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Product Safety Statement: PSS333
Circulation: Helen May, Aleksandra Diyon

Affected Product Family: ALLEVYN Gentle, ALLEVYN Gentle Border Lite, ALLEVYN Ag Gentle, ALLEVYN Ag
Gentle Border, ALGISITE M, JELONET

Subject: Review of Cytotoxicity.

The following products have been assessed for cytotoxic potential in accordance with ISO 10993 - 5 using the
MEM elution assay and have been found to meet the requirements of the test (results of grade 2 or less):

e ALLEVYN Gentle Border

e ALGISITEM

Results for ALLEVYN Gentle Border are considered applicable to ALLEVYN Gentle Border Lite, which is identical in
formulation with the exception of foam thickness, which is thinner than that of standard ALLEVYN Gentle Border.
The components of the foam are identical in ALLEVYN Gentle Border Lite and ALLEVYN Gentle Border. Therefore,
ALLEVYN Gentle Border:Lite has also been found to be non-cytotoxic.

ALLEVYN Gentle 2 has been assessed in accordance with ISO 10993 - 1. The product has a similar formulation to
ALLEVYN Gentle Border which features the same top film, foam, wound contact layer and wound contacting
adhesive but with an adhesive border which is not present on ALLEVYN Gentle 2. Based on this the comparable
formulations the results for ALLEVYN Gentle Border can be transferred to ALLEVYN Gentle 2. Therefore, ALLEVYN
Gentle 2 can be considered to be of low cytotoxic potential.

ALLEVYN Gentle 1 has been evaluated in an MEM elution assay in accordance with ISO 10993-5 and was found
to be cytotoxic (grade 4). It should be noted that in-vitro cytotoxicity assays are very sensitive as indicators of
possible biological effects and when considered alongside other data including sensitization (non-sensitizing},
irritation (non-irritant), genotoxicity (non-mutagenic) and wound healing (no adverse effects on wound healing
reported), ALLEVYN Gentle 1 is considered safe for its intended use.

ALLEVYN Ag Gentle and ALLEVYN Ag Gentle Border have been assessed for cytotoxic potential in accordance
with Japanese MHLW Guidelines and have been found to be cytotoxic. This is expected due to the anti-microbial
component of the dressing. Neither ALLEVYN Ag Gentle or ALLEVYN Ag Gentle Border were found to be irritant or
sensitizing in accordance with Japanese MHLW guidelines, and neither dressing showed adverse effects on
wound healing in wound healing studies conducted. It can be concluded that the cytotoxicity demonstrated in-
vitro is not released in-vivo.

JELONET dressing packaging as part of JLONET has been assessed for cytotoxicity in accordance with IS0 10993
- 5 and was found to be non-cytotoxic. The JELONET Gauze for both JELONET and JELONET Tray has been
assessed in a non-GLP assay based on ISO 10993 - 5, whereby L929 cells were treated with the gauze and the
relative growth rate was observed at 2 and 4 days after incubation. The growth rate observed did not go beyond
105%, and was found to have no potential cytotoxicity, therefore, it can be concluded that JELONET Gauze is non-
cytotoxic. Due to the nature of the dressings, the remainder of JELONET and JELONET Tray has been assessed in
accordance with ISO 10993 - 1. The paraffin wax supplied (white soft paraffin wax for JELONET and yellow soft
paraffin wax for JELONET Tray) are BP and BP/EP grade respectively, and therefore considered suitable for use in
medical products. The vegetable parchment used within JELONET is approved for use in medical or indirect food
contact applications as detailed in FDA 21 CFR 176.170, 176.180, BFR 36.2 and French Decrees No. 2007-766. As
such, JELONET and JELONET Trays are considered safe for their intended uses.
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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, and that the results should be considered alongside other toxicological endpoints.
Therefore, in-vitro cytotoxicity result may not be (and are often not} released in clinical use. In-vivo testing results
are considered to over-ride such in-vitro test results.

Summary

ALLEVYN Gentle, ALLEVYN Gentle Border Lite, ALLEVYN Ag Gentle, ALLEVYN Ag Gentle Border, ALGISITE M and
JELONET are considered safe for their intended uses.
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Zprava o bezpecnosti vyrobku: PSS333
Distribuce: Helen May, Aleksandra Diyon

Skupina vyrobkt: ALLEVYN Gentle, ALLEVYN Gentle Border Lite, ALLEVYN Ag Gentle, ALLEVYN Ag Gentle
Border, ALGISITE M, JELONET

Predmét: Hodnoceni cytotoxicity.

U nésledujicich vyrobkd byl hodnocen cytotoxicky potencidl v souladu s normou 1SO 10993-5 pomoci elu¢niho
testu MEM a bylo zjisténo, Ze spliiuji pozadavky testu (vysledny stupen 2 nebo méné):

e ALLEVYN Gentle Border

e ALGISITEM

Vysledky vyrobku ALLEVYN Gentle Border se povaZzuji za platné také pro vyrobek ALLEVYN Gentle Border Lite,
jehoz slozeni je stejné s vyjimkou tloustky pény, kterd je ten¢i nez u standardniho vyrobku ALLEVYN Gentle
Border. SloZeni pény vyrobk( ALLEVYN Gentle Border Lite a ALLEVYN Gentle Border je stejné. Proto byl ucinén
zavér, Ze vyrobek ALLEVYN Gentle Border Lite nema cytotoxické ucinky.

Vyrobek ALLEVYN Gentle 2 byl hodnocen v souladu s normou ISO 10993-1. SloZeni tohoto vyrobku je podobné
sloZeni vyrobku ALLEVYN Gentle Border, jelikoZ obsahuje stejnou horni vrstvu, pénu, vrstvu, ktera je ve styku s
ranou, a lepidlo, které je ve styku s ranou, avsak zahrnuje pfilnavy okraj, ktery u vyrobku ALLEVYN Gentle 2 neni
pfitomen. Vzhledem ke srovnatelnému slozeni Ize vysledky vyrobku ALLEVYN Gentle Border aplikovat také na
vyrobek ALLEVYN Gentle 2. Proto lze pfipravek ALLEVYN Gentle 2 povaZovat za vyrobek s nizkym cyklotoxickym
potencidlem.

Vyrobek ALLEVYN Gentle 1 byl hodnocen v eluénim testu MEM v souladu s normou ISO 10993-5 a byla
prokazana cytotoxicita (stupen 4). Je tfeba poznamenat, Ze testy cytotoxicity in vitro jsou jako indikatory
moznych biologickych ucinkl velmi citlivé a vyrobek ALLEVYN Gentle 1 je s ohledem na dalsi udaje vcetné
senzibilizace (nesenzitizujici), podrazdéni (nedrazdivy), genotoxicity (nemutagenni) a hojeni ran (nezadouci
ucinky na hojeni ran nebyly prokazany) povazovan za bezpecny pro jeho zamyslené pouZziti.

U vyrobkl ALLEVYN Ag Gentle a ALLEVYN Ag Gentle Border byl hodnocen cytotoxicky potencial v souladu s
japonskymi smérnicemi MHLW, kdy bylo zjisténo, Ze vyrobky jsou cytotoxické. Tento vysledek pravdépodobné
zapficinila antimikrobialni slozka kryti. V souladu s japonskymi smérnicemi MHLW nebyly vyrobek ALLEVYN Ag
Gentle ani vyrobek ALLEVYN Ag Gentle Border shleddny jako draidivé nebo senzibilizujici a ani jedno kryti
nejevilo v testech hojeni ran nepfiznivé Gcinky na hojeni ran. Lze se domnivat, Ze se cytotoxicita, ktera byla

prokdzana in vitro, neprojevi in vivo.

U baleni kryti JELONET, které je soucasti vyrobku JELONET, byla hodnocena cytotoxicita v souladu s normou ISO
10993-5, pricemz cytotoxicita nebyla prokazana. Vyrobek JELONET Gauze ve vyrobcich JELONET a JELONET Tray
byl hodnocen v non-GLP testu v souladu se smérnici ISO 10993-5, kdy bylo 1929 bunék oSetfeno gazou a byl
pozorovan relativni rast druhy a ¢tvrty den po inkubaci. Rychlost rGstu nepresdhla 105 % a nebyl prokazan
cytotoxicky potencidl, proto se lze domnivat, Ze vyrobek JELONET Gauze neni cytotoxicky. Vzhledem k povaze
kryti byly zbyvajici slozky vyrobk( JELONET a JELONET Tray hodnoceny v souladu s normou ISO 10993-1.
Dodavany parafinovy vosk (jemny bily parafinovy vosk ve vyrobku JELONET a jemny Zluty parafinovy vosk ve
vyrobku JELONET Tray) se fadi do tfidy BP a BP/EP, a je tedy vhodny pro pouZiti ve zdravotnickych prostredcich.
Rostlinny pergamen, ktery je obsazen ve vyrobku JELONET, je schvédlen pro poufZiti ve zdravotnictvi nebo
neprimém styku s potravinami, jak podrobné uvadi FDA 21 CFR 176.170, 176.180 a BFR 36.2 a francouzské
vyhlasky ¢. 2007-766. Vyrobky JELONET a JELONET Trays lze proto povazovat bezpecné pro zamyslené poufziti.
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Je tfeba poznamenat, Ze testy cytotoxicity in vitro jsou jako indikatory moZnych nezddoucich Ucinkd pfi
klinickém poutziti velmi citlivé. Ma se za to, Ze podobné in vitro testy nemohou zcela napodobit sloZitost
biologickych systémU nebo prostredi rany a jejich vysledky je tfeba hodnotit se zfetelem na dalsi toxikologické
vlastnosti. Proto vysledky cytotoxicity in vitro nemusi byt (a ¢asto nejsou) pouzity pro klinické ucely. Vysledky
testovani in vivo maji prednost pred vysledky testovani in vitro.

Shrnuti

Vyrobky ALLEVYN Gentle, ALLEVYN Gentle Border Lite, ALLEVYN Ag Gentle, ALLEVYN Ag Gentle Border,
ALGISITE M a JELONET lze povaZovat za bezpecné pro jejich zamyslené poufziti.

Zpracovala: Dne:

Laura Quirke, BSc. (Hons.) MChem 6.11.2018
toxikolozka

necitelny podpis

Kontrolovala: Dne:
Gemma Walton, BSc. (Hons.), ERT (Evropsky registrovany toxikolog) 6.11.2018
reditelka globalni bezpecnosti vyrobka

necitelny podpis
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