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Summary 

A guinea pig maximization test of Analytica AutoStart 150mL Burette, Lot: 20080909, was conducted to evaluate the potential 
for delayed dermal contact sensitization. This study was conducted based on the requirements of the International Organization 
for Standardization 10993: Biological Evaluation of Medical Devices, Part 10: Tests for Irritation and Delayed-Type 
Hypersensitivity . 

The test article was extracted in 0.9% sodium chloride USP (SC). The extract was intradermally injected and occlusively 
patched to ten test guinea pigs in an attempt to induce sensitization. The vehicle was similarly injected and occlusively patched 
to five control guinea pigs. Following a recovery period, the test and control animals received a challenge patch of the test 
article extract and the reagent control. All sites were scored at 24 and 48 hours after patch removal. 

Under the conditions of this study, the SC test article extract showed no evidence of causing delayed dermal contact sensitization 
in the guinea pig. 
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Statement of GLP Compliance 

This study was conducted in accordance with the provisions of the FDA Good Laboratory Practice (GLP) Regulations (21 CFR, 
Part 58). 

There were no deviations from the protocol, standard operating procedures or the GLP Regulations which were judged to have 
had any significant impact on the validity or interpretation of the data. 

All laboratory data has been accurately recorded and verified, as indicated by the signature below. 

Study Director: 

NAMSA 

~&t ~c.. ~,xtncrn 
Jolee B . om, B.S. 
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1. Introduction 

Purpose 
A guinea pig maximization test of the material identified below was conducted to evaluate the potential to cause delayed dennal 
contact sensitization. This study was conducted based on the requirements of the International Organization for Standardization 
10993: Biological Evaluation of Medical Devices, Part 10: Tests for Irritation and Delayed-Type Hypersensitivity. 

Dates 
The test article was received on September 15, 2008. Treatment began on October 2, 2008, and the observations were concluded 
October 28, 2008. 

GLP Compliance 
The study initiated by protocol signature on September 15, 2008, was conducted in accordance with the provisions of the FDA 
Good Laboratory Practice (GLP) Regulations, 21 CFR 58. A Statement of Quality Assurance Activities was issued with this 
report. 

Duplication of Experimental Work 
By signature on the protocol, the sponsor confinned that the conduct of this study did not unnecessarily duplicate previous 
experiments. 

2. Materials 

The test article provided by the sponsor was identified and handled as follows: 

Test Article Name: 

Test Article Identification: 

Stability Testing: 

Expiration Date: 

Strength, Purity and 
Composition: 

Physical Description of the 
Test Article: 

Storage Conditions: 

Vehicle: 

Control Article 
Stability Testing: 

Control Article Strength, 
Purity and Composition: 

NAMSA 

Analytica AutoStart 150mL Burette 

Lot: 20080909 

In progress (per sponsor) 

Stable for duration of intended testing (per sponsor) 

Strength: Not applicable as there are no active ingredients are used to fonnulate a 
concentration; 
Purity: Not applicable, because the test article is a mUlti-component device with no active 
ingredients; 
Composition: See Appendix 3. 

Single-use, sterile, medical device. Predominantly transparent PVC and white ABS. 

Room Temperature 

0.9% sodium chloride USP solution (SC) 

Marketed product stability characterized by its labeling. 

SC: Strength: Not applicable, no active components in the fonnulation; Purity: Meets 
requirements ofUSP Sodium Chloride for Injection and is certified as USP Grade. 
0.9% NaCI ± 5.0% oflabel claim, balance is water; Composition: CAS #: 7647-14-5 
Sodium Chloride/Water CAS #: 7732-18-5. 
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Preparation: One device was filled to capacity with a total of 160 ml of the vehicle. The device was 
sealed as necessary to avoid loss of the vehicle during extraction. The test article was 
extracted with agitation in SC at 50°C for 72 hours. The vehicle (without test article) was 
similarly prepared to serve as the reagent control. 

Condition of Extracts: SC Test SC Control 
clear Induction I: 

Induction H: 
Challenge: 

clear with particulates 
clear with particulates 
clear 

clear 
clear 

Additional Materials: Freund's Complete Adjuvant (FCA) was mixed 50:50 (v/v) with the chosen vehicle and used 
at induction I. A 10% (w/w) sodium lauryl sulfate (SLS) suspension in petrolatum was used 
for induction H. These materials were provided by the test facility. 

3. Test System 

Test System 
Species: 
Strain: 
Source: 
Sex: 
Body Weight Range: 
Age: 
Acclimation Period: 
Number of Animals: 
Identification Method: 

Guinea pig (Cavia porcel/us) 
Crl:(HA) BR 
Charles River Laboratories 
Female (nulliparous) 
305 grams to 391 grams at study initiation 
Young adult 
Minimum 5 days 
Fifteen 
Ear punch 

Justification of Test System 
The Hartley albino guinea pig has been used historically for sensitization studies (Magnusson and Kligman, 1970). The guinea 
pig is believed to be the most sensitive animal model for this type of study. The susceptibility of the Hartley guinea pig strain to 
a known sensitizing agent, l-chloro-2,4-dinitrobenzene (DNCB), has been substantiated at NAMSA with this method under lab 
number 08T_28875_03 completed on July 11 , 2008. 

4. Animal Management 

Husbandry: 

Food: 

Water: 

Contaminants: 

Housing: 

Environment: 

Accreditation: 

Personnel: 

Selection: 

NAMSA: 

Conditions conformed to Standard Operating Procedures that are based on the "Guide for the Care and 
Use of Laboratory Animals." 

A commercially available guinea pig feed was provided daily. 

Potable water was provided ad libitum through species appropriate water containers or delivered through 
an automatic watering system. 

Reasonably expected contaminants in feed or water supplies did not have the potential to influence the 
outcome of this test. 

Animals were housed in groups in stainless steel suspended cages identified by a card indicating the lab 
number, animal numbers, test code, sex, animal code and first treatment date. 

The animal housing room temperature and relative humidity was monitored daily. The recommended 
temperature range for the room was 64-79°F and 30-70% for relative humidity. There were no significant 
temperature or relative humidity excursions that adversely affected the health of the animals. 

The light cycle was controlled using an automatic timer (12 hours light, 12 hours dark). 

NAMSA is an AAALAC International accredited facility and is registered with the United States 
Department of Agriculture. Additionally, NAMSA maintains an approved Animal Welfare Assurance on 
file with the National Institutes of Health, Office for Laboratory Animal Welfare. 

Associates involved were appropriately qualified and trained. 

Only healthy, previously unused animals were selected. 
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Sedation, 
Analgesia or 
Anesthesia: 

Veterinary 
Care: 

IACUC: 

5. Method 

Sedation, analgesia or anesthesia was not necessary during the routine course of this procedure. 

In the unlikely event that an animal became injured, ill, or moribund, care was conducted in accordance 
with current veterinary medical practice. If warranted for humane reasons, euthanasia was conducted in 
accordance with the current report of the American Veterinary Medical Association's Guidelines on 
Euthanasia. The objective of the study was given due consideration in any decision and the study sponsor 
was advised. 

This procedure has been approved by NAMSA Institutional Animal Care and Use Committees (IACUC), 
and is reviewed at least annually by the same committees. Any significant changes to this procedure were 
approved by the IACUC prior to conduct. 

On the first day of treatment, fifteen guinea pigs (ten test, five control) were weighed and identified. The fur over the 
dorsoscapular region was removed with an electric clipper. 

Induction I 
The test animals were injected with the test article extract and the control animals were injected with the reagent control. Three 
rows of intradermal injections (two per row) were given to each animal within an approximate 2 cm x 4 cm boundary of the fur 
clipped area as illustrated below: 

a. 
2cm b. 

c. 

Control Animals: 

4cm 
a. 
b. 
c. 

a. 0.1 mL of50:50 (v/v) mixture ofFCA and the chosen vehicle 
b. 0.1 mL of vehicle 
c. 0.1 mL ofa 1:1 mixture of the 50:50 (v/v) vehiclelFCA mixture and the vehicle 

Test Animals: 
a. 0.1 mL of 50:50 (v/v) mixture ofFCA and the chosen vehicle 
b. 0.1 mL of test extract 
c. 0.1 mL ofa 1:1 mixture of the 50:50 (v/v) vehiclelFCA mixture and the test extract 

To minimize tissue sloughing the "a" and "c" injections were slightly deeper than "b". Site "c" was injected slightly more caudal 
than site "b". 

Induction 11 
The day prior to conducting the Induction 11 patch, the fur over the dorsoscapular region (same area as used during induction I) 
was removed with an electric clipper and the area was treated with a 10% sodium lauryl sulfate (SLS) suspension in petrolatum 
sufficient to coat the skin. The SLS suspension, applied to provoke a mild acute inflammation, was massaged into the skin over 
the injection site. The area was left uncovered. 

At 7 days (±1 day) after completion of the Induction I injection, any remaining SLS residue was gently removed with a gauze 
pad. A 2 cm x 4 cm section of filter paper, saturated with approximately 0.3 mL of freshly prepared test article extract, was then 
topically applied to the previously injected sites of the test animals. The control animals were similarly patched with the reagent 
control. Each patch was secured with a nonreactive tape and the trunk of each animal was wrapped with an elastic bandage. At 
48 hours, the binders and patches were removed. 
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Challenge 
At 14 days (±1 day) after unwrapping the Induction 11 wraps, the fur was removed from the sides and flank areas with an electric 
clipper. The nonwoven cotton disk contained in a Hill Top Chamber® was saturated with 0.3 mL of the test article extract or 
reagent control. The test extract was applied to the right flank of each animal and the control vehicle was applied to the left flank 
of each animal. Each patch was secured to the skin with semiocclusive hypoallergenic adhesive tape. The trunk of each animal 
was wrapped with an elastic bandage to maintain well-occluded sites. At 24 hours, the wraps and patches were removed and any 
residue remaining at the sites was removed. 

Laboratory Observations 
1. Animals were observed daily for general health. 
2. Body weights were recorded at pretreatment. 
3. Observations for dermal reactions were conducted at 24 and 48 hours after challenge patch removal. Prior to each scoring 

interval, the sites were wiped with 35% isopropyl alcohol. If necessary, the fur was clipped from each site to facilitate 
scoring. Scores were recorded in accordance with the criteria shown below: 

Patch test reaction Grading scale 
No visible change 0 
Discrete or patchy erythema I 
Moderate and confluent erYthema 2 
Intense erythema and swelling 3 

6. Evaluation and Statistical Analysis 

The responses from the challenge phase were compared within the test animal group and between test and control conditions. 
Control conditions were (1) the vehicle control solution on the test animals and (2) the test extract, control solution and 
biomaterial (if applied) on the control animals. 

In the final analysis of data, consideration was given to the overall pattern, intensity, duration and character of reactions of the 
test as compared to the control conditions. Statistical manipulation of data was not applicable to this study. Grades of 1 or 
greater in the test group generally indicated sensitization, provided that grades of less than 1 were observed on the control 
animals. If grades of 1 or greater were noted on control animals, then the reactions of test animals that exceeded the most severe 
control reaction were considered to be due to sensitization. 

7. Results 

Body Weights and Clinical Observations 
Individual body weights are presented in Appendix 1. All animals appeared clinically normal throughout the study. 

Dermal Observations 
Individual results of dermal scoring for the challenge phase appear in Appendix 2. No evidence of sensitization was observed. 

8. Conclusion 

Under the conditions of this study, the SC test article extract showed no evidence of causing delayed dermal contact sensitization 
in the guinea pig. 

Results and conclusions apply only to the test article tested. Any extrapolation of these data to other samples is the sponsor's 
responsibility. All procedures were conducted in conformance with good manufacturing practices, certified to ISO 13485:2003 
and accredited to ISO 17025:2005. 

9. Quality Assurance 

Inspections were conducted at intervals adequate to assure the integrity of the study in conformance with 21 CFR 58.35(b )(3). 
The fmal report was reviewed for conformance to Section 58.185, Subpart J, of the GLP Regulations. A Statement of Quality 
Assurance Activities was issued with the report. 
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10. Proposed Dates 

The study dates were fmalized by the study director following receipt of the sponsor approved protocol and appropriate material 
for the study. Initiation of the study was the date on which the study director signed the GLP protocol. Projected dates for 
starting the study (fIrst treatment) and for the completion of the study (fmal report release) were provided to the sponsor (or 
representative of the sponsor). 

11. Records 

All raw data pertaining to this study and a copy of the fmal report are retained in designated NAMSA archive fIles. 

12. References 

21 CFR 58 (GLP Regulations). 

Code of Federal Regulations (CFR), Title 9, Parts 1-199, Animal Welfare Act (2008) 

National Research Council, Guide for the Care and Use of Laboratory Animals, Washington, DC: National Academy Press, 
1996. 

International Organization for Standardization (ISO) 10993-10, Biological Evaluation of Medical Devices - Part 10: Tests for 
Irritation and Delayed-Type Hypersensitivity (2002). 

International Organization for Standardization (ISO) 10993-2, Biological Evaluation of Medical Devices - Part 2: Animal 
Welfare Requirements (2006). 

Magnusson, B. and A. Kligman, AllergiC Contact Dermatitis in the Guinea Pig (SpringfIeld: C.H. Thomas, 1970). 

OffIce of Laboratory Animal Welfare (OLA W), Public Health Service Policy on Humane Care and Use of Laboratory Animals 

13. Protocol Changes 

Any necessary changes to the protocol after sponsor approval or study initiation were documented and approved by the study 
director as protocol amendments. Copies were distributed to the sponsor, the raw data fIle, and the NAMSA Quality Assurance 
department. 
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Appendix 1 - Individual Body Weights and Clinical Observations 

Group 
Animal 
Number 

1 

2 

3 

4 

Test 5 

6 

7 

8 

9 

10 

11 

Control 12 

13 

14 

15 

NAMSA 

Pretreatment 
Body Weight (g) 

305 

366 

370 

315 

349 

388 

391 

324 

315 

350 

359 

314 

323 

363 

366 

Individual Observation 

Clinical Observations 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 
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Appendix 2 - Dermal Reactions - Challenge 

Group Animal 

Number 

I 

2 

3 

4 

Test 5 

6 

7 

8 

9 

10 

11 

Control 12 

13 

14 

15 

NAMSA 

Control 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

Hours Following Patch Removal 

24 Hour Score 

Test Extract 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 
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0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

48 Hour Score 

Test Extract 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 
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Appendix 3 - Composition 

NAMSA 

fJil" • ,\,),. I , 

,~~ r. ;,1 • I ~~y, J'~ 

" '.' .... -. 
a I'.~ • I,: I .. ~,. T"j:,', ... ' " 

.. 

Materials List o 8 1 - 4 B U 
-

? J 

This listing comprises 'wet' parts OfIly, i.e. parts that come into contact with IV fluid during nconal use. 

Part Number and Name 
AL T()()l-O 1 10 Dual-Qutlet Spi~e 
AL T002"()113 Top Cap 
ALTOO2-0129 Alignment Piece 
AL T002-O 118 Dropper Support 
ALTOO2~)1 17 Float Guide 
AL TO02..o116 Float Body 
ALT002-0128 Float Bottom 
ALT002-0131 Bottom Cap 
ALT002-0120 Upper Dropper Tube 
AL T002-0119 Lower Dfopper Tube 
AL T002-0166 Spike Cap 
ALT002-0114 Spike Port 
ALT002.0121 Inlet Tube 
ALT002-0122 Bypass Tube 
AL TO02-0no Central Tubtl 
ALl'002·0115 Extruded Main Charnber 
A L T002-0041 Float Seal 
ALT002·0096 Glue 

AL T002-0 I S9 Swabbable Needle-free 
injection Port 

ALT002-010S Air Vent subassembly. 

NAMSA 

Material 
White ABS. Manufacturer: Chi Mei COJ1)Or'dtion. T~iwan, Product 
Code: I'A-757 

ASTM 304 S30400 Stainless steel tubing 

PVC - Taizltou Boren Plastic Products Co, Ltd, China - Grade MT-2 
, Note: contains DEHP 

Silicone Rubber ~ Wacker Elll!itusil R 401/20 
99.5% Cyclohexanone (C4Hl00) glue/solvent (cured/dry) . Jiangsu 
Tengxing chemical 
OEM -· HaU<.ey-Roberts part # 245204624 
Polycarbonate: Ciear polycarbomte Makrolon .RX 1 S05-45 1 1 111 
Silicone: Sil~ne 40 durometer, blue; Elastostl LR 
3003140.0icolor K-7S238 U!ue 
OEM - PVC + hydrophobic filter. Berth materials with pre(jicate use. 
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Statement of Quality Assurance Activities 

Phase Inspected Auditor Date 

Extraction Pour L. M. Byrd October 6, 2008 

Induction 11 Wrap V. D. Gnepper October 9,2008 

Study Data Inspection S. M. Pellitieri October 29,2008 

Final Report Review D. S. Dunn November 11,2008 

Reports to Management and Study Director(s) Date 

Periodic Status Report October 10, 2008 
Periodic Status Report November 10, 2008 

This study will be included in the next periodic status report as completed. 

Based on a review of this study, it has been concluded that this report accurately describes the methods and standard operating 
procedures, and that the reported results accurately reflect the raw data of the study. This study has been reviewed in accordance 
with the provisions of the FDA Good Laboratory Practice Regulations (21 CFR, Part 58). 

QA Representative: 

NAMSA 

~~lDlVVYv 
Debra S. Dunn 
Auditor, Quality Assurance 
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fAX" 
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[-MAIL" 

Analytica AuloStart ISOmL Burene 
TEST ARTICLE NAME IISE EXACT WORDING mSIRED UN FINAl. REPORT' 

As per GMDN code 12159 - Intravenous admtnistration sel, general-purpose 

INTENDED CLINICAL USE Of TEST ARTICLE:" 

o BATCH 0 CODE g{O~ 
CHECK ONE 

o BATCH 0 CODE 0 LOT 
~~'~H~E7C~K~O~N~E------------------nro~E~N~T~lnF~ICrTATrT.nION~~----

NAMSA recommends only one lot, batch, or code per test uncle submission. 

QUANTITY SUBMITIED:" 25 units tOlal (includes non-GLP tesl umls) 

Caillornla " 11111111 
9 Mo-gan 08T 48893 
JrVlne Ca\lfo 

1 94R 95' 3", 26068_001 26068 
F 94995' 32eo 
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7233 
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PURCHASE ORDER NUM BER" 
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Northwood 01"'110 43~19 

T 81)13 6&J 9'55 
r 4196662954 

to)" 

DVISA DMasterCard DAmenean Exp 
E 

-t{)1 (7) 3295-0507 

A 

R EXPIRA 
As Above 

TEST ARTICLE IS CATEGORIZED AS BEING A (ehei:k allthol apply):' • 
X MEDICAL DEVICE 0 BIOLOGIC D TISSUE 
o PHARMACEUTICAL 0 CHEMlCAL 0 OTHER 

+ A detailed composition list and current MSDS sheet must accompany 
any chemical or biologic test article_ A certificate of testing or 
reprocessing must be submitted for any human tissue derived sample or 
clinically used medical device 

TEST ARTICLE BEING SUBMITIED IS:" 

X STERlLlZEO 0 NOT STERILIZED 

o NAMSA TO STERILIZE BY: 0 EO (additional charge) 0 STEAM 

Mi,lures of ttst or control articles with carriers require .n.lysis to 
demonstrate proper concentration, bomogeDtity, and stability.· 
o Sponsor will provide analytical methods; or 
o Sponsor will pcrfonn analysis on representative aliquols provided by NAMSA 

STORAGE CONDITIONS" 

X ROOM TEMPERATURE 0 REFRIGERATION 0 FREEZER 
o OTHER: 

(!) ~--~"-bf-'Je""-;-::-O--:-T({-O(\-'o,"-~--;c;;( B"--~f-=f--:--( 608'-

TEST AND CONTROL ARTICLE CHARACTERIZATION: The sponsor assures the above test article has been characterized for identity, strength, purity, and composition as 
required by FDA Good Laboralory Practice Regulatoons of 21 CFR Part 58 105 Stability testing is the responsibility ofthe sponsor and is subject to FDA audit CharacterizatIOn and 
stability information are also required for control articles Please check the statement(s) applicable to the test and control articles for both StabIlity and Characterization sections 

below 

Test Control 
Stability (Choose One) 

Article Article 

T..-, Control Ch.raCCf.ril.lfion 
Artide A rude (if nol opplicable stot. dearly lb • .-uso. why) 

X 0 
Stability testing is in progress; article is stable for 

duration of intended testing ~~ D 
Strength: N/A: No active ingredients are used to 

[onnulste a concentrauon 

Stability testing is complete and on file with 

0 0 sponsor. Expiration date (lest): 

Expiration date (control): 

fDrA Purity: N/A because test article is a multj-con~teo 
~ D device W'.\-n (\(:) OJ:...'t;\oJe... \~ i 

d.6Pl\ q -16-0 
0 0 

Marketed product stability characterized by its 

labeling, 
X 0 Composition: Refer attached materials list 

If requesting to return sample, please check the courier and include your: 
D UPS 0 Federal Express 0 Other" Account Number 

------

111111111111111111I 11~~tJ~ 
T091508_017 
UPS linhai univer start 
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Materia1s List o 8 T - 488 9 j 

This listing comprises 'wet' parts only, i.e. parts that come into contact with IV fluid during nonnal use. 

Part Number and Name 
AL T002-0 110 Dual-Outlet Spike 
ALT002"0113 Top Cap 
AL T002-0 129 Alignment Piece 
AL T002-0 118 Dropper Support 
AL T002-0 117 Float Guide 
AL T002-0 116 Float Body 
AL T002-0 128 Float Bottom 
AL T002-0 13 I Bottom Cap 
ALT002-0120 Upper Dropper Tube 
AL T002-0 119 Lower Dropper Tube 
AL T002-0 166 Spike Cap 
AL T002-0 114 Spike Port 
ALT002-0121 Inlet Tube 
AL T002-0 122 Bypass Tube 
AL T002-0 13 0 Central Tu be 
ALT002-0 115 Extruded Main Chamber 
AL T002-0041 Float Seal 
AL T002-0096 Glue 

ALT002-0159 Swabbable Needle-free 
injection Port 

ALT002-0105 Air Vent subassembly. 

Material 
White ABS, Manufacturer: Chi Mei Corporation, Taiwan, Product 
Code: PA-757 

ASTM 304 S30400 Stainless steel tubing 

PVC - Taizhou Boren Plastic Products Co, Ltd. China - Grade MT-2 
- Note: contains DEHP 

Silicone Rubber - Wacker Elastosil R 401/20 
99.5% Cyclohexanone (C6H JOO) glue/solvent (cured/dry) - Jiangsu 
Tengxing chemical 
OEM - Halkey-Roberts part # 245204024 
Polycarbonate: Clear polycarbonate Makrolon RX 1805-451118 
Silicone: Silicone 40 durometer, blue; Elastosil LR 
3003140, OT color K-75238 Blue 
OEM - PVC + hydrophobic filter. Both materials with predicate use. 
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1. Introduction 

Purpose 
The purpose of this study is to identify the potential for dermal sensitization. The Magnusson and Kligman method has been 
effective in identifying a variety of allergens. This study will be based on the requirements of the International Organization for 
Standardization 10993: Biological Evaluation of Medical Devices, Part 10: Tests for hTitation and Delayed-Type 
Hypersensitivity. 

GLP Compliance 
Good Laboratory Practice - This nonclinicallaboratory study will be conducted in accordance with the United States Food and 
Drug Administration Good Laboratory Practice Regulations, 21 CFR Part 58. 

Duplication of Experimental Work 
By signature on this protocol , the sponsor confirms that the conduct of this study does not unnecessarily duplicate previous 
experiments . 

2. Materials 

Test Article 
The sponsor will submit the test article to be evaluated. Detailed information about the test article will be provided by the 
sponsor on the NAMSA Sample Submission Form or on a similar attachment to the protocol. 

Preparation 
The following is to be completed by the sponsor or study director. Further instructions may bc attached to thc protocol. The 
sample will be preparcd as follows : 

Ratio of test article to extraction vehicle (select one): 

~ Material thickness less than 0.5 mm - ratio of 120 cm2:20 ml 
Material thickness greater than or equal to 0.5 mm - ratio of 60 cn/:20 ml 

~ = Irregularly shaped objects and/or sponsor option - ratio of 4 g:20 ml I X Other (explain): Wet internal surface area = approx 41127 mm2 , 
~ Fluid volume = 170mL total (tubes and chambers ) 

Test Article Preparation Instructions: 
Refer to attached product labell ing (file: ALT002-0082-200807232018.pdf ) . Open the air vent 
(item "E"). Open c lamps C and D. Fill main chamber to approximately half way and close off 
clamps. With thumb and forefinger s ueeze the pvc spike ort (the small chamber to the ri ght 
of label "G" in the diagram) until approximately almost full. Fluid will enter the chamber Vla 
the canula . Reopen the clamps and allow the fluid to flood the chamber. Close the 
vent (E) . The item can now be exposed to the extraction conditions. To remove the extraction 
vehicle, open the air vent, and either puncture the diaphragm at the spike port (H), AND/OR the 
clamps opened and the device turned upside down, AND/OR the device may be punctured or otherwise 

destroyed or opened . 

Extraction Vehicle (select all that apply): 

X 0.9% sodium chloride USP solution (SC) 
Vegetable oil 
Other (specify): ________ ___ _ 

Extraction Conditions (select one): 

37°C, 72 hours 
---x- 50°C, 72 hours 

70°C, 24 hours 
121°C, I hour 
Other (specify): ____________ _ 

The test a11icle itself is suitable for topical application at the challenge phase. 

Yes 

1L- No 

NAMSA Use Only 
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Disposition of Test/Control Article (select one): 

x Discard Return unused article Return unused and used article 

For studies >2R days in life, NAMSA will retain a representative portion of the test/control article . 

Special Laboratory Instructions: 
No special instructions from Sponsor 

Control Article 
The vehicle used to prepare the extract will be prepared in the same manner as the extract (but without test article) to serve as the 
controlmeasurc . Untreated skin will serve as an additional control reference for scoring dermal reactions during the challenge 
phase. 

3. Test System 

Test System 
Species: 
Strain: 
Sourcc: 
Sex: 

Body Weight Range: 
Age: 
Acclimation Period : 
Number of Animals: 
Identification Mcthod: 

Guinea pig (Cul'iu PO}'CCI/UI') 

Hartley 
NAMSA approved supplier 
No particular gender is prescribed for this test. Iffemales arc used , they will be nulliparous 
and not pregnant 
300-500 grams at study initiation 
Young adults 
Minimulll 5 days 
Minimum of fifteen (per extract) 
Ear punch 

Justification of Test System 
The Hartley albino guinea pig has been used historically for sensitization studies (Magnusson and KJigman, 1970). The guinea 
pig is believed to be the most sensitive animal model for this type of study. The susceptibility of the Hartley strain to a known 
sensitizing agent, l-chloro-2,4-dinitrobcnzene (DNCB) has bcen substantiated at NAMSA with this method. 

4. Animal Management 

Husbandry: 

Food: 

Water: 

Contaminants: 

Housing: 

Environmental: 

Conditions will conform to Standard Operating Procedures that are based on the "Guide tor the Care and 
Use of Laboratory Animals." 

A commercially available guinea pig feed will be provided daily. 

Potable water will be providcd ad IihilulI1 through species appropriate water containers or delivered 
through an automatic watering system. 

Reasonably cxpected contaminants in feed or water supplies should not have the potential to influence the 
outcome of this test 

Animals will be housed in groups in stainless steel suspended eages identified by a card indicating the lab 
number, animal numbers, test code, sex, animal code and first treatment date. 

The room temperature will be monitored daily. The recommended temperatw'e range for the room is 
64-79°F. 

The room humidity will be monitored daily. The humidity range for the room is 30-70%. 

The light cycle wi 11 be controlled using an automatic timer (12 hours light, 12 hours dark). 

TI261 300 
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Facility: 

Personnel: 

Selection: 

Sedation, 
Analgesia or 
Anesthesia: 

Veterinary 
Care: 

IACUC: 

NAMSA is an AAA LAC International accredited facility and is registcrcd with thc United States 
Department of Agriculture. Additionally, NAMSA maintains an approved Animal Welfare Assurance on 
file with the National Institutes of Health, Offiee for Laboratory Animal Wclfare. 

Associates involved will be appropriately qualified and trained. 

Only healthy animals will be selected. 

It has been determined that the use of sedation, analgesia or anesthesia will not be necessary during the 
routinc course of this procedure. 

In the unlikely event that an animal should become injured, ill. or moribund. care will be conducted in 
accordance with currcnt veterinary medical practice. If warranted for humane reasons, euthanasia will be 
conducted in accordance with the current report of the Amcriean Veterinary Medical Association's Panel 
on Euthanasia. Thc objcetive of the study will be givcn duc consideration in an)' decision and thc study 
sponsor will be adviscd. 

This protocol has bccn approved by NAMSA Institutional Animal Care and Use Committees (lACUC), 
and is reviewed at least annually by the same committees. Any signi ficant changes to this protocol must 
be approved by the IACUC prior to conduct. 

5. Test and Control Article Preparation 

Fresh extracts will bc prepared at each phase of the study as previously indicatcd (see Test Article). Ifthc test material is 
suitable for patching, a topical application of the test sample (2 cm x 2 CI11 patch) will be used at the challenge. The vehicle used 
to preparc the extract will be prepared in the same manner as the extract (but without test article) to serve as the controlmeasurc. 

6. Method 

On the tirst day oftreatmenl. fiftccn guinea pigs per extract (ten test , five control) will be weighcd and identified. The fur fr0111 
the dorsoscapular area of the animals will be removed with an electric clippcr. 

Induction I 
Threc pair of intradermal injections will be administered to the animals within an approximate 2 cm x 4 cm area over the 
dorsoscapular region as follows: 

Control Animals 
a. 0.11111 of 50:S0 (v/v) mixture ofFrcund's Complete Adjuv3nt (FCA) and the ehosen vehicle 
b. 0 I IllI of vehicle 
c. 0.1 ml of a I: I mixture of the 50:50 (v/v) FCA and the vehicle 

Test Animals 
a 0. 1 ml of 50:50 (v/v) mixture of FCA and the chosen vchicle 
b 0.1 ml of test extract 
c. 0.1 ml of a I: I mixturc of the 50:50 (v/v) FCA and the test extract 

To minimize tissue sloughing the "a" and "c" injections will be slightly deeper than "b" Site "c" will be injected slightly more 
caudal than site "b" . 

Induction 11 
The day prior to conducting thc Induction 11 patch. the injection sites will be clipped li"ec of fur again and treated with a 10% 
(w/\\') sodium lauryl sulfatc (SLS) suspension prepared by mixing the powdered SLS with petrolatum. The SLS suspension will 
be applied in an amount sufficient to coat the skin unless the animals exhibit excessive redness andlor swelling at site b. At 7 
days (±I day) after complction of the Induction I injection, any remaining SLS residue will bc gently wiped /Tom the area with 
gauze. 

A 2 cm x 4 cm filter paper patch, saturated with approximately 0.3 ml of the extract preparation or vehicle, will be applied over 
the samc injection area and secured with u nonreactive tape. The trunk of each animal will thcn be wrapped snugly with an 
elastic band for 48 hours (±2 hours) 

TI261 300 
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Challenge 
At 14 days (±I day) after unwrapping induction Il wraps, the fur will be clipped fi'om the sides and flanks with an electric 
clipper. A nonwovcn cotton disk backed by a flexible chamber (e.g. Hill Top Chamber®) and semiocclusive hypoallergenic 
tape. will be saturated with approximately 0.3 ml offi'eshly prepared test material extract and applied to the right flank or dorsum 
of each animal. In addition, the vehicle control will be patched to the left flank or dorsum of each animal. An approximate 
2 cm x 2 cm section of test material itself(ifappropriate) will be applied to the right flank. 

The trunk of each animal will be wrapped to maintain well-occluded sites. At 24 hours (±2 hours) the wraps and pat<.:hes will be 
removed and any residue remaining at the sites will be wiped with gauze 

Laboratory Observations 
I. Animals will be observed daily for general health. 
2. Body weights will be recorded at pretreatment. 
3. Observations for dermal reactions will be conducted at 24 and 48 hours after patch removal. Prior to each scoring interval, 

the sites will be wiped with 35°1<) isopropyl alcohol. Ifneeessary, the fur will be clipped fi'om eaell site to facilitate scoring. 
Dermal sensitization results will be compared between the test and control animals in accordance with the criteria shown 
below: 

Patch test reaction Grading scale 
No visible change 0 
Discrete or patchy erythema I 
Moderate and confluent erythema 2 
Intense erythema and swelling 3 

Rechallenge 
Should the original challenge results prove to be equivocal. the animals may be rechallenged with a fl"Csh test extract and vehicle 
control approximately I - 2 weeks after the first challenge patch application. The rechallenge will be conducted in the same 
manner as the challenge but at virgin sites on the opposite flank. After the test is completed. all animals will be handled in 
accordance with IACUC approved NAMSA procedures. 

7. Evaluation and Statistical Analysis 

In the 1inal analysis of data. consideration will be given to the overall pattern. intensity. duration. and character of reactions of 
the test as compared to the control conditions. Statistical manipulation of data is not applicable to this study. Grades of I or 
greater in the test group generally indicate sensitization, provided that grades of less than I are observed on the control animals. 
If grades of I or greater are noted on control animals, then the reactions of test animals that exceeded the most severe control 
reaction will be considered to be due to sensitization. 

For reehallenge results. the overall pattern. intensity, duration and character of reactions seen will be compared between the 
challenge and rechallenge. Recurring observations in at least one of the same animals will be considered as verification of 
earlier findings . 

8. Report 

A final report will be issued to include a description of the methods. the resulting data in tabular format and conclusions. 

9. Quality Assurance 

Inspections will be conducted at intervals adequate to assure the integrity of the study in conformance with 21 CFR 58.35(b )(3). 
The final report will also be reviewed for conformance to Section 58.185. Subpart J. of the GLP Regulations. A Statement of 
Quality Assurance Activities will be provided with the final report. 

10. Proposed Dates 

The study dates will be finalized by the study director following receipt of the sponsor-approved protocol and appropriate 
material for the study. Initiation of the study will be the date on which the study director signs the GLP protocol. Projected 
dates for starting the study (first treatment) and for the completion of the study (final report release) will be provided to the 
sponsor (or representative of the sponsor). 
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11. Records 

Test article preparation, animal weights, treatment procedures, dermal reaction scores, and dates ofrelevant test activities from 
study initiation to completion will be recorded. 

All raw data pertaining to this study and a copy of the final report will be retained in designated NAMSA archive files. 

12. References 

21 CFR 58 (GLP Regulations). 

Guide/or the Care and Use ojLa/Joratorl' Animals, Institute for Laboratory Animal Research, National Academy of Sciences 
(Washington: National Academy Press, 1996). 

ISO 10993-10 (2002) Biological evaluation of medical devices - Part 10: Tests for irritation and delayed-type hypersensitivity. 

Magnusson, B. and A. Kligman, Allergic Contael Dermatitis in the Guinea Pig (Springfield: CH. Thomas, 1970). 

OLA W, Public Health Service Policy on Humane Care and Use of Laboratory Animals (NIH Publication) 

United States Code of Federal Regulation (CFR) 9: The Animal Welfare Act. 

13. Protocol Changes 

Any necessary changes to the protocol after sponsor approval or study initiation will be documented and approved by the study 
director as protocol amendments. Copies will be distributed to the sponsor, the raw data file, and the NAMSA Quality 
Assurance department. 
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i ANALVl1CA I 

[1 AutoStarf I 

STERILE SINGLE-USE 150 mL BURETTE 

Setting Up 

1. Close the WHITE On/Off clamp 
IDJ. and BLUE bypass clamp ICI . 

2. Open filtered vent IEI. NOTE: 
This vent should be left open 
during normal use. 

3. Remove the spike cap IAI 

4. Puncture solution container 
with spike IBi. 

5. Open WHITE on/off clamp ID J. 
Fluid will begin to filt the 
chamber and will be stopped by 
the float IGi. 

6. Open the spike port cap IHI . 

7. Connect an infusion line to the 
spike port IHI. 

8. Prime the system according to 
the infusion line instructions. 

o The device is now ready for use. 

Medication Delivery 

1. Open and shut the BLUE 
bypass Clamp ICI to fill the 
Burette with infusion fluid . 

2. Add medication via injection 
site IFI as per hospital protcol. 

o The Autostart float IGI will 
automatically return the device 
to continuous infusion mode once 
the medication has been 
delivered. 

& Important Notes 

o The float IGI shuts off flow once 
the fluid reservoir is empty This 
shutoff is not for long-term use 

o Replace device every 2~ hours 
or per hospital protocol. 

o Sterile whilst packaging intact 
Do not use if packaging is 
damaged or if protective caps are 
not in place. 

"'_ ...... __ I 0 Gravity feed only. 

I 

~.~ 

o Use aseptic technique. 

o WARNING: Air in infusion line 
may cause embolism 

I STE RI LE I EO I 
NON-PYROGENIC 

NON·TOXIC 
LATEX FREE 

® 
CE 
0123 

Manufacturer: ZheJiang Lingyang Medical [I1J 
Apparatus Co Ltd . Baishuiyang, Llnhai City Province 
CHINA www Iy-medlcal cam 

TGA Sponsor: Analytica Ltd 85 Brandl St 
Eight Mile Plains, Brisbane, 4113 AUSTRALIA 
wwwAutoStartBurette cam 

t..LT002-0082-vl 

I REF 10080 

I LOT I 

~ 9 3 3806 7 000~99 \. 
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Test Article: Analytica AutoStart 150mL Burette 

Identification: Lot: 20080909 

NAMSA Submission ID.: 08T _48893 

We have received appropriate test article and approved protocol(s) for the program to be conducted in accordance 
with the Good Laboratory Practice (GLP) Regulations on the material described above. Below is a projected 
schedule for the work to be performed. 

NAMSA NAMSA Lab 
Code Number 

V0014 130 08T_48893_02 

TI261 300 08T_48893_03 

TI251 800 08T_48893_04 

T0625_500 08T _48893 _05 

V0607 100 08T 48893 06 - -

Study Director 

Date 
0-{7-0~ 

cc: QA (NAMSA) 
Sponsor 

Estimated Estimated Report 
Study Start Date: Release Date: 

Cytotoxicity Study Using the ISO October 1, 2008 October 9,2008 
Elution Method - 1 X MEM Extract 

ISO Maximization Sensitization September 27, 2008 November 19,2008 
Study - Extract - 0.9% SC Extract 

ISO Intracutaneous Study - Extract September 21 , 2008 October 15, 2008 
- 0.9% se Extract 

ISO Systemic Toxicity Study - September 22, 2008 October 15, 2008 
Extract - 0.9% SC Extract 

ASTM Hemolysis - CMF-PBS October 16, 2008 October 20, 2008 
Extract 
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6750 Wales Rd 9 MOlgan 900 Circle 75 Pa rkway 6750 Wales Rd 

Northwood, Ohio 43619 Irvine, Caliiornla 92618 Su ite 1240 Northwood. Ohio 436 19 
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October 8, 2008 

GeoffDaly 
Analytica Ltd 
85 Brandl Street, Eight Mile Plains 
Brisbane, Queensland, 4113 
Australia 

REVISED* 
PROTOCOL AMENDMENT I 

Test Article: Analytica AutoStart 150rnL Burette 

Identification: Lot: 20080909 

NAMSA Submission ID.: 08T 48893 

T 770563 1660 F 4196662954 

F 770563 1661 

We have received appropriate test article and approved protocol(s) for the program to be conducted in accordance 
with the Good Laboratory Practice (GLP) Regulations on the material described above, Below is a projected 
schedule for the work to be performed. 

NAMSA NAMSALab 
Code Number Study 

VOOl4 130 08T 48893 02 Cytotoxicity Study Using the ISO - -
Elution Method - I X MEM Extract 

TI261 300 08T 48893 03 ISO Maximization Sensitization - -
Study - Extract - 0.9% SC Extract 

TI251 800 08T _ 48893_04 ISO Intracutaneous Study - Extract 
- 0.9% SC Extract 

T0625 500 08T 48893 05 ISO Systemic Toxicity Study -- -
Extract - 0.9% SC Extract 

V0607 100 08T 48893 06 ASTM Hemolysis - CMF-PBS 
Extract 

*This amendment has been revised to correct the sponsor's address. 

Study Director 

Date 

cc: QA (NAMSA) 
Sponsor 

Estimated Estimated Report 
Start Date: Release Date: 

October I, 2008 October 9,2008 

September 27, 2008 November 19,2008 

September 21 , 2008 October 15, 2008 

September 22, 2008 October 15, 2008 

October 16, 2008 October 20, 2008 
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September 29, 2008 

GeoffDaly 
Analytica Ltd 
85 Brandl Street, Eight Mile Plains 
Brisbane, Queensland, 4113 
Australia 

USA Corporate Headquarters California 

6750 Wales Rd 9 Morgan 

Northwood, Ohio 43619 Irvlne, California 92618 

T 866 666 9455 ltoll free) T 9-199513110 
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PROTOCOL AMENDMENT II 

Test Article: Analytica AutoStart 150mL Burette 

Identification: Lot: 20080909 

NAMSA Submission ID.: 08T 48893 

Georgia Ohio 

900 Circle 75 Parkway 6750 Wales Rd 

SUite 1240 Northwood, Oh io 43619 

At lanta, Georgia 30339 T 4196669455 

T 770 563 1660 F 419 666 2954 

F 7705631661 

NAMSA 
Code 
TI261 300 

NAMSALab 
Number Study 

Estimated 
Start Date: 

Estimated Report 
Release Date: 

08T 48893 03 - - ISO Maximization Sensitization 
Study - Extract - 0.9% SC Extract 

September 27,2008 November 19, 2008 

This amendment was written to provide additional instructions regarding the Test Article Preparation section of the 
study protocol: 

• The test article is unable to hold 170 mL of fluid . The test article should be filled to capacity and the 
volume utilized should be recorded. 

Reason for Change: The test article preparation section was incorrect. 

101" BartIo(i)o{J.. L 
Study Director 

q -~"-OO 
Date 

cc : QA (NAMSA) 
Sponsor 


