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Urban Lifestyle
How environmental factors affect our skin

It goes under your skin
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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
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L, Eh=AOENFAEEXIZEL
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Sensitive Skin (BYE%AN)
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Phyto-endorphins for a youthful glow
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Endorphins & [E?
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Endorphins — the Body's Very b-ochem-stry
Own Happy Hormones

I TV RILT 42 RT Lldhappy (F
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 Euphoria (Fi&f%) fohappiness (F
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Endorphin — Al & R D A
EAA4 FZEAXRRAT L

§ Environmental influences

Keratinocyte
L] -
L

) ®

I

Nerve fiber

® ® @ p-Endorphin
‘ Opioid receptor

Signals from the brain
(influence of mood, wellbeing, stress etc.)
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Monk's Pepper(A/3am =T b-ochemistry
R ITEPETI ORIV D% ER

« Monks’s pepper (2430 => Uik
) [FhhiEithig o7 O T TERTHKE
TFER

o N)—[FAEFARLET2—IHEET SHE
YT RIL I LR ENDMEEESR

s EAAVZ D URIDORNY) —TERF
v KUEOREDBREICFIAIATL
1=

o HEHTIHEELIFEIELI-AU—ZFEAL.
HEZICWellbeing PEEREVH-RE
FHEERL TV,

« BAIAVZUDURIDAR)—IEPMS
(premenstrual syndrome; /85 2 RIZH
(T5RECTAS I FUOFE)DEREIC
FIAEN TS

IISIVUVASLISW IAF - RILREA %K Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemisiry, Sw izerland

PRODUCT



Ascorbyl Tetraisopalmitate & bioohemisw
Tocopherol DInEEILE SR
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SUHILAAR DY —D1IDTHB
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MEBRBZED =HDDouble Vector
System
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Happybelle-PE bochenisy
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EXSRTEWH

Happybelle-PE (standard version): LY F >, 24 A=V D UKD
REIXR, TV TEINFVIILTHUBETRAIILEL,
faTzo—, BEH, /07X TR/ —)L, K

Happybelle O (oil-soluble version): 4 3 = DRIVREILXXR,
B~ EFH

HRESE 1-2%
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Ll 7S5F /94 FzBIT B
B 1 O 3

Mitochondrial dehydrogenase activity
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Concentration of Happybelle-PE in the culture medium
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Control

0.5% Happybelle-PE
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A| A7 EEDRL

Collagen | Collagen lll {ﬁﬂ]ﬂﬂi‘é% IEE b b ER#RHM SFHIR (NHDF)

¥ 0.5 % Happybelle-PE
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Increase compared to initial condition
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Skin Hydration & Firmness
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Hydration

*p<0.05 versus untreated
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Firmness
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EL S N 1 % Happybelle-PE &F 4 1) — L

B RIBRAI~N1B2E. 28AM%EH

ING A= —: Skin hydration (corneometer)
Skin firmness (cutometer)

Significant increase in RALIEER 5
& LhES L T28H & [Zskin hydration
(+28 %) & skin firmness (+19 %)
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* Moisturizing serums for the face and neck

« Holistic wellbeing products
« Collagen boosting formulations
« Firming anti-aging formulas
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Lack of Sleep Is Part of our b-ochem-stry
Lives

“holstein
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Sleep Deprivation and Protein
Folding
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Protein Folding o
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Why is Proper Protein Folding
Crucial?
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Sleep Deprivation and Aging — b-ochemistry
a Vicious Cycle
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Glacier Expedition to Discover b-ochemistry

new Microorganisms

L1 holstein
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http://www.gmx.ch/themen/reise/bildergalerie/bilder/24ae3do-faszination-naturwunder

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

.
i

- BRELEMEMESES.

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

WEMINAATREBBZ=012/8A
AT UTH R —TESR,
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Sustainable Production of IceAwake™ in o
Bioreactors Followed by Spray Granulation e R
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I CeAwa ke R biochemistry
Composition

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

KRB TR
AN RILETERRY DK

HESFME: 1 - 2%
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BIP is an Important Chaperone bochem.sw
in the ER

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

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

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

MD1D
‘ « BiPIXEEERARIZ L > THEMIC

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

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

2 Pickard et al., FASEB J. 2019;
33(6): 7479-7489
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Function of ER and Mitochondria b-ochemistry

are Connected

/MiE{A(Endoplasmic reticulum: ER)

ThaVRYT

L holstein
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‘ Improving Chaperone b-ochemisw
Expression in Aged Fibroblasts

Study design

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

BNEE :1 % lodobacter ssp. extract
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Improving Chaperone
Expression in Aged Fibroblasts

Control 1 % lodobacter ssp. extract
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‘ Increase |n ATP PrOdUCtlon b'ochemistry

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

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

Study design

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

ING A=A :ATP 7 4 (chemiluminescence)
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Increase in ATP Production

Control  0.01% lodobacter ssp. extract

150

100) in %

100

* +27.5%

ATP production

compared to control cells (
(oA
o

S-809

*p<0.05 versus control

“holstein
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lodobacter ssp. extract/XEERAE £ +
RIS FHIEE TILICE LN TATPD
R E27.5%FE(2EmM
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‘ Reduction of ER Stress LI biocheristy

Study design

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

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

ik s BERAED E R IE#RMHE S

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

N A—4H JhNER - S ROV FYTEMS (MAM) (.

ERX LR ELTHH#IE,

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



Reduction of ER Stress

250

o3 Sleep-deprived cells

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

& ‘ (ERDR FLRT—H—) (#Ra#%)

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

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

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



Improvement of Wrinkle Depth and 'bmhemm

‘ Radiance in Asian Volunteers with a%

Hectic Lifestyle

Study design

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

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

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

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

Pt h O I Ste i n © Mibelle Biochemistry, Switzerland 2019
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Hectic Lifestyle

S-808

B rlacebo M 2% IceAwake™

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

*p<0.05 versus initial conditions and placebo

L holstein

ceAwake™ Improves Wrinkle
Depth and Radiance Despite a

(T1 T[N biochemistry
GROUP

v

M rlacebo M 2% IceAwake™
+9.2%
10

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

o

(8]

0 1

S-808
*p<0.05 versus initial conditions and placebo
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‘ Improvement Of ernkles bOChem|stry
and Tired Appearance

Study design

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

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

NG A =45
BERZTU7Z7DOLHDES (PRIMOS)
EBNA-5NE EEREMRICKSFEHIE (ColorFace) )
Tob—hk (RSoT4T7DBECRH)
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Decrease in Tired Appearance
after 14 Days

B Placebo B 2% IceAwake™

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

O | ]

*p<0.05 versus initial conditions

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

(T1 T[N biochemistry
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B rlacebo M 2% IceAwake™

10

o
|

bbbbb

Change in wrinkle depth compared to initial
conditions in %

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

*p<0.05 versus initial conditions

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

Before After 14 days

TN biochemistry
GROUP
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I CeAwa ke ™ biochemistry

Hi®

- EBHFLEAICEAZEZS

« fof28METYIZHE
ZIETATRZAILTEHLADYY
IEY

& /Y Y e~v—rrvsrons

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

L pe 75 B IR A 3

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

A
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Cosmetics 2017

Powerful protection ey ot s
against infrared and blue Ilght

sssss
Igﬁu&%\JCvT IAF - HRILRAf MFSt o MibeleGroup Biochemistry , Switzerland 2017

InfraG Uard BSB F'Nl Innovation Prize
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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

(1T\II-Y biochemistry
GROUP,

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 R 7HO 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

§SWISS

g%[%{}é T ,{ ¥ - ;k)l,;( 9 ,{ :/**Et%*i © Mibelle Group Biochemistry, Switzerland 2017
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EXTY
- IRIILF—, 22l REORH

EXDVIEIKREDEZERE, /87 —%
ENSPEELXRE, KBEICTERT 5
ZHTHD
FETIEEYTYIIRFORETHS
AHAANIETT) DOEEITEMAFR
HEEMIZHEL, EROI VI LA
[CHERLE:

§ SWISS

[ zqF-kzeq s

© Mibelle Group Biochemistry, Switzerland 2017



(W[YI -9 biochemistry
GROUP

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

§ SWISS

IQUALITV IAF - RILRZA VA&

PRODUCT
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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

g}%&w& IAF- ;k)l,z 9 A )ﬁﬁ%*i © Mibelle Group Biochemistry, Switzerland 2017
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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 (FBEDZRIEXZA D)

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 (BEOEEZ2414 )
WIYIEZFRAE/HERIFXRX, PG, EXITYHFIXTR REEFMNa, 7/ %2142/ —
L, K

ERBOMEKIAT (RILETEFRAMYUER) 3HY - InfraGuard pwd
RILETEFRAM) D, K ATHILEZFRE/ HHRIFRX, ETXTYHFIXR

§ SWISS
IOUALITV IAF - 7h)'/x 9 A >**Et%*i © 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

(TAII-Y biochemistry
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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 %

(11 oYY biochemistry
GROUP

1. IRICKBF A— (ROS) MDD
:>°U7®ﬁ&
HERTHAL Y

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

NFGA—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 %

(1 TAII-Y biochemistry
GROUP

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

SN IAF - RILREA US4

PRODUCT
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InfraGuard LIRS ZRIZEHEMMP-1L X)L
Z $NH

A

400 E b ER R F
REBRTHA

Lo — IR & 5F(654 J/cm3) +/- 0.1%
s ’_g InfraGuard
g_'“g - B INSA—H —:
25 MMP-1 &z FHI (RT-gPCR)
53 5

B00—— & —

© " I IR BBSHIMMP-1 RIB R ANIZERESE5

0 n . , | InfraGuard 12 & > TE#FERIZRES N,
Control Control 107 M Dexa- 0.1% *Eﬁgﬁo)%ﬂﬂﬂ‘; L) :B MMP-1 Eib§l}‘f; [,\:Iﬁﬁ;%

methasone  InfraGuard
Eliot=

.

§ SWISS
I © 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
QUALITY © Mibelle Group Biochemistry, Switzerland 2017
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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

IS\NISS

QUALITY © Mibelle Group Biochemistry, Switzerland 2017
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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
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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

§ SWISS
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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

§ SWISS
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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
PRODUCT

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—F—
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

© Mibelle Group Biochemistry, Switzerland 2017
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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

SWISS
QUALITY
PRODUCT

S-702I

Control 0.01% 0.05 % 0.1%

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

BERTYS Y

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

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

NG A—F—
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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BEBRTYI 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

© Mibelle Group Biochemistry, Switzerland 2017
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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 LDOFR

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

«  SPFALJ5~value/unique selling proposition % { i
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Lipoid

Kosmetik

Carotolino
Blue Light Protection and a Vivid Look

o
P { -3

We make beauty natural.



At a Glance

Carotolino — Blue Light Protection and a Vivid Look

« TI—FA4FEA=VHl, TI—F4 MREICHIDT 2RAKRDIETHAOT
JARKTH B,

. 7L— 74h#b@ﬁ;@@ LHAT /A FDORFAERIIINOEZNE
952 &HAlBE

 Carotolino lEERICEERNWAT /A FNE2EFIBT7 774 7RET, T
DENR%ZEH D

OT7IL—F4 DDy —ILE (TIR)
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Carotolino |[STHEMICAZREL CTEZTEZT LIHES

¥ Carotolino® h 77— MEFICHEBARBIC7 A —HRALTWLWEARL
TAEZERT2HDTIEAUL,



Blue Light Protection
Two Sources of Blue Light Necessitate Novel Skin
Care

« 7IL—F 4 MIKBHDERD—ER
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Blue Light Protection
Blue Light-Induced Skin Damage

o AIENII3 O DR RERE H b,
ZDH>bDTI—7F4 b (High
Energy Visible Blue Light = HEV)
FRBARELIRNLTF—ZD

? —nu = * A
N — p 0 A
oo & - 50%
Ultraviolett Visible 4 e
raviole Blue Light | nfrare

Energy
« BXICKYELET HROSD50%
IZARONER & AIARE (FFIC 7
=74 l\) ICEDHDTH Epidermis
%) %Q: -‘ I» ADermis.'

Subcutis

Direct UV
.- ROS [FRIEEMAR A A—VEHF
5L, RHADHENER <

Indirect Damage



Carotenoids
(1) Blue Light Protection Invented by Nature

e HAT /A REFLEWRERBY
IEFEEL AW
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Carotenoids

(2) Natural Skin Color Enhancer

Pale skin color Vivid skin color

Supply of carotenoids
with food or topical
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4
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s E FOHIOEBIIZEOEZLOBERINTWVWS I ANTZ7AOE Y, X7

-, has5r /4K

« RYCHHEE L CERT 2 ANIBHNGINEZEL 7O ICHEL T
EOHOAT /A FEEBIRTE 5720, KYRERNAGHNN—>%23D




Lipoid
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Carotolino

© 2019 Lipoid Kosmetik AG
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Carotolino — the Best of Carrots (Daucuscarota)

excellent source
of carotenoids

|
|

/\\
Carotolino y 8 \\\
! Ll ' \ Carrot seed oil
contains beneficial
-/ flavonoids
B-Carotene

supplement for
maximal efficacy



Mode of Action

(1) BENZL—74 b

70 D 7—_ 7 :/ 3 7 sunlight

(@) BEHTIL—54 | _lf

JaF o3

Blue light absorption
through melanin results

(3) MloEDHE in ROS formation

\

Carotolino

Blue light shielding
through carotenoid
application on

skin surface //

skin tone
through
carotenoid
accumulation

Blue light protection
& by carotenoids via ROS
neutralization




22T T

Carotolino IZFEREEICEEAL L7 AT/ 14 F &2

HA:

ERA2REEEOTICHAREL -boiEmB A AT / A4 K & Carotolino
& DR EMED L& EE

Design Carotenoid degradation assays

« Carotolino

Test Substances B-carotene in IPM (isopropyl myristate)

1. Light and oxygen stability for 60 d:
e exposure to both, oxygen and light
Test Conditions e exposure to neither oxygen nor light

e« exposure to either oxygen or light

2. Heat stability: emulsion with 2% Carotolino was heated to 80°C for4 h

Coloration (ITA-value) as an indirect marker for 3-carotene content with

Endpoint colorimeter




2T AT

Carotolino | ZFEEEICETEIL L7-h BT / A4 K AR

(A) Light & Oxygen

Carotenoids
in Carotolino

Carotenoids
in IPM

0 3 6 12 28 60
Time [days]

i

CarotolinolXIPM& D 75
O7F/4F&YBHEN
LT ZEFD

Carotenoid Stability [%]

S

=y
=
o

Carotenoid Stability [%]

0

Light & Oxygen

G

No Light & No Oxygen

100

Carotenoid Stability [%]
[&)]
o

- i R
; 0 ‘
10 20 30 40 50 60 0 10 20 30 40 50 60
Light & No Oxygen (E) No Light & Oxygen
100

Carotenoid Stability [%]
[$)]
o

0 10 20 30 40 50 60
Time [days]

I
10 20 30 40 50 60
Time [days]

—8— Carotenoids in Carotolino —4— Carotenoids in IPM




L E D HNT
Carotolino IZFEEE IR TEb L7-h AT / A k2124t

Stability under Heat ﬂ

Carotenoid Stability [%]

Time [h]

R & S
e Carotolino IXBEE FREICHLTERHLAT /A4 RARHET 3

* Carotolino [IREID 7L —F 4 MMREMNR E RO EXENERE % R
iEd B



in vitro Activity
Carotolino [FXNENZTIL—F7 4 b= —IL KT 3

HAY:

Carotolino WV EIRMIC T IL—F 4 F ARV L. {bHERONAEF T
IW—FA4 D ORETHEHNERT T &

Experimental setup

LED light source
(white light)

Design In vitro blue light protection test ‘H H

o/w emulsion containing 0% (control), 0.25%, 0.5%, 1%
Test Substances )
or 2% Carotolino - Test cream (4mg/cm?)

Transparent support

Application Frequency | Application of emulsion to a transparent slide: 4 mg/cm2

_ Blue light protection calculated as reduction of blue light Transmitted light
Endpoint
intensity in visible light




Absorption [AU]

In vitro Activity
Carotolino | IZNERIICTIL—T4 FE S —IL KT 3

Maximal Absorption in Blue Light Range (B) Selective Absorption of Colored Light (C) Blue Light Protection in a Cosmetic Formulation

r/\. 10 Jesisssnssinniseii e e l' .......
| 3 \ %
i Carotolino (0.1 %) ‘ : S
0 025 05 1 2
Visible Light - Wavelength [nm] Light Source Carotolino [%]

R

 Carotolinold/&RL & L T400-500nmDERD 7IL—Z A b ZZhRAJICTIRINL 7= (A)

+ Carotolinold FHBFUBRICTEIRMIC TV —F 4 b Z 7 4 L Z—IIH T 72 (B)

+ Carotolinold b HERMAFRTELL 7IL—F4 FZ2 ¥ —IIL K L7 (Q)

+ CosmeticformulationswithCarotolino% Fi W /=L AL I EEMIC T L -4 A2 — L KT 5
ETH%ERET S



in vitro Activity
CarotolinolZ 7L —Z A MIZCL28b X L X Z2H0Hd 2

= A:

Carotolino DEFFNER T/ IL—F74 ML YFEEINLIBELX k
L RziflanNsd Z & xR &

Design In vitro ROS fluometric quantification assay

Test Panel 3D tissue model

e« Carotolino
Test Substances
o Untreated control

Application Frequency Single application prior to blue light exposure

Endpoint Reduction of oxidative stress generated by blue light




in vitro Activity
Carotolinol 7 /)L —Z 4 FICK B R FL X AZHIFHIT 5

Reduction of Blue Light-induced Oxidative Stress

ROS Production
upon Blue Light Stress [%]

Untreated Carotolino

I%:IE% & l\:lél:gﬁ?ﬁ:
 Carotolinold 7 /L—Z 4 R IZ K BROSESL % 5 K F30%HINH L 7-

e Carotolino® BFFRVERIZIL X ML X &8 U 7-MEN L 7L —
FAREA =W B A RET S



In vivo Activity
Carotolino IZAlZBAA < A THE T L HF 5

H#Y:

CarotolinoD BATHZEMIC L 2l EmBEVEEN =R T 5 2 &

Design

In vivo study

Test Panel

9 volunteers

Test Substances

Emulsions with 0% (untreated control), 0.5%, 1% and 2% Carotolino

Application Frequency

Single application

Endpoint

Liveliness of skin color; colorimeter b*value (blue-yellow axis) of the CIE Lab system




In vivo Activity
Carotolino IZAlZBAA < A THE T L HF 5

Improvement of Skin Tone upon Carotolino Application

60
f \ —¥— 2% Carotolino
&= =h
. %

—4— 1% Carotolino
—&— 0.5% Carotolino
—&— Untreated

Change of Color Liveliness [%]
N
o

e A
* 0.5-1% CarotolinolZ KWL b= A2 LY x4 s LA~ ET-
* CarotolinoDFEFTAIERIC K > TEIIA D RHADAIEXNENENE LN D



Consumer Self-Assessment Test
Carotolino |Z1bHEGRUL A Z ET 5

H#Y:

0.5 % Carotolinofc 57 U —LICEAL TTaRZ/ERT 5 2 &

OMZEEZTEZT LI E LT & Tskincolors R2R 25 BICELSIHES

OLEERDOMDREBoE (RN, BHR)
OHEENTODRERZHEO L TUAFNMBEZ[MMT 5 & EMEIE5

Design Placebo-controlled consumer test, self-evaluation gquestionnaire

2 groups of 20 volunteers each, Caucasian skin type, female, aged 25-50, skin
Test Panel _ _
phototype (Fitzpatrick): II, lll and IV

Test Substances e« Atest cream containing 0.5% Carotolino

« Atest cream containing 0% Carotolino (placebo)

Application Frequency For 10 days, twice a day (morning and evening)

Self-evaluation questionnaire: rating parameters related to changes in

Endpoints . . .
skin color, general skin appearance, product recommendation and product value




Consumer Self-Assessment Test
Carotolino |Z bt fRdll G # i d 5

Satisfaction with skin color
(+18%, **)

Skin has a vibrant glow

L _ Healthy skin color
(+31%, **) @

T ¥12%, )
L]

Reduction of pale and =~~~ "~ SR -7 Attractive skin color

yellowish skin tones TN LS (+19%, **)
(+30%, *) I s
Too ofange
(-3%)
=@Q= [.5% Carotolino =Q= Placebo

fER:

e Nl % 5@ JBE&EE ZCarotolinoll K A OEDZEIZHE L.
BENTHAONIZA -/ & BE L /-

s BOEKITRLTHL D BBELRWETHLE



Consumer Self-Assessment Test
Carotolino |Z bt fRdll G # i d 5

After using the product for 7 days... | disagree | | agree
. 1 kRkER
my sk ms livel
i ek
my ski ms healthier —
— k%
my sk ms m ttracti —_
...my skin color has improved _A
— %
...my skin has better luminosity
Fk
...my skin looks younger o
2 Il 0.5% Carotolino
The product provides immediate effect B Placebo
i

faE

BEOANEHEOUE: JHEZE [LCarotolinoEARBICHIANE T A X
. BENT, BEALID DL YBAOWICHE 7o & HIBT L 7=,



Consumer Self-Assessment Test
Carotolino (FfbHESRUL T 72 ET 5

Would you buy Would you recommend
the product? the product?

80—

60 ...

40 ...

20 ...

Customers, who Agreed/ Disagreed [%]

Il Agree
Il Disagree

Placebo 0.5% Placebo 0.5%
Carotolino Carotolino

=

BEANDOEFEHREE DM L JHEE (ZCarotolinoE R/ L /- ZE2BEAL 72
WEWIREFBIZHY (+30%) . EREHOHT-LIIFH 1278 > 72 (+45%)



Consumer Self-Assessment Test
Carotolino |1t Gl G # =9 5

Cream with

Placebo Cream 0.5% Carotolino
50 ml 50 ml

Consumer Price Estimation: €17.80 €20.60

Increased Product Value: +€280/+ 14%

i R

S RMED E £ Carotolino = AN % & &L OHEE ML (£14% (2.80€) £ &
T5, (EBho&EaX bIE7/z->7-0.02¢€)

+ A,
T af:

Carotolino |[$AL 5 ICEZ /I L. FAL A A EEDHEZEKXTE S



Carotolino — Blue Light Protection and a Vivid Look

5 & Carotolino
=) = 1] —

* EI aE O){%p17 ) L Blue light shielding
N N through carotenoid

s VVUFIATVY application on

skin surface /
. N S — o — S gl
c BARTADOTATINTT e

s TI7R=YTTT

s FALTU—L

s BOUXODTT

s Uy I NR=—L(BETIL—F4

N ,f%gg Blue light absorption
ﬂX) through melanin result

in ROS formation

skin tone
through
carotenoid
accumulation

hZ7—=—70a70 b~TTT

Blue light protection
by carotenoids via ROS
neutralization




EE

INCI: CanolaOil, Daucus Carota Sativa (Carrot) Seed Oil, Daucus
Carota Sativa (Carrot) Root Extract, Helianthus Annuus (Sunflower)
Seed Qil, Tocopheryl Acetate, Beta-Carotene
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o« FEARDOMISTEDmicrobiome (MEME)
FERDBEEOERICES>TERIZEE
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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 ~
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B. s oRhEHRwRAGE
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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,
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European Dark Bee

%o
(TAII-Y biochemistry
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
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Swiss Black Bee

WMEDNAINT =X VR IYINTF

& HE L Thlack beeld
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e INEHROOZ—THEZETTLS
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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-,
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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%
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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 &%

A#: 2 % Black BeeOme™ pwd, placebo

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

NS A—H—:  EMREONMEHMEIO=—NDHK

§ 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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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—:  FIBEOTEWL (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
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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=

© Mibelle Biochemistry, Switzerland 2019



(1T\II-Y biochemistry
GROUP

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
Ig'%\[%gg_[ I’f 9‘_ o 7k}l,x 9 ,f y**:—tt—%*i © Mibelle Biochemistry, Switzerland 2019



.
(1T\II-Y biochemistry
GROUP

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
ELR 2 % Black BeeOme™E &N —F<TY XY

fE=: ®IZ1H1E., 3BMFERA

HIE: BifF5rE: 1A B ORDFERN 51557 %

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



(1T\II-Y biochemistry
GROUP

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
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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
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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
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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

© Mibelle Biochemistry, Switzerland 2019



L holstein

P

F | (G
MossCellTec™ No. 1 E)

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

B X TAMETFRER. Hb
Bk EICBEEEMAGE L
1-

Mosses (a4) MEZIE
L-ELTHmaIZEFTL
1-

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

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

FRtICEET 5o

FEOADEMAZ L D-HIZTE

DWLEREZ D D!

o KAPNTUAD=HD
Aquaporins

- HEMMHEERENBEDRZHD
Rehydrins

- DNAf&1E

- StachyoseZF D KEE K HY

« REEZUNVEVOPHRER: O
FFRABOKAELEBIZENTD
1500 RICBUEZATCHELT:
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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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fEFHv o aTHEYA~

Sporophyte (2n) o

. Germinating spore
\

Protonema (1n)

Leafy moss plant (gametophyte)
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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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MossCellTec™ No. 1 #H5k

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

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

R TTRAR
T4 k=L, 41VYTILE, K

HEREESE 2%

iSWISS
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AL AR 0D HE AL A%

Nucleus ° Organelle (T)bﬁs*ﬁ ; %HH@

i INEE) £ 2 COEKMEMIC
53 FET

e - . THHEEIDNADBRETHY.

WA= B 1T BT _RTHEBD D

W—T) O rELTRET S

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

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

\ . BIEALESE HIE S-S FRMm
. HS5, (UPNIBDFOZENLEL.
< . HRSAADRE LS FOEREE
DNA *)
‘ « 1DDHAIZDZES5,000F EDIE
@ Transport of proteins J* ¥L*E é1$75§ﬁ7£
SN A . ZHEN 1,000 5FHOBEAT
F Nuclear envelope ﬁlé
\
Nucleus 2Ry > BWEANSEASFIXELR@E
R g ThTuj
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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
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MRE: BEUOEERE (K, 20m) EXAOHEE (LiE. 55
) DoDERE MRRTYSF/ YAk

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

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

Control

120

100

100) in %

80

60

Gene expression

compared to young cells (

40

QUALITY
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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)
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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

© Mibelle Biochemistry, Switzerland 2018



—~ holstein

(1T\II-Y biochemistry
GROUP

#%EEL 1 .
RanBP17 o~ g B e

- (ancor protein)
-(ancor protein)

RanBP17 (=RAN binding protein 17)

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

« Adalia Rose 105%.

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

o FFFICRHIZZIEDY A UHEND
o ICICELIIEHDADHREES
DEDITHED

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

REEGESDH - LTENEZIEDYA

b

ot

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

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

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

> flRAKFZIEBREICEVWTEETHD
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[z AL/ N7 DOE DRI

HBRTYA >

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

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

&%

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
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*0

Control

Collapsed
dermal structure

1% MossCellTec™ No. 1

EnZiEEEARBRREEIERDIAZS—7 03y FT—YICE LVWAEMNELLZ L0

> MossCelITec™ No. 1TCHDREBIZZDEA—CMSAERET S

y SWISS

QUALITY
PRODUCT
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IRIBEAEAD AL DE

Normal conditions

Control [l 1% MossCellTec™ No.1

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

Normal conditions Hot and humid Cold and dry

blue = cell nuclei (DAPI)

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

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

QUALITY © Mibelle Biochemistry, Switzerland 2018
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AEBRTHA >

WERE:

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

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

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

TEWL (tewameter)
I DRSS (PRIMOS)
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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

(W[YI -9 biochemistry
GROUP

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

E, max = 20 %)
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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®)
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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
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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

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

Nucleus \ Cytosol

Faster transport of proteins @{g’

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

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

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

> MENMREOZEPCELICKYERCELT S EATRELD

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

> FUFIADUT AT MOEBRLTIOFR—2—THD

§ SWISS
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MossCellTec™ No. 1
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(11 oYY biochemistry
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MZREOTIEIZCEESE S
Z L AVETRE
AFLRIIIBEETTHAN
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MossCellTec™ No. 1 Eoocert)
WERER— T4 LEDOFE cosvos
=== [

« FUFIADUIHEE

. EXERBHE S

« JOTFTOYIUFERIFTIURTHEE

.« RERFXZUSTT

I— T4 LDOF A

s NAFTYV /0 —%2FHBALTHEMEMND
g AETEEL-a7ZICAL:
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o HREBOBEIZEBLEHFLLTZOFIA
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o RMHE
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MossCellTec™ No. 1
Three Gold Innovation Prizes

in-cosmetics’ in-cosmetics’

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

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

Gold Award BSB Innovation
Prize 2018

Gold Award Innovation Zone
Best Ingredient Award in-
cosmetics North America 2018
34 Prize SEPAWA Innovation
Award 2018
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Clearing age-promoting cells oo I oo
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Senolytics (Z1LHifaRZE)
=B 7oFTAo07a 8Tk

0
=
—
o
°
o
w
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= - 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
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Senolytics:

GROUP

ZltlREMRZBREL TAZESN T S

o
&
—
o
2,
o
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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
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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
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 SWISS
QUALITY
PRODUCT

© Mibelle Biochemistry, Switzerland



Alpine Rose
ELRERBLERAA XTIV ITREYD1D

TN biochemistry
GROUP

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

NICE > TRGRENRACEREICRAGUVE
EEFESHARBRFICKDRA NLRERITI
WY - DEDHE ZFIREICT S,

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

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

HE A

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

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

COSMOS approved*, Ecocert certified**

HEREE 1-3%

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

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

Pollution I Oxidative stress

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

Healthy fibroblast Senescent fibroblast

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

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

> EiE. MlREHR

> HEEBILEDOREIZKDZEDME

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp
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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&B[KIEZ5) Z#/EY . suction blister fluids

(EIKIFEDR) EZEH. ALK NV EEEZHILRA ML
ADY—

71— & L TELISAKitTH 4T
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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
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i Alpine Rose Active®Senolytic (&1t
HMRakRE) EE

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

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

INSA—B—: R & 1L HIRa% (B-gal-positive) TAUIEFE (senolytic activity) ZBI A IZ L 1=
IAF - RILREAUBER A% Tel: 03-5213-5541 email: info@holstein.co.jp
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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
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Alpine Rose Active® Senolytic (Z1L#AiE

frZ=) &%

Senescent fibroblasts M Healthy fibroblasts

120

28%

senescent cells

-
o
o

100) in %

o]
o

* *x

‘ 12%  10%
0 | 1 -839

Control 1%
Navntoclax Alpine Rose Active

Cell number
o
o

compared to control cells (
S
)

n
o

*p<0.005 versus control
**p<0.0005 versus control
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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
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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
NS A —4A—: Skin elasticity (Cutometer)

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

20

initial conditions in %
s
o

Increase in elasticity compared to

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

*p<0.05 versus initial conditions and placebo
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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
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Before After 2 weeks

S-852
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Alpine Rose Active
Anti-Viral Effect against Herpes simplex virus |

e

Alpine Rose Active

A kR

Vero cell cultures (epithelial kidney cells)
REBRTHAS

1.Vero cells#{EZE TH <

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

BT LA vFan— LV r LR EHRBEEA~RM

4. HHRE. FERREEMAE Fcristall violet TE &

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

s | SN

2 4 JLRADHDControl
- plaques

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

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

g I
@ / R« LR ESEDREE:

/ Herpes simplex virus | T®DPlaque assay

./ l

{ 0.1ug/m T4 LREN.ZRAICHAE

Anti-viral activity in %

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

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

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

R4 - & (DAPIEB)

i SWISS
QUALITY
PRODUCT
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Alpine Rose Active
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Hie

- ELHRORKRE

« OFRAHOIH EAED DR L

- NDFRBOERY

c BIERXRFLRADGALZ VR BRE

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

IEHRILBAFTE D)
I

* Anti-aging formulas

* Photo-aging prevention
* Sun care products

» Protective skin care

IAF-HRILREA %K K4t Tel: 03-5213-5541 email: info@holstein.co.jp
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Alpine Rose Active
R—TT14 07 LDF=
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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
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PolyFructol Plus
48h hydration and more L holstein
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HJ-I-I 0) 1% IE / ‘ 5 :/ Z 7__ -L\ b'ochemistry

o BBANYTOERIITSF/ 94
EROVRAEVMNIEESINER
RIEEBIZTIRES

« REN~OBEERICTEMECAL
e (AEMR) ~Eitd DS

. BB RYHRBICEARAENT
AEMENKIN) T THLARE
= - = S T 5
. REAFEMFIESEHNSTNEEEIC
- kS LKA /\7/7(75\HH*L%>_IH|=
) @ ©® o . HnH D, REEHEHIHIDIEE
¢ T R RETRIEL. BEIIC
EDIEECRER D E2ELTRL
TLESZEIZDOELD

Dry skin
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LORER/INS VR R T L

+ PolyFructol Plus (ZRIBERHA TH S
Skin moisturized with PolyFructol Plus inulin (’f X U y) %ﬁﬁ LT L\é: JEI
Y DIREHMNSALA~NKZSIESHE., K
TREFEWEBT D
& . c AXRYVIEIREAVT4 a2 TEE
: 0 g LTHERAL. ALEISHEDM T & ME
——— % EMAT 3
—e = = e LYF ISk BYRY—LbIzEoT S
S0 e — noDEEEEzEH TS
= o AXNVIRFTULNNAM ATV REAZEL
) @ @ o o LRENGHMEME~REMRIET D >
LOWEMEDNT VR ERET D&
Oligosaccharide Inulin  ©" Liposomes @ Water 'Gﬂﬂ@‘[@]iﬂ"]@%ﬁﬁ.’é?é?% H- Ed_%)
« PolyFructol Plus LD RAGREN) 7 %
mESE. BFLGEHTTHRESED

Itslvuvﬁﬁv IAF - RILREA %K Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemistry, Switzerland
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Chicory (9—' —] U ) — 75 ﬁlé IE%J mié%bs biochemistry

c AXYFEHFRI—OYNTHRIE
BLEHEN—TDIDOTHD
Chicory (72 ') ; Cichorium intybus)
DIEM L LT

- BELGEMDOHLHIBEYMT. £D
EFU ARSI, RBIEa—
E—DREZFELELTHAHAZINS

c BOBPOHEARTHAIAXY UIETIL
S rk—Z2ADORY<w—7T. E€HOY—
HIEHIEERYMMEE LTINS,
AX)NE—EBIZT LA F
Ta4v. BB, EKBYWE L TE
Axsh., BORBEIEZEDRLRIAD
HIEMNLHEEMBRDEARICHF
BEns,
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POIyFrU CtOI PIUS b'ochemistry
#H BX

EHPRTET
AXYo,. gy, 2z/F%FITR2 /=)L, LVFU, YA
AL, K

INCI (EU-Declaration / PCPC-Declaration)

Inulin (and) Glycerin (and) Phenoxyethanol (and) Lecithin (and)
Xanthan Gum (and) Aqua/Water

HREEESE:01-5%

|§:“§§E1gT IAF - RILREA %K Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemistry, Switzerland



Change in skin hydration compared

Untreated Ml Placebo ~ 0.1% PolyFructol ™ 5% PolyFructol

Plus Plus

15

12 *k *
R g
C
.é 9 "
.0
2 6
o]
© *
©
£ 3 -
8 I

0 l ]
30 min 60 min

Time after application

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

5-059 /© Mibelle Biochemistry

Ei H 5’4% : J ?& 0) HJ-I., 0) 1% 5@ .bioohemistry

GROUP

BRERE : 204 (X4, B A, 26 — 495%)

¥ 0.1% & 5% PolyFructol Plusfz &
¥ J—8 &, placebo

B/ AIBICIBLIEIZEA L., KEKTHE
AV

INS A—B—: 30971 &£6007 121
Corneometer CM 825 PCTHL/K % % HI5E

HEFEATHRVR LR TLREKRT
MICAKS ZRESETL:
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204 (&%, 18 — 605%) IEHEA - EZ1EAN
1 % PolyFructol Plusic& % ') — L, placebo

T30 7 T — X CEREREE:

@ Stress phase (1-7HE) : non-hydrating showergel Ti%

RSB RERE1H3ME
@Recovery phase (8-14HH) : #E#F1H2E%E%H
®No treatment (15HE + 168 8) : &SZEHIEL

@ % ﬂ 3x daily ﬂ 2 x daily
: W

IR v A v ’J
Stress phase Recovery phase Mo treatment
day 1-7 day 8-14 day 15+ 16

B4 5 AT — T EI+ %skin moisture, TEWL, elasticity,
firmness, roughness % 8| E

© Mibelle Biochemistry, Switzerland
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Skin elasticity (AU)

Placebo [ 1% PolyFructol Plus
0.78
Stress phase Recovery phase No
treatment
828 =
B
0.74
|
0.72 e .
0.70 —n
o S
068 1 1 1 1 1 L 1
0 3 7879 141516

*p<0.05 versus initial or stressed
**p<0.05 versus initial or stressed conditions and placebo
***p<0.05 versus placebo
**+*5<0.05 versus end of treatment

SWISS

[l TAF-RLREA MREH Tel

Skin Elasticity® [[] £

WT1TIEY biochemistry
GROUP

10.0
.9 *
® 75
B
S 50
29
%T% 2.5
o E
27 00 L L
(S
2.5
Last application 24 hours 48 hours
*p<0.05 versus placebo
« Skin elasticity
MEIKRE L HE L T 8.6% MLELT:
- 48EFfMDLong-lasting¥h R
V.
:03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemistry, Switzerland




WT1TIEY biochemistry
GROUP

Skin Firmness i =

M Placebo M 1% PolyFructol Plus 5
027 S—
Stress phase Recovery phase No
treatment 0 0 1 1
o
025 : E
I/i’—/"\\ B3
5 g<
ERIPH Sl—— e §2 =5
< o — S
§ T 72
c o021 88 40
i 5
0.19 (=
£ 15
O
*
0'17 1 1 1 1 1 [} 1
0 3 78 9 141516 20
*p<0.05 versus initial or stressed conditions Last application 24 hours 48 hours

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

*p<0.05 versus placebo

« Skin Firmness/%16.6% (skin
laxness ; St DE A & L TRITE)H
=LT1-

58550 Mibeble Biochemistry

« 48BFR D Long-lastingZh &R effect
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M Placebo M 1% PolyFructol Plus

55
Stress phase Recovery phase No
treatment
S
. 50 - = ';t;ﬁ
S —
= ~d
g s :
= o
é - N ._./ ’\
o —
g A0S —a . "
S * * n_»
w
35
30 1 1 1 L 1 1 1
0 3 7’9 141516
S—

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

***1<0.05 versus placebo
****5<0.05 versus end of treatment
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5855/ Mibale Biochemistry

Change in moisturization compared to
initial conditions in %

30

25

20

15

w

o

-5

-10

Skin Moisturization®D 2k =

*E

Last application 24 hours

**p<0.01 versus placebo
p<0.001 versus placebo

TN biochemistry
GROUP

» Skin moisturizationht
23.7%/m[ k£

« 48BFREMDLong-lastingZhR
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M Placebo M 1% PolyFructol Plus

15
Stress phase Recovery phase No
treatment
3 B - -
—g Ees \—— "\/
FonE— o
g n
- *
: § ™
ﬁ 2
o
(3
§
= v
5 1 1 1 1 1 1 1
0 3 789 141516

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

***p<0.05 versus placebo

***4p<0.05 versus end of treatment

5855/ Mibale Biochemistry

SWISS

TEWLD K E

LS e
initial conditions in %

Change in TEWL compared to

WT1TIEY biochemistry
GROUP

15

10

*

Last application 24 hours 48 hours

***p<0.001 versus placebo

*p <0.01 versus initial conditions

o FEIRRELLEERL T
TEWLAY18.2 %iF 4> L 1=

o TEWL®DE 2 (4805
L1
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RoughnessD i &

M Placebo M 1% PolyFructol Plus

30 5.0
Stress phase Recovery phase No
treatment
8 25
o
=2 R e %
o a R
2 | e f—' gL 00
T = Sa
"y
§ 858
(=) = .
) ‘;i qiy/. .E AE %3
3 28
& u [
= c8-50
= o .E
22 g’ ok
2 .75 *
U *
20 1 L1 1 11 -10.0
9 2 7 82 1311516 Last application 24 hours 48 hours
*p<0.05 versus initial or stressed conditions
**p<0.05 versus initial or stressed conditions and placebo *p<0.05 versus placebo
**4p<0.05 versus placebo —

****5<0.05 versus end of treatment

SIS b ** p <0.01 versus initial conditions ° 14 E ?& ‘: rou g h ness b§
8.5%iE 4 L 1=

.« A8FFfE M Long-lastingzh &
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PolyFructol Plus
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Hi¥:

o HIRAAEIIMNDEE K E TR
«  Skin elasticity & firmness % [\ £

« N TORELEE

« Rinse-off & & T+ HaE

R

* Hydrating shower gels

| + Intensive moisturizing face care
» Barrier protection cream

« Hydrating body care

L T T4V LEDORR
y . EEERRORST 4 THE
f HE B 3R

‘?' °
%  Freelogo® Y
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PoreAway (R777xA)
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FARTRAF v 7RI &I
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TRAFy 7EEIEFY S yDFF R
EBICEBT2AEFBO—DOL VT 4
27 HRIMENBERE,

L > T 4 XU IHMEERD BTG TEz
L7, 525ICEE,
FARXRETHEIBOBARLHL X F
v JRIEREY £ A, TUEBPT.
BIRFEENBEHRLTVWS EEHN
TW3,

Y AF v 7S REM L TRMRE(PDO)
DRI,
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VAT IRE=F%A4AXTlIE & EA

ATy OBEREO I OR
M EBRICHDE N D,

. BIIEIRRET B L LERARTR
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VAFy7ldaKOoFa—a4H LA

« XTI IEEREARTY LREN
HEELOIZENMONTWS,

s HLAABFa—AVHLORRIZER
I, FICEEEWLY, ORAEE
21V, BBEEORHY &L THIA
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PoreAway =

(TAII-Y biochemistry

a5

PoreAway

ERDRTAT
YA F v U &ihE 2%
Ly Fv 2%
A% 71%
IR/ = 15%
7K 10%

INCI / CTFA-Declaration
Pistacia Lentiscus Gum/Pistacia Lentiscus (Mastic) Gum (and) Lecithin (and) Glycerin
(and) Alcohol (and) Aqua/Water

PoreAway oA (T2 /=)L V—34F) ERHBTREWH
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