SGS

Transducer Protector

Skin Sensitization Study (Maximization Test)

FINAL REPORT

Client: Finetech Research and Innovation Corporation
Testing Institution: SGS Taiwan Ltd
Report No. : UB/2013/70737A-04
Report Date: 2013.11.06

MNote: 1. The content of this report is invalid if it 15 not presented as the entire report.
2 Any unauthorized alteration, forgery or falsification of the content or appearance of this report is unlawful
and offenders may be prosecuted to the fullest extent of the law,
3. The results shown in this test report refier only to the test article(s) tested,

4, The report is the Chinese version of translations UB/2013/70737A-05

SGS Taiwan Ltd [Baa 3 W Caan 7 R, Mew Tanpss Industnial Pack, W Ko Dkl New Tapa Gy 20530 Tawan ¢ B56-5) 220000050 £ 062 28130

& PR M e S RS L ) |Report Mo.: UB201370T37A04  Date: 2013.11.08 Page 1 of 22
Ultra Trace & Industrial Safety Hygiene L



SGS

STUDY SCHEDULE
Skin Sensitization Study (Maximization Test):

Transducer Protector

Report No.: UB/2013/70737A-04
Test article registration date: 201 3/08/05
Animal grouping: 201 3/10/04
Experimental starting date: 201310/107
Induction phase I: 2013/10/07
Induction phase I1: 201310714
Challenge phase: 201310/29
Clinical sign observation (24h). 2013/10/31
Chinical sign observation (48h): 20131101
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Testing Institution

Name: 8GS TATWAN LTD.

Address: Mo, 38 Wu Chvuan 7% Rd._New Taipei Industrial Park Wu Ku Dist _ New Taipei

City 24890 Taiwan (R O C.}

Subcontract Lab
Name: LEON Biotechnology Company Limited Biocompatibility Testing Laboratory
Address: 4F.-2 MNo. 288-8. Xi i ist. i City 806, Taiwan (R.O.C)

Client / Sponsor

Finetech Research and Innovation Corporation

Name:
Address: MNo.20, Anle St., Miushui Township, Changhua County 504, Taiwan (R O.C.}
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_SGS

TEST ARTICLE INFORMATION

INFORMATION FOR[TEST ARTICLE/[ JCONTROL ARTICLE

Sponsor Company Name Finetech research and innovation corporation
Sponsor Address No.29, Anle St., Xiushui Township, Changhua County 504, Taiwan (R.O.C.)
Contract study item Base on the contract hers
Name of Test article/
- Lasticle Transducer Protector

[JBase on the specific number an the package :

[CJBasc on the date on the package :
Lol ety ¢ on the arrived date

i & fA

Specification & Amount 10pes'pack * Tpacks {e.g.10ml / bottle * 6 bottles)

Retention amount (Note ) | The amount of the same lot is sufficient for JOne test [JTwo test (for retention)

External features

rionid 6 Iﬁﬁd [ Trablet

Msjor components & Purity | MY wmﬂbthm

Solvent and solubility NA
Storage condition ERoom temperature 14°C D JLight sensitiveJOthers_______
o Date: / i (YYYY/MMDD) or
Expiration date{Motz 3) Period - 2 yeagmonth 0 day
Attachment(Nome 4) Certificate of Analysis [[] Material Safety Data Sheet [] Stability Test Result
Other : (] Noattachment (Noted)

Sterilization Has been sterilized [IYES EINO (If Yes, please select the following item)
Methods[JEOsterilization[ JGamma sterilization[ JSteam sterilizati

Categorization of devices | 1. [Z)Contact with intact skin or mucosa (cumulative conlact duration)

(The column iz only for Short-term (no greater than 4 hr)

device used ) Long-term (exceeding 4 hr) Maximum durstionis______ hrs
2] Implanted device

Specific requirement

(Note 5) MiA

Nate 7. Note "MIA" if pot

spmrshu.mrdmte.é?afoﬁé’#o/‘ >0(3. Tu/v (2th,,

Note 1. Abave all information is disclosare by the spoasor.
Note 2. Il the sponsor dossn't provide the retenthon of test enicheicontrol aniche, the resention of & test articke/control article from
cach batch of west article /control aticle is the resporaibility of the Sponsor,
Mot 3, If the effective period i lews than 3 years, the test anticlefoantrol antiche will be retained il the cxpiry date, 1f the effecdive perled is
lenger than 5 years, the test articleftontrol articlke will be retadned for 5 years oaly.
Mote 4, Detorminstion and documentation of identity, streapth, purity. Mtli:;r mmwmmmwmw
I other characteristics of the test anclefoontrol artiche aee the respongibility of

Note 5. The test article’oontrol enticle which mmw«mumumunuunrw For retention of
return of the kind of teat article/control anticle, please indicate in the “special requirement™, The buman intake saggests or doss requested by
the sponsor also can fill in the “special roquirement™, Note treatrment method after test if the test article need to be retreated
Note 6. The code number of test article is the same as the report nember.

D mot bewve blank.

BEak 030 RME-w MK KR Information for test antfcle-contral amicle
4B & 20130614
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“SGS

STATEMENT OF GLP COMPLIANCE

All study activities performed by SGS Taiwan and LEON Biotechnology Company Limited
Biocompatibility Testing Laboratory are carried out in compliance with the GLP (Good Laboratory
Practices) for Nonclinical Laboratory Studies (Department of Health, Taiwan, 2006), current OECD
Principles of Good Laboratory Practice (Organization for Economic Cooperation and Development,
Paris, ENV/MC/CHEM (98) 17) and U.S. Food and Drug Administration Good Laboratory Practice
Regulations, 21 CFR Part 58. (1987).The study is conducted in accordance with the protocol and
standard operating procedures and monitored in conformity with the protocol. All laboratory data are
accurately recorded and wverified. SGS Taiwan and LEON Biotechnology Company Limited
Biocompatibility Testing Laboratory make no GLP compliance claim for characterization and

verification of the test article identity and properties; this is the responsibility of the sponsor.

Study Director:
/L[i?/’my/ /E“"ﬁ .}”-"? 8 r?
1
Howard Kao / SGS Taiwan Ltd. Date Completed
Deputy of
Facility Manager: 7«4%"4 :Z; >0/3 1/ o8
Amy Liu / SG% Taiwan Ltd. Date Completed
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QUALITY ASSURANCE STATEMENT

This study was audited by Quality Assurance personnel of SGS Life Science Service. The QA
inspection report includes review of study plan, result of a study-based audit and results of audit of raw

data and study report. The audit report was issued upon the completion of each testing.

QA:
_74777.4 ﬁ‘; =2 1t of
&, e, &'
Amy Liu/ 5GS Taiwan Ltd. Date Completed
SGS Taiwan Lt | o, 38, W Chyuan 7 Ra., New TaipelIndustial Pask, W Kis Dist, New Taipsl City 24690, Taiwan £ (886-2) 2250-0030 £(886-2) 22981333
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SGS

ARCHIVING

All the study-related records, protocol and the final report will be kept . archuves room of 5GS
( TATWAN) LTD and study-related raw data will be kept in archives cabinet of LEON Biotechnology
Company Limited Biocompatibility Testing Laboratory for 5 vears. Furthermore, retention of the test
articles will be in Sample Storage Room of SGS (TAIWAN) LTD for 5 years. All of the records and test
articles are handled according to GLP guideline. Agent authorized by the sponsor can apply for the

review according to 3GS procedure.

Archives Room Address

SGS TAIWAN LTD.: No. 38, Wu Chvuan 7% Rd.. New Taipei Industrial Park, Wu Ku Dist., New

Taipei City 24890, Taiwan (R. O C)

LEON Biotechnology Company Limited Biocompatibility Testing Laboratory:

AF.-2 WMo, 288-8. Xinva Rd. 15t Kaohsnme City Tawan (R.O.C.

Archiving List
Final Report Final Report Copy
Skin Sensitization Study (Maximization Test)
Raw Data*
Drata Sheet
Application Form
Records Information for test article-control article
and other supplementary record
Protocol Protocol

“kept in archives cabmet of LEON Biotechnology Compary Limited Biocompatibility Testing Laboratory
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ABSTRACT

The study was to investigate the response of skin sensitization of “Transducer Protector™ extracts on
guinea pigs. The experiment was performed by following 130 10993-10. After polar extraction of the
test article, the extracts were applied twice in induction phase and once in challenge phase.
Approximately 24 hrs and 48 hrs after challenge phase, neither the control nor the test group showed
significant skin response on the treated areas, according to the criteria of “Magnusson and Kligman
scale”. The results indicated that the “Transducer Protector™ extracts did not produce skin sensitization

in guinea pigs.
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PURPOSE

When direct contact with human tissues is anticipated, medical device should be carefully tested for
biccompatibility aceording to the nature and duration of the contact to aveid potential physiological
damage caused by hypersensitive substances produced or contaminated during manufacture. In this
study, guinea pig skin sensitization study (Maximization test) was performed to evaluate the possibility
of skin sensitization after topical applications of the test article “Transducer Protector” extracts on the
skin of guinea pigs. The experiment is performed by following ISO 10993-10, After polar extraction of

the test article, the extracts are applied twice in induction phase and once in challenge phase.
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'SGS

EXPERIMENTAL DESIGN
A Animals
1. Species/Strain Guinea Pig (Hartley strain)
2. Resource Mational Laboratory Animal Center
3. Body weights (sex) 300500 g (male)
4. Quarantine/acclimation Amnimals were subjected to quarantine and

acclimated before test. Guinea pigs were selected by
veterinarians based on health status.
B. Feeding and care
1. Environment
Temperature 2026 “C(30~T08%)
2. Cage and amimal no.

Cuarantine/acclimation 5 guinea pigs /cage
Study period 5 guinea pigs /cage
3. Feed
Mame Maintenance diet-Guinea pigs
Brand Altromin 3023
Way to supply ad libittm

4. Drinking water
Sort RO Water
Way to supply ad libitum
C. Individual and group identification
1. Individual identification Animals were identified by ear-marking.
2. Group identification Cages were properly labeled for identification
including the Study Title/Mo., Administration/
Observation Period, Room No., Cage No.,
Cuantity/cage, Species, Strain, Sex, In House Date,
In House Age, Animal ID No.
D. Administration of test article extracts and control solutions
1. Preparation
Polar: According to ISO 10993-12 guidelines, the ratio of the test article to the extractant is 0.2 g
sample/ml. In the study, the test article was immersed in 0.9%% saline (TAI YU
PHARMACEUTICAL CO., LTD) for 72 hrs at 50°C with constant agitation (100 rpm). The pH

SGS Taiwan Lid |N-:-.':E,Wuﬂnm?‘ﬂd_ﬁewiape:fn:kdrdﬁt&H‘JHJM.NH&;»&CA‘,'?-‘WD.T&MN LS T0030  FEOEZ) 29013
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SGS

adjustment, filtration and centrifugation are not conducted. The appearance of the extracts was not
different from the control selution.
2. Control solution: 0.9% saline
3. Method, route and frequency of administration
Induction phase: Two topical applications: intracutaneous injection and spread to the dermal area
{upper backside).
Challenge phase: One topical application: spread to the dermal area {flank).
E. Groups
Animals were divided into control group (5 animals) and test group (10 animals).
Control group: (.9%4 saline
Test group : Test article extracts (solvent-0.9% saline),
F. Procedure
1. Prior to the study, furs of animal’s backside was clipped from neck to scapular area with an electric
animal shaver. Animals with scratches or skin diseases on the clipped skin surfaces were rejected

from the study. The clipped area was approximately Sem”.

]

. Induction phase I : On the test day, three kinds of solutions or emulsions were prepared from the
confrol solutions or test article extracts as follows:
Polar:
(A) Emulsion of Freund's complete adjuvant (Sigma F3881) in 0.9% saline and volume ratio 1:1
(507 FCA).
{B) Selution of either test article extracts or 0.9% saline.
{C) Emulsion of either test article extracts or 0.9% saline in 5024 FCA in volume ratio 1:1.
Make a pair of 0.1 ml intradermal injection of each of the following condition into each animal at
the injection sites (A, B and C), as shown in the figure below.

3. Induction phase [T : One week later, the injection sites were applied with 1084 of sodium dodecyl
sulfate (SD3) for 24 hours. Then, saturate an appropriate absorbent gauze patch (about 8 em”) with
the test article extracts or control solutions, and applied the patch to the clipped skin under an
occlusive dressing secured by a wrap around the torso of the animal for another 48 hours.

4. Challenge phase: On the challenge day (2 weeks after induction phase IT), fur of flank of the

animals were clipped. An appropriate site of this hairless area was selected and applied by the

patches that scaked with the control solutions or test article extracts. Secure with an occclusive

dressing. Remove the dressings and patches after 24 hrs.
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Emulsion of Freund's complete
adjuvant in 0.9% saline and
volume ratio 1 © 1 {50 FCA)

Cranial end

Emulsion of Freund’s complete
adjuvant in 0.9% saline and
volume ratio 1 @ 1 (5086 FCA)

Solution of test article extract B E Solution of test article extract
Emulsion of test article solution Emulsion of test article solution
c Ch—
in 507 FCA in volume ratio ~—] in50% FCA in volume ratio
1:1 [ |
Caudal end

Test-1 group, 10 animals {extract solvent-0.9%6 saline)

Ultra Trace & Industrial Safety Hygiene

Cranial end
Emulsion of Freund’s complete Emulsion of Freund's complete
adjuvant in 0.9% saline and adjuvant in 0.9% saline and
volume ratio 1 ¢ 1 (502 FCA) | 1] A A L =] volume ratio 1 1 1(50% FCA)
0.9%% saline solution B B 0.9% salne solution
Emulsion of 0.9% saline - ¢ C H""'""--.. Emulsion of 0.9% saline
solution in 50% FCA in volume | solution in 50% FCA in volume
ratiol : 1 ratiol © 1

Caudal end

Control-1group, 5 animals {0.5%4 saline)
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. Animal observations and items for examination

Observe the appearance of the challenge skin sites of the test and contrel animals 24 hrs and 48
hrs after removal of the dressings. Describe and grade the skin reactions for erythema and
cedema according to the Magmusson and Kligman grading given in Appendix 1 for each
challenge site and at each time interval. Magnusson and Kligman grades of 1.0 or greater in the
test group generally indicate sensitization, provided grades of less than 1.0 are seen in control
animals. If grades of 1 or greater are noted in control animals, then the reactions of test animals

which exceed the most severe reaction in contrel animals are presumed to be due to

sensitization.
565 Taiwan Lid | B, 38, W Chyuan T R, Mew Tapsi Indusirial Park, W Ku Dist, Mow Tapal Cly 24900 Tabean £ (9962 22903030 F(905-2) 22081338
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RESULTS

Approximately 24 hrs and 48 hrs after challenge phase, neither the control nor the test group showed
significant skin response on the treated areas (Figurel ). None of the test or control guinea pigs had a

mean score increase of 1 or more in the observation period (Table 1),

SGS Taiwan Ltd | Mo 3, wuChyuenT* R, New Taipsi Indusirial Park WuKu Dist, Now Tapel Cly 24390 Towan  £(956:2 22953930 19562 2298138
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CONCLUSION

The results indicated that the polar extracts of “Transducer Protector™ did not produce skin sensitization

in guinea pigs.
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SGS

RELIABILITY CHECK

The positive control study was finished at 2013.07.25. According to ISO 10993-10 guidelines, positive
control shall be performed at least once every six month. e-hexyleinnamicaldehyde (Sigma 2912835)
were used for positive control substances. The method for the positive control assay was identical to
the method described above in this study.  For the induction phase, 0.5% and 85%

u-hexyleinnamicaldehyde was used. For the challenge phase, 85% a-hexylcinnamicaldehyde was used.
Animals in the positive control group exhibited discrete erythema to confluent erythema at the

challenge site. All reactions in the positive control group scored of 1-2, had a 100% incidence and 1.4

severity {24 hour score) are indicated that is positive sensitization reaction.
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SGS
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FIGURES

1. Pictures for Observation of Skin Response (Polar)

Control group: 24™ h after administration Control group: 48™ h after administration

Test group: 24" h after administration Test group: 48" after administration
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SGS

TABLE
Skin Response Grade of Individual Animal
Group Sex MNumber of animals e A
challenge phase challenge phase
Cl 0 0
c2 0 0
3 o 0
osesmine | M = - 5
Cs 0 0
hean score 4] Q
130803-GPMT-01 0 0
130803-GPMT-02 0 0
130803-GPMT-03 o 0
130803 -GPMT-04 0 0
130803-GPMT-05 0 0
Test
“Transducer Protector M 130803-GPMT-06 0 0
Bty (aefine 130803-GPMT-07 0 0
130803-GPMT-08 0 0
130803-GPMT-09 0 0
130803-GPMT-10 0 0
Mean score 0 Q
F: female; M: male
G5 Taiwan Lid | B, 38, W Chyuan T R, Mew Tapsi Indusirial Park, W Ku Dist, Mow Tapal Cly 24900 Tabean £ (9962 22903030 F(905-2) 22081338
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APPENDIX

Magnusson and Kligman Scale (ISO 10993-10)

Patch test reaction Grading scale
Mo visible change 0
Diserete or patchy erythema 1
Moderate and confluent erythema 2
Intense erythema and swelling 3
SGS Taiwan Lid | M 38, W Ghyusn 7 R, Mew Tapsi Industrial Park, W Ku Disl, New Tape Gy 24500 Tebwan  ©(805-3) 22003000 F{906-2) 2000188
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TEST ARTICLE PHOTO

L}
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