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Beauty Survey: blemish/acne is a major concern in Asia

Top 5 skin concerns in Asia, 2018

Whiteheads Blemish/acne-prone \/ Sensitive
Dark spots Blackheads Blackheads
Thailand |Blemish/acne-prone \/ Indonesia |Acne pits India Dark circles
Dark circles Whiteheads Dark spots
Blackheads Sensitive Blemish/acne-prone \f'
Blackheads Blemish/acne-prone \f Blackheads
Blemish/acne-prone \f Blackheads Blemish/acne-prone \/
China Dark circles Japan Dark circles SI(ZL::: Sensitive
Sensitive Dark spots Acne pits
Fine lines Acne pits Dark circles
Euromonitortt

IAF-RILARZA UK S Tel: 03-5213-5541 email: info@holstein.co.jp

© Mibelle Biochemistry, Switzerland 2020



(T L1 biochemistry
GROUP

R T A A Y — 7B -

« FRTRGWINTIERERICEST
LRIEDBHEED-OIZKIES
WHEL SN D,

« BETHVILOEE:
»>Comedones ([ZET, k)
/blackheads (ERDETH)
PwREEYNARET SHIERIZH
Z3)
> LIELIEMMAA A1) —IZH 5
EXTHIBRELS
>R KE D A BN D ETHR
BW—HNT 9 AFryr—%EL

Al IAF - RILRAA A%t Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biocheistry, Switzerland 2020



fll &Blemishes (RREH¥PHOT )

biochemistry

AMAA A —IZIHY S IAELBR

RIEFRA:

- B

« RILEVLTIE

« SATRBALI(RAFLAR, 54
Ty k)

o SVRIIREE (UV, BEME, #/\1,
)

xternal aggressis v, & 9 — *L ,:'.) —q_&-t 0)1‘ﬂ;{ﬁ‘iﬁf§ :/Z _7_
pollution, smoking, drugs)’ A j&{éfd: 5 - Eﬂ,‘j: :E, 6 < 7:'; L) I&%%’ é
NOFTCRYFRSIZELGHDERE

A

El:uﬁﬁch IAF-RILRBA S Tel: 03-5213-5541 email: info@holstein.co.jp o Vibelle Bioshenist e




Al &Blemishes (lREHMHT ) 2%

(T L1 biochemistry
GROUP

inflammation s NFLARIIZENWTAHBEIDE
d- h, RIBEEEMC ) A—UBR
epidermis "{ o \ w%ﬁﬁiﬁ§%$ LT%T‘\O)EE
A AV FYITDOEM D,
o \° \./'— P.acnes
4 (4 sebum o COBEFETilEEEAEIAEEE AN BN
. L, AIL® bacterium
°%e propionibacterium acnes # &
ebacene S, BEMICIOS IS O=FE
gland E WO =RERREIR EIND RIE
Z5lER T,

i SWISS
Ay IAF-RILREA kR &4t Tel: 03-5213-5541 email: info@holstein.co.jp BEElo EleEE S STl A



0 %%
O| |y H air biochemistry

s BERICEVWTEEMLKRIBIRIE
RASEAEENEE L

s EEEARALIZHMENS

« ERIZEHIEINTI=) NN—FIX
RREZ VI L Tt AEifER 2 D
CYBBRDREPRIBZFES
%

c BEREEENESIFZCHY, <
[ZARYRYLENT-HEREL -
TYNYPORY) 2—LEKRS

jSWISS

ATy IAF-RILRAA R KT Tel: 03-5213-5541 email: info@holstein.co.jp © Wibell Biochemistry, Switzetand 2020


https://www.google.com/url?sa=i&url=http%3A%2F%2Fdiefrauen.net%2Fwas-kann-man-gegen-fettige-haare-tun%2F&psig=AOvVaw0Q5yrjt8l3jAWyHIvev_CU&ust=1588231909687000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCLjS65WPjekCFQAAAAAdAAAAABAJ

Astragalus Membranaceus (F/VFA77F)
— the Plant

mlbelle biochemistry

« 40-80cm [CTHUSZHEEDER

« Leguminosae family (¥ * %) [Z
B9 5
. WIZEO)%SIII\_&._,J;E (GEEIZEZIEL
WRDLIE)ICTER
-%/j»b¢@lm%TéﬁﬁE

[FHBPDIFZEAEDRE L LELIE
ik cTEF LTS

y SWISS
IOUALIT
PRODUCT

IAF - RILRZA K& Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemistry, Switzerland 2020



. CH

Astragalus Membranaceus — . Y.

—_— S /\ mler%u% lochemistry
FET7V T4 TR

Astragalans (7 R ST Y : LHELR)
> HIEKIGEZHET HZEITELT
REMEEFRLSIES

Formononetin ((RILE/ RF2 A4V
7o)
> BRILER. BEBRRIEZH <

Astragalosides (P A A8k
RZY)
> RAE {47 BN

ijswiss -
o IAF - RILRES kK E4 Tel: 03-5213-5541 email: info@holstein.co.jp OB Gl Il ST 2D



Astragalus Membranaceus (F/VF7F7F)
— RD1EF

mlbelle biochemistry

RERTLODEIE

KB ORUNEIR D FIE

Adaptogen (7 # T k7Y R
F L ROEEICHLT D)

hE, RIE, VT ILASEZ
BOZEnESINTLVS

i SWISS
Al IAF - RILRZA K& Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemistry, Switzerland 2020



X
Astragalus membranaceus - -

(T L1 biochemistry

TCM (FEGEHMER) [CHITH2EES

s RLEELGHEEEN—-TD1D

C RONSEQERN, REIRIL
F— %8 B =D HEEET
$2,500& Ll ERIAS AT

jSWISS

QUALTTY IAF - RILREA UK K4 Tel: 03-5213-5541 email: info@holstein.co.jp

||||||||||||||||||||||||||||||||||
PRODUCT



Composition of AstraForce IR biocheristry

INCI (EU/PCPC) Declaration

Astragalus Membranaceus Root Extract (and) Dipropylene Glycol
(and) Glycerin (and) Lecithin (and) Phenoxyethanol (and) Aqua /
Water

EHARTA
BAY)AH9EXRIXTX, DPG, )Y, LVF2, 7/
FoxTR/—)L, K

HRIESE: 05-2%
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Change in auto-evaluation score
compared to initial conditions in %
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":".;;.123!355:"2 14HE T - 21.8%
p<0.05 versus initial conditions and placebo 28 E Fﬂﬁ —G i 37 1%
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Skin Microbiome

« FKALOA®DbiomearE T rIZH
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Epidermis
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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,
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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.
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Swiss Black Bee

BEEDNAINTHF—I VARG IYINF

& L L Thlack beeld
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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-,
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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
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BEIERIENTES,
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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%
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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— ERtEtONMEMEILR=—DH

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



(Tl Y Y biochemistry

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

IQI%\DL{HT T ,f ¥ - 7'-\}LX 9 ,f */**it%*i © Mibelle Biochemistry, Switzerland 2019



(Tl Y Y biochemistry
GROUP

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)
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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
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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:
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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—UDTH—M
A Gel with 1 % Black BeeOme™ pwd, placebo
Efm:  ®EiREEEE (FED ~1824H
BIIZAIAR kLR EE Z % 1=8non-hydrating shower gel ©18 1[5 %%
NG A—Z—: FiIBDTEWL (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
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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
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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

BI5E: EBifF5rE: 1H B D& AOFERMN 51557 1%

3-day-#/Z: SEHRERAL-¥8 (4HEB) D
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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
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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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O— M RRV AW AT TORRGALD
&=

2 % Black BeeOme™

S-746

0 I 1

#HOFEATO 3A#E.

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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O—cRRVZRHAW-ET TORRGEALD
&=

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 DILUHMEE E TP ORE:

“BE| 7 EREAE o 127

‘B E B R TR
“MERBETHULLTY FAARBEEICHIF L2
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2TEALOD
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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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fRs L hRIEIE R TFRER
(A= Z 1k vs H,0,)

2.
8

CAT FTH]
REF:HE5—F Iy ?/iﬁ

e /ns/de

FTH Femhneﬁe{.‘r

profein

:hea )ugubumfoffemhn ‘the major intraceluiar iron stof e,\
(

1dr) irorr) oxidative stress

@\ ROSHEEAE (%)

100
%

H,05 500 UM
0.2 mg/mL 0.1 mg/mL
Benchmark Aonome™

< + 500 uM activeingredient
(7R

+500 pM H.0

\
el Sotaie N A (HE

77
% -23%
vs H,0,

0.2 mg/mL
Aonome™
activeingredient
+

‘u'?-":d l’!’
e

3h with £onome™ active ingredient 0.1 mg/mL & ocmg/mL conesponds E

f ' 101.5% & 3% £onome™
i Oxidativestress (30 min with H
adult (HEKa) preincuba
Benchmark : Ascorbic acid
Fluorescence quantification

iefehce against Hodat sfrass | I\

‘

Epidermal VPrmlnccyies )



ning i 1=84,4:)"5 microbiotic ocirsi=s
AV 0BTk

-‘ BB E DR (%)
Aonome™ (f#A4/—L) . R

MEMBOEFEHTHEDOREE .Z: Wi
ZRIL., AT ROmMN -2 #iE pidermidis
SR i S Hominis

RBI74AAYARKRE= 'n

é. Acnhes
FORE

Aonome™ (A4 /—L)I%. BB
DELEWEDDOBENLZEEEH

M. Restricta
TS5EFF-LRMIE

0 Hours
A 8 Hours
TSF/ YAk WEYEEE 8 Hours

T AU WAEYEEE
TSF/ YA+
Aonome™

i
i N N "" TR i "8
T i
— | ky ! :
> ) ¢ Colonized Human Epidermal Keratinocytes (HEK)

L% 8hwith0.2 mg/mL of £onome™ activeingredient corresponds 1o 3% £onome™
) gPCR



Epifluorescence Scanning Electron
g \ L5 (HEK & microorganisms in green) Microscopy

¥ o ENTSF/
(1o HOTISKINNNIE BB

WEDBERCEN T SF /YA
G k
REOHREEZETTHV—
JLREELTHERE
‘\"l il

"% WEMBEECNT ST/ HAR
! + 3% £onome™

onized human Epiet
with 0.2 mg/mL of 4&q

luorescence microscol



ENTSF/ A EDRIEME
MEI= LB LFonome ™D
12 LS B bEtE DM

Aonome ™I, 38 hizinEk b
EFETHONEISTR/AFTH
BTIEFo&Y2.7153% A,

pii\power iflfouc)r AAonome™

FRAP (B3 1E vs BE M HEK S5510)

7.5
B | 7 +2.7f&
BEMBMER HEK vs benchmark
(7 ILEFY)
WA EEE HEK R

WMEWEFEFHEK + 0.2mg/mL

£ 4 28
Aonome™ activeingredient 0.5 1 i
MAEMEERE HEK + 25 pM 6~ ‘
FveFy \

]
f

* 8hwith0.2 mg/mL of £Aonome™ activeingredie ™

e
»  Ferric Reducing Antioxidant Power Assay (FRAP) f ioxidant power”
J. % Benchmark: Quercetin
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2160 humoeTant ocvizs infoycr AAonome™
DAL AZNR

| ool Aoy EEMES
8.9
7.3
3.0 3.5 f
\ 1.6 £ | !
R“"M A / i e 4
2 A" Tubulin ol ' ; y .

Tubulin a4 Keratin C\

79 ollag A 3 \
£ HOHE LRI envil o PGS SOnliRg A0 " L0

(SF /YA MEERL TS S/ $H)
% 3 EREEBRANONE a0, AL

Hu mk Epidermal keratinocyt v
5 1

Vineulin: protein involved in adherent junction and focal adhesi
Superoxide dismutase (SODI): antioxidant enzyme.
Annexin Al: antiinflammatory protein
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ocy in crow's feet area
(BR) t Bk 447 L TER

BK-61% KB

bt @\ SOER 78%(%) ¢ £y DERE 7BE(%)

A @ Pplocebo 3% /Eonome™ ¢ N @ placebo 3% /AEonome™
5.2 e
E V'S f

1.5 o
4.8f
vs placebo b pI:cebo -17 4%

act Ne mgredlen’r)
OAge' 40-55
OCreom with 8% Aonome™
® Twice a day for 28 days, whole face
®Fringe projection by:Dermatop



gacy in crow's feet area

(Eﬁ) BX-15%: SQ

| 1 ‘ X -13% : Stm

o T S IUE AR (%) A st
\lS &  Placebo 3% Aonome™

., oSN T L

g 33 Q3 f\/ w\/ ]

‘ " 5
& ~ \ ST: w—jwﬁ g A
B - 4.27 -$5:8% _ '
VS placebo vs placebo Stm: Hil‘lflﬂ&ﬂi{&{l_@ %
-3.9% -2.5% -4.3% sQ: vvw,;ﬁéa)ilitﬂﬁ

o Ne mgredlen’r)
OAge 40-55
. Creo.m withi3% A£onome™
® Twice'a day for 28 days, whole face
8 Fringe projection by Dermatop
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| Stm: B8 i £ B {80 o132
sgeff' Qcy in crow'’s fetzgiE o];%o gl <y |

1y
:Ig ,@\ 3% Fonome™
-22% B LI DOEHHE
1
0% T ELIOEH /

-8% ST, -11% SQ, -9%
Stm

volunteer No.23(50 yearsold) y

1 ’reersgwn hel Wy
3 ~',"fr' '

) ap plled plocebo ond%
o plled acftive ingredient)

S Age: 40-55

#Cream with 3% Aonome™
sTwice aday for 28 days, whole face
® Fringe projection by Dermatop
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$ ‘_»ieﬂif:ocy in forehead area (%§

3% Z£onome™

-11%
Y DRS

[ |

280 % Volunteer No. 9(54 years old)

: 3% Aonome™ ‘ o
’ -27% i AT
LI DFS 4050

s Age: (JO—SS :
w S Creamwithd%
N AZonome™

volunteerNo.35(53 years olg ®Twicea doy for 28 dO\/S' #
whole face

® Fringe projection by
Dermatop

28H 1%

m "‘2’:,



55 \efﬁ‘:ocy in forehead area
Pt € ) Bk -85% : S UER

=X -28% :Stm
(Stm: BB {EEBIEBOF9E)

X

Y

LOmIR: 288 (%)

3% A£onome™

) YIDORE: 28A# (Stm, %)
&

Placebo 3% A£onome™

Placebo

ip<0.1usplacebo |1

pI|ed plocebo and 20 opphed‘

OCreOm WITh 3% A£onome™
®Twice a day for 28 days, whole face
® Fringe projectionby Dermatop



T28 days
T28 days

volunteer38(41 years old}: -

Ll ;
, *‘ '7;' bpﬁ?bd pl@cebo and 20 opphe
4 active ingredient)
ge: 40-55
® Creamwith 3% Aonome™
®Twice a day for 28 days, whole face
® Fringe projection by Dermatop
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$S »eﬁif:ocy in cheekbone area
g
!

(ﬁ) B K T7H#RIZ38% RIEHHE
K% (%) L. 28H & CHIEME R
\ & Placebo 3% A£onome™ 3% A£onome™
(responders)
13.3%

L

Fonome™ (ZIXEIE KU i
A MR R B D,

T TR Y

eers with healthy skm%"ndmcn

- o
s W
Gyl

***p<0.001vs TO
*p<0.05 v TO

N

2 Age40-56 |

"C Créam with 3% Aonome™
® Twice a daysfor 28 days, whole face
8 Corneometer® to evaluate moisturization
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KBRS
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& Placebo (0-28H) 3% A£onome™ (0-28H)

35.8% 50.4%

2.6%
v — 1.98
i < T
14.4% " i
7.4% B
ERIRVHE  RET(OIVAR  aUFAOTUDLR 2.9%
HRE=R TFORE

7,000 ) R B B AW B D5 REM L.
N B ERLEOBESEREL

0. 20|opphed plocebo-!m 0,5

‘applied active mgredlenﬁ @"“‘
‘ ® Age: 40-55
Gttty M £ ® Cream with 3% /EonomeTM
?‘H

Staphylococcus hominis: hos

aureus & associated with skin- : v

® Cutibacterium acnes: associated with skin.condition of acne ® Next Generation Sequencing
orynebacterium sp: associated with skin moisturization (NGS) for 165 rRNA gene

® Twice a day for 28 days, whole
face
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INCI: Bacillus Ferment, Water, Glycerin
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100% K # H3 (1ISO standard 16128)
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AgquaCacteen™ L holstein
Soothes and hydrates women’s and men’s

COSMETIC

I&EKI nI4 FRILRAA R R Tel: 03-5213-5541 email: info@holstein.co.jp @lietla Gy, S 200
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Opuntia Ficus-Indica: Skin Soothing &
Hydration A D # R R 44

- BRIREEH @G ANE BEOFIL
D, mEEAL)ICHIENS

« FoodJ'L—K (&%) &#

« AXVIODGIHERLELTROITERET
FASND

- Available source (EXGZ TS0 7—3
~)

§ SWISS
. IAF-RILREAU#A Kt Tel: 03-5213-5541 email: info@holstein.co.jp @lietla Gy, S 200
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AquaCacteen™ ;&4

Soothing: AlOERE #EHAEND
DARLRIY—h—EZETaYY

Hydrating: K¥EEMEZE=EH
Protecting : SV EBRARL REFH5

DIREE: TR/ AR ESDUEE,
Z ¥

i SWISS
QuaLimy. IAF-RILREA RS Tel: 03-5213-5541 email: info@holstein.co.jp © il Bledianlisiy, Swiei 200
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AquaCacteen™ M B

Opuntia ficus-indical D FZ IR EEIK =

B 5 R
v
ifes
v
bl
v

AquaCacteen™

§SWISS . . . .
ouAt TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp Wil e iy, Surieeiiavs) 20
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AquaCacteen™: #HfK

ZHE ERIY, DIR/AEAEE
SRTILAEE:

Ca* 185 mgll

Cl- 423 mgl/l

Mg 2* 1200 mg/I

SO, 2 895 mgll

Na* 1050 mg/l
REYETHIEL D UBEER

A

§SWISS
s TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp Wil e iy, Surieeiiavs) 20
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J—KF¥&: Piscidic Acid(E< o %)

. EMHDFe 2+ / Fe3+ FL—RH

\ o Al DFe2+FL—rEITHS Ferritin
\ \ OH (ZxVF2) IFUVEB ST THfiESND

o iEHE Fe /AU IXROSOM R ZESIZHES
HO R

= ES UV Fe iR RIZ &> T
ROSHEZHEET 5

HO

Molecular formula = C;,H;,0,

§SWISS

WA IAF-RILREA kRS Tel: 03-5213-5541 email: info@holstein.co.jp Oizels Elfienliy, SiEeio 25
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AquaCacteen™

EHARTEBH
AquaCacteen™ (standard version): # 7 F 7 IV RAVDhEIXR T2, T/
FoxIH/—)L, K

AquaCacteen™ O (oil-soluble version**): #Z T F 7 I4 D RAOHEI XX M) (AT)IL
BIHTIVE) J)E)IL

AquaCacteen™ nc (ECOCERT certified* version): 7 7 F 7749 RA P HhEI XX J
2., K

HRESE: 05-2%

* Raw material certified by ECOCERT GREENLIFE according to the ECOCERT Standard for Natural and Organic Cosmetics available a
www.ecocert.com/cosmetics
** Raw material approved by ECOCERT GREENLIFE in accordance with the COSMOS Standard

§SWISS . . . .
ISF?@D“JCVT TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp Wil e iy, Surieeiiavs) 20
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BURAN, BERIGKRE

o THED60%EBHEDIONIZE S HNBERINTHSEZRBLTLNS
o AFBEL

- EREMERE (A, B, A%, K, AL R) ~D & E| 2

— FIHOBLYELEH, B, FRBEEVN-T-BEEREFE]

< Bt BRIRE, YELE (BRECESY) DRILEDMOEFIFA
DEREZBLSEDERIZH D

§SWISS
s TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp Wil e iy, Surieeiiavs) 20



biochemistry

Irritant

Mast cell

CGRP: Calcitonin Gene-Related
Peptide, RIMEIC&>THEESH
Z3)

§SWISS
s TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp SIS Beeimnky, Sy 200
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RIBMSCCGRPODREFET

Depolarisation

R

- Za—AADHILL I LD

ttl

JIL

BRIES
—a2—A A CGRPZHH

o

I IAF-RILREAU#A Kt Tel: 03-5213-5541 email: info@holstein.co.jp ©Mibele Biochemistry, Switzerland 2019

—
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AL RAEF (CGRP)DRHZEE

300
250 ﬂﬂﬂﬁ
T -  REZL—OV-4FSF/HAb HiE
> 200 = =5
Q. 5y A
£ -
_§ 150 g -KﬁT"f’r/
Lg"; 2 AquaCacteen™ F7=[% Lidocaine&
& 100 S DAV FaR—3y
§ 5 s NWTHALUTRIE
3 « RHEESHIETREEREAT I —
50 [— % 4— CGRP (Calcitonin Gene-
£ Related Peptide) D E &£
0 - S-09
Control Control Lidocaine AquaCacteen

i SWISS . . . .
QuaLimy. IAF-RILREA RS Tel: 03-5213-5541 email: info@holstein.co.jp Bl By, SEeizid 20



Control AquaCacteen™

Film 1 contral medium Film 3 Aquacacteen (0.33%) S-098a

HEBTHIY:

o BIR—UDREBRERRDRERT 1 LilfaEE

o BBRMENT—H—BEIMROFRM. £1-IEL AquaCacteen™ +,L<IE Lidocain&® A0
o BEWMEEFAL ORI DOERIES(EED S ()

§SWISS

il IAF-RILREA kR K4 Tel: 03-5213-5541 email: info@holstein.co.jp @ Rlizale BREET Ty, S 260
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- Control

Lidocaine

~

biochemistry

]

f
f

fuoresconce of active neurones cellular bodies
{UA)
g

-

s W u 2 0 0 ] I *®
Time (saconds) )
Capsacin (10°M) stimuation Capescin (10°M) smussion

g
—

m'ﬁq uaCacteen™

W

) ey
SR,

8

Fluorescence of active nourones cellular bodies (UA)
2 =

2

o

Time (seconds)
Capsacin (10°M) stimulation

i SWISS
Ui IAF-RILREA RS Tel: 03-5213-5541 email: info@holstein.co.jp

PRODUCT

8 1% £ 2 @

Time (secands)

S-098a

© Mibelle Biochemistry, Switzerland 2019
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UVERST R DALD 5 S

M Placebo M 2.0% AquaCacteen

25
20

g 15

E -

< g

S 0 f ]

- SEERERAI: BIRIA A

£ : WEREM: 208 (K1)
5 & WERE W 18-60%

ki G 1H2E. 148
0 5 ! sorg TSR cutometer
Day 14 Day 17

§SWISS . . . .
o TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp © Mibelle Biochemistry, Switzerland 2019
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REIBIDR—200 G R

M Placebo M 2% AquaCacteen

Y W

5

£ 40

)

&=

3

= 50

z - &

2 40} E -

o 5 5

© o s

e 8 3

S ole e SUBREREL: RTBEPI

3 E WERE R 204 (10 BHE/10 & i)

[T g WERE 4R 20 — 555

5 i < A 1826, 98

g 3 3

% 0

o ZRLR: 2% SDS /$wF, 24854

E 10 stz S HTH# 3’ chromameter
After 1 3 5 7 9 10 Days
SDS

§SWISS

s TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp Wil e iy, Surieeiiavs) 20
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BEDAIFERIYICE>TERALIZES

BHEOMEEEDINETELS
(KYEL, =<, HoEN) A ERIYD#REYRLIC
FOTERAIZED

®HY
/ \
SC(AB) LA DkRE NEE
\
¢ R

AT HEESND

y

‘ RIS Bk, SR + B

§ SWISS
U IAF-RILREAU#A Kt Tel: 03-5213-5541 email: info@holstein.co.jp @lietla Gy, S 200



(Tl Y Y biochemistry
GROUP

Y ROEHAROILFFNR

Untreated @ Placebo M 2% AquaCacteen

9.5

// \\ \ SUER AL HT
’ WEREH: 208, Bt
\\ HERE W 35 — 655
75 B BY%TCOEE (1E) B

Redness (parameter a*) in units

£ ARLR: S1—E LS o —LEFRL
l i THERDAHIVY TEHIY
7 N sre S HT#E8: chromameter
Before 0 30 60 90 120 150
shaving

Time in min

§SWISS . . . .
s TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp Wil e iy, Surieeiiavs) 20
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II TR TLAZRIE

Untreated B Placebo  01%AC Mo05%AC l2.0% AC

20.0
17.5 -
< 150
é 12.5
13 10.0 .
% 7S
2 5o ; .
S ERBRERAL: AT I
£ 55 WERER: 2048 (&)
WERE FHD: 23-495%
0.0 L i S 181[E, 1485H
T #4$88: corneometer

Day 7 Day 14

*p<0.05 versus untreated
**p<0.05 versus untreated, placebo, and 0.1% AquaCacteen

i SWISS . . . .
RN IAF-RILREA RS Tel: 03-5213-5541 email: info@holstein.co.jp ©Mibelle Biochemistry, Switzerland 2019
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AquaCacteen™
BRR
RIEALD L ER
‘Rinse-off L7 TOFATLAZER

ZRELTSIESHDD

it FH
5. "/ «Face care

g | /f” ,; » Body care

‘ ' \ » Sun protection creams
e | \\ - Bath and shower gels
:// 4 ‘»..; ' N

* Men’s care

§SWISS . . . .
s TAF-RILRFA%A R Tel: 03-5213-5541 email: info@holstein.co.jp Wil e iy, Surieeiiavs) 20
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=Y T4 LDF R

\ - ECOCERTERiI4A 7

L' (AquaCacteen nc) %Y

s WMADDA—HZYILLEFLEIT
)

« Rinse-off& leave —on& Z AN A

FERIERK

( .« 3inl: soothing G &%) —
g / hydrating (RiE) — firming (51 Z##

"/\' | »)
L R \\\

BHEONTEHLHBREH
Q J

§SWISS . . . .
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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 IdE2ECBD (A F+EYH — ) 2#E2E 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)




BLSTiEE HK

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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CM-Glucan Forte Molecule
Carboxymethyl 3(1,3)-(1,6) Glucan
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1. CM-Glucan Forte M1 fE{ER D LM

IL-1la (Interleukin 1- a)
© REDFEE, BOBIMEDREZES
e LFR#EIZEYDMEINS B Reconstructed human oral

epithelium (RHOE):
RYh—RRr—rELET
e ORETSF/ HA
(NOK]}::2-3

HBRTYA Y

« Reconstructed human oral epithelium (RHOE ; B#£ t O LK) THRER

+ CM-Glucan Forte# BFTBIICAML - EEZ6BE T LA o F a2 R—F+F 5%

« RHOE # 0.2% SDS (RIENiEE) & CM-Glucan Forte TS >FaX— 3>
AEWE: 0.1, 0.4 or 2.0 mg/ml CM-Glucan Forte

HBRNFA—F—IL-1a DIH
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1. CM-Glucan Forte QInXEER
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Inhibition of IL-1a release
compared to control in %

=4
(@]

CM-Glucan Forte & IL-1a
D% 46% FL &5

0.1 mg/ml 0.4 mg/ml 2.0 mg/ml
Concentration of CM-Glucan Forte

*p<0.01 versus control

|85 T4 F - hzs 4 RS
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2. CM-Glucan [dB#fifg D IgE i Z #

o IgE FFERREFIHT 5=-HDICEETHD

- BEEIGE TT LILX—DRRA LGS
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HBERTYM
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cells
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% 26% HIfl9 % s
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40

20

Inhibition of S. aureus adhesion on
reconstructed human epidermis in %

S-428)

0.1 mg/ml 0.5 mg/ml
Concentration of CM-Glucan Forte

*p<0.05 versus control
**p<0.001 versus control
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Placebo 0.1% CM-Glucan Forte

0 T 1

Decrease in TEWL compared
to initial conditions in %
o~

Day 14 Day 28

*p<0.05 versus untreated
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" Placebo ™ 0.1% CM-Glucan Forte

40 54520

* %
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30 15
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ared to

p

initial conditions and to untreated in %

20 u 10

10 5

Increase in skin hydration com

0 : L 0
w Day 14 Day28j\ Day 14 Day 28 P

Hydration Smoothness

*p<0.05 versus untreated
**p<0.05 versus untreated and placebo
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6. CM-Glucan Forte [ EJ[E % D6HEIX D ER

7B, 2 43 B

FEEXRIZE LL10AI1Tx L CERRKRRER 2

Bl

AERE A

Emulsion containing 0.04 % of CM-Glucan Forte
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Eczema patch|ZT 1H2EI%7HFE

faR:

CM-Glucan Forte [£7 FE—MHREXDGEKDERFZE R L=,
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+ RO IREBINRE: 70%
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[ Initial conditions

Self assessment scoring
of skin parameters
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| 5566 |

Itching Irritation

*p<0.05 versus initial conditions
**1<0.01 versus initial conditions
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Tension

Dryness

Redness Roughness
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Enhances cell nucleus function for resilient skin
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[ 0.33% P Patens extract M 1% P. Patens extract

S

Young cells

RanBP‘I7

Lamin A

il

]

Old cells

(Tl Y Y biochemistry
GROUP

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

© Mibelle Biochemistry, Switzerland 2018
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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

Zit. 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®.

© Mibelle Biochemistry, Switzerland 2018
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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

(BREE) 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

REBRTHA 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
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[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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LU holstein

IRIRZEAE~ DR D E s

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

(Tl Y Y biochemistry
GROUP

°

-~

[

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
1B 2EIRTBED REI<#E/m, 28HH

TEWL (tewameter)
LI MDES (PRIMOS)

© Mibelle Biochemistry, Switzerland 2018
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—_ holstein

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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—_ holstein

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 7R
HERE: 23 (&, 395% — 53m%, T14: 45.47%)
oA 1A2E %1480, EEO* 5%, TR EEERDOL 5+ 5 (CEA

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

FEREBEDALIINDZEE - EXEERNDAE L DRIDRHGELIZIES LT
A=A A

INGA—R—:

« /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

(Tl Y Y biochemistry
GROUP

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

A DB F %
> 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

(L] JI Y biochemistry
GROUP,

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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(L1Y:II-Y biochemistry

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

§ SWISS
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Alpine Rose Active



Alpine Rose Active
Clearing age-promoting cells

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp

biochemistry

AnALIN

BSB Innovation Award®
n NATURAL /
—_ Products 2020 ORGANIC COSMOS

2. Prize Category Most Innavative Raw Material COSMETIC APPROVED

— holstein

© Mibelle Biochemistry, Switzerland



Senolytics (Z1tifliabrE=)
-7 oFTAD a0 01T

biochemistry

BERANOBRMFMEIIESEBERRT 5125
NAS—HFUELEDEEZE->TIS
ABEIELEBEDUV., FEYMEELE -8
FLRIER FLRERZITSH E N ORISR
FELT S
Senescent cells (ZL#f) (X £ I1EOEE
LEWATRATIREE I MTEENLT NS =8
“zombiecells (V> E#IfA) ” &L iFEIEN S
. o EBEHRMAIETRF—CR (AR FRET D
= MERREEJOy Y LTEESOHKRZREET

- Cytokines and 6

. « other inflammatory
R 3 molecules
i b

P Se.n escent fibroblast ‘“
Healthy fibroblast o

Epidermis

Dermis

&
A
p

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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Senolytics:

ZltlREMREZIFEELTANZESNANICT S

- Chb Y UEHR FIREZRETEHITFIL
NFEDWLEABEOMBE~AZEES A TElLS
3%

£ « BVABTEEBILEBITEEREL R T LIS
2 £oTHmYRINE, ZLAOR FLRESL
ZTATIEEEMENEREIN T,
i .
} > BRI RAE
é - R -, L Cytokines and 9 4 5 _b‘: >ﬁﬁgo)1ﬂﬁl: cl: 2 T%1t5@*§7§§%1t
; | e 3dond
VA . > NENORZ
/"‘”’;‘ 1"“ Se'n;scent fibroblast \"ﬁ"s\
Healthy fibroblast _’iﬁ

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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Alpine Rose
RULREHUGERAARTIL T REYIDLD

(T L1 biochemistry
GROUP

« Alpine rose (Rhododendron ferrugineum) [£& &
KRN DRBMER A XTIV TREHDLIDT
Hbd,

« Alpine rosesl& 7 L TR 21+ T < ¥ 2 5 1LAR.
ELx—WAik. 7= ILARY®2,800mE TS
HAOBETEKENDZ LWLIETEEFT HEKEKR
—6&60

« FEBEITECEFLIMEMTIOOFLULEESZEMN
AIgE

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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Alpine Rose
RULREHUGERAARTIL T REYIDLD

(T L1 biochemistry
GROUP

Alpine rose DI (T IEFE I L LV =8, Mibelle
Biochemistryft & X 4 X 7 JL 7 X Tsustainable
wildcrafting (YR T 14 FTIVEHERKA) (C
FOTEELGEZINEL TV IERERLHD
LTL5,

NICE > TRGRENRLIERITHEALGUVE
BEEFESBARERFIZCLDIRA LR ERITTZ
YN o DEDOHE ZREEICT 5,
AMLREZIT-HEMIBRETEE SINTHEY
LHBLTIYVEREOREE _RKHEY (7
FTIETY) 2ERTHIEMNTMh>TWS,

email: info@holstein.co.jp
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Alpine Rose Active

#H A

SHSRTAH
ARTYRFAYIIAFRVLIFR, YYD, K

INCI (EU-Declaration / PCPC-Declaration)
Rhododendron Ferrugineum Extract (and) Glycerin (and) Aqua / Water

COSMOS approved*, Ecocert certified**

HREESE: 1-3%

* Raw material approved by ECOCERT GREENLIFE in accordance with the COSMOS Standard
** Raw material certified by Ecocert Greenlife according to the Ecocert Standard for Natural and Organic Cosmetics available at www.ecocert.com/cosmetics

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp

j SWISS

QUALITY © Mibelle Biochemistry, Switzerland
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RINTDAILERZILIE
- R ELED T —H—

biochemistry

UV radiation

Pollution I Oxidative stress

Protein +ﬁ Carbonylated protein ————  Accumulation of
carbonylated proteins
Alpine Rose Active
@ 0

Healthy fibroblast Senescent fibroblast

UV, FROME. BEHR, IEZDE, FEMWEE V- -REX L ARFILESERIE (reactive oxygen
species ; ROS) #ESXIE TR VNV EBEVIEEXBRILSE 5,

R AVNRVEDODANERZIE ; REEELGR VNI EBEDIETHHMIEEHNLID
> AIRZIER IO BRY) VD

> T, MBREUIER

> HREBAEDREIZ K DEZILDIE

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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2 UVEBEHZ K B2 /N0 BHILR=
JLIED S DIRE

HERE 124 (&4, B A, 40 — 545%)
R 2 % Alpine Rose Activefit &% ') — /s, placebo
B 182[E, 14874, #TkER A

REOZERDEIZ10 J/cm2 UVASLRE ST

I\ A —% —: Suction blister#ffr: Suction blisters (3IKIES) Z4EY . suction blister fluids

(ZBIKIEDKR) EED. ALKRZIEZ VNV EEEZBIERA ML
ADY—

$1—& L TELISA Kit TH#f

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp

j SWISS
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UVEBETIZ K B2 /N B HILR=IJLIED
> NDIREE

biochemistry

M Placebo M 2% Alpine Rose Active

20

15

Sg a HILAR=)LE S >89 & EIFAlpine Rose
8¢ | Active# %% L =B DIRE KIS RICTEL
I <AL=
Lt . g > UVAICk BEER FLRISK>TELD S
= A= DREHR
58 I - Alpine Rose ActivelZFEIEh 5 A% F5#

£ : EXC)

-10 V.

*p<0.05 versus placebo
IAF - RILRAA R4 Tel: 03-5213-5541 email: info@holstein.co.jp
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HREBRTHA

ik R
EEE
(control)

RITALEE:
BOES

e

NS A—H—:

=

S

H,O;-induced ;‘ } Treatment

senescence + Alpine Rose Actxve
» L > @
=<

\‘/

# - Healthy fibroblast
<@ Senescent fibroblast

EH b BRI i

A Alpine Rose Active®Senolytic (1t
HMREkRE) JEIE

-

- -
\\L 7,/
Senolytic activity
Number of senescent cells
in relation to total cell count
has decreased, healthy cells
stay intact.

biochemistry

1 % Alpine Rose Active, Navitoclax (Z{L#IfAREZEE L THM LN D), RANE

H,O, THIRBICR LR EE X 5> Z1LEEE > LM SRR & BRI M

Y & MERaEE
AMER/ML T8RS v Fax— 3

IAF-RILRAZA UK S Tel: 03-5213-5541 email: info@holstein.co.jp

j SWISS
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B & 2L HIRa %L (B-gal-positive) THLIESHR (senolytic activity) B AL 1=

© Mibelle Biochemistry, Switzerland



Alpine Rose Active®Senolytic (Z1{t#Aia
fRE) &4

I LIY biochemistry
GROUP

— XHIFZLHEZEET

1% Alpine

Control .
Rose Active

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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Alpine Rose Active®Senolytic (Z1{tH#liia
fr&) Ei4E

biochemistry

Senescent fibroblasts M Healthy fibroblasts

120

R 0%

g 100 i?eicem cells

T
52 = T T AIpine Rose Activeld i B 73 #R 4 3F #Ra %41
Es o 3 FEE%E 52 FICR LB FRRRDHEE
=5 L<mdEEr
U,‘g - - Alpine Rose Activel& & #fa st 0 & 1L

% A% #64%EA 1=

g‘ 20

0 1 23
Control 1%

Nawtoclax Alpine Rose Active

*p<0.005 versus control
**p<0.0005 versus control

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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‘ ALGE 1 & FRAHDRE

TRERE 444 (X4, 40 — 65%) BICFKFAH#DH D, 2T L—TI2H1+5

R 2 % Alpine Rose Activefit &% ') — /s, placebo

iR 17 )L—TJ1&2 % Alpine Rose ActiveBt &0 ) —LZEZEH L. 3 5—FDY
IL—T 1%

TSRy ) —LEEM, BELAKICLIE2E, 28HM
NS A —4A —: Skin elasticity (Cutometer)

Skin redness (Spectrocolorimeter, macrophotographs)

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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Skin Elasticity D E

biochemistry

B Placebo M 2% Alpine Rose Active

20
% 15
g2
s
28
gz W
3%
g Skin elasticity [£28 H #%(216.1%
i EtELLMLELT
0 ' axd

*p<0.05 versus initial conditions and placebo

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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Skin RednessD %=

biochemistry

B Placebo M 2% Alpine Rose Active

0 . T 1
& 2
2 o
8%
65
piS
38
£ 0
SE
5 8
< - —_—
S , Redness [$14H#128.4% & & L
R LT
-10 S-852

*p<0.05 versus initial conditions and placebo

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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D FAHDREIHE \

I LIY biochemistry
GROUP

Before After 2 weeks

S-852

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp
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Alpine Rose Active
Anti-Viral Effect against Herpes simplex virus |

L

Alpine Rose Active

Rtk

Vero cell cultures (epithelial kidney cells)
RBRTHAS

1.Vero cellsZBZEE TE <

2.Herpes simplex virus type | (HSV-1) IZ£7; % BE DAlpine Rose
ActiveZHZMLTI LA oFar—ay
BTLAVvFan—kLIzT a4 LR EHREEA~RM

4. 4R, FERREHMAG Zcristall violet TR B

5.Plaques ((AEB) Z#Hho Vv k
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Alpine Rose Active
Anti-Viral Effect against Herpes simplex virus |

—

7 4 JLRDFHDControl
- plaques

HEMIT XX TRINEB L= 1 LR ZFFHML 5SS
- anti-viral effect

ﬁ Anti-viral activity (%)
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Alpine Rose Active
Anti-Viral Effect against Herpes simples virus |

120
100 & . 2 @
£ o —
/ By 4 L RSEEDRH:
‘;:? @ / Herpes simplex virus I C®Plague assay
l
I/
g . . , | 0.1 pg/ml T™ 4 LR EH £ (<A
0.000001 0.00001 0.0001 0.001 0.01 (%HH@%’IE@ L/)

Concentration of Alpine Rose Active in % $-295
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Mechanism: Inhibition of Virus Adhesion

4 JLA (HSV-1) &#(C

A FaR— |+ LT-#8,

7«4 LA TR REICRE
(a>vbkA—)L)

0.02% Alpine Rose Active T
BIALE L= 4 LR (HSV-
1) EHITA o FaR—F
L f=H#ERa,
—HREA~NDREL L

4 LR : F (HSV-1Cy3%£)
Mtz - § (DAPIZER)

jjSWISS
QUALITY © Mibelle Biochemistry, Switzerland

PRODUCT



Alpine Rose Active

biochemistry

Hi®

- ZltHREOKRE

o OFRADHE EAEADR L

- lORBOERY

 BAERXR FLADGHAAR /N HREE

« Herpes simplex virus | [ZX 3 B$1 1 L
AE (ZDMD 4 L RDAA~DRER

IEHRELHAFTED)
I AR

* Anti-aging formulas

* Photo-aging prevention
* Sun care products

* Protective skin care

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp

jjSWISS
QUALITY © Mibelle Biochemistry, Switzerland
PRODUCT



Alpine Rose Active
R—7T427 LDFR

biochemistry

o t#RTISOOELHEREES

s HHOF7UFTIATVSa ETH
+ COSMOSH &2 L ECOCERTEE:

s TJAILKIST b, RAREAE

« 2nd Prize at the BSB Innovation Award in the
category Natural Products — Raw Materials

E’Eb“EERT BSB Innovation Award®
RAW MATERIAL NATU RAL
Products 2020

Epopigl\gg COORSGR:EN‘I!% 2. Prize Cmgnnr Mast Innovative Raw Material

IAF-RILRAZA %K S Tel: 03-5213-5541 email: info@holstein.co.jp

jjSWISS ) )
QUALITY © Mibelle Biochemistry, Switzerland

PRODUCT
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A RETREAT FOR YOUR SKIN

-

Marine bio-research, more than water °i‘\
¢ Ocean, HiEMDEHE, [Ff=ot=5%BRENELEFTHY, TEELRBEEOHHM
%0\

o BORSPBAIZEST, EONMEML I EOBEBNE L DRB BN
T3

¢ BIRBELE AL, LIPOTRUERZFHRT V77 RHADKIRDIGENRM ELTHAE
VORBEDIALYLIVEFRALTNS

22,000 KL L OWEMDFE

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

W EBICFHOFREDHIT 7T I REREELELRSA T

'aY C
LIPGTRUE
[Eppr— * Courtesy of IMEDEA: Arthrochnemum project, 2015
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Malaspina expedition, inspired by history %‘\

1789 DHEADFEIRICRIH S, B
FIAEM THR P OIKIZ LM

(f

> 42,000 &8 LU E D E K

350 LI L D#EKH T ILEERER

(f

120 Ll E DRI D E#E H A

(f

(f

BLHFS, BE B RELRE
=LA

Courtesy of CSIC: Malaspina expedition,
2010

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

© HTSH#7 T MALDI-TOF MS&16S ¢ FSURIVTREHOR(EBEFE)ZRHNT
ribosomal RNAS —% T2 R A 1= & I I D BEEE S AT

SHEBLEMRODBEERE
O RUKBITE=HEEZLOHRTIT1TR

O ARAOSHTR (REPE) ICEHHEMO $1£55=HDOSmart data
FTAM &t BT
O 2DMELEK:

> REOERAAN=XLDORE

> BEDERAANZZALIZHT HRR
NMET OT4TRHERTE

D/QM E# DPhylogenetic -
= tree (Rt

LIPCTRUE
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Pauseile™, a retreat for your skin %\

Pauseile™ [IMalaspina EXEHFIZTE—Y P RE (1 UFF)
TERURESN-EMREDTIT14IT ) ALFERTH S

IKDEPE4,000mELED
FESDEZEDEETHL
TIF. ENRFENKFDE
Z1EY L7

MEMIITEEEE, 5 E
IN:

RBE:3m
i8:25°C
BELA)L: 3.5 umol/L /

LIPGTRUE
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Pauseile™, a retreat for your skin AN fﬁ\ .

ALK S EREL. softness & radiance £EHE T 3 RENREELTHE
N -OROELEE) bt

\‘ © MOBEEY vk (TEMT
‘ +40%, in vitro &in vivo)

o NMNYT7EFE & K%
T—Xb (24858 T+14%, in
vitro, ERAILSYVE R, & in
Vivo)

© W AHZEE (in vifro &i}/

Vivo)

LIPGTRUE
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A worth and needed reset %\

> H1it-
DAL
Y/ S
Y E
BitE
El{89
Af=8IZ
REH
R

LIPGTRUE
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Hydration matters ;\
Stratum Corneum (SC; AEE) (I ENLEYZE/N) T TREDSE
B ORAFT RED REHIEHT S

© XL R
¢ ERARZE
O NEEEZEL

iy
~
~
~
-~
~
~
~o
~

~ -
~ -
S

| . 1 ks sk
L i1 K
RS B | ks R
LIPQTR‘-- =
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The brick & mortar model N
TS5F I AMIBRERNSSCADRDPTHILT S
H Cornification (84t) /keratinization (A& 1k)

O HERE T RSMELERALZALELEREL-AE#MR(EILZIL

LY Y AEYAS)
‘ > SCHBDT=-HDLUH,
IEE=ZEE (lipid envelope)DEILZILHIZ BILSILETIL
HHAFENTLND
Cornified
envelope (£
% | Eig; 22180

LIPCTRUE
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Proteins in the cornified envelope |\

AEMREIETIFUENMFGFTHEIZSN TS
v AEREBRIETHHIC

B VARYISND
Ssesesat>, .
—— \ Fatty acids/Cholesterol
AV P 1V a\cﬁf,;:;::i/
- v REMRE & /T B

7 " Filaggrin
S
~ Jferating , o

* AithoFoF7—LEIz&
BHHiE

%R NMF
v SCEHE & ExtH

vV KADEE

v KOSDUEDITERE

v I\ 7RIS E v OB pHD# %

LIPGTRUE
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In vitro efficacy: transcriptomics by Dermoarray [

(fluorescence)

MRENRERTSF /S A1

0.05 mg/mL Pauseile™#*

24 AV FaR—bk

AR THIRT H600EEF GENE EXPRESSION INCREASE VS BASAL (%)

v Loricrin & SPRR1B BIEZFD  smimanera hm
£ 75%l1H— Cornified
envelope (A{tIR) ZR Rk Loricrin

(f

(f

(f

(f

607

v Fildggrin iﬁ{i?%ﬁd)i% Fisgorn ([N 2+
—FilaggrinM 8 1E TNMF 73
%tﬁ%‘“ﬂjéhé keratin 10 [ 2%

v Kerqﬁniﬁ{i?o)gﬁﬁ—)im Keratin 1 F s0% )
YL s T I

1

I_ | P f\-l- R C “This fest has been performed »  Microarrays can be used to study the extent fo which
e I without solvents nor preservatives certain genes are turned on or off in cells and tissues
[ ———
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4
In vitro efficacy: hydration enhancement W
(ELISA)
¢ MRENRETSF/ AR
O 48FFfElAM ¥ an—k
© IRYR (405 nm)
FILAGGRIN LEVELS INCREASE VS
BASAL (%)
0.1 mg/mL
Paﬁ;r"e‘?j';ei?ive 116.%
v 36% Filaggrin L&
(0.1 mg/mL vs rovsicccive. | 7
bGSOl) N ﬁ&*ﬁﬁ% ingredient
SRIEL TALK D &R o |
ingredient™
v Dosefk#FHIZIE
| ***p<0.00

o

&0 100 1

L | P O _l_ R W, E *This test has been performed
[ TR——

without solvents nor preservatives
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The lipidic mortar |\

EILFIVETASHRBEXRDIEE S EGTHAENSATIR
CORNIFIED ENVELOPE /

. N . Ceramides
b -
- Involucrin
SPRR1B
Loricrin

Filaggrin

Keratins

viEgEIT o R_An—7
VINYTPHRAFRE A5 BE
v'All pH

fEE :+Iﬂ!1!iﬁ ‘ TEWLIZX 3 284/ )7

KR
po BISHABRON- AR SR
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Human skin explants efficacy: sealing the

skin against water loss (ELisA)

O EFEESNMER SORDKMHERE) REEBE
¢ 6 BfE

© Cream with 1% Pauseile™

CERAMIDES INDUCTION VS BASAL (%)

Té days

1% Pauseile™ 1:19“7-

Té days
Basal

0 50 100 150 ***p<0.00
1

v 39% Ceramide LA L[ E vs basal

— KODES. BHHFELMUEL

LIPGTRUE

PAUSEILE"
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A
e
W
4
Placebo
%\’_{XW"/

1% Pauseile™
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Hyaluronic acid in barrier function W

E7)LOVEE (HA) ZRATATFr—F T 5=HITKOKREFEEIC
WMYBEEN TS (REDFIRD 1,000 f5FET)

VEREHPD 50%iELY HA HSCH
TERINTWLS

v K5 R EF
VIASBEDEELDHEERR

\
SC hFMiEE

vVERRIBIX
HA%ZSCA
$t¥895

LIPGTRUE
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-

In vitro efficacy: Hyaluronan protection W

(enzymatic)

© Positive Control

v 0.01 mg/mL Pauseile™ *
12&% 69% E7ILA=5—
IEMEE

v HAGEHISDGRE Ko
E=RLE. REEBEWLNNIT
HEEEDTRE

L | P 0 _l_ R W, E *This test has been performed
[ TR——

without solvents nor preservatives

HYALURONIC ACID PROTECTION (%)

0.01 mg/mL
Pauseile™
active ingredient”

0.005 mg/mL
Pauseile™
active ingredient*

Positive control ##%5<0.00

#5<0.01
0 50 100
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In vivo efficacy: moisturizing and tonicity efficacy®

BLIEALD20 2 DB A% (30-5057%) (2 2% Pauseile™ ZEEFE 7 (1 H2EI28BMEZEMRLT
toofz, T ERFEDLIF 2 IEM,

ERa ik
¢ {RiIZ275 (Corneometer®)
¢ TEWL (Tewameter®)
¢ %I® (Corneofix?®)
¢ Tonicity ;38 7114 (Cutometer®)
¢ WY ;B%E (Colorimeter)

LIPCTRUE
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In vivo efficacy: moisturizing and tonicity efficaca‘\

(f

(f

(f

£ #5: 30-50

(f

v T=o1=24BET

K7H14% [ Lk
vV 1=21=-1BTRE "™

HHt 39% HE

v 28T 64.5%
RiENE

LIPGTRUE

RIEH (Corneometer®)
Cream with 2% Pauseile™ vs placebo
a4y, 28 AfE, 182

(f

(f

(f

(f

MOISTURIZING (%)
= Placebo

TEWL (Tewameter®)

Cream with 2% Pauseile™ vs placebo
a4 4, 28 HRE, 1H2ME

£ i 30-50

-5..

T28 days

T7 days

T24 h

v 1=>1-248T4.5% TEWL & 4>
v 7B T 40% K5 iE > % Hhl

PAUSEILE"

A RETREAT FOR YOUR SKIN

m 2% Pauseiie™  mPlacabo
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In vivo efficacy: moisturizing and tonicity efficac%‘\

B (Corneofix®)

Cream with 2% Pauseile™ vs placebo
EE4 4>, 28 B, 1H2E

£ #5: 30-50

® o o o

T24

DESQUAMATION (%)
2% Pauseile™  m Placebo

-3

vV =124 B CER B Shes L g
75{ 7%;);21/\ Volunteer 3 (42 years old
17 days Desquamation: |31%
v 28H FEIE] —C‘:ﬁ Eﬁﬂﬂﬂ VTO days 128
EESNZELE raasie T
VIOI1IBT3%® | ! !
% *p<0.01
*p<0.05
**p<0.01 vs
placebo

Volunteer 4 (50 years old)
Desquamation: |32.2%

LIPGTRUE
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In vivo efficacy: moisturizing and tonicity efficacif‘\

© Tonicity; @ A1f% (Cutometer®)

¢  Cream with 2% Pauseile™ vs placebo
© a5, 28 HRE, 1H2ME

© £ #p:30-50

TONICITY (%)
2% Pauselle™ mPlacebo

Elasticity

v 7% firmness =&
7.1%

v 2.5% elasticity [ Firmness

**p<0.01
*p<0.01 vs
placebo

LIPGTRUE
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In vivo efficacy: moisturizing and tonicity efﬁcac&‘

V. BA%E (Colorimeter)

Cream with 2% Pauseile™ vs placebo
a4, 28 AR, 1H2[H

iiv: 30-50 LuMNOSITY (11

m 2% Pausele™  wPlacebo

® & o o

T28 days

v 1=o1-24E B CHE
=M 22% [ L

VINATA46% Y
YHmL

T7 days

T24 h

Volunteer 19 (49 years old)
Radiance: 170.4%

**5<0.001

**p<0.001 vs placebo
**p<0.01 vs placebo
*p<0.05 vs placebo

LIPGTRUE
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A retreat for your skin N

vV LYY DYEYMNIEELGEZERBAD
FELGER

v IANYT7 OES & K7FT—RREK
SREFEZA LS TKIREZRD
b

v N DOREFRRZIEEZRIET
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Technical information %\
© Product Name: Pauselle™(FRro+ A L)
© Marine active biotechnological
ingredient
o HERAE: 12%
O ERA/RTAW: N\FILRAEEY. Tt
). K
o B &RE
© RAGHI: 5L

o BEEM: KAK /
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Applications AN [

Cosmetic formulations

© Holidays effect
© Let your skin disconnect

© Areset for a good day
skin

© Science forradiant

. beauty

- ;'_’:__ g / ¢ Submerge info a
. moisturizing and /
LIPGTRUE







