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Overview

KARISMA FACE Rh Collagen® is a bio-restorative soft filler that thanks to a novel patented
natural human collagen precursor (collagen polypeptidic α 1 chain R) promotes the production
of type I collagen in dermal human fibroblasts.

These polypeptides, together with high molecular weight hyaluronic acid and CMC (carboxy-
methylcellulose), act synergistically towards a natural restoration of pre-aging conditions of the
skin.

KARISMA FACE Rh Collagen® contains:

1. Collagen Polypeptidic α1 Chain R

• The polypeptidic α1 chain R stimulates the synthesis of collagen type I peptide in humane dermal
fibroblasts. 

• Polypeptidic α1 chain R stimulates and facilitates the winding of procollagen triple helix chains. 

2. High Molecular Weight Hyaluronic Acid

• Hydration and maintenance of an environment favorable to the proliferation and metabolism
of fibroblasts. 

• Antioxidant action.

3. Carboxymethylcellulose

• It inhibits the action of the hyaluronidase enzyme. 

• Preserves endogenous hyaluronic acid. 

• Slows down the action of MMPs.
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Collagen
Collagen accounts for 75% of the dry weight of the dermis. Collagen type I is the most abundant form of
collagen in human tissues, and is composed by 3 left-handed α chains: two identical α-1 type I chains
and one α-2 type I chain, organized in a natural occurring triple helical structure.

Biosynthesis of collagen:

Procollagen is formed by the winding of precursor α-chain in the fibroblast (step 1). It is excreted outside
the cell where it undergoes further modifications and becomes tropocollagen (step 2). Tropocollagen
rearranges in parallel rows forming fibrils (step 3). Fibrils rearrange in wavy or parallel bundles to form
proper collagen fibers (step 4). 

Structure of collagen:
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The mechanical strength of the skin is given by the naturally occurring collagen fibers. Collagen is one of
the main components of the dermis: it maintains the skin’s structure, tone and elasticity. In the human
being, after the age of 40, collagen decreases by 1% every year. The aging process also leads to
fragmentation and disorientation of the fibers, which result in qualitative variations in the collagen
content, causing an increased stiffness of the skin.

The first type of collagen used for injections, was derived from bovine or human cadavers, which
are species-specific and tissue-specific. Certain people could also develop allergic reactions. It may
also have hidden risks of animal-derived pathogens, such as the mad cow disease.

For this reason, new clinical and therapeutic approaches, should be developed in order to induce
fibroblasts to produce new endogenous type I collagen.
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Hyaluronic Acid 

Hyaluronic Acid is a naturally occurring molecule that represents from 0,1% to 0,3% of the dry weight of
the dermis. Hyaluronic Acid is an integral component of the extracellular matrix in most mature
organisms and is found naturally within most body tissues, including the skin.

Hyaluronic acid is a natural linear polysaccharide polymer consisting of repeated di-glucan units of N-
acetyl-D-glucosaminoglucose and D-glucuronic acid linked by β (1, 4) as well as β (1, 3) glycosidic bonds.
It differs from other glycosamino-glycans as it lacks sulfated groups and covalently linked peptides. 

Hyaluronic Acid may undergo volume changes due to natural decomposition processes, it has a relatively
long shelf-life and it also attracts moisture into the skin.

It can also be used to fill scars caused by trauma and surgery, asymmetries resulting from congenital
defects, and pits from acne scars. 

The therapeutic effect of hyaluronic acid-based preparations directly depends on the molecular
weight of this biopolymer. 

Hyaluronic acid, produced in high quantities in the extracellular matrix - generating an optimal
microenvironment - stimulates the increase, proliferation and migration of fibroblasts, endothelial cells,
keratinocytes and promotes neo-angiogenesis, providing a fundamental contribution to the formation
of the extracellular matrix, accelerating the regeneration processes.

Hyaluronic Acid: 

• Determines tissue hydration.

• Orients the collagen fibers.

• Regulates cell synthesis and differentiation.

• Binds to inflammatory cytokines.

Carboxymethilcellulose

Carboxymethylcellulose (CMC) is a biosynthetic substance used as an excipient for many drugs, as a
component of adhesion membranes in abdominal surgery and as a carrier in many dermal fillers.

The non-bacterial and non-animal origin of CMC and its anti-inflammatory activity gives this
substance unique properties.

CMC has an anti-aging effect in the dermis: it inhibits the action of the hyaluronidase enzyme and
preserves the endogenous hyaluronic acid, which, while remaining in the tissues, continues to perform
its hydration and tissue repair activity in depth.

CMC also slows down the action of MMPs (Matrix Metallo-Proteinases), which are responsible for
collagen type I degradation and unwinding of the triple helix chains.4
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KARISMA FACE – Rh Collagen®

KARISMA FACE Rh Collagen® is a bio-restorative soft filler
that induces natural restoration of pre-aging conditions,
thanks to its innovative and synergistic formula, by
contributing to the production of endogenous type I
collagen in human fibroblasts.

KARISMA FACE Rh Collagen® is an injectable MD Class
III, that contains:

• R polypeptides α1 chain of type I human collagen   
(Recombinant Human Collagen)

• High Molecular Weight Hyaluronic Acid

• Carboxymethylcellulose

KARISMA FACE Rh Collagen® is indicated for the medium-term correction of facial skin defects due
to skin aging and/or loss of volume and is therefore indicated for those who wish to reduce skin
imperfections of the face, lips, redefine their contours, or where there is a particularly unstructured
subcutaneous tissue.

KARISMA FACE Rh Collagen® integrates perfectly into the tissues and its corrections respect the
naturalness of the face and lip shape.

KARISMA FACE Rh Collagen® formulation, thanks to the presence of the amino acid chain R-polypeptide
α1 in synergy with high molecular weight hyaluronic acid and carboxymethylcellulose, fights skin laxity
by creating a natural tightening effect.

Cellular stimulation promoted by KARISMA FACE Rh Collagen® restores firmness and structure to
the skin, with a gradual, visible and lasting improvement.

The R polypeptides α1 chain of type I human collagen contained in KARISMA FACE Rh Collagen® (a new
patented technology) is synthesized by transgenic silkworm and secreted in their cocoon.

Hydroxylated α1 chain of recombinant type I human collagen acts as a precursor in the synthesis of
endogenous collagen. It is assembled from silkworms thanks to the gene sequence of the α1 chain of
human collagen and spun into cocoons.  5
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STIMULATES
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It has a very low risk of allergic reactions (99,9% of similarity), it has 100% solubility with a
dimension of 100 kDa and due to its mono-filament structure, it is immediately bioavailable, for
collagen production in fibroblasts.

KARISMA FACE Rh Collagen® increases the production of pro-collagen type I C-Peptide in fibroblasts.
This type of peptide helps the wrapping of pro-collagen molecules in a triple helix conformation within
the endoplasmic reticulum (from procollagen to tropocollagen).

KARISMA FACE Rh Collagen® provides the necessary support for the rapid synthesis of collagen
fibrils: the amount of free pro-peptides is directly related to the synthesis of the collagen molecule. The
R-polypeptide α1 chain contained in KARISMA FACE Rh Collagen® is the ideal building block in
regenerative medicine.

KARISMA FACE Rh Collagen® directly stimulates new synthesis of endogenous collagen, simplifying and
accelerating the regenerative process.

Unlike other collagens (animal origin) the procollagen (R-polypeptide α1 chain) of KARISMA FACE
Rh Collagen® has no potential allergic reactions, has no impurities due to its source, has no need
for high purification, and doesn’t need to be hydrolyzed in order to lower the molecular weight,
because it already has a standardized molecular weight.

KARISMA FACE Rh Collagen® therefore has:

*non-immunogenic, 
hypoallergenic, not pathogenic, 

no foreign body response.

better 
bio-

functionality

greater safety
and greater

purity*
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KARISMA FACE – Rh Collagen® treatment areas 

KARISMA FACE Rh Collagen® is a breakthrough bio-restorative injectable filler, that opens a new
approach in the treatment of skin aging. KARISMA FACE Rh Collagen® can also be used for the
treatment of acne scars and for skin atrophy conditions. KARISMA FACE Rh Collagen® is highly
indicated in replenishing skin volume losses.

KARISMA FACE Rh Collagen® restores and directly stimulates α chains of collagen in all those physiological
or pathophysiological conditions (like acne scars) thanks to the presence of Rh Collagen and thanks to
the help of high molecular weight HA and CMC which stabilize, protect, and hydrate the extracellular
matrix, making the environment histologically favorable for the production and maintenance of new
endogenous type I collagen.

Nasolabial fold

Perioral wrinkles

Chin

Lips

Face wrinkles
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Crow's feet wrinkles
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Treatment with KARISMA FACE Rh Collagen® is a restorative and a bio-restructuring process that
leads to the production of type I collagen in human dermal fibroblasts, with a consequent lifting
effect, greater skin tone and texture, due to a qualitative and quantitative increase in collagen fibers.

Treatment with Rh Collagen (polypeptidic α1 chain R): 

• Assembly of collagen fibrils and other multimeric structures. 

• Biosynthesis and enzymatic modification of collagen. 

• Organization of the extracellular matrix thanks to specific receptors. 

• Formation of specific subcellular structures involved in the mediation of extracellular matrix signals. 

• Participation of inflammatory response processes. 

• Platelet activation.
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Treatment protocols 

KARISMA FACE Rh Collagen® ensures more effective treatment cycles with a new, clear, and easy-
to-follow protocol.

Treatment protocol in pre-aging physiological conditions:

• Point technique 

• Linear retrograde technique 

• Medium dermis (rarely deep) 

• Protocol: T0; T30; Maintenance at 4 months 

• 2ml pre-filled syringe

Treatment protocol in anti-aging physiological conditions:

• Linear retrograde technique 

• Medium and deep dermis 

• T0; T30; Maintenance at 4 months 

• 2 ml pre-filled syringe

The suggested protocol is 2 sessions, with 30 days interval. Timing of the 2 treatments is very important

because the protocol follows the cellular turnover that usually happens every 28 days.

It is possible to repeat the treatment or the protocol after 4 months. The treatment lasts approximately

30 mins depending on the area to be treated.

Packaging and internal leaflet 

KARISMA FACE Rh Collagen® packaging contains:
• Bio-restorative Soft Filler (2 ml pre-filled syringe)
• Internal leaflet

FR - CONSIGNES D’UTILISATION
LE PRODUIT EST DESTINÉ À L’USAGE EXCLUSIF DU PERSONNEL MÉDICAL.

DESCRIPTION
KARISMA est un dispositif médical injectable, stérile, réabsorbable, à base d’acide hyaluronique 
additionné de chaîne R polypeptidique alpha 1 du collagène, deux substances constitutives de la 
matrice extracellulaire du derme qui favorisent le rétablissement de l’élasticité perdue à cause des 
dépressions cutanées dues au vieillissement. L’association de ces deux substances combat la laxité 
cutanée par l’e�et de tension qu’elle produit.

INDICATION
KARISMA est indiqué pour la correction à moyen terme des défauts de la peau du visage dus au 
vieillissement cutané et/ou à la perte de volume de la peau, et convient donc aux personnes 
désireuses de réduire les défauts esthétiques de la peau du visage et des lèvres ou d’en redé�nir les 
contours, ou aux personnes qui présentent un tissu sous-cutané particulièrement déstructuré.
KARISMA s’intègre parfaitement dans les tissus et ses corrections respectent les formes naturelles du 
visage et des lèvres.
La stimulation cellulaire produit une amélioration progressive, visible et durable qui redonne à la 
peau un aspect compact et structuré. Grâce à la présence d’acide hyaluronique de haut poids 
moléculaire agissant en synergie avec la chaîne d’acides aminés R-polypeptidique alpha 1, sa 
formule combat la laxité cutanée en créant un e�et de tension.

COMPOSITION
Acide hyaluronique de haut poids moléculaire additionné de chaîne R  polypeptidique alpha 1 du 
collagène, carboxyméthylcellulose.

MISES EN GARDE ET PRÉCAUTIONS PARTICULIÈRES
Appliquez les précautions d’utilisation normales pour les in�ltrations intradermiques.
Comme tout traitement percutané, l’emploi du produit peut comporter un risque d’infection. Le 
traitement peut provoquer une légère sensation de picotements qui disparaît en quelques minutes. 
La zone traitée peut présenter des réactions communément associées au traumatisme lié à 
l’injection, telles qu’une en�ure et un érythème se résolvant spontanément dans les quelques heures 
suivant le traitement.
De manière générale, l’habileté technique du médecin est essentielle pour le succès du traitement. 
Toute modi�cation ou tout usage de ce produit qui divergent des conditions d’utilisation décrites 
dans ce document peuvent compromettre la stérilité du produit et nuire à ses performances, qui ne 
peuvent dès lors plus être garanties.
Avant d’entreprendre le traitement, il est recommandé d’informer le/la patient-e des indications et 
contre indications de ce dispositif, de ses incompatibilités et des e�ets indésirables qui pourraient 
apparaître. Désinfecter soigneusement la zone à traiter avant l’injection.
Injecter lentement. Si ces précautions ne sont pas observées, le contenu de l’aiguille risque de fuir et 
le produit de se déverser au niveau de l’embout luer-lock. 
La quantité de produit à injecter dépendra du type de zone à corriger. Il est important de masser la 
zone traitée après l’injection de manière à assurer une distribution uniforme du produit.

CONTRE-INDICATIONS

• Ne pas injecter KARISMA dans la région périorbitaire (paupières, pattes d’oie) et glabellaire (front).
• Ne pas injecter dans les vaisseaux sanguins (voie intravasculaire).
• Ne pas pratiquer de correction excessive.
• Ne pas utiliser chez des personnes présentant une hypersensibilité connue au produit.
• Ne pas utiliser chez des patient-e-s atteint-e-s de collagénopathies vasculaires ou de maladies  
 auto immunes du tissu conjonctif (connectivopathies).
• Ne pas injecter dans des zones cutanées qui sont le siège d’infections ou d’in�ammations actives.
• Bien qu’aucune  contre-indication spéci�que ne soit connue, l’usage du produit est déconseillé  
 aux femmes enceintes ou qui allaitent.
• Ne pas injecter à des patient-e-s sou�rant d’épilepsie non contrôlée par un traitement médical;
• Ne pas injecter à des patient-e-s qui ont tendance à développer des cicatrices hypertrophiques ou  
 sont atteint-e-s de porphyrie.
• Ne pas injecter à des patient-e-s présentant une hypersensibilité connue à des substances  
 contenues dans le combleur de rides.
• Ne pas utiliser chez des enfants.
• Ne pas utiliser le produit en association immédiate avec un traitement laser, un peeling chimique  
 profond ou une dermoabrasion. Après un peeling super�ciel, il est recommandé de ne pas  
 procéder à une injection si la réaction in�ammatoire est importante.

 AVERTISSEMENTS
Le contenu de la seringue préremplie est stérile. La seringue est conditionnée dans un emballage 
thermoformé (blister) scellé. La surface externe de la seringue n’est pas stérile. Ne pas utiliser après la 
date de péremption indiquée sur l’emballage. Ne pas utiliser si l’emballage est ouvert ou 
endommagé. Le site d’injection doit se trouver sur une peau saine. Ne pas injecter dans les vaisseaux, 
les muscles ou les tendons, ni pour une augmentation mammaire. Ne pas mélanger le combleur de 
rides à d’autres produits. Ne pas restériliser. Le dispositif est prévu pour un usage unique. Conserver 
le produit à des températures comprises entre 2 et 25 °C à l’abri de toute source de chaleur. Ne pas 
congeler. Une fois utilisé, KARISMA doit être immédiatement éliminé selon les règles en vigueur. 
Garder hors de la portée des enfants.

DOSAGE ET ADMINISTRATION
Injecter KARISMA à température ambiante et en conditions de stricte asepsie, conformément à la 
technique d’injection fournie par le fabricant.

INSTRUCTIONS POUR LE MONTAGE DE L’AIGUILLE SUR LA SERINGUE

a. Dévisser avec précaution le capuchon de l’extrémité de la seringue en faisant   
 particulièrement attention d’éviter tout contact avec l’ori�ce d’ouverture.

 

b. Retirer délicatement la gaine de protection de l’aiguille et monter l’aiguille sur l’embout  
 luer-lock en la vissant fermement jusqu’à ressentir une légère contre-pression pour assurer  
 une bonne étanchéité et prévenir toute fuite de liquide durant l’administration.
 

INTERACTIONS
Aucune interaction avec d’autres substances n’est connue.

EFFETS INDÉSIRABLES
Aucun connu. Le produit est hypoallergénique. Aucun e�et indésirable n’a été rapporté. Le/la 
patient-e doit être informé-e de la possibilité d’e�ets secondaires liés à ce dispositif, e�ets qui 
pourraient apparaître immédiatement ou au bout d’un certain temps.
Pour réduire au minimum le risque d’e�ets secondaires, il importe avant tout de con�er le traitement 
à des chirurgiens/médecins esthéticiens hautement quali�és et compétents en la matière.
L’incidence d’e�ets indésirables tels que des petits hématomes, ecchymoses, œdèmes, infections, 
rougeurs ou légers saignements après un traitement par l’acide hyaluronique est pratiquement 
comparable à celle liée à d’autres combleurs de rides. En outre, certains patients se sont plaints de 
l’apparition de sensations de tiraillement et de chaleur au niveau de la zone d’injection. De telles 
manifestations secondaires peuvent être soulagées par l’application de glace sur la zone traitée. Elles 
disparaissent normalement peu de temps après.
Il n’y a guère de risque que se manifestent des e�ets indésirables plus graves que ceux énumérés ci 
dessus. Toutefois, le/la patient-e devra immédiatement aviser son médecin dans un tel cas.

Le médecin doit s’assurer que les patient-e-s l’informent d’éventuels e�ets indésirables survenus 
après le traitement.

TRANSPORT ET CONSERVATION
Transporter et conserver KARISMA en un lieu sec à une température ne dépassant pas 25 °C, dans 
son emballage d’origine. Protéger le produit de la lumière directe du soleil et de la chaleur ; à 
manipuler avec précaution.

CONDITIONNEMENT
Chaque emballage contient:
- 1 seringue en verre préremplie de 1 ml ou 2 ml
- 2 aiguilles de 27G 1/2”
- 1 notice illustrée
- 2 étiquettes pour la traçabilité du/de la patient-e

VOIES D’ÉLIMINATION
Ne pas rejeter dans l’environnement.
Le produit utilisé doit être éliminé comme un déchet hospitalier.

FABRICANT
Taumedika S.r.l.  Via Monte Giberto, 33 00138 Rome (RM) - Italie
 
SYMBOLES
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DESCRIPTION
KARISMA is an injectable, sterile, re-absorbable medical device based on Hyaluronic Acid with the 
addition of the R-polypeptide alpha 1 chain of collagen, substances constituting the extracellular 
matrix of the dermis, which favour the restoration of elastic conditions due to skin depressions caused 
from aging. 
The combination of the two substances �ghts skin laxity by creating a tightening e�ect.
INTENDED USE 
KARISMA is indicated to �ll small scarring (e.g. scars left by acne) and/or post traumatic/surgical and 
for the medium-term correction of facial skin defects due to skin aging and/or loss of volume and is 
therefore suitable for those individuals who wish to reduce skin imperfections of the face, lips, 
rede�ne their contours, or in which there is a particularly unstructured subcutaneous tissue.

It integrates perfectly into the tissues and the corrections respect the naturalness of the shapes of the 
face and lips. Cellular stimulation restores �rmness and structure to the skin, with a gradual, visible 
and long-lasting improvement. Its formulation, thanks to the presence of high molecular weight 
hyaluronic acid and in synergy with the amino acid chain R-polypeptide alpha 1, �ghts skin laxity by 
creating a tightening e�ect.

COMPOSITION
High molecular weight hyaluronic acid with the addition of the alpha 1 - polypeptide R chain of 
collagen and carboxymethel cellulose.

PRECAUTIONS FOR USE / SPECIAL WARNINGS
• Use the normal precautions for use of intradermal in�ltrations.
• As with any percutaneous treatment, the use of the product may involve the risk of infection.
• Treatment can result in a slight stinging sensation that disappears within minutes.
• The treated area may present reactions commonly associated with injection trauma, such as   
 swelling and erythema with spontaneous resolution within hours of treatment.
• In general, the technical skill of the doctor is essential for the success of the treatment.
• Any modi�cation or use of this product, other than the conditions of use de�ned in this document,  
 may harm its sterility and performance, which can no longer be guaranteed.
• Before starting the treatment, it is recommended to inform the patient of the indications and   
 contraindications of the device itself, of its incompatibilities and of the undesirable e�ects that   
 could occur.
• Before the injection, thoroughly disinfect the area to be treated.
• Inject slowly.
• Failure to comply with these precautions may result in the risk of needle leakage and/or product   
 loss at the luer-lock level.
• The amount of product to be injected will depend on the type of area to be corrected.
• After the injection, it is important to massage the treated area to ensure uniform distribution of the  
 product.
 
CONTRAINDICATIONS
DO NOT USE THE PRODUCT FOR APPLICATIONS OTHER THAN THOSE INDICATED IN THIS 
PACKAGE LEAFLET.
• Do not inject KARISMA in the periorbital (eyelids, crow's feet) and glabellar (forehead) regions.
• Do not inject into blood vessels (intravascular).
• Do not exceed the corrective action.
• Do not use in cases of individual hypersensitivity to the product.
• Do not use in patients su�ering from vascular collagenopathies and autoimmune diseases of the  
 connective tissue (connective tissue diseases).
• Do not inject into skin areas where there is ongoing infection or in�ammation.
• It is not recommended for use during pregnancy and breastfeeding, even if no speci�c   
 contraindications are    known.
• Do not inject into patients su�ering from uncontrolled epilepsy through medical treatment.
• Do not inject into patients with a tendency to develop hypertrophic scars or with porphyria.
• Do not inject into patients who have a known hypersensitivity to the substances contained in the  
 �ller.
• Do not use in patients under 18 years of age.
• Do not use the product in immediate association with a laser treatment, a deep chemical peel or a  
 dermabrasion. 

In case of super�cial peeling, it is recommended not to inject if the in�ammatory reaction provoked is 
important.

WARNINGS
• The contents of the pre-�lled syringe are sterile. The syringe is packed in a sealed blister.
• The outer surface of the syringe is not sterile.
• Do not use after the expiry date stated on the package.
• Do not use if the packaging is open or damaged.
• The injection site must be on healthy skin.
• Do not inject by vascular route, into muscles, tendons or for breast augmentation.
• Do not mix the �ller with other products.
• Do not sterilize again.
• The device is intended for single use only.
• Store between 2 and 25 ° C and away from heat sources.
• Do not freeze.
• Once used, KARISMA must be disposed of immediately in accordance with current legislation.
• Keep out of reach of children.

DOSAGE AND ADMINISTRATION
Inject KARISMA at room temperature and under strict aseptic conditions, according to the injection 
technique provided by the manufacturer.

INSTRUCTIONS FOR ASSEMBLING THE NEEDLE ON THE SYRINGE

a.  Carefully unscrew the cap from the tip of the syringe, taking special care to avoid contact with the  
 opening.
 

b.  Gently grasp the needle guard and mount the needle on the luer-lock connection, screwing �rmly  
 until a slight back pressure is felt to ensure a watertight seal e prevent liquid leakage during   
 administration.
 

INTERACTIONS
There are no known interactions with other substances

UNDESIRABLE SIDE EFFECTS
Unknown. The product is hypoallergenic. No side e�ects were reported.
The patient must be informed of the existence of potential side e�ects, linked to this device, which 
may appear immediately or after a certain period.
To minimize the risk of side e�ects, it is �rst necessary to rely on cosmetic surgeons/doctors highly 
quali�ed and competent in the �eld.
The incidence of side e�ects such as small bruises, bruises, edema, infections, redness or small 
bleeding after a treatment with hyaluronic acid is comparable to that of other �llers.
Some patients also complain of sensations of tension and heat in the area injected. These secondary 
manifestations can be alleviated by applying ice to the area treated. They usually disappear after a 
short time. Rarely, more serious side e�ects than those listed above can occur. However, should they 
occur, the patient will have to
notify their doctor immediately.
The physician must ensure that patients inform them of any side e�ects occurring after the treatment.

KEEP OUT OF THE REACH AND SIGHT OF CHILDREN

METHOD OF TRANSPORT AND STORAGE
Transport and store KARISMA at a temperature not exceeding 25 ° C, in a dry place and in the original 
packaging.
Protect from direct sunlight and heat.
Handle with care.

Package Lea�et rev. 00 dated 04/2021 CE0477 (English Translation)

PACKAGING
Each pack contains:
- 1 pre-�lled glass syringe of 2 ml
- 2 needles of 27G 1/2 "
- 1 lea�et
- 2 patient traceability labels

METHOD OF DISPOSAL
Do not disperse in the environment.
The used product must be disposed of as hospital waste.

MANUFACTURER
Taumedika Srl Via Monte Giberto 33 – Rome

DISTRIBUTOR IN THE UNITED KINGDOM
Rosmetics Aesthetics Limited
2 Sherwood House Sherwood Road Bromsgrove B60 3DR UK
Telephone: +44 345 50 50 601
Email: info@rosmetics.co.uk

SYMBOLS

EN - Instructions for Use
THE PRODUCT IS INTENDED FOR THE EXCLUSIVE USE OF MEDICAL STAFF.

Store in a dry place Keep away from 
light

Consult the lea�et Store between
+2°C and +25°C Manufacturer

Do not re-sterilise Do not use if the
package is damage Batch number

Sterilised with
wet heat Do not re-use Use before

sterilized with
ethylene oxide

Caution0477

IT - Istruzioni per l’uso
IL PRODOTTO È DESTINATO ALL’ESCLUSIVO UTILIZZO DI PERSONALE MEDICO.

DESCRIZIONE 
KARISMA è un dispositivo medico iniettabile, sterile, riassorbibile, a base di Acido Ialuronico con 
l’aggiunta della catena R-polipeptidica alfa 1 del collagene, sostanze costituenti la matrice 
extracellulare del derma, che favoriscono il ripristino delle condizioni di elasticità dovute a 
depressioni cutanee causate dall’invecchiamento. La combinazione delle due sostanze combatte 
la lassità cutanea creando un e�etto tensore.

DESTINAZIONE D’USO
KARISMA è indicato per colmare piccoli esiti cicatriziali (es. cicatrici lasciate dall’acne) e/o post 
traumatiche/chirurgiche e per la correzione a medio termine dei difetti della pelle del viso dovuti 
all'invecchiamento cutaneo e/o alla perdita di volume ed è quindi indicato per quei soggetti che 
desiderano ridurre gli inestetismi cutanei del viso, delle labbra, ride�nirne i contorni, o nei quali si 
riscontra un tessuto sottocutaneo particolarmente destrutturato.

Si integra perfettamente nei tessuti e le sue correzioni rispettano la naturalezza delle forme del 
viso e delle labbra. La stimolazione cellulare restituisce compattezza e struttura alla pelle, con un 
miglioramento graduale, visibile e duraturo. La sua formulazione, grazie alla presenza di Acido 
Ialuronico ad alto peso molecolare e in sinergia con la catena amminoacidica R-polipeptidica 
alpha1, combatte la lassità cutanea creando un e�etto tensore.

COMPOSIZIONE 
Acido Ialuronico ad alto peso molecolare con l’aggiunta della catena R-polipeptidica alpha-1 del 
collagene e carbossimetilcellulosa.

PRECAUZIONI D’USO / AVVERTENZE SPECIALI 
Utilizzare le normali precauzioni d’uso per le in�ltrazioni intradermiche. 
Come per qualsiasi trattamento percutaneo, l’impiego del prodotto può comportare rischio di 
infezione. 
Il trattamento può determinare una leggera sensazione puntoria che scompare in pochi minuti. 
L'area trattata può presentare reazioni comunemente associabili al trauma iniettivo, quali 
gon�ore ed eritema con risoluzione spontanea entro poche ore dal trattamento. 
In generale, l'abilità tecnica del medico è essenziale per la riuscita del trattamento. Ogni modi�ca 
o utilizzo di questo prodotto, diversi dalle condizioni di utilizzo de�nite nel presente documento, 
possono nuocere alla sua sterilità e alle sue prestazioni, che non potranno più essere garantite. 
Prima di intraprendere il trattamento, si raccomanda di informare il paziente delle indicazioni e 
controindicazioni del dispositivo stesso, delle sue incompatibilità e degli e�etti indesiderati che 
potrebbero manifestarsi. 

Prima dell'iniezione procedere a disinfettare accuratamente la zona da trattare. 
Iniettare lentamente. Il mancato rispetto di queste precauzioni può comportare il rischio di 
fuoriuscita dell'ago e/o di perdita di prodotto a livello del luer lock. 
La quantità di prodotto da iniettare dipenderà dal tipo di zona da correggere. 
Dopo l'iniezione, è importante massaggiare l’area trattata in modo da garantire una distribuzione 
uniforme del prodotto. 

CONTROINDICAZIONI
NON UTILIZZARE IL PRODOTTO PER APPLICAZIONI DIFFERENTI DA QUELLE INDICATE NEL 
PRESENTE FOGLIETTO ILLUSTRATIVO. 
• Non iniettare KARISMA nella regione periorbitale (palpebre, zampe di gallina) e glabellare  
 (fronte). 
• Non iniettare nei vasi sanguigni (intravascolare). 
• Non eccedere nell’azione correttiva. 
• Non utilizzare in caso di ipersensibilità individuale accertata al prodotto. 
• Non utilizzare in pazienti a�etti da collagenopatie vascolari e malattie autoimmuni del tessuto
 connettivo (connettivopatie). 
• Non iniettare in aree cutanee dove siano presenti infezioni o in�ammazioni in atto. 
• Se ne sconsiglia l’uso durante la gravidanza e l'allattamento, anche se non sono note  
 controindicazioni speci�che. 
• Non iniettare su pazienti che so�rono di epilessia non controllata attraverso un trattamento 
 medico;
• Non iniettare su pazienti con tendenza a sviluppare cicatrici ipertro�che o a�etti da por�ria; 
• Non iniettare in pazienti che presentano un’ipersensibilità nota alle sostanze contenute nel  
 �ller; 
• Non utilizzare nei bambini; 
• Non utilizzare il prodotto in associazione immediata con un trattamento laser, un peeling  
 chimico profondo o una dermoabrasione. In caso di peeling super�ciale, si raccomanda di non  
 iniettare se la reazione in�ammatoria provocata è importante. 

AVVERTENZE
Il contenuto della siringa preriempita è sterile. La siringa è confezionata in un blister sigillato. La 
super�cie esterna della siringa non è sterile. Non utilizzare dopo la data di scadenza riportata sulla 
confezione. Non utilizzare se l'imballaggio è aperto o danneggiato. Il punto di iniezione deve 
trovarsi su pelle sana. Non iniettare per via vascolare, nei muscoli, tendini o per l'aumento 
mammario. Non mescolare il �ller con altri prodotti. Non sterilizzare nuovamente. Il dispositivo è 
previsto solo per il monouso. Conservare tra 2 e 25°C e lontano da fonti di calore. Non congelare. 
KARISMA, una volta utilizzato, deve essere immediatamente smaltito secondo la normativa 
vigente. Tenere lontano dalla portata dei bambini.

DOSAGGIO E SOMMINISTRAZIONE 
Iniettare KARISMA a temperatura ambiente ed in condizioni di stretta asepsi, secondo la tecnica 
iniettiva fornita dal produttore. 

ISTRUZIONI PER L'ASSEMBLAGGIO DELL'AGO SULLA SIRINGA
 
a. Svitare con cautela il cappuccio dalla punta  della siringa, prestando particolare  
 attenzione per evitare un contatto con l'apertura. 
 

b. A�errare con delicatezza la protezione dell'ago e montare l'ago sull’attacco luer-lock,  
 avvitando saldamente �no ad avvertire una leggera contropressione per assicurare una  
 tenutastagna e prevenire la fuoriuscita del liquido durante la somministrazione. 

 

INTERAZIONI 
Non sono note interazioni con altre sostanze 

EFFETTI COLLATERALI INDESIDERATI
Sconosciuti. Il prodotto è ipoallergenico. Non sono stati riferiti e�etti collaterali. 
Il paziente deve essere informato dell'esistenza di potenziali e�etti secondari, collegati a questo 
dispositivo, che potrebbero apparire immediatamente o dopo un certo periodo di tempo.
Per minimizzare il rischio di e�etti collaterali, è anzitutto necessario a�darsi a Chirurghi/medici 
estetici altamente quali�cati e competenti in materia.
L'incidenza di e�etti indesiderati come piccoli ematomi, ecchimosi, edemi, infezioni, rossore o 
piccoli sanguinamenti, dopo un trattamento con acido ialuronico è pressoché paragonabile a 
quella degli altri �llers. Alcuni pazienti, inoltre, lamentano la comparsa di sensazioni di tensione e 
calore in corrispondenza dell'area iniettiva. Tali manifestazioni secondarie possono essere 
alleviate con l'applicazione di ghiaccio sull'area trattata. Normalmente le stesse scompaiono 
dopo breve tempo. Di�cilmente possono manifestarsi e�etti collaterali più gravi di quelli appena 
elencati. Tuttavia, nel caso dovessero manifestarsi, il paziente dovrà avvisare immediatamente il 
medico.

Il medico deve assicurarsi che i pazienti lo informino di eventuali e�etti indesiderati sopravvenuti 
dopo il trattamento. 

TENERE LONTANO DALLA PORTATA E DALLA VISTA DEI BAMBINI
 
MODALITA’ DI TRASPORTO E CONSERVAZIONE 
Trasportare e conservare KARISMA ad una temperatura non superiore a 25°C, in luogo asciutto e 
nella confezione originale. Proteggere dalla luce solare diretta e dal calore; maneggiare con cura. 

CONFEZIONE
Ogni confezione contiene:
- 1 siringa in vetro preriempita da 1 ml o 2 ml
- 2 aghi da 27G 1/2”
- 1 foglietto illustrativo
- 2 etichette tracciabilità paziente

MODALITA’ DI SMALTIMENTO
Non disperdere nell’ambiente.
Il prodotto usato va smaltito come ri�uto ospedaliero.

FABBRICANTE 
Taumedika S.r.l.

SIMBOLI

Conservare in luogo
asciutto

Tenere al riparo
dalla luce

Consultare il foglio
illustrativo

Conservare tra
+2°C  e  +25°C Fabbricante

Non risterilizzare Non utilizzare se la
confezione è 
danneggiata

Numero di lotto

Prodotto interno
sterilizzato con
calore umido

Non riutilizzare Utilizzare entro

Sterilizzato con
ossido di etilene

Cautela0477
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To read KARISMA Rh Collagen®

internal leaflet, please use this QR Code
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Treatment protocols 

KARISMA FACE Rh Collagen® ensures more effective treatment cycles with a new, clear, and easy-
to-follow protocol.

Treatment protocol in pre-aging physiological conditions:

• Point technique 

• Linear retrograde technique 

• Medium dermis (rarely deep) 

• Protocol: T0; T30; Maintenance at 4 months 

• 2ml pre-filled syringe

Treatment protocol in anti-aging physiological conditions:

• Linear retrograde technique 

• Medium and deep dermis 

• T0; T30; Maintenance at 4 months 

• 2 ml pre-filled syringe

The suggested protocol is 2 sessions, with 30 days interval. Timing of the 2 treatments is very important

because the protocol follows the cellular turnover that usually happens every 28 days.

It is possible to repeat the treatment or the protocol after 4 months. The treatment lasts approximately

30 mins depending on the area to be treated.

Packaging and internal leaflet 

KARISMA FACE Rh Collagen® packaging contains:
• Bio-restorative Soft Filler (2 ml pre-filled syringe)
• Internal leaflet

FR - CONSIGNES D’UTILISATION
LE PRODUIT EST DESTINÉ À L’USAGE EXCLUSIF DU PERSONNEL MÉDICAL.

DESCRIPTION
KARISMA est un dispositif médical injectable, stérile, réabsorbable, à base d’acide hyaluronique 
additionné de chaîne R polypeptidique alpha 1 du collagène, deux substances constitutives de la 
matrice extracellulaire du derme qui favorisent le rétablissement de l’élasticité perdue à cause des 
dépressions cutanées dues au vieillissement. L’association de ces deux substances combat la laxité 
cutanée par l’e�et de tension qu’elle produit.

INDICATION
KARISMA est indiqué pour la correction à moyen terme des défauts de la peau du visage dus au 
vieillissement cutané et/ou à la perte de volume de la peau, et convient donc aux personnes 
désireuses de réduire les défauts esthétiques de la peau du visage et des lèvres ou d’en redé�nir les 
contours, ou aux personnes qui présentent un tissu sous-cutané particulièrement déstructuré.
KARISMA s’intègre parfaitement dans les tissus et ses corrections respectent les formes naturelles du 
visage et des lèvres.
La stimulation cellulaire produit une amélioration progressive, visible et durable qui redonne à la 
peau un aspect compact et structuré. Grâce à la présence d’acide hyaluronique de haut poids 
moléculaire agissant en synergie avec la chaîne d’acides aminés R-polypeptidique alpha 1, sa 
formule combat la laxité cutanée en créant un e�et de tension.

COMPOSITION
Acide hyaluronique de haut poids moléculaire additionné de chaîne R  polypeptidique alpha 1 du 
collagène, carboxyméthylcellulose.

MISES EN GARDE ET PRÉCAUTIONS PARTICULIÈRES
Appliquez les précautions d’utilisation normales pour les in�ltrations intradermiques.
Comme tout traitement percutané, l’emploi du produit peut comporter un risque d’infection. Le 
traitement peut provoquer une légère sensation de picotements qui disparaît en quelques minutes. 
La zone traitée peut présenter des réactions communément associées au traumatisme lié à 
l’injection, telles qu’une en�ure et un érythème se résolvant spontanément dans les quelques heures 
suivant le traitement.
De manière générale, l’habileté technique du médecin est essentielle pour le succès du traitement. 
Toute modi�cation ou tout usage de ce produit qui divergent des conditions d’utilisation décrites 
dans ce document peuvent compromettre la stérilité du produit et nuire à ses performances, qui ne 
peuvent dès lors plus être garanties.
Avant d’entreprendre le traitement, il est recommandé d’informer le/la patient-e des indications et 
contre indications de ce dispositif, de ses incompatibilités et des e�ets indésirables qui pourraient 
apparaître. Désinfecter soigneusement la zone à traiter avant l’injection.
Injecter lentement. Si ces précautions ne sont pas observées, le contenu de l’aiguille risque de fuir et 
le produit de se déverser au niveau de l’embout luer-lock. 
La quantité de produit à injecter dépendra du type de zone à corriger. Il est important de masser la 
zone traitée après l’injection de manière à assurer une distribution uniforme du produit.

CONTRE-INDICATIONS

• Ne pas injecter KARISMA dans la région périorbitaire (paupières, pattes d’oie) et glabellaire (front).
• Ne pas injecter dans les vaisseaux sanguins (voie intravasculaire).
• Ne pas pratiquer de correction excessive.
• Ne pas utiliser chez des personnes présentant une hypersensibilité connue au produit.
• Ne pas utiliser chez des patient-e-s atteint-e-s de collagénopathies vasculaires ou de maladies  
 auto immunes du tissu conjonctif (connectivopathies).
• Ne pas injecter dans des zones cutanées qui sont le siège d’infections ou d’in�ammations actives.
• Bien qu’aucune  contre-indication spéci�que ne soit connue, l’usage du produit est déconseillé  
 aux femmes enceintes ou qui allaitent.
• Ne pas injecter à des patient-e-s sou�rant d’épilepsie non contrôlée par un traitement médical;
• Ne pas injecter à des patient-e-s qui ont tendance à développer des cicatrices hypertrophiques ou  
 sont atteint-e-s de porphyrie.
• Ne pas injecter à des patient-e-s présentant une hypersensibilité connue à des substances  
 contenues dans le combleur de rides.
• Ne pas utiliser chez des enfants.
• Ne pas utiliser le produit en association immédiate avec un traitement laser, un peeling chimique  
 profond ou une dermoabrasion. Après un peeling super�ciel, il est recommandé de ne pas  
 procéder à une injection si la réaction in�ammatoire est importante.

 AVERTISSEMENTS
Le contenu de la seringue préremplie est stérile. La seringue est conditionnée dans un emballage 
thermoformé (blister) scellé. La surface externe de la seringue n’est pas stérile. Ne pas utiliser après la 
date de péremption indiquée sur l’emballage. Ne pas utiliser si l’emballage est ouvert ou 
endommagé. Le site d’injection doit se trouver sur une peau saine. Ne pas injecter dans les vaisseaux, 
les muscles ou les tendons, ni pour une augmentation mammaire. Ne pas mélanger le combleur de 
rides à d’autres produits. Ne pas restériliser. Le dispositif est prévu pour un usage unique. Conserver 
le produit à des températures comprises entre 2 et 25 °C à l’abri de toute source de chaleur. Ne pas 
congeler. Une fois utilisé, KARISMA doit être immédiatement éliminé selon les règles en vigueur. 
Garder hors de la portée des enfants.

DOSAGE ET ADMINISTRATION
Injecter KARISMA à température ambiante et en conditions de stricte asepsie, conformément à la 
technique d’injection fournie par le fabricant.

INSTRUCTIONS POUR LE MONTAGE DE L’AIGUILLE SUR LA SERINGUE

a. Dévisser avec précaution le capuchon de l’extrémité de la seringue en faisant   
 particulièrement attention d’éviter tout contact avec l’ori�ce d’ouverture.

 

b. Retirer délicatement la gaine de protection de l’aiguille et monter l’aiguille sur l’embout  
 luer-lock en la vissant fermement jusqu’à ressentir une légère contre-pression pour assurer  
 une bonne étanchéité et prévenir toute fuite de liquide durant l’administration.
 

INTERACTIONS
Aucune interaction avec d’autres substances n’est connue.

EFFETS INDÉSIRABLES
Aucun connu. Le produit est hypoallergénique. Aucun e�et indésirable n’a été rapporté. Le/la 
patient-e doit être informé-e de la possibilité d’e�ets secondaires liés à ce dispositif, e�ets qui 
pourraient apparaître immédiatement ou au bout d’un certain temps.
Pour réduire au minimum le risque d’e�ets secondaires, il importe avant tout de con�er le traitement 
à des chirurgiens/médecins esthéticiens hautement quali�és et compétents en la matière.
L’incidence d’e�ets indésirables tels que des petits hématomes, ecchymoses, œdèmes, infections, 
rougeurs ou légers saignements après un traitement par l’acide hyaluronique est pratiquement 
comparable à celle liée à d’autres combleurs de rides. En outre, certains patients se sont plaints de 
l’apparition de sensations de tiraillement et de chaleur au niveau de la zone d’injection. De telles 
manifestations secondaires peuvent être soulagées par l’application de glace sur la zone traitée. Elles 
disparaissent normalement peu de temps après.
Il n’y a guère de risque que se manifestent des e�ets indésirables plus graves que ceux énumérés ci 
dessus. Toutefois, le/la patient-e devra immédiatement aviser son médecin dans un tel cas.

Le médecin doit s’assurer que les patient-e-s l’informent d’éventuels e�ets indésirables survenus 
après le traitement.

TRANSPORT ET CONSERVATION
Transporter et conserver KARISMA en un lieu sec à une température ne dépassant pas 25 °C, dans 
son emballage d’origine. Protéger le produit de la lumière directe du soleil et de la chaleur ; à 
manipuler avec précaution.

CONDITIONNEMENT
Chaque emballage contient:
- 1 seringue en verre préremplie de 1 ml ou 2 ml
- 2 aiguilles de 27G 1/2”
- 1 notice illustrée
- 2 étiquettes pour la traçabilité du/de la patient-e

VOIES D’ÉLIMINATION
Ne pas rejeter dans l’environnement.
Le produit utilisé doit être éliminé comme un déchet hospitalier.

FABRICANT
Taumedika S.r.l.  Via Monte Giberto, 33 00138 Rome (RM) - Italie
 
SYMBOLES
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Conserver
en un lieu sec

À conserver à l'abri 
de la lumière

Consulter la notice
illustrée

Conserver à des
températures comprises
entre +2°C et +25°C Fabricant

Ne pas restériliser
Ne pas utiliser
si l’emballage est
endommagé

Numéro de lot 

Stérilisé à la vapeur
ou à la chaleur sèche ne pas réutiliser Utiliser jusqu’au

Stérilisé à l'oxyde
d’éthylène

Prudence

DESCRIPTION
KARISMA is an injectable, sterile, re-absorbable medical device based on Hyaluronic Acid with the 
addition of the R-polypeptide alpha 1 chain of collagen, substances constituting the extracellular 
matrix of the dermis, which favour the restoration of elastic conditions due to skin depressions caused 
from aging. 
The combination of the two substances �ghts skin laxity by creating a tightening e�ect.
INTENDED USE 
KARISMA is indicated to �ll small scarring (e.g. scars left by acne) and/or post traumatic/surgical and 
for the medium-term correction of facial skin defects due to skin aging and/or loss of volume and is 
therefore suitable for those individuals who wish to reduce skin imperfections of the face, lips, 
rede�ne their contours, or in which there is a particularly unstructured subcutaneous tissue.

It integrates perfectly into the tissues and the corrections respect the naturalness of the shapes of the 
face and lips. Cellular stimulation restores �rmness and structure to the skin, with a gradual, visible 
and long-lasting improvement. Its formulation, thanks to the presence of high molecular weight 
hyaluronic acid and in synergy with the amino acid chain R-polypeptide alpha 1, �ghts skin laxity by 
creating a tightening e�ect.

COMPOSITION
High molecular weight hyaluronic acid with the addition of the alpha 1 - polypeptide R chain of 
collagen and carboxymethel cellulose.

PRECAUTIONS FOR USE / SPECIAL WARNINGS
• Use the normal precautions for use of intradermal in�ltrations.
• As with any percutaneous treatment, the use of the product may involve the risk of infection.
• Treatment can result in a slight stinging sensation that disappears within minutes.
• The treated area may present reactions commonly associated with injection trauma, such as   
 swelling and erythema with spontaneous resolution within hours of treatment.
• In general, the technical skill of the doctor is essential for the success of the treatment.
• Any modi�cation or use of this product, other than the conditions of use de�ned in this document,  
 may harm its sterility and performance, which can no longer be guaranteed.
• Before starting the treatment, it is recommended to inform the patient of the indications and   
 contraindications of the device itself, of its incompatibilities and of the undesirable e�ects that   
 could occur.
• Before the injection, thoroughly disinfect the area to be treated.
• Inject slowly.
• Failure to comply with these precautions may result in the risk of needle leakage and/or product   
 loss at the luer-lock level.
• The amount of product to be injected will depend on the type of area to be corrected.
• After the injection, it is important to massage the treated area to ensure uniform distribution of the  
 product.
 
CONTRAINDICATIONS
DO NOT USE THE PRODUCT FOR APPLICATIONS OTHER THAN THOSE INDICATED IN THIS 
PACKAGE LEAFLET.
• Do not inject KARISMA in the periorbital (eyelids, crow's feet) and glabellar (forehead) regions.
• Do not inject into blood vessels (intravascular).
• Do not exceed the corrective action.
• Do not use in cases of individual hypersensitivity to the product.
• Do not use in patients su�ering from vascular collagenopathies and autoimmune diseases of the  
 connective tissue (connective tissue diseases).
• Do not inject into skin areas where there is ongoing infection or in�ammation.
• It is not recommended for use during pregnancy and breastfeeding, even if no speci�c   
 contraindications are    known.
• Do not inject into patients su�ering from uncontrolled epilepsy through medical treatment.
• Do not inject into patients with a tendency to develop hypertrophic scars or with porphyria.
• Do not inject into patients who have a known hypersensitivity to the substances contained in the  
 �ller.
• Do not use in patients under 18 years of age.
• Do not use the product in immediate association with a laser treatment, a deep chemical peel or a  
 dermabrasion. 

In case of super�cial peeling, it is recommended not to inject if the in�ammatory reaction provoked is 
important.

WARNINGS
• The contents of the pre-�lled syringe are sterile. The syringe is packed in a sealed blister.
• The outer surface of the syringe is not sterile.
• Do not use after the expiry date stated on the package.
• Do not use if the packaging is open or damaged.
• The injection site must be on healthy skin.
• Do not inject by vascular route, into muscles, tendons or for breast augmentation.
• Do not mix the �ller with other products.
• Do not sterilize again.
• The device is intended for single use only.
• Store between 2 and 25 ° C and away from heat sources.
• Do not freeze.
• Once used, KARISMA must be disposed of immediately in accordance with current legislation.
• Keep out of reach of children.

DOSAGE AND ADMINISTRATION
Inject KARISMA at room temperature and under strict aseptic conditions, according to the injection 
technique provided by the manufacturer.

INSTRUCTIONS FOR ASSEMBLING THE NEEDLE ON THE SYRINGE

a.  Carefully unscrew the cap from the tip of the syringe, taking special care to avoid contact with the  
 opening.
 

b.  Gently grasp the needle guard and mount the needle on the luer-lock connection, screwing �rmly  
 until a slight back pressure is felt to ensure a watertight seal e prevent liquid leakage during   
 administration.
 

INTERACTIONS
There are no known interactions with other substances

UNDESIRABLE SIDE EFFECTS
Unknown. The product is hypoallergenic. No side e�ects were reported.
The patient must be informed of the existence of potential side e�ects, linked to this device, which 
may appear immediately or after a certain period.
To minimize the risk of side e�ects, it is �rst necessary to rely on cosmetic surgeons/doctors highly 
quali�ed and competent in the �eld.
The incidence of side e�ects such as small bruises, bruises, edema, infections, redness or small 
bleeding after a treatment with hyaluronic acid is comparable to that of other �llers.
Some patients also complain of sensations of tension and heat in the area injected. These secondary 
manifestations can be alleviated by applying ice to the area treated. They usually disappear after a 
short time. Rarely, more serious side e�ects than those listed above can occur. However, should they 
occur, the patient will have to
notify their doctor immediately.
The physician must ensure that patients inform them of any side e�ects occurring after the treatment.

KEEP OUT OF THE REACH AND SIGHT OF CHILDREN

METHOD OF TRANSPORT AND STORAGE
Transport and store KARISMA at a temperature not exceeding 25 ° C, in a dry place and in the original 
packaging.
Protect from direct sunlight and heat.
Handle with care.

Package Lea�et rev. 00 dated 04/2021 CE0477 (English Translation)

PACKAGING
Each pack contains:
- 1 pre-�lled glass syringe of 2 ml
- 2 needles of 27G 1/2 "
- 1 lea�et
- 2 patient traceability labels

METHOD OF DISPOSAL
Do not disperse in the environment.
The used product must be disposed of as hospital waste.

MANUFACTURER
Taumedika Srl Via Monte Giberto 33 – Rome

DISTRIBUTOR IN THE UNITED KINGDOM
Rosmetics Aesthetics Limited
2 Sherwood House Sherwood Road Bromsgrove B60 3DR UK
Telephone: +44 345 50 50 601
Email: info@rosmetics.co.uk

SYMBOLS

EN - Instructions for Use
THE PRODUCT IS INTENDED FOR THE EXCLUSIVE USE OF MEDICAL STAFF.

Store in a dry place Keep away from 
light

Consult the lea�et Store between
+2°C and +25°C Manufacturer

Do not re-sterilise Do not use if the
package is damage Batch number

Sterilised with
wet heat Do not re-use Use before

sterilized with
ethylene oxide

Caution0477

IT - Istruzioni per l’uso
IL PRODOTTO È DESTINATO ALL’ESCLUSIVO UTILIZZO DI PERSONALE MEDICO.

DESCRIZIONE 
KARISMA è un dispositivo medico iniettabile, sterile, riassorbibile, a base di Acido Ialuronico con 
l’aggiunta della catena R-polipeptidica alfa 1 del collagene, sostanze costituenti la matrice 
extracellulare del derma, che favoriscono il ripristino delle condizioni di elasticità dovute a 
depressioni cutanee causate dall’invecchiamento. La combinazione delle due sostanze combatte 
la lassità cutanea creando un e�etto tensore.

DESTINAZIONE D’USO
KARISMA è indicato per colmare piccoli esiti cicatriziali (es. cicatrici lasciate dall’acne) e/o post 
traumatiche/chirurgiche e per la correzione a medio termine dei difetti della pelle del viso dovuti 
all'invecchiamento cutaneo e/o alla perdita di volume ed è quindi indicato per quei soggetti che 
desiderano ridurre gli inestetismi cutanei del viso, delle labbra, ride�nirne i contorni, o nei quali si 
riscontra un tessuto sottocutaneo particolarmente destrutturato.

Si integra perfettamente nei tessuti e le sue correzioni rispettano la naturalezza delle forme del 
viso e delle labbra. La stimolazione cellulare restituisce compattezza e struttura alla pelle, con un 
miglioramento graduale, visibile e duraturo. La sua formulazione, grazie alla presenza di Acido 
Ialuronico ad alto peso molecolare e in sinergia con la catena amminoacidica R-polipeptidica 
alpha1, combatte la lassità cutanea creando un e�etto tensore.

COMPOSIZIONE 
Acido Ialuronico ad alto peso molecolare con l’aggiunta della catena R-polipeptidica alpha-1 del 
collagene e carbossimetilcellulosa.

PRECAUZIONI D’USO / AVVERTENZE SPECIALI 
Utilizzare le normali precauzioni d’uso per le in�ltrazioni intradermiche. 
Come per qualsiasi trattamento percutaneo, l’impiego del prodotto può comportare rischio di 
infezione. 
Il trattamento può determinare una leggera sensazione puntoria che scompare in pochi minuti. 
L'area trattata può presentare reazioni comunemente associabili al trauma iniettivo, quali 
gon�ore ed eritema con risoluzione spontanea entro poche ore dal trattamento. 
In generale, l'abilità tecnica del medico è essenziale per la riuscita del trattamento. Ogni modi�ca 
o utilizzo di questo prodotto, diversi dalle condizioni di utilizzo de�nite nel presente documento, 
possono nuocere alla sua sterilità e alle sue prestazioni, che non potranno più essere garantite. 
Prima di intraprendere il trattamento, si raccomanda di informare il paziente delle indicazioni e 
controindicazioni del dispositivo stesso, delle sue incompatibilità e degli e�etti indesiderati che 
potrebbero manifestarsi. 

Prima dell'iniezione procedere a disinfettare accuratamente la zona da trattare. 
Iniettare lentamente. Il mancato rispetto di queste precauzioni può comportare il rischio di 
fuoriuscita dell'ago e/o di perdita di prodotto a livello del luer lock. 
La quantità di prodotto da iniettare dipenderà dal tipo di zona da correggere. 
Dopo l'iniezione, è importante massaggiare l’area trattata in modo da garantire una distribuzione 
uniforme del prodotto. 

CONTROINDICAZIONI
NON UTILIZZARE IL PRODOTTO PER APPLICAZIONI DIFFERENTI DA QUELLE INDICATE NEL 
PRESENTE FOGLIETTO ILLUSTRATIVO. 
• Non iniettare KARISMA nella regione periorbitale (palpebre, zampe di gallina) e glabellare  
 (fronte). 
• Non iniettare nei vasi sanguigni (intravascolare). 
• Non eccedere nell’azione correttiva. 
• Non utilizzare in caso di ipersensibilità individuale accertata al prodotto. 
• Non utilizzare in pazienti a�etti da collagenopatie vascolari e malattie autoimmuni del tessuto
 connettivo (connettivopatie). 
• Non iniettare in aree cutanee dove siano presenti infezioni o in�ammazioni in atto. 
• Se ne sconsiglia l’uso durante la gravidanza e l'allattamento, anche se non sono note  
 controindicazioni speci�che. 
• Non iniettare su pazienti che so�rono di epilessia non controllata attraverso un trattamento 
 medico;
• Non iniettare su pazienti con tendenza a sviluppare cicatrici ipertro�che o a�etti da por�ria; 
• Non iniettare in pazienti che presentano un’ipersensibilità nota alle sostanze contenute nel  
 �ller; 
• Non utilizzare nei bambini; 
• Non utilizzare il prodotto in associazione immediata con un trattamento laser, un peeling  
 chimico profondo o una dermoabrasione. In caso di peeling super�ciale, si raccomanda di non  
 iniettare se la reazione in�ammatoria provocata è importante. 

AVVERTENZE
Il contenuto della siringa preriempita è sterile. La siringa è confezionata in un blister sigillato. La 
super�cie esterna della siringa non è sterile. Non utilizzare dopo la data di scadenza riportata sulla 
confezione. Non utilizzare se l'imballaggio è aperto o danneggiato. Il punto di iniezione deve 
trovarsi su pelle sana. Non iniettare per via vascolare, nei muscoli, tendini o per l'aumento 
mammario. Non mescolare il �ller con altri prodotti. Non sterilizzare nuovamente. Il dispositivo è 
previsto solo per il monouso. Conservare tra 2 e 25°C e lontano da fonti di calore. Non congelare. 
KARISMA, una volta utilizzato, deve essere immediatamente smaltito secondo la normativa 
vigente. Tenere lontano dalla portata dei bambini.

DOSAGGIO E SOMMINISTRAZIONE 
Iniettare KARISMA a temperatura ambiente ed in condizioni di stretta asepsi, secondo la tecnica 
iniettiva fornita dal produttore. 

ISTRUZIONI PER L'ASSEMBLAGGIO DELL'AGO SULLA SIRINGA
 
a. Svitare con cautela il cappuccio dalla punta  della siringa, prestando particolare  
 attenzione per evitare un contatto con l'apertura. 
 

b. A�errare con delicatezza la protezione dell'ago e montare l'ago sull’attacco luer-lock,  
 avvitando saldamente �no ad avvertire una leggera contropressione per assicurare una  
 tenutastagna e prevenire la fuoriuscita del liquido durante la somministrazione. 

 

INTERAZIONI 
Non sono note interazioni con altre sostanze 

EFFETTI COLLATERALI INDESIDERATI
Sconosciuti. Il prodotto è ipoallergenico. Non sono stati riferiti e�etti collaterali. 
Il paziente deve essere informato dell'esistenza di potenziali e�etti secondari, collegati a questo 
dispositivo, che potrebbero apparire immediatamente o dopo un certo periodo di tempo.
Per minimizzare il rischio di e�etti collaterali, è anzitutto necessario a�darsi a Chirurghi/medici 
estetici altamente quali�cati e competenti in materia.
L'incidenza di e�etti indesiderati come piccoli ematomi, ecchimosi, edemi, infezioni, rossore o 
piccoli sanguinamenti, dopo un trattamento con acido ialuronico è pressoché paragonabile a 
quella degli altri �llers. Alcuni pazienti, inoltre, lamentano la comparsa di sensazioni di tensione e 
calore in corrispondenza dell'area iniettiva. Tali manifestazioni secondarie possono essere 
alleviate con l'applicazione di ghiaccio sull'area trattata. Normalmente le stesse scompaiono 
dopo breve tempo. Di�cilmente possono manifestarsi e�etti collaterali più gravi di quelli appena 
elencati. Tuttavia, nel caso dovessero manifestarsi, il paziente dovrà avvisare immediatamente il 
medico.

Il medico deve assicurarsi che i pazienti lo informino di eventuali e�etti indesiderati sopravvenuti 
dopo il trattamento. 

TENERE LONTANO DALLA PORTATA E DALLA VISTA DEI BAMBINI
 
MODALITA’ DI TRASPORTO E CONSERVAZIONE 
Trasportare e conservare KARISMA ad una temperatura non superiore a 25°C, in luogo asciutto e 
nella confezione originale. Proteggere dalla luce solare diretta e dal calore; maneggiare con cura. 

CONFEZIONE
Ogni confezione contiene:
- 1 siringa in vetro preriempita da 1 ml o 2 ml
- 2 aghi da 27G 1/2”
- 1 foglietto illustrativo
- 2 etichette tracciabilità paziente

MODALITA’ DI SMALTIMENTO
Non disperdere nell’ambiente.
Il prodotto usato va smaltito come ri�uto ospedaliero.

FABBRICANTE 
Taumedika S.r.l.

SIMBOLI

Conservare in luogo
asciutto

Tenere al riparo
dalla luce

Consultare il foglio
illustrativo

Conservare tra
+2°C  e  +25°C Fabbricante

Non risterilizzare Non utilizzare se la
confezione è 
danneggiata

Numero di lotto

Prodotto interno
sterilizzato con
calore umido

Non riutilizzare Utilizzare entro

Sterilizzato con
ossido di etilene

Cautela0477

Taumedika Srl Via Monte Giberto 33 – Roma
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To read KARISMA Rh Collagen®

internal leaflet, please use this QR Code

In vitro studies

Evaluation of the effectiveness of KARISMA Rh Collagen®
on Normal or Aged Human Dermal Fibroblasts*

To evaluate the effect of KARISMA Rh Collagen® on aging, viability, growth rate, intracellular
collagen levels, extracellular secretion of TGF-β1, wound healing ability, intracellular alpha-
SMA levels and fibroblasts contractility, both in normal and aged human dermal fibroblast, in
vitro studies were performed.

The KARISMA Rh Collagen® in vitro studies were performed at: University of L’Aquila (Italy), Department
of Life, Health and Environmental Sciences - Plastic and Reconstructive Surgery.

All the results of the in vitro studies were presented in two different sessions. 

The first part on normal human dermal fibroblasts was presented at AGORA 2022 - 24th International
Congress on Aesthetic Medicine - Milan (Italy) - 6th/8th October 2022. 

The second part of the study on the aged human dermal fibroblasts was presented at: 44th Congress
SIME 2023 – Società Italiana di Medicina Estetica and 18th Congress AIMAA – Accademia Italiana
Medicina Anti-Aging – Rome (Italy) – 19th/21st May 2023

Prof. Maurizio Giuliani, Prof.ssa M.G. Cifone, Prof.ssa B. Cinque, Prof.ssa F. Lombardi, Prof.ssa P. Palumbo, Dr.ssa

F.R. Augello, Dr.ssa S. Artone, Tech. Lab. G. De Nuntiis.

*Cell Models

Normal Human Dermal Fibroblasts (NHDFs): Normal human dermal fibroblast (NHDF) cell line was cultured in
DMEM supplemented with 10% of fetal bovine serum (FBS), 100 U/ml penicillin, 100 mg/ml streptomycin, and 2
mM glutamine. The cells were maintained in a humidified atmosphere of 95% air and 5% CO2 at 37 °C. After
reaching 80% confluence, the cells were plated and treated as described.

Aged Human Dermal Fibroblasts: To induce the aged phenotype HDFs were treated for 1 h with 25 µM hydrogen
peroxide (H2O2) solution after which the medium was changed with fresh medium. After 24 h, the cells were treated
with KARISMA Rh Collagen® at the concentrations reported below.

9



10

• Effect of KARISMA Rh Collagen® on cell viability and growth rate

As evident in Figure 1, in normal HDFs, the treatment with KARISMA Rh Collagen® increased the cell
growth in a time- and concentration-dependent manner. In aged HDFs, the proliferation did not
increase and remained at constant levels over time. 

Of note, when the aged fibroblasts were exposed to KARISMA Rh Collagen®, the cell proliferation
enhanced in a time and concentration-dependent manner when compared to relative untreated control,
being 5% the concentration most effective in stimulating proliferation of either normal or aged HDFs.

Figure 1. Effect of KARISMA Rh Collagen® (K) on normal or aged HDF growth rate. Growth curves were analyzed as
cell confluence through IncuCyte® Live Cell Imager and monitored dynamically from 0 h up to 72 h. Cells were treated
with K at indicated concentrations in complete medium. Results relating to one representative out of three independent
experiments are expressed as mean ± SEM. For comparative analysis of groups of data, two-way repeated-measures
ANOVA followed by Dunnett’s post hoc test was used (*P<0.05, **P<0.01, ***P<0.001, ****P<0.0001 vs. Control; §§§P<
0.001, §§§§P< 0.0001 vs. aged control).

NHDFs were plated in 24-well plates and incubated with increasing concentrations (0.5, 1, 2, 5, or 10%, final
concentration V/V) of KARISMA Rh Collagen® up to 72 h. All tested concentrations of KARISMA did not influence
the cell viability assessed by trypan blue dye exclusion test (ever >95-98%).  The KARISMA Rh Collagen®

concentrations of 0.5% (1 mg/ml high molecular weight HA, 1 µg/ml collagen α1 chain Rh, and 0.2 mg/ml CMC) 2%
(4 mg/ml HA, 4 µg/ml collagen α1 chain Rh, and 0.8 mg/ml CMC), and 5% (10 mg/ml HA, 10 µg/ml collagen α1 chain
Rh, and 2 mg/ml CMC) were chosen for the subsequent experiments designed to analyze the effects of KARISMA
Rh Collagen® on dermal fibroblasts. 
The cell growth of HDFs exposed to KARISMA Rh Collagen® was measured using IncuCyte® Live Cell Imager for real
time evaluation of cell confluence, dynamically monitored every 6-h over a 72-h time period. Normal and aged HDFs
were plated in a 96-multiwell culture plate and then media were replaced with media containing KARISMA Rh
Collagen® at different concentrations. At the end of the treatment, the cell confluence (vs. relative T0) analyzed by
IncuCyte ZOOM™ software, was used to calculate the proliferation rate.
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time evaluation of cell confluence, dynamically monitored every 6-h over a 72-h time period. Normal and aged HDFs
were plated in a 96-multiwell culture plate and then media were replaced with media containing KARISMA Rh
Collagen® at different concentrations. At the end of the treatment, the cell confluence (vs. relative T0) analyzed by
IncuCyte ZOOM™ software, was used to calculate the proliferation rate.

****

****

**** ****

****

*** *
**

$$$
$$$$

$$$$$$$$

$$$
$$$$

$$$

0 h 24 h 48 h 72 h 0 h 24 h 48 h 72 h

2,85

2,65

2,45

2,25

2,05

1,85

1,65

1,45

1,25

1,05

0,85

1,85

1,65

1,45

1,25

1,05

0,85

Normal HDF Aged HDF
Control
K 0.5%
K 2%
K 5%

H2O2
K 0.5%
K 2%
K 5%

Ph
as

e 
ar

e 
a 

co
nfl

ue
nc

e 
no

rm
al

iz
ed

 t
o 

T0

Ph
as

e 
ar

e 
a 

co
nfl

ue
nc

e 
no

rm
al

iz
ed

 t
o 

T0

10

• Effect of KARISMA Rh Collagen® on aging of HDF induced by H2O2

To evaluate the effect on the H2O2 induced aging process on NHDF, the cells were seeded and
senescence was induced via H2O2 treatment. Of note, the exposure to KARISMA Rh Collagen® was
able to counteract the H2O2-induced senescence in a concentration-dependent manner. 
In Figure 2 representative images are shown.

Figure 2. Senescence-associated (SA)-β-galactosidase staining. H2O2 promoted an evident SA-β-gal activity, as showed
by the blue precipitate. Representative images are shown. The exposure to KARISMA Rh Collagen® at 5% counteracted
the H2O2-induced senescence.

NHDFs were seeded at 7000 cell/cm2 in 6-well plates. Senescence was induced via treatment with H2O2 (25 µM)
for 1 h in PBS. After a single 1 h treatment, H2O2 solution was substituted with fresh culture medium, and the cells
were allowed to recover for a period of 24 h. Then, HDFs were treated with Karisma at 0.5-5% for 72 h. After washing
twice with PBS, the cells were fixed with 1x fixative solution, and SA-β-gal staining was performed using a
senescence-β-galactosidase staining kit (Cell Signaling Technology). Finally, the cells were observed using a light
microscope (Nikon).
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• Effect of KARISMA Rh Collagen® on intracellular collagen I levels in    
normal and aged HDFs 

Normal and aged HDF cells were incubated for 72 h with increasing concentrations of KARISMA Rh
Collagen® (0.5, 2, and 5%), after which the intracellular collagen I levels were analyzed by immunoblotting.

As shown in Figure 3, immunoblotting analysis indicated that intracellular type I collagen expression
was significantly up-regulated in NHDFs exposed to KARISMA Rh Collagen® at all tested
concentrations.

Of note, also aged HDFs were influenced by treatment with KARISMA Rh Collagen® which, just at
2%, was able to induce an increase of more than 100% in intracellular type I collagen levels. 

Figure 3. Influence of KARISMA Rh Collagen® treatment on intracellular collagen I levels in normal and aged HDFs.
Immunoblotting assay for collagen I was performed on normal and aged HDFs treated with increasing concentrations of
KARISMA Rh Collagen® for 72 h. Densitometric analysis is presented normalizing vs. GAPDH protein. The data from three
independent experiments are shown as the mean ± SEM. For comparative analysis of groups of data, one-way ANOVA
followed by Dunnett’s post hoc test was used (*P<0.05). Immunoblotting images from one representative are shown.

The effects of KARISMA Rh Collagen® on type I collagen production were also evaluated by
immunofluorescence in normal or aged HDFs treated with KARISMA Rh Collagen® 5% for 72h.

As shown in the representative images reported in Figure 4, the normal fibroblasts treated with
KARISMA Rh Collagen® showed more intense and widespread collagen type I staining compared
to untreated cells.
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KARISMA Rh Collagen® showed more intense and widespread collagen type I staining compared
to untreated cells.
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Moreover, the exposure to KARISMA Rh Collagen® led to prominent cytoskeletal rearrangement
in treated cells, as shown by phalloidin staining.

The aged cells treated with KARISMA Rh Collagen® showed a more intense collagen type I staining
than untreated cells, thus confirming the results obtained by immunoblotting.

Figure 4. Influence of KARISMA Rh Collagen® (5%) on collagen I expression in normal or aged HDFs. Representative
immunofluorescence images of HDFs stained with anti-collagen I antibody (green) and with TRITC-phalloidin (red) to reveal
F-actin. Nuclei were counterstained with DAPI (blue) (magnification 100x). The images are representative of three
independent experiments in duplicate. All images were acquired at 100x magnification.
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• Effect of KARISMA Rh Collagen® on extracellular secretion of collagen   
I by normal and aged HDFs. 

A dose-dependent increase in extracellular collagen I was observed in the conditioned medium of
normal HDFs treated with KARISMA Rh Collagen® as compared to control cells (Figure 5).

As expected, the aged HDFs secreted lower (~35-40%) basal levels of collagen I than normal control
HDFs. When the aged fibroblasts were exposed to KARISMA Rh Collagen®, the extracellular collagen
I levels significantly increased in a concentration-dependent manner, assuming values comparable
to those of normal HDFs. 

Figure 5. Effect of KARISMA Rh Collagen® on collagen I levels secreted by normal and aged HDFs. Collagen levels in
HDFs untreated (Control) or treated for 72 h with KARISMA Rh Collagen® at indicated concentrations were assayed in cell
supernatants by collagen I Elisa kit. Results, expressed as ng/ml, are relative to mean values ± SEM of three experiments
performed in duplicate. For comparative analysis of data, the one-way ANOVA followed by Dunnet’s post hoc test was
performed (*P<0.05, **P<0.01, ***P<0.001). 
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• Effect of KARISMA Rh Collagen® on Prolyl-4-hydroxylase A1 (P4HA1),
a “rate-limiting enzyme” of collagen production in normal and aged HDFs

P4HA1 (prolyl-4-hydroxylase A1), the enzyme which catalyzes proline hydroxylation of procollagen, is
essential for collagen synthesis and maturation in fibroblasts; it is considered as a “rate-limiting
enzyme” in collagen production.

In normal HDFs, the treatment with KARISMA Rh Collagen® led to a significant dose-dependent increase
of P4HA1 levels.

In the aged fibroblasts that expressed lower basal levels of P4HA1 with respect to normal cells, the
treatment induced an increase in P4HA1 levels at all tested concentrations even where the effect
was statistically significant at 2 and 5% (Figure 6).

Figure 6. Influence of KARISMA treatment on P4HA1 levels in normal and aged HDFs. Normal and aged HDFs were
cultured for 72 h with or without KARISMA Rh Collagen® at 0.5, 2, and 5%, and the P4HA1 protein, key player in collagen
synthesis, was evaluated. Immunoblotting assay for prolyl 4-hydroxylase (P4HA1) was performed on normal and aged
HDFs treated with increasing concentrations of KARISMA FACE Rh Collagen® for 72 h. Densitometric analysis is presented
normalizing vs. GAPDH protein. The data from three independent experiments are shown as the mean ± SEM. For
comparative analysis of groups of data, one-way ANOVA followed by Dunnett’s post hoc test was used (*P<0.05, **P<0.01,
***P<0.001). Immunoblotting images from one representative are shown.
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• Effect of KARISMA Rh Collagen® on extracellular secretion of TGF-β1           
by normal and aged HDFs

TGF-β1 represents a key regulator in collagen I synthesis in human skin.

The levels of TGF-β1 in normal and aged HDFs untreated (control) or treated for 72 h with increasing
concentrations of KARISMA Rh Collagen®, were quantified. 

TGF-β1 levels in the extracellular medium of both normal and aged fibroblasts increased
significantly after the addition of KARISMA Rh Collagen®, in a concentration-dependent manner
(Figure 7).

Figure 7. Effect of KARISMA Rh Collagen® on TGF-β1 levels secreted by normal and aged HDFs. TGF-β1 levels in
fibroblasts untreated (Control) or treated for 72 h with KARISMA Rh Collagen® at indicated percentages were assayed in
cell supernatants by TGF-β1 Elisa kit. Results, expressed as pg/ml, are relative to mean values ± SEM of three experiments
performed in duplicate. For comparative analysis of data, the one-way ANOVA followed by Dunnet’s post hoc test was
performed (*P<0.05 **P<0.01, ****P <0.0001).
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• Effect of KARISMA Rh Collagen® on wound healing assay 

The cell migration is defined as the time taken to close an open wound after a linear “scratch” or wound
which is artificially created across a monolayer of cultured cells.

The quantitative in vitro analysis of wound-closure rate showed that the closure percentage at 6, 12,
and 24 h increased in normal HDFs treated with KARISMA Rh Collagen® respect to control in a
concentration-dependent way.

These results showed that KARISMA Rh Collagen® was effective in stimulating both migration and
proliferation rate of normal HDFs (Figure 8).

Figure 8. Effect of 5% KARISMA Rh Collagen® on proliferation and migration of NHDFs at different time points. The
quantitative results in the histogram are expressed as % of wound closure vs relative T0 (mean ± SEM) and are from three
independent experiments in duplicate. For comparative analysis of groups of data, repeated measures two-way ANOVA
followed by Dunnet post hoc test was used (*P< 0.05, **P< 0.01, ***P< 0.001 vs. control). Representative microscopy
images captured at 0, 6, and 24 h are also shown (10× magnification).

Cell monolayers in 12-well plates were scratched using a 200 µL pipet tip to create a uniform cell-free wound area
with reproducible width of wounding. Cell cultures were then incubated in the absence (control) or presence of
KARISMA Rh Collagen® at 5%.
Cell migration was monitored by microscopy using an inverted light microscope and images were captured (10×
magnification) at different time points after the injury. To calculating the % relative closure, the images acquired
were analyzed quantitatively using the TScratch software. Quantification of relative wound closure was performed
according to the equation, where Tn is a specific time point (h) after the scratching:
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• Effect of KARISMA Rh Collagen® on intracellular alpha-SMA levels 
in normal and aged HDFs 

Alpha-smooth muscle actin (alpha-SMA) is an actin isoform that contributes to cell-generated mechanical
tension and is increased in activated fibroblasts.

Immunoblotting analysis indicated that intracellular alpha-SMA expression in normal HDF cells
increased in a KARISMA Rh Collagen® concentration-dependent manner even if the up-regulation
was statistically significant at 5%.

In aged fibroblasts the alpha-SMA levels were also increased after treatment with KARISMA Rh
Collagen® and resulted significantly higher at 2 and 5% when compared to the relative control (Figure 9).

Figure 9. Influence of KARISMA treatment on alpha-SMA levels in normal and aged HDFs. Normal and aged HDFs
were incubated for 72 h with increasing concentrations of KARISMA Rh Collagen® (0.5, 2, and 5%), after which the
intracellular alpha-SMA levels were analyzed by immunoblotting. Immunoblotting assay for alpha-SMA was performed on
normal and aged HDFs treated with increasing concentrations of KARISMA for 72 h. Densitometric analysis is presented
normalizing vs. GAPDH protein. The data from three independent experiments are shown as the mean ± SEM. For
comparative analysis of groups of data, one-way ANOVA followed by Dunnett’s post hoc test was used (**P <0.01).
Immunoblotting images from one representative are shown.
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• Effect of KARISMA Rh Collagen® on NHDF cells contractility.

To evaluate the efficacy of KARISMA Rh Collagen® on normal and aged dermal fibroblasts contractility,
KARISMA Rh Collagen® was added.

The results showed that KARISMA Rh Collagen® treatment for 24 h led to a marked and
concentration-dependent decrease in the size of the collagen lattices compared with the control
group.

The results indicate that KARISMA Rh Collagen® was able to induce the increased contractility of
fibroblasts embedded in collagen lattices. 

The aged HDFs showed reduced contractility, as demonstrated by the larger disc size compared to the
normal control. Interestingly, this effect was counteracted by the addition of KARISMA Rh Collagen® which
was able to induce a relevant concentration-dependent increase of contractibility of aged HDFs.

Figure10. Collagen gel retraction assay of normal and aged HDF-populated collagen lattices. To assess the contraction
capacity of normal and aged HDFs, the cells were seeded into three-dimensional collagen latex. After latex polymerization,
the complete media containing increasing concentrations of KARISMA Rh Collagen® were added. The images of the wells
were acquired at T0 and 24 h. The gel area was measured with ImageJ and normalized to pre-release area (T0). Normal
and aged HDFs were mixed to collagen solution and seeded in 24-well culture plate. After lattices polymerization, the
complete media containing 0.5-5% Karisma was added. The images of the wells were acquired at T0 and 24 h and gel
area was measured with ImageJ and normalized to pre-release area (T0). Values of normalized area are expressed as
mean ± SEM of three independent experiments in duplicate. The comparative analysis of data has been carried out by
using one-way analysis of variance (ANOVA) followed by post hoc Dunnet’s test. (***P<0.001, ****P <0.0001).
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Conclusion

In vitro studies have shown that KARISMA is able to induce on normal and aged HDFs a
significant and dose-dependent effect on parameters crucial for skin bio-revitalization
including:

• Cell proliferation and migration.

• Counteraction of the dermal fibroblast-induced senescence.

• Overexpression of intracellular levels of type I collagen and increased secretion of

extracellular collagen type I.

• Upregulation of P4HA1, a rate-limiting enzyme in collagen synthesis and maturation.

• Increase of TGF-β1, a key stimulator factor of collagen I synthesis in human skin.

• Stimulation of migration rate and repair of HDF scratched monolayer.

• Upregulation of alpha-SMA levels and increased dermal fibroblast contractility.
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