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Product Safety Statement: PSSi38

Date: 18 August 2014
Circulation: Jessica Portman, Jenny Marinitsch

Affected Products: Bactigras, ALLEVYN Adhesive, ALLEVYN Life, ALLEVYN Non-Adhesive, ALLEVYN
Ag Non-Adehesive, Algisite Ag, Melolin, Carbonet

Subject: Cytotoxicitv

BACTIGRAS - Cytotoxicity testing has not been performed. Whilst a degree of cytotoxicity could be expected
due to the antibacterial action of the chlorhexidine acetate component, any in vitro cytotoxic effects are not
being realised in vivo as evidenced by the long safe history of use of BACTIGRAS.

The following products have been assessed for cytotoxic potential in accordance with 1SO 10993-5 and were
found to be non-cytotoxic:

e ALLEVYN Life
o ALLEVYN Non-Adhesive
¢ Melolin

The products listed below have been assessed for cytotoxic potential in accordance with 1SO 10993-5 and
were found to be cytotoxic

o Carbonet - The fleece layer has been tested and was severely cytotoxic. In vitro cytotoxicity assays
are very sensitive and tend to over predict effects in humans. The main components of the dressing
are viscose and polyester which are common in wound dressings. In addition, Carbonet dressings
have a long safe history of use as wound dressings. It can be concluded that the cytotoxicity
demonstrated in vitro is not realised in vivo.

¢ ALLEVYN Ag Non Adhesive — Was found to be cytotoxic. This is expected due to the anti-microbial
component of the dressing. ALLEVYN Ag Non Adhesive showed no sign of irritation in a
infracutaneous study and had no adverse effect on wound healing. It can be concluded that the
cytotoxicity demonstrated in vitro is not realised in vivo.

 ALLEVYN Adhesive - The neat extract was moderately cytotoxic. All other dilutions were not
cytotoxic. ALLEVYN Adhesive is not a skin irritant, is not a skin sensitizer and is not genotoxic and
has a long safe history of use. It can be concluded that the cytotoxicity demonstrated in vitro is not
realised in vivo.

o ALGISITE Ag was found to be moderately cytotoxic. This result is to be expected due to the
antimicrobial properties of the silver component. /n vitro cytotoxicity can be an indicator for potential
in vivo effects such as skin irritation or delayed wound healing, however ALGISTE Ag was not found
to be a significant skin irritant and did not delay wound healing when tested. It can be concluded that
the cytotoxicity demonstrated in vitro is not realised in vivo.



it is important to note that in vitro cytotoxicity tests are very sensitive as an indicator for potential adverse
effects in clinical use. It is accepted that such in vitro assays cannot completely mimic the complexity of
biological systems or the wound environment, therefore in vitro cytotoxicity results may not be {and often are
nol) realised in clinical use. /n vivo testing results are considered to over-ride such in vitro test resulis.
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Prepared by
Rosemary Hill BSc. {Hons.} EUROTOX Registered Toxicologist Date:
Principal Product Safety Scientist
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Prohlaseni o bezpeénosti produktu: PSS138
Datum: 18. srpna 2014
Obe¢éh: Jessica Portman, Jenny Marinitsch

Dotéené produkty: Bactigras, ALLEVYN Adhesive, ALLEVYN Life, ALLEVYN Non-adhesive,
ALLEVYN Ag Non-Adhesive, Algisite Ag, Melolin, Carbonet

Predmeét: Cytotoxicita

BACTIGRAS - Zkouska na cytotoxicitu nebyla provedena. Ptestoze uréity stupeii cytotoxicity lze
ofekavat z diivodu antibakteridlniho ti¢inku slozky chlorhexidin acetétu, Zadné in vitro cytotoxické
G¢inky se nerealizuji in vivo, jak doklad4 dlouhodob4 historie bezpe¢ného pouzivani BACTIGRAS.

Nasledujici produkty byly hodnoceny pro svij fytotoxicky potenciél v souladu s ISO 10993-5 a bylo
zjisténo, Ze cytotoxické nejsou:

e ALLEVYN Life
e ALLEVYN Non-Adhesive
e Melolin

Dale uvedené produkty byly hodnoceny na cytotoxicky potencial podle ISO 10993-5 a bylo zji§téno, Ze
cytotoxické jsou:

* Carbonet - flisova vrstva byla testovana a byla vysoce cytotoxicka. In vitro cytotoxické testy
Jsou velmi citlivé a maji tendenci urcovat silnéjsi aéinky u lidi. Hlavnimi slozkami obvazu jsou
viskéza a polyester, které jsou u obvazii na rany béZné. Kromé toho obvazy Carbonet maji
dlouhodobou historii bezpeéného pouZivani jako obvazy na rany. Lze tedy shrnout, Ze
cytotoxicita prokdzana in vitro neni realizovana in vivo.

e ALLEVYN Ag Non Adhesive - bylo zji$téno, Ze je cytotoxicky. M4 se za to, Ze je to
zplisobeno antimikrobialni slozkou obvazu. AVELLYN Ag Non Adhesive nezpfisobil z4dné
znamky podrazdéni v intrakutanni studii a nemél negativni aéinky na hojeni rany. Lze tedy
shrnout, Ze cytotoxicita prokdzana in vitro neni realizovana in vivo.

e ALLEVYN Adhesive - Cisty extrakt byl mirné cytotoxicky. Vechna ostatni fedéni nebyla
cytotoxicxd. ALLEVYN Adhesive nedrazdi, nesenzibilizuje pokozku, ani neni genotoxicky a ma
dlouhodobou historii bezpeéného uzivani. Lze tedy shrnout, Ze cytotoxicita prokazana in vitro
neni realizovéna in vivo.

e ALGISITE Ag byl zjistén jako mirné cytotoxicky. Tento vysledek lze oéekavat z divodi
antimikrobialnich vlastnosti stfibrné slozky. In vitro cytotoxicita miiZe byt indikatorem
potencialnich in vivo Géinkd, jako je podrazdéni pokozky nebo zpomalené hojeni rany, ackoliv
bylo zjisténo, Ze ALGISTE Ag pfi testech vyznamnym zptisobem nedrazdil pokozku, ani
nezpomaloval hojeni rdny. Lze tedy shrnout, Ze cytotoxicita prokazana in vitro neni
realizovéna in vivo.



Je diilezité konstatovat, Ze in vitro testy na cytotoxicitu jsou velmi citlivé jako indikator potencidlnich
negativnich tcinki v Klinickém uziti. Pfipousti se, Ze takové in vitro testy nemohou zcela napodobit
komplexnost biologickych systémii nebo prosttedi rany, tudiz cytotoxické vysledky in vitro nelze (a
casto nejsou) realizovat v klinickém uZiti. Ma se za to, Ze vysledky testil in vivo jsou lepsi nez vysledky
testil in vitro.

[podpis] [podpis]
Vyhotovila
Rosemary Hill BSc. (Hons.) EUROTOX Registrovana toxikolozka Datum:

Hlavni odbornik na bezpeénost produktu



Tlumocénicka dolozka

Jako tlumo¢nik zjazyk(i)...anglického a ruského... jmenovany rozhodnutim krajského
soudu v Praze ze dne 7. 11. 2001 ¢. j. Spr. 4108/2001 stvrzuji, ze pieklad souhlasi doslovné s textem
pfipojené listiny.
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Tlumocnicky tkon je zapsan pod poradovym &islem .......02A. 0.0 tlumoc¢nického deniku.
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Interpreter’s clause
As a sworn interpreter of English and Russian, appointed by the decision of the Regional
Court in Prague on November 7, 2001, under file No. Spr. 4108/2001, I confirm hereto that the

present translation corresponds in full to the original language of the attached document .

This translation is registered in the translator’s records under No. .....................

Prague,

Mgr. Ma, lﬁﬁ&ﬁéq (ﬁ/a,,
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