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Happybelle-PE
Phyto-endorphins for a youthful glow
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Endorphins & [&? O i

GROU

s INEHFZa—ARTFFK

« “Endogenous morphine (NEH
HEILEXR) " (=ARNTEAIC
A S B morphine) B3k

o FICRHDTEERDHRKRTET
EEXINnd

« They bind to theflXR DA E#
1 FZBRKIZHEE L., BAT
5 (F wellbeing&ZE 4 5% %
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Endorphins — the Body's Very e,
Own Happy Hormones

IV FRILT 4 RT LlEhappy (E
f2) TEREICERLTERIESIND

TiEZ5IERIT:

« Euphoria (E#&®) *°happiness (5
B DXS>7GL—FEE

c NITAX—IVADMAL

c WAHANDER DML

IR VvEEICE-TH SRS
NEZEDTELHALNDZDIELNDHD B “
FF—=RANA” (RRHEHEOEEERIZS >
FT—1=-6hLREBRTEHLEDHHEHEIRE).
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Endorphin — Al & #R#EHIAE D A
EXA4 FRERCAT LA

§ Environmental influences

Keratinocyte
[ ] -
[ ]

) o

I

Nerve fiber

g ® @ pB-Endorphin
‘ Opioid receptor

Signals from the brain
(influence of mood, wellbeing, stress etc.)

j SWISS

W IAF - RILRE A AR Tel: 03-5213-5541 email: info@holstein.co.jp

I LIY biochemistry
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#525%
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Monk's Pepper (‘t”fEl '-7:?/:/\\‘\/ U biochenistry

A TEIETURIL D4 EEH

j SWISS
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Monks’s pepper (€4 3= Uk
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Ascorbyl Tetraisopalmitate & sochenisty
Tocopherol D EE{LE SR

Happybelle-PEDEHZ#H S 1=HIZH o
BZILTA V=D 5 2D0DMERERF
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1=

« Ascorbyl tetraisopalmitate (7 k5
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hERBZED - DDouble Vector
System

@
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Happybelle-PE micels R
it Ak

ERS RTATR

Happybelle-PE (standard version): LY F >, #4300 URD
REIXR, JVEIVD TEIANFVLTHAUVETRIILEL,
faZzo—iL, BEm, /07X TR/ =)L, K

Happybelle O (oil-soluble version): 4 AV =P VRV BEI XX,
E~ 7 iEFH

HRESE 1-2%
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biochemistry

TS5F) YA MMIBIT 5

Mitochondrial dehydrogenase activity
compared to control in %

j SWISS
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QUALITY
PRODUCT

Rl TE DRI

fpREE. c cS>F/ YAk

5 Happybelle-PE, #5%kiEE

B SEAME 728/EA U F A R— K
NG A= — HRFEEENATE) T 14—
(MTT assay)

I | ‘ Happybelle-PE (%2 E &K FEH

[CHERREEZ R EZHE., 1%T
Control 0.0625% 0.25% 1% [i 194 % rﬁ'JJ: é-u—-f:

Concentration of Happybelle-PE in the culture medium

S-082
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Control

0.5% Happybelle-PE

LI TI Y biochemistry
GROUP

A| AT VEEORL

Collagen | Collagen Il MparEE: FEEt FERBHSIMAE (NHDF)

& #: 0.5 % Happybelle-PE

i BELAME 728 A xR —
INT5 A=A —: Collagen | & NIl (FuikiZE,
FITC [green]), ® A EAMER TRI4RIE

\ 4

Happybelle-PE (a5 —4 > 1&
NOEADEEE T MERIFEL =

S-082

jSWISS
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DA E

M 1% Happybelle-PE

30

25

20

15

10

Increase compared to initial condition
and untreated in %

j SWISS
QUALITY
PRODUCT

Skin Hydration & Firmness

el o
=t 20}
— ™~

Hydration

*p<0.05 versus untreated

el o
=t [eo]
— [aN]

Firmness

S-080

biochemistry

HERE: 204 (%t BA, 30-61%)

EER S N 1 % Happybelle-PE &H 5 1) — L

Bm: AIBRAI~N182E. 28AM%EH

INGA—R—: Skin hydration (corneometer)
Skin firmness (cutometer)

Significant increase in FRALIEER 5
& LhEx L T28H #&(Zskin hydration
(+28 %) & skin firmness (+19 %)
FZFEL<MmLELF,

.
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‘ /'70)”“750)/&

M 1% Happybelle-PE

25
3 WERE:  A0% (XM, BA, 30 - 61%)
g EER E N 1 % Happybelle-PE B2& 4 1) — L
8% . B B, 182E, 28 A
;gg ST A—H—: S IMEE (PRIMOS)
%g 10 .
:2
i s ‘
&

. . . Happybelle-PEIL#) 4K RE & LLEZ

After 14 days After 28 days L 'c E )?LO) S/ '7 514 E Fﬁﬁ 'Clo%\

w0 28ARIT22%EE L <FHAL S HET-,
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Happybelle-PE

K

« MAKkmENYZERL

« INDTJDERWT T ER/ME

« AT UEAZTRIH

s HEEARTRERLEIZEDTESLSZED
=812 !

F&

* Moisturizing serums for the face and neck

» Holistic wellbeing products

» Collagen boosting formulations

« Firming anti-aging formulas

X—4T42TEDFRA
- EYHEFEDID FILD 4 UtHE
« wellbeing L > KIZ
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Lack of Sleep Is Part of our O iocheris
Lives

GROU

RS TIE, 2L DALHHELE
SNTWA7-9RRIDEEIR % Z/R T
ETULVLY,

IS4 TREAI)L, R MLXR,
R R DEAKREX. SRS
BLILHEBBIENDEELEEDHA T
5, > T§EhEEl ELTEND
=WEE, A+ oG EETHEE
TEHEIENTES,

LAL. EHROERTEX. £
MRS OBIERX FLAD LS
— IR 7E ZIEREF ORICHERE L T
MICRIAMGZEZETRIZT
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Sleep Deprivation and Protein
Folding

biochemistry

& (TS - BEERFBEFZUNNVEODITA+—IL
HRR (PHm T4 (ZRTEEELRT S
=Y =f=H) ICEE%5Z

ookt INBAR L REEL
- . e «  JMEB{K (Endoplasmic reticulum :
ShaxrUY ER) (39 R THOERMAIZFE
I 5H/NEE
A% - INEKTIE, 2URYBDEED

ELWIA—ILTaT., -4
BOBELELZLOTOERLT
hns,

/N4 (Endoplasmic reticulum: ER)
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Protein Folding

biochemistry

T+—ILT4Y
GRYt=1=-)

KXKIA—INTAITDREINDE

YN, ARZAAL
HrLE

Waeta2 NV E

s HWREMSDNVBEOEE (A5—70%E) (X T2/ BEOESOKRETR &G > TLSHDNAFDHE
B FEEMRET DI ENGIHET D,

COT7 /BT, BHOBREZE T HEOICELLAIYELEENILELNH S, (RFUT I YY
RAEBIET SR E)

e BFIXROAY (NLTBRUNRYE) FTOT+—ILT14 29 GRYT=-1=#&) TOteXEHB
SELLKIFYE-ENn-BEEES IO BOEEIZFAR
ZDORTYTIZIF., E2LDATP (HIREEEIT RIL¥—) AW,

J— holstein
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Why is Proper Protein Folding
Crucial?

biochemistry

BRUINDBED
RS ITREAIL SR .
g(ﬁﬂ%%ﬂ%a)x kL) 177 PEYMOEE _ ENAL

Z1t

ERAFLR - ¥T
MRS A—2 T T4V

« ZELE-HEOEEMLZEEREOMBETESFyROVOEENEL
SBUNIEDITA+—ITAVIDEBITHEELEWNSD IR ITA—ILTa TR NG
BN

s SRIA—NTAVTRUNIENERELTERR FLARZFS|ESHRITOHMES
A —TEMSEFER

ERPOMIOT+7LEES NOBELBERENMET > THREE
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Sleep Deprivation and Aging — biochem-sw
a Vicious Cycle

SRITA—ILTaY

58 G BER SRS = A

EEDE | BOET ~\‘ ‘
R 2 GRS A —

| AR \

. . 75 B AR R 2 D R nl
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Glacier Expedition to Discover  (@¥8.c,

new Microorganisms

J—_holstein

Y)Y FIEKDAARADILUT
ICGIREM TH1. B L WRIEIC
LEDL LT E I TEEIT HAWMEY
(NOT1)7) &R,
A+ FER/IH S DKADME/NMK Y,
LETNXEAMLZKDEBIZE>TE
FREIN T HMEMNS PRI
ATREIZ,
Mibelle Biochemistrytt DB ZE & A3,
KADTDIBRIRETEETT 5
5LKDOTITABEBELRINTL
=AY = R E,
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http://www.gmx.ch/themen/reise/bildergalerie/bilder/24ae3do-faszination-naturwunder

Swiss Glacier Bacteria Helps mibelle P
Cells to Reduce Stress from
Sleep Deprivation

I
P

GROUP

RKRLEMEMSZ 2.

. DEMOES/ LBIGREICKY . W
EMERISLEEHECTHSIAA K
/N9 2 —J& (lodobacter ssp.) #[RE.

 WMEWIINAATRERD=HIZNA
j—l) 779_-Gili:ln§o
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Sustainable Production of lceAwake™ in
Bioreactors Followed by Spray Granulation

INFORS (5%
g & Teckfors-S

/\ h 0 I Ste i n © Mibelle Biochemistry, Switzerland 2019
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I CeAwa ke ™ mig%!ﬁ biochemistry
Composition

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

RTB TR
ONJEE. RILETERERY D, K

HRFME: 1 - 2%
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BIP Is an Important Chaperone (8.,

In the ER

ATP (%HH@EEJJI*)L# )

A o

v e N
(45 : BiP)

J— holstein

GROUP

BiP (binding immunoglobulin
protein : fE&fEIOT) V2 Y
NV B (BI&GRP78) )&, /Ma
KB R2EELGDFYAROY
MD1D
BiPIZEERRF B C & > THEMIC
FEERITAHQ)

BIPIZ®E DA S —4 L EEDHI
[CEAFREEND (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 biochem-sw

are Connected

/NE{R(Endoplasmic reticulum: ER)

S M= A U ¢

J—_holstein

PFYROVIEERR FLRIZH
g BH=6HI2, RO I RILT—
THAHAATPHIRE,
ATPIZS POV FYTFIZE->THE
BEnsd,

—hA. ERRAFLRIEST bV KY
THEEICEEFZR KX LATPEAE
[XIET,

B : 3RFRIDIEEARZEIX. ERR ML R
EFEL., NOFIEERE EMNMABREKRT
HOATPREZXKIEICET S5,
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‘ Improving Chaperone biochem-sw
Expression in Aged Fibroblasts

Study design

#H ek AL LT RHESFMRE (B TR ERXEBIMT 571=0HI
17H# R IEE)

RINEE :1 % lodobacter ssp. extract

Y EE R BRI 24 RIS E

INTGA—5 ARBEOERDFU Yy ROVDELGFRR
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Gene expression

Improving Chaperone
Expression in Aged Fibroblasts

Control 1 % lodobacter ssp. extract
250
R
£ 200
5
=
0
12}
2 150
O
B
=
3 100
8
o)
&
g 50
£
o
(9]
0
Control Endo-  Calnexin Calreticulin
plasmin

J—_holstein

biochemistry

BIP:RI7A+—ITa VT2 NI EIZKET
S5IPMBREOEELGSFI RO,
IVRTSRAIV: BN EDIRY I=1-H
BT HEELKRE
AILRXOVEAILLT«F2 Y VAR
MEDIRITA—INT AT RN EDK
HERSC, 2NV BEDREERICEE

BIPEXUZDMDARAUINIEDT+—I)L
TAVTICEER I 72— LARIES
fhf= (BiP +100 %)

> HEAZELTLTHEE /NI ED
TA—ILT 4 I KYBEMIZITHONDS
_EERLTLS,
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‘ Increase in ATP Production /"""

HBRESRECERFAEDEEZEMT H-OIZ. HIBOERFAEETILE
B, oL TEREARE] REFMEEIE. S Fa TR
HEEEL, BRETEORBFEZEMT HAERRA FLADEMERNRIER 5,

> BEBERAZDERR LR ZEZ(TT-ERMAIIZE+50.01% lodobacter ssp.
extractiC K HATPEABEMHILIZ OV THRE.

Study design

ks BEIRAZE D E b SRR S
HRIMRE :0.01% lodobacter ssp. extract
1R : 2B A

INGA—4 : ATP EE & (chemiluminescence)
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Increase in ATP Production

biochemistry

Control  0.01% lodobacter ssp. extract

150
2 * 127.5%
£
S
_ 1100
S
G
e
i
o
%o 50
5.0}
o
g
S lodobacter ssp. extractlZEERRAE £ b
0 L BB FHEETILICE L TATPD
E R E27.5%FE (N

*p<0.05 versus control
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‘ Reduction of ER Stress L biochernistry

Study design

MR RRE CERT RO ETEMT 57-0(12, HIEOERRZETILERAL:,
CnoDfRlG NEERE] RHEFHEE. = Fa2 ) 7ORERTE . ERA
RORBEZEMT SERX FLADIEMZFRNHEZ S,

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

HHRaE FERTED E K ERRM S

BINEE :0.01% lodobacter ssp. extract

g o wlicds —
INDA—4 JhRK - S ROV R TEMSR (MAM) (E.

ERX LR ELTHRIE,

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



Reduction of ER Stress

250

3 Sleep-deprived cells

c r
@ = 200 0.01%
g S Control healthy Control lodobacter ssp. extract
05
5}
22 150
c o
52
o
o o
a2 100
3 10 ym
0T
% E 5-809/© Mibelle Biochemistry
< ® 50 . .
o g @ VMAM contact points Cell nuclei

. ‘ (ERDR FLRT—H—) (HERa%)

0 1 1 I 1
Control healthy g3, ppg—)L .01 % lodobacter
. ssp. extract
Sleep-deprived cells
HE AR T 2 #Aa
S-809

MAM MEEIZFE 4> lodobacter ssp. extractld.
R EOMIENDERR FLRAEREALSIET=,

N\ h (0) I Ste i n © Mibelle Biochemistry, Switzerland 2019



Improvement of Wrinkle Depth and il L
‘ Radiance in Asian Volunteers with a

Hectic Lifestyle

Study design

ST 47T 238 (41~57m. BiE/&E, 7OT AL VIILEE) [ BFL
TW3., B&LWELIFEROBEMNMEL

RERY > TV 12 % IceAwake™ &4 1) — L, placebo

BRI 14Elﬁsﬁ BEOFEDITHEBRY ) —L, BOFHITT5AR%E2E/8

%

ING A—A:
BERZU7Z7DOLHDZEE (PRIMOS)
Movy (BEIZEDCERKRHIFE (Visia CR) )
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ceAwake™ |Improves Wrinkle
Depth and Radiance Despite a
Hectic Lifestyle

biochemistry

5-808
v

Briacebo Bl 2% lccAwake™ B riacebo M 2% IceAwake™ + 92 %

5 10
£ R ®
Q 0 c 8
o .= | 1 O
T wn 0 c u
0 5 25
L5 T 2
< E S35
£2 gg ¢
£ S 38
EE 5 cZ
R £ E
£o By
£5 5%
&g -10 " 58
sE v e 2
O O O

-11.4 %
-15 0 L

S-808

*p<0.05 versus initial conditions and placebo *p<0.05 versus initial conditions and placebo
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mlbelle biochemistry

‘ Improvement of Wrinkles &
and Tired Appearance

Study design

RIVT4F 214 (44-66i%. BiE/&EME. a—hHRAN) Enf58 (BD
RUDKESELUVHFEEDCDERITY 7IZLH)
HERY > TIL 12 % lceAwake™ & NS 1) — L, placebo

BRI 148/, BEOFFRERY ) —L, EOFXRITTZERE2E/
HZMm

ING A=A

« BRTZUT7OLHLDES (PRIMOS)

 ENHNE ERREMRICESEEHIE (ColorFace) )
e TUhr—k (KRS T4T7ODECEH)
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biochemistry

Decrease In Tired Appearance
after 14 Days

B Placebo M 2% IceAwake™

100
5
:
s 75 )
Q.
Ew
o0 £
2
22 s0
o7
27 BRER Y L— FEFEIC 51 T2%
g lceAwake ™R Y 1) —LlE, RS>
E TAT7DI1%I-BRERETEIRIBE
2 . EITH S BT,

O | |

*p<0.05 versus initial conditions
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Decrease in Wrinkle Depth
after 14 Days

biochemistry

B Placebo M 2% IceAwake™

10

Change in wrinkle depth compared to initial
conditions in %

-10
2%lceAwake™ /7 1) — L14BE B HE.
AEIZ15.9%D LHLDRISBWENEHRS
* nt-.
-20

*p<0.05 versus initial conditions

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

Before After 14 days

I LY biochemistry
GROUP.

Py h O I Ste i n © Mibelle Biochemistry, Switzerland 2019
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lceAwake ™

L holstein
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LI TI Y biochemistry
GROUP

&K

EHLEAISERZEEARS

=2 1=2BR T E2HWE
ZIHESTATRIAILTEHIADY Y
FEY

O R—HFTF4UTLEDORE

g

AL ZADKAD T ERREIN-F
DGR IR M & Sk
BRTFEYTAEE N4 TH
/av—
BONDEDIH—ILTa2T G
Ut-1-#&) EHNFrvROVEHEIC
EOCHLWELEAD=ZXL
hiERI D) —
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L holstein

P

MossCellTec™ No. 1 (G

COSMOS
APPROVED

Enhances cell nucleus function for resilient skin

§ SWISS
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/D\ holstein RATYNI™Y biochemistry

GROUP

Moss: First Plants on Earth

B KL ZTAMETFHER. #h
Bk EICFEAREMA A L
1=

Mosses (a4) HEZHE
L-ELtTHmAIZEBFL
1-

O IFRIEZEICRE L
@i L. BRI LSH
EFTHEEK-H-TLS

§ SWISS
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— holstein

Moss Evolution

§ SWISS
IQUALITV
PRODUCT

%o
(Tl Y Y biochemistry
GROUP.

S HET,Moss (a4) [F&mMIZIK

FRHICEE T 5o

FIEOADIEIANZE L DF=HIZTEE

DWEREZE L D:

o KPINTUADT=HD
Agquaporins

. HEMEEREVBEEDOHOD
Rehydrins

- DNAfEE

+ StachyoseZF D /KiEE KB

s REZUNVEHURRERL O
[FFABOKARLIEIZENTD
1500F & ICBUA A THE LT
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B hOIStEi n biochemistry

RN ODBIREH S AEICLHELT
a5 NDAF: MossCellTec™

TROBEIC &Y 04 £HHNIDRET
HIEITHE#TH S:
BEAE
Z<L DREIFRESINTLD
FEORENHE > ESSnf-1E
BERNVEBEINTNDS > BEIADLE

MossCellTec™ (FHERM L HFEMEmA Z
RhEA-AEICE-2TEHLOHTIAYD
S—URAT—)ILDELEFAHEIZ L= EHf
MM cHd (LEDEMREMHLDE
L BDKPOTIEDRENTE)

§ SWISS . . . N
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E\ holstein Y311 biochemistry

GROUP

MossCellTec™: Physcomitrella patens
(EXYYHZTT)
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(Tl Y Y biochemistry
GROUP

—_ holstein

faFH o a7 EmA~

Sporophyte (2n) o?

. Germinating spore
\

Protonema (1n)

Leafy moss plant (gametophyte)

§ SWISS
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B hOIStEin biochemistry
Moss Protonema (A5 R 4{K)

BFIEIOTOESICEFEHELELRVVEMLIBET 5%
BFORFRICKRIKOMMBOIE (=protonema; [RR1K) NA TN ELS
> EROBEIBIKIZHKE

§ SWISS
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/E hOIStEl n (ll-T-11[-3 biochemistry

MossCellTec™: a4 RAKDIEE

§ SWISS
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—_ holstein

§ SWISS
QUALITY
PRODUCT

GROUP,

miEYOa T HREET7 Y T4 7
7

a4 % ~R—X & L1=Sustainable (
B rlRE) kR T I T4 TR
*’:

a4 dsk ETHREEHEHUMEYIC
BL. ENDKZERYAD
ATETOTRY) Y., EFEDF
EBEAHDZXLELD-HES
PEIEE WS -BRIREICNT S
B hzED
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MossCellTec™ No. 1 #2k

3.3 % Physcomitrella patens[R R A &SR & 8 (<R

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

EHRARTAEIH
T4 b—IL, €£YTILE, K

HREEESE 2%
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AL Re 0D il Rl %

Nucleus ° Organelle (T)bﬁ*i ; %EHH@
INSE) [T ETOERKMAIC
FEITD

3 o FHHEEIIDNAORETHY.
HBICHITHAIRTOFHDT
W—TY) U rELTRET S

- BFE, REKBEEL (TRDOBZDE
ARSI, MizDZ{LEiE
ITHEAELTLS

Stratum
corneum
T 1

Epidermis
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GROUP,

The Nuclear Pore Complex (NPC ; #
BRIESA)ZE L TORANINDEE

\ - BIEAEAK HEShE-DFRE
e 85, UNSEOFOSZELE.
. BRNNDRKELEDFOEFHLE

R
DNA ey
‘ « 1DDHIREIZD E5,000(F & DR
LEERLIEE

o ; Transport of proteins J*
% and mRNA

o . %h%mlooo 5 F IR DEIEDF
F Nuclear envelope Hb
S
Nl 2Ny > SRR SABSFIF ELE@E

Cytoplasm é *L't L\ 6
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Z1t L -#id TIEEZRNADEHERED
RAB

Young cell Old cell
Aging >
MossCellTec™ No. 1
<
2 Protein
mRNA

IE 58 7 HRRR PR 41 ~ D Bk BHAADREENELGHON D

MAMENHY > FELBELShTEENTL HRZRNAND S 2730 & mRNAD & X AV

% —>ZHED

-G ZERECEHET SIRIEEEICIEELIZS KD

—RERECRECERT S

UUUUUUUU
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“z(EﬁT"f'f >

MR &5 LVRERE (XfE. 20M) ERKADMWERE (XM, 55
®) DODEEE FRETZSF/ Y14k

A F 0.33% & 1% Physcomitrella patens extract

WE: BT 24808414 v Fa~—Fk

NS A= — BEEICEHET 2 EETF EZKAZREL TOHEIS
E59 5 EEFOHR
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A i 2

Control

120

100

100) in %

80

60

Gene expression

compared to young cells (

40

20
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[ 0.33% P Patens extract M 1% P. Patens extract

S

Young cells

RanBP‘I7

Lamin A

il

]

Old cells
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Y —h—DRE

1. RanBP17, LAP2 5 Lamin A& LV > 7=3
DOEELEFIIEIELE=YSF /A4 LT
ETEWNTZF/ A k& ELE L T2405RH
BORBEMRFD LT

2. LEE3DDEEFETORBREMN
Physcomitrella patens extract®D LI (< &
S TREKREFMICRLLT

\ 4

MRZEEFDEEER, ZETHH
HioYHRROEE L EEERE - BT
it
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The Nuclear Pore Complex (#%IEFl.1&

B DREED

™

’ Nuclear pore
complex
L Nuclear envelope
Lamin A
(envelope protein)

(transport protein)

Proteln

.
Nucleus
(envelope protein)
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TS5F /A4 FOHBEBSERIZCENTH
BE [ EE B FHMossCellTec™No. 1
THRIBENZZ EADM o1

Lamin A — nuclear envelope protein
RanBP17 — nuclear transport protein
LAP2 — nuclear envelope protein

> HBEAN~DOREEE
> HEGEVRVEOREVESE
> BREZE~ADREWVIERS
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- (ancor protein)
-(ancor protein)

— IRanBP17 (transport protein)
RanBP17 7 &

RanBP17 (=RAN binding protein 17)
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BRAEEREZBREE /T DEANDRY AHZEB LTINS

ZIEL-E FARTEFEENTARIEHENS Z EASH > TLVS (neurons,
iN, fibroblasts)

Z1t L= I#Ra R S M T XE 4 9 % (Mertens et al., 2015)
BOMiaERORBENFELT S

Zib. ZBEICEEL -RES

Cell Stem Cell. 2015 Dec 3;17(6):705-18. doi: 10.1016/.5tem.2015.08.001. Epub 2015 Oct 8.

Directly Reprogrammed Human Neurons Retain Aging-Associated Transcriptomic Signatures and Reveal Age-
Related Nucleocytoplasmic Defects.

Mertens J°, Paquola AC', Ku M2, Hatch E?, Bohnke L', Ladjevardi ', McGrath 8', Campbell B, Lee H', Herdy JR', Gongalves JT', Toda T7, Kim Y7, Winkler J¢,
Yao J°, Hetzer MW?, Gage FH®.
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mEZ
LAP2

i
— t _(transport protein)

Protein

- (ancor protein)
-(ancor protein)

LAP2
o LAP2 IEIERBEID AR /N THEREDEEMHICE>TEELZ VIINY
« LAP2 [ZLamin&E o AR F U R NI AEET S

> LAP2 (IZLANTIEBADT HZ EMNM-TLVS
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Progeria (B ZJE)

« Adalia Rose 105%.

« Children suffering from ‘progeria (
B2E ICELATWSFHBIE
RERMICEFEFN. AEDHIDI0-
24 AR T ERGIRREET NS

« FERICRHICEILEDYA UNEND
o TCICELEBRDADHNREZL
D&IITED

«  {BZ& I Twitter T 370,000 AL ED 7
07 —%%H5. FacebookTId6
BAANDD 7 %HD
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%> CTALE I 7= Lamin A [ZProgeria®

REERS - € LTEREELDY A

=

Lam | n A % C._»\— E%Ez%iﬁ(transport protein)
BIERBIOR VNI E B
LaminalZ B8:& =

o CTAE ST f-Lamin A’&n’;%z;,é:d‘ 5% ElIprogeria

(BBE) DEREGD BELYDIIRIZEBIELT
LESEGHEE) > EZARWOERKREZER-Z0D

EoTUEEINI-Lamin AIXEELZZATEE LA/

THREINS
> Lamin A [FXADEIELYT—H—THY. ZILLORET
SAHD

> MEZIEZLELARICEVNVTEETHD
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[I AL/NY 7 DEDRE

REBRTH4A Y

il EEE FRESSF/ YA

2% 1% Physcomitrella patens extract

INGA—=B— AN THRE. RET MU XAPKFICEET %EIE
FDFHIF
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LU holstein

AL/ N 7 OE DRI

P. patens [I2DDEELR Y IIL—TDHFEBEFR L SE1-:
) 1. AEBOMRICEST 3EET
2. TRAEY—LDESHHRBESIA FOorY o a BDY

B 1% P. Patens extract YO AVEBRT AR NV EEOD— T LERTF
250
R
e 200
S
c
20
§—9 150
Q9
g_*'é 100
g
§ 50
0 S-648)

Filaggrin Involucrin Repetin SPRR1A SPRR1B Envoplakln Corneo- Desmoglein 1 F11

desmosin Receptor
L | L ] L |
Proteins forming the stratum corneum Desmosomes Tight
junctions

§ SWISS

QUALITY © Mibelle Biochemistry, Switzerland 2018
PRODUCT



B hOIStEin WY IPY biochemistry

[I SIERX FLAADIES

DML

BEIN-FEEZEEZE. EALRRIREICEST., TORICEGCFRESTEEE
#EE LT

REETI 3D E FEREEETIL

R +/- 1% MossCellTec™ No. 1

&

Hot / humid &% 40°C, 80% relative humidity 3 x 30 43 (36 BFREILLA)
Cold /dry #° 10°C, 40% relative humidity 3 x 15 % (36 BEREILLA)
Readout: - Hematoxylin-eosin: & > ER/RKEE

- AMLAT—H— LCEIAD R ELE
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IRIRZEAE~ DR D E s

1:000 0
Normal conditions Hot and humid ™ Cold and dry
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°

-~

[

S Collapsed
dermal structure

-

o}

iz

s

[~

3

E

=

O

"

w

o]

=

®

=

ERZEEEALBRBREBEFERDAS—Y Ry FIT—JIZE LWVAIERWEILLEL=56T
> MossCelITec™ No. 1THOREBIZZDEA—UHhHAERET S
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L holstein

IRIBRE LA~ D LD E i

Normal conditions

Control [l 1% MossCellTec™ No.1

15
o= *
i
B
85 .
E3S 10
85
£ ©
0 m .
. s S ,7000 O
Hot and humid ~ (3-000 § g 9, >

<
e
L o 5
S
o O
23
o =
g Lg) Kk

0 1 . | | I 1 L S-71.

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)

SEZBLEAEBRIREIX LCEIA R FLARAY—H—D L F4IHEZFHRLC >
MossCel ITec™ No. 1TOMIBIZZ DR FLARARBISAZRET S
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RERTHM Y

WERE:

INGA—H—:
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‘ Reinforcement of the Skin Barrier
Quality

15 (&%, 37.4 - 64.71%, F13 52.75%), TEWL
14 (%1%, 37.4 — 65.45%, F19 53.7:%), YT DFEE

MossCellTec™ No. 1Z2%E& L2 ) —L, T5tR
1H2[EIRTBED REI<#E/m, 28HHE

TEWL (tewameter)
LI MDES (PRIMOS)

© Mibelle Biochemistry, Switzerland 2018
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AN 7 DRE

10
&3 MossCellTec™ No. 1 (75 &7
g , EHELTHEKZT 8% TEWL %
8 B S (HERED 73% TH
0 [ | : s, 2= max = 20 %)
Placebo 2% MossCellTec™ No.1 ’

*p<0.05 versus initial conditions and placebo
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VIDERINDNE

20

15

m \ 4

. MossCellTec™ No. 1 (X755
HREHBELTOIDES:
0 & I k' 15%;F > =& 1=

Placebo 2% MossCellTec™ No.1

Decrease in wrinkle depth
compared to initial conditions in %

*p<0.05 versus initial conditions
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‘ MossCellTec™ No. 1 [ZFE G AEBEA
D ALNER TS Z k=

HH¥: U 1) —L + 2% MossCellTec™ No. 1, 75 R
HERE: 23 (&, 395% — 53m%, T14: 45.47%)
oA 1A2E %1480, EEOF 5%, TR EEERDL 5+ 57 (CEA

WEREICITIEHD > b2-5BMEZNTBILTH L5, HREIEOBEYVIL
[CTEMk,

FEREBEDALIINDZEE - EXEERNDAE L DRIDRHGELIZIES LT
A=A A

INGA—H—:

« /K% (JE, corneometer)

« TEWL (38, vapometer)

- loBEDH—M (BEB,S T/ ZERZ, VISIA CR®)
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MossCellTec™ No. 1 [ZEBAZBARE~ADAL

B T4 & i =

B Placebo M 2% MossCellTec™ No.1
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10
®
£ &
(%2}
s 8
k=
< ok
8 6 o
©
£
o 4
s
o *k
g *k
£ 2 7
o
o
E? 0 1 1 | 1 1 S-709 |
©
(6]

) Day 7 Day 14 Day 7 Day 14 Day 7 Day 14
L ] 1 g K ]
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 [£ZE L < &=

ALK 53 » :
> 6 9% (up to +17.5 %) LA E [ £ . S |
WEREDL00% TH DT 1 THHE :|~ | - —
- . |
TEWL =

> 8% (up to + 20 %)Ll k£ TthE
> WEEEDILN TR T 4 THHE

LIRSk 3
> OYEMNEENICHE
> ER (RDRAF4K) TEREALNZINDBEDOFRYENBD L= EALMND

- MossCellTec™ No. 1 [FAADIRBECAREL BT HBIFIZH S J
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MossCellTec™ No. 1 [(ZE 4 ABIEA
DOADFEIGAZFRLEIES

Before After 2 weeks

Volunteer 22

> 22 2B T b — 2 DY EEAR L LEANBL AL BT J
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MossCellTec™ No. 1 OF) &

Nucleus \ Cytosol

Faster transport of proteins N Faster transport of mMRNA

(e. g. transcription factors) k r ‘s % out of the nucleus
Transcription: I 3 Translation:

Tgene expression Tproduction of proteins

MossCellTec™ No.1[I#IRFESAHZRIESE., B LE-HMEFOZEANND S FiE%E
WET D

> MENMREOZECELICKYECETT S ENFTRELGD

¥EaED M L2 & > T MossCellTec™ (XBEEFRIEDRBZE L THET S ZDMETH
FOFIASUTT7OT4TRODEEZYR— LTS

> PUFIADUT AT MOEELGTIFR—E2—THS
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MossCellTec™ No. 1
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AZEIREOEILIZHES S5
Z &EHE[EE
AMLRIIEIRETTHANL
DK ZERILEES

ZzZR L TERELRALY Y,
Meaz><YLITFD

MR DO@RERZHRL THEL
NZFERT D

AL DHEITHT HALDIE
mAhzRIET D
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MossCellTec™ No. 1
,'I':l\l . t 7_/7-7__ ’f yﬁ\id)*lj’ﬁ

=== |
s FUFIADUTHEE
- EXERHELA

- RERXVTT
= T4 7 LDFIR

oo avte7
o RFAFE
« COSMOS:E:
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GROUP
ECOCERT
RAW MATERIAL

COSMOS
APPROVED

« TJATILIVERIRIARTES

s NAFATH/00—FFEBLTHBEREMND
Birlgea AACcHE Liza7ZmALT:
IbEMTBIHEADT I T4 TEH

o MREZOEBEICEELEHLLWT OFIA
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MossCellTec™ No. 1
Three Gold Innovation Prizes

m-cosmetics In-cosmetics - Gold Award Innovation Zone

global noﬂl:h ar:terzlca Best Ingredient Award in-
1 nnovation Zone .
Best oradions 6@5 Best Ingredient cosmetics Global 2018
) Award 010 =/ Award Z01¢

Gold Award BSB Innovation

GOLD GOLD Prize 2018

e Gold Award Innovation Zone
Best Ingredient Award in-

. . SEPAWA - .
BSB Icnnnvggnn 23;; INNOVATION cosmetics North America 2018
N OSMENCS 9&’2“9 « 3 Prize SEPAWA Innovation
- , Award 2018
1. Prize Category Most Innovative Raw Material 3" Prize
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BlaCk BeeomeTM (7 5 \‘J 7 t\\_j-_A) northamerlca BSB f‘“’lwAnTuJaEanwa@
commos @ Eimin L \koics a0
APPROVED GOLD - Piee Cotmmry Mast mavatios R Matil

J~ holstein

I§EJ\:§I\;L{SJT€T T ,f ¥ - 7'-\}LX 9 ,f */**it%*i © Mibelle Biochemistry, Switzerland 2019



Skin Microbiome

IAF - RILREA VK&
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GROUP

< DH S T=DOmicrobiome (MAEME)
TELZDBEREOCERICES>TERIZEER
HBI7O9R3—THD

IDOWEMEFIEZEOT IV DX SR
K[ZFTEL, B, /N THRE. Al
DEBREICETEEZRIET

BDEVCELEIZIANICE>TELBIEITT
HL, BEIZ&E - THLEL S

> ZHMFRWNIEESh, BTLY

BUWEHEEBIVENGFEET AHITTIEE
LY
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Skin Microbiome

« FKALOA®DbiomearE T rIZH
T, BEDIKRETTIXEADA
DHEYEIIRIFTHEEARD®

g-' #.% :*: .%\' ¢ - TR
.é#.ﬁ,:\;.#’,ff:' FHEEAL,
. L LA DERLIES. 5
B, (LS OREHvER 7 e
SEREEADMENED /NS~ R
5T,

Epidermis

§SWISS
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Black BeeOme™ ¢& Skin Microbiome (Al
MEME)

« NFIVEHEKMLOEBREOILHSAT
=SWMEENHD IEDESNTES,

+ Black BeeOme™ (XL 7 i R \#8
Apis mellifera melliferal= & > TEXE
=fL. Zymomonas mobilis& LYy 5 7\
DTV 7 CHRESELFEBICEELR
NFIYDI)UH— (FEEE) T
Hbo

+ Black BeeOme™ [ X FL R ZEZ (T
FETHLIOWMEYEZEZREEIE,
BECESTEIENVWEAAESE
*£9,

HEIEJ\E;L{SJTXT T ,f ¥ - ;I-\}[,Z 9 ,f ‘/**it%*i © Mibelle Biochemistry, Switzerland 2019
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European Dark Bee
(Apis mellifera mellifera)

o EEDKAIEADEZ. Dark bee (¥ O
/\NF ; Apis mellifera mellifera) (&7
IWTZDIAEIZEE L=,

« ZTOBREDOHF THERELNEIL LT,
A RIZEWNT I nDiEHblack
bee (A. m. m. nigra) T&H 5.

« CCI150ETERDIYNFHN
black beeMEBMDZ L #E ST
W&, BERRESINEZICLHD

HANEZT TS,
Apis mellifera mellifera Apis mellifera ligustica ° § < 0) —Gﬁ}@jﬁ& L T: 75\ ff@. ﬁ&ﬁ'lﬁ 0) :Ik
The ancestor of our The Italian bee, most N ~
honeybees. abundant honey bee in 'H' & fd‘ 2 —C Ly é °
the world.

EYJVAI\SL\STY T ,r 3’_ a 7'-\}[/X 9 ,r ’**it%*i © Mibelle Biochemistry, Switzerland 2019
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Swiss Black Bee

BEEDNAINTHF—I VARG IYINF

& L L Thlack beeld

o FEBICIEON

e INEHOOZ—THEZTTLVS

o FEEIZHFTHAH(ELUVIEN)

s FENFOLXENFASVEHFHE
=4O

s BEZFWELTCHFADEDHDELD
D—EHEH>-F=T&HSVarroa

(NATF7HFZ) ~OREFFEDA

BEEN D B,

§SWISS
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Swiss Black Bee

« R A A Tldblack beeld EREF M D
BEMH. XEWIZEERHINL TS

e RARADEDGITLOHDRESN
f=24 T 4 J7iblack beeNFEET 5,

+ Black BeehWMREINTWWERA X
DR R EDH 5Black BeeOme™
BEERTAEOIT/NFIVEEDHT-,

§SWISS
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Black BeeOme™® =& (< black beef 3k
D/\F 2 Y % Zymomonas mobilis THE
=1,

Zymomonas mobilis T4 / —LEER
TT7 AT AKKRIZ & 2 T1,0005 L EPulque
(T B #2<5=HICFIASH

TLV=,

Zymomonas mobilis (XM —E & ¥EiE % &
BOREIZLE=EEFNFIVHEDRY
A—X, J)La—X, I b—R%EH
BEIERIENTES,

> A FLRRICINDOWEYEZEZRESE
LHEBMD=-HDEEY
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Black BeeOme™

AT e Ak

EHSRTAELTH
Black BeeOme™ (@& 42 1 7 ; i&IK):
(Honey + Zymomonas Ferment) Extract (FRgEH). T4/ —JL. K

Black BeeOme™ pwd (#45K 42 1 7, 2{&iEME&Hm):
(Honey + Zymomonas Ferment) Extract (FRzgH)., YL ETFRX R 2, K

3% (Honey + Zymomonas Ferment) ExtractDRFRLEFFEL [NNWFIVIFXFR] &
A EEFRABEEIXR] O2DIZHBEL THEAD ATHE

HEEESE 1-2%

HEIEJ\EZL{SJTCVT T ,f ¥ - ;|-\ JLR /}1 ,f > Hiit%*i © Mibelle Biochemistry, Switzerland 2019
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R ROIMEMEOBEIO0-_—1t

FRULESEINDOMENE~NETELEZEZRIZT, LIOBALTHEMEDBEE
[ZIXIEEIZERBAMNMN S, > Black BeeOme™MNZ DEEBIEZ Y HR— T 3
BENZHE

HWERE: 74 (B34, &kH44), 17-38 %

AH: 2% Black BeeOme™ pwd, placebo

FEH: oOMEMEZRHAT-HICTE/ —ILISDSEE&KTAZ®RE LT
®1EIZEMm

NS A—E— ERtEONMEMEIR=—DHK

IEIEJ\EE{SJTCVT T ,f ¥ - ;|-\ JLR /}1 ,f > Hiit%*i © Mibelle Biochemistry, Switzerland 2019
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ERROIMEMEOBEIO0-_—1t

[ Placebo 2 % Black BeeOme™ pwd

120
52
T £ 100
£
40 5
o o 80 k= — - S-S,
H S > BN EINOMENEAE
N B F S - ENEBEER D
5.5 3 3 - Black BeeOme™ pwd % {§ F
Q0 2 e ST ,
E2 4o 3 | L7=mE TIERLEFDED
S E HLAE W13 O EE AV AN o 1=
o
gg 20 — 4
2
0 1 S-807)
Before Immediately
washing
After washing

§SWISS
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EREAXA RNLRBDININTGA—2—0D
o] {8

FOERRSINDOHEMEZBRER LAKEAT A —CF 525 > AN 7k
EEZRIET D-OIZAOMEYE = RE

wERE: 22% (Xt164, B464, 29 - 69 iK)
EER S Gel with 1 % Black BeeOme™ pwd, placebo
=A:

Day 1 - 3 (stress phase): AOWEMEZFINT =HIZT R/ —)LISDSESE]
THLZ1B850%% &7 ILEZEH
Day 4 - 5 (recovery phase): 1B2E& ¥ # %

INSA—H—: TEWL & erythema (#IBT)

IEIEJ\EE{SJTCVT T ,f ¥ - ;|-\ JLR /}1 ,f > Hiit%*i © Mibelle Biochemistry, Switzerland 2019
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SR FLREBEDAN/INS A —A2—D[ETE

2 .2 o 5
g Day 1to 3 2 % Day 4 % Day 5 §
E o @ O 9
S £ 5x daily —g'g 2x daily qi 2 x daily 9
oD washing with EtOH /SDS ] 'c% gel treat- & gel treat- =
=5 & gel treatment oz ment = ment o~
. - J
Stress phase Recovery phase

5-756

§SWISS
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EHEA FLRBDA/INS A —2—DMEITE

. Placebo 1% Black BeeOme™ Pwd . Placebo 1% Black BeeOme™ de
600 ® 70
£
< 500 g
2 T
) =4
o o
35 8 50
c 400 .o
8 £
= ° 40
T 300 o
o
2 © 30
- o
£ 200 §
o © 20
5 -
o
o 100 £ 10
= ©
w E
= 2
0 \ \ 5756 £ 0 , , 5756,
Directly after 1 day recovery 2 days recovery = Directly after 1 day recovery 2 days recovery
washing stress washing stress

1 % Black BeeOme™ pwd TIE TS ERELEK L THER FLRATFED
TEWLEFRAMNMEL . BERELEBATL:

(Tl Y Y biochemistry

§SWISS

IQ%DL{JTgT T ,r ¥ - 7'-\)l,x 9 ,]’ */**it%*i © Mibelle Biochemistry, Switzerland 2019



(Tl Y Y biochemistry
GROUP

SRITAMNDORALNY) 7 E 2R RE

NSV RADRWIMENZTERATENWEGINREYR— 95 > S U454
L7z T7 S5 RLLEREERERERIC &K > TRIETH A ) —74 AL TDBlack BeeOme™ pwd
DHMEZERELT

HERE: 234 (XM, BA,19-57 &), TR, A4 —. b—UWTH—
A Gel with 1 % Black BeeOme™ pwd, placebo
e/ wEiBEEEE (FED ~182H
BIIZAIAR kLR EE Z % 1=8non-hydrating shower gel ©18 1[5 %%
NG A—B—:  FiIBDOTEWL (Tewameter)
BEED KRS (sebumeter ® SM 815)
DA DH—1% (BEEEDAE ZEaRF (2 5F)
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1% Black BeeOme™ pwd

s

2

4

-6

S-816

Changes in TEWL on the forearm
compared to untreated and initial conditions in %

-8

*p<0.01 versus initial conditions

§SWISS

Sl TATF - RILRE A UBARE
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1 % Black BeeOme™ pwd TIl&non-
hydrating shower gel T4 B Hilli &
FEOTWBICHELLT TR E
tEE L TTEWLDZE L WLWHELR S
nt
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2B R EZDEIEEE DY —EDRE

1% Black BeeOme™ pwd

10

1 % Black BeeOme™ pwd TIX &
BEELINDOY—MNRE LT

Improvement of skin parameters
compared to initial conditions and placebo in %

O 1 S-816 1

Sebum reduction Skin evenness

§SWISS
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RIEEECAOE—EO/RTEHNE

Before After 2 weeks

5816/ Mibelle Biochemistry

REEEE DY —1EDhE
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U— TRV RN TOAE
HALDHE

ABENEICE TAEFLEMEDRHT 4 THEEDFERIZKY .. RKFLIEFE.
A1) —, RIEHEDIDERFELTRBEINTLS,

> BHTORRRIGANT A —2—DHREIZH T SBlack BeeOme™ DR ZHE
> NaAJIZTEHEN DT A ) —1IEF L DL EBEEEANERAR T EE

HERE: 228 (X, TOT AN, 19-41 %), NEDW=FETHUVAL
A 2 % Black BeeOme™E &N — kI XY

fEH: ®IZ1H1[E]. 3BMEERA

BISE: EBifF5rE: 1H B D& AOFERMN 51557 1%

3-day-#/Z: SEHRERAL-¥8 (4HEB) D

HEIEJ\EZL{SJTCVT T ,f ¥ - ;|-\ JLR /}1 ,f > Hiit%*i © Mibelle Biochemistry, Switzerland 2019



(Tl Y Y biochemistry
GROUP

O— YRRV AW -ETI TORZEGAD
&=

2% Black BeeOme™

20

ok

*k

BIBFZN R 15 min:

Hydration, elasticity, tonicity,
visco-elasticity TMDZE L L\E L
& smoothnessMZE L L\{E
I DEL

Improvement of skin parameters
compared to initial conditions in %
S

0 1 1 1 1 1 S-746 |

Hydration Elasticity Tonicity =~ Visco-  Smooth-  Wrinkle
elasticity  ness  reduction

*p<0.05 versus initial conditions
**p<0.0001 versus initial conditions

§SWISS

S%DLHCVT T ,f ¥ - ;|-\ JLR /}1 ,f > Hiit%*i © Mibelle Biochemistry, Switzerland 2019



(Tl Y Y biochemistry
GROUP

O— M RRV AW AT TORRGALD
&=

2% Black BeeOme™

Improvement of skin parameters
compared to initial conditions in %

§SWISS
QUALITY
PRODUCT

50

40

30

20

| | S-746]

Skin texture Mattified skin Unified
complexion

*p<0.001 versus initial conditions

IAF - RILREA VK&

BEHOERATOH 38,
2 % Black BeeOme™ [ Fid & &
LL<eELT:

DB (texture) +35 %
oNEZE< Y R +28 %
Ay, AEZEH—1 +46 %

4
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2 % Black BeeOme™

S-746

0 I 1

#HOFERATO 3AE.

10 2 % Black BeeOme™ (LT it 4
=

o REMESE 12%

14 - REMERE 9%

Retentional lesions Inflammatory lesions

Decrease in skin lesions
compared to initial conditions in %

-12
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2% Black BeeOme™

0 I S-74IG
A
£8 o
k3 )
£8
u)_TE -3
2
20 2% Black BeeOme™ T DAL D 7&
[ - —_—
s HDE L LD
8 « 1551&IZ 2 % B
8 B *k ° 3Ef§':5 % ;’Jﬁ,}\
-6 4
After 15 min After 3 days

*p<0.001 versus initial conditions
**p<0.0001 versus initial conditions
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HERE D100 A RIBE L= (FOVOERE:
‘M ZEF oA < BRaEIRRE THER

HERE DI5 NHEEFE L PPRE:
‘DT H U HHIZ Stz
‘MABUNTVRZRYRLEZ&SIZAS
“IMAZENLIT (pure)Eo1=&SIZAS

HERE DILUHMEE E TP ORE:

“BE| 7 EREAE o 127

‘B E B R TR
“MERBETHULLTY FAARBEEICHIF L2

iswiss
A IAF - RILRR A U=
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Black BeeOme™
Hi¥ A&
. BIEEEFEMZTIY FTERVLEEIA - U—hFIRY
s RFROIMEMEZEZRLE « THVIMRRZ2T77
o BN TDIRE LRI + Anti-blemishfl. 5

- BETT

X747 LDFR

s HVTHBDOTHEIZEBN-AA ADEIZEENFIY
s NFIVERWMEHZLIODORXZ VS TRHOEELRERES
« EEBELGIMEME~DOEEZT X b

s DWRHEREFHSD—EIRILFHY

in-cosmetics’ ;
sty = : Innovation Award”
Ecocgﬁ—\ north america BSB NATURAL
e TR O\ poducts 2019
COSMOS @ Rsvsérdgr ’—'_-
APPROVED r\ ()1 D 1. Prize Category Most Innovative Raw Material
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BULK CBD OIL black label

RICH WITH WIDE RANGE OF NEUTRAL
CANNABINOIDS

P RTEIR
TYHEFMARZA 7 TYEFH, THEFIFR
FV—THERELAT 1 FV—TREM, THEFIFX:
MEZAT : hvFESH =1

« CBDcontent (M JL) 6.6%
o THC: #F 1 JL13<0,03% (RHERFERS) . MWEKIL 0%
e EH: ZORZT

BULK CBD OlL black label I3E2ECBD (A F+EPH — ) 2B T 5BER_BtKkE
HH L 7=Hemp (FR) resinT3d, ZDMIRALA LAY FE/ A RPTILRY, TF73R/ A
FEEHELTWET,

A DRERIMPHKIE, BERE~NDIER. MEFRA. HEFRAFRLVHRABET
TET,

NR—Z F TREBICAAIICHRBIE TWAHTHC Y U — (BHIERFRD)



HempD#tE (RANZTF VAT F7T)

* Hemp fields in Pannonian planes of Croatia and Slovenian subalpine region
through licensed subcontractors. Presently app. 200 ha of European
certified industrial hemp strains (Futura, Santhica, Kompolti..).

* Access to additional 1000-1200ha of fields with infrastructure (drying,
separation).

* Partly organic certified, partly GACP certification.

 Further processing: drying, separation, pollination, pelletizing.

* Equipment and knowhow for fiber and construction material production.




Supercritical CO2 fluid extraction, outsourcing large-scale extraction facility in

Germany under 1SO 9001, 1SO 14001, HACCP
 use of our own parameters and knowhow

* supervision of Pharmahemp R&D

* projection for 2019 extraction: contract for 60 tons annually (5tons/month)

NATECO,

1 ¥  HIGH
T

, QUALITY
TRACTION TECHNOLOGY




® Full traceability from entering raw material to final product using an
integrated software system (Pantheon(R))

® automated systems for homogenization + filing + final packaging of high
quality cosmetic products with CBD
(bulk or PH brand)

® Whole production process in compliance with GMP standards

® QC assured by in-house laboratory

Production of: Drops,
Pastes,

Balms,

(e-liquids)
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Pharma ~ Hemp’

Koprska ulica 106¢, 1000 Ljubljana, Slovenia
T+386 1423 9790
E office@pharmahemp.si

PRODUCT STATEMENT

To Whom It May Concern,

we declare that Pharmahemp products are produced from mature hemp stems, stalks and seeds.

Ljubljana, 14" May 2019

PharmaHemp d.0.0.
CEO Andrej Suznik

Pharma

Pharma ‘ Hemp'

Koprska ulica 106c, 1000 Ljubljana, Slovenia
T+386142397 90
E office@pharmahemp.si

The following is a flowchart that outlines the steps taken to produce our high-quality PREMIUM BLACK
CBD Drops:
Hemp plant material (whole plant) harvested from the organic fields in Slovenia and Croatia

Drying in dark place below 30°C
v
Separating seeds, stalks and stems from plant
¥
Making pellets from seeds, stems, and stalks
v
Superecritical CO; extraction process of pellets {500 bars)

¥

Packaging crude hemp resin in barrels

«

HPLC analyzing

«

Refinement

«

HPLC analyzing
¥

Mixing and blending
Hemp extract from seeds, stalks + cold pressed olive oil (mixing/homogenizing at 40°C, 12 minutes)

¥
HPLC analyzing

Filling in 10 ml bottles
¥

Packaging in 10 ml bottles
¥
Shipping to the customers
We have certified organic hemp extract (full spectrum).
For US market we use only hemp extract derived solely from stalks, stems, and seeds.

Blend and mixtures are done with certified organic solvents; cold pressed organic olive oil, all solvents are certified Ph. Eur.

Andrej Susnik CEO
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CBD crystalline powder
CBD #URZE /8y &—

CBD Premium Black DROPS 6.6% in olive oil
CBD # 1 /L

I
THOHFNL CBD DFERERBL. ThEF)—TE~BRELLRH.

#aRE

EHE HHES PXEH

ol (CANNABISC bis Sativa Seed Extract
annabls Saliva See Xtracl
SATIVA) $7iRER%)

BTAWN INCI & (U.S)

THEFIXR 66% 565783

g (OLEA

FU—TRE®B 0934% 561946 Olea Europaea (Olive) Fruit Qil

EUROPAEA) B

i
THOEFH HME L= CBD D&,

HERE

RTREW SHE RHES PREH INCI & (U.S)
hoFESH—IL  100% 565782 L Cannabidiol

-39

SR BEO#S s Eil
BRI EfHTF THC - <0.03%
TERRNE KIZFB. FANISER

W

TRLTFhbigHE AL,

EIFEMB M. Esherichia coli, YAEASE, EALEH, BTWET S LEEE.
BERBINEY, I/abF2y (BT 23 220 BF 5352

BEFRHE | RN

FRABRICACERFF4CICTRE, WM ORMAHET2FUE,

b3

SEe HFREOEE LIRE Hemp #DE LY
BE : Hempid i HiTREY F AL

HE (gmD) : 0.93 BFE : 15
BEEME (mmol O2kg) : 55 KéF (%) : <10
[FAAERE (mgKOH/g) 157 IHFEM (gl100g) : 164

EBERS AR (%) : 35

THC (%) : <0.03 (BEHRFRFHE)

34l (% by weight tFA)

IfJLF—: 885kJ/3702 keal

B - 1009 EafnRERs 1019
kit - O0g EFIKIE® - O g
W - 0g 2unRoE: 0Og
Be 0g

bl

TRLTFhiREShLZL,

BIFRIEEE, Esherichia coli, #AE#SH, BABEK, BTEYT S LMREE,
BEBEHEY, T/ XLy BT IS LU 8FU5 XY

RIS | RITHR
ERERICANERF I 4CIITRE. RiEhoRMHT 2 £M,
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Pharmy: . Hemp'

DOCUMENTATION_3
Test certificate of CBD crystalline powder

Cesta v Gorice 8,
Pharma Lab" 1000 Ljubljana, Slovenia

TEST CERTIFICATE No.: 2019-3845

1SSUED TO
PharmaHemp d.o.0.

Sample name: CBD CRYSTALLINE
POWDER

Sample type:  Crystals

Batch No,  CBI9O19256A
Method: PHSIM7

Date received: 13/8/2019
Date tested:  13/8/2019

CANNABINOID PROFILE
23 033 W%
BLQ
BLQ
BLQ

9953 99,53 wtth

BLQ

BLQ

pp— 1 = g BLG = Bufw the Lk o Gumnikation (0,03 i), BLD e p—

Authorizalion; Dr. Bodtjan Janéar, CTO Date: 131172020 Signature: Ten

> Cesta v Gorice 8,
Pharma (&) Hemp® 1000 Liubljana, Slovenia

LABORATORIES

TEST CERTIFICATE No.: 2020-520

ISSUED TO
Pharmahemp d.o.o.

Sample name:  CBD DROPS PRM BLK 6,6% -

olive oil
Sample type: Drops
Batch No.: DROG6201398 .
Method: PHL_RPC_10C
Date recelved:  18/05/2020 =

Date tested: 19/05/2020

Batch No:DR06620141B

ExpireDate:11/2021
CANNABINOID PROFILE

with malg

0.96 wi%
CBDV 0.96 LI — -
CBDA <L0Q  <LoQ
T o oo
0.31 wi%

6.65 wi%

CBG
0.61 - 0.61 wi%
m <loa  <loa

<loa  <Loa B

<loa  <loa o
<loa  <Loa

TOTAL 8.53 85.3

leasurpinent uils and abbravialions: wi% = weight percart. malg = milkranvigram, < LOQ = Below tho Limil of Quaniitation {0.03 wis), ND = Noi deteciod (< 0.01 wl %)

;.«».ﬁ,é:

\

Authorization: Dr. Bostjan Janéar, CTO Date: 19/05/2020 Signature:
P

Totalov i i nct alowed wilhou the perrt of . Tie resuls gi and
vanety. Tho certcala d Togl document.
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NanoCacao
Deep comfort & relaxation
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Nano Cacao (ZKi&1)
& Nano Cacao O GH&:!

Nano Cacao

LN RITAFH

g, K, MI(ATUIVERIATIVER) J)EJIL, LOFY, hAFIXXR,
fa2zO—)L, 2z /%2 IT32/—)L

Nano Cacao O
LN TRRABFH
cJ (AT IVEERIAT)VER) T )RV, hhA TR, baozo—)L

SSSSS
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Are you Addicted to Chocolate?

© FIAL—MEIERHLERFEDSVEAYTH
%

o —RRBIICHISMNDF| A EEM, “comforter
(=) LEER

« INMHDOFEVICIFELDIERNHS:
- HAHFE D “feel good” 1L E
-RILEY SR
-FaaL—tDEREMGE

§SWISS
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Cocoa Beans Contain ,Feel-

Good” Chemicals

i SWISS
losr TR LREA RS

Tryptophan ("chocolate's ecstasy")
MNTEAZVZEE T H-HDEERE
{EZ¥E — feel-good 1LFME

Phenylethylamine

(PEA, “chocolate’'s amphetamine”) fix
D 1R ZE AR Z R

Anandamide

Marijuana (') 277 ; euphroria) £[EIL
Bz EEeEL, OFGRZEISVIRS
BTHDELINSZRLSED

© Mibelle Group Biochemistry, Switzerland 2012
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Anandamide

A Lipid Messenger of ,Good-Mood"

« Ananda="“Ef&, 8lE" zEKI ST RV UNE

- M EEYE

- IKNTBARICEEIND

« NUFE/ARDEELGIREMITMERS THS THC
(delta-9-tetrahydrocannabinol) IZlF=h+E /AR ZBKIZHES
> NEMHHVFE/AF

(@]
/\/\/:\/:\/:‘_\/:‘_\/\)J\ N OH
H

SSSSS
IS&J@\D.U& I,f?’- o ﬁ)bxg,f‘/ﬁit%*i © Mibelle Group Biochemistry, Switzerland 2012
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Cannabinoid Receptors

o HRAERAICS T
« ErDAHIZEEE
— AshiEHRa
— TR (##R) HfE
- £8

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

i SWISS
SHUSSHCYT I/f?'- o ﬁ)bx@*f)ﬁit’%*i © Mibelle Group Biochemistry, Switzerland 2012
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Activity of Anandamide

TFUAINFTREICEDS:
«  PRREERER

© REOH

© RO DRI

«  EHROREHN

VAR DIIGEFHEREH I T FOAIFOREERIHEL, FRREEE5ZD

i SWISS
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BL=-REAxHFDTheobroma cacao DK
($8)

NOFDREMNEE, DAhFAEABRIZH
ELEOTERIDT7AOYZRESED

BIELTHEICLI-AAAEZEOD—X -
BEnhTZEDEY (7R EELS

WeRELTHBRENNTEZRLS

§ SWISS
SIE(J(?\DJUTgT I,r?‘_ 9 #}ng,r’ﬁit%*i © Mibelle Group Biochemistry, Switzerland 2012



(Tl Y Y biochemistry
GROUP

NanoCacao &) &

FEMERP TORBREShHA DHE

v
Ai1ETFE - NanoCacao O
v

F /IR ARG AILEDTEILIE
- NanoCacao

RS
S%DLHCVT I,fa‘- o ;f; L Z@'f‘/ﬂiiﬁ‘%ﬁ: © Mibelle Group Biochemistry, Switzerland 2012
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THUOAIEDOFEETATFAIL

o?
=
<0 e

— Relaxation
'\ 4

%#‘ HiE

— Soothing

’0
\h . |
,‘. ‘. % Histamins - Skin
)

— Anti-inflammation
AE 7% 8 A

RS
S%DLHCVT I,fa‘- o ;f; L Z@'f‘/ﬂiiﬁ‘%ﬁ: © Mibelle Group Biochemistry, Switzerland 2012
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Motor neuron

Anandamide

Reduced contractlon = relaxation

Mu;ck; fiber
IAF -RILRZA R4

§SWISS
QUALITY
PRODUCT

mibelle
GROUP

biochemistry

© Mibelle Group Biochemistry, Switzerland 2012
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NanoCacao [FFFRD I s AA—X &
&5

HBRTFAY

iR MRS KICHES

AN SEHIESEAREMNTIESLANILIZGELEEE2IHEIC
FARTS

EEFERIEMRELE TAHASTEHE

S0 U MESE EE %R E
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NanoCacao [FFFRD I s AA—X &

5

Control ~ —#— NanoCacao 0.3%  —&— Carisoprodol

T
R/,
o\ \ %/

o\

start after 1min after2h  after24h after 48h

Removal of the test products

Number of contractions compared to initial conditions in %

§SWISS
fobur  TAFRILREA AR

4B DA FaR—3012(20.3%
Nano Cacao ILEFPIDUNFESEEE R
O—4 e,
COMRFTLICA M THT=,

© Mibelle Group Biochemistry, Switzerland 2012
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NanoCacao (¥ Z#EFLMIT S

B Number M Depth

8
7
6
> st
3% NanoCacao B2 &4 )L,
4 Active (placebo) EL D4 )L
. HEREG: BR
RERE B 2248
2 WERE D F#n: 43-59m%
fEAE%:
1 18 1[E%28 A
B33 Skin Image Analyser®
O 1 5-1231

Micro furrows Deep wrinkles

Improvement of cutaneous relief (%)

§SWISS
QUALITY

oA I,ra‘_ . m}bxg,ryﬁit%*i © Mibelle Group Biochemistry, Switzerland 2012
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Micro-Relief Z/§oMZ9 53R

st #: 3% NanoCacao T /L3>
HERER: BHR

RERE L 2044

BERE B 36-617%

fEAE%: 1B 2[E28HR

325 PRIMOS

: 1

28 HEDHER
o TODEIM -15 % FH
e TERE®D 95% THRIETA4THHNER

005

04

0.5

0z
025

oz

035

o4

045

os

085

mm

S-212a

§ SWISS
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*Micro-relief ;&5

It~ FA

c AN RELER S
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o {#EE& SPA BEER S

=740 EDF A
s BREIEHBOMEDI UFRIZER
« “Swissness” {3k
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#CHOOSEYOUREXPRESSION

"'hﬁt;'

SYNAPTIC

PRE- & POST-

in-cosmetics’
north america

Innovation Zone
() Best Ingredient
Award 2018
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WRINKLES



LIPCTROE MUNAPSYS’

science & bintechnologies #CHOOSEYOUREXPRESSION

Feel free to live  RECTEHEORYBLOKRTHE T

#ichooseyourexpression

—_ holstein




LIPCTROE MUNAPSYS®

#CHOOSEYOUREXPRESSION

Your choice: modulation of expression wrinkles oot

BB BoNT((RYUXRRER)

¥k
@ Pre & post-2F TR AH=X L

(all-in-one)

@ R & A=—9LAN=X A

EBhi-FEFE7oo740L

TOAT . y gt Ui
WA e . holstein i
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Muscle contraction: pre- & post-synaptic pathways

O,
Cegmn )

v =a
—h—3y

avArJL
DEREALT
T7tF)Lal)

’3\ "
F TR O

VINER—2— |

2 (ACh)ETR

\_HT3 J

MUNAPSYS”

#CHOOSEYOUREXPRESSION

technologies

\

EEEN SNARE complex

(=2—AaY) (=a—AaY)

V BBAAFr v Munc-18 [&
FILEBELT syntaxinlZ#E& L.
DR BT 0% &
FEEAE | = VAMP (vesicle®)(Z

\ 4£L3 ) i #54 LT SNARE
complexZH i $ 5

J

B AU E
v FRlETACh Y
ZTDZRIKIZH
AN
|
v BROAE, ca BB
& A AIURHE

RYYRXREZRIISNAREZL /N VZ UL EE RO RZREL THRAEZHRESE D




LIPCTRUE  SaREDAN= X LHE MUNAPSYS'

- Argirelin (Acetyl Hexapeptide-8) : SNAP25 DN K 3 & #E{if . SNAP25&SynthaxinD DA AN
HELTOFITRINMNELEDFHEEEZRET 5,

-Syn-Ake (Dipeptide Diaminobutyroyl Benzylamide Diacetate) : 7 F /L) U 2 BHAZEEE

-

O b .MUNAPSYS
g ” AR D Muncl18&SyntaxinDFEEZAE T LT T
T *707"]‘ 7 RINBIESNARERE & D D% Y £ T

Q@ 7tFIIA)UZEABEE

\LH ai—( “

. Synaptic _ o
Vesncle °®

S N A R E*EA 1$ . s .0 Pri{&r{ing
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— 2ug — Munc18-1 ° [ ]

B
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LIPCTRUE

logies

Pre-synaptic efficacy
SNARE complex 2%

Munc-18/syntaxin binding
(SNARE complex

assembly)
_ -37%
84% ]
- 63%
SNARE SNARE SNARE
proteins proteins proteins

+ 0.4 mg/mL  + 0.8 mg/mL
Munapsys™  Munapsys™

*** p<0.001 vs SNARE proteins
**p<0.01 vs SNARE proteins

In tubo

3 h with Munapsys™ + syntaxin (pre-treatment)
ELISA

SNARE proteins: Munc-18 & syntaxin

Munc-18/syntaxin binding

MUNAPSYS”

#CHOOSEYOUREXPRESSION
qr F M

Munapsys™ [Esyntaxin[Z#EEL, S R
SNARE complex®e & D 1=H D Munc-18~
DIEEDLTARELE D



LIPCTROE MUNAPSYS®

#CHOOSEYOUREXPRESSION

logies

Pre-synaptic efficacy G

ST F IV

Modulation of the neuronal signal
(acetylcholine release)

-16% ACh release

100%
T : vs benchmark
65% e
RUOFI—I&YLHER
A~ D EFHRES

Depolarized Depolarized Depolarized Depolarized S —
cells cells cells cells E J: [') AL—R [Z LT:
+0.01 mg/mL + 0.001 mg/mL + 0.01 mg/mL
Benchmark  Munapsys™ Munapsys™

*p<0.05 vs depolarized cells

EFNeuroblastoma (#8#% SF #IAZBE ) #AZ 4K (LAN cells)

ACh [Z=a—OYRAD/NEMNS

h{!unapsys’” ' BHES . NMIZBLCTEIL.
N2 F I —7: Acetyl Hexapeptide-8 FARIR MAChRIZEIZES % (post-
1h synaptic f2ERDE ML)

KATDRRABIE =2 —ONDFHELEAHREZFEET S
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stience & bioleshnologies

#CHOOSEYOUREXPRESSION
. 0 ?»
Post-synaptic efficacy ©) (e
AChR cluster® F & E 1t SMART: ' #HEkmyocytes (F5#HAR)
AChR clusteringD i 4> e inside ) Munapsys™
it ) Rapsyn:*ls-fold* | qPCR (EEPCR):
' LRP4 1.3-fold* . . |
) Utroph|n;*]_.3_f0|d* LRP4 (LDL Receptor Related Protein 4)
* RAPSN (Rapsyn)

e UTRN (Utrophin)

B S

™, ACTOMYOSIN CROSS- BRIDGE . i 48 & ﬂn)lx‘/rbAEﬁ’E’ﬁ’
‘. R SLIDING . 9
AR OEA BESHEDHES HHENO ca> R4
' Troponin:*1.3—fold* ) Voltage-gated BARFHEFT R LF YR
) Actin:*1.4—fold* sodium channel: *1.6-fo|d*
-TNNC1(Trop?nin C1) ' Myosin* 2 1-fold * *1.3-f0|d* | SERCA fold* ATP2A
* ACTA1 (a-actin)

: (l\:/rI1YIT|11(Myosm Heavy * SCN3A (Sodium Voltage-Gated Channel Alpha Subunit 3)
ain1) * CACNB1 (Calcium Voltage-Gated Channel Auxiliary Subunit Beta 1)
* ATP2A (Sarcoplasmic/endoplasmicreticulum calcium ATPase) encodes SERCA




LIPCGTRUE MUNAPSYS’

seience & biotechnalogies #CHOOSEYOUREXPRESSION

Post-synaptic: Bt 348 & H1JLS 7 LGl &

Ca?*release in the

sarcoplasm (%
P (%) -30%

Ca?* H¥actin-
myosinA 4 T4
80% : I {E AT RE
e 70% ***p<0.001 vs basal

*kk

Basal 0.06 mg/mL 0.1 mg/mL
Munapsys™ Munapsys™

FRERNTHRESNT=Ca>* HY

q + AL . .

3£ Human Skeletal Myoblasts (hSkMC) tror.)onln—tﬁ'%n = L’: actin mzosw:
Munapsys™ cross-bridgelZT4 A D AT
48 h FBEFT (FHUHE)

Bt
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alogies #CHOOSEYOUREXPRESSION

Post-synaptic efficacy: myosin fibers

AR DERES
[& actin-myosin sliding
xR L—XIZEH, FHliR
R R e e

Myosin modulation

(levels, %)
7,:7 . -38% myosin
* 627%

x %

0.05 mg/mL Munapsys™
(myosin in green)

Basal 0.05 mg/mL 0.5 mg/mL
Munapsys™ Munapsys™

**p<0.001 vs basal
*p<0.05 vs basal

431 Human Skeletal Myoblasts (hSkMC)
Munapsys™

48 h

REHENE
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Pre & post-synaptic efficacy
Ek —a—AY - RIS

100

75

50

25

100%

Muscle contraction (%)

100%

100%

T0

-18% vs
benchmark

T30 min

hiPSH#ARE B >EMotor neurons
Munapsys™
RUFI—7%: Acetyl Hexapeptide-8

BRI IR

124 h

65%

35%

6%

Recovery

MUNAPSYS”

#CHOOSEYOUREXPRESSION

-=-Basal

--0.5 mg/mL
Benchmark

0.05 mg/mL
Munapsys™

0.1 mg/mL
Munapsys™

-=-1 pM a-bungarotoxin

BRETIAVFI—ILYBENT-

= a2 —0O-FRURHEER ER
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Pre & post-synaptic efficacy p (==
Ek=a—0OY - FHUNHE T30 min ‘G @?

0.05 mg/mL Munapsys™
TO active ingredient

Human-induced pluripotent stem cells (hiPSC)
Engineering Z &£ MR SFHIlANSE—2—
Za—a ADHMEDT=HIZFERAL. ZDi%
neuro-muscular junctionsZ{E57-IZELHA
MREDHRIBELS GO,

hiPSHHAE FH EMotor neurons

E kAR PR

Munapsys™

AN FT—7: Acetyl Hexapeptide-8 active ingredient
Microscopy


https://drive.google.com/file/d/1JYFZW9JS6t-TMZPVROi1-BZg_ZTqVhOu/view?usp=sharing
https://drive.google.com/file/d/1J_-MxYviWGZq4BaSc7UX7KE0RKJDOCN7/view?usp=sharing

LIPCTRUE

Firming
Wrinkle smoothing
Reinforcing

Collagen boosting
(collagen |, %)

116%

*kk

Basal 01mg/mL 0.5 mg/mL
Munapsys™ Munapsys™

¥ p<0,001 vs basal
*p<0.05 vs basal

E~E R RS R
Munapsys™
24 h

ELISA

+16% collagen |

MUNAPSYS”

#CHOOSEYOUREXPRESSION

g
iy ¥

aA5—7 T —RE—hME
RS D e EZE N




LIPCTRUE MUNAPSYS®

#CHOOSEYOUREXPRESSION

Munapsys™, #chooseyour i

AR YR i 2 SR

Pre & post-synaptic A7
=X Ls (all-in-one)

#7148 & L= — S A MUNAPSYS"

iy QN #CHOOSEYOUREXPRESSION

Enf-E54Er7o
714l
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#chooseyourexpression

Roughness improvement (T7 days, %)
mPlacebo m 3% Munapsys™ (average) = 3% Munapsys™ (responders)

LR —_
-9% -1% 10% -3% -9%
50% vol 50% vol 67% vol

Average roughness  Average relief (Rz) Max relief height (Rt)
(Ra)

+p<0.05vs TO
#p<0.1vs TO
**p<0.01 vs placebo

*p<0.05 vs placebo . .
Roughness improvement (T14 days, %)

mPlacebo m 3% Munapsys™ (average) = 3% Munapsys™ (responders)

v =

placebo 4% 11y, . .
# -10%vs_ = * i « =14%
o placebo " 2 %
9 67% vol
67% vol 72% vol _

Average roughness  Average relief (Rz) Max relief height (Rt)
(Ra)

b MUNAPSYS®

#CHOOSEYOUREXPRESSION

Up to (T14 days):
-20.9% average roughness

-21.5% average relief

-25.4% maximum relief height

184 DX 1R ERE

HE##: 35-55

3% Munapsys™Be & 7')—.L
182[E 148FE, EF+ 5
PRIMOS
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#chooseyourexpression W &7 (@i

T7 days (3% Munapsys™) T14 days (3% Munapsys™)
Vol 13 -25.5% average roughness (Ra) -18.3% average roughness (Ra)
45 5 -14.2% average relief (Rz) -21.4% average relief (Rz)
3% Munapsys™E2 & 2')—Ls -16.6% max relief height (Rt) -25.4% max relief height (Rt)

182E 1480, BB 5
PRIMOS




MUNAPSYS”

#CHOOSEYOUREXPRESSION

#chooseyourexpression W & (s

Depth biggest wrinkle (%)

mPlacebo = 3% Munapsys™ = 3% Munapsys™ (responders)

LIPCGTRUE

stience & bioleshnologies

'2% VS
placebo m -6% P -11% -4% vs

placebo

72% vol -20%
67% vol
T7 days T14 days

*p<0.05vs TO
#p<0.1vs TO

+#p<0.01vs placebo Up to:
3 0, 2 xR - %
% DA MBS 7B T -25.5% RRDVITDFRE -36.9%
i 35-55
3% Munapsys™B2 & 71)—1 ) Vol 37
1H2[E 14874, BEF 5

» 55
PRIMOS R
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#chooseyourexpression

Wrinkles improvement (T7 days, %)

3% Munapsys™ (average) —e=5% Benchmark (average)

’a&

MUNAPSYS”

#CHOOSEYOUREXPRESSION

Wrinkles improvement (T14 days, %)

3% Munapsys™ (average) —e=5% Benchmark (average)

o, 2% us .dz_' i 01 _4% 3
-1%.s _2/' -3[, % genchmaly 1/ benchmark
benchmark W -2% vs
= . -6% 1% vs benchmark _3% _5%
-4/’ '4/0 enchmarl o o, -3%.vs
%A -5/° benchmark o
-7% 8%
: o 8% -9%
#
Average Average relief Max relief Wrinkle Average Average relief Max relief Wrinkle
roughness (Rz) height (Rt) volume B roughness (Rz) height (Rt) volume
(Ra) :;ﬁu:im (Ra)
Up to (T14 days, 3% Munapsys™): 5%
-21.7% Ra
18R DX IMEHERE 26.0% Rz benchmark
-26.U%
££85: 35-55 0 PO, g
3% Munapsys™Et & 7')—.L -33.8% Rt A

5% benchmark*Ee & 71) —Ls
1H2[E 1487, BEF 5
PRIMOS

-35.9% wrinkle volume

#202093737

*Benchmark: 3% Acetyl Hexapeptide-8 + 2% Dipeptide Diaminobutyroyl Benzylamide Diacetate



MUNAPSYS”

#CHOOSEYOUREXPRESSION

#chooseyourexpression A i

TO days T7 days T14 days

LIPCTRUE

logies

T7 days (3% Munapsys™) T14 days (3% Munapsys™)
Vol 48 -14.8% average roughness (Ra) -21.7% average roughness (Ra)
46 5 -17.2% average relief (Rz) -26.0% average relief (Rz)
3% Munapsys™Be & ') — -22.9% max relief height (Rt) -33.8% max relief height (Rt)
L -33.8% wrinkles volume -35.9% wrinkles volume

1H2E 148/, BEEF 5
PRIMOS
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#CHOOSEYOUREXPRESSION

stience & bioleshnologies

#chooseyourexpression & s

5%

TO days T7 days benchmark

T7 days (3% Munapsys™)
-20.2% average roughness (Ra)

T7 days (5% benchmark)
+0.7% average roughness (Ra)
-2.3% average relief (Rz)
-2.8% max relief height (Rt)
-7.3% wrinkles volume

Vol 45 -17.3% average relief (Rz)

52 % -18.7% max relief height (Rt)
3% Munapsys™E2 &' —1s
5% benchmark*B2 &' — L
1H2[E 1484, B35
PRIMOS

*Benchmark: 3% Acetyl Hexapeptide-8 + 2% Dipeptide Diaminobutyroyl Benzylamide Diacetate

-32.0% wrinkles volume
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stience & bioleshnologies

#chooseyourexpression

Volunteers showing efficacy (T7 days, %) Volunteers showing efficacy (T14 days, %)
Average roughness Average roughness
(Ra) (Ra)
67% 3% Munapsys™ 3% Munapsys™
(responders) 56% (responders)
m 5% Benchmark = 5% Benchmark
(responders) (responders)
% 67% 67%
Wrinkle volume Average relief (Rz) Wrinkie volume Average relief (Rz)
e
67% - 78%
Max relief height (Rt) Max relief height (Rt)
RaTI&3% Munapsys™ {# i3 (£5% benchmark Rt TId3% Munapsys™ {# A& [£5%
FERESIVE23%Z<NREZER benchmarkfE A& KWH31%Z <SR EERK
| IBBORMRERE 3% 5%
) HE#5:35-55
Munapsys™ benchmark

) 3% Munapsys™E2& 9" —L ——— s 4
' 5% benchmark*E2& ') — L t :
 1B2[E 14808, EE S ‘

» PRIMOS

' *Benchmark: 3% Acetyl Hexapeptide-8 + 2% Dipeptide Diaminobutyroyl Benzylamide Diacetate

1202093737
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#CHOOSEYOUREXPRESSION

LIPGTRUE

seience & biotechnologies

#ichooseyourexpression

TO days
Wrinkle count (%)

m 5% Benchmark = 3% Munapsys™

-7% Vs

benchmark
3%
Munapsys™
T7 days
18R DR MEHERE
F#5:35-55

3% Munapsys™E2 & ') — L
5% benchmark*E2 &1 — L
1H2[E 14874, BB 5

VISIA » Vol31
*Benchmark: 3% Acetyl Hexapeptide-8 + 2% Dipeptide Diaminobutyroyl Benzylamide Diacetate » 49yearsold

vV v vV vV vV v W
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MUNAPSYS”
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seience & biotechnologies

e

#ichooseyourexpression

3%

Munapsys™

TO days T14 days

T14 days (3% Munapsys™)
-10.4% average roughness (Ra)
-10.3% average relief (Rz)
-13.6% max relief height (Rt)
-21.1% wrinkles volume

T14 days (5% benchmark)
-1.2% average roughness (Ra)
-4.5% average relief (Rz)
+0.1% max relief height (Rt)
+17.4% wrinkles volume

Vol 45
52i%
3% Munapsys™E2 & ') —L
5% benchmark*E2 & 7' — L
182[E 1480, B 5
VISIA

*Benchmark: 3% Acetyl Hexapeptide-8 + 2% Dipeptide Diaminobutyroyl Benzylamide Diacetate
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Happier smile
(lifting of commissures, %)

14%

3% Munapsys™
(responders)

128 days

10 B DT HHERE (33% EH)
EH5: 35-55

3% Munapsys™Be & ') —1s
1H2[E 28H R

Clinical scoring

TO days

T28 days

m MUNAPSYS®
Q) @

b Vol 6,51 &%

+16.7% happier
smile (AAD!)

2T42%)

L4

SMILING
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#chooseyour o

AUNEZ B M =IEDD EEBASN = BFTRY

A =—7%73 pre & post- v .

FTRAN=ZX L En-54%F%70
714l
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Applications

MUNAPSYS”

#CHOOSEYOUREXPRESSION

Relax your worries

Enjoy your beauty

o

Let aging wait

O

Express yourself

The beauty filter

G Free to laugh

G Take out your mask

G Non-surgical retouch
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MUNAPSYS”
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AP 2
ARjpr

C R Munapsys™ (LF T R)

O Insilico THA U RTFR

C HREEER:25%

C EHSINCIZ : Acetyl Hexapeptide-1

C EFARTEH: K. TRV ATI)IL

Jya—J)L, TEFIAZHRTFE1
RS BN 7.
O B KB

in-cosmetics
north amenca
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LFTR
MUNAPSYS®

#CHOOSEYOUREXPRESSION

"'hﬁt;'

SYNAPTIC

PRE- & POST-

in-cosmetics’
north america

Innovation Zone
() Best Ingredient
Award 2018

BRONZE

- ¥

EXPRESSION SMILING
WRINKLES
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EID

INCI (FRRETR)

e Lepidium Sativum Sprout Extract (3> 37 7H I F X)
e Glycerin (ZU&Y )

e Lecithin (L>F )

e Phenoxyethanol (7 =/ F>T &/ —)JL)

e Aqua/Water (7K)

§ SWISS
IGU AAAAA © Mibelle Group Biochemistry, Switzerland 2012
PRODUCT
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Antioxidant Response Element (ARE ; ¥LEE{t [
DT LAY MEFMALIZEETFRIROEE
1t

e Antioxidant Response Element ARE (JTER{L /ST L X > b) (ZIEL> X T
Lt 71 —XRIBEEZZI— T HECFOHAETRE—X—EITH
%o

o HRERTF Nrf2 [IAREKTFEGFHRROBZLHHEFTH 2,

o BENrf2EY T L vH¥— (FIE) Keaplil &Y 7Ry o7INTLD,

o ZIVT7H T 77 VL Nrf2/ Keapl EERZHIET 5 EA”DHh>TW B,

SWISS

IQUAL\TY © Mibelle Group Biochemistry, Switzerland 2012
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o BRZEBEDT XV 77 VEMNIL C2BEMEEZA v Fa =T
%

o HHREA[EIUX L CTtotal RNAZIIH T 5,
e UT7ILAXALESPCREAABL CTETLFREBOMZEIH D,

Phase | - Cytochrome P450 isoenzyme 2E1 (CYP2E1)
Phase Il - NADPH: quinone reductase 1 (NQO1)

- Heme oxygenase 1 (HO-1)

- Thioredoxin reductase 1 (TrxR1)

§ SWISS
QUALITY © Mibelle Group Biochemistry, Switzerland 2012
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B 3= 23R D FHED

ay bO—nIcitd 3 EEFRRIES (%)

FhXV 77 VEE 0.05% 0.2%

Cytochrome P450 isoenzyme 2E1 -40 -38

NADPH:quinone reductase 1 75 214
Heme oxygenase 1 212 4182
Thioredoxin reductase 1 184 2316

S-131

S
QUALITY © Mibelle Group Biochemistry, Switzerland 2012
PRODUCT
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Energy
The Key to Keep Pace, Power & Pure Skin Beauty

i}

‘ ,\ / Consumers are facing an energy crisis

g o O er as the pace of modern life catches up
with them.

i B la -’ Aware of consumers’ need to make

long-term lifestyle changes to address
falling energy levels, beauty brands are
delivering products that put energy
claims at the forefront of their message.

‘Powerplay’ is among
Mintel’s four key

Trends 2025 Beauty & Personal

Beauty & Personal Care Care Trends 2025

The four key trends set to impact
the global beauty and personal care industry
over the next decade
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ENERGY BOOSTING BEAUTY WORKOUT
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5IFT: Jocul Biol Dis Infor. 2010 Sep;3(3):92-108. doi: 10.1007/512177-011-9061-y. Epub 2011 Jul 26.
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A FREEZING BLAST FROM THE DEEP SEA

-

Marine bio-research, more than water °i‘\
¢ Ocean, HEDENE, [F=ot=5%BRENE(TTHY, TEELRERDEH A
%0\

o BORSOEBRIZEST, BORMENN L Bk OE EBMFH MBI
T

¢ BARBELE AL, LIPOTRUER IZFHR T VT4 T RMADFIRDAELEMELTHE
VORBEDIALYLIVEFRALTNS

22,000 UL L OWEMDFE

Malaspina Mediteranea® Marine cnidaric® Halophyte Eitreme aquatic
Expedition Expedition Plants* environments

W EBICFHOFREOHIT VT I REBREELELRSA TV

'aY C
LIPGTRUE
[Eppr— * Courtesy of IMEDEA: Arthrochnemum project, 2015
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A FREEZING BLAST FROM THE DEEP SEA

Malaspina expedition, inspired by history %‘\

1789F DHEADFERICRIH S, B
FRAEM THR P ORI LM

(f

> 42,000 &8 LU E O E K

350 LI L D#KkH T ILEERER

(f

120 Ll E DRI D E#RE H A

(f

(f

BLHFS, BRE B RELRE
=LA

Courtesy of CSIC: Malaspina expedition,
2010
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A FREEZING BLAST FROM THE DEEP SEA

The journey of a sirain to become a product W
ERD7E & FE Smart Data~ D ZE

© HTSH#TTO MALDI-TOF MS&16S ¢ FSURIVTREHVR(EBEE)ZRHNT
ribosomal RNAS —% T2 Z A 1= & HIH I D BREE ST

SHEBLEMRODBEERE
O MU =2EEZ L OFRT /TR

O AFAROSHVR(RBIZ) ICXHHHPDD $1£255=HDOSmart data
FTAM &t BT
O 2DMELEK:

> REOERAAN=XLDORE

> BEDERAANZZALIZHT HRR
NMET OT4TRHERTE

D/QM E# DPhylogenetic -
= tree (Rt

LIPCTRUE
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LAST FROM THE DEEP SEA

Sirtalice™, a freezing blast from the deep sea W

Sirtalice™ [EMalaspina 8 D&+ (ZReunion Island (L1 =742 & 4K i¥)iEi8 TR
WMENMEMBEEDTIT14TIIVRF

HJITENF—a/ XED
EUOVEN AL THTE
DBEEMETHOTLND

61024 42" By LML)

30°03'30” S i'*;A_,;r'
WEMETREH DI %
Mo ERE

#&:3,400 m

KiR:1.5°C

B3 L ~XJL: 3.8 pmol/L
LIPG TR E
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A FREEZING BLAST FROM THE DEEP SEA

Sirtalice™, a freezing blast from the deep sea %\

\

EFRfreezing blastBAHRF-DARALDELSZSIEHL, I ITAU T DR EEDEHRTD
V-reshape RERHET 5

o HiEt-MAi%ERecharge (BHXE)
L, e TRIL¥—LA DURGTEE
T—RFF % (in vitrokERR E St
HE Fr)

¢ OB EEEIEL, EEREM
&3 (in vitro, ERSMER, in
Vivo)

o BIEh) 27424 & V-shape $HE
MORLIEEDLT S (in vivo)

—

LIPGTRUE
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Your skin needs a quick charge

o FIEDRNE
Rt & TILES
BIZEETH
0%, MiETr7 )
CEMABE e
HEMTHD f »

Areesing i fy gy being i /eady

LIPGTRUE

SIRTALICE
L
A FREEZING BLAST FROM THE DEEP SEA

e

£3

.Ai‘\

o BEUXLIZE
nNEESLNES
[ZHE=DANIZ
(LEHRGCBRE
#F BB
MIEA DD




J— holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

Mitochondria are the skin inner chargers :\?‘\

BREAN ZAEFADORLOE A—EEDF-OICAICEIRIILF—DRBE

Skar k17 Emitochondrial respiration (S k3
YRYTZER) DBICIRILEF—ZEETS

FIBROBLAST > E I\j :/ I: I) 7ﬂ§ o) ﬁ{ﬂ“ -G
BENRLED

Jenergy $aging
)

(f

LIPGTRUE

oaies



I holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

22
-

Mitochondrial aerobic respiration W

O PFRMEIFVR) TR
> M OEREER

Main ATP supplier

X

ECM 4—— ATP

protein
synthesis

ActinlMyosm @;?
T
<
v HRB{LhEE +
IY—55% )
IWRARY > HIREEORIEMELTDOROS
Sr—BERIS STRL—5—
FoTEhEN
5% v

1 Matrix Metalloproteases (MMPs)
L|PUTF\) C 1 ECM 22/ 53 iR

[
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A FREEZING BLAST FROM THE DEEP SEA

A recharging longevity %\

gL ARL X [E longevity (RF) DX —THS
o RFIIH#ES2 /Y Sirtuin 3 (SIRT3)EEEELTLNVD

> TCA HA49)L (Krebs)Z@L T
ATPERRZa>FA—)L

> e EMZERAL (eg. SOD2,

GSH)

vV ROSEEHEERNRUDUT D
k-

SIRT3 LR F DM DR GHIRYE

LIPGTRUE
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A FREEZING BLAST FROM THE DEEP SEA

In vitro efficacy: transcriptomics by Dermoarray :\?‘\

(fluorescence)

AR E MR B HRHESF HERE

0.05 mg/mL Sirtalice™*
24hAoFan—3ay

e~ IZFEIRT H600EEF

@

@

@

@

MRNA EXPRESSION INCREASE VS
BASAL (%)

v Sirtuin 3 E&FD LAFIEIZ
o THIRADIRILX—%M

e o [ -
BAERRLADSRET DL )
TEHFbZxMLEEIESS

0 5 10 #5<00
1

I_ | ID f-\—l— R C “This fest has been performed > Microarrays can be used fo study the extent to which
v/ L without solvents nor preservatives certain genes are turned on or off in cells and tissues
[ ———
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SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vitro efficacy: recharging skin cells & oxidative™

damage under control

¢ Luminescence (¥3)
¢ EEBEERRH MR
¢ EYILa—RiEH (| ATP) TIFREA > Fa—k
¢ 30/MoFan—ay

INCREASE OF ATP LEVELS VS BASAL

&L TO.5mg/mL Oé?r)rtran%;} H«mx
ﬁﬁ H:—l-f[:ATP I//{ active ingredient” 2

IL32%LLERLE  o1mgm
CTARITRIL s [

XF—OwHFEMAE

[ 2 VAT Bl 119%
)b_jéwﬁj—é active ingredient® "

CEZERLTVD

I
b LAY - —
o] 50 100

v Dosefk7FRIZNE

*#55<0,001
#p<0.01

L | P O _l_ R W E *These tests have been performed
[ TR——

without solvents nor preservatives

© Fluorescence (& ¥t)
R ENE R R A
24 A ¥ an—3y

[

[

ROS HOMEOSTASIS VS BASAL (%)

e

0.5 mg/fmL
Sirtalice™
active ingredient*

0.1ma/ml
Sirtalice™
active ingredient*

0.05 mg/mL
Sirtalice™
active ingredient*

Basal

1111

[=]

967

96%

100

v RMEOHMBRELEBLTO.5 mg/mL EHRIZIZROS

200

**p<0.001

EMNA%B L= - CHIZATPZFEL D DOEER AL
RASREHBLTNRIELEZEKT S

v IRILF—T—ZXMEIavrO0—J)L FTTROSEX#F
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A FREEZING BLAST FROM THE DEEP SEA

S

[

Moonlighting charge and oxidative protection W

ShaVRYF7O7a=4—E (Aconitase) I moonlighting B3k (B —TZ #MEEEESER)

o SFaYRYFOATPELEZaVRO—)L
> TCAHYAIILDE ATy T {ER%E

) — p
= R ATP _,;.
Ecgfe S v_(»;@;..

synthesis

Actin/Myosin

¢ miDNAZZREIL

> SRaAVRY TR DA 18D
#a—K95

> Moonlighting 2o/ (3 EER M EET 1L, &
EZELTHI—DDIFBRMEHELB

LIPGTRUE
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A FREEZING BLAST FROM THE DEEP SEA

S

Human skin explants efficacy: inducing and W

stabilizing mitochondrial respiration

O ENREIMER (65SEEMERERE) RERE
¢ 7 HME
¢ 0.002% Sirtalice™ E &) — L

ACONITASE 2 INDUCTION VS PLACEBO
(%)

T7 days

ooz srisico~ | 17 days
Placebo
T7 days 2y ‘f' ’, o
72y L" 7 ‘/ ’ . L7 4 ¥ e .
*4p<0,001 -t Gl A
0 100 BY. %
v 75Kz LT 58% aconitase 2 #i0 — SFaAVRYT =
FRORFHZEwHBL., #EICIRILF—%2525 17 days
0.002% Sirtalice™
v' Moonlighting % &%# > miDNAZ R E{LLTEIER active ingredient

LIPGTRUE LADGRHET S



E\ holstein SIRTALICE"
Energy also for skin coniraction

%
AR IEZDIIREECMOMDMREN DB EEHMEFT B-DIZTRIILF—HDE
THb

© MyosinldActin filaments (7 7F
SIATAUN RRL R T 7418 —) &
YRS BI=OIZATPEERYT
.

v' Focal adhesions ({&&H;
talin, vinculin) ~D#EE

3

v Integrin &1t

A

Collagen | ECMAD &Y
FIRRH MELEE
(pulling)

FIBROBLAST

" Actin
_ Myosin

Talin
Vinculin

Cell mgmbrang

Integrins

LIPGTRUE



J— holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vitro efficacy: transcriptomics by Dermoarray W

(fluorescence)

AR E MR B HRHESF HERE
0.05 mg/mL Sirtalice™*
24 B A FaR—3y
AR TRINY H600EIEF

Q

Q

Q

Q

mMRNA EXPRESSION INCREASE Vs
BASAL (%)

v Talin 1 BEFOLAHE - Shik
ATPEEE(Z & Bactin-myosin VAR | .
roogmzyoiss ™ [

v BERAVN\EEFOMLE

0 5 10 [ wgeo

>  Microarrays can be used to study the extent to which

L | P‘ ‘_l_ R C *This test has been performed . . .
| ”ﬁ-:‘l— without solvents nor preservatives certain genes are turned on or off in cells and tissues



L holstein SIRTALICE
Human skin explants efficacy: reinforcement of
focal adhesions

o ERSMER (65T EDHERE), REEE
> 7 BfE
> 0.002% Sirtalice™ &F/ 1) — L

VINCULIN INDUCTION VS PLACEBO (%)

T7 days

active ingredient " Placebo

T7 days
Placebo

#5<0.0

0 100 200 1
v' 120% vinculin £ 8§ vs 754 — EBHEMIE 17 days
0.002% Sirtalice™
v ECMAD#IfaEEERIE — ActomyosiniXiEI=&3 active ingredient

L|PuTF\)E ECMARYET—IDITASIZIRZIE R
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SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

In vifro efficacy: collagen boosting & protection *
of ECM proteins

© ELISA

¢ EEENERRE SR

¢ 48 B/ FaR— 3>

v RLEBEEELT
0.1 mg/mL £
B 29%
procollagen |
ANER — #EEH
BBIEICk->THE
hi:

v Firming effect
(BIZ#EDHRR)
Df=-H DS

TEHEOML

0.05 mg/mL
Sirtalice™
active ingredient*

0.01 mg/mL
Sirtalice™
active ingredient™

PROCOLLAGEN | PROTEIN INCREASE
Vs BASAL (%)

0.1 mgimL
Sirtalice™
active ingredient”

.
H
H

15%

Basal

1
|

o

50 100

#+45<0,001

I_ | P O _l_ R ) E *These tests have been performed
scionce A bilnchaotogie

. without solvents nor preservatives

129%
.

¢ R

¢ Posifive control:
Phenylmethanesulfonyl fluoride (PMSF)

¢ IRYR (405 nm)

ELASTASE ACTIVITY INHIBITION (%)

0.1 mg/mL
Sirfalice™
active ingredient”

|

69.4%

0.05 mg/mL
Sirtalice™

65.1%
active ingredient” -

0.01 mg/mL
Sirtalice™
active ingredient”

0.005 mg/mL
Sirtalice™
active \ngreclient'

51.4%

**<0.001

[=}

v 0.1 mg/mL T 69% IS5R4—EHRE -
ECMAL /) DEER D fEZEBES



L holstein SIRTALICE

FROM THE DEEP

In vivo efficacy: tightening flash efficacy A

20 B A% (35-458%) 1= 2% Sirtalice™ B2 & 41— LEEEE S B2E28 ARIZMALTH
5oz, T REEDETSIERIZERLTELST=,

Eaa i
© Elasticity & firmness (Cutometer®)
o )I7T7420 %8R (morphometric image)
¢ ) & FELMNE (fringe projection)

¢ #EE & /K5 (Colorimeter, Corneometer®)

LIPCTRUE
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SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

[

In vivo efficacy: tightening flash efficacy

¢ Elasticity & firmness (Cutometer®)
© 2% Sirtalice™ @& 4')—.L vs placebo

¢ BE¥4r, 28 HE, 1H2[H
©  fE#h 35-45

v elasticity &firmness A%
305 T3%Mm L

v elasticity & firmness A%

1MARIZENETN13.3%
E11.4%FTHL

LIPGTRUE

ELASTICITY (%)
m 2% Sirtalice™ wPlacebo

9.3%
T28 days

T4 days S

T24 N

3.4%
T30 min "

5.5%

ue

T28 days

T14 days

T24h

T30 min

FIRMNESS (%)

w 2% Sirtalice™  w Placebo

s
ee

27%

26%

e
wne

4

**5<0.001
***p<0.001 vs
placebo

4.8%

6.47
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In vivo efficacy: tightening flash efficacy

© YITaTHE (morphometricimage)
© 2% Sirtalice™ @& 4')—.L vs placebo

¢ BE¥ 4, 28HM, 1H2[H
© 5 35-45

V30RRICYITAUTEIE
v L LRIV -

reshape

LIPGTRUE

SRORC

B T30 min

-2.17 mm

-1.44 mm

-0.96 mm

[ 728 days

-2.19 mm

-2.56 mm

-0.80 mm

SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

-

2
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A FREEZING BLAST FROM THE DEEP SEA

In vivo efficacy: tightening flash efficacy [

o L& BLMNE (fringe projection)
© 2% Sirtalice™ @& 4')—.L vs placebo
¢ EE¥4, 28HM, 1H2ME

©  fE#5: 35-45
CROW'S FEET DEPTH (%) UNDERNEATH EYE AREA WRINKLE
m 2% Silalice™ wPlacebo DEPTH (%)
u 2% Sirtalice™ | mPlacebo
T28 days 198 day;"
V1221303 T13% T D
SEG 21>
%éﬁ = 14.6%
T24 h Ton |
v 1=21-302TBLYELEBD
TOLIBENTN3IAT
& 33%&% -13.4%
T30 min T30 min
-22 -18
#¥#5<0.001
- *0<0.01
I_ | PO |_ R \./ E **Ep<0.001 vs placebo
scinnc & biotachaslogies **p<0.01 vs placebo
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A FREEZING BLAST FROM THE DEEP SEA

In vivo efficacy: tightening flash efficacy [

o L& BLMNE (fringe projection)
© 2% Sirtalice™ @& 4')—.L vs placebo
¢ EE¥4, 28HM, 1H2ME

© E#h: 35-45 CROW'S FEEIT_IIOPl;IGdI-l:JESS (%) UNDERNEATH E‘I’ExA}REA ROUGHNESS
K4 ﬂ
T28 days T28 days e
v 1=21=303TEHLYELED
FOLIRENEN 3% .
& 8%iBL Mo 24 T24h
v' 3053 T 26% & 25%F T%h
REhHLNIT-
T30 min T30 min
VINATHODOTTIL 44%
i?&% -8 -20
50,001
*p<0.01
*p<0.05

LIPGTRUE a0 e



J— holstein SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

S

In vivo efficacy: tightening flash efficacy W

¢ L& ELHME (fringe projection)
¢ 2% Sirtalice™ B2 &4')—L vs placebo
¢ EEX¥4y, 286HFME, 182[H

TO days T28

BERE 15 (37m%)
BLYDLIDERS: |24.6%
BLYDMES: 16.8%

RERE 18 (45 years old)
BLYDLIDFRS: |37.6%
BLYDMES: |18.1%

LIPGTRUE
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In vivo efficacy: tightening flash efficacy W

¢ U7 &BELME (finge projection) T0 days
© 2% Sirtalice™ B2 &%) —L vs placebo !
© EEH4, 288, 1H2E

O FH#h 43 (#HERE 10)

T30 min T24 h 128

BLYDL D DEFES: |22.3% BLYDLIDRS: |27.5% BLYDS TDFRS: |23.9%
BEOTDLIDRS: |32.6% BOTDIIDFES: |33.1% HOFTOLITDOFS: |33.9%

LIPGTRUE
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A FREEZING BLAST FROM THE DEEP SEA

In vivo efficacy: tightening flash efficacy [

¢ #EELKS (Colorimeter, Corneometer®)
TO days
© 2% Sirtalice™ @& 4')—.L vs placebo
¢ B4, 288, 182[H
© 5 35-45
HERE: 16 (397%)
RADIANCE & HYDRATION (T28 DAYS,%) Radiance: 115.1%
2% Sirtalice™  wPlacebo Hydraﬁon: T14.7%
Hydration -
oo s BERE 10 (438%)
0 8 plc?cel'ao BLYDI T DFES: |23.9%
BLYDHES: |4.5%
BOTDITDRS: |33.9%
vV28H TIEBELKAMBENATNI0% & BOFOME: [11.6%

Elasticity: 112.1%
1 4%[5] £ Firmness: 17.8%

'aY C Radi : 14.7%
LIPGTRUE SR



 holstein SIRTALICE

A freezing blast from the deep sea A

v Hﬂ.’é 'H'--‘c'—’) i %EI FIBROBLAST
fEOIRIILE—LM
DR wEET—R

v IofEEZEEE -
BEENZMR L

v BN I7T405 &
V-shape 18 »>
RRETH5HR




SIRTALICE
ﬁ % 0) i & m w m E A FREEZING BLAST FF‘?TM THE DEEF SEA,
- ;‘\
REFIHNDDEVAISIRISIZATPERZIVFO— LU, RIEAELEEZRA LT 5,

SIRTALICEIXSIRT3D #IRZ M LSHHZETRFEITTEL UVAEEYMEIZLD
NI EE (L DHROSELEZMFIL THIE S A—2 % F5<

7AZE—EDFEMRIE, SRV T BARDRE CNICKOTATPELAZREL
st b,

-ECM~DfARaEERIE

TOFUI745 A0 MEHREEREV>THRRO M bZEHFLEY R0 EE(2RE
ELTWET . EDTIFUTATAUMDRDATI ) o EN AR T DOHEEE P
T—T UREZEOHEN TR IR (ECM) EDFEEZES>TEY. ChoD &S
AIRIESN D ETEVIDBEIRIESNDRIITE D, CTICHATPARLETH
Y. SIRTALICEIFATPEAE LT T, AT VEEPINLREERIEIZHRIIE,
loEENREN DL EILSNS,

EIEDYTIT YT HE (BN S WL DD THI DT R E—EELI
RIDME)
LIPG TR E



MIDNARE{LESFaVRY PIEIR(ZEIL T SIR FALICE"

FROM THE DEEP

SRaVRYTIXERRADIS %D EEREHE L TEILETRIGCEF AL TATP (T RILF— )’éfé

HLET . COEEIFAVRYFIERESS, SFaAVRYZDNARI MV RYTRIZHY ., SFEY
FUTZRADEU NI DIEREEATND, SFAVRYTRIELIZIE LRI RIILF—EE(LRDE

WEBE S AL HY. SR 7DNAXZOBEEARD—EHIE->TLNS, DFYIFaVRY 7
DNAMNZER T HEIRILF—EEN LFATONALAES I EICHS, SFaV R PDNANR E

LT HEVNSEIEIRIILF—EENRENICEGEHONS SV R 7HRENREILTS)
e e AN

FaAZA—EEMEI IR TR OREFR

FA=A—EIEIFaVR) ZIZEBIRILF—EEY HT1BIE (VT BEEER  TCARIEEEELYS)
FTCOIVBEAVIIVBRICT S5-I ELGER, 7a2=4—ENEmdnEIbar R 7
BELEALSNTLEDLSICATP(IRIILF—) NEREMICEAHIND KIS, ZDTCA
BIRRIZITAR RGN ENEELTEY . MIDNAZREILT A ETIRILE—FEEIZZRES
UINDBYHEBRFERIEETED(QA—FT5; LRBOIEEDA/NI(ZIEBIEVLVSIERKR) K32
155,

G

7A=A—EEEMSEHIETIMAVRYTIFRERELL . ATPEE XA £ ROSE A (SN
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A FREEZING BLAST FROM THE DEEP SEA

Technical information :ﬁ‘\

o [R¥ 4 : Sirtalice™

© Marine active biotechnological
ingredient

O HREEE: 2%
¢ EFESRTAM

RFILREEE, T, K T
¢ AR &K

o A AL
o mERtE koEE /




SIRTALICE

A FREEZING BLAST FROM THE DEEP SEA

Applications AN [

Cosmetic formulations

¢ On-the-go good skin day
© Always ready-selfie

¢ Instant V-shape effect Y >
© Quick fix for busy lifestyles -

© Energy blast for your skin

¢ Deep sea instant refreshing
| / beauty /

LIPGTRUE
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Lipoid

Kosmetik

Carotolino
Blue Light Protection and a Vivid Look

We make beauty natural.



At a Glance

Carotolino — Blue Light Protection and a Vivid Look

¢ TN=FA R EA=DH, =T 4 MREISHET BRARS A AT
/A FTH B,

e TIL—F 4 FHLDREOMICHAIAT /A4 FORFAERIZANOEELE
452 &H AR

 Carotolino IEEICEERHDAT /A REEBFTET7 774 7RET, T
DMRZH D
O7I—=Z4 DDy —L R (RIY)
O7IL—74 ML DROSEEAE % ]
OfZETHZ LIl % HK— b Sl #2%

* Carotolino (XM HEMICHLZRE L TEETEZTLIES s

¥ CarotolinoD AW 7 —aAVE 7 M EFEICHEARBIC 7+ —HRALTWBEARL
TAEZERTHHDTIEARL,

LB



Blue Light Protection

Two Sources of Blue Light Necessitate Novel Skin
Care

« TIL—FA4 MIKFBHOERD—E
TIOBREL FTHEBEBL, FHOHL
Zlhos|l2®R &L D

c SHOHhNHONARVDSE 7IL—F A
DHLNETBEFTNARICEHFKET S D

DTH B —

?/&wﬁf Lo THRDXF >
TTINEFKAFIZIZIANTDODTIL—F
4##@®ﬁ£%%%f%%



Blue Light Protection
Blue Light-Induced Skin Damage

s AIRKIIIODREREHEE L b,
ZDH>HbD7IL—74 K (High
Energy Visible Blue Light = HEV)
FRHBRELIRNLTF—ZD

g ™ $ -v u Wy
N - ) N
Tend @ — 50%
Ultravialott Visible . Inf q
raviole Blue Light nfrare

Energy
« BXICLYEET HROSD50%
IERAMR & ATRSE (RIS T
}l/—a/f l‘) L:J:%:E)O)’C% Epidermis
6 m A , .- 'V ‘Dermis-'

Subcutis

Direct UV
* ROS (X Fﬁﬁj:% E/\] 7:__;: ﬂ‘\)( — :) 7& :E) 7(—: damage
bL., BHONZEIZIEL

Indirect Damage



Carotenoids

(1) Blue Light Protection Invented by Nature

« WAT /A FEFLEWEREEY
TFEEL AL

e haTF /4 RIFEHE TRICL-
TRET S

O7N—74 + DRI

O7IL—F4 Mic&k Y EET BROS
D A

« ART /A NiTE MTHHEAAN
5 ENAIRRTHDTH, TOXR
MDA A ZZXLIEE MTHBITA]

L,
e

Blue light shielding
by carotenoid

Blue light-induced 5

ROS production ey, "

results in cellulaL g y
(lmna@* -
k - S .

\




Carotenoids

(2) Natural Skin Color Enhancer

Pale skin color Vivid skin color

Supply of carotenoids
with food or topical

AN A
s E FOHDBEIIZEDERN OB INTWS - AT OEY, X7

-~ hBF/AF
s RYYOBHH L CERT 3 AIBNHNLIEZIELT-DICHER+7
EOHAT /A REERTZ31-0, LYRBENARINN—>%23HD



Lipoid

Kosmetik

Carotolino

© 2019 Lipoid Kosmetik AG



B

Carotolino — the Best of Carrots (Daucuscarota)

excellent source
of carotenoids

|
|
/\_

\

Carrot seed oil

Carotolino / = Y

contains beneficial
=--/  flavonoids

B-Carotene

supplement for
maximal efficacy




Mode of Action

(1) BEHNTIL—F4

70 H 7__ 7 :/ =3 y sunlight

@) BT L—5 1 b = l
Jarova v f‘ .

Blue light absorptioﬁ‘ .
through melanin results

(3) H)-L ) '@, D) Eﬁ% in ROS formation

Carotolino

Blue light shielding
through carotenoid
application on

skin surface /4

skin tone
through
carotenoid
accumulation

Blue light protection
by carotenoids via ROS
neutralization
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Carotolino IZEEEICEEL L7-h BT/ 4 F Z2i2
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& DL E M D LB ET

Design Carotenoid degradation assays

« Carotolino

Test Substances B-carotene in IPM (isopropyl myristate)

1. Light and oxygen stability for 60 d:
« 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 for 4 h

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

Endpoint colorimeter
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(A) Light & Oxygen

Carotenoids
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Carotenoids
in IPM
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Stability under Heat A
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in vitro Activity
Carotolino |ZxZERIICTIL—T7 4 b EHE—IL KT 5

Ha89:

Carotolino WV EIRJIZ T IL—F A4 AN L, {LEROLGHRTT
W—Z4 b ORETDHIHZRT &

Experimental setup

LED light source
(white light)

o/w emulsion containing 0% (control), 0.25%, 0.5%, 1%

or 2% Carotolino - Test cream (4mg/cm?)

Transparent support

Design In vitro blue light protection test ‘H H

Test Substances

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



(A)

Absorption [AU]

in vitro Activity

Carotolino [ENZERICTIL—T7 A4 A —IL T 5

Maximal Absorption in Blue Light Range

800

400

Visible Light - Wavelength [nm]

ER:

(B)

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

*

- foo

Carotolino (0.1 %)

Blue Light Protection [%]

0 0.25

Light Source Carotolino [%]

* Carotolinold /&£t & L T400-500nmDERD 7L —Z A b ZZhRAICTRINL 7= (A)
+ CarotolinolIFHFUARICTHEIRMICTIL—F 4 &2 7 4 L Z—ITHIT7=(B)
+ Carotolinol LRI EFRTELL 7= 4 b &2 —IIL K L72(Q)
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in vitro Activity
Carotolinold 7L —Z A MIZ L DB LR ML X Z=HDH]T 5
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Design In vitro ROS fluometric quantification assay

Test Panel 3D tissue model

e« Carotolino
Test Substances
« Untreated control

Application Frequency Single application prior to blue light exposure

Endpoint Reduction of oxidative stress generated by blue light




In vitro Activity
Carotolinol 7L —7 4 FICKBL R ~L X AZHIHIT 5

Reduction of Blue Light-induced Oxidative Stress

ROS Production
upon Blue Light Stress [%]

Untreated Carotolino

E R & fEim:
e CarotolinolZ 7 /L— A4 MIZ X BROSEALE % & Z30%HN%] L 7-
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In vivo Activity

Carotolino |F A/l BE % < £
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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 [ZAlZ A K A ETEET LS5

Improvement of Skin Tone upon Carotolino Application
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Consumer Self-Assessment Test
Carotolino ($fbHE BT Z# ET 5

HB:

0.5 % Carotolinofd 57 U — LAICBEH L T TRl Z2MHRT 52 &:
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Design Placebo-controlled consumer test, self-evaluation questionnaire

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

Test Substances o 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 IZ1bHEmadL s 7 & 5

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

Skin has a vibrant glow

L _ Healthy skin color
(+31%, %) Q7

S #12%, %)
]

B PP AR g, S YR
¥ - SO N S PR
Reduction of pale and - ™~ [~ "~ > ThieT o7 -7 o7 o7 Attractive skin color

yellowish skin tones \\\\‘\:\\‘vj’,/’//’/’/ (+19%, **)
(+30%, *) R A
Too ofange
(-3%)
«=Q= (.5% Carotolino =Q= Placebo

e

« Lo % &l JHEZE (LCarotolinolC K A2 ALDEDEAITHEE L.
R THAIRICR > 7z 585 L 72

s BOZITRLTAL Y EBERWLERHL -



Consumer Self-Assessment Test
Carotolino | b EmRL S A ET 5

After using the product for 7 days... | disagree | | agree
: kR
my ski ms livel
i ek
my ski ms healthier —
— K%
my ski ms m ttracti —_
...my skin color has improved — 4
— %
...my skin has better luminosity
%k
...my skin looks younger k
i Il 0.5% Carotolino
The product provides immediate effect B Placebo

faE -

BE O DB E: JHEZE (LCarotolinoEARZICHIANE T A X
. BEINT, BA L DL Y BAOIC 7= &I L 7=,



Consumer Self-Assessment Test
Carotolino |Z1biEmadl s 72 &< 5

Would you buy Would you recommend
the product? the product?
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2 Il Agree

3

O 0 Il Disagree
Placebo 0.5% Placebo 0.5%

Carotolino Carotolino
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Consumer Self-Assessment Test
Carotolino |Z1biEmadl s 72 &< 5

Cream with
Placebo Cream 0.5% Carotolino
50 ml 50 ml
Consumer Price Estimation: €17.80 €20.60
Increased Product Value: +€280/+ 14%

TER:

S RBMED A L CarotolinoZ IS 5 & B G D HETE ML 1£14% (2.80€) EF
T3, (BMO&EIR FIE7>7-0.02¢€)

+ A,
A afd.
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Carotolino — Blue Light Protection and a Vivid Look

HELI AR Carotolino
=y SHEH ) —
- HEO®RES U —LA Blue light shielding
. . through carotenoid
o TUFITATVY application on ¥
skin surface ,

; Sy — 3 — sunlight
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accumulation
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|\ ,f%gg) Blue light absorption
A=z through melanin result
_ . in ROS formation
s WZ—T7RTI7~NTTT
Blue light protection
by carotenoids via ROS
neutralization
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INCI: CanolaQil, Daucus Carota Sativa (Carrot) Seed Oil, Daucus
Carota Sativa (Carrot) Root Extract, Helianthus Annuus (Sunflower)
Seed Oil, Tocopheryl Acetate, Beta-Carotene
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