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The First Sports Cream with a Botulinum Peptide Component
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BPMed

COSMETIC

Developing the product of
AB O U T U S World Leader of the New Topical Botulinum Toxin Era

true technology with excellent

technical Cooperation partners
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WARMING-UP BOOSTER INJURY PREVENTION
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MAIN INGREDIENTS —
Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40 (X F 7 Z L&z FHEBKRY
) XABRIARTF R-1 AFHRTF R-40), Arginine( 7I)LF Z>/), Centella Asiatica
Extract( Y /RETIF R), Allantoin (¥ 7> kA /), Pinus Sylvestris Leaf Oil (L4 3T 7 A~
Y Eh), Aloe Barbadensis Leaf Extract( 7OIARZEIFR), Cucumber Fruit Extract (F

1IUIFR)
[]




BoLCA+ BOTULIFE Outperformer® /O ok U Hh B X HAITH
PRMNYVAORBEGRYIVRXRABENOEL SEHRL =WE
ELTNDEBHN TEDLSICESNIEEARA R NIEATT,

Product Introduction
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MAIN INGREDIENTS

Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40(X F 74— JL
BEFABARY ) XABRIRTF RAAFHRTF R-40),

Menthol(X > k—JL), Peppermint Leaf Extract(R/N\—= > NEIF X), Pinus
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Methionyl r-Clostridium
Botulinum Polypeptide-1 Hexapeptide-40'

BoLCA+ BOTULIFE Outperformer® #0421k L H i E5E
HETHBDZRRNY DAOERRRD AV I RXABRNVE
PSHKRLEYEEL TIOEBN TEDRSICESh
HHB|ARNVETT, .

Botulinum-Derivative Ingredientld 7 = ./ BR M 95% LA L AR
YDIXABZAMNFI—2ARERUL, BY5%OBOE
MAEBAICREL, HREHEMRICEALET,

Epidermis
Dermis

< Subcutaneous Tissue

Muscle Layer

Toxin Complex ’ Pure Toxin
(Medical Injection) (Medical Injection)

Botulinum Light ) _ Batulinum Light
Chain A Chain A

~ Botulinum Heavy ‘% _ . Botulinum Heavy
Chain . A% Chain

0y | L Hemagglutinin
Composition W Non-toxin

Non-toxin Non
-Hemagglutinin

Heavy chain : Nerve cell penetration h
Light chain : Botulinum Efficacy Part § Heavy chain : Nerve cell penetration h

Hemagglutinin Light chain : Botulinum Efficacy Part #
Non-toxin Non-Hemagglutinin

Commercialization 1980

BOTOX (Allergan, US)

Example MEDITOXIN (Medytox, Korea)

Not permitted to use in Cosmetic
Product Product

Molecular weight 900KDa 150KDa

BPMed-BoLCA
(Skin Permeable)

Botulinum

Light
W chain
J Atype
= +

<) MTD Protein

Light Chain : Botulinum Efficacy Part ®

MTD : Macromolecular Transduction Domain
(Skin & Nerve cell penetration)

™ Recombinant Protein

The First Botulinum Ingredient on ICID
BPMed Cosmetic has Exclusivity

53.6KDa

‘Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40' 0

BREEOBLDEHOTZY NTF—LTO /OD—

1st Action

MTDIC XD AERBR UMD EEEA D "Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40

RiEME L

2nd Action

457 B Z# 2 IZ "Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40, %

FETDETHEREEAIL




Macro-molecule
Transmission
Domain (MTD)

Botulinum
Light Chain

Normal Neurotransmission Process

SNARE Complex & #&& L T Synaptic
VesiclelZ » > R zENETHD T F
L5k
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MECHANISM ON NERVE CELL

Penetrated in to dermis layer

Methionyl r-Clostridium Botulinum
Polypeptide-1 Hexapeptide-40
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SNAP25\ BB Ef
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Test Results

SNAP25 Cleavage Diagram

HHx¥Z "TGST-SNAP25-EGFP, Z "Methionyl r-Clostridium Botulinum Polypeptide-
1 Hexapeptide-40, R NVEBO I VEAEEZRN T EHICBRELELE,
BRRCEETD "RYUIAENF 2Light Chain AR, IFSNAP25MDC-
terminalf 727 VEA TS 128, GSTEEGFPIE & % ON-terminal & C-
terminal T25kDaD ¥ 4 AT &z Eh, VU EAFREEREICERID -
HICES—ERBRLET, 75kDa "GST-SNAP25-EGFP. (& "Methionyl r-
Clostridium Botulinum Polypeptide-1 Hexapeptide-40 (C & ¥)50kDAK U*25kDa
BONVETOIVERENET,

SNAP25 Cleavage
Size alteration after GST-SNAP25-EGFP cleavage

50kDa + 25kDa

in vitro SNAP25 Cleavage Assay

GST-SNAP25-EGFFP& > /N &#* "Methionyl r-Clostridium Botulinum Polypeptide-1
Hexapeptide-40, [CK VY T VERAE N2 H ZHEFZET 5 ZHICGST-SNAP25-EGFRZ >/ /X
2 B Zin-vitro TH Z 7xdose® "Methionyl r-Clostridium Botulinum Polypeptide-1
Hexapeptide-40 ERISEBE T, FHRMICGST-SNAP25-EGFPAR > /N & IFGST-
SNAP25 (50kDa) £ EGFP(25kDa) TV U E A& 1, Methionyl r-Clostridium Botulinum
Polypeptide-1 Hexapeptide-40, Mdosel- LbflL £,

GST-SNAP25-EGFP10ug)
BPMed_BoLCA (ng/ml)

Buffer condition: 1mM DTT, 1imM HEPES,1mM NacCl, 2uM ZnCl;
Reaction : 37 C 3hrs. SDS-PAGE loading condition - 12% SDS-PAGE - volt : 120V




Vehicle Lc BPMed BoLCA

1hr

3hr

6 hr
* Treatment condition

- HaCaT cell
- Peptide : 5ym

K & 4B (keratinocytes ) D2 EHE

FITCA'#&& & hfz "Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40, 2> NV B %S F /4

A NEBHERICEAR. 1~6KEICA T THRATRONVENFrGIREND L 2BRATEETET. CORBRE
TMethiony! r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40, N"EEZEBTEZ L ZRLET,

Vehicle BPMed BoLCA

* Treatment condition

- FITC conjugated : 5ug
- Time : 3hrs

- Method : confocal

'Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40' cell penetrate test

Penetration Amounts (ug)

0.5 1 3 6 12 24
Time (hour)

'‘Methionyl r-Clostridium Botulinum Polypeptide-1
Hexapeptide-40' transdermal diffusion test
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Application of Botulinum Toxin in Pain Management. (B&AEICEVTORKNY U ADTEHR)

Woo Seog Sim Department of Anesthesiology and Pain Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea.

Botulinum toxin (BTX) is a pre-synaptic neuromuscular blocking agent that triggers chemical denervation by temporarily suppressing secretion of
acetylcholine at motor nerve endings; therefore, BTX injections are useful for diseases with increased involuntary muscle activity or tension.

RYVUIXABBEBTXN)REBHBRETTZEFILIV D O0E —BHNICHEIL, RENELEFERIZIIFTTAHEREEKATH S,
TN, BIXENIFEZRBNEHPUEE PR RNEBML ERICER L,

New therapeutic indications for botulinum toxins. (RVUXZAEERIZKT HHLLVERE)

Cordivari C. Misra VP. Catania S. Lees AJ. Mov Disord. 2004 Mar;19 Suppl 8:S157-61.

Trials of BTX in painful conditions are ongoing mainly on refractory tension headache, migraine, and backache as well as dystonia-complex
regional pain syndrome and myofascial pain with promising results. Recently, the fastest growing use for BTX toxin has been in the
cosmetic applications.

BTXDEL \MVEADRETORRETICMHAMREER, REBRVEBETTREL, FHBER, S6MBAMERBRVFEOBX ICHTIEER
HRIEATVWS,

Botulinum Toxin for the Treatment of Myofascial Pain Syndromes Involving the Neck and Back:

A Review from a Clinical Perspective. (B&EH 2T HELRBERBFEOAEBEOIZOORY U XABEER | BRNE R TORE)

José M. Climent,* Ta-Shen Kuan,? Pedro Fenollosa,® and Francisco Martin-del-Rosario*

There is evidence that botulinum toxin could be useful in specific myofascial regions such as piriformis syndrome.

It could also be useful in patients with refractory MPS that has not responded to other myofascial injection therapies.

RV U XABEERN piriformisERBFHN LS BRHEHESFUICEATHYBDE VSR HY) T, OFHEIHBECRISLEVEAEMPS
BECEERATHAAREMNIDYERT,

Botulinum toxin for myofascial pain syndromes in adults. (KA O FHEMEBERECHTERY U XRAEER)
Adriana Soares, Régis B Andriolo, Alvaro N Atallah, Edina MK da Silva

Botulinum toxin is a protein produced by the bacterium Clostridium botulinum and is a potent neurotoxin that eventually
inhibits muscle contractions. It is capable of selectively weakening painful muscles and interrupting the pain cycle.

RYVIABBRRINITIT ZOXNIZTARY YXIFICIVERENTZEZNVETHY), HRHAORBEENFTIBROIBHESEETT,
ThRFELVHRZERVICHLEE, BAOABZHTI LN TERT,

A comparative trial of botulinum toxin type A and methylprednisolone for the treatment of myofascial pain syndrome
and pain from chronic muscle spasm. (FEMEBERFRCEEFTARRICLIDBHRAROLHOORY U X ABERARLE
XFII7L RZVOY OLEEEER) Porta M Pain. 2000 Mar;85(1-2):101-5.

These results indicate the superior efficacy of BTX-A over conventional steroid treatment in patients suffering
from MPS, when combined with appropriate physiotherapy.

B AYEABEHAENDE, FEERBERBMPS)ZE TVWIRENSEENEATOS RBEICERT
BTX-ADEFBEZMENBEND,




Safety Tests

"Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40 .
ERCRUTUTOLS BREMERFThhEL L,

- #fE B M58 (in-House Lab.)

-INO TV T EEZE D M EER (GLP Lab.)

- R EHIRE (GLP Lab.) [——
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coeficrent of Setermmaton
mean peptite concetration of RC A

mean peptise concentrasion of RC C (PC)

MMethionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-401 @ EES—

CV of the peak area of RC 8

FERZEECHUTATORS BEMWERET>TEY, -

CORBCNTIEHURARIRLTITVERA, 0 s
- EPISKINZ I A U 7= 52 /8 B 54 Bk S
- EpiOcular testZ F| A U 1= B ®RIBE &

- REBBILEER . BFT > /NEIRRE : BrdU-ELISA

-in vitro 3ST3NRUXEHET A N

e

SINGLE HUMAN PATCH TEST —’

Clinical Tests

Single Human Patch Test Clinical Test (I.LE.C. Korea)
Bolca Anti-Wrinkle Facial Serum Bolca Anti-Wrinkle Facial Serum
(l.LE.C. Korea @ Chonnam National Univ. Hospital) (.LE.C. Korea)




Registration Status

| C | D (EBMLIERRHBIE)

MMethionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-40 1 (20144
12 AEBRLERERE(ICID)ICEHENEL =, ZNhZEICID (International
Cosmetic Ingredient Dictionary) 2016 Vol.2?02096 X —> THRFETE X T,

"Methionyl r-Clostridium Botulinum Polypeptide-1 Hexapeptide-405 &L\ S
INCIBEBRBERHTRHZENDTEH ) EEA, ICIDEZEEHTZTV RO
PCPCEYO—NILOAXT A4 Y VRPN HBEL., PEOLHICRHEEHT
T, INCIBFRIZEE - "Clostridium Botulinumy & Z OFERIA SRR TRY 1
XABER) ’SHERLIECEZAALET,

LAL., B#IZ TClostridium Botulinumi OZB#EGHAEERZDTTED V) E
th, TRYVIXABBETARNFI—2) FOUTREEEICEEL TEHZH
BICBETEBRVWEY, EFRETEETFLA. REANDRIEL HZMED
REZRETHOIMTDEOEMABEBAEh, AEBSHFERTVWERZEORY D
XABBRERNHELEL =, "Clostridium Botulinum, B#ZSCREE %
BRITDCERFTEETN, TOEMEVNEETTEMIDCERFTEERE A,

LT
o EP31S6412A1

PCT / KR2015 / 005434

MBRMRBEBURTF RRORY UXABERME
&, TMethionyl r-Clostridium Botulinum
Polypeptide-1 Hexapeptide-401 F¥ 0 #fir4s&F
BHEATES »EICHEZEHTVERT, COH
firERTE TRY U XAEER ) BifizREL I
ATGCHE RBRU BEMRRERMZREL I
#ProCellTherapeutics & D FHFFEIC & V) B3
ThELIE,

EEX RIAXT 1Y V@R REFOERAERMEHE
RUOMEOMEEREZRBELTVLET,

- BEBFERT T (KR. 10-1882461)
- KEHFFEERZ T (US. 10300118B2)
- 02 PHRFBR% T (RUS.2670135)
- HEEFFEER T T (CN.1064591558)
- IR RHFERT T(CA.2,949,653)
- HA 7B ERT T (JP.6243577)

Patent Registration
Competion Korea
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Patent Registration
Competion Japan
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Patent Registration
Competion China

Patent Registration
Competion USA

Patent Registration
Competion Russia

Patent Registration
Competion Canada




OUR ABILITY

JYPHARMTECHE #% % B2 BFOHmEAERICSML |

Medical
Staff

RBETR RHELT, BEOZI—ALHEFCRERHROLE FR- RENTETT,

JYPHARMTECHIEBP MED & O 72 1 T <,
ERMER, XAMR, BRUERR. tEREEORESTEH DL,
BReBEmARN WETT,

Methionyl r-Clostridium Botulinum

Polypeptide-1 Hexapeptide-40

Methionyl r-Clostridium BERMMGEELCEXTHABP MEDEH DL,
*. Botulinum Polypeptide-1-

Hexapeptide-40 B4 B DA

Manufacturers
in various fields Health

&
Medical

SKINCARE

Botulinum ToxinERBEARMEBEROMRZHEE TELIEZREMERE SHEMR—LTTERA,

HEMER - -V LHLHE, BAHOWE, RERDH. —FEXE

SPORTS CREAM

RYYRABRTF RERD DA =D AR—Y 9')— L TBotulinum Toxin BFFEBUREMT & (338 > THRA DT/ EHRDIE KL
DENZL,

HAIR LOSS

Botulinum ToxinZ BRI EA T2 EMEBZEOMREHREFL, T—RAAZXT 1 —#1T, TOR/R, REFHRFAEHRIULS

DEVELOP A NEW MEDICINE
REFAEL, BEAFARRE. EREE (t7 52 AMKK ) TRREBRET,
T—AART 4 —ERIR AL & AR AR



