TAF - RILAZA VIHRA S

* Depolluphane EpiPlus :
* InfraGuard/KeraGuard :

* MossCellTec No.1 :
* Alpine Rose Active :
* CM-Glucan Forte :
* NEOCLAIR PRO -

* RoyalEpigen P5
* Black BeeOme :

* PAUSEILE -

Full Protection/E 4}

Full Protection

TR, TI—F 4 b & X =2,
TryFRYa—ar, BERE
EiEE. RE. Ml

MIEA~D T 4 L ARER I, ZMabRE
BENT VRO

T, EXIvD. AT F
AZZVHE T FRY 2 - a v

IV IrxTATR
Ehni-MHEY=E D[EIE, Microbiome
MY 7. 7 3 RESE
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Urban Lifestyle

How environmental factors affect our skin
It goes under your skin

POLLUTION BLUE LIGHT STRESS

DX ZILR LR
ZZ)a33)Fa4 K&
BEnxes, Znohik
HHEIEHT HHRILEYTH IVE VIR D21t %

YA ZH/NE W (FBIRND20 BFEMEVCLEDOEFLEE
DDUIENI W=D, T —HF s T A
PMIZB S ICEERNIZALY

s
o0 pe i BAT PV EREET S, MBAEL. AU TEREL
PMIZY T EE, B2IE. s = < 3 BiET S, Z DR, &
7oa G wmor 7T PRRANT g e am

N I3 hes EEREE (ROS) ZEASE

5 ETRHRILA X
5 ZTHAEZHEL
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ALIZ & 1+ 5 Particulate Matter (PM) D2 &

Particulate pollutants can be
up to 20 times smaller than
skin pores.

Human skin pore with
particulate matter

Premature aging
Fine line and wrinkles
Discolorations
Dryness

Acne

Psoriasis

i SWISS
iy T F kLR A A UHREH

e H A XAINE =8, PMIZRED
ENIZBBITEELS S

cFEEXRBMLICEZHEKT S &I
&> T PMITEBCHREFIEZRE
L, Eh=AOENFAEEXIZEL
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MICHEITEEFEEMEDZE

UV, AV >, CO2, EXREIZEERN
C? CRILRGESIEEoL, TU—5
-] ARSI DFED EDNAST

1 loEm RS

- ROSIZ & BISEBEML ALY 7

)
v @ ’0’ REEE O REES SR T

~ > Active[RBHIZIERD Z &EHRBE:

ST,

i/
W

\\\\V”//
Ul

N
7

W

o == ROS s — o —
- --Lipid peroxidation.. = . — Particulate matterm i il & £R:&
- = |nflammation - - = — A#ARa Z 2=
= =g w— — = Ee=1
P = Loss of cillagen =5 = — _ E&e,ﬂsx kL XA B{%Eﬁ
- «» DNA damage e = -
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Sensitive Skin (BYE%AN)

BURALIZ (X3FREEFE:

. N THBEDETERENDAE
OFL

1. ALRDREHEZEIE

. RFEZEE >=RERFADR
[& D 1B F )= i

> Type Il NMEERMGZAICREELCREDS
N3 EURANL

§SWIsS

IQUALITY © Mibelle Biochemistry, Switzerland 2017
PRODUCT



(1T\II-Y biochemistry
GROUP

NEFATRGNZTEAHT

o BREAIZEKRONBRIE
DY A UPFRREICE-T
BEIND

« BEMGRIFEANDBEIER

\\ Clothes FL;
o BUREANITEED T ITF O A,
Poll.togs BIDEHAEERLEDS
« FLHER: REMNLZILEDIIE
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75%7>ayﬁﬁﬂ

IWE . UV, TR 7Ib—F 4 . Microbiome. TEY 2T 4 7R SUEVIEE

B/ Y 7HEEER L

* PAUSEILE : E— U > v AEBAFEDNFILAFEEY), BIEERERDY (7477 y, 5F7FvF) OoFB @ L

SE. BT IFBEEIELIETINY THRE LA ZRMEEETUNERS T 5,

* MossCellTec No.1 : Mg ER, [EVEE & Lo FRIBEMANEZEL S 5 FEFEE,

BERMED L DRE

Depolluphane EpiPlus : 12D THAEMA 7O T 7 FAAIBEREREEL, 3BORAZEDI Y 7L v 7 A CHKRE = HE
L THEREMEOPNANDRECEAZHC, £33V VY IFIFIATT MY IR, SHIKET—T4Fa—
JILXRTHERYECANBEICLPBRNBEIEY 2 2T 14 7 AE{ZBHLE,

NEOCLAIR PRO : IEFEXHF OMEBNMMBICEB LA TTF R, 7V FRY 12— 3 R IT TR, BB
EB. ASZVEIER & W =B OERTZ Y P %E D < %,

HerbaShield URB : COSMOSEREERHEl, T by 7 A & vige =+ >/ L Y >, A¥F (43I 74 Z7 79D
:on)/rbm#% 7J<//J\\l//7‘/’CHfL/\U 7‘5% b%lﬁ]bf%’b /j /Td—ljl_/ﬂ/}?*’l'f\: L’C*I}Eﬁjﬁbo

Thyo R

- Detoxophan/SulforaWhite : RV 7 477 7>v&HBa a7/ 7HEIF X, NRFEMILICE DT by 7 AshBR &=

El)‘j]%o

* Perfection Peptide P7 : NRF2JEME(L & MBRERENR, WICK B2 7 VTNV ZllBO X XA =2 BT 5,



Jar oy BAER

SSHBRMIE . UV, IR, 7I)L— T A k. Microbiome, TEY 32T 4 7R, TUEVILE

V. 7I—=F4 b - BFEADSDRE

* InfraGuard : £~ 7V %I#XtQﬁ@I#X@ﬁ‘EET’EﬁHCCJ:O’Cﬁiﬁ:\
ARCTIN—F4 MCL DA TOROSELEEIHI L 245 DHIC
A A= BRI D, FEYPBICL B R /XN0E @ﬁ)ba“_}wt
LD T E 5,

* PUREOXIN : FE¥IEF L KF 21 (TRX-1) o LS R T LADT
7’a— %’Cuvé:m‘ot%fz“x CEBBIETS, ATZVEEDLRL
IEhELIH Y. PR3 < BLIRD I EAATEE,

. HerbaProtext NOX COSMOSEEFRRl, Yovo, =3~ hAhbkv 7o
LDITF ZDEEY, TIAEBIIER, UVRIRICL DX A —JRELS
T <, BEFICEBADNAZ A= ICHEBL. 77X —Y T 7I(C
+ oA Al BE,

e Carotolino : HAMD =V v DIF R, TIL—F74 MILBEA=Y
DIREIZL > TEETIHES WII~NTR— |,



Jaro>arAER

SBEYE . UV, RN T7I)L—F A4 b, Microbiome. TEY xxT 4 7R KUBVILE

Microbiome

* Black BeeOme : f8BBIEEDORE IV NFIZL B NF IVHELF X, HECX b
L A TRONI-MEYZRZEEIE., KB ZREEZE S,

* Cranberry Pro : B RANBEYIDNA F 7 4 WL EREL. BELBMEMD
NWAFZ7 4V LICEL TEFENICHHT2 7 70X —DITF X,

71 WVARERLE
* Alpine Rose Active : 7 A JL X DHBRANDREZBHIE (NLRX T 4L X TORER

F—2HY) . BMEERE,

BT 7

* Pinolumin : A4 ZADMDARKD I F R, BURILT 7 & RE DRI DR,

- SensAmone P5 : AR AD LY —THBTRPVIZ 7 A Y V54 Y XV F v 7
DEERMLI=TF R,

*CBD Oil: 1> FETH —)L (CBD).J@H DIEF., PLARE. IERIL. > TR, V
7y AMERNVBREHETE B,



Depolluphane EpiPlus
Triple action to fight urban pollution
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MICHEITEEFEEMEDZE

QW o UV, 7_" ‘/‘\/, COZ y Eﬁ]ﬁ(iﬂil’%lﬂ
C? CEBILRSESIZRCL, TY—5
BY CHhILBNaAS—F DA EDNAS

A—TEB|ERIT

« ROSIZ &k 5 EEBEELIXA/NU 7

. 4
o @P ’00 BB OELS SR T

~ > Active[RBHIZIERD Z EHRBE:

Wiy,
y
W

7,

T\

— = ROS s — -
- --Lipid peroxidation.. = . — Particulate matterm i il & £R:&
= = |nflammation - — = — A#ARa % 2=
= =g p— — = -
- . Loss of collagen = = - —BIERXR FLANGIRE
I - «» DNA damage = = -
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Organic Cress Sprouts Activates the Detox
Mechanism of the Skin

« 7 757+ #% (Brassicaceae) HE#
[XFEFEICALS—THDESH
%

« Gardencress (7 7S5+ %
(Brassicaceae) IZE L, LD fESE
DATLEFEHIEL S 58N
NFTHDIANVIASTITIFPU%
ELERR)

© Mibelle Biochemistry, Switzerland 2017
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AILT A5 T 7 UMNM2EFMEA

NrF2 active
Transcription
Detoxification/
Antioxidant enzymes

Cell nucleus

Keap1

Detoxification / c c
Antioxidant genes c c

Nrf2 : 885 & F, ARE (BRILFISEES]) KEFEMECFREOEZLAMREF
Keapl: ') 7L vH— (HIHNHEK)
ARE : iR LRGBS, MBIL R T LR 7 1 —XI BEBREZI—T 1 VI T 5EGFOHIETO
T4
— BEOIVT42aVOTTIEENA2IisIE) TLyH—THSHKeapllc
F2TTAYYIENTLD
— AN T* 5T 7 VIENM2 KeaplB G ZWIRT - LAHM TS

§ SWIS:
IE%%HS(T T ,r a’_ ‘I'\)I/Z 7 'f /ﬁ—tA*i © Mibelle Biochemistry, Switzerland 2017



(TAII-Y biochemistry
GROUP

T—FFa—VIXANIET/ LZREE

FFIA—YVDEHREDIFRELEEA
T3

e FT—FFIa—VFEIXRIFELYE
[k B REBOFEL S AR ZR
EITLHIEMNSMOTLNS

! « Depolluphane EpiPlus [ & 527 —

— RRGEEOHFRPEICL>TEL
BIEDIRTAvIEEERS

— Depolluphane EpiPlus D #HR{R &%)
BEELICHELEITFS

ISWISS
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A%z 1R9 5= dDSmart Polysaccharide
Complex

A—H=ZwHvalapynFE7—
FFI—IDIXZRIIEHRDLHEER
EMER—RELEEFFY—LEIZR
TL—anf-:

—  TAIVLRENR - EFENFER
ME~DRTH LAl ZIRE

o - S AELEREEAOREIEEES

TN 7 DRIEZMEIT S
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Depolluphane EpiPlus
Triple Action to Fight Urban Pollution

s .-

(]
° o
° (]
° o . 1Lz¥aYILYIR
' e 7 4 VLR TEE
©
£ ¢ G 2.3239YYFEIXR
3 c C MRERBLEREEL
Ll D [ =1
S o o— 3.7—T4Fa—"VITFXA
== IESIRT AV IEEDNLD
£ DNAD {R:&

§swi
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Depolluphane EpiPlus

LS RTETH
TILETERRY Y

TILS Y
AIHIE=ZTRE/ AL
7K

T—FFa—IEIXR
AILRFS A FIL-B-FILH UNa
O3 VIOFEIXR

INCI (EU-PCPC)

75%
15%
5%

0.5%
0.3%

3.2%
1.0%

Lepidium Sativum Sprout Extract (and) Cynara Scolymus (Artichoke) Leaf Extract
(and) Pullulan (and) Sodium Carboxymethyl Betaglucan (and) Caesalpinia
Spinosa Gum (and) Maltodextrin (and) Aqua/Water

HERESE: 1-2%

§SWISS
L L L ESY =<

© Mibelle Biochemistry, Switzerland 2017



BEEEHEDEAL—3 Y

A&

ErTSF/ A MMIIBEEBEE P Z80%E -9 ETEESIHE S

e BRAREMNDIATIAVDYIFIXZREZARML C24RRBMERE L >
Fan—F

« #ARA Z1EE L Ttotal RNAZ i H

- BEBROELGTFREEREZSHT H1=HIZReal time quantitative PCR
= %A

SSSSSS
Ig%\ég& I’f 9‘_ o '-h)bx 9 ,r :/**Et%*i © Mibelle Biochemistry, Switzerland 2017



(W[YI -9 biochemistry
GROUP

EBERFHOEDAL— 3y

Enzyme expression relative to control (%)

Concentration of cress sprout extract _ 0.2%

NADPH:quinone reductase 1 75 214
Heme oxygenase 1 212 4182
Thioredoxin reductase 1 184 2316

§ SWISS
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FRIER FLAD DS DIRE

Hik

o IZEBEIEMDEE FTSTF/ YA L T8OWE-TETIEESES

¢ 0.05% a3V UFIFXT4EMANE

e BEThHAtert-TFILE FARILLAFXFS K DEEE LT TIEREA >
Farn—3y

— MTT7 v t4 THOINATEY) T4—%9

§SWIsS
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Tert-Butyl Hydroperoxideh 5 DR #

OV IIVIFIXFADEIER LR
‘ NoDRENRICE > THIED /NN T
Control M 0.05% Cress sprout extract |:“ IJ 7__ p _% cl: L) cl: < I'I‘:l'JJ: é—u—é

100 g

80
R
£
?‘3’ 60
©
z
5 40
L
>

20

0 | | | | | | | |

100 200 300 400 500 600 700 800

Concentration of Tert-butyl hydroperoxide in uM
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Particulate Matterh 5 D {F &

150

)
S

[55]
(=]

Increase in protein carbonylation compared to
control without particulate matter in %

o

§SWIsS
IOUALITY
PRODUCT

] ]
Particulate PM + Particulate PM +1%
matter (PM) N-Acetyl- matter (PM) Cress sprout
control cysteine control extract

*p=0.05 versus particulate matter control

IAF - RILREA VxRS

HBRT YAV
FEERRHEFMEREZO 3DV
FIXXTHALE CRUEZPMaY
fO—LETB) L, ED&
Particulate matter (PM) CALIE, N-
Acetyl-cysteinez= R T 7V k
O—)L&E LTER

NG HA—5—
BRICKDBIEIA—DDT—H—
ELTORUNIDAIILKRZ)ILE

\4

A3V YOFEIFXTXTUIEL -
BRRATIEAILRZILIER 2N\ hE
LLIET
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Decrease in particle quantitiy after rinsing
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IRIZERYED b DIRE

45

40

35

30

compared to non-treated zone in %

25

20

§SWIsS
IOUALITY
PRODUCT

23

Placebo 2% Depolluphane

*p<0.0001 versus non-treated zone
**p<0.0001 versus non-treated zone and placebo

IAF - RILREA VxRS

s

DY—L+2% AL 3IVIFIXR +
ZHESK, TR

HERE

214 (&M%, 20 - 44 %)

=R

HIBI~N D BRI 2, £D2071&(CIRIEE
ZEYE (FH 1umZEEM L4 Y Ok
FDEH, TOEREWNRT,

NG A—H—

B E (video microscope) & HIFDE=E

Depolluphane EpiPlus(3IR1E ;5448 H
bAZESFY. AUERRIZENDL ZRET
HEEBE B
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IRIZBZMEDN b DIRE

2% Depolluphane JS5€R

\4

2E7 7R—F:
Depolluphaneld X &
RFORENALE
REEL, RFRICERIER
FLRAD L BALZER
HEC M) D

EiFE iR
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Epigenetic Histone Modifications

Chromosome

[ ] @
e O
[ )
Histone tail
.. * [ ] e with chemical
® e * tags
{
Histone
DNA strand
@ Methylation 4% Phosphorylation @@ Acetylation
Swiss
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Epigenetic Histone

MEOa+H 6 a4 KR NSHADEEESIIZ & 5 % L EIE T SERHE-
hHhAHHET, ECTFOHRIRPODNADER, B2 T ERALALTEMRIRRIZE
HELTWA, IEC TR T4 RIZIEZ, DNAOAFILIE (AFL— 3
V), ERMUESRR VOIFUOBEK, /a—T 4 2JRNAIZK S
HAREDH - TS, TEDIRTAVIHEHEICEENE S E, NAP
HEBETHERE, REFHERZ5|ISRIITAIEEENTREINTILNS,

EX kI, DNASENEZOCAAMILDESLERIRELE, 2EBEADEE

BRAINIBRD. X LA Y—LIZIFAEFEOOIT7ERX > (H2A, H2B,

H3, H4) MEFEN, VAIFUDEFEL BRERICHZ->TLNS, OT7ER

U ONKIHIE, MO TFILRBICHEZELTT7EFILIERRT7 EFILE
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MHIREDOIES / LICBITHARRFEDF
275 BRIO-O0OFHBT7T v A

.... \*J.% ..
- ol EXkUHIIZEH
(THAIED TR
é TAYDING—
e H“‘% ER b ~ DR

il : EEE MRETSF/ YA (NHEK)

A¥:0083%7—FF3—YIXR

HERTHSAY: Mg +- (3> ba—)L)#BHEDIT S (urbandust) ; 0.03%

;:;’-9’- I— Y IXRAFEETEIIEFET CHER - @AM SER %
]

/NS A —4A — : Histone H3 {&£f (Histone H3 Modification Multiplex Assay Kit

EpiQuik™)
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EHEMEICKH>TELDIED I RTA Y
HEILEH

Control [l Urban dust Ml Urban dust + 0.03% artichoke extract
200

52

£ 150 REYMEAHTDOII 252 oni-#ia
S [FER FUABHH/AZ—2IZBNT
: ZoZEY B ERERLT:

§ 100 — KREEADOEHDORE (SN
E BODIES ) LR AT 4 TG E
T < =RIXT

: ST7—FFa—IVIFXRHEE5EZ5C

Change in histone modification level

ETIDRAT 4 THEEENEINS
0 1 1 ;hff: /

H3K27me2 H3K4me2
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Z M Histone H3 &

Control (=100%) Urban dust

Change £ 50 %

Change in histone medification level

Specific modifications of histone H3 Specific modifications of histone H3

#Hd S TORER:
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Urban dust + 0.03% artichoke extract

Change £ 19 %

Specific modifications of histone H3

5.750/ @ Mibsla Biochamiatry

+50%DEIL > T—FFIa— IV IFXRITE2TIIUAIEEEL (DTS ITSE)

Benzo[a]pyrene THLE:

+ 450N EL 57 —FF 3 —J IFRIZE 2T+ 11 WANEFIE (T—4% RIBH)
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Depolluphane EpiPlus
R B&AREY— T4 27 LDFIR

Hiv =l

« IEDIRTAvIEIELGAEFRE
 Particulate matterh > fll % £

- OEES AT LEEMEE

R

 Anti-pollution 2 &

« Detox city creams

- RENTAV)—LPITF7T—3ay

X—5T4 2T LEDFA
o 3DDME: U—ILREBRELETIE
IR T 4 VI ERDSDDNAR

i&
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against infrared and blue Ilght
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Infrared (FF45Y) —H RV )—2FITD
0y 5 ShBEDTY—5SHLORE

VEEOQOMETIEITEDZ ENHLM-TLVS,

« IR, #¥(ZEFK4 (near IR ; IRA)IZERA
TI2V—S hIEEZZEHRL. Lo
MELEEZETIETLES

« T4 —FHIRRFFIBEFELGNH Y
A Y—VBERTIHIRIZE YIS S
SNBITNV—FDHILEREHSZ &

[ b 7 LV
Ultraviolet / Visible light Infrared

. E. *Schroeder et al., Infrared A Radiation Effects on the
Skin, 2011

270nm 320nm - 400nm 700nm - 1400nm - 3000nm **Dupont et al., Beyond UV radiation: A skin under
Wavelength challenge, 2013

IAF -RILAREA )ﬁit%*i © Mibelle Group Biochemistry, Switzerland 2017



Near Infrared (GG 7R45}
B9 5

IAF - RILREZ A RS
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IRA) [FALIR < 125

o ALIZIE K BIEST UV 7%, AIfRt
39%, IR 54%%**
« IRIZEFOETIERZGLAEE
TREL A I EMNTTHE
o IRAXAEL £TTEE 2RIZER
[Z/E <)

*Schroeder et al., Infrared A Radiation Effects on
the Skin, 2011 **Dupont et al., Beyond UV
radiation: A skin under challenge, 2013

© Mibelle Group Biochemistry, Switzerland 2017
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SBR

=
=

\\\

ALMREIZE 1T 5 IRA D=

IRAIEE b2V FY7HO electron
transport chain (EF{=:E# ; ETC) [C
K OTRREN, CNEDFILHARTAT
FIZ;EMEERTE (Reactive Oxygen
Species ; ROS) DR EIRL (UVEIFE
Y, MRERN TROSEZELT 5)

— MMP-1 #IHE D EH — Collagen-1 D
1%

— Collagen-1 M T /5l 4

— REAL: DN, BAOEEDRED

ETC MA A= Z 1T THIREAI R
X— (ATP) ZELETZLHHS
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EXTY
- IRIILF—, 22l REORH

EXDVIEIKREDEZERE, /87 —%
ENSPEELXRE, KBEICTERT 5
ZHTHD
FETIEEYTYIIRFORETHS
AHAANIETT) DOEEITEMAFR
HEEMIZHEL, EROI VI LA
[CHERLE:
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EXTY
- IRIILF—, 22l REORH

FIIHEYMOBRICDHDELGETORES
#ESATLDS

FIEREERESNAL
— EBICKEMAS KB TEMIZE -
THEAM
— FEIESEREDRERS (FR, FA—7,
RIRE, BELZUV, FEOERHMITT
5LM)%EHD
— {EHRAEMI TR E L TEEY
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EXD)DF

Mibellett DA —H=v o EXDTUHFIX
RAERDZ ENGI DTS

o IRHEFHAEICE TS H202- 1Tk HER
ERA LRSS —H L% RE
(gene array 747, T— 3 [ZIELAF)

« I haVFYTO—RRMBEEETYR—
F(EIZR FPLROZIEICHIRT ST
RILF—FEE) > RORXFA F

ISWISS
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Tara Tannins, 58 N 7& B L H

+ Caesalpinia spinosa (tara) h > H#H L
R UIEEVIREEERESEH
LEhEE-nERIEFITHS

o Tara lERIL—OT7 T AMAIZHE
¥ B/INEfELeguminous (W AF) D
7N

« Tara®Pod ($8) [TEHHEHEES ELT
Gallic acid GREBFE) #=+ DKy
B DERBIZEETHS

. luz:IEzng‘b ARER LD-ODIEH
ERELLTRASATLE

c BV VIFMEER SRR ER
L, RAGHRBIERINOERA 4
FL—HEITHS

IS\NISS
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InfraGuard

wH A

INCI (REDBRIEKZ A T)
Caesalpinia Spinosa Fruit Pod Extract / Caesalpinia Spinosa Fruit Extract ~ 1.5%
Propylene Glycol

30%
Helianthus Annuus (Sunflower) Sprout Extract
0.39%
Sodium Benzoate
0.12%
Phenoxyethanol
1.0%
Water
ad 100%

RTREH BEOBREL2MA )
WIYIWEZTFRAE/ HHEIXTRX, PG EXYITYFIFXR £EEFMNa, 7z /F>IT4/—), K

Igﬁﬁﬁ”ﬁﬁﬁa}*ﬁ$ gfjbjg(xjﬁkﬂ}ﬁx l\ U /ﬁm) :b % L) - InfraGuard de © Mibelle Group Biochemistry, Switzerland 2017
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EXTUFIFAOS baAVEY
P15 B T FIb % — AT W

Control M Sunflower sprout extract

0.04

- MIRENTSF/ YA FEANTE
REBEE

003 e REYLUTIEH-2%ETTITYFET
FREFDIEH P CTLEMEE
0.02 e S FOYVFKYTFTIZKAATPESLAEIE:

Biovision ® assay kit (ttBEE

0.01 v

ATP in nmoles / mg equivalent epidermis

0 . , EXDUFIXZREEEIIHRNT B8
Before (fresl_wly _ After 4 weeks @I*)b:\ﬁ—fiiﬁgéﬁ?ﬂmﬂﬁ%ﬁ*#d—éw
reconstructed epidermis) % Ej] H. %)

*p<0.01 versus control 4 weeks

ISWISS
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Relative Antioxidative Power
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InfraGuard & WM Mrigib;EEZ R

0.8

0.6

0.4

0.2

Vitamin C Green tea

IS\NISS

QUAITy IAF - RILREA U4t

InfraGuard

InfraGuard D E{E

DPPH (diphenyl-picryl-hydrazyl, &€ % 5
DHIVERDVEEDIRNERNET S8
[CEFREVHESEZFA,
InfraGuard (dry matters) # E 3 7HE 4
SUC LR LR LT,

\ 4

InfraGuard [ E4 = U CERIZXRIZFEDE
HZERL (;zEFLE% S UCIEHEARRE) |,
BELYBLEBIZHEMTH 1=,

— InfraGuard (IR TR ELTIRERIEH

© Mibelle Group Biochemistry, Switzerland 2017
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RESNZROI FaV K ')7@71:%@@1%

Mitochondrion

Mitochondrial
DNA

IRESIXI b2 ) 7ATHEWEEERA LR
5= T

Electron transport
chain

— Electron transport chain (ETC) D EEfEE

— flKAA ROS H RS Rk

— $¥(Cvulnerable’s X a2 FIJ ZDNAMSE A =D %%Z(T5H (ETCAD
i, EX ORI, BEREHIRE)

InfraGuardZ AL =2 D Din vitroF ER TIEZRD R FER SN T=:
1. 2 a2 R 7HROROSHEDEE
2. 2 baY ) 7THDODNAREEDRLLE

ISWISS
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Mitochondrial ROS
compared to untreated cells in %
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1. IRICKBF A— (ROS) MDD
:>°U7®ﬁ&
HERTHAL Y

263 ) E bR Z +/-0.1%
InfraGuard M54 T TL1EFMAE IRERST (140
Wicm2, 33 °C)

NGA—F—
HABRTZAVEHEFOI FaF
1) 7ROSEA XY S Active[R D HE1L

L,
He
*%
50 ;

I — IRIEBH®ZOI Fa> K1) 7 ROS E4&E
' . DBELALLES (+82.1%)
Control Control 0.1 % InfraGuard — InfraGuard Strong|y(j: E Is aYy F‘ IJ
T7HNTROSZHRAICHALESET (IRX
RRSTOHERE & LB L T 1 -50 %)
IS\NISS

g}%\[&”& IAF -RILAREA >**Et%*i © Mibelle Group Biochemistry, Switzerland 2017

111

>

150 — —

100

- IR irradiation

*p<0.05v radiated control
**p<0.01 ve d ated control




Mitochondrial DNA content in %
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2.IRIZEBI a2 Ky 7hODNAE =
A DIRE

HBRT A

120 E ~ ¥R R SF A% +/- 0.1 % InfraGuard
100 EHT C2BH A ¥ a2 _R— L1z, IRZL
R RSB & (140 W/cm2, 33 °C)
0o —
60 INGA—F —
ShaVFKR)7DNAEE > S OV KUT
40 5 DNAZHABRTEH# L TEHEAE - T
20 «‘E
0 n ! ' REBSTIES ha Y R PDNAEEDFELV %
Control Control 0.1% InfraGuard *E < (_21 %)
*p<0.0001 versus irradiated control InfraGuard [i :*L ro 96} —:)Elili 60%

HIRL L 7=
IS\NISS

g}%\[&g& IAF -RILAREA >**it%*i © Mibelle Group Biochemistry, Switzerland 2017



IR irradiation

0.1 % InfraGuard

— InfraGuard (XX O >
K1) 7DNAZ {R:&

Control

Control

k3> K1) 7 DNA RD3& 1A

n

e InfraGuard #E T TIXET a2 FU T
DNA [JfREXN D

Small green spots: Mitochondrial DNA labelled using a fluorescent dye.
The oval structure in the middle is the cell nucleus with the chromosomes.

ISWISS
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InfraGuard [XIREESTZIZEHEMMP-1LAN)L
Z Nl

b R
400 E b ERRHESF I
BERTYS Y
Lo — IR & 5F(654 J/cm3) +/- 0.1%
58 InfraGuard
53 0 B IR A—5—:
8 MMP-1 &z F I (RT-qPCR)
Sy 5 %i}
5 100f——— % —
: g I IR BBSTIEMMP-1 IR ZRAICER S
x %
0 | | | |

Comel o e imtend InfraGuard (2 & - THRHEF MM LR B S
n, RESTOMIEE Y L MMP-1 AN D
TWREELT ST

© Mibelle Group Biochemistry, Switzerland 2017
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In Vivo #XE& : IRICK BIEILDRHIE

EER =

H 249 1)—L (SPF 30) + 2% InfraGuard, 735 R

HERE: 324 (B A, X1H264, BiE64; 36 — 61&%, F50.85%), BILIC
BEINEN XIzOR WM T2-6BRERA TG LA

B BI0EITHRIRRMICAG EB1IB2E#ER

Bt isk: wiTAsE P4

NG A—AR—:

« LA /\1) (reviscometer)

- & + EEREE (ultrasonic measurements)

§ SWISS
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BAEEST (UV + IR)IZXI L TORAOEDMR L

. Placebo (Sun Cream SPF 30) . Sun Cream SPF30 + 2% InfraGuard

12
10
T8 ;
58 4 ‘
£z 75t 7R (sun cream SPF30) % {#
s AL-RBTIENY DFELHLR S
0 L ! *Lf:o
. SPF30 2% 1 — L + 2%
InfraGuard TILALD/NY LFE

-4 —_— = S ~ -
Firmness Epidermis + dermis 0)% L’ l'\J: ﬂ'b\ﬁ' =) ;h"T* o

*p<0.05 versus initial conditions den5|ty
**p<0.001 versus initial conditions p<0.05 versus placebo

A

§ SWISS
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Placebo (Sun Cream SPF30) Sun Cream SPF30 + 2% InfraGuard

O = regions of low dermal density

414/ Mibelia Rinchamicts

EZEBEA A=V TIRABRIZBEIN-RICEZEEZRIBLNTESNAR o N (E
BIOEHE, FS5+R, t1),

InfraGuard (BRINOEE, t1) TRE LB TEEVWSSANIFEAER LY,
CNFTSERELBE L TCREMABZEENAALLIZCLZEERLTLS,

§ SWISS
IOUAUTV

TAF - RLREA DR
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Blue Light (FIL—Z4 k) Mo DRE
N -
N

uvB UVA Blue light

Epidermis

«  JIL—5 4 kIXHigh-energy visible light (& T JLX—T0I#RSER : HEV) & £ 1T
¢ (3
« HEV =390 nm - 500 nm @QE &

« JIL—F4 FOFR: the sun digital screens (TV, A Ea—4%—, / — kY
OV, AYX— 74202 TLy R) EWVWSE=BFT/8M4 X, |ALED, lighting,

§ SWISS
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JIL—54 MIBRICEEEZE5Z 5

o 1960FRELLLERT 5 & AR DFHHE
ARAEFfE (X 2RFfEE < e o 1=

« BARMIDEFEIIL—5A4 F2ERET
HITBHEFRY)—VWOLEDSZ VT
[CEEEINAZEMNER -2 &

e TJIL—DEREFEY—HT472UX
LEHIEHTBHRILEDTHDIAT F
ZUVNEEFICRIIERNTHS

> JIL—5A MZ&ko2TH—HhT47
) X LHEREE

> EEME
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Daily Distribution of Screen Minutes
Across Countries (2014)

Indonesia
Phillipines
China
Brazil
Vietnam
USA
Nigeria
Colombia
Thailand
Saudi
South Africa
Czech
Russia
Argentina
UK
Kenya
Australia
Spain
Turkey
Mexico
India

= Laptop + PC

Poland
South Korea
e
kst Smartphone
Canad.a m Tablet
Slovakia
Hunga }
|
qMCE |
Italy l
Screen Minutes 0 100 200 300 400 500 600
Source: Milward Brown AdReaction, 2014.
@ K P c B Note: Survey asked respondents “Roughly how long did you spend yesterday...watching television (not online) / using the intemet on a laptop or PC/ona 96
smartphone or tablet?” Survey respondents were age 16-44 across 30 countries who owned or had access to a TV and a smartphone andor tablet. The

population of the 30 countries surveyed in the study collectively represent ~70% of the world population.

§ SWISS
IOUALITV © Mibelle Group Biochemistry, Switzerland 2017
PRODUCT



(1T\II-Y biochemistry
GROUP

JIL—o54 Db DRE

TIL—5A4 b LEZRETHAEAZOCOVELI—3—X V) —2VHADOREGH
HTETWSH, lO=6HD1efERE L TORRAKRELVE

Screen Functional food Lenses Glasses
TN YOUR

o7

Healing stield ‘ -
Anti- Blue| Lutein & 1S {BIIII\\I)I\(

...... \.of.”.o- v - eaxanfhin \ = \f)[l]“ I'TH

LIGHT

lenovo.

et .J.un:gga GEyes

TLET7 LRRRED (VL

QUALITY
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I—54 FEEADAIZED K S IZFE
T HDM?

« JIL—3A FIZALA TRreactive
oxygen species (EMEEERTE -
ROS) 4 A#HT

\-REl - BET W 4

\ }

ROS [ZALDEALIZEE R T HEE1ES
A—TDERTHS

A

n

W

GhRLEL Y
. BET L BEL A\

« TIL—34 FRHEIFAN) T OE
BEELEL5ZEMNFIBALT:
(Denda & Fuziwara, 2008)

RUNNARUNNAN

JURNATIR
VERZEVEN

b

0y,
N
'.;‘.:R
-
B
.l
=

SN\ NN
YNIFNYNTENY

NUARNE VN 7
757 MY

N ENANYFY TS
SNRRZERVRNZSY
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InfraGuard [Z7JL—S5 A4 b hH S ERHESFHE
Az RiE

M InfraGuard

-
N
o

=100) in %
)
o

0
o

80

70

60

ROS compared to irradiated control (

50

§ SWISS
IOUALITV
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1 1 1 S-702

Control 0.01% 0.05 % 0.1%

*p<0.0001 versus irradiated control

BRTYSC Y

IEE b N ERRHESF M ~HEVIE Z 2R R
5t (48.2 J/cm2, 420 — 500 nm)

+/-0.1 % /0.05 % / 0.01 % InfraGuard

NG A—3—
B —FFE L CEMRTOMAETE
HEERIE(ROS) EAIZx T B Active[RH D
ER1bBE % BIE

\ 4

> HEVI BB ST % (CROSEEMHEA 5 HV(Z
110 (43-fold)

- InfraGuard (X85 L F=#Il@RDROS
EEFEZELHNFEILE
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InfraGuard X TIL—5 4 kDS SF/
H 4 FFRE

B nfraGuard

—_
N
o

100) in %

100

0
o

80

70

60

ROS compared to irradiated control (

50
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S-702I

Control 0.01% 0.05 % 0.1%

*p<0.01  versus irradiated control
**p<0.0001 versus irradiated control

BEBRTYS Y

EEE MRETZSF/ YA MCHEVE 28
FEIEB ST (48.2 J/lcm2, 420 — 500 nm)

+/-0.1 % /0.05 % / 0.01 % InfraGuard

NG A—3—
B —FFE L CEMRTOMAETE
HEERIE(ROS) EAIZx T B Active[RH D

FkibreZBIE

> HE #IZROSEAENBE S A M
(62-fold)

- InfraGuard [£0.05% & 0.1%;2 FE TR
EHEANDROSEEZE L <HIFIL -

© Mibelle Group Biochemistry, Switzerland 2017
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MICHEITHRIBFLROEEFMH

- RIEFERVEEANOZLEICESE
Z5Z2%

o RRUBZEMEIL T X OWAF
(particulate matter, PM)/H 5 %2 %

o« PM IXANIZEE LRIEACADE
ItZ5IEE T ROSOELEER
EiEYS5%

§ SWISS
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Anti-Pollution $h£:
Particulate Matter (FIKE) 29 S{RE

150

matter in %

oy
o
o

50

Increase in protein carbonylation compared to
control without partictlate

o

QUALITY

§ SWISS
IPHDDUCT

1 1 S-704)

Particulate PM + Particulate PM+ 0.1%
matter (PM) N-Acetyl- matter (PM)  InfraGuard
control cysteine control

*p<0.05 versus particulate matter control
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BEBRTHI Y

IEH b b ERRH S Z InfraGuard & 4

KE PM)TUREL-HDERNIE
(PM control) #F&E., N-Acetylcysteine

EFRSTTJavbo—LE LT

INTGA—R—
FEMBEIZKBBIEFA—DDT—H—
ELTAUNRIDAILRZ L EBIE

InfraGuard CHLEE L =R TIXAH LR
ZILER RO RE LI SN
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InfraGuard DEFKA o - ~—4 T 4
VDR S BSB F;”l broaion e

——
Eﬁ;k )f—;-l 2. Prize Category Most Innovative Raw Material
« S ba2 K7 DNADRE
« RETL—3A4 MZ&BDITV=3THIBEDNTOYY
- REEOBE - FLIOBIZHELTD
- MEERDS O

=747 LD R

e ZinliEFN, TIL—F4 bk RJa—3>
CERME) RiE

«  SPFALJ5~value/unique selling proposition % { i

- HuhyT . ’
. JIL—S4 70579 FELE o EHHBFREOTORILEEMLDRE
« SEMRERIELS - ERIREERFH

 IRLF—HiaHA « Innovation prize winner 2017

IS\NISS
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L holstein

P

| ' (G
MossCellTec™ No. 1 =

Enhances cell nucleus function for resilient skin

ISW\SS
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Moss: First Plants on Earth

B X TAMETFRER. Hb
Bk EICBEEEMAGE L
1-

Mosses (a4) MEZIE
L-ELTHmaIZEFTL
1-

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

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

FRtICEET 5o

FEOADEMAZ L D-HIZTE

DWLEREZ D D!

o KAPNTUAD=HD
Aquaporins

- HEMMHEERENBEDRZHD
Rehydrins

- DNAf&1E

- StachyoseZF D KEE K HY

« REEZUNVEVOPHRER: O
FFRABOKAELEBIZENTD
1500 RICBUEZATCHELT:

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

TEREDERICKY a7 ZHRMICINET
HCEIIRETH S:

BEMEL
ZLDEEFIFRESINLTVD
BOREHNEE > EESNn-1E
BRENEBEINATND > BFEIDE

MossCellTec™ (XHHR M L FHEERA %
¥hiEAf-AEICE-oTIHLOHTIAFM
S—URF—)ILDBEEZETEEIZ LT-EHA
MBI THD (LECHEYZEMILE
ERBNKOLTIEDRENTE)
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MossCellTec™: Physcomitrella patens
(EXYYGFZTT)
" - ?i.',;
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—~ holstein

fEFHv o aTHEYA~

Sporophyte (2n) o

. Germinating spore
\

Protonema (1n)

Leafy moss plant (gametophyte)

§ SWISS
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Moss Protonema (a4 R%4IK)

RFIEATDOESICEFEFLLGTVMEMIBET H5E
MFOERFRICHRIROMBDLE (=protonema; BRK) MO TEILhSEL S
> EROBBARIZHRZE
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MiGHOATHREET I T4 7
D%

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

a4k ETH&ERBELVMEMIC
BL. ENDKZEERYAL
AT OTRY) V. ERESF
EBEANDZXLEED-HES
PEZIE L LWV =BRIRIBICN T 5
EhhzEo
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3.3 % Physcomitrella patens/& kA tE &%k % 8:&E 12 A

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

EHATTAWR
T4 k=L, 41VYTILE, K

HEREESE 2%

iSWISS
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AL AR 0D HE AL A%

Nucleus ° Organelle (T)bﬁs*ﬁ ; %HH@

o INEE) X & TOEZMMAIC
28 BET S

" - . EHEEIDNADBRETHY .

WAIZE TR TRTOFEHD I

W—T) O rELTRET S

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

Epidermis

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

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



biochem
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Z1t L= TIEERNADEHHERED
RAB

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

—REZLICHKECERT D

UUUUUUUU
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[z MR DIER~ —Hh—DRE

ﬁﬁ?‘*f{ >

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

¥ 0.33% & 1% Physcomitrella patens extract
WE: BHH T 2485 o Fa~—F

N A =8 — BIBEICEHEY DEEGFERAZREL TOEEIS
E59 58 FOHER



—~ holstein

ik e

Control

120

100

100) in %

80

60

Gene expression

compared to young cells (

40

QUALITY

§SWIsS
IPRODU[IT

AN

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

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

2. EFEE3DOMDELEFETORERENN

Physcomitrella patens extract® ALEE (< &
S CTREKREMICAL LT

\ 4

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

&) DEIXEEN

™

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

(transport protein)

. ==
“ Protein
Nucleus
(envelope protein)

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

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

> RSN A~DREE@LE
> F=GR RNV EDODRBEVEE
> RIBEZIE~DREVIEG
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#%EEL 1 .
RanBP17 o~ g B e

- (ancor protein)
-(ancor protein)

RanBP17 (=RAN binding protein 17)
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BB EEEZAIEREE VNI DBRRAANDEY AHFH-TILVS

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

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

Zit. ZEICEEL-RKES

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

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

Mertens J', Paguola AC?, Ku M?, Hatch E2, Bohnke L', Ladievardi ', McGrath §', Campbell B', Lee H*, Herdy JR', Goncalves JT', Toda T7, Kim ', Winker J4,
Yao J°, Hetzer MW?, Gage FHE.
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2% &1 i |
L A P 2 = tw(transpon protein)

- (ancor protein)
-(ancor protein)

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

> LAP2 [FZEATIEBAL TS ENTh->TLNVS
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Progeria (B Z4%E)

« Adalia Rose 105%.

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

o FFFICRHIZZIEDY A UHEND
o ICICELIIEHDADHREES
DEDITHED

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

REEGESDH - LTENEZIEDYA

b

ot

L am | n A % :; E%E%%I?E(transport protein)
HIEREIO S 250 B -
LaminalZ B8& -

o CAE I f-Lamin A’éﬁﬁd‘é*i(iprogerla

(B2JE) DERELS @BELYILR[ERIZTEIELT
LESEGHEE) > ALK EFEL-ZWL
BMoTMEBIN-Lamin AITEELGEATEE LA

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

> flRAKFZIEBREICEVWTEETHD
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[z AL/ N7 DOE DRI

HBRTYA >

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

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

AL/ 7 DEDRE

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

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

Filaggrin Involucrin Repetin SPRR1A SPRR1B Envoplakm Comeo- Desmoglein 1 F11

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

QUALITY © Mibelle Biochemistry, Switzerland 2018
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BEIN:-KREZSR MERREICEE. TORICEGFREASTEEE
XL 1=

EEETI 3D E FBEREBETIL

A +/- 1% MossCellTec™ No. 1

&4

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

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

11000

Normal conditions Hot and humid ™ Cold and dry

(1T\II-Y biochemistry
GROUP

*0

Control

Collapsed
dermal structure

1% MossCellTec™ No. 1

EnZiEEEARBRREEIERDIAZS—7 03y FT—YICE LVWAEMNELLZ L0

> MossCelITec™ No. 1TCHDREBIZZDEA—CMSAERET S

y SWISS

QUALITY
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IRIBEAEAD AL DE

Normal conditions

Control [l 1% MossCellTec™ No.1

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

Normal conditions Hot and humid Cold and dry

blue = cell nuclei (DAPI)

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

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

QUALITY © Mibelle Biochemistry, Switzerland 2018
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AEBRTHA >

WERE:

INS A—HB—:

§SWIsS
IQUALITY
PRODUCT

B°.
(1T\II-Y biochemistry
GROUP

‘ Reinforcement of the Skin Barrier
Quality

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

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

TEWL (tewameter)
I DRSS (PRIMOS)

© Mibelle Biochemistry, Switzerland 2018
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A/ 7 DOt E

Decrease in TEWL
compared to initial conditions in %

O . 1 S-726 |

Placebo 2% MossCellTec™ No.1

*p<0.05 versus initial conditions and placebo

QUALITY

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

E, max = 20 %)

© Mibelle Biochemistry, Switzerland 2018
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CODNEIDNE

20

2

£ *
< 15
g £
0.2
o=

=
L £
~ 6
£ 0
55 10

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

£

o}

O

S-726
O — 1 ]

Placebo 2% MossCellTec™ No.1

*p<0.05 versus initial conditions

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

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

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

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

FEREOIIZNDE S - EXEEBADSEEDRDRBMGEILIZNERS LT
A A=Y A A

INTGA—R—:

« FIJ/K%> (38, corneometer)

- TEWL (38, vapometer)

- OBOH—% (EBRSH  BE{RZE, VISIA CR®)

§ SWISS
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MossCellTec™ No. 1 [FE LG BIREADAN

Bt T4 & i =

B Placebo M 2% MossCellTec™ No.1

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

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

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

QUALITY
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MossCellTec™ No. 1 (& L < &=

Wrlacebo W 2% MossCellTec™ No.1

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

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

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

- MossCellTec™ No. 1 [FAAREBEZIEARELIEET HBIFI2H S J

QUALITY
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MossCellTec™ No. 1 [FE G AEBEA
DOADOFELNZERESES

Before After 2 weeks

Volunteer 22
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—~ holstein

MossCellTec™ No. 1 OF) &

Nucleus \ Cytosol

Faster transport of proteins @{g’

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

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

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

> MENMREOZEPCELICKYERCELT S EATRELD

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

> FUFIADUT AT MOEBRLTIOFR—2—THD
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MossCellTec™ No. 1

D%
(11 oYY biochemistry
GROUP,

MZREOTIEIZCEESE S
Z L AVETRE
AFLRIIIBEETTHAN
DK ZERLESES

zkE L TRELZAY Y.
ez>2<YLEIFS

MRz DERZHR L THEL
ZEHERT S

S DREISHT HALDIE
mAzRLd S
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MossCellTec™ No. 1 coocert)
R ER—T T4 LD E cosvos
=== [

« FUFIADUIHEE

. EXERBHE S

« JOTFTOYIUFERIFTIURTHEE

.« RERFXZUSTT

I— T4 LDOF A

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

o HREBOBEIZEBLEHFLLTZOFIA
oudarve Tk

o RMHE

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

in-cosmetics’ in-cosmetics’

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

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

Gold Award BSB Innovation
Prize 2018

Gold Award Innovation Zone
Best Ingredient Award in-
cosmetics North America 2018
34 Prize SEPAWA Innovation
Award 2018
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Alpine Rose ACtive BSB F’(InnovationAward' Ef:b"é'sm*
Clearing age-promoting cells oo I oo

IAF-RILRAL RS Tel: 03-5213-5541 email: info@holstein.co.jp —~ holstein
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Senolytics (Z1LHifaRZE)
=B 7oFTAo07a 8Tk

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

GROUP

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

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

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

jSwIss
|[]UALITY
PRODUCT
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Senolytics:

GROUP

ZltlREMRZBREL TAZESN T S

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

9
9

9

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

BRI AE
AS—45URROREIZE > TEILBENEL
SELhd

EHDRZ

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

jSwIss
|[]UALITY
PRODUCT
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Alpine Rose
ELRERBLERAA XTIV ITREYD1D

TN biochemistry
GROUP

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

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

o FEEICFCELIMEMTIOOELULEEAEZ L2 LA
A RE

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

TN biochemistry
GROUP

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

NICE > TRGRENRACEREICRAGUVE
EEFESHARBRFICKDRA NLRERITI
WY - DEDHE ZFIREICT S,

A MLREZTTIEMEEETEE SNTEY
CHBELTLIYBREOREE RS (7
BTLTFY) 2EHTEHENAD LTS,

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

HE A

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

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

COSMOS approved*, Ecocert certified**

HEREE 1-3%

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

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

QUALITY © Mibelle Biochemistry, Switzerland
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BROINTDAHILR=)LIE
-HRELEDOT—H—
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UV radiation

Pollution I Oxidative stress

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

Healthy fibroblast Senescent fibroblast

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

R AVNRVEOAILRZIE ; REEELRZ /X7 EEDIETHMISERDLD
S ANRZIEA RO AR DY

> EiE. MlREHR

> HEEBILEDOREIZKDZEDME

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

jSwIss
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‘ UVEBSIZ K S22\ & HhILR=
JLiED S DIRE

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

BREDOFEHRDHIZ10 Jlcm2 UVASLER ST

18NS A —4A —: Suction blister$ff: Suction blisters (I&3[KIEZ5) Z#/EY . suction blister fluids

(EIKIFEDR) EZEH. ALK NV EEEZHILRA ML
ADY—

71— & L TELISAKitTH 4T

IAF - RILREAUBEREFE Tel: 03-5213-5541 email: info@holstein.co.jp

jSwIss
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UVEBSHIZ £ 28 V0 BALR=LED M. .
> DIRE

GROUP

M Placebo M 2% Alpine Rose Active

20
R
53 '°
55 ALK =ILAES 2135 &R IFApine Rose
5% | Active® 27 L 1= S DIREIKIE S BICTH L
23 B L=
58 5 s > UVAICKDBIER FLRICKS>TELSY
i A=t DREHE
58 - Alpine Rose ActiveldE LD 5 AL & R
: * T3
10 <

*p<0.05 versus placebo

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp
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i Alpine Rose Active®Senolytic (&1t
HMRakRE) EE

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

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

INSA—B—: B & 1L HIRa% (B-gal-positive) TAUIEF)E (senolytic activity) ZBI A IZ L 1=
IAF - RILREAUBEREFE Tel: 03-5213-5541 email: info@holstein.co.jp

QUALITY © Mibelle Biochemistry, Switzerland
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Alpine Rose Active® Senolytic (Z1{b#iAg
fr=) B

biochemistry

— XHFELHMREEZET

1% Alpine

Control .
Rose Active

IAF - RILRBAL %K &1 Tel: 03-5213-5541 email: info@holstein.co.jp

jswIss
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Alpine Rose Active® Senolytic (Z1L#AiE

frZ=) &%

Senescent fibroblasts M Healthy fibroblasts

120

28%

senescent cells

-
o
o

100) in %

o]
o

* *x

‘ 12%  10%
0 | 1 -839

Control 1%
Navntoclax Alpine Rose Active

Cell number
o
o

compared to control cells (
S
)

n
o

*p<0.005 versus control
**p<0.0005 versus control

WT1TIEY biochemistry
GROUP

Alpine Rose Active {8 BE 72 R # SF MR 2RI
FHEELERATICELRESFRIBROAEE

LRS-

- Alpine Rose Active[Z & &E#a b D ELHH

fagk Z64%iBmL 1=

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

jSwIss
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‘ AEE N & FRAHFDRE

RERE: 44% (K%, 40 — 65i%) BWIZHKADH D, 2T IL—T(221+5

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

2 17 )L—TF1£2 % Alpine Rose ActiveBt &9 ') —LEZEH L. £ 5—ADY
IL—T1F

TSRy ) —L%xEH, ELEKICIA2E, 288
INZ A —4A—: Skin elasticity (Cutometer)

Skin redness (Spectrocolorimeter, macrophotographs)

IAF - RILREAUBEREFE Tel: 03-5213-5541 email: info@holstein.co.jp

jSwIss
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Skin Elasticity Dt &
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M Placebo M 2% Alpine Rose Active

20

initial conditions in %
s
o

Increase in elasticity compared to

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

*p<0.05 versus initial conditions and placebo

IAF - RILRBAL %K &1 Tel: 03-5213-5541 email: info@holstein.co.jp

jswIss
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Skin RednessD i E \

WT1TIEY biochemistry
GROUP

B Placebo M 2% Alpine Rose Active

0 . T 1
§ 2
gL
E 6=
§e 4
» .9
g3
5
g = . Redness [$14H#%(28.4% & &E L
<EA Lt
-10 S-852

*p<0.05 versus initial conditions and placebo

IAF - RILRBAL %K &1 Tel: 03-5213-5541 email: info@holstein.co.jp

jSwIss
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biochemistry

Before After 2 weeks

S-852

IAF - RILRBAL %K &1 Tel: 03-5213-5541 email: info@holstein.co.jp

jswIss
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Alpine Rose Active
Anti-Viral Effect against Herpes simplex virus |

i

Alpine Rose Active

HHRa kR

Vero cell cultures (epithelial kidney cells)
RBRTHAS

1.Vero cells#{EZE TH <

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

BT LA vFan— LV r LR EHRBEEA~RM

4. HHRE. FERREEMAE Fcristall violet TE &

5.Plaques (GAEH) #HD 2 b+

jSwIss _ ) v )
|[]UAL|TY © Mibelle Biochemistry, Switzerland
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Alpine Rose Active
Anti-Viral Effect against Herpes simplex virus |

s | SN

2 4 JLRADHDControl
- plaques

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

ﬁ Anti-viral activity (%)

jSwIss
|[]UAL|TY © Mibelle Biochemistry, Switzerland
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Alpine Rose Active
Anti-Viral Effect against Herpes simples virus |

g I
@ / R« LR ESEDREE:

/ Herpes simplex virus | T®DPlaque assay

./ l

{ 0.1ug/m T4 LREN.ZRAICHAE

Anti-viral activity in %

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

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

0.02% Alpine Rose Active T
BIALE L= 4 LA (HSV-
1) EHITAoFaR—F
L f-#ARa,
—HE~NDREL L

R4 - & (DAPIEB)

i SWISS
QUALITY
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D4R F (HSV-1Cy3%f)

© Mibelle Biochemistry, Switzerland



Alpine Rose Active
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Hie

- ELHRORKRE

« OFRAHOIH EAED DR L

- NDFRBOERY

c BIERXRFLRADGALZ VR BRE

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

IEHRILBAFTE D)
I

* Anti-aging formulas

* Photo-aging prevention
* Sun care products

» Protective skin care

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

jSwIss
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Alpine Rose Active
R—TT14 07 LDF=

WT1TIEY biochemistry
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« LSS0 ZCMEIREES

« HROTUFTAOTa T
+ COSMOS#3E £ ECOCERTERR

© TAIEIST AL XHEE

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

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

COSMOS

APPROVED gg:n:g;lcc 2. Prlze Category Most Innovative Raw Material

IAF - RILREAUBEREFE Tel: 03-5213-5541 email: info@holstein.co.jp

QUALITY © Mibelle Biochemistry, Switzerland
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CM-Glucan Forte

§ SWISS
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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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i SWISS
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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 - 8 VAT LIZHEITHE
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Inhibition of IL-1a release
compared to control in %
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0.1 mg/ml 0.4 mg/ml 2.0 mg/ml

Concentration of CM-Glucan Forte

*p<0.01 versus control
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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
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* — — A
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Hydration Smoothness
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Itching Irritation

*p<0.05 versus initial conditions
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Brighten

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

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

so - - M49%[a] _E

_— ]

T7days 128 days T7 days T28 days

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

*p<0.05 vs TO *p<0.05 vs TO
. 288 DANLIZEITS AITAL
2087 T AT MHEHERE (220 ITA2 41-55)
8 30-50 +3.1 (70% vol)
n: - B
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Colorimeter +12.3 (up to)
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(average) (responders)
e
., I
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Povs -5.2%
60% vol >
-8.8%
70% vol
T7 days T28 days
***¥p<0.001 vs TO
*p<0.05 vs TO
#p<0.1vs TO

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

LR T 1/2hday FBIZES5T

2% Negclair Pro™EZ & 2') — L

1H2[E] 28HA

Mexameter®, Image-Pro
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mPlacebo 2% Neaclair Pro™ 2% Neaclair Pro™ (average) (average)
(average) (responders)
17.4% 16.5% 17.5%
15.'11 75% vol
65% vol 1.2%
T : = 10.6%
l I
T7 days T28 days T7 days T28 days
T7 days T28 days
*p<0.05 vs TO *** p<0.001 vs TO
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20B8DT T NN (V2ER5T D ITA2 41-55)
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A6 28E M 28 H 6 CrE 4 [E] 18 HY 56.2% [F] £

Glossymeter, Cutometer®
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» 1H2[E 28HFRM +15.3% ITA? '
-14.3% A& BER1E (MDA)
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ToFR)a1—3>

B ERADFRMRE

Non-treated + pollutants

AHR vs non-treated polluted explants

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

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

Antioxidant gene expression  swar -

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

* GSS (Glutathione synthetase)

* GSTP1 (Glutathione S-transferase P)

* GPX1 (Glutathione peroxidase)

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

FE(ESN. BEARA. RETTE)
M5 3602 protection

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

. Y S o

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

3,4H) WO ) B, ¢ : : A

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

. . no pollutants no poliutants

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

s
Less oxidative stress to challenge since it has first neutralized internal oxidative
stress (internal pollution)
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ECMZ774/\— . DNA, ED T2 REEEZx{RE

TREEHHTD

Antiglycation protection
(AGEs vs damage, %)

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

Negclair Pro™  + heavy metals
active ingredient
+ heavy metals

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

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

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

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

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

ENRRTSF /AL

ANIKE

Negclair Pro™ + A L& C48%H

ELISA

DNAB&{L S A— Fi8-OHdGY —H—

Protection against lipoxidation
(MDA vs damage, %)

-14% MDA 100%
86%
69%

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

active ingredient smoke

+ synthetic
smoke

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

ENRERTIF /YA

AILE

Negclair Pro™ + A\ L& T48k5fE

ELISA

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

{membrane integrity after damage, %)

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

Negclair Pro™ powder (Bt D T2 ELFRZE)T6h
iz "I % (propidium iodide; I TOE Y L)

NEQCLAIR PRO
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+40% FHRRIZ{E T

EEYMEICEYFT A=

ZT-HeDEE
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Brightening gene _ ) _
expr955i0n Brightening efficacy

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

0.001% OB

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

L holstein
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Welcome to the side o b

Antioxidant Antiaging Dark spots

Antioxidant amplifier Brightening Anti-inflammaging

3602 antipollution (outdoor,
indoor, internal)
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Applications

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

NEQCLAIR PRO
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C VEEBHSE<T S
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Technical information 5%

O R¥4: Negclair Pro™ (RA 2L 7 7A)

C EWRBHARTFR

C HRESE: 2%

O £HARTEM: K, TUEIY ATVILT)a—,
TEFILTISIRTFE-2

v ﬁ?’lki&ﬁ;
C FAA: %L
O B KB
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Epigenetics (TZED T RT4 U R) &I1&?

EEFFLRECLTL—DODEATELGDINERICELLT HRIEMELH S

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

DNA [ZASHEDETHIN—YEHHAILTH=HDGEZEIEB->TEY . DNAIL
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EozrxT4 v 7FIHA DXL

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

« DNAXFILIE

« <4 %Y ARNAs

Nucleosome

> BEEFRIE ZFonF f=Idoff(Z/
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/\/\/\/\
MicoRNA /N NSNS\
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TEBOHRIIELTHO—VILE

) —%ERBTHDIC LT, BEig

[F3RZEOO—YILE ) —, TEM.

1O —%1EET D
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Royalactin (A4 ¥S 9 F>) ,A—YVIL
) —hOLXERFEYE

A—YILEY— REOCREMELE T TELS 2 R 0%, BIfEE. E4
S UBEZEATEIREY

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

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

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

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

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

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

%#BA% > RoyalEpigen P5

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

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

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

Encapsulation o r j %‘.

Thr | Arg | Ser | Glu @ Leu

Pentapeptide

DTRERAWEY I FEERRKRF Y )T ORTLIZEA
> A EEER L

>HTSF /YA MZIEBRYIAHZMR L

S I AO—)LLETUNY—

> RIF RFUAFTHENSRESIND
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RoyalEpigen P5 #HR

RoyalPeptide P5 (TRSEL) 0.014%

Glycerin 33%
Shea Butter 13%

Hydrogenated Lecithin 2%

Sensiva PA 1%

Maltodextrin 0.03%

Water ad 100%

INCI (EU-Declaration / PCPC-Declaration)

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

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

#hra
E#EE MRETZSF/ B4k (NHEK)

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

AEBRER

AbyNR—=Z2z)LOHRRIEy FLTY ILIZH@E EL

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

B
R2ELETSF/ A bERE

S-518
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BIZER > DHERRE FE L IBFED A L

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

24 hours 48 hours 64 hours

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

0 12 24 36 48 60

Incubation time in hours

Al values were statistically significant compared to control.

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

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

(classic medium)
RoyalEpigen P5
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#apa

ke 8o F A b

HERA

RoyalEpigen P5 (0.008%)

HERE(R

TIF/ YA bERILEMP TEERE

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

Al

EHR A (3EM) S THlaMZIEO L THRE

v

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

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

3

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

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

+— Damaged Protein

SKP1 (FZ v/I\VEZFa—F (AEFXxF> )

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

D)—=VJHEETHSTOTT Y —LIZE

BN AIREL 1 B

BONWTERILEN=F VNI REEND

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

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

Proteolysis
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SKP1 FEZ#ELT7AT7Y—LFI#

100) in %
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350

300

250

200

150

100

50

+197 %

+144%

S-513 |

0.03 0.10
Concentration of RoyalEpigen P5 in %

R

EEE MREYTSF /YA b (NHEK).
HER M

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

#E

RT-gPCRIZ & 5SKP1 E&izFHIR

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

WHZALIZEHFBA4 21\ FEEHD

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

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

9 microRNA e
L

mRNA mRNA

l l

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

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

HBTY1 Y

g 2 L1t FMIRERRME S M
(passage 18)

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

ST FRMESFHRE D 5 D MIRNA DH & B,
MicroRNA arrayZ{# M,

\

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

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

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

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

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

HERG: V') —L + 2% RoyalEpigen P5, 7S5+
HERE: 204 (B A, &4k, 40-60 &%), LD b— /BTy —
{$5f: 182[E%28HM], 56 A (288 &IZ1AZE(T3)
PRI ATRENMAE / BE (BEIZAND b—2 F Y —I2T HEHEBROH)
INTG A—B —:

- AEROBLHME

- lDELME

- Il b—rDty—14
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Skin renewal time in days

ABEDRFL

24

23

22

21

20

19
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23.2 days

21.7 days

20.5 days

S-539,

Untreated Placebo

*p=<0.05 versus untreated

2%
RoyalEpigen P5
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GROUP

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

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

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

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

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

*p<0.05 versus untreated
**p<0.05 versus untreated and placebo
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28HIZ +16% ;B oM A A E
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2 % RoyalEpigen P5

14

* +12.6%

—
[a%)

—
o

[oe]

+6%

Homogeneity of skin lightness
compared to initial conditions in %

0 1 S-539]

After 14 days After 28 days

*p=0.05 versus initial conditions
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Z DR THERE DBO% TEEB S iz,
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RoyalEpigen P5 BSB ‘“’l Innovation Prize
7_/7_7—_4 yﬁ‘to)*”)ﬁ N Cosmetics 2016

2. Prize Category Most Innovative Raw Material
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o« FEARDOMISTEDmicrobiome (MEME)
FERDBEEOERICES>TERIZEE
HI7IR3—THD

« NOMEYRFEZECT I LD K3
[T, B, /N 7HEE. AL
DEFIREICEFTEREERIETT
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B, BMEIICE - THERD
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RIWWVEEBWVENFET SDITTEE
LY

Skin Microbiome
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Skin Microbiome

42D DObiomeart T MZH
WT. BEDKRETTIHEADAN
DWEME (T EIFTHEERD®
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AN OMEIEZED/ANZ VR
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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,

I§EJ§EE€T T ,r 9‘_ o 7k)bx 9 ,f :/Hi:_ﬂt%*i © Mibelle Biochemistry, Switzerland 2019



European Dark Bee
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GROUP

(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,

© Mibelle Biochemistry, Switzerland 2019



.
(1T\II-Y biochemistry
GROUP

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,

Iésj\g\zﬁg_[ T ,r 9‘_ - 7k)l,x 9 ,f :/**Et%*i © Mibelle Biochemistry, Switzerland 2019
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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
I%‘[&Hc‘ T ,r 9‘_ o ﬁ)bx g ,f >**Et%*i © Mibelle Biochemistry, Switzerland 2019
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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

© Mibelle Biochemistry, Switzerland 2019
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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
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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

Ig'%\[%”g_[ T ,r 9‘_ o 7k)l,x g ,f >**Et%*i © Mibelle Biochemistry, Switzerland 2019
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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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GROUP,

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)

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



2B DTEWLOHE

el
o
0
0]
[on
[}

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

(1T\II-Y biochemistry
GROUP

1 % Black BeeOme™ pwd TIlnon-
hydrating shower gel T #& B #illi %
FEOTWAICHEDLLT TR E
LB L TTEWLDZE L LWHEAR S
ni=

© Mibelle Biochemistry, Switzerland 2019
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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

g'%\[%”é T ,f ¥ - ;k)[,x 9 ,f :/Hi:_ﬂt%*i © Mibelle Biochemistry, Switzerland 2019
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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

Iésj\gzﬁg.[ T ,r 9‘_ - 7k)l,x g ,f :/**Et%*i © Mibelle Biochemistry, Switzerland 2019
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O— IR AW -ET TORZEGAD
&=

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

g}%\é”&({ T ,r 9‘_ o 7k)l,x g ,f :/**Et%*i © Mibelle Biochemistry, Switzerland 2019



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

I§EJ§EE€T T ,r 9‘_ o 7k)bx 9 ,f :/Hi:_ﬂt%*i © Mibelle Biochemistry, Switzerland 2019
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Black BeeOme ™

HiP Fi&
. RBEEELEZMZTIY FTENULAL - U—bkIRY
~ FHYHEIR X7
s HEFZEDIMEYMEEBLE « Anti-blemishft 5
o BN T OIRE LI . BWEITT

=740 LEDF R

o FVOTHBOHTMMEIZENTZR A ADEIZ
KAHENFIY
NFEYVEIRIMEHEZEL ODRAFT U T7H
DEELRH
EELTINMEYME~DEIEZT Rk
MBRERFHAD—FIRINEHY

§ SWISS
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J~ 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



J~ 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



J~ holstein PAUSEILE"

A RETREAT FOR YOUR SKIN

Pauseile™, a retreat for your skin %\

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

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

MEMIETESEL, 5 ME

IN:

FEE:3m

JKiB: 25 °C

B&ELA)L: 3.5 umol/L /

LIPCTRUE




J~ holstein PAUSEILE"

A RETREAT FOR YOUR SKIN

Pauseile™, a retreat for your skin I A N

KRS %##F L., softness & radiance 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
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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



J 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
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A RETREAT FOR YOUR SKIN

-

Proteins in the cornified envelope W

AGMRIETSFENMFSFTRE-ENTLNDS
¢ AERZRIET H1=0IC

B VARV IEND
== T:' = \ Fatty acids/Cholesterol ’
x o X 4 L = Ceramides /
_\ = Tvolucrifr
(o semee ) v REEIE & /\ T HEE

(—_-hemL
; 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



J~ 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



J~ holstein PAUSEILE"

A RETREAT FOR YOUR SKIN

——

In vitro efficacy: hydration enhancement N
(ELISA)

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

FILAGGRIN LEVELS INCREASE VS
BASAL (%)

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

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

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

ingredient”

v 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



J~ holstein

PAUSEILE"

A RETREAT FOR YOUR SKIN

Human skin explants efficacy: sealing the W

skin against water loss (ELisA)

© EMRBNMER SOFMDEIEHERE) REZBE
¢ 6 HBFH

© Cream with 1% Pauseile™

CERAMIDES INDUCTION VS BASAL (%)

T6 days

1% Pauseile™ 1:3?.%

T6 days
Basal

0 50 100 150 ***p<0.00
1

v 39% Ceramide L)L E vs basal

— KOTDEE. HLELSMNL

LIPGTRUE

1% Pauseile™



PAUSEILE"

A RETREAT FOR YOUR SKIN

Hyaluronic acid in barrier function W

EZNLOVE (HA) ERHT4TF—2 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



J~ holstein PAUSEILE"

A RETREAT FOR YOUR SKIN

-

In vitro efficacy: Hyaluronan protection W
(enzymatic)

© Positive Control

HYALURONIC ACID PROTECTION (%)

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

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

**p<0.00

**p<0.01
0 50 100

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

without solvents nor preservatives



J 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
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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
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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
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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
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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
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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
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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







