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Main active fraction identified,
from Gymnema sylvestre leaves =~ Suscraos  BA

X Significant inhibition of hair follicle activity,

X Slowing down of hair growth,
* Allows reducing the frequency of hair removal treatments

X Reduction of hairiness.
» Improved aesthetics & easier shaving



« VEGETAL ORIGIN
e EFFICACY TESTS



Solution to decrease hair growth and maintain
skin softness (as if just shaved/depilated) The Passion for Beauty

Beauty Creations

Botanical extract — identified tracer,

Significant clinical effect after only one month of use,

Suitable for sensitive skin : face and body care,

Preservative free,

Opportunity for depilatory/body care market following the

trend for more premium products with added benefit.
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Pilisoft™ targeted effect
on hair follicles e

Follicle bulb Outer root sheath

Dermal papilla inner root sheath

. J\ . N\ — )/

Cell proliferation Keratin gene expression Hardening of hair fiber

Disulfide bonding

Resorption and dehydration
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X Evaluation of PILISOFT™ ability to inhibit hair growth in vitro using
Philpott’s model of hair follicles in culture.

7129

lllustration of anti-mitotic
activity of Gymnema
sylvestre Leaf Extract on
hair follicle sections (Ki67).

Hair follicle after 3 days of culture in Hair follicle after 3 days of culture in
Williams E medium. William E medium with 0.025% of
Gymnema sylvestre (0.5% of
PILISOFT™).

X PILISOFT™ has significantly inhibited the hair growth of hair
follicles in culture



- BASF

The Chemical Company

DEPILATION
0] ¢
SHAVING

IRRITATED SKIN

A

PILISOFT™ allows to
to reduce reduce the frequency

the feeling of of depilation or
skin irritation shaving ...
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e PILISOFT BENEFITS

e EFFICACY TESTS
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X Gymnema sylvestre leaf extract

Native plant of the
Indian Deccan Plateau.
Indian Nature Sanctuary

Jaipur® Agfh
Kanp

woes  INDIA

* himedabad %‘
%
From a dry forest
older  than the ; i ]
Himalaya mountain . :
range.
s’
MALDIVES INDIAN OCEAN nﬂm

X Gymnema sylvestre, a woody climber covering the tops
of trees. Belongs to the Asclepiadaceae family.



Yol Beauty Creations BASF
Veg et al O r I g I n The Pl;sg’ion for B:?HUIJ/ The Chemical Company

Gymnema sylvestre traditional uses

X Used since 2500 years in Ayurvedic (traditional Indian)
medicine

X Chewing leaves reduces the taste of sugar in the mouth (to
fight sugar cravings)

X Root is used as cough medicine and as remedy for snake
bite.



Vegetal origin T Pasyon o ety

Gymnema sylvestre leaves extract

X PILISOFT™ js extracted from
Gymnema sylvestre leaves,

X Main active fraction is gymnemic acids,
triterpenoid saponins belonging to the

oleanane class. AL

Gymnemic acid |
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Cytotoxicity on human fibroblasts
( M R C 5) The Passion for Beauty The Chemical Company

Beauty Creations BAS

Purpose
Evaluation of the cytotoxicity of the active matter of PILISOFT™ to confirm that the

anti-proliferative activity is not linked to toxicity.

Protocol

Human fibroblasts (MRC5)
Culture in standard medium

— T

Control Active matter of
1 PILISOFT™

3 days of incubation

}

Cell number and ATP level



Cytotoxicity on human fibroblasts
( MRC 5) Beauty Creations BASF

The Passion for Beauty The Chemical Company

Results with active matter of PILISOFT™

Rate in % / control

150 (NS
(NS) (ns) " Control
125+ (NS) (NS) (NS) Active matter of PILISOFT™ at:
ol 0 0.001% MM0.003% M 0.01%
The concentration of 0.01% co nds
75- to the concentration of 0.2% PILISOFT™
50 Statistics:
Megn + SEM
25- in triplicats
Student's t test
{NS) Mot significant

Cell number ATP



Cytotoxicity on human fibroblasts

MRC5 Beauty Creations BASF
The Passion for Beauty The Chemical Company

CONCLUSION:

No toxicity on MRC5 for the active matter of
PILISOFT™ in a dose range similar to the
concentrations used for testing the anti-proliferative
activity.



Anti-proliferative activity on human
k e r at I n O C yt eS The Passion for Beauty The Chemical Company

Beauty Creations BAS

Purpose
Evaluation of the potential of the active to inhibit hair growth through reduction of

the proliferation of epidermal cells.

Protocol
Human keratinocytes
/ Culture in standard medium \
Control without EGF EGF + Excipient* of PILISOFT™ EGF + PILISOFT™

Control with EGF

}

3 days of incubation

}

Protein level (Bradford’s method)

EGF = Epidermal Growth Factor *Excipient of PILISOFT™ = Pentylene Glycol/Water



Anti-proliferative activity on human
keratinocytes e

Results with PILISOFT™

Rate of proteins (% / control medium with EGF at 10 ng/ml [= CME])

120 .~ Control
~ CME
e | Excipient* of PILISOFT™
M PILISOFT™
Fiole
20 Statistics:
Mean + SEM
on 4 assays
299 in triplicate
Student’s t test
(*) p<0.05 / excipient of PILISOFT™

Control  CME CME+ CME+ CME+
product product product
at0.02% at0.05% at0.1%

* CME = Control Medium with EGF at 10 ngml *Excipient of PILISOFT™ = Pentylene Glycol/Water



Anti-proliferative activity on human

" Beauty Creations BASF
k e r at I n O C yt eS The P;ISZ;OH for BIBHUfy The Chemical Company

CONCLUSION:

PILISOFT™ has significantly reduced, in a dose
dependant way, the proliferation of human keratinocytes
stimulated by EGF.

The excipient used for PILISOFT™ was confirmed to
have no significant effect at comparable concentration.
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lllustration Gymnema sylvestre Leaf Extract activity on hair follicles.

Ki67* expression on isolated sectioned human hair follicles.

Control hair follicle at DO. Control hair follicle after 3 days Hair follicle after 3 days of Hair follicle after 3 days of
of culture in William E medium. culture with 0.01% of Gymnema culture with 0.025% of Gymnema
sylvestre leaf extract sylvestre leaf extract
(0.2%PILISOFT™), (0.5%PILISOFT™),

The green staining is proportional to mitotic activity and clearly
shows the reduction of mitotic activity.

*Ki67: immunostaining to the Ki67 antigen is a quick and efficient method for evaluating cells proliferation.



Anti-hair follicle growth:
In Vitro test e

Purpose

Direct evaluation of the potential of PILISOFT™ to inhibit hair growth in vitro on
the Philpott's model of hair follicles in culture.

Protocol
Human scelllp biopsies

/ Dissection oflhair follicles \

Control PILISOFT™
Excipient* of PILISOFT™

= Plalcebo
Culture 7 days in standalrd medium (Williams E.)

Evaluation of hair growth at 3 and 7 days by measuring of hair length

(image analysis)
*Excipient of PILISOFT™ =Pentylene Glycol/Water



Anti-hair follicle growth:
In vitro test

Beauty Creations BASF

The Passion for Beauty The Chemical Company

Results with PILISOFT™

(Test done on hair follicles from 6 different donors, 10 follicles analyzed per donor and test condition).

Hair follicles length (mm)

4 A=-69%/

A=-49%/ excipient

” excipient
) _(°)__ p=0.0001

TG rowth

Excipient* of PILISOFT™ at:
DO D3 W D7
PILISOFT™ at 0.5% at:
b0 MD3 MD7

Statistics:

Mean + SEM

on 6 assays

Paired T test

(*) Significant / DO

(**) Significant / DO and D3

Not paired T test

(°) Close to significancy / excipient
(°°) Significant / excipient



Anti-hair follicle growth:
in vitro test L e

The Chemical Company

Results with PILISOFT™ — Inhibition of hair growth

(Test done on hair follicles from 6 different donors, 10 follicles analyzed per donor and condition).

% of variation / DO
60 -
5Q- Placebo at:
""""""" - . D3/D0 W D7/DO
40 - PILISOFT™ at 0.5% at:
Hair B D3/bo P D7/D0
30- 49% % | |gown
(NS 1 inhibition _
Statistics:
20+ Mean + SEM
on & assays
10- =5 Paired T test

Mot ificant f placebo
) Sigrificant/ piaceto

0

D3/D0 D7 /DO
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Simulation of hair follicles growth, based on in vitro

Placebo

test results.

Hair growth in presence
of PILISOFT™ s slowed
down.

PILISOFT ™
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Anti-hair follicle growth:

" " Beauty Creations BASF
I n V I t r O teS t y The Chemical Company

The Passion for Beauty

CONCLUSION:

PILISOFT™ has significantly inhibited the hair follicle

culture in comparison to placebo (=excipient used for
PILISOFT™),



Anti-hair follicle growth:
in vivo test B O BASF

Protocol

Gel with
1% PILISOFT™

Placebo
gel

First Step
Shaving (1) of the both legs (D-7)
\

Image acquisition with Hirox videomicroscopy
7 days after shaving (1)
\
Second Step
28 days of treatment,
Randomized application of tested products

\
Shaving (2) of the both legs (D21)

v

Image acquisition with Hirox videomicroscopy
7 days after shaving (2) (D28)




Anti-hair follicle growth:
in vivo test B O BASF

Results with PILISOFT™

Speed of growth (mm/day)
0.18-

- ||| Before treatment (DO)

After 28 days of
- treatment (D28)

Statistics:

Mean £+ SEM

of 21 volunteers
Faired Student’s t test
NS} Mot significant

") p-0.03

Placebo gel Gel with 1% PILISOFT™



Anti-hair follicle growth:
|n V|VO test Beauty Creations BASF

The Passion for Beauty The Chemical Company

Results with PILISOFT™

Delta D28-D0 of the speed of growth (mm/day)

0.02
0.01 — " Placebo gel
0 B Gel with 1% PILISOFT™
-0.01 — Statistics:
. Mean + SEM
| of 21 volunteers
-0.02 - Paired Student’s t test
: (*) p=0.003
-0.03 1
-0.04 -




Anti-hair follicle growth:
in vivo test B O BASF

Results with placebo

lllustration of anti-hair growth effect: placebo gel.

PLACEBO DO PLACEBO D28

No visible hair growth reduction with placebo



Anti-hair follicle growth:
in vivo test B O BASF

Results with PILISOFT™

lllustration of anti-hair growth effect: gel with 1% PILISOFT™,

PILISOFT™ DO PILISOFT™ D28

Visible hair growth reduction with PILISOFT™



Anti-hair follicle growth:

1 1 Beauty Creations BASF
I n V I V O teSt The Passion for Beauty The Chemical Company

CONCLUSION:
PILISOFT™ at 1% in a gel has significant anti-hair growth activity.

After 28 days of treatment, (the speed of) hair growth was reduced
by 12% for the gel containing 1% PILISOFT™, whereas the placebo
gel did not modify the hair growth.

In addition, the reduction of hair growth can visibly be perceived
after only 4 weeks of treatment.
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Patent status
WO 2005/067953 Al [EP (DE, ES, GB, IT, FR), JP, KR and US].

Toxicity tests

Tests with Gymnema Extract PW LS 9825 (active matter of PILISOFT™)
- LLNA (10% weight dilution): not sensitizing,
- Ames test: not mutagenic.

Tests with PILISOFT™
- Het Cam (3% weight dilution): not irritant,
- primary dermal irritation (patch test, 1%): no dermal irritation potential.




Technical data

INCI Name

Preservative

Aspect

Dose of use

Solubility

Beauty Creations
The Passion for Beauty

Water (and) Pentylene Glycol (and)
Gymnema Sylvestre Leaf Extract

preservative free

opaque amber-colored liquid with a
characteristic odor

0.5t0 1%

soluble in water, insoluble in oils

BASF

The Chemical Company
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PILISOFT™ Ls 9760

Botanical hair-growth inhibitor

Longer lasting smoothness especially
for sensitive skin
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“Although all statements and information in this publication are believed to be
accurate and reliable, they are presented gratis and for guidance only, and risks and
liability for results obtained by use of the products or application of the suggestions
described are assumed by the user. THERE ARE NO WARRANTIES OF ANY KIND.
ALL EXPRESS AND IMPLIED WARRANTIES ARE DISCLAIMED. Statements or
suggestions concerning possible use of the products are made without representation
or warranty that any such use is free of patent infringement and are not
recommendations to infringe any patent. The user should not assume that toxicity
data and safety measures are indicated or that other measures may not be required.
The claims and supporting data provided in this publication have not been evaluated
for compliance with any jurisdiction’s regulatory requirements and the results reported
may not be generally true under other conditions or in other matrices. Users must
evaluate what claims and information are appropriate and comply with a jurisdiction’s
regulatory requirements. Recipient of this publication agrees to (i) indemnify and hold
harmless each entity of the BASF organization for any and all regulatory action arising
from recipient’s use of any claims or information in this publication, including, but not
limited to, use in advertising and finished product label claims, and (ii) not present this
publication as evidence of finished product claim substantiation to any regulatory
authority."
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