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There is no greater than 

the one seen with the of

Eyes are the 

to your true self



Mallorca Arthrocnemummacrostachyum

SesSalinesde Es Trenc ─

a9L±L9²ϰΣ 

оȏ ллΩ птΦмΩΩ 9

офȏ нмΩ мнΦсΩΩ b



a9L±L9²ϰΣ ŀ ǿƛƴŘƻǿ ǘƻ ŜȅŜ ōŜŀǳǘȅ

(tolerates up to 6% )

CONFIDENTIAL



The Mediterranean beauty 

Women& men( )

a9L±L9²ϰΣ ŀ ǿƛƴŘƻǿ ǘƻ ŜȅŜ ōŜŀǳǘȅ
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DESMOSOME

Plakoglobin (PKG), ( )

The actors
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(HEKa)

лΦм ƳƎκƳ[ aŜƛǾƛŜǿϰ 24 (2%  Meiviewϰ )

RT-qPCR (quantitative PCR):

ÅJUP (Plakoglobin or junction plakoglobin)

(HEKa)

48 

0.01 mg/mL Meiviewϰ 0.2% Meiviewϰ

0.01 mg/mL Meiviewϰ
( plakoglobin)Basal

VV

Plakoglobin gene (JUP) 



(HDFa)

0.1 mg/mL Meiviewϰ 24 (2%  Meiviewϰ )

RT-qPCR (quantitative PCR):

ÅELN (elastin)

ÅMMP-1 (Matrix metalloproteinase 1)

V (ELN) elasticity

V MMP-1 

In tubo

ɚabs590 nm

Positive control (enzyme + inhibitor (EDTA) + substrate (FALGPA))

Negative control  (enzyme + substrate (FALGPA))

***p<0.001 vs basal 
**p<0.01 vs basal

V Collagen I, II, III, 

-19% MMP-1 activity



Placebo, T7 days
1% Meiviewϰ 

(collagen I in green, T7 days)

(54 )

7 

1% Meiviewϰ

+ 

***p<0.001 vs T0

V



V

ҧ
ҧ 
ҧ 

Ҩ 
Ҩ 
Ҩ 

1% Meiviewϰ 
(epidermis in red, collagen in blue, T7 

days)

Placebo, T7 
days

(54 )

7 

1% Meiviewϰ

+ 



VEGFA VEGF C ( (HDFa))

CDH5, (HUVECs)

0.1 mg/mL (VEGF-A and VEGF-C) 0.05 mg/mL Meiviewϰ  ό/5Iрύ24

0.05 0.1 mg/mL Meiviewϰ 1% 2% Meiviewϰ

RT-qPCR (quantitative PCR):

ÅVEGF (Vascular Endothelial Growth Factor)

ÅCDH5 (VE-Cadherin: Cadherin 5)

(HDFa)

72 

0.01, 0.05, 0.1 mg/mL Meiviewϰ 0.2%, 1%, 2%  Meiviewϰ

ELISA

***p<0.001 vs basal

**p<0.01 vs basal

- 35%  VEGF-A

V VEGF-A 

V (VEGF-A & C) 

Cadherin 5 (VE-Cadherin: CDH5)



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

(HUVECs)

Dextran (FITC-Dextran 10 kDa)

0.05, 0.15 mg/mL Meiviewϰ 1%, 3% Meiviewϰ

Fluorescence

(HUVECs)

(TEER)

Volthommetry

0.05, 0.15 mg/mL Meiviewϰ 1%, 3% Meiviewϰ
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In tubo

a˂bs450 nm

Control (Bilirubin)

In tubo

a˂bs520-570 nm

Control (Ferrozine-Fe complex)

Ҩ.ƛƭƛǊǳō
in
ҨCŜ+2

Colored blood 

V Colored blood-products

-32% Fe+2 -34% Bilirubin

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



(HEMn-DP)

: 

7 

Spectrophotometry

***p<0.001 vs basal

V Meiviewϰ 

Basal
0.001 mg/mL Meiviewϰ

( ) 

-39% Melanin
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20 

: 35-65

3% Meiviewϰ

1 2 , 28 , 

PRIMOS

Up to:

V -22% in 7 days

V -33% in 14 days

V -38% in 28 days

**p<0.01 vs T0

***p<0.001 vs T0

-16.3% vsplacebo



% :

V -22% in 7 days

V -38% in 28 days

T0 days T7 days T28 days 
Vol 11

59 

% :

V -14% in 7 days

V -26% in 28 days

Vol 13

50 

3% Meiviewϰ

1 2 , 28 , 

PRIMOS



*p<0.005 vs T0

Eyebags

-5.9% vs

placebo

**p<0.01 vs T0

***p<0.001 vs 
T0

Up to:

V -16% in 7 days

V -22% in 14 days

V -28% in 28 days

20 

: 35-65

3% Meiviewϰ

1 2 , 28 , 

PRIMOS



Eyebags

% :

V -4% in 7 days

V -23% in 28 days

T0 days T7 days T28 days 

Vol 9

49 

3% Meiviewϰ

1 2 , 28 , 

PRIMOS

% :

V -10% in 7 days

V -19% in 28 days

Vol 20

58 



*p<0.05 vs 
placebo

Responders:

V 95% in 7 days

V 100% in 14 days

V 100% in 28 days

+175%* vs

placebo

***p<0.001 vs T0

*p<0.05 vs T0

*p<0.05 vs placebo

#p<0.1 vs placebo

Up to:

V +29% in 7 days

V +30% in 14 days

V +40% in 28 days

ITÅ categories skin color

ɲL¢Å:

V +1.5 in 7 days (95% vol)

V +2.4 in 14 days (100% vol)

V +3.0 in 28 days (100% vol)

CONFIDENTIAL

20 

: 45-65

3% Meiviewϰ

1 2 , 28 , 

Spectrophotometer/colorimeter

ITAº mean T0: 22 ITAº mean T7: 24    ITAº mean T28: 25



T0 days T7 days T28 days 

Vol 1

45 years old

Vol 20

51 years old

3% Meiviewϰ

1 2 , 28 , 

Spectrophotometer/colorimeter



20 

3% Meiviewϰ , ,28 , 1 2

: 45-65

+2.3 fold vs 

placebo

***p<0.001 vs T0

*p<0.05 vs T0

#p<0.1 vs placebo

(eyelashesjoint)

Up to:

V +2% in 7 days

V +3% in 14 days

V +5% in 28 days



VNon-Gender

V1
V , 

V , , , Eyebags

Openingthe window



V : Meiviewϰ

V Marine biotechnological ingredient

V : 1-3%

V : , , , 

, 

V

V 97.7% Natural origin(ISO standard 16128)

V COSMOS

V : 

V : 

TechnicalInformation
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From wild plants as biofactories

N. Benthamiana :

V Australia

V/ƘŀǊƭŜǎ 5ŀǊǿƛƴΩǎ ǾŜǎǎŜƭ1843

VNON-GMO
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Keratinocytes

Fibroblasts

EGF, IGF-1, KGF, IL6
GM-CSF
TGF ȁ

TGF ȁ
CXC

Growth factors



Growth Factor

Growth factor

Source: Gordon JR,BrievaJC. Imagesin clinicalmedicine. 
Unilateraldermatoheliosis. N EnglJ Med. 366(16), 2012

Aging and tissue damage, an analogy 



Epidermal stem cells



Ubiquitin Proteasome System (UPS

)

UV

Source: Ben-Nissan G, Sharon M. Regulating the 20S Proteasome Ubiquitin-Independent Degradation Pathway. Biomolecules. 
4(3):862-884, 2014

V

V

The proteasome system, detoxification



10 UV

ü

: 

ü

Proteostasis

Eycontoure is extremely delicate skin
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Insulin-Like Growth Factor-1 (IGF-1; -1)

(

)

IGF-1/IGF-1R UV
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DNA

<25 

ü

ü IGF-1 

ü UV 

>60

ü

ü IGF-1 

ü UV 

Insulin-Like Growth Factor-1



{ŎŜƭƭŜȅŜϰΣ detoxifyingeye contour plant-IGF-1

V & 

V

V



: 48 

10 ng/mL 1% Scelleyeϰ

20 ng/mL 2% Scelleyeϰ

**p<0.01 vs basal

10 ng/mL 1mm 80%

Ҧ

Basal

10 ng/mL protein

20 ng/mL protein



: 24 

10 ng/mL 1% Scelleyeϰ

20 ng/mL 2% Scelleyeϰ

**p<0.01 vs non-treated + UVA irradiated

***p<0.001 vs non-treated + UVA irradiated 

+39% proteasome activity



: 24 

20 ng/mL 2% Scelleyeϰ

50 ng/mL 5% Scelleyeϰ

***p<0.001 vs non-treated + UVB irradiated 

-67% cell carbonylated proteins



(49 )

1.5% Scelleyeϰ

9 

**p<0.01 vs non-treated

Non-treated

Placebo

мΦр҈ {ŎŜƭƭŜȅŜϰ

Cytokeratin 14 68% expression 



(49 )

1.5% Scelleyeϰ

9 

aŀǎǎƻƴΩǎ 

Non-treated

T2 days 
мΦр҈ {ŎŜƭƭŜȅŜϰ

T9 days 
мΦр҈ {ŎŜƭƭŜȅŜϰ

2

10% 

***p<0.001 vs T0



20 

: 51 ± 6

1.5% Scelleyeϰ

1 2 28

Siascope, Visia®

-10x 
wrinkles

28

10

#p<0.1 vs T0

*p<0.05 vs T0

*p<0.05 vs T0

** p<0.01 vs T0



19 50 

1.5% Scelleyeϰ

1 2 28

Visia®

-35.5% wrinkles

T0 days

-31% wrinkles

T14 
days

T28 
days



20 

: 51 6

1.5% Scelleyeϰ

1 2 28

Skin replicas, FOITS

T0 days

T7 days

-17% depth

-25% volume

Vol 3

57 years



Vol 5

57 years

1.5% Scelleyeϰ

1 2 28

Skin replicas, FOITS

T0 days T7 days

-11% depth
-8% volume

T28 days

-26% depth
-17% volume

Vol 7

49 years

T0 days

-33% depth
-43% volume

T7 days

-36% depth
-54% volume

T28 days



V

& 
V

V

V

Detoxifyingeye contour plant-IGF-1



UV

Applications



Scelleyeϰ

Plant-based biotechnological 

ingredient 

: 1-1.5%

: -2

BG

: 

: 

Technical information

This technology was originally used in the Pharmaceutical field. Hence, it has its own 

languageand the amount of product is expressed asquantity of pure protein

We have kept this nomenclatureexpressing the concentrations used in the in vitro tests 

and the packagingsas quantity of pure protein
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2013   H.Holstein GmbH&Co.KG βІγ

IBR-CalmDeAge ♫♠ⱷꜘ◦ ◄◐☻

◓ꜞ☿ꜞfi 50.0-60.0 %

37.4-49.3 %

♫♠ⱷꜘ◦ ◄◐☻ (0.70-1.30 %)

▪☻◖ꜟⱦfi 0.00-1.30 %

1-5 %

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

GLOBAL ANTI AGING & ─◒ⱴ─ & ↕─

fi►♄כ꜡☻─ Ÿ fi►♄כ꜡☻╩ Ÿ

⌐
─ ─╘√╢∑↕fi►♄כ꜡☻╩

╩ Ÿ ⌐

Ÿ GLOBAL ANTI AGING

─◒ⱴ╛ ↕┼─ ─ ⱷ◌♬☼ⱶ
Ÿ ─ ⁸ ─
Ÿ ⇔™ ─

Ÿ ─◒ⱴ─ ≤ ↕─

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

GLOBAL ANTI AGING

─ ⌐│ ⅜№╡⁸ ⅜ ╗╒≥
╙ ╗≤™℮ Hayflick─ ⌐ ≠⅝⁸ ─
≢≥↓╢∑↕fi►♄כ꜡☻╩ ─ ™ ╩ ∆╢

↓≤⅜≢⅝ ─ ╩ ╠∑╢↓≤⅜ ≤ ∂╠╣≡
™╢⁹

Harman─ ─ⱨꜞכꜝ☺◌ꜟ ⌐╟╢≤⁸ │
─ ≤≤╙⌐ⱨꜞכꜝ☺◌ꜟ♄ⱷכ☺╩ ∆╢√╘
│ ∆╢⁹ⱳꜞⱨ▼ⱡ⁸ꜟכ◌꜡♥ⱡ▬♪⁸ⱦ♃

Ⱶfi C╛∕─ ─╟℮⌂ │ ╩ ⅞⁸ ─
╙ ←⁹

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

─◒ⱴ─ & ↕ Rosacea ─

↕ ⇔╜↕ Rosacea │ ─ ╛ ─
∆╢ ─ ╖ ─╟∫≡ ≠↑╠╣╢ ─

↓≤≢№╢⁹ ↕ │ ∞⅜⁸ √ ≢ ╩ ⌐∆
╢╟℮⌐⌂∫√╡⁸ ∆╢╟℮⌐⌂╢ ⅜№╢⁹

─ ─◒ⱴ│ ─ ╡─ ™◦Ⱶ≢№╢⁹ ─◒ⱴ─
│ ⁸כ◑ꜟ꜠▪╛ ⁸ ─ ∆╢⁹

↓╣╠─ ⌐│ ─ ─ ╣╛ ≤™∫√
⅜ ╦∫≡™╢⁹∕╣╝ⅎ ─ ≤ ⌐ ─
⁸ ⁸ ─ │ ─ ╣∞↑≢⌂ↄ⁸◒ⱴ

╛ ↕⅜ ∂╢ ─ ─ ╩ ↕∑╢⁹

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2000 ─ ╩ ≈ꜘ◦─

Steven Erlanger⌐╟╢ The New York Times, June 13, 2005

כꜞכ♩☻

1960 ⌐Masada ▬☻ꜝ◄ꜟ
⅛╠ ╡ ↓↕╣√

Metushelach

2000 ─ⱬⱦכꜘ◦─

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

GLOBAL ANTI AGING  in vitro

ה ™ ≤ⱳꜞⱨ▼ⱡכꜟ꜠ⱬꜟ
100% IBR-CalmDeAge─ │60-100 mM

Trolox⌐
IBR-CalmDeAge─ ⱳꜞⱨ▼ⱡ5,000-10,000│ꜟכ mg/L 

Gallic acid (

♩▬◘ⱡ♅ꜝ◔ה fi►♄כ꜡☻─

─◒ⱴ≤ ↕─ in vitro

Ŭ-2 ▪♪꜠♫ꜞfiה ≤
ה HET-CAM ≢ ↕╣√

╩
ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

Alpha-2 ▪♪꜠♫ꜞfi ≤

IBR-CalmDeAge│ ≤⇔≡Ŭ-2 ▪♪꜠♫ꜞfi ⌐ ⇔⁸
╩ ∆╢

Ҝ ◒ⱴ≤ ↕─

Ŭ-2 ▪♪꜠♫ꜞfi IBR-CalmDeAge│
≤⇔≡Ŭ-2 ▪

♪꜠♫ꜞfi ⌐

Ŭ-2 ▪♪꜠♫ꜞfi
╩ ≈ ⅜IBR-

CalmDeAge⌐

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

Alpha-2 ▪♪꜠♫ꜞfi ≤

HET-CAM╩ ⇔
√ ⌐⅔↑╢

⌂ │ ─
⅜ ╠╣╢╕≢─ ⁹
│ ╩
⇔≡™╢⁹

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 

╖ ≤◒ⱴ─

ה ⁸2% IBR-CalmDeAge≤ⱪꜝ☿Ⱳ ꜟ◕ⱶכꜞ◒
ה ⌐╦⅛╢◒ⱴ≤ ╩╙≈ 35-55 N = 31 26

, Phototype (Fitzpatrick) II ⅛╠III, ♃▬ⱪ
─ ™ ≢─10-12

1ה 2 4 ⁸ ─ ≤ ⌐∕╣∙╣ ⇔D0⁸D14⁸
D28⌐

ה ─ ─ ⁸ ─ ⁸∕─ ─ ─ ╩ ∆╢√╘
⌐VISIA-CA⌐≡ ╩

╛ꜞⱢה ╩ Cutometer dual MPA580

─∞│ה ─ Chromameter CR-400

╩♩כ◔fi▪ה ⇔√

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 
VISIA-CA  Red spots

2% IBR-CalmDeAge◒ꜞכⱶ│28 ⇔√ ⌐ ™
─ ≤◄ꜞ▪╩ ↕∑╢

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 
VISIA-CA  Redness

2% IBR-CalmDeAge◒ꜞכⱶ│28 ⇔√ ⌐ ™
─ ≤◄ꜞ▪╩ ↕∑╢



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 
VISIA-CA  Under eye circle

2% IBR-CalmDeAge◒ꜞכⱶ│28 ∆╢↓≤≢ ─
─◒ⱴ╩ ↕∑╢



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 
VISIA-CA Brown and visible spots

2% IBR-CalmDeAge◒ꜞכⱶ│28 ⇔√ ⌐ ≤ ─ ≤
◄ꜞ▪╩ ↕∑╢
ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 
Ɫꜞ≤ - Cutometer

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 
─ ╡─ ─ L* ≤ b* % 

─ ─ a* ≤ b* % 

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 

D0⅛╠D28─ ─ %
Q1. ─ ╖ Q2. ◒ⱴ─ Q3. ─ ─ ↕

Q4. ─ ╠⅛↕
Q5. ─ Q6. ─ √ ─ ↕

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

2% IBR-CalmDeAge ╩ꜟ◕ⱶכꜞ◒ ™√In vivo 

2 % IBR-CalmDeAge◒ꜞכⱶ≤ⱪꜝ☿Ⱳ─ ≤╙ ⌐ ╣
√ ╩ ⇔√⁹

⌂

2 % IBR-CalmDeAge◒ꜞכⱶ│28 ─ ⌐ ─ ─
≤◄ꜞ▪╩∕╣∙╣3.4 %≤3.5 %∏≈ ↕∑⁸ⱪꜝ☿Ⱳ╟╡╙

⌐ ╣≡™√⁹

2 % IBR-CalmDeAge◒ꜞכⱶ│ ─ ─ ≤◄ꜞ▪╩∕╣∙
╣7.9 %≤4.6 %∏≈ ↕∑√⁹

2 % IBR-CalmDeAge◒ꜞכⱶ│ ─ ─ ≤◄ꜞ▪╩∕╣∙
╣4.2 %≤2.2 %∏≈ ↕∑√⁹

2 % IBR-CalmDeAge◒ꜞכⱶ│28 ─ ⌐ ─ ╡─
ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

─ ⅝

─ ╡⌐⅔™≡⁸2 % IBR-CalmDeAge◒ꜞכⱶ│28 ⌐ L*

╩5.5 %⁸ ╖ a* ╩6.8 % ↕∑√⁹╕√⁸ ↕ b* ╩1.6 %

↕∑≡ ITA⌐⅔™≡20.3 %─ ≤⌂∫√⁹

─№√╡≢│2 % IBR-CalmDeAge◒ꜞכⱶ│28 ⌐ L*

╩2.9 %⁸ ╖ a* ╩15.5 % ↕∑√⁹╕√⁸ ↕ b* ╙3.5 % ↕
∑≡ ITA⌐⅔™≡5.0 %─ ≤⌂∫√⁹

─
─ ⌐╟╢ ⌐╟╢≤⁸2% IBR-CalmDeAge◒ꜞכⱶ│

⌐1. ─ ╖⁸2. ◒ⱴ─ ⁸3. ─ ─ ↕⁸4. ─ ╠⅛↕⁸5. ─
⁸6. ─ √ ─ ↕─ ⌐⅔™≡ⱪꜝ☿Ⱳ╟╡╙ ╣≡™√⁹

↓─ │2% IBR-CaolmDeAge◒ꜞכⱶ⅜ ─◒ⱴ─ ╩
⇔⁸ ╖╩ ↕∑╢↓≤⅜ ⌂↓≤╩ ⇔√⁹

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

5% IBR-CalmDeAge╩ ™√In vivo≢─▪fi♅◄▬☺fi◓
◒ⱴ

5% IBR-CalmDeAge⁸
◖fi♩꜡כꜟ≤⇔≡ⱪ
ꜝ☿Ⱳ╩ ™≡

╩ ⁹
1 2 ⁸28 ⁸
VISIA≢n=12≢ ⁹

─ Day 0 5% IBR-CalmDeAge╩
28 ─

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

5% IBR-CalmDeAge╩ ™√In vivo≢─▪fi♅◄▬☺fi◓
↕

5% IBR-CalmDeAge⁸
◖fi♩꜡כꜟ≤⇔≡ⱪ
ꜝ☿Ⱳ╩ ™≡

╩ ⁹
1 2 ⁸28 ⁸
VISIA≢n=12≢ ⁹

─ Day 0 5% IBR-CalmDeAge╩
28 ─

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

ה ↕─ ─ ⇔™
ה ─◒ⱴ─

5% IBR-CalmDeAge╩12 ─ ┼28

ⱱꜟ☻♃▬fiה♅▬◄



2013   H.Holstein GmbH&Co.KG βІγ

♫♠ⱷꜘ◦─ ─ ─ ─╟℮⌐ ╩ ╘⁸ ↕∑╢

GLOBAL ANTI AGINGה

ה ─◒ⱴ─ ≤ ↕─

─⅛⅛∫√ ╛ ┼

ⱱꜟ☻♃▬fiה♅▬◄



© Mibelle Biochemistry, Switzerland

PhytoCellTecÊ Malus Domestica SKIN

Plant stem cells for skin stem cell protection
Tel: 03-5213-5541  email: info@holstein.co.jp
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Uttwiler Spätlauber
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PhytoCellTecÊ Technology
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