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STUDY DIRECTOR STATEMENT AND GLP

I, the undersigned, Alexandre PEROCHE, Study Director, certify that the study AMES-PH-24/0562 was
performed on the premises of Laboratoire ICARE - Site de Martillac.

| certify that the objectives laid down in the study plan were achieved and no undesirable event occurred to
affect the quality or the integrity of the study. | consider the raw data to be valid. This report fully and
accurately reflects the operating procedures used and raw data.

The entire work was planned and performed according to the principles of the Good Laboratory Practice
(G.L.P.), as defined in the directive 2004/10/EC, the O.E.C.D. ruling relative to the mutual acceptance of
data in the evaluation of chemical substances (C(81) 30 (final) appendices - May 12", 1981; C (97) 186,
MNovember 26", 1997), and in ENV/IMC/CHEM (98)17.

It must be noted that the Cerificate of Analysis supplied by the Sponsor (given in appendices) was
generated outside the control of the Study Director and as such is not covered by this compliance
statement.

Deviation to the Principles of the Good Laboratory Practice:

The purity and homogeneity of the tested batch were not supplied by the Sponsor. The Sponsor stated that
the purity and homogeneity are not applicable to the test item (solid state). These deviations to GLP are
under the responsibility of the Sponsor and are considered as without impact on the conclusion of the
study.

The lack of verification of the concentration and stability of the test item in the vehicle during this study is a
deviation to the GLP but has no impact on the reliability of the results generated for the following reasons:

- The process used to prepare the extraction of the test item was suitable according to International
standard 150 10993-12. The standard specifies that the stability must be checked only if the extracts are
kept for more than 24 hours, which is not the case during this test.

- Information concerning the preparation and the visual homogeneity of the test item in vehicle are
described in this report.

pate: 2A Mougmber 2024 Alexandre PEROCHE
Study Director
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Quality Assurance Attestation

The study n® AMES-PH-24/0562 was submitted to the control of Quality Assurance in compliance with the
principles of Good Laboratory Practice (G.L.P.).

Quality assurance inspections are carried out according to a process of verification of critical phases during
the conduct of the study.

The Study andfor the test facility and/or the process are periodically inspected by the quality assurance
according to the corresponding Standard Operating Procedures.

Dates of inspections related to the different process of the study are given below:;

Proces Dot DSbCtrporkon Dets ot g s
Test item reception 08.08.2024 12.08.2024 05.08.2024
Test system control 29+30.07.2024 05.08.2024 19.08.2024
S9-mix preparation 04.09.2023 04.09.2023 08.09.2023
Test item preparation 02.04.2024 02.04.2024 08.04.2024
Reference item preparation | 23.05.2024 07.06.2024 11.06.2024
Ames test 24+26.06.2024 04.07.2024 15.07.2024

It must be noted that these process inspection dates are not specific to this study but result from our
internal audit program carried out by the Quality Assurance Unit.

This report was inspected by the Quality Assurance unit at Laboratoire ICARE - Site de Martillac.

It is considered to be an accurate account of the raw data and the application of the operating procedures
in use within the laboratory.

The following inspections have been carried out in relation with this study:

. : ; Date of reporting to Date of reporting to
Types of QA inspections Date of inspection study director test facility manager
Study plan 18.09.2024 18.09.2024 18.09.2024
Final report 18.11.2024 18.11.2024 21.11.2024

Date: DQ' Weﬁ"ub@( OQ@Q,L\ For the Quality As_asuran-::e Unit
H.cALoT

Zi

* (dd.mm.yyyy, for all the report)

'W.groupeicare.c
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SUMMARY

Assay: Bacterial reverse mutation test using «Salmonella typhimurium his-» and «Escherichia coli»
WP2(uvrA")(pKM101) according to ISO 10993-3 and NF EN 1SO 10893-3: "Biological evaluation of medical
devices Part 3- Tests for genotoxicity, carcinogenicity and reproductive toxicity" and according to OECD
guideline n® 471 adapted for medical devices.

Extracts obtained from Smart Print Bio Vitality Batch N® PVA3 004/24, have been tested for their
capacity to induce reverse mutation in four Salmonella typhimurium strains and one Escherichia coli
WP2(uvr A”)(pKM101) strain. This study was performed in the absence and presence of metabolic
activation.

Two independent assays were carried out.

For assay n®1, extracts (MaCl and Cottonseed oil) were put in contact with strains in the absence and
presence of a metabolic activation system (S9-mix 5% (viv)).

For assay n® 2, extracts (NaCl and Cottonseed oil) were put in contact with strains in the absence of
metabolic activation and with pre-incubation in the presence of metabolic activation system (S8-mix 5%
(viv)).

For the two assays, negative and positive controls were carried out in parallel. Positive controls induced a
significant increase in the number of revertant colonies compared to negative controls. There is no
significant difference between the number of spontaneous reversions, the number of reversions obtained in
the positive controls (without and with metabolic activation), and the mean of corresponding experimental
“historical” values obtained in the laboratory (Table 11).

These results validate the two tests,

There is no evidence of any increase in the number of revertant colonies in the presence of the test items
{original extracts: 100%/ plate) without and with metabolic activation in Salmonella typhimurium TA 1535,
TA 1537, TA 98, TA 100 and in Escherichia coli WP2{uvrA) (pKM 101).

Conclusion:

Extracts (NaCl 0.15M and Cottonseed oil} performed from Smart Print Bio Vitality Batch N° PVA3
004/24 (Identification code : PH-24/0562) , provided by MMTech Projetos Tecnologicos Importagao e
Exportagcao LTDA, do not induce any mutagenic change in Salmonella typhimurium TA 1535,
TA 1537, TA 98, TA 100 and in Escherichia coli WP2{uvrA“) (pKM 101) without or with metabolic
activation.

Study N°: AMES-PH-24/0562 Page 7/ 40
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1.  PRINCIPLE OF THE STUDY

The purpose of this study was to assess the mutagenic potential of test items (pure extracts) in four
Salmonella typhimurium strains (Ames et al)* and one mutated Escherichia coli WP2{uvrA-)} {pKM 101)
strain (Matsushima et al)**,

The assay was performed using five concentrations of the original extracts both in the absence and
presence of metabolic activation by a microsomal fraction of Rat liver. After a suitable period of incubation,
revertant colonies were counted and compared to the number of spontaneous revertants.

Study in absence of metabolic activation highlights direct mutagens. Study in the presence of metabolic
activation highlights promutagens.

The term reverse mutation implies the mutation of Salmonella typhimurium strains "histidine-dependent”
into " histidine-independent” Salmonella typhimurium strains, and the mutation "tryptophan-dependent”
Escherichia coli strain into" tryptophan-independent” Escherichia coli, induced either by the substitution of
base pairs, or by the addition, or deletion, of one, or more, DNA base pairs.

The determination of mutagenic activity of a test item (original extract) was its capacity to induce revertant
colonies in mutated Salmonella typhimurium and Escherichia coli strains. Revertant colonies grow in
absence of the amino-acid of which they were originally dependant.

2. STANDARDS

This study was conducted according to the following references:

- IS0 10993-3:2014, « Biological evaluation of Medical Devices Part. 3: Tests for genotoxicity,
carcinogenicity and reproductive toxicity ».

- NF EN ISO 10993-3:2014, «Biological evaluation of Medical Devices Part. 3 - Tests for
genotoxicity, carcinogenicity and reproductive toxicity ». The European Standard EN IS0 10993-3:
2014 has the status of a French standard and fully reproduces the International Standard 1SO
10993-3: 2014

— IS0 10993-12:2021, « Biological evaluation of Medical Devices Part. 12: Sample preparations and
reference materials ».

- NF EN 1S5S0 10993-12:2021, « Biological evaluation of Medical Devices Part. 12 — Sample
preparations and reference materials ». The European Standard EN 1SC 10993-12; 2021 has the
status of a French standard and fully reproduces the International Standard IS0 10993-12: 2021

— ISO/TR 10993-33:2015, "Biclogical evaluation of Medical Devices Part. 33 - Guidance on tests to
evaluate genotoxicity - Supplement to 1ISO 10993-3"

- OECD Guideline for testing of chemicals n°471 (adopted July 21%, 1997 corrected June 26, 2020):
Bacterial Reverse Mutation Test (adaptation for medical devices)

3. DEVIATIONS TO THE STUDY PLAN

Mo deviation.

Ames BN, Mec Cann J., Yamasaki E., Methods for detecting carcinogens and mutagens with the
s SalmonellaMammalian-Microsome Mutagenicity test. Mutation Research, 1975, 31, 347-364.

Matsushima T., Takamoto Y., Shirai A., Sawamura M., Sugimura T., Reverse mutation test on 42 coded

compounds with the E. coli WP 2 system. De Serres F., Ashby J. (Eds) Evaluation of short-term tests for

carcinogens, Elsevier, North-Holland, 1981, 387-395.

aroupejcare 2] in ] ssEsEEEEEsEEsEEES T sxws e CONFI

-

Study N°: AMES-PH-24/0562 Page 9/ 40



4. STUDY TIME-TABLE*

‘w.groupeicare

Study initiation date: 18.09.2024
Experimental starting date: 20.09.2024
Experimental completion date: 03.10.2024
Study completion date: 21.11.2024
*(dd.mm.yyyy)
Assay 1 Assay 2
Bacteriostatic activity contral : 20.09.2024 — 24.09.2024
Sterility control 20.09.2024 - 26.09.2024 27.09.2024 — 03.10.2024
Assay dates : 20.09.2024 - 26.09.2024 27.09.2024 - 03.10.2024
*(dd.mm. yyyy)

5. TESTITEM IDENTIFICATION AND CHARACTERIZATION

5.1. Medical Device received

Name: Smart Print Bio Vitality Batch N° PVA3 004/24

Container: See photo in appendices

Quantity: 5 bags each containing 5 units / 50x50x1.2 MM

Documents for Test item data sheet (certificate of analysis not provided by the sponsor)

characterization:

Composition: Amorphous Silica (<5%), silanized silica (=50%), Wetting and dispersing
additive (<4%), Photoinitiator (<4%), Monomeric Base (UDMA and THFMA.:
=40% ) and Pigments (<0.07%)

Physical properties:

- Aspect: See photo in appendices
. Sterility: Mot sterilized
. Stability: Stable under storage conditions

Purity and homogeneity: NA (solid state)

Storage conditions: Room temperature**, Keep away from light

Expiry date*: 09.04.2026

Production date*: 09.04.2024

Reception date*: 16.09.2024

Identification code: PH-24/0562
The medical device showed no visible defect upon receipt.

*(dd.mm.yyyy) **(10°C to 30°C)

Information concerning the test item is the responsibility of the Sponsor.

5.2. Test ltems: Extracts obtained from the medical device received
Refer to section 7. "Extract preparation”

"
r

Study N°: AMES-PH-24/0562
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5.3. Negative controls - Extraction vehicles

Name NaCl 0.15M (polar extraction vehicle) | Cottonseed oil (apolar extraction vehicle)
Supplier-Ref.-Lot DUTSCHER - 069817B — C1273A01 SIGMA - C7767 — MKCR 3880

Physical state Liguid, limpid Liquid, limpid

Colour Colourless Yellow

Storage conditions Room temperature (RT)™ Room temperature (RT)**

Precautions of safety | No Mo

Name Dimethyl sulfoxide (DMSO)
Supplier-Ref.-Lot SIGMA - 41639 — BCCL0999
Physical state Liquid, limpid
Colour Colourless
Storage conditions Room temperature (RT)**
Precautions of safety No
**(10°C to 30°C)
5.4. Positive controls
Name 2-Nitrofluorene Sodium Azide
CAS N°® [607-57-8] [26628-22-8)
Supplier-Ref.-Lot MERCK - N16754-5G - STBF2425Y MERCK - 52002 — STBL2894
Physical state Powder Powder
Colour Beige - ecru White
Solvent or vehicle DMSO NaCl 0.15M
Preparation Extemporanecus Extemporaneous
Stability or Expiration date* 26.01.2026 -.10.2028
Storage conditions Room temperature (RT)** Room temperature (RT)**
Precautions of safety Known mutagen Known mutagen
After solubilisation
Aspect Colourless solution Colourless solution
Stability Extemporaneous preparation Extemporaneous preparation
Name 9-Amino acridine 2-Anthramine
CAS N° [90-45-9] [613-13-8]
Supplier-Ref.-Lot MERCK - 8.18362.0010 - 58194062 MERCK - A38800 - STBJ3963
Physical state Powder Powder
Colour Yellow Yellow
Solvent or vehicle DMSO DMSO
Preparation Extemporaneous Extemporaneous
Stability or Expiration date* 30.11.2026 20.03.2026
Storage conditions Room temperature (RT)** Room temperature (RT)™
Precautions of safety Known mutagen Known mutagen
After solubilisation
Aspect Fluorescent iridescent blue vyellow | Fluorescent yellow solution
solution

Stability Extemporaneous preparation Extemporaneous preparation

*(dd.mm.yyyy)

**(10°C to 30°C)

Study N°: AMES-PH-24/0562
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Name

CAS N°

Supplier-Ref.-Lot

Physical state

Colour

Solvent or vehicle
Preparation

Stability or Expiration date*
Storage conditions

Methyl methanesulfonate

[66-27-3]

MERCK - 128925-5G - MKCM5645

Liquid
Colourless
MaCl 0.15M

Extemporaneous

28.06.2026

Room temperature (RT)**

Precautions of safety Known mutagen

After solubilisation

Aspect Colourless solution

Stability Extemporaneous preparation
“(dd.mm.yyyy)
**(10°C fo 30°C)

6. TEST SYSTEMS AND CONTROL OF TEST SYSTEMS

6.1. Bacterial strains

Strains of Salmonella typhimurium and Escherichia coli were purchased from MOLTOX™. They were
maintained in our laboratory (lyophilized discs stored at 2-8°C from TRINOVA BIOCHEM) according to

internal SOP.

Genotypes are presented in the following table (see table 1):

Complementary mutation
Strainrllll:ll::'l:;naﬂnn Afgf:::‘t:d s Mutation type
DNA repair saccharide R Factor
Salmonella typhimurium
TA 98 his D Auvr B rfa pKM 101 Frame shift
Salmonella typhimurium
TA 1537 his C Auvr B rfa - Frame shift
Salmonella typhimurium _ Base pair
TA 100 his G Auvr B rfa pKM 101 substitution
Salmonella typhimurium . Base pair
TA 1535 his G Auvr B rfa = substitution
Escherichia coli Base pair
WP2 (uvr A”) (pKM101) trypE Auvr A - pKM 101 substitution
Table 1: Bacterial strains
vw.groupeicare.corm @@ recrrciriiiiiiiiiiniiiiinscss s s ans ses CONFIDENTIAL
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6.2. Control of strains

The genotype of bacterial strains was checked:

6.2.1. Histidine and tryptophan requirements with cultures in presence and in absence of
L-histidine and L-triptophane for Salmonella typhimurium and Escherichia coli strains

respectively.

6.2.2. Loss of cell wall LPS (rfa mutation) measuring crystal violet inhibition for Salmonelia
typhimurium strains.

6.2.3. Ampicillin resistance for the strains which have the pKM 101 plasmide.

6.2.4. Auvr B mutation i.e. U.V.B sensitivity for Salmonella typhimurium and Auvr A
mutation i.e. U.V.A sensitivity for Escherichia coli.

6.2.5. Spontaneous revertant rate.

6.2.6. Sensitivity to reference mutagens (see table 2).

References items

Strains \
+ S9-mix + S59-mix
- 59-mi Without pre- i \
= imu“h"ml‘;’: With pre-incubation
Salmonella typhimurium
TA 98 2-Nitrofluorene 2-Anthramine 2-Anthramine
(2 pa/plate) (2 pg/ plate) (1 pg/ plate)
Salmonella typhimurium
TA 100 Sodium azide 2-Anthramine 2-Anthramine
(20 g/ plate) (2 pg/ plate) (1 pal plate)
Salmonella typhimurium
TA 1535 Sodium azide 2-Anthramine 2-Anthramine
(5 pg/ plate) (2 pg/ plate) (1 pg/plate)
Salmonella typhimurium
TA 1537 g-Aminoacridine 2-Anthramine 2-Anthramine
(50 pg/ plate) (2 pg/plate) (1 pg/plate)
Escherichia coli Methyl
wez {HW A“} prMTﬂ” methanesulfonate 2=-Anthramine 2-Anthramine
(100ug/plate) (50 pa/plate) (12.5 pg/plate)

T
o

-
-

Study N°: AMES-PH-24/0562

Table 2: Reference mutagens {Positive controls)
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7. EXTRACT PREPARATION

Extracts were prepared according to ISO 10993-3:2014 and 1SO 10993-12:2021, NF EN ISO 10983-3:2014
et NF EN 1SO 10993-12:2021.

All parts of the test item were used for the study.

No pre-treatment on the test item received, no filtration or no centrifugation and no pH adjustment on the
extract obtained was performed.

The extract was used within less than 24 hours of recovery.

Extraction conditions : Extracts from PH-24/0562
* Extraction temperature: 37°C+1° C
* Extraction period: 72 h
* Gentle agitation (8 rockings/minute)
* Number of test item used: 4 (1 for NaCl 0.15M extract for assay 1, 1 for cottonseed oil extract for assay 1, 1 for
NaCl 0.15M extract for assay 2 and 1 for cottonseed oil extract for assay 2)
* Area by test item: 50 cm?
* Area of test item used by extract: 50 crm®
* Extraction volume by extract; 16.7 mL
* Adsorption volume: 0 mL (volume added at the start of the extraction)
* Ratio between the surface area and the volume of extraction vehicle: 3 cm®/mL (thickness = 0.5 mm)
NaCl extracts
Assay n°1 Assay n°2
. From 20.09.2024 at 05h00 to From 27.09.2024 at 09h00 to
e 23.09.2024 at 09h00 (72h) 30.09.2024 at 09h00 (72h)
ftﬂl‘t of contact extracts / test 23.09.2024 at 10h00 30.09.2024 at 1000
ystem
Test item
Aspect - Colour Limpid colourless homogeneous | Limpid colourless  homogeneous
liquid liguid
pH 7.8 83
Osmolality 295 mosm/Kg Hz:0 292 mosm/Kg Hz0
Negative control NaCl 0.15M NaCl 0.15M
Aspect - Colour Limpid colourless homogeneous | Limpid colourless homogeneous
liquid liquid
pH 5.1 8.1
Osmolality 283 mosm/Kg Hz0 283 mosm/Kg H:0
Cottonseed oil extracts
Assay n®1 Assay n"2
From 20.09.2024 at 0%h00 to | From 27.09.2024 at 0Sh00 to
Extraction performance 23.09.2024 at 09h00 (72h) 30.09.2024 at 09h00 (72h)
SUNE OF ‘coniagl ewndie } RAL L b0 Ak sOR0D 30.09.2024 at 10h00
system
Test item
Aspect - Colour Limpid / homogeneous yellow Limpid yellow homogeneous liquid
pH NA NA
Osmolality NA NA
Negative control Cottonseed oil Cottonseed oil
pgroupeicare.com O sicsisissisinesisiisssssnninassasersesnsnseasarseinisssicsisisss  CONFIDENTIAL
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Aspect - Colour Limpid yellow homogeneous liquid | Limpid yellow homogeneous liquid
pH NA NA,
Osmolality MNA NA

Blanks: Exiraction vehicle (NaCl 0.15M or Cottonseed oil), subjected to the same extraction conditions but
in the absence of test material.

8. ASSAY CONDITIONS

8.1. Preparation of the metabolic activation system

8.1.1. Obtaining S9 fraction
59 fraction, a microsome fraction prepared from Sprague Dawley rat liver homogenate, was provided by
MOLTOX™ (POB Box 1189 - 157 Industrial Park Dr - Boone, NC 28607 — USA) (59 Moltox - 11-105-5 -
4757 validated on 03.11.2023 - expiry date: 24.07.2025).

8.1.2. Preparation of $9-mix (5% viv)
The final concentration of co-factors and salts was as follows:

59 fraction 5%
MgCl:-6H:0 8mM
KCI 33mM
Glucose-6-phosphate SmM
NADP 4mM
Phosphate buffer pH 7.4 0.1m

Table 3: Preparation of S9-mix

8.2, Sterility tests

Test item (original extracts) was added to 2mL of top agar maintained at 45°C and poured after
homogenization on the bottom agar (20mL) onto a Petri plate (90 mm in diameter) (n = 3). Plates were
incubated for 48 - 72 hours at 37°C and then examined. There should be no bacterial growth on any plate.
S9-mix sterility was checked using the same protocol. Sterility of the S9-mix and the extraction vehicles
were checked using the same protocol.

8.3. Bacteriostatic activity control (TA100 strain)

In a test tube 0.1m L of the bacterial suspension (1-9 x 102 bacteria/mL) and 0.1mL of the original extracts
or these dilutions were successively added to 2mL of top agar at 45°C, containing 10% (v/v) of a solution of
L-Histidine-D-Biotine (2.5mM) and 0.5 mL of sterile phosphate buffer. After homogenization, the content of
the tube was poured onto a Petri plate (90 mm in diameter) containing minimal agar (20mL). 3 plates per
concentration were incubated for 24-72 hours at 37°C, and the colonies counted. A negative control
containing the blank alone was run in parallel.

In case bacteriostatic activity is detected, the highest concentration to be retained is that exhibiting a
bacteriostatic activity of 75% or less. The precipitate, if present, should not interfere with the scoring. The
following four dilutions studied are distributed according to a semi-logarithmic progression.

As only one strain (TA 100) is tested and without metabolic activation, it may be useful to test one and more
concentration above the maximum concentration determined during the bacteriostatic test to observe a

sina fla el " o ~ W =y
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cytotoxic effect for all strains and conditions tested. In this case one or more lower doses may not be tested
if there is a minimum of 5 doses analysed including the additional higher doses.

8.4. Mutagenic assay

8.4.1. Assay without metabolic activation

Salmonella Typhimurium strains: for each strain, 0.1mL of the bacterial suspension containing 1-9 x10°
bacteria/mL, 0.1mL of the original extracts and 0.5mL of sterile phosphate buffer were successively added
to 2mL of overlay agar, maintained supercooled at 45°C, containing 10% (v/v) of a L-Histidine-D-Biotine
solution (0.5mM).

Escherichia coli strain : in a test tube 0.1mL of the bacterial suspension containing 1-9 x 10° bacteria/mL
and 0.1mL of the original extracts and 0.5mL of phosphate buffer were successively added to 2mL of
overlay agar maintained super cooled in 45°C containing 5% (v/v) of nutrient broth n® 2 to which were
added 5pl of a L-Tryptophan solution at 2 mg/mL.

After homogenization, the content of the tube was poured onto a Petri plate (30 mm in diameter) containing
minimal agar (20 mL). 3 plates per concentration were incubated for 48-72 hours at 37°C and the number
of revertant colonies per plate was counted.

Moreover the following controls were carried out:
= negative controls

= absolute negative control containing no test item corresponding to the spontaneous reversion
rate,
= positive control solvent.
=  blank ; extraction vehicle submitted the extraction conditions without test material

« positive control (see table 2).

8.4.2. Assay with metabolic activation

Two methodologies were used.

e |n assay 1, a standard plate incorporation method where the protocol is similar to that described
above, except that, 500 pL of S9-mix fraction was quickly added, before pouring the mixture onto
the plates;

« Inassay 2, as the first assay was negative in presence of test item, the pre-incubation method was
used, the test item extract with the test strain and 500 pL of 59-mix fraction were preincubated with
shaking for 30 min at 37° C prior to mixing with the overlay agar and pouring onto the minimal agar
plate.

This method is known to increase the detection sensitivity of a number of promutagens like alkaloids,
aliphatic N-Nitroso compounds (OECD n® 471).

8.5. Presentation of data
After a 48-72 hours incubation period at 37°C, revertant colonies are counted in each plate.

Data are presented as the number of revertant colonies (mean + standard deviation) per plate.
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The following ratio is calculated:

Number of revertant colonies in the presence of the test item (extract)

Number of revertant colonies in the absence of the test item (blank)

9. EVALUATION CRITERIA

Ensure that the criteria of validity of the study are well respected namely:

» The highest concentration tested must be 100 % test sample extract or, in the event of cytotoxicity,
present an “R" less than 0.5 and/or a reduction in the bacterial lawn.

» The spontaneous reversion rate of the absolute negative control shall comply with the historical values
of the laboratary.

» The spontaneous reversion rate of the blank control shall comply with the historical values absolute
negative control of the laboratory.

» The mean number of revertant colonies obtained for each strain and the corresponding positive control,
with and/or without metabolic activation shall comply with the historical values of the laboratory.

= Negative and positive values should not show significant difference with the historical values of the
laboratory.

10. CRITERIA CONCLUSION

The result of the test is considered as negative if the revertant number is below three fold the number of
spontaneous reversions, for TA 1535 and TA 1537 strains, and below two fold the number of spontaneous
reversions for TA 98, TA 100 and Escherichia coli WP2({uvrA™) (pKM 101) strains without and with metabolic
activation.

The result of the test is considered positive if a dependent relationship concentration is obtained in one,
or several of the 5 strains, without and/or with metabolic activation, a mutagenic effect being taken into
account for a given dilution of test itemn (extract) if the number of revertant colonies is at least two fold that
of spontaneous revertant colonies for TA 98, TA 100 and Escherichia coli WP2{uvrA-) (pKM 101), and three
fold for TA 1535 and TA 1537,

All results must be confirmed in an independent experiment.

In the absence of cytotoxicity, the test can be carried out only on pure extracts.

11. RESULTS

* Results of sterility control of test items (extracts), extraction vehicles and S9-mix are presented in
table 4.

» Results of bacteriostatic activity control are presented in tables 5.1 to 5.2 for the assay with the
extraction vehicle NaCl 0.15M and the extraction vehicle Cottonseed oil respectively.

« Resuits for mutagenic activity are presented in the following tables :
o 6.1t06.6 for TA 1535
o T.1to 7.6 for TA 1537
o 8.1to8.6 for TA98
o 9.1to9.6 for TA 100
o 10.1 to 10.6 for Escherichia coli

* The means historical values of the laboratory are presented in table 11.
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12. RESULT ANALYSIS
12.1. Sterility controls

12.1.1. Test items

Results presented in table 4 show the absence of any bacterial growth in the presence of the test item
(extracts) and the extraction vehicles.

12.1.2. "89-mix"
Results presented in table 4 show the absence of any bacterial growth in the presence of "S9-mix".

12.2. Bacteriostatic activity control

Results presented in tables 5.1 to 5.2 show that either original extracts or dilutions have no bacteriostatic
effect.

As no bacteriostatic effect was noted, the mutagenic test was carried out only on the 100% extract.

12.3. Mutation assay results

= There is no significant difference between the number of spontaneous reversions, the number of
reversions obtained for the positive controls (without and with metabolic activation), and the mean of
corresponding experimental historical values obtained in the laboratory (Table 11).

= There is no evidence of any increase in the number of revertant colonies in the presence of the two
test material original extracts (100% / plate) without and with metabolic activation in Salmonella
typhimurium TA 1535, TA 1537, TA 98, TA 100 and in Escherichia coli WP2(uvrA*) (pKM 101).

= Results are confirmed in an independent experiment.

13. CONCLUSION

In the assay conditions, in presence of extracts (NaCl 0.15M and Cottonseed oil) obtained from the
test item Smart Print Bio Vitality Batch N° PVA3 004/24 (ldentification code: PH-24/0562), provided
by MMTech Projetos Tecnologicos Importagao e Exportagao LTDA, there is no evidence of any
increase in the number of revertant colonies. Therefore, the test item does not induce any
mutagenic change in Salmonella typhimurium TA 1535, TA 1537, TA 98, TA 100 strains and
Escherichia coli WP2(uvr A )(pKM101) strain with or without metabolic activation, according to the
OECD Guideline n® 471.

14. ARCHIVES

The protocol and amendments to the protocol (if any), the original data, correspondence, and final report of
this short-term study are kept in a room ‘salle archives” at Laboratoire ICARE - Site de Martillac for a 10-
year period.

At the end of this period, the study archives will be either returned to the Sponsor of the study or destroyed.

As this test is considered as a short-term study, no archive will be performed for the test item. After the end
of the study, test item from its initial container will be destroyed at the sponsor's request.

Remarks

a) The assay report above applies only to the sample of the test item submitted to the assay. Extrapolation of these results to another
batch of production is the responsibility of the manufacturer,
B) This report must not be duplicated, even partially, without the approval of Laboratoire ICARE — Site de Martillac.
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Photo of medical device
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Sterility controls

Study N*: AMES-PH-24/0562

Extract Colonies
Cansine Sene concentrations number/plate
Extract (NaCl) from
Smart Print Bio Vitality Batch N° PVA3 004/24 14c% o900
i Extract (Cottonseed oil) from
% Smart Print Bio Vitality Batch N° PVA3 004/24 100% 0 0 0
o
o Extraction vehicle : NaCl 0.15M 100% 0 0 0
Extraction vehicle : cottonseed oil 100% 0 0 0
59-mix 500uL/plate 0 0 0
Extract (NaCl) from
Smart Print Bio Vitality Batch N° PVA3 004/24 100% 0 0 0
Ll Extract (Cottonseed oil) from
s Smart Print Bio Vitality Batch N° PVA3 004/24 s FRAR
5 Extraction vehicle : NaCl 0.15M 100% 0 0 0
Extraction vehicle : cottonseed oil 100% 0 0 0
S9-mix 500pL/plate 0 0 0
Table 4
v.groupeicare.comn OO CONFIDENTIAL
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Bacteriostatic activity control

Doses {/plate)
Negative contral | NaCl0.15M 100% 3% 10% 3% 1%
| 826 11 819 &0 852 891 891
Extract of Smart Print |92 812 802 841 845 846 771 773
Bio Vitality BATCH |3 801 819 828 789 821 854 805
PYAI 004724 N[ 813 £ 13 [ 811 + 9 | B2 & 11 | 812 + 20 | 840 + 16 | B & 61 | 823 & 61
Y - 1{HF%% 102% 100% 103% 103% 101%

Table 5.1: Bacteriostatic activity control n®1 (Extract — NaCl 0.15M)

Doses (fplate)
Negative control | Cottonseed oil 100% 307 10% % 1%
M1 826 857 8293 TES 856 236 866
Extract of Smart Print [N2 812 807 764 814 841 L] 791
Bio Vitality BATCH | N3 801 01 544 863 801 774 845
PVA3 00424 N| 813 £ 13 | 82 ¢ 31 | 834 + 65 | 821 + 39 | 833 ¢ 28 | 817 & 37 | 8 : M
Vo - 101 % 103% 101 % 102% 10HF%% 103%

Table 5.2: Bacteriostatic activity control n®1 (Extract — Cottonseed oil)

N1 Number of colonies in plate 1

N2 Mumber of colonies in plate 2

N3 Number of colonies in plate 3

M Mean per plate

% Percent of survival compared to negative control
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Mutagenic activity

TA 1535 — Contfrols

Sere mi | S I el
nl | n*2 | n*3
MNegative control 100 pl. 9 10 12 10,33 1,53 _
(=) 59-mix Positive control solvent 100 pi 13 12 10 11,67 1,53 :oc
Positive control : Sodium azide Spg 937 | 97 | 843 899,00 49,52 7706
Negative control 100 pl. 12 15 20 15,67 404 _
Mtltttlis;'?iizi::ﬁnn Positive control solvent 50 pL 14 11 12 12,67 1,53 =
Positive control : 2-Anthramine 2pg 129 | 120 | 136 128,33 8,02 10,13

Table 6.1: Assay n"1 (Controls)

Plate, Mean and Standard Deviation unity : number of revertant colonies/plate

R = Number of revertant colonies in the presence of the test item /Number of revertant colonies in the
absence of the test item

Serie Dose/Plate - Mean ih:::;: R
n°1 | w2 | n°3
Megative control 100 pl. 10 14 13 12,33 208 ”
) 59-mix Positive control solvent 100 L. w | 1z ]| 13 11,67 1.53 =
Fositive control ; S odium azide Spg 358 | 382 | 368 369,33 12,06 31,66
MNegative contral 100 pL. 15 13 ] 11,33 4,73 o
e bites [Positive control solvent sou. | | 30| 1133 153 .
Positive control : 2-Anthramine 1 pg 109 161 108 126,00 332 11,12

Table 6.2: Assay n°2 (Controls)

[ ]
[}
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TA 1535 — Extracts NaCl 0.15M

Plate
Seril Ml‘”’lﬂtﬁ “an imﬁm‘?g -R
n® 1 n®2 n° 3
Vehicle : 100 ul. 15 15 8 12,67 4,04 i
() 55-mix Extract of Smart Print Bio Vital
tract of Smart Print Bio Vitality
BATCH PVA3 00424 100 (1) 8 9 16 11,00 436 087
Vehicle : 100 pl. g 13 11 11,00 2,00 _
(+) §9-mix 5 %
without pre-
incubation Extract of Smari Print Bio Vitality
BATCH PVAS 004/24 100% (1) 11 11 9 10,33 1,15 0,94
Table 6.3: Assay n°® 1 (Extract — NaCl 0.15M)
Plate
Serie Dose/Plate i ?ku:.:::nd R
w1 | 0°2 | n°3 "
Vehicle ¢ 100 plL 18 3 12 11,67 6,51 _
{-) 59-mix
Extract of S mart Print Bio Vitality
BATCH PVAS 004/24 10024 (1) 10 11 9 10,00 1,00 086
Vehicle : 100 pL. 14 3 5 733 586 _
(+) 59-mix 5 %
with pre-incubation | Exgeact of S mart Print Bio Vitality i
BATCH PVA3 004724 1002 (1) 11 13 15 13,00 2,00 1,77
Table 6.4: Assay n° 2 (Extract — NaCl 0.15M)
ul
{1) Normal.
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TA 1535 - Extracts Cottonseed oil

Plate
Serie Dose/Plate Mean Sm!ul?r\d R
deviation
n® 1 n®2 n®3
Vehicle : 100 pl. 12 10 9 10,33 1,53 _
{-) 59-mix
Extract of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) 10 9 10 9,67 0,58 0,94
Vehicle : 100l 10 11 9 10,00 1,00 _
(+) 89-mix 5 %
without pre-
inenbation Extract of Smart Print Bio Vitality
BATCH PYA3 004724 100%% (1) 15 b 11 11,33 351 1,13
Table 6.5: Assay n° 1 (Extract — Cottonseed oil)
Plate
Sorie Dose/Plate Mean Sﬁl:in?rd R
n®1 n*2 n*3 e
Vehicle : 100 ul i 11 17 11,33 5,51 _
(=) 89-mix
Extract of Smart Print Bio Vitality
BATCH PVA3 00424 1R (1) 9 10 7 8,67 153 0,76
Vehicle : 100 pL. 12 16 4 10,67 6,11 =
{(+) 59-mix 5 %
with pre-incubafion | pyeer of S mart Print Bio Vitality
BATCH PVAS 004724 10086 (1) 13 14 7 11,33 379 1,06

Table 6.6: Assay n°® 2 (Extract — Cottonseed oil)

Back nd lawn ob
(1) Mormal.
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TA 1537 — Controls

Plate
Serie Dose/Plate Mean Starni.wd R
deviation
n®l | n°2 | n°3
Negative control 100 uL i 8 10 8,00 2,00 s
(-) $9-mix Positive control solvent 50 uL 7 7| 12 8,67 2,89 B
Positive control : 9-Aminoacridine 50 pg 1037 | 1334 | 1512 129433 | 239,97 149,35
Negative control 100 pL. 13 g 10 10,67 2,08 o
(+) §9-mix 5 %
withoutpre-  pocitive control solvent 50 uL 4 [ 10| 11 ] 11,67 2,08
incubation e
Positive control : 2-Anthramine 2pg 94 | 103 | 97 98,00 4,58 8.40
Table 7.1: Assay n®1 (Controls)
Plate
Serie Dose/Plate Mean 3::::::: R
n°l |n°2 |n°3
Negative control 100 plL. 4 7 9 6,67 2,52 =
(-) 59-mix Positive control solvent 50 pL 7 (10| 8 8,33 1,53 a
Positive control : 9-Aminoacridine 50 pg G07 | 855 | 806 | 856,00 50,51 102,72
Megative control 100 plL 4 12 13 9,67 4,93 s
(+) 89-mix 5 % o
with pre-incubation Positive control solvent 50 uL 13 8 11 10,67 2,52 _
Positive control : 2-Anthramine 1 pg 77 | 68 | 71 72,00 4,58 6,75

Table 7.2: Assay n°2 (Controls)
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TA 1537 - Extracts NaCl 0.15M

Plate
Serie Me F——" R
Dose/Plate an divioi
n°l | n®2 | n®3
Vehicle : 100 pL 10 11 8 92,67 1,53 _
(-) S9-miix
Extract of Smart Print Bio Vitality
BATCH PVAS Be4i4 100% (1) 7 9 8 8,00 1,00 0,83
Vehicle : 100 pL 10 12 10 10,67 1,15 _
{(+) 59-mix 5 %
without pre-
incubation Extract of Smart Print Bio Vitality
BATCH PVA3 004724 100% (1) 15 12 10 12,33 2,52 1.16
Table 7.3: Assay n°® 1 (Extract — NaCl 0.15M)
Plate
: Standard
Serie Dose/Plate Mean | o iation R
n°l | n°2 | n®3
Vehicle : 100 ul. 12 4 7 7.67 4,04 _
(-) S9-mix
Extract of Smart Print Bio Vitality .
SR 100% (1) 5 4 7 | 533 1,53 0,70
Vehicle : 100 pL 9 14 6 9,67 4,04 _
(+) 59-mix 5 %
with pre-incubation | gyract of Smart Print Bio Vitality|
BATCH PVA3 00424 100% (1) 5 9 6 | 6,67 2,08 0,69

Table 7.4: Assay n° 2 (Extract - NaCl 0.15M)

Background lawn observation code:

(1) Mormal.
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TA 1537 — Extracts Cottonseed oil

: el Standard
Serie Dose/Plate Mean Josiation R
n°l | n°2 | n°3
Vehicle ; 100 pL 7 9 7 7,67 1,15 _
(-) 59-mix
Extract of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) 6 g 7 733 1,53 0,96
Vehicle : 100 pl 11 7 12 10,00 2,65 _
(H)89-mix 5 %
without pre-
infumﬁnn Elh'ﬂ.ﬁ ul‘Smart Pﬁnt Biﬂ \-’itality
BATCH PVA3 004/24 100% (1) 10 14 11 11,67 2,08 1,17
Table 7.5: Assay n° 1 (Extract — Cottonseed oil)
Plat
Serie - Me Hiandard R
Dﬁﬁeﬂ"lﬂt& an deviation
n®1 n°2 | n°3
Vehicle : 100 L. 4 7 9 6,67 2,52 -
(=) §9-mix

Extract of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) 71 9| 5 7,00 2,00 1,05

Vehicle : 100 pL 5 13 13 10,33 4,62

(+) S9-mix 5 %

with pre-incubation | pyiract of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) 9 3 1 7,67 4,16 0,74

Table 7.6: Assay n° 2 (Extract — Cottonseed oil)

B
(1) Normal,
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TA 98 — Controls

Plate
Serie Dose/Plate Mean Sta[:uhird R
deviation
n°l | n°2 | n*3
Negative control 100 uL 17 19 16 17,33 1,53 s
(<) S9-mix Positive control solvent 50 ul 14 17 17 16,00 1,73 _
Positive conirol : 2-Nitrofluorene 2ug 341 | 245 | 318 | 301,33 | 50,12 18,83
Negative control 100 pL 34 30 17 27,00 8,89 _
{+) S9-mix 5 %
without pre- | pogitive control solvent 50 uL 31 | 26 | 23 | 2667 4,04 2
incubation
Positive control : 2-Anthramine 2ug 1317 | 1374 | 1394 | 1361,67 | 39,95 51,06
Table 8.1: Assay n"1 (Controls)
Plate
Serie Dose/Plate Mean Sm!.d?rd R
deviation
n°1 | n®2 | n°3

Negative control 100 pL 20 20 14 18,00 346 2

() $9-mix Positive control solvent 50 pL 24 [ 22 | 20 | 22000 2,00 _
Positive control : 2-Nitrofluorene 2ug 463 | 411 | 327 | 400,33 | 68,62 18,20

MNegative control 100 L. 37 35 30 34.00 3,61 _

(+) S9-mix 5 %

with pre-incubation |Positive control solvent 50 pL 22 34 27 27,67 6,03 -

Positive control : 2-Anthramine 1 pg 1051 | 1143 | 1224 | 113933 | 86,56 41,18

Table 8.2: Assay n°Z (Controls)
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TA 98 — Extracts NaCl 0.15M

Plate
A Standard

Serie Dose/Plate Wiean deviation "
n®l|n°2|n°3

Vehicle: 100pL | 13 | 15 | 18 | 1533 2,52

{-) 89-mix
Extract of Smart Print Bio Vitality

BATCH PVA3 004124 100% (1) | 17 | 19 [ 24 | 2000 | 3,61 1,30

Vehicle : 100 L. 33| 17| 26 25,33 8,02

(+) 59-mix 5 %
without pre-
; ; Extract of Smart Print Bio Vitality
incubation T 100%(1) | 26 | 28 | 33| 29,00 3,61 1,14
Table 8.3: Assay n® 1 (Extract — NaCl 0.15M)
Pl
Seri e Me Standard R
erie Dose/Plate L | Ssdiatiion
n°1 n°2 | n°3
Vehicle : 100 uL 17 1 15| 13 15,00 2,00 _
(-) S9-mix

Extract of Smart Print Bio Vitality

BATCH PVA3 004/24 100%(1) | 17 {20 | 15| 1733 2,52 1,16

Vehicle: 100pL | 34 | 22 | 18 | 24,67 833

{+) 59-mix 5 %
with pre-
incubation Extract of Smart Print Bio Vitality

TR TS M 100%(1) | 23| 30| 24| 2567 3,79 1,04

Table 8.4: Assay n® 2 (Extract — NaCl 0.15M)

Background lawn observation code:
(1) Normal.
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TA 98 — Extracts Cottonseed oil

Plate Standard
Serie Dose/Plate Mean dcw'[;ti;n R
n°l|n°2 |n°3
Vehicle : 100 uL. 11 12 8 10,33 2,08 _
(-) 59-mix
Extract of Smart Print Bio Vitality
10094 (1) 14 13 10 12,33 2,08 1,19

BATCH PVA3 00424

Vehicle : 100 uL 31 | 20 | 24 25,00 5,57

(+) 89-mix 5 %
without pre-
incubation Extract of Smart Print Bio Vitality
BATCH PVA3 00424

100% (1) | 24| 23| 29| 2533 3,21 1,01

Table 8.5: Assay n°® 1 (Extract — Cottonseed oil)

Plate
2 Standard

Serie Dose/Plate Mean deviation R

Vehicle : 100 uL. 3]0 7 10,00 3,00

() $9-mix
Extract of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) | 13 9 [ 8 | 10,00 2,65 1,00

Vehicle : 100 pl 6 | 23| 19 19,33 3,51
(+) 89-mix 5 %

with pre-
incubati Extract of Smart Print Bio Vitality
theuhation TR P e 100% (1) 2131 |2] 2733 4,73 1,41

Table 8.6: Assay n® 2 (Extract — Cottonseed oil)

Background lawn observation code:
(1) Mormal.
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TA 100 — Controls

Plate
Serie Dose/Plate Mean itraf:: R
n®1 n°2 n®3

Negative control 100 L. 76 69 71 72,00 361 .

{-) S9-mix Positive control solvent 100 uL 66 Al 6l 62,67 2,89 _
Positive control : Sodium Azide Wpg 1270 1225 1089 119467 94,24 19,06

MNegative control 100 ul. a7 Q0 61 72,67 15,31 _

(+) 59-mix 5 %
without pre- Positive control solvent 50 uL. 63 6 57 62,00 4,58 _
incubation
Positive control : 2-Anthramine 2ug 45 Th6 876 819,00 49,57 13,21
Table 9.1: Assay n®1 (Controls)
Plate
Serie Dose/Plate Mean iumhrd R
yviation
n° 1 n°2 n®3

Negative control 100 uL. 83 67 T2 74,00 8,19 s

(-) 59-mix Positive control solvent 100 uL 69 49 72 63,33 12,50 _
Positive control : Sodiom Azide 20 ug 1157 1039 1046 1080,67 66,20 17,06

Negative control 100 pl. 75 67 R3 T5.00 8.00 _

(+) 59-mix 5 % o

wisii: pre-ingalintion Positive control solvent 50 uL 81 65 36 67,33 12,66 _

Positive control : 2-Anthramine 1 ng T3 616 54 62733 89,54 932
Table 9.2: Assay n°2 (Controls)
v.groupeicare.cc O rrrvsinnninmsinnirmissnrnsrsisssnssssisssssssnsssnssnsssnsssrssss  CONFIDENTIAL
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TA 100 - Extracts NaCl 0.15M

Plate
. i Standard
Serie Dose/Plate Mean deviation R
n®l1 | n®°2|n°3

Vehicle ; 100 uL 67 | 73| 80| 7333 6,51

(-) 59-mix
Extract of Smart Print Bio Vitality

BATCH PVA3 00424 100% (1) 8 | 70 | 58 71,33 14,05 0,97

Vehicle : 100 pL. 63 | 75 | 80 72,67 8,74
(+) 89-mix 5 %

without pre-
incubation Extract of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) 50 | 62 | 65 62,00 3.00 0,85
Table 9.3: Assay n® 1 (Extract — NaCl 0.15M)
Plat
Sirie .y Me Standard -
Dose/Plate an | o iation
n“1|n°2|n°3
Vehicle : 100 pL. 66 | T | 70 71,67 6,66 .
(=) S9-mix

Extract of Smart Print Bio Vitality

BATCH PVA3 004/24 100%6 (1) 77| 68 | 70 71,67 4,73 1,00

- Vehicle : 100 L. 56 | 82 | 70 69,33 13,01
(+) S9-mix 5 %

with pre-incubation | poi.q0t of Smart Print Bio Vitality

BATCH PVA3 004/24 100% (1) 75| 80 [ 79| 78,00 | 2,65 1,13

Table 9.4: Assay n°® 2 (Extract — NaCl 0.15M)

Background lawn observation code:
(1) Mormal.
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TA 100 — Extracts Cottonseed oil

Serie K Me Standard R
Dose/Plate an deviation
n°l [n°2 | n°3

Vehicle : 100 L. 63 | 58 | 61 60,67 2,52

(-) S9-mix
Extract of Smart Print Bio Vitality
BATCH PVA3 004724 100% (1) 7l 68 | 76 71,67 4,04 1,18

Vehicle : 100 pL 65 | T 75 70,33 5,03
(+) 59-mix 5 %

without pre-

incubation Extract of S mart Print Bio Vitality

BATCH PVA3 00424 100% (1) 75 | 68 | 78 73.67 5,13 1,05
Table 9.5: Assay n° 1 (Extract — Cottonseed oil)
Pl
. ate Standard
Serie Dose/Plate Mean deviation R
n®l|n®2 [n°3
Vehicle : 100 pL 9] 68 | T 7267 5,69 _
() 59-mix

Extract of Smart Print Bio Vitality
BATCH PVA3 004724 10004 (1) 51 | 65 | 62 5933 7.37 0,82

Vehicle : 100 uL 62 | 71 | 58 66,00 7,00

(+)S9-mix 5 %

with pre-incubation | pyi1q0t of Smart Print Bio Vitality

BATCH PVA3 00424 100% (1) T 75| 6l 71,00 8,72 1,08

Table 9.6: Assay n°® 2 (Extract — Cottonseed oil)

Background lawn cbservation code:
(1) Normal.
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E. COLI - Controls

Plate
Serie Dose/Plate Mean Sm!“hird R
deviation
n°1|n°2|n%3

Negative control 100 ul 45 | 42 | 51 46,00 4,58 _
()S9-mix  |positive control solvent 100 pL 68 | 60 | 50 59,33 9,02 _

Positive control : MMS | pg 365 [ 343 | 335 | 347.67 15,53 586

Negative control 100pl | 107 | 116 | 101 | 108,00 7,55 iy

{(+) 59-mix 5 %
without pre- | Positive control solvent 50 ul. 71 | 101 | 101 91,00 17,32 _

incubation

Positive control : 2-Anthramine S0ng 1138 1139] 1200] 1159,00 35,51 12,74

Table 10.1: Assay n°1 (Controls)
ik Standard
Serie Dose/Plate Mean Atiticn R
n°l |n®2|n%3

Negative control 100 L 49 | 47 | 46 4733 1,53 _
(-) 59-mix Positive control solvent 100 uL, 44 | 47 | 56 49.00 6,24 _

Positive control : MMS 1 ng 484 | 457 | 408 | 449,67 38,53 9,18

MNegative control 100 uL 75 79 | 68 74,00 557 =

(+) 89-mix 5 %

with pre- Positive control solvent 50 pL 105 | 81 107 97,67 14,47 _
incubation

Positive control : 2-Anthramine 125 uyg | 720 | 950 | 882 | 850,67 118,16 8,71

Study N°: AMES-PH-24/0562

Table 10.2: Assay n°2 (Controls)
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E. COLI - Extracts NaCl 0.15M

. Plate Standard
Serie Dose/Plate Mean Asvistion R
n1|n°2|n%3
Vehicle:  100uL | 51 | 65| 52| 56,00 781 a
(=) $9-mix
Extract of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) 41 | 64 | 59| 54,67 12,10 098
Vehicle : 100 pL 77| 86 | 108 90,33 15,95 _
{*+) 59-mix 5 %o
without pre-
incubation Extract of Smart Print Bio Vitality
BATCH PVA3 00424 100% (1) 79| 94 | 65 79.33 14,50 0.38
Table 10.3: Assay n® 1 (Extract — NaCl 0.15M)
Plate
; Standard
Serie Dose/Plate Mean derintion R
n“1|n°2[n"3
Vehicle : 100 pL 53|51 )63 55,67 6,43 -
e Extract of Smart Print Bio Vital
tract of Smart Print Bio Vitality
BATCH PVA3 004724 10084 (1) 44 | 49 | 55 49,33 5,51 0,89
Vehicle : 100 pL 91 | 107105 101,00 8,72 "
(+) $9-mix 5 %
with pre-incubation | pyeaet of Smart Print Bio Vitality
BATCH PVA3 00424 100046 (1) 97 | 72 | 83 84,00 12,53 0.83

Table 10.4: Assay n° 2 (Extract — NaCl 0.15M)

Background lawn observation code:

(1) Mormal.

ol
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E. COLI - Extracts Cottonseed oil

Serie e Me Hiandnrd R
Dose/Plate an deriation
n?1|n°2|n°%3
Vehicle : 100 ul. 52|63 | 50 55,00 7,00 _
Gk Extract of Smart Print Bio Vi
tract of Smart Print Bio Vitality
BATCH PVA3 004124 100% (1) 51 | 60 | 62 57.67 5.86 1,05
Vehicle = 100 L. 76| 81 | 85 80,67 4,51 _
(+) S9-mix 5 %
without pre-
i Extract of Smart Print Bio Vitality
irrcubution A A adas 0% () |75 |s0]| 7800 | 2.65 0,97
Table 10.5: Assay n® 1 (Extract — Cottonseed oil)
Serie e Me Risnderd R
1 Dos e/ Plate an deviation
n®1|{n°2|n"3
Yehicle : 100 pL. 52161 | 53 55,33 4,93 _
(=) 89-mix
Extract of Smart Print Bio Vitality
BATCH PVA3 004724 100% (1) 47 | 52 | 50 49,67 2,52 0,90
Vehicle : 100 uL. 77| 79| 81 79,00 2,00 _
(+) S9-mix 5 %
with pre-incubation | peu ot of Smart Print Bio Vitality
BATCH PVA3 004/24 100% (1) 101 75 | 88 | 88,00 13,00 1,11

Table 10.6: Assay n® 2 (Extract — Cottonseed oil)

Background lawn observation code:

(1) Normal.
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Historical control values
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Historical control values (2014 to 2023)

Table 11

number of plates.

n=
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Certificate of S9

vTHINOVA3iOCHEM
MOLTOX"

FOST MITOCHONDRIAL SUPERNATANT (59)

QUALITY CONTROL & PRODUCTION CERTIFICATE
Animal Information Fart Number Infarmation FPREP: Jub 24 2023
SPECIES: Rat LOT NO.: 4757 EXPIRY: lely 22 2005
STRAIN: Soungus Dawley PART NO.: 11-102 INDUCING AGENT:
SEX; Mule VOLUME: 5 pil., Phenobusbital-5 6
AGE: 3 - 6 weeks BUFFER: 0.15 M KCI Beneolavasme
WETGHT: 175 - 199 STORAGE: At or belaw -T0°C
TISSUE: Liver
REFERENCE; Matsushime, & al., fa Fitro Metabalic Aciivetian ix
el Te F.). do Sorres, ed.), Elsevier, 1976, p B2 For Rescarch P Ondy
BIOCHEMISTRY: Asgayed acoording to the method of Lewry et ol , S8 193-265, 1951
-PROTEM: 18.6 mg'mi using bovine seran albumin as the standzrd,
- ALKOXYRESORUMN-0-DEALKYLASE ACTIVITIES
Fold .
Mimx Pa5i Induction
161,282 B7 Assays lor cihexyresonfia. O deethylacs (EROD), pemtoxy
benayl- and methexyrsoruiing-dealkylases (PROD, HEGD. &
EROD  |Al iAa2 H22 PROD, MROD) were conducted using a modkfivation of the methods
ol Buzke, o1 al,, echem Phorm 34:3337, 1985, Fold-indoetons
MROD 1AL IAZ 154 wers gl oulsted 45 the vatio of the sample v, uninduced specific
activities (SA'%). Corienl SA's (proles/min’ mg protein) were 1034,
PROD 2R, IR 256 DB, 47.1, & 33.6 G BRODY, EROD, MROD 2nd PROD,
respectively.

BIOASSAY:

- TEST FOR THE PRESENCE OF ADVENTITIONS AGENTS
Samples of §-9 were 2nsayed for tha p of contamiaating micraeagumsms by plusng 1.0 ml volomes on
Mutrtent A par and Mintresl Glesose (Viged-Bonner 1, supplemented with 0.05 mM L-tistdioe ad [-
biotind media Duglicale plates were read after 40 - 28 h incubution st 35 £3°C. The tested samples met

aoceplancs critana,

= PROMUTAGHN ACTIVATION Tha ability of the sample to activate eshadwm bromide {EfBr} and
No, His+ Revertant eyclophosphamide (CPAY W mteemedistes sutagenic i TAYE and
TAOR  TAl515 TAI533, respectively, wis detenmined according to Lesca, o ul.,
191.2 1434 Mustation Res 129 298, 1384, Data were expressed a5 revertanis per

fe EtBr or per mp CPA.

Ditutians of the sar=ple 59, maging from 0.2 - 107 in 89 mix, were tested for their ability 10 activalz
berzo{aipyecne (HP) and Z-amincanthrecene [2-AA) o metabolites metugenic (o TAIDD. Assays were sondusted
aw described by Maron & Ames, (Muerer Rex 103: 173, 1983)

159 per plate’yamber Ais” rovoriants pet [ Inte

Promusssen ] 1 3 L] b1} 2
BP (5 pg) 150 143 m 75 397 3N
AA (25 pgd 83 142 s 1151 L9LE 1537
v g hq;‘ ) o
Approved: At 07282023

TRINOVABIOCHEM GmaH for +45 (0841 24390.0

Rarwng S, & fax +£3 (0) 847 430022
35094 Glasken Irfirncm dn
GERBUANY W Leingi de
www.groupeicare.Com ) . secrrercnninssrcctsrsnssescrsrsaasisssssssesssssrssssssssnsens
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ANSM certificate

3Nnsm

Agrrn s natioes o wr A8 dla Bl e
B O Oenchom che Laend

Direction de l'inspection

EVALUATION DE LA CONFORMITE AUX BONNES PRATIQUES DE

LABORATOIRE
selon la directive 2004/9/CE (ESSAIS DE SECURITE)
STATEMENT OF COMPLIANCE WITH GOOD LABORATORY PRACTICES
according to Directive 2004/%CE (SAFETY TESTS)

Shou vt ndli der Hlation dessai - Laboratoire ICARE -Site de Martillac

Name and location of the test facility ~ Technopdie Montesquieu
14 Alide Jacques Latrille
33550 MARTILLAC
Objet de Iinspection : état des lieux : B0 vérification d'étude(s) : B
FPurpose of the inspection Test facility inspection Study audit
Date{s) d'inspection : 10 au 13 janvier 2023
Date{s) of the inspaction

Degré de conformité sux 8PL. - CoOnforme
Status

Degré de conformité aux BPL valant pour les éludes achevées enire le 24 septembre 2021 atle 13 janvier 2023
Level of compliance with GLP for studies performad batween

Catégorie(s) d"éléments d'essai : Dispositifs médicausx
Types of Testitems - Medicol devices
m:' d'activité : Cytotoxicité, sensibilisation cutanée, irmitations et comosions cutandes, oculaves et des
expertise mugueuses, réactvité intrademigue, hémocompatibilité, pyrogénicité, toxicité
systémigue aigué, subchronique et subaigu® &t toxicitd chronique, essais
d'implantation et génotoxicité...

Catégorie OCDE (appendice a l'annexe Il de C{89)8T(Finaljirévisée dans C{95)8(Final))

QECD category
1 3 O e e

Commentaires éventuels - néant.
Observations (if appicabla)
Fait & Saint-Denis (France), le : 24 féyrier 2023

Date of the statement Frederiq ue ;mmwmcmlﬁ

MARCHAL 3 e

Cheffe du pdiz Inspeaction das essais ot des vigilances

*  Conforme con'ormaé aux BF.L. in wiith GLPJ;
MNon-Conforme sabsence de conformaie auw BP L 1nﬂnm‘ﬂlﬁlﬂ
Code: DOGC_524 w01

4I14T boulevard Aratole Frarce - F-83205 Saint-Donis Ceden - Tal +33/041 55 67 3000 - www ansmusanie. fr
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