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! Benjamin Buttun

2 David Fincher

% Brad Pitt

* Progeria

® Immature aging

® Genetic mutation

” Progerin

8 Marker of senescence
% Elafin
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sl el PROGELINE®
INCI ol Glycerin (and) Water (and) Dextran (and) trifluoroacetyl Tripeptide-2
Licw 3 amino acids peptide biomimetic of elafin, an enzyme inhibitor involved in
extracellular matrix integrity
Origin
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Cosmetic properties

Reduction of progerin synthesis . 3 5w jials
Inhibition of dermis elastase activity »,s jte¥ el e
Inhibition of MMP-1, MMP-3, MMP-9 activity jlusg,elle s il sl 3T ke
Contraction of collagen matrices -5 slo s slo 5Ll

Increase of syndecan synthesis - Sax jw il

o L8 * Anti-aging Gy v Ngazme @
' e Firming care Gy oSl o0t il c¥gams @
Applications * Remodelling skin care Cosgy 0aidd JSb oV gaxe @
° AIFernatlve to surgery . S oSl
¢ Skin care for mature skin e
, oo”:dl.u Cewgy )| puﬁb.o °
* Men's care LT et tlans o .
e Body care oRTe Lw‘w‘“\e“ f\j
* Post-preghancy care O O o =S *
g Sbl3o Reduces the signs of aging: sagging skin and wrinkles
Has a remodelling effect, improves the jawline
S Al 0 Dy S8 2l sase (20 S5 I lyle
The skin is firmer and appears lifted and denser
ey (oo 5 Selg bg T 00085 ¢ aSore Cawgy
&Sy 393 ¢ Intensive treatment: 2% &, oo
* Body care: 1% .o &Ygaxe
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10°skin Sags

! Wrinkles

12 Unhealthy lifestyle
13 Appearance segment
4 delaying senescence
1> Biological aging (senescence)
1 Whole organism

17 senescent cell

18 ability to divide

19 metalloproteinase
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22 pccelerated aging
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% disorganized connective tissue
%6 Normal aging

27 Senescence process
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% Progerin expression
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%2 normal cellular aging
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* biomimetic synthetic molecules
% specificity

% efficacy

3 Biomimetic peptides

% gSpecificity

% elafin

“% remodeling

! syndecan

“2 Epithelial keratinocytes
*% To bind together

* proliferation

** Migration

“® Adhesion

* Epidermal cohesion

*8 Syndecan expression
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*° Dose dependent

%0 Aged fibroblasts

% Contractile forces

%2 Dermal architecture of the skin

>3 contraction of 3D collagen matrices
% architectural framework
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% INHIBITION OF PROGERINE SYNTHESIS

% Mistelli et al.

5" truncated form

%8 \Verdy et al.

% cultures of fibroblasts
% telomere dysfunction
81 cellular senescence

82 ELISA assay

®3 fibroblast cultures

® incubated

% specific ELISA

% progerin expression studies
®7 total protein content
%8 cell lysates

% sonication

0 Bradford method
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EFFECT OF PROGELINE™ ON PROGERIN PRODUCTION
' B
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$ Progerin

Progerin
Progeline™ effect
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™ quantitative digestive action
2 glycoprotein

"3 proteoglycan

™ glycosaminoglycan

" jrreparable

"6 autoregulated

" overactivity of elastase

"8 Orcein

7 Skin explant

8 Supstrate

8 Reference inhibitor

8 Pre incubation

& Human leucocyte elastase
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8 Elastin staining
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8 Evaluation of elastase activity
8 positive control
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STIMULATION OF SYNDECAN BY HUMAN KERATINOCYTES
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°2 Transmembrane heparin sulfate proteoglycans
% Focal Adhesion

% Coreceptors for growth factors

% Homeostasis

% Aged keratinocytes

°" Dulbecco's modified Eagle's medium (DMEM)
% supplement

% Glutamine

100 penicillin/streptomycin

10 humidified incubator

192 specific monoclonal antibody

103 Student test

104 hasal condition

195 fluorescence intensity

106 syndecan-1 expression
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Effect of Progeline™ on syndecan-1synthesis
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197 stimulatory effect
108 cell matrix adhesion support
109 sagging
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119 metal-dependent endopeptidases
111 extracellular matrix

12 interstitial

113 denatured

1 fibronectin

115 [aminins,

116 macrophages

17 endothelial cells

118 connective tissue components
19 Up-regulate

120 fluorescent specific substrate
121 pyrified

122 fluorometer

123 degradation of substrate

124 Shimokawa et al.
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Inhibition of MMP-1 activity
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Progeline™ (%)

125 solvent vehicle

126 negative control

121 noise level

128 Flyorescence kinetic measurements
129 axcitation

130 emission

131 fluorometer

132 fluorescence intensity

133 inhibition percentage
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Inhibition of MMP-9 activity
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MMP-9 activity (% of control)

Progeline™ (%)

Inhibition of MMP-3 activity
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MMP-3 activity (% of control)

Progeline™ (%)
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Progeline™ reduces ECM breakdown for maximal protection
against sagging and loss of elasticity

134 Jatent
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135 Gene expression

136 Morphology

57 motility

138 cellular contraction

139.3D collagen matrices

140 Scanning electron microscopic image
141 Cell extensions

142 Delvoye et al.

143 specific buffer
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No Strong Effect of Progeline™ on collagen lattice contraction
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Progeline™ induces collagen contraction to restore tone and firmness to the skin 1

144 Fetal Calf Serum (FCS)

145 positive control

148 transparent metric ruler

73D collagen lattice

148 contractile product

149 dose dependent

150 time dependent

151 strengthening of the dermal matrix
152 architectural framework
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EVALUATION OF ANTI-SAGGING EFFECT: In vivo fringe projection of the jawlines
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153 sagging

5% Slacking

155 jawline level

158 placebo

57 Fringe projection Profilometric technique

158 Halogen projector

159 lighting system

180 projection of a sequence of lattice lines (fringes)
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EVALUATION OF THE JAWLINE VOLUME IMPROVEMENT

<155mm* -236mm*

Evolution in mm?

28 days 56 days

@ Placebo @ Progeline™ 2%

161 Acquisition methodology

162 different times of the kinetics
163 projection

164 reference plane

165 avolution of the jawline volume
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Progeline™ significantly reduces the jawline volume after only 28 days J

166 yolume of the jawline

187 |llustrative digital photographs
1%8 Unstructured

189 disorganized

% Derm
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EVALUATION OF FIRMNESS AND ELASTICITY: Cutometry
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71 Cutometer

172 negative pressure

173 vertical movement

7% optical system

7 infrared diode

78 prisms

77 light sensor

178 Firmness

179 tightness

180 tonicity

181 Elasticity

182 Capacity of the skin to stretch

183 Viscoelasticity

184 Capacity of the skin to go back to its original state
185 Completely reproducible lighting conditions
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EVALUATION OF FIRMNESS AND ELASTICITY
PARAMETERS IMPROVEMENT

251

g +20%" +21%

fa)

w

>

o)

fa)

9

<

[ =

e

I

o

>

Firmness Elasticity Viscoelasticity

\ *p<0l **p<001 )
. _

. Placebo . Progeline™ 2%

@ RN WAPER B VAP SV FRUAWIVIFLIUWIG S| IS SWEPIPI L SUREL ov | PP L S BUTE PSP Gt K AL SN Y DU
&S e

A Jols 60gus ccdbgls LAA 4

Progeline™ significantly increases skin firmness, elasticity and viscoelasticity,
attesting its efficacy on skin slackening and sagging
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Before and after pictures

Slight improvement

. - Major building effect over time!
rogeline
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Skin looks more 85%

elastic

Lifting effect 77%
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186 Close end questions

187 Open end questions

188 Spontaneous comment
189 principal characteristics
%0 Firmness

91 Smoothness

192 | ifting

30



> Olwsl 10935 9 4oz 5

www.hoshani.com

Sl 5 o 1 il aodls P

Vay . . . . . . . TR
¥ oy, L odion spax b ole )0 ceadlgrad (g9l et Lo 10 ()59 0 cialejl dgl )0 @

UL S a7 YD g e o YO (loilale 1o e o5 ols Glis mlts o 6,8 o)l L35 & e 4
B2 (o GhalS ) letidbg pud bawg (p)59 0 ades (AVV,A g 7VA oS @) (9

Dermis

Progerin

oYl jga 50 Sl pan Gl colled malS o i ol (Dbl sk 4«6, Lalel jo @

=S5 Sl 65 ojll 285 8 sl 050 sl Cusgy ouds (el Ky SleiidnST 0 S92 50 (xinbo

1o cdale b pdien jea> jo sVl codled gas,0 Voo Jlas cpglar 56T sla SusT L ool plexl
Sl slas

Epidermis

DEJ ‘
Dermis¢

285 18 byl 9 y9e Ghes! Slemsisl S 0 V- S anen s Spms  dien Sl esan Glesl o @

Lo clile 5 ndien bous 550 Jae sledol 53 Vol ply Gl s sy ol T (S 2

S5 TGFB S50 51 Joline Lo 5 sago 45 g +0F7 9 +)A7 s 4 /ooy YO B /ey + YO
Al go Sty o 4l oS

{ Elastase

=¥ [t 9 Syndecan

Epidermis

Dermis¢

193 ELISA assay
194 Stimulatory effect
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1% fluorescent specific substrate
19 fluorometer
973D collagen matrices
198 dose dependent
;22 time dependent
Saggin
201 Slfcgkin%
202 jawline level
293 Eringe projection Profilometric technique
2% yolume of the jawline
205 Cutometer
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Young and healthy skin...
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Epidermis-DEJ level: S yiin Jad g p 00 zhw o

Thick Epidermis = proper skin barrier

1 Syndecan = good epidermal cohesion = skin resistance and tightness
1 HA = good hydration and support

Wavy DEJ = attaches the epidermis to the dermis, cells communication

& nutrients exchanges

Dermis level: ¢,5 zhuw o
M collagens = gives the skin its strenght

1 elastin = gives the skin its elasticity

Aging marker: Low progerin concentration = no senescence

SN 3929 ok 6y (rlnly Sl 05 (n)jepn cdile Glox Cong 5

{ Syndecan

{ Dermis
contraction

{ Elastase
& MMPs

. Progeline™ effect

03yl Cawgs

&= Remodelling effect &
== \rinkles reduction
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< thickness = less resistance

Wrinkles formation
Skin sagging & slacking
Loss of radiance

Skin dryness

J syndecan = less cell cOhesion < Lo w8l o 050 o il
J HA = less hydration & support
DEJ flattening

Dermis level:)° C‘E"‘" )°

J collagens = l0ss of tightness < O <52 (325 50 Gljs (2505
J elastin = loss of elastiCity <m— Y e o 5

M MMPs = fibers degradation === MMP L. s J5s, 5

Aging marker: Crojan 5 S s e

1 progerin accumulation = senescence ¢mmm Reduction of progerin production
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e Anti-aging

e Firming care

e Remodelling skin care

¢ Alternative to surgery

e Skin care for mature skin
¢ Men's care

¢ Body care

¢ Post-pregnancy care
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26 Aqueous medium

207 -
Emulsifier

208 Thickeners

209 Maillard reaction
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Demineralized water Aqua gsp
A Carbopol® Ultrez-10 Carbomer 0.15
Butylen glycol Butylen Glycol 3.00
Phenoxyethanol (and) Methylparaben (and)
Neommekkin M16 Ethylparaben (and) Butylparaben (and) 0.8
B
Propylparaben (and) Isobutylparaben
Glycerin Glycerin 2
Cutina HVG Hydrogenatgd vegetable 2.00 Consistency 5
factor glycerides
Lanette 16 Cetyl Alcohol 1
Span™ 80 Sorbitan Oleate 05
C LABRAFAC CC Caprylic/Capric Triglyceride 5
SCHERCHEMOL MM ESTER Myristile myristate 3
TWEEN 60 Polysorbate 60 2
SHEA BUTTER Butyrospermum Parkii 1
DM FLUID 350 CS Dimethicone 0.04
FRAGRANCE Parfum 0.02
D Progeline™ Trifluoro acetyl tripeptide-2 2
Sodium hydroxide 10% Sodium Hydroxide 0.66

LA SPIRIT CREAM :&q pul 0,5

INGREDIENTS INCI NAME %
A Deionised Water Water 7710
Dermofeel™ PA-12 Sodium Phytate 010
Chlorphenesin Chlorphenesin 0.30
Phenoxyethanol Phenoxyethanol 0.80
Granlux®™ AOX-GL Glycerin (and) Picea Abies Extract (and) Alcohol 1.00
Biophilic™ H Hydrogenated Lecithin (and) C12-16 Alcohols 4.00
(and) Palmitic Acid
B Dermorganics GMS-SE | Glyceryl Stearate SE 1.00
Mirasil DM350 Dimethicone 4.00
Dekanex 2006 FG Hydrogenated Polydecene 3.00
Phytosgqualan Squalane 2.00
Lecigel™ Sodium Acrylates Copolymer (and) Lecithin 150
C  Adipofill™ Water (and) Propanediol (and) Ornithine (and) 200
Phospholipids (and) Glycolipids
Progeline™ Glycerin (and) Water (and) Dextran (and) 2.00
Trifluoroacetyl Tripeptide-2
Exo-H™ Butylene Glycol (and) Alteromonas Ferment 1.00
Filtrate
\\D Douceur 3246 Fragrance 020 )

ke (8 20 F-F
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210 Bjomimmetic

211 Elafin

12 progerin

213 Contractile Forces
2% syndecan
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