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ABOUT SPEETIQUEL

New Generation Skin Booster with LNP Technology

SPEETIQUEL 3.5mL / vial 2ea / 1box

Wrinkle improvement, skin regeneration, skin elasticity
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How to store Room temperature 2-25°C, do not freeze / avoid sunlight
Expiration date 24 months after manufacturing
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ABOUT SPEETIQUEL

SKIN BOOSTER | SPEETIQUEL

Contains all the essential ingredients needed for healthy skin
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SPEETIQUEL A

Ingredients

SPEETIQUEL B

Ingredients

Water , Taurine, Allantoin,
Adenosine, Cyanocobalamin

Water , Sodium Hyaluronate, Sodium Chloride, Sodium DNA,

Acetyl Hexapeptide-8, 1.2-hexanediol, Sodium Phosphate, Hydrogenated,
Phosphatidylcholine, Disodium Phosphate, Cholesterol, Poluglyceryl-10 Laurate,
Palmitic Acid, Palmitoyl Pentapeptide-4, Hexapeptide-9,cooper Tripeptide-1i
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Adenosine, hyaluronic acid, peptides...
aren’t these also in other skin boosters?

CANDORLOV BIO

EETIQUEL  on | i

{urizing & Hydration

SPEETIQUEL A

r b —

Although the ingredients are
the same, the raw materials
are different and the methods
are different.

Speetiquel is a that
uses to deliver effective
ingredients deep into cells.
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LNP Technology Attracts Worldwide Attention

LNP technology is currently the most promising technology that major
pharmaceutical companies around the world are trying to secure.

Inventage Labs Stock Price Soars...LNP Manufacturing GC Green Cross Introduces 'Lipid Nanoparticle Moderna and Pfizer's Tangled Lawsuit... What's with the LNP Technology?
Equipment to Be Released Soon Technology' to Develop mRNA Influenza Vaccine

Reporter IGm Ji-won ¢

Reporter Choi Young-chan - 2023, 3.9. 09:33

A Reporter Lee Kyung-sun ~ @Posted 2024.02.14 13.26
Pfizer requests dismissal of lawsuit filed by Modema in August

Key technology to enhance delivery of COVID-19 mRNA vaccine LNP'

Several companies involved in LNP-related patents - In-house technology development draws

attention
What is the 'next-generation LNP' tEChﬂ0|0gy that will brfi Sungkyunkwan University’ Development of Liver Cancer Targetmg
go beyond vaccines to tackle cancer and rare diseases? ey Immune Cell Therapy Using Functional Lipid Nanoparticles
mRNA delivery to specific organs...Expected expansion of therapeutic areas fm’ ot ' .

Professor Wooram Fark's research team from the Department of Conver

e Biotechnology at Sunghounkwian University announced that they ha

developed an NK cell-based
sing at the same time.

ver < (LNPs) that activate natural kiler cells (NK c

certargeting immune cel theragy using functional ipid rancpar and enabe genetic eng

I an innoictive treatment that uses our body's immune el 1o attack cancer cell, and among them, NK celks czn deecty recognize and
aga Q kil canc withaut & specific antigen.

ma In partioular since NK cells from healthy peopie can be used, there are adveniages in that it is easier to obtain cells, costs less, and is more effident and
0 a disachantage in that genetic manipuation of NK cells is diffcutt.

stable than wsing the patients own eels bus there i i
hno m In pertinular enginesring of 5 specil receptor caled Chimeric Antigen Receptor (CAR), which targets cancer cells in NKC cells, s dffeuit due 10 the Fmted

e ths problem, the research team

GC Green Cross plans to develop an MRNA-
y from Canadian biocompany Aquitas.,Phot(

<ded in developing functonal lipid nanopartides that can efidiently defver genes to MK cells and

bed simuftaneously enhance the cancer treatment abilty of NK cells

GC Green Cross is developing aflu v

Using t

funetionel hpid nanopartices, the research team created an NK cell-based immune cel therapy for iver

[Pinpoint News Reporier Kyung-sun Les] The stock price of Inventage Lab, a drug

cancer that can highly express g hin NK cells and kil cancer cels more eff

GC Green Cross Announced on the ¢
Nanoparticle (LNP) Technology from

system that safely transports nanop: A X . i .
andis a key technology for the deve,  8Y for messenger ribonucleic acid (mRNA) therapeutics, which have become fam

delivery systern (DDS) platform research and development company, is rising. The research team corfimned that using the functionsl ipid nanopertices they developed, mire receptors that attack cancer were produced

Lipid nanoparticles (LNPs) are gaining attention as the next-generation technolo  EoM s s sncces, kg b st o covercte

Cho Deok's team 2t

According to the Korea Exchange on the 14th, it is being traded at 13,130 won, up

3.71% in the afternoan.

VEID)  Then, through joint research with Profe
confirmd that this technology wes 250

partment of Medicine at Samsung Seoul Hospital, the ressarch team

 human-d

Nk ol demonstrating the possibity of cinical application

ous as COVID-19 vaccines. This is because if the 4th generat]on LNP techno[ogy t IR This new NK cel trestment wes confimed to be efftive in elminating not crly ver cancer but ako peranesl cancer in mouse

Last April, GC Green Cross signed al " experiments, and liver function wes also confimed to retum to normal,
The stock price is reversing from a long-term downirend following a sharp rise. recently exempted the option contra Nt Selectively delivers drugs to specific organs is developed, the therapeutic sco THis s o e cance gting N el btment developed by the reseach eom s  ih possoty ofeecthely et o
mRNA-based influenza vaccine.,Aqu ionifi i i o
News that the manufacturing equipment for lipid nanoparticles (LNPs), which are based influ at e of MRNA can be significantly expanded beyond vaccines to cancer, rare geneti -
coronavirus infection (COVID-19) vai . pos
delivery vehicles for mezsenger ribonucleic zcid (mRMA) vaccines, will be unveiled c diseases, etc.
et
s0on appears to be giving & boost fo the stock price. GC Green Cross plans to enter phas

AAAA Fir i s e et b e
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LNP Technology Attracts Worldwide Attention

The LNP nanolipid particle delivery system, a key technology for the COVID-
19 vaccine, Is attracting attention as a third-generation delivery system

following liposomes and exosomes.

3rd generation LNP

Tst generation Lipid Nano-Particle Formulation
liposome

2nd generation
exosomes

Small vesicles produced within cells: Cell-to-

Small microparticles surrounded by
cell communication and signaling

artificially generated lipid bilayers:
drug delivery systems
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LNP Technology Attracts Worldwide Attention

Global LNP Technology Timeline

Vaccines, gene therapy, targeted cancer therapy, etc. are technologies that major pharmaceutical companies around the world
are paying attention to, and related academic journals are continuously being published. 6848 Results. Among them, the trend

of academic journals related to LNP and Cosmetic/Skin is a steady upward curve. 837 Results (approximately 12%)
(https://pubmed.ncbi.nlm.nih.gov)

Pubmed ipid nanoparticles X m Pubmed lipid nanoparticles cosmetics X m Pubmed i nanopartices skin %
Advanced Createslert Creats RSS User Guide Advanced Createalert Creata RSS User Guide Advanced Createalert Create RSS User Guide
m

Send to Sortby: | Bestmatch s Display options £} Save Emai Send to Sortby: | Best match 3 Display options 4% Send to Sortby: | Bestmatch B Display options #§

b
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I
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LNP Technology Attracts Worldwide Attention

LNP Technology Mechanism
of Action

AHP8

LNP containing

2 A

The LNP nanolipid particle
delivery system overcomes the
limitations of the exosome
delivery system and directly
penetrates the cell by loading the
drug into the nanoparticle carrier.
This effectively spreads the drug
inside the cell to maximize the
desired effect.

AHP8

released from LNPs

Low density = =
lipoprotein receptor

Cytoplasm

Endocytosis

Jdosoma] pH shift

causes LNP release
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LNP Technology
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Journal of Pharmaceutical Sciences
Volume 102, Issue 2, February 2013, Pages 684-693

Pharmaceutics, Drug Delivery and Pharmaceutical Technology

Tableting Lipid-Based Formulations for Oral
Drug Delivery: A Case Study with Silica
Nanoparticle-Lipid-Mannitol Hybrid
Microparticles

Kristan E. Bremmell %, Angel Tan ?, Amanda Martin 2, Clive A. Prestidge 2 2 &

Show more v

+ Addto Mendeley g Share 99 Cite

https:/doi.org/10.1002/jps.23406 A Get rights and content 2

ABSTRACT

Silica-lipid-mannitol hybrid (SLMH) microparticles have been developed that were
compressible into high quality tablets suitable for oral dosing and delivery of poorly
soluble drugs. SLMH tablets enable high lipid-loading levels (>40%) and retain the
immediate release, enhanced lipase digestion and drug solubilisation performance.
Specifically, we report formulation optimisation of SLMH microparticles and tablets
using coumarin 102 (log P = 4.09) as a model Biopharmaceutics Classification System
class I drug. SLMH tablets were acceptable according to standard British Pharmacopoeia
friability, hardness and disintegration tests; this is not the case for conventional dry

emulsions. Furthermore, in vitro disselution and pancreatic-lipase-induced lipolysis

SKIN BOOSTER | SPEETIQUEL

Development of silica-lipid-mannitol hybrid (SLMH) microparticles that can be

compressed into high-quality tablets suitable for oral administration and delivery of

poorly soluble drugs. SLMH microparticles and tablets are LNP technology applied

to liquid lipid containing solid dosage forms to enhance and control oral

absorption of poorly soluble drugs.

(Tableting Lipid-Based Formulations for Oral Drug Delivery: A Case Study with Silica Nanoparticle-Lipid—
Mannitol Hybrid Microparticles, Kristen E. Bremmell et. Al, Journal of Pharmaceutical Sciences, 2013)
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Contents lists available at ScienceDirect

Advanced Drug Delivery Reviews

journal homepage: www.elsevier.com/locate/adr

L N | I e C h n O | O g y The role of lipid components in lipid nanoparticles for vaccines and gene | )

therapy iy
Camilla Hald Albertsen™', Jayesh A. Kulkarni ™!, Dominik Witzigmann ®, Marianne Lind *,
Karsten Petersson*, Jens B. Simonsen ™

*Explorative Farmulation & Technologies, CMC Desig: and Development, LEO Pharma A'S, Industriparken 55, 2750 Ballerup, Denmark
= NanoVation Therapeutics Inc. 2405 Wesbrook Mall 4ch Floor, Vancouver BC VST 125, Canada

ARTICLE INFO AESTRACT
Aricl history: Lipid (LNFs) play tant role in mENA COVID-19. In addition, many
Received 4 Apnl 2022 preclinical and clinical studies, including the SIRNA-LNP product, Onpattro®. highlight that LNPs unlock
Beviced 3 June 2032 the potential of nucleic acid-based therapies and vaccines. To understand what is key to the success of

Accepted 28 June 2022

Avnibibie anilne & e 2022 LNPs, we need to understand the role of the building blocks that constitute them,

In this Review, we discuss what cach lipid component adds to the LNP delivery platform in terms of size,
structure, stability, apparent pK.. nucleic acid encapsulation efficiency, cellular uptake, and endosomal
eseape. To explore this. we present findings from the liposome field 2s well as from landmark and recent
articles in the LNP literature. We alsa discuss challenges and strategies related to in vitrofin vivo studies
of LNPs based on fluorescence readouts, immunogenicity/reactogenicity, and LNF delivery beyond the

Keywords:
Lipid nanoparticles
iy

e i, b o T e e AR
Helper lipid combined, will likely determine the scope of LNP-based gene therapies and vaccines for treating various
Nucleic acid diseases,
Physicachemical properties ® 2022 Elsevier BV. All rights reserved.
.
e
contens
3. Role of different | 2
3
:
:
5
:
2
6
.
]
:
5 12
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i

Many preclinical and clinical studies highlight the potential of LNPs to unlock nucleic acid-
based therapeutics and vaccines. To understand the core of LNPs' appeal, it is necessary to
understand the roles of the components that make up LNPs. In this review, we discuss what
each lipid component adds to the LNP delivery platform in terms of size, structure, stability,

apparent pKa, nucleic acid encapsulation efficiency, cellular uptake, and endosomal escape.

(The role of lipid components in lipid nanoparticles for vaccines and gene therapy,
Camilla Hald Albertsen a. et al, Advanced Drug Delivery Reviews, 2022)
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European Journal of Pharmaceutics and
Biopharmaceutics

Volume 108, November 2016, Pages 304-309

LNP Technology

Hébtépeptide—loaded solid lipid
nanoparticles for cosmetic anti-aging
applications

Franz Suter & i, Daniel Schmid, Franziska Wandrey, Fred Zalli

Show more v

+ Addto Mendeley o Share 99 Cite

https://doi.org/10.1016(].ejpb.2016.06.014 A Get rights and content 2

Abstract

The cosmetic industry requires more and more expensive actives and ingredients such as
retinol, coenzyme Q10, proteins, peptides and biotechnologically produced molecules. In
this study, we demonstrate the development of a cost effective formulation of a
nanostructured lipid carrier (NLC) or solid lipid nanoparticles (SLN) improving peptide
delivery into skin. NLC or SLN are very suitable vehicles for the delivery of active
ingredients into skin. The SLN, produced by using hot high pressure homogenization
method combine advantages such as physical stability, protection of incorporated labile

The cosmetics industry requires increasingly expensive actives and ingredients such as retinol,
coenzyme Q10, proteins, peptides, and biotechnologically produced molecules. In this study,
we demonstrate the development of cost-effective formulations of nanostructured lipid carriers
(NLCs) or solid lipid nanoparticles (SLNs) that improve the delivery of peptides into the skin
using LNP synthesis technology.

(Heptapeptide-loaded solid lipid nanoparticles for cosmetic anti-aging applications, Franz Suter et al,
European Journal of Pharmaceutics and Biopharmaceutics, 2016)
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Active Ingredient
Key Ingredient for Improving Wrinkles

ACETYLE
HEXAPEATIDE - 8
with LNP Technology

Acetyl hexapeptide-8 is a wrinkle-
improving ingredient that relaxes
facial muscles, smoothes wrinkles,
and increases skin elasticity.

It is encapsulated in LNP and
delivered deep into skin cells to
induce a powerful effect.

BIOBIJOU | CANDORLOV BIO
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Acetyl hexapeptide-8 (AH-8) is a topically applied
hexapeptide with a mechanism of action similar to
botulinum neurotoxin (BoNT).

It has been used effectively in anti-aging cosmetic
applications and has recently been studied as a
promising treatment for blepharospasm.

(Lungu et al,, 2013; Gorouhi & Maibach, 2009)

The study included 32 subjects with an average
age of 28.5 years.

At day 28, there was a significant reduction in the
number, depth, and volume of wrinkles. Skin
hydration, elasticity, and firmness continued to
increase throughout the study period, consistent
with common anti-aging claims. The majority of
participants (75.00%) expressed overall satisfaction
with the appearance of their skin after using the
product.
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Active Ingredient A ANNALS of

Key Ingredient for Improving Wrinkles DERMATDEOGY a_

Home > Archive > v.31(3); Jun 2019 > 10.5021/ad.2019.31.3.263

Ann Dermatol. 2019 Jun;31(3):263-271. English |
Published online May 01, 2019. Gheck far

prl
https://doi.org/10.5021/ad.2019.31.3.263

Copyright © 2019 The Korean Dermatological Association and The Korean Society for Investigative
Dermatology

HEXAPEATIDE - 8

Anti-Wrinkle Efficacy of Cross-Linked Hyaluronic Acid-Based Microneedle Patch with Acetyl
Hexapeptide-8 and Epidermal Growth Factor on Korean Skin

Wlth LN P Tec h ale) | Ogy 3iHae An®, Hee ung Lee ®, Moon So0 Yoon © and Dang Hy Kin O

Author information Author notes Copyright and License

Abstract

Background

Hyaluronic acid (HA)-based microneedle patch has recently been studied for wrinkle improvement. Cross-linked HA
(CLHA) is widely used in dermal fillers. Acetyl hexapeptide-8 (AHP-8) and epidermal growth factor (EGF) are used for
cosmetic ingredients.

Objective

This study aimed to verify the efficacy of the CLHA/HA-based patch with microstructure (microneedle patch)
containing AHP-8 or EGF.

Methods

Atotal of 52 Korean females were enrolled in a double-blind, randomized, controlled, split-face trial. The subjects

were divided into 3 groups: (1) microneed|le patch alene, (2) microneedle patch/AHP-8, and (3) microneedle

Anti-wrinkle efficacy of cross-linked hyaluronic acid microneedle patches using

acetyl hexapeptide-8 and epidermal growth factor.

This study aimed to verify the efficacy of CLHA/HA-based patches with

microstructures (microneedle patches) containing AHP-8 or EGF.

(Anti-Wrinkle Efficacy of Cross-Linked Hyaluronic Acid-Based Microneedle Patch with Acetyl Hexapeptide-8
and Epidermal Growth Factor on Korean Skin, Ji Hae An et al, Ann Dermatol, 2019)
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Active Ingredient
Key Ingredient for Improving Wrinkles

A 5., Microneedis paich (alone) Nasolabial folds B o P 8 folds A, Microneedle patch (alone)  Lateral periorital area B 5, Microneedie patch/AHP-8  Lateral periorbital area
1 i 1
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with LNP Technology

(Anti-Wrinkle Efficacy of Cross-Linked Hyaluronic Acid-Based Microneedle Patch with Acetyl Hexapeptide-8
and Epidermal Growth Factor on Korean Skin, Ji Hae An et al, Ann Dermatol, 2019)
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Main Ingredient
Key Ingredient for Improving Wrinkles

Hexapeptide-9

PEPTIDE COMPLEX -
ADENOSINE

Palmitqyl Copper
Pentapeptide-4 “re.. Lot Tripeptide-1
\waOVEME;v]. .., e
Peptide
. . Complex
‘Wrinkle Functional - +p
Ingredient Adenosine

Certified Product

Active ingredient certified by the Ministry of Food and Drug Safety for wrinkle improvement.

Three types of peptides that contribute to collagen formation are combined in an optimal
ratio to provide elasticity from within the skin and prevent wrinkles.

In addition, adenosine, a functional active ingredient recognized by the Ministry of Food and
Drug Safety of Korea, was added to enhance the wrinkle improvement effect.

BIOBIJOU | CANDORLOV BIO




Main Ingredient
Key Ingredient for Improving Wrinkles

PEPTIDE COMPLEX -
ADENOSINE
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Cosmetic Science

Original Article

Adenosine-loaded dissolving microneedle patches to improve
skin wrinkles, dermal density, elasticity and hydration

G.Kang, T. N.T. Tu, 5. Kim, H. Yang, M. Jang, D. Jo. ]. Ryu, |. Baek, H. Jung i

First published: 25 March 2018 | https://doi.org/10.1111/ics.12453 | Citations: 39
Read the full text > “* poF %, TOOLS <% SHARE
Abstract
EN FR
Objective

Although dissolving microneedle patches have been widely studied in the cosmetics field,
no comparisons have been drawn with the topical applications available for routine use.
In this study, two wrinkle-improving products, adenosine-loaded dissolving microneedle
patches and an adenosine cream, were evaluated for efficacy, with respect to skin
wrinkling, dermal density, elasticity, and hydration, and safety in a clinical test on the
crow's feet area.

Methods

Clinical efficacy and safety tests were performed for 10 weeks on 22 female subjects with
wrinkles around their eyes. The adenosine-loaded dissolving microneedle patch was
applied once every 3 days, in the evening, for 8 weeks to the designated crow's feet area.
The adenosine cream was applied two times per day, in the morning and evening, for

8 weeks ta the other crow's feet area. Skin wrinkling, dermal density, elasticity, and
hydration were measured by using PRIMOS® premium, Dermascan® C, Cutometer®

SKIN BOOSTER | SPEETIQUEL

Adenosine-loaded soluble microneedle patch for improving skin wrinkles, dermal density,

elasticity, and moisture.

In this study, the efficacy and safety of adenosine-loaded soluble microneedle patch and

adenosine cream, which are wrinkle-improving products, were evaluated in a clinical trial on

the crow's feet area for skin wrinkles, dermal density, elasticity, and moisture.

(Adenosine-loaded dissolving microneedle patches to improve skin wrinkles, dermal density, elasticity

and hydration, G Kang et al, Int J Cosmet Sci, 2018)
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° Effects of rhEGF and Palmitoyl pentapeotide-4 for Skin Regeneration
after Glycolic Acid Peeling

Ji Hyun Ju', Do Hyeon Kim, Kun Park’, Nam San Kim', and Jeonghee Kim**

'Student, Dept. of Beauty Design, Graduate School of Wonkwang University
*M.D. Dept. of Dermatology, Wonkwang University School of Medicine

® *Professor, Dept. of Dermatology, Wonkwang University School of MedicineProfessor
“Professor, Dept. of Beauty Design, Wonkwang University
el i
o i
?

ular. The gels
ng. The palmitoyl

Matrixyl works on collagen and

Gilycolic acid is a superficial to medium-depth pecl(Surabhi e increases epithelial growth and amounts of collagen in the

elastin inside the skin. L tntroduction e G s it e 10 e i ol
| t t th d t f widely discussed in clinical efficacy. Recombinant EGF (rEGF)
p ro m O es e p ro u C IO n O al, 2016). This process is often disturbed upon envir I g \g wounds et. al, 2016). Also, EGF plays
g challenges, resulting in dry, flaky skin conditions. Impairment of ~ a critical role in fibroblasts by stimulating the production of
collagen and elastin, and helps I
. . . .« . and inconvenience from the patients. Current research seeks to
maintain skin elasticity and

smooth skin texture. Skin regeneration effects of rhEGF and Palmitoyl pentapeotide-4 after Glycolic Acid
Peeling.

It works directly on the skin to
reduce inflammation and
promote skin regeneration.

In the application group of rhEGF and palmitoyl pentapeptide-4, the stratum
corneum hydration increased and TEWL and erythema index decreased, confirming
the skin regeneration effect.

In particular, the skin regeneration effect of palmitoyl pentapeptide-4 application
group showed the best results. It was excellent in terms of skin regeneration after

peeling.

(Effects of rhEGF and Palmitoyl pentapeotide-4 for Skin Regeneration after Glycolic
BIOBIJOU | CANDORLOV BIO Acid Peeling, Ji Hyun Ju et al, Journal of the Korean Society of Aesthetic Medicine,
2020)
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Main Ingredient y e v
Key Ingredients for Improving Skin Texture

Dermal Stability and /n Vitro Skin Permeation of Collagen
Pentapeptides (KTTKS and palmitoyl-KTTKS)

Yun Lim Chol', Eun Ji Park’, Eunje Kim', Dong Hee Na** and Young-Hee Shin™*

College of Pharmacy, Kyungsung University, Busan 608-736.
“Research Institute of Pharmacsulical Sciences, College of Pharmacy, Kyungpook National University, Daegu 702-701, Republic of Korea

MATRIXYL -
TAURINE -

Abstract
Collagen pentapeptide (Lys-Thr-Thr-Lys-Ser, KTTKS) and its paimitoylated derivative (pa-KTTKS) have received a great deal
of attention as cal for their anti-wrinkle effects. The objective of this study was to evaluate stability and

permeability of KTTKS and pal-KTTKS in hairless mouse skin. In this study, a liquid chromatography-tandem mass spectrometric
method was developed for the quantification of pal-KTTKS, and used for stability and permeability studies. Stability studies were
performed using skin extracts and homogenates. Both KTTKS and pal-KTTKS were rapidly degraded, but palKTTKS was more
stable than KTTKS. When protease inhibitors were added, the stability of both compounds (KTTKS and pal-KTTKS) improved
sigrificantly. In the skin permeation study, neither KTTKS nor pa-KTTKS was detected in the receptor solution, which indicates.
that neither compound could permeste through the full-thickness hairless mouse skin in the experimental conditions of this study.
While KTTKS was not detected in any of the skin layers (the stratum comeum, epidermis, and dermis), pal-KTTKS was observed
in all skin layers: 4.2 + 0.7 uglcm? in the stratum corneum, 2.8 + 0.5 ug/c®® in the epidermis, and 0.3 £ 0.1 uglem? in the dermis
In conclusion, this study indicated that pal-KTTKS had greater stability and permeability than that of un-modified KTTKS, and may

ALLANTOIN

Matrixyl works on collagen and
elastin inside the skin.
It promotes the production of

be a useful anti-wrinkle and anti-aging cosmeceutical agent.

Key Words: Collagen pentapeptide, KTTKS, Palmitoy-KTTKS, Stability, Permeability

INTRODUCTION

Gollagen pentapeptide (Lys-Thr-Thr-Lys-Ser, KTTKS) is a
subfragment of the carboxyl-terminal propeptide of type | col-
lagen (Katayama ef af., 1891). It has been shown to promote
extracellular matrix (ECM) production in subconfluent fibro-
blasts (Katayama et al,, 1993; Abu Samah and Heard, 2011).
KTTKS has also been shown to promote the expression of
type | collagen and stabilize mRNA associated with the up-
regulation of transforming growth factor-f in rat Achilles ten-
don cells (Tsai et al., 2007). These properties made KTTKS
to be widely studied and applied in the field of cosmeceuticals
for its expected anti-wrinkle and anti-aging effects (Draelos,
2007; Lupo and Cole, 2007; Reszko et al, 2009). KTTKS
belongs to a 'signal peptide’, which can enhance dermal re-
madeling by triggering cellular processes such as inhibition of
collagenase activities and promotion of ECM production (Gor-

When peptides are topically applied, their instability on or in
the skin and poor permeability across the skin are challenges.
for successful dermal delivery. The conjugation of a fatty acid
to a peptide is often an effective method to improve the stabil-
ity and permeability of peptides in the skin (Benson and Mam

joshi, 2008). Foldvari et al. reported that paimitoyl derivatives.
of interferon u increased penetration across human skin ap-
proximately five-fold over that of the native protein (Fokdvari ef
al., 1998). In a similar manner, a palmitoyl derivative of KTTKS
(pal-KTTKS) would be expected to improve stability and en-

hance permeability in the skin owing 1o increased lipophilicity
drived from the palmitate residue (Lau e al,, 2008; Pouillot et
al., 2008). Several stuies have shown the clinical benefits of
pal-KTTKS. Topical formulations containing pal-KTTKS were
shown to significantly reduce fine lines and wrinkles and im

prove skin texture. These effects may help to delay the aging
process in the skin (Robinson ef al., 2005; Abu Samah and
Heard, 2011).

collagen and elastin, and helps o 05,
m a i nta i n S ki n e | a Sticity a n d hitp://dx.doi.org/10.4062/biomolther2014.053 : d May 9, fidlur\ﬁ‘zmd Accepted Jun 19,2014
smooth skin texture.

Skin stability and in vitro skin permeability of collagen pentapeptide (KTTKS,

It Works_ directly on the skin to palmitoyl-KTKS)
reduce inflammation and

promote skin regeneration.
pal-KTKS has greater stability and permeability than unmodified KTTKS, indicating

that it may be a useful anti-wrinkle and anti-aging cosmeceutical agent.

(Dermal Stability and In Vitro Skin Permeation of Collagen

Pentapeptides (KTTKS and palmitoyl-KTTKS), Yun Lim Choi et al, The Korean Society of Applied
EYBI0BIJOU | CANDORLOV BIO Pharmacology, 2014)
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Key Ingredients for Improving Skin Texture . (A ®)
i Biomedicine & Pharmacotherapy .g Groop uvB it Duration of taurine N et ™
s e L September 2021 1SS !t‘.":."'.': Control water e 10 8 —=-Uuve o “'f‘ "
[ uve + | water = 10 ~-Taurine-1
---Taurine-2

Taurine-1 + 3% Taurine | 2 weeks before UV radiation 10

8 weeks during UV radiation | 10 --8--Taurine-3

. Protective effect of taurine on UVB-induced otfored | v Ylawne [8ues s VY eoane
) . ) ] X Taurine-3 + % Tuutne: |4 e 10
skin aging in hairless mice -

2 1 0 1 2 3 4 5 6 7 g (weeks)

e
e
oo

Wrinkle grade

Tomohisa Yoshimura °, Chika Manabe °, Yuki Inokuchi ®, Chikake Mutou 7, Tohru Nogahama °

Shigeru Murakami * & B e T = P "
J ! 5 7.&
She e T 1 =) ¥
e 0 1 2 3 4 5 6 7 8

Share 99 Cite Taurine-2 s v Weeks of UV-irradiation
Taurine-3 [: >
https:/jdoi.org, biopha. 2021111898 A Get rights and content 2
(C) 3 Control uve Taurine-1 Taurine-2 Taurine-3
Abstract
2 e
Taurine, a sulfur-containing amino acid derivative, exists at a high concentration in the ; 2
skin and is considered to play an important role in maintaining moisture homeostasis. g 1% oy J
This study investigated the effects of oral taurine supplementation on epidermal & - -
. . . . . )
Ta u rl n e IS a r‘aW m ate r‘l a | m a I n | moisture content and wrinkle formation, as well as skin taurine content, using ultraviolet =~ 1 b kK
B (UVB)-irradiated hairless mice. Wrinkles were induced by exposing hairless mice to §
UVE radiation (70-100mJ/cm?). Taurine was dissolved in drinking water at a [—;—] {
0

used in fatigue recovery agents,

concentration of 0.3 or 3% (wfv) and given to the mice ad libitum for 2-10 weeks. Taurine
N Control  UVB  Taurine-1 Taurine-2 Taurine-3
was then extracted from the dorsal skin, and the skin taurine content was determined

but it is known to be effective for
skin health.It prevents aging and
strengthens the skin barrier,
protecting the skin from external
stimuli.

Study on the effect of taurine on skin aging caused by UVB

Exposure of mice to UVB radiation for 4 weeks decreased water content and increased
transepidermal water loss (TEWL) of the skin, whereas taurine supplementation inhibited these
changes.

This study showed that oral taurine supplementation could suppress UVB-induced wrinkle
formation, which may be related to the regulation of epidermal water content. The beneficial

effects of taurine on skin aging may be due to its role in osmoregulatory regulation.

(Protective effect of taurine on UVB-induced skin aging in hairless mice, Tomohisa Yoshimura et al, Biomedicine &

BIOBIJOU | CANDORLOV BIO Pharmacotherapy, 2021)
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cite Effect of Allium Cepa-Allantoin-Pentaglycan Gel on Skin
" < Hypertrophic Scars: Clinical and Video-Capillaroscopic
TA U R | N E e Results of an Open-Label, Controlled, Nonrandomized
* Clinical Trial

Favorites
CAMPANATI, ANNA MD’; SAVELLI, ANDREA MD'; SANDRONI, LUCIA PHD'; MARCONI, BARBARA MD'; GIULIANO, ANGELA

] MD'; GIULIODORI, KATIA MD'; GANZETTI, GIULIA MD'; OFFIDANI, ANNAMARIA MD"
permissions Author Information®
Dermatologic Surgery 36(9):p 1439-1444, September 2010. | DOI: 10.1111/j1524-4725.2010.01654.x

BUY nl Metrics

Abstract
. . BACKGROUND

A | | a n tO I n h a S a SO Oth I n g effect Hypertrophic scar formation is a process in which prolonged angiogenesis sustained by vascular
endothelial growth factor ¢ ion plays an imp role,

on skin tired from MTS osjecrive
This in vive study was conducted to evaluate the clinical effect of a topical gel containing onion

t re a t m e n t a n d re m Ove S d e a d extract, allantoin, and pentaglycan on hypertrophic scars and keloids.

k J | | k' h k' MATERIALS AND METHODS
S I n C e S, m a I n g t e S I n Thirty people with hypertrophic scars or keloids were examined. Fifteen patients received a topical

smooth.
Effects of Allium Cepa-Allantoin-Pentaglycan Gel on Hypertrophic Scars: Clinical and Video

Capillary Results from an Open, Controlled, Nonrandomized Clinical Trial

Topical application of a gel containing allium cepa, pentaglycan, and allantoin twice daily for
24 weeks appears to be useful in reducing neovascularization in hypertrophic scars and

keloids, resulting in clinical improvement of skin lesions.

(Effect of Allium Cepa-Allantoin-Pentaglycan Gel on Skin Hypertrophic Scars: Clinical and Video-Capillaroscopic Results of
an Open-Label, Controlled, Nonrandomized Clinical Trial, CAMPANATI et al, Dermatologic Surgery, 2010)

BIOBIJOU | CANDORLOV BIO
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Research Article

Main Ingredient

Key Ingredient for Improving Turnover Cycles
A 1:2 Copper(ll)-Tripeptide Complex for DNA Binding and

Cleavage Agent under Physiological Conditions

Pulimamidi R. Reddy & Pallerla Manjula, Tushar K. Chakraborty, Rajarshi Samanta

< O P P E R First published: 28 May 2009 | https://doi.org/10.1002/cbdv.200800079 | Citations: 2
“* pDF K, TOOLS < SHARE
TRIPETIDE - 1 psrac

’
“atm ¥ o &

[] ' 2
3 ﬂ.-," Q:'. +EBbound &

1 1 1 ;"p“ » » CT DNA
The skin turnover cycle is 4 weeks. As aging o O, P

cence inter

progresses, the skin turnover cycle increases ol o> 9k g
to 6 to 8 weeks. Therefore, the skin cell i -
regeneration ability decreases significantly, e
and as the stratum corneum thickens, the A1 :2 copper-iripeptide complex, [CUBocHis-Gly His-OMel?* was synthesized and
Skl aging| PHENOmENCn PIogresses. Seometrywround ol The ONAbding and DN ceavags praperte of the G cormpls

were investigated. The complex binds to calf thymus DNA (CT DNA) in an intercalative
- T - e

If you supply copper tripeptide-1 to your S
skin, you can see the effects of promoting

the gIQWth Of_ i) SIFIH cells, rggeneratlng The DNA-binding and DNA-cleavage properties of Cu(ll) complexes were

the skin, and improving the skin turnover investigated. The intrinsic binding constants for the binding of Cu-tripeptide
cycle. complexes to DNA suggest that these complexes are suitable for rapid diffusion
on the pharmacological time scale.

Complexes for DNA Binding and Cleavage under Physiological Conditions

(A 1:2 Copper(Il)-Tripeptide Complex for DNA Binding and Cleavage Agent under Physiological
Conditions, Pulimamidi R. Reddy et al, Chem Biodivers, 2009)
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POLYNUCLEOTIDE NP G
SODIUM -

HYALURONIC ACID

Corium

Polynucleotide(PN) Fat Muscle
Epidermis

Sodium polynucleotide inhibits melanin production to improve hyperpigmentation and
uneven skin tone, and hyaluronic acid, which improves skin barrier function, works
together to reduce epidermal moisture loss, thereby enhancing the skin's moisture
radiance effect.

BIOBIJOU | CANDORLOV BIO
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Clinical efficacy and safety of polynucleotides highly purified
technology (PN-HPT®) and cross-linked hyaluronic acid for
moderate to severe nasolabial folds: A prospective,

randomized, exploratory study
Antonino Araco MD B Francesco Araco MD, PhD, Mauro Raichi MD

First published: 09 May 2022 | https://doi.org/10.1111/jocd.15064 | Citations: 1

° Funding information
The authors declare their was spontaneous and born of sc

Support with the ar g charges required by the Journal of Cosmetic [
only funding provid 5|

HYALURONIC ACID —

Abstract

rmatology will be the

Introduction

The mandibular profile undergoes progressive wasting with aging, and the deepening of
nasolabial folds (NLFs) has a leading role. Hyaluronic acid (HA) efficiently controls tissue
hydration and permeability to small and large molecules. NLFs are an acknowledged HA
target; at the same time, another class of agents, PN-HPT® (Polynucleotides Highly
Purified Technology), enjoy growing acknowledgement in aesthetic medicine. This
exploratory, prospective study probed the rationale of sequentially associating PN-HPT®
as a first priming agent acting in the skin followed by HA dermal filler injections for
correcting moderate to severe NLFs.

Clinical efficacy and safety of polynucleotide high-purification technology (PN-HPT®) and
cross-linked hyaluronic acid for moderate to severe nasolabial folds: a prospective randomized
exploratory study.

Emphasizes the role of intradermal PN-HPT® in rapidly improving skin quality in the treatment
of moderate to severe NLF with subjectively expressed consistent aesthetic benefits. PN-HPT®

administered in the pre-priming phase prolongs the clinical effects of HA administered as an
integrating agent for aesthetic benefits.

(Clinical efficacy and safety of polynucleotides highly purified technology (PN-HPT®) and cross-linked hyaluronic
acid for moderate to severe nasolabial folds: A prospective, randomized, exploratory study, Antonino Araco MD et al,
J Cosmet Dermatol., 2023)

BIOBIJOU | CANDORLOV BIO
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POLYNUCLEOTIDE
SODIUM -
HYALURONIC ACID

(Clinical efficacy and safety of polynucleotides highly purified technology (PN-HPT®) and cross-linked
hyaluronic acid for moderate to severe nasolabial folds: A prospective, randomized, exploratory study, Antonino
Araco MD et al, J Cosmet Dermatol., 2023)
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Therapeutic Hotline

Long-chain polynucleotide filler for skin rejuvenation: efficacy
and complications in five patients

Kui Young Park, Joon Seok, Nark Kyoung Rho, Beom Joon Kim g2& Myeung Nam Kim

First published: 02 November 2015 | https://doi.org/10.1111/dth.12299 | Citations: 20
Read the full text » = PDF A, TOOLS <& SHARE

Aging well has become the new target of preventative medicine, and aesthetic
dermatology can contribute to this request. The polynucleotide (PN) containing products
not only fill the space, but improve tissue regeneration, resulting in more natural tissue
regeneration. Five Korean women received four times injections of long-chain PN filler in
two-week intervals for skin rejuvenation. About 0.05 mL of material was injected in 40
points of one-side cheek. The pore and skin thickness were markedly improved in the
patients in their 30s, whereas skin tone, melanin, wrinkles, and sagging were noticeably
improved for patients in their 40s. There are no serious side effects. In conclusion,
intradermal long-chain PN filler injection seems to be an effective and safe treatment for
skin rejuvenation.

Polynucleotide Filler for Skin Improvement

SKIN BOOSTER | SPEETIQUEL

The polynucleotide (PN) contained in the product not only fills the space, but also improves tissue

regeneration, resulting in more natural tissue regeneration. Patients in their 30s showed significant

improvements in pores and skin thickness, while patients in their 40s showed noticeable

improvements in skin tone, melanin, wrinkles, and sagging. There were no serious side effects. In

conclusion, intradermal long-chain PN filler injections appear to be an effective and safe treatment

for skin rejuvenation.

(Long-chain polynucleotide filler for skin rejuvenation: efficacy and complications in five patients, Kui Young Park et al, Dermatol Ther, 2016)
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SPEETIQUEL PROTOCOL

- How to Use

e L = Open both vials A and B.
CDL

CANDORLOV BIO

Pm

nnnnn 8 & Hydration

CDL = Pour the content of vial A into vial B.

CANDORLOV BIO

PEETIQUEL 35ml B

izing & Hydration

SPEETIQUEL A

SPEETIQUEL B

» Close the lid of vial B, and gently swirl it with both hands as if turning it
SE—— — softly. Mix carefully & thoroughly without creating air bubbles.

SPEETIQUEL Vial A SPEETIQUEL Vial B

BIOBIJOU | CANDORLOV BIO
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SPEETIQUEL PROTOCOL

Intensive care Maintenance Recommended usage cycle based on During the maintenance period, we recommend
2 weeks apart x 4 times every month individual skin type mixing skin botox or hidrating injection.

[ . ° Maintenance every month o
Intensive care

2 weeks apart x 4 times

- | - -
DAY30 DAY30 DAY30 EVERY MONTH
DAY 15 DAY 15 DAY 15
SPEETIQUEL SPEETIQUEL SPEETIQUEL SPEETIQUEL SPEETIQUEL SPEETIQUEL SPEETIQUEL SPEETIQUEL
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BEFORE & AFTER

8 Weeks using BEFORE AFTER 8 WEEKS
Speetiquel

Case 1 - 40's female

Area: Skin Tone

Data provided by:
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BEFORE & AFTER BEFORE AFTER 8 WEEKS

43 31

8 Weeks using
Speetiquel

Case 2 - 20s female

Area: Forehead Pores

Data provided by:
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BEFORE & AFTER BEFORE AFTER 8 WEEKS
43 31
. -~
8 Weeks using N gl
Speetiquel \ @72, @ M2 s s
Case 2 — 20s female
35 27

Area: Right cheek pores

Data provided by:
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BEFORE & AFTER

8 Weeks using
Speetiquel

Case 2 - 20s female

Area: Left lower eye
wrinkle

Data provided by:

BIOBIJOU | CANDORLOV BIO
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AFTER 8 WEEKS

19
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23 18
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BEFORE & AFTER BEFORE AFTER 8 WEEKS
\25 /_ 19
. sl = S
8 Weeks using ’ is : 19
. 35 32 23 18
Speetiquel
12 13 10 9
Case 2 - 20s female
21 4 15

Area: Forehead wrinkles

Data provided by:
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BEFORE & AFTER

8 Weeks using
Speetiquel

Case 3 — 40s female

Area: Skin tone, wrinkles

Data provided by:
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BEFORE
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AFTER 8 WEEKS
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BEFORE & AFTER BEFORE AFTER 8 WEEKS

Case 4 — 20s female
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BEFORE & AFTER

8 Wee kS USIﬂg BEFORE - AFTER 8 WEEKS
Speetiquel |

Case 4 — 20s female

Data provided by:
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BEFORE & AFTER BEFORE AFTER 8 WEEKS

Case 5 — 40s female
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BEFORE & AFTER

BEFORE AFTER 8 WEEKS

Case 5 — 40s female
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Hyaluronic Acid Fillers Botulinum Toxin* Fat Dissolving Injection * Skin Boosters * Hair Loss Therapy * Cosmetics

BIOBIJOU

Biobijou and ExocoBio China Expansion Agreement 54 83 1 4
& ‘
i @

Beauty company Biobijou has decided to exclusively supply ASCEplus™, a 'skin

Biobijou has a factory and production facility that

has received GMP certification, which means the Saring 1 . oo fossed  press hlfASCEhplh”Eekthhd
excellent pharmaceutical manufacturing and quality
management standards of the Ministry of Food and Biobijou-Moogene Medi, ‘join hands' for next- ==
Drug Safety, and holds numerous filler G o casan oo o e b o o sy Biobou |
. (CEO Yang Jun-ho) and Moogene Medi (CEO Yoon Tae-jong) signed a strategic

manufacturing technology trademarks and patents. parinersip (MOU) for hejont development of next-generaton mecical -~ [=

. . . Geronbio and Cheongdam Global-Biobijou Signed — (IEEEESSE
We will not stop there, but will continue to lead the MOU for PN Filler Development and Distribution  -gesiges
bio beauty market by continuously researching and 2 ategc pamamsp (MOL) wih Choongdom Giobal (C£6 Chat Sede o ona (1T T
. . . . . . B'lob_uou_ (CEO Yang Jun-ho) on t_he 11th for product devv_elop_ment _and ) -y _.A_ g =
i nvestl ng fo r d Iffe re ntl ated p rod u CtS a nd in novatlve distribution through comprehensive technology cooperation including PN fillers, =5
development' Cheongdam Global Subsidiary Biobijou to Develop LNP Filler

Biobijou, a subsidiary of Cheongdam Global, is joining hands with Moogene Medi, a KONEX-
listed company, to develop the next-generation medical device, LNP filler. On the 7th, Biobijou,
a subsidiary of Cheongdam Global, and Moogene Medi signed a strategic partnership (MOU)
for the joint development of the next-generation medical device, LNP-based filler (tentative
name).

BIOBIJOU | CANDORLOV BIO



Biobijou, a filler specialist company

Filler Specialized Manufacturing Technology

Certifications
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Biobijou, a filler specialist company

Filler Specialized Manufacturing Technology
Patents
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EEERE) i lo) wye TS0l U2 ByEvo ERENSE SN Cavitleton of Mark Clavitioiun o ek
dngIRE |y 8 & mo® [ weEs Taswams This is to certify that, in accordance with the Patent Act, a patent for the
YT | =sams invention has been registered at the Korean Intellectual Property Office. E 5 seE | wexr | = CREEES | wc=w
T EL Y] Y lﬁ‘\m-‘ilh 2004 018 19% UHBHEHO EEHER AENEND | uEN¥Y
UANNIRS ¥ ANNTRE 202414 018 290 GANIRS L .\ HANNIUT 2024 018 290
plicast b (e nssote i Kow 20241 043 30% - anaze e
i [P s2lina mueis
YNEE BAR.
This is 1o certify that the above applicant has filed as stated in his centificate at the Kore 9 AN AR S ANUE YR
sl Propeny Office Tt cety o ppicat bl e i i it e Ko This " fled athe Kore
.t{%‘ an Entellectusl Property Of an Intellectaal Property Office
Kerean Intefectual
Property Office

Collagen Filler
Application Fact Certificate

PCL Filler
Application Fact Certificate

Composition for improving skin
wrinkles and elasticity
comprising high molecular
weight and low molecular
weight hyaluronic acid, and
method for producing the same

Hyaluronic Acid Cosmetics
Application Fact Certificate

Elastin + Collagen Filler
Application Fact Certificate



SKIN BOOSTER | SPEETIQUEL

BIOBIJOU, a Filler Specialist Company

Increased brand awareness through participation
in overseas medical professional exhibitions

[

BIOBIJOU

2023 Imcas 2023 Dubai Derma
BIOBIJOU | CANDORLOV BIO



SKIN BOOSTER | SPEETIQUEL

BIOBIJOU, a Filler Specialist Company

BIOBIJOU
Formulation Composition Laboratory

'~ BlOBlJOU

AFWS(No): KCL-AABC-17162 U GMP

o|=27|7| |z 4 A 7|&E HEAHEM
(Certificate of GMP)

- EA!I"?M! (Company name of Applicant / License No.)

® N2 Y (Name of Manufacturer)
M 2 3 2480 K10/ 247 (BIOBLOU)

422 233 (Address of Manufacturer)

A 2 2 AS A AR 007 it 2 ) mrmgncrq:m
echn ¥, B-57~913, 947, Hanar-dae am-s;, Gyeonggi-do, Republic of Korea

» EK2 (Category)

WUUE (See attached ist)

2|77 A2 L BUAVIRO| PUS AUV,
(We hereby certify that the above manufacturer complies with Korea
Good Manufacturing Practices of Medical Devices for the product group listed above)

WHYAHDate of Issue) T 2023.04.24
RR12(Date of Expiration) 2026 04 21

Q FIA YA B EAY

GYEONGIN REGIONAL FOOD AND DRUG ADMINISTRA]

[k erae ke e T b
I‘ CL Korea Conformity Laboratofes

BIOBIJOU | CANDORLOV BIO



|
CDL
BIOBIJOU  curomoves

BIOBIJOU Will Make Humanity Healthy Through New Innovations and Challenges.

Tel. +82 2-6235-9696
E-mail biobijou@biobijou.co.kr

Web www.biobijou.co.kr
BIOBIJOU CO.,Ltd.



mailto:biobijou@biobijou.co.kr
http://www.biobijou.co.kr/
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