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QUALITY ASSURANCE UNIT SUMMARY

The objective of the Quality Assurance Unit is to monitor the conduct and reporting of nonclinical
laboratory studies. This study has been performed under Good Laboratory Practice regulations
(21 CFR part 58) and in accordance to standard operating procedures and a standard protocol. The
Quality Assurance Unit maintains a copy of the study protocol and standard operating procedures
and has inspected this study on the date(s) listed below. Each inspection was performed to assure
the quality and integrity of the study.

Phase [nspected: Date Study Director Management
Reading 06/17/15 06/17/15 06/20/15
Final Report 06/20/15 06/20/15 06/20/15

The findings of these inspections have been reported to management and the Study Director.

Quality Assurance Auditor: Zpridie Lo et Date._ pe/22/15

Michelle Abel

GOOD LABORATORY PRACTICE STATEMENT

The study referenced in this report was conducted in compliance with U.S. Food and Drug Administration
Good Laboratory Practice (GLP) regulations set forth in 21 CFR Part 8.

The studies not performed by or under the direction of WuXi AppTec, are exempt from this Good

Laboratory Practice Statement and include characterization and stability of the test compound(s)/test
article.

Study Director: M Date: /2375

Jacob Hartman

Professional personnel invoived in study:

Teri Tanquist, BS Vice President of Operations
Roxanne Miller, AA, CVT Sr. Director of Operations
Sarah Steinmetz, BA Director of Study Operations
Jean Kringstad, BS Director of In Vitro Operations
Jacob Hartman, BS Associate Study Director
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PURPOSE

The purpose of this assay was to evaluate in vitro toxicity of the test article to mammalian cells when
leachable extracts were allowed to diffuse through an agarose barrier and contact cultured cells.
L-929 mouse fibroblast cells were employed for this assay by a method compliant with the requirements
specified in ISO 10993-5:2009.

TEST FACILITY: WuXi AppTec
2540 Executive Drive
St. Paul, MN 55120

DATE SAMPLES RECEIVED: 06/08/15
INITIATION DATE: 06/10/16
COMPLETION DATE: 06/23/15
TEST ARTICLE IDENTIFICATION
Test Article Name: Klarity AccuCushion R550-M
Lot #: 5050627
Sterilization Method: Non-Sterile
Physical State: Insoluble
Expiration Date: 5/6/18
Storage Conditions: Room Temperature
Intended Use/Application: Patient stabilization for Radiation therapy treatments
Physical Description: According to the Sponsor, the test article consisted of

moldable pillow with nylon fabric surface.

CHARACTERIZATION

The Sponsor was responsible for all test article characterization data as specified in the GLP
regulations. The identity, strength, stability, purity, and chemical composition of the test article were
solely the responsibility of the Sponsor. The Sponsor was responsible for supplying to the testing
laboratory results of these determinations and any others that may have directly impacted the testing
performed by the testing laboratory, prior to initiation of testing.

Furthermore, it was the responsibility of the Sponsor to ensure that the test article submitted for
testing was representative of the final product that was subjected to materials characterization. Any
special requirements for handling or storage were arranged in advance of receipt and the test article
was received in good condition.

SAMPLE STORAGE

Upon receipt by the Sample Receiving Department, the test samples were placed in a designated,
controlled access storage area ensuring proper temperature conditions. Test and control article
storage areas are designed to preclude the possibility of mix-ups, contamination, deterioration or
damage. The samples remained in the storage area until retrieved by a technician for sample
preparation and/or testing.

SAFETY

Appropriate routine safety procedures were followed in handling the test article, unless more cautious
procedures were specified by the Sponsor. All applicable WuXi AppTec safety policies and
procedures were observed during the performance of the test.

EXPERIMENTAL DESIGN

Experimental Summary

The agarose overlay assay evaluated qualitatively the in vitro toxicity of solids, liquids or powders to
L-929 mouse fibroblast cells when leachable extracts were allowed to diffuse through an agarose
barrier and contact cultured cells.

2540 Executive Drive o St. Paul, MN 55120 » 888.794.0077 ¢ 651.675.2000 « Fax: 651.6875.2005



DA R &

Protocol Number: 140150-18 LIMS Sample Number: D00009282001
Test Code: 140150.1 Page 4 of 6

Wu)(l AppTec
Copy of Original

On the day of testing, equal amounts of 2X E-MEM + 10% FBS (pH of 7.2 — 7.4) and molten
2% agarose were combined to achieve a final concentration of 1.0% agarose in 1X E-MEM +
5% FBS. The maintenance media was carefully removed from each monolayer and replaced with
3.5 mL of the E-MEM / agarose mixture. Once the agar solidified, the controls and test articles were
placed on the hardened surface for testing. Each treatment was performed in triplicate. One cell
control plate was run concurrently.

The plates were incubated at 37 £+ 1 °C in 5+ 1% CO; for 24-25 hours. After the incubation period,
the test article was outlined on the culture dish with indelible ink and removed. The plates were then
flooded with 0.01% neutral red stain. The plates were returned to the incubator (37 + 1 °C, 5+ 1% CQ,)
for 1 hour £ 10 minutes. The stain was removed and the monolayers were microscopically evaluated.

Justification for Selection of the Test System

This in vitro cytotoxicity assay is designed to screen the biological reactivity of mammalian cell cultures
following contact by diffusion of leachable, cytotoxic chemicals in materials or formulations. The
L-929 cell line has a history of use in assays of this type. Neutral red stain is used as a vital stain to aid in
toxicity estimation in the treated L-929 cells.

PROTOCOL AMENDMENTS/DEVIATIONS
There were no amendments or deviations that occurred during the course of this study.

IDENTIFICATION OF THE TEST SYSTEM

Cultures of L-929 cells (mouse fibroblast) were obtained from American Type Culture Collection
(ATCC # CCL-1). Cell lines which are mycoplasma-free are purchased from the vendor and are kept
frozen in the lab until use. To maintain the sensitivity, they are only subcultured for up to 15
passages and then discarded.

Cultures were grown and used as monolayers in disposable tissue culture labware at 37 £ 1 °C in a
humidified atmosphere of 5 + 1% CO,in air at WuXi AppTec. The media used for growth of cells was
Eagle’s minimal essential medium (E-MEM) supplemented with 5% (v/v) fetal bovine serum (FBS).
The medium was also supplemented with the following: 2 mM L-glutamine, 10 mM HEPES, 0.01
mg/mL vancomycin, 0.01 mg/mL gentamicin, 1% 1000 u/mL penicillin, and 1% 2.50 ug/mL
amphotericin B (Fungizone). WuXi AppTec has a long-standing history using antibiotics in culture
medium. The use of antibiotics in culture media has not shown adverse effects when used for this
assay; this is exhibited by the varying degrees of foxicity seen in the assay controls.

TEST ARTICLE PREPARATION

The test article was cut into three approximately 1 cm x 1 cm pieces for triplicate assay plates. The
test article was placed directly onto the agarose surface for testing. Due to its absorbent nature, the
test article was saturated with 2X E-MEM + 10% FBS prior to the test article placement onto the
agarose surface. The plastic packaging was removed before testing; included nylon fabric that will
come into contact with patient’s skin during use for testing, per Sponsor's request.

Table 1: Control / Cell Line Record

Control Identification Class Lot # Supplied By | Expiration
Latex Positive Control WXAT103112 Fisher 10/31/15
High Density Polyethylene (HDPE) Negative Control C-111 Hatano 08/2018
L-929 Cell Line L061215 ATCC NA
2X E-MEM + 10% FBS Medium 052115A1 WXAT 06/18/15
2% Agarose Agarose TDSI1335 Balco 11/13/15

NA = Not Applicable

EXPERIMENTAL PROCEDURE

On Day 1 of the test, equal amounts of 2X E-MEM + 10% FBS (pH 7.29) and molten 2% agarose were
combined to achieve a final concentration of 1% agarose in 1X E-MEM + 5% FBS. The maintenance
media was carefully removed from each monolayer and replaced with 3.5 mL of the E-MEM/agarose
mixture. The cultures were held at room temperature until the agarose solidified.
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The test article was gently placed on the agarose surface of three culture dishes. The positive and
negative controls were set up in triplicate and assayed in parallel with the test article and cell control. All
cultures were held at 37 £ 1 °C in 5 £ 1% CO, for 24-25 hours,

At the completion of the incubation period, the perimeter of each test article and control articles were
outlined in indelible ink and then removed. All cultures were flooded with 3.0 mL of 0.01% neutral red
stain and returned to the incubator at 37 £ 1 °C in a humidified atmosphere of 5 + 1% CO; in air for 1
hour + 10 minutes. The stain was removed from the agarose surface and cultures were evaluated
macroscopically and microscopically.

TEST EVALUATION

Plates were stained with a neutral red solution and scored macroscopically and microscopically. Results
were scored as cytotoxic or non-cytotoxic based upon observations of cell lysis and definitive cytotoxic
effects at the sample sites. When scoring lysis and neutral red uptake, each sample was rated relative
to the amount of lysis and neutral red uptake displayed by the negative control (the negative control
was considered ‘0'). Sites were given numerical values to indicate the following lysis/cell death index as
derived from ISO guidelines.

Zone index is a measure of area affected by the test article based upon visual observation of neutral
red uptake.

Table 2: Scoring
Grade Reactivity Description of Reactivity Zone
None No detectable zone around or under specimen.
Slight Some malformed or degenerated cells under specimen.
Mild Zone limited to area under specimen.
Moderate | Zone extending specimen size up to 1.0 cm.
Severe | Zone extending farther than 1.0 cm. beyond specimen.

HIWIN O

Negative Response
According to ISO guidelines, test articles scoring ‘0’, ‘1, or ‘2’ were considered ‘non-cytotoxic’.

Positive Response
The positive control displayed a moderate to severe cytotoxic reaction, displaying a score of
‘3’ or ‘4", Test articles scoring ‘3’ or ‘4’ were considered ‘cytotoxic’.

VALIDITY CRITERIA
Final evaluation of the validity of the assay and test article results was based upon the criteria listed
below and scientific judgment.

The positive control sample should have a score of ‘'3’ or ‘4’ and the negative control sample should have
a score equal to ‘0’ for a valid test.

STATISTICAL METHODS: None used.

METHOD FOR CONTROL OF BIAS: Not applicable.
DATA ANALYSIS: Not applicable.

RECORD RETENTION

An exact copy of the original final report and all raw data pertinent to this study will be stored by WuXi
AppTec. It was the responsibility of the Sponsor to retain a sample of the test article.
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COMPLIANCE
This study was performed in compliance with the following International Standards:

1ISO 10993-5:2009 Biological Evaluation of Medical Devices, Part 5. Tests for /n Vitro
Cytotoxicity.

ISO 10993-12:2012 Biological Evaluation of Medical Devices, Part 12: Sample Preparation and
Reference Materials.

TEST ARTICLE DISPOSITION
Unused test samples remain in the storage area until all testing is completed. Once completed, the
remaining samples were discarded or returned as requested by the Sponsor.

RESULTS

Results were scored as cytotoxic or non-cytotoxic based upon observations of cell lysis and definitive
cytotoxic effects at the sample sites. Sites were given numerical values to indicate the degree of
cytotoxic effect (lysis or cell death).

Table 3: Test Results

. Cytotoxic Score
Test Article Plate 1 Plate 2 Plate 3
Test Article 0 0 0
Positive Control 3 3 3
Negative Control 0 0 0
Cell Control 0
ANALYSIS AND CONCLUSION

The positive control score was '3’ and the negative control score was ‘0’ indicating a valid test. The test
article was scored at ‘0’ and is considered non-cytotoxic under the conditions of this test.

REFERENCES
U.S. Pharmacopeia, Section 87, current revision.

WuXi AppTec Reference Library Contents, Form ALS-4650-1

WuXi AppTec SOP: MED-8700, Agarose Overlay Cytotoxicity Test
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PROTOCOL TITLE: {80 Agarose Overlay
Using L-929 Mouse Fibroblast Cells

TEST CODE: 140150
PERFORMING LABORATORY: WuXi AppTec
2540 Executive Drive

St Paul, MN 55120

EFFECTIVE DATE: 17 Decermber 2013

GLP PROTOCOL.: 140150-18

Quality Assurancs has reviewad this protacol for compliance with applicable regulatory reguirements and infernal procedures.

PROPRIGTARY INFORMATION
This Is pi willy the und: ding that the reciplent shall jze it contalns WuXi AppTec proprietary infarmation, fhat it

shall be kept oonl[denlxal by the person andfar company to whom (tis addmsaed and that if shal be used for no other purpose than assessing
and approving (he dercribed services to be perdormed by WuXi AppTec or for the purpass of ragulatory submission,
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1.0 PURPOSE
“The purpose of this assay is to evaluate the i vifro toxicity of the test article to mammalian cells
when leachable extracts are allowed to diffuse through ah agaroese bharrier and contact cultured
cells. 1-929 mouse fibroblast cells will be employed for this assay by a method comptiant with
the requirements specified In (1ISO 10993-5:2000).

2.0 TESTFACILITY: WuXiAppTec
2540 Executive Drive
St Paul, MN 55120

3.0 SCHEDULING ARD DISCLAIMER

34 Test protocol initiation is generally within 10 working days after recsipt of the test
article, a signed protocol/Client Approval form, and a signed test request form. The
Client Approval form and the test request form serve as addenda fo this protocol.
Written notification of the proposed initiation and compietion dates will be provided at
the time the test article and signed protocol are received by the laboratory, The
estimated testing time is 2 - 3 days. Verbal results will be available from the Study
Director upon completion of the study with the written report ta follow approximately
10 working days after completion of the study.

3.2 Testing is performed in strict adherence to WuXi AppTec standard operating
procedures (SOPs) which have been constructed to cover afl aspects of the work
including, but not limited to, recelpt, identification, log-in and tracking of test article(s).
Additionally, each test is assigned a unigue Project Number, This number Is used for
identification during the course of the test.

3.3 The Sponsor is responsible for any rejection of the flnal report by the regulatory
agency concerning report format, pagination, etc. To prevent rejection, the Sponsor
should carefully review the WuXi AppTec final report and notify WuXi AppTec of any
perceived deficiencies in these areas befors submission of the report to the
regulatory agency, WuXi AppTec will make reasonable changes deemed necessary
by the Sponsor, without altering the technical data.

3.4 Neither the name of WuXl AppTec nor any of its employses are to be used in
advertising or other promotion without written consent from WuXi AppTec.

4.0 TEST AND CONTROL ARTICLE IDENTIFICATION

4.4 Test arlicle information to be included in the final repart wiil be provided solely by the
Sponsor on the WuXi AppTec test request form attached to this protocol.

4.2 Controls

4.21 A negative control will be prepared from a material known to yield a non-
cytotoxic response under the test conditions. The negative contral for a liquid
test article will be E-MEM + 6% FBS. The negative control fot a solid test article
will be high density polysthylene (HDPE).

422 A positive control will be prepared from a material known to yleld a cytotoxic
response under the test conditions. The positive control for a Hquid test article
will be 500 M CdClz. The positive contro! for a solid test article will be latex.

4.2.3 The cell control will consist of one plate with a monolayer of [.-929 cells covered
with the agarose mixture alonhe,

~Proprietary Information ~
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5.0 CHARACTERIZATION
The Sponsor is responsibie for all test article characterization data as specified in the Good
Laboratory Practices (GLP) regulations. The identity, strength, stabllity, purity, and chemical
composltion of the test article Is solely the responsibility of the Sponsor. The Sponsor is
responsible for supplying to the testing laboratory resuits of these determinations and any
others that may directly impact the testing performed by the testing laboratory, prior to
initlation of testing.

Furthermore, it is the responsibility of the Sponsor to ensure that the test article submitted for
testing is representative of the final product that will be subjected to materials
characterization, Any spscial requirements for handfing or storage must be arranged in
advance of receipt and the test article must be received in good condition.

6.0 SAFETY
Appropriata routine safety procedures will be followed in handilng the test article, unless more
cautious procedures are specified by the Sponsor. All applicable WuXi AppTec safety
policies and procedures will be observed during the performance of the test.

7.0 EXPERIMENTAL DESIGN

7.1 Experlmental Overview
The agarose overlay assay evaluates qualitatively the in vitro toxicity of solids, liquids
or powders to L-929 mouse fibroblast cells when leachable extracts are allowed to
diffuse through an agarose barrier and contact cultured cells.

On the day of testing, equal amounts of 2X E-MEM + 10% FBS (pH of 7.2 - 7.4) and
molten 2% agarose will be combined to achleve a final concentration of 1.0%
agarose in 1X E-MEM + 5% FBS, The maintenance media will be carefully removed
from each monolayer and replaced with 3.5 mL of the E-MEM / agarose mixture.
Once the agar solidifies, the controls and test articles will be placed on the hardened
surface for testing. Each treatment will be performed in triplicale. One cell control
plate will be run concurrently, The plates will be incubated at 3731 °Cin 6% 1%
CO, for 24-25 hours.

Aftar the incubation period, the test article will be outlined on the culture dish with
Indelible ink. The test aricle will be removed and the plates will be flooded with 0.01%
neutral red stain. The plates will be returned to the incubatar (37 4: 1 °C, 6% 1% CO,) for
1 hour+ 10 minutes. The stain will be remaved and the monolayers microscoplcally
evaluated,

7.2 Justification For Selection Of The Test System
This in vifro cytotoxicity assay is designed to secreen the blological reactivity of
mammalian cell cultures following contact by diffusion of leachable, cytotoxlc chemicals
in materials or formulations. The 1.-929 cell line has a history of use In assays of this

type.

7.3 Amendments / Deviations
if it bacomes necessary to make changes in the approved protocol, the revisions and
reasons for changes wilf be documented, signed by the Study Director, dated,
maintained with the protogol and repotted to the Sponsor. If an event occurs which may
have an effect on the vaiidity of the study, the Sponsor will be notified as soon as is
practical, If the Study Direcior is unable to complete the study, an alternate Study
Director with full responsibility and authority regarding the study will be assigned.

—~Propriatary liyformation ~
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8.0 IDENTIFICATION OF THE TEST SYSTEM
Cultures of 1.-929 mouse fibroblast cells will be obtained from American Type Cuiture
Collection (ATCC # CCL-1). Cell lines which are mycoplasma-fres are purchased from the
vendor and are kept frozen in the [ab until use. To mainfain the sensitivity, they are only
subcultured for up to 15 passages and then discarded.

Cultures are grown and used as monolayers in disposable tissue culfure fabware at 37 £ 1 °C
in a humidified atmosphere of 5 1% CO, In air at WuXi AppTec. The madia used for growth
of cells is sterile Eagle's minimal essantial medium (E-MEM) supplemented with §% (vAv)
fetal bovine serum (FBS). The medium is also supplemented with the following: 2
miM L-glutamine, 10 mM HEPES, 0,01 mg/mL vancomycin, 0.01 mg/mlL gentamicin,
1% 1000 upits/mL penicillin, and 1% 2.50 ug/mbL amphotericin B (Fungizone). WuXi AppTec
has a long-standing history using antibiotics in culiure medium. The use of antibiotics in
culture media has not shown adverse affects when used for this assay, this is exhibited In the
varying degrees of toxicity seen in the assay controls.

9.0 TEST METHOD

9.1 Test Article Preparation
Table 1: Standard Surface Areas and Extract Liguid Volumes

Film, shest, tubing wall <0.5 mm 6 ommL
Tubing wall, stab, small

molded ems 0.5%0 1.0 mm 3 om¥mL
Larger molded items >1.0 mm 3 om*mk
Elastomeric closures >1.0 mm 1.25 cm*imL
Powder, pellets, foam, ;

non-absorbent molded ggi?: ;:riy shaped solid 0.2 g/mL

iterns

{rregularly shaped porous
Membranes, textiles devices 0.1 g/mi.
§ ({low-dansity materials)
NOTE: While there are no standardized methods available at present for tasting
absorbents and hydrocoliolds, a suggested protocol Is as follows:
- determine the volume of extraction vehicle that each 0.1 g or 1.0 cm? of
material absorbs;
- then, in performing the material extraction, add this additional volume to
each 0.1 g or 1.0 cm? in an extraction mixture.

The size of the article fo be tested will be determined by the following 1SO guidelines:

814 Ligquids or extracts wili be prepared by saturating three blologically inart
10 mm filter paper discs with the liquid under test. If a test article is extracted
it may be extracted using standard ISO ratlos, at 37 4. 1 °C for 24 + 2 hours.
Other test article sizes may be used if requested by the Sponsor.

8.1.2  When a test aricle Is sufficiantly small enough to fit into the culture dish leaving
an adequate margin of cells for evaluation, the entire article will be used.

9.4.3 Large solld materials and devices will be cut in cross-saction to obtain a flat
surface having an area of approximately 4 cm x 1 cm to be piaced in direct
contact with the agarose surface.

« Proprigtey Information -
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91,4  Afticles of rod or tubing shaped devices will be cut into approximately 1 cm
segmeants and placed side by side fo form a 1 ecm x 1 cm paich.

9.1.5 Absorbent test articles will be moistened with E-MEM media prior to application
to the plate.

9.2 Control Article Preparation

9.24 A negative control will be prepared from a material known to yield a non-
cytotoxie response under the test conditions. This control will be of a similar
physical state to the test material.

a. A liquid negative control will be prepared by saturating a sterile disc with
E-MEM.

b. A solid negative contro! will be high density polysthylene (HOPE).

9,2.2 A positive control will be prepared from a material known to yield a cytotoxic
response under the test conditions. This control will be of a similar physical
state to the test material.

a. A liquld positive control will be prepared by saturating a sterile disc with
500 ;M CdCly,

b. A solid positive control will be steriie latex.

9.2.3  The celi control will consist of one plate with a monolayer of L-929 cells covered
with the agarose mixture alone.

9.3 Experimental Procedure -
1.-929 cells wil be plated at 7.5 x 10° cells per 60 mm plate at lsast 24 hours prior to
use. Just prior to testing, the monolayers will be evaluated for the level of confluency.
This will be achieved by microscopic examination of a representative portion of the total
number of plates to be used in the assay. Cuitures will only be used if they appear
healthy and have not reached complete confiuency.

The maintenance media will be removed from the plates and a 1:1 mixure of
2X E-MEM + 10% FBS (pH 7.2 — 7.4} and molten 2% agarose will be added to cultures
of L.-929 celis. After addition of the agar the cells will be examined to ensure they appear
healthy.

After the mixfure has sofidified, the test article, control, or saturated filter discs will be
carefully placed on the agar layers. The test article and the positive and negative
confrols will be plated in triplicate. One cell control plate wifl be prepared at this time by
adding the agar solution but no control or test material.

After a 24-25 hour incubation at 37 4: 1 °C in 5 1% CO,. The test article and controls
will be outlined on the culture dish with Indelfible ink, The test article will be removed and
the plates will be flooded with 0.01% neutral red stain. The plates will be returned to the
incubator (37 1 °G, 5+ 1% CO,) for 1 hour+ 10 minutes. The stain will be removed
and the manolayers microscopically evaluated and scored.

~Praprietary information —
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10.0

1.0

12.0
13.0
14.0
15.0

16.0

TEST EVALUATION

Plates will be stained with a neutral red solution and scored macroscopically and
microscopically. Results will be scored as cytotoxic or non-cytotoxic based upon observations of
cell lysis and definitive cytotoxic effects at the sample sites. When scoring lysis and neutral red
uptake, each sample will be rated relative to the amount of lysis and neutral red uptake
displayed by the negative control (the negative control will be considered ‘0"). Sites wili be
given numerical values to indicate the following lysisicell death index as derlved from 1SO
guidelines.

Zone index is a measure of area affected by the test article based upon visual observation of
neutral red uptake.

Table 2: Scorin
ESCRI ~REACT!

None No detectahle zone around or under spacimen.

Slight Some malformed or degensrated celis under specimen,

Mild Zonpe limited to area under specimen.

Moderate | Zone extending specimen size up to 1.0 cm.

Alw|N|=ajo

Severe | Zona extending farther than 1.0 cm. beyond specimen.

10,1  Positive Response
The positive control will display @ moderate to severe cytotoxic reaction, displaying a
score of ‘3" or ‘4",

Test articles scoring ‘3’ or ‘4’ will be considered ‘eytotoxic’.

10.2  Negative Response
Test articles scoring ‘0, “1°, or ‘2" will be considered ‘non-cytotoxic’.

10.3 Repeat Assays
A test will be repeated in part or in fotat if a control failure occurs,

ASSAY VALIDITY
Final evaluation of the validity of the assay and test article resufts will be based upon the criteria

listed below and sclentific judgment.

The positive control should induce a score of ‘3’ or ‘4", If the positive control does not Induce
this responise, the assay will be repeated.

The negative control should score '0’, displaying no cytotoxicity. Should these criteria not be
met, the test will be repeated.

METHOD FOR CONTROL OF BIAS: Not applicable.

DATA ANALYSIS: Not applicable,

STATISTICAL METHODS: None used.

FINAL REPORT

The final report will include, but will not be limited to: the date of the study initiation and
completion, the purpose as stated in the approved protocol, changes in the approved

protocol, identification of the test system, a description of the methods used and conclusion
as it relates to the test.

RECORD RETENTION

Prof ry Information —
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16.1  Study Specific Documents
All of the original raw data developed exclusively for this study shall be retained
according to WuXi AppTec's standard operating procedures for archival. These
original data include, but are not limited to the following:

16.1.1 All handwritten and equipment geherated raw data for control(s) and test
article(s).

16,1.2 Any protocol amendments/daviation nofifications.

16.4.3 Memoranda, specifications, and other study specific correspondence ralating
o Interpretation and evaluafion of dala, other than those documents
contained in the final study report.

16.1.4 Original signed protocol.

16.1.5 Coertified copy of final study report.

16.1.6 Study-spacific SOP deviations made during the study.

18.1.7 QA repotts for each QA inspection with comments.

16.2  Faclilty Specific Documents
The following records shall also be retained according to WuXi AppTec's standard
operating procedures for archival. Thase documents inciude, but are not limited fo,
the following:

16.2.1 SOPs which pertain to the study conducted.

16.2.2 Non study-specific SOP deviations mads during the course of this study
which may affect the results abtained during this study.

16.2,3 Methods which were used or referenced ih the study conducted.

16.2.4 Facliily Records: Temperature Logs (ambient, incubstar, efc.), Instrument
Logs, Calibration and Maintenance Records,

16.2.5 Current job descriptions and summary of experience and training for all
personnel involved in the study,

17.0 COMPLIANCE

171 GLP Status
The study will be conducted under GLP compliance (FDA, 21 CFR, Part &8 - Good
Laboratory Practice for Nondlinical Laboratory Studies). The study will be inspected
during at least one phase and the final report will be audited by the WuXi AppTec Quality
Assurance unit,

17.2  International Standards

17.24 IS0 10993-5: 2009. Biological Evaluation of Medical Devices, Part 5: Tests for
In Vitro Cytotoxicity.

17.2.2 SO 10993-12:2012 Biclogical Evaluation of Medical Devices, Part 12: Sample
Preparation and Reference Materials.

18.0 TEST ARTICLE DISPOSITION
1t is the responsibility of the Sponsor o retain a sample of the test material. All unused test
materlal will be discarded following study completion unless otherwise requested by Sponsor.

~Proprigtary lnformation -
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18.0 REFERENCES
19.4  U,S. Pharmacopeia, Section 87, current revislan.
19.2  WuXiAppTec Reference Library Contents, Form ALS-4650-1
19.3  WuXi AppTec SOP: MED-8700, Agarose Overlay Cytotoxicity Test
20,0 VERSION CHANGE SUMMARY - from Version 140150-16 to 140150-17
204  Updated gection 9.3 to specify celfs should be plated at least 24 hours before use.

20.2  Section 11.0 was updated for conciseness.
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