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The stem cell niche is
composed of soluble factors
that provide cues for stem
cell-mediated regeneration. o% me/"g :
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Rejuvenation




CucrtemHoe yBennyeHme Knoto BbI3Bano
ycuneHme pereHepaummn y BO3pacTHOW MbILLIV

Systemic Klotho supplementation enhances the

regeneration of aged mice

Klotho Osmotic Pump
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Hypothesis of the underlying_molecular
mechanism in scar regeneration
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Should different approaches be applied?



[lanbHenwwee pa3BnTUE KOHLEMNLNU

« The major “trigger” In kelold
:mund.sl promoting relapse
surgically removed keloid

- Unknown
- Growth factors

- Cytokines
- Anglogenesis
- Others?

- Tension?
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otherapy: increased safety

o Low dose radi

while decreased efficacy
o How to achieve both efficacy and safety?
¢ Combination of radiotherapy and

chemotherapy
e 5-FU injection during surgical
procedure and early stage post-OP

o Application of low does radiotherapy
within 24 hours post-surgery
2.5-3 Gray x 4 fractions

surgical proceaure

. Necessary for large sized

keloid

« Necessary for
effect in some area

earlobe
« Given proper replapse

control

cosmetic
like

Concretive therapy
« Drug injection

_ Combined injection of low

steroid
_ With established protocol for proper

control of recurrence
- Work well for small-sized keloid

- Difficult for large-sized keloid
» Silicone: suitable for prevention
* Pressure difficult to work alone
* Isotype irradiation less used

dose 5-FU and
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uVB-mediated loss of viability of skin fibroblasts
is due to apoptosis
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Kacnasa-3 (ueHTparnbHbIn KOMNOHEHT B MEXaHN3ME anonTo3a KneTkn)
aKTUBUPYETCA B KOXe Mbllen nocne YO obnyyeHns

Caspase-3 is activated in the skin of SKH1 mice

after exposure to UVB radiation

Cytotoxicity, Apoptosis,
l Bcl-2/Bax, [ caspace-3




YO obny4vyeHue obycnasnmBaeT npexgeBpeMeHHoe dmsnonorndeckoe
cTapeHne pnbpobnacToB KOXU

diation-mediated premature senescence

UVBra -
in skin fibroblasts in vitro
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YO- onocpenoBaHHoe nospexaeHne [HK akTnBmMpyetr OHKOreHbl B
dombpobnacTtax Koxu n yenoBeka

UVB-mediated DNA damage activates JNKs and Akt

in human skin fibroblasts

UV B (D alter exposure
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Cumntombl 3yaa nmetotca y 90% nocrneoxoroBbix naumeHToB Ny 40% mn3 Hux
OH COXpaHsIeTCs 40 7 NIET Nocne TpaBMbl, HapyLllas COH, MOBCEAHEBHYO
XU3HEeOEeATENTbHOCTb N CHMXKasi Ka4eCTBO XU3HW.

Itchy skin / pruritus

» Quite common in (deep) scars
» Eg. more than 90% of burn patients experience pruritus initially.

» Alarge number of patients with (extensive) scars suffers from long-term itching
*  One study: 40% of burn patients still suffered from itching 7 years after their bumn.

» Very troubling issue that interferes with
» sleep,
» activities of daily living,
» and overall quality of life.




[MonHoro NnoHMMaHus natoreHesa 3yaa B pybuax no-npexxHemy HeT
[McTaMuH SBNSIeTCA OOHUM U3 CaMbiX OCHOBHbIX (DaKTOPOB, CBA3AHHbIX C

oLLyLLEeHnem 3yaa

Itchy skin / pruritus

» Complete understanding of scar itching is still lacking
» Many signals and pathways are involved in pruritus
bﬁuami\eismeomwmainfaaorsinvoivedinmesemationo(m
» s released by mast cells due to
*  heat,
*  manipulation of the scar,
» histamine activates histamine receptors
» stimulus is then transmitted from particular
nerve endings (C fibers) to the brain via
specific pathways in the spnal cord.
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* CncrtemMHas Tepannd. aiHTUr nctTaMmHHbIE

Treatment of itchy skin

» Systemic treatment

» Oral antihistamines are the first-line treatment for itching.
» first generation anti-histamines (H1-blockers) are the most efficient
* dimetindeenmaleate (Fenistil)
* diphenhydramine (Benadryl),
* hydroxyzine (Atarax, Vistaril),
» Neuropathic pain medication
* Cfr. similar pathways involved in itch and pain
gabapentin (Neurontin) (anti-epilepticum and treatment of nerve-related pain (eg. in d
naltrexone (Narcan) (which acts on opioid receptors involved with pain perception)
amitryptiline (Redomex) and other antidepressants.




JleyeHne cyxoCTun KoXxu
aKTyanbHbl€ MPOAYKTbI ANl YMEHbLUEHUA 3yaa

Treatment of itchy skin

» Treatment of dry skin
» Reduction of frequency of bathing
» Cleansing of the skin with moisturizing washing products
» Hydation of the skin with hydrating topicals in sufficient amounts

» Specific topical products to reduce itch

» Cooling agents, such as menthol or camphor
» Colloidal oatmeal, used in moisturizers or bath products

» Topical silicone gel
» Capsaicin
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Macrophage
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Titanium Implants
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L6 are mediators of acute
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M1 cytokines TNF-a and |
phase of inflammation They are induced by

macrophage contact with biomaterials
i-inflammatory cytokine

M2 cytokines: IL- 1Ra is an ant
ound healing,
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e it CCL18 is a sensitive marker of M2 polarization

[ 6 days culture in SFM medium

/\ IFNg: 100 ng/ml
IL4: 10 ng/mi
M2Ct IL4 (3 ng/ml)+IL10 (10 ng/miy+TGFB1 (10 ng/ml)

1 ug/ml LPS for 24h ELISA: IL1Ra, CCL18

SEM + M-CSF (10 ng/ml) + Dexamethasone (10-8M)

ELISA: TNF-a, IL6
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F-a and IL6 are detectable only after LPS challenge
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BbicTaBKa

+ 31 (0)55 355 2580 info@scarban.eu  09:00-17:30

Sﬂﬂrban®

SCARBAN SILICONE SCAR SHEET AND

GEL

SCARBAN SILIC?NE SHEET AND GEL

Proven, effective scar treatment
Also reduces itching and pain

Most recommended by professionals

Stilban® Stalban® =z,

Scarban Elastic Scarban Light
Silicone Sheet Silicone Sheet

Intensive therapy - highly B Thinner and more flexible

|
effective

M !deal for sensitive skin
Suitable for small and large

areas of skin
Includes very high-level UV

protection

Includes very high-level UV

Scarban Velvet
Touch Silicone Gel

B Invisible scar therapy

Quick-dry (wear under

makeup!)

Convenient container with

dosage pump
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ALHYDRAN
——

Helps repair the skin

» Lessitch

» Less pain

» Fewer Scars

Experiences with Alhydran

Our four-year-old daughter was scalded by hot water. She still
had a lot of unpleasant symptoms 1% years later. ALHYDRAN
made our daughter’s skin more supple. Now her skin is much
less itchy and red. And her scar has improved visibly too!

Impressive skin improvement

Read more experiences with ALHYDRAN

Kes s1d10 1eyMm

ALHYDRAN
e ———

Order ALHYDRAN? Contact us

Helps your skin recover

© Effective and proven

International

Vist Site

BENEFITS

TheraBondD

antimicrobial barrier systems

TheraBond® 3D with unique SilverTrak™ technology
provides the powerful combination of antimicrobial

= Rapid, controlled, and
sustained release of ionic
silver in the dressing kills
pathogens for up to 7 days’
= Unique capillary-like action
transfers excess fluid and

exudate into an absorbent
outer dressing

Flexible strength of the
fabric moves with the patient
to minimize friction; durable
design supports extended

wear

protection, adaptive fluid transport, and flexible strength

Up to 7 days of proven broad-spectrum antimicrobial

protection against pathogens

= Immediate action: Kills pathogens on contact'

= Rapid onset: Achieves a 99.99% reduction (4 log10) in colony-forming units of a

broad range of pathogens’

= Sustained release in the dressing: Effective barrier to pathogens for up to 7 days’

PATHOGEN REDUCTION LOG1o (X) 7-DAY BARRIER STUDY Inoculum

Test Organism 24 Hours Test Organism rvemt)

S. oureus >5.11 S. oureus 244x10°
MRSA >5.22 MRSA 219x10°
VRE >5.43 VRE 151x10°
P. oeruginosa >5.03 P. oeruginosa 1.01x 10
E.coll 482 E.coli 1.04x10°
Aspergilius brasiliensis 480 Aspergillus brosiliensis 255x 10°
Condida albicans >61 Condido olbicons 240x10°

Featured Products

= Surgical Site Dressings
= Burn Care Dressings

= Wound Care Dressings

Request Clinical
Evaluation

See how TheraBond
antimicrobial dressings
perform in your healthcare
organization

Scientific
Research

Please note that these studies
may involve findings that exceed
the claims currently cleared by the
FDA for the product. Argentum
Medical, LLC is not intending to
make performance claims about
its product. The intent is to
disseminate the scientific
literature on these products. We
encourage you to read these
studies to understand the
strengths and limitations of the
data. For some claims, Argentum
is seeking to broaden the
indications with the FDA in the
future using data, such as these
studies, to provide the
substantiation.

= Huckfeldt et al: Early
Bactericidal Activity of
Sputtered Nanocrystalline Silver
versus Electroless
Autocatalytically Plated Silver

= Huckfeldt et al: Three
Dimensional Silver Fabric
Technologies Provide an
Advanced Antimicrobial Wound
Management System

= Huckfeldt et al: The Efficacy of
Five Silver Based Dressings on
Concentrated Acinetobacter
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Hydrogels for
burn wound care

First aid Primary Skin regenerative
treatment (%) wound dressings templates

PARTIAL FULL
THICKNESS THICKNESS

* Temperature Promoting wound Full skin
decrease closure synthesis

* Pain reduction

Epithelialized inimizi Normal dermis
scar and with blood
contracture vessels,
(*) when clean running nerves and
water is not available appendages
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