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Summary of safety and clinical performance

Manufacturer reference number for summary of safety and clinical performance characteristics: 33700300

Introduction

This summary of safety and clinical performance aims to make public the main aspects relating to the safety
and clinical performance of the device.

The summary of safety and clinical performance is not intended to replace the instructions for use as the
primary document for ensuring the safe use of the device, nor to provide diagnostic or treatment suggestions
to users or intended patients.

Version 05 of 07/04/2025 (French) of the summary of safety and clinical performance has been validated by
a notified body.

The following information is intended for users/healthcare professionals.

D DD /. acteon |
E¥E: (@ @O

ACTEON MANUFACTURING » SAS. u A company of ACTEON Group

Zone Industnelle du Phare » 17, avenue Gustave Eiffel m 33700 MERIGNAC « FRANCE
Tel. +33 (0) 556 340 607 = Fax. +33 (0) 556 349 292 u info@acteongroup.com

S.AS. au capital de 10 euros @ R.C.S Bordeaux 938 275 880 m N’ intracommunautaire FR 75 938 275 880



Caﬂng Doc Q AQ 13 60 ind 06
Created on 02/10/2020
People. Modified on 01/31/2025
Page 2 out of 51
Improving age £olte

Lives

1. Device identification and general information
1.1 Trade name(s) of the device
Commercial reference Trade name Medical device (MD)
221 606 CORTISOMOL SP
234 110 EUGENOL PUR

Table1: reference and name of Medical Device

1.2. Name and address of the manufacturer

Name: ACTEON MANUFACTURING
Address: 17 avenue Gustave Eiffel — Zone industrielle du phare, 33700 MERIGNAC - France.

1.3.  Manufacturer registration number (Eudamed)
SRN number: FR-MF-000007556

1.4. Basic UDI-DI

Reference Medical device Basic UDI-DI
221 606 CORTISOMOL SP 3760243000bturationL5
234 110 EUGENOL PUR 376024300eugenolUX

Table2: Basic UDI-DI

Note: The basic UDI-ID is different because the classification of the two medical devices differs. The mixture of
CORTISOMOL SP powder and EUGENOL PUR liquid is referred to in this document as "CORTISOMOL SP cement."”
EUGENOL PUR, reference 234110, is used only with CORTISOMOL SP powder (reference 221 606). CORTISOMOL
SP powder can be used with any pure eugenol.

1.5.  Description / text of the nomenclature of medical devices corresponding to the device

e According to the classification of the "Global Medical Devices Nomenclature" the GMDN code of CORTISOMOL
SP is 36095: Endodontic filling/sealing material: "A material which sets without the aid of moisture and is
used for the permanent obturation of the root canal with or without obturation points. It is intended for orthograde
use, e.g. a root obturation placed on the coronal side."

e According to the EMDN (“European Medical Device Nomenclature”) classification, system
European based on CND codes (“National Medicinal Device Classification»), the code for CORTISOMOL SP

is Q01010202 “dental cements, root canal filling”.

1.6.  Device hazard class (Annex VIl to Regulation (EU) 2017/745))
Class Il (CORTISOMOL SP)

Class lla (EUGENOL PUR)

1.7.  Year of issue of the first CE certificate covering the device

The first CE marking certificate was issued on 22 September 2007.

1.8. If applicable: agent, name and registration number
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Not applicable.

1.9. Name of the Notified Body + identification number
GMED 0459.

2. Intended use of the device
2.1 Medical Destination Claimed

Medical destination claimed: permanent root canal sealing cement after devitalization of the tooth.

CORTISOMOL SP cement is obtained after mixing CORTISOMOL SP (powder) with pure eugenol (liquid); it is a
eugenate-type sealing cement (based on zinc oxide/eugenol). This cement is intended for the permanent root canal
sealing of mature teeth, in association with gutta percha cones and is used during the last stage of endodontic treatment,
after devitalization of the tooth and cleaning of the dental canals.

This medical device is intended to be used by professional users: dentist or assistant for mixing the powder/liquid to
obtain the cement. On the other hand, the dentist is the only user for placing cement in root canals.

2.2. Indication(s) and target population(s)

- Indication:
Pulpectomy due to irreversible damage or necrosis of the pulp.

-Target population(s):
CORTISOMOL SP is intended for patients with permanent (=definitive) teeth (regardless of type: single-rooted or multi-
rooted), who have no contraindications and regardless of gender, ethnicity, family predisposition and genetic aspects.

Note: the indications are not in terms of children/adults but in terms of mature or immature teeth.

2.3. Contraindications / Limitations of use

Do not use on immature teeth (e.g. in children). Known allergy to one of the components of the powder (in particular
prednisolone acetate and iodine and its derivatives). Do not use if the appearance of the powder (color, agglomerates,
etc.) has changed or if the consistency of the cement obtained after mixing with pure eugenol is not creamy and
homogeneous and if it is difficult to pick-up with the lentulo. Suspicion of perforation of the root canal.
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3. Device Description

3.1 Device Description

Presentation:

CORTISOMOL SP powder only exists in one variant (reference 221 606) box containing:
e 1 jar of 20g of powder;
e 1 instruction for use;

e Accessory: 1 spoon.
Note: the spoon does not have a measuring function but is provided to assist with sampling.
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Image 1 : présentation commerciale CORTISOMOL SP.

EUGENOL PUR is sold only in one variant (reference 234 110) containing::

e 1 bottle of 60 ml ;
e 1 instruction for use.
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Image 2 : EUGENOL PUR commercial presentation
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Characteristics:

Powder CORTISOMOL SP

- Beige colored powder with diiodothymol odor.

- Allows the formation of a cement after mixing with pure eugenol.

EUGENOL PUR Liquid

- Clear, colorless to pale yellow liquid, turning brown in the air, with a pronounced clove odor (in accordance with the
current European pharmacopoeia monograph).

- Allows the formation of a cement after mixing with CORTISOMOL SP powder.

CORTISOMOL SP Cement
Formation of cement after mixing (powder + liquid) = CORTISOMOL SP cement.
o Classification (according to ISO 6876:2012): cement setting within 72 hours.
¢ Cement with homogeneous consistency.
e Allows to obtain a watertight obturation (very low solubility and disintegration after setting and compliant with
ISO 6876:2012 “Root canal sealing material”)
Easy to set up.
Radiopaque (compliant with ISO 6876:2012).
Accessory anti-inflammatory activity (linked to the presence of prednisolone acetate).

Controlled criteria CORTISOMOL SP + Pure Eugenol
Powder/Liquid Ratio 28g/1g

Creep (diameter in mm)* =17

Setting time* 15 minto6 h

Film thickness (um)* <50

Radiopacity* =3 mm aluminum

Solubility and disintegration*® <3%

Table 3: Technical characteristics of CORTISOMOL SP cement

*Complies with ISO 6876:2012 “Dentistry — Endodontic sealing materials”
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Key functional elements (composition):

CAS . .
Powder number Quantity Function
Glucocorticoid whose anti-inflammatory properties have
Prednisolone acetate 52-21-1 11% been used for over 20 years in root canal filling pastes.

Its presence can help reduce painful reactions that can
result from mechanical treatment of the canals.

It is the basic constituent of eugenate-type dental cements.
Mixed with pure eugenol, it makes it possible to obtain a paste
that hardens over time. In the formula of CORTISOMOL SP
Zinc oxide C o powder, zinc oxide is the main element of the composition
1314-13-2 50 to 54% which makes it possible to obtain, after mixing with pure
eugenol, the obturation cement.

Zinc oxide is considered a nanomaterial within the meaning of
Regulation (EU) 2017/745.

Provides radiopacity to the filling paste and thus allows
Barium sulfate 7727-43-7 10 to 12% radiographic control of the canal filling: (absence of apical
overfilling or incomplete filling).

Provides agent which allows better implementation of
Magnesium stearate 557-04-0 910 11% diiodothymol during manufacturing and therefore better
homogeneity of powder mixtures

Helps improve the hardening phase of the cement during

Zinc acetate 5970-45-6 <05% "
setting.

Thanks to its thixotropic character, it gives the paste the desired
Diiodothymol 552-22-7 22 to 25% malleability and viscosity to allow it to be drawn into the lentulo
(tool for placing the paste in the channels).

Glide agent which allows better implementation of diiodothymol
during manufacturing and therefore better homogeneity of
7631-86-9 <05% powder mixtures.

Anhydrous colloidal silica is considered a nanomaterial within
the meaning of Regulation (EU) 2017/745.

Anhydrous colloidal
silica

EUGENOL PUR

It is the basic component of eugenate-type dental
cements. Mixed with a zinc oxide-based powder, it forms
97-53-0 100 % a paste that hardens over time to create a eugenate-type
cement (one of the oldest products used in dentistry).
EUGENOL PUR therefore contains only one raw material
(eugenol).

Eugénol

Table 4: Composition of CORTISOMOL SP powder and roles of key functional elements.
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Commitment / declaration of substances

CORTISOMOL SP / EUGENOL PUR are not manufactured from / nor contains
- human blood or plasma derivatives.
- human tissues, cells or derivatives.
- animal tissues, cells or derivatives.

Tallow derivatives may be used in the industrial manufacturing process of the CORTISOMOL SP polypropylene powder
jar and the cap of EUGENOL PUR made of polypropylene (not in contact with the liquid). The tallow derivatives used
meet the requirements set out in the “Note for guidance on minimizing the risk of transmission of animal spongiform
encephalopathy agents via human and veterinary medicinal products EMA/410/01 rev.3”. CORTISOMOL SP and
EUGENOL PUR are therefore not affected by Regulation (EU) 722/2012. According to MDCG 2021-24 “classification of
medical devices”, rule 18 of Regulation (EU) 2017/745 (devices manufactured from tissues or cells of human or animal
origin, or their derivatives, which are non-viable or rendered non-viable) does not apply to CORTISOMOL SP and
EUGENOL PUR.

CORTISOMOL SP and EUGENOL PUR do not contain a substance or combination of substances intended to be
introduced into the human body and absorbed by the human body or dispersed locally in the human body. Formation of
eugenate cement after setting and solubility and disintegration is low: compliance with paragraph 4.6 of ISO 6876:2012
“Dentistry — Root canal sealants”).

CORTISOMOL SP and EUGENOL PUR do not contain substances which, when used separately, can be considered a
CMR substance, an endocrine disruptor or a phthalate.

CORTISOMOL SP contains two substances considered as a nanomaterial within the meaning of Regulation (EU)
2017/745: anhydrous colloidal silica (CAS number: 7631-86-9) and zinc oxide (CAS number: 1314-13-2). CORTISOMOL
SP cement has a negligible potential for internal exposure to nanomaterials; this is justified in an argument. This is
confirmed by MDCG-2021-24 "classification of medical devices" which indicates that dental filling cements incorporating
nanomaterials are classified in Ila (negligible potential for internal exposure). EUGENOL PUR does not contain
nanomaterials.

CORTISOMOL SP also contains a medicinal substance within the meaning of Directive 2001/83/EC: prednisolone
acetate (CAS number: 52-21-1) which has an auxiliary anti-inflammatory action. EUGENOL PUR does not contain any
medicinal substance.

Material in direct contact with the patient

CORTISOMOL SP powder alone or EUGENOL PUR liquid alone are not supposed to come into contact with the patient.
These medical devices must be previously mixed according to ratio powder/liquid (2.8 parts for 1 part). This
CORTISOMOL SP cement will be placed in the root canal with gutta-percha cones in order to obtain a permanent
obturation of the patient's tooth.

The materials in direct contact with the patient are therefore all the raw materials forming CORTISOMOL SP cement
and pure eugenol (cf table 4 below). CORTISOMOL SP cement is implantable.

CORTISOMOL SP cement is placed in the root canal of the tooth using a lentulo, in combination with gutta percha
cones. Contact with the lentulo is transient and does not interfere with the biocompatibility of the cement. In addition, it
is a sterilizable instrument (because it is reusable) which is most often made of stainless steel (inert material). Gutta
percha cones are recognized as biocompatible in the state of the art.

Assuming that a root canal is a 1 mm wide cylinder at 20 mm depth and that water corresponds to 1 mg per mm?3 of
water, the corresponding volume to fill a root (= a root canal) would be approximately 16 mm? for a single-rooted tooth.
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In the case of a tooth with several roots, with three root canals, less than 50 mm?3 must be filled with the combination of
gutta-percha point(s)/ CORTISOMOL SP cement.

In normal use, with gutta percha filling at least 70 to 80% of the root canal (according to radiologically controlled clinical
practice), CORTISOMOL SP cement only represents a maximum of 20 to 30% of the obturation, i.e. 10 mg to 15 mg
maximum of cement for 3 root canals (worst case).

Quantity of components Quantity of components (mg)
Cement component (9) Clinical case per tooth (3 canals)
CORTISOMOL SP CAS number | CORTISOMOL SP cement (15 mg of cement: worst case)
(prednisolone acetate) (powder / liquid ratio =
2.8g/1q)
Prednisolone acetate 52-21-1 0.0308 0.12

Tableau 5 : Composition Ciment CORTISOMOL SP, ratio et quantité de I'acétate de prednisolone.

Material in indirect contact with the patient
The inside of the polypropylene powder jar is in indirect contact with the patient. The low-density polyethylene lid may
also come into contact with the powder (e.g. when the container is shaken, see instructions for use).

The powder sampling spoon comes into direct contact with the powder and therefore indirectly with the patient; this
contact is transient (a few seconds). The spoon is food grade and made of translucent polystyrene. Regarding the spoon
provided with CORTISOMOL SP.

The bottle of pure eugenol is also in indirect contact with the patient. If the practitioner uses pure eugenol marketed by
ACTEON MANUFACTURING (commercial reference 234 110, legacy device), the latter is packaged in a type lll glass
bottle (European Pharmacopoeia type).

The pure eugenol sampling tool also comes into indirect contact with the patient (transient contact of a few seconds).
Sterile or single-use pipettes or a dropper are generally used for sampling. ACTEON MANUFACTURING recommends
using a sterile glass pipette in its instructions for use.

The spatula for mixing powder and liquid (usually stainless steel) on a frosted glass plate. The spatula can also be
used for the dentist to collect the powder.

The frosted glass plate used to mix the CORTISOMOL SP powder and the pure eugenol liquid during its preparation
can also be considered to be in indirect contact with the patient (transient contact = time required for mixing).

Affected body part of the patient
The affected part of the patient's body is the root canal of the tooth.

The CORTISOMOL SP cement obtained is placed in the dental canals (root of the tooth) coronally, in association with
gutta percha cones. Its role is to ensure the hermeticity of the obturation by making the seal between the canal walls
and the gutta-percha cones, thus achieving the definitive sealing of the main, lateral and accessory canals as well as
the sealing of the main and accessory foramen(s).

The cement is thus placed in the root canals (once dried) during a surgical procedure. Once in place, it is not directly
exposed to fluids; and the cement cannot be reused.
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Material in direct/indirect contact with the dentist

The dentist is not supposed to come into contact with the product and neither with its primary packaging nor with the
spoon during normal use (wearing protective equipment: gloves, masks and glasses, in accordance with the instructions
for use).

Principle of operation and mode of action
CORTISOMOL SP comes in the form of a zinc oxide-based powder to be mixed extemporaneously with pure eugenol
(100% eugenol n° CAS 97-53-0) to form a definitive root canal sealing cement.

After mixing the powder and the liquid (pure eugenol), the paste (eugenate cement) hardens following a well-known
setting mechanism. It corresponds to the neutralization of the phenol function of eugenol (very weak acid) by the ZnO
base; the eugenol acts on the zinc oxide by chelation of the zinc (see figure below) thus forming a eugenate cement:

OH 0 Zn
OCH;, CH,;0 ~ CH,0
2 +Zn0 —» I; I +H,0
CH,-CH=CH, CH,-CH = CH, CH,-CH = CH,
Eugénate

The formed cement is placed in the root canal of the tooth with gutta percha cones (the “core” of the obturation) to create
the final obturation. CORTISOMOL SP cement is placed between the gutta percha cones and the canal wall (dentine)
to ensure the sealing of the obturation. The gutta percha represents the core of the obturation and the cement is placed
between the canal wall and the gutta percha to ensure the sealing.

An anti-inflammatory action is expected. This is due to the presence of prednisolone acetate in the cement; its role is to
reduce post-operative painful reactions that may result from mechanical treatment (root canal preparation), possible
excess pressure due to the obturation and/or apical overfilling, without intervening on the physiological healing process.

Prednisolone is a steroidal anti-inflammatory drug (SAID) that inhibits phospholipase A2 and consequently reduces the
synthesis of prostaglandins and leukotrienes, decreasing the chemotaxis of polymorphonuclear leukocytes.

Prednisolone also suppresses the production of oxygen free radicals and nitric oxide by endothelial cells. In addition,
SAIDs are also able to downregulate many pro-inflammatory cytokines and increase interleukin (IL)-10, which inhibits
the activity of nuclear factor kappa B and affects many immune cells involved in the inflammatory process.

Intended conditions of use

CORTISOMOL SP definitive sealing cement is intended for use in the final stage of endodontic root canal treatment
after devitalization of the tooth and cleaning of the root canals. The cement is used with gutta percha cones (not supplied
with CORTISOMOL SP or EUGENOL PUR). Once placed in the root canals, the cement cannot be reused.
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Operating mode:

Beforehand:
Wear protective gloves/protective clothing/eye/face protection (dental medicine).

Preparation:
- Shake the powder jar before use.

- Take CORTISOMOL SP powder with the sampling spoon and EUGENOL PUR with a sterile glass pipette.
- Spatulate the powder with pure eugenol extemporaneously (according to the ratio determined in the
instructions: 2.8 parts of powder to 1 part of liquid) on a frosted glass plate for approximately 1 minute until
obtaining a homogeneous paste of creamy consistency allowing good pick-up with the lentulo and in
sufficient quantity to carry out the canal obturation.

- Isolate the tooth from any contamination (rubber dam).

Set up:
- Seal the previously prepared canal using the usual techniques. The cement formed must be used

imperatively in combination with gutta percha cones.
- Radiologically check the correct filling of the canals to verify the absence of apical overfilling (risk of pain)
or underfilling (risk of secondary microbial penetration).

Storage conditions CORTISOMOL SP:

- Store in the original, tightly closed container at a temperature below or equal to 25 °C. Shelf life: 2.5
months after opening; 3 years from the date of manufacture. Do not exceed the expiry date shown on the
outer packaging. After opening, close the jar quickly and correctly.

Storage conditions for EUGENOL PUR:

- Store in the correctly closed original container at a temperature of 25°C or lower. Validity period: 5 months
after first opening. 2 years from the date of manufacture. Do not exceed the use-by-date on the outer
packaging. After opening, close the bottle again quickly and correctly

Elimination CORTISOMOL SP:
- Recycle or dispose of in accordance with current legislation, preferably by a collector or an approved

company. Do not dispose of in the environment. Absolutely avoid any type of discharge into the aquatic
environment.

Elimination EUGENOL PUR :

- Recycle or dispose of in compliance with the legislation, preferably using an approved collector or
company. Dispose of in an environmentally safe manner. Avoiding any spill in an aquatic environment is
essential.

Expiration date:
CORTISOMOL SP has an expiration date of 36 months.

CORTISOMOL SP has an expiration date of 24 months.

Lifetime:
The expected lifetime of an obturation with CORTISOMOL SP cement is at least 10 years.

D DD /. acteon |
=9 (@ @O

ACTEON MANUFACTURING « SAS. u A company of ACTEON Group

Zone Industnelle du Phare » 17, avenue Gustave Eiffel w 33700 MERIGNAC a« FRANCE
Tel. +33 (0) 556 340 607 = Fax. +33 (0) 556 349 292 » info@acteongroup.com

S.AS. au capital de 10 euros m R.C.S Bordeaux 938 275 880 mN* intracommunautaire FR 75 938 275 880



3.2.

Improving

Caring Doc Q AQ 13 60 ind 06
Created on 02/10/2020

People. Modified on 01/31/2025
Page 11 out of 51

Lives

If applicable: reference to previous generations or their variants, with a description of the differences

CORTISOMOL SP is an evolution of a DM already CE marked by the manufacturer (formerly called CORTISOMOL).

CORTISOMOL CORTISOMOL CORTISOMOL SP CORTISOMOL SP
(1976-1995) (from 1995) (September 2007) (July 2008: current formula)
Drug status Combined medical Combined medical device Combined medical device
device status from June status status
1997
Delta hydrocortisone 1.0% | Delta hydrocortisone Delta hydrocortisone acetate | Delta hydrocortisone acetate
acetate (= prednisolone acetate) (= prednisolone acetate) 1.1%
(= prednisolone acetate) 1.1%
1.1%
Polyoxymethylene 2.5% Polyoxymethylene 2.5% / /
Zinc oxide C 50 to 54% Zinc oxide C 50 to 54% Zinc oxide C 50 to 54% Zinc oxide C 50 to 54%
Diiodothymol 22 to 25% Diiodothymol 22 to 25% Diiodothymol 22 to 25% Diiodothymol 22 to 25%
Red lead oxide 10 to 12% Red lead oxide 10 to 12% Barium sulfate 10 to 12% Barium sulfate 10 to 12%
Anhydrous colloidal silica Anhydrous colloidal silica Anhydrous colloidal silica Anhydrous colloidal silica < 0.5%
<05% <0.5% <05%
Talc 8 to 10% Talc 8 to 10% Magnesium stearate 9 to Magnesium stearate 9 to 11%
11%
Zinc acetate < 0.5% Zinc acetate < 0.5%
Water-soluble yellow-orange
dye< 0.5 %

Table 6: Comparison of the different formulas of CORTISOMOL to CORTISOMOL SP

Evolution of the formula (table 6)

CORTISOMOL was granted marketing authorization in 1976; at that time, this product was considered to be a
medicine (because of its anti-inflammatory action).

In June 1997, with the implementation of Directive 93/42/EEC, CORTISOMOL SP became a class |ll medical
device.

The formula evolved in 2006, polyoxymethylene (or paraformaldehyde) was removed due to its toxicity and to
simplify the manufacturing process and the lead red oxide used as a radio-opacifier was also removed to reduce
the toxicity that could be linked to the presence of lead; it was replaced by barium sulfate. This formula has been
CE marked and marketed under the name CORTISOMOL SP since September 22, 2007

The CORTISOMOL SP formula then changed slightly in July 2008 with the removal of the colorant following
customer complaints (“staining of the tooth during an operation on a living or poorly dried tooth”).

In 2016: a change of supplier of zinc acetate was introduced. The specifications of zinc acetate are unchanged
(compliance with the European Pharmacopoeia monograph 1482).

Evolution of presentations/variants
Sale of CORTISOMOL in jars of 45 g /25 g and 19 g.

In April 2008 (in Europe) and in April 2013 (in China): cessation of marketing of 19 g jars (CORTISOMOL
formula).

In April 2015, the 459 jars were permanently discontinued, as well as the ECO presentation (box of 3 459 jars)
and replaced by 25g jars.

In April 2021, the 259 jars were permanently discontinued and replaced by 23g jars.
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o New supplier of the primary packaging (jar) will be used after certification of CORTISOMOL SP according to
Regulation (EU) 2017/745 (equivalence between the two jars demonstrated). The conclusion is that this change
has no impact on the performance or safety of the device.

¢ In connection with the first placing on the market according to Regulation (EU) 2017/745 planned for April 2025,
the capacity of the 23g jars is reduced to 20g of powder (identical jar, powder and distribution process: only a
reduction in the quantity of powder per jar).

e In 2025, the name of the manufacturer of CORTISOMOL SP will change from Produits Dentaires Pierre Rolland
SAS to ACTEON MANUFACTURING (transfer of the medical devices activities of Produits Dentaires Pierre
Rolland SAS to ACTEON MANUFACTURING). The manufacturer's address and the CORTISOMOL SP device

remain unchanged.

The first placing of the market according to Regulation (EU) 2017/745 will be in the name of ACTEON
MANUFACTURING (legal manufacturer) after the transfer of activity to ‘"ACTEON MANUFACTURING’ (planned for
April 2025).

The first placing on the market according to Regulation (EU) 2017/745 is done solely in the name of ACTEON
MANUFACTURING (legal manufacturer), with the 20g jars (first batch placed on the market in June 2025 “batch
10153”).

CORTISOMOL SP now only exists in one format: 20g-jar of powder in a box with a spoon (accessory — sampling
aid).

EUGENOL PUR:

Previously, EUGENOL PUR existed in a primary packaging of 250 ml (packaging identical to the current packaging
except for the volume), this was discontinued on 04/01/2013.

EUGENOL PUR (100% eugenol CAS No. 97-53-0) is now only available in one format: 60ml bottle.
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3.3.  Description of all accessories intended to be used in combination with the device

Accessory (provided by ACTEON MANUFACTURING):
- Plastic spoon (helps to collect the powder) see details below. The spoon is not a measuring device. Transient contact
with the powder (a few seconds).

Sampling spoon (included with CORTISOMOL SP)

Indication: Spoon for powder sampling

Dimensions: Total length: 70 mm
Capacity: about 0.2ml

Composition : Translucent Polystyrene (CAS No.: 9003-53-6).
“Food grade” polystyrene according to Regulation (EU) No. 10/2011 (Europe) and 21 CFR 177.1640
(FDA)

Appearance:

Table 7: Description of sampling spoon

No accessories supplied or to be used with EUGENOL PUR.
3.4. Description of other devices and products intended to be used in combination with the device

Medical Devices used in combination with CORTISOMOL SP / EUGENOL PUR

e Sterile glass pipette for collecting the EUGENOL PUR liquid;

e Spoon supplied with CORTISOMOL SP (powder sampling aid) : see table 7 above or another spoon*. Transient
contact with the powder (a few seconds). The spoon supplied with CORTISOMOL SP is not a measuring device.
*The practitioner is free to choose his spoon or other sterile/clean instruments to collect the powder. The
practitioner must respect the powder/liquid ratio in the instructions for use (2.8g/1g). It is thus specified in the
instructions for use in the chapter prerequisites before use "Use the dedicated spoon for sampling or a
clean/sterile instrument to avoid any contamination”.

¢ Hand tools: spatula to collect and/or mix CORTISOMOL SP powder and pure eugenol on a frosted glass plate
to obtain the cement; a lentulo (worm screw type) can be used to put the cement into the root canal. Transient
contact with the cement (a few seconds to 1 or 2 minutes maximum). These tools are generally made of stainless
steel (inert material). Not supplied with CORTISOMOL SP.

e Gutta percha cones (or "points") for obturation with cement. Not supplied with CORTISOMOL SP.

Other products used in combination with CORTISOMOL SP / EUGENOL PUR
e Frosted glass plate for mixing powder and liquid. Transient contact with cement (approximately 1 minute of
mixing).;
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4. Risks and warnings
41 Residual risks and adverse effects

Residual risks identified:

* Risk of contamination: use the dedicated spoon for sampling or clean/sterile instruments to avoid any contamination.
Use a sterile glass pipette for sampling EUGENOL PUR to avoid contamination. Do not reuse cement already prepared
for another patient.

* Risk of apical overfilling or underfilling: radiologically check for the absence of apical overfilling or underfilling. Apical
overfilling can cause pain or paresthesia; underfilling can lead to secondary microbial colonization and therefore
retreatment.

* In case of use on immature teeth or overfilling: risk of toxicity (inflammation) of the periapical tissues which may lead
to paresthesia.

* Risk of allergy to one of the components of the cement.

* Risk of infection following microbial contamination of the product in the practitioner's office => risk of introduction of
microorganisms into the cleaned root canal which could lead to retreatment.

* Risk of pain linked to mechanical treatment or to inappropriate filling of the root canals (apical overfilling) which can
lead to inflammatory reactions (arthritis, flare-up, periapical inflammation).

* Risk of staining of the dentin if the product fills the pulp chamber.

These residual risks are listed in the chapter “Warnings/precautions for use and contraindications” of the instructions for
use.

Expected adverse events:

* Risk of allergy.

+ Painful postoperative reactions may occur following root canal filling. They may be either inflammatory (due to apical
overfilling or flare-up) or related to mechanical treatment of the canals. However, the use of prednisolone acetate in the
CORTISOMOL SP powder formula helps reduce postoperative pain.

These expected adverse events are listed in the "Adverse effects" chapter of the instructions for use. In addition, known
allergies to any of the components of the device are mentioned in the "Contraindications" chapter of the instructions for
use.

However, since pain is more often related to mechanical root canal treatment (not cement-related) or misuse (in case of
overfilling), it cannot be considered a direct adverse event related to the cement itself.

Paresthesia is a risk related to the endodontic procedure in case of overfilling: excessive pressure on the nerve or
chemical related to the cement. However, as it is due to misuse, it is not included in the expected adverse event:

The instructions for use state that excessive filling should not be performed and that adequate obturation of the root
canals should be checked.

Regarding potential hazards due to the substances, no adverse events, except the risk of allergy related to the presence
of prednisolone acetate in the cement, are expected. The presence of pure eugenol is also not considered a problem in
the literature because the cement is placed in a confined area and only a very small amount of eugenol can diffuse until
the cement is completely set (within 72 hours).

In addition, with the latest endodontic techniques which combine the sealing cement with a central material (gutta
percha), the cement does not fill the entire root canal and the quantity of cement in an obturation is very low (max 30%
or 15 mg of cement for a multi-rooted tooth corresponding to approximately 2.4 mg of eugenol).
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Acceptability of adverse events since CE marking (between September 2007 and October 31, 2024)

- 8 cases of pain with CORTISOMOL SP cement (arthritis/pain/inflammatory reaction/flare up) were reported to our
laboratory (2 from complaints, 6 from PMS surveys (2 cases of inflammation, 1 case of arthritis; 3 cases of periapical
sensitivity)).

Note: From January 16, 1998 to October 31, 2024: 70,002 units of PURE EUGENOL have been sold (23,950 sales
since January 2014).

These 8 cases were recorded over 17 years with 735,924 units of CORTISOMOL SP sold (see PSUR), the estimated
number of patients treated is 45 442 877 i.e. an occurrence of 0.000018% for pain.

- 1 case of allergy with CORTISOMOL SP cement was reported to our laboratory (PMS surveys):

This case was recorded over 17 years with 735,924 units of CORTISOMOL SP sold (see PSUR), the estimated number
of patients treated is 45 442 877 i.e. an occurrence of 0.0000022% for allergy.

- 1 case of adverse event was also reported to our laboratory during this period (of the PMS survey) but the reaction
was not described.

4.2.  Warnings and precautions

Prerequisites before use CORTISOMOL SP cement:

Product reserved for professional dental use. Check the length of the canals before obturation in order to avoid an apical
overfilling. Prepare the paste extemporaneously in order to avoid any contamination. Do not reuse a cement already
prepared in another patient (risk of contamination of the cement). CORTISOMOL SP cement is intended to be used with
other devices: gutta percha cones to perform the obturation with the cement, a spatula to mix the cement and a lentulo
to place the cement in the root canal. Use the dedicated spoon for sampling or a clean/sterile instrument to avoid any
contamination.

Warnings CORTISOMOL SP cement:

The use of this product requires a preliminary interview to understand the situation and know the patient's history.
Mechanical treatment of the canals can generate painful phenomena not related to the obturation cement. To avoid
possible staining of the dentine, do not fill the pulp chamber with cement and apply an isolating cavity liner. The use of
glucocorticoids during pregnancy has been associated with an increased risk of cleft palate and fetal growth defects, at
doses higher than those present in CORTISOMOL SP cement. CORTISOMOL SP cement should be used during
pregnancy only if the benefit of treatment outweighs the potential risk to the fetus. Prednisolone is known to pass into
breast milk in small amounts when administered to nursing mothers; however, concentrations in nursing infants are
probably too low to produce clinically significant effects. CORTISOMOL SP cement may be used during lactation if
necessary.

Precautions for use CORTISOMOL SP powder :

Handle the jar with care to avoid any risk of breakage. Contains diiodothymol. May produce an allergic reaction.
Sensitizing product. Very toxic to aquatic life with long lasting effects. Wear protective gloves/protective
clothing/respiratory protection/eye protection/protective footwear. IF ON SKIN: Wash with plenty of water. Product
considered not dangerous by inhalation. However, it is recommended, in case of symptoms of poisoning; to remove the
affected person from the place of exposure, provide them with clean air and keep them at rest. Seek medical attention
if symptoms persist. Dispose of contents/container in accordance with current waste treatment legislation. Avoid release
to the environment. Collect spilled product.
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Precautions for use EUGENOL PUR :

Handle the bottle carefully to avoid the risk of breakage. May cause an allergic skin reaction. Causes serious eye
irritation: Avoid breathing dust/fume/gas/mist/vapours/spray. P264: Wash thoroughly after handling. Wear protective
gloves/protective clothing/respiratory protection/eye protection/protective footwear. IF ON SKIN: Wash with plenty of
water. IF IN EYES: Rinse cautiously with water for several minutes. Remove contact lenses, if present and easy to do.
Continue rinsing. Dispose of the contents/containers in accordance with the current legislation on waste treatmen

4.3. Other relevant safety aspects, including a summary of safety corrective actions, if applicable

CORTISOMOL SP is a powder and EUGENOL PUR is a liquid allowing to obtain a permanent sealing cement after
extemporaneous mixing with pure eugenol.

CORTISOMOL SP cement is classified in the "long-term use" category: In accordance with Regulation (EU) 2017/745
(MDR) Annex VIII Chapter 1, 1.3 "Long term" means "intended for continuous use for more than 30 days".

Frequency and duration of treatment: Once placed in the root canal with the gutta percha cones (at the dentin/gutta
percha interface), the cement is intended to remain in place permanently. The lifetime of the device in the tooth is at
least 10 years according to the literature and proactive post-marketing surveys.

Maximum number of repeat applications per patient: A tooth is treated only once (not a repeated application). If a
retreatment is deemed necessary by the dentist in case of secondary infection, the cement is removed and eliminated
and a new obturation with a new cement is performed: no repeated application.

Since the device has a minimum lifetime of 10 years, one or two retreatments can be expected over the course of a
lifetime for the same tooth. However, several teeth can be treated in the same patient over the course of his or her life,
but not necessarily with the same type of cement.

Since an adult has 32 teeth, the maximum number of teeth that can be treated is 32, which is highly unlikely from a
clinical point of view.

Since September 22, 2007 (affixing of CE marking) and October 31, 2024:
¢ No cases of materiovigilance have been reported on CORTISOMOL SP cement;
¢ No corrective action has been initiated for safety reasons following the use of CORTISOMOL SP (current
formula).
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5. Summary of clinical assessment and clinical follow-up after marketing (SCAC)
5.1 If applicable: summary of clinical data relating to an equivalent device

Not applicable.

5.2. If applicable: summary of clinical data from clinical studies carried out on the device before CE
marking

Due to the presence of an anti-inflammatory and to confirm the clinical data of CORTISOMOL SP cement, a post-
marketing follow-up clinical study was carried out "Postoperative Pain evaluation After definitive Root Canal Obturation
with Zinc Oxide/Eugenol-type Sealer Containing or Not 1% Prednisolone Acetate — steroid anti-inflammatory agent: a
comparative, randomized clinical trial" and registered under number RIPH 2 - IDRCB No.: 2021-A00525-36.

The summary of this clinical investigation is presented below (use of CORTISOMOL SP powder reference 221 606 and
EUGENOL PUR reference 234 110 in this clinical investigation):

* Identification of the clinical study 2021-2022

o Title: “Evaluation of postoperative pain after definitive obturation of the root canal with zinc oxide/eugenol cement
containing or not 1.1% prednisolone acetate - steroidal anti-inflammatory agent: a randomized controlled clinical
trial”.

e |ID-RCB number 2021-A00525-36.

e Clinical study conducted in France under the status of Directive 93/42/EC. The clinical investigation is not
available on EUDAMED.

PMCF study reference NCT04935736

(https://clinicaltrials.gov/ct2/show/NCT04935736?term=SEALITE+REGULAR&draw=2&rank=1).

o Unpublished study.

Name, reference and indication of the devices:

This post-marketing follow-up clinical study (PMCF) aims to collect clinical performance data to demonstrate the efficacy
of the ancillary drug substance, prednisolone acetate (1.1%) contained in CORTISOMOL ™ SP (reference 221 606) to
reduce possible post-operative painful reactions following root canal treatment.

In this study, SEALITE REGULAR (reference 266 264) was used as reference cement (zinc oxide and eugenol cement
without ancillary drug substance).

Note: CORTISOMOL SP is a zinc oxide/eugenol cement manufactured by ACTEON MANUFACTURING containing an
auxiliary substance with anti-inflammatory action (prednisolone acetate 1.1%).

Recruitment was conducted between July and December 2021, including patient follow-up until January 2022, the study
took place over a period of 6 months; 9 dental centers participated in this research. The first patient was included on
July 1, 2021, and the last patient visit was on January 15, 2022.

This single-blind, randomized controlled trial included 238 subjects at baseline. At the end of the study, 117 patients per
group were included (4 patients excluded), representing the full analysis set (FAS).

Only one tooth per patient was treated during this study.

CORTISOMOL SP group: 117 patients = 236 root canals treated.

SEALITE REGULAR group: 117 patients = 247 root canals treated.
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The objectives were as follows:

- Primary objective

To demonstrate the superiority of prednisolone acetate-containing root canal cement CORTISOMOL™ SP, compared
to prednisolone acetate-free root canal cement SEALITE™ REGULAR, in reducing maximum postoperative pain during
the 7 days following root canal treatment.

Primary endpoint: Maximum pain intensity during the 7 days following endodontic treatment was measured using a 100-
mm VAS (Visual Analogue Scale). Patients were asked to rate and record their pain at fixed time points after treatment:
TO (at the end of the root canal obturation visit), 6h post-operative, 12h, 24h, Day 2, Day 3, Day 7, and at any other time
point if necessary.

For each patient, the maximum pain is the maximum value among all the available values between TO and Day 7. The
maximum pain felt is compared between the 2 groups.

- Secondary objectives

-To assess postoperative pain in terms of intensity, prevalence, duration and medication intake during the 7 days
following root canal treatment.

-Evaluate the safety of root canal treatment.

Description of the clinical study population

According to the inclusion/exclusion criteria, 234 subjects were included at the beginning of the study (see details of
inclusion/exclusion criteria below). At the end of the study, 117 patients per group were included (4 patients excluded),
representing the full analysis set (FAS).

The details are as follows:

CORTISOMOL SP (Cort SP): 42.7% Men/57.3% Women age: 20.9 to 88.4 = average 50.6 years
SEALITE Regular: (SR) 43.2% Men/56.8% Women aged 18.2 to 84.8 = average 49.2 years.

The two groups have similar characteristics and are comparable.

Inclusion criteria:

- Male or female, age > 18 years

- Patient (1) requiring root canal treatment or retreatment on a single or multiple root tooth (no restriction on the number
of treatment visits: single visit or two visits, with or without preoperative pain).

- Patient having received information and given written consent (signed informed consent form).

- Subject affiliated to a health insurance scheme, or beneficiary (art. L.1121-11, Public Health Code, France)

(1) Note: If a patient needs to treat more than one tooth, only one tooth will be included in the study. To reduce bias on
the primary outcome, the other teeth will be treated after the end of the study (7 days after the RCT of the included
tooth).

Exclusion criteria:

- Tooth with suspected root perforation

- Immature tooth (root apex too wide requiring apexification)

- Dental treatment in progress or planned during the study period

- Known allergy to corticosteroids, local anesthetics or any component of the medical devices in the study (iodine and
its derivatives).

- Patient taking painkiller or anti-inflammatory treatment (taken regularly for another pathology),
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- Presence of any significant medical findings or history such as uncontrolled systemic diseases that may impact the
safety, interpretation of results and/or participation of the subject in the study in the opinion of the investigator,

- Clinical follow-up which is expected to be difficult (impossibility of attending the final visit within 7 days and at most
within 14 days),

- Current participation in another clinical trial or subject still in the exclusion period of a previous clinical trial,

- Vulnerable subjects (art. L.1121-5 and L.1122-1-2, Public Health Code, France; art. 66 of regulation (EU) 2017/745
relating to medical devices):

o Pregnant or breastfeeding women

0 Subject deprived of liberty, hospitalized without consent or admitted to a health or social establishment for purposes
other than research.

o Minor, adult under a protection regime (guardianship, curatorship).

Subject unable to understand the subject information leaflet (e.g. for linguistic or psychiatric reasons) and/or to give
informed consent.

Clinical study design

- Randomization

Before study initiation, the CRO biostatistician computer-generated a block randomization list, stratified by center.
Treatment allocation was performed by a system of opaque, sealed, and numbered randomization envelopes. Each
envelope determined the randomization arm assigned to the patient.

Only one tooth per patient was included to ensure independence of observations. If a patient needed more than one
tooth treated, only one tooth was included in the study, provided that the other teeth could wait at least 7 days to be
treated. To reduce bias on the primary outcome, teeth that were not treated were asymptomatic and did not cause pain.
Non-included teeth that needed to be treated were treated after the end of the study (more than 7 days after root canal
treatment of the impacted tooth).

- Blinding/masking

The color of the two powders is not the same. This study is single-blinded, meaning that the investigator knows which
device is being administered to the patient, but the patient is blinded to the treatment. The primary outcome is assessed
by the patient who is blinded to the treatment allocation.

Other measures to reduce bias

The coordinator will be blinded to the subject identification number and allocation group during blinded data review.

Period of study: between July 1, 2021, and January 15, 2022

Number of practitioners:9 dental centers

Number of clinical cases: 234 subjects were included at the start of the study. At the end of the study, 117
patients per group were included (4 patients excluded), representing the full analysis set (FAS).
The details are as follows:

CORTISOMOL SP (Cort SP): 42.7% Men/57.3% Women age: 20.9 to 88.4 = average 50.6 years
SEALITE Regular: (SR) 43.2% Men/56.8% Women aged 18.2 to 84.8 = average 49.2 years.
The two groups have similar characteristics and are comparable.
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Summary of the study method:

Pain assessment method

Pain intensity will be measured using a VAS: an ungraded 100 mm line. The left side (0 mm) represents "no pain”, and
the right side (100 mm) represents the "worst pain imaginable". The patient places a vertical tick on the line to indicate
the intensity of their pain.

For the categorical pain result, the pain intensity will be converted into 5 classes according to the HAS recommendations
(2019): no pain (0 mm), mild pain (1-39 mm), moderate pain (40-59 mm), severe pain (60-79 mm) and unbearable pain
(80-100 mm).

Study progress:
Visit 1 (D0): Screening and root canal treatment
- Diagnosis of the indication for endodontic treatment or retreatment based on preoperative radiography,
- Oral information on the study, delivery of the information note to the patient, delivery of the informed consent form,
- Signature of written consent after sufficient time for reflection,
- Assessment of eligibility (compliance with inclusion and exclusion criteria),
- Inclusion
- In the CRF (Case Report Form): recording of the basic characteristics of the patient (sex, age, oral condition, medical
history, concomitant treatments) and of the tooth to be treated (tooth number, number of canals, endodontic treatment
or retreatment, pulp and periapical diagnosis, preoperative pain (symptomatic tooth Yes/No).
- Randomization (CORTISOMOL SP vs. SEALITE™ REGULAR; opaque sealed envelopes),
- Endodontic treatment in 1 or 2 sessions depending on the dentist's usual practice:
1) Removal of filling materials in case of retreatment,
2) Preparation of the root canal,
3) Obturation of the root canal with the assigned cement associated with Gutta Percha,
- Immediate postoperative X-ray to check the level of the apical obturation.
- Temporary coronal restoration.
- Collection in the CRF of the procedure carried out,
- Evaluation of adverse events during endodontic treatment and device deficiencies.
- Delivery and explanation of the patient diary to the participant (collection of postoperative pain over 7 days using the
VAS, taking analgesic or anti-inflammatory medication, adverse events),
- Baseline pain assessment at 0 h with the dentist or assistant (checking patient understanding and performance),
- Scheduling of the next visit 7 days (maximum 14 days) after root canal treatment.

Visit 2 (D7): End of study visit (maximum 14 days after root canal treatment)

- Delivery of the patient's diary to the dentist or assistant,

- Verification of the completeness of the log reported by the patient by the dentist or assistant,
- Questioning the patient about the occurrence of an adverse event during the study,

- Clinical examination and permanent coronary restoration,

- Completion of the end of study form.

Precautions: Only one tooth per patient was included to ensure independence of observations. If a patient needed more
than one tooth treated, only one tooth was included in the study, provided that the other teeth could wait at least 7 days
to be treated. To reduce bias on the primary outcome, teeth that were not treated were asymptomatic and did not cause
pain. Non-included teeth that needed to be treated were treated after the end of the study (more than 7 days after root
canal treatment of the impacted tooth).

Other measures to reduce bias: The coordinator will be blinded to the subject identification number and allocation group
during blinded data review.
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Limit of the study:This PMCF study focused on the anti-inflammatory activity (pain reduction = primary endpoint) of the
filling paste containing prednisolone acetate 1.1% (CORTISOMOL SP).

Summary of results:

Analysis of the primary outcome

Primary objective

To demonstrate the superiority of CORTISOMOL SP root canal sealer containing prednisolone acetate, compared to
SEALITE REGULAR root canal sealer without prednisolone acetate, in reducing maximum postoperative pain during
the 7 days following root canal treatment.

Primary criterion

The primary endpoint is maximum pain intensity during the 7 days following root canal treatment, measured using a 100
mm VAS.

The maximum pain felt is compared between the 2 groups. The distribution of the data does not allow the use of the
parametric test such as Student T-test. The non-parametric Wilcoxon test was used.

In both groups, the maximum level of postoperative pain was low (Median = 2.0 mm) and the means were 8.2
16.8 mm and 13.2 £ 18.9 mm in the CORTISOMOL SP group and in the SEALITE REGULAR group, respectively. The
pain intensity in the CORTISOMOL SP group is 5.0 mm lower than that in the SEALITE REGULAR group (95% CI [0.4
- 9.6]), which corresponds to a 38.9% decrease in maximum pain.

The maximum pain felt during the 7 days following root canal treatment is significantly lower for patients treated with
CORTISOMOL SP compared to patients treated with SEALITE REGULAR (p-value: 0.0366).

In addition, 53 patients (28 in the CORTISOMOL SP group and 25 in the SEALITE REGULAR group) did not experience
any pain at all and the proportions were similar in both groups. If these patients were excluded, the pain intensity in the
CORTISOMOL SP group was 6.0 mm lower than in the SEALITE REGULAR group. The exclusion of the non-painful
patients significantly increased the statistical value (p-value: 0.0103) of the pain reduction among the 7 days following
root canal treatment with CORTISOMOL SP compared to SEALITE REGULAR.

Analysis of secondary results

- Time to reach maximum pain during the 7 days following treatment.

The time to reach maximum pain is 11.7 £ 19.5 hours in the CORTISOMOL SP group and 29.0 £ 39.3 hours in the
SEALITE REGULAR group, the mean difference is 17.3 hours, this difference is highly significant with p<0.0001.
Furthermore, with a reduction in maximum postoperative pain, this pain is reached earlier in the CORTISOMOL SP
group than in the SEALITE REGULAR group. This observation may suggest that the progression of pain could be
slowed/stopped by the anti-inflammatory action of CORTISOMOL SP.

- Pain intensity at each pre-specified time

The level of postoperative pain felt by patients (VAS of 0-100 mm) is collected at the following time points: Oh (end of
treatment), 6h, 12h, 24h, 48h, 72h and 7 days. Additional data are available at day 4, day 5 and day 6 for some patients.
The level of postoperative pain is not statistically different at each of the evaluation times requested by the
protocol or added by the patients.
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- Prevalence of pain at each pre-specified time point.

For the categorical assessment of pain, pain intensity is converted into 5 classes according to the HAS recommendations
(2019): no pain (0 mm), mild pain (1-39 mm), moderate pain (40-59 mm), severe pain (60-79 mm), and unbearable pain
(80-100 mm). For each time, more than 95% of patients have no pain or mild pain.

There is no significant difference in the proportions of pain classes at each of the times studied.

- Taking painkillers or anti-inflammatories

Overall, 26.9% of patients (n=63) consumed analgesics and/or anti-inflammatory drugs at least once (no significant
difference between groups). A total of 146 analgesic or anti-inflammatory drug intakes were recorded, mainly for dental
pain (71.4% of patients).

Of the 63 patients who used analgesic and/or anti-inflammatory drugs, 60 took paracetamol. Patients treated with
CORTISOMOL SP took on average 1 paracetamol less than patients treated with SEALITE REGULAR (Cumulative
doses: 1708.3 + 1421.2 mg in the CORTISOMOL SP group versus 2625.0 = 3133.6 mg in the SEALITE REGULAR

group).

- Security analysis

The proportion of patients reporting at least one adverse event (AE) was low (11.5%; no significant difference between
groups) and all AEs were mild (59.4%) or moderate (40.6%); no AEs were serious or related to the filling material. No
impairments were reported. CORTISOMOL SP and SEALITE REGULAR root canal filling materials can be considered
safe.

Device Defects:
No product defects have been reported.

General conclusion:

In this study, 77.35% of patients experienced pain after root canal treatment, although in most cases the pain was mild.
This PMCF study demonstrated the superiority of CORTISOMOL™ SP root canal cement containing prednisolone
acetate, compared to SEALITE™ REGULAR root canal cement without prednisolone acetate, with respect to the
reduction of maximum postoperative pain during the 7 days following root canal treatment. Indeed, the maximum pain
experienced during the 7 days following root canal treatment was significantly lower in patients treated with
CORTISOMOL™ SP than in patients treated with SEALITE™ REGULAR. Furthermore, this study showed that both
CORTISOMOL™ SP and SEALITE™ REGULAR root canal cements are safe.

Comments from the manufacturer: This study confirmed the percentage of pain that can occur after root canal
treatment (77.35%) which is consistent with the data found in the literature. The number of patients per group (117) was
appropriate and the 2 groups of patients were considered equivalent.

The primary objective was met and demonstrated a statistically significant difference in the reduction of maximum
postoperative pain during the 7 days following root canal treatment in the group of patients treated with CORTISOMOL
SP (ZOE cement with anti-inflammatory substance) compared to the group of patients treated with SEALITE REGULAR
(ZOE cement without anti-inflammatory substance). These results confirmed the usefulness of the addition of
prednisolone acetate in CORTISOMOL SP to reduce postoperative pain and increase patient comfort. This difference
is more significant when calculated on the subpopulation with pain.

The primary objective is not the performance of SEALITE REGULAR.
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Secondary outcomes relate to pain and safety:

- The time to reach maximum pain is very significantly lower in the CORTISOMOL™ SP group (p<0.0001).

- The level of postoperative pain is not statistically different at each of the evaluation times requested by the protocol or
added by the patients.

- There is no significant difference in the proportions of pain classes at each of the times studied.

- Patients treated with CORTISOMOL™ SP took on average 1 less paracetamol than patients treated with SEALITE™
REGULAR.

- The safety of CORTISOMOL SP and SEALITE REGULAR was confirmed as no adverse events related to these
cements were recorded during this study.

This PMCF study focused on the anti-inflammatory activity (pain reduction = primary endpoint) of the filling paste
containing prednisolone acetate 1.1% (CORTISOMOL SP). However, the results collected after fillings performed with
SEALITE REGULAR on 117 patients allow us to conclude that:

- Postoperative pain remained low on average for 7 days in both groups (SEALITE REGULAR and CORTISOMOL SP)
and significantly lower for CORTISOMOL SP.

- The maximum pain felt is low in both groups (SEALITE REGULAR and CORTISOMOL SP).

- The tolerance of the devices (SEALITE REGULAR and CORTISOMOL SP) is good: the paste is well tolerated.

Furthermore, even though they are not nominally included in the primary and secondary objectives of this PMCF study,
as CORTISOMOL SP and SEALITE REGULAR cements are intended to achieve the definitive obturation of root canals,
this PMCF study allows us to affirm that this objective was reached since all dentists (users) were able to achieve the
definitive obturation of root canals using CORTISOMOL SP or SEALITE REGULAR associated with gutta percha points.

This PMCF study helps to support:

- the clinical benefit of CORTISOMOL SP cement: achievement of definitive sealing of the root canals,
compliant after radiography: no complaints regarding the use of cement (objective achieved 100%) and
reduction of postoperative pain: the pain measured in the CORTISOMOL SP group was statistically lower
(p<0.0001).

- the safety of CORTISOMOL SP cement: the cement is well tolerated. No adverse effects with possible
imputability to CORTISOMOL SP observed in the group of treated patients (n=117) (objective achieved at
100%).

Study limitation: This study did not include follow-up of the fillings performed to determine a success rate over time.
Indeed, the primary objective of this study was to evaluate the efficacy of prednisolone acetate contained in the
CORTISOMOL SP formula compared to the SEALITE REGULAR formula, by assessing postoperative pain.
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5.3. If applicable: summary of clinical data from other sources

See section 5.2 above regarding the summary of the post-marketing follow-up clinical study: “Postoperative Pain
evaluation After definitive Root Canal Obturation with Zinc Oxide/Eugenol-type Sealer Containing or Not 1%
Prednisolone Acetate — steroid anti-inflammatory agent: a comparative, randomized clinical trial” and registered under
number RIPH 2 — IDRCB No.: 2021-A00525-36.

The properties of the cement are demonstrated by the compliance of CORTISOMOL SP with the 1ISO 6879 standard
“Dentistry - Root canal sealing materials”; this confirms that CORTISOMOL SP allows to obtain a definitive root canal
obturation allowing to maintain the functional tooth.

Post-market studies (see below) confirm the established lifespan of the device, which is at least 10 years.

Systematic literature review

The first literature search was carried out in June 2014 by NAMSA (based on the MEDDEYV 2.7/1 rev 3 recommendations
in force at the time) without date limit on the PubMed database and using the sitewww.google.fr.

To complete this research, ACTEON MANUFACTURING also used the literature identified during the search carried out
by NAMSA in April 2014 for the drafting of the update of the CER reference R140724-08V2, according to the following
capture dates; April 23, 2014 to October 30, 2016 - November 1, 2016 to April 3, 2017 - April 4, 2017 to November 3,
2018 - November 4, 2018 to November 5, 2019 from November 6, 2019 to November 9, 2021 and from November 10,
2021 to May 12, 2022.

An annual update of searches on PUBMED / Cochrane / clinical gov is carried out for the annual update of the current
Clique evaluation (CER) reference R140724.

Justification for the choice of databases:

- PubMed is a well-recognized bibliographic database commonly used for such literature reviews, especially in the field
of biology and biomedicine. PubMed includes over 27 million citations for biomedical literature from MEDLINE, life
science journals, and online books. MEDLINE covers the entire field of medicine, including dentistry, veterinary
medicine, clinical medicine, anatomy, pharmacology, toxicology, biomedical technology, and many other related fields.
- Cochrane Database Systematic Review (CENTRAL) is a database for identifying clinical studies and the results of
studies conducted. The Cochrane Library is a collection of high-quality, independent evidence to inform healthcare
decisions. The Cochrane Library centralizes publications from PubMed, Embase, and Clinicaltrial.gov.

The databases used (COCHRANE and PUBMED) make it possible to identify the literature relevant to
this dental device.

Additionally, as the CER is not based on equivalence, ACTEON MANUFACTURING has data from PMCF studies to
support the performance and safety of the device.
Note: COCHRANE Library searches were performed using product names only.

Research objectives:

The keywords were selected to identify:
- publications where the device was cited using the product name. When the product enters the market as an original
product, the keyword used for clinical evidence corresponds to the product name;
| | CORTISOMOL SP

2 EUGENOL AND CORTISOMOL SP
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- publications relating to the clinical use of the device (endodontic treatment/sealing cement) (keywords 1 and 2).
- publications relating to the auxiliary action of the device (prednisolone/steroids/cortisone/pain) (keywords 1, 2 and 3).

(zinc oxide) AND (cement OR sealer OR obturat*) AND (prednisolone OR steroid* OR
cortisone OR cortico*) AND dental

(zinc oxide) AND (cement OR sealer OR obturat*) AND endodont* AND (inflamm* OR
pain)

3 (prednisolone acetate) AND dental

Similar devices are also searched on PUBMED / COCHRANE (SEALITE REGULAR / ENDOMETHASONE N/
ENDOMETHASONE SP / PULP CANAL SEALER / TUBLI-SEAL / EUGENOL (R&S / SEPTODONT / PRODUITS
DENTAIRES SA)).

Clinical trial databases (CLINICAL GOV)

1 CORTISOMOL SP
2 Permanent sealing cement
3 Root canal obturation and zinc oxide-eugenol

Summary of proactive post-marketing investigations:

8 proactive post-marketing surveys have been conducted with a total of 305 dentists on CORTISOMOL SP in 2014,
2015, 2019, 2020, 2021, 2022 and 2025 to confirm the performance, lifetime and safety of this medical device as well
as the action of the anti-inflammatory added to the formula.

The results and conclusions of each survey are reproduced below.

» Proactive post-market survey conducted in 2014

Study objectives: To examine long-term clinical performance

Study design: Questionnaires

Primary and secondary objectives: To examine long-term clinical performance

Inclusion/exclusion criteria: none

Number of subjects enrolled: 20 dentists

Study population: patients who underwent root canal treatment or retreatment using CORTISOMOL SP cement

Summary of the study method:

Protocol: From a list of customers, dentists using CORTISOMOL SP were contacted by telephone by the sales
department (3 people) in July 2014. The objective was to find at least 20 dentists who agreed to be interviewed to
complete the survey questionnaire. After 20 completed questionnaires, the survey was considered complete.

The questionnaire was forwarded by the commercial department to the regulatory department. The regulatory officer
was responsible for summarizing the results and presenting them in a report.
The final report was prepared on July 24, 2014 by the Regulatory Affairs Officer.
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Measured parameters:

- Product handling: questions 1 to 4 to respond to the corresponding risks identified in the risk analysis.

- Number of re-treatments to take into account the clinical performance (long term) of CORTISOMOL SP (question 5).
- Possibility of retreatment after obturation with CORTISOMOL SP.

- Occurrence of adverse events to assess the safety of use of CORTISOMOL SP (question 6).

Summary of results and conclusion:

This 2014 PMS survey helps support the clinical performance and safety of the device since:

- The clinical performance of CORTISOMOL SP: long-term success rate assessed = 95% (60%: no retreatment/40%=
failure rate between 3 and 5%) and Retreatment possible because dentists using CORTISOMOL SP perform
retreatments.

- Product safety since only 3 cases of adverse effects have been reported:

*2 inflammatory reactions reported by a dentist. Calculated occurrence of pain (reported by PMCF study, complaints
and PMS surveys from marketing to 10/31/2024 see general conclusion below).

*1 dentist reported “reactions” without any explanation.

- The clinical benefit of the cement since all dentists were able to use CORTISOMOL SP cement to perform the definitive
root canal sealing.

Study limitation: the number of years the dentist has been using CORTISOMOL SP. We can consider that more than
half of CORTISOMOL SP users use our EUGENOL PUR, reference 234110 (see PMS 2021 and 2025 surveys; out of
a total of 57 practitioners (out of 501 practitioners surveyed), 58% of practitioners use our pure eugenol, reference
234110). Other brands of pure eugenol used are similar medical devices (brands SEPTODONT, PRODUITS
DENTAIRES SA, and R&S). The DENTSPLY brand was also used, but it has been withdrawn; their eugenol is no longer
visible online (brand not reported in the 2025 survey).

Any device deficiency and device replacement related to safety and/or performance during the study: not applicable.

» Proactive post-market survey conducted in 2015

Study objectives: To examine long-term clinical performance

Study design: Questionnaires

Primary and secondary objectives: To examine long-term clinical performance

Inclusion/exclusion criteria: none

Number of subjects enrolled: 25 dentists

Study population: patients who underwent root canal treatment or retreatment using CORTISOMOL SP cement.

Summary of the study method:

Protocol: From a list of customers, dentists using CORTISOMOL SP were contacted by telephone by the sales
department (3 people) between July and August 2015. The objective was to find at least 25 dentists who agreed
to be interviewed to complete the survey questionnaire. After 25 completed questionnaires, the survey was
considered complete.

The questionnaire was forwarded by the commercial department to the regulatory department. The regulatory
officer was responsible for summarizing the results and presenting them in a report.

The final report was prepared on August 19, 2015 by the Regulatory Affairs Officer.
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Measured parameters:

- Number of years of use/Population treated: main question + questions 2

- Clinical performance (long term) of CORTISOMOL SP (question 1 to assess the lifespan and question 4 to
assess the behavior of the product in the root canal).

- Occurrence of adverse events to assess the safety of CORTISOMOL SP (question 3).

Free comments were also recorded.

Summary of results and conclusion:
This 2015 PMS survey helps support the clinical performance and safety of the device since:

- Clinical performance of CORTISOMOL SP: shelf life >10 years for 80% of dentists (target 274% achieved). Note: some
dentists report shelf life of up to 15 or 20 years; in this case, they refer to the old formulation of CORTISOMOL SP and
possible re-treatment because dentists using CORTISOMOL SP perform re-treatments.

- Product safety, with only one case of arthritis reported.

- The clinical advantage of the cement, because all dentists were able to use CORTISOMOL SP cement to perform the
definitive sealing of the root canal, even if the question was not asked in a numerical manner.

Study limitation: the number of years the dentist has been using CORTISOMOL SP. We can consider that more than
half of CORTISOMOL SP users use our EUGENOL PUR, reference 234110 (see PMS 2021 and 2025 surveys; out of
a total of 57 practitioners (out of 501 practitioners surveyed), 58% of practitioners use our pure eugenol, reference
234110). Other brands of pure eugenol used are similar medical devices (brands SEPTODONT, PRODUITS
DENTAIRES SA, and R&S). The DENTSPLY brand was also used, but it has been withdrawn; their eugenol is no longer
visible online (brand not reported in the 2025 survey).

Note: The current formula of CORTISOMOL SP has been available since 2008 so some dentists used the previous
formula of CORTISOMOL in the past.

Any device deficiency and device replacement related to safety and/or performance during the study: not applicable.
» Proactive post-market survey conducted in 2019

Study objectives: To evaluate the performance and safety of CORTISOMOL SP.

Study design: Questionnaires

Primary and secondary objectives: To evaluate the performance and safety of CORTISOMOL SP.
Inclusion/exclusion criteria: none

Number of subjects enrolled: 29 dentists

Study population: patients who underwent treatment or retreatment with the use of CORTISOMOL SP cement.

Summary of the study method:

Protocol: From a list of customers, dentists using CORTISOMOL SP were contacted by telephone by the sales
department (3 people) in October 2019. The objective was to find at least 30 dentists who agreed to be interviewed to
complete the 2 questionnaires used for this survey.

Only 29 questionnaires were returned however the survey was considered completed (only one missing/target response
- No open gaps).

The questionnaire was forwarded by the commercial department to the regulatory department.

The final report was written on November 5, 2019 by the regulatory affairs specialist and validated the same day by the
quality and regulatory affairs manager.
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Measured parameters:

- Information regarding clinical use/practice (questions 1, 2, 5 and 8)

- To address the (short-term) performance of the product (question 4): mixing, setting time, radiopacity.

- To address the clinical performance (long term) of the product (question 3): duration of fillings before retreatment.

- Possible retreatment after use of CORTISOMOL SP (question 4)

- Evaluate the clinical benefit (question 4: placement in the root canal).

- Overall performance of CORTISOMOL SP: dentists' assessment of the product's effectiveness as a permanent sealant
by means of a quote (very effective, effective, slightly effective, not effective) (question 6).

- Storage of the product to answer the question of the safety of CORTISOMOL SP (questions 7 and 9).

- The occurrence of adverse events in order to assess the safety of CORTISOMOL SP (question 1 of the additional
questionnaire).

Free comments were also recorded.

Summary of results and conclusion:

This 2019 PMS survey supports the clinical benefit, clinical performance and safety of the device:

- Claimed clinical performances:

*Reduction in postoperative pain (short-term performance) confirmed by 97% of users.

*Treatment possible in all cases (dentists using CORTISOMOL SP perform retreatments).

Note: Clinical performance (long term) was difficult to assess in this survey because 25% of the dentists surveyed have
been using CORTISOMOL SP for more than 20 years, which corresponds to the use of the old formulation. However,
100% of the dentists found CORTISOMOL SP cement to be effective or very effective as a permanent root canal sealer:
100% satisfaction.

- Product safety: 1 allergic reaction reported by a dentist.

- Clinical benefit: 100% of dentists were able to perform a root canal filling with CORTISOMOL SP cement (cement easy
to place in the root canal). The properties of CORTISOMOL SP cement are consistent with those expected by all dentists:
100% satisfaction.

Limitation of the study: the actual number of years the practitioner has used the product. Practitioners who have only
been using the product for 3 to 5 years cannot have sufficient hindsight to date, which does not mean that the filling will
not last over time. We can consider that more than half of CORTISOMOL SP users use our EUGENOL PUR, reference
234110 (see PMS 2021 and 2025 surveys; out of a total of 57 practitioners (out of 501 practitioners surveyed), 58% of
practitioners use our pure eugenol, reference 234110). Other brands of pure eugenol used are similar medical devices
(brands SEPTODONT, PRODUITS DENTAIRES SA, and R&S). The DENTSPLY brand was also used, but it has been
withdrawn; their eugenol is no longer visible online (brand not reported in the 2025 survey).

Any device deficiency and device replacement related to safety and/or performance during the study: not applicable.
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» Proactive post-market survey conducted in 2020

Study objectives: To evaluate the performance (anti-inflammatory action) of CORTISOMOL SP.

Study design: Questionnaires

Primary and secondary objectives: To evaluate the performance and safety of CORTISOMOL SP.
Inclusion/exclusion criteria: none

Number of subjects enrolled: 101 dentists

Study population: patients who underwent treatment or retreatment with the use of CORTISOMOL SP cement

Summary of the study method:

Protocol: From a list of customers, 101 dentists using CORTISOMOL SP were contacted by telephone by the sales
department (3 people) in January 2020. The objective was to complete the questionnaire used for this survey.

The questionnaire, once completed, was forwarded by the commercial department to the regulatory department.

The final report was written on February 14, 2020 by the regulatory affairs specialist and validated the same day by the
quality and regulatory affairs manager.

Measured parameters:
- Number of years of use/Population treated: question 1.
- Evaluation of the anti-inflammatory action (= short-term performance) of CORTISOMOL SP (question 2).

Summary of results and conclusion:
This 2020 PMS survey supports the clinical performance of the device:

Reduction in postoperative pain (short-term performance) confirmed by 98% of users.
The clinical benefit of the cement was also assessed indirectly since all dentists were able to use CORTISOMOL SP
cement to perform the definitive sealing of the root canal even though the question was not asked literally.

Study limitation: We can consider that more than half of CORTISOMOL SP users use our EUGENOL PUR, reference
234110 (see PMS 2021 and 2025 surveys; out of a total of 57 practitioners (out of 501 practitioners surveyed), 58% of
practitioners use our pure eugenol, reference 234110). Other brands of pure eugenol used are similar medical devices
(brands SEPTODONT, PRODUITS DENTAIRES SA, and R&S). The DENTSPLY brand was also used, but it has been
withdrawn; their eugenol is no longer visible online (brand not reported in the 2025 survey).

Any device deficiency and device replacement related to safety and/or performance during the study: not applicable.

» Proactive post-market survey conducted in 2021

Study Objectives: This study was conducted to determine the shelf life, performance and tolerability of the product.
Study design: Questionnaires

Primary and secondary objectives: determine product shelf life, performance and tolerance.

Inclusion/exclusion criteria: none

Number of subjects enrolled: 25 dentists

Study population: patients who underwent treatment or retreatment with the use of CORTISOMOL SP cement
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Summary of the study method:

Protocol: From a list of customers, after determining a list of questions (questionnaire prepared in September 2020, an
email was prepared by the regulatory department and sent automatically to 250 dentists, users of CORTISOMOL SP,
via the internet (google forms) in June 2021 by the regulatory affairs department. The objective was to obtain at least 30
completed questionnaires. As only 25 questionnaires were returned via the internet.

The final report was written on June 9, 2021, by the regulatory affairs specialist and validated the same day by the quality
and regulatory affairs manager.

Measured parameters:

- Information regarding clinical use/practice (questions 1 and 8)

- Address the clinical performance (long term) of the product (questions 2, 3 and 4): duration of fillings before retreatment,
assessment of the failure rate.

- Address the reduction of postoperative pain (=short-term performance) of the product (question 5).

- Address the overall performance of CORTISOMOL SP: dentists' assessment of the product's effectiveness as a
permanent sealant (question 6).
- Address the safety of CORTISOMOL SP: occurrence of adverse events (question 7).

Summary of results and conclusion:

This 2021 PMS survey helps support clinical performance, device safety and clinical benefit since:

- Clinical performances:

*Reduction in post-operative pain (short-term performance) confirmed by 75% of users.

*Success rate estimated at 90% (the failure rate after permanent sealing with CORTISOMOL SP is less than 10% of
cases treated) confirming the clinical performance (long term) of the cement.

*Possibility of re-treatment in all cases (dentists using CORTISOMOL SP perform re-treatments).

- Product safety: 3 cases of postoperative sensitivity (=pain) reported by 3 dentists.
- The clinical benefit of CORTISOMOL SP: all dentists were able to use CORTISOMOL SP cement to perform the
definitive root canal seal (even if the question was not asked in a numerical manner) and found CORTISOMOL SP
cement effective or very effective as a definitive root canal seal: 100% satisfaction.

Study limitation: the number of years the dentist has been using CORTISOMOL SP. As the current formulation of
CORTISOMOL SP has been available since 2008, these results relate to the use of the previous formulation of
CORTISOMOL. We can consider that more than half of CORTISOMOL SP users use our EUGENOL PUR, reference
234110 (see PMS 2021 and 2025 surveys; out of a total of 57 practitioners (out of 501 practitioners surveyed), 58% of
practitioners use our pure eugenol, reference 234110). Other brands of pure eugenol used are similar medical devices
(brands SEPTODONT, PRODUITS DENTAIRES SA, and R&S). The DENTSPLY brand was also used, but it has been
withdrawn; their eugenol is no longer visible online (brand not reported in the 2025 survey).

Any device deficiency and device replacement related to safety and/or performance during the study: not applicable.
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» Proactive post-market survey conducted in 2021

Study objectives: This study was conducted to determine the % of users of our EUGENOL PUR (reference 234110) to
form CORTISOMOL SP cement.

Study design: Questionnaires

Primary and secondary objectives: % of users of CORTISOMOL SP cement using our EUGENOL PUR reference
234110.

Inclusion/exclusion criteria: none

Number of subjects enrolled: 33 dentists using CORTISOMOL SP powder

Study population: patients who underwent treatment or retreatment using CORTISOMOL SP cement.

Summary of the study methodology:

Protocol: Using a client list and after defining a set of questions (a questionnaire prepared in June 2021), an email was
created by the regulatory affairs department and automatically sent to 250 dentists using CORTISOMOL SP via Google
Forms in June 2021. The goal was to obtain at least 30 completed questionnaires. 33 practitioners responded.

The final report was written on June 9, 2021, by the regulatory affairs specialist and validated the same day by the quality
and regulatory affairs manager.

A single question asked (with which pure eugenol do you use the CORTISOMOL SP powder?).

Summary of results and conclusion:
In France :
e 58% of practitioners use eugenol marketed by Produits Dentaires Pierre Rolland SAS (which became
ACTEON MANUFACTURING on April 1, 2025).
e 42% use another brand of eugenol.
Note: among practitioners who use another brand:
e 7 practitioners use eugenol from DENTSPLY SIRONA;
e 1 practitioner uses eugenol from Produits Dentaires S.A;
e 1 practitioner uses R&S eugenol;
e 5 practitioners did not respond.
Study limitations: This study was conducted in France (extrapolable to Europe — CE marked).
No device malfunctions or replacements related to safety and/or performance occurred during the study.

» Proactive post-market survey conducted in 2022

Study Objectives: This study was conducted to determine the shelf life, performance and tolerability of the product.
Study design: Questionnaires

Primary and secondary objectives: determine product shelf life, performance and tolerance.

Inclusion/exclusion criteria: dentist using CORTISOMOL SP for at least 10 years.

Number of subjects enrolled: 48 dentists

Study population: patients who underwent treatment or retreatment with the use of CORTISOMOL SP cement.
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Summary of the study method:

Protocol: From a list of clients, after determining a list of questions (questionnaire prepared in May 2022), an email was
automatically sent to dentists who had been using CORTISOMOL SP for at least 10 years, via the internet (google
forms) in May 2022 by the regulatory affairs department. The objective was to obtain at least 30 completed
questionnaires. On May 31, 48 questionnaires were returned via the internet and the survey was considered closed.
The final report was written on May 31, 2022 by the Director of Quality and Regulatory Affairs.

Measured parameters:

- To address the clinical performance of the product:

*Estimation of the life span of cement (question 2)

*Success rate of fillings performed with CORTISOMOL SP (question 4).
*Ease of retreatment after sealing with CORTISOMOL SP (question 3).
- Address the issue of the safety of CORTISOMOL SP (question 5)

Summary of results and conclusion:

The results of this survey confirm the claims of clinical performance (74% of teeth without retreatment at 10 years and
at least 97% of teeth filled with CORTISOMOL SP cement and gutta percha can be retreated).

The safety claim cannot be addressed through this survey because the question asked was not specific enough.
However, few or no adverse effects have been reported after permanent filling with CORTISOMOL SP.

The clinical benefit of the cement since all dentists were able to use CORTISOMOL SP cement to perform the definitive
sealing of the root canal even if the question was not asked in a quantified manner.

Study limitation: The safety claim cannot be addressed through this survey because the question asked was not specific
enough. We can consider that more than half of CORTISOMOL SP users use our EUGENOL PUR, reference 234110
(see PMS 2021 and 2025 surveys; out of a total of 57 practitioners (out of 501 practitioners surveyed), 58% of
practitioners use our pure eugenol, reference 234110). Other brands of pure eugenol used are similar medical devices
(brands SEPTODONT, PRODUITS DENTAIRES SA, and R&S). The DENTSPLY brand was also used, but it has been
withdrawn; their eugenol is no longer visible online (brand not reported in the 2025 survey).

Any device deficiency and device replacement related to safety and/or performance during the study: not applicable.

» Proactive post-market survey conducted in 2025

Study objectives: This study was conducted to determine the lifespan, performance, tolerance, setting time of
CORTISOMOL SP cement and the % of users of our PURE EUGENOL to form CORTISOMOL SP cement (three-year
survey).

Study design: Questionnaires

Inclusion/exclusion criterion: dentist using CORTISOMOL SP.

Number of subjects enrolled: 24 dentists

Study population: patients who have undergone treatment or retreatment with the use of CORTISOMOL SP cement.
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Summary of the study methodology:

Protocol: Using a client list and after defining a set of questions (questionnaire prepared in April 2025), an email was
automatically sent to dentists using CORTISOMOL SP (via Google Forms) in May 2025 by the Regulatory Affairs
department. The survey was closed on May 28, 2025, after two reminders sent on May 16 and 22, 2025. A total of 251
French practitioners were surveyed.

Measured parameters:
EUGENOL PUR brand : question 1.
Device lifetime
- Longevity of fillings = 10 years (question 2)
Device performance
- Success rate of fillings 274% (question 7)
- Ease of removal of the filling in case of treatment (question 3)
Device security
- Good tolerance (question 8)
For informational purposes (subjective)— question about anti-inflammatory activity (question 6)

Summary of results and conclusion:
EUGENOL PUR brand
- 58.3% of dentists use our brand of EUGENOL PUR (ACTEON MANUFACTURING). 100% of dentists use
pure eugenol.
Device lifetime
- Longevity of fillings: this was estimated at 10 years or more by 95.5% of practitioners
Device performance
- Success rate of fillings: this was estimated at 274% by 95.8% of practitioners.
- Removal of the filling in the event of retreatment was considered easy or very easy by 95.8% of practitioners.
This is indeed possible in 100% of case.
Device security
- Of the 24 dentists who answered the question: 14 observed no adverse effects (58.3%) and 100% of them
estimated this adverse effect rate to be < 5%. This demonstrates the good tolerability of the product in 100%
of users.
Note: 95.8% of dentists rated the effectiveness of the anti-inflammatory action as equal to or greater than 5 (for
informational purposes only — subjective result)

Conclusion : The results of this survey confirm the lifespan (10 years), performance (success rate = 74% and ease of
removal (100% of teeth can be retreated) and safety (acceptable threshold or no adverse effects) of CORTISOMOL SP
definitive root canal sealing cement. The clinical benefit of the cement lies in the fact that all dentists were able to use
CORTISOMOL SP cement to perform definitive root canal fillings.

Study limitations: We can consider that more than half of CORTISOMOL SP users use our EUGENOL PUR reference
234110 (see PMS 2021 and 2025 surveys; out of a total of 57 practitioners (501 practitioners surveyed), 58% of
practitioners use our pure eugenol reference 234110). Other brands of pure eugenol used are similar medical devices
(brands SEPTODONT, PRODUITS DENTAIRES SA, and R&S). The DENTSPLY brand was also used, but it has been
withdrawn; their eugenol is no longer visible online (brand not reported in the 2025 survey). The number of years the
dentist uses CORTISOMOL SP is also recorded.

Toute déficience du dispositif et tout remplacement du dispositif lié a la sécurité et/ou aux performances pendant I'étude :
non applicable.
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General conclusion regarding proactive post-market investigations:
These 8 proactive surveys were carried out among 305 dentists using CORTISOMOL SP and help support:

- clinical performance: minimum success rate 274% (more than 90%) (question asked to 171 dentists) over an
estimated period = minimum 10 years (87.5%) (question asked to 70 dentists using CORTISOMOL SP for minimum 10
years) and Retreatment: possible for 100% of dentists. It was considered easy or very easy for 94.4% of them and not
easy for the others (5.6%) (question asked to 72 dentists).

The limitation of these surveys is the number of years the dentist has been using CORTISOMOL SP. Indeed, the long-
term evaluation of the obturation by the dentist can be biased by the number of years of practice of this cement. For
example, a dentist using CORTISOMOL SP for 5 years cannot have a clinical evaluation greater than 5 years, but this
does not mean that the obturation will not last more than 5 years. In addition, some dentists may have used the previous
formula of CORTISOMOL SP and can give success rates greater than 17 years (product marketed in September 2007).
The dye removed in July 2008 (0.1% of the formula in mass fraction) has no impact on the life of CORTISOMOL SP
cement.

Reduces post-operative pain (> 97.5%) — question asked directly to 154 dentists.

- device security: The question was asked directly to 123 dentists (99 dentists up to 31/10/2024 — the period used for
calculations based on the number of patients treated) and indirectly to 48 dentists : 8 adverse effects reported (6 pain,
1 reaction not described specifying that it was very rare (assumed painful reactions in relation to the formulation) and 1
allergic reaction). The calculated frequency of pain (reported by the PMCF study, complaints and PMS surveys from
marketing until 10/31/2024 on a total of 45,442,877 estimated patients) compared to the number of patients treated with
CORTISOMOL SP cement = 0.000018%.

The calculated frequency of allergy (reported by the PMCF study, complaints and PMS surveys from marketing to
10/31/2024) compared to the number of patients treated with CORTISOMOL SP = 0.0000022% (period until 10/31/2024
out of a total of 45,442,877 estimated patients). In the last survey, out of 48 dentists, only 40 dentists answered the
question: No adverse effects (42.5%) or adverse effect rate <5% (47.5%), which demonstrates the good tolerance of the
product in 90% of users.

In the May 2022 survey (indirect question to verify the threshold), out of 48 dentists, only 40 answered the question: No
adverse effects (42.5%) or adverse effect rate <6% (47.5%), demonstrating good tolerability of the product in 90% of
users. The 2022 survey did not allow for a precise breakdown of adverse events (the question was not specific enough).
In the most recent survey in June 2025, out of 24 dentists, 100% confirmed the absence or rate of adverse effects within
the threshold <5%. This demonstrates good tolerability of the product in 100% of users. Users who had already
experienced a side effect (10 dentists) were contacted again (3 responded) to clarify the nature of the side effects. The
calculation of adverse effects (% compared to the target population - 2 additional painful/post-operative reactions and 1
additional allergy) will be included in the annual update of the next PSUR in November 2025.

- clinical benefit among the 305 dentists using CORTISOMOL SP since all dentists were able to use CORTISOMOL
SP cement to perform the definitive root canal seal even if the question was not asked in a numerical manner. In addition,
with CORTISOMOL SP cement it was considered effective or very effective as a definitive root canal seal by all dentists
(question asked to 54 dentists).

Overall conclusion reqarding clinical evidence:

According to the results of PMCF studies, proactive post-market investigations, the clinical performance,
safety and clinical benefit of CORTISOMOL SP cement are confirmed (all thresholds are met).

D DD /. acteon |
cke2HEA > inlG

ACTEON MANUFACTURING u SAS. u A company of ACTEON Group
Zone Industnelle du Phare m 17, avenue Gustave Eiffel w 33700 MERIGNAC a« FRANCE
Tel. +33 (0) 556 340 607 » Fax. +33 (0) 556 349 292 » info@acteongroup.com

S.AS. au capital de 10 euros m R.C.S Bordeaux 938 275 880 m N* intracommunautaire FR 75 938 275 880



Doc Q AQ 13 60 ind 06
Created on 02/10/2020
Modified on 01/31/2025
Page 35 out of 51

Caring
People.
Improving
Lives

5.4. A general summary of clinical performance and safety

Clinical performance claims:
* Allows to obtain a permanent seal of the root canals in combination with gutta percha points following
devitalization of mature teeth in dental practice.

* Reduces post-operative pain.

* Cement easily removable in case of re-treatment (if deemed necessary following secondary microbial
colonization).

Below are detailed, for each clinical performance, the evaluation parameter, the acceptability threshold and the
justification and input data.

* Allows permanent sealing of the root canal, when used in combination with gutta percha points, in the context of dental
use after devitalization of the mature tooth.

- Clinical performance (long term): duration of the obturation over time.

Evaluation parameter: it can be measured indirectly by the number of r retreatments taking into account the lifetime of
the device.

Acceptability threshold(= success rate): Minimum 74% of teeth without retreatment 10 years after a filling with
CORTISOMOL SP cement regardless of the initial clinical state.

Input data:proactive post-market research data data extracted from the literature.

Justification of the acceptability threshold: This long-term success rate is consistent with the data found in the literature
because it corresponds to the data in the HAS report (SoA71*): the data reported in the studies evaluate the overall
long-term success rate of endodontic treatment between 82% and 97.8% for teeth without lesions and between 74%
and 86% for teeth with periapical lesions.

In PMS surveys, long-term clinical performance (question asked to 172 dentists): minimum success rate 274% (over
90%) and long-term performance estimated at minimum 10 years (90%) in 70 dentists using CORTISOMOL SP for
minimum 10 years. In addition, 100% satisfaction (question asked to 74 dentists), (cement judged effective or very
effective as a permanent root canal sealant).

Comments regarding long term success:

This success rate concerns endodontic treatment as a whole, regardless of the type of root filling material used, so the
success rate given by the HAS after its critical analysis of the literature review cannot be specifically correlated to the
endodontic cement itself.

Indeed, the success rate is directly linked to the properties of the cement as well as to the initial clinical state (see below)
and to the practice of dentists: if the root canals are not properly cleaned before obturation, or poorly obturated by the
dentist (over or under filling), this can lead to treatment failure.

According to the HAS report (chapter V), the estimate of the success rate is influenced by different factors:

- the application of the strict criterion, "absence or presence of lesion", in certain studies lowers the success rate
compared to that observed in studies where more flexible criteria, including the reduction or maintenance of the size of
the lesions, are applied.

- in most retrospective studies, there are a large number of volunteers who leave the study on their own

- in 2 retrospective studies, the prognosis of endodontic treatment was significantly better (p < 0.0001) for roots without
periapical lesion.

* Bibliographie a la fin du docume
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- The success rate was over 96% for teeth with vital pulp, or necrotic without periapical lesion, 86% for necrotic teeth
with lesion and 62% for the latter case but in the treatment recovery situation.

- the presence of apical periodontitis was the main factor affecting the prognosis of endodontic treatment (93-92%
success versus 79-74% absence or presence of apical periodontitis)

- significantly higher success rate (p = 0.024) for single-rooted teeth compared to multi-rooted teeth, for fillings 0-2 mm
below the radiographic apex compared to underfilling and overfilling (p = 0.005) and lower (p < 0.01) in case of treatment
resumption.

Therefore, according to the factors listed above, long-term success is mainly related to the clinical condition of
the tooth before endodontic treatment but also to the quality of the obturation performed by the dentist.

This statement is also supported by the properties of CORTISOMOL SP cement which are consistent with the
performance parameters identified in the state of the art.

In fact, the clinical performance "permanent sealing” is based on the technical performances of the medical device which
are addressed by compliance with the standard ISO 6876:2012 "Root canal sealing materials”, and more particularly:

*To obtain a clinically compliant seal (= obturation): the consistency of the cement is an important parameter
(verified by 1ISO 6876:2012 - Creep test and film thickness) because it allows the practitioner to perform his
clinical act in good conditions: easy placement of the cement in the root canal and flow of the cement also in the
lateral root canals to avoid secondary bacterial colonization due to incorrect filling of the secondary canals. The
radiopacity of the cement (verified by ISO 6876:2012 radiopacity) allows the practitioner to check the absence
of apical overflow during obturation or any underfilling that could jeopardize the endodontic treatment;

*To obtain a long-lasting seal, the cement must not "shrink" after its insertion (verified by the very low solubility
and disintegration of CORTISOMOL SP cement according to ISO 6876:2012) and allows the patient to have a
permanent seal of the root canals and thus avoid any retreatment. Indeed, a loss of cement due to poor solubility
and/or disintegration can also lead to secondary bacterial colonization.

Proactive post-marketing surveys confirm that the percentage of teeth without retreatment after 10
years is 274%.

* Reduces post-operative pain.

- Short-term performance: Reduction of postoperative pain

Acceptability threshold: after obturation with CORTISOMOL SP, at least 97% of patients have no pain or mild
postoperative pain.

This threshold is also consistent with the PMS data: when reviewing complaints, few complaints were recorded for
reasons of postoperative pain (only 1 case of pain reaction recorded) and according to the PMS surveys (6 cases).

Complaints examination and results from proactive post-marketing investigations support the
performance claim, with over 97% of patients experiencing no or mild post-operative pain.

Furthermore, according to the results of the PMCF study, the reduction in pain when using
CORTISOMOL SP cement is statistically significant compared to cement without auxiliary substance.
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* Cement easily removable in case of re-treatment (if deemed necessary following secondary microbial colonization).
- Retreatment: easy r retreatment possible in case of secondary infection.

Evaluation parameter: retreatment (Yes/No) and ease of retreatment

rAcceptabiIitv threshold: at least 97% of teeth filled with CORTISOMOL SP and gutta percha can be retreated. |

Input data: customer complaints, post-market surveillance data (including proactive investigations).

Justification of the acceptability threshold: According to the literature, due to their composition, zinc oxide and eugenol
cements are known to be easily removed using instrumentation and/or solvents specially designed to allow the
dissolution of these cements.

Proactive post-marketing surveys confirm that all dentists using CORTISOMOL SP (100%) were able to perform
retreatment; retreatment was rated as easy or very easy by 94.4% of dentists and not easy by the remaining 5.6%
(question asked to 72 dentists).

Proactive post-marketing surveys confirm that at least 97% of teeth filled with CORTISOMOL SP and
gutta percha can be retreated.

- Safety claim:
| *Good tolerance in the target population treated.

Evaluation parameter: occurrence of side effects (painful reactions, allergy) < 5%.

In the literature, very few adverse effects directly attributable to the product are described as well as for similar products.

The adverse effects described in the literature and the HAS report (SoA71) such as postoperative pain, paresthesia,
periapical inflammation (arthritis, flare-up) and are mainly due to improper use of the product (excessive filling) or
mechanical treatment of root canals (postoperative pain).

Since periapical inflammation caused pain, this adverse event is reported in the "pain" category.

The PMSP CSP300 post-market surveillance plan and the PSCAC CSP300 post-market clinical surveillance plan are
used to monitor the safety of CORTISOMOL SP cement. Documents such as the trend report, the SCAC report and the
PSUR report are regularly prepared in accordance with the requirements of Regulation 2017/745 EU.

This safety statement is consistent with data extracted from customer complaint analysis, PMCF studies as well as PMS
data:

Regarding the safety of the device (question asked to 99 dentists until October 31, 2024), only 6 adverse effects have
been reported (4 pain, 1 allergic reaction and 1 reaction not described).
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The calculated frequency of pain (arthritis/postoperative pain/tenderness) reported by the PMCF study,
complaints and PMS surveys, compared to the number of patients treated with CORTISOMOL SP = 0.000018%
(period until 31/10/2024 on an estimated population of 45,442,877 patients of CORTISOMOL SP cement). The
calculated frequency of allergy (reported by the PMCF study, complaints and PMS surveys) compared to the
number of patients treated with CORTISOMOL SP = 0.0000022% (period until 31/10/2024 on an estimated
population of 45,442,877 patients of CORTISOMOL SP cement).

The results of the PMCF study, customer complaint analysis, post-marketing surveillance and
proactive post-marketing investigations support the performance claim of CORTISOMOL SP, as the
frequency of side effects (painful reactions, allergy) is < 5%.

The residual biological risks associated with the use of CORTISOMOL SP are considered acceptable
from a toxicological point of view assuming that the cement is used as intended.

Contraindications, adverse reactions and precautions for use are indicated in the product instructions
for use and are consistent with these safety claims.

Data concerning post-market surveillance of this CORTISOMOL SP formula have been collected since
July 2008 and will continue until the product is discontinued (regular post-market surveys,
recording of complaints, etc.).

The amount of data collected (results on 117 patients treated with CORTISOMOL SP in the PMCF
study and 305 user feedbacks through proactive post-marketing surveys) is considered sufficient to
conclude on clinical performance, safety claims and clinical benefit.

The clinical performance and safety claims as well as the clinical benefit of CORTISOMOL SP are
supported and confirmed by the results of the PMCF study and the results of proactive post-marketing
investigations, as well as by the analysis of customer complaints and materiovigilance, and are in
accordance with the state of the art.

Clinical data support the target population being treated.

The instructions for use are consistent with the performance and safety claim and the expected
clinical benefit.

Warnings, contraindications and precautions for use allow safe use of the product.

Expected clinical benefit
| Avoid tooth extraction while maintaining its functionality after devitalization. |

Parameter =Dentist feedback regarding the ability to perform tooth filling with CORTISOMOL SP cement to maintain
functional teeth.

Evaluation parameter: dentist feedback from PMCF studies or post-market surveys, post-market surveillance data
(including customer complaints).

| Acceptability threshold:98% of dentists able to perform a definitive filling with CORTISOMOL SP cement. |

Input data: Clinical studies, PMCF study, customer complaints + complaints reported during PMCF studies or post-
market surveys, post-market surveillance data.

Justification of the acceptability threshold: This acceptability threshold is consistent with literature data on the properties
of zinc oxide and eugenol cements (= outcome parameters identified in the state of the art.
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Based on the clinical evidence collected on CORTISOMOL SP (117 subjects from the PMCF study and 305 dentists
from post-marketing surveys), it is confirmed that all dentists (100%) were able to perform a permanent seal using
CORTISOMOL SP cement to keep the tooth functional.

The results of the PMCF studies and proactive post-marketing surveys confirm the expected clinical
benefit, as 100% of dentists were able to perform a permanent seal with CORTISOMOL SP cement in
order to preserve tooth function.

Conclusion on benefit/risk

In parallel with the analysis of preclinical information and based on the risk-benefit analysis carried out for CORTISOMOL
SP, the instructions for use of the device have been evaluated to verify their conformity with this clinical evaluation and
are in agreement with it.

The risk assessments carried out by ACTEON MANUFACTURING did not reveal any risks not identified by this clinical
assessment. Conversely, the clinical examination of this product is consistent with the results of the risk assessment.
The identified risks have all been mitigated to an acceptable level of risk. The benefit/risk ratio is considered acceptable
for the intended use of CORTISOMOL SP.

Based on these data, CORTISOMOL SP cement allows for permanent root canal obturation in combination with gutta
percha cones, allows retreatment and reduces postoperative pain that can result from mechanical root canal treatment.
The use of CORTISOMOL SP allows for tooth function retention, thus avoiding tooth extraction. No further clinical data
are needed to demonstrate the safety, clinical performance and clinical benefit of this device.

No additional clinical study is required in accordance with MEDDEV 2.12/2 revision 2 (January 2012)
on CORTISOMOL SP when used as intended.

The clinical evaluation is sufficient to demonstrate compliance with the general safety and performance requirements
covering the safety and performance of CORTISOMOL SP under normal conditions of use for:

- The following general safety and performance requirements (Annex | - Regulation (EU) 2017/745 (MDR):

- Safety requirement according to MDR - General Safety and Performance Requirements (GSPR) 1)

- Requirement relating to acceptable benefit/risk ratio (MDR EGSP 1, EGSP 2, EGSP 3)

- Performance requirement (MDR EGSP 1, EGSP 6)

- Requirement on the acceptability of side effects (MDR EGSP 8).

Confirmation of compliance and compliance of CORTISOMOL SP with the relevant general safety and
performance requirements of EU MDR 2017/745 is demonstrated in the clinical evaluation report.

CORTISOMOL SP, as a permanent root canal filling cement still represents the current medical practice and a "State-
of-the-Art" material even if new types of materials are now on the market due to its compliance with Grossman
requirements, HAS requirements (SoA71), and the requirements of ISO 6876:2012 "Dentistry - Root canal filling
material" regarding the sealing properties (creep test, solubility and disintegration, radiopacity, film thickness) and the
long clinical experience with zinc oxide/eugenol sealants.

In conclusion, CORTISOMOL SP remains a cement of choice for permanent root sealing, given its
long history of use and demonstrated efficacy and safety, and clinical benefits.
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5.5 Relevant information on post-marketing clinical follow-up Ongoing or planned post-marketing clinical
follow-up

Summary of the most recently approved PMCF plan for the device. Include any planned or ongoing studies.
No new study planned or underway.

Summary of the latest SCAC plan:
List of planned activities (monitoring is done annually — the PMCF report is updated at least annually) :

Clinical literature monitoring (consultation of PUBMED and COCHRANE databases) see the keywords in chapter
5.2 (also search using similar devices);

Clinical trial databases (consultation of ClinicalTrials.gov and EU Clinical Trials Register databases) - cf les mots
clés au chapitre 5.2 ;

Proactive post-market studies (survey) — users of CORTISOMOL SP cement — at least every 3 years (next one in
May 2028) — confirmation of safety and performance;

Collection of user/sales network information;

Customer complaints monitoring

Materiovigilance monitoring - databases by competent authorities (also searching for similar devices);
Registry evaluation (no registries currently in progress);

PMCEF study(s): no PMCF study in progress or planned (latest PMCF study in 2022 - IDRCB no.: 2021-A00525-
36);

Analysis of data from other post-market surveillance activities (trend report, post-market surveillance report,
Periodic update Safety report). Annual monitoring.

Reference to the relevant parts of the technical documentation (see below for safety claims, performance and
clinical benefit (indicators to monitor).

Evaluation of clinical data of similar or equivalent medical devices.
Regulatory watch (harmonized standards, guides, common specifications) see chapter 8.

This activity list aims to enable the analysis and monitoring of:
Identification of uncertainties remaining after clinical evaluation and included in the CER conclusion.

- Safety claim:
| *Good tolerance in the target population treated. |

Evaluation parameter: number of recorded adverse events related to the device.

Acceptability threshold: occurrence of side effects (painful reactions (due to mechanical treatment or
inflammation), allergy) < 5%.

Beyond this limit, the appearance of side effects will constitute a confirmed safety concern signal and will lead to
further investigations.
Input data: customer complaints, clinical study results, PMCF studies and post-market surveillance results.
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Also from a risk perspective, analyze and monitor:
-Residual risks identified (use) annual minimum risk analysis according to EN ISO 14971: 2019 and its amendment
A11 of 2021.

e Allergy to one of the components of the cement: contraindication in the IFU and side effect in the leaflet.

¢ Risk of underfilling of the root canal (risk of secondary microbial penetration => retreatment): radiographic
verification of the obturation specified in the instructions for use and prerequisites before use).

e Risk of irritation of periapical tissues which may lead to paresthesia following apical overfilling: radiographic
verification of the obturation specified in the instructions for use and prerequisites before use).

e Use on immature teeth (open apex): Verification of the absence of apical overfilling as specified in the
instructions and prerequisites in the leaflet. Contraindication for immature teeth (e.g., in children) as specified in
the leaflet.

¢ Risk of contamination in a patient due to cement contamination by the practitioner: this is indicated in the
instructions for use (prepare the paste immediately before use to avoid any contamination / do not reuse
cement). Use the dedicated spoon for sampling or clean/sterile instruments to avoid any contamination.

e <Risk of painful post-operative reactions (side effects listed in the leaflet). Note that prednisolone acetate can
help reduce post-operative pain.

¢ Dentin staining (indication in the prerequisites before use: do not fill the pulp chamber with cement to avoid risks
of dentin staining).

- Clinical performance (long term): duration of the shutter over time.

Evaluation parameter: this can be indirectly measured by the number of retreatments taking into account the
lifetime of the device.

Acceptability threshold(= success rate): Minimum 74% of teeth without retreatment 10 years after a filling with
CORTISOMOL SP cement regardless of the initial clinical state.

Input data: data from proactive post-market surveys.

- Clinical performance (short term): Reduction of postoperative pain
- Evaluation parameter: Dentist feedback for “post-operative pain”

Acceptability threshold(= success rate): after obturation with CORTISMOL SP, at least 97% of patients have no
pain or mild postoperative pain.

Input data: data from proactive post-market surveys/complaints.

- Retreatment: easy retreatment possible in case of secondary contamination.
- Evaluation parameter: retreatment (Yes/No) and ease of retreatment

Acceptability threshold: at least 97% of teeth filled with CORTISOMOL SP cement and gutta percha can be
retreated.

Input data: complaints, post-market data (including proactive post-market surveys).
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- Clinical benefit: to avoid the tooth extraction by maintaining the tooth functional after its devitalization..
- Evaluation parameter: feedback from the dentist as per PMCF studies or Post market surveys, post market
surveillance data (including customer complaints).

Acceptability threshold : 98% of dentists are able to perform a definitive obturation with CORTISOMOL SP
cement.

Input data: PMCF study, customer complaints + complaints reported during PMCF studies or Post market
surveys, post market surveillance data.

It is thus determined at least annually whether eugenate cement still has its place in relation to new cements (see
chapter 6 of this document) and whether there is any negative impact on the benefit/risk ratio.
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6. Possible diagnostic or therapeutic alternatives

Alternative treatments to a permanent root canal seal:

If devitalization followed by permanent filling of the root canals with cement is not considered possible by the dentist due
to a very complex situation, the alternative treatment is tooth extraction, followed or not by the placement of an implant
(very expensive) or the fitting of a removable prosthesis (sometimes difficult for the patient to tolerate and with
demanding maintenance). Tooth extraction is the solution of last resort.

Today, endodontic treatment is the first choice in cases of dental infection and extraction is very rare in this clinical
context because it allows the tooth to remain functional, even if devitalized.

Alternative products in the medical field of CORTISOMOL SP:
e Competitive products (eugenate cement with anti-inflammatory):
o ENDOMETHASONE N (manufacturer SEPTODONT, domiciled at 58 rue du Pont de Créteil 94107
Saint-Maur-des-fossés Cedex).

e Competitive products (eugenate cement without anti-inflammatory):

o PULP CANAL SEALER or PULP CANAL SEALER EWT (manufacturer SybronEndo, domiciled: 1332
S.Lone Hill Avenue Glendora, CA 91740, USA and agent Kerr Italia, domiciled Via Pasanti, 332, I-
84018 Scafati SA, Italy).

o ENDOMETHASONE SP (manufacturer SEPTODONT, domiciled at 58 rue du Pont de Créteil 94107
Saint-Maur-des-fossés Cedex). Suspicion product discontinued.

o SEALITE REGULAR (manufacturer ACTEON MANUFACTURING, domiciled at 17 Avenue Gustave
Eiffel, 33 700 Mérignac).

e Competitor products (other pure eugenol):
o EUGENOL (R&S brand) ;
o EUGENOL (PRODUITS DENTAIRES SA brand) ;
o EUGENOL (SEPTODONT brand).
Note : suspected product discontinuation for EUGENOL of the brand DENTSPLY SIRONA.

Calcium hydroxide cement;

Epoxy resin based cement;

Methacrylate resin-based cement;

Glass ionomer cement;

Silica-based cement;

Bioceramic cement;

Cement based on MTA (mineral trioxide aggregates).

In the following medical condition: inflammation or infection of the pulp, endodontic treatment of mature teeth after pulp
devitalization (definitive root canal sealing) is mandatory for long-term clinical success, regardless of the choice of
cement (SoA22%).

The choice of the sealing material is independent of the initial medical condition (type, severity) because, in all cases,
the pulp must be removed to perform the definitive obturation of the tooth in order to maintain its functionality. The
presence of lateral canals is a constant challenge for the dentist. One of the most important criteria is the ability of the
cement to flow sufficiently (fluidity) to completely fill the space between the root canal wall and the gutta percha (SoA28%).
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Gutta-percha in combination with various types of root canal sealing materials has been the dominant type of root canal
obturation since the mid-19th century. However, with increasing knowledge of root canal anatomy and simplified
obturation techniques, cement is relied upon to provide an adequate seal. From a scientific point of view, not all root
canal obturation materials are completely watertight (SoA26*). However, from a clinical point of view, the root canal
obturation must be watertight (at the coronal and apical level) to avoid any secondary colonization.

The basic requirements for root canal sealants, as established by Grossman, also apply to modern obturation cements:
easy handling; dimensional stability, impermeable to moisture, antimicrobial activity, radiopaque, does not cause tooth
discoloration, biocompatible and easy to remove if necessary. (source website [6*] and in the HAS report (S0A71%)).

In addition, the presence of prednisolone acetate (accessory substance) helps reduce postoperative pain (literature data
confirmed by the PMCF study (see chap. 14.1.1 of CER R140724) and does not create additional risks: no systemic
toxicity or effect on bone or dentine (see chap.13.10.1 of CER R140724).

By meeting these fundamental requirements, CORTISOMOL SP cement, as a pure zinc oxide/eugenol cement, still
retains its place in endodontic treatment; this is supported by its long clinical experience demonstrating its performance.
However, new promising materials are now being developed such as bioceramic cements.

Although there has been an increasing use of bioceramic products, i.e. cements and sealants, in endodontics since the
introduction of MTA and the clear evidence of its clinical results, further studies are still needed, particularly on long-
term performance. There are, to date, still few studies and publications are still limited and controversial due to variations
in methodology (source: website [6™]).

According to the literature review on endodontic sealants and the comparison of their advantages and disadvantages,
we can conclude that zinc oxide and pure eugenol cements such as CORTISOMOL SP cement still have their place in
endodontic practice for permanent obturation of mature teeth because they meet the requirements of Grossman and
the requirements of ISO 6876:2012 "Dentistry - Root canal sealant" regarding the properties of the sealant material. The
presence of anti-inflammatory also helps to address the clinical context of postoperative pain as described by several
authors.

These cements have been known for a long time and have been studied by many authors worldwide. Clinical experience
demonstrates the long-term performance (minimum 10 years) and safety of cements based on zinc oxide and pure
eugenol (SoA71*, SoA75*, SoA76*, SOA77*). However, new promising materials are now being developed such as bio
ceramic cements and may constitute the new "gold standard" for endodontic obturation as soon as long-term studies
are completed (SoA35%).

CORTISOMOL SP cement meets the fundamental requirements for root canal sealing materials and
still has its place in endodontic treatment. This is supported by its long clinical experience
demonstrating its performance.
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7. Suggested profiles and training for users

CORTISOMOL SP is for professional dental use only.
e The mixture (CORTISOMOL SP + pure eugenol) is prepared by the dental surgeon or his dental assistant;
o CORTISOMOL SP cement can only be implanted in the patient by the dental surgeon.

8. Reference to any harmonized standard or common specification applied
No common specifications applicable to CORTISOMOL SP.

Standards claimed for CORTISOMOL SP cement (harmonized according to Requlation (EU) 2017/745):

e NF ISO 13485:2016: Medical devices. Quality management systems — Requirements for regulatory purposes”.

e ENISO 13485:2016/A11:2021 “Medical devices. Quality management systems — Requirements for regulatory
purposes”.

e [SO 10993-10:2021 “Biological evaluation of medical devices — Part 10: Tests for skin sensitization”

e |SO 10993-12:2021 “Biological evaluation of medical devices — Part 12: Sample preparation and reference
materials”.

e SO 10993-17:2023 “Biological evaluation of medical devices - Part 17: Toxicological risk assessment of medical
device constituents”.

e [SO 10993-18:2020 “Biological evaluation of medical devices — Part 18: Chemical characterization of medical
device materials within a risk management process”.

o [SO 10993-18:2020/A1:2022 “Biological evaluation of medical devices — Part 18: Chemical characterization of

medical device materials within a risk management process— Amendment 1: Determination of the uncertainty

factor”.

ISO 10993-23:2021 “Part 23: Test for irritation”

EN ISO 14971:2019 “Application of risk management to medical devices”.

EN I1SO 14971:2019/A11:2021 “Application of risk management to medical devices”.

NF EN ISO 11737-1: 2018 “Sterilization of health care products — Microbiological methods — Part 1:

Determination of a population of microorganisms on products”.

e NF ENISO 11737-1: 2018/A1: 2021 “Sterilization of health care products — Microbiological methods — Part 1:
Determination of a population of microorganisms on products — Amendment 1”.

e EN ISO 15223-1:2021 “Medical devices — Symbols to be used with information to be supplied by the
manufacturer — Part 1: General requirements”.

D DD /. acteon |
=9 (@ @O

ACTEON MANUFACTURING « SAS. u A company of ACTEON Group

Zone Industnelle du Phare » 17, avenue Gustave Eiffel w 33700 MERIGNAC a« FRANCE
Tel. +33 (0) 556 340 607 = Fax. +33 (0) 556 349 292 » info@acteongroup.com

S.AS. au capital de 10 euros m R.C.S Bordeaux 938 275 880 mN* intracommunautaire FR 75 938 275 880



Doc Q AQ 13 60 ind 06
Created on 02/10/2020
Modified on 01/31/2025
Page 46 out of 51

Caring
People.
Improving
Lives

Standards claimed for CORTISOMOL SP cement (harmonized according to Directive 93/42/EC):

e ENISO 14155:2020 “Clinical investigation of medical devices for human subjects — Good clinical practice”

e 1SO 10993-3:2014 “Biological evaluation of medical devices — Part 3: Tests for genotoxicity, carcinogenicity and
reproductive toxicity”.

e ISO 10993-5:2009 “Biological evaluation of medical devices — Part 5: Tests for in vitro cytotoxicity”.

o ISO 10993-11:2017 “Biological evaluation of medical devices — Part 11: Systemic toxicity testing”.

e ENISO 22442-1:2020 “Medical devices using animal tissues and their derivatives — Part 1: Application of risk
management” (tallow derivatives used in the industrial manufacturing process of a raw material “ECOLEN
HZ40P”: polypropylene, contained in the pot of CORTISOMOL SP powder).

e |EC 60601-1:2005 “Medical electrical equipment - Part 1. General requirements for basic safety and essential
performance” (standard used occasionally for breakage tests on CORTISOMOL SP pots).

Other standards claimed for CORTISOMOL SP (non-harmonized / state of the art):

e SO 15223-1:2021/Amd 1:2025 « Medical devices — Symbols to be used with information to be supplied by the
manufacturer — Part 1: General requirements Amendment 1: Addition of defined term for authorized
representative and modified EC REP symbol to not be country or region specificy»

e EN ISO 14155/A11 : 2024 « Clinical investigation of medical devices for human subjects — Good clinical
practice»

e |ISO/IEC 15415 : 2024 «Automatic identification and data capture techniques — Bar code symbol print quality
test specification — Two-dimensional symbols»

e |ISO/TR 24971:2020 “Medical devices — Guidance on the application of ISO 14971".

e NF EN 1641: 2009 “Dentistry — Medical devices for dentistry — Products”.

e NF ISO 2859-1 (2000) +/A1: 2011 “ Part 1: Sampling schemes indexed by acceptance quality limit (AQL) for lot-
by-lot inspection”.

e |SO 6876:2012 “ Dentistry — Endodontic sealing materials”.

e |EC 62366-1:2015 +/A1:2020 “Medical devices — Application of usability engineering to medical devices —
Amendment 1.

e ISO/TR: 20416:2020 “Medical devices — Post-market surveillance by manufacturers”.

EN ISO 20417:2021 “Medical devices — Information to be provided by the manufacturer”.
ISO 10993-1:2018 “Biological evaluation of medical devices — Part 1: Evaluation and testing within a risk
management process”.

e IS0 10993-2 : 2006 «Biological evaluation of medical devices Part 2: Animal welfare requirements»

e ENISO 10993-5/A11 : 2025 « Biological evaluation of medical devices Part 5: Tests for in vitro cytotoxicity»

e |SO 10993-18:2020/A1:2022 “Biological evaluation of medical devices — Part 18: Chemical characterization of
medical device materials within a risk management process — Amendment 1: Determination of the uncertainty
factor”

ISO/TR 10993-22:2017 “Biological evaluation of medical devices — Part 22: Guidance on nanomaterials”.

I1ISO 10993-23:2021/Amd 1:2025 «Biological evaluation of medical devices - Part 23: Tests for irritation»

ISO 7405 (2018): “Dentistry -- Evaluation of biocompatibility of medical devices used in dentistry”.

ISO/TS 21726 : 2019 « Biological evaluation of medical devices — Application of the threshold of toxicological
concern (TTC) for assessing biocompatibility of medical device constituents»

e NF EN 13624: November 2013 “Chemical disinfectants and antiseptics - Quantitative suspension test for the

evaluation of fungicidal or yeasticidal activity in medicine - Test method and requirements (phase 2, step 1)”

(used occasionally for a test; this standard is not used routinely).
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e NF EN 13727: December 2015 “Chemical antiseptics and disinfectants - Quantitative suspension test for the
evaluation of bactericidal activity in medicine - Test method and requirements (phase 2, step 1)” (used
occasionally for a test; this standard is not used routinely).

e ISO 14644-1:2015 “Cleanrooms and associated controlled environments — Part 1: Classification of air
cleanliness by particle concentration”.

e |SO 14644-2:2015 “Cleanrooms and associated controlled environments — Part 2: Monitoring to provide
evidence of cleanroom performance related to air cleanliness by particle concentration”.

e EN 17141:2020 “ Cleanrooms and associated controlled environments - Biocontamination control”

Monograph of the European Pharmacopoeia:

European Pharmacopoeia 11th edition

European Pharmacopoeia chap 2.6.8 (01/2020:20608 corrected 10.7): pyrogenic test.

European Pharmacopoeia No. 01/2017: 0434 (anhydrous colloidal silica).

European Pharmacopoeia No. 01/2022: 0252 (zinc oxide C).

European Pharmacopoeia No. 04/2022: 0734 (Prednisolone acetate).

European Pharmacopoeia No. 01/2022: 1482 (Zinc acetate dihydrate).

European Pharmacopoeia No. 01/2022: 0229 (Magnesium stearate).

European Pharmacopoeia No. 01/2017: 0010 (Barium sulfate).

European Pharmacopoeia chapter 2.2.27 (04/2023: 20227) Thin layer chromatography.

European Pharmacopoeia chapter 2.4.14 (04/2010:20414) Sulfuric ash.

European Pharmacopoeia chapter 2.2.32 (07/2019:20232) Loss on drying.

European Pharmacopoeia chapter 2.4.8 (07/2010:20408) Heavy metals.

European Pharmacopoeia chapter 2.9.34 (04/2019:20934) Density.

European Pharmacopoeia chapter 2.5.10 (01/2008:20510) Combustion with oxygen.

European Pharmacopoeia chapter 2.9.31 (04/2019: 20931) Granulometric analysis by laser light diffraction.
European Pharmacopoeia chapter 2.2.29 (04/2023: 20229) Liquid chromatography.

European Pharmacopoeia chapter 2.3.1 (01/2008: 20301 corrected 11.0) Reactions for the identification of ions
and functional groups.

European Pharmacopoeia chap 2.1.1 (01/2008:20101) Dropper.

e European Pharmacopoeia chapter. 2.6.13 (01/2021: 20613) Test for specified micro-organisms.
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SP jars from 23g to 20g for the first placing on the market
according to Regulation (EU) 2017/745 planned for April 2025:
only a reduction in the quantity of powder per pot).
CORTISOMOL SP only exists in one variant (20g jar of powder
in a case with a spoon and instructions).
Harmonization of ISO 10993-17:2023 and ISO 10993-18:2020
standards and its amendment A1 of 2022.
Update of post-market surveillance until 10/31/2024 (nothing to
report).
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05 Modification following the inclusion of the GMED P608746_P1 [X]Yes
07/04/2025 file (initial certification according to Regulation (EU) 2017/745  |Validation language: French
(MDR) of the EUGENOL PUR device). Addition of the data for
EUGENOL PUR — commercial reference 234110. CINo
- Confirmation of classification / basic IUD-ID /
information from accompanying documents (target
population / contraindications / warnings etc).
- Added reference to our EUGENOL PUR for clinical
investigation;
- Addition of the limitation of PMS surveys (use or not of
our EUGENOL PUR reference 234110);
- Added new PMS survey for May 2025;
- Updated general summary of clinical and safety
performance;
- Update section 5.5 to be in accordance with the clinical
follow-up plan (PMCF plan);
- - Regulatory watch (ISO 15223-1:2021/Amd 1:2025 /
EN ISO 10993-5/A11 2025 / ISO 10993-23:2021/Amd
1:2025 / EN ISO 14155/A11: 2024).
The first batch of the medical device CORTISOMOL SP (20g
jar) was placed on the market in the "MDR" format in June 2025
(batch 10153).
Regulatory monitoring (ISO 15223-1:2021/Amd 1:2025 /
Amendment A11 of EN ISO 10993-5:2009 and EN ISO
14155:2020. Addition of ISO 10993-2:2006, ISO/TS
21726:2019, ISO/IEC 17025:2017 and ISO/IEC 15415:2024
(regularization). Addition of Amendment 1 to ISO 15223-1:2021
and ISO 10993-23:2021).

Quality and Regulatory Affairs Director
ACTEON MANUFACTURING
Genevieve de Villedon
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