SEPPIC

SEPICALM™ VG

A new lightening mode of action

SEPPIC Patent o



SEPICALM VG
SEPPIC KEY SUCCESS TO AN EFFICIENT LIGHTENER ?

Active lightening ingredients
must fit 3 main needs in the
cosmetic field :

/ | N\

1. 3.

Good 2. Very easy to
Biological Excellent use in all
EFFICACY TOLERANCE FORMULATIONS

level even on
sensitive skin



SEPICALM VG
A NEW GENERATION OF LIGHTENER

SEPPIC

SEPICALM VG
Association of Palmitoylproline with a Water Lily Flower Extract

for a NEW GENERATION OF LIGHTENERS

//\
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So White ... _ So easy to use....
POLYVALENT So Calming .... VERY EASY 1O
EFFICACY
WELL FORMULATE
New concept and new TOLERATED
mode of action and ADAPTED Stable, not colored
TO SENSITIVE B |
Decreases pigmentation SKINS 5 ’
induced by INFLAMMATION ,
or AGEING Soothes
In vitro & in vivo tested f#y -

v&* ’
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Inci name : sodium palmitoylproline and nymphea alba flower extract



SEPPIC

1. So white ...

A new concept in lightening efficacy

(proven in-vitro and in-vivo efficacy)




SEPICALM VG
AYJd [ CAUSES AND SOLUTIONS TO FIGHT AGAINST PIGMENTATION DESORDERS ?

Necessity to fight against different causes of pigmentation for an
effective lightener

\m

induced by UV, acne, pollution,
Irritation, sensitive skins

SEPICALM VG ﬂ PIGMENTATION induced ]
. by inflammatory Stress

PIGMENTATION DISORDERS

Un-esthetic age spots

Uneven complexion

‘BASAL PIGMEN- ﬁ
2 TATION’ due to .
ageing or normal |_' SEPICALM VG
conditions

Genetic
AGEING



SEPICALM VG
SEPPIC CONCEPT & STORY: WHY SEPICALM VG ?

SEPICALM VG already used in the cosmetic field :

Known for its modulation of inflammation cascade (in vitro tested)

stressed skin

e

Free rladicals
Vv SEPICALM VG

Inflammation enzymes

Elastase
DNA damage | Hyaluronidase Cyclo-oxylgenase (cox2)
$ SEPICALM VG < SEPICALM VG v
Cells’ death Cutaneous proteiﬁs/ Prostaglandins
damages (PGE2) ¢

elastin & collagen . .
( gen) Pain sensation

+ Known for its soothing effect - tested on volonteers

=> SEPICALM VG could be a good candidate to reduce
inflammation mediators responsible for Stress-induced
Pigmentation ...



SEPPIC

1. So white ...

1.1 Lightening effect of SEPICALM VG
on Pigmentation induced by
inflammatory stress :




SEPICALM VG
SEPPIC REDUCTION OF ‘STRESS-INDUCED PIGMENTATION’

1. How Inflammation could be responsible for pigmentation ?

UVB - Acne - Pollution - irritation
INFLAMMATORY STRESS

LA

? Cyclooxygenase 2
(cox2)
v

Epidermis surface

SEPICALM VG known to
modulate inflammation
mediators, especially COX2
activity :

7 IL-1alpha
v

72 Endothelin 1

epidermis

i - Epidermis
)

Anti cox2 (enzymatic assay)
melanocytes
Stress-induced

46%
[ I 28% |
melanin —
SEPICALM VG DiK+Glycyrrhizina
0,15% (am) 0.15% (am)

STRESS PIGMENTATION
DISORDERS

enase
act|V|ty

N
o

% anti
cyclooxyg

=> Action of SEPICALM VG on IL-1« and endothelinl following stress ?



SEPICALM VG
SEPPIC REDUCTION OF ‘STRESS-INDUCED PIGMENTATION’

2. Reduction of keratinocytes IL-1a and Endothelin 1 after a UVB stress :

Protocol: quantification of IL-1« and endothelin 1 in normal human keratinocytes cultivated in different
conditions (with or without 30 mJ/cm?2 UVB, with or without SEPICALM VG) :

a. IL-1a reduction in keratinocytes : b. Endothelin 1 reduction in keratinocytes :

55_ -28%*
>8F S _ o
|= n\ 30 3 0 : E 51
5 ‘-‘ g | - = - ~ 25
e EEI3
= - 10 4 E 9 g.g , E 0 >
a.:I = £ 10 4
- Control Control Sepicalm VG To ‘]
p=0,07 + UVB 0,00025% + 0<0.05 Control Control Sepicatm VG
Ve + UVB 0,00025% +
UVB

Besides its modulation of cox2 activity, SEPICALM VG also reduces
keratinocytes IL-1a and endothelin 1, key mediators of Stress-Induced
Pigmentation



SEPICALM VG
SEPPIC REDUCTION OF ‘STRESS-INDUCED PIGMENTATION’

3. Lightening effect via a reduction of ‘Stress-Induced Pigmentation’ in 3D
skin model after 7 days :
Protocol: Application of Base alone or Base +3% SEPICALM VG on 3D model Skinethic™ pigmented

epidermis (Phototype |V) - submission to UVB 50 mJ/cm2 and UVA 1J/cm2 irradiations- Lightening effect
evaluated after 7 days by intracellular melanin dosage.

.
-,

Lightening effect on pigmented epidermis after 7 days :

w
(3,1

c£E

- N 25
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| Base without UV~ Base + UV Base + 3% Sepicalm
p<0,05 VG + UV

=)
Ui

SEPICALM VG significantly reduces ‘Stress-Induced Pigmentation’ on
epidermis via its modulation of inflammation mediators (IL-1a , endothelin
1, Cox 2).

SEPICALM VG inhibits skin pigmentation induced by inflammatory
stress.



SEPPIC

1. So white ...

1.2 Lightening effect of SEPICALM VG
on Basal Pigmentation




SEPICALM VG
SEPPIC REDUCTION OF “BASAL PIGMENTATION”

1. Spontaneous Lightening effect on melanocytes

Protocol: BI16 melanocytes cultivated with or without SEPICALM VG in comparison with arbutin and kojic
acid as positive references. Lightening effect evaluated after 72 hours of incubation by melanin amount and
tyrosinase activity measurements.

a. Reduction of melanin pigments: b. Inhibition of tyrosinase activity:
No 70
o= 150 - offec 5 i o £ 60 No
£ ';E - o EZES . effect
fco > - 0 =58 = > ) Sk
E : e > g 9. 20 >
E gl! 50 4 l- 12
® £ >
a Control Arbutin  Kojic acid Sepicalm VG Control Arbutin Kojic acid Sepicalm VG
"7p<0,001 0,001% 0,001%  0,001% 0,001% 0,001% 0,001%

SEPICALM VG can also have a spontaneous lightening effect explained by
an inhibition of the basal melanin and the tyrosinase activity.

Note : SEPICALM VG does not have any direct inhibition on tyrosinase activity in tubo (without cells) which could be
explained by a genetic or a metabolic mode of action on tyrosinase rather than a competitive inhibition.



SEPICALM VG
SEPPIC REDUCTION OF ‘BASAL PIGMENTATION’

2. Lightening effect on 3D pigmented skin model after 7 days :

Protocol: Application of Base alone or Base +3% SEPICALM VG or base +3% Arbutin on Skinethic™ pigmented

epidermis (Phototype VI) - Lightening effect evaluated after 7 days by melanin amount and skin surface
colometric measurement (chromameter).

i . b. Skin surface color reduction (n
a. Melanin reduction : ' ] comparison to the base alone) :
e
No
reduction
b*= blue to yellow (melanisation parameter)
ez -319%*
.E Bg 150 _ g " +8%
2 g‘_: 100 4 E .gf_: 0
g 'g 50 S E @ 0
X o
0 > Q8 g
) Base Base+3% Base+3% =~ B Base+3% 10% b
"p<0,05 alone Arbutin Sepicalm %p<0,05 Arbutin ]
VG Base+3%Sepicalm

VG

Only SEPICALM VG induces a lightening effect on skin surface
(AL*Na*Nb*) confirmed by a reduction of melanic pigments.

=> Better efficacy than arbutin, thanks to its lipoaminoacid structure
(amphiphilic)



SEPICALM VG
SEPPIC REDUCTION OF ‘BASAL PIGMENTATION’

3. Analysis of key melanocytes gene expression : molecular biology tests

Protocol : Normal human melanocytes cultivated or not in the presence of SEPICALM VG - Differential
expression of key genes involved in basal pigmentation : semi quantitative analysis (screening by a DNA
micro-array method, 64 genes analysed) and confirmation by quantitative real time PCR.

a. Induction of key melanocytes gene expression involved in basal

melanogenesis :
|II|I MITF Tyrosinase
**p<0,001 T g
-4 %7:7::: _44%7\,.’\,.’\,

SEPICALM VG induces a significant increase of MIC1 gene expression
and a significant decrease of MITF and Tyrosinase gene expression.

=> Explanation of a new genetic mode of action acting on early
steps of melanogenesis.



SEPICALM VG
SEPPIC REDUCTION OF ‘BASAL PIGMENTATION’

4. A new upstream mode of action, acting at the early stage of
melanogenesis :

@ @ => Sepicalm VG : A possible
| antagonist of Wnt signalisation
E‘-’“"”Ma pathway leading to a decrease of

YV tyrosinase genetic expression

basals conditions + SEPICALM VG

1. Wnt signalisation pathway leads to
the translocation of B-catenin, an
indirect activator of MITF gene leading
to the Tyrosinase gene expression => 7
BASAL PIGMENTATION

2. Sepicalm VG increases MIC1 gene
expression known to belong to BMP
protein family (known to disturb Wnt
pathway )=> 7 B catenin degradation =>
decrease MITF gene expression =>

’E-Tyrosinase, l_l Tyrosinase, decrease TerSinase gene
Mart Metr, expression =>
Liu et al., 2006 Mart], Mart, P
Rab27a, Mitf
etc. - etc.

B —
PIGMENTATION
No
pigmentation



SEPPIC

1. So white ...

1.3 In vivo lightening effect of

SEPICALM VG
(Study performed in Asia)




SEPICALM VG

SEPPIC IN VIVO LIGHTENING EFFICACY : ASIAN PANEL

1. Testing procedure :

- SEPICALM VG at 3% (formula
7057)

- 30 Asian volunteers

- Application area: Normal skin
and ageing spots

- Evaluation before and after 2
and 3 months of treatment :

1. Skin color measurements
(Chromameter and Mexameter)

2. Level of efficacy & comfort
(expressed by the volunteers)

In vivo tested formula 7057 :

MONTANOV™ 68 (Cetearyl alcohol and Cetearyl glucoside - SEPPIC)
MONTANOV™ 202 (Arachidyl alcohol and behenyl alcohol and
arachidylglucoside - SEPPIC)

LANOL™ P (glycol palmitate - SEPPIC)

LANOL™ 99 (isononyl isononanoate - SEPPIC)

Water

Chlorphenesin

Magnesium aluminium silicate

Cyclopentasiloxane

SIMULGEL™ EG (Sodium acrylate/acryloyldimethyltaurate copolymer and
Isohexadecane and Polysorbate 80 - SEPPIC)

SEPICALM™ VG (Sodium palmitoyl proline & Nymphaea alba flower extract -
SEPPIC)

DL alpha tocopherol

Fragrance

o SEPICIDE™ HB (Phenoxyethanol & Methylparaben & Ethylparaben&

Propylparaben & Butylparaben - SEPPIC)
TEA

Test performed in Thailand (Bangkok)

2.00 %
2.00 %

2.00 %
8.00 %

Up to100%

0.30%
1.00 %
4.00 %
1.00 %

3.00 %

0.05%
0.30 %
0.70 %

0.35 %



SEPICALM VG
EPPIC IN VIVO LIGHTENING EFFICACY : ASIAN PANEL

1. Lightening effect of SEPICALM VG on normal skin => chromametric &
mexametric measurements (Formula 7057)

1.1 Increase of Individual Typological 1.2 Decrease of Melanic Index (AMI) in
Angle (AITA) in chromametry : mexametry :
Increase of ITA

Decrease of M| Decrease of Ml

H 0,

in 67% of in 67% of in 79% of
| fFITA volunteers volunteers n 9% o
ncrease o volunteers

c - in 64% of -
=9 volunteers x o O 0
S S 51 s ¢ 2
= 0 2]
5.2 N 2589 .
Ss5® ° L2ET >

> a0 g 3 gg -6
v £ 0,5 < g £ -8
E S =99 -10

0 ; ‘ -12 ;
2 months 3 months 2 months 3 months

AITA and A Melanin Index value = average calculated on 100% of the tested volunteers

ITA=ArcTg (L-50) X 180
b T

*: p<0,05 in comparison to DO
**: p<0,01 in comparison to DO
***: p<0,001 in comparison to DO

By the second month of treatment, SEPICALM VG significantly lightens normal
skin (7ITA and N Melanic Index), confirming its action on basal melanogenesis.

Complexion is brigthened, more radiant.



SEPICALM VG
T IN VIVO LIGHTENING EFFICACY : ASIAN PANEL

2. Lightening effect of SEPICALM VG on hyper-pigmented age spots
=> chromametric measurements (Formula 7057)

Increase of Individual Typological
Angle (AITA) in chromametry

Increase of ITA in

Increase of ITA 88% of volunteers
in 88% of
c 4 volunteers
= g 35 e ***: n<0,001 in comparison to DO
c 3.
S = RO
= 8 2,54
ScQ
o g QO
> [-% 115’
<5 1
= v 0,54
0 ‘
2 months 3 months

AITA = average calculated on 100% of the tested volunteers

By the second month of treatment, SEPICALM VG significantly decreases the
pigmentation of ageing spots (7ITA).

Hyperpigmented spots fade away, skin tone becomes more uniform.
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SEPICALM VG
SEPPIC IN VIVO LIGHTENING EFFICACY : ASIAN PANEL

3. Positive feedback from the volunteers after 3 months of treatment

(Formula 7057)

| l 90% clearer skin
| l 91 % more radiant skin tone

‘ Complexion

_ 94% lighter spots intensity Dyschromy,
age spots

— 73% less large spots

| l 96% smoother skin Skin

| ' 87% more hydrated skin comfort

0% 1000 20% 30% 40% 50% 60% 70% 80% 90% 100%
% of volunteers showing a positive effect

Indication : 91% of the tested volunteers would have liked to continue the use of
the formula 7057 and 77% would have liked like to buy it.

The tolerance level has been excellent on all the volunteers

C/3481/GB/01/FEBRUARY 2007 / 20



SEPICALM VG
SEPPIC A NEW GENERATION OF LIGHTENERS

SEPICALM VG, so white ...

Association of Palmitoylproline with a Water Lily Flower extract for a NEW

CONCEPT OF LIGHTENER
[\\ 4
1 \ 2
= - [
Decreases Pigmentation ~ Decreases "Basal
induced by pigmentation’ due to normal
inflammatory stress condition or genetic aging
(UV, irritation, pollution, How ? Upstream genetic
acne ...) reduction of tyrosinase
expression via a new
How ? Fight against inflammation hypothetic biological pathway

mediators induced by stress
(Interleukin 1 and Endothelin 1)

Significant lightening effect on normal Asian skin and
age spots after only 2 months of treatment




SEPPIC

2. So calming ...

So adapted to sensitive skin,
so well tolerated ...



Stingings intensity

SEPICALM VG
SEPPIC SO CALMING : IN VIVO SOOTHING EFFECT

SEPICALM VG, the first lightener with a soothing effect (already used in the
cosmetic field for its effective soothing effect due to a modulation of inflammation
mediators induced by skin stress )

Immediate in vivo soothing effect of SEPICALM VG

SEPICALM VG

SEPICALM VG DECREASES Skin
DECREASES SEPICALM VG temperature dafter a
STINGINGS Intensity DECREASES PAIN UV stress
felt by sensitive SENSATION felt
skin as a result of after a THERMIC
CHEMICAL stress control placebo l%.ﬁ',yc', (I% \SEPICALM VG
irritations (AHAs) 0 Jrm—
—_— 2:: il;:: SEPICALM*VG ¢ g -0,11 '
0 0.5 1 2.5 5 min g 4 i _ FS %E -0,21
0% '\C © 9 o 0 Jactic acid 4 i s i‘é -0,3
-10% sl i | £V 041
\ P $3 .
~20% base + i h ; w U0 0
-30% \ lactic acid é § -0‘6, - c'8 C
-40% \\ S 45% °\°§ 07
@ el 3% sepicalm VG 08l
-50% W + base + lactic !
0% \ ¥ o0 L acid Skin temperature test
W Thermal sensitivity test

-70%

Stinging test



SEPICALM VG
SEPPIC SO CALM : EXCELENT TOLERANCE LEVEL

Good tolerance of SEPICALM VG at 3% :

. Well tolerated in occlusive patch 48 h

. Well tolerated in normal usage condition during 3
months (Asian panelist - in vivo test performed in Thailand -
2 applications per day)

. Non sensitizing (Marzulli Maibach protocol)

. Non Mutagenic (Ames test)

Recommended dosage level : 3% for cosmetic application
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SEPPIC

3. SO easy to use ...

Formulation guidelines

C/3481/GB/01/FEBRUARY 2007 / 25



SEPPIC SEPICALM VG : SO EASY TO USE

EEE————

s

* SEPICALM VG can be easily incorporated up to 3% in all types
of whitening, lightening, and soothing projects

Color and odor stable over time.
Non-sensitive to heat and shearing.
Incorporation before emulsion (in the heated oily phase) or after emulsion.

May generate electrolytes during neutralization => Use of SEPIPLUS range
polymers recommended.

Compatible with all classical whiteners and sun filters.

Compatible with all pH.

v

Suitable for White emulsions or cream-gels (with or without fragrance).

Advice : SEPICALM VG must be heated at 40°C before its use in formulation

in order to liquify it - (can become paste at cold temperature). = o0r o



SEPPIC

Formula
A o MONTANOV™ 68 (Cetearyl alcohol and Cetearyl glucoside - SEPPIC) 2.00 %
e MONTANOV™ 202 (Arachidy! alcohol and behenyl! alcohol and 2.00 %
arachidylglucoside - SEPPIC)
e LANOL™ P (glycol palmitate - SEPPIC) 2.00 %
e LANOL™ 99 (isononyl isononanoate - SEPPIC) 8.00 %
B « Water Up to100%
e Chlorphenesin 0.30 %
e Magnesium aluminium silicate 1.00 %
C ¢ Cyclopentasiloxane 4.00 %
e SIMULGEL™ EG (Sodium acrylate/acryloyldimethyltaurate copolymer and 1.00 %
Isohexadecane and Polysorbate 80 - SEPPIC)
D e SEPICALM™ VG (Sodium palmitoyl proline & Nymphaea alba flower extract - 3.00 %
SEPPIC)
E e« DL alpha tocopherol 0.05%
e Fragrance 0.30%
o SEPICIDE™ HB (Phenoxyethanol & Methylparaben & Ethylparaben& 0.70 %
Propylparaben & Butylparaben - SEPPIC)
F o TEA 0.35 %

Procedure (TRIMIX 8 kg)

Melt fatty components at 80°C ; Heat water in the main tank, then dissolve chlorphenesin (rotor stator
3000 rpm 5’) and add magnesium aluminium silicate (planetary mixer + rotor stator 1000 rpm 10’).
Add the warm fatty phase and start homogenizing at 3000 rpm. After 5’ allow to cool. Introduce the
silicon at 65°C then SIMULGEL™ while keeping homogenization 5’ more. Stop the rotor stator and cool
to 60°C. Then add SEPICALM™ VG . At 30°C add ingredients in D ; If required adjust final pH.

After 60°C all steps are conducted under vaccum.



SEPPIC

4. Summary of SEPICALM VG
efficacy and future ...

L

‘_ :f ¢ .
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SEPICALM VG
A NEW GENERATION OF LIGHTENERS - SUMMARY

e e ——

SEPPIC

SEPICALM VG

Association of Palmitoylproline with a Water Lily Flower
Extract for a NEW GENERATION OF LIGHTENERS

4 ] ~
1 3. So easy to use....

1. So White ....

2. So Calming ....

POLYVALENT VERY EASY TO

EFFICACY with new First lightener FORMULATE
mode of action VERY WELL
TOLERATED Stable, not colored

Decreases pigmentation and ADAPTED e P
induced by INFLAMMATION TO SENSITIVE i
or AGEING process SKINS A
In vitro & in vivo tested ﬁv L

Soothing effect

y QG
.
.“
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Inci name : sodium palmitoylproline and nymphea alba flower extract



SEPICALM VG
AYJdd[@ FUTURE: ASSOCIATIONS FOR A PERFECT LIGHTENING FINISHED PRODUCT

Necessity to fight against different causes of pigmentation to develop
a perfect finished product

Basal pigmentation

. . (normal condition)
Pigmentation due to

inflammatory stress
SEPICALM VG N of
tyrosinase synthesis

SEPICALM VG (fights (genetic inhibition)
inflammation
mediators) +
Perfect SEPIWHITE MSH N of
- - functional tyrosinase
lightening (metabolic inhibition)
program
—‘ - - - -
-
| ’ Use of stable , Inhibition of tyrosinase
UVA / UVB filters A DNA gene expression
SILASOME MEA 7 transcription Sepicalm VG
Inactive tyrosinase protein
. N¥ 0 -
Active Tyrosinase protein
v,..-.~ uv (phosphorylated)



SEPPIC

Nota

The analytical specifications warranted are only those mentioned on the certificate of analysis supplied with each delivery of the product.

Except as set forth above, SEPPIC* makes no warranties, whether express, implied or statutory, as to the product which is the subject of this document . Without limiting the
generality of the foregoing, SEPPIC* makes no warranty of merchantability of the product or of the fitness of the product for any particular purpose. Buyer assumes all risk and
liability resulting from the use or sale of the product, whether singly or in combination with other goods. The information set forth herein is furnished free of charge and is
based on technical data that SEPPIC* believes to be reliable. It is intended for use by persons having technical skill and at their own discretion and risk. Since conditions of use
are outside SEPPIC*'s control, SEPPIC* makes no warranties, express or implied, and assumes no liability in connection with any use of this information. Nothing herein is to be
taken as a license to operate under or a recommendation to infringe any patents.

* SEPPIC being: And, depending on the country:

SEPPIC S.A. SEPPIC UK Ltd SEPPIC ITALIA Srl

75, quai d’Orsay 50 Salisbury Road Via Quarenghi 27
75321 Paris cedex 07 PO Box 338 - Hounslow 20151 Milano

FRANCE TW4 6SH - ENGLAND ITALY

Tel.: +33(0) 1 40 62 55 55 Tel. : +44 208 577 8800 Tel. : +39 02 38009110
Fax:+33(0) 140625253 Fax : +44 208 570 2106 Fax : +39 02 38009140
GIVAUDAN LAVIROTTE S.A. SEPPIC Inc. SEPPIC Chine

56, rue Paul Cazeneuve
BP 8344 - 69008 Lyon

30, Two Bridges Road, suite 210
Fairfield, New Jersey 07004-1530

Room 510 Jin Tai Building
58 South Mao Ming Road

FRANCE
Tel.: +33 (0) 4 78 61 55 00
Fax : +33(0) 4 72 05 60 89

USA
Tel.: +1 973 882 5597
Fax : +1 973 882 5178

SEPPIC GmbH

ABC Tower Koln

Ettore - Bugatti - Str.6-14
51149 Ko6ln-Porz

GERMANY

Tel. : +49 (0) 220 3890 3100
Fax : +49 (0) 220 3890 3199

Shanghai 200020 CHINA
Tel. : +86 (21) 64 66 01 49
Fax : +86 (21) 64 66 11 09

SEPPIC Belgium NV
Nieuwe Weg 1

Haven 1053

B - 2070 Zwijndrecht
BELGIUM

Tel. : 432 3 250 3911
Fax : +32 3 250 3912

Subsidiary of the AIR LIQUIDE Group


http://www.seppic.com/
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