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PART A.
RISK MANAGEMENT PLAN

DEVICE DESCRIPTION

Device Name

Plinest (DDM20)

Other commercial names of the MDD device are provided in the Technical File (TF)
DDM20.

Plinest (RDM61)

Other commercial names of the MDR device are provided in the Technical File (TF)
RDM61.

Description

DDM20 and RDM61 are sterile, viscoelastic gel in a pre-filled disposable syringe for
intradermal infiltrations.

Each pre-filled syringe contains isotonic gel consisting of polynucleotides 2%, water,
sodium chloride, and sodium phosphate.

Invasiveness

Non-active implantable device

Body contact

Intradermal infiltration

Contact duration

Long term

Presence of materials of
biological origin

It contains highly purified polynucleotides of natural origin that are extracted from fish.

Presence of medicinal

The devices do not incorporate medicinal substances

substances
Sterility The devices are disposable and sterile. The content of the syringe is steam sterilized
Manufacturer Mastelli S.r.l. — Via Bussana Vecchia 32, SANREMO (IM) - Italy

List and description of
any variants and/or
configurations covered
by this plan

Please refer to paragraph 2.16. Medical device configurations/variants of product
Technical File of DDM20 and RDM61.

BASIC UDI-DI

805330326RDM614L (for RDM61)

Device’s image

e m )

Intended purpose in
accordance with
device’s IFU

DDM20 is moisturizing and trophic and is therefore suitable for improving skin turgidity,
elasticity and firmness. These effects can also favour the remodelling of areas with astrong
fibrous component, such as stretch marks and scars, as part of treatment protocols
customized by the physician.

RDM61 has moisturizing and protective scavenger properties against free radicals. It is
indicated for improving the appearance of the skin promoting the remodeling of areas with
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a strong fibrous component, such as striae and scars as part of treatment protocols
customized by the treating physician.

Intended users The products are intended to be administered only by healthcare professionals
appropriately trained, qualified or accredited in accordance with national legislation.

Classification (reg. Eu Class lll
2017/745 - Annex VIII)

[ Initial conception, design and development

Life cycle phase X Pre-CE/pre-commercial (for RDM61)

X Post-production/post-commercialization (for DDM20)

The characteristics of the device are described in detail in the Technical File.
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2. PURPOSE OF THE RISK ANALYSIS

Aim of the present risk analysis is to investigate the safety of the devices manufactured by Mastelli, identifying
hazards associated with the device, estimating and evaluating the associated risks, controlling these risks, and
monitoring the effectiveness of the controls, throughout the life cycle of the device.

This risk analysis, according to the EN ISO 14971:2019/A11:2021 has been integrated with the provisions of
ISO 22442-1:2020 applicable to device manufactured utilizing materials of animal origin or derivatives, which
are non-viable or have been rendered non-viable and has been drawn up in consideration of ISO/TR
24971:2020.

The study has the following objectives:

* Identify the known or foreseeable hazards for the clinical status and safety of patients, users and
possibly third parties, relating to the design, manufacture and use of the devices under examination.

+ Identify the consequences resulting from the occurrence of hazardous situations and possible harm to
patients / users / third parties.

. Estimate the probability of occurrence of the consequences relating to certain hazardous situations
and the severity of the damage associated with them, thus estimating the risk.

. Identify and apply the appropriate risk reduction and / or control measures aimed at minimizing the
consequences of hazardous situations and / or reducing the frequency of occurrence and assess their
effectiveness.

. Evaluate any residual risks (individually).

»  Verify the existence of any new risks introduced by the risk reduction / control measures implemented
and, if necessary, analyse and control them like the others.

*  Verify the completeness of the analysis.
. Evaluate the overall residual risk.

. Review the information collected in the post-market phase for possible relevance to safety related to
the analogous medical device DDM20 — PLINEST).

To determine the suitability for use of a device, safety assessments are required, including the acceptability of
risks. These assessments take into account the intended use, performance, risks and benefits of the device
and the risks and benefits associated with the clinical procedure. In the following, the safety of the device is
assessed by identifying the hazards and assessing the risks associated with the device.

The risk assessment activity is integrated into the product development cycle as defined in the implementation
of the quality system through the Company Quality Manual, especially for business processes: design,
manufacturing, purchasing, pre-clinical studies, storage, logistics and traceability, clinical follow up, adverse
event management, maintenance and disposal.

3. TERMS AND DEFINITIONS

For the purposes of this document, the terms and definitions listed the Risk Management procedure (DOC
RADO04_Gestione del rischio), pursuant to Regulation Council Directive 93/42/EEC, Regulation (EU) 2017/745,
the standard EN ISO 14971:2019/A11:2021 and 1SO 22442-1:2020 apply.
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4. RISK MANAGEMENT TEAM

The risk management process relating to the device DDM20-RDM61 is conducted by a Risk Management
Team that is defined annually during the Management review and it is composed by competent professionals
on the basis of education, training, skills and experience, assigned by the Top Management, with relevant

knowledge of aspects related to the device in scope, such as:

Applicable norms and standard;
Technical specifications;
Production;

Complaint management;
Post-marketing information;

Similar devices

Role

Medical Expert

Medical Department

Marketing Department
Regulatory Affairs Department
Quality Assurance Department
R&D Department

Quality Control Department

Manufacturing Department

Packaging and Serialization
Specialist

Warehouse

External Consultant

Process stage

Use in medical practice, including benefits, hazardous
situations and possible harm in such therapeutic area

Clinical evaluation methodologies in such therapeutic area

Use in medical practice, including benefits, hazardous
situations and possible harm

Inputs on risks deriving from the market
All Risk Analysis stages and Regulatory aspects

Quality management systems and quality practices

Hazards and risk control measures in relation to Design

Hazards and risk control measures in relation to
laboratory testing

Hazards and risk control measures in relation to
production

Hazards and risk control measures in relation to
packaging and information on artworks

Hazards and risk that can occur during in-house storage

All Risk Analysis stages

Details on the names, roles and process stages of each member of the Risk Management Team are
provided in the Risk Management Report at Chapter 1.
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5. APPROVAL AND REVIEW OF THE RISK MANAGEMENT ACTIVITIES

The Top Management declares to be responsible for the evaluation and validation of this document. In order
to verify its adequacy this document is checked/revised at least annually.

The risk assessment applies to devices as an integral part of the conformity assessment process. The analysis,
assessment and management of risks starts during the design stages, is completed before placement on the
market of the device and is kept updated until full decommissioning of the device.

Mastelli will perform a revision of the risk analysis related to the use of the devices under examination, if one
or more of the following conditions should occur:

1) The device is subject to a change in design (such as new materials never used before,..)

2) The device production processes are subject to substantial modifications

3) Where the vigilance data, and, more generally, the data of the post-market surveillance
indicate that the risk/benefit ratio of the device must be reassessed.

4) In case of receiving reports of non-compliance in risk management following internal/external
audits

6. IDENTIFICATION OF HAZARDS AND CHARACTERISTICS RELATED TO THE SAFETY OF THE
DEVICE

The brainstorming technique is applied by the team in order to identify all the characteristics of the device that
could affect safety, known or foreseeable hazards, both under normal conditions and in fault conditions related
to the device, by using as a guide:

- The questions of Annex A to standard ISO/TR 24971 “Identification of hazards and characteristics
related to safety”, which has already been used to identify the devices’ features.

- The questions of standard ISO 22442-1 “Medical devices utilizing animal tissues and their derivatives.
Part 1: Application of risk management” reported below

- Requirements of standard 1SO 22442-2 “Medical devices utilizing animal tissues and their derivatives
- Part 2:Controls on sourcing, collection and handling”

- Requirements of standard ISO 22442-3 “Medical devices utilizing animal tissues and their derivatives
Part 3: Validation of the elimination and/or inactivation of viruses and transmissible spongiform
encephalopathy (TSE) agents”
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determine risk using
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, l l ; l
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parasites and - hacteria Risk related Risk related to - pyrogenic reaction
unclassified - moulds to viruses TSE agents :
pathogenic entities - yeasts

reaction

| ! | l

150 11135, 150 11137,
150 11737-1, IS0 13408, i Relevant parts of
150 14160, IS0 14937, 150 22442 series 150 10993 series

1S0 17664, 1S0 17665 or other risk or other risk
(see also 4.4.3) control options control aptions
or other risk control options

| ¢

Identify risk

b

reduction measures

ralance betweern
medical benefit and
residual risk
acceptable?

NON-ACCEPTAELE
DEVICE

Collect production

and post production
information

Graphical representation of part of the risk management process (Figure B.1 from 1SO 22442-1:2020)

QUESTIONS FROM ANNEX A OF
4 ||SOITR24971:2020
*QUESTIONS FROM PAR. 4.2.1 OF ISO Answer

22442-1: 2020

1 A-2.1: ISOITR 24971 DDM20/RDM61 is a medical device to be used as an

What is the intended use and how is the intradermal injection. PLINEST helps improve skin firmness

dical device to b d? . . o . .
medical device fo be use and elasticity due to its moisturising and viscoelastic
properties and exerts a "scavenger" activity against free

radicals.

DDMZ20/RDM61 should be administered by means of a 30 G
fine needle, supplied with the set, injecting the solution into
the dermis. DDM20/RDM61, thanks to its versatility and
manageability, can also be used on the face, (forehead,
supraciliary arches, cheekbones, eye contour, neck) and the

back of the hands. Depending on the medical assessment,
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QUESTIONS FROM ANNEX A OF
" ISO/TR24971:2020
*QUESTIONS FROM PAR. 4.2.1 OF ISO Answer

22442-1: 2020

different injection techniques such as linear threading, serial
punctures, crosslinked, radial fanning can be used. The
injection site must consist of healthy skin. Before application,
thoroughly cleanse and disinfect the area to be treated. Then

remove the disinfectant with sterile saline.

For better subject compliance, it may be advisable to replace
the needle with the additional one in the package during
treatment. After infiltration, the treated area can be gently
massaged for better distribution of the product. Personalised
treatment programmes are recommended depending on the

skin condition and the needs of the individual.

2 A.2.2: ISO/TR 24971 Yes.

Is the medical device intended to be
DDM20/RDM®61 is intended to be implanted (by definition); it

is a re-absorbable medical device to be injected in the dermis

implanted?

in adult patients belonging to both sexes in the presence of

stretch marks and scars.

A.2.3: ISO/TR 24971
3 Yes.
4.2.1.1:1SO 224421

Is the medical device intended to be in DDM20/RDM61 is a sterile, viscoelastic, implantable, re-

contact with the patient or other persons? absorbable gel for a single use for intradermal infiltrations.
The quantity of the animal (fish) derivatives is 2% (w/w). The
quantity of material coming into contact is one of the factors

in producing functional effects.

As per ISO 22442-1 point 4.2.1.1 the quantity of material
(polynucleotides) coming into contact with body via intradermal
administration is 2%. Evaluation of suitability of polynucleotides
in medical application is provided in BER: MAST_006_2025_05,
chapter 6. Safety of polynucleotides is also supported by
Toxicological Risk assessment (TRA) and biocompatibility test

summary report on polynucleotides (STUIT23AA0529-1).

Risk of TSE-BSE is discussed below in question 53. Can the

device have risks related to TSE agents?
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QUESTIONS FROM ANNEX A OF
" ISO/TR24971:2020
*QUESTIONS FROM PAR. 4.2.1 OF ISO Answer

22442-1: 2020

4 A.2.4:ISOITR 24971 DDM20/RDM61 contains aqua, polynucleotides (2%),

4.2.1.2: 1SO 22442
What materials or components are utilized

sodium chloride, sodium phosphate, disodium phosphate.
None of the costituents of DDM20/RDM61 is present in the
WADA List of Prohibited Substances and Methods, which

indicates what substances and methods are prohibited in sport.

in the medical device
or are used with,

or are in contact with,
the medical device? There are currently no known possible interactions of the

device and its metabolism products with other devices,

medicines and substances.

It is acknowledged as reasonably excluded the risk related to
viral and TSE transmission as per ISO 22442-1, indeed not
being transmissible by the origin animal species as per
Regulation 722/2012. DDM20/RDM61 is administered using
a fine needle (usually 30G), injecting the solution into the

dermis.

They are extracted from food grade fish tissues (male rainbow
trout: Oncorhynchus mykiss) that comes from two European
qualified suppliers having relevant certifications and perform the
required veterinary controls on the fish on their
breeders/slaughters.

Even fish feed suppliers are from European Countries (Denmark
and ltaly). All certifications/authorizations, Certificates of analysis,
testing and declarations provided by gonads suppliers are
provided in (Attachment 3, Sustance of animal origin of Technical
File)

Composition of fish feeds and TSE-BSE declaration are provided
in Technical File (Aftachment 3, Sustance of animal origin,

FeedFish Suppliers origin of Technical File)

Process validation of polynucleotides is described in
247VP_EdO1 (Plan) and 247VR_EdO1(Report) provided in

Attachment 3, Sustance of animal origin of Technical File.

A.2.5: ISO/TR 24971 N.A.
Is energy delivered to or extracted from the

patient?
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QUESTIONS FROM ANNEX A OF
ISO/TR24971:2020
# Answer

*QUESTIONS FROM PAR. 4.2.1 OF ISO
22442-1: 2020

6 A.2.6: ISO/TR 24971 Yes.
Are substances delivered to or extracted The substances are delivered to the patient.
from the patient?

7 A.2.7: ISO/TR 24971 N.A.

Are biological materials processed by the
medical device for subsequent reuse,

transfusion or transplantation?

8 A.2.8: ISO/TR 24971 Yes.

4.2.1.3: 1SO 224421

Is the medical device supplied sterile or The device is sterile and single-use.

intended to be sterilized by the user, or The glass syringe is pre-assembled and pre-filled with 2 ml of
are other microbiological controls moist heat-sterilised solution. The two 30G disposable
applicable? needles are sterilised with ethylene oxide.

Before release, sterility is tested.

Given the biological nature of animal derivatives, variations in
the bioburden of bacteria, mold, and yeast of the animal

material are considered.

TYMC and TAMC testing are performed by Mastelli on each
batch of gonads and polynucleotides. CoA relating to testing
on gonads performed by Matelli is provided in (Attachment 3,
Sustance of animal origin of Technical File); on the other
hand, CoA relating to testing on polynucleotides is provided
in Attachment 6 Manufacturing process\Part B critical

material\Raw materials\PN of Technical File.

A.2.9: ISO/TR 24971 N.A.
Is the medical device intended to be
routinely cleaned and disinfected by the

user?

A.2.10: ISO/TR 24971 N.A.
Does the medical device modify the patient

10

environment?

A.2.11: ISO/TR 24971 N.A.

Are measurements taken?

1"

Mastelli Srl — Sede Legale: Via Bussana Vecchia 32 — Sede Amministrativa: Via Armea 90 — Tel +39 0184 5111 — 18038 SANREMO IM — info@mastelli.com — C.F. e P.I. : IT 00069630085

C.C.ILAA. Imperia n® 26304 — Capitale Sociale euro 338.171,04 i.v. — Reg. Trib. Sanremo n. 994 Fasc. 227



j\/\ M GSte"' RISK ANALYSIS AND RISK

Document code: DDM20/RDM61

Revision Date 10/06/2025
Revision No. 03
MANAGEMENT .

QUESTIONS FROM ANNEX A OF
ISO/TR24971:2020

*QUESTIONS FROM PAR. 4.2.1 OF ISO Answer
22442-1: 2020
12 A.2.12: ISO/TR 24971 N.A.
Is the medical device interpretative?
13 A.2.13: ISO/TR 24971 Yes.
Is the medical device intended for use in
conjunction with other medical devices DDM20/RDM®61 is indicated for intradermic injections with
medicines or other medical technologies? 30G needles, CE marked and sterilized with ethylene oxide.
14 A.2.14: ISO/TR 24971 Yes.
4.2.1.4: 1SO 224421 . . . .
SO The possible presence of toxic residues or contaminants related
Are th f . - .
re there unwanted outputs of energy or to the manufacturing process utilized or degradation by-products
substances? . . .
is considered taking into account:
- Unintentional presence of substances (such as masking
agents) present in the World Anti-Doping Association
(WADA) due to previous productions residuals;
- The physical characteristics and chemical
composition of animal derivatives
Presence of toxic residues related to the manufacturing process
utilized is evaluated in Biological Evaluation Report:
STUIT23AA0529-1R (on polynucleotides) (Attachment 9 Pre-
clinical\Biocompatibility\7. Biological evaluation of PN of Technical
File)
15 A.2.15: ISO/TR 24971 Yes.
Is the medical device susceptible to
environmental influences? DDM20/RDM61 may be sensitive to environmental

influences, such as incorrect handling and storage. Humidity
and temperature may alter the packaging and the gel
features, affecting efficacy and/or safety in case of loss,for

instance, of the sterile barrier.

16 A.2.16: ISO/TR 24971 N.A.
Does the medical device influence the
environment?

17 A.2.17: ISO/TR 24971 Yes.

Does the medical device require

consumables or accessories?

DDM20/RDM61 requires needles for its application, and it is
provided with two 30G needles CE marked and sterilized with

ethylene oxide.
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Answer

18

A.2.18: ISO/TR 24971

Is maintenance or calibration necessary?

N.A.

19

A.2.19: ISO/TR 24971

Does the medical device contain software?

N.A.

20

A.2.20: ISO/TR 24971
Does the medical device allow access to

information?

N.A.

21

A.2.21: ISO/TR 24971
Does the medical device store data critical

to patient care?

N.A.

22

A.2.22: ISO/TR 24971
Does the medical device have a restricted
shelf life?

Yes.
The device is biodegraded once implanted. The shelf-life of

the device has been assessed with specific stability studies.

23

A.2.23: ISO/TR 24971
Are there any delayed or long-term use

effects?

Yes.
Long term effects shall be intended as cumulative effects
when the device is injected not properly and not according to

therapeutic treatment program designed for the patient

24

A.2.24: ISO/TR 24971
To what mechanical forces will the medical

device be subjected?

N.A.

25

A.2.25: ISO/TR 24971
What determines the lifetime of the medical

device?

The lifetime of the device is determined by the preservation
of the sterility and of the other release specifications.

A.2.26: ISO/TR 24971

Yes. The medical device is intended to be injected for single

27

Is safe decommissioning or disposal of the

medical device necessary?

26
Is the medical device intended for single use.
use?
A.2.27: ISO/TR 24971 Yes.

The device shall not be decommissioned, and disposal

should be compliant with local requirements.

28

A.2.28: ISO/TR 24971

Does installation or use of the medical
device require special training or special
skills?

Yes.
The
competencies and skills.

medical device requires specific professional
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29 A.2.29: ISO/TR 24971 Yes.
How will information for safety be For DDM20 safety information are provided in the product’s the
provided? product’s IFUs inserted in each selling unit.
For RDM61 safety information are provided in:

- E-Leaflet directly available by scanning the QR code
on the box. In case of specific request to the
manufacturer a paper IFU can be provided free of
charge within seven calendar days at the latest

- SSCP of patient and healtcare professional is
available on Eudamed, on the company website or by
submitting a request directly to the manufacturer.

30 A.2.30: ISO/TR 24971 N.A.
Are new manufacturing processes DDM20/RDM®61 is a legacy device.
established or introduced?
31 A.2.31: ISO/TR 24971 N.A.
Is successful application of the medical
device dependent on the usability of the
user interface?
32 A.2.31.1: ISO/TR 24971 N.A.
Can the user interface design features
contribute to use error?
33 A.2.31.2: ISO/TR 24971 Yes.
Is the medical device used in an
environment where distractions can cause | |he device is intended to be used by qualified professionals
use error? in a proper environment, as per relevant clinical protocol,
where distractions are negligible.
34 A.2.31.3: ISO/TR 24971 Yes.
Does the medical device have connecting
parts or accessories? The device is provided with two 30 G sterile needles, CE
marked and sterilized with ethylene oxide. The device shall
be used with one or two of the provided needles; the
connection between the needle and the syringe is standard
practice and very simple, and any incorrect connection is
easily avoided thanks to the Luer lock system. Usability test
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QUESTIONS FROM ANNEX A OF
ISO/TR24971:2020
# Answer

*QUESTIONS FROM PAR. 4.2.1 OF ISO
22442-1: 2020

was performed with professional users to support the

verification of the syringe and needle compatibility and use.

35 A.2.31.4: ISO/TR 24971 NA.

Does the medical device have a control

interface?
36 A.2.31.5: ISO/TR 24971 N.A.
Does the medical device display
information?
37 A.2.31.6: ISO/TR 24971 N.A.
Is the medical device controlled by a menu?
38 A.2.31.7: ISO/TR 24971 Yes.
Is the successful use of the medical device | The device shall be used by qualified professionals.
dependent on a user’s knowledge, skills Usability test was performed with professional users to
and abilities? support the verification of the syringe and needle compatibility
and use.

39 A.2.31.8: ISO/TR 24971 Yes.

Will the medical device be used by persons

with specific needs? The device is not used by end users with special needs (such

as disabled persons, the elderly and children and so on).

40 A.2.31.9: ISO/TR 24971 NA.

Can the user interface be used to initiate

unauthorized actions?

a1 A.2.32: ISO/TR 24971 NA.

Does the medical device include an alarm

system?

42 A.2.33: ISO/TR 24971 Yes.

In what ways might the medical device be
A deliberate misuse could include:

misused (deliberately or not)?
a) deliberate re-use;
b) deliberate injection is a site different from intradermic;

c) deliberate use of different needles than those provided with

the device;

d) deliberate re-sterilization;
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QUESTIONS FROM ANNEX A OF
ISO/TR24971:2020

*QUESTIONS FROM PAR. 4.2.1 OF ISO Answer
22442-1: 2020

e) deliberate use of the same device on different patients;

f) deliberate exposure of the device to temperature, light and
humidity conditions different from those set out by the

Manufacturer;

g) deliberate disassembling of the device;

h) deliberate mixing of the gel with other medical products;
i) deliberate administration of

excessive quantities of the product than those foreseen by

the relevant protocol;

1) use of the product in presence of damaged packaging;
m) deliberate off-label use;

n) deliberate use by not qualified personnel;

0) use after expiry date.

p) Errors in implant card filling

q) Implant card is readable and understandable by a lay person

43 A.2.34: ISO/TR 24971 NA.

Is the medical device intended to be mobile

or portable?

A.2.35: ISO/TR 24971 N.A.
Does the use of the medical device depend

44

on essential performance?

45 A.2.36: ISO/TR 24971 N.A.
Does the medical device have a degree of
autonomy?

A.2.37: ISO/TR 24971 N.A.

46
Does the medical device produce an output

that is used as an input in determining

clinical action?

47 |Can the design affect the safety and/or Yes.
performance of the device? The incorrect design in the selection of raw materials and/or

incoming controls can affect the safety of the device.
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Answer

The use of selected polynucleotides was defined to

guarantee safety and performance of the product.

48

Can manufacturing conditions affect the
safety and/or performance of the device
or can they make the device non-

compliant?

Yes.

is not manufactured under controlled
the
manufacturing of the medical device can affect seriously the

If the product

environment, qualified and validated processes

safety of the device.

49

Can the use of equipment and/or areas
unsuitable for the production process and
not adequately controlled affect the safety

and/or performance of the device?

Yes.
Missing validations can affect the safety, performance and
stability of the medical device, missing qualification of

equipment as well.

50

Are environmental controls necessary

during production?

Yes.
is not manufactured under controlled
the

manufacturing of the medical device can affect seriously the

If the product

environment, qualified and validated processes

safety of the device.

51

I1ISO 22442-1:
Can the animal derivative be subject to

risk related to bacteria, moulds or yeast?

Yes.
Contaminants on the finished material can cause infections.

TYMC and TAMC are tested on each single batch of
polynculeotides according to Ph.Eur.Curr.Ed.
For what concerns gonads, testing performed by suppliers on

transmissible agent are provided in Aftachment 3,

Substances of animal origin, Supplier Testing

52

ISO 22442-1:
Can the animal derivative be subject to

risk related to viruses?

Yes.

Contaminants on the finished material can cause infections.
As reported in Viral inactivation report, a GLP study was
conducted according to 22442-3 to verify the efficacy of the
manufacture process to inactivate viruses that can cause
infectious in fish and so can be present in the starting material
(Oncorhynchus mykiss male gonads) involved in medical

device product in agreement with ISO 22442-3.

53

1ISO 22442-1:
Can the device have risks related to TSE

agents?

Yes.
TSE transmission is excluded for the fish species as per
Regulation 722/2012, but the risk can derive from fish food

containing proteins from ruminant origin.
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QUESTIONS FROM ANNEX A OF
ISO/TR24971:2020

* *QUESTIONS FROM PAR. 4.2.1 OF ISO Answer
22442-1: 2020

The risk is mitigated by TSE-BSE free declarations provided by
supplier which confirm that fish feeds are sourced by European
Suppliers approved by EU Regulation.

Furthermore, declaration of ingredients that feed can

contains are also provided by suppliers. Documentation in
support is part of Quality risk management (QRM) of
suppliers and itis also provided in Attachment 3, Substances

of animal origin, FishFeed suppliers.

54 ISO 22442-1: Yes.

h ice h isks rel . . . . .
can the device have risks related to Bacterial endotoxin test is carried out for each production batch

undesired pyrogenic reactions? (according to Ph.Eur cur. ed)
Missing endpoints controlled according to ISO 10993-1:2018

can affect the safety of the medical device.

55 1ISO 22442-1: Yes, the device can develop allergic reactions.

Can the finished material itself causes Missing endpoints controlled according to ISO 10993-1:2018

immunological or toxicological reactions?| can affect the safety of the medical device.

56 |Can the device have chemical Yes.
alterations? Stability studies are performed to maintain the characteristics
of the medical device during the time without any alteration.

Incompatibility with non suitable disinfectants.

57|22442-2: 2020 Yes, missing controls in operations of controls on sourcing,

Are there any risks related to wrong collection and handling of polynucleotides can lead to product
contamination.

Risks of contamination are evaluated and controlled by control

measures listed in GSPR 13.2 (a)

controls on sourcing, collection and

handling of polynucleotides?
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7. RISK ANALYSIS METHOD AND CRITERIA FOR RISK ACCEPTABILITY
7.1. Analysis method

In order to identify known or foreseeable hazards under both normal and malfunction conditions relating to
the device, the team applies the brainstorming technique, using for guidance:

— The questions of Annex A to standard ISO/TR 24971 “Identification of hazards and characteristics
related to safety”, which has already been used to identify the devices’ features

— The questions of standard 1ISO 22442-1 “Medical devices utilizing animal tissues and their derivatives.
Part 1: Application of risk management”

— Requirements of standard ISO 22442-2 “Medical devices utilizing animal tissues and their derivatives
- Part 2:Controls on sourcing, collection and handling”

— Requirements of standard ISO 22442-3 “Medical devices utilizing animal tissues and their derivatives
Part 3: Validation of the elimination and/or inactivation of viruses and transmissible spongiform
encephalopathy (TSE) agents”

— The General Performance and Safety Requirements (GSPR) contained in Annex | of Regulation (EU)
2017/745 selected by Mastelli due to they are more restrictive than Essential Requirements set out in
Council Directive 93/42/EEC. For hazards, hazardous situations and harms related to information
reported in the instruction for use and labelling, both GSPR (for RDM61) and Essential Requirements
(for DDM20) are considered.

— “Disciplinare Tecnico per la Certificazione Play Sure Doping Free”, rev 04

— COMMISSION IMPLEMENTING REGULATION (EU) 2021/2226 of 14 December 2021 laying down
rules for the application of Regulation (EU) 2017/745 of the European Parliament and of the Council
as regards electronic instructions for use of medical devices (applicable only for RDM61 since DDM20
has a paper instruction for use included in the package)

— EN ISO 11607-1:2020/A1:2023 Packaging for terminally sterilized medical devices - Part 1:
Requirements for materials, sterile barrier systems and packaging systems and EN ISO 11607-
2:2020/A1:2023 Packaging for terminally sterilized medical devices - Part 2: Validation requirements
for forming, sealing and assembly processes

— MDCG 2019-8 v2 Guidance document: Implant Card relating to the application of Article 18 Regulation
(EU) 2017/745 of the European Parliament and of the Council of 5 April 2017

The experience gained with the device on the market in the post-production and production phase is also an

input for identifying the characteristics and hazards that may affect safety.

For each hazard, the manufacturer shall consider the reasonably foreseeable initiating circumstances (cause),
sequences or combinations of events that can result in a hazardous situation and the possible
consequences (harm)

Harms are identified based on the evidences in the clinical evaluation reported in the instruction for use and
are defined referring to the terminology in Annex E: IMDRF terminologies for categorised Adverse Event
Reporting (AER) - Health Effects - Clinical Signs and Symptoms or Conditions.

A Severity Index (Sl) is assigned to each harm, taking into account the severity of the harm that may be
caused to the patient or to the operator who uses the device and postulating that the harm is certain to occur.
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The following criteria are used in the assessment to assign the Severity index (Sl):
SEVERITY OF THE HARM

Classification Description Specific harms and risks’ Severity Index (IS)

Transmissible Spongiform Encephalopathy (TSE) 5
or BSE infections;

Severe allergic reactions, including anaphylactic

shock

Cancerogenic

Mutagenic effects

Reproductive toxicity

Catastrophic Results in death/Loss of property or

irreversible environmental damage

Critical Results in permanent impairment or ~ Endocrin interference 4
irreversible injury/Devastating
property damage or environmental
damage
Serious Results in injury or impairment Hypersensitivity/Allergic reaction 3
requiring medical or surgical Skin Infection and inflammation
. . ) Granuloma
intervention/Major property or Rash
environmental damage Doping effects
Minor Results in temporary injury or Bleeding 2
; f i f Ecchymosis
|mpe!|rme.>nt not rgqumng medical or Skin Discoloration
surgical intervention/ Minor property | oca induration
or environmental damage Erythema
Edemalredness/swelling
Papules
Welts (wheals)
Redness
Negligible Results in inconvenience or Burning or hot sensation 1

The Manufacturer has identified the following source of information for the severity scores:

temporary discomfort/ Less than
minor property or environmental
damage

hematomas/ small blood effusion
ltching Sensation

Pain

Paresthesia

Table 1. Severity Index (Sl)

- Usability and professional training
- Clinical investigation and/or surveys

- Scientific and clinical evidence including similar devices (such as publications)
- Experts’ opinions (if any).

Several possible causes may be identified for each potential harm, each one of which with its own probability
of occurring. It is, therefore, appropriate to take into consideration all potential causes, applying to each one
its own Probability Index (PI) by virtue of the experience and knowledge acquired with regard to the product
covered by the analysis, its intended purpose and the adequacy of the environments and of the personnel
tasked with use. The probability of occurrence of a harm is expressed as single probability, which is the
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combination of the probability of a hazardous situation occurring and the probability of the hazardous situation
leading to harm. The probability must be calculated over the entire working life of the device.

The Manufacturer has defined 5 (five) semi quantitative probability levels as follow:

FREQUENCY OF OCCURRENCE OF THE HARM

Probability Probability range Description Probability Index
(common terms) (P) (PI)
Frequent P=1073 1 event for 1.000 units 5
Probable 10#<P <1073 1 event between 1.000 and 10.000 units 4
Occasional 10°%<P <10 1 event between 10.000 and 100.000 units 3
Remote 108<P <10 1 event between 100.000 and 1.000.000 units 2
Improbable P<10°% 1 event over 1.000.000 units 1

Table 2. Probability Index (PI)
The Manufacturer has identified the following source of information for the probability scores:

- Data from production

- Results from audits and/or internal investigations

- Data from PMS and PMCF activities such as: data from complaints and/or incidents and/or any
other issue related to the device

- Usability and professional training

- Clinical investigation and/or surveys

- Data from public databases and/or registries

- Data relating to similar devices already available on the market

- Scientific and clinical evidence (such as publications)

- Experts’ opinions (if any).

When the Probability Index (PI) for each cause of potential hazard is established, its severity is expressed with
its Sl, thus obtaining the Risk Index (RI) formulated as follows:

RI =Sl x Pl
On the scale adopted, the risk may have values between 1 and 25.
8. POLICY FOR ESTABILISHING THE CRITERIA FOR RISK ACCEPTABILITY

Given the definition of RISK as “combination of the probability of occurrence of harm and the severity of that
harm”, the indexes associated to each previously identified hazard are used for the risk assessment.

8.1. Purpose

The purpose of the policy is to provide guidance for establishing the criteria for risk acceptability. These criteria
are used in the evaluation of residual risks associated with the devices manufactured by Mastelli. The criteria
will ensure that the devices have a high level of safety consistent with stakeholder expectations.

8.2. Scope
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This policy applies to all persons involved in establishing, reviewing, updating, and approving the criteria for
risk acceptability in risk management plans for devices designed, developed and/or manufactured by Mastelli.

8.3. Factors and considerations for determining acceptable risk

The following factors and considerations are taken into account for establishing the criteria for risk
acceptability:

a) Applicable regulatory requirements in the Territory (EU and extra-EU) where the device is to be
marketed;

b) Relevant international standards for the particular type of device;

c) The generally acknowledged state of the art, which can be determined from a review of best practices
in technology or other information for similar devices;

d) Concerns and feedback from clinicians, consumers, regulatory bodies, or through indirect
communication via news reports, social media or consumer forums.

The Risk acceptability Matrix (Table 3) allows to establish the risk priority level for each failure mode, by
combining the severity of the consequence(s) related to failure mode (X-axis) and the probability of occurrence
of each failure mode (Y-axis).

Severity Index

RISK

INDEX 2 1
10 5
8 4
6 3

Probability Index

Table 3. Risk acceptability matrix for the risk evaluation

The criteria for risk acceptability are recalled in the Risk Acceptability Matrix reported by the
different colour of the cells:

e Green cells = the risk is ACCEPTABLE (1 <RI <4)

. = the risk is (5=<RI=12)

o Red cells = the risk is NOT ACCEPTABLE (15 < RI £ 25)

8.4. Outcome of the risk evaluation

The outcome of the risk evaluation can be one of the following:

» |[f the risk evaluation determines that the Rl is ACCEPTABLE, an evaluation will be performed to
establish whether risk control measures would adversely affect the benefit-risk ratio. If so, then no
risk control measures will be implemented, and the risk will be treated as a residual risk.

o |If the risk evaluation determines that the Rl is , the Risk Management Team will proceed with
the risk control activities (see paragraph 9 below).

e Analogously, if the risk evaluation determines that the RI is NOT ACCEPTABLE, then the Risk
Management Team will proceed with the risk control activities (see paragraph 9 below).
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9. RISK CONTROL
9.1. Approaches to risk control

The approach to risk control is defined according to the requirements of Annex | (General Performance and
Safety Requirements, GSPR) of the EU Regulation 2017/745: risks are reduced as far as possible without
adversely affecting the benefit-risk ratio. Consideration is given to whether technically practicable measures
would reduce the risk without impacting the intended use or the benefit of the medical device.

9.2. Implementation of risk control measures
As per Regulation 2017/745, the risk control measures are selecting in the priority order from point (a) to (c):
(a) eliminate or reduce risks as far as possible through safe design and manufacture;

(b) where appropriate, take adequate protection measures, including alarms if necessary, in relation to risks
that cannot be eliminated,;

(c) provide information for safety (warnings/precautions/contra-indications) and, where appropriate, training to
users.

Once risks have been reduced as far as possible and controlled through appropriate risk control measures,
the risks that may arise from these risk control measures is assessed as well as any risk that remain is defined
as residual risk.

In the risk control phase, the above listed cases may occur and may require the implementation of suitable
risk control/reduction measures:

CASE 1. The calculated RI value falls into the ACCETTABLE risk area (green cells) and the team has
identified no further risk reduction measures that may be implemented without affect the risk/performance ratio.

In this case, the residual risk, which would be the same as the initial risk, may be considered
acceptable.

In any case, even if the Rl value falls into the ACCETTABLE risk area (green cells), the Risk Management
Team can evaluate to implement further control measures to further reduce RI value as long as they do not
induce new risks and do not compromise the performance / risk ratio.

CASE 2: The calculated RI value falls in the NON ACCETTABLE risk area (red area) and the team has
identified no further risk reduction measures. In this case, the residual risk, which would be the same as
the initial risk, is considered unacceptable. The project must be revised, and appropriate modifications
must be planned and implemented to continue the device’s development.

CASE 3: The calculated RI value falls into the AFAP risk area (yellow area) and the team has identified risk
reduction measures so that the calculated RI value falls into the green area. In this case, the risk is
considered acceptable if the implementation of risk reduction measures deemed appropriate do not
compromise the performance / risk ratio and introduce new risks; As such no further reduction measures
might be needed and the team may proceed with overall residual risk assessment.

CASE 4: The calculated RI value falls in the NON ACCETTABLE risk area (red area) but the team has
identified risk reduction measures so that the calculated RI value falls into the yellow area. In this case, if
not other risk reduction measures can be introduced to further reduce the Rl value to an ACCETTABLE
level, the selected reduction measures are implemented, and the team may proceed with overall
residual risk assessment. As reported in the above-cited cases, risk control measures are implemented
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when the Risk Management Team has verified that they do not induce new risks and do not compromise the
performance / risk ratio.

9.3. Verification activities

For each risk control measure implemented, each department manager working in the area to which the control
measure relates is responsible for verifying that the said measure has been implemented.

To verify the effectiveness of risk control measures, an EFFICACY INDEX (EI) can be used to quantify the risk
reduction achieved by implementing the control measures chosen:

EFFICACY OF THE SOLUTION ADOPTED TO REDUCE THE RISK

Classification Description Efficacy Index
(E1)

None No action/control taken 1

Limited The control measures are just informational for safety 0,8

The nonconformity is identifiable with the final / release controls

Good The control measure is documental 0,6
Safe or compliant with The process and the product are under control by validation and 0,3
international standards testing performed in conformity to international standards /

(harmonised or not) and guidelines/accredited laboratories

MDCG guidelines (*) The control measures are inherent safe by design

Table 5. Efficacy Index (El)

(*) the manufacturer considers the MDCG guidelines and not-harmonised standards as representative of the state of the
art.

The assessment of the efficacy of each control measure may be qualitative and based on the experience of
the team’s members in the field of application of the device covered by the analysis or based on the data
collected with the activities and research performed in the earlier stages of device development.

9.4. Residual risk evaluation

Following the application of the control measures, the Residual Risk Index (RRI) is calculated using the
formula (1a)
(1a) RRI = Sl x (Pl x El)

If more than one risk control measures (rcm) are applied to a single hazard, (rcm1 ... rcmn), the residual risk

will be calculated using formula (1b):

(1b) RRI = Sl x (Pl x (Ell +r..l.+ Eln))

Where El1 ... Elnare the efficacy indexes of each risk control measure applied rcm+ ... remn.
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Residual risk is judged according to the CASEs reported in Section 9.2.

9.5. Benefit/Risk analysis

For all risks and hazardous situations, the Risk Management Team evaluates that performance linked to the
intended use of the device outweigh the residual risks. Performance analysis is also evaluated basing on the
knowledge on device design as well es all the information collected in the clinical evaluation and post-market
clinical follow up such as experience gained with its use in time, information pertaining to similar devices and
literature review on the state of the art. In the case these evidences were not enough to support that
performances outweigh the residual risks, then the Risk Management Team shall plan appropriate
modifications to be implemented to continue the device’s development.; otherwise, the residual risk cannot be
considered acceptable.

10. OVERALL RISK ASSESSMENT

In addition to the assessment of the acceptability of the residual risks obtained, following the implementation
of the risk control measure and the assessment of its efficacy, the team must assess whether such risk control
measure introduced new risks, and, where necessary, manage such risks in accordance with this plan.

If all the risks identified have been managed and reduced to an acceptable or AFAP risk level, and, furthermore,
no other risk reduction measures may be implemented without compromising the performance / risk ratio, the
risk management team must assess the overall residual risk and its acceptability.

In this stage, the team is required to look at the residual risks from a wider perspective, to be able to judge the
device as a whole. The overall residual risk assessment is performed by members of the team with the
knowledge, experience and authority to perform such task.

The team then ensure that all residual risks are acceptable, and, subsequently, perform a qualitative analysis,
by answering the following questions:

QUESTION ANSWER

Can the combined risk of multiple hazardous events that may occur sequentially or O o
simultaneously become unacceptable due to an increase in the overall probability or YES NO
severity of the consequences of the events?

When hazardous events occur simultaneously, is it impossible to execute the O |
corresponding control measures simultaneously? YES NO
Do the residual risks exceed the overall performance taking into account the intended O o
purpose of the device? YES NO
Have new risks or hazardous situations been introduced by the risk control measures O O
implemented? YES NO

Table 5 - Questions for the qualitative assessment of the overall residual risk

If the answer to even one of the questions in table 5 is “YES”, the risk management team must reassess each
individual hazard, the corresponding risks and the control measures adopted. If, after reviewing the individual
hazards, the related risks and the risk control measures, the quantitative and qualitative assessment does not
yet indicate that the overall residual risk is acceptable, then the overall residual risk must be deemed to be
unacceptable, and the performance / risk ratio must be deemed to be unfavourable. Consequently, the
manufacturer Mastelli must interrupt the design and/or production of the device covered by the assessment.
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If all the answers in table 5 are “NO”, the overall residual risk is judged acceptable, and the manufacturer shall
inform users of significant residual risks. The risk management team shall reply to the following questions
which complete the risk analysis:

Disclosure and monitoring of residual risks:

Which residual risks must be disclosed?

What information must be included in the accompanying documents (for example, the IFU) of the
device in order to disclose the residual risks?

Which residual risks must be monitored through active post-market surveillance (active PMS) and,
specifically, which ones must be monitored with a PMCF?

Table 6 - Questions for the completion of the analysis and the disclosure of residual risks

11. COLLECTION OF PRODUCTION AND POST-PRODUCTION INFORMATION

Mastelli has established, documented and maintained a system to actively collect and review information
relating to the device in the production and post-production phases.

Outputs collected by the involved Departments in the risk management process can came from:

Deviations and/or technical complaints-production non-conformities

Preventive or Corrective Action

Feedback and complains from users, distributors and importers

Results of internal and external audits including third parties-

Information generated through incidents directly from the user or patient

information relating any statistically significant increase in the frequency or severity of incidents that are
both serious and not serious incidents that could have a significant impact on the performance - risk
analysis of the product

Usability reports and professional training

Clinical investigation and/or surveys carried out with PMCF activities

Literature review including similar devices

Published adverse event reports for similar devices (e.g FSCN and FSN)

All production and post-production information is reviewed annually during the Management Review.

All the above information is reviewed for possible relevance to safety, especially whether:

previously unrecognized hazards or hazardous situations are present;
an estimated risk arising from a hazardous situation is no longer acceptable

occurs any statistically significant increase in the frequency of incidents that are not serious incidents
or that are expected undesirable side effects that could have a significant impact on the performance-
risk analysis

the overall residual risk is no longer acceptable in relation to the performance of the intended use; or

the generally acknowledged state of the art has changed.

If the collected information is determined to be relevant to safety, the following actions apply:

e Concerning the particular device: the Manufacturer reviews the risk management documents and

determines if reassessment of risks and/or assessment of new risks is necessary; if a residual risk is
no longer acceptable, the impact on previously implemented risk control measures shall be evaluated
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and should be considered as an input for modification of the device; the manufacturer should consider
the need for actions regarding devices already on the market; and any decisions and actions is
recorded in the risk management documents.

e Concerning the risk management process: the manufacturer evaluates the impact on previously
implemented risk management activities; and the results of this evaluation shall be considered as an
input for the review of the suitability of the risk management process by top management.
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RISK MANAGEMENT REPORT

The risk analysis was conducted by the risk management team in accordance with standard EN I1SO
14971:2019/A11:2021 integrated with the provisions of ISO 22442-1:2020 applicable to devices manufactured
utilizing materials of animal origin or derivatives, which are non-viable or have been rendered non-viable and
has been drawn up in consideration of ISO/TR 24971:2020.

The risk management team consisted of the following members, in accordance with the plan:

Date

10/06/2025

10/06/2025

10/06/2025

10/06/2025

10/06/2025

10/06/2025

10/06/2025

10/06/2025

10/06/2025

10/06/2025/06/2025

Role

Medical Expert

Medical Department

Marketing Department

Regulatory Affairs
(RA Team)

Quality Assurance

R&D Department

Quality Control

Manufacturing
Department

Packaging and
Serialization Specialist

Warehouse

Personnel

Giulia Cattarini Mastelli

Valerio Galbiati

Bernadette Nomis Di

Pollone

Cristina Cavalli
Cristiana Capra

Maria Teresa Palmieri

Silvia Coscia

Paola Di Michele

Fabio Carlo Vecchio

Elio Nobile

Luca De Lisi

Simone Cirigliano

Process stage

Use in medical practice, including
performance, hazardous situations and
possible harm in such therapeutic area

Clinical evaluation methodologies in
such therapeutic area

Use in medical practice, including
performance, hazardous situations and
possible harm

Inputs on risks deriving from the
market

All Risk Analysis stages and regulatory
aspects

Quality Assurance management
systems and practices

Hazards and risk control measures in
relation to Design

Hazards and risk control measures in
relation to quality control testing

Hazards and risk control measures in
relation to production

Hazards and risk control measures in
relation to packaging and information
on artworks

Hazards and risk that can occur during
in-house storage
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Documentation certifying education and skills of members of the risk management team is enclosed in annex
1.

2. CONTRIBUTION OF THE INFORMATION FROM PRODUCTION AND POST-PRODUCTION
ACTIVITIES

RDM®61 is the MDR version of a legacy device DDM20 PLINEST.

In this risk analysis, the collected post-market data on the device DDM20 PLINEST was taken into
consideration.

The information in the PERIODIC SAFETY UPDATE REPORT (PSUR) document (reference number: PSUR
2024 _DDM20-RDM61-4, reference period: year 2024) has been assessed for possible relevance to safety.

The above mentioned PSUR contains the device history data collected from post-market surveillance activities
performed on the Legacy device certified according to Directive 93/42/EEC, prior to the date of application of
the MDR, until 31 December 2024.

The Total Number of devices placed on the market in 2024 (since first marketing of the product) were 384.536
and 815.366 from the first availability on the market (2005).

In the reporting period:

e No feedback and complaints from users, distributors and importers during the reporting period have
been received.

¢ No technical complaints — production non conformities have been received during reporting period

e No serious product-related incidents have occurred from the date of first placing on the market to the
date of the report.

e No trends were observed.
Basing on above-cited PSUR a total of 10 known, undesirable side effects that were not serious, and classified
at least as possibly related to the product of which Mastelli is the manufacturer, derived from passive
surveillance were reported by users during the reporting period. Details are reported in the pertaining PSUR
at section “Non-serious incidents and side-effects”.

After post-market data analysis, the PSUR concluded that:
- The expected clinical performance of the device was confirmed.
- No new risks (not previously identified) emerged in the post-market phase.
- No new risks emerged from evaluation of similar devices.
- Allrisks addressed in the risk management document has been confirmed.
- No new, previously unknown side effects emerged.

- The contraindications and/or undesired effects already identified and reported in the instructions for
use revealed to be complete and adequate.

- Noincorrect uses of the device emerged.

- The product still complies with the intended use, indications and characteristics of the previous version
of the package leaflet/label.

- The effectiveness and safety of the device was confirmed.

Therefore, it can be concluded that:
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Question Answer / notes

X O  The following new risks were assessed in this

YES NO revision:
-implant card filling by user and redability of IC by
lay person according to MDCG 2019-8 v2
- risks related to presence of WADA list substances
in the finished material and Cross-contamination
with WADA list substances according to Disciplinare
Tecnico per la Certificazione Play Sure Doping Free
-Risks related to 22442-2 and 22442-3 requirements
-ISO 11607 and transport risks-related

Have new hazardous situations been recognised?

Is any risk (probability or severity) deriving from a O X

hazard changed? YES NO

is there any risk control measure that needs to be O X

reassessed? YES NO

is there any need for any new risk control X O  New risk controls measures related to above-cited
measure? YES NO new risk were considered

The risk analysis that follows takes into consideration the results of the above assessment and the
implemented risk control measures (if any).
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3. IDENTIFICATION OF KNOWN OR FORESEENABLE HAZARD, BOTH IN NORMAL AND FAULT CONDITIONS, RISK ANALYSIS, RISK AND RESIDUAL RISK

ACCEPTABILITY
To identify hazards and hazardous situations related to the device the he General Performance and Safety Requirements (GSPR) listed in Annex | of Regulation (EU) 2017/745 were used as
a guide:
RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS Hé\RIM I‘BlﬁMAgE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD SITUATION A(s)soglATE%c':'o Sl CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
|. GENERAL REQUIREMENTS
5 5. In eliminating or reducing risks related to use Performance | the device is H‘r/perzerr‘]sm"ity/a”ergi 3 | Inadequate design of labels 2 6 a) Apply the design 2,5 | R&D Dept.
error, the manufacturer shall: (use error) not ergonomic | groacioma and IFU (unclear / requirements of the internal Marketing Dept.
. : insufficient /complicated procedure DOC RAD05 Medical Dept.
5 (a) (a) reduce as far as possible the risks related to Rash I > p (RAD) RAD Dent
the ergonomic features of the device and the Bleed information). Packagir?g. and
N ) . S eeding
gg‘ﬂ;gg%‘g n ‘]f‘(’)';'cgtfgﬁtdg;e )'Sa':ze”ded to Ecchymosis 2 3 6 | _uUsability Test Report(TF 2,5 | serialization
gnforp Y) Skin discoloration Att.9 Pre-clinical\Usability) | 0,3 Specialist
Local induration (TF Att.9 Pre-
Erythema clinical\Usability)
Edema / redness / -BEP&BER and pre-clinical
swelling tests TF Att.9 Pre-
Papules clinical\Biocompatibility 03
Welts (wheals) - Clinical Evaluation/PMCF
Burni hot Report (TF Att. 11 clinical
s::;:tigo(r:r ° 1 4 4 evaluation and post 0.3 1,7
Pain: marketing
Hem’atomas surveillance\CLEV, PMCF)
ﬁg}?: blood effusion c) Instruction for use and
Poroahosi Attachment to IFU
aresthesia 0,8

(TF Att.12 Labelling &
artwork\labelling)

The product must only
be  administered by
authorized personnel
compliance with local
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS H':C?IMC{WEIQ'(\;’I%&E a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD Si CAUSE Pl RI b) Manufacture El RRI
R lati EU) 2017/745 SITUATION ASSOCIATED TO
of Regulation (EU) THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
legislation, expert and
who knows the correct
procedures for carrying
out the various phases of
treatment”
MDCG 2019-8 v2, Section 7: Performance | lack of safe and | Severe allergic 5 | Inadequate design of IFU 1 5 a) Apply the design 2,3 | RAD Dept.
As part of the risk management, the (instructions effective reactions, including and Implant Card (unclear / requirements of the internal Packaging and
manufacturer has to investigate, by means of an | and symbols assistance anaphylactic shock insufficient /complicated péc';cgdure DOC RADO5 Serialization
ergonomic analysis or ergonomic usability test are not during an information). ( ) Specialist
procedure, if the provided instructions are sufficient to emergency - Usability Test Report (TF
sufficient to enable the health professional to enable the serious e port { 0.3
Jincident Att.9 Pre-clinical\Usability) )
complete the IC correctly health L
rofessional -Readability test of Implant
‘t)o complete Card for lay person (TF Att.9

Pre-clinical\Usability)
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD T FooamT R | sl CAUSE Pl | RI | b)Manufacture El | RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
the IC Hypersensitivity/All 3 2 6 0,3 2,8
correctly) ergic reaction d)Instruction for use
Skin Infection and reporting that
inflammation The user must then fill in the
Implant card lack of safe and Rash implant card by referencing
pis not eff_ett:hve the key at the end of the
assistance instructions for use - that
readable and during an comply with MDCG 2019-8 | 0.8
understandab | emergencyseri v2 and EN ISO 15223-
le by a lay ous lincident 1:2021-. Finally, the user
person must remove the traceability
label from the blister pack,
affix it to the implant card in
the dedicated box and hand
it to the subject.

5(b) |(b) give consideration to the technical Performance | inadequate use | Severe allergic 5 |Inadequate design 2 10 a) Apply the design 4,6 R&D Dept.
knowledge, experience, education, training and by unskilled reactions, including (inadequate identification of requirements of the internal Marketing Dept.
use environment, where applicable, and the user anaphylactic shock user training needs, and/or procedure DOC RADOS RAD Dept.
medical and physical conditions of intended use environment) (RAD) Medical Dept
vl (des')gn forlay, professional, disabled or deliberate | Hypersensitivity/All | 3 2 6 | - Usability Test Report (TF 2.8 | Packaging and
other users). ) . : ) d

misuse ergic reaction Inadequate design of labels Att.9 Pre-clinical\Usability 0,3 Serialization
Skin Infection and and IFU (Lack of information - Clinical Evaluation/PMCF Specialist
inflammation on qualifications of the user Report (TF Att. 11 clinical
use of the in the IFU lear / !
device in Granuloma in the [FU, unclear evaluation and post
Rash complicated labelling) 0,3
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RISK CONTROL
MEASURES APPLIED
) INVOLVED
Applicable General Performance and Safety HAZARDOUS H':C?IMC{WEIQ'(\;’I%&E a) Design DEPARTMENT
Requirements (GS_PR) contained in Annex | HAZARD SITUATION ASSOCIATED TO Si CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
inadequate Bleeding 2 3 6 marketing 238
environment Ecchymosis surveillance\CLEV, PMCF) ’
Skin Discoloration
c) Instruction for use and
Local induration Attachment to IFU
(TF Att.12 Labelling &
Erythema artwork\labelling)” The
Edema/redness/sw product must only be 0,8
elling administered by authorized
personnel compliance with
Papules local legislation, expert and
Welts /Wheals) who knows the correct
procedures for carrying out
Redness the various phases of
Burning or hot 1 3 3 treatment 1,4
sensation
hematomas/ small
blood effusion
Itching Sensation
Pain
Paresthesia
Misleading Package Wrong/expired 3 | Inadequate design of labels 3 9 a) Apply the design 4.5
information labelling gone, | device used that and IFU (misleading g‘-‘rgg'ergmznésocg gz[')”ggmal
not legible, or | can lead to skin information and package
misla?belled infection and labelling is mislagelled? (iAD) o ]
. inflammation: -Assessment of compliance
Wrongfexpired 0 EN 1SO 11607:2020 Part | 06
identified 1and 2 (TF Att.6
Manufacturing process\Part 0.3
E Manufacturing process &
validation)
- Usability Test Report (TF 03

Att.9 Pre-clinical\Usability)
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

c)Instruction for use

(TF Att.12 Labelling &
artwork\labelling) indicating
that the content of the
syringe is sterilized by moist
heat and the prefilled
syringe is disposable. IFU
reports also indications
about how to handle the
product safely as well as
storage conditions and
warning in case packaging
damage

Labelling that clearly identify
expiry date and the
characteristics of the device

(TF Att.12 Labelling &
artwork\labelling)

0,8

6. The characteristics and performance of a
device shall not be adversely affected to such a
degree that the health or safety of the patient or
the user and, where applicable, of other persons
are compromised during the lifetime of the
device, as indicated by the manufacturer, when
the device is subjected to the stresses which can
occur during normal conditions of use and has
been properly maintained in accordance with the
manufacturer's instructions.

Biological and
chemical
agents

degradation of
device
characteristics
during the
lifetime of the
device

Hypersensitivity/
allergic reaction
Skin Infection and
inflammation

Inadequate design (lack of
evaluation of the shelf life/
stability conditions of the
device and handling of the
product).

Inadequate design of the
packaging

Inadequate design of labels
and IFU (unclear /
insufficient /complicated
information, unclear and
incomplete instructions

a) Apply the design
requirements of the internal
procedure DOC RADO5
(RAD)

-Assessment of compliance
to EN ISO 11607:2020 Part
1and 2 (TF Att.6
Manufacturing process\Part
E Manufacturing process &
validation)

- Transportation test report
(1250326 BOX A_lsta_2A)
(TF Att.6 Manufacturing

0,6

0,3

3.7

QA Dept.
QC Dept.
R&D Dept.
Warehouse
Manuf Dept.
RAD Dept.
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RISK CONTROL
MEASURES APPLIED
) INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | | HAZARD FOLLOWINGOR | sI CAUSE Pl | Rl | b)Manufacture El | RRI
£ Requlation (EU) 2017/745 SITUATION ASSOCIATED TO
of Regulation (EU) THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
about storage conditions and process\Part E process
handling of the product). validation) 0,3
Microbial Weak seal Skin infection and 3 | Inadequate design (lack of 2 6 3.7 Manuf Dept.
contamination created inflammation; evaluation of the shelf life/ - Stability study (TF Att. 9 QA Dept
Microbes enter stability conditions of the Pre clinical\Stability) 0,3 QC Dept
i device). RAD Dept.
packaging post . Wareh
sterilization - Plinest stress tests (TF Att. arehouse
Microbes Inadequate design of the 9 Pre clinical\Stability) 03
coréta\rl?lnate packaging -Usability test report (TF
evice Att.9 Pre-clinical\Usability)
User does not Inadequate design of labels
detect breach and IFU (unclear / b)Manufacturing process
insufficient /complicated validation of finished product
information, unclear and and packaging validation (TF
incomplete instructions Att.6 Manufacturing
about storage conditions and process\Part E process 0,3
handling of the product). validation)
- CoA of finished product
(TF Att. 6 Manufacturing
process\Part F control for
final release) 0,8

c) Instruction for use

(TF Att.12 Labelling &
artwork\labelling) indicating
that the content of the
syringe is sterilized by moist
heat and the prefilled
syringe is disposable. IFU
reports also indications
about how to handle the
product safely as well as
storage conditions and
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HAC?MA DA'(‘;"'gGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD ST ASSOAATED TS Sl CAUSE Pl | Rl | b)Manufacture El | RRI
f Regulation (EU) 2017/745 ;
ofReg THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
warning in case packaging
damage.
Adverse Packaging Non-functional 3 | Inadequate design (lack of 2 6 a) Apply the design 2,3 Manuf Dept.
environmental system device used that evaluation of the shelf life/ requirements of the internal QA Dept
, processing protection can lead to (k) stability conditions of the procedure DOC RADO5 QC Dept
and use inadequate | infection (including device and handling of the (RAD) RAD Dept.
conditions Device skin infection for product).). - Assessment of compliance 0,6 Warehouse
Do, | Sh ey B0 iy b
Damage not inflammation: Inadquate design of the Manufacturing process\Part
detected packaging E Manufacturing process &
validation)
Inadequate design of labels - Transportation test report
and IFU (unclear / (1250326 BOX A_lsta_2A)
insufficient /complicated (TF Att.6 Manufacturing 0,3
information, unclear and process\Part E process
incomplete instructions validation)
about storage conditions). »
- Stability study (TF Att. 9 0,3
Pre clinical\Stability)
- Plinest stress tests (TF 0,3
Att. 9 Pre clinical\Stability)
- Usability Test Report 0,3
(TF Att.9 Pre-
clinical\Usability)
0,3
- Qualification and
monitoring of packaging
suppliers according to
approved internal 0,3

procedures + QRM of
suppliers including all
declarations (SOP)
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture

of Regulation (EU) 2017/745 THE HAZARD c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

b)Manufacturing process
validation of finished product
and packaging validation
(TF Att.6 Manufacturing
process\Part E process
validation)

- CoA of finished product
(TF Att. 6 Manufacturing
process\Part F control for
final release)

d) Instruction for use

(TF Att.12 Labelling &
artwork\labelling) indicating
that the content of the
syringe is sterilized by moist
heat and the prefilled
syringe is disposable. IFU
reports also indications
about how to handle the
product safely as well as
storage conditions and
warning in case packaging
damage

0,3

0,3

0,8

a) Apply the design
requirements of the internal
procedure DOC RADO5
(RAD)

- Assessment of compliance
to EN ISO 11607:2020 Part
1and 2 (TF Att.6
Manufacturing process\Part
E Manufacturing process &
validation)

- Stability study (TF Att. 9
Pre clinical\Stability)

Misleading
information

Package
labelling gone,
not legible, or

mislabelled
Wrong/expired
device not
identified

Wrong/expired 3
device used that
can lead to skin
infection and
inflammation;

Inadequate design of labels 3 9
and IFU (misleading
information and package
labelling is mislabelled)

0,6

0,3

3.9

Manuf Dept.
QA Dept
QC Dept
RAD Dept.
Warehouse
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RISK CONTROL
MEASURES APPLIED

Applicable General Performance and Safety HARM / DAMAGE a) Design
Requirements (GSPR) contained in Annex| | HAZARD | HAZARDOUS | FOLLOWINGOR | g CAUSE Pl | Rl | b)Manufacture

SITUATION ASSOCIATED TO

of Regulation (EU) 2017/745 THE HAZARD c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

-Usability test report(TF
Att.9 Pre-clinical\Usability)

b)Manufacturing process
validation of finished product
and packaging validation
(TF Att.6 Manufacturing
process\Part E process
validation)

- CoA of finished product
(TF Att. 6 Manufacturing
process\Part F control for
final release

d) labelling

(TF Att.12 Labelling &
artwork\labelling) that clearly
identify expiry date and the
characteristics of the device

0.3

0.3

0.3

0.8
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE

FOLLOWING OR
ASSOCIATED TO
THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

7. Devices shall be designed, manufactured
and packaged in such a way that their
characteristics and performance during their
intended use are not adversely affected during
transport and storage, for example, through
fluctuations of temperature and humidity, taking
account of the instructions and information
provided by the manufacturer.

Biological and
chemical
agents

degradation of
device
characteristics
during transport
or storage

creation of air
bubbles during
production

Hypersensitivity/All

ergic reaction

Infection and
inflammation

Inadequate design (lack of
evaluation of the shelf life/
stability conditions of the
device, lack of evaluation of
the transport conditions for
the device).

Inadequate design of the
packaging

Inadequate design of labels
and IFU (unclear /
insufficient /complicated
information, unclear and
incomplete instructions
about storage conditions).

a) Apply the design
requirements of the internal
procedure DOC RADO5
(RAD)

- Stability study (TF Att. 9
Pre clinical\Stability)

- Transportation test report
(1250326 BOX A_lIsta_2A)
(TF Att.6 Manufacturing
process\Part E process
validation)

- Usability test report (TF
Att.9 Pre-clinical\Usability)

- Plinest stress tests (TF
Att. 9 Pre clinical\Stability)

-SDS of finished product (TF
Att.3)

&Quality technical
agreement with distributor
(QMS)

b)Manufacturing process
validation of finished product
and packaging validation
(TF Att.6 Manufacturing
process\Part E process
validation)

-Report absence of risk
about presence of air
bubbles

0,3

0,3

0,3

0,3

0,6

0,3

0,6

3,5

QA Dept.
QC Dept.
R&D Dept.
Warehouse
RAD Dept.

Microbial
contamination

Weak seal
created

Contaminated

device that can lead

a) Apply the design
requirements of the internal

3,2

Manuf Dept.
QA Dept
QC Dept
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

Microbes enter
packaging post
sterilization
Microbes
contaminate
device

to skin infection and
inflammation;

Inadequate design of the
manufacturing process and
packaging

procedure DOC RADO5
(RAD)

- Assessment of
compliance to EN ISO
11607:2020 Part 1 and 2
(TF Att.6 Manufacturing
process\Part E
Manufacturing process &
validation)

- Stability study (TF Att. 9 Pre
clinical\Stability)
- Transportation test report
(1250326 BOX A_lIsta_2A)
(TF Att.6 Manufacturing
process\Part E process
validation)

- Plinest stress tests (TF
Att. 9 Pre clinical\Stability)

- Qualification and monitoring
of packaging suppliers
according to approved
internal procedures + QRM
of suppliers including all
declarations (SOP)

b)Manufacturing process
validation of finished product
and packaging validation (TF
Att.6 Manufacturing
process\Part E process
validation)

0,6

0,3

0,3

0,3

0,3

0,3

RAD Dept.
Warehouse

RAD Dept
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

- CoA of finished product (TF
Att. 6 Manufacturing
process\Part F control for
final release)

0,3

Adverse
environmental
, processing

conditions

Damage not
detected

Inadequate or
uncontrolled
manufacturing
process
including the
work
environment

Non-functional
device used that
can lead to (k)
infection (including
skin infection) and
inflammation;

Inadequate design of the
manufacturing process
packaging

Inadequate qualification of
equipment and
manufacturing environment

a) Apply the design
requirements of the internal
procedure DOC RADO5
(RAD)

- Assessment of compliance
to EN ISO 11607:2020 Part
1and 2 (TF Att.6
Manufacturing process\Part
E process validation)

- Stability study (TF Att. 9
Pre clinical\Stability)

b) Manufacturing process
validation of finished product
and packaging validation
(TF Att.6 Manufacturing
process\Part E process
validation)

-- qualification of equipment
and Manufacturing
Environment (class C)
(QMS)

- CoA of finished product
(TF Att. 6 Manufacturing
process\Part F control for
final release)

d) Instruction for use

(TF Att.12 Labelling &
artwork\labelling) indicating
that the content of the

0,6

0,3

0,3

0,3

0,3

0,8

3,9

Manuf Dept.
QA Dept
QC Dept
RAD Dept.
Warehouse

Mastelli Srl — Sede Legale: Via Bussana Vecchia 32 — Sede Amministrativa: Via Armea 90 — Tel +39 0184 5111 — 18038 SANREMO IM — info@mastelli.com — C.F. e P.I. : IT 00069630085

C.C.ILAAA. Imperia n° 26304 — Capitale Sociale euro 338.171,04 i.v. — Reg. Trib. Sanremo n. 994 Fasc. 227




44 Revision Date 10/06/2025
°
/‘»/\ M ‘e Stel I | RISK ANALYSIS AND RISK
MANAGEMENT RS
Document code: DDM20/RDM61 Page 44
RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD HOCLOWINGIOR Sl CAUSE Pl | RI | b)Manufacture El | RRI
§ o / SITUATION ASSOCIATED TO
of Regulation (EU) 2017/745 THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
syringe is sterilized by moist
heat and the prefilled
syringe is disposable. IFU
reports also indications
about how to handle the
product safely as well as
storage conditions and
warning in case packaging
damage
Il REQUIREMENTS REGARDING DESIGN AND MANUFACTURE
10. Chemical, physical and biological properties
10.1 | 10.1. Devices shall be designed and Biological Fish food Transmissible 5 | Inadequate design (incorrect 1 5 a) Apply the design 1,5 | QADept.
10.4 | manufactured in such a way as to ensure that agents containing Spongiform selection of raw materials requirements of the internal QC Dept.
(a) the characteristics and performance proteins from Encephalopathy and suppliers) procedure DOC RADO5 R&D Dept.
requirements referred to in Chapter | are fulfilled. ruminant origin | (TSE) or BSE (RAD) Manuf. Dept.
Particular attention shall be paid to: infections inadequate training of - BEPSBER and Pre-clinical | 0,3
(a) the chpwe of materials and. s.ubstances Immunologica | Allergy to any Severe allergic 5 personnel 2 10 Tgs:ts (TF Att.9 pr.e - 3
used, particularly as regards toxicity and, I of the product | reactions, including clinical\Biocompatibility)
where relevant, flammability; i~
component anaphylactic shock 03
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Document code: DDM20/RDM61 45
RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD T FooamT R | sl CAUSE Pl | RI | b)Manufacture El | RRI
of Regulation (EU) 2017/745 THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
o Toxic / Hypersensitivity/All 3 3 9 -Extractable & leachable (TF 2,7
Biological and Sensitizing/ ergic reaction Att. 9 Pre clinical\Extractable | 0,3
immunologica | |ritant Skin Infection and & leachable)
I gomponents | inflammation - Toxicological risk 03
Chemical used Granuloma assessmegnt (TF Att.4) ,
immunologica Doping Effects '
! Presence of Test summary report
contaminant polynucleotides + report 0,3
?gerr:tsdon the tests (TF Att. 9 Pre
inishe 2 3 6 clinical\PN Biocompatibilit 2,4
material Erythema P ) ’
(bacteria, Edemalredness/s - Qualification and
yeasts and wellin monitoring of raw
moulds), or 9 materials/packaging 0,3
chemical suppliers according to
contaminants approved internal
procedures + QRM of
suppliers including all
declarations related to raw
materials/packaging(QRM)
-TSE-BSE declarations from
suppliers
-Suppliers declarations
-Suppliers Certifications
-Suppliers specifications
-Supplier and Mastelli
testing
-QTA
-Audit Report
-WADA substance free
declarations
-testing on raw materials 0,3

according to internal
procedures (SOP)
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | | HAZARD FOLLOWINGOR | sI CAUSE Pl | Rl | b)Manufacture El | RRI
R lati EU) 2017/745 SITUATION ASSOCIATED TO
of Regulation (EU) THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
-training of personnel
according to approved 03
internal procedures (SOP)
b)Manufacturing process 0.3
validation of polynucleotides
& Virucidal activity evaluation
(TF Att.6 Manufacturing
process\Part B critical
material\Raw material PN
folder)
b) Manufacturing process 03
validation finished product(
and packaging validation
(TF Att.6 Manufacturing
process\Part E)
10.1 (b) the compatibility between the materials chemical Non- Sev?re a"?"Q:Cd. 5 | Inadequate design: 2 10 | @) Apply thet defSit%n ntornal 3 gé Bepi-
(b) and substances used and biological Immunologica | biocompatible | reactons, incuding - incorrect amount of animal requirements of the inierna ot
tissues, cells and body fluids, taking | 9 materials and | @naphylactic shock derivatives / functional procedure DOC RADOS R&D Dept.
account of the intended purpose of the device ingredients ingredients in the (RAD) Manuf. Dept
and, where relevant, absorption, distribution, formulation. . RAD Dept
metabolism and excretion; ; o ) - BEP&BER and Pre-clinical 0,3
- m;ufﬂqent |rl1format|on on Tests (TF Att.9 Pre
— toxicological risk of clinical\Biocompatibility)
Hypersensitivity/All 3 | components and their 2 6 2,7
ergic reaction gompatibility with biological -Extractable & leachable (TF 0,3
Skin Infection tissues, cells and body Att. 9 Pre clinical\Extractable
Granuloma fluids. & leachable)
- Insufficient controls on raw
Erythema 2 materials and their 3 6 - Toxicological risk 2.4
Edema/redness/sw compatibility. assessment (TF Att.4) ’
elling 0,3
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RISK CONTROL
MEASURES APPLIED
) INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD T FooamT R | sl CAUSE Pl | RI | b)Manufacture El | RRI
f Regulation (EU) 2017/745 :
o THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
Burning or hot 1 |- Insufficient controls on the 3 3 | -Testsummary report 1,5
sensation manufacturing process polynucleotides + report 0,3
hematomas/ small (presence of contaminant tests (TFAtt. 9Pre
blood effusion agents on the finished clinica\PN Biocompatibility)
material).
Itching Sensation
Pain
10.1 | (d) the impact of processes on material Biological and Product Hypersensitivity/All 3 | Inadequate design: 2 6 a) Apply the design 1,8 QA Dept.
(d) properties; chemical degradation ergic reaction - Inadequate knowledge of requirements of the internal QC Dept.
i i ) . procedure DOC RADO5 Manufacturing Dept.
Skin Infection and material properties
. inflammation L (RAD) R&D Dept.
chemical - Inadequate design of
- ) RAD Dept.
contamination manufacturing process - BEP&BER and Pre-clinical
Cross- Doing effect - Inadequate design of the Tests (TF Att.9 Pre 0,3
contamination oping efiects sterilization process. clinical\Biocompatibility)
with WADA list inadequate training of -Stability study (TF Att. 9
substances personnel Pre clinical\Stability) 03
microbial -training of personnel 03
contamination according to approved '
internal procedures (SOP)
b)Manufacturing process
validation of polynucleotides 03
& Virucidal activity evaluation ’
(TF Att.6 Manufacturing
process\Part B critical
material\Raw material PN
folder)
b)Manufacturing process 03

validation finished product(
and packaging validation (TF

Mastelli Srl — Sede Legale: Via Bussana Vecchia 32 — Sede Amministrativa: Via Armea 90 — Tel +39 0184 5111 — 18038 SANREMO IM — info@mastelli.com — C.F. e P.I. : IT 00069630085

C.C.ILAAA. Imperia n° 26304 — Capitale Sociale euro 338.171,04 i.v. — Reg. Trib. Sanremo n. 994 Fasc. 227




48 Revision Date 10/06/2025
.
/‘»/\ M ‘e Stel I | RISK ANALYSIS AND RISK
MANAGEMENT =
Document code: DDM20/RDM61 Page 48
RISK CONTROL
MEASURES APPLIED
) INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD T FooamT R | sl CAUSE Pl | RI | b)Manufacture El | RRI
f Regulation (EU) 2017/745 :
o THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
Att.6 Manufacturing
process\Part E) 0,3
-Autoclave validation (TF
Att.10)
- Cleaning of the production
lines according to approved
procedures (SOP)
-CoA of finished product (TF
Att. 6 Manufacturing
process\Part )
10.1 (h) the confirmation that the device meets any | Biological and inadequate Skin infection and 3 | Inadequate design of 3 9 a) APP'Y the design ) 2,7 QA Dept.
(h) defined chemical and/or physical chemical chemical or | inflammation; chemical or physical requirements of the internal QC Dept.
specifications. Immunologica physical Hypersensitivity/mil specifications procedure DOC RADO5 Manufacturing Dept.
| specifications | d allergic reaction (RAD) R&D Dept.
Erythema - Stability study (TF Att. 9 Pre RAD Dept.
clinical\Stability) 0.3
b)Manufacturing process
validation finished product( 03
and packaging validation (TF
Att.6 Manufacturing
process\Part E) 03
-Autoclave validation (TF
Att.10)
-CoA of finished product (TF | 0.3
Att. 6 Manufacturing
process\Part )

10.2 | 10.2. Devices shall be designed, manufactured chemical presence of | Hypersensitivity/All 3 | Inadequate design 2 6 a) Apply the design 2,2 | QADept.
and packaged in such a way as to minimise the Immunologica chemical ergic reaction (inadequate specification of requirements of the internal QC Dept. .
risk posed by contaminants and residues to I residues Skin Infection and raw materials) procedure DOC RAD0OS Manufacturing Dept.
patients, taking account of the intended purpose inflammation (RAD) R&D Dept.
of the device, and to the persons involved in the ) - Stability study (TF Att. 9 Pre | 0.3 RAD Dept.

. Inadequate manufacturing - o
transport, storage and use of the devices. process clinical\Stability)
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARDOUS

azdatily) SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO
THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

Particular attention shall be paid to tissues
exposed to those contaminants and residues and
to the duration and frequency of exposure.

Presence and
Jor Cross-
contamination
with WADA list
substances

Doping effects

inadequate controls on final
product

- Plinest stress tests (TF
Att. 9 Pre clinical\Stability)
-Extractable & leachable (TF
Att. 9 Pre clinical\Extractable
& leachable)

- Wada substances-free
declarations from raw
materials suppliers (QRM)

--Cleaning of the production
lines according to approved
procedures (SOP).

- training of personnel
according to approved
internal procedures (SOP)

b)Manufacturing process
validation finished product(
and packaging validation (TF
Att.6 Manufacturing
process\Part E)

-Autoclave validation (TF
Att.10)

-CoA of finished product (TF
Att. 6 Manufacturing
process\Part )

0,3

0,3

0,6

0,3

0,3

0,3

0,3

0,3

10.3

10.3. Devices shall be designed and
manufactured in such a way that they can be
used safely with the materials and
substances, including gases, with which they
enter into contact during their intended use;

Performance

Interaction
between the
product and

syringe

inflammation

a) Apply the design
requirements of the internal
procedure DOC RADO5
(RAD)

0,3

2,7

R&D Dept.
RAD Dept.
QA Dept.
QC Dept.

Manufacturing Dept
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD T FooamT R | sl CAUSE Pl | RI | b)Manufacture El | RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
- BEP&BER and Pre-clinical
Tests (TF Att.9 Pre 0,3
clinical\Biocompatibility)
-Extractable & leachable (TF
Att. 9 Pre clinical\Extractable
& leachable)
0,3
b)Manufacturing process
validation finished product(
and packaging validation (TF
Att.6 Manufacturing
process\Part E)
10.4 | Substances Biological and Release of Cancerogenic 5 | Inadequate design 1 5 a) Apply the design 1,5 | QADept.
Design and manufacture of devices chemical substances or | Mutagenic effects (Insufficient controls on raw requirements of the internal QC Dept.
) ) . particles from | Reproductive terials) procedure DOC RADO5 Manufacturing Dept.
Devices shall be designed and manufactured in the device toxicit materials (RAD) R&D Dept.
such a way as to reduce as far as possible the degradatior’1 oxicity RAD Dept
risks posed by substances or particles, products and Inadequate manufacturing - BEP&BER and Pre-clinical
including wear debris, degradation products residues process Tests (TF Att.9 Pre 0,3
and processing residues, that may be released clinical\Biocompatibility)
from the device. Inadequate controls on final “Extractable & leachable (TF
Devices, or those parts thereof or those Release of rodugt Att. 9 Pre clinical\Extractable | 0,3
materials used therein that: substances P & leachable)
— are invasive and come into direct contact with which are - Qualification and
the human body, carcinogenic, monitoring of raw material
mutagenic or suppliers according to
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RISK CONTROL
MEASURES APPLIED
Applicable General Performance and Safety HAZARDOUS H':C?IMC{WEIQ'(\;’I%&E a) Design D.';';X%'}\,(,,EE?.T
Requirements (GS_PR) contained in Annex | HAZARD SITUATION ASSOCIATED TO Si CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
— (re)administer medicines, body liquids or other toxic to Endocrin 4 1 4 approved internal 0,3 1,2
substances, including gases, to/from the body, or reproduction | interference procedures + QRM of
— transport ¢ h medici body fluid (‘CMR’) suppliers including all
port or store such medicines, body fluids declarations (e.g
or substances, including gases, to be or subsltances ial decl .
(re)administered to the body, having nanomaterial declaration,
) ’ ) endocrine- residual solvets etc) (SOP)
shall only contain the following substances in a disrupting
concentration that is above 0,1 % weight by roperties b)Manufacturing process
weight (w/w) where justified pursuant to Section prop validation finished product( 0,3
10.4.2: and packaging validation (TF
(a) substances which are carcinogenic, Att.6 Manufacturing
mutagenic or toxic to reproduction (‘CMR’), of process\Part E)
category 1A or 1B, in accordance with Part 3 of - testing on raw materials
Annex VI to Regulation (EC) No 1272/2008 of according to internal
the European Parliament and of the Council (1), procedures (SOP) 0,3
or - Class C qualification of
(b) substances having endocrine-disrupting manufacturing
properties for which there is scientific evidence of environment (QMS)
probable serious effects to human health and 0,3
which are identified either in accordance with the - Cleaning of the
procedure set out in Article 59 of Regulation (EC) production lines according
No 1907/2006 of the European Parliament and of to approved procedures
the Council (2) or, once a delegated act has (SO’;‘p*-VP) p
been adopted by the Commission pursuant to : 0,3
the first subparagraph of Article 5(3) of .
Regulation (EU) No 528/2012 of the European - CoA of finished product
Parliament and the Council (3), in accordance (TF Att. 6 Manufacturing
with the criteria that are relevant to human health process\Part ) 03

amongst the criteria established therein.
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10.5

10.5. Devices shall be designed and
manufactured in such a way as to reduce as far
as possible the risks posed by the
unintentional ingress of substances into the
device taking into account the device and the
nature of the environment in which it is
intended to be used.

Biological and
chemical

Immunologica
|

unintentional
ingress of
substances into
the device

Skin infection and
inflammation;
Hypersensitivity/All
ergic reaction

Inadequate design of
primary packaging
Inadequate design of
manufacturing process and
packaging of finished
product

a) Apply the design
requirements of the internal
procedure DOC RADO5
(RAD)

- Qualification and
monitoring of primary and
secondary packaging
supplier according to
approved internal
procedures + QRM of
suppliers (SOP and QRM)

b)Manufacturing process
validation finished product(
and packaging validation (TF
Att.6 Manufacturing
process\Part E)

- Class C qualification of
manufacturing
environment (QMS)

- CoA of finished product
(TF Att. 6 Manufacturing
process\Part )

d) Instruction for use (TF
Att.12 Labelling &
artwork\labelling)

“ Check the integrity of
the packaging and the
syringe before use: do
not use the product if the
package is already open
or damaged. Do not use
the product after the
expiry date indicated on
the package. The expiry
date refers to the intact
product, correctly stored
The product is disposable,
once opened, it must be
used immediately and any
residue must be eliminated
The product must be
administered only by
authorized personnel in
accordance with local
legislation, who are experts

0,3

0,3

0,3

0,3

0,8

3,6

QA Dept.

QC Dept.
Manufacturing Dept.
R&D Dept.
Packaging and
Serialization
Specialist

RAD Dept.
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and know the correct
procedures for carrying out
the various phases of
treatment”
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

10.6

10.6. Devices shall be designed and
manufactured in such a way as to reduce as far
as possible the risks linked to the size and the
properties of particles which are or can be
released into the patient's or user's body, unless
they come into contact with intact skin only.
Special attention shall be given to
nanomaterials.

Chemical

release of
particles

Skin infection and
inflammation;
Hypersensitivity/mil
d allergic reaction

Inadequate design of
selection of raw materials
and

Inadequate manufacturing
process of final products

a) Apply the design
requirements of the internal
procedure DOC RADO5
(RAD)

- BEP&BER and Pre-clinical
Tests (TF Att.9 Pre
clinical\Biocompatibility)

-Extractable & leachable (TF
Att. 9 Pre clinical\Extractable
& leachable)

- Qualification and
monitoring of raw material
suppliers according to
approved internal
procedures + QRM of
suppliers including all
declarations (e.g
nanomaterial declaration,
etc) (SOP)

b)Manufacturing process
validation finished product(
and packaging validation
(TF Att.6 Manufacturing
process\Part E

0,3

0,3

0,3

0,3

2,7

QA Dept.

QC Dept.
Manufacturing Dept.
R&D Dept.

RAD Dept
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD T FooamT R | sl CAUSE Pl | RI | b)Manufacture El | RRI
f Regulation (EU) 2017/745 ;
ofReg THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
11. Infection and microbial contamination
11.1 | 11.1.Devices and their manufacturing processes Microbial Weak seal Skin infection and 3 | Manufacturing process not 3 9 | 2 Apply the design 3,2 | QADept
shall be designed in such away asto eliminate | .. | created inflammation; validated requirements of the internal QC Dept.
or to reduce as far as possible the risk of Package seal procedure DOC RADOS Manufacturing Dept.
infection to patients, users and, where opens in Inadequate o missing (RAD) R&D Dept.
applicable, other persons. sterilizer finished product testing - Assessment of
Microbes enter compliance to EN 1SO 0,6
packaging post Sterilization process not 11607:2020 Part 1 ar)d 2
sterilization validated (TF Att.6 Manufacturing
Microbes process\Part E
contaminate .
h Inadequate design of ) .
device instruction for use Stability study (TF Att. 9 Pre 0.3
clinical\Stability) )
User does not -Usability test report (TF
detect breach Att.9 Pre-clinical\Usability)
b)Manufacturing process 03

validation finished product(
and packaging validation
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS H?cﬂév%mg's a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD SITUATION ASSOCIATED TO Si CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
Misleading Misallocation (TF Att.E\BPMingfacturing
information (e.g. incorrect processiFa
label, - Class C qualification of
information, manufacturing 0.3
data) environment (QMS)
- Autoclave validation (TF
, Att.10) 03
Wronlg/exp|red - CoA of finished product 0.3
device used (TF Att. 6 Manufacturing ’
process\Part )
111 | The design shall: Performance needle not | Skin infection and 3 |Inadequate design 3 9 | @) Apply the design 4,2 | QADept
(@)(b | (a) reduce as far as possible and appropriate (use error) properly inflammation; (inadequate device rc-:;quwgmrenésooé tgzlsnégmal R&D Dgpt.
) the risks from unintended cuts and pricks, such managed by - characteristics) procedure Marketing Dept.
as needle stick injuries, user Bleeding 2 4 8 - Usability test report(TF 03 3,7 RAD Dept
(b) allow easy and safe handling, Inadequate design of labels Att.9 Pre-clinical\Usability) ' Packaging and
- and IFU (unclear / Serialization
infected needle | 2" 1 |insufficient /complicated 5 5 | - Clinical Evaluation/PMCF 2,3 | Specialist
information). Report (TF Att. 11 clinical 0,3
evaluation and post
marketing
surveillance\CLEV, PMCF)
d) Instruction for use &
Attachment to IFU 0,8
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

(TF Att.12 Labelling &
artwork\labelling) providing
instructions on how to
assemble the needle safely
as well as precautions and
warning.

Performance
(use error)

Errors made by
user while
opening the
blister

Small cut

No previous experience of
the user in using the product

a) Apply the design
requirements of the internal
procedure DOC RADO05
-Usability test report (TF
Att.9 Pre-clinical\Usability)
-Report of complaints of
DDM20 Plinest (TF Att 2
Post MKTG Surveillance)

0,3

0,3

1,2

RAD Deprt
QA Dept

QC Dept
Manuf Dept

1.1
(c)

c) reduce as far as possible any microbial
leakage from the device and/or microbial
exposure during use, and

Biological

microbial
leakage from
the device
and/or
microbial
exposure
during use

Skin infection and
inflammation;

Inadequate design
(inadequate device
characteristics) and
manufacturing process

a) Apply the design
requirements of the internal
procedure DOC RADO5

- Stability study (TF Att. 9 Pre
clinical\Stability)

-Usability test report (TF
Att.9 Pre-clinical\Usability)

b)Manufacturing process
validation finished product(
and packaging validation
(TF Att.6 Manufacturing
process\Part E

c)) Instruction for use &
Attachment to IFU

(TF Att.12 Labelling &
artwork\labelling) “The
product is disposable, once

0,3

0,3

0,3

0,8

3,8

QA Dept.

QC Dept.
Manufacturing Dept.
R&D Dept.

RAD Dept
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD T FooamT R | sl CAUSE Pl | RI | b)Manufacture El | RRI
f Regulation (EU) 2017/745 :
© THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
opened, it must be used
immediately and any
residue must be eliminated
Reuse or resterilization may
damage the device and
cause patient injury.”
11.1 | (d) prevent microbial contamination of the Microbial Weak seal | Skin infection and 3 | Inadequate design of 3 9 | 2 Apply the design 3,7 | QADept
(d) device or its content such as specimens or fluids. | contamination created inflammation; packaging system and requirements of the internal QC Dept.
Package seal manufacturing process and procedure DOC RADO5 Manufacturing Dept.
opens in packaging(inadequate ) R&D Dept.
sterilizer device characteristics) - Assessment of compliance Warehouse
. to EN ISO 11607:2020 Part 0,6
Microbes enter 1 and 2 (TF Att.6
packaging post Inadequate environmental Manufacturing process\Part
sterilization conditions processing and E
Microbes use conditions - Stability study (TF Att. 9 Pre
contaminate clinical\Stability) 03
device Inadequate design of
instruction for use and -Usability test report (TF
Packaging labelling Att.9 Pre-clinical\Usability) 03
system ’
Adverse rotection - Qualification and
environmental P - .
. processing inadequate monitoring of primary and
and use Device secondary packaging 03
conditions damaged suppller(jagctc)rdlnlg; to
approved internal
Damage not
detected procedures + QRM of

suppliers including:
-TSE-BSE declarations from
suppliers,

-Suppliers declarations
-Suppliers Certifications
-Suppliers specifications
-Quality Technical
Agreement (QTA)

-Audit Report
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD HOCLOWINGIOR Sl CAUSE Pl | RI | b)Manufacture El | RRI
. SITUATION ASSOCIATED TO
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
b)Manufacturing process
validation finished product( 0,3
and packaging validation
(TF Att.6 Manufacturing
process\Part E
- Class C qualification of
manufacturing
environment and 03
equipments (QMS)
d) Instruction for use &
labelling
(TF Att.12 Labelling & 0.8
artwork\labelling)

11.3 | 11.3. Devices labelled as having a specific Biological lack of sterility | Skin infection and 3 | Inadequate device design 3 9 | @) Apply the design 3,7 | QADept
microbial state shall be designed, Performance at release inflammation; requirements of the internal QC Dept. .
manufactured and packaged to ensure that | ian of label procedure DOC RADO5 Manufacturing Dept.
they remain in that state when placed on the loss of sterilit annaddlelngjeELengleesaI?;] of labels ) R&D Dept.
market and remain so under the transport and under the Y insufficient /complicated - Assessment of compliance Warehouse
storage conditions specified by the manufacturer. t . . P to EN ISO 11607:2020 Part 0.6

ransport information). 1 and 2 (TF Att.6
conditions Manufacturing process\Part

11.4 | 11.4. Devices delivered in a sterile state shall | P : E
be designed, manufactured and packaged in - nadequate manufacturing

- . = loss of sterility process
accordance with appropriate procedures, to under the - Stability study (TF Att. 9 Pre
ensure that they are sterile when placed on the cIinicaI\SytabiIity) ' 0,3
market and that, unless the packaging which is ¥
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RISK CONTROL
MEASURES APPLIED
) INVOLVED
Applicable General Performance and Safety HAZARDOUS H?cﬂév%mg's a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD SITUATION ASSOCIATED TO Si CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
intended to maintain their sterile condition is storage Inadequate packaging -Usability test report (TF
damaged, they remain sterile, under the conditions process Att.9 Pre-clinical\Usability) 0,3
transport and storage conditions specified by the
manufacturer, until that packaging is opened at .
¢ Packaging i
the point (?f use. . . ) integrity is not b)l}.lldarlyfacf?urlr;]g grocedss t
11.4. Devices delivered in a sterile state shall clearly evident validation finished product(
be designed, manufactured and packaged in to the final user and packaging validation 0,3
accordance with appropriate procedures, to leading to the (TF Att.6 Manufacturing
ensure that they are sterile when placed on the use of a non- process\Part E
market and that, unless the packaging which is sterile product .
intended to maintain their sterile condition is P - Autoclave validation (TF
damaged, they remain sterile, under the Att.10) 0.3
transport and storage conditions specified by the - CoA of finished product
manufacturer, until that packaging is opened at (TF Att. 6 Manufacturing
the point of use. process\Part ) 03
It shall be ensured that the integrity of that
packaging is clearly evident to the final user. d) Instruction for use (TF
Att.12 Labelling &
artwork\labelling) 0.8

“Check the integrity of the
packaging and syringe
before use: do not use the
product if the packaging has
been opened or damaged,
Do not use the product after
the expiry date indicated on
the package.”
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

11.5. Devices labelled as sterile shall be
processed, manufactured, packaged and,
sterilised by means of appropriate, validated
methods.

Biological

lack of sterility
at release

Skin infection and
inflammation;

Manufacturing process not
validated

Equipment and areas
qualification is not performed
Sterilization process not
validated.

a) Apply the design
requirements of the internal
procedure DOC RADO5

- Assessment of compliance
to EN ISO 11607:2020 Part
1and 2 (TF Att.6
Manufacturing process\Part
E

- Stability study (TF Att. 9 Pre
clinical\Stability)
- Validation of Analytical
method of bioburden,
sterility and LAL test ( TF
Att.6 Manufacturing
process\Part E and Part F)

b)Manufacturing process

validation finished product(

and packaging validation

(TF Att.6 Manufacturing

process\Part E

- Autoclave validation (TF
Att.10)

- CoA of finished product
(TF Att. 6 Manufacturing
process\Part )

0,6

0,3

0,3

0,3

0,3

0,3

31

QA Dept.

QC Dept.
Manufacturing Dept.
R&D Dept.
Warehouse

11.6

Devices intended to be sterilized shall be
manufactured and packaged under appropriate
and controlled conditions and facilities.

Biological

lack of sterility
at release

Skin infection and
inflammation;

Manufacturing processes not
validated

Equipment and areas
qualification is not performed

b)Manufacturing process
validation finished product(
and packaging validation
(TF Att.6 Manufacturing
process\Part E

0,3

3,6

QA Dept.

QC Dept.
Manufacturing Dept.
R&D Dept.
Warehouse
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RISK CONTROL
MEASURES APPLIED
INVOLVED
: HARM / DAMAGE i
Requirements (GSPR) contained i Annex| | HAZARD | HAZARDOUS | "FoLLownGoR | CAUSE PL| RE | o wometac El | RRI | DCOARTMENT
q 1 SITUATION ASSOCIATED TO ) Manufacture
of Regulation (EU) 2017/745 THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
Inadequate cleaning - Assessment of compliance | 0,6
procedures of the production to EN ISO 11607:2020 Part
line 1and 2 (TF Att.6
Sterilization process not Manufacturing process\Part
validated. E 0.3

Packaging not validated

- Class C qualification of
manufacturing
environment and
equipments (QMS)

12. Devices incorporating a substance considered to be a medicinal product and devices that are composed of subs

tances or of combinations of

substances that are absorbed by or locally dispersed in the human body.

12.2

12.2. Devices that are composed of substances
or of combinations of substances that are
intended to be introduced into the human body,
and that are absorbed by or locally dispersed in
the human body shall comply, where applicable
and in a manner limited to the aspects not
covered by this Regulation, with the relevant
requirements laid down in Annex | to Directive
2001/83/EC for the evaluation of absorption,
distribution, metabolism, excretion, local
tolerance, toxicity, interaction with other
devices, medicinal products or other
substances and potential for adverse
reactions, as required by the applicable

immunologica
|

Mix up with
other product
during the same
session of
treatment

(u) severe allergic
reactions, including
anaphylactic shock

Inadequate design of
instruction for use

10

a) Apply the design
requirements of the internal
procedure DOC RADO5

- Usability test report (TF
Att.9 Pre-clinical\Usability)

- Clinical Evaluation/PMCF
Report (TF Att. 11 clinical
evaluation and post
marketing
surveillance\CLEV, PMCF)

d)IFU reporting “ Do not mix
Plinest with other products.
Do not use other products in

0,3

0,3

0,8

4

RAD Dept.
Medical Dept.
Medical Expert
Packaging and
Serialization
Specialist
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

conformity assessment procedure under this
Regulation.

the same treatment session
as Plinest”

Chemical,
immunologica
|

insufficient
testing on the
substances in

the device

Hypersensitivity/
allergic reaction

Edemal/redness/sw
elling
Erythema

Inadequate design
(inadequate evaluation of
absorption, distribution,
metabolism, excretion, local
tolerance, toxicity)

a) Apply the design
requirements of the internal
procedure DOC RADO05
(RAD)

- BEP&BER and Pre-clinical
Tests (TF Att.9 Pre
clinical\Biocompatibility)

- Toxicological risk
assessment (TF Att.4)

-Test summary report
polynucleotides + report
tests (TF Att. 9 Pre
clinical\PN Biocompatibility)

0,3

0,3

0,3

2,7

2,4

R&D Dept.
RAD Dept

People taking
anti-coagulant
drugs or using
substances that
can prolong
bleeding

Bleeding

Inadequate design of
instruction for use

a) Apply the design
requirements of the internal
procedure DOC RADO5

- Usability test report(TF
Att.9 Pre-clinical\Usability)

- Clinical Evaluation/PMCF
Report (TF Att. 11 clinical
evaluation and post
marketing
surveillance\CLEV, PMCF)

c) Instruction for use &
Attachment to IFU

0,3

0,3

0,8

3,3

R&D Dept.
RAD Dept
Packaging and
Serialization
Specialist
Medical Expert
Marketing Dept.
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RISK CONTROL
MEASURES APPLIED

Applicable General Performance and Safety HARM / DAMAGE a) Design
y X " HAZARDOUS FOLLOWING OR
Requirements (GSPR) contained in Annex | HAZARD Sl CAUSE ] RI b) Manufacture
£ Requlation (EU) 2017/745 SITUATION ASSOCIATED TO
of Regulation (EU) THE HAZARD c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

(TF Att.12 Labelling &
artwork\labelling):

People who are taking anti-
coagulant medications or who
use substances that may
prolong bleeding

(e.g.: warfarin, acetylsalicylic
acid, nonsteroidal  anti-
inflammatory drugs, or other
substances known to increase
clotting time), should be
warned of potential increased
risks of bleeding and
hematomas during infiltration”
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RISK CONTROL
MEASURES APPLIED
Applicable General Performance and Safety HAZARDOUS H?cﬂév%mg's a) Design D.';';X%'}\,(,,EE?.T
Requirements (GSPR) contained in Annex | HAZARD SITUATION ASSOCIATED TO Si CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
13. Devices incorporating materials of biological origin
13.2 | 13.2. For devices manufactured utilising tissues Biological Fish food Transmissible 5 | Inadequate design (incorrect 1 5 a) Apply the design 1,5 | QADept.
(a) or cells of animal origin, or their derivatives, containing Spongiform selection of raw materials) requirements of the internal QC Dept. i
which are non-viable or rendered non-viable the proteins from Encephalopathy procedure DOC RADOS Manufacturing Dept.
following shall apply: ruminant origin (TSE) or BSE Insufficient controls on raw (RAD) R&D Dept.
(a) where feasible taking into account the infection materials. Starting material (qonads RAD Dept.
i;;}‘al;rpizﬁsagﬁfgﬁfein:hcj:Iiﬁ;ia::&al Inade_quatg qualification of - nglifilcation and .
from Yanimals that have i)een subjected to suppliers (inadequate monitoring of raw material 0,3
veterinary controls that are adapted to the documentation of veterinary suppliers according to
intended use of the tissues. Information on the controls on f.iSh’ inadqugte approved intemal
geographical origin of the animals shall be Z; gﬁion?;?;p)hmal traceability g;oc?iil:sre?nZIl%TnM-Of
retained by manufacturers; -TSE-BSE declaragti.ons from
suppliers
(b) sourcing, processing, preservation, - Suppliers declarations
testing and handling of tissues, cells and -Suppliers Certifications
substances of animal origin, or their -Suppliers specifications
derivatives, shall be carried out so as to -Supplier and Mastelli
provide safety for patients, users and, where testing
applicable, other persons. -Quality Technical
Agreement (QTA)
In particular safety with regard to viruses and -Audit Report
other transmissible agents shall be addressed Raw material (PN
by implementation of validated methods of 4u—Handling according ISO
elimination or viral inactivation in the 13485 Quality System
course of the manufacturing process, -Certificationyacgording to
except when the use of such methods would Reg (EU) 1069/2009
lead to unacceptable degradation -TSE-BSE Declaration of
compromising the clinical benefit of the Mastell
device; -Certified SOP relating to all
manufacturing, handling and
storage
-Virucidal activity 0,3

evaluation (TF Att.6
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RISK CONTROL
MEASURES APPLIED

Applicable General Performance and Safety HARM / DAMAGE a) Design
Requirements (GSPR) contained in Annex| | HAZARD | HAZARDOUS | FOLLOWINGOR | g CAUSE Pl | Rl | b)Manufacture

SITUATION ASSOCIATED TO

of Regulation (EU) 2017/745 THE HAZARD c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

Manufacturing
process\Part B critical
material\Raw material PN
folder)

- CoA of polynucleotides (TF
Att. 6 Manufacturing
process\Part B critical
materials, PN folder )

- Quality control of incoming raw
materials according to approved
internal procedures (SOP)

b)Manufacturing process
validation of polynucleotides (TF
Att.6 Manufacturing process\Part
B critical material\Raw material
PN folder)

b) Manufacturing process
validation of finished product
and packaging validation (TF
Att. 6 Manufacturing
process\Part E)

- Autoclave validation (TF
Att.10)

-COA finished product (TF
Att.6 Manufacturing
process/Part F)

0,3

0,3

0,3

0,3

0,3

0,3
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RISK CONTROL
MEASURES APPLIED
. INVOLVED
Applicable General Performance and Safety HAZARDOUS H?cﬂév%mg's a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD SITUATION ASSOCIATED TO Si CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
Biological contamination | (k) infection 3 | Inadequate design 3 9 a) Apply the design 2.7 | QADept.
. . . . . il
of the device by (including skin (inadequate specifications of requirements of the internal QC Dept.
bacteria, @nfection) gnd the derivatives from fish procedure DOC RAD05 Manufacturing Dept.
viruses, yeasts | inflammation; tissues, inadequate viral (RAD) R&D Dept.
and moulds inactivation, inadequate
processing) K - Qualification and
I monitoring of raw material
Inadequate qualification of . .
A suppliers according to 0,3
suppliers, :
. approved internal
Inadequate documentation procedures + QRM of
of veterinary controls on fish suppliers including:
Inadequate of geographical -TSE-BSE declarations from
traceability of animals. suppliers
Inadequate controls on -Suppliers declarations
polynucleotides -Suppliers Certifications
Improper processing -Suppliers specifications
preservation and handling of ;Ssl{(?npller and Mastell
raw materials 9 .
) -Quality Technical
Inadequate manufacturing Agreement (QTA)
process of polynucleotides -Audit Report
and finished product
- Quality control of incoming
raw materials according to
approved internal 0,3
procedures (SOP)
-Virucidal activity evaluation
(TF Att.6 Manufacturing 0,3
process\Part B critical
material\Raw material PN
folder)
0,3

b)Manufacturing process
validation of polynucleotides
(TF Att.6 Manufacturing
process\Part B critical
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RISK CONTROL
MEASURES APPLIED

HARM / DAMAGE a) Design

Applicable General Performance and Safety HAZARDOUS
Requirements (GSPR) contained in Annex | HAZARD SITUATION :gé;gmpE%?% Sl CAUSE ] RI b) Manufacture

of Regulation (EU) 2017/745 THE HAZARD c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

material\Raw material PN
folder)

- CoA of
polynucleotides (TF Att. 6
Manufacturing process\Part
B critical materials, PN
folder )

-CoA of Gonads (TF Att. 3
Subst of animal origin)

b) Manufacturing
process validation of
finished product and

6 Manufacturing

process\Part E)

- Autoclave validation (TF
Att.10)

packaging validation (TF Att.

0,3

0,3

0,3

0,3
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RISK CONTROL
MEASURES APPLIED
INVOLVED
. HARM / DAMAGE Desi
Applicable General Performa_nce and Safety HAZARDOUS OIS a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD SITUATION ASSOCIATED TO Si CAUSE Pl RI b) Manufacture El RRI
of Regulation (EU) 2017/745 THE HAZARD ¢) Protective measures
d) Information for safety and
user training when
appropriate
Biological The product Severe allergic 5 | Inadequate design 1 5 - CoA of 0,3 1,5 | QC Dept
contains reaction (inadequate specifications of polynucleotides (TF Att. 6 QA Dept
residual the derivatives from fish Manufacturing process\Part Manuf Dept
proteins tissues) B critical materials, PN RAD Dept.
folder ) 0,3
-PSUR of legacy DDM20
(Att. 2 Post MKTG
surveillance)
14. Construction of devices and interaction with their environment
14.1 | 14.1. If the device is intended for use in Performance Infected (k) infection 3 | inadequate design 3 9 a) Apply the design 4,5 | R&D Dept.
combination with other devices or equipment (use erro) needles (including skin requirements of the internal RAD Dept.
the whole combination, including the connection !ngactlon)tgnd procedure DOC RADO5
inflammation;
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RISK CONTROL
MEASURES APPLIED
) INVOLVED
Applicable General Performance and Safety HAZARDOUS HARM / DAMAGE a) Design DEPARTMENT
Requirements (GSPR) contained in Annex | HAZARD HOCLOWINGIOR Sl CAUSE Pl | RI | b)Manufacture El | RRI
£ Requlation (EU) 2017/745 SITUATION ASSOCIATED TO
of Regulation (EU) THE HAZARD c) Protective measures
d) Information for safety and
user training when
appropriate
system shall be safe and shall not impair the () unintended local Inadequate design of IFU - Usability evaluation (TF Packaging and
specified performance of the devices. Needle is not | inflammation and (unclear / insufficient Attachment 9 Pre- 0,3 Serialization
Any restrictions on use applying to such swelling; /complicated information).. clinical\Usability) Specialist
eSS > ap properly S .
combinations shall be indicated on the label connected to - Clinical Evaluation/PMCF
and/or in the instructions for use. ; Report (TF Att. 11 clinical
syringe by user evaluation and post 0,3
Connections which the user has to handle, such 2 4 8 . ’ 3,2
; : ; f marketing ’
as fluid, gas transfer, electrical or mechanical Bleeding surveillance\CLEV, PMCF)
coupling, shall be designed and constructed in Ecchymosis ’
such a way as to minimise al possible risks, Local induration d) The instructions for use
: Erythema show how to assemble 0,8
Papules safely the needles to the
Welts device.
IFU reports also: “When
disposing of needles and
(i) discomfort or 1 5 5 contaminated material, do 2
pain; not dispose of them in the
N h ' t . environment after use.
() hema Qma, Dispose of the product in
(1) superficial accordance with the
wound; requirements for medical
Reduced blood and biological waste,
effusion referring to the information
ltching available through the QR
Paresthesia code on the box. ?o not re-
tap used needles
14.2 | 14.2. Devices shall be designed and Performance injury in Skin infection and 3 | Invasive injection technique 3 9 | @) Apply the design 3,6 | R&D Dept.
(a) |manufactured in such a way as to remove or connection with | inflammation; requirements of the internal Marketing Dept.
reduce as far as possible: their physical | ian of label procedure DOC RADO5 RAD Dept.
(a) the risk of injury, in connection with their features nadequate desigh of labels Packaging and
hysical features. including the (needle) Edema/redness/sw o |andIFU (unclear / 4 8 -Usability test report (TF 3,2 | Serialization
e - Including e elling insufficient /complicated Attachment 9 Pre- 0,3 Specialist
volume/pressure ratio, dimensional and where . information) . "
i i : Bleedin : clinical\Usability)
appropriate ergonomic features; 9 Clinical Evaluation/PMCF
Ecchymosis - Clinical Eva uat|on_ !
. . Report (TF Att. 11 clinical 0,3
Local induration
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

Erythema
Papules
Welts (Whealts)

Burning or hot
sensation
hematoma;
Itching
Paresthesia
Pain

evaluation and post
marketing
surveillance\CLEV, PMCF)
c) The instructions for use
at section “NEEDLE
ASSEMBLY”provide a figure
with operational procedures
that illustrate how to
assemble safely the needle
and avoid disengagement
and/or loss of product

0,8

14.2
(b)

(b) risks connected with reasonably
foreseeable external influences or
environmental conditions, such as magnetic
fields, external electrical and electromagnetic
effects, electrostatic discharge, radiation
associated with diagnostic or therapeutic
procedures, pressure, humidity, temperature,
variations in pressure and acceleration or
radio signal interferences;

High
temperature
and humidity

variations

Product
degradation
due to
exposure to
temperature
and humidity
variations

Skin infection and
inflammation;

Inadequate design of the
device

Inadequate design of labels
and IFU (unclear /
insufficient /complicated
information).

a) Apply the design
requirements of the internal
procedure RAD RADO5

-Usability test report 9 Pre-
clinical\Usability)

- Clinical Evaluation/PMCF
Report (TF Att. 11 clinical
evaluation and post
marketing
surveillance\CLEV, PMCF)

b)Manufacturing process
validation of finished product
and packaging validation
(TF Att. 6 Manufacturing
process\Part E)

- Transportation test report
(1250326 BOX A_lIsta_2A)
(TF Att.6 Manufacturing
process\Part E process
validation)

0,3

0,3

0,3

0,3

0.8

3,6

R&D Dept.
RAD Dept
Packaging and
Serialization
Specialist
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

c) Indication of the storage
conditions on IFU and
labelling.

14.2
(e)

(e) the risks of accidental ingress of
substances into the device;

Biological and
chemical
agents

Accidental
ingress of
substances into
the device

Skin infection and
inflammation

Inadequate manufacturing

process

a) Apply the design
requirements of the internal
procedure RAD RADO5

-Usability evaluation (TF
Attachment 9 Pre-
clinical\Usability)

Clinical Evaluation/PMCF
Report (TF Att. 11 clinical
evaluation and post
marketing
surveillance\CLEV, PMCF)

b)Manufacturing process
validation of finished product
and packaging validation
(TF Att. 6 Manufacturing
process\Part E)

Instruction for use reporting:
“Check the integrity of the
packaging and

of the syringe before use: do
not use the product if the
packaging has already been
opened or damaged. Do not
use the

product after the expiry date
indicated on the packaging”

0,3

0,3

0,3

0,8

3,8

QA Dept.

QC Dept.

R&D Dept.
Manufacturing Dept.
RAD Dept
Packaging and
Serialization
Specialist
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

14.5

14.5. Devices that are intended to be operated
together with other devices or products shall be
designed and manufactured in such a way that
the interoperability and compatibility are
reliable and safe.

Performance
(use error)

incompatibility
with other
devices
(needles)

Skin infection and
inflammation

Inadequate design of the
syringe and needle
Inadequate design of labels
and IFU (unclear /
complicated / insufficient
information),

a) Apply the design
requirements of the internal
procedure DOC RADO5

- Usability test report (TF
Attachment 9 Pre-
clinical\Usability)

- Clinical Evaluation/PMCF
Report (TF Att. 11 clinical
evaluation and post
marketing
surveillance\CLEV, PMCF)

d) The instructions for use at
section “NEEDLE
ASSEMBLY”provide a figure
with operational procedures
that illustrate how to
assemble safely the needle
and avoid disengagement
and/or loss of product

0,3

0,3

0,8

3,6

R&D Dept.
Marketing Dept.
Packaging and
Serialization
Specialist

RAD Dept

14.7

14.7. Devices shall be designed and
manufactured in such a way as to facilitate their
safe disposal and the safe disposal of related
waste substances by the user, patient or other
person.

To that end, manufacturers shall identify and test
procedures and measures as a result of which
their devices can be safely disposed after use.
Such procedures shall be described in the
instructions for use.

Biological

unsafe disposal
by the user,
patient or other
person.

Infection from
contaminated
needles

Bleeding

Inadequate design of labels
and IFU (unclear /
complicated / insufficient
information, inadequate
instructions on needle
disposal)

a) Apply the design
requirements of the internal
procedure DOC RADO5 )

d) Instructions about the
safe disposal of the device
in the IFU: “When disposing
of needles and
contaminated material, do
not dispose of them in the
environment after use.
Dispose of the product in
accordance with the
requirements for medical
and biological waste, as

0,8

4,8

3,2

R&D Dept.
RAD Dept.
Packaging and
Serialization
Specialst
Marketing Dept.
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Applicable General Performance and Safety
Requirements (GSPR) contained in Annex |
of Regulation (EU) 2017/745

HAZARD

HAZARDOUS
SITUATION

HARM / DAMAGE
FOLLOWING OR
ASSOCIATED TO

THE HAZARD

Si

CAUSE

Pl

RI

RISK CONTROL
MEASURES APPLIED

a) Design
b) Manufacture
c) Protective measures

d) Information for safety and
user training when
appropriate

El

RRI

INVOLVED
DEPARTMENT

stated on the QR code
printed on the box. Do not
re-tap used needles.”

20 Protection against mechanical and thermal risks

20.1

20.1. Devices shall be designed and
manufactured in such a way as to protect
patients and users against mechanical risks
connected with, for example, resistance to
movement, instability and moving parts.

Mechanical

Mechanical
action of
needle / bad
assembly

Infection from
contaminated
needles

Bleeding
Edema/redness/sw
elling

Burning or hot
sensation

Incorrect design of the
syringes and it's connecting
parts

Inadequate design of labels
and IFU (unclear /
complicated / insufficient
information)

a) Apply the design
requirements of the internal
procedure DOC RADO5

- Usability test report (TF
Attachment 9 Pre-
clinical\Usability)

- Clinical Evaluation/PMCF
Report (TF Att. 11 clinical
evaluation and post
marketing
surveillance\CLEV, PMCF)

d)Instruction for use reports
applicable injections
techniques and that the
product is intended be
administered only by
healthcare professionals
appropriately trained,
qualified or accredited in
accordance with

national legislation.
applicable injection who are
experienced

and familiar with the proper
procedures for carrying out
the various stages of
treatment.

0,3

0,3

0,8

3,6

3,2

QA Dept.

R&D Dept.
RAD Dept.
Packaging and
Serialization
Specialist
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i : RISK CONTROL
A Applicable Essential HARM / DAMAGE
arﬁ,"gg?:tzlif eu:‘i::rln::trsﬂzzsné:nlac)ein Requirements of Annex HAZARD HAZARDOUS FOLLOIINEGIR sl CAUSE Pl | RI RS =D El | RRI INVOLVED
e 1 of Council Directive SITUATION ASSOCIATED TO THE 2 Lrs g 1] WERMEES DEPARTMENT

Annex | of Regulation (EU) 2017/745 142/EEC HAZARD b) Protective measures

93/42/EE c) Information for safety
Il REQUIREMENTS REGARDING THE INFORMATION SUPPLIED WITH THE DEVICE
Labels and instructions for use
23.1. General requirements regarding 13.1 Each device must Performance Lack content, Severe allergic 5 Inadequate 1 5 a) Apply the design 4
the information supplied by the be accompanied by the legibility and reaction including design of labels requirements of the
manufacturer information needed to intelligibility by anaphylactic Shock and IFU g}fg‘a' procedure DOC
Each device shall be accompanied by use it safely and user of the label (unclear / ) 05 .

) . ) . . ) - -instruction for use that
the information needed to identify the properly, taking account and IFU/E-Leaflet insufficient reports the following
device and its manufacturer, and by of the training and /complicated wording according to 08
any safety and performance knowledge of the information). EU Reg. 2021/2226
information relevant to the user, or any potential users, and to “Tl?e instructions for
other person, as appropriate. identify the manufacturer. using the product are
Such information may appear on the This information available in electronic
L ) . . . format
device itself, on the packaging or in the | comprises the details on .
) ) . ; by scanning the e-IFU
instructions for use, and shall, if the the label and the data in QR code. They are also
manufacturer has a website, be made the instructions for use. available on the site
available and kept up to date on the As far as practicable and company and in case of
website, taking into account the appropriate, the requgst they are
following: information needed to provided by the
(a)The medium, format, content, use the device safely manufacturer in the
legibility, and location of the label and must be set out on the form ,
€9 " o paper or electronic
instructions for use shall be device itself and/or on within seven calendar
appropriate to the particular device, its the packaging for each days free of charge”
intended purpose and the technical unit or, where
knt?vyledge, experience, education or appropriate, qn thg sales error in device Hypersensitivity / a) Apply the design Marketing Dept.
training of the intended user(s). packaging. If individual identification Allergic reaction 3 2 |6 requirements of the 2.8 | Manufacturing Dept.
In particular, instructions for use shall packaging of each unit is Skin Infection and internal procedure DOC ’ Medical Dept.
be written in terms readily understood not practicable, the lack of legibility inflammation RADO5. Regulatory Dept.
by the intended user and, where information must be set device traceability - Usability test report Packaging and
appropriate, supplemented with out in the leaflet supplied use error (TF_Attachmght 9 Pre- 0,3 Serialization
drawings and diagrams. with one or more clinicahUsability) Specialist
) ) . ) - - Clinical P

(b) The information required on the devices. Instructions for inadequate Evaluation/PMCF
label shall be provided on the device use must be included in communication to Report (TF Att. 11 0.3

itself. If this is not practicable or
appropriate, some or all of the
information may appear on the

the packaging for every
device.

user of residual
risks by warnings
limitations, contra-

clinical evaluation and
post marketing
surveillance\CLEV,
PMCF)
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Annex | of Regulation (EU) 2017/745 142/EEC HAZARD b) Protective measures
93/42/EE c) Information for safety
packaging for each unit, and/or on the By way of exception, no indications, c)information are
packaging of multiple devices. such instructions for use precautions provided in the 0,8

(c) Labels shall be provided in a
human- readable format and may be
supplemented by machine-readable
information, such as radio- frequency
identification (‘RFID’) or bar codes.
(d)Instructions for use shall be
provided together with devices. By way
of exception, instructions for use shall
not be required for class | and class lla
devices if such devices can be used
safely without any such instructions
and unless otherwise provided for
elsewhere in this Section.

(e) Where multiple devices are
supplied to a single user and/or
location, a single copy of the
instructions for use may be provided if
so, agreed by the purchaser who in
any case may request further copies to
be provided free of charge.

(f) Instructions for use may be provided
to the user in non-paper format (e.g.
electronic) to the extent, and only
under the conditions, set out in
Regulation (EU) No 207/2012 or in any
subsequent implementing rules
adopted pursuant to this Regulation.
(9)Residual risks which are required to
be communicated to the user and/or
other person shall be included as
limitations, contra- indications,
precautions or warnings in the
information supplied by the
manufacturer.

(h)Where appropriate, the information
supplied by the manufacturer shall

are needed for devices in
Class | or lla if they can
be used safely without
any such instructions.

Symbols used are
not identified and
are not in
compliance with
recognized
standards

instruction for use and
lable:

a) All the mandatory
information based on
packaging dimension
are stated on the pack

b) all the information are
stated on primary and
secondary pack

c) labels is provided in a
human-readable format

d) each product has it's
own instruction for use

e) Plinest is a single
device

f) The IFU is available in
electronic format (e-
leaflet), but must also
be available in hard
copy if requested by the
physician

g) Residual risk are
included as included as
limitations, contra-
indications, precautions
or warnings in IFU

h) the information
supplied by the
manufacturer are
symbols internationally
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. Applicable Essential HARM / DAMAGE RISK CONTROL
arﬁfg';?:;'?f el;:?:l:;:%n;n%ein Requirements of Annex HAZARD HAZARDOUS TOULOMINSEIR s CAUSE Pl | RI N ASURES AppLI=D El | RRI YGEXED
e I of Council Directive SITUATION ASSOCIATED TO THE =P DEElED et MEMNEES DEPARTMENT
Annex | of Regulation (EU) 2017/745 b) Protective measures
93/42/EEC AR c) Information for safety
take the form of internationally recognized conform to
recognised symbols. Any symbol or the harmonised
identification colour used shall conform standards or CS.
to the harmonised standards or CS. In
areas for which no harmonised
standards or CS exist, the symbols
and colours shall be described in the
documentation supplied with the
device.
23.2. Information on the label 13.2 Where appropriate, Performance Use error due to Hypersensitivity/Allergi | 3 Inadequate 2 6 a) Apply the design 2,8 | Marketing Dept.
The label shall bear all of the following this information should not appropriate c reaction design of labels requirements of the Manufacturing Dept.
particulars: take the form of symbols. and misleading Skin Infection (unclear / internal procedure DOC Medical Dept.
(a) the name or trade name of Any symbol or information insufficient RADOS.. Regulatory Dept.
. . P A - Usability test report )

the device; identification colour used /complicated (TF Attachment 9 Pre- Packaging and
(b) the details strictly must conform to the inadequate information). clinical\Usability) serialization
necessary for a user to identify the harmonized standards. In information for - Clinical 03 specialist
device, the contents of the packaging areas for which no device Evaluation/PMCF
and, where it is not obvious for the standards exist, the identification Report (TF Att. 11
user, the intended purpose of the symbols and colours clinical evaluation and 0,3
device; must be described in the missing/ post marketing
(c) the name, registered trade documentation supplied inadequate surveillance\CLEV,
name or registered trademark of the with the device information on PMCF)
manufacturer and the address of its device intended ¢) labelling providing
registered place of business; 13.3.The label must bear purpose following information:
(d) (not applicable) the following particulars:
(e) where applicable, an (a) the name or trade inadequate a) The name or trade
indication that the device contains or name and address of the information about name is reported on the
incorporates: manufacturer. For substances label 0,8
- a medicinal substance, including a devices imported into the contained in the b) All the information is
human blood or plasma derivative, or Community, in view of device reported on the labelling
-tissues or cells, or their derivatives, of their distribution in the c) All the information is
human origin, or Community, the label, or use error reported on the labelling

-tissues or cells of animal origin, or
their derivatives, as referred to in
Regulation (EU) No 722/2012;

(f) (not applicable)

the outer packaging, or
instructions for use, shall
contain in addition the
name and address of the
authorised representative

use beyond expiry
date

e) The indication that
Plinest contains tissue
of animal origin, or their
derivatives is clearly
reported in the IFU
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Annex | of Regulation (EU) 2017/745 142/EEC HAZARD b) Protective measures
93/42/EE c) Information for safety
(9) the lot number or the serial where the manufacturer inadequate
number of the device preceded by the does not have a storage and/or g) lot number of Plinest
words LOT NUMBER or SERIAL registered place of handling preceded by the words
NUMBER or an equivalent symbol, as business in the conditions LOT are clearly reported

appropriate;

(h) the UDI carrier referred to
in Article 27(4) and Part C of Annex VI,
(i) an unambiguous indication

of the time limit for using or implanting
the device safely, expressed at least in
terms of year and month, where this is
relevant;

where there is no indication of the date
until when it may be used safely, the
date of manufacture. This date of
manufacture may be included as part
of the lot number or serial number,
provided the date is clearly identifiable;
(k) an indication of any special storage
and/or handling condition that applies;
@) if the device is supplied
sterile, an indication of its sterile state
and the sterilisation method;
(m)warnings or precautions to be taken
that need to be brought to immediate
attention of the user of the device, and
to any other person.

This information may be kept to a
minimum in which case more detailed
information shall appear in the
instructions for use, taking into account
the intended users;

(n) if the device is intended for single
use, an indication of that fact.

A manufacturer's indication of single
use shall be consistent across the
Union;

(o) not applicable

Community;

(b) the details strictly
necessary to identify the
device and the contents
of the packaging
especially for the users;
(c) where appropriate,
the word ‘STERILE’;

(d) where appropriate,
the batch code, preceded
by the word ‘LOT’, or the
serial number;

(e) where appropriate, an
indication of the date by
which the device should
be used, in safety,
expressed as the year
and month;

(f) where appropriate, an
indication that the device
is for single use. A
manufacturer's indication
of single use must be
consistent across the
Community;

(i) any special storage
and/or handling
conditions;

(j) any special operating
instructions;

(k) any warnings and/or
precautions to take;

(m) where applicable,
method of sterilization;

on the labelling

h) the UDI carrier
referred to in Article
27(4) and Part C of
Annex VIl is clearly
reported on the label

i) expiry is clearly
reported on the labelling

i) manufacturing date is
clearly reported on the
labelling

k) indication of storage
condition is reported on
IFU and labelling

i) sterilisation method is
reported on IFU and
labelling

m) warnings or
precautions are
reported on the labelling

n) Plinest is intended for
single use. It is reported
on the labelling

r) all the qualitative
composition is staded in
the outer box and IFU.
Quantitative
composition of the
functional ingredients is
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Annex | of Regulation (EU) 2017/745 b) Protective measures
93/42/EEC AR c) Information for safety
(p) not applicable 13.4 reported in the outer
(q) an indication that the If the intended purpose of box and IFU
device is a medical device. the device is not obvious
If the device is intended for clinical to the user, the
investigation only, the words manufacturer must
‘exclusively for clinical investigation. clearly state it on the
(r) in the case of devices that are label and in the
composed of substances or of instructions for use
combinations of substances that are
intended to be introduced into the 13.5 Wherever
human body via a body orifice or reasonable and
applied to the skin and that are practicable, the devices
absorbed by or locally dispersed in the and detachable
human body, the overall qualitative components must be
composition of the device and identified, where
quantitative information on the main appropriate in terms of
constituent or constituents responsible batches, to allow all
for achieving the principal intended appropriate action to
action; detect any potential risk
posed by the devices and
detachable components.
23.3. Information on the packaging NA Performance Use error due to Skin infection 3 Inadequate 2 6 a) Apply the design 2,8 | Marketing Dept.
which maintains the sterile condition of not appropriate design of labels requirements of the Manufacturing Dept.
a device (‘sterile packaging’) and misleading (unclear / internal procedure DOC Medical Dept.
The following particulars shall appear information and insufficient RADOS. . Regulatory Dept.
. ) . A - Usability test report .
on the sterile packaging: non appropriated /complicated (TF Attachment 9 Pre- Packaging and
(a) an indication permitting the sterile symbols information). clinical\Usability) serialization
packaging to be recognised as - Clinical 0,3 Specialist (Manuf.
such, inadequate Evaluation/PMCF Dept)
(b) a declaration that the device is in a handling of the Report (TF Att. 11
sterile condition, device clinical evaluation and 0,3
(c) the method of sterilisation, post marketing
(d) the name and address of the surveillance\CLEV,
manufacturer, PMCF)
(e) -adescrlp.tlon.of. the device, N ¢) labelling providing
(f) !f the L:iew.ce is intended for clinical following information:
investigations, the words 0,8
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A Applicable Essential HARM / DAMAGE
Applicable General Performance ; MEASURES APPLIED
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Annex | of Regulation (EU) 2017/745 93/42/EEC HAZARD b) Protective measures
c) Information for safety
‘exclusively for clinical c) labelling providing
investigations’, following information:
(9) if the device is custom-made, the a) b) Sterility information
words ‘custom-made device’, is provided on the IFU,
(h) the month and year of and labelling
manufacture,
(i) an unambiguous indication of the c) the method of
time limit for using or implanting the sterilization is reported
device safely expressed at least in on labelling
terms of year and month, and d) the name and
(j)an instruction to check the address of the
instructions for use for what to do if the :Te‘aglrjtf:’gtgﬁ;s labeliin
sterile packaging is damaged or )p d it § 9
f . e) a description o
unintentionally opened before use. Plinest is provided on
the labelling
h) the month and year
of manufacture is
reported on the labelling
i) the time limit for using
or implanting Plinest
safely is reported on the
labelling
j) instructions are
reported labelling
23.4. Information in the instructions for 13.6 Performance Use error due to Hypersensitivity / 3 Inadequate 2 6 a) Apply the design 2,8 | Marketing Dept.
use Where appropriate, the not appropriate Allergic reaction design of requirements of the Manufacturing Dept.
The instructions for use shall contain instructions for use must and misleading Skin Infection instruction  for internal procedure DOC Medical Dept.
all of the following particulars: contain the following information use/E-Leaflet ?LAJ\sDaObsiIit test report Regulatory Dept.
particulars: Funclggr / (TF Attac};ment 9pPre- Pa(.:k?ginlg and
insufficient clinical\Usability) serialization
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(a) the particulars referred to in points (a) the details referred to insufficient 10 | /complicated 2 10 | - Clinical 4,6 | Specialist (Manuf.
(a), (c), (e), (k), (1), (n) and (r) of in Section 13.3, with the information for Anaphylactic shock information). Evaluation/PMCF Dept)
Section 23.2; exception of (d) and (e); device Report (TF Att. 11

G5

the device's intended purpose with

a clear specification of indications,

contra-indications, the patient

target group or groups, and of the

intended users, as appropriate;

where applicable, a specification of

the clinical benefits to be expected.

(d) where applicable, links to the
summary of safety and clinical
performance referred to in Article
32;

(e) the performance characteristics of
the device;

(f) where applicable, information

allowing the healthcare

professional to verify if the device

is suitable and select the

corresponding software and

accessories;

any residual risks, contra-

indications and any undesirable

side-effects, including information

to be conveyed to the patient in this

regard;

(h) not applicable

(j) any requirements for special

facilities, or special training, or

particular qualifications of the device

user and/or other persons;

(k)not applicable

(I)if the device is supplied sterile,

instructions in the event of the sterile

packaging being damaged or

unintentionally opened before use;

(m) (not applicable)

(n)  (not applicable)

(0) (not applicable)

(p) if the device bears an

indication that it is for
single use, information on

(c

-

g

(b) the performances
referred to in Section 3
and any undesirable side
effects;

(e) where appropriate,
information to  avoid
certain risks in connection
with implantation of the
device;

(f) information regarding
the risks of reciprocal
interference posed by the
presence of the device

during specific
investigations or
treatment;

(n) precautions to be
taken against any special,
unusual risks related to
the disposal of the device;
(q) date of issue or the
latest revision of the
instructions for use.

identification

inadequate
warning on
residual risks
(limitations, contra-
indications,
precautions)

performance
characteristics not

clear to the user

incompatibility with
needles

use error
unsafe disposal

missing incidents
notification

clinical evaluation and
post marketing
surveillance\CLEV,
PMCF)

a) the instructions for
use contain the
particulars referred to in
points (a), (c), (e), (k),
(1), (n) and (r) of.

b) all the information
requested are reported
in the IFU

c) Clinical benéefits are
reported on the IFU

d) links to the summary
of safety and clinical
performance referred to
in Article 32 is reported
in the IFU

e) the performance
characteristics of Plinest
is reported in the IFU

f) all the informations
are reported in the IFU

g) all the information
required are reported in
the IFU

i) Plinest is an injectable
product and has to be
used using needle

j) The intra-dermal
infiltration must be
performed by medical
personnel, complying
with the technique and
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i : RISK CONTROL
A Applicable Essential HARM / DAMAGE
Applicable General Performance ; MEASURES APPLIED
and Safety Requirements (GSPR)in | ' arqomonte O ASX | yazarp N ATION FOLOWNGOR | st | CAUSE | PI | RI | a)Desgnandvanactre | EI | RRI | IRVOLVED
. | of Council Directive SITUATION ASSOCIATED TO THE . DEPARTMENT

Annex | of Regulation (EU) 2017/745 93/42/EEC HAZARD b) Protective measures

c) Information for safety

(@)

known characteristics and
technical factors known to
the manufacturer that could
pose a risk if the device
were to be re-used. This
information shall be based
on a specific section of the
manufacturer's risk
management
documentation, where such
characteristics and
technical factors shall be
addressed in detail. If in
accordance with point (d)
of Section 23.1. no
instructions for use are
required, this information
shall be made available to
the user upon request;

for devices intended for
use together with other
devices and/or general
purpose equipment:
information to identify such

devices or equipment, in order to
obtain a safe combination, and/or

information on any known

restrictions to combinations of devices
and equipment;

sterility standards set
forth for this way of
administration

I) The information about
what to do when
packaging is damaged
is reported in the IFU

p) information is
provided in the IFU

q) Plinest is an
injectable product and
has to be used using
needle

s) All the information
regarding warnings,
precautions,
contraindications are
reported in the IFU.

t) all the information
regarding substances
are included in warnings
and precautions
sections of the IFU

u) all the informations
are reported in the IFU
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(r) (not applicable)

(s) information that allows the
user and/or patient to be informed of
any warnings, precautions, contra-
indications, measures to be taken and
limitations of use regarding the device.
That information shall, where relevant,
allow the user to brief the patient about
any warnings, precautions, contra-
indications, measures to be taken and
limitations of use regarding the device.
The information shall cover, where
appropriate:

— warnings, precautions
and/or measures to be taken in the
event of malfunction of the device or
changes in its performance that may
affect safety,

— warnings, precautions
and/or measures to be taken as
regards the exposure to reasonably
foreseeable external influences or
environmental conditions, such as
magnetic fields, external electrical and
electromagnetic effects, electrostatic
discharge, radiation associated with
diagnostic or therapeutic procedures,
pressure, humidity, or temperature,
— warnings, precautions
and/or measures to be taken as
regards the risks of interference posed
by the reasonably foreseeable
presence of the device during specific
diagnostic investigations, evaluations,
or therapeutic treatment or other
procedures such as electromagnetic
interference emitted by the device
affecting other equipment,

— if the device is intended to
administer medicinal products, tissues
or cells of human or animal origin, or
their derivatives, or biological
substances, any limitations or

v) all the informations
are reported in the IFU,
The informations about
potentially hazards are
analyzed in this

Risk Management File
y) the latest revision of
the instructions for use
is indicated in IFU

z) A notice to the user is
reported on the IFU

aa) All the information
are included in the
Traceability label which
has to be applied on the
impant card included in
the product
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incompatibility in the choice of
substances to be delivered, (not
applicable)

— warnings, precautions
and/or limitations related to the
medicinal substance or biological
material that is incorporated into the
device as an integral part of the
device; and

— precautions related to
materials incorporated into the device
that contain or consist of CMR
substances or endocrine- disrupting
substances, or that could result in
sensitisation or an allergic reaction by
the patient or user; (not applicable)

(t) in the case of devices that
are composed of substances or of
combinations of substances that are
intended to be introduced into the
human body and that are absorbed by
or locally dispersed in the human body,
warnings and precautions, where
appropriate, related to the general
profile of interaction of the device and
its products of metabolism with other
devices, medicinal products and other
substances as well as contra-
indications, undesirable side-effects
and risks relating to overdose;

(u) in the case of implantable
devices, the overall qualitative and
quantitative information on the
materials and substances to which
patients can be exposed;

(v) warnings or precautions to
be taken in order to facilitate the safe
disposal of the device, its accessories
and the consumables used with it, if
any. This information shall cover,
where appropriate:

— infection or microbial
hazards such as explants, needles or
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surgical equipment contaminated with
potentially infectious substances of
human origin, and

— physical hazards such as
from sharps.

If in accordance with the point (d) of
Section

23.1 no instructions for use are
required, this information shall be
made available to the user upon

request;

(w) (not applicable)

(x) (not applicable)

(y) date of issue of the

instructions for use or, if they have
been revised, date of issue and
identifier of the latest revision of the
instructions for use;

(2) a notice to the user and/or
patient that any serious incident that
has occurred in relation to the device
should be reported to the manufacturer
and the competent authority of the
Member State in which the user and/or
patient is established;

(aa) information to be supplied to the
patient with an implanted device in
accordance with Article 18;

(ab) — not applicable
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LEGENDA: QMS = Quality management System; TF = Technical File; QRM = Quality Risk Management; SOP = Standard Operating Procedures; DOC RAD = Regulatory Affairs Device
Procedures
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4. PERFORMANCE - RISK ANALYSIS

YE N
Are all residual risk indexes within the acceptability threshold? S °

Have all risks related to the device and the use of the animal-derived substance been = YES  NO
mitigated to an acceptable level?

Do the residual risks exceed the overall performance taking into account the intended YES | NO
purpose of the device?

As there are no residual unacceptable risks, there is no need for a performance-risk evaluation as required
by ISO 14971:2019 and ISO/TR 24971:2020.

5. ASSESSMENT OF NEW RISKS INTRODUCED BY THE RISK REDUCTION MEASURES

Have new risks or hazardous situations been introduced by the risk control measures
implemented?

Are the evaluation of previously identified risks/hazardous situations affected by the
introduction of the risk control measures?

YES NO
YES NO

6. ASSESSMENT OF NEW RISK INTRODUCED BY DESIGN CHANGES, POST-PRODUCTION
ACTIVITIES AND POST-MARKET SURVEILLANCE (Relating to DDM20)

Are there new hazards or risks introduced by design changes that require corrective

and preventive actions? YES

Have corrective actions and preventive actions that result in design changes introduced

new hazards or risks? YES NO

Are there any new hazards or risks discovered during the post-production monitoring? YES 'NO

On the basis of post-production quality data, is necessary to enact new or more

. o YES NO
stringent controls to maintain an acceptable level of product?
Have feedback from post-market surveillance introduced new hazards or risks? YES NO
7. CHECK ON COMPLETENESS OF RISK CONTROL
Is the risk analysis complete? YES NO
8. OVERALL RESIDUAL RISK EVALUATION
Can the combined risk of multiple hazardous events that may occur sequentially or YES | NO
simultaneously become unacceptable due to an increase in the overall probability or
severity of the consequences of the events?
When hazardous events occur simultaneously, is it impossible to execute the YES @ NO
corresponding control measures simultaneously?
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Do the residual risks exceed the overall performance taking into account the intended YES = NO
purpose of the device?

Have new risks or hazardous situations been introduced by the risk control measures YES = NO
implemented?

Are all the answers “NO”? YES NO
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9. DISCLOSURE AND MONITORING OF RESIDUAL RISKS

Which residual risks must be
disclosed? - Risk related to infiltration to other than intradermal sites,

- Risk related to the presence of components of animal origins (allergenicity)
- Risk related to individual hypersensitivity to the components of the product.

- Risk of device use in particular subjects (e.g. subjects with autoimmune
diseases), in pregnant and lactating women, and in children.

- Risk related to the integrity of the sterile packaging and syringe.

- Risk related to re-use or re-sterilisation of the device

What information must be CONTRAINDICATIONS:

included in the accompanying It is not indicated for infiltration other than intradermal, do not administer
documents (for example, the IFU) intravascularly. Do not infiltrate anatomical sites where infection, dermatitis
of the device in order to disclose or inflammatory processes are present. Do not administer in cases of
the residual risks? established individual hypersensitivity to any of the ingredients of the

product or with a positive history of allergy to fish products. As no clinical
data are available on the use of the product in subjects with autoimmune
diseases, in pregnant and breast-feeding women and in subjects under the
age of eighteen, treatment with PLINEST in these cases is not
recommended.

PRECAUTIONS:

Take the normal precautions for intradermal infiltration. As with any
percutaneous treatment, infiltration of the product may involve risk of
infection, so great care is recommended in cleansing and disinfecting the
area to be treated.

Always conduct a careful anamnesis before treatment, making sure that, in
subjects who have had filler treatments in the past, the state of the skin has
returned to physiological conditions.

Individuals taking anti-coagulant drugs or using substances that may
prolong bleeding (e.g. warfarin, acetylsalicylic acid, non-steroidal anti-
inflammatory drugs or other substances known to increase the clotting time)
should be warned of potential increased risks of bleeding and haematomas
during infiltration. The subject is advised not to wear make-up in the 12
hours following the injection treatment and to avoid any prolonged exposure
to the sun, UV rays and temperatures below 0°C, as well as any sauna or
hammam sessions at least until the red marks have completely healed.

INTERACTIONS:
There are currently no known possible interactions of the device and its
metabolism products with other devices, medicines and substances.

UNDESIRABLE EFFECTS:

Users must ensure that subjects inform them of any undesirable reactions
occurring after treatment so that they can be treated appropriately. The user
and/or subject must report to the manufacturer and to the competent
authority of the Member State in which the user and/or subject is
established, any serious accident occurring in connection with the use of
the device.

The mechanical action of the needle can lead to the formation of small blood
effusions. The red marks at the points of application generally disappear
within a short period of time (a few hours), but depending on particular
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subjective characteristics, the areas treated (e.g. neck or eye contour) and
the technique of administration, it may also take longer, and the marks may
still be visible even after a few days and/or reappear at the injection site
after 2/6 weeks following repeated treatments.

Rarely, the treated area may present reactions common to all injections
such as swelling, erythema, heat sensation, pain, itching, paraesthesia.
These reactions may persist for up to one or two weeks after treatment.
Skin reactions such as ecchymosis, rash, discolouration, induration,
granulomas, papules, papules, papules, inflammation, redness, oedema
and sensitivity of the treated area have also been documented in infiltration
treatments. In case of irritation, ice can be applied to the treated area. If
symptoms persist, consult your doctor.

In the case of unexplained inflammatory reactions, infections must be ruled
out or adequately treated, as they can lead to complications if not properly
treated.

For subjects who have experienced clinically significant reactions to
intradermal infiltration products, assess the cause and significance of
previous reactions when deciding to repeat the treatment.

WARNINGS:

Keep out of reach of children. Check the intact state of the syringe
packaging before use: do not use the product if the packaging has already
been opened or damaged. Do not use past the expiry date indicated on the
outer package. The expiry date refers to the non-modified product stored
properly. Do not freeze. Do not sterilise again. The volumetric graduation
stated on the syringes is indicative only. The product is for single use only,
once opened, it must be used immediately and any residue must be
discarded, re-use or re-sterilisation may damage the device and cause
injury to the patient. Dispose of the product according to accepted medical
practice and current guidelines. When disposing of needles and
contaminated material, do not dispose of them in the environment. Dispose
of the product in accordance with the requirements for medical and
biological waste, as stated on the QR code printed on the case. Do not
disperse of in the environment after use. The product should only be
administered by authorised personnel in accordance with local legislation
who are experienced and familiar with the correct procedures for carrying
out the various treatment steps. No cases of overdose have been reported
following the administration of PLINEST. As a precautionary measure, it is
suggested not to exceed a total volume of 12 mL of product in 4 weeks, in
case of overdose monitor the patient and contact the attending physician
before using other treatments.

STORAGE CONDITIONS
Store between 5°C and 30°C in a dry place, in the original packaging and

protected from sunlight and frost (for RDM61)
Store between below 25°C In a closed place away from direct light and

heat.(for DDM20)
Which residual risks must be
monitored thr:ough activ.e post- There are no particular residual risks to be monitored. In order to confirm
market su.r\./elllance !actlve PMS) the maintenance of the positive benefit/risk ratio of the device, in the PMCF
and, specifically, which ones must plan the following PMCF activities were planned:

be monitored with a PMCF?
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- a proactive review of several online repositories for adverse events of
medical devices to verify whether adverse reports regarding medical
devices similar to PLINEST have been received.

- to interrogate scientific database such as PubMed and Medline to
identify published clinical data relevant to the medical device under
evaluation

- to collect clinical information through questionnaires delivered to
professional users.

- to monitor and report any other data held by the manufacturer on
competitors’ devices

10. CONCLUSION

Considering that the manufacturer Mastelli:

Identified and analysed the known and foreseeable hazards associated with the device.

Estimated and evaluated the risks associated with the intended use of the device and occurring
during device use or during reasonably foreseeable misuse.

Eliminated, reduced, or controlled all the risks as far as possible in accordance with safety principles
of Annex | (GSPR) of Regulation 2017/745, without adversely affecting the performance-risk ratio.
Evaluated the impact of information from the production phase and from the post-market
surveillance system and, where necessary, amended suitable control measures.

According to the plan, it can be concluded that Mastelli managed all risks so that the residual risk
associated with each hazard as well as the overall residual risk are acceptable when weighed against
the performance/benefits to the patient and are compatible with a high level of protection of health and
safety, taking into account the generally acknowledged state of the art.

11. REASSESSMENT OF THE RISK ASSOCIATED WITH THE DEVICE

Mastelli will perform a new analysis of the risk related to the use of the devices under examination, if one or
more of the following conditions should come to pass:

The device is subject to a change in design.

The production processes are modified.

Where the vigilance data, and, more generally, the data of the post-market surveillance indicate
that the performance benefit/risk ratio of the device must be reassessed.

In case of receiving reports of non-compliance in risk management following internal/external
audits
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