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PL (e.g LIPOID P 75) < -20°C
PL (e.g LIPOID P 75-3) > +55°C
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Stem Cell Cosmetics
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Immunofluorescent labeling of stem cell marker Sox2
@ Nuclear counter staining
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AT A GLANCE

PhytoCodine 2 Natural Messenger Peptide to Reprogram

Skin Structure
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OUR SKIN IS A NETWORK OF CELLS

Molecular Messengers in our Skin Facilitate Cellular Signaling &
Communication
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SYNTHETIC MATRIKINESAND THEIR USE IN
COSMETICS

Matrikines Promote Extracellular Matrix Synthesis
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NATURAL MATRIKINES
|dentification of the Optimal Source for Natural
Matirikines
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NOVEL TECHNOLOGY TO PRODUCE

NATURAL MATRIKINES
Lipoid Kosmetik Makes Natural Matrikine -Like Peptides
Available for Cosmetics
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COMPOSITION OF PHYTOCODINE®

AntiAging Concentrate with 3 Components
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MODE OF ACTION

Phyt oCo da SigndlforsSkin Rejuvenation

1. Topical application
of PhytoCod?ne®

RO
oM '

Natural
matrikine-like
peptides

L delivered by | /
liposomal
carrier S
> .
2. Peptides
L protected by e, reach

eleutherosides N\ ,ﬁfibroblast

S

3. Receptor binding at cell surface

Activation of signaling pathways and
gene expression

4. Extracellular matrix formation

Increased production of e.g. collagen
& elastin

5. Improvement of skin structure

Mature skin with more elasticity,
better texture and less wrinkles



IN VITROACTIVITY
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Gene Expression [%]

IN VITRACTIVITY

PhytoCodine®Activate€M Gene Expression
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Protein Synthesis [%]

IN VITROACTIVITY
Phyt oCodi n e UECMProteiralyrehesis

Ex. OQpKpOp> x 0/ TUYKKPpYpKpOp> xO0I14
200 150 .
150 — T
@ 100---
w0
2
100 —f--- g
[7)
E 50 +---
50 — £
o
0 04
Untreated _ 0.1 % 0.5% 0.1% 0.5% Untreated _ 0.1% 05% 01% 05%
PhytoCodine® Market Reference PhytoCodine® Market Reference

PhytoCodin@y n' t® jpy bIE3 b o
PhytoCodin®@) -« R bIE3 pl| KpOpx® 61




IN VITROACTIVITY
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IN VITROACTIVITY
Phyt oCodi ne USkniStruotirez e s
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IN VIVO ACTIVITY
Phyt oCodi ne UdgenRelated Rraperties of
Facial Skin
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IN VIVAACTIVITY
PhytoCodine®ImprovégieRelated Properties of Facial Skin
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IN VIVO ACTIVITY

Phyt oCodi ne UdgenRelated Rraperties of
Facial Skin

Skin Topographty 1T Ax x dxJWEPEK . nOM

>

Improvement of Roughness |

o)

Improvement of Wrinkle Count Improvement of Sagging Volume

1]
o

*
|

>

-
[&,]

Reduction of Wrinkles [%]

Reduction of Roughness [%)]
=

'10 et il

T T
Placebo 2% Placebo 2% Placebo 2%
PhytoCodine® PhytoCodine® PhytoCodine®

Reduction Sagging Volume [%] O

Rough areas Smoothed surface Pronounced wrinkles Less wrinkles Sagging cheeks Reduced sagging



IN VIVO ACTIVITY

Phyt oCodi ne UdgenRelated Rraperties of
Facial Skin

AFT WY » ATl d A 3

464%\

Forehead, furrow lines improvement

J

SR, Frown lines improvement

Q 34.4% \

Crow’s feet improvement

J— 224 %
d-»a

T

.
393%\
Under eye fine lines improvement
2 4

34.4 %

Nasolabial fold improvement

361%\

Sagging cheek improvement

1
Y

65.3 %

Upper lip wrinkle improvement
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IN VIVO ACTIVITY

Phyt oCodi ne UdgenRelated Rraperties of
Facial Skin

Agreement [%]

Do you notice an improvement in your wrinkle appearance?
Do you find your facial complexion more even?

Do you find your skin firmer?

Do you feel your skin is more moisturized?

Do you feel your skin has a healthier appearance?

Do you feel your skin is softer?

Do you find your skin more radiant?

Do you notice an improvement on your skin's visible youthfulness?
Do you feel your skin is more revitalized?

Do you notice an improvement in your face contour?

Have you had a positive experience with the product?

Would you recommend this product?

100
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SUMMARY
PhytoCodine U-Natural Messenger Peptides to Reprogram
Skin Structure

BSB Innovation Award®
ACTIVE PROVEN r'\ Cosmetics 2020
INGREDIENTS EFFICACY —
3.Prize Category Most Innovative Raw Material
NCedarnut 4v'”* o in vitro : vl . e
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2 Macro-Moisture Demo . < AL
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E — Siberian ginseng .|| AL . _
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PRODUCT DETAILS Lipoid

PhytoCodine ot
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N IR © 0.523%
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A Firming& resurfacingfacecream A ™ [ 6Fv X -

ARbIE3pl tpYL.

A Lifting & anti -sagging K. MNbx6l mx " -

A Recontouringeyecream g >>(K6 5 _bbl II-Ebs t:)a 8: Ip - ; ?T) -

A Recompacting cream for face 0" 233J3p x€U VAT
and neck 3t UpSpe Ml p£>" |

A Age-controldaycream A COSMOS4 f i

A Age-defensenightmask A -T3. / ' Q

A Skin matrixrepaircream ® self-preserving~ e
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Beauty Survey: blemish/acne is a major concern in Asia

Top 5 skin concerns in Asia, 2018

Whiteheads Blemish/acne-prone \/ Sensitive
Dark spots Blackheads Blackheads
Thailand [Blemish/acne-prone \/ Indonesia |Acne pits India Dark circles
Dark circles Whiteheads Dark spots
Blackheads Sensitive Blemish/acne-prone \f
Blackheads Blemish/acne-prone \/ Blackheads
Blemish/acne-prone \f Blackheads Blemish/acne-prone 7
China Dark circles Japan Dark circles ig::: Sensitive
Sensitive Dark spots Acne pits
Fine lines Acne pits Dark circles
Euromonitor

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

© Mibelle Biochemistry, Switzerland 2020
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Oily Hair
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Astragalus Membranaceus ¢ P 70 »
I the Plant
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A Leguminosae family v o -
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Astragalus Membranaceus i

-.yuKl

WT1TIEY biochemistry
GROUP

Formononetin (v i =z + £ Hfi a3
h' wii)
A : -

Astragalosides (= ®) ' e. o » O
w5 fi )

A

jSWISS § . . .
St Tel: 03-5213-5541 email: info@holstein.co.jp  Vibelle Bochemisy, Suzerind 2020



Astragalus Membranaceus ¢ P 70 »
P

WT1TIEY biochemistry
GROUP

A ° @Y b —
A4 _

A Adaptogen (= vk J ofi @
;T @4 = A

jSWISS

i Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemistry, Switzerland 2020



Astragalus membranaceus -
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X
Composition of AstraForce b'ochemistry

INCI (EU/PCPC) Declaration
Astragalus Membranaceus Root Extract (and) Dipropylene Glycol
(and) Glycerin (and) Lecithin (and) Phenoxyethanol (and) Aqua /

Water

Y mmt OP) 4« ®8 DPGE - 3l fis" o yfis h wi
« o 429t Di 8

0571 2%

s Tel: 03-5213-5541 email: info@holstein.co.jp
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Bioavailability

Hair shaft

Liposome containing
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3 WD F Ommir =80NM
Sebaceous gland Y ”—:I L 1 ™
Penetrated liposome .
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Increase in firmness in %

£y

B Placebo M 2% AstraForce
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Anti-Aging

UV-radiation (1.0 MED)
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1 2 414 ° 14 -
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M Placebo M 1% AstraForce

Change in auto-evaluation score
compared to initial conditions in %
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14 days 28 days

*p<0.05 versus initial conditions

**p<0.01 versus initial conditions and placebo
***p<0.001 versus initial conditions
#*#*5<0.05 versus initial conditions and placebo
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AstraForce
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NanoCacao

Deep comfort & relaxation
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Nano Cacao
Nano Cacao O

Nano Cacao

Nano Cacao O

§ SWISS
IQUALITV © Mibelle Group Biochemistry, Switzerland 2012
PRODUCT



.
(1T\II-Y biochemistry
GROUP

Are you Addicted to Chocolate?

A : . fAcomfo

Afeel goodo
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Cosmetics and Chocolate

(anti-stress, well-being)

-

)t CLARINS
R Ut“(n suse Auto-B!
e X Insapor nn.bludew
)"" ‘lnu Self I‘annm C"‘
With Uy usaponifiables

Skin Body care SPA
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Cosmetics and Chocolate

(colour, nutritive value, pleasure)

JOHN DA
I

Yrillante
brunette

Hair care Toiletries Makeup
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Cocoa Beans Contai n A
Goodn Chemi cal s

A Tryptophan ("chocolate's ecstasy")

- feel-good

A Phenylethylamine
(PEA, fichocol ateds

A Anandamide
Marijuana ( ; euphroria)
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Anandamide

A Lipi d MesseMgedn of

A Ananda = 1o
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A THC
(delta-9-tetrahydrocannabinol)

A

(@]
/\/\/—:\/:\/:\/:\/\)J\N/\/OH
H

IOUALITV © Mibelle Group Biochemistry, Switzerland 2012
PRODUCT



(W[YI -9 biochemistry
GROUP

Cannabinoid Receptors

S. Stander et al. (2005) Distribution of cannabinoid receptor 1 (CB1) and 2 (CB2) on sensory nerve
fibers and adnexal structures in human skin. Journal of Dermatological Science 38, 177-188
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Activity of Anandamide
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Theobroma cacao
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NanoCacao

v
A NanoCacao O
v

A NanoCacao
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— Relaxation

— Soothing
% Histamins — Skin
— Anti-inflammation
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Motor neuron

Anandamide
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Cannabinoid receptor

Muscle fiber
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ed contraction = relaxation
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NanoCacao

Control ~ —#— NanoCacao 0.3%  —#— Carisoprodol
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§ 40 é
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5 o 24 0.3%
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NanoCacao

B Number W Depth

: Skin Image Analyser?

8
7
Q/\_,a 6
©
5 S .
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5 4 Active (placebo)
© .
‘5’ .
E . :22
g 14359
E .
g 11 28
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Micro furrows Deep wrinkles
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Micro-Relief

: 3% NanoCacao

- 20
: 36-61
1 2 28
o : PRIMOS
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" A -15 %
A 95%
S-212a
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Happybelle-PE
Phyto-endorphins for a youthful glow
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Happybelle-PE

Happybelle -PE (standard version):” o #fi 8 % wm' > Afi ©fi We <« 08~ ¥l fisy,
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‘ Skin Hydration £ Firmness—
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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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Asian diet is linked to
A less cardiovascular problems
A lower risk of certain cancers

A lower age-related changes in
the skin E interesting for
cosmetics

Why?
Because Asian diet is rich in soy
and notably soy isoflavones
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Soya, the Secret of Asian Women
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A Asian diet is 100 x richer in
isoflavones than typical
occidental diet

A Isoflavone

Type of flavonoid mainly
found in soybean

A Genistein

Most abundant isoflavone in
soy
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Genistein, a Natural Collagen Booster

Activity
A Boosts the production of collagen and prevents its degradation

Mechanism
A Z tyrosine kinase
A Binds to R-estrogen receptors

Leading to

A ¥ collagen expression

AZ MMP expression
Ay TI MP expression
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Activated Genistein for Topical Application

A In soybeans, genistein is chemically bound to a sugar molecule (genistin)
A When orally taken, the sugar residue is cleaved by digestive enzymes

A activation
A For topical applications, the molecule has to be physiologically activated

genistin (inactive)

genistein (active form)
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Mechanism of Genistein
B -

UV, Pro-inflammatory . @ Estrogen
cytokines

(L-10and ——————eo © <D @
TNF-U) i ° Estrogen receptor

D
L L
Epidermal ® @—— Collagen fiber
growth factor L 9
receptor J '
Tyrosine
kinase
Cell nucleus
Activator
protein 1 @®— Fibroblast cell

EEEE
PO i e— Degraded collagen

§ SWISS
QUALITY © Mibelle Biochemistry, Switzerland 2019
PRODUCT



Mechanism without Genistein

collagen gene
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Mechanism with Genistein
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Li pobell eE Soyaglycor
Composition

Genistein (Soy isoflavone) > 0.3 %
Phospholipids 4 %
Ethanol 18 %
Tween 80V 10 %
Deionized water ad.100 %

INCI (EU/PCPC) Declaration

Li pobell eE Soyaglycone (standard version):
Polysorbate 80 (and) Alcohol (and) Aqua / Water

Li pobell eE Soyaglycone MA: Lecithin (and)
Alcohol

Igﬁecommended Use Level: 17 5%
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Only Liposomal Genistein Penetrates into
the Deep Stratum Corneum Layers

. Genistein Liposomal genistein (Lipobelle Soyaglycone)
200
180
160 Test product: concentration equivalent to
750 g of genistein
140

Test area: inner sides of forearms
Number of volunteers: 10

Age of volunteers: 31-55

Technique: repeated tape stripping 4h

—_
N
o

Genistein content in ug

80 after application, extraction of genistein
and measurement of its content by HPLC
60
40
The penetration of the encapsulated
20 [ molecule was 40 times better in deeper
0 . — sOW layers of the epidermis

 stip1 )L strips 2-5 ! strips 6-10 I strips 11-17

skin surface stratum corneum
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Genistein Stimulates Collagen IV
In a 3D Full Skin Model

A : Study design
, \ 1. Preparation of a reconstructed
G e - full skin model from normal
. human fibroblasts and
keratinocytes isolated from skin
biopsy
2. Incubation with genistein

3. Immunofluorescent staining of
collagen IV and cell nuclei
(Hoechst)

Reconstructed full skin model
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Genistein Stimulates Collagen 1V
PrOdld&:.tr.[Qn Genistein

+53%

Genistein stimulates
specifically Collagen IV
production (+53%)

Collagen IV

The number of cell nuclei
was not increased

Nuclei of keratinocytes and fibroblasts
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