pu |'||:\>V|_ ARCTALIS

Feel the Northern Lights’ breeze lay over

your skin

! holstein
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Arctalis™, Following the Northern Lig!

ARCTALIS

FOLLOWING THE NORTHERN LIGHTS

Arctalis™ is a marine active ingredient obtained from a Pseudoalteromonas sp. fermentation

INCI name: Pseudoalteromonas Fermen t Extract %

o]
ARCTALIS
FOLLOWING THE NORTHERN LIGHTS

.._‘:\
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TORNTUF
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KRT—Xk

BARGIES

J~ holstein



Decoding your wrinkles
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Decoding your wrinkles

Desmoglein-3

v +7% vs RALIE Hyaluronan

Elastin v +14%*** vs Basal
- v +28%*** ys Basal Collagen \Y;

v +19%*** ys Basal

Placebo

TAIVLHR Blye light

= EPSEE _53%*** N
- 53%*** ys RALIE
EREH/N— with blue light

264%*** vs FRALIE
without blue light -
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TAIIVLREEEE DT OTA T YA LEPSEE SR
HEBIYAHDTARY

1% Arctalis™ active ingredient

© Atomic Force Microscopy (AFM ; [RFF6 1 BB EE) E\ holstein
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BE

Ol o
v
Epidermal adhesion REEDTZTEMEDMR L Berrmal adhesion
(Cell number, %) o
|
240% [
- 155%
]
x 100%
100%
Basal 0.01 ug/mL Tug/mL

Arctalis™ Positive Basal 0.01ug/mL 1ug/mL

active ingredient  Control " Ar_ctalis‘;‘ . Eosi'iive[

active ingredien ontrol
*** n<0.001 vs Basal * p<0.05 vs Basal

¢ ENRERTSF/HAR

204 o ENERGHSF MM
‘ . © 10 min
© Positive Control: Collagen | Positive Control: Collagen |
© MTT (A,,s 570 nm) MTT (\.,. 570 nm)
- abs nm

© 0.001 % Arctalis™[Z4H %
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BE

Regenerative activity
(Cell migration, %)

207%
0.001 mg/mL 0.01 mg/mL 10 ng/mL
Arctalis™ Arctalis™ Positive
active ingredientactive ingredient Control

*** p<0.001 vs Basal
** p<0.01 vs Basal

© HaCaT flifa
© 18 EFf
© Positive control: 1% Epitensive™ (plant-EGF)[Z+E 2

© 0.01 mg/mL Arctalis™active ingredientld 1% Arctalis™Z#H 24

©  Microscopy

ARCTALIS

FOLLOWING THE NORTHERN LIGHTS

Basal Basal
TO hour T18 hours

0.01 mg/mL Arctalis™
active ingredient ,TO hours

R~

0.01 mg/mL Arctalis™
active ingredient ,T18

| @®hmEs




LIPCTRUE ARCTALIS

FOLLOWING THE NORTHERN LIGHTS

science & biotechnologies

BEE
| mmoxstmi |

Dermal strengthening
(Collagen |, %)

Dermo-Epidermal cohesion
(Collagen IV, %)

100% ;
+21%*** Collagen |
*** p<0.001 vs Benchmark
Basal 0.01 mg/mL 0.01 mg/mL
Benchmark Arctalis™

active ingredient

Basal 0.01 mg/mL 0.03 mg/mL
Arctalis™ Arctalis™
*** p<0.001 vs Basal active ingredientactive ingredient
© EMERIRHMSFHR -
© 24 B[ p<0.301 vs Basal
© Benchmark: Palmitoyl pentapeptide-4 (k¥ L) ¢ ENRERTSF/HAb
© 0.01 mg/mL Arctalis™active ingredient (& 1% Arctalis™|Z#8 24 © 48 Kl

o ELISA © ELISA
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KPT—RE—
o8 1%

Viscoelasticity gene

expression
(fold change ratlo)

SMART.
MART. II
ELN

HAS1

¢ EMERIRHME SR
o 6 FFfE
© gPCR (quantitative PCR)

*HAS1 (Hyaluronan Synthase 1)

*ELN (Elastin)

Volume & flexibility

ARCTALIS

FOLLOWING THE NORTHERN LIGHTS

Elastin

5
Hyaluronan

Hyaluronan synthesis
(%)

100%

Basal 0.01 mg/mL
Arctalis™
active ingredient

*** n<0.001 vs Basal

¢ EFEREHEFME
© 48 FEfE
© ELISA

Elastin synthesis (%)

) I

Basal 0.01 mg/mL
Arctalis™
active ingredient

*** n<0.001 vs Basal

© ENERIRM SR

© 24 FFfE

0.01 mg/mL Arctalis™active ingredientl&
1% Arctalis™| 24824

¢ ELISA
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T ; i
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o o
Desmoglein-3in green, AN
T7
Placebo 2% Arctalis™
l +7% Dsg-3 I
EFRET (26 &) —
2% ArctalisTM’é“E/TJU—J_\ Desmoglein-3 (Dsg-3) [&T AEY—LIZHFHE

Microscopy + Inmunostaining SF/HAMNESICLE
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ARCTALIS
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S

Digital antiaging

1 Arctalis™ applidation 1 1 1 l Blue

Light
I Day 0 I Day 1 I Day 2 I Day 3 I Day 4 I

ﬁ Histology li ﬂ

o ] MMP1in red, T4
Digital pollution

protection Non-treated Non-treated + Blue light
(MMP1, % surface)

mNon-treated m2% Arctalis™

/ ‘i '; ¥ W‘A‘v
L o d
%@\; i T
-53%*** MMP1
_64%*** MIMP1 **¥p<0.001vs Non-treated 29% /°-\rcta|is“" 2% Arctalis‘"‘+ Blue Iight
*** p<0.001 vs Non-treated
No Blue Light Blue Light ’ ? D et

¢ EREBYIR (56 /%) oo 2

© 2%ArctalismEFH Y —L : : % 4 .

©  Blue light 38E: 42,5)/cm2 (2 h) .

©  Solarbox® + inmunolabelling + microscopy
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Following the Northern Light

Hydration improvement (%)

m Placebo m 2% Arctalis™

+24%

T7 Days 128 Days
**%p<0.001 vs TO

[ 7B T 150% &RiE ]

o]
ARCTALIS
FOLLOWING THE NORTHERN LIGHTS

-

Hydration boost
Natural glow

Natural glow
(Luminosity, L* value, %)
mPlacebo 2% Arctalis™ (average) m2% Arctalis™ (responders)

+40%
+22%

T7 Days 128 Days

26 BB AT EHHERE
F#5: 45-60

2% Arctalis™&H 91— L
{£/: 182/, 288 H

Corneometer® & Chromameter®



ARCTALIS

Following the Northern Light &N
7H[EIT: ‘ Wrinkle

-66% > mETE Smoothing

-51% ¥ IKTE
\ 7 24% #8 = (Roughness; Ra) )

LIPOGTROE

science & biotechnologies

Wrinkle count in crow's
feet area (%)

Crow's feet volume (%) Crow's feet roughness (%)

mPlacebo m 2% Arctalis™

mPlacebo m2% Arctalis™ mPlacebo m2% Arctalis™
- -222%* -214%* - -I -785%*
T7 Days T28 Days
7 B T28 D
T7 Days T28 Days ays ays 26 % ) E At’l‘i*&%ﬁ%
#p<0.1vs TO © fFH#: 45-60
2% Arctalis* & HF ") — L
—_holstein o fEF:182E. 28H M/
| I—

AEVA
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Following the Northern Ligh

7BET:
-67% > EFE
-55% < {RFE

\ -19% #HE (Roughness ; Ra)

Wrinkle count in
nasolabial area (%)

mPlacebo m2% Arctalis™

-743%"

P=0.1 vs placebo

T7 Days 128 Days

#p<0.1vsTO

J holstein

\

D

Nasolabial volume (%)

mPlacebo m2% Arctalis™

L.

T7 Days

728 Days

ARCTALIS

FOLLOWING THE NORTHERN LIGHTS
.
s .
- - N
- ~ \\

Wrinkle
Smoothing

Nasolabial roughness (%)

mPlacebo m2% Arctalis™

-860%*

*p<0.05 vs
T7 Days T28 Days placebo

26 BN A ANLTHEHERE
F#5: 45-60

2% Arctalis™E&H D) — L
fE/: 182, 28 A
AEVA
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Following the Northern Ligh

Crow's feet firmness (%)

mPlacebo 2% Arctalis™

ARCTALIS

FOLLOWING THE NORTHERN LIGHTS

N

Firming effect

Nasolabial firmness (%)

mPlacebo m2% Arctalis™

+59%*
+59% #p<0.01s placebo
— +235%
T7 Days T28 Days
#p<0.1 vs TO T7 Days T28 Days
**% £<0.001 vs TO
\

BRERVLAERDFirmness (BE) BZER o 26 RDAANKMEHRE
F#: 45-60

FN7ERBIT+40% & +51%

\—

BRODALDFirmnessh 1M A T71% [ L

2% Arctalis"&H ') — L
f£/: 182/, 2884

Cutometer”®
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2N

LIPOGTROE

science & biotechnologies

Following the Northern Ligh

Elasticity

Crow's feet elasticity (%) Nasolabial elasticity (%)

mPlacebo m2% Arctalis™ mPlacebo 2% Arctalis™

+106%*

#p<0.05 vs placebo

+168%*

#p<0.1 vs

- placebo

T7 Days T28 Days T7 Days T28 Days
** p<0.01vs TO

) © 26 DB ANTHEHEERE
BRERDLA#R Delasticity (38 17) A © 5 45-60
1WA T "N +71% & +65% © 2% ArctalismEH Y —L
Atzhntn ° ° o 18206, 288

Cutometer®
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FOLLOWING THE NORTHERN LIGHTS
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science & biotechnologies

Following the Northern Lights

© Vol11,455%

TO days T1 hour T28 days

% )

22.2% I D -44.4% ) D
-42.9% > DIRTE -22.8% > DIRTE
-16.6% roughness -11.0% roughness
o +12.7% fi +71.3%fi
o whrcalatoy—s [ 27 g5
o fEF:1A2E. 2880 C .1% hydration ) +75.1% hydration

© AEVA \+5.8% Luminosity )




ARCTALIS

FOLLOWING THE NORTHERN LIGHTS

£\

LIPCGTRUE
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Following the Northern Lights

© Vol 20,59 &%

TO days T1 hour T7 days

-40.9% wrinkle volume -49.5% wrinkle volume
© 2% Arctalis"&H V) —L -23.1% roughness -24.1% roughness
© {ER:182[E. 28HFH +0.5% luminosity +2.0% luminosity

© AEVA
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FOLLOWING THE NORTHERN LIGHTS

LIPCGTRUE

science & biotechnologies

Following the Northern Lights

© Voll,497%
TO days T28 days
Nasolabial area
(RO L A5 %)
[-50.0% TODE \
-20.0% > {KFE

-5.8% roughness
+32.3% firmness
+9.5% elasticity

+107.5% hydration j

© 2% Arctalis"EH Y — L
o {FF:182[E. 28HH
© AEVA

J~ holstein



LIPGTRUE ARCTALIS

Following the Northern Ligh W\

Wrinkle smoothing Natural glow Digital antiaging

Restructuring Hydration boost

Firming effect

Elasticity

. holstein



LIPCTRUE ARCTALIS

science & biotechnologies FOLLOWING THE NORTHERN LIGHTS

Applications '"\‘k

7\ Daydream
tightening skin

Hydrating blast for
your skin

M
A4

Night Light cream
\/ Digital aging
formulas

v‘
: M
v Surround yourself
with northern lights

R .
@ arreh L holstein

'
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Technical information W

O B4 Arctalis™ (FILRYR)

& Marine biotechnological ingredient
O HHEESE: 2%

< INCI name:

Water, Propandiol, Xanthan gum, Glyceryl caprylate, [S§a
Pseudoalteromonas ferment extract LiTED

K. FONRoSH—IL XA L AT)IVEET )L,
S a—R7ITOFFREEISXX

v ﬁ?’lﬂt 5&1*

E\ holstein e v vinside
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A SECRET HIDDEN 3 MILLION YEARS
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ﬂiﬁg epidermidis
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g
[
Ir'

el

RS MBI ERETFRE
(f&FE %k vs H,0,)

2.
8

[ 1 CAT FTH1
WEEF:H25—E JzUFUEH

L OXJd‘ahve -stressed (24h Hz'

® 24R'with 0.1,mg/mL of Z£ono .
5 /Aopome™

-® RT-gPCR (quantitive PCR)

SXod | WASKATIN]

SMART: &
* NG sinside

~rr) oxidative stress

H,O, 500 uM
0.2 mg/mL 0.1 mg/mL
g 0.2 mg/mL
Benchmark Aonome™ AEonogr!wneTM
¥ ZO%UM active ingredient  gctive ingredient
FraLklE  O0MMHEO; "

& CAT (¢ataldsé): key anfigxidant enzyme involved in body’s&jéf,e‘nce:‘
ogoms{ oxidativestress

® FTH1 (Feritine heovy chain 1): heavy subunit.of ferritin, thé majo
intracellular iron sforbge,gﬂgfem

v

ROSEE£ (%)
83
To 77 \
% -23% [
vs H,0, ’

500 M H,0,

l o ﬂ%pldermol keratinocytes gg&? (HEKa)
ith /Eonome™ active ingredient 0.1 mg/mL &
102 mg/mL corresponds to 1.5% & 3% £Aonome™
Oxidative-stress (30 min with H,0,) on Human
pidermal keratinocytes adult (HEKa) pre-

jncubated with £Aonome™
® Benchmark : Ascorbic acid

® Fluorescence quantification




g //1=014r)’s microbiotic ©cirrizr

: EASMENE OB ()
Aonome™ (A4 /—L) 1. REME

MBOEETHMEDORREERBEL.
INPUROEN = Z 1 a# i

Aonome™ (A /—L)(%. EEBOD
EEDOBIENL E %R

S. Epidermidis
ERIFOBRHE

S. Hominis
Z8740avhR KI= V
z i

C. Acnes
H FHRE
0 Hours
N mawmer "
TS5F /T Ak ours :
¥ 5% I A b memgrs M. Resticta
bS5F )4+  XITRFT-LRMNIE

/Aonome™

(i ' i i) v
“’P””"'., : )

,*I‘rl‘umom Epidermal Keratinocytes (HEK)

% 8h V\{ffh .2 mg/ml of £onome™ active ingredient
4~ comesponds fo 3% £onome™

2%

® GPCR {



Epifluorescence Scanning Electron
M (HEK & microorganisms in green) Microscopy

W, L ERTSTFIYAE

mEMBERCN ST/ A
= r

~

BROMEEETT 52—
IVFELTHERE

WEMEERCNTSF/H A
+ 3% /Eonome™

i |

mzed humon Ep;ger YalKeratinocy : 7, i 'W o

L] 24h with Okimg/mL me™ active ingredien rresponds to 3% A& ‘
® Epifluorescence 'mi :SYTO™ 9, nucleic acid staining, viability-- % X
[ ] Scannlng Electron Mucrosc_ y SEM) 3 o . ,«

o5

A S B . Y er " ASECRET HIDDEN 3 MILLION YEARS



ENTSF /YA E DB EME
MEIZLD Fonome ™D B
2 LA LEME DS M

Aonome ™[, 58 h7EEsE
EETHLNEISRIARTH
BTINEFoLY2.7(E% A,

/EOI*--IO/\/\?“;

i,
SECREFHIDDEN 3 MULLIOH G

7.5
MBI HEK { i i
A vs benchmark
(7FiLtFy)

MAEMFERER HEK £Hm

WAEMEEFHEK + 0.2mg/mL

¥ i 28
Aonome™ active ingredient 1 ‘ i
0.5
WAEMEEE HEK + 25 pM 6 ‘
TIveFy P

FRAP (S ZE{E vs BTS2 R HEK 4E551) \\

i
H

<®8h wnhd) 2 mg/mL of Aonome™ active ingredient
corresponds t0/3% A£onome™

® Ferric’ Reducing Antioxidant Power Assay (FRAP) for
assessing “anfioxidant power”

® Benchmark: Quercetin
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ic,i Antioxidant metabolites X I
) 3
;erwm iifele)r AAonome ™ ]
EAR LIS 1 (SN 0 | == g
¥ MEMBIEET 3 PR T 2
BB s AOHOME
IV i
N 4,6,7-FJEROFS1,2,3,4-F 4,6,7-FJEFOF1,2,3 4-ThSEFOAMYX/Y
Aonome ) 3I:I~’I:l4‘}=\'-/’// il & :
. g 6 i1
Mg FRILFINAVOAS Yz | 14 - ’J
~ community % o 1: 4
£ &
y 0.2 mg/mL Aonome™ active j<[Bf g Sm— T
REETaRES ingredient + £ B &K i ; —
WEMERER HEK (7)) IQ v MAEMERERE HEK + 0.2 . % el
EEH mg/mL Aonome™ active e 1 &
ingredient FRISLFILAVALOY

Wy

.
 ORIVBIZEALGSCHILADR L Sr—TlEE BE
ﬁ'.béﬂ'é FAALEVEPa-baTzA—LEY

. e Colomzed Human. Tin es (HEK)

o 8h with.0.2zmg/mL of £Aonome™ active ingredient conﬁsponds To 3%

/EonomeTM = " [ ™
® Metabolomicstugy - Liquid Chromatography Moss SpecTrometry (LCMC) / I O I I O/\/\
® Y axiss ﬂuormfensﬁy Xh04 2 A SECRET HIDDEN 3 MILLION YEARS
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